INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 45 mg/0,45 ml UHKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITBIIHEHA TTHCAIKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna npenBapuTenHO HammbJIHEHA MHCaKa Chabpxa 45 mg romumymad™® (golimumab) B 0,45 ml. 1 ml
pastBop chabpxa 100 mg romumyma.

Bcesika npeaBapuTelIHO HaTbJIHEHA MUcaika Moxke fa goctasu 0,1 ml no 0,45 ml (croTBEeTCTBAIIM Ha
10 mg 1o 45 mg ronmumyma0) Ha ctrku o 0,05 ml.

* YoBelmko MOHOKIIOHATTHO aHTUTSIIO OT Kiac IgG 1k, momydeHo oT Mullia XuOpHUIOMHA KJIEThYHA
nuHUs upe3 pekomoOunantHa JJHK-TexHomorus.

IToMoIIHO BEIIECTBO C U3BECTHO JEHCTBUE
Bcesika npeaBapuTenHO HaTbJIHEHA ucanka chabpka 18,5 mg copburton (E420) na no3a ot 45 mg.

Bcesika npeaBapuTelIHO HalbJIHEHa nucaika chabppxa 0,068 mg monucopoOar 80 (E433) Ha 1o3a 45 mg.

3a IIBJIHMUS CIIMCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTE TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
WmxeknnoHeH pa3TBop (MHXKEKIHS) B IPEeBAPUTEITHO HallblIHeHa nucanka (VarioJect)

Pa3TBOp’LT € 6I/ICT"[>p J0 JICKO OINaJICCIUCHTCH, 6e3I_IBeTeH 0 CBCTIIOXBJIT.

4. KJIMHUWYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

IOBeHMIeH HNOIATHYCH apTPHUT

Honuapmuxynapen roeenunen uouonamuder apmpum (pJIA)

Simponi B komOunanus ¢ merorpekcar (MTX) e mokasaH 3a JieueHHe Ha MOTUAPTHKYJIAPEH IOBEHHUIICH
UANONIATHYEH apTPUT TIPH Jiella Ha B3pacT 2 TOIWHU | MO-TOJIEMH, KOUTO Ca HMaJIH HEAOCTAThUCH
OTTOBOP KbM IpeaxoaHa tepanus ¢ MTX.

Yanepo3eH KOIUT

THeouampuuen ynyeposen xoaum (paediatric ulcerative colitis, pUC)

Simponi e moka3aH 3a Je4eHre Ha YMEPEH JI0 TEKBK aKTUBEH YIIEPO3CH KOJIUT MPH TIeTUaTPHYHH
MAIMEHTH Ha BB3PAaCT 2 ¥ MMOBeYe TOAMHHM C TEJIECHO Teryo Hail-manko 15 kg, kouTo ca nmanu
HEJOCTaTh4YCH OTTOBOP KbM KOHBEHIMIOHATHA TepaIus, BKIIIOYBAIa KOPTUKOCTEPOUIN 1
6-mepkanromypuH (6-MP) win azatuonpus (AZA), Wiy KOUTO UMAT HETIOHOCUMOCT KbM HITH
MEAMIMHCKY TPOTHBOIIOKA3aHUS 32 TAKHBA TEPAIHU.

4.2 I[osnponlca N HAYMH HA IPUJIOKECHUE

JleuenneTo TpsOBa Aa ce 3aMIOYHE U J1a C€ CJIEAU OT JICKapH CIICLHAIUCTH 110 JUATHOCTHKA U JICUCHHE
Ha 3a00Js1BaHMs, 32 KOUTO Simponi e noka3ad. Ha nauuenture, nekyBanu cbc Simponi, TpsiOBa na
Ob/ie IpesjocTaBeHa KapTa Ha MaIeHTa, KOSTO € BKIIOUEHA B OITAKOBKATA.
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[IpenBaputenHo HambaHeHaTa Hcaika 45 mg/0,45 ml e npeaHa3HaYeHa 3a IEAUATPUYHH TAIIUCHTH.
Bcesika npeaBapuTeIIHO HaITbJIHEHA MUCANIKA € 33 €AHOKpaTHA yIoTpeda MpH eUH MallueHT U TPsOBa
Jla ce U3XBBPIM BeJlHATA ClIe]| yroTpeoa.

IOBenunen uauonaTu4eH apTpuT

Tlonuapmukynapen rweenuIeH UOUONAMU4er apmpum npu 0eyd ¢ meiecHo meaio no-maixko om 40 kg
IpenopbunTenanata 103a Simponi 3a Aela ¢ TeJIECHO Tero mo-Manko ot 40 kg ¢ nonuapTukynapeH
IOBEHMJICH MAMONATUYeH apTpuT ¢ 30 mg/m? TeecHa MOBBPXHOCT 0 MAKCMMAJIHA ¢MHUYHA 1034 OT
40 mg, mpuIoXeHa BEIHHK MECEUHO, Ha €Ha U ChITa Jata Bceku Mecetl. [IpeamucBanust
WHXXEKIMOHEH 00eM TpsiOBa Jia ce Ompees CIope/] BUCOUMHATA U TETJIOTO HA MAIMEHTa, KAKTO €
rnoxasaxo B TaOumna 1.

Tabanna 1
Jo3a Simponi B MusinsinTpu (ml) cnopea BHCOYMHATA M TErJ10TO HA manueHT ¢ pJIA

O6mo TeaecHo rerJo (kg)
10-12 | 13-17 | 1822 | 2327 | 2832 | 3337 | 3839
Jo3a (ml)
70 10 <75 0,15 0,15 0,2
75 10 < 85 0,15 0,15 0,2 0,2
85 110 < 95 0,15 0,2 0,2 0,25 0,25 0,3
9510 <105 0,15 0,2 0,2 0,25 0,25 0,3 0,3
Sl 10550<115| 0,15 0,2 0,25 0,25 0,3 0,3 0,3
gl 11530<125 0,2 0,2 0,25 0,25 0,3 0,3 0,35
Z| 125 10 <135 0,2 0,25 0,3 0,3 0,35 0,35
§ 135 o < 145 0,25 0,25 0,3 0,3 0,35 0,35
R | 145 g0 < 155 0,25 0,3 0,35 0,35 0.4
155 10 < 165 0,3 0,3 0,35 0,35 0,4
165 10 < 175 0,35 0,35 0,4 0,4
175 10 < 180 0,35 0,4 0,4

Honuapmuxkynapen 10enunen uouonamuier apmpum npu oeya ¢ menecHo meaino Haii-manxo 40 kg

3a gena ¢ TenecHo Terio Hak-manko 40 kg e Hannyaa 50 mg npenBapuUTETHO HAITBJIHEHA MTUCATKA HITH
MIpeIBapUTEIHO HAITbIHEHA CIIPUHIIOBKA. 3a T03UpoBKaTa npu 50 mg cxema Ha MpuiiaraHe BUXKTe
touka 4.2 Ha KXII na Simponi 50 mg npeaBapuTeIHO HAITbJIHEHA MUCATIKA HIIH [IPEIBAPUTETHO
HaITbJIHEHA CIPUHIIOBKA.

Hanugnanre JaHHU Mpeamnojarat, Y€ KIIMHUYCH OTTOBOP OOMKHOBEHO C€ IMOCTHIa B PaMKUTC Ha 12 a0
14 CCAMHUIM HaA JICUCHHEC (CJ'IC)I 34 ,HO3I/I). HpI/I Acla, IIpru KOUTO HAMA JAHHU 3a TCPAIICBTUYHA 110JI13a B
pPaMKHUTE Ha TO3HU IIEPHUOJ OT BPEME, IMTPOABIPKABAHETO Ha JICUCHUETO Tp5[6Ba Ja C€ Ipepasricaa.

Yauepo3eH KoJIuT

THeouampuuen ynyeposzen koaum (pUC) npu deya na 8v3pacm 2 u nogeue 200UHU C MeeCHO me2io
Hau-manxo 15 kg

[IpenoppunTenHara q03a Simponi 3a MAUEHTH Ha BB3PAcT OT 2 A0 17 roWHY C yIIIEPO3eH KOJIUT Ce
ompezens Ha 60a3a TeJIECHO TerJo.

[Ipu nauuenTy ¢ TenecHo Terio ot Hai-manko 15 kg 1o nox 40 kg, xonTo ca B peMUCHS Ha WIH CIIEA
cenMuia 54, gekapsaT Moxe Ja 0OMHUCIH HaMallsiBaHe Ha MMOJAbprKalaTa 103a 10 25 mg Ha BCEKU

4 cenmury. 3a MpUIaraHe Ha Ta3H J03a UMa MPEIBAPUTEIIHO HAIhJIHGHA MTHUCAIKa OT 45 mg.
[pennucanusr obeM Ha WHXKEKIUATA 3a Ta3u jo3a e 0,25 ml.

3a MHAYKIMOHHO U MOAIBPKAIIO JICYeHNE € HATMYHA MPEABAPUTETHO HATbJIHEHA CITPUHIIOBKA OT
50 mg nim 100 mg. 3a mo3upoBkara mpu cxema Ha yiedernue ¢ 50 mg win 100 mg BrxTe TOuka 4.2 oT
KXII na Simponi 50 mg nnn 100 mg npeaBapuTenHo HabIHEHa CIIPUHIIOBKA.



[ponycHara y103a

AKO ManyeHThT 3a0paBu Ja CH HHXKEKTUpa Simponi Ha IUTaHUpaHarta jaTta, To’ TpsOBa 1a cu
WHXKEKTHpa MPOIYyCHATa /1032 BeJHara oM CH CIIOMHH 3a ToBa. [lanmenture TpsiOBa na ObaaT
MHCTPYKTHPAHH Ja HE CM MHXXEKTHPAT JIBOMHA /103, 32 1a KOMIIEHCHPAT MPOITyCcHATATA.

CrenBamiaTa no3a TpsOBa 1a 0b/1e MPIIOKEHA CIIOPE NAJCHUTE MTO-T0TY MIPETIOPHKU:

o AKxo ot OIpEACICHNA MOMCHT 3a MHXXCKTUPAHC Ha 103aTa Ca MUHAJIU IMO-MaJIKO OT 2 ceaMunu,
MAIMEeHTHT TPSAOBA ]a CH WHXKEKTHpPA MPOITyCHATATA J103a U J]a MPOJIBIIKH 10 MEPBOHAYATHATA
cXeMa Ha MPUIIOKEHHE.

o AKO 0T ompe/ieJIeHHss MOMEHT 3a MH)KEKTHPaHEe Ha J103aTa ca MUHAIIM TI0BEYE OT 2 CeIMUIIH,
NanuCHTHT TpSI6Ba Jla CU MHXXCKTHpa IMpoIlyCHaTa J03a U a MIPEMHUHE KbM HOBA CXE€Ma Ha
MPUJIOKEHHE, 3aIl0YUBalla OT MOMEHTA Ha MH)KEKTUPaHEe Ha IPOITyCHaTaTa J103a.

Crenyaiiy nonyJaiun

bvopeurno u uepnoopobno yepescoane

Simponi He € U3MUTBAH NMPH TE3H MOMyIAlMy ManueHTH. He Morat fa ce 1ajat npenopbKy 3a
JIO3MPOBKATa.

Tleouampuuna nonyrayus
JlurncBa croTBeTHA yrorpeba Ha Simponi IpH Jena Ha Be3pacT nox 2 roaunu ¢ pJIA nmm pUC.

Hauun Ha npuioxeHue

Simponi e 3a moaxkoxHO TprtokeHue. Cliesl ChOTBETHO 00yUCHHE B TEXHUKATA HA MOIKOKHO
UH)KCKTHpaHe, MAI[MeHTUTE MOTaT Ja C€ CAMOMH)KEKTHPAT, aKO TCXHHSAT JIeKap NpPEeICHH 3a
MOJIXOJISAII0, C TOCISIBAII0 MEAUIIMHCKO HA0MI0IeHUE, ako € HeoOxoaumo. [lanmenture TpsiOBa ga
OBbJaT MHCTPYKTHPAHHU J1a HHXKEKTHPAT HA3HAYCHOTO KOJIMYECTBO Simponi ChriiacHO MOAPOOHHUTE
WHCTPYKITUH 33 IPUJIOKEHKE, NaJICHU B JMCTOBKATA 3a MaI[MEeHTA. Beska MpeIBapuTeHO HATbJIHEHA
mycalika e IpeHa3HaueHa 3a eJHOKpaTHa ynorpe0a Mpy eIrH HalueHT U TPs0Ba Ja ce U3XBbPIIH
BeJ[Hara ciefl ynorpeoa.

3a HHCTPYKIIUH 32 MPHIIOKEHUE BIDKTE TOUKa 6.0.
4.3 IIporuBomokazaHusi

CBp’I)X‘-IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HUJIM KBbM HAKOC OT IIOMOITHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

AxrtuBHa TyOepkyno3a (TB) umu npyra Texka nHPEKIHS KaTo CETCUC, KAKTO U ONOPTIOHUCTUYHU
uH}eKuu (BXK. Touka 4.4).

YMepeHo TexKa WK TeKKa chpjeuHa HepoctaTbuHocT (kiac II/IV mo NYHA) (k. Touka 4.4).

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3sHl MEPKH IIPH ynoTpeda

IIpocnenumoct
3a 1a ce mogo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JIEKAPCTBEHH MPOYKTH, UMETO U TAPTHHUAT

HOMCP Ha MpuJjiaraHuvst HpoOaAyKT TpH6Ba Ja 6T>,I[aT SICHO 3aIliMCaHHu.

Wudbekumu

[NanuenTure TpsiOBa 1a ObAAT BHUMATEIHO MPOCIEASIBAHM 32 Pa3BUTHE Ha MH(EKUNH, BKIIOUUTEIHO U
TyOepKyIi03a — Ipesi, 0 BpeMe Ha M Clie]l Kpas Ha JedeHneTo ¢ ronumymad. [Ipensun Tosa, ue
SIIMMUHHUPAHETO Ha TOJIMMYyMab MOXe J1a IPOABIDKHU JI0 5 Mecela, IpocieasBaHeTo TpsOBa 1a
NPOIBIDKM U TIpe3 To3u nepuof. [Ipy naunenTu, pasBuiiu Texka HHPEKIHS WK CETICHC, JICIEHHETO C
roauMymad He TpsiOBa 1a mpoabibKaBa (BXK. Touka 4.3).



TlNonumymab He TpsOBa a ce mpuiiara Mpu MaUeHTy ¢ KIIMHUYHO 3HAYMMa aKTUBHA HH(DEKITHSL.
Koraro ce 00chka IpritoKeHHeTo Ha ToMUMyMal TPy AIMeHTH C XPOHUYHA MH(EKITUS HITH
aHaMHe3a 3a PeIUIUBUpaIly HHPEKIUY, TpsIOBa JAa Ce MOAXO0K/a C MOBUILICHO BHUMAaHHE.
[TaruenTrTe TpsiOBa 1a ObIAT MOCHBETBAHH 3a MOTSHIIMATHUTE PUCKOBH (AKTOPHU 332 HHPEKTHUPAHE U
Jla TU U30srBarT.

[Manuenture, npuemary TNF Gnokepw, ca Mo-moaaTivuBy KbM Pa3BUTHE HA TEKKH HHOEKIINH.

[Ipu manmeHTH, TEKyBaHU C TOTUMYMa0, ce ChoOIaBa 3a OakTepramHu (BKIFOYUTEITHO CETICHC U
MTHEBMOHUS), MUKOOAKTepUaTHH (BKIFOUUTEHO TB), MHBa3UBHU r’bOMYHY U OTIOPTIOHUCTUYHU
UHQEKIIMHU, BKIFOUUTEIIHO U C JIeTaJleH u3Xoa. Hsakou oT TexknuTe MH(EKIMU ca TOKIaIBaHu PU
MalMEeHTH Ha ChI'BTCTBAIIO UMYHOCYIIPECUBHO JIEUEHUE, KOETO, B JOMBJIHEHUE KbM CETAIIHOTO UM
3a00IsiBaHe, TW IpeApasIoara KbM pa3BuTue Ha nHekun. [larenture, pa3suim HoOBa HHOEKIHS
10 BpEME Ha JICUeHHE ¢ ToIMMyMa0, TpsOBa J1a ObIaT BHUMATEIHO MIPOCIICAIBAHH | Ja ObaaT
MOJUI0KEHM Ha LSJI0OCTHA IMarHOCTUYHA OlieHKa. [Ipu nanueHTuTe, pa3Buiivd HOBa CEpUO3HA
WH(EKIUS WK CEeTICUC, TIPUIIOKEHUETO Ha TONIMMYyMal TpsioBa /1a Obe MPEeKpaTeHo U Jia Ce MPOBeIe
MOJTXOISIIIO MPOTUBOMHUKPOOHO MITM TIPOTHBOT'EOMYHO JICUCHHUE, IOKATO MH(PEKIUATA HE OBe
OBNaJsgHA.

[Ipu manmeHTH, KUBEIN WX TbTYyBAJIM B paHOHU, KbIETO NHBa3UBHHUTE I'HOMYHU HH(DEKIHH KaTO
XUCTOILIA3MO032a, KOKIIUJINONIOMHKO3a UK 0JJaCTOMHMKO3a Ca CHISMUYHHU, TOJI3UTE U PUCKOBETE OT
JICYCHHUETO C TOIMMYyMad TpsiOBa BHUMATEITHO J1a ¢ce 0OCHIAT, MPEI /1a C€ HA3HAYH JICUECHUE C
roaruMyMal. AKO TIpY PUCKOBH TAIUEHTH, JIEKYBaHU C TOIMMYMa0, ce pa3BUe CEPHO3HO CHCTEMHO
3a00JisBaHe, TPsAOBA J1a Ce M0103UPa HHBA3MBHA I'bOMYHA MH(DEKIHs. AKO € Bb3MOKHO, THarHo3ara u
MIPHJIOKECHUETO Ha EMITUPUYHA TPOTUBOrEOMYHA TEPAIUs IIPU TE3H MAIMEHTH TPSOBa Jla ce HAIPaBU
CJIe]T KOHCYJITAIUS C JIEKap C OIUT B JICYSHUETO Ha MAMEHTH ¢ MHBa3WBHU I'bOMYHHN HH()EKIINY.

Ty6epkynosa
MwMa cpoOl1ieHus 3a pa3BUTHE Ha TyOepKyJ103a MPH MallieHTH, Toay4aBainy ronumymad. Tpsosa na ce

OT6CJ’IC)KI/I, Y€ B IIOBCUYCTO OT TC3U C’LO6H_I€HI/I$I CTaBa BBIIPOC 3a I/I3B'BH6GJ'IO)_IPO6H3 Ty6€p1<yn03a,
H3dABABalla C€ KaKTO KaToO JIOKAJIM3UPAaHO, TaKa U KaTO JMCEMHUHHUPAHO 3a00JIIBaHe.

[Ipenu 3amouBane Ha JEYCHUETO C TOIMMYMa0, BCHUKY MallMEHTH TPsiOBa 1a ObAaT OLIEHEHH KAaKTO 3a
aKTHBHA, TaKa U 32 HEaKTHUBHA (,,1aTeHTHA ) TyOepKyio3a. OueHkara TpsiOBa 1a BKIIOUBA 00CTOMHA
MeAMIIMHCKA aHAMHEe3a ¢ JIMYHa aHaMHe3a 3a TyOepKyJo3a WK Bb3MOKEH MpEeAIIecTBaIl KOHTAKT ¢
TyOepKyJi03a 1 MHHAJIO W/WIIN HACTOSIIO MMYHOCYIIPECHBHO JieueHue. TpsiOBa 1a ce u3BbpIuaT
CHOTBETHUTE TECTOBE 32 CKPUHHMHT, T.€. KOXKEH TYOCpKYJIMHOB TECT WM KPbBHH U3CICABAHUS U
peHTtreHorpadus Ha rpbACH KOII, HAa BCHYKH MaIllMeHTH (MOXKE J1a ca B CHJIa MECTHU M3UCKBAHUS).
[IpenopbuBa ce pe3yaTaTuTe OT Te3W U3CIEABAHMS Ja Ce 3alluIIaT B KapTara Ha rnanuenTa. Hamomus
ce Ha MpeINICBaLIUTE JIKAapH 32 PUCK OT (aINBO OTPULATEIHHU PE3YITATH MIPHU KOKEH
TyOEpKYJIMHOB TECT, 0COOEHO TP TEKKO OOIHH WIIM UMYHOKOMIIPOMETUPAHH TTAI[UCHTH.

AKko ObJe TUarHOCTUIIMPaHa aKTUBHA TyOepKyIi03a, He TPsOBa J1a ce 3armovBa JeYeHUe ¢ ToJuMyMab
(Bk. Touka 4.3).

HpPI CbMHCHUC 3a JIaTCHTHa Ty6€pKyJ103a, TpSI6Ba Jla C€ HallpaBU KOHCYJITallUA C JICKAp € OIIUT B
JICUCHUCTO Ha Ty6epKyJ103a. HpI/I BCHUYKHU OIMMCAHU IMO-A0JTYy ClIydan TpH6Ba BHHUMATCIIHO A4 CC
MMpEeucCHNU CbOTHOMICHUETO HOJISa/pI/ICK Ha JICYCHUCTO C FOJ'H/IMYMa6.

AKko ObJle TUarHOCTHLIMPaHa HeaKTHBHA (,,JJaTeHTHA”) TyOepKyJ103a, IPEeIy 3a04BaHe Ha JICYEHHETO C
roauMymab TpsOBa Jia ce 3arovHe JIeYeHHe 3a JIATCHTHA TyOepKyIio3a ¢ MPOTHBOTYOEPKYIO3HH
CPEICTBa B ChOTBETCTBHE C MECTHUTE M3UCKBAHMS.

[Ipu manmeHTH, KOUTO UMAT HAKOJIKO PHCKOBHU (haKTOpa 3a TYOEpKYJI03a MM 3HAYHMHU PUCKOBU
(hakTOpHU M OTPUIIATEITHO U3CJICABAHE 3a JIaTeHTHA TyOepKyJi03a, TpsiOBa Aa ce 00ChIU MPOBEKIAHE Ha
JICYCHHE C MTPOTHBOTYOEPKYJIO3HHU CPENICTBA NPEAN 3all0YBAHE HA JICUCHUETO C TOIMMyMad.



HasnauaBaHeTo Ha TyOepKyJIOCTAaTHYHO JeUEHHUE, TIPS J1a Ce 3all0YHEe TPUI0KEHHE Ha TOIIMMyMao,
Tpsi0Ba Ja ce 0OCHIIU U MPH MAMEHTH C aHAMHE3a 34 JJATeHTHA MJTM aKTHBHA TyOepKyJo3a, MpH KOUTO
HE € CUTYPHO, Y€ € MTPOBEXAAHO aIeKBAaTHO JIeUeHHE C IPOTUBOTYOEPKYIO3HH CPEICTRA.

[Ipu nauyeHTH, 1EKyBaHU ¢ TOIMMYMad, ca Bb3HUKHAJIM CIIyYal HA aKTHBHA TyOepKyJio3a 1o Bpeme
Ha U CIIe/1 JIeUCHHUE 3a JaTeHTHa TyOepkyno3a. [lanuenTure, mpuemariy ronumymad, TpsioBa CTPUKTHO
Jla ce TMPOCIIEesIBaT 3a MPU3HALM H CUMIITOMH Ha aKTHBHA TYOEpKYJ103a, BKIIFOYHTEIHO MAIIUEHTHTE,
KOHMTO Ca MMaJK OTPULATEIHO U3CTICIBAHE 3a JIATCHTHA TyOepKyJI03a, HallueHTH, KOUTO ca Ha JCUeHHE
3a JJaTeHTHa TyOepKyio3a U NauueHTH, KOUTO ca OMJIM JIEKYBaHH 33 TYOepKYJI03HA HH(DEKIIHSL.

Bceuuku narpieHTH TpsAOBa 1a ObJaT MOCHBETBAHU J1a OTHPCAT MEIUIIMHCKA ITOMOII], aKO 10 BpeMe Ha
WITH CJIEJT JICYEHHE C TOMMMYMa0 ce TOSBST MPH3HAIM/CUMIITOMH, KOUTO MPEAIOIaraT HaInuue Ha
TyOepKyIo3a (Harp. IpoIbJKUTENHA KallUTiIa, OTciIa0dBaHe/3aryda Ha Terino, cyoheOpuiInTer).

PeakTuBanyg Ha BUpyca Ha xenaTuT B

[Ipu manmenTn, texkyBanu ¢ TNF-aHTaroHUCTH, BKIIFOYUTEITHO TOTMMYMa0, KOUTO Ca XPOHUYHU
HOCHUTENIN Ha BUpyca Ha xematut B (T.e. ca HBsAg-nonoxutenan), ¢ HabMt01aBaHO PeakTUBHUPaHE Ha
BUpyca. Hsaxou ot cirydyante ca OWIM C eTalieH u3Xo/I.

[ManmenTure TpsiOBa na ObaaT u3cnensanu 3a HBV nndexnus npeau 3anoyBane Ha JICUCHUE C
roxumymab. [Tpu manmenTty, kouto ca mo3uTuBHU 32 HBV uHdeknus, ce npenopruBa KOHCYNTALUS C
JieKap, KOMTO MMa ONUT B JIEUEHUETO HA XEMaTuT B.

ITo Bpeme Ha JIeUEHHETO U HIKOJIKO Mecella ciiell Kpas My Hocutenute Ha HBV, npu kouTo ce Haynara
JIEYEeHHUE C TOTMMYMao, TpsaOBa 1a ObJaT BHUMATEITHO MPOCTEIIBaHU 3a IPU3HANN U CUMIITOMH Ha
aktuBHa HBV una(eknus. HaMa gocTarsyHO HaHHU 32 CHITBTCTBAIIO JeUeHHe Ha HocuTenuTte Ha HBV
¢ TNF-aHTaroHucT ¥ NpOTUBOBUPYCEH IIPENapar C LieJl IpefoTBpaTsIBaHe Ha peakTuBauusiTta Ha HBV.
[Ipu manueHTH, IPU KOUTO BUPYCHT HA XENATUT B ce peakTHBUpa, JICUSHUETO ¢ TOIMMyMad TpsOBa 1a
Cce CIIpe | Ja ce 3aroyHe eUKaCHO MPOTHBOBUPYCHO JICUEHUE C MTOIXOIAINO IMOAIBPIKAIIO JICYCHNUE.

3nmokavecTBeHU U auM@onponrdepaTUBHY 3a0019BaHUSA

He e m3BecTHa moTeHIManHaTa pois Ha JedeHueto ¢ TNF Omokep 3a pa3BUTHETO Ha 3JI0KAYECTBEHH
3a0onsBaHus. B3 0ocHOBa Ha HAIMYHWUTE JTaHHU KHM HACTOSIIUS MOMEHT HE C€ M3KJIF0UBA EBEHTYaJICH
PHCK 3a pa3BUTHE Ha TUM(POMH, JIECBKEMHUS WM APYTH 3JI0KAUYECTBCHH 3a00JIABaHUs TIPH MAIIUCHTH,
nexyBanu ¢ TNF-anTaronuct. TpsOBa /1a ce moaxox/aa ¢ TIOBUIIICHO BHUMAaHHUE MIPH 3all0YBaHEe Ha
nedenue ¢ TNF Onokep npu manyieHTH ¢ aHaMHe3a 32 37I0Ka4eCTBEHO 3a00IsIBaHe WITH TTPH
npoab/bkaBaHe Ha jieueHue ¢ TNF Onokep npu nalMeHTH, pa3BUIM 3JI0Ka4eCTBEHO 3a00JIBaHe.

3noxauecmeenu 3a601518aH UL NPU NEOUAMPUYHU NAYUESHINU

B moctMapkeTHHIOBH YCIIOBHS UMa ChOOIICHNUS 32 3JI0KaYeCTBEHH 3200 IsIBaHNUS, HIKOH ¢ aTaieH
U3XOJ1, TIPH JIel1a, FOHOIIN ¥ MIIaJi Xopa (10 22-roJuIIHa Bb3pacT), JekyBanu ¢ TNF-0nokepu
(magano Ha jgeyeHueTo < 18-rogumHa Bp3pact). [Ipubnu3uTenHO NMONOBUHATA OT TE3H CIIyYaH ca
mumpomu. dpyrute cimydan oOXBamaT pa3iniyHy 3JI0KaYeCTEHH 3a00JsIBaHMs, BKIIOYUTEIIHO PEIKU
3a00JsIBaHuMs, 0OOMKHOBEHO CBBbpP3BaHU ¢ UMyHocympecus. [Ipu nena u roHomm, nexkyBanu ¢ TNF-
OJI0KepH, He MOJKE J1a C€ M3KIIOYHM PHCK OT Pa3BUTHE HA 3JI0KAUECTBEHU 3a00JsIBaHUS.

Jlumgom u nesxemus

B koHTpONHMpaHuTE eTany Ha KIMHUYHUTE W3MUTBaHUS Ha Bcuku TNF O10kepH, BKIIOYUTEITHO
roJmmMyma0, Ipy nanueHTuTe Ha nedenue ¢ TNF-anTaronuct ca HabJIr01aBaHy MOBEYE CIydal Ha
pa3BUTHE Ha JIMM(POM B CPaBHEHHE C MAIUCHTUTE OT KOHTPOIHHUTE TPYNH. B KIMHUYHUTE U3MHTBAHUS
Ha Simponi ¢a3za IIb u Il npu nanuenTu ¢ peemarousieH aptput (RA), ncopuatnuen aprput (PsA) n
AHKUJIO3Hpall CIOHAWIUT (AS) yecToTaTa Ha pa3BUTHE HA TUM(OM IIPHU NALUEHTUTE, JIEKYBaHH C
roJuMyma0, € mo-BUCOKa OT cpeiHaTa 3a obmara nomysianus. CroOIIeHH ca ciaydan Ha JIEBKeMUs PH
MAIMEHTH, JIEKyBaHHU ¢ TONUMyMao. [Ipu manueHTH ¢ peBMaTouIeH apTPUT C TOJISIMa IAaBHOCT U
BHCOKa aKTHBHOCT Ha BB3MAIUTETHOTO 3200JIsiBaHE CHIIECTBYBA MOBUIIIEH PUCK OT MOsIBa Ha THMMQOM
U JICBKEMHSI, KOETO yCJIOKHSBA OLICHKATa HA PUCKA.



[Ipu nauuentu, nexyBanu ¢ aApyru TNF-01okepu ca cho0maBany peaKy CIydan Ha XENaToJMeHaJICH
T-knerpuen numdom (HSTCL) B mocTmapkeTHHIoBuUs epro (BK. Touka 4.8). To3u paapK Tul
T-kneTpueH TMMQOM € ¢ MHOTO arpecuBeH X071 Ha 3a00JsIBAaHETO U OOMKHOBEHO 3aBHPIIBA JIETATHO.
[ToBeueto OT cirydanTe ca Bh3HUKHAIM IPH IOHOIIH U MBXKE B MJIaJ1a BB3PacT, KaTO MOYTH BCHYKH ca
OMIIM Ha CHITBTCTBAIIIO JISYCHUE C a3aTHONPUH (AZA) unn 6-MepkanToyput (6-MP) 3a
BB3NATUTEIHO 3a00Js1BaHe Ha yepBara. [loTeHIuaIHusAT puck npu komOuHupane Ha AZA unu 6-MP ¢
roauMymat TpsiOBa BHUIMATEIHO Jla ce OOMHCIH. PHCKBT 3a pa3BUTHE HA XeNaTolueHaneH T-KiIeThueH
nuMdom mpu nauneHTy, aexyBanu ¢ TNF-01okepu, He MOXe Aa ce H3KITIOYH.

3noxauecmeenu 3a60158aHUsL, PAZTUYHU OM TUMPOM

B koHTpONHpaHuTE eTany Ha KJIMHUYHUTE U3NUTBaHUS Ha Simponi ¢a3za [Ib u 11 npu nanuenTtu ¢
RA, PsA, AS u ynueposen komut (UC) gecToTara Ha 3JI0Ka4eCTBEHUTE 3a00IIIBaHUs, PA3TUIHU OT
miMdoMm (¢ U3KITIOUEeHUE Ha HEMENTAHOMEH KOJKEH pak), € CXO/IHA MEX]y MAllMeHTHTE Ha JICYeHHUE C
roJMMyMal U Te3H OT KOHTPOJIHUTE TPYITH.

Lucnnazus/kapyunom Ha 0ebenomo yepeo

He e u3BecTHO manu IeUCHUETO ¢ roauMyMal MOBIHABA PUCKA 32 Pa3BUTHE HA AUCILIA3US WIH
KapLUHOM Ha Ae0enoTo 4epBo. Ha BCHUKM MalMeHTy ¢ yaepo3eH KOJIUT, KOUTO Ca ¢ MOBHUILICH PUCK
3a AMCIUIa3Ks WM KapLHOM Ha J1e0eI0TO YepBO (Hamp. NalUeHTH C IbJITOTOIUIIEH YIILEPO3eH KOJIUT
WY TbPBUYCH CKIIEPO3UPAI XOJIAHTUT) WM KOUTO UMAT aHaMHe3a 3a JAHUCIUIA3US MM KapIIMHOM Ha
ne0eoTo yepBo, TPsAOBa PEOBHO Jia Ce NMPaBH CKPUHUHT 32 JUCILIA3Hs MPEAH TepalusiTa U B X0/la Ha
3abomsBaneTo. To3u mperyies TpssOBa Ja BKIOYBA KOJTOHOCKONHS U OMOIICHS ChITIACHO HALIMOHATHUTE
pBKOBOJCTBA. [IpH ManieHTH ¢ HOBOJMATHOCTHIIUPAHA JUCIUIA3Hs, JIEKYBaHHU C TOIMMYMao,
PUCKOBETE U MOI3HUTE 32 OT/ACIHHUTE NALMEHTH TpIOBa BHUMATEIHO J1a Ce MPELEHAT U J1a ce 0OMUCIH
JaNy 1a ce MPOIBIIKY TEepaIusTa.

B CKCILIOPAaTOPHO KIIMHUYHO U3IHUTBAHC 34 OLICHKA Ha IMMPUJIOKECHUCTO Ha I‘OJ'H/IMYMa6 IIpyU Mau€HTHU C
TEXKa MepCUCTUpAllla acTMa ca JIOKJIAJBaHH MOBeUe ChOOIIECHHS 3a 37I0KaYeCTBEHH HOBOOOPa3yBaHHsI
MIPH MAIUCHTHUTE, JICKYBaHH C TONMUMyMa0, B CpaBHEHHUE C MAIIMEHTUTE OT KOHTPOIHUTE TPYITH (BXK.
Touka 4.8). 3HaUMMOCTTa Ha T€3H PE3yATaTH HE € U3BECTHA.

B ekcruiopaTopHO KIMHUYHO M3MUTBAHE 3a olieHKa Ha Apyr TNF-anTaronuct — nadumukcumao, npu
MalKMEHTH C YMEPEHO TeXKa JI0 TeXKa XpOHUIHA 00CTpyKTUBHA OenoapoOHa 6onect (XOBB), ca
JIOKJIaJIBAaHH MIOBEUE CHOOIIEHHS 32 3I0Ka4eCTBEHH 3a00JIIBaHuUs, IPEIMMHO Ha Oenust qpo0 nim
rJIaBaTa ¥ WIHITa, IPU NAlUEHTHTE, JIeKyBaHHU ¢ MH(IMKCHMa0, B CpaBHEHHE C MALUEHTUTE OT
KOHTPOJIHUTE Tpynu. Benuku nanuenTH ca Oumy Texku mymayn. CiaenoBaTeHo TpsOBa aa ce
MIO/IX0%K/1a C TIOBUILIEHO BHUMAaHUE IIPU NPUIIOKEHUE Ha KOUTO U Aa € TNF-aHTaroHucT npy nauueHTu
¢ XOBb, kakTo U Nnpu NayeHTH ¢ MOBHUIIEH PUCK OT pa3BUTHE Ha 3JI0KAYeCTBEHO 3a00IIsIBaHE MOpaIu
TIOTIOHOIYLIEHE.

Paxk na xoscama

IIpu manmenTwn, nexyBanu ¢ TNF-0mokuparu cpecTBa, BKIFOUUTEIHO TOTUMYMa0, ce choOmIaBa 3a
MmenanoM u Merkel-kierpueH kapuuHOM (BxK.TouKa 4.8). [IpenopbuBaT ce neproanyHu
JISPMAaTOJIOTUYHHU TPETJICN, 0COOCHO MPH MALUEHTH ¢ PUCKOBU (haKTOPH 3a paK Ha KOXKaTa.

3acroiiga cepaeyHa Henocrarpunoct (3CH)

CroO0IIeHu ca cilyvan Ha BIOIIaBaHe Ha 3acToliHa chpaeuHa HenoctaThyHOCT (3CH) n mosiea Ha 3CH
npu TNF 6moxepu, BKIounTeNHO U TonmuMyMad. Hskon oT ciayyante ca ¢ ieraneH uzxoq. B
KIIMHUYHO n3nuTBaHe Ha Apyr TNF-aHTaroHucT ca HabOarogaBaHu BIOIIaBaHe Ha CHIIECTBYBAIa
3aCTOMHA ChpJICUHA HEIOCTATHUYHOCT U MOBHUIIICHa CMBPTHOCT B pe3ynrtaT Ha 3CH. [Nonumymab He e
npoyuBaH 1pu nanueHty ¢b¢ 3CH. INonuMymab TpssOBa aa ce mpuiara ¢ MOBHILIEHO BHUMAHHUE MTPH
MAIMEeHTH C JieKa cbpaedHa HegoctaTbuHOCT (kiac I/II mo NYHA). [Tanmnentute TpsiOBa ga 0b1at
BHUMATEITHO MTPOCIIE/IIBAHU U IIPY ITOSBA WITU MPOTPECHPaHe Ha CHMIITOMHTE Ha ChpJeYHA
HEJI0CTaTHFYHOCT MPIJIOKCHUETO Ha TONMMMYyMal TpssOBa fa 6b/e mpeKpaTeHo (BX. Touka 4.3).




Hesposornunu crouTHs

[Ipunoxenuero Ha TNF-aHTaroHucT, BKIIOUYUTETHO U TOIMMYMa0, € CBBP3aHO ChC CIIyyaH Ha MosiBa
nIn e1<3auep6au1/1;1 Ha CUMIITOMHUTE W/WIIH PEHTITCHOJOTHYHUTE JaHHU 3a JEMHUCIIMHU3HUPALU [TPOLECHU
Ha IIeHTpaJHaTa HepBHA CUCTEMa, BKIIIOYUTEITHO MHOXKECTBEHA CKIIEpo3a U nepudepHu
JEMHUETMHU3NPAIIY HapyeHus. [Ipyu manuenTy ¢ npeAmecTBamo Uil HOBOIIOSIBUIIO CE
JeMUEIMHU3UPAILO HAapyIICHHE TPsIOBa BHUMATEIHO /1a CE MPELEHN ChOTHOILLIEHUETO PUCK/TION3a OT
neuenneto ¢ TNF-aHTaroHucT, npenu za ce 3anovHe JieueHue ¢ romumymad. TpsoBa a ce o0chan
IpeKpaTsBaHe Ha JICYEHHETO C TOJTMMyMal, ako Bb3HUKHAT Te3U HapylleHus (BX. Touka 4.8).

Oneparuu
OnuThT 1O OTHOIIICHUE HAa 0€30MIaCHOCTTAa Ha TOJIMMYMal CKOPO Clie] XUPYPrHYHU HHTEPBECHIINY,

BKJIIOUMTENTHO M apTPOIUIACTHKA, € OTpaHUuYEH. AKO ce IUIaHUpa XUPypruyHa UHTEPBEHLMS, TpsOBa Oa
ce B3eMe€ MPEBUJ IBITUAT ITOIYKUBOT HA JIEKAPCTBEHUS MPOLYKT. IlaliueHT, pu KoroTo ce Hajara
XUPYPTrUvHA HHTEPBEHIIMS 110 BpeMe Ha JICYEHUETO ¢ TOIMMyMal, TpsaOBa Jia ObJie BHUMATEITHO
npociensBaH 3a pa3BUTHE HA MH(EKLIUH, KaTO IPH HY>KAa TpsAOBa Aa ce B3eMaT ChOTBETHUTE MEPKH.

HmyHocynpecus

Tsit kaTo TNF € MeauaTop Ha BH3MaJCHUETO U MOBIMIBA KJIECTHUHUS UIMYHEH OTTOBOP, ChILIECTBYBA
BeposTHOCT TNF-anTaroHucTHTE, BKIIFOUUTEIHO U TOIUMYMa0, J1a 3acsTaT 3alliTaTa Cperry
WHQEKIMU ¥ Pa3BUTHE HA 3JI0KAUECTBECHH HOBOOOpa3yBaHMS.

ABTOMMYHHH IPOLIECU

OtHocutenuuat nedunut Ha TNFo, npuanneH ot nedenueto ¢ TNF-anTaronucT, Moxke fa JoBefie 10
OTKIIFOYBAHETO Ha aBTOMMYHHHU MPOIIECH. AKO CJIe]] TPUIIOKECHNE Ha TOTUMYyMal ce pa3BUAT
CHUMIITOMH, XapaKTEPHH 3a JTyIyC-I0A00CH CHHAPOM, U aHTUTENIaTa cpenry ABoiHoBepmxHaTa JJHK
ce TIO3UTUBHUPAT, JICUCHUETO C TOIMMyMal TpsiOBa Jia ce mpeyCcTaHOBH (BXK. Touka 4.8).

XeMaToJIOrHYHY PEeaklny

Nma cpoOieHns 3a ciiydan Ha MaHIUTONICHHS, JIEBKOTICHUS, HEYTPOTICHHSI, arpaHyJIoNUTO3a,
aruIacTUYHa aHEMUS 1 TPOMOOLIMTONEHUS TP NAlMEHTH, orydaBad TNF O10kepH, BKIIOYUTEIHO
roauMymad. Benuku nanueHTr TpsioBa ga ObAaT MOCHBETBAHM A2 HOTHPCIT He3abaBHA MEAUIIMHCKA
TIOMOII], aKO Pa3BUSIT MPU3HAIM U CHMIITOMH, KOUTO TIPE/ITIONaraT HaINYue Ha KPbBHA TUCKPA3Us
(mamp. nepcuctupail GeOpuInTeT, KpbBOHACAAAHUS, KbpBeHe, Oneanoct). [lpu manuentu ¢
YCTaHOBEHH XEMaTOJIOIMYHN aHOMAaJIMH TPsIOBa Jja ce 0OCHAN MPEKpaTsIBaHe Ha JEYCHUETO C
roJuMyMao.

CenbrerBano npunoxkenre Ha TNF-aHTaroHucTy 1 aHakuHpa

[pu xIMHUYHYU IPOYYBaHMS ca HAOIOIaBaHU CEPUO3HU MH(EKIIMU U HEYTPOIICHHS IPH CHITBTCTBAIIO
npuIIokeHne Ha aHakuHpa u apyr TNF Gnokep, eranepient, 63 JOMBIHUTENHA KIMHIYHA O3,
[lopanu xapakTepa Ha HEKEJIAHUTE PeaKiy, HaOIIOAaBaHu P Ta3d KOMOWHUpaHa TePaHs, CXOJHH
NPOSIBH HAa TOKCHYHOCT MOKE J1a C€ MPOSBAT U B PE3yJITAT HA KOMOWHANKATA OT aHAKHHPA U IPYT
TNF 6mokep. KomOunMpanero Ha ronuMyMad U aHaKWHpa He ce MpernopbyBa.

CoiprerBamo npwioxkenne Ha TNF-antaronuctu u abaranent

B knmMHUYHY pOyYBaHUs CHITBTCTBANIOTO NpHiioxkeHne Ha TNF-antaronucTy u abararent e Ouiio
CBBP3aHO C ITOBUIIICH PUCK OT Pa3BUTHE HAa HH(ECKIIUU B CPABHCHHE C JICYCHUETO CaMo C
TNF-aHTaroHuCT, BKIFOYUTEITHO U CEPUO3HH MH(EKINH, 0€3 ChBMECTHOTO UM MPUIIOKEHUE 1a HOCH
KITMHIYHA 110132, KoMOnHMpaHeTo Ha ronuMyMab 1 abaTallent He ce MpernophiBa.

ChIBTCTBALIO NPUIIOKEHHUE C IPYTH OMOIOTUYHU JIEKAPCTBEHH NPOIYKTU

Hsma nocrarpuno nHGOpMAIHs 110 OTHOILIEHKE Ha ChIIBTCTBAILATA YIIOTpeOa Ha TOIMMyMal ¢ APYTH
OMOJIOTNYHY JIEKapCTBEHH MIPOIYKTH, H3II0JI3BaHH 3a JeUEeHHE Ha ChIIUTE 3200 IsIBaHMs, 32 KOUTO Ce
u3Mnoi3Ba ronuMymad. CeIrbTCTBAIATa YIIOTpeOda Ha TOIMMYMal ¢ Te3W OMOJIOTUYHU MPOJYKTH HE e
IpenopbyBa Mopaay Bb3MOKHOCTTA 32 IIOBUILIABAHE HA PUCKA OT MH(EKUUS U APYTH NOTCHIUAIHU
(hapMaKoOJOrMUHN B3aUMOJICHCTBHSL.




IIpemMunaBane OoT enMH BUA OMOIOIMYHYM MOIU(DUIMPAIIN 00JIECTTa AHTUPEBMATOMIHH JIEKAPCTBA
(disease modifying anti-rheumatic drugs, DMARDS) KM Apyr

Heo6x01uMo € MOBHIIIEHO BHUMAaHUE U TAIIMEHTHUTE TPIOBa J1a MPOABIDKAT fa ObIaT MpoCciIeaIBaHN
TIpY TIPEMHUHABAHE OT €IUH OHOIOTHYEH JIEKAPCTBEH MPOAYKT KbM JIPYT, Thil KATO MPUIIOKPHBAHETO
Ha OHOJIOTMYHA aKTHBHOCT MOKE JIOIBJIHUTEITHO J1a TIOBHUIIN PUCKA OT HEXENAHU PEaKIInH,
BKJTIOUUTEITHO UH(EKIIUA.

Bakcunanuu/TepaneBTH4HN MHGEKIIMO3HU areHTH

Ha manmenTture, 1eKyBaHu ¢ TOIMMyMa0, MOTaT J1a ce IpaBsAT BAKCUHH, C U3KIIIOYEHUE HA KUBU
BaKCHUHU (BX. TOUKH 4.5 11 4.6). JlaHHUTE 32 OTTOBOpA MPH BaKCHHUPAHE C )KUBH BaKCUHU WU 32
BTOPUYHO Tpe/iaBaHe Ha HHPEKIHS Ype3 )KUBU BAKCHHU MIPH MAIIMEHTH, KOUTO ca Ha JICUCHHUE C aHTH-
TNF nponykTu, ca orpaHnyeHd. Yorpebara Ha )KUBU BAaKCHHU MOXKE J1a I0BeIe 10 KIMHUYHU
WH(EKINHN, BKIFOYUTEIHO JUCEMUHUPAHN HHDEKITUH.

Hpyra ynotpe6a Ha TepaneBTUYHU MH(PEKIINO3HU areHTH KaTo KUBH aTCHIOUPAaHU OakTepHH (Harp.
BiauBaHe Ha BCG B MuKOYHMS MEXyp NpH JICUCHUE HA PaK) MOXKE 1a A0Bele 10 KIMHUIHN HH(EKInH,
BKITIOUMTEITHO IMCEMUHUpaHy nHpekuu. [IpernopbuBa ce 1a He ce Mpuiiarat TeparneBTUIHN
MH(EKIMO3HU areHTH CHITBTCTBAILO C TOJUMyMa0.

AJIeprugyHy peakimu

IIpu moCTMAapKETHHTOBHS OMHT Ca CHOOIIEHN CEPUO3HUA CHCTEMHHU PEAKITUU Ha CBPBbXIYBCTBUTEIHOCT
(BKITIOUHTETHO aHA(IIIAKTUYHA PEAKIHs) CJIe]] MPUIIOKEeHNE Ha TonnMyMa0. Hskou oT Te3u peakiun
ca HACTBIIMIHU CJIe TbPBOTO MPHJIOKEHUE Ha TOJIMMyMal. AKO ce pa3Bue aHa(HIaKTUIHA WK JpyTa
CepHO3Ha aJlepruyHa PeaKIus, MPUI0KCHUETO Ha ToIuMyMal TpsiOBa Ja ce MPEyCTaHOBHU U J1a Ce
3aM0YHEe MOIXOAII0 JICUCHHUE.

Cepbxuyecmeumeﬂﬁocm KbM JlameKc

Kanauero Ha urjara B MMpEABAPUTCIIHO HAITbJIHCHATA ITHMCAJIKa € HAIIPaBEHO OT €CTCCTBCH CYX KaydyK,
ChABbpIKaIll JIATCKC, U € Bb3MOXHO [1a IPCAU3BUKA AJICPTUIHHN PCAKINU ITPU NAITUCHTH,
CBPBXUYBCTBUTCIHU KbM JIATCKC.

CHeLII/IaJ'IHI/I nonyJialnnnun

Cmapuecka év3pacm (> 65 coounu)

B knmuanyan npoyusanus ¢asa Il 3a neuenne na RA, PsA, AS u UC kato 1su10 He ca 3abenst3anu
Pa3nuKy 10 OTHOIIEHHE Ha HeXXelnaHuTe jekapctBeHu peakuuu (HJIP), cepuo3nuTe Hexenanu
nekapctBenu peakuuu (CHJIP) u cepro3nnTe MHPEKIUY TPY MAIUSHTH HA 65 WK [TOBEYE TOAUHH,
JIeKyBaHH ¢ TOMMyMa0, 1 TIo-MJIaii MaueHTH. Bee mak, mpu neueHne Ha Xopa B crapyecka Bb3pacT
TpsiOBa J1a ce MOAXO0XK/1a C MOBUIIEHO BHUMaHUE, 0COOEHO 10 OTHOIIEHHE Ha MosiBaTa Ha H(pekuuu. B
NPOYYBAHETO 32 HEPEHTTeHOTpaCKH aKCUaNIeH COHAMI0apTpuT (nr-Axial SpA) He ca BKITIOUEHU
MAI[MeHTH Ha Bb3pacT 45 UiIH 1oBeYe TOANHU.

bvbpeuno u uepHodpobHo yepescoarne

He ca npoBexianu crieliMaiHy MPOyYBaHUS Ha FOJTUMyMal MPpH NayueHT! ¢ ObOPEYHO WITH
yepHOAPOOHO yBpexkaane. [Ipu manuentu ¢ HapyuieHa yepHoapoOHa GyHKIHA roiumMyMad TpsOBa na
ce mpwuJjiara ¢ IOBUIIEHO BHUMaHHE (BX. Touka 4.2).

Ieouampuuna nonyrayus

Bakcunanmu

[IpenopbuBa ce mpeau 3ar0YBaHe Ha JICUCHHE C TOJIMMYMa0 J1a ObJaT HallPaBeHU BCUYKH
MMYHU3alUA Ha TIEANATPUIHUTE MAIIMCHTH CHITIACHO HACTOSIINS UMYyHH3AIIMOHEH KaleHaap (BxK.
,,BaKCHHAIINK/TepaleBTUYHN MHGEKIMO3HH areHTH  HIOCOYEHH [I0-TOPE).

Tomownu eewecmesa ¢ uzgecmno oelicmeaue

CopObuton

Simponi ceabpixa copouton (E420). [Ipu nauneHTH ¢ penky HaclIeACTBEHH MPOOIeMH Ha
HETIOHOCHMOCT KbM (DpyKTO3a, TpsIOBA A2 ce B3eMe MPEABU/ JOBITHUTEIHUAT e)EKT OT




CBITBTCTBAIIOTO MPHJIOKEHNE HA TIPOAYKTH, ChABPKALIH copOuTOoN (MU PpyKTO3a) M XpaHUTEITHUS
npueM Ha copOuTol (im GpyKTo3a) (BXK. TOUKa 2).

Ioaucopbar 80
Simponi ceabpxa 0,068 mg nomucop6art 80 (E433) BbB Besika MpeABapUTEIHO HATBIIHEHA MTUCATKA

[HonucopbaTuTe Morat Aa NPUYMHSAT ATEPTUUYHU PEaKuu (BXK. TOUKa 2).

Puck 3a nexkapcTBEHU TPEIIKH

Baxno e ga 0b1e npriiokeHa MpaBUiIHATA [103a, KAKTO € I0COYEHO B ,,Jlo3npoBka‘“ (Bx.Touka 4.2).
Heo6xoanmo e moBHIIIeHO BHUMaHHUE, 32 Jla Ce FApaHTHUPA, 4e HAMa CyO103upaHe UM CBPBXI03UPaHe
MIpU MAI[UEHTHUTE.

4.5 Bs3amMmopeiicTBHE ¢ IPYTHU JeKaAPCTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojeiicTBHe
He ca npoBexxganu mpoyduBaHus 3a B3aUMOJICHCTBHATA.

C'I:»HT)TCTBaHIO IPHUJIIOKCECHHUEC C IPYT'H GI/IOHOFI/I‘IHI/I JICKAPCTBCHU IPOAYKTHU

KomOunupaHeTo Ha roJuMyMad ¢ Apyrd OMOIOTHYHH JICKAPCTBEHU MPOYKTH, U3MOI3BAHH 32
JICUCHHE HA CHIIUTE 3a00IABaHMS, 32 KOUTO CE U3MOJ3Ba U TOIMMyMa0, BKITIOUHTEITHO aHAKUHPA U
abarallenT He ce MpenopbuBa (BK. Touka 4.4).

2KuBu BakcuHW/TepaneBTHYHA WHPECKIIMO3HU ar€HTH
[To BpeMe Ha JIe4eHUETO C TONMMYMab He TPsIOBa Jla ce TPUIIaraT >KUBU BaKCUHH (BXK. TOUKH 4.4 1
4.6).

TepaneBTuuHU HH(EKINO3HU areHTH HE TPsIOBa Ja ce mpuiaraT ChI'bTCTBAILO C TOIMMYyMal
(Bk. Touka 4.4).

MeroTpekcat
He3zaBucumMo oT TOBa, 4e ChIIBTCTBAIIOTO MpUiIokeHrue ¢ MTX BOJM 710 MO-BUCOKM KOHIIEHTPAIIUU Ha

roJuMyMal B CTAIIMOHAPHO ChCTOSIHUE MPH NanueHTH ¢ RA, PSA unu AS, nanHHTE HE TOBOPST 32
HEOOXOAMMOCT OT KOPEKITUS Ha J]03aTa HUTO Ha romumMyMad, Huto Ha MTX (Bx. Touka 5.2).

4.6 @epTUaUTET, OPEMEHHOCT U KbpMeHe

JKeHu ¢ erepoieH NOTEeHIHAI

JXKenute ¢ geTepojieH MOTEHIIUAT TPAOBA J1a U3MO3BAT e(PEKTHBHA KOHTPALCTIIHS 32 MPENa3BaHe OT
OpEMEHHOCT U J1a IPOIBIDKAT JIa 51 U3MOJI3BAT IIOHE 6 Mecena Clie]l MOCIETHOTO NPHIIOKEHUE Ha
roJauMyma0.

BpemeHHOCT
Nma npocnekTuBHO chOpaH JaHHU 3a yMepeH Opoi (mpubnmsutento 400) OpeMeHHOCTH ¢

EKCITO3UINS Ha TOMMMyMab, KOUTO ca JIOBEIH JI0 KUBU PaXKIaHUs C U3BECTHU PE3yiITaTH,
BKIIFOUUTENTHO 220 OPEeMEHHOCTH C €KCIIO3UIIUS TIPe3 IbPBUS TPUMECTHP. B momyannoHHo
npoyuBaHe oT CeBeprna EBpona, BxirouBaiio 131 6pemenHoctu (1 134 kppmadeTa) ca HaOIIOIaBaHU
6/134 (4,5%) crOUTHS HAa CEPUO3HU BPOJICHN aHOMAIIUU CIIe]] €KCIIO3UITUS in utero Ha Simponi
cupsimo 599/10 823 (5,5%) crOuTus ciies] cCUCTeMHa HeOMOJIOrMYHa Tepanus, B cpaBHeHHE ¢ 4,6% B
oO1ara nomyJiaiys Ha mpoyuBaHeTo. ChOTHOIICHUATA Ha IIAHCOBETE, KOPUTUPAHU 33 CMYIIaBaIIH
(hakropu, ca crorBeTHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi crpsiMO cHCTeMHa HEOMOJIOTMYHA
tepanus 1 OR 0,95 (95% CI1 0,42-2,16) 3a Simponi cripsiMo 0011aTa MOMyJIalus.

Toii kaTo romumymad naxudupa TNF, npunokeHnero My 1o BpeMe Ha OpeMEHHOCTTa MOXe /1a
3acerHe HOpMaJIHHs HMYHEH OTTOBOP Ha HOBOPOAEHOTO. [IpoyuBaHMsATa pH )KMBOTHHU HE OKa3BaT
NPSIKO MJTM HETIPSIKO BPETHO BB3/ICHCTBHE BEPXY OpPEMEHHOCTTA, EMOPHOHAITHOTO/(ETATHOTO
pa3BUTHE U PAKIAHETO UM MOCTHATATHOTO pa3BUTHE (BK. Touka 5.3). HannyHUAT KIMHUYEH OIUT €
orpanuueH. ['onumymab TpsOBa Aa ce U3Mo3Ba Mo BpeMe Ha OPEMEHHOCT CaMo aKo JICUCHHETO €
HAUCTHHA HAJIOKUTEITHO.
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lNonumymab npemunaBa npe3 mianenTara. Cnen nedenue ¢ TNF-0nokupaiio MOHOKIOHATHO
AHTUTSJIO 110 BpeMe Ha OPEeMEHHOCTTa, aHTUTSIIOTO CE YCTaHOBSIBA 70 6 Mecela B cepyMa Ha
KbpMaueTa, pOJIeHH OT JIeKyBaHWUTE KeHHU. B pe3ynraTr Ha ToBa Te3u KbpMayeTa MOXKe Ja ca C
MOBHUIIIEH PUCK OT pa3BUTHE Ha HHPekuusi. He ce npenopbuBa npuiiokeHUe Ha )KUBH BAKCUHH NIPU
KbpMadeTa ¢ eKCIIO3UIMA Ha ToIMMyMal in utero, 6 Mecena cief] mocjaegHaTa HHXEKIHS C TOIUMyMal
Ha MaiikaTa 1o BpemMe Ha OpeMeHHOCTTa (BX. Touku 4.4 u 4.5).

Kopmene
He e u3BecTHO najau romumMyMad ce eKCKpeTHpa B KbpMaTa WK ¢e pe30pOrpa CUCTEMHO CIIe

nornbinane. [Ipu MaiiMyHH € ToKa3aHo, 4e ToMMyMal NpeMHHaBa B KbpMaTa v IOHEKE YOBEIITKUTE
MMYHOTJIOOYJIMHHU C€ EKCKPETUpaT B KbpMaTa, )KEHUTE HE TPAOBa Ja KbPMSAT 110 BpeMe Ha JCYEHUETO C
roJmmMymMab 1 oHe 6 Mecena cies Kpas My.

DepTUInuTeT
He ca npoBexxaanu nmpoyuBaHus ¢ roauMyMad BepXy (pepTunuTera mpu xkuBoTHU. [IpoyuBane Ha

(dhepTUIMTETA IPU MUIIKH, C M3I0I3BaHE HA aHAJIOTMYHO aHTHUTSJIO, KOSTO M30UPaTeTHO HHXUOMpa
(hyHkIMoHanHaTa akTuBHOCT Ha Mutiwst TNF-o, He rmokaszBa 3HaunMu eheKTr BhpXy hepTuiauTeTa
(Bk. Touka 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTA 32 mo¢upaHe u padoTa ¢ MAIIUHA

Simponi noBIKsABa B MaJIKa CTEIICH CIIOCOOHOCTTA 3a KOJIOE3ZCHE, IIo(upaHe ¥ padoTa ¢ MallluHU.
Brrnpeku ToBa cien npuiioKeHne Ha Simponi Moe Ja ce MosiBY 3aMaiiBane (BK. Touka 4.8).

4.8 Hexenanu JeKapCTBEHH PeaKINU

Pestome Ha npo¢miia Ha 6e300acHOCT

[Ipe3 koHTpOIMpaHus MEPHOA Ha OCHOBHUTE M3NUTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
UHQEKIMA Ha TOPHUTE JUXATEIIHU ITbTHUINA ¢ Oujla Hal-uecTaTa Hexenana peakuus (HP), kosTo ce
cbobimasa npu 12,6% oT marueHTuTe, JeKyBaHu ¢ TonuMymad B cpaBHenue ¢ 11,0% mpu
KOHTposHUTe nanueHTu. Haii-ceprosnure HP, cho01ienu 3a ronuMymad, BKIIOUBAT CEPUO3HH
MH(EKINN (BKIIOYUTEIIHO CeTcuc, THeBMOHMSA, TB, MHBa3uBHU rbOMYHU U OMTOPTIOHUCTHYHH
WH(EKINN), JeMUESTMHI3UPAIIY HapylneHus, peaktuBanus Ha HBV, 3CH, apronMyHHU miporiecu
(ymyc-nogo0eH CHHAPOM), XeMaTOJIOTUYHU PEaKIiH, CEPHO3HA CUCTEMHA CBPbXYYBCTBUTEIHOCT
(BKIMIOUUTENHO aHAPUIAKTHYHA PEAKLHs ), BACKYJIUT, TUM(OM U JieBKeMusI (BK. Touka 4.4).

TabnuyeH ciUChK HA HEXEIAHUTE PEaKIUN

HP, nabnrogaBany B KIMHUYHYU H3MUTBAHUS U CHOOIIEHU ITPH MOCTMAPKETHHIOBaTa yIoTpeda Ha
roJuMyMab B cBeTa, ca onrcanu B Tabnuua 1. B pamkure Ha cuctemo-opranuute kiacose HP ca
M30pOCHHU T10 YECTOTa CIIOPE/I ClIeHATa KOHBEHIUS: MHOTO decTH (> 1/10); wectn (> 1/100 mo < 1/10);
HevectH (> 1/1 000 no < 1/100); peaxu (= 1/10 000 mo < 1/1 000); muOTO penku (< 1/10 000); ¢
HEeHM3BECTHA YecToTa (0T HATMYHUTE JaHHHU HE MOXKe /1a Ob/ie HallpaBeHa oleHKa). BB Besika rpyma mo
YCCTOTa HEXKCIIAHUTE pCaKIMU Ca IMPEACTAaBCHHU B HU3XOAAML pC/I 110 OTHOIICHUC HA TAXHATa
CEpUO3HOCT.

Taoauna 2
Tadoauden cnuchLK Ha HP

Wndexnun u nadecranuu
Mmuoro yectu: MH(ekus Ha ropHATE TUXATETHU IBTUINA (HA30(apHHTHT,
(hapuHTUT, TAPUHTUT U PHHUT)
Yectn: bakrepuanun nHpexnun (KaTo LemynuT), HHOEKIUs Ha
JOJHMTE JUXATeTHU IbTUILA (KaTO MTHEBMOHHS ), BUPYCHU
UH(EKIHU (KaTo TPUII U Xepriec), OpOHXUT, CHHYHT,
MOBBPXHOCTHU I'bOMUHU MH(EKIMH, adciiec
Heuectn: Cencuc, BKIIOYUTEIHO CENTUYEH IOK, THETOHEPPUT
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Penkn:

Ty0OepKyino3a, OHOPTIOHUCTUYHN HH(EKLIUH (KaTO HAIIPUMED
MHBa3UBHU I'bONYHN MH(EKLIUH [XHCTOILIA3MO34a,
KOKIMJIMOUOMHIKO3a, ITHEBMOIIUCTO3a |, OaKkTepualHa,
ATHITMYHA MUKOOAKTepHallHa U TIPOTO30HHA WH(EKIIHS),
peaxkTHBaIys Ha BUpYyca Ha Xenatut B, 6akrepuaneH apTpur,
MH(EKIHNO03eH OYypPCUT

Heormmazmu — noOpokavecTBeHH,
37I0KQUECTBEHH M HEOTIPEICIICHN
Heuectn:

Penxu:
C Heu3BeCTHA YECTOTa:

Heomnasmu (kato pak Ha KOXaTa, CKBAMO3HOKJIEThUCH
KapIuHOM M MEJIAHOIIUTEH HEBYC)

Jlumdom, teBkemus, meranom, Merkel-kiieThueH KapluHOM
XenaronuenaneH T-knerpueH auMdom™, capkom Ha Kaposi

Hapymenus Ha kpbBTa 1 TMM(pHATA
cucremMa

Uectu: JleBkomeHuUs (BKJIIOUUTEIIHO HEYTPOTICHHS ), aHEMUS
Heuectn: TpomOonuronenusi, NaHIUTONICHUS
Penxu: ArmutacTHuHa aHeMHMsl, arpaHyJIOIUTO3a
Hapymenns Ha uMyHHaTa cucrema

Yectn: Anepruusu peakunu (OpoHXOCHa3bM,
CBPBXUYYBCTBUTEIHOCT, YPTUKApUs), HOZUTUBUPAHE HA
aBTOAHTUTEIIA

Penxu: Cepro3HH CHCTEMHH peakliy Ha CBPHXIYBCTBUTEIIHOCT

(BKITIOUHTETHO aHA(DHUIAKTUYHA PEaKIINs), BACKYJIHUT
(cuctemen), capKkomnI03a

Hapy1ienus Ha eHIOKpHUHHATA
cucreMa
Heuectn:

Tuponanu HapyIIeHus (KaTO XUIOTUPEOUAN3HM,
XUIEPTUPEOUINZBM U CTPYMa)

Hapyiienus Ha meTabosu3ma u
XpaHEHETO

Heuectn: IloBuiaBaHe Ha HUBaTa Ha KpPbBHATA 3axap, IOBHIIABAHE HA
HUBATa Ha JIMIIUJIUTE
[IcnxuyHu HapyLIEHUS
Yectn: [lenpecus, 6e3chHHE
Hapymenus Ha HepBHaTa cucTtemMa
Uectn: 3amaiiBane, riiaBoOoHe, mapecTe3ns
Hewectn: Hapymeno paBHoBecue
Penaxn: JlemuenuHU3Mpaly HapymeHns (LEHTPaTHI WK
nepudepHy), TUCTey3Hus
Hapymienus Ha ounte
Heuectn: Hapyinenus Ha 3peHHeTo (KaTo 3aMbBIIICHO 3pEHUE U
HaMaJeHa 3pUTellHa OCTPOTa), KOHIOHKTHBHT, aJeprus Ha
ounte (Karo chbpOEK B OUUTE U JIPa3HEHE)
Copreynu HapyIIeHUs
Heuectn: ApuT™us, HICXeMHUYHH KOPOHAPHH HApyILICHUS
Penxu: 3acroiiHa chbpAeyHa HEAOCTATHUYHOCT (HOBOIOSABUIIA CE MIIH
BJIOIIIABaHE Ha BeUe CHIECTBYBAIIA)
Cb1oBu HapyLIEHUS
Yectu: AprepuanHa XUIEPTOHUSA
Heuectn: Tpombo3a (kato ap100Ka BeHO3HA TPOMOO03a HITH TpomMbo3a
Ha aopTara), 3a4epBsBaHE Ha JIUIETO
Penxu: ®enomen Ha Raynaud

Pecriuparopuu, rppaau 1
MEJMaCTHHAIHN HapyIICHUS
YectH:

Heuecrtu:

AcTMa 1 CBBpP3aHH C aCTMaTa CUMIITOMH (KaTo XpHUIITCHE U
OpOHXHaTHA XUIIEPAKTHBHOCT)
WnTepcruimanna 6enoapoOdHa 6omect
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CromairHo-4peBHU HapyIIEHUS
Yectn: lucnerncusi, racTpOMHTECTHHAHA U a0goMHHAIHA O0JIKa,
rajieHe, CTOMaIIHO-YPEBHHU BB3MNAIUTEIHN HApyIIEeHH (KaTo
racTpUT U KOJINT), CTOMATUT
Heuectn: KoncTumanusi, ractpoe3ogareaina pedaykcHa 0osect

XenaroOunuapHu HapyILIECHHS
Yectu: [loBumraBaHe Ha anaHWH aMUHOTpaHcdepas3ara, MOBHUIIABAHE
Ha acrapTaT aMUHOTpaHcdepas3ara
Heuectn: Xonenuruasza, 4epHOAPOOHU HAPYIICHUS

Hapymenus Ha koxaTa
Y TIOJIKO’KHATA ThKaH
UYectu: Ilpypuryc, oOpuB, ajomnenus, [epMaTuT
Heuectn: bBynio3HU KOKHU peakiluy, ICOpUA3UC (HOBOTIOSBUII C€ HITH
BJIOIIABAaHE HA BeUe ChIECTBYBAII] ICOPHA3HLC,
naJMapeH/IJIaHTapeH U MYCTYJI03¢H), YPTHKAPHUs
Penxu: JluxeHomaHu peakiun, eKcoiaranus Ha KoxKaTa, BACKYIJIUT
(roxeH)
C Hen3BecTHa YecToTa: BiioniaBaHe Ha CHMITOMHUTE HA JEPMATOMHUO3UT

Hapyuienns Ha
MYCKYJTHO-CKEJIETHATa CUCTEMA H
CbCIMHUTCIIHATA ThbKaH
Penxu: Jlynyc-nogo0eH CUHIPOM

Hapymenus Ha 660penure u
MUKOYHHUTE ITBTHIIA
Penxn: HapynieHus: Ha TMKOYHUSL MeXYp, ObOpeUHH HApYIICHHUS

Hapywienns Ha
BB3IIPOU3BOIUTENHATA CUCTEMA U
rbpAaTa
Heuectu: Hapymenus Ha rbpAUTE, MEHCTPYAJIHU HAPYILICHHUS

OO0 HapymeHus U eheKTH
Ha MSACTOTO Ha MPUIIOKEHUE
UYectu: Ilupekcus, acTeHus, peakiys Ha MACTOTO Ha HH)KEKTHPaHE
(xaTo epuTEM Ha MSACTOTO HAa HH)KCKTHpaHE, yPTUKAPHS,
WHAypanuys, 00JKa, KpbBOHACSAAAHE, IPYPUTYC, Ipa3HEHE, U
napecTesus), TUckoM(opT B 001acTTa Ha TPBIHUS KOIII
Penxu: 3abaBeHO 3apacTBaHe Ha paHH

HapansBanwusi, oTpaBsHus U
YCIIO)KHEHUS, Bh3HUKHAIIN B
pe3yaTaT Ha UHTEePBEHITNU

Yectu: DpakTypu Ha KOCTUTE

*  Habmonasanu npu apyru TNF Giiokepwu.

B ta3u Touka, MenuaHaTa Ha IEpUO/Ia HA TIPOCeIBaHe (MPUOIH3UTEITHO 4 TOIMHI) KaTO 1510 €
MpEeJICTABeHA 32 BCIKO NMPUJIOKEHHE Ha roiuMymad. KoraTo npuioxkeHneTo Ha ToiuMyMal € OITMCcaHo
CIpSIMO J103aTa, MEJMaHaTa Ha IIEPHUOo/Ia Ha MPOC/IeAsIBaHe e MPOMEHs (MPUOTU3UTEIIHO 2 TOIUHH MPU
no3a ot 50 mg, mpubnu3nuTenHo 3 roauHU npu A03a ot 100 mg), KaTo ManUeHTUTEe MOXKeE Ja ca
MpEMUHANN OT €IHAa J03a KbM ApYyTa.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKnu

Hngpexyuu

[Ipe3 KOHTPOIUpPaHUs TIEPUO]] HA OCHOBHUTE M3IMMTBAHUSA, C€ HaOJII01aBa MH(EKIIMs Ha TOPHUTE
JIUXaTEeIHN MBTUIIA KaTO Hali-4eCcTo ChOOIIaBaHaTa HeXKelaHa JIeKapcTBeHa peakius mpu 12,6% ot
JIeKyBaHUTE ¢ TonumMymab marmenTu (dectota Ha 100 woBekoronuuu: 60,8, 95% CI: 55,0, 67,1), B
cpasuenue ¢ 11,0% npu kouTpoaauTe nmanuentu (decrora Ha 100 yosexoroguau: 54,5; 95% CI: 46,1,
64,0). B koHTpOIMpaHN 1 HEKOHTPOJIUPAHU €TaIK Ha MIPOYyYBaHUATA, C MEIMaHa Ha MPOCIIEIIBaHE
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MPUOIM3UTENTHO 4 TOUHY, YeCTOTaTa Ha MH(MEKINN Ha TOPHUTE AVXATEIHHU ITHTUIIA Ha
100 goBexoromuuu e 6mna 34,9 cmyqas; 95% CI: 33,8; 36,0 3a nekyBaHuTe ¢ TouMymal TalMeHTH.

[Ipe3 koHTpOIHMpaHus TIEPHO/T HA OCHOBHHUTE M3MUTBAaHUs ca HabronaBanu uHdeknuu npu 23,0% ot
JIEKyBaHHUTE C romuMyMad manueHTH (dectora Ha 100 goBekoroaunu: 132,0; 95% CI: 123,3, 141,1), B
cpaBHenue ¢ 20,2% npu KOHTpoJIHHUTE manueHT (dectota Ha 100 yoBekoronuum: 122,3; 95% CI:
109,5; 136,2). B koHTpOIMpaHu 1 HEKOHTPOJIUPAHH €TallK Ha U3MUTBAHUSITA, C MEaHa HA
MPOCIIeIBaHe MPUOIU3UTEIHO 4 TOANHY, YecToTaTra Ha nH(ekyn Ha 100 yoBekoroanHu € Onna
81,1 ceoutus; 95% CI: 79,5; 82,8 3a nekyBaHHUTE C TOTUMYMa0 MaIUeHTH.

[Ipe3 koHTpOIHMpanHus neproja Ha u3nuTBanusaTa 3a RA, PsA, AS u nr-Axial SpA ca nHabnronaBaHu
cepuo3Hu uHpekuuu npu 1,2% ot nekyBanute ¢ romumMymad nauneHTu u 1,2% oT nauueHTHuTe B
KOHTpOJIHAaTa rpymna. YectoTara Ha cepuo3HnuTe MHPeKuy Ha 100 9OBEKOTOAMHY MPH NPOCIIEIIBaHE B
KOHTPOJIMPAHUS NSO Ha M3nuTBaHusATa 3a RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% CI: 4,6;
11,1 3a rpynara Ha romumyma6 ot 100 mg, 2,9; 95% CI 1,2; 6,0 3a rpynara Ha ronumyma6d ot 50 mg u
3,6; 95%CI: 1,5; 7,0 3a mnaue6o rpynara. [Ipe3 KoHTpoaMpaHus NEPHOA Ha U3IUTBAHUS Ha
WHIYKIIMOHHO JieueHue ¢ ronumymad mpu UC, ceprno3nn undeknuu ca Hadmonasanu npu 0,8% ot
NalUeHTHTE, JIEKYBaHH C TOIMMYyMal, B cpaBHeHue ¢ 1,5% OT mauueHTHuTe B KOHTPOJIHATA IpyIIa.
Cepuosnure nHpEKIUH, HA0MI0JaBaHU NP NALMEHTHUTE, JIEKYBaHHU C TOMUMYyMa0l, BKIIIOYBAT
TyOepKyJ103a, OaKTepUaTHA HHGEKIINH, BKIFOUNTEIIHO CEIICUC U THEBMOHUS, HHBa3UBHU I'bOUYHH
WHQEKIMY ¥ JPYTH ONOPTIOHUCTUYHU HHpeKkuu. Hsxon ot Te3n nHdekuuu ca Owim ¢ jgetaneH
n3x0A. B KOHTponupaHuTe 1 HEKOHTPOJIUPAHUTE €TAIIN HA OCHOBHUTE M3MMTBAHMA, C MEANAHA Ha
npociensBade 0 3 TOAWHH, € HabI0aBaHa [M0-BUCOKA YECTOTa Ha CEPUO3HH MH(EKIINH,
BKITIOUMTEITHO OMOPTIOHUCTHYHH UH(eknuu u TB npu nauuenTH, moyyasanu 100 mg romumymad, B
CpaBHEHHME C MAMEHTH, nomydaBaiu 50 mg romumymad. YecToTara Ha BCHUKHA CEPHO3HU HH(DEKIUH
Ha 100 woBekoroaunu e 6una 4,1; 95% CI: 3,6; 4,5, npu nanuenTure, moxy4asanu 100 mg
roaumymab u 2,5; 95% CI: 2,0; 3,1 npu nanueHTuTe, nony4asaid 50 mg romumymao.

3nokauecmeenu 3ab0n56anus

Jumgpom

[To Bpeme Ha OCHOBHHUTE M3ITUTBAHMUS YECTOTATA HA pa3BUTHE Ha TMM(OM IpH JIEKYBaHUTE C
roJuMymal ManueHTH € To-BUCOKa OT OYaKBaHaTta B oOmiara nmomynanus. B konTponupanute u
HEKOHTPOJMPAHUTE €Talll Ha TE3W U3MUTBAHMA, C MEaHa Ha IpoCcIeAsiBaHe 0 3 TOJUHH, €
HaOIr0IaBaHa MO-BHCOKA YeCcTOTa Ha JIMM(OM TIpH MarueHTure, noydaBanu 100 mg romumymao, B
CpaBHEHHME C MAIMEHTHTE, oiy4yasain 50 mg ronumymad. Jlumdom e AuarHocTupan npu

11 ygactaunm (1 B TepaneBTHuHuTE rpynu Ha 50 mg romumymad u 10 B TepaneBTHYHHUTE TPYNH Ha
100 mg ronumyma0), ¢ gecrora (95% CI) na 100 4oBeKOroAMHHU 3a MEPUOJIa HA IPOCIICAABAHE IPH
0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) cnyyas, cb0TBETHO Ipu roaumymMad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cyuas npu mwiauedo. [lo-ronsima gact OT cayvyanTe Ha pa3BUTHE Ha TUMEPOM ca
BB3HUKHATH pu poyuBaHeTo GO-AFTER, koeTo BKITIOUBA MAIMEHTH C MPEIX0IHA SKCITO3UIINS Ha
TNF-aHTaroHUCTH, KOUTO Ca MMAJIH MO-TOJISIMA MPOAB/DKUTEITHOCT U pepakTepHOCT Ha
3abomnsBaHeTo (BK. Touka 4.4).

3noxauecmeenu 3a60116anUs, PA3TUYHU OM TUMPDOM

B koHTpOIMpaHuTe Eproay Ha OCHOBHUTE U3MHUTBAHMS, KAKTO U 110 BpeMe Ha MPUOTU3UTETHO
4-roAMIIHOTO MPOCHEAsBaHe, YECTOTATa HA PA3IUIHUTE OT JUM(OM 3JI0Ka4eCTBEHH 3a00IBaHusl (C
M3KIIIOYEHHE HAa HEMEJTaHOMHUS KOKEH pak) € CXOJHa B TPYIHUTE Ha JIEYSHHE C TOTUMYMal U
KoHTposHuTe rpynu. [1o Bpeme Ha mpuOMM3UTETHO 4-TOAUITHOTO MPOCIEIIBaHe YeCTOTaTa Ha
pasnu4yHMTE OT TMM(OM 3JI0KaYeCTBECHH 3a00IABaHus (C U3KIIIOYCHUE HA HEMEIAHOMHUSI KOXKEH paK)
€ CXOJIHa C Ta3M B 00II1aTa MOIMyJIaIys.

[To Bpeme Ha KOHTPONHMPAHUTE U HEKOHTPOJIUPAHUTE NEPUOJN HA OCHOBHUTE M3MUTBAHMSA, C MEAUAHA
Ha MpocJieAsBaHe 10 3 TOANHY, HEMEJIaHOMEH paK Ha KOXKaTa € IMarHOCTHLUPAH IpH S5 OT
YYacTHUIUTE, preMaiu miane6o, 10 ot npuemanure ronmumymad 50 mg u 31 ot npuemanure
ronumyMabd 100 mg npu gectota (95% CI) Ha 100 yoBekoroguHu 3a nepuoAa Ha npocieassane 0,36
(0,26; 0,49) o610 ipu romumymad u 0,87 (0,28; 2,04) npu mnamedo.
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ITo BpeMe Ha KOHTPOJIMPAHHUS U HEKOHTPOJIMPAHUS ITEPHOJ] HA OCHOBHUTE U3MUTBAHUS, C MEIMaHa Ha
MIPOCIIEIBAaHE 10 3 TOAUHH, 3II0KAYeCTBEHH 3a00IsIBAaHHS C U3KITIOYCHUE Ha MEeTIaHOM, HEMEJTaHOMEH
KOXKCH paK M JMM(OM ca TUarHOCTULMPAHU IPU S-Ma YYaCTHHUIIM, MPUeMalIH mianedo, 21 ot
npueMaiurte ronmumymad 50 mg u 34 ot npuemanure rorumymad 100 mg npu yecrora (95% CI) Ha
100 goBekoromuHM 3a neproa Ha npocneasBane 0,48 (0,36; 0,62) o6mo 3a romumymad u 0,87 (0,28;
2,04) 3a mane6o (Bk. Touka 4.4).

Cvobwenus om KIUHUYHY USNUMBAHUS 34 JIeYeHUe HA ACTIMA

B ekcruiopaTopHO KIMHUYHO MPOYYBaHE NALMEHTHU C TEXKa MEPCUCTHPAILA aCTMa ca MOTyYHIN
HaToBapBaia a03a romumymad (150% ot onpezeneHara TepaneBTHYHA 1032a) MOAKOKHO Ha

cenmutia 0, cies koeto ca nekyBanu ¢ romumymat 200 mg, romrumymad 100 mg winm romumymad

50 mg MoAKOXKHO Ha BCeKH 4 cenMuIu 1o ceamuna 52. [Ipy nanueHTuTe Ha JIedeHne ¢ TOTMMyMad
(n=230) ca chOOIIEHH 0CeM 3II0KaueCTBEHH 3a00JSIBAHUST K HUTO €JHO MPH MAIIMEHTHTE Ha TU1ane0o
(n="79). Cpobuienue 3a muM¢poM UMa Tpu | MaIuenT, 3a HeMeJIaHOMEH pak Ha KoxkaTa Mpu 2-ma
NaMEHTH U 3a APYTH 3JI0KaYyeCcTBEHH 3200 siBaHus pH S5 nanuenTty. Hsama npesanupane Ha
oTIpeiesieH BH] 3JI0KaueCTBEHO 3a00IIsBaHe.

[To Bpeme Ha muIane00-KOHTPONIMpPaHaTa YacT Ha MPOyUBaHETO YyecTtoTaTa Ha nosiBa (95% CI) Ha
BCHYKH 3JI0KauecTBeHHU 3a00ssBanust Ha 100 yoBeKOroauHM MpociensiBaHe Ha MAHEHTHTE, ICKYBaH!
¢ ronumymao, e omra 3,19 (1,38; 6,28). B Toa mpoyuBane dectoraTta Ha nosiea (95% CI) Ha

100 4OoBEKOT'OJJMHM MTPOCIIEABAHE MPHU MAIIMEHTUTE, JICKYBaHU ¢ roaumMyMao, e ouna 0,40 (0,01, 2,20)
3a mumdom, 0,79 (0,10, 2,86) 3a HemenaHOMeH KokeH pak u 1,99 (0,64, 4,63) 3a npyru 310Ka4eCTBEHU
3abomnsBanus. [Ipu yuactHunMTE Ha 1iane6o yectorara Ha nosiea (95% CI) Ha Te3u 370Ka4ecTBeHN
3abomsBanus Ha 100 woBexoroauuu e 6mna 0,00 (0,00, 2,94). 3HauMMoCTTa Ha TE3H PE3YJITATH HE €
M3BECTHA.

Hesponozuunu cvoumus

B xoHTponMpaHuTe U HEKOHTPOJIUPAHHUTE IEPHUOIN Ha OCHOBHUTE M3MUTBAHUA, C MEIUAaHa Ha
npociensBade 10 3 TOAWHH, € Hab0AaBaHa [M0-BUCOKA YECTOTa Ha JeMUEINHU3AINS IPU
NalMUeHTHTE, oy4aBaiu romumymMad 100 mg, B cpaBHEHHE C MAIIMEHTHTE, MTOTYYaBaId TOIUMYyMal
50 mg (Bx. Touka 4.4).

Tlosuwasane na uepHoOpoOHUmME eH3UMU

B xoHTponMpanus neproj Ha OCHOBHUTE M3NUTBaHUs 32 RA u PsA ce mosBsBart j1exu MOBUIIICHNUS Ha
AJIAT (> 1 u <3 x ropnara rpanuna Ha Hopmata (ULN), cbc CXOIHH YECTOTH B TPYNHUTE HA
roJauMyMald U KOHTPOJIHUTE TPYIH B U3NUTBaHUATa 3a eueHne Ha RA u PsA (22,1% no 27,4% ot
MAIMEHTHTE); KaTO B M3IIUTBAHMATA 32 JeueHne Ha AS u nr-Axial SpA npu moBede maiuenTy,
JIeKyBaHH ¢ TONUMyMa0, ce e mosBuJIo Jieko nopuiiaBane Ha AJIAT (26,9%), oTKoIKOTO TIpH
koHTponHuTe nanueHTH (10,6%). [lo Bpeme Ha KOHTPOIMPAHUTE U HEKOHTPOJIUPAHUTE NEPUOIHN Ha
OCHOBHUTE M3MMUTBAHUA 3a ieueHne Ha RA u PsA, ¢ Mmennana Ha mpociesBaHe NpUOIU3UTENHO

5 roauMHM, YyecToTaTa Ha jJekute nosumaBanus Ha AJIAT B u3nuTBaHusTa 3a jicucHue Ha RA u PsA e
CXOJIHA IIPH JIEKYBAHHUTE C TOJIMMyMad MalueHTH 1 KOHTPOJIHUTE MAlMeHTH. B KOHTponupaHus
NepuoJ Ha OCHOBHUTE U3MHUTBAHMS HA HHAYKIHUOHHO JieueHue ¢ ronumymad npu UC ca Bb3HUKHAIU
nexu noBumienns Ha AJIAT (> 1 u <3 x ULN) B cX0HH CHOTHOIIEHUS NPH JIEKyBAaHUTE C
roJuMyMal ¥ KOHTPOJIHUTE HauueHTu (choTBeTHO 8,0% 10 6,9% ). B koHTpOonupanute u
HEKOHTPOJMPAHUTE NMEPUOAN Ha OCHOBHM n3nuTBaHus 3a UC ¢ MenuaHa Ha pocieasBaHe
MPUOIM3UTENHO 2 TOJUHH MPOLEHTHT Ha MalueHTuTe ¢ Jeku nosumienus Ha AJIAT e 24,7% npu
MAIMeHTH, TpUeMaIly ToIruMyMal 1o BpeMe Ha eTara Ha MoAIbprKalla Tepamnus OT MPOy4YBaHETO MPH
UC.

B xoHTponupaHus neproj Ha OCHOBHH M3MMTBAHUS 3a JiedeHne Ha RA u AS nmoBuiaBaHusTa Ha
AJIAT > 5 x ULN He ca gecTH, Kato Te ca HaOII0JaBaHu I0-4eCTO MPU MalUEHTUTE, JICKYBaHHU C
romumyMab (0,4% mo 0,9%), otkonkoto mpu koHTposHUTe manueHTH (0,0%). TakaBa TeHneHIMS HE
ce Ha0Ir0/1aBa MpU MAIMEeHTUTE ¢ IcopuaTuyeH apTpuT. [lo BpeMe Ha KOHTpOJIMpaHUTE U
HEKOHTPOJUPAHUTE MEPUOIN Ha OCHOBHUTE M3NMTBAHUS, C MEAMaHa Ha MPOCieIsiBaHe 5 TOANHH,
yecroraTa Ha nopuimasane Ha AJIAT > 5 x ULN e cxoaHa npH JeKyBaHHUTE C TONUMYMad MalueHTH U
MIpU KOHTPOJIHUTE MarueHTH. KaTo 1510 Te3u MOBUIIaBaHNA Ca ACUMIITOMHHU U CTOIHOCTHTE ce
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MOHMYKaBaT UIIM C€ HOPMAJIM3HUpAT U IpHU OTIAAHAIN OT U3MUTBAHETO MALUEHTH, U NIPH TaKUBa, KOUTO
MPOABIDKABAT A YYaCTBaT, KAKTO U MPH KOPEKIUSA HA IIPHEMa Ha IPYTH JEKapCTBEHU MPOTYKTH.
Hsama cpo01ienu ciyyan 1o BpeMe Ha KOHTPOJIMPAaHUS U HEKOHTPOIHMPAHUS IEPHO Ha TIPOYYBAHETO
3a nr-Axial SpA (mo 1 roguna). B koHTpoNMpaHus neprol Ha OCHOBHU M3MHUTBAHHS HA WHIYKIIMOHHO
neuyenne ¢ romumymad npu UC ca Bp3uukHanu nosumeHus Ha AJIAT > 5 x ULN B cxonnu
CHOTHOILEHHS NPH JIEKyBaHUTE C TOTMMYyMal M NauueHTUuTe, npuemMaiu mianedo (cporserHo 0,3% mo
1,0% ). B xoHTpONMpaHnuTe U HEKOHTPOJIUPAHUTE NMEPHOAH Ha OCHOBHH n3nuTBanus 3a UC ¢ menuana
Ha MpocJieAsBaHe NPUOIU3UTEIHO 2 TOAWHY MPOLECHTHT Ha MAlMEHTHTE ¢ noBuiieHus Ha AJIAT

> 5 x ULN e 0,8% npu nanueHTH, IpueMalia rolmMyMad 1o BpeMe Ha eTara Ha IoAIbprKalia
Tepanus ot mpoyuBaneTo npu UC.

B ocHoBHE m3nuTBaHMA 3a nevueHne Ha RA, PsA, AS u nr-Axial SpA, enun namuenT, BkitodeH B RA
U3IUTBAHE C MPEIIISCTBAIM YSPHOAPOOHH OTKIOHCHHMSI U IPUEM Ha JPYTH JICKapCTBECHHU MPOYKTH,
KOKTO € JIEKyBaH ¢ TOJIMMyMa0, € pa3Bui HeMH(EKIIMO3EH XEIaTUT C UKTep, ¢ JeTaleH u3xoa. He ce
W3KITI0YBA POJIATA HA TOTUMYMal KaTo JOMPUHACSII WA yTeXKHSABAII (HaKkTop.

Peam;uu HA MACMOMO HA UHMICEKMUpane

B KOHTPOJIMPAHUTC NICPUOAN HAa OCHOBHU U3IMUTBAHUS 5,4% OT MaUCHTHUTEC, JICKYBAHU C FOJ'II/IMYMa6,
Ca MOJY4YUJIN PCAKIIUN Ha MACTOTO Ha MHIXCKTUPAHC B CPABHCHUC C 2,0% OT KOHTPOJHUTC MAallUCHTH.
Hanmuuero Ha anturena cpeury FOJ]I/IMYMa6 MOJKE Ja IMOBHIIN pUCKA OT PEAKIIUM Ha MACTOTO Ha
WHXCKTHPAHC. IToBeuero PCaAKIMM Ha MACTOTO Ha MHXXCKTUPAHE Ca JICKH 10 YMEPCHO TCKKHU, KaTO
Haii-yecTarta e CpUTCM Ha MACTOTO HA MHKCKTHUPAHC. Karo 10 ITOsABATa Ha p€akKMu Ha MSCTOTO Ha
MHXCKTHPAHE HEC HaJlara Npe€KpaTdBaHC HAa NPUIIOKCHUETO Ha JICKAPCTBCHUA IMTPOAYKT.

B xoHTpOonmpanute uznutBanus ¢asa [Ib u/unm 111 3a neyenne Ha RA, PsA, AS, nr-Axial SpA, Texka
niepcucTUpaIia actMa u B usnutBanus ¢asa /111 3a neuenne Ha UC, HUTO €AMH OT JIEKYBaHUTE C
roJMMyMal MalMeHTH HE € pa3Bul aHa(UIIaKTHYHA PEaKIusl.

Aemoarnmumena

ITo Bpeme Ha KOHTPOJIMPAHU M HEKOHTPOJIMPAHU TIEPUOIN HA OCHOBHH M3MUTBAHUS C €JHOTOIUIICH
MIEPUOJI Ha pociieasBane, npu 3,5% OT MalueHTHUTe, JIKYBaHH ¢ rojauMymao, u 2,3% ot
KOHTPOJIHUTE MAalMEHTH 32 IbPBU 6T ca yctaHoBeHU ANA (B TuThp 1:160 nnu no-Bucok). B kpast na
€HOTOMIITHOTO MpociensBane HamnyreTo Ha aHTH-dASDNA anTutena nmpu u3xomano antu-dsDNA
oTpunare sy nanueHTu ¢ 1,1%.

Tleouampuuna nonyrayus

THonuapmuxynapen ro6enunen UOUONAMUYEH APMPUN

beszomacHocTTa Ha ronMyMab e mpoydeHa B ipoyuBane daza Il npu 173 manuentu ¢ pJIA Ha
BB3pacT oT 2 1o 17 roguan. CpemHOTO NpocieAsiBaHe € IPUOIM3UTENHO IBe TOAWHA. BUABT U
YEeCTOTaTa Ha HE)KETAHUTE PEakiluy, ChOOIICHH B TOBA POYYBaHe, KaTo ISUI0 ca IMOJ00HH Ha TE3H,
HaOJII0aBaHU B IPOYYBAHMSI IPU BB3PACTHU C PEBMATOUICH apTPUT.

Yayeposen konum

be3zomnacHocTTa Ha ronuMyMab e poydeHa B poyusane ¢asa Il mpu 69 manueHTH Ha BB3pact ot 4 10
17 ronuHM ¢ yMepeH A0 TeXbK aKTUBEH YJIIEPO3eH KOIHUT. B ToBa mpoyuBane HaOI0JaBaHUTE
HE)KEeJIaHU PEaKLUH ca B ChOTBETCTBUE C YCTAaHOBEHMS NPoQui Ha 0€30MacHOCT Ha TOJMMYMad MpH
BB3pacTHU naruentu ¢ UC.

Cro011aBane Ha IO03UPAHN HEXEIAHU PEaKIInU

Cro01IaBaHeTo Ha IOJI03MPAHN HEXKENIaHW PEeaKluH ciie]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBESHHS
NPOJYKT € BayKHO. ToBa MO3BOJISIBA J1a TIPOIBIKY HAOIOJIEHUETO Ha ChOTHOIICHUETO TI0JI3a/PHCK 3a
JeKapCcTBEHUS MPOoAyKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3MCKBA J]a ChOOIaBaT BCAKA
M0JT03UpaHa HeXKETaHa PeaKiys Ype3 HAIIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B
ITpunoxenue V.
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4.9 TIlpeno3mpane

B knmuaM4HO npoyuBane enuHYHE 1034 10 10 mg/kg ca nHKEKTUpaHU HHTPABEHO3HO Oe3 MPOsIBH Ha
TOKCHUYHOCT, OTPaHMUYaBallla 1o3aTta. B ciaydail Ha mpefo3upaHe ce IpenopbyuBa NAUCHTHT 1 OCTaHEe
1o/ HaOJIOACHUE 3a MPU3HALM M CHMIITOMH Ha HEXXEJIaH! Peakiiy, KaTo He3a0aBHO ce 3aI0vHe
MOAXOMSIIO CUMIITOMATUYHO JICYECHHUE.

5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

®dapmakoTepaneBTH4Ha rpyna: UMyHocynpecopu, ”HXUOUTOPH Ha TyMOP-HEKPOTH3UpAIIUs PaKTop
anda (TNFa), ATC xoa: LO4AAB06

MexaHu3bM Ha ICUCTBHE

TloarmyMab e 4oBEIIKO MOHOKJIOHAIHO aHTUTSIIO0, KOETO 00pa3yBa CTa0MIIeH KOMILJICKC C BUCOK
aUHUTET KaKTO KbM pa3TBOPHMATA, Taka U KbM TpaHcMeMOpaHnHaTa ¢popma Ha doserikus TNFa,
KOETO MPe0TBpaTsBa CBhp3BaHeTO HA TNFo KbM perenTopuTe my.

dapMakoguHaMU4HU eHEKTH

Joxkazano e, 4e cBbp3BaHeTo Ha yoBewkusl TNF ¢ ronmumymab HeyTpanuszupa uanyuupanata or TNFa
eKCIpecHs Ha MMOBBPXHOCTTA Ha YOBEIIKUTE CHAOTEIHH KIETKU Ha aJIXC3HOHHUTE MOJICKYITH
E-cenexTuH, chlioBa agxe3nonHa Monekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MeXIyKIeTh4Ha aaxe3nonHa moJiekyna 1 (intercellular adhesion molecule, ICAM-1). In vitro
roauMymab naxudupa u uagyuupanara ot TNF cexkpeuns Ha uarepiaeskus 6 (IL-6), IL-8 u
rpanyJonuT-Makpodar kojgonoctumynupail gakrop (GM-CSF).

B cpaBHenue ¢ rpynuTe Ha mianebo € Ha0MoaBaHoO U NOJOOPEHHE 110 OTHOIIEHHE Ha CTOMHOCTHTE
Ha C-peaktuBHus nporeud (CRP), kato iedeHnero ¢he Simponi € J0BEJO 0 3HAYMMO TIOHMW)KaBaHE
CIPSMO M3XOJHUTE CTOMHOCTH Ha cepymMHHTe HUBA Ha IL-6, ICAM-1, MaTpukcHarta
Mmetaionporennasza 3 (MMP-3) u cepoBoeHaoTenHMS pacTexeH ¢akTop (vascular endothelial growth
factor, VEGF) B cpaBHeHHE ¢ KOHTPOJIHOTO JeueHue. B nonbiHenne, HuBara Ha TNFa ca ce
MOHWKWIN Npy naneHTuTe ¢ RA u AS, a npu nanmentute ¢ PSA ca ce nonmxkwin HuBata Ha [L-8.
Te3u nmpomenu ca HaOMI01aBaHU TP ITbpBaTa OIeHKa (ceamuia 4) ciiel] 3aroYBaHe Ha MPUI0KEHUETO
Ha Simponi B KaTo ISUI0 ca ce 3abPXKaIH JI0 cenMumna 24.

Kinnnnuna edukacHocT

Honuapmuxynapen 1oenunen uouonamuier apmpum

BezonacnoctTa n edukacHoCTTa Ha Simponi ca OLEHEHH B PaHAOMHU3UPAHO, TBOWHOCIIATIO, Iuane0o-
KOHTPOJIUPAHO MPOYYBaHe, ¢ paza Ha orrerysiHe oT jJeuenneTo (GO-KIDS) nmpu 173 nena (Ha BB3pact
ot 2 o 17 rogunm) ¢ aktuBeH pJIA, ¢ Hali-MallKo 5 aKTUBHU CTaBU U HE3aI0BOJUTENIEH OTTOBOP KbM
MTX. Jlena ¢ monmuaptuxyiapet JIA (moauapTpur ¢ moJ0XKHUTENEH WM OTPULIATENICH PEBMAaTOUACH
(hakTop, pa3mIMpEeH OIUTrOAPTPUT, FOBEHIIICH TICOPUATHYCH apTpUT Win cuctemeH JIA, 6e3 HacTosm
CHCTEMHH CHMIITOMH) Ca BKJIFOUCHHU B MPOyYBaHeTo. Menanara Ha Opost aKTUBHH CTaBU Ha U3XO/IHO
HUBO ¢ 12, a Meauanara Ha CRP e 0,17 mg/dl.

UYacr 1 Ha mpoy4BaHETO ce ChCTOU OT 16-ceqMUyYHa 0TBOpeHa (ha3a, B KOATO 173-Te BKIIIOYCHH Jiena
T0JTy4aBaT MOAK0XKHO Simponi 30 mg/m?* (Makcumaino 50 mg) Ha Bceku 4 ceamuru u MTX. 154-1e
Jiera, KOUTO ca MOCTUTHAIU OTTOBOP M0 AMepHKaHCKus Kosex 1o pesmaronorus (ACR) Ped 30 na
cenmutia 16 ca BxiroueHu B Yact 2 Ha Mpoy4YBaHETO, paHIOMU3UpaHaTa (a3a Ha OTTETJISIHE OT
JIEYEHHUETO, U Mosydasat Simponi 30 mg/m? (Makcumansao 50 mg) + MTX unu miane6o + MTX Ha
Beeku 4 cexmuny. Criei 060cTpsiHe Ha 3a00JsBaHETO, [enara noiyyasar Simponi 30 mg/m?
(maxcumainno 50 mg) + MTX. Ha cenmunia 48, nernara ca BKIIOUEHH B IBJITOCPOYHO MPOABIKEHUE HA
MPOYYBaHETO.
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Jenara, BKIIIOYEHN B TOBa IpoyuBaHe, rmokassat orrosopu mo ACR Ped 30, 50, 70 u 90 ot cenmumna 4.

Ha cenmuna 16, 87% ot nenara ca ¢ orropop nmo ACR Ped 30, a 79%, 66% u 36% ot nerara
cboTBeTHO ca ¢ oTroBop mo ACR Ped 50, ACR Ped 70 u ACR Ped 90. Ha cenqmuna 16, 34% ot neuata
MUMaT HeaKTUBHA 0OJIECT, ONpeieNieHa KaTo HAJIMUKe Ha BCHYKHU OT CICJHHUTE: HAMAT CTaBH C aKTUBEH
apTPUT; HAMAT TeMIIepaTypa, 00pHUB, CEPO3UT, CINICHOMETANINS, XeTIaTOMET AN MM TeHepaTu3upaHa
nuMdaaeHonaTus, IbibKaiia ce Ha JIA; Hamar akTuBeH yBeuT; uMat HopmanHa ESR (< 20 mm/4ac)
wi CRP (< 1,0 mg/dl); rmobanHa oueHKa Ha Jiekaps 3a akTUBHOCT Ha 3a0omsaBaHeTo (< 5 mm no
VAS); NpoABIKUTEIHOCT Ha CyTpeIIHaTa CKOBaHOCT < 15 MUHYTH.

Ha cenmunia 16 Bcruku komnoneHTr Ha ACR Ped moka3Bar KJIMHMYHO 3HAYMMO TOJ00pEHUE OT
M3XOAHOTO HUBO (BxK. Tabmuma 3).

Tadauua 3
IMonoOpenust cupsimo U3X0AHO HOBO HAa KoMnoHeHTUTEe HA ACR Ped Ha ceqmuna 16*

Meauana Ha
noao00peHueTo B
NMPOLEHTH
Simponi 30 mg/m?
N°=173
I'moGasHa oreHka Ha Jiekaps 3a 3a0ossiBadero (VAS® 0-10 cm) 88%
I'moGarnHa oreHka Ha y4acTHUKA/POTUTENS 32 ISUIOCTHOTO ChCTOSTHUE 67%
(VAS 0-10 cm)
Bpoii Ha akTMBHUTE CTaBH 92%
Bpoii Ha cTaBuTe ¢ OrpaHryYeH 00XBaT Ha JIBHKCHUE 80%
dusnuecka dhynknus mo CHAQ" 50%
ESR (mm/h)" 33%

HM3XO0IHO HUBO = ceamuiia
6 «y» 0Tpa3siBa BKIIOYCHUTE MALIUCHTH
VAS: Bu3yanHa aHaJoroBa ckaia
CHAQ: BripocHUK 3a OIleHKa Ha JIETCKOTO 31paBe

ESR (mm/h): ckopocT Ha yTasBaHEe Ha EpUTPOLUTUTE (MIJIUMETPH Ha Yac)

[IppBUYHaTa KpaiiHa TOUYKa, MpoLeHTa aena, kouto orroBapsaT no ACR Ped 30 na cenmuua 16, u npu
KOHMTO HsIMa 000CTpsiHE Ha 3a00isABaHeTO Mex 1y cenmuna 16 u cenmuna 48 ne e nocturuara. [Ipu no-
rojsiMaTa 4acT OT JieliaTta HaMa 000CTpsiHe MeKIy ceamulia 16 u ceamuna 48 (chotBeTHO 59% B
Simponi + MTX rpynara u 53% B miane6o + MTX rpynara; p = 0,41).

[IpenBapuTenHO ONpeeIeHUTe aHATN3H IO MOArPYIH Ha ITbPBUYHATA KpaifHa TOYKa CIIOpe/]
uzxomuute ctoiHocTH HAa CRP (> 1 mg/dl cipsimo < 1 mg/dl) moka3saT mo-roJyisiMma 4yecToTa Ha
000CTpsiHE TIPH yYaCTHHUIIH, JIEKyBaHU ¢ tuianeto + MTX, cnpamo Simponi + MTX, npu yyacTHUIM ©
u3xoanu croiinoctd Ha CRP > 1 mg/dl (87% cmpsamo 40% p = 0,0068).

Ha cenmuna 48, 53% u 55% ot menata, BKIIFOUYEHH ChOTBETHO B rpynara Ha Simponi + MTX u
rpynata Ha miane6o + MTX, umar orrosop no ACR Ped 30, u crorBeTHO 40% 1 28% OT nenara B
rpynata Ha Simponi + MTX u rpynara Ha miane6o + MTX, ca mocTUTHAIN HEAaKTUBHO 3a00JIsIBaHE.

Pesmamouoen apmpum npu ev3pacmuu

EdwukacHoctTa Ha Simponi e J0Ka3aHa B TpY MHOTOLIEHTPOBH, PaHIOMHU3UPAHH, IBOMHO-CIIETIH,
1a1e00 KOHTPOJUPaHU poy4YBaHusl, BKitouBalm Haa 1 500 manueHTy Ha Bb3pact > 18 rogunu ¢ RA
C YMEPEHO 10 CUIIHO U3pa3eHa aKTUBHOCT, AUATHOCTULIMPAH CIIOPE] KPUTEPUUTE HA AMEPUKAHCKUS
kosex o peemaroiorust (ACR), mone 3 mMecena npeau ckpuauHTa. [lanmerTrnTe ca nManu none

4 otouynu u 4 0OJIC3HEHHU CTaBU. Simponi WK I1anedo ca OMIIM MHKEKTHPAHU MOJIKOKHO BEIHBK Ha
BCEKH 4 CEIMUIIH.

B GO-FORWARD ca onenenu 444 manueHnTu ¢ akTuBeH RA BBIIpeku crabuiHaTa 103a OT IOHE
15 mg/cenmuano MTX u kouto He ca ekyBanu nipean ToBa ¢ TNF-anraronuct. [TanmenTure ca
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paHIoMu3MpaHy Ja noxyyasar mwiane6o + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
win Simponi 100 mg + mmane6o. [launenture, kouro ca nomyyasanu mianedbo + MTX, ca npemunanu
Ha Simponi 50 mg + MTX cnen ceamuna 24. Ha cenMuiia 52 naiueHTHTE ca BKIIOUEHU B OTKPUTO
IBIITOCPOYHO MPOIBIKEHIE Ha TIPOYUBAHETO.

B GO-AFTER ca ouenenu 445 nanueHTH, J1€KyBaHU MIPEAU TOBA C €IMH WU IIOBEYE OT
TNF-anraronucrure aganumymad, eranepuent wiv uHpirkcumad. [TarmenTure ca paHIOMU3UpaHH
Ja nmomydvasar mianebo, Simponi 50 mg unu Simponi 100 mg. ITo Bpeme Ha mpoy4BaHeTo Ha
NalMEHTHUTE € Pa3peleHo 1a MpoabKaT cbbTcTBaIOTo DMARD neuenne ¢ MTX, cyndacanasun
(SSZ) w/unu xunpoxcuxmnopoksut (HCQ). O0siBeHUTE NPUYHHY 3a IPEKpaTsIBaHe Ha
npexmiectsanioro anTu-TNF jiedeHue ca nurnca Ha epukacHocT (58%), HemoHocumoct (13%), w/wiun
pasnu4Hy OT 06e30MmacHOCTTa U e(pUKACHOCTTa NPUYUHHU (29%, mpeTuMHO 10 (PUHAHCOBH
CHOOpAXKEHHS).

B GO-BEFORE ca onienenu 637 nauueHntu ¢ aktuBeH RA, kouto He ca nonyyaBanu MTX u He ca
nexyBanu nipenu ToBa ¢ TNF-antaronuctu. [lanuenTure ca paHIoMU3UpaHu 1a IOTydyaBaT riamnedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX wmm Simponi 100 mg + ruiane6o. Ha
ceaMuua 52 NaUeHTUTE ca BKIIOYEHH B OTKPUTO IBJITOCPOUYHO MPOIBIKEHUE HA IPOYYBAHETO, B
KOETO MaIMeHTUTe, NolydaBamu mianedo + MTX, kouto ca nmanu noHe exHa 00JIe3HEHa WK IOy Ta
CTaBa, ca MpeMHUHAIH Ha JedeHne cke Simponi 50 mg + MTX.

B GO-FORWARD (cpBMECTHUTE) TBPBUYHM KpaliHU ca MPOLEHTHT MALMEHTH, TIPH KOUTO €
nocturaat ACR 20 otroBop Ha cenmunia 14 u nogoOpenueTo Ha ceamuiia 24 mo BerpocHuka 3a
OIICHKA Ha 3/[paBOCIOBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
IbpBUYHATA KpailHa TOUKa € MPOLEHTHT NAMEHTH, IIpH KouTo € JocturHat ACR 20 otrosop Ha
ceamuna 14. B GO-BEFORE cbcTaBHUTE MBPBUYHU KpalHU TOYKHU Ca MPOLEHTHT NallMEeHTH, IPH
konto e mocturHaT ACR 50 otroBop Ha ceamuiia 24 ¥ mpoMsiHaTa B MOJUPHUIIUPAHUS PE3YIITAT 10
van der Heijde-Sharp (vdH-S) Ha ceqmuia 52. OcBeH MbpBUYHHUTE KpaiiHU TOUKH € HalpaBeHa U
JOITBJTHUTENHA OLIEHKA Ha BIMSHUETO Ha Simponi BPXY NpU3HALUTE U CUMITOMHUTE Ha apTPHUT,
peHTreHorpad)CKu OTroBOP, TeJIeCHU (PYHKIIMU 1 CBBP3aHUTE ChC 3PABETO MOKA3ATENN 33 KAYECTBO
Ha JKHBOT.

Karo msi10 He ca yCTaHOBEHH KIIMHUYHO 3HAYMMU Pa3iIN4Ms B TIOKAa3aTEeIUTe 32 e(hUKACHOCT MEXKITY
narueHTuTe, noiayvasanm Simponi 50 mg u 100 mg, cbe cwbreTBan] npueM Ha MTX Ha

ceamuiia 104 8 GO-FORWARD u GO-BEFORE u na cenmuna 24 B GO-AFTER. BwB Bcgako ot RA
MPOYyYBaHUsATA CIIOpE]] Tu3aliHa Ha TPOYYBAHETO, MAIIUEHTUTE B ABITOCPOYHOTO MPOIBIDKEHUE Ha
MPOYYBAHETO MOJKE JIa ca CMeHsUIH qo3ute Simponi ot 50 mg Ha 100 mg 1 0OpaTHO 10 MperieHKa Ha
JIeKapsi B IPOYYBAHETO.

Hpusnayu u cumnmomu

OcnoBuute ACR pesyararu 3a no3a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npeacrasenn B Tabnuua 4 u onucanu no-goiy. HaGmonasan e
OTrOBOp NPH IIbPBA OLICHKA (ceaMHuLa 4) ciell MbPBOHAYATIHOTO MPUIIOKEHUE HAa Simponi.

B GO-FORWARD or 89 yuactHumm, panaoMu3upanu aa nomxydasaTt Simponi 50 mg + MTX, 48 ca
ocTaHaJIH Ha ToBa JiedeHue Ao ceaMuua 104. Ot Tax 40, 33 u 24 nanuentu ca umanu ACR otrosop Ha
cenmutia 104 ceorBerHo 20/50/70. Cpen man@eHTHTE, KOUTO ca MPOIBIDKUINA YYaCTHETO CH B
NPOYYBAaHETO U ca JIEKyBaHU chCc Simponi, ca HabmoxaBanu monooHu yectotd Ha ACR 20/50/70
oTroBop oT cenmuua 104 go ceamuna 256.

B GO-AFTER npouenTsT o1 nanuentute, nocruramu ACR 20 otroBop, € mo-BHCOK IpH

MalUCHTUTEC, ITOJTyHdaBalln Sil’l’lpOI’li, B CPABHCHHUC C MMAUCHTUTC Ha rmaue60, HC3aBHUCHUMO OT
MpruYrHAaTa 3a MPECKPaTsABAHC HA MMPEAIICCTBAIOTO JICUYCHUC C TNF-antaroaucru.
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Tabanna 4
OcHoBHHM pe3yJaraTH 32 epukacHOCT B KOHTOTUpanuTe etand Ha GO-FORWARD, GO-AFTER

u GO-BEFORE
GO-FORWARD GO-AFTER GO-BEFORE
AxTuBeH RA BBIIpEkn AxtuBeH RA, nekyBan | AxktuBeH RA, HenmekyBaH
nedeHneTo ¢ MTX IIpEeNU TOBA C €IMH UIIU npenu ToBa ¢ MTX
noseuye TNF-antaronuctu
Simponi Simponi
ITnane6o 50 mg IInane6o 50 mg
+ + Simponi + +
MTX MTX [Tnamebo 50 mg MTX MTX
n* 133 89 150 147 160 159
Otrosopnjn nanueHT, %
ACR 20
Cenmuna 14 33% 55%* 18% 35%* NA NA
Cenmuma 24 28% 60%* 16% 31% 49% 62%
p =0,002
Cenmuma 52 NA NA NA NA 52% 60%
ACR S0
Cenmuma 14 10% 35%* 7% 15% NA NA
p=0,021
Cenmuna 24 14% 37%* 4% 16%* 29% 40%
Cenmuna 52 NA NA NA NA 36% 42%
ACR 70
Cenmuma 14 4% 14% 2% 10% NA NA
p =0,008 p =0,005
Cenmuna 24 5% 20%* 2% 9% p =0,009 16% 24%
Cenmuna 52 NA NA NA NA 22% 28%

?  n oTpassABa paHAOMM3HMpAHUTE AIUEHTH; AHCTBUTEIHUAT OO TIAIMEHTH, TIOAXOIALIH 32 OLCHKA M0 BCEKHU
HpocCIieIsIBaH MapaMeThbp, MOXKeE JIa Bapupa B 3aBUCHMOCT OT [IEPHO/1a HA OLIEHKA.

* p<0,001

NA: Henpunoxumo

B GO-BEFORE 0CHOBHUAT aHaJIN3 NP MALMEHTUTE C YMEPEH A0 TEKBK PEBMAaTOUIEH ApTPUT
(xomOuHUpanu rpymu Simponi 50 u 100 mg + MTX cnpssmo MTX camocrostenso 3a ACR 50) He e
CTaTHCTUYECKH 3HaUUM Ha ceamuna 24 (p = 0,053). Ha cenmuiia 52 B oOmiaTa momynanus IporeHThT
narnueHTH B rpynara Ha Simponi 50 mg + MTX, nocturnanm ACR oTroBop, kato msijio € ouin
M0-BUCOK, HO HE CUTHU(MKAHTHO pa3nnydeH B cpaBHeHHe ¢ MTX camocTostenno (Bx. Tabnuua 2).
JlorbIHUTENHY aHATIM3Y ca HAIpaBeHHU 3a MOATPYNHTE, IPEACTaBUTEHY 3a TIOKa3aHaTa 3a JIeueHHe
TIOITyJIANYS TTAIMEHTH C TEXBK, aKTUBEH U nporpecupan] RA. JlemoHcTpupaH e 001110 mo-roiisiM edekt
Ha Simponi 50 mg + MTX copsmo MTX camocToaTeHO pU MOKa3aHAaTa IMOMyJIalusl B CPaBHEHHE C

06maTa noImyJjanuys.

B GO-FORWARD u GO-AFTER ca nabmtogaBanu KIMHUYHO U CTATUCTUYECKH 3HAYUMHE OTTOBOPH
0 pe3yJiTaTa 3a aKTUBHOCT Ha 3a0ossiBaHeTo (DAS28) 32 Bcekn IpeABapUTEIIHO ONPEIEsIeH IEPHUOLT
Ha oIleHKa Ha cenmuiia 14 u ceamuna 24 (p < 0,001). Cpen marueHTHTE, OCTAaHAIM Ha JICUCHUE CHC
Simponi, 3a K0eTo ca OWIM PaHJOMHU3UPAHH B HAYAIOTO HA MPOYYBAHETO, OTroBopHTe Mo DAS28 ca
ce 3aappkanu qo ceamuna 104. Cpen manueHTUuTe, KOUTO Ca MPOIBIIKIIIN YIacTUETO CH B
MPOYYBAaHETO U ca JIEKyBaHU chc Simponi, orroBopute o DAS28 ca 6uim nogoonu ot ceamuna 104

JI0 ceaMura 256.

B GO-BEFORE e u3mepen 3HaUUMUSAT KIMHAYECH OTrOBOP, AerHupan kato nogabspxane Ha ACR 70
OTTOBOD 3a MPOABIDKHUTENIECH Iepro oT 6 Mecena. Ha ceamura 52, 15% ot marueHTuTe B Tpymara Ha
Simponi 50 mg + MTX ca nocTuruaiy 3Ha4uM KIMHHYEH OTTOBOP B CpaBHEHHUE CbC 7% OT
nanueHTuTe B rpynata Ha nanedo + MTX (p = 0,018). Mexay 159-te yyacTHULIM, paHIOMU3UPAHH Ha
Simponi 50 mg + MTX, 96 ca ocrananu Ha ToBa jedenue Ha ceaqmuna 104. Cpen Ts1x 85, 66 n

53 manuenTu ca uManu otroBop ACR 20/50/70 cvoTBeTHO Ha ceamuna 104. Cpen maieHTUTE, KOUTO
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ca MPOIBIDKWIN YYACTHETO CH B TIPOYYBAHETO U Ca JIEKYBaHU ChC Simponi, ca HaOI0JaBaHH IMOI00HH
yectotu Ha ACR 20/50/70 otroBop ot ceamuia 104 mo ceqmua 256.

Penmeenozpagpcku omeosop

B GO-BEFORE, 3a na ce orieHM cTENEHTa Ha CTPYKTYPHO YBpEKIaHe, € U3M0I3BaHa MPOMIHATa OT
M3XOAHUTE CTOMHOCTHU B pe3ynTara no vdH-S, koMOMHMpaH pe3ynTar 3a CTPYKTYpHO YBpEkKAaHe,
KOMTO M3MepBa peHTreHorpadcku Opos U pazMepa Ha CTABHUTE €pO3HHU M CTEIICHTa Ha CTECHsBaHE Ha
CTaBHOTO MIPOCTPAHCTBO Ha PBLETE/KUTKUTE U cThHanara. OCHOBHUTE PE3YJITATH IpH 103a Simponi
50 mg Ha cenmunia 52 ca npeacraBenu B Tabmnwma 5.

BposT nanuenT 6e3 mosiBa Ha HOBH €PO3UH WIIH C MTPOMSIHA CIPSMO U3XOJHUTE CTOMHOCTH HA OOIIUS
pesyarar o vdH-S < 0 e 3HaYMMO MO-BUCOK B TpyIaTa Ha JEYCHHUE ChC Simponi B CpaBHEHHUE C
koHTposHaTa rpymna (p = 0,003). Peatrenorpadcekure edexru, HabaronaBaHu Ha ceiMuIa 52, ca ce
3anasuwiy 1o ceamura 104. Cpen manueHTuTe, KOUTO Ca MPOIBIDKUIN YIACTHETO CH B TIPOYYBAHETO U
ca JIeKyBaHH cbc Simponi, penTreHorpadcekure egexru ca ounu nogoouu ot ceamuna 104 1o
ceamuua 256.

Tadauna 5
Cpeanu peHTreHorpagcKu NpoMeHH CIPSIMO U3XOHUTE CTOHHOCTH B 00LLMS Pe3yJITAT 10
vdH-S Ha ceqmuua 52 B oomara nonyJjanusi B GO-BEFORE

IInamedo + MTX Simponi 50 mg + MTX
n® 160 159
OO0 pe3yarar
W3xonHu cTroitHOCTH 19,7 (35,4) 18,7 (32,4)
[TpomsiHAa OT U3XOHUTE CTOMHOCTH 1,4 (4,6) 0,7 (5,2)*
Pesyarar 3a epo3ust
Wsxoanu ctolHOCTH 11,3 (18,6) 10,8 (17,4)
[TpoMsiHa OT U3XOAHUTE CTOHHOCTH 0,7 (2,8) 0,5(2,1)
Pe3yarat 3a CCII
W3xogHu ctolHOCTH 8,4 (17,8) 7,9 (16,1)
[IpomsiHa OT U3XOAHUTE CTOMHOCTHU 0,6 (2,3) 0,2 (2,0)**
n oTpassBa paHAOMHU3UPAHUTE MMAITUCHTH
* p=0,015
w5 p = 0,044

Tenecnu @hynKyuy u Ka4ecmeo Ha HCUom, C8bP3AHO CbC 30PABOCIOBHOMO CHbCMOAHUE

B GO-FORWARD u GO-AFTER ca onieHenu tenecante GyHKIIMA U HHBAITUAHOCT KaToO OTACITHI
KpailHM TOYKH 4pe3 uHAeKca 3a nHBanugHocT Ha HAQ DI. B Te3u npoyuBanust Ha cenMuna 24,
Simponi oka3Ba KIMHAYHO U CTATUCTUYCCKHU 3HAUYMMO MO100peHue Ha nokaszareiaute Ha HAQ DI ot
U3XOJHUTE B CPABHEHNE C KOHTPOIHNTE ManueHTH. Cpes MalueHTUTe, OCTaHAIM Ha JIEUEHUE ChC
Simponi, 3a KoeTo ca oMM paHAOMHU3HPAHH B HAYAJIOTO Ha Mpoy4BaHeTo, moxoopenuero B HAQ DI
ce e 3axbpxkano 1o ceamuna 104. Cpex manueHTUTe, KOUTO €A MPOABIKUIN YUYaCTHETO CH B
NPOYYBAHETO U ca JIeKyBaHU chc Simponi, mogoopenrero B HAQ DI e 6uito mogo6Ho ot ceamuna 104
Jo ceamuna 256.

B GO-FORWARD npu manuentuTe, JIeKyBaH! ChC Simponi, € TOCTUTHATO KITMHUYHO H
CTaTUCTUYECKH 3HAYMMO MOAOOPEHNUE 110 OTHOILIEHHE Ha KaYeCTBOTO Ha KUBOT, CBBP3aHO ChC
3[IpaBOCIIOBHOTO CHCTOSIHHE, OTIPEICICHO Bh3 OCHOBA HA TIOKA3aTEeNUTE 3a TeJICCHU (QPyHKIMN Ha
SF-36, B cpaBHEHUeE C MAIUEHTUTE Ha Mianebo Ha ceqmuna 24. Cpes malueHTHTe, OCTaHAIM Ha
JiedeHne che Simponi, 32 KOETO ca OWJIM PaHAOMHU3MPAHH B HAYAJIOTO HA MMPOYYBAHETO, TIOA00PEHUETO
B TenecHuTe ¢pyHkuuu Ha SF-36 ce e 3anppxano no ceamuna 104. Cpen nmanueHTHTe, KOUTO ca
NPOJIBIDKHIIN YYACTHETO CH B MPOYYBAHETO U Ca JIGKYBaHH ChC Simponi, TOA0OPEHUETO B TEIECHUTE
(dynkiuu Ha SF-36 e 6mto mogooHo ot cenmunia 104 1o ceamuiia 256. B GO-FORWARD u
GO-AFTER e nocTuraaTo cTaTUCTUYECKH 3HAYMMO MMOI00OpEHHE M0 OTHOLICHNE Ha yMOpara,
u3MepeHa ype3 GyHKIHMOHAIHA OLIEHKa I10 cKajlaTa 3a JIeueHHe Ha XpOHUYHH 3a00JsIBaHuUs - yMOpa
(FACIT-F).
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Tlcopuamuuen apmpum npu 6v3pacmuu

besomnacHocTTa M ehukacHOCTTa Ha Simponi ca OIleHEHH B MHOTOIICHTPOBO, PaHIOMU3UPAHO,
miane6o koHTpoaupano npoyusane (GO-REVEAL), BxirouBaio 405 Bb3pacTHH MAIUSHTH C aKTUBCH
PsA (= 3 oTounu craBu 1 > 3 00JIE3HEHU CTABH) BBIIPEKH JICUCHUETO C HECTEPOUIHU
npoTuBoBB3manuTeHl MegukaMeHTH (NSAID) wnmn DMARD. [TanmenTrTe B TOBa M3MUTBAHE €A C
nuarHoctunupan PsA mone mpeau 6 Mecena u ¢ IOHE JIeK Icopruasuc. BkiioyeHn ca maiyueHTH ¢
BCHUYKH{ IOATUIIOBE IICOPUATUYCH apTPUT, BKIIOUNTEITHO MONUAPTUKYIapeH apTpUT 0e3 peBMaTHYHH
BB31H (43%), acumerpuder nepudeper aptput (30%), apTpuT Ha TUCTATHUTE UHTEPQaTaHTeaTHH
craeu (15%), cnonaunur ¢ nepudepen aprpurt (11%) u naBanmuanzupan aptput (1%). He ce nomycka
npexmrectsaio yeueHue ¢ TNF-anTaronuct. Simponi wiu mianedo ce mpujiarat moaK0XHO rpe3 4
cenmun. [lanmenTuTe ca paHIOMU3UPAHH [a Mmofydasar mianebo, Simponi 50 mg uinu Simponi

100 mg. [TanmeHTUTE, KOMTO Ca MoJIydaBajy Iamnedo, ca mpeMuHaau Ha Simponi 50 mg cien
cenmutia 24. [anueHTrTe ca BKIIOUYEHH B OTKPUTO JBITOCPOYHO MPOABIDKEHNE Ha TIPOYYBAHETO Ha
ceamuna 52. [Tpubnuznrenno 48% OT MalueHTHTE ca MPOIBIIKILTN JISYSHUETO C TIOCTOSTHHU 1031
MmetoTpekcar (< 25 mg/ceamuyHo). CbBMECTHUTE IbPBUYHHU KPAHHHU TOUYKH Ca MPOLEHTHT NAllUEHTH,
nocturan ACR 20 otrosop Ha ceamuiia 14 1 mpoMsiHa Ha U3XOAHUTE CTORHOCTH Ha 0o0IIus PsA,
mouduuupan no vdH-S pesynrat, Ha ceamuna 24.

KaTto 15110 He ca HaOMI0jaBaHy KIIMHUYHO 3HAYMMHU Pa3JInyius B IOKA3aTeINTe 3a eQUKACHOCT MEKTY
cxemuTe Ha npwiarane Ha Simponi 50 mg u 100 mg Ha cenmuna 104. Criopen nu3aiina Ha
NPOYYBAHETO MAIMEHTUTE B TBITOCPOYHOTO MPOIBIDKEHUE Ha MIPOYYBAHETO MOXKE J1a Ca CMEHSITH
no3ute Simponi oT 50 mg Ha 100 mg 1 00paTHO MO MpelcHKa Ha JeKaps B IPOYYBAHETO.

Ilpusnayu u cumnmomu
OcHOBHHUTE pe3ynTaTH 3a no3ata oT 50 mg Ha ceqmunm 14 u 24 ca npencraBenu B Tabnuma 6
OTIMCaHH MO-I0TY.

Taoauna 6
OcHoBHHU pe3yJraTu 3a epukacHoctTa oT GO-REVEAL
Simponi
[Tnaue6o 50 mg*
n® 113 146
OTroBopuwju nanueHTu, %
ACR 20
Cenmuna 14 9% 51%
Cenmuna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmuna 24 4% 32%
ACR 70
Cenmuna 14 1% 12%
Cenmuna 24 1% 19%
PASIP 75¢
Cenmuna 14 3% 40%
Cenmuna 24 1% 56%

*  p<0,053a BCHYKH CPAaBHCHHUS,

N O0Tpa3siBa paHAOMH3UPAHHUTE MAIIUCHTH; ACHCTBUTEIHUAT OPOii MALIMEHTH, TIOJXO/ISIIH 33 OLIEHKA [0 BCEKH
HpOCIIeSIBaH MapaMeThp, MOXKe Jla Bapupa B 3aBUCHMOCT OT IIEPHO/Ia Ha OLICHKa

ITnow Ha ncopuasuca u UHOEKC HA medicecm

B®3 ocHOBa Ha moaArpynaTa DalMeHTU ¢ U3XOAHO 3acsiraHe Ha > 3% oT TenecHara o, 79 nauuentu (69,9%) B
rpynara Ha miane6o u 109 (74,3%) B rpynara Ha edeHue cbe Simponi 50 mg.

OTtroBopu ca HaOIItOJaBaHU MPH ITEPBaTa OIEHKa (cenMuIia 4) cie MbpBOHAYAITHOTO MPUJIOKEHHE Ha
Simponi. Cxogau ACR 20 otroBopu Ha cenmuna 14 ca HabIIOJaBaHY MIPY MAIUSHTHTE C
MOJIMAPTUKYJIAPSH apTPUT 0€3 PEBMATOMIHHU BH3JIU U MPH MOATHIIOBETE aCUMETPUICH niepudepeH
PsA. bpost Ha manueHTUTE ¢ IPYTu NOATUTIOBE PSA e TBBp/Ie MabK, 3a Ja MO3BOJIHU a/ICKBaTHA
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oueHka. HabnronaBanute OTroBOpH B IpyIHTE HA JIEYCHUE ChC Simponi ca CXOJHH NPU MaLlUeHTHUTE,
KOUTO ca npuemanu cenbTeTBamo MTX u Te3u, konto He ca mpueManu. Ot 146 nanueHTn
parnoMu3upanu Ha Simponi 50 mg, 70 ca 6unu Bee omie Ha TOBa JieueHHe Ha ceamuia 104. Ot Te3u
70 maruenty, 64, 46 u 31 nanuentu ca umanu cboTBeTHO ACR otrosop 20/50/70. Cpen nanueHTure,
KOHTO €a MPOIBDKUIN YIaCTHETO CH B IPOYUBAHETO U ca JIEKYBaHU ChC Simponi, ca HaOI0AaBaHU
nono6uu yectotu Ha ACR 20/50/70 otroBop ot ceqmuua 104 no cenmuma 256.

Cratuctuuecku 3HaunMu otroBopu o DAS28 ca mabmronaBanu Ha ceamunu 14 u 24 (p < 0,05).

Ha cenmunia 24, nmpu naiueHTHTe, JIEKyBaHU ChC Simponi, € HabJIr0aBaHo OJ00peHUE B
MOKa3aTeNuTe 3a NepudepHa aKTHBHOCT Ha ICOPHUATUIHUS apTpUT (Hamp. Opoit 0TO4HU cTaBu, Opoit
00Je3HEeHI/YyBCTBUTEIHN CTaBHU, NAKTHIIUT U eHTe3UT). JleueHneTo cbe Simponi e JOBEIO 10
3HaYMMO OJI0OOPEHNE Ha TeJIeCHUTE PYHKIMH, OlleHeHa Bb3 ocHoBa HAa HAQ DI, kakto u 10 3Ha4MMO
NoJJOOpeHHe B KAYECTBOTO Ha )KUBOT, CBHP3aHO ChC 3/IPABOCIOBHOTO CHCTOSIHHE, OIICHEHO B3 OCHOBA
Ha [TOKa3aTeINTe 3a TeNIeCHU (PYHKLUH U IICUXUYecKo cheTosinue Ha SF-36. [Ipu manuenTure,
OCTaHaJIM Ha JIYeHHe ChC Simponi, 3a KOETO ca OWIM PaHAOMHU3HPAHU B HAYAJIOTO Ha MPOYYBAHETO,
DAS28 u HAQ DI otroBopurte ce 3ama3Bar npe3 ceamuia 104. Cpea manueHTuTe, KOUTO ca
NPOIBJDKUIIN YYAaCTUETO CH B IPOYUYBAHETO U ca JIeKyBaHU cbe Simponi, DAS28 1 HAQ DI
otroBopute ca Omnm moxo6Hu ot cenmuna 104 mo ceqmuia 256.

Penmeenozpagpcku omeosop

CTpyKTYpPHOTO YBpeXIaHe Ha PBLETE U XOIWIaTa € OLEHEHO PEHTreHorpad)CKH Ype3 MpoMsiHa Ha
u3xonHuTe ctoiiHocTr Ha vdH-S pesynrara, Mmoanduimpan 3a PsA, upe3 npubaBsiHe Ha TUCTAITHUTE
uHTepdaTaHreaTHu CTaBU Ha phKaTa.

Jleuenneto cbe Simponi 50 mg HaMansgBa CKOPOCTTa Ha Mporpecus Ha mepudepHo yBpexaaHe Ha
CTaBHUTE, B CPAaBHEHUE C JICUEHHETO C Iyanedo Ha cenMuIia 24, u3MepeHa ype3 MpoMsiHa B U3XOJTHUTE
cToiiHOCTH B 001ms Moauduiupan vdH-S pesynrar (cpeaso = SD pesynrata ¢ 0,27 =+ 1,3 B miare6o
rpymnara, B cpaBHeHue ¢ - 0,16 £+ 1,3 B Simponi rpynara p = 0,011). OcBen te3u 146 naunueHTu, KOUTO
ca OuyM paHzoMHu3upaHy Ha Simponi 50 mg, ca HaTMYHU peHTreHorpad)CKK JaHHU Ha ceaMuiia 52 3a
126 mammerTH, oT KouTo 77% HE ca OoKa3ajau MPOTrPECcus B CpaBHEHUE C U3XOTHUTE CTOMHOCTH.
Hannunu ca pentrenorpadceku qannu Ha ceamuna 104 3a 114 nanuenty, ot kouto 77% He ca
MOKa3aJIM MIPOrpeCcHsl OT U3XOAHUTE CTOMHOCTH. Cpes MalMeHTHTE, KOUTO €a MPOABIKIAIN y9aCTHETO
CH B IPOYYBAHETO U ca JIEKYBaHH Chc Simponi, MoJj00eH Opoii MaIUeHTH HE ca TTOKAa3aJH MPOTPecust
OT U3XOJHUTE CTOMHOCTH OT ceamunia 104 mo cenmuma 256.

Ileduampuuen ynyepozen xoaum

besomacHocTTa M ehrkacHOCTTa Ha Simponi ca olleHeHH B MHOTOIICHTPOBO, OTKPUTO MPOYYBaHE
(haza III (PURSUIT 2), nnanupano 1a BKIFOYBA Jela Ha BB3pacT oT 2 70 17 roauHu ¢ yMepeH 10
TEXBK aKTHBEH YIIIEPO3€H KOJIUT, NeQHUHUPaH KaTo IrbiieH Mayo ckop OT 6 10 12, BKIIFOYHTEIHO €
SHJIOCKOIICKH TIoJIcKop > 2. Jlema, KOUTO ca ¢ peaxoaHa ekcro3ums Ha anTtu- 1 NFo cpenctsa, He ca
noaxonsmu 3a yuactue. [lo-ronsimara yact ot 69-te yuactauium (97,1%) ca nmomydaBaiu JeKapcTBa,
CBBP3aHH C JICUEHHUE Ha YIILEPO3€eH KOJIUT (KOPTHKOCTEPOUAN, UMyHOMOAYIATOpH 1/ uimu 5S-ASA);
52,2% OT y4acTHHUIIUTE Ca MOoTydaBaiu KOpTUKocTepouau, a 88,4% ca monxydaBanu nepopajicH
5-ASA. Cpennara Bp3pact Ha yyactHUIuTe € 13,4 roqunu (quanason ot 4 go 17). 53,6% (37) ot
YYaCTHUIIUTE ca OT JKeHCKH 1oi. CpemnHoTo Terno e 52,4 kg (nmanazon ot 16 mo 107). U3xogaute
XapaKTePUCTUKU Ha 3a00JIIBAHETO 3a IsUIaTa MOIyJIalys, IEKyBaHa ¢ TONUMYMa0, ca MpeACcTaBUTEITHN
3a MeANaTPUYHU MAallUeHTH ¢ yMepeH M0 TexXbK akTueH UC.

B unnyknmonnara ¢asa (ot ceamuna 0 1o cenmuna 6) nerara rmojsrydaBar roimMyMad OAKOXKHO B
3aBHCUMOCT OT TeJIeCHOTO Teryio Ha cenmuim 0 u 2. Jlenata ¢ TenecHo Terio > 45 kg nomydasat
(ukcupann nHAYKIroHHH 1031 200 mg moakoxHo Ha ceamuna 0 u 100 mg Ha ceqmuria 2. [emara ¢
TesiecHo Teriio < 45 kg nonyvaBaT HHAYKIMOHHH 03U, KOPUTHPAHHU CIIOPE] TeJIeCHATa IOBBbPXHOCT,
120 mg/m? s.c. (1o makcumym 200 mg) Ha ceamuna 0 u 60 mg/m? s.c. (1o makcumyMm 100 mg) Ha
ceamuna 2. Ha ceqmuiia 6 nerata ce OLEHsABAT 110 OTHOILICHHE Ha C(PUKACHOCT M OE30MMacHOCT.
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B®B ¢azata Ha mogabpiKaio gedeHue (0T ceqmuna 6 1o ceamuua 54) nemara, KOUTO ca MOKa3aln
KJIMHAYEH OTTOBOP KbM roJMMyMad (HamajeHue CIpsMO U3XOAHOTO HUBO Ha MMBJIHUS Mayo ckop ¢
>30% u > 3 TOYKH, C HAMaJIEHUE CIIPSIMO M3XOHOTO HMBO B MOJCKOpPA 32 PEKTAIHO KbpBeHE > 1 uiu
C TIOZICKOp 3a peKTaiaHo KbpBeHe 0 min 1, KaTo ce U3MoI3BaT MECTHUTE CTOMHOCTH 32 €HJOCKOIICKU
IOJICKOP), TPOIBIKABAT JIa MoTy4yaBaT ronumymMab 100 mg s.c. (mena ¢ rero > 45 kg) nmu 60 mg/m?
(mena c Terno < 45 kg) na Bcexku 4 cenmuiu Ao ceamuua 50. [Ipu nema 6e3 KIMHWYEH OTTOBOP Ha
ceaMHMIIa 6 € MOXKEJIO Jla Ce Ja/iaT NOMBIHUTETHH 03U B ceamuna 6 u cenmuua 10, mocieaBanu ot
OLIGHKA Ha OTroBOpa Ha ceAMuua 14, 3a 1a ce onpeaein Aajiu AeuaTa Ia NpoAbJKAT C TOIUMyMal Ha
BcekH 4 ceamuii 1o cenmuna 50. Ot 41 mena, KouTo BIM3aT BBB (pazara Ha MOATBPIKALIO JICUCHHE,
39 neua octaBaT B MPOYYBAHETO HA ceaMula 54 (umanu ca mejieH Mayo ckop 3a onpenensHe Ha
e(pUKaCHOCTTA).

[IspBuYHaTa KpaliHa TOYKA 3a KIMHUYHA PEMHUCHS, H3MEpeHa upe3 Mayo ckop, € JepuHHpaHa KaTo
Mayo ckop < 2 ToukH, 0e3 HHAMBHIyaJIeH MOACKOpP > 1 (Bb3 OCHOBA Ha Mayo €HIOCKOIICKH IOJICKOD,
oTpezieNieH OT MECTHUS CIIEIUANHCT 10 eHpockonus). Karo 1o, 22 (31,9%) oT nenara moka3sat
KJIMHWYHA peMucus Ha ceamuua 6. 31,7% oT KIMHUYHO MOBIUSUIUTE CE HA ceAMUIIA 6 ca B KIIMHUYHA
pemMucHs Ha ceamuIia 54.

Tadauua 7
OcHoBHu pe3yaraTtu 3a epuxacHocT oT PURSUIT 2 — Uuaykuusa u PURSUIT 2 - llogabp:kane
PURSUIT 2 - Unaykuust
IIbpBHYHA KpaiiHa TOYKA Simponi
N=69
Y4acTHUIM B KIIMHUYHA PEMUCHS, OLICHEHA Ipe3
Mayo ckop Ha ceamuna 6* 22 (31,9%)
OCHOBHYM BTOPHYHH KPailHH TOYKH
VYacTHUIM ¢ KIMHUYEH OTTOBOP Ha ceaMuIa 6° 39 (56,5%)
Y4acTHUIU C €HIOCKOIICKO 3a3/IpaBsBaHe HA
cenmuiia 6° 28 (40,6%)
PURSUIT 2 — llogabp:xaHe
OCHOBHYM BTOPHYHH KPailHU TOYKH Simponi
N=41
YyacTHUIM B KIIMHUYHA PEMUCHS Ha 13 (31,7%)
ceamuua 54, oueHeHa upe3 Mayo ckop™”*
Y4acTHUIM C €HIOCKOIICKO 3a3/IpaBsBaHe HA 15 (36,6%)
ceamuna 54°
YyacTHUIM B KIIMHUYHA PEMUCHS Ha 12 (54,5%)
ceamuua 54, oneHeHna upe3 Mayo ckop, mpu
YYaCTHHIIM, KOUTO Ca B KIMHUYHA PEMUCHS Ha
Cenmura 6"

N = Opoii manueHTH
4 KnuHuuHa pemucust ce onpeneist karo Mayo ckop < 2 To4YkH, 0€3 HHAWBUIAYaIeH noacKop > 1.

®  Knnunuen OTrOBOP C€ ONpEENs KaTo HaMassiBaHe CIIPSIMO M3XO0AHOTO HIBO Ha Mayo ckopa ¢ >30% u >3 To4ky uiu ¢

HaMaJIIBaHE OT U3XOJHOTO HMBO Ha IMOACKOpa 3a PEKTAJIHO KbPBECHE C >1 , WJIA C IMOACKOP 32 PEKTAJIHO KbPBCHE 0 win
1.
B Enpockorcko 3a3ApaBsABaHC C€ OIIPCACIIA KaTO CHAOCKOIICKHU IMOACKOP 0w 1 B3 OCHOBA Ha JIOKaIHA CHIOCKOIINUA.

Karo 3HameHaTen ca yyaCTHUIIMTE, KOUTO ca B KIMHUYHA pemucus Ha Ceamuna 6.
A YyacTHUIM C JTUIICBAII €HJOCKOIICKU ckop Ha Ceamuua 54 ce cuurart, 4ye He ca B KIIMHUYHA PEMUCHSL.

Ynyeposzen xonum npu 6v3pacmuu
EdukacHocTTa Ha Simponi € olleHeHa B IB€ paHJIOMH3HPAHH, TBOWHOCIICIIH, IUTale00-KOHTPOIHPaHU
KIMHUYHY TPOYYBAHMS IIPH Bb3PACTHH MAI[USHTH.

B npoyusane 3a uanykimonno nedenue (PURSUIT- MHaykmwst) ca onieHeHH NaIeHTH C YMEPEH 10
TEXBK aKTHBEH YIIIEpo3eH KoauT (Mayo ckop 6 1m0 12; eHIOCKOIICKH MOACKOpP > 2), KOUTO UMAT
HE3aJI0BOJIUTEJIEH OTTOBOP WJIM UMAT HEMOHOCUMOCT KbM KOHBEHLMOHAIHUTE TEPAUK WU ca
3aBUCUMU OT KOPTUKOCTEpouau. B yacTTa oT mpoy4yBaHeToO 3a NOTBbPKAaBaHe Ha go3aTa, 761
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NalMEHTH ca paHAoMu3upanu Aa noiayvasat 400 mg Simponi s.c. Ha ceqmuua 0 u 200 mg Ha ceamMuLa
2,200 mg Simponi s.c. Ha cenmuna 0 u 100 mg Ha cenmuua 2 win mianedo s.c. Ha ceamuim 0 u 2.
Paspernieno e chIbTCTBAIIO JIEYCHHUE C YCTAHOBEHH 103U MIEPOPATHH aMHHOCAITUIUIIATH,
KOPTHKOCTEPOUIH W/UITH HIMyHOMOIYJIATOpH. B ToBa mpoy4BaHe € orieHeHa e(prUKacHOCTTa Ha
Simponi g0 cenmura 6.

Pesynratute ot mpoyuBaneTo ¢ moaabpkaiio aeuenne (PURSUIT-Ilogabpixane) ce ocHOBaBaT Ha
olLIeHKaTa Ha 456 manyMeHTH, KOUTO ca MOCTUTHAIN KIIMHHYEH OTTOBOP OT MPEIXOIHO HHIYKIHOHHO
neyeHue cbe Simponi. [lanmenTuTe ca paHgOMU3UpPaHH Ja oidyvasat Simponi 50 mg,

Simponi 100 mg unu ruianedo, MpuiIaraHy MoJIKOXKHO Ha Bceku 4 ceqmuiin. PaspemeHo e
CBITBTCTBAIIO NMPHUJIOKECHUE HA YCTAHOBEHH JIO3H MEPOPATHI aMUHOCAITUIINIATH H/UITH
umyHoMoynaropu. Koprukocrepouaure TpsioBa 1a ce HaMassiBaT HOCTEIIEHHO B HAYAIOTO Ha
NOJTBPXKAIIOTO Ipoy4uBaHe. B ToBa mpoyuBaHe e olieHeHa eukacHOCTTa Ha Simponi 0 ceamuna 54.
[NanuenTrTe, KOUTO 3aBBPIIBAT MOIHPKAIIOTO MPOYUYBAHE JI0 CeAMUIA 54, IPOABIDKABAT JICYCHUETO
B IIPOIBIDKEHUETO HA MMPOYYBAHETO, KATO €UKACHOCTTA ce OLeHsBa 10 ceaMula 216. Ouenkara Ha
e(pUKacHOCTTa B MPOABJIKCHUETO HA MPOYUBAHETO CE€ OCHOBABa HA MPOMEHUTE B yoTpebaTa Ha
KOpTHUKOCTepou i, [ mobanHara omenka Ha jiekaps (Physician’s Global Assessment, PGA) 3a
AKTUBHOCTTA Ha 3a00JI1BAaHETO U OAOOPEHNETO HAa KAUECTBOTO Ha KHUBOT, U3MEPEHO Upe3
BrnpocHuka 3a Bp3nanutenHa 6osiect Ha uepsara (Bowel Disease Questionnaire, IBDQ).

Tabauna 8
OcHoBHu pe3yJratu 3a epukacHoct oT PURSUIT-— Unayknus u PURSUIT - logabp:xkane
PURSUIT-Unaykuus

Simponi
Inauedo 200/100 mg
N =251 N =253
IIpoueHT NauueHTH
TTarMeHTH ¢ KIIMHWYEH OTTOBOP Ha CeaIMHUIa 6° 30% 51%**
ITauMeHTH B KIMHMYHA PEMHUCHS Ha ceaMuna 6° 6% 18%**
[TanmeHTH chC 3a3IpaBsBaHe HA JIUTABUIIATA HA 29% 42%*
cenmuna 6°
PURSUIT- Hoaabp:kane
Simponi Simponi
Inanedo” 50 mg 100 mg
N =154 N=151 N=151
IIponeHT ManueHTH
[Honappxane Ha OTroBOpa (MALMEHTH C KIMHUYEH 31% 479 50047
OTrOBOP 10 ceaMunia S54)*
[IpoxpmxurenHa pemucus (TAIIMEHTH B
KJIMHAYHA peMuCHs U Ha ceamutia 30, 1 Ha 16% 23%™ 28%%*
ceamuria 54)°

N = Opoii marueHTH

** p<0,001

* p<0,01

Onpenenen kaTo HaMaIsBaHE CIPSAMO M3XOJHOTO HABO Ha Mayo ckopa ¢ >30% 1 >3 TOUKH ¢{HOBPEMEHHO C
HaMaJsIBaHE Ha ITOJICKOPA 33 PEKTAIHO KbPBEHE C >1 MM MOJCKOp 3a peKTaiHo KbpBeHe 0 miu 1.

a

Onpenenen kato Mayo ckop < 2 Touky, 6e3 HHIMBHIyasIeH ojacKop > |

Onpenenen kato 0 wiu 1 Ha eHIOCKONCKUS MOACKOpP Ha Mayo ckopa.

Simponi uHAYKIMS camo.

[TaneHTHTE Ca OLICHABAHM 3a aKTUBHOCT Ha 3a0ossBaneTo UC ype3 yactuueH Mayo CKOp Ha BCEKKH 4 ceMHULIU

(3arybara Ha OTrOBOp Ce MOTBBPKIaBa Ype3 eHmaockomust). [lopaau ToBa, MalMeHT, KOUTO MOIABPKA OTTOBOP € B
CBCTOSIHUE Ha HEMPEKbCHAT KIIMHUYEH OTIOBOP MPH BCSIKA OLIEHKA /10 ceaMuiia 54.

[ManueHTsT TpsaOBa na ¢ B peMucus U Ha ceamuiia 30, u Ha ceamuiia 54 (6e3 ma mokasea 3aryda Ha OTTOBOP BB BCSKa
BpEMEBa TOUKa JI0 ceamuiia 54), 3a J1a MOCTUTHE TpaiiHa peMHUCHS.

[pu manuentu ¢ Terno nox 80 kg mo-rosM MpoLeHT MalMeHTH, KOUTO MOJTy4YaBart MmoAabpskaiia tepanus ¢ 50 mg,
MOKa3BaT MPOIBJIKUTEIHA KIIMHIUYHA PEMUCHSI B CPABHEHHUE C TE3U, KOUTO I0JIydaBaT Iianeoo.

25



IToBeue maryieHTH, JIeKyBaHU ChC Simponi, MOKa3BaT yCTOMYUBO 3a3paBsBaHe Ha JIUTaBHIIATa
(manmeHTH che 3a3/paBsBaHe Ha JIMTaBUIaTa U Ha ceamuna 30, 1 Ha ceqmuiia 54) B rpymnata ¢ 50 mg
(42%, momunanso p < 0,05) u rpynara csc 100 mg (42%, p < 0,005) B cpaBHEHHE ¢ MAIUEHTUTE B
rpymara Ha miane6o (27%).

[Ipu 54% ot nanuenTure (247/456), KONTO MOTy4aBaT CHIIBTCTBAIIO KOPTUKOCTEPOUIN B HAYAIOTO
Ha PURSUIT-ITogaspkane, MPONEHTHT HA MAIUEHTUTE, MOAABPYKAIN KIMHUYSH OTTOBOP JI0 CEIMHUIIA
54 u He ca noJTy4aBajM ChIIBTCTBALIO KOPTUKOCTEPOUIN HA CEAMHULIA 54, € TIO-TOJIIM B IpyTaTa C

50 mg (38%, 30/78), u B rpynara csc 100 mg (30%, 25/82) B cpaBHeHHUE ¢ rpymnaTa Ha miane6o (21%,
18/87). IIpo1ieHTHT Ha MAllMEHTHTE, KOUTO Ca PEYyCTAHOBUIIM KOPTUKOCTEPOUIUTE J0 CeaAMHUIIA 54, ¢
no-royisiM B rpynara ¢ 50 mg (41%, 32/78) u rpynata ¢se 100 mg (33%, 27/82), B cpaBHEHHE C
rpynata Ha miane6o (22%, 19/87). Cpen maneHTHTE, KOUTO ca BKIIOUEHH B IPOIBIDKEHUETO Ha
MIPOYYBAHETO, MPOLIEHTHT HA YYACTHULIUTE, OCTaHAIH 6€3 KOPTUKOCTEPOUIH, KaTo LIAJIO Ce 3ama3Ba 10
ceamuna 216.

[TanmenTHTE, KOUTO HE MOCTUTAT KIMHUYEH OTTOBOp Ha ceamunua 6 B mpoyuBanusita PURSUIT-
Wupyknust, ca momy4asaiu fo03a Simponi 100 mg Ha Bceku 4 cenmunu B mpoyuBanero PURSUIT-
ITognbpxane. Ha ceqmuua 14, 28% oT Te3u NallMEeHTH MOCTUTAT OTTOBOP, ONPEEICH OT YaCTUYEH
Mayo ckop (HamaneHue ¢ > 3 TOUKH B CpaBHEHHE C HAYAIOTO Ha MHAyKNwsTa). Ha cenmuna 54
KIMHAYHUTE PE3yNITaTH, HAOII0JaBaH! TIPH TE3H MAIUCHTH, Ca CXOJHHU C KIMHUYHUTE PE3YNITaTH,
OTYETEeHU MPU MAIUEHTUTE, TOCTUTHAIM KIMHUYEeH OTTOBOP Ha ceaAMHULa 6.

Ha cenmunia 6, Simponi 3Ha4MMO 1MOA00psBa KAYECTBOTO Ha JKUBOT, M3MEPEHO Upe3 IMpoMsHaTa
CIPSIMO M3XOAHOTO HUBO B CIieIM(pHUCH 3a 3a00siBaHeTo nmokasaren, IBDQ (BbernpocHuk 3a
BB3MAINTETHA OoNecT Ha yepBarta). [Ipu manueHTuTe, KOUTO ca MoTydaBajiy IO IbPKAIIO0 JIeUSHUE
chc Simponi, MoT0OPEHNETO B KA4ECTBOTO HA XKHUBOT, m3MepeHo 4upe3 IBDQ, ce 3amaspa 1o ceamuia
54.

[IpubnuzutenHo 63% ot naureHTHUTE, KOUTO MOTy4YaBaT Simponi B HAYAI0TO HA MPOABIKEHUETO Ha
Mpoy4YBaHeTo (ceamuIia 56), mpoabKaBaT JSUEHUETO 0 Kpas Ha MPOYYBAHETO (ITOCIETHO
NPUIOKEHHNE Ha roMMyMal Ha ceamuna 212).

HUmyHorenHoct
B npoyuBanusra ¢asa I1I 3a neuenue vHa RA, PsA u AS no ceamuma 52 npu 5% (105/2 062) ot

MAIMEHTUTE, IEKYBaHH C TOIUMyMa0l, ca OTKPUTH aHTUTENA CPelly TonuMymad upe3 eH3uMeH
UMYHOJIOTHYEH MeTol (enzyme immunoassay, EIA) 1, kpieTo ca u3ciieIBaHu, MOYTH BCHUKH
aHTHUTENa ca OMJIM HeyTpaIM3UpaIy in vitro. Ilpu pa3InyHl PeBMATOJIOIMYHY [TOKA3aHUs ca
HaOJII0IaBaHU CXOAHH CTOHHOCTH. ChITBTCTBANTUAT IpreM Ha MTX BOoaM 10 MO-MaITBK MPOIICHT
MAIMEHTH C aHTUTela Cpelly ToIrMyMal B CpaBHEHHUE C TIAIIMEHTUTE, JIeKyBaHH ¢ TOIMMyMabd 0e3
MTX (chorBeTHO npubmmu3uTeaHo 3% [41/1 235] u 8% [64/827]).

[Ipu nr-Axial SpA ca oTkpuTu anTUTeNa cpeury romumymad npu 7% (14/193) ot nauueHTure,
JeKyBaHH ¢ ronumyma0 g0 ceamuna 52 upes EIA meron.

[Ipe3 54-a cenmuua Ha daza Il u da3za Il npoyuBanus npu ynnepo3eH KoauT, npu 3% (26/946) ot
JIEKYBaHHUTE MALMEHTH C TOJIMMYyMab, ca OTKPUTHU aHTUTENa KbM roauMmymad upes EIA meron. Lleiicer
u oceM niporieHTa (21/31), OT aHTUTSUIO-NIOJOKUTEIHUTE TAMEHTH, Ca UMAaJH HeYTPaIU3UpaIIy
aHTuTena in vitro. ChI'bTCTBAIIOTO JICYCHHUE C UMYHOMOTYTIATOPH (23aTHOTIPUH, 6-MEPKANTOIYPUH H
MTX) e noBeno 10 HO-HUCHK MIPOLEHT Ha MALMEHTUTE C aHTUTEIAa KbM rOJMMyMal B CpPaBHEHHE C
MAIUCHTUTE, IPUEMAIIU roJIuMyMad 0e3 mpreM Ha KIMyHOMOAynaTopu (¢roTBeTHO 1% (4/308)
cupsimo 3% (22/638)). [Ipu marueHTUTEe, KOUTO MPOAB/DKABAT B IPOABDKEHUETO HA MPOYYBAHETO U
UMaT OLEHUMH NPoOH 10 ceamuna 228 ca OTKPUTH aHTHUTENa KbM romumymad mpu 4% (23/604) ot
JIeKyBaHHUTE MalMeHTu ¢ ronumymad. OcemaeceT v aBa npoueHTa (18/22) oT aHTHTSIIO-
MOJIOXKUTEITHUTE AIMEHTH Ca UMaJF HEYTPaIH3UPAaI aHTHTENA i1 Vitro.

JlexapcTBo-TonepanteH EIA meTon ce u3nonssa B mpoyuBaHeTo IpH pJIA 3a oTKpHBaHE Ha aHTUTENA
cpenry roamumyma0. [Topaau mo-BucokaTa 4yBCTBUTEIHOCT U ITOJOOPEHA JIEKapCTBEHA IIOHOCUMOCT, Ce
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oyakBa J1a Ob/ie YCTaHOBEHA I10-BUCOKA YECTOTa Ha pa3BUTHE HA aHTUTEIA CPELy ToIuMyMab upe3
nexapcTBo-tonepanTeH EIA meton, B cpaBHenue ¢ EIA meron. BB ¢asza Il Ha npoyuBanero npu
pJIA npe3 cenmuiia 48 ca OTKPUTH aHTUTEIIA CPEILY rOJIMMyMal upe3 JiekapcTBo-TojiepanTeH EIA
meton ipu 40% (69/172) ot JeKyBaHHUTE C TOJTUMYMa0 Jiela, OT KOUTO MO-TOJISIMAaTa 4acT ca ¢ TUTHP
no-HuCBK OT 1:1000. Edext BbpXy cepyMHHUTE KOHIICHTPALMK Ha FTOJIMMYyMal ce HaOJtojaBa npu
tutpH > 1:100, nOoKaTO eeKT BhpXy ePurkacHOCTTa He € HabmoaaBaH npu TUTpH >1:1000, BeIpexu
ye OposT Ha nmenara ¢ Tutpu > 1:1000 e marpk (N=8). Cpex merata ¢ moJ0KUTEICH Pe3yiTar 3a
aHTHTeNa cpenry romumymad, 39% (25/65) umat Heytpanuzupany antutena. [lo-Bucokara yecrora
Ha aHTHUTENA, ONIpesieieHa upe3 ekapcTBo-TonepanTed EIA Meron, Thil KaTo T€ ca MpeIuMHO
AHTUTEIA C HUCHK TUTBP, HAMA BHIUMO BIUSHHE BbPXY JIEKAPCTBEHUTE HUBA, CPUKACHOCTTA U
0e30macHOCTTa, U MO/ TOBA HE MPEJICTABIISIBA HOB CUTHAI 32 0€301MacHOCT.

Hanuunero Ha anturena cpeury FOJ]I/IMYMa6 MOJKE Ja IMOBUIIN pUCKA OT PEAKIIUM Ha MACTOTO Ha
UHXeKTHpaHe (BX. Touka 4.8). Mankust 6poil marueHTH, OJ0KUTEITHH 32 aHTUTEINa CPeILy
roJuMymMal, orpaHryaBa Bb3MOKHOCTTA /1a CE HANPaBsIT KaTETOPHYHH 3aKIIOUCHUS 3a Bpb3KaTa
MEXIY HaJIMYUETO HA aHTHUTENA CPelly FoIMMyMald U KINMHUYHATA ePUKACHOCT MM MEPKUTE 3a
0e30MacHOCT.

Tbi KaTO aHANNU3BT HAa UMYHOTEHHOCTTA € CHeUM(UYUEH 3a MPOLYKTa U U3MOJI3BaHUTE AUATHOCTUYHHI
TECTOBE, CPAaBHEHUETO Ha CTOMHOCTHUTE Ha pa3BUTHE HA aHTHUTENA C Te3U HA JPYTU MPOAYKTH €
HEYMECTHO.

B npoyusane ¢a3a 1l 3a nequarpuden yieposeH koaut 22% (15/69) ot manueHTHTe, IEKYBaHH ChC
Simponi, ca MOJOKHUTEIHY 32 AHTHUTEIA CPEIy TOIMMyMal TpH MoclieTHaTa BU3UTa, CBhp3aHa C
Oe3ormacHoOCTTa, KaTo € n3non3BaH EIA MeTon 3a TolnepaHTHOCT KbM JeKapcTBOTO. [loBeueTo
MAIMEHTH C aHTUTella UMaT HUCKU THTpH. YecToTaTa Ha 00pa3yBaHe Ha aHTUTEINA CPEIly TOIMMyMal e
CpPaBHMMa MKy NMEAMATPUUHN ¥ Bb3PACTHH MAI[UCHTHU C YIIIIEPO3CH KOIUT. [lalineHTHTe ¢ yirepo3eH
KOJIUT, KOUTO Pa3BUBAT aHTUTENA CPEILy roJuMyMad, OONKHOBEHO UMAT MO-HUCKU Hal-HUCKU
CEepYMHH KOHIIEHTPAIIUH Ha TOMMMYyMal B CTAIIHOHAPHO CHCTOSHUE.

5.2 ®apmakokMHETHYHHU CBOWCTBA

Abcopbyus

Cren eTHOKpPaTHO MOIKOYKHO MPHIIOKEHHE HA TOJIMMYyMab TPy 3/IpaBy JOOPOBOIIIH WIIH TAIUEHTH C
RA, cpennoTo BpeMe 3a oCTUraHe Ha MaKCUMaliHa cepyMHa KoHIEeHTpauus (Tmax) Bapupa oT 2 110

6 nuu. [TogkoxxHOTO MHXKeKTUpaHe Ha 50 mg ronmuMymad Ha 34paBH JOOPOBOILHM BOAM A0 MIOCTUTAHE
Ha CPEeJHO + CTAaHJAPTHO OTKJIOHEHHE B MaKCHUMaiHa cepyMHa KoHIEeHTpaus (Cmax) 3,1 £ 1,4 pg/ml.

Cren emHOKpaTHO MOJKOXKHO MHXKekTHpane Ha 100 mg, abcopOuusaTa Ha roIMMyMal € CXOHa B
MUIIIHALIATa, KOpeMa U O0epoTo, ChC cpefHa a0comoTHa OnoHamnaHocT 51%. Thit kato crnex
MOJIKOKHO TPUIIOKEHHE TONUMyMa0l MoKa3Ba NPUOIM3UTEIHO JIUHEIHA 10303aBUCUMa
(hapMakoKHHETHKA, ce 0ouakBa abcoroTHaTa OnoHammuHOCT Ha 50 mg un 200 mg ronuMymab na e
CXOJIHA.

Pasnpeoenenue
[Ipu enHOKpATHO i.V. IPUIIOKEHHE CpeTHUAT 00eM Ha pasnpeaenenue ¢ 115 £ 19 ml/kg.

Enumunupane

CHCTeMHUAT KIMPBHC Ha ToMMyMab e n3uucier Ha 6,9 + 2,0 ml/naeBHo/kg. TepMuHATHUSAT
TOJTY>KUBOT € U3YKCIICH Ha PpUOMM3uTENHO 12 + 3 1HU npu 37paBu JOOPOBOJIIIH, KATO CXOIHH
CTOWHOCTH ca HaOIo1aBaHu u mpu naruerTu ¢ RA, PsA, AS wm UC.

IIpu nmoaxoxHO mpunoxkeHue Ha 50 mg romumymMad npu nanueHT ¢ RA, PsA unu AS Ha Bceku

4 cenMUIM CEpyMHUTE KOHLEHTPALMH JOCTUTAT CTAlIMOHAPHO ChCTOSHUE Ha ceamuna 12. [Ipu
chIbTeTRAIIA yioTpeda ¢ MTX, neuenuero ¢ 50 mg romumymat MOAKOKHO HA BCEKU 4 CEIMUIIN
BOJIM JI0 CpeIHHM (£ CTaHIapTHO OTKJIIOHEHHE) Hali-HUCKH CEPYMHHU KOHIIEHTPALMU B CTALlMOHAPHO
cberosiHue oT npubnusutento 0,6 £ 0,4 pg/ml mpu nanyeHTy ¢ akTUBeH RA He3aBHCHUMO OT
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neuerneto ¢ MTX, npubnuzurenno 0,5 + 0,4 pg/ml npu narmenTn ¢ aktuBeH PSA u npubnu3uTenHo
0,8 + 0,4 pg/ml mpu nanuentu ¢ AS. Ilpu nmanuentu ¢ nr-Axial SpA, cpenHuTe cepyMHH
KOHIICHTpAIMX Ha TOJIMMYMal B CTAIHOHAPHO CHCTOSHIE Ca CXO/HU C Te3H, HAOII0IaBaH! TIPU
nanueHTy ¢ AS cien moaKoKHO mpuiiokeHne Ha S0 mg ronumymad Ha BCEKH 4 CEIMUIIH.

[Manuenture ¢ RA, PsA unu AS, KOMTO HE ca Ha ChIBTCTBAIIO JiedeHne ¢ MTX, ca ¢ IpuOIM3UTETHO
30% MMO-HUCKH OT Hal-HUCKHUTE KOHIICHTPAILIUHN HA TOJMMYyMal B CTAIIMOHAPHO CHCTOSHHUE OT TE3H,
JIeKyBaHH ChIIBTCTBAIIO ¢ TonuMyMad u MTX. Ilpu orpannuen Opoit nanuent ¢ RA, nekyBanu ¢
roJuMyMal, npuiIaral MOAKOXHO 3a epuoj oT 6 Mecena, ChIbTCTRaIIaTa ynorpedba na MTX
HaMaJsIBa KIMpPBHCA HAa TOMMMyMad ¢ mpuOim3nTenHo 36%. [lonynannoHHUAT hapMaKOKHHETHYCH
aHanu3 obaye MokasBea, 4e ChIIbTcTBaIara yrnorpeda Ha NSAID, nepopaiiHi KOPTHKOCTEPOUIH WIN
cyJidacana3uH He NOBIHIBA KJIMPBHCA HA TOTUMyMa0.

Cnen naaykuuonau 103u ot 200 mg 1 100 mg ronumymad cbOTBETHO Ha ceamuiu 0 u 2, U cliea ToBa
Ha BCeKH 4 cenMuIy noaabpxkamm 103 50 mg wiu 100 mg ronmmMymad MOIKOKHO Ha TAIMEeHTH C
UC, cepyMHHUTE KOHIICHTPAIIMH MOJIMMyMad JOCTUTAT CTAIIMOHAPHO ChCTOSHUE MPUOTHU3UTEIIHO

14 ceamury cien HayanoTo Ha Tepanusara. Jledenneto ¢ 50 mg wim 100 mg ronumymMad Mo JKoKHO Ha
BCEKU 4 ceIMUIM IO BpEME Ha Nepuoja Ha MOAAbPKAHE, BOAU 10 CPEIHU CTAllMIOHAPHU HAl-HUCKHU
CepyMHH KOHIICHTPAIIUK OT ChOTBeTHO Npuomm3utenno 0,9 + 0,5 pg/mlu 1,8 + 1,1 pg/ml.

Ipu manmenTn ¢ UC, nexkyBanu ¢ 50 mg win 100 mg ronuMyma0 OIKOKHO Ha BCEKU 4 CEIAMMIIH,
CBITBTCTRAIIIATA YIIOTPeOa Ha MMYHOMO/IYJIATOPH HE MOKa3Ba ChIIECCTBEH €(DEKT BHPXY
CTaIlMOHAPHUTE HAali-HUCKYM HHBA Ha TOIUMYyMa0.

[TarmenTHTe, pa3BUIN aHTUTEINA CPEILY TOMUMyMa0l, KaTo 110 ca ¢ HUCKH CTOMHOCTH Ha
Ha-HUCKUTE CEPYyMHH KOHLIEHTPALMU Ha TOIMMyMad B CTAllHOHAPHO ChCTOSHUE (BX. TOUKa 5.1).

Jlunetinocm

[Ipu enHOKPATHO HHTPABEHO3HO MPUIIOKEHHUE MPU TallMeHTH ¢ RA, roniMymat mokassa
NpUOTU3UTETHO TUHEHHA 10303aBUcHMa (papMaKOKWHETHKa B 1030BuUs uHTepBai ot 0,1 1o

10,0 mg/kg. Cnex enMHUYHA MTOJIKOKHA /1032 B I030BHs Anana3oH oT 50 mg no 400 mg npu 3apaBu
JOOPOBOIIIN ce HaOIo/1aBa MPUOIM3UTEITHO MPOMIOPIIMOHATTHA Ha Jj03aTa (papMaKOKMHETHKA.

Brusnue na menecnomo meeio 8bpxy (papMakoKuHemukama
ChllecTBYBa TCHCHIIMS KbM MOBHIIIABAHE HA KJIUPBHHCA HA TOIMMYyMa0 C MOBHUIIIABAHE HA TEJICCHOTO
Terno (Bx. Touka 4.2).

Ileduampuuna nonyrayus

HonnapTuKynapeH I0BCHUJICH UANONATHYCH apTPUT

dapMakoKHHETHKATa Ha ToiuMyMa0 e onpeseneHa npu 173 aena ¢ pJIA Ha Bb3pacT oT

2 1o 17 romunu. B npoyusarero npu pJIA, nenara nonyuwim romumyma6 30 mg/m? (MaKcuMaiHo
50 mg) moIKOXXKHO Ha BCEKU 4 CEIMHIIM, UMaT MeAMaHa Ha Hal-HUCKUTE KOHLCHTPALUU Ha
roJuMyMal B CTALIMOHAPHO CHCTOSIHUE, KOUTO €A CXOAHU IPH Pa3NUYHUATE Bb3PACTOBU TPYIH, U
KOMTO ca OJHM3KH JI0, M MAJIKO ITO-BUCOKH B CPABHEHHUE C T€3H, HAOIOJaBaHHU TIPH Bh3PACTHH
nanueHTH ¢ RA, nomy4daBanu romumymad 50 mg Ha BCEKH 4 CeAMUITH.

[MomynanuoHHOTO PapMaKOKHHETHIHO/PapMAKOANHAMHYHO MOJICITUPAHE ¥ CUMYJIAIHS IIPH JIeTia C
pJIA moTBBpKIAaBa Bpb3KaTa MEXAY CEPYMHUTE €KCIIO3UIIMK Ha TOTUMYMald U KITMHUYHATA
e(PMKaCHOCT, U MOJAKPENs CXeMa Ha NpUIaraHe Ha romumymat 30 mg/m? Ha BceKu 4 CEAMMIM IIPU
neua c pJIA.

Varepo3eH KOJIUT

®dapMakOKMHETHKATa Ha TONMUMyMal € CXOJTHA MPU MeTUATPUIHA U Bh3PACTHH MMAUEHTH C YIIEpO3eH
KOJIUT. HOHy.HaHI/IOHHaTa q)apMaKOKI/IHeTI/IKa HOTBT)p)K)IaBa, ge HpenoquHTenHaTa CcXEMa Ha
mpujiaraie Ha Simponi BOAM JI0 CXOZHA WM JIEKO MO-BUCOKA €KCIIO3UIIUS Ha FOJMMyMal B cepyma
TIPH MEANATPUYHU YYACTHUIM B CPAaBHEHHE C BH3PACTHUTE B LENHA JUAMTa30H Ha TEIECHOTO TETJIO.
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5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

Hexnuanuaurte JaHHHU HC ITIOKa3BaT ocobeH PHUCK 3a XOopaTa Ha Oa3ara Ha KOHBCHIIMOHAJTHUTC
(I)apMaKOJ'IOFI/ILIHI/I MMpOy4BaHU: 34 663OHaCHOCT, TOKCUYHOCT IIPpU MHOT'OKPATHO PHUIIOKCHUC,
PCIIPOAYKTHBHA TOKCUYIHOCT U TOKCUYHOCT IO OTHOLICHUC HA Pa3BUTHUCTO.

C ronumymab He ca MPOBEXIaHU NPOYUBAaHUS 3a MyTareHHOCT, 32 BIUSHHUE BbPXY (pepTunurtera npu
JKUBOTHHM U 32 JBJITOCPOYHA KAPLUHOT'€HHOCT.

B npoyuBaHe 3a BIMSHUETO BHPXY (PepTHINTETA U 00IaTa pepOAyKTUBHA (YHKIIHS IIPU MHUIIKH, B
KOETO € M3MOJI3BaHO aHAIOTHYHO aHTHUTSJIO, CEIEKTUBHO MHXHOMPAIIO (DYHKIIMOHAITHATA aKTHUBHOCT
Ha mumust TNFa, Opost Ha OpeMEeHHHTE MUIITKA HaMalsiBa. He e M3BeCTHO Jaiu ToBa c€ IBJDKU Ha
e(eKT IPU MBKKHUTE U/WIIH )KCHCKUTE MUIIKH. [Ipy npoyyBaHe 3a TOKCUYHOCT 10 OTHOIICHUE Ha
Pa3BUTHUETO NPU MUILKH, CHEA NPUIOKEHNE HA CHIIOTO AHAJIOTUYHO AaHTUTSIIO, KAKTO U IIpU
MpOyYBaHe Ha TOJIMMyMal MpH JBITOOMANIATH MaKalli, HIMa JaHHU 32 TOKCHYHOCT TPU MaiKara,
eMOPHUOTOKCUYHOCT MJIM TEPATOTeHHOCT.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

Copouron (E 420)

XUCTUIUH

XHUCTUAMHOB XUAPOXIOPHUL MOHOXUIPAT
[Monucop6ar 80 (E433)

Bona 3a unxeknuu.

6.2 HecbBMEeCTHMOCTH

[Ipensun nmncara Ha IPOyYBaHHS 32 HEChbBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT He TpsiOBa 11a ce
CMECBa C JPYyTH JIEKapCTBEHH MPOAYKTH.

6.3 Cpok Ha rogHOCT
2 TOOUHU
6.4 Crhenuananm ycaI0BHs HAa CbXpaHeHHe

Ha ce cexpanssa B xnmamwiank (2°C — 8°C).

[a He ce 3ampassBa.

CpxpaHsBaiiTe IpeABAPUTEIHO HATBJIHEHATA MIcajlKa B KAPTOHEHATa OMIAKOBKa, 3a /1a CE MPEAMNasu OT
CBETIIMHA.

Simponi Moe fa ce chXpaHsBa IPH MakcCUMaliHa Temreparypa 10 25°C, eqHOKpaTHO 3a MEPHOA 10
30 nHU, HO HE U Cliel AaTaTa Ha U3THYaHe Ha IbPBOHAYAIHHUS CPOK HA TOJHOCT, HalleYaTaH BbPXY
KapTOHEHaTa orakoBka. HOBUST cpok Ha TOAHOCT TPsiOBa Ja Objie HAMKCAH BHPXY KapTOHEHATa
omakoBka (70 30 AHU OT AaTaTa Ha U3BAKIAHE OT XJIAJMIHUKA).

Benuwxk cien kaTo Simponi € ChbXpaHsBaH NPHU CTaiiHa TeMIIepaTypa, He TpsOBa Jia ce BpbIlla OTHOBO

3a ChXpaHCHHE B XJIQJAWIHHUK. Simponi TpsOBa J1a ce U3XBBPIIM, aKO HE CE M3II0JI3Ba B pAMKUTE Ha
30 nHM IpH ChXpAaHEHHUE Ha CTailHa TeMIepaTypa.
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6.5 Buau cbabpakaHue HA ONMAKOBKATA

Simponi 45 mg/0.45 ml HHXEKIIMOHEH Pa3TBOD

0,45 ml pa3TBOp B IIpeIBAPUTEITHO HAITBIIHEHA CIIPUHIIOBKA (CTHKIIO THII |) ¢ huKcHpana uria
(HepBmkIaeMa CTOMaHa) U Karade Ha uriata (Tyma, ChAbpiKa JIATEKC) B MPEABAPUTEITHO HAITBITHEHA
nucanka. Beska rmpenBaputenHo HarbIHeHa ucanka Moke aa goctasu 0,1 ml mo 0,45 ml Ha cThIKN
mo 0,05 ml.

OnakoBka ¢ 1 mpeaBapUTEIHO HAITbIHEHA MMUCATIKA.

6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBHPJIsiHe H padoTa

Simponi ce JocTaBs KaTo NPeABAPUTEIHO HATBIHEHA MMUCAJIKa 3a €JHOKpaTHa ynoTpeda. BbB Besika
OIIaKOBKAa MMa MHCTPYKIMH 32 yHOTpeba, B KOUTO MOJPOOHO € OIMMCAHO KaK Ce M3I10JI3Ba MUCANIKATA.
Crnen u3BakJaHe Ha PeABAPUTEIIHO HAIIBJIHEHATA MTUCANIKA OT XJIAAMIHUKA, IPEAN HHXEKTHUPAHETO
Ha Simponi Tps6Ba na ce nzyaka 30 MUHYTH, 32 A2 MOXE Pa3TBOPBT Aa JOCTUIHE CTaliHa
temneparypa. [Tucankara He TpsaOBa ga ce pa3kiamia.

Pa3TBOpPBT € OUCTBDP A0 JIEKO ONANECHeHTeH, OE3UBETEH 0 CBETIOKBIT U MOXKE J1a ChAbPKa MAJIKU
NPO3pavYHy MU Ol MPOTEHMHOBH YacTHIX. ToBa HE € HeoOUYalHO 3a pa3TBOPH, ChIbPIKAIIN
npoTenHH. Simponi He TpsiOBa J1a ce U3MOI3BA, aKO PA3TBOPHT € C MPOMEHEH LBST, MBTCH HIIH

CBhIbPIKAIll BUAUMU YY>KJIM YACTUILIU.

[MompoOHu ykazaHusl 32 HOATOTOBSIHETO U MPHIIOKECHUETO Ha Simponi MpeBAPUTEITHO HAIThTHEHA
MUCAaJIKa ca JaJcHH B JIMCTOBKATA 3a IMallUEHTA.

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MATCPUAJIN OT HECTO TpH6Ba Aa CC U3XBBPJAT
B CbOTBCTCTBUEC C MCCTHUTC U3UCKBaHMU.

7. IHNPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/009 1 npeaBapuTeiHO HAIIbJIHEHA MTHCAIKA

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[aTa Ha epBO paspemasane: 1 okromspu 2009 .
Jlata Ha mocneaHo noaHoBsBane: 19 roam 2014 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

ITonpoOHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIUs 10 JiekapcTBaTa https://www.ema.europa.eu.

30



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 50 mg WHXKEKIIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBIHEHA CIIPHHIIOBKA

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB
Enna npenBaputenHo HambiHeHa cpuHIoBKa oT 0,5 ml ceappxka 50 mg romumymad™ (golimumab).

* YoBemko MOHOKIIOHATTHO aHTUTSIIO OT Kiac IgG 1k, momydeHo oT Mullia XuOpHIOMHA KJIEThYHA
nvHUs 10 pekoMOuHanTHa JIHK-TexHomorus.

ITomoliiHM BENIECTBA C U3BECTHO JIEHCTBUE
Bcesika npeaBapuTeNIHO HaIIbJIHEHA CIIPUHIIOBKA Chabpika 20,5 mg copouton (E420) Ha no3a ot 50 mg.

Bceska npeaBapuTenHo HambJIHEHa CIpUHIOBKA chabpika 0,075 mg nonucopdat 80 (E433) na no3a ot
50 mg.

3a IIBJIHMS CIIMCHK Ha IIOMOIIMHHUTEC BCUICCTBA BMXXTEC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA
MHxeKuoneH pa3TBop (MHKEKIINSA)

Pa3TBOp’LT € 6I/ICT’Bp J0 JICKO OMMaJICCIICHTCH, 6€3HBGT6H 0 CBCTIIOXBJIIT.

4. KJIMHUWYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUS

Pesmaronnen aprpur (RA)

Simponi, B komOuHaius ¢ Mmetorpekcar (MTX), e nokaszaH 3a:

° JICYCHHE Ha YMEPEHO TEXBK JI0 TSKBK aKTUBEH PEBMATOHICH apTPUT IIPH BB3PACTHH, KOTaTO
OTTOBOPHT Ha JICYEHUETO ¢ MOAMQUIMpaIny OonectTa anTupeBMaronnuu cpeacrsa (DMARD),
BKJIFOUMTENIHO M ¢ MTX, He € JocTaThueH.

. JIeYeHUE HA TEXKBK, aKTUBEH U MTPOTPECUpAIl] PEBMATOUICH apTPUT MPH B3PACTHH, KOUTO
IIpeIy TOBA HeE ca JieKyBanu ¢ MTX.

Wma nannu, ye Simponi B komOuHanusa ¢ MTX HamassiBa CKOpOCTTa Ha MPOTrpecus Ha CTAaBHOTO
YBpEeXKIaHe, OIEHEHO PEHTreHOrpadCKu, U mogo0psBa pusndeckara QyHKIHUS.

IOBeHuneH uanonaTuyeH apTpuT

Honuapmuxynapen 1genunen uouonamuder apmpum (pJI1A4)

Simponi B komOunatus ¢ MTX e mokasaH 3a JieueHre Ha MOJTHAPTUKYJIAPEH FOBCHUICH UIUONIATHYCH
apTPUT MPH Jeua Ha Bb3PACT 2 TOAMHHU U MO-TOJIEMH, KOUTO Ca UMaJId HEJOCTAThUCH OTTOBOP KbM
npenxoana tepanus ¢ MTX.

IIcopuatnuen aprpur (PsA)

Simponi, camocTosTeHO WK B KoMOuHanmsa ¢ MTX, e mokasaH 3a JiedeHne Ha aKTHBEH U
Mporpecupalll ICOPUATUUYEH apTPUT MPU Bb3PACTHU, KOTATO OTTOBOPBT Ha MPEAIIECTBAIIO JICUEHHE C
DMARD, He e nocrarbyeH. Mima nanuu, ye Simponi HaMajsiBa CKOPOCTTa Ha IPOIrpecHs Ha
nepruepHOTO CTAaBHO YBPEkKIaHE, OIEHEHO PEHTICHOTPaCKH, MPH MAUEHTH C TOJIHAPTHKYIApHA
CUMETPUYHH TIOJITUTIOBE Ha 3a00is1BaHeTo (BXK. Touka 5.1) u mogo0psBa TenecHuTe PyHKIUH.
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AKcHaJeH CIIOHTUIOAPTPHT

Anxunozupauwy cnonourum (AS)

Simponi e Moka3aH 3a JICUCHHE Ha TEKbK aKTUBEH aHKMJIO3UPAIL] CIIOHIWIMT IIPHU Bb3PacTHU, KOMTO Ca
MMaJId HeIOCTaTh4€H OTIOBOP HAa KOHBCHIIMOHAIHOTO JICUCHHE.

Hepenmeenoepaghcku axcuanen cnonounoapmpum (Non-radiographic axial spondyloarthritis,
nr-Axial SpA)

Simponi e moka3zaH 3a JedeHue NP Bb3PACTHU NALMEHTH C TEXBK, aKTUBEH HEpEeHTTeHOTrpadcku
aKCHaJIeH CIIOHAWIOAPTPUT ¢ OOCKTHBHU NMPHU3HALM HA BB3MAJICHUE, IPOSIBEH Upe3 nopuiieH C-
peaktuBeH npotenH (CRP) w/unmu e nokazan upes sgpeHo-MaruuteH pezonanc (IMP), kouto ca
MMaJId HeJIOCTaTh4eH OTTOBOP WJIHM Ca UMaJId HETIOHOCHMOCT KbM HECTEPOUIHH
npotuBoBb3nanutesnnu cpeacrsa (HCIIBC).

Yaueposen konut (UC)

Simponi e Moka3aH 3a JieueHHe Ha YMEPEH J0 TeKbK aKTUBEH YJIIIEPO3CH KOJIHT MIPH Bh3PaCcTHU
MAlUEHTHU C HEaJIeKBaTEH OTTOBOP KbM CTaHAAPTHA TEPAIHsl, BKIIOUYBAIIA KOPTUKOCTEPOUIU U
6-mepkanromypus (6-MP) win azatuonput (AZA), Wiu KOUTO UMAT HETTOHOCUMOCT WITH MEIUITMHCKA
MPOTHUBOIIOKA3aHU 33 TE€3U TEPAMUH.

[enuarpuyen yiiepo3eH koaut (paediatric ulcerative colitis, pUC)

Simponi e Moka3aH 3a JIeUeHHE Ha YMEPEH JI0 TEKbK aKTUBEH YJILICPO3CH KOJIMT IIPH MCAUATPHYHHI
MAIMEHTH Ha BB3PAaCT 2 M IMOBEYe TOAMHHU C TEJIECHO Terio Hail-manko 15 kg, kouTo ca nmanu
HEJOCTaThYCH OTTOBOP KbM KOHBEHIIMOHAIHA TepaIlKs, BKIIIOUBAIIda KOPTUKOCTSPOUIU U 6-
Mepkantonyput (6-MP) win azatuonpud (AZA), Wid KOUTO KMAT HETIOHOCHMOCT KbM WJTH
MEIUIUHCKA TTPOTUBOIIOKA3aHUS 32 TAKMBA TEPAITHU.

4.2 I[osnponlca N HAYMH HA NPUJIOKECHUEC

JledenueTo TpsiOBa /1a ce 3a0vHE U J1a Ce CIeAU OT JIEKapH CIeIUAINCTH 110 JUarHOCTHKA ¥ JICUCHUE
Ha PEBMATOHJICH apTPUT, NOJUAPTUKYJIAPCH IOBSHUJICH HIUONATHICH apTPUT, TICOPUATHYICH apTPHUT,
AHKUJIO3Mpalll CIIOHIUIINT, HEPEHTIeHOrpa)CKU aKCUAJICH CIIOHAMIOAPTPUT WJIH YIILIEPO3eH KonuT. Ha
MAIMEHTUTE, IEKyBaHHU ChC Simponi, TpsiOBa Aa ObJie MpeocTaBeHa KapTa Ha TalleHTa.

2 !O3I/I[QOBKa

Pesmamouden apmpum
Simponi 50 mg, NpuIIOKEH BEJHBX MECEYHO, HA €/JHA U ChINa JIaTa.
Simponi TpssOBa aa ce npuara ¢cebTeTBaI0 ¢ MTX.

Tcopuamuuen apmpum, aHKULO3Upauy CHOHOULUM UTU HEPEHMSEeHOZPAPCKU aKCUAIeH
CHOHOUNOAPMPUN
Simponi 50 mg, MpuI0’KeH BEIHHX MECEYHO, Ha €/IHA U ChIIA JaTa.

3a BCUYKH U30POCHHU MO-TOPEe MOKa3aHUs HATUYHUTE TaHHU TOBOPST, Y€ KIMHUYEH OTTOBOP
00WKHOBEHO ce nocTura cief 12 no 14-ceqmudano nedenue (cnen 3-4 nosu). [lpu nanuentu 6e3 naHHHA
3a TepaneBTUYCH e(heKT Ipe3 TO3U IMEePUO/T MPOIBIDKABAHETO Ha JICUSHUETO TPSAOBA J1a CE MPEOICHH.

[ManuenTu ¢ TenecHo Terio Hax 100 kg

3a BCHUKU M30pOEHH MO-rope Mmoka3aHus npu naueHt ¢ RA, PsA, AS wim nr-Axial SpA ¢ tenecHo
terno Hax 100 kg, mpu kouro cien 3 1o 4 1031 He ce MOCTUTHE 3aI0BOJIUTENICH KITMHUYCH OTTOBOP,
MOJKE J1a c€ 00CH/IU MMOBHUIIIaBaHEe Ha J103aTa Ha roiuMymad a0 100 mg BeaHBK MECEUHO, KaTo Ce
B3€M€ MpeIBUI MOBUIICHUAT PUCK OT OINPEENICHH CEPUO3HU HEXeJIaH! PeaKK NPy 103aTa OT

100 mg B cpaBHeHHE ¢ no3ata oT 50 mg (Bx. Touka 4.8). [Ipu nanmenTn 6€3 JaHHU 3a TEPaNeBTUYCH
edekr cien 3 10 4 AONBJIHUTENIHHU 1034 0T 100 mg npoabKaBaHETO Ha JICUSHUETO TPsIOBa 1a ce
MIPEOIICHH.
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Honuapmuxynapen 1oenunen uouonamuier apmpum

[Ipu mena ¢ TenecHo terio Hai-manko 40 kg Simponi 50 mg ce nmpusara BeOHBX MECEYHO, HA eTHa U
Chlla JJaTa BCEKU Mecell. 3a IPUIIOKEHUE IIPU Jela ¢ IoJIMapTUKYJIapeH FOBEHWIEH UIUONaTHIeH
apTPHUT € TeNECHO Terno no-mMaiko ot 40 kg e nanmuana 45 mg/0,45 ml npeaBapuTeTHO HAITBITHEHATA
ncajKa.

OT HaJIUYHHUTE JaHHU CC Ipearojara, 4€ KJIMHU4YCH OTTOBOP OOMKHOBEHO C€ IMOCTHTA B pPaMKUTC Ha 12
a0 14 CCOAMUIM JICUHCHUC (CJ'IG,I[ 34 ,Z[O3PI). HpI/I Acla, IIpru KOUTO HAMA JAHHU 3a TCPAIICBTUYHA I10JI13a B
PAMKUTC Ha TO3U IEpUOA OT BPpEMC, NIPOABIDKABAHCTO HA JICUCHUCTO TpSI6Ba Ja Cc€ mpepasricaa.

Yayeposen konum npu evspacmmuu

[MamuenTn ¢ TenecHo Terio nox 80 kg

Simponi ce npuiiara karo HavanHa a03a ot 200 mg, nocneasana ot 100 mg npe3 BropaTta ceaMHIia.
IIpu marueHTH ChC 3aI0BOJTUTENICH OTTOBOP TpsiOBa na ce mpuiarat 50 mg Ha ceaMuIia 6 u ciex ToBa
Ha Bceku 4 cenmuity. [lanueHTHTE C HE3aIOBOIUTENEH OTTOBOP MOXKE 1A C€ MOBIUSAT TOJI0KUTEITHO
OT MpOAbIDKaBaHe Ha JieueHneTo ¢be 100 mg Ha cemmuIia 6 U clie/r ToBa Ha BCEKHU 4 ceIMUIH (BK.
Touka 5.1).

[MTammenTn ¢ TenecHo Terio 80 kg u moBeue
Simponi ce npuiiara karo HayanHa g03a ot 200 mg, mocneasana ot 100 mg npe3 BropaTa ceMHUIIA, a
cien ToBa 100 mg Ha Bceku 4 cenMuUIH (BXK. Touka 5.1).

Ilo BpEMC Ha IMMOAABPKAIIOTO JICUCHUEC 103aTa HA KOPTUKOCTCPOUAUTE MOKE Aa CC HAaMaJIn
IMOCTCTICHHO CBHIVIaCHO PBbKOBOACTBATA B KIIMHUYHATA IIPaKTUKa.

Criope1 HATUYHUTE TaHHU, KIMHUYEH OTrOBOp ce mocTura 12-14 cenMuIiy ciies 3amoYBane Ha
nedyerneto (cien 4 no3u). [Ipu marueHTH, Mpu KOUTO MPE3 TO3U NEPUOJ] HsIMa TaHHU 33 TepaleBTUIHA
moJi3a, TpsIOBa Jga ce OOMICIIN TIPOIBKABAHE HA JICUCHUETO.

Heouampuuen ynyeposen koaum (pUC)
[penopbuntennara 103a Simponi Mpy NaMEHTH HA BB3PAcT OT 2 710 17 TOAMHY ¢ YIIepO3eH KOJIHUT

ce ocHOBaBa Ha TenecHoTo Terno (Tabmuna 1). Simponi ce npuiara 4pe3 MOAKOKHA HHKECKIIHSA.

Ta6auuna 1: /loza Simponi npu nexMaTpuyHu NANUEHTH € YJIIePO3eH KOJIUT

Terjo Ha HNuaykuuoHHa g03a IHoaabp:xama g03a, He3aabkuTe THO
nmamueHTa 3amoyBaIia Ha HaMaJIeHHe Ha
Ceamuua 6 NMOJIbP:KAIIATA 103a*

>80 k e 200 mgHna ceamuna O u (¢ 100 mg Ha Bceku Henpunnoxnumo
B & e 100 mg Ha ceamuiia 2 YETHUPHU CEIMHULIN
>40 kg 10 <80 k 200 mg Ha cenmuna O 1 |o 100 mg Ha BCeKH e 50 mg Ha BCEKH YETUPH
B & & 100 mg Ha ceamuiia 2 YETUPU CEIAMHLIU CeIMUIHA
>15 ke 10 <40 k 100 mg Ha cenmuna O 1 |o 50 mg Ha BcekH e 25 mg Ha BCEKH YETHUPH
B & & 50 mg Ha ceamuia 2 YETUPU CEIAMHLIU CeIMUIHA
* .HCKap}IT MOZK€E [1a [IOMUCIIN 3a HaMaJIsIBaHEC Ha NMMOAAbpIKalllaTa 103a IIPpU IMallME€HTH B PEMHUCHA Ha UIIN CJIE[

ceamuiia 54.

3a 103UpOBKaTAa U MPHIOKEHUETO Ha 25 mg romumymad BuxkTe Touka 4.2 ot KXII Ha 45 mg/0,45 ml
WH)KEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBJIHEHA IMHCAJIKa.

3a no3upoBkaTa u npuiaoxenueTo Ha 100 mg roaumymad Buxre Touka 4.2 ot KXII Ha 100 mg
WH)KEKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA.

HannynauTe nanHu npennosiarar, 4e KIMHUYEH OTTOBOP OOMKHOBEHO ce TIOCTHTa B paMKUTe Ha 12 10
14 cenmunm ot neuenneto (caen 4 nos3u). [IpogpmkaBanero Ha TepanusTa TpsiOBa 1a ce mpepasrieaa
IIPH Je1la, KOUTO HE MTOKa3BaT JaHHU 3a TepaleBTHYHA [10J13a B pAMKUTE Ha TO3H MEPHOA.
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IIponycHara noza

AKO ManyeHThT 3a0paBy Ja CH HHXKEKTUpa Simponi Ha IUTaHUpaHaTta aaTta, Tod TpsiOBa 1a cu
WH)KEKTHpa MPOITycHAaTa 1032 BeJHara I[0OM CH CIIOMHHU 3a ToBa. [lanmenTure Tpa6Ba 1a 6baaT
WHCTPYKTHPAHU Jla HE CH MHXKEKTHUPAT ABOWHA /1033, 32 JIa KOMIIEHCHPAT IpOoIycHaTaTa.

CrnenpamaTa 103a TpsOBa 1a Ob/ie MPUIIOKEHA CITOpE] TAJACHUTE M0-I0Ty IPETIOPBKH:

° AKO OT ompezieNieHrss MOMEHT 32 HHXEKTUPaHE Ha 103aTa ca MUHAJIU ITO-MaJIKO OT 2 CEIMULIH,
MAIMCHTHT TPSAOBA J1a CH HHYKEKTHpPa MPOITyCcHATaTa J103a U Jia MPOIBJIXKH 110 TbPBOHAYATHATA
CXeMa Ha MPUJI0KEHUE.

° AKO OT ompezieieHus MOMEHT 3a WHKEKTUPaHe Ha J103aTa ca MHHAJIY ITOBEYE OT 2 CEAMMUITH,
MAIMEeHTHT TPSAOBA JJa CH WHXKEKTHpPA MPOITyCHATa 032 U J1a IPeMUHE KbM HOBa CXeMa Ha
MIPUJIOKEHUE, 3al10YBallla OT MOMEHTA Ha HH)KEKTHPaHe Ha poIycHaTaTa J03a.

CrielmaiHy NOIyIaIui
Cmapuecka 6v3pacm (> 65 coounu)
He ce nanara kopekuus Ha 103aTa Mpy Xopa B CTapuecka Bb3pacT.

bvbpeuno u uepnodpobHo yepescoarne
Simponi He e U3NUTBaH MPH TE3H MOIyJIAIMY TaueHTH. He MoraT 5ia ce 1aaat npernopbsKy 3a
JO3UPOBKATa.

Ileouampuuna nonynayus

bezomacHocTTa M ehukacHOCTTa Ha Simponi Mpy MalUeHTH 1Mo/ | 8-roAnIIHA BB3PACT 3a TIOKa3aHus,
pasmuunu ot pJIA u pUC, He ca ycranoBenu. Jlunicsar nanau. Hsama croTBeTHa yrorpeba Ha Simponi
MIpH Jienia Ha Bh3pacT nof 2 roaunu ¢ pJIA umu pUC.

HauwuH Ha npuniosxeHue

Simponi e 3a moakoxHO npunoxeHue. Ciex cbOTBETHO 00yUeHHE B TEXHUKATA Ha MTOJIKOKHO
WH)XEKTHpaHe, MalMeHTUTE MOTaT Ja C€ CAMOMH)KEKTHPAT, aKO TEXHUST JeKap IPELEHH 3a
MOJIXOJIAIIIO, C TTIOCIIE/IBAI0 MEUIIMHCKO HAaOMI0/IeHHE, ako € HeoOxoaumo. [TanmenTure TpsOBa na
O0bIaT MHCTPYKTHPAHHU /1a HHKEKTHPAT Ha3HAYEHOTO KOJIMYECTBO Simponi ChIiIacHO NOAPOOHHUTE
MHCTPYKIMY 3a IPHJIOKEHHUE, TaICHU B JINCTOBKATA 32 MalMeHTa. AKO ce Hajara Ja ce IpuiIoxkar
HSIKOJIKO MHXKEKIIMH, Te TPSIOBa Jla ce MPaBsIT Ha Pa3IMuHU MECTa Mo TsII0TO. Besika mpenBapuTetHo
HaI'bJTHEHA CIIPUHIIOBKA € MpeJAHa3HaueHa 3a JHOKPATHO MPUIIOKEHNE Ha eTUH MallMeHT U TpA0Ba 1a
ce M3XBBPJIM BeHara cjiell ynorpeoa.

3a HHCTPYKIIUH 32 MPHIIOKEHUE BIDKTE TOUKa 6.0.
4.3 IIporuBomokazaHus

CBp’I)X‘-IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HMJIM KBbM HIAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

AxrtuBHa TyOepkyno3a (TB) umu npyra Texka nHPEKIHS KaTo CETCUC, KAKTO U ONOPTIOHUCTUYHN
uH(eKIHu (BXK. Touka 4.4).

YMepeHo TexKa WK TeKKa chpeuHa HepoctaTbuHocT (kimac II/IV mo NYHA) (k. Touka 4.4).

4.4 CroenuajaHm npeaynpesxaeHust U NpeANa3sHl MEPKH IIPH ynoTpeda

IIpocnenumoct
3a 1a ce mogo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JIEKAPCTBEHHU MPOYKTH, UMETO U MTAPTHHUAT

HOMEDp Ha MpHJIaraHus MPOIYKT TPsOBa Ja ObJaT SICHO 3aliCaHH.

Undeknmn

[NanuenTure TpsiOBa Aa ObAAT BHUMATEIHO MPOCICASIBAHM 32 Pa3BUTHE Ha MH(EKUNH, BKIIOUATEIHO U
TyOepKyJi03a — IIpeJy, 110 BpeMe Ha U CIIe]] Kpasi Ha JieueHHeTo ¢ ronumymad. [Ipensun ToBa, ye
SJIMMUHHAPAHETO Ha TOIMMYMad MoOXe Jja MPOABIDKH 10 5 Mecela, IpociesiBaHeTo TpsaOBa aa
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NPOIBIDKM U TIpe3 To3H nepuof. [Ipu naunenTu, pasBuiiu TexxkKa HHPEKIHU WIN CETICHC, IEYEHUETO C
roauMymab He TpsiOBa 1a mpoabibKaBa (BXK. Touka 4.3).

TlNonumymab He TpsOBa J1a ce mpuiiara MmpH MalMeHTH ¢ KIMHUYHO 3HAaYMMa aKTHBHA MH(EKIIHsL.
Koraro ce 00chk1a IprToKeHHETO Ha TONMMMyMal TpY TAIMeHTH C XpOHUYHA MHEKITUS HITH
aHaMHe3a 3a pelUINBUApaIIy HHPEKINH, TPSIOBa Ja Ce MOAXO0XK/a C TOBHUIIIEHO BHUMAHHE.
[TanuenTHTe TpsiOBa 1a OBJAT MOCHBETBAHU 3a MOTCHIIMATHUTE PUCKOBU (AKTOPH 3a MHPEKTUPAHE U
Jla TU U30srBarT.

[Manuenture, npuemary TNF Gnokepw, ca Mo-moaaTivuBy KbM Pa3BUTHE HA TEKKH HHOEKIINH.

[Ipu nanyeHTy, TeKyBaHU ¢ TOMMyMa0b, ce cbo0IIaBa 3a OaKkTepraHy (BKIFOUUTEIHO CETICHC U
THEBMOHHS ), MUKOOAKTepHalTHH (BKIIOUUTETHO TB), HHBa3UBHYM I'bOMYHH U ONIOPTIOHUCTUYHU
UHQEKIIMHU, BKIFOUUTEIIHO U C JIeTaJleH u3Xoa. Hsakou oT TexkuTe MH(EKIMK ca TOKIaIBaHu PU
ManMEeHTHU Ha CHIIBTCTBAIIO UMYHOCYIIPECUBHO JICUHCHHUE, KOCTO, B JONBJIHCHUEC KbM CETAIITHOTO UM
3a0oJsiBaHe, TH Ipepasioiara KbM pa3BuTHe Ha nHpekun. [lanuenture, pa3Buin HOBa HH(EKIUSI
110 BpEMe Ha JICYCHHUE ¢ TONUMyMal, TpsOBa a ObJaT BHUMATEIHO MIPOCIIeAIBaHH U Aa ObAaT
MOJVI0KEHH Ha LSJI0OCTHA IMarHOCTUYHA OlleHKa. [Ipu nanuenTuTe, pa3Buiivd HOBa CEpUO3HA
MH(EKINS WU CENICHC, IPHIIOKEHUETO Ha ToinMyMad TpsiOBa ga ObAe NpeKpaTeHo U Ja ce MPOBeae
MOJXOISIIO TPOTUBOMUKPOOHO MIIM MPOTHUBOI'BOMYHO JIeUeHHUE, JOKAaTO HH(pEKIUsITa He Obe
OBJIaJsHA.

[Ipu manmeHTH, )XKUBEIN WX THTYBAIIM B pallOHH, KbIETO MHBA3UBHUTE I'bOMYHU HH(EKINH KaToO
XUCTOILIA3MO03a, KOKIIUJINONIOMHUKO3a WK 0JJaCTOMHMKO3a Ca CHICMUYHHU, TOJ3UTE U PUCKOBETE OT
JICUCHUETO C rOJIMMyMald TpsiOBa BHUMATEIIHO J1a C& OOCHIAT, IPEIH Jla CE Ha3HAYHM JICUCHHUE C
roauMyMal. AKO TIpY PUCKOBH TAIIUEHTH, JIEKYBaHU C TOIMMYMa0, ce pa3BUe CEPHO3HO CHCTEMHO
3a0oIsiBaHe, TPSOBA J1a Ce MOI03MPa MHBA3WBHA I'hOMYHA HH(EKIHs. AKO € BE3MOXKHO, TMarHo3aTa u
MIPUJIOKESHUETO Ha EMITUPUYHA TPOTUBOrBONYHA TEPAITKs IIPU TE3H MALUEHTH TPSOBa Jla ce HAIpaBU
CJIeJl KOHCYJITAIUS C JICKap C OIMUT B JICUYSHUETO Ha MalMEHTH ¢ MHBAa3UBHU I'bOMYHU UH()EKIINH.

Ty6epkynosa
MMa cpoOliieHus 3a pa3BUTHE HA TyOepKyJ103a MpH MallieHTH, oy4aBainy ronuMmymad. TpsOea na ce

OT66J’IC)KI/I, Y€ B IIOBCUYCTO OT TC3U CT>O6H_16HI/I$I CTaBa BBIIPOC 3a I/I3B’LH6CJ'IO,I[pO6Ha Ty6ep1<ynosa,
H3sABsABalllad C€ KAKTO KAaTO JIOKAJIU3UPAHO, TaKa U KaTO ATUCCMHUHHUPAHO 3a00JIIBaHE.

[Ipenu 3amouBaHe Ha JIEUCHUETO C TOIMMYMa0d, BCHUKY MaLlMEHTH TPsiOBa 1a ObAaT OLEHEHH KaKTO 3a
aKTHBHA, TaKa U 3a HEaKTHUBHA (,,1aTeHTHA ) TyOepKyio3a. OueHkara TpsiOBa Aa BKIIOUBA 00CTOMHA
MeAMIMHCKA aHAMHEe3a ¢ JIMYHa aHaMHe3a 3a TyOepKyJi03a WK Bb3MOKEH MpPeAIecTBaIl KOHTAKT ¢
TyOepKyJi03a 1 MHHAJIO W/WIIN HACTOSIIO HMYyHOCYIIPECHBHO JieueHHe. TpsiOBa Jia ce N3BbpIIaT
CHOTBETHHUTE TECTOBE 32 CKPUHHMHT, T.€. KOXKEH TYOCpKYJIMHOB TECT MM KPbBHH U3CIICABAHUS U
peHTreHorpadus Ha rphACH KOII, HAa BCHYKH MaIllMeHTH (MOXKE J1a ca B CHJIa MECTHU M3UCKBaHUS).
[IpenopbuBa ce pe3yaTaTuTe OT Te3W U3CIEABAHMS Ja Ce 3alluIIaT B KapTara Ha nanuenTa. Hamomus
ce Ha MpeINICBaLINTE JISKApH 32 PUCK OT (aINBO OTPULATEIHHN PE3YATATH IIPH KOXKEH
TyOepKyJIMHOB TECT, 0COOEHO MPH TEKKO OOTHHI WM UMYHOKOMIIPOMETHPAHH MMAIlUCHTH.

Axko ObJie TUArHOCTHIIMPaHa aKTUBHA TyOepKyI03a, He TpsOBa Ja ce 3amouBa JICUeHHE ¢ ToJTUMyMad
(Bk. Touka 4.3).

ITpu cpMHEHHME 3a TaTeHTHA TyOepKys103a, TpSOBa J1a ce HapaBU KOHCYJITALMS C JIEKap C OIMUT B
JieYeHHeTo Ha TyOepKyio3a. IIpu Bcuuku onucanu mo-1oiy ciiydad TpsOBa BHUMATEIHO J1a ce
IpENeHH ChOTHOIIECHUETO M0JI3a/PUCK Ha JICYUCHUETO € ToIUMyMao.

AKo ObJle TUarHOCTHLIMPaHa HeaKTHBHA (,,JJaTeHTHA”) TyOepKyJ103a, IPeIy 3aIll04BaHe Ha JICYEHHETO C
roauMymad TpsiOBa J1a ce 3all04He JICYCHHE 3a JIATeHTHA TyOepKyJio3a ¢ MPOTUBOTYOEpKYI03HH

CpeacTtBa B CbOTBETCTBUC C MECTHUTEC U3UCKBAHMS.

[Ipu manmeHTH, KOUTO UMAT HAKOJIKO PHCKOBHU (haKTOpa 3a TYOEpKYyJI03a MM 3HAYUMHU PUCKOBU
(hakTOpH M OTPHUIIATEIHO U3CIIECJBAHE 32 JIATEHTHA TYOepKyJ03a, TpsiOBa j1a ce 00ChIH MPOBEKIAHE HA
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JICYEHUE C MTPOTUBOTYOEPKYIO3HHU CPEICTBA IPEH 3a0YBaHEe Ha JISYCHUETO C TOIMMyMal.
HasnauaBaHeTo Ha TyOepKyJIOCTATHYHO JeUEHHUE, TIPEIHU J1a CE 3all0YHEe IPUIIOKEHHE Ha TOIMMyMao,
TpsiOBa Ja ce 00CHIM U MPH MALKMEHTH ¢ aHAMHE3a 3a JaTeHTHA WU aKTHBHA TyOepKyJ103a, IPH KOUTO
HE € CUTYPHO, Y€ € MIPOBEXAAHO aIeKBAaTHO JIeUeHHE C TPOTUBOTYOEPKYIO3HH CPEICTBA.

[Ipu nauyeHTy, 1eKyBaHU ¢ TOIMMYyMa0, ca Bb3HUKHAJIM CIIydyad HA aKTUBHA TyOepKyJio3a 1o Bpeme
Ha ¥ CJIefl JIeUeHHe 3a JaTeHTHa TyOepkyio3a. [lannenture, mpueMainy ronumymao, TpsioBa CTpUKTHO
Jia ce MPOCHeAsBaT 3a MPU3HALM U CUMIITOMH Ha aKTHBHA TyOEpKyi03a, BKIIOYHTEIIHO NAlMEHTHTE,
KOHMTO Ca MMaJ{ OTPULIATEIHO U3CTeIBaHE 3a JIATCHTHA TyOepKyJ03a, HallueHTH, KOUTO ca Ha JeUeHHE
3a JJaTeHTHa TyOepKyo3a U NalyueHTH, KOUTO ca OWJIH JIEKYBaHH 3a TYOepKYJI03HA HH(DEKITHSL.

Bcewnuky nanmenTn TpsaOBa 1a ObaT MOCHBETBAHHM J1a IOTHPCIT MEIMIIMHCKA TOMOII, aKO 110 BpeMe Ha
WITH CJIeJT JICYCHHE C TOIMMYMal ce TIOSBST IMPU3HAIM/ CUMIITOMHE, KOUTO MPEAIOoJaraT Halu4nue Ha
TyOepKyIio3a (Harp. IpoIbJKUTENHA KallUTiIa, OTCIadBaHe/3aryda Ha Terio, cyoheOpuianTer).

PeaktuBanus Ha BUpyca Ha xenatut B

[pu nanmentu, nexkyBanu ¢ TNF-aHTaroHUCTH, BKIFOUUTEITHO TOMTUMYyMa0, KOUTO ca XPOHUYHH
HOCHUTEJH Ha BUpYyca Ha xenatuT B (1.e. ca HBsAg-nonoxurennn), e HabI0AaBaHO peakTUBUpPaHE Ha
Bupyca. Hsakou oT ciydauTe ca OMIH ¢ eTaneH U3Xoz.

[TanuenTure TpsiOBa na ObaaT uiciaenaanu 3a HBV uHdekius npeau 3amovpane Ha JICUCHUE C
roxumymab. [lpu manumentu, kouto ca mozutueHU 32 HBV undekuns, ce npenopbruBa KOHCYATALUS C
JIeKap, KOMTO MMa ONMUT B JICYEHUETO HA XEMATUT B.

Ilo BpeMe Ha eUyeHHETO U HAKOJIKO Mecela cies kpast My Hocutenute Ha HBV, nipu xouto ce Hanara
JIeYCHHE C TONUMyMal, TpsAOBa Aa ObJaT BHUMATEIHO NPOCIEIIBaHM 32 IPU3HALM H CUMIITOMH Ha
aktuBHa HBV undekus. HaMa gocTaTsyHO JaHHU 3a CHITBTCTBAIIO JeUeHUE Ha HocuTenTe Ha HBV
¢ TNF-aHTaroHucT ¥ NpOTUBOBUPYCEH IIPENAapar C LieJl IPeAoTBpaTsIBaHe Ha peakTuBauusata Ha HBV.
[Ipu nauyeHTH, IPU KOUTO BUPYCHT HA XEMATHT B ce peakTHBHpa, JIEICHUETO ¢ ToIuMyMab TpsOBa na
ce cIpe U Ja ce 3armoyHe e(hpuKacHo MPOTHBOBUPYCHO JICUEHHE C MOIXO/ISAIIO IO IbPKAIIO JICUeHHE.

3mokavecTBeHU u AuMQonponudepaTHBHE 3a00IIBaHUS

He e u3BecTHa moTeHIManHaTa pois Ha JedeHueto ¢ TNF Omokep 3a pa3BUTHETO Ha 37I0KAYECTBEHH
3360JI$[B3HI/ISI. BB3 ocHOBa Ha HAJIMYHUTE JaHHU KbM HACTOSAIINA MOMCHT HE CC€ U3KJIIOYBA €BCHTYAJICH
PHCK 3a pa3BUTHE Ha TUM(OMH, JIEBKEMUSI UITH IPYTH 3JI0KAa4€CTBEHH 3a00IIBaHUS TIPU MAIHECHTH,
nexyBanu ¢ TNF-anTaronuct. TpsOBa 11a ce moaxoxaa ¢ OBUIIICHO BHUMAaHHUE MIPH 3all0YBaHEe Ha
nedenue ¢ TNF Oyokep npu nalMeHTH ¢ aHaMHe3a 3a 3JI0KaYeCTBEHO 3a00IIIBaHe WK TTPH
npoab/bkaBaHe Ha jieueHue ¢ TNF Onokep npu naiyeHTH, pa3BUIM 3JI0Ka4eCTBEHO 3a00JI1BaHe.

3noxkavecmeenu 3a60198anua NP NEOUAMPUYHU NAYUEHMU

B moctMapKkeTHHIOBH YCIIOBHS UMa ChOOIIEHNS 32 3JI0KAaUeCTBEHU 3200 sIBaHNs, HAKOM C (aTaieH
U3XO0J, TIPH JIel1a, IOHOIIN ¥ MIIaJH X0opa (10 22-roAuiiHa Bb3pacT), JekyBanu ¢ TNF-6mokepu
(mavyano Ha jgeyeHneTo < 18-rogumHa Bp3pact). [Ipubnu3uTenHO MONOBUHATA OT TE3H CIIyYaH ca
mumpomu. JIpyrute cimydan oOxBamaT pa3iiiHy 3JI0KAYeCTEHH 3200 SIBaHNs, BKIFOYUTEIIHO PEIIKU
3a00s1BaHUs, 0OOMKHOBEHO CBBP3BaHU ¢ UMyHocympecus. [Ipu nena u roHomu, nexysanu ¢ TNF-
OJI0KepH, HE MOJKE J1a C€ M3KIIOYHM PHCK OT Pa3BUTHE HA 3JI0KAUECTBEHU 3a00JIsIBaHUS.

Jlumgom u nesxemus

B koHTpONMpaHuTe eTany Ha KIMHUYHUTE W3NUTBaHus Ha Bcuuku TNF Oj0kepH, BKIIOYUTEITHO
roJauMymal, npy nanueHTuTe Ha nedeHne ¢ TNF-anTaronuct ca HaOIro1aBaHu MOBEYE CITyYal Ha
pa3BUTHE Ha JIUM(POM B CPaBHEHHE C MAIUCHTUTE OT KOHTPOIHHUTE TPYNH. B KIMHUYHUTE U3MUTBAHUS
Ha Simponi ¢aza lIb u Il npu naunentu ¢ RA, PsA un AS yecroraTa Ha pa3BuTHe Ha TUMGPOM IPU
NalKUeHTHTE, JEKyBaHH C TOJIMMYyMal, € I0-BUCOKa OT CpeAHaTa 3a obmaTa nomyianusi. CboOIIeHu ca
CJIydad Ha JICBKEMHUsI [TPU TTALMEHTH, JIEKyBaHH ¢ TonmumyMa0. [Ipu nanueHT ¢ peBMaToOHICH apTPHUT C
roJisiMa JIaBHOCT M BUCOKa aKTHMBHOCT Ha BB3NAIUTEIHOTO 3200JIsIBaHe CHIICCTBYBA MOBUIIICH PUCK OT
nosiBa Ha TUM(OM U JICBKEMHS, KOETO YCIOKHSBA OLICHKATa Ha PUCKA.
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[Ipu nauuentu, nexyBanu ¢ aApyru TNF-01okepu ca cho0maBany peaKy CIydan Ha XeNaToJMeHaIeH
T-knerpuen numdom (HSTCL) B mocTmapkeTHHIOBuUS iepuos (BK. Touka 4.8). To3u psaapK TUI
T-knerpyeH TMMEGOM € C MHOTO arpecUBEH X0/ Ha 3a00JIIBAaHETO ¥ OOMKHOBEHO 3aBbPIIIBA JICTAITHO.
[ToBeueto OT cirydanTe ca Bh3HUKHAIM IIPH IOHOIIH U MBXKE B MJIaJ1a BB3PacT, KaTO MOYTH BCHYKH ca
OWIM Ha CHITBTCTBALIO JICUCHHE ¢ a3aTHONPUH (AZA) unn 6-mepkanTonypuH (6-MP) 3a
BB3NATUTETHO 3200 BaHe Ha yepBaTa. [loTeHnuanmauaT puck npu komOunupane Ha AZA unu 6-MP c
roauMymat TpsiOBa BHUIMATEIHO Jla ce OOMHCIH. PHCKBT 3a pa3BUTHE HA XeNaTolueHaneH T-KiIeThueH
nuMdom mpu nauneHty, aexyBanu ¢ TNF-010kepu, He MOXe Ia ce H3KITIOYH.

3nokauecmeenu 3a00a586aHUs, PAZTULHU OM TUMPOM

B koHTpONHpaHuTE eTany Ha KIMHUYHUTE U3MUTBaHU Ha Simponi ¢a3za [Ib u 11 npu nanuenTtu ¢
RA, PsA, AS u UC uectoTaTa Ha 3710Ka4eCTBEHHUTE 3a00ISIBAaHHS, PA3IINIHHA OT TUMPOM (C
M3KIIIOYCHUE Ha HEMEJIAHOMEH KOXKEH PakK), € CXOHa MEX/1y MallMEHTUTE Ha JICYCHUE C TOJTUMyMal U
TE3H OT KOHTPOJHHUTE TPYIIH.

Lucnnazus/kapyunom Ha 0ebenomo yepeo

He e u3BecTHO manu IeUCHUETO ¢ roauMyMal MOBIHABA PUCKA 32 Pa3BUTHE HA AUCILIA3US WIH
KapLUHOM Ha Ae0enoTo 4epBo. Ha BCHUKM MallMeHTH ¢ yAepo3eH KOJIUT, KOUTO Ca C MOBHUILECH PUCK
3a AMCIUIA3Us WM KaplMHOM Ha 1e0enoTo yepBo (Hamp. NalUeHTH C IBbJITOTOIUILIEH YIIEPO3eH KOIUT
WY TbPBUYCH CKIIEPO3UPAI XOJIAHTUT) WM KOUTO UMAT aHaMHe3a 3a JAHUCIUIA3US MM KapIIMHOM Ha
ne0enoTo uepBo, TpsIOBa PEIOBHO Ja Ce MPaBH CKPUHUHT 32 JUCIUIA3Hs MPEAN TeparusiTa U B Xo/1a Ha
3abomsiBaneTo. To3u mperyien TpssOBa Ja BKIIOYBA KOJIOHOCKONMS U OMOTICHS ChIIACHO HALIMOHATHUTE
pBKOBOJCTBA. [IpH ManieHTH ¢ HOBOJMATHOCTHIIUPAHA JUCIUIA3Hs, JIEKYBaHHU C TOIMMYMao,
PUCKOBETE U MOJI3HUTE 32 OTACIHUTE MAIMEHTH TPAOBa BHUMATEIIHO J1a C€ MPELEHAT U Jla ce 00MHCIn
JaNi 1a ce MPOIBIIKY TEePaIUsTa.

B CKCIIOPAaTOPHO KIIMHUYHO U3IHUTBAHC 34 OLICHKA Ha IMMPUJIOKECHUCTO Ha FOJ]I/IMYMa6 IIpyU Mau€HTHU C
TEXKa MepCUCTUpAllla acTMa ca JIOKJIAJBaHH MOBeUe ChOOIIECHHS 3a 37I0KaYeCTBEHH HOBOOOPa3yBaHHsI
MIPH MAIUSHTHUTE, JICKYBaHH C TONMUMyMa0, B CpaBHEHHE C TAIIMEHTUTE OT KOHTPOJIHUTE TPyIH (BXK.
Touka 4.8). 3HaUMMOCTTa Ha T€3HU PE3yATaTH HE € U3BECTHA.

B ekcruiopaTopHO KIMHUYHO M3MUTBAHE 3a olieHKa Ha Apyr TNF-anTaronuct — nadumukcumao, npu
MalKMEHTH C YMEPEHO TeXKa JI0 TeXKa XpOHUIHA 00CTpyKTUBHA OenoapoOHa 6onect (XOBB), ca
JIOKJIaJIBAHH [TOBEYE ChOOICHUS 3a 3JI0KAYSCTBCHU 3200 IIBaHUS, TPEIUMHO Ha OeIust Ipo0 UiIu
rJIaBaTa U WIHSTa, IPU NAlUEHTHUTE, JIeKyBaHH ¢ MH(IMKCHMa0, B CpaBHEHHE C MALUCHTUTE OT
KOHTPOJIHUTE Tpynu. Benuku nanuenTH ca Oumy Texku mymayn. CiaenoBaTeHo TpsOBa aa ce
IIO/IX0%K/1A C TIOBUILIEHO BHUMAHUE IIPU MPUIIOKEHUE Ha KOUTO U Aa € TNF-aHTaroHucT npy nauueHTu
¢ XOBBb, kakTo U Mnpu NanKUeHTH C MOBHUIIEH PUCK OT pa3BUTHE HA 3JI0KAYECTBEHO 3a00IIsIBaHE MOpaIu
TIOTIOHOMYLIEHE.

Paxk na xoscama

[Ipu manmenTwn, nexyBanu ¢ TNF-0nokupamiu cpe/icTBa, BKIFOUHUTEIIHO TOTMMyMab, ce cholIaBa 3a
MemanoM u Merkel-kierpueH kapuuHOM (BxK.Touka 4.8). [IpenopbuBaT ce neproanyHu
JICPMAaTOJIOTUYHU TIPETJICH, 0COOCHO MPH MALMEHTH ¢ PUCKOBU ()aKTOPH 3a paK Ha KOXKaTa.

3acroiiga cepaeyHa Henocrarpunoct (3CH)

CroO0IIeHu ca cilyvan Ha BIOIIaBaHe Ha 3acToliHa chpaeuHa HenoctaThyHOCT (3CH) n mosiea Ha 3CH
npu TNF 6noxepu, BKIounTenHO U TomumyMad. Hskon oT ciayyante ca ¢ ietaneH uzxos. B
KIIMHUYHO n3nuTBaHe Ha Apyr TNF-aHTaroHucT ca HabOarogaBaHu BIOIIaBaHe Ha CHIIECTBYBAIa
3aCTOMHA ChpJIcUHA HEIOCTATHUYHOCT U MOBHUIIICHa CMBPTHOCT B pe3ynraT Ha 3CH. [Nomumymab He e
npoyuBaH 1pu nanueHty ¢b¢ 3CH. INonuMymab TpssOBa aa ce mpuiara ¢ MOBHILIEHO BHUMaHHUE MTPH
MAIMEeHTH C JieKa cbpaedHa HegoctaTbuHOCT (kiac I/II mo NYHA). [Tanmnentute TpsiOBa ga 0b1at
BHUMATEITHO MTPOCIIE/IIBAHU U IIPY ITOSBA WITU MPOTPECHPaHe Ha CHMIITOMHTE Ha ChpJeYHA
HEJI0CTaTHFYHOCT MPIIIOKCHUETO Ha TONMMMYyMal TpssOBa fa Ob/e mpeKpaTeHo (BX. Touka 4.3).
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Hesposornunu crouTHs

[Ipunoxenuero Ha TNF-aHTaroHucT, BKIIOUYUTETHO U TOIMMYMa0, € CBBP3aHO ChC CIIyyaH Ha MosiBa
nIn e1<3auep6au1/1;1 Ha CUMIITOMHUTE W/WIIH PEHTITCHOJOTHYHUTE JaHHU 3a JEMHUCIIMHU3HUPALU [TPOLECHU
Ha IIeHTpaJIHaTa HepBHA CHCTEMA, BKIIIOUMTEITHO MHOXKECTBEHA CKIIEpo3a U NepudepHu
JEMHUETMHU3NPAIIY HapyeHus. [Ipyu manuenTy ¢ npeAmecTBamo Uil HOBOIIOSIBUIIO CE
JeMUEIMHU3UPAILO HAapyIICHHE TPsIOBa BHUMATEIHO /1a CE MPELEHN ChOTHOILLIEHUETO PUCK/TION3a OT
neuenneto ¢ TNF-aHTaroHucT, npenu a ce 3anovHe JieueHue ¢ romumymad. TpsoBa a ce o0chau
IpeKpaTsBaHe Ha JICYEHHETO C TOJTMMyMal, ako Bb3HUKHAT Te3U HapylleHus (BX. Touka 4.8).

Oneparuu
OnuThT 1O OTHOIIICHUE Ha 0€30MAaCHOCTTA HA TOJIMMYMa0 CKOPO Clie] XUPYPrHYHU HHTEPBEHIINH,

BKJIIOUMTENTHO M apTPOIUIACTHKA, € OTpaHIueH. AKO ce IUIaHUpa XUPypruyHa UHTEPBEHLMS, TPsOBa na
ce B3eMe€ MPEBUJ IBITUAT ITOIYKUBOT HA JIEKAPCTBEHUS MPOLYKT. IlaliueHT, pu KoroTo ce Hajara
XUPYPTrUvHA HHTEPBEHIIMS 110 BpeMe Ha JICYEHUETO ¢ TOIMMyMal, TpsaOBa Jia ObJie BHUMATEITHO
npociensBaH 3a pa3BUTUE HA HH(EKLUH, KaTO IIPU HY>KAa TpsAOBa Aa ce B3eMaT ChbOTBETHUTE MEPKH.

HmyHocynpecus

Tsit kaTo TNF € MeauaTop Ha BH3MaJCHUETO U MOBIMIBA KJIECTHUHUS UIMYHEH OTTOBOP, ChILIECTBYBA
BepossTHOCT TNF-anTaroHucTHTE, BKIIFOUUTEIHO U TOIMMYMa0, J1a 3acsTaT 3alliTaTa Cpelry
WHQEKIIMU ¥ Pa3BUTHE HA 3JI0KAYECTBEHH HOBOOOpa3yBaHMsI.

ABTOMMYHHH IPOLIECU

OtHocutenuuat nedunut Ha TNFo, npuanneH ot nedenueto ¢ TNF-anTaronucT, Moxke fa JoBefie 10
OTKIIFOYBAHETO Ha aBTOMMYHHU MPOIIeCH. AKO ClIe]] IPUIIOKESHHE Ha TOTUMYMal ce pa3BUAT
CUMIITOMH, XapaKTEPHHU 32 JIYIyC-110100€H CHHPOM, U aHTHTE IaTa cpelly ABoriHoBeprxkHaTa JJTHK
ce TIO3UTUBHUPAT, JICUCHUETO C TOIMMyMal TpsiOBa Jia ce mpeyCcTaHOBH (BXK. Touka 4.8).

XeMaToJIOrHYHY PEeaklny

Nma cpoOieHns 3a ciiydan Ha MaHIUTONICHHS, JIEBKOTICHUS, HEYTPOTICHHSI, arpaHyJIoNUTO3a,
aruIacTUYHa aHEMUS 1 TPOMOOLIMTONEHUS TP NAlMEHTH, orydaBad TNF O10kepH, BKIIOYUTEIHO
roauMymad. Benuku nanueHTr TpsioBa ga ObAaT MOCHBETBAHM A2 HOTHPCIT He3abaBHA MEAUIIMHCKA
TIOMOII], aKO Pa3BHSIT NPU3HAIM U CHMIITOMH, KOUTO TIPEAIIONaraT HaINYue Ha KPbBHA TUCKPA3Us
(mamp. nepcuctupail GeOpuInTeT, KpbBOHACAAAHUS, KbpBeHe, Oneanoct). [lpu manuentu ¢
YCTaHOBEHH XEMaTOJIOIMYHN aHOMAaJIMH TPsIOBa Jja ce 0OCHAN MPEKpaTsIBaHe Ha JEYCHUETO C
roJuMyMao.

CorbreTBaio npuioxkenue Ha TNF-aHTaroHUCTH U aHaKUHpa

[pu KIMHUYHY POYYBAHHS ca HAOJIOIaBaHU CEPUO3HU MH(DEKIINU U HEYTPOIICHHS IPH
CBITBTCTBAIIOTO MPHIIOKEHNE Ha aHakuHpa 1 apyr TNF Oiokep, eranepient, 0e3 TOMbIHUTETHA
KIMHUYHA non3a. [lopaau xapakrepa Ha HeXeTaHUTE PeakLuy, HaOMoJaBaH! P Ta3d KOMOMHUpaHa
Tepamnusi, CXOIHHU MPOSIBH HA TOKCHYHOCT MO>KE J1a C€ MPOSIBAT U B PE3yJITAaT HA KOMOWHALKATA OT
anakuHpa u n1pyr TNF 6mokep. KomOuHupanero Ha ronuMyMad U aHaKWHpa He ce PErnophyBa.

CoiprerBamo npwioxkenne Ha TNF-antaronuctu u abaranent

B knmMHUYHY pOyYBaHUs CHITBTCTBANIOTO NpHioxkenne Ha TNF-antaronucTy u abararent e Ouio
CBBP3aHO C ITOBUIIICH PUCK OT Pa3BUTHE HAa HH(ECKIIUU B CPABHCHHE C JICYCHUETO CaMo C
TNF-aHTaroHUCT, BKIFOYUTEITHO U Cepruo3HH HH(pEKInH, 03 ChBMECTHOTO UM MPUIOKEHUE 1a HOCH
KITMHIYHA 110132, KoMOuHMpaHeTo Ha ronuMyMab 1 abaTallent He ce MPernophiBa.

ChIBTCTBALIO NPUIIOKEHHUE C IPYTH OMOIOTUYHU JIEKAPCTBEHHU NPOJIYKTU

Hsma nocrarpuno nHGOpMAIHs 110 OTHOILIEHKE Ha ChIIBTCTBAILIATA YIIOTpeOda Ha TOIUMyMal ¢ APYTH
OMOJIOTMYHY JIEKapPCTBEHH MIPOIYKTH, H3II0JI3BaHHU 3a J€UCHHE Ha ChIIUTE 3a00JsIBaHMs, 32 KOUTO Ce
u3Mnon3Bea ronuMymad. CeIrbTCTBAIATa YIOTpeOda Ha TOJMMYyMal ¢ Te3W OMOJIOTUYHU MPOAYKTH HE ce
IpenopbyBa Mopaay Bb3MOKHOCTTA 32 TIOBUIIABAHE HAa PUCKA OT MH(EKUMS U APYTH NOTCHIUAIHU
(hapMaKoOJOTrMUHN B3aUMOICHCTBHSL.
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IIpemunasane ot equd Bux ouosiorndeH DMARD keM ipyr

Heobxomumo e moBuIIeHO BHUMAHUE U MMAIMEHTHTE TPSOBA /1a IPOABIDKAT 1a ObJaT MPOCieIIBaHu
IIpH IPEMHUHABAHE OT €IMH OMOJIOTUYCH JICKApCTBEH MPOIYKT KbM JIPYT, ThI KaTO MPUIIOKPHUBAHETO
Ha OMOJIOTMYHA AKTUBHOCT MOJKE JIOIBJIHUTEIIHO Jia MTOBUIIIKA PUCKA OT HEXEJIaHH PEaKIuy,
BKITFOUUTEITHO WH(EKITHSI.

Bakcunanmu/TepaneBTiYHN HHGEKIIMO3HU areHTH

Ha manmenTtute, 1eKyBaHu ¢ TOIMMyMa0, MOTaT J1a ce IPaBsAT BAKCUHH, C U3KIIIOYCHUE HA KUBU
BaKCHHH (BX. TOUkU 4.5 u 4.6). JlaHHNUTE 32 OTTOBOPA MPH BaKCHHUPAHE C KUBU BAKCUHH WX 32
BTOPUYHO Tpe/iaBaHe Ha HHQEKIHSI Ype3 )KUBU BAKCHHU MPH MAIIMEHTH, KOUTO Ca Ha JICUCHHUE C aHTH-
TNF npoaykTH, ca orpaHu4eHd. YIOTpeOaTa Ha )KUBU BAKCUHHU MOXKE Ja JOBEJIE 10 KIMHUYHU
MH(EKINHU, BKIIOYUTEIHO JUCEMUHUPAHN HH()EKLIUH.

[pyra ynotpeba Ha TepaneBTHUHN HHPEKIIMO3HA areHTH KaTo )KMBY aTCHIOUPAaHU OaKTepUH (HaIp.
BnuBaHe Ha BCG B MUKOYHUS MeXyp NPH JICYeHHE Ha paK) MOXKE J1a IOBEJE /10 KIMHUIHU MH(EKITUH,
BKITFOUUTEITHO JUCceMUHUpanu nHbekiuu. [IpenmopruBa ce ga HE ce Mpuiiarat TepaneBTHIHU
WHQPEKIMO3HU areHTH ChITBTCTBAIIO C FOJIUMYyMao.

AJIeprUYHU peakuuu

IIpu mOCTMAapKETHHTOBHS OMHT Ca CHOOIIEHN CEPUO3HUA CHCTEMHHU PEAKITUU Ha CBPBbXIYBCTBUTEIHOCT
(BKJTIOYMTEIHO aHA(HIAKTHYHA PEAKIIMs) CIIC]] MPUIIOKEHUE Ha rojuMyMal. Hsakou oT Te3u peakiuu
ca HACTBIWIIHU CIIe/ ITbPBOTO MPHUIIOKEHNE Ha TONMMyMal. AKO ce pa3Bre aHAPUIAKTUIHA WIH JpyTa
CEpHO3Ha allepruyHa Peakius, MPUIOKEHUETO Ha ToTMMyMal TpsiOBa J1a ce IPEYCTaHOBH U JIa ce
3alI0YHE NOAXOISLIO JICUCHHE.

Cspvxuyscmeumentocm KvM J1ameKc

KamaueTo Ha urnarta B npeiBapuTeTIHO HAITbJTHEHATA MHCATIKA WIIM TIPEBAPUTEIIHO HAIThIHEHATA
CIIPHHIIOBKA € HAIlPaBEHO OT €CTECTBEH CyX Kay4yK, ChIIBPIKAILl JIATEKC, U € Bb3MOKHO J1a IIPEIU3BUKA
aJepru4Hy peaklvy [IPU NalUeHTH, CBPbXYyBCTBUTEIHU KbM JIATEKC.

Crenyaiiy nonyJaiun

Cmapuecka 6v3pacm (= 65 co0unu)

B knmuanyan npoyuBanus daza I1I 3a neuenne Ha RA, PsA, AS u UC kato 115110 He ca 3a0ens3anu
Pa3nuKy 10 OTHOIIEHHE Ha HeXXelnaHuTe jekapctBeHu peakuuu (HJIP), cepuo3nuTe Hexenanu
nexapctenu peakiuu (CHJIP) u ceprosnure nHdexkuuy npy NauueHTy Ha 65 Wi noBede roAnHH,
JIeKyBaHH ¢ TOMMyMa0, 1 TIo-MJIaii MaueHTd. Bee mak, pu iedeHre Ha Xopa B cTapyecka Bb3pacT
Tpsi0Ba Jla ce MOX0K 1A C TOBUIIICHO BHUMaHUE, 0COOCHO IO OTHOILICHHE Ha NosiBaTa Ha nHpekuuu. B
npoyuBaHeTo 3a nr-Axial SpA He ca BKJIIOUEHH MAlMEHTH Ha Bb3pacT 45 Win noBeye roJuHH.

bvopeuno u uepnoopobno yepescoane

He ca mpoBexanu crienyaiHyu IPOYYBaHUS Ha TOJIMMYMal MPH MalMeHTH ¢ ObOpEeYHO UITH
4epHOIPOOHO yBpexkaaHe. [Ipu manueHTr ¢ HapyIIeHa YepHOApoOHa yHKIHUS ronuMymad TpsaoBa aa
ce MpuJiara ¢ OBHILIEHO BHUMaHUe (BXK. Touka 4.2).

Tleouampuuna nonyrayus

Bakcunanuu

[IpenopbuBa ce mpeau 3aro4YBaHe Ha JICUYCHHE C TOJIMMYMa0 J1a ObJaT HAllPaBEHU BCHUYUKH
MMYHU3AIMW Ha MEAUATPUIHUTE MAlUEHTH ChITIACHO HACTOSINNS UMYHH3AIMOHEH KaJeH 1ap, ako €
BB3MOXKHO (BXK. ,,BakcHHAIMK/TepaneBTUIHN HHGEKIIMO3HU areHTH * IOCOUEHU M10-TOpPe).

Tlomownu sewgecmea_c uzeecmuo oeticmeaue

Copoumon

Simponi ceabprka copouton (E420). [Ipu manueHTH ¢ peaky HacaeACTBEHN MPoOIeMH Ha
HETIOHOCHMOCT KbM (DpyKTO3a, TpsOBA Aa ce B3eMe MPEABU/ JOBITHUTEIHUAT e)EKT OT
CHITBTCTBAIIOTO MPUIIOKEHHIE HA TIPOYKTH, ChABPKAIIHA COPOUTOI (M PPYKTO3a) U XPAHUTCITHHS
npueM Ha copOuTol (rwim GpyKTo3a) (BXK. TOUKa 2).
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Hoaucop6bar 80
Simponi ceabpxa 0,075 mg nomucop6ar 80 (E433) BbB Besika peABAPUTEITHO HAITBITHEHA

cinpuHioBka [lomucopbaTute MoraT 1a IPUYUHAT aNePTUIHH PeakIiy (BXK. TOUkKa 2).

Puck 3a nekapcTBEHU IPEIKU

Simponi e pa3peliieH 3a yrnorpeda 3a Mo IK0KHO MPUII0KECHNE B KOJIMYECTBAa HAa aKTHBHOTO BEIICCTBO B
no3oBa eaunuia 50 mg u 100 mg. BaxxHo e a ce u3non3Ba NpaBUIHOTO KOJIUYECTBO aKTUBHO
BEIIECTBO B JI030Ba €UHMIIA, 32 1a O'bJIe MPUIIOKEHA TPaBUITHATA 1033, KAKTO € TIOCOYEHO B
,»J103upoBKa‘“ (Bxk.TouKa 4.2). Heo0X0MMO € MOBUIIICHO BHUMAHUE, 3a JIa CE JJOCTABU IPABUITHOTO
KOJIMYECTBO aKTUBHO BEIICCTBO, M Jla CC TapaHTHpa, Ye HAMa Cy0103UpaHe WM CBPBXA03UPAHE MPH
MaIUEHTHUTE.

4.5 B3amMmopeiicTBHE ¢ IPYTrH JeKapCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe
He ca npoBexxaanu mpoyduBaHus 3a B3aUMOJICHCTBHATA.

ChIOBTCTBAIIO MPUIIOKEHHE C IPYTH OHOTOTUYHH JICKAPCTBCHU IPOYKTH

KomOuuupaHeTo Ha roquMyMad ¢ Apyrd OMOJIOTHYHH JICKAPCTBEHU MPOYKTH, U3MOI3BAHH 32
JIeYeHHUE Ha ChIIUTE 3a00JsIBaHUsI, 32 KOMTO CE M3II0JI3Ba U TOJMMYyMa0, BKIFOUUTEIHO aHAKUHPA U
abarallenT He ce MpenopbuBa (BK. Touka 4.4).

2KuBu BakcHHW/TepaneBTHYHY WHQECKIIMO3HU areHTH
[To Bpeme Ha eyeHHETO ¢ TONMMMYMal He TPSIOBa Jla ce pUIIaraT >KUBH BaKCUHH (BXK. TOUKH 4.4 1
4.6).

TepareBTH4HU HHOEKIIMO3HU areHTH HE TPsIOBa Jia ce mpuiarat ChI'bTCTBAIIO C TOIMMYMal
(Bk. Touka 4.4).

MertoTtpekcar
He3zaBucuMo oT TOBa, 4e ChIIBTCTBAIIOTO MpUiIokeHrue ¢ MTX BoJM 10 MO-BUCOKU KOHIIEHTPAIIUU Ha

TOTMMYMal B CTAI[MOHAPHO ChCTOSTHUE TpH NanueHTH ¢ RA, PsSA wnm AS, naHHUTE HE TOBOPAT 3a
HEOOXOAMMOCT OT KOPEKITUS Ha J]03aTa HUTO Ha romuMyMad, HuTo Ha MTX (Bx. Touka 5.2).

4.6 DepruauTeT, O)PEeMEHHOCT U KbpPMeHe

KeHu ¢ 1eTepoicH MOTSHITHAI

JKenute ¢ aerepojicH moTeHIMAN TPsiOBa Ja W3MOoN3BaT e()eKTHBHA KOHTpAIICHIIHS 32 MTPEAa3BaHe OT
OpeMEHHOCT U J1a IPOIBJDKAT [ sl M3TIOI3BAT IMOHE 6 Mecela Clie] MOCISAHOTO MPHIIOKEHUE Ha
roJumMymao.

Bpemennoct
Nma npocnekTuBHO ChOpaHH JaHHU 3a yMepeH Opoi (mpubimzutento 400) OpeMeHHOCTH ¢

€KCITO3UIUS Ha TOIIMMYMa0, KOMTO Cca JOBEJIH JI0 KUBU PaXKIaHUSA C U3BECTHU PE3YJITaTH,
BKIIFOUUTENHO 220 OPEeMEHHOCTH C €KCIIO3UIUS TIpe3 MbPBUS TPUMECTHP. B monmynanuoHHO
npoyuBane oT CeBepra EBpona, BxirouBaiio 131 6pemenHoctu (1 134 kppmaueTa) ca HaOIIOIaBaHU
6/134 (4,5%) cbOUTHS Ha CEPUO3HHU BPOJICHU aHOMAJIUH CJIC]] €KCIIO3UIIUA in utero Ha Simponi
cupssmo 599/10 823 (5,5%) crOuTus ciies] cucTeMHa HeOMOJIOrHYHa Tepanus, B cpaBHeHue ¢ 4,6% B
oOrmrara mormynaius Ha mpoy4dBaneTo. ChOTHOIIEHUATA HA IAHCOBETE, KOPUTHPAHH 332 CMYIIABAIIH
(hakropwu, ca crorBetHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi cpsiMO CHCTeMHa HEOMOJIOTHYHA
tepanus 1 OR 0,95 (95% CI 0,42-2,16) 3a Simponi cripsiMmo 0011aTa Momyiamus.

Toii kaTo romumymad naxubupa TNF, npunokeHnero My 1o BpeMe Ha OpeMEHHOCTTa MOXKeE /1a
3acerHe HOpMaJHHUS UMYHEH OTTOBOP Ha HOBOPOAEHOTO. [IpoyuBanusTa mpu )KMBOTHU HE TTOKa3BaT
NPSIKO MJTM HETIPSIKO BPETHO BH3/ICHCTBHE BEPXY OpPEMEHHOCTTA, EMOPHOHAITHOTO/(ETATHOTO
pa3BUTHE U PaXKAAHETO WM MOCTHATAIHOTO pa3BUTHE (BX. TOUKa 5.3). HanmuuHUAT KINMHUYEH OMHT €
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OrpaHUYCH. FOJ'II/IMYMa6 TpH6Ba Ja C€ U3I0JI3Ba 110 BPpEMC Ha 6p€M6HHOCT CaMO aKo JICUCHHETO €
HauCTHHA HAJTOKUTCIIHO.

Tonumymab npemunaBa nipe3 mianenTara. Cnen edenue ¢ TNF-0nokupaiiio MOHOKIOHAITHO
AHTHUTSUIO IO BpeMe Ha OPEMEHHOCTTa, aHTUTSIIOTO CE yCTAaHOBSBA 10 6 Mecela B cepyMa Ha
KbpMaueTa, POICHH OT JICKyBaHHUTE JKEHH. B pe3ynTar Ha ToBa Te3u KbpMadeTa MOXKE J1a ca C
TIOBHUIIIEH PUCK OT pa3BUTHE Ha MH(peknus. He ce mpenopbsuBa NpuiiokeHNE Ha )KUBH BAKCUHH TIPH
KbpMadeTa ¢ eKCIO3UIHA Ha FoIuMyMal in utero, 6 Mecena cief mocjae HaTa HHXEKIHS C TOIUMyMal
Ha MaiikaTa 1o BpeMe Ha OpeMeHHOCTTa (BXK. Touku 4.4 u 4.5).

Kopmene
He e u3BecTHO manu romumMyMad ce eKCKpeTrpa B KbpMaTa Wil ce pe30pOrpa CHCTEMHO CIIe]T

normeiiane. [lpu MaiiMyHu e 1okazaHo, 4e TonuMyMad mpeMrHaBa B KbpMaTa U [MOHEXKE YOBEIIKUTE
UMYHOTTIOOYJIMHU C€ EKCKPETHpaT B KbpMaTa, JKEHUTE He TPSAOBa Ja KbPMST [0 BpeMe Ha JICYCHUETO C
roauMymad 1 oHe 6 Mecena ciiesi Kpas My.

DepTunuTer
He ca npoBexxaanu nmpoyuBaHus ¢ roauMyMad BepXy (pepTunuTera mpu xkuBoTHU. [IpoyuBane Ha

(epTHiIMTETA IPH MUIIKH, C U3MOI3BAaHE HA aHAJIOTUYHO aHTUTSIIO, KOETO N30MPATEIHO HHXUOUpa
¢yHknnoHanHaTa akTUBHOCT Ha Mutisi TNFo, He moka3Ba 3HaunMMU eeKTH BbpXY pepTminreTa
(Bk. Touka 5.3).

4.7 Ed¢exTn BbpXy cnoco0HOCTTA 32 modupaHe u padoTa ¢ MAIIUHA

Simponi noBnUsBa B Mallka CTETICH CIIOCOOHOCTTA 3a modupaHe 1 padboTa ¢ MamHu. Bernpeku ToBa
clieql IpUJIoXKEeHHe Ha Simponi MOXKe Jla ce TIOsSIBH 3aMaiiBaHe (BXK. Touka 4.8).

4.8 Hexenanu JekapcTBeHH peakIUU

Pestome Ha npo¢miia Ha Ge300acHOCT

[Ipe3 koHTpOIHMpaHus IEpHOJI Ha OCHOBHUTE M3MUTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
MH(EKIMs Ha TOPHUTE JUXaTEIHU IBTHILA € Onia Haii-uecTtara Hexenana peakuus (HP), kosto ce
cpobmasa npu 12,6% 0T nauueHTuTe, JeKyBaHH ¢ rorumymad B cpasHenue ¢ 11,0% npu
KOHTPOJIHUTE nanueHTH. Hali-ceprosnure HP, cbo01enu 3a ronuMymal, BKIFOUBAT CEPHO3HU
MH(EKIHN (BKIIOYUTEIIHO CEeTICUC, THEBMOHMS, TB, HHBa3WBHU rbOMYHU U OMTOPTIOHUCTHYHH
MH(EKINN), AeMUESITMHU3UPAILH HapyleHus, peaktuBauus Ha HBV, 3CH, aBroumyHnHHN npouiecu
(myryc-nofio06eH CHHAPOM), XeMaTOJIOTUYHU PEaKIiH, CEPHO3HA CUCTEMHA CBPbXYYBCTBUTEITHOCT
(BKITIOUUTEHO aHA(PUIAKTHYHA PEaKIs ), BACKYJIHT, TUM(OM U JieBKeMusl (BXK. Touka 4.4).

Tabnu4eH CIMCHK HA HEXKEIAHUTE PEaKIIUN

HP, nabGntonapany B KIMHUYHU U3MUTBAHUS U CHOOIICHY TP MOCTMAaPKETUHIOBaTa yIoTpeOa Ha
roarumMyMa0 B cBeTa, ca onrcanu B Tabnuna 2. B pamkure Ha cuctemo-opranaute kimacose HP ca
M30pOEHM T10 YECTOTa CIIOpPe]] ClIeAHATa KOHBEHIIH: MHOTO YecTH (> 1/10); wectn (> 1/100 mo < 1/10);
Heuectu (> 1/1 000 no < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro penku (< 1/10 000); ¢
HEW3BECTHA YeCTOTa (OT HATMYHHUTE JaHHHU He MOXe Jja Ob/ie HanpaBeHa olleHka). BEB Beska rpyna mo
YECTOTa HEeXEIAaHUTE PEaKINK ca TMPEACTaBeHN B HU3XO/ISII Pe/ 10 OTHOIIICHHUE Ha TSIXHATA
CEpUO3HOCT.

Tabéauna 2
TaoaudeH cnuchLK Ha HP

WNudexnyu u nndecranuu
Mmuoro yectu: MH(ekus Ha ropHATE TUXATETHU IBTUINA (HA30()apHHTHT,
(hapuHTUT, TAPUHTUT ¥ PUHHT)
Yectn: bakrepuanau napexyn (KaTo NenyuT), HHGEKIUs Ha
JOJTHUTE TUXATEeTHH MBTUINA (KATO THEBMOHHS), BUPYCHU
MH(EKINU (KaTo TPHUIl U XepIiec), OpOHXUT, CHHYHT,
NOBHPXHOCTHU I'bOWYHN HH(DEKINH, abcrec
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Heuectn:
Penkn:

Cerncuc, BKIIOYUTETHO CENTHYCH IIOK, MUETIOHEPUT
Ty0OepKyio3a, ONOPTIOHUCTUYHN HH(EKLIUH (KaTO HAIIPUMED
WHBa3MBHU I'bONYHN MH(EKIINH [XHUCTOILIA3MO3a,
KOKIMJIMOUOMHKO3a, ITHEBMOIIMCTO3a |, OaKTepraHa,
aTUIIMYHA MUKOOAKTepualiHa ¥ IpOTO30iHa HH(EKINs),
peaxkTHBaLUs HA BUpyca Ha XenatuT B, 6akrepuaneH apTpur,
UH(EKIHMO3eH OYPCUT

Heormumazmu — noOpokavecTBeHH,
37I0Ka4€CTBEHU M HEOTIPEICTICHU
Heuecru:

Penkn:
C Heu3BeCTHA YECTOTA:

Heonna3mu (kaTo pak Ha KojkaTa, CKBaMO3HOKJIEThYEH
KapIuHOM M MEJIAHOIIUTEH HEBYC)

Jlumdom, neBkemusi, MesiaHoM, Merkel-kaeThueH KapIHOM
XenaronuenaneH T-knerpueH auMdom™, capkom Ha Kaposi

Hapymenus Ha KpbBTa 1 TUM(pHATA
CUCTEMA

Yectn: JleBKomeHuUs (BKIIOUUTEIHO HEYTPOIICHHS), aHEMHUS
Heuectn: TpomOornuToneHus, NaHIUTONICHUS
Penxu: ArmutacTHuHa aHeMHMsl, arpaHyJIOIMTO3a
Hapymennsa Ha uMyHHaTa cucreMa

Yectn: Anepruyusu peakunu (OpoHXOCHa3bM,
CBPBXYYBCTBUTEIHOCT, YPTUKApHs), TO3UTHBUPAHE HA
aBTOAHTHUTEIA

Penxn: CepHoO3HH CHCTEMHH peakLU Ha CBPBbXIYBCTBUTEIIHOCT

(BKJIHOUMTEIHO aHA(DUIAKTHYHA PEaKIIKs), BACKYJIUT
(cucTemeH), capKouI03a

Hapyuienus Ha eHgoKpUHHATA
cucreMa
Heuecrtu:

Tupounnnu HapymeHus (KaTo XUMOTUPEOUAUIBM,
XUIEPTHPEOUINZBM U CTPYMa)

Hapymenus Ha MeTabonusma u
XpaHEHETO

Hedectn: TloBuiaBaHe Ha HUBaTa Ha KPBbBHATA 3axap, MOBHIIABAaHE Ha
HHUBATA HA JUIUINTE
[cnxuunu HapyILeHUs
UYectu: J[lempecus, 6e3chHUE
Hapyuienus Ha HepBHaTa cucTemMa
Uectu: 3amaiiBaHe, r1aBoOOIHe, TAPECTE3UL
Hewectn: Hapymeno paBHoBecue
Penxu: JleMuenuHH3MpaIy HapymeHUs (LIEHTPATHH WIH
nepudepHy), TUCTeY3Us
Hapymenus na ounre
Heuectn: Hapyiuenus Ha 3peHHeTO (KaTo 3aMbBIIICHO 3pEHUE U
HaMmaJeHa 3pUTellHa OCTPOTA), KOHIOHKTHBHT, aJepTus Ha
ounte (KaTto chbpOEkK B OUUTE U JIPa3HEHE)
ChbpaeyHu HapyLeHUs
Heuvectn: ApuT™mus, HICXeMUYHU KOPOHAPHU HAPYIICHHUS
Penxu: 3acroiiHa chbpAeyHa HEAOCTATHUYHOCT (HOBOMOSABUIIA CE MIIH
BJIOIIABAHE Ha BeUe ChIIECTBYBAIA)
Cb1oBu HapyLIEHUS
Uectu: AprepuanHa XUIEPTOHUS
Heuectn: Tpombo3a (kato ap100Ka BeHO3HA TPOMOO03a HITH Tpombo3a
Ha aopTara), 3a4epBsiBaHe Ha JHULETO
Penxu: ®enomen Ha Raynaud
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PecniupaTopHu, rppaHu U
MEINACTUHAIHN HapyIIEHUs

Yectu:

Heuectu:

AcTMa ¥ CBBP3aHH C aCTMaTa CUMIITOMH (KaTO XpUIITEHE U
OpoHXHaIHA XUIIEPAKTUBHOCT)
WnTepcrunmanua 6eaoapodHa 6onect

CroMaIHo-4peBHN HAPYLICHUS

Yectu:

Heuectn:

Jucnienicus, racTpOMHTECTHHAIHA B a0JOMUHATHA OOJIKa,
rajicHe, CTOMalTHO-YPEBHY BH3MAIUTEIHA HApYyIIeHHUs (KaTo
TacTPUT U KOJIUT), CTOMaTHUT

Konctunanusi, racrpoe3odareaina pedurykcHa 60mecT

XenaroOWIIMapHu HapyIICHHS

C HEeHW3BECTHA YECTOTA:

Yectn: IloBuimaBaHe Ha amaHWH aMUHOTpaHcdepas3ara, MOBUIIABAHE
Ha acmapTaT aMMHOTpaHcdepasaTa
Heuectu: XonenuTtnasza, 4epHOAPOOHHN HAPYIICHUS
Hapyuienns Ha koxata
Y TIOJJKO’KHATa ThKaH
Yectu: Ilpyputyc, oOpuB, anonenus, 1epMaTHT
Heuectu: byno3Hu KOKHU peakiiuy, ICOpruasuc (HOBOIIOSBUII C€ HITH
BJIOIIABAHE HA BeUe ChIIECTBYBAIL] ICOPUA3UC,
najMapeH/IIanTapeH U MyCTyI03€eH), ypTUKapus
Penxu: JluxeHoWaHH peakiuu, ekcouamnys Ha KoKaTa, BACKYJIUT

(xosxeH)
BiiomaBane Ha CHMIOTOMUTE Ha AEpMaTOMHUO3UT

Hapymenns na
MYCKYJIHO-CKEJIETHAaTa CUCTEMA U
ChEeIMHUTENHATa ThKaH

Penxn:

Jlymyc-nioyto6eH cuaipoM

Hapymenus Ha 660penure u
MUKOYHHTE ITHTHINA

Penxn:

Hapymenus Ha TUKOYHHA MeXyp, ObOpedHN HapyIICHHSI

Hapymenns na
BB3MPOU3BOIUTENHATA CUCTEMA U
rbpAaTa

Heuectn:

Hapymenus Ha repanTe, MEHCTPYaJIHH HapyLICHUs

OO0 HapymeHus U eheKTH
Ha MSCTOTO Ha MPHUIIOKECHUE

Yectn: [lupexcust, acTeHUs, peakiys Ha MACTOTO Ha WH)KEKTUpaHEe
(xaTo epuTeM Ha MSICTOTO HA MHXXEKTUPAHE, yPTUKAPHSL,
UHIypanus, 007Ka, KpbBOHACAIAHE, IPYPHUTYC, IPA3HEHE, U
napecresus), TMCkoM(opT B 001acTTa Ha TPBAHUS KOIII
Penxun: 3abaBeHo 3apacTBaHe Ha paHu
HapansBanus, oTpaBsiHus 1
YCIIOKHEHUS!, Bh3HUKHAIU B
pe3yiTaT Ha MHTEPBEHIIMN
UYectu: @DpakTypu Ha KOCTUTE

*  Habmonasanu npu apyru TNF Giiokepwu.

B Ta3u Touka, MeIMaHaTa Ha IIEPUOJIa Ha ITPOCeaaBane (MPUOIM3UTEIHO 4 TOJUHH) KaTo 15710 €

npejicTaBeHa 3a BCSKO NMPUIIOKEHHE Ha ronMyMad. Korato npuioXeHneTo Ha TomuMymMa0 e ormucaHo
CIpSIMO J103aTa, MEJMaHaTa Ha TIEpHUo/Iia Ha MPOCTeAIBaHe Ce MPOMEHS (MPUOITUIUTEITHO 2 TOUHU TPU
nmo3a ot 50 mg, mpubauzutenHo 3 roguHu pu 103a oT 100 mg), KaTo MAIMEHTUTE MOKE Ja ca

IMpEMUHAIN OT €1Ha J03a KbM ApyTa.
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Onmucanue Ha I/I36DaHH HCXCJIaHW pCaKnu

Hngpexyuu

[Ipe3 KOHTPOIUPAHUS TIEPUO]] HA OCHOBHUTE M3IMTBAHUA, C€ HAOJI0jaBa MH(EKIIMS Ha TOPHUTE
JIUXaTEeTHA THTHIIA KaTO Hali-4eCcTO ChOOIaBaHATa HEXellaHa JIeKapcTBeHa peakiwys mpu 12,6% ot
JIEKyBaHHUTE C ronmuMymMad manueHTH (dectora Ha 100 goBexoroaunu: 60,8, 95% CI: 55,0, 67,1), B
cpasuenue ¢ 11,0% npu kouTporauTe manuentu (decrora Ha 100 yosexorogunau: 54,5; 95% CI: 46,1,
64,0). B koHTpOIMpaHN 1 HEKOHTPOJIUPAHU €TaIlK Ha MIPOYyYBaHUATA, C MEIMaHa Ha MTPOCIIEIIBaHE
MPUOIM3UTENTHO 4 TOJUHH, YeCTOTaTa Ha WH(EKINN Ha TOPHUTE AVXATEIHHU ITHTUIIA Ha

100 yoBekoroauuu ¢ ouna 34,9 ciayuas; 95% CI: 33,8; 36,0 3a 1eKyBaHHUTE C TOJUMYMa0 MalUCHTH.

[Ipe3 KoHTpOIMpaHUs IEPUO]] HA OCHOBHUTE M3MUTBAaHUS ca HaOmoqaBann nHdekmuu npu 23,0% ot
JeKyBaHHUTE ¢ TonuMymab maruenTy (dectota Ha 100 woBekoromaunu: 132,0; 95% CI: 123,3, 141,1), B
cpasuenue ¢ 20,2% npu kouTpoaHUTE manuentu (dectora Ha 100 voBexorogmam: 122,3; 95% CI:
109,5; 136,2). B koHTpOIMpaHu 1 HEKOHTPOJIMPAHH €Taly Ha U3MUTBAHUATA, C MEIMaHA Ha
MPOCIIeIBaHe MPUOTU3UTEIHO 4 TOINHY, YecToTaTa Ha nH(ekyn Ha 100 yoBekoroanHu € Onna
81,1 ceoutus; 95% CI: 79,5; 82,8 3a neKyBaHHUTE C TOJTUMYMa0 MaIUCHTH.

[Ipe3 xorTpOIMpanus nepuos Ha n3nutBanusaTa 3a RA, PsA, AS u nr-Axial SpA ca HaOmoaBanu
cepuo3nu uHpekuu mpu 1,2% ot JIeKyBaHUTE ¢ TOIMMyMa0 naueHT U 1,2% OT marueHTuTe B
KOHTpoJIHATa rpyna. Yecrorara Ha cepro3nute nHpeknuy Ha 100 YOBEKOTOAUHY MPH MPOCIICASIBaHE B
KOHTPOIIMPAHUS NIeproT Ha m3nuTBaHusATa 3a RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% CI: 4,6,
11,1 3a rpynara Ha roaumymaé ot 100 mg, 2,9; 95% CI 1,2, 6,0 3a rpynara Ha romumymMab ot 50 mg u
3,6; 95%CI: 1,5, 7,0 3a mnarne6o rpynara. [Ipe3 KOHTpOJMpPaHUs IEPUOT Ha U3MUTBAHUS Ha
MHIYKIMOHHO JiedyeHue ¢ romumymad npu UC, cepruo3nn undekunu ca Hadmogasanu npu 0,8% ot
MAIMEHTUTE, IEKyBaHH ¢ TONMMyMa0, B cpaBHeHUE ¢ 1,5% OT manueHTUTe B KOHTPOJIHATA IpyTa.
CepuoszHnuTe HHPEKIUH, HAOJI0JaBaHH [IPH MAIUCHTHUTE, JICKYBAHHU C TOJIMMYyMa0, BKIIIOYBAT
TyOepKyJi03a, OaKTepruaTHi HHGEKIINH, BKIFOUNTEIIHO CEIICUC U THEBMOHUS, HHBAa3UBHU I'bOUYHH
WHQEKIUU ¥ JPYTH OMIOPTIOHUCTUYHY UHGeKIuu. Hakou ot Te3u nHpeknuu ca Onim ¢ JieTaieH
n3x0/. B KOHTpoIMpaHUTEe 1 HEKOHTPOJIMPAHUTE €TAlK Ha OCHOBHUTE M3MUTBAHUS, C MEIMAaHa Ha
MPOCIIeIBaHe 10 3 TOMHH, € HAaOJII0JaBaHa MO-BUCOKA YE€CTOTa Ha CEPHO3HU MH(EKIUH,
BKITFOUUTEITHO OTMIOPTIOHUCTUYHY UHGeKkuu u TB npu naruenty, mony4asanu 100 mg romumymao, B
CpaBHEHHE C ManueHTH, nonydaBany 50 mg romumymal. YectoraTta Ha BCUYKH CEpHO3HY UH(DEKIIUN
Ha 100 goBekoronunu e 6mna 4,1; 95% CI: 3,6; 4,5, npu nanuenture, nmoirydasaiu 100 mg
romumyMab u 2,5; 95% CI: 2,0; 3,1 npu manmenTute, nony4asanu 50 mg romumymao.

3noxauecmeenu 3a60158aHUsL

Jumgpom

[lo Bpeme Ha OCHOBHHTE M3IMTBAHUS YECTOTATA HA PAa3BUTHE HAa TMM(OM IpH JIEKyBaHUTE C
roJuMymal ManyreHTH € TI0-BUCoKa OT OYakBaHaTa B oOmiara momynanus. B koHTponupanute u
HEKOHTPOJUPAHUTE €Tall Ha Te3W U3MUTBAHMA, C MEIMaHa Ha TpocieAsBaHe 10 3 TOJUHH, €
HaOITI0JaBaHa MMO-BUCOKA YECTOTa Ha TUMQOM IpH NaIreHTuTe, nmomydasain 100 mg roanmymad, B
CpPaBHEHUE C MaleHTHTE, moy4aBaiu 50 mg romumymad. Jlumdom e quarHoctuiupan npu

11 ygactauim (1 B TepaneBTiHuHUTE TpynH Ha 50 mg roauMymad 1 10 B TepaneBTUYHUTE TPYITH Ha
100 mg ronumymab), ¢ yecrora (95% CI) na 100 4oBeKOrOAMHY 3a MEpUOJia HA POCIEIsIBaHE IPU
0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) cnyuas, croTBeTHO ITpH roaumyMad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cayuast npu miaine6o. [To-rossiMa 4act OT cily4auTe Ha pa3BUTHE HA TUMQOM ca
BB3HUKHATH pu poyuBaHeTo GO-AFTER, koeTo BKITIOUBA MAIMEHTH C MPEIX0IHA SKCITO3UIINS Ha
TNF-anTaroHucTH, KOUTO Ca MMAJIX HO-TOJSIMA MPOIBIDKUTEIHOCT U pepaKTepHOCT Ha
3a0o0isBaHeToO (BXK. Touka 4.4).

Inokauecmeenu 3a00a546aHUSL, PAZAUYHIU O IUMPOM

B xoHTponmpaHuTe IEproIr Ha OCHOBHUTE M3MUTBAHUA, KAKTO H 10 BpEMe Ha IPUOIM3UTEITHO
4-roUIIIHOTO HPOCIIEAs BaHE, YECTOTATa Ha PA3IMYHUTE OT JUM(POM 3JI0KaueCTBEHH 3a00JIABaHuUs (C
U3KIIIOYCHUE HA HEMEJIAaHOMHUS KOXKEH PaK) € CXO/[Ha B IPYIHUTE Ha JICYCHUE C TOJTUMyMal u
KoHTponHuTe rpynu. [1lo Bpeme Ha mpuOMM3UTETHO 4-TOAUITHOTO MPOCIEIIBaHEe YeCTOTaTa Ha
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PA3IMYHUTE OT J'H/IM(l)OM 3JI0KQYECTBEHU 3a00ISIBAHUS (C HU3KIIOYCHUE HAa HCMCIIAHOMHUS KOXKCH paK)
€ CXO0aHa C Ta3u B 06H_[aTa nomyJianus.

ITo BpeMe Ha KOHTPONHUPAHUTE U HEKOHTPOJIMPAHUTE TIEPHUOIN Ha OCHOBHUTE U3MUTBAHUS, C MEHaHa
Ha MpocJieAsBaHe 10 3 TOANHY, HEMEJIaHOMEH pak Ha KOo)KaTa € IMarHOCTHLIUPAH P S5 0T
YYacTHULHTE, IpreMany mianebo, 10 ot npuemanure romumymad 50 mg u 31 ot npuemanure
ronumyMab 100 mg npu gectora (95% CI) Ha 100 yoBekoroauHu 3a nepuoAa Ha npocneassane 0,36
(0,26; 0,49) o610 ipu romumymad u 0,87 (0,28; 2,04) npu mnamebo.

ITo BpeMe Ha KOHTPOJIMPAHHS U HEKOHTPOJIMPAHHS ITEPHOJ] Ha OCHOBHUTE U3IIUTBAHUS, C MEIMaHa Ha
MPOCIIEABAHE 10 3 TOAMHH, 3JI0KAY€CTBEHHU 3200 IsIBaHUS ¢ U3KIIIOUCHUE HA MEJIaHOM, HEMEJIaHOMEH
KOKEH paK 1 JUMQOM ca TUArHOCTUIIMPAHU TIPH S-Ma YYaCTHUIH, MPHUEeMalTy mamnedo, 21 ot
npueMaiurte ronmuMmymad 50 mg u 34 ot npuemanure rorumymad 100 mg npu yecrora (95% CI) Ha
100 goBekoronuuu 3a nepuoja Ha npocnenssane 0,48 (0,36; 0,62) obmio 3a romumymabd u 0,87 (0,28;
2,04) 3a mane6o (Bk. Touka 4.4).

Cvobwenus om KIuHUYHU USNUMBAHUS 3d 1eYeHue Ha acmma

B ekcruiopaTopHO KIMHUYHO MPOYYBaHE NALMEHTH C TEXKa MEPCUCTHPAILA aCTMa ca MOTyYHIN
HaToBapBala 103a roxumymad (150% ot onpezaesneHaTa TepaneBTUYHA 103a) TOAKOXKHO Ha

cenmutia 0, cies koero ca nekyBanu ¢ romumymat 200 mg, romumymab 100 mg winm romumymad

50 mg MOAKOXKHO Ha BCeKH 4 ceMUIM 10 ceamuia 52. [Ipu nanueHTuTe Ha JIe4eHue ¢ TommMymad
(n=230) ca chOOLIECHN OCEM 37I0KaYECTBEHH 3200 ISIBAHUS U HUTO €HO MPH NMAllMEHTHUTE Ha T1ane0o
(n="79). Cpobuienue 3a muM¢poM UMa Tpyu | MaluenT, 3a HeMeJaHOMEH pak Ha KoxKaTa Mpu 2-Ma
MAIMEHTH U 3a JPYTH 3JI0KaYeCTBEHH 3a00JIsIBaHUS MK 5 narnueHTy. Hsama npesanupane Ha
oTpeiesieH BU] 3JI0Ka4yeCTBEHO 3a00IIsBaHe.

ITo BpeMe Ha 11a11e00-KOHTPOJIMPAHATa YacT Ha IPOyYBaHETO YecToraTa Ha nosea (95% CI) Ha
BCHUYKH 3JI0Ka4eCTBEHHU 3a001sBaHus Ha 100 4OBEKOTOJUHHM MTPOCIICABAHE HA MAI[UCHTUTE, JICKYBaHU
¢ ronmumyma0, e 6mra 3,19 (1,38; 6,28). B ToBa mpoyuBane gectoraTta Ha nosBa (95% CI) Ha

100 4oBEKOT'OJJMHM MTPOCIIEAABAHE MPHU MAIIMEHTUTE, JICKYBaHU ¢ roauMyMao, e ouna 0,40 (0,01, 2,20)
3a mumdom, 0,79 (0,10, 2,86) 3a HemenaHOMeH KokeH pak u 1,99 (0,64, 4,63) 3a 1pyru 3710Ka4eCTBEHU
3abonsBanus. [Ipu yuacTHuIIMTE Ha TUTalie60 Yectorata Ha mosiBa (95% CI) Ha Te3u 3mokayecTBEHU
3abonsBanus Ha 100 goBekoroauuu e 6mma 0,00 (0,00, 2,94). 3HaUNMOCTTa Ha T€3U PE3yJITATH HE €
W3BECTHA.

Hesgponozuunu cvoumus

B koHTpONHpaHUTE W HEKOHTPOJIUPAHUTE MEPUOIN HA OCHOBHHUTE M3IUTBAHMS, C MEIMaHa Ha
npociensBane 70 3 TOAWHH, € HabJio1aBaHa MMO-BUCOKA YECTOTa Ha JIEMUEIMHU3AINS TIPU
NanueHTHTe, noidy4yasaiu ronumymad 100 mg, B cpaBHEHHE C MAIIMEHTHUTE, MTOTYYaBaId FONUMyMal
50 mg (Bx. Touka 4.4).

Tlosuwasane na yepHoOpoOHUmMeE eH3UMU

B xoHTpOnuMpaHus neproj Ha OCHOBHUTE M3NUTBaHUS 3a RA u PsA ce nosBsBaT 1eku NOBUIIIEHHS Ha
AJIAT (> 1 u <3 x ropnara rpanuna Ha Hopmarta (ULN), cbC cXOTHH YECTOTH B TPYIHUTE Ha
roJMMyMald U KOHTPOJIHUTE TPYIH B U3NUTBaHUATA 3a eueHne Ha RA u PsA (22,1% no 27,4% ot
NalUEHTUTE); KaTo B M3MMUTBAHMATA 3a JeueHne Ha AS u nr-Axial SpA npu nmoBeue manueHT,
JIeKyBaHH ¢ ToMMyMa0, ce e mosBuio Jieko noeumiaBane Ha AJIAT (26,9%), OTKOIKOTO TipH
koHTponHuTe nanueHTH (10,6%). ITo Bpeme Ha KOHTpOIMpaHUTE U HEKOHTPOJIUPAHUTE IEPUOIN Ha
OCHOBHHUTE M3MUTBaHUA 3a JeueHne Ha RA u PsA, ¢ MeanaHa Ha npociieasiBane NpUOIU3UTEITHO

5 roguHu, YecToTaTa Ha JiekuTe mopuinaBanus Ha AJIAT B n3nuTBaHusATa 3a JieueHne Ha RA u PsA e
CXOJHA TIPH JIEKYBaHUTE C TOJTUMYyMal MallMeHTH U KOHTPOJIHUTE MaIlMeHTH. B KoHTpoupaHus
NepuoJ Ha OCHOBHUTE U3MHUTBAHMS HA MHAYKIHUOHHO JieueHue ¢ ronumymad npu UC ca Bb3HUKHATU
nexu nosumieHust Ha AJIAT (> 1 u < 3 x ULN) B cX0AHM CHOTHOLIECHUS NIPH JIEKYBAaHHUTE C
roJMMyMald U KOHTPOIIHUTE NanueHTH (ChoTBeTHO 8,0% 1o 6,9% ). B koHTpOonupanute u
HEKOHTPOJIUPAHUTE MEPHOAHN Ha OcHOBHH n3nuTBanus 3a UC ¢ MenuaHa Ha mpociiesiBaHe
NpUOTU3UTETHO 2 TOJUHH IPOLEHTHT Ha MauueHTuTe ¢ Jeku nosumenus Ha AJIAT e 24,7% npu
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ManrueHTHU, NprueMaliun FOHI/IMYMa6 10 BpEMC Ha €Talla Ha NOAABbpiKallla TCparus OT IMIPOYYBAHCTO IIPpHU
UC.

B xoHTponupanus neproj Ha OCHOBHHM M3MMTBAHUSA 3a JiedeHne Ha RA u AS nmoBuIaBaHusITa Ha
AJIAT > 5 x ULN He ca gecTH, KaTo Te ca HaOIIoJaBaH! M0-4eCTO MIPHU NalUEHTUTE, JIEKYBaHH C
romumyMab (0,4% mo 0,9%), otkonkoTo mipu koHTposHUTE manueHTH (0,0%). TakaBa TeHneHIMS HE
ce Ha0Ir0/1aBa IpU MAIMEeHTUTE ¢ TicopuaTuyeH apTpuT. [lo BpeMe Ha KOHTPOIUPAHUTE U
HEKOHTPOJIMPAHUTE NMEPUOAN HA OCHOBHUTE U3IINTBAHM, C MEAMAHA HA MIPOCIENABaHE 5 TOANHH,
yecroraTa Ha nosumasane Ha AJIAT > 5 x ULN e cxoaHa npH JeKyBaHHUTE C TONUMYMad MalueHTH U
MIpYU KOHTPOJIHUTE MarueHTH. KaTo 1510 Te3u MOBUIIIaBaHNA Ca ACUMIITOMHHU U CTOIMHOCTHTE Ce
MOHIKABAT UJIM c€ HOPMAJIM3UPAT U MY OTIAAHAIHN OT U3MUTBAHETO MAIIUEHTH, U PH TaKUBa, KOUTO
NPOIBIDKABAT 14 YYaCTBaT, KAKTO U IIPHU KOPEKIHsI Ha IpHeMa Ha APYTH JIEKapCTBEHH MPOIYKTH.
Hsama cpob1ienn ciyyan 1o BpeMe Ha KOHTPOJIMPaHUS U HEKOHTPOIHMPAHUS IEPHO Ha TIPOYUBAHETO
3a nr-Axial SpA (mo 1 roguna). B koHTpOoNMpaHus eprol Ha OCHOBHU M3MUTBAHMS HA WHIYKIIMOHHO
neuyenne ¢ romumymad npu UC ca Bp3aukHanu nosumeHus Ha AJIAT > 5 x ULN B cxonnu
CHOTHOILEHHS NPH JIEKyBaHUTE C TOIMMYMal M NauueHTUuTe, npuemMaiu mianedo (cporBerHo 0,3% mo
1,0% ). B xoHTpONIMpaHuTe U HEKOHTPOJIUPAHUTE NMEPHOAHN Ha OCHOBHH n3nuTBaHus 3a UC ¢ menuaHa
Ha MpocJieAsBaHe NPUOIU3UTENHO 2 TOAWHY MPOLCHTHT Ha MAlMEeHTHTE ¢ noBuiieHus Ha AJIAT

> 5 x ULN e 0,8% npu nanuenTH, IpueMamia roluMyMad o BpeMe Ha eTana Ha MoAIbprKalia
Tepanus ot npoyuBaneTo npu UC.

B ocHoBHE m3nuTBaHMs 3a nedeHne Ha RA, PsA, AS u nr-Axial SpA, equn nanuenT, BkitodeH B RA
U3IMTBAHE C MPEIICCTBAIIM YSPHOAPOOHH OTKIIOHSHHMSI U IPUEM Ha JIPYTH JICKapCTBECHH MPOIYKTH,
KOKTO € JIEKyBaH ¢ TOJIMMyMa0, € pa3Bui HeMH(EKIIMO3EH XEMaTUT C UKTEp, ¢ JeTaleH u3xoa. He ce
W3KITI0YBA POJIATA Ha TOTUMYMal KaTo JOMPUHACHII WA yTeXKHABAII (HaKkTop.

Peaxyuu na macmomo na undxxcexmupane

B xoHTponMpaHuTe Neproar Ha OCHOBHU M3MUTBaHUA 5,4% OT MaIlMeHTUTE, JeKyBaHU C TOIMMyMao,
ca MOJy4YMIIM peakliy Ha MACTOTO Ha MH)KEKTHpaHe B cpaBHEHHUE C 2,0% OT KOHTPOJIHUTE MallUeHTH.
HanmuueTo Ha aHTHTENA Cpelly ToIMMyMal MOXKe J1a TIOBUIIHN PUCKa OT peaklMy Ha MICTOTO Ha
nHXeKkTrpaHe. [IoBeueTo peakmy Ha MACTOTO HAa MHXKXEKTUPAHE €A JIEKU JO YMEPEHO TEXKH, KaTO
Hall-uecTara € epuTeM Ha MICTOTO Ha HHXeKTHpaHe. Kato 1110 nosiBaTa Ha peakiuy Ha MsCTOTO Ha
UHXXEKTUpaHE He Hajlara PeKpaTsBaHe Ha MIPUIOKEHUETO Ha JICKAPCTBEHUS IIPOAYKT.

B xouTpOonmpanute uznutBanus ¢asa [Ib u/umm 111 3a neyenne Ha RA, PsA, AS, nr-Axial SpA, Texka
nepcuctupaia actMa u B m3nursanus ¢asza [I/111 3a neuenne na UC, HUTO €MH OT JIEKyBaHUTE C
roJMMyMal MaIMeHTH He € pa3BII aHAQHUIAKTUIHA PEAKITHsL.

Aemoarnmumena

ITo Bpeme Ha KOHTPOJIMPAHU U HEKOHTPOJIMPAHHU TIEPUOIN HA OCHOBHH M3MUTBAHUS C €JHOTOIUIICH
MIEPUOJI Ha TpociieasBane, npu 3,5% OT MalUeHTHUTE, JIKYBaHU ¢ roauMymao, u 2,3% ot
KOHTPOJIHUTE MAalMEHTH 32 IbPBU BT ca yctaHoBeHH ANA (B TuThp 1:160 nnu no-Bucok). B kpast na
€HOTOMIITHOTO MpociensBane HamnuyreTo Ha aHTH-dSDNA anTutena npu u3xomano antu-dsDNA
oTpunare sy nanueHTu e 1,1%.

Tleouampuuna nonyrayus

THonuapmuxynapen ro6enunen UOUONAMUYEH APMPUN

be3zomacHocTTa Ha ronmuMyMab e mpoydeHa B ipoyuBane daza Il mpu 173 manuentu ¢ pJIA Ha
BB3pacT oT 2 10 17 roguan. CpemHOTO NpocieAsiBaHe € IPUOIM3UTENHO IBe TOANHA. BUABT U
YEeCTOTaTa Ha HEXKETAHUTE PEakiluy, ChOOIICHH B TOBA IPOYYBaHe, KaTo IISUI0 ca MOJ00HH Ha TE3H,
Ha0JII0aBaHU B IPOYYBAHISI IPU BB3PACTHU C PEBMATOUICH apTPHT.

Yayeposen konum

be3omnacHocTTa Ha ronuMyMab e poydeHa B poyuBane ¢asa Il mpu 69 manueHTH Ha BB3pact ot 4 10
17 ronuHu ¢ yMepeH 10 TeXbK aKTHUBEH YIILEPO3eH KONUT. B ToBa nmpoyuBaHe HaOt01TaBaHUTE
HE)KEeJIaHU PEaKLUH ca B ChOTBETCTBUE C YCTAHOBEHMS MPoQui Ha 0€30MacHOCT HA TOJIMMYMad MpH
BB3pacTHU naruentu ¢ UC.
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Cro0maBane Ha OJO3WPAHH HEXEIIAHU PEaKIInu

Cro01IaBaHeTo Ha IOJI03MPAHN HEXKENIaHW PEeakluy ciie]] pa3pelaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
NPOJIYKT € BayKHO. ToBa MO3BOJISIBA 1a TIPOIBIKH HAOIO/ICHUETO Ha CHOTHOIIIEHHETO TIOJI3a/PHUCK 32
JeKapcTBeHUS MPoayKT. OT MEAUIIMHCKUTE CIICITUAINCTH CE N3KCKBA J]a ChOOIaBaT BCIKa
MOJT03UpaHa HeXKETaHa PeaKins Ype3 HAIIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B
ITpunoxenue V.

4.9 TIlpeno3mpane

B knmuaMYHO npoyuBane exuHYHE 1034 10 10 mg/kg ca nHKEKTUpaHU HHTPABEHO3HO 0e3 MPOsIBH Ha
TOKCHUYHOCT, OTpaHMYaBalla 1o3ata. B ciaydail Ha mpego3upaHe ce IpenopbyuBa MALMEHTHT J1a OCTaHEe
10J] HAOJIOICHUE 33 IPU3HAIM U CHMIITOMH Ha HEXXeJIaH! PeakIvH, KaTo He3a0aBHO ce 3aIovHe
MOAXOSIIO CUMITOMATHUYHO JICYCHHUE.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOJCTBA

dapMakoTepaneBTHUHA Tpyma: MyHOCynpecopu, HHXMOUTOPH Ha TyMOP-HEKPOTHU3UPALIUs (haKkTop
anda (TNFa), ATC xox: LO4AABO06

MexaHu3bM Ha AeicTBUE

lNonrmymab e 4oBenIKo MOHOKJIOHAIHO aHTHUTSIIO, KOeTO 00pa3yBa cTabMiIeH KOMIUIEKC C BUCOK
aMHUTET KaKTO KbM pa3TBOpHMAaTa, Taka U KbM TpaHcMeMOpaHnHaTa ¢popma Ha yoBemmkus TNFa,
KOETO MpeoTBpatsaBa cBbp3BaHeTo HA TNFo KbM penientopure my.

DapmakoaHAMUYHY €EKTH

Joxkazano e, ye cBbp3BaHeTo Ha yoBemkus TNF ¢ romumymabd HeyTpanusupa uHaynupanara ot TNFa
eKCTpecHs Ha MOBBPXHOCTTA Ha YOBEIIKUTE CHAOTEIHH KIETKU Ha QJIXC3HOHHUTE MOJICKYITH
E-cenextun, chioBa anxe3uonna mojiekyna 1 (vascular cell adhesion molecule, VCAM-1) u
MeXIyKJIeTh4Ha aaxe3nonHa morekyna 1 (intercellular adhesion molecule, ICAM-1). In vitro
roauMymab naxuOupa u uHaypanara ot TNF cekpenus Ha uarepneBkus 6 (IL-6), IL-8 u
rpa”yionuT-mMakpodar kononocrumyiuparl gaxrop (GM-CSF).

B cpaBHenue ¢ rpynuTe Ha mianedo € HabIrIaBaHo | MOJIOOpEHHE 10 OTHOIIEHHE Ha CTOWHOCTHTE
Ha C-peaxtuBHus npotreud (CRP), kato neuenneTo che Simponi € JOBENO 10 3HAYUMO MOHMKaBaHEe
CIPSAMO M3XOJHNTE CTOMHOCTH Ha cepyMHHTE HUBA Ha IL-6, [CAM-1, MaTpukcHara
MeTanonporenHasa 3 (MMP-3) u ceaoBoeHIOTEIHUS pacTexeH ¢akTop (vascular endothelial growth
factor, VEGF) B cpaBHeHHE ¢ KOHTpOIHOTO JeueHue. B nombpnHenue, nuBara Ha TNFa ca ce
MOHIKWIIN Tipu narenTuTe ¢ RA u AS, a npu natmentute ¢ PSA ca ce monmxwim HuBara Ha [L-8.
Te3u nmpomenu ca HaOI01aBaHU TIPHU ITbpBaTa OIleHKa (ceamuia 4) ciiel] 3aro4YBaHe Ha IPUII0KEHUETO
Ha Simponi 1 KaTo ISUI0 ca ce 3aAbpXKali J0 cenmuna 24.

Kinnnnuna edukacHocT

Pesmamouden apmpum npu év3pacmmnu

EdukacHoctTa Ha Simponi € Jjoka3aHa B TPU MHOTOLIEHTPOBHU, PaHIOMU3UPAHH, IBOHHO-CIICTIH,
wiane0o KOHTPOIMPAaHU MPOyYBaHus, BKIouBamy Hag 1 500 nanuenT Ha Bb3pacT > 18 ronunu ¢ RA
C YMEPEHO 10 CHITHO U3pa3eHa aKTUBHOCT, AMArHOCTUIIMPAH CIIOpe] KPUTEPUHUTE HA AMEPUKaHCKUS
kojex o pesmatonorus (ACR), mone 3 mecena npenu ckpuHauHra. [lanmenTruTe ca mMain moHe

4 otouyHu u 4 0OJIC3HEHHU CTaBU. Simponi WK 11anedo ca OMIM HHKEKTHPAHU TOJIKOKHO BEIHBXK Ha
BCEKU 4 ceIMUIIU.

B GO-FORWARD ca onenenu 444 manueHnTu ¢ akTuBeH RA BBIIpeku crabuiHaTa 103a OT IOHE
15 mg/ceamuuno MTX u kouto He ca JekyBaHu npeau ToBa ¢ TNF-antaronucr. [lanmenture ca
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paHIoMu3upanu na nomyyasar mwiane6o + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
win Simponi 100 mg + mnane6o. [launenture, kouro ca nomyyasanu mianedbo + MTX, ca npemunanu
Ha Simponi 50 mg + MTX cnen ceamuna 24. Ha cenMuiia 52 naiueHTHTE ca BKIIOUEHU B OTKPUTO
IBIITOCPOYHO MPOIBIKEHIE Ha TIPOYUBAHETO.

B GO-AFTER ca ouenenu 445 nanueHTH, 1€KyBaHU MIPEAU TOBA C €IMH WU IIOBEYE OT
TNF-anraronucrure aganumymad, eranepuent wiv uHpirkcumad. [TarmenTure ca paHIOMU3UpaHH
Ja nmomydvasar mianebo, Simponi 50 mg unu Simponi 100 mg. ITo Bpeme Ha mpoy4BaHeTo Ha
NalUEHTHUTE € Pa3peleHo 1a npoabrKar cbbTcTBAIoTo DMARD neuenne ¢ MTX, cyndacanasun
(SSZ) w/unu xunpoxcuxmnopoksut (HCQ). O0siBeHUTE NPUYHHY 3a IPEKpaTsIBaHe Ha
npeamectsamoTo anTH-TNF neuenune ca nmnca Ha epukacHocT (58%), Henonocumoct (13%), w/unm
pasnu4Hy OT 0e30MacHOCTTa ¥ epUKACHOCTTa MPUYUHH (29%, mpeTuMHO 10 (PrHAHCOBH
CHOOpaXKEHHS).

B GO-BEFORE ca onienenu 637 nauueHntu ¢ aktuBeH RA, kouto He ca nonyyaBanu MTX u He ca
nexyBanu nipenu ToBa ¢ TNF-antaronuctu. [lanuenTure ca paHIoMU3UpaHu 1a IOTydyaBaT riamnedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX wnu Simponi 100 mg + ruiane6o. Ha
ceaMuua 52 NaUeHTUTE ca BKIIOYEHH B OTKPUTO IBJITOCPOUYHO MPOIBIKEHUE HA IPOYYBAHETO, B
KOETO MaIMeHTUTe, NolydaBamu mianedo + MTX, kouto ca nmanu noHe exHa 00JIe3HEHa WK IOy Ta
CTaBa, ca MpEeMHUHAIHN Ha JiedeHne cke Simponi 50 mg + MTX.

B GO-FORWARD (cpBMecTHUTE) TBPBUYHM KpaliHU Ca MPOLEHTHT NALIMEHTH, TIPH KOUTO €
nocturaat ACR 20 otroBop Ha cenmunia 14 u nogoOpenueTo Ha ceamuiia 24 mo BerpocHuka 3a
OIICHKA Ha 3/[paBOCIIOBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
IbpPBUYHATA KpailHa TOUKa € MPOLEHTHT NAMEHTH, IIpu KouTo € gocturnat ACR 20 otrosop Ha
ceamuna 14. B GO-BEFORE cbcTaBHUTE MBPBUYHU KpaliHU TOYKHU Ca MPOLEHTHT NallMEeHTH, IPH
konto e mocturHaT ACR 50 otroBop Ha ceamuiia 24 ¥ mpoMsiHaTa B MOJUPHUIIMPAHUS PE3YIITAT 10
van der Heijde-Sharp (vdH-S) Ha ceqmuna 52. OcBeH MbpBUYHHUTE KpaiiHU TOUKH € HalpaBeHa U
JOITBJTHUTENHA OLIEHKA Ha BIMSHUETO Ha Simponi BPXY NpU3HALUTE U CUMITOMHUTE Ha apTPHUT,
peHTreHorpa)cKu OTroBOP, TeJIeCHU (PYHKIMU U CBBP3aHUTE ChC 3[PABETO IMOKA3aTEIH 332 KAYeCTBO
Ha JKHBOT.

Karo msi10 He ca yCTaHOBEHH KIIMHUYHO 3HAYMMU Pa3iIN4Ms B TIOKAa3aTEeIUTe 32 e(hUKACHOCT MEXKITY
narueHTuTe, noiayvasanm Simponi 50 mg u 100 mg, cbe cwbreTBan] npueM Ha MTX Ha

ceamuiia 104 8 GO-FORWARD u GO-BEFORE u na cenmuna 24 B GO-AFTER. BwB Bcgko ot RA
MPOYyYBaHUsATA CIIOpE]] Tu3aliHa Ha TPOYYBAHETO, MAIIUEHTUTE B ABITOCPOYHOTO MPOIBIDKEHUE Ha
MPOYYBAHETO MOJKE JIa ca CMeHsUIH qo3ute Simponi ot 50 mg Ha 100 mg 1 0OpaTHO 10 MperieHKa Ha
JIeKapsi B IPOYYBAHETO.

Hpusnayu u cumnmomu

Ocuouute ACR pesynraru 3a g03a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npeacrasenn B Tabnuua 3 u onucanu no-goiy. HaGmonasan e
OTrOBOp NPH ITbPBA OLICHKA (ceaMHuLa 4) ciell MbPBOHAYATIHOTO MPHIOKEHUE HA Simponi.

B GO-FORWARD or 89 yuactHuny, panaoMu3upanu aa nomxydasaT Simponi 50 mg + MTX, 48 ca
OcTaHaJIM Ha ToBa JiedeHue Ao cenMuua 104. Ot Tax 40, 33 u 24 nanuentu ca umanu ACR otrosop Ha
cenmutia 104 ceotBerHo 20/50/70. Cpen maneHTHTe, KOUTO ca MPOIBIDKIIH yYaCTHETO CH B
NPOYYBAHETO U ca JIEKYBaHU chC Simponi, ca HabmoaaBanu moaooHu yectotd Ha ACR 20/50/70
oTroBop oT cenmuua 104 go ceamuna 256.

B GO-AFTER npouenTsT o1 nanuentute, nocruramu ACR 20 otroBop, € mo-BHCOK IpH

MalUCHTUTEC, ITOJTyHdaBalln Sil’l’lpOI’li, B CPABHCHHUC C MMAUCHTUTC Ha rmaue60, HC3aBHUCHUMO OT
IMpruYrHaTa 3a MpPEeKpPaTsABAaHC HA MPCAIICCTBAIOTO JICUCHUC C TNF-anTaroaucru.
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Tabanna 3
OcHoBHHM pe3yaTaTH 3a epuKacHOCT B KOHTOIUpanuTe etand HAa GO-FORWARD, GO-AFTER

u GO-BEFORE
GO-FORWARD GO-AFTER GO-BEFORE
AxTuBeH RA BBIIpEkn AxtuBeH RA, nekyBan | AxktuBeH RA, HenmekyBaH
nedeHneTo ¢ MTX IIpeay TOBA C €AVH WU npenu ToBa ¢ MTX
noseuye TNF-antaronuctu
Simponi Simponi
ITnane6o 50 mg IInane6o 50 mg
+ + Simponi + +
MTX MTX [Tnamebo 50 mg MTX MTX
n* 133 89 150 147 160 159
Otrosopnjn nanueHT, %
ACR 20
Cenmuna 14 33% 55%* 18% 35%* NA NA
Cenmuma 24 28% 60%* 16% 31% 49% 62%
p =0,002
Cenmuma 52 NA NA NA NA 52% 60%
ACR S0
Cenmuma 14 10% 35%* 7% 15% NA NA
p=0,021
Cenmuna 24 14% 37%* 4% 16%* 29% 40%
Cenmuna 52 NA NA NA NA 36% 42%
ACR 70
Cenmuma 14 4% 14% 2% 10% NA NA
p =0,008 p =0,005
Cenmuna 24 5% 20%* 2% 9% p =0,009 16% 24%
Cenmuna 52 NA NA NA NA 22% 28%

?  n oTpassABa paHAOMM3HMpAHUTE AIUEHTH; AHCTBUTEIHUAT OO TIAIMEHTH, TIOAXOIALIH 32 OLCHKA M0 BCEKHU
HpocCIie/IIBaH MapaMeThp, MOXKeE J1a Bapupa B 3aBUCHMOCT OT NEPHO/Ia Ha OLIEHKA.

* p<0,001

NA: Henpunoxumo

B GO-BEFORE 0CHOBHUAT aHaJIA3 NP MALMEHTUTE C YMEPEH A0 TEKBK PEBMATOUJIEH APTPUT
(xomOuHUpanu rpymu Simponi 50 u 100 mg + MTX cnpssmo MTX camocrostenso 3a ACR 50) He e
CTaTHCTUYECKH 3HaUUM Ha ceamuna 24 (p = 0,053). Ha cenmuria 52 B oOmiaTa momynamnus IporeHThT
namnueHTH B rpynara Ha Simponi 50 mg + MTX, nmocturnanu ACR oTroBop, kato msijio € ouin
M0-BUCOK, HO HE CUTHU(MKAHTHO pa3ninyieH B cpaBHeHHe ¢ MTX camocTostenno (Bx. Tabnuua 3).
JlorbHUTENHY aHATM3Y ca HaIlpaBeHU 3a MOJrPYyNHTe, MPEACTaBUTENIHH 3a TIOKa3aHaTa 3a JIeueHHe
TIOITyJIANYs TTAMEHTH C TEXBK, aKTUBEH U nporpecupai] RA. JlemoHcTpupaH e 001110 mo-roiisiM edekt
Ha Simponi 50 mg + MTX copsmo MTX camocToaTeHO pU MOKa3aHAaTa IMOMyJIalusl B CPaBHEHHE C

o6maTa nomyJjaanuys.

B GO-FORWARD u GO-AFTER ca nabmtogaBanu KIMHUYHO U CTATUCTUYECKH 3HAYUMHE OTTOBOPH
TI0 pe3yJiTaTa 3a aKTUBHOCT Ha 3a0ossiBaHeTo (DAS28) 32 Bcekn peABapUTEIIHO ONIPEIENICH IEPUOLT
Ha oIleHKa Ha cenmuiia 14 u ceamuna 24 (p < 0,001). Cpen marueHTHTE, OCTAaHAIM Ha JICUCHUE CHC
Simponi, 3a K0eTO ca OMITM PaHJOMHU3UPAHH B HAYAJIOTO HA MPOYYBAHETO, oTroBopHTe M0 DAS28 ca
ce 3aabpxkanu qo ceamuna 104. Cpen manueHTuTe, KOUTO ca MPOIBIIKIIIN YIacTHETO CH B
MPOYYBAaHETO U ca JIEKyBaHU chc Simponi, orroBopute o DAS28 ca 6uim nogoonu ot ceamuna 104

JI0 ceaMura 256.

B GO-BEFORE e n3mepen 3HaUUMUST KIMHAYECH OTrOBOD, AeuHupan kato nogabspxane Ha ACR 70
OTTOBOD 3a MPOABIDKUTENICH Iepro oT 6 Mecena. Ha ceqmuma 52, 15% ot nmarueHTUTe B Tpymara Ha
Simponi 50 mg + MTX ca nocTuruaay 3Ha4UM KIMHUYEH OTTOBOP B CPaBHEHHUE CbC 7% OT
nanueHTuTe B rpynata Ha nanedo + MTX (p = 0,018). Mexay 159-te yuacTHULIM, paHIOMU3UPAHH Ha
Simponi 50 mg + MTX, 96 ca ocrananu Ha ToBa jedenue Ha ceaqmuna 104. Cpen Ts1x 85, 66 u

53 manuenTy ca uManu otroBop ACR 20/50/70 cvoTBeTHO Ha ceamuna 104. Cpen maiueHTUTe, KOUTO
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ca MPOIBIDKWIN YYACTHETO CH B TIPOYYBAHETO U Ca JIEKYBaHU ChC Simponi, ca HaOIII0IaBaHU IMOA00HH
yectotu Ha ACR 20/50/70 otroBop ot ceamuia 104 mo ceqmua 256.

Penmeenozpagpcku omeosop

B GO-BEFORE, 3a na ce orieHM cTENEHTa Ha CTPYKTYPHO YBpEKIaHe, € U3M0I3BaHa MPOMIHATa OT
M3XOAHUTE CTOMHOCTHU B pe3ynTara no vdH-S, koMOMHMpaH pe3ynTar 3a CTPYKTYpPHO YBpEXaaHe,
KOMTO M3MepBa peHTreHorpadcku Opos U pazMepa Ha CTABHUTE €pO3HHU M CTEIICHTa Ha CTECHsBaHE Ha
CTaBHOTO MIPOCTPAHCTBO Ha PBLETE/KUTKUTE U cThHanara. OCHOBHUTE PE3YJITATH IpH 103a Simponi
50 mg Ha cenmunia 52 ca npeacraBenu B Tabmnwma 4.

BposT manuenT 6e3 mosiBa Ha HOBM €PO3UH WIIH C MIPOMSHA CIPSMO U3XOJIHUTE CTOMHOCTH Ha OOIIHUS
pesyunrar o vdH-S < 0 e 3Ha4nMO 1Mo-BHCOK B TpyIara Ha Je4eHUE ChC Simponi B CpaBHEHHE C
koHTposHaTa rpymna (p = 0,003). Pentrenorpadcekure edexru, HabaronaBaHu Ha ceiMuIa 52, ca ce
3ama3miu a0 ceamuna 104. Cpen manueHTHTe, KOUTO €A MPOABDKUIN YYaCTHETO CH B IPOYUYBAHETO U
ca JIeKyBaHH cbc Simponi, penTreHorpadcekure egexru ca ounu nogoouu ot ceamuna 104 1o
ceamuua 256.

Tadauuna 4
Cpeanu peHTreHorpagcku NpoMeHU CIIPSIMO MU3XOHUTE CTOHOCTH B 00LLMS Pe3yJITAT 10
vdH-S Ha ceqmuua 52 B oomara nonyJjanusi B GO-BEFORE

Inanedo + MTX Simponi 50 mg + MTX
n* 160 159
OO0 pe3yarar
W3xonHu cTroitHOCTH 19,7 (35,4) 18,7 (32,4)
[TpomsiHAa OT U3XOHUTE CTOMHOCTH 1,4 (4,6) 0,7 (5,2)*
Pesyarar 3a epo3ust
W3xoaHu CTOMHOCTH 11,3 (18,6) 10,8 (17,4)
[TpoMsiHa OT U3XOAHUTE CTOHHOCTH 0,7 (2,8) 0,5 (2,1)
Pe3yarat 3a CCII
W3xogHu ctolHOCTH 8,4 (17,8) 7,9 (16,1)
[IpomsiHa OT U3XOAHUTE CTOMHOCTHU 0,6 (2,3) 0,2 (2,0)**
n oTpassBa paHAOMHU3UPAHUTC IMAIITUCHTH
* p=0015
w5 p = 0,044

Tenecnu @hynKyuy u Ka4ecmeo Ha HCUom, C8bP3AHO CbC 30PABOCIOBHOMO CHbCMOAHUE

B GO-FORWARD u GO-AFTER ca onieHenu tenecante GyHKIIMA U HHBAITUAHOCT KaToO OTACITHI
KpailHi TOYKH 4pe3 uHAekca 3a nHBanuaHocT Ha HAQ DI. B Te3u npoyuBanust Ha cenMuna 24,
Simponi noka3Ba KJIMHAYHO U CTATUCTHYECKU 3HAYMMO MMOo100peHue Ha nokazarenure Ha HAQ DI ot
U3XOJHUTE B CPABHEHNE C KOHTPOIHNTE ManueHTH. Cpes MalueHTUTe, OCTaHAIM Ha JIEUEHUE ChC
Simponi, 3a KoeTo ca OMIM paHAOMHU3UPAHH B HAYAJIOTO HA MPOy4YBaHeTo, mogodpenuero B HAQ DI
ce e 3axbprxkano 1o ceamuna 104. Cpex manueHTUTe, KOUTO Ca MPOIBIKUIN YUYaCTHETO CH B
NPOYYBAHETO U ca JIeKyBaHU chc Simponi, mogoopenrero B HAQ DI e 6uito mogo6Ho ot ceamuna 104
Jo ceamuna 256.

B GO-FORWARD npwu mainuenture, JieKyBaH! ChC Simponi, € TOCTUTHATO KITIMHUYHO H
CTaTUCTUYECKH 3HAYMMO MOAOOPEHNUE 110 OTHOILIEHHE Ha KaYeCTBOTO Ha KUBOT, CBBP3aHO ChC
3[IpaBOCIIOBHOTO CHCTOSIHHE, OTIPEICICHO Bh3 OCHOBA HA TIOKA3aTEeNUTE 3a TeJICCHU (QPyHKIMN Ha
SF-36, B cpaBHEHUeE ¢ MalUeHTUTE Ha Muianebo Ha ceamuna 24. Cpes malueHTHTe, OCTaHAIM Ha
JiedeHne che Simponi, 32 KOETO ca OWJIM PaHAOMHU3MPAHH B HAYAJIOTO HA MMPOYYBAHETO, TIOA00PEHUETO
B TenecHuTe pyHkuuu Ha SF-36 ce e 3anppxano no ceamuna 104. Cpen nanueHTUTe, KOUTO ca
IPOJIBIDKHIIN YYACTUETO CH B TIPOYYBAHETO U Ca JIEKYBAaHH ChC Simponi, HOJOOPEHUETO B TEIECHUTE
(dynkiuu Ha SF-36 e 6mto mogooHo ot cenmuiia 104 1o ceamuriia 256. B GO-FORWARD u
GO-AFTER e nocTuraaTo cTaTUCTUYECKH 3HAYMMO MMOI00OpEHHE M0 OTHOLICHNE Ha yMOpara,
u3MepeHa ype3 GyHKIHMOHAIHA OLIEHKA 110 cKajlaTa 3a JIeUeHHE Ha XPOHUYHH 3a00JsIBaHUs - yMOpa
(FACIT-F).
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Tlcopuamuuen apmpum npu 6v3pacmuu

besomnacHocTTa M ehukacHOCTTa Ha Simponi ca OIleHEHH B MHOTOIICHTPOBO, PaHIOMU3UPAHO,
miane6o koHTpoaupano npoyusane (GO-REVEAL), xirouBaiio 405 Bb3pacTHY MAIMSHTH C aKTUBCH
PsA (= 3 oTounu craBu 1 > 3 00JIE3HEHU CTABH) BBIIPEKH JICUCHUETO C HECTEPOUIHU
npoTuBoBB3manuTeHl MegukaMeHTH (NSAID) wnmn DMARD. [TanmenTrTe B TOBa M3MUTBAHE €A C
nuarHoctunrpad PsA moHe npeau 6 Mecelia U ¢ TIOHe JICK TIcoprasuc. BKIIOYeHH ca MalueHTy ¢
BCHYKU HOATUIIOBE TICOPUATHYCH apTPUT, BKIIOUUTETHO MONHAPTUKYIapeH apTpUT 0e3 peBMaTHUHH
BB31H (43%), acumerpudeH nepudepen aptput (30%), apTpuT Ha TUCTATHUTE UHTEPQaTaHTeaTHH
crasu (15%), cnonaunut ¢ nepudepen aptpurt (11%) u naBamuanzupan aptput (1%). He ce nomycka
npexmrectsaio yeueHue ¢ TNF-anTaronuct. Simponi wiu mianedo ce mpujiarat moaK0XHO rpe3 4
cenmun. [lanmenTuTe ca paHIOMU3UPAHH [a Mmofydasar mianebo, Simponi 50 mg uinu Simponi

100 mg. ITanmeHTUTE, KOMTO Ca MoJIydaBajy Iamnedo, ca mpeMuHaau Ha Simponi 50 mg cien
cenmutia 24. [anueHTrTe ca BKIIOUYEHH B OTKPUTO JBITOCPOYHO MPOABIDKEHNE Ha TIPOYYBAHETO Ha
ceamuna 52. [TpubnmusnrtenHo 48% OT ManueHTHTE ca MPOIBIIKILTN JICYSHUETO C TIOCTOSIHHU 1031
MmetoTpekcar (< 25 mg/ceamuuHo). CbBMECTHHUTE ITbPBUYHU KPaHU TOUYKH €A MPOLEHTHT NAlIUEHTH,
nocturan ACR 20 otrosop Ha ceamuiia 14 1 mpoMsiHa Ha U3XOAHUTE CTORHOCTH Ha 0o0IIus PsA,
mouduuupan no vdH-S pesynrat, Ha ceamuna 24.

KaTto 15110 He ca HaOMI0jaBaHy KIIMHUYHO 3HAYMMHU Pa3JInyius B IOKA3aTeINTe 3a eQUKACHOCT MEKTY
cxemuTe Ha nmpmwiarane Ha Simponi 50 mg u 100 mg Ha ceqmuna 104. Criopen nu3aiina Ha
NPOYYBAHETO MAIMEHTUTE B TBITOCPOYHOTO MPOIBIDKEHUE Ha MIPOYYBAHETO MOXKE J1a Ca CMEHSITH
no3ute Simponi oT 50 mg Ha 100 mg 1 00paTHO MO MpelcHKa Ha JeKaps B IPOYYBAHETO.

Ilpusnayu u cumnmomu
OcHoBHHTE pe3ynTaTH 3a no3ata oT 50 mg Ha ceqmunm 14 u 24 ca npencraBenu B Tabnuma 5 u
OTIMCAaHH MO-I0TY.

Taoauna 5
OcHoBHHU pe3yJrTaTu 3a epukacHoctTa oT GO-REVEAL
Simponi
ITnane6o 50 mg*
n* 113 146
OTroBopuwju nanueHTu, %
ACR 20
Cenmuna 14 9% 51%
Cenmurna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmuna 24 4%, 32%
ACR 70
Cenmuna 14 1% 12%
Cenmuna 24 1% 19%
PASIP 75¢
Cenmuna 14 3% 40%
Cenmuna 24 1% 56%

*  p<0,053a BCHYKH CPAaBHCHHUS,

N O0Tpa3siBa paHAOMH3UPAHHUTE MAIIUEHTH; ACHCTBUTEIHUAT OPOil MALIMEHTH, TIOXOSIIM 3a OLIEHKA [0 BCEKH
HpOCIIeSIBaH MapaMeThp, MOXKe Jla Bapupa B 3aBUCHMOCT OT IIEPHO/Ia Ha OLICHKa

ITnow Ha ncopuasuca u UHOEKC HA medicecm

B®3 ocHOBa Ha moaArpynaTa DalMeHTU ¢ U3XOAHO 3acsiraHe Ha > 3% oT TesiecHaTa Iuiol, 79 nauuentu (69,9%) B
rpynara Ha miane6o u 109 (74,3%) B rpymnara Ha 1edeHue cbe Simponi 50 mg.

OTtroBopu ca HaOIItOJaBaHU MPH ITEPBaTa OIEHKa (cenMuIia 4) cie MbpBOHAYAITHOTO MPUJIOKEHHE Ha
Simponi. Cxogau ACR 20 otroBopu Ha cenmuna 14 ca HabIIOJaBaHY MIPY MAIUSHTHTE C
MOJIMAPTUKYJIAPCH apTPUT 0€3 PEBMATOMIHU BH3JIU U MPH MOATHIIOBETE aCUMETPUICH NiepudepeH
PsA. bpost Ha manueHTUTE ¢ IPYTu NOATUTIOBE PSA e TBBp/Ie MabK, 3a Ja MO3BOJIHU a/ICKBaTHA
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oueHka. HabnronaBanute OTroBOpH B IpyIHTE HA JIEYCHUE ChC Simponi ca CXOJHH NPU MaLlUeHTHUTE,
KOMUTO ca npuemanu cenbTeTBamo MTX u Te3u, konto He ca mpueManu. Ot 146 nanueHTn
parnoMu3upanu Ha Simponi 50 mg, 70 ca 6unu Bee omie Ha TOBa JieueHHe Ha ceamuia 104. Ot Te3u
70 maruenty, 64, 46 u 31 nanuentu ca umanu cboTBeTHO ACR otrosop 20/50/70. Cpen manuenTuTe,
KOHTO €a MPOABDKWIN YIaCTHETO CH B IPOYUBAHETO U ca JIEKYBaHHU ChC Simponi, ca HaOI0AaBaHU
nono6uu yectotu Ha ACR 20/50/70 otroBop ot ceqmuua 104 no cenmuma 256.

Cratuctuuecku 3HaunMu otroBopu o DAS28 ca mabmronaBanu Ha ceamunu 14 u 24 (p < 0,05).

Ha ceqmuna 24, pu nanyieHTHTe, JIEKyBaHU chC Simponi, € Ha0Jt0JaBaHo MoI00pEeHNEe B
MOKa3aTeNuTe 3a NepudepHa aKTHBHOCT Ha ICOPHUATUIHUS apTpUT (Hamp. Opoit 0TO4HU cTaBu, Opoit
00Je3HEeHI/YyBCTBUTEIHN CTaBHU, NAKTHINT U eHTe3UT). JleueHneTo cbe Simponi € JOBENO 110
3HAYMMO OJI0OOpEHNE Ha TeJleCHUTE (PYHKIMH, OlleHeHa Bb3 ocHoBa HAa HAQ DI, xakTo u 10 3Ha4MMO
NoJJOOpeHHe B KAYECTBOTO Ha )KUBOT, CBHP3aHO ChC 3/IPABOCIOBHOTO CHCTOSIHHE, OIICHEHO B3 OCHOBA
Ha [TOKa3aTeINTe 3a TeJIeCHU (PYHKLUUH U IICUXUYecKo cheTosiuue Ha SF-36. [Ipu nanuenTure,
OCTaHaJIM Ha JIeYeHHE ChC Simponi, 3a KOETO ca O PaHAOMHU3HPAHU B HAYaJIOTO Ha MPOYYBAHETO,
DAS28 u HAQ DI otroBopure ce 3ama3Bat npe3 cenmuia 104. Cpes manueHTuTe, KOUTO ca
NPOIBJDKHUIIN YYAaCTHETO CH B IPOYUBAHETO U ca JIeKyBaHH c¢bc Simponi, DAS28 1 HAQ DI
otroBopure ca Owmm momodHu ot cenmuna 104 mo ceqmuia 256.

Penmeenocpagpcxu omeosop

CTpyKTYpHOTO yBpeXIaHE Ha PBIETE U XOIIIaTa € OIIEHEHO PeHTreHorpad)CKu Ype3 MpoMsiHa Ha
u3xoaHuTe cToiHocT Ha vdH-S pesynrara, moauduimpad 3a PsA, upes npubaBsHe Ha TUCTATHUTE
uHTepdaTaHreaTHu CTaBU Ha phKaTa.

Jleuenneto cbe Simponi 50 mg HaMansgBa CKOPOCTTa Ha Mporpecus Ha mepudepHo yBpexaaHe Ha
CTaBHUTE, B CPAaBHEHUE C JICUEHHETO C Iyanedo Ha cenMuIia 24, u3MepeHa ype3 MpoMsiHa B U3XOJTHUTE
cToiiHOCTH B 001ms Moauduiupan vdH-S pesynrat (cpeano = SD pesynrata ¢ 0,27 =+ 1,3 B miare6o
rpymnara, B cpaBHeHue ¢ - 0,16 £+ 1,3 B Simponi rpynara p = 0,011). OcBen te3u 146 nauueHTu, KOUTO
ca OuyM paHzoMHu3upaHy Ha Simponi 50 mg, ca HaTMYHU peHTreHorpad)CKK JaHHU Ha ceaMuiia 52 3a
126 mammerTH, oT KouTo 77% He ca oKa3ajau MPOTrPeCcus B CpaBHEHUE C U3XOJHUTE CTOMHOCTH.
Hannunu ca pentrenorpadceku qannu Ha ceamuna 104 3a 114 nanuenTy, ot kouto 77% He ca
MOKa3aJIM IPOrpeCcHsi OT U3XOAHUTE CTOMHOCTH. Cpes MaMeHTHTE, KOUTO €A MPOABIKIIN yYaCTHETO
CH B IPOYYBAHETO U ca JIEKYBaHU ChC Simponi, Mojo0eH Opoli MAMEHTH HE ca MOKa3alH MPOTrpecus
OT U3XOJHUTE CTOMHOCTH OT ceamunia 104 mo cenmuma 256.

Axkcuanen cnoHOuI0apmpum npy_ 8b3pacimuy

Anxunozupauy cnoHOUIUM NPU 6b3PACMHU

Eduxacnocrra n 6e3onacHocTTa Ha Simponi ca OLIEHEHW B MHOTOLIEHTPOBO, PAaHAOMHU3HPAHO,
JIBOHHO-CIIATIO, TIare6o kouTpoaupano npoyusade (GO-RAISE), Bkirousaiio 356 Bp3pacTHH
nmaIueHTy ¢ akTuBeH AS (¢ MHIeKC Ha aKTUBHOCT Ha 3a00JISIBAHETO aHKUJIO3UPAIIl CIIOHIWINT 1o bar
[BASDAI] > 4 u pe3ynrat 1o BusyaiHa aHanorosa ckana (VAS) > 4 3a obmra 6onka B r5pba ot 0 10
10 cm). B npoyuBaHeTo ca BKIIOYEHU NALMEHTH C aKTUBHO 3a00JIsIBaHE HE3aBHCUMO OT HACTOSIIO
i npenuiiHo jedenne ¢ NSAID wmun DMARD, Ho HenekyBanu ¢ TNF-antaronnctu. Simponi win
iane0o ca mpujiaraHyu MOJKOKHO Ha BcekH 4 ceamuiy. [lanyenTure ca paHIoOMHU3UpaHu 1a
noiy4asart mianedo, Simponi 50 mg unu Simponi 100 mg, kato ce nomycka NpoabKaBaHe Ha
neueranetro ¢ DMARD (MTX, SSZ w/unmu HCQ). [TspBryHaTa KpaiiHa TOUKa € MPOLEHTHT MAIlMeHTH,
nocturan ASAS 20 otroBop Ha ceqmutia 14 (I'pyma 3a orieHKa Ha aHKWJIO3UPAIIHAS CIIOHIMIIAT
[ASAS]). JannuTe 3a muane0o KOHTpOJIMpaHaTa eUKACHOCT ca CbOMPaHH M aHAIM3UPAHH O
ceamuua 24.

OcHoBHHTE pe3ynTaTy 3a fo3ara oT 50 mg ca npencrasenu B Tabnuua 6 u onucanu no-goiy. Karo
ISUI0 He ca HaOJII0JaBaHy KIMHUYHO 3HAYMMH Pa3JIMuus B IOKA3aTeINTe 3a ePUKACHOCT MEKAY
Simponi 50 mg u 100 mg na cenmuna 24. Criopen Au3aiiHa Ha MPOYYBAHETO MAIIMEHTHUTE B
IBITOCPOYHOTO MPOIBDKEHNE Ha IPOYYBAHETO MOJKE J]a ca CMEHsUIH Jo3uTe Simponi ot 50 mg Ha
100 mg 1 06paTHO MO MpeueHKa Ha JIeKaps B IPOYy4BaHETO.
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Tadauua 6
OcHoBHHU pe3yJrTaTtu 3a epuxkacHoctTa oT GO-RAISE

Simponi
[Tnane6o 50 mg*
n* 78 138
OTtrosopwjin nanueHT, %
ASAS 20
Cenmuna 14 22% 59%
Cenmurna 24 23% 56%
ASAS 40
Cenmuna 14 15% 45%
Cenmuria 24 15% 44%
ASAS 5/6
Cenmvuna 14 8% 50%
Cenmuna 24 13% 49%

* < 0,001 3a BcCUUKM CpaBHEHHUS
R
N 0Tpa3sABa PaHIOMU3UPAHUTE NALUEHTH; JEHCTBUTEIHUAT OPO NallMEHTH, HOAXOSMIU 32 OLEHKA I10 BCEKH
HpocieABaH IapaMeThp, MOKE JIa BApUPa B 3aBUCHMOCT OT IIEPUO/A Ha OLIEHKA

Cpen manueHTUTe, KOUTO Ca MPOIbDKUIN YYaCTHETO CU B IIPOYYBAHETO M ca JICKYBaHH ChC Simponi,
oposTt marmenTn ¢ ASAS 20 u ASAS 40 otroBop e mogo0eH oT ceamuia 24 1o ceamuiia 256.

Ha cenmunia 14-a u 24-a ca HaOJIIOIaBaHU M CTyYad HA CTATUCTHYECKU 3HAYMMH OTTOBOPH 10
BASDAI 50, 70 1 90 (p < 0,017). [TonoOpeHue Ha OCHOBHUTE MTOKA3aTeNIM 32 aKTUBHOCT Ha
3a00JsIBaHETO € HAOJI0AaBaHO IPH IbPBaTa OLCHKa (ceaMuia 4) ciiesl IbpPBOHAYATHOTO MPHIIOKEHNE
Ha Simponi, KOETO € MPOABJLKHUIIO A0 ceamuua 24. Cpea nanueHTHTe, KOUTO ¢a MPOIBIDKUIN
YYaCTHUETO CH B IIPOYUBAHETO U ca JICKYBaHM ChC Simponi, ca HaOIF0JaBaHN OJ00HHU CTEIICHH Ha
MIpOMsIHA OT U3X0AHUTE cToiHOCTH Mo BASDALI ot ceaqmuna 24 no cenmuna 256. TpaiiHu pe3ynaTratu
ca HabmoxaBanu npu nauueHTu ¢ ASAS 20 otroBop Ha cenmuna 14 HezaBUCHMO OT yroTpebara Ha
DMARD (MTX, cyndacana3ut /iy XHIPOKCHXJIOPOKBHH), pe3yirarta 3a HLA-B27 anTurena wim
n3xonaute croHoctr Ha CRP.

JleuenneTo che Simponi BOJIU 10 3HAYUTEITHO TOAOOPEHUE B TEJIECHUTE (QYHKIMH, OICHEHH T10
npomenute B BASFI Ha cenqmuna 14 u 24, B cpaBHeHHUE ¢ U3XOIHUTE cToHHOCTH. KauecTBOTO Ha
JKUBOT, CBBP3aHO CBC 3APAaBOCIOBHOTO ChCTOSHUE, OLIEHEHO Bb3 OCHOBA Ha MMOKA3aTEINTE 3a
tesiecauTe GyHkun Ha SF-36, cpino noka3sa 3HaunMo noxodpenue Ha ceamuua 14 u 24. Cpex
NaIMEHTHTE, KOUTO Ca MPOIBIDKIIN YYaCTHETO CH B IPOYUYBAHETO U €a JIEKYBaHU ChC Simponi,
NnoJ00pEHHETO B TeJIECHUTE (YHKLIMHU U KAUECTBOTO Ha KHUBOT, CBBP3aHO ChC 3PABOCIIOBHOTO
CBCTOSIHHE, ca OMJIU ITOJ00HH OT ceamuia 24 1o ceamura 256.

Hepenmeenoepaghcku axcuanen cnoHouroapmpum npu 6b3pacmHu
GO-AHEAD

BezonacHoctTa u edukacHoCTTa Ha Simponi ca OIeHEeHH B MHOTOLICHTPOBO, PaHIOMHU3UPAHO,
JBOHHOCIIATO, Tu1ane0o-koHTponmupano npoyusane (GO-AHEAD) npu 197 Bb3pacTHU MAaLUEHTH C
TeXBK akTHBeH nrAxial SpA (ompeneneHn KaTo MalUEHTH, KOUTO OTTOBAPSIT Ha KPUTEPHUTE 32
KJacu(uIUpaHe Ha aKCHAJICH CHOHAWIOApTPUT Ha ASAS, HO HE OTroBapsT Ha MoanuIpaHuTe New
York kpurepuu 3a AS). [lanuenTrTe, BKIIOYSHU B TOBA MPOYYBaHE, Ca MMAIH aKTHBHO 3a00JIsIBaHe
(ompeneneno kato BASDAI > 4 u o Bu3yaina aHanorosa ckaia (VAS) 3a o01a 6ojka B rppba > 4,
Bceku 1o ckana 0-10 cm), Berpexu HacToso win npeauiHo Jedenue ¢ HCIIBC u He ca nexkyBaHH ¢
OMOJIOTHYHU IPOAYKTH, BKIounTenHo ¢ TNF-antaronucru. [lanmenture ca pangoMu3upanu aa
nojiy4aBart mianedo uiar Simponi 50 mg, NpUIIoXKeH MOAKOXHO, Ha Bceku 4 ceamuuu. Ha ceqmuna 16
MAI[MCHTUTE BJIM3aT B OTBOPEHA ()a3a, B KOSITO BCHUKHM ca MONIy4YHId Simponi 50 mg, mpuiioxeH
MIOJIKOKHO, Ha BCEKH 4 CeIMUIM A0 ceamuLa 48, KaTo € HalpaBeHa OLeHKa Ha e(puKacHOCTTa 10
ceamuiia 52 u npociensBane Ha Oe3omacHoctTa 10 ceamuiia 60. [pubnmsurenso 93% ot
MAIMCHTUTE, KOUTO MOJydaBaT Simponi B HAYaJIOTO Ha OTBOPEHOTO MPOb/KeHUE (ceamuiia 16)
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0CTaBaT Ha JIYCHHUE JI0 Kpast Ha MPOYYBAHETO (ceaMHuIa 52). AHAIM3HUTE ca U3BBPIICHU KaKTO 3a
Bcruky nekyBanu (All Treated, AT, N = 197), Taka u 3a OOEKTUBHH NMPU3HAIM HA Bh3MAICHUE
(Objective Signs of Inflammation, OSI, N = 158, onpenenenu ot nosuiieH CRP w/unm Hacrosiu
JIOKa3aTeJICTBa 3a cakpoyuT oT SIMP) nmonynaruu. JlanauTe 3a e(hpUKacHOCT OT ILIanebo-
KOHTPOIIMPAHO MPOYYBAHE Ca ChOpaHU M aHAIM3UpaHU 10 ceamuia 16. [IepBuvHaTa kpaiiHa TOUKa €
nenbT naurentu nocturian ASAS 20 otroBop Ha ceamuia 16. OCHOBHUTE pe3yNITaTu ca
npezcraBeHu B Tabmuiia 7 1 ca ONMUCAHU TO-J0TY.

Tabanna 7
OcHoBHu pe3yiatatu 3a epuxacHocT oT GO-AHEAD na ceqmuua 16

IMomoGpeHusi HA MPU3HAIM U CUMITOMHU
Bewnuku ekyBaHu NOITyIaluu [omynanus ¢ 06eKTUBHH
(AT) npusHaiy Ha Bp3nanenue (OSI)
iane6o Simponi 50 mg iane6o Simponi 50 mg
n* 100 97 80 78
OTtroBopuin, % nauMeHTu
ASAS 20 40% T1%** 38% T7%**
ASAS 40 23% 57%** 23% 60%**
ASAS 5/6 23% 54%** 23% 63%**
ASAS Yactuuna
pEMHCHS 18% 33%* 19% 35%*
ASDAS-C*< 1,3 13% 33%* 16% 35%*
BASDAI 50 30% 58%** 29% 59%**
HNuxun6upane Ha Bb3NaJleHUETO B cakpounayHute craBu (SI), usmepeno upe3 AMP
[Tnane6o Simponi 50 mg [Inane6o Simponi 50 mg
n¢ 87 74 69 61
CpenHa npomsHa Ha
SPARCC? SIMP
CKOp Ha CaKpOMJIMayHaTa
cTaBa -0,9 -5,3%* -1,2 -6,4%*

a n oTpassiBa paHAOMU3HUPAHU U JICKYBAHU MALIUCHTH
b

Ckop Ha C-peakTHBHUS MPOTECHH, OIICHIBAI] aKTUBHOCTTA Ha 3a00JsBaHeTO aHkmiao3upail cnouamwinT (AT-TTnanebo,
N =90; AT-Simponi 50 mg, N = 88; OSI-Ilnane6o, N = 71; OSI-Simponi 50 mg, N = 71)
n oTpassaBa Opos MAMEHTH ¢ U3X0MHO HUBO U SIMP nanuu Ha cepmuia 16

SPARCC (Koncoprmym Ha Kanazia 3a n3cineBane Ha CIIOHIMIOAPTPUTA)
** p<0,0001 cpaBHeHHE Ha Simponi cpsAMo 11anedo
*  p<0,05 cpaBHeHHe Ha Simponi crpsMo TUIae6o

CraTHCTHUYECKH 3HAYHMU MTOI00pPEHUS Ha TIPU3HAIN ¥ CUMIITOMH Ca JEMOHCTPUPAHU MPH MAIUEHTH C
TeXBK akTHBEH nr-Axial SpA, nexyBanu csc Simponi 50 mg B cpaBHEHHE C I1a1ied0 mpe3

cenmuna 16 (Tabmuua 6). Ilpu mepBata onenka (ceamuna 4), ciell MbPBOHAYAIHOTO NPUIIOKEHHE Ha
Simponi, ca HaOmogaBanu nmogoopeHust. SPARCC pesyararsT, uamepex upes AMP, nmokassa
CTaTUCTUYECKU 3HAYMMO HaMansBaHe Ha S| cCTaBHOTO Bh3MaJIeHUE Ha ceIMUTIA 16 TIpH MaIMeHTH,
nekyBaHH cbc Simponi 50 mg, B cpaBHenue ¢ mianebo (Tabauna 6). bonkara, onenena ot OO1a
Oonka B rpp0Oa u HomHa 0oJKka B I'bpOa VAS, M akTHBHOCTTA Ha 3a00JIsIBaHETO, U3MEPEHA Upe3
ASDAS C, cblI10 MoKa3BaT CTATUCTUUECKU 3HAYMMO TOA00PEHUE OT M3XO0AHOTO HUBO 0 ceaMulia 16
NP MaLUeHTH, JeKyBaHH cbc Simponi 50 mg B cpaBHeHue ¢ manedo (p < 0,0001).

CraTHCTHUYECKH 3HAYMMU 1TOI00peHus B IphOHAYHATa MOOMITHOCT, olleHeH! upe3 BASMI
(MeTpoJsIorMUeH UHACKC 3a aHKujIo3upail cnouauuT mo bat (Bath Ankylosing Spondylitis Metrology
Index)) u Ha ¢pusnueckata pynkuus, oneneHa upe3 BASFI, ca nabnronaBaHu npy MalMeHTH JIEKYBaHU
cbe Simponi 50 mg, B cpaBHEHHE ¢ TAIMEHTHUTE, JIEKyBaHu ¢ miaredo (p < 0,0001). [anuenTure,
JICKYBaHH ChC SImponi, UMaT 3HAYUTEIIHO MO-TOJIIMO MOI00PEHHIE Ha KaYeCTBOTO Ha JKUBOT,
CBBP3aHO ChC 37[paBeTo, orleHeHo upe3 ASQoL, EQ-5D, u SF-36 dbusndecku u ncuxudecku
KOMITOHEHTH, U IMaT 3HAYUTEIIHO MO-TOJISIMO TOA0OpeHre Ha pabOTOCIIOCOOHOCTTA, OLIEHEHO KaTo
MO-TOJISIMO HaMaJieHUe Ha o011ara paboToCIIOCOOHOCT U MOHMKaBaHEe Ha aKTHBHOCTTA, OLIEHEHO Upe3
BhIIpocHnKka WPAI, ciipsiMo manueHTure, mpueMaiy miamebo.
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CraTuCTHYECKN 3HAaUUMH PE3yNTaTH ChIIO ca IeMOHCTpHUpaHH B omynanusaTa OSI mpe3 ceqmuna 16
3a BCUYKHU KpaiHU TOYKH, OMTUCAHU MO-TOPE.

[Ipu asere AT u OSI nomynanuu, mogoOpeHUsITa IO OTHOIIEHHE HA IPU3HALUTE U CUMIITOMHUTE,
rppOHaYHATa TOABIKHOCT, (pnu3ndecKuTe (PYHKINHU, KAYECTBOTO HA KUBOT U POU3BOAUTEIHOCTTA
HaOIroIaBaHM Npe3 ceaMuna 16 mpu nanueHTy, JeKyBaHu cbe Simponi 50 mg npoabinKasa MpH Te3H,
OCTaHaJM B IPOYYBAHETO Npe3 ceAMHLA 52.

GO-BACK

Eduxacnoctra 1 6€30macHOCTTa Ha MIPOABIDKUTEIHO JICUYCHHUE C TONMMYMal (IIbJIHA cXeMa Ha JIeUeHHe
WM C HaMaJIeHa YecToTa Ha IpujlaraHe) B CpaBHEHHUE C OTTETIIIHE OT JICUECHHETO € OIIeHEHa IPU
BB3pPACTHU MAIMEeHTH (Ha Bb3pacT 18-45 roguHm) ¢ akTUBEH nr-axSpA, KOUTO MMOKa3Bat
NPOIBIDKUTENIHA PEMHCHS B paMKuTe Ha 10 Mecena OTKpUTO JIeYeHUE ChC Simponi NpH MpujlaraHe
BeaHBK MeceuHo (GO-BACK). [TomxoasmuTe manueHTH (KOUTO MOCTUTaT KIIMHUYEH OTTOBOP 10
Mecel 4 u ctaTyc HeakTHUBHO 3a0omsBane (ASDAS < 1,3) na mecert 7 u Ha mecer] 10), kouto ce
BKJIIOYBAT B IBOWHOCHsNATA (pa3a Ha OTTETNIAHE OT JICUCHUETO, ca PaHIOMHU3UPAaHU Ha
NPOIBJDKUTEIHO €XEMECEYHO JieueHHe ¢be Simponi (ITbjHa cxema Ha JeueHue, N = 63), neueHue Ha
BCEKH 2 Mecela ¢be Simponi (¢ HamalieHa 4ecToTa Ha nmpuiarane, N = 63) Win e:xeMecevHO JICUeHNE
¢ rwianebo (OTTerIsIHe oT jieueHueTo, N = 62) npuoau3uTenHo 10 12 Mecena.

[IbpBUYHATA KpaifHa TOYKa 32 €(UKACHOCT € TIPOLICHTHT Ha MallueHTUTe 0e3 000CTpsIHE Ha
3abomsBaneTo. [Ipy mareHTHTe, KOUTO MoTydaBat 00oCcTpsiHe, T.e. uMaT ASDAS, cr0pan npu

2 mocienoBaTeTHU OLIEHKH, KaTO U IBETE MOKa3BaT MM a0COMIOTEH pe3yiaTaT > 2,1, win noBUIIaBaHe
cien orrerysine > 1,1 cnpsimo mecert 10 (kpasiT Ha OTBOpEHUsI IEPUOJ Ha JICUEHUETO), € Bb30OHOBEHA
eKkeMeceyHaTa Tepanus cbc Simponi B 0TBOpeHa (ha3a Ha MOBTOPHO JICUEHHE, 32 J1a CE XapaKTepu3nupa
KIIMHUYHHUAT OTT'OBODP.

Knunuuen omeogop cneo 080UHOCIANO CRUPAHEe HA ledeHUemo

Cpen 188 manneHTH ¢ HEaKTUBHO 3a00JIsIBaHE, KOUTO MOJTy4yaBaT MOHE €Ha 1032 OT JIBOMHOCIISAIOTO
neuyenue, 3Ha4uTenHO (p < 0,001) mo-rossiM NpOLEHT NalMEHTH He MOoIy4aBaT 000CTpsiHE Ha
3a00JIsIBAaHETO, KOraTo MPOABIDKABAT Simponi Wi ¢ bJiHaTa cxema Ha jgeuenue (84,1%), nnu c
HaMmaJIeHa JyecToTa Ha mpuiarane (68,3%), B CpaBHEHHUE ¢ OTTENIIAHE OT JiedeHueTo (33,9%)
(Tabnwuma 8).

Tadanuna 8
AHaJIN3 HA MPOLIEHTA yYacTHUIM 0e3 o6ocTpsiHe?
Hsanata anaanzupana rpyna (Ilepuon 2 — nBoHHOCISAI)

Pa3znuka B % cnpsimo mianedo
JleuyeHne n/N % Onenka (95% CI)° p-cToiiHOCT”
GLM SC QMT 53/63 84,1 50,2 (34,1; 63,6) < 0,001
GLM SC Q2MT 43/63 68,3 34,4 (17,0; 49,7) < 0,001
[Tnane6o 21/62 33,9

I_IsmaTa aHaJIM3MpaHa rpyna BKJII0YBa BCUYKH PAHAOMU3UPAHU YHYaCTHUIU, KOUTO IMOCTHUI'aT HEAKTUBHO 3a00151BaHe npes3

nepuon lu IOJIy4aBaT MOHE €/1Ha 103a OT 3aCJICTICHOTO JICYEHUEC B IIPOYUBAHETO.

a Omnpenenen katro ASDAS nipu 2 mocne1oBaTeTHA BU3UTH, KaTo U JABETE MOKa3BaT WM a0COIOTHA CTOWHOCT > 2,1 min

YBEJIMYCHHE CIIe] IPEKbCBaHe Ha JedeHuero > 1,1 cnpsmo mecen 10 (Busuta 23).

[IpoueHTsT Ha rpemka i I mpu MHOrokpaTHOTO cpaBHsABaHe Ha eyeHnero (GLM SC QMT copsamo miane6o u
GLM SC Q2MT cropsmo miane60) e KOHTpoJIupaH ype3 mocuensaio (step-down) tecrane. [loimydeHo B3 OCHOBA Ha
ctpatudurpanus mero] Ha Miettinen 1 Nurminen ¢ HuBo Ha CRP (> 6 mg/L unn < 6 mg/L) kato crparudummparg
(axTop.

V4acTHHUIMTE, KOUTO NPEKBCBAT JICUCHUETO Mpe3 MepHO. 2 IPEKICBPEMEHHO U IIPEaH ,,000CTpSIHE™ ce CUUTAT 32
MOJIYYHIIU ,,000CTpsIHE .

N = mwJieH 6poit yuacTHHIN; n = Opoii yuacTHuIU 6e3 o6ocTpsire; GLM = romumyma6; SC = noaKoxHO,

QMT = npunarane BenHbx MeceuyHo; Q2MT = npunaranemecen.

Paznukara BBB BpeMeTO 0 IBPBOTO OOOCTPSIHE MEXKTy TpyHara ¢ OTTETJSHE OT JISYEHHUETO U BCSIKA OT
rpyIMUTe Ha JICYSHHE Che Simponi e nmokazana Ha durypa 1 (ror-pask p < 0,0001 3a Bcsiko
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cpaBHeHue). B rpynara Ha mane6o 000CTpsSHETO 3a1o4Ba MPUOIH3UTEITHO 2 Mecela ciejl KaTo
JICYEHUETO ChC Simponi € CIpsSHO, KaTo MO-rojsiMaTa 4acT OT 00OCTPSHUATA BE3HUKBAT B PAMKHUTE Ha
4 mecerna ciieql cnupane Ha jedenuero (Purypa 1).

®@urypa 1: Ananu3 no Kaplan-Meier Ha BpemeTo 10 NbPBOTO 000CTpsiHE

0.8 =
0.7 4

0.6 -

Ty
[OES SRR

BepoATHOCT 3a funca Ha oBocTpAHE

0.3 4
0.2 4
MbNHa cXemMa Ha neveHue
041 4 — — — HamaneHa 4ecToTa Ha NpunaraHe Il UensypupaH
— - — [nayebo *nor-paHk p<0.0001
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T T T I I T T T T T T T T
0 1 2 3 4 2 6 7 8 9 10 M 12

CvbuTne nnu LeHsypupaHo
YyacTHULM B pUCK Bpeme (MeceLy)
GLM QMT 63 59 55 55 54 54 54 54 54 54 54 53 24
GLM Q2MT 63 61 58 56 53 52 50 49 48 48 46 45 19
PBO 62 57 48 38 31 27 24 24 23 22 2 22 10

*KpaiiHaTa TouKa He & KOpHUIHpaHa 3a MHOXecTBeHocT. CTpaTuduuupan no HUEo Ha CRP (> 6 mg/l unn = 8 mg/).
ObocTpaHeTo e onpeaeneHo kato ASDAS npu 2 nocnegoBarenHn BU3UTY, karo 1 ABeTe nokassat unu abconoteH
pesynTat = 2,1, nnn noBULEHNE cNea, oTTernsaHe oT nedeHneto = 1,1 cnpamo meceyy 10 (Busnta 23). YuyacTHULMTE,
KOWTO HAMAT 060oCTPAHE, CA LUEH3YPUPAHK N0 BPEME Ha OTTErNAHE OT NeYeHUeTo UNK Ha mecey 13 oT nepuog, 2 Ha
ABOWHOCnANOTo nevyeHwe. Havyanoto Ha nepurog 2 npeacrasnasa flex 1 ot anannsa no Kaplan-Meier 3a yanara
aHanusMpaHa rpyna.

Knunuuen omeosop kvm nosmopHo neuenue npu 0bocmpsme Ha 3a0071A6aHEMo

KnuangaausaT oTroBop e onpeaeseH kato nogodpenne Ha BASDAI > 2 unu > 50% cnpsimo cpeanata
CTOMHOCT Ha 2 mocnenoBaresHu olieHku o BASDALI, cebp3anu ¢ obocTpsiHe Ha 3a0onsBanero. Ot
53 y4acTHHUIM 110 cXeMaTa ¢ HamaJieHa YeCTOTa Ha Mpujlarale Wid OTTEerJIsIHE OT JIeUEHHUETO, KOUTO
uMat NOTBBPAEHO 000CTpsiHe Ha 3a0omnsBaneTo, 51 (96,2%) nmocTUrar KIMHAYEH OTTOBOP KbM
Simponi B pamkuTe Ha IbpBUTE 3 Mecela OT Bb30OHOBSIBAHE HA JICUCHUETO, BHIIPEKHU Y€ IMO-MAJIKO
narnenTu (71,7%) ycnsBar ga ro mojrbpKaT mpe3 BCHUKUTE 3 Meceria.

Ynyeposzen konum npu 6v3pacmuu
Eduxacnocrra Ha Simponi € orieHeHa B ABE PaHAOMHU3HPaHH, IBOMHOCIIEIH, I1ale00-KOHTPOINPaHn
KIMHUYHYU TPOYYBAHMS IIPH Bb3PACTHH MAI[USHTH.

[IpoyuBaneto 3a nunaykumonHo nedenue (PURSUIT-Unaykius) oLeHsiBa NallMEHTHTE C YMEPEH 10
TEXBK aKTHBEH YIIIepo3eH KoauT (Mayo ckop 6 110 12; eHIOCKOIICKH CKOp > 2), KOUTO HMaT
HE3aJI0BOJIUTENIEH OTTOBOP MJIM UMAT HETTOHOCUMOCT KbM KOHBEHIIMOHATHHUTE TePANiH, WIH ca
3aBHCHUMH OT KOPTHKOCTEPOUAU. B eTama Ha mpoydBaHeTo 3a yCTaHOBSIBaHE Ha 103aTa, 761 manueHTn
ca Owm panmomMu3upanu na noiaydar 400 mg Simponi s.c. Ha ceamuna 0 u 200 mg Ha ceamuna 2,
200 mg Simponi s.c. Ha cenmuna 0 u 100 mg Ha cenmuna 2 wim miane6o s.c. Ha cenmuna 0 u 2.
PaspemieHo e chrbTCTBAILO JCYCHNE C YCTAHOBEHH 03U MEPOPATHA aMUHOCATHLIMIIATH,
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KOPTHUKOCTEPOH TN H/FITH KIMYHOMO/IYJIaTOpH. B ToBa mpoy4BaHe € olieHeHa eprKacHOCTTa Ha
Simponi g0 cenmua 6.

Pesynratute ot mpoyuBane 3a noaabprkaiio jgedenne (PURSUIT-Ilogaspixane) ce ocHOBaBaT Ha
OLICHKAaTa Ha 456 MalMeHTH, KOUTO ca MOCTUTHAIM KJIMHUYEH OTTOBOP OT MPEIX0IHO HHAYKIIMOHHO
neyeHne cbe Simponi. [Tanmenture ca pangoMu3upanu Aa noiaydat Simponi 50 mg, Simponi 100 mg
WK T1a11e00, MPUIIOKESHU TTOIKOKHO Ha BCEKH 4 CeIMUIIN. Pa3pelnieHo e ChITbTCTBAIIO MPIIOKEHNE
Ha YCTaHOBEHH JI03H NEPOPATHU aMHHOCATUIIMIATH W/WIK KIMyHOMOIynaTopu. Jlo3ure Ha
KOPTHUKOCTEPOUINTE € TPSOBaIo Aa ce HaMaJIsT MOCTENEHHO MPH 3all0YBaHe Ha IPOYUYBAHETO 32
NOJTBPIKAIIO JiedeHue. B ToBa mpoyuBaHe e olieHeHa eukacHoCTTa Ha Simponi 0 cenmuna 54.
[NanuenTHTe, KOUTO 3aBBPIIBAT MPOYYBAHETO 32 TOAIBPIKAIIO JICUECHHE 10 CeAMHUIA 54, TPOIbIKaBAT
JICYCHUETO B MPOIBIDKEHUETO Ha MPOYUBAHETO, KAaTO e(hPMKACHOCTTA CE€ OLEHsBa A0 ceamuua 216.
OreHkara Ha €UKACHOCTTA B TIPOIBIDKEHHETO Ha MPOYYBAHETO € HAIpaBeHa Bh3 OCHOBA Ha
NPOMEHUTE B TIPUIIOKEHUETO Ha KOpTUKOCcTepouH, [ mobanHaTa onenka Ha siekapst (Physician’s
Global Assessment, PGA) 3a akTUBHOCTTa Ha 3a00JIIBaHETO U IOAOOPEHUETO Ha KAYECTBOTO Ha
KHBOT, MI3MEPEHO Ype3 BrnpocHuka 3a Bp3nanuTenna donect Ha yepsara (Inflammatory Bowel
Disease Questionnaire, IBDQ).

Tadauna 9
OcHoBHu pe3yaratu 3a epuxacHocT oT PURSUIT - Unayknus u PURSUIT - llogabp:xkane
PURSUIT-Unaykuust
Simponi
Inauedo 200/100 mg
N =251 N =253
IIpoueHT ManMeHTu
[TanmeHTH ¢ KIMHUYEH OTTOBOpP Ha cenMuna 6 30% 51%**
[TanyenTy B KJIMHMYHA PEMMCHS Ha ceamuia 6° 6% 18%**
[TaneHTH chC 3a31paBsBaHe HA JTUTABUIIATA HA 29% 42%*
ceamuna 6°
PURSUIT-Hogabp:xane
Simponi Simponi
Ilnane6o! 50 mg 100 mg
N=154 N=151 N =151
IIpoueHT NauueHTH
[Mogabp:xane Ha KIMHUYHUS 0Tr0130pe (ITarmmenTHN 31% 470 5004 %
C KIIMHUYCH OTTOBOP Ha ceamuIia 54)
Tpaiina pemucus (Ilauentu B KHI/IHI/I‘I}ia 16% 2304 280
pemucust Ha cenmuiia 30 u cenmuria 54)

N = Opoii narueHTH
** p<0,001
* p=<0,01

& OmnpenesieH KaTo MOHIKEHUE OT U3XOHATA CTOMHOCT B Mayo ckop ¢ > 30% ¥ > 3 TOUKHM, IPHIPYKEHO C HAMATICHUE

Ha CKOpa 3a PEKTaJIHM KPbBOM3IUBH € > | WM CKOp 3a peKTaaHu KpbBou3auBH ot 0 wiu 1.
Omnpenenen kato Mayo ckop < 2 ToukH, 6€3 HHIUBHIyaTIeH CKop > 1

Omnpenenen kato 0 nnm 1 32 eHTOCKONICKH CKOP OT Mayo ckop.

CaMo 32 HHIYKIIHOHHO JICUCHHE ChC Simponi.

[TanmenTuTe ca olleHeHU 3a aKTUBHOCT Ha 3a0oisBaneTo UC ype3 uactuueH Mayo ckop Ha BCeKU 4 ceIMHULIU
(3ary6aTa Ha OTTOBOP € MOTBBPACHA EHJO0CKOICKN). ETO 3a1110 MalueHT, KOWTO € HOANbPIKaI OTTOBOP, € B ChbCTOSHUE
Ha TpaeH KJIMHUYEH OTTOBOP IIPH BCAKO OLIEHSIBAHE Ha ceamuua 54.

[NanwmenT, Koo € TpssOBao na Obae B pemucus Ha cenmunu 30 u 54 (0e3 1a moka3Ba 3ary0a Ha OTTOBOP B HAKAKbB
MOMEHT Ha ceAiMULA 54), 3a 1a TOCTUTHE TpaliHA pEMHUCHS.

[pu manuenture ¢ terno mox 80 kg, mo-ronsimMa 4acT OT mauMeHTUTE, nprueMany 50 mg noaIbpKamia Tepamnus, ca
MOKa3aJy TpaiHa KIMHUYHA PEMHCHS, B CPAaBHCHHUE C TE3H, MPUEMATH L1anebo.

[ToBeue nekyBaHu chc Simponi MaIMEeHTH MOKa3BaT TPAHO 3a3/IpaBsBaHe Ha JIMTaBUIATa (TTAIMEHTH
ChC 3a3/IpaBsgBaHe HA TUTaBHIaTa Ha ceamuiia 30 u cenmuia 54) B rpynata ¢ m1o3a 50 mg (42%,
HoMuHanHa p < 0,05) u rpynara ¢ go3a 100 mg (42%, p < 0,005), B cpaBHEeHHE ¢ TALUEHTUTE B
rpymara Ha miane6o (27%).
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Cpen 54% ot nauuentute (247/456), KOUTO MOJTyyaBaT ChI'BTCTBAILO KOPTUKOCTEPOUIH MTPU
3anouBane Ha PURSUIT-Ilognbpxane, MporeHTHT Ha TAITUEHTUTE, TOANBPKAIN KIIMHUYIEH OTTOBOP
JIo ceamuIa 54 1 He ca MoJTy4aBajiy ChIIBTCTBAIIO KOPTUKOCTEPOUIN Ha cenMuIia 54, e mo-royisiM B
rpynata ¢ 50 mg (38%, 30/78), u B rpynara csc 100 mg (30%, 25/82) B cpaBHeHuUE C TpyIaTa Ha
rtane6o (21%, 18/87). IIponeHThT Ha MALMEHTHTE, KOUTO ca NPEYCTAHOBHIN KOPTUKOCTEPOUIUTE 10
ceamuia 54, e mo-roysiM B rpynara ¢ 50 mg (41%, 32/78) u rpynata ¢se 100 mg (33%, 27/82), B
CpaBHEHHE C rpynara Ha mianebo (22%, 19/87). Cpen nanueHTuTe, KOUTO Ca BKIFOYCHH B
NPOIBIDKCHUETO Ha IPOYYBAHETO, MPOLIEHTHT HAa yYaCTHULIMTE, KOUTO OCTaBaT Ha JieueHue 0e3
KOPTHUKOCTEPOHIM KaToO ISJI0 Ce 3ama3Ba 10 ceamuna 216.

IIpu manmeHTH, KOUTO HE MOCTUraT KIIMHUYEH OTroBOp Ha ceamuia 6 B npoyusanusata PURSUIT-
Wupyxnus e npunoxker Simponi 100 mg Ha Bceku 4 ceamuiy B npoyusanetro PURSUIT-
ITonnepxane. Ha ceqmutia 14, 28% oT T3 MaIMEHTH MTOCTUTAT OTTOBOP, OTPEJICIICH OT YaCTUUCH
Mayo ckop (1o-HHCBK € > 3 TOUKH B CPaBHEHHE C HA4aJIO0TO Ha MHIYKIMOHHATA Tepanus). Ha
cenMula 54, KTMHUYHNUTE Pe3yITaTH, HAOMI0JaBaH! TIPH TE3U MALUEHTH, Ca CXOIHU C KITUHUYHHUTE
pe3yaTaTH, ChOOIIEHH 3a MalMEeHTUTE, KOUTO IMOCTUTaT KIMHUYEH OTIOBOP Ha ceaMuIia 6.

Ha ceamuna 6, Simponi 3HAa4UMO MOA00PsIBA KAYSCTBOTO HA KUBOT, U3MEPEHO Ype3 MPOMsiHATA
CIpsIMO M3XOAHO HUBO B criennduyHo 3a 6oectra u3mepsane, IBDQ (inflammatory bowel disease
questionnaire, BBIIPOCHHK 3a BB3MAJUTEIHA 00IeCT Ha YepBata). [Ipu manueHTuTe, IprueMaim
MOJTBPIKAIIO JICYCHHE ChC Simponi, MOJOOPEHUETO B KAUECTBOTO Ha KHMBOT, U3MepeHo upes IBDQ,
ce 3amasBa 70 ceamuIia 54.

[IpubnuzurenHo 63% OT nauXeHTHUTE, KOUTO MOMy4YaBaT Simponi B HAYaI0TO HA MPOABIKEHUETO Ha
Npoy4BaHeTo (ceaMuua 56), mpoabJiKaBaT JICUEHHETO A0 Kpask Ha IPOYyYBaHETO (IIOCIETHO

MIPUJIOKEHUE Ha TouMyMal Ha ceamuiia 212).

HGZ[I/IaTDI/ILIHa nonmyjganusa

Ileouampuuen nonuapmuKynapeH 106eHuIeH UWOUONAMUYeH apmpum

BezonacnoctTa 1 edukacHoCTTa Ha Simponi ca OLEHEHH B PaHAOMHU3UPAHO, TBOWHOCIIATIO, Iuane0o-
KOHTPOJIMPAHO MPOYUBaHe, ¢ paza Ha orTrerysine oT jJeyenueTo (GO-KIDS) npu 173 nena (Ha Bb3pact
ot 2 1o 17 rogunm) ¢ aktuBeH pJIA, ¢ Hali-Mallko 5 aKTUBHU CTaBU U HE3aI0BOJUTENIEH OTTOBOP KbM
MTX. Jlena ¢ monmuaptuxyiaapet JIA (moauapTput ¢ MOJ0XKHUTENEH WM OTPULIATeNIeH PeBMAaTOUICH
(hakTop, pasLIMpPEeH OJUTOAPTPHUT, IOBEHWICH IICOPUATHICH apTpUT WK cucteMeH JIA, 6e3 Hacrosim
CHCTEMHH CHMIITOMH) Ca BKJIFOYCHHU B MPOyYBaHeTo. MeauanaTra Ha Opost aKTUBHH CTaBU Ha U3XO/IHO
HuBO ¢ 12, a Meauanara Ha CRP ¢ 0,17 mg/dl.

UYacr 1 Ha mpoy4BaHETO ce ChCTOU OT 16-ceqMUyYHa 0TBOpeHa (a3a, B KOATO 173-Te BKIIIOYCHH Jiena
TOJTy9aBaT MoAK0KHO Simponi 30 mg/m? (MakcuMainno 50 mg) Ha Bceku 4 ceamunm u MTX. 154-te
niera, KouTo ca nmocturHany otroBop mo ACR Ped 30 na ceqmuna 16 ca BkimtoueHu B Yacr 2 Ha
IPOYYBAHETO, paHIOMHU3UpaHara (asza Ha OTTErJIsHE OT JICYEHHETO, U Motyyasar Simponi 30 mg/m?
(makcumaitHo 50 mg) + MTX win mnane6o + MTX Ha Beeku 4 cenmunu. Crier 000cTpsiHe Ha
3ab0JIsIBaHETO Jlenara nosnydasar Simponi 30 mg/m? (Makcumanso 50 mg) + MTX. Ha cenmuiia 48,
Jerara ca BKIIOYEHH B IBJITOCPOYHO HPOIBIDKEHHE Ha IPOYUYBAHETO.

Jlenara, BKIIOYCHH B TOBA IpoyuBaHe, mokassar orrosopu o ACR Ped 30, 50, 70 u 90 ot cenmuna 4.

Ha cenmuna 16, 87% ot nenara ca ¢ orropop nmo ACR Ped 30, a 79%, 66% u 36% ot nerara
cboTBeTHO ca ¢ oTroBop mo ACR Ped 50, ACR Ped 70 u ACR Ped 90. Ha cenqmuna 16, 34% ot nenata
MMaT HeaKTUBHA 0OJIECT, ONpeiesieHa KaTo HAJIMUKe Ha BCHYKHU OT CICJHHUTE: HAMAT CTaBH C aKTUBEH
apTPUT; HAMAT TeMIIepaTypa, 00pUB, CEPO3UT, CINICHOMETANINS, XETIATOMETANNS U TeHepaIu3upaHa
nuMdaaeHonaTus, IbibKaiia ce Ha JIA; Hamar akTuBeH yBeuT; uMat HopmaiHa ESR (< 20 mm/4ac)
wim CRP (< 1,0 mg/dl); rmobanHa onieHKa Ha Jiekaps 3a aKkTHBHOCT Ha 3a0ossaBaHeTo (< 5 mm no
VAS); NpoABIKUTEIHOCT Ha CyTpeIIHaTa CKOBaHOCT < 15 MUHYTH.
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Ha cenmuna 16 Bcruku kommnoneHTn Ha ACR Ped mokasBar KIMHHYHO 3HAYMMO TOJ00pEHUE OT
M3X0HOTO HHUBO (BK. Tabmuma 10).

Taéauua 10
IMonoOpenus cupsimo U3X0AHO HOBO HA KoMnoHeHTUTEe HA ACR Ped Ha ceqmuna 16*
Meauana Ha nopo0peHueTo B
NPOLEHTH
Simponi 30 mg/m?
n®=173

I'moGanna ouenka Ha nekaps 3a 3abomsaBanero (VAS® 0- 88%

10 cm)

I'mo0asHa oleHKa HA Y4aCTHUKA/POIUTEIIS 32 67%
1s10cTHOTO cheTosiHue (VAS 0-10 cm)

Bpoii Ha akTUBHUTE CTaBH 92%

Bpoii Ha cTaBuTe ¢ OrpaHuyYeH 00XBAaT Ha JIBHKCHUE 80%
Ousnuecka dhynknus mo CHAQ" 50%

ESR (mm/h)" 33%

HM3XO0IHO HUBO = ceamuiia

6 «y» 0Tpa3siBa BKJIIOYCHUTE MALIUCHTH

®  VAS: Bu3yajina aHajoroBa ckaja

r CHAQ: BripocHUK 3a OIIeHKa Ha JIETCKOTO 31paBe

" ESR (mm/h): cKkOpoCT Ha yTasiBaHE HA €PUTPOLUTHTE (MUIMMETPH Ha 4ac)

[IppBUYHaTa KpaiiHa TOUKa, MpoLeHTa aena, kouto orroBapsaT mo ACR Ped 30 na cenmuua 16, u npu
KOHMTO HsIMa 000CTpsiHE Ha 3a00BaHeTO MexX Ty cenmuna 16 u cenmuna 48 He e nocturuara. [Ipu no-
rojisiMaTa 4acT OT JeriaTta HsiMa 000CTpsiHe MeKIy cenMulia 16 u ceamuna 48 (chotBeTHO 59% B
Simponi + MTX rpynara u 53% B miane6o + MTX rpynara; p = 0,41).

[IpenBapuTenHo onpeaescHUTe aHATU3H 110 MOJIPYITH Ha MbPBUYHATA KpaiiHa TOYKa CIIOpe]]
uzxoxuute ctoiHocTH HAa CRP (> 1 mg/dl cipsimo < 1 mg/dl) moka3saT mo-roJyisiMma 4yecToTa Ha
000CTpsiHE TIPH yYaCTHHUIIH, JIeKyBaHU ¢ tuianedo + MTX, cnpamo Simponi + MTX, npu yyacTHUIM ©
u3xoanu croitnocty Ha CRP > 1 mg/dl (87% cmpsamo 40% p = 0,0068).

Ha cenqmuna 48, 53% u 55% ot meuara, BKIIOYEHH CHOTBETHO B rpynara Ha Simponi + MTX u
rpynata Ha miane6o + MTX, umar orrosop nmo ACR Ped 30, u crorBeTHO 40% 1 28% OT nenara B
rpynata Ha Simponi + MTX u rpynara Ha marne6o + MTX, ca moCTUTHAIN HEAKTUBHO 3a00JIsIBaHE.

IHeouampuuen ynyeposen xonum

bezonacHocTTa ¥ eukacHOCTTa Ha Simponi ca OIECHEHH B MHOTOILIEHTPOBO, OTKPUTO MPpOyuBaHe (a3a
[T (PURSUIT 2), nnanupano fa BKIIOYBA Jela Ha Bb3pacT oT 2 0 17 ToAuHU C YMEPEH 0 TeKBK
AKTHBEH YJILIEPO3€H KOJHT, Ne(HUHUPAH KaTo IrbjieH Mayo ckop oT 6 10 12, BKIIOYHTEHO C
€HJIOCKOIICKH MoACcKop > 2. Jlena, KOUTO ca ¢ mpeaxoaHa excno3uius Ha anTu- 1 NFo cpenctsa, He ca
noaxoammu 3a yuactue. [lo-ronamara gact ot 69-te yuactauim (97,1%) ca moiy4aBanu JiekapcTBa,
CBBP3aHHU C JICUCHUETO Ha YIIIEPO3CH KOJUT (KOPTHKOCTEPOUIN, IMyHOMOAYIATOpH W/ uimn 5-ASA);
52,2% oT y4acTHMLIUTE Ca MOJTy4aBaIl KOPTUKOCTEPOUH, a 88,4% ca mony4yaBav epopaieH S-
ASA. Cpennara Bs3pacT Ha yuacTHUIUTe € 13,4 rogunu (quamnason ot 4 no 17). 53,6% (37) ot
YYaCTHHUIIMTE ca OT KeHCKH 10j1. CpeaHoTo Tero ¢ 52,4 kg (nuana3on ot 16 no 107). U3xogHute
XapaKTePUCTUKU Ha 3a00JIIBaHETO 3a LsIaTa MOMyJIalys, JIEKyBaHa ¢ TONUMYyMal, ca MPeACTaBUTEIHN
3a meIMaTpUYHH NAlMEHTH C YMepeH A0 Texbk aktuseH UC.

B unnyknuonnara ¢asa (ot ceamuna 0 1o cenmuna 6) nemnara mnojryyaBar roJiuMyMad MOJIKOXKHO B
3aBHCUMOCT OT TeJleCHOTO Teryio Ha cenmuim 0 u 2. [lenata ¢ TenecHo Terno > 45 kg nomydaBat
¢bukcupanu nHIyKIoHHN 103U 200 mg noakoxuo Ha ceamuna 0 1 100 mg Ha ceqmuna 2. Jlenara ¢
TesecHo Terio < 45 kg nony4aBaT HHAYKIIMOHHH 031, KOPUTHPAHHU CIIOPE] TelIECHATA TOBBPXHOCT,
120 mg/m? s.c. (1o makcumym 200 mg) Ha ceamuna 0 u 60 mg/m? s.c. (10 makcumym 100 mg) Ha
ceamuna 2. Ha ceqmuiia 6 nerata ce OLEHsABAT 110 OTHOILICHHE Ha C(PUKACHOCT M OE30MMacHOCT.
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B®B ¢azata Ha mogabpKaio gedeHue (0T ceqmuna 6 1o ceamuua 54) nemara, KOUTO ca MOKa3aln
KJIMHAYEH OTTOBOP KbM roJMMyMad (HamajeHue CIpsMO U3XOAHOTO HUBO Ha MMBJIHUS Mayo ckop ¢
>30% u > 3 TOYKH, C HAMaJIEHUE CIIPSIMO M3XOHOTO HMBO B MOJCKOpPA 32 PEKTAIHO KbpBeHE > 1 uiu
C TIOZICKOp 3a peKTaJHo KbpBeHe 0 min 1, KaTo ce U3Moa3BaT MECTHUTE CTOMHOCTH 32 €HJOCKOIICKU
TOJICKOP), POIBIKABAT Jia MoJTy4yaBat ronumymab 100 mg s.c. (mena ¢ rerno > 45 kg) nmu 60 mg/m?
(mena c Terno < 45 kg) na Bcexku 4 cenmuiu Ao ceamuua 50. [Ipu nema 6e3 KIMHWYEH OTTOBOP Ha
ceaMHuIIa 6 € MOYXKEIIO J1a Ce Ja/iaT JOIMBIHUTETHH 03U Ha ceaMuna 6 u cenmuna 10, mocnenBanu ot
OLIGHKA Ha OTroBOpa Ha ceAMuua 14, 3a 1a ce onpeaein Aajiu AeuaTa Ia NpoAbJKAT C TOIUMyMal Ha
Bceku 4 ceamunu 1o cenmuna 50. Ot 41 nmera, KouTo BiAHM3aT BEB (ha3ara Ha MOAIBPIKAIIO JCUSHHUE,
39 neua octaBaT B MPOYYBAHETO HA ceaMula 54 (umanu ca mejieH Mayo ckop 3a onpenensHe Ha
e(pUKaCHOCTTA).

[IspBuYHaTa KpaliHa TOYKA 3a KIMHUYHA PEMHUCHS, H3MEpeHa upe3 Mayo ckop, € JepuHHpaHa KaTo
Mayo ckop < 2 TouKkH, 0e3 HHAMBHIyaJIeH MOACKOpP > 1 (Bb3 0CHOBA Ha Mayo €HJIOCKOIICKH IOJICKOD,
oTIpesieNieH OT MECTHHS CIICUANNCT 110 eHpockomnus). Karo msumo, 22 (31,9%) oT nemnara moka3sat
KJIIMHUYHA peMucus B cenmuua 6. 31,7% oT KIMHUYHO MOBIUSIIUTE cE€ Ha ceaMuIa 6 ca B KIMHUYHA
pemMucHs Ha ceamuIia 54.

Tadauua 11
OcHoBHHu pe3yarartu 3a epuxacHocT oT PURSUIT 2 — Uuaykuusa u PURSUIT 2 - llogabp:kane

PURSUIT 2 - Unaykuust

IIbpBHYHA KpaiiHa TOYKA Simponi
N=69

Y4acTHUIM B KIIMHUYHA PEMUCHS, OLICHEHA Ipe3

Mayo ckop Ha ceamuna 6* 22 (31,9%)

OCHOBHYM BTOPHYHH KPailHH TOYKH

VYacTHUIM ¢ KJIMHUYEH OTTOBOP Ha ceaMuIa 6° 39 (56,5%)

Y4acTHUIU C €HIOCKOIICKO 3a3/IpaBsBaHe HA

cenmuiia 6° 28 (40,6%)

PURSUIT 2 — llogabp:xaHe

OCHOBHYM BTOPHYHH KPailHU TOYKH Simponi
N=41

YyacTHUIM B KIIMHUYHA PEMUCHS Ha 13 (31,7%)

ceamuua 54, oueHeHa upe3 Mayo ckop™”*

Y4acTHUIM C €HIOCKOIICKO 3a3/IpaBsBaHe HA 15 (36,6%)

ceamuna 54°

YyacTHUIM B KIIMHUYHA PEMUCHS Ha 12 (54,5%)

ceamuua 54, oneHeHna upe3 Mayo ckop, mpu

YYaCTHMIIM, KOUTO Ca B KJIMHUYHA PEMUCHS Ha

Cenmura 6"

N = Opoii manueHTH
a

0

Knunuuna pemucust ce onpenenst karo Mayo ckop < 2 To4YkH, 0€3 HHAUBUIYalIeH mojackop > 1.

Knmnamaer oTroBop ce ompeenst KaTo HaMaJsiBaHe CIPSIMO U3XOJHOTO HUBO Ha Mayo ckopa ¢ >30% u >3 Touku nm ¢

HaMaJIIBaHE OT U3XOJHOTO HMBO Ha IMOACKOpa 3a PEKTAJIHO KbPBECHE C >1 , WJIA C IOACKOP 3a PCKTAJIHO KbPBCHE 0 win
1.

Enpmockoncko 3a3apaBsBaHe ce Onpeness KaTo eHI0CKONCKH moackop 0 mim 1 Bb3 OCHOBA Ha JIOKATHA €HIOCKOIIHS.
Karo 3HameHaTen ca yuaCTHUIIMTE, KOUTO ca B KIIMHUYHA peMucus Ha Ceamuna 6.
YyacTHUIM € JIMIICBAL] €HJ0CKOICKU ckop Ha Ceamuia 54 ce cuuTar, ue He ca B KIIMHUYHA PEMUCHSI.

HUmyHorenHoct
B npoyuBanusra ¢asa I1I 3a neuenue va RA, PsA u AS no ceamuma 52 npu 5% (105/2 062) ot

MAI[UCHTUTE, JICKYBaHH C TOJIMMyMa0, ca OTKPUTH aHTUTEIIA CPelly ToIuMyMal upe3 eH3UMEH
UMYHOJIOTHYEeH MeTo]T (enzyme immunoassay, EIA) 1, kpIeTo ca u3ciieIBaHu, MOYTH BCHUKH
aHTHUTENa ca OWITN HeyTpaTu3upaliu in vitro. llpu pa3nnyan peBMaTOJOTHYHY [TOKA3aHUs ca
HaOJII0IaBaHU CXOAHH CTOMHOCTH. ChITBTCTBANTUAT IpreM Ha MTX BoaM 10 MO-MaITBK MPOIICHT
MAIMEeHTH C aHTUTela Cpelly TouMyMal B CpaBHEHHE C TIAIIMEHTUTE, JIEKyBaHH ¢ TONIMMyMal 0e3
MTX (cvotBetHO mipubmm3uTenHo 3% [41/1 235] u 8% [64/827]).
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[Ipu nr-Axial SpA ca oTkpuTu anTuTena cpeury romumymad npu 7% (14/193) ot nauueHTure,
JICKyBaHHM ¢ ToiuMyMab 1o cenmunia 52 upe3 EIA meto.

[Ipe3 54-a cenmuna Ha daza Il u ¢a3za Il npoyusanus npu ynepo3eH KoauT, npu 3% (26/946) ot
JIEKYBaHHUTE MALMEHTH C TOIMMyMab, ca OTKPUTHU aHTUTENa KbM roauMymad upes EIA meron. Lleiicer
u oceM niporieHTa (21/31), OT aHTUTSUIO-NIOJIOKUTEITHUTE NAMEHTH, Ca UMAJTH HEYTPaITU3UPALIH
aHTuTena in vitro. CbI'bTCTBAILIOTO JCYCHUE C UMYHOMOIYJIATOPH (a3aTHONPHUH, 6-MEPKANTOIYPUH U
MTX) e noBeso 10 HO-HUCHK MPOLEHT HAa MAlMEHTUTE C aHTUTEa KbM roJMMyMal B CpaBHEHHE C
MAI[UCHTUTE, IPUEMAIIF roJIuMyMad 0e3 mprueM Ha IMyHOMOyJ1aTopu (¢boTBeTHO 1% (4/308)
cupsimo 3% (22/638)). [Ipu marueHTUTe, KOUTO MPOAB/DKABAT B MIPOABDKEHUETO HA MPOYYBAHETO U
uMatT OLEHUMH NPoOH 10 ceamua 228 ca OTKPUTH aHTHUTENa KbM romumymad npu 4% (23/604) ot
JIeKyBaHHUTE MalMeHTH ¢ ronumyMad. OcemaeceT u iBa nipouieHTta (18/22) ot aHTHTSIIO-
MOJIOXKUTEITHUTE MAIMEHTH Ca UMaJi HEYTPaIH3UPAaI aHTHTENA i1 Vitro.

JlexapcTBo-TonepanteH EIA meTon ce u3nonssa B mpoyuBaHeTo IpH pJIA 3a oTKpHBaHE Ha aHTUTENA
cpenry roaumymat. [Topamu mo-Bucokara 4yBCTBUTEIHOCT U 1OI00peHa JIEKapCTBEHA IIOHOCHMOCT, €€
oyakBa J1a Ob/ie YCTaHOBEHA I10-BUCOKA YECTOTA Ha pa3BUTHE HA aHTUTEIA CPELy ToIuMyMab upe3
nexapcTBo-tonepanTeH EIA meton, B cpaBHenue ¢ EIA meron. Bes ¢asza 11l Ha npoyuBanero npu
pJIA npe3 cenmuiia 48 ca OTKPUTH aHTUTENIA CPEILY rOJIMMyMal upe3 JiekapcTBo-TojiepanTeH EIA
meTon ipu 40% (69/172) ot JeKyBaHHUTE C TOJTUMYMa0 Jiera, OT KOUTO MO-TOJISIMAaTa 4acT ca ¢ TUTHP
no-HuCBK OT 1:1000. Edext BbpXy cepyMHHUTE KOHIICHTPALMK Ha FTOJMMYyMal ce HaOiogaBa npu
tutpH > 1:100, nokaTo eQekT BbpXy epHuKacHOCTTA He € HaOogaBaH npu TUTpH >1:1000, BeIpekH
ye OposT Ha nmenara ¢ Tutpu > 1:1000 e marbk (N=8). Cpex merata ¢ mojJoKUTEICH pe3yiTar 3a
aHTHTeNa cpenry romumymad, 39% (25/65) umat neyTpanusupany antutena. [lo-Bucokara yecrora
Ha aHTHUTENA, ONIpeieieHa upe3 JekapcTBo-TonepanTed EIA MeTon, Thil KaTo TE ca MpeIuMHO
AHTUTEIA C HUICHK TUTBP, HAMA BHIMMO BIUSHHUE BEPXY JICKApCTBEHUTE HUBA, CPUKACHOCTTA U
0e30macHOCTTa, U MO/ TOBA HE MPEJICTABISIBA HOB CUTHAI 32 0€30MacHOCT.

Hannunero Ha anturena cpemry I‘OJ'H/IMYMa6 MOJXE J1a IIOBUIIHN pHCKa OT pCaKIM1 Ha MACTOTO Ha
UH)XeKTHpaHe (BX. Touka 4.8). Mankust 6poil manueHTH, oJ0KUTEITHH 32 aHTUTelNa CPeILy
roJuMymMa0, orpaHryaBa Bb3MOKHOCTTA /1a CE HANpPaBsIT KaTETOPHYHH 3aKIIOUCHU 3a Bpb3KaTa
MEXIY HaJTMYUETO HA aHTHUTENA CPelly FoNMMyMad U KIMHUYHATA ePUKACHOCT MM MEPKUTE 3a
0e30MacHOCT.

Tbii KaTO aHANNU3BT HA UMYHOTEHHOCTTA € CIeUM(UUEH 3a IPOLYKTa U U3MOJI3BaHUTE AUATHOCTUIHHU
TECTOBE, CPABHEHUETO Ha CTOMHOCTHUTE Ha pa3BUTHE HA aHTHUTENA C Te3U HA JPYTU MPOAYKTH €
HEYMECTHO.

B npoyusane ¢a3a 1l 3a nequarpuyen yimeposeH koaut 22% (15/69) ot manueHTHTe, IEKYBaHH ChC
Simponi, ca MOJIOKUTEIIHU 3a AaHTUTEIIA CPelly ToIuMyMal Ipy IoCIeIHATa BU3UTA, CBbp3aHa C
0e30macHOCTTa, KaTo ¢ u3noi3Bad EIA MeTo 3a TOJNIEPaHTHOCT KbM JIeKapcTBOTO. [ToBeueTo
MAIMCHTH C aHTUTENa UMAT HUCKU TUTpU. YecToTaTa Ha 00pa3yBaHe Ha aHTHUTENA CPEIy TONUMYyMad €
CpaBHUMa MEKIY MEIHATPUYHN U BB3PACTHH MAIIMEHTH C YIIEPo3eH KonuT. IlarenTure ¢ yarepo3eH
KOJTUT, KOUTO Pa3BHBAT AaHTUTENA CPEILy roJuMyMad, OOMKHOBEHO UMAT MO-HUCKU Hal-HUCKH
CEpYMHH KOHIICHTPAIIUK HA TOJMMYMa0 B CTAIIMOHAPHO ChCTOSIHHUE.

5.2 ®apmakokMHETHYHHU CBOWCTBA

Abcopoyus

Cren eTHOKpPaTHO MOJIKOKHO MPUIIOKEHHE HA TOIMMYMa0 TPy 3/IpaBu JOOPOBOJIIH I HAIUEHTH C
RA, cpennoTo BpeMe 3a oCTUraHe Ha MaKCUMaliHa cepyMHa KoHIEeHTpalus (Tmax) Bapupa oT 2 110

6 nuu. [TogkoxxHOTO MHXKeKTUpaHe Ha 50 mg ronuMymad Ha 34paBH JOOPOBOILM BOAM A0 MIOCTUTAHE
Ha CPEeJHO + CTAaHJAPTHO OTKJIOHEHHE B MakCHUMaiHa cepyMHa KoHueHTpaus (Cmax) 3,1 £ 1,4 pg/ml.

Cren emHOKpaTHO MOKOXKHO HHKekTHpane Ha 100 mg, abcopOuusaTa Ha rONTMMyMal € CXOHa B
MUILIHHULATa, KopeMa 1 0eApoTo, che cpeHa abconoTHa OnoHammuHocT 51%. Thit kato ciexn
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MOJIKOKHO MPHUIIOKEHHE TOIUMyMal oKa3Ba NPUOIM3UTENIHO JIUHEIHA 10303aBUCUMa
(hapMakOKMHETHKA, ce 04akBa abcoroTHaTa OnoHamumuHocT Ha 50 mg mim 200 mg roauMymad na e
CXOJIHA.

Pasnpedenenue
[Ipu enHOKpATHO 1.v. IpUIIOKEHHE CpeAHUAT 00eM Ha pasnpenenenue ¢ 115 £ 19 ml/kg.

Enumunupane

CHCTeMHUAT KIMPBHC HAa ToMMyMab e u3uuciex Ha 6,9 + 2,0 ml/nueBno/kg. TepmMuHanHusaT
MOJTY’)KUBOT € U3YKMCIICH Ha IPUOIM3UTEIHO 12 + 3 THU NMpH 3ApaBy JO0OPOBOJIIIH, KATO CXOIHH
CTOWHOCTH ca Ha0JIt01aBaHu | 1pu naiueHTu ¢ RA, PsA, AS unmu UC.

IIpu noaxoxHo mpunoxkenue Ha 50 mg romumymad npu nanueHT ¢ RA, PsA unu AS Ha Bceku

4 cenMUIM CEpyMHUTE KOHIIEHTPAIMH JOCTUTAT CTAallMOHAPHO ChCTOSHUE Ha cenmutia 12. [pu
ceIrpTcTBaIIa yrnorpeba ¢ MTX, nedenueto ¢ 50 mg ronumymMad MOJKOKHO Ha BCEKH 4 CeAMUIN
BOJIU JI0 CPEIHH (+ CTAaHAAPTHO OTKJIOHEHHE) HAH-HUCKU CEPYMHH KOHLIEHTPAIMU B CTALIHOHAPHO
cberognue ot npudnusutento 0,6 + 0,4 ug/ml npu nauneHTy ¢ akTuBeH RA He3aBHCHMO OT
neuernero ¢ MTX, npubmusurenno 0,5 + 0,4 png/ml npu nanuenTn ¢ aktuseH PsA u npuOnusutenHo
0,8 + 0,4 pg/ml npu nanuentu ¢ AS. [pu manmenty ¢ nr-Axial SpA, cpenHuTe cepyMHH
KOHILIEHTpAIMK Ha TOJIMMYMab B CTallMOHAPHO CHCTOSHHUE Ca CXOAHU C Te3H, HaOI01aBaH! IPU
narueHTy ¢ AS ciies moaKoKHO mpuiiokeHne Ha S0 mg ronumymal Ha BCEKH 4 CEIMHUIIH.

[Mamuenture ¢ RA, PsA unu AS, kouTo He ca Ha ChIIBTCTBAIO JiedeHne ¢ MTX, ca ¢ mpuOIM3UTETHO
30% MmO-HUCKH OT Hail-HUCKUTE KOHLEHTPALUU HA TOIMMYyMal B CTAIIMOHAPHO CHCTOSIHUE OT TE3H,
JIeKyBaHM ChIbTCTBAIIO ¢ ronumyMad u MTX. [lpu orpannden 6poit manmenTu ¢ RA, nekyBaHu ¢
roJMMyMal, IpuiIaral MOAKOXKHO 3a epuo oT 6 Mecena, ChIIbTCTRaIIaTa ynorpedba na MTX
HaMaJsiBa KIMpPbHCA HAa TOMMMyMad ¢ npubimsnutenHo 36%. [lonynaunoHHUAT hapMaKOKHHETHYCH
aHanm3 obave Mokasea, 4e ChIrbTcTBamara yrnorpeda Ha NSAID, nepopaiiHi KOPTHKOCTEPOUIN UITH
cyJdacana3uH He TOBJIHsIBA KJIMPBHCA HA TOITUMyMa0.

Crnen nnaykuuonau 103u ot 200 mg u 100 mg ronumymad cbOTBETHO Ha ceamuiu 0 u 2, U cliea ToBa
Ha BCCKH 4 ceaMUIy nojabpskaiim 1031 50 mg win 100 mg romumymad MOIKOKHO Ha HAIlMEHTH C
UC, cepyMHHUTE KOHLIEHTPALUH FOJIMMYyMad JOCTUraT CTALIMOHAPHO CHCTOSTHUE MIPHOIN3UTETHO

14 cenmunu cnen Hayanoto Ha TepanusTta. Jleuennero ¢ 50 mg nnu 100 mg ronmumymad MoJKoKHO Ha
BCEKH 4 ceIMHIIM IO BpeMe Ha Iepro/ia Ha MOAIbpKAaHEe, BOJIU 10 CPEAHU CTAIlMOHAPHU Hali-HUCKU
CepyMHH KOHIICHTPAIIUK OT ChOTBeTHO NpuoOnu3utenno 0,9 + 0,5 pg/mlu 1,8 + 1,1 pg/ml.

[Ipu nauuentu ¢ UC, nexysanu ¢ 50 mg win 100 mg ronumymad NoJK0KHO Ha BCEKH 4 ceaAMUIN,
CBITBTCTBAIATA YIOTpeOa Ha UMyHOMOIYJIaTOPH HE MIOKA3Ba CHIIECTBEH €PEKT BBPXY
CTallMOHAPHUTE HA-HICKH HUBA HA TOTMMYyMa0.

[anuenTuTe, pa3BUIIM aHTUTENA CPEILy FOJIMMYyMa0, KaTo IS0 ca ¢ HUCKU CTOMHOCTH Ha
Hall-HUCKHUTE CEPYMHH KOHIIEHTPAIIMK HA TOJIMMyMal B CTAl[HOHAPHO ChCTOSHUE (BXK. TOUKa 5.1).

Jlunetinocm

[Ipu enHOKpPATHO HHTPABEHO3HO MPUIIOKEHUE MPU MallMeHTH ¢ RA, ronmimymad mokassa
NpUOTU3UTETHO JIMHEHHA J10303aBUcHMa (papMaKOKWHETHKA B J1030BUs mHTEepBa ot 0,1 10

10,0 mg/kg. Cnen equHMYHA MOAKOXKHA J103a B 1030BHA Auana3oH oT 50 mg no 400 mg npu 3apaBu
Jno0poBoIIHM ce HaOmo1aBa MpUOIN3UTETHO POIIOPIIMOHATIHA Ha JJ03aTa (papMaKOKMHETHKA.

Bruanue na menecnomo mezio bpxy papmaxokunemuxama

ChIecTByBa TEHACHIMS KbM MOBHUILIABAHE HA KJIMPBHCA HA TOMTUMYMa0l C MOBHIIABaHE HA TEIECHOTO
Teryo (BXx. Touka 4.2).
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HGZ[I/IaTDI/ILIHa nonmyjaanusa

THonuapmuxynapen 106enunen uOUOnamuier apmpum

®dapmakoKUHETHKaTa Ha TonuMymab e ompenenena rmpu 173 mena ¢ pJIA Ha BB3pacT ot

2 1o 17 romunu. B npoyusanero npu pJIA, menara nonyumii ronumymat 30 mg/m? (MaKcUMaiHo
50 mg) moIKOXXKHO Ha BCEKU 4 CEAMHIIM, UMAT MEANaHa Ha Hall-HUCKUTE KOHLIEHTPALUU Ha
roJuMyMal B CTAIIMOHAPHO ChCTOSTHUE, KOUTO Ca CXOHU TPU PA3IMIHUTE BB3PACTOBU TPYIH, U
KOMTO ca OJM3KH 710, UM MAJIKO TTO-BUCOKH B CPaBHEHHUE C TE€3H, HAOJIIOJaBaH! IPH Bb3PACTHH
nanueHTH ¢ RA, nomyugaBanu romumyma0 50 mg Ha BCekH 4 ceAMUIIN.

[TonynanroHHOTO (hapMaKOKMHETUIHO/(hapMaKOJUHAMUYHO MOJICITUPAHE U CUMYJIAIUsS TIPH Jela ¢
pJIA moTBBpKAaBa BpB3KaTa MEXKAY CEPyMHHTE €KCIO3HIIMY Ha TOTUMYMa0 W KITMHUYHATA
e(pMKaCHOCT, U MOJAKPEIlsA TBBPACHUETO, Y€ TP CXEMa Ha MpHUIaraHe Ha romumMymad 50 mg Ha BCEKH
4 cemmuiy rpu nena ¢ pJIA u terno Hait-manko 40 kg ce mocTurar eKCro3uiuy o J00HU Ha TE3H,
MOKa3aHU KaTo €(PpUKACHU TIPH BH3PACTHH.

Yayepozen xonum

®dapMakOKMHETHKATa Ha TOUMyMal € CXOJTHA MPU MeTUATPUIHA U Bh3PACTHH MMAMEHTH C YIIIepO3eH
konwut. [lomynanonHaTa papMakoKHHETHKA TOTBBPIK/ABa, Ue MPENOPhUNTEITHATA CXeMa Ha
npuiIarane Ha Simponi BOJHM JI0 CXO/IHA HIIH JIEKO ITO-BUCOKA €KCIIO3UIIHSI HA TOJMMYMal B cepyma
MIpH TIEIUATPUIHH YIACTHHUIIM B CPABHEHUE C BH3PACTHUTE B IS TUATIA30H HA TEIIECHOTO TETJIO.

5.3 IlpeakJMHHYHU JAHHM 32 0€30MACHOCT

Hexnmuananaure JaHHHU HC IIOKa3BaT ocobeH PHUCK 3a XOpaTa Ha Oa3ara Ha KOHBCHIIMOHAJTHUTC
(l)apMaKOJ'IOFI/ILIHI/I MMpoOy4BaHU: 34 6€3OHaCHOCT, TOKCUYHOCT IIPYU MHOT'OKPAaTHO NPHUIIOKCHHUC,
pPEOpOAYKTUBHA TOKCUYHOCT U TOKCHUYHOCT 110 OTHOIICHHUC HAa PA3BUTUCTO.

C roniumymab He ca MPOBEXJaHU NPOYYBaHUS 3a MyTareHHOCT, 3a BIUSHHUE BbPXY (pepTunurtera npu
JKUBOTHH U 32 IBJITOCPOYHA KAPIIUHOTEHHOCT.

B npoy4Bane 3a BIUSIHHETO BEPXY QEepTHINTETA U 00IIaTa pePOAYKTUBHA (DYHKIIHSI IIPH MHUIIKH, B
KOETO € M3MOJI3BaHO aHAIOTHUYHO aHTHUTSIIO, CEIEKTUBHO MHXHOMPAIO (DyHKIIMOHATHATA aKTUBHOCT
Ha mumust TNFa, Opost Ha OpeMEeHHUTE MUIITKA HaMalsiBa. He € M3BeCTHO Jainu ToBa c€ IBJDKU Ha
e(heKT P MBKKHUTE W/WIIN )KEHCKUTE MUIIKH. [Ipy mpoyuyBaHe 3a TOKCUYHOCT IO OTHOIICHHE Ha
Pa3BUTHUETO NPU MUILKH, CIEA MPUIIOKEHNE HA CHIIOTO AHAJIOTUYHO AaHTUTSIIO, KAKTO U IpU
MPOyYBaHE Ha TOJIMMyMal MPH JBJITOONAIIaTH MaKalli, HIMa JaHHU 32 TOKCHYHOCT IPU MaiKara,
eMOPHUOTOKCUYHOCT MJIH TEPATOTeHHOCT.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Chomucbk Ha NIOMOIIHHUTE BelleCTBA
Cop6wuTon (E 420)

XUCTUIUH

XUCTUJMHOB XUIPOXJIOPUT MOHOXUAPAT
IMonucop6ar 80 (E433)

Boza 3a HHXKEKIUH.

6.2 HecbBMEeCTHMOCTH

[Ipensun uncara Ha IPOyYBaHUS 32 HECHBMECTUMOCTH TO3H JIGKAPCTBEH MIPOAYKT He TpsiOBa 1a ce
CMECBa C JPYTH JEKapCTBEHH MPOIYKTH.
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6.3 Cpok Ha rogHOCT
2 TOIUHU
6.4 Crhenuananm ycaI0BHs HAa CbXpaHeHHe

Ha ce cexpanssa B xnamwiauk (2°C — 8°C).

Jla He ce 3ampa3zsBa.

CoxpaHsBaiiTe peIBApUTEITHO HAITBITHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a J1a Ce
IpeArasy OT CBETJINHA.

Simponi MoXe J1a ce chXpaHsiBa MPU MaKCHUMaliHa TeMieparypa a0 25°C, eIHOKpPaTHO 3a MEePHOJ 10
30 gHM, HO HE W CJIE]| 1aTaTa Ha U3THYaHe Ha MbPBOHAYAIHHS CPOK HA TOJHOCT, HAlledyaTaH BEPXY
KapTOHC€HAaTa OIIaKOBKa. HoBusr CPOK Ha rogHOCT Tp$I6Ba aa 6’[)1[6 HaIllMCaH BBPXY KapTOHCHATa
omakoBka (10 30 1HU OT JaTaTa HAa U3BAXKIAHE OT XJIAIUITHUKA).

Benubx cien karo Simponi € cbXpaHsIBaH pH CTaiiHa TeMIlepaTypa, He TpsAOBa Aa ce Bpbla OTHOBO
3a ChbXpaHEeHHE B XJIAAHIHHUK. Simponi TpsOBa Jja ce M3XBBPIIU, aKO HE CE U3MO0J3BA B PAMKHTE Ha
30 nHM IpH ChXpaHEHHUE Ha CTailHa TeMIepaTypa.

6.5 Buau chabp:kaHue HA OMAKOBKATA

Simponi 50 mg WHKEKIMOHEH Pa3TBOP B MPEIBAPUTEIIHO HAITBJIHEHA CIPUHIIOBKA

0,5 ml pa3TBOp B IpeIBAPHUTEIIHO HAITBIIHEHA CIIPUHIIOBKA (CTHKIO THII [) ¢ Pukcupana urna
(HeppxkIaecMa CTOMaHa) U Karnade Ha uriiata (Tyma, ChabpiKa JaTekc). Simponi ce TocTaBs B
OIIaKOBKH, ChIBbPKALIA | MpeaBapUTEIHO HATBIIHEHA CIIPUHIIOBKA U IPYIIOBH OIAKOBKHU, ChABPIKAIIN
3 (3 omakoBkH OT 1) mpenBapUTENHO HAITBJIHEHW CIIPUHLIOBKH.

He Bcuuku BHOBE OMAaKOBKY MOTaT Aa ObJAT IMyCHATH B ITpoaaxoa.
6.6 CrnenuajaHu npeana3Hu MepKHU NP U3XBHPJIsiHe U padoTa

Simponi ce focTaBs KaTo MpeaBapUTEIHO HATBJIHEHA CIIPUHIIOBKA 3a €IHOKpaTHa ynorpeba. Bos
BCSIKA OIIAKOBKA MMa MHCTPYKLUH 32 yroTpeda, B KOUTO MOAPOOHO € OIHMCAaHO KaK Ce U3M03Ba
cnpuHioBkaTa. Cres n3BakJaHe Ha MpeBapUTEIHO HAIThJIHEHATA MHMCANKa WK MPEeIBAPUTETHO
HaITbJIHEHATa CIPUHLOBKA OT XJIaJUIHUKA, IPEAN HHKEKTHpaHeTo Ha Simponi TpsiOBa 1a ce n3vaka
30 MuHYTH, 32 Aa MOXE Pa3TBOPHT Aa JOCTHIHE cTaliHa Temmeparypa. ClipuHIIOBKaTa He TpsiOBa z1a ce
paskiamar.

Pa3TBOpPBT € GUCTBP A0 JIEKO ONaNeCHeHTeH, OE3UBETEH 0 CBETIOKBIT U MOKE J]a ChABPKa MAJIKH
NPO3pavYHU WU Ol MPOTEHMHOBH YacTHIIN. ToBa HE € HeOONYaliHO 3a pa3TBOPH, ChIbPIKAIIN
npoTernHH. Simponi He TpsiOBa J1a ce U3MOI3Ba, aKO PA3TBOPHT € C MPOMEHEH LBST, MBTCH HIIH
CBABPIKAIL BUIUMH YYXXAH YaCTULH.

[MompoOHu ykazaHusl 32 OJATOTOBSHETO U MPHJIOKEHUETO Ha Simponi MpeBapUTETHO HATbIIHEHATA
CIIPUHIIOBKA Ca JAJICHU B JTUCTOBKATA 3a MAL[UEHTA.

Hewnsznon3BanusT NeKapcTBEH MPOIYKT WIK OTHAIPUYHATE MaTEPUAII OT HETO TPSIOBA Jla ce U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. NPUTEXATEJ HA PASPEIHEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse
benarns
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8. HOMEPA HA PABPEILIEHUETO 3A YIIOTPEBA

EU/1/09/546/003 1 npeaBapuTe/IHO HAITbJIHEHA CITPUHIIOBKA
EU/1/09/546/004 3 npeaBapUTeIHO HATBIHEHH CIIPUHIIOBKU

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ara na mppBo pazpemanane: 1 okromspu 2009 .
[Hata na nocienno nonHossane: 19 ronu 2014 r.

10. JATA HA AKTYAJIMU3BUPAHE HA TEKCTA

ITonpoGHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIus 1o JIeKapcTBaTa https://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 50 mg WHXKEKIIMOHEH PA3TBOP B MPEIBAPUTEITHO HAITbIIHEHA TTHCANKA

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB
Enna npenBaputenno HambiHeHa nucaika ot 0,5 ml ceabpxa 50 mg romumymad™® (golimumab).

* YoBemko MOHOKIIOHATTHO aHTUTSIIO OT Kiac IgG 1k, momydeHo oT Mullia XuOpHIOMHA KJIEThYHA
nvHUs 10 pekoMOuHanTHa JIHK-TexHomorus.

IToMOITHO BEIIECTBO C M3BECTHO JICHCTBHE

Bcsika nmpeaBaputenHo HammbIHEHA MHECAKa Chabpka 20,5 mg copburton Ha g03a ot 50 mg.
Bceska npeaBapuTtenHo HambIHEHa nucanka ceabpka 0,075 mg monucopdat 80 (E433) na mo3a ot
50 mg.

3a IIBJIHKUS CIIMCHK Ha IIOMOIIMHHUTEC BCIICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
WHxeKkmoneH pa3TBop (MHKEKIIKSA) B IpeABapUTENIHO HalbJIHEHa nucanka (SmartJect)

Pa3TBOp’LT € 6I/ICT"[>p J0 JICKO OIMaJICCIHCHTCH, 6e3I_IBeTeH 0 CBCTIIOXBJIT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUS

Pesmaronnen aprpur (RA)

Simponi, B komOuHarwms ¢ Mmetorpekcar (MTX), e moka3aHs 3a:

o JICYeHUE Ha YMEPEHO TEXBK J0 TEKBK aKTUBEH PEBMAaTOUJIEH apTPUT IPH BH3PACTHU, KOTATO
OTrOBOPHT Ha JICYSCHUETO C MOUHIINpaIIH OoyecTTa anTupeBMaTonIHu cpeactea (DMARD),
BKJIIOUMUTENHO U ¢ MTX, HE € JocTaThyeH.

. JIeYCHHE Ha TeXBK, aKTUBEH U MIPOrPECUpaIl] pEeBMATOUICH apTPUT MPHU BH3PACTHH, KOUTO
Mpeau ToBa He ca JieKyBanu ¢ MTX.

Wwma nannu, ye Simponi B komOuHaius ¢ MTX HamansBa CKOPOCTTa Ha MPOTPECUs Ha CTABHOTO
YBpekKIaHe, OIEHEHO PeHTTeHOTpadCKH, U o100psaBa Gpu3ndeckara (yHKIIHS.

IOBeHwWIIeH HAONATHYEH apTPUT

Honuapmuxynapen 1genunen uouonamudern apmpum (pJI14)

Simponi B komOunanus ¢ MTX e nokasaH 3a ieueHre Ha MOIUAPTUKYJIAPEH IOBEHWIEH HIUONAaTHICH
apTPUT MPH JIelia Ha BB3PACT 2 TOJMHHU U MO-TOJIEMH, KOUTO Ca UMAJIM HEJIOCTAThUEH OTTOBOP KbM
npenxoana tepanus ¢ MTX.

IIcopmuatnuex aprpurt (PsA)

Simponi, caMOCTOATEIIHO WK B KoMOMHanus ¢ MTX, € moka3aH 3a JIeYeHUE Ha aKTUBEH U
Mporpecupan] ICOpUaTUUEH apTPUT MIPU Bb3PACTHU, KOTATO OTTOBOPHT Ha MPEAIIECTBAIIO JEUECHUE C
DMARD He e nocraTbueH. iMa gaHHu, ye Simponi HamajisiBa CKOPOCTTa Ha MPOrPecHus Ha
nepuepHOTO CTAaBHO YBPEXKIAHE, OLIECHEHO PEHTICHOTPad)CKH, MPH MAIUEHTH C TOIHaPTHKYJIApHU
CUMETPUYHH TIOJITUTIOBE Ha 3a00is1BaHeTo (BXK. Touka 5.1) u mogo0psBa TenecHuTe PyHKIUH.
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AKcHaJeH CIIOHTUIOAPTPHT

Anxunozupawy cnonounum (AS)

Simponi e Moka3aH 3a JICUCHHE Ha TEKbK aKTUBEH aHKMJIO3UPAIL] CIIOHIWIMT IIPHU Bb3PacTHU, KOMTO Ca
MMaJId HeIOCTaTh4€H OTIOBOP HAa KOHBEHIIMOHAIHOTO JICUCHHE.

Hepenmeenoepagcrxu axcuanen cnonounoapmpum (Non-radiographic axial spondyloarthritis,
nr-Axial SpA)

Simponi e moka3zaH 3a JedeHue NMPHU Bb3PACTHU NALMEHTHU C TEXBK, aKTUBEH HEpEeHTTeHOTpadcku
aKCHaJIeH CIIOHAWIOAPTPUT ¢ OOCKTHBHU NMPHU3HALM HA BB3MAJICHUE, IPOSIBEH Upe3 nosuieH C-
peaktuseH npotenH (CRP) u/unmu e nokazan upes sigpeHo-MarauteH pezonanc (IMP), kouto ca
MMaJId HeJIOCTaTh4eH OTTOBOP WJIHM Ca UMaJId HETIOHOCHMOCT KbM HECTEPOUIHH
npotuBoBb3nanutesnnu cpeacrsa (HCIIBC).

Yaueposen konut (UC)

Simponi e Moka3aH 3a JieueHHe Ha YMEPEH J0 TeKbK aKTUBEH YJIIIEPO3CH KOJIHT MIPH Bh3PaCcTHU
MAlUEHTHU C HEaJIeKBaTEH OTTOBOP KbM CTaHAAPTHA TEPAIMMsl, BKIIOUYBAIA KOPTUKOCTEPOUIU U
6-mepkanromypus (6-MP) win azatuonpus (AZA), Wiu KOUTO UMAT HETIOHOCUMOCT WITH MEIUITMHCKA
MIPOTHUBOIIOKA3aHU 33 TE3U TEPAMUH.

4.2 I[osnponlca N HAYMH HA IPUJIOKECHUE

JledenueTo TpsIOBa /1a ce 3a0YHE U J1a CE CIEAU OT JIEKapH CIEeHUAINCTH 110 JUarHOCTHKA M JICUeHUE
Ha PEBMATOMJICH apTPUT, NOJUAPTUKYJIAPCH IOBSHUJICH HIUOMATHICH apTPUT, TICOPUATHICH apTPHUT,
AHKWJIO3Mpalll CIIOHIWINT, HEPEHTIeHOrpad)CKU aKCHUAJICH CIIOHAMIOAPTPUT WIIH YIIIIEpO3eH KoiuT. Ha
MAIMEHTUTE, IEKYBaHH ChC Simponi, TpsiOBa Aa ObJie MpeocTaBeHa KapTa Ha TalleHTa.

2 !O3I/I[QOBKa

Pesmamouden apmpum
Simponi 50 mg, NpuIIOKEH BEHBX MECEYHO, HA €JHA U ChINA JIaTa.
Simponi TpssOBa aa ce npuara ¢cebTCeTBaI0 ¢ MTX.

Tcopuamuuen apmpum, anKunO3upauy CROHOUIUM WU HePEeHM2eH02PAPCKU aAKCUAIeH
CHOHOUNOAPMPUN
Simponi 50 mg, MpuI0’KeH BEAHBX MECEYHO, Ha €/THA U ChIIA JaTa.

3a BCHYKH I/ISGPOCHI/I IMO-TOpC MOKa3aHud HAIMYHUTC JaHHU I'OBOPAT, Y€ KIIMHUYCH OTTOBOP
0OMKHOBEHO ce mocTura cief 12- 1o 14-cenmuuno neuenue (cnen 3-4 no3u). [Ipu manuenTu 6e3
JTAHHM 32 TEPareBTUYCH e()eKT Ipe3 TO3U MEePHO/] POIBIDKABAHETO Ha JICUSHUETO TPOBA /1a ce
TPEOLICHH.

[NanuenTu ¢ TenecHo Terno Hax 100 kg

3a BcHUKU M30pOEHH MO-rope Mmoka3aHus Npu naueHt ¢ RA, PsA, AS wim nr-Axial SpA ¢ TenecHo
terno Hax 100 kg, mpu kouro cien 3 1o 4 1034 HE ce MOCTUTHE 32I0BOJIUTENICH KITMHHYEH OTTOBOP,
MOXe Jja ce 00ChAU MOBUILIABaHEe Ha Jo3aTa Ha romumyMad 1o 100 mg BeIHBK MeCedHO, KaTo ce
B3€Me€ MpeIBU/I MOBUIICHUAT PUCK OT OINPEIENICHH CEPUO3HU HEXEJIaH! Peakiy py 103aTa OT

100 mg B cpaBHeHHE ¢ m03aTa oT 50 mg (BxkK. Touka 4.8). [Ipu maruenTy 6€3 TaHHM 3a TePaNeBTUUICH
edekr cien 3 10 4 AONBJIHUTENIHHU 1034 0T 100 mg npoabKaBaHETO Ha JICUCHUETO TPIOBa j1a ce
MPEOLICHH.

Yayeposzen konum npu eév3pacmuu

[NamuenTu ¢ TenecHo Terno nox 80 kg

Simponi ce npunara karo HadyaiHa g03a oT 200 mg, nocnensana ot 100 mg npe3 BTopara ceaMuLa.
IIpu marueHTH ChC 3aI0BOJTUTENICH OTTOBOP TPsiOBa na ce mpuiaratr 50 mg Ha ceaMuIia 6 1 ciex ToBa
Ha Bceku 4 cenmuiy. [lanmeHTrTe C HE3aIOBOJIUTEICH OTTOBOP MOXKE /1A C€ MOBIHUSAT MOJI0KHUTETHO
OT IpoIbJKaBaHe Ha JieueHHeTo ¢be 100 mg Ha ceamuua 6 U ciel ToBa Ha BCEKU 4 ceaMHLH (BXK.
Touka 5.1).
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[MTaruenTn ¢ TenecHo Terno 80 kg u moBeue
Simponi ce npuiiara karo HayanHa g03a ot 200 mg, mocneasana ot 100 mg npe3 BTopaTa CeAMMIIA, a
cien ToBa 100 mg Ha Bceku 4 cenmmund (BX. ToUka 5.1).

Ilo BpEMC Ha MOAABPIKAIIOTO JICUCHUC 103aTa HA KOPTUKOCTCPOUANUTEC MOXKE 1a CC HAMaJIN
IMOCTETICHHO CHIVIACHO PBKOBOJICTBATAa B KIIMHUYHATA IIPaKTUKa.

Criopenl HATMYHKUTE TaHHH, KIIMHUYEH OTTOBOP ce mocTura 12-14 ceaMuIm ciies 3armoyBaHe Ha
nedenneto (cien 4 no3u). [Ipu marueHTH, Mpu KOUTO MPe3 TO3U MEPUO HsIMa TaHHU 3a TepareBTUIHA
oJ13a, TPsAOBA J1a ce€ OOMHUCIIH MTPOAb/KaBaHe Ha JICYCHUETO.

IIponycHara no3a

AKO HarMeHThT 3a0paBu Jla CU MHXKEKTHpa Simponi Ha IUTaHWpaHaTa Jiata, TOM TpsOBa 1a cu
WH)KEKTHpa MPOITyCHATa 032 BeJHara IIOM CH CIIOMHHU 3a ToBa. [lanmenTure TpsOBa 1a ObaaT
WHCTPYKTHPAHU J1a HE CH MHXKEKTUPAT ABOWHA /1032, 32 JIa KOMIIEHCUPAT IPOIyCcHATAaTa.

Cne;[BamaTa J03a Tpﬂ6Ba Ja 6’5,[[6 IMPWIJIOKCHA CIIOPEA JAACHUTC 110-A0J1y IPCTIOPHKU:

® Axo ot OIpEACICHNA MOMCHT 3a MHXXCKTUPAHC Ha 103aTa Ca MUHAJIU IMO-MaJIKO OT 2 ceaMunu,
ManuCHTHT Tpr6Ba Ja CU MHXXCKTHUPpA MPOITyCHATATa 1034 U 1a NPOABIIKU IO IIbPBOHAYaIHATA
CXEMa Ha MPUIIOKECHHUC.

L4 Axo ot OMPEACICHUA MOMCHT 3a MHXXCKTUPAHC HA 103aTa Ca MUHAJIU ITOBCYC OT 2 cCaAMuIu,
ManucCHTHT TpH6Ba Jla CU MHXXCKTHpa IMpoIlyCHaTa J03a U Ia MPEMHUHEC KbM HOBA CX€Ma Ha
IMMPUIIOKCHUC, 3al104YBallla OT MOMCHTA Ha MHXXCKTUPAHC HA MMPOITyCHATATa A034.

Crenyaiiy nonyJaiun
Cmapuecka év3pacm (= 65 co0unu)
He ce nanara xopekuus Ha go3aTa py X0opa B CTapuecKa Bb3pacT.

bvbpeuno u uepHodpobHo yepescoarne
Simponi He € U3NUTBaH NPH TE3H MOIMyJalMy NauueHTu. He MoraT a ce nagat npernopbKy 3a
JI03UPOBKATA.

Tleouampuuna nonyrayus

BezonacHoctTa 1 edukacHocTTa Ha Simponi npu nauueHTy oA 18-roguiIHa Bs3pacT 3a MoKa3aHus,
pasnuunu ot pJIA u pUC, He ca yctaHoBenu. Jluncear nanau. Hsama choTBeTHA yroTpeda Ha Simponi
npu aena Ha Bb3pact nox 2 rogunu ¢ pJIA wmu pUC. Simponi 50 mg npeaBapuTeaHO HaTbJIHEHA
nycajka He € mpoyusana npu nanueHT ¢ pUC 1 He ce npenopbuBa 3a ynotpeda npu tazu
neauaTpuyHa nomynamnus. Biokre Touka 4.2 8 KXIT Ha 50 mg unu 100 mg npeaBapuTeHo
HaIThJIHEHATa CIIPUHIIOBKA, WK Ha 45 mg/0,45 ml npenBapuTeIHO HAITBJIHEHATA MTHCAIIKA 32
JO3MPOBKaTa M HAYMH Ha npuioxenue npu nauuentu ¢ pUC (ot 2-rogumHa Be3pacT v Hax 15 kg).

THonuapmuxynapen 106enunen uouonamuier apmpum

[Ipu meua c TenecHo tersno Haii-manko 40 kg, Simponi 50 mg ce npunara BEAHBX MECEYHO, HA €IHA U
CBhILA 1aTa BCEKU Mecell. 3a MPUIIOKEHHUE IIPHU Jela C MONHAaPTHKYIapeH I0BEHWIECH HANONATHICH
apTPHUT € TeJECHO Terno no-mMaiko ot 40 kg e nanmuana 45 mg/0,45 ml npeaBapuTeTHO HAITBITHEHATA
ncajKa.

OT HaJIMYHUTE TaHHU Ce NpPEe/rosara, ue KITMHUYCH OTTOBOP OOMKHOBEHO C€ TIOCTUIa B paMKHTE Ha 12
1o 14 cenmunu nedenne (cnen 3-4 nosm). [lpu nmena, mpu KOWTO HsIMa TaHHU 3a TEPaNeBTUYIHA 110J13a B
paMKuTe Ha TO3M MMEePHOJ] OT BpeMe, MPOIbIKABAHETO HA JICUSHUETO TPSOBA J1a ce Ipepasriiesa.

Hauun Ha npuoxxeHue

Simponi e 3a MoAKOXKHO TpmiokeHue. Clies ChOTBETHO 00yUeHUE B TEXHUKATA Ha TIOJKOKHO
WHXEKTUPaHe, NalUEHTUTE MOTraT J1a C€ CaMOMH)KEKTHUPAT, aKO TEXHUAT JIEKap NPELEeHH 3a

MOJIX OIS0, C TOCISABAII0 MEAUIIMHCKO HAOM0IeHUE, ako ¢ HeoOxoaumo. [lanmentuTe TpsOBa 1a
OBJIaT MHCTPYKTUPAHU J1a HHKEKTHPAT HA3HAYSHOTO KOJIMYECTBO Simponi ChIITACHO MTOJAPOOHUTE
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WHCTPYKIIUH 33 PUIIOKEHHE, TaJICHU B IMCTOBKATA 3a MAI[MeHTAa. AKO Ce Hajiara ja ce Mpujoxar
HSIKOJIKO WHXKEKITUH, T¢ TPAOBA J1a Ce MPABSIT HAa Pa3IMYHU MECTa MO TSI0TO. Beska nmpenBapuTeiHo
HaITbJIHEHA MHCAJIKa € TPeIHa3HaueHa 3a eJHOKpaTHa yrnoTpeda MpH eMH NalUeHT U TpsiOBa 1a ce
U3XBBPJIM BeIHATA ClIe]] yroTpeoa.

3a UHCTPYKLUU 32 MPUIOKEHUE BUKTE TOUKA 6.6.
4.3 IIporuBomokazaHusi

CBp’I)X‘-IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCIICCTBO HUJIM KBbM HIAKOC OT IIOMOITHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

AxrtuBHa Tyoepkyno3a (TB) wnu npyra Texka HHOEKIHs KaTo CETICUC, KAKTO U ONOPTIOHUCTUYIHN
uH}eKuu (BXK. Touka 4.4).

YMepeHo TexKa UK TeKKa chpjedna HepoctaTbuHocT (kimac II/IV mo NYHA) (k. Touka 4.4).

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3Hl MEPKH IIPH ynoTpeda

IIpocnenumoct
3a 1a ce moa00pH MPOCIEAMMOCTTa HAa OMOJOTHYHUTE JICKAPCTBEHHU MPOJIYKTH, UMETO U TTAPTUIHUSAT

HOMCP Ha MpuJjiaraHuvst IpoOaAyKT TpH6Ba Ja 6T>,I[aT SICHO 3aIliMCaHHu.

Wudbekumu

[NanuenTure TpsiOBa 1a ObAAT BHUMATEIHO MPOCICASIBAHY 32 Pa3BUTHE Ha MH(PEKUNH, BKIIOUUTEIHO U
TyOepKyJio3a — Mpeu, 0 BpeMe Ha U Clel] Kpasi Ha JieueHHeTo ¢ ronumyma0. [Ipeasun ToBa, ye
SIIMMUHHUPAHETO Ha TOJIMMYyMab MOXe J1a MPOABIDKHU JI0 5 Mecela, IpocieasBaHeTo TpsiOBa a
NPOJIBIDKH U TIPe3 To3M nepro/l. [Ipy manueHTn, pa3Buiii TexKa HHPEKIHS WIN CETICHC, IEYEHUETO ¢
roauMymab He TpsiOBa J1a mpoabipKaBa (BXK. Touka 4.3).

TlNonumyMmab He TpsOBa 1a ce Mmpuiiara mpH MalMeHTH ¢ KIMHUYHO 3HAaYMMa aKTHBHA MH(EKIIHSL.
Koraro ce 00chk1a IpriIoKeHHETO Ha TOMUMyMal TIpY TAIIMEeHTH C XPOHUYHA MH(EKITUS HITH
aHaMHe3a 3a PeIUINBUPAIIy HHPEKINY, TPSIOBa Ja Ce TMOAXO0XK/a C TOBUIIEHO BHUMAHHE.
[TanuenTrTe TpsiOBa 1a ObIAT MOCHBETBAHH 3a MOTSHIIMATHUTE PUCKOBH (AKTOPHU 332 HHPEKTHUPAHE U
Jla TU U30srBarT.

[Manuenture, npuemaru TNF Gnokepw, ca Mo-moaaTivuBy KbM Pa3BUTHE HA TEKKH HHOEKIINH.

[Ipu nanyeHTy, TeKyBaHU ¢ TOIMMyMa0d, ce cbo0IIaBa 3a OaKTepraHy (BKIFOUYUTEIHO CETICHC U
THEBMOHHS ), MUKOOaKTepHalTHH (BKIIOUUTETHO TB), HHBa3UBHM I'bOMYHH U ONIOPTIOHUCTUYHU
UHQEKIIMHU, BKIFOUUTEIIHO U C JIeTaJleH u3Xoa. Hsakou oT TexknuTe MH(DEKIMK ca TOKIaIBaHu MPU
MaoEHTHU Ha ChIIBTCTBAIO UMYHOCYIIPECUBHO JICYCHUEC, KOCTO, B IOIIBJIHCHUC KbM CETAIITHOTO UM
3aboJsiBaHe, TH Ipepasioiara KbM pa3BuTHe Ha nHpekuun. [lanuenture, pa3Buin HOBa HHGEKIUSI
110 BpeMe Ha JICUeHHE ¢ TonMuMyMa0, TpsiOBa 1a ObIaT BHUMATEIHO MIPOCIeAIBaH U Aa ObaaT
MOJUI0KEHH Ha [SJI0CTHA IMarHOCTUYHA OlleHKa. [Ipu manueHTuTe, pa3Buiivd HOBa CEpUO3HA
MH(EKINS WU CENICHUC, IPHJIOKEHUETO Ha ToIMMyMad TpsiOBa a Obie MPEeKpaTeHo U a ce MPOBEAe
MOJXOISIIO TPOTUBOMHUKPOOHO MIIM MPOTHUBOI'BOMYHO JIeUeHHUE, JOKAaTO HH(pEKIUsITa He Obe
OBJIaJsHA.

[Ipu manmeHTH, )XKUBEIN WX TETYBAIM B palOHU, KbIETO NHBA3UBHUTE I'HOMYHU HH(EKINH KaTO
XUCTOILIa3MO03a, KOKITUJINONIOMHUKO3a UK 0J1aCTOMHMKO3a Ca CHISMUYHHU, TOJ3UTE U PUCKOBETE OT
JICYCHHUETO C TOIMMYMal TpsiOBa BHUMATEITHO J1a ¢c€ 0OCHIAT, MPEIH /1a C€ HA3HAYH JICUCHUE C
roaTuMyMal. AKO TIpY PUCKOBH MAIUEHTH, JIEKYBaHU C TOIMMYMa0, ce pa3BUe CEPHO3HO CHCTEMHO
3a0oIsiBaHe, TPSOBA J1a Ce MOI03MPa MHBA3KMBHA T'hOMYHA HH(EKIHs. AKO € BB3MOXKHO, TMAarH03aTa u
MIPUJIOKESHUETO Ha EMITUPUYHA TPOTUBOrEOMYHA TEPAIUs IIPU TE3HU MAIMEHTH TPSOBa J1a ce HAIPaBU
CJIeJl KOHCYJITAIUS C JICKap C OIUT B JICYSHHUETO Ha MAlMEHTH ¢ MHBA3WBHU I'bOMYHHN HH(EKIINUH.
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TyOGepkyno3a
Nwma cpoOmieHns 3a pa3BuTHE Ha TyOepKyJ03a MpH MalueHTH, oayJyaBaiy romumymad. TpsoBa na ce

0TOENexKH, Ye B TIOBEUETO OT T€3H CHOOILICHHUS CTaBa BHIIPOC 32 U3BBHOENOIpoOHA TyOepKyIo3a,
U3SBSIBAIlA CE KAKTO KaTO JIOKAIN3UPAHO, TaKa U KaTo JUCEMUHHPAHO 3a00JIsIBaHE.

[penn 3amoyBaHe Ha JEYSHUETO C TOIUMYMa0, BCHUKH MAMEHTH TPsOBa 1a ObAaT OLIEHEH! KAaKTO 32
aKTHBHA, TaKa U 3a HEaKTHUBHA (,,J1aTeHTHA”’) TyOepKyio3a. OleHkara TpsiOBa 1a BKIIOUBa 00CTOMHA
MeIUIMHCKA aHaMHe3a ¢ JIMYHA aHaMHe3a 33 TyOepKyJ103a MM Bb3MOKSH IPEIIIECTBAI KOHTAKT C
TyOepKyJi03a 1 MUHAJIO W/MIIH HACTOSIIO0 UMYHOCYTIPECHBHO JiedeHue. TpsOBa 1a ce H3BbpIIaT
CBOTBCTHUTEC TECTOBC 3a CKPUHHUHT, T.C. KOXKCH TY6epKyJII/IHOB TECT UKW KPBbBHHU U3CIICABAHUA U
peHTreHorpadus Ha rpbJCH KOIII, Ha BCHUKH MAIUCHTH (MOXeE JIa ¢a B CHJIa MECTHH U3UCKBAHMUSA).
[IpenoppuBa ce pe3ynTaTute OT TE3HU U3CIESIBAHUS Ja CE 3alMIIAT B KapTaTa Ha rnaiueHTa. HamoMus
Ce Ha MPEIMICBAIIUTE JICKApH 3a PHCK OT (halllIMBO OTPULIATEITHH PE3yITaTH TPH KOKECH
TyOEpKYJIMHOB TECT, 0COOEHO TP TEKKO OOIHH WIM UMYHOKOMIIPOMETUPAHH TTAI[UCHTH.

AKko ObJlle TUarHOCTHLIMPaHa akKTUBHA TyOepKyJ03a, He TpsIOBa Jja ce 3armo4Ba JieueHHe ¢ ToJIuMyMad
(Bk. Touka 4.3).

[Ipu cbMHEHHE 32 TaTeHTHA TYOepKyJ103a, TpsiOBa 1a ce HampaBH KOHCYJITalKs C JieKap C ONUT B
JedeHnero Ha TyOepkynosa. [Ipu Bcuuku onucaHu mo-1oiy ciydau TpsOBa BHUMATEIHO Ja ce
IpENeHH ChOTHOIIECHUETO M0JI3a/PUCK Ha JICYUCHUETO ¢ ToIMMyMao.

AKO ObJIe TUarHOCTUIIMPAaHA HEeaKTHBHA (,,JaTeHTHA”) TYOepKYJI03a, MPEIN 3aII0UBaHE Ha JICUCHUETO C
roauMymad TpsOBa Jia ce 3arovHe JIUeHHe 3a JIATCHTHA TyOepKyIio3a ¢ MPOTHBOTYOEPKYIO3HH
CPEJICTBAa B ChOTBETCTBUE C MECTHUTE N3UCKBAHMS.

[Ipu nanyeHTH, KOUTO UMAT HAKOJIKO PUCKOBHU (akTopa 3a TyOepKyJio3a WiiH 3HAYUMH PUCKOBU
(hakTOpH W OTPUIIATEIHO U3CIICBAHE 32 JIATEHTHA TYOEepKyJ03a, TpsOBa 1a ce 00ChIH MPOBEKIAHE HA
JIeYCHHE C MIPOTHBOTYOEPKYIIO3HHU CPEICTBA MPEAN 3all0YBAHE HA JICUCHUETO C TOIIMMyMad.
HaznauaBaHero Ha TyOepKyJIOCTATHYHO JIeYEHHUE, TIPE/IN JIa Ce 3all0YHE TPUIIOKEHHE Ha TOIUMYMao,
TpsiOBa Ja ce 00CHAW U MPH MaLMEHTH ¢ MUHAJIa aHaMHe3a 3a JIaTeHTHA WM aKTHBHA TyOepKyio3a,
IpU KOUTO HE € CUT'YPHO, Y€ € MPOBEKIAHO aJeKBATHO JICUYCHUE C IPOTUBOTYOEPKYIO3HH CPEACTBA.

[Ipu nanyeHTH, TEKyBaHU ¢ TOMIMMyMa0, ca Bb3HUKHAJIH CIydal HA aKTHBHA TyOepKyJio3a 1o Bpeme
Ha U CIIie1 JICUCHHE 3a JJaTeHTHa TyOepkyno3a. [lanuenTure, mpruemariy ronuMymad, TpsioBa CTPUKTHO
Jia ce MPOCHeAsBaT 3a MPU3HALM U CUMIITOMH Ha aKTHBHA TYOEpKYJ03a, BKIIIOYUTEIHO MAllUEHTHTE,
KOWTO ca MMaJId OTPUIIATEIIHO M3CIIEBAHE 3a JIATEHTHA TyOepKyi03a, MalMeHTH, KOUTO ca Ha JeUeHHe
3a JJaTeHTHa TyOepKyyo3a U NalnyueHTH, KOUTO ca OWJIH JIEKYBaHH 3a TYOepKYJI03HA HH(DEKITHSL.

Bceuukuy narueHTy TpsOBa 1a ObAaT MOChBETBAHU J1a OTHPCAT MEIUIIMHCKA ITOMOII], aKO 10 BpeMe Ha
WM CJIE]T JICYCHHE C TOJIMMYMal Ce MOSIBAT MPU3HALM/CUMITTOMH, KOUTO MPEAIoiaraT HajIuJue Ha
TyOepKyJo3a (Hamp. IpOABIDKUTEIHA KaluThIa, OTclabBane/3aryba Ha Terio, cyodheOpunrer).

PeakTuBanus Ha Bupyca Ha xernatuT B

[Ipu manmenTn, texyBanu ¢ TNF-aHTaroHUCTH, BKIIFOYUTEITHO TOTMMYMa0, KOUTO Ca XpOHUYHU
HOCHTENH Ha BUpYyca Ha xenaTut B (T.e. ca HBsAg-nonoxutennn), e HaOI01aBaHO peaKTUBUPAHE HA
BUpyca. Hskxou ot ciyuanTe ca OWIIM C JieTajleH U3XO0/.

[NanmenTure TpsiOBa na 6baaT uzcnensanu 3a HBV nndexnus npeau 3anoysane Ha J€UCHUE C
ronumymab. [Ipu manuenty, Kouto ca mo3uTuBHU 32 HBV uHdeknus, ce npenopruBa KOHCYNTALUS C
JieKap, KOMTO UMa OMUT B JICUEHUETO Ha XenaTuT B.

Ilo BpeMe Ha 1e4YeHHETO U HAKOJIKO Mecela cies kpas My Hocutenute Ha HBV, nipu xouto ce Hanara
JICUCHHE C TOMUMYMa0, TpsOBa a ObJaT BHUMATEIHO POCIIEIBAHN 32 MPU3HALM H CUMIITOMH Ha
aktuBHa HBV undekus. HaMa gocTaTsyHo JaHHU 3a ChI'BTCTBAIIO JeUeHUE Ha HocuTenTe Ha HBV
¢ TNF-anTaronuct 1 npoTHBOBUPYCEH IIpeNapar ¢ LeJl IPeJoTBpaTsIBaHe Ha peakTuBanuaTa Ha HBV.
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[Ipu nauyeHTH, NIpU KOUTO BUPYCHT HA XEMATUT B ce peakTHUBHpa, JIEUCHUETO ¢ ToNuMyMad TpsOBa na
ce cIpe M Ja ce 3arnoyHe e(uKacHO MPOTUBOBHUPYCHO JICUEHHUE C MOAXOASIIO OAIBPIKALIO JICUCHHE.

3nmokavecTBeHU U auMdonponrdepaTUBHY 3a0019BaHUSA

He e m3BecTHa moTeHIManHaTa pois Ha JedeHueto ¢ TNF Omokep 3a pa3BUTHETO Ha 3J10KAYECTBEHH
3a0onsBaHus. B3 0OCHOBa Ha HAIMYHWUTE JaHHU KHM HACTOSIIUS MOMEHT HE CE M3KJIF0UBA EBEHTYaJICH
PHCK 3a pa3BUTHE Ha JTUM(POMH, JIECBKEMHUS WIIH APYTH 3JI0KAYECTBCHH 3a00JIABaHUs TIPH MAIIUCHTH,
nexyBanu ¢ TNF-anTaronuct. TpsOBa f1a ce moaxoxaa ¢ IOBUIIICHO BHUMAaHHUE TIPH 3all0YBaHEe Ha
nedenue ¢ TNF Ormokep npu malnyieHTH ¢ aHaMHe3a 32 37I0KaYeCTBEHO 3a00IsIBaHe WITH TTPH
npoab/bkaBaHe Ha jieueHue ¢ TNF Onokep npu naiyeHTH, pa3BUIM 3JI0Ka4eCTBEHO 3a00JI1BaHe.

3noxauecmeenu 3a601518aH U NPU NEOUAMPUYHU NAYUESHTNU

B moctMapkeTHHIOBH YCIIOBHS UMa ChOOIIEHNS 32 3JI0KAUECTBEHU 3a00JsIBaHMUs, HIKOH C JICTAJICH
U3XOJ1, TIPH JIeT1a, FOHOIIIN ¥ MIIaJi Xopa (10 22-roAnIIHa Bb3pacT), JekyBanu ¢ TNF-0nokepu
(mavano Ha jgeyeHneTo < 18-rogumHa Bp3pact). [Ipubnu3uTenHO MONOBUHATA OT TE3M CIIydaH ca
mumpomu. dpyrute cimydan oOXBamaT pa3iniyHy 3JI0Ka4eCTEHH 3a00JsIBaHMs, BKIIIOYUTEIIHO PEIKU
3a00JsIBaHuUs, 0OOMKHOBEHO CBBbP3BaHU ¢ UMyHocympecus. [Ipu nena u roHomw, nexkyBanu ¢ TNF-
OJ0KepH, HE MOJKE J1a C€ M3KIIOYHM PHCK OT Pa3BUTHE HA 3JI0KAUYECTBEHH 3a00JIsIBaHMUS.

Jlumgom u nesxemus

B koHTpONHMpaHuTE eTany Ha KIMHUYHUTE N3MUTBaHUS Ha Bcukd TNF O10kepH, BKIIIOYUTEITHO
roJmMymMa0, Ipy nanueHTuTe Ha nedenue ¢ TNF-aHTaronuct ca HabJIr01aBaHy MOBEYE CIydal Ha
pa3BUTHE Ha JIMM(POM B CpPaBHEHUE C MMALUEHTUTE OT KOHTPOJIHUTE TPYIH. B KIMHUYHUTE U3MHUTBAHUS
Ha Simponi ¢a3za [Ib u Il npu nanmenTn ¢ RA, PsA u AS 4ecroraTa Ha pa3BuTHE Ha TUMGPOM TIPU
NalUeHTHTE, JIEKyBaHH C TOJMMYyMal, € II0-BUCOKa OT CpeAHaTa 3a obmaTa nomynanusi. CboOmeHu ca
Clly4au Ha JICBKEMHUS MIPU MAIMEHTH, JIEKyBaHU ¢ roaumyMa0. [Ipu marmeHTn ¢ peBMaTouieH apTpuT ¢
roJisiMa JIaBHOCT M BUCOKA aKTHMBHOCT Ha BB3NAIUTEIHOTO 3200JIsIBaHe CHIICCTBYBA MOBUIIICH PUCK OT
nosiBa Ha JTUM(OM U JICBKEMHS, KOETO YCIOXKHSIBA OlICHKATa Ha PUCKA.

[pu nanmentu, nexyBanu ¢ apyru TNF-610kepu ca cho0IIaBaHu PeKH CIy4an Ha XENaToJMeHaIeH
T-knerpuen mumdom (HSTCL) B mocTmapkeTHHIOBUS iepuo (BK. Touka 4.8). To3u psabK TUI
T-knerpueH TuMQOM € C MHOTO arpecuBeH X0 Ha 3a00JsIBAaHETO U OOMKHOBEHO 3aBBPIIBA JIETAIHO.
IloBedeTo OT ciayyauTe ca Bb3HUKHAIIM IPU IOHOIIN M MBXXKE B MJIaJla Bb3PACT, KaTO TIOYTH BCUYKH Ca
OwIM Ha CHIIBTCTBAIIIO JICUCHHUE C a3aTHoNpuH (AZA) unu 6-meprantonypus (6-MP) 3a
BB3NATUTETHO 3a00Js1BaHe Ha yepBarta. [loTeHIuaIHusAT puck npu komOuHupane Ha AZA unu 6-MP ¢
roauMymad TpsiOBa BHUMATEHO J1a ce 0OMHCIN. PUCKBT 3a pa3BuTHE HA XenaToaueHaneH T-KieTbueH
mumdom pu nanueHTty, nexkyBanu ¢ TNF-010kepu, He MOXke Ja ce U3KITIOYH.

3noxauecmeenu 3a60a56aHUSL, PASTULHU OM TUMPOM

B koHTpONHpaHuTE eTany Ha KIMHUYHUTE U3MUTBaHUs Ha Simponi ¢a3za [Ib u 11 npu nanuenTu ¢
RA, PsA, AS u UC uecToTaTa Ha 37I0KaYeCTBCHUTE 3a00JISIBAHKS, PA3IMIHHA OT JTUMPOM (¢
M3KJIIOUYEHHE HAa HEMEJIAaHOMEH KOKEH PaK), € CXO0AHA MEXy NAllMEHTHTE Ha JICYeHUE C TOTMMyMal U
TE€3U OT KOHTPOJIHUTE TPYIIH.

Lucnnazus/kapyunom Ha 0ebenomo yepeo

He e u3BecTHO fanu Ie4eHUETO ¢ roJMMyMal IMOBIMSABA PUCKA 33 Pa3BUTHE HA TUCTIIA3HS WK
KapIMHOM Ha 7e0enoTo 4epBo. Ha BCHUKM MallMeHTy ¢ yIaIepo3eH KOJIUT, KOUTO Cca C MOBHUILEH PHCK
3a IUCIIIAa3Ms MM KapIIMHOM Ha J1e0esI0To 4epBo (Hamp. MAlUEeHTH ¢ IBITOTOANIIEH YIIepOo3eH KOIUT
WIN TbPBUYEH CKJIEPO3MPAL XOJIAHTUT) WK KOUTO UMAT aHaMHe3a 3a AUCIUIA3US MM KapIMHOM Ha
ne0eoTo yepBo, TPsAOBa PEOBHO Ja Ce MPAaBU CKPUHUHT 32 JUCIUIA3Hs MPEAN TeparusiTa U B Xo/1a Ha
3abossBaneTo. To3u mperien TpsaOBa Aa BKIIIOYBA KOJIOHOCKOINHUS M OMOIICHS ChITTACHO HAIIMOHAITHUTE
pbKoBozcTBa. [Ipy manuenTy ¢ HOBOAMArHOCTHLMPAHA TUCIIIa3Hsl, JIEKyBaH! C TOJIUMYyMal,
PHUCKOBETE U IOJI3UTE 3a OTACTHUTE MALMeHTH TPsiIOBa BHUMATEIHO J1a CE MPELCHAT U Aa ce 0OMHUCTH
JIaJv 1a ce IPOABIIKU TepalHATa.

B CKCILIOPATOPHO KIIMHUYHO U3IHUTBAHC 34 OICHKA Ha MPUIJIOKCHUCTO HA FOJ'II/IMYMa6 IIpyU MauCHTH C
TCXKKa IMEpCcrucTrpalla actMa ca 10KjiIaJBaH! ITOBEYEC C’bO6HIeHI/I$I 3a 3JIOKQYCCTBCHHU HOB006pa3YBaHI/I$[
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IIpY MaUCHTUTC, JICKYBAHU C I‘OJII/IMYM3_6, B CPABHCHHUC C MALIUCHTUTEC OT KOHTPOJIHUTC I'PYyIIA (B)K.
TOYKa 48) 3HAYNMOCTTA Ha TE3HU PE3YJITATH HC € U3BCCTHA.

B ekcrutopaTopHO KIMHUYHO U3MUTBAHE 32 olleHKa Ha Apyr TNF-anTaronuct — nHGIMKCUMA0, mpu
MalKMEHTH C YMEPEHO TeXKa JI0 TeXKa XpOHUIHA 00CTpyKTUBHA OenoapoOHa 6onect (XOBB), ca
JOKJIaIBaHH [TOBEYE CHOOILICHHUS 32 3JI0KAUYECTBEHH 3a00JIIBaHMs, IPEIMMHO Ha OeIus Apo0 Uin
rJIaBaTa v IMUsITa, P MAIUEHTHTE, JIeKYBaHH ¢ HHOIMKCUMa0, B CpaBHEHHUE C MAIUCHTUTE OT
KOHTPOJIHUTE Ipynu. Benuku nanuenTH ca Oumy Texku mymayn. CiaenoBaTesHo TpsAOBa Aa ce
MOJXO0’KAa C MOBUILIEHO BHUMAaHHE TP NMPHUJIOKEHUE Ha KOWTO U fa ¢ TNF-aHTaronucT npu nauueHTu
¢ XOBBb, kakTo U Npu NayeHTH C MOBHUIIEH PUCK OT pa3BUTHE Ha 3JI0KAYeCTBEHO 3a00IIsIBaHE MOpaIu
TIOTIOHOMYIIICHE.

Pax na xoorcama

[pu nanmentu, nexkyBanu ¢ TNF-6nokupamniu cpeactsa, BKIIOYHTEIHO TOIMMYyMab, ce choOIaBa 3a
MmenaHoM u Merkel-knerpuen kapunHoM (Bxk.Touka 4.8). [IpenopbuBat ce nepruoIudHu
JepMaToJIOTHYHH IIPEerJied, OCOOCHO MPH NALMEHTH C PUCKOBH (DaKTOPH 3a PaK Ha KOXKarTa.

3acroiiga cepaeyHa Henocrarpunoct (3CH)

CroO11eHn ca cirydau Ha BIOIIaBaHe Ha 3acToiiHa chpaeyHa HegoctaTbuHOoCcT (3CH) u mosiea Ha 3CH
npu TNF 6noxepu, BKIounTeNnHO U TonmumyMad. Hskon oT ciyyante ca ¢ jetaneH uzxos. B
KJIMHAYHO n3nuTBaHe Ha Apyr TNF-anTaroHuct ca HabJroaBaHu BJOIIABaHE HA CHINECTBYBAINA
3aCTOIHA ChpJIe9YHa HEIOCTATHUYHOCT U TIOBUIIIEHa CMBPTHOCT B pe3ynraTt Ha 3CH. ['omumymab He e
npoyuBaH 1pu nanueHty ¢b¢ 3CH. IN'onuMymab TpssOBa aa ce mpuiara ¢ MOBHILIEHO BHUMAHHUE MTPH
MAIMEHTH C JieKa chpaeuHa HegoctaTbuHocT (kiac I/II mo NYHA). [Tauuentute TpsiOBa aa Obaat
BHHUMATEJIHO MPOCIIEASBAHU U MIPU MOSIBA UK IPOrPECUPAHE HA CUMIITOMUTE Ha ChpACUYHA
HEJOCTAaTHYHOCT MPHIIOKEHUETO Ha TOTMMyMal TpsOBa na Ob/1e mpekpaTeHo (BK. Touka 4.3).

Hesponoruunu cr0uTs

[Ipunoxenuero nHa TNF-aHTaroHucT, BKIFOUUTETHO U TOIMMYMa0, € CBBP3aHO ChC CIIyyaH Ha MOsiBa
nIn e1<3auep6au1/1;1 Ha CUMIITOMHUTE H/HAIIA PEHTITCHOJOTHYHUTE JaHHU 3a JEMHUCIIMHU3HUPAIHU ITPOLCCHU
Ha [IEHTpaJTHaTa HEPBHA CHCTEMa, BKIFOUUTEITHO MHOKECTBEHA CKIlepo3a U nepudepHn
JEMHUETMHU3NPAIIY HapyeHus. [Ipyu manueHTy ¢ npeAmecTBamo Wil HOBOIIOSIBUIIO CE
JeMUEIMHU3UPAILIO HAapyIIeHHE TPsIOBa BHUMATEIHO /1a CE MPELEHN ChOTHOLLIEHUETO PUCK/TION3a OT
neuenneto ¢ TNF-aHTaroHucT, npenu a ce 3anovHe JieueHue ¢ romumymad. TpsoBa a ce o0chau
NpeKpaTsBaHe Ha JICYUEHHETO C TOJMMyMal, ako Bb3HUKHAT Te3U HapylleHus (BX. Touka 4.8).

Orneparuu
OnuThT 1O OTHOIIICHUE Ha 0€30MaCHOCTTAa Ha TOJIMMYMal CKOPO Clie] XUPYPrHYHU HHTEPBECHIINY,

BKJIIOUMTENTHO M apTPOIUIACTHKA, € OTpaHUueH. AKO ce IUIaHUpa XUPypruyHa HHTEPBEHLUS, TpsOBa 1a
ce B3eMe€ MPEBUJ IBITUAT MTOIYKUBOT HA JIEKAPCTBEHUS MTPOLYKT. IIaliueHT, mpu KoroTo ce Hajara
XUPYPTrUvHa HHTEPBEHIIHS TI0 BpeMe Ha JICYEHHETO ¢ TOIMMyMal, TpaOBa Jia ObJie BHUMATEITHO
npociensBaH 3a pa3BUTHE HA HH(EKLIUH, KaTO IIPH HY>KAa TpsAOBa Aa ce B3eMaT ChOTBETHUTE MEPKH.

HmyHocynpecus

Tsit kaTo TNF € MenuaTop Ha BH3MaJCHUETO U MOBIMIBA KJIECThUHUSA UIMYHEH OTTOBOP, ChILECTBYBA
BeposTHOCT TNF-anTaroHucTHTE, BKIIFOUUTEIHO U TOIMMYMa0, J1a 3acsTaT 3allliTaTa Cperry
WHQEKIIMU ¥ Pa3BUTHE HA 3JI0KAYECTBCHH HOBOOOpa3yBaHMsI.

ABTOMMYHHH IPOLIECU

OtHocutennuat nedunut Ha TNFo, mpuaunen ot nedenueto ¢ TNF-anTaronucT, Moxke fa JoBeJie 10
OTKIIFOYBAHETO Ha aBTOMMYHHHU MPOIIECH. AKO CJIe]] IPUIIOKECHNE Ha TOTUMYMal ce pa3BUAT
CUMIITOMH, XapaKTEPHHU 32 JIYIyC-110100€H CHHPOM, U aHTHTE IaTa cpelly ABoriHoBeprxkHaTa JJTHK
ce MO3UTUBHUPAT, JICYCHUETO ¢ ToONMMMyMal TpsOBa J1a ce MpeyCcTaHOBH (BX. Touka 4.8).

XeMaToJIOTUYHHU PEAKIINHU
Nma cpobimenns 3a cioydan Ha TaHITUTOIICHUS, JICBKOIICHNUS, HEYTPOTICHMSI, arPaHyJIOIUTO3a,
aruTacTUYHA aHEeMHS U TPOMOOIMTOTICHHS MTPH MAeHTH, monydasamy TNF Grokepn, BKIIOYUTETHO
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ronumyMa0. Beruky nanmenT TpsoBa a ObaT TOCHBETBAHM 1A IOTHPCAT He3a0aBHA MEIUITMHCKA
MOMOIL, aKO Pa3BUAT IPU3HALM U CUMITOMHU, KOUTO MPEANOIaraT HaJluuue Ha KpbBHA AUCKpa3us
(Hamp. nepcuctupair GeOPUINTET, KPHBOHACAAAHUS, KbpBEHE, OaeaHocT). [Ipu manueHTH ¢
YCTaHOBEHH XEMAaTOJIOTMYHI aHOMAaJIUH TPsOBa fa ce 00CHAU PeKpaTsIBaHe Ha JICYECHUETO C
roJauMyma0.

CenprerBanio npriioxkenre Ha TNF-anTaroHucTi 1 aHakuHpa

[Ipu KIMHUYHY IPOYYBaHUS ca HAOIIOJaBaHU CEPHO3HN MH(EKITNN U HEYTPOTICHUS TIPH
CHITBTCTBAIIOTO MPHUJIOKEHNE Ha aHakuHpa u ApyT TNF O1okep, eraHepiient, 0e3 TOMBIHUTETHA
KJIMHUYHA 11o13a. [Topaau xapakTepa Ha HE)KETaHUTE pPeaKiliy, HaOJIl0JaBaHu MPHU Ta3l KOMOMHHUpaHa
Tepanus, CXOIHHU MPOSBU Ha TOKCHYHOCT MOJKE J1a CE MPOSBAT U B PE3y/ITaT HAa KOMOMHAIIUATA OT
anakuHpa u apyr TNF Gmokep. KomOuHMpaneTo Ha romMyMal U aHaKWHpPa HE Ce MPEeTrophyBa.

CoirprerBaino npwioxenne Ha TNF-agraronncTy 1 abaranent

B ximHWYHA ipoyYBaHUS CHITBTCTBANIOTO NpriiockeHne Ha TNF-anTaronuctu u abartarent e 6uio
CBBP3aHO C IMOBUIIICH PUCK OT Pa3BUTHE Ha MHPEKIIUU B CPAaBHEHHE C JICICHHETO CaMo C
TNF-aHTaroHUCT, BKIIOYUTEIHO U CEPUO3HH HH(PEKIINH, 0€3 ChBMECTHOTO UM MPHIIOKEHHUE J1a HOCH
KITMHIYHA 110132, KoMOmHMpaHeTo Ha ronuMyMab 1 abaTallent He ce MpernophiBa.

C'bH'bTCTBaIIIO IIPUIOKCHUC C APYI'HU 61/IOJ]OFH‘IHPI JICKAPCTBCHU ITPOAYKTHU

Hsima mocrarsuHo WHGOpMAITUS 110 OTHOIIICHHE Ha CHITBTCTBAIATA YyIIOTpeda Ha rouMyMad ¢ ApyTH
OMOJIOTUYHH JICKAPCTBEHHU MPOAYKTH, U3MOI3BAHM 32 JICUCHUE Ha ChIIUTE 3a00NABaHUs, 32 KOUTO Ce
u3non3ea ronumymad. CeIrbTCTBAIATa YIoTpeda Ha ToIuMyMad ¢ Te3u OMOJIOTUYHU MPOIYKTH HE ce
IIpEropbYBa NOopaju Bb3MOKHOCTTA 3a ITOBUIIIABAHE HA PHCKa OT I/IH(beKI_[I/HI " ApYTH NMOTCHUOHWATIHU
(hapMaKoIOTrHYHH B3aUMOJCHCTBUSL.

IIpemunaBaue ot eaus Bua ouosiorndeH DMARD kbM 1pyr

Heo0xoauMo ¢ MOBHUIIICHO BHUMAHUE U MMAIIMEHTHTE TPSOBa J1a IPOABJDKAT 1a ObJaT MPOCIIeIBaHu
MIpH MTPEMHUHABaHE OT €IMH OMOJIOTUYCH JIEKapCTBEH MPOIYKT KbM JIPYT, Thid KATO MPUIIOKPUBAHETO
Ha OMOJIOTHYHA AKTHBHOCT MOJKE JIOIBJIHUTEITHO Ja MOBHUIIN PUCKA OT HEKEJIaHH ChOUTHS,
BKJIFOUHUTEITHO UH(EKITU.

Bakcunanuu/TepaneBTu4HN HHGEKIIMO3HU areHTH

Ha nanuenTtuTe, JeKyBaHu ¢ TOTMMyMa0, MOTaT J1a Ce MPaBAT BAKCHHH, C U3KIIIOYCHNE Ha KUBU
BaKCHHH (BX. TOUkU 4.5 u 4.6). JlanHHUTE 32 OTTOBOPA MPH BaKCHHUPAHE C KUBU BAKCUHH WK 32
BTOPHYHO NpefaBaHe Ha HHPEKIHS Ype3 )KUBU BAKCHHU MIPH MAIIMEHTH, KOUTO Ca Ha JICYCHHUE C aHTH-
TNF npoaykTH, ca orpaHu4eHd. YIoTpeOaTa Ha )KUBU BAKCUHU MOXKE Ja JOBEJIE 10 KIIMHUYHU
WH(EKINHN, BKIIFOYUTEIHO JTUCEMUHUPAHN HHDEKITUH.

Jpyra ynotpeba Ha TepaneBTHUYHU HH(EKIIMO3HN areHTH KaTo )KUBH aTCHIOMPaHU OakTepu (Harp.
BiauBaHe Ha BCG B MUKOYHUS MeXyp IIPH JICUESHUE HA paK) MOXKE J1a JOBEJC /10 KIMHUYHN UHPCKIUH,
BKITFOUUTEITHO JrceMUHUpany nHdpekun. [IpenmopryBa ce Aa He ce mpuiiarat TepaneBTHIHU
WH(PEKINO3HU areHTH CHITBTCTBAIIO C TOTUMYMa0.

AJIepTUYHU peakuuu

[Ipy mOCTMAapKETUHTOBHSI OUT ca CHOOIIEHH CEPUO3HH CUCTEMHH PEAKLUH HA CBPBbXUyBCTBUTETHOCT
(BKITIOUUTETHO aHA(DUIAKTHYHA PEaKIns) Cie]] MPUIoKeHUe Ha romuMymad. Hskon ot Te3u peakiuu
ca HACTBIIIIIM CJIe]] TFPBOTO MPHIIOKEHNE Ha ToMUMyMal. AKO ce pa3BHe aHaWIAKTUIHA WM JApyTra
CepHO3Ha aJlepruyHa PEaKLysl, MPUIOKEHUETO Ha ToJMMyMal TpsiOBa 1a ce IpeyCTaHOBH U J1a ce
3alI0YHE NOAXOISLIO JICUCHHE.

Cspvxuyscmeumentocm KoM J1ameKc

KamaueTo Ha nrnata B mpeABapuUTENHO HATbJIHEHATA MHCATIKA WM IIPEJBAPUTEIHO HAITBIHEHATA
CIIPUHIIOBKA € HaIIPABEHO OT €CTECTBEH CyX Kay4dyK, ChIIBPIKAILl JIATEKC, U € Bb3MOKHO J1a IIPEIU3BUKA
AJEpru4Hy PEaklvy [IPU NalUEeHTH, CBPbXUyBCTBUTEIHU KbM JIATEKC.
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CHeLII/IaJ'IHI/I nonyJialnnun

Cmapuecka év3pacm (= 65 coounu)

B knmuanyan npoyusanus dasza I1I 3a neuenne Ha RA, PsA, AS u UC kato 115110 He ca 3a0ens3anu
Pa3nuKy 10 OTHOIIEHHE Ha HeXXelnaHuTe jekapctBeHu peakuuu (HJIP), cepuosnnTe Hexenanu
nexapctenu peakiuuu (CHJIP) u ceprosnute nHdeKIuM Mpy NauueHTy Ha 65 Wiy noBeve roAnHH,
JIeKyBaHH ¢ TOMMyMa0, 1 TIO-MJIaii MaueHTy. Bee mak, pu JieueHne Ha Xopa B cTapyecka Bb3pacT
TpsiOBa J1a ce MOAXO0XK/1a C MOBUIIEHO BHUMaHUE, 0COOEHO 10 OTHOIIEHHE Ha MosiBaTa Ha H(pekuuu. B
npoyuBaHeTo 3a nr-Axial SpA He ca BKIIIOUEHH MAlMEHTH Ha Bb3pacT 45 Win noBeyde roJuHH.

bvopeuno u uepnoopobno yepescoane

He ca mpoBexxganu crieryiaHu MPOYyYBaHUS Ha TOIMMYMa0 TP MAUEHTH ¢ ObOPEYHO WK
YepHOAPOOHO yBpexkaaHe. [Ipu manueHTy ¢ HapyleHa YepHOApoOHa (PYHKIIHS roauMyMad TpsOBa faa
ce MpuJiara ¢ OBHILIEHO BHUMaHUe (BXK. Touka 4.2).

Tleouampuuna nonyrayus

Bakcunanuu

[IpenopbuBa ce mpenyu 3an0YBaHe Ha JICUSHHE C TONIMMYMa0 /1a ObJaT HAlIPaBeHU BCUYKH
MMYHH3AIAY Ha TIeUATPUIHUTE MAUEHTH ChITIACHO HACTOSINNS UMYHHU3AIMOHEH KaJeH 1ap, ako €
BB3MOXKHO (BXK. ,,BakcHHAIMK/TepaneBTUIHN HHGEKIIMO3HU areHTH * IOCOUEHHU 110-TOpPe).

TlomowHu éewecmesa ¢ uzeecmuo oeucmaeue

Copbumon

Simponi ceabprka copouTon (E420). [Ipu manueHTH ¢ peaky HacaeACTBEHN MpoOIeMH Ha
HEMIOHOCHMOCT KbM (DpYKTO3a, TPSIOBA J1a C€ B3eMe MPEIBU] NOTTbIHUTEITHUT e(heKT OT
CHITBTCTBAIIOTO MPUIIOKEHHIE HA TIPOTYKTH, ChABPKAIIH COPOUTOIN (MK GPYKTO3a) U XPAHUTCITHHS
npueM Ha copOuTol (rwim GpyKTo3a) (BXK. TOUKA 2).

Hoaucopbar 80
Simponi ceabpxa 0,075 mg nomucop6ar 80 (E433) BbB Besika peBAPUTEITHO HAITBIIHEHA MMUCAITKA

[MomucopbaTnTe Morar Aa MPUYHHST aTEPTUYHU PEaKinu (BXK. ToUKa 2).

Puck 3a nekapcTBEHU IPEIKH

Simponi e pa3peliieH 3a yrnorpeoda 3a Mo IK0KHO MPUI0KECHNE B KOJIMYECTBAa HAa aKTHBHOTO BEIICCTBO B
no3oBa eaunuia 50 mg u 100 mg. BaxxHo e na ce u3non3Ba NpaBUIHOTO KOJIUYECTBO aKTUBHO
BEIIECTBO B JI030Ba €MHMIIA, 32 J1a O'bJIe MPUIIOKEHA TPaBUITHATA 1033, KAKTO € TIOCOYEHO B
,»J103upoBKa‘“ (Bxk.TouKa 4.2). Heo0X01MMO € MOBUIIICHO BHUMAHUE, 3a JIa CE JJOCTABU IPABUITHOTO
KOJIMYECTBO aKTUBHO BEIICCTBO, H Jla CC TapaHTHpa, Ye HAMa Cy0103UpaHe WM CBPBXA03UPAHE MPH
MaIUEHTHUTE.

4.5 BsamMmopeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe
He ca npoBexxganu mpoyduBaHus 3a B3aUMOJICHCTBHATA.

ChIOBTCTBAIIO MPUIIOKEHHE C IPYTH OHONTOTHYHH JICKAPCTBCHU MPOTYKTH

KomOuuupaHeTo Ha rouMyMad ¢ Apyrd OMOJIOTHYHH JICKAPCTBEHU MPOYKTH, U3MOI3BAHH 32
JieYeHHUEe Ha ChIIUTE 3a00JsIBaHUS, 32 KOMTO CE M3II0JI3Ba U TOJMMYyMa0, BKIFOUUTEITHO aHAKUHPa U
abarallenT He ce MpenopbuBa (BK. Touka 4.4).

2KuBu BakcHHW/TepaneBTHYHY WHQECKIIMO3HU areHTH
[To BpeMe Ha JeYeHUETO C TONMMYMab He TPsIOBa Jla ce TPUIIaraT >KUBU BaKCUHH (BXK. TOUKH 4.4 1
4.6).

TepaneBTu4HU HHOEKIIMO3HU areHTH HE TPsIOBA Jia ce MpUIarat ChI'bTCTBAIO C TOTMMYyMa0
(Bk. Touka 4.4).
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MeroTpekcat
HesaBucumo ot ToBa, 4ue ChIBTCTBAILIOTO MpHiIokeHrue ¢ MTX Boau 10 MO-BUCOKU KOHUEHTpAIUU HA

roJuMyMal B CTAIIMOHAPHO ChCTOSIHUE MpH NanueHTH ¢ RA, PsA uinm AS, nanHUTE HE TOBOPSAT 32
HE0OXOIMMOCT OT KOPEKIIUS Ha Jj03aTa HUTO Ha roimuMymMad, HuTo Ha MTX (Bk. Touka 5.2).

4.6 DepruauTeT, )PEeMEHHOCT U KbpPMeHe

Kenu ¢ eTepoieH NOTeHIIHA

Kenwure ¢ getepoieH MOTEHIMAT TPAOBA @ N3MONA3BaT e(hEKTHBHA KOHTPAIETIINS 3a MPe/rna3BaHe OT
OpPEMEHHOCT U J1a MPOIBJDKAT JIa s U3M0JI3BAT MOHE 6 Mecelia Clie/l MOCASTHOTO MPUIIOKSHUE Ha
roJumMymao.

BpemeHHoCT
MMa npocreKTHBHO ChbOpaHU JaHHU 33 YMEpeH Opoit (mpubnusurenno 400) OpeMEHHOCTH €

€KCIO3UIMS HA TOJIMMYMal, KOUTO ca I0BEJH [0 )KUBU PakJaHUs C U3BECTHU PE3yJITaTy,
BKITIOUNTENHO 220 OPEeMEHHOCTH C €KCIIO3HLMS MPe3 IbPBUS TPUMECTHD. B momynanuonHo
npoyusane ot Cepepra EBpora, BxitouBamo 131 6pemennoctu (u 134 xbpmaueTa) ca HaOMI01aBaHN
6/134 (4,5%) cpOuTHs HAa CEPHO3HHU BPOJCHN aHOMAJIMH CIIe/ €KCIIO3ULMS in utero Ha Simponi
capsmo 599/10 823 (5,5%) cvbutus ciieq; cucTeMHa HeOHOIOTHYHA Tepanus, B cpaBHeHHe ¢ 4,6% B
obmiara momynanus Ha npoy4yBaneTo. ChOTHOIICHUSATA HA MAHCOBETE, KOPUTHPAHU 32 CMYIIABAIIH
(hakropu, ca crorBeTHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi crpsiMO CHCTeMHa HEOMOJIOTrMYHA
tepanust 1 OR 0,95 (95% CI 0,42-2,16) 3a Simponi cipsiMmo o01aTa MomyJamus.

Toii kato romumymad uaxuorpa TNF, npuinokeHreTo My 1o BpeMe Ha OpeMEHHOCTTa MOXKe J1a
3acerHe HOPMaJIHHsI IMYHEH OTTOBOP Ha HOBOPOJICHOTO. [IpoydBaHusTa MPH )KUBOTHU HE ITOKA3BaT
IPSIKO WITH HETIPSIKO BPETHO BB3ACHCTBUE BHPXY OPEMEHHOCTTA, eMOPHOHATHOTO/(heTATHOTO
pa3BUTHE U PAKIAHETO UM MOCTHATATHOTO pa3BUTHE (BK. Touka 5.3). HannyHUAT KIMHUYEH OMUT €
orpanuueH. ['onumymab TpsOBa Ja ce U3IMoN3Ba 10 BpeMe Ha OPEMEHHOCT CaMo aKo JICUCHHETO €
HAaNWCTHHA HAJIOXKUTEITHO.

Tonumymab npemunaBa nipe3 mianenTara. Cnen iedenue ¢ TNF-01okupaiiio MOHOKIOHAITHO
AHTHUTSUIO IO BpeMe Ha OPEMEHHOCTTa, aHTUTSIIOTO Ce yCTAaHOBSABA 10 6 Mecela B cepyMa Ha
KbpMaueTa, POICHH OT JICKyBaHHTE JK€HH. B pe3ynTar Ha ToBa Te3u KbpMadeTa MOXKE J1a ca C
TIOBHUIIIEH PUCK OT pa3BUTHE HAa MHPeKknus. He ce mpenopbsyBa NpuiIokeHUE Ha KUBH BAKCUHH TIPH
KbpMayueTa ¢ eKCIIO3UIHS Ha TOJIuMyMal in utero, 6 Mecena cief mocjaegHaTa HHXEKIHS C TOIUMyMal
Ha MaiikaTa 1o BpeMe Ha OpeMeHHOCTTa (BXK. Touku 4.4 u 4.5).

Kopmene
He e u3BecTHO manu romumMyMad ce eKCKpeTrpa B KbpMaTa WilH ce pe30pOrpa CUCTEMHO CIIe]T

nornbinane. [Ipun MaiiMyHH € ToKa3aHo, 4e ToIMMyMal NpeMHHaBa B KbpMaTa v IOHEKE YOBEIITKUTE
UMYHOTTIOOYJIMHHU Ce EKCKPEeTHpaT B KbpMaTa, JKEHUTE He TPSAOBaA Ja KbPMST [0 BpeMe Ha JICUYCHUETO C
roauMymal 1 oHe 6 Mecena ciiesi Kpas My.

DepTunuTer
He ca npoBexxganu mpoydBaHus ¢ TOTUMyMad BEPXY QepTHIINTETA TIPH KUBOTHU. [IpoyuBane Ha

(epTHIIMTETA IPH MUILKH, C U3MOI3BAHE HA aHAJIOTHYHO aHTUTSIIO, KOETO N30MPaTEIHO HHXUOUpa
¢yHkmoHanHaTa akTUBHOCT Ha Mutisi TNFo, He moka3Ba 3HaunMMU eeKTH BbpXY pepTminreTa
(Bk. Touka 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTA 32 mo¢upaHe u padoTa ¢ MAIIUHA

Simponi noBnMsiBa B Majka CTENEH CIOCOOHOCTTA 3a mo¢upaHe u pabota ¢ MamMHU. Beapeku ToBa
clle]] MpUJIOKEeHUE Ha Simponi MOXKe Aa ce MOsABU 3aMaiiBaHe (BX. Touka 4.8).
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4.8 Hexenanun JeKapCTBEHH PeaKINU

Pestome Ha npodmiia Ha Ge300acHOCT

[Ipe3 koHTpOIHMpaHus IEpHoJI Ha OCHOBHUTE M3NUTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
MH(EKIMs Ha TOPHUTE AUXATEIHU ITHINA € Onina Haii-uectara Hexenana peakuus (HP), kosro ce
cpobmaBa npu 12,6% ot nauueHTuTe, JIeKyBaH! ¢ roauMymad B cpaBHenue ¢ 11,0% npu
KOHTponHuTe nanuenTu. Hait-cepno3zuute HP, chob1ienn 3a romumymad, BKIIIOYBAT CEPHO3HH
MH(EKIHN (BKIIOYUTEIIHO CETICUC, THEBMOHMS, TB, MHBa3WBHU rbOMYHH U OMTOPTIOHUCTHYHH
MH(EKINN), AeMUESITMHU3UPAILH HapyleHus, peaktusauus Ha HBV, 3CH, aBroumyHHHU npouiecu
(myryc-nofio06eH CHHIPOM), XeMaTOJIOTUYHU PEaKIiH, CEPHO3HA CUCTEMHA CBPbXYYBCTBUTEITHOCT
(BKITIOUUTEHO aHA(PUIAKTHYHA PEaKIs ), BACKYJIHT, TUM(OM U JieBkeMus (BX. Touka 4.4).

TabnuyeH cUChK Ha HEXENAHUTE PEaKIUN

HP, naGntonapany B KIMHWMYHU M3MMTBAHUS U CHOOIICHH MTPH MOCTMAPKETUHIOBAaTa yIIOTpeOa Ha
roarumMyMa0 B cBeTa, ca onrcanu B Tabnuna 1. B pamkure Ha cuctemo-opranaure kimacose HP ca
M30pOEHM T10 YeCTOTa CIIOpe]] ClIeAHATa KOHBeHIIMs: MHOTO YecTH (> 1/10); wectn (> 1/100 mo < 1/10);
Heuectu (> 1/1 000 no < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro pexku (< 1/10 000); ¢
HEW3BECTHA YeCTOTa (0T HATMYHHUTE JaHHHU HE MOXe Ja Ob/ie HalpaBeHa olleHKa). BBB Beska rpyna mo
YECTOTa HEeXEIAaHUTE PEaKINK ca TMPEACTaBeHN B HU3XO/ISII Pe/l 110 OTHOIIICHHE Ha TSIXHATA
CEPUO3HOCT.

Ta6anna 1
Taoauden cnuchLK Ha HP

WNudexnyu u nndecranuu
Mmuoro yectu: MH(ekus Ha ropHATE TUXATETHU IBTUINA (HA30(apHHTHT,

(hapuHTUT, TAPUHTUT ¥ PUHHT)

Yectn: bakrepuanau napexyn (KaTo NenyuT), HHGEKIUs Ha
JOJTHUTE TUXATEeTHH MBbTUINA (KATO MTHEBMOHHS), BUPYCHU
MH(EKINU (KaTo TPHUI U XepIiec), OpOHXUT, CHHYHT,
MOBBPXHOCTHU I'bOMUHN MHPEKIMH, adciiec

Heuectn: Cerncuc, BKIIIOYHTEIHO CENTUYEH IOK, THETOHEPPUT

Penxn: TyOepkymo3a, OHOPTIOHUCTUYHU HH(EKLIUH (KaTO HAIIPUMED
MHBa3MBHU I'bOMYHN MH(EKLIUH [XHCTOILIA3MO3a,
KOKITUIMOUZIOMHUKO3a, ITHEBMOIIMCTO3a |, OaKkTepuaHa,
ATHITMYHA MUKOOAKTepUallHa U TIPOTO30HHA WHEKIIHS),
peaxkTHBalys HAa BUpYyca Ha XenatuT B, 6akrepuaneH apTpur,
UH(EKIHNO03eH OYPCUT

Heomnazmu — 100pokadyecTBEHH,
3II0KQYE€CTBEHU M HEOTIPEICTICHH
Hewectn: Heormnasmu (kato pak Ha KOXaTa, CKBaMO3HOKIIEThUEH
KapI[MHOM M MEJIaHOIIUTCH HEBYC)
Penxu: Jlumdowm, neBkemus, menaHoM, Merkel-kineTbueH KapIiuHOM
C nmemsBecTHa yectoTa: XemnartonueHaneH T-kierbueH tuMdom™®, capkom Ha Kaposi

Hapymenuns Ha kppBTa 1 TUMQHATa
cucrema
Uectu: JleBkoreHUs (BKIFOUYUTEITHO HEYTPOIICHUS ), AaHEMHUS
Hewectu: TpomOonuroneHus, NaHIIUTOIICHUS
Pengxu: AmnsacTuyHa aHeMusi, arpaHyJIoIUTO3a

Hapymenus Ha nMyHHaTa cuctema
Yectn: Anepruusu peakunu (OpoHXOCHa3bM,
CBPBXUYYBCTBUTEIHOCT, YPTUKApUs), HOZUTUBUPAHE Ha
aBTOAHTHUTEIA
Peaxn: Cepro3HHM CHCTEMHH PEAKLUH Ha CBPbXUYBCTBUTEIHOCT
(BKIMIOUUTENHO aHAPHUIAKTHYHA PEAKLIUs ), BACKYJIUT
(cuctemen), capKomuI03a
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Hapyuienns Ha eHOKpUHHATA
cucrema

Heuectu:

Tuponnnu HapymeHus (KaTo XUMOTUPEOUAUIBM,
XUIEPTHPEOUINZBM U CTPYMa)

Hapymenus Ha MeTabonusma u
XpaHEHETO

He‘IeCTI/IZ HOBI/IHIaBaHe Ha HUBATa Ha Kp’bBHaTa 3axap, IIOBHUIIIABAHC HaA
HHUBATa HaA JIUIIUOUTEC
[cuxuuHu HapyIIeHHUS
Uectu: Jlempecus, 6e3cbHUE

Hapyuienus Ha HepBHaATa cucTemMa

Uectn: 3amaiiBanHe, riiaBoOome, mapecTe3ns
Hewectn: Hapymeno paBHOBecue
Penxu: JleMuenuHH3MpaIy HapymeHNs (LIEHTPATHH WIH
nepudepHy), TUCTeY3HUs
Hapymenuns na ounre
Heuectn: Hapyinenus Ha 3peHHeTO (KaTO 3aMbBIIICHO 3pEHUE U
HaMmaJeHa 3pUTelTHa OCTPOTA), KOHIOHKTHBHT, aJeprus Ha
ounte (Karo chbpOEK B OUUTE U JIPa3HEHE)
ChpaeyHu HapyLeHUs
Heuectn: ApuT™mus, HICXeMHUYHH KOPOHAPHH HApPyILICHUS
Penxu: 3acroiiHa chbpAeyHa HEAOCTATHUYHOCT (HOBOMOSABUIIA CE MIIN
BJIOIIABAHE HA BeUe ChIIECTBYBAIA)
CbIoBU HapyLICHUS
Uectu: AprepuanHa XUIEPTOHUS
Heuectn: Tpombo3a (kato ap100Ka BeHO3HA TPOMOO03a HITH Tpombo3a
Ha aopTara), 3a4epBsiBaHe Ha JHULETO
Penxu: ®enomen Ha Raynaud

PecniupaTopHu, rppaHu U
MeIMaCTUHAIHN HapyIIEeHUs

Yectu:

Heuecrtu:

AcCTMa ¥ CBBP3aHH C aCTMaTa CUMIITOMH (KaToO XpUITEHE U
OpoHXHaIHA XUIIEPAKTUBHOCT)
WuTepcruimanua 6enoapodHa OoecTt

CroMaIHo-4peBHN HAPYLICHUS

YectH:

Heuectu:

Jucnericus, racTpOMHTECTUHAITHA W a0IOMUHAITHA 00JTKa,
rajicHe, CTOMAaIlHO-YPEBHYU Bb3MAIMTEIIHNA HapyIeHUs (KaTo
racTPUT U KOJIMT), CTOMATUT

Konctunanus, ractpoeszodareanna pedrykcHa 00JecT

XenaroOunMapHu HapyIICHHS

Yectu: [loBumiaBaHe Ha aaHWH aMUHOTpaHcdepas3ara, MOBHUIIABAHE
Ha acmapTaT aMMHOTpaHc(epasaTa
Heuectn: Xonenuruasza, 4epHOAPOOHU HAPYIICHUS
Hapyuienns Ha koxata
" IMOJKOXXHAaTa ThbKaH
Yectu: Ilpyputyc, oOpuBs, anonenus, 1epMaTHT
Heuectn: byno3Hu KOXKHH peakLuy, ICOPHUA3UC (HOBOMOSBHUII CE WIN
BIIOLIABAHE HA BeYe CHILECTBYBAIL IICOPHA3HC,
najMapeH/IIanTapeH U MyCTyI03€eH), ypTUKapus
Penxn: JluxeHougHM peakuuu, ekcoauanus Ha KoXKaTa, BACKYJIUT

C Hen3BeCTHA YeCcTOTa:

(xosxen)
BriomaBane Ha CHMOTOMUTE Ha IEPMATOMHO3HUT

Hapymenns na
MYCKYJTHO-CKEJIETHATa CUCTEMA U
ChEeIMHUTENHATa ThKaH

Penxu:

Jlynyc-1oj1o0eH CUHIPOM
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Hapymienus Ha 0b0penure u
MMUKOYHUTE ITHTHUINA
Penxu: HapyieHus Ha MUKOYHUS MeXyp, ObOPEYHM HAPYIICHUS

Hapywienns Ha
BB3IPOU3BOIUTENHATA CUCTEMA U
rbpAaTa
Heuectu: Hapymenus Ha rbpANTE, MEHCTPYAJIHU HAPYILICHHUSI

OO0 HapymieHus U eheKTH
Ha MSACTOTO Ha MPUIOKESHHUE
Yectu: ITupexcust, acTeHUs, peaKIis Ha MACTOTO HA MH)KCKTUPAHE
(kaTo epuTEM Ha MSICTOTO HA MHKEKTHPAHE, YPTHKAPHS,
UHIypalys, 00JKa, KpbBOHACIIAHE, IPYPUTYC, APA3HEHE, U
napecte3us), IMCKOMQOPT B 00J1aCTTa HA TPBIAHUS KOIII
Penku: 3abaBeHO 3apacTBaHE HA paHU

HapaHHBaHI/IfI, OTpaBsAHUA U
YCII0XHCHHS, Bb3HUKHAJIN B
PE3YJTAaT Ha UHTCPBCHIIUN

Yectu: DpakTypu Ha KOCTUTE

*  HabmomaBanu npu npyru TNF Grokepwu.

B ta3u Touka, MenuaHaTa Ha IEpUO/a HA TIPOCIeIBaHe (MPUOIM3UTETHO 4 TOJMHI) KaTO 1510 €
MIpe/ICTaBeHA 32 BCAKO MPUJIOKEHHE Ha romuMymad. Korato npunoxennero Ha TouMyMal € OIUcaHo
CIpSIMO J103aTa, MEJMaHaTa Ha IIEPUOo/Ia Ha MPOC/IeAIBaHe Ce MPOMEHs (MPUOIU3UTEIIHO 2 TOIUHH MPU
nmo3a ot 50 mg, mpubauszutenHo 3 roguHu pu 103a oT 100 mg), KaTo MAIMEHTUTE MOKE Ja ca
MIPEeMUHAIH OT €[Ha /1032 KbM JpyTa.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKInu

HUngpexyuu

[Ipe3 KOHTpOIUpPaHUs TIEPUO]] HA OCHOBHUTE M3MMTBAHUSA, C€ HaOJI01aBa MH(EKIIMS HAa TOPHUTE
JIUXaTEeIHA TBTUIIA KaTO Hali-4eCcTo ChOOIIaBaHaTa HeXKeNNaHa JIeKapcTBeHa peakius nmpu 12,6% ot
JIEKyBaHHUTE C romuMymMal manueHTH (dectota Ha 100 goBekoroaunu: 60,8, 95% CI: 55,0, 67,1), B
cpasuenue ¢ 11,0% npu kouTpoaauTe nmanuentu (decrora Ha 100 yosexoroguau: 54,5; 95% CI: 46,1,
64,0). B xoHTpONIMpaHU ¥ HEKOHTPOJIMPAHU €TAIH Ha MPOYIBAHUATA, C MEIMaHAa Ha TIPOCIICASIBaHE
MPUOIM3UTENTHO 4 TOUHHY, YeCTOTaTa Ha WH(EKINN Ha TOPHUTE AUXATEIHHU ITHTUIIA Ha

100 goBekoronuuu e 6mna 34,9 cioydas; 95% CI: 33,8; 36,0 3a jeKyBaHUTE C TOIUMYyMa0 MAIIMCHTH.

[Ipe3 KoHTpOIMpaHUs IEPUO]] HA OCHOBHUTE M3MUTBAHUS ca HaOmonaBanu nHpekmnu npu 23,0% ot
JIEKyBaHHUTE C romuMyMad manueHTH (dectora Ha 100 goBekoroaunu: 132,0; 95% CI: 123,3, 141,1), B
cpasuenue ¢ 20,2% npu kouTpoaHUTE manuentu (decrora Ha 100 yoBexorogumau: 122,3; 95% CI:
109,5; 136,2). B koHTpOIMpaHu 1 HEKOHTPOJIUPAHH €Taly Ha U3MUTBAHUATA, C MEIMaHA Ha
MPOCIIeIBaHe MPUOTU3UTEIHO 4 TONNHY, YecToTara Ha nH(ekyu Ha 100 YoBekoroanHU € Onna
81,1 ceoutus; 95% CI: 79,5; 82,8 3a neKyBaHHUTE C TOJTUMYMa0 MaIUCHTH.

[Ipe3 xorTpOIMpaHus nepuos Ha n3nutBanusaTa 3a RA, PsA, AS u nr-Axial SpA ca HaOmoaBaHu
cepuo3Hu uHpekuuu npu 1,2% ot nekyBaHute ¢ ronumMymad nauneHTd u 1,2% oT naiueHTHuTe B
KOHTpoJIHATa rpyna. Yecrorata Ha cepro3nute nHpeknuy Ha 100 YOBEKOTOIMHY MPU MPOCIICASIBaHE B
KOHTPOIIMPAHUS NIepro Ha m3nuTBanusATa 3a RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% CI: 4,6,
11,1 3a rpynara na ronrumyma6 ot 100 mg, 2,9; 95% CI 1,2, 6,0 3a rpynara Ha ronumymad ot 50 mg u
3,6; 95%CI: 1,5, 7,0 3a mnane6o rpymnata. [Ipe3 KoHTponupaHus Iepuo] Ha U3MUTBAHUS Ha
WHIYKIIMOHHO JieueHue ¢ ronumymad npu UC, cepruo3nn undeknuu ca Hadmonasanu npu 0,8% ot
MAIMEHTUTE, IEKyBaHH ¢ ToMuMyma0, B cpaBHeHME ¢ 1,5% OT manueHTHTe B KOHTPOJIHATA rpyTa.
Cepuo3znure nHMEKIUN, HAOIOJaBaHN TP MAIMEHTHTE, IEKYBaHHU C TOIUMyMa0, BKIIIOYBAT
TyOepKyJ103a, OaKTepUaTHA HHPEKIINH, BKIFOUNTEIIHO CEIICUC U THEBMOHUS, HHBAa3UBHU I'bOUYHH
MH(EKINU U JPYTH ONOPTIOHUCTUYHU HHpekuun. Hsxoun oT Te3n nadekunu ca Omm ¢ jgetaneH
U3X0J. B KOHTpOnIMpaHUTe U HEKOHTPOJIMPAHUTE €Taly HA OCHOBHUTE U3IIUTBAHUA, C MEAMAaHa HA
npociensBane 0 3 TOAWHH, € Hab0aBaHa MM0-BUCOKA YECTOTa Ha CEPUO3HH MH(EKIINH,
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BKITFOUUTEITHO OTIOPTIOHUCTUYHY WHbeKkuu u TB npu naruenty, mony4asanu 100 mg romnmymao, B
CpaBHEHHE C ManueHTH, nonydyaBanu 50 mg romumymal. YectoraTta Ha BCUYKH CEpHO3HY UH(DEKIIUN
Ha 100 goBekoronunu e 6mna 4,1; 95% CI: 3,6; 4,5, npu manuenture, noaydasaiu 100 mg
roaumyMmab u 2,5; 95% CI: 2,0; 3,1 npu nanueHTuTe, nony4asaid 50 mg rommumymao.

3nokauecmeenu 3ab0n56anus

Jumgpom

[lo Bpeme Ha OCHOBHHTE U3IIMTBAHUS YECTOTATA HA PAa3BUTHE HAa TMM(OM IpH JIEKyBaHUTE C
roJuMymal ManueHTH € T0-BUCOKa OT OYaKBaHaTta B o0miara nomynanus. B konTponupanute u
HEKOHTPOJUPAHUTE €Tall Ha Te3W U3MUTBaHUA, C MEIUaHa Ha MpOCeAsIBaHe 10 3 TOJUHH, €
HaOJIr0/IaBaHa MO-BUCOKA YeCcTOTa Ha JIMM(POM TPH MarueHTure, noydaBany 100 mg romumymao, B
CpaBHEHHME C MAMEHTHTE, oiay4yasain 50 mg ronumymad. Jlumdom e AuarHocTupan npu

11 ygactauim (1 B TepaneBTiHuHUTE TpynH Ha 50 mg roauMymad u 10 B TepaneBTUYHUTE TPYITH Ha
100 mg romumymad), ¢ uectora (95% CI) Ha 100 yoBeKOroMHY 3a NIEPHOIA HAa MPOCIICISIBAHE IPU
0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) cnyuas, croTBeTHO ITpH roaumyMad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cyugas npu mwianedo. [lo-romsima yact OT ciaydanTe Ha pa3BUTHE Ha TUM(OM ca
BB3HUKHATH pu poyuBaHeTo GO-AFTER, koeTo BKITIOUBA MAIMEHTH C MPEIX0IHA SKCITO3UIINS Ha
TNF-anTtaroHucTH, KOUTO Ca MMAJIX HO-TOJSIMA MPOIBIDKUTEIHOCT U pepakTepHOCT Ha
3abomsBaHeTo (BK. Touka 4.4).

3nokauecmsenu 36160]1}1661HM}Z, pasiudHu om ./Zl/lﬂ/ld)OM

B KOHTPOJIMPAHUTC NICPUOAN HAa OCHOBHUTC U3NUTBAHUSA, KAKTO U IO BPEMC Ha HpI/I6J'II/I3I/IT€J'IHO
4-F0):[I/IHIHOTO MMpoCJICAABAHE, YECTOTATa HA PA3JINYHUTE OT JII/IM(bOM 3JI0Ka4Y€CTBEHHU 3a00IsIBaHUS (C
HU3KIHOYCHHUEC HAa HEMCIIAHOMHUS KOXKCH paK) € CXO0aHa B IpynrTE HA JICUCHUE C FOJ]I/IMYMa6 n
KOHTPOJIHUTC I'PYIIA. ITo BpEMC Ha HpI/I6J'II/I3I/ITCJ'IHO 4—1"0):[PIH_IHOTO OpocCICAABAHC UCCTOTATA HA
PA3IMYIHUTE OT J'II/IM(bOM 3JI0KAYECTBEHU 3a00ISIBAHUS (C HU3KIIOYCHUE HAa HCMCIIAHOMHUS KOXKCH paK)
€ CXOaHa C Ta3Hu B 06HIaTa rnomyJjiagus.

ITo Bpeme Ha KOHTPOJIMPAHUTE U HEKOHTPOJIUPAHUTE IEPUOAN HA OCHOBHUTE U3MUTBAHUSA, C MEANAHA
Ha TpociieAsiBaHe 0 3 TOJUHH, HEMeJTaHOMEH paK Ha K0)KaTa € JUarHOCTUIIMPaH IpU 5 0T
YYacTHUIUTE, MpreMaiy miane6o, 10 ot npuemanure ronmumymad 50 mg u 31 ot npuemanure
romumyMad 100 mg mpu gectora (95% CI) Ha 100 yoBekorouHM 3a reproAa Ha npocieassane 0,36
(0,26; 0,49) o610 ipu romumymad u 0,87 (0,28; 2,04) npu marmedo.

ITo BpeMe Ha KOHTPOJIMPAHHUS U HEKOHTPOIUPAHUS ITEPHO]] HA OCHOBHUTE M3IUTBAHUS, C MEMaHa Ha
MIPOCIIEIBAaHE 10 3 TOAUHH, 3JI0KAYeCTBEHH 3a00IsIBAaHHS C M3KITIOYCHUE Ha MEeJIaHOM, HEMEJTaHOMEH
KOXKCH paK M JMM(OM ca TUarHOCTULMPAHU IPU S-Ma YYaCTHUIIM, IPUeMaIy mianedo, 21 ot
npueMaiute ronmumymad 50 mg u 34 ot npuemanure rorumymad 100 mg npu yecrora (95% CI) Ha
100 goBekoromuHM 3a neproa Ha npocneasBane 0,48 (0,36; 0,62) o6mo 3a romumymad u 0,87 (0,28;
2,04) 3a mrane6o (Bxk. Touka 4.4).

Cvobuenus om KIUHUYHY USHUMBAHUS 34 IeYeHUe HA ACmMA

B ekcruiopaTopHO KIMHUYHO MPOYYBaHE NALMEHTH C TEXKa MEPCUCTHPAILA aCTMa ca MOTy TN
HaToBapBaia a03a romumymad (150% ot onpezeneHara TepaneBTHYHA 1032a) MOAKOKHO Ha

cenmuna 0, ciiex koeto ca JexyBaHu ¢ ronumymad 200 mg, ronrumymad 100 mg nnu ronumymad

50 mg noaKoXHO Ha BcekH 4 ceaMuiy A0 ceamuua 52. Ilpu nanueHTuTe Ha JedeHue ¢ rTomumymad
(n=230) ca chOOIIEHH OCEM 3II0KauECTBEHH 3200 SIBAHUS K HUTO €JHO MPH MAIIMEHTHTE Ha TU1ane0o
(n=79). Cpobuienue 3a muM¢poM UMa Npu | MaluenT, 3a HeMeJaHOMEH pak Ha KoxKaTa Mpu 2-mMa
NaMEHTH U 3a APYTH 3JI0KaYyeCcTBEHH 3a00siBaHus pH S5 nanuenTty. Hsama npesanupane Ha
oTIpe/ieNieH BHJI 3I0KaueCTBEHO 3a00IIsIBaHe.

[To Bpeme Ha muIane00-KOHTPONIMpPaHaTa YacT Ha MPOyYBaHETO YyecTtoTaTa Ha nosiBa (95% CI) Ha
BCHYKH 3JI0KauecTBeHU 3a00ssBanmst Ha 100 yoBeKOroauHM MpociensiBaHe Ha MAEHTUTE, ICKyBaHU
¢ ronumymao, e omra 3,19 (1,38; 6,28). B Toa mpoyuBane dectoraTta Ha nossa (95% CI) Ha

100 4OoBEKOT'OJMHM MTPOCIIEABAHE MPHU MAIIMEHTUTE, JICKYBaHU ¢ roauMyMao, e ouna 0,40 (0,01, 2,20)
3a mumdom, 0,79 (0,10, 2,86) 3a HemenaHOMeH KokeH pak u 1,99 (0,64, 4,63) 3a npyru 310Ka4ecTBEHU
3abomsBanus. [Ipu yuactHunmTe Ha 1ane6o yectorara Ha nosiea (95% Cl) Ha Te3u 370Kka4ecTBeHN
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3abonsBanus Ha 100 goBekoroauuu e 6mma 0,00 (0,00, 2,94). 3HaYnMMOCTTa Ha T€3H PE3yJITATH HE €
U3BECTHA.

Hesponozuunu cvoumus

B xoHTponMpaHUTE U HEKOHTPOJIMPAHUTE IEPUOAN HA OCHOBHUTE M3MUTBAHUA, C MEIUAaHA Ha
npociensBaHe 10 3 TOAWHH, € HaO0AaBaHa MM0-BUCOKA YECTOTa Ha JeMUEIMHU3AINS IPU
NalMUeHTHTE, oiy4yaBain romumyMad 100 mg, B cpaBHEHHE C MAIIMEHTHTE, MTOTYYaBaId TOIUMyMal
50 mg (Bx. Touka 4.4).

Tosuwasane na 4uepHoOpoOHUmMeE eH3UMU

B xoHTponMpanus neproj Ha OCHOBHUTE M3NUTBaHUS 32 RA u PsA ce nmosBsBart jnexu MOBUIIICHNUS Ha
AJIAT (> 1 u <3 x ropnara rpanuna Ha HopMmarta (ULN), cbc CXOIHH YECTOTH B IPYNHUTE HA
roJMMyMal U KOHTPOIJIHUTE TPYIH B U3MUTBaHUATA 32 JieueHue Ha RA u PsA (22,1% no 27,4% ot
MAIMEHTHTE); KaTO B M3IUTBAHMATA 32 JeueHne Ha AS u nr-Axial SpA npu moBede maiuenTy,
JIeKyBaHH ¢ TOMUMyMa0, ce e mosiBuIIo Jieko nosuiasane Ha AJIAT (26,9%), oTkoakoTo mpu
koHTponHuTe nanueHTH (10,6%). [lo Bpeme Ha KOHTPOIMPAHUTE U HEKOHTPOJIMPAHUTE NEPUOIH HA
OCHOBHUTE M3MMTBaHUA 3a eueHne Ha RA u PsA, ¢ Mmennana Ha mpociesaBaHe NpUOIU3UTENHO

5 roguHM, YecTtoTara Ha Jekute nosumasanus Ha AJIAT B nanuteanusTa 3a neyeHue Ha RA u PsA e
CXOJIHA IIPH JIEKYBAaHUTE C TOJIMMyMad NalueHTH 1 KOHTPOJIHUTE MAlMeHTH. B KOHTponupaHus
TIEPHUO/I HA OCHOBHUTE U3MUTBAHMS HAa MHAYKIIMOHHO JieueHue ¢ ronumyMad npu UC ca Bb3HUKHAIH
nexu noBumienns Ha AJIAT (> 1 u <3 x ULN) B cX0IHH CHOTHOIIEHUS MPH JIEKyBaHUTE C
TOTMMYMal W KOHTPOJIHUTE MarueHTH (CboTBeTHO 8,0% 1m0 6,9% ). B KOHTpOmupanuTe u
HEKOHTPOJUPAHUTE MEPHOAHN Ha OcHOBHH n3nuTBanus 3a UC ¢ MenuaHa Ha mpociiesBaHe
MPUOIM3UTENTHO 2 TOJUHM MPOLEHTHT Ha ManueHTuTe ¢ Jeku nosumiennus Ha AJIAT e 24,7% npu
MalnyeHTH, IPUEeMaIy ToIuMyMa0l 110 BpeMe Ha eTana Ha MoJAbp Kalla Tepanus OT MPOYYBAHETO IPU
UC.

B xoHTponupaHus neproj Ha OCHOBHH M3MMTBAHUSA 3a JiedeHne Ha RA u AS nmoBuiaBaHusTa Ha
AJIAT > 5 x ULN He ca gecTH, KaTo Te ca HaOII0JaBaH! M0-4eCTO MIPH NAlUEHTUTE, JIEKYBaHH C
roaumyMabo (0,4% no 0,9%), otkosikoto mpu koHTposiHuTe manueHTH (0,0%). TakaBa TeHICHIIMS HE
ce Ha0II0/1aBa MU MAIMEeHTUTE ¢ TIcopuaTuyeH apTpuT. [lo BpeMe Ha KOHTPOJIMpaHUTE U
HEKOHTPOJIMPAHUTE NMEPUOAN Ha OCHOBHUTE N3NINTBAHUS, C MEAMAHA Ha MPOCIENsBaHe 5 TOANHH,
yecroraTa Ha nopuiasane Ha AJIAT > 5 x ULN e cxoaHa npH JeKyBaHHUTE C TONUMYMad MalueHTH U
MIpU KOHTPOJIHUTE MarueHTH. KaTo 1510 Te3u MOBUIIaBaHNA Ca ACUMIITOMHHU U CTOIHOCTHTE ce
NOHM)KABAT WIK CE HOPMAJIM3UPAT U MPH OTIIAJAHAIN OT U3MUTBAHETO NAMEHTH, U NIPU TAKUBA, KOUTO
NPOIBIDKABAT 14 YYaCTBAT, KAKTO U IIPHU KOPEKLHsI Ha IpHeMa Ha APYTH JIEKapCTBEHH MPOAYKTH.
Hsama cpo01ienu ciyyan 1o BpeMe Ha KOHTPOJIMPAaHUS U HEKOHTPOIHMPAHUS IEPHO Ha TIPOYYBAHETO
3a nr-Axial SpA (mo 1 roguna). B koHTpoNMpaHus nepro Ha OCHOBHU M3MUTBAHHS HA WHIYKIIMOHHO
neuyenne ¢ romumymad npu UC ca Bp3uukHanu nosumeHus Ha AJIAT > 5 x ULN B cxonnu
CHOTHOIIICHHS TIPH JIEKYBaHUTE C TOIMMYMa0 M NaueHTUTe, npuemMani miarebo (cporBetHo 0,3% mo
1,0% ). B xoHTpONIMpaHuTe U HEKOHTPOJIUPAHUTE NMEPHOAHN Ha OCHOBHH n3nuTBanus 3a UC ¢ menuana
Ha MpocJieAsBaHe NPUOIU3UTENHO 2 TOAWHY MPOLECHTHT Ha MAlMEeHTHTE ¢ noBuiieHus Ha AJIAT

> 5 x ULN e 0,8% npu nanueHTH, IpueMalia rolmMyMad o BpeMe Ha eTara Ha IoAIbpiKalia
Tepanus ot npoyuBaneTo npu UC.

B ocHoBHE m3nuTBaHMA 3a nevyeHne Ha RA, PsA, AS u nr-Axial SpA, enun namuenT, BkitodeH B RA
U3IMTBAHE C MPEIIISCTBAIM YSPHOAPOOHH OTKIOHCHHMSI U IPUEM Ha JPYTH JICKapCTBECHH MPOYKTH,
KOKTO € JIEKyBaH ¢ TOJIMMyMa0, € pa3BuiI HeMH(EKIIMO3€EH XEMaTHT ¢ UKTep, ¢ JeTajneH u3xoa. He ce
W3KITI0YBA POJIATA Ha TOTUMYMal KaTo HOMPUHACSII WIIH yTeXKHSIBAII (HaKkTop.

Peam;uu HA MACMOMO HA UHMICEKMUpane

B KOHTPOJIMPAHUTEC NICPUOAN Ha OCHOBHU U3IMUTBAHUS 5,4% OT MaUCHTHUTEC, JICKYBAHU C FOJ'II/IMYMa6,
Ca MOJy4YUJIN PCAaKIIUN Ha MACTOTO Ha MHKXCKTUPAHC B CPABHCHUC C 2,0% OT KOHTPOJHUTC MallUCHTH.
Hanmuuero Ha antuTena cpeury FOJ]I/IMYMa6 MOJKE Ja IMOBHUIIN pUCKA OT PEAKIIUM Ha MACTOTO Ha
HWHXCKTHPAHC. IToBeuero PCaAKIUM Ha MACTOTO Ha MHXXCKTUPAHE Ca JICKH 10 YMEPCHO TCKKHU, KaTO
Haii-dyecTarta ¢ CPpUTCM Ha MACTOTO HA MHIKCKTUPAHEC. Karo [4J10 MosAABaTa Ha peakuu Ha MSCTOTO Ha
HMHXCKTHPAHC HEC HaJlara Npe€KpaTdBaHC HA NPUIIOKCHUETO Ha JICKAPCTBCHUA ITPOAYKT.
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B xoHTpOonmpanute uznutBanus ¢asa [Ib u/unm 111 3a neuenne Ha RA, PsA, AS, nr-Axial SpA, Texxka
nepcuctupania actma u B m3nureanus ¢asza [I/111 3a newenue na UC, HUTO €JIMH OT JIEKyBaHUTE C
roJMMyMa0 MalMeHTH HE € pa3Bul aHaUIIaKTHYHA PEaKIusl.

Aemoanmumena

ITo BpeMe Ha KOHTPOJIIMPAHU U HEKOHTPOJIMPAHH MTEPHOAN HA OCHOBHH M3MUTBAHUS C €JHOTOUIIIEH
Nepuo Ha IpociesBane, npu 3,5% OT mauueHTHTe, JIeKyBaH! ¢ roauMymao, u 2,3% ot
KOHTPOJIHUTE MAalMEHTH 32 IbPBU BT ca yctaHoBeHH ANA (B TuThp 1:160 nnu no-Bucok). B kpast na
€HOTOIMIITHOTO MPOCeasiBaHe HATMYKeTo Ha aHTH-ASDNA anTuTena npu u3xoano antu-dsDNA
oTpunare sy maueHTu ¢ 1,1%.

Ileouampuuna nonynayus

THonuapmuxynapen 106enunen uoUonamuier apmpum

BezonacHoctTa Ha romuMymab e npoydeHa B mpoyusane ¢asa Il mpu 173 nauuentu c pJIA Ha
BB3pacT oT 2 10 17 roguau. CpeAHOTO MpociieAsBaHe € NPUOIM3UTENHO JBE TOAUHU. BUIbT 1
YeCTOTaTa Ha HeXKEJIAaHUTE PeaKklny, ChOOIICHN B TOBA IIPOYyYBaHE, KaTo ISUI0 ca MTOI00HM Ha Te3H,
HaOII01aBaHH B IPOYYBAHUSI IPU BB3PACTHU C PEBMAaTOUACH apTpPUT.

Cro011aBane Ha MOJI03MPAHN HEXKEIIAaHH PEaKIIUH

CpoO11aBaHeTo Ha M0I03UPAHH HEXKEJIaH! PEaKIMU ClIe]] pa3pelaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
NPOLYKT € BaskHO. ToBa Mo3BOIIsABA Aa MPOIBIDKH HAOMIOACHUETO Ha ChOTHOILICHUETO MOI3a/PUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEMIIMHCKHUTE CIICIHAIICTH C€ M3MCKBA Jla ChOOIIaBaT BCSIKA
NOI03MpaHa HeXXeJIaHa pPeaKlys uype3 Hal[MoHalHa CHCTeMa 3a ChoOIaBaHe, I0COYeHa B
[Ipunoxxenue V.

4.9 Ilpeno3upane

B knuan4HO npoyuBaHe enuHUYHY 4034 10 10 mg/kg ca MHXEeKTUpaHu HHTPABEHO3HO Oe3 MPOsIBH Ha
TOKCUYHOCT, OrpaHHYaBallia jo3ata. B ciryuail Ha npego3upase ce npenopbyBa NalUEHTHT Ja OCTaHe
1oz HaOJIFOIeHHE 3a IIPU3HALM U CUMIITOMH Ha HEKEJIAaHU PeaKlny, KaTo He3a0aBHO ce 3aM04He
MOIXOSIIO0 CHMITOMATUYHO JICUEHHE.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapmakoTepaneBTHUHa rpymna: MyHoCynpecopy, HHXHOUTOPH HAa TyMOP-HEKPOTH3UPAIUsA (GakTop
anda (TNFa), ATC koxa: LO4AAB06

MexaHnU3bM Ha JICHCTBHE

lNonrmymab e 4oBeUIKo MOHOKIIOHAIHO aHTHUTSIIO, KOETO 00pa3yBa CTaOMIIeH KOMIUIEKC C BHCOK
aUHUTET KaKTO KbM pa3TBOpPHMAaTa, Taka U KbM TpaHcMeMOpaHnHaTa ¢popma Ha yoBerikus TNFa,
KOETO IpeJoTBpaTsaBa cBbp3BaneTo Ha TNFa kbM penentopute my.

dapmakoguHaMU4HU eHEKTH

JoxkazaHo e, 4e cBbp3BaHeTo Ha yoBemkusi TNF ¢ ronmnmymab HeyTpanusupa uaaynupanata or TNFo
eKCIpecHs Ha MOBBPXHOCTTA Ha YOBEIIKUTE €HAOTEIHH KICTKH Ha aAXE3MOHHUTE MOJICKYJTH
E-cenexTuH, chlioBa agxe3nonHa Monekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MEXIyKIeThbuHa anxe3nonHa Monekyna 1 (intercellular adhesion molecule, ICAM-1). In vitro
roauMymab naxudupa u uagyuupanara ot TNF cekpenns Ha unrepneBkut 6 (IL-6), IL-8 u
rpa”yionuT-mMakpodar konornocrumyupar gaxrop (GM-CSF).

B cpaBHeHue ¢ rpynuTe Ha 1manedo € HabroIaBaHo B IOJ0OPEHHE TI0 OTHOIIIEHHE Ha CTOHHOCTHTE
Ha C-peaktuBausa nporeut (CRP), kato 1eyenneTo cbe Simponi € JOBEIO 10 3HAYMMO MOHM)KaBaHEe
CIPSIMO M3XOJHUTE CTOMHOCTH Ha cepymMHuTe HUBA Ha IL-6, ICAM-1, MaTpukcHarta
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Mmetaionporennasza 3 (MMP-3) u cepoBoenaoTenHus pacTexeH ¢aktop (vascular endothelial growth
factor, VEGF) B cpaBHeHHE ¢ KOHTPOJIHOTO JeueHue. B nonbiHenne, HuBara Ha TNFa ca ce
MOHWKWIN NpH naneHTuTe ¢ RA n AS, a npu nanuentute ¢ PSA ca ce moHmxkwin HuBata Ha [L-8.
Te3u mpomMeHu ca HaOMIOJaBaHU IPH ITbpBaTa OLIEHKa (ceaMulia 4) ciies 3aroyBaHe Ha MPUI0KEHUETO
Ha Simponi B KaTo ISUT0 ca ce 3abPXKaI JI0 cenMuina 24.

Kinnanuna edukacHoCT

Pesunamouoen apmpum npu év3pacmnu

EdwukacHoctTa Ha Simponi e J0Ka3aHa B TpY MHOTOLIEHTPOBH, PaHIOMHU3UPAHH, IBOHHO-CIIEIIH,
1ane00 KOHTPOJUPaHU Mpoy4YBaHusl, BKitouBalm Haa 1 500 manueHTH Ha Bb3pact > 18 rogunu ¢ RA
C YMEPEHO JI0 CHJTHO M3pa3eHa aKTUBHOCT, JHATHOCTHUITMPAH CIIOPE] KPUTEPUHUTE Ha AMEPUKAHCKUS
kosex o peemaroinorust (ACR), mone 3 mecena npeau ckpuauHTa. [lanmerTrnTe ca nManu noxne

4 otounu u 4 OOJIe3HEHU CTaBU. Simponi WK TIANed0 ca OMIIM MHKEKTUPAHH MTOJIKOKHO BEIHBXK Ha
BCEKH 4 CEIMUIIH.

B GO-FORWARD ca onenenu 444 namuenTy ¢ akTuBeH RA BeIIpekn crabuiHara 103a OT TOHe

15 mg/cenmuano MTX u kouto He ca ekyBanu nipean ToBa ¢ TNF-anraronuct. [TanmenTure ca
paHIOMU3UpaHK Ja noiyvapar miamnebo + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
win Simponi 100 mg + mmane6o. [lanuenture, kouro ca nomyyasanu mwianedo + MTX, ca npemunanu
Ha Simponi 50 mg + MTX cnex cenmuna 24. Ha ceamunia 52 nauneHTuTe ca BKJIIOYEHH B OTKPUTO
IBITOCPOYHO MPOIBIKEHIE Ha TIPOYUBAHETO.

B GO-AFTER ca ouenenu 445 nanueHTH, 1€KyBaHU MIPEAU TOBA C €IMH WU IIOBEUE OT
TNF-anraronucrure aganuMymad, etTaneprent wiv uadiaukcumad. [TaimenTure ca paHJOMU3UpaHH
Jia mony4vasar miane6o, Simponi 50 mg unu Simponi 100 mg. ITo Bpeme Ha nmpoy4yBaHEeTO Ha
NalUEHTHUTE € Pa3peleHo 1a npoabrKar cbbTcTBAIoTo DMARD neuenne ¢ MTX, cyndacanasun
(SSZ) w/vnm xunpoxcuxnopoksuH (HCQ). O0siBeHUTE MPUYHHY 32 TPEKpaTsIBaHe Ha
npexamectsanoTo antH-TNF neyenne ca imnca Ha edpukacHocT (58%), Henonocumoct (13%), w/unu
pasnuyHy OT 0e30MacHOCTTa ¥ epUKACHOCTTa MPUUYUHH (29%, MpeTuMHO 10 (PUHAHCOBH
CHOOpaKeHHUS).

B GO-BEFORE ca onienenn 637 nanueHTH ¢ akTuBeH RA, kouto He ca nomyyaBann MTX u He ca
nexkyBaHH npeau ToBa ¢ TNF-antaronuctu. [lanuenture ca panaoMHU3UpaHy Aa OIydaBaT mianedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX wmm Simponi 100 mg + ruiane6o. Ha
ceaMHMIIA 52 MalMEeHTUTE ca BKIIOYEHH B OTKPUTO ABITOCPOYHO MPOABIDKEHUE HA TPOYUYBAHETO, B
KOETO MaIMeHTHTE, mody4asany mianedo + MTX, kouTo ca umanu noxne egHa Oone3HeHa WK HOAyTa
CTaBa, ca MpeMHUHAIHN Ha JedeHne cke Simponi 50 mg + MTX.

B GO-FORWARD (cpBMecTHUTE) TBPBUYHM KpaliHU €A MPOLEHTHT MALMEHTH, TIPH KOUTO €
mocturaat ACR 20 orrosop Ha cenmunia 14 u mogoOpenueTo Ha cenqmuna 24 mo BernpocHuka 3a
OIICHKA Ha 3/[paBOCIOBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
IbpBUYHATA KpailHa TOYKa € MPOLEHTHT MalueHTH, Ipu Kouto e qocturnat ACR 20 otroBop Ha
ceamuna 14. B GO-BEFORE cbcTaBHUTE MBPBUYHU KpaliHU TOYKHU Ca MPOLEHTHT NallMEeHTH, IPH
konto e mocturHaT ACR 50 otroBop Ha ceamuiia 24 ¥ mpoMsiHaTa B MOJUPHUIIMPAHUS PE3YIITAT 10
van der Heijde-Sharp (vdH-S) Ha ceqmuia 52. OcBeH IbpBHYHHUTE KpaiiHU TOUKH € HalpaBeHa U
JOITBJIHUTENHA OLIEHKA Ha BIMSHUETO Ha Simponi BPXy NpU3HALUTE U CUMITOMHUTE Ha apTPHUT,
peHTreHorpad)cku OTrOBOP, TEECHU (QYHKIUH U CBBP3aHUTE ChC 3PAaBETO MOKA3aTEIH 32 KAYeCTBO
Ha JKHBOT.

Karo msi10 He ca yCTaHOBEHH KIIMHUYHO 3HAYMMU Pa3IN4Ms B TIOKAa3aTEeIUTE 32 e(hUKACHOCT MEXKITY
narueHTuTe, noiayvasanm Simponi 50 mg u 100 mg, cbe chbreTBan] npueM Ha MTX Ha

cenmuria 104 8 GO-FORWARD u GO-BEFORE u na cenmuria 24 8 GO-AFTER. BB BCcako or RA
MPOyYBaHUsATA CIIOpE]] Mu3aliHa Ha MTPOYYBaHETO, MAIIUEHTUTE B JBJITOCPOYHOTO MPOIBIDKEHUE Ha
MPOYYBAHETO MOJKE JIa ca CMeHsUIH no3ute Simponi ot 50 mg Ha 100 mg 1 0OpaTHO 1Mo MperieHKa Ha
JieKapsi B IPOYYBAHETO.
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Ipusnayu u cumnmomu

OcnoBaute ACR pesynraru 3a 1o3a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npexncrasenn B Tabnuima 2 u onvcanu mo-uoxry. Habmronasan e
OTrOBOP TPH ITbPBA OICHKA (ceMHUIIa 4) ciie]] MbPBOHAYATHOTO MPHIOKEHUE HA Simponi.

B GO-FORWARD or 89 yuactHumm, panaoMu3upanu aa nomxydasaTt Simponi 50 mg + MTX, 48 ca
ocTaHanu Ha ToBa Jiedenue Ao cenmuna 104. Ot tsx 40, 33 u 24 nanmentu ca umanu ACR otrosop Ha
cenmuna 104 ceorBetHo 20/50/70. Cpen manueHTHTE, KOUTO ca IPOIBIDKIIN YYaCTHETO CU B
NPOYYBAaHETO U ca JIEKyBaHHU chCc Simponi, ca HabmoxaBaHu nmogoouu yectotd Ha ACR 20/50/70
oTroBop oT cenmuna 104 go ceammura 256.

B GO-AFTER npouenTsT 0T nanuentute, nocruramd ACR 20 otroBop, € mo-BUCOK IIpH
NaIUEHTHTE, TOTyYaBaly Simponi, B CpaBHEHUE C TAIMEHTUTE Ha IJ1ane00, He3aBUCHMO OT
IIPUYMHATA 32 IPEKPATABAHE HA IIPEeAIIECTBAIOTO JieueHUue ¢ TNF-aHTaroHucTH.

Tabamnna 2
OcHOBHM pe3yJITaTH 3a epuracHocT B KOHTOoHpanuTe eranu Ha GO-FORWARD, GO-AFTER
u GO-BEFORE.
GO-FORWARD GO-AFTER GO-BEFORE
AxtuBeH RA BBIpexu AxtuBeH RA, nekyBan | AxktuBeH RA, HenmexkyBaH
nedenneTro ¢ MTX MIPEIN TOBA C €UH WUIIN npeau ToBa ¢ MTX
noBeue TNF-antaronuctu
Simponi Simponi
[Tnane6o 50 mg [Tnane6o 50 mg
+ + Simponi + +
MTX MTX [Tnaue6o 50 mg MTX MTX
n® 133 89 150 147 160 159
Otrosopuju nanueHT, %
ACR 20
Cenmuna 14 33% 55%* 18% 35%* NA NA
Cenmuna 24 28% 60%%* 16% 31% 49% 62%
p =0,002
Cemmuma 52 NA NA NA NA 52% 60%
ACR 50
Cengmuna 14 10% 35%%* 7% 15% NA NA
p=0,021
Cenmuna 24 14% 37%* 4% 16%* 29% 40%
Cenmuna 52 NA NA NA NA 36% 42%
ACR 70
Cengmuna 14 4% 14% 2% 10% NA NA
p =0,008 p =0,005
Cenmuna 24 5% 20%* 2% 9% p =0,009 16% 24%
Cenmuma 52 NA NA NA NA 22% 28%

?  n oTpassBa paHJOMH3UPAHUTE IAIUEHTH; ACHCTBUTEHUAT OPOIf IAIMEHTH, TTOXOMISAIIY 38 OL[EHKA MO BCEKH
HPOCIICASBAH [1ApaMeThp, MOXKE Jia BApHpa B 3aBHCHMOCT OT IIEPHO/Ia Ha OLICHKA.

* p<0,001

NA: Henpunoxxumo

B GO-BEFORE ocHOBHHAT aHaNN3 MPH NMAaMEHTUTE C YMEPEH J0 TeKBK PEBMATOHJIEH apTPUT
(xomOuHMpany rpymu Simponi 50 u 100 mg + MTX cnpsimo MTX camoctositennHo 3a ACR 50) He e
CTaTHCTUYECKH 3HauuM Ha ceamuna 24 (p = 0,053). Ha cenmuria 52 B o0miaTa morynanus IporeHThT
nanueHTy B rpynara Ha Simponi 50 mg + MTX, mocturnanu ACR oTroBop, kato usjio e 6ui
M0-BUCOK, HO He CUTHU(UKAHTHO pa3ninyieH B cpaBHeHMe ¢ MTX camocTositenso (Bx. Tabnuna 2).
JlOTTbIHATENHY aHATIN3HY ca HAIIpaBeHM 3a MOATPYNHTE, IPEACTABUTEIHY 3a IOKa3aHaTa 3a JIeUCHNE
NOIyJIalys TALMEHTH C TeXBK, aKTUBEH U nporpecupany RA. JlemoHncTpupan e o0mo no-roism edext
Ha Simponi 50 mg + MTX cnpsimo MTX caMocToATeIHO TIPY MIOKa3aHAaTa IOMyJIalusl B CPaBHEHHE C
ob1aTta mormyarmws.
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B GO-FORWARD u GO-AFTER ca nabnogaBanu KTMHAYHO U CTATUCTHYECKH 3HAYUMHU OTTOBOPU
0 pe3yJiTaTa 3a aKTUBHOCT Ha 3a0onsBaneTo (DAS28) 3a BCeKH NMPEABAPUTEIHO ONPEACIICH MEPHO/T
Ha oIleHKa Ha cenmuiia 14 u ceamuna 24 (p < 0,001). Cpen marueHTHTE, OCTAaHAIM Ha JICUCHUE CHC
Simponi, 3a KoeTo ca OuaM paHAOMHU3UPAHH B HAYAJIOTO Ha MPOYYBaHETO, oTroBopute mo DAS28 ca
ce 3agppkanu o ceamuua 104. Cpen maueHTUTE, KOUTO ca MPOABJDKIIN YIaCTHETO CH B
MPOYYBAHETO U ¢a JICKYBaHU ChC Simponi, orroBopute mo DAS28 ca 6min nogo6Hu ot ceamuriia 104
Jo ceamuna 256.

B GO-BEFORE e u3zmepen 3HaUMMUSAT KIMHWYCH OTrOBOD, AeduHupan karo nojabpxkane Ha ACR 70
OTTOBOP 3a NMPOIBIDKHUTENCH IeproA oT 6 Mecena. Ha ceamuna 52, 15% oT manueHTure B rpymnara Ha
Simponi 50 mg + MTX ca nocTuruaiu 3Ha4uM KIMHUYEH OTTOBOP B CpaBHEHHUE CbC 7% OT
MaryeHTuTe B rpynara Ha nane6o + MTX (p = 0,018). Mexnay 159-te yyacTHUIM, paHIOMHU3UPAHU Ha
Simponi 50 mg + MTX, 96 ca ocrananu Ha ToBa jedenne Ha ceaqmuna 104. Cpen Ts1x 85, 66 n

53 manmenTn ca umanu otroBop ACR 20/50/70 crotBeTHO Ha cemmutia 104. Cpen manueHTHTE, KOUTO
ca MPOABJDKUIIM YIaCTHETO CH B IPOYYBAHETO M ca JIEKYBaHH ChCc Simponi, ca HabI0AaBaH! TOJ00HH
yectoTd Ha ACR 20/50/70 otrosop ot ceamuiia 104 mo ceamuia 256.

Penmeenoepagpcku omeosop

B GO-BEFORE, 3a na ce onieHu cTeneHTa Ha CTPyKTYpHO YBpeKIaHe, € U3MOoI3BaHa MPOMSIHATA OT
U3XOIHUTE CTOMHOCTH B pe3ynTara o vdH-S, koMOMHUpaH pe3ynTar 3a CTpYKTYpHO YBpEkKIaHe,
KOMTO M3MepBa peHTreHorpadcku Opos U pa3Mepa Ha CTABHUTE €PO3HMHU U CTEIIEHTa Ha CTECHSABAaHE Ha
CTaBHOTO NMPOCTPAHCTBO HA PBLETES/KUTKUTE U cThIanara. OCHOBHUTE PE3yJITaTH NpH J1o3a Simponi
50 mg Ha cenmuiia 52 ca npejcraBeny B Tabnuma 3.

Bpost nanuenTu 6e3 mosiBa Ha HOBU €PO3HMHU HIIH C IPOMSIHA CIIPSIMO U3XOIHHUTE CTOHHOCTH Ha OOIIHS
pesynrat o vdH-S < 0 e 3Ha4MMO MMO-BUCOK B TpyIara Ha JICYeHUE ChC Simponi B CpaBHEHHUE C
koHTposHaTa rpymna (p = 0,003). Pentrenorpadcekure edexru, HabaronaBaHu Ha ceiMuna 52, ca ce
3anaswin g0 cenmuna 104. Cpen manueHTuTe, KOUTO ca MPOIbIKIIN yYacTHETO CH B IMTPOYYBAHETO U
ca JIEKyBaHHU ¢bC Simponi, peHTreHorpadckute eheKTH ca Oumu nogo0Hu oT ceamuia 104 mo
ceamuua 256.

Tabanna 3
Cpennu peHTrenorpagcky NpoMeHH CPsIMO U3XO0THUTE CTOWHOCTH B 00IIMS Pe3yJTaT 1Mo
vdH-S na ceqmuua 52 B o0mara nonyiaanusi B GO-BEFORE

IInamedo + MTX Simponi 50 mg + MTX

n* 160 159
OO0 pesyarar
W3xoaHu CTOMHOCTH 19,7 (35,4) 18,7 (32,4)
[IpomsiHa OT U3XOAHUTE CTOMHOCTHU 1,4 (4,6) 0,7 (5,2)*
Pe3yarar 3a epo3ust
W3xonHu cTroitHOCTH 11,3 (18,6) 10,8 (17,4)
[IpomsiHa OT U3XOAHUTE CTOMHOCTHU 0,7 (2,8) 0,5 (2,1)
Pe3yarar 3a CCII
W3xoaHu CTOMHOCTH 8,4 (17,8) 7,9 (16,1)
[TpoMsiHA OT U3XOAHHUTE CTORHOCTH 0,6 (2,3) 0,2 (2,0)**
a n oTpassaBa paHAOMU3HUPAHUTE NNALUCHTU
* p=0,015
¥ p=0,044

Tenecrhu yHKyUY U KAYECMBO HA HCUBOM, CE8LP3AHO CbC 30PABOCIOBHOMO CbCHOAHUE

B GO-FORWARD u GO-AFTER ca oneHenu tenecHuTe GyHKIMHM U MHBAJIMAHOCT KaTO OTICITHU
KpallHU TOYKH Upe3 uHeKkca 3a naBanuaHoctT Ha HAQ DI. B Te3u npoy4uBanus Ha cenmuria 24,
Simponi moka3Ba KIMHAYHO ¥ CTATUCTHYECKU 3HAUMMO Mo100peHue Ha nmokazarenute Ha HAQ DI ot
U3XOJHUTE B CPABHEHUE C KOHTPOIHUTE ManueHTu. Cpes MalMeHTUTe, OCTAHAIN Ha JICUEHUE ChC
Simponi, 3a KO€TO ca OMJIM paHJIOMHU3UPAHU B HAYAJIOTO Ha MPOy4BaHeTo, mogodperuero B HAQ DI
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ce e 3arbpxkano 1o ceamuna 104. Cpex marueHTUTe, KOUTO Ca MPOIBIDKUINA YIACTHETO CH B
MPOYYBaHETO U ca JEKyBaHU chc Simponi, mogoopernero B HAQ DI e 6umno nogo6Ho ot ceqmuma 104
Jo ceamuua 256.

B GO-FORWARD npu nanuenture, JieKyBaH! cbC Simponi, € HOCTUTHATO KIMHUYIHO U
CTaTUCTUYECKH 3HAYMMO MOAOOPEHNE 110 OTHOILIEHHE Ha KaYeCTBOTO Ha KMUBOT, CBBP3aHO ChC
3JIpaBOCIIOBHOTO CHCTOSIHUE, OTIPENIEIICHO Bh3 OCHOBA Ha TIOKA3aTeNIUTE 3a TelIeCH! (PyHKIMU Ha
SF-36, B cpaBHEHUE C manMeHTHTe Ha maredo Ha cenmuna 24. Cpes manueHTHTe, OCTaHAIN Ha
JieyeHrne cbe Simponi, 3a KOETO ca OWIM PaHAOMH3HPAHH B HAYAJIOTO Ha MIPOYYBAHETO, IOAOOPEHUETO
B TenecHuTe GyHkuuu Ha SF-36 ce e 3anbppikaino no cenmuna 104. Cpen nmanyeHTuTe, KOUTo ca
NPOJIBIDKHIIN YYACTHETO CH B TIPOYYBAHETO U Ca JIEKYBaHU ChC Simponi, NOJOOPEHUETO B TEIECHUTE
(dhynaxun Ha SF-36 e 6mmo momxo6Ho ot cenmmunia 104 mo ceqmuna 256. B GO-FORWARD u
GO-AFTER e nocTuraaTo CTaTUCTUYECKH 3HAYMMO TIOJJOOpPEHKE TI0 OTHOIIIEHUE Ha yMOpaTa,
u3MepeHa upe3 PyHKIMOHAIIHA OIIEHKa 110 cKajiaTa 3a JieueHHe Ha XPOHUYHH 3a00JIsBaHHS - yMOpa
(FACIT-F).

Icopuamuuen apmpum npu 6v3pacmuu

BezonacnoctTa n eprkacHOCTTa Ha Simponi ca OLleHeH! B MHOTOLICHTPOBO, PaHIOMU3UPAHO,
wiane0o kouTponupano npoyusane (GO-REVEAL), Bkirousaio 405 Bp3pacTHH NAIMEHTH C aKTUBEH
PsA (= 3 otounu ctaBu 1 > 3 60J€3HEHH CTaBH) BBIIPEKH JICUEHUETO C HECTEPOUIHU
npotuBopb3nanuTensu meaukamenT (HCIIBC) nimn DMARD. Ilanmentute B ToBa H3MUTBAHE ca C
nuarHocTuuupad PsA nmone npenu 6 Mecena u ¢ moHe JieK ncopuasuc. BrimoueHn ca naueHTy ¢
BCUYKH IMOATUIIOBE IICOPUATHYEH apTPUT, BKIIOUUTEITHO MOJIHAPTUKYIAPEH apTpUT 6€3 peBMaTHUYHU
BB31H (43%), acumerpuueH nepudeper apTput (30%), apTpuT Ha AUCTATHUTE HHTEPQaTaHTeaTHH
ctasu (15%), cnonaunur ¢ nepudepen aptpurt (11%) u unBanunuzupam aptput (1%). He ce momycka
npeawmecTsaiio JedeHre ¢ TNF-anraronuct. Simponi iy mianebo ce npuiiarat moaKoXHO mpes 4
ceamuiy. [lanueHTUTe ca paHIOMU3MpPAHH Ja MMoJIydaBar mamedo, Simponi 50 mg win Simponi

100 mg. ITanmeHTUTE, KOUTO Ca MMOJIydaBajy Iamnedo, ca mpeMuHaIu Ha Simponi 50 mg cien
cenmuna 24. [lanueHTuTe ca BKIIOUYEHH B OTKPUTO JBITOCPOYHO MPOABIKCHUE HAa IPOYYBAHETO Ha
ceamutia 52. [pubmmzurenno 48% OT MAIMEHTUTE ca MPOIBIDKUIHN JICUCHUETO C TTOCTOSIHHU JI03U
MmetoTpekcar (< 25 mg/ceamnyno). CbBMECTHHUTE ITbPBUYHN KPaHHHU TOYKH Ca MPOIEHTHT MAIlUEHTH,
nmocturamy ACR 20 otroBop Ha ceqmutia 14 1 mpoMsiHa Ha U3XOAHUTE CTOMHOCTH Ha oOmIust PsA,
moguduuupan no vdH-S pesynrat, Ha ceamuna 24.

Karo ms1o He ca HaOmogaBaHy KIIMHUYHO 3HAYMMH Pa3sInuys B IOKa3aTEIUTE 32 €(UKACHOCT MEXKIY
cxemuTe Ha npwiarane Ha Simponi 50 mg u 100 mg Ha ceamuna 104. Cnopen nu3aiiHa Ha
NPOYYBAHETO MALUEHTUTE B JBJITOCPOYHOTO MPOIBIKCHUE Ha IIPOYYBAHETO MOKE JIa ca CMEHSUIN
nosute Simponi ot 50 mg Ha 100 mg 1 00paTHO 1Mo NMpeleHKa Ha JieKaps B TPOYYBAHETO.

Ilpusnayu u cumnmomu
OcHoBHHTE pe3ynTaTH 3a qo3ara oT 50 mg Ha cenmuny 14 u 24 ca npepcraBenu B Tabnuma 4 u
OTMCAaH! MO-I0Y.

Tabauna 4
OcHoBHHU pe3yJrartu 3a epukacHoctTa 0T GO-REVEAL
Simponi
[Tnane6o 50 mg*
n? 113 146
OTtroBopuwjn namnueHTu, %
ACR 20
Cenmuna 14 9% 51%
Cenmuna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmuna 24 4% 32%
ACR 70
Cenmuria 14 1% 12%
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Cenmuna 24 1% 19%

PASI® 75"

Cemmurna 14 3% 40%

Cenmurna 24 1% 56%

*  p<0,05 32 BcHYKH CpaBHCHUS;

N 0Tpa3siBa paHIOMHU3UPAHUTE NALUECHTH; JSUCTBUTEIHHUAT OpOM MAlMEeHTH, TOJXOISIIH 32 OL[CHKA 10 BCEKH
HPOCIIEsBaH apaMeThp, MOXKE Jia Bapupa B 3aBUCUMOCT OT IIEPHO/Ia Ha OLICHKA

ITnow na ncopuasuca u unoexc Ha mescecm

B®3 ocHOBa Ha moATpyaTa MAWEHTH ¢ U3XOIHO 3acsraHe Ha > 3% oT TenecHara o, 79 nanuentu (69,9%) B
rpynara Ha miame6o u 109 (74,3%) B rpymnara Ha jiedeHue cbe Simponi 50 mg.

OTroBopu ca Ha0JII0JaBaHH MPH IIbPBATa OlICHKA (ceaMulia 4) ciel IbpPBOHAYAIHOTO IPUIOKEHHE Ha
Simponi. Cxoaau ACR 20 oTroBopu Ha cenMunia 14 ca HaOJIOaBaHK MTPH MAIUSHTUTE C
NOJMAPTUKYJIAPEH apTPUT 0€3 PeBMATOUIHM Bb3JIM U IPU IIOATUIIOBETE aCUMETPUYEH nepudepeH
PsA. Bpost Ha nmanueHTHTe ¢ APYTH MOoATHIIOBE PSA € TBBbpAE MallbK, 3a Aa O3BOJIU aJIcKBaTHA
orieHka. HabnromaBanuTe OTrOBOpH B TPYIHUTE HA JICUEHUE ChC Simponi ca CXOJHH NPH TMAlUSHTUTE,
KOUTO ca npuemanu cenbTeTBamo MTX u Te3u, konto He ca mpueManu. Ot 146 nanueHTn
pannoMusupanu Ha Simponi 50 mg, 70 ca Gwin Bee omie Ha ToBa jiedeHue Ha ceamuua 104. Ot te3n
70 maruenty, 64, 46 u 31 nanuentu ca umanu cboTBeTHO ACR otrosop 20/50/70. Cpen nanuenTure,
KOHTO €a MPOJBIDKWIN YIaCTHETO CH B IPOYYBAHETO U ca JIEKYBaHU chC Simponi, ca HaOI0AaBaHU
nono6uu yectotu Ha ACR 20/50/70 otroBop ot cenmuua 104 no cenmuma 256.

CratucTryecky 3HauuMu otroBopu o DAS28 ca HabnronaBanu Ha ceamunu 14 u 24 (p < 0,05).

Ha cenmuna 24, mpu nanueHTuTe, IeKyBaHu ChC Simponi, € HabmrogaBaHo MOA00peHue B
MOKa3aTeNuTe 3a NepudepHa aKTHBHOCT Ha ICOPUATUIHUS apTpUT (Hamp. Opoit 0To4HU cTaBu, Opoit
00JIe3HEHH/IyBCTBUTEITHH CTaBH, TAKTUIIAT U eHTe3UT). JledeHneTo cbe Simponi € ToBeIo 10
3HaYUMO MoTI0OpeHne Ha TeJecHuTe (PYHKIINH, OlleHeHa Bb3 ocHoBa Ha HAQ DI, kakTo u 10 3HAYUMO
NoJJOOpeHHe B KAUECTBOTO Ha )KUBOT, CBHP3aHO ChC 3/IPABOCIOBHOTO CHCTOSIHHE, OIICHEHO B3 OCHOBA
Ha MOKa3aTeINTe 3a TCIICCHU (PYHKIIUU U MICUXUUYCSCKO cheTosiHue Ha SF-36. [Ipu manuenTure,
OCTaHAJIH Ha JISYCHHE ChC Simponi, 3a KOETO ca OMIIM paHAOMU3UPAHH B HAYAJIOTO HA IPOYYBAHETO,
DAS28 u HAQ DI otroBopurte ce 3ama3Bar npe3 ceamuia 104. Cpea manueHTuTe, KOUTO ca
MPOAB/DKUAIN YYaCTUETO CH B IPOYUYBAHETO U ca JeKyBaHu ¢bc Simponi, DAS28 u HAQ DI
OTroBopHTE ca ouin nogooHu ot ceamuna 104 no cenmuna 256.

Penmeenozpagpcku omeosop

CTpYKTYpPHOTO YBpEXJIaHe Ha PBIIETE U XOIUIIaTa € OI[EHEHO PeHTreHorpad)cKu Ype3 MpoMsiHa Ha
u3xoxHute croitHoctr Ha vdH-S pesynrara, Mmoandunupan 3a PsA, upe3 npubaBsiHe Ha TUCTATHUTE
uHTepdaTaHreaTHu CTaBU Ha phKaTa.

JleuenneTo cbe Simponi 50 mg HaMansgBa CKOPOCTTa Ha Mporpecus Ha mepudepHo yBpexaaHe Ha
CTaBUTE, B CPAaBHEHHUE C JICUCHUETO ¢ Tuiane0o Ha ceaMuna 24, n3MepeHa uype3 NpOMsIHA B U3XOJHUTE
croitHocTH B 00mwst Momudunupan vdH-S pesynrar (cpeano + SD pesynrara e 0,27 + 1,3 B rutane6o
rpymnara, B cpaBHeHue ¢ - 0,16 £+ 1,3 B Simponi rpynara p = 0,011). OcBen te3u 146 naunueHTu, KOUTO
ca OMJIM paHIOMHU3UpPaHU Ha Simponi 50 mg, ca HATMYHU PEeHTIeHOrpa)CKU JaHHU Ha ceaMuna 52 3a
126 manmerTH, OT KOUTO 77% HE ca OKa3aju MPOTPeCcus B CpaBHEHUE C U3XOTHUTE CTOMHOCTH.
Hannunu ca pentreHorpadcku qannu Ha ceqmuna 104 3a 114 nanuenTn, ot kouto 77% He ca
MIOKAa3aJIi MIPOTPECHUs OT U3XOJHHUTE cTOHHOCTH. Cpell MalMeHTUTe, KOUTO ca MPOABIKIIN YIaCTHETO
CH B IPOYYBAHETO U ca JIEKYBaHU ChC Simponi, Mojo0eH Opoli MAlMEHTH HE ca MOKAa3alH MPOTrpecus
OT U3XOJHUTE CTOWHOCTH OT ceamuna 104 no cenmuna 256.

Axcuanen cnonounoapmpum npu 6b3pacmuu

Anxunozupauy cnoHOUIUM NPU 6b3PACHHU

Eduxacnocrra 1 6e3omacHocTTa Ha Simponi ca OLEHEHN B MHOTOLEHTPOBO, PAHAOMHU3HPAHO,
JIBOHHO-CIIANO, M1ane6o koHTpoiupano npoyusade (GO-RAISE), Bkirousaiio 356 Bp3pacTHH
MaIueHTy ¢ akThuBeH AS (¢ MHIeKC Ha aKTUBHOCT Ha 3a00JIIBAHETO aHKUJIO3UPAIIl CIIOHIWINT 1o bar
[BASDAI] > 4 u pe3ynrar no Bu3yaina anajgorona ckaia (VAS) > 4 3a o6ma 6onka B repoa ot 0 10
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10 cm). B npoyuBaHeTo ca BKIIOYEHU MALMEHTH C aKTUBHO 3a00JIsIBaHE HE3aBHCUMO OT HACTOSIIO
win npeauiHo jedenne ¢ NSAID unmn DMARD, Ho nenekyBanu ¢ TNF-antaronuctu. Simponi nnn
iane0o ca MpuijiaraHy MOJIKOKHO Ha BCekH 4 ceamuiy. [laneHTruTe ca paHIOMU3UPaHH J1a
nojiydaBaT miare6o, Simponi 50 mg mwim Simponi 100 mg, kaTo ce IoMmycKa IpoabDKaBaHEe Ha
neuernero ¢ DMARD (MTX, SSZ n/unu HCQ). IIspBuynata KpaiiHa TOUKa € MIPOLEHTHT MALlUEeHTH,
nocturaimy ASAS 20 otroBop Ha cenmuna 14 (I'pyna 3a oueHKa Ha aHKUIIO3UPALIHUSA CIIOHAUINAT
[ASAS]). Jannaure 3a mianed0 KOHTpoMpaHaTa e()UKaCHOCT ca ChOMPaHU M aHAIU3UPAHH 10
ceqmuIia 24.

OCHOBHHTE pe3yiITaTy 3a go3ata oT 50 mg ca npeacrasenu B Tabnuiia 5 u onucanu mo-n1oiy. Karto
ISUT0 HE ca HaOJII0JaBaH! KIMHUYHO 3HAYMMHU Pa3lIndus B MOKA3aTEINTE 38 €QUKACHOCT MEKITY
Simponi 50 mg u 100 mg Ha cenmuna 24. Criopen Au3aiiHa Ha IPOYYBAHETO MALIUEHTUTE B
JBIITOCPOYHOTO MPOIBIKEHHE Ha IPOYYBAHETO MOXKE JIa ca CMEHSIIH Jo3uTe Simponi oT 50 mg Ha
100 mg u 0OpaTHO 1O MPELeHKa Ha JIeKaps B MPOYYBAHETO.

Taoauna 5
OcHoBHHU pe3yJTaTu 3a epurkacuoctra oT GO-RAISE
Simponi
[Tnaue6o 50 mg*
n* 78 138
OTroBopuwju nanueHTu, %
ASAS 20
Cenmuna 14 22% 59%
Cenmurna 24 23% 56%
ASAS 40
Cenmuna 14 15% 45%
Cenmurna 24 15% 44%,
ASAS 5/6
Cenmuna 14 8% 50%
Cenmuna 24 13% 49%

*  p<0,001 3a BcHYKH CpaBHEHUS

2 p OTpassiBa paHJOMHU3UPAHUTE MALMECHTH; ACHCTBUTESIHHUAT OpOil MallMeHTH, OAXOASLIH 32 OILICHKA 10 BCEKH

MpocCiaeasiBaH NapaMeTbp, MOKE J1a Bapupa B 3aBUCUMOCT OT II€PHUOJa Ha OLICHKa

Cpen manueHTuTe, KOUTO Ca IMPOIBIDKIINA YIYACTHETO CH B IPOYUYBAHETO U Ca JIEKYBaHU ChC Simponi,
oposTt maruenTn ¢ ASAS 20 u ASAS 40 otroBop e nogo0eH oT ceamuia 24 1o ceamuiia 256.

Ha cenmuna 14 u 24 ca HaOmoJaBaHU U CITyYad HA CTATUCTHYECKU 3HAYMMHU OTTOBOPH TIO

BASDAI 50, 70 1 90 (p < 0,017). [TomoOpeHne Ha OCHOBHHUTE MOKAa3aTeNN 32 aKTUBHOCT Ha
3a00JIsIBAHETO € HAOJI0IaBaHO TPH IThPBAaTa OICHKa (ceaMuIia 4) ciie/ MbpPBOHAYATHOTO MPHIIOKEHNE
Ha Simponi, KOETO € MPOIBIIKHIO 0 ceamuiia 24. Cpe nanueHTHTe, KOUTO ¢a TPOBIDKUIN
YYacTHETO CH B IPOYYBAHETO U ca JeKyBaHH CbhCc Simponi, ca HabI0AaBaH! MTOJOOHH CTETIEHH Ha
mpoMsiHa OT u3xoaHuTe cToHocTu o BASDAI ot ceamuna 24 no ceamuria 256. Tpaiiau pe3ynratu
ca HabmoaBanu mpu nanueHT ¢ ASAS 20 otroBop Ha cenmuia 14 He3aBUCHMO OT ynoTpebaTa Ha
DMARD (MTZX, cyndacana3un u/uiam XuIpOKCUXJIOPOKBHH), pe3ynraTta 3a HLA-B27 anturena unu
n3xoquute croiiHocty Ha CRP.

JledenueTo cbec Simponi BOAM J0 3HAYUTETHO TOJOOPEHUE B TeIECHUTE (DYHKITUH, OIICHEHH 110
npomenute B BASFI Ha cenmuna 14 u 24, B cpaBHeHuUE ¢ u3xogHuTe croiHocTd. KauectBoTo Ha
JKUBOT, CBBP3aHO ChC 37PaBOCIOBHOTO ChCTOSHUE, OIICHEHO Bb3 OCHOBA Ha IMOKA3aTEIIMTE 32
tenecHute QyHkyn Ha SF-36, chio moka3sa 3HauMMo mogodpenue Ha ceaqmuna 14 u 24. Cpen
MAIMEHTUTE, KOUTO Ca MPOIBDKIIINA YIYACTHETO CH B IPOYUYBAHETO U Ca JIKYBaHU ChC Simponi,
oI0OPEHUETO B TEINECHUTE (PYHKIIMU M Ka4E€CTBOTO Ha )KUBOT, CBHP3aHO ChC 3/IPABOCIOBHOTO
CBhCTOSIHHE, ca OMIIM TOAO0OHH OT ceAMuIa 24 1o ceamuia 256.
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Hepernmeenozpaghcku axcuanen cnoHOULoapmpum npu 8b3pacmhu
GO-AHEAD

BezonacnoctTa n eprkacHOCTTa Ha Simponi ca OLleHeHH B MHOTOLICHTPOBO, PaHIOMU3UPAHO,
JIBOHHOCIATO, Tu1ane0o-kouTposnupano npoyusane (GO-AHEAD) npu 197 Bb3pacTHU MaLMEHTH C
TeXBK akTHBeH nrAxial SpA (ompeneneHn KaTo MalueHTH, KOUTO OTTOBAPSIT Ha KPUTEPHUTE 32
KIIacu(UIMpaHe Ha aKCHalleH CIoHAnI0apTpuT Ha ASAS, HO He oTroBapsAT Ha Moauduupanute New
York xpurepun 3a AS). [lanmenTrTe, BKIIOYEHN B TOBA IPOYYBaHE, Ca UMAIIM aKTUBHO 3a00JIsIBaHE
(ompeneneno kato BASDAI > 4 u o Bu3yanHa aHayiorosa ckaia (VAS) 3a o01ia 6oj1ka B rppba > 4,
Bceku 1o ckana 0-10 cm), Benpexu HacTosmo win npenumHo jJedenue ¢ HCIIBC u He ca nexyBaHH ¢
OuooruyHu MpoyKTH, BKitouuTenHo ¢ TNF-antaronucru. [lanmenTute ca paHIOMU3UpPaHU 12
nmoJiydaBaT miare0o uwiu Simponi 50 mg, IpUII0KEH MOIKOXHO, Ha Beeku 4 ceamuni. Ha ceamuiia 16
MAI[UCHTUTE BJIM3aT B OTBOPEHA (ha3a, B KOSITO BCHUKHU ca MONy4Iriid Simponi 50 mg, npuioxeH
MOJIKOKHO, Ha BCEKH 4 CEAMMIIU 0 cenMuIia 48, KaTo e HamlpaBeHa OlleHKa Ha e(PUKacHOCTTA JI0
ceamuiia 52 u pociensBane Ha Oe3omacHoctTa 10 ceamuiia 60. [pubmmsurenno 93% ot
MAIMCHTUTE, KOUTO MOJydaBaT Simponi B HAYaJIOTO Ha OTBOPEHOTO MPOAb/DKeHUE (ceamuiia 16)
OCTaBar Ha JIeYeHUE JI0 Kpas Ha MpoydBaHeTo (cenMuIia 52). AHaIM3UTE ca U3BBPIIEHU KaKTO 32
Bcnuky JekyBauu (All Treated, AT, N = 197), Taka 1 3a OOEKTUBHH NMPU3HAIM HA Bh3MAICHUE
(Objective Signs of Inflammation, OSI, N = 158, onpenenenu ot nosuiiied CRP u/unu Hacrosimu
JoKa3aTelsicTBa 3a cakpoyuT oT SIMP) nonysanuu. JlanauTe 32 €h)UKaCHOCT OT ILIane0o-
KOHTPOIIMPAHO MPOYYBaHE ca ChOpaHW M aHANH3UpaHu 10 ceamuia 16. [IepBudHaTa kpaiiHa TOUKa €
nensT mauneHTH nocturHaiu ASAS 20 otroBop Ha ceamuna 16. OcHOBHHUTE pe3yTaTy ca
npeacTaBeHy B Tabmuia 6 1 ca OMUCaHH MO-A0Ty.

Tabanna 6
OcHoBHu pe3yiaTatu 3a epukacHocT oT GO-AHEAD na ceqmuua 16

IMomoGpeHusi HA MPU3HAIU U CUMITOMHM
Benuku ekyBaHu NOITyIalun [omynanus ¢ 06eKTUBHH
(AT) npusHaiy Ha Bp3nanenue (OSI)
iane6o Simponi 50 mg iane6o Simponi 50 mg
n* 100 97 80 78
OTtroBopwin, % nauMeHTn
ASAS 20 40% T1%** 38% T7%**
ASAS 40 23% 57%** 23% 60%**
ASAS 5/6 23% 54%** 23% 63%**
ASAS Yactuuna
peMHCHS 18% 33%* 19% 35%*
ASDAS-C®< 1,3 13% 33%* 16% 35%*
BASDAI 50 30% 58%** 29% 59%**
HNuxu6upane Ha Bb3NaJleHUETO B cakpounayHute crasu (SI), usmepeno upe3 AMP
[Tnane6o Simponi 50 mg [Inane6o Simponi 50 mg
n® 87 74 69 61
CpenHa npomsiHa Ha
SPARCC" IMP
CKOp Ha CaKpOMJIMaYHATa
cTaBa -0,9 -5,3%* -1,2 -6,4%*

a

6

N OTpa3siBa paHJOMHU3UPAHU U JICKYBaHH MAUCHTH
Ckop Ha C-peakTHBHUS MPOTECHH, OIICHIBAI] aKTUBHOCTTA Ha 3a00JsBaHeTO aHkuao3upail cnoHamwiuT (AT-TTnanebo,
N =90; AT-Simponi 50 mg, N = 88; OSI-Ilnane6o, N = 71; OSI-Simponi 50 mg, N = 71)

n oTpassBa Opos MALMEHTH ¢ U3X0IHO HUBO U SIMP nanHu Ha ceamuia 16

SPARCC (Koncopruym Ha Kanana 3a n3cieqBane Ha CIIOHIMIIOAPTPUTA)
** p<0,0001 cpapHeHne Ha Simponi crpsaMo mianedo
*  p<0,05 cpaBHeHue Ha Simponi crpsMo TIanesco

CTaTHCTHYECKH 3HAYNMHU HOZ[O6peHI/I$I Ha IpU3Hal U CUMIITOMH Ca ACMOHCTPUPAHU IIPU MMallUCHTH C
TeXBK aKkTHBEH nr-Axial SpA, nexyBanu csc Simponi 50 mg B cpaBHEHHE C I1anedo mnpe3
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ceamuna 16 (Tabmuna 6). [Ipu mbpBarta oneHka (ceaqmuiia 4), cie/] MbPBOHAYATHOTO MPHIIOKEHNE Ha
Simponi, ca HaOmronaBanu nogodpenns. SPARCC pesyntarst, nu3meper upe3 SIMP, nokassa
CTaTHCTUYECKH 3HAYUMO HamallsiBaHe Ha SI CTaBHOTO Bh3MajeHue Ha ceaMuIia 16 mpu narueHTH,
neKyBaHH cbc Simponi 50 mg, B cpaBHenue ¢ manebo (Tabmuna 6). bonkara, onenena ot O0ra
Oonka B rpp0Oa u HomHA 0oJKa B I'bpOa VAS, M akTHBHOCTTA Ha 3a00JIsIBAaHETO, U3MEPEHA Upe3
ASDAS C, cbIIo mokasBar CTaTUCTUYECKHA 3HAYNMO TIOJ00pEHHE OT U3XOAHOTO HUBO 10 cenMuIia 16
IIPH MAIMEHTH, JIEKYBaHU ¢b¢ Simponi 50 mg B cpaBHeHue ¢ miaredo (p < 0,0001).

CraTucTHYECKH 3HAYMMU TOA00peHus B rpbOHauHaTa MOOMITHOCT, oLeHeHH upe3 BASMI
(MeTposIoruUeH UHACKC 3a aHKuIo3upail cnouauuT mo bat (Bath Ankylosing Spondylitis Metrology
Index)) u Ha puzuueckara GpyHkius, oneHeHa upe3 BASFI, ca HaOirogaBany Npy NAIlMEHTH JICKYBaHU
cbe Simponi 50 mg, B cpaBHEHHE ¢ TALMEHTUTE, JIEKyBaHu ¢ mianedo (p < 0,0001). [ManuenTure,
JICKYBaHH ChC SImponi, UMaT 3HAYUTEIIHO MO-TOJIIMO MOI00PEHHIE Ha KaYeCTBOTO Ha JKUBOT,
CBBP3aHO ChC 37paBeTo, olicHeHO upe3 ASQoL, EQ-5D, u SF-36 ¢husnyecku u NCUXUYSCKU
KOMITOHEHTH, U IMaT 3HAYUTEIIHO MO-TOJISIMO TOA0OpeHre Ha pabOTOCIIOCOOHOCTTA, OLIEHEHO KaTo
MO-TOJISIMO HaMaJeHHe Ha o01ara paboTOCIIOCOOHOCT U MOHMKABaHE Ha aKTUBHOCTTA, OLICHEHO Ype3
BeIpocHUKa WPAI, cripsiMo malMeHTUTe, IpreMalliy miameoo.

CTaTUCTHYECKM 3HAYMMU PE3yNITaTH ChIIO ca JIEMOHCTpHpaHHt B nomynanusata OS] mpe3 ceqmuna 16
3a BCUYKHU KpaiHU TOYKH, OMTUCAHU MO-TOPE.

[Ipu asere AT u OSI nomynanuu, mogoOpeHUsITa IO OTHOIIEHHE HA IPU3HALUTE U CHMITOMHUTE,
rprOHAYHATA IOJBIKHOCT, (PU3NUECKUTE (YHKIIMU, KAYECTBOTO HA KUBOT M MPOU3BOAUTEIHOCTTA
HaOIroIaBaHM Npe3 ceaMuna 16 mpu nanueHTy, JeKyBaHu cbe Simponi 50 mg npoabnKasa MpH TE3H,
OCTaHaJM B MPOYYBAaHETO Mpe3 ceamuua 52.

GO-BACK

EduxacHocrra 1 6€30macHOCTTa Ha MPOABIDKUTEIHO JCUSHHE C TONMMYMal (IIbJIHA cXeMa Ha JeUeHHe
WM C HaMaJIeHa YecTOoTa Ha IpujlaraHe) B CpaBHEHUE C OTTETJIHE OT JICUEHHETO € OIIeHEHa IPU
BB3pPACTHU NAIMEeHTH (Ha Bb3pacT 18-45 roguHm) ¢ akTHUBEH nr-axSpA, KOUTO MOKa3Bat
NPOIBJDKUTENHA pEMHCHUS B paMKHTe Ha 10 Mecena OTKpHUTO JIeUeHHe ChC Simponi NpH MpujlaraHe
BeaHBK MeceuHo (GO-BACK). [TomxoasmuTe manueHTH (KOUTO MOCTUTaT KIIMHUYEH OTTOBOP 10
Mecel 4 u ctaTyc HeakTHUBHO 3a0omsBane (ASDAS < 1,3) na mecert 7 1 Ha mecer] 10), kouto ce
BKJIIOUBAT B JBOWHOCIANATA (pa3a Ha OTTETIIAHE OT JICUCHUETO, ca PAaHJAOMHU3HPaHU Ha
IPOIBIDKUTEIHO €KEMECEYHO JIeueHHe ¢be Simponi (ITbjHa cxema Ha JeueHue, N = 63), neueHue Ha
BCEKH 2 Mecella ¢be Simponi (¢ HamalieHa 4ecToTa Ha npuiarane, N = 63) Win e:xeMeceqHO JeUeHNe
¢ rwianebo (oOTTerIsIHe OT jieueHueTo, N = 62) npuoausuTenHo 10 12 mecena.

[IppBUYHATA KpaifHa TOYKa 32 €PUKACHOCT € TIPOLIEHTHT Ha MAlMeHTUTE 0e3 000CTpsiHE Ha
3abomsBaneTo. [Ipy marpeHTrTe, KOUTO MoJTydaBat o0ocTpsiHe, T.e. uMaT ASDAS, cr0pan npu

2 mocienoBaTeTHU OLIEHKH, KaTO U JIBETE MOKa3BaT MM a0COMIOTEH pe3yiTaT > 2,1, win noBUILIaBaHe
cien orrerysine > 1,1 cnpsimo mecert 10 (kpasiT Ha OTBOpEHHsI IEPUO] HA JIEYEHUETO), € Bb30OHOBEHA
ekeMeceyHaTa Tepanus cbc Simponi B 0TBOpeHa (ha3za Ha MOBTOPHO JICYEHHE, 3a 1a CE XapaKTepu3nupa
KIIMHUYHUAT OTTOBOP.

Knunuuen omeogop cneo 080UHOCIANO CRUPAHe HA leYeHUemo

Cpen 188 manneHTH ¢ HEaKTUBHO 3a00JIsIBaHE, KOUTO MOJy4yaBaT MOHE eHa 1032 OT JBOMHOCISAIOTO
neuyenue, 3Ha4uTenHO (p < 0,001) mo-roysiM NpOLEHT NalMEHTH HE OIy4aBaT 000CTpsIHE Ha
3a00JISIBAHETO, KOTaTo MPOABIDKABAT Simponi WK ¢ IIblTHAaTa cxema Ha jeuenue (84,1%), nm ¢
HaMmaJIeHa YyecToTa Ha mpuiarane (68,3%), B cpaBHEHHUE ¢ OTTEIIIAHE OT JieueHueTo (33,9%)
(Tabnwuma 7).
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Tadauua 7
AHaJIN3 HA TPOLIEHTA yYacTHUIM Oe3 o0ocTpsiHe?
Hsaata ananusupana rpyna (Ilepuon 2 — nBoiiHOCIsI)

Pa3znuka B % cnpsamo nianedo
Jleuenue n/N % Ouenka (95% CI)° p-croiinoct®
GLM SC QMT 53/63 84,1 50,2 (34,1; 63,6) < 0,001
GLM SC Q2MT 43/63 68,3 34,4 (17,0, 49,7) < 0,001
ITnare60 21/62 33,9

[snara aHanM3upaHa rpyma BKII0YBa BCHYKU PaHAOMHU3UPAaHH yYaCTHHUIIM, KOUTO MMOCTUIAT HEAKTHUBHO 3a00JI1BaHe 1pe3
nepros 1 1 mosy4aBar IoHE €Ha J103a OT 3aC/IENEeHOTO JeYeHHE B IPOYYBAHETO.

a Onpenenen kato ASDAS nipu 2 mociie1oBaTeIHN BU3UTH, KaTO U JABETE MOKA3BAT MK a0COIIOTHA CTOWHOCT > 2,1 min
yBEJIMYESHHE CJIE]] IPEKbCBaHE Ha JieueHueTo > 1,1 crpsimo mecen 10 (Busura 23).

[IpoueHThT Ha Tpenika THIl | mpu MHOTOKpaTHOTO cpaBHsBaHe Ha iedeHnero (GLM SC QMT copsmo muiane6o u
GLM SC Q2MT cmpsimo miarie60) e KOHTpoJIupaH 4upe3 nmociensaino (step-down) tecrane. [TonydeHo Bb3 OCHOBA Ha
cTpatuduimpanus merox Ha Miettinen u Nurminen ¢ HuBo Ha CRP (> 6 mg/L unu < 6 mg/L) xaro crpatuduumpar
daxTop.

VYuacTHHIHMTE, KOUTO NPEKBCBAT JICYCHHETO Npe3 IMepUoA 2 MPexICBPEMEHHO U IIPeaH ,,000CTpsiHE ce CUuTAaT 3a

MOy YHJIH ,,000CTpsIHE .

N = mbieH Opoii yuactHHIM; n = Opoii yuactHHIHU 0e3 oboctpsre; GLM = romumyma6; SC = HOAKOXKHO,

QMT = npunarane BenHbxk Meceuyno; Q2MT = npuiarase mpe3 Mecerl.

Pasnuikara BEB BpeMETO JIO ITBPBOTO OOOCTPSIHE MEXKIY IpyIara ¢ OTTETISIHE OT JICUSHHETO U BCSKA OT
rpynuTe Ha JieueHHe cbe Simponi e nmokazana Ha Purypa 1 (;mor-pask p < 0,0001 3a Besiko
cpaBHeHHe). B rpynara Ha mnane6o o00cTpsHETO 3a104Ba NPUOIU3UTEIHO 2 Mecela Clie/ KaTo
JICYSHUETO ChC Simponi € CIPSIHO, KaTO MO-TOJISIMATa YacT OT OOOCTPSHUATA BH3HUKBAT B PAMKHTE Ha
4 mecerna ciieq; cnupane Ha jgedenuero (Purypa 1).

®@urypa 1: Ananus no Kaplan-Meier Ha BpemeTo 10 TbPBOTO 060CTpsiHE
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— - — [nayebo *nor-paHk p<0.0001
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CvbuTne nnu LeHsypupaHo
YyacTHULM B pUCK Bpeme (MeceLy)
GLM QMT 63 59 55 55 54 54 54 54 54 54 54 53 24
GLM Q2MT 63 61 58 56 53 52 50 49 48 48 46 45 19
PBO 62 57 48 38 31 27 24 24 23 22 2 22 10

*KpaiiHaTa TouKa He & KOpHUIHpaHa 3a MHOXecTBeHocT. CTpaTuduuupan no HUEo Ha CRP (> 6 mg/l unn = 8 mg/).
ObocTpaHeTo e onpeaeneHo kato ASDAS npu 2 nocnegoBarenHn BU3UTY, karo 1 ABeTe nokassat unu abconoteH
pesynTat = 2,1, nnn noBULEHNE cNea, oTTernsaHe oT nedeHneto = 1,1 cnpamo meceyy 10 (Busnta 23). YuyacTHULMTE,
KOWTO HAMAT 060oCTPAHE, CA LUEH3YPUPAHK N0 BPEME Ha OTTErNAHE OT NeYeHUeTo UNK Ha mecey 13 oT nepuog, 2 Ha
ABOWHOCnANOTo nevyeHwe. Havyanoto Ha nepurog 2 npeacrasnasa flex 1 ot anannsa no Kaplan-Meier 3a yanara
aHanusMpaHa rpyna.
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Knunuuen omzo6op xvm nogmopHo neuenue npu obocmpsne Ha 3a00316aHemo

KnuHuIHHAT OTrOBOP € onpejieseH kaTto mogodpenne Ha BASDAI > 2 wnn > 50% crnpsiMo cpeinaTa
CTOMHOCT Ha 2 mocienoBaTeHu oreHku 1o BASDAI cBbp3anu ¢ obocTpsiHe Ha 3a0omsaBaneTo. OT
53 ydacTHUIM IO CXeMaTa C HaMaJieHa YeCTOTa Ha MpHUJIaraHe Win OTTErJITHE OT JICYEHHUETO, KOUTO
uMaT MOTBBPACHO 000CTpsIHE Ha 3abonsaBaneTo, 51 (96,2%) mocTurat KIMHUYEH OTTOBOP KbM
Simponi B paMKuTe Ha MbPBUTE 3 Mecela OT Bb30OHOBSIBaHE Ha JICUYCHUETO, BHIIPEKHU Y€ IMTO-MAJIKO
nauueHT (71,7%) ycnsBar aa ro moaabpsKaT mpe3 BCHUKUTE 3 Mecela.

Yayeposen konum npu ev3pacmmuu
EdukacHocTTa Ha Simponi € olieHeHa B IBe paHJIOMHU3HPAHH, IBOHHOCIICIIH, IU1alle00-KOHTPOIHPaHU
KJIMHAYHU IPOYYBAHUS IPY BB3PACTHU MALUCHTH.

IIpoyuBanero 3a uaayknuonHo sedenue (PURSUIT-Uuaykius) orieHsBa MallueHTUTE ¢ YMEPEH 10
TEXBK aKTHBEH yiuepo3eH konuT (Mayo ckop 6 1o 12; eHJOCKOIICKH CKOp > 2), KOUTO UMaT
HE3a/I0BOJIUTENICH OTTOBOP MJIM MMAT HEMOHOCUMOCT KbM KOHBEHIIMOHAIHUTE TEPAINH, HITH Ca
3aBUCHMHU OT KOPTUKOCTepoHIu. B erama Ha mpoydyBaHeTO 3a yCTaHOBsIBaHE Ha J03aTa, 761 manueHTH
ca Omnu pangoMusupanu ga nonydar 400 mg Simponi s.c. Ha cenmuna 0 1 200 mg Ha cenmuna 2,
200 mg Simponi s.c. Ha cenmuna 0 u 100 mg Ha cenmuna 2 i mianedo s.c. Ha cenmuna 0 u 2.
Paspermieno e chIbTCTBAIIO JIEYCHHUE C YCTAHOBEHH 103U IIEPOPATHA aMHHOCAIUITUIATH,
KOPTHUKOCTEPOUIH W/MITM IMYHOMO/IYJIAaTOpU. B ToBa mpoy4BaHe € olieHeHa eprKacHOCTTa Ha
Simponi g0 cenmura 6.

Pesynratute ot mpoyuBane 3a moaabprkaiio geaenne (PURSUIT-Ilogaspikane) ce ocHOBaBaT Ha
oIleHKaTa Ha 456 MalMeHTH, KOUTO ca MOCTUTHAIN KJIMHUYEH OTTOBOP OT MPEAX0IHO HHAYKIIMOHHO
neyeHne cbe Simponi. [Tanmentute ca pangoMu3upanu Aa noiayvar Simponi 50 mg, Simponi 100 mg
WK 1ane6o, NPUIIOKEHU MTOAKOKHO Ha BCEKH 4 ceMUIIM. Pa3pelieHo e ChIbTCTBAIIO NPHIIOKEHNE
Ha YCTaHOBEHH JIO3M TIEPOPAITHA aMHUHOCATHIIMIIATH W/UIIK KIMyHOMOAyIaTopu. Jlo3ure Ha
KOPTHKOCTEPOUINTE € TPSOBAJIO J1a CE HAMAJIAT MOCTEIIEHHO TIPH 3arioYBaHe Ha MPOYYBaHETO 32
NOJABPKAIO JIedeHue. B ToBa mpoyuBaHe € olieHeHa ehukacHOCTTa Ha Simponi 1o ceamuna 54.
[TanmenTHTE, KOUTO 3aBBPIIBAT IPOYYBAHETO 32 OJABPIKAIIO JIEYSHHE 0 ceAMHUIIa 54, mpoabKaBat
JICUCHUETO B IPOJABDKEHUETO Ha MMPOYUYBAHETO, KaTo e(h)UKACHOCTTA CE OIICHsBA J0 ceamuna 216.
Onenkara Ha €UKaCHOCTTA B IPOJBIDKEHUETO Ha MPOYYBAHETO € HAIpaBeHa Bb3 OCHOBA HA
NPOMEHHUTE B IPUIIOKEHUETO Ha KOpTUKOcTepouay, I mobannata onenka Ha iekaps (Physician’s
Global Assessment, PGA) 3a akTHBHOCTTa Ha 3a00JIIBaHETO U TIOJAOOPEHUETO HA KAYeCTBOTO Ha
KHUBOT, U3MepeHo upe3 BrrpocHuka 3a Bp3nanutenna 6ojiect Ha uepsara (Inflammatory Bowel
Disease Questionnaire, IBDQ).

Tabauna 8
OcHoBHu pe3yJratu 3a epukacHoct oT PURSUIT - Unaykuus u PURSUIT - logabp:xkane
PURSUIT-Unaykuus

Simponi
Inauedo 200/100 mg
N=251 N =253
IIpoueHT NauueHTH
TMarMeHTH ¢ KIMHHYEH OTTOBOP Ha CeaIMHUIa 6° 30% 51%**
ITauMeHTH B KIMHMYHA PEMHCHS Ha ceaMuna 6° 6% 18%**
[TanmenTH cbe 3a3apaBsABaHE HA IUTaBULATa HA 29% 42%*
ceaMuna 6°
PURSUIT-Hoaabp:xane
Simponi Simponi
Inanedo” 50 mg 100 mg
N=154 N=151 N=151
IIponeHT NauMeHTH
INopnwpxane Ha kMMHUYHUA oTroBop (Ilanuentu 319% 479% 500,%*
B KJIMHUYEH OTTOBOP Ha ceamuua 54)"
Tpaitna pemucus (Ilanuenty B KTMHUYHA 16% 2304 2804
pemucus Ha ceamuria 30 u cenmuria 54)°
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N = Opoii nanueHTH

** p<0,001

* p<0,01

OmnpezeneH KaTo MOHKEHHE OT U3XO0HaTa CTOMHOCT B Mayo ckop ¢ > 30% u > 3 Touky, NpUAPYKEHO C HaMaJeHUue
Ha CKOpa 3a PEKTaJHU KPHBOU3IUBY € > | WIIH CKOP 32 PEKTAIHK KPBBOM3IMBH OT O min 1.

a

Onpenenen kato Mayo ckop < 2 TOYKH, 0€3 HHIMBHIyaJICH CKOp > 1
Omnpenenen kato 0 win 1 3a eHIOCKONCKH CKOp 0T Mayo cKop.
CaMo 32 HHIYKIMOHHO JICYCHHE ChC Simponi.

[TanmenTuTe ca orieHeH! 3a aKTUBHOCT Ha 3a0oisiBaHeTo UC ype3 uactuueH Mayo ckop Ha BCekd 4 ceIMHULIU
(3ary6aTa Ha OTTOBOD € MOTBBPACHA CHIOCKOIICKU). ETO 3aI110 MalMeHT, KOWTO € HOIbpiKall OTTOBOP, € B ChbCTOSHUE
Ha TPacH KJIMHUYCH OTTOBOP IPH BCAKO OLICHSABAHE HA ceaMuLa 54.

[MammenT, KolTO ¢ TpssOBaso aa Obae B pemucus Ha cenmuin 30 u 54 (6e3 na mokasea 3ary0a Ha OTTOBOP B HSKAKbB
MOMEHT Ha cenmuna 54), 3a a IOCTHTHE TpaifHA PEMHUCHSL.

IMpu naumenTute ¢ terno nox 80 kg, mo-rossma yact oT nauueHTuTe, npuemany S0 mg noyubpikaiia Tepamnus, ca
NOKa3aJIy TpaiHa KIMHUYHA PEMHCHUS, B CPABHCHHUE C TE3U, MPUEMAITH I1ale0o.

IToBeue nexyBaHu chc Simponi MAIUSHTH NTOKA3BaT TPAHO 3a3paBsiBaHe HA JIMTABUIIATA (TTAllUEHTH
ChC 3a3/IpaBsBaHe HA TUTaBUIaTa Ha ceaqmuiia 30 u cenmuia 54) B rpynata ¢ m1o3a 50 mg (42%,
HomuHaHA p < 0,05) 1 rpynarta ¢ go3a 100 mg (42%, p < 0,005), B cpaBHEHHE ¢ MMAIUEHTUTE B
rpynara Ha miane6o (27%).

Cpen 54% ot nauuenture (247/456), KOUTO MOJTyYaBaT ChI'BTCTBAINO KOPTHKOCTEPOUIH MTPU
3anouBane Ha PURSUIT-Ilonnbpxane, NpolieHTHT HAa NALMEHTUTE, MOANbPKAIN KIMHUYEH OTTOBOP
J0 cenMuna 54 v He ca Mojy4yaBajiy ChIIbTCTBAIIO KOPTUKOCTEPOUIHN HA ceAMHULA 54, € O-TOJIsIM B
rpynara ¢ 50 mg (38%, 30/78), u B rpynata ¢bc 100 mg (30%, 25/82), B cpaBHEeHHUE ¢ rpynara Ha
mtane6o (21%, 18/87). IIpoeHThT Ha MAIIMEHTUTE, KOUTO Ca MPEYCTAaHOBUIM KOPTUKOCTEPOUINUTE JI0
cenmuia 54, e mo-rojsiM B rpynata ¢ 50 mg (41%, 32/78) u rpynara csc 100 mg (33%, 27/82), B
CpaBHEHHE ¢ rpynara Ha maneoo (22%, 19/87). Cpen nanueHTUTe, KOUTO Ca BKIFOYCHHU B
POIBIKCHUETO HA TIPOYYBAHETO, MPOIIEHTHT HAa YYACTHHUIIUTE, KOMTO OCTaBaT Ha JieueHHue 0e3
KOPTHUKOCTEPOUIH KaTo ISUIO ce 3ama3Ba 10 ceamuua 216.

[Ipu marmeHTH, KOUTO HE MOCTUTAT KIMHIUYEH OTroBOp Ha ceamuiia 6 B npoyusanusta PURSUIT-
Unpyknus e npunoken Simponi 100 mg Ha Bcexu 4 ceamuiy B npoyusanetro PURSUIT-
ITognbpxane. Ha ceqmuua 14, 28% 0T Te€3u mallMeHTH MOCTUTAT OTTOBOP, ONPEECICH OT YaCTUYEH
Mayo ckop (II0-HUCBHK € > 3 TOUKH B CpaBHEHHE C HAYAIOTO Ha MHAYKIIMOHHATA Tepamnus). Ha
cenMuIia 54, KIMHUYHAUTE Pe3yJITaTH, HAOII0JaBaH! TIPU TE3U MAIUCHTH ca CXOHH C KIMHUYHHUTE
pe3yaTaTy, ChboOILIeHN 3a MAUEHTUTE, KOUTO IIOCTUraT KIIMHUYEH OTTOBOP Ha ceaMuIa 6.

Ha cenmunia 6, Simponi 3Ha4MMO MOA00PsIBa KAYECTBOTO Ha JKUBOT, U3MEPEHO Upe3 IMpoMsHaTa
CIpSIMO M3XOJHO HHUBO B crienuuyHo 3a 6onectta m3mepBane, IBDQ (inflammatory bowel disease
questionnaire, BBIIPOCHHK 32 BB3MaANIUTeNHA O0JlecT Ha yepBaTa). [lpu narnuenTuTe, mpueManu
MOIIBPIKAII0 JICUCHHE ChC Simponi, MOJ00PESHUETO B KAUECTBOTO HA XKHMBOT, M3MepeHo upe3 IBDQ,
ce 3amasBa A0 ceamuia 54.

[pubnuzurtenHo 63% OT NaUEHTHUTE, KOUTO MOMyYaBaT Simponi B HAYAIOTO Ha MPOABIKEHHETO HA
MpOy4YBaHeTo (ceamMuIa 56), mpoabnKaBaT JISUEHUETO 10 Kpas Ha MPOYYIBAHETO (ITOCIETHO
NPUIOKEHHE Ha roIuMyMad Ha ceamuua 212).

HNmyHoreHHocr
B npoyusanusita daza I1I 3a neuenue Ha RA, PsA u AS no cenmuna 52 npu 5% (105/2 062) ot

NalKUEHTUTE, JIEKYBaHH C TOJTMMYMa0, ca OTKPUTH aHTHUTEIA CPely ToiuMyMad upe3 eH3UMeH
UMYHOJIOTHYCH MeTo]l (enzyme immunoassay, EIA) u, KbIeTO ca U3ciieIBaHH, TOYTH BCUUKH
aHTHUTENa ca OMITM HeyTpalIu3upal in vitro. llpu pa3nuyau peBMaTONIOTUYHY [TOKA3aHUs ca
HaOIro1aBaHu cXOAHU cToHHOCTH. ChrbTeTBaMAT npreM Ha MTX Boau 10 MO-ManbK OPOLEHT
MAIMEHTH C aHTHUTENA CPEIly TOIMMyMal B CpaBHEHHE C MAIIMEHTHTE, JIEKYBaHH ¢ TomuMymab 6e3
MTX (chotBeTHO mpubmu3uTeaHo 3% [41/1 235] u 8% [64/827]).

[Ipu nr-Axial SpA ca oTkpuTu anTUTeNa cpeury romumymad npu 7% (14/193) ot nauueHTHre,
JICKyBaHHM ¢ ToiuMyMab 1o ceamuna 52 upe3 EIA meto.
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[Ipe3 ceamuna 54 na ¢aza Il u dasa Il npoyuBanus npu yiauepo3eH KoiuT, npu 3% (26/946) ot
JIEKYBaHHUTE TMAIMEHTH C TOJIMMYyMa0, ca OTKPUTH aHTUTeIa KbM roaumymab upes EIA meron. Hleiicer
1 oceM niporieHTa (21/31), OT aHTUTSUIO-NIOJIOKUTEIHUTE TAMEHTH, ca UMAaJH HeYTPaIU3UpaIIy
aHTuTena in vitro. CbIrbTCTBAILIOTO JEYCHUE C UMYHOMOIYJIATOPH (A3aTHONPUH, 6-MEPKANTOIYPUH H
MTX) e noBeso 10 HO-HUCHK MIPOLEHT Ha MALMEHTUTE C aHTUTEIAa KbM rOJIMMyMal B CpPaBHEHHE C
MAIUCHTUTE, IPUEMAIIU ToJIuMyMad 0e3 mpreM Ha KIMyHOMOAyaTopu (¢hoTBeTHO 1% (4/308)
capsmo 3% (22/638)). [Ipu nauueHTUTE, KOUTO NPOIBIDKABAT B MPOABIKEHUETO HA IPOYYBAHETO U
MUMaT OLEHUMHU NPoOH 10 ceamuua 228 ca OTKPUTH aHTHUTENa KbM romumymad npu 4% (23/604) ot
JICKYBaHMTE NAIIMEHTH ¢ roumMyMab. OcemaeceT u Ba nporenra (18/22) ot aHTHTSIO-
TIOJIOKUTEITHUTE MAlMEHTH Ca UMaJTd HeYTpaIu3UpaIly aHTUTeNa in Vitro.

JlexapctBo-Tonepanten EIA metos ce u3nomn3Ba B mpoyuBaneTo npu pJIA 3a oTkpuBaHe Ha aHTHTENA
cpenry roaumymat. [Topamu mo-Bucokara 4yBCTBUTEIHOCT U 1OI00peHa JIEKapCTBEHA IIOHOCHMOCT, €€
oyakBa J1a Ob/ie YCTaHOBEHA I10-BUCOKA YECTOTa Ha pa3BUTHE HA aHTUTEIA CPELy ToIuMyMab upe3
nexapcTBo-tonepanTeH EIA meton, B cpaBHenue ¢ EIA meron. BB ¢asza Il Ha npoyuBanero npu
pJIA npe3 cenmuiia 48 ca OTKPUTH aHTUTEIIA CPEILY rOJIMMyMal upe3 JiekapcTBo-TojiepanTeH EIA
metoa nipu 40% (69/172) ot nexyBaHuTe ¢ romuMymad ema, oT KOUTO IO-ToJIsIMAaTa 4acT ca ¢ TUTBP
no-HuCBK OT 1:1000. Edext BbpXy cepyMHHUTE KOHIICHTPALMK Ha FTOJMMYyMald ce HaOJtojaBa npu
tutpH > 1:100, nokaTo eQekT BbpXy epHUKacHOCTTA He € HaOogaBaH npu TUTpH >1:1000, BbIpekH
ye OposT Ha nmenara ¢ Tutpu > 1:1000 e marsk (N=8). Cpex merata ¢ mojaoKUTEICH pe3yiTar 3a
aHTHTeNa cpenry romumymad, 39% (25/65) umat HeyTpanuzupany antutena. [lo-Bucokara yecrora
Ha aHTHUTEJNA, OTIpe/IeicHa upe3 iekapcTBo-TojepanTeH EIA MeTom, Thif KaTo Te ca MpeuMHO
aHTUTEIA C HUICHK TUTBP, HAMA BHIUMO BIUSHHE BBPXY JICKAPCTBEHUTE HUBA, CPUKACHOCTTA U
0e3omacHOCTTa, ¥ MOPaAY TOBA HE MPEICTaBIsIBA HOB CUTHAI 32 0€30MacHOCT.

Hannunero Ha anturTena cpeury FOJ]I/IMYMa6 MOJKE Ja IMOBUIIN pUCKA OT PEAKIIUM HAa MACTOTO Ha
UHXeKTHpaHe (BX. Touka 4.8). Mankust 6poil manueHTH, OJ0KUTEITHH 32 aHTUTelNa CPeILy
roJuMyMa0, orpaHryaBa Bb3MOKHOCTTA /1a CE HANpPAaBsIT KaTETOPHYHH 3aKIIOUCHUS 3a Bpb3KaTa
MCXKAY HAJIMYMUETO HA aHTUTECIA CPCILy I‘O.]'II/IMYMa6 U KJIMHU4YHaTa e(i)I/IKaCHOCT WM MEPKUTE 3a
0e30MacHOCT.

Tbii KaTO aHANNU3BT HA UMYHOTEHHOCTTA € CIeUM(UYEH 3a NPOLYKTa U U3M0JI3BaHUTE AUATHOCTUIHHU
TECTOBE, CPABHEHUETO Ha CTOMHOCTHUTE Ha pa3BUTHE HA aHTHUTENA C Te3U HA JPYTU MPOAYKTH €

HCYMCCTHO.

IlequaTpuyna momyJaanus

Tleouampuuen noruapmukynapen 108eHuIeH UOUONAMUYEH apMpPUm

besomacHocTTa M ehukacHOCTTa Ha Simponi ca OlleHEeHH B paHIOMH3UPAHO, ABOHHOCIIATIO, IUanebo-
KOHTPOJIUPAHO MPOYYBaHe, ¢ paza Ha orrerysiHe oT jJeuenneTo (GO-KIDS) npu 173 nena (Ha BB3pact
ot 2 o 17 roguamn) ¢ aktuBeH pJIA, ¢ Hali-Mallko 5 aKTUBHU CTaBU U HE3aI0BOJIUTENICH OTTOBOP KbM
MTX. Jlena ¢ monmuaptuxyiapet JIA (moanapTput ¢ mOJ0KHUTENEH WM OTPULIATENICH PeBMAaTOUACH
(akTop, pasmIMpeH OIUTrOAPTPUT, FOBESHIIICH TICOPUATHYCH apTpUT Win cuctemeH JIA, 6e3 HacTosim
CHCTEMHH CUMIITOMH) Ca BKJIIOYEHHU B MPOyYBaHEeTO. MeanaHnara Ha Opost aKTUBHM CTaBU Ha U3XOIHO
HUBO ¢ 12, a Meauanara Ha CRP e 0,17 mg/dl.

UYacr 1 Ha Ipoy4BaHETO ce CHCTOU OT 16-ceqMUyHa 0TBOpeHa (a3a, B KOATO 173-Te BKIIIOYCHH Jiena
T0JTy4aBaT MOAK0KHO Simponi 30 mg/m?* (Makcumaino 50 mg) Ha Bceku 4 ceamuru u MTX. 154-1e
Jiera, KouTo ca nocturHaiy orroBop mo ACR Ped 30 Ha cenmunia 16 ca BkitoueHu B Yact 2 Ha
IPOYyYBaHETO, paHIOMHU3Mpanara (asza Ha OTTEIJISHE OT JIEYEHHETO, M Mosyyasar Simponi 30 mg/m?
(maxcumaiao 50 mg) + MTX wnu mane6o + MTX nHa Bceku 4 ceamunu. Cien o0ocTpsiHe Ha
3a00JIsIBaHETO, JeraTa noiayyasar Simponi 30 mg/m? (Makcumainno 50 mg) + MTX. Ha cexmuna 48,
Jierata ca BKIFOUSHH B IBJITOCPOYHO MPOIBIDKEHUE Ha MTPOYUYBAHETO.

Jenara, BKIIIOYEHH B TOBa IpoyuBaHe, rmokassat orrosopu mo ACR Ped 30, 50, 70 u 90 ot cenmumna 4.
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Ha cenmuna 16, 87% ot nenara ca ¢ orrosop mo ACR Ped 30, a 79%, 66% u 36% oT nenara
croTBeTHO ca ¢ oTroBop mo ACR Ped 50, ACR Ped 70 u ACR Ped 90. Ha ceqmuma 16, 34% ot neuarta
UMatr HeaKTHBHA 0OJIECT, OTpeiesieHa KaTo HATIMYME Ha BCHUYKH OT CIICJIHUTE: HAMAT CTaBH C aKTUBEH
apTPUT; HAMAT TeMIIepaTypa, 00pUB, CEPO3UT, CIUNICHOMETANINS, XETIATOMET NS HITH TeHepaTn3npaHa
nuMpanenonatus, ApwKama ce Ha JIA; uamar aktuseH yBeut; umat HopMmaiHa ESR (< 20 mm/4ac)
wi CRP (< 1,0 mg/dl); rmobanHa oueHKa Ha Jiekaps 3a akTUBHOCT Ha 3a0omsaBaHeTo (< 5 mm no
VAS); IpoABIKUTENHOCT Ha CyTpeIIHaTa CKOBAaHOCT < 15 MUHYTH.

Ha cenmuna 16 Bcrmuku kommnoneHTn Ha ACR Ped mokasBar KIMHHYHO 3HAYMMO TOJ00pEHUE OT
U3XO0AHOTO HHUBO (BXK. Tabmuma 9).

Tabamnna 9
IlogoOperHus cnpsiMo U3X01HO HOBO HA KoMnoHeHTUTE HA ACR Ped Ha ceamuua 16*
MeauaHa Ha NO100pPEeHNETO B
NPOLECHTH
Simponi 30 mg/m?
N°=173
I'moGanHa oreHKa Ha Jiekaps 3a 3a0omnsBanero (VAS® 0- 88%
10 cm)
I'moGanHa oueHkKa Ha y4acTHUKA/POTUTENS 32 67%
1s10cTHOTO cbeTosiHne (VAS 0-10 cm)
Bpoii Ha akTUBHHUTE CTaBU 92%
Bpoii Ha cTaBuTe ¢ orpaHuyYeH 00XBaT Ha ABHKCHUE 80%
Pusnyecka pynkuust mo CHAQ" 50%
ESR (mm/h)" 33%

M3XO0IHO HUBO = ceamuiia 0

6 «y» 0Tpa3siBa BKJIIOYCHUTE MALIUCHTH

¥ VAS: Bu3yajiHa aHanoropa ckajia

" CHAQ: BbIpOoCHUK 3a OLIEHKa Ha JIETCKOTO 31PaBE

' ESR (mm/h): ckopocT Ha yTasiBaHE Ha EPUTPOLUTHTE (MUJIMMETPH HA Yac)

[IppBUYHaTa KpaiiHa TOUYKa, MpoLeHTa aena, kouto orroBapsat mo ACR Ped 30 na cenmuua 16, u npu
KOHUTO HsIMa 000CTpsiHE Ha 3a00JIIBaHETO MEX Ty ceamuiia 16 u ceaqmuiia 48 He € qocturnara. [Ipu mo-
rojsMaTa 4acT OT Jleriata HaiMa 000oCcTpsiHe Mexay cenmuna 16 u cenmuna 48 (crorBeTHO 59% B
Simponi + MTX rpynara u 53% B miaue6o + MTX rpynara; p = 0,41).

[IpenBapuTenHo onpeaeIcHUTe aHATU3M 110 MOATrPYIH Ha TbPBUYHATA KpaifHa TOYKa CIIOpe]]
u3xoanute ctoiHocTn Ha CRP (= 1 mg/dl ciipsimo < 1 mg/dl) moka3BaT mo-rosisiMma yecToTa Ha
000CTpsiHE TIPH YYACTHUIIH, JIEKyBaHH ¢ Tuianebo + MTX, cnpsimo Simponi + MTX, npu yyacTHUIH C
u3xoauu croiiHocTd Ha CRP > 1 mg/dl (87% cnpsimo 40% p = 0,0068).

Ha cenqmuna 48, 53% u 55% ot meuara, BKIIOUYSHH CHOTBETHO B rpynara Ha Simponi + MTX u
rpymnara Ha mane6o + MTX, umar orrosop mo ACR Ped 30, u crorBeTHO 40% 1 28% OT nenara B
rpynata Ha Simponi + MTX u rpynara Ha miane6o + MTX, ca mocTUTHAIN HEaKTUBHO 3a00JIsIBaHE.

5.2 ®apmakokMHETHYHHU CBOWCTBA

Abcopbyus

Crnier €THOKpPATHO TOKOKHO MPIIIOKEHUE HA TOIMMMyMab TIpH 3/IpaBy JOOPOBOIIIIH FITU ITAIIUEHTH C
RA, cpennoTo Bpeme 3a JOCTUTaHE Ha MakCUMaTHa cepyMHa KoHIeHTpaIus (Tmax) Bapupa ot 2 110

6 mau. [lonkoxHOTO MHXKEKTHpaHe Ha 50 mg romuMymMal Ha 3/IpaBH JOOPOBOIIIU BOIH JIO IOCTUTaHE
Ha CPEJHO £ CTaHAAPTHO OTKJIOHEHHE B MakCHUMaliHa cepyMHa KOHIEHTPAUS (Cmax) 3,1 £ 1,4 pug/ml.

Crnien eTHOKpPATHO TOJKOXKHO HHXekTHpaHe Ha 100 mg, abcopOrusaTa Ha TONMMyMal € CXOTHA B

MHUIIHULIATa, KOpeMa U 0epOoTo, ChC cpefHa a0CcomoTHa OrnoHanunaHocT 51%. Thit kato cien
MOJIKOKHO TIPWIIOKEHHE TONMMyMal TToKa3Ba MPUOIM3UTEHO JIMHEHHA JJ0303aBHCUMA
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(hapMakOKMHETHKA, ce 0uakBa abcomroTHaTa OnoHamumuHocT Ha 50 mg uian 200 mg ronumymad na e
CXOJHA.

Pasnpeoenenue
[Ipu enHOKpATHO 1.V. IpWIIOKEHHUE CpeAHUAT 00eM Ha pasnpeaenenue e 115 £ 19 ml/kg.

Enumunupane

CHCTeMHUAT KIMPBHC Ha ToMMyMab e n3umcied Ha 6,9 + 2,0 ml/nueBno/kg. TepmMuHanHusiT
MOJYKMBOT € U3YMCIIeH Ha mprOmm3utesHo 12 + 3 nuu npu 3apaBu JOOPOBOIIIH, KaTO CXOTHH
CTOWHOCTH Cca HaOJIIoIaBaHu | mpu naieHTu ¢ RA, PsA, AS wnmu UC.

[Ipu noaxoxuo npunoxenne Ha 50 mg ronumymad npu nauentd ¢ RA, PsA win AS Ha Bcekn

4 cenMUIM cepyMHUTE KOHIIEHTPAIMH JOCTUTAT CTAallMOHAPHO ChCTOSHUE Ha cenmuia 12. [pu
chIbTeTRAaIIA yioTpeda ¢ MTX, neuenuero ¢ 50 mg romumymat MOAKOKHO HA BCEKHU 4 CEIMUIU
BOJIM JI0 CPEIHH (+ CTaHAAPTHO OTKJIOHEHHE) HA-HUCKU CEPYMHH KOHLIEHTPALMU B CTALIHOHAPHO
cberosiHue oT npubmusutento 0,6 £ 0,4 pg/ml mpu nanyeHTy ¢ akTUBeH RA He3aBHCHUMO OT
neuenneto ¢ MTX, npubnmuzurento 0,5 + 0,4 pg/ml npu narmenTn ¢ akTuBeH PsA u npubnu3nuTenHo
0,8 + 0,4 pg/ml mpu nanuentu ¢ AS. [pu manenTtu ¢ nr-Axial SpA, cpenHuTe cepyMHH
KOHIICHTpAIMX Ha TOJIMMYMal B CTAIHOHAPHO CHCTOSHIE Ca CXO/HU C Te3H, HaOII0IaBaH! TIPU
NanyueHTy ¢ AS ciie MOJKOKHO npuiokeHne Ha 50 mg ronumyMad Ha BCeKU 4 CeIMHLIN.

[Mamuenture ¢ RA, PsA nnu AS, KoMTO He ca Ha ChIBTCTBAIIO JiedeHne ¢ MTX, ca ¢ IpuOIM3UTETHO
30% MmO-HUCKH OT Hail-HUCKHUTE KOHLEHTPALUH HA TOJTMMYyMal B CTAIIMOHAPHO CHCTOSIHUE OT TE3H,
JIeKyBaHH ChIIbTCTBAIIO ¢ TonumyMad u MTX. Ilpu orpannuen Opoit manuentu ¢ RA, nekyBanu ¢
rOJIMMyMa0, IpHJIaraH MOKOXKHO 3a MEePHoJ] OT 6 Mecella, ChIIbTCTRaIIaTa yrnotpeda Ha MTX
HaMaJsiBa KIMPbHCA HAa TOMMMyMad ¢ npubimsnutenHo 36%. [lonynaunoHHUAT papMaKOKHHETHYCH
aHanu3 obaye Moka3Ba, 4e ChIrbTcTBamara yrnorpeda Ha NSAID, nepopaiiHi KOPTUKOCTEPOUIH WIIN
cyJdacana3uH He OBJIHsIBA KJIMPBHCA HA TOIUMyMa0.

Cren nnaykumonsu no3u ot 200 mg n 100 mg ronumymad cpoTBeTHO Ha ceamuiy 0 u 2, 1 ciiex ToBa
Ha BCEKH 4 ceaMuIty moabpxamm 1034 S0 mg wim 100 mg romumymad MOAKOKHO Ha MAIIMEHTH C
UC, cepyMHHTE KOHIIEHTPALUH FOJIMMyMad TOCTUTaT CTAIIMOHAPHO ChCTOSIHUE MPHOIN3UTETHO

14 cenmunu cnen Hayanoto Ha TepanusTta. Jleuennero ¢ 50 mg nnu 100 mg ronmumymad MoJKOKHO Ha
BCEKH 4 ceIMHIM [T0 BpEME Ha NIEpHoia Ha MOAIbpkKaHE, BOIU 10 CPEAHH CTAllMOHAPHU HAW-HUCKU
CepyMHH KOHIEHTPALUH OT ChbOTBETHO IpuomsuTento 0,9 + 0,5 pg/mlu 1,8 + 1,1 pg/ml.

Ipu manmentu ¢ UC, nekyBanu ¢ 50 mg win 100 mg ronuMyma0 OIKOKHO Ha BCEKU 4 CEIMMIIH,
CBITBTCTBAINIATA YIIOTpeOa Ha IMyHOMOTIYJIATOPH HE TTOKa3Ba CHIECTBEH e(hEeKT BBPXY
CTaIlMOHAPHUTE Hali-HUCKYU HUBA Ha TOIUMYyMa0.

[anuenTuTe, pasBUIIM aHTUTENA CPEILy FOIUMYMa0, KaTo ISU10 ca ¢ HUCKU CTOMHOCTH Ha
Hal-HUCKUTE CEPYyMHH KOHLIEHTPALWU Ha TOIMMyMad B CTAllHOHAPHO ChCTOSHUE (BX. TOUKa 5.1).

Jlunetinocm

[Ipu enHOKpAaTHO MHTPABEHO3HO MPUIOXKEHUE NPU MauueHTu ¢ RA, romumymal moka3sa
NpUOTU3UTETHO JIMHEHHA J10303aBUcHMa (papMaKOKWHETHKA B J1030BUs mHTEepBa ot 0,1 10

10,0 mg/kg. Cnex enMHIYHA MTOJIKOKHA /1032 B I030BHs Anana3oH oT 50 mg no 400 mg npu 31paBu
Jno0poBoIHM ce HaOmo1aBa MpUOIM3UTETHO POIIOPIIMOHATIHA Ha JJ03aTa (papMaKOKMHETHKA.

Brusanue na menecnomo meeio 8vpxy (papmaxokunemukama
ChllecTByBa TEHISHIIHS KbM MTOBHINIABAHE HA KIMPHHCA HA TONMUMYyMa0 C MIOBUIIIABaHE HA TEJIECHOTO
Terno (BX. Touka 4.2).

Ileouampuuna nonynayus

Tonuapmuxkynapen 06enunern UOUONAMUYeH apmpum

dapMakoKHHETHKATa Ha ToiuMyMa0 e onpeseneHa npu 173 aena ¢ pJIA Ha Bb3pacT oT

2 1o 17 romunu. B npoyusarero npu pJIA, menara nonyumwim romumyma6 30 mg/m? (MaKcuMaiHo
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50 mg) moIKOXXKHO Ha BCEKU 4 CEIMHIIM, UMAT MeAMaHa Ha Hall-HUCKUTE KOHLCHTPALUHU Ha
roJMMyMal B CTALIMOHAPHO CHCTOSIHUE, KOUTO €A CXOAHU IPH Pa3NUYHUATE Bb3PACTOBU TPYIH, U
KOMTO ca OJHM3KH JI0, M MAJIKO ITO-BUCOKH B CPAaBHEHHUE C T€3H, HAOIOJaBaHU TIPH Bh3PACTHH
nanueHTn ¢ RA, nomy4daBanu romumymad 50 mg Ha BCEKH 4 CEAMUITH.

[MonynamronHOTO (hapMaKOKMHETUYHO/(hapMaKOJUHAMUYHO MOJISTHPAHE U CUMYJIANUS TIPH Je1a ¢
pJIA oTBBpKAaBa BpB3KaTa MEXKIY CEPYMHUTE €KCIIO3UIIMK HA TOTUMYyMab 1 KIIMHUIHATA
e(hMKaCHOCT, W MOJKPEIIS TBBPACHUETO, Y€ MIPH CXeMa Ha Mpuiiarane Ha romuMymad 50 mg Ha BCEKH
4 cemmury ripu nienia ¢ pJIA u Terno Hait-manko 40 kg ce mocTurar ekcro3unuu mo00HN Ha TE3H,
MOKa3aHU KaTo e(pUKACHH MPH Bb3PACTHH.

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

Hexnuanuaure JaHHHU HC ITIOKa3BaT ocobeH PHUCK 3a XOpaTa Ha Oa3ara Ha KOHBCHIIMOHAJTHUTC
(I)apMaKOJ'IOFI/ILIHI/I MMpOy4BaHUs 34 663OHaCHOCT, TOKCUYHOCT IIPYU MHOT'OKPAaTHO IIPHUIIOKCHUC,
PCIIPOAYKTHBHA TOKCUYHOCT U TOKCUYHOCT IO OTHOLICHUC HA Pa3BUTHUCTO.

C rosiumyma0b He ca MPOBEXJaHU MPOYUBaHUS 38 MyTareHHOCT, 32 BIMSHHUE BbPXY (pepTunurteTa npu
JKUBOTHH U 32 JBJITOCPOYHA KAPLUHOI€HHOCT.

B npoy4BaHe 3a BIMSHHETO BbPXY (PepTHIINTETA U 00IIaTa pePOAYKTUBHA (YHKIIHSI IIPH MHUIIKH, B
KOETO € M3MOJI3BaHO aHAIOTHYHO aHTHUTSJIO, CEJIEKTUBHO NHXHOMPAIIO (DYHKIIMOHAITHATA aKTHBHOCT
Ha mutust TNFa, Opost Ha OpeMEHHUTE MUIITKA HaMalsiBa. He e M3BeCTHO aiu ToBa c€ IBJDKU Ha
e(eKT IPU MBKKHUTE U/WIIH )KCHCKUTE MUIIKH. [Ipy npoyyBaHe 3a TOKCUYHOCT 10 OTHOIICHUE Ha
Pa3BUTHUETO NPU MUILKH, CHEA NPUIOKEHNAE HA CHILIOTO AHAJIOTUYHO AaHTUTSIIO, KAKTO U IpU
MpOyYBaHe Ha TOJIMMyMal MpH JBITOOMAIIATH MaKalll, HIMa JaHHW 32 TOKCHYHOCT TPH MaiKara,
eMOPHUOTOKCUYHOCT MJIH TEPATOTeHHOCT.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

Copouron (E 420)

XUCTUIUH

XUCTUAMHOB XUAPOXIOPHUI MOHOXUIPAT
[Monucop6ar 80 (E433)

Bona 3a uakexnuu.

6.2 HecbBMEeCTHMOCTH

Hpe,Z[BI/I,I[ JIMIICATa HAa MPOYy4YBAHUA 34 HCCbBMCCTUMOCTH TO3U JICKAPCTBCH ITPOAYKT HEC TpSI6Ba Ja Cce
CMCCBA C ApYyTH JICKAPCTBCHU IPOAYKTH.

6.3 Cpok Ha rogHOCT

2 TOINHU

6.4 Crhenuananm yca0BHs HAa CbXpaHeHHe

Ha ce cexpanssa B xnmamuiauk (2°C — 8°C).

[la He ce 3ampa3sBa.

CexpaHsaBaiiTe IpeABAPUTETHO HATBJIHEHATA IIUCANIKAa B KAPTOHEHATa ONaKOBKa, 3a Aa C€ MpEeANas3y OT
CBETJIMHA.

Simponi Moe J1a ce chXpaHsIBa MPU MaKCHUMaliHa TeMIieparypa a0 25°C, eTHOKPaTHO 3a MEePHO/I 10
30 gHM, HO HE W CJIE] aTaTa Ha U3THYaHE Ha ITbPBOHAYAIHHS CPOK HA TOMHOCT, HarleyaTaH BEPXY
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KapTOHCHATa OIlaKOBKaA. Housr CPOK Ha TOAHOCT TpSI6Ba Ja 6’5)16 HaIlMCaH BbPXY KapTOHCHATA
OIIaKOBKa (I[O 30 JHHU OT JaTaTa Ha U3BaAXIaHC OT X.]'Ia,Z[I/IJ'IHI/IKa).

Benupx cien karo Simponi € cCbXpaHsIBaH NP CTaliHA TeMIlepaTypa, He TPsOBa Ja ce Bpblla OTHOBO
3a ChbXpaHEHHE B XJIAAMIHUK. Simponi TpsOBa Ja ce U3XBBPIIH, aKO HE CE U3I03BA B PAMKHTE Ha
30 nHM IpH ChXpAHEHHUE Ha CTailHa TeMIepaTypa.

6.5 Buau cbabpakaHue HA ONMAKOBKATA

Simponi 50 mg WHXKEKIIMOHEH PA3TBOP B MPEIBAPUTEITHO HATbJIHEHA THCAIKA

0,5 ml pa3TBOp B IpeIBAPHUTEITHO HAITBIIHEHA CIIPUHIIOBKA (CTHKIO THI [) ¢ Pukcupana nrna
(HeppxIaecMa CTOMaHa) U Kanade Ha uriiata (Tyma, CbAbpsKa JIaTeKc) B IPEABAPUTEIHO HATBIIHEHA
nucajgka. Simponi ce I0CcTaBs B OIMIAKOBKH, ChIBPKAIIH | MpeBApUTEIHO HATBIIHEHA MHACAIIKA U
TPYIOBH OIAKOBKH, ChABPKAIIM 3 (3 0MakoBKH OT 1) MpeABapUTENTHO HATBIHEHH MTHCANKH.

He Bcuuku BuOBE ONaKOBKH Morat Aa ObAaT IMyCHATH B Ipoaaxoa.
6.6 CrnenuajaHu nNpeana3Hu MepKH NMPH M3XBbPJIsiHEe H padoTa

Simponi ce ocTaBs KaTo MpeIBapUTEIHO HATBIHEHA MHCAIKa 32 €THOKpaTHa yHoTpeOa, HapedeHa
SmartJect. BbB Besika omakoBka UMa HHCTPYKIIMH 32 YIIOTpeOa, B KOUTO MOJIPOOHO € OMHCaHO Kak ce
u3noi3Ba nucankara. Ciaenx n3BaxaaHe Ha IPEIBAPUTEITHO HATBIIHEHATA MHCATKA OT XJIaJANIHHKa,
npean UHKEKTHpaHeTo Ha Simponi TpsOBa ia ce nzyaka 30 MUHYTH, 3a Jia MOXe Pa3TBOPBT Ja
JOCTUTHE cTaliHa Temneparypa. [lucankaTta He TpsOBa J1a ce paskialia.

Pa3TBOpPBT € OUCTBP A0 JIEKO ONANECHEeHTEH, OE3UBETEH 0 CBETIOKBIT U MOXKE J]a ChABPKa MAJIKH
NPO3pavyHU WU Ol MPOTEHMHOBH YacTHIINA. ToBa HE € HEOOWYalHO 32 pa3TBOPH, ChIbPIKAIIN
npoTenHH. Simponi He TpsiOBa J1a ce U3MOI3BA, aKO PA3TBOPHT € C MPOMEHEH LBST, MBTCH HIIH
CBABPIKAI BUIUMH YYXAH YaCTULH.

[MompoOHu ykazaHusl 32 HOATOTOBSIHETO U MPHUJIOKEHUETO HAa Simponi MpeBapUTEIHO HATBITHEHA
MUCAJKa Ca JAJCHU B IUCTOBKATA 32 IAl[UEHTA.

Hewusnona3BaHUAT JIEKapCTBEH MPOIYKT MM OTMAIbYHUTE MaTepPHAIN OT HEroO TPsiOBa J1a ce U3XBBPIIAT

B ChOTBETCTBHE C MECTHUTE U3UCKBAHHS.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PA3BPEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/001 1 npeaBapuTeHO HAIIbJIHEHA MTHUCAJIKA

EU/1/09/546/002 3 npeaBapUTEIHO HAITBIHEHH MTUCATIKU

9. JIATA HA ITbPBO PA3PEHIABAHE/ITIOJHOBSIBAHE HA PASPEIIIEHUETO 3A
YIIOTPEBA

[ara na mppBo pazpemanane: 1 okromspu 2009 .
Jlata Ha nocneaHo noaHopsiBane: 19 onu 2014 r.

97



10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA

[TonpoOHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTa
areHIus 1o JIeKapcTBaTa https://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 100 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HATBIHEHA CITPUHIIOBKA

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bcesika npeaBaputenHo HambiIHeHa cpuHIoBKa oT 1 ml ceabpka 100 mg romumymad* (golimumab).

* Yogemiko MOHOKIIOHATTHO aHTUTsIIO oT kiac [gG 1k, momyyeHo oT MuIia XuOpuI0MHA KIeThYHa
nvHUs 10 pexomOuHanTHa JIHK-TexHomorus.

TloMOIITHH BellecTBa C N3BECTHO JIEUCTBUE

Bcesika npeaBapuTenHo HaTbJIHEHA CIIPUHIOBKA chabpika 41 mg copouron (E420) Ha nosa ot 100 mg.

Bcsika npeaBapuTenHo HaImbIHEHA CIPUHITOBKA chabpika 0,15 mg mommcop6at 80 (E433) na mo3a ot
100 mg.

3a IIBJIHNSA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

UmxekunoneH pa3TBop (MHKEKIHs)

Pa3TBOPBT € OUCTHP /10 JIEKO ONAIECIECHTEH, OC3IBETECH 10 CBETIIONKBIIT.

4. KJIIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKAZAHNUS

Pesmaronnen aprpur (RA)

Simponi, B komOunamus ¢ merorpekcat (MTX), e moka3zas 3a:

o JIeYCHHE Ha YMEPEHO TEXKBK 10 TEKBK aKTUBEH PEBMATOUICH apTPUT NP Bb3PACTHH, KOTAaTO
OTrOBOPHT Ha JICYSCHUETO C MOUHIIMpaIIu OoecTTa anTupeBMaToniau cpeacrea (DMARD),
BKIIFOUMTENIHO M ¢ MTX, He € JocTaThucH.

o JICUCHHE Ha TEKBK, AKTUBEH U MPOTPECHpaIl] peBMATOUJICH apTPUT MPH BB3PACTHH, KOUTO
Mpeau ToBa He ca JieKyBanu ¢ MTX.

Wwma nannu, ye Simponi B komOuHaims ¢ MTX HamansiBa CKOPOCTTa Ha MPOTPECUs Ha CTABHOTO
YBpEkIaHe, OIEHEHO PeHTreHOTpad)CKu, 1 o00psaBa ¢pusnveckara (yHKIIHS.

3a uHdopMAaIysi OTHOCHO MOKA3aHUETO MOJIMAPTUKYIAPCH IOBEHIIICH WIHOTIATHYEH apTPHT, MOJIS
Brkre KXII Ha Simponi 50 mg.

IIcopmuatnuex aprpurt (PsA)

Simponi, caMOCTOATEIIHO WK B KoMOMHanus ¢ MTX, € moka3aH 3a JIeYeHUE Ha aKTUBEH U
MIPOTrpeCHUpaIlll ICOpUATHUEH apTPUT IPU BB3PACTHHU, KOTAaTO OTTOBOPHT HA MPE/IIIECTBAIIIO JICUCHHUE C
moauduiupary comectra DMARD, He € nocrarbueH. Mima nanam, 4e Simponi HaMaJisiBa CKOpPOCTTa
Ha MPOrpecus Ha MeprU(pepHOTO CTABHO YBPESKIaHE, OLICHEHO PEHTTeHOrpa)CKH, IIPU HAIIMECHTH C
MOJTUAPTUKYJIAPHA CUMETPUYHHM TTOJITUTIOBE Ha 3a00saBaneTo (Bx. Touka 5.1) 1 mogo0psiBa TelIecHUTe
¢$hyHKUNM.

99



AKcHaJeH CIIOHTUIOAPTPHT

Anxunozupauwy cnonourum (AS)

Simponi e Moka3aH 3a JICUCHHE Ha TEKbK aKTUBEH aHKMJIO3UPAIL] CIIOHIUIMT IIPHU Bb3PaCcTHU, KOUTO Ca
MMaJId HeIOCTaTh4€H OTIOBOP HAa KOHBEHIIMOHAIHOTO JICUCHHE.

Hepenmeenoepagcrxu axcuanen cnonounoapmpum (Non-radiographic axial spondyloarthritis,
nr-Axial SpA)

Simponi e moka3zaH 3a JedeHue NMPHU Bb3PACTHU NALMEHTHU C TEXBK, aKTUBEH HEpEeHTTeHOTpadcku
aKCHaJIeH CIIOHAWIOAPTPUT ¢ OOCKTHBHU NMPHU3HALM HA BB3MAJICHUE, IPOSIBEH Upe3 noBuieH C-
peaktuseH npotenH (CRP) u/unmu e nokazan upes sigpeHo-MarauteH pezonanc (IMP), kouto ca
MMaJId HeJIOCTaTh4eH OTTOBOP WJIHM Ca UMaJId HETIOHOCHMOCT KbM HECTEPOUIHH
npotuBoBb3naiutesnnu cpenacrsa (HCIIBC).

Yaueposen konut (UC)

Simponi e Moka3aH 3a JieueHHe Ha YMEPEH J0 TeKbK aKTUBEH YJIIIEPO3CH KOJIHT MIPH Bh3PaCcTHU
MAlUEHTHU C HEaJIeKBaTEH OTTOBOP KbM CTaHAAPTHA TEPAIMMsl, BKIIOUYBAIA KOPTUKOCTEPOUIU U
6-mepkanromypus (6-MP) win azatuonpus (AZA), Wiu KOUTO UMAT HETTOHOCUMOCT WITH MEIUITMHCKA
MIPOTHUBOIIOKA3aHU 33 TE3U TEPAMUH.

[enuarpuyen yiiepo3eH koaut (paediatric ulcerative colitis, pUC)

Simponi e Moka3aH 3a JIeUeHHE Ha YMEPEH JI0 TEKbK aKTUBEH YJILICPO3CH KOJIMT IIPH MCAUATPHYHHI
MAIMEHTH Ha BB3PAaCT 2 ¥ MMOBEYe TOAMHHM C TEJIECHO Terio Hail-manko 15 kg, kouTo ca nmanu
HEJOCTaThYCH OTTOBOP KbM KOHBEHIIMOHAIHA TepaIlKs, BKIIIOUBAIIda KOPTUKOCTEPOUIU U 6-
Mepkantonyput (6-MP) win azatuonpud (AZA), Wid KOUTO KMAT HETIOHOCHMOCT KbM WJTH
MEIUIUHCKA TTPOTUBOIIOKA3aHUS 32 TAKMBA TEPAITHU.

4.2 I[osnponlca N HAYMH HA NPUJIOKECHUEC

JledenueTo TpsiOBa /1a ce 3a0vHE U J1a Ce CIeAU OT JIEKapH CIeIUAINCTH 110 JUarHOCTHKA ¥ JICUCHUE
Ha PEeBMATOUJICH apTPUT, ICOPHATHYECH apPTPHUT, aHKWIO3UPAIIl CTIOHIMIINT, HEpEeHTTeHOTpadCKku
aKCHAJICH CIIOHIUJIOAPTPUT WIIK YJIIepo3eH KoauT. Ha nmanuenTure, tekyBaHu cbe Simponi, TpsOBa Ja
ObJle MpeoCTaBeHa KapTa Ha MaleHTa.

2 !O3I/I[QOBKa

Pesmamouden apmpum
Simponi 50 mg, npuIokKEeH BEAHBK MECEUHO, Ha €/JHA U ChIA JIaTa.
Simponi TpssOBa aa ce npuara ¢cebTeTBaI0 ¢ MTX.

Tcopuamuuen apmpum, aHKULO3Upauy CHOHOULUM UTU HEPEHMSEeHOZPAPCKU aKCUAIeH
CHOHOUNOAPMPUN
Simponi 50 mg, MpuIo’KeH BEAHBX MECEYHO, Ha €/THA U ChIIA JaTa.

3a BCUYKU U30POCHHU MO-TOPE MOKa3aHUS HATUYHUTE TaHHU TOBOPST, Y€ KIMHUYEH OTIOBOP
00WKHOBEHO ce nocTura cief 12 no 14-ceqmudano nedenue (cnen 3-4 nosu). [lpu nanuentu 6e3 naHHHA
3a TepaneBTUYCH e()eKT Mpe3 TO3U IMEePHO/T MPOIBIDKABAHETO Ha JICUEHUETO TPSAOBA J1a CE MPEOICHM.

[MarnuenTu ¢ TenecHo Terio Hax 100 kg

3a BCHUKU M30pOEHH MO-rope Moka3aHus npu naueHt ¢ RA, PsA, AS wim nr-Axial SpA ¢ TenecHo
terno Hax 100 kg, mpu kouro cien 3 1o 4 1034 He ce MOCTUTHE 32JI0BOJIUTENICH KITMHHYEH OTTOBOP,
MOJKE J1a c€ 00CH/I MMOBHUIIIaBaHEe Ha J103aTa Ha roiuMymad a0 100 mg BeaHBK MECEUHO, KaTo Ce
B3€M€ MpeIBUI MOBUIICHUAT PUCK OT OINPEENICHH CEPUO3HU HEXeJIaH! PeaKK NPy 103aTa OT

100 mg B cpaBHeHHE ¢ no3ata oT 50 mg (Bxk. Touka 4.8). [Ipu nanuenTn 6€3 JaHHU 3a TEPaNeBTUYCH
edexr cien 3 10 4 fonbIHUTENHU 1034 OoT 100 mg npoabKaBaHETO Ha JICUCHUETO TPsIOBa 1a ce
MIPEOIICHH.
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Yayeposzen konum npu ev3pacmuu

[MammuenTu ¢ TenecHo Terio nox 80 kg

Simponi ce npuiiara karo HavanHa a03a ot 200 mg, nocneasana ot 100 mg npe3 BropaTta ceaMHIIa.
[Ipu manueHTH ChC 3aI0BOJUTENICH OTIOBOP TPsIOBa a ce npuiiarat 50 mg Ha ceaMulia 6 U Cliea TOBa
Ha Bceku 4 cenmuity. [lanmeHTrHTE C HE3aIOBOIUTENIEH OTTOBOP MOXKE 1A C€ MOBIIUSAT TOJI0KHUTEITHO
OT MpoAbIDKaBaHe Ha JieueHneTo ¢be 100 mg Ha cenmMuIia 6 U cliex TOBa HA BCEKHU 4 CeIMHUIH (BK.
Touka 5.1).

[MTaruenTn ¢ TenecHo Terno 80 kg u moBeue
Simponi ce npuiiara karo HayanHa g03a ot 200 mg, mocneasana ot 100 mg npe3 BropaTa ceMHUIIA, a
cien ToBa 100 mg Ha Bceku 4 cemmund (BX. Todka 5.1).

Ilo BpEMC Ha IMMOAABPKAIIOTO JICUCHUE J03aTa Ha KOPTUKOCTECPOUANUTE MOXKE Ia CC HaMaJIn
IMMOCTETICHHO CHIVIACHO PBKOBOJICTBATA B KIIMHUYHATA IIPaKTUKa.

Criope1 HAMTUYHUTE TAaHHH, KIMHUYEH OTrOBOp ce mocTura 12-14 cenMuIiy ciies 3amoYBane Ha
nedyerneto (cien 4 no3u). [Ipu marueHTH, Mpu KOUTO MPe3 TO3U MEPUO ] HsIMa TaHHU 33 TepareBTUIHA
oJI3a, TPSIOBaA J1a ce OOMHUCIH MTPOAbIDKaBaHEe Ha JICYCHUETO.

Heouampuuen ynyeposen koaum (pUC)
[penopbuntennata q03a Simponi Mpy NaMEHTH Ha BB3PacT OT 2 710 17 TOAMHY ¢ YIIepO3eH KOJIUT

ce ocHOBaBa Ha TenecHoTo Terno (Tabmuna 1). Simponi ce npuiara 4pe3 MOAKOKHA HHKCKIIHSA.

Ta6auna 1: /loza Simponi npyu nexMaTpuyYHN NANUEHTH € YJIIePO3eH KOJIUT

TerJio Ha HNupyxkuuonHa 103a Hopxbpaxama xo3a, He3agbaxuTeaHo
nanueHTa 3a104BalIA HA HaMaJIleHHue Ha
Ceamuua 6 NMOIbP:KAIIATA 103a*

>80 k e 200 mgHna ceamuna O u (¢ 100 mg Ha Bceku Henpunoxrmo
B & 100 mg Ha ceamuiia 2 YETHUPHU CEIMHULIN
>40 ke 10 <80 k 200 mg Ha cenmuna O 1 |o 100 mg Ha BCEKH e 50 mg Ha BCEKH YETHPH
B & & 100 mg Ha ceamuia 2 YETUPHU CEIMULIU CeIMUIHA

e 100 mg HaB cenmuna 0 e 25 mg Ha BCEKH YETHUPH
S e 50 mg Ha BcekH
>15 kg no <40 kg u N — CeaIMHIIN

e 50 mg HaB cenmuua 2

*  JlexapsT MOXKe Ja TIOMUCIIH 33 HAMAIISIBAHE HA MOAbPIXKAIIATA 1034 MIPU MAIUCHTH B PEMUCHSI HA WITH CIIe]T
ceaqmuna 54.

3a 103UpOBKaTA U MPHIOKEHUETO Ha 25 mg romumymad BuxkTe Touka 4.2 ot KXII Ha 45 mg/0,45 ml
MHXEKIMOHEH Pa3TBOP B IPEIBAPUTEIIHO HAITBJIHEHA MU CAJIKA.

3a mo3upoBKaTa u npuiokeHuero Ha 50 mg ronumymad BrkTe Touka 4.2 ot KXII Ha 50 mg
WHXKEKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITBIIHEHA CIIPHHIIOBKA.

HannunuTe manHu mpenmonarar, 4e KIMHIYeH OTTOBOP OOMKHOBEHO C€ MOCTUTa B paMKHUTE Ha 12 110
14 ceamuru ot nedenueto (cien 4 nosu). [IpoapnkaBaHeTo Ha TepamusaTa TPOBa Ja ce mpepasriena
TIpH JeT1a, KOUTO He MOKa3BaT JaHHU 32 TepareBTHYHA 110JI32 B PAMKUTE Ha TO3H MTEPHO/.

IIpomycnara no3a

AKO ManyeHThT 3a0paBu Ja CH WHXKEKTUpa Simponi Ha IUTaHUupaHara jaTa, Toi TpsiOBa 1a cu
MH)KEKTHpa MPOIyCHAaTa 103a BeJHara oM CH CIIOMHH 3a ToBa. [lanuenture TpsOBa na ObaaT
WHCTPYKTHPAHHU Jla HE CM HHXCKTHUPAT JIBOIHA /1032, 32 J1a KOMIIEHCUPAT MPOITyCHATATA.

Cne;[BamaTa J03a TpH6Ba Ja 6’L,Z[e MPUJIIOKCHA CIIOPEA JAACHUTC 110-A0J1y IPCTIOPBKU:

® Axo ot OIpEACICHNA MOMCHT 3a MHXXCKTUPAHC Ha 103aTa Ca MUHAJIU IMO-MaJIKO OT 2 ceaMunu,
ManuCHTHT Tpr6Ba Ja CU MHXXCKTHUPpA MPOITyCHATATa 034 U Ja IPOABIJIKU IO ITbPBOHAYaIHATA
CXEMa Ha MPUIIOKEHUC.
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° AKO OT ompezieieHUs MOMEHT 3a WHKEKTHPaHe Ha J103aTa ca MHHAJIN MTOBEYE OT 2 CEAMMUIIH,
MAIMEeHTHT TPSAOBA JJa CH WHXKEKTHpPA MPOITyCHATa 1032 U J1a IPeMUHE KbM HOBA CXeMa Ha
MPUJIOKEHUE, 3aI10YBaIlla OT MOMEHTA Ha HH)KEKTHPAHEe Ha POIyCcHATaTa q03a.

Crenyaiiy nomnyJaiun
Cmapuecka 6v3pacm (= 65 co0unu)
He ce nanara xopekuus Ha 1o3aTa IpHu Xopa B cTapuecka Bh3pacT.

bvbpeuno u uepnodpobHo yepescoarne
Simponi He € U3NUTBaH NPH TE3H MOIMyJalMy NauueHTu. He Morat a ce nagart npernopbKy 3a
JI03UPOBKATA.

Tleouampuuna nonyrayus

bezonacHocTTa M erkacHOCTTa Ha Simponi IPH MAIMSHTH Ha Bb3PacT oA 18 roauHu 3a mokasaHus,
pasiuunu ot pJIA u pUC, He ca yctaHoBenu. Jlunceat nanau. Hsama choTBeTHA yroTpeda Ha Simponi
IpH Ieua Ha Bb3pacT nof 2 roaunu ¢ pJIA umu pUC.

Hauun Ha npuoxxeHue

Simponi e 3a MOAKOXKHO MpriokeHue. Cliesl ChoTBETHO 00yYeHHE B TEXHUKATA Ha TIOJKOKHO
WHXEKTUPaHE, NalUEHTUTE MOTAaT J1a C€ CaMOMH)KEKTHUPAT, aKO TEXHUAT JIEKap NPELECHH 3a
MOJIXOJISII0, C TOCJISABAII0 MEAUIIMHCKO HAOMI0IeHUE, ako ¢ HeoOxoaumo. [lanmentuTe TpsOBa 1a
ObJIaT MHCTPYKTUPAHHU Ja MHXCKTHPAT Ha3HAYCHOTO KOJIMYECTBO Simponi ChIIaCHO MOAPOOHUTE
HMHCTPYKIIMH 32 IPUIOKEHHE, JaJCHH B IMCTOBKATA 3a MalMeHTa. AKO ce Hajlara Jia ce MpUiIoxar
HAKOJIKO HH)KEKIIMH, T¢ TPSIOBa Ja ce NMpaBsAT Ha pa3jiMyHU MECTa 10 TSUI0TO. Besika npeasapuTeiHo
HaI'bJIHEHA CITPUHIIOBKA € MPEHa3HauCHA 3a €HOKPATHO MPUJIOKCHHUE Ha €IUH MMAalMEHTH U TpsOBa
Jla ce U3XBBPIM BeJlHATA CIIe]] yroTpeoa.

3a HHCTPYKIUH 32 MPHIIOKEHUE BIDKTE TOUKa 6.0.
4.3 IIporuBomokazaHus

CBp’I)X‘-IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HUJIM KBbM HAKOC OT IIOMOITHHUTEC BCIICCTBA,
n30poeHu B Touka 6.1.

AxrtuBHa Tyoepkyno3a (TB) wmu npyra Texka nHPEKIHS KaTo CETCUC, KAKTO U ONOPTIOHUCTUIHN
uH(EKIHU (BXK. Touka 4.4).

YMepeHo TexKa UK TeKKa chpjeuHa HepoctaTbuHocT (kimac II/IV mo NYHA) (k. Touka 4.4).

4.4 Croenuananu npeaynpeskaeHUs: U Mpeana3sHl MePKH NPH ynorpeda

IIpocnenumoct
3a 1a ce mogo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JIEKAPCTBEHH MPOYKTH, UMETO U TTAPTHIHUAT

HOMCP Ha MpuJjiaraHuvst HpoOaAyKT TpH6Ba Ja 6T>,I[aT SICHO 3aIliMCaHHu.

Undeknmn

[TanuenTure TpssOBa 1a ObJAT BHUMATEITHO MPOCIIEISIBAHU 32 pa3BUTHE HAa HH(DEKIINH, BKIIOYATEITHO U
TyOepKyIio3a — pejiy, 1o BpeMe Ha U ciie]] Kpas Ha JieueHueTo ¢ romumymad. [Ipensun ToBa, ye
SIIMMUHHAPAHETO Ha TOIMMYMal MOXe Jia MPOIBIDKH JI0 5 Mecela, Ipocie/iBaHeTo TpIOoBa 1a
MPOABIDKA U TIpe3 To3M nepuo. [Ipu maruenTn, pa3Buiii TeKKa HHPEKIUS UITN CETICUC, ISYCHUETO C
roJuMyMab He TpsiOBa aa mpoabkaBa (Bxk. Touka 4.3).

TlNonumymab He TpsOBa a ce mpuiara Mpu MaUeHTH ¢ KIIMHUYHO 3HAYMMa aKTUBHA HH(EKITHSL.
Koraro ce 00chk1a IprT0KEHHETO Ha TONMMMyMal TpY MAIMeHTH C XPOHUYHA MH(EKITUS HITH
aHaMHe3a 3a pelUIUBUpaIlyd HHPEKIMK, TPSIOBa Ja Ce MOAXO0K/a ¢ TOBUILICHO BHUMAaHHE.,
[TanuenTrTe TpsiOBa 1a ObAAT MOCHBETBAHU 3a MOTSHIIMATHUTE PUCKOBH (AKTOPHU 332 HHPEKTHUPAHE U
Jla TU U30srBarT.
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[NamuenTure, npuemamu TNF Onokepu, ca mo-moJaTiuBH KbM pa3BUTHE Ha TEKKU MH(EKLINH.

[Ipu manueHTH, TIEKYBaHU C TOJUMYMal, ce ChoOIaBa 3a OaKkTepraaHu (BKIIOYUTEIHO CETIICHC U
MTHEBMOHHS ), MUKOOaKTepuanHy (BKIrounTenHo TB), nHBa3uBHU I'bOMYHHU U OTIOPTIOHUCTUYHU
MH(EKINHU, BKIIIOYUTEIHO U € JieTalleH n3xo. Hskon ot TexkuTe nHYEKInH ca TOKJIaABaHHU MPH
MAIMEeHTH Ha ChIIBTCTBAI0 UMYHOCYIIPECHBHO JICYEHUE, KOETO, B AOIBIIHEHHE KbM CETAallTHOTO UM
3a0oJIsIBaHe, TH Ipe/pasoiara KbM pa3BuTHe Ha nHpeKyH. [laiuenTuTe, pa3Buii HoBa HHMEKIUS
110 BpEeMe Ha JICYEHHE ¢ TONUMyMal, TpsOBa a ObJaT BHUMATEIHO MPOCIeAsBaH U Aa ObaaT
MOJII0KEHM Ha ISUTOCTHA AMAarHOCTHUYHA OLieHKa. [Ipn manueHTuTe, pa3Buiid HOBa CEpHO3HA
WHQEKIHS UITU CETICHC, MPHIIOKEHUETO Ha ToIMMyMab TpsiOBa 1a Objie IPEKpaTeHo | Ja ce MPOBEIe
MOJIXOJISIIO TPOTHBOMHUKPOOHO MITM MPOTHBOI'EOMYHO JIeUEHHE, TOKATO HH(MEKIUATa He ObJe
OBJIAJISTHA.

HpI/I ManrueHTH, ) XUBCJIU UKW I'bTYBAJIU B paﬁOHH, KbJACTO NHBAa3UBHUTC I"b6I/IT-IHI/I I/IH(beKHI/II/I KaTo
XHCTOILIa3M03a, KOKIUINOUIOMHUKO3a WK OJ1aCTOMHKO3a ca €HAEMUYHH, ITOJI3UTE U PUCKOBETE OT
JICYCHUETO C TOIMMYMald TpsiOBa BHUMATEIHO J1a c€ OOCHIST, MPEeIH J1a € Ha3HA4YH JICUCHHUE C
roauMymad. AKO MpU PUCKOBH MAIMEHTH, JIEKYBaHH C TOMUMyMa0, ce pa3Bue CEpHO3HO CHCTEMHO
3abosiBane, TpsiOBa 1a ce MOA03Mpa MHBa3UBHA rbOMYHA HH(PEKIHS. AKO € BB3MOXKHO, IMarHo3ara u
NPUIOKEHHETO HAa eMIMPUYHA IPOTUBOIEOMYHA Tepanus IpHu Te3U MalMeHTH TpsOBa 1a ce HalpaBH
CJIC KOHCYyJITaluAd C JICKAp € OIIUT B JICHCHUCTO HA NAIIMCHTH C MHBAa3UBHU FT)6I/I‘IHI/I I/IH(l)eKHI/H/I.

TyOGepkynosa
HMa cpoOl1iieHus 3a pa3BUTHE HA TyOepKyJ103a MpH MallieHTH, oy4aBainy ronuMmymad. TpsOea na ce

0TOEJIeXKH, Ye B IOBEYETO OT T€3H CHhOOICHUS CTaBa BHIIPOC 3a M3BBbHOEIOAPOOHA TYOepKyII03a,
U3SBSBAIIA CE KAKTO KATO JIOKAIM3UPAHO, TAKa U KaTO JUCEMUHHUPAHO 3200 sIBAHE.

IIpenu 3amouBaHe HA JICYCHUETO C TOIMMYMa0, BCHUKH MAIlUCHTH TPsAOBa Aa OBAAT OICHEHH KaKTO 3a
aKTHBHA, TaKa U 3a HEaKTHUBHA (,,J1aTeHTHA”) TyOepKyio3a. OleHkara TpsiOBa 1a BKIIOUBa 00CTOMHA
MeIUIMHCKA aHaMHe3a ¢ JIMYHA aHaMHe3a 33 TyOepKyJ103a MM Bb3MOKSH IPEIIIECTBAI KOHTAKT C
TyOepKyJ103a ¥ MHHAJIO /MM HACTOSIIO MMYHOCYIIPECHBHO JeueHue. TpsaOBa na ce u3BbpIiar
CBOTBCTHUTC TCCTOBEC 34 CKPUHHHT, T.C. KOXCH TY6epKyJ'II/IHOB TECT WX KPBbBHHU U3CIICABAHUA U
peHTreHorpadus Ha TPBJICH KOIII, Ha BCUYKH MAaIlHeHTH (MOXKe J1a ca B CHJIa MECTHH U3HCKBaHHSA).
[IpenoppuBa ce pe3ynTaTute OT TE3HU U3CIECIBAHUS Ja CE 3alMIIAT B KapTaTa Ha rnaiueHTa. HamoMus
Ce Ha MPEINICBAIIUTE JICKAPH 32 PUCK OT (DaIIMBOOTPHUIIATEIIHU PE3YJITATH MPU KOXKEH
TyOEpKYJIMHOB TECT, 0COOCHO MPHU TEXKKO OOIHU WIIM UMYHOKOMIIPOMETHPAHH NallUCHTH.

Axo Ob/ie TMarHOCTUINpPAaHa aKTHBHA TYOEpKyJ03a, He TpAOBa J1a ce 3aroyBa Je4eHHe ¢ ToIMMyMab
(Bk. Touka 4.3).

ITpu cpMHEHHME 3a TaTeHTHA TyOepKyi103a, TpsOBa J1a ce HapaBU KOHCYJITALUS C JIEKap C OIMT B
JedeHnero Ha TyOepkynosa. [Ipu Bcuuku onucaHu mo-m1oiy ciydau TpsaOBa BHUMATEIHO Ja ce
NPELEeHN ChOTHOLIEHNUETO T0JI3a/PUCK Ha JICUSHUETO C FOJIMMYyMal.

Axo OBA€ MUarHoCTUIIMpaHa HEaKTUBHA (,,JaTeHTHA™) TYOEpKyII03a, IPEIX 3aloYBaHe Ha JICUCHUETO C
roaruMyMab TpsOBa Ja ce 3aloyHe JISYeHUE 3a JIATEHTHA TyOepKyi03a ¢ IPOTUBOTYOEPKYI03HU
CPEJICTBAa B ChOTBETCTBUE C MECTHUTE N3UCKBAHMS.

[Ipu nanyeHTH, KOUTO UMAT HAKOJIKO PUCKOBHU (aKTopa 3a TyOepKyJio3a WiiH 3HAYUMH PUCKOBU
(hakTOpH M OTPULIATEIHO U3CIICABAHE 32 JJATEHTHA TYOepKyJI03a, TpsiOBa 1a ce 00ChIH MPOBEKIAHE HA
JedeHHe C IPOTUBOTYOEPKYJIO3HU CPECTBA MIPEN 3alI0YBAHE HA JICYCHUETO C FOJIMMYMal.
HaznauaBaHeTo Ha TyOepKyJIOCTaTUUHO JIeUE€HHE, IIPEIU J1a CE 3all0YHE IPUIIOKEHUE Ha TOJIMMYMao,
TpsiOBa J1a ce 00CHAM U MPH NAMEHTH C aHaMHE3a 32 JIATCHTHA WM aKTHBHA TyOepKyio3a, IpU KOUTO
HE € CUTYPHO, Y€ € MMPOBEXIaHO aJeKBAaTHO JICUCHHE C IPOTUBOTYOEPKYIO3HHU CPEIICTBA.

[Ipu manueHTH, JIEKYBaHU C TOJUMYMal, ca Bb3HUKHAIN CIIy4and Ha aKTHBHA TyOepKyJji03a Mo BpeMe

Ha U CJIC JICUCHHUC 3a JIJaTCHTHA Ty6epI<yJ103a. HaHI/IGHTI/ITe, npuemMaliu FOJ'H/IMYMa6, Tpﬂ6Ba CTPUKTHO
Ja C€ MpocCiICAdaBaT 3a MpU3Hal 1 CUMIITOMU Ha aKTUBHA Ty66p1<yn03a, BKIIIOUYUTCIIHO IMAIITUCHTUTCE,
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KOHTO Ca MMaJIM OTPULATEIHO U3CTIeIBAHE 3a JIATEHTHA TyOepKyJi03a, HalueHTH, KOUTO ca Ha JeUeHHE
3a JJaTeHTHa TyOepKyno3a U NauueHTH, KOUTO ca OMJIM JIEKYBaHH 3a TYOEpKyJI03HA HH(EKIIHSL.

Bceuuku narpieHTH TpsAOBa 1a ObAaT MOCHBETBAHU J1a TIOTHPCAT MEIUIIMHCKA ITOMOII], aKO 10 BpeMe Ha
WK CJIe]T JICYCHHUE C TOIMMyMa0Ce MOSABST MPU3HAIN/CUMIITOMH, KOUTO TIPE/IoJaraT Haandrue Ha
TyOepKyJo3a (Hamp. IpOABIDKUTEIHA KalUTUIa, OTcIabBane/3aryba Ha Terio, cyodeOpunrer).

PeakTuBanyg Ha BUpyca Ha xenaTuT B

[Ipu manmenTn, texkyBanu ¢ TNF-aHTaroHUCTH, BKIIFOYUTEITHO TOTUMYMa0, KOUTO Ca XpOHUYHU
HOCHUTENIN Ha BUpyca Ha Xematut B (T.e. ca HBsAg-nonoxutenan), ¢ HabIto1aBaHO PeakTUBHUPaHE Ha
BUpyca. Hskou oT cirydanTe ca OWITH ¢ JIeTaleH U3X0/.

[MarmenTure TpsOBa na ObaaT u3cnensanu 3a HBV nndexnus npeau 3anoyBane Ha JIeUCHUE C
roxumymab. [Tpu manuenTty, Kouto ca mo3uTuBHU 32 HBV uHdeknus, ce npenopruBa KOHCYNTALUS C
JeKap, KOMTO MMa OMNUT B JIEUEHUETO HA XEMaTuT B.

ITo Bpeme Ha JIeUEHHETO U HIKOJIKO Mecella ciiell Kpas My Hocutenute Ha HBV, npu kouto ce Haynara
JIEYEeHHUE C TOTMMYMao, TpsaOBa 1a ObJaT BHUMATEITHO MPOCIEASBAHN 3a TIPU3HANN U CUMIITOMH Ha
aktuBHa HBV una}eknusa. HaMa gocTarsyHO HaHHU 32 CHITBTCTBAIIO JeUeHHe Ha HocuTenuTte Ha HBV
¢ TNF-aHTaroHucT ¥ NpOTUBOBUPYCEH IPENAPAT C LI IPENOTBPaTsIBaHE Ha peakTuBauusaTa Ha HBV.
[Ipu manueHTH, TPU KOUTO BUPYCHT HA XENATUT B ce peakTHBHpa, JICUSHUETO ¢ TOIMMyMal TpsOBa fa
Ce CIIpe | Ja ce 3aMoyHe eUKaCHO MPOTHBOBHUPYCHO JICUEHUE C MOIXOIAINO IMOAIBPIKAIIO JICYCHNUE.

3nmokavecTBeHU U AuMdonponrdepaTUBHY 3a0019BaHUSA

He e u3BecTHa moTeHImanHaTa pois Ha JedueHueto ¢ TNF Omokep 3a pa3BUTHETO Ha 3JI0KAYECTBEHH
3a0onsBaHus. B3 0OCHOBa Ha HAIMYHWUTE JaHHU KbM HACTOSIIUS MOMEHT HE CE M3KJIF0UBA EBEHTYaJICH
PHCK 3a pa3BUTHE Ha TUM(POMH, JIECBKEMHUS WIIH APYTH 37I0KAUYECTBCHH 3a00JIBaHUs TIPH MAIIUCHTH,
nekyBanu ¢ TNF-antaronuct. Tps6Ba ga ce moaxoskia ¢ TOBUIIICHO BHUMAaHUE TIPH 3aII0YBaHE HA
nedenue ¢ TNF Orokep npu manyieHTH ¢ aHaMHe3a 32 3JI0Ka4eCTBEHO 3a00IsIBaHe WITH TTPH
npoab/bkaBaHe Ha jieueHue ¢ TNF Onokep npu naiyeHTH, pa3BUIM 3JI0Ka4eCTBEHO 3a00JI1BaHe.

3noxauecmeenu 3a60a568aHUSL NPU NEOUAMPULHU NAYUESHTNU

B moctMapkeTHHIOBH YCIIOBHS MMa ChOOIIEHHUS 32 3JI0KaUYeCTBEHH 3a00JsIBaHNs, HAKOH ¢ (aTaneH
U3XOJ1, TIPH JIel1a, FOHOIIN ¥ MIIaJi Xopa (10 22-roJuIIHa Bb3pacT), JekyBanu ¢ TNF-0nokepu
(magyano Ha jgeyeHneTo < 18-rogumHa Bp3pact). [[pubnusuTenHo mosoBUHATA OT TE3H CIIydaH ca
mumpomu. dpyrute cimydan oOXBamaT pa3iniyHy 3JI0KaYeCTEHH 3a00JsIBaHMs, BKIIOYUTEIIHO PEIKU
3a0oJsiBaHuMs, 0OMKHOBEHO CBBP3BaHU ¢ UMyHocympecus. [Ipu nena u roHomw, nexkyBanu ¢ TNF-
O10Kepu, He MOXKeE J1a C€ M3KIIFOUM PUCK OT Pa3BUTHE HA 3JI0KAYECTBEHH 3a00JIIBaHUSL.

Jlumgom u nesxemus

B koHTpONHMpaHuTE eTany Ha KIMHUYHUTE N3MUTBaHUS Ha Bcukd TNF O10kepH, BKIIOYUTEITHO
Simponi, npu nanuenture Ha gedenue ¢ TNF-antaronuct ca HabnogaBaHu moBeye ciydan Ha
pa3BuTHE Ha TMM(OM B CPAaBHEHHUE C MALIMECHTUTE OT KOHTPOJIHUTE TPYIU. B KIMHUYHNTE N3MUTBAHUS
Ha roumymab daza [Ib u 11l npu marmentu ¢ RA, PsA u AS dectoTtara Ha pa3BUTHE Ha TUM(OM MPH
NalUeHTHTE, JIEKYBaHH C TOJIMMYyMal, € I0-BUCOKa OT CpeAHaTa 3a obmaTa nomynanusi. CboOmeHu ca
Cllydad Ha JICBKEMHUS [IPU MAaLUEHTH, JEKyBaHH ¢ ronumymad. [Ipu nauneHTy ¢ peBMaTonuaeH apTpuT ¢
roJisiMa JIaBHOCT M BUCOKA aKTHMBHOCT Ha BB3NAIUTEIHOTO 3200JIsIBaHe CHIICCTBYBA MOBUIIICH PUCK OT
nosiBa Ha JTUM(OM U JICBKEMHS, KOETO YCIOXKHSIBA OlICHKATa Ha PUCKA.

[pu nanmentu, nexyBanu ¢ apyru TNF-061okepu ca cho01aBaHu peaKH CIydan Ha XENaToJMeHaICH
T-knervuen mumdom (HSTCL) B mocTmapkeTHHIOBUS iepuo (BK. Touka 4.8). To3u psabK TUI
T-knerpueH TuMQOM € C MHOTO arpecuBeH X071 Ha 3a00JIIBaHETO U OOMKHOBEHO 3aBBPIIBA JETAIHO.
IloBedeTo OT cayyauTe ca Bb3HUKHAJIN IPU IOHOIIN M MBXXE B MJIaJla Bb3PACT, KaTO IIOYTH BCUYKH Ca
OwIM Ha CHIIBTCTBAIIIO JICUCHHUE C a3aTHoNpuH (AZA) unu 6-meprantonypul (6-MP) 3a
BB3NATUTETHO 3a00MsBaHe Ha yepBaTa. [[oTeHIMATHUAT pUCK npu KoMOuHUpane Ha AZA umu 6-MP ¢
roauMymad TpsiOBa BHUMATEHO J1a ce 0OOMHCIN. PHCKBT 3a pa3BuTHE Ha XenaTtoaueHaneH T-KieTbueH
mumdom mpu nanueHTty, nexkyBanu ¢ TNF-01o0kepu, He MOXe Ja ce N3KITIOYH.

104



3noxauecmeenu 3a60a56aHUsL, PASTUYHU OM TUMPOM

B koHTpONHMpaHuTE eTany Ha KIMHUYHUTE U3MUTBaHU Ha Simponi ¢a3za [Ib u 11 npu nanuenTu ¢
RA, PsA, AS u UC yecToTaTa Ha 37I0Ka4eCTBCHUTE 3a00JSIBAHMS, PA3JIMYHH OT TUMPOM (C
M3KJIIOUYEHHE Ha HEMEJIAaHOMEH KOKEH PaK), € CXO0AHA MEXy NAllMEHTHTE Ha JICYEHUE C TOITMMyMal U
TE€3U OT KOHTPOJIHUTE TPYIIH.

Lucnnazus/kapyunom Ha 0ebenomo yepeo

He e u3BecTHO fanu eueHUETOo ¢ roJMMyMal MOBIMSBA PUCKA 33 Pa3BUTHE HA TUCTIIA3HS WK
KapIMHOM Ha 7e0enoTo 4epBo. Ha BCHUKM MallMeHTy ¢ yIIepo3eH KOJIUT, KOUTO Ca C MOBHILEH PHCK
3a IUCIIIAa3Us MM KapIIMHOM Ha J1e0esI0TO 4epBo (HaIp. MAlUEeHTH ¢ IBITOTOANIIEH YIIEepO3eH KOIUT
WIN TBPBUYEH CKIEPO3UPALL XONAaHTUT) WK KOUTO UMAT aHaMHe3a 3a AUCIUIA3US MM KapIMHOM Ha
ne0eoTo yepBo, TPsAOBa PEOBHO Ja Ce MPAaBU CKPUHUHT 32 JUCIUIA3Hs MPEAN TeparusiTa U B Xo/1a Ha
3abossBaneTo. To3m mperien TpsaOBa fa BKIIIOYBA KOJTOHOCKOMHUS M OMOIICHS ChITIACHO HAIIMOHAIHUTE
pbKoBozcTBa. [Ipy manuenTy ¢ HOBOAMArHOCTHLMPAHA TUCTIIa3Hsl, JIEKyBaH! C TOJIUMYyMal,
PHUCKOBETE U MOJI3UTE 32 OTACTHUTE MALMeHTH TPsiIOBa BHUMATEITHO /1A CE IPELCHAT U Ja c€ 0OMHUCITH
JIaJv 1a ce IPOABIIKU TePaHATa.

B ekcruiopaTopHO KIMHUYHO M3MUTBAHE 32 OLICHKA Ha MPUIOKEHUETO HA TOIMMYMal MPH NAUEHTH C
TE)KKa MEePCUCTHPAIIIAa aCTMA Ca JI0KJIa/BAaHU TTOBEYE ChOOICHNUS 3a 37I0KaUeCTBEHN HOBOOOpa3yBaHUS
NPY TAIMEHTUTE, JIEKYBaHU C TOJMMYMal, B CPaBHEHHUE C TTAIIMEHTUTE OT KOHTPOJIHUTE TPYITH (BXK.
Touka 4.8). 3HaYMMOCTTa Ha TE3U Pe3yJTaTh HE € U3BECTHA.

B ekcrutopaTopHO KITMHUYHO M3MUTBAHE 32 olleHKa Ha Apyr TNF-anTaronuct — nHGIMKCUMA0, mpu
MalUEHTH C YMEPEHO TeXKa JI0 TeXKa XpOHUIHA 00CTpyKTUBHA OenoapoOHa 6oxnect (XOBB), ca
JOKJIaIBaHH [TOBEYE CHOOILICHHUS 32 3JI0KAUYECTBEHH 3a00JIIBaHMs, IPEIMMHO Ha OeIus Apo0 UiH
rJIaBaTa v MUsITa, P NAIUEHTHTE, JIeKyBaHH ¢ HHMIHKcHMa0, B CpaBHEHHE C MAIUCHTUTE OT
KOHTPOJIHUTE TpyNu. Bcnuky manueHTn ca Ouimy Texku mynradu. CieoBaTelTHo TpsOBa aa ce
MOJXO0’KAa C MOBHUILIEHO BHUMAaHHE TPH NMPHUJIOKEHUE Ha KOWTO U 1a ¢ TNF-aHTaronucT npu nauueHTu
¢ XOBBb, kakTo U Mnpu NaKUeHTH C MOBHUIIIEH PUCK OT Pa3BUTHE HA 3JI0KAYECTBEHO 3a00IIsIBaHE MOpaIu
TIOTIOHOMYIIICHE.

Paxk na xoorcama

[pu naumentu, nexkyBanu ¢ TNF-6nokupanu cpeacTsa, BKIIOYHTEIHO TOIMMYyMab, ce choOIaBa 3a
MmenaHoM u Merkel-knerpuen kapuuHoM (Bxk.Touka 4.8). [IpernopbuBat ce nepruoIudHu
JIepMaToJIOTHYHH IIPErJiead, 0COOCHO MPY MALMEHTH C PUCKOBH (DaKTOPH 3a PaK Ha KOXKaTa.

3acroifHa chpaedHa HemocrarbuHocT (3CH)

Cro01ieHn ca cirydau Ha BIIOIIaBaHe Ha 3acToiiHa cbpaeyHa HegoctaTbyHOoCcT (3CH) u mosiea Ha 3CH
npu TNF 6moxepu, BKIOUnTENHO U TomuMyMad. Hskon oT ciayyante ca ¢ jetaneH uzxos. B
KJIMHUYHO n3nuTBaHe Ha Apyr TNF-anTaroHuct ca HabroaBaHu BJOIIABaHE HA CHINECTBYBAIA
3aCTOIHA ChpJIe9YHa HEIOCTATHYHOCT U TIOBUIIIEHa CMBPTHOCT B pe3ynraTt Ha 3CH. ['omumymab He e
npoyuBaH npu nanueHTu cb¢ 3CH. ['ommMymabi TpsOBa ia ce mpuiara ¢ IOBHINIEHO BHUMAaHHE MTPH
MAIMeHTH C JieKa cbpzeuHa HegoctaTbuHocT (kiac I/ mo NYHA). ITauuentute TpsiOBa ga Obaat
BHHUMATEJIHO MPOCIIEASBAHU U MIPU MOSIBA UK IPOrPECUPAHE HA CUMIITOMUTE Ha ChpACUYHA
HEJOCTAaTHYHOCT MPUIIOKEHUETO Ha TOTMMyMal TpsaOBa na Ob/1e mpekpaTeHo (BK. Touka 4.3).

Hesponoruunu cr0uTs

[Ipunoxenuero na TNF-aHTaroHucT, BKIIOUYUTETHO U TOIUMYMa0, € CBBP3aHO ChC CIIyyaH Ha MosiBa
WK eK3a1repOanisi Ha CAMITOMHTE H/WJIH PEHTTEHOJIOTHYHUTE JJAHHU 32 JIEMUCITMHU3UPAIIH TPOIECH
Ha [IEHTpaTHaTa HEPBHA CHCTEMa, BKIFOUUTEITHO MHOKECTBEHA CKIlepo3a U nepudepHn
JEMHUETNHU3NPAIIY HapyeHus. [Ipy manuenTy ¢ npeAmecTBamo Wil HOBOMIOSBUIIO CE
JeMUEIMHU3UPAILIO HApyIICHUE TPsiIOBa BHUMATEIHO /1a CE MPELEHN ChOTHOLIEHUETO PUCK/TION3a OT
neuenneto ¢ TNF-aHTaroHucT, npenu Ja ce 3anovHe JieueHue ¢ romumymad. TpsoBa a ce o0chan
MIpeKpaTsABaHe Ha JEUEHHETO C TOJTMMYyMal, ako Bb3HUKHAT Te3W HapymIeHus (BXK. Touka 4.8).
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Onepanuu
OnuThT 1O OTHOIIIEHUE HAa OE30MIACHOCTTA HA TOMMMYMab CKOpPO CIie/l XUPypPrHIHU HHTEPBEHIINH,

BKJIFOUUTEITHO U apTPOILIACTUKA, € OTPaHMYCH. AKO Ce IJIaHUpa XUPYPruvyHa HHTEPBEHIMS, TpsOBa 1a
C€ B3eMe€ MPEJIBUJ IBIATUAT MOIYKUBOT HA JIEKAPCTBEHUS NPOIYKT. [lalieHT, npu KOroTo ce Hajgara
XUPYpPrudHa MHTEPBEHIIHS [T0 BpeMe Ha JICUEHUETO C TOIMMyMal, TpsOBa 1a Ob/le BHUMATEITHO
MIPOCIIEIBAH 3a pa3BUTHE Ha MH(EKIINHU, KaTO TPU HyXk/1a TpIOBa a ce B3eMaT ChOTBETHUTE MEPKH.

HmyHOCYTIpecus

Tsit kaTo TNF e MenuaTop Ha BH3MaJICHUETO U MOBIMIBA KJIECTHUHUS UIMYHEH OTTOBOP, ChILIECTBYBA
BeposTHOCT TNF-anTaroHucTuTe, BKIIOYUTEIHO U TOIMMYyMa0, /1a 3acAraT 3alfuTaTa Cperry
WHQEKIIMU ¥ Pa3BUTHE HA 3JI0KAYECTBECHH HOBOOOpa3yBaHMs.

ABTOMMYHHH IIPOILIECH

OtHocutennusat nedunut Ha TNFo, mpuanneH ot nedenueto ¢ TNF-anTaronucT, Moxxe fa JoBeJie 10
OTKJIIOYBAHETO Ha aBTOMMYHHH MPOIIECH. AKO Clie ] MPUIOKEHNE Ha TOMMYyMal ce pa3BUST
CUMIITOMH, XapaKTEPHHU 32 JIYIyC-110,100€H CHHPOM, U aHTHTEIaTa cpelly ABoriHoBeprxkHara JJHK
ce TIO3UTUBUPAT, JICICHHETO C ToMMMyMal TpsOBa /a ce mpeycTaHOBH (BK. Touka 4.8).

XeMaToJIOTUYHU PEAKIIUU

Nma cpoOmenns 3a ciyyan Ha NaHIUTONICHHS, JIEBKOTICHUS, HEYTPOIICHHS], arpaHyJIOLUTO3a,
aruIacTUYHa aHEMUS 1 TPOMOOLIMTONEHHUS TP NAlMEHTH, orydaBad TNF O10kepH, BKIIOYUTEIHO
roaumMyMat. Beuuky narnueHTy TpsOBa 1a ObAaT OCHBETBAHH JIa IIOTHPCAT He3a0aBHA MEIUITUHCKA
MIOMOIL], aKO Pa3BHUAT NPU3HAIM U CHMITOMH, KOUTO IPEATONaraT HaIn4ue Ha KPbBHA TUCKPa3ns
(mamp. nepcuctupail GeOpuInTeT, KpbBOHACAAAHUS, KbpBeHe, Oneanoct). [lpu manuentu ¢
YCTaHOBEHH XEMaTOJIOTMYHN aHOMAJIMH TPsIOBa Jla ce 00CHIN MpEeKpaTsIBaHe Ha JICYCHUETO C
roJuMyMa0.

CeiprerBanio npunoxkenne Ha TNF-aHTaronucTy 1 anakuHpa

[Ipu xIMHUYHYU IPOYYBaHMS ca HAOIIOIaBaHU CEPUO3HU MH(EKIIMU U HEYTPOIICHHS TIPH CHITBTCTBAIIO
npuiIokeHne Ha aHakuHpa u apyr TNF Gnokep, eranepuent, 6e3 JOMBIHUTENHA KIMHIYHA O3,
[lopanu xapakTepa Ha HEKEJIAHUTE Peakiy, HaOII0JaBaH! IPH Ta3u KOMOMHUpPAaHa TEPaIusl, CXOIHH
NPOSIBM HA TOKCHYHOCT MOJKE JIa Ce TPOSIBAT U B PE3YJITAT HA KOMOWHAIMATA OT aHAKWUHPA U IPYT
TNF 6mokep. KomOunmnpanero Ha ronuMymad U aHaKWHpa HE ce MPernopbyBa.

CerprerBanio npunokenne Ha TNF-anTaronucTy u abararent

B knmMHUYHY pOyYBaHUs CHITBTCTBANIOTO NpHiioxkenne Ha TNF-antaronucTy u abararent e Ouiio
CBBP3aHO C [TOBHIICH PUCK OT pa3BUTHE Ha WH(EKIMU B CPABHEHHUE C JICYEHHETO CaMo C
TNF-anTaronucr, BKITOYUTEIHO U CEPUO3HA MH(EKIINHU, 0€3 ChBMECTHOTO UM MPHIIOKECHUE JIa HOCH
KJIMHWYHA Toy3a. KoMOMHMpaHeTo Ha romuMyMal i abaTalenT He ce TPenophyBa.

ChIBTCTBALIO NPUIIOKEHHUE C IPYTH OMOIOTUYHU JIEKAPCTBEHHU NPOIYKTU

Hsima mocrarsuHo WHGOpMAITUS 110 OTHOIIICHHE HA CHITBTCTBAIATA YyIIOTpeda Ha roIuMymMad ¢ IpyTH
OMOJIOTNYHY JIEKapPCTBEHH MIPOIYKTH, H3II0JI3BaHH 3a JeUCHHE Ha ChIIUTE 3a00JsIBaHMs, 32 KOUTO Ce
M3M0J3Ba ronuMymad. CebTCTBaLaTa ynorpeoda Ha roJIuMyMad ¢ Te3u OMOJIOTHYHU IPOAYKTH HE ce
IpenopbYBa Mopagy Bb3MOKHOCTTA 32 TIOBUINIABAHE HAa PHCKA OT MHOEKIUS U APYTH MOTEHINAITHU
(hapMaKoIOTHYHH B3aUMOJICHCTBUSL.

IIpemunasane ot equd Bux ouosiorndeH DMARD kM ipyr

Heo0xo0auMo ¢ MOBUIIICHO BHUMAHUE U MAIMEHTUTE TPSOBa J1a MPOABIDKAT J1a ObAaT MPOCIIeIBaHU
MIpH MTPEMHUHABaHE OT €IWH OMOJIOTUYCH JIEKapCTBEH MPOIYKT KbM JIPYT, Thid KaTO MPUIIOKPUBAHETO
Ha OMOJIOTUYHA aKTUBHOCT MOJKE JIOIBITHUTEITHO Ja MTOBHINY PUCKA OT HEXXETIaHU PEaKIIiH,
BKJIFOUHUTEITHO UH(EKITU.

Bakcunanmu/TepaneBTH4Hy MHGEKIIMO3HU areHTH

Ha nanuenTtuTe, JeKyBaHU ¢ TOTMMyMa0, MOTAT J1a Ce MPaBAT BAKCHHH, C U3KIIIOYCHHE Ha KUBU
BaKCHUHU (BX. TOUKH 4.5 1 4.6). JlaHHUTE 32 OTTOBOpA MPH BaKCHHUPAHE C )KMBH BaKCUHU WU 32
BTOPHYHO MpeaaBaHe Ha HHPEKIHs Ype3 )KUBU BAKCHHU MIPH NAIMEHTH, KOUTO Ca Ha JICYCHHUE C aHTH-
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TNF MMPOAYKTH, Ca OTrPAHUYCHU. yHOTp€6aTa Ha J)KXMBH BAKCHMHH MOKE Ja JOBCAC 10 KIMHUYHHA
I/IH(beKL[I/II/I, BKJIFOYHUTCIHO JUCCMUHUPAHA I/IH(I)eKLII/II/I.

pyra ynotpe6a Ha TepaneBTHUYHU HH(EKIIMO3HN areHTH KaTo )KUBH aTCHIOMPaHU OakTepuu (Harp.
BnuBaHe Ha BCG B MUKOYHUS MeXyp NPH JICUeHHE Ha paK) MOXKeE J1a JIOBEJe /10 KIMHUYIHU UH(EKIUH,
BKITFOUUTEITHO JrceMUHUpany nHdpekun. [IpenmopruBa ce Aa He ce mpuiiarat TepaneBTHIHU
WHQPEKIMO3HU areHTH ChITBTCTBAIIO C FOJIUMYyMao.

AJIepTUYHU peakuuu

IIpy moCTMAapKETHHTOBHS OMHT ca CHOOIEHN CEPUO3HUA CUCTEMHHU PEAKITNH Ha CBPBXIYBCTBUTEITHOCT
(BKJTIOYMTEIHO aHA(HIAKTHYHA PEAKIIMs) CIIC]] MPUIIOKEHUE Ha rojuMyMal. Hsakou oT Te3u peakiuu
Ca HACTBIWIIHU CIIe ITbPBOTO MPHUIIOKEHNE Ha TONIMMyMal. AKo ce pa3Bre aHaApWIAKTUIHA WIH JpyTa
CEpHO3Ha allepruyHa Peakius, MPUIOKEHUETO Ha ToTMMyMal TpsiOBa J1a ce IPEYCTaHOBH U JIa ce
3alI0YHE NOIXOISLIO JICUCHHE.

Cspvxuyscmeumentocm KoM J1ameKc

KamaueTo Ha urnarta B npeiBapuTEeIHO HATbJTHEHATA MHCATIKA WIIM TIPEBAPUTEITHO HAIThIHEHATA
CIIPUHIIOBKA € HAIIPABEHO OT €CTECTBEH CyX Kay4dyK, ChIBPKALLl JIATEKC, ¥ € Bb3MOXKHO J1a IIPEIU3BUKA
aJepru4Hy peaklyy [IPU NalUEeHTH, CBPbXYyBCTBUTEIHU KbM JIATEKC.

Crenyaiiy nonyJalun

Cmapuecka 6v3pacm (> 65 coounu)

B knmuanyan npoyusanus daza I1I 3a neuenne Ha RA, PsA, AS u UC kaTto 115110 He ca 3a0ens3anu
Pa3nMKy 10 OTHOLIEHHE Ha HeXXenaHuTe ekapctBeHu peakunu (HJIP), cepuosnnTe Hexxenanu
nexapctenu peakiuu (CHJIP) u ceprosnute nHdeKIuM Mpy NauueHTy Ha 65 Wi noBeve roAnHH,
JIeKyBaHH ¢ TOMMyMa0, 1 TIo-MJIau MaiueHTy. Bee mak, npu iedyeHre Ha Xopa B cTapyecka Bb3pacT
Tpsi0Ba Jla ce MOX0K/1a C TOBUIIICHO BHUMaHUe, 0COOCHO 10 OTHOILICHUE Ha NosiBaTa Ha nHpekuuu. B
npoyuBaHeTo 3a nr-Axial SpA He ca BKIIIOUEHH NMAIMEHTH Ha Bb3pacT 45 Win noBeyde roJuHH.

bvopeuno u uepnoopobno yepescoane

He ca mpoBexanu crienyaiHyu IPOyYBaHUS HA TOIMMYMa0 MPH MalMeHTH ¢ ObOPEYHO WITH
4epHOIpOOHO yBpexkaaHe. [Ipu manueHTr ¢ HapylIeHa YepHoApoOHa PyHKIHUS ronuMymad TpsoBa aa
ce MpuJiara ¢ OBHILIEHO BHUMaHUe (BXK. Touka 4.2).

[leouampuuna nonviayus

Bakcunanumn

AKO € Bb3MOXHO, CE IPENopbhyBa MPEAU 3alI0UBAHETO Ha TepaNMsTa C FOJIMMyMal MeIuaTpUIHUTE
MAIMEeHTH 13 Ob/IaT UMYHU3UPAHU CHIIIACHO aKTyalIHUTE YKa3aHUs 32 UMyHU3aus (BX.
,,BaKCHHAITUH/TepaneBTHUHN HH(EKIIMO3HU CPEJCTBA" MO-TOPE).

Tlomownu sewgecmea c uzeecmuo oeticmeaue

Copbumon

Simponi ceabprka copouTon (E420). [Ipu manueHT ¢ peaku HacleACTBEHN MPoOIeMH Ha
HETIOHOCHMOCT KbM (hpyKTO3a, TpsIOBA Aa ce B3eMe MPeABU JONBIHUTEIHUAT eEKT OT
CHITBTCTBAIIOTO MPUIIOKEHHUE HA TIPOIYKTH, ChABPIKAIIH COPOUTOIN (MK GPYKTO3a) U XPAHUTCITHHS
npueM Ha copOuTol (rwim GpyKTo3a) (BXK. TOUKa 2).

Hoaucop6bar 80
Simponi ceabpxa 0,15 mg nonmucopdar 80 (E433) BBB Besika MpeiBAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA

[MomucopbaTnTe Morar Aa NPUYMHST aTEPTUYHU PEaKinu (BXK. TOUKa 2).

Puck 3a nexapcTBEHU TPEIIkh

Simponi e pa3peliieH 3a yrnorpeoda 3a Mo IK0KHO MPUI0KECHNE B KOJIMYECTBAa HAa aKTHBHOTO BEIICCTBO B
nmo3oBa equaMa 50 mg u 100 mg. BaxkHo € 11a ce u3mos3Ba MpaBIIHOTO KOJTUIECTBO aKTHBHO
BEIECTBO B JI030Ba €MHMIIA, 32 1a O'bJIe MPUIIOKEHA TPaBUITHATA 1033, KAKTO € TIOCOYEHO B
,»J103upoBKa‘“ (Bxk.TouKa 4.2). Heo0X0MMO € MOBUIIICHO BHUMAHUE, 3a JIa CE JJOCTAaBU IPABUITHOTO
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KOJIMYCCTBO AKTUBHO BCIICCTBO, U [da CC rapaHTHUpa, U€ HiIMA cy6)1031/1paHe HJIN CBPBXAO3UPAHC ITPU
MalMCHTUTC.

4.5 Bs3amMmopeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojeiicTBHe
He ca npoBexxaanu mpoyduBaHus 3a B3aUMOJICHCTBHATA.

ChIBTCTBALIO NPUIIOKEHHUE C IPYTH OMOIOTUYHU JIEKAPCTBEHHU NPOIYKTU

Kombunnpanero Ha rommMymad ¢ Apyru OMOIOTHYHH JIEKApCTBEHU MPOAYKTH, U3IMOI3BAHH 32

JieYeHHUE Ha ChIIUTE 3a00JsIBaHUS, 32 KOMTO CE M3II0JI3Ba U TOJMMYyMa0, BKIFOUUTEITHO aHAKUHPa U
abarallenT He ce MpenopbuBa (BK. Touka 4.4).

2KuBu BakcHHW/TepaneBTHYHA WHQECKIIMO3HY areHTH
[To Bpeme Ha eyeHHETO ¢ TONMMMYMal He TPSIOBa Jla ce pUIIaraT >KUBM BaKCUHH (BXK. TOUKH 4.4 1
4.6).

TepareBTHYHU HHPEKIIMO3HU areHTH He TPsOBa Jia ce mpuiiarat ChI'bTCTBAIIO C TOTMMYyMal
(Bk. Touka 4.4).

MertoTtpekcar
He3zaBucumMo oT TOBa, 4e ChIIBTCTBAIIOTO MpUiIokeHrue ¢ MTX BOJM 10 MO-BUCOKM KOHIIEHTPAIIUU Ha

TOTMMYMal B CTAI[MOHAPHO CHCTOSTHUE NpH NanueHTH ¢ RA, PSA wim AS, naHHUTE HE TOBOPAT 3a
HEOOXOAMMOCT OT KOPEKIIUS Ha J]03aTa HUTO Ha roaumMyMad, Huto Ha MTX (Bx. Touka 5.2).

4.6 DepruauTeT, O)PEeMEHHOCT U KbPMeHe

KeHu ¢ 1eTepoicH MOTCHITHAI

JKenute ¢ aerepojicH moTeHIMAN TPsIOBa Ja W3MOoNI3BaT e(DeKTHBHA KOHTPAIICIIIHS 32 MTPEAa3BaHe OT
OpeMEeHHOCT U J1a IPOIBJDKAT [ sl U3TIOI3BAT IMOHE 6 Mecela Clie] MOCISAHOTO MPHIIOKEHUE Ha
roJumMymao.

Bpemennoct
Nma npocnekTuBHO chOpaHH JaHHU 3a yMepeH Opoi (mpubnmsutento 400) OpeMeHHOCTH ¢

€KCITO3UIUS Ha TOITMMYMa0, KOMTO Cca JOBEJIH JI0 KUBHU PaXKIaHUsA C U3BECTHU PE3yJITaTH,
BKIIFOUUTENHO 220 OPEeMEHHOCTH C €KCIIO3UITUS TIpe3 MbPBUS TPUMECTHpP. B monmynanuoHHo
npoyuBane oT CeBepna EBpona, BximrouBaiio 131 6pemenHoctu (1 134 kppmadeTa) ca HaOIIO1aBaHU
6/134 (4,5%) cbOUTHS Ha CEPUO3HHU BPOJICHU aHOMAJIUH CJIC]] €KCIIO3UIIUA in utero Ha Simponi
cupssmo 599/10 823 (5,5%) crOuTus ciies] cucTeMHa HeOMOJIOrHYHa Tepanus, B cpaBHeHue ¢ 4,6% B
oOrmrara mormynaius Ha mpoy4dBaneTo. ChOTHOIIEHUATA HA IAHCOBETE, KOPUTUPAHH 332 CMYIIABAIIH
(hakropu, ca crorBeTHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi cpsiMO CHCTeMHa HEOMOJIOTHYHA
tepanus 1 OR 0,95 (95% CI 0,42-2,16) 3a Simponi cripsiMo 0011aTa Momyiamus.

Toii kaTo romumymad naxudupa TNF, npunokeHnero My 1o BpeMe Ha OpeMEHHOCTTa MOXKeE /1a
3acerHe HOpMaJIHUSI IMYHEH OTTOBOP Ha HOBOPOJEHOTO. [IpoyuBaHusTa PH KUBOTHH HE MOKA3BAT
NPSIKO WM HETPSIKO BPEIHO BB3ACHCTBHE BHPXY OpEMEHHOCTTA, eMOPHOHATHOTO/(PETATHOTO
pa3BUTHE U PaXKAAHETO WM MOCTHATAIHOTO pa3BUTHE (BXK. TOUKa 5.3). HanmMuHUAT KIMHUYEH OMHT €
orpanuueH. ['onumymab TpsOBa Ja ce U3IoN3Ba 110 BpeMe Ha OPEMEHHOCT CaMO aKo JICUCHHETO €
HAMCTUHA HAJIOKUTEITHO.

TlNonumymab npemunaBa nipe3 mianenTara. Cnen iedenue ¢ TNF-01okupaiiio MOHOKIOHAITHO
aHTUTSJIO 110 BpeMe Ha OPEeMEHHOCTTa, aHTUTSIIOTO CE YCTaHOBSIBA 70 6 Mecela B cepyMa Ha
KbpMaueTa, pOJEHH OT JEKyBaHHUTE )KEHU. B pe3ynraTr Ha ToBa T3 KbpMadeTa MOXKE Ja €a C
MOBHUIIIEH PUCK OT pa3BUTHE Ha HHPekuus. He ce npenoppuBa npuiiokeHUe Ha KUBH BAKCUHH NIPU
KbpMayeTa ¢ eKCIO3UIMS Ha TOIMMyMad in utero, 6 Mecela ciiel ociaeJHaTa HHKEKIHUS ¢ ToIuMyMal
Ha MaiikaTa 1o BpemMe Ha OpeMeHHOCTTa (BX. Touku 4.4 u 4.5).
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Kopmene
He e u3BecTHO manu romumMyMad ce eKCKpeTrpa B KbpMaTa Wil ce pe30pOrpa CUCTEMHO CIIe]T

nornbinane. [Ipun MaiiMyHH € ToKa3aHo, 4e ToIMMyMal NpeMHHaBa B KbpMaTa v IOHEKE YOBEIITKUTE
UMYHOTTIOOYJIMHU C€ EKCKPETHpaT B KbpPMaTa, )KEHUTE He TPSAOBaA Ja KbPMST [0 BpeMe Ha JICYCHUETO C
roauMymab 1 oHe 6 Mecena ciiesi Kpas My.

DepTunuTer
He ca npoBexxganu mpoydBaHus ¢ TOTUMyMad BEPXY QepTHIINTETA MTPH KUBOTHU. [IpoyuBane Ha

(epTHIIMTETA IPH MUILKH, C U3MOI3BAHE HA aHAJIOTHYHO aHTUTSIIO, KOETO U30MPaTEIHO HHXUOUpa
¢yHknmoHanHaTa akTuBHOCT Ha Mutivsi TNFo, He moka3Ba 3HaunMMU eeKTH BbpXy pepTminureTa
(Bk. Touka 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTA 32 modupaHe u padoTa ¢ MAIIUHA

Simponi noBnMsiBa B Majka CTENEH CIIOCOOHOCTTA 3a mo¢upaHe u pabota ¢ MamMHU. Beipeku ToBa
cllel] MpUJIoKeHHe Ha Simponi MOXKe a ce MOosABU 3amaiiBaHe (BX. Touka 4.8).

4.8 Hexenanun JeKapCTBEHH PeaKINU

Pestome Ha npodmiia Ha Ge300acHOCT

[Ipe3 koHTpOIHMpaHus IEpHOJI Ha OCHOBHUTE M3NUTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
MH(EKIMs Ha TOPHUTE JUXaTEIHU IBTHIA € Onia Haii-uecTtara Hexenana peakuus (HP), kosto ce
cpobmasa npu 12,6% ot nanueHTuTe, JJeKyBaHu ¢ roauMymad B cpaBHeHue ¢ 11,0% npu
KOHTpOJIHUTE nanueHTH. Hali-ceprosnure HP, cbo01enu 3a ronuMymal, BKIFOUBAT CEPHO3HU
MH(EKIHN (BKIIOYUTEIIHO CETICUC, THEBMOHMS, TB, HHBa3WBHU rbOMYHH U OMIOPTIOHUCTHYHH
MH(EKINN), AeMUESITMHU3UPAILH HapyleHus, peaktuBauus Ha HBV, 3CH, aBroumyHnHHU npouecu
(myryc-niofio06eH CHHIPOM), XeMaTOJIOTUYHU PEaKIiH, CEPHO3HA CUCTEMHA CBPbXYYBCTBUTEIHOCT
(BKITIOUUTEHO aHA(PUIAKTHYHA PEaKIs ), BACKYJIHT, TUM(OM U JieBKeMus (BXK. Touka 4.4).

TabnuyeH cUChK Ha HEXEIAHUTE PEaKIUN

HP, HabmogaBanu B KITMHUYHA U3MUTBAHUS U ChOOIICHH ITPH OCTMAPKETHHTOBATa yIoTpeda Ha
roaruMyMa0 B cBeTa, ca onrcanu B Tabmuna 2. B pamkute Ha cuctemo-opranaute kimacose HP ca
M30pOEHM I10 YECTOTa CIIOpPE/] ClIeHAaTa KOHBEHIIH: MHOTO YecTH (> 1/10); wectn (> 1/100 mo < 1/10);
Heuectd (> 1/1 000 mo < 1/100); peaxu (> 1/10 000 mxo < 1/1 000); muOTO peaku (< 1/10 000); c
HEW3BECTHA YeCTOTa (0T HATMYHHUTE JaHHHU He MOXe Jia Ob/ie HanpaBeHa olleHka). BBB Beska rpyna mo
YECTOTa HEeXEIAaHUTE PEaKINy ca TMPEACTaBeHN B HU3XO/ISII Pe/ 10 OTHOIIICHHUE Ha TSIXHATA
CEpUO3HOCT.

Tabéauna 2
Taoauden cnuchLK Ha HP

WNudexnyu u nndecranuu
Mmuoro yectu: MH(ekus Ha ropHATE TUXATETHU IBTUINA (HA30(apHHTHT,

(hapuHTUT, TAPUHTUT ¥ PUHHT)

Yectn: bakrepuanau napexyn (KaTo NenyuT), HHGEKIUs Ha
JOJTHUTE TUXATESITHH MBTUINA (KaTO MTHEBMOHHS), BUPYCHU
MH(EKINU (KaTo TPHUI U XepIiec), OpOHXUT, CHHYHT,
MOBBPXHOCTHU I'bOMUHN MHPEKIMH, adciiec

Heuectn: Cemncuc, BKIFOYHTENIHO CENTUYCH IOK, THETOHEPPUT

Penxn: TyOepkymno3a, OHOPTIOHUCTUYHU MH(EKLIUH (KaTO HAIIPUMED
MHBa3MBHU I'bONYHN MH(EKLIUH [XUCTOIUIA3MO3a,
KOKIMJIMOUOMHIKO3a, ITHEBMOIIUCTO3a |, OaKkTepualHa,
aTUIIMYHA MUKOOAKTepualiHa ¥ NIpOTO30iHa HH(EKIN),
peaxkTHBaIys HAa BUpYyca Ha XenatuT B, 6akrepuaneH apTpur,
WH(EKIHMO3eH OYPCUT
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Heormumazmu — noOpokavecTBeHH,
37I0KQUECTBEHH M HEOTIPEICTICHU

Heuectu:

Penkn:
C Heu3BeCTHA YECTOTA:

Heonna3mu (kaTo pak Ha KojkaTa, CKBaMO3HOKJIEThYEH
KapIuHOM M MEJIAHOIIUTEH HEBYC)

Jlumdom, neBkemusi, MesniaHoM, Merkel-kaeThueH KapIHOM
XenaronuenaneH T-knerpueH auMdom™, capkom Ha Kaposi

Hapymenus Ha KpbBTa 1 TUM(pHATA
cucTeMa
Yectu:

Heuectn:
Penxu:

JleBkoneHHs (BKIIOYUTEITHO HEYTPOICHHS ), aHEMHUS
TpombGoruTOnIEHN S, TAHITUTONICHHS
AmnyacTiyHa aHEeMHSI, arpaHyJIOIHUTO3a

Hapyuienusa Ha uMyHHaTa cucrema
Yectu:

Penkn:

Anepruunu peakuu (OpoHXOCHa3zbM,
CBPBXUYBCTBUTEIHOCT, YPTUKAPUS), TO3UTUBUPAHE HA
aBTOAHTHUTEIA

CepHo3HH CUCTEMHH PEaKLUHU HA CBPbXUYyBCTBUTEITHOCT
(BKIMIOUUTENHO aHApHUIAKTHYHA PEAKLIUs ), BACKYJIUT
(cucTemMeH), capKouI03a

Hapyuienns Ha eHOKpUHHATA
cucrema

Heuectu:

Tuponnnu HapymeHus (KaTo XUMOTUPEOUAUIBM,
XUIEPTHPEOUINZBM U CTPYMa)

Hapymenus Ha MeTabonusma u
XpaHEHETO

Heuectu: IloBumaBaHe Ha HMBaTa Ha KpbBHATA 3aXap, MOBUILIABaHE HA
HHUBATa HA JIUTUIUTE
[cnxuunu HapyILeHUs
Uectu: Jlempecus, 6e3cbHUE
Hapyuienus Ha HepBHaATa cucTemMa
Uectu: 3amaiiBaHe, r1aBo0OIHE, TAPECTE3USL
Hewectn: Hapymeno paBHoBecue
Penxu: JleMuenuHH3MpaIy HapymeHNs (LIEHTPATHH WITH
nepudepHy), TUCTeY3Us
Hapymenus na ounre
Heuectn: Hapyinenus Ha 3peHHeTO (KaTo 3aMbBIIICHO 3pEHUE U
HaMmaJleHa 3pUTEeTHa OCTPOTa), KOHIOHKTUBUT, aJleprisl Ha
ounte (Karo chbpOEK B OUUTE U JIPa3HEHE)
ChpaeyHu HapyLeHUs
Hedvectn: ApuT™mus, HICXeMUYHU KOPOHAPHH HAPYIICHHUS
Penxu: 3acroiiHa chpAeyHa HEAOCTATHUYHOCT (HOBOMOSABUIIA CE MIIH
BJIOIIABAHE HA BeUe ChIIECTBYBAIIA)
Cb1oBu HapyLICHUS
Uectu: AprepuanHa XUIEPTOHUS
Heuectn: Tpombo3a (kato ap100Ka BeHO3HA TPOMOO03a HITH TpomMbo3a
Ha aopTara), 3a4epBsiBaHe Ha JHULIETO
Penxu: ®enomen Ha Raynaud

PecnimpaTopHu, rppaHu U
MEINACTUHAIHN HapyIIEHUs
Yecru:

Heuectu:

AcCTMa ¥ CBBP3aHH C aCTMaTa CUMIITOMH (KaTo XpUITEHE U
OpoHXHaIHA XUIIEPAKTUBHOCT)
WuTepcruimanua 6enoapodHa 6omect

CroManiHo-4peBHU HAPYIICHUS
YectH:

Heuectn:

Jucnencus, racTpOMHTECTHHAIHA U aOJOMUHAIHA OOJIKa,
rajicHe, CTOMalTHO-YPEBHY BH3MAIMTEITHA HApyIIeHHUs (KaTo
TacTPUT U KOJIUT), CTOMATHT

Konctunanusi, racrpoe3odareanna pedurykcHa 601ecT
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XenaroOWIIMapHu HapyIICHHS
Yectn: IloBuimaBaHe Ha amaHWH aMUHOTpaHcdepas3ara, MOBUIIABAHE
Ha acrapTaT aMUHOTpaHcdepas3ara
Hewectu: XonenuTtnaza, 4epHOAPOOHH HAPYIICHUS

Hapymenus Ha koxaTa
Y TIOJTKO’KHATA THKaH
UYectu: Ilpypuryc, oOpuB, ajoneius, 1epMaTUT
Heuectu: Byio3HU KOKHU peakiiuy, ICOpUa3nc (HOBOIIOSBUII C€ HITH
BIIOIIIABaHE Ha BEYE CHIECTBYBAII] IICOPHA3HC,
MaJMapeH/IIaHTapeH U MyCTYII03€H), yPTHKAPHS
Penxu: JluxeHouaHM peakiyu, eKc(oaraus Ha KoxaTa, BACKYJIUT
(roxen)
C HemsBecTHa yecToTa: BiiomaBaHe Ha CHMITOMUTE HA JEPMATOMHUO3UT

Hapyuienns Ha
MYCKYJTHO-CKEJIETHATa CHCTEMA U
ChbeIUHHUTETHATA THKaH
Penxu: Jlymyc-mogo0eH cuHIpoM

Hapyienus Ha 0b0penure u
MMUKOYHHUTE ITHTHUINA
Penxu: HapymieHus Ha MUKOYHUS MeXyp, ObOpEeYHH HAPYIICHUS

Hapyuienns Ha
BB3IPOU3BOIUTEIHATA CUCTEMA U
rbpAaTa
Hewectn: Hapymenus Ha rbpanTe, MEHCTPYAIHH HapYIIECHUS

OO0 HapymieHus U eheKTH
Ha MSCTOTO Ha MPUIOKEHHE
Yectu: ITupexcust, acTeHUs, peaKIis Ha MACTOTO HA MH)KCKTUPAHE
(kaTo epuTEM Ha MSICTOTO HA MHXECKTUPAHE, YPTUKAPHS,
UHIyparys, 00JKa, KpbBOHACIIAHE, IPYPHUTYC, APa3sHEHE, U
napecte3us), IMCKOMQOPT B 00J1aCTTa HA TPBIAHUS KOIII
Penxu: 3abaBeHO 3apacTBaHe HAa paHU

HapaHHBaHI/IfI, OTpaBAHUA U
YCIIOXXHCHHA, Bb3HUKHAIN B
PE3YJTAaT Ha UHTCPBCHIIUN

UYectu: @PpakTypu Ha KOCTUTE

*  HabmomaBanu npu npyru TNF Grokepu.

B Ta3u Touka, MeuaHaTa Ha eprUoIa Ha IIpocieasiBane (MPUOIH3UTEHO 4 TOIUHN) KaTo IISUI0 €
MIpe/ICTaBeHA 3a BCAKO MPUIIOKEHHE Ha TonmMymad. Korato npunoxennero Ha TonuMymal € OIUCcaHo
CIpSIMO J103aTa, MEJMaHaTa Ha TIEpHUo/Ia Ha MPOCTeIIBaHe Ce MPOMEHS (TPUOTUIUTEITHO 2 TOUHU TTPU
nmo3a ot 50 mg, mpubauzutenHo 3 roguHu pu 103a oT 100 mg), KaTo MAIMEHTUTE MOKE Ja ca
MIPEeMUHAIH OT €[Ha /1032 KbM JpyTa.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIInn

HUngpexyuu

[Ipe3 KOHTpOIUpPaHUs TIEPUO]] HA OCHOBHUTE M3IMMTBAHUSA, C€ HaOJII01aBa MH(EKIIMS Ha TOPHUTE
JIUXaTeIHUA IBTUIIA KATO Hal-4eCTO ChOOIIaBaHaTa HeXKeIaHa JIeKapcTBeHa peakius npu 12,6% ot
JIEKyBaHHUTE C romuMymad manueHTH (dectota Ha 100 goBekoroaunu: 60,8, 95% CI: 55,0, 67,1), B
cpasaenue ¢ 11,0% mpu koHTpoIHHUTE NaruenTy (dectota Ha 100 yoBekorogunu: 54,5; 95% CI: 46,1,
64,0). B xoHTpOIMpaHU 1 HEKOHTPOJIMPAHU €Tal¥ Ha MPOYIBAHUATA, C MEIMaHAa HA TIPOCIICISIBaHE
MPUOIM3UTENTHO 4 TOJUHH, YeCTOTaTa Ha WH(EKINN Ha TOPHUTE AVXATEIHHU ITHTUIA Ha

100 goBexoromuuu e 6mna 34,9 cmyqas; 95% CI: 33,8; 36,0 3a nekyBaHuTe ¢ TONMMyMal MAMEeHTH.

[Ipe3 KOHTpOIUpPaHUs IEPHO]] HA OCHOBHUTE U3MUTBAHUS ca HaOmoqaBaHu nHdeknuu npu 23,0% ot
JIEKyBaHHUTE ¢ romuMymMad manueHTH (dectora Ha 100 goBekoroauuu: 132,0; 95% CI: 123,3, 141,1), B

cpasaenue ¢ 20,2% npu KOHTpOIHUTE HanueHTH (dyectoTta Ha 100 goBekorogmuau: 122,3; 95%
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CI: 109,5, 136,2). B koHTpONMpaHu ¥ HEKOHTPOJIMPAHH €TalH Ha 3MUTBAHUATA, C MEANAHA Ha
npocieasBaHe MpUOIN3UTETHO 4 TONUMHH, YecToTaTa Ha nHpekuuu Ha 100 yoBekoroauHu e Oumna
81,1 ceouTus; 95% CI: 79,5; 82,8 3a neKyBaHHUTE C TOJTUMYMa0 MaIUCHTH.

[Ipe3 xorTpONMMpanus nepuos Ha n3nutBanusaTa 3a RA, PsA, AS u nr-Axial SpA ca HaOmoaBaHu
cepuo3Hu nHpexkuuu npu 1,2% ot nekyBaHuTe ¢ TonuMyMad nauneHTy u 1,2% oT nanueHTHuTe B
KOHTpoJIHATa rpyna. Yecrorata Ha cepro3nute nHpeknuy Ha 100 YOBEKOTOAMHY MPU MPOCIICAIBaHE B
KOHTPOIIMPAHUS NIepro Ha m3nuTBanusATa 3a RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% CI: 4,6,
11,1 3a rpynara na ronumyma6 ot 100 mg, 2,9; 95% CI 1,2, 6,0 3a rpynara Ha rontumymad ot 50 mg u
3,6; 95%CI: 1,5, 7,0 3a mnarne6o rpynara. [Ipe3 KOHTpOJUpPaHUs NEPUOJT Ha U3MUTBAHUS Ha
WHIYKIIMOHHO JieueHue ¢ roaumymad npu UC, cepro3nn undeknuu ca Habmonasanu npu 0,8% ot
MAIMEHTUTE, IEKyBaHH C TONMMyMa0, B cpaBHeHUE ¢ 1,5% OT manueHTuTe B KOHTPOJIHATA IpyTa.
Cepuo3znure nHMEKIUN, HAOIOJaBaHN TP MAIMEHTHTE, IEKYBaHHU C TOIUMyMa0, BKIIIOYBAT
TyOepKyJi03a, OaKTepUaTHA HHGEKIINH, BKIFOUNTEIIHO CEIICUC U THEBMOHUS, HHBA3UBHU I'bONYHH
WHQEKIUU ¥ JPYTH OMIOPTIOHUCTUYHY UHGeKIuu. Hakon ot Te3u nHpekmu ca Onim ¢ JieTaieH
u3xo4. B KOHTpoIMpaHUTE U HEKOHTPOJIUPAHUTE €TAllU Ha OCHOBHUTE M3MUTBAHUS, C MEIMaHa Ha
npociensBane 0 3 TOAWHH, € HabJI01aBaHa MM0-BUCOKA YEeCTOTa Ha CEPHO3HH MH(EKIINH,
BKITFOUUTEITHO OMIOPTIOHUCTUYHY UHGeKkuu u TB npu naruenty, mony4asanu 100 mg romnmymao, B
CpaBHEHHE C ManueHTH, nonydaBany 50 mg romumymal. YectoraTta Ha BCUYKH CEPUO3HY UH(DEKIUN
Ha 100 goBekoronuuu e 6mna 4,1; 95% CI: 3,6; 4,5, npu nanuenture, morydasaiu 100 mg
roaumyMmab u 2,5; 95% CI: 2,0; 3,1 npu nanueHTuTe, nony4asaid 50 mg rommumymao.

3noxauecmeenu 3a60a518aHUsL

Jumgpom

[lo Bpeme Ha OCHOBHHTE U3IIMTBAHUS YECTOTATA HA PAa3BUTHE HAa TMM(OM IIpH JIEKyBaHUTE C
roJuMymal ManueHTH € T0-BUCOKa OT OYakBaHaTa B o0liaTa nomynanus. B koHTponupanute u
HEKOHTPOJUPAHUTE €Tall Ha Te3W U3MUTBaHUA, C MEIUaHa Ha MpOCeAsIBaHe 10 3 TOJUHH, €
Ha0JIr0/IaBaHa MO-BHCOKA YeCcTOTa Ha JIMM(OM TIpH MarueHTure, norydasany 100 mg romumymao, B
CpaBHEHHME C MAMEHTHTE, oiay4yasain 50 mg ronumymad. Jlumdom e auarnocTuipa npu

11 ygactauim (1 B TepaneBTiHuHUTE TpynH Ha 50 mg roauMymad u 10 B TepaneBTUYHUTE TPYITH Ha
100 mg romumymad), ¢ uectora (95% CI) Ha 100 yoBEeKOroMHY 3a NIEPHO/Ia HA MPOCIICISIBAHE IPU
0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) cnyuas, croTBeTHO ITpH roaumyMad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cyuas npu mwiauedo. [lo-romsima yact OT ciaydanTe Ha pa3BUTHE Ha TUM(OM ca
BB3HUKHATH pu poyuBaHeTo GO-AFTER, koeTo BKITIOUBA MAIMEHTH C MPEIX0IHA SKCITO3UIINS Ha
TNF-anTtaroHucTH, KOUTO Ca MMAJIX HO-TOJSIMA MPOIBIDKUTEIHOCT U pepakTepHOCT Ha
3abomsBaHeTo (BK. Touka 4.4).

3nokauecmsenu 36160./1}1661Hu}l, pasiudHu om Jll/lMd)OM

B KOHTPOJIMPAHUTC NICPUOAN HAa OCHOBHUTC U3NUTBAHUSA, KAKTO U IO BPEMC Ha HpI/I6J'II/I3I/IT€J'IHO
4-1"0):[I/IHIHOTO MMpoCJICAABAHE, YECTOTATa HA PA3JINYHUTE OT JH/IM(bOM 3JI0Ka4Y€CTBEHHU 3a00IsIBaHUS (C
HU3KIHOYCHUEC HAa HEMCIIAHOMHUS KOXKCH paK) € CXO0aHa B IrpynurTE HA JICUCHUE C FOJ]I/IMYMa6 n
KOHTPOJIHUTC I'PYIIA. ITo BpEMC Ha HpI/I6J'II/I3I/ITCJ'IHO 4—1"0):[PIH_IHOTO OpocCICAABAHE UCCTOTATA HA
PA3IMYIHUTE OT J'II/IM(bOM 3JI0KAYECTBEHU 3a00ISIBAHUS (C HU3KIIOYCHUE HAa HCMCIIAHOMHUS KOXKCH paK)
€ CXOaHa C Ta3Hu B 06IHaTa rnomyJjiagus.

ITo Bpeme Ha KOHTPOJIMPAHUTE U HEKOHTPOJIUPAHUTE IEPUOAN HA OCHOBHUTE U3MUTBAHUSA, C MEANAHA
Ha TpociieAsiBaHe 10 3 TOJUHH, HEMEJTaHOMEH paK Ha K0)KaTa € JUarHOCTUIIMPaH IpU 5 0T
y4acTHHUIHUTE, TpueMany 1uiane6o, 10 ot npuemanure roaumymad 50 mg u 31 ot npuemanure
romumyMad 100 mg mpu gectora (95% CI) Ha 100 yoBekorouHM 3a reproAa Ha npocieassane 0,36
(0,26; 0,49) o610 npu roaumymad u 0,87 (0,28; 2,04) npu miarebo.

ITo BpeMe Ha KOHTPOJIMPAHHUS U HEKOHTPOIUPAHUS ITEPHO]] HA OCHOBHUTE M3MIUTBAHUS, C MEMaHa Ha
MIPOCIIEIBaHE 10 3 TOAWHH, 3II0KAYeCTBEHH 3a00IsIBAaHHS C U3KITIOYCHHE HAa MEeJIaHOM, HEMEITaHOMEH
KOXKCH paK ¥ JMM(OM ca TUarHOCTULMPAHU IIPU S-Ma YYaCTHUIM, IPUEMaI mamedo, 21 ot
npueMaiurte ronmumymad 50 mg u 34 ot npuemanure rorumymad 100 mg npu yecrora (95% CI) Ha
100 goBekoromuHM 3a neproa Ha npocneasBane 0,48 (0,36; 0,62) o6mo 3a romumymad u 0,87 (0,28;
2,04) 3a mrane6o (BxK. Touka 4.4).
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Cvobuenus om KIUHUYHY USHUNEAHUS 3 JIeYeHUe HA ACmMd

B excmiopaTopHO KIMHUYHO IPOYYBaHE MAlMEHTH € TeKKa MEPCUCTHPAIIla acTMa ca MOIY TN
HaToBapBaiia a03a romumymad (150% ot onpezeneHara TepaneBTHYHA 1032a) MOAKOKHO Ha

cenmuia 0, ciex koeto ca JexyBanu ¢ ronumymad 200 mg, ronrumymad 100 mg nnu ronumymad

50 mg noaKoXHO Ha BcekH 4 cenMuiy A0 ceamuua 52. Ilpu nanueHTuTe Ha JedeHue ¢ romumymad
(n=230) ca chOOIIEHN OCEM 3TI0KaYECTBEHH 3200 IsIBAHUS M HUTO €JHO MPH MAIIMEHTHTE Ha TUIane0o
(n="79). CpoOmienue 3a nuM¢poM UMa Ipu 1 mauenT, 3a HeMeJTaHOMEH pak Ha Ko)KaTa Impu 2-Ma
NaMEHTH U 3a APYTH 3JI0KaYeCcTBEHH 3200 sIBaHus pH S5 nanuenTty. Hsama npeBanupane Ha
oTIpe/ieNieH BHJI 3I0KaueCTBEHO 3a00IIsBaHe.

[To Bpeme Ha muIane00-KOHTPONIMpPaHaTa YacT Ha MPOYyYBaHETO YectoTaTa Ha nosiBa (95% CI) Ha
BCHUYKH 3JI0Ka4eCTBEHHU 3a00/1sBaHus Ha 100 4OBEKOTOJUHM MTPOCIICABAHE HA MAI[UCHTUTE, JICKYBaHU
¢ ronumymao, e omna 3,19 (1,38; 6,28). B Toa mpoyuBane dectoraTa Ha nossa (95% CI) Ha

100 gyoBeKOTOIMHY TIPOCIENsIBaHE TPU MAIIMEHTUTE, JIEKYBaHU ¢ romumyMa0, e ouna 0,40 (0,01, 2,20)
3a mumdom, 0,79 (0,10, 2,86) 3a HemenaHOMeH KokeH pak u 1,99 (0,64, 4,63) 3a npyru 310Ka4eCTBEHU
3abomsBanus. [Ipu yuactHunuTe Ha 1iane6o yectorara Ha nosiea (95% CI) Ha Te3u 370Ka4ecTBeHN
3abonsBanus Ha 100 goBekoroauuu e 6mma 0,00 (0,00, 2,94). 3HaunMOCTTa Ha T€3H PE3YJITATH HE €
U3BECTHA.

Hesponozuunu cvoumus

B xoHTponMpaHUTE U HEKOHTPOJIMPAHUTE IEPUOAN HA OCHOBHUTE M3MUTBAHUA, C MEIUAaHA Ha
npocneasBaHe A0 3 TOANHM, € Ha0Io1aBaHa I0-BICOKA YeCTOTa Ha IEMUSIIMHU3AIMSA TIPH
NalMueHTHTe, ody4aBaiu rommyMad 100 mg, B cpaBHEHHE C MAIIMEHTHTE, MTOTYYaBaId TOIUMYyMal
50 mg (Bx. Touka 4.4).

Tosuwasane na 4uepHoOpoOHUmMeE eH3UMU

B xoHTponMpanus neproj Ha OCHOBHUTE M3NUTBaHUS 32 RA u PsA ce nmosBsBart jexu MOBUIIICHNUS Ha
AJIAT (> 1 u <3 x ropnara rpanuua Ha Hopmarta (ULN), cbc CXOIHH YECTOTH B TPYNHUTE HA
roJMMyMal U KOHTPOIJIHUTE TPYIH B U3MUTBaHUATA 32 JieueHue Ha RA u PsA (22,1% no 27,4% ot
MAIMEHTHTE ); KaTO B M3IUTBAHMATA 32 JieueHne Ha AS u nr-Axial SpA nipu moBede maiuenTy,
JIeKyBaHH ¢ TonuMyMa0, ce e mosBuIo Jieko nosumasane Ha AJIAT (26,9%), oTkonkoTo npu
koHTponHuTe nanueHTH (10,6%). [o Bpeme Ha KOHTPOIMPAHUTE U HEKOHTPOJIUPAHUTE NEPUOIHN HA
OCHOBHUTE M3MMTBaHUA 3a eueHne Ha RA u PsA, ¢ Mennana Ha mpociesBaHe NpUOIU3UTENHO

5 roguHM, YecTtoTara Ha Jekute nosumasanus Ha AJIAT B n3anuteanusTa 3a neyeHue Ha RA u PsA e
CXOJIHA IIPH JIEKYBAaHUTE C TOJIMMyMad NalueHTH 1 KOHTPOJIHUTE MAlMeHTH. B KOHTponupaHus
TIEPHUO/I HA OCHOBHUTE U3MUTBAHMS HAa MHIAYKIIMOHHO JieueHue ¢ ronumyMad npu UC ca Bb3HUKHAIH
nexu noBumienns Ha AJIAT (> 1 u <3 x ULN) B cX0HH CHOTHOIIEHUS MPH JIEKyBAaHUTE C
TOTMMYMal W KOHTPOJIHUTE MarueHTH (CboTBeTHO 8,0% 110 6,9% ). B KOHTpOmupaHuTe u
HEKOHTPOJUPAHUTE MEPHOAN Ha OcHOBHH n3nuTBanus 3a UC ¢ MenuaHa Ha mpociiesiBaHe
MPUOIM3UTENTHO 2 TOJUHH MPOUEHTHT Ha MalueHTuTe ¢ Jexu nosumienus Ha AJIAT e 24,7% npu
NalnyeHTH, IPUEeMaIly ToTuMyMa0l 110 BpeMe Ha eTara Ha MoJAbp Kalla Tepanus OT MPOYUYBAHETO IPH
UC.

B xoHTponupaHus neproj Ha OCHOBHHM M3MMTBAHUSA 3a JieueHHe Ha RA u AS nmoBuIaBaHusTa Ha
AJIAT > 5 x ULN He ca gecTH, KaTo Te ca HaOII0JaBaHu I0-4eCTO MPU MalUeHTUTE, JIEKYBaHHU C
roaumyMab (0,4% mo 0,9%), otkosikoTto mpu koHTposiHuTe manueHTH (0,0%). TakaBa TeHICHIIUS HE
ce Ha0Ir0/1aBa MpU MAIMEeHTUTE ¢ IcopuaTuyeH apTpuT. [lo BpeMe Ha KOHTpOJIMpaHUTE U
HEKOHTPOJIMPAHUTE NMEPUOAN Ha OCHOBHUTE M3NINTBAHUS, C MEAMAaHA Ha NPOCIENsBaHE 5 TOAVHH,
yectoTara Ha noBuinasane Ha AJIAT > 5 x ULN e cxonHa npu JieKyBaHUTE € TONUMyMal NalMeHTy u
MIpU KOHTPOJIHUTE MarueHTH. KaTo 1510 Te3u MOBUIIaBaHNA Ca ACUMIITOMHHU U CTOIHOCTHTE ce
MOHM)KABAT WIK Ce HOPMAJIM3HUPAT U MPH OTIAJAHAIN OT U3MUTBAHETO NAMEHTH, U IPU TaKUBa, KOUTO
NPOIBIDKABAT 14 YYaCTBAT, KAKTO U IIPHU KOPEKIHsI Ha IpHeMa Ha APYTH JIEKapCTBEHH MPOAYKTH.
Hsama cpo01ienn ciyyan 1o BpeMe Ha KOHTPOJIMPaHUS U HEKOHTPOIHMPAHUS IEPHO Ha TIPOYYBAHETO
3a nr-Axial SpA (mo 1 roguna). B koHTponMpaHus nepuo Ha OCHOBHU M3IUTBAHHS HA WHIYKIIMOHHO
neuyenne ¢ romumymad npu UC ca Bp3aukHanu nosumieHus Ha AJIAT > 5 x ULN B cxonnu
CHOTHOIIICHHS TIPH JIEKYBaHUTE C TOIMMYMa0 M NalueHTUTe, NpuemMani mianedo (ceorBerHo 0,3% mo
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1,0% ). B koHTpOMpaHuTe W HEKOHTPOJIMPAHUTE MEPUOIN HAa OCHOBHH n3nuTBanus 3a UC ¢ Meauana
Ha MpocJieAsBaHe NPUOIU3UTENHO 2 TOAWHY MIPOLCHTHT Ha MAlMEeHTHTE ¢ noBuiieHus Ha AJIAT
>5x ULN e 0,8% npu manueHTH, IpueMaliy roiuMymad 1mo BpeMe Ha eTara Ha Mo rbprKalia
Tepanus ot mpoyuBaneTo npu UC.

B ocHoBHE m3nuTBaHMA 3a nevueHne Ha RA, PsA, AS u nr-Axial SpA, equn nanuenT, Bkitoded B RA
U3IMTBAHE C MPEIIISCTBAIM YSPHOIPOOHH OTKIOHCHHSI U TIPUEM Ha JPYTH JIEKapCTBECHH MPOIYKTH,
KOHTO € JIeKyBaH ¢ TOIrMyMa0, € pa3Buil HeMH(EKIIMO3€eH XEMaTHT ¢ UKTep, ¢ JeTaneH u3xoa. He ce
W3KITI0YBA POJIATA Ha TOTUMYMal KaTo JOMPUHACHII WA yTeXKHABAII (HaKkTop.

Peaxyuu na mscmomo ma unsicexmupane

B xoHTponHMpaHuTe IepruoId Ha OCHOBHU M3MUTBAHUA 5,4% OT NMAIlMEHTUTE, JICKYBaHH C TOIIMMYyMao0,
ca TOJTyYMITH PEaKITUU Ha MICTOTO Ha HHXKEKTHpaHe B cpaBHEHHE ¢ 2,0% OT KOHTPOJTHUTE MAIIHCHTH.
HanuuueTo Ha aHTUTENA Cpelly ToJIMMyMal MOYKe Jia TIOBUIITM PUCKa OT PEaKIiy Ha MACTOTO Ha
umkekTrpaHe. [loBedeTo peakiuu Ha MACTOTO HAa HHXKEKTUPAHE Ca JIEKHU JI0 YMEPEHO TEXKKH, KaTo
Hali-uecTara e epuTeM Ha MACTOTO Ha HHXKEKTHUpaHe. KaTo 11510 mosiBaTa Ha peakiuy Ha MICTOTO Ha
WH)KCKTHpaHe HE Hajlara MpeKpaTsABaHe Ha IPUIOKESHUETO Ha JICKAPCTBECHHS MPOIYKT.

B kontponmpanute nznurBanus ¢asa lIb u/wnm 11 3a neuenue na RA, PsA, AS, nr-Axial SpA, Texka
nepcuctupaiia actma u B m3nutBanus ¢asza [I/111 3a newenue na UC, HUTO €JIMH OT JIEKyBaHUTE C
roJMMyMal MaIMeHTH He € pa3BII aHAQHUIAKTUIHA PEAKITHsL.

Aemoanmumena

ITo BpeMe Ha KOHTPOJIMPAHU U HEKOHTPOJIMPAHH MTEPHOAN HA OCHOBHH M3MUTBAHUS C €HOTOJUIIIEH
NepuoJ Ha IpociesBane, npu 3,5% OoT nalueHTHTe, JeKyBaHH ¢ romumymao, u 2,3% ot
KOHTPOJIHUTE MAalMEHTH 32 IbPBU BT ca yctaHoBeHH ANA (B TuThp 1:160 nnu no-Bucok). B kpast na
€HOTOIMIITHOTO MPOCeasiBaHe HATMYKeTo Ha aHTH-ASDNA anTuTena npu u3xoaHo antu-dsDNA
oTpunare sy nanueHTu e 1,1%.

Ileouampuuna nonynayus

Yayepozen xonum

BbezonacHoctTa Ha ronuMymab e poydeHa B npoyusane ¢asa Il npu 69 manuentu Ha Bb3pact ot 4 10
17 ronuHM ¢ yMepeH A0 TeXbK aKTUBEH YJIIEPO3eH KOJIHUT. B ToBa mpoyuBane HaOI0JaBaHUTE
HE)KEJIaHW PEaKIK ca B CbOTBETCTBHE C YCTAaHOBEHUS MPOQHII Ha 6€30IaCHOCT Ha TOJIMMyMal Ipu
BB3pacTHU nanueHTu ¢ UC.

Cro011aBane Ha MOJI03MPAHU HEXKEIIAaHH PEaKIIUH

CpoO11aBaHeTo Ha M0I03UPAHH HEXKEJIaH! PEaKIMU ClIe]] pa3pelaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
NPOIYKT € BaykHO. ToBa Mo3BOIISIBA A2 NPOIBIDKH HAOMIOICHUETO Ha ChOTHOILICHUETO TOI3a/PUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIIEIIUATICTH Ce U3UCKBA J]a ChOOIIABAT BCSKa
HO03MpaHa HeXXeJIaHa PeaKlys uype3 Hal[MOHalHa CHCTeMa 3a ChoOIIaBaHe, IOCOYEHa B
IIpunoxxenue V.

4.9 Ilpeno3upane
B ximHn4HO npoyyBane equHUYHY 034 10 10 mg/kg ca mHXeKTUpaHW MHTPaBEHO3HO 0e3 MPOsSBU Ha
TOKCHYHOCT, OTpaHHYaBalla jo3ata. B cirydaii Ha mpeqo3upane ce nIpenopbhiBa NaueHTHT Ja OCTaHe

o1 Ha6JHOI[eHI/Ie 3a IprU3HAU U CUMIITOMH HAa HCXKCJIAaHU PCAKIIUH, KaTO He3abaBHO ce 3aIoYHe
noAXoadAII0 CHMIITOMATHYHO JICUCHUC.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

dapmakoTeparneBTHUHA rpyna: UMyHoCynpecopu, HHXHOUTOPH HAa TyMOP-HEKPOTH3UpAIUsA (GakTop
anda (TNFa), ATC xoxa: LO4AAB06
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MexaHNU3bM Ha JICHCTBHE

lonrmymMab e 9oBenIKo MOHOKIIOHATHO aHTHTSUIO, KOeTo 00pa3yBa cTabMIIeH KOMIUIEKC C BUCOK
aUHUTET KaKTO KbM pa3TBOpPHMAaTa, Taka U KbM TpaHcMeMOpaHHaTa ¢popma Ha yoBenikus TNFa,
KOETO IpeJoTBpaTsaBa cBbp3BaneTo Ha TNFo kbM penentopute my.

dapMakoguHaMU4HU eHEKTH

JoxkazaHo e, 4e cBbp3BaHeTo Ha yoBewkus: TNF ¢ ronumymab HeyTpanusupa unayuupanata or TNFa
eKCIpecHs Ha MOBBPXHOCTTA Ha YOBEIIKUTE CHAOTEIHH KICTKU Ha aAXE3HOHHUTE MOJICKYJTH
E-cenexTuH, chlioBa agxe3nonHa Monekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MEXIyKIeThbuHa aaxe3nonHa Mornekyna 1 (intercellular adhesion molecule, ICAM-1). In vitro
roauMymabd naxuOupa u uagyuupanara ot TNF cexkpeuns Ha uarepiaeskus 6 (IL-6), IL-8 u
rpanyJonuT-Makpodar kojgonoctumynupail gakrop (GM-CSF).

B cpaBHenue ¢ rpynuTe Ha mianebo € HaOIr1aBaHO M OJOOPEHHE 10 OTHOIIEHHE Ha CTOWHOCTHTE
Ha C-peaxtuBHusa nporeut (CRP), kato 1eyenneTo cbe Simponi € JOBEIO 10 3HAYMMO MOHM)KaBaHEe
CIPSMO M3XOJHUTE CTOMHOCTH Ha cepymMHHTe HUBA Ha IL-6, ICAM-1, MaTpukcHarta
Mmetaionporernasza 3 (MMP-3) u cepoBoeHaoTenHMS pacTexeH daktop (vascular endothelial growth
factor, VEGF) B cpaBHeHHE ¢ KOHTPOJIHOTO JeueHue. B nonbiHenne, HuBara Ha TNFa ca ce
MOHWKWIN Nipy naneHTuTe ¢ RA u AS, a npu nanmentute ¢ PSA ca ce nonmxkwin HuBata Ha [L-8.
Te3u mpomMeHu ca HaOMOJaBaHU IPH ITbpBaTa OLIEHKa (ceaMuLa 4) ciies 3aroyBaHe Ha MPUIOKEHUETO
Ha Simponi 1 KaTo ISUT0 ca ce 3abPXKaIi JI0 cenMumna 24.

Kinanuna edukacHoCT

Pesunamouoen apmpum npu év3pacmnu

EdwukacHoctTa Ha Simponi e A0Ka3aHa B TpY MHOTOLIEHTPOBH, PaHIOMHU3UPAHH, IBOHHO-CIIEIIH,
1ae0o0 KOHTPOJUPaHU poy4YBaHus, BKitouBamy Haa 1 500 manueHTy Ha Bb3pact > 18 rogunu ¢ RA
C YMEPEHO JI0 CHJTHO M3pa3eHa aKTUBHOCT, JUATHOCTHUIIMPAH CIIOPE]] KPUTEPUNUTE Ha AMEPUKAHCKIS
kosex o peemaroiorust (ACR), morne 3 mecena npeau ckpuauHTa. [lanmerTrnTe ca nManu noxne

4 orounu u 4 OONIE3HEHU CTaBU. Simponi WK MIanedo ca OMIIM MHKEKTUPAH! MTOJIKOKHO BEIHBXK Ha
BCEKU 4 CeIMMUIIH.

B GO-FORWARD ca onenenun 444 namuenTy ¢ akTuBeH RA BeIpekn ctabuiHara j03a OT MOHe

15 mg/cenmuano MTX u kouto He ca ekyBanu nipean ToBa ¢ TNF-anraronuct. [TanmenTure ca
paHIOMU3UpaHH Ja moiyvapar miamne6o + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
win Simponi 100 mg + mmane6o. [launenture, kouro ca nomyyasanu mianedbo + MTX, ca npemunanu
Ha Simponi 50 mg + MTX cnen ceamuna 24. Ha cenMuiia 52 naiueHTHTE ca BKJIFOUEHU B OTKPUTO
IBIITOCPOYHO MPOABIKEHIE Ha TIPOYUBAHETO.

B GO-AFTER ca ouenenu 445 nanueHTH, 1€KyBaHU MIPEAU TOBA C €IMH WU IIOBEUE OT
TNF-anraronucrure aganumymad, eranepuent wiv uHpirkcumad. [Tarmenture ca paHIOMU3UPaHH
Jia mony4aBar miane6o, Simponi 50 mg unu Simponi 100 mg. ITo Bpeme Ha mpoy4BaHETO Ha
NAalKUEHTHUTE € Pa3peleHo 1a MpoabrKar cbibTcTBAIoTo DMARD neuenne ¢ MTX, cyndacanasun
(SSZ) w/unu xunpoxcuxnopoksut (HCQ). O0siBeHUTE NPUYHHY 3a IPEKpaTsBaHe Ha
npexamectsanoTo antH-TNF nedenne ca nmnca Ha edpukacHocT (58%), Henonocumoct (13%), w/unm
pasnu4Hy OT 0e30MacHOCTTa U eUKACHOCTTa MPUUYUHH (29%, MpeTuMHO 10 (PUHAHCOBH
CHOOpaKeHHUS).

B GO-BEFORE ca onienenu 637 nauueHntu ¢ aktuBeH RA, kouto He ca nonyyaBanu MTX u He ca
nexyBanu nipenu ToBa ¢ TNF-antaronuctu. [lanuenTure ca paHIoOMHU3UpaHu J1a TIOydyaBaT ramnedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX wmm Simponi 100 mg + ruiane6o. Ha
ceaMuIia 52 marMeHTHTe ca BKIIIOYCHH B OTKPUTO IBJITOCPOYHO MIPOIBIDKEHNE HA TIPOYYBAHETO, B
KOETO MaIMeHTUTe, olrydaBamu mianedo + MTX, kouto ca nmanu noHe exHa O0JIe3HEHA WIIN IOy Ta
CTaBa, ca MpeMHUHAIHN Ha JedeHne cke Simponi 50 mg + MTX.
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B GO-FORWARD (cpBMecCTHUTE) TBPBUYHM KpaliHU €A MPOLEHTHT MALMEHTH, TIPH KOUTO €
mocturaat ACR 20 orrosop Ha cenmunia 14 u mogoOpennero Ha cenqmuna 24 mo BernpocHuka 3a
OIICHKA Ha 37JpaBOCIOBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
IbpBUYHATA KpailHa TOYKa € MPOLEHTHT MalueHTH, Ipu Kouto e qocturnat ACR 20 otroBop Ha
ceamuna 14. B GO-BEFORE cbcTaBHUTE MBPBUYHU KpalHU TOYKHU Ca MPOLEHTHT NallMeHTH, IPH
xouto e gocturat ACR 50 otroBop Ha ceamuia 24 u mpomsiHaTa B MOIU(GHULIUPAHUS PE3YITAT 110
van der Heijde-Sharp (vdH-S) Ha ceqmuna 52. OcBeH MbpBUYHHUTE KpaiiHU TOUKH € HalpaBeHa U
JOITBJIHUTENHA OLIEHKA Ha BIMSHUETO Ha Simponi BPXy NpU3HALUTE U CUMITOMHUTE Ha apTPHUT,
peHTreHorpad)cku OTrOBOP, TEJECHN (QYHKIMH U CBBP3aHUTE ChC 3PABETO MOKA3aTeIH 32 KAUeCTBO
Ha JKHBOT.

Karo 1510 He ca ycTaHOBEHU KIMHUYHO 3HAUMMH Pa3/IMuus B IOKA3aTeINTe 3a ePUKACHOCT MEKAY
narnueHTuTe, noiayvasamm Simponi 50 mg u 100 mg, cbe cpbreTBan] npueM Ha MTX Ha

cenmuria 104 8 GO-FORWARD u GO-BEFORE u na cenmuria 24 8 GO-AFTER. BB Bcako or RA
MIPOy4YBaHUsATA CIIOpE] TU3aliHa Ha IPOYUYBAHETO, MALIUEHTUTE B ABITOCPOYHOTO NPOIBIKEHUE HA
NPOYYBAaHETO MOXKE Ja ca CMeHsIH Ao3ute Simponi ot 50 mg Ha 100 mg 1 o6paTHO MO HpeLeHKa Ha
JIeKapst B IPOYYBAHETO.

Ilpusnayu u cumnmomu

OcnoBuute ACR pesynraru 3a no3a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npexncrasenn B Tabnuma 3 u onvicanu mo-uoiry. Habmronasan e
OTrOBOp NPH ITbPBA OLICHKA (ceaMHuLa 4) ciel IbPBOHAYATHOTO NMPHUIIOKEHUE HA Simponi.

B GO-FORWARD or 89 yuactHu1M, paHaoMu3upany jaa noixydasat Simponi 50 mg + MTX, 48 ca
ocTaHaJIH Ha ToBa JiedeHue Ao ceaMuua 104. Ot Tax 40, 33 u 24 nanuentu ca umanu ACR otrosop Ha
cenmuna 104 ceorBetHo 20/50/70. Cpen manueHTHTE, KOUTO ca IPOIBIDKIIN YYaCTHETO CU B
MPOYYBAHETO U ca JIEKyBaHU chCc Simponi, ca HabmoxaBanu monooHu yectotd Ha ACR 20/50/70
oTroBop oT cenmuna 104 go ceammura 256.

B GO-AFTER nporenTsT oT naruenTute, mocturamm ACR 20 otroBop, € mo-BUCOK IIPH
MAIMeHTHTE, ITOJTydaBaly Simponi, B CpaBHEHHUE C MAIMSHTHTE Ha I11ae00, He3aBUCUMO OT
MpUYMHATA 33 IPEKpaTsBaHE HA MpealecTBauloTo JeueHue ¢ TNF-antaronuctu.

Ta0auna 3
OcHoBHHM pe3yaTaTu 3a epuKacHOCT B KOHTOIUpaHuTe etand HAa GO-FORWARD, GO-AFTER
u GO-BEFORE
GO-FORWARD GO-AFTER GO-BEFORE
AxTtuBeH RA BBIpexu AxtuBeH RA, nekyBan | AxktuBeH RA, HenmexkyBaH
nedeHueTo ¢ MTX IIpEeaU TOBA C €IMH UIIU npenu ToBa ¢ MTX
nosede TNF-aHTaronucTu
Simponi Simponi
[Tnane6o 50 mg [Tnane6o 50 mg
+ + Simponi + +
MTX MTX [nane6o 50 mg MTX MTX
n* 133 89 150 147 160 159
Otrosopuju nanueHT, %
ACR 20
Cenmuna 14 33% 55%* 18% 35%* NA NA
Cenmuma 24 28% 60%* 16% 31% 49% 62%
p =0,002
Cenmuna 52 NA NA NA NA 52% 60%
ACR 50
Cenmuna 14 10% 35%* 7% 15% NA NA
p=0,021
Cenmuna 24 14% 37%* 4% 16%* 29% 40%
Cenmuna 52 NA NA NA NA 36% 42%
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ACR 70

Cenmura 14 4% 14% 2% 10% NA NA
p = 0,008 p = 0,005

Cenmuna 24 5% 20%* 2% 9% p = 0,009 16% 24%

Cenmuna 52 NA NA NA NA 22% 28%

a n oTpassBa paHAOMHU3UPAHUTE MMAIITUCHTH; JICUCTBUTEITHHAT 6p0ﬁ ManyueHTH, IMOAXOAIIHN 3a OLICHKA 110 BCCKHU

HpoCiIeBaH NapaMeThbp, MOXKeE Jla BApUpa B 3aBUCHUMOCT OT [I€PHO/Ia Ha OLICHKA.
* p<0,001
NA: Henpunoxxumo

B GO-BEFORE 0CHOBHUAT aHaJIA3 NP MALMEHTUTE C YMEPEH A0 TEKBK PEBMATOUIEH apTPUT
(xomOuHMpany rpymu Simponi 50 u 100 mg + MTX cnpsimo MTX camoctositennHo 3a ACR 50) He e
CTaTHCTUYECKH 3HaUUM Ha ceamuna 24 (p = 0,053). Ha cenMuiia 52 B oOmiaTa momynanus IporeHThT
nanueHTy B rpynara Ha Simponi 50 mg + MTX, mocturnanu ACR oTroBop, kato usjio e 6uin
M0-BUCOK, HO HE CUTHU(MKAHTHO pa3ninieH B cpaBHeHHe ¢ MTX camocTosTento (Bx. Tabnuma 3).
JlomrbIHUTENHY aHATM3Y ca HAIlpaBeHHU 3a MOATPYNHTE, IPEACTaBUTEIHY 3a TIOKa3aHaTa 3a JIeueHHe
NOIyJIalys TALMEHTH C TEXBK, aKTUBEH U nporpecupany RA. JlemoncTpupan e o01mo no-roism edext
Ha Simponi 50 mg + MTX copsmo MTX caMmocToaTeIHO P MOKa3aHaTa IMOIYJIalisl B CPaBHEHHE C
ob1aTta mormyarmws.

B GO-FORWARD u GO-AFTER ca nabmogaBanu KIMHUYHO U CTATUCTHYECKH 3HAYMMHU OTTOBOPU
0 pe3yJiTara 3a akTUBHOCT Ha 3a0oisiBaHeTo (DAS28) 3a Bcekn peIBAPUTEIHO OTIPEIENICH MTEPUOT
Ha oIleHKa Ha cenmuiia 14 u ceamuna 24 (p < 0,001). Cpen marueHTHTE, OCTAaHAIM HA JICUCHUE CHC
Simponi, 3a KoeTo ca OuaM paHAOMHU3UPAHH B HAYAJIOTO HA MPOYYBaHETO, oTroBopuTe o DAS28 ca
ce 3agppkanu o ceamuua 104. Cpen mauueHTUTE, KOUTO ca MPOABIDKHIIN YIaCTHETO CH B
MPOYYBAHETO U ca JIEKYBaHU ChC Simponi, orroBopute o DAS28 ca 6miu nogo6uu ot ceamuriia 104
Jo ceamuna 256.

B GO-BEFORE e n3mepen 3HaUUMUSAT KIMHAYECH OTrOBOD, AeuHupan kato nojabspxane Ha ACR 70
OTTOBODP 3a NMPOIBIDKHUTENCH Iepro oT 6 Mecena. Ha cenmuna 52, 15% oT manueHTure B rpymnara Ha
Simponi 50 mg + MTX ca nocTuruaiu 3Ha4uM KIMHUYEH OTTOBOP B CpaBHEHHUE CbC 7% OT
MarueHTuTe B Tpynara Ha namebo + MTX (p = 0,018). Mexnay 159-te ydacTHUALIHA, paHIOMU3HPAHU Ha
Simponi 50 mg + MTX, 96 ca ocrananu Ha ToBa jedenne Ha ceaqmuna 104. Cpen Tsx 85, 66 n

53 manmenTu ca umanu otroBop ACR 20/50/70 crotBeTHO Ha cemmutia 104. Cpen manueHTHTE, KOUTO
ca MPOABJDKIIN YIaCTHETO CH B IPOYUBAHETO H ca JIEKYBaHHU ChC Simponi, ca HabI0AaBaHH TOJ00HH
yectoTd Ha ACR 20/50/70 otroBop ot ceamuiia 104 mo ceamua 256.

Penmeenoepagpcxu omeosop

B GO-BEFORE, 3a n1a ce orienu cTemneHTa Ha CTPyKTYpHO YBpeKIaHe, € U3MO0I3BaHa MPOMSHATA OT
W3XOJIHUTE CTOMHOCTH B pe3ynTara o vdH-S, koMOMHUpaH pe3ynTar 3a CTPYKTYpHO YBpEkKIaHe,
KOMTO M3MepBa peHTreHorpadcku Opos ¥ pasMepa Ha CTaBHUTE €PO3HMHU U CTETICHTA Ha CTECHSBAaHE Ha
CTaBHOTO NIPOCTPAHCTBO Ha PBLETE/KUTKUTE U cThHanara. OCHOBHUTE PE3yJITAaTH IpH 103a Simponi
50 mg Ha cenmuria 52 ca npejcraBeny B Tabnuia 4.

Bpost nanuenTr 6e3 1osiBa Ha HOBU €PO3HMH HIIH C MIPOMSIHA CIPSIMO U3XOJHHTE CTOHHOCTH Ha OOIIUS
pesynrat o vdH-S < 0 e 3Ha4MMO MO-BUCOK B TpyIara Ha JICYeHUE ChC Simponi B CpaBHEHHUE C
koHTposHaTa rpymna (p = 0,003). Penrrenorpadcekure edexru, HabaronaBaHu Ha ceiMuna 52, ca ce
3anaswin g0 cenmuna 104. Cpen mareHTuTe, KOUTO ca MPOIBDKIIN yYacTHETO CH B IIPOYYBAHETO U
ca JIEKyBaHHU CbC Simponi, peHTreHorpadckute eheKTH ca Omu nogo0Hu oT ceamuia 104 mo
ceamuua 256.
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Tadauua 4
Cpeanu peHTreHorpagcku NpoMeHU CIPSIMO M3XOJHUTE CTOHOCTH B 00LLMS Pe3yJITAT 10
vdH-S Ha ceqmuua 52 B oomara nonyJjanusi B GO-BEFORE

Inanedo + MTX Simponi 50 mg + MTX
n® 160 159
OO0 pe3yarar
W3xonHu cTroitHOCTH 19,7 (35,4) 18,7 (32,4)
[TpomsiHA OT U3XOHHUTE CTOMHOCTH 1,4 (4,6) 0,7 (5,2)*
Pesyarar 3a epo3ust
W3xoaHu CTOMHOCTH 11,3 (18,6) 10,8 (17,4)
[TpoMsiHa OT U3XOAHHUTE CTOHHOCTH 0,7 (2,8) 0,5 (2,1)
Pe3yarat 3a CCII
W3xogHu ctolHOCTH 8,4 (17,8) 7,9 (16,1)
[IpomsiHa OT U3XOAHUTE CTOMHOCTHU 0,6 (2,3) 0,2 (2,0)**
n oTpassBa paHAOMHU3UPAHUTC IMAIITUCHTH
* p=0,015
#% p=0,044

Tenecnu Qhynkyuy u Kauecmeo Ha HCUom, C8bP3AHO CbC 30PABOCIOBHOMO CHbCIMOAHUE

B GO-FORWARD u GO-AFTER ca onieHenu tenecante GyHKIIMHA U HHBAITUAHOCT KaToO OTACITHI
KpailHi TOYKH 4pe3 uHAekca 3a nHBanuaHocT Ha HAQ DI. B Te3u npoyuBanust Ha cenMuna 24,
Simponi noka3Ba KJIMHAYHO U CTATUCTHYECKU 3HAYUMO MOoA00peHue Ha nokaszarenute Ha HAQ DI ot
M3XOJHUTE B CPABHEHHE C KOHTPOIHUTE ManueHTH. Cpes MalueHTuTe, OCTaHaIU Ha JeUeHHe ChC
Simponi, 3a KoeTo ca oMM paHAOMHU3HPAHU B HAYAJIOTO Ha Mpoy4BaHeTo, mogodpenuero B HAQ DI
ce e 3axbprxkaino 1o ceamuna 104. Cpex manueHTUTe, KOUTO €A MPOIBIDKUINA YYaCTHETO CH B
NPOYYBAHETO U ca JIeKyBaHU chc Simponi, mogodpenrero B HAQ DI e 6uito mogo6Ho ot ceamuna 104
Jo ceamuna 256.

B GO-FORWARD npwu manueHture, JieKyBaH! ChC Simponi, € TOCTUTHATO KIMHUYHO H
CTaTUCTUYECKH 3HAYMMO MOAOOPEHNE 110 OTHOILIEHHE Ha KaYeCTBOTO Ha KUBOT, CBBP3aHO ChC
3/IpaBOCIIOBHOTO CHCTOSIHHE, OTIPEICICHO Bh3 OCHOBA HA TIOKA3aTEeNUTE 3a TeJICCHU (PyHKIMK Ha
SF-36, B cpaBHEHHE C MalMeHTUTe Ha mianedo Ha cenmuia 24. Cpes manueHTuTe, OCTaHAIH Ha
JiedeHne che Simponi, 32 KOETO ca OWJIM PaHAOMHU3MPAHH B HAYAJIOTO HA MPOYYBAHETO, IOJA00PCHUETO
B TenecHuTe pyHkuuu Ha SF-36 ce e 3anppxano no ceamuna 104. Cpen nanueHTUTe, KOUTO ca
NPOJIBIDKHIIN YYACTHETO CH B TIPOYYBAHETO U Ca JIEKYBaHH ChC Simponi, NOJOOPEHUETO B TEIECHUTE
(dynkiuu Ha SF-36 e 6mto momgo6Ho ot cenmuiia 104 1o ceamuiia 256. B GO-FORWARD u
GO-AFTER e nocTuraaTo cTaTUCTUYECKH 3HAYMMO NMOJ00OpEHHUE [0 OTHOLICHNE Ha yMOpara,
u3MepeHa ype3 GyHKIHMOHATHA OLIEHKa 110 cKajlaTa 3a JIeueHHe Ha XPOHUYHH 3a00JIsIBaHuUs - yMOpa
(FACIT-F).

Tlcopuamuuen apmpum npu 8v3pacmuu

besomnacHocTTa M ehukacHOCTTa Ha Simponi ca OIleHEH! B MHOTOIICHTPOBO, PaHIOMU3UPAHO,
miae6o koutpoaupano npoyusane (GO-REVEAL), xirouBaiio 405 Bb3pacTHY MAIUSHTH C aKTUBEH
PsA (= 3 oTounu craBu 1 > 3 00JIE3HEHU CTABH) BBIIPEKH JICUCHUETO C HECTEPOUIHU
npoTuBoBB3ManuTeHl MegukaMeHTH (NSAID) wnmn DMARD. ITanmeHTrTe B TOBa M3MUTBAHE €A C
nuarHoctunpan PsA mone mpeau 6 Mecela u ¢ IOHE JIeK Icopruasuc. Bkiiouenu ca manyueHTH ¢
BCHYK{ HOATUIIOBE TICOPUATHYCH apTPUT, BKIIOUUTETHO MONHAPTUKYIApeH apTpUT 0e3 peBMaTHUHH
BB31H (43%), acumerprder nepudepen aptput (30%), apTpuT Ha TUCTATHUTE UHTEPQaTaHTeaTHH
craeu (15%), cnonaunur ¢ nepudepen aptpurt (11%) u uaBanunuzupant aptput (1%). He ce nomycka
npexmrectsanio yeueHue ¢ TNF-anTaronuct. Simponi wiy mianedo ce mpuiarat moaKoKHO rpe3 4
cenmunu. [lanmenTuTe ca paHIOMU3UPAHH Ja Mmofydasar mianebo, Simponi 50 mg uinu Simponi

100 mg. ITanmeHTUTE, KOMTO Ca MOJIydaBajy Iamnedo, ca mpeMuHaIu Ha Simponi 50 mg cien
cenmuiia 24. [anuenTrTe ca BKIIOYEHH B OTKPHUTO JBITOCPOYHO MPOJABIDKCHNE Ha TIPOYYBAHETO HA
ceamuna 52. [Tpubnusnrenno 48% OT MarueHTHTE ca MPOIBIIKILTN JISYSHUETO C TIOCTOSTHHU 1031
MmetoTpekcar (< 25 mg/ceamnyno). CbBMECTHUTE IbPBUYHU KPaHHHU TOUYKH €A MPOLEHTHT NAIUEHTH,
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nmocturam ACR 20 otroBop Ha ceqmutia 14 1 mpoMsiHa Ha U3XOAHUTE CTOMHOCTH Ha oOmwst PsA,
mouduuupan no vdH-S pesynrat, Ha ceamuna 24.

Karo 1510 He ca HaOMOJaBaHN KIIMHUYHO 3HAYMMH PA3NIMUUs B MOKa3aTeNHUTe 32 e(PUKACHOCT MEXTY
cxemute Ha npwiarane Ha Simponi 50 mg u 100 mg Ha ceamuna 104. Cnopen nu3aiiHa Ha
NPOYYBAHETO MALMEHTUTE B ABITOCPOUHOTO MPOABIDKEHUE HA TIPOYYBAHETO MOJKE J1a ca CMEHSUIN
no3ute Simponi oT 50 mg Ha 100 mg 1 00paTHO MO MpelcHKa Ha JeKaps B IPOYYBAHETO.

Ilpusnayu u cumnmomu
OcHoBHHTE pe3ynTaTH 3a qo3ara oT 50 mg Ha ceamuny 14 u 24 ca npepcraBeny B Tabnuma 5 u
OTMCAHU TIO-JI0TTY.

Taoauna 5
OcHoBHHU pe3yJrTaTu 3a epukacHoctTa oT GO-REVEAL
Simponi
[Tnane6o 50 mg*
n® 113 146
OTroBopuwjiu nanueHTu, %
ACR 20
Cenmuna 14 9% 51%
Cenmuna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmuna 24 4% 32%
ACR 70
Cenmuna 14 1% 12%
Cenmuna 24 1% 19%
PASIP 75¢
Cenmuna 14 3% 40%
Cenmuna 24 1% 56%

*  p<0,05 32 BcUYKH CpaBHCHUS;
N O0Tpa3siBa paHAOMH3UPAHHUTE MAIIUEHTH; ACHCTBUTEIHUAT OPOil MALIMEHTH, TIOXOSIIH 3a OLIEHKA 110 BCEKH
HPOCIEAsBaH apaMeThp, MOXKE J1a Bapupa B 3aBUCUMOCT OT HIEpHO/ia Ha OLICHKA

ITnow na ncopuasuca u unoexc Ha mesicecm
B®3 ocHOBa Ha moArpynaTa DalMeHTH ¢ U3XOIHO 3acsiraHe Ha > 3% oT TenecHara o, 79 nauuentu (69,9%) B
rpynara Ha miame6o u 109 (74,3%) B rpymnara Ha jiedeHue cbe Simponi 50 mg.

OTtroBopu ca HaOItOJaBaHU MPH ITEPBaTa OIeHKa (cenMuIia 4) cie MbpBOHAYAITHOTO MPUJIOKEHHE Ha
Simponi. Cxoaau ACR 20 oTroBopu Ha ceaMunia 14 ca HaOJIOJaBaHK MTPH MAIUSHTHUTE C
MOJIMAPTUKYJIAPSH apTPUT O€3 PEBMATOMIHHU BH3JIM U MPH IMOATHIIOBETE aCUMETPUUCH niepudepeH
PsA. BposTt Ha maMeHTUTe ¢ Ipyru noaTunose PSA e TBbpae MaibK, 3a Ja MO3BOJU aI€KBAaTHA
orieHka. HabOmojapaHuTe OTrOBOPH B TPYIHTE Ha JICUCHUE ChC Simponi ca CXOIHH MPH MAIUCHTHTE,
KOHUTO ca mpueMaiu chirbTcTBamo MTX u Te3u, kouto He ca npuemanu. Ot 146 manueHTu
pannomusupanu Ha Simponi 50 mg, 70 ca OGwin Bee omle Ha ToBa jiedeHue Ha ceamuua 104. Ot te3n
70 nanmenty, 64, 46 u 31 nanuentu ca umanu cotBeTHO ACR otrosop 20/50/70. Cpen nanuenrure,
KOHUTO Ca MPOIBJIKIIN YIaCTUETO CH B MPOYYBAHETO U Ca JICKyBaHHU ChC Simponi, ca HaOIr01aBaHu
nono6uu yectotu Ha ACR 20/50/70 otroBop ot ceqmuua 104 no cenmuma 256.

CratucTryecKy 3Ha4uMu otroBopu o DAS28 ca HabmronaBanu Ha ceamuiu 14 u 24 (p < 0,05).

Ha cenqmuna 24, npu nanueHTTe, JeKyBaHU cbC Simponi, € Ha0I0JaBaHo MoJ00peHHEe B
NoKa3arenuTe 3a nepudepHa aKTUBHOCT Ha IICOPHUATUIHUS apTpUT (Hamp. Opoit 0TO4HU cTaBu, Opoit
00JIe3HEHN/YyBCTBUTEIIHH CTaBH, IAKTHIUT U eHTe3UT). JleueHneTo che Simponi € J0BENo 110
3HaYMMO MOJ00pEHHE Ha TeJIeCHUTE (PyHKIMHU, OlleHeHa Bb3 ocHoBa Ha HAQ DI, xakTo u 1o 3Ha4nMo
noJo0peHne B KaueCTBOTO Ha )KUBOT, CBBP3aHO ChC 3PAaBOCIOBHOTO CHCTOSIHHE, OLICHEHO Bb3 OCHOBA
Ha MOKa3aTeINTe 3a TCIICCHU (PYHKIUU U MICUXHUISCKO cheTosiHue Ha SF-36. [Ipu manuenTure,
OCTaHaJM Ha JIeueHHEe ChC Simponi, 32 KOETO ca OWIIM paHJIOMHU3HPAHU B HAYAJIOTO Ha MPOYYBAHETO,

119



DAS28 u HAQ DI otroBopure ce 3anas3Bat npe3 ceamuia 104. Cpea mauueHTure, KOUTO ca
NPOIBJDKUIIN YYAaCTUETO CH B IPOYUYBAHETO U ca JIeKyBaHU cbe Simponi, DAS28 1 HAQ DI
OTroBopHTe ca omiu moooHu ot cenmuna 104 mo cenmuia 256.

Penmeenozpachcku omzoeop

CTpyKTYpPHOTO YBpeXIaHe Ha PBLETE U XOIWIaTa € OLEHEHO PEHTreHorpad)CKH Ype3 MpoMsiHa Ha
u3xonHuTe ctoiiHocTr Ha vdH-S pesynrara, Mmoanduimpan 3a PsA, upe3 npubaBsiHe Ha TUCTAITHUTE
uHTepdaIaHreaqHy CTaBU Ha pbKaTa.

JleuenneTo cbe Simponi 50 mg HaMansBa CKOPOCTTa Ha MpOrpecus Ha nepudepHo yBpexIaHe Ha
CTaBHUTE, B CPAaBHEHUE C JICUEHHETO C Iyanedo Ha cenMuIa 24, u3MepeHa ype3 MpoMsiHa B U3XOJTHUTE
cToitHocTH B 00umst Momuduuupan vdH-S pesynarar (cpeano + SD pesynrara e 0,27 + 1,3 B mutane6o
rpymara, B cpaBHenue ¢ - 0,16 £ 1,3 B Simponi rpynara p = 0,011). OcBen Te3u 146 manueHTH, KOUTO
ca OMITM paHIOMU3UpaHu Ha Simponi 50 mg, ca HaTMYHN PEHTIeHOrpadCKU JaHHU Ha ceaMuna 52 3a
126 manmenTH, 0T KOUTO 77% HE ca MOKa3alli IPOTrPeCcHs B CPABHEHNE C U3XOIHUTE CTOMHOCTH.
Hannunu ca pentreHorpadceku qannu Ha ceamuna 104 3a 114 nanuenty, ot kouto 77% He ca
MOKa3aJIM MPOTrpecHsi OT U3XOAHUTE CTOMHOCTH. Cpel MalueHTUTe, KOUTO Ca MPOABIKUIN YyIaCTHETO
CH B IPOYYBAHETO M ca JIEKYBaHU ChC Simponi, moo0eH Opoi NalueHTH He ca MoKa3alu porpecus
OT U3XOJHUTE CTOMHOCTH OT ceamunia 104 mo cenmuma 256.

Axkcuanen cnoHOuI0apmpum npy_ 8b3pacimuy

Anxunosupauwy cnonouIum npu 8b3pacmHu

EdukacHoctTa 1 6e30macHOCTTa Ha Simponi ca OLIEHEHH B MHOTOLICHTPOBO, PaHIOMH3UPAHO,
JIBOMHO-CIIATIO, T1ale00 KoHTpoupano npoyusane (GO-RAISE), BkimouBaio 356 Bb3pacTHU
nanueHTy ¢ akTuBeH AS (¢ MlHaekc Ha aKTHBHOCT Ha 3a00JI1BaHETO aHKWIIO3UpAll CIIOHAMIUT 1o bat
[BASDAI] > 4 u pe3ynrat 1o Bu3yanHa aHanorosa ckana (VAS) > 4 3a obmra 6onka B repba ot 0 10
10 cm). B nmpoyuBaHeTo ca BKJIIOYCHHU MAIMEHTH ¢ aKTHBHO 3200JIsIBaHE HE3aBHCUMO OT HACTOSIIIO
i npenuiiHo jedenne ¢ NSAID wmun DMARD, Ho HenekyBanu ¢ TNF-antaronncTu. Simponi wim
iane0o ca mpujiaraHy MOJKOKHO Ha BeekH 4 ceamuiy. [lanyenTure ca paHIOMHU3UpaHu 1a
nojiydaBaT miare6o, Simponi 50 mg wiu Simponi 100 mg, kaTo ce I0MmycKa Ipoab/KaBaHEe Ha
neueranetro ¢ DMARD (MTX, SSZ w/unu HCQ). [TspBuyHaTa KpaiiHa TOUKa € MPOLEHTHT MAIlHEeHTH,
nocturaimy ASAS 20 otroBop Ha cenmuna 14 (I'pyna 3a oueHKa Ha aHKUIIO3UPALIHUSA CIIOHAUINAT
[ASAS]). JannuTe 3a mnane6o KOHTpOJIMpaHaTa eUKACHOCT ca CbOMPaHy M aHATU3UPAHH [0
ceamuua 24.

OcHoBHHTE pe3ynTaTy 3a fo3ara oT 50 mg ca npencrasenu B Tabnuua 6 u onucanu no-goiy. Karo
ISUT0 HE ca HaOJII0JaBaHu KIMHUYHO 3HAYMMHU Pa3]Indusl B MOKA3aTEINTE 38 €QUKACHOCT MEKIY
Simponi 50 mg u 100 mg Ha cenmuna 24. Criopen Au3aiiHa Ha MPOYYBAHETO MAIIMEHTHUTE B
IBITOCPOYHOTO MPOABIKEHHE Ha MPOYYBAHETO MOXKE /1a ca CMEHSIM Ao3uTe Simponi oT 50 mg Ha
100 mg u oOpaTHO 10 MpelieHKa Ha JIeKapsi B POYYBAHETO.

Tadauua 6
OcHoBHHU pe3yJraTtu 3a epuxkacHoctTa oT GO-RAISE
Simponi
[Tnane6o 50 mg*
n® 78 138
OTtrosopwjn nanueHT, %
ASAS 20
Cenmuna 14 22% 59%
Cenmurna 24 23% 56%
ASAS 40
Cenmuna 14 15% 45%
Cenmuna 24 15% 44%,
ASAS 5/6
Cenmuna 14 8% 50%
Cenmuna 24 13% 49%
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*  p<0,001 3a BcCHYKH CpaBHEHUS
N OTpa3siBa PaHJIOMHU3UPAHUTE NALUCHTH; ISUCTBUTEIHHUAT OpOM MAlMeHTH, TOJXOASIIH 32 OL[CHKA [0 BCEKH
IpoCiIeIiBaH NapaMeThbp, MOXKeE Jla BApUpa B 3aBHCHMOCT OT I1€PHO/Ia HA OLICHKA

Cpen manueHTuTe, KOUTO ca MPOIBIDKIIIA YYAaCTHETO CH B IPOYUYBAHETO U ca JIEKYBaHU ChC Simponi,
oposit martuenty ¢ ASAS 20 u ASAS 40 otroBop e mogo6eH ot ceamuria 24 no ceamuia 256.

Ha cenmuna 14-a u 24-a ca HaOMOIaBaHU U CTyYad HA CTATUCTHYECKU 3HAYHMH OTTOBOPH 10
BASDAI 50, 70 1 90 (p < 0,017). [TomoOpeHne Ha OCHOBHHUTE MTOKAa3aTeNN 32 aKTUBHOCT Ha
3a00JIsIBAHETO € HAOJI0IaBaHO TPH IThPBAaTa OICHKa (ceaMuIia 4) ciie/ MbPBOHAYATHOTO MPHIIOKEHNE
Ha Simponi, KOETO € MPOABJLKUIIO A0 ceamuua 24. Cpea nanueHTHTe, KOUTO ¢a IPOIBIDKUIN
YYacCTHETO CH B IIPOYUYBAHETO U Ca JEKyBaHH CbC Simponi, ca HabI0AaBaH MOJOOHH CTETIEHH Ha
mpoMsiHa OT u3xonHuTe cToHocTu 1o BASDAI ot ceamuna 24 o ceamuria 256. Tpaiiau pe3ynratu
ca HabmonaBanu mpu nanueHT ¢ ASAS 20 otroBop Ha cenmuia 14 He3aBUCHMO OT ynoTpebaTa Ha
DMARD (MTX, cyndacana3un u/uian XuIpOKCUXJIOPOKBHH), pe3ynraTta 3a HLA-B27 anturena unu
n3xonuute croHoctr Ha CRP.

JledenueTo cbec Simponi BOAM J0 3HAYUTETHO TOJJOOPEHUE B TeNECHUTE (DYHKITUH, OIICHEHU 110
npomenute B BASFI na cenmuna 14 u 24, B cpaBHeHuUE ¢ u3xoqHuTe croHocTH. KauectBoTO Ha
’KUBOT, CBBP3aHO ChC 37JPaBOCIOBHOTO CHCTOSIHUE, OIICHEHO Bh3 OCHOBA HA IMOKA3aTEIIUTE 32
tesecaute QyHkun Ha SF-36, chino nmoka3sa 3HaunMo noxoOpenue Ha ceamuua 14 u 24. Cpen
MAIMEHTUTE, KOUTO Ca MPOIBIDKUINA YIYACTHETO CH B IPOYUYBAHETO U Ca JIEKYBaHU ChC Simponi,
10I00PEHHUETO B TEIECHUTE (PYHKIIMU M KAYECTBOTO Ha )KMBOT, CBHP3aHO ChC 3IPABOCIIOBHOTO
CBhCTOSIHHE, ca OMIIM MOZO0OHH OT ceAMuIa 24 1o cenmuia 256.

Hepernmeenozpaghcku axcuanen cnoHOuLoapmpum npu 8b3pacmHu
GO-AHEAD

besomnacHocTTa M ehukacHOCTTa Ha Simponi ca OIleHEHH B MHOTOIICHTPOBO, PaHIOMU3UPAHO,
JBOWHOCIATO, Tuanebo-koHTposmpano npoyusane (GO-AHEAD) npu 197 Bb3pacTHU MALUEHTH C
TEXBK akTHBEH nrAxial SpA (ompeneneHn KaTo MaLUEHTH, KOUTO OTTOBAPST HAa KPUTEPHUTE 3a
KIacuuIpane Ha akCUaNIeH CIOHAMI0ApTPUT Ha ASAS, HO He OTroBapsT Ha MoauuIpanuTe New
York kputepuu 3a AS). [lanuenTrTe, BKIIOYCHN B TOBA MIPOYYBaHE, Ca MMaJId aKTHBHO 3a00JIsIBaHe
(ompeneneno kato BASDAI > 4 u o Bu3yanna aHanoroBa ckana (VAS) 3a o0mra 6oika B rppba > 4,
Bceku 1o ckaia 0-10 cm), Benpeku HacToAmo win npeaumHo yeuenue ¢ HCIIBC u He ca nexyBaHu ¢
OHMOJIOTMYHU NPOIYKTH, BKItounTenHO ¢ TNF-antaronucru. [lanmenTture ca paHIOMHU3UpPaHU 1a
noJrydaBat rare0o uiau Simponi 50 mg, IpUITOKEH MOIKOXKHO, Ha Beeku 4 cenmunu. Ha ceamua 16
NalUeHTHUTE BIU3aT B OTBOPEHA (a3a, B KOSITO BCUUKH ca MOMyymiiy Simponi 50 mg, mpuioxeH
TIOJTKOYKHO, Ha BCEKH 4 CEIMUIIM 10 ceJMHIIA 48, KaTo € HalpaBeHa OlleHKa Ha e(hUKacHOCTTA JI0
ceamuia 52 u npociensBane Ha 6e3omacHoctTa 10 ceamuiia 60. I[pubnusurenno 93% ot
NalUeHTHUTE, KOUTO MOJy4YaBaT Simponi B HAYaJI0TO Ha OTBOPEHOTO MPOABIDKEHUE (cenmuna 16)
OCTaBar Ha JIeUeHHUE /10 Kpasi Ha MPOoy4BaHeTo (ceaMHuLa 52). AHAIM3NUTE ca U3BBPIICHN KaKTO 3a
Bcuuku JiekyBanu (All Treated, AT, N = 197), Taka u 3a 00EKTHBHHM NPU3HALIN HA BH3MAJICHAE
(Objective Signs of Inflammation, OSI, N = 158, onpenenenu ot nosumier CRP w/unm Hactosmu
J0Ka3aTesicTBa 3a cakponauT ot SAIMP) nomynauuu. [lanaute 3a eukacHOCT OT manedo-
KOHTPOJIMPAHO MPOYYBaHE ca ChOpaHH U aHaJIH3MpaHu J0 ceamuna 16. [IspBudHaTa KpaitHa TouKa €
nenbT naurenty nocturHanu ASAS 20 orroBop Ha ceamuia 16. OCHOBHUTE pe3yJITaTu ca
npezncraBeHu B Tabnuma 7 1 ca ONMUCAHU MO-J0IY.
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Tadauua 7
OcHoBHHu pe3yJrartu 3a epukacHoct oT GO-AHEAD na ceamuua 16

IMomoGpenusi HA MPU3HAIM U CUMIITOMM
Bewnuku nekyBaH# OMyanun [Momynarnms ¢ 00eKTUBHH
(AT) npusHaiy Ha Bp3nanenue (OSI)
manedo Simponi 50 mg ianedo Simponi 50 mg
n® 100 97 80 78
OTtroBopuin, % nauueHTu
ASAS 20 40% T1%** 38% T7%**
ASAS 40 23% 57%** 23% 60%**
ASAS 5/6 23% 54%** 23% 63%**
ASAS Yactuuna
peMucusi 18% 33%* 19% 35%*
ASDAS-C*< 1,3 13% 33%* 16% 35%*
BASDAI 50 30% 58%** 29% 59%**
NuxnOupane Ha Bb3NaJIeHHETO B cakponjimayHute crasu (SI), usmepeno upe3 AMP
[Tnane6o Simponi 50 mg [Tnane6o Simponi 50 mg
n¢ 87 74 69 61
CpenHa npomsiHa Ha
SPARCC! SIMP
CKOp Ha CaKpoWJIHayHaTa
craBa -0,9 -5,3%* -1,2 -6,4%*

a
b

N 0Tpa3sBa paHAOMH3HPAHU H JICKYBaHU IMAIlICHTH
Ckop Ha C-peakTHBHUS MPOTEHH, OIICHIBAI aAKTUBHOCTTA Ha 3a00JsiBaHeTO aHKmo3upal cioHamuT (AT-ITnanebo,
N =90; AT-Simponi 50 mg, N = 88; OSI-Ilmane6o, N = 71; OSI-Simponi 50 mg, N = 71)

n otpassiBa Opos NalMEeHTH ¢ U3X0HO HUBO U SIMP nannu Ha ceamuua 16

SPARCC (Koncopuuym Ha Kanana 3a u3cienBane Ha CIIOHIUIOAPTPUTA)
** p<0,0001 cpaBHeHHE Ha Simponi cripsiMo m1aedo
*  p<0,05 cpaBHeHre Ha Simponi crpsMO TUIae6o

CraTUCTHUYECKH 3HAYMMU MOI00OPEHUs Ha MPU3HALU U CUMIITOMH Ca IEMOHCTPUPAHH MIPU MALUEHTH C
TeXBK akTHBEH nr-Axial SpA, nexyBanu csc Simponi 50 mg B cpaBHEHHE C I1a1edo mpe3

ceamuna 16 (Tabmuna 6). [Ipu mbpBara oneHka (ceaMuiia 4), ciie/] MbPBOHAYATHOTO MPUIOKECHUE Ha
Simponi, ca HaOmronaBanu nogodperns. SPARCC pesyntarst, n3meper upe3 SIMP, nokassa
CTaTUCTUYECKH 3HAUMMO HaMaisBaHe Ha S| CTaBHOTO Bh3MaJIeHUE Ha ceAMuUIa 16 npu manueHTH,
neKyBaHH cbc Simponi 50 mg, B cpaBHenue ¢ manebo (Tabmuna 6). bonkara, onenena ot O01a
Oonka B rep0Oa u HomHa 0oJKa B I'bpOa VAS, M akTHBHOCTTA Ha 3a00JIsIBaHETO, U3MEPEHA Upe3
ASDAS C, cbIIo moka3Bar CTaTUCTHYECKU 3HAYNMO TIOJ00pEHUE OT H3XOAHOTO HUBO 10 cenMuIia 16
IIPH MAIMEeHTH, JIEKyBaHU ¢h¢ Simponi 50 mg B cpaBHeHue ¢ miaredo (p < 0,0001).

CraTuCcTHYECKH 3HAYMMU TOA00peHus B rpbOHaYHaTa MOOMITHOCT, oLeHeHH upe3 BASMI
(MeTpoJiorHYeH MHACKC 3a aHKuiIo3upail cnouauuT mo bat (Bath Ankylosing Spondylitis Metrology
Index)) u Ha puznueckara GpyHkus, oneHeHa upe3 BASFI, ca HaOnrogaBany npy NAlMEHTH JICKYBaHU
cbe Simponi 50 mg, B cpaBHEHHE ¢ TALIMEHTHUTE, JIEKyBaHu ¢ mianedo (p < 0,0001). [ManuenTure,
JIEKyBaHH ChC Simponi, UMaT 3HAYUTEITHO MO-TOJISIMO [TOJ00OpPEHNE Ha KaYeCTBOTO HA JKUBOT,
CBBP3aHO ChC 37paBeTo, orieHeHO upe3 ASQoL, EQ-5D, u SF-36 ¢husndyecku u NCUXUYCCKU
KOMITOHEHTH, U IMaT 3HaYUTEIIHO MO-TOJISIMO TOA0OpeHre Ha pabOTOCIIOCOOHOCTTA, OLIEHEHO KaTo
MO-TOJISIMO HaMaleHue Ha o0miaTta paboToCIOCOOHOCT U MOHMKAaBaHE HAa aKTHBHOCTTA, OLIEHEHO Ype3
BeIpocHrKa WPAI, ciipsMo manyeHTuTe, mprueMaliy mianeoo.

CTaTUCTHYECKM 3HAYMMU PE3yNTaTH CBHIIO ca IeMOHCTpHpaHu B omynanusata OSI mpe3 ceqmuna 16
3a BCUYKHU KpailHU TOYKH, OMTUCAHU MO-TOPE.

[Ipu asere AT u OSI nomynanuu, mogoOpeHUsITa IO OTHOIIEHUE HA IPU3HALUTE U CHMITOMHUTE,
rppOHaYHATa OABMKHOCT, (PU3NUECKUTE (PYHKLINH, KAYECTBOTO HA KUBOT M MPOU3BOAUTEIHOCTTA
HaOIroIaBaHM Npe3 ceaMuna 16 mpu nanueHTy, JeKyBaHu cbe Simponi 50 mg npoabnKasa MpH Te3H,
OCTaHaJIM B IPOYYBAHETO Mpe3 ceamuua 52.
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GO-BACK

EdukacHocTTa 1 6€30mMacHOCTTa Ha IPOIBIIKUTEIHO JICYCHUE ¢ TONMMYyMab (ITbJIHA cXeMa Ha JIeUeHne
WM C HaMaJieHa YeCTOTa Ha IpujlaraHe) B CPaBHEHUE C OTTETIISIHE OT JICUSHUETO € OIICHEeHa IpH
BB3PACTHH NalKeHTH (Ha Bb3pacT 18-45 ronunm) ¢ akTUBEH nr-axSpA, KOUTO MOKa3BaT
NPOJIBIDKATENHA PEMHCHS B paMKuTe Ha 10 Mecela OTKPHUTO JIeYeHHE ChC Simponi MpH MpujlaraHe
BeaHBK MeceuHo (GO-BACK). [TomxoasmuTe manueHTH (KOUTO MOCTUTaT KIIMHUYEH OTTOBOP 10
Mecell 4 u ctaTyc HeakTuBHO 3a00msBaHe (ASDAS < 1,3) Ha mecer 7 u Ha mecent 10), kouTo ce
BKIIIOYBAT B JIBOWHOCIsNATA (Da3a Ha OTTETIISIHE OT JICUSHUETO, ca PaHJIOMH3HPAaHU Ha
MPOABDKUTEITHO €KEMECEUHO JICUEeHUE ChC Simponi (IIbJIHA cxeMa Ha jeueHue, N = 63), jieucHue Ha
BCEKH 2 Mecela ¢be Simponi (c HamajieHa 4ecToTa Ha nmpuiarane, N = 63) win e;keMeceqHo JeUeHne
¢ rwianebo (OTTerIsIHe OT jieueHueTo, N = 62) npuoausuTenHo 10 12 mecerna.

[IppBUYHaTa KpaiiHa TOUKa 3a €(PUKAaCHOCT € IPOLEHTHT Ha MalUeHTUuTe 0e3 000CTpsIHE Ha
3abomsBaneTo. [Ipyn manueHTuTe, KOUTO MOTyyaBat o0oCcTpsiHe, T.e. uMaT ASDAS, cp0Opan npu

2 mocne1oBaTeIHU OLIEHKH, KaTo U JIBETE ITOKa3BaT WM aOCONIOTEH pe3ynTar > 2,1, Wi MoBUIaBaHe
cien orrerysine > 1,1 cnpsimo mecern 10 (kpasiT Ha OTBOpEHHsI IEPUO] HA JICYEHUETO), € Bb30OHOBEHA
exeMeceyHara Tepamus cbc Simponi B 0OTBOpeHa (pa3a Ha MOBTOPHO JICUEHHE, 32 J1a CE XapaKTepU3npa
KITMHUYHUAT OTTOBOP.

Kaunuuen omeosop cned 080UHOCHANO CNUPAHe HA JeUeHUEHO

Cpen 188 manmenTn ¢ HEaKTUBHO 3a00JIsIBAaHE, KOUTO TOydaBar IMOHE €IHA 71034 OT JBOHHOCISAIOTO
nedenue, 3HauuTeNHO (p < 0,001) MO-roJsIM MPOLEHT MallMEeHTH He ToTyyaBaT 000CTpAHE Ha
3a00JIsIBAHETO, KOraTo MPOABIDKABAT Simponi WK ¢ biiHaTa cxema Ha jeuenue (84,1%), nnu c
HaMmaJleHa YecToTa Ha npuiarase (68,3%), B cpaBHEHHE C OTTETIIsIHE OT JeueHneTo (33,9%)
(Tabmuma 8).

Tadauna 8
AHaJIU3 HA MPOLEHTA yYacTHUIM 0e3 o6ocTpsiHe?
HsiaTa ananusupana rpyna (Ilepuoa 2 — nBoiiHOCsIN)

Pa3znuka B % cnpsamo mianedo
Jleyenue n/N % Ouenka (95% CI)® p-croiinoct”
GLM SC QMT 53/63 84,1 50,2 (34,1; 63,6) < 0,001
GLM SC Q2MT 43/63 68,3 34,4 (17,0, 49,7) < 0,001
ITnamebo 21/62 33,9

[snara aHanM3upaHa rpyma BKIIOYBa BCHYKU PaHAOMHU3HPAaHH yYaCTHHUIIM, KOUTO MMOCTHIAT HEAKTHUBHO 3a00JIBaHe 1pe3
nepuo] | 1 mojyyaBart MOHe e/1Ha J03a OT 3aCJICIEHOTO JICYCHHE B IIPOYYBAHETO.

a Omnpenenen katro ASDAS nipu 2 mocnie1oBaTeIHI BUSUTH, KaTo U JBETE MMOKA3BaT WM a0COIIOTHA CTOWHOCT > 2,1 min
yBEJIMYESHHE CJIE]] IPEKbCBaHe Ha JieueHueTo > 1,1 crpsimo mecen 10 (Busura 23).

[IpoueHTHT Ha rpenika Tl | mpu MHOTOKpaTHOTO cpaBHsBaHe Ha edeHnero (GLM SC QMT copsmo muiare6o u
GLM SC Q2MT cropsmo mianie60) e KOHTpoJIupaH ype3 mociensailo (step-down) recrane. [loimydeHo B3 OCHOBA Ha
cTpatuduimpanus merox Ha Miettinen u Nurminen ¢ HuBo Ha CRP (> 6 mg/L unu < 6 mg/L) xaro crpatuduumpar
daxTop.

VYuacTHHIHMTE, KOUTO IPEKBCBAT JICYSHHETO MPe3 MePUo 2 IPEKICBPEMEHHO U IIPEH ,,000CTpsiHE ce CUMTAT 3a
MOJIYYHIIN ,,000CTpsIHE .

N = meieH Opoii yyactHHIM; n = Opoii yuactHHIHN Oe3 oboctpsre; GLM = romumyma6; SC = HOAKOXKHO,

QMT = npunarane Benqabxk Meceuyno; Q2MT = npuiarase mpe3 Mecell.

Pasnukara BbB BpEMETO 0 IPBOTO 00OCTPSIHE MEKAY IpyIaTa ¢ OTTEIJISIHE OT JICUSHUETO U BCSKA OT
rpynuTe Ha JieueHHe cbe Simponi e nmokazana Ha Purypa 1 (smor-pask p < 0,0001 3a Besiko
cpaBHeHue). B rpynara Ha miare0o 000CTpSHETO 3aro4uBa MPHOIM3UTEIHO 2 Mecela Ciel KaTo
JICYCHUETO ChC Simponi € CIpsiHO, KaTO MO-TOJSIMATa YacT OT OOOCTPSHUATA Bb3HUKBAT B PAMKHTE Ha
4 mecena ciea cnupane Ha jgedenueto (Purypa 1).

123



®@urypa 1: Ananu3 no Kaplan-Meier Ha BpemeTo 10 MbPBOTO 000CTpsiHE
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Cu6uTHE nnu LleHsypupaHo
YyacTHULUM B pUCK Bpeme (MeceLy)
GLM QMT 63 59 55 55 54 54 54 54 54 54 54 53 24
GLM Q2MT 63 61 58 56 53 52 50 49 48 48 46 45 19
PBO 62 57 48 36 31 27 24 24 23 22 22 22 10

*KpaliHaTa Touka He & kopHUripaHa 3a MHoXecTBeHocT. CTpaTuduuupad no HUEo Ha CRP (> 6 mg/ unn = 6 mg/).
ObocTpaHeTo € onpeaeneHo kato ASDAS npu 2 nocnegoBaTenHn BU3UTU, KaTo 1 ABETe nokazeaT unu abconioTeH
pesynTar = 2,1, UNn NOBULIEHNE CNeA, OTTErNAHE oT neyeHneTo = 1,1 cnpamo meceyy 10 (BuanTa 23). YyacTHULMTE,
KOWTO HAMAT OGOCTPHHE, Cca LeH3ypupaHW No BpemMe Ha oTTerndaHe oT NevyeHueTo UK Ha mecel 13 or nepuog, 2Ha
ABOlHOCNANOTO NnevyeHWe. Havyanoto Ha nepuoga 2 npeactasnaea flex 1 oT aHannsa no Kaplan-Meier 3a yanata
aHanuaupaHa rpyna.

Knunuuen omeogop KoM nosmopHo neuenue npu obocmpsme Ha 3a007116aHemo

KinuHUIHEAT OTrOBOP € onpejieseH kaTto mogodpenne Ha BASDAI > 2 wnum > 50% crnpsiMo cpeinaTa
CTOWHOCT Ha 2 mocienoBarenHu oneHkd mo BASDALI cBbp3anu ¢ o0ocTpsHe Ha 3a0omsaBaneTo. OT
53 y4acTHHUIM 1O cXeMaTa ¢ HamaJieHa YeCTOTa Ha Mpujlarale Wid OTTEerJIsIHE OT JIeUEHHUETO, KOUTO
uMar TIOTBBP/ICHO 000CTpsiHE Ha 3abomnsBaneTo, 51 (96,2%) mocTurar KIMHAYEH OTTOBOP KbM
Simponi B pamkuTe Ha IbpBUTE 3 Mecela OT Bb30OHOBSIBAHE HA JICUCHUETO, BHIIPEKHU Y€ MO-MAJIKO
nauueHT (71,7%) ycnsBar aa ro moaabpskaT Mpe3 BCHUKUTE 3 Mecela.

Ynyeposzen kxonum npu 6v3pacmuu
Eduxacnocrra Ha Simponi e orieHeHa B ABE PaHAOMH3HPaHHU, IBOMHOCIIEIIH, I11ale00-KOHTPOIMPaHU
KIMHUYHYU TPOYYBAHMS IIPH BB3PACTHH MAI[USHTH.

[IpoyuBanero 3a nunaykunonHo nedenue (PURSUIT-Unaykiys) oueHsiBa NallMEHTHTE C YMEPEH 10
TEXBK aKTHBEH yIepo3eH KomuT (Mayo ckop 6 10 12; €eHIOCKOIICKU CKOp > 2), KOUTO UMaT
HE3aJI0BOJIUTENIEH OTTOBOP MJIM UMAT HETTOHOCUMOCT KbM KOHBEHIIMOHAIHHUTE TePaNiuy, WIH ca
3aBHCHMH OT KOPTHKOCTEPOUIU. B eTama Ha MpoydBaHETO 3a yCTaHOBSIBaHE Ha A03aTa, 761 manueHTn
ca Omnu pangoMusupanu ga nonydar 400 mg Simponi s.c. Ha cenmuna 0 1 200 mg Ha cenmuna 2,
200 mg Simponi s.c. Ha cenmuna 0 u 100 mg Ha cenMuna 2, wiy miane6o s.c. Ha ceqmumna 0 u 2.
Pasperieno e chIbTCTBAIIO JIEYCHUEC YTAHOBEHHU J03U MEPOPATHH aMUHOCATHIIAIIATH,
KOPTHUKOCTEPOUIN W/UIY UMYHOMOAYJIATOpU. B ToBa mpoyuBane e oneHeHa eprKacHOCTTa Ha
Simponi 10 cenmuiia 6.

Pesynrarute ot mpoyuBane 3a nmomaepxamnto jgedeHue (PURSUIT-ITognbprxane) ce ocHOBaBat Ha
oIlleHKaTa Ha 456 MalMeHTH, KOUTO ca MOCTUTHATIN KIMHUYEH OTTOBOP OT MPEAXOAHO HHAYKIIMOHHO

124



neyeHne cbe Simponi. [Tanmentute ca pangoMu3upanu Aa noiayvar Simponi 50 mg, Simponi 100 mg
WITH TUIA1e00, MPUIIOKEHH MOIKOKHO Ha BCEKH 4 ceMUIM. Pa3penieHo e ChIrbTCTBAIIO MPUIIOKEHUE
Ha YCTAHOBEHHM JI03H MEPOPATHU aMHHOCATUIIMIATH W/WIK KIMyHOMOy1aTopu. Jlo3ure Ha
KOPTUKOCTEPOUIUTE € TPSAOBAJIO J1a Ce HaMAJISAT MOCTEIICHHO TPH 3all0uBaHe Ha MPOYYBAHETO 32
HOATbPIKAIIO JieueHne. B ToBa mpoyuyBaHe € olieHeHa euKkacHOCTTa Ha Simponi 10 ceamua 54.
[ManmenTtuTe, KOUTO 3aBBPIIBAT MPOYYBAHETO 32 MOIBPIKAILO JICUCHHE 10 CeAMUIIAa 54 POIbKaBaT
JICUCHUETO B IPOABDKCHUETO HA MPOYUYBAHETO, KaTo e()UKACHOCTTA CE OIICHsBA J0 ceamuna 216.
OueHkara Ha e(hpUKaCHOCTTa B MPOBDKCHUETO HA MPOYYBAHETO € HAllPaBeHA Bb3 OCHOBA Ha
IPOMEHHUTE B MPHIOKEHUETO Ha KOpTHKOcTeponan, [ mobannaTa onenka Ha nekaps (Physician’s
Global Assessment, PGA) 3a akTHBHOCTTa Ha 3a00JIIBAHETO U TIOJOOPEHUETO HAa KAYeCTBOTO Ha
KHUBOT, U3MEpEHO upe3 BrrpocHrka 3a Bb3manuTenHa oonect Ha yepBara (Inflammatory Bowel
Disease Questionnaire, IBDQ).

Tadanuna 9
OcnoBnu pesyararu 3a epuxacHoctT oT PURSUIT - Mnpyknusi u PURSUIT - Ilogabpikane

PURSUIT-Unaykuus

Simponi
Inauedo 200/100 mg
N =251 N =253
IIpoueHT NauueHTH
TTarMeHTH ¢ KIMHHYEH OTTOBOP Ha CeIMHUIa 6° 30% 51%**
ITauMeHTH B KIMHMYHA PEMKCHS HAa ceaMuna 6° 6% 18%**
[TanmeHTH chC 3a31paBsBaHe HA JTUTABUIIATA HA 29% 42%*
ceamuna 6°
PURSUIT-Hoaabp:xane
Simponi Simponi
Iaaue6o? 50 mg 100 mg
N=154 N=151 N=151
IIpoueHT manueHTu
[Mognepxane Ha kmuHuIHUSA oTroBOp (IlarmenTn 319% 479 500,%%
B KJIMHUYEH OTTOBOP Ha ceaMuna 54)°
Tpaiina pemucus (ITanuentu B KJ'II/IHI/I‘IHfa 16% 2304 2804
pemucus Ha ceamuna 30 u cenmuna 54)

N = Opoii nanueHTH

** p<0,001

* p<0,01

Omnpe/iesieH KaTo MOHIKEHUE OT U3XOJHATa CTOWHOCT B Mayo ckop ¢ > 30% u > 3 ToukH, IpHAPYKEHO C HAMAJICHHE
HA CKOpAa 3a PEKTAIHU KPHBOU3IUBH C > | WIIK CKOP 3a peKTaHu KpbBou3auBu ot 0 wim 1.

a

Onpenenen kato Mayo ckop < 2 TOYkH, 0€3 HHIMBHIyaJICH CKOp > 1
Omnpenenen kato 0 uau 1 3a eHIOCKONICKU CKOp OT Mayo cKop.
CaMo 3a HHIYKIMOHHO JICYCHHE ChC Simponi.

ITareHTHTE Ca OIICHEHH 3a aKTUBHOCT Ha 3a0oasBanero UC 4Upe3 4aCTUYCH Mayo CKOp Ha BCEKHU 4 cCaMuI
(3ary6aTa Ha OTT'OBODP € MMOTBBbPJCHA CH)IOCKOHCKI/I). Eto 3amo NamyucHT, KOUTO € NnoaABbpIKaI OTTOBOP, € B CbCTOSIHUE
Ha TPpaCH KJIMHUYEH OTTOBOP IIPH BCAKO OLICHABAHE Ha CCAMUILIA 54.

[MamuenT, KoWTO ¢ TpssOBao aa Obae B pemucus Ha cenmunu 30 u 54 (6e3 na mokasea 3ary0a Ha OTTOBOP B HSKAKbB
MOMEHT Ha cenmuna 54), 3a a HIOCTHTHE TpaitHA PEMHUCHSL.

g Ipu nauuentute ¢ terno nox 80 kg, mo-rossma yact oT nauueHTuTe, npuemany S0 mg noyubpikaiia Tepamnus, ca
MOKa3aJy TpaiiHa KIIMHIYHA PEMHUCHS, B CPaBHCHHUE C TE3H, IIPHEMAIIH TI1aneoo.

IToBeue nexyBaHU chc Simponi MAIUEHTH NTOKA3BaT TPAHO 3a3paBsiBaHe HA JIMTABUIIATA (TTAllUEHTH
ChC 3a37paBsBaHe Ha nuraBuiaTa Ha cenmuia 30 u cenmuna 54) B rpymara ¢ no3a 50 mg (42%,
HomuHaHA p < 0,05) 1 rpynata ¢ mo3a 100 mg (42%, p < 0,005), B cpaBHEHHE ¢ MMAIUEHTUTE B
rpynara Ha miane6o (27%).

Cpen 54% ot nauuenture (247/456), KOUTO MONTyYaBaT ChI'BTCTBAINO KOPTHKOCTEPOUIH MTPU
3anouBane Ha PURSUIT-ITognbpxane, MporieHTHT HA TAITUEHTUTE, TOANBPKAIN KIIMHUYEH OTTOBOP
JIo ceamuia 54 1 He ca MoJTydaBajin ChITBTCTBAIIO KOPTUKOCTEPOUIH Ha cenMuIia 54, e To-ToIsIM B
rpynara ¢ 50 mg (38%, 30/78), u B rpynara cbc 100 mg (30%, 25/82), B cpaBHEHUE ¢ Ipynara Ha
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riane6o (21%, 18/87). IIponeHThT Ha MALMEHTHTE, KOUTO ca NPEYCTAHOBHIN KOPTUKOCTEPOUIUTE 10
cenmuia 54, e mo-rojsiM B rpynata ¢ 50 mg (41%, 32/78) u rpynara csc 100 mg (33%, 27/82), B
CpaBHEHHE ¢ rpynara Ha maneoo (22%, 19/87). Cpen nangeHTUTe, KOUTO Ca BKIFOYCHHU B
NPOIBIKCHEUTO Ha TIPOYYBAHETO, MPOIICHTHT HA YYACTHHUIIUTE, KOUTO OCTaBaT Ha JieueHHue 0e3
KOPTHUKOCTEPOUIH KaTo ISUTO Ce 3amasBa 10 ceamuua 216.

[Ipu marmeHTH, KOUTO HE MOCTUTAT KIMHIUYEH OTroBOp Ha ceamuiia 6 B npoyuBanusata PURSUIT-
Unpyxims e npunosken Simponi 100 mg ua Bcexu 4 ceamuiy B npoyusanetro PURSUIT-
Ilonnwpxane. Ha cenmuna 14, 28% oOT Te3u MallueHTH MOCTUTAT OTTOBOP, ONPEAEIEH OT YaCTHYEH
Mayo ckop (To-HHUCBK € > 3 TOUKH B CpaBHEHHE C HAYAJIOTO Ha MHAYKIIMOHHAaTa Tepanus). Ha
cenMuIia 54, KITMHUYHAUTE Pe3yJITaTH, HAOI0JaBaH! TIPU TE3U MAIUEHTH ca CXOHH C KIMHUYHHUTE
pe3yaTartu, ChbOOIIEHHU 32 MAUEHTUTE, KOUTO OCTUraT KJIMHUYEH OTTOBOP Ha ceaMua 6.

Ha ceqmuna 6, Simponi 3Ha4MMO 1M0100psiBa Ka4eCTBOTO HA KUBOT, U3MEPEHO Ype3 MpOoMsHaTa
CHPSIMO U3XOJHO HUBO B crierduyHo 3a 6onectra uzmepsane, IBDQ (inflammatory bowel disease
questionnaire, BBIIPOCHUK 32 Bb3MaJUTEIHA OoiecT Ha yepBaTa). [Ipu naunenTure, npuemManu
MOIIBPIKAII0 JICUCHUE ChC Simponi, MOJ00PESHUETO B KAUECTBOTO HA XKHMBOT, M3MepeHo upe3 IBDQ,
ce 3amas3Ba Jo ceqMuna 54.

[pubnuzurtenHo 63% OT NaMEHTHUTE, KOUTO MOMyYaBaT Simponi B HAYAIOTO HA MPOABIKEHHETO HA
MpOoy4YBaHeTo (ceamMuIa 56), mpoabnKaBaT JISUEHUETO A0 Kpas Ha MPOYYIBAHETO (ITOCIETHO
NPUIOKEHHE Ha ronuMyMad Ha ceamuua 212).

Ileouampuuna nonynayus

THeouampuuen ynyeposen xoaum

BezonacnoctTa n epukacHOCTTa Ha Simponi ca OLlEeHEeHH B MHOTOLICHTPOBO, OTKPUTO NpoyuBaHe (asa
[T (PURSUIT 2), nnmanupano fa BKIIOYBA Jela Ha Bb3pacT oT 2 10 17 ToAnHU C yMEPEH A0 TeKBK
AKTHBEH YJIIEPO3€H KOJIHT, NePUHUPAH KaTo IbJieH Mayo ckop oT 6 10 12, BKIIFOYHTENHO ¢
€HJIOCKOIICKH MoJIcKop > 2. Jlena, KOUTO ca ¢ mpeaxoaHa excro3unus Ha anTu- 1 NFo cpenctsa, He ca
noaxo Ay 3a yuactue. [lo-ronamara gact ot 69-te yuactauim (97,1%) ca moiy4aBainu JiekapcTBa,
CBBP3aHHU C JICYEHUETO Ha YIIIEPO3eH KOJUT (KOPTHKOCTEPOUIN, IMyHOMOAYJIATOpH W/uin 5S-ASA);
52,2% oT ydacTHULIUTE ca MOJy4yaBall KOPTUKOCTEPOUH, a 88,4% ca momydyaBav epopaieH S-
ASA. Cpennara Bb3pacT Ha ydacTHALUTE € 13,4 roaunu (auanaszon ot 4 1o 17). 53,6% (37) ot
YYaCTHHUIIMTE ca OT >KeHCKHU 10j1. CpeaHoTo Tero ¢ 52,4 kg (nnanason ot 16 no 107). U3xogHute
XapaKTePUCTUKU Ha 3a00JIIBaHETO 3a LsIaTa MOMyJIalys, JIEKyBaHa ¢ TONUMYyMal, ca MPeACTaBUTEIHN
3a meIMaTpUYHH NAlMEHTH C YMepeH A0 Texbk aktuseH UC.

B unnyknmonnara ¢asa (ot ceamuna 0 1o cemmuia 6) nierara mojry4aBar roimMyMad OAKOXKHO B
3aBHCUMOCT OT TeJlecHOTO Tersio Ha cenmuim 0 u 2. [lenata ¢ TenecHo Terno > 45 kg nomydaBat
¢ukcupann nHIyKIoHHN 103U 200 mg noakoxuo Ha ceamuna 0 1 100 mg Ha cenqmuna 2. [lenara ¢
TesecHo Terio < 45 kg nonyyaBaT WHAYKIIMOHHHU 034, KOPUTHPAHHU CIIOpPE]T TeJIECHATA MOBBPXHOCT,
120 mg/m? s.c. (mo Mmakcumym 200 mg) na ceamuna 0 u 60 mg/m? s.c. (10 makcumym 100 mg) Ha
cenmuna 2. Ha cenmuna 6 ngenata ce OIeHsABAT 10 OTHOLLICHNE Ha €PUKACHOCT B O€30IacHOCT.

B®B ¢azata Ha mogabpKaio jgedeHue (0T ceqmuna 6 1o ceamuua 54) nemara, KOUTO ca MOKa3aIn
KJIMHAYEH OTTOBOP KbM roJMMyMad (HamajeHue CIpsMO U3XOAHOTO HUBO Ha MMBJIHUS Mayo ckop ¢
>30% u > 3 TOYKH, C HAMaJIEHUE CIIPSIMO M3XOJHOTO HMBO B MOJCKOpPA 32 PEKTAIHO KbpBeHE > 1 uimu
C TOJICKOP 32 peKTaiHo KbpBeHe () mim 1, KaTo ce M3MoJI3BaT MECTHUTE CTOMHOCTH 33 €HIOCKOTICKH
TOJICKOP), TPOIBIKABAT JIa MoJTy4yaBaT ronumymMab 100 mg s.c. (mena ¢ rerno > 45 kg) nmu 60 mg/m?
(meua c teryo < 45 kg) Ha Bcexu 4 ceamunu a0 ceamuiia 50. [Tpu aena 6e3 KIMHAYCH OTTOBOP Ha
ceaMHMIIa 6 € MOYXKEIIO J1a Ce Ja/aT AOIMBIHUTETHH 03U Ha ceaMuia 6 u cenmuna 10, mocnenBanu ot
OLIGHKA Ha OTroBOpa Ha ceAMuua 14, 3a 1a ce onpeaein Aajiy AeuaTa Ia NpOoABJKAT C TOIUMyMal Ha
Bceku 4 ceamunu Ao cenmuiia 50. Ot 41 nena, kKouTo BiAM3aT BbB (ha3ara Ha MOAIBPIKAIIO JICUCHHUE,
39 mena octaBaT B IPOYYBAHETO B ceamuIa 54 (MMain ca mbjieH Mayo ckop 3a orpenerisiHe Ha
e(pUKaCHOCTTA).
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[IspBuYHaTa KpaliHa TOYKA 3a KIMHUYHA PEMHUCHS, H3MepeHa upe3 Mayo ckop, € JepuHrpaHa Kato
Mayo ckop < 2 Touku, 0e3 HHAUBHyaJIeH MOACKOp > 1 (Bb3 0CHOBa Ha Mayo €HIIOCKOIICKH TOJICKOP,
oTpe/IeieH OT MECTHHS CHEIHAINCT 0 eHmockonus). Kato 1o, 22 (31,9%) ot pemara mokassaT
KJIIMHAYHA peMucust Ha ceamutia 6. 31,7% oT KIMHUYHO MOBIUSUTHTE CE HA CeMHUIIA 6 ca B KJIMHUYHA
pemMucus Ha ceqmuua 54.

Tabauna 10
OcHoBHH pe3yJrartu 3a epukacHoctT oT PURSUIT 2 — Unaykuus u PURSUIT 2 - Ilogabp:kane

PURSUIT 2 - Uuaykuust
IIbpBHYHA KpaiiHa TOYKA Simponi
N=69
Y4acTHULY B KITMHUYHA PEMHCHS, OLICHEHA Ype3
Mayo ckop Ha ceamuna 6* 22 (31,9%)
OcHOBHHU BTOPUYHHU KPaiiHU TOYKH
VYacTHHIM ¢ KJIMHHAYEH OTIOBOP Ha ceaMuua 6° 39 (56,5%)
YYacTHUIM ¢ €HAOCKOIICKO 3a3/IpaBsiBaHe Ha
ceaMuna 6° 28 (40,6%)
PURSUIT 2 — llogabp:xkane
OCHOBHM BTOPHYHH KPailHU TOYKHU Simponi
N=41
YyacTHUIY B KJIIMHUYHA PEMUCHUA Ha 13 (31,7%)
ceamuua 54, oueHnena upe3 Mayo ckop™”*
Y4acTHUIM C €HIOCKOIICKO 3a3/IpaBsBaHe HA 15 (36,6%)
ceamuna 54°
YyacTHUIY B KJIIMHUYHA PEMUCHUS Ha 12 (54,5%)
ceamuua 54, oneHeHna upe3 Mayo ckop, mpu
YYaCTHHUIIH, KOWTO Ca B KIIMHUYHA PEMHCHS Ha
Cenmuria 6274

N = 6poii nanueHTH
a

0

Knmnamana pemucust ce onpezenst kato Mayo ckop < 2 Touky, 0e3 HHIUBHIyaIeH MoacKop > 1.

Knmamaen oTroBop ce ompeienst KaTo HaMaJsiBaHe CIPSIMO U3XOJHOTO HUBO Ha Mayo ckopa ¢ >30% u >3 Touku nim ¢

HaMaJIsIBaHC OT U3XOJAHOTO HMBO Ha IIOACKOpaA 3a PEKTAJIHO KbPBCHE C 21, WJIK € IOACKOP 3a PEKTAJIHO KbPBEHE 0 mu
1.

Ennockoricko 3a3npapsiBaHe ce onpeesis Kato eHA0CKONCKH nmoackop 0 wiu 1 Bb3 OCHOBA Ha JIOKAIHA €HIOCKOIIHUS.
Karo 3HameHnaTesn ca yyacTHULIMTE, KOUTO ca B KIIMHUYHA pemucus Ha Cenmuna 6.
Y4acTHUIM ¢ JTUICBAI €HI0CKOIICKU ckop Ha Ceamuia 54 ce cuuTar, 4e He ca B KIMHUYHA PEMUCHSL.

HNmyHoreHnocr
B npoyuBanusita aza I1I 3a neuenue Ha RA, PsA u AS no cenmuna 52 npu 5% (105/2 062) ot

MAIMEHTUTE, JICKYBaHH C TOJIMMYMa0, ca OTKPUTH aHTUTEIA CPENly ToIMMyMal U, KbIETO ca
W3CJICIBaHH, MIOYTH BCUYKH aHTUTEIA ca OMIIM HEYTPATU3UPALIH in vitro. [Ipu pa3nunyHu
PEBMATOJIOTMYHY ITOKa3aHHUs ca HaOJII0IaBaHU CXOJIHU CTOMHOCTH. ChIIbTCTBAIMAT ITpreM Ha MTX
BOJIM JI0 TIO-MAITBK TIPOIICHT MAI[MEHTH C aHTUTEla CPelly ToMMyMal B CpaBHEHUE C TIAI[EHTHUTE,
nexyBanu ¢ TomuMymad 6e3 MTX (crorBeTHO mpubmm3utenHo 3% [41/1 235] u 8% [64/827]).

[Ipu nr-Axial SpA ca oTkpuTu anTuTena cpeury romumymad npu 7% (14/193) ot nauueHTuTe,
JIeKyBaHH ¢ ronumyma0 1o ceamuna 52.

[Ipe3 54-a cenmunia Ha daza Il u da3za Il npoyusanus npu yiepo3eH KouT npu 3% (26/946) ot
JIEKyBaHHUTE TALMEHTH C TONMMYyMab, ca OTKPUTHU aHTUTeNa KbM roaumymad. Lleiicer u ocem
nporenTa (21/31), OT aHTUTSIIO-TIOJOKHUTEIHUTE NAMEHTH, ca UMaJIH HEYTPaIU3UPAII aHTHTEIA
in vitro. ChIIbTCTBAIIOTO JICYEHHE C UMYHOMOAYJIAaTopH (a3aTHONpUH, 6-MepkanTonypud 1 MTX) e
JIOBEJIO 10 MO-HUCHK MPOLEHT Ha MALMEHTUTE C aHTUTEJIA KbM TOJIMMyMad B CpaBHEHHUE C
NalUeHTHUTE, IPUEMaIy roTuMymMad 6e3 mpreM Ha UMyHOMOIyJaTopu (cboTBeTHO 1% (4/308)
cupsmo 3% (22/638)). [Ipu narueHTUTEe, KOUTO MPOAB/DKABAT B MPOABDKEHUETO HA MTPOYUYBAHETO U
UMaT OLEHUMH NPoOH 10 ceamuua 228 ca OTKPUTH aHTHUTENa KbM romumymad npu 4% (23/604) ot
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JIeKyBaHHUTE MalMeHTH ¢ ronumyMad. OcemaeceT u nBa npoueHTa (18/22) ot aHTHTSIIO-
MOJIOKUTEITHUTE MALEHTH Ca UMAJI HEYTpaIu3UpaIly aHTUTENA i1 Vitro.

HaJ'II/IT-II/IeTO Ha aHTUTECJIa cpemy FOJ]I/IMyMa6 MOXKE da ITOBUIIIN pI/ICKa oT peaKHI/H/I Ha MsACTOTO Ha
UHKEKTHpaHe (BX. Touka 4.8). MankusaT Opoil marueHTH, NOJI0KUTEITHH 32 aHTUTENa CPEIy
roJMMyMal, OrpaHHyYaBa Bb3MOXKHOCTTA JIa CE HAMPABSIT KATCTOPHYHH 3aKITFOUCHUS 32 Bpb3KaTa
Me)KI[y HAJIUYHUCTO HA aHTUTCIIA cpemy FOHI/IMyMa6 U KIIMHUYHAaTa e(i)I/IKaCHOCT 15041 MepKI/ITe 3a
0e30MmacHoCT.

Tbli KaTO aHANM3BT HA IMYHOTEHHOCTTA € CHenn(UYCH 3a MPOIYKTa U H3MOJI3BAHUTE JUATHOCTUIHH
TECTOBE, CPABHEHUETO Ha CTOMHOCTHUTE Ha pa3BUTHE HA aHTHUTENA C Te3U HA JPYTU MPOAYKTH €
HEYMECTHO.

B npoyuBane ¢a3za 111 3a neguatpuden yneposer kouut 22% (15/69) ot nanueHTHTE, JEKYBAaHH ChC
Simponi, ca NOJI0KUTEIHH 3a aHTUTENA CPELy ToOIUMyMal IpH MocjeIHaTa BU3UTA, CBbP3aHa C
Oe3omacHocTTa, KaTo € u3non3Bad EIA meTon 3a TonepaHTHOCT KbM JieKapcTBOTO. [loBeueTo
NAIMEHTH C aHTUTENa UMAT HUCKU THTpU. UecToTata Ha 00pa3yBaHe Ha aHTHUTENA CPEILy TOIUMyMad €
CpaBHUMAa MEXIY NEIUATPUYHH U Bb3PAcTHH MALMEHTH C yILepo3eH KouuT. [lanuenTture ¢ yaneposeH
KOJIUT, KOUTO Pa3BUBAT aHTUTEJA CPELLy roJuMyMad, OOMKHOBEHO MMAT MO-HUCKU Hall-HUCKHU
CEepyMHH KOHIIEHTPAIIUN Ha TOMMMyMab B CTAIIMOHAPHO CHCTOSHUE.

5.2 ®apmMakoKWHETHYHH CBOJCTBa

Abcopoyus

Crner eTHOKpPATHO TOKOKHO MPIIIOKEHUE HA TOMMMyMab TIpH 3/IpaBH JOOPOBOIIIH FUTH ITAIIUEHTH C
RA, cpemHoTO Bpeme 3a mocTuraHe Ha MakCUMaitHa cepyMHa KoHmeHTpanus (Tmax) Bapupa oT 2 1o

6 muu. [TonkoXHOTO MHXKEKTHpaHe Ha 50 mg romuMymMad Ha 3/IpaBH JOOPOBOJIIU BOIH IO IOCTHI'AHE
Ha CPEJHO £ CTaHAAPTHO OTKIOHEHHE B MakCHUMaliHa cepyMHa KOHIEHTPAUs (Cmax) 3,1 £ 1,4 pg/ml.

Cren eqHOKpaTHO MOAKOKHO HMHXKekTHpane Ha 100 mg, abcopOuusaTa Ha roIMMyMad € CXoaHa B
MUILIHHULATa, KopeMa u 0eApoTo, Che cpenHa abcomoTHa OnoHamuuHocT 51%. Thit kato ciexn
HOAKOKHO TMPHUII0KEHHE ToIMMyMal 1MoKa3Ba MpHOIN3UTENHO JIMHEHHA 10303aBHCHMa
(hapMakOKMHETHKA, ce 0uakBa abcoroTHaTa OnoHamumuHoCcT Ha 50 mg nim 200 mg roauMymab na e
CXOJHA.

Pasnpeoenenue
[Ipu enHOKpATHO 1.V. IpWIOKEHHUE CpeAHUAT 00eM Ha pasnpenenenue e 115 £ 19 ml/kg.

Enumunupane

CHCTeMHUAT KIMPBHC Ha ToMMyMab e n3umcied Ha 6,9 + 2,0 ml/nueBno/kg. TepmMuHanHusaT
MOJYKMBOT € U34MCIIeH Ha prOmm3utTesiHo 12 + 3 nuu npu 3apaBu JOOPOBOIIIH, KaTO CXOTHH
CTOWHOCTH ca Ha0JIto1aBaHu | Npu naiueHTu ¢ RA, PsA, AS unmu UC.

[Ipu noaxoxuo npunoxenne Ha 50 mg ronumymad npu namuentd ¢ RA, PsA win AS Ha Bcekn

4 cenMUIM cepyMHUTE KOHIIEHTPAIMH JOCTUTAT CTAallMOHAPHO ChCTOSHUE Ha cenmuia 12. [pu
chbTeTRAIIa yoTpeda ¢ MTX, neueHuero ¢ 50 mg romumymat MOAKOKHO HA BCEKU 4 CEIMUITU
BOJIU JI0 CPEIHH (+ CTAaHAAPTHO OTKJIOHEHHE) HA-HUCKU CEPYMHH KOHLIEHTPAIMU B CTALIHOHAPHO
cberosiHue oT mpubmusutento 0,6 £ 0,4 pg/ml npu nanyeHTy ¢ akTUBeH RA He3aBHCHUMO OT
neuerneto ¢ MTX, npubnuzurenno 0,5 + 0,4 pg/ml npu narmenTn ¢ akTuBeH PSA u npubnu3uTenHo
0,8 + 0,4 pg/ml mpu nanuentu ¢ AS. [pu manmenty ¢ nr-Axial SpA, cpenHute cepyMHH
KOHILICHTpAIMK Ha TOJIMMyMad B CTAllHOHAPHO ChCTOSHHE Ca CXOAHU C Te3H, HaOI01aBaH! U
nanueHTy ¢ AS ciiel MOJKOKHO npuiiokeHne Ha 50 mg ronumyMad Ha BCeKU 4 CEIMULIH.

[ManuenTute ¢ RA, PsA unu AS, KOUTO He ca Ha ChIBTCTBAIIO JiedeHne ¢ MTX, ca ¢ IpuOIM3UTEITHO
30% 1o-HUCKH OT Ha-HUCKUTE KOHIIEHTPAIMH Ha TONUMYyMal B CTAIIMOHAPHO CHCTOSHUE OT TE3H,
JIeKyBaHM ChIbTCTBAIIO ¢ ronumyMad u MTX. Ilpu orpannden 6poit manmenTu ¢ RA, nekyBaHu ¢
roJMMyMa0, pHUJIaraH MOIKOXKHO 3a MEePHoJ] OT 6 Mecella, ChIIbTCTRaIaTa yrnotpeda Ha MTX
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HaMaJsiBa KIMpPbHCA Ha TOMuMyMad ¢ npubimsnutenHo 36%. [lonynaunoHHUAT hapMaKOKHHETHYCH
aHann3 obaye MokasBea, 4e ChIrbTcTBamara yrnorpeda Ha NSAID, nepopaiiHi KOPTUKOCTEPOUIH WIN
cyJdacana3uH He TOBJHSIBA KJIUPBHCA HA TOITUMyMa0.

Cren nnaykumonsu no3u ot 200 mg u 100 mg ronumymad cbotBeTHO Ha ceamuim 0 u 2, 1 ciiex ToBa
Ha BCeKH 4 cenMuIy noaabpkamm 103 50 mg wiu 100 mg ronmmMymad MOKOKHO Ha TAIMEeHTH C
UC, cepyMHHTE KOHIIEHTPALIUH FOJMMYMa0 JOCTHUTAT CTAIIMOHAPHO ChCTOSTHUE MTPHOIIN3UTEITHO

14 cenmunu cnen Hayanoto Ha TepanusTta. Jleuernero ¢ 50 mg nnu 100 mg ronmumymad MoJKoKHO Ha
BCEKH 4 ceIMHIM [T0 BpeME Ha NIEpHoia Ha MOAAbpPKaHE, BOAU 10 CPEAHH CTAllMOHAPHU HAl-HUCKU
CepyMHH KOHIEHTPALUH OT CbOTBETHO Ipubmsurento 0,9 + 0,5 pg/mlu 1,8 + 1,1 pg/ml.

Ipu manmenTn ¢ UC, nekyBanu ¢ 50 mg win 100 mg ronuMyma0 OIKOKHO Ha BCEKU 4 CEIAMMIIH,
CHITBTCTBAINIATA YITOTPeOa Ha IMYHOMO/IYJIATOPH HE MTOKAa3Ba CHIECTBEH e(hEeKT BBPXY
CTaIlMOHAPHUTE Hali-HUCKYU HUBA Ha TOIMMYyMa0.

[TanmenTHTe, pa3BUIN aHTUTENA CPEILY TOIUMyMa0l, KaTo 110 ca ¢ HUCKH CTOMHOCTH Ha
Hall-HUCKUTE CEPyMHH KOHLIEHTPALMU Ha TOIMMyMad B CTAllHOHAPHO ChCTOSHUE (BXX. TOUKa 5.1).

Ileduampuuen ynyepozen xoaum

®dapMakoOKMHETHKATa Ha TOUMyMal € CXOJTHA MPU MeTUATPUIHA U Bh3PACTHH MMAUEHTH C YIIepO3eH
konut. [lomynarmonHaTa papMakoKMHETHKA TOTBBPIK/IABa, Ue MPENOPhUNTEITHATA CXeMa Ha
npuiIarane Ha Simponi BOJM JI0 CXOJ/IHA HJIH JIEKO ITO-BUCOKA €KCIIO3UIIHSI HA TOJMMYMal B cepyma
TIPH MEANATPUYHU YIACTHUIM B CPAaBHEHHE C BH3PACTHUTE MAIUCHTH B IEJIUS JUANa30H Ha TEIECHOTO
TErJIO.

Jlunetinocm

[Ipu enHOKpATHO MHTPABEHO3HO MPUIOXKEHHUE NPU MauueHTu ¢ RA, romumymal nmokas3sa
NpUOTU3UTETHO JIMHEHHA J10303aBUcHMa (papMaKOKWHETHKA B J1030BUs mHTEepBa ot 0,1 10

10,0 mg/kg. Cnen enMHIYHA MTOJIKOKHA /1032 B I030BHs Anana3oH oT 50 mg no 400 mg npu 3apaBu
no0poBoLy ce HaOmogaBa MPUOIN3UTEITHO POIIOPIMOHATIHA Ha JJ03aTa (papMaKOKMHETHKA.

Brusanue na menecnomo meeno 8vpxy papmaxokunemukama
ChllecTBYBa TEHISHIIHS KbM MTOBHINIABAHE HA KIUPHHCA HA TONMUMYyMa0l C MIOBUIIIABaHE HA TEJIECHOTO
Terno (BX. Touka 4.2).

5.3 IlpeakJMHUYHU AAHHM 32 0€30MACHOCT

HekmuHUYHUTE TaHHU HE TIOKa3BaT OCOOCH PUCK 3a XOopaTta Ha 0a3aTa Ha KOHBCHIIMOHATHUTE
(hapMaKoJIOTHYHHU TPOYYBaHM 3a 0€30MACHOCT, TOKCHYHOCT P MHOT'OKPATHO HPUJIOKCHHE,
PEIpPOAYKTHBHA TOKCHYHOCT U TOKCHYHOCT 10 OTHOLLIEHUE Ha PA3BUTHUETO.

C ronmmymMa0b He ca MPOBEXaHH POYYBaHUS 32 MyTareHHOCT, 32 BIIUSHHUE BbpPXY (pepTunnrera npu
JKHUBOTHU U 32 ABJITOCPOYHA KAPLUHOTEHHOCT.

B npoyuBane 3a BIUsIHHETO BBpXY epTuiuTeTa 1 00IaTa penpoayKTHBHA (YHKIINS IPH MUIIIKH, B
KOETO € M3MOJI3BAHO aHAIOTHYHO aHTUTSIIO, CEIEKTHBHO MHXUOMUPAIO (GYHKIIMOHATHATA aKTHBHOCT
Ha Myt TNFa, Opost Ha OpeMeHHUTE MUILIKK HamaisiBa. He e n3BeCTHO Jaiu ToBa ce IbJKU Ha
e(eKT pu MBKKUTE W/UIM KEHCKUTE MUIIKY. [Ipu npoyyBaHe 32 TOKCUYHOCT 110 OTHOLLICHHE Ha
Pa3BUTUETO IIPU MUILKH, CIEJ IPUIOKEHUE HA CHIIOTO aHAJIOIMYHO aHTUTSIIO, KAKTO U pU
NpOyYBaHe Ha TOMUMyMal MpH IBATOONAIIATH MaKaly, HAMa JaHHU 332 TOKCHYHOCT MIPY MalKara,
eMOPHOTOKCHYHOCT MJIH TEPAaTOr€HHOCT.
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6. DOAPMAIIEBTUNYHHU JAHHU
6.1 Choucbk Ha NIOMOIIHHUTE BElIECTBA

Cop6wuton (E 420)

XUCTUIUH

XHUCTUAMHOB XUAPOXJIOPHI MOHOXUIPAT
[Momucopbar 80 (E433)

Bona 3a urxekium.

6.2 HecbBMEeCTHMOCTH

[Ipensun mncara Ha TPOYYBaHUsI 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT He TpsiOBa J1a ce
CMECBa C JPYTH JIEKapCTBEHH MPOIYKTH.

6.3 Cpok Ha roaHOCT
2 roguHu
6.4 Crhenuananm ycjaoBHs Ha ChbXpaHeHHe

Ja ce cpxpanssa B xnamutHuk (2°C — 8°C).

[a He ce 3ampa3siBa.

ChxpaHsaBaiiTe MPeABapUTEIIHO HAITbJIHEHATA CIIPUHI[OBKA B KAPTOHEHATA OMAKOBKA, 3a J1a Ce
Mpe/na3y OT CBETIHHA.

Simponi Moxe J1a ce chXpaHsaBa MPU MaKCHUMallHa TeMIieparypa a0 25°C, eTHOKpaTHO 3a MepHoJl 10
30 aHM, HO HE | CJIE]] JaTaTa Ha U3THYaHE Ha IIbPBOHAYAIHMS CPOK HA TOJHOCT, HalleuyaTaH BbPXY
KapTOHEHaTa omnakoBka. HOBHSAT Cpok Ha TOAHOCT TpsiOBa Ja ObJie HAMKMCaH BbPXY KapTOHEHATa
omakoBka (10 30 THU OT AaTaTa Ha U3BAXKIAHE OT XJIAIMITHUKA).

Benubx cien karo Simponi € cCbXpaHsIBaH NpH CTaliHa TeMIlepaTypa, He TPsOBa Jia ce BpbIlla OTHOBO
3a ChbXpaHEeHHE B XJIAAMIHUK. Simponi TpsOBa Jja ce U3XBBPIIH, aKO HE CE U3I0JI3BA B PAMKHTE Ha
30 nHM IpH ChXpAHEHHUE Ha CTailHa TeMIepaTypa.

6.5 Buau cbabpakaHue HA ONMAKOBKATA

Simponi 100 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HATBIHEHA CIPUHIIOBKA

1 ml pa3TBOp B mpenBapuUTEHO HATBJIHEHA CIIPUHIIOBKA (CTHKIIO THII 1) ¢ hukcupaHa uria
(HeppxIacMa CTOMaHa) U Kamade Ha uriata (Tyma, CbAbpiKa JlaTekc). Simponi ce 10cTaBs B
OTIaKOBKH, ChIIbpKalIK | MpeBapUTEIHO HATBITHEHA CIIPUHIIOBKA U TPYIIOBU OMIAKOBKH, ChIBPKAIIH
3 (3 onakoBKH OT 1) mpeABapUTETHO HAITBIIHEHH CIIPUHIIOBKH.

He Bcuuku BuOBE ONaKoBKH Morat Aa ObAaT IMyCHATH B Ipoaaxoa.
6.6 CrhenuajaHu nNpeanasHu MepKH NP U3XBbPJIsiHEe H padoTa

Simponi ce ocTaBs KaTo MpeIBapUTETHO HATBIIHEHA CIIPUHIIOBKA 3a eIHOKpaTHa ynorpeda. Boa
BCsSIKa ONTaKOBKA MMa MHCTPYKINH 32 yHOTpeOa, B KOUTO MOAPOOHO € OMMCAHO KaK Ce M3I10I3Ba
cnpuHuoBkaTa. Cieq U3BaXkAaHe Ha MPeIBapUTEITHO HAIIbJIHEHATA CIIPUHIIOBKA OT XJIaJHIHHUKA,
npean UHKEKTHpaHeTo Ha Simponi TpsOBa ia ce nzyaka 30 MUHYTH, 3a Jia MOXKE Pa3TBOPBHT Ja
JOCTUTHE CTaliHa Temneparypa. ClipyHIIOBKaTa He TpsiOBa Ja ce pa3KJiialia.

Pa3TBOpPBT € OUCTBP A0 JIEKO ONaNeCHeHTeH, OE3UBETEH O CBETIOKBIT U MOXKE J1a ChABbPKa MAJIKU
NPO3pavyHU MU OENTM MPOTEHMHOBH YacTHIIN. ToBa HE € HeOONYaliHO 3a pa3TBOPH, ChIbPIKAIIN
npoTenHH. Simponi He TpsiOBa J1a ce U3MOI3Ba, aKO PA3TBOPHT € C MPOMEHEH LBST, MBTCH HIIH
CBABPIKAIL BUIUMH YYXKAH YaCTULH.
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HO,Z[pOGHI/I YKa3aHusd 3a MIOATOTOBAHCTO U MPUIIOKCHUCTO HA Sll’l’lpOI’ll MNpEABAPUTCIHO HAITBJIHCHA
CIIPpUHIIOBKA Ca AaJICHU B JIMCTOBKATA 3a IMAIUCHTA.

Hewnsnon3sanust JICKaApCTBCH NMPOAYKT WM OTHAABYHUTEC MAaTCPUAIN OT HETO Tp${6Ba Ja C€ U3XBBPJIAT
B CbOTBCTCTBHUEC C MCCTHUTC U3UMCKBaHM.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/007 1 npeaBapuTeIHO HATbJIHEHA CIIPUHIIOBKA

EU/1/09/546/008 3 npeaBapUTENHO HATBIHEHH CIPUHIIOBKU

9. JATA HA ITbPBO PA3PEIIABAHE/IIOJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mBpBO paspemasane: 1 okromspu 2009 .

[Hata Ha nocienno nonHossiBane: 19 ronu 2014 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

ITonpoOHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIMs 1o JIeKapcTBaTa https://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 100 mg HHXEKIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBIHEHA ITUCAITKA

2.  KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bceku 1 ml npeasaputenHo HambiIHEHa nucanka ceabpka 100 mg romumymad™® (golimumab).

* YoBemko MOHOKIIOHATTHO aHTUTSIIO OT Kiac IgG 1k, momydeHo oT Mullia XuOpHIOMHA KJIEThYHA
nvHUs 10 pekoMOuHanTHa JIHK-TexHomorus.

IIoMoniHM BeliecTBa ¢ U3BECTHO NEHCTBUE

Bcsika nmpeaBaputenHo HambIHEHA MHcalIKa chabpka 41 mg copouton (E420) Ha mo3a ot 100 mg.
Bcesika npeaBapurenHo HambiIHEHa nmucaika ceabspxa 0,15 mg noaucopbar 80 (E433) Ha nosa ot
100 mg.

3a IIBJIHKS CIIMCHK Ha IIOMOIIMHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
WuxeKknoneH pa3TBop (MHXKEKLIKS) B IpeABapUTENIHO HallbJIHEHa nucanka (SmartJect)

Pa3TBOp’LT € 6I/ICT"[>p J0 JICKO OIMaJICCIHCHTCH, 6e3I_IBeTeH 0 CBCTIIOXBJIT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUS

Pesmaronnen aprpur (RA)

Simponi, B komOunaus ¢ merorpekcat (MTX), e mokaszas 3a:

o JIeYeHHE Ha YMEPEHO TEXKBK 10 TEKBK aKTUBEH PEBMATOUICH aPTPUT NP BB3PACTHH, KOTAaTO
OTrOBOPHT Ha JICYSCHUETO C MOUHIINpaIIH OoyecTTa anTupeBMaTonIHu cpeactea (DMARD),
BKJIFOUUTENHO U ¢ MTX, He € TocTaThueH.

o JIeueHUe Ha TEXBK, aKTUBEH U MPOrpeCcUpall] peBMaTOMACH apTPHUT MPHU B3PACTHU, KOUTO
Mpeau ToBa He ca JieKyBanu ¢ MTX.

Wwma nannu, ye Simponi B komOuHaius ¢ MTX HamansBa CKOPOCTTa Ha MPOTPECUs Ha CTABHOTO
YBpekKIaHe, OIEHEHO PeHTTeHOTpadCKu, U o00psaBa Qu3ndeckara (yHKIIHS.

3a uHdopMAaIysi OTHOCHO MOKA3aHUETO MOJIMAPTHKYJIAPEH IOBEHIICH WIHOIIATHYEH apTPHT, MOJIS
Bkre KXII Ha Simponi 50 mg.

IIcopuatnuen aprpur (PsA)

Simponi, camocTosTeHO MM B kKoMOuHanusa ¢ MTX, e mokasaH 3a JiedeHHe Ha aKTHBEH U
MPOTPECHUPAILL ICOPUATUYEH aPTPUT NPHU BB3PACTHH, KOTaTO OTTOBOPBT Ha MPEALIECTBALLO JICUEHHE C
DMARD He e nocraTbueH. MiMa ganHu, ye Simponi HamasisiBa CKOPOCTTa Ha MPOrPecHus Ha
nepuepHOTO CTAaBHO YBPEXKIAHE, OIIECHEHO PEHTICHOTpad)CKH, MPH MAIUEHTH C TOJIHapTHKYJIapHU
CUMETPUYHH TIOJITUTIOBE Ha 3a00saBaHeTo (BXk. Touka 5.1) u mogo0psBa TenecHuTe PyHKIUH.

AKcHalieH CTIOHJIUII0apPTPUT

Anxunozupauwy cnonounum (AS)

Simponi e Moka3aH 3a jeueHNe Ha T&KbK aKTUBEH aHKIIIO3UPAII] CTIOHIMINT MIPHU BB3PACTHU, KOUTO Ca
MMaJId HeIOCTaTh4€H OTIOBOP HAa KOHBCHIIMOHAIHOTO JICUCHHE.
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Hepenmeenoepaghcrku axcuanen cnonounoapmpum (Non-radiographic axial spondyloarthritis,
nr-Axial SpA)

Simponi e moka3aH 3a JIedYeHUe NP BH3PACTHU MAIMEHTH C TEXBK, aKTUBEH HEpEeHTreHoTpadcku
aKCHaJIeH CIIOH/IMIOAPTPUT ¢ OOCKTHBHU MPHU3HAILIM HA BB3MAJICHUE, TPOSBEH Upe3 moBuieH C-
peaxtuBeH npotenH (CRP) n/wim e nokasan upes sapeHo-MaruuTeH pesonanc (AMP), kouro ca
MMaJil HeAOCTaThYeH OTTOBOP MJIM Ca UMAJId HEITIOHOCUMOCT KbM HECTEPOHUTHH
npotuBoBb3nanuTentu cpeacrsa (HCIIBC).

Yieposen komut (UC)

Simponi e moka3zaH 3a JiedeHUE Ha YMEPEH JI0 TEKBK aKTUBEH YIIIEPO3CH KOJIUT NMPH Bb3PaCTHU
MAI[MEeHTH C HEeaJIleKBaTeH OTTOBOP KbM CTaHAApPTHA TEPaIlns, BKIIOYBAIA KOPTUKOCTEPOUIH U
6-mepkanTonyput (6-MP) nnu azatnonpus (AZA), 1iIu KOUTO UMaT HEMOHOCUMOCT WM MEIULMHCKU
MIPOTUBOIIOKA3aHHUS 32 TE3U TEPAIHH.

4.2 Jl03MpOBKa M HAYMH HA NPUJIOKEHHE

JlegenueTo TpsiOBa 11a ce 3aMovHe U Ja ¢€ CIASAM OT JICKapH CIICIUATUCTH 110 JUATHOCTHKA U JICUCHHE
Ha pEBMAaTOUJIEH apTPUT, ICOPUATHYEH apTPUT, AaHKHIIO3UPAII] CIIOH/IWIINAT, HEPEHTIreHOTpadCcKu
aKCHaJIeH CIIOHIUIIOAPTPHUT WK yIIlepo3eH KonuT. Ha manuenTure, iekyBaHu cbe Simponi, TpsOBa 11a
OBJIe peIocTaBeHa KapTa Ha MarieHTa.

gOBH[)OBKa

Peemamouden apmpum
Simponi 50 mg, npuIIoKeH BEAHBX MECEYHO, HA €JHA U ChILA JaTa.
Simponi Tpsa6Ba na ce npunara cepreTBano ¢ MTX.

Ilcopuamuuen apmpum, aHKULO3UPALUY CNOHOUTUM UTU HEPEHMEEHO2PAPCKU aKCUudneH
CHOHOULOAPMPUM
Simponi 50 mg, NpuIIOKEH BEHBX MECEYHO, HA €JHA U ChINA JIaTa.

3a BcH4KH U30pOCHH MO-TOPEe MOKa3aHU HATMYHUTE TAHHU TOBOPSIT, Y€ KIIMHUYEH OTTOBOP
00WKHOBEHO ce noctura cief 12- no 14-cenqmuuno neuenue (cien 3-4 no3u). [Ipu manuenT 6e3
JIAaHHM 33 TEPaIeBTUYCH e(EKT Ipe3 TO3M MEePHO/I MPOIbIKAaBAHETO Ha JICUCHUETO TPsOBa J1a ce
MPEOLICHHU.

[ManuenTu ¢ TenecHo Teryio Hax 100 kg

3a BCHUUKHU M30pOEHH MO-Tope MoKa3aHus npu naueHTH ¢ RA, PsA, AS wm nr-Axial SpA ¢ TenecHo
terao Hax 100 kg, mpu kouto cien 3 1o 4 1031 He ce MOCTUTHE 3aI0BOJIUTENICH KIMHUYEH OTTOBOP,
MOJKE J1a c€ 00CH/IU MMOBHUIIIaBaHEe Ha J103aTa Ha rosiuMymab a0 100 mg BeaHBK MECEUHO, KaTo Ce
B3eMe€ TMPEIBU/I TOBUIICHUSAT PUCK OT OIPE/IeNICHH CEPUO3HN HEXEJIaH!U PEaKIK MPH J103aTa OT

100 mg B cpaBHeHHE ¢ no3ata oT 50 mg (Bx. Touka 4.8). [Ipu nanmenTn 6€3 JaHHU 3a TEPANeBTUYCH
edexT cien 3 1o 4 nombaHUTeNHU 1031 0T 100 mg mpoabKaBaHETO Ha JIEYEHUETO TpsiOBa J1a ce
MIPEOIICHH.

Yayeposen konum

[MamuenTu ¢ TenecHo Terio nox 80 kg

Simponi ce npuiiara karo HavanHa g03a ot 200 mg, nocneasana ot 100 mg npe3 BropaTta ceaMHIia.
[Ipu manmeHTH CHC 32IO0BOJUTENIEH OTTOBOP TPpsIOBa 1a ce mpuiarat 50 mg Ha cenMuIia 6 U clies] ToBa
Ha Bcekd 4 cenMmunu. [TalueHTuTe C HEe3aJ0BOJIMTENICH OTTOBOP MOXKE JIa CE MOBIUSISAT MOJIOXKHUTEITHO
OT MpoAbbKaBaHe Ha JiedeHueTo ¢he 100 mg Ha ceamuIia 6 u ciaea ToBa Ha BCEKH 4 cenMHUIH (BK.
Touka 5.1).

[MTanuenTu ¢ TenecHo Terio 80 kg u moBeue

Simponi ce npuiiara karo HayanHa g03a ot 200 mg, mocneasana ot 100 mg npe3 BTopaTa CeAMMIIA, a
cien Toa 100 mg Ha Bcexu 4 cenmMuIu (BXK. Touka 5.1).
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Ilo BpPEMC Ha MOAABPIKAIIOTO JICUCHUC 103aTa HA KOPTUKOCTCPOUANUTEC MOXKE a CC HAMaJIN
MMOCTCTICHHO CHINIACHO PBKOBOJACTBATA B KIIMHUYHATA MIPAKTHUKA.

Cropen HATUIHATE TaHHU, KITHHUYCH OTTOBOP ce mocTura 12-14 ceamMuIty ciies 3armovBaHe Ha
nedenueTo (cnex 4 mo3u). [lpu maruieHTH, Mpu KOUTO Mpe3 TO3H MEPUO/I HAMA IaHHU 3a TeparieBTHYHA
oJI3a, TPSIOBaA J1a ce OOMUCIH MTPOABIDKaBaHEe Ha JICYCHUETO.

IIponycHara no3za

AKO ManyeHThT 3a0paBy Aa CH HHXKEKTUpa Simponi Ha IIaHUpaHarta aaTa, Tod TpsiOBa 1a cu
WH)KEKTHpa MPOITycHAaTa 1032 BeJHara II0OM CH CIIOMHHU 3a ToBa. [lanmenTure Tpa6Ba 1a 6baaT
WHCTPYKTHPAHU Jla HE CH MH)KEKTHUPAT ABOWHA /1032, 3a JIa KOMIIEHCHPAT IpOoIycHaTaTa.

CrnenparmaTa 103a TpsOBa 1a 0b/1e MPIWIOKEHA CIIOPEA MACHUTE MO-T0TY IPETIOPHKU:

o AKO OT ompe/ieTIeHHss MOMEHT 332 MH)KEKTHPaHe Ha J103aTa ca MUHAIIM TI0-MaJIKO OT 2 CEIMUIIH,
NaquCHTHT Tp516Ba Jla CU MHXXCKTHpa IMpoIlyCHaTaTa 103a U Ja NPOABJIXKU 110 IIbPBOHAYaIHaATa
cXeMa Ha MPUI0KEHHUE.

° AKO OT ompezieieHus MOMEHT 3a WHKEKTUPaHe Ha J103aTa ca MHHAJIM TTOBEYE OT 2 CEAMMUIIH,
MAIMEeHTHT TPSAOBA JJa CH WHXKEKTHpPA MPOITyCHATa 032 U J1a IPeMUHE KbM HOBa cCXeMa Ha
MIPHUJIOKEHHE, 3aIlouBalla OT MOMEHTA Ha MH)KEKTUPAHE Ha IPOITyCHaTaTa /103a.

CrielmaiHy NOIyIaIui
Cmapuecka év3pacm (= 65 coounu)
He ce nanara xopekuus Ha fj03aTa Mpy Xopa B CTapuecka Bb3pacT.

bvopeuno u uepnoopobno yepescoane
Simponi He € U3MUTBAH MPH TE3H MOIMyJIAMK TanreHTH. He Morat fa ce 1aaar npernopbKu 3a
JIO3MPOBKATa.

Ileouampuuna nonynayus

BezonacHoctTa n edukacHocTTa Ha Simponi npu nauueHTy oA 18-roauiIHa Be3pacT 3a MoKa3aHus,
pasmuunu ot pJIA u pUC, He ca ycranoBenu. Jlunicsar nanau. Hsama croTBeTHa ynorpeba Ha Simponi
npu Jena Ha Be3pact nox 2 roguau ¢ pJIA wmm pUC. Simponi 100 mg npeBapuTeHO HAITBIHEHA
MUcalika He € IIpOoyyYBaHa MpH MeIraTpuyHa MoMyIalys U He ce IPenopbyBa 3a yrnorpeda mpu Tasu
nomynanus. Buoxre Touka 4.2 B KXII Ha 50 mg nnn 100 mg npenBapuTenHO HabiIHEHATA
CHPUHILIOBKA, WK Ha 45 mg/0,45 ml npeaBapuTeaHo HaTbJIHEHATA MUCAJIKA 33 JO3UPOBKATa U HAYMH
Ha npuioxenue npu nanuenty ¢ pUC (ot 2-roauiHa Be3pacT 1 Hax 15 kg). BuxkTte Touka 4.2 B KXI1T
Ha 50 mg npeaBapuTEIHO HAIBJIHEHATa CIPUHIIOBKA, WK Ha 50 mg mnu 45 mg/0,45 ml
MIpeIBapUTEIHO HAITBbIHEHATa MHCaIKa 3a J03UPOBKATa U HAUYMH Ha IMPUIIOKEHNE MTPH MALUEHTH C
pJIA.

HauwuH Ha npuioxeHue

Simponi e 3a moaK0KHO TprIoKkeHue. Cliesl ChOTBETHO 00yUeHHE B TEXHUKATA Ha ITOIKOKHO
WHXCKTHUPAHC, TAIUCHTUTE MOT'aT Ja C€ CAMOMHKXCKTUPAT, aKO TEXHUAT JICKap IMPECILCHU 3a
MOJIXOIAIIIO0, € MOCIEABAIIO0 MEUIIMHCKO HAOMIOICHHE, ako ¢ HeoOxoaumMo. [TanuenTute TpsiOBa na
OBbJaT MHCTPYKTHPAHHU J1a HHXKEKTHPAT HA3HAYCHOTO KOJIMYECTBO Simponi ChriiacHO MOAPOOHHUTE
WHCTPYKIIUH 32 MPUIOKEHNE, TaJICHH B INCTOBKATA 3a MalMeHTa. AKO Ce Hajlara jia ce MpHIoKaT
HSIKOJIKO WHXKEKITUH, T¢ TPAOBA J1a Ce MPABSIT HAa Pa3IMYHU MECTa MO TSI0TO. Beska nmpenBapuTeiHo
HaITbJIHEHA MUCAJIKa € MPEeHA3HAUCHA 33 ¢IHOKpaTHA yroTpeba MpU eIMH MAaIMeHT U TPAOBa 1a ce
U3XBBPJIM BeJIHATA ClIe]] yroTpeoa.

3a UHCTPYKLUU 32 MPUIOKEHUE BUKTE TOUKA 6.6.
4.3 IIpoTuBomoKa3zaHusA
CBpPBXUYBCTBUTEIHOCT KbM aKTUBHOTO BEILIECTBO WM KbM HSIKOE€ OT IOMOLIHUTE BEIIECTBA,

n30poeHu B Touka 6.1.
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AxtuBHa TyOepkyno3a (TB) unu npyra Texka nHGEKIHS KaTo CETCUC, KAKTO U ONOPTIOHUCTUYIHU
uH(EKIHU (BXK. Touka 4.4).

YMepeHo TexKa WK TeKKa chpjeuHa HepoctaTbuHocT (kmac II/IV mo NYHA) (k. Touka 4.4).

4.4 Croenuananu npeaynpeskaeHusi U Mpeana3sHi MEPKH NPH ynorpeda

IIpocnenumoct
3a ma ce mogo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JIEKAPCTBEHH MPOYKTH, UMETO U TAPTHIHUAT

HOMeEp Ha MpUJIaraHus MpoAYKT TpsAOBa a ObIaT SICHO 3aMKUCaHu.

Undeknmn

[TanuenTrTe TpsiOBa 1a ObJAT BHUMATEIIHO MTPOCIICAABAHH 3a Pa3BUTHE HA MH(EKIINY, BKIIOYUTEITHO U
TyOepKyIio3a — pe;iy, o0 BpeMe Ha | ciie]] Kpas Ha JieueHueTo ¢ romumymad. [Ipensun Tosa, ye
SIIMMUHUPAHETO HA TOIMMyMal MOXe JIa TIPOIBIDKH JI0 5 Mecelia, MpocieIsiBaneTo TpsiOBa 1a
MIPOABIDKA U TIpe3 To3u nepuo. [Ipu maruenTy, pa3Biiii TeKKa WHPEKITUS WITH CETICUC, ISYSHUETO C
roJuMyMab He TpsiOBa Ja Mpoab/bkaBa (Bxk. Touka 4.3).

lonumymab He TpsiOBa J1a ce mpuiiara Npy NANUEeHTH ¢ KITMHAYHO 3HAYMMa aKTUBHA WH(EKIHS.
Korato ce 00chk1a NprIIoKeHHETo Ha FOIMMyMal MPH NAUEHTH C XPOHUYHA MH(EKINS HITH
aHaMHe3a 3a peluANBUPAI HHPEKIHHY, TPsIOBa J1a ce TIOAX0XkK/Ia C MOBUIICHO BHUMAaHUE.
[NanuenTure TpsiOBa 1a ObAAT MOCHBETBAHU 32 MOTCHIUATHUTE PUCKOBH (PAKTOpH 3a HHPEKTUPAHE U
Ila i u30srBar.

[NanenTure, mpuemamu TNF Onokepu, ca mo-moJaTiauBH KbM pa3BUTHE HA TEKKU HH(EKLIUH.

[Ipu nauuenTy, 1EKyBaHU ¢ TOIMMYMad, ce choOIIaBa 3a OaKTepHaTHH (BKIIOUUTETHO CEIICHC U
MTHEBMOHHS ), MUKOOaKTepuanHy (BKIrounTenHo TB), HBa3uBHU I'bOMYHHU U OTIOPTIOHUCTUYHU
WH(EKINHN, BKIFOYUTEIHO U C JIeTalleH u3xo. Hsaxon oT TexkuTe MH)EKINH ca TOKJIaABaHU MPH
MAIMEHTH Ha ChIIBTCTBAI0 UMYHOCYIIPECHBHO JICYEHNE, KOETO, B JOIBIIHEHHE KbM CETAllTHOTO UM
3a0oJIsIBaHe, TH Ipe/pasoiara KbM pa3BuTHe Ha nHpeKyH. [laiuentuTe, pa3Buiii HoBa HHMEKIUSI
10 BpEeMe Ha JIeUeHHUe ¢ TomuMyMa0, TpsiOBa J1a ObJIaT BHUMATEHO MPOCIeIsBaHu U 1a ObaaT
MOJII0KEHH Ha ISUTOCTHA AMAarHOCTUYHA OLieHKa. [Ipn manueHTuTe, pa3Buiid HOBa CEpHO3HA
MH(EKINS WU CENICHC, IPHIIOKEHUETO Ha ToIMMyMad TpsiOBa a Obie MPEKpaTeHo U Ja ce MPOBEAe
MOJIXOJISIIO TPOTHBOMHUKPOOHO WIIM MPOTHBOI'EOMYHO JICUEHHE, TOKATO HHPEKIUITA HEe ObJe
OBJIAJIsTHA.

HpI/I ManreHTH, )XUBCJIN UKW IbTYBAJIU B paﬁOHH, KbJACTO NHBAa3UBHUTC I"b6I/IT-IHI/I I/IH(beKHI/II/I KaTo
XHUCTOIIa3M03a, KOKIIUIHOUIOMUKO3a UM OJIaCTOMMKO3a ca €HICMUYHH, TIOJI3UTE U PUCKOBETE OT
JICYCHUETO C TOIMMYMald TpsiOBa BHUMATEIHO J1a € OOCHAAT, MPEIH J1a € Ha3HA4YH JICUCHHUE C
roauMymald. AKO MpU PUCKOBH MAlMEHTH, JIEKYBaHH C TOMUMyMa0, ce pa3Bue CEpHO3HO CHCTEMHO
3abonsiBane, TpsOBa J1a ce MoJ031pa HHBa3UBHA IbONYHA HH(MEKIUSI. AKO € Bb3MOXKHO, JIUarHo3ara u
NPUIOKEHHETO HAa eMIMPUYHA IPOTUBOIBOMYHA Tepanus IpHu Te3U MalUeHTH TPsOBa 1a ce HalpaBH
cliel KOHCYJITAlMs C JIeKap C ONMHUT B JICUCHUETO Ha MAMEHTH C MHBAa3UBHHU I'bOMYHH MH(EKINH.

TyOGepkyno3a
Nwma cpoOmieHns 3a pa3BuTHE Ha TyOepKyJ03a MpH MalueHTH, ToayJyaBaiy romumymad. TpsoBa na ce

0TOEJIEXKH, Ye B OBEYETO OT T€3H CHhOOIIECHHUS CTaBa BHIIPOC 3a M3BbHOEIOAPOOHA TYOepKYII03a,
U3SBSIBAIIA CE KAKTO KATO JIOKATU3UPAHO, Taka ¥ KaTO TUCEMHHUPAHO 3a00JIsBaHE.

[Ipenu 3amouBaHe Ha JICUEHUETO C TOJUMYMa0, BCHUYKH MAIMEHTH TPSIOBa Ja ObIAT OLIEHEHH KaKTO 3a
aKTHBHA, TaKa U 3a HEaKTHUBHA (,,1aTeHTHA”) TyOepKyino3a. OleHkara TpsiOBa 1a BKIFOUBa 00CTOMHA
MeIUIMHCKA aHaMHe3a ¢ JIMYHA aHaMHe3a 33 TyOepKyJ103a MM Bb3MOKSH IPE/IIIECTBAI KOHTAKT C
TyOepKyJi03a 1 MUHAJIO W/MIIH HACTOSIIO0 UMYHOCYTIPECUBHO JiedeHue. TpsoBa 1a ce H3BbpIIaT
CBOTBCTHUTEC TECTOBC 3a CKPUHHUHT, T.C. KOXKCH TY6epKyJII/IHOB TECT WX KPBbBHH U3CJIICABAHUA U
peHTreHorpadus Ha rPbJCH KOIII, Ha BCHUKH MAIMCHTH (MOXeE Jla ¢a B CHJIa MECTHH U3UCKBAaHUSA).
[IpenoppuBa ce pe3ynTaTute OT TE3W U3CIECIBAHUS Ja C 3alHIIAT B KapTaTa Ha rnaiueHTa. HamoMus

135



CC Ha NPCANMCBAIIUTC JICKAPU 3a PUCK OT q)aJ'IH.II/IBO OTPpHULATCIIHU PE3YJITATU MMPU KOXKCH
TY6€pKy.TII/IHOB TCCT, 0Cc00€eHO IIpHU TCIKKO OOJIHM WITH HMYHOKOMITPOMETHUPAHU MAITUCHTH.

Axo ObJie TMarHOCTUIIMPaHa aKTHBHA TYOEpKyJ103a, He TpOBa Jia ce 3armoyBa Je4eHHe ¢ ToIMMyMad
(Bk. Touka 4.3).

[Ipu cbMHEHHe 3a TaTeHTHA TYOepKyJi03a, TpsOBa Jia ce HapaBu KOHCYIITAIINS C JIeKap C ONUT B
JIeYeHUETO Ha TyOepKyo3a. [Ipy Bcuuku orvcaHy 1mo-qoiTy Ciy4au TpsOBa BHUMATEIHO Ja ce
MIPELIeH! ChOTHOIICHUETO MOJ13a/PUCK HA JICUEHUETO C TOTUMYMa0.

Axo OBA€ MUarHoCTUIIMpaHa HEaKTUBHA (,, JaTeHTHA™) TYOEpKyII03a, IPEeIX 3aloYBaHe Ha JICUCHUETO C
roaruMyMab TpsOBa Ja ce 3aloyHe JISYeHUE 3a JIATEHTHA TyOepKyi03a ¢ IPOTUBOTYOEPKYI03HU
CpeacTtBa B CbOTBETCTBUC C MECTHUTEC U3UCKBAHM.

[Ipu nauyeHTH, KOUTO UMAT HAKOJIKO PUCKOBHU (akTopa 3a TyOepKyyio3a Wid 3HAYUMH PHCKOBU
(hakTOpH M OTPULIATEIHO U3CIICABAHE 32 JJATEHTHA TYOEepKyJI03a, TpsiOBa 1a ce 00ChIH MPOBEKIAHE HA
JedeHNe C MPOTUBOTYOEPKYJIO3HU CPECTBA MIPEN 3alI0YBAHE HA JICYCHUETO C FOIMMYMal.
HaznauaBanero Ha TyOepKyJIOCTaTHYHO JIEUEHHUE, IPEAU /1a CE 3all0YHE NPUIIOKEHHE Ha TOMUMYyMao,
TpsiOBa J1a ce 0OCHAM U IPH NALMEHTH C MUHAaJla aHaMHe3a 3a JJATeHTHA WM aKTHBHA TyOepKyIo3a,
IIpU KOUTO HE € CUT'YPHO, Y€ € IIPOBEXKAHO aJIeKBaTHO JIEYEHUE C IPOTUBOTYOEPKYJIO3HU CPECTBA.

[Ipu nauueHTy, 1eKyBaHU ¢ TOIMMYMa0, ca Bb3HUKHAJIM CIIyYal HA aKTHBHA TyOepKyJio3a 1o Bpeme
Ha ¥ CJIe/l JIeYeHHe 3a JaTeHTHa TyOepkyio3a. [lannenture, mpuemainy ronumymao, TpsioBa CTpUKTHO
Jla ce MPOCIIEesIBaT 3a MPU3HALM B CUMIITOMH Ha aKTHBHA TYOEpKYJ03a, BKIFOYHTEIIHO NAIUEHTHUTE,
KOHMTO Ca MMaJK OTPULIATEIHO U3CTICIBAHE 3a JIATCHTHA TyOepKyJ03a, HallueHTH, KOUTO ca Ha JICUeHHE
3a JJaTeHTHa TyOepKyno3a U NauueHTH, KOUTO ca OMJIM JIEKYBaHH 3a TYOEpKYJI03HA HH(DEKIIHSL.

Bceuuky narueHTH TpsAOBa 1a ObAaT MOCHBETBAHH JIa TIOTHPCAT MEIUIIMHCKA ITOMOII], aKO 110 BpeMe Ha
WITH CJIEJT JICYEHHE C TOMMMYMa0 ce TOSBST MPH3HAIM/CUMIITOMH, KOUTO MPEAIOIaraT HaInuue Ha
TyOepKyIio3a (Harp. IpoIbJKUTENHA KallUTiIa, 0TCIadBaHe/3aryda Ha Terio, cyoheOpuiInTer).

PeakTuBanys Ha BUpyca Ha xenaTuT B

[Ipu manmenTn, texyBanu ¢ TNF-aHTaroHUCTH, BKIIFOYUTEITHO TOJMMYMa0, KOUTO Ca XPOHUYHU
HOCHUTENIN Ha BUpyca Ha xematut B (T.e. ca HBsAg-nonoxutenan), ¢ HabMt01aBaHO PeakTUBHUPaHE Ha
BUpyca. Hsxou ot cirydante ca OWIM ¢ eTalieH u3Xo/.

[TanuenTure TpsiOBa na ObaaT usciaeaanu 3a HBV uHdekius npeau 3amovpane Ha JICUCHUE C
roxumymab. [Ipu manuenTy, Kouto ca mo3uTuBHU 32 HBV uHdeknus, ce npenopruBa KOHCYNTALUS C
JieKap, KOMTO MMa OMNUT B JIEUEHUETO HA XEMaTuT B.

ITo Bpeme Ha JIeUeHUETO U HIKOJIKO Mecella ciiell Kpas My Hocutenute Ha HBV, npu kouto ce Hayara
JIeYeHUE C TOTMMYMao, TpaOBa 1a ObJaT BHUMATEIIHO MPOCIEASIBAHN 3a TIPU3HANY U CUMIITOMH Ha
aktuBHa HBV undexnusa. HaMa gocTarsyHO HaHHU 32 CHITBTCTBAIIO JeUeHHe Ha HocuTenuTte Ha HBV
¢ TNF-aHTaroHucT ¥ NpOTUBOBUPYCEH IPENApaT C Ll IPEeNOTBpaTsIBaHE Ha peakTuBauusaTa Ha HBV.
[Ipu manmeHTH, TpU KOUTO BUPYCHT HA XEMATHUT B ce peakTuBUpa, JICUSHHETO ¢ ToNMMyMad TpsiOBa ga
Cce CIIpe | Ja ce 3aroyHe eUKaCHO MPOTHBOBUPYCHO JICUEHUE C MTOIXOIAINO MO IBPKAIIO JICYCHNUE.

3nokavecTBeHU U AuMdonponrdepaTUBHY 3a0019BaHUSA

He e u3BecTHa moTeHImanHaTa poist Ha JedeHueto ¢ TNF Omokep 3a pa3BUTHETO Ha 37I0KAYECTBEHH
3a00iisaBaHus. B3 0OCHOBa Ha HAJIMYHKUTE JaHHU KbM HACTOSIIUS MOMEHT HE CE M3KJIFOUBA EBEHTYAJICH
PHCK 3a pa3BUTHE Ha TUM(POMH, JIECBKEMHUS WM APYTH 3JI0KAUYECTBCHH 3a00JIABaHUs TIPH MAIIUCHTH,
nexyBanu ¢ TNF-anTaronuct. TpsOBa n1a ce moaxoxaa ¢ IOBUIIICHO BHUMAaHHUE MIPH 3all0YBaHEe Ha
nedenue ¢ TNF Grokep npu manyieHTy ¢ aHaMHe3a 32 37I0Ka4eCTBEHO 3a00IsIBaHe WK TTPH
npoab/bkaBaHe Ha jieueHue ¢ TNF Osokep npu naiyeHTH, pa3BUIM 3JI0Ka4eCTBEHO 3a00JIABaHe.
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3noxauecmeenu 3a601518aH UL NPU NEOUAMPULHU NAYUESHINU

B moctMapkeTHHIOBHY YCJIOBHS MMa ChOOIIEHHUS 32 3JI0KaUeCTBEHH 3a00JsIBaHNMs, HAKOH C JICTaJICH
U3XOJ1, TIPH JIea, FOHOIIN ¥ MIIaJIi Xopa (10 22-roJuIIHa Bb3pacT), JekyBanu ¢ TNF-0nokepu
(magano Ha nedyennero < 18-roaumiHa Be3pact). [[puOIn3nuTeTHO MOTOBUHATA OT TE3M CIy4Yau ca
mumpomu. dpyrute cimydan oOxXBamaT pa3iniyHy 3JI0KaYeCTEHH 3a00JsIBaHMs, BKIIOYUTEIIHO PEIKU
3a00Js1BaHus, 0OOMKHOBEHO CBBP3BaHU ¢ UMyHocympecus. [Ipu nena u roHomu, nexysanu ¢ TNF-
OJIOKepH, HE MOJKE JIa C€ M3KITIOYHM PUCK OT Pa3BUTHUE HA 3JIOKAYECTBEHU 3a00JISIBAHNSI.

Jlumgom u nesxemus

B KOHTpOJIMpaHuUTe eTany Ha KIMHUYHUTE U3MUTBaHus Ha Bcudku TNF OnokepH, BKIIOYATETHO
roJuMymal, Ipy nanueHTuTe Ha nedeHne ¢ TNF-anTaronuct ca HaOIro1aBaHu MOBEYE CITydal Ha
pa3BuTHE Ha TUM(OM B CPaBHEHHUE C TAIIUEHTUTE OT KOHTPOJIHHUTE IPYITH. B KIIMHUYHUTE M3MTUTBAHHS
Ha Simponi ¢a3za IIb u Il npu nanmenTn ¢ RA, PsA u AS 4ecroraTa Ha pa3BuTHE Ha TUMGPOM TIPU
NAIMEHTHTE, JIEKYBaHH C TOJIMMYyMa0, € TI0-BHCOKa OT CpeiHaTa 3a obmaTa nomynamnus. Cbo0IIeHu ca
ClTy4au Ha JICBKEMHUS MIPU MAIMEHTH, JIeKyBaHU ¢ roaumyma0. [Ipu nmammeHTn ¢ peBMaTouieH apTpuT ¢
roJisiMa JaBHOCT U BUCOKA aKTHBHOCT Ha BB3MAIMTEIHOTO 3a00JIIBaHE CHIIECTBYBA MIOBHUIICH PHCK OT
HosiBa Ha JTUMQOM U JICBKEMHSI, KOETO YCIIOKHSBA OIIEHKATa Ha PHCKA.

[Ipu nauuentu, nexyBanu ¢ aApyru TNF-01okepu ca cho0ImaBaHy peIKH CIy4an Ha XENaToJMeHaICH
T-knervuen mumdom (HSTCL) B mocTmapkeTHHIOBUS iepuo (BK. Touka 4.8). To3u psabK TUI
T-kneTpueH TMMQOM € C MHOTO arpecuBeH X071 Ha 3a00JsIBAaHETO U OOMKHOBEHO 3aBHPIIBA JIETAIHO.
IloBedeTro OT cayyaunTe ca Bb3HUKHAJIN IPU IOHOIIN U MBXE B MJIaJla Bb3PACT, KaTO TIOYTH BCUYKH Ca
OwIM Ha CHIIBTCTBAIIIO JICUCHHUE C a3aTHoNpuH (AZA) unu 6-mepkrantonypul (6-MP) 3a
BB3NATUTEIHO 3a00MsBaHe Ha yepBara. [[oTeHIIMaTHUAT pUCK Npu KoMOuHupane Ha AZA wiu 6-MP ¢
roauMymab TpsiOBa BHUMATEHO J1a ce 0OMHCIN. PUCKBT 3a pa3BuTHE HA XenaTroaueHaneH T-KieTbueH
nuMdom mpu nauneHty, aexyBanu ¢ TNF-01okepu, He MOXe Aa ce N3KITIOYH.

3nokavecmeenu 3a60156anUs, pasIUdHU OM TUMPOM

B koHTpONMpaHuTe eTany Ha KIMHUYHUTE U3NUTBaHU Ha Simponi ¢a3za IIb u Il npu nanuentu ¢
RA, PsA, AS u UC uecToTaTa Ha 37I0Ka4eCTBCHUTE 3a00ISIBAHKS, PA3IMIHHA OT JTUMPOM (C
W3KIFOUCHHE HAa HEMEIIAHOMEH KOKEH PaK), € CXOJIHA MEXK]Ty TAIIMEHTHTE Ha JIeYeHUE C TOMMyMad H
T€3H OT KOHTPOJIHUTE IPYTIH.

Jlucnnasus/kapyurom na 0edenomo uepeo

He e u3BecTHO many n1e4eHUETO C TOTMMYyMa0 TMOBJIHSIBA PUCKA 32 pa3BUTHE HA TUCIUIA3HS WITH
KapIIMHOM Ha Jeber0To yepBo. Ha BCHYKM MalueHTH ¢ yIaIepo3eH KOJIUT, KOUTO Ca C TIOBHIIEH PUCK
3a TUCIUIA3UsS WK KapIIMHOM Ha 1e0eI0To YepBOo (HAIp. HAllMEHTH C IBJITOTOMIICH YIIIEPO3CH KOIHUT
WM ITBPBUYEH CKJICPO3UPAII] XOJIAHTUT) WU KOUTO UMAaT aHAMHE3a 3a TUCIIIa3us WiIH KapIHOM Ha
nebenoTo uepBo, TpsAOBa PEIOBHO Ja ce MpaBU CKPUHUHT 32 TUCIUIA3HA MIPEIU TepanusITa U B X0/1a Ha
3a0oisaBaneTo. To3u mperen TpsAOBa J1a BKIIOYBA KOJIOHOCKOIHS U OUOIICHS ChIIIACHO HAIIMOHATHHUTE
pbKOBOCTBA. [IpH maIMeHTH ¢ HOBOAMATHOCTHIIMPAHA JUCILIA3us, ICKYBaHH C TOITMMYyMa0,
PHUCKOBETE U TIOJ3UTE 32 OTACTHHUTE NMAIEHTH TPsSOBa BHUMATEIHO JIa CE MPEICHST U 1a C€ OOMHCITH
JIJTA 12 C€ TIPOIBIDKYU TePAIHTa.

B excrumopaTopHO KJIMHHYHO U3ITUTBAHE 32 OIICHKA HA MPHUIIOKEHUETO Ha TOMMyMal TIPpH MAIEeHTH C
TEeXKa IMePCUCTHUpAIa aCTMa ca JIOKJIaJIBaHH IMOBEYe ChOOIIEHUS 3a 3JI0Ka4YeCTBEHH HOBOOOPa3yBaHHUS
NP MAIUEHTUTE, JIEKYBaHU C TOJIMMYMal, B CPAaBHEHHUE C TTAIIMEHTUTE OT KOHTPOJIHUTE TPYITH (BXK.
Touka 4.8). 3HaUMMOCTTa Ha T€3U PE3yATaTH HE € U3BECTHA.

B excmiopaTopHO KJIMHUYHO U3MUTBaHE 3a olieHKa Ha Apyr TNF-anTaronuct — nHGIMKCUMAa0, MpU
MAIMCHTH C YMEPEHO TEXKa JI0 TeXKKa XpPOHUYHA 00CTpyKTHBHA OeoapooHa 6onect (XOBB), ca
JTOKJIaJIBAHU TTOBEYE CHOOIIEHUS 32 37I0KaYeCTBEHH 3a00JIIBaHUS, IPEIUMHO Ha Oeus Ipod Win
rJIaBaTta ¥ MIUATa, TPH MAIMeHTUTE, TeKyBaHH ¢ MHPIMKCUMA0, B CPABHEHHUE C MAIUESHTUTE OT
KOHTPOJIHUTE rpynu. Bcuuky nmanueHTy ca 0min Texxku mymaun. CiaenoBaTesiHo TpsOBa aa ce
MOJX0K/1a C TOBUILIEHO BHUMAHUE MPHU MPUJI0KEHUE HA KOWTO U Ja € TNF-aHTaroHucT npu nauueHT!
¢ XOBb, xakTo u pu NAIMEHTH C TIOBUIIICH PUCK OT Pa3BUTHE HA 3]I0KAYECTBEHO 3a00JIsIBAHE TOPATU
TIOTIOHOTIYIIICHE.
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Pax na xoorcama

[pu nanmentu, nexkyBanu ¢ TNF-6nokupamiu cpeacTsa, BKIIOYHTEIHO TOIMMYyMab, ce choOIaBa 3a
MmenaHoM u Merkel-kinerbuen kapuuHoM (BK.Touka 4.8). [IpernopbuBar ce nepuoIuvaHu
JIepMaToJIOTHYHH IIperJieid, OCOOCHO MPU NALMEHTH C PUCKOBH (DaKTOPH 3a PaK Ha KOXKaTa.

3acroifHa chpredHa HemoctarbuHocT (3CH)

CroO11eHn ca cirydau Ha BIOIIaBaHe Ha 3acToiiHa chpaeyHa HegoctaTbuHOoCcT (3CH) u mosiea Ha 3CH
npu TNF 6nokepu, BKmrountenno u ronumymad. Hakou ot ciydaute ca ¢ netajiex usxon. B
KJIMHAYHO n3nuTBaHe Ha Apyr TNF-anTaroHuct ca HabJroaBaHu BJOIIABaHE HA CHIECTBYBAINA
3acTolfHa ChpCYHA HEIOCTATHYHOCT M MOBHIICHA CMBPTHOCT B pe3ynraT Ha 3CH. N'onmnmymab He e
npoyuBaH npu nanuentd cb¢ 3CH. [N'omumymad TpsaOBa Aa ce mpuiara ¢ IOBUILIEHO BHUMaHUE IPU
MAIMEHTH C JieKa cbpaeuHa HegoctaTbuHocT (kiac I/II mo NYHA). [Tauuentute TpsiOBa aa Obaat
BHHUMATEIIHO MPOCIIEIIBaHH | IIPH MOsBa WX MPOTpecupaHe Ha CUMIITOMHUTE Ha Chp/IeYHA
HEeIOCTAaThYHOCT IPUIIOKEHHETO Ha roMuMyMad TpsaOBa na Obe nmpekpaTeHo (Bx. Touka 4.3).

Hesponoruanu crOuTHS

[Ipunoxenuero Ha TNF-aHTaroHucT, BKIIOUYUTETHO U TOIMMYMa0, € CBBP3aHO ChC CIIyyaH Ha MosiBa
WIN eK3anepOarysi Ha CHMITOMHTE W/WIM PEHTTEHOJIOTUYHUTE JaHHH 32 JeMUCINHU3UPAIIN TPOLECH
Ha [IEHTpaTHaTa HEPBHA CHCTEMa, BKIFOUUTEITHO MHOKECTBEHA CKIlepo3a U nepudepHn
JeMHUeTMHU3MPAIY HapyieHus. [Ipy maruenTy ¢ mpeamecTBamno Wikl HOBOMIOSBUIIO Ce
JeMUEIMHU3UPAILO HApyIICHHE TPsIOBa BHUMATEHO /1a CE MPELEHN ChOTHOLLIEHUETO PUCK/TION3a OT
neuenneto ¢ TNF-aHTaroHucT, npenu a ce 3anovHe JieueHue ¢ romumymad. TpsoBa a ce o0chau
MpeKpaTsIBaHe Ha JICUCHUETO ¢ TOTUMyMab, ako BE3HUKHAT T€3U HapyIIeHHs (BXK. Touka 4.8).

Onepanuu
OnuThT 1O OTHOIIICHUE HAa 0€30MaCHOCTTAa Ha TOJIMMYMal CKOPO Clie] XUPYPrHYHU HHTEPBECHIINY,

BKIIFOUMTEITHO ¥ apTPOILIACTHKA, € OTpaHUueH. AKO ce IUTaHupa XUPYyprudHa UHTEPBEHIS, TPsOBa a
ce B3eMe NMPEABUI ABITUAT MOITYKUBOT Ha JIEKapCTBEHUS NPoAyKT. [lanimeHT, mpu KOroTo ce Hanara
XUPYPTrUvHA HHTEPBEHIIMS TI0 BpeMe Ha JICYEHUETO ¢ TOIMMyMal, TpaOBa Jia ObJie BHUMATEITHO
NpOoCIesBaH 3a pa3BUTHE HA HHMEKIIUH, KaTO TIPH HYKAa TPsAOBa Jia ce B3eMaT ChOTBETHUTE MEPKH.

HmyHOCYnpecus

Twit kato TNF € MeauaTop Ha Bb3MAJIEHUETO U MOBJIMABA KJIEThUHHS UMYHEH OTTOBOP, CHIIECTBYBA
BeposTHOCT TNF-anTaroHucTHTE, BKIIFOUUTEIHO U TOIUMYMa0, J1a 3acsTaT 3alliuTaTa Cperry
WH(EKIUU ¥ pa3BUTHE Ha 3JI0KAYECTBEHH HOBOOOpa3yBaHMs.

ABTOUMYHHH NPOIIECU

Otraocurennust Aeduuut Ha TNFo, npuunnen ot nedennero ¢ TNF-antaronuct, Moxe Jia IoBeJe J10
OTKJIIOUYBAHETO HAa aBTOMMYHHH IPOLIECH. AKO CJIe MPUIOKEHUE Ha FOJIMMYyMal ce pa3BUsT
CHUMIITOMH, XapaKkTepPHH 3a JIyIyc-MoJ00CH CHHAPOM, 1 aHTHUTeNaTa cpely aBoiiHoBepmkHaTa JJHK
ce TIO3UTUBHUPAT, JICICHUETO C TOIMMyMal TpsiOBa Jia ce MpeyCTaHOBH (BXK. Touka 4.8).

XeMaToJIOTHYHHU PEaKLuU

Nma cpoOieHns 3a ciiydan Ha MaHIUTONICHHS, JIEBKOTICHUS, HEYTPOTICHHSI, arpaHyJIoNUTO3a,
aruIacTUYHa aHEMUS ¥ TPOMOOIIUTOIICHUS MIPH NMAMeHTH, orydaBaiyd TNF O10kepu, BKIIIOYHTEIHO
roauMymad. Benuku nanyeHTr TpsioBa ga ObAaT MOCHBETBAHM A2 HOTHPCIT He3abaBHA MEAUIIMHCKA
MIOMOIL], aKO Pa3BHUT NPU3HALM U CHMITOMH, KOUTO IPEATOaraT HaIn4ue Ha KPbBHA TUCKPa3us
(namp. nepcuctupail GeOpuInTeT, KPHBOHACAAAHUS, KbpBeHe, OsieanocT). [Ipu mamuenTy ¢
YCTaHOBEHH XEMaTOJIOIMYHN aHOMAaJIMH TPsIOBa Jja ce 0OCHAN MPEKpaTsIBaHe Ha JEYCHUETO C
roJauMymao.

CorbreTBalio npuioxkenne Ha TNF-aHTaroHUCTH U aHaKUHPA

[Ipu KIMHUYHY IPOYYBaHUS ca HAOIIOJaBaHU CEPHO3HN MH(EKITNN U HEYTPOTICHUS TIPH
CBITBTCTBAIIIOTO NPUJIOKEHHE Ha aHakuHpa u Apyr TNF Osokep, eraHepiienTt, 6€3 TOMbIHUTEIHA
KJIMHUYHA 11o13a. [Topaau xapakTepa Ha HE)KETaHUTE pPeakKiliy, HaOJIl0JaBaHu MPHU Ta3 KOMOMHHUpaHa

138



Tepanusi, CXOIHH MPOSIBH HA TOKCHYHOCT MO>KE J1a C€ MPOSIBAT U B PE3yJITAT HA KOMOWHALKATA OT
anakunpa u apyr TNF 6nokep. KomOunupanero Ha ronumyMad 1 aHakuHpa He ce PernopbyBa.

CoiprerBaio npmwioxenne Ha TNF-agraronucTy 1 abaranent

B ximHUYHY IpoyYBaHUS CHITBTCTBANIOTO NpHiioskeHne Ha TNF-anTaronuctu u abararent e 6uio
CBBP3aHO C IMOBUIIICH PUCK OT pa3BUTHE Ha WHPEKIIMU B CPAaBHEHHE C JICICHHETO CaMo C
TNF-aHTaroHUCT, BKIIOYUTEIHO U CEPUO3HH MH(PEKIINHU, 0€3 ChBMECTHOTO UM MPHIIOKECHUE 1a HOCH
KITMHIYHA 110132, KoMOuHMpaHeTo Ha ronuMyMab 1 abaTallent He ce MPernophiBa.

C'bH'bTCTBaIIIO IIPUIOKCHUC C APYI'HU 61/IOJ]OFH‘IHPI JICKApPCTBCHU ITPOAYKTHU

Hsima mocrarsuno WHGOpMAITUS 110 OTHOIIICHHE HA CHITBTCTBAIATA YyIIOTpeda Ha romuMyMad ¢ ApyTH
OMOJIOTUYHH JIEKAPCTBEHHU MPOAYKTH, N3MOI3BAHM 32 JICUCHUE Ha ChIIUTE 3a00IABaHuUs, 32 KOUTO C€
u3non3ea ronumymad. CeIrbTCTBaIATa YIoTpeda Ha ToJMMyMald ¢ Te3u OMOJIOTUYHU MPOAYKTH HE ce
IIpEropbYBa Mopaav Bb3MOKHOCTTA 3a IMOBUITABAHE HA PUCKa OT I/IH(i)eK]_[I/IH " ApYTH NMOTCHUOHWAITHN
(hapMaKoIOrMYHH B3aUMOJCHCTBUSL.

IIpemunaBaue ot eaus Bua ouosiorndeH DMARD kbM 1pyr

Heobxomumo e moBuIIeHO BHUMAHWE U MMAIMEHTHTE TPSOBA /1a IPOABIDKAT 1a ObJaT MPOCIeIBaHU
MIpH TPEMHUHABaHE OT €IWH OMOJIOTUYCH JIEKapCTBEH MPOIYKT KbM JIPYT, Thid KaTO MPUIIOKPUBAHETO
Ha OMOJIOTMYHA AKTHUBHOCT MOJKE JIOIBJIHUTEITHO Ja MOBHIIN PUCKA OT HEKEJIaHH ChOUTHS,
BKJIFOUUTEITHO UH(EKITUS.

Bakcunanmu/TepaneBTaHU HHGEKIIMO3HU areHTH

Ha nanuenTtuTe, JeKyBaHu ¢ roTMMyMal, MOTaT J1a Ce MPaBAT BAKCUHH, C U3KIIIOYCHHE Ha KUBU
BaKCUHH (BX. TOUkU 4.5 1 4.6). JlanHHUTE 32 OTTOBOPA NPH BaKCHHUPAHE C KUBU BAKCUHH WM 32
BTOPHYHO NpeaaBaHe Ha HHPEKIHS Ype3 )KUBU BAKCHHU MIPH NAIIMEHTH, KOUTO ca Ha JICYCHHUE C aHTH-
TNF npoaykTH, ca orpaHu4eHd. YoTpeOara Ha )KUBU BAKCHHHM MOJKE Jia JOBE/IE 10 KIMHUYHU
WH(EKINHY, BKIIFOYUTEIHO JUCEMUHUPAHN HHDEKITUH.

pyra ynoTtpeba Ha TepaneBTHYHU MH(EKIIMO3HN areHTH KaTo )KUBH aTCHIOMPaHU OakTepuu (Harp.
BiauBaHe Ha BCG B MUKOYHUS MeXyp IIPH JICUCHUE HA PaK) MOXKE J1a JOBEJC /10 KIMHUYHU UHPCKIUH,
BKITFOUUTEITHO JrceMUHUpany nHdpekun. [IpenmopryBa ce Aa He ce mpuiiarat TepaneBTHIHU
WH(PEKINO3HU areHTH CHITBTCTBAIIO C TOTUMYMa0.

AJIeprUYHU peakuuu

[Ipu nOCTMAapPKETUHTOBHSI OIUT Ca CHOOIIEHU CEPHO3HH CUCTEMHH PEAKLUMHI HA CBPBbXUyBCTBUTEITHOCT
(BKITIOUUTETHO aHA(pUIAKTHYHA PeaKIns) CIe MPUIoKeHue Ha romuMymad. Hskon ot Te3u peakiuu
ca HACTBIIIIIM CJIe]] TFPBOTO MPHIIOKEHNE Ha ToMUMyMal. AKO ce pa3BHe aHaWIAKTUIHA WM JApyTra
CEpHO3Ha aJlepruyHa PEaKLusl, MPUIOKEHUETO Ha ToIMMyMal TpsiOBa J1a ce IPEyCTaHOBH U J1a Ce
3alI0YHE NOAXOISLIO JICUCHHE.

Cspvxuyscmeumentocm KvM J1ameKc

KamaueTo Ha nurnata B mpeABapuUTENHO HATbJIHEHATA MHCATIKA WM IIPEJBAPUTEIIHO HAITBIHEHATA
CIIPUHIIOBKA € HAIIPABEHO OT €CTECTBEH CyX KaydyK, ChIBPIKAILl JIATEKC, M € Bb3MOYKHO J1a IIPEAU3BUKA
aJepru4Hy peaklvy [IPU NalUeHTH, CBPbXYyBCTBUTEIHU KbM JIATEKC.

Crenyaiiy monyJaiun

Cmapuecka 6v3pacm (= 65 co0unu)

B knmuanyan npoyusanus daza I 3a neuenne va RA, PsA, AS u UC kato 1110 He ca 3a0ensa3anu
pa3JIMKH 10 OTHOLIEHWE Ha HeXelnaHuTe JekapcTBenu peakunu (HJIP), cepuosznute HexenaHu
nexapctenu peakiuu (CHJIP) u ceprosnute nHdEKIuM Mpy NauueHTy Ha 65 Wi noBeve roAuHH,
JIEKyBaHH € TOMUMyMa0, 1 TIO-MJIaIu ManueHTH. Bee mak, npu nedeHne Ha Xopa B cTapyecka Bb3pacT
TpsI0Ba Jla ce MOX0K 1A C TOBUIIICHO BHUMaHUE, 0COOCHO TI0 OTHOILICHUE Ha NosiBaTa Ha nHpeknuu. B
nmpoyuyBaHeTo 3a nr-Axial SpA He ca BKJIIOUEHH MAlMEHTH HA Bh3pacT 45 WK MOBEYE FOUHH.
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bvbpeuno u uepnodpobHo yepescoarne

He ca npoBexnanu crienManHy Npoy4YBaHKs Ha FOJIMMYMal MU NalKUeHTH ¢ ObOPEUHO WK
YepHOAPOOHO yBpexkaaHe. [Ipu manueHTy ¢ HapyleHa YepHOApoOHa (PYHKIIHS roauMyMad TpsOBa faa
ce MpuJiara ¢ OBHILIEHO BHUMaHUe (BXK. Touka 4.2).

TlomowHu eewecmesa ¢ uzeecmuo oeucmeue

Copbumon

Simponi ceabpixa copouton (E420). [Ipu nauueHTH ¢ penky HaclIeACTBEHU MPOOIeMH Ha
HETIOHOCHMOCT KbM (hpyKTO3a, TpsIOBA Aa ce B3eMe MPeABU JOMBIHUTEIHUAT ePEKT OT
CBITBTCTBAIIOTO MPHJIOKEHNE HA TIPOYKTH, ChIBpPKAILTH copOuTON (Wiu PpyKTo3a) M XpaHUTEITHUS
npueM Ha copOuTol (rwim GpyKTo3a) (BXK. TOUKA 2).

Ioaucopbar 80
Simponi ceabpxa 0,15 mg nonucopdat 80 (E433) BBB Besika mpeiBapuUTENTHO HAITBJIHEHA MHCATKA

[HonmucopOatuTe Morat Aa NPUYMHSAT ATEPTUUYHU PEaKIuu (BXK. TOUKa 2).

Puck 3a 1ekapCcTBEHU I'PEIIKH

Simponi e pa3pereH 3a ynorpebda 3a moJIK0KHO MPUIIOKEHNE B KOIMYECTBAa HAa aKTHBHOTO BEIIECTBO B
no3oBa eaunuia 50 mg u 100 mg. BaxxHo e na ce u3non3Ba NpaBUIHOTO KOJUYECTBO aKTUBHO
BEIIIECTBO B JI030Ba SIMHUIIA, 32 J1a OB/Ie MPUIIOKEHA TIPaBIITHATA J03a, KAKTO € IIOCOYEHO B
,»J103upoBKa‘“ (Bxk.TouKa 4.2). Heo0X01MMO € MOBUIIICHO BHUMAHUE, 3a JIa CE JJOCTABU IPABUITHOTO
KOJIMYECTBO aKTUBHO BEIIECTBO, H J]a CE TapaHTHpa, Ye HAMa Cy003UpaHe WIH CBPBXA03UPaHE MPH
MMalEHTHUTE.

4.5 Bs3amMmopeiicTBHe ¢ JPYIH JeKAPCTBEHH NPOAYKTH M APYrd (popMH Ha B3auMojelicTBHe
He ca npoBexxnanu npoy4yBaHus 3a B3aUMOJICHCTBUSATA.

ChbIbTCTBALIO NPUIIOKEHHE C AIPYTH OMOJIOTUYHU JIEKAPCTBEHHU NPOJIYKTU

KomOunmnpanero Ha ronuMymad ¢ Ipyrd OMOJIOTHYHY JICKAPCTBEHU MPOAYKTH, U3IMOI3BAHH 32
JedeHNe Ha ChIIUTE 3a00JsIBaHMs, 32 KOUTO CE M3II0JI3Ba U TOIMMYyMa0, BKIFOUUTEIHO aHAaKUHPa U
abararenT He ce npenopbuBa (BX. Touka 4.4).

)KI/IBI/I BaKCI/IHI/I/TeDaHeBTI/I'-IHI/I I/IHd)eK]_[I/IOSHI/I ar¢HTU
HO BpeMe Ha JICYCHUCTO C FOJ'II/IMYM3_6 HC TpSI6Ba a ce HpI/IJ'IaI‘aT JKHUBHU BAaKCUHHU (B)K. TOYKH 44 nu
4.6).

TepaneBTHYHN UHPEKIIMO3HHA areHTH He TPsIOBa Jia ce ImpujiaraT ChI'BTCTBAIIO C TOJIUMYyMad
(Bk. Touka 4.4).

MertoTtpekcar
HesaBucumo ot ToBa, 4ue CHIBTCTBALLIOTO MpHiIokeHrue ¢ MTX Boau 10 MO-BUCOKU KOHLUEHTpAIUN HA

TOTMMYMal B CTAIMOHAPHO CHCTOSIHUE NpH NanueHTH ¢ RA, PSA wnm AS, naHHUTE HE TOBOPAT 3a
HEO0OXOIMMOCT OT KOPEKIIUS Ha J]03aTa HUTO Ha ToiuMymMad, HuTo Ha MTX (Bk. Touka 5.2).

4.6 DepruauTeT, O)PEeMEHHOCT U KbpPMeHe

KeHu ¢ 1eTepoicH MOTCHITHAI

JKenute ¢ nereposieH moTeHnuan TpsiOBa Aa U3Moi3BaT eeKTHBHA KOHTPAISTIIHA 32 MTpe/Ia3BaHe OT
OpEeMEHHOCT U JIa MPOIBIDKAT Ja s M3I0JI3BAT MOHE 6 Mecera ciiel MOCISIHOTO MPIIOKEHUE Ha
roJuMymao.

Bbpemennoct
MMa npocrneKTHBHO ChbOpaHU JaHHU 33 YMEpeH Opoit (mpubnusurenno 400) OpeMEHHOCTH €

EKCTIO3UITUS Ha TOIMMYMa0, KOUTO ca JIOBEIH JI0 )KUBU PakJaHUs C U3BECTHU PE3yJITaTH,
BKITIIOUMTENHO 220 OPEeMEHHOCTH C €KCIIO3ULMS MPe3 IbPBUS TPUMECTHD. B momynanuonHo
npoyusane ot Cepepra EBpora, BxirouBamo 131 6pemennoctu (u 134 xbpmaueTa) ca HaOII01aBaHN
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6/134 (4,5%) cpOuTHs HAa CEPHO3HHU BPOJCHU aHOMAJIMH CJIe/ EKCIIO3ULMS in utero Ha Simponi
capsmo 599/10 823 (5,5%) crOutus ciieq; cucTeMHa HeOHOJIOTHYHA Tepanus, B cpaBHeHHe ¢ 4,6% B
obmiara momynanus Ha npoy4yBaneTo. ChOTHOIICHUSATA Ha MAHCOBETE, KOPUTHPAHH 32 CMYIIABAIIH
(hakropu, ca crorBeTHO OR 0,79 (95% CI 0,35-1,81) 3a Simponi cpsiMO cHCTeMHa HEOMOJIOTrMYHA
tepanust 1 OR 0,95 (95% CI 0,42-2,16) 3a Simponi cipsiMmo o01aTa MomyJamus.

Toii kato romumymad uaxuorpa TNF, npuinokeHreTo My 1o BpeMe Ha OpeMEHHOCTTa MOXKe J1a
3acerHe HOPMaJIHHSI IMYHEH OTTOBOP Ha HOBOPOJICHOTO. [IpoydBaHusTa MpH )KUBOTHU HE ITOKA3BaT
IPSIKO WITH HETIPSIKO BPETHO BB3ACHCTBUE BHPXY OPEMEHHOCTTA, eMOPHOHATHOTO/(heTATHOTO
pa3BUTHE U PAKIAHETO UM MOCTHATATHOTO pa3BUTHE (BK. Touka 5.3). HannyHUAT KIMHUYEH OMUT €
orpanuueH. ['onumymab TpsOBa 1a ce U3IMoN3Ba 10 BpeMe Ha OPEMEHHOCT CaMo aKo JICUCHHETO €
HAaNWCTHHA HAJIOXKUTEITHO.

Tonumymab npemunaBa nipe3 mianenTara. Cnen iedenue ¢ TNF-01okupaiiio MOHOKIOHAITHO
AHTHUTSUIO IO BpeMe Ha OPEMEHHOCTTa, aHTUTSIIOTO CE yCTAaHOBSABA 10 6 Mecela B cepyMa Ha
KbpMaueTa, POICHH OT JICKyBaHHUTE JK€HH. B pe3ynTar Ha ToBa Te3u KbpMadeTa MOXKE J1a ca C
TIOBHUIIIEH PUCK OT pa3BUTHE HAa MHPeKknus. He ce mpenopbsyBa NpuiIokeHUE Ha KUBH BAKCUHH TIPH
KbpMaydeTa ¢ eKCIIO3UIHS Ha TOJIMMyMal in utero, 6 Mecena cief mocjaegHaTa HHXEKIHS C TOTUMyMal
Ha MaiikaTa 1o BpeMe Ha OpeMeHHOCTTa (BXK. Touku 4.4 u 4.5).

Kopmene
He e u3BecTHO manu romumMyMad ce eKCKpeTrpa B KbpMaTa WilH ce pe30pOrpa CUCTEMHO CIIe]T

nornbinane. [Ipun MaiiMyHH € ToKa3aHo, 4e ToIMMyMab NpeMHHaBa B KbpMaTa U IOHEKE YOBEIITKUTE
UMYHOTTIOOYJIMHU C€ EKCKPETHpaT B KbpMaTa, )KEHUTE He TPSAOBA Ja KbPMST [0 BpeMe Ha JICYCHUETO C
roauMymal 1 oHe 6 Mecena ciies Kpas My.

DepTunuTer
He ca npoBexxaaHu mpoyduBaHus ¢ rOJUMyMad BEpXY (pepTHInNTEeTa IpH KUBOTHU. [IpoyuBaHe Ha

(epTHIIMTETA IPH MUILKH, C U3MOI3BAaHE HA aHAJIOTHYHO aHTUTSUIO, KOETO U30MPaTEeTHO HHXUOHUpa
¢yHkmoHanHaTa akTUBHOCT Ha Mutisi TNFo, He moka3Ba 3HaunMMU eeKTH BbpXY pepTminreTa
(Bk. Touka 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 oupaHe u padoTa ¢ MAIIUHA

Simponi noBUsABa B Mallka CTETIEH CIIOCOOHOCTTA 3a modupaHe 1 padboTa ¢ MamMHu. Bernpeku ToBa
clieql IpUJIoXKEeHHe Ha Simponi MOXKe Jla ce TIOsSIBH 3aMaiiBaHe (BXK. Touka 4.8).

4.8 Hexenanu JekapcTBeHH peaKINU

Pestome Ha npo¢uiia Ha 6e300acHOCT

[Ipe3 koHTpOIHMpaHus TepHoT Ha OCHOBHUTE M3NUTBaHus 3a RA, PsA, AS, nr-Axial SpA u UC
MH(EKIMs Ha TOPHUTE AUXATEIHU IBTHIA € Onia Haii-uectara Hexenana peakuus (HP), kosto ce
cpobmiaBa npu 12,6% ot nauueHTHTe, JIeKyBaHH ¢ roauMymad B cpaBHenue ¢ 11,0% npu
KOHTponHuTe nanueHTu. Hait-cepro3zuute HP, cpob1ienn 3a romumymad, BKIIIOYBAT CEPHO3HU
MH(EKIHN (BKIIOYUTEIIHO CETICUC, THEBMOHMS, TB, HHBa3WBHU IrbOMYHU U OMTOPTIOHUCTHYHH
MH(EKINN), AeMUCIMHU3UPAILH HapyleHus, peaktusauus Ha HBV, 3CH, aBroumyHHHU npouiecu
(myryc-niofio06eH CHHAPOM), XeMaTOJIOTUYHU PEaKIiH, CEPHO3HA CUCTEMHA CBPbXYYBCTBUTEIHOCT
(BKITIOUMTETHO aHA(PUIAKTHYHA PEaKIs ), BACKYJIHT, TUM(OM U JieBkeMus (BX. Touka 4.4).

TabnuyeH ciUChK Ha HEXEIAHUTE PEaKIUN

HP, naGnronapany B KIMHWMYHU M3MMTBAHUS U ChOOIICHH MTPH MOCTMAPKETUHIOBAaTa yIIOTpeOa Ha
roarumMyMal B cBeTa, ca onrcanu B Tabmuna 1. B pamkure Ha cuctemo-opranaure kimacose HP ca
M30pOEHM T10 YeCTOTa CIIOpe]] ClIeAHATa KOHBEHIIUs: MHOTO YecTH (> 1/10); wectn (> 1/100 mo < 1/10);
Heuectu (> 1/1 000 no < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro penku (< 1/10 000); ¢
HEU3BECTHA YECTOTa (OT HAJIMYHHUTE JaHHHU HE MOXe Jia Objie HalpaBeHa olleHKa). BB Beska rpyma 1o
YECTOTa HEeXEIAHUTE PEaKINy ca TPECTaBeHN B HU3XO/ISII Pe/l 10 OTHOIIICHHUE Ha TSIXHATA
CEPUO3HOCT.
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Ta6anna 1

Tadoauden cnuchLK Ha HP

WNudexyu u nndpecranuu
MHoro yecTu:

Yectu:

HeuecTn:
Penkn:

Wndexnus Ha ropHATE JUXATEIHM TTHIIA (Ha30()apUHTHUT,
(hapuHTUT, TAPUHTUT ¥ PUHHT)

bakrepuannu napekyn (KaTo nemyiuT), HHGEKIUs Ha
JOJTHUTE TUXATEeTHH MBTUINA (KATO MTHEBMOHHS), BUPYCHU
MH(EKINHU (KaTo TPHUI U XepIiec), OpOHXUT, CHHYHT,
MOBBPXHOCTHU I'bOMUHU MHPEKIMH, adciiec

Cerncuc, BKIIOYUTEIHO CENTHYCH IIOK, MUETIOHSPUT
Ty0OepKyio3a, ONOPTIOHUCTUYHN HH(EKLIUH (KaTO HAIIPUMED
MHBa3UBHU I'bOMYHN MH(EKLIUH [XUCTOILUIA3MO34a,
KOKITUIMOUZIOMHUKO3a, ITHEBMOIIMCTO3a |, OaKkTepuaHa,
aTUIIMYHA MUKOOAKTepualiHa ¥ NIpOTO30iHa HH(EKINs),
peaxkTHBaIys HAa BUpYyca Ha XenatuT B, 6akrepuaneH apTpur,
UH(EKIHMO03eH OYPCUT

Heormumazmu — noOpokavecTBeHH,
37I0Ka4€CTBEHU M HEOTIPEICTICHU
Heuectn:

Penkn:
C Heu3BeCTHA YECTOTA:

Heomnasmu (kato pak Ha KOXaTa, CKBAMO3HOKJIEThUCH
KapIuHOM M MEJIAHOIIUTEH HEBYC)

Jlumdom, neBkemusi, MesniaHoM, Merkel-kaeThueH KapIHOM
XenaronuenaneH T-knerpueH auMdom™, capkom Ha Kaposi

Hapyiienus Ha KpbBTa ¥ TUMQpHATa
cucTeMa
Yectu:

Heuectn:
Penxu:

JleBkoneHHs (BKIIOYUTEITHO HEYTPOIICHHS ), aHEMHUS
TpombGoruTOnIEHN S, TAHITUTONICHHS
AmnyacTiyHa aHeMHsI, arpaHyJIOIHUTO3a

Hapyiienus Ha MMyHHaTa cUcTeMa
Yectu:

Penkn:

Anepruinu peakuu (OpoHXOCHa3zbM,
CBPBXUYYBCTBUTEIHOCT, YPTUKAPUs), TO3UTUBUPAHE HA
aBTOAHTHUTEIA

Cepro3HH CUCTEMHH PEaKLUHU HA CBPbXUYyBCTBUTEITHOCT
(BKIMIOUUTENHO aHApHUIAKTHYHA PEAKLIUs ), BACKYJIUT
(cucTemeH), capKouI03a

Hapyuienns Ha eHOKpUHHATA
cucrema

Heuectu:

Tuponnnu HapymeHus (KaTo XUMOTUPEOUAUIBM,
XUIEPTHPEOUINZBM U CTPYMa)

Hapymenus Ha MeTabonusma u
XpaHEHETO

Heuectu: IloBumaBaHe Ha HMBaTa Ha KpbBHATA 3aXap, MOBUILIABaHE HA
HUBaTa Ha JIMIIHUIUTE
[lcuxnunn HapyIeHHS
Yectn: [lenpecus, 6e3chHHE

Hapyuienus Ha HepBHaTa cucTemMa

Uectn: 3amaiiBane, riraBoOome, mapecTe3ns
Hewectn: Hapymeno paBHoBecue
Penxu: JleMuenuHH3MpaIy HapymeHNs (LIEHTPATHH WIH
nepudepHy), TUCTEY3HUs
Hapymenus na ounrte
Heuectn: Hapyiuenus Ha 3peHHETO (KaTO 3aMbBIIICHO 3pEHUE U
HaMmaJeHa 3pUTelTHa OCTPOTA), KOHIOHKTHBHT, aJepTus Ha
ounte (Karo chbpOEK B OUUTE U JIPa3HEHE)
ChpaeyHu HapyLeHUs
Heuectn: ApuT™us, HICXeMUYHH KOPOHAPHH HApyILICHUS
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Penxu: 3actoiiHa chpAeYHA HENOCTATHYHOCT (HOBOIOSBUIIA CE WIIH
BJIOIIIABAHE HA BeYe CHIECTBYBAIIA)
Cp10BU HapyIIEHUS
Uectu: AprepuanHa XUIEPTOHUS
Heuectu: Tpom0Oo3a (kato npia0oka BeHO3HA Tpomb03a min TpomMbo3a
Ha aopTara), 3aYepBsBaHE HA JIUIETO
Penxu: ®enomen Ha Raynaud

PecniupaTopHu, rppaHu U
MEINACTUHAIHN HapyIIEHUs

Yectn: AcTMa 1 CBBP3aHH C acTMaTa CUMIITOMH (KaTO XPHUIITCHE U
OpoHXHaIHA XUIIEPAKTUBHOCT)
Hewectn: WuTepcTunmanna 6emoapoOHa OomecT
CromalHo-4peBHU HApYIIEHUS
Yectn: Jlucnericusi, racTpOMHTECTHHAITHA U ab0MIHAIHA O0JTKa,
rajieHe, CTOMaIlHO-YPEBHU BH3MAIUTEIHN HapyeHus (KaTo
TacTPUT U KOJIUT), CTOMATHUT
Heuectn: KoncTumanusi, ractpoe3ogareaina pedykcHa 0oect
XenaroOWIIMapHu HApyIICHHS
Yectu: [loBumraBaHe Ha anaHWH aMUHOTpaHcdepas3ara, MOBHUIIABAHE
Ha acmapTaT aMHHOTpaHcgepasaTa
Heuectu: XonenuTtnasza, 4epHOAPOOHHN HAPYIICHUS
Hapyuienuns Ha koxata
Y TIOJKO’KHATa ThKaH
Yectn: Ilpyputyc, oOpuB, anonenus, 1epMaTHT
Heuectu: byno3Hu KOKHU peakiiuy, ICOpruasuc (HOBOTIOSBUII C€ HITH
BJIOIIIaBaHE Ha BeYe CHILECTBYBAII IICOPHA3HC,
najMapeH/IIanTapeH U MyCTyI03€eH), ypTUKapus
Penxu: JluxeHoMIHH peakiuu, ekcoruamnys Ha KoKaTa, BACKYJIUT

C HEeHW3BECTHA YECTOTA:

(xosxen)
BiiomaBane Ha CHMIOTOMUTE Ha AEpMaTOMHUO3UT

Hapymenns na
MYCKYJTHO-CKEJIeTHaTa CUCTEMA U
ChEeIMHUTENHATAa ThKaH

Penxn:

Jlymyc-noyto6eH cuaipoM

Hapymenus Ha 660penure u
MUKOYHHTE ITHTHINA
Penxn:

Hapymenus Ha TUKOYHHS MeXyp, ObOpedHN HapyIICHHSI

Hapymenns na
BB3MPOU3BOUTEHATA CUCTEMA U
rbpAaTa

Heuectn:

Hapymenus Ha repanTe, MEHCTPYaJIHH HapyLICHUs

OO0y HapymeHus U eheKTH
Ha MSCTOTO Ha MPHUIIOKECHUE

Yectn: [lupexcust, acTeHUs, peakiys Ha MACTOTO Ha WH)KEKTUpaHEe
(xaTo epuTeM Ha MSICTOTO HA MHXXEKTUPAHE, yPTUKAPHSL,
UHIypanus, 00JKa, KpbBOHACAIAHE, IPYPHUTYC, IPA3HEHE, U
napecresus), TMCkoM(opT B 001acTTa Ha TPBIAHUS KOIII
Penxu: 3abaBeHo 3apacTBaHe Ha paHu
HapansBanusi, oTpaBsiHus 1
YCIIOKHEHUS!, Bh3HUKHAIU B
pe3yiTaT Ha HHTEPBEHIIMN
UYectu: @DpakTypu Ha KOCTUTE

*  Habmonasanu npu apyru TNF Giiokepwu.

B Ta3u Touka, MequaHaTa Ha MepruoIa Ha IpocieasIBane (MPpUOMH3UTETHO 4 TOIMHN) KaTo IISUI0 €
MpeJICTABeHA 32 BCSIKO NMPUJIOKEHHE Ha roiuMymad. KoraTo npuioxkeHneTo Ha ToiuMyMal € OIMcaHo
CIpSIMO J103aTa, MEJMaHaTa Ha TIEpUo/Ia Ha MPOCTeIIBaHe Ce MPOMEHS (MPUOTUIUTEITHO 2 TOUHU TTPU
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no3a ot 50 mg, mpubnu3nuTenHo 3 roauHU npu A03a ot 100 mg), KaTo ManUeHTUTEe MOXKeE Ja ca
MpEMUHANN OT €IHAa J03a KbM ApYyTa.

Omnucanue Ha I/I36DaHI/I HCXCJIaHU pCaKInu

HUngpexyuu

[Ipe3 KOHTpOIUpPaHUs TIEPUO]] HA OCHOBHUTE M3IMMTBAHUSA, C€ HAOJII01aBa MH(EKIIMS Ha TOPHUTE
JIUXaTEeIHNA MTBTUIIA KaTO Hali-4eCcTo ChOOIIaBaHaTa HeXKeNNaHa JIeKapcTBeHa peakius mpu 12,6% ot
JIEKyBaHHUTE C romuMymMad manueHTH (dectota Ha 100 goBekoroaunu: 60,8, 95% CI: 55,0, 67,1), B
cpasuenue ¢ 11,0% npu kouTpoaauTe nmanuentu (decrora Ha 100 yoBexoroguau: 54,5; 95% CI: 46,1,
64,0). B koHTpOIMpaHN U HEKOHTPOJIUPAHU €TaIlM Ha MIPOyYBaHUATA, C MEIMaHa Ha MPOCIEIBaHe
MpUOIM3UTENTHO 4 TOUHHY, YeCTOTaTa Ha WH(EKINN Ha TOPHUTE AVXATEIHHU ITHTUIIA Ha

100 goBekoronuuu e 6mna 34,9 cioyqas; 95% CI: 33,8; 36,0 3a 1eKyBaHUTE C TOIUMYyMa0 MAIIMCHTH.

[Ipe3 KoHTpOIMpaHUs IEPUO]] HA OCHOBHUTE M3MUTBAHUS ca HaOmonaBanu nHpekmnu npu 23,0% ot
JIEKyBaHHUTE C romuMymMad manueHTH (dectora Ha 100 goBekoroaunu: 132,0; 95% CI: 123,3, 141,1), B
cpasuenue ¢ 20,2% npu kouTpoaHUTE manuentu (decrora Ha 100 yoBexorogmau: 122,3; 95% CI:
109,5; 136,2). B koHTpOIMpaHu 1 HEKOHTPOJIUPAHH €Taly Ha U3MUTBAHUATA, C MEIMaHA Ha
MpOCIIeIBaHe MPUOTU3UTEIHO 4 TOINHY, YecToTaTa Ha nH(ekyu Ha 100 YoBekoroanHu € Onna
81,1 ceoutus; 95% CI: 79,5; 82,8 3a neKyBaHHUTE C TOJTUMYMa0 MaIUCHTH.

[Ipe3 koHTpOIMpanHus neproA Ha u3nuTBanusATa 3a RA, PsA, AS u nr-Axial SpA ca HabnronaBaHu
cepuo3nu uHpekuu mpu 1,2% ot JIeKyBaHUTE ¢ TOIMMyMa0 marueHTy U 1,2% oT manueHTuTe B
KOHTpoJIHATa rpyna. Yecrorata Ha cepro3nute nHpeknuy Ha 100 YOBEKOTOIMHY MPU MPOCIICAIBaHE B
KOHTPOIIMPAHUS NIepro Ha m3nuTBanusATa 3a RA, PsA, AS u nr-Axial SpA e 6una 7,3; 95% CI: 4,6,
11,1 3a rpynara na ronumyma6 ot 100 mg, 2,9; 95% CI 1,2, 6,0 3a rpynara va ronumymad ot 50 mg u
3,6; 95%CI: 1,5, 7,0 3a mnane6o rpynara. [Ipe3 KOHTpOJIMpaHUs IEPUO Ha U3IMTBAHUS Ha
WHIYKIIMOHHO JieueHue ¢ ronumymad npu UC, cepruo3nn undeknuu ca Hadmonasanu npu 0,8% ot
MAIMEHTUTE, IEKyBaHH C TONMMyMa0, B cpaBHeHUE ¢ 1,5% OT manueHTuTe B KOHTPOJIHATA IpyTa.
Cepuo3znnre nHMEKIUY, HAOIIOJaBaHN TP MAIEHTHTE, JIEKYBaHU C TOIIMMyMa0, BKIIIOYBAT
TyOepKyJ103a, OaKTepUaTHU HHGEKIINH, BKIFOUNTEIIHO CEIICUC U THEBMOHUS, HHBa3UBHU I'bOUYHH
WHQEKIUU ¥ JPYTH OMIOPTIOHUCTUYHY UHGeKIuu. Hakou ot Te3u nHpeknuu ca Onim ¢ JieTaieH
u3xoJ. B KOHTponIMpaHUTe U HEKOHTPOJIMPAHUTE ETAK HA OCHOBHHUTE U3MUTBAHMS, C MEIMaHa Ha
npociensBaHe 0 3 TOAWHH, € HabI0aBaHa [M0-BUCOKa YECTOTa Ha CEPUO3HH MH(EKIINH,
BKITFOUUTEITHO OMIOPTIOHUCTUYHY UHGeKuu u TB npu naruenty, mony4asanu 100 mg romnmymao, B
CpaBHEHHE C ManueHTH, nonydaBanu 50 mg romumymal. YectoraTta Ha BCUYKH CEPUO3HH WH(EKIIUN
Ha 100 goBekoronunu e 6mna 4,1; 95% CI: 3,6; 4,5, npu manuenture, noaydasaiu 100 mg
roaumyMmab u 2,5; 95% CI: 2,0; 3,1 npu nanueHTuTe, nony4asaid 50 mg rommumymao.

3noxauecmeenu 3a601518aHUsL

Jumgpom

ITo BpeMe Ha OCHOBHUTE M3MHUTBAHUS YECTOTATa HA Pa3BUTHE HA JTMM(OM TpH JIEKyBaHUTE C
roIMMyMa0 MalMeHTH € TI0-BUCOKa OT OYaKBaHaTa B o0IIara nomyaanus. B koHTponupanute u
HEKOHTPOJIUPAHHUTE €TaIlK Ha Te3W U3MHUTBAHUS, C MEIHaHa Ha MPOCIIEIIBaHe 10 3 TOIUHH, €
HaOITI0JaBaHa MMO-BUCOKA YECTOTa Ha TUMQOM IpH narpenTuTe, nomydasaiu 100 mg roanmymad, B
CpaBHEHHE C MalUeHTHTE, moy4aBaiu 50 mg romumymad. Jlumdom e quarHoctuiiupan npu

11 ygactauim (1 B TepaneBTiHuHUTE TpynH Ha 50 mg roauMymad 1 10 B TepaneBTUYHUTE TPYITH Ha
100 mg romumymad), ¢ uectora (95% CI) Ha 100 yoBEeKOrOMHY 3a TIEPHO/IA HA MPOCIICIBAHE IIPU
0,03 (0,00; 0,15) u 0,13 (0,06; 0,24) cnyuas, croTBeTHO ITpH roaumyMad 50 mg u 100 mg, u 0,00
(0,00, 0,57) cayuas npu miaine0o. [To-rosisiMa 4act OT cily4auTe Ha pa3BUTHE HA TUMQOM ca
BB3HUKHATH pu poyuBaHeTo GO-AFTER, koeTo BKITt0UBa MAlMEHTH C TPEIX0IHA €KCITO3UIINS Ha
TNF-aHTaroHUCTH, KOUTO Ca UMAJIH MO-TOJISIMA MTPOIBIDKATEITHOCT U PePpaKkTEpHOCT Ha
3abomnsBaHeTo (BK. Touka 4.4).

3nokauecmsenu 36160]1}1661HM}Z, pasiudHu om JluMd)OM
B KOHTPOJIMPAHUTC IICPUOAN HAa OCHOBHUTC U3NUTBAHUSA, KAKTO U 11O BPEMC Ha HpI/I6J'II/I3I/IT€J'IHO
4-FOI[I/IHIHOTO IMpoCJICAABAHE, YECTOTATa HA PA3JINYHUTE OT JII/IM(bOM 3JI0Ka4Y€CTBEHHU 3a00IsIBaHUS (C
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M3KIIIOUYEHNE Ha HEMEJaHOMHHUS KOKEH PaK) € CXOAHA B IPYIHTE HA JIEYEHUE C TOTMMyMal
KOHTpOsHUTE rpynu. [1o Bpeme Ha NpUOIU3UTETHO 4-TOAUITHOTO NPOCIEIIBAHE YECTOTaTa Ha
Pa3IMIHUTE OT IUM(POM 3TOKAYECTBCHHU 3a00IIIBaHMA (C M3KITIOUCHUE HA HEMEJIAHOMHHS KOKEH PaK)
€ CXOJIHa C Ta3M B 00IIaTa MOIMyJIaIys.

Ilo BpeMe Ha KOHTpOIMpPaHUTE U HEKOHTPOJIMPAHUTE IEPUOIN HA OCHOBHUTE M3MUTBAHHUSA, C MEUAHA
Ha TpociieAsiBaHe 0 3 TOJUHM, HeMeJaHOMEH paK Ha KOKaTa € JUarHOCTUIIUPaH IpU 5 OT
YYacTHULHTE, pueManu mianebo, 10 ot npuemanure romumymad 50 mg u 31 ot npuemanure
rooumymad 100 mg npu yecrora (95% CI) Ha 100 qoBekoroauHu 3a nepuoja Ha npocnenssane 0,36
(0,26; 0,49) o610 npu roaumymad u 0,87 (0,28; 2,04) npu miarebo.

ITo BpeMe Ha KOHTPOJIMPAHHUS U HEKOHTPOIMPAHUS ITEPHO]] HA OCHOBHUTE M3MIUTBAHUS, C MEMaHa Ha
MIpOCieasBaHe 10 3 TOANHH, 3JI0KaYeCTBEHHU 3200 sIBaHMS ¢ M3KIIIOUEHHE HAa MEJTaHOM, HeMeJTaHOMEH
KOJKEH pak u JIUM(OM ca JHarHOCTUIIMPAHH NIPH 5-Ma YYaCTHHIIM, TpreMalty miane6o, 21 ot
npuemanure rorumymad 50 mg u 34 ot npuemanute ronumymad 100 mg npu gecrora (95% CI) na
100 goBexoromuHM 3a neproa Ha npocneasBane 0,48 (0,36; 0,62) oomo 3a romumymad u 0,87 (0,28;
2,04) 3a mrane6o (BxK. Touka 4.4).

Cvobuenusn om KIUHUYHY USHUMBANUSA 34 JeYeHUe HA ACThMA

B ekcruiopaTopHO KITMHUYHO NMPOYYBaHE MAIMEHTH C TEXKKa TIEPCHCTHPAIIA ACTMa €a MOy YHITH
HaToBapBaia 103a romumymad (150% ot onpezeneHara TepaneBTHYHA 1032a) MOAKOKHO Ha

cenmuna 0, ciex koeto ca JexyBanu ¢ ronumymad 200 mg, ronumymad 100 mg nnu ronumymad

50 mg MOAKOXHO Ha BCeKH 4 ceMUIM 70 ceamuia 52. [Ipu nanueHTuTe Ha JIedeHue ¢ TomumMymad
(n=230) ca cboOIIICHH 0OCEM 3JI0KAUECTBEHH 3a00JIABaHUSA M HUTO €HO IPU NAIlMCHTUTE Ha IUI1ane0o
(n="79). CpoOmienue 3a nuM¢poM UMa pu 1 manuenT, 3a HeMeJTaHOMEH pak Ha Ko)KaTa Ipu 2-Ma
NaMEHTH U 3a APYTH 3JI0KaYyeCcTBEHH 3200 siBaHus npH S5 nanuenTty. Hsama npeBanupane Ha
oTIpe/ieNieH BHJI 3I0KaueCTBEHO 3a00IIsBaHe.

[To Bpeme Ha muIane00-KOHTPONIMpPaHaTa YacT Ha MPOYYBaHETO YecTtoTaTa Ha nosiBa (95% CI) Ha
BCHUYKH 3JI0Ka4eCTBEHHU 3a001sBaHus Ha 100 YOBEKOTOJUHM MTPOCIICIABAHE HA MAI[UCHTUTE, JICKYBaHH
¢ ronumymao, e omna 3,19 (1,38; 6,28). B Toa mpoyuBane dectoraTa Ha nossa (95% CI) Ha

100 gyoBeKOTOIMHY TIPOCIENsIBaHE TPU MAIIMEHTUTE, JIEKYBaHU ¢ romumyMa0, e ouna 0,40 (0,01, 2,20)
3a mumdom, 0,79 (0,10, 2,86) 3a HemenaHOMeH KokeH pak u 1,99 (0,64, 4,63) 3a npyru 310Ka4eCTBEHU
3abomsBanus. [Ipu yuactHunuTe Ha 1iane6o yectorara Ha nosiea (95% Cl) Ha Te3u 3710Ka4ecTBeHN
3abonsBanus Ha 100 goBekoroauuu e 6mma 0,00 (0,00, 2,94). 3HaUNMOCTTa Ha T€3H PE3YJTATH HE €
U3BECTHA.

Hesponozuunu cvoumus

B xoHTponMpaHUTE U HEKOHTPOJIMPAHUTE IEPUOAN HA OCHOBHUTE M3MUTBAHUA, C MEIUAaHA Ha
npocieasBaHe A0 3 TOANHM, € Hablo1aBaHa I0-BICOKA YeCTOTa Ha IEMUSIMHU3AIMS TIPH
NalMUeHTHTE, oy4yaBain romumyMad 100 mg, B cpaBHEHHE C MAIIMEHTHTE, MTOTYYaBaId TOIUMYyMao
50 mg (Bx. Touka 4.4).

Tosuwasane na 4uepHoOpoOHUmMeE eH3UMU

B xoHTponupanus neproj Ha OCHOBHUTE M3NNUTBaHUs 3a RA u PsA ce nosBsBaT 1exku NOBUIIEHHS Ha
AJIAT (> 1 u <3 x ropnara rpanuua Ha Hopmata (ULN), cbc CXOIHH YECTOTH B TPYNHUTE HA
roJMMyMal W KOHTPOIJITHUTE TPYIH B U3MUTBaHUATA 32 JieueHue Ha RA u PsA (22,1% no 27,4% ot
MAIMEHTHTE ); KaTO B M3IIUTBAHMATA 32 JeueHne Ha AS u nr-Axial SpA npu moBede maiuenTy,
JIeKyBaHH ¢ TONUMyMa0, ce e mosBuIIo Jieko nosumasane Ha AJIAT (26,9%), oTkoakoTo mpu
koHTponHuTe nanueHTu (10,6%). [To Bpeme Ha KOHTpONIUPaHUTE M HEKOHTPOJIMPAHUTE TIEPUOIU HA
OCHOBHHUTE M3MMTBaHUA 3a eueHne Ha RA u PsA, ¢ Mmennana Ha mpocesiBaHe NpUOIU3UTEHO

5 roguHM, YecTtoTara Ha Jekute nosumasanus Ha AJIAT B n3nuteanusTa 3a neyeHue Ha RA u PsA e
CXOJIHA IIPH JIEKYBAHUTE C TOJIMMyMad NalueHTH 1 KOHTPOJIHUTE MAlMeHTH. B KOHTponupaHus
TIEPHUO/I HA OCHOBHUTE M3MUTBAHMS HAa MHIAYKIIMOHHO JieueHue ¢ ronumyMad npu UC ca Bb3HUKHAIH
nexu noBumienns Ha AJIAT (> 1 u <3 x ULN) B cX0HH CHOTHOIIEHUS MPH JIEKyBaHUTE C
TOTMMYMal W KOHTPOJIHUTE marueHTH (CboTBeTHO 8,0% 1m0 6,9% ). B KOHTpOmupaHuTe u
HEKOHTPOJUPAHUTE MEPHOAN Ha ocHOBHH n3nuTBanus 3a UC ¢ MenuaHa Ha TpociiesiBaHe
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NpUOTU3UTETHO 2 TOJUHM IPOLEHTHT Ha MauueHTuTe ¢ Jeku nosumenus Ha AJIAT e 24,7% npu
NalnyueHTH, IPUEeMaIly ToIuMyMa0l 110 BpeMe Ha eTana Ha MoJAbp Kalla Tepanus OT MPOYUYBAHETO IPU
UC.

B koHTpOIMpaHus meproa Ha OCHOBHM M3MUTBaHU 3a jJeueHrue Ha RA u AS noBumaBanusTa Ha
AJIAT > 5 x ULN He ca gecTH, KaTo Te ca HaOII0JaBaHu I0-4eCTO MPU MalUeHTUTE, JIEKYBaHHU C
roaumyMab (0,4% no 0,9%), otkoskoto mpu koHTposiHuTe manueHTH (0,0%). TakaBa TeHICHIIMS HE
ce HabJI01aBa NpH MALMEHTHTE C IcOpuaTHyueH apTpuT. [1o Bpeme Ha KOHTPOJIMPaHUTE U
HEKOHTPOJIMPAHUTE NMEPUOAN Ha OCHOBHUTE M3NINTBAHUS, C MEANAHA Ha MPOCIENsBaHe 5 TOAVHH,
yectoTara Ha noBuinaBane Ha AJIAT > 5 x ULN e cxonHa npu JieKyBaHUTE € TONUMyMal NaIMeHTH u
MIpU KOHTPOJIHUTE MaiueHTH. KaTo 110 Te3u MOBUIIIaBaHNA Ca ACUMIITOMHHU M CTOMHOCTHTE Ce
MOHM)KABaT WIK Ce HOPMAJIM3UPAT U MPH OTIAJAHANN OT U3MUTBAHETO MAlMEHTH, U IPU TAKUBAa, KOUTO
MPOABIDKABAT Ja yYacTBaT, KAKTO U MPH KOPEKIUS Ha MIpHeMa Ha JIPYTH JeKapCTBEHHU MPOTyKTH.
Hsama cpo01ienn cinyyan 1o BpeMe Ha KOHTPOJIMPaHUS U HEKOHTPOJIMPAHUS IEPHO Ha TIPOYUBAHETO
3a nr-Axial SpA (mo 1 roguna). B koHTponupaHus neprox Ha OCHOBHU M3NMUTBAHHUA HA HHAYKIIHOHHO
neuyenne ¢ romumymad npu UC ca Bp3uukHanu nosumeHus Ha AJIAT > 5 x ULN B cxonnu
CHOTHOILICHHS TIPH JIEKYBaHUTE C TOIMMYMa0 M NanueHTuTe, npuemand mianedo (cporBerHo 0,3% mo
1,0% ). B koHTpOMpaHuTe 1 HEKOHTPOJIMPAHUTE MEPUOIU HAa OCHOBHU n3nuTBanus 3a UC ¢ meauana
Ha MpocJieAsBaHe NPUOIU3UTENHO 2 TOAWHY MPOLECHTHT Ha MAlMEeHTHTE ¢ noBuiieHus Ha AJIAT
>5x ULN e 0,8% mpu manuenTu, mprueMariyu romumMymab 1mo BpeMe Ha eTara Ha ToiTbprKaIia
Tepanus ot mpoyuBaneTo npu UC.

B ocHOBHU u3nuTBaHu 3a JieueHue Ha RA, PsA, AS u nr-Axial SpA, euH naiueHT, BKIOYeH B RA
U3IUTBAHE C MPEIIICCTBAIM YSPHOAPOOHH OTKIOHCHHMSI U IPUEM Ha JIPYTH JIEKapCTBECHHU MPOIYKTH,
KOHTO € JIeKyBaH ¢ ToJIruMyMa0l, € pa3Buil HeMH(EKIIMO3eH XEMaTUT ¢ UKTep, C JeTalieH n3xoa. He ce
W3KITI0YBA POJIATA Ha TOTUMYMal KaTo JOMPUHACSII WA yTeXKHSABAII (HaKkTop.

Peakyuu na macmomo na undicekmupame

B koHTpONMpaHuTE NEpHUOaN HA OCHOBHH M3MUTBaHUS 5,4% OT MallMeHTUTE, JICKYBaHHU C TOJIMMYyMao,
ca MOJIYYHITH peakliy Ha MSACTOTO Ha MH)KeKTHpaHe B cpaBHeHUE ¢ 2,0% OT KOHTPOIHUTE MalleHTH.
Hannumero Ha aHTHTENA Cpely TomMyMad MOXe Jia TOBUIIM PUCKA OT PEaKIMK Ha MICTOTO Ha
uKekTHpane. [loBedeTo peakuy Ha MACTOTO Ha HHXKEKTHPAHE ca JEKH J0 YMEPEHO TEeXKH, KaTo
Haif-uecTara € epuTeM Ha MSCTOTO Ha MHXKeKTHpaHe. KaTo msaso nosBaTa Ha peakuyuy Ha MSCTOTO Ha
WHXKEKTHpaHe He HaJlara mpeKpaTsBaHe Ha MPHUII0KEHUETO Ha JIEKAPCTBEHUS TIPOIYKT.

B xoHTpOonmpanute uznutBanus ¢asa [Ib u/unm 111 3a neuenne Ha RA, PsA, AS, nr-Axial SpA, Texka
NepCUCTUpaIlia acTMa 1 B usnuteanus ¢asa [I/111 3a neuenne Ha UC, HUTO €MH OT JICKYBaHUTE C
roJMMyMal MalMeHTH He € pa3Bul aHaUITaKTHYHA PEaKIusl.

Aemoanmumena

ITo BpeMe Ha KOHTPOJIMPAHU U HEKOHTPOIMPAHH MEPHOAN Ha OCHOBHH U3MHUTBAHUS C €THOTOJUIIIEH
Nepuo Ha IpociesBane, npu 3,5% OT nauueHTHTe, JeKyBaHH ¢ romuMmymao, u 2,3% ot
KOHTPOJIHUTE MAalMEHTH 32 IbPBU BT ca yctaHoBeHH ANA (B TuThp 1:160 nnu no-Bucok). B kpast na
€HOTOIMIITHOTO MPOCeasiBaHe HATMYKeTo Ha aHTH-ASDNA anTuTena npu u3xoaHo antu-dsDNA
OoTpuLaTeaHu nanueHTu e 1,1%.

Cro011aBane Ha MMOJI03MPAHN HEXKEIIAaHH PEAKIIUH

CpoO11aBaHeTo Ha M0I03UPAHH HEXKEJIaH! PEaKIMK ClIe]] pa3pelaBaHe 3a ynoTpe0a Ha JeKapCTBEHUs
NPOLYKT € BaskHO. ToBa MO3BOIIABA Aa MPOIBIDKY HAOIIOJCHUETO Ha CHOTHOILICHUETO T0I3a/PUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEMIIMHCKUTE CIIEIIUATTICTH Ce U3UCKBA J]a ChOOIABAT BCSKa
HO03MpaHa HeXXeJIaHa PeaKlys uype3 HallMOHalHa CHCTeMa 3a ChoOIIaBaHe, IOCOYeHa B
[Ipunoxxenue V.

4.9 Ilpeno3upane

B knuan4HO npoyuBane enuHMYHY 1034 A0 10 mg/kg ca nHXeKTUpaH! HHTPAaBEHO3HO Oe3 MPOsIBH Ha
TOKCHYHOCT, OrpaHHYaBalla fo3aTta. B ciryuail Ha mpejo3upase ce IpenopbyBa NalUeHThT Ja OCTaHe
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nona Ha6J'IIO):[eHI/Ie 3a IpU3HAIU U CUMIITOMHA Ha HCXKCJIAHU PCAKIIUH, KATO He3a0aBHO ce 3aloYHe
noAXoadAI0 CUMIITOMATUYHO JICUCHUC.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapmakoTeparneBTHUHa rpymna: UMyHoCynpecopu, HHXHOUTOPH HAa TyMOP-HEKPOTH3UPAIUsA (GakTop
anda (TNFa), ATC koa: LO4AAB06

MexaHu3bM Ha IEWCTBUE

TonrumyMab e 4oBenKo MOHOKIIOHAIHO aHTUTSUIO, KOeTO 00pa3yBa cTabMIIeH KOMIUIEKC C BUCOK
aUHUTET KaKTO KbM pa3TBOpPHMAaTa, Taka U KbM TpaHcMeMOpaHHaTa ¢popma Ha yoBenikus TNFa,
KOETO IMpeaoTBpaTsaBa cBbp3BaneTo Ha TNFo kbM penentopute my.

dapmakoguHaMU4HU eHEKTU

JoxkazaHo e, 4e cBbp3BaHeTo Ha yoBewkusl TNF ¢ ronumymab HeyTpanusupa unnyuupanata or TNFa
eKCIpecHs Ha MOBBPXHOCTTA Ha YOBEIIKNUTE CHAOTEIHH KICTKU Ha aAXE3HOHHUTE MOJICKYTH
E-cenexTuH, chlioBa agxe3nonHa Monekyia 1 (vascular cell adhesion molecule, VCAM-1) u
MEXIyKIeThbuHa anxe3nonHa Mornekyna 1 (intercellular adhesion molecule, ICAM-1). In vitro
roauMymabd naxuOupa u uagyuupanara ot TNF cexkpeuns Ha uarepaeskus 6 (IL-6), IL-8 u
rpanyJonuT-Makpodar kojgonoctumynupail gakrop (GM-CSF).

B cpaBHenue ¢ rpynuTe Ha mianebo € Ha0Mo1aBaHoO U NOAOOPEHHE 10 OTHOIIEHHE Ha CTOHHOCTHTE
Ha C-peaxtuBaus nporeut (CRP), kato 1eyenneTo cbe Simponi € JOBEIO 10 3HAYMMO MTOHM)KaBaHEe
CIPSIMO M3XOJHUTE CTOMHOCTH Ha cepymMHHTe HUBA Ha IL-6, ICAM-1, MaTpukcHarta
Mmetaionporennasza 3 (MMP-3) u cynoBoeHoTETHUS pacTexeH daktop (vascular endothelial growth
factor, VEGF) B cpaBHeHHE ¢ KOHTPOJIHOTO JeueHue. B nonbiHenne, HuBara Ha TNFa ca ce
MOHIDKUIN Ipu manueHTute ¢ RA u AS, a npu nauuentute ¢ PsA ca ce nonmxunu Huata Ha [L-8.
Te3u mpomMeHu ca HaOMIOJaBaHU IPH ITbpBaTa OLIEHKa (ceaMuLa 4) ciies 3aroyBaHe Ha MPUI0KEHUETO
Ha Simponi 1 KaTo ISUT0 ca ce 3abPXKaI JI0 cenMuina 24.

Kinanuna edukacHoCT

Pesmamouoen apmpum

EdwukacHoctTa Ha Simponi e J0Ka3aHa B TpY MHOTOLIEHTPOBH, PaHIOMHU3UPAHH, IBOMHO-CIIETIH,
1a1e00 KOHTPOJUPaHU Mpoy4YBaHusl, BKitouBaly Haa 1 500 manueHTH Ha Bb3pact > 18 ronunu ¢ RA
C YMEPEHO JI0 CHITHO M3pa3eHa aKTUBHOCT, JMATHOCTHUIIMPAH CIIOPE]] KPUTEPUNUTE Ha AMEPUKAHCKIS
kosex o peemaroiorust (ACR), mone 3 mMecena npeau ckpuauHTa. [lanmerTrnTe ca nManu noxne

4 orounu u 4 OONIe3HEHU CTaBU. Simponi WK MIanedo ca oMM MHKEKTHPAHH TTOJIKOKHO BEIHBXK Ha
BCEKH 4 CEIMUIIH.

B GO-FORWARD ca onenenn 444 namuenTu ¢ akTuBeH RA BwIpekn ctabuiHara j03a OT TOHe

15 mg/cenmuano MTX u kouto He ca ekyBanu nipean ToBa ¢ TNF-anraronuct. [TanmenTure ca
paHIOMU3UpaHK Ja noiyvapar miamnebo + MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX
win Simponi 100 mg + mnane6o. [lauuenture, kouro ca nomyyasanu mianedbo + MTX, ca npemunanu
Ha Simponi 50 mg + MTX cnex cenmuna 24. Ha ceamunia 52 nauueHTuTe ca BKJIIOYEHU B OTKPUTO
IBIITOCPOYHO MPOIBIKEHIE Ha TIPOYYBAHETO.

B GO-AFTER ca ouenenu 445 nanueHTH, J€KyBaHU MIPEAU TOBA C €AMH WU IIOBEUE OT
TNF-anraronucrure aganumymad, eranepuent wiv uHpiukcumad. [Tarmenture ca paHIOMU3UpaHH
Jia mony4aBar miane6o, Simponi 50 mg unu Simponi 100 mg. ITo Bpeme Ha mpoy4yBaHETO Ha
NalUEHTHUTE € Pa3peleHo 1a npoabrKar cblbTeTBaIoTo DMARD neuenne ¢ MTX, cyndacanasun
(SSZ) w/vnu xunpoxcuxmnopoksut (HCQ). O0siBeHUTE NPUYHHY 3a IPEeKpaTsBaHe Ha
npexamectsanoTo antH-TNF nedenue ca imnca Ha epukacHocT (58%), Henonocumoct (13%), w/unu
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pa3nuyHH OT Oe30nmacHoCTTa U ehukacHocTTa IpuIuHu (29%, MpeAnMHO 1Mo (PHHAHCOBU
CHOOpaKEHHUS).

B GO-BEFORE ca onenenu 637 manuentu ¢ aktuBeH RA, kouto He ca momy4daBann MTX u He ca
nexkyBaHH npeau ToBa ¢ TNF-antaronuctu. [lanuenture ca panaoMHU3UpaHy Aa MOIy4daBaT mianedo +
MTX, Simponi 50 mg + MTX, Simponi 100 mg + MTX mnu Simponi 100 mg + miame6o. Ha
ceaMHMIA 52 MalMEHTUTE ca BKIIOYEHU B OTKPUTO ABITOCPOYHO MPOABIDKEHUE HA IPOYYBAHETO, B
KOETO MaHeHTHTE, moay4asany mianedo + MTX, kouTo ca umanu noxne egHa Oone3HeHa WK HOAyTa
CTaBa, ca NpEeMHUHAJIN Ha JeyeHne cbe Simponi 50 mg + MTX.

B GO-FORWARD (cpBMecTHHUTE) MbPBUYHU KpPaifHU ca MPOLEHTHT MAIUEHTH, TIPU KOUTO €
mocturaat ACR 20 orrosop Ha cenmunia 14 u mogoOpenueTo Ha cenqmuna 24 mo BernpocHuka 3a
OIICHKA Ha 3/[paBOCIIOBHOTO cheTosiHue (Health Assessment Questionnaire, HAQ). B GO-AFTER
IbpBUYHATA KpailHa TOYKa € MPOLEHTHT MalMeHTH, Ipu Kouto e qocturnat ACR 20 otroBop Ha
ceamuna 14. B GO-BEFORE cbcTaBHUTE MBPBUYHU KpalHU TOYKHU Ca MPOLEHTHT NallMeHTH, IPH
xouto e gocturaaT ACR 50 otroBop Ha ceamuia 24 u mpomsiHaTa B MOIUGHULIUPAHUS PE3YITAT 11O
van der Heijde-Sharp (vdH-S) Ha ceqmuia 52. OcBeH MbpBUYHHUTE KpaiiHU TOUKH € HalpaBeHa U
JOITBJTHUTENHA OLIEHKA Ha BIMSHUETO Ha Simponi BPXy NpU3HALUTE U CUMITOMHUTE Ha apTPHUT,
peHTreHorpad)cku OTroBOp, TENECHU (PYHKIMH U CBBP3aHUTE ChC 3PABETO MOKA3aTeH 32 KAUeCTBO
Ha JKHBOT.

Karo 1510 He ca ycTaHOBEHU KIMHUYHO 3HAUUMH Pa3/IMuus B IOKA3aTeINTe 3a ePUKACHOCT MEKAY
narueHTuTe, noiayvasamm Simponi 50 mg u 100 mg, cbe cwbreTBan] npueM Ha MTX Ha

cenmuriia 104 8 GO-FORWARD u GO-BEFORE u na cenmuria 24 8 GO-AFTER. BB Bcako or RA
MIPOYy4YBaHUsATA CIIOpE]] IU3aliHa Ha IPOYUYBAHETO, MALIUEHTUTE B ABITOCPOYHOTO MPOIBIKEHUE Ha
NPOYYBAaHETO MOXKE Ja ca CMeHsIH Ao3ute Simponi ot 50 mg Ha 100 mg 1 o6paTHO MO HpeLeHKa Ha
JIeKapst B IPOYYBAHETO.

Ilpusnayu u cumnmomu

OcnoBuute ACR pesynraru 3a no3a Simponi 50 mg Ha ceamunu 14, 24 u 52 3a GO-FORWARD,
GO-AFTER u GO-BEFORE ca npexncrasenn B Tabnuma 2 u onvcanu mo-uoiry. Habmronasan e
OTrOBOp TPH IbPBa OIEHKA (ceaMuIa 4) cie MbPBOHAYATHOTO MPUIIOKEHUE Ha Simponi.

B GO-FORWARD or 89 yuactHuIM, paHaoMu3upany jaa nomxydasat Simponi 50 mg + MTX, 48 ca
ocTaHaJIM Ha ToBa JiedeHue Ao ceaMuua 104. Ot Tax 40, 33 u 24 nanuentu ca umanu ACR otrosop Ha
cenmuna 104 ceorBetrHo 20/50/70. Cpen manueHTHTE, KOUTO ca IPOIBIDKIIN YYaCTHETO CU B
NPOYYBAaHETO U ca JIEKyBaHU chCc Simponi, ca HabmoxaBanu monooHu yectotd Ha ACR 20/50/70
oTroBop oT cenmuna 104 go ceammura 256.

B GO-AFTER npouenTst o1 nanuentute, nocruramu ACR 20 otroBop, € mo-BHCOK IpH

NaIUEHTHTE, TOTyYaBany Simponi, B CpaBHEHUE C TAIIMEHTUTE Ha I1ane00, HE3aBUCHMO OT
NpUYMHATA 33 IPeKpaTsIBaHe Ha mpeamecTBamoTo Jeuenue ¢ TNF-antaronuctu.
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Tabamnna 2
OcHoBHHM pe3yJaraTH 32 epukacHOCT B KOHTOTUpanuTe etand Ha GO-FORWARD, GO-AFTER

u GO-BEFORE.
GO-FORWARD GO-AFTER GO-BEFORE
AxTuBeH RA BBIIpEkn AxtuBeH RA, nekyBan | AxktuBeH RA, HenmekyBaH
nedeHneTo ¢ MTX IIpEeNU TOBA C €IMH UIIU npenu ToBa ¢ MTX
noseuye TNF-antaronuctu
Simponi Simponi
ITnane6o 50 mg IInane6o 50 mg
+ + Simponi + +
MTX MTX [Tnamebo 50 mg MTX MTX
n* 133 89 150 147 160 159
Otrosopnjn nanueHT, %
ACR 20
Cenmuna 14 33% 55%* 18% 35%* NA NA
Cenmuma 24 28% 60%* 16% 31% 49% 62%
p =0,002
Cenmuma 52 NA NA NA NA 52% 60%
ACR S0
Cenmuma 14 10% 35%* 7% 15% NA NA
p=0,021
Cenmuna 24 14% 37%* 4% 16%* 29% 40%
Cenmuna 52 NA NA NA NA 36% 42%
ACR 70
Cenmuma 14 4% 14% 2% 10% NA NA
p =0,008 p =0,005
Cenmuna 24 5% 20%* 2% 9% p =0,009 16% 24%
Cenmuna 52 NA NA NA NA 22% 28%

?  n oTpassABa paHAOMM3HMpAHUTE AIUEHTH; AHCTBUTEIHUAT OO TIAIMEHTH, TIOAXOIALIH 32 OLCHKA M0 BCEKHU
HpocCIieIsIBaH MapaMeThbp, MOXKeE JIa Bapupa B 3aBUCHMOCT OT [IEPHO/1a HA OLIEHKA.

* p<0,001

NA: Henpunoxumo

B GO-BEFORE 0CHOBHUAT aHaJIN3 NP MALMEHTUTE C YMEPEH A0 TEKBK PEBMAaTOUIEH ApTPUT
(xomOuHUpanu rpymu Simponi 50 u 100 mg + MTX cnpssmo MTX camocrostenso 3a ACR 50) He e
CTaTHCTUYECKH 3HaUUM Ha ceamuna 24 (p = 0,053). Ha cenmuiia 52 B oOmiaTa momynanus IporeHThT
narnueHTH B rpynara Ha Simponi 50 mg + MTX, nocturnanm ACR oTroBop, kato msijio € ouin
M0-BUCOK, HO HE CUTHU(MKAHTHO pa3nnydeH B cpaBHeHHe ¢ MTX camocTostenno (Bx. Tabnuua 2).
JlorbIHUTENHY aHATIM3Y ca HAIpaBeHHU 3a MOATPYNHTE, IPEACTaBUTEHY 3a TIOKa3aHaTa 3a JIeueHHe
TIOITyJIANYS TTAIMEHTH C TEXBK, aKTUBEH U nporpecupan] RA. JlemoHcTpupaH e 001110 mo-roiisiM edekt
Ha Simponi 50 mg + MTX copsmo MTX camocToaTeHO pU MOKa3aHAaTa IMOMyJIalusl B CPaBHEHHE C

o6maTa nomyJjaanuys.

B GO-FORWARD u GO-AFTER ca nabmtogaBanu KIMHUYHO U CTATUCTUYECKH 3HAYUMHE OTTOBOPH
0 pe3yJiTaTa 3a aKTUBHOCT Ha 3a0ossiBaHeTo (DAS28) 32 Bcekn IpeABapUTEIIHO ONPEIEsIeH IEPHUOLT
Ha oIleHKa Ha cenmuiia 14 u ceamuna 24 (p < 0,001). Cpen marueHTHTE, OCTAaHAIM Ha JICUCHUE CHC
Simponi, 3a K0eTo ca OWIM PaHJOMHU3UPAHH B HAYAIOTO HA MPOYYBAHETO, OTroBopHTe Mo DAS28 ca
ce 3aappkanu qo ceamuna 104. Cpen manueHTUuTe, KOUTO Ca MPOIBIIKIIIN YIacTUETO CH B
MPOYYBAaHETO U ca JIEKyBaHU chc Simponi, orroBopute o DAS28 ca 6uim nogoonu ot ceamuna 104

JI0 ceaMura 256.

B GO-BEFORE e u3mepen 3HaUUMUSAT KIMHAYECH OTrOBOP, AerHupan kato nogabspxane Ha ACR 70
OTTOBOD 3a MPOABIDKHUTENIECH Iepro oT 6 Mecena. Ha ceamura 52, 15% ot marueHTuTe B Tpymara Ha
Simponi 50 mg + MTX ca nocTuruaiy 3Ha4uM KIMHHYEH OTTOBOP B CpaBHEHHUE CbC 7% OT
nanueHTuTe B rpynata Ha nanedo + MTX (p = 0,018). Mexay 159-te yyacTHULIM, paHIOMU3UPAHH Ha
Simponi 50 mg + MTX, 96 ca ocrananu Ha ToBa jedenue Ha ceaqmuna 104. Cpen Ts1x 85, 66 n

53 manuenTu ca uManu otroBop ACR 20/50/70 cvoTBeTHO Ha ceamuna 104. Cpen maieHTUTE, KOUTO
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ca MPOIBIDKWIN YYACTHETO CH B TIPOYYBAHETO U Ca JIEKYBaHU ChC Simponi, ca HaOI0JaBaHH IMOI00HH
yectotu Ha ACR 20/50/70 otroBop ot ceamuia 104 mo ceqmua 256.

Penmeenozpagpcku omeosop

B GO-BEFORE, 3a na ce orieHM cTENEHTa Ha CTPYKTYPHO YBpEKIaHe, € U3M0I3BaHa MPOMIHATa OT
M3XOAHUTE CTOMHOCTHU B pe3ynTara no vdH-S, koMOMHMpaH pe3ynTar 3a CTPYKTYpHO YBpEkKAaHe,
KOMTO M3MepBa peHTreHorpadcku Opos U pazMepa Ha CTABHUTE €pO3HHU M CTEIICHTa Ha CTECHsBaHE Ha
CTaBHOTO MIPOCTPAHCTBO Ha PBLETE/KUTKUTE U cThHanara. OCHOBHUTE PE3YJITATH IpH 103a Simponi
50 mg Ha cenmunia 52 ca npeacraBenu B Tabmnwma 3.

BposT nanuenT 6e3 mosiBa Ha HOBH €PO3UH WIIH C MTPOMSIHA CIPSMO U3XOJHUTE CTOMHOCTH HA OOIIUS
pesyarar o vdH-S < 0 e 3HaYMMO MO-BUCOK B TpyIaTa Ha JEYCHHUE ChC Simponi B CpaBHEHHUE C
koHTposHaTa rpymna (p = 0,003). Pentrenorpadcekure edexru, HabaronaBaHu Ha ceiMuIa 52, ca ce
3anasuwiy 1o ceamura 104. Cpen manueHTuTe, KOUTO Ca MPOIBIDKUIN YIACTHETO CH B TIPOYYBAHETO U
ca JIeKyBaHH cbc Simponi, penTreHorpadcekure egexru ca ounu nogoouu ot ceamuna 104 1o
ceamuua 256.

Tadauua 3
Cpeanu peHTreHorpagcku NpoMeHH CIIPSIMO U3XOHUTE CTOHOCTH B 00LLMS Pe3yJITAT 10
vdH-S Ha ceqmuua 52 B oomara nonyJjanusi B GO-BEFORE

Inanedo + MTX Simponi 50 mg + MTX
n* 160 159
OO0 pe3yarar
W3xonHu cTroitHOCTH 19,7 (35,4) 18,7 (32,4)
[TpomsiHAa OT U3XOHUTE CTOMHOCTH 1,4 (4,6) 0,7 (5,2)*
Pesyarar 3a epo3ust
W3xoaHu CTOMHOCTH 11,3 (18,6) 10,8 (17,4)
[TpoMsiHa OT U3XOAHUTE CTOHHOCTH 0,7 (2,8) 0,5 (2,1)
Pe3yarat 3a CCII
W3xogHu ctolHOCTH 8,4 (17,8) 7,9 (16,1)
[IpomsiHa OT U3XOAHUTE CTOMHOCTHU 0,6 (2,3) 0,2 (2,0)**
n oTpassBa paHAOMHU3UPAHUTE MMAITUCHTH
* p=0,015
w5 p = 0,044

Tenecnu @hynKyuy u Ka4ecmeo Ha HCUom, C8bP3AHO CbC 30PABOCIOBHOMO CHbCMOAHUE

B GO-FORWARD u GO-AFTER ca onieHenu tenecante GyHKIIMA U HHBAITUAHOCT KaToO OTACITHI
KpailHM TOYKH 4pe3 uHAeKca 3a nHBanugHocT Ha HAQ DI. B Te3u npoyuBanust Ha cenMuna 24,
Simponi oka3Ba KIMHAYHO U CTATUCTUYCCKHU 3HAUYMMO MO100peHue Ha nokaszareiaute Ha HAQ DI ot
U3XOJHUTE B CPABHEHNE C KOHTPOIHNTE ManueHTH. Cpes MalueHTUTe, OCTaHAIM Ha JIEUEHUE ChC
Simponi, 3a KoeTo ca oMM paHAOMHU3HPAHH B HAYAJIOTO Ha Mpoy4BaHeTo, moxoopenuero B HAQ DI
ce e 3axbpxkano 1o ceamuna 104. Cpex manueHTUTe, KOUTO €A MPOABIKUIN YUYaCTHETO CH B
NPOYYBAHETO U ca JIeKyBaHU chc Simponi, mogoopenrero B HAQ DI e 6uito mogo6Ho ot ceamuna 104
Jo ceamuna 256.

B GO-FORWARD npu manuentuTe, JIeKyBaH! ChC Simponi, € TOCTUTHATO KITMHUYHO H
CTaTUCTUYECKH 3HAYMMO MOAOOPEHNUE 110 OTHOILIEHHE Ha KaYeCTBOTO Ha KUBOT, CBBP3aHO ChC
3[IpaBOCIIOBHOTO CHCTOSIHHE, OTIPEICICHO Bh3 OCHOBA HA TIOKA3aTEeNUTE 3a TeJICCHU (QPyHKIMN Ha
SF-36, B cpaBHEHUeE C MAIUEHTUTE Ha Mianebo Ha ceqmuna 24. Cpes malueHTHTe, OCTaHAIM Ha
JiedeHne che Simponi, 32 KOETO ca OWJIM PaHAOMHU3MPAHH B HAYAJIOTO HA MMPOYYBAHETO, TIOA00PEHUETO
B TenecHuTe ¢pyHkuuu Ha SF-36 ce e 3anppxano no ceamuna 104. Cpen nmanueHTHTe, KOUTO ca
NPOJIBIDKHIIN YYACTHETO CH B MPOYYBAHETO U Ca JIGKYBaHH ChC Simponi, TOA0OPEHUETO B TEIECHUTE
(dynkiuu Ha SF-36 e 6mto mogooHo ot cenmunia 104 1o ceamuiia 256. B GO-FORWARD u
GO-AFTER e nocTuraaTo cTaTUCTUYECKH 3HAYMMO MMOI00OpEHHE M0 OTHOLICHNE Ha yMOpara,
u3MepeHa ype3 GyHKIHMOHAIHA OIIEHKa I10 cKajlaTa 3a JIeYeHHE Ha XPOHUYHH 3a00JsIBaHUs - yMOpa
(FACIT-F).
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Ilcopuamuuen apmpum

besomnacHocTTa M ehukacHOCTTa Ha Simponi ca OIleHEHH B MHOTOIICHTPOBO, PaHIOMU3UPAHO,
miane6o koHTpoaupano npoyusane (GO-REVEAL), xirouBaiio 405 Bb3pacTHY MAIUSHTH C aKTUBEH
PsA (= 3 oTounu craBu 1 > 3 00JIE3HEHU CTABH) BBIIPEKH JICUCHUETO C HECTEPOUIHU
npotuBopb3nanuTenau megukamenTa (HCIIBC) nmu DMARD. IlanmenTuTe B TOBa H3MHUTBAHE Ca C
nuarHoctunupan PsA mone mpeau 6 Mecena u ¢ IOHE JIeK Icopruasuc. BkiioyeHn ca maiyueHTH ¢
BCHYKH HOATUIIOBE TICOPUATHYCH apTPUT, BKIIOUNTEHO MOMHAPTUKYIApEH apTpUT 0e3 peBMaTHYHH
BB31H (43%), acumerpuder nepudeper aptput (30%), apTpuT Ha TUCTATHUTE UHTEPQaTaHTeaTHH
craeu (15%), cnonaunur ¢ nepudepen aptpurt (11%) u uaBanunusupant aptput (1%). He ce nomycka
npexmrectsaiio jeueHue ¢ TNF-anTaronuct. Simponi wiu mianedo ce mpuiiarat moaK0XHO rpe3 4
cenmun. [lanmenTuTe ca paHIOMU3UPAHH [a Mmofydasar mianebo, Simponi 50 mg uinu Simponi

100 mg. [TanmeHTUTE, KOMTO Ca MoJIydaBajy Iamnedo, ca mpeMuHaau Ha Simponi 50 mg cien
cenmutia 24. [anueHTrTe ca BKIIOUYEHH B OTKPUTO JBITOCPOYHO MPOABIDKEHNE Ha TIPOYYBAHETO Ha
ceamuna 52. [Tpubnuznrenno 48% OT MalueHTHTE ca MPOIBIIKILTN JISYSHUETO C TIOCTOSTHHU 1031
MmetoTpekcar (< 25 mg/ceamuuno). CbBMECTHUTE IbPBUYHU KPAaHHHU TOUYKH €A MPOLEHTHT NAlUEHTH,
nmocturan ACR 20 otroBop Ha ceamuiia 14 1 mpoMsiHa Ha U3XOJAHUTE CTORHOCTH Ha 0o0IIus PsA,
mouduuupan no vdH-S pesynrat, Ha ceamuna 24.

KaTto 15110 He ca HaOMI0jaBaHy KIIMHUYHO 3HAYMMHU Pa3JInyius B IOKA3aTeINTe 3a eQUKACHOCT MEKTY
cxemuTe Ha npwiarane Ha Simponi 50 mg u 100 mg Ha cenmuna 104. Criopen nu3aiina Ha
NPOYYBAHETO MAIMEHTUTE B TBITOCPOYHOTO MPOIBIDKEHUE Ha MIPOYYBAHETO MOXKE J1a Ca CMEHSITH
no3ute Simponi oT 50 mg Ha 100 mg 1 00paTHO MO MpelcHKa Ha JeKaps B IPOYYBAHETO.

Ilpusnayu u cumnmomu
OcHOBHHUTE pe3ynTaTH 3a no3ata oT 50 mg Ha ceqmunm 14 u 24 ca npencraBenu B Tabnuma 4 u
OTIMCAaHH MO-I0TY.

Taobauna 4
OcHoBHHU pe3yJrTaTu 3a epukacHoctTa oT GO-REVEAL
Simponi
ITnane6o 50 mg*
n* 113 146
OTroBopuwju nanueHTu, %
ACR 20
Cenmuna 14 9% 51%
Cenmurna 24 12% 52%
ACR 50
Cenmuna 14 2% 30%
Cenmuna 24 4%, 32%
ACR 70
Cenmuna 14 1% 12%
Cenmuna 24 1% 19%
PASI® 758
Cenmuna 14 3% 40%
Cenmuna 24 1% 56%

*  p<0,053a BCHYKH CPAaBHCHHUS,

N 0Tpa3siBa paHJAOMH3UPAHHUTE MALIMEHTHU; ACHCTBUTEIHUAT OPOil MAlMEHTH, TOXOASIIH 32 OLEHKA [10 BCEKH
HpOCIIeSIBaH MapaMeThp, MOXKe Jla Bapupa B 3aBUCHMOCT OT IIEPHO/Ia Ha OLICHKa

ITnow Ha ncopuasuca u UHOEKC HA medicecm

B®3 ocHOBa Ha moaArpynaTa DalMeHTU ¢ U3XOAHO 3acsiraHe Ha > 3% oT TenecHara o, 79 nauuentu (69,9%) B
rpynara Ha miane6o u 109 (74,3%) B rpynara Ha gedeHue cbc Simponi 50 mg.

OTtroBopu ca HaOIItOJaBaHU MPH ITEPBaTa OIEHKa (cenMuIia 4) cie MbpBOHAYAITHOTO MPUJIOKEHHE Ha
Simponi. Cxogau ACR 20 otroBopu Ha cenmuna 14 ca HabIIOJaBaHY MIPY MAIUSHTHTE C
MOJIMAPTUKYJIAPCH apTPUT O€3 PEBMATOUIHU BB3JIH U IPH TOJATHIIOBETE aCUMETPUUCH NiepudepeH
PsA. bpost Ha manueHTUTE ¢ IPYTu NOATUTIOBE PSA e TBBp/Ie MabK, 3a Ja MO3BOJIHU a/ICKBaTHA
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oueHka. HabnronaBanute OTroBOpH B IpyIHTE HA JIEYCHUE ChC Simponi ca CXOJHH NPU MaLlUeHTHUTE,
KOUTO ca npuemanu cenbTeTBamo MTX u Te3u, kouto He ca mpueManu. Ot 146 nanueHTn
parnoMu3upanu Ha Simponi 50 mg, 70 ca 6unu Bee omie Ha TOBa JieueHHe Ha ceamuia 104. Ot Te3u
70 maruenty, 64, 46 u 31 nanuentu ca umanu cboTBeTHO ACR otrosop 20/50/70. Cpen nanueHTure,
KOHTO €a MPOABDKWIN YIaCTHETO CH B IPOYUBAHETO U ca JIEKYBaHU ChC Simponi, ca HabI0gaBaHU
nono6uu yectotu Ha ACR 20/50/70 otroBop ot ceqmuua 104 no cenmuma 256.

Cratuctuuecku 3HaunMu otroBopu o DAS28 ca mabmronaBanu Ha ceamunu 14 u 24 (p < 0,05).

Ha cenmunia 24, nmpu naiueHTuTe, JJEKyBaH! ¢hC Simponi, € HabJIr0aBaHo OJ00pEeHUE B
MOKa3aTeNuTe 3a NepudepHa aKTHBHOCT Ha ICOPHUATUIHUS apTpUT (Hamp. Opoit 0TO4HU cTaBu, Opoit
00Je3HEeHI/YyBCTBUTEIHN CTaBHU, NAKTHIIUT U eHTe3UT). JleueHneTo cbe Simponi e JOBEIO 10
3HAYMMO OJIOOPEHNE Ha TeJIeCHUTE QYHKIINH, OlleHeHa Bb3 ocHoBa HAa HAQ DI, kakto u 10 3Ha4MMO
NoJJOOpeHHe B KAYECTBOTO Ha )KUBOT, CBHP3aHO ChC 3/IPABOCIOBHOTO CHCTOSIHHE, OIICHEHO B3 OCHOBA
Ha [TOKa3aTeINTe 3a TeNIeCHU (PYHKLUH U IICUXUYecKo cheTosinue Ha SF-36. [Ipu manuenTure,
OCTaHaJIM Ha JIeYeHHEe ChC Simponi, 3a KOETO ca OWIM PaHAOMHU3HPAHU B HAYaJIOTO Ha MPOYYBAHETO,
DAS28 u HAQ DI otroBopurte ce 3ama3Bar npe3 ceamuia 104. Cpea manueHTuTe, KOUTO ca
NPOIBJDKUIIN YYAaCTUETO CH B IPOYUYBAHETO U ca JIeKyBaHU cbe Simponi, DAS28 1 HAQ DI
OTroBopHTe ca ouinn nogoouu ot ceamuna 104 no cenmuna 256.

Penmeenozpagpcku omeosop

CTpyKTYpPHOTO YBpeXIaHe Ha PBLETE U XOIWIaTa € OLEHEHO PEHTreHorpad)CKH Ype3 MpoMsiHa Ha
u3xonHuTe ctoiiHocTr Ha vdH-S pesynrara, Mmoanduimpan 3a PsA, upe3 npubaBsiHe Ha TUCTAITHUTE
uHTepdaTaHreaTIHu CTaBU Ha phKaTa.

Jleuenneto cbe Simponi 50 mg HaMansgBa CKOPOCTTa Ha Mporpecus Ha mepudepHo yBpexaaHe Ha
CTaBHUTE, B CPAaBHEHUE C JICUEHHETO C Iyanedo Ha cenMuIia 24, u3MepeHa ype3 MpoMsiHa B U3XOJTHUTE
cToiiHOCTH B 001ms Moauduiupan vdH-S pesynrar (cpeano = SD pesynrara ¢ 0,27 =+ 1,3 B miare6o
rpymnara, B cpaBHeHue ¢ - 0,16 £+ 1,3 B Simponi rpynara p = 0,011). OcBen te3u 146 naunueHTu, KOUTO
ca OuyM paHzoMHu3upaHy Ha Simponi 50 mg, ca HaTMYHU peHTreHorpad)CKK JaHHU Ha ceaMuiia 52 3a
126 mammerTH, oT KouTo 77% He ca moKa3ajau MPOTPECHs B CpaBHEHUE C U3XOJHUTE CTOMHOCTH.
Hannunu ca pentrenorpadceku qannu Ha ceamuna 104 3a 114 nanuenty, ot kouto 77% He ca
MOKa3aJIM MIPOrpeCcHsl OT U3XOAHUTE CTOMHOCTH. Cpes MalMeHTHTE, KOUTO €a MPOABIKIAIN y9aCTHETO
CH B IPOYYBAHETO U ca JIEKYBaHU ChC Simponi, Moo0eH Opoli MAIMEHTH He ca MOKAa3alH MPOTrpecus
OT M3XOJIHUTE CTOMHOCTH OT ceamuIia 104 no ceaqmmura 256.

Axcuanen cnonounoapmpum

Auxunosupauy cnonounum

Eduxacnocrra 1 6e3onacHocTTa Ha Simponi ca OLEHEHN B MHOTOLIEHTPOBO, PAHAOMHU3HPAHO,
JIBOMHO-CIIATI0, TU1ale00 KoHTpoaupano npoyusane (GO-RAISE), BkimouBaio 356 Bb3pacTHU
nmaIueHTy ¢ akTuBeH AS (¢ MHIeKC Ha aKTUBHOCT Ha 3a00JISIBAHETO aHKUJIO3UPAIIl CIIOHIWINT 1o bar
[BASDAI] > 4 u pe3ynrat 1o Bu3yanHa aHanorosa ckana (VAS) > 4 3a obmra 6onka B repba ot 0 10
10 cm). B mpoyuBaHeTo ca BKJIIOYECHHU MALMEHTH C aKTUBHO 3a00JIsIBaHE HE3aBHCUMO OT HACTOSIIIO
i npenuiiHo jedenne ¢ NSAID wmun DMARD, Ho HenekyBanu ¢ TNF-antaronnctu. Simponi win
iane0o ca mpujiaraHy MOJKOKHO Ha BeekH 4 ceamuiy. [lanyenTure ca paHIOMHU3UpaHu 1a
noiy4asart mianedo, Simponi 50 mg unu Simponi 100 mg, kato ce nomycka NpoabKaBaHe Ha
neueranetro ¢ DMARD (MTX, SSZ w/unmu HCQ). [TspBryHaTa KpaiiHa TOUKa € MPOLEHTHT MAIlMeHTH,
nocturan ASAS 20 otroBop Ha ceqmutia 14 (I'pyma 3a orieHka Ha aHKWJIO3UPAIIHAS CIIOHIMIIAT
[ASAS]). JannuTe 3a mnane60 KOHTpoJIMpaHaTa ePUKAaCHOCT ca CbOMpPaHy M aHATM3UPAHH J10
ceamuua 24.

OcHoBHHTE pe3ynTaTy 3a fo3ara oT 50 mg ca npencrasenu B Tabnuua 5 u onucanu no-goiy. Karo
ISUI0 HE ca HaOJII0JaBaHu KIMHUYHO 3HAUMMH Pa3JIMuus B IOKA3aTEINTE 38 €PUKACHOCT MEKAY
Simponi 50 mg u 100 mg Ha cenmuna 24. Criopen Au3aiiHa Ha MPOYYBAHETO MAIIMEHTHUTE B
IBITOCPOYHOTO MPOIBDKEHNE Ha IPOYYBAHETO MOJKE J]a ca CMEHsUIH Jo3uTe Simponi ot 50 mg Ha
100 mg 1 06paTHO MO MpeueHKa Ha JIeKaps B IPOY4BaHETO.
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Tadauna 5
OcHoBHH pe3yJaratu 3a epukacHoctTa oT GO-RAISE

Simponi
[Tnane6o 50 mg*
n* 78 138
OTtrosopwjin nanueHT, %
ASAS 20
Cenmuna 14 22% 59%
Cenmurna 24 23% 56%
ASAS 40
Cenmuna 14 15% 45%
Cenmuria 24 15% 44%
ASAS 5/6
Cemmuna 14 8% 50%
Cenmuna 24 13% 49%

* < 0,001 3a BcCHUKM CpaBHEHUS
R
N 0Tpa3sABa PaHIOMU3UPAHUTE NALUEHTH; JEHCTBUTEIHUAT OPO NallMEHTH, HOAXOSMIU 32 OLEHKA I10 BCEKH
HpocieABaH IapaMeThp, MOKE JIa BApUPa B 3aBUCHMOCT OT IIEPUO/A Ha OLIEHKA

Cpen maiueHTUTe, KOUTO Ca MPOIBIDKUINA YYaCTHETO CH B IIPOYYBAHETO U ca JIKYBaHH ChC Simponi,
oposTt marmenTn ¢ ASAS 20 u ASAS 40 otroBop e mogo0eH oT ceamuia 24 1o ceamuiia 256.

Ha cenmunia 14 u 24 ca HaOM0JaBaHU U CITy4ad Ha CTATUCTHYSCKU 3HAYMMH OTTOBOPH 10

BASDAI 50, 70 1 90 (p < 0,017). [TonoOpeHue Ha OCHOBHUTE MTOKA3aTeNIM 32 aKTUBHOCT Ha
3a00JsIBaHETO € HAOJI0AaBaHO IPH IbPBaTa OLCHKa (ceaMuia 4) ciiesl IbpPBOHAYATHOTO MPHIIOKEHNE
Ha Simponi, KOETO € MPOABJLKHUIIO A0 ceamuua 24. Cpea nanueHTHTe, KOUTO ¢a NPOIBIDKUIN
YYaCTHETO CH B ITPOYUYBAHETO U Ca JCKYBaHU ChC Simponi, ca HaOII01aBaH! MOJ00HHU CTEIICHH Ha
MIPOMsIHA OT U3X0AHUTE cToiHOCTH Mo BASDALI oT ceaqmuna 24 no cenmuna 256. TpaiiHu pe3yaTatu
ca HabmoxaBanu mpu nauueHT ¢ ASAS 20 otroBop Ha ceamuna 14 He3aBUCHMO OT ynoTpedaTa Ha
DMARD (MTX, cyndacana3ut u/uiau XHIpOKCHXJIOPOKBHH), pe3yirarta 3a HLA-B27 anTurena wim
n3xonaute croHoctr Ha CRP.

JleuenneTo che Simponi BOJIU 10 3HAYUTEITHO TOAOOPEHUE B TEJIECHUTE (QYHKIMH, OICHEHH T10
npomenute B BASFI Ha cenqmuna 14 u 24, B cpaBHeHHE ¢ U3XOIHUTE cTOMHOCTH. KauecTBOTO Ha
JKUBOT, CBBP3aHO CBC 3APAaBOCIOBHOTO ChCTOSHUE, OLIEHEHO Bb3 OCHOBA Ha MMOKA3aTEINTE 3a
tesecaute GyHkun Ha SF-36, cpino noka3sa 3HaunMo noxodpenue Ha ceamuua 14 u 24. Cpex
MAIMEHTHTE, KOUTO Ca MPOIBIKWIN YIaCTHETO CH B MTPOYUBAHETO U €a JIEKYBaHU ChC Simponi,
NnoJ00pEHHETO B TeJIECHUTE (YHKLIMHU U KAUECTBOTO Ha KHUBOT, CBBP3aHO ChC 3PABOCIIOBHOTO
CBCTOSIHHE, ca OMJIU ITOJ00HH OT ceamuia 24 1o ceamura 256.

Hepenmeenoepaghcku axcuanen cnonouroapmpum npu 6b3pacmHu
GO-AHEAD

bezomacHocTTa 1 ehrkacHOCTTa Ha Simponi ca OIlEHEHN B MHOTOIICHTPOBO, PaHIOMHU3UPAHO,
JIBOHHOCIATIO, Tu1ane0o-koHTposnupano npoyusane (GO-AHEAD) npu 197 Bb3pacTHU MaLMEHTH C
TeXBK akTHBeH nrAxial SpA (onpeneneHn KaTo MalueHTH, KOUTO OTTOBAPSIT Ha KPUTEPHUTE 32
KIIacU(pHUIMpaHe Ha aKCUAJIEH CIOHAMIOApTpUT Ha ASAS, HO He oTroBapsAT Ha Moaudupanute New
York xpurepun 3a AS). [lanmeHTrTe, BKIIOYEHN B TOBA IPOYYBaHE, Ca MMAIId aKTHBHO 3a00JIsIBaHE
(ompeneneno karo BASDAI > 4 u o Bu3yanHa aHayiorosa ckaia (VAS) 3a o01ia 6ojka B rppba > 4,
Bceku 1o ckana 0-10 cm), Benpexu HacTosmo win npeaumHo jJeuenue ¢ HCIIBC u He ca nexyBaHH ¢
OuooruyHu NMpoayKTH, BKItounTenHo ¢ TNF-antaronuctu. [lanmenTure ca paHIOMU3UPaHU 12
noJrydaBat rare0o uiau Simponi 50 mg, IpUITOKEH MOIKOXKHO, Ha Beeku 4 cenmunu. Ha ceamua 16
MAI[MCHTUTE BJIM3aT B OTBOPEHA (ha3a, B KOSATO BCHUKHU ca MONy4Yrid Simponi 50 mg, npuioxeH
MOJIKOKHO, Ha BCEKH 4 CeAMMIIU A0 cenMuIia 48, KaTo e HamlpaBeHa OlleHKa Ha e(PUKacHOCTTA JI0
ceamuiia 52 u pociensBane Ha Oe3omacHoctTa 10 ceamuiia 60. [pubmmsurenno 93% ot
MAIMCHTUTE, KOUTO MOJydaBaT Simponi B HAYaJIOTO Ha OTBOPEHOTO MPOAb/DKeHUE (ceamuiia 16)
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OCTaBar Ha JIeYeHUE JI0 Kpas Ha Mpoy4dBaHeTo (cenMuIia 52). AHaIM3UTE ca U3BBPIIEHU KaKTO 32
Bcruky JiekyBauu (All Treated, AT, N = 197), Taka 1 3a OOEKTUBHH NMPU3HAIM HA Bh3MAICHUE
(Objective Signs of Inflammation, OSI, N = 158, onpenenenu ot nosuiiied CRP u/unu Hacrosiu
JoKa3aTelsicTBa 3a cakpoyuT ot SIMP) nmonynanuu. JlanHuTe 32 ehUKaCHOCT OT ILIane0o-
KOHTPOIIMPAHO MPOYYBAHE ca ChOpaHW M aHANH3UpaHU 10 ceamuia 16. [IepBudHaTa KpaiiHa TOUKa €
JensT manreHTH noctTurHanu ASAS 20 otroBop Ha ceamuna 16. OCHOBHUTE pe3yaTaTH ca
npeacTaBeHy B Tabmuia 6 1 ca ONMUCaHH MO-A0TY.

Tabanna 6
OcHoBHu pe3yiaTatu 3a epukacHocT oT GO-AHEAD na ceqmuua 16

IMomoGpeHusi HA MPU3HAIU U CUMITOMHM
Bewnuku ekyBaHu NOITyIaluu [omynanus ¢ 06eKTUBHH
(AT) npusHaiy Ha Bp3nanenue (OSI)
iane6o Simponi 50 mg iane6o Simponi 50 mg
n* 100 97 80 78
OTtroBopwin, % nauMeHTH
ASAS 20 40% T1%** 38% T7%**
ASAS 40 23% 57%** 23% 60%**
ASAS 5/6 23% 54%** 23% 63%**
ASAS Yactuuna
pEMHCHS 18% 33%* 19% 35%*
ASDAS-C®< 1,3 13% 33%* 16% 35%*
BASDAI 50 30% 58%** 29% 59%**
HNuxu6upane Ha Bb3NaJleHUETO B cakpouanayHute crapu (SI), usmepeno upe3 AMP
[Tnane6o Simponi 50 mg [Inane6o Simponi 50 mg
n® 87 74 69 61
CpenHa npomsiHa Ha
SPARCC" IMP
CKOp Ha CaKpoMWJIMavyHaTa
cTaBa -0,9 -5,3%* -1,2 -6,4%*

a n oTpa3saBa paHAOMHU3HUPAHU U JICKYBAHU MALIUCHTH
6

Ckop Ha C-peakTHBHUS MPOTECHH, OIICHIBAI] aKTUBHOCTTA Ha 3a00JsBaHeTO aHkmiao3upail cnouamwinT (AT-TTnanebo,
N =90; AT-Simponi 50 mg, N = 88; OSI-Ilnane6o, N = 71; OSI-Simponi 50 mg, N = 71)
n oTpassBa Opos MaMEHTH ¢ U3X0IHO HUBO U SIMP nanHu Ha cepmuia 16

SPARCC (Koncoprmym Ha Kanazia 3a n3cineBane Ha CIIOHIMIOAPTPUTA)
** p<0,0001 cpapHeHne Ha Simponi crpsaMo mianedo
*  p<0,05 cpaBHeHre Ha Simponi crpsAMO TUIane6o

CraTHCTHUYECKH 3HAYHMU MTOI00pPEHUS Ha TIPU3HAIN ¥ CUMIITOMH Ca JEMOHCTPUPAHU MPH MAIUEHTH C
TeXBK akTHBEH nr-Axial SpA, nekyBanu csc Simponi 50 mg B cpaBHEHHE C I1a1edo0 mpe3

ceamuna 16 (Tabmuna 6). [Ipu mepBarta oneHka (ceamuiia 4), ciel] MbPBOHAYATHOTO MPUIIOKEHUE Ha
Simponi, ca HaOmogaBanu nmogoopeHus. SPARCC pesynrarsT, uamepet upes3 AMP, nmokassa
CTaTUCTUYECKU 3HAYMMO HaMansBaHe Ha S| cCTaBHOTO Bh3MaJIeHUE Ha ceIMUTIA 16 TIpH MaIMeHTH,
nekyBaHH cbc Simponi 50 mg, B cpaBHenue ¢ mnanebo (Tabauma 6). bonkara, onenena ot OO1ma
Oonka B rpp0Oa u HomHa 0oJKka B I'bpOa VAS, M akTHBHOCTTA Ha 3a00JIsIBaHETO, U3MEPEHA Upe3
ASDAS C, cbli10 MoKa3BaT CTATUCTUUCCKU 3HAYMMO TOA00pEHUE OT M3XO0AHOTO HUBO 0 ceaMulia 16
IpY MaLlMeHTH, JeKyBaHH cbc Simponi 50 mg B cpaBHeHue ¢ manedo (p < 0,0001).

CraTHCTHUYECKH 3HAYMMU 1TOI00peHus B IphOHAYHATa MOOMITHOCT, olleHeH! upe3 BASMI
(MeTpoJsIoruYeH UHACKC 3a aHKuyIo3upail cnouauuT o bat (Bath Ankylosing Spondylitis Metrology
Index)) u Ha dusnueckata Gynkuums, oneneHa upe3 BASFI, ca nabironaBaHu npy MalMeHTH JIEKYBaHU
cbe Simponi 50 mg, B cpaBHEHHE ¢ TAIMEHTHUTE, JIEKyBaHu ¢ miaredo (p < 0,0001). [anuenTure,
JICKYBaHH ChC SImponi, UMaT 3HAYUTEIIHO MO-TOJIIMO MOI00PEHHIE Ha KaYeCTBOTO Ha JKUBOT,
CBBP3aHO ChC 3/[paBeTo, orieHeHO upe3 ASQoL, EQ-5D, u SF-36 dbusndecku u ncuxudecku
KOMITOHEHTH, U IMaT 3HAYUTEIIHO MO-TOJISIMO TOA0OpeHre Ha pabOTOCIIOCOOHOCTTA, OLIEHEHO KaTo
MO-TOJISIMO HaMaJieHUe Ha o011ara paboToCIIOCOOHOCT U MOHMKaBaHEe Ha aKTHBHOCTTA, OLIEHEHO Upe3
BeIpocHUKa WPAI, cripsiMo malMeHTuTe, IpueMalliy mianeoo.
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CraTucTHYECKN 3HAaUUMH PE3yITaTH ChIIO ca IEMOHCTpHpaHHt B nomynanusaTa OSI mpe3 ceqmuna 16
3a BCUYKHU KpailHU TOYKH, OMTUCAHU MO-TOPE.

[Ipu asere AT u OSI nomynanuu, mogoOpeHUsITa IO OTHOIIEHHE HA IPU3HALUTE U CHMITOMHUTE,
rppOHaYHATa TOABIKHOCT, PU3NUECKUTE (PYHKINH, KAYECTBOTO HA KUBOT U MPOU3BOAUTEIHOCTTA
HaOIroIaBaHy Npe3 ceaMuna 16 mpu nanueHTy, JeKyBaHu cbe Simponi 50 mg npoasinKasa MpH Te3H,
OCTaHaJM B IPOYYBAHETO Npe3 ceAMHLA 52.

GO-BACK

EduxacHocrra 1 6€30macHOCTTa Ha MPOABIDKUTEIHO JCUSHHE C TONMMYMab (IIbJIHA cXeMa Ha JIeUeHne
WM C HaMaJIeHa YecToTa Ha IpujlaraHe) B CpaBHEHHUE C OTTETJIHE OT JICYEHHETO € OIIeHEHa PU
BB3pPACTHU MAIMEeHTH (Ha Bb3pacT 18-45 roguHm) ¢ akTUBEH nr-axSpA, KOUTO MMOKa3Bat
NPOIBJDKUTENHA PpEMHCHUS B paMKHTe Ha 10 Mecena OTKPHUTO JIeUeHHE ChC Simponi NpH MpujlaraHe
BeaHBK MeceuHo (GO-BACK). [TomxoasmuTe manueHTH (KOUTO MOCTUTaT KIIMHUYEH OTTOBOP 10
Mecell 4 ¥ ctaTyc HeakThBHO 3a0ossBaHe (ASDAS < 1,3) Ha mecer 7 u Ha mecerr 10), KouTo ce
BKJIIOUBAT B JBOWHOCIANATA (pa3a Ha OTTETJISIHE OT JICUYCHUETO, ca PaHIOMHU3UPAaHU Ha
IPOIBIDKUTEIHO €KEMECEYHO JIeueHHe ¢be Simponi (ITbjHa cxema Ha JeueHue, N = 63), neueHue Ha
BCEKH 2 Mecela ¢be Simponi (¢ HamalieHa 4ecToTa Ha nmpuiarane, N = 63) Win e:xeMeceqHO JeUeHNe
¢ rwianebo (oTTerIsIHe oT jieueHueTo, N = 62) npuoausuTenHo 1o 12 mecerna.

[IppBUYHATA KpaifHa TOYKa 32 €PUKACHOCT € TIPOLIEHTHT Ha MAlMeHTUTE 0e3 000CTpsiHE Ha
3abomsBaneTo. [Ipy marpeHTuTe, KOUTO MojTydaBar o0ocTpsiHe, T.e. uMaT ASDAS, cr0pan npu

2 mocienoBaTeTHU OLIEHKH, KaTo U IBETE MOKa3BaT MM a0COMIOTEH pe3yiTaT > 2,1, Win noBUILIaBaHe
cien orrerysine > 1,1 cnpsimo mecert 10 (kpasiT Ha OTBOpEHHsI IEPUO] HA JIEYEHUETO), € Bb30OHOBEHA
ekeMeceyHaTa Tepanus ¢be Simponi B 0TBOpeHa (ha3za Ha MOBTOPHO JICYEHHE, 32 1a CE XapaKTepu3nupa
KIIMHUYHHUAT OTTOBODP.

Knunuuen omeogop cneo 080UHOCIANO CRUPAHE HA le4eHUemo

Cpen 188 manueHTH ¢ HEAKTUBHO 3a00JIsIBaHE, KOMTO MOYYaBaT MMOHE €/IHA J103a OT ABOHHOCISTIOTO
neuyenue, 3Ha4uTenHo (p < 0,001) mo-rossiM NpoLEHT NauKMEHTH HE OIy4aBaT 000CTpsIHE Ha
3a00JIsIBAHETO, KOTaTo MPOABIDKABAT Simponi Wi ¢ IbJiHaTa cxema Ha jeuenue (84,1%), nnu c
HaMmaJIeHa JyecToTa Ha nmpuiarane (68,3%), B cpaBHEHHUE ¢ OTTEIIAHE OT JiedeHueTo (33,9%)
(Tabnwuma 7).

Ta6auua 7
AHaJIN3 HA MPOLEHTA yYacTHUIM 0e3 00ocTpsiHe?
Hsanara anasmsupana rpyna (Ilepuon 2 — nBoHHOCISAI)

Pa3znuka B % cnpsimo mianedo
JleuyeHne n/N % Ouenka (95% CI)° p-croiinoct®
GLM SC QMT 53/63 84,1 50,2 (34,1; 63,6) < 0,001
GLM SC Q2MT 43/63 68,3 34,4 (17,0; 49,7) < 0,001
[Tnane6o 21/62 33,9

L[smaTa aHaJIM3MpaHa rpyna BKJIOYBa BCUYKH PAHAOMU3HMPAHU YHYAaCTHULU, KOUTO IOCTHUTI'aT HEAKTUBHO 3a00J151BaHe npes3

nepuon lu I10JIy4aBaT MOHE €/1Ha 103a OT 3aCJICTICHOTO JICYECHUC B IPOYUBAHETO.
a

Omnpenenen katro ASDAS nipu 2 mocne1oBaTeIIHN BU3UTH, KaTo U JBETE MOKA3BaT WM a0COIIOTHA CTOWHOCT > 2,1 min
YBEJIMYCHHE CIIe] IPEKbCBaHe Ha JedeHueTo > 1,1 cnpsmo mecen 10 (Busuta 23).

[IpoueHTsT Ha rpemika TiI I pu MHOrOKpaTHOTO cpaBHsABaHe Ha jeueHnero (GLM SC QMT copsamo miane6o u
GLM SC Q2MT cropsmo mane6o) e KOHTpoJIupaH ype3 mociensaio (step-down) recrane. [lomydeHo B3 OCHOBA Ha
ctpatudurpanus mero] Ha Miettinen 1 Nurminen ¢ HuBo Ha CRP (> 6 mg/L unn < 6 mg/L) kato crparudummparg
(axTop.

V4acTHUIMTE, KOUTO NPEKBCBAT JICUCHHUETO Npe3 MepHo. 2 IPEKICBPEMEHHO U IPEH ,,000CTpSIHE™ ce CUMTAT 32
MOJTYYHIIH ,,000CTpsIHE .

N = mbJieH 6poit yyacTHHIIM; n = Opoii yuacTHuIHU 6e3 obocTpsire; GLM = romumyma6; SC = nHoaKoXHO,

QMT = npunarane BenHbx Meceuyno; Q2MT = npuiarase mpes mecell.

Paznukara BBB BpeMeTO 70 TBPBOTO OOOCTPSIHE MEXKTy TpyIaTa ¢ OTTETIISTHE OT JICYEHHUETO U BCSIKA OT
rpyHuTe Ha JICYCHHE Che Simponi e nmokazana Ha durypa 1 (or-pask p < 0,0001 3a Bcsiko
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cpaBHeHue). B rpynara Ha mane6o 000CTpsSHETO 3a1o4Ba MPUOIH3UTETHO 2 Mecela ciel KaTo
JICYEHUETO ChC Simponi € CIpsSHO, KaTO MO-TrosAMaTa 9acT 0T 000CTPSHUATA BE3HUKBAT B PAMKHUTE Ha
4 mecerna ciieq; cnupane Ha jgedenuero (Purypa 1).

®@urypa 1: Ananu3 no Kaplan-Meier Ha BpemeTo 10 TbPBOTO 000CTpsiHE

0.8 =
0.7 4

0.6 -

Ty
[OES SRR

BepoATHOCT 3a funca Ha oBocTpAHE

0.3 4
0.2 4
MbNHa cXemMa Ha neveHue
041 4 — — — HamaneHa 4ecToTa Ha NpunaraHe Il UensypupaH
— - — [nayebo *nor-paHk p<0.0001
0.0

T T T I I T T T T T T T T
0 1 2 3 4 2 6 7 8 9 10 M 12

CvbuTne nnu LeHsypupaHo
YyacTHULM B pUCK Bpeme (MeceLy)
GLM QMT 63 59 55 55 54 54 54 54 54 54 54 53 24
GLM Q2MT 63 61 58 56 53 52 50 49 48 48 46 45 19
PBO 62 57 48 38 31 27 24 24 23 22 2 22 10

*KpaiiHaTa TouKa He & KOpHUIHpaHa 3a MHOXecTBeHocT. CTpaTuduuupan no HUEo Ha CRP (> 6 mg/l unn = 8 mg/).
ObocTpaHeTo e onpeaeneHo kato ASDAS npu 2 nocnegoBarenHn BU3UTY, karo 1 ABeTe nokassat unu abconoteH
pesynTat = 2,1, nnn noBULEHNE cNea, oTTernsaHe oT nedeHneto = 1,1 cnpamo meceyy 10 (Busnta 23). YuyacTHULMTE,
KOWTO HAMAT 060oCTPAHE, CA LUEH3YPUPAHK N0 BPEME Ha OTTErNAHE OT NeYeHUeTo UNK Ha mecey 13 oT nepuog, 2 Ha
ABOWHOCnANOTo nevyeHwe. Havyanoto Ha nepurog 2 npeacrasnasa flex 1 ot anannsa no Kaplan-Meier 3a yanara
aHanusMpaHa rpyna.

Knunuuen omeogop KoM nosmopHo neuenue npu 00ocmpsme Ha 3a00116aHemo

Knuanaaust otroop e onpeaeseH kato nogodpenue Ha BASDAI > 2 nnu > 50% cnpsimo cpeanata
CTOWHOCT Ha 2 mocienoBatenHu oneHku mo BASDALI cBbp3anu ¢ o0ocTpsHe Ha 3a0omsaBaneTo. OT
53 y4acTHHUIM 10 cXeMaTa ¢ HamaJieHa YeCTOTa Ha MpUjIaraHe Wid OTTEerJIsIHE OT JICUEHUETO, KOUTO
uMat IOTBBPACHO 000CTpsiHE Ha 3a0omsBaneTo, 51 (96,2%) nmocTUrar KIMHAYEH OTTOBOP KbM
Simponi B pamkuTe Ha IbpBUTE 3 Mecena OT Bb30OHOBSIBaHE Ha JICUYCHUETO, BHIIPEKHU Y€ IMO-MAJIKO
narnenTu (71,7%) ycnsBar ga ro mojrbpKaT mpe3 BCHUKUTE 3 Meceria.

Yayeposen konum
Eduxacnocrra Ha Simponi e orieHeHa B ABE PaHAOMH3HPaHHU, IBOMHOCIIEIIH, I11ale00-KOHTPOIMPaHU
KIMHUYHYU POYYBAHMS NP BB3PACTHU MAI[UCHTH.

[IpoyuBanero 3a naaykunoHHO Jiedenne (PURSUIT-Muaykiuns) oreHsBa MalueHTUTE C YMEPEH 10
TEXBK aKTHBEH YIIIepo3eH KoauT (Mayo ckop 6 10 12; eHIOCKOIICKH CKOp > 2), KOUTO UMaT
HE3aJI0BOJIUTEJICH OTTOBOP MJIM UMAT HEMOHOCUMOCT KbM KOHBEHITMOHATHUTE TEPATTHH, WU ca
3aBUCHMH OT KOPTUKOCTEpOHIU. B erama Ha mpoydBaHETO 3a yCTaHOBSIBaHE Ha 103aTta, 761 manmueHTn
ca Omm pangoMu3upanu na noiaydar 400 mg Simponi s.c. Ha ceamuna 0 u 200 mg Ha ceamuna 2,
200 mg Simponi s.c. Ha cenmuna 0 u 100 mg Ha cenMuna 2, wiu miane6o s.c. Ha cenqmumna 0 u 2.
Pazperieno e chIIbTCTBAIIO JICYCHHE C YCTAHOBEHH JI03U IIEPOPATHA aMHUHOCAITUIUIIATH,
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KOPTHUKOCTEPOH TN H/FITH KIMYHOMO/IYJIaTOpHu. B ToBa mpoy4BaHe € olieHeHa epuKacHOCTTa Ha
Simponi g0 cenmuna 6.

Pesynratute ot mpoyuBane 3a moaabprkaiio jgedenne (PURSUIT-Ilogaspikane) ce ocHOBaBaT Ha
OLICHKAaTa Ha 456 MaleHTH, KOUTO ca MOCTUTHAIIM KJIMHUYEH OTTOBOP OT MPEAXO0AHO HHAYKIIMOHHO
neyeHne cbe Simponi. [Tanmentute ca pangoMu3upanu Aa noiayvar Simponi 50 mg, Simponi 100 mg
WK T1a11e00, MPUIIOKESHHU TTOIKOKHO Ha BCEKH 4 ceIMUIIM. Pa3penieHo e ChITbTCTBAIIIO MPHIIOKEHNE
Ha YCTaHOBEHH JI03H NEPOPATHU aMHHOCATUIIMIATH W/WIK KIMyHOMOIynaTopu. Jlo3ure Ha
KOPTHKOCTEPOUIUTE € TPSOBAJIO Ja Ce HaMAJIST MOCTENCHHO TIPH 3aIll04BaHe Ha MPOYYBAHETO 32
MOJTBPIKAIIO JiedeHre. B ToBa nmpoyuBaHe € onjeHeHa e(huKkacHOCTTa Ha Simponi 70 ceamuna 54.
[NanuenTHTe, KOUTO 3aBBPIIBAT MPOYYBAHETO 32 TOAIBPIKAIIO JICUECHHE 10 CeAMHUIA 54, TPOIbIKaBAT
JICYCHUETO B MPOJBIDKEHUETO Ha MPOYIBAHETO, KaTO e(hPMKACHOCTTA Ce€ OLEHsBa A0 ceamuua 216.
OreHkara Ha e)UKACHOCTTA B TIPOIBIDKEHUETO HA MPOYYBAHETO € HAIpaBeHa Bbh3 OCHOBA Ha
NPOMEHUTE B TIPUIIOKEHUETO Ha KOpTUKOCcTepouH, [ mobanHaTa onenka Ha siekapst (Physician’s
Global Assessment, PGA) 3a akTHBHOCTTa Ha 3a00JIIBaHETO U IOAOOPEHUETO Ha KAYECTBOTO Ha
KHBOT, MI3MEPEHO Ype3 BrnpocHuka 3a Bp3nanuTenna ooaect Ha yepsara (Inflammatory Bowel
Disease Questionnaire, IBDQ).

Tabamnna 8
OcHoBHu pe3yaratu 3a epuxacHocT oT PURSUIT - Unayknus u PURSUIT - llogabp:xkane
PURSUIT-Unaykuust
Simponi
Inauedo 200/100 mg
N =251 N =253
IIponeHT NauueHTH
[TanmeHTH ¢ KIMHUYEH OTTOBOpP Ha cenMuna 6 30% 51%**
[TanyeHTyH B KJIMHMYHA PEMMCHS Ha ceamuna 6° 6% 18%**
[TanuenTH cbe 3a3apaBsABaHE HA IUTaBULATA HA 29% 42%*
ceamuua 6°
PURSUIT-Hogabp:xane
Simponi Simponi
Ilnanedo” 50 mg 100 mg
N=154 N=151 N=151
IIpoueHT NauueHTH
[opawpxkane Ha kMuHUYHKSA 0TroBop (IlaunenTn 31% 470 5004 %
B KJIMHWYEH OTTOBOP Ha ceamuiia 54)"
Tpaiina pemucus (Ilaiuentu B KHI/IHI/I‘I}Za 16% 2304 280
pemucust Ha cenmuiia 30 u cenmuna 54)

N = Opoii narueHTH
** p<0,001

* p<0,01

& OmnpenesieH KaTo MOHMKEHHE OT W3XOIHATA CTOHHOCT B Mayo ckop ¢ > 30% ¥ > 3 TOUKHM, PUAPYIKEHO C HAMAJICHHE
Ha CKOpa 3a PEKTaJIHM KPbBOM3IUBH € > | min CKOp 3a peKTaaHU KpbBoU3IuBH oT O win 1.

Omnpepnenen karo Mayo ckop < 2 Toukd, 6€3 HHAUBUAYaJICH CKOp > 1

Omnpenenen karo 0 wim 1 3a €HAOCKONICKH CKOp OT Mayo ckop.

Camo 3a HHAYKIHOHHO JIeYeHHe Che Simponi.

[Tanmenture ca olieHeHH 3a aKTUBHOCT Ha 3a0ossiBaHeTo UC upe3 uactTuueH Mayo ckop Ha BCeKH 4 ceMULIN
(3arybata Ha OTTOBOp € HOTBBpPACHA CHIOCKOINCKH). ETO 3a1110 ManueHT, KOMTO € MOAAbpPIKaI OTTOBOP, € B ChCTOSHHE
Ha TpaeH KJIMHUYEH OTTOBOP IIPH BCAKO OLIEHSIBAHE Ha ceamuua 54.

[NanwmenT, KoiTO € TpsAOBano na Obae B pemucus Ha cenmunu 30 u 54 (6e3 na mokas3sa 3ary0a Ha OTTOBOD B HAKAKbB
MOMEHT Ha ceAiMULA 54), 3a 1a TOCTUTHE TpaliHA PEMUCHSL.

[pu manuenture ¢ terio mox 80 kg, mo-ronsimMa 4acT OT mauMeHTUTe, nprueMand 50 mg mogappKamia Tepamnus, ca
HOKa3aJy TpalHa KIMHUYHA PEMUCHSI, B CPABHEHHUE C TE3H, IPUEMAITH u1anedo.

[ToBeue nekyBaHM chc Simponi MAIMEHTH MOKa3BaT TPAHO 3a3/IpaBsBaHe Ha JIMTaBUIaTa (MAIMEeHTH
ChC 3a3/paBsBaHe Ha TUTaBHUIaTa Ha ceamuiia 30 u cenmuia 54) B rpynata ¢ m1o3a 50 mg (42%,
HoMuHanHa p < 0,05) u rpynara c go3za 100 mg (42%, p < 0,005), B cpaBHEeHHE C TALUCHTUTE B
rpymara Ha miane6o (27%).
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Cpen 54% ot nauuentute (247/456), KOUTO MOJTyyaBaT ChI'BTCTBAILO KOPTUKOCTEPOUIH MTPU
3anouBane Ha PURSUIT-Ilogabpxane, MporieHTHT HA MAITUEHTUTE, TOANBPKAIN KIIMHUYIEH OTTOBOP
JIo ceaMHuIa 54 1 He ca MOoJTy4aBajiy ChIIBTCTBAIIO KOPTUKOCTEPOUIN Ha cenMuIia 54, e mo-roisiM B
rpynata ¢ 50 mg (38%, 30/78), u B rpynara csc 100 mg (30%, 25/82), B cpaBHeHHe ¢ Tpynara Ha
rtane6o (21%, 18/87). IIponeHThT Ha NAIIMEHTUTE, KOUTO Ca MPEYCTAHOBUIN KOPTUKOCTEPOUIUTE JI0
ceamuia 54, e mo-roysiM B rpynara ¢ 50 mg (41%, 32/78) u rpynata ¢se 100 mg (33%, 27/82), B
CpaBHEHHE C rpynara Ha mianebo (22%, 19/87). Cpen nanueHTuTe, KOUTO Ca BKIFOUYCHHU B
NPOIBIDKCHUETO Ha IPOYYBAHETO, NPOLIEHTHT HAa YYaCTHULINTE, KOUTO OCTaBaT Ha JieueHue 0e3
KOPTHUKOCTEPOHIN KaToO IS0 Ce 3ama3Ba 0 ceamuna 216.

IIpyn manmeHTH, KOUTO HE MOCTUTAT KIMHUYEH OTroBOp Ha ceamuia 6 B npoyusanusata PURSUIT-
Wupyknus e npunoxker Simponi 100 mg Ha Bceku 4 ceamuiy B npoyusanetro PURSUIT-
ITonnepxane. Ha ceqmutia 14, 28% oT Te€3W MaIMEHTH TOCTUTAT OTTOBOP, OTPEJICIICH OT YaCTUUCH
Mayo ckop (I10-HHCBK C > 3 TOUKH B CPaBHEHHE C HAYaJIOTO Ha MHIYKIMOHHATa Tepanus). Ha
cenMula 54, KTMHUYHNATE Pe3yITaTH, HaOMI0JaBaH! IPH TE3H MALUEHTH ¢a CXOJHH C KIMHUYHHUTE
pe3yaTaTH, ChOOIIEHH 3a MallMEHTUTE, KOUTO IMMOCTUraT KIIMHUYEH OTIOBOp Ha ceaMuiia 6.

Ha ceamuna 6, Simponi 3HAYUMO MOI00PsIBA KAYSCTBOTO HA KHBOT, U3MEPEHO Upe3 MPOMsHATa
CIpsIMO M3XOJHO HMBO B crienuduyHo 3a 6onectta u3mepsane, IBDQ (inflammatory bowel disease
questionnaire, BRIIPOCHHK 3a BB3MAJTUTEIHA O0IeCT Ha yepBaTa). [Ipu manueHTnTe, IprueMaIm
MOJTBPIKAIIO JICUCHUE ChC Simponi, MOJOOPEHUETO B KAUECTBOTO HA )HBOT, H3MepeHo upe3 IBDQ,
ce 3amasBa 70 ceamuIia 54.

[IpubnuzurenHo 63% OT nNauXEHTHUTE, KOMTO MOMy4YaBaT Simponi B HAYAI0TO HA MPOABIKEHUETO HA
Npoy4BaHeTo (ceaMuna 56), mpoabJKaBaT JICUEHHETO A0 Kpask Ha IPOYYBaHETO (IIOCIETHO
NPUIOKEHHNE Ha roMMyMal Ha ceamuna 212).

HUmyHorenHoct
B npoyuBanusra ¢asa I1I 3a neuenue va RA, PsA u AS o ceamuia 52 npu 5% (105/2 062) ot

MAI[UCHTUTE, JICKYBaHH C TOJIMMyMa0, ca OTKPUTH aHTUTEIIA CPelly TouMyMal upe3 eH3UMEH
UMYHOJIOTHYEH MeTo]l (enzyme immunoassay, EIA) u, kpIeTo ca u3ciieIBaHu, MOYTH BCHUKH
aHTHUTeNa ca OWITN HeyTpaTu3upalin in vitro. llpu pa3nuyan peBMaTOIIOTUYHY [TOKA3aHUs ca
HaOJII0OIaBaHU CXOAHH CTOHHOCTH. ChITBTCTBANTUAT IpreM Ha MTX BoaM 10 MO-MaITBK MPOIICHT
MAIMEHTH C aHTUTEla Cpelly TorMyMal B CpaBHEHHUE C TIAIIMEHTUTE, JIeKyBaHH ¢ TOIMMyMabd Oe3
MTX (cvorBetHO pubmm3uTenHo 3% [41/1 235] u 8% [64/827]).

[pu nr-Axial SpA ca oTkpuTH anTuTena cpeury romumymad npu 7% (14/193) ot naumeHTHTE,
JIeKyBaHH ¢ ronumyma0 g0 ceamuna 52 upes EIA meron.

[Ipe3 cenmuria 54 Ha da3za Il u daza Il npoyuBanus npu yirepo3eH Koaut, mpu 3% (26/946) ot
JIEKYBaHHUTE MMALUEHTH C TOJIMMyMa0, ca OTKPUTH aHTUTENa KbM roauMymad upes EIA meron. Lleiicer
u oceM npoueHTa (21/31), OT aHTUTSUIO-NIOTIOKUTEIHUTE TALUEHTH, Ca UMaJIH HeYTpalIu3upaLIy
aHTuTena in vitro. ChI'bTCTBAIIOTO JICYCHNUE C UMYHOMOTYTIATOPH (23aTHOTIPUH, 6-MEPKANTOIYPUH H
MTX) e noBeso 10 HO-HUCHK MIPOLEHT Ha MAMEHTUTE C aHTUTEIAa KbM rOJMMYyMal B CpPaBHEHHE C
NalUeHTUTE, IPUEMaIy roTuMyMad 6e3 mpreM Ha UMyHOMOIyJaTopu (cboTBeTHO 1% (4/308)
cupsmo 3% (22/638)). [Ipu narueHTUTEe, KOUTO MPOAB/DKABAT B POABDKEHUETO HA MPOYYBAHETO U
UMaT OIICHUMHM ITPOOM 70 ceamuiia 228 ca OTKPUTH aHTHTEIa KbM rojaumymad mpu 4% (23/604) ot
JIeKyBaHHUTE MalMeHTu ¢ ronumymad. OcemaeceT v aBa npoueHTa (18/22) oT aHTHTSIIO-
MOJIOXKUTEITHUTE AMEHTH Ca UMaJi HEYTPaIH3UPaIy aHTHTENA in Vitro.

HannuueTo Ha aHTHTENA Cpelly TOIMMyMad MOXe Jia TOBUIIIM PUCKA OT PEaKIMK Ha MSICTOTO Ha
UHKEKTHpaHe (BX. Touka 4.8). MankusaT Opoil mareHTH, MON0KUTEITHY 32 aHTUTENA CPEIy
FOJIHMyMa6, orpaHI/Iana BB3MOXHOCTTA a4 CC HaHpaBSIT KaTeI‘OpI/I‘-IHI/I 3aKJIFOUYCHUA 3a Bp’b3KaTa
Me)KI[y HAJINYHUCTO HA AaHTUTCIIA CpeLuy FOJII/IMyMaG U KJIMHUYHAaTa C(I)I/IKaCHOCT NN MepKI/ITe 3a
0e30MmacHoCT.
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Twit KaTO aHATM3BT HA IMYHOT€HHOCTTA € CHeHU(HYCH 32 MPOIYKTa U U3IOI3BAHUTE TUArHOCTUIHH
TECTOBE, CPABHEHHETO Ha CTOWHOCTUTE Ha Pa3BUTHE HA aHTHUTENA C TE3W Ha JPYTH MPOIAYKTH €
HEYMECTHO.

5.2 ®apmMakoKWHeTHYHH CBONCTBA

Abcopoyus

Crnier €THOKpPATHO TOKOKHO MPIIIOKEHUE HA TOIMMMyMal TIpH 3/IpaBy JOOPOBOIIIIH FITU ITAIIUEHTH C
RA, cpemHoTO Bpeme 3a mocTUraHe Ha MakCUMaiiHa cepyMHa KoHneHTpanus (Tmax) Bapupa oT 2 1o

6 muu. [TonkoXHOTO MHXKEKTHpaHe Ha 50 mg romuMymMad Ha 3/IpaBH JOOPOBOJIIU BOIH JI0 TIOCTUTaHE
Ha CPEJHO £ CTaHAAPTHO OTKIOHEHHE B MakCHUMaliHa cepyMHa KOHIEHTPAUs (Cmax) 3,1 £ 1,4 pg/ml.

Cren eqHOKpaTHO MOAKOKHO HMHXKekTHpane Ha 100 mg, abcopOuusaTa Ha roIMMyMad € CXoaHa B
MUILIHHUIATa, KopeMa u 0eapoTo, cbe cpeHa abcomoTHa ononamuuHocT 51%. Twit kato ciexn
MIOJIKOYKHO TIPUIIOKEHNE TOITMMYMa0 1ToKa3Ba MPUOIM3UTEIIHO JIMHEHHA 10303aBUCUMA
(hapMaKOKMHETHKA, Ce 04aKBa abCooTHaTa OrMoHannyHocT Ha 50 mg wiu 200 mg ronumymab aa e
CXOJIHA.

Pasnpeoenenue
[Ipu enHOKpATHO 1.V. IpUIIOKEHHE CpeAHUAT 00eM Ha pasnpenenenue ¢ 115 £ 19 ml/kg.

Enumunupane

CHCTeMHUAT KIMPBHC Ha ToMMyMab e n3umcied Ha 6,9 + 2,0 ml/nueBno/kg. TepmMuHanHusaT
MOJYKMBOT € U34MCIIeH Ha prOmm3utTesiHo 12 + 3 nuu npu 3apaBu JOOPOBOIIIH, KaTO CXOTHH
CTOWHOCTH ca HabmronaBanu u mpu manueHtu ¢ RA, PsA, AS wu UC.

[Ipu noaxoxuo npunoxenne Ha 50 mg ronumymad npu namuentd ¢ RA, PsA win AS Ha Bcekn

4 cenMUIM cepyMHUTE KOHIIEHTPAIMH JOCTUTAT CTAallMOHAPHO ChCTOSHUE Ha cenmuia 12. [pu
chIbTeTRAIIa yioTpeda ¢ MTX, neuenuero ¢ 50 mg romumymat MOAKOKHO HA BCEKHU 4 CEIMUITN
BOJIU JI0 CPEIHH (+ CTaHAAPTHO OTKJIOHEHHE) HA-HUCKU CEPYMHH KOHLIEHTPAIMU B CTALIHOHAPHO
cberosiHue oT mpubmusutento 0,6 £ 0,4 pg/ml npu nanyeHTy ¢ akTUBeH RA He3aBHCHUMO OT
neuerneto ¢ MTX, npubnuzurento 0,5 + 0,4 pg/ml npu narueHTw ¢ akTuBeH PsA u npubnu3uTenHo
0,8 + 0,4 pg/ml mpu nanuentu ¢ AS. Ipu manuentu ¢ nr-Axial SpA, cpenHuTe cepyMHH
KOHIICHTpAIMX Ha TOJIMMYMal B CTAlHOHAPHO CHCTOSHIE Ca CXO/HU C Te3H, HaOII0IaBaH! TIPU
nanueHTy ¢ AS ciie; MoJKOKHO npuitokeHne Ha 50 mg ronumyMad Ha BCeKU 4 CeIMHLIN.

[Mamuenture ¢ RA, PsA ninu AS, KOMTO He ca Ha ChIBTCTBAIIO JiedeHne ¢ MTX, ca ¢ IpuOIN3UTETHO
30% MmO-HUCKH OT Hail-HUCKHUTE KOHLEHTPALUH HA TOJTMMyMal B CTAIIMOHAPHO CHCTOSIHUE OT TE3H,
JIeKyBaHH ChIIBTCTBAIIO ¢ TonumMyMad u MTX. Ilpu orpannuen Opoit nanuent ¢ RA, nekyBanu ¢
rOJIMMYyMa0, IpHJIaraH MOIKOXKHO 3a MEePHoJ] OT 6 Mecella, ChIIbTCTRaIIaTa yrnotpeda Ha MTX
HaMaJsiBa KIMpPbHCA HAa TONMuMyMad ¢ npubimsnutenHo 36%. [lonynaunoHHUAT hapMaKOKHHETHYCH
aHanu3 obaye MokasBea, 4e ChIrbTcTBaIara yrnorpeda Ha NSAID, nepopaiiHu KOPTHKOCTEPOUIH WIN
cyJdacana3uH He TOBJIHsIBA KJIMPBHCA HA TOTUMyMa0.

Canen nnaykumonsu no3u ot 200 mg n 100 mg ronumymad cboTBeTHO Ha ceamuiy 0 u 2, 1 ciiex ToBa
Ha BCEKH 4 ceaMuIty mobpxamm 1034 S0 mg wim 100 mg romumymad MOAKOKHO Ha MAIIMEHTH C
UC, cepyMHHTE KOHIEHTPALUH FOJTUMYMa0 JOCTHUTAT CTAIIMOHAPHO ChCTOSHUE MTPHOIIN3UTEITHO

14 cenmunu cnen Hayanoto Ha TepanusTta. Jleuernero ¢ 50 mg nnu 100 mg ronmumymad MoJKOKHO Ha
BCEKH 4 ceIMHIM [T0 BpeME Ha IEpHoia Ha MOAAbPXKaHE, BOAU 10 CPEAHH CTAllMOHAPHU HAW-HUCKU
CepyMHH KOHIEHTPALUH OT ChbOTBETHO IpubusuTento 0,9 + 0,5 pg/mlu 1,8 + 1,1 pg/ml.

Ipu manmenTn ¢ UC, nekyBanu ¢ 50 mg win 100 mg ronuMyma0 OIKOKHO Ha BCEKU 4 CEIAMMIIH,
CHITBTCTBAINATA YITOTPeOa Ha IMYHOMO/IYJIATOPH HE MOKAa3Ba CHIECTBEH e(hEeKT BBPXY
CTaIlMOHAPHUTE Hali-HUCKYU HHBA Ha TOIMMYyMa0.

[anuenTuTe, pa3sBUIIM aHTUTENA CPEILy FOIUMYMa0, KaTo 1510 ca ¢ HUCKU CTOMHOCTH Ha
Hall-HUCKUTE CEPyMHH KOHLIEHTPALMU Ha TOIMMyMad B CTAllHOHAPHO ChCTOSHUE (BXK. TOUKa 5.1).
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Jluneinocm

[Ipu eqHOKPAaTHO UHTPABEHO3HO NIPUIOKEHHE MTPH MAIMEHTH ¢ RA, romumMyMab rmokaspa
PHUOIM3UTETHO JIMHEHHA 10303aBUCHMa (DapMaKOKHHETHKA B 1030BUsA uHTEepBai ot 0,1 1o

10,0 mg/kg. Cnen ennHUYHA TOIKOKHA 71032 B 1030BUs AnarnazoH oT 50 mg no 400 mg npu 3apaBu
JIOOPOBOIIIIN Ce HAOII0/IaBa MPUOIU3UTEITHO MPOTIOPIIMOHATTHA Ha 103aTa (hapMaKOKUHETHKA.

Brusanue na menecHomo mezio 8bpxy papmaxokunemuxama
ChIecTByBa TEHACHIMS KbM MOBHUILIABAHE HA KJIMPBHCA HA TOMTUMYMa0l C MOBHIIaBaHE HA TEIECHOTO
Teryo (BXx. Touka 4.2).

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT

Hexnuanuaure JaHHHU HC ITIOKa3BaT ocobeH PHUCK 3a XOpaTa Ha Oa3ara Ha KOHBCHIIMOHAJTHUTC
(I)apMaKOJ'IOFI/I‘IHI/I MpoOy4YBaHUA 3a 6C3OHaCHOCT, TOKCUYHOCT IIpU MHOT'OKPATHO HNPHUITIOKCHHUC,
PCIIPOAYKTHBHA TOKCUYHOCT U TOKCUYHOCT IO OTHOLICHUC HA Pa3BUTHUCTO.

C ronimmyMma0b He ca MPOBEXIAaHH MPOYUBAHUS 38 MyTar€HHOCT 32 BIMSHUE BBPXY (epTHIIMTETA IIPH
JKUBOTHHM U 32 JBJITOCPOYHA KAPLUHOT€HHOCT.

B npoy4BaHe 3a BIMSHHETO BHPXY (PepTHIINTETA U 00IIaTa pePOAYKTUBHA (YHKIIHS IIPH MHUIIKH, B
KOETO € M3MOJI3BaHO aHAIOTHYHO aHTHUTSJIO, CEJIEKTUBHO NHXHOMPAIIO (DYHKIIMOHAITHATA aKTHBHOCT
Ha mutust TNFa, Opost Ha OpeMEHHUTE MUIITKA HaMalsiBa. He e M3BeCTHO Jaiu ToBa c€ IBJDKU Ha
e(eKT IPU MBKKHUTE U/WIIH )KCHCKUTE MUIIKH. [Ipy npoyyBaHe 3a TOKCUYHOCT 10 OTHOIICHUE Ha
Pa3BUTHUETO NPU MUILKH, CHEA NPUIOKEHNAE HA CHILIOTO AHAJIOTUYHO AaHTUTSIIO, KAKTO U IpU
MpOyYBaHe Ha TOJIMMyMal MpH JBITOOIMAIIATH MaKalll, HIMa JaHHU 32 TOKCHYHOCT TPH MaiKara,
eMOPHUOTOKCUYHOCT MJIH TEPATOTeHHOCT.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

Copouron (E 420)

XUCTUIUH

XUCTUAMHOB XUAPOXIOPHUI MOHOXUIPAT
[Monucop6ar 80 (E433)

Bona 3a uakexnuu.

6.2 HecbBMEeCTHMOCTH

[Ipensun nuncara Ha IPOyYBaHUS 32 HECHbBMECTUMOCTH TO3H JIEKAPCTBEH MIPOAYKT HE TpsiOBa a ce
CMECBA C JPYyTH JIEKapCTBEHH MPOSYKTH.

6.3 Cpok Ha rogHOCT

2 TOINHU

6.4 Crhenuananm yca0BHs HAa CbXpaHeHHe

Ha ce cexpanssa B xnmamuiauk (2°C — 8°C).

[la He ce 3ampa3sBa.

CobxpansBaiiTe IpeIBAPUTEIHO HAIBIHEHATA MTUCATIKA B KAPTOHEHATA ONAKOBKa, 3a J1a C€ Mpena3u OT
CBETJIMHA.

Simponi Moe J1a ce chXpaHsIBa MPU MaKCHUMaliHa TeMIieparypa a0 25°C, eTHOKPaTHO 3a MEePHO/I 10
30 gHM, HO HE | CJIE] aTaTa Ha U3THYaHEe Ha IIbPBOHAYAIHHS CPOK HA TOMHOCT, HarledyaTaH BEPXY
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KapTOHCHATa OIlaKOBKaA. Housr CPOK Ha TOAHOCT TpSI6Ba Ja 6’5)16 HaIlMCaH BbPXY KapTOHCHATA
OIIaKOBKa (I[O 30 JHHU OT JaTaTa Ha U3BaAXIaHC OT X.]'Ia,Z[I/IJ'IHI/IKa).

Benupx cien karo Simponi € cCbXpaHsIBaH NP CTaliHA TeMIlepaTypa, He TPsOBa Ja ce Bpblla OTHOBO
3a ChbXpaHEeHHE B XJIAAWIHUK. Simponi TpsOBa a ce U3XBBPIIH, aKO HE CE U3I0I3BA B PAMKHTE Ha
30 nHM IpH ChXpAHEHHUE Ha CTailHa TeMIepaTypa.

6.5 Buau cbabpakaHue HA ONMAKOBKATA

Simponi 100 mg WHXEKIMOHEH Pa3TBOP B NPEJABAPUTEIHO HATBIHEHA MTUCATKA

1 ml pa3TBOp B mpenBapUTEIIHO HAITBJIHEHA CIIPUHIIOBKA (CTHKIIO THII |) ¢ hukcupaHa urna
(HeppxIaeMa CTOMaHa) U Kanade Ha uriata (ryma, ChIbpiKalla JIATeKC) B IPEABAPUTEITHO HAITBJIHEHA
nucajgka. Simponi ce I0CcTaBs B OIMIAKOBKH, ChIBPKAIIH | MpeBApUTEIHO HATBIIHEHA MHACAIIKA U
TPYIOBH OIAKOBKH, ChABPKAIIM 3 (3 0MaKoBKH OT 1) MpeABapUTENTHO HATBIHEHH MTHCANIKH.

He Bcuuku BuOBE ONaKOBKH Morat Aa ObAaT IMyCHATH B Ipoaaxoa.
6.6 CrnenuajaHu nNpeana3Hu MepKH NMPH M3XBbPJIsiHEe H padoTa

Simponi ce ocTaBs KaTo MpeIBapUTEIHO HATBIHEHA MHCAIKa 32 €THOKpaTHa yHoTpeOa, HapedeHa
SmartJect. BbB Besika omakoBka UMa HHCTPYKIIMH 32 YIIOTpeOa, B KOUTO MOJIPOOHO € OMHCaHO Kak ce
u3Ioi3Ba nucankara. Ciaen nu3BaXkaaHe Ha IPEIBAPUTEIHO HATbJIHEHATA TUCATIKA OT XJIQAUITHHKA,
npean UHKEKTHpaHeTo Ha Simponi TpsOBa ia ce nzyaka 30 MUHYTH, 3a Jia MOXKE Pa3TBOPHT J1a
JOCTUTHE cTaliHa Temneparypa. [lucankaTta He TpsOBa J1a ce paskialia.

Pa3TBOpPBT € OUCTBP A0 JIEKO ONANECHEeHTEH, OE3UBETEH 0 CBETIOKBIT U MOXKE J]a ChABPKa MAJIKH
NPO3pavyHU MU OENTM MPOTEHMHOBH YacTHIIN. ToBa HE € HeOONYaliHO 3a pa3TBOPH, ChIbPIKAIIN
npoTenHH. Simponi He TpsiOBa J1a ce U3MOI3Ba, aKO Pa3TBOPHT € C MPOMEHEH LBST, MbTCH HIIH
CBABPIKAI BUIUMH YYXAH YaCTULH.

[MompoOHu ykazaHusl 32 HOATOTOBSIHETO U MPHUJIOKEHUETO HAa Simponi MpeBapUTEIHO HATBITHEHA
MUCAJKa Ca JAJCHU B IUCTOBKATA 32 IAl[UEHTA.

Hewu3noa3BaHUAT JIEKapCTBEH MPOIYKT MM OTMAAbYHUTE MaTePHAIN OT HETO TPsiOBa Ja ce U3XBBPIIAT

B ChOTBETCTBHE C MECTHUTE U3UCKBAHHS.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEPA HA PA3BPEIIEHUETO 3A YIIOTPEBA

EU/1/09/546/005 1 npeaBapuTeIHO HAIIBJIHEHA MTHCAIKA

EU/1/09/546/006 3 npeaBapUTEIHO HATBIIHEHH MTUCATIKU

9. JIATA HA ITbPBO PA3PEHIABAHE/ITIOJHOBSIBAHE HA PASPEIIIEHUETO 3A
YIIOTPEBA

[ara na mppBo pazpemanane: 1 okromspu 2009 .
Jlata Ha mocneaHo noaHoBsiBane: 19 ronu 2014 r.
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10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA

[TonpoOHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTa
areHIus 1o JIeKapcTBaTa https://www.ema.europa.eu.
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HNPUJIOKEHHUE I1

MNNPOU3BOJUTEJ HA BUOJIOI'NMYHO AKTUBHOTO
BEIIECTBO U NTPOU3BOJAUTEJ OTT'OBOPEH 3A
OCBOBOXKJABAHE HA ITAPTUIN

YCJOBUA NN OTPAHUYEHUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUA U U3NCKBAHUS HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "

E®EKTHUBHA YIIOTPEEA HA JJEKAPCTBEHMSI
MPOAYKT
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A.  TIPOU3BOJIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO "
MNNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJABAHE HA ITAPTUIN

Nme n aapeC Ha MPOU3BOAUTCIIA HA OMOJIOTHYHO aKTHBHOTO BCIICCTBO

Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
Hunepnannus

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy

Co. Cork

Upnanaus

HMe m aapec HA MPOU3BOJMTENS, OTTOBOPEH 3a 0CBOOOIK/IaBaHE HAa MAPTHIAUTE

Janssen Biologics B.V.
Einsteinweg 101
NL-2333 CB Leiden
Hunepnannus

b. YCJI0OBHUA NN OT'PAHUYEHUA 3A JTOCTABKA U YIIOTPEBA

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa 10 OTpaHUYEHO JieKapcko npeanucanue (Bmwx [punoxenne I:
Kpatka xapakTepucTika Ha MPOAYKTa, Touka 4.2).

B. JAPYI'UM YCJIOBUSI U UBUCKBAHUSA HA PASPEILIEHUETO 3A YIIOTPEBA
. IlepuoauyHu aKTyaJau3upanu aokjaanau 3a oezonacuoct (IIAJIB)

M3uckpanusTa 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnmcewk), npeasuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, u BbB BCHUKH CIIEABAIIN aKTyJIN3ALIH, ITyOJHMKYBAaHH HA €BPOICHCKUS
yeOropTal 3a JeKapcTBa.

. YCJIOBUA U OI'PAHUYEHUA 3A BE3OITACHA U EOUKACHA YIIOTPEGA HA
JIEKAPCTBEHMUS TIPOAYKT

. ILnaun 3a ynpasJjienue Ha pucka (ITYP)

[purexarensT Ha pa3pemienuero 3a ynorpeda ([IPY) TpsOBa 1a n3BbpIIBa U3UCKBAHUTE EHHOCTH
JEeHCTBUS, CBBP3aHH C IIPOCiIeIsIBaHe Ha JeKapcTBeHaTa 0€30IacHOCT, mocoueHH B ogoopenus I1YP,
npezacraBed B Moayn Ha 1.8.2 Ha pa3penieHneTo 3a ynorpeda, KakTo 1 BbB BCUUKH CIEBAIIT
onoOpeHu aktyann3anuu Ha [TYP.

Axrtyammsupan [IYP tpsa6Ba na ce nonasa:

o 0 MCKaHe OT EBpomnelickara areHus 1o JIEKapcTBaTa;

o BUHArd, KOraTo ce U3MEHS CHCTeMaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B Pe3yiTaT Ha
NoJy4yaBaHe Ha HOBa HH(POPMaIIUs, KOSTO MOXKeE Jia JIOBEJIe 10 3HAYUMU MPOMEHHU B
CHOTHOIIIEHHUETO M0JI3a/PHCK, MM CIIe]] IOCTUI'aHEe Ha BaKEH eTall (BbB Bpb3Ka C IPOCIIEAsBaHe
Ha JIeKapCTBeHaTa 0E30MacHOCT WM CBEXJAaHE Ha PUCKA 10 MUHUMYM).
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® I[OH'LJIHHTQ.TI]—[I/I MEPKH 3a CBEXK/IAHE HA PUCKA 10 MUHUMYM

OOyuunTenHara nmporpama BKITIOUBA KapTa Ha MalyeHTa, KosTo Toi TpsodBa na Hocu. Kaprara nma 3a
eI KaKTO JIa CITYKH 3a HAIIOMHSIHE JIa C€ 3aIliCBaT JIATHTE M PE3YJITATUTE OT KOHKPETHU
M3CIEBAaHNs, TaKa U Ja yJIECHU MallMeHTa Npu oOMsIHa Ha BakHa HH(opMaIHA ¢ JeKyBamus(1Te) ro
MEIULUHCKY CTIeIUanicT(1), OTHOCHO MPOABIKABAIIOTO JICYSHUE C MPOLYKTA.
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INPUJIOKEHHUE I11

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA HA ITPEJIBAPUTEJIHO HAITbJIHEHA ITMCAJIKA 3A
NEJUATPUYIHA YIIOTPEBA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 45 mg/0,45 ml HHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAIBJIHEHA ITHCAIIKA
roJuMyMao
3a manueHTH B JeTcka Bh3pacT < 40 kg

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Enna npensapurenHo HanbiHeHa mucainka ot 0,45 ml chabspka 45 mg romumymad.
1 ml cpappxa 100 mg romumymad.

3. CIIUCBK HA IIOMOIIIHUTE BELLIECTBA

ITomonrau BemectBa: copouton (E420), XuCTHINH, XUCTUIUHOB XUIPOXIOPU MOHOXHIPAT,
nosiucopoar 80 (E433), Boaa 3a umkekiuu. [Ipenu ymoTpeda mpoderere JUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

WmxekunoHeH pa3TBOp B IMPEABAPUTEIIHO HAITbIHEHA NUcajka (VarioJect)
1 mpenBapUTETHO HAITBJIHEHA MTUCATTKA

‘ 5. HAYMH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJAHE

Ja He ce paskiarna.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
IToakoxHO MpUIIOKEHUE

6. CHELOUAJIHO HPEAYIIPEXKXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 3a JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

Kanauero Ha urmnata cbappxa JaTekc. 3a JONBJIHUTEIHA HHYOPMAIHS BIKTE JINCTOBKATA.
[Ipenu ynoTtpeba octaBere nucankata 30 MHHYTH Ha CTaliHa TEMIIEpaTypa U3BbH KapTOHEHATa
OIIaKOBKa.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
AKo ce chXpaHsBa IpU CTaiiHa TeMnepaTrypa, TOJAEH JI0:
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‘ 9. CIIEHUAJIHM YCJIOBUS HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaIMJIHUK.

[a He ce 3ampa3siBa.

CoxpaHsBaiiTe MpeIBapUTEITHO HAITBITHEHATA TTICAIKa B KAPTOHEHATa OMTaKOBKa, 3a J1a Ce MPEAIa3u OT
CBETIIMHA.

Mosxe n1a ce chxpaHsiBa MpH cTaifHa TemiiepaTtypa (no 25°C), eqHokpaTHO 3a nepuoy a0 30 Jau, HO HE
U CIle/l JaTaTa Ha M3THYaHe Ha ITBPBOHAYAIHUS CPOK Ha TOJTHOCT.

10. CHELOUAJIHU NPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA ITIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/546/009

13. HNAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Simponi 45 mg/0,45 ml

‘ 17. YHHUKAJIEH WIEHTUO®PUKATOP — IBYU3MEPEH BAPKO/]

JIByr3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD
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18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CbABbPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penu na 3amouyHere a U3MOJI3BaTe Simponi:

Mous, mpoueTeTe NPUIOKEHATA JHCTOBKA
He pasknamaiite mpogykra
IIpoBepeTe cpoka Ha TOJHOCT M 3aIUTHATA JETIEHKA

W3uakaiite 30 MUHYTH IPOAYKTHT 1 JOCTUTHE CTaliHa
TeMIeparypa
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A HPEJABAPUTEJ/JHO HAIIBJIHEHA ITNCAJIKA 3A IIEJJUATPUYHA
YIIOTPEBA

1. HUME HA JIEKAPCTBEHUSA NTPOAYKT U II'bT HA BBBEXK/JIAHE

Simponi 45 mg/0,45 ml umxekus
roJuMyMao
s.C.

‘ 2. HAYYH HA ITPNJIAT'AHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

0,45 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C IPEJABAPUTEJIHO HAII'BJIHEHA ITNCAJIKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 50 mg HHXEKIUOHEH Pa3TBOP B MPEIBAPUTETHO HAIBJIHEHA TTHCANIKA
roauMymab

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Enna npenBaputenno HambiHeHa nucaika ot 0,5 ml ceaspxa 50 mg ronumymad.

3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

[Homomau BemectBa: copouton (E420), xuctuanH, XUCTUANHOB XUAPOXJIOPUA MOHOXHUIPAT,
nosiucopoar 80 (E433), Bona 3a umkekiuu. [Ipenu ymoTpeda mpoyerere JUCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MmKeKIMoHeH pa3TBOp B MPEABAPUTEIHO HAITBIHEHA MHcalka (SmartJect)
1 mpenBapUTETHO HAITBbJIHEHA MTUCATTKA

‘ 5. HAYMH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJAHE

Ja He ce pa3kiara.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
IToakoxHO MpUIIOKEHUE

6. CHEHUAJIHO NPEAYHPEXIEHUE, UE TEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

Kanauero Ha uriara ChbAbpiKa JIATCKC. 3a JOITbJIHUTCIIHA I/IH(bOpMaI_II/ISI BHJKTC JINCTOBKATA.
Hpe,Z[I/I yHOTpe6a ocraBeTe nucainkara 30 MUHYTH Ha craiiHa TEMIICPATypa U3BBbH KApTOHCHATA
OIIaKOBKa.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
AKo ce chbXpaHsiBa IpHU CTaiiHa TeMInepaTrypa, ToJIeH J0:

173



‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[la ce cbxpaHsaBa B XJIQAWIHUK.

[la He ce 3ampa3sBa.

CoxpaHnsBaiiTe IpeABapUTEIHO HAIbJIHEHATA Icajlka B KApTOHEHAaTa OIIaKOBKa, 3a /1a ce IpeAnasu oT
CBETJIMHA.

Moxe na ce cpxpansBa IpH cTaifHa Temnepatypa (1o 25°C), eaHokpaTHo 3a nepuos 10 30 1HHU, HO He
U Clle]] JaTaTa Ha U3THYaHe Ha TbPBOHAYAIHUS CPOK Ha TOTHOCT.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAAHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/KATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/001

13. HNAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(DUKATOD
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18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penu na 3amouyHere a U3MOJI3BaTe Simponi:

Mous, mpoueTeTe NPUIOKEHATA JHCTOBKA
He pasknamaiite mpogykra
IIpoBepeTe cpoka Ha TOJHOCT M 3aIUTHATA JETIEHKA

W3uakaiite 30 MUHYTH IPOAYKTHT 1 JOCTUTHE CTaliHa
TeMIeparypa
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C 1 IIPEABAPUTEJIHO HAITBJIHEHA ITNCAJIKA B
MEXKINHHA OITAKOBKA/YACT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 50 mg HHXEKIMOHEH PA3TBOP B MPEIBAPUTEIHO HAMTBIIHCHA TIHCANKA
roJuMyMao

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Enna npensapurenHo HanbiIHeHa nucainka ot 0,5 ml ceappxa 50 mg ronumyma.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

ITomomrau Bemecta: copouton (E420), XucTHaIuH, XUCTUIMHOB XHIPOXJIOPHI MOHOXHIPAT,
nosiucopoar 80 (E433), Bona 3a umkekiuu. [Ipenu ymoTpeda mpoderere JMCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJTHA OITAKOBKA

MmKeKIMOHeH pa3TBOP B MPEABAPUTEIHO HAITBIHEHA IHcayika (SmartJect)
1 mpenBapuTETHO HATBITHEHA MTHCAIKA
ToBa e "acT OT rpyIioBaTa OImakoBKa U He Ce MPoaBa OT/IEITHO.

5. HAUYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

[la He ce pa3kama.
ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
IToakoxHO MpUIOKEHHNE

6. CHEHOUAJIHO NPEAYHIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

Kamauero Ha urnara cbappika JaTekc. 3a JOMBJIHUTEIHA HH(POpMAIHs BUXKTE TUCTOBKATA.
[Ipenu ynoTtpeba octaBere nucankata 30 MHHYTH Ha CTaliHa TEMIIEpaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
AKO ce chXpaHsBa MpU CTaiiHa TeMIeparypa, TOJACH J0:
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‘ 9. CIHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja ce chxpaHsBa B XJIQJMITHUK.

[a He ce 3ampa3siBa.

CoxpaHsiBaiiTe IpeABAPUTEIHO HATBITHEHATA MIcaIKa B KAPTOHEHATa ONIAKOBKa, 3a Jia Ce MPEATNasu OT
CBETJIMHA.

Mosxe n1a ce chxpaHsiBa IpH cTaiiHa Temieparypa (no 25°C), eqHokpatHo 3a nepuoy 10 30 Jau, HO HE
U Clie]] JaTaTa Ha M3THYaHe Ha IIbPBOHAYAIHUS CPOK Ha FOJIHOCT.

10. CHENUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIIAAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA ITIPUTEXKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/002

13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

Simponi 50 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penu na 3amouyHere a U3MoNI3BaTe Simponi:

Mous1, mpoueTeTe MPUIOKEHATA JIUCTOBKA

He pasknamaiite mpogykra

IIpoBepeTe cpoka Ha TOJHOCT M 3aIUTHATA JETIEHKA

W3uakaiite 30 MUHYTH IPOAYKTHT J1a JOCTUTHE CTaliHa TeMIepaTypa
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A I'PYIIOBA OITAKOBKA, CBJABP/KAIIIA 3 OITAKOBKH
(BKVIFOYUTEJIHO BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 50 mg
WHXKEKIIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITbIIHEHA TTHCAIKA
roJuMyMad

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Enna npensapurenHo HanbiHeHa nucainka ot 0,5 ml ceabppxa 50 mg ronumyma.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

ITomonrau Bemecta: copouton (E420), XUuCTHIUH, XUCTUIUHOB XHIPOXJIOPHI MOHOXHIPAT,
nonucop6ar 80 (E433), Boxa 3a umxekuuu. [Ipenu ynorpeda npoyerere JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WmxekunoHeH pa3TBOp B IPEABAPUTEIHO HAITbIHEHA Mmucaika (Smartlect)
I'pynoBa onakoBka: 3 (3 omakoBku 1o 1) mpeaBapUTEIHO HATBIHEHHU MHUCATKA

| 5. HAYMH HA IPIJIATAHE M MBT(MIIA) HA BBBEXKIAHE

[la He ce pa3kiama.
ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
IToakoxHO MpUIOKEHHNE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7. APYI'U CHEOUAJIHA NPEAYIIPEXKIEHUS, AKO E HEOBXOJIUMO

Kamauero Ha urnara cbappika JaTekc. 3a JOMBJIHUTEIHA HH(POpMAIHs BUXKTE TUCTOBKATA.
[Ipenu ynoTtpeba octaBere nucankata 30 MHHYTH Ha CTaliHa TEMIIEpaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

‘ 8. JATA HA T3TUYAHE HA CPOKA HA TT'OJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja ce chxpaHsBa B XJIQJMITHUK.

Ha He ce 3ampasspa.

CroxpaHsBaiiTe peIBapUTETHO HATbJTHEHATA MHICAlIKa B KAPTOHEHATa OMaKOBKa, 3a 1a Ce MpeAINa3u OT
CBETJIMHA.

10. CHEINUWAJHH NPEAITA3SHUA MEPKU ITPU NU3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/546/002 (3 onakoBKH, BCSIKa ChAbpKalla Mo | mpeABapUTEIHO HATbIHEHA MHCAIKa)

13. MAPTHUIEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A INTPEJABAPUTEJIHO HAITBJIHEHA ITNCAJIKA

1. HUME HA JIEKAPCTBEHUSA NTPOAYKT U II'bT HA BBBEXK/JIAHE

Simponi 50 mg HHKEKIHOHEH Pa3TBOP
roJuMyMao
s.C.

2. HAYYH HA ITPNJIAT'AHE

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

0,5 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C IPEJABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 50 mg HHXEKIUOHEH Pa3TBOP B MPEIBAPUTETHO HATBJIHEHA CIIPUHLIOBKA
roauMymab

2.  OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Enna npenBaputenHo HambiHeHa cnpuHIoBKa oT 0,5 ml ceabpka 50 mg roaumymad.

3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

[Homomau BemectBa: copouton (E420), xuctuanH, XUCTUANHOB XUAPOXJIOPUA MOHOXHUIPAT,
nosiucopoar 80 (E433), Bona 3a umkekiuu. [Ipenu ymoTpeda mpoderere JUCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MHxeKuoHeH pa3TBOp B MPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
| mpeaBapUTETHO HAITBITHEHA CIIPUHIIOBKA

‘ 5. HAYYH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJAHE

Ja He ce pa3kiara.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
IToakoxHO MpUIIOKEHUE

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpaHsaBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

Kanauero Ha uriara ChbAbpiKa JIATCKC. 3a JOITbJIHUTCIIHA I/IH(bOpMaI_II/ISI BHJKTC JINCTOBKATA.
Hpe,Z[I/I yHOTpe6a OCTaBCTC CIIPUHIIOBKATA 30 MUHYTH Ha craiiHa TEMIICPATypa U3BBH KAaPpTOHCHATA
OIIaKOBKa.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
AKo ce chXpaHsiBa IpHU CTaliHa TeMInepaTrypa, FoJIeH J0:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[la ce cbxpaHsaBa B XJIQAWIHUK.

[la He ce 3ampa3sBa.

CrxpaHsBaiiTe IpeIBapUTETHO HATbJTHEHATa CIIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a ce
Ipeznasy OT CBETJIMHA.

Moxe na ce cpxpansBa IpH cTaifHa Temnepatypa (1o 25°C), eaHokpaTHo 3a nepuos 10 30 1HHU, HO He
U Clle]] JaTaTa Ha U3THYaHe Ha TbPBOHAYAIHUS CPOK Ha TOTHOCT.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBHPJIISAHE HA HENU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/KATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/003

13. HNAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJ ¢ BKIIIOYECH YHUKAIECH HACHTU(UKATOD
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18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penau na 3amouyHere Ja U3MOJI3BaTe Simponi:

Mous, mpoyeTeTe NPUIOKEHATA TUCTOBKA

He pasknamaiite npoaykra

IIpoBepeTte cpoka Ha TOJHOCT M 3allUTHATA JIETIEHKA

N3uakaiite 30 MUHYTH IPOAYKTHT J1a JOCTUTHE CTAaliHa TEMIIEpaTypa
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C 1 ITIPEABAPUTEJIHO HAITbJIHEHA CITPUHIIOBKA B
MEXKINHHA OITAKOBKA/YACT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 50 mg WHXEKITUOHEH Pa3TBOP B MPEIBAPUTEITHO HAMTBJIHEHA CIIPUHIIOBKA
roJuMyMao

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Enna npensaputenHo HambiiHeHa cripuHIioBka ot 0,5 ml chabpxa 50 mg ronumymad.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

ITomomrau Bemecta: copouton (E420), XuCTHIUH, XUCTUIUHOB XHIPOXJIOPHI MOHOXHIPAT,
nosiucopoar 80 (E433), Bona 3a umkekiuu. [Ipenu ymoTpeda mpoderere JMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MHxeKIuoHeH pa3TBoOp B MPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
1 mpenBapUTETHO HATBITHEHA CITPUHIIOBKA
ToBa e yacT oT rpynoBaTa OMaKoOBKa U HE € MPOoJaBa OTAEIHO.

5. HAUYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

[la He ce pa3kama.
ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
IToakoxHO MpUIOKEHHNE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7. APYI'U CHELOUAJIHUA HNPEAYIPEXIEHUSN, AKO E HEOBXOJINUMO

Kamauero Ha urnara cbappika JaTekc. 3a JOMBJIHUTEIHA HH(POpMAIHs BUXKTE TUCTOBKATA.
[penu ymotpeda ocTaBere cripuHIioBKaTa 30 MUHYTH Ha CTaiiHa TeMIIepaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
AKo ce chXpaHsBa Ha cTaliHa TeMIeparypa, ToJIeH J0:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja ce chxpaHsBa B XJIQJMITHUK.

[a He ce 3ampa3siBa.

ChbxpaHsaBaiiTe MPeIBapUTEIIHO HAIIbJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a J1a Ce
Mpe/ina3y OT CBETINHA.

Mosxe n1a ce chxpaHsiBa IpH cTaiiHa Temieparypa (no 25°C), eqHokpatHo 3a nepuoy 10 30 Jau, HO HE
U Clie]] JaTaTa Ha M3THYaHe Ha IIbPBOHAYAIHUS CPOK Ha FOJIHOCT.

10. CHENUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIIAAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIN OTHHAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/004

13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penu na 3amouyHere a U3MOJI3BaTe Simponi:

Mous1, mpoueTeTe MPUIOKEHATA JIUCTOBKA

He pasknamaiite mpogykra

IIpoBepeTe cpoka Ha TOJHOCT M 3aIUTHATA JETIEHKA

W3uakaiite 30 MUHYTH IPOAYKTHT J1a JOCTUTHE CTaliHa TeMIepaTypa
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA, 3A I'PYIIOBA OITAKOBKA, CbABbP/KAIIIA 3 OITAKOBKHA
(BKVIFOYUTEJIHO BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 50 mg
WHKEKIIMOHEH PAa3TBOP B MPEIBAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA
roJuMyMad

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Enna npensaputenHo HambiiHeHa cripuHIioBka oT 0,5 ml chabpxa 50 mg ronumymad.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

ITomonrau Bemecta: copouton (E420), XUuCTHIUH, XUCTUIUHOB XHIPOXJIOPHI MOHOXHIPAT,
nonucop6ar 80 (E433), Boxa 3a umxekuuu. [Ipenu ynorpeda npoyerere IMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WHxeKmoHeH pa3TBOp B IPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
I'pynoBa onakoBka: 3 (3 omakoBkHu 1O 1) mpeaBapUTEIHO HAIBIHEHN CIIPUHIOBKH

| 5. HAYMH HA IPIJIATAHE M MBT(MIIA) HA BBBEXKIAHE

Ha He ce pasknaia.
[Ipenu ynotpeba rpoyerere JIMCTOBKATA.
IToakoxHO MpUIIOKEHUE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

Kamauero Ha urnara cbappika JaTekc. 3a JOMBJIHUTEIHA HH(POpMAIHs BUXKTE TUCTOBKATA.
[penu ynoTpeda octaBere cripuHIioBKaTa 30 MUHYTH Ha CTaiiHa TeMIIepaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaqUIHHK.

[la He ce 3ampa3sBa.

CrxpaHsBaiiTe IpeIBapUTEITHO HATbJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a ce
Mpeanasy OT CBETINHA.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/546/004 (3 onakoBKH, BCsSIKa ChIBbpIKALIa MO | MpeABapUTENHO HAITbIHEHA CIIPUHIIOBKA)

13. MAPTHUIEH HOMEP

ITapT. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 50 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A ITIPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHUSA NTPOAYKT U II'bT HA BBBEXK/JIAHE

Simponi 50 mg
WHIKCKIINS
roJuMyMad

s.C.

‘ 2. HAYUH HA ITPUJIATAHE

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN

0,5 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C IIPEJABAPUTEJIHO HAII'BJIHEHA ITNCAJIKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Simponi 100 mg MHXEKIXOHEH pa3TBOP B NPEABAPUTEIHO HAITBIHEHA MTHCAIIKA
roauMymab

2. OBSIBABAHE HA AKTUBHOTO BELHIECTBO

Bceska npeasaputenHo HambiIHeHa nucanka oT 1 ml ceabpka 100 mg romumymad.

3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

[Homomxu BemectBa: copouton (E420), xuctuanH, XUCTUANHOB XUAPOXJIOPUI MOHOXHUIPAT,
nosiucopoar 80 (E433), Bona 3a umkekiuu. [Ipenu ymoTpeda mpoderere JUCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MmKeKIMoHeH pa3TBOp B MPEABAPUTEIHO HAITBIHEHA MHcalka (SmartJect)
1 mpenBapUTETHO HAITBbJIHEHA MTUCATTKA

‘ 5. HAYMH HA ITPUJIATAHE U ITBT HA BBBEK/IAHE

Ja He ce pa3kiara.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
IToakoxHO MpUIIOKEHUE

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBbXPAHABA HA MSICTO JAJIEY OT HOT'JIEJA U IOCET'A HA TELTA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

Kanauero Ha uriara ChbAbpiKa JIATCKC. 3a JOITbJIHUTCIIHA I/IH(bOpMaI_II/ISI BHJKTC JINCTOBKATA.
Hpe,Z[I/I yHOTpe6a ocraBeTe nucainkara 30 MUHYTH Ha cTaiHa TEMIICPATypa U3BbH KapTOHCHATA
OIIaKOBKa.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:
AKo ce chXpaHsiBa IpHU CTaliHa TeMInepaTrypa, FoJIeH J0:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[la ce cbxpaHsaBa B XJIQAWIHUK.

[la He ce 3ampa3sBa.

CoxpaHnsBaiiTe IpeABapUTEIHO HAIbJIHEHATA Icajlka B KApTOHEHAaTa OIIaKOBKa, 3a /1a ce IpeAnasu oT
CBETJIMHA.

Moxe na ce cpxpansBa IpH cTaifHa Temnepatypa (1o 25°C), eaHokpaTHo 3a nepuos 10 30 1HHU, HO He
U Clle]] JaTaTa Ha U3THYaHe Ha TbPBOHAYAIHUS CPOK Ha TOTHOCT.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAAHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/KATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/005

13. HNAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(DUKATOD
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18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penu na 3amouyHere a U3MoNI3BaTe Simponi:

Mous1, mpoueTeTe MPUIOKEHATA JIUCTOBKA

He pasknamaiite mpogykra

IIpoBepeTe cpoka Ha TOJHOCT M 3aIUTHATA JETIEHKA

W3uakaiite 30 MUHYTH IPOAYKTHT J1a JOCTUTHE CTaliHa TeMIepaTypa
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C 1 IIPEABAPUTEJIHO HAITBJIHEHA ITNCAJIKA B
MEXKINHHA OITAKOBKA/YACT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 100 mg MHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBIHEHA MUCATTKA
roJuMyMao

2. OBSBSABAHE HA AKTUBHOTO BEIIECTBO

Bcesika npeaBapuTelIHO HalbJIHEHA nucaika oT 1 ml cbaspika 100 mg romumyman.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

ITomomrau Bemecta: copouton (E420), XuCTHIUH, XUCTUIUHOB XHIPOXJIOPHI MOHOXHIPAT,
nosiucopoar 80 (E433), Bona 3a umkekiuu. [Ipenu ymoTpeda mpoderere JMCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJTHA OITAKOBKA

MmKeKIMOHeH pa3TBOP B MPEABAPUTEIHO HAITBIHEHA IHcayika (SmartJect)
1 mpenBapuTETHO HATBITHEHA MTHMCAIKA
ToBa e "acT OT rpyIioBaTa OImakoBKa U He ce MPojaBa OTIEIHO.

‘ 5. HAUYUH HA ITPUJIATAHE U ITbT HA BBBE/KJIAHE

[la He ce pa3kama.
ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
IToakoxHO MpUIOKEHHNE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBbXPAHABA HA MSICTO JAJIEY OT HOTJIEJA U TOCET'A HA TELIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTBHIIHO 34 [CLaA.

7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

Kamauero Ha urnara cbappika JaTekc. 3a JOMBJIHUTEIHA HH(POpMAIHs BUXKTE TUCTOBKATA.
[Ipenu ynoTtpeba octaBere nucankata 30 MHHYTH Ha CTaliHa TEMIIEpaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
AKo ce chXpaHsBa Ha cTaliHa TeMIeparypa, ToJIeH J0:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja ce chxpaHsBa B XJIQJMITHUK.

[a He ce 3ampa3siBa.

CrhxpaHsiBaliTe peABAPUTEIHO HAITBJIHEHATA TTcalKa B KAPTOHEHATa OMAKOBKA, 3a Jia Ce MPEAINasu OT
CBETJIMHA.

Mosxe n1a ce chxpaHsiBa IpH cTaiiHa Temieparypa (no 25°C), eqHokpatHo 3a nepuoy 10 30 Jau, HO HE
U Clie]] JaTaTa Ha M3THYaHe Ha IIbPBOHAYAIHUS CPOK Ha FOJIHOCT.

10. CHENUWAJIHH NPEAITA3SHUA MEPKU ITPU N3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/09/546/006

13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penu na 3amouyHere a U3MOJI3BaTe Simponi:

Mous1, mpoueTeTe MPUIOKEHATA JIUCTOBKA

He pasknamaiite mpogykra

IIpoBepeTe cpoka Ha TOJHOCT M 3aIUTHATA JETIEHKA

W3uakaiite 30 MUHYTH IPOAYKTHT J1a JOCTUTHE CTaliHa TeMIepaTypa
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A I'PYIIOBA OITAKOBKA, CbJABP/KAIIIA 3 OITAKOBKH
(BKVIFOYUTEJIHO BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 100 mg
WHXKEKIIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITbIIHEHA TTHCAIKA
roJuMyMad

2. OBSABSABAHE HA AKTUBHOTO BEINECTBO

Bcesika npeaBapuTelIHO HambJIHEHA mucaika oT 1 ml chabspika 100 mg romumymao.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

ITomomrau BemectBa: copouton (E420), XucTuauH, XUCTUIMHOB XUIPOXJIOPHI MOHOXHIPAT,
nonucop6ar 80 (E433), Boxa 3a umxekuuu. [Ipenu ynorpeda npoyerere IMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WmxekunoHeH pa3TBOp B IPEABAPUTEIHO HAITbIHEHA Mmucaika (Smartlect)
I'pynoBa onakoBka: 3 (3 omakoBku 1o 1) mpeaBapUTEIHO HATBIHEHHU MUCATKA

‘ 5. HAYUH HA ITPUJIATAHE U ITbT HA BBBE/KJIAHE

Ha He ce pasknaia.
[Ipenu ynotpeba rpoyerere JIMCTOBKATA.
IToakoxHO MpUIIOKEHUE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHABA HA MSICTO JAJIEY OT HOTJIEJA U TIOCET'A HA TELIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

Kamauero Ha urnara cbappika JaTekc. 3a JOMBJIHUTEIHA HH(POpMAIHs BUXKTE TUCTOBKATA.
[Ipenu ynoTtpebda octaBere nucankara 30 MHHYTH Ha CcTalfHa TeMIIepaTypa W3BbH KapTOHEHATa
OIIaKOBKaA.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja ce chxpaHsBa B XJIQJMITHUK.

Ha He ce 3ampasspa.

CpxpaHsBaiiTe peIBapUTETHO HATbJTHEHATA MICAIKa B KApTOHEHATa OMaKOBKa, 3a J1a Ce MpeAINa3u OT
CBETJIMHA.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/006 (3 onakoBKH, BCsIKa ChABbpKalIa Mo | mpeABapUTEIHO HATbJIHEHA MHCAIIKa)

13. MAPTHUIEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN

201



MUHHUMYM JAHHU, KOUTO TPABBA JJA CBABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A ITPEJABAPUTEJHO HAITBJIHEHA ITNCAJIKA

1. HUME HA JIEKAPCTBEHUSA NTPOAYKT U II'bT HA BBBEXK/JIAHE

Simponi 100 mg MHXEKIHOHEH pa3TBOP
roJuMyMao
s.C.

2. HAYYH HA ITPNJIAT'AHE

ITpenn ynorpeba mpoyereTe JINCTOBKATA.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

1 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C IPEJABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 100 mg MHXEKIHOHEH pa3TBOP B MPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA
roauMymab

2. OBSIBABAHE HA AKTUBHOTO BELHIECTBO

Bceska npeasaputenHo HambiIHEHa cipuHIoBKa oT 1 ml ceabpska 100 mg romumymao.

3. CIIMCBK HA ITIOMOIIHUTE BEHIECTBA

[Homomau BemectBa: copouton (E420), xuctuanH, XUCTUANHOB XUAPOXJIOPUA MOHOXHUIPAT,
nosiucopoar 80 (E433), Bona 3a umkekiuu. [Ipenu ymoTpeda mpoderere JUCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MHxeKImoHeH pa3TBOp B MPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
| mpeaBapUTETHO HAITBITHEHA CIIPUHIIOBKA

‘ 5. HAYMH HA ITPUJIATAHE U ITBT HA BBBEK/IAHE

Ja He ce pa3kiara.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
IToakoxHO MpUIIOKEHUE

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEY OT HOTJIEJA B TOCET'A HA TELIA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

Kanauero Ha uriara ChbAbpiKa JIATCKC. 3a JOITbJIHUTCIIHA I/IH(bOpMaI_II/ISI BHJKTC JINCTOBKATA.
Hpe,Z[I/I yHOTpe6a OCTaBCTC CIIPUHIIOBKATA 30 MUHYTH Ha craiiHa TEMIICPATypa U3BBbH KAPpTOHCHATA
OIIaKOBKa.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
AKoO ce chXpaHsBa Ha cTaifHa TeMIlepaTypa, TOJICH J0:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[la ce cbxpaHsaBa B XJIQAWIHUK.

[la He ce 3ampa3sBa.

CrxpaHsBaiiTe IpeIBapUTEITHO HATbJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a ce
Ipeznasy OT CBETJIMHA.

Moxe na ce cpxpansBa IpH cTaifHa Temnepatypa (1o 25°C), eaHokpaTHo 3a nepuos 10 30 1HHU, HO He
U Clle]] JaTaTa Ha U3THYaHe Ha ITbPBOHAYAIHUS CPOK Ha TOTHOCT.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAAHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/KATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/007

13. HNAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(DUKATOD
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18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penu na 3amouHere 1a U3MONI3BaTe Simponi:

Mous1, mpoueTeTe MPUIOKEHATA JIUCTOBKA

He pasknamaiite mpogykra

IIpoBepeTe cpoka Ha TOJHOCT M 3aIUTHATA JETIEHKA

W3uakaiite 30 MUHYTH IPOAYKTHT J1a JOCTUTHE CTaliHa TeMIepaTypa
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JAHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA C 1 IPEABAPUTEJIHO HAITbJIHEHA CITPUHIIOBKA B
MEXKINHHA OITAKOBKA/YACT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 100 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HATBIHECHA CITPUHIIOBKA
roJuMyMao

2. OBABSABAHE HA AKTUBHOTO BEIIECTBO

Bcesika npeaBapuTenHo HambIHEHa cpuHIoBKa OT 1 ml cpabpka 100 mg romumyman.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

ITomomrau Bemecta: copouton (E420), XuCTHIUH, XUCTUIUHOB XHIPOXJIOPHI MOHOXHIPAT,
nosiucopoar 80 (E433), Bona 3a umkekiuu. [Ipenu ymoTpeda mpoderere JMCTOBKATA.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJTHA OITAKOBKA

MHxeKIuoHeH pa3TBoOp B MPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
1 mpenBapUTETHO HATBITHEHA CITPUHIIOBKA
ToBa e yacT oT rpynoBaTa OMaKoOBKa U HE € MPOJaBa OTACIHO.

‘ 5. HAYUH HA ITPUJIATAHE U ITbT HA BBBE/KJIAHE

[la He ce pa3kama.
ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
IToakoxHO MpUIOKEHHNE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBbXPAHABA HA MSICTO JAJIEY OT HOTJIEJA U TOCET'A HA TELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

Kamauero Ha urnara cbappika JaTekc. 3a JOMBJIHUTEIHA HH(POpMAIHs BUXKTE TUCTOBKATA.
[penu ymotpeda octaBere cripuHIioBKaTa 30 MUHYTH Ha CTaiiHa TeMIepaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
AKo ce chXpaHsBa Ha cTaliHa TeMIeparypa, ToJIeH J0:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

Ja ce chxpaHsBa B XJIQJMITHUK.

[a He ce 3ampa3siBa.

ChxpaHsaBaiTe NMPeABAPUTEIIHO HAITbJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 3a J1a Ce
Mpe/nasy OT CBETINHA.

Mosxe n1a ce chxpaHsiBa IpH cTaiiHa Temieparypa (no 25°C), eqHokpatHo 3a nepuoy 10 30 Jau, HO HE
U Clie]] JaTaTa Ha M3THYaHe Ha IIbPBOHAYAIHUS CPOK Ha FOJIHOCT.

10. CHEINUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBHPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/008

13. NAPTHUIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

B KAPTOHEHATA OITAKOBKA

[penu na 3amouyHere a U3MOJI3BaTe Simponi:

Mous1, mpoueTeTe MPUIOKEHATA JIUCTOBKA

He pasknamaiite mpogykra

IIpoBepeTe cpoka Ha TOHOCT M 3aIUTHATA JETIEHKA

W3uakaiite 30 MUHYTH IPOAYKTHT J1a JOCTUTHE CTaliHa TeMIepaTypa
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA, 3A I'PYIIOBA OITAKOBKA, CbABP/KAIIIA 3 OITAKOBKHA
(BKVIFOYUTEJIHO BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Simponi 100 mg
WHKEKIIMOHEH PAa3TBOP B MPEIBAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA
roJuMyMad

2. OBSABSABAHE HA AKTUBHOTO BEINECTBO

Bcesika npeaBapuTennHo HambIHEHa cpuHIoBKa OoT 1 ml chabpka 100 mg romumyman.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

ITomonrau Bemecta: copouton (E420), XUCTHIUH, XUCTUIUHOB XHIPOXJIOPHI MOHOXHIPAT,
nonucop6ar 80 (E433), Boxa 3a umxekuuu. [Ipenu ynorpeda npoyerere IMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WHxeKmoHeH pa3TBOp B IPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
I'pynoBa nakoBka: 3 (3 omakoBKH 1o 1) IpeABapUTENHO HAITBIHEHH CIPUHIIOBKU

‘ 5. HAYUH HA ITPUJIATAHE U ITbT HA BBBE/KJIAHE

Ha He ce pasknaia.
[Ipenu ynotpeba rpoyerere JIMCTOBKATA.
IToakoxHO MpUIIOKEHUE

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEY OT HOTJIEJA U TOCET'A HA TELIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a [ICLA.

7. APYI'U CHEHOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJINMO

Kamauero Ha urnara cbappika JaTekc. 3a JOMBJIHUTEIHA HH(POpMAIHs BUXKTE TUCTOBKATA.
[penu ynoTtpebda octaere cripuHIioBKaTa 30 MUHYTH Ha CTaliHa TeMIIepaTypa U3BbH KapTOHEHATa
OIIaKOBKaA.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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‘ 9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaqUIHHK.

[la He ce 3ampa3sBa.

CrpxpaHsBaiiTe IpeIBApUTETHO HAITbJIHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 3a J1a ce
Mpeanasy OT CBETINHA.

10. CHEINUWAJHH NPEAITASHU MEPKU ITPU NU3XBBPJIISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/546/008 (3 onakoBKH, BCsIKa ChIbpKaLIa MO | MpeABapUTENHO HAITbIHEHA CIIPUHIIOBKA)

13. MAPTHUIEH HOMEP

ITapT. Ne

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Simponi 100 mg

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A ITIPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

1. HUME HA JIEKAPCTBEHUSA NTPOAYKT U II'bT HA BBBEXK/JIAHE

Simponi 100 mg
WHIKCKIINS
roJuMyMad

s.C.

‘ 2. HAYUH HA ITPUJIATAHE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN

1 ml

| 6. JIPYTO
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Simponi kapTa Ha nmanueHTa

Ta3u kapTa ChIbpKa BayKHA HHPOPMAIH 32 0€30I1aCHOCT, KOsTO TpsiOBa 1a Bu e u3BectHa npenu
3aroyBaHe Ha JICUCHHE U 10 BpeMe Ha JICYEHUETO Che Simponi.

ITokaxere Ta3m kapTa Ha BCEKH JIEKap, KOMNTO yyacTBa BB BameTo sieuenue.
1. HNudexnnn

ITo BpeMe Ha JICUEHUETO ChC SIMponi MOXKE Aa CTE MO-ITOJAATIMBY KbM Pa3BUTHE HA HH(PEKIUH.
WHpekuuuTe MOXKE J1a Ce Pa3BUAT MO-0BP30 U Jia ca Mo-TeKKU. OCBEH TOBA HAKOHM CTapy MH(EKIIUU
MOJKE J1a C€ ITOSABSAT OTHOBO.

1.1.  Ilpedu newenuemo cwvc Simponi
VYBenomere Bamus nekap, ako umate nndeknus. He TpsOBa na ce jiekyBare cbe Simponi, ako
umare Tyoepkynosa (TB) nnm kakBaTo U Ja € Apyra Te:Kka HH(EKIHsL.

. Tps6Ba na 6paeTe U3cneaBanu 3a TB. MHOTO € BakKHO Ja yBeIoMuTe Barmms iekap, ako HIKora
cte OonexyBanu oT TB mnm cte Onnm B O1n3bk KOHTAKT ¢ OoneH oT TB. [Tomonere Bamms
JICKap Ja 3arMiliec BUIa U 1aTaTa Ha TOCIeIHUS Bu CKpUHUHT 3a TyOepKyJjI03a Mo-10y:

WN3cnenBane WN3cnenBane
Hata Hata
Pesynrar Pesynrar
. YBenomere Bamus nekap, ako 3HaeTe WIM CE CbMHABATE, Y€ CT€ HOCUTEIN HA BUPYyCa Ha
xemaTut B.

1.2.  Ilo epeme na newenuemo cvc Simponi u cieo mosa
HezabaBHo moThpceTe MeIUITMHCKA TIOMOIIT, aKO Pa3BHETE CUMIITOMHU HAa WH(EKIUSI — KaTo
MOBHILIEHA TEMIIEPaTypa, yMopa, Kanuiuia (yrnopuTa), 3a1yX, TPUIION0A00HN CUMIITOMH, 3ary0a
HAa TETJIO, HOIIHU M3MOTSBaHUs, TUapHs, KOXKHU PaHU, MPOOJIEMHU ChC 360UTE WK TTApEeHE TpU
YpUHUPAHE.

2. BpemMeHHOCT M BaAKCHHALMA

B cnyuaii ye cre noiy4aBanu Simponi J0KaTo cTe Ouiia OpeMeHHa € BaXKHO Ja HHGOpMHUpaTe JIeKaps
Ha Bamero 6ebe 3a ToBa, Ipen 1a My ce TIPUIIOKHU KaKBaTo U Jia € BakcuHanus. Bamero 6ebe He
Tpsi0Ba 1a ObJie BAKCHHUPAHO C ,,kMBa BakcuHa™“ kato BLIDK (n3nomn3BaHa 3a npenoTBparsBaHe Ha
TyOepKyJi03a) B paMKHUTE Ha 6 Mecela cief nocieaHara Bu umkekius Simponi 1o BpeMe Ha
OpeMEeHHOCT.

3. JlaTu Ha MpuyIOKeHMeTo Ha Simponi

IIspBO npunoxeHue:

IlocnenBaiy NpUIIOKEHUS:

Baxxxo ¢ Bue u BammsaT nexap ia 3anucBaTe ThproBCKOTO UME U MAPTUHUS HOMep Ha Barieto
JIEKapCTBO.

4. JApyra undopmanus:

Hme Ha nanueHra:
Nwme Ha nekapsi:
TenedoH Ha Jekaps:

® Mons YBEPETE CE€, UC IMPU BCAKO MOCCHICHUEC MTPU MEIUITUHCKH CIICTHUAIUCT HOCUTE II'BJICH
CITMCBK Ha BCUYKH JICKAPCTBA, KOUTO U3MIOJI3BATC.
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Hocere Ta3u kapra B ceOe cu B IPOAB/DKCHUE Ha 6 Mecella clie TOCIeaHaTa 103a Simponi, Thi
KaTO HEeXKENIaHW PEaKIMH MOTaT Jia Ce MOSIBIIT ABJITO BpeMe cle] MocleaHaTa 103a Simponi.

Hpem/l Ja 3allO4YHETC Oa M3I10JI3BaTe Simponi, OpoYCTCTC BHUMATCIIHO JIMCTOBKATA.
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b. IUCTOBKA
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JIncroBka: nuH(popManus 3a NOTpedUTENA

Simponi 45 mg/0,45 ml nHkeKIMOHEH Pa3TBOP B NMPeIBAPUTEHO HANNbJIHEHA MUCATKA
3a mainueHTH B AeTcka Bb3pacT mox 40 kg
ronumymab (golimumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JMCTOBKA, NPeIH 1a 3al0YHETe 1a NPUJjiaraTe ToBa JeKapcTBo,

ThH KaTO TS ChABbPKA BaxkHa 32 Bac nndopmanust.

- 3anaszere Ta3u JUCTOBKA. MoOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMare HAKAaKBH JOMBIHUTEIIHA BBIPOCH, TonuTaiTe Bamus iekap, GpapmareBt niu
MEIUITMHCKA CecTpa.

- ToBa nekapcTBO € npennucano 1uyHo Ha Bac. He ro mpeorcrhnBaiite Ha apyru xopa. To moxe
Jla UM HaBpeJIY, HE3aBUCHMO Y€ IPU3HAILIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIIUTE KaTo Baiure.

- AKO TIOJIyYHTe HAKAKBH HEXEJIaHU peakilny, yBeaoMeTe Bamus iekap, GpapmaieBt nim
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA U BCUUKHU Bb3MOXKHU HEXKEIaHU PEaKIMK, HEOUCAaHU B
Ta3u JUCTOBKA. BikTe Touka 4.

Bammusar nekap me Bu nage u kapra Ha nanueHTa, KOSTO ChIbpiKa BaykHa HH(POPMAaLUS 3a
0e30macHOCT, ¢ KOSITO TPsIOBa J1a ce 3all03HAeTe, MPEIH J1a 3al0YHeTe JICUCHUE U 110 BpeMe Ha
JICYSHUETO ChC Simponi.

KakBo cbabpika Ta3u JIHCTOBKA

KakBo npencrasisBa Simponi 1 32 KaKBO c€ H3MOJI3Ba
Kakgo Tpsi0Ba 1a 3HaeTe npeu Ja u3noj3Bare Simponi
Kak na nznonzsate Simponi

BB3MOXHU HEKENTaHN PEaKIUH

Kak na cpxpansiBate Simponi

ChIrbprkaHue Ha OTIAKOBKATA U OMBJIHUTEIHA HH(POpMAIIUs

SR

1. Kakgo npeacraBiasa Simponi 4 3a KaKBo ce H3M0J13Ba
Simponi cbIbpKa aKTUBHOTO BELIECTBO, HAPEUEHO TOIUMyMa0.

Simponi npuHAIIEKHN KbM IpyIa JIeKapcTBa, HapedueHu ,,nuaxuouropu Ha TNF”. To ce uznonssa npu
Jela Ha Bb3pacT 2 TOAMHH U MO-TOJIEMH 3a JICYCHNE Ha OIHAPTUKYIapeH IOBEHWICH HANONaTHYeH
apTPUT U NPH Aena Ha Bb3PacT 2 TOJUHHU U MO-TOJIEeMH ¢ Teryio Hax 15 kg 3a neueHne Ha neanaTpuueH
YJILIEPO3€eH KOJIHT.

Simponi 6510kHupa AeCTBUETO HA MPOTEHH, HApEUYEH ,,TyMop-HekpoTusupanl dhakrop anda” (TNFa).
To3u poTenH yyacTBa BbB BB3MAINTEIHATE MPOIECH U OJIOKUPAHETO My MOJKE JIa OTPaHUIH
BB3MAJIEHUETO B Opranu3ma Bu.

MommapTuxkyjJapeH IOBeHNIEH WINONATHYEH APTPUT

[TonuapTukynapeH FOBEHUICH HINOMATHYCH apTPUT € Bh3MAIUTEIHO 3a00JIIBaHe, KOSTO MPUYHHABA
cTaBHa 0OJIKA U TOyBaHe MpH Jena. AKO UMaTe MOJIMAPTUKYJIapeH FOBSHIIICH HINOTIaTUICH apTPUT,
IBPBO 1ie By ObAaT MpHUIIOKEHH IPYTH JeKapcTBa. AKO HE Ce MOBIIUABATE TOCTATHYHO OT TE3H
JIeKapcTBa, e Bu Ob1e npuiioskeH Simponi, B KOMOUHAIIMS ¢ METOTPEKCAT 3a JICUCHHE Ha
3a00JISIBAHETO.

IeguaTpuyeH yianepo3eH KOJUT

VYIIIIepo3HUST KOTUT € BB3MAIUTEIHO 3a00sBaHe Ha yepBaTa. AKO CTpajare OT yIIepO3eH KOJIUT,
mbpBoO 1Ie Bu Ob1aT npeanucanu ApyrH JeKapcTBa. AKO HE ce MOBIUABATE TOCTAThYHO OT TE3U
JeKapcTBa, e Bu 6bae npuioxen Simponi 3a ieueHue Ha 3a00JsIBaHETO.
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2. Kakgo TpsiOBa 1a 3HaeTe nmpean aa u3noJsBare Simponi

He usnonzsaiite Simponi

o AKO cTe aJepru4Hu (CBPbXUYBCTBUTEIHN) KbM TOMMYyMal MM KbM HSIKOSL OT OCTaHAJIUTE
ChCTAaBKH Ha TOBa JICKapCTBO (M30pOCHH B TOUKA 6).

o Axo nmate Tyoepkynosa (Th) unu npyra texxka uHQeKnus.

o AKO UMaTe yMEPEHO TEeKKa MU TeXKa ChpAeYHa HEJIOCTATHYHOCT.

AKO He CTe CHT'YPHH JIalK HIKOE OT M30pOeHUTE ce OTHacs 3a Bac, roBopete ¢ Baius nekap,
(hapmalleBT WM MEAMIIMHCKA CECTpa MPEAH Ja 3al0YHeTe 1a U3IoJ3Bare Simponi.

Ipexynpe:xaeHnss u npeanasHu MepKU
I'oBopere ¢ Bammus siekap, papmalieBT Wi MEIUIIMHCKA CECTPa, MPEIN Ja U3MOoI3BaTe Simponi.

Undekumn

YBenomere HezabaBHO Bamus ekap, ako Bede UMare Wik pa3BHeTe CHMITOMH Ha HHQEKIHS 110

BpEMe Ha JICYCHHETO chC Simponi. CHMITOMUTE Ha MHEKIHS BKIFOUBAT TOBHUIIICHA TEMIIEpaTypa,

KalllINLa, 3a1yX, [PUIONOJ00HN CUMIITOMH, UapHs, KOXKHH PaHH, TPOOJIEMHU ChC 3bOUTE MU NapeHe

IIPH ypUHUPAHE.

. [To Bpeme Ha 1e4eHHETO ChC Simponi MOXKE Aa CT€ NO-TIOAATIMBY KbM pa3BUTHE Ha HHPEKIHH.

. Undexnunrte Moxe 1a ce pa3BUAT MO-ObP30 U Ja ca mo-TeXkU. OCBEH TOBa HAKOH CTapu
UHQEKIINN MOXKE JIa CE TIOSIBAT OTHOBO.

Tybepxynosa (Th)

HezabaBHo yBenomete Bamus nekap, ako o BpeMe Ha JISYeHHETO WM CIIe]] HETO pa3BUeTe

cumnromu Ha Th. Cumnromure Ha Th BKIIOYBAT yropuTa Kalniuia, 3aryda Ha Terjio, ymopa,

MOBHILIEHA TEMIIEPATYpa WM HOIIHH U3MOTIABAHHUS.

. Psanxo ca noknanBanu cinydau Ha Th npu nauuenTty, 1eKyBaHu cbc Simponi,
BKJIFOUMTEJIHO NPY NALUEHTH, KOUTO Cca pueMau Jiekapersa 3a Th. Bamusar nekap e
Bu HazHaum u3cneaBanus, 3a Aa MpoBepu Janu umare Th, kaTo 11e 3anuiie pe3yaTaTure
OT TAX BbB Bamara kapTa Ha nanueHTa.

o MHoro e BaXHO Ja yBeoMuTe Bamms siekap, ako Hskora cte 6onenysanu ot Th nnu cre
Ouy B OTM3BK KOHTAKT ¢ 0oJieH uiu Oonexysain oT Th.

o Axko Bammst nekap npeneHH, e cTe U3JI0’KeHH Ha MOBUIIEH PUCK OT pa3BuThe Ha Th,
Ipenu Ja 3alovHeTe Jla 3Mon3Bate Simponi, Moxe 1a ObJeTe JEKyBaHHU ¢ JIEKapCTBa 3a
Tb.

Bupyc na xenamum B

° YBenomere Bamms nekap, ako cTe HOCUTENH Ha BUpyca Ha XemaTtuT B miu ako numare,
WIY CTE MMaJIM XeNaTuT B, mpeu 1a 3anovynere JieueHne cbe Simponi.

. YBenomere Baius jekap, ako cMATaTe, Y€ CTE 3aCTpallleHU OT 3apa3siBaHe ¢ BUpyca Ha
xematut B.

° Bamusr nekap me Bu u3cnensa 3a xenatur B.

. [Ipu manmeHTH, KOUTO Ca HOCHTEJM HA BUpYyCa Ha XEMaTUT B, iedyeHneTo ¢ MHXUOUTOpH

Ha TNF, xato Simponi, Moke 1a 0BeJIC 10 PeaKTHBALMS Ha BUPYCa, KOSATO B HAKOH
ClTy4an MOKe J1a ObJIe )KUBOTO3acTpalllaBalla.

HUnsasuenu evouunu ungexyuu

AKO CT€ KUBEJIM WM IBTYBAJIX B 00J1aCTH, KbJIETO HH(PEKIIUU KaTO XUCTOIIa3M03a,
KOKLMIMOUZAOMHKO3a HIIM OJTaCTOMHUKO3a ca YeCTO Cpellany, He3abaBHO yBegoMeTe Bammms
nexap. Te3u nHpEKMH ce MPUIHUHSABAT OT ONIPEICICHHA BU0BE 'bOMYKY U MOTaT J]a 3aCerHaT
OenuTe IPoOOBE WK APYyra 4acT Ha TAIOTO. AKO HE 3HASTE AU Te3U MH(EKIMK Ca YeCTH B
o0jacTTa, B KOATO CTe )KUBETH WU MBTYBaJK, MONuUTaiTe Bamus nexap.

217



Pak u numdom

[Ipenu na 3amouyHere fa U3Moy3Bare Simponi, yBegomere Bammst nekap, ako cTe UMalii 1uarHosa Ha
miMdom (BUA pak Ha KPHBTA) UIIH JAPYT BHJ paK.

. Axko n3non3Bare Simponi uinu apyr uaxuoOuTop Ha TNF, pucksT na passuere mumdpom uin
JIpYT BUJ paKk MO>KE J1a C€ MOBUIIIH.

o [NanuenTHTe C TEXBK PEBMATOHJICH aPTPUT WITH JPYTo BH3MAIUTEIHO 3200JsIBaHe C ToJsIMa
JABHOCT MOXeE J]a Ca C MO-BHCOK OT CPEIHHS PUCK 33 pa3BUTHE Ha TUMQOM.

. [Ipu Haxou aena U roHOIIH, JJeKyBanu ¢ TNF-00kepu ca ce pa3BHIIM paKOBU 3200 IsIBaHMS,
BKJIFOUUTEITHO HETUIMMMYHY BUJIOBE paK, KOMUTO B HAKOU CIIy4au ca JOBEIHU 10 CMBPT.

o B penxu cnyvau npu nanuenty, npuemanu apyra TNF-6mokepn, e HabmoaaBaH ocoOeH U

TEXBK THIT TUMQOM, HapedeH xenaronueHaneH T-kinerpueH auMpom. [Toedero ot Te3n
NalKUeHTH ca OMIIU IOHOIIY WM MIIaZy MbKe. To3u Tl pak OOMKHOBEHO BOAM A0 CMBPT.
IlouTn BCHMYKM OT T€3M MAIMEHTH Ca IPHUEMAIIH CBILO JIEKAPCTBA, U3BECTHU KaTO a3aTHONIPHH
wim 6-mepkanromnyput. Mapopmupaiite Bamms nekap, ako npuemMare a3aTHONPHUH HITH
6-MepKanToOMypHH €THOBPEMEHHO ChC Simponi.

o [MannenTture ¢ TeXKa NepCUCTUpAILA aCTMA, XPOHUYHA 0OCTPYKTHBHA OenopobHa 6oect
(XOBDB) mnu TexXKUTE MyIlauyd MOXKeE Ja ca ¢ T0-BUCOK PHCK OT Pa3BUTHE HA paK MpH JICUCHHUE
cbe Simponi. Ako umare Texka nepcucrupania acrma, XObb nim nymme MHoro, TpsibBa na
obchaute ¢ Bamms nekap namu neuennero ¢ naxuourop Ha TNF e momxomsimo 3a Bac.

o Hsaxou nanmenTy, 1eKyBaHH ¢ TonUMyMa0, ca pa3BUIM ONpeesieH! BUIOBE pak Ha KoXKaTa.
Kaxxere Ha Bamms nekap, ako 1o BpeMe WIN CJIe]] TepanuaTa ce MOsABAT HIKaKBH IPOMEHU BHB
BUJIa Ha KOXKaTa WK 00pa3yBaHuUs 110 KOXara.

CeprieyHa HEAOCTATEYHOCT

He3zabaBHo yBenomete Bamms nekap, ako uMare HOBH WM HPOTrPECUPAIIN CHMITOMH Ha ChpAeYHa

HeAOCTaThYHOCT. CUMIITOMHTE Ha ChpJIeYHa HEJOCTATHYHOCT BKIIIOUBAT 33yX WUJIH MOJyBaHE Ha

Kpakara.

o Joknansanu ca chOOIEHHUS 32 pa3BUTHE Ha HOBA WITU BIIONIIABAHE HA CHIIECTBYBAIlA 3aCTOHHA
Chbp/ICYHA HEJOCTATHYHOCT MpH JeueHue ¢ naxubutopu Ha TNF, BkimrounTenHo Simponi.
Hsxou ot narnpeHTHTE Ca MOYHHAIH.

o AKO MMarTe JIeKa ChpIeYHa HEJOCTaThUHOCT U CTE Ha JIeUeHHEe cbe Simponi, Bammst nekap
TpsiOBa na Bu npocnenssa BHUMATENHO.

3abossiBaHUs Ha HEpBHATA CHCTEMa

Heza6asHo yBemomete Bammmst mekap, ako HiIkora Bu e mocTaBsHa quartosa Ha JEMUCTHHH3UPAIIIO
3a00JsIBaHE KaTO MHOKECTBEHA CKJIEpO3a WM pa3BHUETe CUMIITOMHU Ha TakoBa. CUMITOMHUTE MOTaT J1a
BKJIIOUBAT IPOMEHH B 3pCHUETO, CIa0OCT B PBLETE U KpaKaTa, U3TPhIIBAHE WK MpaBy4YKaHE B KOSTO U
Jla € 9acT OT TsUI0TO. BammsaT nekap e pemu nanu Tpsosa ga Bu ce npunara Simponi.

Onepanyy Uik CTOMaTOJIOTUYHH IPOLEYPH

o YBenomere Bamms nekap, ako Bu npeacron onepanus Wiy cCTOMaToJIOTHYHa TPOLEaypa.

o YBemomere Xupypra Ui CTOMaTONIOra, U3BbPILIBAIL IIPOLIEAYpaTa, Y€ CTE Ha JICUCHUE ChC
Simponi, kaTo UM Nokaxxere BaimaTta kapra Ha manueHTa.

ABTOVMMYHHH 3a00JsIBaHUS

YBenomere Bamms nekap, ako pasBueTe CHUMITOMH Ha 3a00JsBaHe, HapeyeHo Jymyc. CUMITOMUTE
BKIIIOYBAT YIIOPHUT OOPUB, OOJIKU B CTABHUTE H yMOPA.

. Wma penku ciiyyan Ha pa3BUTHE Ha JIYITYC IIPH X0pa, JeKyBaHu ¢ nHxuOuTopu Ha TNF.

3abossBaHUs Ha KPbBTa

HpI/I HAKOU IMAIMEHTU OPraHU3MBT HC € B CHbCTOSAHHUE Jia IIPOMU3BEIKAAa JOCTAThYHO KPBBHU KIICTKH,
KOHTO J]a My IoMarar Jia ce 0opu ¢ HHQEKIMUTE U JIa CIUpaT KbpBeHeTo. CBbpkKeTe ce He3abaBHO C
Bamms nekap, ako pa3BueTe BUCOKa TEMIIEpaTypa, KOsITO He OTMHHABA, JIecHO Bu ce mosBsBaT
KpBBOHACSIAHUS WM KbPBUTE, WIHM M3TIICKIATe MHOTO OJieiu. Barmmms iekap MOKe J1a pery Ja crpe
JIEYCHHUETO.
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AKO He CTe CUT'YPHH JIalli HIKOE OT M30pOeHUTE MO-Tope ChCTOSHUS ce oTHAcs 3a Bac, roBoperte ¢
Bamms nekap nnm ¢apmanesT, Ipeay Ja 3aloyHeTe 1a U3IoI3Bare Simponi.

Bakcunanuu

YBepomere Bamms nekap, ako Hackopo Bu e npaBeHa nnu npeactou 1a Bu 6b1e HanpaBeHa BaKCHHA.

o Jokato cre Ha JiedeHne chec Simponi, He TpsOBa 1a Bu ce mpasst onpeneneHu (3kWBU) BAKCUHH.

° Hsxou BakcHHAIIMKM MOTAT J1a IPEIU3BUKAT HHPESKIIMH. AKO CTE MOJydaBaid Simponi, J0KaTo
cte Ouna OpemenHa, Bamero 6e6e Moske J1a € C MOBHILEH PUCK OT pa3BUTHE Ha TaKaBa
WHQEKIUS B MPObIKEHHE Ha MPUOIU3UTEIHO 6 Mecella Clie/l oCieJHaTa J103a, KOSTO CTe
NOJIYYMJIM TI0 BpeMe Ha OpeMeHHocTTa. BaxkHo e na nnpopmupare nexaps Ha Bamero 6e6e u
JpyTd MEIULMHCKH CHEIHUANNCTH 332 CBOETO JICUEHHE ChC Simponi, 3a 1a MOrat Te J1a periat
kora Bameto 6e0e Moxe a Objie BAKCHHUPAHO.

T'oBopere ¢ nexapst Ha geTeTo Bu OTHOCHO BaKCHHAIMHTE Ha JIeTeTo. Bcuuku BakcHHU TpsOBa a
ObJIaT MMOCTABEHHU I10 CXEMa IPE/IH JIa CE MPHIIOKU Simponi, ako € Bb3MOKHO.

TepaneBTHYHU HHPEKIIMO3HU areHTH

VYBenomere Bammnsg nekap, ako Hackopo ca Bu npunoxunn wim Bu npeacrou na Bu npunoxar
JIeUCHHE C TepaneBTU4YeH MH(ekIno3eH areHT (karo nHctuianus Ha BCG, usnon3saHa mpu JiedeHnue
Ha paK).

AJIeprugyHy peakimu

Kaxere na Bamus nexap BegHara, ako pa3BUETE CAMITOMH Ha aJepTrUYHA PEAKIUs e JICICHUETO
Bu cse Simponi. CuMnToMuTe Ha alepruvHa peakius MOXKe Ja BKIIFOYBAT IMOAyBaHe Ha JTHUIIETO,
YCTHUTE, yCTaTa WX I'bPJIOTO, KOETO MOKE Jla TOBEJIE 10 3aTPyAHEHUE TIPH MPETIIBIAHE WK AUIIAHE,
KOXCH 00pHB, YPTUKAPHS, TOyBaHE HA AJIAaHUTE, XOAWIaTa UK IVIC3CHUTE.

L] Hsxou ot Te3n pCaKkmrun MOXE J1a Ca CEPUO3HU UK PAAKO - ) KUBOTO3acCTpaliaBaliu.
] Hsxou oT Te3u peakiinu ca ce MOSBUIM CJIe IbPBOTO MPUIIOKESHHE Ha Simponi.
Jlema

He ce npenoppuBa ymorpedara Ha Simponi Ipu Jelia Ha Bb3pacT Mo 2 TOAWHH C MOJIMAPTHKYIapeH
IOBCHWJICH UAMONATHYEH apTPUT WK TIeIUATPUUCH yIEPO3eH KOIUT, Thil KaTo HE € TPOYyYBaH MPH
TE3W TPYIH MAICHTH.

Jpyru nexapctBa u Simponi

. Wudopmupaiite Bamwist gekap uinu papManeBT, ako U3MOI3BaTe, HACKOPO CTE U3MOI3BAIN HITH
€ Bb3MOXKHO [1a U3II0JI3BaTe APYTH JIEKAPCTBA, BKIIOUUTEIIHO BCUYKH JPYTH JIEKAPCTBA 32
JIeYCHHE HA MONMAPTUKYJIAPEH FOBEHWICH UIUONATHYEH apTPUT.

o He tpsi0Ba na u3non3sare Simponi ¢ IeKapcTBa, ChAbPKAILN aKTUBHUTE ChCTABKH aHAKUHPA
w1 abatauent. Te3u iekapcTBa ce U3I0I3BAT 3a JICUeHHE Ha PeBMaTUUHU 3200 sIBaHU.

o YBenomere Bammst nekap unu hapManeBT, ako IpUeMate JpyrH JIeKapcTBa, KOUTO BIHSAT
BBPXY HIMyHHATa CHCTEMA.

. He tpsi6Ba na momyuaBare ornpeseneHu (;KUBH) BAKCHHH, JIOKATO U3ION3BaTe Simponi.

AKO He cTe CUI'YpHU JIalll HAKOEe OT U30pOCHUTE 10-TOpe ChCTOSHUS ce OTHacs 3a Bac, rosopere ¢
Bamms nekap nim ¢apMmanesT, Ipeay a 3aovyHeTe Aa U3Moi3Bare Simponi.

BpeMenHocT U KbpMeHe

[penu na nznon3sate Simponi, yBegomeTe Bamms iekap, ako:

o cTe OpeMeHHa WM TUIaHMpare Ja 3adpeMeHeeTe, oKato usnon3sate Simponi. MapopmManmsTa
3a e()eKTHTE Ha TOBA JICKAPCTBO NpU OpeMEHHH KEHH € OrpaHuYeHa. AKO CTE Ha JICUCHUE ChC
Simponi, Tps6Ba 1a n30ArBaTe 320peMeHsIBaHe, KaTO M3II0JI3BATE aJeKBaTHA KOHTpALCTILHS,
JIOKaTo ce JIEKyBaTe U IMoHe 6 Mecella clie]l TIoClieIHATa WHKEKIU Ha Simponi. Simponi TpsiOBa
Jia ce M3II0JI3Ba M0 BpeMe Ha OPEeMEHHOCT CaMO aKo JICYEHUETO € a0COTI0THO HE00X0AUMO 32
Bac.
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. TpsiOBa 1a ca M3MHUHAIIHU MTOHE 6 Mecela OT MOCASAHOTO IPUIIOKEHHUE Ha Simponi npeau aa
3amoyHeTe Aa KbpMHuTe. AKo Bu mpencrou jeyenne cye Simponi, TpsiOBa 1a cripere 1a
KbPMHTE.

o AKo cTe monyyaBaiay Simponi 1o BpemMe Ha OpeMeHHOcTTa, Bamiero 6e6e Moke 11a € ¢ MOBUIICH
pHCcK OT pa3puTue Ha uHpekus. Baxno e na nadopmupare nekaps Ha Bamero 6ede u nqpyrure
MEAMIIMHCKH CICIUAIIUCTH, Y€ Ce JIEKyBaTe ¢hC Simponi, npeau Barmero 0e6e na Obae
BaKCHHHPAHO (3a MoBeue HH(POpMAIUS BIKTE pa3Jielia 32 BAKCHHALIUH).

AKo cTe OpeMeHHa MM KbPMHUTE, CMSTATE, Y€ MOXKe Jja CTe OpeMeHHa WK TUIaHupaTe OpEMEHHOCT,

nochBeTBaiTe ce ¢ Bamms nexap i gapmanieBT mpeau ynorpedaTta Ha TOBa JEKapCTBO.

lodupane u padora ¢ MalIUHU

Simponi noenMsiBa B MaJika CTENeH crocoOHocTTa Bu ja kapare koseno, na modupare u 1a
W3M0JI3BaTe HHCTPYMEHTH WJIM MAIllMHK. BBIIpeku ToBa clie mpuiioskeHre Ha Simponi Moke Jia ce
NOSIBY 3aMaiiBaHe. AKO TOBa Ce CIIy4YH, HE KapaiTe KoJelo, He modupaite 1 He n3noi3Baiire
WHCTPYMEHTH WJIN MaIlluHU.

Simponi cbaABpIKa JaTeKc, COPOUTOJI M IMOJIMCOpOaT

CBpPBXYYBCTBUTEIHOCT KbM JIATEKC

Kamauero na urjara, 4aCT OT IMMPEABAPUTCIIHO HAITbJIHCHATA ITHMCAJIKa, CbAbPiKa JIaTCKC. Twi1 kaTO
JAaTEKChT MOXKE J1a IPEAN3BUKA TEXKKH aJeprHUHU peakiuu, yBenomere Bamus nekap, ako Bue nnu
YOBEKBT, KOMTO ce IprxkH 3a Bac, cTe anepruyHu KbM J1aTekc.

HenonocumocTt kM copbuTon
ToBa nekapcTBo chappika 18, 5 mg copouron (E420) BbB Besika MpeaBapUTEIHO HAITBIHEHA MMUCAIKA.
Bceku 0,05 ml ot tekapcTBoTo chabpkar 2,05 mg copouton (E420).

Hoaucop6bar 80
Tosa nekapctBo cpappka 0,068 mg nommucopdar 80 (E433) BB Besika MpeABAPUTEHO HAITbIHEHA

nucaika. [TonucopbaTuTe Morar jia IPUUWHAT AIEPrUUHN peaknuu. TpsOBa fa kaxere Ha Bamms
JIeKap, ako UMAaTe yCTaHOBEHU aJIEPIUH.

3. Kak na uznoJszBarte Simponi

Bunaru usnonsBaiite ToBa J€KapcTBO TOYHO KakTo Bu e kazan Bammsar nekap wnm gpapmanesBT. AKo
HE CTe CUTYpPHH B Helllo, monuTaiite Bamms nexap wim gpapmaienT.

Koaxo Simponi ce npuiara

[HonuapTukynapeH IOBEHIIEH UIMOMIaTHYEH apTPHUT MIPH Jella Ha Bb3PacT 2 TOAUHU U MO-TOJIEMHU:

o [Heua c tenecHo terno no-umanxko om 40 kg:
[penopbunTennata q03a Simponi 3a gema ¢ TeleCHO Tero no-mManko ot 40 kg 3aBucu ot
TSXHOTO TEIJI0 M BUCOYHMHA. Bammmsr iekap 1e onpeaeny ToyHaTa 703a, KOATO J1a IpHjiarare.
Jlo3ara TpsiOBa j1a ce mpuiIara BeAHBXK MECEYHO, Ha €/1Ha ¥ ChINA JaTa BCEKH MECell.

. Jena ¢ TenecHo Terio Havi-manxo 40 kg:
3a geua c TenecHo Terao Hai-manko 40 kg e Hannuna 50 mg npenBapUTETHO HAITBJIHEHATA
nHcajKa WK NpeABAPUTEIHO HAITbIHEHA CIPUHIIOBKA ¢ (PUKCHUpaHH A03u. 3a 1o3a 50 mg,
BIXKTE Touka 3 ,,Kak na usnosnssare Simponi® Ha Simponi 50 mg npeBapuUTEIIHO HAIThIHCHATA
nHcajKa WK IPeABAPUTEIHO HAITbIHEHA CIIPUHIIOBKA.

. I'oBopere ¢ nexapst Bu, mpeau npuiiokeHUeTo Ha YeTBbpTaTa fo3a. Jlekapar Bu me nperieHu
JIaJIA Ja MPOIBIDKH JICUSHUETO ChC Simponi.

[leanaTpuyeH ynuepo3eH KOJIUT MU AeLa Ha Bb3PacT 2 U MoBeue oJUHH C Tero Hai-mainko 15 kg:
. Heua c terno nati-manxo 15 kg:
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o [IpenoppunTtennata q03a Simponi 3a jielia Ha Bb3pacT 2 ¥ [OBeYe FOJIMHHU C TETJI0 Hal-MaJKo
15 kg 3aBucH OT TAXHOTO Tersa0. Bammsr ekap 1ie omnpeneny TouHarta 103a, KOsTo J1a
MIpUJIarare.

o 3a gena c TenecHoO Terio Hal-Manko 15 kg ¢ ynepo3eH KOMUT ca HANWYHU IPEABAPUTEIIHO
HaIbJTHEHA CIIPUHLIOBKA 0T 50 mg UK MpeBapUTeTHO HAa'biIHEHa ciipuHIoBKa oT 100 mg.
OTtHocHO 1103a 50 mg, BrkTe Touka 3 ,,Kak ja u3non3eaTe Simponi“ B JUCTOBKaTa Ha Simponi
50 mg npenBapUTENHO HablIHEHA clIpUHLIOBKA. OTHOCHO f03a 100 mg BrxkTe Touka 3 ,,Kak na
u3noa3Bare Simponi“ B mucToBKaTa Ha Simponi 100 mg npeaBapUTENHO HAITbIHEHA
CIIPUHIIOBKA.

Kak ce npuisara Simponi

o Simponi ce npusara ype3 HHKEKIHS M0 KOXkaTa (MOJKOKHO).

. B nauanoro Bammsr nekap nim MeIuIMHCKa cecTpa MOXke 1a Bu nmxektupa Simponi. Bue n
Bammsr iexkap obade Moxke Jia pelimTe, 4e MOXKeTe caMy Jla MHXKeKTupaTte Simponi Ha cee cn
wiu Ha Barrero nete. B To3u ciyyait e Ob1eTe 00yUeHH KaK caMu J1a CH MH)KSKTUPATE
Simponi.

I'oBopere ¢ Bamus nekap, ako umaTe BIIPOCH OTHOCHO MOCTaBIHETO HA MHXKEKLMATA. B kpas Ha Ta3u

JIUCTOBKA I1I¢ HAMEPUTE TOAPOOHH ,, IHCTpYyKIMHK 32 yroTpeda”.

AKO cTe N30JI3BAJIM IOBeYe 0T Heo0XxoauMaTa q103a Simponi

AKO cTe U3MOoJI3BaH WK Bu e mpuitoskeHa TBbp/ie BUCOKaA J103a Simponi (WK Ype3 WHKEKTUPaHe Ha
€IHOKpaTHa BUCOKA /1033, WJIN Ype3 TBbPAE YeCTO NPUIIOKEHHE), He3abaBHO roBopeTe ¢ Bamms nekap
win papmaneBT. Bunaru Hocere cbe cebe cH KapTOHEHATa OMAaKOBKa, JOPH TS [1a € Ipa3Ha, U Ta3u
JIMCTOBKA.

AKO cTe NpPOIYCHAJIM 12 U3M0J3BaTe Simponi
AKo cTe 3a0paBWIIH JIa MEXKEKTHpaTe Simponi Ha IUTaHUpaHaTa JaTa, PUIOKETe MPOITyCHATa 1032
BE€JHAra oM CU CIIOMHUTE.

He u3non3paiite I[BOﬁHa J103a, 3a 1a KOMIICHCUPATEC NMPOITyCHATaTa A034.

Kora Ja CU MHXKXCKTHUPATC CJICABAIlaTa 103a:

. AKO cTe 3aKbCHEIHN C TI0-MaJIKO OT 2 CEIMHUIINA, HHKEKTHpaTe MPOIyCcHATaTa 1032 BeIHara
cJel KaTo CH CIIOMHUTE U MPOIBJLKETE IO MbPBOHAYATHATA CXEMa HA MIPUIIOKECHHUE.
. AKO cTe 3aKbCHEINU € IOBEYE OT 2 CEAMUIIN, MHKEKTUpAUTE IpoIlycHaTaTa 103a BeJHara ciej

KaTO CH CIIOMHUTE U CC CBBPIKETE C Bamus JICKap UJIn (bapMaueBT, 3a Jia IIOIIMTaTe Kora Jga
HWHXXCKTHUpATC CiICABaliaTa g03a.

AKO HE cTe CUTYpHH B HeIllo, IonuTaiTe Barus nekap win GapMarieBT.

AKo cTe cipesiu ynorpedéara Ha Simponi

AKo oOMuUCIISATE a cIpeTe MPUIOKEHUETO Ha Simponi, IbpBO 00chAeTe ToBa ¢ Bamms gexkap uinu
(hapmarieBT.

AKO UMaTe HSIKaKBHU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBa JIEKApCTBO, MOJIS
nonuTaiite Bamms nekap, papMarieBT WM MEJUIIMHCKA CECTpa.

4. Bb3MOKHHU HexkeJIaH! peaknuu

KaxTo Bc4kM 1€KapcTBa, TOBA JIEKAPCTBO MOXKE Aa MPEIN3BHKA HEXKEIAHU PEaKUH, BEIIPEKH Ye HE
BCEKH I'tl IToJTy4yaBa. [Ipy HAKOM MAalMEHTH MOKE /1a CE pa3BHUAT CEPUO3HHU HEXEIIaHU PEeaKLUU, KOUTO

Hanarat iedeaue. Hexxenanu p€aknonun MoraTt Ja €€ pasBuAT 40 HAKOJIKO MECCIla CJIC MOoCICaHaTa
NHXCKIHA.
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HeszabaBHo YBCAOMCETC Bamms JICKap, ako 3a0€NEeKHUTE HIKOS OT CJICOHUTC CCPHUO3HU HCIKCIIAaHU
JICKAPCTBCHU PCAKIIMU, BKIIFOYBAIIU:

aJlepru4HM PeaKkuu, KOUTO MOraT 1a 0bJAaT CEPUO3HU, WU PSIAKO

skuBoTO3acTpamaBamu (peaku). CUMITOMHU Ha aleprUyHa PEaKIUs MOTaT Ja BKIIOYBAT

MOyBaHE Ha JINIIETO, YCTHUTE, YCTaTa WK I'bPIOTO, KOETO MOXKE J1a IPUYUHU 3aTPyTHEHO

MpEeTrTbIIaHe WK AWIaHe, KOXXeH 00pHB, KOMIPUBHA TPECKa, IOyBaHe Ha PBIIETE, XOAUIaTa

WM TIie3eHnTe. Hakou oT peaknuute ce mosiBSBaT CIie/ TbPBOTO MPUIIOKEHHE HA Simponi.

cepuo3nu nHpexuun (BrawunTeaHo Th, 6akrepuannn nHpekuuu BKIKYUTETHO

cepuo3HM HH(PEKIUN HA KPbBTA U MTHEBMOHUSA, TEKKH I'OUMYHN HHPEKIUN U APYTH
onopTiHUCTHYHHA HHPekun) (dectn). CuMToMuTe Ha HHPEKINS MOTAT J]a BKIFOYBAT

MOBHIIIEHA TEMIIEPATypa, yMopa, Kanumia (ynopuTa), 3aayX, TPUION0I00HN CUMITTOMH, 3ary0a

Ha TEIJIO, HOIIHO M3MOTSABAHE, TUapHs, paHH, TPOOJIEMHU ChC 3bOMTE U MMAPCHE MIPH yPUHUPAHE.

NMOBTOPHO AKTHUBHPAHE HA BUPYCa HA XenaTut B, ako cTe HOCUTEI WIN B MUHAJIOTO CTe

0oJsienyBasu ot xenatut B (psiako). CHMIITOMUTE MOTAT JIa BKIIIOYBAT MOXKBJITIBAHE HA

KOXKaTa ¥ OYHTe, ThMHOKA(SIBO OIBETSIBaHE HA YpUHATA, OOJIKA B JsICHATA CTpaHAa Ha KOpeMa,

TeMIiepaTypa, rajieHe, OBphINaHe U CUITHA YMOpa.

3a00/11BaHe HA HEPBHATA CHCTEMA KATO MHOKeCTBeHA CKJepo3a (psaako). CUMITOMUTE HA

3a00JIIBaHe HA HEPBHATA CUCTEMa MOTaT J1a BKJIIOYBAT POMEHH B 3PEHUETO, CIA00CT B PBIIETES

U KOJICHETE, U3TPBIBAHE WM MPAaBYUYKaHE Ha pa3IMYHU YacTU Ha Bamero Tsuo.

pak Ha suMdHUTE BB3aH (JtuMdom) (psigko). CuMITOMUTE HA JTMM(OMa MOraT Jia BKIIFOUBAT

MoTyBaHe Ha JIMM(HUTE BB3IH, 3aryda Ha TETJIO WK ITOBUIIICHA TeMIIepaTypa.

Chbp/IeYHA HEAOCTATHYHOCT (PsiaAKo). CUMITOMUTE HA ChPACYHA HEAOCTATHUHOCT MOraT Jia

BKJTFOUBAT 3aJyX WM MTOyBaHEe Ha Xoamiara Bu.

NMPU3HALM HA HAPYIIEHHUsI HA HMYHHATA CUCTEMA, HAPeYeHu:

- aymyc (psigko). CHMITOMHATE MOTAaT Jia BKIIFOYBAT CTaBHA OOJIKa WITH OOpUB TI0 Oy3uTe
WM PBLETE, KOUTO € UyBCTBUTEIICH KbM CIIBHLETO.

- capkoua03a (psaako). CHMOTOMHATE MOTAT Jia BKIIOYBAT YIIOPUTA KAIUINIIA, 33aTyX,
00JIKa B I'bpUTE, MOBUILICHA TEMIIEpATypa, MoAyBaHe Ha TUM(HUTE BH3JIH, 3ary0a Ha
Ters10, OOpPHUBH 10 KOXKaTa U 3aMbITICHO 3PCHHE.

Bb3IMaJIeHHEe HA MAJIKUTEe KPLBOHOCHH ChA0Be (BaCKYJMT) (psaaKo). CUMOTOMUTE MOTaT Aa

BKJIFOYBAT IOBHUIIICHA TEMIIEpaTypa, Ii1aBobosue, 3aryda Ha Terjio, HOLUTHH U3MOTIBaHUs, OOPHB

1 HEBPOJIOTUYHHM MTPOOJIEMH KaTO U3TPHIIBAHE MM MpaByUYKaHE.

pak Ha ko:kaTa (HeuecTo). CUMIITOMUTE Ha pak HAa KO)KaTa MOTaT Ja BKIIOYBAT IIPOMEHHU BB

BBHHIIHUS BUJ HA KOJKaTa WM 00pa3yBaHUS 110 KokaTta Bu.

3a00/51BaHe HA KPBBTA (4ecTo). CuMnToMuTe Ha 3a00JIsIBaHe HAa KPBBTA MOTAT Ja BKIIOYBAT

yHOpHTa TeMIiepaTypa, MHOTO JIECHO HACHHSBaHE MM KbPBEHE, WU CHITHA OJIeIOCT.

pak Ha KPbBTa (JieBKeMust) (psaAKo0). CUMOTOMUTE Ha JICKEMUSI MOTAaT Ja BKIIOYBAT

MOBHILIEHA TEMIIEPATypa, YyBCTBO Ha yMOpa, YeCTU HH(EKIUH, JICCHO IIOCHHIBAHE U HOILIHH

U3MNOTSBAHMUSL.

Kaxere He3abaBHo Ha Bammus nekap, ako 3a0enexnre HIKOU OT U30POCHUTE CUMITTOMH.

IIpu npuio:xkenne Ha Simponi ca Ha0TIOAaBAHU CJICAHUTE JONBJIHUTEIHH HEKEJTaAHU PeaKIuu:
MHoro yectu HeXeJIaHH PeakIiy (MoJKe J1a 3acerHaT nosede oT 1 Ha 10 gymm):

I/IH(beKI_II/II/I Ha TOPHUTC AUXATCIIHU IIbTUIA, Bb3IMAJICHUC HA I'bPJIOTO, APE3raB I'Jiac, XpeMa

YecTu HexXenanu peakuuu (Morat a 3acersar 10 1 Ha 10 naruenTn):

[Ipomenu B uepHOAPOOHUTE MMOKa3aTeN (TIOBUIIABaHE HA YEPHOAPOOHUTE EH3UMHN),
YCTaHOBEHH IIPU U3CIICABAHUATA HA KPBBTA, HANIPAaBEHH OT Bamus nekap.
3aMastHOCT

I'maBoGomme

WztppnBane wim MpaBy4KaHe

[HoBbpxHOCTHM I'bONYHN MHDEKLINT

Abcnec

Bakrepuanuu nadexkuun (KaTo LeTyIuT)

Hucsbk Opoii Ha yepBeHUTE KPBBHH KIIETKH

222



Hucbk Opoii Ha OenuTe KPhBHU KIETKH

Tlo3uTHBEH KPBHBEH TECT 3a JIYIyC

AnlepruyHu paxkiuu

Jlomo xpanocMusnane

Bbonka B cromaxa

T'anene

TI'pun

Bponxur

Undexnus Ha cuHycute

Xepnec

IIoBHIIEHO KPBBHO HaJsSITaHe

IToBumena Temneparypa

ActMa, 3a51yX, XpUIITEHE

Hapymenns na ctomaxa u yepBarta, KOUTO BKJIIOUBAT BBh3MAJIEHUE HA JIUTaBUIATa HA cTOMaxa U
ne0esoTo YepBo, KOETO MOKeE Jja IPUIMHU BHCOKA TEMIIEpaTypa
Bosika u s13BU B ycTaTta

Peakiuu Ha MSCTOTO Ha WHXKEKTHpaHe (BKIIOUUTEIHO 3aUepBsiBaHe, YIUThTHsIBaHE, OOJIKa,
KpbBOHACSAIAHE, ChPOEK, U3TPBIBAHE U Jpa3HEHE)

Koconan

OO6puB 1 cepOex Ha KOXKaTa

bescbHue

YyBCTBO Ha HOTUCHATOCT

YyBcTBo Ha cnaboct

CuynBaHe Ha KOCTH

Huckomdopt B 001acTTa Ha TPBAHAS KOII

Heuectn Hexxenanu peakiuu (Moxe aa 3acersar g0 1 ga 100 nymm):

brOpeuna nadexus

PakoBu 3200 1s1BaHuS, BKIFOYHTEIIHO PAK HA KOXKATa M HEPAKOBH 00pa3yBaHUs WU OYUKH,
BKJIIOUUTEITHO OCHKU

Koxnu Mexypu

Texxka nHMEKIUs pa3npocTpaHeHa U3 LEIUs OPraHU3bM (CEICHC), B HIKOU CIydan
BKITIOYHTEITHO HIUCKO KPBBHO HaJSITaHe (CENTHYEH IIO0K)

[Icopuasuc (BKIIOUUTEIHO MO AJIAHWTE /WK XOIWIaTa, WK o1 GpopMaTa Ha KOXKHU
MeXypH)

Hucbk Opoii Ha TpOMOOLIUTUTE

006110 HECHK OpOIt Ha TPOMOOIMTUTE, YEPBEHUTE U OCIINTE KPBBHU KIICTKU
Hapyenns Ha niuTOoBUIHATA XKJIe3a

[loBuiieHne Ha HUBATa HA KPbBHATA 3aXap

[oBuiieHre Ha HUBATa HA KPBBHUS XOJIECTEPOIT

Hapy1ienus B paBHOBECHETO

3pUTENHN CMYIICHUS

Br3nanenune Ha OKOTO (KOHIOHKTHUBUT)

Ouna aneprus

VYcemane 3a HepaBHOMEPEH ChPJICYEH PUTHM

CrecHsiBaHE Ha KPBBOHOCHHUTE CHJIOBE Ha CHPIIETO

Cecupen B KpbBTa

3adepBsBaHe HA JTUIETO

3amnek

XpOHUYHO BB3MAIUTENHO 3a00IsBaHe Ha Oenute IpodoBe

Kucenuuu

KambHE B sKIBUKaTA

Hapymenus na uepaus apo6

Hapymenus Ha repaure
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MeHcTpyanHu HapyLIEHUs

Penxn nexxenanu peakmuu (Moxke aa 3acersar jo 1 ga 1 000 xymm):

HeBBb3MOXKHOCT Ha KOCTHHS MO3BK J1a TIPOU3BEXK/Ia KPHBHU KIETKH

CunHo HamareH Opoli Ha OennuTe KPEBHH KIETKH

WHbekuns Ha cTaBUTE WM HA ThKAHUTE OKOJIO TSAX

3abaBeHO 3apacTBaHe Ha paHU

Br3nanenue Ha KpPPBOHOCHUTE CHJIOBE HA BHTPEIIHUTE OPTaHU

JleBkemust

Menanom (BUJ pak Ha KOXKaTa)

Mepken-KiIeTh4eH KapIHOM (BH]I paK Ha KOXKaTa)

JluxeHouTHU peakiuu (ChpOSIT YepPBEHUKABO-TIIIAB KOKEH OOPHB H/WUJIM HUIIIKOBUIHU CHBO-
0eJy JINHUYU BbPXY JINTABHUIIUTE)

JlrocmiecTa, Jromienia ce Koxa

Hapymmenns Ha iMyHHaTa CHCTEMa, KOMTO MOXe JIa 3acerHaT OenuTe IpoOoBe, KoKara 1
JUM(PHUTE BB3JIH (Hal-4eCcTO TPOSIBEHH KaToO CapKOM103a)

Bornka 1 mpomsiHa B 1IBeTa Ha IPHCTUTE HA PHLETE WIN KpaKaTa

IIpomsna Ha BKyca

Hapyiienust Ha TMKOYHUS MEXYP

Hapymenus Ha 660penure

Brananenue Ha KPHBOHOCHUTE CHJIOBE HA KOXKaTa, KOETO BOJU /10 00pUB

Hexenanu peakuy ¢ HEM3BECTHA YECTOTA:

Psanpk Tun pak Ha KpbBTa, 3acsrail IpeIuMHO MJIaau Xopa (XenaronueHaieH T-KieTbueH
mmMpom)

Capkom Ha Kanommu-psiko cpela pak, CBbp3aH ¢ MHPEKIIHs C YOBEIIKH XeprieceH BUpYyC 8.
Capxkom Ha Kanommm Haii-uecto ce cpema noa ¢popmara Ha IypIypHH U3MEHEHUS BBPXY
KOXarta.

Brnomasane Ha 3a00is1BaHe, HAPEUEHO ,,IEPMATOMHO3UT  (KOETO Ce MPOsIBSIBA KATO KOXKEH
00puB, IPUIPYKEH OT MYCKYJIHA cI1a00CT)

Cho01uaBaHe HA HeJKeJIAHU PeaKINA

AKO TIOJTyYHTEe HAKAKBH HEXKEJIaHU JICKAPCTBCHH PEaKIvK, yBeaoMere Barus nekap, hapMaieBT Win
MEAMIIMHCKA cecTpa. TOBa BKIIFOUBAa BCHYKH BH3MOYKHH HEOIMCAHU B Ta3H JIUCTOBKA HEXKEIaHH
peakuuu. Moskere ChIo Aa ChOOIINUTE HEXKENAHN PeaKIUy AUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 32
choOInaBane, mocoyeHa B [Ipunoxenue V. Kato cho0IaBare He)KEIaHU PEaKIMU, MOXKETE Ja JaieTe
CBOSI PUHOC 3a T0JIyYaBaHe Ha MoBede HH(OPMAIUs OTHOCHO 0€30MacHOCTTa Ha TOBA JISKAPCTBO.

5.

Kak n1a cbxpansiBate Simponi

Jla ce cbxpaHsABa Ha MsCTO, HEJJOCTHITHO 32 JIEla.

He u3non3Baiite ToBa JIeKapcTBO Ciie]] CPOKa Ha TOIHOCT, OTOEIsI3aH BEPXY €THKETa CIIe]T
»EXP“ 1 BbpXy KapTOHEHaTa onakoBKa cien ,,J'ogeH 1o:“. CpoKbT Ha TOJHOCT OTroBaps Ha
MOCJICTHUS JI€H OT TOCOYCHUS MECEIT.

Ja ce cpxpanssa B xnammmHuk (2°C — 8°C). la He ce 3ampassBa.

CobxpassiBaiiTe OpeBapUTEIHO HATbJIHEHATA MTUCAJIKA B KAPTOHEHATa OMAaKOBKa, 3a J1a Ce
MIpeaIa3y OT CBETINHA.

Tosa siekapcTBO MOXKE JIa CE ChbXpaHIBa CHINO U3BBH XJIATWIHUKA, IIPU MaKCHMAaTHA
teMriepatypa o 25°C, eaHokpaTHo 3a nepuof 1o 30 I1HU, HO HE U Clel JaTaTa Ha U3TUYaHEe Ha
IEPBOHAYATHIS CPOK Ha TOJHOCT, HAIleYaTaH BEPXY KapTOHEHATa onakoBka. Hamuiere HOBHs
CPOK Ha FOJIHOCT BHPXY KapTOHEHATa OMAaKOBKa, BKIIFOUUTEIIHO JIcH/Mecel/ToiuHa (He moBeye
ot 30 gHM, CIIe]] KaTo JIEKAPCTBOTO € U3BAJICHO OT XJIaJAniHuKa). He BphImaliTe ToBa JIeKapcTBO
00paTHO B XJIAJIMITHUKA, CIIE]] KAaTO € IOCTUTHAJIO CTaifHa TemnepaTypa. U3xBbpiere ToBa
JIEKapCTBO, aKO HE OBJI¢ U3MOI3BAHO B PAMKHTE Ha HOBHSI CPOK Ha TOJHOCT MJIM CPOKA Ha
TOJHOCT HareyaTaH BbPXY OMAaKOBKAaTa, B 3aBUCUMOCT OT TOBA KO € Mo-paHeH.
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. He m3non3Baiite ToBa JEKapCTBO, aKo 3a0eJIeKUTE, Y€ Pa3TBOPBT HE € OUCTHP 10 CBETIIOKBIT,
4e € MBTEH WU ChIbprKa Yy>KIH YaCTUIIH.

o He PI3XB’I)pJI$[I>'ITe JICKapCTBaTa B KaHa/JIM3aluATa UJiu B KOHTeﬁHepa 3a JOMAIllHU OTIIaAbIIH.
[Monuraiire Bamms nexap nim gpapManeBT Kak Ja H3XBBPIIUTE JIEKapCTBATa, KOUTO Beue HE
u3noi3Bare. Te3u MEpKH Ilie CIOMOTHAT 32 ONa3BaHe Ha OKOJIHATA Cpejia.

6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTETHA HHpOopManms

Kakso cbabp:xa Simponi
AKTUBHOTO BelecTBo € ronumyMad. Enna 0,45 ml npenBapuTenHo HamrbJIHEHATa MUCANIKA ChIbPKa
45 mg ronmumyma0. 1 ml ceappika 100 mg ronumymao.

Hpyrute cbetaBku ca: copouton (E420), XMCTHINH, XUCTHIMHOB XUAPOXIOPUT MOHOXHU/IPAT,
nonucop6ar 80 (E433) u Bosa 3a MHXKEKIMHU. 32 JOBIIHUTENHA HH(OPMAIIUs OTHOCHO COPOUTOI
(E420) u monmucop6ar 80 (E433), BuxkTe Touka 2.

Kak n3ruexna Simponi u KakBo CbAbpika ONNAKOBKaTa

Simponi ce [ocTaBs KaTo WHKEKITUOHEH Pa3TBOP B MPEIBAPUTEIIHO HAITBJIHEHA MUCAJKA 32
efHOKpaTHa ynorpeba, VarioJect. Simponi ce focTaBsi B OIAaKOBKH, ChIBbPKAIIM | TIpeABAPUTEIHO
HaIbJIHEHA MTUCAJIKA.

Pa3TBOpBT € GUCTBP JI0 JIEKO OTANIECIICHTeH (C MepieH OsIChK), Oe3BETEH IO CBETIOKBIT U MOXKE JIa
ChIbpKa MaJIKU MPO3pavuHu WiK Oenu MpoTenHoBU yacTulii. He n3non3paiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH IIBAT, MBTEH WM ChABPIKaIll BUIUMHU UYyKIU YACTHIIN.

IIpuTexartes Ha pa3peLIeHUETO 32 yoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaureJ
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a JOITBJIHUTCIIHA I/IH(i)OpMaHI/IH OTHOCHO TO3H JICKApPCTBCH MMPOAYKT, MOJIsA, CBBPIKETE CE€ C JIOKATTHUA
NPEICTaBUTEN Ha TIPUTEKATENS Ha Pa3pelIeHHeTo 3a ynorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/T¢él: 0800 93 377 Tel: +370 5 278 68 88
info_belux@its.jnj.com lt@its.jnj.com

Bbarapus Luxembourg/Luxemburg
»JPKOHCBH & JI>xoHCHH bbarapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: 800 29 504
jjsafety@its.jnj.com info_belux@its.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

janssenhu@its.jnj.com
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Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

E))LGoa

Janssen-Cilag ®appokevutiky Movorpdommn

A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog
Bapvépog Xatinmavayng Atd
TnA: +357 22 207 700

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com



Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

I[aTa Ha IIOCJECIHO MpepasrjaeckaaHne Ha JIMCTOBKaTa

ITonpoGHa uHOpMaIKs 3a TOBA JICKAPCTBO € IpeocTaBeHa Ha yeOcaiita Ha EBpornetickara areHIus
10 JIeKapcTBaTa https://www.ema.europa.eu.
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HNHacTpykuum 3a ynorpeda
Simponi 45 mg/0,45 ml
WHXKEKIIMOHEH PAa3TBOP B MPE/IBAPUTEITHO HAITBJIHEHA THcanKa, VarioJect
3a ynorpeba mpu jaena

EAHOKPATHA YINOTPEBA

e ———— - O

--0.1 mlL

3a na 3naere Bamara go3a
M3non3BaiiTe MACTOTO MO-TOPE, 32 Ja 3anullieTe npeanucadara Bu gosa.
IloTBBpAeTe ¢ Bamus nekap, ako He CTe CUTypHH 3a Bamara nosa.

Baxno

Axo Bammsr nexap peuru, ye Bue uiu To3u, KOHWTO ce Tpiku 3a Bac, Mo)keTe 1a HH)XXeKTHpaTe
Simponi BkbIIHM, TPsIOBA 1a MOIyYUTE HOAXOAAIIO 00yUeHHE, 38 TOBA KaK Ja OATOTBUTE U
MHXEKTHpaTe Simponi.

Mons npodereTe HHCTPYKIIMUTE 3a yroTpeda Mmpeu Jia U3Mo3BaTe Simponi npeIBapuTeTHO
HaI'bJIHEHA MTUCAJIKA U BCEKU BT, KOTaTO B3EMETE HOBA MIPEIBAPUTEIHO HAITBIHEHA TUCAIIKA.
BB3MoxHO € J1a nMa HOBa WH(pOPMAITHSL.

Mons MpoO4YCTCTC BHUMATCIIHO CHIIO U ,,.HI/ICTOBKaI I/IHq)OpMaI_II/IH 3a HOTpe6I/ITeJ'I$I“ npeau aa
3aIlOYHCTC MHIKCKTUPAHCTO. Te3n HUHCTPYKIHUU 3a yHOTpe6a HC 3aMCCTBAT pa3roBopa C Bamms JICKap
OTHOCHO 3a00JISIBAHETO MU JIEUEHHETO Bu.

AKo He cTe mpeMuHaI 00ydeHHe WM UMaTe HIKaKBU BBIIPOCH, MOJISl CBBpIKeTe ce ¢ Bamus nekap,
MEIUIHCKA cecTpa Wi (papMarieBT.

m Nudopmanus 3a cbXpaHeHue

[a ce cpxpansaBa B xuaguaHuk npu 2°C ngo 8°C.

Mosxe na ce chxpaHsBa IpH cTaifHa TemiiepaTtypa (o 25°C), eqHokpatHo 3a nepuoy 10 30 JHu, HO HE
1 CJIC JaTaTa Ha U3THYaHC Ha II'bpBOHAYAJIHUA CPOK HA T'OJHOCT. Hanwnmere HOBUS CPOK Ha rogHOCT
Ha 3a/IHaTa CTpaHa Ha KapTOHEHATa OMAaKOBKA, BKIIOYUTEIHO JICH/MECeIl/ToInHa (He TIOBEeUYE OT

30 mHH, cllef] KaTo JIEKapCTBOTO € U3BAJICHO OT XJIaaAWiIHuKa). He BphIaiiTe ToBa IekapcTBO 00PaTHO
B XJIaJIUITHUKA, CJIEJ] KaTO € IOCTUTHAIIO CTaiHa TeMIeparypa.

CpxpansiBaiiTe Simponi npeABapuTeTHO HAITBJHEHA MUCAJIKA U BCHYKH OCTAHAJHU JIEKAPCTBA
Ha MSICTO, HEAOCTBHITHO 32 JeLa.

Onncanne

[IpenBapuTenHo HaTbTHEHATA MTUCATIKA € THCalKa 32 PHYHO HHXXEKTHPaHe, KosATo Bu mo3BossBa aa
3aja/ieTe KOHKpETHA Npenrcana 103a. Besika nmpeiBapuTeIHO HAITBIHEHA ITUCATKa MOXKE J1a JIOCTABU
0,1 ml go 0,45 ml (cpoTBercTBamy Ha 10 mg 1o 45 mg ronumymad) Ha cTeiku o 0,05 ml.
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Hpe,[[I/I Ja 3alo4YHCTC 1a U3MO0JI3BATC Ta3U IIPCABAPUTCIIHO HAITBJIHCHATA MU CAJIKA, Bue TpH6Ba Ja
3HACTC KaK aa:

L4 MNPEMAaxHCTC BB3AYIIHUTC MEXYypUcCTa
L4 3a0a/ICTC MpCAINIMCcaHaTa 103a
L4 HATHCHETEC PHbYHO 6yTaJIOT0, 3a 1a UHXXCKTUPATE, HO,Z[06H0 Ha CIIPUHIOBKa

M3non3BaiiTe mpeaBapuUTEeIIHO HATBJIHEHATA ITUCAJIKA CaMO BEIHBK. M3XBBpIIETe NMPEABAPUTEITHO
HaI'bITHEHATA MUCAIIKA CJIe]] yroTpeoa.

He u3mnomn3Baiite 0CTaHAIOTO KOJIHMYCCTBO JICKapCTBO B IPCABAPUTCIIHO HAIIbJIHEHATA IMUCaJIKa.
He HpeHOCTaBHﬁTe MNPCABAPUTCIHO HAITBJIHCHATA MHCAJIKA HAa APYTH XOpa.

He pasknaiaiire.

3
HeoﬁxouuMa Bu e momony?

CB’Bp)KCTe ce ¢ Bamms JICKap, MCAULMHCKA CECTpa UIN (l)apMaL[eBT, AdKO MMAaTC HAKAKBU BBIIPOCH. 3a
JOIIBJIHUTCIIHA I/IH(i)OpMaHI/IH, BIKTC JIMCTOBKATa OTHOCHO JaHHH 3a KOHTAKT Ha JIOKaJTHUA
mpeaACTaBUTCIL.

Ilnanupaiite

7

IIpoBepeTe KapTOHEHATAa ONAKOBKA

ITpoBepete cpoka Ha roaHocT (ciaen ,, ['ogeH 10:*) HaneyaTaH WK HAMKMCAH Ha 33JlHATA CTpaHa Ha
KapTOHEHaTa OMaKOBKa.

He n3nosn3Baiite, ako CpOKbT Ha TOJHOCT € U3TEKBII.

He umxexTupaiite, ako ©Ma HapylIeHHe Ha nepdopanusaTa Ha KapToHeHaTa onakoBka. CBBpIKETE Ce ¢
Bamus exap wimu gapMarieBT 3a HOBa MPEABAPUTEITHO HAIThIIHEHATA TTHUCAITKA.

D

H3Bajere npeaBapuTeIHO HANBJIHEHATA MUCAJIKA 0T KAPTOHEHATA ONIAKOBKA
OcraBete nucankarta moHe 3) MHHYTH HA CTalilHA TeMIlepaTypa Ha MsCTO, HEAOCTBIIHO 3a Jela.
He 3aromisiiTe o HUKaKbB IpyT HAYMH.

Hmare HYK]1a 0T CJIEAHUTEC KOHCYMAaTUBU:

o 1 TaMIIOH, HATIOEH ChC CIIUPT

o 1 mamy4YeH TaMIIOH WX MapJis

o 1 nenenka

. 1 xoHTeiiHep 32 OCTPM OTHAABIM (BIDKTE CTHIKA 3)
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Taxa nsrie:xxaa Bamara npeaBapuTeTHO HallbJIHEHa CIIPMHIIOBKA

*OIIACHOCT OT 3AJABSHE! [la ce cbxpaHsiBa U3BBbH 00cera Ha Jela.

BPBX

Kanmayka®

He otcrpanssaiire,
npeau aa ObaeTe
MHCTPYKTUPAHHU.

| ThHKa KOHTPOJIHO
| CKpHTa npo3opue
I urna

opaHKeB
npeana3uTes
Ha UIJaTa

BAXHO:
He natuckaiite opaHxeBus
NpeAnasuTel Ha UIiara npeay 1a

uHXxekTupare. Toll 111e ce 3aKIoUu U

Bue HAMa na nomyuute go3ara.
BAXKHO: He otnensiite
MIpeIBapUTEIHO HallbJIHEHATA
MUcalKa OT KoXKaTa 10 BpeMe Ha
uHXekTHpaHe. OpaHKeBUAT
MIpeana3uTell Ha Uriara IIe ce
3aKJIIOYU U HAMA Ja MOJIy4nuTe
ITBJIHATA J1034.

1. Toarorsere ce 3a Bamara HHKeKIUA

H30epeTe MICTO HA MHIKEKTHPaHe
N3bepete HAKOI OT CIeMHUTE YYaCcThIM 32 BamaTta HHXKEKIus:
IIpexnaTta yact Ha 6eapoTo (IPETIOPHUNTEITHO)

oiyHara yact Ha kopema

He u3non3BaiiTe 5-caHTUMETpOBaTa 30Ha OKOJIO ITBIIA.
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o 3amHaTa cTpaHa Ha MUIIHHIATA (aKO MHXKEKIKATa Bu ce mocTaBst OT TO3U, KOWTO Ce TPIIKH 32
Bac)

Wzbupaiite pa3aumyHO MICTO HAa MH)KEKTUPAHE 3a BCSAKA MHXEKIHA, B PAMKHUTE Ha TIPEAIIOYUTAHUS OT

Bac yuacTsk.

He umxekTupaiite B KOXa, KOATO € YyBCTBUTEIHA, ChC CHHUHH, 3a4epBEHa, BTBBP/ICHA WM C Oelie3u.

\/

IMouyucreTe MACTOTO HA HHKEKTUPaHe

W3muiite 100pe phIETe CH ChC CallyH M TOILUIA BOJA.

ITouncTere MICTOTO HA UHXKEKTUPAHE C TAMIIOH, HATIOEH ChC CIIUPT, U OCTABETE J]a U3CHXHE.
He nunaiite, He [yXalTe U HE BETe HAJl IOYMUCTEHUS YUaCThK.

IIpoBepere TeuHoCTTA

W3Banere npeaBapUTEIHO HATBJIHEHATA MTUCAJIKA OT KAPTOHEHATa OMAaKOBKa.

[IpoBepeTe TeuHOCTTa B KOHTPOJIHOTO Ipo3opue. Ts TpsiOBa 1a e 6GucTpa 10 JeKo onaaecueHTHa (¢
nepiieH OJSIChK) U Oe31BETHA JI0 CBETJIOKBITA M MOXKE J1a ChbprKa MAJIKHU MIPO3pavyHy WiH 6ernu
NPOTEMHOBHU YacTULU. Moxe 1a 3a0eie’KuTe eHO WK TI0BeUe BB3LyIIHN MexypueTa. ToBa e
HOPMAJIHO.

He I/IH)i(eKTHpaﬁTe, aKO TCYHOCTTa € C pa3jiIniuCH UBAT, MbTHA UJIN CbAbPiKa IO-rOJICMU YaCTUIIU. Axo

HE CTC CUTYPHHU, CBBPIKCTEC CC C Bamms JICKap Wi (bapMaueBT 34 HOBA NPCABAPUTCIIHO HAITbJIHCHA
IMHucakKa.
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IMouykaiiTe, 32 1a mpeMecTHTE Bb3AYLIHATE MeXyp4ieTa KbM BbpXa

JpBxKTe MpeaBapuTEIHO HAITBIHEHATA MUCAIKa U3IPaBEeHa, C HACOUEHO Harope CHHA Karayka.
[TouykaiiTe BHUMATENHO C MPBHCT MPEABAPUTEIIHO HAMIBIIHEHATA MTUCANIKA OJIN30 10 KOHTPOIHOTO
npo3opue. ToBa Ie CIOMOTHE BB3AyITHUTE MEXypueTa Jla ce BAUTHAT Harope.

¢
N
&>

PA

OrcrpaHere Kanmaykara
JpbxTe MpeBapuTeIHO HAThITHEHATA MTUCAJKa U3MIPABEHa, CIIe]] TOBA 3aBBPTETE U U3IbpIaiTe
Karaydkara, 3a Ja s OTCpaHuTe.

BAKHO: He HaTuckaliTe opaH)KeBHs ITpETa3UTEN Ha UIJIaTa IPeay Ja MHKeKTupare. Toi me ce
3aKiIroun 1 Bue HAMa f1a nomy4yuTe go3ara.

HnskexkTHpaiiTe 10 5 MUHYTH CJIeJ] OTCTPAHSIBaHe HA KallayKaTa.

He mocrassiite kanaykaTa 0OpaTHO - TOBA MOJKE J1a IOBPEAM CKPUTATa UIJIA.

He u3nonssaiite npenBapuTEeNIHO HAITbJIHEHATA MUCAJIKA, aKO CTE s U3IIyCHAJIU, CJIE]] KaTo Kalaykara €
OTCTpaHEHa.

Cewpxere ce ¢ Bamms nexap uinm papManeBT 3a HOBaA MPEeIBAPUTETHO HAITBJIHEHATA ITHCAIIKA.
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XX

orpaHuumn
TenHa
NeHTa

XXX

OtcTpaHeTe Bb3AYIIHUTE MeXypueTa®
JpBxTe npeaBapuTeIHO HATbIHEHATA TUCAJIKa U3IIPABEHA.
Baumarenno HaTucHeTe OyTanoTo ¢ nanen, fokaro cupe. e npbcHe Teunoct. ToBa e HOpMaiHO.

OpankeBaTa OTpaHUYMTEHA JIEHTA 1Ie H3Ye3He.
*Omempansganemo Ha 8b30YUIHUME MeXypuema we 2apaHmupa, ve ce npuidea mouHama 003da.

Creo omcmpansnsane Ha 8vb30yuiHume Mexypiema, Modice 0a sUoume JUHUsL 8 KOHMPOIHOMO
nposopue. Tosa e Hopmanno.

2. MnxexTHpaiiTe Simponi KaTo M3M0J3BaTe NPeABAPUTEHO HAITBJIHEHATA NN CAJIKA

XX

IIpopes 3a
uzbupaHe
Ha /103aTa

3apaiiTe npeanMcaHaTa 1032
3aBbpTeTe OyTanoTo, A0KATO JIMHUATA 32 NpenucanaTta Bu no3a ce n3paBHu ¢ mpopesa 3a u3dupane
Ha no3ata. [IpenBapuTenHo HambIHEHATA MHCATIKa € TOTOBA 3a U3MOJI3BaHE.

H360p Ha no3a:
0,1 ml
0,15 ml
0,2 ml
0,25 ml
0,3 ml
0,35 ml
0,4 ml
0,45 ml
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CnEpn

BbBenere uriiara u 3aAPbKTE HA MACTO

BAKHO: He oTnensiite npeBapUTEIHO HAITBIHEHATA MHACANKa OT KOKaTa 110 BpeMe Ha
uHKekTHpaHe. OpamKeBUAT MPEANa3uTeN Ha UTjaTa e ce 3aKII0YH 1 HiMa Ja MOJIy4rTe ITbJIHaTa
J03a.

He naruckaiite 6YTaJ'IOTO, JOKAaTO BBBEKAATC UI'JIaTa.

[IputHcHeTE ¥ 3aIpBKTE BhpXa Ha MPeIBAPUTEITHO HAITBITHEHATA TIHCAJIKa TaKa, Ye OPaHKEBUAT
TIpeIna3nuTell Ha UIJiaTta ja ce n30yTa Harope, JJ0KaTo crpe. Mallka 9acT OT OpaHKeBHS Mpena3uTel
III€ € BCE OILE BUANMA.

HNnskexTupaiite Simponi

Hpomm)iceTe Ja IPUTUCKATE NPCABAPUTCIIHO HAITbJIHCHATA IMUCAaJIKa KbM KOXKaTa.
BaumarenHo HaTHCHETe OyTaqoTo JOKATo CIIpe.

AKo e 3aJaJIeHa MAJIKa 1033, 0yTaJI0TO e ce NPHABHAKH CAMO MAJIKO.

JocTtaBeHaTa 103a MOXKeE J1a ce OTBBPAM, KaTo ce IOIJIe/IHe [Ipope3a 3a u30upaHe Ha J03ara.
He oraensiite Bee olie peBapUTEIHO HAIIbIHEHATA IIMcalka OT KOXKaTa.
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3aapmnikTe, Cjie]l TOBA OT/AeJ€eTe

[IpoapimxeTe qa MpUTHCKATE MPEIBAPUTEITHO HAITBIHEHATA IMACAIKA KbM KOXKAaTa 3a MPUOIH3UTEITHO
5 CeKyH[u.

Hopwmanno e 1a BuauTe Majako KOJIUYECTBO OCTAHAIO JICKAPCTBO B KOHTPOIHOTO IIPO30PHUE.
Otnenere mpeABapUTEITHO HAITBIHEHATA MMHUCAKa OT KOXKaTa.

OpanXeBUAT Opea3uTell Ha UTiaTa 1€ C€ YIBIKUA U 3aKII0YH.

3. Cnen nmpujiarane Ha MHKEKIMATA

H3xBBpIeTe NpeABAPUTENHO HATbJIHEHATA MUCAJIKA

W3xBBpIIeTe MpeaBapuTeIHO HAThIHEHATA ITHCAIKa B KOHTEHHEP 3a OCTPH OTIAIbIM BEAHATA CIIE]T
yropeoa.

Tps0Ba 72 cTe CUTYPHH, Y€ U3XBBPIISATE TBIHUSA KOHTCHHED CIOpE]] MHCTPYKIMUTE Ha Barus iekap
WIN MEHUIMHCKA CECTpa.

235



IIpoBepeTe MACTOTO HA HHKEKTUPaHe

Ha Ms1cTOTO Ha HHXEKTUPAHETO MOKE J1a C€ TIOSIBU MAJIKO KOJTMYECTBO KPbB UM TEUHOCT.
IIputrcHeTe MACTOTO Ha MHXKEKTHUPAHE C TaMYK WJIM MapJid U 3aJpbKTe, TOKaTO KbPBEHETO CIIPE.
He pa3tpuBaiiTe MACTOTO Ha MHKEKTHUPAHE.

AKO € He00X0TUMO, MOXKETE J]a IIOKPUETe MSCTOTO Ha MHXKEKTHPAHe C JieneHka. BameTto
UHXEKTUPaHE IPUKITIOYH!
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JIncroBka: nuH(popManus 3a NOTpedUTENA

Simponi 50 mg uH:KeKUMOHEH Pa3TBOP B NPeABAPUTEIHO HATBJIHEHA MU CAJIKA
ronmumymab (golimumab)

IIpoueTeTe BHUMATEIHO LSJIATA JIUCTOBKA, PN 12 3all04YHeTe 1A NPUarate T0Ba JeKapcTBo,

Thil KaTO TS CbAbPsKAa BakHa 32 Bac nndgopmanus.

- 3anaszere Ta3u JUCTOBKA. MOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMare HIKaKBH JOTBIHUTEIHH BBIIPOCH, ITonuTaiiTe Bamms nekap, papmareBt nin
MEIUIMHCKA CcecTpa.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha Apyru xopa. To Moxe
Jla IM HaBpeIy, He3aBUCHMO Y€ TIPU3HAIIMTE Ha TIXHOTO 3a00JsBaHe ca ChITUTE KaTo Bammre.

- AKO IOJTyYUTE HAKAKBU HEXKEJIAHU PEaKIlny, yBeJoMeTe Baius nekap, GpapmarieBT wiu
METUITMHCKA cecTpa. ToBa BKIIIOUBA U BCHUKH BH3MOKHH HEKETaHU PEaKINH, HEOTTUCaH! B
Ta3u JUCTOBKA. Bikre Touka 4.

Bammsr nexap e Bu nage xapra Ha maiuenTa, KOsTo ChAbpKa BaxkHa HH(popMaIus 3a 6€301macHoCT,
KOsITO TpsiOBa 1a Bu e u3BecTHa, nmpean Aa 3al0YHeTe JICUYCHUE U [0 BpeMe Ha JICYEHUETO ChC
Simponi.

KakBo cbabp:ka Ta3u JHCTOBKA

KakBo npencraisgBa Simponi 1 32 KaKBO Ce M3I10JI3Ba
Kakso Tps0Ba 1a 3HaeTe npeu 1a U3Moj3Bate Simponi
Kak na nsznonzsate Simponi

BB3MOXHU HEKENTaHN PeaKIUuH

Kak na cpxpansiBate Simponi

ChIrbprkaHue Ha OTIAKOBKATA U OIIBJIHUTEIHA HHPOpMAIIUS

AR e

1. Kakgo npeacraBiasa Simponi 4 3a KaKBo ce H3M0J13Ba
Simponi cbIbpKa aKTUBHOTO BELIECTBO, HAPEUEHO TOIUMyMa0.

Simponi npuHAIIEKHN KbM IpyIa JIeKapcTBa, HapedueHu ,,yaxuouropu Ha TNF”. To ce uznonssa npu
BB3PACTHM 32 JICUCHUE HA CIICTHUTE BB3MAIUTEIHHU 3200 sIBAHNS:

. PeBmaTousieH apTput

. IIcopuatuueH apTpur

o AKcualleH CIIOHMIIOAPTPHUT, BKIFOUHTEIHO aHKHIIO3UPAIL CIIOHIMITUT U HEPEHTIeHOTpadCKH
AKCHAJIEH CIIOHIMIOAPTPUT

. Yauepo3eH KoIuT

Ipu neua, Ha BB3pACT 2 TOJMHHU U MO-TOJIEMH, Simponi ce U3IM0JI3Ba 3a JieueHHe Ha
NOJIMAPTHKYJIApeH I0BCHWICH UIMONIATHYCH apTPHT.

Simponi O650kHpa JeCTBUETO HA MPOTEHH, HApeUeH ,,TyMop-Hekpotusupan] dakrop anda” (TNFa).
To3u npoTenH yyacTBa BbB BB3MAIMTEIHUTE MPOLECH U OJIOKUPAHETO My MOXKE Jja OTPaHUuuIn
BB3NAJICHUETO B Oprann3Ma Bu.

PeBmaronsien apTpur

PeBMaTOMIHUAT apTPUT € BB3NATUTEIHO 3a00JsIBaHE HAa CTaBUTE. AKO UMaTe aKTHUBEH PEBMATOHICH
apTpUT, IBPBO Iie Bu jiekyBaT ¢ Apyru JiekapcTBa. AKO HE € TIOBIHUSICTE JOCTAThYHO J00pE OT THX,
Moxe na Bu npeanumaTt Simponi, koiTo me Bu ce nmpuiara B koMOMHAIUS ¢ APYTO JIEKAPCTBO,
Hape4eHO METOTPEKcar, 3a:

L4 IMMOTUCKAHC HA TPU3HALIUTC U CUMIITOMUTC Ha 3a0omsaBaneTo Bu.
L4 3a0aBgHE HA YBPCKAAHCTO HA KOCTUTC U CTABUTC Bu.
L4 HO,Z[O6p$IBaHC Ha (1)I/I3I/I‘IGCKOTO Bu cecrosHume.
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IlcopnaTnyen apTpur

[IcopuaTHUHUAT apTPUT € BB3NATUTEIHO 3a00JsIBaHE HA CTABUTE, OOMKHOBEHO CHII'BTCTBAHO OT
TICOPHUA3UC — BB3MAIUTENHO 3a00IsIBaHe Ha KOoXKaTa. AKO MMaTe akKTUBEH MICOPUATHUCH apTPHT, IbPBO
uie Bu nexyBar ¢ apyru gekapcTBa. AKO HE ce MOBIUSETE IOCTATHYHO JTI00pe OT TAX, Moxke J1a Bu
npeanyuatr Simponi, 3a:

° MOTHCKaHEe Ha MPU3HAIINTE U CHUMIITOMUTE Ha 3a00i1sBaHeTo Bu.
) 3a0aBsHE Ha YBPEKIAHETO Ha BaluTe KOCTH U CTaBH.
) nomo0psiBaHe Ha (U3nIecKoTo Bu cheTosiHuE.

AHKWIO3MPAI CIIOHIWIMT U HEPEHTTeHOrpa)cKH aKCHAJIEH CTIOHANUJI0APTPUT
AHKHUJIO3UPAIIUAT CHOHMINT U HEPEHTTeHOTPadCKN aKCHAIIEH CIIOHAMIOAPTPUT Ca Bh3MAITUTEITHHA
3a00I1BaHUs Ha TPHOHAYHUS CTHI0. AKO MMaTe aHKIIIO3UPAII CIIOHIMIAT WA HEpEHTTeHOrpadCcKu
aKCHaJIeH CIIOHIWIIOAPTPHT, IBPBO Iie BU JIeKyBaT ¢ IpyTH JIeKapcTBa. AKO HE C€ TIOBJIHUSICTE
JIOCTaThUHO J0OpE OT TAX, MOXKe 1a Bu npeanumar Simponi, 3a:

° MOTHCKaHEe Ha MPU3HAIINTE U CHUMIITOMUTE Ha 3a001s1BaHeTo Bu.

° noo0psiBaHe Ha (u3ndeckoTo Bu cheTosHueE.

Yiaueposen koauT

VY IIepo3HUST KOTUT € BB3MaIUTEIHO 3a00IsBaHe Ha YepBaTa. AKO UMare yJIepo3eH KOJIHT,
IbpBOHAYAIHO 1ie By ObaaT nagenu apyru gekapcTBa. AKO TE3H JIEKapcTBa HAMAT AOCTaThYHO 100BD
edexT npu Bac, 3a neuenue Ha Bamero 3a0omnsaBane me Bu npeanumar Simponi.

IMoauapTUKyJIapeH WBEHUIEH WIHONIATHYEH APTPUT

[MomuapTUKyNapeH IOBSHUICH UINOMATHYCH apTPUT € BH3NATUTEIHO 3a00sIBaHe, KOCTO MPUUNHSIBA
cTaBHa 00JIKa ¥ MTOyBaHe IMPH Aela. AKO NMaTe MOJIMapTUKyIApeH IOBEHUIIEH HIHONATHIEeH apTPHT,
ppBO 1€ By ObaaT mpuitoskeHu IpyTrH JeKapcTBa. AKO HE ce MOBIMSABATE TOCTATHYHO OT TE3H
JieKapcTBa, 1e Bu 0b1¢ mpuioxeH Simponi, B KOMOWHAIMS ¢ METOTPEKCAT 3a JICUCHUE Ha
3a00JIIBAaHETO.

2. Kaxgo TpsidBa 1a 3HaeTe nmpeaun aa u3noJspare Simponi

He u3nou3saiite Simponi

o AKO cTe ajepTuiHHU (CBPHXUYBCTBUTEIHH) KbM TOIMMYyMa0 MM KbM HSIKOSI OT OCTaHAIUTE
CHCTaBKM Ha TOBA JICKApCTBO (M30pOeHHU B TOUKa 6).

o Axo nmare Tyoepkynosa (Th) unu npyra texxka uHexuus.

o AKO MaTe yMEPEHO TEeXKKa MM TeXKa ChbpACYHA HEJOCTATHYHOCT.

AKO He cTe CUTYpHH JIajli HAKOE OT H30poeHuTe ce oTHacs 3a Bac, roBopere ¢ Bamus nexap,
(hapMareBT WM MEJULMHCKA CECTpa Mpeay Ja 3alloyHeTe J1a U3M0JI3BaTe Simponi.

Hpezlynpemz]eﬂnﬂ U NpEeANasHu MEPKHA
FOBOpeTe ¢ Bamms JICKap, (bapMaL[eBT WM MCOULIMHCKA CECTpa, MPEAn Aa U3I0JI3BATC SlmpOIll

Wudbekumu

YBenomere He3abaBHO Bamms iekap, ako Bede UMaTe Wik pa3BUETe CHMITOMH Ha HHPEKIHS 11O

BpEMe Ha JISYCHUETO cbC Simponi. CUMITOMUTE Ha MH(EKIMS BKIIOYBAT ITOBHUIICHA TEMIIEPATypa,

Kamuimaa, 3aayx, FpI/IHOHOI[OGHI/I CUMIITOMU, nHUapursd, KOKHU paHU, HpO6JIeMI/I CBC 3B0UTE MIIA ImapeHe

IIpU ypUHUPAHE.

o [To BpeMe Ha J1e4eHNETO ChC Simponi MOXKeE Ja CTe MO-TOIATIIMBU KbM pa3BUTHE HA HHPEKITHH.

. HHpekuunuTe MOXKeE J1a ce pa3BUAT MO-0bP30 U J1a ca Mo-TeXKu. OCBEH TOBA HAKOHU CTapH
MH(EKIUN MOXKE /1a CE MOSBAT OTHOBO.
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Tybepxynosa (Th)

HezabaBHo yBenomeTe Bamus nekap, ako 1o BpeMe Ha JISYSHHUETO WIIH CIIE]] HETO Pa3BUETe

cumnromu Ha Th. Cumnromure Ha Th BKIIOYBAT yropuTa Kalniuia, 3aryda Ha Terjio, ymopa,

IMOBUIICHA TEMIICPATypa WJIN HOIIHU U3IIOTABAHUA.

] Psnxo ca noknansanu ciydau Ha Th npu nanyenTy, 1eKyBaHu chc Simponi,
BKJIFOUUTEITHO MPHU NALUEHTH, KOUTO ca MpueMaiu Jiekapcrsa 3a Th. BamusT nekap e
Bu na3znaum uscnenBanus, 3a na nposepu ganu umare Th, kato 1ie 3anuiiie pe3ynTaTuTe
OT T4X BbB Baiara kapra Ha nanueHra.

o MHoro e BaxXHO Jia yBeromuTe Bamms siekap, ako Hsikora cre 6osienyBanu ot Th nnu cre
0wy B OTM3BK KOHTAKT ¢ 0oJieH miu Oonexysain oT Th.

. Axo Bamwsr nekap npeneHy, 4e cTe U3JI0KEHHU Ha ITOBULIEH PUCK OT pa3Butue Ha Th,
npeau Aa 3al0vYHeTe Ja U3Moa3BaTe Simponi, MOKe 1a ObJeTe JIEKyBaHHU C JIEKapCcTBa 3a
TB.

Bupyc na xenamum B

o YBepomere Bammst nekap, ako cTe HOCUTENU Ha BUpYyca Ha XenatuT B nim ako umare,
WIY CTE MMaJIM XeNaTuT B, mpeu 1a 3anovynere JeueHne cbe Simponi.

o YBenomere Bamms nekap, ako cMsTare, ye cTe 3aCTpalleHH OT 3apa3siBaHe C BUpyca Ha
xemnarur B.

° Bamusar nekap me Bu uscnensa 3a xenatut B.

o [Ipu nanyeHTH, KOUTO Ca HOCUTEJH HAa BUPYCa Ha XemaTUT B, ieueHnero ¢ HHXHOUTOpU

Ha T NF, KaTo Simponi, MOXKE Ja JOBCAC N0 PCAKTHBALIMA HAa BUPYCA, KOATO B HAKOU
CJIydyan MOXC 11a 6’L,Z[e JKUBOTO3acCTpaliaBalia.

HUnsasuenu evouunu ungexyuu

AKO cTe KUBEIU WIH IbTYBaJIH B 00JIACTH, KbACTO MH(PEKIINH KaTO XUCTOILIA3MO34a,
KOKIUANOUJIOMHUKO3a TN OJJACTOMHKO3a ca YeCTO CpellaHy, He3a0aBHO yBegoMeTe Bamis
nekap. Te3u nHPEKIH ce MPUIUHSBAT OT ONPEJIeJICHH BU0OBE I'bOMYKH U MOTAT J]a 3aCErHAT
Oenure 1poOOBE WM Apyra YacT Ha TSUI0TO. AKO He 3HaeTe Aalli Te3U MH(EKINH ca YECTH B
o0acTTa, B KOSITO CTE JKMBEJIU I ITBTYBAIIH, MTOoNMTaiTe Bammst nekap.

Pak u numdom

[Ipenu na 3amouyHeTe fa U3Moy3BaTe Simponi, yBegomere Bamms nekap, ako cTe UMalii 1Mar{osa Ha
miMdom (BUI pak Ha KPHBTA) WIIH JAPYT BHJ| paK.

Axko u3non3Bare Simponi wiu apyr uHxuOuTOop Ha TNF, pucksT 1a passuere nuMdom mim
JpyT BUI paKk MOXeE Ja Ce MOBULIH.

[ManuenTHTE C TEXBK PEBMATOHJICH aPTPUT WITH JPYTo BH3NAIUTEIHO 3200JsIBaHe C ToJsIMa
JABHOCT MOYeE J]a €a C MO-BHCOK OT CPEIHHS PUCK 33 pa3BUTHE Ha TUMQOM.

[Ipu Hsxou pena u roHoH, NekyBaHu ¢ TNF-010kepu ca ce pa3Buiin pakoBH 3a00NIsBaHus,
BKJIFOUYUTEITHO HETUIMYHH BUJIOBE paK, KOUTO B HAKOU CITy4au ca JOBETH 10 CMBPT.

B penxu cnyvau npu nanuenTty, npuemantu Apyru TNF-6mokepn, e HabmoaaBaH ocoOeH U
TEXBK THIT TUMQOM, HapedeH xenaronueHaneH T-kinerbueH auMpom. [Toedero ot Te3n
NalKUeHTH ca OMIIN IOHOIIM WM MIIAAN Mbxke. To3u TUI pak OOMKHOBEHO BOAM A0 CMBPT.
[TouTy BCHMUYKH OT T€3U MAIMEHTH ca IIPHUEMaJIH ChIIO JIEKAPCTBa, N3BECTHU KaTO a3aTHOIIPHH
wim 6-mepkanromnyput. Mapopmupaiite Bamms nekap, ako mpuemMare a3aTHONPHUH HITH
6-MepKanTOMypHUH €THOBPEMEHHO ChC Simponi.

[NanuenTuTe C TEXKa EPCUCTHPAINA aCTMa, XPOHUYHA 00CTPYKTHBHA OenonpoOHa doect
(XOBDB) mnu TexXKUTE MyIlauyd MOXKeE Ja ca ¢ T0-BUCOK PHCK OT Pa3BUTHE HA paK MpH JICUCHHUE
cbe Simponi. Ako umare Texka nepcuctupania acrma, XObb nin nymmre MHoro, TpsibBa na
oO0cwaute ¢ Bamus nekap nanu jgedenuero ¢ naxuobutop Ha TNF e moxxonsimo 3a Bac.
Hsikou manmeHTH, JIEKyBaHU C TOIMMYMa0, ca pa3BIIIN OTPE/ICIICHU BHOBE paK Ha KOXKaTa.
Kaxere na Bammus nekap, ako 1o BpeMe WK Clie/ TepanusiTa ce MosIBIT HIAKaKBH IPOMEHH BbB
BHUJIa Ha KOXKaTa WM 00pa3yBaHUs 10 KOXKara.
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CeprieyHa HEAOCTATEYHOCT

He3za6aBHo yBenomete Bammms nekap, ako umare HOBU WM IPOrPECHUPAIId CHMITOMH Ha ChpJeYHa

HeAO0CTaThYHOCT. CUMIITOMHTE Ha ChpJIeYHa HEJOCTATHYHOCT BKIIIOUBAT 3ayX WUJIH MOJyBaHE Ha

Kpakxara.

o JloknaziBaHM ca ChOOIIEHHMS 3a Pa3BUTHE HA HOBA HJIM BIIONIABAHE HA CHIIECTBYBAIIA 3aCTOWHA
Chbp/ICYHA HEJOCTATHYHOCT MpH JeueHne ¢ naxubutopu Ha TNF, BkmrounTenHo Simponi.
Hsikon ot mauueHTHTE Cca MOYNHAIY.

o AKO MMarTe JIeKa ChbpIeYHa HEJOCTaThUHOCT U CTE Ha JIeYeHHE cbe Simponi, Bammst nekap
TpsiOBa na Bu npociensBa BHUMaTENHO.

3aboinsBaHus HA HEPBHATA CUCTEMA

Heza6asHo yBemomeTe Bammmst mekap, ako Hikora Bu e mocTaBsHa quarfosa Ha JEMUCTHHI3UPAIIO
3a00JIsIBaHE KaTO MHOKECTBEHA CKIIEpO3a WM pa3BHUETe CUMIITOMHU Ha TakoBa. CHMIITOMHUTE MOTaT Jia
BKITFOYBAT MPOMEHHU B 3PEHUETO, CIIA00CT B PBIETE U KpaKaTa, U3TPHIIBAHE WU MPaByYKaHE B KOSTO U
Jla € 4acT OT TAI0TO. Barmwmsar jekap 1e pemu ganu tpsosa aa Bu ce npunara Simponi.

Ornepanuy uiyd CTOMaTOIOTHYHY MPOIEAYPHU

. YBenomere Bamus nexap, ako Bu mpeacTou onepanys Wiy CTOMaTOJIOTHYHA IPOIIeaypa.

. YBenomMere Xupypra Wi CTOMaToJIora, U3BbPIIBAII [IPOLeAypaTa, Ye CTe Ha JIEYSHHE ChC
Simponi, kaTo uM nmokaxere Bamara kapTa Ha manueHTa.

ABTOVMMYHHH 3a00JsIBaHUS

YBenomere Bamms nekap, ako pasBueTe CHUMITOMH Ha 3a00JsiBaHe, HapeyeHo nymyc. CUMITOMUTE
BKIIIOYBAT YIIOPHUT OOPUB, OOJIKU B CTABHUTE H yMOPA.

o Wma penku ciyyan Ha pa3BUTHE Ha JIYITyC MIPU XOpa, JeKyBaHu ¢ nHxuoutopu Ha TNF.

3abossBaHUs Ha KPbBTa

HpI/I HAKOU MAIMEHTU OPraHU3MBT HE € B CbCTOSAHHUE Jia IIPOMU3BEIKAAa JOCTAThYHO KPBBHU KIJICTKH,
KOHTO J]a My MoMarar Jia ce 6opu ¢ HHQEKIMUTE U JIa CIUpaT KbpBeHeTo. CBbpxkeTe ce He3abaBHO C
Bamms nekap, ako pa3BueTe BUCOKa TeMIIepaTypa, KOsITO He OTMHHABA, JIECHO Bu ce mosBsBaT
KPBBOHACSAAHUS WM KbPBUTE, WK U3TJIEKAAaTe MHOTO Onenu. Bamms nekap Moske 1a pemy Ja crpe
JICYCHHUETO.

AXO HE CTe CUTYpHH JIalli HAKOE OT H30POEHHTE MO-TOpe ChCTOSHUS ce OTHAcs 3a Bac, roBopere ¢
Bamms nekap vnm dapMmareBt, peu Jia 3amovHeTe jia U3noi3eare Simponi.

Bakcunanuu

Yeenomete Bamus ekap, ako Hackopo Bu e mpaBena wim nipeactou Aa Bu 6b/1¢ HanpaBeHa BaKCHHA.

o Jlokato cTe Ha JeueHue che Simponi, He TpsiOBa 1a Bu ce mpasst onpeeneHr (3KUBU) BAKCHHH.

o Hskou BakcHHAIIMU MOTAT Ja MPeAU3BUKAT HHPEKIUU. AKO CTe MOy4yaBaan Simponi, JOKATO
cte Oua OpemenHa, Bamero 0e6e MOe 1a € ¢ TIOBHUIIICH PUCK OT pa3BUTHE Ha TaKaBa
MH(EKIYs B IPOIbIDKEHHE Ha MPUOTU3UTENHO 6 Mecela cllel MOCIeHaTa 103a, KOATO CTe
NOJIYYMJIM IO BpeMe Ha OpeMeHHoCTTa. BaxkHo e na nHpopmupare nexaps Ha Bamero 6e6e u
JPYTU MEJMIIMHCKY CHEIHAINCTH 332 CBOETO JIEYeHUE Che Simponi, 3a Jia MOTaT Te Jia periat
kora Bamero 6ebe Moxe 1a Obe BAKCHHUPAHO.

T'oBopere ¢ nekapst Ha aeTeTo Bu OTHOCHO BaKCHHAIIMKMTE Ha JIeTeTO0. BCcHuky BakcHHU TPsAOBa Jia
ObJIaT MMOCTABEHHU I10 CXEMa IIPEIH J1a Ce MPHIIOKHU Simponi, ako € Bb3MOXKHO.

TepaneBTHYHU HHPEKIIMO3HU areHTH

YBenomere Bamus nekap, ako Hackopo ca Bu npunoxwin nnu Bu npencrou na Bu npunoxar
JIeYeHHE C TepaneBTUYeH MH(peKuno3eH areHT (karo nactuiaauus Ha BCG, ninon3BaHa mpu JedeHne
Ha paK).

AJIepTUYHH peakIuu
Kaxere na Bamus nekap Begnara, ako pa3BUETE CUMITOMHU Ha alepruuHa peakuus ciael JICUCHUETO
Bu c¢be Simponi. CUMITOMHTE Ha aJiepruvHa Peakiusg MOKE Ja BKIIIOYBAT IMOAyBaHe Ha JIHUIIETO,
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YCTHHUTC, YCTaTa UJIU I'bPJIOTO, KOCTO MOXKEC Aa JOBCAC 0 3aTPYAHCHUC MTPU MMPCIIIBIIAHC WM AUIIAHEC,
KOXCH 06pI/IB, YpTUKapus, IOAYBAHC HA JJIAHUTC, XOAWUJIaTa UJIHN ITIC3CHUTC.

. Hsixon oT Te3u peakuuu MoKe Ja ca CEpUO3HU WIH PSAKO KUBOTO3aCTpalllaBallIH.
. Hsxou ot Te3u peakiuu ca ce MOSBUIIM CJell TbPBOTO NPUIIOKEeHHE Ha Simponi.
Jena

He ce npenopruBa ynorpebara Ha Simponi rpu Aena Ha Bb3PaCT 0[] 2 TOAUHHU C TOJTHAPTHKYIAPEH
IOBEHWJICH UAMONATHYEH apTPHT, Thil KATO HE € POYYBaH MPH Ta3H rpyIna MaleHTH.

JApyru nexapctBa u Simponi

. Wudopmupaiite Bamist gekap unv hapManeBT, ako U3MOI3BATE, HACKOPO CTE U3MOI3BAIN HITH
€ Bb3MOXKHO J1a U3II0JI3BATE APYIH JIEKAPCTBA, BKIIFOUUTEIHO BCUUKH JPYTH JIEKAPCTBA 32
JICYCHUEC Ha pCBMATOUIACH apTPUT, IIOJIMAPTUKYJIIAPCH FOBECHUJICH UIUOIIATHUYCH apTPUT,
NICOPUATHYCH apPTPUT, aHKUIIO3UPAILl CIIOHIMIINT, HEPEHTTeHOTpa(CcKu aKchasIeH
CIIOHAWJIOAPTPUT UIIN YJILEPO3EH KOJIHUT.

o He tpsi0Ba na u3non3sare Simponi ¢ JeKapcTBa, ChAbPKAILM AKTUBHUTE ChbCTABKH aHAKUHPA
w1 abatauent. Te3u iekapcTBa ce U3I0I3BAT 3a JICUeHHE Ha PeBMaTUUHU 3200 sIBaHU.

o YBepomere Bammst nexap unu hapManeBT, ako IpueMate Jpyry JeKapcTBa, KOUTO BIMSAAT
BBPXY UMyHHATa CHCTEMA.

. He tpsi6Ba na moyuaBare omnpejeneHu (KUBH) BAKCHHH, IOKATO U3MON3BaTe Simponi.

AXO HE CTe CUTYpHH JIaJli HAKOE OT H30POCHHTE MO-TOpe ChCTOSHMUS ce OTHAcs 3a Bac, roBopere ¢
Bamms nekap vnm dapMmareBt, pey Jia 3amovHeTe j1a U3noi3eare Simponi.

BpemMeHHOCT M KbpMeHe

[penu na nsnonzsate Simponi, yBenomeTe Bamms iekap, ako:

o cTe OpeMeHHa WM TUIaHUpaTe Aa 3adpeMeHeere, 1oKato usnon3sate Simponi. MHpopmarusTa
3a epeKkTHTE HA TOBA JICKAPCTBO NPU OPEMEHHH JKE€HU € OTpaHnYeHa. AKO CTE Ha JICYEHHE ChC
Simponi, Tps0Ba xa n30ATBaTE 320peMeHsABaHe, KaTO M3MIOJI3BATE aJeKBAaTHA KOHTpPALCTILHS,
JIOKaTo ce JIEKyBaTe U IMoHe 6 Mecela clie]l ToClieIHATa WHKEKIU Ha Simponi. Simponi TpsiOBa
Jla ce U3IO0JI3Ba 110 BpeMe Ha OPEMEHHOCT caMO aKo JICYCHUETO € aOCOIOTHO HEOOXO0IMMO 32

Bac.

. TpsiOBa 1a ca M3MHUHAJIHU MTOHE 6 Mecela OT MOCISIHOTO IPUIIOKECHHE Ha Simponi peau aa
3amoyvHeTe 1a KbpMute. Ako Bu npencroun nedenue cbe Simponi, TpsiOBa 1a cripere na
KbPMHUTE.

o AKo cTe mony4yaBainu Simponi 1o BpeMe Ha OpeMeHHOCTTa, Banrero 6e6e Moe Ja € ¢ MOBHIICH

pHCcK oT pa3BuTHe Ha HHQeKusa. BaxxHo e na nahopmupare iekaps Ha Bamero 6e6e u npyrure
MEANIMHCKA CTICIIMATINCTH 32 CBOETO JISYeHHE Che Simponi, npean Bamero 6ebe ma 6b1e
BaKCHHHUPAHO (3a [MoBeue HH(pOpMaI¥sl BIKTE pa3/ielia 3a BAKCHHAIIIH).
AKO cTe OpeMeHHa WJTH KbpMHUTE, CMATATE, Y€ MOXKE J1a CTe OpeMeHHa WU ITUIaHupaTe OPEeMEHHOCT,
MOCHBETBalTE ce ¢ Bammms nexap wim dapManeBT npeau yrnorpedaTa Ha TOBa JIEKapCTRBO.

Ilodupane u padoTa ¢ MAIIUHU

Simponi moBmUsABa B Mallka CTENEeH criocoOHOCTTa BY 2 modupare u 1a u3nona3Bare HHCTPYMEHTH
WM MallliHA. BBhIpekn ToBa ciel IpuiioKeHne Ha Simponi MOXe Jla ce OB 3aMaiiBaHe. AKO TOBa
ce CIIy4H, He Mo(pUpaliTe U HE U3I0JI3BaAlTe HMHCTPYMEHTH MJIH MAIlTUHH,

Simponi cbaABpIKa JaTeKc, COPOUTOJI M IMOJIMCOpOaT

CBDT)X‘-IVBCTBI/ITCIIHOCT KBbM JIaTCKC

Kamauero na urjara, 4aCT OT IMMPEABAPUTCIHO HAITbJIHCHATA ITHCAJIKa, CbAbPiKa JIaTCKC. Twit kato
JAaTEKChT MOKE J1a IPEAN3BUKA TEXKKH aJeprUUHU peakiuy, yBenomere Bamus nekap, ako Bue nnu
YOBEKBT, KOMTO ce TprxkH 3a Bac, cTe anepruyHu KbM JaTekc.

Henonocumoct kM copbuton
Tosa nekapctBo chabpka 20,5 mg copouron (E420) BbB Besika npeaBapUTEIHO HATBIIHEHA THCAIKA.
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Hoaucop6bar 80
Tosa nekapctBo cpappka 0,075 mg nonmucopdar 80 (E433) BB Besika IpeABAPUTEHO HAITbIHEHA

nucaika. [TonucopbaTtuTe Morar jia IPUUUHAT AIEPrUYH peaknuu. TpsoBa faa kaxere Ha Bamus
JIeKap, aKo UMaTe YCTaHOBEHU AJIEPTHH.

3. Kak na uznoJszBarte Simponi

Bunaru usnonsBaiite ToBa JEKapcTBO TOYHO KakTo Bu e kazan Bammsar nekap wim gpapmaneBT. AKo
HE CTEe CUTYpPHH B Helllo, TonuTtaiiTe Bamms iexap wim gapmanesT.

Koaxo Simponi ce npuiara
PeBMaTOI/II[eH apTpuUT, ICOPUATUYCH apTPUT U aKCUAJICH CIIOHAMNIIOAPTPUT, BKIIFOUUTCIIHO
AHKHUIIO3MPAIL] CTIOHTUIIUT U HEPEHTTeHOTPapCKH aKCHalleH CIIOHAHIIOAPTPHUT:

o [penopbunrennara qo3a e 50 mg (CbabpkaHUETO Ha | MpeBaApUTEITHO HAITBITHEHA ITHCANIKA),
NPUIOXKEHA BEJHBX MECEYHO Ha eIHa U ChLIa Jara.

. IIpenu wetBbpTaTa Bu no3a ce 06ppHeTe KbM Bamusg nexap. Bamuar nekap e onpenenu qanu
JICYCHUETO ChC Simponi TpsAOBa Aa MPOIBIIKH.
o Axo texure noeue ot 100 kg, nozata mosxe na 6b11e moBumena Ha 100 mg

(CT»,Z['Bp)KaHI/IeTO Ha 2 NpEABAPUTCIIHO HAITBJIIHCHA HI/IcaJ'IKI/I), NPUITOKCHU BECAHDBIK
MCCCYHO Ha €1Ha U ChbIa Jarta.

[HonuapTukynapeH I0BEHIIEH UIMOMaTHYEH apTPHUT MIPH Jela Ha Bb3PacT 2 TOAUHU U MO-TOJIEMHU:

. [Ipu manueHTH ¢ TeeCHO Terio Haii-Maiko 40 kg npenoppunTenHata 103a € 50 mg npunoxeHa
BEJHBK MECEUHO Ha €]1Ha U ChIlla AaTa BCEKU Mecell. [Ipn manyeHT ¢ TenecHo Teryo Mo-Majiako
ot 40 kg e nanmuna 45 mg/0,45 ml npenBapuTeTHO HAITBJIHEHA K CANKA. BammsT nekap e
OTIpe/IeNTN TOYHATA /1033, KOATO Ja IMpuiarare.

. T'oBopete c nekaps Bu, npenu npunoXxeHUETo Ha 4YeTBbpTaTa Ao3a. Jlekapar Bu mie npenenu
JlaNy J1a IPOABJDKUTE JIEYCHUETO ChC Simponi.

Yiiepo3eH KOIUT
. Tabnuiara mo-10y MOKa3Ba Kak 00MYaifHO Ie MpreMarte ToBa JIEKapCcTBO.

Hauano na neuenuero Havamna mo3za ot 200 mg (chabpikaHUETO Ha 4 TIpeABAPUTEITHO
HaITBTHEHH MHUCATKH ), TTocheaBana ot 100 mg (ChabpikaHUeTo Ha
2 IpeIBapUTEIHO HATBJIHCHU MTUCAIKH) 2 CEMUITU MO-KBCHO.

[Nonabpxamo neueHue ° [Ipu naruentu ¢ terno nox 80 kg, 50 mg (chabpkaHUETO HA
1 mpenBapuTETHO HATBITHEHA MTHUCANIKA) 4 CEAMMIIU CIIE]
nocnenHoTo Bu neyenue, ciex ToBa Ha BCEKH 4 CEIMULIU.
Bammsr nexap moxxe ga peru na npeanuie 100 mg
(chabpKaHMETO Ha 2 TIpeIBapUTEIHO HAITBIHEHU THCAIKU), B
3aBHCHMOCT OT TOBa, KaK c€ MOBIUABATE OT Simponi.

° [pu naruentu ¢ terno 80 kg wnm moseue, 100 mg
(chappKaHMETO Ha 2 MIPEIBAPUTETHO HAITBIHEHHU THCAIKH)
4 cenqmunu cien nociaenHoTo Bu nedenue, cien ToBa Ha BCEKU

4 cenqMHUIIN.
Kak ce npusara Simponi
o Simponi ce npuiara ype3 HHKEKIHS Mo KoXkaTa (MIOJKOKHO).
° B naganoro Bammsr nekap wim MeIuImHCKa cecTpa Moxke 1a Bu nmkekTrpa Simponi. Bue n

Bammsr siekap obade Moxke J1a pelmTe, 4e MOXKeTe caMy Jla CH MHXKeKTHpare Simponi. B To3u
cirydaii mie Obaere 00y4eHH Kak caMy ja CH MHXKEKTHpare Simponi.
ToBopere ¢ Bamwist jiekap, ako nMare BBIIPOCH OTHOCHO MOCTABSHETO HA MHXKEKIUATA. B kpast Ha Ta3u
JIUCTOBKA I1[¢ HAMEPUTE TOAPOOHH ,, IHCTpYyKIMHK 32 yroTpeda”.
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AKO cTe N30JI3BAJIM IIOBe4Ye 0T Heo0XxoanuMaTa q103a Simponi

AKo cTe U3non3Baiy Wi Bu e npuiioskeHa TBbpAE BUCOKA 103a Simponi (MK 4pe3 HHKEKTUPaHe Ha
€IHOKpaTHa BUCOKA /1033, WIN Upe3 TBbPAE YECTO IPUIIOKEHHE), He3a0aBHO roBopere ¢ Bamus sexap
iy hapmaneBT. BuHaru HoceTe cbe cebe cu KapTOHeHaTa ONaKOBKa, IOPU T4 J1a € Ipa3Ha, U Ta3u
JIUCTOBKA.

AKO cTe MPONMyCHAJIM 1A U3MoJ3BaTe Simponi
AKo cTe 3a0paBIiTy 1a MHXKEKTUpaTe Simponi Ha MUIaHUpaHaTa JaTa, IPUIokKeTe MPOITycHaTa 103a
BeJ[Hara IOM CH CIIOMHUTE.

He uznon3paiiTe qBOMHA /1032, 32 1a KOMIIEHCUPATE MPOITyCHATATa J103a.

Kora ma cu nmxekTupaTe cieapaiiaTa 103a;

. AKO cTe 3aKbCHENHU € ITO-MaJIKO OT 2 CeIMUIIN, HHKEKTHUpATe MpoIycHaTaTa A03a BeJAHara
CJIeT KaTo CH CIIOMHHTE U MPOIBIDKETE IO MEPBOHAYAIIHATA CXEMa Ha MPIIIOKCHIE.
. AKO CTe 3aKbCHEJH C TIOBEYE OT 2 CeIMUIIN, NHKEKTHpaTe MpoITycHaTaTa 03a BelHara cies

KaTO CH CIIOMHUTC U CC CBBPIKCTC C Bamms JICKAp Wjin q)apMaL[eBT, 3a J1a IIOIIMTaTe Kora Jga
HWHXKCKTHUPATC CJICABallaTa 103a.

Axo He cTe CUTYPHHU B HCIIO, nonuTaiTe Bamms JICKap v Q)apMaueBT.

AKo cTe cipesin ynorpedaTta Ha Simponi
AKO 0OMHCIISITE J]a CIIpeTe MPUIIOKEHUETO Ha Simponi, TEPBO 00ChAETe ToBa ¢ Bamms nekap uinu
(apmarieBT.

AKO UMate HAKaKBH JOMBIHUTEIHHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKapCTBO, MOJIS
nonuTaite Bamus nekap, papManeBT WM MEAULIMHCKA CECTpa.

4. Bb3MOKHU HexkeJIaHU peaknuu

KaxTo Bcuuku nekapcTBa, TOBa JIEKapCTBO MOXKE Ja MPeIn3BUKa HEXKeJIaH! peakilui, BHIIPEKH Ye He
BCEKHU TH osTydaBa. [Ipy HIKOM MAIMeHTH MOKe J1a Ce pa3BUAT CEPUO3HH HEXEJIaHU PeaKluu, KOUTO
HaJjarar jedeHue. PUCKBT OT MosiBa Ha ONPEEIIEHN HEKENAHN PEAKIMHU € MO-TOJIIM TIpU 1032 OT

100 mg B cpaBHeHue ¢ 103a oT 50 mg. Hexxenanu peakuy MoraT J1a ce pa3BHUAT M 10 HAKOJIKO Mecela
cJIe]l ocIeIHaTa MHKEKIIUS.

HezabasHo yBenomete Bamus nekap, ako 3a0enekute HIKOS OT CISIHUTE CEPUO3HH HEXKETaHH

JIEKapCTBEHU PEAKITHH, BKIFOUBAIIH:

. aJlepru4HM peaKkuu, KOUTO MOraT Ja ObJaT CEPUO3HU, WIH PSIAKO
skuBoTO3acTpamaBamm (peaku). CUMITOMHU Ha aleprUYHA PEaKIUs MOTaT Ja BKIIOYBAT
MOAYyBaHE Ha JIMILIETO, YCTHUTE, YCTAaTa WIH I'bPIOTO, KOETO MOXKE J1a IPUUMUHU 3aTPYIHEHO
MperIbIaHe WK AWIIaHe, KOXXCH 00pHB, KOITPUBHA TPECKa, IIO{yBaHEe Ha PBIIETE, XOAUIaTa
WK TIIe3eHnTe. HAKou OT peakiuuTe ce MosIBsIBAT CJISHA IbPBOTO MPUJIOKEHHE Ha Simponi.

. cepuo3nu unpexuun (BkaounTesano Th, 6akrepuannn unpexun BKIOYUTETHO
Cepuo3HM NH(PEeKIUN HA KPbBTA U IHEBMOHHUSA, TeKKH I'bOUMYHN NH(PEKIUH U APYyrU
onopTIHUCTHYHHA HHPexkun) (dectn). CuMnToMuTe Ha WHPEKINS MOTAT J]a BKIFOYBAT
MOBHILIEHA TEMIIEpaTypa, yMopa, Kanuiiia (ynopuTa), 3aayX, TpUIION0I00HN CUMIITOMH, 3aryba
HAa TETJIO, HOIIIHO M3IOTSABAHEe, JUapusl, paHH, TPOOIEMHU ChC 350HTE U MMapeHe MPHU ypUHUPAHE.

. NMOBTOPHO AKTUBHPAHE HA BUPYCAa HA XenaTuT B, ako cTe HOCUTE WJIN B MUHAJIOTO CTe
0oJsienyBasiu ot xenaTuT B (psiako). CuMnToMuTe MOTaT Aa BKIIOYBAT HOXKBJITIBAHE HA
KOXKaTa ¥ OYHMTe, ThMHOKA(sIBO OI[BETSABAHE HA YpUHATA, 00JIKA B JsICHATA CTpaHa Ha KOpeMa,
TeMIiepaTypa, rajieHe, IOBphIIaHe U CUITHA YMOpa.

. 3a00/15iBaHe HA HEPBHATA CUCTEMA KATO MHOKeCTBeHA CKJepo3a (psaako). CHMIITOMUTE HA
3a00IIBaHe HA HEPBHATA CUCTEMAa MOTaT J1a BKIIOYBAT TPOMEHH B 3PEHUETO, CIA00CT B PHIIETE
U KOJICHETE, U3TPBIIBAHE WM MpaByUIKaHEe Ha pa3IMYHU YacTH Ha Bamrero Tsuo.
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pak Ha JumbHuTe BBH3M (uMdpom) (paako). CumnroMuTe Ha TMMQOMa Morar a BKIFOUBAT

MoTyBaHe Ha JIMM(HUTE BB3IIH, 3aryda Ha TETJIO WK MTOBUIIICHA TeMIIepaTypa.

Chbp/iedHA HEAOCTATHYHOCT (PsiaAko). CHMIITOMHUTE HAa ChPICYHA HEAOCTATHUHOCT MOTaT Jia

BKJIFOUBAT 33JyX WIH MTOAyBaHe Ha Xxoaunara Bu.

NMPU3HALM HA HAPYUIEHHUsI HA HMYHHATA CUCTEMA, HApeYeHu:

- Jaynyc (psinko). CHMITOMUTE MOTaT Jia BKJIFOUBAT CTaBHA 0OJIKa MJIM OOpUB 110 Oy3HTe
WJIN PBIETE, KOWUTO € YyBCTBUTEIICH KbM CITHHIIETO

- capkouj03a (psaako). CUMOTOMUTE MOTAaT Ja BKIIOYBAT YIOPUTA KAlIMLA, 3ayX,
0oJKa B IbpUTE, MOBUILIEHA TEMIIEpATypa, MoAyBaHe Ha TUM(HUTE BH3IIH, 3ary0a Ha
TETJI0, OOPHUBH IO KOXKaTa M 3aMBIJICHO 3PCHHE.

Bb3NaJIeHHe HA MAJIKNTE KPBBOHOCHH ChA0BE (BaCKYJIMT) (paako). CUMITOMUTE MOTAaT Aa

BKITIOYBAT ITOBHUIIIEHA TEMIIEpaTypa, TIaBo0oiue, 3aryda Ha Terio, HOITHYU H3IOTIBaHU, 0OpUB

Y HEBPOJIOTUYHH MTPOOIIEMH KaTO U3TPHIIBAHE WU MpaBydYKaHE.

Pak Ha Ko:kaTa (HedecTo). CUMOTOMUTE HA PAK HA KOXKAaTa MOTaT Ja BKIIOYBAT IPOMEHU BbHB

BBHIIHUS BUJ| Ha KOXKaTa WM 00pa3yBaHHs 10 KokaTa Bu.

3a0oJisiBaHe HA KPBBTa (4ecTo). CHMITOMHUTE Ha 3a00sIBaHE Ha KPHBTA MOTAT J1a BKIFOYBAT

yIopuTa TeMIeparypa, MHOTO JIECHO HACHHSBAHE WU KbPBEHE, WM CHITHA OJIETOCT.

pak Ha KPBBTA (JieBKeMusl) (psaKo). CHMITOMUTE Ha JICKEMUS MOTAT Ja BKIIOYBAT

MOBHIIIEHA TEMITEPATypa, YyBCTBO Ha yMOpa, YeCTH WH(EKIINH, IECHO TTOCHHSIBAHE W HOIITHI

W3TOTSIBAHWSL.

Kaxere He3abaBHo Ha Bamus nekap, ako 3a0enexnre HIKOU OT U30POCHUTE CUMITTOMH.

IIpu npuio:xkenne Ha Simponi ca Ha0TIOAABAHM CJIEHHTE JONBJIHUTEIHH HEeKEJIAHU PeaKum:
MHoOr0 YecTr He)KeJIaH! peaKIuy (MOTaT J1a 3acerHar mosede ot 1 Ha 10 manuenTtu):

WHpekuny Ha TOpHUTE TUXATEIIHU TBTHUINA, Bh3MAJICHNE Ha I'bPIIOTO, APE3raB Iiac, Xpema

YecTu HeXenaHu peakiuu (Moxe aa 3acer”ar 1o 1 ga 10 aymm):

[Ipomenu B uepHOaPOOHHUTE MOKA3aTeNH (IOBUIIABAHE HA YePHOAPOOHHUTE CH3UMH),
YCTaHOBEHM IIPU U3CIEABAHUATA HA KPBBTA, HAllpaBeHU OT Bamws nekap.
3aMastHOCT

I'maBoGomnue

W3tpbnBaHe iy MpaBy4YKaHe

[MoBbpXHOCTHH I'bOMYHH UH(EKIIUH

Abcrec

bakrepuannau napeKyn (KaTto HeryIuT)

Hucbk Opoii Ha YepBEeHHUTE KPHBHH KIICTKH

Hucsk Opoii Ha Oenute KPbBHU KIETKH

Tlo3uTHBEH KPBBEH TECT 3a JIYILYC

AnlepruyHu paxkiuu

Jlomo xpanocMusnane

Bbonka B cromaxa

T'anene

T'pun

Bponxur

Wndexnus Ha cuHycuTe

Xepnec

IIoBHIIEHO KPBBHO HaJsIraHe

IToBumena Temneparypa

ActMa, 3a51yX, XpUIITEHE

Hapyenns Ha cromaxa 1 4epBara, KOUTO BKIOYBAT Bb3IIAJEHUE Ha JIMTaBUIATa HA CTOMaxa U
ne0esnoTo YepBo, KOETO MOXKeE Jja IPUIMHU BHCOKA TEMIIepaTypa

Bosika u s13BU B ycTaTta

Peakumu Ha MSICTOTO Ha HHKEKTHpaHe (BKIIIOYUTEITHO 3a4epBsIBaHe, YIIbTHABAaHE, O0JIKa,
KpbBOHACSAIAHE, ChPOEK, U3TPBIBAHE U Jpa3HEHE)

Koconan
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OO0puB 1 cppbex Ha KOXKaTa

be3cbHue

YyBCTBO HA MOTUCHATOCT

UyBcTBO Ha cimaboct

CuynBaHe Ha KOCTH

Juckomdopt B 001acTTa Ha IPBAHUS KOIII

Heuectn Hexxenanu peakimu (Moxe aa 3acersar g0 1 ga 100 nymm):

brOpeuna nndexus

PakoBu 3a0071s1BaHUs, BKIIIOYUTEIIHO PAK HA KOXKAaTa U HEPAKOBH 00pa3yBaHUs MU OYUKH,
BKIIFOUUTEITHO OEHKU

Koxnu Mexypu

Texxka nHMEKIUs pasnpocTpaHeHa U3 LEIUs OPraHU3bM (CEICHC), B HIKOU CIydan
BKITIOYHTEITHO HUCKO KPBBHO HAJISITaHe (CENTHYEH IIO0K)

[copuasuc (BKIFOYUTEINHO 10 JJIAHUTE W/WIIA XOIUIIaTa, W/IITH o] popMaTa Ha KOXKHH
MEXypH)

Hucsk Opoii Ha TpomOoLuTHTE

006110 HECBHK OpOIl HA TPOMOOLUTUTE, YEPBEHUTE U OCIINTE KPBBHU KIETKU
Hapymenus Ha muToBHaHATA KITe3a

[loBuiieHne Ha HUBaTa HA KPbBHATA 3aXap

[loBuiieHne Ha HUBaTa HA KPBBHHS X0JIECTEPOT

Hapymenus B paBHOBECHETO

3pUTETHN CMYILECHHS

Bb3nanenue Ha OKOTO (KOHIOHKTUBHT)

Ouna aneprus

VYcemane 3a HepaBHOMEPEH ChPACUCH PUTHM

CrecHsBaHE HAa KPBbBOHOCHHUTE CHJIOBE Ha CHPLIETO

Cecupen B KpbBTa

3ayepBsiBaHE Ha JTULIETO

3amex

XPpOHUYHO BB3MAIUTENHO 3a001s1Bane Ha Oenute Ipodose

Kucenunn

Kambhu B xTpuKaTa

Hapymenus Ha yepaus apo6

Hapymenus va repaute

MeHncTpyanHu HapyILeHUs

Penxn nexxenanu peakuuu (Moxke fa 3acerdar 10 1 ga 1 000 gymm):

HeBb3MOKHOCT Ha KOCTHHUSI MO3BK J1a TPOU3BEXKIA KPHBHU KIIETKH
CuitHO HamarieH Opoii Ha OenuTe KPhBHU KIICTKH

Wudexnust Ha cTaBUTE WK Ha ThKaHUTE OKOJIO TSX

3abaBeHO 3apacTBaHe HA paHH

Brananenue Ha KPbBOHOCHUTE CHJIOBE HA BHTPEITHUTE OPTraHu
JleBkemust

MenanoMm (BHI pak Ha KOXKaTa)

Mepken-KiIeTh4eH KapIHOM (BH]I paKk Ha KOXKaTa)

JIuxeHouIHU peakiuy (ChpOsIl YSPBEHUKABO-THIIAB KOKEH OOPHUB M/UIM HUIIIKOBUIHU CHBO-

0e TMHUY BBPXY JIUTaBULIUTE)

JlrocmiecTa, Jomienia ce Koxa

Hapymenns Ha uMyHHaTa cucTemMa, KOUTO MOXKeE Jia 3acerHar Oenure IpoboBe, KoxkaTta
JUM(pHUTE B3I (Hal-4eCcTO IPOSIBEHH KaTo CapKOM103a)

Bonka u mpomsiHa B 11BeTa Ha NPBCTUTE HA PBLETE WIM KpaKaTa

[Ipomsina Ha BKyca

Hapymenus Ha TUKOYHHUS MEXYp
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o Hapymenus Ha 660penure
o Brananenue Ha KPHBOHOCHUTE CHJIOBE HA KOXKaTa, KOETO BOJU /10 00pUB

Hexenann PEAKIIMHK C HCM3BECTHA YCCTOTA!

o Psanpk THI pak Ha KpBBTA, 3acsrail IpeIuMHO MJIaau Xopa (XenaronueHaieH T-KieTbueH
mmMpom)

o Capkom Ha Kanommu-psiako cpeman pak, CBbp3aH ¢ HH(PEKIKs C YOBEIIKH XepIeceH BUpYC 8.
Capkom Ha Kanormmu Haii-uecto ce cpeina moj ¢popmara Ha ypIypHA U3MEHEHUS BEPXY
KOJXKaTa.

o Bromasane Ha 3a00isBaHe, HAPEUEHO ,,IEPMATOMHO3UT  (KOETO Ce MPOSIBSIBA KATO KOXKEH

00puUB, PUIPYKEH OT MyCKYyJIHA cabocT)

Cho0maBaHe HA HeJKeJIAHU PeaKINA

AKO TIONTyunTe HAKAKBU HEXKEJIaHU JIKAPCTBEHH PEaKIIiH, yBenroMere Bammwist nexap, hapManeBT Wim
MEIUIMHCKA cecTpa. ToBa BKIIFOUBa BCHUKH BH3MOXKHU HEOIMCAHU B Ta3U JIMCTOBKA HEXEJIAaHH
peaxiui. MoskeTe ChIIOo 1a ChOOIINTE HEeXENaH! peaklliy IMPEKTHO Ype3 HallMOHAJIHATa CHCTeMa 3a
cbobmaBane, mocoueHa B Ilpunoxenue V. Karo cpobiiaBare HexxeIaHU peakvy, MOXKETe Ja JajieTe
CBOSI IPUHOC 3 [OJTy4aBaHe Ha MoBeve HH(POopMAaIis OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansibate Simponi
o Jla ce cbXpaHsiBa Ha MsCTO, HEIOCTBIIHO 32 JeLa.
o He n3non3Baiite TOBa 1€KapCTBO €I CPOKA HAa TOJHOCT, OTOETSI3aH BEPXY €THKETA CIIeN

,,EXP* 1 BbpXy KapTOHEHATa OIIaKOBKa cie ,,['oneH n0:“. CpoKbT Ha TOAHOCT OTTOBaps Ha
MOCIIEAHUS ACH OT TOCOYEHUS MECEIL.

. Ja ce cpxpanssa B xiagmmHuk (2°C — 8°C). [la He ce 3ampa3zsBa.

. CobxpansBaiiTe IpeIBAPUTEIHO HAITBJIHEHATA MTMCAIKa B KAPTOHEHATA OMAKOBKa, 3a J1a Ce
Mpeanasy OT CBETIUHA.

. ToBa JiekapcTBO MOXKE J1a CE ChbXPaHsIBa ChILO U3BBH XJIAWIHUKA, IPU MaKCUMAaIIHA

temneparypa 1o 25°C, ennokpartHo 3a nepuox 1o 30 AHU, HO HE U CJIe]] 1aTaTa Ha H3THYaHe Ha
I'BPBOHAYATIHUS CPOK HA TOJHOCT, Hale4yaTaH BbPXy KapTOHEHaTa onakoBka. Hamuiere HOBHs
CPOK Ha TOJIHOCT BBPXY KapTOHEHATa OMAaKOBKa, BKIFOUUTEITHO JIeH/Mecel/ToinHa (He moBeye
o1 30 mHU, cien KaTo JICKApCTBOTO € M3BAACHO OT XJIaIuiIHuKa). He BpbIiaiiTe TOBa JIEKapCTBO
00paTHO B XJIaAUIHHKA, CIIe[ KaTo € JOCTUTHAJIO CTaifHa Temmeparypa. M3xBepiere ToBa
JIEKapCTBO, aKO He O'b/ie M3MOI3BAHO B PAMKUTE HA HOBHSI CPOK Ha TOAHOCT HJIM CPOKa Ha
TOJTHOCT HaleyaTaH BbPXY OIAKOBKATa, B 3aBUCUMOCT OT TOBa KO € MO-paHEeH.

. He m3non3Baiite ToBa JEKapCTBO, aKO 3a0€IeKUTE, Y€ Pa3TBOPBT HE € OUCTHP 10 CBETIIOKBIT,
4e € MBTEH WU ChIbprKa Uy>KIH YaCTUIIH.
o He H3XB’prﬂﬁTe JICKapCTBaTa B KaHA/IM3aluATa UJin B KOHTeﬁHepa 3a JOMAIllHU OTIIaAbIIH.

Ilonuraiite Bamms JICKap Wi (I)apMaueBT KakK 1a U3XBBPJIIUTC JICKAPCTBATA, KOUTO BCUC HC
n3non3pare. Te3n MCPKH 1II€ CIIOMOIrHAaT 3a OI1a3BaHC Ha OKOJIHATa Cpca.

6. Cun)pma}me Ha OMAaKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cbabp:xa Simponi

AKTUBHOTO BEILECTBO € ronumyMad. EnHa npeasaputenno HanbiaHeHa nucainka ot 0,5 ml ceappika
50 mg romumymao.

Hpyrure cberaBku ca: copouron (E420), XucTuauH, XUCTUAMHOB XUIPOXIOPHI MOHOXUAPAT,
nonucop6ar 80 (E433) u Boja 3a MHXEKIMU. 3a JOBJIHUTENHA HH)OpMAaLKs OTHOCHO COPOUTOI
(E420) u monmucop6ar 80 (E433), BuxkTe Touka 2.

Kak n3ruexna Simponi 1 KakBO CbAbpika ONMNAKOBKaTa

Simponi ce 10cTaBs KaTO MHKEKIMOHEH Pa3TBOP B MIPEABAPUTEIHO HAITBIHCHA ITHCAJIKA 32
eJHOKpaTHa yrnoTpeda. Simponi ce J0CTaBs B OIAKOBKH, ChABPIXKAIIM | MpeABApUTEIIHO HAIIbJIHEHA
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MUcajika ¥ TpylnoBU OMMAKOBKH, CbAbPIKAIIIN 3 (3 OIIaKOBKH OT 1) MNpEABAPUTCIIHO HAITBJIIHCHU
nucanku. He Bcruku BHUOOBC OIMAKOBKHU MOrart aa 6’I>,I[aT ITyCKaHU B npoz[a>i<6a.

Pa3TBOpBT € GUCTBP /10 JIEKO ONaNecIeHTeH (C MepieH OsChK), OE3IBETEH /IO CBETIOKBIT U MOXKE J1a
CHIbpKa MaJIKU MPO3pavuHu WiK Oenu MpoTenHoBU yacTuli. He n3nonspaiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH LBSIT, MBTEH WJIM ChABPKAIll BUIUMH TYKIH YACTULIH.

IIpuTexartes Ha pa3pelIeHUETO 32 ynoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaureJ
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a JOITBJIHUTCIIHA I/IH(i)OpMaIJ;I/Iﬂ OTHOCHO TO3H JICKAaPCTBCH IIPOAYKT, MOJIsA, CBBPIKETE CC C JIOKAJTHUA
NPENCTaBUTEN Ha IPUTEKATEIS HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: 0800 93 377 Tel: +370 5 278 68 88
info_belux@its.jnj.com lt@its.jnj.com

bbarapus Luxembourg/Luxemburg
»JPKOHCBH & JI>koHCBHH bbarapus” EOO/] Janssen-Cilag NV

Temn.: +359 2 489 94 00 Tél/Tel: 800 29 504
jjsafety@its.jnj.com info_belux@its.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD
TIf.: +45 4594 8282 Tel: +356 2397 6000
jacdk@its.jnj.com

Deutschland Nederland
Janssen-Cilag GmbH Janssen-Cilag B.V.
Tel: 0800 086 9247 / +49 2137 955 6955 Tel: 0800 242 42 42
jancil@its.jnj.com info_nl@its.jnj.com
Eesti Norge

UAB "JOHNSON & JOHNSON" Eesti filiaal Janssen-Cilag AS
Tel: +372 617 7410 TIf: +47 24 12 65 00
ee@its.jnj.com jacno@its.jnj.com
E)AGda Osterreich
Janssen-Cilag ®appokevtiky Movorpdommn Janssen-Cilag Pharma GmbH
A.E.B.E. Tel: +43 1 610 300

TnA: +30 210 80 90 000
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Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvépog Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

I[aTa Ha MOCJEAHO MpepasrjacKaaHe Ha JUCTOBKaTa

IMompoOHa uH(popMalys 3a TOBa JEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBpornelickara areHius
1o JiekapcTBara https://www.ema.europa.cu.
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HNHCTPYKIINUA 3A YIIOTPEBA

AKo KejlaeTe caMH 1a HHKeKTHpaTe Simponi, Tpsi0Ba 1a 6baeTe 00y4yeHH 0T MeTUIIUHCKHA
CHEeNMAJIMCT KaK /1a MOAroTBATE HHKEKIHSATA U 12 A MOCTaBsATe. AKO He CTe MPeMUHAJIM TAKOBa
o0y4eHue, MOJIs1, CBBbp:KeTe ce ¢ Bamust jiexkap, MeIMIUHCKA cecTpa WiH ¢papManesT, 3a 1a CH
HACPOYHTE Cpelna 3a o0yueHue.

B Te3n HUHCTPYKIOHU:

1. IToaroroBka 3a U3MOJI3BaHE Ha NMPEABAPUTEITHO HATBITHEHATA ITHCATIKA
2 W36upane 1 MoArOTBsIHE HA MSCTOTO 32 HHKEKTHPaHE

3. MuxeKkTHpaHe Ha JIEKapCTBOTO

4 Crnen HHXEKTHUpPaHETO

Ha auarpamara mo-moiny (Bruxkrte urypa 1) € moka3aHo Kak W3IIIeXkKIa MPEIBAPUTEIIHO HallbIHEHATA
nucaika ,,SmartJect®.

3eneH KOHTPOJSHO noBAMrHaTa 4acrt
obesonacutened nposopye Ha OyToHa
UMNUMHABLP

partaHa
M3TUYaHe
3aUluTHa npo3paYvyHo Ha CpokKa
Kanadka neneHka NOKpuTHe Ha rogHocT
Ourypa 1
1. IloaroTroBka 3a U3MOJI3BaHe HA MPEABAPUTETHO HATbJIHEHATA MUCAJIKA
° Huxora He pa3kianiaifte npeaBapuTeIHO HAITbTHEHATA MHCATKA.
° CastiiTe KanmavkaTa Ha MPEABAPUTEIIHO HAITBTHEHATA MHCAJIKa CaMO HEMOCPECTBEHO MPETN
WHKCKITUSTA.
° He nocrassiiiTe 00paTHO Kamavkara Ha PEABAPUTEIHO HATbIIHEHATA MTUCANIKA, CJIE]] KaTO
BEIHEBXK € CBaJIEHa, 3a JIa N30€rHeTe OrbBaHe Ha MIJIaTa.
ITpoBepeTte Oposi HA IpPeIBAPUTEIHO HAIBJIHEHUTE MUCAJIKHU
IIpoBepeTte nmpeaBapUTETHO HAITBTHEHUTE MUCAJIKH, 32 J1a CE YBEPUTE, UC
° OpOoSAT MpeIBapUTEITHO HATBITHEHU MTUCAIKH U KOJIMYECTBOTO aKTUBHO BENIECTBO Ha /1032 ca
MIPaBUITHH
o Axo no3ata Bu e 50 mg, mie B3eMere eHa NpeABapUTEIHO HAIMbIHEHA nucaika oT 50 mg
o Axo gozara Bu e 100 mg, e B3emere ABe MpeABapUTETHO HATBIHEHH MTUCAIKH OT

50 mg u uie TpsAOBa a CU HampaBUTE JBE WHXKEKIUK. 30epeTe /IBe pa3inyHu MecTa 3a
TE3W MHXXEKIUH (HaIp.eIHaTa HHXEKIHA B IICHOTO Oeapo, a IpyraTa B JIIBOTO Oeapo),
KaTo ITOCTABUTE MH)KEKIIMUTE €/IHa CIEA ApyTa.
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e} Axo no3ata Bu e 200 mg, 11e B3eMeTe YeTUPH NPEABAPUTEIIHO HAITBJIHEHU MTUCAIKU OT
50 mg u 1ie TpsiOBa Ja CH HaNpaBUTE YSTHPH HHXKEKIMHU. M30epeTe pa3inyHu MecTa 3a
TE3H MHXKEKITMH KaTO IMOCTaBUTE MHXKEKITUUTE €THA CIIe IpyTa.

IIpoBeperte cpoxa Ha TOHOCT

o [IpoBepeTe cpoka Ha TOHOCT, HATIEYaTaH WM HAIMCaH BhPXY KapTOHEHATa OMaKOBKa

o IIpoBepeTte cpoka Ha roxHocT (cnex Haganuca ,,EXP) Ha mpenBapuTeTHO HATbJTHEHATA
nHcajkKa.

o He u3non3Baiite npeaBapuTeIHO HATBIHEHATA TUCAJIKA, AKO CPOKBT HA TOJHOCT € U3TEKBIL.

Hanecuarauust CPOK Ha rOAHOCT OTroBaps Ha IMOCICAHNA JCH OT IMOCOYCHUA MECCII. MOJI?I,
O6’BpHeTe C€ 3a nMoMoII KbM Bamms JICKap Wi (bapMaueBT.

IIpoBepeTe 3alIMTHATA JIeNeHKA

. IIpoBepeTe 3amuTHATA JIETIEHKA OKOJIO KalaykaTa Ha TpeBapUTEITHO HAIThIHEHATA MTHCANIKA.

. He uznon3Baiite npeaBapuTEHO HAITBIHEHATA MMACANKA, aKO JISTIEHKaTa € CKbcaHa. Mo,
CBBbpKeTe ce ¢ Bammms iekap nin papmarienT.

H3uyaxkaiiTe 30 MUHYTH, 32 1a MOKe NPeABAPUTETHO HATbJIHEHATA NMUCAJIKA 1A IOCTUTHE CTaiiHA
TeMmepaTypa
. 3a ;a cTe CUTYpHH, Y€ JIEKAPCTBOTO € MHKEKTUPAHO MPABUITHO, U3BAJICTE MIPEABAPUTEITHO
HaITbJIHEHATA MHCAJKa OT KyTHUSITA U 51 OCTABETE HA CTallHA TEMIEpATypa B MIPOABIKECHUE HA
30 MUHYTH, Ha MSICTO, HEIOCTBITHO 3a JIea.

o He 3aronnsiite npeaBapuTeIHO HAITBIHEHATA MMCAJIKA TI0 HUKAKBB APYT HA4WH (HanmpuMep B
MUKPOBBIHOBA ypHA HIIH B TOpPEIIa BOJA).
o He cpansiite kamadero Ha MpeBapUTEIIHO HAITBIIHEHATA MTUCATIKA, IOKATO U3YaKBaTe Jia

JIOCTUTHE CTailHa TeMmepaTypa.

HOI[FOTBeTe OCTaHAJIUTE HeOﬁXO}IHMI/l cpeacrsa
L4 I[OKaTO gakare, MOXKE Ia IMMOAroOTBUTEC OCTAHAJIUTC H606XOI[I/IMI/I Bu CpeACTBA, BKIIFOUUTCIIHO
TaMIIOH, HAaIIOC€H CHC CITUPT, IaMyK WJIX MapJisd U KOII4€ 3a OCTPU OTIIaAbIIN.

IIpoBepeTte TeYHOCTTA B MPEIBAPUTETHO HATBJIHEHATA MUCAJIKA

o [MornemHere B KOHTPOIHOTO PO30PUE, 3a JIa C€ YBEPHUTE, Y€ TEYHOCTTA B PEABAPUTEITHO
HaIbJIHEHATa MUCaJIKa ¢ OMCTpa WK JICKO OMajIeCleHTHA (C TIepJICH OJIACHK) U Oe3I[BETHA JI0
CBETJIOKBITA. Pa3TBOPBHT MOXKeE J1a Ce M3IOJI3BA, aKO ChIbprKa MAJIKU MTPO3PAYHH WU OEIIH
HPOTEHHOBHU YaCTHIIH.

o e 3a0enexuTe U BB3AYIIHO MEXypUe, KOETO € HOPMAJIHO.

o He n3non3BaiiTe mpeaBapuTEIIHO HAITBIHEHATA MHCAJIKA, AKO TEYHOCTTA € C Pa3JIMyCH IIBST,
MBTHA HJIM ChIIbPIKA TIO-TOJIEMH YaCTHIIU. AKO 3a0enexnuTe mogo0Ho Helo, 0ObpPHETE ce KbM
Bamvs nekap win apMaresT.

2. H30upaHe 1 MOATOTBAIHE HA MACTOTO 32 HHKEeKTHPaHe (BUKTe durypa 2)

o JlekapCcTBOTO MOJKE J1a Ce MHXKEKTHpa M0 IpeHaTa MOBBPXHOCT B CpeJHATa YacT Ha Oezpara.

o Moske J1a ce HHKEKTHpa B KOpeMa IO/ ITbIIa, ¢ U3KJII0YEeHHE Ha 30HaTa MPUOIM3UTEIHO 5 cm
MOJ IbIIA.

o He cu nmxexTupaiite 1€KapcTBOTO B 30HHU, B KOUTO KOXKaTta € OoJie3HEHa, C KpbBOHACAIAHNU,
3auepBeHa, JIOLIElIa ce, YIIIbTHEHA WY ¢ O€Ie3U U CTPUU.

o AKO ca HeOOXOANMH HSAKOJIKO MHXEKINHU, HH)KEKLMUTE TPsIOBA Aa ce mpuiaraT Ha pa3iudHu

MECTa 3a MHXXCKTHPAHEC.
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Mecra 3a UHXeKTUpaHe

®durypa 2

A HE umxektupaiite B paMoTO, 3a Jia ce n30erHe noBpeja Ha IpeBapUTEIIHO HallbIHEHATA
TUCallKa W/WIH HEBOIHO HapaHsSBaHE.

HN3muiite PBUETE U MOYUCTETE MACTOTO 3a HHKCKTHUPAHE

. Uzmuiite 1oOpe phlieTe CH ChC CaIlyH U TOIIA BOAA.

° ITouncrere MACTOTO 332 MHKEKTUPAHE C TAMIIOH, HAIIOEH ChC CIUPT.

° N3uakaiiTe Koxarta Jja U3CbXHE, IPEIN Ja HallpaBUTe MHXeKuATa. He nyxaiite u He BelTe Hall
MOYHUCTEHHUSI YUaCThK.

° He nokocBaiiTe MOBTOPHO MOYKUCTEHATA 30HA, MIPEU Aa OCTABUTE UHKEKIIUATA.

3. HNuxexkTHpaHne Ha JIEKAPCTBOTO

° Kanaukata He TpsiOBa ga ce OTCTpaHABa, TOKATO HE CTE TOTOBH JIa CU HHKEKTHUPATE
JIEKapCTBOTO.

° JlexapcTBOTO TpsIOBA /1a C€ MHKEKTUPA 0 5 MUHYTH CIIe]] MaXaHeTO Ha Karavkara.

OTtcTrpaHnere kanaveto (purypa 3)

L Koraro cte roroBu Ja CU MHXKXCKTUPATE JICKAPCTBOTO, JICKO 3aBbPTCTE KallaukaTa, 3a Jia CKbCaTe
3allMTHAaTa JICIICHKA.

L4 W3rernere xanaukara u s H3XBBPJICTE CIICA MHIKCKTUPAHC.

L4 He mocrassiiTe kamadkara OTHOBO, 3allIOTO MOKEC Ja IMOBPCAUTC UIJIaTa B IIPCABAPUTCIIHO
HallbJIHCHATAa ITMcaJiKa.

L4 He u3non3paiite MNPCABAPUTCIHO HAITBJIHCHATA MM CAJIKA, aKO CTC s U3IyCHAJIA, CJIIC KaTO

Karaykarta e MaxHara. AKO TOBa Ce CIIy4H, MOJIs, CBhpXKeTe ce ¢ Bamust nekap uinu hapMarieBr.
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®urypa 3

Omnpere npeIBapUTESTHO HATBJIHEHATA MUCAJIKA B KOXKATa U sl NPUTHCHeTe (BUKTE Urypu 4 u
5) 6e3 1a 3axBamiaTe K0KHAa I'bHKA.

UMNUHABP

®urypa 4
o XBaHeTe yA0OHO MpeaBapUTEIHO HAIIbJIHEHATA [TUCAJIKa C €1HA PbKa HA/l CHHUS OYTOH.
o VYBepere ce, 4e 3eJICHUAT 00€30MacuTeIeH IUIMHIBD € CTA0UIICH U € TUIBTHO MPUJICTTHAN KbM

kokata Bu. Ako MMPEABAPUTECIIHO HAITbJIHCHATA MMCAJIKa HE € crabuIHa Imo BpEMEC Ha MHIKCKIIUA,
PUCKYBATC 1a OT'BbHCTC UIJIaTa.

. HE 3axBamaiite Ko>kHa I'bHKA, 3a Ja H30€THETE HEBOJIHO HapaHsABaHE C UIJIaTa.
. HE nokocBaiite uiayn HaTHCKaiTe CHHUS OYTOH, JOKATO ONPEAETATE MO3ULHATA Ha
IIPEBAPUTEIIHO HAITbIHEHATA MUCAJIKA BbPXY KoxaTa Bu.
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®durypa 5

[IputHcHeTe OTBOpeHUs Kpail Ha MpeIBapUTETHO HATbJTHEHAaTa MUCcAIKa A0 KOKaTa CH MO
npaB bred (90 rpagyca). [Ipunoxkere 10CTaThYHO HATHUCK, 33 /1a CE IUIB3HE 3EJICHUSIT
o0e30macuTeNeH IMIMHIBP HAarope 1 Ja ce 3aIbpKU B MPO3pavyHoTO nokputue. CaMo mo-
HIMPOKaTa 4acT OT 3eJICHUs1 00€e30I1aCUTelIeH LWINHABP OCTaBa U3BbH NIPO3PAYHOTO IIOKPUTHE.
HE naTuckaiite cunus OyTOH IOKAaTO 3€JCHUAT 00€30IMacuTesICH IUJIMHIBD HE CE TUIb3HE
M3LAJIO B IPO3pavyHOTO MoKpuTHe. HatnckaneTo Ha cMHUSA OYTOH MPEIH 3EIEHUSIT
o0e3omacuTeNneH UHINHABD Ja € IPUTHCHAT KbM KOXKaTa MOJXKe J1a I0BeJe 1O OoBpeaa Ha
nycajkara.

Wmxextupaiite 6e3 ga 3axBamare KOyKHa I'bHKA.

Hatucaerte 0yToHa, 32 1a HHKEeKTHPAaTe JIEKapCcTBOTO (BMKTe purypa 6 u 7)

HaTucHeTe
TYK
bpBo ,,LLIPAKBAHE*
Qurypa 6 @urypa 7

HpOI[’b.H)KeTe aa HpI/ITI/ICKaTe Hpe)IBapI/ITeJ'IHO HAIThJIHCHATA IMUCAJIKa KbM KOX>KaTa.
HN3noa3BaiiTe Apyrara cu pbKa 3a HaTUCKaHE HA M3aJeHaTa YacT Ha CMHUA OYyTOH, 32 Ja
3aro4yHeTe MHKeKTHpaHeTo. He HaTtnckaiiTe OyTOHa, aKO MPEABAPUTEIIHO HAIIbJIHEHATA MTHCAIKA
He e MPUTUCHATA J00pe KbM KO0KaTa 1 00€30aCUTEIHUAT IIWINHABP HE CE IUTH3HE B
MPO3PAYHOTO MTOKPUTHE.

Illom e HaTHCHAT, OyTOHBT IIe OCTaHE MOTHHAJ, TaKa Ye HE € He0OXOIUMO Ja TPOIbIKaBaTe Aa
ro HaTHCKaTe.

Axko Bu ce cTpyBa, ue OyTOHBT ce HAaTHCKa TPYAHO, HE TO HaTHCKalTe mo-cuiaHo. OTimycHeTe
OyTOHa, TOBIUTHETE MPEIBAPUTEIIHO HAITBJIHEHATA THCAJIKA W 3alI0YHETE OTHAYAJIO0. YBEpETe
ce, 4e HsIMa HATUCK BbpPXY OyTOHA, IOKATO 3€JCHUAT 00E30TaCUTENCH IIMIIMHABD HE € TUTBTHO
MIPUTHCHAT B KOXaTa, Clie]] TOBa HATUCHETE MU3/[a/ICHaTa YacT Ha OyTOHa.

e uyeTe cujHoO ,,IpaKBaHe* — He ce TpeBOxKeTe. ToBa MBPBO ,,IIPaKBaHe 03HAYaBa, 4e
urjiata € BKapaHa U HHKEKTUPAHETO Ha JIEKAPCTBOTO € 3amoYHaio. Moxe /1a MOIyBCTBATE WU
Jla He TTOYyBCTBaTe yOOKJAaHETO HA UTTIaTa B TO3H MOMEHT.
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He oTnensiiiTe npeIBapUTEeTHO HAITBJIHEHATA MHCAJIKA OT KOKAaTa. AKO OTAPBITHETE
NpeABAPUTEJHO HAITBJIHEHATA MUCAJIKA OT KOKaTa, MOKe 12 He IOCTABUTe IbJIHATA 1032 OT
JIEKAPCTBOTO.

3agpbiKTe MUCaNKaTa, A0KATO He YyeTe BTOPO ,,lipakBaHe* (BukTe purypa 8). Tosa
00MKHOBEHO OTHEMa 0K0JI0 3 10 6 ceKyH/IH, HO MOKe Ja OTHeMe 10 15 cexkyHam, 3a 1a gyere
3ByKa Ha BTOPOTO ,,lIIPaKBaHe®.

4.

®urypa 8

IMpoabikeTe 1a NPUTHCKATE NPEABAPUTETHO HATbJIHEHATA MUCAJIKA B KOKATA, I0KATO
He YyeTe BTOPO ,,lIPAaKBaHe” (KOeTo MOKAa3Ba, Ye MHKEKTUPAHETO € MPUKJIIOYNIIO U
HIJIATA Ce € BbPHAJIA B IPeABAPUTEIHO HATBJIHEHATA MU CAJIKA).

OT)Ip'bHHeTe MMPEABAPUTCIIHO HAITBJIHCHATA IMMHUCAJIKA OT MACTOTO Ha MHKCKTHUPAHE.
3abenexkka: AKO HE 4yeTe BTOPOTO ,,IpaKkBaHe  U34akaiTe 15 CeKyHIu Ciel IbPBOTO
HaTHCKaHe Ha OyTOHA U CJIeJl TOBa OTAPHITHETE IMHUCAIKATa OT MSCTOTO HA MHXKEKTHPAHE.

CJen MHKEKTHPAHETO

H3non3BaiiTe naMyk uJjaM MapJisi

Ha MsACTOTO Ha MH)KEKTHPAHETO MOKE Ja C€ TIOSBH JIEKO KEPBEHE MIIM MAJIKO KOJIMYECTBO
Te4HOCT. ToBa € HOpMaJIHO.

HpI/ITI/ICHeTe MSCTOTO Ha HHKCKTHPAHE C IMTaMYK WJIN MapJid U 3aAPpBXKTE B IPOABJIKCHUEC HA
10 cexynu.

AKO € HeOOXO0IIMO, MOKETE JIa TIOKPHETE MSCTOTO Ha WHIKEKTHUPAHE C MaJIKa JIeTIeHKA.

He pasrpuBaiite koxara.

IIpoBepeTe MPo30pPUYETO — KBJT HHANKATOP MOKA3BA, Ye MPUI0KEHHETO € MPABUIHO (BHXKTE
(urypa 9)

KbaTuat MHIUKATOp € CBBhp3aH ¢ OyTalloTO Ha MPeBApUTETHO HATbIIHEHATA MUcaIKa. AKO
KBIATHAT UHAUKATOP HE CE € MOKa3aJl Ha IPO30PUETO, OYyTAIOTO HE CE € MPUABIKUIIO IIPABHUITHO
Y MH)KEKTHPAHETO HE Ce € ChCTOSIIO.

KBpnTuaT MHAMKATOp 1€ 3aI'bJIHK OKOJIO TOJIOBHHATAa OT KOHTPOIHOTO Ipo3opye. Tosa e
HOPMAJIHO.

AKO XBATHAT UHAUKATOP HE CE€ BUXK/IA B IPO30PUETO WU MOA03UPATEe Ye HE CTE MOMYUMIN
sUIaTa 103a, CBhpKeTe ce ¢ Bamms nexap nnu papmanest. He nocrassiite BTopa 103a, 6€3 na
ce KoHcyJtupare ¢ Bamms nekap.
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MHOMKaTOp

S

®urypa 9

H3XBBpJIsIHE HA NIPeIBAPUTEIHO HATBJIHEHATA nucaiaka (BuxkTe gurypa 10)

. HezabaBHo M3XBBpiIeTe MHUCATKATA B CIICIIMATHO KOHTEHHEP 3a OCTPH OTmarbItu. Korato
KOHTEWHEepa Ce HATBIIHU, IO U3XBBPIIETE, KATO CE YBEPUTE, Y€ CMAa3BATE TOUHO UHCTPYKIUUTE
Ha Bamus nekap wimn MeIuIuHCKA cecTpa.

AKo cMmsTaTe, ye MpHu UHKEKTUPAHETO HeIlo ce € 00BbPKAJIO WK HE CT€ CUTYpPHH, CBBPIKETE CE C
Bamms nekap nnu ¢apmanesT.
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JIncroBka: nuH(popManus 3a NOTpedUTENA

Simponi 50 mg UHKEKIUOHEH Pa3TBOP B NMPEIBAPHTEIHO HATbJIHEHA CIPHHIIOBKA
ronmumymab (golimumab)

IIpoueTeTe BHUMATEIHO LSIJIATA JIUCTOBKA, PN 1A 3aM04YHeTe J1a MPUIarare ToBa JeKapcTrBo,

Thil KaTO TS CbAbPsKAa BakHa 32 Bac nndgopmanus.

- 3anaszere Ta3u JUCTOBKA. MOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMare HIKaKBH JIOBIHUTEIHA BBIIPOCH, MonuTaiTe Bamms nekap, papmareBt nin
MEIUIMHCKA CECTpa.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha Apyru xopa. To Moxe
Jla IM HaBpeJIM, He3aBUCHMO Y€ TPU3HAILMTE HA TAXHOTO 3a00JsIBaHe ca ChIUTE KaTto Bammre.

- AKO TIOJIyYHTe HAKAKBH HEXKEJIaHU peakilny, yBeaoMeTe Bamus iekap, GpapmaieBt nim
METUITMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH BH3MOXKHH HEKEIaHU PEaKIINH, HEOITUCaH! B
Ta3u JUCTOBKA. Bikre Touka 4.

Bamusat nexap mie Bu naze v kapra Ha manyeHTa, KosATO ChIbpiKa BakHa HH(pOpMAIIHS 3a
Oe3omacHOCT, KOSITO TPsIOBa /1a Bu € n3BecTHa, mpeau Ja 3alovYHeTe ISYeHNE U 110 BpeMe Ha
JICYEHUETO ChC Simponi.

KakBo cbIbpiKa Ta3u JHCTOBKA

KakBo npencraisBa Simponi 1 3a KaKBO Ce M3I10JI3Ba
Kakgo Tpsi0Ba 1a 3HaeTe Npeu Ja u3moj3Bare Simponi
Kak na nznonzsare Simponi

BB3MOXHU HEKENTaHN PeaKIUuH

Kak na cpxpansiBate Simponi

ChIrbprkaHue Ha OTIAKOBKATA U OMIBJIHUTEIHA HHPOPMAIIUs

AR e

1. Kakgo npeacraBiasBa Simponi 4 3a KaKBO ce H3M0J13Ba
Simponi cbIbpKa aKTUBHOTO BELIECTBO, HAPEUEHO TOIUMyMa0.

Simponi npuHAIIEKHN KbM IpyIa JIeKapcTBa, HapedueHu ,,yaxuouropu Ha TNF”. To ce uznonssa npu
BB3PACTHM 32 JICUCHUE HA CIICTHUTE BB3MAIUTEIHHU 3200 sIBAHNS:

. PeBmaTousieH apTput

. IIcopuaTtuuen apTpur

o AKcualleH CIIOHMIIOAPTPUT, BKIFOUHTEIHO aHKHIIO3UPAIL CIIOHIMITUT U HEPEHTIeHOTpapCKH
AKCHAJIEH CIIOHIMIOAPTPUT

. Yauepo3eH KoIuT

Sil’l’lpOl’li CC M3II0JI3BA NMPH A€LA Ha BB3PpacT 2 TOAWHHA U MO-TOJIEMU 3a JICUCHUEC Ha IMMOJIMaPTUKYJIIapCH
FOBCHUWJICH UIUOIIATUYCH apTPUT U MPU Aella Ha Bb3pacT 2 TOAWHHU U IIO-T'OJIEMHU C TCIJIO HAQ 15 kg 3a
JICYHCHUC Ha NNEAUATPUYCH YILICPO3CH KOJIMT.

Simponi 6510kHupa AeCTBUETO HA MPOTEHH, HAPEUEH ,,TyMOp-HekpoTusupawl dakrop anda” (TNFa).
To3u npoTenH yyacTBa BbB BB3MAINTEIHUTE MPOLIECH U OJIOKUPAHETO My MOKE J1a OTPaHUYH
BB3MAJIEHUETO B Opranu3ma Bu.

PeBmaronsen apTpur

PeBMaTOI/II[HI/IHT apTpUT € BB3NAJIUTCIHO 3a00JIsiBaHEe HAa CTaBUTE. AKO UMaTe aKTUBECH pPEBMATOUJICH
apTpUT, IBPBO 1ie By NieKyBat ¢ qpyru nekapcTBa. AKO HE ce MOBIUSETE IOCTATHYHO JI00pE OT TAX,
Moxe 1a Bu npeanumaT Simponi, koiTo me Bu ce mpuiara B koMOMHaLuUs ¢ APYTo JIEKapCTBO,
HapeuyeHO METOTPEKCar, 3a:

L4 IMMOTUCKAHC HA TPU3HALIUTC U CUMIITOMUTC Ha 3a0omsaBaneTo Bu.
L4 3a0aBsHE HA YBPCKIAAHCTO HAa KOCTUTEC U CTABUTC Bu.
L4 HO,Z[O6p$IBaHC Ha (1)I/I3I/I‘IGCKOTO Bu cecrosHume.
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IlcopnaTnyen apTpur

[IcopraTHUHUAT apTPUT € BH3NATUTEIHO 3a00JsIBaHE HAa CTABUTE, OOMKHOBEHO CHITBTCTBAHO OT
TICOPHUA3UC — BB3MAIUTENHO 3a00IIBaHe Ha KOoXKaTa. AKO MMaTe akKTUBEH MICOPUATHUCH apTPHUT, IPBO
me Bu nexyBar ¢ apyru gekapcTBa. AKO HE ce MOBIHUsIETE 10CTaThYHO J00pe OT TAX, MoXxe Aa Bu
npeanumar Simponi, 3a:

L4 IMMOTUCKAHC HAa TPU3HALIUTC U CUMIITOMUTC HA 3a0omsaBaneTo Bu.
L4 3a0aBsHE HA YBPCKIAAHCTO Ha BammTe xocTH u craBu.
L4 HO,Z[O6p$IBaHC Ha (1)I/I3I/I‘IGCKOTO Bu cecrosHume.

AHKHJI03MpaLI CHOHIWJIMT M HePeHTreHorpag)cku aKkcuajieH ClIOHIMI0apTPUT
AHKWIO3UPAIIUAT CIOHAWINT U HEPEHTTEHOTpaCK aKCHaJIeH COHAMIOAPTPUT Ca Bb3MAIUTEIIHI
3a00JsIBaHUs Ha TPHOHAYHHS CTHI0. AKO MMaTe aHKUIIO3UpAIIl CIIOHIWIINT WIH HEPEHTIeHOTpadCKu
aKCHaJIeH CIIOHIMIIOAPTPUT, ITBPBO 1ie Bu NieKyBar ¢ ApyrH JekapcTBa. AKO HE ce MOBIUsETE
JOCTaTh4HO A0OpE OT TIX, MOXKe Aa Bu mpeanumar Simponi, 3a:

o NOTUCKAaHE Ha MPU3HAIMTE U CUMIITOMUTE Ha 3a00isiBaHeTo Bu.

o nofoOpsiBaHe Ha pusndeckoTo Bu cherosiHue.

Yauepo3eH KoJUT (IPH BH3PACTHH U MeTHATPHUYHH NALUEHTH)

VIIEepo3HUAT KOJIUT € BB3MATUTENIHO 3200 sIBaHe Ha YepBaTa. AKO HMaTe YIIepO3eH KOJUT,
I'bpPBOHAYAIHO Iie Bu Ob1aT gafgeHu apyru iekapcTBa. AKO Te3M JISKapCTBa HAMAT JIOCTAThYHO 100D
edexT npu Bac, 3a neyenue Ha Bamero 3a6onsBane me Bu npeamumar Simponi.

MommapTuKyJIapeH WBEHUJIEH WINONATHYEH APTPUT

[TonuapTukynapeH FOBEHUICH HINOMATHYCH apTPUT € Bh3MAIUTEIHO 3a00JIIBaHe, KOCTO MPUUHHABA
cTaBHa 0OJIKa U MOJyBaHe MpH Jena. AKO UMaTe MOJIMAPTUKYJIapeH FOBSHIICH UIMOMATHICH apTPUT,
bpBO 11e By Ob1aT MpuitoKeHu IpyTH JeKapcTBa. AKO HE Ce MOBIUABATE TOCTATHYHO OT TE3H
JIeKapcTBa, 1e Bu Ob1e npuitoskeH Simponi, B KOMOUHAIIMS ¢ METOTPEKCAT 3a JICUCHHE Ha
3a00JISIBAHETO.

2. Kaxkgo TpsiOBa 1a 3HaeTe npeau 1a u3noj3Bare Simponi

He n3nou3Baiite Simponi

o AKO cTe ajepru4Hu (CBpbXUYBCTBUTEIHN) KbM TOIUMYMa0 MM KbM HSKOSL OT OCTaHAJIUTE
ChCTAaBKH Ha TOBa JICKapCTBO (M30pOCHH B TOUKA 6).

o Axo nmare Tyoepkynosa (Th) unu npyra texxka uHexuus.

o AKO UMaTe yMEPEHO TEeXKKa MM TeXKa ChbpACYHA HEJOCTATHYHOCT.

AKO He CTe CUT'YPHH JIald HIKOE OT M30pOoeHUTE ce OTHAcs 3a Bac, roBopete ¢ Baius nekap,
(hapmalieBT WM MEAMIIMHCKA CECTpa MPEIHN Ja 3alovyHeTe 1a U3IoJ3Bare Simponi.

Ipenynpe:xnenust 1 Npeana3’Hu MepKu
I'oBopete ¢ Bamms nekap, GpapMarieBT M MEIHIMHCKA CECTPa, MPEAH J1a U3IoA3BaTe Simponi.

Undeknmn

YBenomere He3abaBHO Bamms iekap, ako Bede UMaTe Wik pa3BUETe CHMITOMH Ha HHPEKIHS 11O

BpEeMe Ha JICYCHUETO che Simponi. CHMITOMUTE Ha MH(EKIIHS BKIFOUBAT TOBHUIIICHA TEMIIEpaTypa,

Kamuimaa, 3aayx, FpI/IHOHOI[OGHI/I CUMIITOMU, nHUapursd, KOKHU paHU, HpO6HeMI/I ChC 3’]361/IT6 WJIK IapCHEe

IpU YpUHUPAHE.

o [To BpeMe Ha J1e4eHNETO ChC Simponi MOXKe Ja CTe MO-TOIATIIMBU KbM pa3BUTHE HA HHPEKIHH.

o Undexnunrte Moxe 1a ce pa3BUAT MO-ObP30 U Ja ca mo-TeXKkU. OCBEH TOBa HAKOH CTapu
UHQPEKIIUU MOXKE JIa CE MOSBIT OTHOBO.
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Tybepxynosa (Th)

HezabasHo yBenomeTe Bamus iekap, ako 1o BpeMe Ha JISYSHUETO WIIH CJIe]] HETO Pa3BUETe

cumnromu Ha Th. Cumnromure Ha Th BKIIOYBAT yropuTa Kalniuia, 3aryda Ha Terjio, ymopa,

IMOBUIICHA TEMIICPATypa WJIN HOIIHU U3IIOTABAHUA.

] Psnxo ca noknansanu ciydau Ha Th npu nanueHTy, TeKyBaHu ¢be Simponi,
BKJIFOUUTEITHO MPHU NALUEHTH, KOUTO ca MpueMaiu Jiekapcrsa 3a Th. BamusT nekap e
Bu na3znaum uscnenBanus, 3a na nposepu ganu umare Th, kato 1ie 3anuiiie pe3ynTaTuTe
OT T4X BbB Baiara kapra Ha nanueHra.

o MHoro e BaXHO Ja yBenoMuTe Barms sekap, ako Hsikora cre 6oienyBanu ot Th nnu cre
0wy B OTM3BK KOHTAKT ¢ 0oJieH miu Oonexysain oT Th.

. Axo Bamwsr nekap npeneHy, 4e cTe U3JI0KEHHU Ha ITOBULIEH PUCK OT pa3Butue Ha Th,
npean Aa 3al0vYHeTe Ja U3Io3BaTe Simponi Moxke 1a ObIeTe JEKyBaHH C JISKapCTBa 3a
TB.

Bupyc na xenamum B

o YBepomere Bammst nekap, ako cTe HOCUTENU Ha BUpYyca Ha XenatuT B nim ako umare,
WIY CTE MMaJIM XeNaTuT B, mpeu 1a 3anovynere JeueHne cbe Simponi.

o YBenomere Bamms nekap, ako cMsTare, ye cTe 3aCTpalleHH OT 3apa3siBaHe C BUpyca Ha
xemnarur B.

° Bamusar nekap me Bu uscnensa 3a xenatut B.

o [Ipu nanyeHTH, KOUTO Ca HOCUTEJH HAa BUPYCa Ha XemaTUT B, ieueHnero ¢ HHXHOUTOpU

Ha T NF, KaTo Simponi, MOXKE Ja JOBCAC N0 PCAKTHBALIMA HAa BUPYCA, KOATO B HAKOU
CJIydyan MOXC 11a 6’L,Z[e JKUBOTO3acCTpaliaBalia.

HUnsasuenu evbouunu ungexyuu

AKO cTe KUBEIU WIH IbTYBaJIH B 00JIACTH, KbACTO MH(PEKIINH KaTO XUCTOILIA3MO34a,
KOKIUANOUJIOMHUKO3a TN OJJACTOMHKO3a ca YeCTO CpellaHy, He3a0aBHO yBegoMeTe Bamis
nekap. Te3u nHPEKHH ce MPUIUHSBAT OT ONPEIeICH! BUOBE I'bONYKH U MOTAT J]a 3aCErHaT
Oenute 1poOOBE WM Apyra YacT Ha TsUI0TO. AKO He 3HaeTe Aali Te3U MH(PEKINH ca YECTH B
o0acTTa, B KOSITO CTE JKMBEJIU I ITBTYBAIIH, MTOoNMTaiTe Bammst nekap.

Pak u numdom

[Ipenu na 3amouyHere fa U3Moy3BaTe Simponi, yBegomere Bamms nekap, ako cTe UMalii 1Mar{osa Ha
muMdom (BU pak Ha KPBHBTA) HIIH JPYT BH]| pak.

Axko u3non3Bare Simponi wiu apyr uHxuOuTOop Ha TNF, pucksT 1a passuere nuMdom mim
JpyT BUI paKk MOXeE Ja Ce MOBULIH.

[ManuenTHTE C TEXBK PEBMATOHJICH aPTPUT WITH JPYTo BH3NAIUTEIHO 3200JsIBaHe C ToJsIMa
JABHOCT MOYeE J]a Ca C MO-BHCOK OT CPEIHUSI PHCK 32 Pa3BUTHE HA TUMQOM.

[Ipu Hsxou pena u roHoH, NekyBaHu ¢ TNF-010kepu ca ce pa3Buiin pakoBH 3a00NIsBaHus,
BKJIFOUYUTEITHO HETUIMYHH BUJIOBE paK, KOUTO B HAKOU CITy4au ca JOBETH 10 CMBPT.

B penxu cnyvau npu nanuenty, npuemanu apyra TNF-6mokepu, e HabmogaBan oco0eH U
TEXBK THIT TUMQOM, HapedeH xenaronueHaneH T-kinerbueH auMpom. [Toedero ot Te3n
NalKUeHTH ca OMIIN IOHOIIM WM MIIAAN Mbxke. To3u TUI pak OOMKHOBEHO BOAM A0 CMBPT.
[TouTy BCHMUYKH OT T€3U MAIMEHTH ca IIPHEMAaJIH CHIIO JIEKAPCTBA, M3BECTHU KaTO a3aTHOIIPHH
wim 6-mepkanromnyput. Mapopmupaiite Bamms nekap, ako mpuemMare a3aTHONPHUH HITH
6-MepKanTOMypHUH €THOBPEMEHHO ChC Simponi.

[NanuenTuTe C TEXKa EPCUCTHPAINA aCTMa, XPOHUYHA 00CTPYKTHBHA OenonpoOHa doect
(XOBDB) mnu TexXKUTE MyIlauyd MOXKeE Ja ca ¢ TI0-BUCOK PUCK OT Pa3BUTUE HA PaK NpH JICUCHHUE
cbe Simponi. Ako umare Texka nepcuctupania acrma, XObb nin nymmre MHoro, TpsibBa na
oO0cwaute ¢ Bamus nekap nanu jgedenuero ¢ naxuobutop Ha TNF e moxxonsimo 3a Bac.
Hsaxou nanmenTy, 1eKyBaHH ¢ TonuMyMa0, ca pa3BUIIM OTIpeAeNICHH BUIOBE paKk Ha KoXKaTa.
Kaxere na Bammus nekap, ako 1o BpeMe WK Clie/ TepanusiTa ce MosIBIT HIAKaKBH IPOMEHH BbB
BHUJIa Ha KOXKaTa WM 00pa3yBaHUs 10 KOXKara.
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CeprieyHa HEAOCTATEYHOCT

He3zabaBHo yBenomete Bamms nekap, ako uMare HOBH WM HPOTrPECUPAIIN CHMITOMH Ha ChpAeYHa

HeAO0CTaThYHOCT. CUMIITOMHTE Ha ChP/I€YHA HEAOCTATHYHOCT BKIIIOUBAT 3ayX UJIH MOAYyBaHE Ha

Kpakxara.

o JloknaziBaHM ca ChOOIIEHHMS 3a Pa3BUTHE HA HOBA HJIM BIIONIABAHE HA CHIIECTBYBAIIA 3aCTOWHA
Chp/ICYHA HEJOCTATHYHOCT NPH JeueHne ¢ naxubutopu Ha TNF, BkimrounTenHo Simponi.
Hsikon ot mauueHTHTE Ca MOYNHAIY.

o AKO MMarTe JIeKa ChbpIeYHa HEJOCTaThUHOCT U CTE Ha JIeYeHHE cbe Simponi, Bammst nekap
TpsiOBa na Bu npociensBa BHUMaTENHO.

3aboinsBaHus HA HEPBHATA CUCTEMA

Heza6asHo yBemomete Bammmst nekap, ako HiIkora Bu e moctaBsHa quartosa Ha JEMUCTHHU3UPAIIO
3a00JIsIBaHE KaTO MHOKECTBEHA CKIIEpO3a WM pa3BHUETe CUMIITOMHU Ha TakoBa. CHMIITOMHUTE MOTaT Jia
BKITFOYBAT MPOMEHHU B 3PEHUETO, CIIA00CT B PBIETE U KpaKaTa, U3TPHIIBAHE WU MPaByYKaHE B KOSTO U
Jla € 4acT OT TSUI0TO. Barmar sekap 1e peuu ganu Tpsosa ga Bu ce mpunara Simponi.

Ornepanuy uiyd CTOMaTOIOTHYHY MPOIEAYPHU

. YBenomere Bamus nexap, ako Bu mpeacTou onepanys Wiy CTOMaTOJIOTHYHA IPOIIeaypa.

. YBenomMere Xupypra Wi CTOMaToJIora, U3BbPIIBAII [IPOLeAypaTa, Ye CTe Ha JIEYSHHE ChC
Simponi, kaTo UM Mokaxere Bamara kapTa Ha manyeHTa.

ABTOVMMYHHH 3a00JsIBaHUS

YBenomere Bamms nekap, ako pasBueTe CHUMITOMH Ha 3a00JsiBaHe, HapeyeHo nymyc. CUMITOMUTE
BKIIIOYBAT YIIOPHUT OOPUB, OOJIKU B CTABHUTE H yMOPA.

o Wma penku ciyyan Ha pa3BUTHE Ha JIYITYC IIPH XOpa, JeKyBaHH ¢ nHxuOutopu Ha TNF.

3abossiBaHUs Ha KPbBTa

HpI/I HAKOU MAIMEHTU OPraHU3MBT HE € B CbCTOSAHHUE Jia IIPOMU3BEIKAAa JOCTAThYHO KPBBHU KIJICTKH,
KOHTO J]a My MoMarar Jia ce 6opu ¢ HHQEKIMUTE U JIa CIUpaT KbpBeHeTo. CBbpxkeTe ce He3abaBHO C
Bamms nekap, ako pa3BueTe BUCOKa TEMIIEpaTypa, KOsITO He OTMHHABA, JIeCHO Bu ce mosBsBaT
KPBBOHACSAAHUS WM KbPBUTE, WK U3TJIEKAAaTe MHOTO Onenu. Bamms nekap Moske 1a pemy Ja crpe
JICYCHHUETO.

AXO HE CTe CUTYpHH JIalli HAKOE OT H30POEHHTE MO-TOpe ChCTOSHUS ce OTHAcs 3a Bac, roBopere ¢
Bamms nekap nnu dapmaneBt, Npeau Ja 3amovyHeTe Jia U3noi3Bare Simponi.

Bakcunanuu

Yeenomete Bamus ekap, ako Hackopo Bu e mpaBena wim nipeactou Aa Bu 6b/1¢ HanpaBeHa BaKCHHA.

o Jlokato cTe Ha JeueHue che Simponi, He TpsiOBa 1a Bu ce mpasst onpeeneH (3KUBU) BAKCUHH.

o Hskoun BakcHHAIIMU MOTAT Ja MPEAU3BUKAT HHPEKIMK. AKO CTe MoJydyaBaid Simponi, JOKATO
cte Oua OpemenHa, Bamero 0e6e MOe 1a € ¢ TIOBHUIIICH PUCK OT pa3BUTHE Ha TaKaBa
MH(EKIYs B IPOIbIDKEHHE Ha MPUOTU3UTENHO 6 Mecela cllel MOCIeHaTa 103a, KOATO CTe
NOJYYMJIM TI0 BpeMe Ha OpeMeHHOCTTa. BaxkHo e na nnpopmupare nexaps Ha Bamiero 6e6e n
JPYTU MEJMIIMHCKY CHEIHAINCTH 332 CBOETO JIEYeHUE Che Simponi, 3a Jia MOTaT Te Jia periat
kora Bamero 6ebe Moxe 1a Obe BAKCHHUPAHO.

T'oBoperte ¢ nekaps Ha aeTeTo Bu OTHOCHO BaKCHHAIIMKMTE Ha JIeTeTo. BCcHuky BakcHHU TPsOBa Jia
ObJIaT MMOCTABEHHU I10 CXEMa IIPE/IH J1a Ce MPHIIOKU Simponi, ako € Bb3MOKHO.

TepaneBTHYHU HHPEKIIMO3HU areHTH

YBenomere Bamus nekap, ako Hackopo ca Bu npunoxwin nnu Bu npencrou na Bu npunoxar
JIeYeHHE C TepaneBTU4YeH MH(peKuno3eH areHT (karo nactuiaauus Ha BCG, n3non3saHa mpu JedeHne
Ha paK).

AJIepTUYHH peakIuu
Kaxere Ha Bamusg nekap BegHara, ako pa3BUETE CUMITOMHU Ha alepruvyHa peakuus ciel JICYECHUETO
Bu ¢be Simponi. CUMITOMHUTE Ha ajieprUvHa Peakius MOKE Ja BKIIIOYBAT MMOAyBaHe Ha JIHUIIETO,

259



YCTHHUTC, yCTAaTa UJIU I'bPJIOTO, KOCTO MOKEC Ja JOBECAC A0 3aTPYAHCHUC IIPHU MPCTIIBIIAHC NN AUIIAHC,
KOXCH O6pI/IB, YpTUKapud, IOAYBaHC Ha JJIAHUTC, XOAWJIaTa UJIHU ITIC3CHUTC.

. Hsixon oT Te3u peakuuu MoKe Ja ca CEpUO3HU WIH PSAKO KUBOTO3aCTpalllaBallIH.
. Hsxou ot Te3u peaknuu ca ce MOSBUIH CIe IbPBOTO MPUIIOKEHHE Ha Simponi.
Jena

He ce npenopruBa ynorpedarta Ha Simponi npu Jena Ha Bb3PacT Mo 2 TOIUHHU C IOJHAPTHKYIapeH
IOBEHWJIEH UANONATHUYEH apTPUT WU NeIUaTpUUEH yILEPO3EH KOJIUT, Thil KaTo HE € MPOYy4BaH NMpH
TE€3U TPYTNH MaIeHTH.

Jpyru nexapcTBa u Simponi

o WUndopmupaiite Bammst gexap niu papManeBT, ako H3M0I3BaTe, HACKOPO CTE U3MOI3BAIN HIIH
€ Bb3MOXKHO Jia U3I0JI3BATE APYTI'U JICKAPCTBA, BKIIIOUUTCIIHO BCUYKH APYTH JICKAPCTBA 3a
JICYCHUEC HAa pPCBMATOUACH apTPUT, IOJIUAPTUKYJIIAPCH FOBECHUJICH UAUOIIATUYCH apTPUT,
NICOpPUATHYCH apPTPUT, aHKUIO3UPALLl CIIOHANINT, HEPEHTTeHOTpa(CKU aKCHajIeH
CIIOHAMJIOAPTPUT WM YJILIEPO3EH KOJIMUT.

o He tpsi0Ba na u3nonssare Simponi ¢ JeKapcTBa, ChABPKAIIM AKTUBHUTE ChbCTABKH aHAKUHPA
w1 abatanent. Te3u iekapcTBa ce U3I0I3BAT 3a JIeUeHHE Ha PeBMaTUUHU 3200 sIBaHuU.

o YBenomere Bammst nekap unu hapManeBT, ako IpUeMaTe JpyrH JIeKapcTBa, KOUTO BIHSAT
BBPXY HIMyHHATa CHCTEMA.

. He tpsi6Ba na moyuaBare onpejeneHu (;KUBH) BAKCHHH, IOKATO U3ION3BaTe Simponi.

AKO He cTe CUI'YpHU JIalld HAKO€ OT U30pOCHUTE 1T0-TrOpe ChCTOSHUS ce OTHacs 3a Bac, rosoperte ¢
Bamms nekap nim ¢apMmanesT, npeay a 3aovyHeTe Aa U3Moi3BaTe Simponi.

BpeMenHocT U KbpMeHe

[Ipenu na usnonzeare Simponi, yBegomere Barms jgekap, ako:

o cTe OpeMeHHa WM TUIaHMpare Ja 3adpeMeHeeTe, okato usnon3sate Simponi. MapopmManmsTa
3a e()eKTHTE Ha TOBA JICKAPCTBO Npu OpeMEHHH KEHH € OrpaHH4YeHa. AKO CTE Ha JICUCHUE ChC
Simponi, TpsOBa 1a ©30sIrBaTe 3a0peMeHIBaHEe, KaTo U3IOJI3BATE aJeKBaTHA KOHTPALICIIIIHS,
JIOKATo ce JIEKyBaTe U IMoHe 6 Mecela clie]l TIoClieIHATa WHKEKIU Ha Simponi. Simponi TpsiOBa
Jla ce M3II0JI3Ba M0 BpeMe Ha OPEeMEHHOCT CaMO aKo JICYEHUETO € a0COTI0THO He00X0AUMO 32

Bac.

o Tps0OBa na ca n3MHUHAIM MOHE 6 Mecela OT MOCJIESAHOTO NPUIIOKEHHE Ha Simponi mpeaun 1a
3armoyvHeTe Ja KbpMute. Ako Bu nipeacTou siedeHue ¢be Simponi, TpsOBa aa cupere 1a
KbPMHTE.

o AKo cTe monryyaBanu Simponi 1o BpeMe Ha OpeMeHHOCTTa, Banrero 6e6e Moe Ja € ¢ MOBHIICH

PHCK OT pa3BuTHE Ha HH(peknusa. BaxHo e 1a nHpopMupare nekaps Ha Bariero 6ebe u npyrute
MEAMIIMHCKY CICIIMATUCTH 32 CBOETO JICUCHUE Che Simponi, npeau Bameto 6e0e 1a Obae
BaKCHHHUPAHO (3a IoBeve HHGOopMaIHsl BIKTE pa3/ielia 3a BAKCHHAIIIH).
Axko cTe OpeMeHHA HITH KbPMHUTE, CMSTATE, Y€ MOXKE J]a CTe OpEMEHHA MM TUTaHUpaTe OpPEMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap wimu gapmaneBT mpeau ynotpedarta Ha TOBa JEKapCTBO.

Ilo¢pupane u padéora ¢ MAIIMHK

Simponi noenMsiBa B Majika cTeNeH cnocoOHocTTa Bu na modupare u na nu3non3Bate HHCTPYMEHTH
WIM MallliHU. BeIpeku ToBa ciell mpuiioKeHne Ha Simponi Moe Ja ce MOsBY 3aMaiiBane. AKO TOBa
ce ciIy4H, He modupaiTe 1 He W3IMO0I3BAlTe HHCTPYMEHTH WIH MALIHH.

Simponi cbaBLpIKa JaTeKe, COPOUTOJT M OJIMCOpOaT

CBpPBXYYBCTBUTEIHOCT KbM JIaTEKC

KamaueTo Ha nrnata, yact OT peBapUTEIHO HaITbJIHEHATa CIIPUHIIOBKA, ChABPIKA JIATEKC. THH KaTo
JAaTEKChT MOKE J1a IPEAN3BUKA TEXKKH aJeprUUHU peakiuy, yBenomere Bamus nekap, ako Bue nnu
YOBEKbT, KOWTO Ce€ TpUKU 3a Bac, cTe alepruyHu KbM JIaTeKcC.

Henonocumoct kM copbuton
ToBa nexapctBo chabpxa 20,5 mg copouton (E420) BpB Bcsika MpeaBapUTEIHO HAITBIHEHA
CIIPUHIIOBKA.
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Hoaucop6bar 80
Tosa nekapctBo cpappka 0,075 mg nonmucopdar 80 (E433) BB Besika IpeABAPUTEIIHO HAITBIHEHA

cnpuHnoBka. [TomucopbarnuTe Morar Aa NpUYMHSAT alepruiHu peaknuu. TpsOBa na kaxere Ha Barms
JIEKap, aKO UMaTe YCTaHOBEHU aJIEpPTUu.

3. Kak na uznoJszBarte Simponi

Bunaru usnon3Baiite ToBa J€KapcTBO TOYHO KakTo Bu e kazan Bammsar nekap wnu gpapmanesBT. AKo
HE CTe CUTYpPHH B Helllo, monuTaiite Bamms nexap wim gpapmaiesT.

Koaxo Simponi ce npuiara
PeBmaTonieH apTpUT, ICOPUATUUCH apTPUT U AKCHAJIEH CIIOHIUIOAPTPUT, BKIIFOUUTEITHO
AHKHUIIO3MPAIL] CTIOHTUIIUT U HEPEHTTeHOTPapCKH aKCHalleH CIIOHAHIIOAPTPHUT:

. [Ipenoppuntennara no3a e 50 mg (CbaAbpKaHUETO HA | MpeIBapUTEIHO HAITbIHEHA
CIPHUHIIOBKA), IPWJIOKEHA BEAHBX MECEUHO Ha €lHA U ChIIa JaTa.

° IIpenun getBbpTaTa Bu 103a ce 00bpHETE KBM Bamus nekap. Bammsr nekap mie onpeneau namu
JICYCHUETO ChC Simponi TpsAOBa Aa MPOIBIIKH.
o Axo texute oBeue ot 100 kg, nozata mosxe na 6b11e moBumena Ha 100 mg

(CT»,Z['Bp)KaHI/IeTO Ha 2 NpEABAPUTCIIHO HAITBJIIHCHA CHpI/IHI_IOBKI/I), IMPUIIOKCHU BEAHBIK
MCCCYHO Ha €1Ha U ChbIa Jarta.

[HonuapTukynapeH I0BEHIIEH UIMOMATHUYEH apTPHUT MIPH Jela Ha Bb3PacT 2 TOAUHU U MO-TOJIEMHU:

. [Ipu manmeHTH ¢ TeeCHO Terio Hai-Maiko 40 kg npenoppunTenHata 103a € 50 mg npuinoxeHa
BEJHBK MECEUHO Ha €]1Ha U ChIlla AaTa BCEKU Mecell. [Ipn manyeHT ¢ TenecHo Teryo Mo-Majiako
ot 40 kg e nanmuna 45 mg/0,45 ml npenBapuTeTHO HAITBJIHEHA K CANKA. BammsT nekap e
OTIpEJIeNIN TPaBHUITHATA J103a 33 YIoTpeoda.

. T'oBopete c nekaps Bu, npenu npunokeHue Ha yeTBbpTata 1o03a. Jlekapar Bu uie nperenu
JlaNy J1a IPOABIDKUTE JIEYCHUETO ChC Simponi.

Vauepo3eH KOJIUT IpYU Bb3PACTHU
o TabnuuaTa mo-mg0iry noka3Ba Kak 00OM4YaiHO IIie IprUeMaTe TOBa JIEKapCTBO.

Hauano na neuenuero Havamna mo3za ot 200 mg (chabpikaHUETO Ha 4 TIpeABAPUTEITHO

HaITBTHEHH CIPUHITOBKH) TTocsieizano ot 100 mg (ChabpikaHUeTo Ha

2 mpeABapUTENTHO HATBJIHEHH CIIPHHIIOBKH) 2 CEIMHUITH MO-KBCHO.

[Nonabpxamo neueHue ° [pu naruentu ¢ terno nox 80 kg, 50 mg (chabpkaHUETO HA
| mpeaBapUTEIHO HATBJIHEHA CIIPUHIIOBKA) 4 CEAMHLIM CIIe]
nocineAHoTo By neuenue, cien ToBa Ha BCEKH 4 CEMUILIH.
Bammust nexap Moxe ga pemu aa npeanuie 100 mg
(chappKaHMETO Ha 2 MpeIBApUTEIHO HATBIHEHN CIIPUHIIOBKH),
B 3aBUCHMOCT OT TOBA, KaK C€ IOBJIMSIBATE OT Simponi.

. ITpu naumentu c tersio 80 kg nnu noseve, 100 mg
(chappKkaHMeTo Ha 2 MPeIBApUTEIHO HAITBIHEHN CIIPUHIIOBKH)
4 cenqmunu cien nociaenHoTo Bu nedenue, cien ToBa Ha BCEKU
4 cenMHUIIN.

[NepnaTpudeH ynepo3eH KOJUT MPH Jella Ha Bb3PacT 2 U MoBeue ToJIUHHU C Tero Hal-manko 15 kg:
. Tabnuuara no-10y NOKa3Ba Kak OOMYaiHO 1e MpreMarte ToBa JIEKapCcTBoO.

Hayvarno Ha neuennero o [Ipu manmenTH ¢ Terio Haii-manko 15 kg mo mox 40 kg ce
npuiara HadanHa 1o3a 100 mg (cbappikaHHeTo Ha

2 mpeaBapUTEIHO HATBJIHEHHU CIIPUHIIOBKH), [TOCIEIBaHa OT
50 mg (chABpKaHUETO Ha | MpeaBapUTETHO HATBIHEHA
CIPUHIIOBKA) 2 CEAMUIH MO-KBCHO.

261




° [Ipu manmenTn ¢ Terno Hax 40 kg ce mpunara HavaHa 1032
200 mg (chappikaHueTo Ha 4 IPEIBAPUTEITHO HAIBIHCHH
CIPUHIIOBKH), TTocneaBana ot 100 mg (chappkaHUETO Ha
2 mpeaBapUTEITHO HATBJIHEHU CITPUHIIOBKH) 2 CEAMUITH T10-
KbCHO.

[Nonabpxamro neueHue o [Ipu manmenTH ¢ Terio Haii-manko 15 kg mo mox 40 kg ce
npuiarat 50 mg (ChbIbpXKAHUETO HA | IpeABAPUTEIHO
HaITbJIHEHA COPUHIIOBKA) 4 ceAMULM ciiel] ocaeHOTO Bu
JIeUYeHue, Cie/l TOBa Ha BCEKH 4 CeIMUITH.

. [Ipu nauuentu c terno Hai-manko 40 kg no mox 80 kg ce
npunat 100 mg (chabpkaHUETO HA 2 PeIBAPUTETHO
HaITbJIHEHH CHPUHIIOBKU) 4 CEAMUIM ciIe] nociexHoro Bu
JIeUYeHue, cJie/l TOBAa Ha BCEKH 4 CeIMUIIH.

. [Ipu nauuentu c terno 80 kg unm moseue ce npunarat 100 mg
(chabppxaHUETO Ha 2 MPeBAPUTETHO HAITBJIHEHN CIIPUHIIOBKH )
4 cenMuIM cien NocaeIHOTO Bu nedyenne, cinex ToBa Ha BCEKU
4 cenmuIy.

BammsT nekap 1ie onpenenu TogHaTa 103a, KOSTO J1a U3I0I3BaTe.

Kak ce npusara Simponi

o Simponi ce npuara ype3 HHKEKIHS Mo KoXkaTa (MOJKOKHO).

. B nauanoro Bammsr nekap nim MeIuIMHCKA cecTpa Moke 1a Bu nmxektupa Simponi. Bue n
Bammsr siexkap obade Moxke Jia pelimTe, 4e MOXKeTe caMy Jla Ci HHXKeKTupare Simponi. B To3u
cirydaii mie Obaere 00y4eHH Kak caMy Jja CH MHXKEKTHpare Simponi.

l'oBopere ¢ Bammus jekap, ako umare BBIIPOCH OTHOCHO MOCTAaBsIHETO Ha MHXKEKUMATA. B Kkpas Ha Ta3u

JIMCTOBKA IIe HAMEPHTE MOAPOOHH ,, IHCTPYKIIMY 32 MPHUIIOKECHUE .

AKO cTe N3M0JI3BAJIM IIOBevYe 0T Heo0XxoanMaTa q103a Simponi

AKO cTe M3MOoJI3BajIM WK BU e puitoskeHa TBbpie BUCOKA J103a Simponi (WK Ype3 WHKEKTUPaHe Ha
€IHOKpaTHa BUCOKA /1033, WIN Upe3 TBbPAE YECTO IPUIIOKEHHE), He3a0aBHO roBopere ¢ Bamus sexap
win papmaneBT. Bunaru Hocere cbc cede cH KapTOHEHATa OMaKOBKa, JOPH TS [a € Mpa3Ha, U Ta3u
JIUCTOBKA.

AKO cTe MPONYCHAJIM Ja U3MoJi3BaTe Simponi
AKo cTe 3a0paBUiIK 1a MEHXKEKTHpaTe Simponi Ha IUTaHUpaHaTa aTa, IPUIOKETe IPOoITyCHaTa 1032
BE€JHAra oM CU CIIOMHUTE.

He u3non3paiite I[BOﬁHa 71034, 3a 1a KOMIICHCHUPATC NMPOITyCHATaTa A034.

Kora ga cu nmkekTHpaTe ciieBamiaTa 103a;

. AKO cTe 3aKbCHEIN C TI0-MaJIKO OT 2 CEIMHUIINA, HHKEKTHpaTe MPOIyCcHATaTa 103a BeHara
cJel KaTo CH CIIOMHUTE U MPOIBJLKETE IO MbPBOHAYATHATA CXEMa HA MIPUIIOKECHHUE.
. AKO CTe 3aKbCHEJH C TIOBEYE OT 2 CeIMUIIN, NHKEKTHpaTe MpoITycHaTaTa 103a BeHara cies

KaTO CH CIIOMHUTC U CC CBBPIKCTC C Bamms JICKAp Wjin q)apMaL[eBT, 3a J1a IIOIIMTaTe Kora Ja
HWHXXCKTHUpATC CiICABaliara g03a.

AKO He cTe CUTYpHH B Hello, onuTaite Bamms nexap nin apmareBT.
AKo cTe cnipesin ynorpebdaTta Ha Simponi
AKo oOMUCIIATE /1a CIipeTe MPUIIOKEHUETo Ha Simponi, MspBO 00ChaeTe TOBa ¢ Bamus iekap wiu

(hapmarieBT.

Axo0 nmaTte HIKaKBU AOI'BJIHUTCIIHA BBIIPOCH, CBbP3aHU C yrIOTpe6aTa Ha TOBa JICKAPCTBO, MOJIAL
nonuTante Bamms JICKap, (l)apMaL[eBT WM MCAUIIMHCKA CeCTpa.
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4. Bb3MOKHHU HexkeJIaHU peaknuu

Kakto Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPECAN3BHUKA HEKCIIaHU pE€aKIIUK, BBIIPEKU Y€ HC
BCEKH T'l Tofy4asa. [Ipy HAKOM MAlIMEHTH MOXKeE Jja C€ Pa3BUST CEPUO3HU HEKENaHU PEaKLUH, KOUTO
HaJjlaraT JieueHue. PUCKBT OT MosiBa Ha ompeesieH! HeXXENaH! PeakiMy € MO-TOJISIM MPH 1033 OT

100 mg B cpaBHeHue ¢ qo3a oT 50 mg. Hexxenanu peakuu MoraT Jia ce pa3BUsAT U 10 HAKOJIKO Mecela
ClIe[] ocIeqHaTa HHKCKIIHS.

HezabaBHo yBenomete Bamus nekap, ako 3a6enexure HIKOS OT CIEIHUTE CEPHO3HU HEXKETTaHH

JIEKapCTBEHU PEAKITHH, BKIIOUBAIIH:

o aJIepru4Hy peakunu, KOUTO MOraT J1a 0bJAaT CEPUO3HU, HIIH PIIKO
sJKuBoTO3acTpamaBamm (peaku). CUMITOMU Ha allepruyHa peakiusl MOraT Aa BKIIOYBAT
MOyBaHE Ha JIMIIETO, YCTHUTE, YCTaTa WIH I'bPIOTO, KOETO MOXKE J1a IPUYKMHU 3aTPyTHEHO
MperIbIaHe WK AWIIaHe, KOXXCH 00pHB, KOITPUBHA TPECKa, II0{yBaHEe Ha PBIIETE, XOAUIaTa
WM TIie3eHnTe. Hakou oT peaknuute ce mosiBsSBaT CIie/ MbPBOTO MPUIIOKEHHE Ha Simponi.

. cepuo3nu unpexuun (BkaounTesano Th, 6akrepuannn unpexkun BKIOYUTETHO
Cepro3HM HH(PEKIHN HA KPbBTA U TIHEBMOHMS, TeKKH I'bOMYHA NH(PEKIHUH U APYyTU
ONnOpTHHUCTHYHHN MHPpekuun) (decTn). CUMITOMUTE Ha HHPEKIIMS MOTaT JIa BKIFOYBAT
MOBHIIIEHA TEMIIEPaTypa, yMopa, Kanumia (ynopuTa), 3aayX, TPUION0I00HN CUMITTOMH, 3ary0a
HAa TETJIO, HOIIHO M3IOTSABAHE, JUapusl, paHH, TPOOIEMHU ChC 3b0HTE U MMapeHe MPH ypUHUPAHE.

. NMOBTOPHO AKTHUBHPAHE HAa BUPYca HA XenaTut B, ako cTre HOCUTEI WM B MUHAJIOTO CTe
0oJsienyBasu ot xenatut B (psiako). CHMIITOMUTE MOTAT JIa BKIIIOYBAT MOXKBJITSIBAHE HA
KOXKaTa U 0YKMTe, ThMHOKA(sBO OI[BETSIBAHE HAa ypUHATa, O0JIKa B JsiCHATA CTpaHa Ha KOpeMa,
TeMIlepaTypa, raJicHe, MOBPBIIAHE U CUITHA YMODPA.

. 3a00/11BaHe HA HEPBHATA CHCTEMA KATO MHOKeCTBEHA CKJIepo3a (psaako). CUMITOMUTE HA
3a00JIsIBaHE Ha HEpBHATA CHCTEMa MOTaT Jia BKJIIOUBAT IPOMEHU B 3pEHUETO, CIIA00CT B pPhIIETE
U KOJICHETEe, U3TPHIIBAHE WJIM MpaBydYKaHEe Ha pa3IMYHU YacTH Ha Bamrero Tsuo.

. pak Ha quMdHUTE BB3aH (tuMdom) (psigko). CuMITOMUTE HA JTMM(OMa MOraT Ja BKIIFOUBAT
noTyBaHe Ha JIMM(HUTE BB3IH, 3aryda Ha TETJIO WK ITOBUIIICHA TeMIIepaTypa.

. Chbp/ieYHA HEAOCTATHYHOCT (PsiaAko). CHMIITOMHUTE HAa ChPACYHA HETOCTATHUHOCT MOTaT Jia
BKJIFOUBAT 33JyX WIH MTOAYyBaHe Ha Xxoaunara Bu.

. NPU3HALM HA HAPYIICHUSI HA HIMYHHATA CHCTEMAa, HAPEYCHU:

- Jaynyc (psinko). CHMITOMUTE MOTaT Jia BKJIFOUBAT CTaBHA 0OJIKa MJIM OOpUB I10 Oy3HTe
WIN PBLETE, KOUTO € UyBCTBUTEIICH KbM CIIBHLETO.

- capkou03a (psaako). CUMOTOMUTE MOTAaT Ja BKIIOYBAT yIOPUTA KAlUIALA, 3ayX,
00JIKa B IbpUTE, MOBUILICHA TEMIIEpATypa, MoAyBaHe Ha TUM(HUTE BH3IIH, 3ary0a Ha
TETJI0, OOPHUBH IO KOXKaTa M 3aMBIJICHO 3PCHHE.

. Bb3NaJIeHHe HA MAJIKUTE KPBBOHOCHH ChA0BE (BaCKYJIMT) (paako). CUMITOMUTE MOTAaT Aa
BKITIOYBAT ITOBHUIIIEHA TEMIIEpaTypa, TIaBo0oiue, 3aryda Ha Terso, HOITHHU U3MOTABaHU, 0OpUB
1 HEBPOJIOTUYHHM MTPOOJIEMHU KaTO U3TPHIIBAHE HJIM MpaByUYKaHE.

. Pak Ha Ko:kaTa (HedecTo). CUMITOMHUTE HA PaK HA KOXKAaTa MOTaT Ja BKIIOYBAT IPOMEHU BbB
BBHIIHUS BUJ| HAa KOYKaTa WM 00pa3yBaHHs 10 KoxkaTa Bu.

. 3a00/51BaHe HA KPBBTA (YecTo). CuMnToMuTe Ha 3a00JIsIBaHe HAa KPBBTA MOTAT Ja BKIIOYBAT
yHOpHTa TeMIiepaTypa, MHOTO JIECHO HACHHSBaHE MM KbPBEHE, WU CHITHA OJIeI0CT.

. pak Ha KPBBTA (JieBKeMusl) (psaKo). CHMITOMUTE Ha JICKEMUS MOTAT Ja BKIIOYBAT
MOBHIIIEHA TEMITEPATypa, YyBCTBO Ha yMOpa, YecTH UHEKITUH, TIECHO TIOCUHSIBAHE W HOIITHI
M3IOTSABAHUS.

Kaxxere He3zabaBHO Ha Bamms nekap, ako 3a0eneXuTe HIKOU OT U30POCHUTE CHMITTOMH.

IIpu npuio:keHue Ha Simponi ca HA0JII0AABAHM CJIeHUTE TONMBIHUTETHU HEsKeJTaHU PeaKIum:
MHoro 4yecTd HE)XENaH! peaknu (MoXKe 1a 3aceruar nmoseve oT 1 gHa 10 gymmm):
] WHpekuny Ha TOpHUTE TUXATEIIHU IBTHUIIA, Bh3MAJICHNE Ha I'BPIIOTO, APE3raB Iiac, Xpema
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YecTu HexxeNaHN peakuny (Moxe Ja 3acerHat 1o 1 xa 10 gymm):

. [Ipomenu B uepHOAPOOHUTE MMOKa3aTeN! (TIOBUIIABAHE HA YEPHOAPOOHUTE EH3UMHN),
YCTaHOBEHH IIPU U3CIICABAHUATA HA KPBBTA, HANIPAaBEHH OT Bamus nekap.
3aMastHOCT

I'maBoGomnue

WztppnBane wim MpaBy4KaHe

[HoBbpxHOCTHM I'bOMYHN MHDEKLINT

Abcnec

Bakrepuanun nHpexun (KaTo LeIyIuT)

Hucbk Opoii Ha yepBeHUTE KPBBHH KIETKH

Hucbk Opoii Ha Oenute KpbBHU KIETKH

Ilo3uTHBEH KPBBEH TECT 3a JIYILyC

AJIEpTUYHU paKLIUH

Jlomo xpaHocMuiIane

Bbonka B cromaxa

Tl'anene

I'pun

Bponxut

Undexuus Ha cunycure

Xeprmec

[loBuiIeHO KPBBHO HANATaHE

[loBumena remneparypa

AcTMma, 3a1yX, XpUITEHE

Hapymenus Ha cTomaxa 1 4epBarta, KOUTO BKJIIOYBAT Bh3NAJCHUE HA JIMTABULATa HA CTOMaxa U
Je0eIoTo YepBo, KOETO MOXKe J]a MPUIMHHU BHCOKA TeMITepaTypa

Bosika u s13BU B ycTarta

Peakumu Ha MSICTOTO Ha MHKEKTHpaHe (BKIIIOYUTETHO 3aUepBsIBaHe, YIIbTHABAaHE, O0JIKa,
KpbBOHACSAaHE, ChPOEK, U3TPBIIBAHE U Jpa3HEHE)

Kocoman

OO0puB u chrpOEXkK Ha KOXKaTa

be3cbHue

YyBCTBO HA MOTUCHATOCT

UyBcTBO Ha cimaboct

CuynBaHe Ha KOCTH

Juckomdopt B 001acTTa Ha IPBIAHUS KOIII

Heuectn Hexxenanu peakmuu (Moxke aa 3acersar 10 1 ga 100 gymrm):

o brOpeuna nngexus

o PakoBu 3a0071s1BaHUs, BKIIIOYUTEIIHO PAK HA KOXKAaTa U HEPAKOBH 00pa3yBaHUs MU OYUKH,
BKIIFOUUTEITHO OEHKU

. Koxuu mexypu

o Texxka nH(MEKIUS pa3npocTpaHeHa U3 e OPTaHU3bM (CEeICHC), B HIKOU CIydan
BKJIIOUMTETHO HUCKO KPBBHO HaJsIraHe (CENTHYEH IIO0K)

o [Icopuasuc (BKIIOYUTEIHO N0 AJIAHWUTE W/WIN XOIWIaTa, W/WiaK o1 GpopMaTa Ha KOXKHU
MeXypH)

Hucsk O6poii Ha TpomOoLmTHTE

006110 HECBHK OpOil HA TPOMOOLUTUTE, YEPBEHUTE U OCIINTE KPBBHU KIETKU
Hapymenus Ha muToBHaHATA KITe3a

[loBuieHne Ha HUBaTa HA KPbBHATA 3aXap

[loBuiieHne Ha HUBaTa HA KPBBHHS X0JIECTEPOIT

Hapymenus B paBHOBEeCHETO

3pUTETHN CMYILEHHS

Bb3nanenue Ha OKOTO (KOHIOHKTUBHT)

Ouna aneprus
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Ycemane 3a HepaBHOMEPEH ChP/ICYCH PUTHM
CrecHsiBaHE Ha KPBBOHOCHUTE CHJIOBE Ha CHPIIETO
Crcupen B KpbBTa

3adepBsBaHe HA JTUIETO

3amnek

XpOHUYHO BB3MAIUTENHO 3a00IsiBaHe Ha Oenute TpodoBe
Kucenuun

KambHaE B sKIBUKaTaA

Hapymenus na uepaus apo6

Hapyenus Ha repaure

MeHcTpyalnHu HapyLIEHUs

Penxn Hexxenanu peakuu (Moxke fa 3acersar g0 1 ga 1 000 gymm):

Herb3MOXXHOCT HA KOCTHHSI MO3BK Ja MPOU3BEKIA KPHBHU KIETKU

CunHo HamalieH Opoli Ha OennuTe KPbBHH KIETKH

WNHbekuns Ha cTaBUTE WM HA ThKAHUTE OKOJIO TSAX

3abaBeHo 3apacTBaHe Ha paHU

Bb3nanenue Ha KpbBOHOCHUTE ChIOBE HA BHTPELUIHUTE OPraHU

JleBkeMus

Menanom (BUJ pak Ha KOXKaTa)

Mepken-KiIeTh4eH KapIHOM (BH]I paK Ha KOXKaTa)

JluxeHouTHU peakiuu (ChPOSIT YepPBEHUKABO-TIIIAB KOKEH OOPHB /UM HUIIIKOBUIHU CHBO-
Oenu TUHUYU BBPXY JIUTABUITUTE)

JIrocmecTa, mrolenia ce Koxa

Hapymienust Ha »MyHHaTa CHCTEMa, KOUTO MOXKE Jia 3aCeTHaT OenuTe JpoOoBe, KoKata 1
TUMQHUTE BB3TH (HAl-4eCTO TPOSIBEHH KaToO CapKOM103a)

Bbonka 1 mpoMsHa B 1IBeTa Ha IPBCTUTE HA PHIIETE WM KpaKaTa

IIpomsna Ha BKyca

Hapymienust Ha TUKOYHUS MEXYP

Hapymenus Ha 660penute

Bb3nanenue Ha KPbBOHOCHUTE ChJIOBE Ha KOXKaTa, KOETO BOJU 10 OOpHB

Hexenanu peakuy ¢ HEM3BECTHA YECTOTA:

o Psanpk Tun pak Ha KpbBTa, 3acsralll IpeArMMHO MJIaAn Xopa (XenaroiueHanaeH T-KieTbueH
mmMpom)

. CapkoM Ha Kanommu-psiko cpeiaH pak, CBbp3aH ¢ MHPEKIIHs C YOBEIIKH XeprieceH BUPYC 8.
Capxkom Ha Kanommm Haii-uecto ce cpema noa ¢popmara Ha ypIypHH U3MEHEHUS BBPXY
KOJXKaTa.

o Bromasane Ha 3a00is1BaHe, HAPEUEHO ,,IEPMATOMHO3UT  (KOETO CE MPOsIBsIBA KATO KOXKEH

00puUB, IPUIPYKEH OT MYCKYITHA cllabocT)

Cho0maBaHe HA HeJKeJIAHU PeaKINA

AKO TIOJTyYHTE HAKAKBH HEXKEJIaHU JICKAPCTBCHM PEaKIMK, yBenoMere Barus aekap, hapMaieBT Win
MEAMIIMHCKA cecTpa. ToBa BKIIFOUBA BCHYKU BH3MOXKHHU HEOTMCAHU B Ta3H JIUCTOBKA HEXEJIaHU
peakuu. MoskeTe ChIIo Aa ChOOIINUTE HEXKENAHN PeaKIUy AUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 32
choOInaBane, mocoueHa B [Ipunoxenue V. Kato cho0IaBare He)KEIaHU PEaKIMU, MOXKETE Ja JaieTe
CBOSI PUHOC 3a TOJIyYaBaHe Ha MoBede HH(OPMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na coxpansiBate Simponi
o Jla ce chXpaHsiBa Ha MsCTO, HEIOCTBITHO 32 JIela.
o He n3non3BaiiTe TOBa 1€KapCTBO €€ CPOKA HAa TOJHOCT, OTOETSI3aH BbPXY €THKETa CIIeN

,,EXP* 1 BBpXy KapTOHEHATa OIIaKOBKa cief ,,['oneH n0:“. CpoKbT Ha TOAHOCT OTTOBaps Ha
NIOCJIEHUS JAEH OT II0COYEHUsI MECEll.
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. Ha ce cexpanssa B xmagmwiauK (2°C — 8°C). [a He ce 3ampa3ssipa.

o CoxpaHnsBaiiTe IpeABapUTEIHO HAalIbJIHEHATa I1calka B KApTOHEHATa OIIaKOBKa, 3a /1a ce
Mpeanasy OT CBETINHA.
o ToBa jexapcTBO MOXKeE J]a ce ChbXpaHABa ChILO U3BBH XJIAIMIHUKA, IPH MaKCHMalTHa

teMriepaTypa Ao 25°C, eaHokpaTHo 3a nepuof a0 30 I1HU, HO HE U CJel JaTaTa Ha U3TUYaHEe Ha
IEPBOHAYATHUS CPOK Ha TOJHOCT, HalledaTaH BbPXY KapTOHEHaTa onmakoBka. Hammiere HOBHs
CPOK Ha TOJHOCT BbPXY KapTOHEHATa OIAKOBKA, BKIIFOUUTEIIHO JIeH/Mecel/ToiuHa (He moBeye
ot 30 gHM, CIIe]] KaTo JIEKAPCTBOTO € U3BAJICHO OT XJIaJniHuKa). He BphIIaliTe TOBa JIEKapCTBO
00paTHO B XJIAJIMITHUKA, CIIE]] KAaTO € IOCTUTHAJIO CTaifHa TemnepaTypa. U3xBbpriere ToBa
JICKapCTBO, aKO He ObJIe U3I0J3BaHO B pAMKUTE Ha HOBHS CPOK Ha TOJHOCT MJIM CPOKA Ha
TOJHOCT HareyaTaH BbpPXY OMAaKOBKAaTa, B 3aBUCUMOCT OT TOBa KOH € MO-paHeH.

. He m3non3Baiite ToBa J€KapCcTBO, aKo 3a0eIeKUTE, Y€ Pa3TBOPBT HE € OUCTHP 10 CBETIIOKBIT,
4e € MBTEH WU ChIbprKa Yy>KIH YaCTUIIH.
o He n3xBbpIisiiTe iekapcTBaTa B KAHAIM3AUATA WIIH B KOHTEHHEpa 3a JOMAIIHU OTIIaIbIIH.

[Monuraiite Bammst nexap winn GapManeBT Kak Ja U3XBBPIUTE JIeKapcTBaTa, KOUTO Beve He
usnoissare. Te3n MEpKH Ile CIIOMOTHAT 3a OIIa3BaHE Ha OKOJIHATA Cpefa.

6. Cun)pma}me Ha OMAaKOBKAaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cbabp:xa Simponi

AKTUBHOTO BEIIECTBO € TonnMyMad. EnHa npeiBapuTeIHo HarbiIHeHa criprHIioBKa ot 0,5 ml
cpabppka S0 mg romumyman.

Hpyrure cberaBku ca: copouron (E420), XucTuauH, XUCTUAMHOB XUIPOXIOPHI MOHOXUAPAT,
nonucop6ar 80 (E433) u Bosa 3a MHXKEKIMHU. 32 JOMBIIHATENHA HH(OPMAIIUS OTHOCHO COPOUTOIN
(E420) u monmucop6ar 80 (E433), BuxkTe Touka 2.

Kak n3rae:xxga Simponi M KakBO CbAbpKa 0NMAKOBKaTa

Simponi ce JocTaBst KATO WHKEKITMOHEH Pa3TBOP B MPENBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA 32
€HOKpaTHa yrnoTpeda. Simponi ce 10cTaBs B OMIAKOBKH, ChABbPKALIM | MPeABApUTEIHO HAITbIHEHA
CHPUHIIOBKA M TPYIIOBH OMAKOBKH, ChABPKAIIX 3 (3 omakoBKH OT 1) mpeaBapUTEIHO HAITBIHEHN
CIpUHIOBKU. He Bcnuky BIIOBE OMAaKOBKK MoraT Ja ObAaT MyCKaHU B Tpoaaxoa.

Pa3TBOpBT € GUCTBP 0 JIEKO ONaNeCeHTeH (C nepieH OsIChK), Oe3BETEH 10 CBETIAOKBIT U MOXKE J1a
CHIIbpyKa MaIIKH TPO3pavHH WK Oer MPOTenHOBU yacTtuii. He nsnon3saiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH IBAT, MBTCH WU ChABPIKAIL BUITUMH TYKTH YACTHUIIH.

IIpuTexaTes Ha pa3pelIeHHETO 32 YNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIponsBoauTe
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a JOIIBJIHUTCIIHA I/IH(bopMaLII/IH OTHOCHO TO3H JICKAPCTBCH IMMPOAYKT, MOJISI, CBBPIKCTC CC C JIOKAJTHUA
MNpEeACTABUTCI HA MPUTCIKATECIIA Ha PA3pCHICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: 0800 93 377 Tel: +370 5 278 68 88
info_belux@its.jnj.com lt@its.jnj.com
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Bbarapus

»oKOHCBH & JI)xoHChH brarapus” EOO/
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

El)LGoa

Janssen-Cilag ®appokevutiky Movorpdomm

A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: 800 29 504
info_belux@its.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858

janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400



Italia Suomi/Finland

Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300
janssenita@its.jnj.com jacfi@its.jnj.com

Kvnpog Sverige

Bapvéapoc Xatinmovayng Atod Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00

jacse@its.jnj.com
Latvija
UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

I[aTa Ha IIOCJECIHO MpepasrjaekaaHne Ha JIMCTOBKaTa

ITonpoGHa uHOpMaIKs 3a TOBA JICKAPCTBO € IpeJoCTaBeHa Ha yeOcaiita Ha EBpornelickara areHIus
1o JiekapcTBara https://www.ema.europa.cu.
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HNHCTPYKIINU 3A YIIOTPEBA

AKo KejlaeTe caMH 1a MH:KeKTHUpPaTe Simponi, TpsioBa 1a 0baeTe 00y4eHH OT MEeTUIIUHCKH
CIENUATMCT KaK J1a MOATOTBATE HHKEKIUATA U 12 1 MOCTABATE. AKO He CTe IPeMUHATH TAKOBA
o0y4eHue, MOJIs1, CBBbpP:KeTe ce ¢ Bamust jiexkap, MeIMIUHCKA cecTpa WK ¢papManesT, 3a 1a CH
HACPOYMTE cpelia 3a o0yueHue.

B Te3n HUHCTPYKIHU:

1. IToaroroBka 3a U3MOJI3BaHE Ha MPEABAPUTEIHO HATbJIHEHATA CIIPUHIIOBKA
2 W36upane u MOATOTBSIHE HA MSCTOTO 32 HHKEKTHPaHE

3. MuxeKkTHpaHe Ha JIEKapCTBOTO

4 Crnen HHXEKTHUpPaHETO

Ha nuarpamara nmo-mony (Buxre durypa 1) e mokazaHo Kak U3TJIeKAa NPeABAPUTEIHO HAIThIHEHATA
CIIPUHLIOBKA.

6yTano  cyo6u Ha NnpegnasnTens kopnyc

Ha ur|naTa KOHTPONHO Npo3op4e Kana4de Ha urnara
f B I
! \G . %
I fE
=
rnaBa Ha GyTanoto CTPaHMUM Ha npefnasutens eTUKeT urna
Ha urnata
®urypa 1
1. IloaroroBka 3a M3M0JI3BaHe HA NPEABAPUTETHO HATBJIHEHATA CIPMHIIOBKA

XBaHeTe NMpeaABapUTE/IHO HAITBJIHCHATA CIIPUHIOBKA 3a KOpIIyca

o He s xBamaiire 3a riaBaTta Ha OyTaJloTO, 32 CAMOTO OYyTaslo, CTPAHULIUTE Ha MPEANAa3uTeNs Ha
UrjlaTa WM KarmadeTo Ha WrJiara.

o Huxkora He uzterisiite OyTanoro.

o Hukora He paskianiaiite npeBapruTEIHO HaTbJIHEHATa CIIPUHIIOBKA.

o He maxaiiTe kanmaueTo Ha npeABapUTETHO HATbJIHEHATA CIPUHIIOBKA, TOKATO HE CTUTHETE JI0
W3PUYHH UHCTPYKLHH Ja TO HaIllpaBUTE.

o He noxocaiite ckoOuTe 3a aKTUBUpaHe Ha MPOTEKTOpa Ha uriara (0Toéens3aHu cbe 3Be3na *

BBB (urypa 1), 3a 1a ce n306erue npeaBapuTesIHO MOKPHBAHE HA UIJIaTa C MPEANa3uTes.

IIpoBepeTte Oposi Ha NpeIBAPUTETHO HANTBJIHEHUTE CIIPUHLIOBKHU
[IpoBepeTe mpeaBapUTEIHO HATBIHEHUTE CIPUHIIOBKY, 33 Ja CE YBEPUTE, Ue
o OpoAT MpenBapUTEIIHO HAITBJIHEHH CIPUHIIOBKY M KOJTMYECTBOTO aKTHBHO BEIIECTBO HA 7032 ca
TPaBUITHA
o Axo no3zara Bu e 50 mg, e B3eMeTe eHa NpeBapUTEIIHO HAITBJIHEHA CIIPUHIIOBKA OT
50 mg
o Axo nozara Bu e 100 mg, mie B3emeTe ABe NpeIBAPUTETHO HATBIHEHHU CIIPUHIIOBKHU OT
50 mg u uie TpsIOBa ja CU HaNpaBUTE JBE WHXKEKIUK. M30epere 1Be pa3iuyHH MecTa 3a
TE€3W MHXEKIKH (Hamp.eIHaTa HHXEKIHA B AICHOTO Oeapo, a ApyraTa B JIIBOTO Oeapo),
KaTO [TOCTaBUTE MHXKEKLIUHUTE €HA CIe APYTa.
o Axo gozara Bu e 200 mg, nie B3eMeTe YeTHpH MPeIBAPUTETHO HATBIIHEHHU CITPUHIIOBKU
ot 50 mg u uie TpAOBa Ja CH HAPaBUTE YETUPU HHXeKIuu. 30epeTe pa3nuuHu MecTa
3a Te3W WHXKEKLUH KaTo MOCTaBUTE HHXEKIMUTE €IHA CIIe APYTa.
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IIpoBeperte cpoka Ha roqHOCT (BHAKTE (purypa 2)

o [IpoBepeTe cpoka Ha TOHOCT, HATIEYaTaH WM HAIMCAH BhPXY KapTOHEHATa ONaKOBKa

o IIpoBepeTte cpoka Ha rogHocT (cnen Hagnuca ,,EXP) Ha eTnkera, KaTo MOTJIEHETE B
KOHTPOJIHOTO IIPO30pUe, KOETO Ce HaMHpa Ha KOpITyca Ha MPEABAPUTEIHO HATbJIHEHATA
CTIIPUHIIOBKA.

o AKO He BIDKAATE CPOKa HAa TOAHOCT B KOHTPOJIHOTO MPO30pY€E, XBAHETE MPEABAPUTEIIHO

HaIllTbJIHECHATa CIIPUHIIOBKA 3a KOpIIyCa U 3aBbPTCTEC KAIllauCTO Ha UTJjiaTa, 3a 1a BJIE3€ CPOKBT Ha
TOAHOCT B OYCPTAHUATA HA KOHTPOJIHOTO IIPO30pUC.

He n3non3saiite MMpEABAPUTECIIHO HAITbJIHCHATA CIIPUHIOBKA, aKO CPOKBT HAa TOAHOCT € U3TCKBJI.
Hameuaranusr CPOK Ha rOAHOCT OTroBapsd Ha MOCJICAHUA JCH OT IMOCOYCHUA MCCCILI. MOJ'ISI, 06’BpHeTe
C€ 3a IOMOII KbM Bamms JICKap Wi (l)apMaLIGBT.

Ourypa 2

H3zuakaiite 30 MUHYTH, 32 1a MOKe NPeABAPUTEJIHO HAITBJIHECHATA CIPUHIIOBKA /12 JOCTHTHE

cTaiiHa TeMIepaTypa

o 3a J1a cTe CUTypHH, Y€ JIEKapCTBOTO € MHKEKTHPAHO MPABUITHO, H3BaAETE MPEABAPUTEITHO
HaIlTbJIHCHATa CIIPUHIIOBKA OT KYyTHATA U 1 OCTaBCTC HA cTaiiHa TeEMIICpaTypa B IIPOAB/DKCHUC Ha
30 MUHYTH, Ha MSICTO, HEIOCTBITHO 3a Jela.

He 3aronnsiiTe npenBapuTeIHO HAITbJIHEHATA CIPUHIIOBKA 10 HUKAKBB JIPYT HAYKH (Hampumep B

MUKPOBBIHOBA ypHA HIIH B TOpEIIa BOJA).

He cBandiiTe kanadeTo Ha Uriara Ha MPEABAPUTETHO HATbJIHEHATA CIIPUHIIOBKA, TOKAaTO U3YaKBaTe 1a

JOCTHTHE CTaliHa TeMIleparypa.

IToarorBere ocTaHAJNTE HeOﬁXO}IHMI/l cpeacrsa
I[OKaTO gakare, MOXKE Ia MMOAroTBUTEC OCTaAHAJIUTEC H€06XO,Z[I/IMI/I Bu CpeacTBa, BKIIFOUUTCIHO TaAMIIOH,

HaIlOC€H CbC CIIMPT, IIaMYK HUJIU MapJisd U KOHTefIHep 3a OCTpH OTHHAaABLH.

IIpOBepeTe TEYHOCTTA B NIPEABAPUTE/IHO HAITbJIHEHATA CIIPUHIIOBKA

® XBaHeTe MMpEABAPUTCIIHO HAIIBJIHCHATAa CIIPMHIIOBKA 3a KOPIIyCa, TaKa 4€ Kala4€To Ha urjara
Ja COYH HaJ0Jy.
L4 HOI‘J’IG,Z[HGTC B KOHTPOJIHOTO MIPO30pPHIE, 3a 1a C€ YBCPUTEC, UC TCHHOCTTA B IIPCABAPUTCIIHO

HaI'bJIHEHATa CIPUHIIOBKA € OHCTpa WJIU JIEKO OmaeClieHTHA (C rmepiieH OJIsChK) U Oe3IBeTHA
JI0 CBETJIOKBATA. Pa3TBOPHT MOXKeE J1a ce U3IOJI3BA, aKO ChABPIKa MAJIKH ITPO3PAYHU WA OEITH
MPOTEHOBU YaCTHIIH.

o AKO TIpe3 KOHTPOJHOTO TPO30pYe HE MOXKETE J]a BUIUTE TEIHOCTTA, XBAHETE TIPEABAPUTEITHO
HaIllTbJIHCHATa CIIPHUHIIOBKA 3a KOPIIyCa U BbPTCTC Kalma4y€To Ha HUIjilaTa, 10KaTO HEC BUIUTC
TEYHOCTTA B KOHTPOJIHOTO Mpo3opue (BIKTe Gurypa 2).

He u3non3Baiite mpeBapuUTETHO HAITBIHEHATA CIIPUHIIOBKA, aKO TEYHOCTTA € C Pa3IMueH [BST, MbTHA

WM ChABPIKA MO-TOJIEMHU YaCTUIM. AKO 3a0€Ie)KUTe TOJ00HO Hello, 00bpHETe ce KbM Barust nekap

WM (papMarieBT.
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2. HN30upaHe U MOAroTBsIHE HA MSACTOTO 32 HHAKeKTUPaHe (BuxkTe durypa 3)

o JlekapcTBOTO OOMKHOBEHO C€ MHXEKTHPa M0 peAHaTa MOBEPXHOCT B CpeAHATa YacT Ha
Oenapara.

o Moxe Ja ce MHXXEKTHpa U B JOJTHATa YacT Ha KOpeMa MO/ ITbI1a, C U3KII0YEeHHE Ha 30HATa
NPUOTU3UTETTHO 5 cm MO/ IhIIA.

o He cu nmkexTHpaiite 1eKapCcTBOTO B 30HHU, B KOMTO KOXKaTa € OoJie3HeHa, ¢ KphbBOHACSIAHNS,
3ayepBeHa, JIIOUIeIIa ce, yITbTHEHA MU ¢ O€e3H U CTPUH.

o AKO ca HeOOXOAMMH HAKOJIKO MHXEKINU, HHKEKLMUTE TPsIOBa Aa ce mpuiaraT Ha pa3iudHu

MECTa Ha TAJIIOTO.
|//( |
1
I|

—(/ L% |

®urypa 3
H30upaHe HA MSICTOTO HA MH:KEKTHPaHe 0T 0oJiHorIenay (BukTe purypa 4)
. Axo nmxeknuara Bu ce moctaBs oT GoiHOTIIEnaY, TOM MOXe J]a M3M0I3Ba M BHHIITHATA
MOBBPXHOCT HAa TOpHATA YaCcT HAa MUIITHUIIATA.
. U B TO3M ciydaii JexapcTBOTO MOXe J1a ObJe MHKEKTHPAHO HAa BCHUKH yKa3aHU MECTa,

HE3aBUCUMO OT Ba]l[aTa KOHCprKL[I/IH HJIN TCIIOCIIOXKCHUC.
P
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®urypa 4
IMoarorBsine Ha MACTOTO 32 MHKEKTUPAaHE
. Wzmuiite 1oOpe phlieTe CH ChC CAIlyH U TOIIA BOAA.
° Tlouncrere MACTOTO 3a UHKEKTUPAHE C TAMIIOH, HAITOEH ChC CIUPT.
° M3uakaiiTe Koxara Jia U3CbXHE, MPEIM J]a HallpaBUTE MHKeKIUsATa. He nyxaiite u He BelTe Hall

MOYHUCTEHHUSI YUaCThK.
He nokocBaiiTe MOBTOPHO MOYKUCTEHATA 30HA, IPEU Aa OCTABUTE UHIKEKIIUATA.

3. HNHkekTHpPaHe HA JIEKApCTBOTO

KanaueTo Ha uriara He Tpr6Ba Ja C€ OTCTpaHsABa, IOKATO HE CTC I'OTOBU Jia CU MHXKXCKTUPATE
JICKapCTBOTO. .HeKapCTBOTO TpH6Ba Ja €€ UHKCKTUpa 10 5 MUHYTH CJICA MaXaHCTO HA Kara4yeTo.

He moxocgaiite OyTanoTo, 1okato MaxaTe KaradeTo Ha uriara.
OrcTpaHeTe Kana4yeTo Ha UIyarTa (BHXKTe purypa S)

L4 Koraro cte roroBn Aa CU MHXXCKTUPATE JICKAPCTBOTO, C €IHA PbKa XBAHCTC KOPITyCa Ha
MMPpEABAPUTCIIHO HAITBJIHCHATAa CIIPUHIIOBKA.
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® W3Termere kamadueTo Ha UriaTa Harpea U 1o U3XBBPJICTE CIICA UHKCKTUPAHEC. He I[OKOCBafITe
6YTaJ'IOT0, JOKAaTO MpPaBUTEC TOBA.

) Mosxe na 3abenexxute 0amoH4e B IPEIBAPUTEITHO HAITBIHCHATA CIIPUHIIOBKA MIIH Kallka Ha
BbpXa Ha uriaTa. Hannmumero u Ha BeTE € HAITBJIHO HOPMATHO U He TpIOBa Ja ce Maxart.
. WuxexTupaiiTe TeKapcTBOTO BEHAra IIIOM MaxHETe KalayeTo Ha uriaTa.

He nokocBaiitTe uriarta u He JOMYCKaWTe T4 J1a JOKOCHE HUKaKBa MOBbPXHOCT.
He u3non3paiite npeaBapUTeNHO HAMbJIHEHATA CIPUHIIOBKA, aKO CTE 51 U3IYCHANH, e KaTo
KaIra4yeTo € MaxHaTo. AKO TOBa Ce CIIy4H, MOJIs, CBhpKeTe ce ¢ Bammus nexap unu gpapmarieBT.

®durypa 5

Ios0keHNe HA MPEABAPUTEIHO HATBJIHEHATA CIPHHIIOBKA MPH WHKEKTHPaHe

. XBaHeTe KopITyca Ha MPeABAPUTEIHO HAITBTHEHATA CIPUHITOBKA MEXKTy ITOKa3aJiena U CPeIHUS
MPBCT HA e/HaTa CH PhKa U ITOCTAaBETE Mallella CH BPXy OyTanoTo, a ¢ Jpyrara CH pbka
BHUMATEITHO 3aXBaHETE KOJKHA I'PHKA, KOSTO CTE TTOYNCTHIIN MPEABAPUTEIIHO. J[pBKTe 5 31paBo.

B HUTO eITH MOMEHT He M3TeTJIsiiTe OyTaloTo.

HNHskeKkTHpPaHe HA JIEKAPCTBOTO
o Hacouere urnata noj srea oT NpuOAU3UTENHO 45 Tpagyca crpsMo 3axBaHaTaTa KO>KHA I'bHKA.
C 6Bp30 U ps3KO ABIKEHHE MPOOHIiTe KOXKaTa C UIJiaTa, KaTo sl BKapare J0Kpai (BHUxKTe

¢urypa 6).

®durypa 6

. WuxexTupaiTe Ms10TO KOJMYECTBO OT JIEKApPCTBOTO, KATO HATHCKATe OYyTalIOTO I0TOTaBa,
JIOKATO TJIaBaTa My 3acTaHe MEXKIY CTPaHHUIIMTE Ha MPOTEKTOpa Ha Mriiara (BHKTe gurypa 7).




o Koraro n3byrate OyTanoro 10 kpaii, U3TerieTe uriaTa oT KoXkaTa, JOKaTo B CHIIOTO BpeMe
NpOIBJDKABATE J1a HATHCKaTe OyTanoTo, U MyCHETe KOKHATa I'bHKA (BIXKTE durypa 8).

Ourypa 8

o baBHO BOUTHETE Majell OT riiaBata Ha OyTajoTo, 3a 1a MOXKe Tpa3HaTa IMpeIBapUTEIIHO
HAIbJIHEHA CIIPUHIIOBKA JIa Ce MPEMECTH HArOpe M UIJiaTa Jia ce MOKPHUE OT MPOTEKTOPA, KAKTO €
MoKa3aHo Ha ¢urypa 9:

®urypa 9

4. CJie1 MHKEeKTHUPAHETO

H3znou3BaiiTe naMyK HJIH MapJist

o Ha msicTOTO Ha MHXKEKTHPaHe MOKE J1a Ce MOSBH JIEKO KbPBEHE MIIM MAJIKO KOJIMYECTBO
Te4yHOCT. ToBa € HOpMaJHO.

o [IputHCHETE MSICTOTO Ha MHXKEKTHPAHE C MTAMYK I MapJis U 33JphKTE B IPOABIDKEHUE Ha
10 cexynmm.

o AKO € HeOOXO0IMO, MOXKETE JIa TIOKPHETE MSCTOTO Ha WHIKEKTHUPAHE C MaJIKa JIeTIeHKA.

He pastpusaiite koxara.

H3xBBpJIETE NPeIBAPUTETHO HATBJIHEHATA CIPUHIOBKA (BUKTe durypa 10)

° HezabaBHo U3XBBpiIETE MPEABAPUTEIHO HAITBTHEHATA CIIPUHIIOBKA B CIICIIMATHO KOHTCHHED 32
OCTpHY OTHAABLU. YBEPETE CE€, UE U3XBBPISATE KOHTEHHEpPA TOUYHO TaKka, KakTo Bu e
UHCTPYKTHUpai BamusT nekap nin MeIMUUHCKA cecTpa.

He ce onutBaiite Ja BbpHETE KalayeTo Ha UTJlaTa Ha MSICTOTO MY.

3a BamaTa 6e30macHOCT U 3a J1a peana3uTe JpyTrd Xopa HUKOTa He H3T0JI3BalTe MTOBTOPHO

MPEABAPUTEIHO HAITBbJIHEHATA CIIPUHIIOBKA.

AKo cMsTaTe, 4e MpHu UHXKEKTHPAHETO Helllo ce € 00BbPKAIIO WII HE CTe CUTYPHH, CBBPIKETE CE C
Bamus rexap wimu gpapmarieBT.
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Ourypa 10
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JIncroBka: nuH(popManus 3a NOTpedUTENA

Simponi 100 mg nHkeKIMOHEeH Pa3TBOP B MPeIBAPUTETHO HANTbJIHEHA MUCATKA
ronmumymab (golimumab)

IIpoyeTreTe BHUMATEIHO LSJIATA JMCTOBKA, IPEAH A 3all0YHETe 1A MpUjIarare ToBa JeKapcTBo,

Thil KaTO TS CbAbPsKAa BakHa 32 Bac nndgopmanus.

- 3amasere Ta3u JIUCTOBKA. MoJKe 1a ce HaJO0XkH J1a sl MPOUYETETE OTHOBO.

- AKO MMaTe HIKaKBH JIOMBIIHUTEIHN BBIIPOCH, IoNUTaiTe Bammus nekap, papmManeBT uin
MEIUIMHCKA CECTpa.

- Toga siekapcTBO € npeanucado JuyHo Ha Bac. He ro nmpeorcrenBaiite Ha apyru xopa. To moxe
Jla UM HaBpeIH, He3aBIUCHMO Y€ MPU3HAIMTE Ha TSAXHOTO 3a00JisBaHe ca chIuuTe KaTo BammuTe.

- AKoO ToNTyuHTe HSIKaKBU HEXEJIaH! peakiuy, yBegoMere Bammst nekap, GapManesT win
MeAMIMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH Bb3MO)KHU HEXXEJIAaHH PEaKIIH, HEOIIHCAaHH B
Ta3H JMCTOBKA. Brkre ToukKa 4.

Bamusat nexap mie Bu naze u kapra Ha manpeHTa, KOsATO ChIbpiKa BakHA HHPOpMAIIHS 33
Oe3omacHOCT, KOSITO TPsIOBa /1a Bu € n3BecTHa, mpeau Ja 3alovYHeTe ISYeHNE U 110 BpeMe Ha
JICYEHUETO ChC Simponi.

KakBo cbIbpiKa Ta3u JHCTOBKA

KakBo npencraisgBa Simponi 1 32 KaKBO Ce M3I10JI3Ba
Kakso TpsiOBa na 3HaeTe npeu 1a U3Mojia3BaTe Simponi
Kak na nznonzsare Simponi

BB3MOXHU HEKENTaHN PeaKIUuH

Kak na cpxpansiBate Simponi

ChIrbprkaHue Ha OTIAKOBKATA U OMIBJIHUTEIHA HHPOPMAIIUs

AR e

1. Kakgo npeacraBiasa Simponi 4 3a KaKBo ce H3M0J13Ba
Simponi cbIbpKa aKTUBHOTO BELIECTBO, HAPEUEHO TOIUMyMa0.

Simponi npuHAIIEKHN KbM IpyIa JIeKapcTBa, HapedueHu ,,yaxuouropu Ha TNF”. To ce uznonssa npu
BB3PACTHM 32 JICUCHUE HA CIICTHUTE BB3MAIUTEIHHU 3200 sIBAHNS:

. PeBmaTousieH apTput

. IIcopuatuueH apTpur

o AKcualleH CIIOHMIIOAPTPHUT, BKIFOUHTEIHO aHKHIIO3UPAIL CIIOHIUITUT U HEPEHTIeHOTpapCKH
AKCHAJIEH CIIOHIMIOAPTPUT

. Yauepo3eH KoIuT

Simponi O650KkHpa JeCTBUETO HA MPOTEHH, HApeUeH ,,TyMop-Hekpotusupani dhakrop anda” (TNFa).
To3u npoTenH yyacTBa BbB Bh3MAIMTEIHUTE MPOLECH U OJIOKMPAHETO My MOXKE J]a OTPaHUuuN
BB3IAJIEHUETO B Opranu3ma Bu.

PeBmaronsen apTpur

PeBMaTOMIHUAT apTPUT € BB3MATUTEITHO 3a00JsIBaHE HA CTaBUTE. AKO NMAaTe aKTHBEH PEBMATOUJICH
apTpUT, IBPBO Iie Bu JlekyBaT ¢ Apyru jiekapcTBa. AKO HE € TOBIHUSIETE JOCTAThYHO J00pE OT THX,
Moxke 1a Bu npennumat Simponi, koiiTo e Bu ce npunara B koMOUHAIMS ¢ APYTO JIEKAPCTBO,
Hape4eHO METOTPEKcar, 3a:

L4 IMMOTUCKAHC HAa TPU3HALIUTC U CUMIITOMUTC Ha 3a0omsaBaneTo Bu.
L4 3a0aBsHE HA YBPCKIAAHCTO HA KOCTUTC U CTABUTC Bu.
L4 HO,Z[O6p$IBaHC Ha (1)I/I3I/I‘IGCKOTO Bu cecrosHume.

IlcopuaTnyen apTpur
[IcopraTHUHUAT apTPUT € BB3NATUTEIHO 3a00JsIBaHE HA CTABUTE, OOMKHOBEHO CHII'BTCTBAHO OT
TICOPHUA3UC — BB3MAIUTEIHO 3a00IsIBaHe Ha KOoXKaTa. AKO MMaTe akKTUBEH MICOPUATHYCH apTPHT, TbPBO
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me Bu nexyBar ¢ apyru gekapcTBa. AKO HE ce MOBIIUSETE JOCTaThYHO 100pe OT TAX, Moxke Ja Bu
npeanyuatr Simponi, 3a:

L4 IMMOTUCKAHC HA TPU3HALIUTC U CUMIITOMUTC Ha 3a0omsaBaneTo Bu.
L4 3a0aBsHE HA YBPCKIAAHCTO Ha BammTe xocTH u craBu.
L4 HO,Z[O6p$IBaHC Ha (1)I/I3I/I‘IGCKOTO Bu cecrosHumeE.

AHKNI03UPAI] CTIOHAUIUT U HEPEHTreHOTPahCKU aKCHAJIEH CTIOHAWIOAPTPUT
AHKHUJIO3UPAIIHUAT CHOHMINT U HEPEHTTeHOTPadCKN aKCHAIIEH CIIOHAMIOAPTPUT Ca Bh3MAITUTEITHHA
3a00Is1BaHUs Ha TPHOHAYHUS CTHI0. AKO MMaTe aHKHIJIO3UPAII CIIOHIMIAT WA HEPEHTTeHOTrpadCcKu
aKCHaJIeH CIIOHIUIIOAPTPHT, IHPBO Iie Bu IeKyBaT ¢ IpyTrH JieKapcTBa. AKO HE C€ TIOBIIHUSICTE
JIOCTAThYHO JOOpE OT TAX, MOXkKe 1a By npeanumat Simponi, 3a:

° MOTHCKaHEe Ha MPU3HAIINTE U CHMIITOMUTE Ha 3a00/1sBaHeTo Bu.

° noo0psiBaHe Ha (u3ndeckoTo Bu cheTosiHueE.

Yiaueposen koauT

VIIEpO3HUAT KOJIUT € BB3MATUTENHO 3200 sIBaHe Ha YepBata. AKO MMaTe YIIepO3eH KOJUT,
I'bpPBOHAYAIHO Iie Bu Ob1aT gageHu apyru iekapcTBa. AKO T€3M JISKapCTBa HAMAT JIOCTAThYHO 100D
edexT npu Bac, 3a neyenue Ha Bamero 3a6onsBane me Bu npeamumar Simponi.

2. Kakgo TpsiOBa 1a 3HaeTe nmpean Ja u3noJ3Bare Simponi

He n3nou3saiite Simponi

o AKO cTe ajepru4HH (CBPHXUYBCTBUTEIHN) KbM TOIMMYyMa0 MM KbM HSIKOSI OT OCTaHAIUTE
CHCTaBKHM Ha TOBA JICKapCTBO (M30pOeHHU B TOUKa 6).

o Axo nmare Tyoepkyinosa (Th) unu npyra texxka uHdexuus.

o AKO UMaTe yMEPEHO TEeXKKa MM TeXKa ChbpACYHA HEJOCTATHYHOCT.

AKO He cTe CUTYpHH JIajli HAKOE OT H30poeHuTe ce oTHacs 3a Bac, roBopere ¢ Bamus nexap,
(hapMareBT WM MEJULMHCKA CECTpa Mpeay Ja 3alloyHeTe J1a U3MoJI3BaTe Simponi.

Hpezlynpemz]eﬂnﬂ U NPpEANAsHU MEPKHA
FOBOpeTC ¢ Bamms JICKap, (I)apMaLIGBT WM MCAULUHCKA CECTpa, IpCaAn 1a U3IMOJI3BATC Sln’lpOl’ll

Wudbekumu

YBenomere He3abaBHO Bamms iekap, ako Beue UMarTe Wik pa3BUETe CHMITOMH Ha HHPEKIHS 1O

BpEMe Ha JISYCHUETO cbC Simponi. CHMITOMUTE Ha MH(EKIMS BKIIOYBAT ITOBHUIICHA TEMIIEPATypa,

Kamuimaa, 3aayx, FpI/IHOHOI[OGHI/I CUMIITOMU, nHUapusd, KOKHU paHU, HpO6HeMI/I ChC 3’]361/IT6 WJIK IapCHE

IIpU ypUHUPAHE.

o [To BpeMe Ha 1e4eHHETO ChC Simponi MOXKeE Ja CTe MO-TOIATIIMBU KbM Pa3BUTHE HA HHPEKITHH.

] HHpekuunuTe MOXKE J1a ce pa3BUAT MO-0bP30 U J1a ca Mo-TeXKU. OCBEH TOBA HAKOHU CTapH
MH(EKINN MOXKE /1a CE TOSIBAT OTHOBO.

Tybepxynosa (TF)

He3zabaBHo yBenomete Bammms nekap, ako o BpeMe Ha JICYEHHETO WK CIIE/ HETO Pa3BHETE

cumnromu Ha Th. Cumnromure na Th BritouBart ynopura Kanuua, 3aryoa Ha Terjio, ymopa,

TIOBHIIIEHA TEMIIEPATypa WM HOIIHU U3MOTABAHHUA.

o Psnxo ca noknansanu ciydau Ha Th npu nanuenTy, TeKyBaHu cbc Simponi,
BKJIFOUUTEITHO MIPH MALlUEHTH, KOUTO ca MpHeMaiH jJekapcersa 3a Th. Bammsat nekap me
Bu HazHaum n3cneaBaHus, 3a Aa MpoBepH Janu umare Th, kaTo 1ie 3anuie pe3yaTaTuTe
OT TSX BbB Bamara kapTa Ha mamueHTa.

. MHoro e BakHO Ja yBenoMuTe Bamms nekap, ako Hskora cte 6onenysanu ot Th nnu cre
Ouny B OTM3BK KOHTAKT ¢ OoJieH uiu 6onemysan ot Th.

. Axo Bamust siekap npeneHy, 4e cTe U3JI0KEHHU Ha ITOBULIEH PUCK OT pa3Butue Ha Th,
npeau Aa 3alovYHeTe Ja U3Mo3BaTe Simponi, MOKe J1a ObJIeTe JIEKyBaHHU C JIEKapcTBa 3a
Thb.
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Bupyc na xenamum B

o YBenomere Bammst nekap, ako cTe HOCUTENM Ha BUpYyca Ha XenatuT B nim ako umare,
WIY CTE MMaJIM XeNaTuT B, mpeu aa 3anovynere JeueHne cbe Simponi.

o YBenomere Bammst nekap, ako cMsTare, ye cTe 3aCTpalleHH OT 3apa3siBaHe C BUpyca Ha
xemnarur B.

° Bamusar nekap e Bu uscnenpa 3a xenatut B.

o [Ipu nanyeHTH, KOUTO Ca HOCUTEJH HAa BUPYCa Ha XemaTUT B, ieueHneTo ¢ HHXHOUTOpU

Ha TNF, xato Simponi, Mo>ke 1a JoBeJIe IO PeakTHBAIHS HA BUPYCa, KOSATO B HIAKOU
ClTy4au MOKe J1a ObJIe )KUBOTO3acTpalllaBalia.

HUnsasuenu evouunu ungexyuu

AKO cTe KUBEIU WIH IbTYBaJIH B 00JIACTH, KbACTO MH(PEKIINH KaTO XUCTOIUIA3MO34a,
KOKIUANOUJIOMHUKO3a TN OJIACTOMHKO3a ca YeCTO CpellaHy, He3a0aBHO yBegoMeTe Bamus
nekap. Te3u nHPEKH ce MPUIUHSBAT OT ONPEIeICH! BUIOBE I'bONYKH U MOTAT J]a 3aCErHaT
Oenure 1poOOBE WM Apyra YacT Ha TSUI0TO. AKO HE 3HaeTe Jali Te3U MH(EKINH ca YECTH B
o0acTTa, B KOSITO CTE JKMBEJIU I ITBTYBAIIH, MTONMTaiTe Bammst nekap.

Pak u numdom

[Ipenu na 3amouyHere fa U3Moy3BaTe Simponi, yBegomere Bamms nekap, ako cTe UMalii 1Mar{osa Ha
miMdom (BUI pak Ha KPHBTA) WIIH JAPYT BHJ paK.

Axko u3non3pare Simponi v apyr uaxuoOuTop Ha TNF, pucksT aa passuere nuMdom min
JpyT BUI paKk MOXeE Ja C€ MOBULIH.

[NanuenTHTE C TEXBK PEBMATOHJICH aPTPUT WITH JPYTo BH3NAIUTEIHO 3200JsIBaHe C ToJsIMa
JABHOCT MOXeE J]a Ca C MO-BHCOK OT CPEIHHS PUCK 33 pa3BUTHE Ha TUMQOM.

[Ipu wsxou pena u roHoH, NekyBanu ¢ TNF-01okepu ca ce pa3Buim pakoBu 3a00NsBaHus,
BKJIFOUYUTEITHO HETUIMYHH BUJIOBE pak, KOUTO B HAKOU CITy4au ca JOBEIH 10 CMBPT.

B penxu cnyvau npu nanuentH, npuemanu apyra TNF-6mokepn, e HabmoaaBan ocoOeH U
TEXBK THIT TUMQOM, HapedeH xenaronueHaneH T-kinerbueH auMpom. [Toedero ot Te3n
NalKUeHTH ca OMIIN IOHOIIM WM MIIAAHN Mbxke. To3u TUI pak OOMKHOBEHO BOAM A0 CMBPT.
[TouTy BCHMUYKH OT T€3W MAIMEHTH ca IIPHEMAaJIH CHIIO JIEKAPCTBA, M3BECTHU KaTO a3aTHOIIPHH
wim 6-mepkanromnyput. Mapopmupaiite Bamms nekap, ako mpuemMare a3aTHONPHUH HITH
6-MepKanTOMypHH eTHOBPEMEHHO ChC Simponi.

[NanuenTuTe C TEXKa EPCUCTUPAINA aCTMa, XPOHUYHA 00CTPYKTHBHA OenoipoOHa Ooect
(XOBDB) mnu TexXKUTE MyIIauyd MOXKeE Ja ca ¢ T0-BUCOK PHCK OT Pa3BUTHE HA paK MpH JICUCHHUE
cbe Simponi. Ako umare Texka nepcuctupania actma, XObb nin nymme MHoro, TpsibBa na
oO0cwaute ¢ Bamus nekap nanu gedenuero ¢ naxuoOutop Ha TNF e moxxonsimo 3a Bac.
Hsikou manmeHTH, JIEKyBaHU C TOJIMMYMa0, ca pa3BIIIU OTPE/ICIICHU BHOBE paK Ha KOXKaTa.
Kaxere na Bammus nekap, ako 1o BpeMe WK Clie/l TepanusiTa ce MOsSBAT HAKAaKBU IPOMEHH BbB
BHUJIa Ha KOXKaTa WM 00pa3yBaHHUs 110 KOXKara.

C’BD,Z[CLIHa HCAOCTATHbYHOCT

HezabaBHo yBenomete Bamus nekap, ako ©Mate HOBH WM MTPOTPECUPAIIE CHMITOMHU Ha ChpJe4Ha
HeAOoCTaThYHOCT. CUMIITOMHTE Ha ChpJIeYHa HEJOCTATHYHOCT BKIIIOUBAT 3ayX WUJIH MOJyBaHE Ha
Kpakara.

Joknansanu ca chOOIECHHS 32 pa3BUTHE Ha HOBA WITM BIIONIIABAHE HA CHIIECTBYBAIla 3aCTOMHHA
Chbp/ICYHA HEJOCTATHYHOCT NPH JeueHue ¢ naxubutopu Ha TNF, BkimrounTenHo Simponi.
Hsxou ot narnueHTuTe ca NoYnHaIIM.

AKo BMaTe JieKa Chp/IeYHa HeJJOCTAThYHOCT M CTE Ha JIeUeHHe che Simponi, Bammst nekap
Tps6Ba na Bu npocnensiBa BHUMATEITHO.

3abogBanus Ha HCpBHaATa CUCTEMA

Hezab6aBuo yBemomete Bammst nekap, ako Hikora Bu e moctaBsHa quartosa Ha JEMUCTHHU3UPAIIIO
3a00JsIBaHE KaTO MHOKECTBEHA CKIIEpO3a WM pa3BHUETe CUMIITOMHU Ha TakoBa. CUMITOMHUTE MOTaT J1a
BKJIFOYBAT IIPOMEHU B 3pCHUCTO, CHaGOCT B pBUCTE U KpaKaTa, U3TPBIIBAHC WX MPAaBYUYKaHC B KOATO U
Jla € 4acT OT TsU10To. BammsT nekap e pemu nanu tpsaodsa ga Bu ce mpunara Simponi.
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Onepalyy Ul CTOMATOJIOTHYHH IIPOLIEYPHU

. YBenomere Bamms nekap, ako Bu mpencToun onepanys Wiy CTOMaTOJIOTHYHA TPOIieypa.

. YBenoMere Xupypra Wid CTOMaToJIora, U3BLPIIBAII ITPOLEAypaTa, Ue CTe Ha JISYSHHE ChC
Simponi, kaTo UM Mokaxete Baiara kapTa Ha nanyeHTa.

ABTOVMMYHHH 3a00JsIBaHUS

YBenomere Bamms nekap, ako pasBueTe CHUMITOMH Ha 3a00JsiBaHe, HapeyeHo Jymnyc. CUMITOMUTE
BKIIIOYBAT YIIOPHUT OOPUB, OOJIKU B CTABHUTE H yMOPA.

. Wma penku ciiyyan Ha pa3BUTHE Ha JIYITYC IIPH X0pa, JTeKyBaHu ¢ nHxuOuTopu Ha TNF.

3abossBaHUs HAa KPbBTa

HpI/I HAKOU IMAIMEHTU OPraHU3MBT HE € B CHbCTOSAHHUE Jia IIPOMU3BEKAAa JOCTAThYHO KPBBHU KIJICTKH,
KOHTO J]a My IoMarar Jia ce 0opu ¢ HHQEKIMUTE U Jia CIupaT KbpBeHeTo. CBbpxkeTe ce He3abaBHO C
Bamms nekap, ako pa3BueTe BUCOKa TEMIIEpaTypa, KOsITO He OTMHHABA, JIECHO Bu ce mosBsBaT
KpBBOHACSIAHUS WM KbPBUTE, WK U3TIICKIATe MHOTO OJieu. Barmms iekap MoKe J1a pery Ja crpe
JICYCHHUETO.

AKO He CTe CHT'YPHH JIaH HIKOE OT M30POCHUTE MO-TOpe ChCTOSHUS e OTHACS 3a Bac, roBopete ¢
Bamus siekap wiu gpapMalnieBT, peay Ja 3alouHeTe J1a H3oa3BaTe Simponi.

Bakcunanuu

Yeenomete Bamus iekap, ako Hackopo Bu e mpaBeHa wim nipeacTou Aa Bu 6b/1¢ HanpaBeHa BaKCHHA.

o Jlokato cTe Ha JeueHue che Simponi, He TpsiOBa 1a Bu ce mpasT onpeaencHu (KUBH) BAKCHHH.

o Hskoun BakcHHAIIMU MOTAT Ja MPeAU3BUKAT HHPEKIUU. AKO CTe MoJydyaBaan Simponi, JOKATO
cte Oua OpemenHa, Bamero 0e6e MOe 1a € ¢ TIOBHUIIICH PUCK OT pa3BUTHE Ha TaKaBa
MH(EKIYs B IPOIbIDKEHHE Ha MPUOIU3UTENIHO 6 Mecela cllel MOCIeHaTa J103a, KOATO CTe
NOJTYYMIIH TIO BpeMe Ha OpeMeHHoCTTa. BaxkHo e na nHpopmupare nexapst Ha Barrero 6e6e n
JPYTU MEJMIIMHCKY CIEIHANINCTH 3a CBOETO JIEYeHUE Che Simponi, 3a ia MOTaT Te Jia periat
kora Bamero 6ebe Moxe 1a Obe BAKCHHUPAHO.

TepaneBTHYHN HHGDEKITMO3HU areHTH

VYBenomere Bammns nekap, ako Hackopo ca Bu npunoxunn wim Bu npeacroun na Bu npunoxar
JIeYeHHE C TepaneBTHYeH MH(eKuno3eH areHT (karo nactuiauus Ha BCG, nsnon3BaHa mpu JedeHnue
Ha paK).

AJlepruydy peakuuu

Kaxere Ha Bamus nexap BegHara, ako pa3BUETE CHMIITOMHU Ha aJIEPTHYHA PEAKIIU CIIe JICUCHUETO
Bu c¢be Simponi. CUMITOMHUTE Ha ajieprUYHa PeaKIlis MOKE Jia BKIIOYBAT IMOAYyBaHE Ha JIMIIETO,
YCTHUTE, yCTaTa WK I'bPJIOTO, KOETO MOXKE Ja TOBEIE A0 3aTPyIHEHUE IIPU NMPErIbIIaHe UK AUILIAHE,
KOXEeH 00pHB, YPTHUKApHs, TOIyBaHe Ha JJIAaHUTE, XOAUIaTa WIH TJIE3CHUTE.

. Hsixon oT Te3u peakuuu MoKe Jja ca CEpUO3HU WIH PSAKO KUBOTO3aCTpalllaBallIH.

. Hsxou ot Te3u peakiuu ca ce MOSBUIIM CJell IbPBOTO NPUIIOKEHHE Ha Simponi.

Jlena ¥ IOHOIIH
He ce npenopruBa ynorpebara Ha Simponi 100 mg npenBapuTeIHO HaITbJIHEHA MTUCAJIKA [IPH ACLA U
foHOIH (11ox 18 roaunm).

JApyru nexapctBa u Simponi

. Wudopmupaiite Bamist nekap uinv papManeBT, ako U3MOI3BATE, HACKOPO CTE U3MOI3BAIN HITH
€ Bb3MOJKHO J]a U3M0JI3BaTe JIPYTH JEKapCTBa, BKIFOUUTEIHO BCUUKU APYTH JIEKApCTBa 3a
JIeueHUE Ha PEeBMAaTOUIEH apTPUT, IICOPUATUYEH apTPUT, aHKHUJIO3UPAILL] CTIOHIUIIHT,
HEepeHTreHOrpadcKu aKCHajeH CIOHAWIOAPTPUT WK YILEPO3EH KOJIHUT.

o He tpsi6Ba na u3nonssare Simponi ¢ JeKapcTBa, ChAbPKAIIN AKTUBHUTE ChCTABKH aHAKHHPA
win abatanent. Te3u JiekapcTBa ce U3MOMI3BAT 3a JICUEHHE Ha PeBMAaTHUHH 3200 sIBaHUSI.
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. YBenomere Bammst nekap unn hapManeBT, ako IpUeMate JpyrH JIEKapcTBa, KOUTO BIHSAT
BBPXY HIMyHHATa CHCTEMA.
. He tpsi6Ba na moyuaBare ornpeseneHu (;KUBH) BAKCHHH, IOKATO U3ION3BaTe Simponi.

AKXO HE CTe CUTYpHH JIalld HAKOE OT M30POCHHTE MO-TOpe ChCTOSHMUS ce OTHAcs 3a Bac, roBopere ¢
Bamus siekap wiu gpapMalieBT, peau Ja 3alouHeTe J1a M3oa3BaTe Simponi.

BpemMeHHOCT M KbpMeHe

[penu na nznonzsate Simponi, yBegoMere Bammst iekap, ako:

o cTe OpeMEeHHa WM TUIaHMpare Ja 3adpeMeHeeTe, Tokato usnon3sate Simponi. MapopmanmsTa
3a e()eKTHTE Ha TOBA JICKAPCTBO NpU OpeMEHHH KEHH € OrpaHH4YeHa. AKO CTE Ha JICUCHUE ChC
Simponi, Tps6Ba 1a n30ArBaTe 320peMeHsIBaHe, KaTO M3II0JI3BATE aJeKBAaTHA KOHTpPALCTILHS,
JIOKATO ce JIEKyBaTe U MOHe 6 Mecela clie]l TIoClIeIHATa WHKEKIU Ha Simponi. Simponi TpsiOBa
Jla ce U3IO0JI3Ba 110 BpeMe Ha OPEMEHHOCT caMO aKo JICYCHUETO € aOCOIIOTHO HEOOXO0IMMO 32

Bac.

o Tps0OBa na ca n3MHUHAIM MOHE 6 Mecela OT MOCISAHOTO NPUIIOKEHHE Ha Simponi mpeaun 1a
3armovHeTe aa kbpMmure. Ako Bu nipeacTou siedeHue ¢be Simponi, TpsOBa aa cupere 1a
KBbpPMHUTE.

o AKo cTe mony4yaBainu Simponi 1o BpemMe Ha OpeMeHHOCTTa, Banreto 6e6e Moe Ja € ¢ MOBHIICH

pHcK oT pa3BuTHe Ha HHPeKIusI. BaxkHo e 1a nHbopMupare ekaps Ha Bamero 6e6e u npyrure
MEAMIUHCKA CIICIIMATNCTH 3a CBOETO JISYeHHE Che Simponi, npean BameTo 6ebe na 6b1ae
BaKCUHHPAHO (32 ToBeue HH(OpMAIIHs BUXKTE pa3jieia 3a BAKCHHAIIHH).
AKo cTe OpeMeHHa WITH KbpMUTE, CMSATAaTe, Y€ MOXKE J1a CTe OpeMeHHa WU TUIaHupaTe OpeMEeHHOCT,
MOCHBETBalTE ce ¢ Bamms nekap wim dapMarieBT npean ynotpedara Ha TOBa JIEKAPCTRO.

Ilodupane u padoTa ¢ MAIIUHU

Simponi noenMsiBa B Majka cTeneH cnocodHocrra Bu na modupare u na u3non3Bate HHCTPYMEHTH
WIM MallliHU. BeIpeku ToBa ciel mpriioKeHne Ha Simponi Moxe Ja ce MosIBY 3aMaiiBaHe. AKO TOBa
ce ciIy4H, He modupaiite 1 He W3IMON3BaliTe MHCTPYMEHTH WIH MAITUHH.

Simponi cbaABpIKa JaTeKc, COPOUTOJI M IMOJIMCOpOaT

CBPBXYYBCTBUTEIHOCT KBM JIATCKC

Kanauero Ha urnata, 4acT OT IPEIBAPUTEIHO HAITBIHEHATA MUCAJIKA, ChABPKA JaTeKC. Thil KaTo
JATEKCHT MOKE J]a MPEIU3BUKA TEXKKHU AIEPrUUHU peakuuu, ypenomere Bammus nekap, ako Bue nimn
YOBEKbT, KOUTO Ce TpUKHU 3a Bac, cTe anepruyiu KbM JIaTeKc.

Henonocumoct kM copbuton
ToBa nekapctBo chabpka 41 mg copouron (E420) BbB Besika nMpeIBapUTEITHO HAITBITHEHA TTHCANKA.

Hoaucopbar 80
Tosa nekapctBo cpappika 0,15 mg monucopdat 80 (E433) BbB Besika nmpeBapuTeTHO HAITbJIHEHA

nucaika. [TonucopbaTuTe Morar j1a IPUUUHAT AIEPrUYH peaknuu. TpsoBa faa kaxere Ha Bamms
JIEKap, aKO UMaTe YCTaHOBEHU aJIEpPTUu.

3. Kak na uznoaszBarte Simponi

Bunaru usnonsBaiite ToBa JeKapcTBO TOYHO KakTo Bu e kazan Bammsar nekap wim gapmaneBT. AKo
HE CTe CUTYpPHH B Helllo, monuTaiite Bamms nexap wim gpapmaiesT.

Koaxo Simponi ce npuiara

PeBMmaTouieH apTpurt, icopuaTuveH apTpUT U aKCHAJICH CIIOHHUIIOAPTPHT, BKIIFOUUTEITHO

AHKUIJIO3MPAIL] CTIOHTUIIUT U HEPEHTTeHOTPapCKH aKCHalleH CIIOHUIOAPTPHUT:

o ITpenopwunrennara no3a e 50 mg, NpUIOkKEHa BEAHBK MECEYHO Ha €/1Ha U ChIlla JaTa.

. IIpenu wetBppTaTa Bu no3a ce o6vpHeTe kbM Bamusg nexkap. Bamuar nekap e onpenenu qanu
JICYCHUETO ChC Simponi TpsAOBa Aa MPOIBIIKH.
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o Axo texute noseue ot 100 kg, nozata mosxe na Ob1e moBumena Ha 100 mg
(cpappkanueTo Ha 1 mpeaBapUTETHO HATBIIHEHA MMKCAJIKa), TPUIOKEHH BEAHBX
MECEUHO Ha €/lHa U ChlIa Jara.

Yauepo3eH KoIuT
o Tabnuiara mo-10y MOKa3Ba Kak 00MYaiHO I preMarte ToBa JIEKapCcTBO.

Hauvano na neuenuero Havanna no3za ot 200 mg (cpapp)kaHuETO Ha 2 IpeABAPUTEIIHO
HaITBIHEHH MHUCATIKK ), TTocheaBana ot 100 mg (Chabp:kaHUeTO Ha
| mpeaBapUTEIHO HABIHEHA MUCATIKA) 2 CEAMUIH MTO-KBCHO.

[Topgnbp:xaino ieueHue . [pu maruentu ¢ terno nox 80 kg, 50 mg (3a xa ce mpuITokH
Ta3u J|03a ce M3MO0JI3Ba MPEIBAPUTEIHO HAITBIHEHA MHCATKa WIN
MIPEABAPUTEITHO HAIMBIHEHA CIIPUHIIOBKA OT S0 mg) 4 ceaMuIu
ciieq mocieqHoTo Bu nedenue, cienl ToBa Ha BCEKH 4 CEIMULIM.
BammsT nexkap Moxe aa pemn aa npeanume 100 mg
(cpapprkaHmreTo Ha 1 IpeBapUTETHO HAIThIHEHA MHCANKA), B
3aBHCHUMOCT OT TOBA, KaK Ce MMOBIHUABATE OT Simponi.

. [Mpu nanmentu ¢ terio 80 kg umu moseye, 100 mg
(cpappkaHueTo Ha | mMpeaBapUTEIHO HATBIHEHA MUCAIKA)

4 cenqmunu cien mociaenHoTo Bu nedenue, cien ToBa Ha BCEKU

4 ceqMUIIH.
Kak ce npuiiara Simponi
o Simponi ce npuara ype3 HHKEKIH Mo KoXkaTa (MMOJKOKHO).
° B naganoro Bammsr nekap wim MenIuIimHCKa cecTpa Moxke 1a Bu nmkexkTtrpa Simponi. Bue u

Bammsr siexkap obade Moxke Jia pelmTe, 4e MOXKeTe caMy Jla Ci HHXKeKTupare Simponi. B To3u
ciydaii mie Obaere 00y4eHH Kak caMH Jja CH MHXKEKTUparte Simponi.
l'oBopere ¢ Bammus jekap, ako umare BBIIPOCH OTHOCHO MOCTAaBsIHETO Ha MHXKEKUMATA. B kpas Ha Ta3u
JIUCTOBKA I1[¢ HAMEPUTE TOAPOOHH ,, IHCTpYyKIMHK 32 yroTpeda”.

AKO cTe N3I0JI3BAJIM IIOBeYe 0T Heo0XoanuMaTa q103a Simponi

AKo cTe U3Mo3Baiy win Bu e npuiiojkeHa TBbpAE BUCOKA 103a Simponi (MK Upe3 HHKEKTUPaHe Ha
€IHOKpaTHa BUCOKA /1033, WIN Upe3 TBbPAE YECTO IPUIIOKEHHE), He3a0aBHO roBopere ¢ Bamus sexap
win papmaneBT. Bunaru Hocere cbe cebe cH KapTOHEHATa OMaKOBKa, JOPH T 1a € Ipa3Ha, U Ta3u
JIUCTOBKA.

AKO cTe NPOMyCHAJIM A U3MoJ3BaTe Simponi
AKo cTe 3a0paBiiTy 1a MHXKEKTUpaTe Simponi Ha MIaHUpaHaTa JaTa, IPUIokKeTe MPOITycHaTa 103a
B€JIHAra IOM CH CIIOMHHUTE.

He u3non3paiite I[BOﬁHa J1034a, 3a 1a KOMIICHCUPATC MPOITyCHATaTa A034.

Kora ma cu nmxekTHpaTe ciieBaiiaTa 103a;

. AKO cTe 3aKbCHEINN C TI0-MaJIKO OT 2 CEIMHUIINA, HHKEKTHpaTe MPOIyCcHATaTa 1032 BeIHara
cJel KaTo CH CIIOMHUTE U MPOIBIKETE IO MbPBOHAYATHATA CXEMa HA MIPUIIOKECHHUE.
. AKO CTe 3aKbCHEJH C TIOBEYE OT 2 CeIMUIIH, NHKEKTHpaTe MpoITycHaTaTa 03a BeIHara cies

KaTO CH CIIOMHUTC U CC CBBPIKCTC C Bamms JICKAp Wjin q)apMaL[eBT, 3a J1a IIOIIMTaTe Kora Ja
HWHXXCKTHUpATC CiIcABaliara g03a.

AKO He cTe CUT'YPHH B Hello, nonutaite Bamms nekap nnn ¢apmanesT.

AKo cTe cipesin ynorpedaTta Ha Simponi
AKo0 0OMuUCIISATE a CIIpeTe MPUIIOKEHUETO Ha Simponi, IbpBO 00chAeTe ToBa ¢ Bamms nexkap uinu
(apmareBT.

AKO UMaTe HSIKaKBHU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBa JIEKApCTBO, MOJIS
nonuTaiite Bamms nekap, papMaleBT WM MEIULIMHCKA CECTpa.
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4.

Bb3MOKHH HeKeJTaHU pPeakuuu

KaxTo Bcukm ekapcTBa, TOBa JIEKApCTBO MOXKE Aa MPEIU3BHKA HEXKEIAHU pEaKLuy, BBIIPEKH Ue HE
BCEKH I'tl IToJTy4yaBa. [Ipy HAKOM MAalMEHTH MOKE /1a CE pa3BHUAT CEPUO3HHU HEXEIIaHU PEeaKLUU, KOUTO
Hayarar jeudeHue. PUCKBT OT MosIBa Ha OMpEeIeNIeHN HeXKEIaH! PEaKIMU € TTO-TOJISM TIpY 1032 OT

100 mg B cpaBHEeHHE ¢ 103a oT 50 mg. Hexxenanu peakuy MoraT J1a ce pa3BUAT M 10 HAKOJIKO Mecela
ClIe]] TOCIeIHATa WHIKEKIIHSL.

HezabaBHo yBenomete Bamus nekap, ako 3a6enexure HIKOS OT CIEIHUTE CEPHO3HU HEXKETaHH
JIEKapPCTBEHU PEaKIINH, BKITFOUBAIIH:

aJIeprUYHM PeaKlMU, KOUTO MOraT J1a 0bJAaT CEPUO3HU, WU PSIAKO

skuBoTO3acTpamaBamm (peaku). CUMITOMHU Ha aleprUYHA PEaKIUs MOTaT Ja BKIIOYBAT

MOyBaHE Ha JIMIIETO, YCTHUTE, YCTaTa WIH I'bPIOTO, KOETO MOXKE J1a IPUYMHU 3aTPyTHEHO

MperTbIIaHe WK AWIaHe, KOXXKeH 00pHB, KOMIPUBHA TPECKa, IO{yBaHe Ha PBIIETE, XOAMUIaTa

W TIie3eHnTe. Hakou oT peaknuute ce mosiBABaT Clie/ MbPBOTO MPUIIOKEHHE Ha Simponi.

cepuo3nu nHpexuun (BrawunTeaHo Th, 6akrepuannn nHpekun BKIKYUTETHO

cepuo3HM HH(PEKIUN HA KPbBTA U MTHEBMOHUSA, TEKKH I'OUMYHN HH(PEKIUN U APYTH
onopTiHUCTHYHHA HHPekun) (dectn). CuMnToMuTe Ha WHPEKINS MOTaT J]a BKIFOYBAT

MOBHIIIEHA TEMIIEPaTypa, yMopa, Kanumia (ynopuTa), 3aayX, TPUION0I00HN CUMITTOMH, 3ary0a

Ha TEIJIO, HOIIHO U3MOTsIBaHEe, JUapus, paHH, IPOOJIEMHU ChC 3bOHUTE U MMAPCHE MIPH yPUHUPAHE.

NMOBTOPHO AKTHUBHPAHE HA BUPYCa HA XenaTut B, ako cTe HOCUTEI WM B MUHAJIOTO CTe

0oJsienyBasu ot xenatut B (psiako). CHMITOMUTE MOTAT JIa BKIIIOYBAT MOXKBJITIBAHE HA

KO)KaTa ¥ OYHTe, ThMHOKA(sIBO OIBETSIBaHE HA YpUHATA, OOJIKA B JsICHATA CTpaHA HAa KOpeMa,

TeMIlepaTypa, rajicHe, OBPBINaHe U CUITHA YMOpa.

3a00/11BaHe HA HEPBHATA CHCTEMA KATO MHOKeCTBEHA CKJIepo3a (psaako). CUMIITOMUTE HA

3a00JIIBaHE HA HEPBHATA CUCTEMa MOTaT J1a BKJIIOYBAT TPOMEHH B 3PEHUETO, CIA00CT B PBIIETES

U KOJICHETE, U3TPBIBAHE WM MPAaBYUYKaHE Ha pa3IMYHU 4acTU Ha Bamero Tsuo.

pak Ha quMdHUTE BB3aH (tuMdom) (psigko). CuMITOMUTE HA JTMM(OMa MOraT Jia BKIIIOUBAT

noTyBaHe Ha JIMM(HUTE BB3IH, 3aryda Ha TETJIO WK ITOBUIIICHA TeMIIepaTypa.

Chbp/IeYHA HEAOCTATHYHOCT (PsiAko). CUMITOMUTE HA ChPACYHA HEAOCTATHUHOCT MOraT Jia

BKJTFOUBAT 3aJyX WU MOyBaHEe Ha Xoamiara Bu.

NMPU3HALM HA HAPYIIEHHUsI HA HMYHHATA CUCTEMA, HAPeY€eHu:

- aymyc (psigko). CHMITOMHATE MOTAT Jia BKIIFOYBAT CTaBHA OOJIKa WITH OOpUB TI0 Oy3HTe
WIN PBUETE, KOUTO € UyBCTBUTEJICH KBM CIIBHLETO.

- capkouj03a (psaako). CHMIOTOMHATE MOTAT Jia BKIIOYBAT YIIOPUTA KAIUINIIA, 33aTyX,
0o0JIKa B I'bpUTE, MOBUILICHA TEMIIEpATypa, MoAyBaHe Ha TUM(HUTE BB3IIH, 3ary0a Ha
Ters10, OOpPHUBH 10 KOXKaTa U 3aMbIIICHO 3PCHHE.

Bb3IaJIeHHEe HA MAJIKMTEe KPbBOHOCHH ChA0Be (BaCKYJIMT) (psaaKo). CUMOTOMUTE MOTaT Aa

BKJIIOYBAT IOBHUIIICHA TEMIIEpaTypa, IiaBobosue, 3aryda Ha Terjio, HOLTHH U3MOTIBaHUS, OOPHB

Y HEBPOJIOTUYHU TIPOOJIEMH KaTO U3TPHIIBAHE WIIM MpaBydKaHe.

pak Ha ko:kaTa (HeuecTo). CUMIITOMUTE Ha paK Ha KOKaTa MOTaT Jia BKIIOYBAT IIPOMEHHU BB

BBHHIIHUS BUJ HA KOJKaTa WU 00pa3yBaHU 110 KokaTta Bu.

3a00/51BaHe HA KPBBTA (4ecTo). CuMnToMuTe Ha 3a00JIsIBaHe HA KPBBTA MOTAT Ja BKIIOYBAT

yHOpHTa TeMIIepaTypa, MHOTO JIECHO HACHHSBaHE MM KbPBEHE, WU CHITHA OJIeI0CT.

paxk Ha KPbBTa (JieBKeMusi) (psaAK0). CUMOTOMUTE Ha JICKEMUSI MOTAaT Ja BKIIOYBAT

MOBHILIEHA TEMIIEPaTypa, YyBCTBO Ha yMOpa, YeCTU HH(PEKIUH, JICCHO IIOCHHIBAHE U HOIIHH

U3MNOTSBAHMUSL.

Kaxxere He3abaBHO Ha Barmms JICKap, ako 3a0€NeKUTE HIAKOH OT I/I36pO€HI/ITe CHMIITOMMU.

le/l NMPUJIOKCHUE HA Slmponl ca Haﬁ.]'ll()[laBaH](l CJICIHUTE TOINbJHUTEC/IHHN HEKEJTAHH PCAKIIUU:
MHoro 4ecTy HeXKeIaH! PECAKIINH (MO)K@ Ja 3aCcerHaT moBE€Y€C OT l1ual0 ,I[VH_II/I)Z

I/IH(beKI_II/II/I Ha TOPHUTC AUXATCIIHU IIbTUIA, Bb3IMAJICHUC HA I'bPJIOTO, APE3raB I'Jiac, XpeMa
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YecTu HexxenaHN peakuny (Moxe Ja 3acerHar 1o 1 xa 10 gymm):

. [Ipomenu B uepHOAPOOHUTE MMOKa3aTeN! (TIOBUIIABaHE HA YEPHOAPOOHUTE EH3UMHN),
YCTaHOBEHH IIPU U3CIICABAHUATA HA KPBBTA, HANIPAaBEHH OT Bamus nekap.
3aMastHOCT

I'maBoGomnue

WztppnBane wim MpaBy4KaHe

[HoBbpxHOCTHM I'bOMYHN MHDEKLINT

Abcnec

Bakrepuannn nHdexuun (KaTo LEeTyInT)

Hucbk Opoii Ha yepBeHUTE KPBBHH KIETKH

Hucbk Opoii Ha Oenute KPbBHU KISTKH

Ilo3uTHBEH KPBBEH TECT 3a JIYILyC

AJIEpTUYHU paKLIUH

Jlomo xpaHocMuiIane

Bbonka B cromaxa

Tl'anene

I'pun

Bponxut

Undexuus Ha cunycure

Xeprmec

[loBuiIeHO KPBBHO HANATaHE

[loBumena remneparypa

AcTMma, 3a1yX, XpUITEHE

Hapymenus Ha cTomaxa 1 4epBarta, KOUTO BKJIIOYBAT Bh3NAJCHUE HA JIMTABULATa HA CTOMaxa U
Je0eIoTo YepBo, KOETO MOXKe J]a MPUIMHHU BHCOKA TeMITepaTypa

Bosika u s13BU B ycTarta

Peakiuu Ha MCTOTO Ha WHXKEKTUpaHe (BKIFOUUTETHO 3auepBsiBaHe, YIUThTHsIBaHE, OOJIKa,
KpbBOHACSATAHE, ChPOEK, U3TPBIBAHE U Ipa3HEHE)

Kocoman

OO0puB u chrpOEXkK Ha KOXKaTa

be3cbHue

YyBCTBO HA MOTUCHATOCT

UyBcTBO Ha cimaboct

CuynBaHe Ha KOCTH

Juckomdopt B 001acTTa Ha IPBIAHUS KOIII

Heuectn Hexxenanu peakmuu (Moxke aa 3acersar 10 1 ga 100 gymrm):

o brOpeuna nngexus

o PakoBu 3a001s1BaHuUs, BKIIIOYUTEIIHO PAK HA KOXKATa U HEPAKOBU 00pa3yBaHUs U OYUKH,
BKIIFOUUTEITHO OEHKU

. Koxuu mexypu

o Texxka nH(MEKIUS pa3npocTpaHeHa U3 e OPraHU3bM (CEICHC), B HIKOU CIIydan
BKJIIOUMTEITHO HUCKO KPBBHO HaJISITaHe (CENTHYEH II0K)

o [Icopuasuc (BKIIOYUTEIHO MO AJTAHWTE W/WIIN XOIWIaTa, W/HiaK o1 GpopMaTa Ha KOXKHU
MeXypH)

Hucsk O6poii Ha TpomOoLmTHTE

006110 HECBHK OpOil HA TPOMOOLUTUTE, YEPBEHUTE U OCIINTE KPBBHU KIETKU
Hapymenus Ha muToBHaHATA KITe3a

[loBumieHre Ha HUBAaTa HAa KPbBHATA 3aXap

[loBuiieHne Ha HUBaTa HA KPBBHHS X0JIECTEPOT

Hapymenus B paBHOBEeCHETO

3pUTETHN CMYILEHHS

Bb3nanenue Ha OKOTO (KOHIOHKTUBHT)

Ouna aneprus
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Ycemane 3a HepaBHOMEPEH ChP/ICYCH PUTHM
CrecHsiBaHE Ha KPBBOHOCHUTE CHJIOBE Ha CHPIIETO
Ccupenu B KpbBTa

3adepBsBaHe HA JTUIETO

3amex

XpOHUYHO BB3MAIUTENHO 3a00IsIBaHe Ha Oenute IpodoBe
Kucenuun

KambHaE B sKIBUKaTaA

Hapymenus na uepaus apo6

Hapyenus Ha repaure

MeHcTpyalnHu HapyLIEHUs

Penxn Hexxenanu peakuu (Moxke fa 3acersar o 1 ga 1 000 gymm):

Hepb3MOXXHOCT HAa KOCTHUSI MO3BK Ja MPOU3BEKIA KPHBHU KIETKU

CunHo HamalieH Opoli Ha OennuTe KPbBHH KIETKH

WNHbekuns Ha cTaBUTE WM HA ThKAHUTE OKOJIO TSAX

3abaBeHo 3apacTBaHe Ha paHU

Bb3nanenue Ha KpbBOHOCHUTE ChIOBE HA BHTPELUIHUTE OPraHU

JleBkeMus

Menanom (BUJ pak Ha KOXKaTa)

Mepken-KiIeTh4eH KapIHOM (BH]I paK Ha KOXKaTa)

JluxeHouTHU peakiuu (ChpOSIT YepBEHUKABO-TTIIIAB KOKEH OOPHB /WM HUIIIKOBUIHU CHBO-
Oenu TUHUYU BBPXY JIUTABUITUTE)

JIrocmecTa, mrolenia ce Koxa

Hapymuienust Ha »MyHHATa CHCTEMa, KOUTO MOXKE Jia 3aCeTHaT Oenute ApoOoBe, KoKarta 1
TUMQHUTE BB3TH (HAl-4eCTO TPOSIBEHH KaToO CapKOM103a)

Bbonka 1 mpoMsHa B 1IBeTa Ha IPBCTUTE HA PHIIETE WM KpaKaTa

IIpomsna Ha BKyca

Hapymienust Ha TUKOYHUS MEXYP

Hapymenus Ha 660penute

Bb3nanenue Ha KPbBOHOCHUTE ChJIOBE Ha KOXKaTa, KOETO BOJU 10 OOpHB

Hexenanu peakiiuy ¢ HEM3BECTHA YECTOTA:

o Psanpk Tun pak Ha KpbBTa, 3acsrail IpeIuMHO MJIaau Xopa (XenaronueHaieH T-KieTbueH
mmMpom)

. CapkoM Ha Kanommu-psiko cpeiaH pak, CBbp3aH ¢ MHPEKIIHs C YOBEIIKH XeprieceH BUPYC 8.
Capxkom Ha Kanommm Haii-uecto ce cpema noa ¢popmara Ha IypIlypHH H3MEHEHUS BBPXY
KOJXKaTa.

o Bromasane Ha 3a00is1BaHe, HAPEUEHO ,,IEPMATOMHO3UT  (KOETO CE MPOsIBsIBA KATO KOXKEH

00puUB, IPUIPYKEH OT MYCKYITHA cllabocT)

Cho0maBaHe HA HeJKeJIAHU PeaKINA

AKO TIOJTyYHTE HAKAKBU HEXKEJIaHH JICKAPCTBCHH PEeaKIvK, yBenomMere Barus nekap, papManesT Win
MEAMIIMHCKA cecTpa. ToBa BKIIFOUBA BCHYKU BH3MOXKHHU HEOTMCAHU B Ta3H JIUCTOBKA HEXEJIaHU
peakuu. Mosere ChIo Aa ChOOIINUTE HEXKENAHN PeaKIUy AUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 32
choOInaBane, mocoueHa B [Ipunoxenue V. Kato cho0IaBare He)KEaHN peakiuy, MOXKETE Ja Ja/ieTe
CBOSI PUHOC 3a TOJIyYaBaHe Ha MoBede HH(OPMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JISKAPCTBO.

5. Kak na coxpansiBame Simponi
o CbxpaHssiBaliTe TOBa JIEKAPCTBO Ha MSCTO, HEAOCTBIIHO 3a Jelia.
o He n3non3BaiiTe ToBa 1€KapCTBO ClIE CPOKA HAa TOJHOCT, OTOETSI3aH BEPXY €THKETa CIIe]

,,EXP* 1 BBpXy KapTOHEHATa OIIaKOBKa cief ,,['oneH n0:“. CpoKbT Ha TOAHOCT OTTOBaps Ha
NIOCJIEHUS JAEH OT II0COYEHUsI MECEll.
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. Ha ce cexpanssa B xmagmwiauK (2°C — 8°C). [la He ce 3ampassiba.

o CroxpansBaiiTe peIBapUTETHO HATbJIHEHATA THCAKa B KApTOHEHATa OMaKOBKa, 3a Ja ce
Mpeanasy OT CBETINHA.
o ToBa jexapcTBO MOXKeE J]a ce ChbXpaHABa ChILO U3BBH XJIAIMIHUKA, IPH MaKCHMalTHa

teMriepatypa Ao 25°C, eaHokpaTHo 3a nepuof a0 30 I1HU, HO HE U CJel JaTaTa Ha U3TUYaHe Ha
IFPBOHAYATHUS CPOK Ha TOJHOCT, HalledaTaH BbPXY KapTOHEHaTa onakoBka. Hamuiere HOBHs
CPOK Ha TOJHOCT BbPXY KapTOHEHATa OIAKOBKA, BKIIFOUUTEIIHO JIeH/Mecel/ToiuHa (He moBeye
ot 30 gHM, CIIe]] KaTo JIEKAPCTBOTO € U3BAJICHO OT XJIaJniHNKa). He BphIIalite TOBa JIEKapCTBO
00paTHO B XJIaJIMITHUKA, CJIE]] KaTO € IOCTUTHAJIO CTaifHa TemrepaTypa. U3xBbpiere ToBa
JICKapCTBO, aKO He OhJIe U3I0J3BAHO B pAMKUTE Ha HOBHS CPOK Ha TOJAHOCT MJIM CPOKa Ha
TOJHOCT HareyaTaH BbpPXY OMAaKOBKAaTa, B 3aBUCUMOCT OT TOBa KOH € MO-paHeH.

. He w3non3Baiite ToBa J€KapCTBO, aKo 3a0eIekKNTE, Y€ Pa3TBOPBT HE € OUCTBP 10 CBETIIOKBIT,
4e € MBTEH WU ChIbprKa Yy>KIH YaCTUIIH.
o He n3xBbpIisiiTe iekapcTBaTa B KAHAIM3AUATA WIIH B KOHTEHHEpa 3a JOMAIIHU OTIIaIbIIH.

[Monuraiite Bammst nexap winn GapManeBT Kak Ja U3XBBPIUTE JIeKapcTBaTa, KOUTO Bede He
usnoinssare. Te3n MEpKH e CIIOMOTHAT 3a OIIa3BaHE Ha OKOJIHATA Cpefa.

6. Cun)pma}me Ha OMAaKOBKAaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIlHH

Kakso cbabp:xa Simponi
AKTUBHOTO BEIIECTBO € TonmMyMab. EnHa npeaBapuTenHo HambIHEeHa nmucaika oT 1 ml chabpika
100 mg ronumymag.

Hpyrure cberaBku ca: copouron (E420), XUCTHINH, XUCTHIMHOB XUIPOXIOPH] MOHOXHUPAT,
nonucop6ar 80 (E433) u Bosa 3a MHXKEKIMHU. 32 JOMBIIHATENHA HH(OPMAIIUS OTHOCHO COPOUTOIN
(E420) u mommucopo6ar 80 (E433), BixkTe TOUKa 2.

Kak n3rie:xkga Simponi 1 KakBO ChIbPiKa ONAKOBKATA

Simponi ce JocTaBs KaTO MHXKEKIIMOHEH Pa3TBOP B MPEIBAPUTETHO HAITBJIHEHA IHCANIKA 32
€HOKpaTHa yrnoTpeda. Simponi ce 10cTaBs B OMIAKOBKH, ChABbPKALIM | MPeABApUTEIHO HAITbIHEHA
MUcaliKa U TPYIIOBH OMAKOBKH, ChABPKAIIH 3 (3 OMakoBKU OT 1) mpeBapUTEIHO HAITBJIHEHU
nucaiky. He Bcnuku BUAoBE OMaKOBKK MOTat a ObAaT MyCKaHU B IPOAaxoa.

Pa3TBOpBT € GHCTBP A0 JIEKO OMAaNECeHTEH (C MepeH OIsChHK), Oe3BETEH 10 CBETIOKBIT U MOXKE Ja
ChIIbpIKa MAITKH TIPO3pavuHU WK Oeli MPOTenHOBU YacTulid. He n3non3paiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH LBST, MBTEH WJIM ChABPKAIll BUIUMH Ty>KI1 YACTULIH.

IpuTexaTes HA pa3pelleHUETO 32 yHOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoagureJ
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a fonbAHUTENHA HHPOPMAIIUS OTHOCHO TO3H JICKAPCTBEH MPOJYKT, MOJIS, CBBPIKETE CE C JIOKATHHS
NPENCTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:
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Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: 0800 93 377
info_belux@its.jnj.com

Bbarapus

L JkoHCchH & JxouchH bearapus” EOO/]
Ten.: +359 2 489 94 00
jisafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf.: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EA\LGdo

Janssen-Cilag ®oppokevtiky Movorpoésmmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: 800 29 504
info_belux@its.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Roméania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com



island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen@pvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvéapac Xatinmavayng Atod
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

I[aTa Ha IOCJCIHO NMpepasrjaec;kaane Ha JIMCTOBKaTa

IMompoOHa uH(popMalys 3a TOBa JEKapCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBpornelickara areHius
1o JiekapcTBara https://www.ema.europa.cu.
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HNHCTPYKIINUA 3A YIIOTPEBA

AKo KejlaeTe caMU J1a MH:KeKTHUpPaTe Simponi, TpsioBa 1a 0baeTe 00y4eHH OT MeTUIIUHCKH
CIENUATMCT KaK J1a MOATOTBATE HHKEKIUATA U 1A 1 MOCTABATE. AKO He CTe IPeMUHATH TAKOBA
o0y4eHue, MOJIs1, CBBbp:KeTe ce ¢ Bamust jiexkap, MeIMIUHCKA cecTpa WiH ¢papManesT, 3a 1a CH
HACPOYMTE cpelia 3a o0yueHue.

B Te3n HUHCTPYKIOHU:

1.

2.
3.
4

IloaroroBka 3a U3MOJI3BaHE Ha NMPEABAPUTEITHO HATBITHEHATA U CATIKA
I/I36HpaHe " IOATOTBAHE HA MACTOTO 3a MHXKXCKTHPAHE

MuxeKkTHpaHe Ha JIEKapCTBOTO

Crnen HHXEKTHUpPaHETO

Ha auarpamara mo-moiny (Bruxkrte urypa 1) € moka3aHo Kak W3IIIeXkKIa MPEIBAPUTEIIHO HallbIHEHATA
nucaika ,,SmartJect®.

3eneH KOHTPOJSHO noBAMrHaTa 4acrt
obesonacutened nposopye Ha OyToHa
UMNUMHABLP

garaHa
U3TUYaHe
3aWKTHA Npo3payHo Ha CpoKa
Kanauka neneHka NoKpuUTHe Ha rOAHOCT

Ourypa 1
IHoaroroska 3a U3M0JI3BaHe HA IPEIBAPUTEIHO HATLJIHEHATA MHCAJIKA

Huxora He paSKHamaﬁTe MMPpEABAPUTCIIHO HAITBJIHCHATA ITHUCAJIKA.

CaangiiTe KanaykaTa Ha MMpEABAPUTCIIHO HAITBJIHCHATA ITMCAJIKa CaMO HEIOCPEACTBCHO NIPEaU
HHXXCKIOUATA.

He mocrassiite OGpaTHO KarmadykaTra Ha OpCABAPUTCIIHO HAITbJIHCHATA IMUCAJIKa, CJIICI KaTO
BCOHBXK € CBAJICHA, 3a Aa M30€eTHETE OrbBaHE HA MIJIATA.

ITpoBepeTte Oposi HA IpPeIBAPUTEIHO HAIBJIHEHUTE MUCAJIKHU
[IpoBepeTte mpenBapUTETHO HATBIHEHUTE THCAIKH, 32 J1a CE YBEPUTE, Ue

BposT npenBapuTenHO HaBIHEHH MUCAJIKH U KOJIMYECTBOTO aKTUBHO BELIECTBO Ha J103a ca
MIPaBHIIHU
o Axo nozara Bu e 100 mg, e B3emeTe npeJBapUTEIHO HANTBIHEHA nHcanka ot 100 mg
o Axo nmo3ata Bu e 200 mg, mie B3eMeTe IB€ MPEABAPUTEITHO HAMBIHEHH IMHCATKHI OT
100 mg u e TpsOBa 1a cH HANpaBHTE JIBE MHXEKIHMU. M30epeTe pa3nudHu MecTa 3a Te3H
WH)KEKIIMH KaTO MMOCTABUTE MH)KEKIIMUTE €THA CIEH ApyTa.
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IIpoBeperte cpoka Ha TOHOCT

o [IpoBepeTe cpoka Ha TOHOCT, HATIEYaTaH WM HAIMCAH BhPXY KapTOHEHATa ONaKOBKa

o IIpoBepete cpoka Ha roxHocT (cnex Haganuca ,,EXP) Ha npeaBapuTeTHO HAaTbJTHEHATA
nHcajkKa.

o He u3non3Baiite npeaBapuTeIHO HATbIHEHATA MTUCAJIKA, AKO CPOKBT HA TOJHOCT € U3TEKBIL.

HaneuaranusT cpok Ha TOJHOCT OTTOBAps Ha TIOCJIEAHUS JIeH OT MocoueHus Mecell. Mo,
o0BpHeTE ce 3a oMol KbM Bamist jiekap uim ¢apMareBT.

IIpoBepere 3amMTHATA JeNEHKA

o [IpoBepeTe 3amuTHATA JIETIEHKA OKOJIO KaravykaTa Ha IpeBapUTEIIHO HAIThIHEHATA MTHCANIKA.

o He u3non3Baiite npeaBapuTETHO HAIThIHEHATA MMACANKA, aKO JIETIEHKaTa € CKhcaHa. Mo,
CBBbpIKeTE ce ¢ Barmms iekap winn papmarienT.

H3zuakaiite 30 MUHYTH, 32 1a MOKe NPeABAPUTEIHO HAITBJIHECHATA NMUCAJIKA 1A JOCTHUTHE CTaliHA

TeMIeparypa

o 3a J1a cTe CUTypHH, Y€ JIEKapCTBOTO € MHKEKTHPAHO MPABUITHO, H3BaJAETE MPEABAPUTEITHO
HaIIbJIHEHATA [TACAJIKA OT KYTHUATA U 51 OCTABETE J1a IOCEIN Ha CTailHa TeMIiepaTypa B
npoabbkeHne Ha 30 MUHYTH, Ha MSICTO, HEOCTBITHO 3a Jela.

o He 3aronnsiite npeaBapuTeIHO HAITBIHEHATA MACAJIKA TI0 HUKAKBB APYT HA4WH (HapuMep B
MUKPOBBIHOBA (ypHA HIIH B TOpEIIa BOJA).
o He cBansiite kamadero Ha MpeJBapUTEIHO HAIIbIHEHATA MTUCAJIKA, IOKATO U3YaKBaTe J1a

JIOCTUTHE CTallHa TeMIeparypa.

IMoaroreere ocTaHaIuTEe HEOOXOAMMU CPEACTBA
° Jlokaro gakare, MOXe Jla IOATOTBUTE OCTaHAIIMTE He0OXouMH Bu cpecTBa, BKIFOUUTEITHO
TaMIIOH, HAaIIOCH CBhC CHI/IpT, HaM}/K nin Mapns[ nu KOHTeﬁHep 3a OCTpI/I oTInaabliun.

IIpoBepere TEYHOCTTA B MPEIBAPUTETHO HANTBJIHEHATA MU CAJIKA

o IMorneaHeTe B KOHTPOIHOTO MPO30PUE, 3a JIa CE YBEPUTE, Y€ TCUHOCTTA B MPEIBAPUTEITHO
HaIbJIHEHATa MUCaJIKa ¢ OMCTpa WK JICKO OMAaJIeCIeHTHA (C TIepIICH OJIACHK) U Oe3I[BETHA JI0
CBETIIOXKBITA. Pa3TBOPHT MOXKE J]a ce M3I0JI3BA, aKO ChbPKa MAJIKH [TPO3PAYHH HITH OeIn
MPOTEHHOBU YACTHIIH.

o [I1e 3abenexuTe U BH3AYIIHO MEXypUe, KOETO € HOPMAITHO.

o He u3non3Baiite mpeaBapuTeIHO HATBIHEHATA MTUCAIKA, AKO TEUHOCTTA € C Pa3JIHUCH I[BAT,
MBTHA WM ChABPIKA MO-TOJIEMHU YaCTHIIM. AKO 3a0€JIeKUTE MOA00HO Hello, 00BPHETE C& KbM
Bamus siexap wiu GpapMarieBT.

2. N30upaHe 1 MOATOTBSIHE HA MACTOTO 32 HHXKEeKTHPaHe (BUKTe purypa 2)

o JlekapcTBOTO MOJKE J1a Ce MHXKEKTHpa M0 IpeIHaTa MOBBPXHOCT B CpeHATA YacT Ha Oezpara.

o Moxe Jja ce MHXKEKTUpa B KOpeMa 10 IIbl1a, ¢ U3KJIIUEHNe Ha 30HaTa NPUOIM3UTENIHO 5 cm
MOJ IbIIA.

o He cu nmxexTHpaiite 1eKapCcTBOTO B 30HHU, B KOMTO KOKaTa € OoJie3HeHa, ¢ KphbBOHACSIAHNS,
3ayepBeHa, JIIOUIeNIa ce, yITbTHEHA MU ¢ O€Ie3H U CTPUH.

o AKO ca HeOOXOAMMH HSAKOJIKO MHXEKINHU, HH)KEKLMUTE TPsIOBaA Aa ce mpuiiaraT Ha pa3iudHu

MECTa 3a MHXXCKTHPAHC.
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MecTa 3a MHXeKTUpaHe

®durypa 2

A HE umxektupaiite B paMoTO, 3a Jia ce n30erHe noBpeja Ha IpeBapUTEIIHO HallbIHEHATA
TUCallKa W/WIH HEBOIHO HapaHsSBaHE.

HN3muiite PBUETE U MOYUCTETE MACTOTO 3a HHKCKTHUPAHE

. Uzmuiite 1oOpe phlieTe CH ChC CaIlyH U TOIIA BOAA.

° ITourcrere MACTOTO 3a MHKEKTUPAHE C TAMIIOH, HAITOEH ChC CIUPT.

° N3uakaiiTe Koxarta Jja U3CbXHE, IPEIN Ja HallpaBUTe MHXeKuATa. He nyxaiite u He BelTe Hall
MOYHUCTEHHUSI YUaCThK.

° He nokocBaiiTe MOBTOPHO MOYKUCTEHATA 30HA, MIPEU Aa OCTABUTE UHKEKIIUATA.

3. HNuxexkTHpane Ha JIEKAPCTBOTO

° Kanaukata He TpsiOBa ga ce OTCTpaHABa, TOKATO HE CTE TOTOBH JIa CU HHKEKTHUPATE
JIEKapCTBOTO.

° JlexapcTBOTO TpsIOBA /1a C€ MHKEKTUPA 0 5 MUHYTH CIIe]] MaXaHeTO Ha Karavkara.

OTtcTrpaHnere kanaveto (purypa 3)

L Korato cte roroBu Ja CU MHXXCKTUPATE JICKAPCTBOTO, JICKO 3aBBPTCTE KallaukaTa, 3a Jia CKbCaTe
3allMTHAaTa JICIICHKA.

L4 W3rernere xanaukara u s U3XBBPJICTE CIICA MHIKCKTUPAHC.

L4 He mocrassiiTe kamadkara OTHOBO, 3allIOTO MOKEC Ja IMOBPCAUTC UIJIaTa B IIPCABAPUTCIIHO
HallbJIHCHATAa ITMcaJiKa.

® He n3non3Baiite MMpEABAPUTCIHO HAITbJIHCHATA MM CAJIKa, aKO CTC A U3ITyCHAJIN, CJIC] KaTO

KallaykKaTa € MaxHata. AKO TOBa ce CJIy4ud, MOJIs1, CBBPIKETEC CC C Bamms JICKAp ujin q)apMaueBT.
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®urypa 3

Omnpere npeIBapUTESTHO HATBJIHEHATA MUCAJIKA B KOXKATa U sl NPUTHCHeTe (BUKTE Urypu 4 u
5) 6e3 1a 3axBamniaTe K0KHAa I'bHKA.

Ourypa 4
o XBaHeTe yJ00HO NMPeIBAPUTEITHO HAITbITHEHATA MTUCAJIKa C €/IHA PhKa HA/l CHHUS OYTOH.
o VBepere ce, 4e 3eICHUAT 00€30IaCUTENEH IMIHHABD € CTAOUIICH U € IUIBTHO MPHJICTTHAT KbM

KokaTa Bu. Ako mpenBapuTeNHO HaITbJIHEHATA MUCANIKA HE € cTaOMIIHA 110 BpeMe Ha MH)KEKLIUS,
PUCKYyBaTe Jja Or'bHETE UIVIATA.

. HE 3axBamaiite Ko>kHa I'bHKA, 3a a W30€THETE HEBOJIHO HapaHsABaHE C UIJIaTa.

. HE nokocBaiite uiay HaTHCKaiTe CHHUS OYTOH, JOKATO ONpPEAEITE MO3ULHTA Ha
IIPEBAPUTEIIHO HAITbIHEHATA MHCATIKA BbPXY KoxkaTa Bu.
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®durypa 5

[IputHcHeTe OTBOpeHUs Kpail Ha MpeIBapUTETHO HATbJTHEHAaTa MUCcAIKa A0 KOKaTa CH MO
npaB bred (90 rpagyca). [Ipunoxkere 10CTaThYHO HATHUCK, 32 /1a CE IUIB3HE 3€JICHUSIT
o0e30macuTeNneH IHIMHIBP HArope 1 Ja ce 3aIbpKU B MPO3pavyHoTO nokputue. Camo mo-
HIMPOKAaTa 4acT OT 3eJIeHUsI 00e30I1aCUTelIeH LIWINHABP OCTaBa U3BBH NIPO3PAYHOTO IIOKPUTHE.
HE naTuckaiite cuaus OyTOH IOKAaTO 3€JCHUAT 00€30IMacuTeNICH IUIMHIBD HE CE TUIb3HE
U3ISUI0 B IPO3PAaYHOTO MOKpUTHE. HaTuckaneTo Ha CHHUS OYTOH MpeIu 3eJICHUST
o0e3omacuTeNneH IHIMHIABD Ja € IPUTHCHAT KbM KOXKaTa MOKE J1a I0BeJe 1O IOoBpeaa Ha
nycajkara.

Wmxextupaiite 6e3 ga 3axBamare KOyKHa I'bHKA.

Hatucaerte 0yToHa, 32 1a HHKEeKTHPAaTe JIEKapCcTBOTO (BMKTe purypa 6 u 7)

HaTucHeTe
TYK
bpBo ,,LLIPAKBAHE*
Qurypa 6 @urypa 7

HpOI[’b.H)KeTe aa HpI/ITI/ICKaTe Hpe)IBapI/ITeJ'IHO HAIThJIHCHATA IMUCAJIKa KbM KOXKaTa.
HN3noa3Baiite Apyrara cu pbKa 3a HATUCKaHE HA M34aJeHaTa YacT Ha CMHUA OyTOH, 32 J1a
3arno4yHeTe MHKeKkTupaneTo. He HaTtnckaiiTe OyToHa, aKO MPEABAPUTEIIHO HAIIbJIHEHATA MTHCAIKA
He e MPUTUCHATA J00pe KbM KO0KaTa 1 00€30aCUTEIHUAT IWINHIBP HE CE TUTH3HE B
MPO3PAYHOTO MOKPUTHE.

Illom e HaTHCHAT, OyTOHBT II€ OCTAaHE MOTHHAJ, TaKa Y€ He € He0OXO0MMO Ja MIPOAbIDKaBaTe /1a
ro HaTHCKaTe.

Axko Bu ce cTpyBa, ue OyTOHBT ce HAaTHCKa TPYAHO, HE TO HaTHCKalTe mo-cuiaHo. OTimycHeTe
OyTOHa, TOBIUTHETE MPEIBAPUTEIIHO HAITBJIHEHATA THCAJIKA W 3alI0YHETE OTHAYAJIO0. YBEpETe
ce, 4e HsIMa HATUCK BbpPXY OyTOHA, IOKATO 3€JCHUAT 00E30TaCUTENEH IIMIINHABD HE € TUIBTHO
MIPUTHCHAT B KOXaTa, ClIe/l TOBa HATUCHETE U3/[a/IeHaTa 4acT Ha OyToHa.

e uyere cuiIHO ,,LIpaKBaHe* — He ce TPpeBOxKeTe. ToBa MBPBO ,,IIpaKBaHe 03HAYaBa, 4e
urjiata € BKapaHa U HHKEKTUPAHETO Ha JIEKAPCTBOTO € 3amoYHaio. Moxe /1a MOIyBCTBATE WU
Jla He TTOYyBCTBaTe yOOXKJaHETO HA UTJIaTa B TO3M MOMEHT.
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He oTnensiiiTe npeIBapUTEeTHO HAITBJIHEHATA MHCAJIKA OT KOKAaTa. AKO OTAPBITHETE
NpeABAPUTEJHO HAITBJIHEHATA MUCAJIKA OT KOKaTa, MOKe 12 He IOCTABUTe IbJIHATA 1032 OT
JIEKAPCTBOTO.

3agpbiKTe MUCaIKaTa, A0KATO He YyeTe BTOPO ,,lupakBaHe* (BumxkTe purypa 8). Tosa
00MKHOBEHO OTHEMA 0KO0JI0 3 10 6 ceKyH/IH, HO MOKe Ja OTHeMe 10 15 cexyHan, 3a Aa yyere
3ByKa Ha BTOPOTO ,,lIIPaKBaHe®.

:— BTOpO ,,LLIPAKBAHE*

®urypa 8

o IIpoabikeTe 1a MPUTHCKATE MPeIBAPUTEIHO HATbJIHEHATA MUCAJTKA B KOXKATA, 10KATO
He YyeTe BTOPO ,,lPaKBaHe* (KOeTOo MOKAa3Ba, Ye HHKEKTUPAHETO € NPUKJIIOYNIIO U
HIJIATA Ce € BbPHAJIA B IPeIBAPUTEIHO HAITBJIHEHATA MUCAJIKA).

o OTapbHHETE NpeABapUTEIHO HATBJIHEHATA MUCAJIKA OT MACTOTO Ha MH)KEKTHPAHE.

. 3abenexka: AKO He yyeTe BTOPOTO ,,IIpaKBaHe  U3yakaiTe 15 ceKyHau ciiex mMbpBOTO
HaTHCKaHe Ha OyTOHA U CJIe]] TOBa OTJPBITHETE MUCATIKATa OT MICTOTO HA WHKEKTUPaHE

4. Ciien MHKEKTHPAHETO

H3non3BaiiTe naMyk uJjaM MapJisi

o Ha mscTOTO Ha MH)KEKTHPAHETO MOXKE J]a C€ TIOABH JIEKO KbPBEHE WM MAJIKO KOJIMYECTBO
TE€YHOCT. ToBa € HOpMAJIHO.

o [IputHcHETE MSICTOTO Ha MHKEKTHPAHE C MaMyK WU MapJis U 3aJpHKTe B IPOABIDKEHUE Ha
10 cexynu.

o AKO € He0OX0MMO, MOKETE /1a TIOKPHETE MACTOTO Ha MH)KEKTUPAHE C MaJIKa JIeTICHKA.

. He pastpusaiite koxara.

IIpoBepeTe NpoO30p4YeTO — KBJIT HHAUKATOP MOKA3BA, Ye NPHUI0KEHUETO € IPABUIHO (BHAKTE

¢urypa 9)

° JKBnTuaT MHIUKATOP € CBHp3aH ¢ OYTANIOTO Ha MPEIBAPUTEITHO HATBITHEHATA ITHCcalTKa. AKO
JKBJITUAT HHIUKATOP HE CE € MOKa3all Ha IPO30pUeTo, OYTANIOTO HE Ce € MPUABKUIO IPABUITHO
1 UHXXEKTHPAHETO HE CE€ € ChCTOSIO.

o JKBATUAT MHAMKATOP 1€ 3aITBIIHU OKOJIO IMTOJIOBUHATA OT KOHTPOJHOTO mpo3opue. Tosa e
HOPMAJIHO.
o AKO XBATHUIT UHIUKATOP HE C€ BUXKIA B MPO30PUETO UM MOJI03UPATE Y€ HE CTE MOTYUUIH

1sIaTa 103a, CBbpkeTe ce ¢ Bamus nexap wiu papmaiet. He mocrapsiite Bropa n03a, 0e3 na
ce KoHcyJtupare ¢ Bamms nekap.
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MHOMKaTOp

S

®urypa 9

H3XBBpJIsIHE HA NIPeIBAPUTEIHO HATBJIHEHATA nucaiaka (BuxkTe gurypa 10)

. HezabaBHo U3XBBpiIeTe MHUCATKATa B CIICIIMATHO KOHTEHHEP 3a OCTPH OTmarbIu. Korato
KOHTEWHEepa Ce HAMBJIHU, IO U3XBBPIIETE, KATO CE YBEPUTE, Y€ CMAa3BATE TOUHO UHCTPYKIUUTE
Ha Bamus nekap wim MeIMIUHCKA cecTpa.

AKo cMmsTaTe, ye MpHu UHKEKTUPAHETO HeIlo ce € 00BbPKAJIO WK HE CT€ CUTYpPHH, CBBPIKETE CE C
Bamms nekap nnu ¢apmanesT.

BIOHAZARD

®urypa 10
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JIncroBka: nuH(popManus 3a NOTpedUTENA

Simponi 100 mg nHKeKIIHOHEH Pa3TBOP B MPeIBAPUTEIHO HATbJIHEHA CIPUHIOBKA
ronmumymab (golimumab)

IIpoueTeTe BHUMATEIHO LSIJIATA JIUCTOBKA, PN 1A 3aM04YHeTe J1a MPUIarare ToBa JeKapcTrBo,

Thil KaTO TS CbAbPsKAa BakHa 32 Bac nndgopmanus.

- 3anaszere Ta3u JUCTOBKA. MoXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMare HIKaKBH JIOMBIHATEIHA BBIPOCH, TTonuTaiiTe Bamus nekap, papmanest ninm
MEIUIMHCKA CECTpa.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha Apyru xopa. To Moxe
Jla IM HaBpeIly, He3aBUCHMO Y€ TPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIUTE KaTo Bammre.

- AKO TIOJIyYHTe HAKAKBH HEXKEJIaHU peakilny, yBeaoMeTe Bamus iekap, GpapmaieBt nim
METUITMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH BH3MOXKHH HEKEIaHU PEaKIINH, HEOITUCaH! B
Ta3u JUCTOBKA. Bikre Touka 4.

Bamusat nexap mie Bu naze v kapra Ha manyeHTa, KosATO ChIbpiKa BakHa HH(pOpMAIIHS 3a
Oe3omacHOCT, KOSITO TPsIOBa /1a Bu € n3BecTHa, mpeau Ja 3alovYHeTe ISYeHNE U 110 BpeMe Ha
JICYEHUETO ChC Simponi.

KakBo cbIbpiKa Ta3u JHCTOBKA

KakBo npezcrasisBa Simponi 1 3a KaKBO Ce M3I10JI3Ba
Kakgo Tpsi0Ba 1a 3HaeTe Npeu Ja u3moj3Bare Simponi
Kak na nznonzsare Simponi

BB3MOXHU HEKENTaHN PeaKIUuH

Kak na cpxpansiBate Simponi

ChIrbprkaHue Ha OTIAKOBKATA U OMIBJIHUTEIHA HHPOPMAIIUs

AR e

1. Kaxkgo npeacraBiasBa Simponi 4 3a KaKBO ce N3M0J13Ba
Simponi cbIbpKa aKTUBHOTO BELIECTBO, HAPEUEHO TOIUMyMa0.

Simponi npuHAIIEKHN KbM IpyIa JIeKapcTBa, HapedueHu ,,yaxuouropu Ha TNF”. To ce uznonssa npu
BB3PACTHM 32 JICUCHUE HA CIICTHUTE BB3MAIUTEIHHU 3200 sIBAHNS:

. PeBmaTousieH apTput

. IIcopuatuueH apTpur

o AKcHalleH CIIOHIMIIOAPTPHT, BKIFOYUTEIHO aHKHIIO3UPAIL CIIOHMITUT U HEPEHTIeHOTpapCKH
AKCHAJIEH CIIOHIMIOAPTPUT

. Yauepo3eH KoIuT

Ipu nena Ha BB3pacT 2 1 oBeve TOAMHY ¢ Terio Haja 15 kg, Simponi ce n3non3ea 3a JeueHue Ha
HeHaTPUUCH YIIEPO3CH KOJIHUT.

Simponi 06J10Kupa ACHCTBUETO HAa MPOTEUH, HApPEUeH ,,TyMop-HekpoTusupail dakrop anda” (TNFa).
To3u nMpoTenH y4acTBa BbB Bh3MAIUTEIHUATE MPOIECH M OJIOKUPAHETO My MOXKE JIa OTpaHUIH
BB3MAJICHUETO B Oprann3ma Bu.

PeBmaronsien apTpur

PeBMaTOMIHUAT apTPUT € BB3NATUTEIHO 3a00JsIBaHE HAa CTaBUTE. AKO UMaTe aKTMBEH PEBMATOHICH
apTpUT, IBPBO 1ie By 1ieKyBat ¢ qpyru nekapcTBa. AKO HE ce MOBIUSETE IOCTATHYHO JT00pE OT TAX,
Moxe na Bu npeanumaTt Simponi, koiTo me Bu ce nmpuiara B koMOMHAIUS ¢ APYTO JIEKAPCTBO,
Hape4eHO METOTPEKcar, 3a:

L4 IMMOTUCKAHC HAa NPU3HALIUTC U CUMIITOMUTC HA 3a0omsaBaneTo Bu.
L4 3a0aBsHE HA YBPCKIAAHCTO HA KOCTUTC U CTABUTC Bu.
L4 HO,Z[O6p$IBaHC Ha (1)I/I3I/I‘IGCKOTO Bu cecrosHume.
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IlcopnaTnyen apTpur

[IcopuaTHUHUAT apTPUT € BB3NATUTEIHO 3a00JsIBaHE HA CTABUTE, OOMKHOBEHO CHII'BTCTBAHO OT
TICOPHUA3UC — BB3MAIUTEIHO 3a00IIBaHe Ha KOoXKaTa. AKO MMaTe akKTUBEH MICOPUATHYCH apTPHUT, IBPBO
uie Bu nexyBar ¢ apyru gekapcTBa. AKO HE ce MOBIUSETE IOCTATHYHO JTI00pe OT TAX, Moxke J1a Bu
npeanyuatr Simponi, 3a:

° MOTHCKaHEe Ha MPU3HAIINTE U CHUMIITOMUTE Ha 3a00i1sBaHeTo Bu.
) 3a0aBsHE Ha YBPEIKIAHETO Ha BaluTe KOCTH U CTaBH.
) noxo0psiBaHe Ha (u3ndeckoTo Bu cheTosiHuE.

AHKWIO3MPAI CIIOHIWIMT U HEPEHTTeHOrpa)cKH aKCHAJIEH CTIOHANUJI0APTPUT
AHKHUJIO3UPAIIUAT CHOHMINT U HEPEHTTeHOTPadCKN aKCHAIIEH CIIOHAMIOAPTPUT Ca Bh3MAITUTEITHHA
3a00Is1BaHUs Ha TPHOHAYHUS CTHI0. AKO MMaTe aHKHIJIO3UPAII] CIIOHIMIAT WK HEPEHTTeHOrpadCcKu
aKCHAJICH CIIOHIUJIOAPTPHUT, IIBPBO I1ie By JIeKyBat ¢ Apyru jiekapcTBa. AKO HE Ce MOBJIHMSICTE
JIOCTaThUHO J0OpE OT TAX, MOXKe 1a Bu npeanumar Simponi, 3a:

. MOTHUCKAHE Ha MPU3HAIMTE U CUMIITOMHUTE Ha 3a00JisiBaHeTo Bu.

. noo0psiBaHe Ha (u3ndeckoTo Bu cheTosHueE.

Yanepo3eH KoJUT (MPU BH3PACTHH U NEeTUATPHYHH NAIUEHTH)

VIIepo3HUAT KONUT € BB3MaTUTEeNHO 3a007s1BaHe Ha YepBaTa. AKO UMaTe yJIepO3eH KOJUT,
IbpBOHAYAIHO 1ie By ObaaT nagenu apyru gekapcTBa. AKO TE3H JIEKapcTBa HAMAT AOCTaThYHO 100BD
edexT npu Bac, 3a neuenue Ha Bamero 3a0omnsBane me Bu npeanumar Simponi.

2. Kaxkgo TpsidBa 1a 3HaeTe npeau Ja u3noJ3Bare Simponi

He usnonzsaiite Simponi

o AKO cTe ajepTu4HH (CBPHXUYBCTBUTEIHH) KbM TOIUMYyMa0 MM KbM HSIKOSI OT OCTaHAIUTE
CHCTaBKHM Ha TOBA JICKApCTBO (M30poeHHU B TOUKa 6).

o Axo nmare Tyoepkynosa (Th) unu apyra texxka uHexuus.

o AKO UMaTe yMEPEHO TEeXXKa MM TeXKa ChbpACYHA HEJOCTATHYHOCT.

AKO He cTe CUTYpHH JIajli HAKOE OT H30poeHuTe ce oTHacs 3a Bac, roBopere ¢ Bamus nexap,
(hapMareBT WM MEIULIMHCKA CECTpa Mpeay Aa 3alloyHeTe J1a U3M0JI3BaTe Simponi.

Hpezlynpemz]eﬂnﬂ U NpEeANasHu MEPKHA
FOBOpeTe ¢ Bamms JICKap, (I)apMaueBT WM MCAUIIMHCKA CeCTpa, NpCAu Aa U3IO0JI3BATC Sll’l’lpOI’ll

Wudekumu

YBenomere HezabaBHO Bamus ekap, ako Bede UMare Wik pa3BUeTe CHMITOMH Ha HHQEKIHS 110

BpEMe Ha JISYCHUETO cbC Simponi. CUMITOMUTE Ha MH(EKINS BKIIOYBAT TOBHUIICHA TEMIIEPATypa,

Kamuimaa, 3aayx, FpI/IHOHOI[OGHI/I CUMIITOMU, nHUapursd, KOKHU paHU, HpO6HeMI/I ChC 3’]361/IT6 WJIK IapCHE

IIpU ypUHUPAHE.

o [To BpeMe Ha J1e4eHHETO ChC Simponi MOXKeE Ja CTe MO-TOIATIIMBU KbM pa3BUTHE HA HHPEKITHUH.

. WHpekuunuTe MOXKeE J1a ce pa3BUAT MO-0bP30 U J1a ca Mo-TexXKu. OCBEH TOBA HAKOU CTapH
MH(EKINN MOXKE /1a CE TOSBAT OTHOBO.

Tybepxynosa (TF)

He3zabaBHo yBenomete Bammms nekap, ako o BpeMe Ha JICYEHHETO WK CIIE/ HETO Pa3BHETE

cumnromu Ha Th. Cumnromute Ha Th BritouBat ynopura Kanumua, 3aryoa Ha Terjio, ymopa,

MOBHILIEHA TEMIIEPATypa MU HOIIHU U3MOTABAHHUA.

. Psanxo ca noknanBanu cinydau Ha Th npu nauuenTty, 1eKyBaHu cbc Simponi,
BKJIFOUMTEJIHO NPY NALMEHTH, KOUTO Cca pueMau Jiekapersa 3a Th. Bamusar nekap e
Bu HazHaum n3cneaBanus, 3a Aa MpoBepu Janu umare Th, kaTo 1ie 3anuiie pe3yiaTaTuTe
OT TsX BbB Bamara kapTa Ha nmanueHTa.

o MHoro e BakHO Ja yBenoMuTe Bamms nekap, ako Hskora cte 6onenysanu ot Th unu cre
Ouny B OTM3BK KOHTAKT ¢ OoJieH uiu Oonemysan ot Th.
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. Axo Bamwst nekap npeneHy, 4e cTe U3JI0KEHHU Ha ITOBULIEH PUCK OT pa3Butue Ha Th,
npeay Aa 3alovYHeTe Ja U3M0J3BaTe Simponi MoXke 1a ObIeTe JEKyBaHH C JISKapCTBa 3a
Thb.

Bupyc na xenamum B

° YBenomere Bamus ekap, ako CTe HOCUTEIH Ha BUpyca Ha XenaTuT B wim ako nMare,
WM CTE UMaJM XeNaTuT B, mpean 1a 3amovyHere JIedeHne ChCc Simponi.

) YBenomere Bamus nekap, ako cMsTaTe, 4e CTE 3aCTpallleHH OT 3apa3sBaHe ¢ BUpyca Ha
xematut B.

° Bamusr nekap me Bu u3cnensa 3a xenatur B.

° [Ipu manmeHTH, KOUTO Ca HOCUTEJM HA BUpYyCa Ha XEMaTUT B, TeueHneTo ¢ MHXUOUTOpH

Ha TNF, xato Simponi, Moke /1a OB 10 PEaKTHBALIUS Ha BUPYCa, KOSTO B HIKOU
CIly4ad MOKe J1a ObJIe )KUBOTO3acTpalllaBaia.

Hnsasuenu evouunu ungexyuu

AKO CT€ KUBEJIM WM IBTYBAJIX B 00J1aCTH, KbJIETO HH(PEKIIUU KaTO XUCTOIIa3M03a,
KOKIUAMOUIOMHUKO3a HITK OJJaCTOMHKO3a ca YeCTO CpelllaHu, He3a0aBHO yBenoMmere Bamus
JICKap. Tes3n I/IH(i)eKIII/II/I CC MMPUYMHABAT OT ONPEACIICHU BUI0BC FL6I/I‘IKI/I 1 Morart Ja 3aceraar
OenuTe IPoOOBE WK APYra 4acT Ha TAIOTO. AKO HE 3HASTE Ay Te3U MH(EKIMH Ca YeCTH B
o0racTTa, B KOATO CTE )KUBEIH WU ITYBAJH, MONHUTalTe Bamms nexap.

Pak u aumdom

[Ipenu na 3amouyHere fa U3Moy3BaTe Simponi, yBegomere Bamms nekap, ako cTe UMalii 1Mar{osa Ha
nuMdom (BUA pak Ha KPBBTA) WM APYT BHJ pak.

Axko n3non3pare Simponi uinu apyr uaxuoutop Ha TNF, pucksT na passuere mumdom uin
JPYT BUJI paK MOXeE Ja CE MOBHIIIH.

[TaneHnTHTE C TEXBK PEBMATOUICH aPTPUT WM JPYro Bh3NAIUTEIHO 3200 BaHe C rojsMa
JABHOCT MOYeE JIa €a C TI0-BHCOK OT CPEJTHUS PHCK 32 pa3BUTHE Ha TUM(OM.

[Ipu Hsaxou aena U roHOIIH, JJeKyBaHu ¢ TNF-00kepu ca ce pa3BHIIM pakoBU 3200 IsIBaHMS,
BKJIIOUMTETHO HETUIIMYHH BUAOBE paK, KOUTO B HAKOH CIIy4au ca JOBEJIH J0 CMBPT.

B penxu cnyvau npu nanuenty, npuemanu apyru TNF-6mokepn, e HabmoaaBaH oco0eH U
TEXBK THIT TUMQOM, HapedeH xenaronueHaneH T-kinerbueH auMpom. [Toedero ot Te3n
MAIMEHTH ca OVITN FOHOIIY WM MIIaH Mbxe. To31 THIT pak OOMKHOBEHO BOJH J0 CMBPT.
[TouTH BCHYKHM OT TE€3M NALIMEHTHU Ca MPUEMAJIH CHIIO JIEKapCTBA, U3BECTHU KAaTO a3aTHONPHH
win 6-mepkanronyput. Mudopmupaiite Bammus nexap, ako npueMare a3aTHONPUH WIH
6-MepKaNnTONypHH €THOBPEMEHHO ChC Simponi.

[TanueHTHTE C TEXKKA EPCUCTHpAIIIa aCTMa, XPOHUYHA 00CTPYKTHBHA 0€J10/IpoOHa 00JIeCT
(XOBDB) mnu TexXKUTE MyIlauyd MOXKeE Aa ca ¢ T0-BUCOK PHCK OT Pa3BUTHE HA pak MpH JICUCHHUE
cbc Simponi. Ako umare Texka nepcuctupania actma, XObb nnu mymure MHoro, TpsiOBa na
oO0chaute ¢ Bamus siekap nanu aedenueto ¢ naxuoutop Ha TNF e moxxonsiio 3a Bac.
Hsikon manmeHTH, JIeKyBaHU C TONMMYMa0, ca pa3BIIIN ONPEICICHH BUOBE PaK Ha KOXKaTa.
Kaxere Ha Bammst iekap, ako 1o BpeMe WIH Clie/l TeparusiTa ce MOsBSIT HIKaKBU IPOMEHH BHB
BU/Ia Ha KOXKaTa WK 00pa3yBaHuUs 110 KOXara.

CobpaedHa HEJOCTATBYHOCT

He3zabaBHo yBenomete Bammms nekap, ako uMare HOBH WM HPOTrPECUPAIIN CHMITOMH Ha ChpAeYHa
HEAOCTaThYHOCT. CUMIITOMHTE Ha ChpJI€YHA HEAOCTATHYHOCT BKJIFOUBAT 334yX MJIM ITOAYBaHE Ha
Kpakxara.

Jloknansanu ca chOOLICHMS 3a pa3BUTHE Ha HOBA WJIM BIIOLLIABAHE HA CHLIECTBYBAlIlA 3aCTONHA
Chbp/ICYHA HEJOCTATHYHOCT NpH JeueHne ¢ naxubutopu Ha TNF, BkimrounTenHo Simponi.
Hsikon ot mauueHTHTE Cca MOYNHAIY.

AKO MMarTe JIeKa ChbpAeYHa HEJOCTaThUHOCT U CTE Ha JIeUeHHE cbe Simponi, Bammst nekap
TpsiOBa na Bu npocienssa BHUMATENHO.
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3abossiBaHUs HA HEpBHATA CHCTEMa

He3zabaBHo yBenomete Bamms nekap, ako Hsikora Bu e moctaBsiHa [uarHo3a Ha AEMUETUHU3HPALLO
3a00JIsiBaHE KaTO MHOKECTBEHA CKJIEpO3a MM Pa3BUETE CUMITOMH Ha TakoBa. CHMIITOMHUTE MOTaT Ja
BKIIIOYBAT MPOMEHH B 3pEHUETO, CIIA00CT B PBIETE U KpaKaTa, M3TPHIIBAHE WIM MpaBy4YKaHe B KOSITO U
Jia € 4acT OT TsU10TO. BammsaT nekap e pemu nanu Tpsiosa aa Bu ce mpuara Simponi.

Onepallny WK CTOMATOJIOTMYHU POLEAYPH

. YBenomere Bamus nexap, ako Bu mpeacToun omnepanys Wiy CTOMaTOJIOTHYHA TPOLIeaypa.

. YBenomMere Xupypra Wi CTOMaToJIora, U3BbPIIBAII [IPOLeAypaTa, ue CTe Ha JIEYSHHE ChC
Simponi, kaTo UM mokaxerte Bamara kapTa Ha manueHTa.

ABTOMMYHHHU 3a00JBaHUs

YBenomere Bammst nekap, ako pazBueTe CHUMITOME Ha 3a00JsiBaHe, HapedeHo nymnyc. CUMIITOMUTE
BKJIIOYBAT YIOPHUT OOpUB, OOJIKH B CTABUTE M yMOPA.

o Wma penku ciyyan Ha pa3BUTHE Ha JIYITYC IIPH XOpa, JeKyBaHH ¢ nHxuOutopu Ha TNF.

3abossBaHus Ha KPHBTA

Ipu HsIKOW MAMEHTH OPTAaHU3MBT HE € B ChCTOSHUE J]a MPOU3BEKIA JOCTATHYHO KPBBHH KIICTKH,
KOHTO JIa My MOMAarar Jia ce 00pu ¢ HHPEKIIMUTE U 1a CIUPAT KbpBeHeTo. CBBbpxkKeTe ce He3abaBHO C
Barms tekap, ako pa3sBHETE BHCOKa TEMIIEpaTypa, KOSTO He OTMHHABA, JIECHO BH ce TosBABAT
KPBBOHACSIAHUS WM KbPBUTE, WM U3TJICKAATE MHOTO OJieiu. Barus ekap Moske J1a pely Jia crpe
JIEYEHUETO.

AKO He cTe CUI'YpHU JIalll HAKOEe OT U30pOCHUTE 1T0-TOpe ChCTOSHUS ce OTHacs 3a Bac, rosopere ¢
Bamms nekap nim ¢apmaneBT, Npeay Ja 3aovHeTe 1a U3IoI3Bare Simponi.

Bakcunanuu

YBepomere Bamms nekap, ako Hackopo Bu e npaBeHa nnu npeacrou n1a Bu b1 HanpaBeHa BaKCHHA.

o Jokato cre Ha JiedeHne chCc Simponi, He TpsOBa 1a Bu ce mpasst onpeneneHu (;KkWBU) BAKCUHH.

) Hsxou BakcHHAIIMKM MOTAT J1a IPEIU3BUKAT HHPEKIIMH. AKO CTE IOJIydaBaiyd Simponi, J0KaTo
cte Ouna OpemenHa, Bamero 6e6e Moske J1a € C MOBHILEH PUCK OT pa3BUTHE Ha TaKaBa
WHQEKIUS B PObDKEHHE Ha PUOIU3UTEIHO 6 Mecella Clie/l ocieJHaTa J103a, KOSTO CTe
NOJYYMJIM TI0 BpeMe Ha OpeMeHHOCTTa. BaxkHo e na nHpopmupare nexaps Ha Bamiero 6e6e u
JpyTd MEIULMHCKH CHEIHAINCTH 332 CBOETO JICUEHHE ChC Simponi, 3a 1a MOrat Te J1a periat
kora Bameto 6e6e Moxe 1a Objie BAKCHHUPAHO.

TepaneBTHYHU HHPEKIMO3HU areHTH

YBenomere Bamus sekap, ako Hackopo ca Bu npuioxxwin ninn Bu npencrou na Bu npunoxar
JICUCHHUE C TEPANeBTUYCH HH(EKIINO03eH areHT (kaTo nHctuianus Ha BCG, u3nosi3BaHa npu JIeUeHHUE
Ha paK).

AJIeprugyHy peakiymu

Kaxere na Bamus nexap BegHara, ako pa3BUETE CAMITOMH Ha aJepTrUIHA PEAKIUs e JICICHUETO
Bu cvc Simponi. CuMnToMuTe Ha alepruvHa peakius MOXKe Ja BKIIFOUBAT IMOAyBaHe Ha JHUIIETO,
YCTHUTE, yCTaTa WX I'bPJIOTO, KOETO MOKE Jia IOBEE 10 3aTPYyIHEHNE IIPH MPETIbINaHe WK AUIIaHe,
KOXCH 00pHB, YPTUKAPHS, TOyBaHE HA AJIaHUTE, XOAWIaTa UK IVIC3CHUTE.

L] Hsxou ot Te3n pCaKkmrun MOXE Jia Ca CEPUO3HU WUIIH PAAKO JXKMUBOTO3acCTpaliaBaliu.
] Hsxou oT Te3u peakiinu ca ce MOSBUIM CJIe IbPBOTO MPUIIOKEHHE Ha Simponi.
Jlema

He ce npenoppuBa ynorpedara Ha Simponi IpH Jela Ha Bb3PacT M0 2 TOAWHU C ITeIHaTPUICH
VIILIEPO3€H KOJIUT, 3aII0TO HE € IPOYUYEH B Ta3U IPyTIa.

Jpyru gexapcrea u Simponi

o Wndopmupaiite Bammst aexap niu papManeBT, ako H3M0I3BaTe, HACKOPO CTE U3MOI3BAIN HIIH
€ Bb3MOKHO J]a U3MOJI3BaTe JPYTH JeKapCTBa, BKIIOUUTEIHO BCUUKU APYTH JIEKapCTBa 3a
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JICUCHUC HA pPCBMATOUACH apTPUT, ICOPUATUYUCH ApTPUT, aHKWJIO3UpAIl CIIOHAWIAT,
HCpeHTI‘eHOFpa(bCKI/I AKCHUAJICH CIIOHAWJIOAPTPUT WA YJILICPO3CH KOJIUT.

o He tpsi0Ba na u3nonssare Simponi ¢ JeKapcTBa, ChABPKAIIM AKTUBHUTE ChbCTABKH aHAKUHPA
w1 abatauent. Te3u iekapcTBa ce U3I0II3BAT 3a JICUeHHE Ha PeBMaTUUHU 3200 sIBaHU.

o YBenomere Bammst nekap unu hapManeBT, ako IpueMate JpyrH JeKapcTBa, KOUTO BIMSAT
BBPXY UMyHHATa CHCTEMA.

. He tpsi6Ba na moyuaBare onpejeneHu (;KUBH) BAKCHHH, IOKATO U3ION3BaTe Simponi.

AKO He CTe CHT'YPHH JIaH HIKOE OT M30POCHUTE MO-TOpe ChCTOSHHS e OTHACS 3a Bac, roBopete ¢
Bamus siekap wiu gpapMalieBT, Ipeau Ja 3alouHeTe J1a U3oa3BaTe Simponi.

BpemMeHHOCT M KbpMeHe

[Ipenu na usnon3eare Simponi, yBegomere Barms jgekap, ako:

o cTe OpeMeHHa WM TUIaHUpaTe Aa 3adpeMeHeere, 1oKato usnon3sate Simponi. MHpopmarusTa
3a e()eKTHTE HA TOBA JICKAPCTBO NpU OpEeMEHHH KEHH € OrpaHH4YeHa. AKO CTE Ha JICUCHUE ChC
Simponi, Tps6Ba 1a n30ArBaTe 3a0peMeHsIBaHe, KaTO M3II0JI3BATE aJeKBAaTHA KOHTpPALCTILHS,
JIOKATo ce JIEKyBaTe U IMoHe 6 Mecela clie]l ToClieIHATa WHKEKIU Ha Simponi. Simponi TpsiOBa
Jla ce M3II0JI3Ba M0 BpeMe Ha OPEeMEHHOCT CaMo aKo JICYEHUETO € aDCOTIOTHO He00X0IMMO 32

Bac.

. Tpsi6Ba 1a ca M3MHUHAIHU MTOHE 6 Mecela OT MOCASAHOTO PUIIOKEHHUE Ha Simponi npeau aa
3amoyvHeTe 1a KbpMute. Ako Bu npencroun nedenue cbe Simponi, TpsiOBa 1a cripere na
KbPMHUTE.

o AKo cTe monyyaBaiu Simponi 1o BpeMe Ha OpeMeHHOCTTa, Banrero 6e6e Moe Ja € ¢ MOBHIICH

pHcK oT pa3BuTHe Ha HHPeKusa. BaxkHo e ma nHbopMupare siekaps Ha Bameto 6e6e u npyrure
MEAUIMHCKA CTISIIMATINCTH 3a CBOETO JISYeHHE Che Simponi, npean Bamerto 6ebde ma 6b1ae
BaKCHHHUPAHO (3a IMoBeue HH(pOpMaI¥sl BIKTE pa3/ielia 3a BAKCHHAIIIH).
AKO cTe OpeMeHHa WJTH KbpMHUTE, CMATATE, Y€ MOJXKE J1a CTe OpeMeHHa WU IIaHupaTe OPEeMEHHOCT,
MOCHBETBalTe ce ¢ Bamms iekap mimm dapManieBT npean ynotpedaTa Ha TOBa JIEKapCTRBO.

Ilodupane u padoTa ¢ MAIIUHU

Simponi moBIUsABa B Mallka CTETEeH criocoOHOCTTa BY 2 modupare u 1a n3nona3Bare HHCTPYMEHTH
WM MalllMHA. BBhIpekn ToBa ciel IpuiiokeHne Ha Simponi MOXe J1a ce TIOSIBY 3aMaiiBaHe. AKO TOBa
ce CIIy4H, He mopupanTe U He U3I0J3BaAlTe HHCTPYMEHTH MU MAIlTUHH.

Simponi cbaABpIKa JaTeKc, COPOUTOJI M ITOJIMCOpOaT

CBPBXYYBCTBUTEIHOCT KBM JIATEKC

Kanadero Ha uriata, 4acT OT IIPEIBAPUTEITHO HAITBIHCHATA CIIPUHIIOBKA, ChIIBPIKa JaTeKC. Thii KaTo
JATEKCHT MOKE Ja MPEIU3BUKA TEXKKHU aJIEprUYHU peakuuu, ypenomere Bammms nekap, ako Bue nimn
YOBEKbT, KOUTO Ce TpUKU 3a Bac, cTe anepruyiu KbM JiaTeKc.

Henonocumoct kM copbuton
ToBa nexapcTBo cbabpka 41 mg copouron (E420) BbB Besika npeaBapuUTETHO HAITbJIHEHA
CIIPUHIIOBKA.

Hoaucop6bar 80
Tosa nexapctBo cpabpka 0,15 mg nonucopOat 80 (E433) BBB Besika npeABapUTEIHO HAITBJIHEHA

cnpuHnoBka. [TomucopbaruTe Morar Aa NpUYMHSAT aepruuHu peaknuu. TpsOBa na kaxere Ha Barms
JIeKap, ako UMaTe yCTaHOBEHU aJIEPIUH.

3. Kak na nznoJssBare Simponi

Bunaru u3nos3BaiTe ToBa JISKAPCTBO TOYHO KakTo Bu e kazan Bammsr nekap wiu dapmarieBT. AKO
HE CTe CUTYPHH B HEllo, onuTaiiTe Bammus nekap uiu GapMmariesT.
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Koaxo Simponi ce npuiara
PeBmaTouzeH apTpuT, ICOpHaTUYEH apTPUT U aKCHAJIEH CIIOHIMIOAPTPHT, BKIFOUUTEIHO
AHKUIIO3MpAIL] CTIOHTUIIUT U HEPEHTTeHOTPapCKH akCHalleH CIIOHAHIIOAPTPHUT:

o IIpenopsuntennara no3a € 50 mg, MpUIOKEHA BEIHBK MECEUHO HA €/1HA U ChINA JaTa.

o [Ipenu yerBbpTaTa Bu no3a ce o6bpHeTe kbM Bamms nekap. Bamusar nekap mie onpenenu nanu
JICUSHUETO ChC Simponi TpsAOBA A2 MPOIBIIKH.
o Axo texute noseue ot 100 kg, nozata mosxe na Ob1e moBumena Ha 100 mg

(C’BZL’Bp)KaHI/IeTO Ha 1 MNPpEABAPUTCIIHO HAITBJIHCHA CHpI/IHHOBKa), IMPUIIOKCHU BEAHDBIK
MECCYHO Ha €1Ha U ChIlIa JaTa.

Vuepo3eH KOJIUT MPH B3pacTHU
o TaOnuuara no-10ay NOKa3Ba Kak OOMYaiHO 1e MpreMarte ToBa JIEKapCcTBO.

Hauvano na neuenuero Havanna no3a ot 200 mg (cpabp)kaHUETO Ha 2 peABAPUTEIHO
HaIbJIHEHHU CIPUHIOBKK) nociensaHo oT 100 mg (chapp:kaHueTo Ha
| mpeaBapUTENHO HAIBJIHEHA CIIPUHIIOBKA) 2 CEIMUIIU MTO-KBCHO.

[Mommbpikalio geucHne . [Tpu nauuentu ¢ terno nox 80 kg, 50 mg (3a xa ce mpuiIoXu
Ta3u J|03a ce M3MO0JI3Ba MPEIBAPUTEIHO HAITbIHEHA MHCATKa HWIIN
MpeIBapUTEIHO HATBJIHEHA CIIPUHIIOBKA 0T 50 mg) 4 ceaMuuu
cieq nocieqHoTo Bu nedenue, ciel ToBa Ha BCEKH 4 CEIMULIM.
Bammust nexap Moxe ga pemu aa npeanuie 100 mg
(cpappikanmeTo Ha 1 IpeaBapUTETHO HAITBITHEHA CIIPUHIIOBKA),
B 3aBUCHMOCT OT TOBa, KaK C€ IMOBJIMSIBATE OT Simponi.

. [Mpu nanmentu ¢ terio 80 kg unu moseye, 100 mg
(cpappkanueTo Ha | MpeaBapUTETHO HATBJIHEHA CIIPUHIIOBKA)
4 cenqmuIu cien nociaenHoTo Bu nedenue, cien ToBa Ha BCEKU
4 cenqMUIIN.

[epnaTpudeH yniepo3eH KOJUT MPH Jella Ha Bb3PacT 2 U MoBeue ToJIUHHU C Teryo Hak-maiko 15 kg:
. Tabnuuara mo-10ay NOKa3Ba Kak OOMYaiHO 11e MpueMare ToBa JIEKapCTBO.

Hayvarno Ha neuennero o [Ipu manmenTH ¢ Terio Haii-manko 15 kg mo mox 40 kg ce
npuiara HadanHa 1o3a 100 mg (cbappikaHUeTo Ha
1 mpenBapuTEIHO HATBJIHEHA CIIPUHIIOBKA), TOCTIeIBaHa OT
50 mg (3a 1a ce MPUIIOKH Ta3H J03a ce
M3I0J13Ba MPEIBAPUTEIHO HAIIBJIHEHA CIPHHLIOBKA OT 50 mg)
2 ceaMUIN MO-KBCHO.

o [Ipu nauuentu c terao Hag 40 kg ce mpunara HayanHa 1032
200 mg (chabpxKaHUETO HA 2 TIPEIBAPUTETHO HAITBIHEHU
CIIPUHITIOBKH), TocaeaBana oT 100 mg (chappKaHUETO HA
1 mpenBapUTEIHO HATBIIHEHA CIIPUHLIOBKA) 2 CEIMHIIH T10-
KBCHO.

[Tognwpaxaino eueHue ° [Ipu manmenTn ¢ Terno Hait-manko 15 kg mo mox 40 kg ce
npmraraT 50 mg (3a 1a ce MPIIOKH Ta3H 1032 Ce
M3I0J13Ba MPEIBAPUTEIHO HAIBJIHEHA CIIPHHLIOBKA OT 50 mg)
4 cenMuIM cien NociaeIHOTO Bu nedyenne, cinex ToBa Ha BCEKU
4 ceMUIIN.

. [Ipu nauuentu c terno Hai-manko 40 kg no mox 80 kg ce
npunarat 100 mg (cpappikaHneTo Ha 1 mpeaBapuTeIHO
HaITbJIHEHA COPUHIIOBKA) 4 ceAMUIM ciel] ocaeHOTO Bu
JIEYEHUE, CIIeN TOBA HA BCEKHU 4 CEIMUIIN.

. [Ipu nauuentu c terno 80 kg unu nmoseue ce npunarat 100 mg
(cpappxanneTo Ha | penBapUTETHO HAITbJIHEHA CIIPUHIIOBKA)
4 cenMuIM cien NOcaeIHOTO Bu nedyenHne, cinen ToBa Ha BCEKU
4 cenmuIy.
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Bammsar JICKAp LIS ONMPEACIIN TOYHATAa J034a, KOATO Aa U3I0JI3BATC.

Kak ce npusara Simponi

o Simponi ce npuara ype3 HHKEKIH Mo KoXkaTa (MIOJKOKHO).

. B nauanoro Bammsr nekap nim MeIUIMHCKA cecTpa MOxke Aa Bu nmxekrupa Simponi. Bue n
Bammsr siexkap obade Moxke Jia pelmTe, 4e MOXKeTe caMy Jla Ci HHXKeKTupare Simponi. B To3u
ciydaii mie Obaere 00y4eHu Kak caMy Jja CH MHKEKTUpare Simponi.

l'oBopere ¢ Bammus jekap, ako umare BBIIPOCH OTHOCHO MOCTAaBsIHETO Ha MHXKEKUMATA. B kpas Ha Ta3u

JIUCTOBKA I HAMEPUTE TOAPOOHH ,,IHCTpYyKIMHK 32 yroTpeda”.

AKO cTe U30JI3BAJIM IIOBeYe 0T Heo0XoaumMaTa q03a Simponi

AKO cTe M3MoJI3BaIM WK BU e puitoskeHa TBbpie BUCOKA J103a Simponi (WK Ype3 WHKEKTUPaHe Ha
€IHOKpaTHa BUCOKA /1033, WIN Upe3 TBbPAE YECTO IPUIIOKEHHE), He3a0aBHO roBopere ¢ Bamus sexap
win papmaneBT. Bunaru Hocere cbe cebe cH KapTOHEHATa OMaKOBKa, JOPH TS [a € Ipa3Ha, U Ta3u
JIMCTOBKA.

AKO cTe MPONMYCHAJIM A U3IoJi3BaTe Simponi
AKo cTe 3a0paBuiIK 1a MHXKEKTHpaTe Simponi Ha IUTaHUpaHaTa aTa, IPUIOKETe NPOoITyCHaTa 032
BE€JHAra oM CU CIIOMHUTE.

He u3non3paiite I[BOﬁHa 71034, 3a 1a KOMIICHCHUPATC NMPOITyCHATaTa A034.

Kora ma cu nmxekTHpaTe cieasaiiaTa 103a;

. AKO cTe 3aKBbCHEIHN C TI0-MaJIKO OT 2 CEIMHUIINA, HHKEKTHpaTe MpOIyCcHATaTa 103a BeHara
CJIE KaTO CH CIIOMHHTE U NPOABIDKETE MO0 MbPBOHAYAIHATA CXEMA HA NPUJIOKEHUE.
. AKO cTe 3aKbCHEINU € IOBEYE OT 2 CEAMUIIN, MHKEKTUpAUTE MpoIlycHaTaTa 103a BeaHara ciej

KaTO CH CIIOMHUTEC U CE€ CBBPIKETE C Bamms JICKap UJn q)apMaueBT, 3a Jia IIOIIMTaTe Kora Jga
HWHXXCKTHUpATC CiICABaliaTa g03a.

AKO He cTe CUT'YPHH B Hello, nonuTaite Bamms nekap nnu ¢apmanesT.

AKo cTe cipesiu ynorpedéara Ha Simponi
AKo 0OMUCIISATE a CIIpeTe MPUIIOKEHUETO Ha Simponi, IbpBO 00chAeTe ToBa ¢ Bamms nexkap uinu
(hapmarieBT.

AKO UMaTe HSIKaKBHU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBa JIEKApCTBO, MOJIS
nonuTaiite Bamms nekap, papMarieBT WM MEJUIIMHCKA CECTpa.

4. Bb3MOKHHU HekeJIaHU peaknun

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja NIPCAU3BHUKA HCXKCIIaHN PCAKINU, BBIIPEKH Y€ HE
BCEKH T'l Toay4asa. [Ipy HAKOM MAIIMEHTH MOXKeE Jja C€ Pa3BUSAT CEPUO3HU HEKEJIaHU PEaKLUH, KOUTO
Hajarar JieueHue. PUCKBT OT MosiBa Ha ONpe/IeNIeHH HEeXEIaH! PEaKIMU € O-TOJIsIM IIPH /103a OT

100 mg B cpaBHeHue ¢ qo3a oT 50 mg. Hexxenanu peakuu MoraT Jia ce pa3BUsAT U 10 HAKOJIKO Mecela
ClIe/] ocIeIHATa HHKCKIIHS.

HezabaBHo yBenomete Bamus nekap, ako 3a6enexure HIKOS OT CJIEIHNUTE CEPHO3HU HEXKETTaHH

JIEKapCTBEHU PEAKLUH, BKIIOUBAIIH:

o aJIepruvdHM Peakuu, KOUTO MOTaT 1a 0bJAaT CEPUO3HU, HIIH PIAKO
sJKuBoTO3acTpamaBamm (peaku). CUMITOMU Ha allepruyHa peakusl MOraT Aa BKIIOYBAT
MOIyBaHE Ha JINIIETO, YCTHUTE, YCTaTa WIH I'bPIOTO, KOETO MOXKE J1a IPUYMHU 3aTPyTHEHO
MperIbIaHe WK AWIIaHe, KOXKECH 00pHUB, KOITPUBHA TPECKa, IIOyBaHEe Ha PhIIETE, XOAUIaTa
W TIie3eHnTe. Hakou oT peaknuute ce mosiBSBAT CIe/ MbPBOTO MPUIIOKEHHE HA Simponi.

. cepuo3nu nHpexuun (BraunTeaHo Th, 6akrepuannn nuHpekun BKIKYUTETHO
cepuo3HM HH(PEKIUN HA KPbBTA U MHEBMOHUSA, TEKKH I'OUMYHN HHPEKIUN U APYTH
ONnopTHHUCTHYHHN MHPpeKkun) (decTn). CUMITOMUTE HA HHPEKIIMS MOTaT JIa BKIFOYBAT
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MOBHIIIEHA TEMIIEPaTypa, yMopa, Kanumiia (ynopuTa), 3aayX, TPUION0I00HN CUMITTOMH, 3ary0a
HAa TETJIO, HOIIHO M3IOTSABAHe, JUapusl, paHH, MPOOIEMHU ChC 3b0HTE U MMapeHe MPHU ypUHUPAHE.
NMOBTOPHO AKTHUBHPAHE HA BUPYCa HA XenaTut B, ako cTe HOCUTEI WIN B MUHAJIOTO CTe
0oJsienyBaiu ot xenatut B (psiako). CHUMIITOMUTE MOTAT JIa BKIIIOYBAT MOXKBJITIBAHE HA
KOXKaTa U OYMTe, ThMHOKA(SIBO OI[BETSABAHE HA YpUHATA, 00JIKA B JsICHATA CTpaHa Ha KOpeMa,
TeMIlepaTypa, TaJicHe, MOBPBIIAHE U CUITHA YMODPA.

3a00/151BaHe HA HEPBHATA CHCTEMA KATO MHOKeCTBeHA cKJiepo3a (psaako). CHMITOMUTE HA

3a00IIIBaHe HA HEPBHATA CUCTEMa MOTaT J1a BKIFOYBAT TPOMEHH B 3PEHUETO, CIA00CT B PHIIETES

1 KOJICHETE, U3TPBIIBAHE WM MpaByUYKaHEe Ha pa3IMuHU YacTH Ha Bamrero Tsuo.

pak Ha JumbHuTe BBH3M (IuMdpom) (psaako). CumnroMuTe Ha TMMQOMa Morar j1a BKIFOUBAT

MoJTyBaHe Ha JIMM(HUTE BH3IH, 3aryda Ha TETJIO WK ITOBUIIICHA TeMIIepaTypa.

Chbp/iedHA HEAOCTATHYHOCT (PsiaAko). CHMIITOMHUTE HAa ChPICYHA HEAOCTATHUHOCT MOTaT Jia

BKJIFOUBAT 33JyX WIH MTOAyBaHe Ha Xxoaunara Bu.

NMPU3HALM HA HAPYUIEHHUS] HA HMYHHATA CUCTEMA, HApeYeHu:

- aynyc (psinko). CHMITOMUTE MOTaT Jia BKJIIOUBAT CTaBHA 0OJIKa MJIM OOpHUB IO Oy3HTE
WJIH PBIETE, KOMUTO € YYBCTBUTEICH KBM CIIBHIICTO.

- capkouj03a (psaako). CUMOTOMUTE MOTAaT Ja BKIIOYBAT YIOPUTA KAlIMLA, 3ayX,
0o0JIKa B IbpUTE, MOBUILICHA TEMIIEpATypa, MoAyBaHe Ha TUM(HUTE BB3IIH, 3ary0a Ha
TETJI0, OOPHUBH IO KOXKaTa M 3aMBIJICHO 3PCHHE.

Bb3NaJIeHHEe HA MAJIKUTE KPBBOHOCHH ChA0BE (BaCKYJIMT) (paako). CUMITOMUTE MOTAaT Aa

BKITIOYBAT ITOBUIIIEHA TEMIIEpaTypa, TIaBo0oiue, 3aryda Ha Terso, HOITHYU U3MOTIBaHU, 0OpUB

Y HEBPOJIOTUYHHM MTPOOIIEMH KaTO U3TPHIIBAHE WM MpaBydYKaHE.

Pak Ha Ko:kaTa (HedecTo). CUMOTOMHUTE HA PaK HA KOXKAaTa MOTaT Ja BKIIOYBAT IPOMEHU BHB

BBHIIHUS BUJ| Ha KOXKaTa WM 00pa3yBaHUs 10 KoxkaTa Bu.

3a00/51BaHe HA KPBBTA (4ecTo). CuMnToMuTe Ha 3a00JIsIBaHe HAa KPBBTA MOTAT Ja BKIIOYBAT

yHOpHTa TeMIIepaTypa, MHOTO JIECHO HACHHSBaHE MM KbPBEHE, WU CHITHA OJIeI0CT.

pak Ha KPBbBTA (JieBKeMusl) (psaKo). CHMITOMUTE Ha JICKEMUS MOTAT Ja BKIIOYBAT

MOBHIIIEHA TEMITEPATypa, YyBCTBO Ha yMOpa, YecTH UHPEKITUH, TIECHO TIOCUHSIBAHE W HOIITHI

W3TOTSIBAHWSL.

Kaxere He3abaBHO Ha Bamms nekap, ako 3a0enexure HIKOU OT U30POCHUTE CUMITTOMH.

IIpu npuio:keHue Ha Simponi ca HAOII0OTABAHM CJIEIHUTE TOMbJIHUTETHH HEKeJIaHU PeakIum:
MHoro yecTH HE)XEIaH! peakiuu (MoXKe a 3aceruar nmoseve oT 1 ga 10 gymmm):

WHpekuny Ha rOpHUTE TUXATEIIHU IBTHUIIA, Bh3MAJICHNE Ha I'BPIIOTO, APE3raB Iiac, Xpema

YecTu HexXelnanu peakuuu (Morat a 3acersar 10 1 Ha 10 naruenTn):

[Ipomenu B uepHOaPOOHHUTE MOKA3aTeNH (IOBUIIABAHE HA YePHOAPOOHHUTE CH3UMH),
YCTaHOBEHH NPH U3CIEABAHUATA Ha KPHBTA, HAlIpaBeHU oT Barmus nekap.
3aMasHOCT

I'maBoGomnue

W3tpbrnBane wim MpaBydKaHe

[MoBbpXHOCTHH I'EOMYHH UH(EKIIUH

Abcrec

bakrepuannau napeKyn (KaTto HeryIuT)

Hucbk Opoii Ha YepBEeHHUTE KPHBHH KIICTKH

Hucwk Opoii Ha Oenute KpbBHU KIETKH

Tlo3uTHBEH KPBBEH TECT 3a JIYIIyC

AnlepruyHu paxkiuu

Jlomo xpanocMusnane

bonka B cromaxa

T'anene

T'pun

Bponxur

Wndexnus Ha cuHycuTe

Xepnec

301



IIoBHIIEHO KPBBHO HaJsIraHe

IToBumena Temneparypa

AcTtMa, 3a51yX, XpUIITEHE

Hapyienns Ha cromaxa 1 4epBara, KOUTO BKIOYBAT Bb3IIAJIEHUE HA JIMTAaBUIATa HA CTOMAaxa U
ne0esoTo YepBo, KOETO MOXKE Jja IPUIMHU BHCOKA TEMIIepaTypa

Bosika u s13BU B ycTarta

Peakumu Ha MSICTOTO Ha HHKEKTHpaHe (BKIIIOYUTEITHO 3a4epBsIBaHe, YIIbTHABAaHE, O0JIKa,
KpbBOHACSAIAHE, ChbPOEK, U3TPBIBAHE U Ipa3HEHE)

Kocoman

OO6puB 1 cepOex Ha KOXKaTa

bescbHue

YyBCTBO Ha HOTUCHATOCT

YyscTBO Ha citabocT

CuynBaHe Ha KOCTH

Huckomdopt B 001acTTa Ha IPBAHAS KOII

Heuectn Hexxenanu peakmuu (Moxke aa 3acersat 10 1 ga 100 gymrm):

brOpeuna nadpexms

PakoBu 3a0051s1BaHMS, BKIFOYHTEIHO PAaK HA KOXKATa M HEPAKOBH 00pa3yBaHUs U OYUKH,
BKJIIOUUTEITHO OCHKU

Koxnu Mexypu

Texxka nHGEKIUs pasnpocTpaHeHa U3 LEIHs OPraHU3bM (CEICHC), B HIKOU CIydan
BKITIOYHTEITHO HIUCKO KPBBHO HAJISITaHe (CENTHYEH IIO0K)

[Icopuasuc (BKIIOUUTEIHO MO AJIAHWTE W/WIIN XOIWIaTa, WK o1 GpopMaTa Ha KOXKHU
MeXypH)

Huchk Opoii Ha TpOMOOLIUTUTE

006110 HECHK OpOIt Ha TPOMOOIUTUTE, YEPBEHUTE U OCIINTE KPBBHU KIIETKU
Hapyenns Ha niuTOBUIHATA XKJle3a

[loBuieHre Ha HUBaTa HA KPhBHATA 3aXap

[oBuiieHre Ha HUBATa HA KPBBHUS XOJIECTEPOIT

Hapy1ienus B paBHOBECHETO

3pUTENHN CMYIICHUS

Br3nanenune Ha OKOTO (KOHIOHKTHUBUT)

Ouna aneprus

Ycemane 3a HepaBHOMEPEH ChP/ICYCH PUTHM

CrecHsiBaHE Ha KPHBOHOCHUTE CHJIOBE Ha CHPIIETO

Crcupen B KpbBTa

3adepBsBaHe HA JTUIETO

3amnek

XpOHUYHO BB3MAIUTENHO 3a00IsIBaHe Ha Oenute IpodoBe

Kucenuuu

KambHaE B sKIBUKaTA

Hapymenus na uepaus apo6

Hapymenus Ha repaure

MeHcTpyanHu HapyLIEHUs

Penxn nexxenanu peakuuu (Moxke fa 3acersar g0 1 ga 1 000 gymm):

HeBB3MOXKHOCT Ha KOCTHHUS MO3BK J1a TIPOU3BEXK/IA KPHBHU KIETKH
CunHo HamaleH Opoli Ha OennuTe KPbBHU KIETKH

WNHbekuns Ha cTaBUTE WM HA ThKAHUTE OKOJIO TSAX

3abaBeHo 3apacTBaHe Ha paHU

Br3nanenue Ha KpPbBOHOCHUTE CHJIOBE HA BHTPEIIHUTE OPTaHU
JleBkemust

Menanom (BUJ pak Ha KOXKaTa)
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Mepken-KiIeTh4eH KapIHOM (BHJI paKk Ha KOXKaTa)

JIuXeHOMTHYU peakiuu (ChpOSI] YepBEHHKABO-TIIIIAB KOXKEH OOPUB /MM HUITKOBHUTHA CUBO-
0emy TMHUY BBPXY JIUTaBULIUTE)

JIrocmecTa, mrolenia ce Koxa

Hapymienns Ha ”MyHHaTa cucTeMa, KOUTO MOXKE J1a 3acerHar Oenure IpoOoBe, KoKaTa U
nuMQHUTE BB3IM (Hal-4eCcTO MPOSIBEHN KaTO CApKOUI03a)

Bonka u mpomsiHa B 11BeTa Ha NPBCTUTE HA PBLETE WM KpaKaTa

[Ipomsina Ha BKyca

Hapymenus Ha TUKOYHHUS MEXYP

Hapymenus Ha 6p0penure

Bb3nanenue Ha KPbBOHOCHUTE ChJIOBE HA KOXKaTa, KOETO BOJU 10 0OpUB

Hexenanu peakuy ¢ HEM3BECTHA YECTOTa:

Psbk THI pak Ha KPBBTA, 3acsralll IpeIMMHO MIIaJId Xopa (XenaroiuenaneH T-KieThueH
auMdom)

Capxom Ha Kanomm-psako cpeial pak, CBbp3aH ¢ MHPEKIHs C YOBEIIKH XepIeceH BUPYC 8.
Capkom Ha Kanommm Haii-uecto ce cpeina moj ¢popmara Ha ypIypHH U3MEHEHUS BEPXY
KOJKara.

Bromasane Ha 3a00sBaHe, HAPEUCHO ,,AEPMATOMUO3UT" (KOETO Ce MPOSIBABA KaTO KOXKEH
00pHUB, MPUIPYKEH OT MyCKYJIHa c1abocT)

Cho01aBaHe HA HesKeJIAHU pPeakuuu

AKO MoNTyyHnTe HIKaKBH HEXEJIaHU JICKApCTBEHU peaklyy, yBeaomere Bamus nekap, papmanesT nnn
MEIUIMHCKa cecTpa. ToBa BKIIIOUBAa BCUYKU BB3MOXKHU HEONMCAHU B Ta3U JIMCTOBKA HEXKeEJIaHH
peakiy. MoxkeTe ChIIOo a ChOOIIUTE HEXKENaHU PEeaKIMy JUPEKTHO Ype3 HAlMOHAJIHATA CHCTEMa 32
cho0maBane, nocoueHa B [Ipunoxenue V. Karo cro0maBare HeskellaHN peakluK, MOKETE J1a JaJieTe
CBOS IPUHOC 3a [0JyYaBaHEe Ha MoBeue HH(POpMaIsa OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTBO.

5.

Kak na cexpansiBame Simponi

CrxpaHsBaliTe TOBa JIEKAPCTBO HAa MSCTO, HEIOCTHITHO 32 JIeTla.

He usnon3Baiite TOBa JIEKapCTBO ClIE]l CPOKA HA TOJHOCT, OTOEI3aH BbPXY €THKETa CIIe]]
,»EXP* 1 BEpXy KapTOHEHAaTa OMmaKoBKa cien ,,l'ofmex 10:“. CpoKbsT Ha TOAHOCT OTrOBaps Ha
TIOCTIETHUS JICH OT MTOCOYEHUS MECEII.

Ha ce cexpanssa B xmagmwiauK (2°C — 8°C). [la He ce 3ampassiba.

CoxpaHsiBaliTe IpeBAPUTEIHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OTIAKOBKA, 32 JIa CE
Mpe/nasy OT CBETINHA.

ToBa nexapcTBO MOXKE J]a c€ ChXPaHsBA ChINO U3BBH XJIAIMIIHUKA, TIPU MaKCHUMalTHa
temneparypa 1o 25°C, ennokpartHo 3a nepuox 1o 30 AHU, HO HE U CJIe]] 1aTaTa Ha U3THYaHE Ha
IIbPBOHAYAIIHUA CPOK Ha TOAHOCT, Hali€4aTaH BbPXY KapTOHCHATa OITaKOBKaA. Hammmiere noBus
CPOK Ha TOTHOCT BHPXY KapTOHEHATa OMIAKOBKA, BKIIFOUUTEITHO JIeH/Mecel/ToiuHa (He mmoBeye
o1 30 mHU, cien KaTo JIGKApCTBOTO € M3BAACHO OT XJIaAuiIHuKa). He BpbIiaiiTe TOBa JIEKapCTBO
00paTHO B XJIaJMIHHKA, CIIE]l KaToO € JJOCTHTHAJIO CTaifHa Temrieparypa. M3xpwpiere ToBa
JIEKapCTBO, aKO He OBb/ie U3IMOI3BaHO B PAMKUTE Ha HOBHS CPOK Ha TOJHOCT WJIM CPOKA Ha
TOJTHOCT HarleyaTaH BhPXY OMAaKOBKaTa, B 3aBHCUMOCT OT TOBA KOH € ITO-paHeH.

He uznon3Baiite TOBa JI€KapCTBO, aKO 320€JICKUTE, Ye PA3TBOPHT HE € OUCTHP /10 CBETIIOKBIIT,
Y€ € MBbTCH WM CbAbpiKa 9yKIHU YaCTUIH.

He PI3XBT)pJI$[I>'ITe JICKapCTBaTa B KaHa/JIM3aluATa UJiu B KOHTeﬁHepa 3a JOMAaIllHU OTIIaAbIIH.
[Monwratite Bamms nekap i ¢apManeBT Kak Ja U3XBHPIUTE JeKapCcTBaTa, KOUTO Bede He
u3romsBare. Te3u MepKH I1e CIIOMOTHAT 3a ONa3BaHe Ha OKOJTHATA Cpefa.
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6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HHpOopManms

KaxkBo cbabp:ka Simponi

AKTUBHOTO BEIIECTBO € TomMyMad. EnHa npeaBapuTenHO HaTbIHEHa CIIPUHIIOBKA OoT 1 ml chabpka
100 mg ronumymag.

Hpyrute cbetaBku ca: copouton (E420), XMCTHIMH, XUCTHIMHOB XUAPOXIOPUT MOHOXHU/IPAT,
nonucop6ar 80 (E433) u Boa 3a MHXKEKIMHU. 3a JOMBIHUTENHA HH(OpPMAIIUs OTHOCHO COPOUTOI
(E420) u momucopo6ar 80 (E433), BixkTe TOUKa 2.

Kak n3rie:kga Simponi 1 KakBO ChIbPiKa ONAKOBKATA

Simponi ce JocTaBs KATO WHKEKITMOHEH Pa3TBOP B MPENBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA 32
€HOKpaTHa yrnoTpeda. Simponi ce 10cTaBs B OMIAKOBKH, ChABbPKALIM | MPeABApUTEIHO HAITbIHEHA
CIIPUHIIOBKA M TPYIOBH OIAKOBKH, ChABPKAIIM 3 (3 OMaKoBKH OT 1) mpeABapUTETHO HATBIHEHH
CIpUHIOBKU. He Bcnuku BIIOBE OMaKOBKK MoraT Ja ObAaT MyCKaHU B Ipoaaxoa.

Pa3TBOpBT € GUCTBP A0 JIEKO ONaNeceHTeH (C nepieH OsIChK), Oe3BETEH 10 CBETIAOKBIT U MOXKE J1a
ChIIbpIKa MAITKH TIPO3pavHU WK OeNi MPOTenHOBHU Yactuiii. He nsnon3saiite Simponi, ako
Pa3TBOPBT € C MPOMEHEH LBSIT, MBTEH WJIM ChABPKAIll BUIUMH TyKIH YACTULIH.

IIpuTexaTes Ha pa3pelIeHHETO 3a YNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIponsBoauTe
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a JOIIBJIHUTCIIHA I/IH(bopMaLII/IH OTHOCHO TO3H JICKAPCTBCH IMMPOAYKT, MOJISI, CBBPIKCTC CC C JIOKAJTHUA
MNpEeACTABUTCI HA MPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"

Tel/Tél: 0800 93 377 Tel: +370 5 278 68 88

info_belux@its.jnj.com lt@its.jnj.com

bbarapus Luxembourg/Luxemburg

L, JokoHChH & JIxoHChH boirapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: 800 29 504

jisafety@its.jnj.com info_belux@its.jnj.com

Ceska republika Magyarorszag

Janssen-Cilag s.r.0. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD

TIf.: +45 4594 8282 Tel: +356 2397 6000

jacdk@its.jnj.com
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Deutschland
Janssen-Cilag GmbH
Tel: 0800 086 9247 / +49 2137 955 6955

jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

E))LGoa

Janssen-Cilag ®appokevtiky Movorpdommn

A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor ehf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvmpog

Bapvépog Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Nederland
Janssen-Cilag B.V.
Tel: 0800 242 42 42
info_nl@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich

Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska

Janssen-Cilag Polska Sp. z o.0.

Tel.: +48 22 237 60 00

Portugal

Janssen-Cilag Farmacéutica, Lda.

Tel: +351 214 368 600

Romania

Johnson & Johnson Roménia SRL

Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jactfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com



I[aTa Ha MOCJCIHO MpepasrjexKiane Ha JJMCTOBKaTa

[HonpoOna nnpopmanys 3a TOBa JEKapcTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBponelickara areHuus
10 JIeKapcTBaTa https://www.ema.europa.eu.
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HNHCTPYKIINU 3A YIIOTPEBA

AKo KejlaeTe caMH 1a MH:KeKTHUpPaTe Simponi, TpsioBa 1a 0baeTe 00y4eHH OT MEeTUIIUHCKH
CIENUATMCT KaK J1a MOATOTBATE HHKEKIUATA U 12 1 MOCTABATE. AKO He CTe IPeMUHATH TAKOBA
o0y4eHue, MOJIs1, CBBbpP:KeTe ce ¢ Bamust jiexkap, MeIMIUHCKA cecTpa WK ¢papManesT, 3a 1a CH
HACPOYMTE cpelia 3a o0yueHue.

B Te3n HUHCTPYKIHU:

1. IToaroroBka 3a U3MOJI3BaHE Ha MPEABAPUTEIHO HATbJIHEHATA CIIPUHIIOBKA
2 W36upane u MOATOTBSIHE HA MSCTOTO 32 HHKEKTHPaHE

3. MuxeKkTHpaHe Ha JIEKapCTBOTO

4 Crnen HHXEKTHUpPaHETO

Ha nuarpamara nmo-mony (Buxre durypa 1) e mokazaHo Kak U3TJIeKAa NPeABAPUTEIHO HAIThIHEHATA
CIIPUHLIOBKA.

GyTano  cyo6u Ha npeanasuTens kopnyc

Ha urnarta KOHTPOMHO Npo3op4ye Kanade Ha urnata

+f Al |

1

| exp 9 0

I fE

—* e T — et
rnaBa Ha GyTanoTo CTPpaHWUW Ha npeanasuTena eTUKeT urna
Ha urnarta
®urypa 1

1. IHoaroroBka 3a M3MoJI3BaHe HA NMPEABAPUTETHO HATBJIHEHATAa CIPMHLIIOBKA

XBaHeTe MpeIBAPUTETHO HATbIHEHATA CIPUHIIOBKA 32 KOpIIyca

o He st xBamaiite 3a riaBaTta Ha OyTaoTO, 32 CAMOTO OYTall0, CTPAHUIIUTE HA MIPEAMA3UTEI Ha
urjaTa Wi KarmayeTo Ha WIJiara.

. Hukora ne usrernsiite OyranoTo.

o Hukora He paskiamaite npeIBapuTeHO HATbJIHEHATA CITPUHIIOBKA.

o He maxaiiTe kanaveto Ha MPeIBAPUTEIHO HATBIHEHATA CIIPUHIIOBKA, TIOKATO HE CTHUTHETE JI0
WU3PUYHHM WHCTPYKIIMH Jia TO HAIIPaBUTE.

o He noxocgraiiTe ckoOuTe 3a akTHBUpAHE Ha IMMPOTEKTOpa Ha uriaTta (0TOeNsI3aHu Che 3Be31a *

BBB Qurypa 1), 3a 1a ce n3berHe npeaBapuTeIHO MOKPUBAHE HA UIJIATa C MPeIIa3HuTes.

IIpoBepeTe Oposi HA MpeIBAPUTETHO HATBJIHEHUTE CIIPUHIIOBKH
IIpoBepeTte npeaBapUTENHO HATBIHEHUTE CIIPUHIIOBKH, 32 J1a C€ YBEPUTE, U
. BposT npenBapuTeHO HATBJIHEHN CIIPUHIIOBKH M KOJIMYECTBOTO aKTUBHO BEIECTBO HA 71032 Ca
MIPAaBHITHU
o Axo nmo3ara Bu e 100 mg, mie B3emMeTe e1Ha IpeABapUTEITHO HAITBIHCHA CIIPUHITOBKA OT
100 mg
o Axo no3ata Bu e 200 mg, 1ie B3emMeTe 1B NPEABAPUTEIHO HAMBIHEHU CIPUHILIOBKH OT
100 mg u e TpsiOBa 1a cH HANpaBHUTE JIBE HHXKEKIWU. V30epeTe pa3niuHu MecTa 3a Te3n
WHXEKIIMH KaTO TTOCTaBUTE MHXKEKITMUTE €THA CJICIT APYyTa.

IIpoBepeTte cpoka Ha roAHOCT (BHAKTe purypa 2)

o IIpoBepeTe cpoka Ha rOHOCT, HAalleyaTaH WM HalMCaH BbPXY KapTOHEHATa OIMaKOBKa

. [IpoBepete cpoka Ha ronHOCT (ciex Haamuca ,,EXP*) Ha eTukeTa, KaTo MOreHeTe B
KOHTPOJIHOTO IIpO30pye, KOETO CE HaMHpa Ha KOpITyca Ha IPEABAPUTEIHO HallbjHEHATa
CIIPHUHLIOBKA.
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. AKO HE BIDKJIATE CPOKa Ha TOJHOCT B KOHTPOIHOTO MPO30pUEe, XBAHETE IPEIBAPUTEITHO
HaI'bJTHEHATa CIPUHIIOBKA 32 KOPITyca M 3aBbPTETE KaladeTo Ha UTJiaTa, 3a Ja Blie3e CPOKBT Ha
TOHOCT B OYEPTAHUSITA HA KOHTPOJIHOTO IIPO30PUE.

He n3non3Baiite MMPpEABAPUTCIIHO HAITbJIHCHATA CIIPUHIOBKA, AKO CPOKBT HAa TOAHOCT € U3TCKBJI.
Hameuaranusr CPOK Ha rOAHOCT OTroBapsd Ha MOCJICAHUA JCH OT IMOCOYCHUA MCCCILI. MOJ'ISI, 06’BpHeTe
C€ 3a IOMOII KbM Bamms JICKap Wi (I)apMaLIGBT.

Ourypa 2

H3zuakaiite 30 MUHYTH, 32 1a MOKe NPeABAPUTEJHO HAITBJIHECHATA CIIPUHIIOBKA /12 JOCTHTHE

cTaiiHa TeMnepaTrypa

o 3a ;a cTe CUTypHH, Y€ JIEKapCTBOTO € MH)KEKTHPAHO MPABUITHO, U3Ba/IETE MIPEABAPUTEITHO
HaITbJIHEHATa CIPUHLIOBKA OT KyTHATA U 51 OCTaBETe Ha CTaifHa TeMIepaTypa B IPOIbDKEHHE Ha
30 MUHYTH, Ha MSCTO, HEIOCTBITHO 3a JIea.

He 3aronnsiiTe npenBapuTeIHO HAITbJIHEHATA CIIPUHIIOBKA 10 HUKAKBB JIPYT HAYKH (Harmpumep B

MUKPOBBIHOBA ypHA HIIH B TOpEIIa BOJA).

He cBansiite kamadero Ha UrilaTa Ha MPEIBAPUTEIHO HATBJIHEHATA CIPUHIIOBKA, JOKATO U3YaKBaTe J1a

JIOCTUTHE CTallHa TeMIeparypa.

IMoarorBere ocTaHaIUTEe HEOOXOAMMU CPEACTBA
Jlokaro dakare, MOXe Jia IOATOTBUTE OCTAaHAIINTE HEOOXoMuMH Bu cpeicTBa, BKIFOUUTETHO TAMIIOH,

HaIlOC€H CBHC CIIMPT, IaMYK HUJIU MapJisd 1 KOHTefIHep 3a OCTpH OTHHAaABLH.

IIpOBepeTe TEYHOCTTA B NIPECABAPUTE/ITHO HAITbJIHEHATA CIIPUHIIOBKA

° XBaHeTe MpeABapUTEITHO HATBIIHEHATA CIIPUHIIOBKA 32 KOPITyCca, TaKa Ye KarmadeTo Ha WriiaTta
Jla COYU HAJOIy.
° Ilornennere B KOHTPOIHOTO MPO30PUE, 32 Aa CE€ YBEPUTE, YE TEUHOCTTA B MPEABAPUTEIIHO

HaI'bJIHEHATa CIIPUHIIOBKA € OUCTpa WIIH JIEKO OmayeClieHTHA (C mepiieH OJsIChK) U O€3IBETHA
JI0 CBETJIOKBITA. Pa3TBOPHT MOXKeE J1a ce U3I0II3Ba, aKO ChABPIKa MAJIKH ITPO3PAYHA WA OEITH
MPOTEHOBU YaCTHIIH.

o AKO TIpe3 KOHTPOJHOTO TPO30pYe HE MOXKETE J]a BUIUTE TEYHOCTTA, XBAHETE TIPEABAPUTEITHO
HaIllTbJIHCHATa CIIPHUHIIOBKA 3a KOPIIyCa U BbPTCTEC Kalma4€To Ha HUIjiaTa, 10KaTO HEC BUIUTE
TEYHOCTTA B KOHTPOIHOTO Mpo3opue (BIKTe purypa 2).

He uznon3Baiite npeBapuTETHO HAITBIHEHATA CIIPUHIIOBKA, aKO TEYHOCTTA € C Pa3IMueH [BST, MbTHA

WM ChIBPIKa MO-TOJIEMU YaCTHIH. AKO 3a0eneXuTe MoJ00HO HEllo, 00bpHETE ce KbM Barmus exap

WM (papMarieBT.

2. HN30upaHe U MOArOTBsIHE HA MACTOTO 32 HHKeKTUPaHe (BuxkTe durypa 3)

o JlekapcTBOTO OOMKHOBEHO CE MHKEKTHPA TI0 IIPpeHaTa MOBBPXHOCT B CpPEIHATA YacT Ha
Oenmpara.

. Moske 1a ce HH)KEKTUpPa U B I0JIHATA YacT Ha KOpeMa IO/ ITbI1a, ¢ U3KII0YeHHEe Ha 30HaTa
MPHUOIM3UTEITHO 5 ¢M IO/ MbIIA.

. He cu nmxexTupaiite 1eKapcTBOTO B 30HH, B KOUTO KOXKaTa € 0oJe3HeHa, ¢ KpbBOHACSIaHus,

3a4CpPBCHA, JIoICIa C€, YIUNIbTHCHA WUJIA C Genesn n CTpHUH.
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° AKO ca HeOOXOIUMH HAKOJIKO MHKEKIMH, HH)KEKIIMUTE TPSAOBA Jla Ce MpHJIarat Ha pa3jinuyHu

MECTa Ha TAJIO0TO.
.| /_/(
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) |
C::%\/ | i L}

T ( A\ -

Qurypa 3
H30upane Ha MACTOTO HAa HH:KEKTHPaHe 0T OoJTHOrIenaY (BHxKTe purypa 4)
o Axo nmxeknusaTa Bu ce moctast oT 6oHOTIIEAaY, TOW MOXKE JIa M3T0JI3Ba U BBHHIITHATA
MOBBPXHOCT HA TOPHATA YacT Ha MUIIIHULIATA.
o U B T0O3M ciayyaii IekapcTBOTO MOXKe Jja ObJie MH)KEKTUPAHO Ha BCHUKU YKa3aHU MECTa,

He3aBUCHMO OT Bamiara KOHCTPYKIUA UIIU TCJIOCIOXKCHHUE.

®durypa 4
IMoaroresine HA MSICTOTO 32 HHXKEKTHPAaHe
. W3muiite 1oOpe phIeTe CH ChC CallyH | TOTLIA BOJA.
. ITouncTere MICTOTO 32 MHXKEKTUPAHE C TAMIIOH, HAIIOEH ChC CIUPT.
. N3uakaiiTe KoxkaTa Ja U3ChXHE, PEAU 1a HaIpaBuTe UHxKekusaTa. He nyxalite u He BeilTe Hax

IMMOYUCTCHUA YUaCTbHK.
He ,Z[OKOCBafITe MMOBTOPHO MOYUCTCHATA 30HA, ITPEAN Aa IMMOCTAaBUTC MHIKCKIUATA.

3.  HHKeKTHpaHe HA JIEKAPCTBOTO

KarmaueTo Ha urnata He TpsOBa Ja ce OTCTPaHABA, IOKATO HE CTE TOTOBU JIa CH HHXKEKTUPATE
JeKapcTBOTO. JIekapcTBOTO TPsIOBA J1a Ce MHIKEKTHPA JI0 5 MUHYTH CJIe]] MaXaHEeTO Ha KanayeTo.

He ,Z[OKOCBafITe GYTaJ'IOTO, JOKAaTO MaxaTc KaradyeTo Ha vurjara.

OTcTpaHeTe KanavyeTo Ha urJjara (BU:KTe purypa 5)

. Korato cTe roToBHM Aa cM HHXKEKTHPATE JICKAPCTBOTO, C €Ha phKa XBaHETE KOpPITyca Ha
MIPEIBAPUTEITHO HAITBTHEHATA CIIPUHIIOBKA.

. W3Tternere xamaueTo Ha UIJaTa Hapea U TO U3XBBPIIETE clie] MHKeKkThpaHe. He nokocBaiite
OyTanoTo, TOKaTO MPABHUTE TOBA.

o Moske na 3a0enexuTe OalloHUYE B MPEABAPUTEITHO HAMTbIHEHATA CITPUHIIOBKA MIIM Kalka Ha
BbpXa Ha urjaTa. Hanuuuero u Ha JABETE € HAIThJIHO HOPMAJIHO U HE Tps0Ba Ja ce Maxart.

o WmxexTupaiite TeKapcTBOTO BEHAra IIIOM MaxHETe KalayeTo Ha uriaTa.

He noxocBaiiTe urnata u He TOMyCKalTe T4 a JOKOCHE HUKaKBa MOBBPXHOCT.
He u3nosnsaiite npegBapuTeIHO HallbIHEHATa CIPUHIIOBKA, aKO CTE s U3IIyCHAIIH, Cle]] KaTo
Kara4yero € MaxHaTo. AKO TOBa Ce CIIy4YH, MOJIs, CBbpsKeTe ce ¢ Bamust exap win hapmanesT.
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®durypa 5

IoJi0:keHHe HA IPeABAPUTEIHO HAITbJIHEHATA CIPUHLOBKA NPU HH:KEKTHPaHe

o XBaHeTE KOpIyca Ha MPEABAPUTEITHO HATBITHEHATA CIIPUHIIOBKA MEXAY TOKa3auena U CpeIHus
NPBCT Ha €JHAaTa CH pPhKa U TIOCTAaBETE Majela Ci BbpXy OyTalloTo, a ¢ Apyrara CH phka
BHUMATEIIHO 3aXBaHEeTe KOXHa I'bHKA, KOSATO CTe MOYHNCTHIIN IpeaBapuTenHo. [{pexTe 1 3apaBo.

B HUTO equH MOMEHT He U3TersiiiTe OyTaioTo.

I/Il-[)l(eKT](lpaHe Ha JIEKApCTBOTO

o Hacouere urnaTa noj| I'vJ1 OT IPUOIU3UTENHO 45 Tpagyca cripsMo 3axBaHaTaTa KOJKHA I'bHKA.
C 0Bp30 U ps3KO ABIKEHHE NPOOUITE KOXKaTa C Uriiara, Kato s BKapare JoKpail (BIKTe

¢urypa 6).

Ourypa 6

® HH)KCKTI/IP&IZTC AJI0TO KOJIMYCCTBO OT JICKaAPCTBOTO, KATO HATUCKATE 6YTaJIOTO J0TOorana,
JA0KAaTo IjiaBaTa My 3aCTaHC MCIKAY CTPAHUIIUTEC HA IIPOTCKTOPA HA HUIJlaTa (BI/I)KTG (bnrypa 7)

. Koraro u30yTare OyTanoTo A0 Kpaii, U3TErieTe Uriiata OT KoxkKaTa, JOKaTO B CHIIOTO BpeMe
MPOABb/KAaBaTe J1a HaTHCKaTe OyTaIoTO, M ITyCHETE KOJKHATa I'bHKA (BHXKTE urypa 8).
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®urypa 8

o BbaBHO BIUrHeTe masneil oT riaBara Ha 0yTajgoTo, 3a Jja MOXKe MPa3HaTa MpeIBApUTEITHO
HaIrbJIHEHA CIPHHIIOBKA JIa C€ MPEMECTH HArope M UIJiaTa jia ce MOKpUe OT MPOTEKTOPa, KAKTO €
MoKa3aHo Ha ¢urypa 9:

®urypa 9

4. CJel MHKEeKTHUPAHETO

H3znos3BaiiTe naMyK HJIH MapJIst

o Ha MsicTOTO Ha HHXEKTUPaHE MOKE Ja CE MOSBU JIEKO KbPBEHE WM MAJKO KOJIUYECTBO
Te4yHOCT. ToBa € HOpMaJHO.

o IIpuTHcHETE MSACTOTO HAa HMHXKEKTHUPAHE C TTAaMyK WIJIH MapJsd U 3aApHKTE B IPOABIKCHIE HA
10 cekyHau.

. AKO ¢ He00X0IUMO, MOKETE JIa MOKPUETE MACTOTO HAa MHXKEKTHPAHE C MaJIKa JICTICHKA.

He pastpusaiite koxara.

H3xBBpJIeTE NPeIBAPUTETHO HATBJIHEHATA CIPUHIOBKA (BuxkTe durypa 10)

° HezabaBHo H3XBBpIIETE MPEABAPUTEIHO HAITBTHEHATA CIIPUHIIOBKA B CIICIIMATHO KOHTEHHED 32
OCTpHY OTHAABLU. YBEPETE CE€, Ue U3XBBPISTE KOHTEHHEpPA TOUYHO TaKa, KakTo Bu e
WHCTPYKTHUpaZl BamusT jexap uinm MEJUIMHCKA CEeCTpa.

He ce onuTBaiite fa BbpHETE KanayeTo Ha UIJlaTa Ha MSCTOTO My.

3a BamaTa 6e30macHOCT U 3a J1a Ipeana3uTe IpyTH Xopa HUKOTa He H3M0I3BaiTe IIOBTOPHO

MPEABAPUTEIHO HAITBbJIHEHATA CIIPUHIIOBKA.

AKo cMsTaTe, ye MpHu UHKEKTUPAHETO HEeIlo ce € 00BbPKAJIO WK HE CT€ CUTYpPHH, CBBPIKETE CE C
Bamms nekap nnu dapmanesT.
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Ourypa 10
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