MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Remsima 100 mg npax 3a KOHIIEHTpaT 3a UH(QY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enun dnakon ceappxa 100 mg nadaukcnmab (infliximab)*. Cren pa3rBapsiHe BCEKH MUTHIUTHD
cpabpka 10 mg nHbIMKCUMAO0.

* NHdnukcuMad € XMMEPHO YOBEITKO-MUIIIE MOHOKJIOHATHO aHTUTsUIO oT Kiac [gG1, momydeHo B
MHIITH XHOPUIOMHHU KJIIETKH Upe3 pekomOnHanTHa JIHK-rexHnomorus.

IToMOIIHO BEIIECTBO C M3BECTHO ACHCTBUE

Tosa nexapctBo cpabpika 0,5 mg monmucopbdart 80 (E433) BpB Beceku (hiaakoH.

3a IBJIHMSA CIIUCHK Ha IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
IIpax 3a KOHIIEHTPAT 3a HH(PY3UOHEH pa3TBOP (Mpax 3a KOHICHTpPAT).

[IpaxbT € ¢ 051 UBAT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

PesMmaTonneH apTput

Remsima, B koMOMHaIIMs ¢ METOTpEKCAT, € TOKAa3aH 32 HaMallsiBaHEe Ha MPU3HAIUTE U CHMIITOMHTE,
KaKTO U IIOCTUT'aHe Ha oA00peHne BbB (pu3nuecKaTa GyHKUUS, MPHU:

. BB3pPaCTHU MAIMEHTH C aKTUBHA 00JIECT C HEJIOCTAThUCH OTTOBOP Ha JICUCHUETO C
Moaupumpany donectra aHTupeBMaTonaHu cpenctsa (DMARD), BximrounTenHo u
METOTpEKCarT.

. BB3PACTHHU MAIMEHTH C T€XKa, aKTHBHA U Tporpecupaiiia 60JecT, KOUTO He ca JeKyBaHHU C

MeToTpekcat win apyru DMARD.
[1pu Te3u nanmeHTH ce HaOIII0AaBa 3a0aBsHEe Ha MPOTPECHATa Ha CTABHOTO YBPEXKIaHEe, KOETO ce
JIOKa3Ba peHTreHorpadcku (Bx. Touka 5.1).

Boxaect Ha Crohn npu Be3pacTHu

Remsima e nmokasas 3a:

. JleueHne Ha CpeIHO TEXKa JI0 TexKa Oonect Ha Crohn B akTHBEH CTaIHiA, IPH Bh3PaCTHH
MAIMEHTH C HEJJOCTAThUEH OTTOBOP Ha NMPOBEJECH LIAJIOCTEH M aJIEKBATEH KypC Ha TEpaIus C
KOPTHUKOCTEPOUIH W/WIIM MIMYHOCYIIPECOPH; UM TAKWBA, KOUTO HE TIOHACAT WJIM IIPU KOUTO UMa
MCIUIUHCKU ITPOTUBOIIOKAa3aHUs 3a TaKaBa TCparmus.

o Jleuenue Ha puctynusupama 6onect Ha Crohn B akTHBEH cTaJui NPHU Bb3PaCTHU MALMEHTH C
HEJO0CTaTh4YeH OTTOBOP Ha IUIOCTEH KypC Ha CTaHJapTHA Tepanus (BKIFOYUTETHO C
NPUIOKEHUE HAa aHTUOMOTHIIM, TPEHUPAHE U MIMYyHOCYIIpecHpala Tepamus).



Bousect Ha Crohn npu gena

Remsima e mokasaH 3a JiedeHue Ha Texka OosiecT Ha Crohn B aKTHBEH CTaiuii TIPH Jiella ¥ FOHOIIIH Ha
BB3pacT oT 6 10 17 ToauHN, KOUTO HE ca OTTOBOPIIIM Ha CTaHAApTHA TEPAITHs, BKIIFOUBAIIIA
KOPTUKOCTEPOW, IMyHOMO/YJIATOP M ITbPBUYHA XPAHUTEIIHA TEPATTUS FITH KOUTO MPOSBIBAT
HEMIOHOCWIMOCT, WJIH ITPH KOWTO MMa MPOTHBOTIOKAa3aHNA 3a TakaBa Tepamnus. [IpoydBaHusTa ¢
W3II0JI3BAHETO HA MH(IMKCHMAO0 ca IMMPaBeHHU CaMO MIPH ChbBMECTHOTO MY MIPHUIIOKEHHUE ChC CTaHAapTHA
HMYHOCYIIPECUPAILA TePATIUS.

VYimeposeH koaut

Remsima e moka3aH 3a Jie4eHHEe HAa YMEPEHO TEKBK J0 TeKbK aKTHBEH YJIIIEPO3eH KOJIUT MPH
BB3pPACTHU MAIMCHTU C HEJIOCTAThUCH OTTOBOP HA CTaH/IAPTHA TEPAITHs, BKIIFOUUTEITHO U C
KOpTHKOCTepouau, 6-mepkanromyput (6-MP) nnm azatnonpus (AZA), mim TakuBa, KOUTO HE
TIOHACSIT, WJTU MTPH KOUTO UMa MPOTHBOTIOKA3aHUsI 32 TAKaBa TePaIHs.

VYimepos3eH KOIuUT Ipu aena

Remsima e mokasaH 3a eueHne Ha TEKBK aKTUBEH YIIEPO3CH KOIUT MPHU Jelia U IOHOIIN Ha Bh3PacT
oT 6 10 17 roauHu, ¢ HeAOCTaThUeH OTIOBOP Ha CTAHAApTHA Teparus, BKIIOUUTEIHO C
KopTukocTepounu U 6-MP nimm AZA, nnu TakuBa mpu KOUTO MMa HEMTOHOCHUMOCT KbM HJIH
MEIUIMHCKY NPOTHUBONOKA3aHUs 32 TaKaBa Tepamnusl.

AHKMI03Upal CIOHJIUINT

Remsima e nokasaH 3a ieueHre Ha TEXbK, aKTUBCH aHKUIJIO3UPAILl CIIOHIWIINT IIPH Bb3PACTHU
MALHEHTH, KOUTO €A C HEAOCTAaThUYEH OTTOBOP HA CTAHAAPTHA TEPAIIUSL.

IIcopnaTruen apTputT

Remsima e mokasas 3a JieueHre Ha aKTUBEH U MPOrPECHpalL ICOPUATUYEH apTPUT IPU Bb3PACTHU

MAalKEHTU C HEAOCTAaThUEH OTTOBOP Ha mpenmecTBania tepanus ¢ DMARD.

Remsima tps6Ba 1a ce npuiara:

. WU B KOMOHMHAITHS C METOTPEKCaT

®  WJIM CAMOCTOSITEIHO MPH MAIMEHTH C HEMOHOCUMOCT KbM METOTPEKCaT, WII TIPU KOUTO
JICYCHUETO C METOTPEKCAT € IIPOTUBOIIOKA3aHO

HoxkazaHno e, ye nHpIMKCUMa0 noxo0psaBa ¢pusnueckara GyHKIUS HA TALUEHTH C ICOPHATHYCH

apTPUT ¥ 3a0aBsi CKOPOCTTA Ha MPOTPecHst Ha IEpUPEPHOTO CTABHO YBPEKIAaHE, N3MEPEHO

peHTreHorpad)cKu, Mpy MalMeHTH ¢ TOJIMAPTPUTHU cuMeTprdHH (GopMH Ha OoJiecTTa (BK. Touka 5.1).

Icopuaszuc

Remsima e rmoka3saH 3a JieueHHe Ha YMEPEHO TeXKBK JI0 TeKBK IICOPUA3HC C IUIAKH IPH Bb3PACTHH
HAIL[MEHTH, KOUTO HE OTTOBAPSAT, UMAT IPOTUBOIIOKA3aHUS WIIK HEMMOHOCHUMOCT KbM JICYCHHUE C JIPYTH
CHCTEMHH MpEMapaTH, BKIOYATEIHO IUKIOCIIOPUH, METOTPEKCAT HJIH TICOPAJICH YITPAaBHOJIECT-A
(psoralen ultra-violet A — PUVA) (Bxk. Touka 5.1).

4.2 I[osnpomca W HAYUMH HA NPUITOKEHUE

Jleuenneto ¢ Remsima Tpsi0Ba a ce 3amoyBa U NPOBEX/a 0/ KOHTPOJIa Ha KBaIH(UIHpaH
CHELUUAIUCT B CHbOTBETHATA 00JIACT, C ONMUT B JUArHO3aTa U JICYEHUETO Ha PEBMATOUICH apTpuT,
BB3NATUTEITHH 3a00JIIBaHUSI HAa YepBaTa, aHKHIIO3UPAIl CIIOHWIIUT, TICOPUATHYEH apTPUT WIIN
ncopuasuc. Remsima tps6Ba na ce npuiara nHTpaBeHo3Ho. MHgy3uara na Remsima tps6Ba na ce
NpaBu OT KBATM(HULIUPAH CIIEUAIICT, 00yUeH Ja pa3no3HaBa CBbp3aHu ¢ HH(py3usTa peakuun. Ha
HalMeHTHTE, KOUTO ca Ha JieueHne ¢ Remsima, TpsiOBa 1ja ce mpeocTaBy JIMCTOBKA 3a MAMEHTA U
HaAIIOMHSIIIa KapTa Ha MaIfeHTa.



[To Bpeme Ha jeueHneTo ¢ Remsima TpsiOBa 1a ce onTUMU3UPA J03aTa Ha JIPYTH MPOJIYKTH, KOUTO Ce
MpUIarat ChIIbTCTBAINO C HErO — HAIpP. KOPTHKOCTEPOUIN K UMYHOCYTIPECOPH.

BaxxHo € 1a ce mpoBepAT JaHHUTE BEPXY OMAKOBKATa HA MPOAYKTA, 3a Jla CE rapaHTHpa, ue Ha
MaIeHTa ce Ipujiara rmpaBuiIHaTa JiekapcTBeHa hopma (MHTpaBEHO3HA WIIH ITOAKOKHA) CIIOpE
npeanucanueto. [ToakoxkHaTa nekapcTBeHa Gopma Ha Remsima He e nipeiHa3HAUeHA 32
WHTPaBEHO3HO MPHUJIOKEHUE U TPSOBA JIa CE MpuUiiara caMo 4pe3 IMOJAKOKHA UHKCKITHSL.

2031/1[2031«1

Bwspacmnu (> 18 2o0unu)

Peemamouden apmpum
3 mg/kg kaTto UHTpaBeHO3HA HH(Y3HS, TOCIIeABaHA OT AONBIHUTEIHU HHPY3UH B 1o3a 3 mg/kg Ha
2-ta u 6-Ta ceMHUIIA CIie] TbpBaTa HHQPY3HS, CIIe]] KOETO — Ha BCEKH § CeMUIIH.

Remsima Tps6Ba 1a ce npuiara eJHOBPEMEHHO C METOTPEKCaT.

HanmuauTe nanHu MoKas3Bar, 4ye KIMHHYEH OTTOBOP OOMKHOBEHO €€ MOCTHTa 10 12 ceAMUIN OT
HAYaIoTo Ha JieueHueTo. [Ipu manuenT ¢ HelocTaTh4eH OTTOBOP WIIK 3ary0a Ha OTTOBOP cie]] Kpast
Ha TO3M MEPUO/I, MOXKE JIa ce 00CHAM TIOCTETIEHHO MOBHUIIABAHE HA 103aTa ¢ MPUOIM3UTEIHO 10

1,5 mg/kg no makcumanHa fo03a 7,5 mg/kg BenHBk Ha Bceku 8 ceamunu. KaTto antepHaTuBa MOXe 1a
ce 00ChIIU | MpHIIOKEHUE B 103a 3 mg/kg Ha Bceku 4 ceAMHIIA. AKO Ce€ TIOCTUTHE T0OBP OTTOBOP,
JICUCHUETO Ha MalMeHTa TPsAOBa Ja MPOIBIDKH ¢ H30paHaTa 1032 Wi [IPU U30paHNUTe HHTEPBAIH.
[IponpmkaBaHeTo Ha JICYEHHETO TPSIOBA Ja ce OOMUCIH BHUMATEIIHO IIPH MAMEHTH, TIPH KOUTO HAMA
JIAHHH 32 TEPATIeBTHYHO MOBJIHSABAHE TIPe3 MIbPBUTE 12 CEAMUIM OT JICYCHUETO WITH CJIe/T KOPEKIUS Ha
Jo3ara.

Cpeono medicka 0o meosicka 6onecm na Crohn 6 akmusen cmaouti

5 mg/kg kaTo nHTpaBeHO3HA MH(Y3Us, MOCIeIBaHa OT AOIBIHUTETHA HH)Y3HUs B 103a 5 mg/kg

2 cepMuIM ciell mbpBaTa HHQY3us. [Ipu nuiica Ha MOBNUSABAHE Ciie/] BIMBAaHE HA 2 JI03H, JICYEHHETO C
nH(IMKCUMab He TpsOBa Ja ce MpoabibkaBa. HannunuTe maHHM HE OAKPETISAT MPOIb/DKABAHETO Ha
JIEYCHUETO ¢ MH(IMKCUMAO NPY MAIMEHTH, KOUTO HE CE TIOBJIUSIBAT B PAMKUTE HA 6 CEAMUIIN OT
bpBaTa HHQPY3HUSI.

HpI/I MalIUCHTUTE, KOUTO OTTOBOPAT HA JICHCHUCTO, AJITCPHATUBHUTC CTPATCIUHU 3a IPOABIDKABAHC HA
JICYCHHUETO Ca.

o [Moxabprkamio JieyeHne: OMbIHUTENHN HHDY3HK B 1032 5 mg/kg Ha 6-Ta ceqmuma ciien
mbpBaTa UHQY3Us, Ciie]] KOETO — Ha BCEKH § CEAMMUITH WITH
o [MoeTopen kypc: Mudy3us Ha 5 mg/kg, ako npu3HANKTE U CHMIITOMHUTE Ha OOJIecTTa

pennuBupar (BX. ,,l[loBTopeH Kypc” mo-moiy, KakTo U Touka 4.4).

MaKap Ja JIUIICBAT CPAaBHUTCIIHU JaHHHU, OTPAHUYCHUTEC JaHHU IIPU MalIUCHTH, IbPBOHAYATHO
MOBJIMSUTH CE€ OT JieueHue B 103a 5 mg/kg, HO P KOUTO BIOCIEICTBUE KIMHHYHHUSAT OTTOBOP CE €
3aryOuI, MOKa3Bar, 4e MpH HAKOH MAIUEHTH OTTOBOPHT MOXKE JIa CE Bh3CTAHOBH C MMOBUIIABAHE HA
no3ata (Bx. Touka 5.1). [IpoabsipkaBaHeTo Ha TepanusTa TPsOBa Jia € OOMHUCIH MHOTO BHUMATEITHO
NIPY TIALMEHTH, TPH KOUTO HE ce HaOJII0o]aBa TepaneBTHUCH e(DeKT Clie/l KOpUTHPaHe Ha J103aTa.

Qucmynuzupawa akmusna 6orecm na Crohn

Jo3za ot 5 mg/kg kaTo uHTpaBeHO3HA UH(PY3US, MTOCTIEBAHA OT JOIBIHATEHN HHPY3UHU B 1032
5 mg/kg Ha 2-ta u 6-Ta ceaMuLa cie mbpBata HHPY3Us. AKO MALUEHTHT HE OTTOBOPH CJIe]l TE3H
3 mo3u, nedenneTo ¢ nHQIMKCUMab He TPsAOBa J1a ce MPOABIKaBa.

[Ipu nauyeHTH, KOUTO OTrOBAPST HA JICYEHUETO, AITEPHATUBHUTE CTPATEI MU 32 IPOABIDKABAHE HA
JIEYEHHUETO ca:
o Honabpsxkaio neyenue: Jonbaaurennn nadys3un B 1o3a 5 mg/kg Ha Bceku 8 ceqMHULIU WU



o [oBTopen kypc: Uudyszus B noza 5 mg/kg, ako mpu3HAIUTE U CUMIITOMUTE Ha OoJecTTa
pelUaMBUpar, OCIeABaHu OT HH(PY3HuH B 1032 5 mg/kg Ha Bceku 8 cenmuiiu (BK. ,,[loBTOpeH
Kypc” To-I0iy, KakTo U To4ka 4.4).

Maxkap ja 1urcBaT CpaBHUTEIHU JaHHU, OTPAHUYCHHUTE JAHHU MPU MAUEHTH, TbPBOHAYAIHO
TIOBIIMSUIH C€ OT JiedeHne B 103a 5 mg/kg, HO mpu KOUTO BIOCTIEACTBHE KIMHUYHUAT OTTOBOP CE €
3aryOunJi, MoKa3Bart, 4e MPH HIKOW MAIeHTH TOBIUIBAHETO MOXeE JIa C€ Bb3CTAHOBH C TIOBUIIIABaHE Ha
nmo3ata (Bxk. Touka 5.1). [IpoabmkaBaHeTo Ha TepanusTa TPSOBa J1a € OOMHUCIH MHOTO BHUMATEITHO
MIpH MAIUEeHTH, TIPY KOUTO HE Ce HAOI0/1aBa TepaneBTHYEH eeKT ciiel KOpUTHpaHe Ha J03aTa.

OnuTsT ¢ IMOBTOPHHU KYPCOBE IIPU PECIUAXB HAa TPU3HAIUTEC U CUMIITOMUTEC Ha 6oinect Ha Crohn e
OrpaHUYCH U HAMa CPABHUTCIHU JaHHU 3a CbOTHOIICHUCTO HOJ'I3a/pI/ICK nOpu AJITCPHATUBHUTC
CTpaTeTruu 3a MPOoAb/LDKAaBAHE HA JICUCHUETO.

Ynyepozen xonum
5 mg/kg kaTo HHTpaBeHO3Ha HH(]PY3HSA, CIIe]] KOETO — IOMBIHATEIHA WH(Y3UH B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceaMUIIa CiIel TbpBaTa HH(Y3Ws, IOCIeIBaHN OT HH(Y3UN Ha BCEKH § CEIMUIIH.

Hanu4anTe naHHM roBOPAT, Ye KIMHUYEH OTTOBOP OOMKHOBEHO CE IIOCTUIa B paMKHUTE Ha 14 cenmunu
OT HAYaJIOTO HA JICYEHHUETO, T.€. ciIe] TpeTaTa fo3a. [Ipu nauneHTH, npu KOUTO Mpe3 TO3H Nepruos
HSIMa JJaHHU 3a TepareBTU4eH e(eKT, IPOIbKaBaHEeTO Ha JICUSHHETO TPsOBa a ce 0OMUCTH
BHUMATEIHO.

Anxunosupawy cnonounum

5 mg/kg kaTo MHTpaBeHO3HA MH(]Y3HS, CJIe]] KOSTO — IOMBIHUTEIHN HH(Y3UH B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceMUIIa Ciie]l ITbpBaTa HH(Y3MUs, TOCIeIBaHN OT MH(Y3UH Ha BceKH 6 110 8§ ceaMuIii. AKo
NAalMEeHTHT HE OTTOBOPH B paMKHUTE Ha 6 ceAMHUIM (T.€. cell BTopaTa 03a), JEYEHUETO C
nHQIMKCUMa0 He TpsOBa Ja MPOIbIDKAaBa.

Tcopuamuuen apmpum
5 mg/kg kaTo MHTpaBeHO3HA HH(Y3HS, CJIe]] KOSTO — IOMBIHUTEIHN HH(Y3UH B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceMHUIIa ciiell IbpBaTa MHQY3Us, MOCIeIBaHU OT MH(Y3UM Ha BCEKH 8§ CEIMUIIH.

Icopuazuc

5 mg/kg kaTto UHTpaBeHO3HA HH(Y3HS, CJIe]] KOSTO — IOMBIHUTEIHN HH(Y3UH B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceMUIIa Ciiel TbpBaTa HH(Y3Hs, TOCIeIBaHN OT MH(Y3UH Ha BCEKH § CeaqMUIIA. AKO
MAIMeHTHT HE OTTOBOPH B paMKHUTE Ha 14 ceqmuiu (T.e. cliel] 4eTBbhpTaTa 103a), JISICHHETO C
uHQIMKCUMa0 He TpsOBa Jia IPOIbIDKAaBa.

Ilosmopen kypc npu 6orecm na Crohn u pesmamouden apmpum

AKO IpU3HALIUTE ¥ CHMIITOMUTE Ha 00JIeCTTa PEIUANBUPAT, MOXKE JIa CE 3alI0YHE HOB KypPC C
UHGIMKCUMA0 B paMKUTE Ha 16 ceIMULIU Clie ITocieAHaTa HH(Y3us. B KIMHUYHUTE TPOy4YBaHuUs ca
HaOJIFOIaBaHK PEeaKIMH Ha 3a0aBeHa CBPBXYYBCTBUTEIHOCT, KOUTO ca OWMJIM HEUECTH U ca ce
NPOSIBSIBAIIH CJIe]| eproan Oe3 mpueM Ha HHGIMKCHMA0, mo-Mayku oT 1 roauHa (BK. Touku 4.4 1
4.8). Be3onacHocTTa ¥ e(h)MKACHOCTTA IIPU TIOBTOPEH KYPC Clie/ Mepro 0e3 nprueM Ha HHGIMKCUMAO,
MO-IBJIBT 0T 16 cenMuIy, He ca yCTaHOBEHH. ToBa BaXKH KakTo 3a maruenTy ¢ bonect Ha Crohn, Taka
U 32 MAIUEeHTH C PEBMATOU/ICH apPTPHT.

Ilosmopen Kypc npu yiyepo3eH Koaum
BbesomacHocTTa 1 ehrkacHOCTTa Ha MMOBTOPEH Kypc, U3BBH cCXeMaTa Ha Mpuiiarane Ha nHQy3us Ha
BCEKH 8 CEIMUITH, HE ca yCTaHOBEHHU (BXK. TOUKU 4.4 1 4.8).

Ilosmopen Kypc npu aHKun03upauy CROHOUIUM
BbesomacHocTTa 1 ehrkacHOCTTa Ha MMOBTOPEH KypcC, U3BBH CXeMaTa Ha Mpuiiarane Ha nHQy3us Ha
BCEKH 6 110 8 ceMHUIIH, HE Ca YCTaHOBEHU (BK. TOUKH 4.4 u 4.8).



Tlosmopen Kypc npu ncopuamuven apmpum
be3onacHocTTa U ehUKacHOCTTA Ha TIOBTOPEH KypC, U3BBH CXeMaTa Ha Ipujiarane Ha uHQy3us Ha
BCEKH 8 CEJMHUIIH, HE Ca YCTAaHOBEHU (BXK. TOUKH 4.4 1 4.8).

Ilosmopen kypc npu ncopuasuc

OrpaHn4eHUsT OMUT OT MMOBTOPEH Kypc Ha JICUCHHUE MPH MCOPHA3KC C SAMHUYHA J103a HHPIUKCHMA0
cien uHTEepBa OT 20 CEIMUITH IMOKa3Ba, Ye¢ e(hUKaCHOCTTA HAMAJIsBa, a YSCTOTaTa Ha pa3BUTHUC HA
JIEKH 10 YMEpeHH WH(PY3HOHHU pEakIy HapacTBa B CPABHEHHE C HAYATHATA HHAYKIIHOHHA TepaTvs
(Bx. TOouka 5.1).

OrpaHu4eHUsT OMUT OT MOBTOPEH KYPC Ha JICUCHHE Cle]] 000CTPSIHE Ha 3a00ISIBAHETO, Upe3
PEHHIYKIIMOHEH PEXUM, TIPE/IIToiara MoBHILCHA YeCTOTa Ha HH(PY3MOHHU PEaKI|H, BKITFOUUTEITHO U
CEPHO3HU, B CPAaBHEHHE C 8-CEIMUYHO TIOIBPIKAIIO JIeUeHHE (BXK. TouKa 4.8).

Ilosmopen Kypc 3a 6cuuKu noKazaHus

He ce mpenoppuBa penHAYKIMOHEH PEKUM, B CIydail 4e MOAIbPKAIIOTO JISICHNE € IPEKHCHATO U CE
Hayiara To Jia Objie 3aIoYHaTo OTHOBO (BX. Touka 4.8). [Ipu ToBa mostokeHue JISUEHUETO TPIOBa J1a
3aI0YHe OTHOBO C €IMHUYHA 7033 WHIMKCUMAO, TOCIIeIBaHa OT OMICAHUTE ITO-TOpE MPEMOPHKH 32
TOITBPIKAIIH JTO3H.

CrernuanHu MomyJIalin

Cmapttecxa 8b3pacm

He ca mpoBexxganu cneruipuaHN POyIBaHUS 32 HHPIUKCUMAO TIPH IMAIMEHTH B CTapyecKa Bbh3PacT.
B ximHWYHE TpOyYBaHUS HE ca HaOII0IaBaHU TOJIEMHU CBBhP3aHU C BB3PACTTa PA3IUKY B KIIMPBHHCA U
obOeMa Ha pasmnpenenenue. He ce Hajara kopurupase Ha jo3ata (Bxk. Touka 5.2). 3a moBeue
uH(pOpPMAIUS OTHOCHO 0€30MacHOCTTa Ha MH(IMKCUMA0 IPY MAIIMEHTH B CTApYeCKa Bh3PacT BUKTE
Touku 4.4 u 4.8.

Bvbpeuno u/unu yuepnoopobuo yepecoane

WNHdmukcumad He € MpOoyYBaH MPH TE3U MAMEHTCKU momyianuu. [IpenopbKu 3a 103UpOBKaTa HE
Morar Jia ObJaT HampaBeHu (BXK. Touka 5.2).

Teouampuuna nonyrayus

bonecm na Crohn (6 0o 17 200unu)

5 mg/kg kaTto HHTpaBeHO3Ha HH(]PY3HSA, CIIe]] KOETO — IOMBIHATETHA WH(Y3UH B 1032 5 mg/kg Ha 2-Ta
U 6-Ta ceMHUIIA Clie]l ITbpBaTa UHQY3uUs, MOCeBaHu OT MH(Y3uu Ha Bceku 8 ceamui. Hannanure
JAHHU HE TIOJKPEIAT MPOIBIDKABAHETO Ha JICYEHUETO ¢ MH(IMKCHMA0 NPy JieNa U FOHOIIIH,
HEOTTOBOPHJIM B paMKuTe Ha 10 ceqMHIM OT 3aroyBaHe Ha JIeYeHUeTo (BXK. Touka 5.1).

[Tpu HIKOW MAlUEHTH 3a MOJIbPKaHe Ha KIMHUYHUS epeKT MOoXke Ja ca He0OXOUMH MO-KbCH
MHTEPBAJIN MEX Iy HH(Y3UHUTE, T0KATO MIPU APYTH MOXKE Jja Ca JOCTAThYHHU U MO-IBJITM HHTEPBAJIH.
[TauyeHTH, TPH KOUTO ca OWIIM CKbCEHHU JO30BUTE UHTEPBAJIH J0 TIO-MAJIKO OT 8 CEIMHIIM, MOXKE Ja ca
C IIOBUIIICH PUCK OT HEKeNaHU peakuuu. [Ipy Te3u nanueHTH, Npyu KOUTO HE C€ OTUUTA JNOIIBIHUTEIHA
TepaneBTUYHA [10J13a CJIe]l CMSIHATa Ha JI030BUTE MHTEPBAJIN, TAKaBa MPOJBIDKUTEIHA TEPAIIHS C
NO-KBbCH JO30BH MHTEPBAJIH TPIOBa BHUMATEIIHO Jja c€ OOMUCIIH.

be3onacHocTTa M ehukacHOCTTa Ha MHDIUKCHMA0 He ca MPOyYeHH MPH Jiena o] 6-roIUIIHA Bh3pacT
¢ 6onect Ha Crohn. HannyauTte kbM MOMeHTa papMaKOKWHETUYHHU IaHHH Ca ONHMCAHM B TOYKA 5.2, HO
NPENOPBKHU 32 T03UPOBKATa IPH Jella Ha Bb3pacT 1o 6 TOAWHHU HE MOTraT Jja ObJaT HalpaBeH!.

Yayeposen xonum (om 6 0o 17 coounu)
5 mg/kg kaTto nHTpaBeHO3Ha MH(Y3Hs, TOCIeIBaHa OT AOIbIHUTENHH HHY3un oT 5 mg/kg, Ha 2-Ta u
6-Ta ceamuiia cien mbpBata HHQY3uUs, mocineaBaHu oT MHQy3uu Ha Beceku 8 ceamui. Hannanure



JIAHHU HE TIOJIKPEIST MPOIbIDKaBaHe Ha JIEYEHUETO ¢ MHMIMKCHMA0 NIpH TeIMaTPUYHH TTaIlUCHTH,
HEOTTOBOPWJIM B PAMKHTE Ha ITBPBUTE 8§ CEIMHUIIHA OT 3all0YBaHE Ha JICUCHUETO (BXK. Touka 5.1).

Bbe3zonacHocTTa M ehrukacHOCTTa Ha HHDIMKCHUMA0 He ca MPOyUYeHH MpH Jena moj 6-roJuirHa Bb3pacT
¢ ynuepo3eH KonuT. Hannunute kbM MOMeHTa (hapMaKOKMHETHYHH JaHHU Ca OIMCAHU B TOUYKA 5.2, HO
IPENOPBHKHU 32 T03UPOBKATa IIPH Jela Ha Bb3pacT o 6 TOAWHHU HE MOraT Ja ObJaT HalpaBeH!.

Ilcopua3zuc

Bbe3onacHocTTa M edukacHOCTTa Ha HHDIMKCHIMAO TIPH e1ia U IOHOIIH 1oy 18-roauirHa Bb3pacT 3a
MOKa3aHUETO TICOPHA3KC BCE OIIE HE Ca YCTaHOBEHU. HannuHuTe KbM MOMEHTA IaHHU Ca OIKMCAaHU B
TOYKa 5.2, HO MIPETIOPHKH 3a JO3UPOBKaTa HE MOrar Aa ObAaT AaJeHH.

FOsenunen uouonamuuen apmpum, ncopuamudern apmpum u aHKuiosupauy CnOHOUIUM
be3omacHocTTa u C(pI/IKaCHOCTTa Ha I/IH(I)J'II/IKCI/IM36 Ipy Aeua 1 FOHOILIU MMOJ 18-FOI[I/IIHH3 BB3pPaAcCT 3a
IOKa3aHuATa FOBEHUJICH UIUOIIATUYCH apTPUT, IICOPUATUYCH apPTPUT U aHKHUIIO3HUpPall CIIOHAUIIUT BCE
OIIC HE Ca YCTaHOBCHHU. Hanmunnte KbM MOMEHTA JAaHHHU Ca OIMCAaHHU B TOYKA 52, HO IPEIIOPBKH 3a
A03HUpPOBKATa HEC MOrat J1a 6’BIlaT JaJCHH.

FOsenunen pesmamouden apmpum

BesonacHocTTa M ehukacHoCcTTa Ha HHPIUKCHMA0 MpH Jiela U IOHOUIM ToA 1 8-roquiHa Be3pacT 3a
MOKa3aHUETO IOBEHWJIEH PEBMATOM/IEH apTPUT BCe Ol HE ca ycTaHOBeHH. HannyHuTe moHacTosAem
JTAHHY ca OTMCaHM B TOUKH 4.8 1 5.2, HO IPEeNnOpPBKH 3a TO3UPOBKATA HE MOTAT J1a ObJaT JaICHU.

Hauwnn »Ha npuioxeHue

Nudnukcumad TpsOBa na ce mpuiiara MHTPaBeHO3HO 3a TIEpHUo OT 2 Jaca. Becnuku nanueHTy, Ha
KOHTO € PWIIOKeH HHPIMKCUMA0, TpsOBa a ocTaHaT Mo HabroieHue moHe 1-2 vaca cien
MHQY3UATA C OTJIe/ Pa3BUTHE HA OCTPH WHPY3MOHHU peakiuu. TpsOBa fa Ma yCIOBHS 32 OKa3BaHE
Ha CIIeIIHa oMo (apeHaInH, aHTUXHCTAMUHH, KOPTHKOCTEPOHIH M BH3MOKHOCT 32 HHTYOAIHs).
Mosxe na ce HanpaB MPEeMEAUKAINS, HAPUMEP C aHTUXUCTAMUH, XHIPOKOPTU30H W/UITN
HapaneTaMol, a CKOpocTTa Ha HH(Y3HATa MOXKeE J1a c€ HaMaJlH, 3a 1a C€ OTPAaHUYH PUCKBT OT
WH(Y3UOHHU PEaKIii, 0COOEHO aKo MalMeHThT UMa aHaMHe3a 3a TakuBa (BXK. Touka 4.4).

CbkpameHa npodwzofcumeﬂl-tocm HA qu)V3uume 6 pamKume HAd noKA3aHuAma 3a 6b3pacmuu

[Tpu BHUMaTETHO NOAOPaHK BH3pACTHH MALEHTH, KOUTO Ca TOJIEPUPAIIN HA-MaIKo 3 HaYaJIHU
2-yacoBu MHQY3uHu Ha NHPIMKCHMa0 (MHIYKIMOHHA (Da3a) ¥ MOoTydaBaT MOJIBPIKAIIO JICUYCHUE, MOXKE
Jia ce OOMHUCIIM TIPUJIAaTaHeTOo Ha TOocIieIBal HH(Y3UH 3a Iepro/] He O-MaTbK oT 1 yac. AKo ce
pa3Bre MH(Y3MOHHA PeaKIus, CBbp3aHa ChC ChKpaTeHa MPOABIDKUTEIHOCT Ha nHpy3usTa, TpsOBa 1a
ce oOMHUCIH 110-0aBHA CKOPOCT IpH ObJIeIIY HH(Y3HUH, aKO C€ HaJlara MpoIb/DKaBaHe Ha JICUCHUETO.
He ca npoyuBanu nHY3UH ChC ChKpaTEeHa MPOIBIDKUTEHOCT MpH 03U > 6 mg/kg (Bk. Touka 4.8).

3a yKa3aHHs OTHOCHO NMPUTOTBSIHETO M NMPHJIATAHETO HA pa3TBOPA BHXKTE TOUKA 6.6.
4.3 IIporuBomoKazaHus

CBp’bX'-IYBCTBI/ITeJ'IHOCT KBbM aKTUBHOTO BCUICCTBO, KbM JIPYI' MUIIIU ITPOTECUHU UJIU KbM HAKOC OT
MTOMOIITHUTE BEIIECTBA, N30poeHH! B Touka 6.1.

[MarnuenTy ¢ TyOepKyII03a Wi JPYTH TEKKH UHPEKIIUU KaTo CETICHC, a0CIIECH U ONIOPTIOHUCTHYHH
uHQeKun (BXK. Touka 4.4).

[TanuenTH ¢ yMepeHo TeXKKa WK TexXKa chpaedHa HepoctarbuHocT (III/IV @K o NYHA) (Bk.
ToukH 4.4 u 4.8).



4.4 CroenuajJH4 nMpexynpexIeHusi U NpeanasHu MepKHU MpH ynorpeda

[Ipocneaumoct

3a ma ce moo0pH MPOCIETUMOCTTa Ha OHMOJIOTHYHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U TAPTHIHUAT
HOMEp Ha MPIUTOKEHUS MPOTYKT TPSIOBA SCHO /1A CE 3aIMCBaT.

Mudy3noHHn peakiinm U CBPbX4yYBCTBUTEIHOCT

[Tpu npunoxeHne Ha HHPIUKCUMAO ca HaOII0AaBaHU OCTPH WH(PY3UMOHHHU PEaKIMH, BKIIIOYUTEIHO
aHa(UIaKTHYCH IIOK, KAKTO U peaklny Ha 3a0aBeHa CBPbXUyBCTBUTEITHOCT (BXK. Touka 4.8).

Octpute HHPY3UOHHH PEAKIIMH, BKIIOYUTEITHO U aHA(UITAKTHYHYU PEaKIIUU, MOTAT J1a CE Pa3BUAT 110
BpeMe Ha (3a CeKYH/IM) WIX JI0 HAKOJIKO Yaca ciiea nH(pYy3usaTa. AKO ce pa3BUsAT OCTPU UHPY3HOHHHU
peaxium, nHpYy3UATa TpsiOBa Aa ce crpe BeaHara. 1psOBa 1a ©Ma yCIIOBHS 32 OKa3BaHE Ha CIelTHa
oMoII (aipeHaANTNH, aHTUXUCTAMIHH, KOPTUKOCTEPOUIN 1 HAbop 3a nHTyOarws). Moxe 1a ce mpaBu
MIPEeMEeIUKAIHs, HAIP. C aHTUXUCTAMUHY, XUIPOKOPTU30H H/HMJIU MapareTaMoll, 3a mpo(uiiakTuka Ha
JICKH U TIPEXOJTHU PEAKIINH.

BB3MOKHO € Ja ce pa3BUAT aHTUTENA cpelly HHPIUKCUMa0, KaTo MosBaTa UM € CBhp3aHa C MOBHIICHA
YyecToTa Ha MH(YY3UOHHHUTE peakuy. Maska 4acT OT MH(QY3HOHHUTE PEAKIIUH Ca CEPUO3HH JIEPTHYHH
peaxuuu. OcBeH TOBa € HAOJIIOAaBaHA U BPb3Ka MEXAY Pa3BUTUETO HAa aHTUTENA CPELLy
I/IH(i)J'II/IKCI/IMa6 1 HaMaJICHAa NPOABJDKUTCIHOCT Ha pEMUCHATA. CBBMECTHOTO IMPUIIOKCHHUC Ha
UHQIMKCUMA0 ¢ IMYHOMOJYJIaTOPH € CBBP3aHO C MO-HUCKA YeCTOTa Ha pa3BUTHE HA aHTUTENA CPEeLLy
WHGIUKCUMAO0 ¥ IMO-HUCKA YeCcTOTa Ha HH(PpY3NnOHHNUTE peaknnd. EQeKThT OT ChBMECTHOTO
NPUIOKEHUE HA UIMYHOMO/YJIATOPH € M0-U3Pa3eH NPH MALMEHTH, JIEKyBaHH €M30A1YHO ¢ Remsima,
OTKOJIKOTO IIPpU MalUCHTU Ha MOAIbPIKAIIO JICYHCHHUC. HaHI/ICHTI/ITC, IIPpU KOUTO MMPUIIOKECHUCTO Ha
UMYHOCYTIPECOPH € CTIPSHO MPEAN 3ar04BaHe Ha JICYSHUETO WK TI0 BpEME Ha JICYUEHHETO C
nHGIUKCHUMA0, ca ¢ TIOBUIIIEH PHCK OT PAa3BUTHE HA aHTHUTENA. AHTUTENATa Cpelry HHPINKCHMAa0 He
BUHArd MOTaT Jja ObJIaT OTKPUTHU B cepyM. [Ipu pa3BuTHE Ha cCepHO3HM peaKkiuu, TPsOBa Aa ce
3aM0YHe CUMIITOMATHYHO JICUCHHE U Ja HE CE MPaBAT HOBYU MH(PY3uu nH(IMKcuMao (Bx. Touka 4.8).

B knmuHMYHKTE TPOyYBaHMS MMa ChOOIIEHHS 3a PeaklMy Ha 3a0aBeHa CBPbXUYBCTBUTEIHOCT.
HanuvHuTe aHHU TOBOPSAT 3a MOBUIIEH PUCK OT PEaKIMK Ha 3a0aBeHa CBPBXUYBCTBUTEITHOCT MIPH
yabIDKaBaHe Ha nepuoaa 6e3 npueM Ha nH(ankcuMad. [lanuenture TpsaOBa qa ObIaT HOCHBETBAHU
He3a0aBHO Ja THPCAT MEIUIMHCKA IIOMOIL IIPY pa3BUTHE HA MPOSIBU Ha 3a0aBeHa HEXKeJlaHa PeaKLus
(Bx. Touka 4.8). [laruienTy, Mpu KOUTO ce MPOBEXIA TIOBTOPHO JEUEHHUE CIIeN TPOABIKUTENECH
UHTEpBaJI, TpA0Ba /1a ca 1oJ] CTPOro HaOJIIOICHNE 32 TIPU3HAIM ¥ CUMIITOMM Ha 3a0aBeHa
CBPBXUYYBCTBUTEIHOCT.

Undexnnun

[Ipenu, mo Bpeme Ha | Clie]l ISYSHUETO ¢ MHPIMKCHMA0 MaeHTuTe TpsioBa a ca Mo CTPOro
HaOJII0/IeHNe 32 Pa3BUTHE HA MH(EKINH, BKIIOYUTEIHO U HA TyOepKyio3a. Thil KaTo eTMMUHUPAHETO
Ha MH(IMKCUMad MOXe J1a MPOIBIDKU 10 6 Mecela, HaII0IeHHeTo TPsOBa Ja MPOIBIDKH Npe3 eNns
nepuoa. AKO IpH JaJeH MAIHEHT Ce Pa3BUe CepUO3HA MH(EKIS WU CeTICUC, JICUCHUETO C
uHQIMKCUMa0 He TpsOBa J1a IPOIbIDKaBA.

C noBuIIeHO BHUMaHUe TPAOBa Jia ce MOAX0XK/Ia MPH 00CHKAaHe Ha JieueHue ¢ HHPIUKcuMal pu
MaIMEHTH C XPOHHYHH MH(EKIINU WM aHAMHE3a 32 PEKYPEHTHH UH(EKIINH, BKITFOUUTEITHO TIPU
NalMeHTH Ha ChITBTCTBAIIO JieueHne ¢ UMyHocynpecopu. [lanuenture TpsdBa ga ObAaT MOCHBETBAHU
Ja U305TBaT M3JIaraHe Ha Bb3MOXKHU PUCKOBHU (PaKTOpH 3a HHPEKTHPAHE.

Tymop-nekpotusupamust ¢pakrop anda (TNF,) e MeanaTop Ha BB3MAIIEHHETO U MOAYJIATOP Ha

KJIETBYHMSI UMYHEH OTroBOp. ExcriepumenTanuure qaHHu nokassar, 4e TNF, € 0T 0CHOBHO 3HaueHue
B Oop0ara cpelly NpUYNHUTEINTE Ha BBTPEKICThYHN HH(PEKInH. KIMHUYHUAT ONUT 1oKas3Ba, 4e npu
HSIKOM NalMEeHTH, KOUTO ca Ha JeYeHHEe ¢ MHPINKCUMAO0, aHTUMH(PEKIIMO3HUAT UMYHHUTET € OTCIIabeH.



Tpsa6Ba ma ce orbenexwu, ye motruckaneto Ha TNF, MoXxe 1a Mackupa HIKOW CUMITTOMH Ha HH(EKITHH,
KaTO HaIpUMEp IMOBHUIIICHATA TeMIIepaTypa. PAHHOTO pa3rno3HaBaHe Ha aTUITUYHU KIMHUYHY OCJIe3H
Ha CEpUO3HY MH(MEKIIUY U Ha TUIMMYHY KIIMHUYHU O€JIe3U Ha PEIKH U HeoOnYaliHu nH(EKINY €
M3KITFOYUTEITHO BYKHO C OTJIE]] HABPEMEHHOTO MTOCTABSHE Ha JUArHo3a ¥ 3al04YBaHe Ha JICYCHNE.

ITammmentute, mpuemamu TNF-0110kepH, ca Mmo-nmomaTInBy KbM Pa3BUTHE HA CEPHO3HH MH(EKITHH.

[Tpu manuenTy, JiekyBaHu ¢ MHGIUKCUMA0, € HAOI0JaBaHO Pa3BUTHE HA TYOCPKYJI03a, OaKTepHaTHU
WH(EKINH, BKITFOUYHATEITHO CETICUC W THEBMOHUS, MHBA3UBHYU I'bOWYHH, BUPYCHHU U APYTH
OTMOPTIOHUCTUYHH WH(EKIUU. Hsikou oT Te3u nHpekmu ca OWim ¢ JIeTaIeH U3XO0/; Hali-4eCTo
CHOOIIIaBAHUTE OMOPTIOHUCTUYHY UH(EKIIMU C YSCTOTa Ha CMBPTHU CIlTydau > 5% BKIIOYBAT
MTHEBMOIIMCTHA THEBMOHWS, KaHIUI03a, INCTEPHO3a U aCIIeprHiIo3a.

[NaruenTH, KOUTO pa3BHUAT HOBA MH(EKIIHS IO BPEME Ha JICYCHUETO ¢ MHGIIMKCHUMa0, TpsaOBa 1a
OCTaHAaT MO/ JIEKapCKO HAOII0ACHNE U J1a UM ObJIC HAlpaBeH 00CTOCH TUAarHOCTHYCH MPETJIC]I.
[IpuembT Ha nHbINKCHMA0 TpsOBa 1a ObJe MPeyCcTaHOBEH, aKO MPH MAIHeHTa Ce pa3Bre HOBa
cepro3Ha MH(EKIINS WITH CETICUC, KATO Ce HA3HAYHW MOAXOSII0 AHTUMHKPOOHO UITH MPOTHBOI'EOMYHO
JIedeHue, TOKaTo NHQEKIusITa He ObIe OBIaIsIHA.

Tybepkynosa

[Tpu mammenTw, iekyBaHu ¢ HHQIUKCUMA0, IMa ChOOIIIEHHUS 32 pa3BUTHE HAa aKTHBHA TyOepKyi03a.
TpsiOBa na ce 0TOENS)KH, Y€ TIOBEUETO OT Te3U ChOOIICHHS Ca 3a CKCTpaIyJIMOHAIHA TyOepKyJ03a,
KOSITO ce TPOSIBABA MIIM KAaTO JIOKATHO, WM KaTo TMCEMUHHUPaHO 3a00JsBaHe.

[Ipenu 3anmouBaHe Ha JICUeHHUE C MHPIUKCUMAO, TPY BCUYKH MAIIUCHTH TPsOBa /1a Ob/Ie U3KIII0YCHA
KaKTO aKTHUBHA, TaKa U JIATCHTHA TyOepKyo3a. ToBa BKIIOUBA [TOAPOOHA aHAMHE3a C HACOUCHU
BBIIPOCH 3a NMpeKapaHa TyOepKyJI03a WK Bh3MOXKEH KOHTAKT ¢ OOJIHU OT TyOepKyo3a, KakTo U
MPEIXO0KAaIa U/UITH HACTOSIIA KIMYHOCYIpeCHBHA Tepamnus. [Ipu BCHUKH ManueHTy TpsoBa a ce
MPABST ChOTBETHUTE CKPUHUHTOBY U3CJICABAHUS CIIOPE] MECTHUTE IPETOPBKY (HAMP. TYOSPKYIMHOB
TECT, peHTreHorpad s Ha TPBACH KOII u/nin naTepdepoH — rama tect). [IpenoppuBa ce pesynraTure
OT TE3M M3CJIC/IBAHMUS JIa CE BIUIIAT B HAMIOMHSAIIATA KapTa Ha MaruenTa. JIekyBaiusT gekap Tpsosa
Jla Ma MPEJIBUJ] ChIIIECTBYBAIUS PUCK OT (DasIIMBO-OTPHUIIATENICH TYOSPKYIIMHOB KOKEH TECT IPU
TEXKKO OOJIHU MM MIMYHOKOMIIPOMETHPAHH MAIUCHTH.

AKO ce IMarHoCTHUIMpa aKTHBHA TYOEpKyJI03a, He TpIOBa J1a ce 3armoyBa jJedeHne ¢ HHQIMKCuMao
(Bx. Touka 4.3).

IIpu chbMHEHHE 3a ITaTEHTHA TYOEepKyJi03a, MalMeHThT TPSAOBa J1a Ce KOHCYJITHPA C JIEKap C OIHUT B
JIeYeHUeTo Ha TyOepKyo3a. [Ipu BCHUKHM OMMCaHMU MMO-0JTy CIIy4an TpsiOBa MHOTO BHUMATEIIHO JIa Ce
MPELIEHN ChOTHOIICHUETO 0J13a/PUCK OT JICYSHUETO ¢ MH(IUKCHMAO.

AKO ce IMarHOCTUIIMPA JJaTeHTHA TyOepKyo3a, Mpean 3all0YBaHe Ha JICYCHUETO C HHPIUKCUMA0
TpsiOBa Jla ce 3all0YHE aHTUTYOEPKYJI03HA TEPaIusl B ChOTBETCTBHE C MECTHHUTE MPETIOPHKH.

IIpeau 3anoyBaHe Ha JIEYEHUETO C MHPIUKCUMAO, TP MALUEHTH C HAKOJIKO WM 3HAYMMHU PUCKOBH
(axropu 3a TyOepKys103a 1 OTPHLIATEIEH PE3YNITaT OT N3CJIEABAHUATA 32 JIATEHTHA TyOepKyJIo3a,
TpsiOBa J1a ce 00CHAM 3aroYBaHE Ha aHTUTYOEPKYJIO3HA JICUEHHE.

[Ipu nanyeHTH ¢ aHaMHe3a 3a JIATEHTHA WM aKTHBHA TyOepKyJio3a, IPHU KOUTO HE € CHTYPHO, 4e €
MIPOBEJIEH ITbJICH KypC Ha JISYCHHUE, CHINO TPSOBA Ja ce 00CHIU MPOBEXKIAHETO HA AHTHTYOEPKYII03HA
JieueHHE Tpe/in 3all04YBaHe Ha TepanusiTa ¢ HHIMKcumao.

Cpo0I1eHn ca HAKOM CITydad Ha aKTHBHA TyOepKyJio3a IpH NalUeHTH, JIEKYBaHU ¢ HHPIUKCHMA0 110
BpeMe Ha U clie]l JJeueHHe Ha JIaTeHTHa TyOepKyJo3a.



Bewnuky marpenTr TpsaOBa qa 0baat HHPOPMUPAHH a MOTHPCAT He3abaBHA MEMIIMHCKA MTOMOII], aKO
M0 BpeMe Ha WITU cJIe]| Kpas Ha JICICHUETO ¢ MHPIUKCUMA0 pa3BHsIT PU3HAIIN/CUMIITOMH,
MOJICKa3BaIll HATMYKE HAa TyOepKyIio3a (Hamp. yIopuTa KalllIuia, 3aryba Ha Terio, cyodeOprina
TeMIepaTypa).

HUneaszusnu 2vbuunu ungexyuu

AKO TIpY NIAIIMEHTH, JICKyBaHH ¢ MHPIMKCUMA0, Ce pa3BHe CEPUO3HO CUCTEMHO 3a00JsiBaHe, TpOBa J1a
Cce T0JI03¥pa MHBAa3UBHA I'bOMYHA WH(EKIIMS KaTo acIepriio3a, KaHIua03a, THEBMOITUCTHA
MTHEBMOHUS, XUCTOIIa3M03a, KOKIUAMOUIOMHKO3a MITH OJJACTOMHKO3a U OIIle Ha PAaHEH eTam OT
W3CJIeIBAaHMATA Ha TE3W MAIMEHTH TPSOBa J]a ce HAIpaBU KOHCYITAIUS C JIeKap, KOWTO € CIIeIHaTuCT
B JMArHOCTHKATA ¥ JICYEHHUETO HAa MHBA3WBHH I'bOMTHN MH(EKITHH.

WNuBazuBHUTE rEOMYHN MHQEKIMHA MOTAT JIa TIPOTEKAT MO-CKOPO KaTO AUCEMUHUPAHO, OTKOJIKOTO
JIOKAJIM3UPAHO 3200/ IsIBAaHE U NIPU HAKOM MAIUEHTH C aKTUBHA MH(EKIIUS TECTOBETE 32 AHTUTCHU U
aHTHUTEJIa MOTaT Ja ca OTpulaTeNiHu. TpsOBa na ce 0OMUCIIN OIXOASIIA EMITUPUYHA
MPOTUBOTBONYHA TEPAIHs, KaTO Ce B3EME 110/ BHIMaHHe KaKTO PHCKa OT TeXKa rbOnMYHa MH()EKIHS,
Taka U pUCKOBETE OT MPOTUBOTBONYHATA TepPaITHsl.

[Tpu manmeHTH, KOUTO ca JKUBEJIN WU IIBTYBAIM 110 MECTa, KbJICTO MHBA3UBHUTE I'bONYHN HH(EKIIUH
KaTO XMCTOILIa3M03a, KOKIIUANOUIOMUKO3a HIIH OJIaCTOMHKO3a Ca €HIEMUYHH, IOI3UTE U PHCKOBETE
OT JICUCHUETO ¢ UHGIIMKCUMAO TpsiOBa BHUMATEIHO Aa ce 00CHIAT, IPEeIH 1a Ce Ha3HAUH JICUCHUE C
nHPIAKCIMAO0.

Qucmynuzupawa 6orecm na Crohn

[Tpu marmenture ¢ puctymusupama 6omect Ha Crohn ¢ ocTpu rHOWHHU QUCTYIH He TPsAOBa 1a ce
3aroyBa JeueHne ¢ HHPIMKCUMA0, JOKAaTO He e M3KIIIOYH U3TOYHMKA Ha MH(EKIus, Hali-Beye adciiec
(Bx. Touka 4.3).

PeaktuBanus Ha xenatur B (HBV)

[Ipu nanueHTH, XxpOHUYHU HOCUTEIHN HA BUpyca Ha XenaTUT B, nekyBanu ¢ antaronuctu Ha TNF,
BKJIIOUMTENHO HH(IMKCHMa0, e Habro1aBaHa peakTuBanys Ha Bupyca. Hskou ot ciaydaunte ca Own ¢
JIeTaleH U3X0[.

[TaumenTure TpsiOBa na ObaaT nzciensanu 3a HBV nndexuus npean 3anoysane Ha J€USHUE C
nHnukcumab. [Ipu nanuentu, kouro ca no3utusHU 32 HBV undexuus, ce npenopnusa
KOHCYJITallMs C JIEKap, KOWTO uMa OnuT B JeueHuero Ha xenatuT B. Hocurenure na HBV, npu kouto
ce Hajara npoBeK/IaHe Ha JieueHne ¢ HHQIHMKcuMa0, TpsOBa Jia ObJIaT BHUMATEIHO MPOCIIEIsIBaHH 32
NpU3HAIK U cuMITOMH Ha akTiBHa HBV mH(bekus mo Bpeme Ha J€4eHNETO U B IPOIbIDKEHUE Ha
HSIKOJIKO Mecela ciiell Kpasi Ha jiedeHneTo. Hsima noctarbuHo JaHHU 3a €AHOBPEMEHHO JIEUCHUE Ha
Hocutenu Ha HBV ¢ npotuBoBupycHU JiekapcTBeHH NPoayKTu U TNF-aHTaroHucTu ¢ uen
npodunaktuka Ha HBV peaxtuBanus. [Ipu naunenture, npu Kouto ce pa3Bue peaktusanus Ha HBV,
JieueHueTo ¢ nHpIuKcuMad TpsOBa aa ce Crpe U Ja ce 3arouHe e(PEeKTUBHO IPOTHUBOBUPYCHO JICUCHUE
Y TIOJXO/ISIIA TTOAIBPIKAIIO JIEYCHHE.

XenaroOWiaMapHy HapyIICHUS

[lo Bpeme Ha MOCTMAPKETHHTOBUS ITEpHO]T Ha HHPIMKCHUMa0 ca HaOM0AaBaHu CIyvau Ha UKTEP U
HeMH(EKIIMO3EH XENaTuT, OHSIKOTa C XapaKTepPHUCTHKA HA aBTOMMYHEH XxernaTut. MiMa oTienHu
CiIydad Ha 9epHOIpoOHA HEAOCTATHYHOCT, BOJICIIA 10 HEOOXOIUMOCT OT YepHOIPOOHA
TPaHCIUIAHTAIUS, WK JI0 CMBPT. [lallueHTuTe ChC CUMIITOMH HJIH MIPU3HAIM 32 HapylIeHa
yepHOApoOHa hyHKIMs TpsiOBa 1a ObAAT OLEHEHH 3a JaHHH 332 YEPHOAPOOHO yBpexkIaHe. AKO ce
pasBue ukrep w/unu AJIAT ce moBumM > 5 MbTH HAJ] TOPHATa rPaHKULIAa HA HOPMATa, JIEYCHUETO C
Remsima Tps6Ba aa ce cnpe u Ja ce Ha3HA4aT MOJPOOHHU U3CIIeIBaHUS 332 YTOUHBAaHE HA
4yepHOAPoOHaTa (HYHKIHS.
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EnnoBpeMenHo npuiiokenne Ha naxuonropu Ha TNF-anda u anakuapa

[Ipu KIMHUYHY POYUYBAHUS HA €THOBPEMEHHO MPUJIOKEHUE HA aHAKUHPA U €TaHepIIenT, Ipyr
TNF,-0110kep, ca HaOIr01aBaHU CEPUO3HU MH(EKIIUU 1 HEYTPOTICHUS, KAaTO KIMHUYHUAT e(heKT HEe
MPEBB3X0XKA TO3M OT CAMOCTOATEITHOTO MIPHUIIOKEHHE Ha eTaHepienT. EcTecTBOTO Ha HEXKeTaHUTE
peaxium, HabJII0JaBaH! MIPH MIPIIIOKEHNE Ha KOMOWHAIMATA OT eTaHEepLENT U aHAKWHPA € TaKOBa, 4e
CXOJIHH ITPOSIBA HAa TOKCUYHOCT MOTAT Jla Ce HaOJII0IaBaT U MIPH €AHOBPEMEHHO MPHIIOKEHUE Ha
anakuupa u apyru TNF.-61okepu. [lopaan ToBa He ce mpenopbuBa eTHOBPEMEHHOTO MPIIIOKEHNE Ha
nHpIUKCIMa0 1 aHAaKWHpa.

EnnospeMenno npuwioxenne Ha TNF-anda naxudburopu u adbaranent

[Tpu KITMHUYHY IPOYYBaHMS €THOBPEMEHHOTO npuiiokeHne Ha TNF-antaronucty u abatauent ce
CBBP3Ba C MMOBHIICH PUCK OT pa3BUTHE Ha HH(EKINH, BKIIOYUTEIHO TEKKU HHPEKINH, B CPABHEHHUE
ChbC caMoCTOsTENHO JeueHne ¢ TNF-anTaronuctu, 6e3 no-rojxeMu KIMHUYHO 3HauuMu noisu. He ce
MpEenophIBa €IHOBPEMEHHOTO IIPIIIOKCHIE Ha HHOIUKCHMa0 1 abaTarernt.

EHOBpEMEHHO IPWIIOKEHNE C IPYTH OMOIOTMYHH JIEKAPCTBEHU IIPOLYKTH

Hsma noctarbuHo nH(GOpMAIIKS 110 OTHOIIICHUE Ha €HOBPEMEHHATA yroTpeda Ha nHMIUKCUMa0 ¢
JIpyry OMOJOTMYHH JIEKAPCTBEHH MPOLYKTH, H3IIOJI3BaHU 3a JICUCHHE Ha ChIIUTE 3a00JIsIBaHMs, 32
KOUTO ce m3non3Ba naduukcnmMabd. EnHoBpeMenHaTa ymotpeda Ha HHGIHKCHMA0 ¢ Te3W OUOIOTUIHH
MPOAYKTH HE Ce MPENopbyBa MOpaan Bb3MOKHOCTTA 3a MOBUIIABaHE HA pUCKA OT UH(EKIUS U JPyTH
MOTCHIUATHU (apMaKOJIOTUYHHU B3aUMOJICHCTBUSI.

IIpemunasane ot eaud Bua ouosornyedr DMARD kM npyr

Heo6xonmumo e MOoBHINICHO BHUMAHUE U TAIIMEHTUTE TPSIOBA J1a MPOABIDKAT A3 ObAAT MPOCIEIBAHN
MpH MPEMHUHABAHE OT €IMH OMOJIOTUYCH JICKApCTBEH MPOIYKT KbM JAPYT, ThU KaTO MPUIIOKPHUBAHETO
Ha OMOJIOTMYHA aKTUBHOCT MOJKE JIOIBJIHUTEITHO Ja MMOBUIIN PUCKA OT HEXKEJIaHU PEaKIUH,
BKIIFOUUTEITHO MH(EKITUS.

Bakcunanyu

[IpenopwuBa ce, ako € Bb3MOXKHO, ITPE/IU 3all0YBaHE Ha JICUSHUETO ¢ Remsima Jia ce HanpaBsST BCUYKH
BaKCHHAIIMU HA MAIMCHTUTE, B ChOTBETCTBUE C UMYHU3AaLIMOHHUS KajeHaap. Ha nanuenTure,
JISKyBaHU ¢ HHPIIMKCUMA0, MOTAT Jia Ce MPaBsT €THOBPEMEHHO BAaKCUHH, C U3KIIIOUCHUE HA KUBU
BaKCHHU (BXK. TOUKH 4.5 1 4.0).

B noarpyna ot 90 Bp3pacTHu namnuentu ¢ pesmatonzieH aptput B ASPIRE npoyuBaHneTo, npu cxozieH
MIPOIICHT MAIMEHTH BhB BCAKA IPyIa Ha JIeYeHHe (METOTpEeK aT IuItoc: iaredo [n = 17], 3 mg/kg

[n =27] unu 6 mg/kg nndnukcumad [n = 46]) ce nosiBsiBa €PEKTUBHO ABYKPATHO YBEJIUUYCHUE HA
TUTHPA Ha MMOJMBAJICHTHA THEBMOKOKOBA BAKCHHA, ITOKAa3BaIlo, 4e HHYIMKCHMa0 He MOBIUSIBA
T-KJIeTHYHO HE3aBUCHMHUS XyMOpaJIeH IMyHeH oTroBop. Obade mpoydBaHus OT MyOJIMKyBaHaTa
JTUTepaTypa Ipy pa3iIndyHu HHIUKAIUHN (Halp. peBMaTOHIEH apTPHUT, icoprasuc, 6omect Ha Crohn)
MIpeJIroJiarar, ue He>)KMBUTE BAKCUHH, TIPUIIOKEHH 10 BpeMe Ha JedeHue ¢ aHTH- 1T NF nmpoykTi,
BKITFOUHTENTHO UHPIUKCHMA0, MOXKe J1a IPEJIU3BHKAT 110-C1ad IMYHEH OTTOBOP, OTKOJIKOTO MPH
MalMEeHTH, KOUTO HE MOJTy4yaBar JieueHue ¢ aHTu-TNF npoaykTu.

JKuBu BakcuHW/TepaneBTHYHU HHOEKIIMO3HU areHTH

JanHuTe 3a 0OTrOBOpa MpY BaKCMHUPAHE C )KMBU BAKCHHH WJIM 32 BTOPUYHO NpeiaBaHe Ha HHPEKIHS
Ype3 )KUBU BAKCHHU TPH MAIIMEHTH, KOUTO ca Ha JieueHne ¢ aHTH- T NF npotykTH, ca orpaHHYeHH.
VYnoTpebarta Ha >KUBM BaKCHHH MOKE J1a TOBEZE A0 KIMHUYHN WHPEKIUH, BKIIOYUTEITHO
nuceMuHupany nHGekunu. He ce mpenopbuBa eTHOBpEMEHHO NpHUIIaraHe Ha >KUBH BAKCUHH C
UHQIUKCUMAO0.
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Excno3unus Ha 0€0€eTo in utero

[Ipu kppMayeTa, U3NOKEHH in utero Ha MHPJIMKCUMAO, € ChOOIIEH CyYai C JeTaleH H3X0/ MOPaIn
nrceMuHupana nHdeknus ¢ 6armmt Ha Kamver u 'eper (Bacillus Calmette-Guérin, BCG) cien
npunarane Ha BCG Bakcuna cnen paxnanero. [Ipenopsusa ce Ja ce n3uaka JBaHajeceT Mecela Clie
pakIaHe Mpeay NpujlaraHe Ha )HBH BAKCMHU HA KbPMaveTa, U3JIOKEHU in utero Ha MHPIMKCUMAO0.
AKO cepyMHHTE HUBa Ha HHQJIMKCUMAO MPU KbPMAYETO Ca HEYCTAaHOBUMH WIIM UH(PIUKCUMAO €
MpUJIaraH camo Npe3 MbPBUS TPUMECThP Ha OPEMEHHOCTTA, MOXKE JIa C€ OOMUCITU MPUIIOKCHUES Ha
JKUBa BaKCHMHA Ha MMO-PAHEH €Tall, aKo UMa sICHA KJIMHUYHA 10J13a 32 ONpeIeIeHO KbpMade (BiK.

ToukKa 4.6).

Excno3unmsa Ha 0ebeTo upe3 KppMaTa

He ce mpenopbuBa MpUIIOKEHNE HA KHUBA BAKCHHA TP KbpMade, TOKaTO Maiikara rmojydaBa
HHQIUKCUMA0, OCBEH aKO CEpPYMHHTE HUBA Ha HH(DIUKCHMMAO MPH KbPMAUETO Ca HEYCTAHOBUMH (BXK.
Touka 4.6).

Tepanesrnuny MHGEKIIMO3HNA areHTH

Hpyra ynotpe6a Ha TepaneBTUYHU HHPEKIINO3HU areHTH KaTo KUBH aTCHIOUPAaHU OaKTeprH (Harp.
BiauBaHe Ha BCG B MUKOYHUS MeXyp MPH JICUCHUE HA paK) MOXKE J1a JIOBEJC /10 KIMHUYHU HH(DEKITUH,
BKJTFOYHMTEITHO TUCEMHHUpaHu HHpeknnu. [IpenopbuBa ce 1a He ce mpuiarat TeparneBTHYHN
WH(EKINO3HN areHTH eTHOBPEMEHHO ¢ WHIUKCHMAO0.

ABTOUMYHHHU OPOLIECU

OtHocutenuuat nepunut Ha TNF,, npeausBukan ot jieueHue ¢ aHTH- I NF nmpoykTH, Moxe 1a
MpeIM3BHKa OTKIIIOUYBaHE HA aBTOMMYHEH IpoLec. AKO IpHY AaJIeH MalUeHT cie/l JIeUeHHUe C
MHQIUKCUMA0 ce MPOABAT CUMITOMH, HACOUBAIIX KbM JIyILyC-I0100CH CHHIPOM, CHIIPOBOJCHH OT
MO3UTHBHPAHE Ha aHTHTENA cpelly aBoitHoBepmkHa JJHK, He TpsiOBa 1a ce mpoBeXIaT HOBH KypCOBe
¢ uH(paukcuMad (Bxk. Touka 4.8).

Hesponornuau ce0utnst

Ynorpebara nHa TNF-010kupamiu cpeactsa, BKIIOYHTETHO HHPIUKCHMa0, ce CBbP3Ba ChC CIydan Ha
OTKJIFOUBAHE WIIK 000CTPSIHE HA KIIMHUYHO M/WITH PEHTICHOJIOTUYHO U3SBEHH JIEMUITHCHH3UPAILH
HapyIICHHS, 3aCsTallly ICHTPAIIHATA HEPBHA CHCTEMa, BKJIFOUMTEIIHO MHOYKECTBEHA CKIIEPO3a, KaKTO
JEeMHUJIMEHU3UPAIN HapyIICHUs], 3acsraliy neprudepHaTa HepBHA CHCTEMa, BKIIFOYUTEIIHO CHHIIPOM Ha
Guillain-Barré. [1py nanueHTH ¢ aHaMHe3a 3a ChIIECTBYBAIIH WX 32 HACKOPO TIOSIBHIIH CE
JIEMIJTUCHU3UPAIIN HAPYILCHUS, TPE/IM 3all0UBaHe Ha JieueHHe ¢ HHPIMKCUMaO BHUMATEHO TPIOBa
Jla Ce MPEICHST MOJI3UTE U PUCKOBETE OT JieueHneTo ¢ aHTu-TNF npoaykTu. AKo Te3u HapyLIeHus ce
pa3BusT, TPsIOBA 1a ce OOMUCIH MPEKpATSIBaHEe Ha JICUCHUETO ¢ HHPINKCHMAO.

310kadecTBeHU U JIuMdonpoandepaTUBHU 3a00JIBaHUS

B konTpoimpanuTe knuHUYHY poyuBaHus Ha TNF-Onokepu cpen nauneHTuTe, JeKyBaHHU C
TNF-610kep, ca HabIIOAaBaHN MOBEYE CITyYad Ha 3JI0KAY€CTBEHH HOBOOOpA3yBaHMsI, BKIFOUUTEITHO U
nuMdomu, B cpaBHEHUE ¢ KOHTPOJHHUTE TPyNH. B KiMHMYHUTE poy4YBaHus HAa HHGIHKCHMAa0 3a
BCUYKH 0JJOOpEHH MOKA3aHUs, YECTOTaTa Ha Pa3BUTUE HA TUM(OM MPH JEKyBaHUTE ¢ HHPIUKCHUMAO
NaIMEHTH € M0-BUCOKA, OTKOJIKOTO OYaKBaHaTa B 00IaTa IMOMyIalus, HO KaTo 1510 Pa3BUTHETO Ha
HI/IM(i)OM ocCTaBa psAAKO. B IMOCTMApPKETUHI'OBH YCJIOBUA UMa CTJO6IlIeHI/I$I 3a CJiydau Ha JICBKEMMUA IIpU
IManreHTH, JICKYyBaH! C TNF-anTarosucr. HpI/I MaIUEHTH C pPEBMATOUACH apTPUT C roJisiMa 1aBHOCT U
BHCOKa aKTHBHOCT Ha BB3MATUTEIHOTO 3a00JIsiBaHE CHLIECTBYBA MOBUIIEH PUCK OT MOSIBa Ha TUM(OM
Y JIEBKEMHSI, KOETO YCIOXKHsBA OI[EHKaTa Ha PUCKa.
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B knmuHMYHO MpoyYBaHe Ha MPHUJIOKEHUE HA HHGIMKCUMAO TIPH MAIMEHTH ¢ YMEpPEeHa 10 TeXKKa
XpOHHYHA 00CTpYKTHBHA OenoapobHa 6osect (XOBB) B rpynara Ha jgekyBaHuTe ¢ HH(IUKCHMA0
MAIUCHTH UMa MOBEYe ChOOIECHUS 3a pa3BUTHE HA 3JI0KAYECTBEHU 3a00JISIBAHHS, OTKOJIKOTO B
KOHTpOJIHATA rpyna. BcHuky manueHTy ca ¢ aHaMHe3a 3a TIoTIoHonyIieHe. [1pu o0chxkaane Ha
JieueHHe TPsAOBA J1a ce MOIXO0K/a C MOBUINICHO BHUMAHHE TIPH MAIMEHTH C TIOBUIIIEH PUCK OT Pa3BHTHUE
Ha 3JI0KaueCTBEHO 3a00JIIBaHE BHB BPB3Ka C TIOTIOHOMYIIICHE.

BB3 0cHOBa Ha U3BECTHOTO O MOMEHTA HE MOJKE J1a CE M3KJIFOUH CHIIECTBYBAHETO Ha MIOBUIIEH PUCK
3a pa3BUTHE HA TUM(OM WM APYTO 3J0KAYECTBEHO 3a00JsIBaHE IPHU MMALMEHTH, JEKYBaHH C
TNF-6n0kep (Bx. Touka 4.8). Ilpu ob6cwrxnane na nedenue ¢ TNF-61okep mpu nauneHTy ¢ aHamHe3a
3a 3JI0Ka4eCTBEHO 3a00JsIBaHe, I PU 00CHKIaHe Ha MPOIbIKaBaHEe Ha JICYSHUETO MPU MalueHTH,
IIPY KOUTO C€ € Pa3BUIIO 3JI0KauECTBEHO 3a00IIsABaHe, TPsOBa Ja ce MOAX0XKa C IOBUILICHO BHUMAaHHUE.

C nmoBUIIIEHO BHUMaHUE TPSAOBA Jla ce MOIX0XK 1A U MPH MAIUEHTH ¢ TICOPUA3UC U aHAMHE3a 3a
CepHO3Ha UMYHOCYNPECHUBHA Tepanus Win npoabkutenHa PUVA-Tepanus.

B mocTMapkeTHHIOBH YCIIOBHS UMa CHOOLICHNUS 32 3JI0KaUeCTBEHH 3200 sIBaHNs, HAKOH C JIETaJICH
W3XOJI, TIPH JIela, FOHOIIN U MIIaau Xopa (10 22-roauiiHa Be3pact), nexkyBaau ¢ TNF-6mokep,
BKJIIOUMTENHO HH(pIMKcMab (Hayaso Ha jgedenneTo < 18-roxumna Bp3pact). [Ipubnusurento
HOJIOBUHATA OT TEe3H Cliydau ca JuMpomu. Jpyrute ciydan o0XBallaT Hal-pa3InuHy 3710KaueCTBEHU
3a00JIsIBaHUS, B T.4. PEJIKK 3a00Js1BaHHsI, OOMKHOBEHO CBBP3BaHU ¢ UMyHocymnpecus. [Ipu nanuenTy,
nexkyBanu ¢ TNF-0rokepu He MOKe 1a ce U3KIIIOYH PUCK OT TT0sIBa Ha 37I0Ka4ECTBEHH 3a00ISIBAaHHSI.

B noctMmapkeTHHUTOBUS ITEpUO]] Ma ChOOIIECHUS 3a CITydau Ha XemnaTojreHaneH T-KieTbueH TuMpoM
(HSTCL) mpu nanmenTn, siekyBanu ¢ TNF-0nokepu, BxmrounTtennHo nHpaukcumad. To3n psabk
T-xnerpueH MMMEGOM € ¢ arpecuBeH X0 1 OOMKHOBEHO € ¢ JeTaleH n3Xo/. [109Th BCHUKY MmanneHTH
ca TMoJIy4wIu JiedueHue ¢ AZA wiu 6-MP enHOBpeMeHHO WK HemocpeaAcTBeHo npean TNF-0mokep.
[To-ronsiMata 4acT OT CiIydauTe Ha pa3BUTHE Ha XenaroiueHalieH T-kieTbueH TuMGoM, TIpH JicueHHe
¢ nH(IMKCMa0, ca py NanueHTH ¢ 6osxect Ha Crohn wim yJImepo3eH KOJIHUT, KaTO MTOBEYETO OT TAX
ca C'bO6IIIaBaHI/I IIPpY FOHOIIX WJIM MJIaI€KU OT MBIKKHU I10JI. HOTGHHI/IaJ'IHI/ISIT PHUCK OT KOM6I/IHI/IpaHe Ha
AZA wu 6-MP ¢ undavkcumad TpssOBa BHUMATEIHO a Obae oomucieH. [Ipu nanuenTy, JIeKyBaHH ¢
nHGIIKCIMA0, HE MOJKE /1a Ce M3KJIFOYH ChIECTBYBAaHETO HA PUCK 33 Pa3BUTHE Ha XETaTONNeHAICH
T-xnerpueH mumdom (BxkK. Touka 4.8).

[Tpu marmentn, nekyBanu ¢ TNF-010kep, BrirounTenHo nHpmukcumad (Bxk. Touka 4.8) ce cro0maBa
3a MeJaHOM M MepKen-KiIeTh4eH KapuuHoM. [IpernoppuBaT ce nepuoAnIHu JepMaTOIOTHUHH
Hperiean, ocoOeHO MpHU MAMeHTH ¢ PUCKOBH (DAaKTOPH 3a paK Ha KOXKarta.

B nonynaniMoHHO peTPOCHEKTHBHO KOXOPTHO NMPOYYBaHE, U3IIOJI3BAII0 JAaHHU OT HALIMOHAIHUTE
IIBEJCKH 3IPaBHU PETUCTPH, € OTKPUTA ITOBUIICHA YECTOTA Ha LIEPBUKAJIECH KapLTHOM IIPH KEHH C
PEBMAaTOUICH apTPUT, JIEKYBaHU C HHPIMKCUMA0 B CpaBHEHHE C MAIUCHTH, KOUTO HE ca JIEKYBaHU C
OHMOJIOTMYHYU MPOTYKTH UK 001aTa MMOMyJIalys, BKIOYUTEIHO U Te3H Ha Bb3pacT HaJ 60 ronnHu.
IleproaMYHOTO CKPUHUHIOBO M3CJE/IBaHe TPAOBA J1a MPOIBIKY IPH JKE€HH, JIEKYBaHH C
MHQIMKCUMA0, BKIIFOUUTETHO IIPH T€3U Ha B3pacT Hax 60 roguHu.

Bcewuky manuieHTH ¢ yumepo3eH KOJIHUT, KOUTO ¢a ¢ TIOBHUIIICH PUCK OT Pa3BUTHE HA JUCIUIA3US WIIH
KapIMHOM Ha J1e0eI0TO YepBO (HApUMeEp MAIMEHTUTE C IBIATOTOIUIICH YIIIEPO3eH KOIUT WIIN
IBPBUYEH CKIIEPO3UPAIL] XOJIAHTHT), KAKTO U TAKMBA C aHAMHE3a 32 JTUCIUIA3HS WIHA KapIIMHOM Ha
JIe0en0To YepBo, PN 3aII0YBaHEe Ha TEPANUATA ¥ Ha PEJJOBHU WHTEPBAIIM CJIE]l 3aII0YBAHETO I
TpsIOBA Ja ce M3CIIeBAT 3a HAJTMYHME Ha JUCTUIa3us. M3cienBaHeTo TpsiOBa 1a BKIIFOYBA KOJIOHOCKOIIHS
¢ Ouonicum criopei MECTHHUTE TIpenopbKku. HanumuHuTe 10 MOMEHTA TaHHU HE MTOKa3BaT JICYCHUETO C
WHGIUKCUMA0 J1a TIOBIIMSABA PUCKA OT Pa3BUTHE Ha JUCIUIA3US WU KApIIMHOM Ha J1e0eII0TO YepBO.

[ToHexe pUCKBT OT pa3BUTHE HA KAPIIMHOM IIPH JICKYBAHU C WHPINKCUMAO MAIUSHTH U C

HOBOOTKpHUTA AUCILIA3UA HE € OLICHABAH, CbOTHOLICHUCTO MCKAY PUCKA U 1TOJI3aTa OT NPOABJIZKUTCIIHA
TEpamnus Tp$[6Ba BHUMATEIIHO JJa C€ OLICHABA OT KIIMHUIMCTA NP BCEKU OTACJICH IMAIIUCHT.
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CoplieyHa HEIOCTATEYHOCT

HNudnukcumabd TpsiOBa 1a ce mpuiiara ¢ MOBHILIEHO BHUMaHKE MPH MAMEHTH C JIeKa ChpAeYHa
HenocraTbyHocT (I/II ®K mo NYHA). [lanuenTture TpsOBa aa ca moj cTpOr KOHTPOI U JICUSHHETO C
uH(IUKCUMab He TPsiOBa Aa ce MPOABJKABA IPH MALMEHTH, IPU KOUTO CE Pa3BHE WU CE BIOIIN
CBHINECTBYBAIA ChPACYHA HEAOCTATHYHOCT (BXK. TOUKH 4.3 1 4.8).

XeMAaTOJIOTHYHHU PEAKITUNHU

ChIniecTBYBaT CHOOIICHHMS 32 CITyYad HA MTAHIUTOIICHUS, ICBKOTICHHS, HEYTPOIICHHS U
TPOMOOIIMTOTICHUS TIPU TAalUEHTH, mosrydaBamy TNF-01o0kepu, BKIFOUNTENHO uHGIMKCUMa0. Beniku
MaIMEHTH TPAOBa Jia ObJaT OCHBETBAHU J]a MOTHPCAT He3abaBHA MEAUIIMHCKA TTOMOII], KO Pa3BHSIT
MPU3HAIM U CHMIITOMH, KOUTO TIPEATOJIaraT HalnIre Ha KPbBHA TUCKpa3us (HAIp. MePCUCTHPAII]
(ebpunnreT, KPFBOHACAIAHUS, KbpPBEHE, OJIeAHOCT). [Ipy manueHTH ¢ ycTaHOBEeHH 3HAYNMHU
XEMAaTOJIOTMYHU aHOMAJIUU TPsIOBa Jla ce 00CHAU MPEeKpaTsIBaHE Ha JICUCHUETO ¢ WHIMKCHMAO.

AKO ce TIIaHHpa oTepalus, Mo BHUMaHHE TPSOBa 1a ce B3eMe IBJITHAT IOTYKUBOT Ha
uHpuKcuMal. [lanmeHTrHTe, MPU KOUTO Ce Haylara oreparys o BpeMe Ha JICYCHUETO C
nHpIUKCUMa0, TpsOBa 1a ObAT CIIEICHH BHUMATEITHO 32 Pa3BUTHE HA HH(EKIIMO3HA H
HEMH(EKINO3HU YCIOKHEHUS TIPU HYKJa TpsIOBa Ja ce B3MMaT He0OXOAUMUTE MEpKH (BXK.TOuKa 4.8).

JluricaTa Ha OTTOBOp NpH manueHTH ¢ Oonect Ha Crohn MoXe Aa MOKa3Ba, Y€ MALEeHTHT UMa
(GUOPOTHYHH CTPUKTYPH, KOUTO MOXKE A2 U3UCKBAT XUPYPrHUYHO JieueHue. JIncBaT faHHu, KOUTO Aa
NpEeAIoarar, 4e MHQJIMKCUMa0 BOJX JI0 MIPOTpechs Ha CTPUKTYPUTE WIIH IPUYMHSIBA Pa3BUTHE HA
CTPUKTYpH.

CrenuansHu MomyJIalin

Cmapuecka 6v3pacm

YecroTara Ha CepHO3HU MH(EKIUH MPH MAIUSHTH, Ha B3pacT 65 U MOBEUE rOJIMHH, JICKYBaHH C
WHGIUKCUMA0, € OMIIa TI0-BUCOKA OT Ta3W IPH MAIMeHTH 1o 65-rouirHa Bp3pacT. Hakoun ot Tax ca
0w ¢ netaneH u3xo. [lpu edeHneTo Ha MalMeHTH B cTapuecka Bh3pacT TpsOBa 1a ce 00bpHe
CIICI[MAJTHO BHUMAHHE 110 OTHOIICHNUE Ha pUCKa OT HHpeKIus (Bxk. Touka 4.8).

Teouampuuna nonyiayus

Hngpexyuu
B ximHHYHATE TPOYYBaHUS HH(EKIUH ca ChOOIAaBaHH MIPHU IMO-BUCOK MPOIIEHT M HATPUYHH
HalUEeHTH, OTKOJIKOTO ITPU Bb3PACTHHU MAIMEHTH (BXK. TouKa 4.8).

Baxcunayuu

[Ipu meauaTpyHM MAUEHTH CE TIPETOPHYUBA, aKO € Bh3MOXKHO, MIPEIU 3aIl0YBaHE Ha JICUSHHUETO C
UHGIMKCUMAO J1a Ce HAITPaBIT BCUYKH BAaKCHHAIIMK B ChOTBETCTBUE C MMYHHU3AIIMOHHUS KaJICH ap.
[Tpu neauaTpuUyuHU MAMEHTH, JICKyBaHU ¢ MH(IUKCHMa0, MOTaT Jia Ce MPaBST €AHOBPEMECHHO
BaKCHHU, C U3KJIFOUEHUE Ha )KMBH BaKCHHU (BX. TOUKHU 4.5 1 4.6).

3nokavecmeenu u rumponponughepamunu 3a6016aHUSL

B nmocTMapkeTHHTOBY YCIIOBUS IMa CHOOIIEHHUS 32 3JI0KaYECTBCHH 3200 IIBAHUS, HAKOU C JIETaJICH
U3XOJI, TIPH JIelia, FOHOIIN U MJIaau Xopa (10 22-roauIiHa Bh3pact), nekyBanu ¢ TNF-6iokep,
BKJIFOUUTENIHO MHGIMKCHMMAO0 (Havyasio Ha JiedeHreTo < 18-roauiiiHa Bb3pacT). [IpubiusurenHo
MOJIOBUHATA OT Te3U ciiy4an ca JuMpomu. JJpyrute ciryuan oOXBamiat Hai-pa3IuyHy 3JI0Ka4eCTBEHH
3a00JIABaHNs, B T.4. PEIKH 3a00JIsIBaHuUs, OOMKHOBEHO CBHP3BaHU ¢ UMyHOCYyTpecus. [Ipu naruenTwy,
nexyBanu ¢ TNF Onokepu He MOKe J1a ce U3KIIIOYH PUCK OT MOsIBA HA 3JI0KAYeCTBEHU 3a00JIIBaHMSL.
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B nmocTMapkeTHHTOBUS IEPHO]] IMa CHOOIIEHNUS 3a CITydad Ha XermaronueHaneH T-kieTbueH TumMdpom
(HSTCL) npu naruenTy, jiekyBanu ¢ TNF-0mokepu, BkimrounTeiHo nH(aukcuMa0. To3u psabK THUIT
T-kyerbueH TuMGOM € ¢ MHOTO arpeCHBEH X0/ Ha MPOTHYAHE M OOMKHOBEHO € C JICTAJICH M3XO/I.
[TouTn BCHYKM MAIMEHTH ca MOJIyYriIn JieueHue ¢ AZA umu 6-MP eqHOBpeMEHHO WITH
HenocpencteeHo npeau TNF-6mokep. [lo-romsimara gacT ot cirydanTe Ha XeraToiaueHaneH T-
KJIeTbueH TUMGOM IpH JedeHne ¢ nHPIMKCHMal ca pu naruenTy ¢ oonect Ha Crohn mmm ynieposeH
KOJIMT, KaTO MOBEUYETO OT TAX Ca ChOOIIaBaHM MTPH FOHOIIN WM MITAJISKU OT MBKKH ITOJI.

IToTenua HUAT prUCK OT KoMOmHMpane Ha AZA wim 6-MP ¢ namkcnmab TpsOBa BHUMATEITHO Ja
0b1e oomucnen. [Ipn manmenTH, teKyBanu ¢ HHQIUKCUMA0, He MOXKE Ja ce M3KITFOYH PHCK 3a
pa3BUTHE Ha XemaroiueHalleH T-kineTbueH TuMdoM (BXK. Touka 4.8).

TlomomIHM BemecTBa ¢ M3BECTHO JIEUCTBUE

Cvovporcanue Ha Hampuil

Remsima cpappika mo-manko ot 1 mmol Hatpuii (23 mg) Ha 103a, T.€. MOXKE /1a Ce Kaxe, ue
MpaKTHYECKH He ChAbprka Hatpuil. Obaue, Remsima ce pa3pexaa ¢ HatpueB xiopun 9 mg/ml (0,9%)
uH(py3noHeH pa3TBop. ToBa TpsOBa 1a ce MMa MpeIBUI IPH MALMEHTH Ha UeTa ¢ KOHTPOIUPaH
MpreM Ha HaTpHi (BXK. Touka 6.6).

Tonucopbam 80

Toga nekapcTBo chabpka 0,5 mg monucopbar 80 BbB BCEKU (hJIaKOH, KOUTO Ca CKBUBAJICHTHU Ha
0,05 mg/ml. ITonucopbatuTe Morar Aa MPUYMHSAT allepriudHu peakimu. TpsOBa ga kakere Ha Barmmst
JeKap, aKo MaTe YCTAaHOBEHU aJePTHH.

4.5 Bs3amMmopeiicTBHe ¢ IPYTrH JeKAPCTBEHM MPOAYKTH M APYTrH (JopMH Ha B3anMMo/eiicTBHe
He ca npoBexxnaHu npoy4dBaHus 3a B3aUMOJCHCTBUATA.

Wma naHHu, 4e npy NalMeHTH ¢ PEBMAaTOMAEH apTPUT, ICOpHATU4eH apTpuT u Oonect Ha Crohn,
€IHOBPEMEHHOTO IIPUJIOKEHHE Ha HHIUKCUMA0 C METOTPEKCaT U IPyrd UIMyHOMOAYJIaTOPH
HamassBa 00pa3yBaHETO HA aHTHTENA Cpelly WHPIMKCUMA0 B BOJIU JI0 TIOBUIIIaBaHE HA IJIA3MECHUTE
My KOHIIeHTpaluu. Bee nak, Te3u JaHHHU HE ca HAaI'bJIHO CUTYPHHM MOpaaAN OTpaHUYSHHUATA Ha
METOANTE 3a N3CIIEABAHE Ha KOHLIEHTPAUUTE Ha HHIMKCUMA0 U aHTUTeNaTa cpelly nHGIMKCuMad B

CepyM.

I/ISFJ'IG)KI[a, Y€ KOPTUKOCTCPOUAUTEC HEC MIPOMCEHAT (I)apMaKOKI/IHCTI/IKaTa Ha HHq)JII/IKCI/IMa6 B KIMHHUYHO
3Ha4YunMa CTCIICH.

EnHoBpeMeHHOTO npuitarane Ha MHPIMKCUMA0 ¢ APYTry OUOIIOTUYHH JICKAPCTBEHH MPOTYKTH,
W3IIOJI3BAHM 32 JICUeHUE Ha ChIUTE 3a00IIBaHNUs, 32 KOUTO C€ M3IM0JI3Ba MH(MINKCUMAO, BKIFOUUTEITHO
aHaKWHpa U abaTarent, He ce mpenopbuBa (BK. ToUka 4.4).

[TpenopbuBa ce Mo BpeMe Ha JCUCHHUETO ¢ HHPIMKCUMAO J1a He CE TIPABAT BAKCHHAIIMHU C KHBH
BakcuHU. ChIIIO Taka Ce MPENOPHUBA JIa HE CE MIPABSIT BAKCHHAIIUY C KHUBH BAKCUHH HA KbpMadeTa
cien in utero n3narane Ha nHGIUKcHMao 12 Mecena ciie paxkaaHe. AKO CepyMHUTE HUBA Ha
MHGIUKCUMA0 TIPY KbPMAadeTo ca HEYCTAHOBHMH WIJIH HHIIMKCUMAO € MpIJIaraH camo Ipe3 IbPBHS
TPUMECTHP Ha OPEMEHHOCTTa, MOXKeE JIa c€ 0OMUCIIH NMPUIIOKEHUE HA J)KMBa BAKCHHA HA MTO-PAHEH eTarl,
aKo MMa sICHa KIIMHUYHA 110132 32 OTIPeeIeHO KbpMade (BXK. Touka 4.4).

He ce npenopbuBa npuiokeHrne Ha )KUBA BAKCHHA MPH KbpMade, JIOKaTO MaiikaTa IoJrydaBa
WHQIUKCUMA0, OCBEH aKO CEpyMHHUTE HUBA Ha MHQIMKCHUMA0 NPU KbPMAadyeTo ca HEYCTAHOBUMH (BIXK.
To4kH 4.4 1 4.6).

IIpenopbuBa ce na He ce mpuilarat TeparneBTUYHNA HHPEKIIMO3HH areHTH eTHOBPEMEHHO C
nHpIUKCUMa0 (BXK. Touka 4.4).
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4.6 @epTHIANTET, OPEMEHHOCT U KbpMeHe

KeHu ¢ geTepoaeH NOTCHIHAI

JKenwu ¢ nerepojicH noTeHIMan TpsiOBa J1a OOMHCIAT yrnoTpedara Ha MOAXO 1A KOHTPAIICTIIHS 32
npeAna3BaHe OT OpEMEHHOCT | Jia MPOIBIDKAT /1 51 M3II0N3BaT MOHE 6 Mecela cie]] MOCIeIHOTO
MPIIOKEHUE Ha HHPIIMKCUMAO.

bpemeHHocT

Cropen MpoCIeKTUBHO ChOMpaHu TaHHH, CPEITHUAT Opoii OPEeMEHHOCTH C €KCIIO3UITHS Ha
UHGIUKCUMA0, BOJICIIH JI0 paXKIaHEe Ha KHUBO JCTE C M3BECTCH U3XO0/l, BKIFOUUTEIHO MPUOITUZUTEITHO
1 100 ¢ ekcro3uIus 0 BpeMe Ha ITbPBUS TPUMECTHP, HE IMOKa3Ba MOBUIIICHUE B YECTOTaTa Ha
MajhopMamyy MPH HOBOPOICHOTO.

B®3 ocHoBa Ha obcepBanoHHo npoyuBaHe ot CeBepHa EBpona, npu >keHH, C eKCIIO3ULIUS Ha
UHGIMKCUMA0 TI0 BpeMe Ha OPEeMEHHOCT (ChC WK 0€3 UMYyHOMOTYJIATOPH/KOPTUKOCTSPOU/IH,

270 6pemenHocTH) ce HaOmronaBat nosuuieH puck (OR, 95% CI; p-croiiHocT) 3a 11€3apOBO CEUCHUE
(1,50; 1,14-1,96; p = 0,0032), mpexxneBpemenno paxaase (1,48; 1,05-2,09; p = 0,024), mo-HACHK PBCT
3a ChOTBETHATA recTanoHHa ceamuna (2,79; 1,54-5,04; p = 0,0007) u HUCKO TEryI0 HA HOBOPOAECHOTO
npu paxaane (2,03; 1,41-2,94; p = 0,0002), B cpaBHEHHE C KEHH, C €KCIIO3UITUS CaMO Ha
UMYHOMOTyJIaTOPH /WK KopTHKOcTepouaun (6 460 6pemenHoctr). [loTeHIMATHUAT TPUHOC Ha
EKCIO3UIUATA Ha MHPIMKCUMA0 W/WITH TeXKECTTa Ha MOJIekKAIIOTO 3a00IsIBaHe MPH TE3U U3XOH
OCTaBa HesICEeH.

[Mopanu naxubupanero Ha TNF,, npunoxeHusT Mo BpeMe Ha OpeMEHHOCTTa HHPIUKCUMAa0 MOXKE Jia
MIPOMEHH HOPMAJTHUSI UMYHEH OTTOBOP Ha HOBOPOJieHOTO. [Ipu mpoyuBaHe Ha TOKCUYHOCTTA 32
Pa3BUTHETO MPH MHIIKH C aHAJOTUYHO aHTHTSIIO, KOETO CEJIEKTHBHO MHXUOMpPA (QyHKIMOHATHATA
aktuBHOCT Ha mumusi TNF,, He ca ycTaHOBEHHU TaHHU 32 TOKCUYHH e()EeKTH CIPsSIMO MalKara,
eMOPHUOTOKCUYHOCT WJIH TepaToreHeH eekT (Bxk. Touka 5.3).

HanmuausaT kmuHMYeH ot e orpanndeH. MHdarkcnmab TpsOBa 1a ce U3Ioa3Ba Mo BpeMe Ha
OpeMeHHOCT, caMo aKo € a0COIOTHO HEOOXOAUMO.

Nudnrkcumab npeMrHaBa npe3 IialeHTaTa u ¢e yCTaHOBSIBA B cepyMa Ha KbpMadeTa Jio 12 Mecelnia
cien paxnane. Cieq in utero eKCO3UIHA HA MHPIMKCUMA0, KbpMayeTaTa MOXKe J1a ca C TIOBHIIEH
PUCK OT pa3BUTHE Ha HH(EKIHS, BKIFOUYNTEITHO TEXKA TUCEMHHAPaHa WHPEKITUS, KOATO MOXeE Ja
0bae datamHa. He ce mpenopbuBa npuiiokeHue Ha xuBu BakcuHu (Harp. BCG Bakcuna) 12 mecena
CJIe]l paXk/IaHeTO NP KbpMadeTa, KOUTO ca OWIIH U3JI0KEHH i utero Ha WHGIUKCHMAO (BXK. TOUYKH 4.4
u 4.5). Axo cepyMHUTE HUBA Ha MHOIUKCUMA0 P KbPMAadyeTo ca HeyCTAHOBUMH WIIH WH(INKCUMA0
€ TMpuJIarad caMo Ipe3 TbPBHS TPUMECTBP Ha OPEMEHHOCTTa, MOXKE JIa ce OOMUCIH MPUII0KEHUE Ha
JKMBA BaKCHMHA Ha MO-PaHEH eTall, aKo UMa sSiCHa KIMHWYHA 110J13a 32 OIPEeNICHO KbpMaye.
CpoOmaBaHu ca ChINO CIIy4ad Ha arpaHyJIONHUTo3a (BXK. Touka 4.8).

Kopmene

OrpaHr4eHu JaHHH OT MMyOJIMKyBaHaTa JIMTeparypa moka3sar, 4e HHPIUKCHMa0 € YCTAHOBEH B HUCKU
HUBA B MAMYHUHOTO MJISIKO, B KOHIICHTpaIuu 70 5% OT cepyMHUTE HUBa Ha Maiikara. MH}aukcumab ce
OTKpHBA ChHIIO U B CEpyMa Ha KbPMaveTo, CIIe/l EKCIIO3UIHS Ha HHPIIMKCUMal upe3 kppMarta. Jlokaro
CHCTEMHAaTa eKCIO3MIHMS IPH KbPMaUyeTO Ce OYaKBa Ja € HUCKA, 3al10TO MHQUKCUMAO ce pasrpaxia
JI0 ToJIsIMa CTEMNEH B CTOMALTHO-YPEBHUS TPAKT, TO MPHIIOKEHNUETO HA )KUBU BaKCHHHU Ha KbpMaue,
KOTaTO MaiKaTa rojyyaBa HHQIUKCUMAa0 HE € NPEeNOpbUYUTEIIHO, OCBEH aKO CEPYMHUTE HUBA Ha
UHQIMKCUMA0 NP KbPMAYeTO ca HeyCTaHOBHUMHU. Moxe Jla ce oOMHUCIN ynoTpedara Ha
UHQIMKCUMA0 10 BpeMe Ha KbpPMEHeE.
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DepTunurer

[TpeaxnMHUYHUTE TaHHH HE ca JOCTaThYHH, 33 Ja Ce HANpaBsT 3aKIOUYCHUS 3a BIUSIHUETO HA
MHQIMKCUMa0 BHPXY (epTHIUTETa U 00IIaTa PepOAyKTHBHA GYHKIH (BXK. TOUKa 5.3).

4.7 EdexTu BbpXy crniocodHOCTTA 32 mioupaHe U padoTa ¢ MAIIUHA

Remsima mMoxke aa moBuse B MajKa CTEIIEH CIIOCOOHOCTTA 3a Imodupane U padora ¢ mamuHu. Cien
MPIIIOKEHUE Ha MHPIIMKCUMa0 MOXKe J1a ce TIOSIBU 3aMaliBaHe (BXK. ToUuka 4.8).

4.8 HexesaHu JeKapCTBeHHN PeaKIuu

Pesrome Ha mpodumiia Ha Oe30macHOCT

Haif — gecrara Hesxenana gekapctBeHa peakius (HJIP), 3a kosTo ce cro0maBa B KIMHUYHUTE
M3MHUTBaHUS, € HHPEKIIUI Ha TOPHUTE TUXATESIHN IIBTHUINA, TTOSABsABaIIA ce Ipu 25,3% OT MalnueHTuTe,
JeKyBaHU ¢ HH(IMKcUMab, B cpaBHeHHe ¢ 16,5% 0T KoHTposHUTe nauueHTy. Hait — ceproznute
HJIP, cepp3anm ¢ ynorpebara Ha TNF-0imokepwn, 3a KOUTO FMa CHOOIIEHUS TIPH JICUCHHE C
nHGIKCUMAa0, BKITFOUBAT peaktuBanus Ha xenatut B (HBV), 3acToiiHa cbpaeyHa HeOCTaTHYHOCT
(3CH), cepno3nu nHMeKInH (BKIFOYUTETHO CENICHC, ONOPTIOHUCTHYHN HH(EKINHN U TYyOepKy03a),
cepyMHa OoJect (peakiuu Ha 3a0aBeHa CBPbXUyBCTBUTEIHOCT), XeMaTOJIOTHYHH PEAKIIUH, CHCTEMEH
JYIyC epUTEMaTO3yC/IyIlyc — OJOOCH CHHAPOM, HapyIICHUs, CBBP3aHH C IeMHEIMHN3ALMS,
xenaToounuapau Hapyuenus, mumpom, HSTCL, neskemusi, Mepken-KIeTh4eH KapIHOM, MEJIaHOM,
37I0Ka4eCTBEHH 3a00IsIBaHUS B TIeAUATpUUHATA MOMYJIalusl, CAPKOU103a/CapKonI-MoJ00Ha peakius,
WHTECTHHAJICH WIH NiepraHaieH abcuec (mpu 6onect Ha Crohn) ¥ ceproO3HU peakin, CBbP3aHH C
nH(y3usTa (BXK. ToUKa 4.4).

TabauyeH CIMCHK HA HEXETAHUTE PCaAKIIHN

B Tabnuna 1 ca u3bpoenu kakro HJIP, momyuenn Bb3 OCHOBA Ha OMUTA OT KIMHUYHH MTPOYYBAHUS,
TaKa M HeXKEJIaHU PEaKINH, HIKOH OT KOHUTO C JIETaleH U3X0/l, ChOOIECHH PH ITOCTMAPKETHHTOBHS
onuT. B paMKuTe Ha CHCTEMHO-OPTaHHUTE KJIACOBE, HEXKEJIAHUTE PEAKIIMY ca TPYIHUPAHH 110 9eCTOTa
KaKToO ciefiBa: MHOTO decTd (> 1/10); wectu (= 1/100 no < 1/10); mewectu (> 1/1 000 mo 1/100); penku
(> 1/10 000 mo < 1/1 000); mHoro peaxu (< 1/10 000), ¢ Hen3BecTHa YecTOTa (OT HATMYHUTE JAHHHU HE
MOKe Ja ObJle HarpaBeHa orleHKa). [Ipu Bcsko rpymupaHne B 3aBUCUMOCT OT Y€CTOTATa, HeXKEIIaHUTe
JIEKapCTBEHU PEaKIUU ce N30POsBaT B HU3XO/ISII Pel 10 OTHOIIIEHHE Ha TAXHATA CEPUO3HOCT.

Taoauna 1
Hesxenanu peakuum npu KJIMHUYHA MPOYYBAHUS ¥ OT OCTMAPKETHHIOB ONUT

Hngpexyuu u ungpecmayuu
Msoro yectu BupycHa nndexuus (Hamp. rpuil, xeprec-BUpycHa HHpexuus,
COVID-19%).
UYectu: bakrepuanuan nHbeKnn (HaIp. CENCHUC, IENYIINT, a0CIec).
Heuectu: Ty0Oepkynosa, reonunu nadekiuu, (Hamnp. Kanaumosa,
OHHXOMUKO032).
Penaxu: MeHUHTUT, OMIOPTIOHUCTUYHY HHPEKIMHU (KaToO HAIpUMeEp
WHBa3UBHU I'bOMYHM MH(EKLINH, [THEBMOLIMCTHA ITHEBMOHHUS,
XHCTOIUIa3M03a, aCTIIePruiio3a, KOKIUINOUI0MHKO3a,
KPHUITOKOKO03a, 0JIACTOMHKO3a], OakTepraiHy HH(EKIUuH
[aTunuHa MEUKOOAKTEpHaIHa, JIUCTEPHO3a, CAIMOHEN03a] 1
BHPYCHHU MH(EKINH [[TUTOMETATIOBUPYC]), MApa3UTHU
WHQEKIMH, peaKTHBAIUS HA XenaTtuT B.
C HeussecTHa yecrora: UWHbexuus, npenn3BuKaHa OT BakCUHa (clien in utero
€KCITO3UIH Ha WHPIHMKCHMa0 )™ *,
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Heonnazmu — do6p01<attecmeeﬂu, 37l0Ka4vecmeerHu u Heonpedeﬂeﬂu (GKJZ. Kucmu u nozmnu)

Penkwn:

C Heu3BECTHA YECTOTA:

JInmdom, HexomKKHHOB TMMpoM, Oonect Ha Hodgkin,
JIEBKEMUSI, MEJTAHOM, [IEPBHKAJIECH KaPIIUHOM.
XemaronueHaseH T-kinerbueH TuM@oM (TJIaBHO TIPH FOHOIITH U

MJaau Mexe ¢ 6onect Ha Crohn U yJmepo3eH KOoiuT),
Mepken-knerbueH KapiuaoM, Capkom Ha Kaposi.

Hapywenus na kxpvéma u aumgnama cucmema

Yecrtu:
Heuectu:
Penxu:

HeyTrponenus, neBkonenus, aneMust, TuMdaaeHonaTus.
TpomGonutonenus:, TuMponeHus, TMMEPOLIUTO3a.
ArpaHynonuTo3a, (BKIOUUTETHO KbpMadeTa U3JI0KEHH in
utero Ha uHQPIUKCUMa0) TPOMOOTHYHA TPOMOOIIUTOIICHUYHA
Myprypa, MaHIUTOIEHUS, XeMOJIUTHYHA aHEMUS], UANOTIATHYHA
TPOMOOIUTONICHNYHA MYPIypa.

Hapymenuﬂ Ha umyHHama cucmema

Yectn: CUMNTOMH Ha PECIIMPATOPHA AJIEPTHS.
Heuectn: AHaduiakTHuHA peakius, JTyIyc-log00eH CHHAPOM, CEpyMHA
OosecT WK peakiys, HarmoxoO0sBaIa cepyMHa O0JIecT.
Penkn: AnadumakTH4eH IIOK, BaCKYJIUT, CAPKOUI-TIOI00HA PEaKIHsL.
Hapywenus na memaboausma u XxpaneHemo
Hewectu: [Jducnunuupemust.
Icuxuunu napywenus
Yectn: [empecust, 6e3chHIUE.
Hewectn: AMHe3Hs1, TpPeBOXKHOCT, 00bPKBaHe, CHHINBOCT, HEPBHOCT.
Penxn: Anarus.

Hapywenus na nepsnama cucmema
MHoro 4uecTu:

Yectu:

Hegectn:

Penxu:

C Hen3BECTHA YECTOTA:

I'maBoGomnue.
CBeToOBBpTEXK, 3aMaiiBaHe, XUIIECTE3Us, TapeCTe3UH.
I'bpy, HEBpOMATHSL.

TpancBep3asieH MHEIUT, IEMHEITMHU3NPAIIH ITPOIIECH,
3acsTaniy [eHTpaTHaTa HepBHA cucTeMa (3a00MsBaHe MOI00HO
Ha MHOKECTBEHA CKIIEp03a U HEBPHUT Ha 3PUTEIHHUS HEPB),
JeMHUEITMHU3UPALIH TPOLECH, 3acsraiy nepudepHara HepBHa
cucrema (cunapom Ha Guillain-Barré, xponnuna
BB3NATUTEIHA JIEMUCITHHA3HPAIIA TOJTMHEBPONIATHS H
MynTH(QOKAIHA MOTOPHA HEBPOTIATHS).

MoO3BbUHO-CHIOBU HHIIMACHTH B TSICHA BpEMeEBa BPB3Ka C
nH}py3HATA.

Hapywenus na ouume
YecTn:
Heuectn:
Penxu:
C HeM3BECTHA YECTOTAa:

KoHIOHKTHBHT.

Keparut, nepropOuTamHu OTOIH, XOPACOIYM.

Ennodranmut

IIpexoana 3aryba Ha 3p€HUETO IO BPEME Ha WJIU B pAMKHUTE Ha
2 gaca cnen uHGYy3UsATA

Cvpoeunu napywenus
Yectu:
Heuecru:

Penxu:
C Heu3BECTHA YECTOTA:

Taxukapaus, maanuTaua

CbpaeyHa HETOCTATHYHOCT (HOBOOTKPHUTA MITH BJIOLIABAIIA
ce), apUTMUSl, CHHKOII, OpaguKapausl.

Iluano3a, nepukap/ieH U3JIUB.

MpuokapiHa nucxeMusi/uHbapKkT Ha MUOKapa

Cvoosu HapywieHus
Yecrtu:

Heuectn:

Penxu:

XUNOTOHUS, XUTIEPTOHUS, EKXMMO03a, TOIUIH BBIIHH,
3a4epBsIBaHeE.
[epudepna ncxemusi, TpoMO0hIeOUT, XEMaTOMA.

[{upkynaTopHa HEAOCTATBYHOCT, IETEXUS, ChJIOB CIA3bM.
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Pecnupamopnu, epvonu u meduacmunanuu HapyweHus

MHoro uecTu:
Yectu:

Heuectn:
Penxu:

Wudexnys Ha TOPHUTE JUXATEITHN ITHTUILA, CHHY3HUT.
Wudekuyst Ha TOTHUTE IUXATSITHU TBTHINA (HAMP. OPOHXHT,
ITHEBMOHWS), IUCITHES, SITUCTAKCHUC.

benoapoben oTok, OpoHXOCTIa3bM, IUIEBPHT, TUICBPAJICH U3JTUB.
HHaTepcTumanaa 6enoapodHa 6onect (BKIFOUATEITHO OBP30
nporpecupatio 3adomnsBane, Oenonpodna pudposa u
ITHEBMOHHT).

Cmomawno-upesnu HapyueHus
MHoro JecTu:
Yectu:

Heuectn:

Bboinka B kopema, rajieHe.

KpbBOM3IIUB OT TaCTPOUHTECTHHAIHHS TPAKT, AUAPHS,
TUCTIETICHS, TacTpoe3odareaneH pedIykc, 3amek.
UpesHa niepopariusi, YpeBHA CTEHO3a, THBEPTUKYJIHT,
MaHKPEATHT, XCHIIHT.

Xenamobunuapuu HapyweHus
YecTn:
Heuectn:
Penxu:
C Heu3BeCTHA YECTOTA:

Hapymena gepHopo6Ha (hyHKITHS, TOBUIIEHN TPAHCAMHUHARH.
XenatuT, XernaTolenyIapHo YBPEKIaHe, XOJICIHCTHUT.
ABTOI/IMYHCH XCIaTuT, UKTEP.

UepHompoOHa HEAOCTATHYHOCT.

Hapymeﬂuﬂ HA Kodcama u NOOKONCHAMA MbKAH

Yectu:

Heuectn:

Penxu:

C Heu3BeCTHA YeCTOTa:

[NosiBa wnn BrOIIaBaHe Ha Beye CHIICCTBYBAIIl ICOPHUA3UC,
BKJIIOUMTENTHO MYCTYJIO3€H NCOprUasuc (MpeAUMHO TI0 JAJTaHUTE
W XOJIWJIATA), YPTUKApHs, OOPHB, TIPYPHUTYC, XUTIEPXUIPO3a,
cyxa KOXa, IepMaTOMHKO3a, €K3eMa, aJloTNeIusl.

Bynosna epynuus, cebopest, po3aiiesi, KoKHa ManuioMa,
XUIEpKepaTo3a, MPOMsHA B KOXKHATA MATMEHTALUS.
TokcuyvHa enuaepMaiHa HEKPOJIK3a, CHHIPOM Ha
Stevens-Johnson, eputema myatudopme, GypyHKyII103a,
nuHeapHa IgA Oyno3na nepmaro3a (LABD), octpa
reHepain3upaHa ek3anTemaro3Ha myctynosa (AGEP),
JIMXCHOUJIHHU PCAKIIU.

BiioniaBane Ha CUMIITOMHTE Ha ACPMATOMHO3UT.

Hapymeuuﬂ Ha MYCKYJIHO-CKelemHama cucmema u CbeOUHUMEeNHAMA MbKAH

Yectu:

Aptpanrusi, Muairus, 0oika B repoa.

Hapywenus na 6vopeyume u nuxouynume nomuya

Yectu:
Heuectn:

Wudexnys Ha MMKOYHUTE TBTHIIA.
[Tuenonedpur.

Hapywenus na v3npoussooumennama cucmema u 2opoama

Heuectn:

Barunur.

Obwu napyutenus u egpekmu Ha MACMOMO HA NPULOCEHUe

MHoro 4uecTu:

Peaknusi, cBbp3ana ¢ uH(y3usTa, 0oJKa.

Yectu: bornka B repaute, ymopa, GeOpuIuTeT, peakiius Ha MACTOTO Ha
WHXXEKTHpaHe, BTPUCAHE, OTOK.
Hewectn: 3abaBeHo 3apacTBaHe Ha paHH.
Penxn:  OOpasyBaHe Ha rPaHYJIOMH.
Hscneosanus
Heuectu: IlonoxuTeNEH TECT 3a aBTOAHTUTEINA, TOBUILIEHO TETIIO' .
Penxu: OTkioHEHHE B CTOMHOCTUTE Ha KOMIUICMEHTA.

HapansiBanus, oTpaBsHUS 1
YCIIOXXHEHHS, Bh3HUKHAIH B
pe3yiTaT Ha HHTEePBEHITUN

C Heu3BeCTHA YeCTOTa:

YcnoxxHeHne ciell MHTEpBEHINS (BKJIIOYUTEITHO HHPEKIIMO3HH
1 HeMH(EKIMO3HN YCIOXKHEHHNS)
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* COVID-19 ce nabnronaBa npu NOJKOXKHO NpHiIokeH Remsima

** BKITIOUMTETHO TOBEX/ 1A TyOepKyo3a (nucemunnpana BCG uadekmus), BK. Touka 4.4

1 Ha mecerr 12 ot KOHTpOJIMpaHUs NIEPUOA Ha KIIMHUYHUTE U3IMUTBAHUS TPU BB3PACTHU IIPHU BCUYKU ITOKa3aHUA,

MeraHaTa Ha MOBHIIIEHUETO Ha TeJecHOTo Terio e 3,50 kg npu yyacTHunuTe Ha Jedenue ¢ uapukcumab copsimo 3,00 kg
HPH YYaCTHULUTE Ha miane6o. MenuaHaTa Ha OBUILIEHUETO HA TEJIECHOTO TETJIO NPY BB3NAIUTEIHN YPEBHU 3200 19BaHUSA
e 4,14 kg npu yuactTHHIMTE Ha Jiedenune ¢ nHparkcumab crpsimo 3,00 kg npu ydyacTHHIMTE Ha ruianeo, a MeuaHaTa Ha
MOBUIIEHHETO Ha TEJIECHOTO TETJIO IIPH PEBMATOJIOTHIHUTE Noka3aHus e 3,40 kg npu yqacTHHIUTE Ha JeYeHHE C
nHbmkcnmab cupsimo 3,00 kg nmpu ygactHHIMTE Ha 1U1ae6o.

Onncanne Ha N30paHy HEXEIIAHN JIEKAPCTBEHN PEAKIIANA

Peakiun, cBbpp3anu ¢ napy3UsITA

[Tpu KTMHUYHUTE TPOYYBaHUs PEaKLKs, CBbp3aHa ¢ MHPY3UATa, ce JeUHUpPa KaTo BCAKA HEXKENaHa
peakuusi, Bb3HUKHAIA 110 BpeMe Ha HH(Y3HATa UM B paMKuTe Ha 1 yac cien kpast Ha uH(y3usTa. [Ipu
18% ot nexyBanuTe ¢ HHMIMKCUMA0 MAMEHTH B KIIMHWYHA TTpoy4uBaHus ¢asa Il ca ce pazpunu
peakiuu, CBbp3aHu ¢ UHPY3UATA, TOKATO MPH NOTy4YiInTe mianedo — npu 5%. Karto mso, mo-romsm
JISUT OT TTALIMEHTHUTE, TOMy4JaBally HHQIMKcUMab KaTo MOHOTEepanys Pa3BUBAT pPeakiys CBbp3aHa C
nH(Y3UATa, B CPABHEHUE C MAIUEHTHTE, ITOTyYaBallli € THOBPEMEHHO HHPINKCUMA0 U
umyHomoynatopu. [Ipu oxomo 3% OT manueHTUTe JeYeHNETO € MPEKPATEHO MOPATH PEaKITHs,
CBBbp3aHa ¢ MH(]Y3UATA, KATO BCUUKH MAIIMEHTH — 0€3 3HaYCHHUE JTAJIN Ce € Halarajo MeJUKaMEeHTO3HO
JIeYeHUE WK He, ca ce Bh3CcTaHOBWIN. OT NeKyBaHUTE ¢ HH(PIUKCHMA0 MAIUeHTH, KOUTO ca UMaIIn
peaknus, CBbp3aHa ¢ HH(Y3uATa B IEpHUOAa HAa HHAYKIMS pe3 6-a ceqmuua, 27% ca pa3BUin
peakiusi, CBbp3aHa ¢ HHQY3UATa M0 BpeMe Ha MO IbPKALIHs IEPUOJ] OT CeAMUIIA 7 0 ceamuna 54.
OT nmanueHTHTe, KOUTO HE Ca UMallil PeaKiys, CBbp3aHa ¢ HHQY3UsATa M0 BpeMe Ha MHIYUPAIINs
nepuon, 9% ca pa3BHIIM TakaBa 110 BpeMe Ha IOIIbPKAIINS TIEPHO/I.

B knuHM4YHO npoyyBaHe npu nanueHTu ¢ peemaTtouaeH apTput (ASPIRE), npoasmkuTtennocTra Ha
uH(y3uuTe e Omia okoio 2 yaca 3a mbpeute 3 nHGY3UU. [IpoabIIKUTETHOCTTA HA TOCIIEABALIUTE
uH(Yy31un OM MOTJIa Aa ce ChbKpaTH 0 He MOo-KpaTka oT 40 MUHYTH IPH MALMEHTH, KOUTO HE ca
pa3BUIIM CEPHO3HA peaKilus, CBbp3aHa ¢ nH(py3usaTa. B Tora u3nureane, npu 66% ot nanueHtute (686
ot 1 040) e ockIliecTBeHA TIOHE €THA ChKpaTeHa WHY3US ¢ MPOIBIDKATETHOCT 90 Mt 10-Majko
MUHYTH, a 11pu 44% ot natmenTure (454 ot 1 040) e peanusupana noHe eaHa CbKpaTeHa HHPY3Us C
npoabLKUTENHOCT 60 WK Mo-Manko MUHYTH. OT JieKyBaHUTE ¢ HHAIMKCHMAO0 MalUeHTH, TPYU KOUTO
€ peaM3upaHa MoHE e/lHa ChbKpaTeHa NH(Y3Us, PeaKilun, CBbp3aHu ¢ HHPY3UATa ca HaOI0jaBaH!
npu 15% oT nauueHTuTe, a CEpHO3HU PEaKLUUH, CBbp3aHy ¢ MH(y3usTa ca HabmoxaBanu npu 0,4% ot
NalUeHTHTE.

B knuHn4HO npoyuBane npu nanuenty ¢ 6osect Ha Crohn (SONIC) cBbp3anu ¢ uHQy3usITa peakuuu
ca HacThiuiu npu 16,6% (27/163) ot nanueHTHTe, M0Iy4aBain HHPIMKCUMAO KaTO MOHOTEpAIIus,
5% (9/179) ot mauueHTHUTE, NMOJTy4YaBayid HHPIMKCUMA0 B KoMOuHanus ¢ AZA u 5,6% (9/161) ot
NalnueHTHTe, moiy4yaBaan AZA xaTo MoHOoTepanus. EjqHa cepruosHa, cBbp3aHa ¢ MHY3UsTa peakius
(< 1%) e BB3HMKHANIA IIPH MIALUEHT, JEKyBaH ¢ HHOIMKCUMA0 KaTO MOHOTEPAIIHSL.

[Tpe3 mocTMapKETHHTOBUS MIEPUOJ] B pE3YJIITAT Ha PUIIOKESHHETO Ha MHPIUKCHUMA0 ca HaOIItoJaBaHu
ciydau mojo0HM Ha aHADUIAKTHYHH PEAKINH, BKITFOUUTEIHO C OTOK Ha JIApUHKCA Wi (hapuHKca,
TEXbK OPOHXOCMA3bM U I'bpUOBe (BXK. Touka 4.4). ChoOIIaBa ce 3a Ciiydau Ha MPexo/Ha 3aryda Ha
3pEHHUETO 10 BPeMe Ha MJIM B paMKUTE Ha 2 4aca cien nHdysusra Ha nHdiaukcumad. Chobimasa ce 3a
ciydau (HIKOU C JICTATEH M3X0/[) HA MUOKAp/IHA HCXeMUs/MH(DAPKT HA MUOKAP/Ia ¥ APUTMHSI, HIKOU B
TSICHA BpeMeBa Bpb3ka ¢ MH(DYy3usATa Ha HH(IMKCHMa0; choOIIaBa ce ChIIO 3a CIIy4au Ha MO3bYHO-
ChJIOBU MHIIMJCHTH B TSCHA BpEMEBa Bpb3Ka ¢ HHPY3uaTa Ha MHPIUKCHMAO.

Peaknun CBBP3daHH C I/IHd)V3I/I$ITa CJIea MOBTOPEH KYpPC C I/IHd)J'II/IKCI/IMa6

KimHu4HO npoy4BaHe MpH MAlMeHTH C YMEPEH A0 TSKbK IICOPHA3UC € pa3pabd0oTeHO Aa OLICHH
e(rKkacHOCTTa ¥ 0€30TIACHOCTTA Ha JIBJITOCPOYHOTO MO IHPIKAIIO JICUCHHE B CPABHEHHUE C IIOBTOPEH
Kypc ¢ MHQIIMKCUMal ¢ MHAYKIIMOHEH pexuM (MakcumMyMm 4 nH(py3uu Ha 0-Ba, 2-pa, 6-Ta U

14-ta ceamuiia) ciien o00OCTpsiHe Ha 3200 siBaHeTO. [laleHTHTE HE ca MMOJyYaBajy ChIIBTCTBAIIO
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UMYHOCYTIPECHUBHO JiedeHue. [Ipy manueHTuTe B paMoTo Ha MOBTOPHO JieueHue, 4% (8/219) ca
MOJYYHIIM CEPUO3HA PeaKIys, CBbp3aHa ¢ HHPY3usITa, cupsaMo < 1% (1/222) oT narueHTuTe Ha

o IbpaKaIo JeueHue. [lopeuero ot cepro3HnTe MH(Y3NOHHU PEaKIMK Ca HACTHITHIIM 110 BpeMe Ha
BTOpaTta uH(py3us Ha 2-pa ceqmuiia. MHTEpBaTbT MEXy MOCIEAHATA TOAAbPIKAIIIA 033 U ITbpBaTa
PEMHIYKIIMOHHA 1032 Bapupa oT 35-231 nau. CuMnToMuTe BKIIOYBAT, HO HE Ca OTPaHUYEHH JI0,
JIICITHES], YPTUKAPHSI, OTOK Ha JIUIETO U XUTIOTOHUS. BHB BCHUKH CiTy4au JieueHHeTo ¢ HHPIUKCUMa0
€ TIPEKPaATCHO W/WIK € HA3HAYCHO JIPYTO JICUECHHUE C IIBJIHO OT3BYyYaBaHE HA MIPU3HALIUTE U
CHUMIITOMHUTE.

3abaBeHa CBPBXYYBCTBUTCIHOCT

B kimMHUYHATE TPOYUYBaHUS PSAAKO ca HAOJIIOIaBaHH PEaKIUK Ha 3a0aBeHa CBPBXIYBCTBHTEIHOCT,
KOUTO Ca e MPOSBUIIM CIIe]] TIepruou 0e3 mpreM Ha uHpIukcumMab mo-mManku ot 1 roguna. B
MPOYyYBaHUsATA 32 JICUCHUE HA TICOPUA3UC, PEAKITMHUTE Ha 3a0aBeHA CBPBXUYyBCTBUTEIHOCT Ca
BBH3HUKBAIIM ITO-PAHO B X074 Ha JieueHHeTo. [Ipr3HauTe 1 CHMITOMUTE BKJIFOUBAT MHAJITHUH W/UITA
apTpairuu ¢ (eOpUIUTET W/ UiIN OOpUBH, IPU HIKOU MAIMEHTH C MIPYPUTYC, OTOK HA JIUIETO, AJaHUTE
WM yCTHUTE, TUucharvs, ypTukapus, 00JIka B TbPJIOTO U IJIaBOOOIHE.

JlanHKTE 32 YecToTa HA PeaKIMUTE Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT CJIe eproan Oe3 mpreM Ha
I/IH(l)J'II/IKCI/IMa6, IMO-ABJITK OT €/JHa roaruHa, Ca HEAOCTATbYHU, HO OTPAHUYCHUTEC JaHHU OT KIIMHUYHUTC
NPOYYBaHUS COYAT, Ye C yAbDKaBaHE Ha Tieproja 6e3 mprueM Ha HHQIUKCUMA0, pUCKBT OT pa3BUTHE
Ha 3a0aBeHa CBPBXTYBCTBUTEIHOCT HapacTBa (BX. TOUKa 4.4).

B enHOrOaMIIHO KITMHUYHO MPOYYBaHE ¢ MHOTOKpaTHH HH(Y3UHU HA TalueHTu ¢ 6onect Ha Crohn
(nmpoyuBane ACCENT I), uecTtoraTa Ha BR3HUKBaHE Ha HAIIOJOOSBAIIY CEpyMHA OOJIECT PEaKIIUH €
ouna 2,4%.

HNmMyHOreHHoCT

[Tpu manmenTuTe, IPU KOUTO CE Pa3BUBAT aHTUTENA Cpelly HHPIUKCUMAO0, € TIO-ToJisiMa BepOsSTHOCTTA
(npubam3urenHo 2-3 MbTH) 32 Bb3HUKBaHE HA WHPY3UOHHU peakiuu. M3riexna, 4e CbBMECTHOTO
NPUIOKEHHE ¢ IMyHOCYIIPECOPH HaMallsiBa 4YeCTOTaTa Ha Bb3HUKBaHE Ha HH(PY3UMOHHU PEaKIH.

B knmuHMYHM NpoyYBaHUs HA €THOKPATHO M MHOTOKPATHO MPUJIOKEHHE Ha HHGIMKcuMal B 1034 oT 1
1o 20 mg/kg, anTuTeNa cperty HHQIMKCUMal ca ycraHoBeHU nipu 14% 0T maIeHTuTe, MoJrydaBaliu
OCBEH TOBa U UMYHOCYIIPECOPH, U IIpH 24% OT MalMEeHTUTE, KOUTO HE MOIy4aBaT UMYHOCYIIPECOPH.
IIpu manueHTUTE C peBMAaTOMUICH apTPHT, JIEKYBaHH 110 IPENopbYaHaTa cxeMa ¢ MHOTOKPaTHO
MPUJIOKEHUE Ha METOTPEKCAT, aHTUTEIIA Cpelly HHPIIMKCUMa0 ca ycTaHoBeHH mipu 8% OT
nanueHTute. [Ipu nanueHTHTE € IICOpUaTHYEH apTPUT, JIEKyBaHH ¢ nHPIMKCUMad B 103a 5 mg/kg cbe
win 6e3 MeToTpeKcar, aHTUTeNa cpelly nHGIMKCUMao ca yctanoBeHu npH 15% (mipu 4% ot
TIAI[UEHTHUTE, MTOJTy4aBalll METOTPEeKcaT, U Ipu 26% OT MalueHTUTe, KOUTO He ca OWJIHM Ha JIEYeHHE C
METOTpEKCAT B HAYAJIOTO Ha JieueHueTo ¢ nHumkcnmad). [Ipu manuenture ¢ 6onect va Crohn, KOUTO
ca OWJIM Ha IOAIBPIKAILIO JIeUeHHe, aHTUTENa cpelly HHIMKcuMal ca yctaHoBeHu oomo npu 3,3% ot
NalUeHTHTE, MOy4YaBaau UMyHocynpecop U nipu 13,3% oT nauneHTuTe, KOUTO HE ca MOIydaBaIn
MMYHOCYTIpecopu. YecToTaTa Ha pa3BUTHE Ha aHTUTeNA € 2 10 3 TbTH MO-BUCOKA MPH MAIlUEHTH,
JIeKyBaHH enu3041u4yHO. [lopaan MeTo0IOrMYHUTE OTPAaHUYEHUS, OTPULIATENTHUAT PE3yITaT He
M3KJII0YBA HAJTMYMETO Ha aHTUTENa cperty nHpnukcumad. [Ipy HIKOM NaunueHTH ¢ aHTUTENa CPeLy
UHQIMKCUMAa0 BB BUCOKM TUTPH CE YCTAHOBSBAT JaHHH 32 HaMaJlsiBaHE Ha e(PUKACHOCTTA HA
neuenneto. [Ipu npudnusutenHo 28% oT MaMEHTUTE C TICOPUA3KC, TTOJTydaBAIH HHPIUKCHUMA0 KaTo
MOJIBPIKAILO JIEYeHUE U 0€3 CHITbTCTBAILO JCUSHNE C UMYHOMOIYJIaTOPH, C€ YCTAHOBSABAT aHTHTENA
cpenty uHpIHKcHMAO (BK. Touka 4.4: | IH)Y3MOHHH pEeaKu U CBPbXUYBCTBUTEITHOCT).

Wudekumu

[pu nanyenTy, neKyBanu ¢ MHPIUKCHUMa0, ca HabIro1aBaHu TyOepKyIo3a, OaKTepuaiHi HHPEKIHH,
BKITFOUHTEITHO CETICUC U ITHEBMOHUH, UHBa3UBHU I'bOWYHU, BUPYCHH U JIPYTH ONMOPTIOHUCTUYHN
nHpexnuu. Hakou ot Te3n nHpeKIrn ca OUTH ¢ JIeTaJeH U3X0/; Hai-4ecTo ChoOIIaBaHUTe
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OTIOPTIOHUCTUYHH WH(EKIIUH C YeCTOTa HA CMBPTHH CIIy4an > 5% BKIIIOUBAT THEBMOIIMCTHA
MTHEBMOHUS, KaHIN03a, INCTEPHO3a U acIieprmios3a (BK. Touka 4.4).

B ximHnYHAUTE ipoy4BaHus pu 36% OT MmoTydaBainTe HHGIMKCUMAO MAlMEHTH CE € Hajlaraio
JiedeHne W Ha MH(EKINH, JOKATO MPH MallueHTHTE, MOXy9IaBau mianedo — npu 25%.

YecToTaTa Ha CEpUO3HUTE MHPEKINHY, BKIIFOYUTEIHO U Ha THEBMOHUH, B KJIMHUYHUTE IPOYYBaHUS 3a
JieueHHEe Ha PEeBMATOWJICH apTPHT € MO-BUCOKA MPU TAIUCHTUTE, JIEKYBaHU ¢ MHPIUKCUMA0 U
METOTpEKCaT, B CpPaBHEHHE C MAI[USHTUTE, JIEKyBaHHU CaMO C MeTOTpeKcat, ocodeHo npu ao3u 6 mg/kg
WY TIO-BHCOKH (BK. TOuKa 4.4).

Criopen1 CIOHTaHHUTE TOCTMAPKETUHIOBH CHOOIIICHHUS HAl-UeCTUTE CEPUO3HU HEXKETIAaHH PEaKIUK ca
uHpeknuute. Hakou ot Te3u ciayyau ca ounu ¢ neraneH uzxon. [Ipudnusurentno 50% oT cMbpTHUTE

cllydaw, 3a KOMTO MMa ChOOIICHUS, ca OMITU BBB Bph3Ka ¢ MHPEKIus. MiMa cho0IIeHHs 3a ciiyyau Ha

TyOepKyJI03a, HIKOU OT KOUTO C JICTAICH M3X0/l, BKIFOYUTEITHO U HA MUJIIAPHA U EKCTPayIMOHATHA
TyOepKymo3a (BX. Touka 4.4).

31okadecTBeHH U JIMM@onpoandepaTUBHU 3a00ISIBAHAS

B xnuHWYHUTE IpOyYBaHuUs ¢ MHPIUKCHUMA0, B KOUTO ca JeKyBaHu 5 780 manueHTn

(5 494 nanueHTOroAMHM), Ca YCTAaHOBEHHM 5 ciiydas Ha JIUM(OMH u 26 Cilydas Ha pa3jIuyHU OT
muMQpOMH 3TT0KaueCTBEHH 3a00IsBaHus, okaTo ipu 1 600-Te manueHTy, moryJaBaiiy rmiamnedo
(941 manueHTOTroAMHU) € OTKPUT 1 Cilydal Ha pa3jryHO OT JUMQOM 3JI0KAUSCTBCHO 3a00IsIBaHE U
HUTO eIMH JTUMpOM.

B mpwenrocpouno npocneisBane Ha 6€30MaCHOCTTA IPH KIIMHUYHUTE POYYBAHUS ¢ HHPIMKCHMA0 110 5
roaunau (6 234 manueHtoroannu, 3 210 manueHTH), MMa ChOOIEHUS 3a 5 CiIydas Ha pa3BUTHUC HA
nuMdomu 1 38 cirydasi 3a pa3BUTHE HA PA3IMYHU OT JTUMQOM 3JI0KaUECTBEHH 3200 IsIBAHUSI.

B nmocTmapkeTHHTOBHS TIEpro] ce ChoOIIaBa U 3a Cilydau Ha 3JI0KaueCTBEHU 3a00JsIBaHuUS,
BKJIFOUUTEITHO JTUM(POM (BK. ToUKa 4.4).

B knmuHMYHO npoyyBaHe NP MAaLUEHTH C yMEPEHO TeKKa 10 Texxka XOBb — OuBImM mim HacTosAmu
nymayd, 157 Bb3pacTHU MAlMeHTH ca JIEKYBaHU C HHPIMKCUMAO B TO3H, OJIM3KH 10 TpUJIaraHuTe Ipu
peBmarounzieH apTpuT u 6onect Ha Crohn. IIpu 9 OT Te3u MaMeHTH ca OTKPUTH 3JI0Ka4eCTBEHH
3a00JsIBaHMs, BKJIFOYUTEIIHO U eJUH TuMpoM. MeanaHata Ha NPOIBJLKUTEIIHOCTTA Ha
npocnensasaneTo ¢ 0,8 roaunu (3adoneBaemoct 5,7% [95% moseputenieH unreprai 2,65%-10,6%]. B
KOHTPOJIHATA Tpymna oT 77 nanueHTy uMa |1 choOIIeHne 3a 3710KadecTBEHO 3a00sBaHe [MeraHa Ha
MPOABIDKUTEITHOCT Ha nipocneasBade 0,8 roauHu; 3a0oneBaemocT 1,3% [95% moBepurenen nHTepBal
0,03%-7,0%]). OcHOoBHaTa 4acT OT 3JI0KaueCTBEHUTE 3a00JIsIBaHMsI ca OMIIM HOBOOOpa3yBaHHs Ha
OenuTe IPoOOBE, TIaBaTa WK IIHATA.

B monynanuoHHO peTpOCIEKTUBHO KOXOPTHO MPOYYBaHe, € OTKPHUTA TOBUIIIEHA YECTOTA Ha
IIEPBUKAJICH KaPIIMHOM IIPH KEHU C PEBMATOHUJICH apTPHT, JICKYBaHU ¢ MHPIMKCUMA0 B CpaBHEHHUE C
MAIMeHTH, KOUTO HE ca JIEKyBaHHU ¢ OMOJIOTMYHY MTPOYKTH WIIH 00IIaTa MOITyJIAIUs, BKIIFOUUTEITHO H
Te3W Ha BB3pacT Hax 60 ronnHu (BXK. Touka 4.4).

B nompnHEeHME, IMa MOCTMAapKETHHIOBH CHOOIIEHHUS 32 pa3BUTHE Ha XeMaToyneHaleH T-KieTbueH
nuM(oM IpH NauKeHTH, JIEKyBaHU ¢ HHPIUKCHUMA0, KaTo MO-rojsiMaTta yacT OT Te3U Clydyau
BB3HUKBAT MPU MalMeHTH ¢ Oosect Ha Crohn WM ymnrepo3eH KOJIHT, OBEYETO OT KOUTO ca FOHOIIN
WJIH MJIaJId MBXKe (BXK. Touka 4.4).

C’BD}IC‘IHa HCAOCTATHYHOCT

ITpu mpoyuBane ®aza I, unsiTo men e Ouia oleHKa Ha JIEYEHNETO ¢ MHPINKCUMA0 MPH MAIUEHTH ChC
3CH, npu nexyBaHuTe ¢ HHPIMKCUMA0 MAallMeHTH € yCTaHOBEHA M0-BUCOKA CMBPTHOCT B PE3yJITaT Ha
BJIOIIABAHE HA ChpJEYHATa HEJOCTATHUYHOCT, OCOOEHO MPH NMALMEHTHUTE, JISKYBaHU C BUCOKA /1032 —
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10 mg/kg (T.e. IByKpaTHO MMO-BHCOKA OT yTBbpAEHATa /103a). B Toa mpoyuBane 150 maiieHTH Cbe
3CH III-IV ®K o NYHA (;1eBokamepHna ¢paxiust Ha n3TiiackBane < 35%) ca momydyaBaiu mo

3 undy3un Ha uHPIUKCUMad B go3a 5 mg/kg, 10 mg/kg nnu mnanedo B NpoabJKEHUE HA 6 CEIMHUIIN.
B pamkure Ha 38 ceamunu ca mounnanu 9 ot 101 naumenTy, nexkyBanu ¢ HHGIUKCHMa0 (2 TeKyBaHH
B f03a 5 mg/kg u 7 nexysanu B no3a 10 mg/kg), nokaro ot 49 manueHTH, TOTYYHIN T1ae6o, e
MOYHMHAJ CaMO €JHH.

[Ipe3 mocTMapKETHHTOBUS MIEPUO]] IMa CHOOIICHUS 3a BIOIIABAHE HAa ChpJcUHa HEIOCTATHYHOCT IIPH
NAlMEHTH Ha JIeYeHHUe ¢ HHPINKCUMA0, KaToO yCTaHOBSIBAHETO HAa OTKIIIOYBALIN(AKTOPU B HAKOH
ClIydad € Bb3MOXHO, a B Ipyrd — He. [Ipe3 mocTMapKeTHHIOBHS IIEPHOA UMa U ChOOIIEHUS 32
HOBOOTKPHTA ChPJEYHA HEOCTATHYHOCT, BKIIOUUTEIHO U TIPU MAEHTH 0e3 TaHHU 3a
NpEeIEecTBAIIO0 ChPACYHOCHI0BO 3a00msaBane. Cpes Te3u MaleHTH nMa U TAKUBa Ha BB3PAacT MOJ
50 roguHM.

XCHaTO6I/IJ'II/IaDHI/I HapYIICHUA

B ximmHWYHA TpOyYBaHUS 3a JIedeHne ¢ nHQIMKCHMal ca HaOIII01aBaHu CITydaH Ha JIEKO 0 YMEPEHO
nopumasane Ha AJIAT u ACAT 6e3 nporpecusi KbM TEKKO YepHOAPOOHO yBpexkaane. HabmogaBanu
ca noBummaBaaus Ha AJIAT > 5 meTu ropuara rpanuna Ha Hopmata (UNL) (Bx. Tabmmma 2).
[loBumaBane Ha TpancamuHazute (mo-decto Ha AJIAT, otkonkoto Ha ACAT) e HaGnmronaBaHo 110-
YeCTO NPH MAUSHTUTE Ha JICUYCHHE C HHPIUKCUMA0, OTKOJIKOTO B KOHTPOJHHUTE TPYIH — KaKTO MPH
MOHOTepamus ¢ HHPIMKCHMa0, Taka U MPH MPUIOKEHHUETO My B KOMOMHAIUS ¢ UMyHOCyIpecop. B
MOBEUYETO CITyYad MOBHUINABAHETO HA TPAHCAMUHA3UTE € IPEXOTHO; BCE TAK, MPH MaJKa JacT OT
MalMEHTHTE, CH3UMHTE ca OCTaHAaIH OBUIICHH MO-MPOIBIKUTENHO BpeMe. Haii-o0m1o, nanuenTure,
nipu kouTto ce nopumasat AJIAT u ACAT, octaBaT aCUMIITOMAaTUYHU U CTOMHOCTUTE HA €H3UMUTE Ce
MTOHIKABAT WITU C€ HOPMAIIM3UPAT U TIPU NPOABIKABaHe, U TIPH CITUPaHe Ha JICUSHUETO C
WHGIIKCUMA0, KaKTO U TIPH KOPEKIKs Ha ChIIBTCTBAINATa Tepamnus. [Ipe3 mocTMapKeTHHTOBHS
MEepUo]] IMa CHOOIIEHHS 32 UKTEP U XETMaTUT, TOHSKOTa C XapaKTEPHCTUKA HAa aBTOMMYHEH XeIaTuT,
NIpY TIALMEHTH, JIeKyBaHU ¢ HHQIHUKcHMa0 (BK. Touka 4.4).

Ta6anuna 2
IMponent Ha nanuenTuTe ¢ nopuienne Ha AJIAT npu KIMHUYHH TPOYYBAHMS
ITokazanue Bpoit naipentr® | Meauana Ha nepuoa >3 x ULN >5x ULN
Ha NpociesBaHe
(ceqmunn)*
wiane6o | mapam | wianedo | mHGIMKcHMa | Tuianebo | QMM | mianebo | HHIN
KCHMa 0 KCUMa KcuMa
0 0 0
Pesmaroune | 375 1087 | 58,1 58,3 3,2% 3,9% | 0,8% 0,9%
H apTpuT!
Bonecr Ha 324 1034 | 53,7 54,0 2,2% 4,9% | 0,0% 1,5%
Crohn?
bonecr Ha N/A 139 N/A 53,0 N/A 4,4% | N/A 1,5%
Crohn nipu
Jena
Vimepozen | 242 482 30,1 30,8 1,2% 2,5% | 0,4% 0,6%
KOJIUT
VYaneposeH N/A 60 N/A 49,4 N/A 6,7% N/A 1,7%
KOJIUT IIPH
Jena
Ankunosupa | 76 275 24,1 101,9 0,0% 9,5% | 0,0% 3,6%
101
CIIOHIHJIUT
Icopnarnue | 98 191 18,1 39,1 0,0% 6,8% | 0,0% 2,1%
H apTpuT
Icopuasuc ¢ | 281 1175 16,1 50,1 0,4% 7,7% 0,0% 3,4%
TUTIAKH
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1 Tlamuenture B muianebo TPymuTe MOIy4aBaT METOTPEKCAT, IOKATO TE3U B TPYITUTE HA JICUEHHE C
uHGIMKCUMA0 TOIydYaBaT KakKTo HHPINKCHUMA0, Taka U METOTPEKCAT.

2 Tlauuentute B ruianedo rpynute, npu asete npoyusanus ¢asa Il mpu 6onect na Crohn —
ACCENT I u ACCENT II, monmyyaBat HauasiHa fo03a oT 5 mg/kg nHpnmmkcumab B Ha4anoTo Ha
MpOyYBaHETO, KaTO MO BpeMe Ha Toyrbpikaiiara ¢aza moimydasat mianebo. [lammenture, kouto ca
paHIOMHU3UPAHU B TPYIIUTE HA TIOIBPIKAIIO JICUSHHE, TTOTyYaBally Ianedo, HO BIIOCIECTBHE
MHUHABaT Ha JieueHue ¢ nHdankcuMad, npu ananuza Ha AJIAT ca BkIOYeHH B rpynaTa Ha JICUeHHE
¢ napmukcnmad. B msmmrBane ¢asa I1Ib mpu 6omect Ha Crohn - SONIC, manueHTHTE Ha TUT1ae6o
ca nomy4aBanu AZA 2,5 mg/kg/nHeBHO KaTo akTHBHA KOHTPOJIA B IOIBITHEHNE KbM UH(Y3UHUTE Ha
iane6o nHpIUKCHMao.

3. Bpoii nanueHTH, Ipu KOUTO ca oleHsiBaHu cToitHocTuTe HAa AJIAT.

4. Menunanara Ha eprofa Ha IIPOCIeAsIBaHe € Bh3 OCHOBA Ha OpOsI Ha JIEKYBAaHUTE MAI[UCHTH.

Auxtunykieapuu anrurena (ANA)/anturena cpenry asoiiHoseprxkHa JIHK (anti-dsDNA)

[Tpn mpubIM3UTETHO MOJOBHHATA OT JICKYBAaHUTE B KIIMHUYHH MPOYYBAHUS ¢ MHOINKCUMA0
MalMeHTH, KOUTO U3X0IHO ca Ommu HeraTuBHH 32 ANA, B Xo1a Ha npoyusaneTo ANA ca ce
HO3UTHBHUPAITY — 32 CPABHEHHE ITPH TTOTyYHIINTE TuIanedo namyeHTu ANA ca ce TO3UTHBHpATH IPU
npubnuzutenHo 1/5. Anti-dsDNA antuTena ce OTKpHBaT 3a IbPBU BT NPpH NpUOIM3UTENHO 17% OT
JISKyBaHUTE ¢ MH(PIUKCHMA0 MAIMeHTH, JJOKATO MpH nojyuniute miane6o — npu 0%. [1o mocnenHu
naHHu 57% OT nekyBaHuTe ¢ MH(IUKCUMa0 narreHTy octaBaT anti-dsDNA nonoxkutensu. Benpeku
TOBa, CHOOIICHUATA 32 PA3BUTHE HA JYITyC-IO00CH CHHIPOM He ca 4ecTH (BXK. Touka 4.4).

IlegpnaTpyyHa monyJiarust

Tlayuenmu ¢ 106eHuien peemamouder apmpum

WNudnukcumabd e u3cieaBaH B KIMHUYHO TpoyuBaHe npu 120 nanuedTy (Ha Bb3pact 4-17 rogunn) ¢
AKTUBEH IOBEHWJICH PEBMAaTOMAEH apTPUT BBIIPEKH JICUCHUETO ¢ MeToTpekcaT. [lpu manuenrture ca
npuiarand 3 wii 6 mg/kg nHdarKcuMab kKaTo 3-1030B MHIYKIIMOHEH peskuM (Ha 0, 2 1 6 cenmuna
WM CbOTBETHO Ha 14, 16, 20 ceamuria), mocieaBan OT MOAABPKAIIO JICUCHUE BEAHBK HA BCEKH

8 ceIMUIIM, CBBMECTHO C JICUEHHE C METOTPEKCAT.

Hnghysuonnu peaxyuu

WH}y3roHHN peakmu ca ce pa3BuiId npu 35% OT NaueHTHTE C FOBEHWIECH PEBMAaTOUICH apTpuT,
JeKyBaHH ¢ 103a 3 mg/kg, TOKaTo Mpu MarMeHTuTe, JEKyBaHu ¢ 103a 6 mg/kg, MHPY3UOHHN peakuuu
ca ce pa3swi ipu 17,5%. B rpynara nanuenTy, jJekyBanu ¢ uHpiukcumad ¢ no3a 3 mg/kg, npu 4 ot
60-Te nmaIMeHTy ca Ha0JItoJaBaH! CEPUO3HH WH(Y3UOHHHU PEaKIy, a IPU 3 OT MAIUCHTHTE € UMAJIO
CbMHEHHE 32 aHa(rIIaKTHYHA peaknus (KaTo B 2 OT CIIyYaHuTe Ce € Kacaelo 3a CeprHo3Ha peaKiys,
cBbp3aHa ¢ nH(Qy3uaTa). B rpynara nanueHTy, nexkyBanu ¢ go3a 6 mg/kg, npu 2 ot 57-Te manueHTy ca
HaOJr01aBaHK CEPUO3HU MH(DY3MOHHH PEaKIUK, KaTo B UHMUS CITydai € IMaio ChMHEHUE 3a
aHaWIaKTHYHA peakius (BXK. Touka 4.4).

Hmynozennocm

Pa3Butne Ha anTHTENa Cpelty nHGIIMKCUMAaO e HabmonaBaHo npu 38% OT MalUeHTHTE, JIEKYBaHH C
no3a 3 mg/kg, noKaTo NpH NaLMEeHTHUTE, JIeKyBaHH ¢ n1o3a 6 mg/kg — npu 12%. Tutpute Ha
aHTHTENaTa ca OWIIM 3HAYMTEIHO MTO-BUCOKHU B rpyIlara MaifeHTH, JJeKyBaHu ¢ 1o3a 3 mg/kg,
OTKOJIKOTO B TpyIiaTa MalyeHTH, JIeKyBaHu ¢ 103a 6 mg/kg.

Ungpexyuu

WHudekuun ca Habmonasanu npu 68% (41/60) ot geuara, JeKyBanu ¢ HHQIMKcUMa0 ¢ 103a 3 mg/kg B
npoabDKeHue Ha 52 ceamuiy, ipu 65% (37/57) ot geuarta, nekyBanu ¢ nHumkcuMab ¢ go3a 6 mg/kg
B IpoabinkeHne Ha 38 cenmuru u ripu 47% (28/60) oT nenara, nmoaydyaBaid miane6o B IPOIbIDKEHUE
Ha 14 ceqmuru (BXx. Touka 4.4).
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Bbonecm na Crohn npu neduampuynu nayuenmu

B npoyusanero REACH cnenHuTe HeXellaHU peakiluy ca ChOOIAaBaHU O-4ECTO MPH MEAUATPUUHU
nanueHTy ¢ 6onect Ha Crohn (Bk. Touka 5.1), OTKOJIKOTO MPH BB3PACTHU MAITUEHTH ¢ 00JIECT Ha
Crohn: anemus (10,7%), kxpbB B n3npaxkaenusta (9,7%), neskonenus (8,7%), 3auepssiBane (8,7%),
BupycHu napexn (7,8%), Heyrpomnenus (6,8%), bakrepuanan nHbeknnu (5,8%), ageprudau
peaKIuu ¢ IPOsIBU OT CTpaHa Ha AuxaTenHuTe nbTuma (5,8%). B nonbiHeHne, ca ChOOIEHH KOCTHU
¢dpaktypu (6,8%), 3a kouTo 0baue He € yCTaHOBEHA MPHUYMHHO-CIIECTBEHA Bpb3Ka. [lo-moimy ca
M30pOEHU HAKOU MO-CICIIHATHA ChOOPaXKSHHUSI.

Peaxyuu, cevpzanu c ungyzusma

B mpoyusanero REACH 17,5% oT panaoMu3npaHnuTe MAMEHTH ca Pa3BIWIK | WM MoBede
WH(Y3UOHHU peakimu. He e umano cepruo3nn nH(GY3HOHHH PEaKIU, a PH JBaMa OT MAI[CHTHTE B
REACH ca ce pa3Buinu aHaQMIaKTHYHU PEAKIIUU, KOUTO HE ca OMIIM CEPUO3HM.

Hmynoeennocm
AHTHTeNA cpenry HHPIUKCMab ca OTKpUTH 1pH 3-Ma (2,9%) oT meaunaTpuaHUTE MAIUeHTH.

Hnghpexyuu

B nmpoyuBanero REACH cpobuienus 3a nnpexuun uma npu 56,3% oT paHIOMHU3UPAHNUTE MALUECHTH,
nexyBaHu ¢ MHQIMKcHMa6. ChoOIeHnsATa 32 UHPEKINHU ca TI0-YeCTH NPH MaUSHTH, IPU KOUTO
WH(Y31U ca IpaBeHU Npe3 8 CeIMUIIM, OTKOIKOTO MPH IMALUEHTH, TPU KOUTO ca MPAaBEHH Ipe3

12 ceqmunu (cpoTBeTHO 73,6% 1 38,0%), 1OKaTO CHOOIIECHHS 32 CEPUO3HU MH(DEKIINH UMa pU

3 malnMeHTH B TpymnaTa Ha HHY3UH mpe3 8§ CeIMHLIM U TpH 4 MAalMeHTH B rpynarta Ha HH(Y3UH pe3
12 cenmunu. Haii-uecto choOriaBanute MHGEKIMK ca HHPEKIIMUTE HAa TOPHUTE JUXATCIIHU IIBTUIIA U
(apuHTUTH, 2 Hal-9eCTO ChOOIaBaHaTa cepro3Ha nHdekius e abcrec. ima croOmienus 3a Tpu
CITydJasi Ha THeBMOHHUS (€JHa CEpHO3HA) U JIBa CITydasi Ha XepIiec 30cTep (U IBaTa He ca CEpPUO3HH).

Ynyepozen xonum npu 6eua

Karo 1o, HexxenaHuTe JEeKapCTBEHN PEaKLUH, ChOOIIEHH B KIIMHUYHOTO U3MHUTBAHE ITPH YIILIEPO3eH
kot nipu Aena (C0168T72) u npoyuBaHusTa pu ynepo3eH KonuT npH B3pacTan (ACT 1 u

ACT 2), ca cxonnau. B C0168T72, Haii-uecTuTe HEXEJIaHU peakiiy ca HHPEKIIMKA Ha TOPHUTE
JUXaTeITHH TbTUINA, (GapHHTHUT, KOpeMHa 0oJKa, TIOBUIIIEHA TeMIieparypa 1 riaaBodonue. Hait-uecto
CpelllaHaTa HeXeJaHa JeKapCTBEeHa PEeakIlys € BIOIIaBaHe Ha YIIEPO3HUS KOJIUT, YUATO YECTOTa €
OnIta Mo-BUCOKA NPY MAIMEHTUTE Ha 12-ceMHUYeH, B CPaBHEHHE C Ta3W MPH MAEHTHTE Ha
8-ceMuUeH 030B PEXUM.

Peaxyuu, cevpsanu ¢ ungysusma

Karo msmno, 8 (13,3%) ot 60 nexyBaHU MaIUEHTH Ca TOJIYYHIIN €IHA WU TIOBEYE PEaKINH, CBhP3aHH C
uHpy3usaTa, karo 4 ot 22 (18,2%) ca npu 8-cenmuunus u 3 ot 23 (13,0%) — npu 12-ceamuuHus
PEKHMM Ha MOIbpPIKAIIO JieueHue. Hsima choOIeHr Cepruo3HH PeakIuK, CBbP3aHH ¢ HH(PY3HITA.
Benuku peakiiuu, CBbp3aHu ¢ HHPY3UATA, Ca JIEKU 10 YMEPEHH 110 HHTCH3UBHOCT.

Hmynoeennocm
AnTHuTena kbM uHpIUKCUMabca yeraHoBenu nipu 4 (7,7%) nanueHTH npe3 ceamuia 54.

HUngpexyuu

Wudexnuum ca cpobmenu nipu 31 (51,7%) ot 60 nekyBanu nanuentu npu CO168T72, a mpu 22
(36,7%) ce e HaIOXUIIO EPOPATHO MIIH MAPEHTEPATHO aHTUMHUKPOOHO JieueHue. [IpoueHTsT Ha
nanuenTute ¢ nHpeknuu npu CO168T72 e cX0oeH ¢ TO3U NPH NMEANATPUIHOTO MPOYyIBAHE IPH OOIECT
Ha Crohn (REACH), HO 10-BHCOK B cpaBHEHHE C IPOYYBAHMATA MPHU BH3PACTHH C YJILEPO3CH KOJIUT
(ACT 1 u ACT 2). O6mata yectota Ha undexiuu npu CO168T72 e 13/22 (59%) npu rpynara Ha
MOTBPIKAIIO JICUeHUE Ha Bceku 8 ceamunu U 14/23 (60,9%) npu rpynaTta Ha MOIBPIKAIIO JCUCHUE
Ha Bceku 12 ceamunu. MHpekiuu Ha ropaure auxareadu nbruma (7/60[12%]) u dapunrur (5/60

25



[8%]) ca Haii-uecTo choOIIaBaHuTe HHPEKIMH HA quXxaTeiaHara cucreMa. Cepro3Hu HHPEKIMN ca
cpobuienu npu 12% (7/60) OT BCHYKH JIeKyBaHH MAIlUECHTH.

B ToBa mpoyuBaHe € ©MaJo MoBeYe MAlMEeHTH B rpynaTa Ha Bb3pacT oT 12 10 17 roguHu, OTKOIKOTO B
rpynara Ha Bb3pacT ot 6 70 11 roguau (45/60 [75,0%]) cripsimo 15/60 [25,0%]). Benpeku ge 6posit
Ha MAaIMEHTUTE BbB BCSAKA MOATPYIA € TBHPJC MAIIBK, 33 Ja CC HATPaBT HIAKAKBH OKOHYATCITHH
3aKIIFOYCHUS] OTHOCHO BITUSIHUETO Ha BH3PAcTTa BbPXY Mpoduiia Ha 6€301acHOCT, PU TO-BHUCOK
MPOLIEHT MAIEHTH B TpyTaTa Ha MANKHTE JIella MMa CEpPUO3HU HEeXeJlaHH PEaKLUH U MPEeKpaTsIBaHe
NopaJy HeXXeJIaH! JIEKapCTBEHU PeaKkIiy, B CpaBHEHHUE C rpynara Ha IoHomHTe. Bbhipeku e
NPOLIEHTHT Ha MAMEHTUTE ¢ MH(EKINH € OWII CHILO MO-BUCOK B rpyIlaTa Ha MaJKUTE Jela,
MPOIIEHTHT Ha CEPUO3HUTE HHQEKIIMU € OHIT CXOJICH U B JIBETE Bb3pacToBH rpynu. Karo 1isuio,
MPOIICHTUTE Ha HEXKEJIAHUTE JICKAPCTBCHH PEAKIIUK U PEAKIIMUTE, CBbP3aHU ¢ HHPY3UNTE, ca Ouin
cxomHu Mexay rpymute ot 6 10 11 ot 12 mo 17 roguan.

IIocTMapKETHHI OB OIIUT

[TocT™MapKeTHHTOBHTE CLIOHTAHHH, CEPHO3HH HEXKETaHH PEaKIUU MPH IMPHI0KEHUETO Ha
MHQIMKCUMA0 MPH NeIuaTpryHa MOIyJIalis BKIIOUBAT Pa3BUTHETO Ha 3JI0KaYECTBECHH 3a00NIBaHUs,
BKJIFOUUTEITHO U Ha XeNaToJineHaJIeH T-KieThueH JTUMQPOM, IPEX0HO OTKIOHCHUE Ha YSPHOIPOOHHUTE
€H3WMH, JTYIyC-TI000CH CHHIPOM U TIO3UTUBUPAHE 3a aBTOAHTHUTENA (BXK. TOUKH 4.4 u 4.8).

Z[DVI‘I/I CricaJIH{ IMOITyJIalti

Cmapuecka 6v3pacm

B xIMHWYHN NpOyYBaHUS NIPY PEBMATOHJICH apTPUT, YECTOTATa HA CEPUO3HHU UH(EKINH MPH
nanueHTuTe Ha ¥ Hax 65 rogunu (11,3%), nekyBanu ¢ nHpIMKcHMa0 IUIIOC METOTpeKcaT, € Ouiia 1mo-
rojisiMa OT Ta3M MpHU MAIUEHTUTE 1Mo 65-roauiiHa Bb3pacTt (4,6%). [Ipu nanueHTuTe, 1€KyBaHU CaMO
C METOTpEeKcaT, YeCToTaTa Ha CEpUO3HUTE HHPEKIHH € Ouna 5,2% Tnpu MarueHTHTe Ha U Haj

65 roguHM B cpaBHEHHE ¢ 2,7% NpH ManyeHTuTe nog 65 ronunu (Bx. Touka 4.4).

C’I)O6H13B3HC Ha 11003 pPaHu HECXKCJIaHU PCAaKIINH

CroOmaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEAKIIUH CIie/] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa 1M03BOJIsABA Ja MPOIBIKH HAOJIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
JeKapCTBEHUS MPOAYKT. OT METUIIMHCKUTE CTICIIHATUCTH Ce M3UCKBA J1a ChOOIIaBaT BCAKA
M0JI03UPaHa HeXKeIaHa Peakins Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIIaBaHe, IIOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

Crnyuau Ha nipeo3upane He ca choliaBanu. [Ipunaranu ca equanyunu 1034 110 20 mg/kg 6e3 nposiBu
Ha TOKCHYHOCT.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOCTBA

®dapMakoTepaneBTHYHA TPYIIa: UMYHOCYIIPECOPH, HHXHOUTOPH HAa TyMOP-HEKPOTU3U AL (haKTop
anda (TNF,), ATC xox: LO4AB02

Remsima e 6HoI0ru4HO 1Mo100€H JiekapcTBeH MpoayKT. [loapoOHa nHbopMalus € mpeaocTaBeHa Ha
yebcaiita Ha EBponeiickaTa areHnus o jgekapcrtaTa https://www.ema.europa.eu.

26


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

MexaHu3bM Ha JIEHCTBUE

HNudnukcumad e XUMEpHO YOBEIIKO-MHUIIIE MOHOKJIOHATHO aHTUTSIIO C BUCOK a()UHUTET KaKTO KbM
pa3TBOpUMUSL, Taka U KbM TpaHcMeMOpanuusi TNF,, Ho He u kbM muMdpoTokcuH o (TNFg).

dapmakoguHAMUYHA €DEKTH

Nudnukcnmad naxubupa ¢pyHKpoHaHaTa akTuBHOCT Ha TNF, ipu nszcnenBane ¢ romsm Opoit

in vitro METOIH 3a OMOJIOTHYHA aKTUBHOCT. MH(IMKCHMab peaoTBpaTsaBa pa3BUTHETO Ha O0IEeCT IIpH
TPaHCTEHHH MUIIIKU, KOUTO OOJICyBaT OT MOJMAPTPUT B PE3YJITAT HA KOHCTUTYTUBHA EKCIIPECHsI Ha
yoBeniku TNF,, a korato ce mpuiara cies] OTKIr0YBaHe Ha 00JIECTTa, BOJHU JI0 Bb3CTAHOBSBAaHE Ha
CTaBHUTE epo3ud. In vivo nHpIuKcnMad 0pp30 00pa3yBa cTaOMmITHA KoMIUTeKcH ¢ yoBemkus TNF,,
KaTO TO3M MPOILIEC MPOTHYA YCIIOPEAHO Che 3arydara Ha OuonornyHa akTHBHOCT Ha TNF,.

B cunOBHanHaTa TEYHOCT Ha MALMEHTH C PEBMATOUCH apTPUT CE YCTAHOBSIBA [TOBUIIIEHA
koHmeHTparusa Ha TNF, 1 Ta3n KOHIIEHTpaIus Kopelrupa ¢ akTHBHOCTTA Ha Oosectta. [IpmioxeHneTo
Ha nHGIMKcHMal Tpu OOJTHM C PEBMATOMJICH apTPUT BOAMU 0 HaMallsiBaHEe HAa HHOUITPALUATA Ha
3aCErHaTUTE CTABU OT KJICTKH Ha BB3MAJICHUETO U OIPaHUYaBa EKCIPECHATa Ha MEJUAaTOPH Ha
KJIEThYHATA aXe3Hsl, XeMOATPAKTaHTH, KAKTO U pa3pyllIaBaHETO Ha cTaBHUS Xpyupul. Crex
JieYeHHeTo ¢ MHPIUKCUMAO0 MpH MAMeHTHTE Ce YCTAHOBSIBA TOHWKaBaHE Ha CEPYMHOTO HUBO Ha
untepneBkuH 6 (IL-6) u C-peaxtuBen nporerH (CRP) n noBuimaBane HUBOTO Ha XeMOTJIOOWHA MTPH
NAlMEHTH C PEBMATOUICH apTPUT, KOUTO €A C IOHW)KEHO HUBO Ha XEMOTJIOOMH, B CPaBHEHHUE C
M3XOAHUTE cTOWHOCTH. He ce ycTaHOBsIBa 3HAYMMO MOHIKaBaHE Ha Opos Ha MepudepHUTe
nuMdonrTH, HUTO Ha TpoNr(epaTUBHUSI UM OTTOBOD TIPH i1 Vitro MUTOTEHHA CTUMYJIallUs B
CpaBHEHHME C KJICTKUTE OT HEJIEKyBaHM NauueHTH. [Ipy nanyueHTH ¢ ncopuasmc JI€4eHUeTo ¢
MH(IUKCUMA0 BOAM 10 OTPaHNYABAHE HA CMIUACPMATHOTO BB3IIAJICHUE U HOPMAJIM3UPaHe Ha
JuQepeHnnanmaTa Ha KepaTOUTUTE B ICOpUAaTHYHATE Maku. KpaTkoTpaitHOTO JeueHue ¢
UHQIMKCUMAaO Ha OOJTHU C TICOpPUATHYEH apTPUT BOJH JI0 HamMallsiBaHe Ha Opos Ha T-KJIETKUTe U Ha
KPBbBOHOCHHTE ChJ0OBE B CHHOBUSTA U ICOPHATUUHUTE IUIAKH.

XHUCTOJIOTUYHOTO U3CIICIBAHE Ha OMOIICHH OT JIc0eI0 YepBO, B3CTH MIPEIU JICUCHUETO ¢ MH(PIMKCUMA0
1 4 ceIMHULHU Clell MPUIOKEHUETO My, IOKa3Ba 3HaYUTENHO oHWwkaBane Ha TNF,. Jleuenuero Ha
nanueHTH ¢ 6onect Ha Crohn ¢ HHpIMKCHMA0 € CBBP3aHO M ChC 3HAYNUTEIHO MTOHIKaBaHEe Ha
cToiiHOocTUTE Ha yecTo noBuiieHus CRP. [Ipu nexyBanu ¢ MHQIMKCUMAO MalueHTH OOITUAT Opoil Ha
OenuTe KPHBHH KJICTKH B Iepru(epHa KpbB HE ce MPOMEHS] MHOTO, MaKap CTOMHOCTHUTE Ha
TUMQOIUTUTE, MOHOLIUTUTE M HEYTPOPHIIUTE J]a OKA3BaT TeHACHINS KbM HopManu3upane. [Ipn
JieKyBaHU ¢ MHQIMKCHMMa0 NalnueHTH MOHOHYKIICApHHUTE KJIETKH OT MepudepHa KPbB ca ¢
HETMPOMEHEH NpoJudepaTuBeH OTTOBOP NPH CTUMYJIAIUS B CPaBHEHHE C HEJIEKYBAHU MTAIUEHTH, CIIe]]
JedeHueTo ¢ nHQpIMKcuMad He ce HaOIoAaBa M 3HaYMMa MPOMSIHA B IIPOAYKIHATA HA IUTOKWHH OT
CTHMYJIUpaHUTE MOHOHYKJIEApHH KIIETKH. M3cnenBaHeTo Ha MOHOHYKJIEapHH KJIETKU OT JIAMHHA
MPOTIPHSI OT YPEBHA JIMTABHIIA, B3€Ta Upe3 OMOIICHs, TOKa3Ba, Ye JICYCHUETO ¢ MHPIUKCHUMA0 BOJIHU JI0
HamaJsBaHe Ha Opos Ha KieTkute, ekcrpecupamy TNF, u uatepdepon-y. JlombiHUuTEeTHA
XUCTOJIOTHYHH WU3CIIEABAHNUS ITOKA3BaT, Ye JICYCHUETO ¢ MHQIUKCHUMA0 BO/IM JI0 HaMallsiBaHe Ha
MHQUITpAMATa Ha 3aCErHATHUTE OT OOJIECTTa YYacThIM OT YepBaTa C KJIETKU Ha Bh3MAJICHUETO U
HaMmaJsBaHe Ha eKCIpecHsTa Ha MapKepy Ha Bb3MaJICHUETO B ChIIUTE yUacThIy. MiMa gaHHM 32
JUTaBUYHO O3JIpaBsSBaHe, MOJYYECHU OT EHIOCKOIICKO U3CIIe/IBaHE Ha UPEBHA JIMTABUIIA MIPU TAlMEHTH,
JeKyBaHU ¢ HHPIMKCUMAO0.

Kinnnnuna edukacHocT 1 6€300aCHOCT

Pesmamouden apmpum npu 6v3pacmuu

EdukacHoctra Ha jjedeHHETO ¢ MHPIMKCHMMAO0 € OLICHEHA B JIB€ MHOTOLICHTPOBH, PaHIOMHU3HUPAHH,
JnBoiHocnenu, munoTHU KMMHUYHK npoyuBanusi: ATTRACT u ASPIRE. U B nBete npoyuBaHus €
Omia I03BOJIEHA €JHOBPEMEHHA YIIoTpeda Ha (oJIreBa KHCEIHa, IePOPaTHA KOPTUKOCTEPOHU TN
(< 10 mg/nHeBHO) W/Win HecTepouIHY ITpoTuBoBb3nanuTenHu cpeacrsa (HCIIBC) B ycraHOBeHU
JI03H.
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[IbpBUYHNTE KpATHU TOYKK ca OWMJIM OBIIA/IIBaHE HA MPHU3HAIUTE U CHMIITOMHTE, OIICHEHH CIIOPE]T
kputepunte Ha Amepukanckus Konex mo Pesmaronorust (ACR 20 3a ATTRACT, ACR-N 3a
ASPIRE), npo¢unaktupane Ha CTPYKTYPHO YBpekIaHe Ha cTaBaTa v ()yHKIMOHAIHO MOJO0OpeHHe.
OBrnansBaHeTO Ha MPU3HAIUTE U CUMIITOMUTE € AeprHrpano kaTo mogoodpenue ¢ more 20%

(ACR 20) xakTo B Opost Ha O0JIe3HEHUTE, TaKa M HA OTOYHUTE CTaBH, KAKTO M B3 OT CIICTHUTE

5 kputepust: (1) oOma oneHka Ha Jiekaps, (2) o01a oleHKa Ha manueHTa, (3) pyHKInoHaHA OIlCHKa
Ha cTaBarta, (4) ompezaensHe Ha cHIaTa Ha OOJKaTa IO BU3yalHATa aHAJIOTOBA CKajia  (5) CKOpOCT Ha
yTasBaHe Ha eputporutute mwin C-peaktrBeH npored. ACR-N u3non3Ba chIuTe KPUTEPHU KATO
ACR 20, nzuuciienu 3a Haii-cJiabo U3pa3eHOTO MMOA00PEHHE B OpOsl HA OTOYHUTE CTaBU U Opos Ha
0oJe3HEHNTE CTaBH, U MeaHaTa Ha OCTaBalluTe 5 mokaszarens no kpurepuute Ha ACR.
CTpyKTYpPHOTO YBpEXIaHe Ha CTaBUTE (EPO3UHU M CTECHSIBAHE Ha CTABHATA IIETKA) KAKTO HA CTABHUTE
Ha pBLETe, TAKa U Ha CTaBUTE Ha KpakaTa, Ce OLICH:BAIIE 10 MPOMsIHATa B CPABHEHHE C U3XOJHATA
CTOMHOCT Ha Moxudumpanus ckop no van der Heijde-Sharp (0-440). 3a onpexnensine Ha npoMsHATa
Ha (PU3UYECKOTO CHCTOSHHE B CPABHEHHUE C U3XOIHOTO CE U3IOJ3BAIIe BHIIPOCHHUKBT 32 OIICHKA Ha
3apaBeto (BO3, 0-3 cremen).

B mnane6o-konTpommpanoto npoyuBane ATTRACT e onensiBan otroBopsT Ha 30, 54 u 102 cepmuna
npu 428 MalKeHTH ¢ aKTUBEH PEBMATOUICH apTPUT, BBIIPEKH JICUEHUETO C METOTPEKCAT.
[Mpubnuzutenno 50% ca 6unu ot 11l pynkronanen knac. [lanuenTuTe ca nmosyyapain WK miamneoo,
wi 3 mg/kg nnmm 10 mg/kg nadnukcumad Ha 0, 2 u 6 ceamuIia, ciea KOeTo — npe3 4 Ui § ceAMUIIH.
Bcenukn nmarienTy ca Omiy Ha IMOCTOSIHHA 1032 METOTpeKkcaT (cpenHo 15 mg/ceaMuyHO) B
NPOABIDKCHUE Ha 6 Mecela Iper BKIIOYBAHETO B TPOYYBAHETO M Ca OCTABAIM Ha ChIATa IOCTOSHHA
71032 110 BpeME Ha ISII0TO IPOYyUBaHE.

Pesynrarute Ha 54 cenmuna (Bs3 ocHoBa Ha ACR 20, monudurupanus ckop no van der Heijde-Sharp
u BO3) ca mokazann Ha Tabmuma 3. [lo-Bucoka crenen Ha kimHIYeH 0TToBOp (ACR 50 1 ACR 70) ce
ycraHoBsBa Ha 30 u 54 ceMuIa BbB BCHUKHU TPYIH, JIEKYBaHU C HHPIUKCUMA0, B CPAaBHEHHUE C
TpyNUTE Ha JICUCHHE CaMO C METOTPEKCAT.

3abaBsiHe Ha MPOTpecUsITa Ha CTPYKTYPHOTO YBPEXKJIaHE Ha CTaBHUTE (€PO3UH U CTECHSBAHE Ha
CTaBHATA LIETNKa) CE YCTAHOBSIBA Ha 54 ceMHUIa BB BCHUKH TPYIIH, JIEKYBaHU C HHPIUKCUMAO
(Tabmuma 3).

Edexrute, ycranoBenu Ha 54 ceqmuiia, ce 3aabpkat 1o 102 cenmuria. [opaau Opos Ha ciydyaute Ha
CIMpaHe Ha JICYCHUETO, 3HAYMMOCTTA Ha Pa3JIMKaTa MEX/Iy JIBETE IPYIH MANUEHTH — JICKYBAHUTE C
UHQIUKCUMAO U JIEKYBAHUTE CAMO C METOTPEKCAT, HE MOXKE Jla Ce OTPE/ICIIH.

Ta6anuna 3
ACR 20, cTpyKTypHO YBpe:KIaHe Ha cTaBaTa U (pu3n4ecKo CbCTOsIHNE HA 54 ceqMuna,
ATTRACT

Undmmkcnmadc®

Kontpon 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg  Bewnuknu

Ha mpes 8 mpe3 4 mpes 8 mpe3 4 MaIUeHTH
rpymna* CeIMHIM  CEAMHUIM  CeIMHIM  CEAMUIM  Ha
UHQIIIKC
nmad®
[TanmenTn ¢ otroBop 15/88 36/86 41/86 51/87 48/81 176/340
ACR 20/ (17%) (42%) (48%) (59%) (59%) (52%)

OnensiBanu nanueHTH(%)
00611 cxop” (Moaudumpan ckop o van der Heijde-Sharp)

[IpomsiHa B cpaBHEHHE C 7,0£10,3 1,3+£6,0 1,6+8,5 0,2£3,6 -0,7£3,8 0,659
M3XO0JTHATAa CTOMHOCT (CpeaHa

+ SDP)

Menuana 4,0 0,5 0,1 0,5 -0,5 0,0

(uaTepkBapTmien auamasod)  (0,5;9,7) (-1,5:3,0)  (-2,5;3,0) (-1,5;2,0) (-3,0; 1,5) (-1,8;2,0)
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Nudmmkcnmadc®

Kontpon 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg  Beuuku

Ha mpe3 8 mpes 4 mpe3 8 mpe3 4 MMalHCHTH
rpyma* CeIMHUIIA  CEJAMHIM  CEIMHUIM  CEAMHUIM  Ha
UHQIUKC
nMa6®
[NarmenTn 6e3 13/64 34/71 35/71 3777 44/66 150/285
BJIOIIIABAHE/OLICHABAHU (20%) (48%) (49%) (48%) (67%) (53%)
naruenTy (%)°
[Ipomsna BsB BO3 criopen 87 86 85 87 81 339
M3X0AHATa CTOMHOCT"
(OlLIEHSIBAaHU MMAIUEHTH )
Cpenno + SD® 0,2+03 04+03 05+04 05+05 04+04 04+04

a KOHTPOJIHA IPyNa = BCUYKH MALMEHTH C aKTUBEH PA, BBIIPEKH JIEUCHUETO C METOTPEKCAT B IIOCTOSHHA
J103a B IPOIBbJDKEHUE Ha 6 Mecella IpeIy BKIIOUBAHETO, KaTO ca OCTaHaIM Ha MIOCTOSHHA /1032
METOTpEKcaT Mo BpeMe Ha Mpoy4uBaHeTo. J{omycKao ce € CbBMECTHOTO MPHJIOKEHUE B yCTAHOBEHH
II03U Ha miepopaiau koptukocTeponnu (< 10 mg/naesno) n/umun HCIIBC, u ca naBann 100aBKu C
(onmeBa KucerHa.

0 BCHYKM MallMeHTH Ha MH(IMKCHMAO ca Moy4yaBalil U METOTpeKcaT ¢ (oJreBa KUCEINHA, a HIKOU — U
koptuxocteponau w/mmm HCIIBC.

B p <0,001 3a Bcska rpyna Ha JiedeHne ¢ HHPIUKCMab cpelry KOHTpOJIHATA Tpyma.

I' TO-BUCOKUTE CTOWHOCTH O3HA4YaBaT MO-TEKKO CTABHO YBPEKIAHE.

o BO3 = BwsmpocHUK 3a OlleHKa Ha 3/paBeTO; O-BUCOKUTE CTOWHOCTH 03HAYABAT MMO-CcIIab0 U3pa3eHo

YBpEXIaHE.

B npoyuBanero ASPIRE e ouensiBan otroBopsT Ha 54 ceaqmuiia ipu 1 004 manueHTH, HEIEKyBaHU 10
MOMEHTa C METOTPEKCAT, C aKTUBEH PEBMATOUICH apTPUT C MaJIKa TABHOCT (IaBHOCT Ha OolecTTa

< 3 ronunu, Meauana 0,6 romuHU, MeMaHa Ha OPOst OTOYHU M OOJIC3HEHU CTaBU ChOTBETHO 19 u 31).
Benukn manpieHTH ca OMiM MoIJIOKEHH Ha JICUSHHUE ¢ METOTpeKcarT (103a, ONTUMHU3MpaHa Ha

20 mg/cenmMuyHO Ha 8 cenMuIa) B KOMOHWHAIMS C ruiane0o uin nHbankcumab B 1o3a 3 mg/kg nm

6 mg/kg Ha 0, 2, u 6 ceqmuIIa, Ciie]] KOETO BEIHBXK Ha 8 cenMuIti. Pesynrarute Ha 54 cemmuna ca
npeactaBeHu B Tabnuia 4.

Ha 54 cemmumia ot nie4eHneTo ¢ ABETE 103U MHPIHKCHMAa0 + METOTPEKCAT € OTYETEHO CTATUCTHYECKU
3HAYMMO TO-TOJISIMO TIOJJOOPEHUE HA MPU3HAIIMTE U CUMIITOMUTE B CPAaBHEHHE C MOHOTEPAIUITA C
METOTpPEKCaT, KaTo OIICHKATa € HalpaBeHa Bb3 OCHOBA HA MPOIICHTA MAIIMEHTH, TIPU KOUTO €
nocturaat ACR 20, 50 u 70.

Han 90% ot manmmentute B ASPIRE ca umanu moHe 2 moAX0sIIX 32 HHTEPIPETaIUs
pentreHorpaduu. Ha 30 u 54 ceqmuna B rpymara Ha JedeHue ¢ HHPIMKCHMAa0 + METOTpeKcaT €
YCTaHOBEHO MO-M3Pa3eHo 3a0aBsHEe Ha CKOPOCTTA HA MPOTPECHsl HAa CTPYKTYPHOTO YBPEXKIAHE B
CpaBHEHHE C rpynaTa Ha MOHOTEpanus ¢ METOTpeKcar.

Tabumna 4
ACR-N, cTPYKTYPHO YBpexKAaHe HA cTaBaTa M (pu3nvecko cheTosiHue Ha 54 ceqmunia, ASPIRE
Wudmukcumad + MTX
[Tnane6o + MTX 3 mg/kg 6 mg’kg  KomOunmpano

Bpoit pannomusupann nanueHTH 282 359 363 722
IIponient ma mogo6penue copex ACR
Cpenno £+ SD? 24,8 £59,7 373+52,8 42,0+473 39,6+50,1
[IpomsiHa B CpaBHEHHE C U3XOIHATA CTOMHOCT Ha Moauduimpan ckop 1o van der Heijde-Sharp®
Cpenno + SD? 3,70 £9,61 0,42+£5,82 0,51+£5,55 0,46+5,68
Mennana 0,43 0,00 0,00 0,00
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HWuadaukcumad + MTX

ITnane6o + MTX 3 mg/kg 6 mg/kg KomOuHHpaHO

[Momo6penne BB BO3 B cpaBHEHHE ¢ M3XOAHATA CTOHHOCT—CpenHO 3a nepuozaa ot 30 1o 54 cenmura®
Cpenno + SD* 0,68 + 0,63 0,80+ 0,65 0,88+0,65 0,84+0,65

a p<0,001 Bcsika rpyma Ha nedeHue ¢ MHGIUKCHUMAO0 Cpelry KOHTPOJIHATa TpyTIa.

0 TO-BHCOKHTE CTOMHOCTH O3HAUYABAT MO-TEKKO CTABHO YBPEKIIAHE.

B BO3 = BrmpocHuk 3a oLleHKa Ha 3APaBETO; MO-BUCOKUTE CTOWHOCTH 03HAaYaBat Mo-caado n3pa3eHo
YBpEeXKIaHE.

r p=0,030 u<0,001 choTBEeTHO 3a TpynHTE Ha JedeHne ¢ nHpauKcuMad B no3a 3 mg/kg u 6 mg/kg

cpemty miamnebo + MTX.

JlaHHWTE, KOUTO MOJKPEISIT THTPHPAHETO HA 103aTa IPH JICICHHETO Ha PeBMAaTOUICH apTPHT, Ca OT
npoyuBanusita ATTRACT, ASPIRE u START. START e pangomusnpano, MHOTOIIEHTPOBO,
JBOWHOCIISTO, MapalieIHO TPYIIOBO MPOyUYBaHe 3a 6e30macHocT ¢ 3 paMeHa. B eHo oT pamenaTa
(rpyma 2, n = 329), npu manueHTUTE ¢ HeIOCTaThUEH OTTOBOP € IOMYCKaHO TUTPHUPaHE Ha /103aTa C I10
1,5 mg/kg — ot 3 no 9 mg/kg. [Ipu no-ronsmara gact (67%) OT Te31 MALMEHTH HE CE € Hajarajio
TUTpUpaHe Ha Jo3ata. OT MAUeHTHTE, IPH KOUTO € OMIIo He00X0AUMO TUTPHPAHE Ha 103aTa, IPU
80% e mocTHrHaT KIMHUYEH OTTOBOP, a pH Mo-rojsiMata yact (64%) oT Tsx e Ouna HeoOxoanma
camo eIHOKpaTHA KOPeKIus Ha jo3ara ¢ 1,5 mg/kg.

bonecm na Crohn npu 8b3pacniiu

Hnoyxyu onno neyenue npu cpedHo medcka 00 mexcka bonecm na Crohn 6 akmueern cmaoui
EdukacHocTTa Ha eJHOKpPAaTHO NPUIIOKEHHE Ha HHPIUKCHUMa0 e Ona oueHena npu 108 manueHTH ¢
akTuBHA O60ect Ha Crohn (mHIEKC 3a akTHBHOCT Ha Oonectta Ha Crohn (CDAI) > 220 <400) B
PaHIOMHU3UPAHO, TBOWHOCIATIO, TUTAIIe00-KOHTPOIUPAHO, IPOYUBAHE 1032-0TTOBOP. 27 OT

108-Te manmeHTH ca OMIM JeKyBaHU ¢ HH(IMKcMMab B mpenopbuBaHaTa 103a oT 5 mg/kg. Benuku
MAIMEHTH ca OWIU ¢ HeJOCTATHYHO MOBIHUABAHE OT MpeIIIecTBAIlA CTaHAapTHA Tepanus. [[poToKoIbT
€ MO3BOJISIBAJI €IHOBPEMEHHO MPHJIaraHe Ha CTAaHAAPTHHU TEPAllMK B YCTAHOBEHHU 103U U 92% oT
HNalMeHTHTE Ca MPOIBIDKUIIH J]a IOTyYaBaT Te3U Teparnu.

[IppBHYHaTa KpaiiHa TOYKA Ha MPOYYBAHETO € OWIIa ONPE/IEIISTHETO Ha TPOICHTA MAUEHTH, TIPH KOUTO
€ TIOCTUTHAT KJIMHUYEeH OTTOBOP, AeQuHupaH kato noHmkenne Ha CDAI ¢ > 70 Touku Ha 4 cenMuIia B
CpaBHEHHUE C M3XO0JIHATa CTOWHOCT, 0€3 J]a ce HaJjlara MOBUIIaBaHEe Ha J03aTa Ha MPUIaraHnuTe
JISKapPCTBEHHU NPOIAYKTH WK oriepaiius 3a oonecrra Ha Crohn. [TarueHTuTe, OTTOBOPHIIN Ha

4 cemmunia, ca Ovim mpociensBanu 10 12 ceamuia. BropuuHuTe KpaliHU TOYKH HA TIPOYYBAHETO
BKJTFOYBAT OIPEACIISTHE Ha TIPOIIEHTA MAIUEHTH, KOUTO ca B KJIMHUYHA PEMHUCHS Ha 4 ceaMuIia

(CDAI < 150) u onpeensiHe Ha KIMHUYHUS OTTOBOP 3a MO-ABIbI IIEPHO/.

Ha 4 ceamua, criiex eqHOKpaTHO nipuiioxkenue, pu 22/27 (81%) ot manueHTuTe, JIEKyBaHU C
uHpIMKCUMa0 B 103a 5 mg/kg, € MoCTUrHaT KIMHUYEH OTroBop cpenty 4/25 (16%) oT manueHTure,
nonyuni otane6o (p < 0,001). Coiio Ha 4 ceqmuna ripu 13/27 (48%) oT nexyBaHHTE C
MHQIMKCUMA0 MaueHTH e mocturaara knuanyHa pemucus (CDAI < 150) cpemy 1/25 (4%) ot
mianebo-rpynara. [ToBusiBaHETO € 3aI104BajIo Ha 2 CEIMHUIIA CJIC IPHIIOKEHUETO, KaTO € JOCTUTAIIO
MakcuMyM Ha 4 ceamuna. [Ipu nocnennara Busurta Ha 12 ceamuna 13/27 (48%) ot ieKyBaHHUTE C
WHGIUKCUMA0 TAIIMEHTH BCE OIIE Ca ITOKa3Bali MPU3HAIM Ha TIOBIUSBAHE.

Tlooovporcawo reuenue npu cpeono medicka 0o medicka boasecm na Crohn npu 6vb3pacmmuu 8 AKMuUeH
cmaoutil

EduxacHocTTa Ha IeU€HHETO C MHOTOKpPaTHU HHQY3UHM HHPIUKCUMa0 e Onna 00eKT Ha 1-roaumHo
knuHIgHO npoy4dBane (ACCENT I). O6mro 573 manueHTH ¢ ymepeHa 0 TeXKa akThBHA opMa Ha
6onecrra Ha Crohn (CDAI > 220 < 400) ca Guiu 1eKyBaHH IIbPBOHAYAIIHO C €IHOKpaTHA HH(Y3US B
no3a 5 mg/kg Ha cenmuua 0. 178 ot 06mmo 580 BkimtoueHu B nmpoyusaneTo nauueHtu (30,7%) ca Ounn
¢ Texxka popma Ha 6osectra (CDAI > 300 1 chbIIbTCTBAILO JICYSHHE C KOPTUKOCTEPOUIN H/HITH
UMYHOCYIIPECOPH ), KOETO CHOTBETCTBA Ha MOITyJAIMTa, JeUHUpaHa B oKa3aHusTa (BXK. Touka 4.1).
Ha 2 ceqmuua npu BcHUky NanyeHTH € Ouiia HanmpaBeHa OLIEHKA Ha KIIMHUYHOTO MOBJIHMABAHE U ca
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O paHIOMH3HUPAHH B €IHA OT 3-Te IPYITH HA MOTIBPIKAIIO JICUCHHUE: C MPUIOKEHUE Ha MTanedo, ¢
puIoKeHue Ha nHpIMkcuMad 5 mg/kg u ¢ npuioxenue Ha nHGaukcumad 10 mg/kg. W 3-te rpymnu
ca MoJTyYaBajid MHOTOKPATHU HH(Y3UK Ha 2 U 6 CEIMMIIA, CIe] KOETO — Ha BCEKU 8 CEIMMUIIH.

Ot pangomusupannte 573 nanuenty, npu 335 (58%) kIuHIYEH OTrOBOp € OWJI MOCTUTHAT Ha
cenmutia 2. Te3u manueHTH ca onpe/eNieHH KaTo OTTOBOPYIIH Ha CEJIMHIIA 2 U ca BKIIOYCHU B
nbpBUYHMS aHanu3 (BkK. Tabmuna 5). OT nanueHTUTe, ONpeIeiICHH KaTo HEMOBIIUSIIM Ce Ha
ceamuma 2, ipu 32% (26/81) ot rpynara, mory4asana mianebo, u 42% (68/163) ot rpynara Ha
nedeHne ¢ nHGINKCUMA0, € TOCTUTHAT KIMHIYEH OTroBOp Ha ceamuma 6. Ciiex ToBa B TPYIHTE HE €
MMAJIO pa3JiuKa M0 OTHOIIIEHUE Ha KbCHUS OTTOBOP.

CbhBMeCTHUTE IIPBUYHH KPAWHHU TOYKH ca OWMIIN OTpeielisiHe Ha MPOIEHTAa MMallUeHTH, TIOCTUTHAIH
kiuHrgHA pemucus (CDAI < 150) Ha ceamuia 30 1 BpeMeTO 10 3ary0a Ha OTrOBOp JI0 cenMmuIia 54.
[TonmxaBaHe Ha 103aTa Ha KOPTUKOCTEPOUAUTE € OWIIO JOITyCKaHO Clied ceAMUIa 6.

Tabauua 5
EdexT BbpXy 0TroBOpa 4 NPOLIEHTA HA MOCTUTaHe HA pemucusi, 1aHuu oT ACCENT I
(otroBopusiu Ha Ceqmuna 2)

ACCENT I (orroBopuiu Ha CenmMura 2)
% marnmenTu

[Hoanwepxaio IHognwepxamo IHognwepxaro
JieucHue JICUCHHE C JICUCHHE C
[Tname60 nHpIIKCHMa0 nHpIIKCHMa0
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-cToltHOCT) (p cTolHOCT)
Menmnana Ha epuoja 10 3aryba Ha 19 cenmunu 38 ceqmuuu > 54 cenmMuLu
OTTOBOD 10 ceaMuIia 54 (0,002) (<0,001)
Cenmuna 30
Knuanuen orrosop® 27,3 51,3 59,1
(<0,001) (<0,001)
Knuanuna pemucus 20,9 38,9 455
(0,003) (<0,001)
Pemucus 6e3 mpuem Ha 10,7 (6/56) 31,0 (18/58) 36,8 (21/57)
KOPTHKOCTEPOUIN (0,008) (0,001)
Cenmuna 54
Knunuuen orrosop? 15,5 38,1 47,7
(<0,001) (<0,001)
Knuanuna pemucus 13,6 28,3 38,4
(0,007) (<0,001)
Tpaiina pemucus 6e3 mpuem 5.7 (3/53) 17,9 (10/56) 28,6 (16/56)
Ha KOPTUKOCTEPOUIN® ’ (0,075) (0,002)

a Iloumxenwne Ha CDAI > 25% u > 70 TOUkH.

0 CDAI< 150 Ha cenmuria 30 u 54, Oe3 MaMEHTHT Ja € MoydaBal KOPTHKOCTEPOHUIN Tipe3 3-Te
Mecena npeau cenMuiia 54 (3a marueHT, KOUTO U3XOIHO Ca TIOTy4YaBalld KOPTUKOCTEPOUIH).

3amoyBaiiku OT ceamuIia 14, mpu NarMeHTUTe, OTTOBOPUIIN Ha JIEYEHHETO, HO TIPH KOUTO
BIIOCJIEJICTBHE KIIMHUYHUSIT OTTOBOP C€ € 3aryOuJl, € IOMyCKaHo NMpeMruHaBaHe Ha 103a HH(IMKcuMad
¢ 5 mg/kg no-Brcoka OT Jj03aTa, Ha KOSTO 10 Ha4yajo ca paHaoMusnpann. OceMieceT U JIeBeT
nporieHTa (50/56) oT marMeHTITe, MPU KOUTO KIMHUYHUAT OTTOBOP € OWII 3aryOeH MpH Mo IbpKAaIo
neuyenue ¢ nHpumkcumad B 1o3a 5 mg/kg, cnen ceamuna 14 ca OTTOBOPHIIM HA JIEYEHHETO C
nHpukcuMad B 1o3a 10 mg/kg.

Ha cenqmunm 30 u 54 B rpynara nauMeHTH Ha HOAXBPIKALIO JiedeHHe ¢ MHPIMKCUMal € yCTaHOBEHO
noJo0peHre o OTHOLICHUE Ha [TOKa3aTeINTe 3a Ka4eCTBO Ha KHUBOT, HA CBBP3aHUTE ChC
3a00JISIBAHETO XOCITUTAIIM3AIMY U Ha MTPHUJIATaHEeTO Ha KOPTUKOCTEPOUIN B CPAaBHEHHUE C TpyIIaTa
MAIMEeHTH, TTOTyYaBaly mianeoo.
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Nuadmukcumabd cbe nam 6e3 AZA e oricHeH B paHIOMHU3HUPAHO, IBOWHOCIISAIIO MPOYIBAHE C
pedepenten npoaykT (SONIC) mpu 508 Bb3pacTHU MaIUEHTH ChC CPEIHO TEXKKA JI0 TeXKKa O0JIeCT Ha
Crohn (CDAI > 220 < 450), xouTo He ca MoJIy4yaBajiy peay TOBa OMOIOTHYHU MIPOAYKTH WITH
MMYHOCYIIPECOPH U Ca HMaJIA MeINaHa Ha MMPOIBIDKUTETHOCT Ha 3a0omsBaHeTo 2,3 roguan. Ha
M3XOHO HUBO 27,4% OT MalleHTHUTE ca MOoTyYaBalii CHCTEMHH KopTHKocTepouan, 14,2% ot
MAIUCHTUTE ca MoTydaBaiu Oyae30Hun U 54,3% OT malueHTUTe ca nony4aBaiu 5-ASA chequHEHUSI.
[TanmenTrTe ca paHIOMHU3UpPaHU 1a ody4daBaT AZA MoHoTepanus, HHPIMKCHMAO MOHOTEPAIHS WA
KoMOWHHpaHa Tepanus Ha nHpankcuMab mmoc AZA. Undaukcumal e mpuiarad B 103a ot 5 mg/kg
Ha cenmuii 0, 2, 6 U ciael ToBa Ha Bceku 8 cenMuiu. AZA e naBaH B f103a oT 2,5 mg/kg AHEBHO.

[IppBHYHaTa KpaifHa TOYKA Ha IPOYYBAHETO € OMiIa KIMHUYHA peMHUCHA 0€3 KOPTUKOCTEpOU] Ha
cenmuna 26, nepuHupaHa kato nanueHTH B knuHuaHa pemucus (CDAI ot < 150), xouTo noHe 3a

3 ceAMUIM HE ca IPUEMANH IIEPOPaTHA CUCTEMHH KOPTHKOCTEPOUAN (TPETHI30H UIH €KBUBAJICHT)
i Oye30HH B 1032 > 6 mg/aHEeBHO. 3a pe3ynrTaTu BrkTe Tabmuma 6. [[poneHTsT Ha TanueHTuTe ¢
037paBsiBaHE Ha JIUTAaBUIIATa HA cenMuIia 26 e O CUTHU(UKAHTHO TIO-BUCOK B TPYIUTE HA
nHpukcumab miroc AZA (43,9%, p <0,001) n nadaukcumad kato Mmonotepanus (30,1%, p = 0,023)
B CpaBHEHHE ¢ rpymnaTta Ha AZA kato MoHoTtepanus (16,5%).

Tao0auna 6
IIpoueHT MaMEeHTH JOCTUTHAJIHU 0 KJIMHHUYHA peMucHsl 0€3 KOPTHKOCTEPOUI HA
ceamuna 26-SONIC

KomOunamnpana
AZA Nudnukcumad xato Tepanus
KaTO MOHOTEpanus MOHOTEpamnus Nudankcumad + AZA
Cenmuna 26
Benuku paHgoMuzupaHu 30,0% (51/170) 44,4% (75/169) 56,8% (96/169)
MalMeHTH (p = 0,006)" (p <0,001)"

* P-cTOWHOCTHTE TpEACTaBAT BCSAKa Tpyna Ha JjedeHue ¢ WHGIUKCMMaO cperry AZA kato
MOHOTEpAaIus.

CXOaHM TEHICHLIMH 33 IOCTUIaHE Ha KJIMHUYHA peMHUCHs 0€3 KOPTUKOCTEPOUA ca HabIro1aBaHu Ha
cenmuna 50. B nonpnnenue, ¢ napnukcruMad ce HabI01aBa Mo100PEHO Ka4eCTBO Ha KHUBOT
n3Mepeno upe3 IBDQ.

Hunoykyu onno newenuenpu pucmynuzupawa, akmusena bonecm na Crohn

EdukacnocrTa e 61i1a OlleHeHa B paHIOMHU3UPAHO, BOHHOCIIAIO, M1a1e00-KOHTPOINPAHO NIPOYIBaHEe
npu 94 nanuenTu ¢ uctynmzupamia 6osnect Ha Crohn ¢ JaBHOCT Ha QUCTYIUTE TIOHE 3 Mecela.
TpuiiceT u eqUH OT MAIUEHTUTE ca OWIIN JIeKyBaHU ¢ nHGIHKcUMao B 1o3a 5 mg/kg. [lpubnmsurenno
93% OT manMeHTUTEe Npean ToBa ca OWIN JIEKyBaHU C AaHTHOMOTHLIM MM UMYHOCYTIPECOPH.

JomyckaHa e eTHOBpeMEHHa yIoTpeda ChC CTaHAaPTHU TEPAIluH B MIOCTOSIHHA 11032, U 83% oT
MAIMEHTHUTE ca MPOIBIDKIIIN J1a TIOJTyYaBaT Te3u Tepanuu. Ha nanueHtute ca npaBeHu 3 uHQy3uu Ha
tane6o mim nHukcumad Ha 0,2 u 6 cenmuna. [lepuoabT Ha MpocieIsiBaHe Ha MAIUSHTUTE € OWII
1o 26 cenmunu. [IspBruHaTa KpaliHa TOUYKa Ha IPOYYBAHETO € OMIIa onpenessiHe MPOLEeHTa MallueHTH,
MIPY KOWTO € MOCTUTHAT KITMHUYCH OTrOBOP, Ne()UHUPAH KaTO HAMaJICHHE B CPABHEHHE C M3X0{HATA
cToitHOCT ¢ > 50% Ha Opost Ha GUCTYNIHUTE ChC CEKPEIHs MIPH JIEK HATHUCK, YCTAHOBEHO IPU TIOHE JIBE
MTOCJICTOBATEITHY BU3UTH (TIpe3 4 cenMuIn), O3 Ja ce Hajara MoBUIIaBaHe Ha J103aTa Ha IPHIaraHuTe
JIEKapCTBEHU MPOAYKTH WK oriepanus 3a 6onecrra Ha Crohn.

Knuanden orrosop e 6w mocturHat npu 68% (21/31) ot nanuenTure, IeKyBaHu ¢ HHQIUKCHMa0 B
no3a 5 mg/kg, cperry 26% (8/31) ot naruentute, noayuwnu miane6o (p = 0,002). Menuanara Ha
nepuoja 10 MosiBa Ha OTTOBOP B IpyIiaTa NallMeHTH, JIEKYBaHU ¢ HHPIUKCHUMa0, e Ouiia 2 ceIMUILIM.
MennanaTta Ha IPOABILKUTEIIHOCTTa Ha 0TroBopa ¢ 12 cemqmurin. OCBEH TOBa, 3aTBApSTHE HA BCHUKH
¢ductynu e OUI0 MOCTUTHATO TIPH 55% OT MalMEHTHUTE, JIEKYBaHH C HHIIMKCUMAO, TOKATO B TUIAIe00
rpynara — npu 13% ot natmenture (p = 0,001).
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Tlooovporcawo neuwenue npu pucmynuzupawa, akmusua 6oaecm na Crohn

EdukacHocTTa Ha MHOTOKpaTHH HH(Y3UH UHPIUKCUMAO MPH MalMeHTH ¢ GUCTYIH3Upalia 00jIecT Ha
Crohn e 6una onenena B exHoroaumHo knuHUYHO npoyuBane (ACCENT II). O6mo 306 ca 6unu
JIeKyBaHU C TPUKPATHO MpHIoXKeHne Ha nH(pIuKkcuMad B 1o3a 5 mg/kg Ha 0, 2 u 6 ceaqmuua. B
HAYaJIOTO Ha IIpoy4YBaHeTo 87% OT ManMeHTUTe ca NMajH nepruananiu pucrymu, 14% - puctynn Ha
KOpeMHara cTeHa, 9% - pexroBaruHamHu Quctynn. Memunanara HaCDAI e 6w 180. Ha 14 ceqmuma
282 manueHTH ca OMIIM OLICHEHHU 32 KIMHUYEH OTTOBOP M PaHAOMU3UPAHH Ja MOdy4aBaT WK Mianedo,
i nHpIIKcnMado B 1o3a 5 mg/kg npes 8 ceqmurm 1o 46 cenmua.

OtroBopunute Ha ceqmuna 14 (195/282) ca Ounu ananu3upanu 3a MbpBUYHATA KpaifHa TOYKA -
BpPEMETO OT paHIOMHU3UPAHETO 10 3arydara Ha oTroBop (Bxk. Tabmuma 7). [lonmkaBane Ha go3aTa Ha
KOPTUKOCTEPOHINTE € OMII0 JOITyCKaHO Cle] ceaMuIa 6.

Tabauua 7
Edekr Bbpxy otroopa, 1anuu ot ACCENT II (otroBopuiu Ha ceamuna 14)
ACCENT II (otroBopmiy Ha cenmuma 14)

[Monnbpxkaio [Monabpxkaio p-CTOHHOCT

JieYeHue JIEYEHHE C

[Tname60 WHPIIKCIMA0

(5 mg/kg)

(n=99) (n=96)
Menmnana Ha mepuoja 1o 3aryba Ha 14 cenmunu > 40 cemMunu < 0,001
OTIOBOp JI0 ceamuiia 54
Cenmuna 54
OTroBop mo OTHOIIECHUE Ha 23,5 46,2 0,001
¢ductymure (%)?
[Ip1eH OTroBOp MO OTHOIIICHUE HA 19,4 36,3 0,009
¢ucrymure (%)°

a Hamanenue c > 50% B cpaBHeHHE ¢ U3XOJHUS OpO Ha CeKpeTHpaly GUCTynu 3a mepuon
>4 ceamunu.
0 [IbyHa Jiumica HA CEKpeTHUpaIy PUCTYIIH.

3amouBaiiku oT cenMuIia 22, MpH NANMEHTUTE, OTTOBOPHIIH HA JICYEHUETO, HO TIPH KOUTO
BIIOCJIE/ICTBHE KIIMHUYHUST OTTOBOP € OWJI 3ary0eH, € JOIMyCKaHO PEMUHABaHe Ha aKTUBHO
MOBTOPHOJICYCHNE HA BCEKH 8 ceIMUIM ¢ MHMIMKcHMal B 1032, o-BUCOKa ¢ 5 mg/kg oT no3ara, Ha
KOSITO 10 Ha4aso ca owin panaomusupanu. OT MalMeHTUTE B TpyIaTa Ha JICUCHHUE ¢ HHPIUKCUMA0

5 mg/kg, KouTO ca MpeMUHAIIM HA HOBAaTa cXeMa Mopajy 3arybda Ha OTrOBOP MO OTHOIICHUE Ha
¢ductynure cien ceamuiia 22, 57% (12/21) ca 0TTOBOPHIIM Ha IOBTOPHOTO JICUCHUE ¢ HHGIMKCHUMA0 B
nmo3a 10 mg/kg Ha Bcexu 8 cenmuiiy.

Mesxay rpynara Ha JiedeHue ¢ nHQIMKcuMab U miamnedo rpynara HiMa 3HauYMTeIHa pasjivKa B
MPOIIEHTA MAIMEeHTH, TIPY KOUTO 3aTBapsIHETO Ha (DUCTYJIUTE ce 3a/Ibpika Ha 54 ceqmuIia, KakTo u 10
OTHOIIICHHE HA MPOKTAITHS, adciiec 1 MH(EKIIMY Ha TMKOYHUTE ITBTHIIA ¥ OPOsi HA HOBOTIOSIBHIIH C€
B XOJIa Ha JICYCHHETO pucTysu.

HO,I[I[’Bp)KaH.[OTO JICYCHHUEC C I/IH(l)J'II/IKCI/IMa6 Ha BCEKH 8 CCAMUIIU 3HAYUTCIIHO € HAMAJINJIO CBbP3aHUTC
¢ bonecTTa XOCHHUTAIN3aU U OIICPAllUN B CPABHCHUC C IIPUIJIOKCHUCTO HA rmaue60. OcBeH TOBa ca
ouu YCTaHOBCHHU U HAMAJIIBaHC HAa HyXXJaTa OT KOPTUKOCTEPOUIN 1 HOZ[O6p51BaHe Ha Ka4€CTBOTO Ha
JKHBOT.

Yayepozen xonum npu sv3pacmuu

BesomacHoctTa 1 ehrkacHOCTTa Ha JedeHueTo ¢ nHpaukcumab Osxa omneHnenu B 8e (ACT 1 u
ACT 2) panaoMu3upaHy, ABOMHOCIENH, M1ae00-KOHTPOIMPAaHU KITMHUYHN POYYBaHUS IPU
BB3PACTHU MAIMEHTH C YMEPEH JI0 TEXBK aKTHUBEH yiepo3eH komut (Mayo ckop 6 mo 12;
Ennockoncku ckop > 2) ¢ HeAOCTaThueH OTIOBOP Ha KOHBEHIIMOHAJIHA Tepanus [1epopaiHu
KOPTUKOCTEPOUIN, AMUHOCATUIIWIATH W/ WK UMyHOMOotynaTopu (6-MP, AZA)]. lonyckarie ce
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CBHBMECTHOTO MPUIOKEHNE Ha NIEPOPATHN aMHHOCATUINIATH, KOPTUKOCTEPOUIHN 1
UMYHOMO/YJIaTOPH B CTAOMIHM 103H. M B 1BeTe MpOydBaHMS MALMEHTHTE OsIXa paHIOMU3HPAHU B TPU
rpyny — IbpBaTa C MpUIOKEeHUEe Ha Manedo, BTopaTa U TpeTaTa CbOTBETHO C MPHIIOKECHUE Ha

5 mg/kg napnukcumad u 10 mg/kg nadaukcumad Ha 0, 2, 6, 14 n 22 cenmuna, a B ACT 1 — u Ha 30,
38 u 46 cegmuma. CrinpaHe Ha KOPTHKOCTEPOHUIHOTO JIEYCHHE CE IOMyCKAaIIe CiIes 8 CeAMHUIIA.

Ta0auna 8
EdexT BbpXy KIMHUYHUSA OTTOBOP, KINHUYHATA PEMUCHS M JIUTABUYHOTO 03/IpaBsiBaHe B
Ceavuna 8 u Ceqmuna 30.
Oo0mm qaaam ot ACT 1 1 2.

Nudnukcumad
[T7ame60o 5 mg/kg 10 mg/kg 0610
PanmoMusupany marueHTH 244 242 242 484

IIpoueHT NanMeHTH ¢ KJIMHUYEH OTTOBOP M TPAeH KJIUHUYEH OTTOBOP
Knunuuen otroBop B Cenmuiia

8 33,2% 66,9% 65,3% 66,1%
Knunuuen orroBop B Cenmuiia
302 27,9% 49.6% 55,4% 52,5%

Tpaen oTroBop

(KJTMHUYEH OTTOBOP U B

Cenmuna 8 u Cegmuiia 30)* 19,3% 45,0% 49.6% 47.3%
IIpoueHT manyeHTH B KIMHUYHA PeMUCHUS U TPpaliHa peMucus

Knunanuna pemucus B Ceamuna

82 10,2% 36,4% 29,8% 33,1%
Knuuanuna pemucus B Ceaqmuna
302 13,1% 29,8% 36,4% 33,1%

Tpaiina pemucus

(pemucus u B Cenmura 8 u

Ceamuua 30)* 5,3% 19,0% 24,4% 21,7%
IIpoueHT MAaMEHTH ¢ JTUTABUYHO 03PaBsABaHe

JluraBu4HO 037paBsBaHe B

Cenmuna §° 32,4% 61,2% 60,3% 60,7%
JluraBuyHO O31paBsSBaHE B
Ceamuna 30° 27,5% 48,3% 52,9% 50,6%

a p<0,001 3a Bcsika rpyra ManyeHTy Ha JieueHue ¢ HHGIMKCUMa0 cperly mianeoo.

B npoyusanero ACT 1 e oneHsiBaHa e(pUKACHOCTTA Ha JICYEHHETO ¢ MHPIMKCUMa0 110 54 ceamuIia.
Ha 54 cenmuia 44,9% oT nanMeHTHTe B IPYNUTE HA JieueHHe ¢ MHQINKCUMAa0 ca OTroBapsuid Ha
KPUTEPUUTE 3a KIIMHUYEH OTrOBOP, JA0KATO B Iuianebo-rpymnara — 19,8% (p< 0,001). Ha 54 ceqmuna B
TPyIUTE Ha JIeYeHne ¢ HH(PIUKCHMa0 TIPH MO-TOJISM MPOIIEHT OT MAIUEHTUTE ca OWIIHM MMOCTUTHATH
KJIIMHAYHA PEMHUCHSI M JIUTABUYHO O3/IpaBsiBaHE B CpaBHEHHE ¢ rpymarta Ha mianebo (crotBeTHO 34,6%
cpemty 16,5%, p< 0,001 u 46,1% cpemty 18,2%, p<0,001). Ha 54 ceqmuiia npoueHThT Ha MalUEHTUTE
B TPaeH OTrOBOP W TpaifHa peMucHs € OWI IMO-BUCOK B TpyIaTa Ha JedeHue ¢ HHPINKCUMaO0,
OTKOJIKOTO B manebo-rpynara (ceotBeTHO 37,9% cpemty 14,0%, p< 0,001; u 20,2% cpemy 6,6%,
p<0,001).

Crmpane Ha KopTukoctepouante Ha 30 u 54 cenmMuna u 3appKaHe Ha KIIMHUYHATA PEMHUCHS € OHII0
BB3MOYKHO TIPH IO-TOJISIM IIPOICHT OT MAIMEHTUTE B IPYIIUTE Ha JIeueHHe ¢ MHPIUKCUMa0, OTKOIKOTO
B mare6o-rpynarta (22,3% cpemry 7,2%, p < 0,001 3a 30 cenmua, coopuu garam oT ACT 1 u ACT 2;
21,0% cpemy 8,9%, p = 0,022 3a 54 ceamuna no naunau ot ACT 1).

Anamu3bT Ha cOoprute qanuu oT npoyuBanusaTa ACT 1 u ACT 2 u TexHHUTE NPOABIDKEHUS,
MOKPHBAII] BPEMETO OT HAYaJIOTO Ha MPOYYBAHETO JI0 ceaMuIla 54, moKa3Ba HaMaJeHHE Ha CBbP3aHUTE
C YJILIEPO3HUSI KOJIUT XOCHUTAIN3ALUHN U XUPYPIrHYHA UHTEPBEHIIMH IIPU MALUEHTHUTE, JIEKYBaHU C
nHuKcuMad. CBBP3aHUTE C YILEPO3HHSI KOJIUT XOCHUTAIN3ALUH Ca 3HAYUTEIHO [0-MAJIKO B
rpynure Ha JiedeHue ¢ nHpnukcumad B 1o3a 5 u 10 mg/kg B cpaBHEHHE C rpynara NanieHTH Ha
rtane6o (cpeaen O6poit xocnutanuzanuu Ha 100 manuentorognam: 21 u 19 cpemry 40 B rpynara Ha
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miare6o0; crorBeTHO p = 0,019 m p = 0,007). bposaT Ha CBBp3aHUTE C YIAIIEPO3HHSI KOJIUT XUPYPTHIHH
MHTEPBEHLUH CHILO € 3HAYUTEIHO MO-MAIBbK B IPYNHUTE HA JieueHHe ¢ MHPINKCUMAO B 1032 5 1

10 mg/kg B cpaBHeHue ¢ Tpynara Ha miane0o (cpeneH Opoil XupypruiHi HHTEPBEHLUH Ha

100 maumentoroaunu: 22 u 19 cpemry 34; crotBetHo p = 0,145 u p = 0,022).

[IponieHThTHA MALMEHTHUTE, IPU KOUTO € IPaBeHa KOJEKTOMUS B KOMTO U 1a € MOMEHT IIPE3 IbPBUTE
54 cemmury cnen mbpBata HH(Y3US HA IPOYIBAHHUA MIPOAYKT, € ChOpaH u 00paboTeH Bb3 OCHOBA HA
npoyuBanusita ACT 1 u ACT 2 u Texnute npoabinkeHus. Konekromus e HanpaBeHa Mpu MO-Majlko
MalMeHTH OT Tpymnara Ha jedenue ¢ uHpmukcumad B go3a 5 mg/kg (28/242 vmm 11,6% [N.S.]) u ot
rpymnara Ha JedeHue ¢ nHpnmkcumad B no3a 10 mg/kg (18/242 nnu 7,4% [p = 0,011]), oTKONKOTO TpH
MAIMeHTHTe OT TpymaTa Ha 1uiaie6o (36/244; 14,8%).

HamansBanero Ha yecToTaTa Ha KOJIEKTOMUUTE € IPOYUYCHO U Bb3 OCHOBA HA JAHHUTE OT IPYro
pangoMu3upaHo ABoitHocsno npoyusade (C0168Y00) npu xocnuranuzupany naueHTH (n = 45) ¢
YMEPEHO TEXBK 10 TeXXbK aKTUBEH YJILIEPO3€H KOJUT, KOUTO HE CE MOBIUABAT OT MHTPABEHO3HU
KOPTUKOCTEPOUIN M KOUTO CJIEIOBATEIHO ca C MOBUILEH PUCK 3a KoJleKToMusl. B pamkuTe Ha

3 Mecena OpoAT HA KOJIEKTOMHUUTE € OWJI 3HAYUTENTHO MO-MaIbK [IPY HMALMEHTUTE, IOy YMIN
eanHUYHA 103a nHpIUKcHMab 5 mg/kg, B cpaBHEHNE ¢ IAIIMEHTHUTE, MTOTYyYHIH TU1ane0o (CbOTBETHO
29,2% cpemy 66,7%, p=0,017).

ACT 1 u ACT 2 noxkassat, ue nHQIMKcUMab 1MoJo0psiBa KaueCTBOTO Ha )KUBOT, KOETO CE
MOTBBPK/IaBa KAKTO OT CTATUCTHYCCKH 3HAYNMOTO MOJ00peHHe B crieupuyHHs 32 3a00IIBaHETO
BBIpocHUK IBDQ), Taka u oT mogoOpeHneTo B reHepuIHHs KpaThK QOpMYJIIp 3a IPOyUYBaHE C

36 Touku SF-36.

Anxunosupauy CROHOUIAUM NPU 8b3PACHU

B nBE MHOTOIIEHTPOBH, JBOWHOCIICITH, IJ1Ale00-KOHTPOJIUPAHU IPOYYBAHUS Ca OIICHEHU
e(rkacHOCTTa M 0€30MacHOCTTa Ha HHMIMKCUMA0 IPH MAIMEeHTH C aKTUBEH aHKWJIO3UPAIl] CTIOHIHITUT
(Bath Ankylosing Spondylitis Disease Activity Index [BASDAI] ckop > 4 u rppOHauHa O0nka > 4 1m0
ckana ot 1 g0 10).

B mepBoTO mpoyuBane (P01522), koeto e ¢ 3-mecedna aBoiiHOCIsAA (a3a, 70 maruenTy ca
noJyiyyaBaiu win 1o 5 mg/kg nadaukcumad, wim miaiedo Ha ceamuna 0, 2 1 6 (110 35 nanueHTy BbB
Besika rpyna). Ha ceamuna 12 nanueHTH OT rpymaTa, mojiydaBaliia miaimebo, ca MpeMHHaIN Ha
nedenue ¢ nHpaukcuMad 5 mg/kg Ha Bceku 6 cemmuiiy no ceamuna S54. Cries| mppBarta rofrHa Ha
MIPOYYBAHETO, MPH 53 MAMEHTH TO € MPOIABIDKIIO KATO OTKPUTO MPOCIEASBAIIO0 MTPOYIBAHE 10
ceamuna 102.

B®B BTOpoTO KinHuuHO npoyuBane (ASSERT), 279 nauuenTH ca OMinu paHIOMU3UPAHH Ja
nony4vasat win iane6o (Cpyna 1, n = 78), unn 5 mg/kg nadankcumad (I'pyma 2, n =201) Ha
ceqvuiia 0, 2 u 6, cie KOeTo Ha BCekH 6 ceqMuIn 1o ceamuna 24. Cries ToBa BCHYKH ITAIMEHTH Ca
MpeMuHaIH Ha MHPIMKCMab Ha BCeku 6 cemuiy o ceamuiia 96. [lanmentute ot ['pyna 1 ca
nony4aBaiu 1o 5 mg/kg nadnukcumad. B I'pyna 2, 3anousaiiku ¢ nH}y3usaTa Ha cenmuna 36,
narerTute ¢ BASDAI > 3 npu 2 mociieioBaTeIHA BU3MTH, ca Hojy4yaBanu 1o 7,5 mg/kg
nHGIUKCUMAa0 Ha BceKu 6 ceMuIHM 10 cenMuiia 96.

B ASSERT nono0penvie o OTHOIICHUE Ha MPU3HALIUTE U CHMIITOMHTE c€ 0TOeNs3a oIlle Ha
cenmuna 2. Ha cenmuna 24, 6post Ha nanueHTure, orroBopuim mo ASAS 20 kputepuute, € 15/78
(19%) B mnaue6o-rpynara u 123/201 (61%) B rpynara Ha nedenue ¢ 5 mg/kg nndauxcumad
(p<0,001). ITpu 95 naruentu ot I'pyma 2 jJeUeHUETO € MPOABIKIIO ¢ 5 mg/Kg Ha BCeKH 6 CEIMUIIH.
Ha cenqmuria 102, 80 manmenTty ca 6wt Bee o1mie Ha jieueHne ¢ nHpaukenMad u oT Tsax 71 (89%) ca
nokpunu ASAS 20 kpuTepuuTe 3a OTTOBOP HA JIEUEHHUETO.

B P01522 nopoGpenne no OTHOIIEHHE Ha MPU3HAILIMTE U CUMIITOMHUTE CHINO c€ OTOEINA3BA OIIe Ha
ceamuna 2. Ha cenqmuna 12 6post Ha nokpusammre BASDAI 50 ckopa e 3/35 (9%) B mutane6o-
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rpymara u 20/35 (57%) B rpynara Ha nedenue ¢ 5 mg/kg undmuxcumad (p< 0,01). Ipu 53-ma
MAIUCHTH JICUSHUETO € MPOABDKIIO ¢ 5 mg/kg Ha Bceku 6 cenqmuii. Ha cenqmuria 102, 49 narueHtu
BCE olle ca OmiM Ha JeueHne ¢ nHpukcumab u ot Tax 30 (61%) ca mokpunu BASDAI 50
KPUTEPHUUTE 32 OTTOBOP.

U B nBete mpoy4uBaHus PU3NIECKUTE BE3MOKHOCTH M KA9€CTBOTO HA KHUBOT, OTPEEIICHU Upe3
BASFI ckopa (Bath Ankylosing Spondylitis Functional Index) u upe3 kacaeuire Gu3HIECKOTO
CHCTOSTHHE BBIIPOCH Ha KPATKUsI BBIIPOCHUK 3a Ka4eCTBO Ha kHUBOT SF-36, ChI0 MOKa3BaT 3HAYNMO
mogo0peHweE.

Illcopuamuuen apmpum npu 8b3pacmuu

EduxacHoctTa 1 6€30macHOCTTa Ha JIEYCHUETO ¢ MHPIUKCUMA0 0s1Xa OLIEHEHHU B JIBE MHOTOLICHTPOBH,
JBOWHOCJIEIH, IUT1ale00-KOHTPOIMPAaHU IPOYYBAHUSI PU MALMEHTH C AKTUBEH IICOPUATHYCH apTPHUT.

B mepBoTo ximanuHO npoyuBane (IMPACT) edukacHocTTa M 6€30MIaCHOCTTA HA JIEYEHUETO C
nHQIMKCUMab ca Ounu oueHenu npu 104 nanueHTH ¢ NOIMAPTUKYIapHa POpMa Ha aKTHBEH
nicopuatmdeH apTput. [lo Bpeme Ha 16-cenmuuHara gABOWHOCTSANA (a3a, manueHTuTe (o 52 BbB BCAKA
rpymna) ca noxy4asanu win uHpmukcnMabd 5 mg/kg, nim mranebo, Ha 0, 2, 6, u 14 cenmuna. Ot

16 ceqmuIa MalUEHTUTE OT IUIae0o0-Tpynara ca NpeMUHAIN Ha JeUYeHre ¢ MHPIUKCUMa0, KaTo Beue
BCHYKH MAIUCHTH ca noiaydyaBaiu 1o 5 mg/kg nnpaukcrumal BeHBXK Ha BCEKU 8 CEAMMIIA 10
ceamuua 46. Cien U3THYaHE HA IbPBATA FOJIMHA OT MPOYYBAHETO, 78 MALIMEHTH Ca OCTAHAIU Ha
nedeHue 10 98 ceamuIIa KaTo OTKPUTO NMPOYUBAHE.

BbB BrOpoTo kimuanygHO mpoyuBane (IMPACT 2) edukacHocTTa M 6€30MaCHOCTTA HA JICYSHHETO C
nHpIKCUMa0 ca 6w oneHeHH 1pu 200 MaMEeHTH ¢ aKTUBEH NICOPHATHYEH apTpUT (> 5 OTOYHHU
CTaBH U > 5 Oone3nenu crasu). [Ipu 46% OT manMeHTHTE € IPOIBIDKABAJIO U JICYCHUE C METOTPEKCAT
B cTabmiHa no3a (< 25 mg/cenmuyno). [1o Bpeme Ha 24-ceqmMuyuHaTa IBOMHOCANA (a3a, MalMeHTUTE
(o 100 BBB Besika rpyma) ca morydaBany win nHaukcumad 5 mg/kg, wnmm manebo, va 0, 2, 6, 14 u
22 cenmunia. Ot 16 ceqmuiia 47 nanueHTH ot wianedo-rpymnata ¢ < 10% nogo0peHue B CpaBHEHHUE C
HAYaJIOTO Ha MPOYYBAHETO 10 OTHOIIEHHE KAaKTO Ha OTOKA, TaKa U Ha OOJIKaTa B CTaBUTE, Ca
3aI0YHAN WHYKIFOHHO JiedueHne ¢ MHPIMKkcnMab (paHHO npeBkiIouBane). Ot 24 cenmMuiia BCHIKA
NalMEeHTH OT Ianebo-rpynara NpeMUHaBaT HAaMHIYKLIHMOHHO JIedeHue ¢ MH(IMKCHMab, KOeTo e
MPOIBIDKUIIO 110 46 cenmMuIia Mpu BCUYKH TAI[UEHTH.

OcnoBuute pesyntartu 3a epukacaoct or IMPACT u IMPACT 2 ca npencrasenu B Tabnuua 9 mo-
J01y:

Tabauua 9
IMPACT u IMPACT 2 — EdekT Ha jJeuyeHueTo Bbpxy ACR u PASI
IMPACT IMPACT 2*
[Mnane6o UMuadmukc  Hadmuken  [Mnane6o  Uudmmke Mubaukcn
(16 nMa 0 Ma 0 (24 nmMa 0 Ma 0
CeIMUIIA) (16 (98 CEIIMUIIA) (24 (54
CeIMUIA)  CEIMMIIA) CeIMUIIA)  CEeAMHMIIA)
Pannomusupanu 52 52 N/A®? 100 100 100
MAIUEHTH
Otrosop o ACR
(% ot
MAIUCHTUTE) 52 52 78 100 100 100
N
Otrosop 5(10%) 34 (65%) 48 (62%) 16 (16%) 54 (54%) 53 (53%)
ACR 20*
Otrosop 0 (0%) 24 (46%) 35 (45%) 4 (4%) 41(41%) 33 (33%)
ACR 50*
Otrosop 0 (0%) 15 (29%) 27 (35%) 2 (2%) 27 (27%) 20 (20%)
ACR 70*
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IMPACT IMPACT 2*

ITnane6o  Uudpaukc Huadmuxkcn  Ilnane6o  Uudaukc Mudaukcn

(16 nMa 0 Ma 0 (24 nmMa 0 Ma 0
CEIMMIIA) (16 (98 CeIMMUIIA) (24 (54
CEeIMUIIA)  CCIMMIIA) CeIMUIIA)  CCAMMIIA)
Otrosop no PASI
(% ot
nanuenTuTe)° 87 83 82
N
Otrosop PASI 1 (1%) 50 (60%) 40 (48,8%)
75**

*  Wsppmen ITT-ananm3, kaTo ManMeHTHTE, 32 KOUTO HSIMAa TaHHH, Ca CMATAaHU 32 HEOTTOBOPUIIN HA
JICYCHUETO.

a Jlanawure ot 98-a ceqmuna B IMPACT BkITIOYBAT KaKTO MAIMEHTH, PEMHUHAIH OT IUiare0o Ha
nHGIIKCUMA0, Taka U MAIMeHTH, JeKyBaHH ¢ HHPIUKCUMAO U IPOABIDKUAIHN B OTKPUTO
MPOYYBaHE.

0 Ilamwmentu ¢ PASI > 2,5 B Hauanorto Ha tedennero B IMPACT u manueHTH c¢be 3acarage oT
ncopuasuc Ha > 3% oT TenecHara 1ol B HayanoTo Ha JeueHuero B IMPACT 2.

** Otroop PASI 75 ne e Bximoued B IMPACT nopanu mankus 0poit; p< 0,001 3a nadamkcumad
cpemty 1uiane6o Ha 24-a ceamuiia 3a IMPACT 2.

B IMPACT u IMPACT 2 xnuHIYEH OTrOBOp € HaOII0IaBaH oIle Ha 2-a CeIMHUIIA, KaTo Ce 3aIbpxkKa
CBHOTBETHO A0 98 cenmuiia u 54 cenmuiia. JleueHnero e euKacHO KaKTO CbC ChbBMECTHO MPUIIOKEHUE
Ha METOTpPEKCAaT, TaKa U KaTo MOHOTepanus. [Ipu JekyBaHuTe ¢ MHPIUKCUMAO MAIMEHTH € OTYETEHO
MOHM)KaBaHE HA CTOMHOCTUTE HA MapaMeTpUTe, TUIIMYHH 32 epudepHa akTHBHOCT Ha IICOPUATHYCH
apTpuT (kaTto Opoil Ha OTOYHUTE CTaBH, OpOif Ha OOJIE3HEHUTE CTABU, NAKTUINT U €HTE30MaTHs).

B IMPACT 2 ca oneHsiBaHH pEeHTTEHOJIOTHYHUTE TpoMeHu. HampaBenu ca penTreHorpadun Ha
JUTAaHUTE W XOOHUIaTa U3X0IHO, Ha ceamuIia 24 u Ha ceamuna 54. Ha cenmuma 24 n1edeHneTo ¢
nHGIMKCUMA0 TIoKa3Ba 3a0aBsiHEe Ha CKOPOCTTA Ha IIporpecus Ha nepuepHOTO CTABHO YBpPEXKIaHE B
CpPaBHEHHUE C MPUIIOKECHUETO Ha Iiare0o (MbpBUYHA KpaliHa TOYKa), H3MEPEHO Ype3 MpOoMsSHaTa B
CpaBHEHHE C M3XO/IHATA CTOMHOCT Ha oOmmms Moauduiupan ckop Ha van der Heijde-Sharp (vdH-S
ckop; cpenuusT ckop + SD Geme 0,82 + 2,62 3a mnarebo-rpynara u -0,70 + 2,53 3a rpynara Ha
nedenue ¢ uapaukcuma0; p< 0,001). B rpynara Ha ieuenue ¢ nHIuKcuMad cpeaHaTa mpoMsiHa Ha
o6 moaudumupan vdH-S ckop ocraBa moz 0 u Ha cenmuna 54.

[Tpu nexyBanuTe ¢ MHGIMKCHMAO NAMEHTH € HAOII0IaBaHO M 3HAYUTEIHO ()YHKIIMOHAIHO
nogoOpeHue, 0T4eTeHo Bb3 ocHOBa Ha BO3. Bb3 ocHOBa Ha BbIIpocHTE 3a PU3HUYeCcKa aKTUBHOCT U
NICUXUYHO chcTosiHUE B SF-36 Oelie 0T4eTeHO M 3HAYUTENIHO OJ00pEHHE Ha KaYeCTBOTO Ha KUBOT B
IMPACT 2.

Hcopuasuc npu ev3pacmuu

EdukacHocTTa Ha nedeHnero ¢ nHGIHMKcHMab Oerre OleHeHa B IBE MHOTOLIEHTPOBH, PaHJOMU3UPaHH,
nsoiiHocenu npoyuBanus: SPIRIT u EXPRESS. B nsere npoyuBanust 051xa BKIIOUEHH HALUEHTH C
XPOHMYEH IICOPUA3UC C IICOpHATUYHU I1akH (¢ > 10% 3acarane Ha TenecHaTa MOBbPXHOCT U PASI
ckop > 12). [IbpBuuHa KpaiiHa TOYKa U B JBETE IPOYUYBAHUS OCIIIE J]a Ce OLICHU IPOICHTHT MAlUCHTH,
mpu kouTo Ha 10 ceamuiia € mocTUrHaTo nogoopenue ¢ > 75% na PASI B cpaBHEHHE ¢ U3X0IHATA
CTOWHOCT.

B SPIRIT e onenena epukacHocTTa Ha HHGIMKCUMAO KaTO UHIYKIIMOHHO JICUYCHUE MTPH

249 nanumeHTH ¢ ICOPUATUYHH IUIAKH, JeKyBaHU npeau ToBa ¢ PUVA win cMCTEMHU JIEKapCTBEHH
npenapaTy. B paznuuanTe rpynu ca npunaranu uHGankcuMad B no3a 3 mg/kg, nnpnrkcumad B 1o3a
5 mg/kg nnm ntane6o kato nHdy3us Ha 0, 2 u 6 cenmuna. [Tanmentute ¢ PGA ckop > 3 cniopen
OLIGHKATa Ha JieKapsl ca CMITaHH 3a TIOKa3aH! 3a JOIbJIHMTENHA HHY3H Ha 26 ceaMuLa.

B SPIRIT npoueHTsT nanueHTH, npu kouto Ha 10 cenmuna e nocturwatr PASI 75, e 71,7% B rpynara
Ha neuenue ¢ 3 mg/kg nadaukcumad, u 87,9% B rpynara Ha seduenue ¢ 5 mg/kg napnukcumao,
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JokaTo B Tianebo-rpynata — 5,9% (p < 0,001). Ha 26 cegmua, 20 ceqmunu cien nociaeaHaTa
WHAYKIHOHHA 7033, oTToBOp PASI 75 e mocturaar mpu 30% oT marieHTuTe B rpynara Ha JISYeHHe C
5 mg/kg nndnukcumad, u npu 13,8% or mauuentuTe B rpynara Ha jedenue ¢ 3 mg/kg nnpnukcumao.
Mexay 6 u 26 ceqmuna CAMOTOMHTE Ha TICOpHAa3nca MOCTENEeHHO peuIuBIpaxa, KaTo MeAraHara Ha
TIepHOT A0 peuanB Ha OomectTa € > 20 cenmunu. He e HabmomaBan rebound-denomeH.

B EXPRESS e onenena eukacHOCTTa Ha HHIYKIIMOHHATA U TIOIbPIKaIIaTa Teparmws ¢
nHQIMKcUMab npu 378 maunueHTy ¢ ICOPUATHYHY IUTaky. [lanmenTuTe noty4yaBaxa uiu
nHpIKcUMa B 103a 5 mg/kg, i mane6o kato uHPy3un Ha 0, 2 1 6 cenMuIia, MOCIEABAHN OT
MOIBPIKAIIO JieueHue — HH]py3un npe3 § ceamuIiy 1o 22 cenMuIia B rpymaTa Ha mianedo, u 10

46 cenmuna B rpynara Ha nH(IrKcuMad. Ha 24 ceqmuia nanuieHTHTE OT Mmianedo-rpymnara
MpEeMHUHAaXa Ha UHIYKIIUOHHO JieueHue ¢ nHpukcumad (5 mg/kg), mocaenBaHo OT MOMIbpPIKAIILO
nedenue (5 mg/kg). IlcopuasnchT Ha HOKTUTE € OlLleHeH upe3 MHaekca Ha TeXeCT P IICOPHa3uC Ha
Hoktute (NAPSI). [Ipenu neuenuero ¢ uapaukcuma0, 71,4% oT narMeHTUTe ca OUIH JISKYBaHH C
PUVA, meToTpekcar, IMKJIOCIOPHH WM allMTPETHH, BRIIPEKU Y€ He BCUUKU ca OWUJIM C PE3UCTEHTHA
Ha Tepanus popma. OCHOBHUTE pe3ynTaTH ca npencraBeny B Tabnwma 10. B rpymnaTa Ha nekyBaHnTE
¢ nHpIIKcnMab TAIMEHTH OITle Ha TbpBaTa BU3HWTA (BTOpa ceaMuIia) € HadmogaBad otropop PASI
50, a Ha BTOpaTa Bu3uTa (1Iecta cenmuiia) — orroBop PASI 75. EdukacHoctTa B rpynaTta naueHTH,
JIEKyBaHU TPl TOBA ChC CUCTEMHU JIEKAPCTBA, € CXO/IHA C 00maTa e(puKacHOCT B TPOyYBaHETO.

Ta6auna 10
OTtrosop no PASI, orroBop no PGA u nponeHTa nanueHTH ¢ M34MCTBAHE HA BCHYKN HOKTH B
Ceamuiu 10, 24 u 50 8 EXPRESS

[Tname6o — Nudankcumad
Nudnaukcumad 5 mg/kg
5 mg/kg

(aa 24 cenmuria)

10 cenmuma
N 77 301

> 90% momoOpeHwe 1(1,3%) 172 (57,1%)*
> 75% nomoOpeHue 2 (2,6%) 242 (80,4%)*
> 50% nmomoOpeHue 6 (7,8%) 274 (91,0%)
OrieHKa Ha JeKkapsi — M3uucTBaHe Ha HOKTUTe (0) WK JIeKo
3acsrane Ha HokTute (1) 3 (3,9%) 242 (82,9%)

Ornenka Ha Jexaps — u3unucTBane Ha Hokture (0), Jexo
3acsarane Ha HOKTuTe (1) nim yMmepeHo U3pa3eHo 3acsiraHe Ha

HOKTHUTE (2) 14 (18,2%) 275 (94,2%)°
24 ceamMmuua
N 77 276

> 90% momoOpeHwe 1(1,3%) 161 (58,3%)*
> 75% nomoOpeHue 3 (3,9%) 227 (82,2%)*
> 50% momoOpeHue 5 (6,5%) 248 (89,9%)
OrieHKa Ha Jekapsi — u3uucTBaHe Ha HOKTUTe (0) WK JIeKo

3acsaraHe Ha Hoktute (1) 2 (2,6%) 203 (73,6%)*

Ornenka Ha Jexaps — u3unucTBane Ha Hokture (0), Jexo
3acsrane Ha HOKTuTe (1) nim yMmepeHo U3pa3eHo 3acsiraHe Ha

HOKTHTE (2) 15 (19,5%) 246 (89,1%)*
50 ceamuna
N 68 281

> 90% monmoOpenwe 34 (50,0%) 127 (45,2%)
> 75% nomoOpeHue 52 (76,5%) 170 (60,5%)
> 50% momoOpeHue 61 (89,7%) 193 (68,7%)
OrneHKa Ha JieKapst — TUTICBA u3unucTBaHe Ha HOkTuTe (0) miu

JIeKO 3acsirane Ha HokTute (1) 46 (67,6%) 149 (53,0%)
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[Tnae6o — Nudparkcumad
Nudpaukcumad 5 mg/kg
5 mg/kg
(ua 24 ceamuna)

OrneHKa Ha Jiekapst — n3urcTBane Ha HOKTuTe (0), 1eKo
3acsiraHe Ha HOKTHTE (1) MM ymMepeHo h3pa3eHo 3acsraHe Ha

HOKTHTE (2) 59 (86,8%) 189 (67,3%)
N3uncrBaHe HA BCHYKH HOKTH®

10 cenmuia 1/65 (1,5%) 16/235 (6,8%)
24 cenmuna 3/65 (4,6%) 58/223 (26,0%)*
50 cemmuia 27/64 (42,2%) 92/226 (40,7%)

a. p <0,001 3a Bcska rpyna Ha JiedeHne ¢ mHpIUKcHMab cpelry KOHTpOoJIHaTa rpyma.

0.n=292.

B. AHaJIM3BT € HAIIPABEH Bbh3 OCHOBA HA U3XOJIHUS OpOl ManueHTH ¢ ncopuasuc Ha Hokture (81,8%
ot narmerTure). Cpexganre u3xoann pesynararu mo NAPSI ca 4,6 u 4,3 cb0TBETHO 3a rpymara Ha
nedeHue ¢ nHGIUKcHMab 1 3a miaredo rpymnara.

3rauuMo moIo0peHne 0T 3X0JHOTO HUBO € nokazaHo npu DLQI (p < 0,001) u mpu pesynratute oT
¢usnyeckara n ncuxuiecka kommnonenTta Ha SF-36 (p < 0,001) npu Bcsiko cpaBHSIBaHE Ha

KOMIIOHCHTH.

[leqmnaTpryHa MOMyJIaIus

bonecm na Crohn npu neduampuunu nayuermu (6 0o 17 200unu)

B npoyusanero REACH 112 manuenTn (Ha Bb3pacT oT 6 10 17 ronuHu, MeAriana Ha Bb3pacTTa

13,0 ronuHm) ¢ ymepeHa 1o Texxka akTuBHa Oonect Ha Crohn (Meauana 40, ciopen CDAI nipu
MeANAaTPUYHU MMAMEHTH ) U HEJOCTAThUEH OTTOBOP Ha CTAaHAAPTHO JISUCHHE ca MoIydImin 5 mg/kg
nHpukcuMad Ha 0, 2, u 6 ceamuna. Bcnuky manueHTH € TpsAOBaio na ObaaT Ha crabmiiHa 103a 6-MP,
AZA nnn MTX (35% oT T51X ca mony4yaBaii U KOPTUKOCTEPOUIN Ha U3X0AHO HUBO). [lanmenTure,
KOUTO TI0 MIPEICHKA Ha U3CJIeI0BaTEINTE ca MOCTUTHAIN KIMHUYEH OTrOBOp Ha ceamuiia 10, ca
paHIOMHU3UPAHU Ha MMOAIBPIKAIIO JedeHue ¢ nHpmkcnMad 5 mg/kg npes 8 uimu mpe3 12 ceqmuiiy.
[Tpu 3ary0a Ha OTTOBOpa IO BpEeMe Ha MOIBbPKAIIOTO JICYCHHE € OUIIO TI03BOJICHO MPEMUHABAHE Ha
no-Bucoka jo3a (10 mg/kg) n/vnm npuioxeHne Ha Mo-KpaTku HHTepBaiy (mpe3 § ceamuiy). TakoBa
MpeMHUHaBaHe € OWIIO HAallpaBeHO MU TpueceT U 1BaMa (32) OlleHUMH MeJUaTPUIHH TallueHTa

(9 yuacTHEKa OT rpymnaTa Ha IpUIOKEHHE TIpe3 § ceaMUIH 1 23 y4acTHUKA OT TpyraTa Ha
npusioxkenue npe3 12 ceqmunm). Crnen npeMUHaBaHETO, IPH JBAAECET U YETHPH OT TE€3H MalUEHTH
(75,0%) KITMHUYHUAT OTTOBOP CE€ € BH3CTAHOBUIL.

[IporeHThT Ha yYacTHUINTE C KIIMHWYEH oTroBOp Ha cenmuria 10 e 6w 88,4% (99/112). [IpoueHTHT
Ha YYaCTHHUIIUTE B KIIMHUYHA peMucus Ha ceamuna 10 e oun 58,9% (66/112).

Ha cenmMunia 30 mpoleHTHT Ha YYaCTHUIMTE C KIIMHUYHA PEMUCHS € OWJI ITO-BUCOK B TpyIiaTa Ha

MO TBPIKAIIO JiedeHue mpe3 8 cenmuitu (59,6%, 31/52), 0TKOTKOTO B TpyIaTa Ha OIbPKaIIo
nedenue npe3 12 cemmumm (35,3%, 18/51; p = 0,013). Ha cemmuna 54 croitHocTuTe ca 6unu 55,8%
(29/52) 1 23,5% (12/51) chOTBETHO 3a IPyNHTE HA MOIIBPIKAIIO JCUeHHUE 1pe3 8 u npe3 12 cenMuiiu
(p<0,001).

Jannu 3a puctynure ca momydern ot PCDAI ckoposete. Ot 22-Ta y4acTHHITU, KOUTO U3XOJHO ca
uMan (UCTyIH, B TPYIHTE HA MO IbprKaIIo JeueHne npe3 8 u 12 ceqmunu 63,6% (14/22), 59,1%
(13/22) u 68,2% (15/22) ca umanu mbaHA peMUCHS 10 OTHOIICHHE Ha (PUCTYIUTE CHOTBETHO Ha
cenmuna 10, 30 u 54.

B JOIIBJIHCHHUEC Ca Ooumun YCTAHOBCHU CTATUCTUYCCKU U KIIMHUYHO 3HAYNMHU HO,Z[O6pCHI/I$I oo

OTHOLIEHUE Ha KAYeCTBOTO HA KUBOT U BUCOUMHATA, KAKTO U 3HAYUTEIIHO HAMAJISIBAHE HA J103aTa Ha
KOPTUKOCTEPOUIUTE, CPABHEHU CIPSIMO U3XOJHO HUBO.
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Yaueposzen konum npu deya (om 6 0o 17 2oouwna ev3pacm)

BbeszonacHocTTa M ehukacHoCTTa Ha MHDIMKCHMaOca OLIEHEHH B MHOTOLIEHTPOBO, paHIOMHU3UPAHO,
OTKPHTO, MapaJIeIHO IPyMNoBO KiIHMHUYHO npoyusane (C0168T72) npu 60 nequaTpuyHy MalMeHTH Ha
BB3pacT oT 6 o 17 roguan (MenanaHa Ha Be3pact 14,5 TOOMHM), C yMepeH 10 TeXbK aKTHBEH
ynmeposeH Komut (0T 6 10 12 Touku mo Mayo; > 2 moATOYKH €HIOCKOTICKH), C HEAOCTAaThYeH OTTOBOP
KbM KOHBEHIMOHAIHUTE Tepanuu. M3xoaHo 53% oT mauueHTuTe ca moryyaBajd UIMyHOMOAYJINpaIia
teparus (6-MP, AZA w/mm MTX) u 62% ot nmaruieHTuTe ca moilydaBaid KOPTUKOCTEPOHTH.
Crmpane Ha JICYeHHETO ¢ UMYHOMOZYJIATOPH U KOPTUKOCTEPOUAH € OHUII0 Pa3perieHo cles

ceamuna 0.

Bewukn maruenTy ca morydmii MHAYKIHOHHA Tepamnus oT 5 mg/kg napnmukcnmabHa ceqmuma 0, 2 u
6. [lareHTHTE, KOUTO HE Ca OTTOBOPIUIN HA JICUeHUETO ¢ nHpIMKcUMabHa ceamuiia 8 (n = 15), He ca
MOJTy4aBaJIy MMOBEYE JICKAPCTBEH MPOYKT U Ca OCTaHAJIM 3a MPociesaBaHe Ha Oe3omacHocTTa. Ha
ceamua 8, 45 manMeHTH ca paHJOMU3HUPAHU U ca rmorydaBanu 5 mg/kg nadnukcnmabHa Bcekn

8 cemMUIIH WIM Ha BCEKH 12 CEIMMUITM KaTo MOIIBPIKAIIO JICUCHHE.

[TpoueHThT NALMEHTHU ¢ KIMHUYEH OTroBOp Ha ceamuua § e oun 73,3% (44/60). Knuauunust oTroBOp
Ha cenMuIia 8 e OWII CXOAEeH MEeX Ty MalMEHTHTE ChC WA 0e3 ChITHTCTBAIA HMYHOMOIYJIAPAIA
Tepanus Ha U3XO0AHO HUBO. KilmHnyHata pemucus Ha cenmuna 8 e ouna 33,3% (17/51), usmepeHo
Ype3 TOYKOB MHCKC 32 aKTUBHOCTTA Ha NeAuaTpudHus yirepos3eH koauT (PUCAI).

Ha ceamuna 54, mponieHTHT Ha MAIMEHTUTE B KIIMHIUYHA pemucus, naMepena upe3 PUCAI touku, e
38% (8/21), B rpynara Ha MO IbpIKAIIO JIeUeHUE Ha Bceku 8 ceqmuiu u 18% (4/22), B rpymnara Ha
MOTBPIKAIIO JieueHue Ha Bceku 12 cemmury. [Ipu mamuieHTHTe, MOITy9aBaniyi KOPTHKOCTEPOUIN Ha
W3XOJTHO HUBO, MIPOIEHTHT IMAIMEHTH B PEMICHS U HETIONIYYaBaIl[ KOPTUKOCTEPOUIH MTPe3

54 cenmuna e 6w 38,5% (5/13), B rpynara Ha MOAIbpKAIIO JICUeHUe Ha Beceku 8 ceamuim u 0%
(0/13), B rpynaTa Ha HOIBPIKAIIIO JICYCHUE HA BCEKH 12 CEAMMIIH.

B ToBa nmpoyuBaHe € MMaio MoBeue MaeHTH B TpynaTa Ha Bb3pacT oT 12 10 17 roAnHU, OTKOJIKOTO B
rpymnata Ha Be3pact oT 6 1o 11 ronunu (45/60 cpsimo 15/60). Benpeku ue OposiT Ha NAIEHTUTE BHB
BCSIKa MOATPYTIA € TBBPAE MATBK, 32 /1a C€ HAIPABST TOYHH 3aKJIIOYEHHS 32 BIMSIHUETO Ha BH3pacTTa,
IPH [I0-TOJISIM OpO¥ MAIMeHTH B TpyIaTa Ha MO-MaJlkaTa Bb3pacT J103aTa € MOBUIICHA WITH TepaIusTa
€ CIpsiHa IOPaJiy HeAOCTaThbuHa e(PUKACHOCT.

Jpyeu neduampuynu NOKa3aHus

EBpomneiickaTa areHuys mo jekapcTBaTa 0cBoOOXK/[aBa OT 3aAbDKEHUETO 3a MPEA0CTaBsiHe Ha
pe3yiATaTUTE OT NPOyUYBAHUATA C PehEePEHTHHS JIEKAPCTBEH MIPOAYKT, ChAbPKAIL HHPIUKCUMA0, BbB
BCUYKH MOATPYIH HA MEANATPUYHATA MTOMyJIallys IPU PEBMAaTOUIEH apTPUT, IOBEHIIIEH HINOTIaTHYCH
apTpPHUT, ICOPUATPUICH apTPUT, aHKHIIO3HUPAIL] CIIOHIWIINT, Ticoprasuc u 6onect Ha Crohn (BxK.

Touka 4.2 3a uH(popMauus OTHOCHO yHoTpeda B IeAUaTpusiTa).

5.2 ®apmakoKMHETUYHH CBOWCTBA

Ennokparnara nady3us Ha nHPIUKCHMab B no3a 1, 3, 5, 10 wm 20 mg/kg Boau 10 MPOIIOPIIMOHATHO
Ha J103aTa IMOBUIIIaBaHE HAa MaKCUMaJHaTa cepyMHa KOHIEHTpays (Cmax) ¥ MJIOLITA MOJT KpUBaTa
koHneHTpanusi-speme (AUC). PaBHoBecHUAT 06eM Ha pasnpenernenne (Meauada Ha Vq ot 3,0 1o

4,1 nuTpa) He 3aBHUCH OT MPUIIOKEHATa 1032 U NIOKa3Ba, Y€ MHIMKCUMA0 ce pa3npeneis NpearuMHO
BBB BETPECHIOBOTO MPOCTpaHCTBO. He e ycTaHoBeHa (hapMaKOKHMHETHYHA 3aBUCHMOCT OT BPEMETO.
[IpTHIaTa Ha eMUMUHUpPaHe Ha HHpIHKcHMal He ca Mpoy4yeHu. B ypuHara He ce OTKpuBa
HenpoMeHeH uHpaukcuMad. [lpu manuenT ¢ peBMaTonIeH apTPUT HE € YCTaHOBEHA ChIECTBEHA
3aBHCUMOCT Ha KJIIMpBHCA U 00eMa Ha pa3npeneeHue OT Bb3pacTTa U TEIECHOTO TETJIO.
dapmakoknHeTHKaTa Ha HHGIMKcHMa0 TpH MaleHTH B CTapyuecka Bh3pacT He e npoydyena. He ca
NpaBeHH MPOYYBAHUS TIPH MAIMEHTH C YePHOPOOHY MiiH ObOpEdHU 3200 sIBAHNSI.
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[Ipu npuinarane Ha equHUYHA 1032 OT 3, 5 wian 10 mg/kg, croiiHocTuTe HAa MeauaHaTa Ha Cmax Ca
choTBeTHO 77, 118 u 277 mukporpama/ml. MenuaHnaTa Ha TEPMUHAIHUS TTOTYKHBOT IIPU T€3H 03U
Bapupa ot 8 10 9,5 nuu. [Ipu moBedeTo marueHTH HHGIUKCHMA0 Ce OTKpUBA B CEpyMa MOHE

8 ceaMuIIM Clie]] MPUIIOKECHUE HA MTPENophYBaHaTa ¢IMHUYHA 71032 0T 5 mg/kg 3a nedenue Ha 6oject
Ha Crohn u mogmpprkamara 1o3a ot 3 mg/kg BeAHBXK Ha BCEKU 8 CEAMMUIIN 32 PEBMAaTOHIEH apTPUT.

[Mogawspxamoro nedenue ¢ nHGIKcHMad (5 mg/kg Ha 0, 2 1 6 ceqMuLa IPH MALUEHTH C
¢uctynmsuparia 6onect Ha Crohn, 3 wmm 10 mg/kg Benubx Ha 4 WK 8§ Mecera Mpu MaIUeHTH C
PEBMATOMJICH apTPHUT) BOJH JO0 JEKO KyMyJIMpaHe Ha HHGIMKCHMa0 B cepyMa Ciie BTopaTa J103a.
Cren ToBa He ce YCTaHOBSIBAT JaHHU 33 KIMHUYHO 3HAYMMO KyMmynupane. [Ipu nmoBeveTo manueHTu ¢
¢ucrynuzupama 6onect Ha Crohn undaukcuMad ce OTKpUBa B cepyMa B IPOIBIDKEHHE Ha

12 cemmuttu (0T 4 1o 28 cenmMuIIK) Cien Kpas Ha JICICHUETO.

IlequaTpuyHa NomyJaamus

[TonmynanuoHeH ¢papMaKOKMHETHYEH aHAJIN3, Bb3 OCHOBA HA JAHHUTE, TOJyYSHHU OT MALUEHTH C
yiepo3er konuT (N = 60), 6onect Ha Crohn (N = 112), roBeHunen peematouaeH aptput (N = 117) u
oonect Ha Kawasaki (N = 16), ¢ rpanunu Ha Trana3oHa Ha Bb3pacTTa OT 2 Mecena 10 17 ronuHu
MIOKAa3Ba Y€ eKCHO3ULHATA Ha MHPIUKCUMA0 € B HeJMHEIHA 3aBUCMOCT OT TeJIeCHOTO Terio. Ciexn
npuiokenue Ha 5 mg/kg nHdIMKCMMab Ha BcekH 8 ceqMHUIIM, TPOrHO3MpaHaTa MeAnaHa Ha
EKCIO3UIUATA B CTAIMOHAPHO CHCTOSTHIE Ha MHPIMKCUMAO (TUIOIITA O] KpUBATa KOHIICHTpAIHS —
BpeMe 1pH craruoHapHo cberosiane, AUCss), Mpu mequaTpuvHy NaMeHTH Ha Bb3pacT OT 6 110

17 roaunu e npudau3uteHo 20% Mmo-HUCKa, OTKOJIKOTO MPOTHO3MpaHaTa MEANaHa Ha eKCIIO3UIUsITa
B CTallMOHAPHOTO ChCTOSIHUE Ha JIEKAPCTBEHUS IPOAYKT NpH Bb3pacTHU. Meananata Ha AUC, pu
NeANaTPUYHH MAIMEHTH Ha Bb3pacT OT 2 TOAMHM U 1o 6 TOAWHM ce nporuosupa na ovae 40%
MO-HHUCKA OT Ta3W NP Bb3PACTHH, BBIPEKH ye OpOsIT Ha MALlMEHTHUTE, B IOJKpPENa Ha Ta3u OLICHKA, €
OrpaHUYEH.

5.3 IIpeak/JMHMYHU JaHHH 32 0€30MaCHOCT

WNndnukcumabd He pearupa kpberocano ¢ TNF, Ha 1pyru BUIOBe, pa3IiyHH OT YOBEK M HIMMIIaH3E.
[lopaam ToBa cTaHAapTHHUTE MPEAKITMHIYHY JaHHH 32 0€30MMacHOCTTa Ha MHIMKCHMA0 ca
orpanuueHd. [Ipu u3cnenBane npyu MUIIKK HA TOKCHYHOCTTA 110 OTHOILEHHUE Ha pacTeka U
Pa3BUTHETO HAa aHAJIOTHYHO aHTHUTSJIO, KOETO CEJIEKTHBHO MHXUOMpPA (GYHKIIMOHAIHATA aKTHBHOCT Ha
mumusi TNF,, He ca ycTaHOBEHHM JaHHU 32 TOKCHYEH eeKT CIpsSMO MaikaTa, eMOPHOTOKCUYHOCT HIIH
TepaToreHeH edekt. B nscnensane 3a edexra BbpXy (epTHINTETA U PEPOAYKTUBHUS MTOTEHIHAI,
CJIe]] MPUJIOKEHUE Ha CHIIOTO aHAIOTHYHO aHTUTSIIO, OPOSIT Ha OpeMeHHUTE MUIIKH ¢ Hamansil. He e
M3BECTHO JJAJIM TOBA CE JIBJDKU Ha BB3JICHCTBUETO MY BbPXY MBXKKUTE, UM BbPXY KEHCKUTE MULIKH.
B 6-MeceuHo u3cnenBaHe Ha TOKCMYHOCTTA IIPH MUIIKKA C MHOTOKPATHO MPUJIaraHe Ha ChIIOTO
aHAJIOTMYHO aHTUTsIIO cperty mumuns TNF,, B kancymnara Ha Jienara npu HIKOU OT MBXKUTE MUIIKH
ca yCTaHOBEHW KpUCTaIHU oTyiaranus. [Ipu xopa He ca paBeHH CHENUAIHU OPTaIMOJIOTUIHI
nperieny, 3a a ce Mpoy4yH CbOTBETCTBUETO HAa TA3U HAXOAKA.

He ca nmpaBenu qbpAr0CpodHN MPOYYBaHUS 3a OIIEHKA HAa KaHLIEPOT€HHUS TOTEHIHAll Ha
uHuKcumMab. U3cneaBanusaTa Ha MUIIKH, KOUTO He ekcripecupaT TNF,, He moka3BaT nmoBuIaBaHe
Ha YecToTaTa Ha Bb3HUKBAaHE HA TyMODPHU IPH Bb3JEHCTBUE C U3BECTHH HHULUATOPH U/HITU
MIPOMOTOPH.

6. OAPMAIIEBTUYHU JAHHHU
6.1 Chnucbk Ha NTOMOIIHHUTE BelIeCTBA
3axapo3a

[Mommcopbar 80 (E433)

Hatpuer nuxuaporendochar MoHOXHApAT
JunatpueB Gocdar quxuapar
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6.2 HecnLbBMeCTHMOCTH

[Tpu nurca Ha MpOyYBaHUS 32 HECHBMECTUMOCTHU TO3H JICKAPCTBEH MPOIYKT HE TPOBA J1a CE CMeCBa C
JIPYTH JIEKQpCTBEHU MPOTYKTH.

6.3 Cpok Ha rogHoct

IIpenn pa3TBapsHe:

5 roqunu ipu Temnepatypa 2°C — 8°C.

Remsima mMoxe 51a ce chXpaHsiBa IpH TeMIiepaTypa MakcumyM 25°C, e THOKpPaTHO 3a MEePHOJI 10

6 Mecella, HO HE U CIIEJT IaTaTa Ha U3THYAHE Ha TbPBOHAYATHHS CPOK Ha TOHOCT. HOBUAT cpok Ha
TOJTHOCT TpsIOBa Na ObJie HAMCaH BhPXY KapToHeHaTa onakoBka. Ciel] M3BaXIaHe OT XJIAIUITHUKA,
Remsima He TpsiOBa fa ce BphIlla OTHOBO 32 ChXPAHEHNE B XJIAIHITHUK.

Cnen PECKOHCTUTYHPAHEC U Pa3pCKIAAHC:

Pazpenenust pa3TBOp ocTaBa XUMHYECKH U Qu3ndecku ctadbuier no0 60 gau npu temmeparypa ot 2°C
— 8°C u B npoawmkeHue Ha ome 24 yaca npu 25°C, cien u3BaxaaHe ot XJaaamwiaiuka. OT
MHUKpPOOHOJIOrMYHA TIeHa TOYKa, HH(Y3UOHHUAT Pa3TBOp TPsOBa Ja ce MPHUIIOKH BEAHATa.
Cria3zBaHeTo Ha NPENopbUYBAHUTE CPOKOBE U YCIOBUS 3a ChbXpaHEHHE, Ipeau ynoTpeoda, ca
OTrOBOPHOCT Ha MOTPEOUTENS 1 OOMKHOBEHO He OM TpsOBaJio Aa HaJBUIIABAT 24 yaca Mpu
temmneparypa oT 2°C — 8°C, 0CBEeH ako PEeKOHCTUTYHUPAHETO/pa3pekIaHEeTO € U3BBPIICHO TPU
KOHTPOJIMPAHU ¥ BaIUIUPAHU aCEIITHYHH yCIOBHUS.

6.4 CroenuajaHu yCJI0BHS HA CbXPaHeHHUe

Ha ce cpxpanssa B xmagumHUK (2°C — 8°C).

3a ycnoBusTa Ha cbXxpaHeHue 10 25°C npeau pa3TBapsHE Ha JIEKapCTBEHUS IPOAYKT BUXKTE TOUKa 6.3.

3a yclioBUsATa Ha CbXpaHEHHE CIIe/ pa3TBapsHE Ha JEKapCTBEHUS MPOIYKT BIDKTE ToUKa 6.3.

6.5 Bua ¥ chbabp:KaHUE HA ONIAKOBKATA

CroriieH ¢uaxoH (Tumn 1) ¢ (OyTuinosa) ryMeHa Tarna 1 aTyMHHHEBa 00KaTKa ¢ OTYYIBAIIO CE Karaye.

Remsima ce nocrass B onakoBku oT 1, 2, 3, 4, 5 uakona.

He Bcuuku BUOBE ONaKOBKM MOrar ja ObAaT MyCHATH Ha rasapa.

6.6 CrenuajaHu Npeana3sHu MePKHU NPH U3XBbPJIsiHEe H padoTa

1. TpsiOBa 1a ce M3UUCHAT J03aTa U OposT HeoOxonumu (iakoHu Remsima. Beeku ¢uakon
Remsima cpappxa 100 mg napaukcumad. TpsadBa na ce M3UUCIA HEOOXOAUMUSAT 001l 00eM
pasTBOpeHa Remsima.

2. [pu acentuanm ycnoBust Bceku (i1akoH Remsima TpsiOBa na ce pasreopu ¢ 10 ml Boja 3a
WHXKEKLMH, KaTO ce U3M0J3Ba cpuHIoBka ¢ uria 21G (0,8 mm) unu no-manka. OTcTpansBa ce
aTyMuHHeBaTa 00KaTKa, a TyMeHaTa Tarna TpsOBa /1a ce MOYMCTH ¢ Mapiis, HartoeHa cbe 70%
cnupt. Uriara Ha CipUHIIOBKATa ce BKapBa BbB ()JIaKOHA, KaTo ce 3a0ue B IIEHThpa Ha
ryMeHara Tama, i cTpyiikaTa Ha BOJaTa 3a MHKEKIMH Ce HAcO4Ba KbM CTeHaTa Ha (JiaKkoHa.
DnakoHBT TPAOBa Ja ce 3aBbPTH BHUMATEHO HIKOJIKO ITbTH, 32 1a Ce Pa3TBOpH npaxa. TpsoBa

Jla ce n30sTBa MpeKaneHo IbJTo Win TBhpAe eneprudno BbpTere. JJA HE CE PA3KIIAILIA.
[Ipu pa3TBapsHeTO MOXKE Aa ce 00pa3yBa msaHa. Pa3TBOpbT TpsOBa Aa ce OCTAaBH 3a 5 MUHYTH.
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7.

Pa3TBOpBT TpsiOBa Aa € omaynecleHTeH U O3IBETEH 0 JIEKO JXBIT. Moxke a Obaar 3a0eisa3anu
OTJEITHU TIPO3paYHH YACTHUITH, TIOHEKE HHMIMKCUMA0 ¢ mpoTernH. Pa3TBophT He TpsiOBa 1a ce
W3II0JI3Ba, aKO MMa MTPOMSIHA Ha [[BETA, MATOBY WJIM JIPYT'H YaCTHUIIH.

HeoOxomumusaT o6eM oT mpuroTBeHus pa3TBop Remsima TpsidBa ma ce paspemu 10 250 ml ¢
nH(y3uoHEeH pa3TBop Ha 9 mg/ml (0,9%) narpue xmopua. He paspexmaiite mpuroTBeHus
pa3TBop Remsima ¢ HUKaKbB APYT pa3TBOPHUTEI. 3a pa3pekIaHeTO MOXKE Jja U3TErIUTE OT
250-MuIIUTpOBaTa CTHKIICHA OYTHIIKA MTH WH(Y3UOHEH CaK Ce M3TErysl KoIn4ecTBo 9 mg/ml
(0,9%) pa3TBOp Ha HATpHEB XJIOPHU, PABHO Ha 00eMa Ha MPUTOTBEHUS pa3TBOpP Remsima.
Heo6xonumusT o6em ot mpurotrBeHus pa3tBop Remsima ce 1o6aBst 6aBHO KbM
250-munmunuTpoBaTa OyTHIIKA MITH CaK C pa3TBOP HA HATPUEB XJIOPHU U CE€ CMECBA BHUMATEIHO.
IIpu o6emu, mo-roemu ot 250 ml, n3mon3BaiiTe win mo-rojsMm uHpy3noHeH cak (aamp. 500 ml,
1 000 ml), nnu HsKONKO MH(Y3UOHHU caka oT 250 ml, 3a ga rapanTupate, 4e KOHIEHTPaLUsITa
Ha UHQY3UOHHHUS pa3TBOp He HagBUIIaBa 4 mg/ml. AKo ce chXpaHsBa B XJIaAUIHUK CIEH
PEKOHCTUTYHpPAHE U pa3pekaane, HHGY3MOHHUAT pa3TBOp TPsOBa Ja ce OCTaBU J1a ce
TEeMIIeprpa MpH cTaitHa Temneparypa 1o 25°C 3a 3 gaca npeau Ctenka 4 (nHQY3US).
Coxpanenue Haz 24 yaca nipu Temneparypa ot 2°C-8°C e mpuioxumo, caMmo korato Remsima e
NPUTOTBEH B MH(Y3UOHHUS CaK.

WH}y3noHHUAT pa3TBOp TPsAOBA Aa ce MPHUIIOKH 32 BpeMe, He MO-KPaTKO OT MPENopbYUTETHATA
NPOABIDKUTENHOCT Ha MH(py3usTa (BXK. Touka 4.2). TpsiOBa na ce u3mos3Ba caMmo WHPY3HMOHHA
CHCTEMa ChC CTEPHIICH, aTUPOTeHeH (PHITHP, KOWTO ¢1ab0 CBHP3Ba MPOTEHUHH (C pa3Mep Ha
nopure 1,2 MUKpoMeTpa WK o-ManbK). [loHeke B MHPY3UOHHUS pa3TBOP HE C€ ChAbPKAT
KOHCEPBAHTH, C€ MPEropbuBa HHPY3HUATA J1a 3aII0YHE KOJIKOTO CE MOXKE MO-0bP30 B PAMKHUTE
Ha 3 yaca OT IPUTOTBSHETO U PA3PEKIAHETO Ha Pa3TBOpa. AKO HE Ce U3I0JI3Ba BEAHAra,
CIa3BaHETO Ha MIPENOPbUYBAHNUTE CPOKOBE U YCIIOBHS 332 ChbXpaHEHHUE MIpeau ynoTpeda ca
OTrOBOPHOCT Ha MOTPeOUTENS 1 OOMKHOBEHO He OM TpsAOBaJio Aa HaJaBUINABAT 24 yaca mpu
temmeparypa oT 2°C — 8°C, 0CBEH aKk0 PEeKOHCTUTYHUPAHETO/Pa3pexkIaHETO € U3BBPILIECHO PU
KOHTPOJIMPAHU ¥ BaIWIUPaHU acelITHYHH yCIOBHUs (BX. Touka 6.3 mo-rope). Heusnomnssanus
pa3TBOp He TPsAOBa Jla ce ChbXpaHsBa 3a MOBTOPHA yIoTpeoa.

[Ipenu 3anouBane Ha nH}pYy3usITa Remsima TpsaOBa 1a ce oryena 3a HaJMIWe Ha YaCTUIU HITH
npoMsiHa Ha 1Beta. He TpsiOBa 1a ce n3nonsBa, ako ObaaT 3a0eisi3aHu MPOMsIHA Ha IBETa,

MAaTOBH WU APYTH YaCTUIIU.

Hewnsnon3panusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO TpHGBa Ja Cce
H3XBBPJIAT B CbOTBETCTBUE C MCCTHUTC U3MCKBAHUA.

HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
VHrapus

8.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/853/001
EU/1/13/853/002
EU/1/13/853/003
EU/1/13/853/004
EU/1/13/853/005
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9. JATA HA ITBPBO PABPEIIABAHE/IIOJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hata Ha mepBo paspemanane: 10 cenremBpu 2013 T.
Jlata Ha nocneaHo noaHoBsBaHe: 21 roHu 2018 T.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[ToapoOHa uHpopManus 3a TO3H JIEKapCTBEH MPOAYKT € MpeAocTaBeHa Ha yebcaiita Ha EBpomnelickaTa
areHITUs 110 JIeKapcTBaTa https://www.ema.europa.eu.
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1. HUME HA JTEKAPCTBEHMUS TIPOJAYKT

Remsima 120 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBJTHEHA CITPUHIIOBKA
Remsima 120 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HATBIIHEHA MHCAJIKA

2. KAYECTBEH U KOJINYECTBEH CBCTAB

Remsima 120 mg MHKEKIIMOHEH Pa3TBOP B MIPEABAPUTENHO HAITBJIHEHA CIPHUHIIOBKA

Bcesika nmpeaBapuUTEIHO HAITbJIHEHA CIPUHIIOBKA C eIMHUYHA /1032 OT 1 ml chappxka 120 mg
nHnukcumab (infliximab)*.

Remsima 120 mg WHXEKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITbJIHEHA MTUCATIKA
Bcesika npeaBapuTeHO HATbJIHEHA MUCAJKa ¢ eAMHIYHA 7032 oT 1 ml ceappka 120 mg nndaukcrumad
(infliximab)*.

* adnarkcuMad € XuMEepHO YOBEUIKO-MHILE MOHOKIOHATHO aHTHUTIIO OT kiac 1gG1, moxydeHo B
MUIIH XHOPUIOMHH KIETKH upe3 pekomOnHaHTHa JIHK-TexHOMmOTHSI.

IToMouHo(n) BemecTBo(a) ¢ U3BECTHO JIEWCTBUE:

Tosa nexapcTBo chabpka 45 mg copburon u 0,5 mg mommcop6bar 80 (E433) BbB Bcekn ml pazTBop.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WmxexnoneH pa3TBop (MHKEKINA)
Buctbp na onanecrienteH, Oe3uBeTeH 10 O1e10KadsaB pa3TBOP.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTHYHU MOKA3AHUS

PesMaToueHn apTpur

Remsima, B koMOnMHaNus ¢ METOTpEKCAT, € MOKa3aH 32 HaMalsABaHe Ha IPU3HALUTE U CHMITOMMUTE,
KaKTO U TIOCTUTaHe Ha TI000peHre BbB (pU3NUecKaTa GyHKIUS, PH:

. BB3PACTHHU MAIEHTH C aKTUBHA 0OJIECT C HEJIOCTAThUEH OTTOBOP Ha JICUSHUETO C
Moauduiupay oojecTra anTupeBMaTonHu cpencta (DMARD), BKIIIOUNTEHO U
METOTpEKCaT.

° BB3PACTHU MAI[MEHTHU C T€XKa, aKTHBHA W TIporpecupaiiia 00JIecT, KOUTO HE ¢a JICKYBaHU C

MeTroTpekcat unu apyru DMARD.
I1pu Te3u nauueHTH ce HaOfoAaBa 3a0aBsHe Ha IPOrPecHsATa Ha CTABHOTO YBPEKAaHEe, KOETO ce
JIOKa3Ba peHTreHorpadcku (BxkK. Touka 5.1).

Bonect Ha Crohn

Remsima e nokasaHn 3a:

L Jledenue Ha Cp€AHO TCKKaA 10 TCKKaA 6onect Ha Crohn B aKTUBEH CTaHHﬁ, IIpyu Bb3paCTHU
MalMEeHTH C HEAOCTAThYCH OTTOBOP Ha MPOBEJICH IAJIOCTCH U a/ICKBATCH KYPC Ha TEpalius C
KOPTHUKOCTECPOU U W/ AN HUMYHOCYIIPECOPHU; NI TaKUBa, KOUTO HE IMOHACAT WX IIPU KOUTO NMa
MCIUILUHCKU ITPOTUBOIIOKA3aHUs 3a TaKaBa TCpaIus.
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. Jledenue Ha uctynmusupamnia 6onect Ha Crohn B akTUBEH CTaUil MPU Bb3PACTHH MAIIUCHTH C
HEJO0CTaTh4YeH OTTOBOP Ha IUIOCTEH KypC Ha CTaHJapTHA Tepanus (BKIIOYUTETHO C
MIPUIIOKEHUE Ha aHTHOMOTHIIH, APEHUPAaHE M IMYyHOCYTIPECHPAIIa TEPAITHs).

VYimeposeH koaut

Remsima e moka3aH 3a JieueHHEe HAa YMEPEHO TEKBK J0 TeKbK aKTHBEH YJIIIEPO3eH KOJIUT MPH
BB3pPACTHU MAIMECHTU C HEJJOCTAThUCH OTTOBOP HA CTaH/IAPTHA TEPAITHs, BKIIFOUUTEITHO U C
KOPTHKOCTepouau, 6-mepkanrtomyput (6-MP) nim azatnonpus (AZA), mim TakuBa, KOUTO HE
TIOHACSIT, WJTU MIPH KOUTO UMa MPOTHBOTIOKA3aHHsI 32 TAKaBa TePaIHs.

AHKHI03UpaIl CHOHJIUINT

Remsima e nokasan 3a je4eHue Ha TCXKDBK, AKTUBCH aHKHUJIO3UpaIll CIIOHAWUIIUT IIPU Bb3PaCTHU
ManueHTH, KOUTO Ca C HCAOCTATHhYCH OTIOBOP HA CTaHAAPTHA TCPAIIns.

IlcopuaTnueH apTpuT

Remsima e mokasas 3a JieueHre Ha aKTUBEH U MPOrPECHpalL ICOPUATUYEH apTPUT IPU Bb3PACTHU

MAalKEHTU C HEAOCTAaThUEH OTTOBOP Ha mpenmecTBania tepanus ¢ DMARD.

Remsima tps6Ba na ce npuiara:

e  WIM B KOMOMHALUS C METOTpPEKCaT

®  WJIM CAaMOCTOSITEIHO MPH NALKUEHTH C HEHOHOCUMOCT KbM METOTPEKCAT, WK IPU KOUTO
JIEYEHUETO C METOTPEKCAT € IPOTUBOIIOKA3aHO

Hoxazano e, e nHpIuKcnMad moxoOpsBa ¢pusndeckara GyHKIM HA TAIMEHTH C ICOpUATHYEH

apTpUT U 3a0aBs CKOPOCTTa Ha NPOrpecHst Ha Nepr(EepPHOTO CTAaBHO YBPEKAAHE, H3MEPEHO

peHTreHorpad)cKu, Mpy MalMeHTH ¢ MOJIUAPTPUTHU cuMeTpryHH (GopMH Ha OoJiecTTa (BK. Touka 5.1).

Ilcopuaszuc

Remsima e moka3saH 3a JieueHHe Ha YMEPEHO TEXKBK JI0 TEKBK IICOPUA3HC C IUIAKH IPH Bb3PACTHH
HAILMEHTH, KOUTO HE OTTOBAPAT, UMAT MPOTUBOIOKA3aHUS WIIK HEMTOHOCHUMOCT KbM JICYCHHUE C JIPYTU
CHCTEMHH MpEIapaTH, BKIOYATEIHO IUKIOCIIOPUH, METOTPEKCAT HJIH TICOPAJICH YITPAaBHOJICT-A
(psoralen ultra-violet A — PUVA) (Bxk. Touka 5.1).

4.2 Jlo3UpoOBKA M HAYUH HA NPUJI0KEHHE

JleaenueTo ¢ Remsima Tps0Ba n1a ce 3amo4Ba 1 MpOBEX/1a M0 KOHTPOJIA Ha KBaTH(DHUIIUPaHH
CIELMAJIMCTH B ChOTBETHATA 00JIACT, C OIMUT B AMArHo3ara 1 JICYEHHETO Ha 3a00/IIBaHUATA, 38 KOUTO
Remsima e noka3an. Ha narnmeHTuTe, KOUTO ca Ha JiedyeHue ¢ Remsima, TpsOBa J1a ce mpeocTaBu
JMCTOBKA 3a MallMeHTa W HATIOMHSIINA KapTa Ha maruenTa. MHcTpykiuuTe 3a ymotpeba ca
MPEIOCTaBeHH! B JINCTOBKATA.

3a creaBanIuTe MHXKEKITNH U CIIE MOAXOAII0 0O0ydYeHEe B TEXHUKATA 32 MTOJAKOKHO HHKEKTHUPAHE,
MAIUEHTUTE MOXE CaMU JIa CH MHXKEKTUpaT Remsima, ako JeKapaT UM pellin, 4e TOBa € TOIXOISII0 U
C MEIUIIMHCKO MPOCIesIBaHe criope HeooxoauMoctTa. TpsadBa na ce mpeleH: 1Ay MaueHTHTe ca
MOJIXOJISIIINA CaMH JIa CH MH)KEKTHPAT MOJAKOKHO BKBIIM U TPAOBaA J1a ObJaT MOCHBETBAHU J1a
MHGPOPMUPAT CBOS JICKap, aKO Pa3BUAT CUMIITOMH Ha alleprUYHa PeaKIus MPeIy IPUIOKEHUETO Ha
cnenBarniara go3a. [lanmenture TpsiOBa He3a0aBHO A MOTHPCAT MEAUIIMHCKA TIOMOIII, aKO Pa3BUAT
CHMITTOMY Ha CEPHUO3HU AJIEPTUIHH peakinuu (BX. Touka 4.4).

ITo Bpeme Ha nedenueTo ¢ Remsima TpsiOBa 1a ce onTUMU3Kpa J103aTa Ha APYTH MPOTYKTH, KOUTO Ce
MpWJIaraT ChITBTCTBAIIO C HETO — HAMP. KOPTHKOCTEPOUIN U UMYyHOCYIIPECOPH.

Baxno e JAa CC MPOBCPAT JaHHUTC BbPXY OIIAKOBKATA HA NPOAYKTA, 3a a CC rapaHTvpa, 4€ Ha
NnamnueHTa CC Ipujiara rpaByujiHATa JICKAPpCTBCHA (bopMa (I/IHTpaBCHOBHa nJm HOZ[KO)KHa) criopen
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npeanucanueto. [ToakoxkHaTa nekapcTBeHa Gopma Ha Remsima He e nipeiHa3HAUeHA 32
WHTPABEHO3HO MPUIIOKEHHE U TPSIOBA J]a ce TpHiiara caMo 4pe3 MOJAKOKHA HHKEKIIHS.

2031/1[30131(3

Bwspacmuu (> 18 200unu)

Pesmamouden apmpum

Jlegennero ¢ Remsima nekapcTBeHa GopMa 3a IMOAKOKHO TPHUIIOKEHHE TPIOBa 1a 3aI0YHE C
HaTOBapBallly 031 HHPINKCUMA0, KOUTO MOraT Ja ObJaT MHTPaBEHO3HM WK MOAKOKHU. KoraTo ce
M3M0J13Ba MOAKOXKHO MPUJIOKEHHE Ha HaToBapBaluTe 1031, Remsima 120 mg TpsiOBa na ce mpunara
KaTO IMOAKOXXHA HHKEKITUS, TOCIEABAHO OT JOIIBIIHUTEIHH ITOAKOKHU HHXEKITUN B 1, 2, 3

4 ceamua cieq MbpBaTa MHXKEKIUS U CJIE] TOBa Ha BCEKHU 2 CEMHLIM. AKO 3a 3all0YBaHE Ha JICYCHUE
ca MPHUJIOKEHN MHTPAaBEHO3HU HATOBapBallly 1031 MH(IMKcUMa0, TpsiOBa 1a ObAaT NPHIOKEHH

2 uHTpaBeHo3HN HHPy3nn nHpmKkcnmabd 3 mg/kg, nmpe3 2 ceamunu. [IspBoTO Neuenue ¢ Remsima,
MpHUJIaraH MOJKOKHO, TPsIOBa /1a ce 3al0YHe KaTo MOIbPIKAIIO JIedeHre 4 CeIMUITA CIlef] BTopaTa
MHTpaBeHO3Ha nHQYy3us. [IpenopbpunTennara noaabpxkail 1o3a Remsima nexapcreena ¢popma 3a
MOAKOKHO NpuiiokeHue € 120 mg BeAHBK Ha BCEKU 2 CEAMUIIN.

Remsima Tpsi6Ba na ce npuiara eIHOBPEMEHHO C METOTPEKcaT.

HannynanTe nanHM Moka3BaT, 4e KJIMHUYEH OTTOBOP OOMKHOBEHO Ce MoCTUra 10 12 ceamunu JieueHue.
[MpoxbkaBaHETO HA JIEYSHUETO TPSIOBA J1a c€ OOMHCIIM BHUMATEITHO TPH MAIlUEHTH, IPU KOUTO HIMA
JTAHHH 3a T€PaNeBTUYHO MOBJIMIBaHE Mpe3 MbpBUTE 12 ceAMULIM OT JIeYeHUETO (BXK. Touka 5.1).

Cpeono medicka 0o meosicka 6onecm na Crohn 6 akmusen cmaouti

[TepBOTO MpHIIOKEHUE HA MMOJIKOKHATA JieKapcTBeHa (hopma Ha Remsima, TpsiOBa ia ce 3amoyHe KaTo
MOJTBPIKAIIO JICYeHUE 4 CeMUIH CIIe]] MOCTIeTHOTO MPUIIOKEHHE Ha WHTpaBeHo3HH nHQy3uu. [Ipenu
3armoYBaHe Ha JICYSHHETO ¢ TIOJJKOJKHATA JiekapcTBeHa ¢opMa Ha Remsima tpsioBa na Obmat
MPUIOKEHH 2 UHTPaBEHO3HU HHY3nK HHPIHKcHMab 5 mg/kg npe3 2 ceaAMUIN U MOKe 1a Obae
MPUIOKEHA JOMIBIHUTEIHA MHTpaBeHO3HA HH(Y3Ms nHPuKcuMab 5 mg/kg 4 cenmunu e BTopara
uHOy3us. [IpenoppuntenHara moaapprkamia 1o3a Remsima srekapcteera hopma 3a OJKOKHO
npuinoxenue € 120 mg BenHbx Ha Bceku 2 ceamuuu. [lpu nunca Ha noBinusiBaHe ciex
HATOBapBalIUTE JJO3U UHTPABEHO3eH MH(PIMKCHMAO0, ieueHneTo ¢ nHpaukcuMabd He TpsiOBa n1a ce
npoawpkaBa. HanuuHuTe 1aHHM HE MOJKPEIAT NPOABIKABAHETO Ha JIEYEHUETO C MHPIMKCUMAO pH
NalMeHTH, KOUTO HE Ce MOBIUIBAT B pAMKUTE Ha 6 CEAMULM OT IbpBaTa HHQY3HSL.

OFpaHPI‘IeHI/ITe JaHHU IIPpU NAMUCHTHU C IIbPBOHAYAJICH OTT'OBOP KbM MHAYKIHUOHHUA PEXKUM C
MH(IMKCUMa0 U BIIOCIIEACTBHE ChC 3aryda Ha OTTOBOP COYAT, e IPH HIKOHM MAMeHTH OTHOBO MOXE
Jia ce Ha0JII0]aBa OTrOBOP MPH yBeIHUaBaHe Ha jo3ata (Bxk. Touka 5.1). [IpoabmkaBaHeTo Ha
TEeparuAaTa TpH6Ba OTHOBO Ja C¢€ O6MI/ICHI/I BHUMATECIHO IIPHU MALUCHTH, IIPHU KOUTO HAMA JTaHHU 3a
TepareBTHYHA 110J132 CJIe] KOPEKIUS Ha J103aTa.

Qucmyauzupawa akmuena 6orecm na Crohn

ITepBOTO NeueHue ¢ Remsima, mpuiokeH MOAKOXKHO, TPsIOBa a ce 3aroyHe KaTo MOAIbPIKAII0
neyeHne 4 ceIMUILH Cliesl HOCJICAHOTO NMPUIIOKEHNE HA MHTpaBeHO3HUTe nHQYy3uu. [Ipeau 3anouBane
Ha JICYCHUETO C TIOJIKO’KHATA JIeKapcTBeHa (hopma Ha Remsima TpsiOBa 1a ObIaT NPUIIOKESHU

2 uHTpaBeHO3HN MHQY3uK HHpIHKcHMa0 5 mg/kg mpe3 2 ceIMUTIM U MOXKe J1a O'bJie TIPUIIOKEHA
JOIIBJIHUTENHA UHTpaBeHO3HA HHDY3ust nHPumKcumabo 5 mg/kg 4 cenmunu cnex Bropata HHQY3HSL.
[IpenopbunTennaTa moyrbpKaiia 103a Remsima nexapcteeHa Gpopma 3a MoJAKOXKHO MPUIIOKEHHUE €
120 mg BeaHBK HAa BCEKH 2 CEAMUITH. AKO MAIMEHTHT HIMAa OTTOBOP CJIENT HATOBAPBAIIIUTE JTO3U
MHTPaBEHO3eH MHQIMKCUMA0, JTe4YeHneTo ¢ MHPIUKCMMad He TpsiOBa 1a ce npoabinkaBa. Hannununte
JaHHU HE TOAKPEIST JOBIHUTEIIHO JIeYeHNE ¢ HHPIMKCUMa0 Mpy nauueHTu 06e3 OTrOBOp B PAMKHTE
Ha 14 cegMuIM OT IbpBOHAYAIHATA HHY3HUS.

OrpaHu4eHUTE TaHHY MIPY MAIUEHTH C ITBPBOHAYAIIEH OTTOBOP KbM HHIIYKITHOHHUS PEXKHIM C
nHGIMKCUMAa0 U 3ary0a Ha OTTOBOP COYaT, ue MPHU HAKOM MAIMEHTH OTHOBO MOJKE J1a Ce Ha0o1aBa
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OTTOBOD IIPH yBeJIMYaBaHe Ha jJo3ara (Bx. Touka 5.1). [IpoabmkaBaHeTo Ha TepamusTa TPSIOBA OTHOBO
Jia ce OOMHUCIIM BHUMATEITHO TIPH MAIMEeHTH, TIPYU KOUTO HIMa JIAHHY 3a TepareBTHYHA [0JI3a CIie]
KOpPEKLHs Ha /103aTa.

OnuThT C MOBTOPHU KypCOBE MIPH PEIMIUB Ha MPU3HANNTE M cuMIIToMATe Ha 6omect Ha Crohn e
OTpaHUYCH U HSIMAa CPABHUTEIHHU JIJAHHH 32 ChOTHOIICHUETO MOJI3a/PHUCK TIPU alITePHATUBHHUTE
CTpaTeruy 3a NpoAbDKaBaHEe Ha JICUCHUETO.

Yayeposen xonum

[TepBOTO NeueHne ¢ Remsima, mpuiarad NOJKOXKHO, TPSIOBa J1a ce 3all0YHE KaTo MOIIbPIKaILOo
nedeHne 4 CeIMUIH CIie/ OCIESAHOTO MPUIIOKECHNE HA HHTpaBeHO3HUTe nHQy3uu. [Ipeau 3anouBane
Ha JICUCHHUETO C IMOAKO)KHATA JIeKapcTBeHa ¢popMa Ha Remsima TpsiOBa na ObIaT IpHII0KECHH

2 uHTpaBeHo3HN MHQY3un nHpIMKcMad 5 mg/kg mpe3 2 ceAMUIM U MOXKe J1a ObJie IPUIIOKEHA
JOIBIIHUTEHA UHTPpaBeHO3Ha HHDY3usI nHPmKcuMad 5 mg/kg 4 cenmunu cien Bropata HHQY3HSL.
IIpenoppuntennara nqo3a Remsima nexapcrsena ¢opma 3a MoaAK0X)HO npuiioxerne € 120 mg BeaHbx
Ha BCEKU 2 CEIMHIIH.

HanuvnanTe naHHM rOBOPAT, Ye KIMHUYEH OTTOBOP OOMKHOBEHO CE IIOCTUIa B paMKHUTE Ha 14 cenmunu
OT HAYaJIOTO HA JieueHHeTo (BK. Touka 5.1). [Ipu nauneHTH, Npu KOUTO Mpe3 TO3H Nepuo HAMa
JAHHU 32 TEepareBTHYCH €PEeKT, IPOIbIDKaBaHETO Ha JICYEHUETO TPIOBa Ja ce 0OMUCIIM BHUMATEITHO.

Aunxunozupawy cnonounum

Jleuenneto ¢ Remsima, npunarad moakoxHo, TpsOBa J1a ce 3al0YHe KaTo MOAIbPIKaIIo JeueHue 4
CEIMUIIM CJIE MTOCIETHOTO MPUIIOKEHNE Ha JBe MHTPaBeHO3HH UHPY3uu nHpimukeumad 5 mg/kg,
npoBeieHn mpe3 2 cenmuiti. [IpemoppuntenHara no3a Remsima nexapctBeHa ¢opma 3a MoAKOKHO
npuinoxeHue € 120 mg BeIHBX HAa BCEKU 2 ceAMULU. AKO MAllUEHThT HE OTTOBOPU B PAMKHUTE Ha

6 ceamuiu (T.e. ciea 2 BeHO3HU uH(Dy3un), JeueHueTo ¢ nHdaukcumMad He TpsOBa Jja MpoIbJKaBa.

Tcopuamuuen apmpum

Jleuenneto ¢ Remsima, npunarad moaxkokHO, TpsOBa J1a ce 3ar0YHe KaTo MOAbpIKaIIo JeueHue 4
CEIMUIIM CJIE MTOCIETHOTO MPUIIOKEHNE Ha JBe MHTPaBeHO3HH UHPY3uu nHpmukcumad 5 mg/kg,
npoBeieHn mpe3 2 cenmuiti. [IpemoppuntenHara no3a Remsima nexapctBeHa ¢opma 3a MoAKOKHO
npuioxeHue € 120 mg BeIHBX Ha BCEKU 2 CEAMULU.

Icopua3zuc

Jleuenneto ¢ Remsima, npuiarad moakokHo, TpsiOBa J1a ce 3all0YHE KaTo MOATbPIKAIIO JieueHue 4
CEIMUIIM CJIEI MTOCIETHOTO MPUIIOKEHHUE Ha JIBe MHTPaBeHO3HH UHPY3uu nHpmkenmad 5 mg/kg,
nposeneHu npe3 2 ceamunu. [Ipenopbunrennara qo3a Remsima nexkapctseHa popma 3a MOJIKOXKHO
npuitoxxenue € 120 mg BeAHBK Ha BCEKH 2 CEAMULIU. AKO MAIIMEHTHT HE OTTOBOPH B PAMKHUTE Ha
14 ceamuiu (T.e. 2 BEHO3HH MHPY3UU H 5 TIOJIKOKHHI UHKEKIUH), ICUSHUETO ¢ HHPIMKCUMAO He
TpsiOBa Jja MPOaBIIKABA.

Iloemopen kypc npu 6orecm na Crohn u peemamouden apmpum

OT onMTa ¢ UHTPABEHO3HO MpHJIarad HHPIMKCUMA0 € U3BECTHO, Y€ aKO MPU3HAIMTE U CUMIITOMUTE Ha
OoecTTa peUINBUPAT, MOXKE Jla CE 3alI0YHE HOB Kypc ¢ MH(IIMKCMMA0 B paMKHTE Ha 16 ceaMuiu
CJIe]] TOCIeTHOTO NPUIIOKEHHE. B KilmHMYHUTE pOoyyYBaHMs ¢ MHTPaBEHO3eH HH(IMKcHMab ca
Ha0JII01aBaHM peaKkny Ha 3a0aBeHa CBPbXUYBCTBUTEIHOCT, KOMTO Ca OMIINM HEUECTHU U ca Cce
MOSIBSIBAJIH CJIE TIEPUOIM Oe3 preM Ha HHPIUKCHUMA0, TIO-MaK oT 1 rojuHa (BX. TOUkH 4.4 u 4.8).
BesonacHoctTa 1 eukacHOCTTa IpU MOBTOPEH Kypc clie nepro 0e3 nprueM Ha HHPIJIMKCUMao, mo-
JBITBT OT 16 cenqMuIy, He ca ycTaHOBeHH. ToBa BaxkH KakTo 3a manueHTu ¢ oonect Ha Crohn, Taka n
3a MalUMeHTH ¢ PEeBMAaTOUIEH apTPUT.

Ilosmopen Kypc npu yiyeposen Koaum

OT onMTa ¢ UHTPABEHO3HO MpHJIarad HHPIMKCUMa0 € U3BECTHO, Ye 0e30IacHOCTTa U eprKacHOCTTa
Ha TIOBTOPEH KYPC, U3BBH CXeMara Ha Ipujiarane Ha nH(Qy3us Ha BCEKH 8§ CEIMUIIM, HE Ca YCTAHOBCHH
(Bk. Toukn 4.4 u 4.8).
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Tlosmopen Kypc npu aHKUIO3Upay CROHOUIUM

OT omnuTa ¢ HHTPABEHO3HO IpUjiarad HHPIUKCUMa0 € U3BECTHO, Y€ 0€30MacHOCTTa U e(hUKAaCHOCTTa
Ha MMOBTOPEH Kypc, M3BbH CXeMara Ha Ipuiiaraie Ha HH(QY3Hs Ha BceKu 6 10 8 ceMHuLu, He ca
yCTaHOBEHH (BK. TOUkH 4.4 u 4.8).

Tlosmopen Kypc npu ncopuamuven apmpum

OT omnuTa ¢ UHTPABEHO3HO NpUiIarad MHPINKCUMA0 € U3BECTHO, Y€ 0E30MacHOCTTa U e()UKACHOCTTA
Ha MMOBTOPEH Kypc, M3BBH CXeMarTa Ha Npuiiarane Ha HHQY3HUsI Ha BCEKH 8 CEIMUIIN, HE Ca yCTaHOBEHH
(Bx. Touku 4.4 u 4.8).

Iloemopen kypc npu ncopua3suc

OrpaHWYeHUST OIMUT OT MMOBTOPEH KypC Ha JICUCHHUE MPH TICOPHA3UC C SAMHUYHA J]03a UHTPABEHO3HO
npuiiaral uHQJIMKCUMao cien naTepBai oT 20 ceAMUIM NOKa3Ba, ue ePUKACHOCTTa HaMaJIsIBa, a
4eCcTOTaTa Ha pa3BUTHUE HA JICKH JI0 YMEpEeHU MH(Y3MOHHU PEaKIIMH HApaCTBa B CPABHEHUE C
HavaJHaTa WHAYKIMOHHA Tepanus (BX. Touka 5.1).

OrpaHr4eHusT OMUT OT MOBTOPEH KypC Ha JICYCHUE HHTPABEHO3HO Npuiaral HHQIUKcUMab ciiex
o0ocCTpsiHE Ha 3a00JIIBaHETO, YpE3 PEHHAYKIIMOHEH PEXUM, TIPE/IIIoIara MOBHIIEHA YeCTOTa Ha
MH(Y3HMOHHHU PEaKIMH, BKIFOUYUTEIHO ¥ CEPHO3HH, B CPAaBHEHHUE C §-CEIMHYHO MOIBPIKAIIO JICUCHHE
WHTPABEHO3HO Npuiiarad nHpIukcuMad (BxK. Touka 4.8).

Tloemopen Kypc 3a 6cuuKu NOKA3AHUSL

He ce npenopbuBa peMHIYyKIIMOHEH PEKUM C MHTPABEHO3HO MpHJIaraH HHGINKCUMAO, B CiIydaii ye
MOJTBPKAIIOTO JICYCHUE € TIPEKBCHATO U Ce Hajara To Ja Obje 3all0YHaTO OTHOBO (BK. TouKa 4.8). B
Ta3M CUTyaIus, HHPIMKcHMal TpsiOBa 1a ce 3aIl09He OTHOBO KaTo €AMHUYHA /1032 HHTPaBEHO3EH
WHGIUKCUMAO, TTOCIIEBAH OT MOAIbPIKAINA 1032 Ha MPIJIAraH MOJKOKHO HH(DIUKCHMa0 ChIIacHO
NPENOPBKUTE, OTMIMCAHH TIO-TOPE, 4 CEAMUIIM CJIEA MOCIETHOTO pUIaraHe Ha HHTPABEHO3EH
UHPIUKCUMAO.

IIpemunasane KoM u om 1exapcmeena Gopma 3a NOOKOHCHO npunodcenue Ha Remsima npu
pasnuuHume noKa3aHus

Koraro ce npemrHaBa OT Mo Ibprkaliara Tepanus ¢ MHTPAaBeHO3Ha JIeKapcTBeHa Gpopma Ha
nH(IMKCUMad KbM JIeKapcTBeHa (hopMa 3a MOAKOKHO MPHIOKeHHe Ha Remsima, moikoxHaTa
JeKkapcTBeHa (hopma MOXke Ja ce Ipuiiara IpHy CIeJBalioTo IIAHUPAHO NPUIIOKEHHE Ha
WHTPaBEHO3HU HH(DY3UH HHPIUKCUMAO0.

Hsma nocrarbuno nHGOpMAIHs OTHOCHO TPEMHUHABAHETO HA TTAlMEHTH, MTOyYaBald HHTPABCHO3HH
nH(Y3UH ¢ UHOIUKCUMAO B IO-TOJIEMU KOHIIEHTPAMHU OT 3 mg/Kg 3a peBMaTOMICH apTPUT WU

5 mg/kg 3a 6onect Ha Crohn Ha Bceku 8 ceqMHIIM, KbM JIeKapcTBeHa (opMa 3a IOAKOKHO
npuiioxkenue Ha Remsima.

JlunicBa nndopmanys 3a MaUeHTH, IPEMUHABAIIN OT JIEKapcTBeHa (opMa 3a MOAKOXKHO MIPUII0KEHUE
KBbM MHTpPaBEHO3Ha JiekapcTBeHa ¢popma Ha Remsima.

Iponycuama 0oza

[ManmenTute TpsiOBa a OBJAT HHCTPYKTUPAHH, Y€ aKO MPOIYCHAT MHXEKIIMsA Remsima B iekapcTBeHa
(dhopMa 3a MOAKOKHO MTPUIIOKEHHUE, TE TPSOBA BeIHAra Jia IpHeMart IpoITycHaTara J103a, ako TOBa ce
CJIy4Ba B paMKUTE Ha 7 JHH OT IPOITyCHATaTa /1034, U CJie TOBA Jia IPOIbJDKAT C OpUTMHAIHATA
cXeMa Ha mpuiiarase. AKo OT IPOITyCHATaTa J103a ca M3MUHAIIM 8 WM [TOBEYE JHU, TAIIUEHTHT TPsiOBa
Jia Objie MHCTPYKTHPAH Jia IPEeCKOYH MPOIyCHATaTa /1034, Ja u3daka 10 Clie[BaliaTa 103a 10 cxeMa
TOTaBa Jia MPOb/DKK C OPUTMHAIHATA CXEMa Ha IIpHjIaraHe.
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CrenpanaHy monyJIaliu

Cmapttecxa 8b3pacni

He ca mpoBexxganu cneruipaHN poyIBaHUs 32 HHPIUKCHMAO0 PH IMAlMEeHTH B CTapyecKa Bbh3PacT.
B ximHWYHE TpOyYBaHUS HE ca HaOII0aBaHU TOJIEMHU CBBP3aHU C BB3PACcTTa Pa3IMKH B KIIMPHHCA
win obeMa Ha pasnpe/esieHHe IPH HHTPAaBEHO3HU JieKapcTBeH! GpopMu Ha MH(PIMKCHMA0 U CHIIOTO ce
OYaKBa IpH MOAKOKHATA JIeKapcTBeHa ¢hopma. He ce Hamara kopurupane Ha go3ara (BXK. Touka 5.2).
3a moBeue uHGOPMAIHI OTHOCHO O€30IacHOCTTa Ha MHPIMKCUMA0 MpH MAITHEHTH B CTapUYecKa
BB3pacT BUXKTe TOUKH 4.4 u 4.8.

Bvbpeuno u/unu ueprnoopobuo yspexcoate

Nudnrkcumab He € mpoydYBaH MpU TE3M MaIMEHTCKH Momnyianuu. [Ipenopbku 3a 103UpoBKaTa He
Morar Ja ObIaT HampaBeHH (BXK. Touka 5.2).

Heduamputma nonyaayus

beszomacHocTTa M edmkacHOCTTa Ha TOJKOXKHATA Teparnus ¢ Remsima mipu gema mox 18-roaumaa
BB3pacT BCe OIlE He ca ycTaHOBEeHU. JIumcBaT qanHU. 3aToBa MOAKOXKHATa yrnoTpeba Ha Remsima ce
MIpenopbYBa caMo MPH Bb3PACTHH.

Hauwnn »Ha npuioxeHue

HmxexmmoneH pa3tBop Remsima 120 mg B npenBapuTeTHO HATBITHEHA CITPUHIIOBKA WITH
NpeIBapUTEIHO HATBJIHEHA MHCAJIKa Ce IPUIara camo KaTo MOJKOKHA HHXeKuus. [IbaHu
WHCTPYKLUH 32 yroTpedaTa ca MpeA0CTaBeHH B JIMUCTOBKATA. 3a ABETE MbPBOHAYATHH HHTPABCHO3HH
WH(Y3UU MOXKE JIa Ce HAlpaBH MpeMeInKaIys Ha MAMEeHTHTE, HAPUMEp ¢ aHTHXHCTaMUH,
XUIPOKOPTU30H W/WIIM HapaLeTaMoll, a CKOpOCTTa Ha MH(Y3UATa MOXKeE [1a c€ HaMally, 3a Ja Ce
OTPaHUYM PUCKBT OT MH(QY3HMOHHU PEaKuK, OCOOCHO aKo MallMeHTHT UMa aHaAMHe3a 33 TaKuBa (BiK.
Touka 4.4). JlekapsTt TpsOBa Ja MOJCUTYPH MOJIXOISIIO MPOCIIEASBaHE Ha TTAIMEHTUTE BHB BPH3Ka C
BCSIKAKBU CHCTEMHH PEaKLHH CIIE HHKEKTHPaHe, KaKTO M JIOKAIHU Peakluu Ha MJCTOTO Ha
WH)KEKTUPAHE CJIe IPUIOKEHUETO Ha TbPBOHAYATHATA TOAKOXKHA MHKEKIIHS.

4.3 IIporuBomoOKa3zaHUA

CBp’bX‘-IyBCTBI/ITeJ'IHOCT KBbM aKTUBHOTO BCUICCTBO, KbM JIPYI' MUIIIU ITPOTECUHU UJIU KbM HAKOC OT
MTOMOIIIHHUTE BEIIeCTBa, M30poeHH B TouKa 6.1.

[ManmenTH ¢ TyOepKyno3a WK APYTH TEKKH MHPEKIINU KaTo CETNICUC, a0CIIECH U ONIOPTIOHUCTHYHH
uH}eKun (BXK. Touka 4.4).

[armenTu ¢ yMepeHo TexKa WM Texkka chpaedna HemoctarbaHocT (III/IV @K o NYHA) (Bxk.
ToukH 4.4 u 4.8).

4.4 CroenuajaHu npeaynpesxaeHus U NpeANna3sHi MepKH NPU ynorpeda

IIpocnenumoct

3a 1a ce moI00pH MPOCIEAMMOCTTA HA OUOJIOTMYHUTE JICKAPCTBEHU MPOJIYKTH, UMETO U TTAPTUIHUST
HOMEp Ha MPIJIOKEHUS MPOTYKT TPSOBA SCHO J1a CE 3arMCBaT.

CucremHa pECaKnysg Ha HMHKEKIUATA/ JIOKATHU PCAKII HA MACTOTO Ha
I/IH)KGKTI/IDaHe/ CBPBXYYBCTBUTCIIHOCT

IIpu npunoxxenne Ha HHGIUKCHMAO ca HAOII0JaBaHN CUCTEMHH WHYXEKITMOHHH PEaKIUH,
aHa(WIaKTHYEH IOK, KAKTO U PEaKIIiy Ha 3a0aBeHa CBPBHXUYBCTBUTEIHOCT (BXK. ToUKa 4.8).
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OctpuTe peakiiy, BKIIOYUTEITHO U aHA(DWUITAKTUIHU PEaKIid, MOTaT Jia ce Pa3BHIT IO BpeMe Ha (3a
CEKYHJIM) WU JIO HAKOJIKO Yaca Cje]l MPUIOKCSHHETO Ha MHPIMKCUMa0. AKO Ce Pa3BUAT OCTPU
peaxiuu, TpsiOBa BeJHAara Jia e MOThPCH MEAUIIMHCKO JieueHue. [1o Ta3u npuvrHa mbpBOHAYATHUATE
WHTPABCHO3HU MIPUIIOKEHUSI TPSIOBA Jla ce TPABST TaM, KbJICTO NMa YCIOBHSI 32 OKa3BaHE Ha CIICITHA
OMOII (aipeHaNINH, aHTUXUCTAMIHH, KOPTUKOCTEPOUIN U HAbOp 3a HHTyOarws). Moxe 1a ce mpaBu
MIPEeMEeIUKAIS, HATP. C aHTUXUCTAMUHY, XUIPOKOPTHU30H H/HJTU MapareTaMoll, 3a mpo(iakTuKa Ha
JIEKU U TIPEXOJTHU PEAKIINH.

JlokanuzupaHuTe peakiy Ha MICTOTO Ha MHXKEKTUPaHE, IPEAUMHO JIEKU A0 YMEPEHU, BKIIIOUBAT
CJICTHUTE PEaKI[|K, OTPAHUYCHHU J0 MSCTOTO HA HMHXKEKTUPAHE: 3a4epBsBaHe, 00JIKa, IPYPUTYC,
MolyBaHe, BTBBP/AsSBaHe, 00pa3yBaHe Ha CHHHHHU, XEMaTOM, OTOK, OXJIaKJaHe, apecTe3us,
KPBHBOM3IIUB, Jipa3HeHe, OOPUB, paHa, yPTUKAPUS, MEXypPH Ha MICTOTO Ha MPHIIOKEHUE U CTPYIICH ca
CHOOIIIEHU KaTO CBBbP3aHHU C MMOAKOXKHO JieueHUe ¢ nHpmMKkcuMad. [ToBedeTo OT Te3n peakiuu Moxke
Jla ce TIOSBAT BeAHAra Wik B paMKHUTe Ha 24 yaca clie]] MOIKOXKHAaTa HHKEKIus. [loBedeTo oT Te3n
peaxIuy OTIIyMsIBaT CIIOHTAHHO 0e3 HIKAaKBO JICYCHHUE.

BB3MOKHO € 1a ce pa3BUAT aHTHTENA cpelry HH(IMKCUMa0, KaTo MosBaTa MM € CBbp3aHa ¢ IIOBHIICHA
YeCTOTa Ha WHPY3MOHHUTE PEAKITNH, KOTaTO WHINKCHMAO ce Ipuiiara Ype3 HHTpaBeHo3Ha HHDY3usI.
Marka gacT oT HH(QY3MOHHHUTE PEakIfK ca CEPUO3HU allepruuHu peakuuu. OCBEH TOBa €
HaOJroaBaHa v Bpb3Ka MEXKIy Pa3BUTHUETO HA aHTUTENa cpelly HHPIUKcuMal 1 HamalleHa
NPOJBDKUTEITHOCT Ha PEMHCHSTA TP HHTPABEHO3HO NPIIIOKeH HHPIMKcMal. ChBMECTHOTO
NpUIOKEeHUE Ha HHPIMKCHMA0 ¢ UMYHOMOYJIATOPH € CBBP3aHO C MTO-HUCKA YECTOTa Ha pa3BUTHE HA
aHTUTeNa cpeiny HHOIMKCUMad U B ciiydall Ha MHTPaBEHO3HO NPUIIOKEH HHMIUKCUMA0 — ¢ TTO-HUCKA
94ecToTa Ha MH(Y3HOHHHUTE peakud. EQeKThT OT ChbBMECTHOTO NMPHIOKEHHE Ha HIMYHOMO/IYJIATOPH €
H0-HM3pa3eH MpH MAMeHTH, JIEKYBaH! eMH30ANYHO ¢ Remsima, 0TKOJIKOTO NpH ManyueHTH Ha
noAabprKalillo jeuenue. [lanuenture, nmpyu KOUTO MPUIOKEHUETO HA UMYHOCYTIPECOPH € CIPSHO MPEAN
3aloYyBaHe Ha JEYCHUETO WM [0 BpeMe Ha JICUCHUETO ¢ MH(PIMKCHMAa0, ca ¢ MOBHILEH PUCK OT
pa3BHUTHE HA aHTHTENA. AHTHTENIaTa Cpenly HHPIMKCHMa0 He BUHATH MOTaT Jja OblaT OTKPHUTH B
cepyM. Ilpu pa3BuTHE Ha CEpPHO3HU PEAKIMH, TPSIOBA Jla ce 3alI0YHE CUMITOMATHYHO JICYSHNE U Ja HE
ce mpwuJjara rnopeue HHPIUKCUMaO0 (BXK. Touka 4.8).

B knmuHMYHKTE TPOyYBaHMS MMa ChOOIIEHHS 3a PeaklMy Ha 3a0aBeHa CBPbXUYBCTBUTEIHOCT.
HanuvHuTe aHHU TOBOPSAT 3a MOBUIIEH PUCK OT PEaKIMK Ha 3a0aBeHa CBPBXUYBCTBUTEITHOCT MIPH
yabIDKaBaHe Ha nepuoaa 6e3 npueM Ha nH(ankcuMad. [lanuenture TpsaOBa qa ObIaT HOCHBETBAHU
He3a0aBHO Ja THPCAT MEIUIMHCKA IIOMOIL IIPY pa3BUTHE HA MPOSIBU Ha 3a0aBeHa HEXKeJlaHa PeaKLus
(Bx. Touka 4.8). [laruienTy, Mpu KOUTO ce MPOBEXIA TIOBTOPHO JEUEHHUE CIIeN TPOABIKUTENECH
UHTEpBaJI, TpA0Ba /1a ca 1oJ] CTPOro HaOJIIOICHNE 32 TIPU3HAIM ¥ CUMIITOMM Ha 3a0aBeHa
CBPBXUYYBCTBUTEIHOCT.

Undexnnun

[Ipenu, mo Bpeme Ha | Clie]l ISYSHUETO ¢ MHPIMKCHMA0 MaeHTuTe TpsioBa a ca Mo CTPOro
HaOJII0/IeHNe 32 Pa3BUTHE HA MH(EKINH, BKIIOYUTEIHO U HA TyOepKyio3a. Thil KaTo eTMMUHUPAHETO
Ha MH(IMKCUMad MOXe J1a MPOIBIDKU 10 6 Mecela, HaII0IeHHeTo TPsOBa Ja MPOIBIDKH Npe3 eNns
nepuoa. AKO IpH JaJeH MAIHEHT Ce Pa3BUe CepUO3HA MH(EKIS WU CeTICUC, JICUCHUETO C
uHQIMKCUMa0 He TpsOBa J1a IPOIbIDKaBA.

C noBuIIeHO BHUMaHUe TPAOBa Jia ce MOAX0XK/Ia MPH 00CHKAaHe Ha JieueHue ¢ HHPIUKcuMal pu
MaIMEHTH C XPOHHYHH MH(EKIINU WM aHAMHE3a 32 PEKYPEHTHH UH(EKIINH, BKITFOUUTEITHO TIPU
NalMeHTH Ha ChITBTCTBAIIO JieueHne ¢ UMyHocynpecopu. [lanuenture TpsdBa ga ObAaT MOCHBETBAHU
Ja U305TBaT M3JIaraHe Ha Bb3MOXKHU PUCKOBHU (PaKTOpH 3a HHPEKTHPAHE.

Tymop-nekpotusupamust ¢pakrop anda (TNF,) e MeanaTop Ha BB3MAIIEHHETO U MOAYJIATOP Ha

KJIETBYHMSI UMYHEH OTroBOp. ExcriepumenTanuure qaHHu nokassar, 4e TNF, € 0T 0CHOBHO 3HaueHue
B Oop0ara cpelly NpUYNHUTEINTE Ha BBTPEKICThYHN HH(PEKInH. KIMHUYHUAT ONUT 1oKas3Ba, 4e npu
HSIKOM NalMEeHTH, KOUTO ca Ha JeYeHHEe ¢ MHPINKCUMAO0, aHTUMH(PEKIIMO3HUAT UMYHHUTET € OTCIIabeH.
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Tpsa6Ba ma ce orbenexwu, ye motruckaneto Ha TNF, MoXxe 1a Mackupa HIKOW CUMITTOMH Ha HH(EKITHH,
KaTO HaIpUMEp IMOBHUIIICHATA TeMIIepaTypa. PAHHOTO pa3rno3HaBaHe Ha aTUITUYHU KIMHUYHY OCJIe3H
Ha CEpUO3HY MH(MEKIIUY U Ha TUIMMYHY KIIMHUYHU O€JIe3U Ha PEIKH U HeoOnYaliHu nH(EKINY €
M3KITFOYUTEITHO BYKHO C OTJIE]] HABPEMEHHOTO MTOCTABSHE Ha JUArHo3a ¥ 3al04YBaHe Ha JICYCHNE.

ITammmentute, mpuemamu TNF-0110kepH, ca Mmo-nmomaTInBy KbM Pa3BUTHE HA CEPHO3HH MH(EKITHH.

[Tpu manuenTy, JiekyBaHu ¢ MHGIUKCUMA0, € HAOI0JaBaHO Pa3BUTHE HA TYOCPKYJI03a, OaKTepHaTHU
WH(EKINH, BKITFOUYHATEITHO CETICUC W THEBMOHUS, MHBA3UBHYU I'bOWYHH, BUPYCHHU U APYTH
OTMOPTIOHUCTUYHH WH(EKIUU. Hsikou oT Te3u nHpekmu ca OWim ¢ JIeTaIeH U3XO0/; Hali-4eCTo
CHOOIIIaBAHUTE OMOPTIOHUCTUYHY UH(EKIIMU C YSCTOTa Ha CMBPTHU CIlTydau > 5% BKIIOYBAT
MTHEBMOIIMCTHA THEBMOHWS, KaHIUI03a, INCTEPHO3a U aCIIeprHiIo3a.

[NaruenTH, KOUTO pa3BHUAT HOBA MH(EKIIHS IO BPEME Ha JICYCHUETO ¢ MHGIIMKCHUMa0, TpsaOBa 1a
OCTaHAaT MO/ JIEKapCKO HAOII0ACHNE U J1a UM ObJIC HAlpaBeH 00CTOCH TUAarHOCTHYCH MPETJIC]I.
[IpuembT Ha nHbINKCHMA0 TpsOBa 1a ObJe MPeyCcTaHOBEH, aKO MPH MAIHeHTa Ce pa3Bre HOBa
cepro3Ha MH(EKIINS WITH CETICUC, KATO Ce HA3HAYHW MOAXOSII0 AHTUMHKPOOHO UITH MPOTHBOI'EOMYHO
JIedeHue, TOKaTo NHQEKIusITa He ObIe OBIaIsIHA.

Tybepkynosa

[Tpu mammenTw, iekyBaHu ¢ HHQIUKCUMA0, IMa ChOOIIIEHHUS 32 pa3BUTHE HAa aKTHBHA TyOepKyi03a.
TpsiOBa na ce 0TOENS)KH, Y€ TIOBEUETO OT Te3U ChOOIICHHS Ca 3a CKCTpaIyJIMOHAIHA TyOepKyJ03a,
KOSITO ce TPOSIBABA MIIM KAaTO JIOKATHO, WM KaTo TMCEMUHHUPaHO 3a00JsBaHe.

[Ipenu 3anmouBaHe Ha JICUeHHUE C MHPIUKCUMAO, TPY BCUYKH MAIIUCHTH TPsOBa /1a Ob/Ie U3KIII0YCHA
KaKTO aKTHUBHA, TaKa U JIATCHTHA TyOepKyo3a. ToBa BKIIOUBA [TOAPOOHA aHAMHE3a C HACOUCHU
BBIIPOCH 3a NMpeKapaHa TyOepKyJI03a WK Bh3MOXKEH KOHTAKT ¢ OOJIHU OT TyOepKyo3a, KakTo U
MPEIXO0KAaIa U/UITH HACTOSIIA KIMYHOCYIpeCHBHA Tepamnus. [Ipu BCHUKH ManueHTy TpsoBa a ce
MPABST ChOTBETHUTE CKPUHUHTOBY U3CJICABAHUS CIIOPE] MECTHUTE IPETOPBKY (HAMP. TYOSPKYIMHOB
TECT, peHTreHorpad s Ha TPBACH KOII u/nin naTepdepoH — rama tect). [IpenoppuBa ce pesynraTure
OT TE3M M3CJIC/IBAHMUS JIa CE BIUIIAT B HAMIOMHSAIIATA KapTa Ha MaruenTa. JIekyBaiusT gekap Tpsosa
Jla Ma MPEJIBUJ] ChIIIECTBYBAIUS PUCK OT (DasIIMBO-OTPHUIIATENICH TYOSPKYIIMHOB KOKEH TECT IPU
TEXKKO OOJIHU MM MIMYHOKOMIIPOMETHPAHH MAIUCHTH.

AKO ce IMarHoCTHUIMpa aKTHBHA TYOEpKyJI03a, He TpIOBa J1a ce 3armoyBa jJedeHne ¢ HHQIMKCuMao
(Bx. Touka 4.3).

IIpu chbMHEHHE 3a ITaTEHTHA TYOEepKyJi03a, MalMeHThT TPSAOBa J1a Ce KOHCYJITHPA C JIEKap C OIHUT B
JIeYeHUeTo Ha TyOepKyo3a. [Ipu BCHUKHM OMMCaHMU MMO-0JTy CIIy4an TpsiOBa MHOTO BHUMATEIIHO JIa Ce
MPELIEHN ChOTHOIICHUETO 0J13a/PUCK OT JICYSHUETO ¢ MH(IUKCHMAO.

AKO ce IMarHOCTUIIMPA JJaTeHTHA TyOepKyo3a, Mpean 3all0YBaHe Ha JICYCHUETO C HHPIUKCUMA0
TpsiOBa Jla ce 3all0YHE aHTUTYOEPKYJI03HA TEPaIusl B ChOTBETCTBHE C MECTHHUTE MPETIOPHKH.

IIpeau 3anoyBaHe Ha JIEYEHUETO C MHPIUKCUMAO, TP MALUEHTH C HAKOJIKO WM 3HAYMMHU PUCKOBH
(axropu 3a TyOepKys103a 1 OTPHLIATEIEH PE3YNITaT OT N3CJIEABAHUATA 32 JIATEHTHA TyOepKyJIo3a,
TpsiOBa J1a ce 00CHAM 3ar0oYBaHEe HAa TYOEPKYJOCTATUYHO JICUCHHE.

[Ipu nanyeHTH ¢ aHaMHe3a 3a JIATEHTHA WM aKTHBHA TyOepKyJio3a, IPHU KOUTO HE € CHTYPHO, 4e €
MPOBEJIEH IThJICH KypC Ha JISYCHHUE, CHIO TPSAOBA Ja ce 00CHIU MPOBEKIAHETO HA TyOEPKYJIOCTATHIHO
JieueHHE Tpe/in 3all04YBaHe Ha TepanusiTa ¢ HHIMKcumao.

Cpo0I1eHn ca HAKOM CITydad Ha aKTHBHA TyOepKyJio3a IpH NalUeHTH, JIEKYBaHU ¢ HHPIUKCHMA0 110

BpeMe Ha U clie]l JJeueHHe Ha JIaTeHTHa TyOepKyJo3a.
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Bewnuky marpenTr TpsaOBa qa 0baat HHPOPMUPAHH a MOTHPCAT He3abaBHA MEMIIMHCKA MTOMOII], aKO
M0 BpeMe Ha WITU cJIe]| Kpas Ha JICICHUETO ¢ MHPIUKCUMA0 pa3BHsIT PU3HAIIN/CUMIITOMH,
MOJICKa3BaIll HATMYKE HAa TyOepKyIio3a (Hamp. yIopuTa KalllIuia, 3aryba Ha Terio, cyodeOprina
TeMIepaTypa).

HUneaszusnu 2vbuunu ungexyuu

AKO TIpY NIAIIMEHTH, JICKyBaHH ¢ MHPIMKCUMA0, Ce pa3BHe CEPUO3HO CUCTEMHO 3a00JsiBaHe, TpOBa J1a
Cce T0JI03¥pa MHBAa3UBHA I'bOMYHA WH(EKIIMS KaTo acIepriio3a, KaHIua03a, THEBMOITUCTHA
ITHEBMOHUS, XHCTOIIIa3M03a, KOKIIMIAOMIOMUKO3a HITH OJIJACTOMHKO03a U OIlle Ha paHEH eTall OT
W3CJIeIBAaHMATA Ha TE3W MAIMEHTH TPSOBa J]a ce HAIpaBU KOHCYITAIUS C JIeKap, KOWTO € CIIeIHaTuCT
B TUArHOCTHKATA M JICUCHUETO HAa MHBA3WBHH I'bOMYHN MH(CKITHH.

WNuBazuBHUTE rEOMYHN MHQEKIMHA MOTAT JIa TIPOTEKAT MO0-CKOPO KaTO AUCEMUHUPAHO, OTKOJIKOTO
JIOKAJIM3UPAHO 3200 IsIBAaHE U NPY HAKOM MAIUEHTH C aKTUBHA MH(EKIIUS TECTOBETE 32 AHTUTCHU U
aHTHUTEJIa MOTaT J1a ca OTpHuIaTesHy. TpsOBa ma ce OOMHUCITH MOAXOAIIa EMITHPHIHA
MIPOTHBOT'BOMYHA TEPAITHS, KaTO CE B3eME 110 BHUMaHHE KaKTO PHCKa OT TEKKa I'bONIHA HH(PEKITHS,
Taka U pUCKOBETE OT MPOTUBOTHOMYHATA TepPaITHsl.

HpI/I MannueHTH, KOUTO Ca JXUBCJIM UKW I'bTYBaJIU 110 MECTA, KbACTO MHBA3UBHUTEC I"L6I/I‘IHI/I I/IH(beKIII/II/I
KaTO XHCTOILIa3M03a, KOKIIUANOUIOMUKO3a HIIH OJJaCTOMHKO3a Ca €HIEMHUYHH, IOI3UTE U PHCKOBETE
OT JiedeHueTo ¢ nHpIUKCUMab TpsOBa BHUMATETHO Aa c€ OOCH/IAT, IPEIN 1a C€ Ha3HAYH JICUCHHE C
WHPIUKCHIMAO0.

Qucmynuzupawa 6orecm na Crohn

[Tpu manmentute ¢ uctynmzupamia 6oxect Ha Crohn ¢ octpu rHOWHU HUCTYNIN He TPsAOBaA Aa ce
3aroysa JeueHne ¢ HHPIMKCUMA0, JOKAaTO He e M3KIIIOYH U3TOYHMKA Ha MH(EKIHs, Hali-Beye adciiec
(Bk. TOuKa 4.3).

PeaktuBanus Ha xenatur B (HBV)

IIpu nanueHTH, XxpOHUYHU HOCUTEIHN HA BUpyca Ha XenaTuT B, siekyBanu ¢ antaronuctu Ha TNF,
BKJIIOUMTENHO HH(IMKCHMa0, e Habro1aBaHa peakTuBanys Ha Bupyca. Hskou ot ciayvaunte ca Own ¢
JIETAJIEH U3XOJ.

[TaumenTure TpsiOBa na ObaaT uzciensanu 3a HBV nudexuus npean 3anoysane Ha JeUSHUE C
uHpukcumao. [Ipu nanueHTH, KouTo ca no3utueHu 32 HBV uHdeknus, ce npenoprysa
KOHCYJITallMs C JIEKap, KOWTO uMa ONuT B JeueHuero Ha xenatuT B. Hocurenure na HBV, npu kouto
ce Hajara npoBeK/IaHe Ha JieueHne ¢ HHQIHMKcuMa0, TpsOBa Jia ObIaT BHUMATEIHO MPOCIIEIIBaHH 32
IpU3HAIM U cuMOToMu Ha aktuBHa HBV unekuus no Bpeme Ha jge4eHneTo U B IPOIBbJDKEHUE Ha
HSKOJIKO Mecela clie]l Kpasi Ha JieueHueTo. HsiMa 1ocTaThyHO JaHHU 33 €AHOBPEMEHHO JICUEHUE Ha
Hocutenu Ha HBV ¢ npotuBoBupycHU JiekapcTBeHH NpoayKTU U TNF-aHTaroHucTH ¢ uen
npodunakTrka Ha HBV peaxrtuBanus. [Ipu nanuentuTe, npu KOUTO ce pa3Bue peakTuBanus Ha HBV,
JiedeHueTo ¢ nHpIuKcuMad TpsOBa 1a ce Crpe U Ja ce 3arouHe e(PEeKTUBHO IPOTHBOBUPYCHO JICUCHUE
Y TIOJXO/ISIIA TTOAIBPIKAIIIO JIEYCHHE.

XenaroOWwiMapHy HapyIIEHUS

[To BpeMe Ha MOCTMAPKETHHTOBUS ITEpHO]T Ha HHPIMKCHMa0 ca HaOII0aBaHu CIyvan Ha UKTEp U
HeMH(EKIIMO3EH XENaTuT, OHSIKOTa C XapaKTePHUCTHKA HA aBTOMMYHEH XernaTut. MiMa oTienHu
CiIydau Ha 9epHOIpoOHA HEAOCTATHYHOCT, BOJICIIA 10 HEOOXOIUMOCT OT YepHOIPOOHA
TpaHCIUIAHTALMS, WK 10 CMBPT. [laineHTuTe Chc CUMIITOMH MM NIPU3HALM 33 HapyLIeHa
yepHOApoOHa (hyHKIMs TpsiOBa 1a ObAAT OLEHEHH 3a JaHHH 332 YEPHOAPOOHO yBpexkIaHe. AKO ce
pasBue ukrep w/unu AJIAT ce moBumM > 5 MbTH HaJ] TOpHATa rpaHKULIAa HA HOPMATa, JIEYCHUETO C
Remsima Tps0Ba aa ce cnipe u Ja ce Ha3HAYaT MOJPOOHU H3CIICIBAHNS 332 YTOUHIBAHE Ha
4yepHOApoOHaTa (HYHKIIHS.
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EnnoBpeMenHo npmiioxkenne Ha naxuonropu Ha TNF-anda u anakuapa

[Ipu KIMHUYHY TPOYYBAHUS HA €THOBPEMEHHO MPIJIOKEHUE Ha aHAKMHPA U €TaHEePIEHT, APYT
TNF,-61moxep, ca HaOMr01aBaHN CEpUO3HU MH(EKIINN 1 HEyTPOTICHHUS, KaTO KIMHUYHUAT e(heKT He
MPEBB3X0XK/A TO3M OT CAMOCTOATEITHOTO MIPHUIIOKEHHE Ha eTaHepienT. EcTecTBOTO Ha HEXKeTaHUTe
peakuuu, HabIIoAaBaHH MPY NPUIIOKEHHE Ha KOMOMHALIMATA OT €TaHepLENT U aHaKMHpa € TaKOBa, 4e
CXOJHHM MTPOSIBA HA TOKCHYHOCT MOTAT Jla Ce HaOIfo1aBaT U MIPH €JHOBPEMEHHO MPIIIOKEHUE Ha
anakuupa u apyru TNF.-61okepu. [lopaan ToBa He ce mpenopbuBa eTHOBPEMEHHOTO MPIIIOKEHNE Ha
MHQIMKCUMA0 U aHAKHHPA.

EnnospeMenno npmwioxenne Ha TNF-anda naxuburopu u abaranent

[Tpy KIMHUYHY IPOYYBaHMS €THOBPEMEHHOTO npuiiokeHne Ha TNF-antaronucty u abatauent ce
CBBP3Ba C MIOBUIIECH PUCK OT Pa3BUTHE Ha UH(EKINH, BKIIOYUTEIIHO TEKKN HH(PEKIUH, B CPAaBHEHHUE
ChC caMOCTOATENHO jJeueHne ¢ TNF-anTaronucTy, 6€3 KIMHUYHO 3HAYMMH TO3u. He ce mpenmopruBa
€IHOBPEMEHHOTO MpUJIOKeHUe Ha MH(pIMKcHMal 1 abaTalent.

E1HOBpEMEHHO IPWIIOKEHNE C IPYTH OMOIOTMYHH JIEKAPCTBEHU IIPOLYKTH

Hsma nocrarbuHo nH(GOpMAIIKS 110 OTHOIICHHE Ha €JHOBPEMEHHATA yroTpeda Ha nHMIUKCUMa0 ¢
JpyTH OMOJOTUYHY JIEKapCTBEHH MPOIYKTH, U3IIOJI3BAHH 32 JIeYeHUE Ha ChIIUTE 3a00JsIBaHus, 32
KOHTO ce n3noy3Ba nHQmukcnMad. EnnoBpeMenHara ynotpeba Ha HHPIMKCUMAO ¢ Te3u OMOIIOTUIHU
MPOAYKTH HE Ce MPENopbyBa MOpaanu Bb3MOKHOCTTA 3a MOBUIIABaHE HA PUCKA OT UH(EKIHS U JPYTH
HOTEHIMATHU (PapMaKOJIOTHYHN B3aUMOACHCTBUSL.

IIpemunaBane ot eaud Bua ouosornyeH DMARD kbM n1pyr

Heo6xonmumo e MOoBHINICHO BHUMAHUE U TAIIMEHTUTE TPSIOBA J1a MPOABIDKAT A3 ObAAT MPOCIEIBAHN
NIPY TIPEMHUHABAHE OT ¢IMH OMOJIOTUYEH JIEKAPCTBEH MPOIYKT KbM JIPYT, Thil KATO MPUTIOKPHUBAHETO
Ha OMOJIOrMYHA aKTHBHOCT MOJKE JIOBIHUTEITHO J1a TIOBHIIU PHCKA OT HEXKEIIAaHHU PEaKInH,
BKIIFOUUTEITHO MH(EKITUS.

Bakcunanmu

[IpenoppuBa ce, ako € Bb3MOYKHO, IPE/IU 3all0YBaHe Ha JJedeHneTo ¢ Remsima 1a ce HanpaBaT BCUYKU
BaKCHHAIIMY Ha MAIMEHTHUTE, B ChOTBETCTBHE C IMYHU3aMOHHHMS KaneHaap. Ha manuenTure,
JIeKyBaHU ¢ MHQIMKCHUMA0, MOTaT Jla ce TIPaBsT €HOBPEMEHHO BAKCUHH, C N3KITFOUEHHE Ha KUBH
BaKCHHU (BX. TOUKH 4.5 1 4.6).

B noarpyna ot 90 Bp3pacTHu nanuentu ¢ pesmatonzieH aptput B ASPIRE npoyuBaHneTo, npu cxonieH
NPOLIEHT NMALMEHTH BbB BCsIKA IPyTa Ha JIedeHne (MeToTpeKcar moc: mianedo [n = 17], 3 mg/kg

[n =27] nmu 6 mg/kg napmukcumad [n = 46]) ce mosiBsiBa €PEeKTUBHO ABYKPATHO YBEITMYCHUE HA
TUTHPA Ha MMOJMBAJICHTHA THEBMOKOKOBA BAKCHHA, ITOKAa3BaIlo, 4e HHYIMKCHMa0 He MOBIUSIBA
T-KNeTHYHO HE3aBUCHMUS XyMOpaJIleH UMyHEH oTroBop. O0ade npoyyBaHus OT MyOJUKyBaHATa
JUTEpaTypa Mpy pa3InyHi HHIAUKAIMH (HAalp. peBMATOH/ICH apTPHT, coprasuc, bonect Ha Crohn)
NpeAroarar, ye He)KUBUTE BAKCUHM, IPUIIOKEHH 0 BpeMe Ha JieueHue ¢ anTh-TNF mpoaykT,
BKIIIOUHTENTHO UH(PIMKCHUMA0, MOXKe Ja IPEAU3BHUKAT I10-c1a0 KIMYyHEH OTTOBOP, OTKOJIKOTO MPH
NalMeHTH, KOUTO He MojyvaBart jieueHue ¢ antiu-TNF mpoxykTu.

Kusu BaKCI/IHI/I/TeDaHCBTI/I‘lHI/I I/IHd)eKLII/IOBHI/I ar¢HTH

HaHHI/ITe 3a OTroBopa IMpu BaKCHHUPAHE C )KUBU BAKCHHU WUJIK 3a BTOPUYHO IIPEJaBaHE Ha I/IH(beKI_II/IH
Upe3 JKUBU BAKCHHU ITPU MAUCHTHU, KOUTO Ca Ha JICUCHUC C anTtu-TNF OPpOAYKTH, Ca OTPAHUYCHHU.
yHOTpC6aTa Ha )KXMBH BaAKCHMHHU MOXKEC Ja JOBEAC 10 KIIMHUYHHU I/IH(l)eKI_II/II/I, BKJIIOYHUTCIIHO
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nuceMuHupanu nHdeknun. He ce mpernopbuBa eJHOBPEMEHHO MPUJIaraHe Ha )KUBH BAaKCHHH C
UHPIMKCHUMAO0.

Excnosunus Ha 6e6eTo in utero

[Ipu kppMayeTa, U3NOKEHH in utero Ha MHPIMKCUMAO, € ChOOIIIEH CyJai C JeTaleH H3X0/ MOPaIn
nucemuHupaHa nHeknus ¢ 6amwn Ha Kanver u I'epen (Bacillus Calmette-Guérin, BCG) cnen
npunarane Ha BCG Bakcuna cnen paxknanero. [Ipenopsusa ce a ce n3yaka qBaHajeceT Mecela Cliel
pakaHe Mpeau MpujaraHe Ha )KUBM BAKCHHM Ha KbpMadeTa, U3J0KEHH in utero Ha nHpIUKCHMa0.
AKoO cepyMHHTE HUBa Ha HHPIMKCHMAO0 TIPH KbPMadeTo ca HEyCTAHOBUMH WIIA MHPIUKCHMA0 e
MPUJIaraH camo Mpe3 MIbPBUS TPUMECTHP Ha OPEMEHHOCTTA, MOXKeE Jla ¢€ OOMHUCIN MPHIIOKEHHE Ha
JKUBA BaKCHMHA Ha MMO-PAHEH €Tall, aKo UMa sICHA KJIMHUYHA 10J13a 32 ONpeIeIeHO KbpMade (BiXK.

Touka 4.6).

Excnosunus Ha 6e6eTo Ype3 KbpMaTa

He ce npenoppuBa npuinokeHre Ha )HBa BaKCHHA IIPU KbpMaye, JOKaTO MaiikaTa MojyJyaBa
WHPIIKCIMA0, OCBEH aKO CEpyMHHUTE HUBA Ha WHMIMKCHUMA0 TPH KbPMAadeTo ca HEyCTAHOBUMH (BXK.
TouKa 4.6).

TCDaHCBTI/I‘lHI/I I/IHd)eKIII/IO3HI/I arcHTHu

Hpyra ynotpeba Ha TepaneBTHYHN HH(DEKINO3HN areHTH KaTo )KUBH aTEHIOUpaHU OakTepuH (Harp.
BiuBaHe Ha BCG B mMKoYHMS MeXyp IIPH JICYCHHE HA PaK) MOXKE J1a JOBeJIe 0 KIMHUYIHN HH(EKINH,
BKJIIOYUTCIHO JUCCMUHUPAHN I/IH(I)GKIII/II/I. Hper[opqua CC Ia HE CC NpuJiaraT TCparnCBTUIHN
WH(EKIMO3HH areHTH €HOBPEMEHHO ¢ HH(IMKCUMAO.

ABTOUMYHHHU OPOLIECU

OtHocutenauaT nedunut Ha TNF,, npenu3Brkan ot nedeHue ¢ aHTH- I NF mpomykTu, Moxe ia
Ipeau3BHKa OTKIIOYBAHE HA aBTOMMYHEH Ipolec. AKO NP JaJeH MalUeHT e/ JICYEHUE C
I/IH(i)J'II/IKCI/IMa6 CC IMMPOABAT CUMIITOMHU, HACOUYBAIIIU KbM Hyr[yc-r[o,uo6eH CUHAPOM, CBIIPOBOACHU OT
NO3UTUBHpAHE Ha aHTHUTENa cpeiny aBoiHoBepwxHa JIHK, He TpsOBa 1a ce mpoBexxaaT HOBU KypcoBe
¢ nH}IMKcnMab (Bx. Touka 4.8).

HeBposiornuau cr0uTHSI

Ynorpebara nHa TNF-010kupamim cpeactsa, BKIIOYHTETHO HHPIUKCHMa0, ce CBbP3Ba ChC CIydan Ha
OTKJIFOUBAHEC UJIN O6OCTpHHe Ha KIMHUYHO I/I/I/IJ'II/I PEHTICHOJIOTHUYHO M3ABCHU JCMUJIMCHU3HUPAIN
HapyIIeHHs, 3aCSATaIllM ICHTpAIHATA HEPBHA CHCTEMA, BKIFOUMTEITHO MHOYKECTBEHA CKIIEpO3a, KaKTo U
JeMUITMCHU3MPAIA HAPYIISHNMS, 3acsraiy neprudepHara HepBHa CUCTEMa, BKIFOUMTEIHO CHHAPOM Ha
Guillain-Barré. I1pu nainuieHTd ¢ aHaMHe3a 3a ChIISCTBYBAIIM UM 32 HACKOPO MOSBUIIH CE
JeMUITMCHU3UPAIA HAPYILICHNUS, IPE/IN 3aII0YBaHe Ha JICYCHUE ¢ MH(IMKCUMa0 BHUMATEIHO TPIOBa
Jla ce MPEIEHST MOJI3UTE U PUCKOBETE OT JieueHneTo ¢ aHTH-TNF nmpoxykTu. AKo Te3n HapyIIeHus ce
pa3BusT, TPsIOBa @ ce OOMUCIIN MPEKPATsIBaHE HA JICYCHUETO ¢ HHPIUKCHMAO.

310Ka4YEeCTBCHU U J'II/IM(bOHDOJ'II/Id)CDaTI/IBHI/I 3a00JIIBaHUS

B xoHTpOnmpanuTe kMuHIYHN npoyuBanug Ha TNF-0okepu cpen manueHTUTe, JeKyBaHH C
TNF-610kep, ca HaOM0AaBaHH [TOBEYE CIIy4au Ha 3JI0KAaYeCTBEHH HOBOOOPa3yBaHH, BKIFOUUTEIHO U
nuMdomu, B cpaBHEHHE ¢ KOHTPOJIHHUTE TpyNH. B KIMHUYHUTE NpoyyuBaHus Ha HHpIMKcHMa0 3a
BCUYKH 0JJOOpEHM MTOKA3aHUs, YeCTOTaTa Ha Pa3BUTHE HA IUMQOM IMPH JIEKyBaHHUTE ¢ UHPIUKCHUMA0
HALMEeHTH € MT0-BHCOKa, OTKOJIKOTO OYaKBaHAaTa B 00IIAaTa IOITyJIalys, HO KaTo ISUI0 Pa3BUTHETO Ha
nuMdom octaBa psAAKo. B mocTMapkeTHHIOBU YCIOBHS MMa ChOOIIEHNUS 3a CIydan Ha JIEBKEeMHUS IIPU
MaLUEHTH, JIeKyBaHu ¢ TNF-anTaronuct. IIpyu nmauueHTy ¢ peBMaTOMJIEH apTPUT C rojisiMa JaBHOCT U
BHCOKa aKTHMBHOCT Ha BB3MAIUTEITHOTO 3a00JIsiBaHE CHIIECTBYBA MOBUIIIEH PUCK OT MOsIBa Ha TMM(OM
U JIEBKEMHs, KOETO YCIOXKHSABA OLCHKATA HA PHUCKA.
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B xnmHIYHO Npoy4YBaHe HA MPHIIOKEHUE Ha HHGIMKCHMAO0 MPH MALMEHTH C yMEpEeHa 10 TeXKa
XpOoHWYHA 00CTpyKTUBHA OenoapooHa 6onect (XOBB) B rpynara Ha nekyBaHHuTe ¢ HHPIUKCHMAO
MalMeHTH UMa NIOBeY€e ChOOIICHHUS 3a Pa3BUTHE Ha 3JI0KAYECTBEHHU 3200 IsIBaHHS, OTKOJIKOTO B
KOHTpOJIHATA Tpyna. Benuky manueHTH ca ¢ aHaMHesa 3a TIoTIoHomyIIeHe. [Ipu o0chknane Ha
JedeHue TpsAOBa a ce MOAX0XK/a C MOBUIICHO BHUMAHKE TIPH MALMEHTH C ITOBUIICH PUCK OT Pa3BUTHE
Ha 3JI0KauecTBEHO 3a00JIsIBaHe BHB BPB3Ka C TIOTIOHOMYIICHE.

BB3 0cHOBa Ha U3BECTHOTO 4O MOMEHTA HE MOJKE J1a CE M3KJII0UH CHIIECTBYBAHETO HA MOBUIIEH PUCK
3a pa3BUTHE Ha TUM(OM WIN APYTO 3TOKAYECTBEHO 3a00JIsIBAHE MPH MALIMEHTH, JIEKYBaHH C
TNF-6n0kep (Bx. Touka 4.8). Ilpu ob6cwhxaane na nedenue ¢ TNF-61o0kep mpu nauneHTy ¢ aHamHe3a
3a 3JI0Ka4eCTBEHO 3a00JIsBaHe, WM IIPH 00CHKIaHE Ha IPOABIDKABAHE HA JICUCHUETO NPH NALUEHTH,
IPU KOUTO CE € Pa3BUJIO 3JI0KaYeCTBEHO 3a00J1sBaHe, TpA0Ba Ja ce MOAX0KAa C HOBUILIEHO BHUMAaHHUE.

C moBuIIIEeHO BHUMaHUe TPsIOBa Jja ce TOIX0K/1a U TPH MallUeHTH ¢ TICOPHA3HC U aHAMHE3a 3a
CepHO3Ha UMYHOCYNPECHUBHA Tepanus Win npoabkutenHa PUVA-Tepanus.

Makap 4e HOAKOKHO NMPUJIOKECHUE HE € MTOKAa3aHo MpHU Aela nox 18-roauiiHa Bp3pacT, TpsOBa ChII0
Taka J1a ce OTOEJIEkKH, Ye B IOCTMAPKETUHIOBH yCJIOBUS MMa ChOOIIEHHS 32 37I0Ka4€CTBEHU
3a00JIIBaHUs, HIKOU C JISTAJICH M3XO0/, TIPH JCIa, FOHOIIH M MJIaJid Xopa (10 22-TouIIHA Bb3PacT),
nexyBanu ¢ TNF-0siokep, BKIIOUUTETHO HHGIMKCHUMA0 (Hayalio Ha JiedeHneTo < 18-roauirHa
BB3pacT). [ [pubnm3nuTeHO MOTOBHHATA OT TE3H CiIy4au ca Tumdomu. Jpyrute cirydan oOXBamat
Hall-pa3TUYHM 3710Ka4eCTBEHH 3200 sIBaHNUS, B T.U. PEIKU 3a00JI1BaHMsI, OOMKHOBEHO CBHP3BaHH C
umyHocymnpecus. [Ipu nauuentu, nekysanu ¢ TNF-01okepu He Moke J1a ce U3KIFOYHM PUCK OT MOsBa
Ha 3JI0KaueCTBEHH 3200 IsIBaHUSI.

B nmocTMmapkeTHHUTOBUS ITEpUO]] Ma ChOOIICHUS 3a CITydau Ha XemnaTojreHaneH T-KieTbueH TuMpoM
(HSTCL) npu nanuenTy, JiekyBanu ¢ TNF-0nokepu, BnrounTesiHo nHGaukcuma0. To3u psabk

T- kieTpueH MuMGOM € C arpecuBeH X0/ U OOMKHOBEHO € C JIeTaleH n3xo/. 1109t BCHYKY ManueHTH
ca TMoJIy4wIu JiedueHue ¢ AZA wiu 6-MP enHOBpeMeHHO WK HemocpeacTBeHo npean TNF-0mokep.
[To-ronsiMata 4acT OT CiIydanTe Ha pa3BUTHE Ha XenaroiueHalieH T-kieTbueH TuM(oM, IpH JicueHHe
¢ nH(IMKCHMa0, ca py manueHTH ¢ 6osect Ha Crohn wiu yImepo3eH KOJIHUT, KaTO MTOBEYETO OT TAX
ca choOIIaBaHY ITPH FOHOIIN WIIH MITAJIEKH OT MBXKKH TT0JI. [[0TEHIIMATHUAT PUCK OT KOMOWHUpPaHe Ha
AZA wiu 6 -MP ¢ undnukcumab TpsiOBa BHUMATEIHO Jia Obae oOMucieH. [1pu nanueHTH, JeKyBaHH ¢
WHGIKCUMA0, HE MOJKE JIa C€ M3KJIFOYH ChIECTBYBAaHETO HA PUCK 33 Pa3BUTHE Ha XETaTolNeHAICH
T-xnerpueH mumdom (BxkK. Touka 4.8).

[Mpu nanmenty, nexkyBanu ¢ TNF-01okep, BkirounTenHo uHpukcumad (Bx. Touka 4.8) ce crobmiaBa
3a MeJIaHOM M MepKeJ-KIIeThueH KapiuuHOM. [IpernopbhuBar ce NepHoJHMIHH AEPMATOIOTHIHI
nperiie i, 0COOCHO MPH MALUEHTH ¢ PUCKOBU (haKTOpH 3a pak Ha KoKara.

B nonynaniMoHHO peTPOCHEKTHBHO KOXOPTHO NMPOYYBaHE, U3IIOJI3BAII0 JaHHU OT HALIMOHAIHUTE
IIBE/ICKH 3/IpaBHH PETUCTPH, € OTKPUTA TIOBUIIIEHA YECTOTA Ha IEPBUKAICH KapIIMHOM IIPH JKEHH C
PEBMAaTOUJICH apTPUT, JIEKYBaHU C HHPINKCUMA0 B CpaBHEHHE C MAIUCHTH, KOMTO HE ca JIEKYBaHU C
OHMOJIOTUYHYU MPOTYKTH UK 001IaTa MOMyIalys, BKIOYUTETHO U Te3H Ha Bb3pacT HaJ 60 ronuHu.
IleprnoAMYHOTO CKPUHUHIOBO HU3CJIEABAHE TPOBA Ja MPOIBIDKY NIPU JKEHH, JIEKYBaHU C
MHQIMKCUMA0, BKIIFOUUTETHO IIPH T€3U Ha B3pacT Hax 60 roguHu.

Bceuuky nanueHTH ¢ yniepo3eH KOJIUT, KOUTO ca C MOBUIIEH PUCK OT pa3BUTHUE HA TUCILIA3UA WU
KapIMHOM Ha J1e0eI0TO YepBO (HAIpUMEp MAIMEHTHUTE C IBIATOTOIUIICH YIIEPO3eH KOTUT WIIH
IBPBUYEH CKIIEPO3UPAIL] XOJIAHTHT), KAKTO U TAKMBA C aHAMHE3a 32 JTUCIUIA3HS WK KapIIMHOM Ha
JIe0e0To YepBo, PN 3aII0YBaHe Ha TEPANUATA ¥ Ha PEJOBHA WHTEPBAIIM CJIE]l 3aII0YBAHETO I
TpsIOBa Ja ce M3CIIeBAT 3a HAJTMIHE Ha JUCIUIa3us. M3ciaenBaHeTo TpsiOBa 1a BKIIFOYBA KOJIOHOCKOIIHS
¢ Omoricuu CIiope]T MECTHUTE MPEenophku. HanuaanTe 10 MOMEHTA TAHHH HE TTOKa3BaT JICUCHUETO C
WHGIUKCUMAO J1a IOBIIMSABA PUCKA OT Pa3BUTHE Ha JUCIUIA3MS HITH KapIIMHOM Ha J1e0esI0TO YepRo.
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[ToHexe pUCKBT OT Pa3BUTHE HA KAPIIMHOM IPH JICKYBAHU C WHPINKCUMAO MMAIUSHTH U C
HOBOOTKpPHTA JANCIUIA3H HE € OIEHIBAH, ChOTHOIIEHHETO MEXAY PHCKa U T0JI3aTa OT MPOABIDKATEHA
Tepanus TpsiOBa BHUMATEITHO Ja CE OLICHABA OT KJIMHHIIMCTA MPU BCEKHU OT/ICIICH MAIUCHT.

CoplieyHa HEIOCTATEYHOCT

WNudnukcumad TpsiOBa 1a ce mpuiiara ¢ MOBHILIEHO BHUMaHKE MPH MAMEHTH ¢ JIeKa ChpAeYHa
HenoctarsaHOCT (I/II @K mo NYHA). [Tanmentrre TpsOBa 11a ca Mo CTPOT KOHTPOJI U JICUEHUETO C
nHpIIKCIMa0 He TpsiOBa Ja ce MPOoAbDKaBa IMPH MAIMEeHTH, IPH KOUTO C€ Pa3BHE WIIH CE BIIOIIH
CBILECTBYBAIla ChbpACYHA HETOCTATHYHOCT (BK. TOUKH 4.3 1 4.8).

XeMAaTOJIOTHYHHU PEAKITHNHU

CrpiiecTByBaT CHOOIIEHHS 32 CIydad Ha MAaHIUTONCHMUS, JIEBKOTICHUSI, HEYTPOIICHHUS U
TpOMOOLIMTOIIEHHS IPY MalUueHTH, noiy4asauin TNF-6nokepu, BkiarounTenHo uHpankcumad. Bernukn
MalUeHTH TPsOBa Ja ObJaT MOCHBETBAHH Jja MOTHPCAT He3abaBHA MEAULIMHCKA TOMOIL], aKO Pa3BHT
NPU3HALM U CUMIITOMH, KOUTO MPEAToaraT Haln4re Ha KPbBHA JUCKPa3ns (HAIIp. IIepCUCTUPAI]
(ebpunnTeT, KpPHPBOHACAIAHUS, KbpBEeHE, OJIeTHOCT). [Ipy mannueHT ¢ ycTaHOBEeHH 3HAYNMHU
XEMAaTOJIOTHYHU aHOMAJINH TPsIOBa Jla ce 00CHAN MpeKpaTsIBaHe Ha JICUSHHETO ¢ WHPIMKCHMAO0.

ﬂpyrn

AKO ce TIaHHpa oTepalus, Mo, BHUMaHHUE TPSOBa 1a ce B3eMe IBJITHAT IOIYKUBOT Ha
uHuKcuMab. [lanuenTuTe, MpyU KOUTO ce Hajlara oreparys o BpeMe Ha JIEYCHUETO ¢
nHpIUKCUMA0, TpsOBa 1a ObAAT CIIEICHH BHUMATEITHO 32 Pa3BUTHE HA HH(EKIIMO3HN H
HeMH(EKIMO3HU YCIOKHEHHUS IPH HYKa TPsOBa Jia ce B3MMaT HE0OXOAUMHUTE MEPKHU(BK.TOUKa 4.8).

Jluricata Ha OTTOBOp NpH manueHTH ¢ Oonect Ha Crohn MoXe Aa MOKa3Ba, Y€ MALEeHTHT UMa
(GUOPOTHYHH CTPUKTYPH, KOUTO MOKE 1a U3UCKBAT XUPYPrHUYHO JieueHue. JIMIcBaT JaHHu, KOUTO Aa
NpeAIoarar, 4e MHQIMKCUMa0 BOJX JI0 MIPOTpechs Ha CTPUKTYPUTE WIIH IPUYHHSIBA Pa3BUTHE HA

CTPUKTYPH.

CrernmansHu MoIyJIalin

Cmapuecka 6v3pacm

YecroTara Ha CepHO3HU MH(EKIUH MPH MAIUSHTH, Ha B3pacT 65 U MOBEYE rOJIMHH, JICKYBaHH C
WHGIUKCUMA0, € OMIIa TI0-BUCOKA OT Ta3W IPH MAIMEeHTH 1o 65-rouirHa Bp3pacT. Hakoun ot Tsx ca
Ounu ¢ sietaneH u3xo. [Ipu neueHneTo Ha MalMeHTH B cTapyecka Bh3pacT TpsiOBa Jia ce 00bpHe
CIICI[MAJTHO BHUMAHHE 110 OTHOIICHNE Ha pUCKa OT MHDeKIus (Bxk. Touka 4.8).

[Tomontxu BC€IICCTBA C U3BCCTHO Z[eﬁCTBPIe

CovOvpoicanue na Hampuil u copoumoJ

Remsima c¢habpika mo-manko ot 1 mmol Hatpuii (23 mg) Ha 1033, T.€. MOXE Ja Ce Kaxe, 4e
NPaKTUYECKU HE ChIbpiKa HaTpuil 1 45 mg copouron Ha 1 ml (BBB Besika 103a oT 120 mg).

Toaucopbam 80

Tosa nexapcTBo chabpika 0,5 mg nonucopbar 80 BbB BCsiKa MPeABAPUTETHO HAITbIHEHA
CHPUHIIOBKA/IPEABAPUTEIIHO HAITBJIHEHA MTUCAJIKa, KOUTO ca eKkBUBajeHTHH Ha 0,5 mg/ml.
[Tonncop6aTuTte Morar fa MPUUMHAT allepru4Hy peakunu. TpsoBa na kaxere Ha Bamms nekap, ako
UMaTe YCTAaHOBEHU aJIEPTHH.
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4.5 B3aumopeiicTBHe ¢ APYIrd JeKApPCTBEHU NMPOAYKTH U APYru (popMH HA B3auMoOAelCTBHE
He ca mpoBexianu mpoy4BaHus 3a B3aUMOJICHCTBUATA.

Mma manHu, 9e pHu HaIueHTH ¢ PeBMATOHICH apTPHUT, IICOPHATHICH apTpuT U O0osecT Ha Crohn,
€IHOBPEMEHHOTO MPUJIOKEHUE Ha HHPIMKCUMAO ¢ METOTPEKCAT U IPYTH KIMYHOMOYJIATOPH
HamaJIsiBa 00pa3yBaHETO HA aHTHTENA Cpelly HHMIMKCHUMA0 U BOJIH IO MMOBHUINIABAHE HA MIa3MCHHUTE
My KOHIICHTpaIuy. Bee nak, Te3u JaHHW He ca HAITBJIHO CUTYPHH MOPay OrpaHuYCHUITA Ha
METOUTE 3a U3CIieIBaHe Ha KOHIIEHTpAIIMUTE Ha MHPIUKCHMab 1 aHTHTENaTa cpenry HHPINKCHMal B

CepyM.

Wsraexna, ye KOPTHKOCTEPOUANTE HE MTPOMEHAT (papMaKOKWHETHKAaTa Ha HHPIUKCHMA0 B KITHHUYHO
3HaUMMa CTEICH.

EnnoBpemeHHOTO mpritarane Ha MHQIMKCHMA0 ¢ APYTH OUOIIOTUYHH JIEKApCTBEHH MPOTYKTH,
M3IIOJI3BAHM 32 JIeUeHUe Ha ChIUTe 3a00IIIBaHNs, 32 KOUTO C€ M3IMO0JI3Ba NH(MIMKCHUMAO0, BKIFOUATEITHO
aHakWHpa W adaTallent, He ce mpenopbuBa (Bk. Touka 4.4).

[IperoppuBa ce Mo BpeMe Ha JICUCHUETO ¢ HHPIMKCHMAO J1a He ce MPaBAT BAKCHHAIINY C )KUBH
BakcuHH. CBIO Taka ce MpernopbyBa Jia He ce MPaBsAT BaKCHHAIINY C )KMBU BAaKCHHHU Ha KbpMadeTa
cien in utero n3narane Ha nHGIUKCHMao 12 Mecena ciie paxkaaHe. AKO CepyMHUTE HUBA Ha
nHGIIKCUMA0 TIPY KbPMadeTo ca HEYCTAHOBHMH WIIH HHIMKCUMAO € MpIIaraH camo Tpe3 MbPBHS
TPUMECTHP Ha OPEMEHHOCTTA, MOXeE Ja ce OOMUCIU MPHUIIOKCHUE HA JKMBA BAKCHHA HA MO-paHEH eTarl,
aKo MMa sICHa KJIMHUYHA T10J13a 32 OTPEeeIeHO KbpMade (BXK. Touka 4.4).

He ce mpenopbuBa npuiokeHne Ha ’KHBA BAKCHHA TIPH KbpMade, TOKAaTO Maiikarta MmoxydaBa
WHIIKCIMA0, OCBEH aKO CEpyMHHUTE HUBA Ha MHMIMKCHUMA0 NPH KbPMAadeTo ca HEyCTAaHOBUMH (BXK.

TOYKH 4.4 1 4.6).

[MpenopbuBa ce J1a HE ce MPUJIAraT TePaneBTHYHN WHPEKIIMO3HHN areHTH SIHOBPEMEHHO C
nHpIUKCIMa0 (BXK. Touka 4.4).

4.6 @eprTuanrTeT, )peMEHHOCT U KbpMeHe

Kenu ¢ gereposieH DOTeHITHAI

Xenu ¢ nereposieH MoTeHIMAN TPsOBa 1a OOMHCIIAT yroTpedara Ha MOAXOISIIA KOHTPALISIIIUS 32
npennasBaHe OT OPeMEHHOCT U J1a MPOABJIKAT J1a sl M3II0JI3BAT MOHE 6 Mecela ciie]l OCIeIHOTO
NpUIOKEeHUe Ha HHPIMKCHMaO0.

BpemenHoct

Criopen IpOCIIEKTUBHO CHOMPaHU JaHHU, CPETHUAT Opoil OPEMEHHOCTH C EKCIO3UIIMS Ha
MHQIMKCUMA0, BOJEIIH 10 PaXKIaHe Ha KUBO AETE C U3BECTEH M3XO0/], BKIIOYUTEIHO HIPUOIU3UTEIHO
1 100 ¢ excrio3uys 1Mo BpeMe Ha IIbPBHS TPUMECTBD, HE MTOKa3Ba MOBHILEHUE B YECTOTAaTa Ha
MasihopMaIyu Mpx HOBOPOJIEHOTO.

B®3 ocHOBa Ha oOcepBaioHHo npoyuBaHe ot CeBepHa EBpona, npu skeHH, ¢ eKCIIO3HITUS Ha
MHQIMKCUMA0 10 BpeMe Ha OpEMEHHOCT (ChC WK 0€3 UMyHOMOYJIaTOPH/KOPTUKOCTEPOHIH,

270 6pemenHocTH) ce HabmogaBat mosuineH puck (OR, 95% CI; p-cToMHOCT) 3a 11e3apOBO CeUeHHE
(1,50; 1,14-1,96; p = 0,0032), npexxneBpemenno paxaane (1,48; 1,05-2,09; p = 0,024), mo-HACHK PBCT
3a ChOTBETHATA TecTannoHHa ceamuma (2,79; 1,54-5,04; p = 0,0007) u HECKO TETJIO HA HOBOPOJEHOTO
pu paxaane (2,03; 1,41-2,94; p = 0,0002), B cpaBHEHHE € KEHH, C €KCIIO3UITUS CaMO Ha
UMYHOMOTyJIATOPH /Wi KopTHKOcTepoun (6 460 6pemenHoCTH). [I0TeHIIMATHUAT TPUHOC Ha
EKCIO3MLUATA Ha MHPIMKCUMA0 W/WIIK TeXKeCTTa Ha MOJIekKAIIOTO 3a00IsBaHe IPH TE3U U3XOIH
0cTaBa HESCEH.
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ITopamn naxubupanero Ha TNF,, IprIokKeHUAT 1Mo BpemMe Ha OpeMeHHOCTTa HHMIUKCHMa0d MOXKe 1a
MIPOMEHU HOPMAITHUSI UMYHEH OTTOBOP Ha HOBOPOJIeHOTO. [IpH npoy4BaHe Ha TOKCHYHOCTTA 32
Pa3BUTUETO NPU MUIIKH C aHAJIOTUYHO aHTUTSIIO, KOETO CEJICKTHBHO MHXUOUpPa (PyHKIIMOHATTHATA
aktuBHOCT Ha muius TNF,, He ca yCTaHOBEHHU JTaHHU 3a TOKCUYHH S()EKTH CIPSIMO MalKara,
eMOPHOTOKCHIHOCT MJIN TepaToreHeH edekT (BXkK. Touka 5.3).

HannyausaT knmuHudeH onuT e orpanndeH. MHdarukcuMab TpsOBa Ja ce n3mon3Ba Mo BpeMe Ha
OpeMEeHHOCT, caMO aKo € a0COTOTHO HEOOXOIUMO.

WNudnmkcnmab mpeMrHaBa pe3 TUTaleHTaTa U Ce YCTaHOBSBA B ceépyMa Ha KbpMadeTa 10 12 mecera
cien paxkaane. Cren in utero eKcro3uuus Ha MHPIMKCUMA0, KbpMaueTaTa MOXKE J1a ca C IOBHIICH
PHCK OT pa3BUTHE HA HHMEKLHS, BKIIOUUTETHO TEXKKA TUCEMUHIpaHa HHQEKIUs, KOSTO MOXe Aa
0pae aramna. He ce npenopruBa npuiokeHre Ha skuBH BakcuHau (Hamp. BCG Bakcuna) 12 Mecena
clle]l paskAaHeTo MPH KbpMadeTa, KOUTO ca OWIIM M3II0KEHH in utero Ha MH(IMKCHMao (Bx. Touku 4.4
n 4.5). Axo cepyMHUTE HUBA Ha HH(IMKCHMA0 MPU KbPMAYyeTo ca HEYCTAHOBUMH WIIH UHPIUKCHMA0
€ TMpHUJIaral caMo Npe3 TbPBHS TPUMECThP Ha OPEMEHHOCTTA, MOXKE J1a ce OOMUCITH MPUIIOKEHUE Ha
JKWBA BaKCHHA Ha MMO-PAHEH eTall, ako UMa sSICHA KJIMHUYHA 110J13a 32 OMPECIICHO KbpMaye.
Cpo0ImaBany ca ChILO CIIyYyan Ha arpaHysIonuTo3a (BXK. Touka 4.8).

Kopmene

OrpaHn4eHu JaHHM OT MyOJIMKyBaHaTa JIMTepaTypa okKas3BaT, 4e HHPIMKCUMa0 € YCTaHOBEH B HUCKU
HUBA B MAYMHOTO MJISIKO, B KOHIICHTPALMK 0 5% OT cepyMHHTE HHBaA Ha Maiikara. UHpnrukcumab ce
OTKpHBa CBHILIO U B CEpyMa Ha KbPMAUeTo, CJIe eKCIO3UIMs Ha nHIMKcuMal upe3 KkppMata. Jlokaro
CHCTEMHATa eKCIIO3ULHUS IPU KbPMAUyeTO C€ 04YaKBa Ja € HUCKA, 3a10TO MHQUKCUMAO0 ce pasrpaxia
[0 rojisiMa CTCIICH B CTOMAalIHO-YPEBHUA TPAKT, TO HPUITOKCHUECTO HA )KMBHU BAKCMHH HAa KbpMaye,
KOTaTO MaiKaTa rmojyyaBa HHQIUKCUMa0 HEe € IPEeNOpbYUTEIIHO, OCBEH aKO CEPYMHHUTE HUBA Ha
nHGIKCUMA0 TIpY KbPMadeTo ca HeyCTaHOBUMH. Moke a ce oOMuUCIN yrioTpedara Ha
MHQIMKCUMa0 1Mo BpeMe Ha KbpMEHeE.

DepTUInTeT

[MpeaxnMHUYHUTE TaHHH HE ca TOCTaThYHH, 33 Ja Ce HANPaBST 3aKIOUYCHUS 3a BIUSIHUECTO HA
nHGIUKCUMA0 BbpXY GepTUInTeTa 1 00IIaTa penpoyKTiuBHa QYyHKIHUS (BXK. TOUKa 5.3).

4.7 EdexTn BbpXy crniocodHOCTTA 32 oupaHe U padoTa ¢ MAIIUHA

Remsima mMoxe 1a oBiMse B MajKa CTENeH cliocoOHOCTTa 3a modupane u padota ¢ MammHu. Cuen
MIPHUIIOKEHUE Ha MHPIIMKCUMad MOXKe Jla ce TOSIBY 3aMaiiBaHe (BK. TOUKa 4.8).

4.8 HexenaHu JIeKAPCTBEHU PeaKIUM

PesroMme Ha npoduaa Ha 0e301acHOCT

Haii — yecrara Hexenana nekapcrsena peakuus (HJIP), 3a kosTo ce cho01IaBa B KITHHUYHHATE
W3MUTBaHUS ¢ UHPIUKCUMA0, € MH(MEKIU Ha TOPHHUTE TUXaTeTHH TBTUIA, OsIBsiBaIIa ce nmpu 25,3%
OT MalMEHTHUTE, JIEKyBaHH ¢ HHIMKCUMa0, B cpaBHeHHE ¢ 16,5% oT KoHTpomHHUTE manueHTy. Hait —
cepuosnute HJIP, cBbp3anu ¢ ynotpedara Ha TNF-01mokepu, 3a KOUTO MMa CHOOIIEHUS TIPH JISYSHHUE C
nHQIMKCUMa0, BKIIIoUBaT peakTuBanus Ha xenatuT B (HBV), 3acroiina chpaeyHa He1OCTaThYHOCT
(3CH), cepno3nu nHMEKIUM (BKIFOYUTETHO CETICHC, ONOPTIOHUCTHYHN HH(EKIINN U TyOepKyJi03a),
cepyMHa OoJiecT (peakiuu Ha 3a0aBeHa CBPbXUyBCTBUTEIHOCT), XeMaTOJIOTMYHH PEAKLUH, CHCTEMEH
JYIyC epuTeMaTo3yc/IyIyc — HOJO0CH CHHAPOM, HapyIICHUs, CBBP3aHH C IeMHUETMHU3ALMS,
xernatoounmuapau Hapymenus, TuMdom, HSTCL, neBkemus, Mepken-KIeTbUeH KaplIHHOM, MEJIaHOM,
CapKomJ103a/capKou/I-1I0JI00HA peaKIysi, THTECTHHAJIEH WM NiepuaHaieH abciec (mpu 0oecT Ha
Crohn) 1 cepro3HHU peakiuu, CBbp3aHu ¢ HHPy3uaTa (BXK. Touka 4.4).

[MpodubT Ha Ge30MacHOCT HA TIOJIKOYKHATA JIeKapCcTBeHa opMa Ha Remsima npu nanueHT ¢
AKTUBEH PEeBMaTOMIEH apTpUT (oneHeH npu 168 u 175 manueHTH chbOTBETHO B Tpynara Ha MOJAKOXKEH
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nHGIMKCUMA0 U B rpylaTa Ha HHTPaBeHO3eH HHGIMKCHMA0 ), narueHTy ¢ 6oiect Ha Crohn (oueHeH
mpu 297, 38 u 105 nanueHTH ChbOTBETHO B rpyliaTa Ha MOAKOKEH HH(IMKCHMA0, rpynara Ha
MHTPaBEHO3eH WHIMKCUMA0 U Tpymara Ha 1iane0o) 1 MalueHTH C aKTUBEH YJILEPO3eH KOJIUT
(ouenen npu 334, 40 u 140 manueHTH CHOTBETHO B IpyIaTa Ha MOJKOKEH HHPINKCUMAO, rpynaTa Ha
WHTpaBeHO3eH HH(pIMKCcHMal 1 TpymaTa Ha Tuiaiedo0) KaTo 1510 € O TOJO00EH C TO3H MPH

WHTPABCHO3HATA JIEKapCTBEHA (hopma.

TabauyeH CIUCHK HA HEXKEITAHUTE pCaKnmu

B Tabmauna 1 ca uzdbpoenu kakro HJIP, monydeHu Bb3 OCHOBA Ha ONMUTA OT KJIMHUYHHU MPOYYBAHHS,
TakKa ¥ HeXKEJIaHH PEaKIIUH, HIKOW OT KOUTO C JICTATICH M3X0I, ChOOIIEHH MPH MTOCTMAPKETHHTOBHS
OmnmuT. B paMKuTe Ha CHCTEMHO-OPTaHHUTE KIIACOBE, HEXETAHUTE PEAKIIUK Ca TPYIUPAHH [0 YeCTOTa
KaKTO cliefiBa: MHOTO decTH (> 1/10); wectu (= 1/100 no < 1/10); Hewectu (> 1/1 000 mo 1/100); penku
(> 1/10 000 mo < 1/1 000); mHOTO peaxu (< 1/10 000), ¢ Hen3BecTHa YecTOTa (OT HATMYHUTE JAaHHU HE
MOe J1a ObJie HarpaBeHa oreHKa). [Ipu BCSIKO rpynupaHe B 3aBUCUMOCT OT Y€CTOTATa, HEXKCIAHUTE
JIEKapPCTBEHHU PEAKIINK Ce M30pOsIBAT B HU3XOJISII PEJ [0 OTHONICHHE HA TSIXHATA CCPHO3HOCT.

Taoanna 1

Hesxenanu peakuum npy KIMHUYHA NPOYYBAHUS U OT NOCTMAPKETHHIOB ONIUT KbM

HHINKCHMA0

Hngpexyuu u ungpecmayuu
Muoro yectu

Yectu:
Heuectn:

Penxu:

C Heu3BeCTHA YeCcTOoTa:

BupycHa nndexuus (Hanp. rpurm, Xxeprec-BUpycHa HHPEKIHSL,
COVID-19%).

bakTepnanan nHpeKuN (Hamp. Cerncuc, NeayiInuT, adbcIec).
TyGepkyno3za, re0nunu uapexmy, (Hanp. Kaamunosa,
OHHXOMUKO032).

MEHHHTHT, ONIOPTIOHUCTUYHU HHPEKIUH (KaTO HAlIpUMep
HWHBAa3HUBHU FB6I/I‘IHI/I I/IH(l)CKHI/II/I, [HHCBMOHI/ICTHa ITHCBMOHUS,
XHUCTOIIa3M03a, aCIePruiio3a, KOKIHIHONJOMHUKO3a,
KPHUIITOKOKO3a, 0J1acTOMHUKO32a], OakTepuaHu HHPEKIHH
[aTundHa MEUKOOAKTEpHaIHa, JTUCTEPHO3a, CATMOHEI03a] 1
BHPYCHHU MH(EKINH [[IUTOMETAJIOBUPYC]), MApa3UTHU
WHQEKIMH, peaKTHBAIUs Ha XenaTuT B.

Wudexnus, npenn3BukaHa OT BakcuHa (clen in utero
EKCITO3UITMS Ha HHPIMKCHMA0)**,

Penxu:

C Heu3BeCTHA YeCcTOTa:

Heonnasmu — oobpoxauecmeaenu, 310kauecmseeny u Heonpeoeienu (K. KUCU U ROTUNU)

Jlumdom, HexomkKuHOB TuMQoM, Oomect Ha Hodgkin,
JIEBKEMUSI, MEJIAHOM, [IEPBUKAJICH KapI[THOM.

XenaronuenaneH T-kieTbueH JuM(GOM (TIaBHO MPU IOHOMIN U
MIIa i Mbke ¢ 6osecT Ha Crohn U yiiepo3eH KoJuT),
Mepxken-kierbueH KapiuuaoM, Capkom Ha Kaposi.

Yectu:
Heuectn:
Penxu:

Hapywenus na kxpvéma u aumgnama cucmema

HeyTponenus, ieBKoneHus, aHeMust, TUM(}a IeHOTIaTHS.
Tpombornuronenwus, mumbonerus, TuMdoIuTo3a.
ArpaHyionuTo3a, (BKIIOYUTEITHO KbpMadeTa N3JI0KEeHH in
utero Ha HQPIUKCUMA0) TPOMOOTHYHA TPOMOOIIUTOTICHUYHA
MypIypa, MaHUTOIIEHUS, XeMOJIUTUYHA aHEMUS, WINOTIATHYHA
TpOMOOIIUTONIECHHYHA MTYPIypa.

Hapywenus na umynnama cucmema
Yecrtu:

Heuectn:

Penxu:

CHMIITOMH Ha pecrupaTopHa ajueprusl.

AHadmIakTHYHA PeaKIys, JIyITyC-moJ00eH CHHAPOM, CEpyMHa
0oJIecT WK peakiys, Hano00sBaIa cepyMHa 0oJecCT.
AHadwWIakTHYeH IMOK, BACKYJIUT, CAPKOHI-TT0I00HA pPeaKITHsl.
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Hapywenus na memabonuszma u xpanenemo

Heuectu: Jucnunuaemusi.
THcuxuunu napywenus
Yectn: empecwust, 6e3chHUE.
Hewectn: AwmmHe3us, TpeBOXKHOCT, 0ObpPKBaHe, CHHINBOCT, HEPBHOCT.
Penxn: Amnarws.

Hapywenus na nepsnama cucmema
MHoOro 4ecTu:

Yecrtu:

Heuectn:

Penxu:

C HeHW3BeCTHA YeCTOTA:

I'maBoGomnue.
CBeTOBBPTEK, 3aMaiiBaHe, XUIECTE3Us], MAPECTE3UU.
I'bpu, HEBpOMaTHSL.

TpaHcBep3aJieH MUEIUT, JEMUCITUHU3HPAIIH ITPOIIECH,
3acATaIIy IeHTpalTHaTa HepBHA cHcTeMa (3a00JsIBaHe MOA00HO
Ha MHOXECTBEHA CKJIep03a U HEBPHUT Ha 3PUTEITHUS HEPB),
JEMUCTMHU3UPAIIH TPOIECH, 3acsrally nepudepHaTa HepBHa
cucrema (cuaapom Ha Guillain-Barré, xponndana
BB3MATUTEHA ICMUCITMHU3UPAIIA TOJIMHEBPOIIATHS U
MyaTH(QOKAIHA MOTOPHA HEBPOIATHS).

MOo03BYHO-CHIOBH UHIIUJICHTH B TSICHA BpEMEBa BPb3Ka €
nH}py3HATA.

Hapywenus na ouume
YecTn:
Hegectn:
Penxu:
C Heu3BECTHA YECTOTA:

KoHIOHKTHBHT.

Kepartut, nepuopOuTaniu oTouu, XOpAEOIyM.

Ennodranmut

[Ipexoana 3ary6a Ha 3peHHETO 1O BpeMe Ha WK B paMKHTE Ha
2 gaca cnen nHGYy3UsTA

Cwpoeunu napyuenus
Yectu:
Heuectn:

Penxu:
C Heu3BECTHA YECTOTA:

Taxukapaus, maanuTanuu

Crpredyna HeAOCTATHYHOCT (HOBOOTKPHTA FITH BIIOIIIABAIIA
ce), apUTMHUS, CHHKOII, OparKapIus.

Ilnano3a, nepukapieH U3JIUB.

MpuokapHa nucxemus/uHdapKkT Ha MUOKapaa

Cvoosu Hapywienus
Yecrn:

Heuectn:

Penxu:

XHMOTOHUS, XUIIEPTOHUSI, EKXMMO3, TOILIH BbJIHH,
3auepBsIBaHe.
[epudepna ncxemusi, TpoMO0hIEOUT, XEMaTOMA.

[{upKynaTopHa HEAOCTATBYHOCT, IETEXUS, ChJIOB CIIA3bM.

Pecnupamopnu, epvonu u meduacmunanuu HapyweHus

MHoro uecTu:
Yectu:

Heuectn:
Penxu:

Wudexiyst Ha TOPHUTE JUXATEIHU TTUILA, CHHY3HUT.
Wudexnus Ha JOTHUTE TUXATETHH THTUINA (HATp. OPOHXHT,
MTHEBMOHWS ), TUCITHES, ETUCTAKCHC.

Benoapoben 0Tok, OpOHXOCTA3bM, IJICBPUT, TUICBPATICH H3IIUB.
WuTepcrunmanya 0enoapoOHa 60secT (BKIFOUUTEIHO O0bP30
porpecupaiio 3abossiBane, oenoapodHa Gudposa u
ITHEBMOHHT).

Cmomawino-upesHu HapyuieHus
Mmuoro uectu:
Yectu:

Heuectn:

Bboinka B kopema, rajieHe.

KpbBOHM3IMB OT TacTpOMHTECTUHAIHHS TPAKT, AUAPHS,
JMcIienicus, racrpoe3odareaieH pedIyke, 3amek.
UperHa nepdoparusi, 9peBHa CTCHO3a, TUBEPTUKYIIHT,
[IaHKPEATUT, XCHUJIUT.

Xenamobunuapuu HapyweHus
YecTn:
Heuectu:
Penxu:
C Heu3BeCTHA YeCTOTa:

Hapymena yeproapoOHa ¢pyHKIUS, TOBUILIEHN TPAaHCAMHUHA3H.
XenaTuT, XenaToLelyJIapHO yBPEkKIaHe, XOICIHCTHT.
ABTOUMYHEH XETaTHT, HKTEP.

UYepHoapoOHA HEIOCTATHYHOCT.

61




Hapymeﬂu}l Ha Kodcama u nOOKOJICHAMA MbKAH

Yectu:

Heuectn:

Penxu:

C Heu3BECTHA YECTOTA:

[TosiBa mm BiIOIIIaBaHE Ha BEYe CHIIECTBYBAII IICOPHA3HC,
BKJTIOYHUTEIIHO MYCTYJI03€H MCopHa3uc (MIPeaUMHO O AJaHUTE
U XOJWJIaTa), ypTUKapusi, 0OpHUB, IPYPHUTYC, XUTIEPXUAPO3a,
cyxa KOa, IEPMaTOMHKO3a, EK3eMa, aJIOTIEIIHS.

Bynosna epynmwst, cebopes, pozaries, KOXXHa Maruioma,
XHIIEpPKepaTo3a, MpoMsIHa B KOXKHATA MUTMEHTALIUSI.
TokcuyHa enuaepManHa HEKPOJIM3a, CHHAPOM Ha
Stevens-Johnson, epurema mynrudopme, GypyHKyI03a,
nuHeapHa IgA Oyno3na nepmaro3a (LABD), octpa
reHepajIn3upana ek3anreMarosHa mycrynosa (AGEP),
JTUXEHONIHU PEaKIINU.

BromaBane Ha CHMOTOMUTE Ha IEPMATOMHO3HT.

Hapymeﬂuﬂ HA MYCKYJIHO-CKellenHama cucmema u CLEOUHUMENHAMA MbKAH

Yectu:

Aptpanrusi, Muairus, 6oJka B rbpoa.

Hapywenus na 6vopeyume u nukouHume nvmuuja

Yectu:
Heuectn:

Wudekiust Ha MUKOYHKUTE MhTHUIIA.
[Muenonedpur.

Hapywenus na gv3npouszsooumennama cucmema u 2opoama

Heuectn:

Barunwur.

Obwu napyutenus u egpekmu Ha MACMOMO HA NPUTLOCEHUe

Mpmuoro uectu:

Peakuus, cebp3ana ¢ uay3usaTa, 6oJka.

Yectu: bonka B repante, ymopa, heOpuIuTeT, peakiius Ha MACTOTO Ha
HHKEKTHpaHe, BTPUCAHE, OTOK.
Heuectu: 3abaBeHo 3apacTBaHE Ha paHH.
Penxu: OOpa3yBaHe Ha rpaHyJIOMHU.
H3scneosanus
Heuectu: IlonoskuTeneH TECT 3a aBTOAHTUTENA, TIOBUILIEHO TEMVIO' .
Penkn: OTKIOHEHHE B CTOMHOCTHTE Ha KOMIUIEMEHTA.

HapansiBanusi, oTpaBsHuS U
YCIIOKHEHHS1, Bh3HUKHAIU B
pe3ysTaT Ha UHTCPBEHIIMH
C Heu3BECTHA YECTOTA:

VYcnoxkHeHne ciell MHTEPBEHINS (BKIIOYUTEITHO HHPEKIIMO3HH
1 HeMH(EKIMO3HU YCIOXKHEHHS)

* COVID-19 ce naGironaBa npyu NOJKOXKHO NpHIIokeH Remsima
** BKIIIOUMTEITHO rOBeXa TyOepkyo3a (mucemunupana BCG undexuus), Bx. Touka 4.4

1

Ha Mecel 12 ot KOHTPOJIMpaHUs NEPUO/] Ha KIIMHUYHUTE U3NUTBAHUA IIPHU BB3PACTHU IPU BCUYKHU ITOKa3aHUs,

Me/IMaHaTa Ha MOBUIIIEHHETO Ha TeJIECHOTO Tero ¢ 3,50 kg mpu y4yacTHUIMTE Ha JeueHue ¢ uHdmukcuMad cipsamo 3,00 kg
NpY yYacTHUIMTE Ha IUIane6o. MeananaTa Ha MOBUIIEHUETO HA TEJIECHOTO TEIJIO MPY BH3MAINTEIHH YpEBHH 3200 IIBaHUS
e 4,14 kg npu yuactHHIMTE Ha JledeHne ¢ nHparkcrumad crpsmo 3,00 kg npu yyacTHUIMTE Ha ruianeo, a MeuaHaTa Ha
MOBHUIICHHETO Ha TEJIECHOTO TETJIO NP PEBMATOJIOTHYHHTE ToKa3aHus e 3,40 kg mpu yJacTHUIMTE Ha JICUCHHE C
nHpmKcMab crpsamo 3,00 kg mpu ygacTHUIKTE Ha rTane6o.

Onucanue Ha 30paHu HEXKEJIaHU JICKAPCTBEHH PEAKIIMU

Cucmemnu UHICEKYUOHHU pedKyYUUu U JTOKAJHU pedKyuu Ha MACMONO HA UHIMCEeKmuUupane npu

8b3PACMHU NAYUCHINU C NPUNOACEHA IeKAPCMEEHA hopma 3a NOOKOIICHO npuiiodicerue Ha Remsima

IIpodunbT Ha O€30IIACHOCT Ha MOJIKOXKHATA JIeKapcTBeHa opMa Ha Remsima B KoMOMHALIHS €
METOTpeKcat ¢ Oui oleHsiBaH B mpoyuBane ¢aza I/I1I ¢ mapanenHu rpynu npy NanueHTH ¢ aKTUBEH
peBMarouzeH apTpurt. [lomymarusara 3a 6€301aCHOCT Ce € ChCTosIa OT 168 manueHTy B rpynaTta Ha
JIeKapcTBeHa (hopMa 3a MOAKOKHO MPHUJIoKeHHe Ha Remsima u 175 naiueHnTy B rpynaTa Ha
WHTpaBEHO3HA JiekapcTBeHa ¢opMa Ha Remsima. 3a moapoOHOCTH OT IPOYYBAHETO BHKTE TOUKA 5.1.

YecToTara Ha CHCTEMHHTE WHXEKIIMOHHU peakinu (Harp. 0OpHB, IPYPHUTYC, 3a4€PBSIBaHE H OTOK) €
Ouna 1,2 manuenTa Ha 100 manueHTOroAMHYU B IpylnaTa Ha JIeKapcTBEHa opMa 3a MOJKOKHO
npuiioxxenue Ha Remsima (ot ceamuna 6) u 2,1 nmanuenta Ha 100 manMeHTOroAWHYU B rpynara Ha
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WHTpaBEHO3HA JieKapcTBeHa (opMa Ha Remsima, KOUTO ca MpeMUHAITN KbM TIOAKOXKHO MPHIIOKCHUE
Ha Remsima (ot ceqmuria 30). Bcuuku cCUCTEMHN HHXKEKITHOHHN PEAKIIUN ca OWITH JICKH 10 YMEPEHHU.

YecToTara Ha JTOKAIM3UPAHUTE PEAKIIUH HA MACTOTO Ha MH)KEKTUpaHe (HaIlp. 3auepBsBaHe Ha
MSICTOTO Ha WH)KEKTHpaHe, 00JKa, IPYPHUTYC U TIoyBane) e Omma 17,6 maruenta Ha 100
MAIMeHTOTOANHN B rpyliaTa Ha JIekapcTBeHa (popmMa 3a MOJKOXKHO MpIIIoKeHrne Ha Remsima (ot
ceamuna 6) u 21,4 mauuenta Ha 100 manueHTOroAMHYU B rpyrnaTa Ha MHTPaBEHO3HA JIEKapCTBEHa
dbopma Ha Remsima, KOUTO ca MpeMUHAIH KbM TOIKOKHO MPIIokKeHrne Ha Remsima (0T cenMuiia
30). [ToBedeTo OT TAX ca OWIIHN JIEKH 10 YMEPEHHU U ca OTIIYMEIH CIIOHTAaHHO B PAMKHUTE Ha €IWH JIeH
0e3 HUKaKBO JICUCHHE.

[Ipu uHTErpNpanus aHaau3, BKIOYBALI IpoyyBaHe ¢a3a |, mpoBeneHO Npy MalMeHTH ¢ aKTUBHA
6onect Ha Crohn 1 akTHBEH yiLepo3eH KOIUT, poyusane ¢asa IIl, mpoBeaeHo npu manueHTy ¢
aktuBHa OonecT Ha Crohn, 1 mpoyuBane ¢a3za III, mpoBeaeHo MpU NALMEHTH C AKTHUBEH YJIIIEPO3CH
KOJINT, TIOITyJIAIMsTa 32 0€30MMacHOCT ce ChCTOU OT 631 MarMeHTH B Tpymara ¢ MOJAKOXKHO
npuiIoxeHue Ha Remimsa (297 mammenTtu ¢ aktuBHA 6ojecT Ha Crohn u 334 marueHTH ¢ aKTUBEH
yIILEPO3eH KOMUT) U 245 manueHTH B rpynara Ha ruiane6o (105 manuentu ¢ aktusHa 6onect Ha Crohn
1 140 manueHTy ¢ aKTHBEH YIIEPO3eH KOIUT). 3a TOIPOOHOCTH OTHOCHO IIPOYYBAHETO, BIKTE

Touka 5.1.

YecroTata Ha CHCTEMHHTE peaklUU pY UHXKEKTHpaHe (Harp. rajieHe U 3amaiiBane) e 3,56 mauueHTH
Ha 100 marueHToroAMHu B rpymnaTa ¢ OJKOKHO MPHIIokeHne Ha Remimsa.

YecToTara Ha JTOKAIM3UPAaHU PEaKIMK Ha MACTOTO HA HHXXCKTHPAHE (HAIp. 3a4epBsSBaHE HA MACTOTO

Ha WHKEKTHUpaHe, 001ka, chpOek, 00pa3yBaHe Ha CHHUHHM) € 8,68 manueHT Ha 100 manueHToroAnHN
B IrpyIiaTa ¢ MoJKOXXHO NpriioxeHne Ha Remsima. [ToBeueTo oT Te3n peakuuu ca JIeKH 10 YMEPeHU U
Hali-Beue OTIOYMABAT CIIOHTAHHO 663 HUKAKBO JICUCHUEC B PAMKHUTEC Ha HAKOJIKO IHU.

[Ipe3 mocTMapKETHHTOBYSI IEPHOJT B PE3YJITAT HA HHTPABEHO3HO NPHIOKEHHE Ha HHPINKCHMA0 ca
HaOJIr0IaBaHM CITydau, NOA0OHN Ha aHA(DUIAKTUYHN PeaKlMy, BKIIOYUTEIHO C OTOK Ha JIAPUHKCA MU
(hapHuHKCa, TSKBK OPOHXOCIIA3bM M I'bpUOBe (BK. Touka 4.4). ChoOIIaBa ce 3a CIydyan Ha MPEeXoaHa
3ary0a Ha 3peHHETO 110 BpeMe Ha WK B paMKUTE Ha 2 yaca ciell HHy3usTa Ha nHQIUKCUMa0.
CpoOmiaBa ce 3a cirydau (HSKOH C JISTaJlleH U3X0/1) Ha MHOKap/IHa UCXeMUs/MH(PApKT Ha MUOKap/aa 1
apuUTMHS, HSKOW B TSACHA BpeMeBa Bpb3Ka ¢ MHPY3usaTa Ha HHPIMKCUMAO0; cho0IIaBa ce ChIIo 3a
Clly4ad Ha MO3bYHO-CHJIOBY MHIIM/ICHTH B TSICHA BpeMeBa Bpb3Kka ¢ HHDY3HATa Ha MHOIMKCUMAO0.

3abasena cépvLXUyECMEUMENHOCN

B KITMHUYHHTE TPOYYBAHUS PSIKO ca HAOMIOAaBaHK PEAKIMHU Ha 3a0aBeHa CBPHXYYBCTBUTEITHOCT,
KOHUTO Ca Ce MPOSBUIIM ClIe]] TIeproiu 0e3 nmpreM Ha uH(IukcumMab mo-mMainku ot 1 roguna. B
NPOYYBaHUSATA 3a JIEYEHUE HA IICOPHA3KC C MHTPABEHO3eH MHPIMKCUMAO, peaklnuTe Ha 3a0aBeHa
CBPBXUYYBCTBUTEIHOCT Ca Bh3HUKBAIIM MO-PAHO B X074 Ha JieueHHeTo. [Ipu3HaIuTe U CHMITOMHUTE
BKJTFOYBAT MHUAJITHH W/UITK apTpalruu ¢ HeOpUITUTET W/ Uik OOPUBH, IPH HIKOU TAIUEHTH C IPYPUTYC,
OTOK Ha JIMIETO, IJIAHUTE WK YCTHUTE, Aucharus, ypTukapus, 00jKa B I'bPJIOTO U TJIaBOOOIIHE.

JlaHHUTE 32 4eCTOTa Ha peakUUuTe Ha 3a0aBeHa CBPbXUyBCTBUTEIIHOCT ciie]l Ieproan 0e3 mprueM Ha
UHQIIMKCUMA0, MO-ABJITH OT €/IHA TOJJUHA, ca HEJJOCTATHYHH, HO OTPaHUYEHHUTE JAHHU OT KIIMHUYHUTE
NPOYYBaHUS COYAT, Ye C yAbDKaBaHEe Ha Tieproja 6e3 mprueM Ha HHQIMKCHUMA0, pUCKBT OT pa3BUTHE
Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT HapacTBa (BXK. ToUka 4.4).

B eaHOTOMUINTHO KJIMHUYHO MPOYYBaHE C MHOTOKPATHU WH(PY3UH Ha UHTPABEHO3eH UH(IUKCHUMA0

npu nauuenTu ¢ 6onect Ha Crohn (mpoyusane ACCENT I), uectoTara Ha Bb3HUKBaHE Ha
Haroao0sBaIy cepyMHa 0oject peakuu e ouna 2,4%.
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Hmynocennocm

Humpasenosna nexapcmeena gpopma

[Ipn manmeHTuTe, IPHU KOUTO C€ pa3BUBAT aHTUTENA CPElly HHPIMKCHMAO, € TT0-ToJIsIMa BEpOSITHOCTTA
(mpubnm3uTenHo 2-3 THTH) 32 B3HUKBaHE Ha WH(Y3UOHHU peaknuu. M3riexaa, 4e ChBMECTHOTO
NPUIOKEHUE ¢ IMyHOCYIPECOPH HaMalsiBa 4YeCTOTaTa Ha Bb3HHUKBaHE HAa WH(PY3UMOHHU PEaKIHH.

B ximHIYHM IPOYYBaHUS HAa €IHOKPATHO M MHOTOKPATHO MPUIIOKeHNE Ha HH(IMKCHMal B 1031 OT 1
10 20 mg/kg, anTurena cpeuty HHQJIMKCUMA0 ca yCTaHOBEHU NpH 14% OT manueHTure, nojrydaBaiiu
OCBEH TOBa U UMYHOCYIIPECOpH, U 1ipu 24% OT MallMeHTHTE, KOUTO HE TOIy4aBaT MMYHOCYTIPECOPH.
[Tpu manmeHTUTE ¢ peBMaTOHJICH apTPHT, JIEKYBaHH I10 MpernopbyaHaTa cxeMa ¢ MHOTOKpPaTHO
MIPHUJIOKEHUE Ha METOTPEKCcaT, aHTUTEIA Cpelry HHPIMKcMad ca ycTaHOBeHH Tipu 8% OT
nanueHTute. [Ipu nauneHTHTE € IICOpUaTUYEH apTpPUT, IeKyBaHH ¢ nHpIUKcUMad B 1o3a 5 mg/kg cbe
i 6e3 MeToTpeKcar, aHTUTeNa cpely HHPIMKCUMa0 ca yctanoBeHu npH 15% (mpu 4% ot
MAIMEHTHTE, ITOTy9IaBalllil METOTPEeKcaT, U Ipu 26% OT mannueHTUTe, KOUTO He ca OWJIN Ha JICUYeHHE C
METOTpeKcaT B HAYaJoTO Ha JiedeHueTo ¢ mHpmmkcnMad). [Ipu mamuenTure ¢ 6omect Ha Crohn, KOUTO
ca OWJIM Ha IOAIBPIKAIIO JIeUeHHe, aHTUTENa cpelly HHPIMKcUMal ca ycTaHoBeH! oo npu 3,3% ot
NalMeHTHTE, TOTyYaBald IMyHOCYyTIpecopu u IpH 13,3% 0T marueHTuTe, KOUTO HE ca MOJTydaBaliid
UMyHOCyTpecopH. YecToTaTa Ha pa3BUTHE HA aHTHUTENA € 2 710 3 IIBTH IT0-BUCOKA NPH MAINCHTH,
JICKYBaHH €CIIM30AUYHO. Hopazm MCTOJOJIOTMYHUTEC OTPAHNYCHUA, OTPULATCIIHUAT PE3YJITAT HE
H3KJII0OYBa HAJIMYUCTO HAa aHTUTCIIa CPCITY I/IH(l)J'II/IKCI/IMa6. HpI/I HAKOHU MAIIUMECHTH C aHTUTCIIa CPCILY
nH(IMKCHMad BHB BUCOKH THTPH CE YCTAHOBSIBAT JIaHHU 3a HAMAIIIBaHE HA e(pUKaCHOCTTA Ha
neuenuneto. [Ipu npudbnuzutenso 28% oT MalMEHTUTE C TICOPUA3KC, TTOTyYaBaId HHAIUKCUMA0 KaTo
MOJTBPIKAIIO JICYeHUE U 0€3 CHITBTCTBAILO JICYSHNE C UMYHOMOYJIATOPH, CE YCTAaHOBSBAT aHTHTENA
cpemry nHpIHKCHMAa0 (BXK. Touka 4.4: ,,CHCTeMHA peaKIysi Ha MHKEKIUATA/ JIOKATHA PEaKIH Ha
MSICTOTO Ha WH)KEKTHPaHe/CBPhXUyBCTBUTEITHOCT ).

Tl KaTO IMyHOTEHHHUTE aHAIN3U Ca TECTOBO CIIEU(UIHN, CPABHEHUETO HA YeCTOTaTa Ha
aHTHUTENaTa cpelry HHPINKCHMa0, ChOOIIEHN B Ta3u TOYKA C YeCTOTAaTa Ha aHTUTENA B IPYTH
MPOYYBaHUS, MOXKE JIa ObJIe MTOABEKIAILIO.

Jlexapcmeena ¢hopma 3a nOOKOICHO NPUNOICEHUE

[Tpu manumeHTy ¢ peBMaTOWICH apTPUT HA MOIBPIKAIIIO JICYCHUE 32 YECTOTaTa Ha aHTHUTENa CPelLy
UH(IMKCUMa0 cliesl TOIKOXKeH HHAIMKCHUMa0 € OKa3aHo, Y€ He € O-BHCOKa OT Ta3H NpH
MHTPaBEHO3HMS HHPIIMKCHMMA0 1 aHTUTENNaTa cpenry HHPIMKCHMa0 He ca IMaJId 3HAYMMO BIIHSHUE
BBPXY epuKacHOCTTa (ONpe/IeIeHo OT CKOpa 3a aKTHBHOCT Ha 3a0ossBaHeTo npu 28 craBu [DAS28] u
kputepuid 20 Ha AMepuKaHCKUsI Kosiex o peematonorusi [ACR20]) u npoduna va 6e30macHoCT.

ITpu nanuentu ¢ 6onect Ha Crohn 1 ynepo3eH KOJIUT Ha HOATbPIKAIIO JICUCHNE YeCTOTaTa Ha
aHTHTENa cpelnry HHPIMKCHMa0 He € TI0-BHCOKA MPH MAIUEHTH, KOUTO Ca MOJTYyYaBaiH MOJAKOXKHO
nH(IMKCUMad B CpaBHEHHE C TE3U, KOMTO Ca Ha MHTpaBeHo3eH uH(pumkcuMa0. [Ipu nmammeHTy ¢
6onect Ha Crohn 1 yJuepo3eH KOIUT UMa KOpeJalys Mex a1y 3ary0ara Ha OTTOBOD U aHTUTeJaTa
cpenry uHGIHKCHMAO, TOKATO aHTHUTENATa cpelry HHPIMKcHMal He OKa3BaT 3HAYMMO BIIUSHHUE BBPXY
npo¢uia Ha 6€30MacHOCT.

Ungpexyuu

[Ipu nauuenTy, neKyBanu ¢ HHPIUKCUMa0, ca HabIo1aBaHU TyOepKyJ03a, OakTepuarTHi HHPEKIHH,
BKITFOUHTEITHO CETICUC U ITHEBMOHUH, UHBa3UBHU I'bOWYHU, BUPYCHH U JIPYTH ONMOPTIOHUCTUIHN
uHekmu. Hakou ot Te3u nHpEKIIH ca O ¢ JIETaJleH U3X0/T; Hai-4ecTo ChoOIIaBaHuTe
OTIOPTIOHUCTUYHHU MHPEKIMU C YECTOTa Ha CMBPTHH ciIy4au > 5% BKIIOYBAT THEBMOLIMCTHA
THEBMOHMS, KaHJIU/1034, JIUCTEPHO3a 1 aclepruiosa (Bx. Touka 4.4).

B knmuan4yHMTE TpoyuyBaHus IpU 36% OT MOTydaBaIMTEe HHPIUKCUMAO MAIMEHTH Ce € Halarajo
JiedyeHne ¥ Ha MHQEKIUH, JOKATO NMPH NalMEeHTHTE, NoTy4aBain rianedo — npu 25%.
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YecToTaTta Ha CepHO3HUTE HUH(MEKINH, BKIIFOUUTEIHO ¥ Ha THEBMOHHH, B KIIMHUYHUTE IIPOYYBAHUS 32
JeYCHUE Ha PEBMATONACH apTPUT € MO-BUCOKA P MAUCHTHUTE, JEKyBaHU ¢ HHOINKCHUMA0 1
METOTpPEKcaT, B CPaBHEHHE C MALIUCHTHTE, JIEKyBaHU CaMO C METOTpeKcaT, 0coOeHo npu ao3u 6 mg/kg
WY TI0-BHCOKH (BK. TOUKa 4.4).

Crnopen CIIOHTaHHUTE TIOCTMAPKETUHTOBH CHOOIIEHHS Hali-4ECTHTE CEPUO3HH HEKEJIAaHN PEaKIUH ca
nHdeknuute. Hsxoun ot Te3u cinyyan ca Ounu ¢ etane u3zxon. [pubnusurenno 50% ot cMbpTHHTE

CiTydad, 3a KOUTO MMa ChOOIIEHNs, ca OMITH BB Bph3Ka ¢ HH(eKus. ViMa cho0menns 3a ciy4yan Ha

TyOepKy03a, HIKOH OT KOUTO C JISTAJICH U3X0/l, BKIFOYMTEIIHO ¥ Ha MIJIMAapHA U eKCTPaITy IMOHATHA
TyOepKyo3a (BK. Touka 4.4).

nokauecmeenu u aumconpoaudepamushu 3a60116aHUS

B knmuHMYHKTE TPOyYBaHUs ¢ HHPIMKCUMAO, B KOUTO ca JIeKyBaHU 5 780 manueHTu

(5 494 manmeHTOrOAMHM), Ca YCTAHOBEHHU 5 ciydas Ha InMGoMH 1 26 cirydast Ha pa3iindHu OT
muM¢pOMH 3TI0KaueCTBEHH 3a00isBanus, okaTo ipu 1 600-Te manueHTy, moryJaBaiy miamnedo
(941 manueHTOroIMHM) € OTKPUT | CiTydail Ha pa3iruyHO OT TUMQOM 3JI0KAUSCTBCHO 3200 IsIBaHE U
HUTO eIUH JTuMpOM.

B aparocpouno mpocnensBaHe Ha 0€30MacHOCTTa NPH KITMHUYHHUTE MPOYYBaHUs ¢ HHPIUKCUMa0 110 5
roaunau (6 234 manueHtoroannu, 3 210 manueHTH), MMa ChOOIEHUS 3a 5 CiIydas Ha pa3BUTUE HA
nuMdomu 1 38 ciryyasi 3a pa3BUTHE HA PA3IUYHU OT JTUM(OM 3JI0KaueCTBEHH 3200 sIBAHUSI.

B nmocTMmapkeTHHTOBUS TIEpHO] ce ChoOIIaBa U 3a Cilydau Ha 3JI0KaueCTBEHU 3a00JsIBaHuUS,
BKITFOUUTEITHO JUM(OM (BK. ToUKa 4.4).

B kIMHUYHO Mpoy4BaHe MPU NAIMEHTH C YMEPEHO TexKa 110 Texkka XOBb — OUBIIM WK HACTOAIIH
nymauu, 157 Bb3pacTHU NMAIMEHTH Ca JICKYBaHH ¢ HHPIUKCUMAO B J103H, OJIM3KH JI0 MIPUIAraHUTE PU
peBmaTouzeH apTpuT u 6onect Ha Crohn. Ilpu 9 oT Te3u manueHTH ca OTKPUTH 3I0Ka9€CTBEHU
3a00JIIBaHUs, BKIIFOUMTEIIHO U eauH tuMdoM. MearanaTa Ha MPOABDKUTEITHOCTTA Ha
npocnensasaneTo ¢ 0,8 roaunu (3adboneBaemoct 5,7% [95% nmoeeputenieH untepsai 2,65%-10,6%]. B
KOHTPOJIHATA Tpyma oT 77 manueHTn uMa 1 cho0IIeHNe 3a 3T0Ka9eCTBEHO 3a00JsIBaHe [MeraHa Ha
MPOABIDKUTEITHOCT Ha TipocneasBade 0,8 roauHu; 3adoneBaemocT 1,3% [95% noBepurenen nHTepBal
0,03%-7,0%]). OcHOBHaTa 4acT OT 3JI0KaueCTBEHUTE 3a00JIsIBaHMsI ca OMIIM HOBOOOpa3yBaHHs Ha
OenuTe TPoOOBE, TTIaBaTa WK MIAATA.

B momynannnoHHO peTpOCIEKTHBHO KOXOPTHO MPOYYBaHe, € OTKPUTA IOBHUIIICHA YECTOTa Ha
[IEPBUKAJICH KaPIIMHOM IIPH KEHU C PEBMATOUJICH apTPHT, JICKYBaHU ¢ MHPIMKCMMA0 B CpaBHEHHE C
MAIMeHTH, KOUTO HE ca JIEKyBaHHU ¢ OMOJIOTMYHY MTPOYKTH WIIH 00IIaTa MOITyJIAIUs, BKIIFOUUTEITHO H
Te3H Ha Bb3pacT Hax 60 roguau (BX. Touka 4.4).

B nombiHeHHE, HMa MOCTMAPKETHHIOBU CHOOIICHHS 32 pa3BUTHE HA XenaTolnueHalleH T-KIeThYeH
nuM(OM MpH NANUEHTH, IEKYBaHU ¢ HHPIUKCHUMA0, KaToO MO-TOJIsIMATa YacT OT Te3U Clydyau
BB3HUKBAT MPH MaIMeHTH ¢ 0osiecT Ha Crohn MM yiIepo3eH KOJIUT, IOBEYETO OT KOUTO Ca FOHOIIU
WJIH MIIAJIA MBKe (BXK. Touka 4.4).

Covpoeyna HedocmamvyHoCcm

[Ipu npoyusane ®a3a II, unaro nen e 6ua oLeHKa Ha JIEYEHUETO ¢ HHPINKCUMAO MPH MAllMEHTH ChC
3CH, npu nexyBaHuTe ¢ HHQIMKCUMAO0 MAIMEHTH € yCTAaHOBEHA MO-BUCOKA CMBPTHOCT B Pe3yJITaT Ha
BJIOIIIaBaHE Ha ChpAeYHATa HEAOCTATHYHOCT, OCOOCHO MPH MAIMEHTHUTE, JIEKYBaHU C BHCOKA /1032 —
10 mg/kg (T.. ABYKpaTHO MO-BUCOKA OT YTBbpAEHAaTa 103a). B ToBa mpoyusane 150 mamueHT cbe
3CH HI-IV ®K no NYHA (neBokamepHa ¢paxius Ha nzmiackaHe < 35%) ca nomy4aBaiu 1o

3 uHdpy3un Ha uHPIUKcUMao B 1o3a 5 mg/kg, 10 mg/kg unu rianedo B MpoabJKeHUE Ha 6 CEIMUIIN.
B pamkute Ha 38 cenmuiy ca nounHanu 9 ot 101 mammeHTy, JiekyBanu ¢ nHGIMKCHUMA0 (2 JIeKyBaHU
B 103a 5 mg/kg u 7 nexyBanu B go3a 10 mg/kg), noxaro ot 49 nauneHTH, moayyHIH mwianedo, e
MOYMHAJI CaMO €/IHH.
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[Ipe3 mocTMapKEeTUHIOBHUS IIEPUOJT MMa ChOOIICHHS 3a BJIOIIABAHE HA Chp/AeYHA HEAOCTATHYHOCT MPH
MAIUCHTH Ha JICYCHUE C MHPIMKCUMA0, KaTO YCTaHOBSIBAHETO HA OTKIIIOYBAIIM(DAKTOPH B HIKOU
Cllydad € Bb3MOXHO, a B Ipyr — He. [Ipe3 mocTMapKeTHHTOBHSI IEPHO UMa U ChOOIIICHHS 32
HOBOOTKPHTA ChpeYHa HEJOCTAThYHOCT, BKIIFOUNTEIIHO U IIPH MAI[UCHTH 0€3 JaHHH 3a
MPEIIECTBAIIO0 ChPACUYHOCHA0BO 3a0osaBane. Cpell Te3u MalUEeHTH NMa U TaKMBa HA BB3PACT IO

50 roguHM.

Xenamobunuapnu HapyuieHus

B knmuHMYHM TIpoy4BaHUs 3a JIeYeHre ¢ HHPIUKCMMA0 ca HaOM0AaBaH! Cy4au Ha JIEKO O YMEPEHO
nosumasaHe Ha AJIAT u ACAT 6e3 nporpecust KbM TeKKO 4epHOAPOoOHO yBpexkaane. HabmogaBann
ca noBumiaBanus Ha AJIAT > 5 meTu ropnara rpanuna Ha Hopmata (UNL) (Bx. Tabnuma 2).
[ToBumraBane Ha Tpancamunasute (mo-uecto Ha AJIAT, otkonkoro Ha ACAT) e HabmoAaBaHO MO-
YecTO MIPU NALUEHTUTE Ha JIeUCHUE C HHPIINKCUMAO, OTKOJIKOTO B KOHTPOJIHUTE IPYIH — KaKTO MIPH
MOHOTepanus ¢ HHPIMKCUMa0, Taka U MPH MPUI0KEHNETO My B KOMOMHALMS ¢ UMyHOCyIpecop. B
MOBEYETO CITy4au MOBHUIIABAHETO HAa TpaHCAMUHA3HTE € MPEXOAHO; BCE MaK, IPH MaJKa 4acT OT
NAalMEeHTHUTE, EH3UMHTE Ca OCTaHAIM MOBUIIEHH MTO-MIPOABJDKUTENHO BpeMe. Haii-o0110, nanuenTure,
nipu kouto ce moBumraBat AJIAT u ACAT, octaBaT acCHMIITOMAaTHYHA U CTOMHOCTUTE HA €H3UMUTE Ce
TIOHM>)KaBaT WM C€ HOPMAaJIM3HUPAT U MPH MPOABbIDKaBaHE, U TIPH CITUPAHE HA JICUSHUETO C
MHQIMKCUMAa0, KaKTO W TPH KOPEKLUS Ha ChIIbTCTBAIATa Tepanus. [Ipe3 mocTMapKeTHHTOBHUS
NEepuoJ UMa ChOOILEHHS 32 UKTEP U XEIaTUT, IOHAKOTa C XapaKTEPUCTUKA HA aBTOMMYHEH XeIaTuT,
NIpY TIALMEHTH, JIeKyBaHU ¢ MHQIHUKcHMa0 (BK. Touka 4.4).

Tabanuna 2
IIpouenT Ha nanueHTUTe ¢ NoBUIIeHUe HA AJIAT npu KIMHUYHU NPOYYBAHUS € U3N0JI3BaHe HA
HHTPaBeHO3eH HHPJINKCUMa0

IToxa3anue Bpoit nanpentr® | Menuana Ha nepuoja >3 x ULN >5x ULN
Ha TpOCIe/sIBaHe
(ceqmunn)*
wiane | wHdau | mianebo | nHpuMkcuMa | mnane6o | uHGnM | wanebo | uHOIHN
60 KCHMa 0 KCUMa KCHMa
0 0 §
PesmaTonnen | 375 1087 58,1 58,3 3,2% 3,9% 0,8% 0,9%
aprpur’
Bomecr na 324 1034 | 53,7 54,0 2,2% 4,9% 0,0% 1,5%
Crohn?
YrmeposeH 242 482 30,1 30,8 1,2% 2,5% 0,4% 0,6%
KOITUT
Aukuo3uparn | 76 275 24,1 101,9 0,0% 9,5% 0,0% 3,6%
CITOH/IAJTAT
[lcopuarnuen | 98 191 18,1 39,1 0,0% 6,8% 0,0% 2,1%
apTpuT
Icopuasuc ¢ 281 1175 16,1 50,1 0,4% 7,7% 0,0% 3,4%
MJIaKH

1 IMaumeHtute B Mu1anedo rpynuTe MojaydyaBaT METOTPEKCAT, JOKATO TE3H B TPYITUTE HA JICUEHHUE C
MHQIMKCUMA0 MOJTyyaBaT KakTo HHPIUKCUMa0, Taka U METOTpEKcar.

2 Tlamuenture B ruianedo rpymnuTe, Ipu nsete npoyusanus ¢asa III mpu 6omect Ha Crohn —
ACCENT I u ACCENT II, monmyyaBart HayasiHa f03a oT 5 mg/kg nHpnmkcumMab B Ha4anoTo Ha
NPOYYBaHETO, KaTo [0 BpeMe Ha Mo ibpkamiara ¢asa noiaydasar mianedo. [lanuenture, Kouto ca
PaHIOMU3UPAHH B TPYITUTE Ha MOUIHPXKAIIO JICUCHUE, TIOTy4aBaliy Iane0o, Ho BIIOCIIEICTBHE
MUHABaT Ha JiedeHue ¢ nHdIrkcuMab, npu ananu3a Ha AJIAT ca BKIIIOYEHH B IpyrnaTa Ha JieueHHe
¢ nuaaukcumad. B m3nutane ¢aza I1Ib npu 6osect Ha Crohn - SONIC, nanuenTHTe Ha TIae60
ca nonyyaBanu AZA 2,5 mg/kg/nHeBHO KaTo aKTHBHA KOHTPOJIA B IONBIHEHUE KbM HH(Y3HHUTE HA
miane6o uHGpIUKCUMao.

3 Dbpoii nanueHTy, Npu KOUTO ca OLeHsABaHU cToiHOCTUTE HAa AJIAT.

4 Menunanara Ha IepHo/ia Ha IPOCTIeIIBaHE € Bb3 OCHOBA Ha Oposi Ha JIEKYBaHUTE MALIUEHTH.
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Anmunykneapuu anmumena (ANA)/anmumena cpewy osounosepudcra JTHK (anti-dsDNA)

[Tpu npubAM3UTENHO MOJOBUHATA OT JIEKYBaHUTE B KIIMHIUYHH MTPOYYBAHUS C HHPIUKCUMAO
MAIMEeHTH, KOUTO U3XOIHO ca Omiu HeratuBHA 32 ANA, B X012 Ha mpoyuBaHeTo ANA ca ce
MO3UTHBHUPAIH — 32 CPAaBHEHHE TIPY NOMy4YmiInTe Tiane0o manueHTH ANA ca ce IO3UTUBUPAIN IPU
npubnusutenHo 1/5. Anti-dsDNA anTuTena ce OTKpHUBAT 3a IbPBU BT NP NPUOIU3UTENHO 17% OT
NeKyBaHUTEe ¢ HHPpIUKCHMa0 MAIMeHTH, JOKaTo MpH nomydminte Tiane6o — mpu 0%. [lo mocneaan
IaHH" 57% OT nexyBaHuTe ¢ MHQIUKCUMAa0 mareHTy octaBaT anti-dsDNA momoxxutenau. Benpekn
TOBa, ChOOIICHUATA 32 pa3BUTHE HA JIyIyC-I0100CH CHHIPOM He ca 4ecTH (BXK. Touka 4.4).

JIpyTH clienMaIHy IONYJIAIiI

Cmapuecka 6v3pacm

B knmuHMYHY Ipoy4BaHUs [IPU PEBMATOMAEH apTPUT, YECTOTATa HA CEPHO3HU NHPEKINN TIPU
nanueHTuTe Ha ¥ Haj 65 rogunu (11,3%), nekyBanu ¢ nHpaMKcHMab IITIOC METOTpeKcaT, € Ouia mo-
rojsiMa OT Ta3W U MaUEeHTUTE oA 65-ronumHa Be3pacT (4,6%). Ilpn nanuenTure, JeKyBaHH caMo
C METOTpEKcaT, YeCTOTaTa Ha CepUo3HUTE HHGEeKIuH e Omna 5,2% mnpu nanueHTUTe Ha U Haj

65 roauHu B cpaBHEHHE ¢ 2,7% Mpu MalMeHTUTe Mo 65 ronuHu (BXK. Touka 4.4).

Crpo0O1iaBale Ha HOAO3UPAHU HEXKEJIAHN PEAKIIHU

ChoO0I1aBaHeTO Ha MOIO3UPAHU HEKEIIAHU PEaKIIUKU Clie]l pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakKHO. TOBa IMO3BOIISBA Ja MTPOIBIDKH HAOMIOIEHNETO Ha CHhOTHOIIIEHUETO OJI33/PUCK 32
NeKapcTBeHUS MPOoAyKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE M3UCKBA Ja ChOOIIaBaT BCSIKa
MOI03UPaHa HEXKEIaHa PeaKIKs Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B

[Ipunoxxenue V.

4.9 Ilpeno3upane

[Ipunarany ca eqMHAYHE UHTPABEHO3HHU 1031 /10 20 mg/kg 6e3 mposiBM Ha TOKCHYHOCT, KAKTO U
MHOT'OKpaTHH J03H JeKapcTBeHa (hopMa 3a MOJKOKHO TpHiIokeHne Ha Remsima 10 240 mg Ge3
nposiBa Ha TOKCHYHM epekTH. Hama crienuduuHo edeHue 3a npepo3upane ¢ Remsima. B cioyvaii Ha
npeo3upane, MAUeHTHT TPAOBa J1a ce JISKyBa CUMIITOMATUYHO M TPpsiOBa Ja ce mpeArpueMaT
HIOMOIIIHU MEPKH, CIIOpe]l HEOOXOAMMOCTTA.

5. ®APMAKOJIOTMYHHA CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOWCTBA

dapmakoTepaneBTH4HA IPyla: UMYHOCYTIPECOPH, UHXUOUTOPH Ha TyMOP-HEKPOTU3UpaIl (HaKTop
anda (TNF,), ATC xon: LO4AB02

Remsima e 6uosoruyHo mogo0eH jiekapcTBeH npoaykt. [loapobHa uHbopMaIms € peIocTaBeHa Ha
yeOcaiita Ha EBponeiickara areHius 1o jiekapcTeara https://www.ema.europa.eu.

MexaHuU3bM Ha IEWCTBUE

HNudnrkcnmab e XMMEpHO YOBEIIKO-MHUIIIE MOHOKIIOHATHO aHTHTSUIO C BUCOK a)MHUTET KaKTO KbM
pa3TBOpUMUSL, Taka U KbM TpaHcMeMOpanHusi TNF,, Ho He u kbM uMpoTokcuH o (TNFp).

(DaDMaKOJII/IHaMI/I‘IHI/I ed)eKTI/I

Wndnukcnmad naxubupa GyHknuoHanHara aktuBHocT Ha TNF,, ipu n3cneasane ¢ roism Opoit
in vitro MeTozu 3a OnoJIoTNYHa aKTUBHOCT. MH(pmKcMab npegoTBpaTsaBa pa3BUTHETO HA O0JIeCT pH
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TPAaHCI'€HHU MUILKU, KOUTO 00JIelyBaT OT OJIMAPTPUT B PE3YJITAT HA KOHCTUTYTUBHA EKCIIpecHs Ha
goemku TNF,, a KoraTo ce mpmiara ciie]] OTKJIFOYBaHe Ha 00JIeCTTa, BOJU 0 Bh3CTAHOBSIBAHE HA
CTaBHUTE epo3u. In vivo uHpnukcumad Obp30 006pa3yBa cTaduiaHu KoMIuiekcu ¢ yoBemkus TNF,,
KaTO TO3M MPOILIEC MPOTHYA YCIIOPEAHO Che 3arydara Ha OuonornyHa akTHBHOCT Ha TNF,.

B cuHOBHANTHATA TEYHOCT HA MAIMEHTH C PEBMATOH/ICH apTPUT CE YCTAHOBSIBA MTOBUIIICHA
koHueHTpanus Ha TNF, ¥ Ta3u KOHIEHTpalus Kopeaupa ¢ akTHBHOCTTa Ha OoJectTa. [IpunoxkeHunero
Ha nHGIUKCHMA0 TIpy OOJTHU ¢ PEBMATOMICH apTPUT BOIH IO HaMajIsiBaHe Ha HHOWITpAHUITa Ha
3aCErHATUTE CTABU OT KIICTKH Ha BH3MAICHUETO U O'PAaHNYaBa SKCIPECHATA Ha MEJAaTOPH Ha
KJIEThYHATA aIXE3Hsl, XeMOATPAKTaHTH, KAKTO U pa3pylIaBaHETO Ha cTaBHUs Xpyupsul. Cren
JieYeHHeTo ¢ MHPIUKCUMAaO0 MpH MAlMEeHTHTE Ce YCTAHOBSIBA TIOHWKaBaHE Ha CEPYMHOTO HHBO Ha
naTepiieBkuH 6 (IL-6) m C-peaktuBeH npotenH (CRP) u mopuimaBane HUBOTO Ha XeMOTJIOOMHA TTPH
MalMeHTH C PEBMATOHUJICH apTPUT, KOMTO Ca C MOHMKEHO HUBO Ha XEMOTJIOOMH, B CPaBHEHHUE C
M3XOAHUTE cTOHHOCTH. He ce ycTaHOBsIBa 3HAYMMO MOHIKaBaHe Ha Opos Ha nepudepHUTe
nuMdoIMTH, HUTO Ha TIpoNr(epaTUBHISI UM OTTOBOP TIPH in Vitro MUTOTCHHA CTUMYJIAIUS B
CpaBHEHHE C KIICTKUTE OT HEJIEKYBaHH NaueHTH. [Ipy nanueHTH ¢ mcopua3uc JICYSHUETO ¢
MHQIMKCUMa0 BOAM 10 OTPaHNYaBaHe Ha CMUACPMATHOTO Bh3NANICHUE U HOpMAJIM3UPaHe Ha
JU(epeHInaIuATa Ha KePAaTOIUTUTE B ICOPUATHYHUTE MIaKd. KpaTkoTpaiHOTO JeueHue ¢
nHGIUIKCIMA0 Ha OOJTHY C TICOPHATHYECH apTPUT BOAY O HaMalsiBaHe Ha Opos Ha T-KiIeTkuTe U Ha
KPBbBOHOCHHUTEC CHbJJOBC B CUHOBUATA U ICOPUATUYHUTC IIJIAKH.

XHWCTONOTUYHOTO M3CIIEeIBaHE Ha OMOTICHH OT JIe0eNo YepBo, B3ETH MPEIH JISYCHUETO ¢ MHPINKCHMa0
1 4 ceIMUIIU CleNT MPIIOKEHUETO My, OKa3Ba 3HAYUTENIHO TToHmwkaBane Ha TNF,,. Jledenuero Ha
nanueHTH ¢ 6osnect Ha Crohn ¢ HHPIUKCUMA0 € CBBP3aHO U ChC 3HAUYNUTEITHO TTIOHMKaBaHE Ha
croiiHOcTHTE Ha Yecto noBumienus CRP. [Ipu nexyBanu ¢ nHpIMKCHMa0 marueHTn o0IIusT Opoil Ha
OennTe KPHBHU KJICTKH B IIepru(epHa KpbB HE ce MPOMEHSI MHOTO, MaKap CTOMHOCTHTE Ha
nuMQOIHMTUTE, MOHOLIUTUTE U HEYTPODUIIUTE Ja TOKA3BaT TCHACHIINS KbM HOpManu3upane. [Ipu
JeKyBaHU ¢ MHQIMKCMMa0 NanueHTH MOHOHYKIICApHHUTE KJIETKH OT MepudepHa KPbB ca ¢
HETPOMEHEH Npon(pepaTUBEeH OTTOBOP MPH CTUMYJIANUS B CPAaBHEHHE C HEJICKYBAaHH MAIIUCHTH, CIIE]T
JedyeHneTo ¢ nHpIUKcuMad He ce HaOIro1aBa U 3HaYMMa MPOMsIHA B MPOJYKIUATA HA HIUTOKUHH OT
CTHMYJIUPaHUTE MOHOHYKJICApHH KIIETKH. M3cnenBaHeTo Ha MOHOHYKJIEapHH KJIETKU OT JIAMHHA
IPOIIPHUS OT YpEBHA JIMTABUIIA, B3eTa Upe3 OMOICHS, TOKa3Ba, e JICUCHUETO ¢ HHPIUKCHMa0 BOAHU 110
HaMaJIsiBaHe Ha Opost Ha KieTkute, ekcnpecupaiy TNF, n uatepdepon- y. JlonbianuTenHn
XUCTOJIOTHYHH U3CIIEBAHNUS ITOKA3BaT, Y€ JICUCHUETO ¢ MHQIUKCHUMA0 BO/IM JI0 HaMallsiBaHe Ha
UHOUITpAMATa Ha 3aCETHATUTE OT OOJIECTTa YUacThIM OT YepBaTa C KJIETKU Ha Bh3MAJICHUETO U
HaMaJIsiBaHE Ha EKCIIPECHsATa Ha MapKepH Ha BB3MAJICHHETO B CHIIUTE yyacThblu. MIMa 1aHHu 32
JUTaBUYHO O3JIpaBsBaHe, MOJYYECHU OT EHIOCKOIICKO U3CIIe/IBAHE HA UPEBHA JIMTABUIIA MIPU TAIMEHTH,
JIeKyBaHU ¢ MHQIUKcUMAO.

Kinnnnuna edukacHoCT ¥ 6€300aCHOCT

Pesmamouden apmpum npu 6v3pacmuu

Humpasenosna nexapcmeena gpopma

EdukacHocTTa Ha TeYeHNETO ¢ MHTPaBEHO3HA JIeKapcTBeHa hopMa Ha MHIMKCHMAO € OIICHEeHA B JIBE
MHOTOIICHTPOBH, PaHJAOMU3UPAHHU, JBOMHOCHETH, MUI0THA KInHnYHYU npoyuBanms: ATTRACT u
ASPIRE. U B nBete npoyuBanus e Oujia Mo3BoJICHA ¢IHOBpEeMEHHa yroTpeOa Ha (osreBa KHCEInHa,
nepoparHu KopTukoctepouan (< 10 mg/mHeBHO) W/HITH HECTEPOUIHH IPOTHUBOBB3IATHTEITHH
cpeacta (HCIIBC) B ycTaHOBEHU JT03H.

[IspBUYHUTE KpallHU TOYKH ca OWIIM OBJaJIIBaHE HA MPHU3HAIIUTE ¥ CUMIITOMUTE, OIICHEHU CIIOPE]T
kputepuute Ha ACR (ACR 20 3a ATTRACT, ACR-N 3a ASPIRE), mpodunaktiupane Ha CTpyKTYypHO
yBpeXKJIaHe Ha cTaBara ¥ (yHKIIMOHAIHO mojio0penue. OBNaisiBaHETO HA PU3HANUTE U CHMIITOMHTE
e neunupano kato nogoopenue ¢ mone 20% (ACR 20) kakro B Opost Ha 00JIe3HEHHUTE, TaKa U Ha
OTOYHHTE CTaBH, KaKTO ¥ B3 OT ciexanute 5 kputepus: (1) obma oneHka Ha jgekaps, (2) odmia oreHka
Ha TanneHTa, (3) pyHKIMoHaTHA OlleHKa Ha CTaBaTa, (4) onpenensHe Ha cujaTa Ha Ooykara 1o

68



BH3yaJTHATa aHAJIOTOBA CKaJia 1 (5) CKOPOCT Ha yTasBaHE Ha epUTPOITUTUTE WiH C-peakTHBEH
nporenH. ACR-N m3nom3Ba cpimute kpurepun kato ACR 20, nzunciaeHu 3a Hail-c1ado u3pa3eHoTo
nmoto0peHre B Oposi Ha OTOYHUTE CTABU M Oposi Ha OOJIC3HEHUTE CTaBU, U ME/IMaHATa Ha OCTABAIIUTE
5 moka3atens o kputepuute Ha ACR. CTpyKTypHOTO yBpeKIaHe Ha CTaBUTE (€pO3UH U CTCCHSIBAHE
Ha CTaBHATA IIeMTKa) KAKTO HA CTABUTE Ha PHIETE, TAKa U HA CTAaBUTE HA Kpakara, ce OICHSBAIIE 10
MpoMsIHATa B CPaBHEHHE C M3XO/HATA CTOMHOCT Ha Moauduiupanus ckop no van der Heijde-Sharp
(0-440). 3a onpenensHe Ha MPOMsIHATA HA (PU3UUYECKOTO CHCTOSHIE B CPAaBHEHUE C U3XOIHOTO CE
M3II0JI3BaIIe BRIIPOCHUKBT 3a olleHKa Ha 3apaBero (BO3, 0-3 cTemnen).

B mmane6o-kontponupanoro npoyuBane ATTRACT e onensiBan otroBopsT Ha 30, 54 u 102 cenmumna
npu 428 MalMeHTH ¢ aKTUBEH PEBMATOMICH apTPHT, BHIIPEKHU JICUEHUETO C METOTPEKCaT.
[Ipubnuzutenno 50% ca 6unu ot Il pynkmonanen kinac. Ilanuenture ca nomyyasanu wix mwianebo,
i 3 mg/kg nnn 10 mg/kg napnukcumad Ha 0, 2 u 6 ceamuua, ciea KOeTo — npe3 4 Ui § ceAMUIH.
Benuky manueHTH ca OMIIM Ha MOCTOsIHHA /1032 METoTpekcaT (cpenHo 15 mg/ceamMuuHo) B
IpoABJDKEHUE Ha 6 Mecela Ipeay BKIIOYBAHETO B IPOYYBAHETO M Ca OCTABAIM Ha ChIATa IIOCTOSHHA
J103a [0 BpEeMe Ha ISUI0TO [IPOYIBAHE.

Pesynrarute Ha 54 cenmuna (Bp3 ocHoBa Ha ACR 20, monudurupanus ckop no van der Heijde-Sharp
u BO3) ca mokazann Ha Tabnuma 3. [lo-Bucoka crenen Ha kimHIYeH 0TToBOp (ACR 50 1 ACR 70) ce
ycraHoBsaBa Ha 30 u 54 ceMuIa BbB BCHUKH TPYIH, JIEKYBaHU C HHPIUKCUMA0, B CPAaBHEHHUE C
TpyNUTE Ha JICUCHHE CaMO C METOTPEKCAT.

3abaBsiHe Ha MMPOTpecUsITa Ha CTPYKTYPHOTO YBPEXK/IaHE Ha CTaBHUTE (€PO3UH U CTECHSIBAHE Ha
CTaBHATA LIETKa) CE YCTAHOBSIBA Ha 54 ceMHUIa BB BCHUKH TPYIIH, JIEKYBaHU C HHPIUKCUMAO
(Tabmuma 3).

Edexrute, ycranoBenu Ha 54 ceqmuiia, ce 3aabpkar 1o 102 cemmuria. [lopaau Opos Ha ciydyaute Ha
CIIUpaHe Ha JICUCHUETO, 3HAUMMOCTTA Ha Pa3jInKaTa MEX/y JBETE IPYIH MAIUCHTH — JICKYBaHHUTE C
UHQIIUKCUMAO U JICKYBAHUTE CAMO C METOTPEKCAT, HE MOXKE Jla CE OTPE/ICIIH.

Ta6anuna 3
ACR 20, cTpYKTYPHO YBpesKIaHe HA CTABATa U (PU3MUECKO ChCTOSIHME HA 54 ceqMuLa,
ATTRACT

Undnukcumat®

Kontpon 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg Bceuukn

HaTpyma® mpe3 8 nipes 4 npe3 8 npe3 4 MaIUeHTH
CeIMHMIM  CEAMHUIM  CeIMHLUM  CEAMHUIM  Ha
WHQIUKCH
ma6®
[ManmenTH ¢ OTrOBOP 15/88 36/86 41/86 51/87 48/81 176/340
ACR 20/ (17%) (42%) (48%) (59%) (59%) (52%)

OnensiBany manueHTH(%)

00611 crop” (Moauduupan ckop o van der Heijde-Sharp)

[IpomsiHa B cpaBHEHHE C 7,0+£10,3 1,3+6,0 1,648,5 0,243,6 -0,7£3,8 0,6+5,9
M3XOJIHATA CTOWHOCT

(cpemna £ SD®)

Menuana 4,0 0,5 0,1 0,5 -0,5 0,0
(MHTEepKBapTHIICH 0,59, (-1,5:3,0) (-2,5;3,0) (-1,5;2,0) (-3,0; 1,5 (-1,8;2,0)
JMara3oH)

ITanmentu Oe3 13/64 34/71 35/71 37/77 44/66 150/285
BJIOIIIaBaHe/OIECHIBAHN (20%) (48%) (49%) (48%) (67%) (53%)
naruenta (%)°

[Ipomsna BsB BO3 criopen, 87 86 85 87 81 339

H3XO0JHaTa CTOMHOCT"
(otIeHSIBAaHU TIAITUEHTH )
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Nudnukcumac®

Kontpon 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg Bceuukwu

HaTpyma® mpe3 8 mpes 4 mpe3 8 mpe3 4 MalUeHTH
CeIMUIIM  CEIMWIM  CEAMHIM  CEIMHUIHM  Ha
nHpIIKCH
mab®
Cpenno + SD® 0,2+03 04+03 05+04 05+05 04+04 04+04

a KOHTPOJIHA rpylia = BCHYKH MAIEHTH C aKTHBEeH PA, BBIIPEKH JICUCHHETO C METOTPEKCAT B TIOCTOSIHHA
J103a B TIPOJIbIDKEHHUE Ha 6 Mecela Ipen BKIIOYBAHETO, KaTO ca OCTaHAJIM Ha ITOCTOSHHA 1032
METOTpEKCaT Mo BpeMe Ha MpoyuBaHeTo. J{omycKao ce € CbBMECTHOTO MPHJIOKEHUE B yCTAHOBEHH
JI03U Ha miepopaiau koprukocteponnu (< 10 mg/naesno) n/unn HCIIBC, u ca naBann 1o06aBKu C
(dhoMeBa KUCEIMHA.

0 BCHYKM ManMeHTH HAa HHQIMKcHMAa0 ca Mody4aBald U METOTpeKcaT ¢ oIreBa KUCEINHA, & HIKOU — U
koptukocTepouau w/mmm HCIIBC.

B p <0,001 3a Bcska rpyna Ha iedeHne ¢ nHpIuKcnMab cpelry KOHTpoJHATa rpyna.

MO-BUCOKUTE CTOWHOCTH O3HA4YaBaT MO-TEKKO CTAaBHO YBPEKIaHE.

o BO3 = BbnpocHuUK 3a OlleHKa Ha 3[]paBeTo; I0-BUCOKUTE CTOWHOCTH 03HAaYaBat Mo-ciado n3pa3eHo
YBpEXKIaHe.

—

B npoyuBanero ASPIRE e onensiBan otroBopsT Ha 54 ceqmuiia ipu 1 004 manueHTH, HEIEKYyBaHU 10
MOMEHTa C METOTPEKCAT, C aKTUBEH PEBMATOUICH apTPUT C MaJIKa TABHOCT (IaBHOCT Ha OolecTTa

< 3 ronuau, Meauana 0,6 romuHN, MearaHa Ha Opost OTOYHU U OOJIE3HEHU CTaBU ChOTBETHO 19 m 31).
Bewnukn manpieHTH ca OMM MOIJIOKEHH Ha JICUCHHUE ¢ METOTpeKcarT (103a, ONTUMHU3MpaHa Ha

20 mg/cenmMuyHO Ha 8 cenMuIa) B KOMOHMHAIMS C ruiane0o uin nHpankcumad B 1o3a 3 mg/kg nm

6 mg/kg Ha 0, 2, u 6 ceqmuIIa, ClIe]] KOETO BEIHBXK Ha 8 cenMuIti. Pesynrarute Ha 54 cemmuna ca
npenctaBeHu B Tabmuia 4.

Ha 54 cemmuma ot ie4eHneTo ¢ ABeTe 103U MHPIUKCHMAa0 + METOTPEKCAT € OTYETEHO CTaTUCTHIECKU
3HAYHUMO IIO-T'OJIIMO HO)IO6peHI/IC Ha OIPpU3HALUTC U CUMIITOMHUTE B CPABHCHUEC C MOHOTCPAIIUATA C
METOTpeKcaT, KaTo OIleHKaTa € HalpaBeHa Bb3 OCHOBA Ha MPOLEHTa MallUeHTH, IIPH KOUTO €
mocturaat ACR 20, 50 u 70.

Han 90% ot manmmentute B ASPIRE ca umanu moHe 2 moAX0SIIN 32 HHTEPIPETaIUs
pentrenorpadun. Ha 30 u 54 ceqmuna B rpymnara Ha JieueHHe ¢ HHQIMKcuMab + MeToTpekcar e
YCTaHOBEHO IM0-U3pa3eHo 3a0aBsHe Ha CKOPOCTTA Ha MPOTPECHs Ha CTPYKTYPHOTO YBPEXKIaHE B
CpaBHEHHE C TpymaTa Ha MOHOTEpaIus C METOTPEKCaT.

Tabumna 4
ACR-N, cTpPYKTYpHO YBpe:KIaHe Ha cTaBaTa U (pu3ndecko cberosinne Ha 54 cenmuna, ASPIRE
Wuadaukcumad + MTX
[Tnane6o + MTX 3 mg/kg 6 mg/kg  KomOunmMpaHo

Bpoii pannomMu3upaHu nalyeHTu 282 359 363 722
[Ipouent Ha momo6penue cropen ACR
Cpenno + SD? 24,8 +£59,7 37,3+52,8 420+473  39,6+50,1
[IpomsiHa B CpaBHEHHE C U3XOIHATA CTOMHOCT Ha Mouduimpan ckop 1o van der Heijde-Sharp®
Cpenno £+ SD? 3,70 £9,61 0,42+£582 0,51+555 0,46+5,68
Menunana 0,43 0,00 0,00 0,00
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Wuadaukcumad + MTX
ITnane6o + MTX 3 mg/kg 6 mg/kg  KomOuHHpaHO
[Tono6penne BpB BO3 B cpaBHEHHE C U3X0JHATA CTOMHOCT—CpeaHO 3a nepuona ot 30 o 54 cenmuna®

Cpenno + SD* 0,68 = 0,63 0,80+0,65 0,88+065 0,84+0,65

a p<0,001 Bcsika rpyma Ha nedeHue ¢ MHGIUKCHUMAO0 Cpelry KOHTPOJIHATa TpyTIa.

0 MO-BHCOKHTE CTOMHOCTH O3HAuaBaT MO-TEKKO CTABHO YBPEXKIaHE.

B BO3 = BrmpocHuk 3a OlleHKa Ha 3paBeTo; MO-BUCOKUTE CTOMHOCTH O3HAYaBaT MO-C1a00
M3pa3eHO yBpeXKIaHe.

r p=0,030u<0,001 choTBeTHO 3a TPyNHUTE HA JeueHne ¢ nHIMKcnMab B 1o3a 3 mg/kg u 6 mg/kg
cpemty miamnebo + MTX.

JlaHHWTE, KOUTO MOJKPEISIT THTPHPAHETO HA 103aTa IPH JICICHHETO Ha PeBMAaTOUICH apTPHT, Ca OT
npoyuBanusita ATTRACT, ASPIRE u START. START e pangomusnpano, MHOTOIIEHTPOBO,
JBOWHOCIISTO, MapalieIHO TPYIIOBO MPOyUYBaHe 3a 6e30macHocT ¢ 3 paMeHa. B eHo oT pamenaTa
(rpyma 2, n = 329), npu manueHTUTE ¢ HeIOCTaThUEH OTTOBOP € IOMYCKaHO TUTPHUPaHE Ha /103aTa C I10
1,5 mg/kg — ot 3 no 9 mg/kg. [Ipu no-ronsmara gact (67%) OT Te31 MALMEHTH HE CE € Hajarajio
TUTpUpaHe Ha o3ata. OT MalMeHTHTE, IPH KOUTO € OMIlo He00X0ANMO TUTPHUPAHE Ha J103aTa, TIPH
80% e mocTHrHaT KIMHUYEH OTTOBOP, a pH Mo-rojsiMata yact (64%) oT Tsx e Ouna HeoOxoanma
camo eIHOKpaTHA KOPeKIus Ha jo3ara ¢ 1,5 mg/kg.

Jlexapcmeena ¢hopma 3a nOOKOAICHO NPULOdICEHUE

EdwukacHocTTa Ha TOIKOKHAS HHPIMKCHMAO TIPU MAMEHTH C PEBMATOUICH apTPUT € Onia
OIICHSIBaHA B PaHJOMU3MPAHO OCHOBHO npoyuBaHe (aza I/I11 ¢ mapanennu rpymnu, KOETO ¢e € ChbCTOSIIO
OT BE 4aCTH: 4acT 1 3a ompenensHe Ha ONTHMaIHATa 032 NOAKOXKeH HHparKcuMab u yact 2 3a
JIEMOHCTpHpaHe Ha HeMH()EPHUOPHOCT 110 OTHOIIEHHE Ha €(PUKACHOCTTA Ha TIOAKOXKHUS HHPIUKCHMa0
B CpaBHEHHE C JICUCHUETO C MHTPABEHO3CH MHPIMKCUMA0 B JBOWHOCIIAIIO MPOYYBAHE.

B gacT 2 Ha ToBa npoydBaHe U3MEXTy 357 MaMeHTH, KOUTO ca OMIA BKIFOUSHH Jia TTOIyJaT 2 J03H
Remsima 3 mg/kg uatpaBeHo3no B cenqmuiy 0 u 2, 167 manueHTH ca OUIN paHIOMHU3UPAHU J1a
nosydaBaT Remsima 120 mg noiko>xHO B ceqMUIIa 6 M Ha BCEKU 2 CEIIMUITH 110 ceAMHUIIa 54, TOKATO
176 manmenTH ca OunM paHIOMHU3UpaHU Ja onydaBaT Remsima 3 mg/kg MHTpaBEeHO3HO B CEMUIH O,
14 u 22 u cnepn ToBa na npemMuHaT Ha Remsima 120 mg moxkoxHo B cenqmuna 30 1Mo BeIHBK Ha 2
ceaMHuIIH, 10 ceamuna 54. ChIbTCTBAIIO € MPUIaraH MEeTOTpeKcar.

[IppBUYHaTa KpaitHa TOYKa Ha MPOYYBAHETO € OWIIa pa3IrKaTa B ICUSHUETO IPU MPOMSIHATA OT
nuzxoaHoto HuBo Ha DAS28 (CRP) B cenmunia 22. OnieHkara Ha pa3iukara B JieueHuero e ouma 0,27
ChC CHOTBETHA JI0JTHA TpaHUIla Ha nBycTpanaus 95% nosepurene uarepsai [CI] ot 0,02 (95% CI:
0,02, 0,52), koeTo e TIoBeYe OT MPeIBaPUTENHO OTpeieeHara paMka ot -0,6 u moka3Ba Jidrica Ha
MPEBBH3X0/ICTBO Ha TIOJIKO’KHATA JIekapcTBeHa (hopMa Ha Remsima cripsiMmo nHTpaBeHO3HATa
JiekapcTBeHa ¢popma Ha Remsima.

AHanu3bT Ha IPYTH KpalHU TOYKH 32 e(hUKACHOCT € TIOKa3all, Y€ MpOoQIIbT Ha ePUKACHOCT Ha
MOJIKOKHATA JIeKapcTBeHa (hopma Ha Remsima, cpaBHEH ¢ HHTpaBEHO3HATA JIeKapcTBeHa (popMa Ha
Remsima npu manuenTu ¢ PA, € Haii-001110 ChIIOCTABUM 10 OTHOILIICHHE HA aKTUBHOCTTA Ha
3abonsaBaneTo, uzMepena upe3 DAS28 (CRP u ESR) u otroBopa mo ACR no ceamunia 54. Cpegnure
ckopoge 3a DAS28 (CRP) m DAS28 (ESR) mocTenenHo ca HaMaJIIBaJIA OT U3XOJHO HUBO BHB BCSIKA

BpEeMeBa TOUKa JI0 CEeAMMIIA 54 BbB BCsIKa TepareBTUYHA rpyna (BXkK. ChOTBETHO TabJuIla 5 1 Tabiuia
6).
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Tabauna 5
Cpennu (SD) neiicteutesHu croiitHocTn Ha DAS28 (CRP u ESR)

DAS28 (CRP) DAS28 (ESR)
Remsima i.v. Remsima s.c. Remsima i.v. Remsima s.c.
3 mg/kg’ 120 mg 3 mg/kg’ 120 mg
Busura (N=174) (N=165) (N=174) (N=165)
H3xoxna 5,9 (0,8) 6,0 (0,8) 6,6 (0,8) 6,7 (0,8)
Ceamuna 6 4,1(1,2) 4,0 (1,2) 4,8 (1,3) 4,6 (1,2)
Ceamuna 22 3,5(1,2)" 3,3 (1,1)° 4,1 (1,3) 4,0 (1,1)
Cenmuna 54 2,9 (1,2)8 2,8 (1,1) 3,4 (1,3)° 3,4(1,2)

a JIBycrpannuar 95% CI 3a pa3nuka B cpefiHaTa mpoMsiHa oT u3xoHo HuBo 3a DAS28 (CRP) B ceamuma 22 e
JlIoCTa HaJI IPEABAPUTENIHO OIpe/ieNieHaTa paMKa 3a JIMIca Ha MPeBb3X0JICTBO OT -0,6
6 Remsima i.v. ¢ Ouna 3ameHneHa ¢ Remsima s.c. B ceqmuna 30

Ta0auna 6
IIpoueHTH HA MAMEHTHTE, MOJYYWIH KIHHUYEH 0TTOBOP chriacHo Kputepuute Ha ACR
ACR20 ACRS0 ACR70
Remsima Remsima . . . Remsima Remsima
. Remsimai.v. Remsima s.c. .
i.v. s.C. R 120 i.v. s.C.
3 mg/kg* 120 mg 3 mg/kg mg 3 mg/kg? 120 mg
(N=174) (N=165)

Busura (N=174) (N=165) (N=174) (N=165)

Cenvuua 6 103 (59,2%) 107 (64,8%) 45(25,9%) 47 (28,5%) 18 (10,3%) 19 (11,5%)

Cenmuua 22 137 (78,7%) 139 (842%) 90 (51,7%)  85(51,5%) 49 (28,2%) 46 (27,9%)

Cenvmua 54 125 (71,8%)° 132 (80,0%) 101 (58,0%)° 108 (65,5%) 68 (39,1%)" 77 (46,7%)

a Remsima i.v. e 6una 3amenena ¢ Remsima s.c. B ceamuna 30

He ca npoBexnaHu KTMHWYHU poyuBaHus ¢ Remsima 120 mg, npuiaran nojkoxHo 6e3
MHTPaBEHO3HHU HAaTOBAapBaIlU 1031 HH(IMKCUMAO, TP NalUEHTH C PEBMAaTOUACH apTpHT.
[NomynannoHHOTO (papMaKOKMHETHYHO U (PapMaKOKUHETUYHO/(PapMaKOAMHAMUYHO MOJAEIUPAHE U
cUMyJaius obave MporHo3upar cpaBHUMa ekcrio3unus Ha nHpukcumad (AUC B mpoabkeHne Ha 8
ceamuin) u epuxacHoct (orroBop DAS28 u ACR20) cnen ceamuiia 6 mpu NareHTH ¢ pEBMATOUICH
apTpuT, JekyBaHu ¢ Remsima 120 mg 0e3 MHTpaBEeHO3HU HATOBAPBAILH 1031 HHYIMKCHUMa0 B
cpaBHeHne ¢ Remsima 3 mg/kg, npunaran naTpaBeHo3Ho B ceamun 0, 2 1 6, ¥ cel TOBa Ha BCEKHU 8
CeMMIIM.

Bbonecm na Crohn npu ev3pacmuu

Humpasenosna nexapcmeena gpopma

Hnoyxyusi na pemucust npu cpedno medicka 0o medxcka bonecm na Crohn 6 akmueen cmaouii
EdukacHocTTa Ha €THOKPATHO MPUIIOKEHHE HA HHTPABEHO3HA JieKapcTBeHa opma Ha HHPIMKcUMa0
e Ouna ouenena npu 108 naunenTu ¢ aktuBHa 6osect Ha Crohn (MHIEKC 32 aKTUBHOCT Ha OoJiecTTa Ha
Crohn (CDAI) > 220 < 400) B panIoMU3UPaHO, IBOMHOCIISIO, I1ale00-KOHTPOIUPAHO,
J103a-KOHTPOJIMpaHo npoyuBaHe. 27 ot 108-Te manueHT ca OMiId JISKyBaHU ¢ HHPIUKCUMA0 B
npenopbyBaHata 103a oT 5 mg/kg. Bcuuku manuenTy ca Ominy ¢ HeI0CTaThYHO MOBIUSBAHE OT
npeecTBalla CTanaapTHa Tepamnus. [I[poToKonbT € mo3BosIsiBal €JHOBPEMEHHO IpHUjlaraHe Ha
CTaHJAPTHH TEPAIUU B YCTAHOBEHH JIO3H U 92% OT MallMeHTUTE ca MPOIBIDKUIIH [ TOJTyYaBat Te3u
TeparnuH.
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[IppBHYHaTa KpaiiHa TOYKa Ha IPOYYBAHETO € OMiIa ONpeNeNIIHETO Ha IIPOLIEHTA NallUeHTH, IPU KOUTO
€ TIOCTUTHAT KIIMHUYCH OTrOBOP, AepuHMpaH KaTto noHmwkenrue Ha CDAI ¢ > 70 Touku Ha 4 cenMulia B
CpaBHEHHE C MU3XOJHATa CTOWHOCT, O€3 Jja ce Hajara MOBHIIABaHE Ha 103aTa Ha MPUJIaraHuTe
JIeKapCTBEHU MPOYKTH WM omepanus 3a 6onectra Ha Crohn. [Tanmentute, OTTOBOpUIM Ha

4 cegmuua, ca 6unu npocieassanu 1o 12 ceqmuna. Bropuunure KpaliHi TOYKH Ha IPOYYBAHETO
BKJIIOYBAT ONPEAEIISIHE Ha MPOLIEHTA MAlIMEHTH, KOUTO ca B KJIMHUYHA peMHCHUS Ha 4 ceIMuIa

(CDAI < 150) u onpeaernsiHe Ha KJIMHAYHUS OTTOBOP 32 IMO-TBIIBT TIEPHOI.

Ha 4 cegmuiia, criiex eqHOKpaTHO Tpriioxenue, pu 22/27 (81%) ot manmeHTuTe, JIEKYBaHU C
uHpIuKCUMa0 B 103a 5 mg/kg, € MoCTUrHaT KIMHUYEH OTroBop cpenty 4/25 (16%) oT manueHTuTe,
nosyuni tiane6o (p < 0,001). Coito Ha 4 ceqmuna mipu 13/27 (48%) oT nekyBaHHTE C
nHGIIKCUMAa0 TanueHTH e mocturaara kinangHa pemucust (CDAI < 150) cpemty 1/25 (4%) ot
rianebo-rpynara. [loBiausiBaHETO € 3aI104BajIo HA 2 CEMUIIA CIIE MIPHIIOKEHUETO, KaTO € IOCTUTAIIO
MakcuMyM Ha 4 ceamuna. [Ipu mocnennara Busurta Ha 12 ceamuna 13/27 (48%) oT IeKyBaHHUTE C
nHGIUKCIMA0 TaMeHTH BCE OIIe Ca ITOKa3Baji MPU3HAIM Ha TIOBIUSBAHE.

1lo00wporcawo neuernue npu cpedno medicka 0o medcka 6onecm Ha Crohn npu 6b3pacmuu 6 AKMUGeH
cmaouti

EdwukacHocTTa Ha TeUeHHETO ¢ MHOTOKPAaTHU HH(PY3UM HAa HHTPABEHO3eH MHPINKCUMA0 € Oria 00eKT
Ha 1-rogumHo knuHIYHO npoyuBaHe (ACCENT I). O6mo 573 nanueHTH ¢ yMepeHa 10 TexXKa
aktuBHa (opma Ha 6orectta Ha Crohn (CDAI > 220 <400) ca Ouiu JieKyBaHU MbPBOHAYAITHO C
enHokpaTHa nHOY3M B 103a 5 mg/kg Ha ceqmuma 0. 178 ot 06110 580 BKIFOUEHU B MPOYIBAHETO
nanueHTH (30,7%) ca 6unu ¢ Texka popma Ha 6onectra (CDAI > 300 1 chbbTCTBAIIO JICUECHHE C
KOPTUKOCTEPOUIH W/UITK HIMYHOCYIIPECOPH ), KOETO CHOTBETCTBA Ha MOMyIalusiTa, 1eUHUpaHa B
nmokazaHusTa (Bx. Touka 4.1). Ha 2 cenMuiia mpu BCUUKH MAUeHTH € Oniia HampaBeHa OlleHKa Ha
KJIMHUYHOTO ITOBJIHMSBAHE M ca OWJIM PaHJOMH3HPAHU B €THA OT 3-T€ IPYIH Ha MOAIbPIKAIIO JICUCHHUE:
C MPUJIOKEHKE Ha TUIane0o, ¢ MpUIoKeHne Ha nHpMkcuMad 5 mg/kg u ¢ npuiokeHue Ha
nHpmukcumab 10 mg/kg. U 3-te rpynu ca nmomyyaBaay MHOTOKpPaTHU HHQY3UH Ha 2 U 6 ceaMHuIIa,
CJIe/T KOCTO — Ha BCEKH § CEIMHUIIN.

Ot pangomuzupanute 573 manuenty, npu 335 (58%) KIMHUYEH OTTOBOP € OWJI MOCTUTHAT Ha
ceamuua 2. Te3n NalKMEHTH ca ONpPEAeSICHN KaTo OTTOBOPUIIM Ha CEAMULA 2 U Ca BKIIFOUEHU B
mbpBUYHMS aHaw3 (BXK. Tabmuma 7). OT nanueHTuTe, orpeielIeHn KaTo HEMOBIIMSIIH ce Ha
ceamua 2, npu 32% (26/81) ot rpynara, nony4asaia miareoo, u 42% (68/163) ot rpynara Ha
nedeHne ¢ nHGIUKCUMAa0, € TOCTUTHAT KIMHIYEH OTroBOp Ha ceamuna 6. Ciiex ToBa B TpyIHTE HE €
MMAJIO pa3iiuKa MO0 OTHOIIEHUE Ha KbCHUS OTTOBOP.

CbBMECTHUTE IIbPBUYHU KpaﬁHI/I TOYKHM ca Ovn OIMpPCAC/IIHEC Ha MMPOLICHTA MAlIUECHTH, ITIOCTUTHAIIN

knuHIgHA pemucus (CDAI < 150) Ha ceamuma 30 1 BpeMeTo 10 3aryda Ha OTrOBOp JI0 cenMuiia 54.
[NonmxaBaHe Ha 7103aTa HA KOPTUKOCTEPOUINUTE € OMIIO JOMYyCKAHO Clie]] ceamuiia 6.
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Taoauna 7

EdekT BEpXY 0TTOBOpa ¥ NPOLEHTA HA MOCTUTaHe Ha pemMucusi, 1aHHM 0T ACCENT I
(otroBopuau B Cexmuua 2)

ACCENT I (otroBopmiu B Cenmutia 2)

% TmanuenTu

[Monnbpxkaio IMopabppxaiio IMopabp:xaiio
JiedeHue JIedeHue C JIedeHue C
[Tnane6o nHpIUKCUMaO nHpIMKCUMaO
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-croitHOCT) (p croitHOCT)
Menuana Ha niepuoja 1o 3aryba Ha 19 cenmunu 38 ceqmunu > 54 cenMunu
OTTOBOD 10 ceamuIia 54 (0,002) (<0,001)
Cenmuna 30
Knunauuen orrosop? 27,3 51,3 59,1
(<0,001) (<0,001)
Knuanana pemucus 20,9 38,9 45,5
(0,003) (<0,001)
Pemucus 0e3 mpueM Ha 10,7 (6/56) 31,0 (18/58) 36,8 (21/57)
KOPTHKOCTEPOUIN (0,008) (0,001)
Ceamuua 54
Knuanuen orrosop® 15,5 38,1 47,7
(<0,001) (<0,001)
KnrHnuna pemucus 13,6 28,3 38,4
(0,007) (<0,001)
Tpatina pemucus 6e3 mpreM 5.7 (3/53) 17,9 (10/56) 28,6 (16/56)
Ha KOPTHKOCTEPOU M’ ’ (0,075) (0,002)

a Iloumxenue Ha CDAI > 25% u > 70 ToUuKkH.

0 CDAI< 150 na cenmuna 30 u 54, 6e3 manMeHTHT J1a € NOoTy4aBal KOPTUKOCTEPOUIH Npe3 3-Te
Mecela npeau cenmuna 54 (3a naueHTH, KOUTO U3XO0JHO ca MOTy4aBaal KOPTUKOCTEPOUIN).

3anouBaiiku OoT ceaMuIia 14, npu narueHTUTe, OTTOBOPUIN HA JICUSHUETO, HO TIPU KOUTO
BITOCJICZICTBHE KIIMHUYHUST OTTOBOP CE € 3aryOulI, € JJOIyCKaHO MPeMUHABaHe Ha 1033 HHIMKCUMA0
¢ 5 mg/kg nmo-Brcoka OT Jj03aTa, Ha KOATO 10 HAaYaso ca panaomusupanu. OceMaIeceT U JIeBeT
nporieHTa (50/56) OT marueHTUTe, MPU KOUTO KIMHUYHUAT OTTOBOP € OWIT 3aryOeH MpH MO UThPIKAII0
nedenue ¢ napaukcumad B go3a S mg/kg, cien ceaqmuiia 14 ca OTrOBOPHIIH Ha JICYSHUETO C
uHpmkcumab B no3a 10 mg/kg.

Ha ceamuim 30 u 54 B rpynara maideHTH Ha MOAIbPIKAIIO JieueHHE C MHPJIMKCUMA0 € yCTAaHOBEHO
oJ00peHNe 10 OTHOIIEHUE Ha [T0KAa3aTeIUTe 32 Ka4yeCTBO Ha XKUBOT, HA CBbP3aHUTE ChC
3a00JsIBAHETO XOCTIMTAM3AMHY U Ha IIPUJIAraHeTO Ha KOPTUKOCTEPOUIHN B CPAaBHEHHUE C TpyIaTa
NalUEeHTH, oJIyYaBau 1aneoo.

Nudnukcumad cbe nnm 6e3 AZA € OligHeH B PaHIOMH3UPAHO, JBOWHOCIAIIO ITPOYYBaHE C
pedepenren mpoaykT (SONIC) mpu 508 BB3pacTHM NALMEHTH ChC CPETHO TEXKKA JI0 TEKKa OoJecT Ha
Crohn (CDAI > 220 < 450), xouTo He ca MoJIy4aBay pey ToBa OHOIOTUYHU MIPOAYKTH WITH
MMYHOCYIIPECOPH U Ca UMaJld MeIMaHa Ha MPOIBIDKUTETHOCT Ha 3a0omsBaHeTo 2,3 roguHu. Ha
U3XOAHO HUBO 27,4% OT MalueHTUTE ca MoTydaBail CHCTEMHH KOopTukocTepouau, 14,2% ot
MAIMeHTUTE ca MoydaBainu oyne3ouHua u 54,3% oT manueHTuTe ca moiaydaBaiu S-ASA cheTuHEHUS.
[NanuenTuTe ca paHAOMU3MPaHH Jia TIomydaBaT AZA MoHOTepamnus, THPIUKCUMaO MOHOTEPAITUS HITH
KoMOuHHMpaHa Tepanus Ha uHpauKcuMad mioc AZA. Mnpnukcuma0d e npuiarad B 1o3a ot 5 mg/kg
Ha cenqmuii 0, 2, 6 1 ciaen ToBa Ha Bceku 8 cenmuid. AZA e naBaH B J103a oT 2,5 mg/kg AHEBHO.

[IppBHYHATA KpaifHa TOYKa Ha MPOYYBAHETO € Ouiia KIMHUYHA PeMUCHA 0€3 KOPTUKOCTEpOU Ha
cenmuna 26, neguHupana kato naureHTH B knuHuuHa pemucus (CDAI ot < 150), xkouTo noHe 3a

3 ceqMUIM HE ca MIPHEMaJIH EPOPaTTHU CUCTEMHHN KOPTUKOCTEPOUIHN (TIPETHU30H M €KBUBAJICHT)
WM OyIe30HKI B 1032 > 6 mg/aHeBHO. 3a pe3ynrary BrkTe Tabnuua 8. [IpolieHThT Ha MAI[UEHTUTE C
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037]paBsiBaHEC Ha JINTABHIIaTa Ha ceaMHUIa 26 € Onil CHTHU(UKAHTHO MTO-BHUCOK B TPYIIHTE Ha
uHpuKcuMab miroc AZA (43,9%, p <0,001) u uadaurcumad kato Monorepans (30,1%, p = 0,023)
B CpaBHEHUE ¢ TpymnaTa Ha AZA kato MoHoTtepanus (16,5%).

Tabdauna 8
IIpoueHT ManUeHTH JOCTUTHAJHU 10 KJIMHHUYHA peMUCHs 0e3 KOPTHKOCTEPOUI Ha
ceaqmuna 26-SONIC

KomOunupana
AZA Nupmrkcumabd kaTo Tepamnus
KaTO MOHOTEPAIHUs MoHoTepanuss  MHpmukcumabd + AZA
Cenmuna 26
Bewukn panmoMusupaHu 30,0% (51/170) 44,4% (75/169) 56,8% (96/169)
HalHEHTH (p = 0,006)" (p<0,001)"

* P-cTOMHOCTHUTE MPEACTABST BCSAKA TPpyINa Ha JedeHue ¢ MHPIuKcuMad cpeury AZA karto
MOHOTEpAIusl.

CXO0/lHM TCHCHIIMY 3a IOCTUTAaHE Ha KIIMHUYHA peMUCHS 0€3 KOPTUKOCTEPOH/] ca HaOIr0JaBaHi Ha
cenmuta 50. B nompnnenue, ¢ nHprkcuMab ce HabIro1aBa Moi00peHO Ka4eCcTBO Ha KHUBOT
u3MepeHo upes IBDQ.

Hnoyxyu onno aeuenuenpu ucmyausupawa, akmuena donecm na Crohn

EdwukacHocTTa € Omia olieHeHa B paHIOMHU3UPAHO, ABOWHOCIISATIO, TUIANe00-KOHTPOIMPAHO MTPOyIBaHE
npu 94 nanwenTty ¢ puctynusnpama 6omect Ha Crohn ¢ 7aBHOCT Ha GUCTYNIHUTE TIOHE 3 Mecera.
TpwuiiceT u eAMH OT MAMEHTHUTE ca OWIIHN JIEKYBaHH C HHTPAaBEHO3HA JIeKapCTBeHa popMa Ha
nHukcumab B 1o3a 5 mg/kg. [pubnuzurenno 93% OT maueHTUTe Npear ToBa ca OWIIH JIEKYBaHU C
AQHTUOMOTHIIN WJIM HMYHOCYIIPECOPH.

JonyckaHa e enHOBpeMeHHa yrnoTpeba chC CTaHJApTHH Teparuy B MOCTOSIHHA 1033, ¥ 83% oT
HNalMeHTHTE ca MPOIBIDKUIIH Ja TIOTy4JaBaT Te3u Tepanuu. Ha manpenTuTe ca npaBeHu 3 HHQY3UH Ha
rane6o wim nHpukcnmad Ha 0,2 u 6 cemmuna. [lepruogabT Ha pociensBaHe Ha MAIUEHTHTE € OWIT
10 26 ceamuiy. [TspBUUHaTa KpaiiHa TOUKa Ha TIPOYYBAHETO € OWJIa OMpeIeIsHE TPOICHTA MAllUCHTH,
IPH KOUTO € MMOCTHIHAT KJIMHIUYESH OTTOBOP, Ne(UHUpaH KaTo HAMAJICHHE B CPAaBHEHHE C U3XO0THATA
CTOHHOCT ¢ > 50% Ha Opos Ha QUCTYINUTE ChC CEKPELHs IPHU JIEK HATHUCK, YCTAHOBEHO NP TIOHE JBE
MOCJIETOBATETHY BU3UTH (TIpe3 4 ceaMHuIn), 6e3 Ja ce Hajara MoBUIIaBaHEe Ha J103aTa Ha IPWIaraHuTe
JISKapPCTBEHHU NPOAYKTH WK orepanus 3a 6onecrra Ha Crohn.

Knuanven otroBop e 6w nocturHat npu 68% (21/31) ot nauueHTHTe, JeKyBaHu ¢ HHGIMKCHMa0 B
no3a 5 mg/kg, cperry 26% (8/31) ot naruentute, noayuwiu miane6o (p = 0,002). Menuanara Ha
HepHro/ia JI0 T0sIBa Ha OTrOBOP B IpyIara MaueHTH, JIEKyBaHH ¢ HHPIUKCHMA0, € Omiia 2 CeMHIIN.
Menuanara Ha IPOABIDKUTEITHOCTTA Ha 0TroBopa € 12 ceqmuiy. OCcBeH TOBa, 3aTBapsiHE HA BCHUKU
¢ductynu e OUI0 MOCTUTHATO TPH 55% OT MalMEHTHUTE, JIEKYBaHH C HHPIMKCUMAO, TOKATO B TIAIe00
rpynara — npu 13% ot natmenture (p = 0,001).

Tlo0ovparcawo neuenue npu pucmynuzupawa, akmushna o6onecm na Crohn

EdukacHocTTa Ha MHOTOKpaTHU HHY3MH UHPIUKCUMAO MTPU MalMeHTH ¢ GUCTYIM3upaIia 60JIecT Ha
Crohn e 6una oneHeHa B eqaoroauirHo kKiuHUYHO rpoyuBaHe (ACCENT II). O6mio 306 ca 6unu
JIEKYBaHU C TPUKPATHO MPHIIOKEHHUE HA UHTPaBeHO3eH MH(IKcMab B 1o3a 5 mg/kg Ha 0, 2 u

6 ceamuiia. B HauanoTo Ha npoyuBaHeTo 87% OT MAlMEHTUTE Ca UMAJIH NepuaHaiHu Guctyiu, 14% -
¢ductynu Ha KopeMHaTa cTeHa, 9% - pexroBarnHaIHU pucTynu. Meaunanara Ha CDAI e 6un 180. Ha
14 cenmunia 282 maryieHTH ca OMIIM OLIEHEHH 3a KIIMHUYEH OTrOBOP U paHAOMU3HPAHU Jia MOJTyYaBaT
WM iane6o, wim uHPIMKkcuMad B 1o3a 5 mg/kg npe3 8 ceamuiu 10 46 ceamuiia.

OtroBopunure Ha ceamuna 14 (195/282) ca Ounu aHanu3upaHu 3a MbpPBUYHATA KpaiiHa TOYKA -

BPEMETO OT pPaHAOMHU3HPAHETO M0 3ary0baTa Ha oTroBop (Bk. Tabnuma 9). [lonmxaBane Ha mo3aTa Ha
KOPTUKOCTEPOHUINTE € OMII0 JOITyCKaHO Cle] ceaMuIa 6.
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Taéauua 9
EdexT BbpXy oTroBopa, 1aniu ot ACCENT II (otroBopu/u Ha cenmuia 14)
ACCENT II (oTroBopuiu Ha ceamuna 14)

[Monnbpxkaio [Monabpxkaio p-CTOMHOCT

JiedeHne JIeYeHUE C

[Tnamne60 nHpIUKCIMa0

(5 mg/kg)

(n=99) (n=96)
Mennana Ha mepuoja o 3aryba Ha 14 ceqmunn > 40 cenMuIu < 0,001
OTTOBOP 110 ceamuia 54
Ceamuna 54
OTroBop Mo OTHOIICHUE HA 23,5 46,2 0,001
¢uctymure (%)?
[Ip1eH OTrOBOp MO OTHOIIECHUE HA 19,4 36,3 0,009

ucrynute (%)°

a Hawmamenue ¢ > 50% B cpaBHeHHe ¢ N3XOTHUS OpOii Ha ceKpeTHpammu GUCTYIH 3a IEPHO.
>4 cenMHUIMH.

0 [IIbyHa Jiumica HA CEKpeTHpaIy PUCTYIIH.

3anouyBaiiku OT ceaMuIa 22, IpU NAUUEHTUTE, OTTOBOPUIIN HA JICUEHUETO, HO MPU KOUTO
BIIOCTICACTBUEC KIMHUYHUAT OTIOBOP € 6I/IH 3ary6eH, € JOITYCKAaHO IMMPEMHNHABAHE HA AKTUBHO
MTOBTOPHOJICUEHHE HA BCEKHU 8 ceMUIN ¢ MH(MINKCUMA0 B 1032, Mo-BUcoka ¢ 5 mg/kg ot mo3ara, Ha
KOSITO TI0 HaJao ca omwin pangomumsupan. OT MalMeHTHTe B IpyIaTa Ha JIe4eHHe ¢ MHAINKCUMa0

5 mg/kg, KouTo ca MpeMruHaIN Ha HOBaTa cXeMa Mopajy 3aryda Ha OTTOBOP MO OTHOLICHUE Ha
¢ducrynure cnex cenmuna 22, 57% (12/21) ca oTToBOpHIIM Ha IOBTOPHOTO JieueHHEe ¢ HHPIMKCHMa0 B
nmo3a 10 mg/kg Ha Bcexu 8 cenmuiiy.

Meskay rpymnara Ha Jiedenue ¢ HHQIMKCHMa0 U mianedo rpymnara HiMa 3HaAYMTETHA PasiinKa B
NPOIICHTA MAIIMEHTH, IPU KOUTO 3aTBAPSHETO Ha (DUCTYIIUTE Ce 3aabpka Ha 54 ceaMuIia, KakTo | I10
OTHOIIICHHUE HA MPOKTAITHS, adciiec ¥ MHMEKIMN Ha TMKOYHUTE IIBTHIIA U OPOsi HA HOBOTIOSIBUJIH C€
B XOJIa Ha JIeYeHHETo pucTyu.

IMoaaspxkamoTo edeHne ¢ HHOIMKCUMA0 Ha BCEKU 8 CEIMUIIM 3HAYUTEITHO € HAMAINIIO CBhP3aHUTE
¢ 6osiecTTa XOCTIMTAIM3AI[MN U OTIepaIli B CPAaBHEHHE C MPHIOKEHHETO Ha 1uiane6o. OCBeH ToBa ca
o YCTaHOBCHHU U HAMAJIABaHC Ha HYXXJaTa OT KOPTUKOCTECPOUIN 1 HOZ[O6p)1BaHe Ha Ka4€CTBOTO Ha
JKUBOT.

Jlexapcmeena ¢hopma 3a NOOKONCHO NPULOICEHUE

EdukacHocTTa Ha moakoxHUs nHpIMKcHMab npu akTuBHA 6osecT Ha Crohn U aKTHBEH yIepo3eH
KOJIUT € OLICHEHA B OTKPUTO, PaHIOMHU3HPAHO, MapaJIe)IHO TPYIOBO MpoyuBaHe ¢a3a I, ChCToso ce OT
nBe yactu: YacT 1, 3a 1a ce ornpeieny ONTUMaIHaTa j103a Ha MOAKOXKHO MpHiaraH HHGIMKCHMa0 1
YacT 2 3a JIoKka3BaHe Ha HeMH(PEPHOPHOCT 110 oTHOIIeHHe Ha DK Ha moakokHKs HHPIMKCHMA0 B
CPaBHEHUE C MHTPABEHO3HOTO JICUCHUE ¢ UHDIUKCUMAO0.

B gact 1 ot HacrosmoTo npoy4Bane, 45 nanueHTH ¢ aktuBHA O6osiect Ha Crohn ca BkITtoYeHH 3a
WHTPaBEHO3HO MpHIIoKeHNe Ha 2 103u Remsima 5 mg/kg na ceamunm O u 2 u Bnociencteue 44
MAIMEHTH ca PaHJOMU3UPAHH B YETHPHU KOXOPTH Jia rmoiryyaBatT Remsima 5 mg/kg HHTpaBeHO3HO
(n=13) Ha 6-Ta ceMuIIa ¥ Ha BCeKH 8 ceamuiu 10 cenmuna 54, Remimsa 120 mg moakoxHo (n=11),
Remsima 180 mg noakosxHo (n=12) mnu Remsima 240 mg noakoxHo (n=8) Ha 6-Ta cenMuIIa U Ha
BCEKH 2 CEIMMIIU JI0 ceaMuIia 54.

B gacr 2 ot ToBa npoyuBane npu 136 nanuenTu (57 nauueHTH ¢ aktuBHa 6osect Ha Crohn u 79
MaIMEHTH C aKTUBEH YJILEPO3EH KOJUT), KOUTO ca BKIIOUCHH 332 HHTPABEHO3HO MPUIIOKEHUE HA 2
o34 Remsima 5 mg/kg B cenmuitu 0 u 2, 66 nanuentu (28 manueHTy ¢ aktuBHa 6osiect Ha Crohn u
38 manMeHTH ¢ aKTUBEH YILIEPO3€H KOJIUT) ca paHIOMHU3UpaHH Ja moiy4yasat Remsima 120/240 mg
MTOJIKO’KHO Ha 6-Ta CeIMMIIA K Ha BCEKH 2 CEIMMIIM JI0 ceaMHuIa 54, nokato 65 marmentu (25
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MAIMeHTH ¢ akTHBHA OojiecT Ha Crohn u 40 malMeHTH ¢ aKTUBEH YIILIEPO3CH KOJIUT) ca
paHIOMHU3UpPaHU Ja nojydaBaT Remsima 5 mg/kg untpaBeHO3HO Ha ceamuna 6, 14 u 22, cieq KoeTo
ca IIpeMUHAII KbM IOJAKOXKHO TipuiioxkeHne Ha Remsima 120/240 mg ot cenmmuna 30 BeqHBK HA
BcekH 2 ceamuim 1o cenmuna 54. JlosuposkaTta Ha Remsima 120/240 mg e onpeneneHa Bb3 OCHOBA
Ha TEJIECHOTO TETJIO Ha MalKeHTa Ha 6-Ta ceaMuIla 3a MaMeHTHTe, KOUTO ca oiay4yaBaid Remsima
MTOAKOKHO M Ha cemmuria 30 3a Te3w, KOUTO ca MpeMUHaIN KbM Remsima siekapcTBera gopma 3a
MoK0KHO TpuitokeHne (Remsima noakoxuo 120 mg npu nanuentn <80 kg; 240 mg npu nanueHTH
>80 kg).

[Tpu manmenty ¢ aktuBHa 60siecT Ha Crohn, onmucaTeHUTE pe3ynTaTy 3a e(UKACHOCT CiIe] MOIKOKHO
npuitoxkenue Ha Remsima 120 mg kato 1su1o ca cpaBHuME ¢ Remsima 5 mg/kg nHTpaBeHO3HO MpH
kimanYeH otroBop (CDAI-70 otroBop, onpezaenex karo HamasiBane Ha CDAI ¢ >70 touku u CDAI-
100 otrosop, nehunupan kato >100 TOYKH OT U3XOTHOTO HUBO), KIMHUYHA pEMUCHS (OmpeeicHa
kato abcomoTen CDAI ckop <150 TOYKHM) U €HIOCKOTICKU OLEHKH (€HIOCKOIICKHA OTIOBOP, ONpeaeIicH
KaTo HaMaisiBane Ha >50% oT o6mus ckop 3a Onpoctena EHockornicka AKTUBHOCT Tipu 00JIecT Ha
Crohn (SES-CD) ot cToifHOCTTa Ha N3XOIHO HUBO W SHIOCKOIICKA PEMHUCHSI, OIIpeIecHa KaTo
abcomoten SES-CD ckop <2 Toukwn).

EdwukacHocTTa Ha OIKOKEH HHPIMKCHMA0 TP MalieHTH ¢ akTuBHA OonecT Ha Crohn e oneHeHa u B
PaHIOMU3UPAHO, IBOMHOCIIIO, MIaneb0-KOHTPOIUPAHO KIMHUYHO MpOyYBaHe Mpu 343 BB3pacTHH
MaIeHTy ¢ ymepeHa 1o texka aktuBHa bK (CDAI ot 220 1o 450 TO4KH) ¢ HEIOCTaThU€H OTIOBOP
kbM KoHBeHIMoHaHNTe Tepanuu (LIBERTY-CD). Pa3zpemieHo e chIrbTCTBAIIO JIEYEHUE C
YCTAaHOBCHU 103U aMUHOCAIIMINIIATH, KOPTUKOCTEPOUIH, aHTI/I6I/IOTI/I]_[I/I "/ HMYHOMOOYJIaTOPH.
Jo3zara Ha KopTHKOCTEepouIuTe ¢ HamalneHa cien cenmuna 10. [lanuenTture, knacuuupaHu KaTo
takuBa ¢ otroBop CDAI-100 Ha 10 ceamuma citeq; Tpu HHTpaBeHO3HU HH(PY3UH Ha HHOIUKCUMA0

5 mg/kg Ha cemmuna 0, 2 u 6, ca paHAOMHU3HUPAHH Ja ITOJTy9aBaT HHKEKIHS MOIKOKEeH HHPIHKCHMa0
120 mg nnu rrane6o Ha Bceku 2 ceIMUIIM ciie ToBa oT ceamuua 10 go cenqmuna 54.

ChBMeCTHUTE ITbPBUYHY TOYKH Ca KIMHUYHA pemucus (B3 ocHoBa Ha CDAI) n enmockoncku
oTroBop Ha cenmuna 54. Knuanunata pemucust ce nedunupa kato adcomroren CDAI

ckop <150 TOYKH, a SHIOCKOIICKHAT OTTOBOP ce aedunupa karo 50% monrmwxkenue Ha SES-CD ckopa
OT U3XOJ{HaTa CTOMHOCT.

OcHoBHHTE BTOpUYHU KpaHN TOUkH ca CDAI -100 oTroBop 1 €HIOCKOIICKA pEMHCHS Ha ceaMuIa 54.

B LIBERTY-CD nauuenrtuTe, JeKyBaHH C MMOAKOKEH HHPIMKCUMAO ¢ MpenopbYnTesIHATA 1032
(120 mg Ha BCeKH 2 CeIMUIIH), IOCTUTAT KIMHUYHA pemucus (Bb3 ocHoBa Ha CDAI), enmockomncku
otroop, CDAI-100 oTroBop 1 €HIOCKOIICKa peMHCHS TI0-4E€CTO, B CPABHEHHUE C I11ane6o
(Tabmuma 10).

Tabéamnna 10:
Kaunanyna pemucus, engockoncku orrosop, CDAI-100 oTroBop M eHI0CKONCKA peMucHUsi B
LIBERTY-CD
HNndankcumad
Pa3znuka B
Kpaiina Touka® TOKOAHO IxaueGo JICYCHHETO U
P 120 mg (N =112) 050, C1
(N =231) °
Kannuyna pemucus (Bb3 0CHOBa o o 32,1%
na CDAI) na cexmuua 54° 62,3% 32,1% (20,9, 42,1)
Ennockoncku oTroBop Ha o o 34,6%
ceqMuIa 54¢ >11% 17.9% (24,1, 43.5)
CDAI-100 orroBop Ha ceamuua 549 65,8% 38,4% 28,9%
’ ’ (17,7, 39,2)
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Nudankcumad

Pa3ziuka B
Kpaiina Touka? TTO/IKOKHO I11anedo JeYeHHeTo u
P 120 mg (N=112) 059, C1
(N =231) °
Enjgockoncka pemucus Ha o o 24,9%
ceaMuIa 54¢ 34,6% 10,7% (15,4, 32,8)

a Ha nmammenTtute che 3aryba Ha OTTOBOp MEXIY ceaMuna 22 u 54 € mo3BOJICHO J1a IPEMUHAT KbM
240 mg unpnukcumMab MOAKOKHO B paMOTO Ha nHpIMKcuMad u mianedo. [lanuenture, kouto ca
HanpaBWIM TOBAa IPEMUHABAHE, CE CYMTAT 3a TaKUBa O€3 OTTOBOP.

Jedurnpano kato abcomoren CDAI ckop < 150 Toukmn.

Hedwunnpano karo 50% mormkenue Ha SES-CD ckopa OT u3X0HaTa CTOHHOCT.

Hedunupano karo nonmwkenue Ha CDAI ckopa ot 100 TOYKY Wiu TOBEYE OT MU3XOIHATA CTOMHOCT.
Hedwunnpano karo adcomorer SES-CD ckop < 4 u noHmKeHrne Haif-MaIKo 2 TOYKH OT U3XOHATA
CTOWHOCT 0e3 Hamm4ne Ha cyockop > 1.

H A wE O

B LIBERTY-CD kopekius Ha 103aTa Ha MoAKokeH uHpmukcumad 1o 240 mg e paspelieHa ot
cenMulia 22 npu NanueHTUTE ¢ IbPBOHAYAJIEH OTTOBOP U 3ary0a Ha OTrOBOpa CJIe TOBa B rpylara Ha
noakoxeH nHumukcumad 120 mg u Ta3u Ha 1iane6o. 3arydara Ha OTTOBOp ce AeuHUpa KaTo
nosuienue Ha CDAI > 100 Touku cripsmo CDAI ckopa Ha ceqmuna 10 ¢ o6y ckop > 220. [pu
NaIMEeHTUTE C OTTOBOP KbM MHTPaBEHO3eH MH(pIMKcMab Ha ceamuna 10, KOUTO OTrOBapsT Ha
KpHUTEpHs 3a 3ary0a Ha OTTOBOPA Ha WM CIIeA ceAMUIa 22 U MOJIy4aBaT MOBHUILICHUE HA 103aTa 10
240 mg noxkoxxeH uHpukcuMao, pu 21/34 (61,8%) CDAI-100 otroBopbT Ha cenmumna 54 ce
BB300HOBsIBa. CITIOHTAaHHO BH300HOBSIBAHE HA OTTOBOPA 0€3 KOPEKIHs Ha JTo3aTa ce HaOIroaaBa mpu
1/7 mamenTy BBB BCsiKa Tpyna (moakoxeH nHbankcumad 120 mg u miane6o). O6mo 73 manuerTu,
BKITIOUMTEITHO BBB (DazaTa Ha OTKpUTO NpoabinkeHue Ha mpoyuBaneto LIBERTY-CD, nmonyyasar
240 mg KaTo MO IbPKAIIIO JICUCHHUE 3a Hai-MaNko 44 ceaMuIM 0e3 Ja Ma TOIbIHUTEIHN HaX0JIKH,
KOUTO J1a ca OT 3HaUYCHUE, B cpaBHEHHE ¢ Jo3aTa 120 mg.

B LIBERTY-CD ¢ ouenen edekThT Ha ynorpedaTa Ha UMyHOCYTIPECOpPH (a3aTHONPHH,
6-MEepKanTOIypHH U METOTpEKcaT) BepXy epukacHocTTa. He ce HabmonaBa 3HaUMMa pasiimka MKy
HNalMeHTHTE Che U 0e3 yrmoTpeda Ha HIMYHOCYIIPECOPH 10 OTHOILICHHE Ha MbPBHYHATA M OCHOBHUTE
BTOPUYHH KPaiHU TOYKHU 32 €(UKACHOCT.

Yaueposen koaum npu ev3pacmuu

Humpasenosna nexapcmeena gpopma

beszomacHocTTa M ehMKacHOCTTA Ha JICUSHHETO C HHTpaBeHO3eH NHMINKCUMA0 Osixa OlleHEeHH B JIBE
(ACT 1 u ACT 2) pannoMu3upasu, JBOMHOCIIEIH, MJ1ae00-KOHTPOJINPAHN KITMHUYHU POYYBAHUS
TIpH BB3PACTHH MAIMEHTH C YMEPEH JI0 TeXbK aKTHBEH ylepo3eH komuT (Mayo ckop 6 1o 12;
Enpmockorncku ckop > 2) ¢ HelocTaThueH OTTOBOP Ha KOHBEHITMOHATHA TEPAIns [IIepOpaTHA
KOPTUKOCTEPOUJIH, aMUHOCATTUIIWIATH W/ WK UMyHOMOotyiaTopu (6-MP, AZA)]. Jlonyckaiiie ce
CHBMECTHOTO MPUJIOKEHHE Ha MIEPOPATHHA aMHHOCAIIUIIIIIATH, KOPTUKOCTEPOUIN U
MMYHOMO/TYJIATOPH B CTAOWIHY 103U. U B 1BETE IpOyUYBaHUS MAIMEHTUTE O51Xa PaHIOMU3UPAHH B TPH
IpyIK — ITbpBAaTa ¢ IPUWJIOKEHHE Ha I1anebo, BTopara i TpeTara ChOTBETHO C MPUIIOKEHUE Ha

5 mg/kg nadpnmkcumad u 10 mg/kg nadnaukcumad Ha 0, 2, 6, 14 n 22 cenmuna, a B ACT 1 — u Ha 30,
38 u 46 ceamuiia. Cnupane Ha KOPTUKOCTEPOUIHOTO JICUEHHE C€ JOIYyCKAIllEe Clell 8 CeIMHUIIA.
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Tao6auna 11
EdexT BbpXy KIUHUYHHUSA OTTOBOP, KJIMHUYHATA PEMHCHS U JIUTABUYHOTO 03/paBsiBaHe B 8 u
30 ceamuna.
Oo0mm paaam ot ACT 1 1 2.

Nudrmkcumabd
ITnare60 5 mg/kg 10 mg/kg O6mmo
Panpgomusupanu nanueHTu 244 242 242 484

IIpoueHT NanMeHTH ¢ KJIMHUYEH OTTOBOP U TPAaeH KJIUHUYEH OTTOBOP
Kmmanaen orroBop B CenMuiia

8 33,2% 66,9% 65,3% 66,1%
Knunuuen otroBop B Cenmuiia
302 27,9% 49,6% 55,4% 52,5%

TpaeH oTroBop

(KJITMHHYEH OTTOBOP U B

Cenmuna 8 u Cenmuna 30)° 19,3% 45,0% 49.6% 47.3%
IIpoueHT ManMeHTH B KIMHUYHA PeMHCHsI M TpaiiHa peMucHus

Kmmanana pemucus B Ceqmuria

82 10,2% 36,4% 29,8% 33,1%
Knunanuna pemucus B Ceamuna
302 13,1% 29,8% 36,4% 33,1%

Tpaitna pemucus

(pemucus u B Cenmuna 8 u

Cenmuna 30)° 5,3% 19,0% 24,4% 21,7%
IIpoueHT ManMEeHTH ¢ TUTABUYHO 03PABABaHe

JluraBu4HO 037paBsBaHe B

Cenmuna 8° 32,4% 61,2% 60,3% 60,7%
JluraBu4HO 037paBsiBaHE B
Ceamuua 30° 27,5% 48,3% 52,9% 50,6%

a p<0,001 3a Bcsika rpymna NanyeHTy Ha JieueHue ¢ HHGIMKCUMAa0 cperly mianeoo.

B npoyuBaneto ACT 1 e onensiBaHa ehpUKacHOCTTa Ha JIEYCHUETO ¢ HHPIUKCHMa0 10 54 ceaMuIa.
Ha 54 cenmuna 44,9% oT manMeHTHTE B IPYNUTE HA JieueHHe ¢ MHPIMKCUMA0 ca OTroBapsuid Ha
KPUTEPHUHUTE 32 KJIMHUYEH OTTOBOP, A0KaTO B Iutanedo-rpynara — 19,8% (p< 0,001). Ha 54 cenmuna B
rpynyTe Ha JieueHne ¢ MHPIMKcUMal IPH MO-TOJISIM HPOLIEHT OT HAlMEHTHUTE ca OMJIN IIOCTUTHATH
KJIIMHAYHA PEMHUCHSI M JIUTABUYHO O3/IpaBsiBaHE B CpaBHEHHE ¢ rpymara Ha mianebo (crotBeTHO 34,6%
cpemty 16,5%, p< 0,001 u 46,1% cpemy 18,2%, p< 0,001). Ha 54 cenmuiia npoLeHTHT Ha MALUEHTUTE
B TPaeH OTIOBOP U TpaiiHa peMucHs € OUII IT0-BUCOK B IpyIiaTa Ha JieueHHe ¢ HHPIMKCUMaO0,
OTKOJIKOTO B Ianedo-rpynara (cpotBeTHO 37,9% cpemry 14,0%, p< 0,001; u 20,2% cpemry 6,6%,
p<0,001).

Criupane Ha kopTuKocTeporauTe Ha 30 1 54 cenmuna u 3abpkaHe Ha KIMHAYHATA PEMHCHUS € OHUII0
BBH3MOXKHO TPH MO-TOJISIM TPOLICHT OT MAalMEHTUTE B TPYIUTE Ha JIedyeHne ¢ MHPIUKCHUMa0, OTKOIKOTO
B manedo-rpynara (22,3% cpemy 7,2%, p < 0,001 3a 30 ceamuna, coopuu nanau ot ACT 1 u ACT 2;
21,0% cpemy 8,9%, p = 0,022 3a 54 ceqmuma no narnau ot ACT 1).

Ananmu3bT Ha cOopauTe Aanuu oT npoyuBanusaTa ACT 1 u ACT 2 u TexHHUTe NPOABIKEHNS,
MOKPUBAII] BPEMETO OT HAYaJIOTO Ha MIPOYYBAHETO /10 ceaMulla 54, moka3Ba HaMaJeHHEe Ha CBbP3aHUTE
C YJIIEPO3HUS KOJUT XOCIIUTAIM3AINN 1 XUPYPTUYHN HHTEPBEHIINH MIPH MAI[USHTUTE, JIEKYBaHH C
nHIMKcuMad. CBBP3aHUTE C YILEPO3HHSI KOJIUT XOCHUTAIN3ALUH €A 3HAYUTEIHO M0-MaJIKO B
rpynure Ha JiedeHune ¢ napnukcnmad B 1o3a 5 u 10 mg/kg B cpaBHEHHE C rpynara NanieHTH Ha
rtane6o (cpeaen Opoit xocnuranuzanuu Ha 100 nanuenToroaunu: 21 u 19 cpemry 40 B rpynata Ha
rane6o; crorBeTHO p = 0,019 1 p = 0,007). bposiT Ha CBBp3aHUTE C YNLIEPO3IHHUI KOIUT XUPYPTUIHH
WHTEPBEHIIUH CHIO € 3HAYUTEITHO MO-MAIBbK B IPYNHUTE HA JIeUeHHe ¢ HHPINKCUMAO B 1033 5 1

10 mg/kg B cpaBHEeHUe ¢ rpynara Ha mianebo (cpelieH Opoi XUpypriuuyHi HHTEPBEHIIUU Ha

100 manmenToromauam: 22 u 19 cpemry 34; crorBetHO p = 0,145 u p = 0,022).
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[IponieHThTHA MALMEHTHUTE, IPU KOUTO € IIPaBeHa KOJEKTOMHS B KOMTO U 1a € MOMEHT IIpe3 IbPBUTE
54 ceamuy cieq mbpBaTa HHQPY3Us Ha MPOYYBAaHUS MPOAYKT, € ChOpaH u 00paboTeH Bb3 OCHOBA Ha
npoyuBanusita ACT 1 u ACT 2 u TexHute npoabinkeHns. Konekromus e HanpaBeHa Mpu MO-Majlko
MalMeHTH OT Tpymnara Ha jedenue ¢ uHpmurcumad B go3a 5 mg/kg (28/242 vmm 11,6% [N.S.]) u ot
rpynara Ha nedenne ¢ nHInKcuMad B no3a 10 mg/kg (18/242 wmm 7,4% [p = 0,011]), oTkonkoTO IpH
MAIMeHTHTE OT TpymaTa Ha 1uiaie6o (36/244; 14,8%).

HamansBanero Ha yecToTaTa Ha KOJIEKTOMUUTE € IPOYUYEHO U Bb3 OCHOBA HA IaHHUTE OT JPYTo
pangoMu3upaHo ABoitHocsno npoyusade (C0168Y00) npu xocnutanuzupany nanueHTH (n = 45) ¢
YMEPEHO TEXBK J0 TeKbK aKTHBEH YJIIEPO3EH KOJHUT, KOUTO HE CE MOBIHIBAT OT HHTPABEHO3HU
KOPTHUKOCTEPOUIH U KOUTO CJIEA0BATEIHO Ca C MOBUIIEH PUCK 3a KoslekToMus. B paMkuTe Ha

3 Mecena OpoAT HA KOJIEKTOMHUUTE € OWJI 3HAYUTENTHO MO-MaTbK [IPY HMALUEHTUTE, IOy YMIN
eanHUYHA NT03a nHIUKCcHMab 5 mg/kg, B cpaBHEHHUE ¢ AIIMEHTHUTE, MTOTyIHIH IU1ane0o (CbOTBETHO
29,2% cpemry 66,7%, p = 0,017).

ACT 1 u ACT 2 nokassat, ue nHpIMKcuMab moJo0psiBa KaueCTBOTO Ha )KUBOT, KOETO Ce
HNOTBBPKaBa KAKTO OT CTATUCTUYECKH 3HAYUMOTO MoJ00peHue B criequduyHus 3a 3a00J151BaHETO
BBIpocHUK IBDQ), Taka u oT mogoOpeHneTo B reHepuIHHs KpaThK QOpPMYJIIp 3a IPOyUYBaHE C

36 Touku SF-36.

Jlexapcmeena ¢hopma 3a nOOKOAICHO NPULOdICEHUE

EdukacHocTTa Ha TIOAKOKHHS HHPINKCHMAO MPH MAIMEHTH C aKTHBEH YIIIIEPO3EH KOJIUT ¢ OlCHEeHa B
Yact 2 Ha OTKPUTO, PaHIOMH3HPAHO, MapaJeHO TPYIOBO npoy4BaHe (a3a I. 3a moxpodHOCTH
OTHOCHO IIPOYYBAHETO, BIKTE To4Ka 5.1 3a 6onecrta Ha Crohn, iekapcTBeHa Gopma 3a 1moK0KHO
HPUIIOKEHHE.

[Tpu manmeHTy ¢ aKTUBEH YJIIePO3EH KOJIHT, ONMCATEITHUTE PE3YATATH 328 eUKACHOCT CIIe]T
MOJIKOKHO Tpriiokerne Ha Remsima 120 mg xaTo 1510 ca cpapanmu ¢ Remsima 5 mg/kg
MHTPaBEHO3Ha JIEKapcTBeHa (hopMa 10 OTHOLICHHUE HAa KJIMHUYHUS OTTOBOP (OIpEeAEsIeH KaTo
HaMaJieHHue OT M3XOJHOTO HUBO Ha oOmust ckop o Mayo ¢ noHe 3 Touku u none 30% win HamalieHue
OT U3XOAHOTO HMBO HAa YaCTUYHHA CKOpP 110 Mayo ¢ none 2 TOYKHU, C ITPUAPYKABAIIIO HAMAJICHUC OT
M3XO0AHOTO HUBO Ha MOJPE3YJITaTa 3a PEKTATHO KbPBEHE OT Hail-Mayko 1 Touka uiau abCo0TeH
MOJPE3yIITAT 32 peKTaTHO KbpBeHe oT 0 i 1), kiuHndHa pemucus (aedrHupaHa KaTo 001 CKOp 1o
Mayo <2 Touku 0e3 UHIAMBHIyaJIeH MOAPE3yJITaT HaJ | TOYKa HJIM YaCTHYCH CKop 1o Mayo <1 Touka)
Y MYKO3HO JieueHue (1epMHUpaHO KaTo abCOMOTEH eHA0CKONCKH cyOockop ot 0 mim 1 oT cucremara
3a oueHsBaHe Ha Mayo).

AHKMJZOSMDCIW CNOHOUAUM npu 8b3pacniiu

Humpasenosna rexapcmeena gpopma

B 1Be MHOTOIIEHTPOBH, TBOHHOCIICITH, TUIAI[C00-KOHTPOJIMPAHHU MPOYYBAHHS Ca OLICHEHU
euKacHOCTTa U 0€30MACHOCTTA HA MHTPABCHO3HATA JIeKapCcTBeHA (hopMa Ha MHPIUKCUMAO MPH
MAIMeHTH C aKTUBEH aHkuio3upai cnonamut (Bath Ankylosing Spondylitis Disease Activity Index
[BASDAI] ckop > 4 u rpr0HayHa Oonka > 4 1o ckana ot 1 g0 10).

B mppBoTO poyuBane (P01522), koeto e ¢ 3-mecedHa JBoiiHocIsIma ¢asza, 70 manueHTH ca
noJiyyaBajiu wiu 1o 5 mg/kg nadaukcumad, wim miaiedo Ha ceamuna 0, 2 1 6 (110 35 nanueHTy BbB
Beska rpymna). Ha cenqmuna 12 manueHTH oT rpynara, mojydasaiia rmiamedo, ca mpeMUHAIN Ha
nedenune ¢ napaukcumad 5 mg/kg Ha Bceku 6 ceamuiiu no ceamuia S54. Ciiell mbpBarta rofuHa Ha
[POYYBAHETO, IPU 53 MAIMEHTH TO € MPOIABJDKUIO KaTO OTKPUTO MPOCIIEISBAIIO IPOYUYBAHE /10
ceaqmuua 102.

BbB BTOpoTO Kiuam4uHO npoyuBane (ASSERT), 279 nanuenTtu ca 6mnm paHIOMU3MpaHA Ja
nonyvasat wiH wiane6o (pyna 1, n = 78), umu 5 mg/kg nundaukcumad (I'pyna 2, n =201) Ha
ceqvuiia 0, 2 u 6, cie KOeTo Ha BCekH 6 ceqmuIy 1o ceamuna 24. Cien ToBa BCHYKH ITAIMEHTH ca
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npeMuHaIM Ha HHQIUKCHMa0 Ha Beeku 6 ceamuiy 1o cenmuma 96. [ammmentute ot ['pyna 1 ca
nonydaBaiu mo 5 mg/kg nndaukcumad. B I'pyna 2, 3anmousaiiku ¢ uH(py3uara Ha ceamuia 36,
narerTute ¢ BASDAI > 3 npu 2 mociieioBaTeIHA BU3UTH, ca Toiay4yaBanu 1o 7,5 mg/kg
MHQIMKCUMAa0 Ha BCeKH 6 cenMuIM A0 ceamuua 96.

B ASSERT mogoGpeHue 1Mo OTHOIIICHHE Ha TPU3HAIINTE U CUMIITOMHTE ce 0TOesI3a oIIIe Ha
cenmuna 2. Ha cenmuna 24, OpositT Ha nanueHTute, orroBopuin mo ASAS 20 kputepuute, € 15/78
(19%) B mnane6o-rpymnara u 123/201 (61%) B rpynara Ha nedenue ¢ 5 mg/kg nadnukcnmad
(p<0,001). ITpu 95 marmenty ot I'pyma 2 jgeueHNeTo € MpoAbIHKUIo ¢ 5 mg/kg Ha Bceku 6 CeTMUITH.
Ha cenmuna 102, 80 manmenTH ca OMIM BCe oOlile Ha JeueHue ¢ nHGmkcumao u ot Tsx 71 (89%) ca
nokpunu ASAS 20 kpuTepuuTe 3a OTTOBOP HA JIEUEHHUETO.

B P01522 nogobpenue no oTHOIIEHHE Ha MIPU3HAIINTE U CUMIITOMUTE CBHILO ce 0TOENs3Ba OllIe Ha
ceamua 2. Ha cenqmuria 12 6post Ha nokpusarmmre BASDAI 50 ckopa e 3/35 (9%) B mutanie6o-
rpynara u 20/35 (57%) B rpynata Ha neuenue ¢ 5 mg/kg napmmukcnmabd (p< 0,01). Ilpu 53-ma
TIAIMEeHTH JISYEHUETO € MPOoAbInKmio ¢ 5 mg/kg Ha Bceku 6 ceqmuny. Ha cemvmuta 102, 49 nammentun
BCE Ol ca OmIM Ha JeueHne ¢ nHpukcumad u ot Ts1x 30 (61%) ca mokpunu BASDAI 50
KPUTEPUUTE 32 OTIOBOP.

U B nBeTe npoyuBaHus pU3NYECKUTE BE3MOKHOCTH M KQUECTBOTO Ha )KUBOT, OINPEACIICHU Upe3
BASFI ckopa (Bath Ankylosing Spondylitis Functional Index) u upe3 kacaemmure puzndeckoTo
CBhCTOSIHUE BBIIPOCH HA KPATKUS BBIPOCHUK 32 KAUECTBO Ha XKUBOT SF-36, ChIIO MOKAa3BaT 3HAYUMO
noto0peHue.

Tlcopuamuuen apmpum npu 6vb3paAcmuu

Humpasenosna rexapcmeena gpopma

EdwukacHocTTa 11 6e30macHOCTTa Ha IUEHUETO C HHTPaBEHO3HATAa JIEKapCcTBEeHa popMa Ha
uHGIMKCUMA0 Os1Xa OICHEHU B JIB€ MHOTOIICHTPOBH, JIBOMHOCIICIIH, TUIAIe00-KOHTPOIUPAHU
MPOYYBaHUS MPH MAIMEHTH C AKTUBEH ICOPHUATUYCH apTPHT.

B mppBoTO knmuanyHO npoyuBane (IMPACT) edukacHocTTa M1 6€30M1aCHOCTTA Ha JIEYEHUETO C
nHpIMKCUMAa0 ca Omin oneHeHu rpu 104 namueHTy ¢ nojuapTuKyiapHa (opMa Ha aKTUBEH
ncopuatnueH aptput. [lo Bpeme Ha 16-ceqmuuHara gBoWHOCIsANA (a3a, manueHTuTe (o 52 BB BCAKA
rpyma) ca nosydaBayiu uian nHimkcumad 5 mg/kg, nnu mnanedo, Ha 0, 2, 6, u 14 ceqmuua. Ot

16 ceamuIia ManMeHTUTE OT MJanedo-rpynara ca IpeMHHANN Ha JIedeHre ¢ MHPIUKCHMa0, KaTo Beue
BCHYKH MAIUEHTH ca nojydyaBaiu 1o 5 mg/kg nndiaukcrumad BeHBXK Ha BCEKU 8 CEAMMIIA 10
cenMmuia 46. Cnen u3THYaHe Ha IbPBATa TOAMHA OT IPOYUYBAHETO, 78 MAIlMEHTH Ca OCTAHAIH Ha
nedeHue 10 98 ceammuIa KaTo OTKPUTO MPOYUBAHE.

B®B BTOpoTO KinunuHO npoyuBane (IMPACT 2) edukacHocTTa 1 6€301aCHOCTTA Ha JICUYCHHUETO C
nH}IuKcUMab ca Ounu oueHenu npu 200 NauMeHTH ¢ AKTUBEH NICOPUATHYEH apTPUT (= 5 OTOYHH
CTaBH U > 5 Oone3nenu crasu). [Ipu 46% OT manMeHTHTe € MPOIBIHKABAJIO H JICYCHUE C METOTPEKCAT
B cTabuiHa 1o03a (< 25 mg/cenmuyno). [lo Bpeme Ha 24-ceqmudHaTa MBOMHOCISAMA (aza, TAIUEHTUTE
(o 100 BBB Besika rpyma) ca rmosrydaBany win nHaukcumad S mg/kg, wm mianebo, va 0, 2, 6, 14 u
22 cenpmunia. Ot 16 cenqmuiia 47 nanueHTH ot mwianedo-rpymnata ¢ < 10% nogo0peHue B CpaBHEHHUE C
HAYaJIOTO Ha MPOYYBAHETO 10 OTHOIIICHHE KAKTO HAa OTOKA, TaKa U Ha OOJIKaTa B CTABUTE, Ca
3aroyHaIi MHAYKIHUOHHO JieueHne ¢ nHpMKcumad (panHo nmpeBkitouBane). Ot 24 ceamuiia BCUUKH
MAIMEHTH OT TuIane0o-rpynara NpeMHHABAT HAMHYKIIMOHHO JIedeHue ¢ MHPIMKcHMab, KoeTo e
MIPOIBIDKHIIO 110 46 cemMuUIIa TpH BCUIKH TAITUEHTH.
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OcHoBaure pesynraru 3a eurxacHocT oT IMPACT u IMPACT 2 ca npeacrasenu B Tabnuna 11 mo-
JIOTTY:

Tadauna 12
IMPACT u IMPACT 2 — E¢exr Ha jieuenueto Bbpxy ACR u PASI
IMPACT IMPACT 2*
[Mnane6o Uuadmuxc Hadmuken  [lnane6o  Undmuke Mudamkcen
(16 uma 6 Ma 0 (24 uma 6 Ma 0
CEIMUIIA) (16 (98 CEIIMUIIA) (24 (54
CEeIMUIIA)  CCIMMIIA) CeIMUIIA)  CEAMMIIA)
Panmomusupanu 52 52 N/A? 100 100 100
MAIMEeHTH
Otrosop no ACR
(% ot
TTalIHCHTHTE) 52 52 78 100 100 100
N
OtroBop 5(10%)  34(65%) 48 (62%) 16 (16%) 54 (54%) 53 (53%)
ACR 20*
OtroBop 0 (0%) 24 (46%) 35 (45%) 4 (4%) 41(41%) 33 (33%)
ACR 50*
OtroBop 0 (0%) 15(29%) 27 (35%) 2 (2%) 27 (27%) 20 (20%)
ACR 70%
Otrosop no PASI
(% ot
nanuenTuTe)° 87 83 82
N
Otrosop PASI 1 (1%) 50 (60%) 40 (48,8%)
75**

*  Usewbpmen [TT-ananms, karo manueHTHTE, 32 KOUTO HAMA JaHHU, Ca CMSATaHU 32 HEOTTOBOPIIIN HA
JIEYCHUETO.

a Jlannaure ot 98-a ceamuna B IMPACT BrIIIOYBAT KaKTO MAIMEHTH, IPEMHUHAIH OT I1are0o Ha
WHGIUKCUMA0, Taka U TAIUEHTH, JeKyBaHH ¢ HHPIUKCUMAO U IPOABIDKUAIN B OTKPUTO
MpoyYBaHe.

0 Ilamumentu ¢ PASI > 2,5 B Hauanoto Ha jieuenneto B IMPACT u mainueHTH c¢be 3aciaraie oT
ncopuasuc Ha > 3% oT TemecHaTa IIonl B HadyanoTo Ha Jedenueto B IMPACT 2.

** Otrosop PASI 75 e e Brmouen B IMPACT nopaau mankust 6poif; p< 0,001 3a undaukcumad
cpemry 1uiane6o Ha 24-a ceqmuria 3a IMPACT 2.

B IMPACT u IMPACT 2 xnuHHYEH OTrOBOp € HaOJIF0/IaBaH ollle Ha 2-a CeIMHUIIA, KaTo Ce 3aIbpxkKa
CcHOTBETHO 10 98 cemmuna u 54 cenmuna. JleaeHneTo e eprkacHO KaKTO ChC ChBMECTHO MPUIIOKEHHE
Ha METOTPEKCAT, Taka U KaTo MoHOTepanus. [Ipu nekyBanure ¢ MHGIUKCUMAO MAI[MEHTH € OTYETCHO
MIOHIKABaHE HAa CTOWHOCTUTE Ha MapaMeTPUTe, TUITUYHH 32 Tiepru)epHa aKTUBHOCT Ha IICOpUATHICH
apTput (kaTto Opoii Ha OTOYHUTE CTaBH, OPOi Ha OOJIE3HEHUTE CTABHU, NAKTUINT U €HTE30TaTHs).

B IMPACT 2 ca oreHsiBaHA PEHTICHOIOrMYHUTE ITpoMeHu. HanpaBenu ca peHtreHorpaduu Ha
JUTAaHUTE B XOJHUIaTa U3X0IHO, Ha cenmuIia 24 u Ha ceamuna 54. Ha cenmuma 24 n1edeHneTo ¢
nHGIMKCUMAa0 TI0Ka3Ba 3a0aBsiHEe Ha CKOPOCTTA Ha Iporpecus Ha nepuepHOTO CTABHO YBPEXKIaHE B
CpaBHEHHE C MPHIIOKEHUETO Ha arnedo (TbpBUYHA KpaifHa TOYKa), H3MEPEHO Ype3 MpoMsSHaTa B
CpaBHEHHUE C M3XOJ/IHATA CTOMHOCT Ha oOmms Moauduiupan ckop Ha van der Heijde-Sharp (vdH-S
ckop; cpenHusT ckop + SD Oemre 0,82 + 2,62 3a manebo-rpynara u -0,70 £+ 2,53 3a rpynara Ha
nedenune ¢ napaukcuma0; p< 0,001). B rpynara Ha euenue ¢ nHIuKcHMa0 cpeaHaTa mpoMsiHa Ha
o6 moaudumupan vdH-S ckop ocraBa moz 0 u Ha cenmuna 54.

[Mpu nexyBanute ¢ MHGIMKCHMAO NAMEHTH € HAOI0IaBaHO M 3HAYUTEIIHO ()YHKIIMOHAIHO
nojjo0peHe, 0T4eTeHo Bh3 ocHOBa Ha BO3. Bb3 ocHOBa Ha BBIIpOCHTE 32 PU3HUYECKa aKTHBHOCT U
NICUXUYHO ChcTosiHUE B SF-36 Oelie 0TYeTeHO M 3HAYUTENIHO NOJ00pEeHHE Ha KaYeCTBOTO Ha KUBOT B
IMPACT 2.
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Ilcopua3zuc npu 8v3pacmuu

Humpasenosna nexapcmeena gpopma

EdwukacHocTTa Ha JIedeHHETO ¢ HHTPAaBEHO3HATa JiekapcTBeHa (hopma Ha nHPIMKcHMab Oerre oreHeHa
B JIB€ MHOTOLIEHTPOBH, paHiaoMu3upanu, AsorHocnenu nmpoyusanus: SPIRIT u EXPRESS. B nsere
MpOoy4YBaHUs Osxa BKIFOYECHHU MAMEHTH C XPOHMYEH IICOPUA3HC C IICOpUaTHIHU Tuiaku (¢ > 10%
3acsiraHe Ha TesecHaTa MoBbpXHOCT 1 PASI ckop > 12). [IspBudHa KpaifHa TOYKa U B TBETE
npoy4BaHus Oellle 1a ce OLeHH MPOLEHTHT MalMeHTH, pU KouTo Ha 10 cenmuIa e moCTUrHATO
nonoOpenue ¢ > 75% nHa PASI B cpaBHEeHHE ¢ U3XOHATA CTOHHOCT.

B SPIRIT e onenena epuxacHocTTa Ha HHQIUKCHMAO KaTO UHIYKIMOHHO JEYCHUE MIPH

249 nauueHTH ¢ ICOPUATUYHU IUIaKH, JIEKyBaHHU npeau ToBa ¢ PUVA unm cucteMHM JeKapcTBEHU
npemapard. B pasnuuanTe rpymnu ca nprmiiarany nHQImkcnMab B 1o3a 3 mg/kg, nadamkcumab B go3a
5 mg/kg nnm mnane6o karo nHby3us Ha 0, 2 u 6 cenqmuma. [larmentute ¢ PGA ckop > 3 ciopen
OLIGHKATa Ha JieKapsl ca CMsTaHH 3a TIOKa3aH! 3a JOIbIHUTENHA HHY3H Ha 26 ceqMuLa.

B SPIRIT npouentsT nanuenty, npu kouto Ha 10 cenmuua e nocturHat PASI 75, e 71,7% B rpymnata
Ha neuenue ¢ 3 mg/kg nuadaukcumad, u 87,9% B rpynara Ha seuenue ¢ 5 mg/kg nnnukcumao,
JlokaTo B 1wianebo-rpynarta — 5,9% (p < 0,001). Ha 26 ceamuiia, 20 ceqmMuiiy ciae nocjiaeaHaTa
MHIYKIIMOHHA 1033, oTToBOp PASI 75 ¢ mocturnat npu 30% OT marueHTUTE B rpyliaTa Ha JICUCHUE C
5 mg/kg nndunukcumad, u npu 13,8% ot mauuentuTe B rpynara Ha jedenue ¢ 3 mg/kg nnpnukcumao.
Mexnay 6 u 26 ceqMuila CHMITOMHUTE Ha IICOpHUA3UCa MOCTENIEHHO pElUANBUpaxa, KaTo MernaHaTa Ha
nepuoj 1o peuuanB Ha 6onectta e > 20 ceamunu. He e HaOmonaBan rebound-gpeHomeH.

B EXPRESS e onenena eukacHOCTTa Ha HHIYKIIMOHHATA U TIOJIbPIKaIIaTa Tepars ¢
uHQIMKCcUMab rpu 378 manueHTH ¢ ICOPUATHYHY IUTaky. [lanMeHTuTe notyvyaBaxa uiu
nHukcuMab B 1o3a 5 mg/kg, nnm mnanedo karo napy3uu Ha 0, 2 1 6 ceaMuIIa, TOCIEIBAHH OT
MOTBPIKAIIO JieueHue — HH(y3un npe3 § ceaMuIiy 1o 22 ceIMuIia B rpymaTa Ha Iianedo, u 10

46 ceamuiia B rpynara Ha nHGHMkcuMa6. Ha 24 cenMunia manueHTHTe OT TUIane0o-rpymnara
MpeMHUHAaXa Ha MHIYKIUOHHO JieueHue ¢ nHpukcuMao (5 mg/kg), mociaenBano OT MO IbpPIKAII0
nedenue (5 mg/kg). llcoprasuchT Ha HOKTUTE € OlLleHeH upe3 MHaeKkca Ha TEXKECT MpH IICOPHa3HC Ha
Hoktute (NAPSI). [Ipean neuenuero ¢ nadaukcumad, 71,4% oT nauueHTHTE ca OWIIK JIEKYBaHHU C
PUVA, meroTpekcar, IMKIOCTIOPHH WM allUTPETHH, BHIIPEKHU Ye HE BCHUYKH ca OWIIM C Pe3UCTEHTHA
Ha Tepanus Gpopma. OCHOBHHTE pe3yaTaTu ca npeactaseHu B Tabnuua 13. B rpynara Ha nekyBaHute
¢ nH(pIMKcrMab NauyMeHTH Olle Ha IIbpBaTa BU3uTa (BTOpa ceamuua) € Habmoaasan orrosop PASI
50, a Ha BTOpaTa Bu3uTa (1recta cenmuiia) — orroBop PASI 75. E¢ukacHoctTa B rpynaTa nanueHTH,
JIEKyBaHU IIPEIN TOBA ChC CUCTEMHH JIEKapCTBa, € CXOHA ¢ o0miaTa e(puKacHOCT B TIPOYYBaHETO.

Ta6auna 13
OTtrosop no PASI, otroBop no PGA u nponeHTa nanueHTH ¢ M34NCTBAHE HA BCHYKU HOKTH B
10, 24 u 50 cenmuna B EXPRESS

[Tnanedo — Undnukcumad
Nudpaukcumad 5 mg/kg
5 mg/kg
(ma 24 cenmuna)
10 cenmuma
N 77 301

> 90% momoOpeHue 1(1,3%) 172 (57,1%)*
> 75% nomoOpeHue 2 (2,6%) 242 (80,4%)*
> 50% momoOpeHue 6 (7,8%) 274 (91,0%)
OrieHKa Ha JeKapst — u3unucTBaHe Ha HOKTUTE (0) WK JIeKOo
3acsirane Ha HokTHTe (1) 3 (3,9%) 242 (82,9%)°

Ornenka Ha Jexaps — n3uncTBane Ha Hoktute (0), JeKo
3acsarane Ha HOKTuTe (1) nim yMmepeHo U3pa3eHo 3acsiraHe Ha
HOKTUTE(2) 14 (18,2%) 275 (94,2%)°
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[Tnae6o — Nudparkcumad

Nudpaukcumad 5 mg/kg
5 mg/kg

(Ha 24 cenmuna)

24 ceqmuua
N 77 276

> 90% nmomoOpeHue 1 (1,3%) 161 (58,3%)*
> 75% monmoOpenwe 3 (3,9%) 227 (82,2%)*
> 50% momoOpeHue 5 (6,5%) 248 (89,9%)
OrneHka Ha Jiekapsi — u3urctBane Ha HOKTuTe(0) win JeKo
3acsirane Ha HOKTHTE (1) 2 (2,6%) 203 (73,6%)*

OrneHka Ha Jiekapst — n3urcTBane Ha HOKTuTe (0), 1eKo
3acsiraHe Ha HOKTHUTE (1) WM yMepeHo u3pa3eHo 3acsiraHe Ha

HOKTHTE (2) 15 (19,5%) 246 (89,1%)*
50 ceqmMuna
N 68 281

> 90% nomoOpeHue 34 (50,0%) 127 (45,2%)
> 75% nmomo0OpeHue 52 (76,5%) 170 (60,5%)
> 50% nmomoOpeHue 61 (89,7%) 193 (68,7%)
OrieHka Ha Jekaps — M3unMcTBaHe Ha HOKTHTE (0) UK JICKO

3acsrade Ha HOKTuTe (1) 46 (67,6%) 149 (53,0%)

OrneHka Ha Jekapsi — u3uucTBane Ha HokTute (0), Jieko
3acsrane Ha HOKTUTE (1) Wiu yMepeHo u3pa3eHo 3acsiraHe Ha

HOKTHUTE (2)

HN3uyucTBaHe HAa BCHYKH HOKTH®

59 (86,8%)

189 (67,3%)

10 ceamuna 1/65 (1,5%) 16/235 (6,8%)
24 cenmuua 3/65 (4,6%)  58/223 (26,0%)
50 cenmuua 27/64 (42,2%)  92/226 (40,7%)

a. p <0,001 3a Bcsika rpyma Ha JiedeHrne ¢ MHPIUKCHUMa0 cpelry KOHTPOJIHATa rpyTa.

6.n=292.

B. AHAJIM3BT € HAllpaBeH Bb3 OCHOBA HA M3XOHUS Opoli MauueHTu ¢ ncopuasuc Ha Hokture (81,8%
ot narenture). Cpeanure usxoanu pesyiartaru no NAPSI ca 4,6 u 4,3 cboTBETHO 3a rpymnaTa Ha
JiedeHue ¢ nHpIMKCMMa0 | 3a miare0o rpynara.

3HaunMo MoJo0peHHe OT U3X0IHOTO HUBO € Jokazano npu DLQI (p < 0,001) u npu pesyarature ot
¢usnueckara u ncuxuiecka kommnoneHra Ha SF-36 (p < 0,001) npu Besiko cpaBHsIBaHE Ha

KOMIIOHCHTH.

IlegpnaTpyuHa monyJiarust

EBpormeiickaTa areHIus 10 JIeKapcTBaTa 0CBOOOXK1aBa OT 3aIBJKCHUETO 32 MPEJOCTABSHE HA
pe3ysITaTUTE OT MPOYYBAHUATA C peePEHTHUS JICKAPCTBEH MPOYKT, ChIbPIKalll HHPIMKCUMAO0, BbB
BCHUYKH MOATPYIH HA MeAUaTPUYHATA ITOMYJIalUs IPU PEBMATOUICH apTPUT, FOBEHUIICH HINOMATHYCH
apTPUT, ICOPUATPUYCH apTPHUT, aHKWIIO3UPAIL] CIIOHAWINT, TIcopra3uc u 6oiect Ha Crohn (Bix.

Touka 4.2 3a nHPOpPMaLIKsI OTHOCHO YIIOTpeOa B TIEAUATPHUATA).

5.2 ®apmMakoKWHeTHYHH CBONCTBA

AOcopOnus 1 pasupeiencHue

EnHoxpaTHHTE MOJIKOKHU WHXKEKUMH Ha nHpukcumad B 1o3a 120, 180 u 240 mg BoasaT
NPUOTU3UTETHO 10 MPONOPLUOHAIHO Ha 03aTa MOBHUIIABAHE HA MAKCHMAJIHATa CepyMHa
koHeHTparus (Cmax) ¥ mIomITa Mo KpuBata KoHeHTpanus-speme (AUC). [IpuBuanusat o6em Ha
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pasmpeeNeHne 1Mo BpeMe Ha TepMuHaiHarta dasa (cpemaro ot 7,3 o 8,8 auTpa) He 3aBHCH OT
NPUIOKEHATa JI03a.

Caen emuanyan 1034 oT 120, 180 1 240 mg noakoxeH nHGAUKCUMA0, TPUIIOKEH Ha 3IpaBU
JI0OPOBOIIIN, CPETHNUTE CTOMHOCTH Ha Cmax ca Oniw crotBeTHO 10,0, 15,1 1 23,1 pg/ml u mpu Bcwakn
no3u nH(pIMKCHMab e O OTKPHUBAH B cepyMa 3a Hal-Maliko 12 ceaqMuIiy cies ToBa.

bruonanmmyrOCTTa Ha MOAKOXKHUS HH(PIUKCHMAa0, oneHsABaHa pyu nomynanuoneH OK moxen, e 6mna
62% (95% CI: 60% - 64%).

Crnen npunokenueto Ha 120 mg nHbIMKCHMa0 MOIKOXKHO HAa BCeKH 2 ceAMHUIHU (0T ceamuna 6 cien 2
JTO31 UHTPaBeHO3eH MHGIMKCHMa0 B cenmuny 0 ¥ 2) Ha MAIIMEHTH ¢ aKTUBEH PEBMATOMICH apTPHT,
KouTO ca Owmm chrbreTBaIno JekyBanu ¢ MTX, menuanata Ha (CV%) Cirough Ha ceamuia 22
(cranmoHapHo chcrosiHue) € Omna 12,8 pg/ml (80,1%).

Crnen nmpunoxkenueto Ha 120 mg nHbIMKCHMa0 TOIKOXKHO HAa BCEKH 2 ceAMHIHN (0T ceamuna 6 ciex 2
JI03U MHTPaBeHO3eH MHQIMKcUMao B ceamunm (0 1 2) Ha nanuerTn ¢ 6osiect Ha Crohn B akTUBEH
CTaJuil U aKTHBEH yiLepo3eH KouuT, Menuanara Ha (CV%) Ciougn Ha ceqmuna 22 (cTaoHapHO
cwerosiaue) e O6uma 20,1 pg/ml (48,9%).

B®3 ocnoBa Ha @K pe3ynTaruTe OT KIMHUYHY [IPOYYBAHUS MPHU MALIMEHTH C aKTUBEH PEBMATOUJICH
apTpHuT, akTuBHA OosecT Ha Crohn 1 akTHBEH yJiepo3eH KoiuT u nomynanrnonno OK moxaenupane,
Cirough HUBA TIPH CTALMOHAPHO CHCTOSIHUE 111e OBJAT MO-BUCOKU CIIE]] IPUIIOKEHUE Ha NH(IUKCUMA0
120 mg nexapcTBeHa Gopma 3a MOJKONKHO MPUIIOKEHHE Ha BCEKH 2 CEIMUIIN B CPABHEHNE C
nHpIKcUMad 5 mg/kg HHTpaBEHO3HA JIeKapCcTBEHa (popMa, IpHUIaraHa Ha BCEKH 8 CEAMMIIH.

3a cxemara Ha IpuiIaraHe mpH MoJKOKHO HATOBApBaHE Ha MAIIMEHTH C PEBMATOU/ICH apTPUT
nporHo3upanara croiHocT Ha meauanHara Ha AUC ot ceamuma 0 1o 6 e 6una 17 400 pg-h/ml, xato e
npubIU3UTENHO 1,8 MBTH Mo-HUCKA OT MPOrHO3MpaHaTa cToiiHoCT Ha MeanaHata Ha AUC 3a cxemara
Ha TIpUJIaraHe ¢ MHTPaBEHO3HH HaToBapBamu A03u nHpmkcnMad (32 100 pg-h/ml). B cpmioro Bpeme,
MIPOTHO3UpaHHUTE CTOHHOCTH Ha MeanaHaTa Ha AUC ot ceamunia 6 1o 14 ca cpaBHHMU 3a IBETE CXEMU
Ha TIpUJIarade — ¢ MOJKOHO HATOBapBaHE W MHTPABEHO3HO HaTOBapBaHe (ChOTBeTHO 19 600 u

18 100 pg-h/ ml).

Enumunupane

[TpTHmIaTa HA eNMMMUHUpaHe Ha HHIMKCMMAa0 He ca poy4eHu. B ypuHara He ce oTKpHBa
HenpoMeHeH uHpmukcnMad. [1pu manueHTH ¢ peBMaToONIeH apTPUT HE € YCTaHOBEHA CHIIECTBEHA
3aBUCHMOCT Ha KJIMPBHHCA U 00eMa Ha pa3npeelieHre OT Bh3pacTTa U TeJIECHOTO TeTJIo.

B npoyuBanus npu 3apaBu 1o0poBoiiu cpeanusT (£ SD) npusuaeH knupbHC Ha Remsima 120 mg,
MIpHJIaraH MOJKOXKHO, € 6w 19,3 £ 6,9 ml/q.

[MTpu nanmentu ¢ PA cpennust (= SD) npuBuaeH kiupbHce Ha Remsima 120 mg, npuiarad NoAKOXHO
B CTAIlMOHAPHO ChCTOsIHUE, € Omn 18,8 £ 8,3 ml/4. Ilpu nanmenTu ¢ aktuBHa 6osect Ha Crohn u mpu
MAIMEeHTH C aKTHBEH yII3epO3eH KOJUT, cpeauusT (£ SD) nmpuBueH kiupbHC HA Remsima 120 mg,
MpUJIaraH MOJKOKHO B CTAI[MOHAPHO ChCTOSIHUE, € Omi 16,1 £ 6,9 ml/u.

CpeHuAT TepMUHAJIEH MOy KHUBOT € Bapupain oT 11,3 o 13,7 nuu 3a 120, 180 1 240 mg noakoxeH
MHQIMKCUMA0, MPUIOKEH Ha 3ApaBH JOOPOBOIIIH.

CHGLII/IaJ'IHI/I nonyjaanuu

Cmapuecxa 8b3pacm

dapmakoKMHETUKATa HA HHPIUKCUMA0, MHKEKTUPAH MOAKOKHO TPH MAlMEHTH B CTap4ecKa Bb3pacT,
HE € IpoyYeHa.
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Heduamnulma nonyiauusi

[MonkoxHOTO MpHIIOKEHUE HA Remsima He ce mpernopbhyBa Mpy MEANaTPUIHN AIUCHTH, JTUIICBAT
JaHHY 32 Remsima, nmpuiarano moAKOKHO MPH TIEANATPHYHA IOy IIAITHSL.

Yeproopobo u 6vbpeuno yepecoane

He ca nmpoBexxganu nmpoyduBaHus ¢ HHOINKCUMAO TP MAIEHTH ¢ YepPHOIPOOHO MM OBOPETHO
3a0oJsBaHe.

5.3 IlpeakJMHUYHU AaHHH 32 0€30MACHOCT

HNudnukcumabd He pearupa kpbcrocano ¢ TNF, Ha 1pyru BUIOBe, pa3aluyHH OT YOBEK M [MIMMIIaH3E.
ITopaam ToBa CTAaHAAPTHUTE MPEIKIHHAIHY TaHHN 32 0€30IIacHOCTTa HAa HHMIMKCHMa0 ca
orpanuueHd. Ilpu u3cnenBane npyu MUIIKK HA TOKCUYHOCTTA 110 OTHOILEHHUE Ha pacTeka U
Pa3sBUTHETO HAa aHAJIOTHYHO aHTHUTSIIO, KOETO CEJIEKTHUBHO MHXUOUPA (GYHKIMOHAIHATA aKTHBHOCT Ha
mutms TNF,, He ca ycTaHOBeHH JaHHH 32 TOKCHYEH eEeKT CIIpsAMO MaiikaTa, eMOPHOTOKCHIHOCT HITH
TepaToreHeH edekt. B nzcnensane 3a edexra BbpXy pepTHINTETA U PENIPOAYKTUBHUS MTOTEHIHA,
CJIe]] MPUJI0KEHUE Ha CBHIIOTO aHAIIOTHYHO aHTUTSIIO, OPOST Ha OpeMeHHUTE MUIIKH ¢ Hamamsil. He e
HU3BECTHO JaJIU TOBA CE€ AbJIKHW Ha B'B3Il617[CTBH€TO MY BbPXY MBXKKHUTEC, HJIU BbPXY KCHCKHUTC MUIIIKH.
B 6-MeceuHo u3cnenBaHe Ha TOKCMYHOCTTA IIPH MUIIKK C MHOTOKPATHO MIPUJIaraHe Ha ChIIOTO
AHAJIOTUYHO aHTUTAJIO CPEIly MULINA TNFa, B KariCyJjiaTa Ha JielaTta Ipu HAKOU OT MBIKXKUTC MUIIKH
ca yCTaHOBEHU KpUCTalIHU oTiaranus. [Ipu xopa He ca npaBeHH CHIeIUAIHU OPTaIMOIOTUIHU
nperiaeny, 3a a ce Npoy4yH CbOTBETCTBUETO HAa TA3U HAXOAKA.

He ca nmpaBeHu qbAr0CpodHN MpOYyYBaHU 3a OI[EHKA Ha KaHLIEPOT€HHUS IOTEHIHAl Ha
uHpMKcUMa0. M3ciieBanusTa Ha MUIIIKY, KOUTO He ekcripecupatr TNF,, He oka3Bat MmoBHIlIaBaHE
Ha YeCTOTaTa Ha Bh3HWKBAHE HA TYMOPH IPH BH3ICHCTBUE C N3BECTHU HHULIUATOPH H/HITH
MIPOMOTOPH.

[MonkoxHOTO MpHIIOXKEHNE HA Remsima Ha HOBO3€IIaHACKH OelH 3ailly B IEHCTBUTEITHI
KOHIICHTPAIINH 32 MPIIIOKEHHE TIPH X0pa € OMII0 J00pe MOHECEHO.

6. DAPMAIIEBTUYHU JAHHA

6.1 Chnucnk Ha NOMOIIHNUTE BelIECTBA

OrneTHa KHCEeTHA

Hatpues anerar tpuxunpar

Cop6uton (E420)

[omucopbar 80 (E433)

Bopa 3a unxeknuu

6.2 HecnBMecTHMOCTH

[pu nurica Ha poOyYBaHHS 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOIYKT He TPsiOBa Jia ce cMecBa C
JIPYTH JIEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha rogHocT

4 roguuan
6.4 CrnenuajaHu yCJI0BHSI HA CbXpPaHeHHe

a ce cexpansgsa B xnammiauk (2°C — 8°C).
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Jla He ce 3ampa3sBa. ChXpaHsBaiTe MPeBAPUTEITHO HAITBITHEHATA CIIPUHIIOBKA/TIPEIBAPUTEITHO
HaIbJTHEHATa MTUCANTKA B KApTOHEHATa OMaKOBKa, 32 Ja Ce MPEATa3sT OT CBETIHHA.

JlexkapCTBEHUSAT POIYKT MOXKE Jla C€ ChXPaHsBa MPH TeMIepaTypu Hali-MHOro 10 25°C 3a nepuoj oT
28 mHA. AKO TeKapCTBEHUAT MPOIYKT HE Ce M3MO0I3Ba B paMKUTE Ha 28-THEBHUSA NIEPHUO/, TPAOBA J1a ce
U3XBBPIU.

6.5 Buau chbabp:KaHHe HA OMAKOBKATA

Remsima 120 mg WHXEKIIMOHEH Pa3TBOP B MPEJABAPUTEIHO HATBJIHEHA CITPUHIIOBKA

Remsima 120 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HAITBJIHEHA CITPUHIIOBKA 33 €JIHOKpPAaTHA
ynotpeba (cTpkio Tu I) ¢ TmaBa Ha O0yTanoTo (IOKPUT ¢ (IIypPOTEK eIacTOMEp) U UIJIa C TBhpAA
Karayka

OImaKoBKH OT:

o 1 mpenBapuTeIHO HabIIHEHA criprHLOBKA (1 ml cTepuiier pa3TBop) ¢ 2 HAIOCHU ChC
CIMPT TaMIIOHA.

o 2 mpeaBapuUTeTHO HATBITHEHH CIPHUHIIOBKY (1 ml cTepuien pa3TBop) ¢ 2 HANIOEHU ChC
CIIUPT TaMIIOHA.

. 4 mpenBapuTETHO HaTbJIHEHN cIpHLIOBKH (1 ml cTepuiieH pa3TBop) ¢ 4 HANOEHH ChC
CIMPT TAMIIOHA.

. 6 TpeABapUTENHO HATBIHEHHN CPUHIOBKY (1 ml cTepuiieH pa3TBop) ¢ 6 HalOEHH ChC

CIIMPT TaMIIOHA.

Remsima 120 mg WHKEKIMOHEH Pa3TBOP B MIPEBAPUTEIHO HATbJIHEHA CIIPHHIIOBKA C aBTOMATUYHA
3al1UTa Ha Uriara

Remsima 120 mg uHXeKIMOHEH pa3TBOP B NIPEABAPUTEIHO HAITBIIHEHA CIIPHHIIOBKA 33 €IHOKpaTHA
ynotpeba c aBToMaTHyHa 3amuTa Ha urjara. CpuHIIOBKaTa € HallpaBeHa OT CTHKJIO TUII | ¢ riaBa Ha
OyTanoTo (IOKPUT ¢ (IIypPOTEK eIacTOMEp) U UIJIa ¢ TBbpPAA Karadka.

OImakoBKH OT:

o 1 mpenBapuTEIHO HATBIIHEHA CIIPUHIIOBKA C aBTOMaTHYHA 3amuTa Ha uriara (1 ml
CTEpHJICH Pa3TBOP) C 2 HATIOEHU ChC CIIUPT TAMIIOHA.

. 2 mpeBapUTEHO HATBIIHEHHU clipuHIOBKH (1 ml cTepusieH pa3TBop) ¢ 2 HAllOGHHU ChC
CHHPT TAMIIOHA.

o 4 mpenBapuTeNTHO HaITbJIHEHN cIpHHLOBKH (1 ml cTepuinien pa3rBop) ¢ 4 HalOEHU ChC
CITUPT TaMIIOHA.

o 6 peABapUTENHO HA'bIHEHH cpUHIOBKY (1 ml crepuieH pa3TBop) ¢ 6 HaNOEHH ChC

CIIUPT TaMIIOHA.

Remsima 120 mg HHKEKIMOHEH PAa3TBOP B IPEABAPUTENHO HabJIHEHA nucaika (29 G dukcupana
WIJ1a, MACITHHEHO03€EIEHO ¢Te010 Ha OYTaI0TO)

Remsima 120 mg WHXEKIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAMTBIHEHA MICANKA 32 ¢THOKPATHA
ynoTtpeda. CIpHHIIOBKATA B MACAJIKATA € HAMPaBEeHA OT CTHKIIO THII | ¢ T1aBa Ha OyTaoTo (MOKPHT C
¢nypotek enactomep) u 29 G ¢pukcupana uria ¢ TBhp/a Kanauka.
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OIaKoBKH OT:

. 1 nmpenBapuTenHO HabiIHEHA Mucanka (1 ml crepuiieH pa3TBOp) ¢ 2 HAMOCHH ChC CITUPT
TaMIIoHa.

. 2 IpeaBapuUTEITHO HambJIHEH! TTucanku (1 ml crepuieH pa3TBop) ¢ 2 HAIOCHH ChC CITUPT
TaMITOHA

. 4 ipenBapyTETHO HAITBJIHCHH ITrcainkd (1 ml ctepuiieH pa3TBop) ¢ 4 HAITOSHU ChC CITUPT
TaMITOHA

. 6 mpenBapUTeIHO HambIHeHU nucainku (1 ml ctepusneH pa3TBop) ¢ 6 HAOCHU ChC CITUPT
TaMITOHa

He Bcuuku BUIOBE OITAKOBKH MOTaT Ja 6’I>I[aT ITyCHATU Ha I1a3apa.

Remsima 120 mg WHXEKIIMOHEH Pa3TBOP B MPEJABAPUTEIIHO HabJiHeHA nucanka (27 G ¢ukcupana
WTJIa, TWIAaBO cTe0JI0 Ha OyTaI0TO)

Remsima 120 mg MHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBITHEHA MTUCAJIKA 33 SHOKPAaTHA
ynoTtpe6a. CnprHIIOBKaTa B MHACAJIKATa € HalpaBeHa OT CTHKIIO THII | ¢ TTaBa Ha OyTanoTo (OKPHT C
¢ypotek enactomep) u 29 G ¢pukcupana uria ¢ TBbpJa Kanadka.

OnakoBKH OT 2 TIpeIBAPUTEIIHO HAITBJIHEHH NUcaiku (1 ml cTepuiieH pa3TBop) ¢ 2 HAMOEHU ChC CIIUPT
TaMIIOHA.

He Bcruky BUioBE OMAKOBKK MOTaT a ObAaT MyCHATH Ha masapa.
6.6 CrnenuajaHu npeana3Hu MePKHU NMPH U3XBHPJIsiHEe U padoTa

Remsima e pa3TBop, KOWTO € OHCTHP 10 omajecleHTeH, Oe3BeTeH o0 onenokadss. He n3nonspaiite,
aKO pa3TBOPBT € MbTCH, 00S31IBETEH WU ChIbPiKa BUIUMH TBHPIU dyacTuim. Cien yrnotpeda, MoJis,
IMMOCTABCTC NPCABAPUTCIHO HAITbJIHCHATA CHpI/IHHOBKa/ MMPpEABAPUTCIHO HAITBJIHCHATa CIIPUHIIOBKA C
UIJIa C aBTOMaTHYHA 3al[1Ta/TIPEeIBAPUTEIIHO HAITBIHEHATA MHCAJIKA B YCTOHYMB Ha POoOOXKIaHEe
KOHTEHHEp M U3XBBHPIIETE CIIOpE ] M3NCKBAHKITA Ha MECTHHUTE pasnopenou. He penuknupaiite
U3/IeNINeTO 3a MHXKeKTHpaHe. Jla ce chXpaHsaBa Ha MsCTO, HEIOCTBITHO 3a Aela.

Hewnsnon3panust JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO TpH6Ba Aa CC U3XBBPJIAT
B CbOTBECTCTBUEC C MCCTHUTC U3UCKBaHM.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
VHrapus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA

EU/1/13/853/006
EU/1/13/853/007
EU/1/13/853/008
EU/1/13/853/009
EU/1/13/853/010
EU/1/13/853/011
EU/1/13/853/012
EU/1/13/853/013
EU/1/13/853/014
EU/1/13/853/015
EU/1/13/853/016
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EU/1/13/853/017
EU/1/13/853/028

9. JATA HA ITBPBO PASPEIIABAHE/IIO/JTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JlaTa Ha TEpBO pa3zpemanane: 22 HoemBpHu 2019 1.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[TonpoOna nH(OpMaIHMs 3a TO3M JIEKAPCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIus Mo JieKapcTBaTa https://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Remsima 40 mg/ml koHIIEHTpAT 32 UH(PY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Remsima 100 mg KoHIIEHTpAT 32 HHPY3HOHEH Pa3TBOP
Bceexu ml ceappxa 40 mg uHpIMKCHMa0 ™.
Bceku ¢unakon cpappka 100 mg nainkcumad™.

Remsima 350 mg KoHIEHTpaT 32 HHQY3UOHEH Pa3TBOP
Bceku ml ceapprka 40 mg nnpankcumad™®.
Bceku ¢uakon cpappka 350 mg nnpnkcumao*.

* NadpnukcnMad e XMMEepHO YOBEIIKO-MHUIIIe MOHOKJIOHATHO aHTUTSIO oT kKiac [gG1, momydeHo B
MUILIY XUOPUIOMHH KIETKH 4pe3 pekomOnnanTHa JJHK-Texnomorus.

I[TomomrHo(n) BemecTBo(a) ¢ U3BECTHO JIEHCTBUE

Toga nekapcTBo chabpka 45 mg copouron (E420) u 0,5 mg nonucopdat 80 (E433) BB Bceku ml
KOHIICHTPAT 3a HH(PY3UOHEH Pa3TBOP.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

KonnenTpar 3a uHdpy3uonen pasrsop (CTepuieH KoHICHTpaT)

buctsp 10 omanecuenTeH pa3TBop, Oe3nBeTHa 10 cBeTiokadsBa TedHocT ¢ pH o1 5,0 £ 0,2 u
ocMonanutet 276 — 346 mOsmol/kg.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

PesMaTougeHs apTpur

Remsima, B koMOnMHaNus ¢ METOTpEKCAT, € MOKa3aH 32 HaMallsABaHe Ha IPU3HALUTE U CHMITOMMUTE,
KaKTO U TIOCTUTaHe Ha TI000peHre BbB (pU3NUecKaTa GyHKIUS, PH:

. BB3PACTHU MAIEHTH C aKTUBHA 0OJIECT C HEJIOCTAThUEH OTTOBOP Ha JICUSHUETO C
Moauduimpay oojecTra anTupeBMaTouHu cpencta (DMARD), BKIIIOUNTEHO U
METOTpPEKCaT.

° BB3PACTHU MAI[MEHTHU C T€XKa, aKTHBHA U TIporpecupaiiia 00JIecT, KOUTO HE ¢a JICKYBaHHU C

MeToTpekcat nwin apyru DMARD.
ITpu Te3n manmenTy ce HabmogaBa 3a0aBsiHE HA IPOTPECHATA Ha CTABHOTO YBPEXKIaHE, KOETO ce
JIOKa3Ba peHTreHorpadcku (Bx. Touka 5.1).

Boaect Ha Crohn npu Bp3pacTHU

Remsima e nokasaHn 3a:
L Jledenue Ha Cp€AHO TCKKaA 10 TCKKaA 6onect Ha Crohn B aKTUBEH CTa,Z[HfI, IIpyu Bb3paCTHU
MalMEeHTH C HEJOCTATh4YCH OTTOBOP Ha MPOBEJCH IAJIOCTCH U a/ICKBATCH KYPC Ha TEpalius C
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KOPTUKOCTEPOUIN W/UITH KIMYHOCYTIPECOPH; WIT TAKWBA, KOUTO HE TIOHACAT VI MTPU KOUTO UMa
MEUIUHCKH IPOTUBOIIOKA3aHUS 32 TaKaBa Teparusl.

. Jledenue Ha ¢puctynmusupamnia 6onect Ha Crohn B akTUBEH CTaIuii IPH Bb3PACTHH MAIHEHTH C
HEJ0CTaThYCH OTTOBOP HA ISUIOCTEH KyPC Ha CTaHJapTHA Tepanus (BKIYUTEITHO C
MPUJIOKEHUE HAa aHTHOUOTHIIH, JPSHUPAHE U UMYHOCYTIPECHpAIIla TEPaItus).

Bonect Ha Crohn npu nena

Remsima e mokazan 3a yieueHue Ha Texxka 0onect Ha Crohn B akTHBEH cTamuii IpH Jera ¥ FOHOIIY Ha
BB3pacT OT 6 10 17 TouHM, KOUTO HE Ca OTTOBOPWJIM HA CTaHJApTHA Teparus, BKIOYBAIA
KOPTUKOCTEPOU]I, HIMyHOMO/IYJIATOP U ITbPBUYHA XPAHUTEIIHA TSPATUS WU KOUTO MPOSIBSIBAT
HEMIOHOCHMOCT, WJIH ITPH KOUTO UMa MPOTHUBOIIOKA3aHM 33 TakaBa Tepamnus. [IpoydBaHusTa ¢
W3MO0JI3BaHeTO Ha HHGIMKCUMA0 ca IPaBEeHHW CaMo MPH ChBMECTHOTO MY MPHIIOKEHUE ChC CTaHIapTHA
UMYHOCYTIpECHUpAIla TePaTHs.

Yimepos3eH KoJIUT

Remsima e mokasaH 3a ieueHHe Ha yMEPEHO TEKDBK 10 TEKBK aKTUBEH YILEPO3CH KOIUT MPH
BBH3PACTHH NALMEHTH C HEAOCTAThUCH OTIOBOP HA CTaHAAPTHA TEPAIlsl, BKIFOUUTEIHO U C
KOPTUKOCTEpOU U, 6-MepKamnTonypuH (6-MP) nnu azatuonpun (AZA), miv TakuBa, KOUTO HE
MOHACAT, WJIU PY KOUTO UMa IMPOTUBOIIOKA3aHUs 3a TaKaBa Teparusl.

YmeposeH KOJIUT OpH Aena

Remsima e mokasa 3a JiedeHHE Ha TeXbK aKTHBEH YJILIEPO3€H KOIUT MPH Jela U IOHOLIN Ha Bb3pacT
oT 6 10 17 roauHu, C HENOCTATHYEH OTTOBOP HA CTAHJAPTHA T€PaANusl, BKIFOUUTEIHO C
KopTUKOcTepouau u 6-MP nnu AZA, miu TakuBa Opyu KOUTO UMa HETIOHOCHUMOCT KbM WUJTU
MEAUIMHCKH MTPOTUBOIOKA3aHUs 3a TaKaBa Teparnusl.

AHKHI03UpaIl CIOHJIUINT

Remsima e nokasan 3a Jc4ueHHe Ha TEXKBK, aKTUBECH aHKHUJIO3UPpAaIl CIIOHAWJIHT IIPpU Bb3PaCTHU
ManueHTH, KOUTO Ca C HCAOCTAThYCH OTIOBOP HA CTAHAAPTHA TCPAIIUsl.

[IcopuaTuueH apTpuT

Remsima e nokasaH 3a JieueHre Ha aKTUBEH U MPOTPECHPAI] ICOPUATUYEH apTPUT NPH BH3PACTHU

MAIMEeHTH C HeJJ0OCTaThueH OTrOBOp Ha npenmiecTramia tepanus ¢ DMARD.

Remsima Tpsi0Ba na ce mpuara:

. WM B KOMOHMHAITUS C METOTPEKCaT

o WJIM CAMOCTOSITEITHO MIPU MAIMEHTH C HETOHOCUMOCT KbM METOTPEKCAT, WIIH IIPU KOUTO
JICYCHUETO C METOTPEKCAT € IIPOTUBOIIOKA3aHO

JokazaHo e, ye nHpIMKCUMa0 mo1o0psBa pusnueckara GyHKINS HA TTAIIMEHTH C ICOPHATHYECH

apTpUT U 3a0aBsi CKOPOCTTA Ha MPOrpecus Ha NeprUEePHOTO CTABHO YBPEKAAHE, U3MEPEHO

peHTreHorpa)cKu, Npy NalMeHTH ¢ NOJIUAPTPUTHU cUMETpHYHH (GOopMH Ha OojecTTa (BXK. Touka 5.1).

IIcopuasuc

Remsima e mokasaH 3a JiedeHHEe Ha YMEPEHO TEXbK JI0 TeKbK IICOPUA3HUC C IJIAKU MPU Bb3PACTHU
MAIMeHTH, KOUTO HE OTTOBAPST, UMAT MPOTUBOIOKA3aHHS WJIM HETOHOCUMOCT KbM JICUECHHUE C JAPYTH
CHUCTEMHH TIPeTIapaTy, BKIFYUTEITHO [IUKIOCTIOPHH, METOTPEKCAT WX TICOPAJIEH YITPaBUOIET-A
(psoralen ultra-violet A — PUVA) (Bx. Touka 5.1).

4.2 /lo3upoBKa M HAYMH HA MPUJIOKEHHE

Jleuenneto ¢ Remsima TpsiOBa j1a ce 3amoyBa U MPOBEX/1a 1101 KOHTPOJIa Ha KBauuIupaH
CIEIMAJIUCT B ChOTBETHATA 00JIACT, C ONUT B JUArHO3ara M JICICHHETO HA PEBMATOU/IEH apTpuT,
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BB3NATUTEITHH 3a00JIIBaHUSI HA YepBaTa, aHKHIJIO3UPAIl CIIOHWIIUT, TICOPUATHYCH apTPUT WIN
ncopuasuc. Remsima tpsOBa Ja ce mpuiiara HHTpaBeHo3Ho. MH(y3usaTa Ha Remsima TpsiOBa na ce
MPaBH OT KBAUTU(HUIIUPAH CICIMATUCT, 00yUYeH Jla pa3lio3HaBa CBbp3aHu ¢ HH(pYy3usTa peakiuu. Ha
MAIUCHTUTE, KOUTO ca Ha JeueHue ¢ Remsima, TpsiOBa 1a ce mpeocTaBy JUCTOBKA 32 MAI[UCHTA U
HAIOMHSIIA KapTa Ha MalHeHTa.

ITo Bpeme Ha neueHnero ¢ Remsima TpsiOBa 1a ce onTUMU3MpPA 03aTa Ha IPYTH MPOJIYKTH, KOUTO CE
MpHUJIarat ChITbTCTBAIIO C HETO — HAIp. KOPTUKOCTEPOUIN U HIMYHOCYIIPECOPH.

BaxxHo € 1a ce mpoBepAT JaHHUTE BEPXY OMAKOBKATa HA MPOAYKTA, 3a Jla CE rapaHTHpa, ue Ha
MAIMeHTA Ce MpHUJIara MpaBmwiHaTa JeKapcTBeHa popma (MHTpAaBEHO3HA WM MTOJIKOXKHA) CIIOPET
npennucanuero. [lonkoxuaara ekapcTBeHa Gopma Ha Remsima He e mpegHa3HadeHa 3a
WHTPaBEHO3HO MPHUJIOKEHHUE U TPSOBA JIa CE MpuUiiara caMo 4pe3 MOJAKOKHA UHKCKITHSL.

2031/1[2031«1

Bwspacmnu (> 18 2o0unu)

Pesmamouden apmpum
3 mg/kg kaTo UHTpaBeHO3HA UH(Y3Us, TOCISABAHA OT AOMBJIIHUTEIHU HH(Y3un B 103a 3 mg/kg Ha
2-Ta ¥ 6-Ta ceIMHUILIA CJIe] IbpBaTa HHPY3HS, CIIe]] KOSTO — Ha BCEKH 8 CSIMUIIH.

Remsima Tpsi6Ba aa ce nmpuiara eIHOBPEMEHHO C METOTpEKcar.

HanmuauTe nanHu MOKa3Bar, 4ye KIMHUYEH OTTOBOP OOMKHOBEHO €€ MOCTHTa 10 12 ceAMUIN OT
HaYyaJIoTO Ha JIeYeHNneTo. [Ipu manueHTy ¢ HeloCTaThueH OTTOBOP MIIH 3ary0a Ha OTrOBOP CIie]] Kpast
Ha TO3U NEPUOJ, MOXKE Ja ce 00CHAN MOCTENEHHO MOBUILIABAHE HA J]03aTa C MPUOIU3UTETHO 10

1,5 mg/kg no makcumanna go3a 7,5 mg/kg BenHbxk Ha Bceku 8 ceamuiu. Kato antepHaruBa Moxe ja
ce o0chu 1 TpritoyKeHue B 1o3a 3 mg/kg Ha Bcekn 4 ceaMunid. AKO ce TIOCTUTHE T0OBP OTTOBOP,
JICUCHUETO Ha MalMeHTa TPsAOBa Ja MPOIBIIKH ¢ H30paHaTa 1032 WK [IPU U30paHNUTe HHTEPBAIIH.
[MpoxbkaBaHETO HA JIGYSHUETO TPSIOBA J1a c€ OOMHCIIM BHUMATEITHO TPH MAIlUEHTH, IPU KOUTO HIMA
JIAHHHM 32 TEPATIeBTHYHO MOBJIHSABAHE TIPe3 MIbPBUTE 12 CEAMUIIM OT JICYCHUETO WITH CJIe/T KOPEKIUS Ha
J03aTa.

Cpeono meaicka 0o meoicka bonecm na Crohn 6 akmueen cmaouii

5 mg/kg kaTto HHTpaBeHO3Ha HH(]PY3HA, TIOCTIeIBaHa OT IOMBIHUTETHA nH(Y3us B 103a 5 mg/kg

2 ceaMUIM ciell TbpBaTa HHQY3us. [Ipu nuIica Ha MOBNUSBAHE Ciie/] BIMBAaHE HA 2 JI03H, JICYEHHETO C
uHQIMKCUMab He TpsOBa J1a ce mpoIbihkaBa. HannyHuTe qaHHW He IOAKPEIST NPOIbIKaBaHETO Ha
JIEYCHUETO ¢ MHPIMKCUMAO NPY MAIMEHTH, KOUTO HE CE TIOBJIUABAT B PAMKUTE HA 6 CEAMUIIN OT
mbpBaTa HHQPY3HUSI.

HpI/I MAalIUEHTUTE, KOUTO OTTOBOPAT HA JICHCHUCTO, AJITCPHATUBHUTC CTPATCIUHU 3a IPOABIDKABAHC HA
JICYCHUETO Ca:

o [Moxabprkamio JieyeHne: OMbIHUTENHN HHDY3UK B 1032 5 mg/kg Ha 6-Ta ceqmuua ciien
mbpBaTa UHQY3Us, Ciie]] KOETO — Ha BCEKH § CEAMMUITU WITH
o [MoeTopen kypc: Mudy3us Ha 5 mg/kg, ako npu3HANKTE U CHMIITOMHUTE Ha O0OJIecTTa

pennuBupar (BX. ,,lloBTopeH Kypc” mo-moiy, KakTo U Touka 4.4).

MaKap Ja JIUIICBAT CPaBHUTCIIHU JaHHU, OTPAHUYCHUTE TaHHU IIPU MaUCHTH, IITbPBOHAYATHO
MOBJIMSJIM C€ OT JISYeHHE B 71032 5 mg/kg, HO IPpH KOUTO BIOCJICACTBUE KIMHUYHUAT OTTOBOP C€ €
3aryOuJ1, MoKa3Bart, 4e NMPH HSIKOU MAI[MeHTH OTTOBOPHT MOXKE Jla C€ Bh3CTAHOBH C TIOBUIIIABAHE HA
no3ata (Bxk. Touka S5.1). [IpoasipkaBaHETO Ha TepanusTa TPsSOBa 1a ce OOMHCIN MHOTO BHUMATETHO
[IPH MAIMSHTH, TIPU KOMTO HE Ce HAa0JII0/1aBa TepaneBTHUEH ePEKT Clie] KOPUTHpaHe Ha J03aTa.
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Qucmynuzupawa akmusna 6orecm na Crohn

Jo3za or 5 mg/kg kaTo MHTpaBeHO3HA UH(DY3US, MTOCIECIBAHA OT JOBIHATEIHN HHPY3UHU B 1032
5 mg/kg Ha 2-Ta u 6-Ta ceqMuUIIa Ciiell TbpBaTa HH(Y3Us. AKO MAIMEHTHT HE OTTOBOPH CJIC]] TE3H
3 mo3u, nedeHueTo ¢ nHQIMKCcUMab He TPsOBa J1a e MPOAbIKaBa.

[Ipu nanyeHTH, KOUTO OTrOBAPSAT HA JICYEHUETO, ANTEPHATUBHUTE CTPATETHH 3a MPOIhIDKABaHE HA

JICUCHHUETO ca:

o [Mogawspxamio neuenue: Jonbaaurennu nHpy3un B 103a 5 mg/kg Ha BCEKH § CeAMUIH WIN

o [ToBTopen kypc: Mudy3us B no3a 5 mg/kg, ako npu3HanuTe U CUMIITOMUTE Ha OonecTTa
peruauBrpar, mociaenBany oT HHPy3un B A03a 5 mg/kg Ha Bcexu 8 cenmurn (BX. ,,[loBTOpeH
Kypc” To-I0iy, KaKTo 1 To4Ka 4.4).

Maxkap ja 1urcBaT CpaBHUTEIHU JaHHU, OTPAHUYCHHUTE JAHHU MPU MALUEHTH, TbPBOHAYAIHO
TIOBIIMSUIH C€ OT JiedeHne B 103a 5 mg/kg, HO mpu KOUTO BIOCTIEACTBHE KIMHUYHUAT OTTOBOP CE €
3aryOuiI, IOKa3BaT, 4e MPH HAKOU MAIlMSHTH MOBJIMSIBAHETO MOXKE Jla CE€ Bh3CTAHOBU C ITOBUIIIABAHE HA
nmo3ata (Bx. Touka 5.1). [IpoasmkaBaHeTo Ha TepanusTa TPsSOBa J1a € OOMHUCIH MHOTO BHUMATEITHO
TIpH MAIUEeHTH, IPY KOUTO HE Ce HAOI0/1aBa TepaneBTHYEH eeKT ciiel KOpUTHpaHe Ha J03aTa.

OnuThT ¢ MOBTOPHU KYPCOBE MPH PELUANB Ha MPU3HAIIMTE H CUMIITOMUTE Ha OosecT Ha Crohn e
OrpaHUYEH U HSIMa CPAaBHUTEIHHU JaHHU 32 ChOTHOLICHUETO 0JI13a/PUCK NPU aJITePHATUBHUTE
CTPATETUH 3a POIbIKABAHE HA JICYCHUETO.

Yayeposen konum
5 mg/kg kaTo HHTpaBeHO3HAa HH(]PY3HSA, CIIe]] KOETO — IOMBIHATEIHA WH(Y3UH B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceMHUIIa ciiell TbpBaTa MHQY3Ws, MOCIeIBaHU OT MH(Y3UM Ha BCEKH 8§ CEIMUIIH.

HanuvanTe 1aHHM rOBOPAT, Ye KIMHUYEH OTTOBOP OOMKHOBEHO CE IIOCTUTa B paMKHUTE Ha 14 cenmunu
OT HaYaJIOTO HA JICYEHHUETO, T.€. ciIe] TpeTaTa fo3a. [Ipu nauneHTH, npu KOUTO Mpe3 TO3H Nepruos
HSIMa JJaHHU 32 TepareBTU4eH e(eKT, IPOIbKaBaHETO Ha JICUSHHETO TPsOBaA a ce 0OMUCITH
BHUMATEJHO.

Aunxunosupawy cnoHourum

5 mg/kg kaTto UHTpaBeHO3HA HH(PY3HS, CJIe]] KOSTO — IOMBIHUTEIHN HH(Y3UH B 1032 5 mg/kg Ha 2-Ta
U 6-Ta ceMUIIA Clie/T TbpBaTa NHQY3Us, oCeBaHN OT MH(DY3UH Ha BCEKH 6 J10 8 ceMHUITU. AKO
NAIMEHTHT HE OTTOBOPH B paMKHUTE Ha 6 ceIMUIH (T.€. CIe]l BTOpaTa J103a), JCYCHUETO C
uHQIMKCUMa0 He TpsOBa Jia IPOIbIDKaBa.

Icopuamuuen apmpum
5 mg/kg kaTto UHTpaBeHO3HA HH(]Y3HS, CJIe]] KOSTO — IOMBIHUTEIHN HH(Y3UH B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceMHUIIa ciie]l IIbpBaTa MHQY3Hs, MOCIeBaHU OT MH(Y3UM Ha BCEKH 8§ CEIMUIIH.

Ilcopua3zuc

5 mg/kg kaTto UHTpaBeHO3HA HH(Y3HS, CJIe]] KOSTO — IOMBIHUTEIHN HH(Y3UH B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceMUIIa Ciie]l ITbpBaTa HH(Y3Hs, TOCIeIBaHN OT MH(Y3UH Ha BCEKH § CeqMUIIA. AKO
MAIMeHTHT HE OTTOBOPH B paMKHUTE Ha 14 ceqmuiu (T.e. cliel] 4eTBbhpTaTa 103a), JISYCHUETO C
uHQIMKCUMa0 He TpsOBa J1a POIbIDKaBa.

Iloemopen kypc npu 6orecm na Crohn u peemamouden apmpum

AKO IpHU3HALINTE ¥ CHMIITOMUTE Ha O0JIeCTTa PEIUANBUPAT, MOXKE J1a CE 3all0YHE HOB KypC C
UHQIMKCUMAa0 B paMKHTE Ha 16 ceMuIy ciesl mocieqHara nHdy3us. B kimuHudHUTE ipoy4BaHus ca
HaOJIr01aBaHK Peakly Ha 3a0aBeHa CBPbXUYBCTBUTEIHOCT, KOUTO ca OMJIM HEUECTH H ca ce
MIPOSIBABAJIM CIIE/ IEpHoaAn Oe3 mpueM Ha WHPIUKCHUMa0, mo-Majky oT 1 roguHa (BX. Touku 4.4 1
4.8). Be3onacHocTTa ¥ e(h)UKACHOCTTA IIPU TIOBTOPEH KYPC Clie eproa 0e3 nprueM Ha HHGIMKCHUMAO0,
Ho-ABIBI 0T 16 ceaMuIy, He ca ycTaHOBEeHH. ToBa Baku KakTo 3a nanueHTH ¢ 6onect Ha Crohn, Taka
¥ 32 MAIUEeHTH C PeBMAaTOUCH apTPHT.
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Tlosmopen Kypc npu yiyeposer Koaum
be3onacHocTTa U ehUKacHOCTTA Ha TIOBTOPEH KypC, U3BBH CXeMaTa Ha Ipujiarane Ha uHQy3us Ha
BCEKH 8 CEJMHUIIH, HE Ca YCTAaHOBEHU (BXK. TOUKH 4.4 1 4.8).

Tlosmopen Kypc npu aHKUIO3Upay CROHOUIUM
be3onacHocTTa U e(hUKacHOCTTa HAa TIOBTOPEH KypC, U3BBbH CXeMaTa Ha Mpujiarane Ha uHQy3us Ha
BcekH 6 110 8 ceaMuIly, He ca ycTaHOBeHH (BK. Touku 4.4 u 4.8).

Tlosmopen Kypc npu ncopuamuven apmpum
be3onacHocTTa M euKkacHOCTTa HAa MOBTOPEH KypC, U3BBH CXeMara Ha MpuiiaraHe Ha nHQy3us Ha
BCEKH 8 CEJMHUIIH, HE Ca YCTAaHOBEHU (BXK. TOUKH 4.4 1 4.8).

Iloemopen kypc npu ncopua3suc

OrpaHu4eHUSAT OMUT OT MOBTOPEH KYPC Ha JICUCHHE MPH TICOPUA3UC C SAMHUYHA /1032 HHDIUKCUMa0
cien uHTEpBai oT 20 CeAMHIM ITOKa3Ba, Ye¢ ePUKaCHOCTTa HaMaJjIsiBa, a YeCTOTaTa Ha pa3BUTHE Ha
JIEKH 10 YMEpeHH WH(PY3HOHHU pEakIy HapacTBa B CPABHEHHE C HAYATHATA HHAYKIIHOHHA TepaTvs
(BXk. Touka 5.1).

OrpaHn4eHUsT OMUT OT MOBTOPEH KypeC Ha JICUCHHUE clie]l 000CTpSHE Ha 3a00IBAHETO, Upe3
PCUHAYKIIMOHCH PEKUM, IIPEATIOJIara moBuiicHa 4€CToTa Ha I/IH(I)y3I/IOHHI/I pCaKunu, BKIITOYUTCIIHO U
CEpPHO3HH, B CPABHEHHE C 8-CEIMUYIHO MOANBPIKAIIO JIeUeHHUE (BXK. Touka 4.8).

IlosmopeHn Kypc 3a 6cuuKu noka3anus

He ce npenopbuBa peMHIYKIIMOHEH PEXUM, B CITydail 4e MO ABPKAIOTO JICYCHUE € TPEKbCHATO U Ce
Hayara To na ObJe 3amoYHaTo OTHOBO (BX. Touka 4.8). [Ipu ToBa momokeHue Ie4eHneTo TpAOBa 1a
3al09YHEe OTHOBO C €JMHUYHA 1032 HH(IMKCUMA0, IOCIeIBaHa OT ONMMCAHHUTE MTO-TOPE MPETOPHKH 32
MOJUTBPIKAIIH TO3H.

CrenyanHy nonyJianuu

Cmapttecxa 8b3pacmn

He ca npoBexnanu crieriupuvHA NPOyYBaHHS 32 HHOIMKCUMAO MPY MAIMEHTH B CTApYeCKa Bb3PacT.
B kJIMHUYHY TIpOYyYBaHUS HE ca Ha0JII0IaBaHU rOJIEMU CBBbP3aHU ¢ Bb3pacTTa Pa3JIuKU B KIUPbhHCA U
obeMa Ha pasmnpenenenue. He ce Hanara kopurrpase Ha mo3ata (Bx. Touka 5.2). 3a moBede
UH(POpPMAIUS OTHOCHO 0€30MacHOCTTa Ha MHMIMKCHMA0 NP MAIUEHTH B CTAPYECKa BH3PAcT BUKTE
TOoukHu 4.4 1 4.8.

Bvopeuno u/unu ueproopobuo yepesicoane

WNudnukcumad He e mpoydYBaH MPHU TE3M MAIMESHTCKH MomyJanuy. [Ipenopbku 3a 103UpoBKaTa He
Morar Jia ObJaT HaIpaBeH! (BXK. TOUKa 5.2).

Heauamputma nonyiaauus

bonecm na Crohn (6 do 17 200unu)

5 mg/kg kaTto UHTpaBeHO3HA HH(]Y3HS, CJIe]] KOSTO — IONMBIHUTEIHN HH(Y3UH B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceMHUIIa clie]T ITbpBara HHQY3MsI, OCIeBaHN OT HH(QY3MH Ha Beeku 8 ceqmuni. HannaanTe
JaHHU He TOAKPEIT MPOIbJDKaBaHETO Ha JICYEHUETO ¢ MH(IMKcHMa0 Npy J1ena U FOHOIIH,
HEOTTOBOPHIIM B paMKuTe Ha 10 ceMuUIy OT 3ar0YBaHe Ha JICYEHHETO (BXK. Touka 5.1).

[Ipu HAKOW MaIMEHTH 32 MOAIbPIKAHE HAa KITMHHUYHUS e(PeKT MOXKe Ja ca HEOOXOIUMU MO-KbCH
WHTEPBaIN MEX 1y HH(PY3UUTE, TOKATO TIPU APYTH MOXKE Jla ca JOCTATHYHH U TIO-IBJITH HHTSPBAIIH.
ITanmmenTH, TIpU KOUTO ca OUITM CKBCEHH JI030BUTE MHTEPBAIIH JI0 TIO-MAJIKO OT 8 CeMUITH, MOKE Ja ca
C TIOBUIIICH PUCK OT HEXKeJaH! peakmnuu. [Ipu Te3n marueHTy, Mpyu KOUTO He C€ OTYUTA NOIBIHATEITHA
TEpareBTUYHA I0J13a CJIe]] CMSIHATA Ha JO30BUTE MHTEPBAIIN, TaKaBa MIPOIBIDKUTEITHA TEPAITUS C
MO-KBHCH JIO30BH MHTEPBAIH TPSOBAa BHUMATEITHO J]a C€ OOMUCIIH.
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be3onacHocTTa U ehukacHOCTTa Ha MHDIUKCHMA0 He ca MPOyYeHH MPH Jiea MoJ| 6-ToIUIIHA Bh3PacT
¢ 6onect Ha Crohn. Hannuaute kbM MOMeHTa (papMaKOKUHETHYHH JJAHHU Ca ONMCAHU B TOYKA 5.2, HO
MPETOPHKH 3a JO3UPOBKATA MPH Jella Ha Bh3PacT 10| 6 TOAMHU HE MOTAT Jia ObJaT HAIIPABCHHU.

Yayeposen xonum (om 6 0o 17 coounu)

5 mg/kg kaTo HHTpaBeHO3HA UH(Y3Us, TOCIeIBaHa OT AOIMBIHUTENTHN HHPY3uHn oT 5 mg/kg, Ha 2-Ta u
6-Ta ceqMuIla cien bpBaTa HH(Y3Ms, TOCIeBaHN OT HH(Y31UH Ha Beceku § ceqmunn. Hanmnaanre
JTAaHHH HE TOAKPETIAT MPOIbKaBaHe Ha JEYSHUETO ¢ MH(IMKCHMA0 py MeIMaTpuiHy MalueHTH,
HEOTTOBOPHJIM B PAMKHUTE Ha I'PBUTE § CEAMUIM OT 3all0YBAHE Ha JIEYCHUETO (BXK. TOUKa 5.1).

besomacHocTTa 1 edmkacHOCTTa Ha MHPIMKCHMA0 HE ca MPOYIEeHHU NPH Jiena o] 6-TOANIITHA BB3pacT
¢ yarepo3eH koauT. Hanmmyaure kbM MOMeHTa (DapMaKOKHMHETUYHH JaHHU Ca OMTUCAHU B TOYKA 5.2, HO
MPETIOPHKH 3a JO3UPOBKATA MPH Jella Ha Bh3PacT 10| 6 TOAMHU HE MOTAT Jia ObJlaT HAIIPABCHHU.

Ilcopua3zuc

bezonacHocTTa M eukacHOCTTa HA MHGIMKCHUMAO TIPU JIela ¥ FOHOIIH 1o 18-roIuIIHa Bh3pacT 3a
MTOKa3aHUETO TICOPHUA3KC BCE OIIE HE Ca YCTaHOBEeHU. HanmuHuTe KbM MOMEHTA TaHHU Ca OIHCaH! B
TOYKa 5.2, HO IPENOPHKH 32 TO3UPOBKATA HE MOTaT J1a ObAaT Ja/leHu.

FOsenunen uouonamuuen apmpum, ncopuamuyer apmpum u AHKUI03Upawy CROHOUIUM
besomacHocTTa M edmkacHOCTTa Ha WHPIMKCHMAO0 TIpH Iela ¥ FOHOIIH o] 18-roIumIHa Bs3pacT 3a
IMOKa3aHuATa IOBCHUJICH UUONATUYCH apTPUT, ICOPUATUYCH apPTPUT U aHKHUJIO3HUpall CIOHAUIIUT BCE
OIIe€ HE Ca YCTAHOBCHHU. Hannynute KbM MOMEHTa JaHHHU Ca OIIMCaHUu B TOYKa 52, HO IPCIIOPBKH 3a
JI03UPOBKATa HE MOTaT Ja ObJaT JaCHU.

FOsenunen pesmamouden apmpum

BesonacHocTTa M ehukacHocTTa Ha MHPIUKCHMA0 MpH JIela U IOHOUIM ToA 1 8-roquiHa Be3pacT 3a
MMOKa3aHUETO IOBEHWICH PEBMAaTOHIEH apTPUT BCE OIIE HE ca yCTaHOBeHH. HanndyanTe moHacTosAmem
JIAHHY ca ONMCAHU B TOUKH 4.8 U 5.2, HO IPENOPBKU 3a TO3UPOBKATA HE MOTAT J1a ObJaT JaJICHU.

HauwuH Ha npuitoxxkeHue

WNudnukcumabd TpsOBa 1a ce mpuiiara MHTPaBeHO3HO 32 MeproJl OT 2 yaca. Bcuku manuenTy, Ha
KOMTO € IPWIOKeH HHGIIMKCUMAa0, TpsOBa Ja ocTaHaT 1o HabJroAeHue noHe 1-2 gaca cien
MH(QY3UATA C OTJIe/l Pa3BUTHE HA OCTPH HH(PY3MOHHHU peakiuu. TpsOBa 1a ©Ma yClIOBHS 3a OKa3BaHE
Ha CIIelTHa oMol (aApeHaInH, aHTUXUCTaMUHH, KOPTUKOCTEPOUIN M BB3MOKHOCT 32 UHTYOaIus).
Mosxe na ce HanpaBH NMPEeMeAUKAINs, HAPUMEDP C aHTUXUCTAMUH, XHPOKOPTHU30H W/UITH
napareTamor, a CKopocTTa Ha MH(QY3HITa MOXKE /1a Ce HaMaJlH, 3a J1a C€ O'PaAaHUYH PUCKBT OT
WH(Y3MOHHU PEaKIMU, 0COOCHO aKo MAIMEeHThT NMa aHaMHe3a 3a TakuBa (BXK. Touka 4.4).

CprameHa nl)O()'b]l.?fCMm@]lHOC‘m HA MHd))BMMWl@ 6 pamkKume Hd NoKA3aHuAmda 3d 6v3pacmuu

[Tpu BHEMAaTETHO TOAOPaHN BB3pPACTHH MAIIMEHTH, KOUTO Ca TOJEPUPAIN Hal-MaJIKo 3 HA4YaIH!
2-yacoBy nH(}Y3UH Ha MHPIMKCHMa0 (MHAYKIMOHHA ()a3a) U MMOJTydaBaT MOIbPIKAIIIO JISYCHHE, MOXKE
Jla ce OOMMCIIM MTPUJIaraHeTo Ha TOoCeIBal HH(Y3HUHU 3a TIEPHOJT HE TO-MalbK OT 1 gac. AKo ce
pa3Bue HHPY3HOHHA PEaKiys, CBbP3aHa CbC ChKpaTeHa MPOABIDKUTEITHOCT Ha MHPY3UsTa, TPsAOBaA 1a
ce oOMHuCIN 10-0aBHA CKOPOCT MpH ObIemy HH(Y3UH, aKo ce Hajlara poIbbKaBaHe Ha JEYEHHETO.
He ca npoyuBanu nH}py3uM CbC ChKpaTeHa NPOABILKUTEIHOCT MPH 103U > 6 mg/kg (BXk. Touka 4.8).

3a yKa3aHHsS OTHOCHO MPUTOTBSHETO M MPHJIATAHETO HAa Pa3TBOPA BIKTE TOUKa 6.6.
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4.3 IIpoTuBOMOKA3aAHUA

CBpPBXYYBCTBHTEITHOCT KbM aKTUBHOTO BEIIIECTBO, KbM JIPYTH MHIITH MPOTEUHHU WM KbM HIKOE OT
MTOMOIIHHUTE BEIIeCTBA, M30pOeHU B TouKa 6.1,

[TanmenTH ¢ HacIeACTBEHA HETIOHOCUMOCT KbM (pyKTo3a. [Ipenn 3anouBaHe Ha jieueHne TpsOBa aa ce
W3KIIIOYHU HACJIEICTBEHA HETTOHOCUMOCT KbM (PPYKTO3a Bb3 OCHOBA Ha MOJXO/ISIIH 32 Bh3pPacTTa

KJIIMHAYHU OCHOBaHHUSA (BX. ToUKa 4.4).

[MaumenTn ¢ TyOepKyno3a Wik APYTH TEKKHU MHPEKLINU KaTo CETNICUC, a0CLIECH U ONOPTIOHUCTHYHH
nH(eKuu (BXK. Touka 4.4).

[MaumeHTH ¢ yMEpeHO TeXKKa WK Texka chpaedna HepoctaTbuHocT (III/IV K o NYHA) (Bx.
Touku 4.4 u 4.8).

4.4 ChneuuajaHu mpeaynpesaeHus U Npeana3sHy MepKH NP4 ynorpeda

[Ipocaeaumoct

3a na ce moI00pH MPOCIEAUMOCTTa HAa OMOJIOTMYHUTE JICKAPCTBEHU MPOAYKTH, UMETO U TAPTUIHUSAT
HOMEDp Ha MPHUJIOKEHUS MPOAYKT TPsiOBa SICHO J]a ce 3alncBart.

NHdy3M0HHY peakiui ¥ CBPbXYYBCTBUTEIHOCT

[Tpu mpunosxenue Ha nHPIMKCUMaO ca HabIIOAaBaHu OCTPH HH(PY3NOHHH PEAKIINH, BKIIOYHTEITHO
aHaMITaKTHYEH 10K, KAKTO M PEaKIy Ha 3a0aBeHa CBPbXIYBCTBUTEIHOCT (BXK. TOUKa 4.8).

Octpute MHQY3UOHHH PEaKLUK, BKIIOUYUTETHO U aHAPUIAKTHYHN PEaKiK, MOTaT JIa C€ Pa3BUSAT 110
BpeMe Ha (3a CeKyH/IH) WX JI0 HAKOIIKO Jaca ciie nHPYy3usaTa. AKO ce pa3BUsAT OCTPU HHPY3HOHHU
peakiuy, HHQYy3usITa TpsIOBa Aa ce crpe BegHara. TpaOBa 1a UMa ycIoBHs 3a OKa3BaHE HA CIICIIHA
noMmotr (aApeHaInH, aHTUXUCTAMUHN, KOPTUKOCTEPOUIU 1 Habop 3a HHTYyOawus). Mosxe J1a ce paBH
IpeMeIUKaIysl, Harp. ¢ aHTUXUCTAMHUHHU, XUIPOKOPTH30H W/WIK HapaleTamolt, 3a NpopiakTHKa Ha
JIEKH U TIPEXOJIHU PEAKLIUH.

BB3MOKHO € 11a ce pa3BUAT aHTHTENA cpelly HH(IMKCUMa0, KaTo MosBaTa MM € CBbp3aHa ¢ IIOBHIICHA
4ecToTa Ha MH(Y3HMOHHHUTE peakuun. Maika 4acT oT MH(Y3MOHHHUTE PEaKIMH Ca CEPUO3HU aJePrHIHU
peakiy. OcBeH ToBa € HaOJII0JaBaHa ¥ Bpb3Ka MEXK/y Pa3BUTHETO Ha aHTUTEJNA CPELLy
WHQIMKCUMA0 U HaMalleHa MPOABDKUTEIHOCT Ha peMucHsta. ChBMECTHOTO MPHUIIOKEHUE Ha
UH(IMKCUMAO ¢ IMYHOMOIYJIATOPH € CBBP3aHO C MIO-HUCKA YEeCTOTA HA Pa3BUTHE HA aHTHUTEINA CPEILy
WHQIMKCUMA0 U IO-HUCKA YECTOTa Ha NHPY3HOHHUTE peakind. EQeKThT 0T ChBMECTHOTO
NPUIOKEHUE HA IMYHOMO/IYJIATOPH € M0-U3pa3eH NpH MAalMeHTH, JIEKYBaHH eNMU30AUnIHO ¢ Remsima,
OTKOJIKOTO TIPH NALMEHTH Ha TOAIbpKaNIo JedeHue. [lareHTuTe, npu KOUTO NPUIIOKEHUETO Ha
UMYHOCYTIPECOPH € CHPSIHO MPEIN 3all0YBaHe Ha JICYSHUETO WITH 110 BpEMe Ha JICYSHHUETO C
UHQIMKCUMA0, ca ¢ TIOBUIIIEH PUCK OT Pa3BUTHE HA aHTUTENa. AHTUTENaTa cpenry HHPIUKCUMad He
BUHATW MOTaT J1a ObJIaT OTKPUTH B cepyM. [Ipu pa3BuTHE Ha CEpHO3HM peakuuu, TpsiOBa 1a ce
3all0YHE CUMIITOMATUYHO JICYSHHUE U J1a HE ce MPaBAT HOBU WHQY3uH MHOIMKCHMa0 (BK. Touka 4.8).

B ximHWYHATE TpOyYBaHHUS NMa CHOOIIEHH 32 PeakIiy Ha 3a0aBeHa CBPbXIYBCTBUTEITHOCT.
HanuyanTe 1aHHM rOBOPSAT 3a MOBHIIEH PUCK OT Peakuy Ha 3a0aBeHa CBPbXUYBCTBUTEITHOCT IIPH
yABIDKaBaHe Ha reproaa 6e3 mpuem Ha nHpmkcnMab. [larmenTure Tps6Ba na 6bAaT MOCHBETBAHU
He3a0aBHO J]a THPCAT METUIIMHCKA IOMOIIL TIPH pa3BUTHE Ha NPOSIBY Ha 3a0aBeHa He)KellaHa Peakins
(Bx. Touka 4.8). [lanuenTH, Ipu KOUTO CE MPOBEXKAA NOBTOPHO JICUEHHUE CJIE/ POIBILKUTEIICH
MHTEpBaJ, TPAOBA J1a ca Mo/l CTPOro HaOJII0CHUE 3a MIPU3HALM U CHMIITOMH Ha 3a0aBeHa
CBPBXYYBCTBUTEIHOCT.
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HNudexnmu

[Ipeau, o BpeMe Ha U ClIe/ JIEYCHUETO ¢ MHPIMKCUMA0 MaeHTHTe TpsOBa Aa ca MoJ| CTPOro
HaOJIFO/ICHNE 3a pa3BUTHE HA WH(EKIIMHY, BKIIIOYUTEIHO U Ha TYOepKy03a. T'hil KaTo eTMMHUHAPAHETO
Ha nHpIIKCHMa0 MOJKe J1a TIPOABIKH 10 6 Mecela, HabJItoICHUETO TPSOBa Aa MPOIBIDKY MPe3 IMeTus
nepuoJi. AKO IPH J3JICH MAIUEHT ce pa3BUe Cepruo3Ha MHMEKIINS WITH CETICHC, ICUCHHUETO C
nHQIMKCUMab He TpsOBa Ja MPOIbIDKABA.

C nmoBMIIIEHO BHUMaHUE TPSAOBA J1a ce MOIX0XK 1A IPU OOCHKIaHE Ha JIeYeHUEe ¢ MHQIUKCUMab mpu
MAIUCHTH C XPOHUYHU WH(PEKIIUN WU aHaMHE3a 332 PeKYPEHTHU HH(EKINH, BKIIFOYUTEITHO TPU
MAIMEHTH Ha ChITLTCTBAIIIO JIeUeHHe ¢ UMyHocyTpecopu. [larrenTure TpsiOBa 1a ObaaT MOCHLBETBAHU
Jla ©30sTBAT U3JIaraHe Ha BE3MOYKHU PUCKOBH (aKTOpH 3a HHPEKTHUPaHE.

Tymop-nekpotusupamust ¢pakrop anda (TNF,) e MeanaTop Ha BB3MAIICHHETO U MOAYJIATOP Ha

KJIETBYHUS UMYHEH OTroBop. EkcriepuMeHnTannuTe AanHu mokassar, ue TNF, e OT OCHOBHO 3HaueHHe
B OopOata cpenty NpUIMHUTEINTE Ha BETPEKICTHYHN HH(EKIMH. KITMHNYIHUAT ONUT 1OKa3Ba, 4e Ipu
HSIKOM IALlMEHTH, KOUTO Ca Ha JIeYCHHE C HHPINKCUMA0, aHTHUH(EKIIMO3HUAT UIMYHHUTET € OTCJIa0eH.

Tps6Ba ma ce oroenexu, ue notuckanero Ha TNF, Moxe 1a Mackupa HIKOM CHMITOMH Ha WH()EKIINH,
KaTO HaIpHMep IOBHIIEHAaTa TeMIlepaTypa. PaHHOTO pa3no3HaBaHe Ha aTHITMYHN KIMHUYIHU Oele3n
Ha CepHO3HU MH(EKIIMU 1 Ha TUITMYHH KJIMHUYHU Oele3n Ha PeKu U HeoOnYaiiH! HHPEKIIH €
U3KJIIOYUTEITHO BaXKHO C OIJIE/l HABPEMEHHOTO IIOCTaBsIHE Ha IMarHo3a U 3all0YBaHe Ha JICUCHUE.

[armmenTture, nmpuemantu TNF-6mokepu, ca mo-moJaTivBA KbM Pa3BUTHE HA CEPUO3HUA MHQEKITHH.

[Tpu maruenTy, JiekyBaHu ¢ HHGIMKCUMA0, € HAOJI0JaBaHO Pa3BUTHE HA TYOEPKYJI03a, OaKTepHaTHU
MH(EKINH, BKITFOYUTEIHO CETICHC M THEBMOHHMSI, THBA3WBHH I'bOWYHY, BUPYCHU H APYTH
OIOPTIOHUCTHYHH MH(pEKIMHU. HsKou 0T Te3n nHpeKnuy ca OMiIH C JeTaleH U3X0; Hai-4ecTo
CHOOIIaBAHUTE OMOPTIOHUCTUYHN WHPEKIMU C YeCTOTa Ha CMBPTHH CiIy4au > 5% BKIIIOYBAT
MTHEBMOIIMCTHA THEBMOHHMS, KaHIN/103a, TUCTEPHUO3a U acCIIepriuio3a.

[MatmeHTH, KOUTO PA3BHAT HOBA MHGEKIHS [0 BpeMe Ha JICYeHUETo ¢ MHPIMKcMab, TpsOBa aa
ocTaHaT HOJ JEKapcKo HaOJII0JeHNE U Aa UM ObJe HanpaBeH 00CTOCH JUArHOCTUYEH Mperie.
[TpuembT Ha HHPIMKCUMA0 TPAOBa fa ObJe NPEyCTaHOBEH, aKO IIPH MAalMeHTa Ce Pa3BHe HOBA
cepro3Ha MH(EKUUS HITH CeTICUC, KaTo Ce HAa3HAYU MOAXOSIIO aHTUMUKPOOHO MM IPOTUBOI'BOMYHO
JieueHue, I0KaTo HHGeKIusiTa He Ob/ie OBIajsHA.

Tybepxynosa

IIpu nanuenTy, JeKyBaHU ¢ HHQIUKCUMA0, MMa ChOOIIEHUS 3a Pa3BUTHE HA aKTHBHA TyOepKyo3a.
Tps6Ba na ce oTOeNexH, Ue MOBEYETO OT TE3U ChOOILEHHS ca 3a EKCTpaIyJIMOHAIHA TyOepKyo3a,
KOSITO c€ IIPOsIBsBa WU KaTo JIOKAJIHO, WIX KaTO JUCEMUHUPAHO 3a00JIsIBaHe.

IIpeau 3anouyBaHe Ha jeyeHUE ¢ HHPIUKCUMA0, Y BCUYKH MALMEHTH TPAOBa fa Oble N3KI0UYeHa
KaKTO aKTUBHA, TaKa U JJaTeHTHA TyOepKyJo3a. ToBa BKIIIOUBA OPOOHA aHAMHE3a C HACOUEHH
BBIIPOCH 3a IIpeKapaHa TyOepKyJ03a WM Bb3MOXKEH KOHTAKT ¢ OOJHU OT TyOepKyJ103a, KaKTO U
NPEaX0KAallla W/HiIN HACTOsIIa UMyHOCyIpecuBHa Tepamnus. [Ipu Bcuuku nauuenTty TpsioOBa 1a ce
MPaBST ChOTBETHUTE CKPUHUHTOBH U3CIIEABAHNS CIIOPE MECTHHUTE MPENOPHKH (HATP. TYOSpKYIMHOB
TECT, peHTTeHOoTpadus Ha TPBJICH KOII 1/Wii nHTepepoH — rama tect). [IpernopbuBa ce pe3ynraTute
OT TE3H M3CJIEBAHMS /1a CE BIUILIAT B HAIIOMHALIATA KapTa Ha ManuenTa. JIekyBamust jgekap TpsioBa
Jla IMa TIPEeIBU/I ChLIECTBYBAIINS PUCK OT (QaIIMBO-OTPULIATEICH TYOSPKYIMHOB KOXKEH TECT MPH
TEXKO OOJTHU MM UIMYHOKOMIIPOMETHPAHH MallMEHTH.

AKO ce IMarHocTUIMpa aKTHBHA TYOEpKyJI03a, He TpsiOBa a ce 3aroyBa JeueHne ¢ HHPINKCUMao
(Bx. Touka 4.3).
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IIpu ceMHEHHE 3a JaTeHTHa TyOepKyi03a, MalMeHTHT TPSOBa J1a ce KOHCYITHpPA C JeKap C OMUT B
JIe9eHneTO Ha TyOepKyno3a. [Ipu Bcruku onrcanu mo-aoiy ciydan TpsiOBa MHOTO BHUMATEITHO Ja ce
MPELCHN ChOTHOIICHUETO T0JI3a/PUCK OT JICYSHUETO ¢ MHPIUKCUMa0.

AKO ce TuarHoCTHIIMpa JaTeHTHA TyOepKyIi03a, MpeIr 3alI0YBaHe Ha JIEUSHNETO ¢ HHPIMKCUMA0
TpsiOBa Ja ce 3aroYHe aHTUTYOePKYJI03HA TEPaIns B CbOTBETCTBHE C MECTHUTE MPETIOPHKH.

[Ipenu 3amouBane Ha JedeHHETO ¢ HHMIMKCUMAO, TIPY MAHEHTH C HAKOJIKO WJIH 3HAYNMH PHCKOBH
(haxTopH 3a TyOEpKyII03a M OTpUIIATENIEH PE3YNITAT OT H3CIEABAHIATA 3a JJaTEHTHA TyOepKyo3a,
TpsiOBa J1a ce 00CHAM 3aM0YBaHE Ha aHTUTYOECPKYJI03HA JICUCHHE.

[Tpn manmenTn ¢ aHaMHe3a 3a JIATEHTHA WJIM aKTHBHA TyOEpKyJ103a, IIPH KOUTO HE € CUTYPHO, Ye €
NPOBEJICH MTBJICH KYPC Ha JICUCHHE, ChIIO TPOBA a ce 00ChIM MPOBEKIAHETO HA aHTUTYOCPKYJIO3HA
JICYCHUE TIPS 3aMI0YBaHE HA TepanusTa ¢ HHOIMKCHMAO.

CpoOmienn ca HIKOM CITy4Yad Ha aKTHBHA TyOepKyJI03a MPH MAMeHTH, IEKYyBaHU ¢ HHPIMKCHMAO 110
BpEMe Ha U cJefl JJeUeHHe Ha JIATeHTHA TyOepKyIo3a.

Bcewuku narnuentu Tpsa6Ba na 6b1aT HHOOPMUPAHU A3 TOTHPCIT He3a0aBHA MEAUIIMHCKA MTOMOIII, aKO
M0 BpeMe Ha WIIK cJie]] Kpasi Ha JICYCHUETO ¢ MHPIMKCHUMA0 pa3BUsIT NPU3HAIIN/CUMIITOMH,
MOJICKa3Ballld HATMYKME Ha TyOepKyJio3a (Hamp. yIopuTa KalllIuia, 3aryba Ha Tero, cyodeOprina
TEMIIEpaTypa).

HUneazusnu 2vbuunu undexyuu

AKO TIpY TIAIIMEHTH, JIEKyBaHH ¢ MHPIUKCUMa0, ce pa3BHe CEPUO3HO CUCTEMHO 3a00IsiBane, TpAOBa 1a
CC IMMoJ03Wpa MHBa3WUBHA F’B6I/I‘IHa I/IH(I)CKHI/ISI KaToO acnepruiosa, KaHamao3a, IHCBMOIIMCTHA
ITHEBMOHMS, XMCTOILIa3M03a, KOKIIUANOUAOMUKO3a MM OJJACTOMHKO3a U OIllE HA PAaHEH eTall OT
W3CIIC/IBAHUATA HA TE3U MAIlUCHTH TPsIOBa J1a ce HanpaBy KOHCYNTALUS C JIeKap, KOWTO € CTIeHaIICT
B IMarHOCTUKATA M JICYCHHETO HA MHBA3UBHYU I'bOMYHN HH(EKINH.

WHBa3uBHUTE MBOUYHU HHPEKITUM MOTAT JIa TIPOTEKAT MO-CKOPO KATO JUCEMUHUPAHO, OTKOIKOTO
JIOKQJIM3UPAHO 3a00JIsIBAaHE U NPU HAKOM MAIUEHTH C aKTUBHA MH(EKIIUS TECTOBETE 3a AaHTUTCHU U
aHTHUTEJIa MOT'aT Jia ca OTpuiaTe)iHu. TpsOBa qa ce 0OMUCIIN OIXOASIIA EMITUPHUYHA
MIPOTHUBOTrBOUYHA TEPAIIUs, KATO CE B3€ME 1101 BHUMaHUE KaKTO PUCKA OT TEeXKa rbOMYHA MH(EKIIHS,
TakKa ¥ PUCKOBETE OT MPOTHBOI'bOMYHATA TEPAITHSI.

[Ipyn manueHTH, KOUTO ca KUBEJIH MM IBTYBAJIU 110 MECTa, KbJIETO MHBA3UBHUTE I'bONYHY MH(EKINH
KaTO XHMCTOINIa3MO03a, KOKIIUANOUIOMUKO3a HIIH OJJaCTOMHKO3a Ca €HIEMUYHH, IOJI3UTE U PHCKOBETE
OT JICYCHUETO ¢ HHPIUKCHMA0 TPIOBa BHUMATEIHO JIa c€ OOCHAT, MPEIU JIa ce Ha3HAYH JICUCHHUE C
UHQIUKCUMAO0.

Qucmynuzupawa bonecm na Crohn

[Tpu nanmentute ¢ Gucrynmzupamia 6oxect Ha Crohn ¢ ocTpu rHOWHU (HUCTYIIM He TPsAOBA Aa ce
3aroyBa JeueHne ¢ MHPIMKCUMA0, JOKAaTO He e M3KITIOYH U3TOYHMKA Ha MH(EKIIMs, Hali-Beue adciiec
(Bk. TOuKa 4.3).

PeaxtuBamus Ha xenatur B (HBV)

[Ipu manmeHTH, XpOHUYHN HOCUTEIM HA BUpYyca Ha XenaTut B, nexyBanu ¢ antaronuctu Ha TNF,
BKJIFOUUTENIHO HHGIMKCUMA0, € HAaOJII0jaBaHa peakTHBalKs Ha BUpyca. Hskou oT ciaydyaure ca Ouiu ¢
JieTaneH u3Xo/l.

[Marmenture TpsOBa 1a ObAAT U3cienBanu 3a HBV undekius npeay 3amouBaHe Ha JCUEHHUE C

nHpukcumad. [Ipu manuenTn, kouto ca nmo3utneHYu 32 HBV nH(ekuus, ce npenoprusa
KOHCYJITalUA C JIeKap, KOMTO MMa OnuT B JedeHueto Ha xenatuT B. Hocurenure na HBV, npu kourto
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ce Hajiara mpoBeXKIaHe Ha JedeHue ¢ nHpIukcnMab, TpsOBa a ObIaT BHUMATETHO MIPOCTICAsIBAHH 32
MpHU3HAIM U CUMITTOMY Ha akTuBHa HBV mH(beknus mo BpemMe Ha JI€UESHUETO U B IPOABIDKCHUE HA
HSKOJIKO Mecella cie]l Kpas Ha JieueHneTo. HsimMa 1ocTaThuHO TaHHU 3a €THOBPEMEHHO JICUCHHE Ha
Hocutenu Ha HBV ¢ npotuBoBUpyCcHU JiekapcTBeHH NPOAyKTU U TNF-aHTaroHucTH ¢ nen
npodmrakTuka Ha HBV peaktuBanms. [Ipu marueHTrnTe, mpu KOUTO Ce pa3Bue peakTuBarus Ha HBV,
nedeHneTo ¢ nHpIuKcumMad TpsaOBa aa ce crpe u 1a ce 3aroyHe e(peKTHBHO IPOTHBOBHUPYCHO JIeUEeHUE
Y TIOJXO/ISIIA TIOAIBPIKAIIIO JISYCHHE.

XCHaTO6I/IJ'II/IaDHI/I HapYIICHUA

[To BpeMe Ha MOCTMAPKETHHTOBUS IIEPUO]T Ha MHPIUKCHMA0 ca HaOI0aBaHu CIyvan Ha UKTEp U
HEMH(EKIIMO3EH XENaTUT, TOHAKOTa C XapaKTePHCTHKA HA aBTOMMYHEH XemnaTuT. MiMa otaenHu
CITy4ad Ha 9epHOAPOoOHA HETOCTATHYHOCT, BOJIEIIA O HEOOXOAUMOCT OT YepHOIPOOHA
TpaHCIUIAHTALU, WK 10 CMBPT. [lalneHTuTe Che CUMIITOMH MJIH MIPU3HALM 33 HapyLIeHa
yepHOoApoOHa (yHKUMS TpsAOBa 1a ObIAT OLICHEHH 3a JaHHH 332 YEPHOAPOOHO yBpexkIaHe. AKO ce
pasBue ukrep w/unu AJIAT ce moBumM > 5 MbTH HaJ] TOPHATa FPaHKIIA HA HOPMATa, JICYCHUETO C
Remsima Tpsi6Ba n1a ce cripe 1 1a ce Ha3HadaT MOAPOOHH H3CIEABAHMS 32 YTOYHSIBAHE HA
4yepHOApOOHaTa HYHKITHUS.

EnnoBpeMenHo npriioxkenne Ha naxuonropu Ha TNF-anda u anakuapa

IIpyu KIMHUYHY NPOYYBAHUS HA €THOBPEMEHHO IPUJIOKEHUE HA aHAKUHPA U €TaHEPLENT, Ipyr
TNF,-61mokep, ca HaOMr01aBaHU CEpUO3HY WH(EKIIUN 1 HEyTPOTICHHUS, KaTO KIMHUYHUAT e(heKT He
HPEBB3X0K/A TO3U OT CAMOCTOSTEIIHOTO MPIIIOKEHHE Ha eTaHepuenT. EcTecTBOTO Ha HeXelaHuTe
pcakuuu, Ha6JIIOI[aBaHI/I IIpyu NPUII0KCHUEC Ha KOM6I/IHa]_[I/ISITa OT €TaHCPUCUT U aHAKWHpPaA € TaKOBa, 4€
CXOJTHHM TIPOSIBM HA TOKCHYHOCT MOTAT J1a € HaOJI01aBaT U IPH €HOBPEMEHHO TPHIIOKEHHE Ha
anakuHpa u npyru TNF,-61okepu. [Topaau ToBa He ce mpernopbyBa eTHOBPEMEHHOTO NMPUIOKEHHE HA
UHQIMKCUMA0 U aHAKHHPA.

EnnospeMenno npmwioxenne Ha TNF-anda naxuburopu u abaranent

[Tpy KITMHUYHY IPOYYBaHMS €THOBPEMEHHOTO npuiiokeHne Ha TNF-antaronucty u abatamnent ce
CBBP3Ba C MMOBUIICH PUCK OT pa3BUTHE Ha HH(EKINH, BKIIOYUTEIHO TEKKN HHPEKINH, B CPABHEHHUE
CbC camocTosTeNHO Jeuenne ¢ TNF-anTaronuctu, 6e3 no-rojxeMu KIMHUYHO 3HauuMHu noisu. He ce
NpenopbyYBa eAHOBPEMEHHOTO MTPUJIOKEeHUE HAa HHPIHKCHMa0 1 abaTalernT.

E1HOBpEMEHHO IPUWIIOKEHHE C JIPYTH OMOJIOTMYHH JIEKAPCTBEHU IIPOLYKTH

Hsma nocrarbuHo uH(GOpMAIHS 10 OTHOLICHHE HA €THOBPEMEHHATa yHoTpeba Ha HHPIMKCUMA0 ¢
JpyTrH OMOJOTUYHY JIEKapCTBEHH MPOIYKTH, U3II0JI3BAHH 32 JIeYEHUE Ha ChIIUTE 3a00JsIBaHus, 32
KOMTO ce n3noyi3Ba nHQmukcnMad. EnHoBpeMenHara ynotpeba Ha WHPIMKCUMAO ¢ Te3u OMOJIOTUIHU
MMPOAYKTH HE CC€ NIPCTIOPBHUBA IMOpaJr Bb3MOKHOCTTA 3a ITOBUIIIABAHE HA pPHUCKaA OT I/IH(I)GKHI/ISI " Apyru
HOTEHIMATHU (HPapMaKOJIOTHYHU B3aUMOACHCTBUSL.

IIpemuHaBsane ot eaud Bua ouosiornyeH DMARD kbM 1pyr

HGO6XO,I[I/IMO € IIOBUII€HO BHUMAaHUEC M MMAIUCHTUTC TpH6Ba Ja mpoAbJKAT aa 6’B}_IaT nmpociieAdBaHU
IIpu NpEMUHABAHC OT CANH OuoornyeH JICKAPCTBCH NMPOAYKT KbM APYT, TBU KaTo IMPUTIOKPUBAHETO
Ha OMOJIOTMYHA aKTUBHOCT MOXKE JOI'BJIHUTCIIHO [da MOBUIIIKN PUCKA OT HECXKCIIAaHU PCaKIUH,
BKJIFOYHUTCIIHO I/IH(i)eKIII/IH.

Bakcunanmn

HpenoquBa CC, aKO € Bb3MOXHO, ITPEAU 3al10YBAHC HA JICHCHUCTO C Remsima Ja CC HAIlpaBAT BCUYKHU
BAaKCHHAIIMM HA MALIUCHTUTEC, B CbOTBETCTBUC C UMYHU3AIIMOHHUS KaJICHAAP. Ha NallMCHTHUTEC,
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JIeKyBaHU ¢ HHGIMKCHMa0, MOTaT J1a ce MPaBsAT €AHOBPEMEHHO BaKCHHH, C M3KIIIOYCHHUE HA KUBU
BaKkCUHH (BX. TOUKU 4.5 1 4.6).

B moarpyna ot 90 Bb3pacTHU nanuenTH ¢ peemaronex aptput B ASPIRE npoyuBaneTo, npu cxoneH
MIPOIIEHT MAIMEHTH BHB BCSAKA TPyIa Ha JIeYeHre (MeToTpeKcaT mitoc: Tarebo [n = 17], 3 mg/kg
[n=27] umu 6 mg/kg napmukcumad [n = 46]) ce mosiBsiBa €PEeKTHBHO ABYKPATHO YBEITUYECHUE HA
TUTHPA Ha MMOJIMBAJICHTHA THEBMOKOKOBA BaKCHHA, TTOKA3BaIIo, Y€ MHPINKCHMa0 HE TIOBIUSIBA
T-KIeThYHO HE3aBUCHMUS XyMOpaJIeH UMyHEH oTroBop. O0aue npoyuBaHus OT IMyOJUKyBaHaTa
JUTEpaTypa Mpy pa3IuyHi HHIANKAMH (HAaIp. peBMAaTOHICH apTPHT, Icoprasuc, bonect Ha Crohn)
NpeAroarar, ye He)KUBUTE BAKCUHHM, TIPUIIOKEHH IO BpeMe Ha JieueHue ¢ anTh-TNF mpoaykT,
BKITFOUUTENTHO WHINKCUMAO0, MOXKE J]a MPEAN3BUKAT IT0-c71ab MMYHEH OTIOBOP, OTKOJIKOTO TPH
MAalMEHTH, KOUTO HE NOJy4aBar jgeueHue ¢ antu- ITNF npoaykTu.

JKuBu BakcuHM/TepaneBTHYHU HHGOEKIMO3HU areHTH

JanHuTe 3a OTrOBOpa MpY BaKCHHUPAHE C )KMBU BAKCHHU MJIM 32 BTOPUYHO MpelaBaHe Ha HHPEKIHS
Ype3 KUBH BAKCHHH IPH MALMEHTH, KOUTO ca Ha JedeHnue ¢ aHTu-TNF npoaykTy, ca orpaHuueHn.
VYnorpebara Ha )KMBH BAKCHHH MOJKE J1a JIOBEJIE /10 KIMHUYHU HH(EKINH, BKIIOYUTEITHO
nuceMuHupany nHMekunu. He ce nmpemopbuBa eTHOBPEMEHHO MpHUIaraHe Ha )KUBH BAKCUHH C
WHPIAKCHIMAO0.

Excnosunus Ha 6e6eTo in utero

ITpu kbpMaueTa, U3NI0KEHU in utero Ha MHOIUKCUMAO, € ChOOIICH CITy4al C JISTaJleH U3XO0/1 MOPaau
nucemuHupaHa nHeknus ¢ 6amt Ha Kanver u I'epen (Bacillus Calmette-Guérin, BCG) cnen
npuinarane Ha BCG BakcuHa cnen paxxnanero. [IpenopbuBa ce 1a ce n3yaka ABaHAAECCET MEcela Cies
paXkIaHe Tpey NpularaHe Ha )KUBH BaKCHHH Ha KbpMadeTa, U3JI0KEHH in utero Ha HHPIMKCUMAO.
AKO cepyMHHTE HUBa Ha HHPIMKCHMAO TPH KbPMAdeTo ca HEyCTAHOBUMH WIIA MHPIUKCHMA0 €
MpUJIarad camo Mpe3 IbPBUS TPUMECTHP Ha OPEMEHHOCTTa, MOXKeE Jia ¢€ OOMHUCIIN MPUIIOKEHHUE Ha
JKMBa BaKCHMHA Ha MO-PaHEH eTall, aKo UMa sICHa KJIMHUYHA T10J13a 32 ONpeAesIeHO KbpMade (BiK.

Touka 4.6).

Excnosunus Ha 6e6eTo Ype3 KbpMara

He ce npenopbuBa npuiiokeHHe Ha XUBa BAKCUHA NIPU KbpMaye, J0KAaTO MaliKkaTa MmojayJaBa
UHQIUKCUMA0, OCBEH aKO CEpPYMHHTE HHBA HA HH(PIUKCUMAO MPH KbPMAUETO Ca HEYCTAHOBUMHU (BXK.
TouKa 4.6).

TeDaHeBTI/I‘-IHI/I I/IHd)eKHI/IOSHI/I arcHTHu

Jpyra ynotpeba Ha TeparneBTHYHN HHPEKIIMO3HU areHTH KaTo )KUBHU aTCHIOMPAHU OakTepuu (Hamp.
BimBaHe Ha BCG B MMKOYHMS MEXyp IIPH JICYSHHE Ha PaK) MOXKe J1a JOBeJIe 10 KIMHUYHN HH(EKIUH,
BKJIFOUMTEITHO JJMCeMUHUpany HHpekuun. [Ipenopsusa ce 1a He ce npuiaraT TepaneBTHIHH
WHQEKIMO3HH areHTH €HOBPEMEHHO ¢ HH(IMKCUMAO.

ABTOMMYHHH IIPOLIECH

OtHocutenuuat nepuiut Ha TNF,, npeaussukan ot jeueHue ¢ aHTi-TNF nmpoaykTH, Moxe 1a
MpeAn3BUKa OTKIIOUBAHE HA aBTOMMYHEH Ipoliec. AKO IIPU IaJIeH NallueHT e JICUSHUE C
UHGIMKCUMAO Ce MPOSBIT CUMIITOMH, HACOUBAIIM KbM JIYIYC-TI0/I00€H CHHIPOM, ChIIPOBOJICHH OT
MMO3WTHUBHpAHE Ha aHTHUTENA cpery aporHoBepmkHa JJHK, He TpsiOBa ma ce mpoBexaaT HOBH KYPCOBE
¢ nuHpaukcuMad (Bx. Touka 4.8).
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Hesponornunu ce0utHst

Ynorpebara na TNF-010kupamiy cpeactsa, BKIIOYHTETHO HHPIUKCHUMa0, ce CBbP3Ba ChC Clydad Ha
OTKJTIOYBaHE WK 000CTPSHE HA KIMHUYHO WU PEHTT€HOJOTHYHO H3sIBEHU IEMITUCHU3UPALIH
HapYIICHHUs, 3acsTally [IEHTpaTHaTa HepBHA CHCTEMa, BKITFOUATEITHO MHO)KECTBEHA CKJIEP03a, KaKTO 1
JIEMIIMEHU3NPAIIN HapYIIeHNS, 3acATaly epudepHaTa HepBHa CHCTEMA, BKIIFOUYNTEITHO CHHAPOM Ha
Guillain-Barré. [Ipu nanueHTr ¢ aHaMHe3a 3a ChIIECTBYBAILIU WU 38 HACKOPO MOSBHIIHN C&
JEMIIEHU3NPAIN HapYIIeHN, TIPEIH 3all0YBaHe Ha JIedeHne ¢ HH(pIuKcnMad BHUIMATEITHO TPsOBa
Jla ce MPEIEHST TOI3UTe U PUCKOBETE OT JiedeHneTo ¢ auTu- I NF mpoaykTtu. Ako Te3n HapyIIeHus ce
pas3BusIT, TpsiOBa 1a ce OOMUCIH MTpeKpaTsIBaHe Ha JIEYEHHETO ¢ MHDIUKCHMAO.

31mokadecTBeHH U JInM@orpoardepaTHBHN 3a00 ISIBAHNS

B konTponupanute kmuHU4YHY poyuBaHust Ha TNF-Onokepu cpen mauneHTuTe, JeKyBaHH! C
TNF-610kep, ca HaOII0AaBaHU [TOBEYE CIIy4au Ha 3JI0Ka4€CTBEHU HOBOOOPa3yBaHUs, BKIIOUUTEIHO U
nuMdomu, B cpaBHEHHE ¢ KOHTPOJIHUTE TpyNH. B KnnHNMYHNTE Npoy4uBaHus Ha HHpIMKcHMaO 3a
BCUYKH 0JJOOpEHH MOKA3aHUs, YECTOTaTa Ha Pa3BUTHE HA TUM(OM MpH JEKyBaHUTE ¢ HHPIMKCHUMA0
MAIMEHTH € M0-BUCOKA, OTKOJIKOTO OYaKBaHaTa B 00IaTa IMOMyJIalusl, HO KaTo 1510 Pa3BUTHETO HA
muMdom octaBa psAAKo. B mocTMapKkeTHHIOBU YCIIOBHS UMa ChOOIIEHHUS 3a CIydan Ha JIEBKEMHUS IIPU
MALUEHTH, JIeKyBaHUu ¢ TNF-anTaronuct. IIpy manuueHTy ¢ peBMaTOMIEH apTPUT C rojisiMa JaBHOCT U
BHCOKa aKTHBHOCT Ha BB3MATUTEITHOTO 3a00JIsiBaHE CHIIECTBYBA MOBUIICH PUCK OT MOsIBa Ha TMM(OM
1 JIEBKEMHUSI, KOETO YCIOXKHSBA OLICHKATa HA PUCKA.

B xIMHHUYHO MpoyYBaHe Ha MPUIIOKEHHE Ha HHPIMKCUMAO0 MPH MAIMEHTH C YMEpPEeHa J0 TEeKKa
XpOHUYHA OOCTPYKTHBHA OenoapodHa Oomect (XOBD) B rpymnara Ha nexyBanuTe ¢ HHMOIUKCHMA0
NalMeHTH UMa TI0BeYe ChOOIIEHHMS 3a Pa3BUTHE HA 3JI0KAYeCTBEHH 3a00JISIBaHNUS, OTKOJIKOTO B
KOHTpOJIHATa rpyna. Benuku manueHTy ca ¢ aHamHesa 3a TIoTIoHomyIieHe. [Ipu o6chixaane Ha
JieueHue TPsOBa 1a ce MOAXO0KAa C MOBUILECHO BHUMAaHKE TPH MAIMEHTH C TIOBUILICH PUCK OT Pa3BHTHE
Ha 3JI0KQU4eCTBEHO 3a00JIIBaHE BHB BPh3Ka C TIOTIOHOITYIIICHE.

Bb3 ocHOBa Ha M3BECTHOTO O MOMEHTA HE MOXKE Jla C€ U3KITIOYH ChIICCTBYBAHETO HA TIOBUIIIEH PUCK
3a pa3BUTHE Ha TUM(POM WIH JIPYTO 3IT0KAYECTBEHO 3a00JIsIBaHE MPH MAIEHTH, JICKYBaHH C
TNF-610kep (Bxk. Touka 4.8). [Ipu o6ckxnane Ha nedeHue ¢ TNF-010kep npu manueHTH ¢ aHaMHe3a
3a 3JI0Ka4eCTBEHO 3a00JsIBaHe, HIIM IPU 00CHXKJaHEe Ha IPOIB/DKABaHE HA JICUCHUETO NPH MAlUeHTH,
IPU KOMTO CE € Pa3BHJIO 3JI0KaYeCTBEHO 3a00JIsiBaHe, TPSIOBa Ja Ce TOAX0KAa C MOBUILIEHO BHIMAaHHUE.

C moBuIlieHO BHUMaHHUE TPsIOBa Jla ce MOAX0K/1a U MIPH MAIMEHTH C TICOPUA3KC U aHAMHEe3a 3a
Cepro3Ha IMYHOCYTIPECHBHA Tepamnus Win npoabokuteHa PUVA-Tepanus.

B nmocTMapKeTHHTOBH yCIIOBUSI IMa ChOOIICHUS 3a 37I0KaYeCTBEHH 3a00ISIBaHUS, HIKOHU C JIeTaleH
W3XOJ1, TIpH JIela, FOHOIIN 1 MIIaJii Xopa ([0 22-roJMiHa Bb3pacT), TekyBanu ¢ TNF-0mokep,
BKITFOUUTENTHO MHGIMKCUMAO0 (Havyaso Ha JiedeHnero < 18-roaumrHa Bb3pact). [lpubnmsurenno
HOJIOBHHATA OT TE3H Cliydau ca tuMpomu. Jpyrute ciaydan o0OXBaiaT Hali-pa3inuHy 37I0KaueCTBCHN
3a00JIsIBaHUS, B T.4. PEJIKK 3a00JsiBaHHsI, OOMKHOBEHO CBBP3BaHU ¢ UMyHocymnpecus. [Ipu nanuenTy,
nexyBanu ¢ TNF-0nokepu He MOKe J1a ce U3KIIIOYM PUCK OT IOsIBa Ha 3JI0KaYeCTBEHH 3a00JIIBaHUSI.

B mocTMapKkeTUHrOBHS IEPHO] MMa ChOOIICHHS 3a ClIy4Yau Ha XenaTojdueHaleH T-KiIeThueH JuMpom
(HSTCL) npu nanuenty, jiekyBanu ¢ TNF-0okepu, BkiounTesiHo nHGaukcuma0. To3u psabk
T-xierbueH IuMGOM € C arpeCUBeH X0 U OOMKHOBEHO € C JeTaleH n3xo/l. 109t BCHYKH ManueHTH
ca moJryymiin Jiedenne ¢ AZA nimu 6-MP enqHoBpemMeHHO it HerocpencTBeHo npenu TNF-0iokep.
[To-rossiMaTa 4acT OT CIy4YaWTe Ha pa3BUTHE Ha XemarojiMeHalieH T-kieThueH JUMQpOM, TP JICUCHHE
¢ uHQIMKCUMa0, ca pyu NanueHTH ¢ 6osect Ha Crohn wiy yaIepo3eH KOJIHUT, KaTO MTOBEYETO OT TAX
ca ch00IIaBaHY ITPH FOHOIIN WIIH MITAJIEKH OT MBXKKH ITOJI. [[0TEHIIMATHUAT PUCK OT KOMOWHUpPaHEe Ha
AZA wiu 6-MP ¢ nundrkcumad TpssOBa BHUMATEIHO J1a Ob1e oOMucieH. [Ipu narueHTy, JJIeKyBaHH ¢
uHGIMKCUMA0, HE MOJKE J1a C€ M3KJIFOUH ChIIECTBYBAHETO HA PUCK 33 Pa3BUTHE Ha XEMaToJueHAICH
T-knerpueH mTumMdomM (BXK. Touka 4.8).
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IIpu maruenTy, nekyBanu ¢ TNF-61okep, BKIIOUNTEIHO HHMIMKCHMA0 (BX. Touka 4.8) ce cho0Iana
3a MeJlaHOM 1 MepKeln-KieThueH KapiuHoM. [IpernopbuBar ce MepHonvHH! JIepPMaTOIOTUIHN
TperJieIu, 0COOCHO NPHY MAIMEHTH ¢ PUCKOBH (DaKTOPH 3a paK Ha KOXKaTa.

B momynanuoHHO peTpOCIEKTUBHO KOXOPTHO MPOYYBaHe, U3MOJI3BAII0 JaHHH OT HAIIMOHAIHUTE
HIBEJICKH 3JIPaBHU PETUCTPH, € OTKPUTA MMOBUIIICHA YECTOTA Ha IEPBUKAICH KaPITHOM IPH )KEHU C
PEBMATOUICH apTPUT, JICKYBaHU C HH(DIUKCUMAO B CPABHEHHUE C MAIUCHTH, KOUTO HE Ca JICKYBaHU C
OMOJIOTMYHU MPOITYKTH WU 00IaTa MMOMyJIalus, BKIIOYUTEITHO U Te3H Ha BB3pacT Haj 60 roauHu.
[leproaAMYHOTO CKPUHUHIOBO U3CJICIBAHE TPSOBA J1a POIBIDKHU TP JKEHU, JICKYBaHH C
nH)IUKCUMA0, BKIIFOYUTETTHO TIPH Te3W Ha BB3pacT Hax 60 TOTUHH.

Bendky manueHTH ¢ ynuepo3eH KOJINUT, KOUTO €a C MOBUIIEH PUCK OT pa3BUTHE HA AWCIUIA3US HIIH
KaplIUHOM Ha Ae0e0To 4epBo (HapruMep MallUeHTUTE C IBJITOTOIUILEH YIILEPO3eH KOMUT WK
I'BPBUYEH CKIICPO3MpPAILl XOJAHTHUT), KAKTO U TAKMBA C aHAMHE3a 3a IUCIUIa3Hus WIK KapLUHOM Ha
ne0enoTo YepBo, Mpear 3al0YBaHe Ha TepanuaTa U Ha PEJOBHU UHTEPBAIN CII€ 3aII0YBAHETO i
TpsiOBa J1a ce M3CIIeIBaT 32 HAIMYKE Ha AUCIUIasus. M3caenBaHeTo TpsaOBa Ja BKIIOYBA KOJOHOCKOIHS
¢ Ouoricuu crope] MECTHUTE NMpenopbku. HannyHuTe 10 MOMEHTA JaHHH HE MOKa3BaT JEYSHHUETO C
MHQIUKCUMA0 [1a MOBIUSIBA PUCKA OT Pa3BUTHE Ha JUCIUIA3Hs WM KapLMHOM Ha 1e0€eI0TO YepBo.

[ToHexxe PUCKBT OT pa3BUTHE HA KAPIIMHOM MPH JIEKYBaHU ¢ HHPIUKCUMA0 MAIMEHTH U C
HOBOOTKPHTA JUCIUIA3Us HE € OLEHABAH, CbOTHOLICHUETO MEXKIY PUCKA U I10JI13aTa OT IPOABIDKUTEIHA

TCpanusa TpSI6Ba BHHUMATEJIHO Ja C€ OLCHABA OT KIIMHUIMCTA ITIPU BCEKU OTACIICH IMallUCHT.

CoppaevHa HEJOCTATHYHOCT

HNudnukcumabd TpsiOBa 1a ce mpuiiara ¢ MOBHUIICHO BHUMaHUE MPH MAIMEHTH ¢ JieKa ChpeuHa
HenocraTbyHoCT (I/II ®K mo NYHA). [lanuenTture TpsiOBa ia ca 1moj| CTpOr KOHTPOII U JICUSHHETO C
uH(IUKCUMa0 He TPsiOBa Aa ce MPOABJKABA IPH MALUEHTH, IPU KOUTO CE Pa3BHE WU CE BIOIIU
CBIIECTBYBAIlla ChPICYHA HEAOCTATHUHOCT (BXK. Touku 4.3 u 4.8).

XeMaTOJIOTHYHHU PEAKITNU

ChlnecTBYBaT ChOOIICHHMS 32 CITyYan Ha MTAHIUTONICHUS, JICBKOIICHHS, HEYTPOIICHHS U
TPOMOOLIMTOIICHUS TIPU TAalUEHTH, mosydaBaiiu TNF-010kepu, BKIIOUNTEIHO nHGIMKCMMa0. Benuku
MAIMEeHTH TPAOBa 1a ObJaT MOCHBETBAHU JIa IOTHPCAT He3a0aBHA MEAMIIMHCKA TIOMOIII, aKO Pa3BUSAT
MIPU3HAIA U CHMITTOMH, KOUTO TIPEAToiaraT HaTndue Ha KPbBHA TUCKPa3usl (HAMp. TIePCUCTHPAIIL
(ebpunnTeT, KpbBOHACAIAHUS, KbPBEeHE, OJeTHOCT). [Ipy mannueHTH ¢ ycTaHOBEeHH 3HAYNMHU
XEMAaTOJIOTMYHU aHOMAJIUU TPsIOBa Jla ce 00ChaAM MPEeKpaTsIBaHE Ha JICUCHUETO ¢ MHIMKCHMAO.

ﬂpyrn

Wma orpaHuyeH OonuT, CBbp3aH ¢ 0€30MacHOCTTa, OT JICYCHUETO ¢ MHPIUKCUMA0 [TpU NalueHTH,
KOMTO ca OWJIM TIOJIOKEHN Ha XUPYPTrHYHH POIIEAYPHY, BKIIOUUTEIHO apTPOILUIACTHKA. AKO ce
IUTAaHKpPa ONepaLysl, 101 BAUMaHUE TPSOBa Jla ce B3eMe IBJITHAT MOTYKUBOT HAa HHIMKCHMA0.
[MatenTHTE, IPU KOUTO CE HAJIAra OIepalys o BpeMe Ha JICUCHUETo ¢ HHPIMKCuMab, TpsOBa aa
OBJaT clie/IecHd BHUMATEITHO 33 Pa3BUTHE HA MHMEKIIMK | MIPH HyXkJa TpsOBa 1a ce B3uMar
HEOOXOIMMHTE MEPKH.

Jlurcara Ha OTrOBOp MpH manueHTH ¢ 6onect Ha Crohn MoXke J1a MOKa3ea, Ye MarUeHThT HMa
(UOPOTHYHY CTPHUKTYPH, KOUTO MOXKE J]a H3UCKBAT XUPYPTrUYHO JieueHue. JInmncear qanau, KOUTO Ja
mpejnoarar, ue HHQIMKcuMad BOAM JIO IPOTPECHs HA CTPUKTYPUTE WU MPUYMHSIBA pa3BUTHE HA
CTPUKTYPH.
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CrenpanaHy monyJIaliu

Cmapttecxa 8b3pacni

UYecroraTa Ha cepruo3HH UH(EKIIMY MPH NMANUEHTH, Ha BB3pacT 65 U moBeve TOINHHY, JICKYBAHH C
nHpIUKCIMa0, ¢ OmiIa 0-BHCOKA OT Ta3H MPH MAIUEeHTH MO 65-ToauITHa Bb3pacT. Hsakon oT Tax ca
0w ¢ netaneH u3xo. [1pu iedeHHeTo Ha MAlMEeHTH B CTapuecka Bh3pacT TpsaOBa J1a ce 00bpHE
CITCIIMaTHO BHIMAHWE 110 OTHOIIICHHE Ha PHCKa OT HHMEKIHs (BX. Touka 4.8).

Heduamputma nonyaayus

HUngpexyuu
B ximHWYHHTE poy4YBaHMs MH(GEKIIUY ca ChOOIIaBaHU NPU MO-BUCOK MPOIICHT e UATPUIHH
MAIUeHTH, OTKOJIKOTO TP Bh3PACTHH MAIIMCHTH (BXK. TOUKa 4.8).

Bakcunayuu

[Ipu neauaTpuyHy MAMEHTH C€ MPETOPHUBA, aKO € BH3MOXKHO, IIPEIU 3al0YBaAHE HA JICUCHUETO C
nHGIUKCUMAO /1a Ce HAIIPaBsIT BCHYKH BaKCHHAINH B CHOTBETCTBHE C MMYHU3AIIMOHHUS KalIeH ap.
[Ipu meawaTpuyHM MAUEHTH, JIEKyBaHH ¢ HH(PIUKCHMa0, MOTaT Jja ce MPaBsT EAHOBPEMEHHO
BaKCUHHU, C M3KIIIOUCHHUE HA KUBH BaKCUHU (BXK. TOUKHU 4.5 u 4.6).

3noxauecmeenu u rumponporupepamusru 3a60126anus

B mocTMapKeTHHTOBH yCIIOBHUS IMa ChOOIICHUS 3a 37I0KaYeCTBEHH 3a00ISBaHUs, HIKOHU C JIeTaleH
W3XOJ, TIpH JIela, IOHOIIN 1 MIIaJ Xopa (10 22-roJuiHa Bb3pacT), JekyBanu ¢ TNF-6mokep,
BKJIIOUMTENHO HH(pIMKcMab (Hayaso Ha jedenneTo < 18-roxumna Be3pact). [[pubnusurento
MIOJIOBMHATA OT T€3H ciy4au ca JuMpomu. Jpyrute ciryuan oOXBamat Hai-pa3anyHy 37I0Ka4eCTBEHH
3a00JIsIBaHus, B T.4. PEJIKK 3a00Js1BaHHsI, OOMKHOBEHO CBBP3BaHU ¢ UMyHocymnpecus. [Ipu nanuenTy,
nexyBaHu ¢ TNF Giokepu He MoOKe J1a Ce U3KJIFOUM PUCK OT IMOSIBa HA 3JI0KAYESCTBCHH 3a00JISIBaHU.

B nmocTMapKeTHHTOBUS TIEpUO]] Ma ChOOIICHHS 32 CIlydaH Ha XemaTociuieHalleH T-KIeThYeH TuM(pOM
(HSTCL) npu namuenTy, JiekyBanu ¢ TNF-0nokepu, BKrounTeIHO nH(IuKcuMa0. To3u psirbK THIT
T-xnerpueH muMGoM € ¢ MHOTO arpecHBEH X0 Ha MPOTHYaHE K OOMKHOBEHO € C JIETaJIeH H3XO/I.
[louTu BCUYKH MALIMEHTH Ca NOTy4uiu eueHue ¢ AZA unu 6-MP enHoBpeMEHHO WiIn
HenocpeacteeHo npeau TNF-0mokep. [To-ronsimMara 4acT oT ciiydanTe Ha XeraTojueHaneH T-
KIJIeThUeH TUMQOM IpH JedeHre ¢ HHGIMKcHMa0 ca rpu naruenTy ¢ oonect Ha Crohn wm yneposeH
KOJINT, KaTO MTOBEYETO OT TAX ca ChOOIIaBaHM MPH FOHOIIN WIIH MITAJIEXKHA OT MBKKH ITOJI.
[MoTeHnMaNHUAT prCK OT KoMOMHUpaHe Ha AZA wimu 6-MP ¢ nHukcumab TpsiOBa BHUIMATEIHO Jia
0bae oOMucned. [Ipu nmanuenTH, JeKyBaHu ¢ HHQIMKCUMAa0, He MOXKE Jla Ce U3KITFOUH PUCK 32
pa3BuTHE Ha XemaronueHaneH T-kineTbued TuMdoM (Bk. Touka 4.8).

IToMo1IHHM BelecTBa ¢ U3BECTHO JEUCTBUE

Copbumon

Bcexu ml ot To31 JekapcTBeH MPOIyKT chabpika 45 mg copourton (E420). Remsima koHIIeHTpaT 3a
nH(Y3HOHEH Pa3TBOp HE TPsOBa Jia ce MpHIiIara Npy MalUeHTH ¢ HACIEeICTBEHa HEMOHOCHMOCT KbM
¢dpyxTo3za. [Ipu nanueHTH ¢ Hac/IeACTBEHa HEMOHOCUMOCT KbM (PpyKTO3a ce pa3BuBa CIOHTaHHA
HETMIOHOCHUMOCT KbM XPaHH, ChIbPKaIln PPyKTO3a, KOSTO MOKE Jia ObJIe ChUETaHO C TIOsBaTa Ha
CUMIITOMH (TTOBPBIAHE, CTOMAIIHO-YPEBHH HAPYIIICHUS, anaTusi, 3a0aBsiHe Ha PBCTA U TETIIOTO).
Tps6Ba na ce cHeme MoApoOHa aHAMHE3a 110 OTHOILIEHHE Ha CUMIITOMUTE Ha HACJIE/ICTBEHA
HETMOHOCHUMOCT KbM (PpyKTO3a MpU BCEKH MAIMEHT MPEay MPUIOKEHHUETO Ha Remsima koHLeHTpar 3a
MH(Y3MOHEH pa3TBop. B ciyyaii Ha HenpeaHAMEPEHO NMPHUIIOKEHNUE U CbMHEHHE 32 HETOHOCUMOCT
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KbM (GpyKTO3a HH(PY3HATa TPsAOBA HE30AaBHO J1a ca CIIpe, Ja CC Bh3CTAHOBH HOPMATHOTO HUBO Ha
TJIMKEMUS U J1a CE CTa0MIM3upa opraHHaTta (GhHKIUS Ype3 HHTEH3UBHU TPkH (BK. Touka 4.3).

Honucopbam 80

Tosa nexapctBo cpabpika 1,3 mg mommcop6at 80 BB Bceku 100 mg ¢rakoH, KOUTO ca €eKBUBAICHTHU
Ha 0,5 mg/ml u 4,4 mg nomcop6at 80 BB Bceku 350 mg ¢i1akoH, KOUTO ca eKBUBAJICHTHU Ha

0,5 mg/ml. [lonucopbaTute MOTaT 1a MPUYUHAT aJleprUYHN peakuun. TpsOBa ga kaxxere Ha Bamms
JieKap, ako UMaTe yCTaHOBEHH aJIepPTUH.

Hatrpuit

Remsima cpappxa mo-manko or 1 mmol Hatpuit (23 mg) Ha 103a, T.€. MOXKeE J1a ce Kaxke, Je
MPaKTUYECKU HE ChaAbpka Hatpuil. Ob0aue Remsima ce paspexa ¢ Hatpues xiopua 9 mg/ml (0,9%)
uH(py3noHeH pa3TBop. ToBa TpsOBa a ce MMa MPEIBUI IPH MALUCHTH Ha IUETa C KOHTPOJIUPaH
npreM Ha HaTpui (BX. Touka 6.6).

4.5 B3amMmopeiicTBHe ¢ IPYTHU JeKAPCTBEHM MPOAYKTH M APYTrH (JopMH Ha B3aNMo/eiicTBHe
He ca npoBexx1aHu mpoy4BaHUs 3a B3aUMOJEHCTBUATA.

Wma nanHu, 4e npy NallMeHTH ¢ PeBMaTOU/IEH apTpHT, IICOpUaTUdeH apTpuT u 6onect Ha Crohn,
€THOBPEMEHHOTO TPHJIOKEHNE HA HHPIMKCHMA0 ¢ METOTPEKCAT B APYTH HMYHOMOYJIATOPH
HaMaJisiBa 00pa3yBaHETO Ha aHTUTENA CPenly HHIUKCHMA0 W BOAM /10 NOBUIIABAHE HA TUIA3MEHUTE
MY KOHICHTpAIUH. Bce MakK, Te3u JaHHU HE Ca HAII'BJIHO CUT'YPHH IMOpaar OTpaHUYCHUATA Ha
METO/UTE 3a U3CICABAHE Ha KOHIIEHTPAUUTE Ha NHPIMKCUMA0 U aHTUTeNaTa cpelly nHPINKCUMal B

cepyMm.

W3rnexna, 4e KOpTUKOCTEPOUANTE HE MPOMEHST (hapMaKOKHHETHKATa Ha HHPIUKCHMA0 B KIIMHUYHO
3HAYMMa CTETEH.

EnnoBpemMeHHOTO npuiarane Ha HHPIUKCUMa0 ¢ IpYTH OMOIOTHYHH JICKApCTBEHHU MPOAYKTH,
M3I0JI3BaHH 32 JICYEHUE Ha CBhIINTE 3200 sIBaHNUS, 38 KOUTO C€ M3I10JI3Ba HHPIUKCUMAO, BKIIFOUUTETHO
aHaKMHpa U abdaTalenT, He ce npenopbyBa (BX. Touka 4.4).

[IpenopbuBa ce 1Mo Bpeme Ha JIEUCHHUETO ¢ HHPIMKCUMAO J1a He Ce TIPaBAT BAKCUHAIINHU C KUBH
BakcHHHU. CBIIIO Taka ce MPENOpPbUBa J1a HE C€ MIPABSIT BAKCHHALIMY C KMBH BAKCUHH Ha KbpMadeTa
cien in utero n3narane Ha nHGIUKcHMao 12 Mecena ciie paxaaHe. AKO CepyMHUTE HUBA Ha
WHQIMKCUMA0 NP KbPMAYETO ca HEYCTAHOBUMH HITH MHPIIMKCUMAO € TIpUIaral caMmo Mpe3 IbpBUs
TPUMECTHP Ha OPEMEHHOCTTa, MOXeE Ja ce OOMHUCIH MPUIIOKEHUE HA JKMBA BAKCHHA HA MO-PaHEH eTarl,
aKo MMa sSICHa KJIMHWYHA 10J13a 32 ONIpPeJesIeHO KbpMaue (BXK. Touka 4.4).

He ce npenopbsuBa npuinokeHre Ha )KMBa BaKCHHA IIPH KbpMade, T0KaTO MaiikaTa I1oJIyJaBa
WHQIMKCUMAa0, OCBEH aKO CEpyMHHTE HHBa Ha MHPIUKCHUMA0 MPH KbpMaueTO ca HEYCTaHOBUMHU (BXK.

ToukH 4.4 1 4.6).

[IpenopbuBa ce 1a He ce MpUiIaraT TeparneBTUYHN HHPEKIIMO3HH areHTH SIHOBPEMEHHO C
nHpIUKCUMa0 (BXK. Touka 4.4).

4.6 @DepTUAUTET, OPEMEHHOCT U KbpMeHe

KeHu ¢ geTepoaeH NOTCHIHAI

Xenu ¢ nereposeH noTeHMan TpsOBa 1a OOMHCIAT ynoTpedara Ha MOAXOASIINA KOHTPALEIINS 32
npeznasBaHe OT OpEMEHHOCT | Jia MPOIBJDKAT /1 51 U3II0JI3BaT MOHE 6 Mecela ciel] MOCIeIHOTO
NpUIOKEeHUE Ha HHIUKCHMaO0.
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BpemenHoct

Crope/ IPOCIIEKTUBHO CHOMPAHU JIaHHU, CPSITHUAT OpOli OPEMEHHOCTH C SKCIIO3UIIHS Ha
WHGIUKCUMA0, BOJCIIH JI0 paXKIaHEe Ha KHUBO JCTE C M3BECTCH U3XO0/l, BKIFOUUTEIHO MPUOIUZUTEITHO
1 100 ¢ excro3umus 1Mo BpeMe Ha bPBHS TPUMECTHP, HE TIOKa3Ba IMOBUIIICHUE B Y€CTOTaTa HA
MajhopMaryy MPH HOBOPOICHOTO.

B®3 ocHOBa Ha 0oOcepBaoHHO npoyuBaHe ot CeBepHa EBpona, npu skeHH, ¢ eKCIIO3HITUS Ha
nHQIMKCUMa0 1Mo BpemMe Ha OpeMEHHOCT (Che WK 0€3 UMyHOMOYIaTOPH/KOPTUKOCTEPOHIH,

270 6pemenHocTH) ce HabmogaBat mosuineH puck (OR, 95% CI; p-cToMHOCT) 3a 11e3apOBO CEUCHHE
(1,50; 1,14-1,96; p = 0,0032), npexxaepemenno paxnane (1,48; 1,05-2,09; p = 0,024), mo-HUCBK PBCT
3a ChOTBETHATA TecTamoHHa ceamumna (2,79; 1,54-5,04; p = 0,0007) 1 HICKO TETJIO0 Ha HOBOPOJAECHOTO
pu paxaane (2,03; 1,41-2,94; p = 0,0002), B cpaBHEHHE € KEHH, C €KCIIO3UITHS CaMo Ha
MMYHOMOTYJIATOPH W/ niH KopTukoctepounu (6 460 6pemenHocTH). [loTeHIamHusT MpAUHOC HA
EKCITO3UIUATA Ha MH(PINKCUMA0 W/MIH TEKECTTa Ha TIOJICKAIIOTO 3200 IsIBaHE MIPH TE3U U3XO0IU
OCTaBa HESCEH.

[Mopanu naxubupanero Ha TNF,, npunoxeHusT Mo BpeMe Ha OpeMEHHOCTTa MHPIUKCUMAa0 MOKE Jia
IIPOMEHU HOPMAJIHUSI UMYHEH OTTOBOP Ha HOBOpOoJeHOTO. [Ipu npoyuBaHe Ha TOKCUYHOCTTA 32
PasBUTHETO NPU MUIIKH C AaHAJIOTUYHO AHTUTSIIO, KOETO CEJIEKTUBHO MHXHOUpa (PyHKIMOHATHATA
aktuBHOCT Ha muius TNF,, He ca yCTaHOBEHHU JIaHHU 3a TOKCUYHH €()EKTH CIPSIMO MalKara,
eMOPHUOTOKCUIHOCT WJTH TepaToreHeH eekT (Bxk. Touka 5.3).

Hanuunust knmuarYeH onut e orpannyeH. MHbankcumab TpsOBa 1a ce n3non3Ba o BpeMe Ha
OpeMEeHHOCT, CaMO aKo € a0COOTHO HEOOXOAUMO.

Nudnukcumab npeMrHaBa npe3 IialeHTaTa u ¢e yCTaHOBSBa B cepyMa Ha KbpMadeTa 1o 12 Mecena
cien pakaane. Cren in utero ekcro3ulys Ha MHQIMKCHUMA0, KbpMaueTaTa MOXKe JIa ca C MOBHUIICH
PHCK OT pa3BUTHE HA MHMEKIUS, BKIFOYUTEITHO TEXKKA TUCEMUHUpaHa UHPEKIINS, KOATO MOXKE Ja
0bne paramHa. He ce mpemnopruBa npuiioskeHue Ha xxuBu BakcuHU (Harp. BCG BakcuHa) 12 mecemna
CJIel paXKJIaHETO MPH KbpMaueTa, KOUTO ca OWIIM U3JI0KEHH i1 utero Ha MHGIMKCUMAO (BXK. TOYKY 4.4
n 4.5). Axo cepyMHHUTE HUBA Ha HHOIUKCUMA0 P KbPMadyeTo ca HeyCTAHOBUMH WM HHMIMKCUMA0
¢ MpHUJIaraH caMo Npe3 TbPBHS TPUMECTHP Ha OPEMEHHOCTTA, MOXKE J1a ce OOMUCITH MPUIIOKEHUE Ha
JKMBa BaKCHMHA Ha MMO-PaHEH eTall, ako UMa sSicCHa KIMHWYHA 110J13a 32 OIPEeNICHO KbpMaye.
CpoOl1aBaHu ca ChIIO CIIy4ad Ha arpaHyJIoluTo3a (BK. Touka 4.8).

Kopmene

OrpaHr4eHu JaHHH OT MyOJIMKyBaHaTa JIMTeparypa moka3sat, 4e HHPIMKCHMa0 € YCTAHOBEH B HUCKU
HHUBA B MAYMHOTO MJISIKO, B KOHLIEHTpALUK 10 5% OT cepyMHHTE HMBA Ha Maiikata. UH(nrkcumad ce
OTKpHBA CBHIIO U B CEpyMa Ha KbPMaveTo, CJIe/I eKCIIO3UIHs Ha MH(IMKCUMab upe3 kbpMmara. Jlokaro
CHCTeMHAaTa eKCIO3UIIMS IPH KbPMAavYeTO Ce 0YaKBa Jla € HUCKA, 3aI0TO HHPUKCUMA0 ce pasrpaxia
JI0 TOJIsSIMA CTETICH B CTOMAIIHO-YPEBHHS TPAKT, TO MPUIIOKEHUETO HA KMBH BAKCUHH Ha KbpMaye,
KOTaTO MaiKaTa rmojryyaBa HHQIUKCUMAa0 He € IPEeNopbYHTEIIHO, OCBEH aKO CEPYMHHUTE HUBA Ha
MHQIMKCUMA0 NP KbPMAYeTO ca HeyCTaHOBHUMHU. Moxe Jla ce 0OMHUCIN yroTpedaTta Ha
WHGIKCUMA0 TI0 BpeMe Ha KbpMEHeE.

DepTunurer

[IpenkIMHUYHUTE JaHHU HE ca JOCTAThYHH, 32 J]a C€ HANPAaBAT 3aKJIIOUYCHUS 32 BIMSHAETO Ha
MHQIMKCUMA0 BBPXY (epTHIUTETa U 00IIaTa PEPOAYKTHBHA GYHKIMS (BXK. TOUKa 5.3).

4.7 EdexTn BppXy crnioco0HOCTTA 32 WoupaHe u padoTa ¢ MAIINHA

Remsima mMoxe J1a OBJIMsIe B MajiKa CTEIIEH CIIOCOOHOCTTa 3a modupane u padora ¢ Matnan. Ciexn
NpUIoKeHUe Ha HHPIMKCHMal MOXKe Jia ce TIOSIBY 3amaiiBaHe (BK. Touka 4.8).
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4.9 HexeJaHu JeKApCTBEHH PeakIuu

Pesrome Ha mpoduiia Ha Oe30macHOCT

Haif — gecrara Hesxxenana gekapctBeHa peakius (HJIP), 3a kosTo ce cro0maBa B KIMHIYHUTE
M3MHUTBaHUSA, € HHPEKIIUI Ha TOPHUTE TUXATESIHN IIBTHUINA, TTOSABsBaIIa ce pu 25,3% OT ManueHTuTe,
JICKyBaHU ¢ MHPIIUKCUMA0, B cpaBHEeHHUE ¢ 16,5% OT KOHTpoIHHUTE NaruenTu. Haii — cepro3HuTe
HJIP, cepp3anu ¢ ynorpebara Ha TNF-6irokepwn, 3a KOUTO FIMa CHOOIIEHHUS TIPH JICUCHHE C
nHpIUKCUMa0, BKIIFOUBAT peaktuBanys Ha xenaTtuT B (HBV), 3acToiiHa chrpaedHa HeZ0CTaThIHOCT
(3CH), cepno3nu nHMeKInH (BKIFOUUTETHO CENICHC, ONOPTIOHUCTHYHN HH(EKLINH U TYyOepKys03a),
cepyMHa OoJecT (peakiuu Ha 3a0aBeHa CBPbXUYBCTBUTEIHOCT), XeMaTOJIOTHYHH PEAKLUH, CHCTEMEH
TyIyC epUTeMaTo3yc/IyIyc — MOJJOOCH CUHIPOM, HAPYIICHUS, CBBP3aHU C JIEMHUCITHHU3AIHS,
xenaroouwnuapuu HapymeHus, tuMpom, HSTCL, neBkemus, Mepken-KIeTh4eH KapIIMHOM, METAHOM,
37I0Ka4eCTBEHH 3a00IsIBaHUs B TIeAUaTpUUHATA NOMYJIalusl, CAPKOU103a/CapKon-MmoJo0Ha peakuus,
WHTECTHHAJICH WX TiepranajieH abcmec (rpu 6ostect Ha Crohn) u cepro3HU peakKIy, CBbP3aHH C
nH(y3uATa (BXK. ToUKa 4.4).

TabauyeH CIUCHK HA HEXKEITAHUTE pCaKnnu

B Tabnuna 1 ca u3bpoenu kakro HJIP, momyuenu Bb3 OCHOBa Ha OMUTA OT KIMHUYHH MTPOYYBAHUS,
TaKa M HeXKEJIaHU PEaKINH, HIKOH OT KOHUTO C JIETaleH U3X0/l, ChOOIEHH PH ITOCTMAPKETHHTOBHS
onuT. B paMKkuTe Ha CHCTEMHO-OPTaHHUTE KJIACOBE, HEXKEIAHUTE PEAKIIUU Cca TPYIHPAHHU 110 YeCTOTa
KaKTO cliefiBa: MHOTO decTH (> 1/10); wectu (= 1/100 no < 1/10); Hewectu (> 1/1 000 mo 1/100); penku
(> 1/10 000 mo < 1/1 000); mHOrO peaxu (< 1/10 000), ¢ Hen3BecTHa YecTOTa (OT HATMYHUTE JAaHHHU HE
Moe Ja ObJic HanpaBeHa olleHKa). [Ipy BCAKO rpymupaHe B 3aBUCUMOCT OT YeCTOTATa, HeXKEITAHUTE
JICKApCTBEHU PEAKIMU Ce U30POSBAT B HU3XOSI PEJT TI0 OTHOIICHUE HA TAXHATA CEPUO3HOCT.

Taoaunna 1
Hesxenanu peakuum npu KJIMHUYHA MPOYYBAHUSI ¥ OT OCTMAPKETHHIOB OMUT

Hngpexyuu u ungpecmayuu
Msoro yectu BupycHa nndexnus (Hamp. rpuil, Xxeprec-BUpycHa

undpexusa, COVID-19%).

UYectu: bakrepuanuan nHbeKnn (HAIp. CENCHUC, IENYIINT, a0CIiec).

Hewectn: Ty0Oepkynosa, reonunn nadeknnn, (Hamp. Kanaumosa,

OHHXOMHKO032).

Penaxu: MeHUHTUT, OIOPTIOHUCTUYHY HHPEKIMHU (KaTO HAIpUMeEp
WHBa3UBHU I'bOMYHM MH(EKLINH, [THEBMOLIMCTHA ITHEBMOHHUS,
XHMCTOIUIa3M03a, aCIEePruio3a, KOKIUIMOUI0OMHUKO3a,
KPHUITOKOKO03a, 0JIACTOMHKO32], OakTepranHy HH(EKIUuHN
[aTunuuHa MUKOOAKTEpHUAIHA, JIUCTEPHO3a, CAIMOHEN03a] U
BUPYCHU MH(EKIINH [[IUTOMETaloBUPYC]), Mapa3uTHH
WHQEKIMH, peaKTHBAIUS Ha XenaTuT B.

C HeusBecTHa yectota: WHbekIys, IpeIn3BUKaHa OT BaKCUHA (CIie] in utero

€KCITO3UIMs Ha HHpIHMKCHMa)™* *.

Heonnaszmu — 0oobpoxauecmeenu, 310xkauecmseery u Heonpeoeienu (K. KUCU U ROTUNU)
Peaxu: Jlumdom, HexomKKUHOB JuMdoM, 6oect Ha Hodgkin,
JIEBKEMHS, MEIIAHOM, [IEPBUKAJICH KapIIMHOM.
C HeusBecTHa yecToTa: XemnaroiqueHasleH T-kineTh4eH JuMQOM (TIIaBHO MPU FOHOITH

U MIaay Mbxe ¢ 6onect Ha Crohn u ynmepo3eH KOJuT),
Mepken-knerbueH KapipiaoM, Capkom Ha Kaposi.
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Hapywenus na kxpwéma u aumgnama cucmema

YecTn:
Heuectu:
Penxu:

HeyTrponenus, neBkonenus, aneMus, JJuMdaaeHonaTus.
TpomGonutonenus, TuMponeHus, TMMEPOLUTO3a.
ATrpaHynonuTo3a, (BKIOUUTETHO KbpMadeTa U3JI0KEHH inl
utero Ha HQPIUKCUMa0) TPOMOOTHYHA TPOMOOIIUTOIICHUYHA
MypIypa, MaHUTOICHUS, XeMOJIUTUYHA AaHEMUSI,
WJMOTNATUYHA TPOMOOIIMTOIICHHYHA MYPIypa.

Hapymenuﬂ Ha umyHHama cucmema

Yectn: CuMOTOMH Ha pecIIpaTOpPHA aIEePTHSL.
Heuectu: AmnaduiakTudHa peakius, JIynyc-oJo0eH CHHIPOM,
cepyMHa 0OJISCT WJIM PeaKIysi, HaroJ00sBaIla cepyMHa
Oorecr.
Penxn: AnadumakTH4eH MIOK, BACKYJUT, CAPKOUI-TIOA00HA PeaKIHsl.
Hapywenus na memabonusma u xparernemo
Hewectn: Aucnunmmemust.
THcuxuunu napywenus
UYectu: Jlempecus, 6e3chHUE.
Hewectn: AwmHe3us, TpeBOXKHOCT, OObpPKBaHe, ChHIUBOCT, HEPBHOCT.
Penxu: Amnarus.

Hapywenus na nepgnama cucmema
MHoro 4uecTu:

YecTn:

Heuectn:

Penxu:

C Hen3BECTHA YECTOTA:

I'maBoGonue.
CBETOBBPTEXK, 3aMaiiBaHE, XUIIECTE3Us], TAPECTE3UU.
I'bpy, HEBpOMATHSL.

TpancBep3asieH MHEIUT, IEMHEITMHU3NPAIIH ITPOIIECH,
3acsraliiyl IEeHTpaJHaTa HepBHA cucTeMa (3abossiBaHe
M0J00HO Ha MHOKECTBEHA CKJIEPO3a U HEBPUT Ha 3pUTEITHUS
HEpB), AEMHUCIMHU3UPAIIH TTPOIECH, 3acATaly nepudepHara
HepBHA cucteMa (cuHapoM Ha Guillain-Barré, xponuuna
BB3MAINTENHA JEMUCIMHI3UPAILA TIOTMHEBPOIIATHS U
MynTH(OKATHA MOTOPHA HEBPOTIATHS).

MoO3BbUHO-CHIOBU HHIIMACHTH B TSICHA BpEMeEBa BPB3Ka C
nH}py3HATA.

Hapywenus na ouume
YecTn:
Heuectu:
Penxu:
C Heu3BeCTHA YeCTOTa:

KoHIOHKTHBHT.

Kepatut, nepropOUTasIHu OTOIH, XOPACOIYM.
Ennodranmut

[IpexonHa 3ary0a Ha 3peHHUETO MO BPEME Ha WIIA B PAMKHTE
Ha 2 yaca cieq nHy3usTa

Cvpoeunu napyuterust
Yectu:
Heuectn:

Penxu:
C Heu3BeCTHA YeCTOTa:

Taxukapaus, nanmuTauu

ChpaeyHa HEIOCTATHYHOCT (HOBOOTKPHUTA MITH BJIOLIABAIIA
ce), apUTMUS, CHHKOII, OpaguKapaus.

Iluano3a, nepukap/ieH U3JIuB.

MpuokapiHa ucxeMusi/uH(papKT Ha MUOKapaa

Cvoosu Hapywienus
Yecru:

Heuectn:

Penxu:

XUNOTOHUS, XUTIEPTOHUS, EKXMMO03a, TOIUIH BBIIHH,
3a4yepBsBaHeE.
[epudepna ncxemusi, TpoMO0dIEOUT, XEMaTOMA.

HI/IpKy.]'IaTOpHa HCOOCTATBbYHOCT, NNICTCXWA, CbJOB CIIA3bM.
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Pecnupamopnu, epvonu u meduacmunanuu HapyweHus

MHoro uecTu:
Yectu:

Heuectn:

Penxu:

Wudexiyst Ha TOpHUTE AUXATEITHN TBTHINA, CHHY3HT.
Wudekuyst Ha TOTHUTE IUXATSITHU TBTHINA (HAMP. OPOHXHT,
ITHEBMOHWS), IUCITHES, SITUCTAKCHUC.

benoapoben oTok, OpoHXOCTIa3bM, TUIEBPHT, TUICBPAJICH
W3IIUB.

Wntepcrunmanna 6enoapodHa 6onecT (BKIIOYUTETHO OBP30
nporpecupatio 3adomnsBane, Oenonpodna pudposza u
ITHCBMOHHT).

Cmomawino-upesHu HapyueHus
Mpmuoro uectu:
Yectu:

Heuectn:

bonka B kopema, rajeHe.

KpbBOHM3IMB OT TaCTpOMHTECTHHAIHHS TPAKT, AHAPHS,
TUCTISTICHS, TacTpoe3odareancH pediryke, 3armek.
UpesHa nepdopanusi, YpeBHA CTEHO3a, JUBEPTUKYIIHUT,
MAHKPEATHT, XCHIIHT.

Xenamobunuapuu HapyweHus
Yectu:

Heuectn:
Penxu:
C Heu3BeCTHA YeCTOTa:

Hapymena geprHoapo6Ha (HyHKITHS, TOBUIIEHU
TpaHCaMHHA3H.

XenatuT, XemnaTolenyjlapHo YBPEkKIaHe, XOJICIHUCTHUT.
ABTOUMYHEH XEMATHT, HKTEP.

UYepHoapoOHa HEIOCTATHYHOCT.

Hapymeﬂuﬂ HA KOJCAma u ROOKONCHAMA MbKAH

Yectu:

Heuectn:

Penxu:

C Heu3BeCTHA YeCcTOTa:

[MosiBa win BIIOIIABaHE HA BeUe CHINECTBYBAII TICOPHUA3HC,
BKITIOUHMTEITHO MYCTYJI03€H MCOPHA3HC (MIPESTUMHO IO
JUIaHUTE ¥ XOAMJIaTa), ypTUKApHs, OOpUB, IPYPUTYC,
XUIEPXUIPO3a, CyXa KOXKa, IEPMATOMHKO3a, CK3eMa,
aJIOTIeIHSL.

Bynosna epynuusi, cebopest, posaiiesi, KoKHa ManuioMa,
XHIEpKepaTo3a, MpoMsIHa B KOXKHATA MATMEHTALIUSI.
TokcuyHa enuaepMaiHa HEKPOJIK3a, CHHIPOM Ha
Stevens-Johnson, eputema myatudopme, GypyHKyII103a,
nuHeapHa IgA Oyno3na nepmaro3a (LABD), octpa
reHepajIn3upana ek3anreMarosHa mycrynosa (AGEP),
JTIUXCHOUIHU PEaKI[HH.

Bronrapane Ha CHMITOMHTE Ha IGPMAaTOMHUO3HT.

Hapymemm HAa MYCKYJIHO-CKeJlemrama cucmema u CbeOUHUMEeHAMAa MbKaAH

Yectu:

Aptpanrusi, Muairus, 0oika B rep0a.

Hapywenus na ovopeyume u nukoyHume nbmuua

Yectu:
Heuectn:

Wudexnys Ha MMKOYHUTE TBTHIIA.
[Tuenonedpur.

Hapywenus na v3anpoussooumennama cucmema u 2opoama

Heuectn:

Barunur.

Obwu napyutenus u egpekmu Ha MACMOMO HA NPUTLOCEHUEe

MHoro 4uecTu:
Yectu:

Heuectu:
Penxu:

Peaxuusi, cBbp3ana ¢ uHpY3UsITa, OONKA.

Bonka B repaute, ymopa, heOpminTeT, peakius Ha MSICTOTO
Ha MHXXEKTHUPaHe, BTPUCAHE, OTOK.

3abaBeHO 3apacTBaHE HAa PaHM.

O6pa3yBaHe Ha rPaHyJIOMH.
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Hscneosanus
Heuectu: IlonoskuTeneH TECT 33 ABTOAHTHUTENA, TIOBUILIEHO TEMIIO' .
Penku: OTKIIOHEHHE B CTOMHOCTUTE HA KOMIUIEMEHTA.

* COVID-19 ce nabnronaBa npu NoJK0XKHO NpHiIokeH Remsima

** BKITFOUNTEITHO TOBeXaa TyOepKyno3a (nucemunnpana BCG nabeknns), Bx. Touka 4.4

' Ha mecen 12 or KOHTPOJMPAHUS NMEPHOA Ha KIMHUYHNUTE U3NUTBAHHA NPH Bb3PACTHHU MPU BCHUKH MOKAa3aHUs,

Me/IMaHaTa Ha ITOBUIIEHUETO Ha TEJIECHOTO Tero € 3,50 kg mpu yJacTHUIMTE Ha JIedeHHe ¢ HHPIUKCHMAa0 CpsaMo
3,00 kg mpu ygacTHHIMTE Ha IUIanie60. MeanaHaTa Ha MOBUIICHUETO HA TEIECHOTO TEIJIO IIPU BH3MAIUTEIHH YpEBHH
3abossBanus € 4,14 kg npu yuactHunmTe Ha JiedeHue ¢ nHGIukcuMao crpsmo 3,00 kg npu ydacTHHIMTE Ha Iutanedo, a
Me/aHaTa Ha TIOBHIIIEHHETO Ha TEJIECHOTO TETJIO TP PEeBMATOJIOTMYHHTE NoKasaHus € 3,40 kg npu ydyacTHHITMTE Ha
nedeHne ¢ nHQIUKcHMad crpsimvo 3,00 kg mpy ygacTHUDMTE Ha MTane6o.

Onncanne Ha N30paHN HEXEIIAHN JIEKAPCTBEHN PEAKIINNA

Peakiium, cBbp3aHU C I/IHd)V3I/I$ITa

[Ipu KIMHUYHNTE IPOYUYBAHUS PEaKLys, CBbp3aHa ¢ HH(Y3HATA, ce NeUHUPA KaTO BCSIKA HEXeIaHa
peakuusi, Bb3HUKHAIA 110 BpeMe Ha HH(Y3HATa UM B paMKuTe Ha 1 yac cien kpast Ha uHy3usTa. [Ipu
18% ot nexyBaHuTe ¢ HHGIMKCUMAO MalMeHTH B KIMHUYHY npoyuBaHus (aza Il ca ce passuinu
peaKuuu, CBbpP3aHu ¢ HHPY3UTA, TOKATO MPH NOTydwinTe mianedo — npu 5%. Karo msuto, nmo-romnsm
A1 OT HAlIMCHTUTE, 110JTydaBallnu I/IH(bJII/IKCI/IMa6 KaTO MOHOTEpaIivs pa3BUBaAT p€aklusd CBbp3aHa C
WH(]Y3UATa, B CPAaBHEHHUE C TTALIMEHTUTE, TIOTy4aBally €THOBPEMEHHO HH(IUKCUMa0 U
uMmyHoMoynatopu. [Ipu okono 3% OT nmanueHTUTe ICYEHHETO € MPEKPATEHO MOpaan PeaKiys,
CBBbp3aHa ¢ MH(]Y3UATA, KATO BCUUKH MAIIMEHTH — 0€3 3HaYCHHUE JIAJIN Ce € Haarajo MeJUKaMEeHTO3HO
JieueHHe UK He, ca ce Bb3cTaHOBWIH. OT JieKyBaHHUTE ¢ MHQIMKCHMA0 MallMEeHTH, KOUTO ca UMalld
peaknus, CBbp3aHa ¢ HH(Y3uATa B IEpUOAa Ha HHAYKIMS pe3 6-a ceamuua, 27% ca pa3BUin
peaknus, cBbp3aHa ¢ HHQY3UATa [0 BpeMe Ha NOJIbPKALIMS IEpHO] OT ceAMuUIa 7 1o ceamuua 54.
OT nmanueHTHTe, KOUTO HE Ca UMallil PeaKiys, CBbp3aHa ¢ HHQY3UsATa M0 BpeMe Ha MHIYUPAIINs
nepuof, 9% ca pa3BuiIM TakaBa 0 BpeMe Ha MOAIbPIKAILUS IEPHOI.

B knuHM4YHO npoyyBaHe mpu nanueHTu ¢ peemaTtouaeH apTput (ASPIRE), npoasmkuTtennocTra Ha
uHQy3uuTe e Omia okoio 2 yaca 3a mepBUTe 3 HHQY3UU. [IpOaBIKUTETHOCTTA HA TTOCIIEABALIIATE
uH(Y31un OM MOTJIa Aa ce ChbKPaTH 10 He MOo-KpaTka oT 40 MUHYTH IpH MALMEHTH, KOUTO HE ca
pa3BUIIM CEPHO3HA peakilus, CBbp3aHa ¢ nHpy3usara. B Tora u3nureane, npu 66% ot namuentute (686
ot 1 040) e ochlliecTBEHA TIOHE €IHA ChKpaTeHa HHPY3HUS ¢ MPOABIDKUTEITHOCT 90 I 10-MajIKo
MUHYTH, a 1ipu 44% ot nanmenTure (454 ot 1 040) e peanusupana nMoHe eaHa CbKpaTeHa HHPY3HUS C
npoabpKUTeNHOCT 60 Min mo-Manko MUHYTU. OT JIeKyBaHUTE ¢ HHGIMKCUMAO0 MalUeHTH, IPYU KOUTO
€ peasiM3upaHa MoHe e/lHa ChbKpaTeHa MHDY3Us, Peakilun, CBbp3aHu ¢ MHPY3UITa ca HaOIoJaBaH!
nipu 15% OT manMeHTUTe, a CEpUO3HU PEaKiluy, CBbp3aHu ¢ HH(Y3usITa ca Habmoaasanu npu 0,4% ot
NalUeHTHTE.

B xnuHM4HO npoyyBane npu nanpeHTH ¢ 6onect Ha Crohn (SONIC) cBbp3anu ¢ HHMY3UTA peaKIin
ca HacThiuiu npu 16,6% (27/163) ot nanueHTHTe, MOIy4aBaild HHPIUKCUMAO KaTO MOHOTEpAIIus,
5% (9/179) ot manmeHTHTE, MOTy4YaBad HHPINKCUMaO B KoMOnHanus ¢ AZA u 5,6% (9/161) ot
NalnueHTHTe, moiy4yaBanu AZA xaTo MoHOoTepanus. EjqHa cepruosHa, cBbp3aHa ¢ MHPY3UsATa peakius
(< 1%) e BB3HMKHAJIA NP MALUEHT, JEKyBaH ¢ HHOIMKCUMA0 KaTO MOHOTEPAIIHSL.

[Tpe3 moCTMapKETHHTOBUS MIEPUO]] B pE3YJITAT Ha TPUIIOKESHHETO Ha MHPIUKCHUMA0 ca HaOIItoJaBaHu
ciIydau mojio0HM Ha aHAPUIAKTHYHH PEaKInH, BKITFOYUTEITHO C OTOK Ha JIApHHKCA Wi (hapuHKCa,
TEXBbK OPOHXOCTA3bM U I'bpUOBe (BXK. Touka 4.4). Cpo0iaBa ce 3a ciydau Ha IpexoHa 3aryoa Ha
3PEHUETO 0 BpeMe Ha MJIM B paMKUTE Ha 2 Jaca cien uHdpy3usaTa Ha nHdaukcumad. Cro01aBa ce 3a
cirydau (HSKOU C JIeTaIeH M3X0/J[) HA MUOKap/IHA HCXeMUs/MH(apKT Ha MUOKap/Ia ¥ apUTMUSI, HIKOU B
TSICHAa BpeMeBa Bpb3Ka ¢ MHPYy3usaTa Ha HHGIHMKcHMa0; cbo0I11aBa ce ChIIO 32 CIy4ad Ha MO3bYHO-
CBHJIOBY MHIIM/ICHTH B TSICHA BpeMeBa Bpb3Ka ¢ HHY3UsITa Ha HHOINKCHMAO.
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Peakinu, cBbp3any ¢ MHbBY3HITA ClIea IOBTOPEH Kype ¢ MHQIMKCHMab

KnuHn4HO mpoy4BaHe NpH MAHEeHTH ¢ YMEPEH 0 TEKbK MCOPHA3HC € pa3paboTeHo Aa OLeH!
epuKacHOCTTa U 6€30MaCHOCTTA Ha JBIATOCPOYHOTO MOJABPIKAILO JIeYCHNE B CPAaBHEHHE C TIOBTOPEH
Kypc ¢ nHQIMKcnMabd ¢ MHAYKIIMOHEH pexuM (MakcumyMm 4 nH(py3nun Ha 0-Ba, 2-pa, 6-Ta U

14-Tta cegmuma) crnex obocTpsiHe Ha 3a0omsaBaHeTo. [lanmeHTHTE HE Cca MoTyYaBain ChIIHTCTBAIIO
MMYHOCYTIpecruBHO JiedeHue. [Ipu manueHTuTe B paMoTo Ha MOBTOPHO Jiedenue, 4% (8/219) ca
MOJTyYMIIA CEPHO3HA Peakis, CBbp3aHa ¢ nH(py3usaTa, cupsamo < 1% (1/222) ot marmeHTrure Ha
nojabpxKaio jedeHue. [lopeuero oT cepuo3HnTe HHPY3MOHHH PEAKIUU Ca HACTHIIWIN II0 BpeMe Ha
BTOpara nHQy3us Ha 2-pa ceamuua. VHTepBabT MKy MmocieIHaTa NoAIbpIKalla 103a 1 MbpBaTa
PEMHIYKIMOHHA 1032 Bapupa oT 35-231 nuu. CUMITOMHTE BKIIIOUBAT, HO HE Ca OTpaHUuYEHH 10,
JWICTIHES], yPTUKapHsl, OTOK Ha JIUIETO U XUIIOTOHUs. BBB BCHUKH CiTydau JieueHHETO ¢ HHPIUKCuMal
€ MPEeKpaTeHo W/WIIK € Ha3HAueHO JIPYTo JieueHHe C IBJIHO OT3ByYaBaHe Ha MIPU3HALUTE U
CHUMIITOMHUTE.

3abaBeHa CBPbXYYBCTBUTEIHOCT

B xiMHIYHATE TpOYYBaHUS PSIIKO ca HAOI0aBaHN peakIMH Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT,
KOHUTO Ca ce MPOSBWIH Cle]] iepruoau 0e3 rmpreM Ha nHpIukcumMab mo-mManku ot 1 roguaa. B
IPOYYBAHUATA 3a JEUECHUE HA TICOPHA3UC, PeaKIIMUTE Ha 3a0aBeHa CBPbXIYyBCTBUTEIHOCT ca
BB3HHUKBAJIK IIO-PaHO B X0/Ja HA JICUCHUCTO. HpI/I3Ha]_[I/ITe U CUMIITOMUTEC BKJIKOYBAT MHUAJI'NN I/I/I/IJII/I
apTpairuu ¢ GeOpUIHTET W/ UIN OOpUBH, IPU HIKOU MAIMEHTH C MPYPUTYC, OTOK HA JIUIETO, IJIaHUTE
WIN YCTHHTE, ucharus, ypTUKapusi, 00JIKa B T'bPIOTO U I1aBoOoIHe.

JlanHuTE 32 YeCcTOTa HA PEaKIIMUTE Ha 3a0aBeHa CBPHXUyBCTBUTEITHOCT CIIE IEPHOAN O3 IpreM Ha
WHIUKCUMAO, TTO-IBJITH OT €{Ha TOJINHA, Ca HEIOCTaThUHHU, HO OTPAaHUYCHUTE TAHHHU OT KIIMHUIHUATE
MPOYYBaHUs COYAT, Y€ C YbJDKaBaHe Ha nepuoja 0e3 mpueM Ha HHDIUKCUMa0, pUCKBT OT Pa3BUTHE
Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT HapacTBa (BXK. Touka 4.4).

B enHOrOaMITHO KITMHUYHO TPOYYBaHE ¢ MHOTOKpaTHH HH(Y3UHU Ha alueHTu ¢ 6onecT Ha Crohn
(npoyuBane ACCENT I), uectoTrata Ha Bb3HUKBaHE Ha HAMOJOOSIBAIM CEpyMHA OOJIECT PeaKlnuy €
ouna 2,4%.

HUmMyHOreHHOCT

IIpu manmeHTUTe, IPU KOUTO CE Pa3BUBAT aHTUTENA Cpelly UHPIHKCUMaO, € I0-ToJisiMa BEPOsSTHOCTTA
(npubam3uTenHo 2-3 MbTH) 32 BH3HUKBaHE HA WHPY3UOHHU peakiuu. M3riexia, 4e ChbBMECTHOTO
NPUIOKEHUE ¢ IMyHOCYIIPECOPH HaMalsiBa 4YeCTOTaTa Ha Bh3HUKBaHE HA WH(PY3HMOHHU PEaKIHH.

B knmuHMYHM NpoyYBaHUs HA €THOKPATHO M MHOTOKPAaTHO MPUJIOKEHHE Ha HHIMKcuMal B 1034 oT 1
1o 20 mg/kg, anTuTeNa cperty HHPIMKCUMal ca ycraHoBeHU nipu 14% 0T maIeHTuTe, MoJrydaBaliu
OCBEH TOBa U UMYHOCYIIpecopH, U 1pH 24% OT MalueHTUTe, KOUTO HE OJTy4YaBaT UMyHOCYTIPECOPH.
IIpu manmeHTUTE C peBMAaTOHUJICH apTPHT, JIEKYBaHH 110 IPENOopbYaHaTa cxeMa ¢ MHOTOKPaTHO
NPUIOKEHHE HAa METOTPEKcaT, aHTUTeNa cpelry HH(IMkcuMad ca ycraHoBeHH pu 8% ot
nanueHTute. [Ipu nanueHTHUTE € IICOpUaTHYEH apTpPUT, JIEKyBaHH ¢ nHPIMKcUMad B 103a 5 mg/kg cbe
i 06e3 MeToTpeKcar, aHTUTeNa cpelty nHGIMKCUMad ca yctanoBeHu npH 15% (mipu 4% ot
NalMeHTHTE, MOyYaBalld METOTpeKcat, 1 Ipu 26% OT NallMeHTUTe, KOUTO He ca OWiIM Ha JIEYCHHUE ¢
METOTpEKCAT B HAYAJIOTO Ha JieueHneTo ¢ nHumkcnmad). [Ipu manuenture ¢ 6onect Ha Crohn, KOUTO
ca OWJIM Ha TOUIBPIKALIIO JICYCHHE, aHTUTENA Cpelly HHPIMKCUMa0 ca yctaHoBeHu o010 ripu 3,3% ot
NalUeHTHTE, MOMy4YaBaal UMyHocynpecopH u nipu 13,3% oT nauueHTuTe, KOUTO HE ca MOIydaBaIn
MMyHOCYTIpecopH. YecToTaTa Ha pa3BUTHE Ha aHTUTENA € 2 10 3 TbTH MO-BUCOKA MPH MAIlUEHTH,
JIeKyBaHU enu30iuuHO. [Topajin MEeTOIONIOTHYHHATE OrPAaHUYCHUS, OTPUIIATEITHHUST PE3yIITaT He
M3KJII0YBa HAJTMUMETO HA aHTUTENa cpelly nHpnukcumad. [Ipy HIKOM NalMeHTH ¢ aHTUTENA CPELy
MHQIMKCUMA0 BbB BUCOKM TUTPH CE YCTAHOBSBAT JaHHH 32 HaMaJsIBaHE Ha e(hUKACHOCTTA Ha
neuenneto. [Ipu npudnuzutenHo 28% oT MaMEHTUTE C TICOPUA3KC, TTOTydaBaId HHPIUKCHUMA0 KaTo
MOJUTHPIKAIIO JIeueHHe U 6e3 ChIIBTCTBAIIO JICYEHHE C IMYHOMO/YJIATOPH, CE yCTAHOBSIBAT aHTUTENA
cpemty uHpukcumad (Bx. Touka 4.4: ., IH}y3MOHHN peaKIiH U CBPbXUyBCTBUTEITHOCT”).
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HNudexnmu

[Tpu manmenTy, JTeKyBaHu ¢ HHQIUKcUMa0, ca Ha0moqaBaHu TyOepKyi03a, OaKkTepraaIHu HHQEKInH,
BKJIIOUHTEITHO CETICUC U ITHEBMOHUH, UHBa3UBHU I'bOWYHH, BUPYCHH U IPYTH ONOPTIOHUCTUYIHU
nHpekun. Hiakon ot Te3n nH(EKIy ca O ¢ JISTAJICH N3X0/1;, Ha-4eCTO ChoOMaBaHNuTe
OTIOPTIOHUCTUYHHU HH(EKIMU C YECTOTa Ha CMBPTHH ciIy4au > 5% BKIIOYBAT THEBMOLMCTHA
MTHEBMOHHS, KaHTU/1034, JIUCTEPHO3a 1 acepruiosa (Bx. Touka 4.4).

B ximmHMYHATE ipoyuBaHus pu 36% OT morydaBainTe HHGIMKCHMA0 MallieHTH Ce € HajJaraio
JICYCHUE W Ha MH(EKINH, JOKATO MMPH MANUSHTHUTE, MOIy4aBaiy mianedo — npu 25%.

UecroraTa Ha cepUO3HUTE HHPEKIUH, BKITFOUUTEITHO U Ha THEBMOHHH, B KIMHHYHUTE MTPOYYBAHUS 32
JICYCHUE HAa PEBMATOUJICH apTPHT € MO-BUCOKA MPH MAIIMCHTUTE, JICKYBaHU ¢ MHPIUKCUMA0 1
METOTpEKCaT, B CPaBHEHHE C MAlUCHTUTE, JIEKyBaHU caMO C METOTpeKcaT, 0co0eHo mpH 1o3u 6 mg/kg
WJIN TI0-BUCOKH (BXK. TouKa 4.4).

Criopeni CHOHTaHHHUTE IOCTMAPKETUHIOBH CHOOIICHHUS HAl-4ECTUTE CEPUO3HU HEXKETaHH PEaKLUH ca
uHexnuute. Hsixoun ot Te3u ciyyan ca 6unu ¢ seraned uzxox. Ilpubnusurenno 50% ot cMbpTHHTE

ClTy4ad, 3a KOUTO MMa ChOOIIEHNs, ca OMITH BBB Bph3Ka ¢ HHQEKIus. iMa cho0IeHns 3a ciy4yan Ha

TyOepKyI103a, HIKOU OT KOUTO C JIETaleH M3X0/l, BKIIOYUTEIIHO U Ha MUJIAPHA U EKCTpaIyIMOHaTHA
TyOepKyJo3a (BXK. Touka 4.4).

3so0kadecTBeHU U JIuMdonpoandepaTUBHU 3a00IBaHUS

B ximHWYHATE ipoy4YBaHUS ¢ MHPIHKCHMa0, B KOUTO ca JieKyBaHu 5 780 maruenTu

(5 494 manueHTOrOAMHM), Ca YCTAHOBEHHU 5 ciydas Ha TuMGoMu u 26 citydas Ha pa3jindHu OT
JUM(pOMH 37I0KaUECTBEHH 3a00J1BaHus, TokaTo nipu 1 600-Te manueHTy, moJry4aBajiy miamneoo
(941 manueHTOTroAMHU) € OTKPUT 1 Cilydal Ha pa3jivyHO OT JUMQOM 3JI0KAUSCTBCHO 3a00IsIBaHE U
HUTO eIUH JTuMpOM.

B aparocpouno mpocnensiBaHe Ha 0€30MacHOCTTa NPH KITMHUYHHUTE NPOYYBaHUs ¢ HHPIUKCUMa0 110 5
ronuau (6 234 manmenToroauawn, 3 210 manueHTH), IMa CHOOIIEHUS 3a 5 CIIyJas Ha pa3BUTHE HA
muMpomu 1 38 ciryyasi 3a pa3BUTHE HA PA3IMYHU OT JIUM(OM 3JI0Ka4eCTBEHH 3200 IsIBAHUSI.

B mocTMapkeTHHIOBHS MEPHUOJT CE ChOOIIABA U 32 CITy4ad Ha 3JI0KAYeCTBCHU 3a00JIBaHMS,
BKITFOUUTEITHO JTUMQPOM (BK. TOUKa 4.4).

B KJIMHUYHO Mpoy4YBaHe MPU NAIMEHTH C YMEPEHO TexKa 10 Texka XOBb — OuBIIM Wi HACTOAIIH
mymaud, 157 Bp3pacTHU NMAIMEeHTH ca JIEKyBaHH ¢ MHPIUKCUMA0 B T03H, OJIM3KH JI0 TIPUIIATaHUTE TTPU
peBmaTouzicH apTpuT u 6osect Ha Crohn. [Ipu 9 oT Te3u malueHTH ca OTKPUTH 3JI0KA4eCTBEHU
3a00JI1BaHUs, BKIIFOUMTEIIHO U eauH tuMdoM. Meranata Ha MPOAB/DKUTEIIHOCTTA Ha
npocienssaneTo e 0,8 rogunu (3aboneBaemoct 5,7% [95% moseputeneH uaTepBai 2,65%-10,6%]. B
KOHTPOJIHATA Tpyma oT 77 manueHTn uMa 1 cho0IIeHNe 3a 3I0Ka4eCTBEHO 3a00JIsIBaHe [MeraHa Ha
MPOJABIDKUTEITHOCT Ha nipocieasBade 0,8 roaunu; 3adoieBaemocT 1,3% [95% noBepuTeneH nHTepBa
0,03%-7,0%]). OcHOBHaTa 4acT OT 3JI0KaueCTBEHUTE 3a00JI1BaHMsI ca OMIIM HOBOOOpa3yBaHMs Ha
OenuTe TPOOOBE, TIaBaTa WK MIHATA.

B nomynanuoHHO peTPOCTIEKTUBHO KOXOPTHO MPOYUYBaHE, € OTKPHUTA MTOBUITIICHA YECTOTA Ha
[EPBUKAJICH KapPIIMHOM TIPH JKEHU C PEBMATOUJICH apTPHT, JIEKYBaHU ¢ MH(IMKCUMA0 B CpaBHEHUE C
MaIeHTH, KOUTO HE Ca JICKYBaHH ¢ OMOJIOTMYHHU TIPOYKTH FIIA 00ITaTa TOITYJIaIHsl, BKITFOYUTEITHO U
Te3H Ha Bb3pacT Hax 60 roauau (BX. Touka 4.4).

B nombiHeHne, nMa MOCTMapKETHHIOBH CHOOILICHHS 32 pa3BUTHE Ha XenaTolueHalleH T-KileThYeH
muM¢OM TIPH MAIUEeHTH, JIEKyBaHU ¢ WHPIMKCUMa0, KaTo IMO-TOJIIMaTa YacT OT T€3H CIIydan
BB3HUKBAT MPU MalMeHTH ¢ OosecT Ha Crohn WM yniepo3eH KOJIHT, MOBEYETO OT KOUTO ca FOHOIIN
WM MJIaJId MBXKe (BXK. Touka 4.4).
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CoplieyHa HEIOCTATEYHOCT

[Tpu npoyuBane Pa3za I, unsaTo 1N € Ouia OLeHKa Ha JICYEHUETO ¢ MHPIUKCHUMA0 MPY MalMeHTH ChC
3CH, npu nexyBaHuTe ¢ HHPIUKCUMA0 MAlMEHTH € yCTAaHOBEHA MO-BUCOKA CMBPTHOCT B PE3yNTaT Ha
BJIOIIABAHE HA ChpJEYHATa HEJOCTAThUYHOCT, 0COOEHO MPH NMALMEHTHUTE, JICKYBaHHU C BUCOKA 1032 —
10 mg/kg (T.e. IByKpaTHO MMO-BHCOKA OT yTBBP/ACHATA /103a). B ToBa mpoyuBane 150 marmenTn cbe
3CH HI-1V ®K no NYHA (neBokamepHa ¢paxius Ha nztiacksane < 35%) ca momy4aBaiu 1o

3 undy3un Ha nHMIIKCIMAO0 B 103a 5 mg/kg, 10 mg/kg nnm nmnamne6o B mpoapinkeHre Ha 6 CEIMUITH.
B pamkute Ha 38 cenmuru ca mounHanu 9 ot 101 manmenTw, nekyBanu ¢ nHGIHIKCHIMA0 (2 1eKyBaHU
B 103a 5 mg/kg u 7 nexyBanu B no3a 10 mg/kg), noxaro ot 49 nauneHTH, MOTy4YHIH 1anebo, e
MOYHMHAN CaMO €JHH.

[Ipe3 mocTMapKeTUHTOBUS MIEPUO]] MMa ChOOIIICHHUS 32 BJIOIIABAHE HAa ChPJICYHA HEIOCTATHYHOCT MTPH
MAIUCHTH Ha JICYCHUE C MHPIMKCUMA0, KaTO YCTAaHOBSIBAHETO HA OTKIIIOYBAIIM(DAKTOPH B HIKOU
CITy4ad € Bb3MOXKHO, a B IpyTH — HE. [Ipe3 mocTMapKeTHHTOBHSI TEPHO UMa M CHOOIICHHS 32
HOBOOTKPHTA ChpIeIHA HEIOCTATHYHOCT, BKIIFOUMTEITHO | IIPH MAIMCHTH 0€3 JaHHU! 3a
MPEIIIECTBAIIO0 ChPACYHOCHA0BO 3a0osBane. Cpell Te3U MalMeHTH UMa U TaKUBa HA Bh3PACT TO]]

50 roaguHu.

XenatoOWivapHy HapyIIEHUS

B ximHWYHE TpOyYBaHUS 3a JIedeHne ¢ nHQIMKCHMab ca HaOIII01aBaHu CITydaH Ha JIEKO 0 YMEPEHO
nopumasane Ha AJIAT u ACAT 6e3 nporpecust KbM TEKKO 4epHOAPOOHO yBpekaane. Habmogapanu
ca noBumiaBanus Ha AJIAT > 5 meTu ropnara rpanuna Ha Hopmata (UNL) (Bx. Tabnuua 2).
[loBumasane Ha TpancamuHazute (mo-decto Ha AJIAT, otkonkoto Ha ACAT) e HaGnronaBaHo 10-
YEeCTO MY MAIMEeHTUTE Ha JIeYeHne ¢ HH(PIUKCHMa0, OTKOJIKOTO B KOHTPOJIHUTE TPYITH — KaKTO TPU
MOHOTeparus ¢ HHPpIMKCHMa0, Taka U MPH MPUIOKEHHUETO My B KOMOMHAIUS ¢ UMyHOCyIipecop. B
MIOBEUYETO CITy4Yau MOBHUILIABAHETO Ha TpaHCAMUHA3UTE € MPEXOJHO; BCe TaK, MPH MajKa 4yacT OT
MAIUeHTHTE, €H3UMHUTE Ca OCTAHAIH MTOBHUIIEHH MO-TIPOIBIDKUTENTHO Bpeme. Hait-o01ro0, manuenTure,
nipu kouTto ce nopumasat AJIAT u ACAT, octaBaT aCHMIITOMAaTUYHU U CTOMHOCTUTE HA €H3UMUTE Ce
TIOHW>)KaBaT WM C€ HOPMaJIM3HUpPAT U MPH MPOABbIDKaBaHE, U TIPH CITUpAHE Ha JICUCHUETO C
WHGIIKCUMA0, KaKTO U TIPU KOPEKIKS Ha ChIIBTCTBAINATa Tepamnus. [Ipe3 mocTMapKeTHHTOBHS
TIEPUO NMa CHOOIIEHYSI 32 UKTEP M XEIaTUT, ITOHIKOTa ¢ XapaKTepPUCTHUKA HAa aBTOMMYHEH XEaTHT,
NIpY TIALMEHTH, JIeKyBaHU ¢ MHQIHKcHMa0 (BK. Touka 4.4).

Tabauna 2
IIponenT Ha nanmuenTuTe ¢ nopuienne Ha AJIAT npu KIMHAYHA NPOYIBAHUSA
IToxa3anue Bpoii nanuent® | Meauana Ha >3 x ULN >5x ULN

nepuoja Ha

MPOCIIe/ISIBaHEe

(ceaqmunn)*

wiane6o | waduu | mnanedo | uHGM | mianedo | uHQMM | Tuianedo | HHOIN
KcHUMab KcuMab KcHMab KcHMab

Pesmaronnmen | 375 1 087 58,1 58,3 3,2% 3,9% 0,8% 0,9%
aprpur'
Boiect Ha 324 1034 53,7 54,0 2,2% 4,9% 0,0% 1,5%
Crohn?
Boiecrt na N/A 139 N/A 53,0 N/A 4,4% N/A 1,5%
Crohn nipu
Jena
VYneposen 242 482 30,1 30,8 1,2% 2,5% 0,4% 0,6%
KOJIAT
VneposeH N/A 60 N/A 49,4 N/A 6,7% N/A 1,7%
KOJIUT MPH
Jena
Ankuno3upar | 76 275 24,1 101,9 0,0% 9,5% 0,0% 3,6%
CITOHIAJIAT
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TTokazanue Bpoii naient® | Meauana Ha >3 x ULN >5x ULN
repro/a Ha
MPOCJIeIIBaHe
(cemmmrm)*
wrane6o | uadnm | miane6o | nHbIM | wiane6o | waGMM | mianebo | mHIN
KcuMab KcuMab KcHMab KCHUMab
[lcopuatuuen | 98 191 18,1 39,1 0,0% 6.,8% 0,0% 2,1%
apTpUT
IIcopmasuc ¢ 281 1175 16,1 50,1 0,4% 7,7% 0,0% 3,4%
IUIAKH

1 TMauuentute B Mnanedo rpynuTe MojaydyaBaT METOTPEKCAT, JOKATO TE3H B TPYIUTE Ha JICYCHHUE C
MHQIMKCUMA0 MOTyyaBaT KakTo HHPIUKCUMa0, Taka U METOTpPEKcar.

2 [lamumenture B muianebo rpymnuTe, mpu aBete npoy4asanus ¢asza Il mpu 6omect Ha Crohn —
ACCENT I u ACCENT II, monmyuaBat HauasiHa fo03a oT 5 mg/kg nHpmmkcumMad B Ha4anoTo Ha
MPOYYBaHETO, KaTo [0 BpeMe Ha MoJubpkaiiara ¢asa noiaydasar mianedo. [lanuenture, KouTo ca
PaHIOMU3UPAHH B TPYIIUTE HA MOJABPKAILIO JISUEHHUE, TI0Ty4aBally Iane6o, Ho BIIOCIEICTBHE
MUHaBaT Ha JieueHne ¢ HHPIMKcnMao, mpu aHann3a Ha AJIAT ca BkitoueHH B Tpyrara Ha JIe9eHue
¢ nuapaukcumad. B m3nutane ¢aza I1Ib npu 6onect Ha Crohn - SONIC, nanuenTHTe Ha TIIAIE00
ca nonmyyaBanu AZA 2,5 mg/kg/nHeBHO KaTo aKTHBHA KOHTPOJIA B AONbIHEHUE KbM HH(Y3HHUTE Ha
rane6o nHpIUKCUMao.

3. Bpoii manueHT, Ipu KOUTO ca olleHssBanu croitHocTuTe Ha AJIAT.

4. Menuanara Ha TIepro/ia Ha IPOcye/IsiBaHe € Bb3 OCHOBA Ha OpOsl Ha JIEKYBaHUTE MALIUCHTH.

Aunrunnykieapuan anrurena (ANA)/ararurena cpenry asoiinoseprkHaa JIHK (anti-dsDNA)

[Tpu mpuOAM3UTETHO TTOIOBUHATA OT JIEKYBAaHUTE B KIIMHIUYHU MPOYYBAHUS C MHPINKCUMAO
MAIMEeHTH, KOUTO U3XOMHO ca Omiu HeratuBHA 32 ANA, B X012 Ha mpoyuBaHeTo ANA ca ce
MO3UTHBHPAIIN — 32 CPABHCHUE NIPU MOJYYMINTE TU1ae0o manueHTH ANA ca ce MO3UTUBUPATIU TPU
npubnm3utenHo 1/5. Anti-dsDNA anTHTeNa ce OTKpUBAT 3a IbPBH BT MPHU NMPUOTU3NTEIHO 17% OT
JIeKyBaHUTE ¢ HHGIIMKCUMAO0 MalMeHTH, JOKaTo Ipu nosyymnute mianedo — npu 0%. Ilo mocnennu
naHHu 57% OT nekyBaHuTe ¢ MH(IUKCUMa0 narreHTn octaBaT anti-dsDNA nonoxkutensu. Benpeku
TOBa, ChOOIIICHUATA 3@ PA3BUTHUE HA JYITyC-I0J00CH CHHIPOM HE ca 4ecTH (BXK. Touka 4.4).

[lemaTpryna momyJIamus

Hayuenmu c 10senuien peemamouder apmpum

WNudnukcumabd e u3ciieiBal B KIMHUYHO TipoyuBaHe rpu 120 nanueHTH (Ha Bb3pact 4-17 rogunn) ¢
aKTHBEH IOBEHMJIEH PEBMATOMJIEH apTPUT BBIIPEKHU JIEUEHHETO ¢ MeToTpekcar. [Ipu manuenture ca
npunaranu 3 wim 6 mg/kg nHpIHMKCHIMa0 kKaTo 3-7030B MHAYKIIMOHEH pexuM (Ha 0, 2 u 6 cenMuIa
WM CbOTBETHO Ha 14, 16, 20 ceamuIia), mociieBad OT MOAABPIKAIIO JICUCHUE BEAHBK HA BCEKH

8 ceaMHIIN, CbBMECTHO C JIEYEHHE C METOTpEKcaT.

Hupysuonnu peaxyuu

WHdy3noHHN peakiuy ca ce pa3Buiu npu 35% OT ManueHTHTe C FOBEeHUIEH PEBMATOUICH apTPHT,
JeKyBaHHU ¢ j03a 3 mg/kg, mToKaTo Mpy NalMeHTUTe, JIeKyBaHu ¢ 103a 6 mg/kg, nady3noHHN peakunu
ca ce pa3Buiu npu 17,5%. B rpynara nanuenTy, jgekyBanu ¢ napiamukcnmad ¢ nosza 3 mg/kg, npu 4 ot
60-Te marpieHTy ca HaOJII0JaBaH! CEPHO3HN WH(PY3MOHHHU peakliy, a IpH 3 OT MAUEHTHTE € UMaJIo
ChMHEHHME 33 aHa(UIaKTHYHA peakius (KaTo B 2 OT CIy4YauTe Ce € Kacaeyo 3a CEpUO3Ha PeaKius,
cBbp3aHa ¢ nH(py3usaTa). B rpynara naunenTy, nexkyBanu ¢ go3a 6 mg/kg, npu 2 ot 57-te mauueHTy ca
HaOJIr01aBaHU CEpPUO3HU MH(Y3MOHHH PEAKLUH, KaTO B €OUHHUS CIIydai € UMano CbMHEHHE 3a
aHaMIIaKTHYHA peakius (BXK. Touka 4.4).

HUmyHnoeennocm

PasputHe Ha aHTHTENA Cpelly nHPIMKCUMAaO e HabmoaBano npu 38% OT MalHeHTHTE, JIEKYBaHH C
no3a 3 mg/kg, mokaTo Hpu HalMeHTUTE, JIeKyBaHu ¢ 103a 6 mg/kg — npu 12%. Tutpure Ha
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aHTHTENaTa ca OWITM 3HAYMTEITHO MO-BUCOKHU B rpyIara MaleHTH, JJeKyBaHu ¢ 1o3a 3 mg/kg,
OTKOJIKOTO B IpyIiaTa MalydeHTH, JIEKyBaHH ¢ 103a 6 mg/kg.

Hngpexyuu

WNudexnnn ca mabmronaBanu mpu 68% (41/60) ot menara, nexyBanu ¢ nHQpIUKcMab ¢ go3a 3 mg/kg B
npoabiDkeHne Ha 52 cexamutiy, pu 65% (37/57) ot nenata, nexyBanu ¢ nHpIuKcHMab ¢ go3a 6 mg/kg
B IpoAb/okeHue Ha 38 cenmuru u ipu 47% (28/60) oT nenara, nmoaydyaBaiy mianedo B IPOAbIDKEHUS
Ha 14 cegmuru (BX. Touka 4.4).

bonecm na Crohn npu neéuampulmu nayuermu

B mpoyuBanero REACH crieiHuTe HEXenaHu peakiuy ca ChOOIIaBaHu MMO-YECTO NPH e UATPHIHH
nanueHTy ¢ 6onect Ha Crohn (Bk. Touka 5.1), OTKOJIKOTO MPH BB3PACTHU MAITUEHTH ¢ 00JIECT Ha
Crohn: anemus (10,7%), xpbB B uznpaxunenusta (9,7%), neskonenus (8,7%), 3auepssiBane (8,7%),
BupycHu undekimu (7,8%), Heyrponenus (6,8%), bakrepuanau napeknuu (5,8%), agepruyau
peaKIuu C IpOosIBH OT CTpaHa Ha AuxaTenHuTe mpruma (5,8%). B nombennenue, ca cbo0IIeHN KOCTHH
¢bpaxtypu (6,8%), 3a KoUTO 0Oade He € yCTaHOBEHA MTPUYMHHO-CIIEACTBeHA Bpb3Ka. [lo-momy ca
M30pOEHH HAKOU TO-CIEeIHATHA ChOOPaKEHHUS.

Peaxyuu, cevpzanu c ungysusma

B mpoyuBanero REACH 17,5% oT pannoMu3upanuTe MalMeHTH ca pa3BUin 1 win noeeye
WH(Y3UOHHU peakiuu. He e umano cepruo3Hn nH(GY3MOHHH PEaKLUH, a [IPH ABaMa OT MAI[IEHTUTE B
REACH ca ce pa3Bunu aHadWIaKTHYHE PEAKIIUH, KOUTO HE ca OMIIM CEpPHO3HML.

Hmynozennocm
AmnTHTeNna cpemty nHGIUKCUMa0 ca OTKpUTH 1pH 3-Ma (2,9%) oT neauaTpuIHUTE NAlUEHTH.

Hngpexyuu

B nmpoyusBanero REACH cpobuienus 3a nnpexun uma npu 56,3% oT paHIOMHU3UPAHNUTE MALUEHTH,
nexyBaHu ¢ HHPUKcuMad. ChoOmeHnsTa 3a MHPEKIINHN ca T0-4eCTH IPU TAI[HEeHTH, IPH KOUTO
WH(Y31HU ca IpaBeHU Npe3 8 CeIMUIIM, OTKOIKOTO MPH IMALUEHTH, TPU KOUTO ca MPAaBEHH Ipe3

12 ceqmunu (cpoTBeTHO 73,6% 1 38,0%), 1OKATO CHOOIICHHS 32 CEpUO3HN HH(MEKIINH UMa MpU

3 manyeHTH B rpyrnaTa Ha HHQY3UH pe3 8 CeAMUIM 1 IpH 4 MalMeHTH B Tpynarta Ha HHQy3un npes
12 cenmuru. Haii-uecto choOmmaBannTe MHGEKINUK ca NH()EKIIMUTE Ha TOPHUTE AUXATEIIHHU IIBTHUILA U
(hapuHIUTH, @ Hali-4eCTO ChOOIIaBaHaTa cepro3Ha uHdekIus ¢ adciec. Mma choOrieHus 3a Tpu
clly4asi Ha THEBMOHHMS (€/1Ha CepUO3Ha) | JIBa CIyYasi Ha XepIec 30cTep (M 1BaTa He ca CEPHO3HN).

Yaueposzen koaum npu deya

Karo 1151510, HeXxXenaHUTe JEKAPCTBEHN PEaKiK, ChOOIIEHH B KIIMHUYHOTO U3IUTBAHE MPH yIEPO3CH
kot nipu Aena (C0168T72) u npoyuBaHusTa Mpu yarepo3eH KoauT npu Bb3pacTau (ACT 1 u

ACT 2), ca cxonnau. B C0168T72, Hali-uecTuTe HEXeIaHU peakiny ca MHPEKIIMKA Ha TOPHUTE
JUXaTeJIHU IbTHUINA, (DapHHIUT, KOpeMHa 0oJiKa, IOBUILIEHA TeMIleparypa U riaasodonue. Hait-uecto
CpellaHaTa He)KeJlaHa JIEKapCTBEHA PEaKKs € BIIOIIaBaHE Ha YIILEPO3HHSI KOJIUT, YUATO YECTOTA €
Oua 1mo-BMCOKa NpH MAMEHTUTE Ha 12-ceMHUYeH, B CpaBHEHHE C Ta3U NPH MAlMEHTHTE HA
8-CeIMMYEH JT030B PEXKUM.

Peakyuu, cevpzanu c ungysuama

Karo msmo, 8 (13,3%) ot 60 nexyBaHUM MallMeHTH ca TOJXYYIJIN €IHA WU TIOBEYE PEaKIIH, CBbP3aHH C
uHQy3usTa, kato 4 ot 22 (18,2%) ca npu 8-cemmuunmst u 3 ot 23 (13,0%) — npu 12-ceqmuunus
PEKUM Ha MOATbPIKAIIO JedyeHne. Hama cho0IeHr cepruo3Hn peakiuy, CBbpP3aHu ¢ HHPY3HITA.
Benuku peakunu, cBbp3aHu ¢ HHQY3HUITa, ca JIEKU 10 YMEPEHHU 110 HHTEH3UBHOCT.

Hmynoeennocm
AmnTHTeNna KbM HHPIMKCUMaOca yctaHoBeHH npu 4 (7,7%) nauueHTH npe3 ceamuna 54.
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HUnghexyuu

Uudexnuu ca cpobmenu nipu 31 (51,7%) ot 60 nekyBanu nanuentu npu CO168T72, a mpu 22
(36,7%) ce e HaOKMIIO TIEPOPATHO T TAPEHTEPATHO aHTUMHUKPOOHO JieueHne. [ [poreHTsT Ha
nanuenTute ¢ nHpexnuu npu CO168T72 € cX0JeH ¢ TO3U MPH NMEAUATPUYHOTO MPOYIBAHE IPU OOIECT
Ha Crohn (REACH), HO 10-BHCOK B CpaBHEHHE C IPOYYBAHUATA MTPH BH3PACTHHU C YIIIEPO3CH KOIHUT
(ACT 1 u ACT 2). O6mara yectota Ha undekiuu npu C0168T72 e 13/22 (59%) npu rpynara Ha
MOTBPIKAIIO JieueHue Ha Bceku 8 ceamun U 14/23 (60,9%) nipu rpynaTta Ha MOIbPIKaIo JedeHHe
Ha Bceku 12 ceamunm. Madexun Ha ropante auxarendu meTama (7/60[12%]) u dapunrur (5/60
[8%]) ca mHaii-uecTo croOmIaBannTe HHQPEKINH HA AuxarenHara cuctema. Cepro3Hu HH(PEKINH ca
cproOrienu npu 12% (7/60) OT BCUYKH JICKYBaHU MAIUCHTH.

B ToBa npoyuBaHe ¢ uMaio MmoBeye NaIMeHTH B rpyliaTa Ha Bh3pact oT 12 10 17 romquHu, OTKOJIKOTO B
rpynara Ha Bb3pacT ot 6 710 11 roguau (45/60 [75,0%]) cripsimo 15/60 [25,0%]). Benpeku ge 6posit
Ha TIAIIMEHTUTE BHB BCAKA MOJTPYTIa € TBhPAE MAITbK, 32 Ja C€ HAPaBsAT HIKAKBH OKOHYATEITHU
3aKJTFOYEHUS] OTHOCHO BIMSTHUETO Ha Bb3pacTTa BHPXY Mpoduia Ha 6€30MacHOCT, IIPH ITO-BHCOK
MIPOIICHT TMAIUEHTH B TPyIaTa Ha MaJKUTE JIella UMa CEPUO3HH HEXEJIaHU PEaKIIUU U IPEKpaTABaHE
Mopajy HeXeJIaHU JICKAPCTBCHU PEaKIlMY, B CPAaBHEHUE C TPyIlaTa Ha IOHOIIUTE. BhIpeku ue
MPOIECHTHT Ha MAIUEHTHTE ¢ MH(EKIMU ¢ OWJI ChILO MO-BUCOK B IpyraTa Ha MaJKUTe Jelia,
MIPOIEHTHT Ha CEPHO3HNTE HH(EKINH € OWJI CXOJIEH U B IBETE Bh3pacToBu rpymnu. Karo msiio,
MIPOIIEHTHUTE Ha HEXEIAHUTE JICKAPCTBEHU PEaKIIMU U PEAKINHUTE, CBbP3aHu ¢ HHPY3UUTE, ca Onin
cxoHU Mexay rpynute oT 6 1o 11 u ot 12 no 17 rogunu.

ITocTMapKETUHI'OB OIUT

[TocTMapKeTHHTOBHUTE CIIOHTAHHH, CEPHO3HH HEXKEJIaHH PEaKIMH IPH IPHI0KESHUETO Ha
MHQIMKCUMA0 MPH NeIuaTprUyYHa MOIyJIalis BKIIOUBAT PA3BUTHETO Ha 3JI0KaYECTBECHH 3a00NIBaHUs,
BKJIFOUUTEITHO U Ha XeNaToJiMeHaJIeH T-KieTbueH JUMQPOM, IPEX0HO OTKIOHCHUE Ha YSPHOIPOOHHUTE
€H3WMH, JTYyC-I000CH CHHIPOM U TIO3UTUBUPAHE 3a aBTOAHTHUTENA (BXK. TOUKH 4.4 u 4.8).

Z[DVI‘I/I CricaJIHy IMOITyJIalti

Cmapuecka 6v3pacm

B xiIMHWYHY TPOYYBaHUS PU PEBMATOH/IEH apTPUT, YECTOTaTa HA CEPUO3HU UH(EKITUH TTPU
nanueHTuTe Ha u Hax 65 ronunau (11,3%), nekyBanu ¢ nHGIMKCUMAO TUTIOC METOTPEKCaT, € Ouia Tmo-
rojsiMa OT Ta3! MpH MaIHeHTuTe noja 65-roauirHa Bb3pacT (4,6%). [lpu nanueHTrTe, 1eKyBaHH CaMo
C METOTpPEKCaT, YeCToTaTa Ha CEpUO3HUTE HH(EKIIMYU ¢ Oma 5,2% Mnpu MalueHTUTe Ha U HaJl

65 ronuHU B cpaBHeHHE ¢ 2,7% Mpu manueHTUTe mo 65 ronuHu (BK. Touka 4.4).

C’I)O6IIIaBaHe Ha ITOJ03UPaHH HEXKCJIaHU PCAKITNH

CT;O6I].IaBaH6T0 Ha NOAO3UPAaHU HEXKCJIaHU PEAaKIUU CIICA Pa3pClIaBaAHC 3a yHOTpe6a Ha JICKaApCTBCHUA
IMMPOAYKT € BAXKHO. Tosa mo3BosBa 1a MMPOABILKN Ha6J'IIOJleHI/IeTO Ha CbOTHOIICHUETO HOJISa/pI/ICK 3a
JICKApCTBCHUS IPOAYKT. OT MEIUIIMHCKNTE CICIUAINCTH CE U3UCKBA 1a C’BO6I]_IaBaT BCsKa
IMoA03MpaHa HEXKEJIaHa pe€aKluA YpE€3 HallHOHAJITHA CUCTEMA 3a C’BO6H.IaBaHC, IIoCo4YcHa B

[Ipunoxxenue V.

4.9 Ilpeno3upane

Crnyyau Ha peao3upaHe He ca choOiaBanu. [Ipunaranu ca equanyuau 1034 10 20 mg/kg 6e3 nposiBu
HAa TOKCUYHOCT.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoguHAMUYHH CBONCTBA

dapmakoTepareBTHYHA IPyIa: UMYHOCYIIPECOPH, MHXUOUTOPH HAa TyMOP-HEKPOTU3UpAIl HakTop
anda (TNF,), ATC xox: LO4AB02

Remsima e 6uonorudno momobeH ekapcTBeH npoaykr. [logpobra nHbopMmarus e mpeaocTaBeHa Ha
yebcaiita Ha EBponeiickaTa arennus no jgekapctata https://www.ema.europa.eu.

MexaHu3bM Ha JIEHCTBUE

HNuadnukcumad e XuMEpHO YOBEIIKO-MHIIIE MOHOKJIOHATHO aHTUTSIIO C BUCOK a()UHUTET KaKTO KbM
pa3TBOpUMUSL, Taka U KbM TpaHcMeMOpanuusi TNF,, Ho He u kbM muMpoTokcuH o (TNFp).

dapmakoguHAMUYHA €DEKTH

Nudnukcumad naxnOupa yHknuoHamHaTa aktuBHOCT Ha TNF, ipu n3cnensane ¢ roism Opoit

in vitro Metoau 3a OMoJorudHa akTHBHOCT. MHMIMKCHMab ipeoTBpaTsiBa pa3BUTHETO Ha OOJECT MPH
TPaHCTEHHH MUILIKH, KOUTO OOJIETyBAaT OT MOJIMAPTPUT B PE3YJITAT HA KOHCTUTYTHUBHA EKCIIPECHs Ha
yoBemku TNF,, a xoraro ce npunara ciel OTKIIOUBaHe Ha 00JecTTa, BOJM JI0 Bb3CTAHOBSBAaHE HA
CTaBHUTE epo3ud. In vivo nHpIuKcuMad 0bpp30 00pazyBa cTaOwmTHA KoMIuTekcH ¢ yoBemkus TNF,,
KaTOo TO3M MPOILIEC MPOTHYA YCIIOPEAHO Che 3arydara Ha OuonornyHa akTHBHOCT Ha TNF,.

B cuHOBHanHaTa TEYHOCT Ha MALMEHTH C PEBMATOUCH apTPUT C€ YCTAHOBSIBA [TOBUIIIEHA
koH1eHTparys Ha TNF, 1 Ta3u KOHIIEHTpaIus Kopenupa ¢ akTHBHOCTTa Ha bonectTa. [Iprmoxkennero
Ha nHGIMKcHMa0 Tpu OOJTHU C PEBMATOMJICH apTPUT BOJH JI0 HaMallsiBaHEe HAa HHOUITPAIUITA Ha
3acerHaTUTe CTaBU OT KJIETKU Ha BH3MAJICHUETO U OTpaHHUYaBa eKCIIpecHsTa Ha MEUaToOpH Ha
KJIEThYHATA aIXe3Hsl, XeMOATPAKTaHTHU, KAKTO U pa3pyllIaBaHETO Ha cTaBHUS Xpyupul. Cren
JieueHHeTo ¢ MHPIUKCUMAO0 MpH MAMEHTHTE Ce YCTAHOBSIBA TOHMKaBaHEe Ha CEPYMHOTO HHBO Ha
untepneBkuH 6 (IL-6) u C-peaxtuBen nporerH (CRP) n noBuimaBane HUBOTO Ha XeMOTJIOOWHA MTPU
NalMEHTH C PEBMATOUIEH apTPUT, KOUTO €A C IOHW)KEHO HUBO Ha XEMOTJIOOMH, B CPaBHEHHUE C
n3X0oAHUTE cToHHOCTH. He ce ycTaHOBsIBa 3HAUMMO MOHMXaBaHE HAa Opos Ha nepudepHUTe
muMdonrTH, HUTO Ha TIpoNr(epaTUBHISI UM OTTOBOD TIPH i1 Vitro MUTOTEHHA CTUMYJIAlUs B
CpaBHEHHME C KJIETKHUTE OT HEJIEKyBaHH NauueHTH. [Ipy nanueHTH ¢ ncopuasmc Je4eHUEeTo ¢
MHQIMKCUMA0 BOAM /10 OTPaHNYaBaHE HA SMIUMAECPMAIHOTO Bh3IIAIIEHUE U HOpMAJIM3UPaHe Ha
JuQepeHnnanmaTa Ha KepaToUTUTE B ICOpUATHYHHTE IIakd. KpaTkoTpaifHOTO JeueHue ¢
MHQIMKCUMAaO Ha OOJTHY C IICOPUATHYEH apTPUT BOJIM JI0 HaMallsiBaHe Ha Opos Ha T-KJIeTKUTe U Ha
KPBbBOHOCHHTE ChJ0BE B CHHOBUSTA M ICOPHATUIHUTE IUIAKH.

XHUCTOJIOTUYHOTO U3CIIeIBaHE Ha OMOIICHH OT JIc0esI0 YepBO, B3CTH MIPEIH JICUCHUETO ¢ MH(IMKCUMA0
U 4 ceMUIIU CIie]T TPUIIOKEHHUETO MY, TOKa3Ba 3HaYnTeNIHO NoHmkaBaHe Ha TNF,. Jleuenuero Ha
nanueHTH ¢ 6onect Ha Crohn ¢ HHPIUKCUMAO € CBBP3aHO U ChC 3HAUNTEITHO TTOHKABAHE HA
cToiiHOocTUTE Ha yecTo noBuiienus CRP. [Ipu nexyBanu ¢ nHQIMKCUMAO MalueHTH OOITUAT Opoi Ha
OenuTe KPhBHU KIIETKH B TIepH(epHa KPBB HE Ce MPOMEHS MHOTO, Makap CTOHHOCTUTE Ha
TUMQOIMTUTE, MOHOIUTHUTE U HEYTPODUIIUTE J]a MOKA3BAT TCHICHIINSA KbM HOpManuzupane. [1pu
JeKyBaHU ¢ MHQIMKCMMa0 NanueHTH MOHOHYKIICApHHUTE KJIETKH OT MepudepHa KPbB ca ¢
HETMPOMEHEH NPOoJUQepaTuBeH OTTOBOP NPH CTUMYJIAIUS B CPABHEHHE C HEJIEKYBAHU ITAIUEHTH, CIIe]]
JiedeHneTo ¢ nHpIMKcHMab He ce HaOJro1aBa U 3HAYMMa MPOMSIHA B MPOYKIIMATA HA IUTOKUHH OT
CTHMYJIUPaHUTE MOHOHYKJIEApHH KIIETKH. M3cnenBaneTo Ha MOHOHYKIIEapHH KJIETKU OT JIAMHIHA
MIPOTIPHSI OT YPEBHA JIMTABHIIA, B3€Ta Upe3 OMOIICHs, TOKa3Ba, Ye JICYCHUETO ¢ MHPIUKCHUMA0 BOJIH JI0
HamassiBaHe Ha Opos Ha kieTkute, ekcrpecupaind TNF, u uatephepon- y. JlombIHUTETHH
XHCTOJIOTHYHH HU3CIICBAHUS MOKA3BaT, Y€ JICUCHUETO ¢ HHIUKCHUMAO BOIM 10 HAMAJIBaHE HA
WHQUITpAIMATA Ha 3aCETHATUTE OT OOJIECTTA YYACTHIU OT YepBaTa C KIIETKH Ha BH3MAICHUETO U
HaMmaJsBaHe Ha EKCIpecHsTa Ha MapKepy Ha Bb3MAJICHUETO B CHIIUTE yUacThIy. MiMa qanHu 3a
JIMTaBUYHO O3]IPaBsSBaHe, MOJYYCHU OT CHIOCKOIICKO HU3CIICABAHE HA UPCBHA JINTABHUIIA MTPU TAIMEHTH,
JeKyBaHU ¢ HHIMKcUMaO.
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Kinnuyna edukacHOCT U 0€30IaCHOCT

Pesvamouden apmpum npu 8b3pacniiHu

EdwukacnoctTra Ha edeHneTo ¢ HHGINKCHMA0 € OIleHeHa B JIB€ MHOTOIICHTPOBH, PaHAOMHU3HUPAaHH,
nBoiHocnenu, munotHU KMMHUYHY nipoyuBaHusi: ATTRACT u ASPIRE. U B nBete nmpoyuBaHus e
OmIa O3BOJIeHa €JHOBPEMEHHA YIIoTpeda Ha (oJIreBa KHCEIHa, TePOPATHA KOPTUKOCTEPOH U
(< 10 mg/nueBHO) W/mm HecteponaHY TpoTuBOoBB3NanuTeNHU cpenctia (HCIIBC) B ycraHOBeHM
JI03H.

[IbpBUYHNTE KpAHU TOYKH ca OWMJIM OBIIA/IIBaHE HA MPHU3HAIUTE U CHMIITOMHTE, OIICHEHH CIIOPE/T
kputepunte Ha AMepukanckus Konex mo Pesmaronorust (ACR 20 3a ATTRACT, ACR-N 3a
ASPIRE), npo¢unaktupane Ha CTPYKTYPHO YBpekJaHe Ha cTaBaTa v ()yHKIMOHAIHO MOJO0peHHe.
OBrnansBaHeTO Ha MPU3HAIUTE U CUMIITOMUTE € AeprHrpano kaTo mogoodpenue ¢ more 20%

(ACR 20) xakto B Opost Ha O0JIe3HEHUTE, TaKa M HA OTOYHUTE CTaBH, KAKTO M B3 OT CIICTHUTE

5 kputepust: (1) oOma oneHka Ha Jiekaps, (2) o01a oleHKa Ha manueHTa, (3) pyHKInoHaHA OIlCHKa
Ha cTaBara, (4) ompeaensHe Ha CHiIaTa Ha OOJKaTa IO BU3yalHATa aHAJIOTOBA CcKajia  (5) CKOpOCT Ha
yTasiBaHe Ha eputporurutre win C-peaktuBeH npoTenH. ACR-N m3moi13Ba ChIUTE KPUTEPHU KATO
ACR 20, n3uuciieHu 3a Haii-cJiabo U3pa3eHOTO MMOJA00PEHHE B OpOsl HA OTOUYHUTE CTaBU U Opos Ha
0oJIe3HEHNUTE CTaBH, U MeJIaHaTa Ha OCTaBallIuTe 5 mokaszarens no kpurepuure Ha ACR.
CTpyKTYpPHOTO YBpEX/IaHe Ha CTAaBUTE (€PO3UHU M CTECHSIBAHE HA CTABHATA IIETKa) KAKTO HAa CTABHUTE
Ha pBIETe, TAKa U Ha CTaBUTE Ha KpakaTa, Ce OLICHBAIIE 10 MPOMsIHATA B CPABHEHHE C N3XOHATA
CTOHHOCT Ha Monudumpanus ckop o van der Heijde-Sharp (0-440). 3a onpexnensiHe Ha IpoMsHATa
Ha (PU3UYECKOTO CHCTOSHHE B CPABHEHHUE C U3XOIHOTO CE U3IMO3BAIIe BBIIPOCHUKBT 32 OIICHKA Ha
3npaseto (BO3, 0-3 crenen).

B mnanie6o-kontponupanoro npoyuBane ATTRACT e onensian otroBopsT Ha 30, 54 u 102 cenmumna
npu 428 MalKeHTH ¢ aKTUBEH PEBMATOUICH apTPUT, BBIIPEKH JICUEHUETO C METOTPEKCAT.
[Mpubnuzutenno 50% ca 6unn ot 1l pynknronanen knac. [lanuenTuTe ca mosyyapain WK mianeoo,
wi 3 mg/kg nnn 10 mg/kg nadnukcnmad Ha 0, 2 u 6 ceamuIia, ciea KOeTo — npe3 4 Ui § ceAMUIIH.
Bcewukn narienTy ca Omim Ha IMOCTOSIHHA 1032 METOTpeKcaT (cpenHo 15 mg/ceaMuyHO) B
NpoABJDKEHHE Ha 6 Mecela Npeay BKIIOUYBAHETO B IPOYUYBAHETO M Ca OCTABAIM Ha ChIATa IIOCTOSHHA
71032 110 BpeMe Ha IUIOTO IPOYyUBAHE.

Pesynrarure Ha 54 cenmuna (b3 ocHoBa Ha ACR 20, moxudunmpanus ckop mo van der Heijde-Sharp
u BO3) ca mokazanu Ha Tabnuma 3. [lo-Bucoka crenen Ha kiuHudeH otroBop (ACR 50 u ACR 70) ce
ycraHoBsBa Ha 30 u 54 ceMuIa BB BCHUKHU TPYIH, JIEKYBaHU C MHPIUKCUMA0, B CpaBHEHHUE C
TpYIIUTE Ha JICYCHUE CaMO C METOTPEKCaT.

3abaBsiHE Ha MPOrPeCcHUsITa Ha CTPYKTYPHOTO YBPEXkKIaHEe Ha CTaBUTE (€PO3UU U CTECHSIBAHE Ha
CTaBHATA IIEMNKA) CE YCTAHOBABA HA 54 ceJMHIIAa BbB BCHUKHU TPYIIH, JICKYBAHU C HHPIUKCUMAO
(Tabmuma 3).

Edexrure, ycranoBenn Ha 54 ceqmuiia, ce 3aabpxkat o 102 ceqmuta. [lopaam Opost Ha ciydante Ha

CTIMpaHe Ha JICYeHHETO, 3HAUMMOCTTa Ha Pa3IMKaTa MEXy ABETE TPYIH MAUCHTH — JIEKyBaHHUTE C
MHQIMKCHMA0 ¥ JIEKYBaHUTE CaMO C METOTPEKCAT, HE MOXKE 1a CE ONPEILIIH.
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Tao0auna 3
ACR 20, cTpYKTYpHO YBpeKIaHe Ha cTaBaTa U pU3M4ecKo ChbCTOSIHUE HA 54 cenMuma,

ATTRACT
Nndmmkcnmadc®
Kontpomna 3 mgkg 3mgkg 10mgkg 10mgkg Beuuku
rpymna* mpe3 8 mpes 4 mpe3 8 mpes 4 MareHTH Ha

CeIMHIIM  CEIMHULM  CEAMHMIM  ceaMuimy  MHpIukcuma6®
[MatmenTu ¢ 15/88 36/86 41/86 51/87 48/81 176/340 (52%)
otroBop ACR 20/ (17%) (42%) (48%) (59%) (59%)
OrueHsBaHu
nareHTr(%o)
061 crop” (Moaudunmpan ckop mo van der Heijde-Sharp)
[Tpomsina B 7,0+10,3 1,3£6,0  1,6£8,5  0,2+3,6 -0,7£3,8  0,6+5,9
CpaBHEHHE C
U3XO/IHATA
CTOIHOCT (cpenHa
+ SD®)
Menunana 4,0 0,5 0,1 0,5 -0,5 0,0
(uarepkBaptmien  (0,5;9,7) (-1,5;3,0) (-2,5;3,0) (-1,5;2,0) (-3,0; 1,5) (-1.,8;2,0)
JTAAIIa30H)
[Maumentu 6e3 13/64 34/71 35/71 37/77 44/66 150/285 (53%)
BiomagaHe/oteHs B (20%) (48%) (49%) (48%) (67%)
anu manueHTH (%)"
IIpomsna BsB BO3 87 86 85 87 81 339
Criope]] M3X0HaTa
cToitHocT"
(oneHSIBAaHU
TIAI[UEeHTH)
Cpenno + SD*® 0,2+0,3 04+03 05+04 05+0,5 04+04 04+04

a KOHTpOJIHA TPyIia = BCUYKH MAIUEHTH C aKTHUBeH PA, BBIIPEKH JIEUEHHETO C METOTPEKCAT B
TIOCTOSIHHA J103a B MPOIBDKEHNE HA 6 Mecella IpeIn BKIIFOYBAHETO, KaTO ca OCTAaHAIM Ha
MIOCTOSIHHA JT03a METOTPEKCaT M0 BpeMe Ha MmpoydBaHeTo. Jlomyckano ce € ChBMECTHOTO
MPIJIO’KEHUE B YCTAHOBEHU JIO3U Ha TIepopaiHu KopTukocTepouaun (<X 10 mg/mHeBHO) n/miu
HCIIBC, u ca naBanu 100aBku ¢ (poreBa KUCEIHHA.

0 BCHYKM NAIMEHTH Ha MHGIMKCUMAO ca MMoJlydaBajid U METOTPEKcaT ¢ (poIrueBa KUCEInHa, a
HsIKOM — U KopTukoctepouau u/unu HCIIBC.

B p <0,001 3a Bcsika rpyna Ha JiedeHne ¢ nHpIuKcuMad cpelry KOHTpOoJHATa TpyTa.

I' TIO-BUCOKHUTE CTOMHOCTU 03HAYABAT MO-TEKKO CTABHO YBPEXKIaHE.

n BO3 = BepocHuK 3a OlleHKa Ha 3/[paBeTO; O0-BUCOKUTE CTOMHOCTH 03HAYaBaT I10-CIIa00

M3pa3eHo yBPEKIaHe.

B nmpoyuBanero ASPIRE e onensiBan otroBopsT Ha 54 ceqmuiia ipu 1 004 manueHTH, HEIEKyBaHU 10
MOMEHTa C METOTPEKCAT, C aKTUBEH PEBMATOUICH apTPUT C MaJIKa JTABHOCT (IaBHOCT Ha OoiecTTa

< 3 rogunu, Meauana 0,6 romquHu, MeMaHa Ha OPOst OTOYHHU M OOJIC3HEHU CTaBU ChOTBETHO 19 u 31).
Bewuky manpieHTH ca OMH MOJIOKEHH Ha JICUSHHE ¢ METOTpEeKcaT (J103a, ONTUMHU3MpaHa Ha

20 mg/ceamMuuHO Ha 8 ceaqmuLa) B KOMOMHaLus ¢ riane0o ninn nHdaukcuMad B 1o3a 3 mg/kg mm

6 mg/kg Ha 0, 2, u 6 ceqmuIIa, ClIe]] KOETO BeIHBXK Ha 8 cenmuIy. Pesynrarute Ha 54 cemmuna ca
npeacraBeHu B Tabmuma 4.

Ha 54 cenmMuna ot ie4eHHETO C ABETE 103U MHPIUKCHUMA0 + METOTPEKCAT € OTUYETEHO CTATUCTHYECKU
3HAYMMO TO-TOJISIMO TIOI00pEHNE Ha TIPU3HAITUTE ¥ CUMIITOMHUTE B CPAaBHEHHE C MOHOTEPAITHATA C
METOTpPEKCaT, KaTo OIICHKATa € HalpaBeHa Bb3 OCHOBA HA MPOIICHTA MAIIMEHTH, TIPH KOUTO €
nocturiat ACR 20, 50 u 70.

Han 90% ot nmarmuentute B ASPIRE ca nmanu moHe 2 mMOAXOASINN 32 HHTEPIPETAITHS
pentrenorpadun. Ha 30 u 54 ceqmuua B rpynara Ha JieueHHe ¢ HHPIUKcuMal + MeToTpekcaT e
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YCTaHOBEHO TMO-M3pa3eHo 3a0aBsHEe Ha CKOPOCTTA HA MPOTPECHs] HAa CTPYKTYPHOTO YBPEXKIAHE B
CpaBHEHHE C IpyIaTa Ha MOHOTEpAIus C METOTPEKCaT.

Tao0auna 4
ACR-N, CTPYKTYpHO YBpe:KIaHe Ha cTaBaTa U puznyecko cberosinne Ha 54 cenmuna, ASPIRE
Nudmukcnmad + MTX
[Tnane6o + MTX 3 mg/kg 6 mg/kg  KomOunmpano

Bpoii panioMHu3npaHu MalMeHTH 282 359 363 722
IIponienT Ha mogo6penue criopex ACR
Cpenno + SD? 24,8 £ 59,7 373+£528 42,0+473 39,6+50,1
[IpoMsiHa B CpaBHEHHE C M3XOJHATA CTOMHOCT Ha Moauduumpan ckop 1o van der Heijde-Sharp®
Cpenno + SD? 3,70 £ 9,61 0,42+5.82 0,51+5,55 0,46+5,68
Menuana 0,43 0,00 0,00 0,00
[Nomo6penne BB BO3 B cpaBHEHME ¢ M3XOAHATA CTOHHOCT—CpenHO 3a nepuoza ot 30 1o 54 cenmura®
Cpenno + SD” 0,68 + 0,63 0,80 +0,65 0,88+0,65 0,84 +0,65

a p<0,001 Bcsaka rpyna Ha JiedeHne ¢ HHQIUKCUMa0 cpelry KOHTPOIIHATA Tpya.

0 TO-BHCOKMTE CTOMHOCTH O3HA4YaBaT IO-TEKKO CTABHO YBPEKIaHE.

B BO3 = BwnpocHuK 3a oIleHKa Ha 3/IpaBeTO; MO-BUCOKUTE CTOHHOCTH O3HA4YaBaT Mo-c1ab0 u3pa3eHo
YBpEXKIaHE.

r p=0,030u<0,001 choTBETHO 3a I'pyNHTE Ha JeueHue ¢ nHpIHMKkcuMao B no3a 3 mg/kg u 6 mg/kg
cpemty 1uiane6o + MTX.

JlaHHuTE, KOUTO MOJKPEIAT TATPUPAHETO HA JI03aTa MPH JICYCHUETO Ha PEBMATOHMJICH apTPHT, ca OT
npoyuBanusita ATTRACT, ASPIRE u START. START e pannomusupano, MHOTOLIEHTPOBO,
JIBOMHOCIIATIO, TTApaJIeTHO TPYIIOBO MpOy4BaHe 3a Oe3omacHocT ¢ 3 pameHa. B emHo oT pamenara
(rpyma 2, n = 329), npu manueHTUTE ¢ HEIOCTaThUYEH OTTOBOP € IOMYCKaHO TUTPHUPAHE Ha J103aTa C I10
1,5 mg/kg — ot 3 no 9 mg/kg. [Ipu no-ronsimara gact (67%) OT Te3n MALMEHTH HE CE € Hajlaraio
TUTpHUpaHe Ha fo3ata. OT NAaUeHTUTE, IPH KOUTO € 010 Heo0X0ANMO TUTPUPAHE Ha 103aTa, IPU
80% e mocTUrHaT KIMHUYEH OTTOBOP, a pH Mo-rojsiMaTa yact (64%) oT Tax e Ouna HeoOxonuma
camo eTHOKpaTHa KOpeKmus Ha go3ata ¢ 1,5 mg/kg.

bonecm na Crohn npu ev3pacmuu

Hnoyxkyuonno neuenue npu cpeono medcka 0o medxcka 6onrecm na Crohn 6 akmusen cmaouii
EdukacHocTTa Ha €THOKpAaTHO NPUIIOKEHUE Ha MHMIMKCUMa0 e Ouia oueHeHa npu 108 mamuenTn ¢
aktuBHa Oonect Ha Crohn (mHAekc 3a akTuBHOCT Ha OonectTa Ha Crohn (CDAI) > 220 <400) B
PaHIOMU3UPAHO, IBOMHOCIISIIO, TUIANe00-KOHTPOIUPAHO, IPOYYBaHE J103a-0TrOBOP. 27 OT

108-Te manueHTH ca oMM JIeKyBaHu ¢ HHQIHKcHMAa0 B penopbuBaHara j1o3a ot 5 mg/kg. Benukn
NalMeHTH ca OWIN C HEJOCTaThYHO MOBJIMABAHE OT MPEIIIECTBAIA CTaHapTHA Tepanus. [IpoTokoIbT
€ TI03BOJISIBAI €JHOBPEMEHHO NpHJIaraHe Ha CTaHAAPTHU TEPANUU B YCTAHOBEHU 103U U 92% oT
MaIMEHTHUTE ca TPOIBIDKIIN J1a TIOTy4aBaT Te3U TEPaIlHH.

[TppBUUHaTa KpaliHa TOYKA Ha IPOYYBAHETO € OMiIa ONpeesITHETO Ha MPOLEHTA MAlUeHTH, TP KOUTO
€ MIOCTUTHAT KIIMHUYEH OTroBop, NeduHupan karo nmonmwxkenue Ha CDAI ¢ > 70 Touku Ha 4 ceqmuna B
CpaBHEHHE C M3XOJHATa CTOWHOCT, 0€3 [ja ce Hajara MOBHIIABaHE Ha J103aTa Ha NIPUJIaraHuTe
JIeKapCTBEHU MPOIYKTH WM orepauus 3a 6onectra Ha Crohn. [lanmenture, OTrOBOpHIM Ha

4 cenmuna, ca Owim mpociensBanu 10 12 ceamuia. BropuunuTe KpaliHU TOYKH HA TIPOYYBAHETO
BKITIOYBAT OIPEENIHE Ha MMPOLIEHTA MAIlMEHTH, KOUTO ca B KIIMHINYHA pEMUCH Ha 4 ceaMHuIIa

(CDAI < 150) u onpeaensiHe Ha KIIMHUYHUS OTTOBOP 32 IO-IBJIBI IIEPHOI.

Ha 4 ceamuiia, ciien eqHoKpaTHO npuiioxenue, npu 22/27 (81%) ot nanueHTuTe, JIEKYBaHHU C
nH}IuKcuMab B 1o03a 5 mg/kg, e mocTUrHAT KIMHWYEH OTroBop cpeuty 4/25 (16%) ot nauueHTHTe,
noxyuniu mianedo (p < 0,001). Coio Ha 4 ceqmuua pu 13/27 (48%) ot nekyBaHuTe ¢
nHGIMKCUMA0 TalMeHTH € mocTurHara KiuaudHa pemucust (CDAI < 150) cpemry 1/25 (4%) ot
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iane6o-rpynata. [loBnusBaHeTO € 3a104YBajio Ha 2 CeIMUIIA CIIe]] TPHIIOKEHUETO, KATO € IOCTUTAIIO
MakcUMyM Ha 4 ceqmuna. [Ipu nocieanarta Busura Ha 12 cenmuna 13/27 (48%) ot nekyBaHUTE €
WHGIMKCUMA0 TAIIMEHTH BCE OIS Ca ITOKA3BaIu MPU3HAIM Ha TIOBIIUSBAHE.

Tlooovporcawo neuenue npu cpeono medicka 00 medicka boasecm na Crohn npu 8vb3pacmmuu 8 AKMueH
cmaoutl

EdukacHocTTa Ha IeU€HHETO C MHOTOKpPaTHU HHY31H HHPIUKCHMMa0 e Onna 00eKT Ha 1-roauirHo
knuHIgHO npoy4uBane (ACCENT I). O6mo 573 manueHTr ¢ ymepeHa 10 TeXKa akThBHA ¢opMa Ha
6onecrra Ha Crohn (CDAI > 220 < 400) ca 6w JiekyBaHH ITEPBOHAYAITHO C €IHOKpaTHA HH(Y3HS B
no3a 5 mg/kg Ha cenmuna 0. 178 ot o6mio 580 BitoueHu B mpoyuBaneTo nanuentu (30,7%) ca ounu
¢ Texxka popma Ha 6onectta (CDAI > 300 1 chITBTCTBAIIO JICYCHUE C KOPTUKOCTEPOUIN U/UITN
MMYHOCYIIPECOPH ), KOETO CHhOTBETCTBA Ha TMOITyJIAIKATA, AeQUHUpaHA B ITOKa3aHUATa (BX. Touka 4.1).
Ha 2 ceqmuna npu BcHUKH NanyeHTH € Ouiia HampaBeHa OLICHKA Ha KIIMHUYHOTO MOBJIHMSBAaHE U ca
OWMIIM paHJOMU3UPAHH B €1HA OT 3-Te TPYIH Ha MMOJABPIKAIIO JICYSHHUE: ¢ IPUIOKEHHE Ha ianebo, ¢
npuiokeHue Ha nHpmkcnMad 5 mg/kg u ¢ npuoxenne Ha nHGIUKCcHMad 10 mg/kg. U 3-te rpynun
ca ToJTyYaBajii MHOTOKpaTHHA WH(Y3UH HA 2 U 6 CEMUIIA, CTIeT KOETO — Ha BCEKH 8 CeIMUIIH.

Ot pangomuzupanute 573 nanuenty, npu 335 (58%) KIMHUYEH OTIOBOP € OMJI MOCTUTHAT Ha
ceamuua 2. Te3n NalKEHTH ca ONpeAeSICEHN KaTo OTTOBOPUIIM Ha CEAMULA 2 U Ca BKIIFOUEHU B
IbPBUYHUS aHaN3 (BK. Tabnuna 5). OT nanueHTHTe, ONpeieIeH! KaTo HEMOBIHSIIN Ce Ha
ceamuna 2, npu 32% (26/81) ot rpynara, nony4apana miaredo, u 42% (68/163) ot rpynara Ha
neyeHue ¢ HGIIMKCUMAO, € IIOCTUIHAT KIMHUYEH OTrOBOp Ha cenmuna 6. Cies ToBa B IpynuTe HE €
MUMaJio pa3iifKa 1o OTHOLICHUE Ha KbCHUSI OTTOBOP.

CBbBMECTHUTE ITbPBUYHH KPAaHN TOYKH ca OMJIM OIIpe/iesisTHe Ha MPOLICHTA MAIleHTH, TIOCTUTHAIIH
knuHIgHA pemucus (CDAI < 150) Ha ceamuma 30 1 BpeMeTo 10 3aryda Ha OTTOBOp JI0 cenMuIa 54.
[TonmxaBaHe Ha 103aTa HA KOPTUKOCTEPOUIUTE € OMIIO IOMYCKAHO Cllel ceaMuIa 6.

Tabumna 5
EdexT BbpXy 0TTOBOPA M IPOLIEHTA HA OCTUIaHe HA pemucusi, 1aHHu 0T ACCENT I
(otroBopusu Ha Ceqmuna 2)

ACCENT I (otroBopmiu Ha Cenmurnia 2)
% manueHTu

[Hoanwspxaio [Hognwspxaro I[Hognwspxaro
JIeUeHUE JICUCHUE C JICUCHUE C
[Tnane6o UHQIUKCUMa0 UHQIUKCUMa0
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-cToitHOCT) (p cToltHOCT)
Menuana Ha rieprioja Jo 3aryba Ha 19 ceqmurm 38 cenqmuru > 54 cemMunu
OTTOBOpP 110 ceamuia 54 (0,002) (<0,001)
Ceamuna 30
Knuanuen orrosop® 27,3 51,3 59,1
(<0,001) (<0,001)
Knunanuna pemucus 20,9 38,9 45,5
(0,003) (<0,001)
Pemucus 6e3 mpuem Ha 10,7 (6/56) 31,0 (18/58) 36,8 (21/57)
KOPTUKOCTEPOUIN (0,008) (0,001)
Ceamuna 54
Knuanaen orrosop® 15,5 38,1 47,7
(<0,001) (<0,001)
Knuanana pemucus 13,6 28,3 38,4
(0,007) (<0,001)
Tpatina pemucus 6e3 mpuem 5.7 (3/53) 17,9 (10/56) 28,6 (16/56)
Ha KOPTUKOCTEPOMIH’ ’ (0,075) (0,002)

a Iloumwxenne Ha CDAI > 25% u > 70 TOUkH.
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ACCENT I (orroBopunu na Cenmunia 2)
% nauueHTH

[Monnsprxaiiio TTonawprxario TTonawprxario
JieueHHe JICUCHHE C JIeueHHe ¢
[Tnamne60 nHpIMKCUMa0 nHpIMKCUMa0
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-cToiiHOCT) (p cToifHOCT)

6 CDAI <150 na cenmuria 30 u 54, 6e3 ManMeHTHT Ja € MoTydaBajl KOPTHKOCTEPOH N Tipe3 3-Te
Mecera rpean ceaMuria 54 (3a marueHTH, KOUTO U3XO0IHO Ca IMOydaBaaIl KOPTUKOCTEPOHIN).

3anoyBaiiku oT ceaMuna 14, mpu NaMeHTHTE, OTTOBOPIIIN HA JIEYEHHETO, HO IPH KOUTO
BIIOCJIC/ICTBHE KIIMHUYHHUAT OTTOBOP €€ € 3aryOmJI, € JOIyCKaHo NMpeMUHaBaHe Ha /103a HH(IMKCHMao
¢ 5 mg/kg no-Brcoka OT 7j03aTa, Ha KOSTO 10 Ha4yajo ca paHaoMu3upanu. OceMaeceT U IeBeT
nporenTa (50/56) OT maueHTHTe, MPU KOUTO KIMHUYHUAT OTTOBOP € OWII 3aryOeH MpH Mo bpKaIo
nedenune ¢ nHpaUKcHMad B 1o3a 5 mg/kg, cien ceqmuna 14 ca oTroBopwIIH Ha JIEYEHUETO C
uHpukcumad B no3a 10 mg/kg.

Ha cepmunn 30 u 54 B TpymnaTa manueHTH Ha TOIBPIKAIIO JiedueHue ¢ MHPINKCHMa0 € yCTaHOBEHO
noJo0peHue 1o OTHOLIEHUE Ha [TOKAa3aTeINTe 3a KaYeCTBO Ha KHUBOT, HA CBBP3aHUTE ChC
3a00JISIBAHETO XOCITUTATIM3AIMHI U Ha MTPUJIaraHeTO Ha KOPTUKOCTEPOUIH B CPAaBHEHHUE C TpyIaTa
NalKEeHTH, oJIyYaBaIu 1aneoo.

Nudnukcumad cbe nnm 6e3 AZA € OligHeH B PaHIOMH3UPAHO, JBOWHOCIIAIO ITPOYYBaHE C
pedepenten npoaykT (SONIC) mpu 508 Bb3pacTHU MaIMESHTH ChC CPEIHO TEXKKA JI0 TeXKKa 00JIeCT Ha
Crohn (CDAI > 220 < 450), xouTo He ca MoJryyaBajay Ipeay ToOBa OHMOIOTHYHH IIPOAYKTH WIH
MMYHOCYIIPECOPH U Ca M MeINaHa Ha MPOIBIDKUTETHOCT Ha 3a0omsBaHeTo 2,3 roquan. Ha
U3XOAHO HUBO 27,4% OT MaIlMeHTUTE ca MOoTydaBall CHCTEMHH KopTukocTepouan, 14,2% ot
NalKUeHTHTE ca nonydaBaiu Oyne3onua u 54,3% ot nauueHTuTe ca noiyyaBanu 5-ASA cheANHEHHUS.
[TanyeHTHTE Ca paHIOMM3HUPAHU J1a moiyyaBaT AZA MoHOTepanus, MHOIMKCUMA0 MOHOTEPAIUS WIH
KOMOMHMpaHa Tepanus Ha nHpaukcumad wnoc AZA. Mudiaukcuma0 e npwiarad B 7032 ot 5 mg/kg
Ha ceamuii 0, 2, 6 U cien ToBa Ha Bceku 8 cenmunn. AZA e gaBaH B 103a ot 2,5 mg/kg nHeBHO.

[IspBUYHATA KpaiiHa TOYKA HA MPOYYBAHETO € OMIa KIIMHUYHA peMHCHS 0€3 KOPTUKOCTEPOUI Ha
cenmunia 26, nepuHupana kato nanueHTH B kinHUgHA pemucust (CDAI ot < 150), kouTo noHe 3a

3 ceaMuIIM HE ca IPUEMANTH TIEPOPATTHU CUCTEMHH KOPTUKOCTEPOH I (TIPETHU30H UM €KBUBAJICHT)
win OyIe30HH B 1032 > 6 mg/AHEeBHO. 3a pe3ynrTaT BrkTe Tadmuna 6. [IponieHThT Ha MalMeHTUTe ¢
037paBsBaHE Ha JIMTaBUIIATA HA ceaMulia 26 € O CUTHU(UKAHTHO 1I0-BUCOK B TPYIIUTE Ha
nHpukcuMad mroc AZA (43,9%, p <0,001) u uadmkcnmabd kato monotepanus (30,1%, p = 0,023)
B CpaBHEHHE ¢ rpymnaTta Ha AZA kato MmoHoTtepanus (16,5%).

Taoauna 6
IIpoueHT MAaNMEHTH JOCTUTHAJM 10 KIHHUYHA peMUCHS 0e3 KOPTHKOCTEPOUI Ha
ceqmuia 26-SONIC

KomOunupana
AZA Nudankcumad kato Tepanus
KaTo MOHOTEpanus MOHOTEpanus Nudankcumad + AZA
Cenmuna 26
Bceuuku paHoMu3UpaHu 30,0% (51/170) 44.4% (75/169) 56,8% (96/169)
HAlMEHTH (p =0,006)" (p <0,001)"

* P-cTOHHOCTHUTE MPEACTABST BCSKA rPpyNa Ha JedeHne ¢ nHpIukcuMad cpeury AZA karo
MOHOTEpAIHSI.

CXO}_IHI/I TCHACHIIUU 3a IOCTUT'aHC HA KIIMHWYHA PEMUCUS 0e3 KOPTHUKOCTEpOU/ Ca Ha6J'IIO,I[aBaHI/I Ha

ceamuna 50. B nomeianenne, ¢ nHpanKCcHMa0 ce Habo1aBa MOA0OPEHO KaueCTBO Ha JKUBOT
n3Mepeno upe3 IBDQ.
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Hnoyxyuonno neuenue npu ucmyausupawa, akmuena dosecm na Crohn

EdukacHocTTa € 6Wita olieHeHa B paHAOMH3UPAHO, TBOWHOCIISIIO, TUTAe00-KOHTPOIUPAHO TPOYYBaHE
npu 94 nanuenTu ¢ uctynmzupama 6osaect Ha Crohn ¢ 7aBHOCT Ha GUCTYIUTE TIOHE 3 Mecela.
TpuiiceT u eAMH OT MAaMEHTUTE ca OMIIH JeKyBaHu ¢ nHpIMKkcuMad B no3a 5 mg/kg. [Ipubnuszurento
93% OT manMeHTUTEe Npean ToBa ca OWIn JIEKyBaHU C AaHTUOMOTHLIM MIIM UMYHOCYTIPECOPH.

JonyckaHa e enHOBpeMeHHa yrnoTpeda chC CTaHJAPTHH Teparuy B MOCTOsIHHA 1033, ¥ 83% oT
MAIMEHTHTE ca TPOIBIDKIIIN JIa TI0JTyYaBat Te3u Tepanuu. Ha nanuenture ca npaBenu 3 uHdy3un Ha
miare6o wm namkcumad Ha 0,2 1 6 ceqmunia. IleproabT Ha IpocieasIBaHe Ha MANMCHTHTE € OWIT
1o 26 cenmuny. [IspBUYHaTa KpaliHa TOYKa HA IPOYYBAHETO € OWJIa ONpeiessTHe MPOIICHTA MMAIlUCHTH,
MIPH KOUTO € TIOCTUTHAT KIIMHUYEH OTrOBOP, ACPUHHUPAH KaTO HAMAJICHHE B CPABHECHUE C U3XO0IHATA
cToiHOCT ¢ > 50% Ha 6post Ha GUCTYIHUTE ChC CEKPENHs MIPH JIEK HATHUCK, YCTAHOBEHO IPU TTOHE JIBE
MOCJICIOBATEIIHN BU3UTH (TIpe3 4 CeIMUITH), O€3 Jla e Hajiara MOBUIIIAaBaHE Ha J103aTa Ha MPUJIaraHUTe
JICKapPCTBEHU MPOAYKTH WU oriepanus 3a 6onecrra Ha Crohn.

Kimauden otroBop e 6un mocturHat nmpu 68% (21/31) ot manmenTHTe, JIeKyBaHU ¢ WHGIUKCHMAO0 B
nmo3a 5 mg/kg, cpemry 26% (8/31) ot nmaruentute, noayuwiu iane6o (p = 0,002). Menuanara Ha
nepuoja 10 TosABa Ha OTTOBOP B TpyIaTa MAIMEHTH, JICKYBaHU ¢ UHPIUKCHMA0, ¢ Ouia 2 CeIMUIIH.
Menunanata Ha OPOABILKUTEIHOCTTAa HA 0TroBopa € 12 cenmuuu. OCBEH TOBa, 3aTBapsSIHE HA BCHUKU
¢ductynu e 6uI0 MOCTUTHATO TpH 55% OT MaMEHTHUTE, JIEKYBaHH C HHPIUKCUMAO, TOKAaTOo B TIae0o
rpynara — npu 13% ot marenture (p = 0,001).

Tlo0ovparcawo neuenue npu ucmynuzupawa, akmusHna o6onecm na Crohn

EdukacHocTTa Ha MHOTOKpaTHU HHQY3UH UHPIUKCUMAO MPU MalMeHTH ¢ GUCTYIn3upaiia 60JecT Ha
Crohn e 6una oneHeHa B eqaoroauirHo kKuHIYHO rpoyuBane (ACCENT II). O6mio 306 ca 6unun
JIEKyBaHU C TPUKPATHO MpHiokeHne Ha nHpankcumad B mo3a 5 mg/kg Ha 0, 2 u 6 cenmumna. B
HAYaJI0TO Ha POYyYBaHETO 87% OT MAIlMEHTUTE Ca UMAIH nepruananHu Gucrynu, 14% - puctynu Ha
KopeMmHara creHa, 9% - pekroBaruHanuu ¢puctynu. Menuanara HaCDAI e 6w 180. Ha 14 cenmuna
282 marnueHTH ca OWIIM OIIEHEeHH 3a KIIMHWYEH OTTOBOP M PAaHIOMH3HPAHH Ja IT0JTydaBaT WiH Iu1aneoo,
win nHGIMKcUMab B 1o3a 5 mg/kg npes 8 ceaqmuru 1o 46 cenMuIia.

OtroBopunute Ha ceamuna 14 (195/282) ca Onnu aHanu3upaHu 3a bpPBUYHATA KpaifHa TOYKa -
BPEMETO OT pPaHIOMH3HMPAHETO 0 3arydaTta Ha otroBop (Bxk. Tabnuma 7). [lonwkaBane Ha Jo3aTa Ha
KOPTUKOCTEPOHINTE € OMIIO JOMMyCKaHO Cle] ceaMuIia 6.

Tabauua 7
EdexT BbpXy oTroBopa, naniu ot ACCENT II (otroBopusu Ha cenmuiia 14)
ACCENT II (otroBopuiu Ha cenMuiia 14)

[Mognbpxaio [Hognwepxaro p-CTOMHOCT
JICUCHHE JICYCHHUE C
[Tname6o UHIUKCUMA0
(5 mg/kg)

(n=99) (n=96)
Menuana Ha rieprioza J0 3aryba Ha 14 cenqmuru > 40 cemMuiu < 0,001
OTTOBOD 10 ceamuIia 54
Cenmuiia 54
OTroBop o OTHOLIEHUE HA 23,5 46,2 0,001
¢buctynure (%)?
II'bneH oTroBOp MO OTHOLLIEHHUE Ha 19.4 36,3 0,009

ducrynute (%)°

a Hamanenue c > 50% B cpaBHEHHE ¢ U3XOHHS OpO Ha ceKpeThpaiy GUCTyu 3a mepuo
>4 cenMUIH.

0 IIvnHa nunca Ha cekpeTHpamy GUCTYIH.

3anmouyBaliku OT ceAMUIIa 22, IPH MAIUEHTUTE, OTTOBOPHIIN HA JICUSHHUETO, HO TIPH KOUTO
BITOCIICZICTBHE KIIMHUYHUAT OTTOBOP € OWJI 3ary0eH, € JIONMYCKaHO MPEMUHABaHe Ha aKTHBHO
MTOBTOPHOJICUCHHE HA BCEKHU 8 ceMHUIU ¢ MHMIMKCUMA0 B /1032, MO-BUCOKa ¢ 5 mg/kg ot mo3ara, Ha
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KOSATO 110 HayaJIo ca Ouiu pangomMusupanu. OT MaleHTUTE B TpyTaTa Ha JeUeHHe ¢ MHPIUKCUMa0

5 mg/kg, KOMTO ca MPEeMHUHAIM Ha HOBaTa cXeMa Iopajy 3aryda Ha OTTOBOP 110 OTHOILICHHE Ha
¢ductynure cien ceaqmuia 22, 57% (12/21) ca oTTOBOPHIIM Ha MMOBTOPHOTO JICUEHHUE C MHPIUKCHMAO B
nmo3a 10 mg/kg Ha Bceku 8 cenmuiy.

Mexny rpymnaTa Ha JiedeHne ¢ nHpIuKcnMab 1 Tuianebo rpynaTa HiMa 3HaYUTeIHA Pa3jinKa B
MPOICHTA MAIUCHTH, TIPY KOUTO 3aTBAPSHETO HAa (PUCTYIUTE CE 33 bpKa HA 54 ceaMuIla, KakTo U 1o
OTHOIIIEHHE HA MPOKTAITHS, a0cIiecH W MHPEKINH Ha THKOYHUTE MIHTHINA W OpOsi Ha HOBOTIOSIBIIIU Ce
B XO7Ia Ha JICYeHHETO (puCTyIH.

[Momnbpxamoro JeueHre ¢ nHGIMKCUMA0 Ha BCEKH § CEIMUITM 3HAUYUTEITHO € HAMAJTUIIO CBBP3aHUTE
¢ 0oJIeCTTa XOCTTUTAIM3AINH U OTIEPAINH B CpaBHEHHE C IPHIIOKEHUETO Ha miare6o. OCBEeH ToBa ca
OMJIM YCTAaHOBCHU U HaMaJsIBAaHE HA HYXK/IaTa OT KOPTUKOCTEPOUIN U MOI00psIBaHE HA KAYECTBOTO Ha
JKUBOT.

Yaueposen konum npu ev3pacmuu

besomacHocTTa M edmkacHOCTTa Ha JeueHneTo ¢ nHpuKcuMad Osxa oreHern B e (ACT 1 u

ACT 2) parmoMu3rpaHu, TBOWHOCIIEIH, IIAe00-KOHTPOIUPAHN KIMHAYHH MIPOYYBaHUS TIPH
BB3PACTHU MAIMEHTH C YMEPEH /10 TEXbK aKTHUBEH yi1epo3eH konut (Mayo ckop 6 mo 12;
Enpockorcku ckop > 2) ¢ HeJ0CTaTh4YeH OTITOBOP Ha KOHBEHIIMOHATHA Teparus [IIEpOpaHU
KOPTUKOCTEPOUIN, AMIHOCATUIIMIATH W/ WiIH UMyHOMOorynaTopu (6-MP, AZA)]. lomyckare ce
CBBMCCTHOTO IIPUJIIOKCHHUE HA NICPOPATHU aMUHOCATIUINIIATH, KOPTUKOCTCPOUIU U
MMYHOMOJTyJIaTOpH B cTaOWiiHuU 1031. U B IBeTE poy4uBaHus MallMEHTHTE OsXa paHIOMH3UPAaHU B TPH
rpyny — IbpBata ¢ MpUIOKEHUE Ha IIanedo, BTopaTa U TpeTaTa CbOTBETHO C MPHUIIOKEHUE Ha

5 mg/kg napmmkcumabd u 10 mg/kg napmukcnmad wa 0, 2, 6, 14 u 22 ceqmuna, a B ACT 1 — u Ha 30,
38 u 46 ceqmuna. CriupaHe Ha KOPTUKOCTEPOUIHOTO JICUCHHUE Ce JTOIMycKalie ciaea 8§ ceaMHuIia.

Tabauna 8
EdekT BbpXy KIMHAYHUS OTTOBOP, KJIMHUYHATA PEMUCHS H JIMTABUYHOTO 03PaBsIBaHE B
Ceamuna 8 u 30.
O6um nauau ot ACT 1 u 2.

Nudnrkcumad

[Tname6o 5 mg/kg 10 mg/kg 006110
Pangomusupanu nanueHTu 244 242 242 484
IIpoueHT mauueHTH ¢ KJIMHUYEH OTTOBOP U TPaeH KIUHHYEH 0TTOBOP
Knunnuen otrosop B Cenmuua 8° 33,2% 66,9% 65,3% 66,1%
Kimunuuen orrosop B Ceamuiia 30? 27,9% 49,6% 55,4% 52,5%
Tpaen oTroBop
(xmmaMYeH oTroBop u B Cenmuria 8
u Cenmurna 30)* 19,3% 45,0% 49,6% 47,3%
IIpoueHT manyeHTH B KIMHUYHA PeMUCHUS U TPpalina peMucus
Knuanuna pemucust B Ceamura 8° 10,2% 36,4% 29,8% 33,1%
Knuununa pemucus B Cegmuna 30° 13,1% 29,8% 36,4% 33,1%

Tpaitna pemucus

(pemucus u B Ceamuria 8 u

Cenmuria 30)° 5,3% 19,0% 24,4% 21,7%
IIponeHT MAaNMEeHTH ¢ TUTABUYHO 03PABABaHe

JluraBu4HO 037paBsiBaHE B

Cenmuna 8° 32,4% 61,2% 60,3% 60,7%
JluraBu4HO 037paBsiBaHE B
Ceamuna 30° 27,5% 48,3% 52,9% 50,6%

a p<0,001 3a Bcsika rpymna naMeHTy Ha JiedeHue ¢ nH(IMKcruMad cpey miane6o.
B nmpoyuBanero ACT 1 e onensiBana eukacHOCTTa Ha JICYCHUETO ¢ HHPIUKCHMA0 10 54 ceaMuIia.
Ha 54 cenmuna 44,9% oT manueHTUTe B rpynuTe Ha JiedeHue ¢ MHQIMKcHMab ca OTroBapsiif Ha

KPUTEPHUUTE 32 KIMHUYEH OTTOBOP, A0KaTo B Iutanedo-rpynara — 19,8% (p< 0,001). Ha 54 cenmuna B
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TPYIHUTE Ha JICYCHHE ¢ MH(IUKCHMAO IIPH MO-T'OJISIM MPOLICHT OT MAMEHTUTE ca OWJIM MOCTUTHATH
KIIMHIYHA PEMHUCHS U JJUTaBUYHO O3]/[paBsiBaHe B CPaBHEHHE C rpymnaTa Ha 1uanebo (crorBeTHO 34,6%
cpemry 16,5%, p< 0,001 u 46,1% cpenty 18,2%, p< 0,001). Ha 54 ceqmuiia mpoleHThT Ha MAIUEHTHTE
B TPacH OTrOBOP U TpaiiHa peMHCHs € OWJI IMO-BUCOK B IpyIaTa Ha JCUEeHUE ¢ HHPINKCUMAO0,
OTKOJKOTO B manebo-rpynara (cpotBeTHO 37,9% cpemty 14,0%, p< 0,001; u 20,2% cpemy 6,6%,
p<0,001).

Crupane Ha kKopTuKocTeponanTte Ha 30 u 54 cenMuna u 3aabpikaHe Ha KIMHAIHATA PEMUCHS € OHITO
BBH3MOXKHO TPH MO-TOJISIM TMPOLICHT OT MAIMEHTUTE B TPYIUTE Ha JICUeHHE ¢ HHPIUKCHUMA0, OTKOIKOTO
B tianebo-rpymara (22,3% cpemy 7,2%, p < 0,001 3a 30 cenqmuna, coopuu nanau ot ACT 1 u ACT 2;
21,0% cpemy 8,9%, p = 0,022 3a 54 ceamuna no nanau ot ACT 1).

Amnanu3bT Ha cOopuute Aanuu oT npoyuBanusita ACT 1 u ACT 2 u TexHuTe npoabIKeHHS,
MOKPHBALL BPEMETO OT HA4aJIOTO Ha IPOYYBAHETO O ceaMHLa 54, MOKa3Ba HAMAJICHUE HA CBBP3aHUTE
C YJILIEPO3HUS KOJINT XOCHUTAIN3ALUHN U XUPYPIUYHA UHTEPBEHIMH IIPU MTALUEHTUTE, JICKYBaHH C
uH(uKcUMa6. CBBP3aHUTE C YILEPO3HHUSI KOJIUT XOCHUTAIN3ALUY Ca 3HAYUTEIHO [10-MaJIKO B
rpynure Ha JedeHune ¢ nHpnukcnmad B 1o3a 5 u 10 mg/kg B cpaBHEHHE C rpynarta NanieHTH Ha
iane6o (cpeaen Opoit xocnuranuzanuu Ha 100 manuenToroauuu: 21 u 19 cpemry 40 B rpynata Ha
wiane6o; cbotBeTHO p = 0,019 1 p = 0,007). BposiT Ha CBBbp3aHUTE C YIEPO3IHUS KOTUT XUPYPrHUHH
MHTEPBEHLUH CHILO € 3HAYUTEIHO [O-MaIbK B IPYNHUTE Ha JieueHHe ¢ MHGIMKCUMA0 B 1032 5 1

10 mg/kg B cpaBHEHUe ¢ Tpymnara Ha iamnedo (cpefeH Opoil XupyprudHyd HHTEPBEHITNH Ha

100 manmenToroaman: 22 u 19 cpemry 34; crorBetHO p = 0,145 u p = 0,022).

HpOHeHT'I)THa MalUCHTUTE, IIPU KOUTO € IIpaB€HA KOJICKTOMUA B KOMTO U Ja € MOMCHT IIPE€3 IbPBUTC
54 cemMuIy cien bpBata MH(Y3Us Ha MPOYYBaHUS IPOAYKT, € ChOpaH 1 00pabOTEeH Bh3 OCHOBA Ha
npoyuBaHusita ACT 1 u ACT 2 u Texuure npoabkenusa. Koaexkromus € HanpaBeHa MpU MO-MajKko
NalMEeHTH OT Tpynara Ha jedenue ¢ uHmurcumad B no3a 5 mg/kg (28/242 nmm 11,6% [N.S.]) u ot
rpymnara Ha jedeHue ¢ napnukcumad B no3a 10 mg/kg (18/242 unu 7,4% [p = 0,011]), orkonkoTo npu
MAIMeHTUTE OT TpyIaTa Ha iane6o (36/244; 14,8%).

HamansBaHnero Ha yecToTaTa Ha KOJIEKTOMUUTE € IPOYYEHO U Bb3 OCHOBA Ha JAHHUTE OT JPYTo
paHaoMu3upaHo ABoiHocsAno npoyusade (C0168Y06) npu xocnuranuzupaHy nauueHTy (n = 45) ¢
YMEPEHO TEXBK 0 TeKbK aKTHBEH YJLIEPO3€H KOJIHT, KOUTO HE CE MOBIHUIBAT OT HHTPABEHO3HU
KOPTHUKOCTEPOUIH U KOUTO CJIEIOBATEIHO ca C MOBUIIIEH PUCK 3a KoslekToMusl. B paMkuTe Ha

3 Mecena OposIT Ha KOJIEKTOMHHUTE € OWJI 3HAYUTEITHO MTO-MaTbK MPU TAUEHTUTE, TIOTYYUIN
eIMHUYHA J103a nHPIMKcUMab 5 mg/kg, B cpaBHEHHE C MAIMEHTHUTE, TOTYYIIIH IU1anebo (CbOTBETHO
29,2% cpemy 66,7%, p = 0,017).

ACT 1 u ACT 2 noka3sat, ue HHQIMKCUMa0 MoJo0psiBa KaueCTBOTO Ha )KUBOT, KOETO Ce
NOTBBPKaBa KAKTO OT CTATUCTUYECKH 3HAUMMOTO NoJ00peHue B criequduyHus 3a 3a00J15BaHETO
BBIpocHUK IBDQ, Taka U OT Mo100pEHUETO B reHEPUYHHS KPAaThK GOPMYJISIp 3a IPOYUYBaAHE C

36 Touku SF-36.

AHKMJZOSMDCIW CNOHOUAUM npu 8b3pacniiu

B 11Be MHOTOIIEHTPOBH, JBOHHOCIIENH, T1J1ale00-KOHTPOIMPAHU POYYBAHHUS Ca OLICHEHU
epuKacHOCTTa U 0€30MaCHOCTTA Ha WH(IIMKCUMAO MPH NAIUEHTH C aKTUBEH aHKWJIO3UPAIIl CIIOHTUITAT
(Bath Ankylosing Spondylitis Disease Activity Index [BASDAI] ckop > 4 u rppOHayna 60mka > 4 1o
ckana ot 1 10 10).

B mppBoTO npoyuBane (P01522), koeto e ¢ 3-mecedna JBoiiHocIsIma ¢asza, 70 manueHTH ca
noiyvaBaiu win o 5 mg/kg nadaukcumad, wnm mianedo Ha ceqmuna 0, 2 u 6 (o 35 naureHTH BbB
Besika Tpyna). Ha ceammuria 12 manmenTn oT rpymnara, ojlydasaria miarne6o, ca mpeMuHaIN Ha
nedenue ¢ napaukcumad 5 mg/kg Ha Bceku 6 ceamuiiy qo ceamuia S54. Ciiel mbpBarta rofyHa Ha
NPOYYBAHETO, IPU 53 MaIMEHTH TO € MPOABIDKUIIO KaTO OTKPUTO HPOCIIEISBAILO IIPOYYBAHE 10
ceamuna 102.
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BoB BTOpoTO KitmHUYHO npoyuBane (ASSERT), 279 manuentn ca OWiv paHIOMUA3HPAHU da
nonydvasat wiH wiane6o (Cpyna 1, n = 78), unun 5 mg/kg nundaukcumad (I'pyma 2, n =201) Ha
ceqmunia 0, 2 1 6, cien KOeTo Ha Bceku 6 ceqmuIy 10 ceamuna 24. Cien ToBa BCHYKH IAIMEHTH ca
nmpeMuHaH Ha HHPIUKcMab Ha BCeku 6 ceamuiu a0 ceamuia 96. [lammentute ot ['pyma 1 ca
nomydaBaiu 1mo 5 mg/kg nadaukcumad. B I'pymna 2, 3anmousaiiku ¢ nH}y3uara Ha ceamuma 30,
naruenTute ¢ BASDAI > 3 npu 2 mocnieoBaTeiHA BU3UTH, ca Toiay4yaBanu 1o 7,5 mg/kg
nHIUKCMa0 Ha BCeKH 6 CEAMUITH 10 ceamuria 96.

B ASSERT nono0penue no OTHOILICHHE Ha MIPU3HALUTE U CHMIITOMHTE c€ OTOeNA3a ollle Ha
cenmuna 2. Ha cenmuna 24, OpositT Ha nanueHTutre, orroBopuii mo ASAS 20 kputepuute, € 15/78
(19%) B mnane6o-rpynara u 123/201 (61%) B rpynata Ha nedenue ¢ 5 mg/kg nadpnukcnmad
(p<0,001). ITpu 95 nmarentu ot I'pymna 2 geueHUETO € MPOABIKIIO ¢ 5 mg/kg Ha BCeKH 6 CEIMUIIH.
Ha cepmuna 102, 80 manmeHTH ca OMIM BCe OIlle Ha JeueHue ¢ nHmkcumao u ot Tx 71 (89%) ca
nokpmii ASAS 20 xpuTepunTe 3a OTTOBOP Ha JICUCHHUETO.

B P01522 nogobpenue no oTHOIIEHHE Ha MIPU3HAIINTE U CUMIITOMUTE CBHILO ce 0TOENs3Ba OllIe Ha
cenmuna 2. Ha cenmuna 12 6posit Ha nokpuBamute BASDAI 50 ckopa e 3/35 (9%) B mtane6o-
rpynara u 20/35 (57%) B rpynara Ha nedenue ¢ 5 mg/kg undauxcumad (p< 0,01). Ilpu 53-ma
MAIUCHTH JICUCHUETO € MPOABIDKIIO ¢ 5 mg/kg Ha Bceku 6 cenqmuiy. Ha cemqmuriia 102, 49 nanuentu
BCE Ollle ca OmIM Ha JeueHne ¢ nHpmKkcumMab u ot Tsax 30 (61%) ca mokpunu BASDAI 50
KPUTEPUUTE 32 OTIOBOP.

U B nBeTe npoyuBaHus GU3NYECKUTE BE3MOKHOCTH M KQUECTBOTO Ha )KUBOT, OINPEACIICHU Upe3
BASFI ckopa (Bath Ankylosing Spondylitis Functional Index) u upe3 kacaemmure ¢puznIecKOTO
CBCTOSIHUE BBIIPOCH HA KPATKUS BBIPOCHUK 3a KAUECTBO Ha XKUBOT SF-36, ChIIO MOKAa3BaT 3HAYUMO
nmoto0peHue.

Tlcopuamuuen apmpum npu 6vb3pacmuu

EdukacHoctTa 11 6e30macHOCTTa Ha JICUSHUETO ¢ MHPIMKCUMA0 Osixa OlCHEHH B JIBE MHOTOIICHTPOBH,
JIBOWHOCJICTTH, I1ane00-KOHTPOIUPAHU TIPOYYBAHUSI MPHU TAIMEHTH ¢ AKTHBEH NICOPUATHYCH apTPHT.

B mepBoTo knmuangHO npoyusane (IMPACT) edukacHocTTa 1 6€30MacHOCTTA Ha JICUSHHETO C
nH}IUKCUMab ca Ounu oueHenu npu 104 nmauueHTH ¢ NOIMapTUKYJIapHa GopMa Ha aKTHBEH
nicopuatndeH aptput. [lo Bpeme Ha 16-cemMuuHara gBoWHOCIsAA (a3a, manueHTuTe (Mo 52 BB BCAKA
rpyma) ca mosydyaBanu uwin uHGmukcumad 5 mg/kg, nnm ruianebo, Ha 0, 2, 6, u 14 ceqmuna. Ot

16 cenmuIia manueHTUTE OT IUIaebo-rpynara ca IPeMHHAIN Ha JIUeHUe ¢ MHINKcHMal, KaTo Bede
BCHYKHU HAaLMEHTH ca noidy4aBany 1o 5 mg/kg napnukcumad BeJHBXK HA BCEKU 8 CEIMUILIN 10
ceamuna 46. Creq u3TMyaHe Ha IbpBaTa roJlMHa OT MPOYYBAHETO, 78 MAI[MEHTH ca OCTaHAIM Ha
nedeHue 10 98 ceammuIa KaTo OTKPUTO MPOYUBAHE.

B®B BTOpoTO KinanuHO npoyuBane (IMPACT 2) edukacHocTTa 1 6€3011aCHOCTTA Ha JICUYCHHUETO C
nHQIMKCcUMab ca Onnu oneneHu npu 200 ManMeHTH C aKTUBEH MCOPUATHYEH apTPUT (> 5 0OTOUHH
CTaBH U > 5 Oone3nenu crasn). [Ipu 46% OT nanueHTUTe € MPOABIDKABAJIO U JICUCHUE C METOTPEKCaT
B cTabuiHa 1o03a (< 25 mg/cenmuyno). [lo Bpeme Ha 24-ceqmudHaTa MBOMHOCISAMA (aza, TAIUEHTUTE
(o 100 BBB Besika rpyma) ca moyrydaBaiu wik uHdaukcumad S mg/kg, wim wianebo, va 0, 2, 6, 14 u
22 ceamuria. Ot 16 cenvuna 47 manueHTy ot miarnedo-rpynara ¢ < 10% nomobpeHue B CpaBHEHHE C
HAYaJIOTO Ha MPOYYBAHETO 10 OTHOILLIEHHE KaKTO Ha OTOKA, TaKa U Ha OOJIKaTa B CTaBUTE, Ca
3aroYyHa HHAYKIIMOHHO JieueHne ¢ nHGIMKcnmMad (paHHo npeBkitouBane). Ot 24 ceMuIia BCHUKH
MAIMEHTH OT TUIane0o-rpynara NpeMHHABAT HAMHYKIIMOHHO JIedeHue ¢ MHPIMKcHMab, KoeTo €
MPOABIDKUIIO 10 46 cenMuIa MPU BCUUKH MAL[UEHTH.
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Ocuoaure pesynrary 3a epukacHocT oT IMPACT u IMPACT 2 ca npeacraBenu B Tabuuiia 9 mo-
JIOTTY:

Tabanna 9
IMPACT u IMPACT 2 — E¢exr Ha jieuenueto Bbpxy ACR u PASI
IMPACT IMPACT 2*
[Mnane6o Uuadmukc Uadmukcum  [Inane6o HMudnuke Mudaukcen
(16 uma 6 ab (24 uma 6 Ma 0
CEIMUIIA) (16 (98 CEIIMUIIA) (24 (54
CEIMUIIA) CEIMUIIA) CEeIMUIIA)  CEIMMIIA)
Panmomusupanu 52 52 N/A? 100 100 100
MAIMEeHTH
Otrosop no ACR
(% ot
TTalIHCHTHTE) 52 52 78 100 100 100
N
OtroBop 5(10%) 34 (65%) 48 (62%) 16 (16%) 54 (54%) 53 (53%)
ACR 20*
OtroBop 0 (0%) 24 (46%) 35 (45%) 4 (4%) 41(41%) 33 (33%)
ACR 50*
OtroBop 0 (0%) 15 (29%) 27 (35%) 2 (2%) 27 (27%) 20 (20%)
ACR 70%
Otrosop no PASI
(% ot
nanuenTuTe)° 87 83 82
N
Otrosop PASI 1 (1%) 50 (60%) 40 (48,8%)
75**

*  Usewbpmen [TT-ananms, karo manueHTHTE, 32 KOUTO HAMA JaHHU, Ca CMSATaHU 32 HEOTTOBOPIIIN HA
JIEYCHUETO.

a Jlannaure ot 98-a ceamuna B IMPACT BrIIIOYBAT KaKTO MAIMEHTH, IPEMHUHAIH OT I1are0o Ha
WHGIUKCUMA0, Taka U TAIUEHTH, JeKyBaHH ¢ HHPIUKCUMAO U IPOABIDKUAIN B OTKPUTO
MpoyYBaHe.

0 Ilamumentu ¢ PASI > 2,5 B Hauanoto Ha jieuenneto B IMPACT u mainueHTH c¢be 3aciaraie oT
ncopuasuc Ha > 3% oT TemecHaTa IIonl B HadyanoTo Ha Jedenueto B IMPACT 2.

** Otrosop PASI 75 e e Brmouen B IMPACT nopaau mankust 6poif; p< 0,001 3a undaukcumad
cpemry 1uiane6o Ha 24-a ceqmuria 3a IMPACT 2.

B IMPACT u IMPACT 2 xnuHHYEH OTrOBOp € HaOJIF0/IaBaH ollle Ha 2-a CeIMHUIIA, KaTo Ce 3aIbpxkKa
CcHOTBETHO 10 98 cemmuna u 54 cenmuna. JleaeHneTo e eprkacHO KaKTO ChC ChBMECTHO MPUIIOKEHHE
Ha METOTPEKCAT, Taka U KaTo MoHOTepanus. [Ipu nekyBanure ¢ MHGIUKCUMAO MAI[MEHTH € OTYETCHO
MIOHIKABaHE HAa CTOWHOCTUTE Ha MapaMeTPUTe, TUITUYHH 32 Tiepru)epHa aKTUBHOCT Ha IICOpUATHICH
apTput (kaTto Opoii Ha OTOYHUTE CTaBH, OPOi Ha OOJIE3HEHUTE CTABHU, NAKTUINT U €HTE30TaTHs).

B IMPACT 2 ca oreHsiBaHA PEHTICHOIOrMYHUTE ITpoMeHu. HanpaBenu ca peHtreHorpaduu Ha
JUTAaHUTE B XOJHUIaTa U3X0IHO, Ha cenmuIia 24 u Ha ceamuna 54. Ha cenmuma 24 n1edeHneTo ¢
nHGIMKCUMAa0 TI0Ka3Ba 3a0aBsiHEe Ha CKOPOCTTA Ha Iporpecus Ha nepuepHOTO CTABHO YBPEXKIaHE B
CpaBHEHHE C MPHIIOKEHUETO Ha arnedo (TbpBUYHA KpaifHa TOYKa), H3MEPEHO Ype3 MpoMsSHaTa B
CpaBHEHHUE C M3XOJ/IHATA CTOMHOCT Ha oOmms Moauduiupan ckop Ha van der Heijde-Sharp (vdH-S
ckop; cpenHusT ckop + SD Oemre 0,82 + 2,62 3a manebo-rpynara u -0,70 £+ 2,53 3a rpynara Ha
nedenune ¢ napaukcuma0; p< 0,001). B rpynara Ha euenue ¢ nHIuKcHMa0 cpeaHaTa mpoMsiHa Ha
o6 moaudumupan vdH-S ckop ocraBa moz 0 u Ha cenmuna 54.

[Mpu nexyBanute ¢ MHGIMKCHMAO NAMEHTH € HAOI0IaBaHO M 3HAYUTEIIHO ()YHKIIMOHAIHO
nojjo0peHe, 0T4eTeHo Bh3 ocHOBa Ha BO3. Bb3 ocHOBa Ha BBIIpOCHTE 32 PU3HUYECKa aKTHBHOCT U
NICUXUYHO ChcTosiHUE B SF-36 Oelie 0TYeTeHO M 3HAYUTENIHO NOJ00pEeHHE Ha KaYeCTBOTO Ha KUBOT B
IMPACT 2.
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Ilcopua3zuc npu 8v3pacmuu

EduxacHoctTa Ha nedeHuneTo ¢ nHpIUKcuMal Oerie OleHeHa B BE MHOTOLIEHTPOBH, PaHJOMHU3UPaHH,
neoitHocenn npoyuBanus: SPIRIT u EXPRESS. B aBete mpoyuBanus 6s1xa BKIFOUEHU TMAIIMEHTH C
XPOHHUYEH TICOPHUA3NC ¢ TICOpHaTHYHA TTakH (¢ > 10% 3acsrane Ha TemecHaTa MoBbpXHOCT U PASI
ckop > 12). [TepBuuHa KpaifHa TOUKa U B JBETE POYUBaHUs Oellle Jja ce OLCHU NPOLEHTHT MalUeHTH,
mpu kouto Ha 10 cegmuia e mocTuruaTo nogoopenue ¢ > 75% na PASI B cpaBHEeHHE ¢ U3x01HATA
CTOWHOCT.

B SPIRIT e onenena epuxacHocTTa Ha HHQIUKCHMAO KaTO UHIYKIXOHHO JEYCHUE MIPH

249 manyeHTH ¢ ICOPUATUYHH TUTAKH, JeKyBaHH nipeau ToBa ¢ PUVA mim ciucTeMHu JIeKapCTBeHH
npenapaTd. B paznuyanTe rpynu ca npunaranu uHpankcuMad B no3a 3 mg/kg, nnpnukcumad B 1o3a
5 mg/kg nnm mnane6o kato nady3us Ha 0, 2 u 6 cenmuna. [Tlannentute ¢ PGA ckxop > 3 cnopen
OLIGHKAaTa Ha JieKapsl ca CMsTaHM 3a II0Ka3aH! 3a JOIbIHNUTeNHAa nHY3U Ha 26 ceqmuLa.

B SPIRIT npouenTsT manmedTw, npu kKouto Ha 10 cenmuria e mocturHar PASI 75, e 71,7% B rpymara
Ha neuenue ¢ 3 mg/kg nuadaukcumad, u 87,9% B rpynara Ha nedenue ¢ 5 mg/kg napnukcumao,
JIokaro B manebo-rpynara — 5,9% (p < 0,001). Ha 26 ceamuna, 20 ceqmMuiu cien nociaeaHaTa
MHIYKIMOHHA 1033, 0TroBOp PASI 75 e mocturnat npu 30% OT manueHTUTe B rpynaTta Ha JICUeHHE C
5 mg/kg nadnukcumad, u npu 13,8% ot mauuentuTe B rpynara Ha sedenue ¢ 3 mg/kg nnpnukcumao.
Mexnay 6 u 26 ceqMuila CHMITOMHUTE Ha IICOpHUA3UCa MOCTEIIEHHO pElUANBIpaxa, KaTo MeAnaHaTa Ha
MIEPHUOJ 10 pennuauB Ha Oojectra e > 20 ceamunu. He e HabnromaBan rebound-peHomen.

B EXPRESS ¢ onieHena eprkacHOCTTa Ha MHIAYKIIMOHHATA U MO IbprKAIlaTa TePAIUs C
nHQIMKCcUMab rpu 378 manueHTy ¢ ICOPUATHYHY IUTaky. [lanMeHTuTe noty4aBaxa uiu
nHpIKCUMa0 B 103a 5 mg/kg, i nnanebo kato uHPy3un Ha 0, 2 1 6 cenMuIIa, MOCIeBaHN OT
MOIBPIKAIIO JieueHue — HH(y3un npe3 § ceaMuIiy 1o 22 cenMuIia B rpymaTa Ha Iianedo, u 10

46 ceamuiia B rpynara Ha nHGHkcuMa6. Ha 24 cenMuiia manpeHTHTe OT TUIane0o-rpymnara
MpeMHUHAaXa Ha MHIYKIUOHHO JieueHue ¢ nHpukcumao (5 mg/kg), mocaenBaHo OT MOMIbpPIKAIIL0
nedenue (5 mg/kg). IlcoprasuchT Ha HOKTUTE € OlleHeH upe3 MHaeKca Ha TeXKECT P IICOPHa3HC Ha
Hoktute (NAPSI). [Ipean neuenuero ¢ nadarkcumad, 71,4% oT nanueHTHTe ca OWIIK JIEKYBaHU C
PUVA, meroTpekcar, IMKIOCTIOPHH WM allUTPETHH, BHIIPEKHU Ye HE BCHUYKH ca OWIIN C Pe3UCTEHTHA
Ha Tepanus popma. OCHOBHUTE pe3ynTaTH ca npenctaBend B Tabnwma 10. B rpymnaTa Ha nekyBaHuTE
¢ nH(pIMKcrMab NauyeHTH Olle Ha IIbpBaTa BU3UTa (BTOpa ceamuua) € Hadmoaasan otrosop PASI
50, a Ha BTOpaTa Bu3uTa (1ecta cenmuiia) — orroBop PASI 75. E¢ukacHocTTa B rpynaTa nanueHTH,
JIeKyBaHH IIpeH TOBA CbC CUCTEMHHU JICKapCTBa, € CXOAHA ¢ 00ImaTa e(puKacCHOCT B IIPOYUBAHETO.

Ta6auna 10
OTtrosop no PASI, otroBop no PGA u npoineHTa nanueHTH ¢ M34NCTBAHE HA BCHYKU HOKTH B
10, 24 u 50 Ceamuna B EXPRESS

[Tnane6o — HNupnarkcumad
Nudpnaukcumad 5 mg/kg
5 mg/kg
(ma 24 cenmuna)
10 cenmuma
N 77 301

> 90% momoOpeHwe 1(1,3%) 172 (57,1%)*
> 75% nomoOpeHue 2 (2,6%) 242 (80,4%)*
> 50% momoOpeHue 6 (7,8%) 274 (91,0%)
OrieHKa Ha JeKapsi — M3unucTBaHe Ha HOKTUTE (0) WK JIeKOo
3acsirane Ha HokTuTeE (1) 3 (3,9%) 242 (82,9%)

Ornenka Ha Jexaps — n3uncTBane Ha Hoktute (0), Jexo
3acsrane Ha HOKTuTe (1) nim yMmepeHo U3pa3eHo 3acsiraHe Ha

HOKTHTE (2) 14 (18,2%) 275 (94,2%)°
24 cegMuua
N 77 276
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[Tnae6o —
Nudpaukcumad

5 mg/kg

(Ha 24 cenmuna)

Nndnukcumad
5 mg/kg

> 90% momoOpenwe
> 75% nomoOpeHue

> 50% momoOpeHue

OrneHka Ha Jiekapst — n3urcTBane Ha HOKTHTE (0) ¥IH JeKo
3acsrade Ha HOKTUTe (1)

OneHka Ha Jekapsi — u3uucTBane Ha HokTute (0), Jieko
3acsiraHe Ha HOKTHTE (1) MM ymMepeHo h3pa3eHo 3acsraHe Ha
HOKTHUTE (2)

50 ceamuna

N
> 90% momoOpeHre
> 75% nonmoOpeHue

> 50% nmomoOpeHue

OneHka Ha JeKaps — JIUIcBa H3uucTBane Ha HoktuTe (0) nin
JIeKO 3acsiraHe Ha HokTute (1)

OrneHka Ha Jekapsi — u3uucTBaHe Ha HokTute (0), Jieko
3acsiraHe Ha HOKTHTE (1) MM yMepeHOo H3pa3eHo 3acsraHe Ha
HOKTHUTE (2)

HN3uucTBaHe HA BCHYKH HOKTH®

1(1,3%)
3 (3,9%)
5(6,5%)

2 (2,6%)

15 (19,5%)

68
34 (50,0%)
52 (76,5%)
61 (89,7%)

46 (67,6%)

59 (86,8%)

161 (58,3%)*
227 (82,2%)°
2438 (89,9%)

203 (73,6%)"

246 (89,1%)"

281
127 (45,2%)
170 (60,5%)
193 (68,7%)

149 (53,0%)

189 (67,3%)

10 cexmuua 1/65 (1,5%) 16/235 (6,8%)
24 cenmuua 3/65 (4,6%)  58/223 (26,0%)
50 cenmuua 27/64 (42,2%)  92/226 (40,7%)

b. p <0,001 3a Bcska rpymna Ha JiedeHHe ¢ HHPINKCUMA0 Cpelly KOHTPOJIHATA TPYyIIa.

0.n=292.

B. AHAJIN3BT € HAPAaBEH Bb3 OCHOBA HA U3XOIHUA Opoit marueHTH ¢ ncopuasuc Ha Hoktute (81,8%
ot narenTure). Cpeanure u3sxoanu pesyiartaru mo NAPSI ca 4,6 u 4,3 cboTBETHO 3a rpymnaTa Ha
nedeHue ¢ nHpIMKCUMa0 U 3a rmianedo rpynara.

3HayuMo MoI00peHne OT N3X0JHOTO HUBO € JokazaHo npu DLQI (p < 0,001) u npu pesynraTtute oT
¢u3nueckara u ncuxuuecka komnonenta Ha SF-36 (p < 0,001) npu Besiko cpaBHsIBaHE Ha

KOMIIOHCHTH.

IlegpnaTpruHa monyJiarus

bonecm na Crohn npu neduampuunu nayuermu (6 0o 17 200unu)

B npoyusanero REACH 112 manuenTn (Ha Bb3pacT oT 6 10 17 ronuHu, Mearana Ha Bb3pacTTa

13,0 roguam) ¢ ymepeHa 1o Texka aktuBHa OonecT Ha Crohn (Menuana 40, ciopen CDAI mpu
MeAMATPUYHU MAIMEHTH) U HEJIOCTAThUEH OTIOBOP Ha CTAHAAPTHO JICYCHHE ca moyunin 5 mg/kg
nHpukcumad Ha 0, 2, u 6 ceamuna. Bcuuku nanueHTH € TpsOBaio a Obaat Ha crabuiiHa 103a 6-MP,
AZA nnn MTX (35% ot 151X ca mosyyaBajii U KOPTUKOCTEPOUIN Ha U3X0AHO HUBO). [lanmenTure,
KOHWTO TIO TIPETICHKA Ha M3CJIeI0BATEINTE ca MOCTUTHAIN KJIMHUYECH OTroBOp Ha ceamuria 10, ca
paHJIOMHU3UPAHU Ha MMOAIBPIKAILIO JeueHue ¢ nHpmMkcuMad 5 mg/kg npes 8 uiu npe3 12 ceaMuiiu.
IIpu 3ary6a Ha OTroBOpa 1Mo BpeMe Ha IMOIbPKAIIOTO JICUCHHE € OUII0 TO3BOJICHO IIPEMUHABaHE Ha
no-Bucoka j1o3a (10 mg/kg) u/wim npuiioKeHne Ha Mo-KpaTku HHTepBaiu (mpe3 § ceamuiy). TakoBa
NpeMUHaBaHe € OMJI0 HAIlPaBEeHO TP TpHJeceT U JBaMa (32) OlleHUMHU MeIMaTPUIHH MaIlHeHTa

(9 yuacTHEKa OT rpymnaTa Ha IpUIOKEHHE Tpe3 § ceaMUIM 1 23 y4acTHUKA OT TpyraTa Ha
npuioxkeHue npe3 12 ceqmunm). Cie NpeMUHABAHETO, TIPH JBAACCET U YETHPH OT TE€3H MAllUECHTH
(75,0%) KIMHAYHUAT OTTOBOP CE€ € BH3CTAHOBUIL.
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[IporeHTHT HA YYACTHUIIMTE ¢ KIMHWYEH OTroBop Ha ceamuna 10 e 6umn 88,4% (99/112). [IpoueHTHT
Ha YYACTHUIUTE B KIIMHWYHA peMucHs Ha ceamuna 10 e 6w 58,9% (66/112).

Ha cenmunia 30 mponieHTHT Ha YYACTHUITUTE C KJIMHUYHA PEMUCHS € OUJI TO-BUCOK B TpyTara Ha

MO UTBPIKAIIO JieueHue mpe3 8 cenmuiiu (59,6%, 31/52), 0OTKOIKOTO B TpyIaTa Ha OIbPIKAII0
nedenue mpe3 12 cemmurn (35,3%, 18/51; p=0,013). Ha cenmua 54 croitHoctute ca owmmn 55,8%
(29/52) n 23,5% (12/51) cpoTBETHO 3a TPyNHTE Ha MOAIBPIKAIIO JIeUeHHe mpe3 8 u npe3 12 cenMuiin
(p<0,001).

Hannan 3a puctynute ca nonydern ot PCDAI ckoposere. Ot 22-Ta y9acTHUIM, KOUTO U3XOTHO ca
uMany GuCTynH, B TPYIHTE HA MOATbPIKAIIO JeueHue npe3 8 u 12 ceqmunu 63,6% (14/22), 59,1%
(13/22) u 68,2% (15/22) ca nmanu mbJIHA PpEMHCHS 110 OTHOILIEHHE Ha (PUCTYIINTE CHOTBETHO HA
ceamuna 10, 30 u 54.

B nonwanenue ca Ooumun YCTAHOBCHU CTATUCTUYCCKU U KIIMHUYHO 3HAYNMHU HOILO6peHI/I$I oo
OTHOIICHHEC HA KAYCCTBOTO Ha )XUBOT XU BUCOYMHATA, KAKTO M 3HAYUTCIIHO HaMaJIsIBaHC Ha 103aTa Ha

KOPTUKOCTEPOHUINTE, CPABHEHH CIIPSIMO H3XOJIHO HHBO.

Yaueposern konum npu deya (om 6 0o 17 2o0uwuna 8v3pacm)

BeszonacHocTTa M ehukacHoCTTa Ha MHQIMKCHMaOca OLEHEHH B MHOTOLIEHTPOBO, PaHIOMHU3HPAHO,
OTKPHUTO, NTapajesHo rpynoBo KIMHUYHO npoyuBaHe (C0168T72) npu 60 nmeauaTpuyHu MaleHTH Ha
BB3pacT oT 6 o 17 roguan (MennaHa Ha Be3pact 14,5 TOOUHM), C yMepeH 10 TeXbK aKTHBEH
yarepo3eH KoauT (0T 6 10 12 Touku mo Mayo; > 2 moATOYKH €HJOCKOTICKH), C HEJIOCTaThYeH OTIOBOP
KbM KOHBEHIIMOHAIHUTE Tepanuu. M3xoaHo 53% oT manueHTUTe ca moryyaBajld UIMyHOMO/IYJIMpaIia
tepanus (6-MP, AZA w/um MTX) u 62% ot nauueHTrTe ca moy4yaBajli KOPTUKOCTEPOUIH.
CriupaHe Ha JICYEHHETO ¢ IMYHOMOAYJIATOPH U KOPTUKOCTEPOUIH € OUII0 pa3perieHo Cliex

ceamuna 0.

Bcewukn nmaruenTy ca morydwin MHAYKIHOHHA Tepanus oT 5 mg/kg napmukcnmabHa ceqmuma 0, 2 u
6. [TarieHTHTE, KOUTO HE Ca OTTOBOPHJIM HA JICUEHUETO ¢ nHpIMKcMMabHa ceamuiia 8 (n = 15), He ca
MOJTyYaBajIy MoBeve JIeKapCcTBEH MPOAYKT M ca OCTaHAIM 3a MpociieasBaHe Ha OezonacHocTTa. Ha
ceamuia 8, 45 ManMeHTH ca paHJOMU3HUPAHU U ca rmoydaBanu 5 mg/kg nadmukcnmabHa Bcekn

8 ceaMuIM MM Ha BCeKH 12 CEMHIM KaTO IOUIBPIKAIIIO JICYCHHE.

[IponeHThT NanyeHTy ¢ KIMHUYeH OTroBOp Ha cenmuiia 8 e 6w 73,3% (44/60). KnuHUIHUST OTrOBOp
Ha cenmMuIia 8 e OWII CXOAEeH MEXTy MalMEHTHTE ChC W 0e3 ChITTCTBAIA HMYHOMOIYJIAPAIA
Tepanus Ha U3X0AHO HUBO. KilmHn4Hata pemucus Ha cenmuna 8 e ouna 33,3% (17/51), uamepeHo
Ype3 TOYKOB MHJIEKC 3a aKTUBHOCTTA Ha meauaTpudHus yameposeH koiut (PUCAL).

Ha ceamuna 54, mporieHTHT Ha MAIUEHTUTE B KIIMHIUYHA pemucus, naMmepena upe3 PUCAI touxu, e
38% (8/21), B rpynara Ha MO IbpIKAIIIO JiUeHHEe Ha Beeku 8 ceqmuiu u 18% (4/22), B rpymnara Ha
MOJTBPIKAIIO JieueHue Ha Bceku 12 cemmury. [Ipu manuieHTrTe, 1MoirydaBaniyi KOpTHKOCTEPOUIN Ha
W3XOJTHO HUBO, MIPOIEHTHT IMAIIMEHTH B PEMICHS U HETIONYYaBall[d KOPTUKOCTEPOUIH MTPe3

54 cenmuna e 6w 38,5% (5/13), B rpynara Ha MoaIbpKaiilo JeueHue Ha Bceku 8 ceamuim u 0%
(0/13), B rpynaTa Ha HOJIBPIKAIIIO JISYSHHNE Ha BCEKH 12 ceAMMUIIN.

B ToBa nmpoyuBaHe € MMaio MoBeue MaeHTH B TpynaTa Ha Bb3pacT oT 12 10 17 roanHU, OTKOJIKOTO B
rpymara Ha Bb3pact ot 6 g0 11 roaunu (45/60 cnpsimo 15/60). Beripeku e OposiT Ha TAIIMEHTUTE BHB
BCSIKA TIOATPYIIA € TBBPAE MaIIbK, 32 1a Ce HApaBsT TOYHU 3aKIIOUCHHS 32 BIMSHUETO Ha Bh3pacTTa,
NIPY TIO-TOJISIM OpOii MAIMEHTH B TpyIiaTa Ha M0-MajKara Bb3pacT J03aTa € MOBHUILCHA UK TeparusTa
€ CIpsiHa OPaJIn HEAOCTaThuHa ePUKACHOCT.

ﬂpveu ne()uampulmu NOKAa3dHUuA

EBpomeiickara areHmnus 1o JiekapcTBara 0CBOOOKTaBa OT 3aIBIDKCHAETO 32 TPEIOCTaBsIHE Ha
pe3ynTaTUTe OT MPOYYBAHUATA C pehepPEHTHUS JIEKAapCTBEH MPOYKT, ChIIbPKaIl HHPIUKCUMAO, BbB
BCHYKH MMOATPYIH HA MTeIUATPUIHATA TOIYJIA¥s IPU PEBMATOUICH apTPUT, FOBCHUJICH MINOMATHICH
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apTPHT, ICOPHATPUICH apTPHUT, aHKUIIO3UPAIL] CIIOHAWINT, IIcoprasuc u 0osect Ha Crohn (Bix.
Touka 4.2 3a “H(POpPMaLIKsI OTHOCHO YIIOTpeOa B IICAUATPHUSATA).

5.2 ®apmMakoKWHeTHYHH CBOMCTBA

Ennoxparnara nady3ns Ha nHpIUKCHMab B no3a 1, 3, 5, 10 wm 20 mg/kg Boau 10 MPOIIOPIIHOHATHO
Ha JI03aTa IMOBUIIIABaHE HAa MaKCHMaTHaTa cepyMHa KOHICHTPAIHsl (Cmax) ¥ IUIONITA MOJT KPUBATA
koHneHTparusa-speme (AUC). PaBHoBecHUAT 00eM Ha pasnpenenenune (Meauana Ha V4 ot 3,0 1o

4,1 nuTpa) He 3aBHCH OT IPUJIOKEHATA 7032 U IT0Ka3Ba, 4e¢ HHOINKCHMAab ce pa3mpeness IpeIruMHO
BBHB BHTPECHIOBOTO MPOCTPAHCTBO. He € ycTaHoBeHa papMaKOKMHETHYHA 3aBUCHMOCT OT BPEMETO.
[IpTHIATa HA eNTMMUHUpPaHe Ha HHQIMKCUMA0 He ca IpoydyeHH. B ypuHara He ce OTKpuBa
HenpoMeHeH UHpmukcuMad. [1pu manueHTH ¢ peBMaTOMICH apTPUT HE € YCTAHOBEHA ChINECTBCHA
3aBUCHMOCT Ha KIIMpBbHCA 1 00eMa Ha pas3mpeenieHUe 0T Bb3pacTTa U TeIECHOTO TErJIo.
®dapMakoKUHETHKATa Ha MHIIMKCUMA0 MPH MalMeHTH B CTapyecka Bb3pacT He e nmpoydeHa. He ca
MIPaBeHH MIPOYYBAHUS IPH MANUEHTH ¢ YePHOIPOOHH With ObOpedHH 3a00IIBaHMAA.

[Tpu npunarane Ha eqUHUYHA 1032 OT 3, 5 mim 10 mg/kg, croliHocTHTE Ha MenuanaTa Ha Cpax Ca
crotBeTHO 77, 118 m 277 mukporpama/ml. MennanaTta Ha TEpMUHAIHUS TTOXYKUBOT TIPH TE€3H TO3U
Bapupa ot 8 10 9,5 muu. [Ipu moBedero marueHTn HHGIUKCHMAO ce OTKpHBA B cepyMa MOHE

8 ceaMHMIIM Clie]] MPUIIOKEHUE Ha MPENopbhYBaHaTa ¢IMHUYHA 71032 0T 5 mg/kg 3a nedenue Ha Ooject
Ha Crohn u nojbprkaiata 103a ot 3 mg/kg BeIHbX Ha BCEKU 8 CEAMMIIU 32 PEBMAaTOMJICH apTPUT.

[Mopawspxamoro nedenue ¢ nHGIKcHMad (5 mg/kg Ha 0, 2 1 6 ceqMuIa PH MAIMEHTH C
¢ductynusupaiia 6onect Ha Crohn, 3 wim 10 mg/kg Benubxk Ha 4 WK 8 Mecela py MalueHTH ¢
PEBMaTOMJICH apTPUT) BOH JI0 JIEKO KyMyJIMpaHe Ha HHPIMKCHMa0 B cepyMa ciiel BTopaTa J103a.
Crex TOBa HE ce YCTAHOBSIBAT JaHHU 33 KIMHUYHO 3HAYMMO Kymyinupane. [Ipu moBedeTo marueHTy ¢
¢ucrynuzupama 6onect Ha Crohn uHpIMKCHMA0 ce OTKpUBA B cepyMa B IPOIBIDKEHHIE Ha

12 ceamutiu (ot 4 10 28 cenMuIin) ciienl Kpas Ha JICUCHUETO.

IlegpnaTpyyHa monyJiamust

[omymanonen hapMaKOKHHETHYEH aHAIIN3, Bh3 OCHOBA HA JAHHUTE, MTOyYE€HH OT ITAlUEHTH C
ymeposer komut (N = 60), 6onect Ha Crohn (N = 112), roBenuinen pesmarouneH aptput (N =117) u
bonect Ha Kawasaki (N = 16), ¢ rpaHuiu Ha Mana3oHa Ha Bb3pacTTa OT 2 Mecena 1o 17 roauHu
MOKa3Ba Y€ eKCIIO3UINATA HAa HHPIMKCHMA0 € B HelIMHEITHA 3aBUCHUMOCT OT TeecHOTO Terio. Ciex
npuiokeHue Ha 5 mg/kg nHpIMKCMMab Ha BCEKH § CEMMUIIN, IPOTHO3MPAHATA MeIaHa Ha
€KCITO3UIUATA B CTAI[MOHAPHO CHCTOSIHUE HA MHGIMKCUMAO (IUIOMITA 10T KpUBATa KOHIIEHTPAIUS —
BpeMme IpH crarmoHapHo cberostane, AUCss), Tpu meauaTpuyHy NalMeHTH Ha Bb3pacT oT 6 110

17 roguan e npubausutenHo 20% mo-HUCKa, OTKOJIKOTO MPOTHO3WpAHATa MEANaHa Ha eKCIIO3UITUATA
B CTAllMOHAPHOTO ChCTOSIHAE Ha JICKAPCTBEHUS IPOAYKT MpH Bb3pacTHU. Meauanata Ha AUCs pu
MeAMATPUYHU MMAIMEHTH Ha Bh3PacT OT 2 TOJMHU U 110]] 6 TOAMHU Ce MporHo3upa jia onvae 40%
MO-HUCKA OT Ta3u NP Bb3PACTHH, BHIIPEKH ue OpOsAT Ha MAIUEHTHTE, B MOAKpPETIa Ha Ta3u OILIEHKA, €
OTpaHWYEH.

5.3 IIpeak/JMHMYHU JaHHH 32 0€30MaCHOCT

Nudnukcumab He pearupa kpberocano ¢ TNF, Ha Jpyru BUaOBE, pa3uiHU OT YOBEK U IIMMIIAH3E.
[opanu ToBa cTaHIAPTHHUTE MPEIKIMHUYHH JIAHHH 32 0€30MmacHOCTTa Ha HHIUKCHMab ca
orpannueHH. IIpu n3cnenBaHe npy MUIIKA HA TOKCHYHOCTTA IO OTHOIIIEHUE HA pacTexa U
Pa3BUTHETO HA aHAJIOTHYHO aHTHUTSIO, KOETO CEJICKTHBHO MHXUOMPA (GYHKIIMOHATHATA aKTHBHOCT Ha
mumms TNF,, He ca ycTaHOBeHH JaHHM 32 TOKCHYEH eEeKT CIIpsMO MaiiKkaTa, eMOPHOTOKCUIHOCT HITH
TepaToreHeH edekT. B nzcnensane 3a edexra BbpXy pepTHINTETA U PENPOAYKTUBHUS MMOTEHIHAT,
ClIe]] IPUJIOKEHUE Ha CHIIOTO aHAIIOTHYHO aHTUTSIIO, OpOosAT Ha OpeMeHHUTE MULIKH € Hamamsl. He e
M3BECTHO JAJIM TOBA CE€ ABJDKU HA BB3ACUCTBUETO My BbPXY MBXKHUTE, UIH BbPXY KEHCKATE MULIKH.
B 6-meceuno u3cnenBaHe Ha TOKCHYHOCTTA MPU MHUIIKKA C MHOTOKPAaTHO MPHJIaraHe Ha ChIIOTO
AQHAJIOTMYHO aHTHTsI0 cpemty mumns TNF,, B kancynara Ha Jiemara npu HIKOW OT MBXKUTE MUILIKU
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ca yCTaHOBEHM KPHCTAIHM oTiaranus. [Ipu xopa He ca mpaBeHH crielnanHy 0(pTaIMOIOTHIHU
MIPETJIeT, 3a JIa C€ MPOYYH ChOTBETCTBHUETO HA Ta3W HAXOKA.

He ca mpaBenu aparocpoyHu MpoyyuBaHUs 32 OLICHKA Ha KAHIIEPOTC€HHUS MOTSHIIMAT Ha
nHpIuKcuMab. M3cneaBanusaTa Ha MUIIKH, KOUTO He ekcripecupatr TNF,, He moka3BaTt moBUIIaBaHe
Ha YeCTOTaTa Ha Bb3HWKBAHE Ha TYMOPH NPH BH3ICHCTBUE C N3BECTHU HHULIUATOPH H/HITH
MIPOMOTOPH.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucnbk Ha NIOMOIIHNUTE BelIeCTBA
O1eTHA KHCETHMHA

Harpues anerat tpuxuapar

Copowuron (E420)

[Monucop6ar 80 (E433)

Bopa 3a nmxkeximun

6.2 HecnBMecTHMOCTH

IIpu nunca Ha Mpoy4BaHUs 32 HECHbBMECTHMOCTH TO3H JIEKApCTBEH NPOIYKT He TPAOBa Ja ce cMecBa ¢
JIPYTH JIEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha roaHoct

[penu paspesknane: 4 rogunu npu 2°C — 8°C

Remsima moke na ce chbxpaHsBa mpu Temmepatypa MakcumyM 30°C, e THOKpPaTHO 3a MEePHOJI 10

15 nHuU, HO HE W cliel AaTaTa Ha U3THYaHe Ha CPOKa Ha TOAHOCT, OTOEINsA3aH BHPXY ONAaKOBKaTa.
HoBusT cpok Ha roHOCT TpsOBa Ja Ob/ic HAMTKUCAH BbPXY KapTOHEHaTa onakoBka. Cie/l u3BaKIaHEe OT
XJIaJIMTHAKA, Remsima He TpsOBa Jia ce BphIlla OTHOBO 32 ChXPAHEHUE B XJIAIUITHUK.

Cren pa3pexaaHe:

Paspenenusr pa3TBop octaBa XUMHUYECKH W pu3nyecku cTaduiieH 1o 60 qau npu temmnepatypa ot 2°C
— 8°C u B mpoawmkenne Ha omie 24 gaca npu 30°C, cien u3Baxkaane ot xuaamianka. Ot
MHUKPOOHOJIOrMYHA TJIeIHA TOYKa, HHPY3UOHHUAT Pa3TBOp TPsOBa Ja ce MPHUIIOKH BEAHATA.
CriazBaHeTo Ha MPEnopbhbUBaHUTE CPOKOBE M YCIOBUS 3a ChXpaHEHHE, IIPeu yrnoTpeda, ca
OTTOBOPHOCT Ha MOTPeOUTENs U OOMKHOBEHO He O TpsiOBajIo Jja HaJBUIIaBaT 24 yaca npu
temmneparypa ot 2°C — 8°C, 0CBEH akO PEKOHCTUTYHUPAHETO/Pa3pekI1aHETO € U3BBPILEHO PU
KOHTPOJIMPAHU M BaIUIUPAHU aCEIITUYHH yCIIOBHUS.

6.4 CrnenuajaHu yCJI0BHSI HA CbXpPaHeHHUe

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

3a yCJI0BUATA HA CbXPAHCHUC 10 30°C npeau pa3peiKaaHe Ha JICKAPCTBCHUA NPOAYKT BUIKTC TOYKaA
6.3.

3a yclioBusiTa Ha ChbXpaHEHUE CIIE/ Pa3pexaaHe Ha JIEKapPCTBEHUS MPOIYKT BIKTE TOYKA 6.3.

6.5 Buau chabp:KaHue HA ONAKOBKATA

CrokaeH ¢uakos (Tum 1) ¢ (OyTunoBa) ryMeHa Tana v alyMUHHEBa 00KaTKa ¢ OTYYIBAIIO CE Karaye.
Remsima ce qocrass B onakoBku oT 1, 2, 3, 4, 5 duiakoHa.
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He Bcuukn BHOOBEC OIMAKOBKH MOTIarT Ja 6T>,I[aT ITyCHATU Ha I1a3apa.

6.6

7.

CrnenyajaHu npeana3Hyl MePKH NMPH U3XBHPJIsiHe H padoTa

Tpsi0Ba ga ce M3UUCHAT qo3aTa U OposT Heodxonumu (iaakoHu Remsima. Beeku ¢nakon
Remsima cpapprka unu 100 mg, niam 350 mg nnpnmkcumad. TpadBa na ce H3UUCIH
HEOOXOoAMMHUAT 001 00eM KOHIeHTpaT Remsima.

Heo6xonumust o6em konueHTpar Remsima tpsidBa na ce pazpeau no 250 ml ¢ HaTpues
xiopun 9 mg/ml (0,9%) nadysnonen pasreop. He paspexmaiite konnenTpar Remsima c
HUKaKbB JIPYT pa3TBOPHUTEN. Pa3pexnaHeTo MOXKe Jja ce HalpaBu KaTo OT CThKIICHa OyTHIIKA
wiu nH(Yy3uoHeH cak oT 250 ml ce u3Teriu koiauuecTBO HaTpueB xaopun 9 mg/ml (0,9%)
MH(Y3UOHEH pa3TBOp, PaBHO Ha HeoOXxoauMust 00eM KoHIeHTpaT Remsima. HeoOxonumusit
ob0eM koHIeHTpaT Remsima TpsiOBa 1a ce mo6aBu 6aBHO KbM OyTHIIKA MtH cak oT 250 ml ¢
pa3TBOp Ha HATPUEB XJOPHUJ U Jia ce cMecH BHUMatenHo. [Ipu o6emu, mo-ronemu ot 250 ml,
M3M0J3BaiTe WM no-rosM nHpy3uonex cak (Hanp. S00 ml, 1 000 ml), unu HAKOIKO
nH(Yy3uoHHH caka oT 250 ml, 3a 1a ce rapaHTHpa, 4e KOHIICHTpaIHsITa Ha HH()Y3HOHHUS
pa3TBOp He HaaBHIaBa 4 mg/ml. AKo clieq pa3pekaaHe ce ChbXpaHsBa B XJIaJUITHHK,
WH(Y3UOHHUSAT Pa3TBOP TPOBA J1a CE OCTABH Jla Ce TEMIIEpUpPA MPH CTaiiHa TeMnepaTypa (10
30°C) 3a 3 yaca npenu Ctbnka 3 (uHDYy3HUs).

WH}y3noHHUAT pa3TBOp TPsAOBA Aa ce MPHUIIOKH 32 BpeMe, He MO-KPaTKO OT MPENopbYUTEIHATA
NPOABIDKUTENHOCT Ha HH(Py3usTa (BK.Touka 4.2). TpsiOBa na ce n3non3Ba camo HHGY3HOHHA
CHCTEMa C BIPpaJicH, CTEPUJICH, allupOTreHeH (GMITHP ¢ HUCKO MPOTEMHHO CBBbP3BaHe (C pasmMep
Ha nopute 1,2 MEKpOMeTpa UK IMO-ManbK). Thif KaTo HH(Y3HOHHUAT Pa3TBOP HE ChIbpKA
KOHCEPBAHT, MPENopbyBa ce MpHIaraHeTo Ha MH(Y3MOHHHUS pa3TBOP J1a 3aIlI04HE KOJIKOTO Ce
MOJe I0-OBP30 U B paMKUTE Ha 3 yaca ciel] paspexkaaHeTo. AKO He ce M3I10JI3Ba BeHara,
CIa3BaHETO Ha MIPENOPbUYBAHNUTE CPOKOBE U YCIIOBHS 332 ChbXpaHEHHUE MIpeau ynoTpeda ca
OTrOBOPHOCT Ha MOTPEOUTENS 1 OOMKHOBEHO He OM TpsOBajio Aa HaJaBUIIABAT 24 yaca npu
temmepatypa ot 2°C — 8§°C, 0CBEH ako pa3peKJaHETO € U3BBPIICHO MPU KOHTPOIUPAHU U
BaIIMIMPAHU acEelITHYHH ycI0BuUs (BX. Touka 6.3 mo-rope). HeusnomnsBauus pa3TBop He TpsOBa
Jla ce ChXpaHsBa 3a MOBTOpPHA ynoTpeoa.

Hpezm MMPUIIOKCHUC Remsima TpSI6Ba Ja C€ orjcaa 3a HAJIM4YueC Ha BUAWUMHA 4aCTHUIIU WJIN
MMpOMsAHA Ha LIBCTA. He TpSI6Ba Ja C€ U3II0J3Ba, aKO CC Ha6moz[aBa IIpoOMAHA Ha IIBETA, dKO UMa
MAaTOBH WJIN YYyXXIH YaCTUIIU.

Hewnsnon3panusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO TpHGBa Ja Cce

H3XBBPJIAT B CbOTBETCTBUE C MCCTHUTC U3MCKBAHU.

HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
YHrapus

8.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/853/018
EU/1/13/853/019
EU/1/13/853/020
EU/1/13/853/021
EU/1/13/853/022
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EU/1/13/853/023
EU/1/13/853/024
EU/1/13/853/025
EU/1/13/853/026
EU/1/13/853/027

9. JATA HA TBPBO PASPEITABAHE/ITIOJHOBABAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

Hata Ha mepBo paspemanane: 17 noemspu 2025 r

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

ITonpoGHa mH(pOpManHs 3a TO3H JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIus Mo JieKapcTBaTa https://www.ema.europa.eu.
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NNPUJIOKEHUE 11
MNPONU3BOJUTEJ HA BUOJOTMYHO AKTUBHOTO BEIIECTBO
N IMPOU3BOAUTEJI, OTTOBOPEH 3A OCBOBOXK/IABAHE HA
IHAPTU N
YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBNCKBAHUA HA PASPEHHIEHUETO 3A
YIHOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TPOM3BOJUTEJ HA BUOJIOTHYHO AKTUBHOTO BEILECTBO U
IMPOU3BOJUTEJ, OTTOBOPEH 3A OCBOBOKJIABAHE HA
MAPTUIU

Hme u agpec HA IPOU3BOAMTEINTE HA OMOJIIOTMYHO aKTUBHOTO BEIECTBO

CELLTRION, Inc.

23, Academy-ro,
Yeonsu-gu, Incheon, 22014
Peny6nuka Kopest

CELLTRION, Inc. (Plant III, CLT3)
20, Academy-ro 51 beon-gil,
Yeonsu-gu, Incheon, 22014
Peny6nuka Kopest

Lonza Biologics Tuas Pte Ltd

35 Tuas South Avenue 6,

Singapore 637377, Cunrarmyp

Mme 1 ajipec Ha MPOM3BOAUTEISI, OTTOBOPEH 32 0CBOOOK/IaBaHE HA MAPTHINTE

Nuvisan GmbH
Wegenerstralie 13,
89231 Neu Ulm,
I'epmannus

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

Dpanuus

Kymos, SL

Ronda De Can Fatj6 7B, Parc Tecnologic del Vallés,
Cerdanyola del Valles,

Barcelona, 08290,

Hcnanms

Midas Pharma GmbH
Rheinstralle 49

55218 Ingelheim am Rhein
I'epmanus

IlewaTHaTa JTUCTOBKA Ha JIEKAPCTBEHMS MTPOAYKT TPIOBa J1a ChbPrKa UMETO U ajpeca Ha
MIPOM3BOANUTENS], OTTOBOPEH 32 OCBOOOXAaBAHETO HA ChOTBETHATA MAPTH/IA.

b. YCJI0OBUA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHHAT MPOIYKT CE OTITyCKa MO OrpaHUYEHO JIeKapcKo npennucanue (Bx. [Ipunoxenue I:

Kpartka xapakTepucTHKa Ha IPOAYKTa, ToUKa 4.2).

B. JAPYI'M YCJIOBUS U UBNCKBAHUS HA PASPELHIEHHUETO 3A
YIIOTPEBA

. IlepuoguyHu aKTyaJu3npaHu Jokjaaau 3a 6ezonacuoct (IIALB)
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N3uckBanusta 3a nonasane Ha [TA/Ib 3a To3u JiekapCTBEH MPOAYKT Ca TOCOUYEHU B CITUCHKA C
pedepentauTe natu Ha EBponeiickust cbio3 (EURD crmchk), mpensuaeH B wi. 1078, an. 7 oT
Hupektura 2001/83/EO, u BB BCUYKH CJICIBAIIN aKTyaJIN3allUH, ITyOJUKyBaHU Ha
eBpoIelicKus yeOmopTa 3a JeKapcTBa.

. YCiaoBus HJin OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA
YHOTPEBA HA JIEKAPCTBEHUSA TPOAYKT

. ILnan 3a ynpasijenue Ha pucka (IIYP)

IIputexxarensar Ha pa3pemenunero 3a ynorpeda (IIPY) TpsOBa na n3BbspiIBa N3NCKBaHUTE IEHHOCTH U
NIeWCTBHS, CBBP3aHU C TIPOCIICAsIBaHe Ha JIEKapCTBeHATa 0€30TacHOCT, TOCOYeHH B ogo0peHus [1VP,
npeactaBed B Moayn 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCUUKH CIICABALIH 0JJ00pEHH
akTyanu3auuu Ha ITYP.

Axrtyanusupan [IYP tps6Ba na ce mopasa:

. o uckaHe Ha EBponelickaTta areHuus o JeKapcTBaTa;

o BUHAru, KOraTo ce U3MeHs CUCTEMaTa 3a yIpaBJIeHUE Ha PUCKa, 0COOCHO B pe3yiTaT Ha
NoJy4aBaHe Ha HOBa HH(OPMaIIUs, KOSTO MOXKE /1a JIOBeIe 10 3HAYMMHU IIPOMEHH B
CHOTHOILEHHETO MOI3a/PUCK, WK CIIe JOCTUI'AaHE HAa BaXKEH eTal (BbB BPb3Ka € IPOCICIsIBaHe
Ha JIEKapCTBEHAaTa 0€30MaCHOCT WM CBEXJaHE Ha PUCKA 1O MUHUMYM).

o JlobJIHUTEJIHM MEPKH 32 CBeKAaHe HA PUCKA 10 MUHUMYM

OOyuuTenHaTa mporpama BKJIFOUBa HAIIOMHSIIA KapTa Ha MallMeHTa, KOATO TOM TpsiOBa Ja HOCH.
KapraTa nma 3a 1ies KakTo /1a CIIy’KH 3a HAIIOMHSIHE J1a C€ 3al1CBaT JaTUTE U PE3YJITATUTE OT
KOHKPCTHU U3CJICABAHMS, TaKa U a YJICCHU MAllUCHTA IIpU 0o0MsIHa Ha BayKHa I/IH(i)OpMaHI/Iﬂ C
nexyBamusa(ure) ro MeguiHcky criernuanuct(u) (MC), OTHOCHO MPOABIHKABAIOTO JICYEHUE C
IPOAYKTA.

HanomHsmaTa kapTa Ha manueHTa TpAOBa 1a ChIbPIKA CIECAHUTE KIFOUOBH ITOCIAHUS:
° HamomHsiHe Ha manueHTUTE Ja MOKa3BaT HAIIOMHSIIATA KapTa Ha MalueHTa Ha BCUYKH

nexyBaiy Tu MC, BKJIFOUUTEIIHO MPH CIICIIHM CIy4au, KakTo U choOIeHue 10 MC, ue
MMalMEHTHT U3I0J3Ba Remsima.

o ObscHenue, ye THProBCKOTO UME U IMAPTUAHUAT HOMEp TpsiOBa 1a ObIaT 3alMCcaHy.
o WznckBane na ce 3ammcBaT BHUJIA, laTaTa U pe3yirara oT ckpuHuHrure 3a Th.
o Toga, ue nedeHnero ¢ Remsima Moxke 1a yBeMUU PUCKOBETE OT CEPHO3HU MHQEKIIHH/CETICHC,

OTNOPTIOHUCTUYHH HH(EKIHNH, TyOepKyo3a, peakTUBUpaHe Ha XenaTuT B u nnpexnus,
npeau3Brkana ot BCG BakcrHa Mpy KbpMaydeTa ciie]] eKCIo3uIus Ha HHDIUKCMab in utero
WM KbpPMEHe, U Kora Jia ce moTbpcu nomorir or MC.

. Tosa, ye Remsima 100 mg u 350 mg KoHUEeHTpaT 3a HHPY3MOHEH PAa3TBOP ChABPKA COPOUTOI
W aKo TAIMeHTHT UMa HACIIEICTBEHA HETOHOCHMOCT KbM ()PYKTO3a, Ta3W HHTPABEHO3HO
IpHUIaraHa JiekapcTBeHa opma He TpsIOBa J1a ce U3IO0N3BaA.

L HaHHI/I 3a Bpb3Ka C IpCAnrcCBalius Jckap.
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTUSA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Remsima 100 mg npax 3a KOHIIEHTpAT 32 HH(YY3NOHEH Pa3TBOP
nHQIIKCIMa0

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enun dnakon ceappxa 100 mg nadaukcnmad.
Crnien pa3TBapsiHe €IMH MUIWIATHD Chabpka 10 mg uadaukcumao.

|3. CNHMCBHK HA MOMOIIHUTE BEULIECTBA

ITomomawm BemiecTBa: 3axapo3a, monucopoar 80, HaTpueB quXuAporeH dhocdar MOHOXHUIPAT,
nuHaTpueB docdar auxumpar.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[pax 3a KOHIEHTpAT 32 MHPY3HOHEH PA3TBOP.

1 pmakon

2 ¢makoHa
3 maxona
4 ¢makoHa
5 ¢makona

| 5. HAYMH HA IPUWJIOKEHHUE U ITbT(MILA) HA BBBEKJIAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.
WHTpaBEeHO3HO NPUIIOKEHNE

PastBopeTte u paspenere npeau NpuiIarate.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
AKO He ce ChXpaHsBa B XJIaIUITHUK, TOJEH JIO:

‘ 9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce chxpaHsiBa B XJIaJMITHHK.
Moske na ce cbxpaHsBa Ipu cTaiiHa Temneparypa (10 25°C) enHOKpaTHO 3a repuoa 10 6 Mecena, Ho
HE ¥ CJIe]l AaTaTa Ha U3TUYaHEe Ha MbPBOHAYATHUS CPOK HA TOJHOCT.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HMME U AJIPEC HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
YHrapus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/853/001 1 ¢maxon

EU/1/13/853/002 2 ¢akona
EU/1/13/853/003 3 duakona
EU/1/13/853/004 4 dpnaxona
EU/1/13/853/005 5 dakona

13. TTAPTUAEH HOMEP

IMaptunen Ne

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUS HA BPAMJIOBA A3BYKA

Remsima 100 mg
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‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JiBym3mepeH 0apKoj ¢ BKIIFOUCH YHUKAJICH UICHTU(GHUKATOP

‘ 18. YHUKAJIEH WIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET BHPXY ®JIAKOHA

| 1. MME HA JEKAPCTBEHMSI IPOJYKT U MbT(MIIIA) HA BbBEJKJIAHE

Remsima 100 mg npax 3a KOHIIEHTpaT
UHQIUKCUMA0
V.

‘ 2. HAYMH HA ITPUJIOKEHUE

3a MHTPaBEHO3HO MPUIIOKEHUE CIIS] pa3TBapsSHE U pa3pekaaHe.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

100 mg

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBbHIIHA KAPTOHEHA KYTHS 3A IIPEABAPUTEJ/IHO HAITBJIHEHA CIIPUHIIOBKA
C ABTOMATHUYHA 3AIIUTA HA UTJIATA

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Remsima 120 mg WHXeKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HAITBITHEHA CITPUHIIOBKA
UHQIUKCUMA0

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika nmpeaBapuUTeIHO HaITbJIHEHA COPUHIIOBKA OT 1 ml ¢ eauHmyHa 1o3a chabpxa 120 mg
UHQIUKCUMAO0.

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

[TomorHu BemiecTBa: OETHA KUCENMHA, HATPHUEB alleTaT TpUXuapaT, copouton, nonmcopbar 80, Boaa
32 HHXEKITUU

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

HNHxexunoHeH pa3TBop

1 mpeBapuTENTHO HAITHITHEHA CIPUHIIOBKA C 2 HATIOEHH ChC CIIUPT TaMIIOHA
1 mpeaBapuTENTHO HATbJIHEHA CIIPUHIIOBKA ChC 3aIl[UTa HAa UIJaTa ¢ 2 HallO€HU ChC CIUPT TaMIIOHA
2 mpeABapUTETHO HATBJTHEHW CIIPUHIIOBKY C 2 HAIIOEHU ChC CIIUPT TaMIIOHA
2 mpeaBapUTEIHO HATBJIHEHHU CIIPUHIOBKU ChC 3aIMTa HA UIJIATa C 2 HAIIOGHHU ChC CIUPT TaMIIOHA
4 mpeABapUTEIHO HAITBJIHEHH CIIPHUHIIOBKU C 4 HANIOEHHU CHC CIIUPT TaMIIOHA
4 mpeABapUTEIIHO HAITBJIHEHH CIIPHHIIOBKU ChC 3alllUTa Ha UrjaTa ¢ 4 HallO€HU ChC CIIUPT TaMIIOHA
6 mpeBapuUTENTHO HATBITHEHHU CIIPUHIIOBKH C 6 HAIIOEHH ChC CIUPT TaMIIOHA
6 peBapUTEIHO HATBJIHEHU CIIPUHIOBKY ChC 3aIIUTA Ha UIJIaTa ¢ 6 HAOEHHU ChC CIUPT TaMIIOHA

S. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBbBEXKJIAHE

HO,Z[KO)KHO MIPUITIOKCHUC

IIpeau ynorpeba npodereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpansiBa B xnmaammHuK. Jla He ce 3aMpassBa. CbxpaHsaBalTe IpeABAPUTEIHO HAITBIIHEHATA
CIIPUHIIOBKA BHB BHHITHATA KAPTOHEHA OMIAKOBKA, 32 J]a C€ MPEe/a3u OT CBETINHA.

10. CHELUWAJIHU NPEAITAZHA MEPKU ITPU U3XBBHBPJIISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEXKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

CELLTRION Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
YHrapus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/13/853/006 1 mpeaBapuTeIHO HAITBIHEHA CIIPUHITOBKA
EU/1/13/853/009 1 npeaBapuTeaHO HAITbJIHEHA CIIPHHIIOBKA C aBTOMATHYHA 3allliTa Ha UTJiaTa
EU/1/13/853/007 2 npeaBapyUTeIHO HAITBIHEHH CIPUHIIOBKU
EU/1/13/853/010 2 mpeaBapuTeTHO HATBJIHEHH CIIPHHIIOBKY C ABTOMATHYHA 3aIATa HA UTIIATa
EU/1/13/853/008 4 npeaBapuTeHO HAITBJIHESHH CIIPHHIIOBKH
EU/1/13/853/011 4 npeaBapuTeHO HATBJIHSHH CIIPHHIIOBKY C aBTOMATHYHA 3alllMTa HA UTJaTa
EU/1/13/853/015 6 npeaBapuTeIHO HAITBJIHEHH CIPUHIIOBKU
EU/1/13/853/016 6 npeaBapuTeHO HAITBJIHSHH CIIPHHIIOBKY C aBTOMATHYHA 3alllMTa HA UTJIaTa

13. HNAPTUAEH HOMEP

IMaptunen Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Remsima 120 mg
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‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JiBym3mepeH 0apKoj ¢ BKIIFOUCH YHUKAJICH UICHTU(GHUKATOP

‘ 18. YHUKAJIEH WIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET 3A NPEABAPUTEJTHO HAIIBJIHEHA CIIPUHIHHOBKA C ABTOMATUYHA
3AIIIUTA HA UTVIATA

‘ 1. HUME HA JIEKAPCTBEHMSA NTPOAYKT U IIbT(MIIA) HA BBBEKJIAHE

Remsima 120 mg nmxexuust
UHQIUKCUMA0
s.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

120 mg

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTUS 3A ITIPEABAPUTEJIHO HAITBJIHEHA ITNCAJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Remsima 120 mg WHXEeKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HATBITHEHA MHCAIKA
nHQIIKCIMa0

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika mpeaBapuTenHo HamblIHEHA ucanka oT 1 ml ¢ ennHUYHA 1032 chabpxka 120 mg
UHQIUKCUMAO0.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[TomorniHM BelecTBa: OllETHA KUCEIIMHA, HATPHUEB alleTaT TPUXKUApAT, copourod, monucopodar 80, Boma
32 UHXKEKITUH

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

HNHxexunoHeH pa3TBop

1 mpenBapuTeIIHO HambJIHeHA TTHcaika (PasMep Ha uriata 29G) ¢ 2 HaOSHU ChC CIUPT TaMITOHA
2 mpeaBapUTEIHO HAabIHeHU nucanku (Pasmep Ha urnara 29G) ¢ 2 HanoOeHH ChC CIIUPT TAMITOHA
4 mpenBapuTenHO HabJHeHU nucanku (Pasmep Ha urnata 29G) ¢ 4 HaNIOEHU ChC COUPT TaMIIOHA
6 mpeaBapuTeNHO HabaHeHU nucanku (Pasmep Ha urnara 29G) ¢ 6 HanOeHH ChC CIUPT TAMIIOHA

S. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXKJIAHE

HO,Z[KO)KHO MIPUITIOKCHUC

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO IPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHaA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpansiBa B xmaaiHUK. Jla He ce 3aMpassBa. CbxpaHsABalTe IpeABAPUTEIHO HAITBIIHEHATA
MUcalika BB BHHIITHATA KAPTOHEHA OITaKOBKa, 3a JIa Ce MPEAIa3y OT CBETIIHHA.

10. CHEHLUAJIHU NPEAITAZHUA MEPKU ITPU U3XBBPJISSHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEKATEJISAA HA PASPEIHIEHUETO 3A YIIOTPEBA

CELLTRION Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
YHrapus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/13/853/012 1 mpeaBapHTeIHO HAITBIHEHA CIIPUHITOBKA
EU/1/13/853/013 2 npeaBapuTeIHO HAITBJIHSHH CIIPHHIIOBKH
EU/1/13/853/014 4 npeaBapuTeIHO HAITBJIHEHH CIIPHUHIIOBKH
EU/1/13/853/017 6 npeaBapuTeIHO HAITBIHEHH CIPUHIIOBKU

13. MAPTHUJIEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

Remsima 120 mg

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByr3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOD.

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETHUKET 3A IIPEABAPUTEJ/IHO HAITBJIHEHA ITMCAJIKA

| 1. MME HA JEKAPCTBEHMSI IPOAYKT U MbT(MIIA) HA BbBEXKIAHE

Remsima 120 mg nmkexmuns
UHQIUKCUMA0
[ToaKoKHO TpUIIOKEHHE

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

120 mg

6. JIPYTO

Pa3mep Ha uriata 29G
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTUS 3A ITIPEABAPUTEJIHO HAITBJIHEHA ITNCAJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Remsima 120 mg WHXEeKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HATBITHEHA MHCAIKA
nHQIIKCIMa0

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika mpeaBapuTenHo HamblIHEHA ucanka oT 1 ml ¢ ennHUYHA 1032 chabpxka 120 mg
UHQIUKCUMAO0.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[TomorniHM BelecTBa: OllETHA KUCEIIMHA, HATPHUEB alleTaT TPUXKUApAT, copourod, monucopodar 80, Boma
32 UHXKEKITUH

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

HNHxexunoHeH pa3TBop

2 mpeaBapuTeNHO HAaTbITHeHH nucanky (PasMep Ha urnara 27G) ¢ 2 HallOEHH ChC CITUPT TAMITOHA

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXKJIAHE

HO,Z[KO)KHO MPUITIOKCHUC

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpansiBa B xmaaiHUK. Jla He ce 3aMpassBa. CbxpaHsABalTe IpeABAPUTEIHO HAITBIIHEHATA
MUcalika BB BHHIITHATA KAPTOHEHA OITaKOBKa, 3a JIa Ce MPEAIa3y OT CBETIIHHA.

10. CHEHLUAJIHU NPEAITAZHUA MEPKU ITPU U3XBBPJISSHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEKATEJISAA HA PASPEIHIEHUETO 3A YIIOTPEBA

CELLTRION Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
YHrapus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/13/853/028 2 npeaBapuTeIHO HAITBIHEH! CIPUHIIOBKU

‘ 13. MAPTHUJIEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Remsima 120 mg

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHHUKAJIEH WIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETHUKET 3A IIPEABAPUTEJ/IHO HAITBJIHEHA ITMCAJIKA

| 1. MME HA JEKAPCTBEHMSI IPOAYKT U MbT(MIIA) HA BbBEXKIAHE

Remsima 120 mg nmkexmuns
UHQIUKCUMA0
[ToaKoKHO TpUIIOKEHHE

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

120 mg

6. JIPYTO

Pa3mep Ha uriata 27G
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTUSA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Remsima 40 mg/ml koHIEHTpAaT 32 HHPY3HOHEH Pa3TBOP
nHQIIKCIMa0

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enun dbnakon ceabppixa 100 mg nadaukcnmad (40 mg/ml).

|3. CHOUCHK HA HOMOIIHUTE BEIECTBA

[TomomnaM BemiecTBa: OIeTHA KUCENIMHA, HATPHUEB alleTaT TPUXHUApAT, copourod, monucopodar 80, Boma
3a UHKEKIINH.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

KoHneHTpar 3a nH(pY3UOHEH pa3TBoOp.

1 pmakon

2 ¢makoHa
3 (maxona
4 ¢makoHa
5 dbmakona

| 5. HAYMH HA PWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

MNpeay ynotpeba mpoyeTeTe JIMCTOBKATA.
3a nonmbIHUTENIHA HH(POPMALIUS BIXKTE JIMCTOBKATA.

3a MHTPABEHO3HO MPUIIOKEHHUE CIIS]] pa3peKaaHe

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

ToBa nexapcTBO HE TPSIOBA /1a Ce MpHIIara Mpy MalueHTH ¢ HacJIeACTBEHA HETTOHOCUMOCT KbM
(bpyKTO3a, THH KaTO CHIBpPHKA COPOUTON. 3a MoBeYe MHGOPMAITUS BIKTE JIMCTOBKATA.
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce chxpaHsBa B XJIaJMITHHK.
Moske ma ce cbxpaHsBa npu cTaitHa Temreparypa (1o 30°C) exnoxpatHo 3a epuox 10 15 aam, HO He
U cJie]l CpOKa Ha FOJHOCT, OTOENA3aH BbPXY OMAaKOBKATa.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
YHrapus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/853/018 1 ¢makon

EU/1/13/853/019 2 ¢naxona
EU/1/13/853/020 3 dakona
EU/1/13/853/021 4 dnakona
EU/1/13/853/022 5 dnakoHa

13. TTAPTUAEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUS HA BPAMJIOBA A3BYKA

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD
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18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET BHPXY ®JIAKOHA

| 1. MME HA JEKAPCTBEHMSI IPOJYKT U MbT(MIIIA) HA BbBEJKJIAHE

Remsima 40 mg/ml koHIEHTpAaT 32 HHPY3HOHEH Pa3TBOP
MHQIUKCUMA0
L.V.

‘ 2. HAYMH HA ITPUJIOKEHUE

3a HWHTPABCHO3HO IMPUJIOKCHUEC CIICH pa3peiKaaHe.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

40 mg/ml
100 mg/2,5 ml

| 6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTUSA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Remsima 40 mg/ml koHIEHTpAaT 32 HHPY3HOHEH Pa3TBOP
nHQIIKCIMa0

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enun dbnakon ceabpixa 350 mg nadaukcnmad (40 mg/ml).

|3. CHOUCHK HA HOMOIIHUTE BEIECTBA

[TomomnaM BemiecTBa: OIeTHA KUCENIMHA, HATPHUEB alleTaT TPUXHUApAT, copourod, monucopodar 80, Boma
3a UHKEKIIUU

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

KoHneHTpar 3a nH(pY3UOHEH pa3TBoOp.

1 pmakon

2 ¢makoHa
3 (maxona
4 ¢makoHa
5 dbmakona

| 5. HAYMH HA PWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

MNpeay ynotpeba mpoyeTeTe JIMCTOBKATA.
3a nonmbIHUTENIHA HH(POPMALIUS BHXKTE JIMCTOBKATA.

3a MHTPABEHO3HO MPUIIOKEHHUE CIIS]] pa3peKaaHe

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

ToBa nexapcTBO HE TPSIOBA /1a Ce MpHIIara Mpy MalueHTH ¢ HacJIeACTBEHA HETTOHOCUMOCT KbM
(bpyKTO3a, THH KaTO CHIBpPHKA COPOUTON. 3a MoBeYe MHGOPMAITUS BIKTE JIMCTOBKATA.
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce chxpaHsBa B XJIaJMITHHK.
Moske ma ce cbxpaHsBa npu cTaitHa Temreparypa (1o 30°C) exnoxpatHo 3a epuox 10 15 aam, HO He
U cJie]l CpOKa Ha FOJHOCT, OTOENA3aH BbPXY OMAaKOBKATa.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HMME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
YHrapus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/853/023 1 ¢makon

EU/1/13/853/024 2 dnaxoHa
EU/1/13/853/025 3 dakona
EU/1/13/853/026 4 dnakona
EU/1/13/853/027 5 dnaxoHa

13. TTAPTUAEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUS HA BPAMJIOBA A3BYKA

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD
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18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET BHPXY ®JIAKOHA

| 1. MME HA JEKAPCTBEHMSI IPOJYKT U MbT(MIIIA) HA BbBEJKJIAHE

Remsima 40 mg/ml koHIEHTpAaT 32 HHPY3HOHEH Pa3TBOP
MHQIUKCUMA0
LV.

‘ 2. HAYMH HA ITPUJIOKEHUE

3a HWHTPABCHO3HO IMPUJIOKCHUC CIICI pa3pCiKaAaHe

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

40 mg/ml
350 mg/ 8,75 ml

| 6. JIPYTO
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Remsima
Nndnukcnmad (Infliximab)

HanomHusiina kapra Ha
namueHTa

TToxaxxeTe Ta3u KapTa Ha BCEKH JieKap, KOHUTO
yJacTBa B JieueHueTo Bu.

Ta3u HanOMHsIIA KapTa Ha MAIUEHTa ChIbPiKa
Ba)KHA WH(MOpPMAITH, ¢ KOATO TpsIOBa 1a ce
3aro3HaeTe MPEIU 3aII0YBaHE U 10 BpEeMe Ha
nedeHueTo ¢ Remsima.

Mme Ha nanueHTa:
Nme Ha nekaps:
TenedoHen HoMep Ha JeKaps:

Koraro 3anounere HOBa KapTa, 3a11a3€Te Ta3snu
KapTa KaTo CIipaBKa B IPOABJDKCHUEC HA 4 Mecena
CJIca 1mocjieaHara 103a Ha Remsima.

Moutsi, mpeiu Ja 3al0YHETE J1a U3IM0JI3BaTe TOBA
JIEKapCTBO, MPOYeTeTe BHUMATEIHO JInCTOBKATA
Ha Remsima.

JlaTa Ha 3amoyBaHe Ha JiedcHUETO ¢ Remsima:

HaCTOfIH_IO JICUCHUC!

Baxno e Bue u Bamust nekap ja 3anucBare
TBProBCKOTO UME U MMaPTUIHHNA HOMEP Ha Bamrero
JIEKApCTBO.

TBpProecko ume:
ITapTunen Homep:

IMomonete Baims iekap Aa 3anuiie mo-f0y Buaa
W JlaTata Ha MOCJICAHOTO CKPUHUHTOBO
u3cienBane (u3cieaBanus) 3a Tyoepkysosa (TB):

Nzcnensane: H3cnensane:
Jara: Jara:
Pesyunrar: Pesyunrar:

Mous, yBepeTe ce ChIIO Taka, 4e P BCSIKO CBOE
MOCEIEHNE TTPH MEIUIIMHCKY CIETIHAITUCT, HOCUTE
ChC cebe cH CIHUCHK Ha BCUUKH JAPYTH JIEKapCTBa,
KOUTO TIpUeMarTe.

CruchK Ha aneprun

CIuchK Ha Ipyry JIeKapcTBa

Nudexunun

IIpenu 3amoyBaHe HA JIeYeHHETO C
Remsima

VYBenomere Bamwst jgekap, ako umare
WH(DEKITHS, JOPH U JIeKa.

AKo HsIKOTa CTE 0OJIeyBaIH OT
TyOepKyI103a WU CT€ UMAIId KOHTAKT
¢ 6oneH ot TyOepkynoza (TB), e
MHOT'O Ba)KHO /1a YBEAOMHUTE 32 TOBA
nekaps cu. Bamust nekap e Bu
W3CNe/IBa, 3a 1a IPOBEPHU Jajlu UMaTe
TyOepkyno3a. [Tomonere nexaps cu
Jla BIIMIIIE B KapTaTa JaTaTa Ha
MOCITIEAHOTO CKPHHUHTOBO
u3cieBane (MM U3CIEABaHuUs) 32
TyOepKyo3a u Buia My (4M)
YBenomere Bamus siekap, ako umare
XenaTtuT B, uium ako 3HaeTe Wiu
MOJI03HUpare, 4ye CTe HOCUTEN Ha
BHpyCa Ha XenaTut B.

IIo Bpeme Ha j1eueHueTo ¢ Remsima

HezabaBHo nHbopMuUpaiite Bamms
JIeKap, ako pa3BUeTe CUMIITOMH Ha
nHpeknus. Te3n cumnToMu
BKITFOYBAT TTOBUIIIEHA TEMIIEPATypa,
yMopa, (YIopura) Kauuiuia, 3aayXx,
3ary0a Ha Terjo, HOIITHO M3MOTIBaHe,
uapus, paHu, MPOOJIEMH ChC 3HOHTE,
IIapeHE [IPU YPUHUPAHE WU
,,[PUTIONIOI00HN" CUMIITOMH.

bpeMeHHOCT, KbpMeHe U
BAKCHHALIUU

B ciryuaii ye monmy4aBare Remsima
JTIOKATO CTe OpeMeHHa U KbPMUTE €
Ba)XKHO J1a HH(pOpMHpATE JIeKaps Ha
Bameto 6e0e 3a ToBa, peIn KakBaTo
U 14 € BakcuHalusg Ha 0e0ero. Bamero
0e0e He TpsiOBa 1a Oblie BAKCHHUPAHO
¢ ,,kuBa BakcuHa“ kato BCG
(u3non3BaHa 3a MpeI0TBPATABaHE HA
TyOepKyIi03a) B paMKuTe Ha 12 mMecena
CJIeIl paXKIaHe WK JI0KAaTO KbPMHTE,
OCBEH aKo JiekapsT Ha Bamero 0ebe
He TIpernopbya JApPyro.

HacaeacrBeHa HEMOHOCHUMOCT

KbM (pyKTO32a

Remsima 100 mg u 350 mg
KOHIICHTpAT 3a MH(Y3UOHEH Pa3TBOP
CBhABPKA cOpOUTON. AKO UMaTe
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HacJIeICTBEHAa HETIOHOCHUMOCT KbM
¢bpykro3a, He TpsiOBa 1a Bu ce
npuiara HHTpPaBeHO3HaTa JISKapCTBeHA
¢dopmMa.

e TpsabBa na kaxere Ha Bamms nekap,
aKo UMaTe HaCJIeACTBEHA
HETMOHOCUMOCT KBbM (ppykTo3a. B TO3M
ciy4ay ce mpemjarat Apyru
noaxoaiuy GopmMu Ha HHPIUKCUMAO
32 UHTPABEHO3HO MPHUIIOKEHHUE.

Hocete Ta3u kapTa B ceOe CU B IPOABIDKCHUE
Ha 4 Mecella clie/ MOCIeTHOTO MOCIEAHOTO
npuiiokeHue Ha Remsima nim B cirydaif Ha
opemenHocT 12 Meceria ciren pakaaHe Ha
Bamero 6e6e. Hexenanu peakiiuu Morar jia
Ce MPOSBSAT IBITO BpEME CJIe/ MOCIETHOTO
MIPHIIOKEHHE Ha Remsima.
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b. JUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Remsima 100 mg npax 3a KOHIEHTPAT 32 MH(Y3UOHEH PA3TBOP
nHpukcuMab (infliximab)

IIpoyeTrere BHMMATEIHO USJIATA JMCTOBKA, IIPEAH 12 3alI0YHeTe 12 U3I0/13BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:Ka BaxkHa 32 Bac nundopmanus.

o 3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HAJIOKH J1a s IPOYETETE OTHOBO.

o Bammsat nexap me Bu nage n HanoMHsAIIa KapTa Ha MAlMEHTa, B KOSATO C€ ChIbpKa BayKHA
uHpopmaius 3a 6€30MacHOCTTA, C KOSTO TPsAOBa J1a ce 3al03HaeTe, IpeIu Ja 3allouHe U 110
BpeMe Ha jiedeHuero Bu ¢ Remsima.

o Korato 3anouneTe HOBa KapTa, 3alla3eTe Ta3d KapTa KaTo CIIpaBKa B IPOABJDKEHUE Ha 4 Mecela
cieq mocjenHara 103a Ha Remsima.

o AKO uMate HAKaKBH JIOBJIHUTEIHN BBIIPOCH, TonuTaiite Bamms nexkap.

o ToBa nexapcTBo € mpeanucano JnyHo Ha Bac. He ro mpeotcrenBaiite Ha aApyru xopa. To Mmoxe
Jla UM HaBpeIy, He3aBUCUMO Y€ IPU3HAIMTE Ha TSXHOTO 3a00JsBaHe ca chliuTe KaTo BamuTe.

o AKO MosTyunTe HAKaKBU HEXEJIaHU peakluy, yBenomere Bamus nekap. ToBa BKiIouBa 1

BCHUYKH Bb3MOXHU HEKECJIaHU pCaKIU, HCOIMUCAHU B Ta3W JIMCTOBKA. Bmxkre Touka 4.

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

1. Kakgo npencrapnsaBa Remsima u 3a kakBo ce H3MM0I3Ba

2. Kakso TpsiOBa na 3Haere, npenu Aa usmomnsare Remsima

3. Kak mre ce mpuara Remsima

4. BBb3M0KHM HEXETaHU peaKuU

5. Kak nma cexpansBare Remsima

6. ChbabppkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS
1. Kakso npenacraBiasBa Remsima u 3a kakBo ce u3moJji3Ba

Remsima cbabpxka akTUBHOTO BeliecTBO HHMIMKCcUMa0. MH(ImkcnMad € MOHOKIOHATHO
AHTHTSUIO - BHJ] IPOTEHH, KOWTO CE MPUKPENBa KbM criel(UIHa MUIICHA B OpraHu3Ma, HapeueHa
TNF (Tymop-HekpoTusupaill ¢pakrop) ajida.

Remsima npuHajnexxu KM rpyla JiekapcTBa, HapedeHH ,,uaxuouropu Ha TNF”. M3non3sa ce mpu
BB3PACTHH 32 JICUEHUE Ha CIETHUTE Bb3MATUTEIIHHU 3200 ISIBAHUS:

. PeBmarounieH aptpur

. Ilcopuarnuen apTput

. AHKu03upani cioHauut (0osiecT Ha bexTepen)
. Ilcopuasuc.

Remsima ce u3mosi3Ba ChIlo Taka Mpy Bb3PaCcCTHU U Jiela HaJl 6-TOMIIHA Bb3PACT IPH:
. Bonect na Kpon
. Yauepo3eH KOJuT.

UeiictBuero Ha Remsima ce ocwiecTssiBa upe3 n3dbupartenHo npukpensade kbM TNF anda n

Ookupane Ha HeroBoTo AeiicTBue. TNF anda ygacTBa BbB BB3MATUTEIHAS MIPOIIEC HA OpraHU3Ma
KaTo OJIOKMPAHETO My MOXeE J1a TIOTUCHE BH3MAJICHUETO.
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PeBMaTOHU/IEH apTPUT

PeBMaTOUTHUAT aPTPUT € BH3MATUTEIHO 3a00IABaHe Ha CTABUTE. AKO CTpaaaTe OT aKTHBEH
PEBMAaTOUICH apTPHUT, ITBPBO Iiie BU JIeKyBaT ¢ APyrH JekapcTBa. AKO TE3M JIEKapCTBa HE MOACHCTBAT
B JIOCTaThYHa CTEIEH, 11e Bu 6b1¢e npeanucano Remsima, koiiro e Bu 0b1e npuiaras B
KOMOMHAIINS C IPYTO JIEKAPCTBO, HAPEUCHO METOTPEKCAT:

e  3aja ce MOTHCHAT NMPHU3HAINTE U CUMIITOMUTE Ha Barrara 6oecr,

e  3aja ce 3a0aBU YBPEKAAHETO HA cTaBUTE Bu,

e  3aja ce nojodpu ¢puzndeckoro Bu chcTosHUE.

IIcopnaTnyeH apTpur

IIcopuaTHYHUAT apTPUT € BB3MATUTEITHO 3a00JIIBaHEe Ha CTAaBUTE, OOMKHOBEHO CHITBTCTBAHO OT
rcopuasuc. AKO CTpajare OT aKTUBEH IICOPHATHYCH apTPHT, TbPBO Iie Bu nexyBar ¢ apyru
JieKapcTBa. AKO TE3M JICKapCTBa HE MOJCHCTBAT B JOCTAThUHA CTEIeH, e Bu Ob1e npeanucano
neuenne ¢ Remsima:

o 3a J1a ce MOTUCHAT MPU3HALMTE U CHMITOMUTE Ha Bamara Goecr,
o 3a J1a ce 3a0aBM yBpeXJaHETO Ha cTaBuTe By,
o 3a 1a ce momobpu pusmaeckoTo Bu cherosiame.

AHkunjo3upany cnoHauIuT (0oaect Ha BexTepen)

AHKHJIO3UPANIUST CIIOHIWINT € Bh3MATUTEIIHO 3a00JIsIBaHe HAa TPhOHAYHMSI CTHJIO. AKO CTpaaare oT
aHKWJIO3WpAIll CIOHIUIINT, ITFPBO Iie By ekyBar ¢ npyru JekapcTBa. AKO Te3H JIeKapcTBa He
MOJIEMCTBAT B [OCTaThYHA CTENEH, Iie Bu Obe Ha3HavyeHo JeyeHne ¢ Remsima:

o 3a Ja ce MOTUCHAT MPU3HALMTE U CUMOTOMHUTE Ha BamaTa 6onecr,
o 3a 1a ce monobpu pusmaeckoTo Bu cherosiame.
IIcopuasuc

[IcopuasuchT e Bh3MANUTENHO 32a00IIsIBaHE HA KOKaTa. AKO CTpajaTe OT yMEPEHO TEXKbK HITH TEKBK
NICOPHA3HUC C IUIAKHU, IBPBO 11e Bu JieKkyBat ¢ Apyru gekapcTBa WK HalpuMmep upe3 GoroTepanusi.
AKO Te3u JieKapcTBa WM JICICHHUS HE TIOACHUCTBAT B 1OCTAaTh4YHA CTEIEH, 1e Bu 0b1e Ha3HaueHO
neueHne ¢ Remsima, 3a 1ja ce MOTHCHAT MPU3HAIIMTE U CUMIITOMUTE Ha OosectTa Bu.

Yiauepos3eH KOIUT

VY1epo3HUT KOJIHT € Bh3NAIUTEIHO 3a00IIs1BaHe Ha JIe0en0To 4epBo. AKO CTpagare OT yIIepo3eH
KOJIUT, TBPBO Iie Bu JexyBar ¢ Apyru JekapcTBa. AKO T€3H JIeKapCTBa HE MOJIEHCTBAT B JOCTAThYHA
crerneH, e Bu O0b1e HazHaueH Remsima 3a teuenue Ha BareTo 3abonsBane.

Boaect na Kpon

Bonectra Ha KpoH e Bbp3nanurenHo 3a0oisiBane Ha yepBara. AKo ctpagare oT Oonectra Ha Kpow,

BpBO 1€ By tekyBaT ¢ apyru jgekapcTBa. AKO Te3H JIEKapcTBa He TIOJEMCTBAT B 1OCTaTh4YHA CTETIEH,

e Bu Ob1ie HazHayeHo jJeyeHne ¢ Remsima:

o 3a Ja ce JIeKyBa akThBHA Gopma Ha OosiectTa Ha KpoH,

o 3a Jja ce HaMaJld OpOosIT Ha MATOJIOTUYHUTE X0A0BE ((PUCTYIIN) MEXKIY YEPBOTO U KOXKaTa, KOUTO
HE Ce IOJJaBaT Ha JICYEHHUE C JPYIH JIEKAPCTBA UM YPE3 ONEPaLUs.

2. KakBo TpadBa na 3Haete, npeau Aa u3nouassare Remsima

He Tpsi6Ba 1a Bu ce npuiiara Remsima

o aKo CTe aJepru4Hu KbM HHMIMKCHMA0 WK KbM HIKOS OT OCTaHAINTE ChCTABKU Ha TOBA
JIeKapCcTBO (M30pOeHU B TOUKA 6),

o aKo CTe aJlepru4Hu KbM IPOTEHUHU C MUIIN POU3XO/,

o ako nmare Tyoepkysosa (TB) nim apyra ceprno3na HH(EKIUIKATO THEBMOHUS HIIH CETICHC
(ceprosHa OakTepranHa HH(EKIHs Ha KPHBTA),

o aKO MMaT€ YMEPECHO TCKKa NJIU TCKKA CbpAC€YHa HEAJOCTATBbYHOCT.
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AKO HSIKOE OT M30pPOEHHUTE ITO-rope ChCTOSIHUS ce OTHacs 3a Bac, Remsima He TpsOBa na Bu ce
npwirara. AKo He cTe CUTYpHH, npean na Bu 0bpae npmnoxen Remsima, o0chaere ToBa ¢ Barmms
JeKap.

IpenynpesxaeHust U Mpeana3sHu MePKH
T'oBopete ¢ Bamms nrekap, mpeny WM 1o BpeMe Ha JIeYeHreTo ¢ Remsima, ako mMare:

Axo Beue cTe JICKYBAaHH C HIAKOC JICKAPCTBO, KOCTO ChABPIKA I/IH(bJ'II/IKCI/IMa6

. VYBenomere Bammst nekap, ako B MUHAJIOTO CTE JIGKYBaHHU C JICKAPCTBA, ChAbPIKaIlu
uHpIMKCUMAa0 U cera OTHOBO Bu e HazHaueHo JieueHue ¢ Remsima.
) Ako neueHuero Bu ¢ nnpmkcrumad € Omiio npeKbCcHATO 3a MoBeve OT 16 ceIMUIIU, ChIIIECTBYBA

IMOBHULICH PUCK OT aJICPrUYHU PEAKIUH, KOIraTO TO 3alI0YHE OTHOBO.

Hadexnnn

. IIpenn na 3amoune neuernnero Bu ¢ Remsima, yBenomere Bamms nekap, ako nmate HHPEKITHS,
JIOPU U CHBCEM JICKa.

. IIpenu na 3amoune siedenuero Bu ¢ Remsima, yBemomere Barust nekap, ako HIKOTra cTe

YKMBEJIU WJIM ITBTYBAJIH B 00JaCTH, KBJETO MHPEKIMN KaTO XUCTOIUIa3MO03a,
KOKIIMAMONUIOMHUKO3a MITH OJJACTOMHKO3a ca 4eCTO cpenany. Te3n HHPEeKIn ca MPUIUHEHH OT
cnenn(UIHU BUIOBE THOMYKH, KOUTO MOXKE J]a 3acerHaT Oenus [po0 WK IpyTH YacTh OT
Bamero Tsno.

. ITo Bpeme Ha neyeHueTo ¢ Remsima Moske J1a cTe MO-MOJATIUBH KbM pa3BUTHE HA HH(EKINH.
AKo cTe Ha ¥ Haj 65 rolvHU, PUCKBT pu Bac e mo-BUCOK.
o Tes3u nHpeKIHM MOXKE Aa ca TEKKU U BKIIOYBAT TYOEpKyn03a, HHPEKIUH, IPUIYNHEHU OT

BUPYCH, TBOWYKH, OaKTEPUH, WK IPYTH OPTaHU3MH B Cpe/iaTa, KaKTO U CETICHC, KOWTO MOXKe /1
0bJIe )KMBOTO3aCTpaIlaBalil,
YBenomere He3abaBHO Bamms ekap, ako o Bpeme Ha JiedeHneTo ¢ Remsima pa3BueTe nmpu3Hamnm Ha
nHeknus. Te3n Npu3HaNIy BKIIOYBAT MMOBHIICHA TEMIIEpaTypa, KallUTUIA, TPUIIONOI00HN CUMIITOMH,
HEpasIoJIoKEeHUE, 3a4epBsIBaHEe U 3aTOIUISIHE HAa KOXKaTa, pa3paHsBaHUs WM MPoOIeMH ChC 3b0HTE.
BammsT nexkap Moxke Ja mpenopbya BpeMeHHO cripaHe Ha Remsima.

Ty6epxkynosa (TB)

o AKO MMaTe WM HIKOra CTe MMajH TyOepKy03a, WM cTe OMIIM B OJIN3BK KOHTAKT C YOBEK,
OosteH wiu 6oJIeyBai OT TyOepKyJi03a, € MHOTO BaKHO Jia yBeAoMHTe Baius nekap 3a ToBa.

. Bammst nexap me Bu nscnensa 3a Tyoepkyinosa. [lpu nanuenTH, iekyBanu ¢ HHQIUKcUMaO,

HuMa ChOOIICHHUS 3a CIyYan Ha TyOepKyJ103a, TOpH MPH NAIUEHTH, JIEKYBaHU BEUe C JIEKApPCTBa
cpenry TB. Bamust jekap 1ie 3amnuiiie Te3u U3ciieIBaHus BbB BaliaTa HarmoMHsIa kapTa Ha
HalUCHTA.

o Axo Bamusit iekap cMmsTa, 4e ChIIECTBYBa OMACHOCT Jia CTE 3apa3eHu ¢ TyOepKyJi03a, Ipean
3armoyBaHe Ha JieueHHeTo ¢ Remsima moxe j1a Bu Ob1aT npeanucanu jekapcTsa 3a
TyOepKyIo3a.

AKo 110 BpeMe Ha JiedeHneTo ¢ Remsima pa3BueTe cuMITOMHU Ha TyOEpKYJi03a, He3a0aBHO YBEIOMETE

Barmust siekap 3a ToBa. Te3u CUMITOMH BKITFOUBAT YIIOPHUTA KalUIMIA, 3ary0a Ha TerJio, ymopa,

MOBHUIIICHA TEMIIEPATypa, HOLHO H3MOTIBAHE.

Bupyc na xenarut B

° [Ipenu na 3amoune neuennero Bu ¢ Remsima, yBenomere Bamus nexap, ako cTe HOCUTENN Ha
xenaTtuT B nim ako HAKOra cTe MMaiau XernaTur B.

° YBenomere Baius siekap, ako cMsTaTe, 4e CTe U3JI0’KEHU Ha MOBUIIEH PUCK OT 3apa3siBaHe C
xemnatut B.

° Bamwusar nekap mie Bu u3cnenBa 3a Bupyca Ha xenatut B.
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. [Ipu manueHTH, KOUTO Ca HOCUTEIM Ha BUpYyCa Ha XemaTUT B, JeueHneTo ¢ MHXHUOUTOpH Ha
TNF, xaro Remsima, Moke Ja TOBEJE 10 peaKTHUBAITHS Ha BUPYCa, KOSTO B HSIKOH CITy9dan MOXKE
Jla ObIIe *KUBOTO3acTpaIaBaria.

. AKO TIOTTyYnTe peakTHBAIMA Ha XenaTuT B, moxe na e Heodxoaumo Barmmst nexap ma cripe
nedeHnueTo By u € Br3MOKHO 1a By nipriioxku ekapcTBa, KaTo eheKTUBHO aHTUBUPYCHO
JIeYCHHE C MOAIBPIKAILIO JICUCHHE.

IIpobaemMu CbC CHPIETO

L YBegomere Bamus JICKap, aKO UMATC KaKBUTO U 1a € HpO6J’ICMI/I CbhbC CHPLCTO, KATO HAIPHUMEP
JICKaA CTCIICH Ha ChpAC€YHAa HEAOCTATBbYHOCT.
L Bamusr JICKap LIC mpocjieadBa BHUMATCIIHO ChpAcUHaTa Bu I[eleOCT.

HezabaBHo yBemomeTe Bammus nekap, ako 1o Bpeme Ha JiedeHneTo ¢ Remsima pa3Buere HOBH WM Ce
BJIOIIIAT CHIIECTBYBAIM CUMIITOMH Ha ChP/ICUYHA HEAOCTATHYHOCT. T€3U CUMITOMHU BKJIIOUBAT 3a0yX
WJIM OTUYaHe Ha KpakaTa.

Pax u immdom

. [Ipenu na 3amoune nedennero Bu ¢ Remsima, yBemomere Bamwst nexap, ako IMaTe WU CTe
uMan muMQom (BU pak Ha KPbBTa) MM KaKbBTO M Jja OMIIO APYT BHUJ PaK.

o HpI/I MaUEHTUTE C TCKBK PCBMAaTOUACH apPTPUT C roJisiMa JaBHOCT PUCKBT OT pa3BUTHUEC Ha
TuM(pOM MOKE J1a € TIO-BUCOK.

o [Tpu meua v BB3paCTHU MPHIIOKEHUETO Ha Remsima Moske J1a IOBHUILY pUCKa OT pa3BUTHE HA
nuM$oM WM APYT BUJ pak.

. Hsaxown nanmenTy, kouto ca Ouinn Ha ederne ¢ TNF-Giokepu, BKIIFOUNTETHO HHPIUKCHMA0, ca

pa3BUJIM PSAABK BHJ paK, HApEUYCH xenaroyimeHasieH T-kineTbueH sumdom. [To-ronsimara yact ot
TE3U MAlMEHTH ca OMIM MIIag¥ MOMYETA WIM MBKE M IIOBEYETO OT TAX Ca UMAJIH CHIO WIH
6onect Ha Kpon, nnu yneposeH konut. To3u BUI pak 0OOMKHOBEHO 3aBBPIIBA ChC CMBPT.
[TouTH BCHYKM MAIMEHTH Ca MOJIyYaBajIy ChIIO M JICKAPCTBA, ChIBbPIKAIIU a3aTHONPUH HIIN
MEpKaITOMypHH B TombiHeHne KkbM TNF-0mokepu.

o Hsikou oT manueHTuTe, JeKyBaHu ¢ HH(QIMKCUMa0 ca pa3BUIM ONPECIICHH BUIOBE paK Ha
koxara. Kaxxere Ha Bamms niekap, ako 1o BpeMe Ha JISYeHUETO WIIH CJe]l HeTO NMa HSIKAKBH
MIPOMEHH B CHCTOSIHUETO Ha KOka Bu uim oOpaszyBaHUs 110 KOXKaTa.

. Hsxow sxenHn, nekyBaHu ¢ HHGIMKCHMAO0 33 peBMAaTOUIEH apTPUT ca Pa3BIIIMA PaK Ha MIMKAKATa
Ha Mmartkata. [Ipu sxeHu, npuemaiiny Remsima BKIIFOUMTETHO TE3W Ha Bb3pacT Haj 60 rouHu:
JIEKapsT MOKeE JIa Mperophyia PeIOBHY MIPETJIeIU 3a paK Ha IWHKaTa Ha MaTKaTa.

Benoapobuu 3200 1siBaHMs WIM TIOTIOHOIIYIIIEHE

. IIpenu na Bu 0b1e npuiiokena Remsima, yBeomere Barms jekap, ako ctpajgaTe OT
6enoapoOHO 3a00IsBaHe, HAPEUEHO XPOHMYHA 00CTpyKTHBHA OestonpodHa Oomnect (XOBB) unu
aKo TYIIATE MHOTO.

. [Nauuenture ¢ XOBD u nauueHTuTe, KOUTO MyIIaT MHOT'O, MOKE J]a Ca C MOBULIEH PUCK OT
pa3BUTHE Ha paK M0 BpeMe Ha JieueHrueTo ¢ Remsima.

3aboisiBaHMs Ha HECpBHATa CUCTEMA

° VYBenomere Baius nekap, npeau na Bu 0b1e npusioxen Remsima, ako cTpagare wid HIKOTa
CTe cTpajaiu OT 3a00JIsBaHe, 3acsraiio HepBHATa cUcTeMa. ToBa BKIIFOUYBA MHOKECTBEHA
cKiiepo3a, cunapom Ha ['mnen-bape, ako cre uManu repuoBe WiK Hskora Bu e noctaBsiHa
JarHo3a ,,HeBPUT Ha 3pUTEITHHS HEPB”.

AKO 110 BpeMe Ha JiedeHHeTo ¢ Remsima pa3Buere CUMIITOMH Ha HEBPOJIOTHYHO 3a00IIsIBaHE,

He3abaBHO yBenoMmere Bamwmst nexap 3a ToBa. Te3u CUMIITOMH BKIIFOUBAT IIPOMEHH B 3PCHUETO,

c1ab0CT B phIIeTe WM KpaKaTa, M3TPHIIBAHE WU ,,MpaBy4YKaHe Ha KOSTO H JIa € 9acT OT TsII0TO Bu.
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IlaTon0TMYHN KOKHU XOI0BE

. IIpenn na 3amoune neuernnero Bu ¢ Remsima, yBenomere Bammus nekap, ako mmare
MATOJIOTHYHU KOKHU X0/10Be (puctyinn).

Bakcunanuu

o YBenomere Bamms nekap, ako ckopo ca Bu mpaBenu BakcuHanuu uir Bu npeacTosT Takusa.

o [Ipeau 3anouBane Ha neyenneTo ¢ Remsima, Tpsa6Ba na Bu 6baaT HanpaBeHu
IPENOPbUYUTENHUTE BakCHHAKU. Moke 1a Bu ObaT HanpaBeHU HSIKOW BaKCHHU 11O BpeMe Ha
neuenuneto ¢ Remsima, Ho He TpsOBa 1a Bu ce mpaBsT )KMBK BaKCHUHHU (BaKCHHH, KOUTO
CBIBPKAT JKUB, HO OTCIa0eH MH(EKIIMO3EeH areHT), 1okaro Bu ce mpuiara Remsima, Tbif kaTo
T€ MOTAT Ja MIPUYUHAT UH(PEKLINH.

° Ako cte morydaBaian Remsima, mokato cte 6mna OpemenHa, Bamero 6e6e chio Moxe 1a e ¢
MIOBHUIIIEH PUCK OT pa3BUTHE Ha MH(EKIHNs, B Pe3YITAT HA MPHJIOKEHNE HA )KMBA BAKCHHA TPe3
IbpBaTa To/IMHA OT XHUBOTA. BaxkHo e a nHpopMupare siekapsa Ha Bamero 6e6e u apyrure
MEIUIMHCKHY CIIeUaNucTy 3a JeuyeHnero Bu ¢ Remsima, 3a ga morar Te aa perar kora
Bammero 6e6e Moxe 1a Ob1€ BAKCHHAPAHO, BKJIIFOUNTEITHO XUBU BakcuHH kKato BCG BakcuHaTa
(M3nos13BaHa 3a PEJ0TBPATIBaHe Ha TYOCPKYJI03a).

o AKO KbpMHTE, € BaKHO Ja HHpopMupaTte jekaps Ha Bamero 6ebe 1 qpyrute MeTuIMHCKA
CHEeLUAINCTH 3a JieueHueto Bu ¢ Remsima, npenu na Obe npuiioxeHa KakBaTo U Ja € BAKCHHA
Ha Bamrero 6e6e. 3a moBeue nHpOpMANHI BIKTE TOUKA ,,bBpEMEHHOCT, KbpMEHE U
beprumTeT.

TCDaHCBTI/I‘lHI/I I/IHd)eKIII/IO3HI/I ar¢HTHu

. YBenomere Bamus snekap, ako HacCKopo ca Bu nmpunoxxwin uinu Bu npencrou na Bu npuiioxar
JIeYeHHUE C TepareBTUIeH HHGEKIINo3eH areHT (kaTo BiuBane Ha BCG, n3non3BaHo npu
JIeYEeHHUE Ha PaK).

OHeDaHI/II/I WKW CTOMATOJOrMYHY MaHUITYyJIallun

° YBenomere Bamus nekap, ako Bu npenctosrt onepauuy Wik CTOMAaTOJIOTMYHA MaHUITYJIAlUu.
° YBenoMere Xupypra Wi CTOMaTojIora CH, ue CTe Ha JieueHne ¢ Remsima, kaTo UM MoKakeTe
Bamara HanomHs1Ia KapTa Ha MALKUEHTA.

[IpoOiemu ¢ yepHUs 1pod

o Hsxou nanuenTn, Ha KouTo ce mpuiiara Remsima, pa3BuBar cepuo3HU YepHOIPOOHU
mpooiemMu.
. YBenomere HezabaBHO Bamus nekap, ako nMate CHMITOME Ha YepHOIpOoOHH MPodIeMHu 1o

BpeMe Ha jiedeHneto ¢ Remsima. Ilpu3Hanure BKIOYBAT NOXKBITABAHE HA KOXKATa M OUUTE,
NOTHMHSIBAaHE HA YpHUHATa, 00JIKa MM MOyBaHe B JSICHOTO MoJipedpue, O0JIKa B CTaBUTE,
KO>KHU OOpHBH WM TIOBUILIABAaHE HA TEMIIepaTypara.

[ToHmwKEeH OPON KPBBHU KIETKHU

. [Ipu HsKOM MAaLMEHTH, HA KOUTO ce mpuiara Remsima, opraHu3MbT HE € B ChCTOSIHUE 112
MPOM3BEX A JOCTATHYHO KPHBHH KIJIETKH, KOUTO J]a c€ OOPSIT ¢ MHPEKIIUUTE U 1a CIIHpaT
KBpPBEHETO.

o VYBenomere HezabaBHO Bamist jiekap, ako vMaTe CUMIITOMH Ha TIOHIKEH OpOi KPhBHU KIIETKH

1o BpeMe Ha jieueHueTo ¢ Remsima. [lpu3HanmTe BKIIIOYBAT NOCTOSHHA TEMIIEPaTypa,
KPBHBOM3IIMBY WIIM JIECHA TI0SIBa HA KPHBOHACAIAHH, MAJIKH YEPBEHH WM JIMJIABH TIE€THA,
MIPEIN3BUKAHM OT MOJIKOKHO KbPBEHE, HITH 0JIe/10CT.
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Hapymenns Ha iMyHHATa CUCTEMA

o Hsaxown nanmenTy, Ha KOUTO ce mprmiara Remsima, pasBuBaT CHMIITOMA Ha HapyIIeHHE Ha
MMyHHaTa CUCTeMa, HAPEUYEHO JIYITyC.
o YBenomere He3abaBHO Bamms nekap, ako pa3BueTe CHMITOMH Ha JIYITyC IO BpeMe Ha

nedeHueTo ¢ Remsima. [Ipu3HanuTe BKIIIOUBAT 00JIKA B CTABUTE WJIM YyBCTBUTEIIHU HA
CIThHYEBA CBETIIMHA OOPHBH 10 Oy3UTE WIIH PHIETE.

Hena v roHOImIM
HMuadopmammsara mo-rope ce 0THacs CHINO 34 JIella U FOHOIIN. B qoIrpiaHeHne:

. IIpu maxoun aena u roHOIH, JeKyBanu ¢ TNF-0mokepu kato nHbIMKCHMA0, ca ce pa3BHIN
pakoBM 3a00JIIBaHUs, BKIOYUTEITHO HETUITUYHU BUIOBE, KOUTO B HSIKOU CIIy4au ca UMaJH
¢artasneH U3xox.

o B cpaBHeHue ¢ Bb3pacTHUTE, IPH MTOBEUE JICla, MPUeMaIy HHPINKCUMa0, ca ce pa3BUIIn
WH)EKITHH.
. IIpenu 3amouBane Ha JevUeHHE ¢ MHOIUKCHMA0, Ha menara TpsiOBa 1a UM ObIaT HalpaBeHH

IMPECIIOPBUYNUTCIIHUTC BAKCHUHAIIHU. Ha Jenara MOXKeE a1a UM 6T>I[aT HaIlpaBCHU HAKON BAKCHUHU 110
BpeMe Ha JiedeHneTo ¢ Remsima, Ho He TpsOBa Jla UM ce IpuIIarat >KUBU BAKCHHU JJOKATO UM Ce
npunara Remsima.

Ipu nena Remsima TpsiOBa fa ce n3non3pa caMo 3a JedeHue Ha 6onectTa Ha KpoH win yiuepos3eH
kout. Tes3u mera TpsiOBa Aa ca HABBPIIAIN 6 TONUHHU.

AKO He CTe CHT'YPHH JIaJli Hello OT H30pOeHOTO Mo-rope ce oTHacs 3a Bac, nmpenu 3amouBane Ha
JedeHueTo ¢ Remsima nonuraiite Barmst nekap.

Jpyru nexkapcTBa u Remsima

[MaumeHTHTE ¢ BH3NATUTEIHU 3200IIIBaHHS IPUEMAT JIEKapCTBa 32 JICUCHHE Ha TIXHOTO ChCTOSIHUE.
Te3wn ekapcTBa MOTaT a NPEIU3BUKAT M0ABA HA HEXKEJIaHU peaknuu. Bammst nekap me Bu
NIOCHBETBA KOM APYIH JEKapCTBa 1a MPOIBIDKUTE Ja IpUeMarte B Xo/a Ha JieueHreTo ¢ Remsima.

HNudopmupaiite Bamms nexap, ako U3MONI3BaTe, HACKOPO CTE M3MOI3BAIH WIH € B3MOXKHO Jla
W3M0JI3BaTe APYTH JEKapCTBa, BKIIOYMTEITHO BCHYKH JAPYTH JIEKapCcTBa 3a JieueHne Ha OoecTTa Ha
Kpon, yamepo3eH KoauT, peBMaTOUACH apTPUT, aHKITIO3UPAIIl CIIOHIMINT, TICOPUATHICH apTPUT WU
TICOPHA3HUC, U TAKUBA, KOMTO CE OTITyCKAaT Oe3 pelenTa — KaTo BUTAMUHH UM OHJIKOBU IIPENapaTy.

B gactHOCT yBenomere Bamms nekap, ako H3M0I3BaTe HAKOE OT CIIEAHUTE JICKapCTBa:

e  JlekapcTBa, MOBJIMSBAIIM HEPBHATA CHCTEMA.

e  Kineret (chappka anakuapa). Remsima u Kineret He TpsOBa Jja ce mpuiiaraT eJHOBPEMEHHO.
e  Orencia (ceappika abaranent). Remsima u Orencia He TpsiOBa Ja ce MpuiiaraT eHOBPEMEHHO.

He tpsibBa na Bu mpuiarar »kMBY BaKCHHU JIOKaTO H3M0NI3BaTe Remsima. AKo cTe H3Mmoi3Baiu
Remsima mo Bpeme Ha OpeMeHHOCT 1M Bu ce nmpuiara Remsima jgokaTo KbpMuTe, KaXKeTe Ha JIieKapsi
Ha Bamero 6e0e 1 ApyruTe MEJUIIMHCKH CIIEIIMAINCTH, KOUTO ce TprKart 3a Bamero 6ebe 3a
neyennero ¢ Remsima npenu na BakcuHupat 6e6eto By ¢ KakBUTO U 1a € BAaKCHHU.

AKO HE cTe CUT'ypHU JIajli HElIO OT U30POCHOTO MO-Trope ce oTHacs 3a Bac, mochBeTBaiiTe ce ¢ Bamms
Jiekap win papmarieBT rpeau ynorpedara Ha Remsima.

BpemenHocTt, kbpMeHe H GepTHINTET

o Axo cTe OpeMeHHa WM KbPMUTE, CMSITATe, Ye MOXe Jia CTe OpEMEHHA HJIH TUIaHUpaTe
OpeMeHHOCT, oChBeTBalTe ce ¢ Bamus nekap npeau ynorpedara Ha TOBa JiekapcTBO. Remsima
Tps0Ba a ce U3M0JI3Ba [0 BpeMe Ha OPEMEHHOCT WM JIOKAaTO KbPMUTE, caMo ako Bamusr
JIeKap IpeleHy, ye ToBa € Heooxoaumo 3a Bac.
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o [To Bpeme Ha neueHnero ¢ Remsima, KakTo U B MPOIBIDKEHIE HA 6 Mecela Ciie] Kpas Ha
JIedeHUETO, TPsIOBa ma n3bsAreate 3adpemMeHsaBane. O0chaeTe yrioTpedaTa Ha KOHTPAIICTITUBHA
Cpe/ICcTBa Mpe3 TO3M mepuo| ¢ Bamms ekap.

. Ako cte momydaBaiu Remsima mo Bpeme Ha OpeMeHHocTTa, BameTo 6ebe Moxe f1a e ¢
MTOBUINICH PUCK OT Pa3BUTHE HA MHQPECKIUS.
. Baxxno e ma napopmupare nexaps Ha Bamero 6ebe u ApyruTe MEIUIIMHCKH CIISIMATUCTH 32

neuenrnero Bu ¢ Remsima, npeau na 0b1aT NpuitoskeHH KaKBUTO U J1a OMIJIO BAKCUHH Ha
Bameto 6e6e. Ako cte momydaBaiau Remsima mo Bpeme Ha OpeMeHHOCTTa, MPUJIAraHeTo Ha
BCG Bakcuna (M31o13Bana 3a mpeIoTBpaTsBaHe Ha TyOepKyno3a) Ha BameTo 6e0e B pamknTe
Ha 12 mecena cien paxJaHeTo MOXKe Aa AOBeAe 10 NHPEKIH ChbC CEPUO3HHU YCIOKHEHUS,
BKJIFOUMTEITHO CMBPT. Bamero 6e6e He TpsOBa 1a Ob/ie BAKCHHUPAHO C )KUBH BAaKCHHHU KaTO
BCG BakcunaTa B paMkuTe Ha 12 Mecema cies pakaane, OCBEH ako Jiekapsat Ha Bameto 6e6e
HE Mpenopbya Apyro. 3a moBede HH(GopMaIys BUKTE TOUKATa 32 BAKCHHALIUH.

. AKO KbpMHTE, € BXXHO J1a HHPopMuUpare ekaps Ha Bamero 0ebe n ApyruTe MEIUIIMHCKH
CIELMANCTH 3a JieueHneTo Bu ¢ Remsima, npenu na 0b1e npuiiokeHa KaKBaTo U 1a € BAKCHHA
Ha Bamrero 6e6e. Bamero 6e6e He TpsiOBa /1a Ob/ie BAKCHHUPAHO C )KUBH BAaKCHHH JTOKATO
KBpPMUTE, OCBEH aKo JieKapsT Ha Bairero 6ebe He nmpenopbua Ipyro.

o ChoOIaBaHu ca CJTydau Ha CHJIHO MOHMKEH Opoi OeNu KphBHH KIISTKH MPU KbpMadeTa, POJICHH
OT JKEHH, JIeKyBaHH ¢ nHpIMKcuMab 1o BpeMe Ha OpemeHHocTTa. AKo Bamrero 6e6e nma
MOCTOSIHHO TIOBHUIIIEHA TEMITEPATypa WK UH(EKIINU, He3a0aBHO Ce CBBPXKETE C JeKaps Ha
6ebero Bu.

lo¢upane u pa6oTa ¢ MAIIUHHA

He ce ogakBa Remsima ga mosnusie cnocobHocTTa Bu 32 modupane u padbora ¢ MamHu. AKO cliex
nHQy3usaTa Ha Remsima yceture ymopa, 3aMastHOCT WM HE ce UyBCTBAaTe 00pe, He modupaiTe u
HEJICHTE J1a M3M0I3BaTe MHCTPYMEHTHU WJIH J1a paboTUTE ¢ MAIIUHHU.

Remsima cbabpika HaTpuid

Remsima cbappxa HaTpuid, 1o Manko ot 1 mmol (23 mg) Ha 103a, T.e. MOXe J]a ce Kaxe, ue
MPaKTUYECKU He ChIbpika HaTpuil. Obave, npean na Bu 6b1e npunoxena Remsima, Ts ce cMecBa ¢
pa3TBOP, KOMTO ChIbpKa HATpUH. YBenoMere Bamus gekap, ako cTe Ha IMeTa C HUCKO ChAbpPKAHUE
Ha COJL.

Remsima cbabpska nosamncopodar 80

Tosa nexapctBo chabpka 0,5 mg monmcop6ar 80 BB Bceku QuiakoH. [lonmcopbatnute morar ga
NPUYHHSAT aJeprudHu peakiuu. TpsiOBa na kakere Ha Bamms nekap, ako Bue nnu Bamrero nere
UMaTe YCTaHOBEHH aJIepTHH.

3. Kak ce npuiara Remsima

PeBmaTounnen apTpur
O6wnuaitHata J103a € 3 mg Ha KWJIOrpam TEJIEeCHO TErio.

IlcopuaTnyeHn apTpuTt, aHKuI03upanl cnoHAWINT (DosecT Ha bexTepes), mcopuasuc, yiauepo3eH
KOJIUT M 0osiecT HAa Kpon

OObwnyaiinaTa 103a € 5 mg Ha KWIOTPaM TEJIECHO TETJIo.

Kak ce npuiaara Remsima

o Remsima me Bu Ob/1e mpuarana ot gekap Wi MEAUIMHCKA CecTpa.
o Bammwsr siekap wim MeJUIMHCKA cecTpa e MPUTOTBH JIEKAPCTBOTO 38 HHPY3HUSI.
. JlekapcTBoTo 11e Bu 0b1¢ npuinoskeHo kato nHQy3us (KarmkoBo BIUBaHe) (B MPOIbIDKEHUE HA

2 yaca) B e/IHa OT BeHuTe Bu, 00MKHOBEHO BeHa Ha pbkara. Cien Tpetara nHdpy3us, Bammust
JIeKap MOXKe Jia pelu 1a mpuiioxu Bamara mo3a Remsima B npoxbmkenue Ha 1 gac.

. Jokato Bu ce BnuBa Remsima, kakTo ¥ B Ipoab/DKeHHe Ha 1 710 2 yaca cjiejl TOBa, e ObeTe
o1 HabJoIeHE.
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Koaxo Remsima me Bu 0b1e npuiiaran

. Bamusar nekap 1e onpeaenu o3ata Bu u 1ie pemu Koiko yecto 1ie Bu ce nmpuara. Tosa 1ie
3aBHCH OT 3a00JisiBaHeTO Bu, TenecHoTo BU Terio u koiako 1o0pe ce MOBIUsSBATE OT JICYCHUETO
¢ Remsima.

o Janenara mo-moiry Tabymia mokasea rnpe3 KakBu reproau o0uvaitHo me Bu ce mpunara ToBa

JICKApCTBO CJIEA ITbpBaTa J03a.

Bropa noza 2 CeIMUIIM CJIE] ITbpBaTa J103a

Tpera no3a 6 CeJMUIIM CJIe]] ITbpBaTa J103a

ITocnenBamm 1031 Ha Bcexu 6 no 8 cenmumu — ciopen
3a00JIIBaHETO

Ynorpebda npu aema u IOHOIIH
[Tpu nerna (Ha 6 TOAMHYU M MO-TOJIEMH) HA JIeUeHHE 3a OosiecT Ha KpoH miu yiiepo3eH KOJIUT,
NpenopbyYUTENHATA 032 € ChIlaTa KaTo 32 Bb3PacTHHU.

Axo Bu e npuiio:keHa no-BHCOKa oT Heo0XxoauMara 103a Remsima

ITonexxe TOBa JIEKapCTBO CE IMpUJIara ot JIEKap WK CECTPa, € MaJIKo BeposiTHO fa Bu Obae npunokeHa
TBBPJE BUCOKa 103a. He ca u3BecTHN HEXXeTaHU peaklyu B pe3yJiTaT Ha NPUIOKEHUE Ha TBbPAE
BHCOKa J03a Remsima.

AKko 3a0paBuTe uiu nponycHere nndysusara Ha Remsima
AKo 3a0paBuTe WK IPOITyCHEeTe Ha3HaYeHa HHQY3MUsI Ha Remsima, KOJIKOTO MOe TI0-CKOPO
YTOBOpETE HOBA MH(Y3HSL.

AKO UMaTe HSIKaKBHU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTATe
Bammus nekap.

4. Bb3MOKHH HeKeJTaHU peakuuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIAaHU PE€aKIIUH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa. [ToBeuero HeXxenaHU PCaKnum Ca JICKHU 10 YMCPCHU. Bce MaK, INpru HAKOH
ManeHTH MOraTt Ja C€ pa3sBUAT CCPUO3HU HEKECIIaHNU pCaKIIMKU, KOUTO HaJ1araT JICUCHHUEC. Hexenanu
p€aKkiuuun Morat ga C€ pasBuAT U CJIC CIMPAHE HA JICHCHUCTO C Remsima.

He3abaBHo yBenomere Bammns jexap, ako 3a0ejie;KuTe CJI1eIHOTO:

o IIpu3Hauu Ha ajlepruyHa peakuMsi KaTo NOoAyBaHe Ha JIMLETO, YCTHUTE, YCTaTa Wil I'bpJioTo,
KOETO MOYKE J1a IPUIMHH 3aTPyTHEHO MPErThIIaHe WK 3a/{yX, KOJKEH 00pHB, KOTIPHBHA TPECKa,
TOyBaHe Ha JJIaHWUTe, XOUIaTa WiH Ie3eHnTe. Hskou oT Te3u peakinu MoXe J1a ca CEpUO3HU
WIIN J)KMBOTO3acTpallaBaliy. AJepruyHa peakis MOXKe Ja Ce pa3BHe B paMKUTE Ha 2 yaca clie]t
uH(]y3HUATa WK IO-KbCHO. [IpyTH NIpU3HAIY HA HEeXXEJIaH! aJIepTHYHN PeaKify, KOUTO MOTaT Ja
ce MposiBAT 10 12 1Hu ciien uHQy3usTa, BKIIOYBAT OOJIKH B MYCKYJIUTE, TPECKa, OOJIKH B CTABUTE U
YeJIOCTHTE, OOJIKH B I'BPIIOTO MIIH T1aBOOOIIHE.

o Ipu3Hanyu Ha cHLPAEYHO YBpeKIaHe Kato aAuckoMdopT min 6oika B rbpauTe, 00JKa B pbKara,
OoJka B cToMaxa, 3ayX, TPEBOXKHOCT, 3aMastHOCT, CBETOBBPTEXK, IIPHUIIAIIBK, TIOTEHE, TA/ICHE,
MOBPBIIAHE, TPENTEHE HUITH CHITHO ChpIieOreHe B Ibp/ANTE, YCKOPEH TN 3a0aBEH ChPACUECH PUTHM
Y OTUYaHE HA KpaKaTa.

o IMpu3znany Ha uHeknus (BKIIOYNUTETHO U Ty0epKYy103a) KaTo MOBUIIIEHA TEMITEpaTypa,
yMOpa, KalluIria, KOsITO MOKe Jia ObJie yIOpuTa, 3a1yX, TPUIIONOI00H! CUMIITOMH, 3ary0a Ha
TEIJ10, HOITHO U3NIOTABAHEC, UApUs, pa3paHsaBaHWs, HATPYIIBAHC Ha THOH B yepBaTa UJin OKOJIO
anyca (a0crec), npodaeMu ChC 3bO0UTE WK MAPENIo yCellaHe MPH YPUHUPAHE.

o Bb3Mo:kHM MpU3HALIM HA PaK, KOUTO BKJIIOYBAT, HO HE CE OrPaHUYaBaT JI0 OJyBaHe Ha
nuMQHUTE B3, 3ary0a Ha TerJo, MOBUILEHA TeMIIEpaTypa, HeOON4aifHU KO>KHHU BB3JIH,
IIPOMCHU B OEHKHU WIHN OBETA Ha KOXKarTa, HJIn HCO6H‘I&I71HO BarvHaJIHO KbPBCHE.

171



Ipu3Hauu Ha 6ej10APOOHO yBpeKIaHe KaTO KALUTUIIA, 3aTPYJHEHO AUIIAHE HIIH CTSIraHe B
IbpAUTE.

IIpu3Hany Ha HEBPOJIOTMYHO yBpeskKAaHe (BKJIIYUTETHO MPOOJIeMH ¢ 09UTe) KaTo
NPU3HALM Ha UHCYNIT (BHE3AITHO U3TPBIIBAHE WM CJIa0OCT Ha JIMLIETO, pbKaTa WM Kpaka,
0c0o0€eHO OT eTHaTa CTPaHa Ha TsUI0TO; BHE3ATHO 0OBbPKBaHe, 3aTPyAHEH FOBOP WK pa3OupaHe;
3aTpyAHEHO BIDKAAHE C €IHOTO WM ABETE OUM, TPYAHOCTH MPH XOCHE, 3aMasHOCT, 3aryda Ha
paBHOBECHE WM KOOPAWHALINS, WM CHJIHO TJ1aBOO0IINE), IPUMIAIbLIM, U3TPhIIBAHE/MPaByUKaHe
Ha KOSITO M J]a € 4acT OT TsUIOTO WK c1aboCT B PhLETE U KpaKaTa, IPOMEHH B 3pEHUETO KaTo
HampuMep JBOWHO BWKJAaHE, UM APYTH MPOOJIEMHU C OUUTE.

Ipu3Hauyu Ha YepHOAPOOHO yBpeKIaHe (BKIIOUUTETHO XenaTuT B nHdekuus, korato cte
MMaiy XernaTuT B B MMHAI0TO) KaTO NOXBITABAHE HA KOXKATa UJIM OYUTE, IOThMHIBAHE HA
ypuHaTa, 00JIKa WM TIOyBaHe B ASICHOTO ToapeOpue, O0iKa B CTaBUTE, KOYKHH OOPHBH HITH
MOBHUIIIEHA TEMIeparypa.

IIpu3Hanu Ha HapylIeHHe HA HMYHHATA CHCTeMAa, Hape4yeHo JIYIyC, KaTo OOJIKY B CTaBUTE
WM 9yBCTBUTEIHH Ha CTbHYEBA CBETJIIMHA OOPHBH MO Oy3UTE WK pblieTe (JIyIyc) WIn
KaIlUTAIIA, 33/1yX, TPEeCKa WM KOKEeH 00pHB (CapKonm03a).

IIpu3Hauu Ha NOHMAKeH OPoii HA KPbBHUTE KJETKH KaTo IIOCTOSIHHA TeMIIeparypa,
KPBBOM3JIMBU WJIM JIECHA IMOsABA HAa KPbBOHACAAaHWA, MaJIKW YCPBCHU WJIM JIMJIABU II€THA,
NPEU3BUKAHN OT MIOJAKOKHO KbPBEHE, WIIH OJIEIOCT.

Ipu3nauu HA ceprO3HU KOKHH NMPOGJIeMH KaTo YePBEHUKABH, MOJI00HU HA MUIIICHA METHA
WIN KPBIJIH [IETHA YECTO C MEXYPH B LEHTHPA, PA3MOJIOKEHH O TSUIOTO; TOJIEMH 001aCTH OT
Oernenra u moirema ce (ekchonrpaiia) Koxa, 381 B yCTaTa, IbpI0TO, HOCA, TIOJOBUTE OPTaHU
" OYUTC WX MaJIKU IOAYTUHHU, ITBJIHU C FHOf/i, KOHMTO MOrat ga c€ pasnpOoCTpaHAT IO TAJIOTO.
Tes3u KOKHU peakuy Morar 1a ObAaT NpUAPYKEHH OT IHOBUIIEHA TEMIIepaTypa.

HezabaBHo yBenomeTe Bamus nekap, ako 3a0enexute HIKOU OT U30pOSHUTE MO-rope Oeresm.

CrneHATE HEXKETAHU PEaKIMU ca HaOJIto1aBaHyu nmpu Remsima:

MHoro 4yecTu: MoXe J1a 3acerHaT nosede ot 1 Ha 10 gymu

Bboinka B kopema, rajiexe

BupycHu nHdeknum kato xeprec Win Tpuil

I/IH(beKIH/II/I Ha TOPHUTEC AUXATCIIHU ITbTUIIA KaTO CUHY3HUT
I'maBoGonme

Hesxenanu peaknuu, CBbp3aHu ¢ HHPY3UATA

Bbounka.

YecTu: Mmoxe n1a 3acerHat a0 1 Ha 10 gymm

[IpoMsiHa Ha QyHKIIMATA HA YEPHUS P00, MOBUINIABAHE HA YSPHOAPOOHUTE CH3UMHU
(ycTaHOBsIBa ce OT U3CIIECABAHUATA HA KPBB)

BenoapoOHu nim rpbaan MHOEKINU KaTo OPOHXUT WU THEBMOHHUSI

3aTpyiHeHO WK 00JIC3HEHO JUIaHe, O0JIKa B IbPAUTE

KpbBou3nuBu B cToMaxa WM B YepBara, Tuapusi, CTOMAITHO pa3CTPOWCTBO, KUCEIHHH B
cToMaxa, 3areK

KompuBaa Tpecka (00puB), chpOSI] 00OpUB WIIH CyXa KOXkKa

Hapymeno paBHOBecHe Wi 3aMasiHOCT

[loBuiiena remneparypa, MOBHILICHO ITOTEHE

Hapymienns Ha KpbBOOOpAILICHUETO KATO HUCKO WJIM BUCOKO KPBBHO HAJISITAHE
[locunsBane, ropely BbIHM WK KbPBEHE OT HOCA, TOILJIA U 3aU4epBeHa KoXa

Ymopa wim cnaboct

Bakrepuannu nHdekuun KaTo OTpaBsHE HAa KPbBTa, abclec Win HH(EKIUs Ha KoKaTa
(TiemymuT)

I'vOnuna uHpEKnUs Ha KoXKaTa

IIpobGiemu ¢ KpbBTa KaTO aHEMHUS WIIM HaMalleH Opoii 6eT KPbBHU KIETKH

oxytn mumdHU BH3TU
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Henpecusi, HapylIeHUS Ha CHHS

[IpoGiiemu ¢ ounte, BKIFOYBAIIY 3aUepPBIBAHE U WHPEKITUU

YckopeHa chpieyHa JeHHOCT (TaXuKapAvsl) WK ChplicOneHe

Bonka B craBuTE, MyCKYJIUTE WU I'bpOa

Wudekuns Ha MTMKOYHUTE THTUIIA

[copuasuc, mpobiaemu ¢ KokaTa KaTo eK3eMa u KOcona

Peakinu Ha MSICTOTO Ha MHKEKTHpAHE KaTo 00JIKa, TIO{yBaHe, 3a4epPBIBaHE UIIH ChPOCK
CryaeHu TpBIKU, HATPYIIBAaHE HA TEYHOCT O] KOXkKaTa, MPUUYUHSIBAIIO MTOTyBaHE
WstprpnBane unu "MpaByukaHe'.

HeuecTun: moxe na 3acernart 1o 1 va 100 gymm

. Jlomo kxpBBOOpOCsBaHe, HAOKOBaHE Ha BEHA
. Cr0unpane Ha KPbB H3BHH KPHBOHOCHUTE CHIOBE (XEeMAaTOM) HIIH KphBOHACSIaHE
o [Ipobnemu ¢ KokaTa KaTo MosiBa Ha MEXypH, OpaIaBUIIH, TTATOJIOTHYHO OIBETSIBAHE HA KOXKaTa

WM TMTMEHTAINY, TIOlyBaHe Ha YCTHUTE WK yaeOensBaHe Ha KoxaTta, MK 3a4epBeHa Oeneria
Ce WJIM JIF0CIIeCcTa KoXa
o Texxkn anepruyHy peakuu (Hanp. anadUIaKCHs ), IMyHOOOYCIIOBEHO 3a00JIsIBaHEe, HAPEUCHO
JyIyC, alepruyHy PeakLUu KbM YyXAU IPOTCHHU
[To-6aBHO OT HOPMAJIHOTO 3apacTBaHE HA PAaHUTE
YronemsiBaHe Ha YepHHS P00 (XEMATUT) WK Ha XKITHYHHUS MEXYp, YepHOIPOOHO yBpeXKIaHe
PascesHOCT, pa3apa3HUTETHOCT, OOBPKAHOCT, HEPBHOCT
[Ipobnemu ¢ ounTe KaTo 3aMbIJICHO MM OTCIa0CHO 3peHHe, TOAITyXBaHEe Ha OUUTE, UEMHK
HoBooTkputa uinm BioIasaiia ce CbpAeYHa HEOCTAaThYHOCT, 3a0aBeHa ChpIeUHa YeCTOTa
[Ipunagbsk
KonByncuu, HapymeHus Ha HepBHaTa cCTEMa
[lephopanms miu 3amyiBaHe Ha yepBaTa, OOJIKH B KOpeMa HIIM KpaMIly,
VYronemsiBaHe Ha MaHKpeaca (TaHKPEaTHT)
["'b0mvHY MHpEKITUN KaTo KaHAUI03a WITH IbONYHN WHPEKIINN Ha HOKTHUTE
Benmonpobnu mpobiemu (kato 6enoapoOeH OTOK)
HarpymBane Ha Te4HOCT 0KOJIO GennTe IpoOoBe (TIEBpalieH H3IIHB)
CrecHsiBaHE Ha Bb3yXOHOCHUTE IbTHUILA B OeNIuTe APOOOBE, MPUUMHABALIO 3aTPYAHEHO
JUIIaHe
Brananenue Ha auraBunaTa Ha Oenust 1po0, IPeAN3BUKBAIIO OCTpa IphaHa 00JKa, KOSTO ce
BJIOIIaBA MPH JUIIaHE (TUIEBPHT)
TyOGepkyio3a
WNudexnun Ha Ob0penuTe
Hucsk 6poii TpoMOoITH, BUCOK OpOii Oer KphbBHH KIETKU
Barunanau nHbexumn
KpbBHHUTE TECTOBE MOKA3BAT ,,aHTUTENA™ CPEIy COOCTBEHOTO TSIIO
[MpomsiHa B HMBaTa Ha XOJECTEPOT U Ma3HHHU B KPHBTA.
[ToBumraBane Ha TEra0TO (TIPH MMOBEYETO MAIMEHTH MTOBUIIIABAHETO HA TETJIOTO € MAJIKO).

Penxu: moxe na 3acernat g0 1 va 1 000 gymum

o Bun pax Ha kppBTa (JIMMQOM)

o [IpeHoc Ha HETOCTATHYHO KOJIMYECTBO KUCIOPOJ] OT KPBHBTA J0 OpPraHuTe, IpoOIeMu ¢
KPBBOOOPAIIEHUETO KaTO CTECHSIBAaHE HA KPHBOHOCEH ChJT

Brananenue Ha Mo3buHaTa OOBHBKA (MEHUHTHUT)

WNudexnyn nopaau orciadeHa IMyHHA CHCTEMA

XematuT B, ako B MUHAJIOTO CT€ MMaJIM XeNaTuT B

Br3nanenue Ha uepHUs Ipo0, MPUUUHEHO OT MPoOIeM ¢ UMyHHATa cucTeMa (aBTOMMYHEH
XETIaTHUT)

[Ipobnem c uepHus 1pod, NPUUUHSBALI TOKBIATIBAHE Ha KOXKATa WM OYUTE (KBITEHHLIA)
o [TaTomornyHM THKaHHU OTOLM MJIM pa3pacTBaHUA
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o Texxka anepruyHa peakiys, KOSTO MOXKE Jia MPUYMHU 3ary0a Ha Chb3HAHUE U MOXeE Ja ObJie
»KUBOTO3acTpalirapaiia (aHapuIaKTHYCH [IOK)

o Y neOensiBaHe HAa MAJIKUTE KPhbBOHOCHU ChIOBE (BAaCKYJIUT)

o Hapymenust Ha MMyHHaTa CUCTEMa, KOMTO MOTAaT Jia 3acerHar OeyuTe IpoOoBe, KoKaTa u
nuM(HATE BB3IH (KaTO HAPUMEP CapKOH103a)

o HatpynBaHe Ha KJIETKH Ha IMyHHATA CUCTEMA B PE3YJITAT HA BB3MMAIUTEIIHA PEaKIIHs
(TpaHyI0MaTO3HH JIC3UH )

o HeszanHTepecoBaHOCT WM JIUIICA HA €MOIIUU

o Cepro3HH KOXKHU 3a00JISIBAHUS KATO TOKCHYHA SMHJICpMalIHA HEKPOJIH3a, CHHAPOM Ha
CruBbHC-/[)KOHCBH U OCTpa TeHEepaIM3UpaHa eK3aHTEMaTO3Ha MyCTYJI03a

o Hpyru npobiiemu ¢ Koxkarta KaTo epureMa MyaTudopme, Mexypu U Oelelna ce KoxKa Win

rHOWHU IHIKH ((ypyHKyI03a)Cepro3HH HapyIIeH!sI Ha HEPBHATA CUCTEMa KaTo
TpaH3Bep3alicH MUEIUT, 3a00JIs1BaHe, HAamo100sBaIl0 MHOXKECTBEHA CKIIEpO3a, HEBPUT Ha
3pUTENHUS HEPB U CUHApPOM Ha ['mnen-bape

o Br3nanenue Ha OKOTO, KOETO MOXKeE Jla MPEAN3BUKA IPOMEHHU B 3pEHHETO, BKIIOUUTEITHO

clernoTa

HatpymnBane Ha Te4HOCT MeX 1y OOBUBKUTE Ha CHPLETO (MIEPUKAPJICH U3JIHB)

Cepuo3nu 0emoIpoOoHY MPo0IIeMH (KaTo MHTEPCTUIIHAIHA OenoapoOHa Oosect)

Menanom (BUI paK Ha KOXKaTa)

Pak na mmiikata Ha MaTkara

[Nonmxen Opoit Ha KPBBHHUTE KJIETKH, BKIIOUATETHO CUITHO TIOHMKEH Opoli O6er KphBHU KIETKH

Mairku YepBeHH WM JIHJIaBU TIETHA, PEAM3BUKAHU OT MOJKOKHO KbPBEHE

OTKJIOHEHUs B CTOMHOCTHUTE Ha KPbBEH MPOTEWH, HApEUeH ,,KOMIJIEMEHT ', KOWTO € 4acT OT

MMYHHAaTa CUCTeMa

o JluxenonnHu peakuun(chpOAIT YepBEHUKABO-THIIAB KOKEH OOPHB W/WITH HUIIKOBUHU CHUBO-
Oemu TMHUY BHPXY JIUTABUIUTE).

C Hen3BeCTHA YeCTOTA: OT HAJIUYHUTE JaHHH HC MOXKE aa 6’[))16 HalrpaBC€Ha OILICHKA Ha 4€CTOTaTa

. Pak npu nena u roHOLIN

o Psanbk pak Ha KpbBTa, 3acsrall IJI1aBHO MOMYETA B FOHOILIECKA Bb3PACT HIIM MIad MBKE
(xenaTonueHaneH T-kieThbueH JTUMOOM)

o YepHoapoOHA HEIOCTATHYHOCT

. Mepxken-kiaeTb4eH KapIHOM (BHJI PaKk Ha KOKaTa)

. Capkom Ha Kanomm — psiiko cpeniaH pak, CBbp3aH ¢ HHPEKIHsI ¢ YOBEUIKH XepIeceH BUPYC 8.
Capxom Ha Kanommu Haii-uecto ce cpema nox ¢popMara Ha IMypIypHH U3MEHEHUS BEPXY KOXKaTa

o BromraBane Ha chCTOSTHHE, HAPEUCHO JIEPMATOMHO3UT (TIPOSIBABA CE KaTO KOKEH 00pHB,

MIPHJIPYKEH OT MyCKYJTHA c1abocCT)

CopaeueH nHdpapkT

Wucynt

Bpemenna 3ary0a Ha 3peHHETO 10 BpeMe Ha MJIM B PAMKUTE Ha 2 yaca ciied HHy3usaTa
Wndexnus ot )xrBa BaKCHHA MOPaAN OTCIIabeHa UMyHHA CUCTEMA.

[Ipobnemu crex MeIUIMHCKY NPOLEAYpH (BKIIOUBALIN HHPEKINO3HA U HEMH(EKLINO3HN
npobiemn).

JlomMbJIHUTETHU HeKeJTaHU PeaKIMy MPH Aela U I0HOIIHN

Heua, xouto ca npuemanyu HHPIUKCUMa0 3a edeHue Ha Oonectra Ha KpoH, ca mokasainu HAKOH
Pas3JInKy B HEXXEJAHUTE PEakLiH, B CPaBHEHUE C BB3PACTHUTE, KOUTO ca MpreMasid HHpIMKcrMad 3a
nedenune Ha 6onectra Ha Kpon. Hexxenanure peakuny, Bb3HUKHAIH MTO-YECTO TPH JIela ca: MOHKEH
Opoii YepBeHU KPbBHH KIIETKU (aHEMHUSI), KPBB B U3MPAKHEHUATA, IIOHKEHN OOIM HUBa Ha OenuTe
KPBBHU KJIETKH (JIEBKOIICHUS ), YEPBEHWHA WIIM U3UEpBsIBaHe (3aUepBsiBaHe), BUPYCHHU HH(EKLINH,
MIOHW)KEHU HUBA Ha OeNnTe KPhbBHH KIETKH, KOUTO ca KPhBHUTE KJIETKHU 3a Oop0a ¢ nHpeKusTa
(HeyTporieHus), CYynBaHe Ha KOCTH, OakTepraaHa MHQEKIUs 1 IEprHYHI PEaKIIUK Ha TUXaTeITHUTE
I'BTHLLA.

Cho01aBaHe HA HesKeJIAHH peakIuu
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AKO TOJTyYnTe HIKAKBU HEXKEJIaH! Peakilny, yBejoMere Bamara siekap, GpapmaieBT uiv MeIUITHHCKA
cecTpa. ToBa BKJIIOUBa BCHYKH BH3MOXKHU HEOTIMCAHU B Ta3W JIMCTOBKA HEXXETIaHH peakiuu. MoxeTe
CBIIO Ja ChOOIINTE HEKETaHU PeaKkiy AUPEKTHO Ype3 HAllMOHATHATA CHCTEMa 32 ChOOIIaBaHe,
nocouena B [Ipmwioskenne V. Kato cro011aBaTe HexenaHu peakiiy, MOKETE Ja AaJeTe CBOS IPHHOC
3a MoJTy9aBaHe Ha ImoBede HHPOpPMAIHst OTHOCHO O€30MIacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak n1a cbxpansiBate Remsima

O6ukHOBeHO Remsima 0OMKHOBEHO 1iie ObJie ChXpaHsSBaH OT MEIUIMHCKUTE CIENUANINCTH. B ciyyai,

Ye ce Hy)KIaeTe OT U3MCKBAaHMATA 3a ChbXPaHEHHE, TE ca:

o [a ce cpxpaHsiBa Ha MSICTO, HETOCTBITHO 32 JIela.

o He u3non3BaiiTe ToBa IekapcTBO ciie]] CPOKa Ha TOAHOCT, OTOENA3aH BbPXY €THKETa U
KapTOHEHaTa OlaKkoBKa ciren ,,l'oger mo:”. CpoKbT Ha TOTHOCT OTTOBApPs Ha MOCICTHMS ICH OT
MOCOYCHHS MECELI.

. Ja ce cexpanssa B xmagmiHAK (2°C - 8°C).

o ToBa J1lekapcTBO MOXeE Jja C€ ChXPAaHsBa ChIIO U3BBH XJIAIWIHNUK, B OPUTHHAIHATA OIIAKOBKA
Ipu TemmepaTypa MakcuMmyM 25°C, eTHOKpaTHO 3a MepHoJ 10 IIeCT Mecella, HO He U Cle]T
JaTara Ha M3THYaHEe Ha IbPBOHAYAIHUS CPOK Ha FOAHOCT. B TakbB ciaydail He ro BpblIaiiTe
00paTHO 3a chXpaHeHHE B XJaJWIHUKa. Hanuinere HOBHS CPOK Ha TOAHOCT BEPXY KapTOHEHATa
OITaKOBKa, BKJIFOUUTEITHO JICH/Mecel/ToquHa. V3XBbpiieTe ToBa JIeKapCTBO, aKO HE ObJie
M3I0JI3BaHO B PAMKHUTE Ha HOBUS CPOK HA FOJHOCT WM CPOKa Ha TOJHOCT, Halle4aTaH BbPXY
OIIaKOBKaTa, B 3aBHCUMOCT OT TOBa KO € I0-paHeH.

o [IpemopruBa ce, korato Remsima ce moaroTss 3a uH(py3uUs, 1a ce U3MOI3Ba MAKCUMAITHO OBP30
(B pamkwuTe Ha 3 yaca). Bce mak, ako pa3TBOPBT c€ IPUTOTBU NP ACENTUYHU YCIOBHS, TOH
MO3Ke€ J1a C€ ChXpaHsBa B XJIaJWIHUK A0 60 quu npu temneparypa ot 2°C - 8°C u B
MpOoIbKEeHHE Ha owle 24 yaca npu 25°C, clieq U3BaKAaHe OT XJIAJUITHHKA.

o He u3nosnsBaiite ToBa 1€KapcTBO, aKO LBETHT MY € IIPOMEHEH MJIN aKO ChABPKa YaCTULI.

6. Cb)n)pmalme Ha OnMaKoOBKaTa M JO0II'bJHUTEC/IHA m{(l)opMaum[

KakBo cbabp:xa Remsima

o AKTUBHOTO BemecTBo € nH}pmukcumad. Beexu dnakon cpabpxka 100 mg undnuxcumad. Cien
NPUTOTBSIHE Ha Pa3TBOPa, BCEKU MITHIUTHD ChIbpka 10 mg undmukcnmad.
o Jpyrure cberaBku ca 3axaposa, nomucopbar 80 (E433), marpues muxunaporer docdar

MOHOXHJIpAT U JUHATpUEB pocdar AUXuapar.
Kaxk u3rie:xxaa Remsima n kakBo ChABbpiKa 0ONMaKOBKAaTa
Remsima ce gocTtaBs B CThKICHH (DJIAKOHH, ChIIbPXKAIIU TPaxX 3a KOHIEHTPAT 32 UH(Y3UOHEH
pastBop. [IpaxbT € ¢ OsLT 1BAT.
Remsima ce npou3ssexia B onakoBku oT 1, 2, 3, 4 uiu 5 ¢urakoHa.
He BcHyky BHOBE OMAKOBKH MOTaT Jia ObJAT MyCHATH Ha Ma3apa.
IpuTexaTes HA pa3pellIeHNETO 32 YNOTPeda U MPOU3BOTUTE
Celltrion Healthcare Hungary Kft.
1062 Budapest
Vaci ut 1-3. WestEnd Office Building B torony

VYHrapus

IIpoussoaure

Nuvisan GmbH
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Wegenerstralie 13,
89231 Neu Ulm,
T'epmanus

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

Opanuus

Kymos, SL

Ronda De Can Fatj6 7B, Parc Tecnologic del Vallgs,

Cerdanyola del Vallgs,
Barcelona, 08290,
Hcnanus

Midas Pharma GmbH
RheinstraBBe 49

55218 Ingelheim am Rhein
I'epmannus

3a nonbJIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NpPEICTaBUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

Boarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1231 0493

Danmark
Orion Pharma A/S
TIf.: + 45 86 14 00 00

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 (0)30 346494150
infoDE@(celltrionhc.com

Eesti
Orion Pharma Eesti OU
Tel: + 372 6 644 550

Lietuva
Celltrion Healthcare Hungary Kft.
Tel: + 36 1 231 0493

Luxembourg/Luxemburg
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418

Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel : +36 1 231 0493

Malta

Mint Health Ltd.

Tel: + 356 2093 9800
info@mint.com.mt

Nederland
Celltrion Healthcare Netherlands B.V.
Tel: +31 20 888 7300

Norge
Orion Pharma AS
TIf: +47 40 00 42 10
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Elrada
BIANEE AE.
TnA: +30 210 8009111 — 120

Espaiia
Kern Pharma, S.L.
Tel: + 34 93 700 25 25

France
Celltrion Healthcare France SAS
Tel: +33 (0)1 71 25 27 00

Hrvatska

OKTAL PHARMA d.o.o.

Tel: + 3851 6595 777
oktal-pharma@oktal-pharma.hr

Ireland
Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

Island
Vistor hf.
Simi: +354 535 7000

Italia
Celltrion Healthcare Italy S.r.1.

Via Luigi Galvani, 24 - 20124 Milano (MI)

Tel: +39 0247 927040

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Tel: +36 1231 0493

Osterreich
Astro-Pharma GmbH
Tel.: +43 1 97 99 860
office@astropharma.at

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal
Celltrion Portugal, Unipessoal Lda.
Tel: +351 21 936 8542

Romainia
Celltrion Healthcare Hungary Kft.
Tel: + 36 1231 0493

Slovenija

OPH Oktal Pharma d.o.o.
Tel: +386 1519 29 22
info@oktal-pharma.si

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: + 36 1231 0493

Suomi/Finland
Orion Pharma
Puh/Tel: + 358 10 4261

Sverige
Orion Pharma AB
Tel: +46 8 623 64 40

JlaTta Ha mocJIeqHO mpepasriexaane Ha aucropkata {MM/TTTT}.

JApyru u3ToYHUIIM HA HHPOpMaIUs

ITonpoOHna nHpOpMans 3a TOBa JIEKapCTBO € peJ0CTaBeHa Ha yeOcaiita Ha EBporielickarta areHIust
10 JIeKapcTBarta https:// www.ema.europa.eu.
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CnennaTa nH(bOpMaIHs € npeIHa3HaYeHa CaMo 32 MEAUIIMHCKH CTICIUATUCTH:

Ha manuenTtuTe, KOUTO ca Ha JiedeHre ¢ Remsima, TpsiOBa J1a ce mpeocTaBy HAOMHSIIA KapTa Ha
MaIHUeHTA.

Yka3zanus 3a ynorpeda u padora — ycJI0BHs Ha CbXpaHeHHe
Ha ce cexpansBa mpu temmnepatypa 2°C — 8°C.

Remsima moxe 11a ce chxpaHsiBa IIpH TeMIiepaTrypa MakcumMyM 25°C eqHOKpaTHO 3a Iepro.T 10

6 Mecella, HO He U CJIe] JaTaTa Ha U3TUYaHe Ha ITbPBOHAYAIIHUS CPOK HA TOAHOCT. HOBUAT cpok Ha
TOJTHOCT TPpsIOBa J1a O'bJIc HAaNTMCaH BhPXY KapTOHEeHAaTa onakoBka. Ciie] M3BaXKIaHEe OT XJIaIUITHUKA,
Remsima He TpsiOBa fa ce BphIla OTHOBO 32 ChXPAHEHNE B XJIAIHITHUK.

Yka3zaHus 3a ynorpeda Ha NpoayKTa — pa3TBapsiHe, pa3pe:kaaHe H NPUJIOKeHNe

3a na ce moxo0pU NPOCIEAUMOCTTa HAa OMOJIOTMYHUTE JIEKAPCTBEHU MPOAYKTH, UMETO U MaPTUIHUAT
HOMEDp Ha IPUJIOKEHUS JICKAPCTBEH NPOIYKT TPsIOBa SICHO J1a CE 3aIHCBar.

1. TpsiOBa na ce M3UUCHAT q03aTa U OposT Heodxonumu (iakoHu Remsima. Beeku ¢uakon
Remsima cpappxa 100 mg nadankcumad. TpsaOBa na ce n34uCId HEOOXOAUMUAT 001 00eM
pasTBopeHa Remsima.

2. [Tpu acenTrunu ycmoBus Bceku ¢urakoH Remsima TpsOBa na ce pazrsopu ¢ 10 ml Boga 3a
WHKEKITNH, KaTo ce M3moi3Ba cupuHioBka ¢ urna 21G (0,8 mm) nim mo-manka. OTcTpaHsBa ce
alyMHHHEBaTa OOKaTKa, a T'yMeHaTa Tamna Tps0Ba Jja ce MOYUCTH C MapJs, HaroeHa cbe 70%
cnupt. Mriara Ha CIpUHIIOBKAaTa ce BKapBa BbB (pI1akoHa, KaTo ce 3a0He B LIEHThpa Ha
ryMeHara Tama, i CTpyiikaTta Ha BOJaTa 3a MHXKEKLHH Ce HacO4Ba KbM CTeHaTa Ha (JlaKkoHa.
OnakoHBT TPSIOBa Ja ce 3aBbPTH BHUMATEITHO HAKOJIKO ITBTH, 32 1a Ce Pa3TBOpH mpaxa. TpsoBa
Ja ce n30sTBa MpeKaieHo Abiaro wim Teepae enepruyno sepreHe. JJA HE CE PA3KJIAILIA.
ITpu paszTBapsiHETO MOXKE J1a ce 00pasyBa IsiHa. Pa3TBOpbT TpsiOBa 1a ce ocTaBH 32 S MUHYTH.
Pa3tBOpBT TpsiOBa Ja € onanecueHTeH U Oe3BETEH 10 JIEKO KbAT. Moxke aa Obaat 3a0ens3anu
OTJICITHY MTPO3PAaYHU YACTHIIH, TOHEXe NHPIMKCHMa0 e MpoTerH. Pa3TBopbT He TpsiOBa n1a ce
M3I0J13Ba, aKO MMa MPOMSHA Ha L{BETa, MAaTOBH WU JAPYT'H YaCTHIIH.

3. HeoOxomumusar o6eM oT mpurotTseHus pa3TBop Remsima tpsidBa na ce pazpeau 10 250 ml ¢
nH(y3noHeH pa3tBop Ha 9 mg/ml (0,9%) Harpues xnopua. He paspexaiite mpuroTBeHUs
pa3TBOp Remsima ¢ HUKaKbB APYT pa3TBOPUTEIL. 3a pa3pekIaHETO MOXKE Ja U3TErIIUTE OT
250-MunmuIUTpOBaTa CTHKIICHA OYTHITKA M WH(PY3UOHEH CaK Ce M3TEeryIsi KoIM4ecTBo 9 mg/ml
(0,9%) pa3TBOp Ha HATPUEB XJIOPHUJI, PABHO Ha 00EeMa Ha MPUTOTBEHUS pa3TBOp Remsima.
HeobxomumusT obeM oT mpuroTBeHUs pa3TBop Remsima ce qo6aBs 6aBHO KbM
250-munmunuTpoBaTta OyTHIIKA MITH CaK C Pa3TBOP HA HATPUEB XJIOPHU U CE€ CMECBA BHUMATEIHO.
[Tpu o6emu, mo-ronemu ot 250 ml, u3non3Baiire winK mo-royisiM nHGY3UoHeH cak (Hamp. 500 ml,
1 000 ml), ummu HaKoIKO MH(DY3MOHHU caka oT 250 ml, 3a fa rapanTHpate, Y€ KOHIEHTPAIUATA
Ha H(Y3UOHHHUS pa3TBOP HE HajBUIIaBa 4 mg/ml. AKo ce chXpaHsiBa B XJIAAUIHUK CIIEH
PEKOHCTHTYHPAHE U Pa3pekane, NHPY3HOHHUSAT pa3TBOp TPSOBaA J]a C€ OCTaBH Jia ce
TeMIiepypa rpu craiiHa temreparypa 1o 25°C 3a 3 gaca npeau Crorka 4 (MHDY3us).
Coxpanenue Haz 24 yaca nipu Temrneparypa ot 2°C-8°C e npuiiokumo, caMmo korato Remsima e
NPUTOTBEH B MH(Y3UOHHUS CaK.

4. Undy3uoHHUAT pa3TBOp TPsAOBa Ja ce MPUIIOKH 32 BpeMe, He MO-KPaTKO OT MPEeNnopbuUTeIHATa
NPOABIDKUTENHOCT Ha HH(Py3usTa (BXK. Touka 3). TpsOBa Aa ce nsnonssa caMmo HHPY3MOHHA
CHCTEMa ChC CTEPUJICH, ATUPOTeHEH (PUITHP, KOWTO €1a00 CBHP3Ba MPOTEHUHH (C pa3Mep Ha
nopure 1,2 MUKpoMeTpa Wit Mo-ManbK). [loHeke B MHPY3UOHHUS pa3TBOP HE C€ ChIAbPIKAT
KOHCEPBAHTH, C€ MPENnopbyuBa HHPY3HUATA J1a 3aII04HE KOJIKOTO CE MOXKE MO-0bP30 B PAMKHUTE
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Ha 3 yaca OT MPUTOTBSIHETO U Pa3pekAaHETO Ha Pa3TBOpA. AKO HE Ce W3MOJI3Ba BeJHAra,
CITa3BaHETO Ha MPETIOPHUYBAHUTE CPOKOBE M YCIIOBHS 3a ChbXpaHEHHE Npean yrnoTpeda ca
OTrOBOPHOCT Ha MOTPeOUTENS 1 OOMKHOBEHO He OM TpsAOBajio Aa HaaBUIIABAT 24 yaca mpu
temmeparypa oT 2°C — 8°C, 0CBEH ako PEKOHCTUTYUPAHETO/Pa3pexIaHEeTO € U3BBPILEHO PU
KOHTPOJIMPAaHU 1 BaJHIUPAHU aCENITHYHU ycnoBus. Hensnons3Banus pa3TBop He TpsOBa 1a ce
ChXpaHsBa 3a TIOBTOPHA yIoTpeda.

[Ipenn 3amouBane Ha nH(Yy3usATa Remsima Tps0Ba 11a ce orjiena 3a HATMYHE HA YACTHIIN WA
nmpomMsiHa Ha 1iBeta. He TpsOBa nma ce m3mon3sa, ako ObaaT 3a0eis3aHu IpoMsHA Ha IBETA,

MAaTOBH WU JPYTH YaCTUIIH.

Hewnznon3panust JICKApCTBEH NPOAYKT WM OTHAABYHUTE MAaTECpHUAJId OT HETO TpH6Ba Ja ce
H3XBBPJIAT B CbOTBETCTBUEC C MCCTHUTC U3 CKBAHUS.
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JlncroBka: undopmanus 3a norpeduTeNs

Remsima 120 mg nHkeKIIHOHEH Pa3TBOP B IPeIBAPUTEIHO HAITbJIHEHA CIPUHIIOBKA
nHpukcuMab (infliximab)

IIpoyeTrere BHMMATEIHO USJIATA JMCTOBKA, IIPEAH 12 3alI0YHeTe 12 U3I0/13BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:Ka BaxkHa 32 Bac nundopmanus.

o 3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HAJIOKH J1a s IPOYETETE OTHOBO.

o Bammsat nexap me Bu nage n HanoMHsAIIa KapTa Ha MAlMEHTa, B KOSATO C€ ChIbpKa BayKHA
uHpopmaius 3a 6€30MacHOCTTA, C KOSTO TPsAOBa J1a ce 3al03HaeTe, IpeIu Ja 3allouHe U 110
BpeMe Ha jiedeHuero Bu ¢ Remsima.

. Koraro 3ano4ynere HoBa KapTa, 3ama3eTe Ta3u KapTa KaTo ClpaBKa B IpOABIKEHUE Ha 4 Mecena
clien mocieaHaTa 1o3a Ha Remsima.

. AKO UMaTe HIKaKBY JIOMBIHUTEIIHA BBIIPOCH, TonuTaiite Bamus siekap, papmareBt wiu
MEIHUIIMHCKA CECTPa.

. ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcTsnBaiite Ha npyru xopa. To Mmoxke
Jla UM HaBpEIH, HE3aBUCUMO Y€ TPU3HAIIUTE HA TAXHOTO 3a00JIABaHe ca ChIUTE KaTo Bamure.

. AKO TIOITyunTe HAKAKBU HEXKEJIaH! peakin, yBeaomere Bammst gekap, hapMareBT wiu

MEIHNIMHCKA cecTpa. ToBa BKIIFOUBA W BCHYKH BE3MOYKHU HEXKETIAHH PEaKIINH, HEOITNCAHH B
Tas3’ JUCTOBKA. BinkTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

1. Kakgo npencrapnsaBa Remsima u 3a kakBo ce H3MM0II3Ba

2. Kakgo Tps0Ba na 3Haere, nmpeau Ja usnon3sate Remsima

3. Kak mie ce nznon3sa Remsima

4. Bb3M0XHU HEKETaHU peaKLUU

5. Kak na cexpansBare Remsima

6. ChbabppkaHue Ha ONTaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS
7. WucTpyxkiun 3a ynorpeba

1. Kakso npeancrasiasisa Remsima u 3a kKakBo ce U3M0/13Ba

Remsima cpabpika akTUBHOTO BelecTBO HHGIHMKcHMa0. MHpirkcumMal € MOHOKIIOHATHO
AHTHTSUIO - BHJ| IPOTEHH, KOWTO CE MPUKPENBa KbM crieii(UiHa MUIICHA B OpraHu3Ma, HapeueHa
TNF (Tymop-HekpoTusupaill ¢paktop) ajida.

Remsima npuHaanexxu KM rpyla JiekapcTBa, HapedeHHu ,,uaxuouropu Ha TNF”. M3non3sa ce mpu
BB3PACTHH 32 JICYECHHE Ha CIEAHUTE BH3NAINTEIHN 3200 ISIBAaHHS:

PeBmaTouzeH aptpur

IIcopuatnueH apTpur

AHkumo3upan croramnt (0onect Ha bexTepen)

[Icopuaszuc

Bonect na Kpon

VY1epo3eH KoauT.

HeiictBuero Ha Remsima ce ocwiuecTBsiBa upe3 n3dbupartenHo npukpensade kbM TNF anda n
Onmoxupane Ha HeroBoTo zaeiictBue. TNF anda yyacTa BbB Bb3NATUTETHHS IPOLIEC HA OPraHU3Ma
KaTo OJIOKMPAHETO My MOJKE J]a TOTHCHE BB3IAIEHHUETO.
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PeBmaTouen apTpurt

PeBMaTOMIHUAT apTPUT € BH3MATUTEIIHO 3a00JIIBaHEe HAa CTaBUTE. AKO CTpasaTe OT aKTHUBCH
PEBMAaTOUCH apTPHUT, IBPBO Il Bu jekyBaT ¢ Ipyru JiekapcTBa. AKO Te3U JEKapCTBa HE MOJEHCTBAT
B JIOCTaThYHa cTerneH, e Bu 0b1e npeanucano Remsima, koiito e Bu 0b1e npuiarat B
KOMOHMHAIMS C IPYTO JIEKAPCTBO, HAPEUEHO METOTpEKCaT:

° 3a Jla ce OTUCHAT MTPU3HAIMTE U CUMIITOMUTE Ha Bamara 6onecr,

° 3a Jla ce 3a0aBM YBPESKIAHETO Ha cTaBuTe Bu,

e  3aja ce nojodpu ¢puzndeckoro Bu chcTosHUE.

IIcopnaTnyeH apTpur

IIcopuaTHYHUAT apTPUT € BB3MATUTEITHO 3a00JIIBaHEe Ha CTAaBUTE, OOMKHOBEHO CHITBTCTBAHO OT
rcopuasuc. AKO CTpajare OT aKTUBEH IICOPHATHYCH apTPHT, TbPBO Iie Bu nexyBar ¢ apyru
JieKapcTBa. AKO TE3M JICKapCTBa HE MOJCHCTBAT B JOCTAThUHA CTEIeH, e Bu Ob1e npeanucano
neuenne ¢ Remsima:

o 3a J1a ce MOTUCHAT MPU3HALMTE U CHMITOMUTE Ha Bamara Goecr,
o 3a J1a ce 3a0aBM yBpeXJaHETO Ha cTaBuTe By,
o 3a 1a ce momobpu pusmaeckoTo Bu cherosiame.

AHkunjo3upany cnoHauIuT (0oaect Ha BexTepen)

AHKHJIO3UPANIUST CIIOHIWINT € Bh3MATUTEIIHO 3a00JIsIBaHe HAa TPhOHAYHMSI CTHJIO. AKO CTpaaare oT
aHKWJIO3WpAIll CIOHIUIINT, ITFPBO Iie By ekyBar ¢ npyru JekapcTBa. AKO Te3H JIeKapcTBa He
MOJIEMCTBAT B [OCTaThYHA CTENEH, Iie Bu Obe Ha3HavyeHo JeyeHne ¢ Remsima:

o 3a Ja ce MOTUCHAT MPU3HALMTE U CUMOTOMHUTE Ha BamaTa 6onecr,
o 3a 1a ce monobpu pusmaeckoTo Bu cherosiame.
IIcopuasuc

[IcopuasuchT e Bh3MANUTENHO 32a00IIsIBaHE HA KOKaTa. AKO CTpajaTe OT yMEPEHO TEXKbK HITH TEKBK
NICOPHA3HUC C IUIAKHU, IBPBO 11e Bu JieKkyBat ¢ Apyru gekapcTBa WK HalpuMmep upe3 GoroTepanusi.
AKO Te3u JieKapcTBa WM JICICHHUS HE TIOACHUCTBAT B 1OCTAaTh4YHA CTEIEH, 1e Bu 0b1e Ha3HaueHO
neueHne ¢ Remsima, 3a 1ja ce MOTHCHAT MPU3HAIIMTE U CUMIITOMUTE Ha OosectTa Bu.

Yiauepos3eH KOIUT

VY1epo3HUT KOJIHT € Bh3NAIUTEIHO 3a00IIs1BaHe Ha JIe0en0To 4epBo. AKO CTpagare OT yIIepo3eH
KOJIUT, TBPBO Iie Bu JexyBar ¢ Apyru JekapcTBa. AKO T€3H JIeKapCTBa HE MOJIEHCTBAT B JOCTAThYHA
crerneH, e Bu O0b1e HazHaueH Remsima 3a teuenue Ha BareTo 3abonsBane.

Boaect na Kpon

Bonectra Ha KpoH e Bbp3nanurenHo 3a0oisiBane Ha yepBara. AKo ctpagare oT Oonectra Ha Kpow,

BpBO 1€ By tekyBaT ¢ apyru jgekapcTBa. AKO Te3H JIEKapcTBa He TIOJEMCTBAT B 1OCTaTh4YHA CTETIEH,

e Bu Ob1ie HazHayeHo jJeyeHne ¢ Remsima:

o 3a Ja ce JIeKyBa akThBHA Gopma Ha OosiectTa Ha KpoH,

o 3a Jja ce HaMaJld OpOosIT Ha MATOJIOTUYHUTE X0A0BE ((PUCTYIIN) MEXKIY YEPBOTO U KOXKaTa, KOUTO
HE Ce IOJJaBaT Ha JICYEHHUE C JPYIH JIEKAPCTBA UM YPE3 ONEPaLUs.

2. KakBo TpadBa na 3Haete, npeau Aa u3nouassare Remsima

He m3noa3saiite Remsima

o aKo CTe alepPruyHu KbM HHOIMKCUMAO WIN KbM HIKOS OT OCTAHAINTE ChCTABKU Ha TOBA
JIEKapcTBO (M30poeHu B TOUKa 6),

o aKO CTe alepPruYHU KbM MPOTEHHU C MHUIIIN TPOU3XO/I,

o ako umare Tyoepkyiosa (TB) uiu apyra ceprno3na HHOEKIUAKATO THEBMOHHUS HIIH CETICUC

(ceprosHa OakTepranHa HH(EKIHs Ha KPHBTA),
o aKO MMaT€ YMEPECHO TCKKa NJIU TCKKA CbpAC€YHa HEAJOCTATBbYHOCT.
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AKO HSIKOE OT M30pPOEHHUTE ITO-rope ChCTOSIHUS ce OTHacs 3a Bac, Remsima He TpsOBa na Bu ce
npwirara. AKo He cTe CUTYpHH, npean na Bu 0bpae npmnoxen Remsima, o0chaere ToBa ¢ Barmms
JeKap.

IpenynpesxaeHust U Mpeana3sHu MePKH
T'oBopete ¢ Bamms nrekap, mpeny WM 1o BpeMe Ha JIeYeHreTo ¢ Remsima, ako mMare:

Axo Beue cTe JICKYBAaHH C HIAKOC JICKAPCTBO, KOCTO ChABPIKA I/IH(bJ'II/IKCI/IMa6

. VYBenomere Bammst nekap, ako B MUHAJIOTO CTE JIGKYBaHHU C JICKAPCTBA, ChAbPIKaIlu
uHpIMKCUMAa0 U cera OTHOBO Bu e HazHaueHo JieueHue ¢ Remsima.
) Ako neueHuero Bu ¢ nnpmkcrumad € Omiio npeKbCcHATO 3a MoBeve OT 16 ceIMUIIU, ChIIIECTBYBA

IMOBHULICH PUCK OT aJICPrUYHU PEAKIUH, KOIraTO TO 3alI0YHE OTHOBO.

JIOKagHM peakuy Ha MSCTOTO Ha MHYKEKTHPAHE

o Hsikon nanuenTy, nonydaBainy HHGQIMKCHMA0 Ype3 MHXKEKIUS IO KOXKaTa, ca MMAJI JIOKAIHN
peaxkiuy Ha MACTOTO Ha MHKeKTHpaHe. [Ipru3HanuTe Ha JTOKaIHHU peakIMK Ha MSCTOTO Ha
MH)XEKTHUpaHe MOXe Jia BKIIIOYBAT 3a4epBsiBaHe, 00iKa, CbpOexX, OAyBaHe, BTBPAIBAHE,
o0pa3yBaHe Ha CHHUHHU, KbPBEHE, yCEIllaHe 3a OXJIaXKJaHe, yCelllaHe 3a U3TPbIIBaHe, Ipa3HeHe,
o0puB, paHa, ypTUKapHs, MEXYPH U CTPYIIEH 110 KOXaTa Ha MSCTOTO Ha HHXEKTHPAHE.

o IToBeueTo OT Te3W peakuuy ca JEKU A0 YMEPEHU U MPEIUMHO OTIIyMsBaT CaMU B paMKUTE Ha
€/IMH JICH.

HNndexnnn

. [Ipenu na 3amoune neyennero Bu ¢ Remsima, yBemomere Bamms nekap, ako nmaTe WHMEKIHS,
JIOpHU U ChBCEM JIEKa.

. IIpenu na 3amoune Jsiedenuero Bu ¢ Remsima, yBemomere Barust nekap, ako HIKOTra cTe

JKUBEJH WK TBTYBAJIH B 00JaCTH, KBAETO HH(MEKIINN KaTO XMCTOIIA3MO032,
KOKIAINOUAOMHKO3a MM OJJTACTOMHUKO3a ca 9YeCTO cpemanu. Te3n nHPEKINN ca MPUINHEHH OT
CrieIM(pUYHN BUI0BE I'bOMYKY, KOUTO MOXKE Jla 3acerHat Oeins Apo0 WK APYTH YacCTH OT
Bamero Tsa10.

° ITo Bpeme Ha jeueHreTo ¢ Remsima Moke Ja cTe MOo-TOJaTIMBY KbM pa3BUTHE HA HHEKIINU.
AKko cTe Ha U Haj 65 roJIMHU, PUCKBT Npu Bac e mo-BUCOK.
° Te3u nHPEKIUN MOXKe 1a ca TeXKU U BKIFOYBAT TyOepKyn03a, MH(PEKINH, TPUINHEHN OT

BUPYCH, THOWYKH, OaKTEPUH, WK IPYTH OPTaHU3MH B Cpe/iaTa, KAaKTO U CETICHC, KOWTO MOXKe /1a
0bJ1e KUBOTO3ACTpaIIaBarl.
YBenomere He3abaBHO Bamus iekap, ako 1o Bpeme Ha JiedeHneTo ¢ Remsima pa3Buere mpu3Hamny Ha
nHeknus. Te3n npu3HaIy BKIIOYBAT MMOBHIICHA TEMIIEpaTypa, KallTUIa, TPUITONOI00HN CUMIITOMH,
HEepasIoJIOKEeHUE, 3a4epBsIBaHEe U 3aTOIUISTHE HAa KOXKaTa, pa3paHsBaHUs UM POOJIEeMH ChC 3b0UTE.
BamusT nexkap Moxke Ja npernopbya BpeMeHHO cripaHe Ha Remsima.

Ty6epxkynosa (TB)

o AKO UMaTe Win HIKOTa CTe UMaH TyOepKyJo3a, WiH cTe OWIH B OJIM3BK KOHTAKT C YOBEK,
OosieH miw 0oJIeTyBaNT OT TYOEpKyJ103a, € MHOTO BaJKHO J1a yBeJAoMuTe Bamms nekap 3a Toa.

. BammsT nexap me Bu uscrieasa 3a Tyoepkynosa. [Ipu manmenTw, tekyBanu ¢ nHpaukcumao,

uMa ChOOIIEHMSI 3a CIydYan Ha TYOepKyJi03a, IOpY IIPU NAIMeHTH, JIEKyBaHH BeUe C JIeKapCcTBa
cpemry TB. Bammsr iekap 1me 3amuiie Te3u U3cieBaHus BpB BaiaTa HarmoMHsIIa kapta Ha
MaIUeHTA.

o Axko Bammsr ekap cmsTa, ue ChIIecTBYBa OMACHOCT JIa CTE 3apa3eHu ¢ TyOepKyo3a, mpeu
3armoyYBaHe Ha JiedeHneTo ¢ Remsima moxxe 1a Bu ObnaT npeanvcanu nexapcTpa 3a
TyOepKyIo3a.
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AKo 10 Bpeme Ha JiedeHHeTo ¢ Remsima pa3BueTe CUMIITOMHU Ha TYOEpKyJ103a, He3a0aBHO YBEIIOMETE
Bamms nekap 3a Toa. Te3n cuMITOME BKITIOUBAT YIIOPHTA KAIUIXIA, 3ary0a Ha Terio, yMopa,
MOBHIIIEHA TEMIIEPATypa, HOIIHO U3MOTSABaHE.

Bupyc Ha xenatut B

. [Ipenu na 3amouneTe na u3non3BaTe Remsima, yBegomere Baius iekap, ako CTe HOCUTENH Ha
XemaTuT B mim aKko HIKora cTe MMajad XenaTtuT B.

° YBenomere Baius siekap, ako cMsITaTe, ye CTe U3JI0’KEHU Ha MOBUIIIEH PUCK OT 3apa3siBaHe C
xenatut B.

. Bamwsar nekap me Bu u3cnenBa 3a Bupyca Ha Xxenatur B.

° [Ipu manmeHTH, KOUTO Ca HOCUTENH HA BUPYyCa Ha XeMaTUT B, JedueHneTo ¢ HHXHOUTOPH Ha

TNF, kato Remsima, Moxe J1a JIoBe/ie JIO PeaKTHBALIMS Ha BUPYCA, KOSITO B HSIKOU CIIy4ad MOXKE
Jla ObIIe *KUBOTO3acTpaIaBaria.

. AKO TIONTyYuTe peakTHBAIHA Ha XenaTuT B, Moxe ma e Heobxomumo BammsaT nexap na crpe
nedeHueTo By u € Br3MOKHO 1a By nipriioxku ekapcTBa, KaTo eheKTUBHO aHTUBUPYCHO
JIeYCHHE C MOAIBPIKAILO JICUCHHE.

[IpoGieMu CbC CHPILETO

° YBenomere Baius iekap, ako UMaTe KaKBUTO U J1a € MPOOJIEMH ChC ChPIIETO, KATO HAIIPUMED
JIeKa CTEICH Ha ChpJeYHA HETOCTAThYHOCT.
° Bamust nekap e npociieisBa BHUMATENHO cbpeuHaTta Bu geiiHoCT.

HezabaBHo yBenomeTe Bammus nekap, ako o BpeMe Ha JiedeHHeTo ¢ Remsima pa3Brere HOBH WiH ce
BJIoHIaT ChbIICCTBYBAIIM CUMIITOMU Ha ChbpA€UHa HCAOCTATHYHOCT. Te3u cuMnTOMHU BKIIIOYBAT 3aayXx
HJIM OTUYAaHC Ha KpaKaTta.

Pak u numdom

. [Ipenu na 3amoune yiedenuero Bu ¢ Remsima, yBemomere Barus nekap, ako UMaTe WIH CTS
uManu muMQpoM (BHII pak Ha KPHBTa) WM KaKbBTO U J1a OWIIO APYT BUJI paK.

o [Ipu mareHTHTE C TEXBK PEBMATOUACH apTPUT C TOJISIMA JaBHOCT PUCKBT OT pa3BUTHE Ha
nuMdoM MoKe J1a € TIO-BUCOK.

o [Tpu manmeHTUTE MPUIOKEHNETO HA Remsima Moxe Jja MOBUIIM PUCKa OT pa3BUTHE HA
TuMQpOM WITH JAPYT BUJ paK.

. Hsikou nanuenTH, kouto ca Omnu Ha Jieuenue ¢ TNF-0iokepu, BKIIOYMTETHO HHPIUKCUMAO0, ca

Pa3BIIIM PSIBK BUI PAK, HapedeH xenaroiaueHaneH T-kiersueH aumdpom. [To-ronsmara gact ot
TE3HU IMaIlUCHTHU Ca onm MJIaad MOMYETA NN MBKE U ITOBCYETO OT TAX Ca UMAJIN ChII0 UIIU
Oonect Ha KpoH, wiy yiiepo3eH KomuT. To3u BUJ pak OOMKHOBEHO 3aBBPINBA ChC CMBPT.
[TouTy BCHYKY MAIMEHTH ca MOJTy4aBay ChIIO U JISKAPCTBA, ChIbPIKAIHM a3aTHONPUH HITH
MEpKaITOMypHH B TombiHeHne KbM TNF-0mokepu.

o Hsxoun oT nanmeHTure, JeKyBaHH ¢ HHPIUKCHMAO ca pa3BHIIM ONPEICIICHH BUIOBE PaKk Ha
koxkata. Kaxkere Ha Bamms nekap, ako 1o Bpeme Ha JICYCHHUETO WITH Ciie]] HEro HMa HAKaKBH
IPOMEHHU B ChCTOSTHHETO Ha KOka Bu mim 00pa3zyBaHus 10 KOXKaTa.

o Hsikow sxeHu, nekyBaHu ¢ HHGIMKCHMA0 32 peBMATOH/ICH apTPHUT ca Pa3BUJIM PaK Ha [IMIKATa
Ha MaTkaTta. [Ipu xeHu, npuemaiiyn Remsima BKIIOUNTENHO Te€3U Ha BB3pacT HajA 60 roauHu:
JIeKapsAT MOJKE JIa MPeropbya peloBHA Mperjie v 32 Pak Ha IIUIKaTa Ha MaTKaTa.

BeJ’IO,Z[DO6HI/I 3a00JIIBAHUS WK TIOTIOHONIYIIICHE

. IIpenu na Bu 0b1e npunoxena Remsima, yBenomere Bammus nekap, ako crpajgare ot
6emoapobHO 3abosBaHe, HAPEUECHO XPOHUYIHA 0OCTpyKTHBHA OemonpodHa 6omect (XObB) mmm
aKoO IyIIUTE MHOTO.

° ITauuenture ¢ XOBb u nanuyenTure, KOUTO MylIaT MHOTO, MOXKE JIa Ca C MOBUILIEH PUCK OT
pa3BUTHUE HA PaK 110 BpeMe Ha JieueHHneTo ¢ Remsima.
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3a00sIBaHKS Ha HCpBHATa CUCTCEMAa

. YBenomere Bammus nekap, pean n1a Bu 0b1e nmprtoxkeHa Remsima, ako ctpagare Wiin HIKOTa
CTe CcTpajaiu oT 3a00IsiBaHe, 3acsrallo HepBHATa cucTeMa. ToBa BKIIOYBA MHOXKECTBEHA
ckiepo3sa, cuHapoM Ha I'uneH-bape, ako cte umManu repyoBe Wi Hsikora Bu e nocraBsina
JIMarHosa ,,HeBPUT Ha 3pUTECITHUS HEPB™.

AKko 1o Bpeme Ha JiedeHreTo ¢ Remsima pa3Buere CUMIITOMU Ha HEBPOJIOTUYHO 3a00JISIBaHE,

He3abaBHO yBenoMmerte Bammmst nexap 3a Toa. Te3n CHMIITOMH BKIIIOYBAT IIPOMEHH B 3pEHHUETO,

c1abocT B phlieTe Wi KpakaTa, M3TPhIIBaHE WIH ,,MpaBydIKaHe Ha KOSTO U JIa € 4acT OT TsIoTo Bu.

[IaToJOrMYHU KOXKHU XOJI0BE

o [Ipenu na 3amoune neyenuero Bu ¢ Remsima, yBenomere Bamms nekap, ako umate
MATOJIOTHYHU KOKHU X0m0Be (puctymnm).

Bakcunanmm

. YBenoMmere Bamus nekap, ako ckopo ca Bu npaBeHu BakcuHalMu Wi Bu npeactosT Takusa.

o [Ipenu 3anouBane Ha edeHreTo ¢ Remsima, TpsiOBa qa Bu ObmaT HampaBeHn
MpEeNopbUYUTETHUTE BakcuHaMU. Moxe 1a Bu ObaaT HanpaBeHU HSIKOM BaKCHHU 110 BpeMe Ha
nedeHueTo ¢ Remsima, Ho He TpsiOBa na Bu ce mpaBAT xWBU BakCUHU (BaKCHHH, KOUTO
CBIbPKAT JKUB, HO OTCIa0eH MH(EKIIMO3EeH areHT), 1okaro Bu ce mpuiara Remsima, Thit kaTo
T€ MOTaT Jia MPUYUHAT MH(DEKINH.

. Ako cte nosryuaBaiau Remsima, mokato cte 6miia OpemMeHHa, Baiero 6e0e chiio Moxe 1a € ¢
HOBUIICH PUCK OT pa3BUTHE Ha HH(EKIHS, B PE3yNITaT HA IPHIOKEHNE HA KMBA BAKCHHA TIpe3
IbpBaTa TOAMHA OT )XKMBOTA. BaxkHo e ma nHpopMupate ekaps Ha Bamero 6ebe u apyrute
MEIUIIMHCKY CIIEIUATUCTH 32 eueHneTo Bu ¢ Remsima, 3a qa morar Te aa pemar kora
Bamero 6e6e Moxe na ObJie BAKCHHUPAHO, BKIIFOYUTEITHO XKUBY BakcuHU kKato BCG BakcuHaTa
(m3mon3BaHa 3a MPEAOTBPATABaHE Ha TYOEPKYI03a).

o AKO KbpMHTE, € BXXHO Ja WHpopMupare Jiekaps Ha Bamero 6e6e u Apyrute MeTUIIMHCKH
CIEIMANNCTH 3a JiedueHueTo Bu ¢ Remsima, npenu na Oblie npuiioKeHa KakBaTo | Ja € BAKCHHA
Ha Bamero 0ebe. 3a moBeye nHQOpMAIHs BIKTE TOUKA ,,bpeMEHHOCT, KbPMEHE U
depTuuTeT.

Tepanesrnuay MHGEKIIMO3HNA areHTH

o YBenomere Bamms nekap, ako Hackopo ca Bu npunoxxwim i Bu npeacrou na Bu npuioxar
JieueHne ¢ TepaneBTHYeH HH(peknno3eH areHt (karo pnuBane Ha BCG, u3monseano mpu
JIEYCeHHUE Ha PaK).

Onepam/m WK CTOMATOJIOrMYHY MaHUITYyJallnn

L4 yBeI{OMeTC Bamms JICKap, ako Bu IpeaACTOAT OIICpalluv UK CTOMATOJIOTMYHU MAHUITYJIAlAN.
L4 yBeI{OMeTC XyUpypra ujim ctomMaToJiora Cu, 4€ CT¢ Ha JICHCHHUC C Remsima, KaTO UM INOKAXETC
Bamara HaIllOMHJIIIA KapTa Ha IIalfMuCHTa.

IIpoGaemu ¢ yepHus 1pod

o Hsikon manmenTH, Ha KOMTO ce mpuiiara Remsima, pa3BuBat cepuo3Hy 4YepHOAPOOHU
npobiemMu.
o YBenomere He3a0aBHO Bamms nekap, ako nMaTe CUMITOMH Ha YepHOAPOOHH MpodIeMu 1o

BpeMe Ha jiedyeHneTo ¢ Remsima. [Ipu3HanuTe BKIIOYBAT MOXKBJITABAHE HAa KOKaTa M OUHTE,
NOTHMHSIBAaHE HA YpHUHAaTa, 00JIKa MJIM MOJyBaHe B JSICHOTO Mojapedpue, O0JIKa B CTaBUTE,
KO>KHU OOpHBH WY TIOBUINIABAHE HA TEMIIEpaTypara.
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TToumxeH Opoii KPBEBHU KJIETKH

o IIpu HAKOM MAMEHTH, Ha KOUTO ce mpriiara Remsima, opraHn3MbT HE € B ChbCTOSIHHE 1a
MPOU3BEXKA JJOCTATHYHO KPBBHH KIIETKH, KOUTO J]a ¢ OOPSIT C MHPEKIIUUTE U J1a CIIHpaT
KBbpPBEHETO.

o YBenomere He3abaBHO Barus siekap, ako UMaTe CUMIITOMH Ha TIOHWKEH OpOl KPBBHU KICTKH

Mo BpeMe Ha JieueHueto ¢ Remsima. [Ipu3HanuTe BKIIIOYBAT IOCTOSTHHA TEMITEPATypa,
KPBBOU3JIMBY WIIH JIECHA MOSIBA HA KPHBOHACSJIAHUS, MAJIKH YSPBEHH WIIM JIWJIABH METHA,
MPEM3BUKAHN OT MOAKOKHO KbPBEHE, WK OJIEIOCT.

Hapyiienus Ha UMyHHaTa cUcTeMa

o Hsaxown nanmenTy, Ha KOUTO ce mpmiiara Remsima, pa3BuBaT CHMITOMH Ha HapyIIeHUE Ha
MMyHHaTa CHUCTeMa, HaApEUEHO JIYITyC.
o YBenomere He3abaBHO Bamms nekap, ako pa3BueTe CHMITOMH Ha JIYITyC IO BpeMe Ha

nedeHueTo ¢ Remsima. [Ipu3HanuTe BKIIIOUBAT 00JIKA B CTABUTE WJIM YyBCTBUTEIIHU HA
CIThHYEBA CBETIIMHA OOPHBH 10 Oy3UTE WIIH PHIETE.

Jena v roHomM
He naBaiite ToBa JIeKapCTBO HA €L U IOHOIIM 1O, 18-roauinHa Bb3pacT, 3al10TO JUIICBAT JAHHH,
KOMTO Ja TTOKa3BarT, 4e JIEKapCTBOTO € 0€30MacHo U ACHCTBA B Ta3H Bb3pacToBa Ipyna.

Jpyru nexkapcTBa u Remsima

[TanyeHTHTE C BB3NATUTEIHU 3a00IIIBaHMS IPUEMAT JIEKapCTBa 3a JICUCHHUE Ha TSIXHOTO ChCTOSIHUE.
Te3w ekapcTBa MOTaT a NPEIU3BUKAT M0BA HA HEXKEJIAaHU peakuuu. Bammst nekap me Bu
MOCHBETBA KOM APYTH JEKapCTBa J1a MPOJBIDKUTE Ja IpUeMare B Xo/ia Ha JieueHreTo ¢ Remsima.

HNudopmupaiite Bamms nexap, ako U3MON3BaTe, HACKOPO CTE M3MOI3BAIH WIIH € B3MOXKHO Jla
M3M0J3BaTe APYTH JEKapCTBa, BKJIIOYUTEIHO BCHUKH APYTH JEKapCTBa 3a JIeueHHEe Ha OoIecTTa Ha
KpoH, ynepo3eH KOJIuT, peBMaTONIEH apTPUT, aHKWIO3UPAIL CIIOHAWINT, ICOPHATHYEH apTPUT WIN
TICOPHUA3HNC, WK TaKKBAa, KOUTO CE OTITycKaT Oe3 pelenta — KaTo BATAMUHHU WM OMIIKOBH ITperapaTH.

B wacTHOCT yBenomere Bamms niekap, ako M3M0JI3BaTe HAKOE OT CIICAHUTE JIEKapCTBa:

e  JlekapcTBa, MOBJIMSBAIIM HEPBHATA CHCTEMA.

e  Kineret (chappika anakuapa). Remsima u Kineret He TpsOBa Jja ce mpuiiaraT eJHOBPEMEHHO.

e  Orencia (ceappika abaranent). Remsima u Orencia He TpsiOBa Ja ce mpujiaraT e IHOBPEMEHHO.
He tpsi6Ba 1a Bu npunarar >xuBu BaKCHHH JJOKaTO U3M0I3BaTe Remsima. AKo cTe U3Mmos3Baim
Remsima o Bpeme Ha OpemeHHOCT win Bu ce mpritara Remsima okaTo KbpMuTe, KakeTe Ha JIeKaps
Ha Bamero 6e0e u qpyrure MeTUIIMHCKH CIIIMAINCTH, KOUTO Ce TpIKart 3a Bamero 6e6e 3a
neueHnero ¢ Remsima npenu na BakcuHUpat 6e6eTo B ¢ KakBUTO M J1a € BAKCHHHU.

AKO He CTe CHTYPHH JIaJli Hello OT M30pOeHOTO TO-rope ce OTHacs 3a Bac, mockBeTBaiite ce ¢ Bammist
nexap, (apManeBT WIM MEIUIMHCKA CecTpa npeay ynorpedara Ha Remsima.

Bpemennoct, kbpMeHe U GepTHINTET

o Axo cte OpeMeHHa WM KbPMHTE, CMATaTe, Y€ MOXKE Jla CTe OpeMEeHHa WX TTaHUpaTe
OpeMeHHOCT, MOChBETBaNTE ce ¢ Bammsa nexap npeau ynorpedarta Ha TOBa jJekapcTBo. Remsima
TpsiOBa J1a ce U3MO0JI3Ba [0 BpeMe Ha OpEMEHHOCT WIH J0KAaTO KbPMHTE, caMo ako Bammst
JieKap TpeleHy, Ye ToBa € Heooxoaumo 3a Bac.

o o Bpeme Ha neyennero ¢ Remsima, kakTo 1 B IpoAbIKEHHE HAa 6 Mecena cliell Kpast Ha
JiedeHneTo, TpsOBa ja u3dsareare 3adbpemensBane. O0chaeTe yrorpedara Ha KOHTPAIENITUBHU
CpeAcTBa mpe3 TOo3M nepuoj ¢ Bamms nexap.

o Axo cre nonmyyaBanu Remsima o Bpeme Ha OpemeHHOCTTa, Banrero 6e6e Moxe na e ¢
MOBUILICH PUCK OT PAa3BUTHE HA HH(EKIHSL.
o Baxno e 1a uapopmuparte sexapst Ha Bamero 0ede u 1pyrute MEAMIIMHCKY CIICHUAIUCTH 32

neuyenrneto Bu ¢ Remsima, npeau na 0baaT NpUI0KEHN KaKBUTO U Jla OMJI0 BAKCHHH Ha
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Bamrero 6e6e. Ako cTe moiny4yaBaiau Remsima mo Bpeme Ha OpeMEeHHOCTTa, IPUIaraHeTo Ha
BCG Bakcuna (M3m0J13BaHa 3a IpeIoTBpaTsIBaHe Ha TyOepKyio3a) Ha Bamrero 6e0e B pamkuTe
Ha 12 mMecena cien paxJaHeTo MOXKe Aa AOBe/e 10 NHPEKIHI ChbC CEPUO3HHU YCIOKHECHUS,
BKITIOUHMTEIIHO CMBPT. Bamero 0ede He TpaOBa na 0bJie BAKCHHUPAHO C )KMBU BAaKCHHHU KaTO
BCG BakcunaTa B paMKuTe Ha 12 Mecema cies pakaaHe, OCBEH ako Jiekapsat Ha Bameto 6e6e
HE Mpernopbya Ipyro. 3a mopede HHGOpMAaIHs BUKTE TOUKATA 32 BAKCHHAITUH.

. AKO KbpMHTE, € BaXXHO /12 HHPopMuUpare ekaps Ha Bamero 0ebe n ApyruTe MEIUIIMHCKH
CTHELMANCTH 3a JieueHneTo Bu ¢ Remsima, npenu na 0b1e npuiiokeHa KaKBaTo U 1a € BAKCHHA
Ha Bamrero 6e6e. Bamero 6e6e He TpsiOBa /1a Ob/1e BAKCHHUPAHO C )KUBH BAaKCHHHU JTOKATO
KBbpPMUTE, OCBEH aKo JieKapsT Ha Bamero 6ebe He mpenopbya Ipyro.

. CroO1aBanu ca ciiydad Ha CHITHO TTOHIDKEH Opoii 6elTi KpbBHU KJIETKH MPH KbpMadeTa, POJeHH
OT ’KEHH, JIeKyBaHH ¢ nHpIMKcuMalb 1o BpeMe Ha OpemeHHocTTa. AKo Bamrero 6e6e nma
MOCTOSIHHO TIOBUIIICHA TEMIIepaTypa Wik HH(EKINH, He3a0aBHO ce CBBPXKETE C JeKaps Ha
6ebeto Bu.

Iodupane u padoTa ¢ MAIIMHHA

He ce ogakBa Remsima ga moBmnusie criocoOHocTTa BH 3a modupane u padota ¢ MamuHA. AKO CJIe
nH(y3usATa Ha Remsima ycetnte yMmopa, 3aMastHOCT WJIM HE C€ YyBCTBaTe A00pe, He modupaite u
HEJICHTE J1a M3M0I3BaTe MHCTPYMEHTHU WM 1a paboTUTE ¢ MaIlIUHU.

Remsima cbabpika HATPUii U COPOUTON
ToBa nexapcTBO ChABPKA HATPHUH, 110 ManKo oT 1 mmol (23 mg) Ha mo3a, T.€. MOXKeE Ja ce Kaxe, 4e
MPAaKTHYECKH He ChABPKa HAaTpuil u 45 mg copOuTOoI BBB BCsika 103a oT 120 mg.

Remsima csabp:ka mosmncopoar 80

Tosa nexapctBo chabpika 0,5 mg monmrcopdat 80 BHB BCsKa MPEIBAPUTETHO HAITBIHEHA CIIPUHIIOBKA,
KOMTO ca ekBuBajieHTHH Ha 0,5 mg/ml. [TonucopOarnuTe Morar Aa NpUYMHAT alepPrUYHN PEAKIINH.
Tpsi0Ba na kaxxere Ha Bamus nexap, ako UMaTe yCTAaHOBEHH aJICPTHH.

3. Kak na n3noa3Bare Remsima

Bunaru n3nonsBaiite ToBa JeKapcTBO TOUHO KakTo Bu e kazan BamusT nexkap. AKo He cTe CUTYpHH B
Hewlo, nonuTaiite Bamus nekap.

PeBMaToueH apTpur

Bammsit nexap e 3anoune nedeHnero Bu cbe winn 6e3 nHTpaBeHo3Ha HHY3Ks Ha HHPIHKCUMal B
JIBE TO3U OT 3 mg 3a BCEKW KWJIOTpaM OT TeJIeCHOTO Bu Teruio (1e ce BinBa BHB BeHa, 0OMKHOBEHO Ha
pbkaTa Bu, 3a mepruon ot 2 yaca). AKo 3a Ha4aJio Ha JIYEHUETO Ce TpuiIaraT UHTPaBeHO3HU HH(]y3un
Ha J1031 UHQIIMKCUMA0, Te ce IpHIarat npe3 2 CeAMMIIU Ype3 UHTpaBeHo3Ha UH(DY3Us. 4 CEIMUIU
clie]l ociieIHaTa UHTPaBeHO3Ha HH(DY3us 111e mojyunTe Remsima upe3 MHKEKIIUs 0] KoJKaTa
(TToIKOKHA MHXKEKITNs). AKO 3a 3alT0YBaHE Ha JICYCHHUETO e ¢e M3M0I3Ba Remsima 3a moIK0KHO
MpHUJIoKeHUe, TpsiOBa ia ce nmpmiara Remsima 120 mg xaTo moIko’kKHa WHXKEKIHSA, TIOCIeIBaHa OT
JIOT'BJIHUTEITHY TTOJIKOKHU WHXKEKINH 1, 2, 3 1 4 ceIMUIIM CIie]] TbpBaTa UHXKEKITUS U CJIe]T TOBA HA
BCEKU 2 CEOMUIIN.

OO6wuuaitHo peropbhUnTENHATA 1032 Remsima 3a moakokaa nHxeknus € 120 mg BeAHbXK Ha BCEKH 2
CEIMUIIM, HE3aBUCUMO OT TETJIOTO.

IlcopuaTnyen apTPpUT, AHKUJIO03UPALL CHOHAWIUT (DoJiecT Ha BexTepeB) U ncopuasuc

Bammwsr siekap 1ie 3anovne JieueHueto Bu ¢ mHTpaBeHO3HA HHY3HS HAa HHPIMKCUMAO B JIBE JIO3H OT
5 mg 3a BceKH KHIIOTPaM OT TeJIECHOTO Bu Termo (1e ce BIMBa BB BeHa, 0OOMKHOBEHO Ha pbkara Bu,
3a mepuof oT 2 yaca). Te ce mpuyarat npe3 2 ceIMUIM Ype3 HHTpaBeHO3HA HHQY3HSL. 4 CEIMULIN Cle]
nocjieJHaTa HHTPaBeHO3Ha HH(Y3HS 11Ie oTy4nTe Remsima upes WHKeKIus 1MoJ1 Koxara (T0IKOKHa
WHKEKITHS ).

OO6wuuaitHo mpernopbrUMUTENHATA 1032 Remsima 3a monkokaa nmkeknus € 120 mg BeAHbXK Ha BCEKH 2
CeJMMIIY, HE3aBUCUMO OT TEIJIOTO.
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BoJect Ha KpoH 1 yJjnepo3eH KOJIUT

Bammusr nekap mie 3anovne ieueHueTo Bu ¢ nHTpaBeHO3HAa HHY3HUA HAa HHPIMKCUMAO B IBE WM TPU
JIO3M OT 5 Mg 3a BCEKH KHJIOTpaM OT TeJIeCHOTO Bu Ter:o (ie ce BIuBa BbB BeHa, OONKHOBEHO Ha
pbkaTa Bu, 3a mepron ot 2 yaca). Te ce mpumarar mpe3 2 ceIMUITN Ype3 HHTPABEHO3HA HH(PY3HS U
MOYKeE J]a ce MPHIIOKH JOIBIHUTENIHA HHTpaBEeHO3HA HHY3HA 4 ceIMUIIM ciel BTopara nHpy3us. 4
CeIMUIIM CJIe MoCIeHaTa MHTpaBeHO3HA HH(Y3MsI 1ie monyunTe Remsima upes nHKeKUus mox
KoKaTa (TIOAKOKHA HHKCKITHS).

OO6wnuaitHo mpenoprUnTETHATa 1032 Remsima 3a moakokaa nkekwst € 120 mg BeAHbXK Ha BCEKH 2
CEIMUIIN, HE3aBHCUMO OT TETJIOTO.

Kak ce npniara Remsima

o Remsima 120 mg nHXeKIMOHEH Pa3TBOP Ce MpUIara camo upe3 WHKEKLHS MO KoXKaTa
(TTOIKOXKHO TpHITOXKeHUe). BakHO € 1a mpoBepuTe TaHHUTE BEPXY OMAaKOBKaTa Ha MPOIYKTa, 32
Jla ce yBEpHUTE, Ue ce OTITyCKa MIPaBIIIHATA JIeKapcTBeHa (hopMa, KaKTO € MPEeAIICaHO.

J 3a manueHTH ¢ peBMaTOUICH apTPUT — Bamusr nekap Moske Ja 3amouHe jJedeHneTo ¢ Remsima
ChC WM 0€3 WHTPaBEHO3HH WH(Y3UU Ha WHOIMKCHIMAO B IBE J03H. 3a MAIlUeHTH
CaHKWJIO3HMPAIL CIIOHIMIINT, ICOPUATHYEH apTPUT WM NIcopuasnc — me Bu 0baat npuinosxeHn
JIBE 1031 MHPIUKCUMA0 upe3 HHTpaBeHO3Ha HH(Y3us 3a Hadano Ha Bamero nedenue. [pu
nanueHTH ¢ 6onect Ha KpoH wim yimepo3eH KOJIMT 3a 3allouBaHe Ha JIeueHneTo ¢ Remsima mie
OblIaT MPUIIOXKEHH JIBE WIH TPH WHTPABEHO3HU HH(Y3HHU ¢ HHMIUKCHUMAO.

o [Ipyn manueHTy ¢ peBMaTOMICH apTPHT, ako JiedeHneTo ¢ Remsima 3amoune 6e3 MHTpaBeHO3HA
uHQY3us Ha ABe 1031 HHMIMKcHMa0, B JOJHATa TaOJHIIA € MOKAa3aHO KOJIKO YeCTO 0ONYaiiHO
nre nony4aBate Remsima 120 mg noaxoXHO cief mbpBata npuera J103a.

2-pa f03a 1 ceagmuna cien 1-BaTa no03a

3-ta ;mo03a 2 cenMuLM cien 1-Bata 103a

4-ta no3a 3 cegmuim cnex 1-BaTa mo3a

5-a mo3a 4 cepmuny cien 1-BaTa mo3a

Cnenpany q03u 6 ceqMuIy ciien 1-BaTa q03a ¥ cieq ToBa Ha
BCEKH 2 CEIMUIN

o e ObAT MPHUIOKEHU JIBE HHTPABEHO3HU MH(Y3MH Ha 71032 UHPIUKCHUMA0 mpe3 2 CeAMUIIH OT
Bamms nexap wim MeMIIMHCKA CecTpa U MOXKe Ja ObJIaT NPHIIOKEHH JOITBIHUTEITHH
WHTPaBEHO3HU MH(Y3UU 4 CEIMHIIN clie]l BTOpaTa WH(Y3Us TP MarueHTuTe ¢ 6onect Ha Kpon
U YJIIIepO3€eH KOJIUT IO MpelieHKa Ha Barms jekap 3a Havasio Ha Baiero jeuenue ¢ Remsima.
[TepBaTa nmoakoxHa HHXKEKIUs Remsima 1ie Obe mpuitoykeHa 4 ceIMHUIM CiIe ocieIHaTa
WHTpaBeHO3Ha WHQY3Hs, MOCTeIBaHa OT OJKOXHH UHXKEKIMH Remsima, npuiaranu Ha BCEKH

2 CEIMHUIIH.

[}

o [TbpBaTa MOAKOMXKHA UHXKEKITHMSI Ha Remsima 1ie ce nputoku moj1 HabmoieHneTo Ha Barms
JeKap.

o Crnet moaxo/s1110 00yUYeHHe, aKko ce YyBCTBaTe 1o0pe o0yueH(a) u yBepeH(a) na cu

umkekTrpaTe Remsima cam(a), Bammst nexap moske na By 03BoJH [1a cM MHXKEKTHpATe
cam(a) crieaBaiuTe 1031 Remsima BKbIIH.

. T'oBopete ¢ Bamus nekap, ako umaTe HSIKaKBU BBIIPOCH OTHOCHO TOBA KaK CaMH Jia CU
mocTaBuTe HHXKekiuaTa. [lle Hamepure moapoOHu ,, MHCTPYKIMHU 32 ynoTpeda® B Kpas Ha
Ta3| JIUCTOBKA.

AKO CTe M3I0/13BAJIH NTOBeYe 0T Heo0xoauMaTa 103a Remsima

AKO cTe M3M0JI3BaJIM MTOBeYe 0T HeoOxoaumMaTa Jo3a Remsima (uiu upe3 WHXEKTHpaHe Ha MO-TOJISIMO
KOJIMYECTBO B OTJICJICH CIIy4aid, Ml KaTo TO MpuiiaraTe TBbpJe 4ecTo), HezabaBHO HH(opMupaiite
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Jekap, hapMaleBT WM MEAUIMHCKA cecTpa. BuHarn HoceTe KapTOHEHaTa ONaKOBKa Ha JIGKapCTBOTO
cbe cebe cu, IopH U J1a € MpasHa.

AKo cTe mpomycHaJM 1a u3noj3pare Remsima

IIponycHara j03a ¢ChC 3aKbCHEHHE 10 7 THU

Ako mpomnrycHeTe 1o3a Remsima cbe 3akbCcHEHHE 10 7 THU Cliel TbPBOHAYAIHO Ha3HAYeHATa 71034,
TpsAOBa Jla MPUIIOKUTE MPOITyCHATaTa J103a BeJHara. Bzemere ciieqBaiiara cu J03a Ha clieaBaiiaTa
I'FPBOHAYATHO IUIAaHUPAHA JaTa U e TOBa IMIPOIBIDKETE C MbPBOHAYAIHATA CXEMa Ha IIpUJiaraHe.

IIpomrycHara 103a che 3aKbCHEHHUE OT 8 WIIM OBEYe THU

AKko mpomrycHeTe 1o3a Remsima cbc 3akbCHEHHE OT § WITH ITOBEYE JHH CJIe]l OPUTHHATHUS TpaduK 3a
Jo3upaHe, He TpAOBa J1a IpuilaraTe MpoITycHaTaTa /1o3a. Biemere cienBariara cu 1o3a Ha clieBalara
IBPBOHAYAIHO IUIAHUPaHa JiaTa v ciie]] TOBa MPOABJDKETE ¢ MbPBOHAYANIHATA CXEMa Ha MpHUJlaraHe.
AKo He cTe curypeH(Ha) Kora Ja ci nHxektupaTe Remsima, obaznere ce Ha Bamms nekap.

AKO MMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHU € YHIOTpebaTa Ha TOBA JICKApCTBO, IONUTaTe
Bamus nekap, ¢papManeBT Wi MEIULIMHCKA CECTpa.

4. Bb3MOKHY HelKeJIaHU peaKkiuu

KakTo Bcnuky JiekapcTBa, TOBa JEKapCTBO MOXKE Ja TIPEIU3BHKA HEXKETaH! PEAKIMHU, BBIIPEKH Y€ HEe
BCEKH T mojy4aBa. [loBeueTo HexKeNaHn peakiny ca JIEKU 10 yMepeHu. Bee nak, mpu HsIKou
HAlMCHTH MOTaT J]a Ce Pa3BUSAT CEPHO3HM HEXKEIaHH PEaKIMi, KOUTO Haarat jJedeHue. Hexenanu
pEaKIMK MOTaT Ja ce Pa3BUAT | ClIe/ CIIUpaHe Ha JieueHneTo ¢ Remsima.

He3a6aBHo yBenomete Bauus jiekap, ako 3a0eJie;KuTe CJI€THOTO:

o IMpu3HaIU HA aJlepruvYHa peakius KaTo MoayBaHe Ha JHIETO, YCTHUTE, YCTaTa Wil I'bPJIoTo,
KOETO MOJKE JIa IPHYMHH 3aTPYIHEHO MPETIThIIAHE WK 3a{yX, KOXKEH 00PHB, KOIIPHBHA TPECKA,
NO/IyBaHe Ha JUTAHUTE, XOAUIaTa WK riie3eHuTe. HAKOM OT Te3u peakinu MOXe Jia ca CEPUO3HU
WY KMBOTO3aCTpaIlIaBallly. AJIEpriyHa peakiys MOXe Jla Ce pa3BUe B PAMKHUTE Ha 2 yaca CJe/l
uH(]Yy3uATa WK IO-KBCHO. [IpyTH IpU3HAIY HA HEeXXEJIaH! aJIepTHYHN PeaKifi, KOUTO MOTaT Ja
ce mposiBAT 10 12 mau crien nH(y3usiTa, BKIIOYBAT OOJIKH B MYCKYJIUTE, TPECKa, OOJIKH B CTABUTE U
YeJIOCTUTE, OOJIKK B I'bPIIOTO MM TJIABOOOIHE.

o Ipu3HaIHU HA JIOKAJTHA PeaKus HAa MSICTOTO HA HHKEKTHPaHe, KaTo, 3a4epBsiBaHe, 00JIKa,
chpOeK, OlyBaHe, BTBbP/IsIBAHE, 00pa3yBaHe HA CHHUHH, KbPBEHE, YCEIaHe 3a OXJIaXK/IaHe,
ycelliaHe 3a U3TPhIIBaHe, Jpa3HeHe, 0OpHB, paHa, yPTHKAPHsI, MEXYPH H CTPYIICH.

o IMpu3HAIU HA CHPAEYHO YBPeKIaHe KaTto AUCKoM(opT mitk 60JKa B IbpauTe, 00JIKa B PhKaTa,
00JIKa B CTOMAXxa, 3a{yX, TPEBOXKHOCT, 3aMasiHOCT, CBETOBBPTEX, MPHUIAIbK, IOTEHE, TaJICHE,
MOBPBINAHE, TPETITEHE UITH CHITHO ChpIIcOMEHe B IbPNTE, YCKOPEH WITH 3a0aBeH ChPACUEH PUTHM
U OTHYaHEe Ha Kpakara.

o IMpusHauy Ha uHeKIus (BKJIIOYATETHO U TY0epKYy/103a) KaTo MOBUIIIEHA TEMITEPATypa,
yMopa, KallUIiI[a, KOsSTO MOXe J1a Ob/Ie yIIOpHTa, 3a/1yX, TPHITONOJ00HN CHMIITOMH, 3ary0a Ha
TEIrJ10, HOITHO MU3NOTABAHEC, 1UApUs, pa3paHsaBaHWsd, HATPYIIBAHC Ha THOM B ycpBaTa UJin OKOJIO
anyca (a0crec), npodaeMu ChC 3bOUTE HITH MAPEI0 yCellaHe PH YPUHUPAHE.

o Bb3MOKHE MPU3HAIM HA paK, KOWTO BKJIIOYBAT, HO HE CE OTPAHMNYABAT [0 TOAyBaHe Ha
nuMQHUTE BB3MH, 3aryba Ha TErJio, MOBHUINCHA TEMITEPATYpa, HEOOUYaHI KOXKHHU BB3IIH,
ITPOMCHU B 6eHKI/I WJIN OBE€TA HA KOXKarTa, HJIn HeOGH‘IaﬁHO BarvHaJIHO KbPBCHE.

o IIpu3nany Ha Oe10APOOHO YBpeKIaHe KaTO KAIUIMIA, 3aTPyIHEHO AUIIAHE UIIH CTATAHE B
TBpPAMTE.
o IIpu3Hany Ha HEBPOJOTMYHO yYBpeskAaHe (BKJIIOYUTETHO MPOOIeMH ¢ 09UTe) KaTo

Mpu3Hal Ha UHCYJIT (BHe3aHHO HU3TPBIIBAHC WA c1abocT Ha JIMIICTO, pbKaTa WM Kpaka,
0CO0EHO OT €IHaTa CTpaHa Ha TAJIOTO; BHE3AIIHO 06"prBaH€, 3aTPYAHCH T'OBOP WUJIN pa36HpaHe;
3aTPpyAHCHO BMXXIAHE C €AHOTO WX JABETE OUYU, TPYAHOCTHU IIPH XOJCHE, 3aMasiHOCT, 3ary6a Ha
PpaBHOBECHUC WJIM KOOpAWHAIWA, UJINU CUITHO FJ'IaBO60J'II/Ie), npunaabuu, I/I3Tp’LHBaH€/MpaByLIKaH€
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Ha KOSITO M J]a € YacT OT TSUIOTO WIIM clIabOoCT B PBIIETE U KpaKaTa, IPOMEHH B 3pEHUETO KaTo
HanpuMep JTBOWHO BWXKJIAHE, HIIH JPYTH MIPOOJIEMHU C OUUTE.

IIpu3nauy Ha YepHOAPOOHO YBpexIaHe (BKIIOUUTEIHO XenaTuT B nH(eknus, KkoraTo cTe
UMaJIi XeMaTUT B B MHHAJIOTO) KaTO MOKBIATSABAHE HAa KOXKATa WM OYUTE, TOTHMHIBAHE Ha
ypuHara, 00JIKa WK MOAyBaHe B ASICHOTO moapedpue, O0JIKa B CTaBUTE, KOKHH O0OPUBHU HIIH
MOBHUIIIEHA TEMIIepaTypa.

IMpu3Hanu Ha HApylIeHWe HA HMYHHATA CHCTEMA, HAape4YeHo JIYIyC, KaTo OOJIKH B CTABUTE
WJIM YyBCTBUTEIHN Ha CITbHYEBA CBETINHA OOPHUBH 10 Oy3uTe WM PhIIETe (JIYIyC) UIH
KaIlUTHIIA, 33/1yX, TPECKa WK KOXKEH 00pHB (CapKoupo3a).

IIpu3Hanu Ha MOHUIKEH OPOii HA KPbBHHUTE KJIETKH KaTo MOCTOSHHA TeMIIepaTypa,
KPBBOU3JIMBY WIIH JIECHA MOsIBA HA KPHBOHACSJIAHUS, MAJIKH YSPBEHH WIIM JIWJIABH MTETHA,
NPEU3BUKAHN OT MOJKOKHO KbPBEHE, WITH OJIEIOCT.

Ipu3nanu HA ceprO3HU KOKHH MPOGJIEMH KaTo YePBCHUKABH, ITOJT00HU HA MHIIICHA TTETHA
WIN KPBIJIH [IETHA YECTO C MEXYPH B IEHTHPA, PA3MOJIOKEHH O TSIIOTO; TOIEMH 0071acTH OT
Oernernra u momena ce (excoympaia) Koxa, si3BH B yCTara, IbpJ0TO, HOCA, TIOJOBUTE OPraHu
W OYHTE WM MAITKU TIOAYTHHH, IIBITHY C THOW, KOUTO MOTAT Jia C€ Pa3npOoCTPaHST IO TSUIOTO.
Te3u KOXKHU peakuy Morat 1a ObAaT NPUAPYKEHH OT MOBUIICHA TeMIIepaTypa.

He3abaBHo yBenomerte Barmuist iekap, ako 3a0€Ie:KUTE HIKOU OT U30POCHHUTE TIO-TOpe Oele3u.

CrneHnTe HEXKENAHU PEeaKIny ca HaOro1aBaHu mpu Remsima:

MHoro 4yecTH: MOXe J1a 3acerHaT noseue oT 1 Ha 10 gymm

Bonka B kopeMa, rageHe

BupycHu nndexunu xato xeprec Win rpuil

Wndexuun Ha TOPHUTE AUXATENHHU IBTHIIA KATO CUHY3HUT
['maBoGonme

Hexenanu peakuuu, CBbp3aHU ¢ HHKCKIHUSTA

Bonka.

Yectu: Mmoxe aa 3acersar fo 1 Ha 10 xymu

[IpomsiHa Ha pyHKIMATA HA YepHUS P00, MOBUINIABaHE HA YEPHOIPOOHUTE EH3UMHU
(ycTaHOBSsIBa C€ OT M3CJICBAHUITA HA KPbB)

BenonpoOHu wiv rpbaHM HHPEKITUU KATO OPOHXUT WJIH THEBMOHHUS

3aTpyHEeHO WK OOJE3HEHO AUIIaHe, 00JKa B ThPANTE

KpbBOM3mBY B cTOMaxa Wiv B 4epBaTa, JUapusi, CTOMAIITHO Pa3CTPOMCTBO, KICEIHHH B
cTOMaxa, 3arek

Kompusna Tpecka (00puB), chpOsii 00pUB WK CyXa KOXKa

HapymieHo paBHOBecHe WM 3aMastHOCT

[ToBuiieHa TeMreparypa, HOBUIIICHO MIOTEHE

Hapymienns Ha KpbBOOOPAIIIEHUETO KATO HUCKO MIIM BUCOKO KPBBHO HAJISITAHE
[MocunsiBaHe, TOPEITH BBJIHKU WM KbPBEHE OT HOCA, TOILIA M 3aY4ePBEHA KOXKa

YMopa uinu ciradoct

BakTepuaiinu MHQEKIMKM KaTo OTPaBsSIHE HA KPbBTA, a0CIeC WiIu UHPEKIIUS Ha KoXKaTa
(memrynur)

I'bOnvHa nHOpEKIMSA Ha KoXKaTa

[IpoGiemu ¢ KpBBTa KaTO aHEMHS WJIM HaMaJIeH Opoii OelTn KPbBHU KIIETKH

[oxyTtn nuMdHU BB3TH

Jenpecus, HapyIIeHUs Ha CHHS

[IpoGyiemu ¢ ounte, BKIFOYBAIIY 3aUepBsIBaHE U WHPEKITUU

YckopeHa cbpieuHa JeiHHOCT (TaXuKapAvsl) WK ChplieOneHe

Bonka B craBuTe, MyCKYyJIUTE WU T'hpOa

Wudekuns Ha MTUKOYHUTE THTUIIA

[Icopuasuc, mpobiiemu ¢ KoKaTa KaTo eK3eMa M KOCOoIa,|

Peaknmu Ha MSICTOTO Ha MHKEKTHpaHe KaTto 00JIKa, II0{yBaHe, 3a4epBsIBaHE U ChPOEK
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CryneHu TpBIKYU, HATPYIIBaHE HAa TEUHOCT MOJ KOXKaTa, IPUYMHABAILO [TOAyBaHe
W3rpenBane nnm "MpaBydkaHe".

HeuecTun: moxe na 3acernart 1o 1 va 100 gymm

Jlomo kxpbBOOpOCsBaHe, HAOKOBaHE Ha BEHA

Cr0upane Ha KPbB H3BBH KPHBOHOCHUTE CHIOBE (XEeMAaTOM) HIIH KphBOHACSIaHE

[Ipobnemu ¢ koXxkaTa KaTo MosBa HA MEXypH, OpasaBUILIM, TATOJIOTMYHO OLBETSIBAHE HA KOXKAaTa
WM IMTMEHTAINY, TI0lyBaHe Ha YCTHUTE WK yaeOensBaHe Ha KoxaTta, K 3a4epBeHa Oeneria
Ce WJIH JIIOCTIeCcTa KoXa

Texxku anepruynu peakuuu (Hanp. anadUIaKCHs ), IMyHOOOYCIIOBEHO 3a00JsIBaHe, HAPEUCHO
JyIlyC, alepruYHM PEaKLUH KbM YyXAU IPOTCHHU

[To-6aBHO OT HOPMAJIHOTO 3apacTBaHE HA PAaHUTE

VYronemsBane Ha YepHHA P00 (XEMaTHT) WK Ha XKITHYHHUS MEXYp, YUepHOIPOOHO yBpeKIaHE
PascesHOCT, pazapa3HUTENHOCT, OOBPKAHOCT, HEPBHOCT

[Ipobnemu ¢ ounTe KaTo 3aMbIJICHO MM OTCIa0CHO 3peHHe, IOAITyXBaHE Ha OUUTE, EUeMHK
HoBooTkpura uny Biomiasaiia ce CbpAeYHa HEJOCTAaTh4YHOCT, 3a0aBeHa ChpIeUHa YeCTOTa
[Ipunagbk

KonByncuu, HapymieHus Ha HepBHaTa cUCTEMa

[lephopanms miu 3amyiBaHe Ha yepBaTa, O0JIKHM B KOpeMa MM KpaMIIy,

YronemsiBaHe Ha MaHKpeaca (TaHKPEaTHT)

["'b0mvHY MHpEKIUN KaTo KaHAU03a WIIH IbONYHN WHPEKIINN Ha HOKTHUTE

Benonpobnu mpobiemu (kato OenoapoOeH OTOK)

HarpymBane Ha Te4HOCT 0KOJIO OennTe IpoOoBe (TLIEBpalieH H3IHB)

CrecHsBaHE Ha Bb3IyXOHOCHUTE IbTHUILA B OeNUTe APOOOBE, MPUUNHABAIIO 3aTPYAHEHO
JUIIaHE

Br3nanenune Ha nuraBumata Ha Oenus Apod, Ipeau3BUKBAII0 OCTpa IPhAHA 00JIKa, KOATO ce
BJIOLIAaBA MPH JUIIaHE (TJIEBPUT)

TyOGepkyno3a

WNudexnuu Ha O60penuTe

Hucwk Opoii TpoMOOIINTH, BUCOK OpOit OeNi KPBBHU KIIETKH

Barunanau nHbexumn

KpbBHHUTE TECTOBE MOKA3BAT ,,aHTUTENA™ CPEIy COOCTBEHOTO TSIIO

HpOMHHa B HMBAaTa HAa XOJICCTCPOJI U Ma3HUHU B KPHBTA.

[ToBumraBane Ha TEra0TO (TIPH MTOBEYETO MAIMEHTH MTOBUIIIABAHETO HA TETJIOTO € MAJIKO).

Penxu: moxe na 3acernat g0 1 va 1 000 gymm

Bun pak Ha kpbBTa (TUMBOM)

[IpeHoc Ha HETOCTATHYHO KOIUYECTBO KHUCIOPOJ OT KPBBTA A0 OpPraHuTe, IpoOIeMu ¢
KPBHBOOOPAIIEHUETO KaTO CTECHSBAHE HA KPHBOHOCEH ChJT

Brananenne Ha Mo3buHaTa OOBHBKA (MEHUHTHUT)

WNudexnuu nopaau orcnabeHa IMyHHA CHCTEMa

XematuT B, ako B MUHAJIOTO CTE UMaJIk XemaTuT B

Brananenue Ha yepHUs Apo0, MPUUMHEHO OT MPOOJIeM ¢ UMyHHATa CUCTeMa (aBTOMMYHEH
XETaTHUT)

ITpoGrem c yepHUs Apo0, MPUUMHSBALL HOXBITABAHE HA KOXKATa MM 04nTe (PKBJITCHULIA)
[laTonOrMYHN THKAHHHU OTOLU WJIM Pa3pacTBaHUS

Texka anepruyna peakiusi, KOsITo MOXKe J1a MPUYUHHM 3ary0a Ha Chb3HAHUE U MOXKe /1a Obje
YKUBOTO3acTpaliapaiia (aHaUIaKTHYCH 10K )

VY nebensiBaHe Ha MAIKUTE KPHBOHOCHH ChIOBE (BaCKYJIHUT)

Hapymenus Ha iMyHHaTa cucTemMa, KOUTO MOTarT Jia 3acerHar oenure qpoOoBe, KoKaTa U
nuMdHATE BB3IH (KaTO HAPUMEP CapKOU103a)

HatpymnBaHe Ha KJIETKH Ha IMyHHATa CUCTEMa B PE3YJITAT HA BB3MAIUTEIIHA PEAKIIHs
(TpaHyIOMAaTO3HU JIE3UH)

HezannrepecoBaHoCT WM IMIICA HA €MOLIUU
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Cepuno3HH KOKHH 3200JIsIBaHHS KaTO TOKCUYHA EMHACpPMalIHa HEKPOJIHM3a, CHHIPOM Ha
CrtuBbHC-/[)KOHCHH 1 OCTpa reHepai3npaHa eK3aHTeMaTo3Ha MyCcTy03a

Jpyru npobnemu ¢ KokaTta Kato eputemMa MyaTudopme, MEXypH U Oelela ce KoxKa Uil
THOWHU THIKH ((ypyHKYII032)

Cepro3HM HapyIIeHHUS HA HEpBHATA CHCTEMAa KaTO TPaH3Bep3aeH MHEIHT, 3a00IsIBaHe,
HaroA00sBaII0 MHOKECTBEHA CKIIEp03a, HEBPUT Ha 3pUTEIHUS HEPB U cMHAPOM Ha ['unen-bape
Brananenue Ha OKOTO, KOETO MOXKeE Jia MPEM3BUKA TPOMECHHU B 3PEHUETO, BKITFOUUTEITHO
ciernora

HatpymnBane Ha Te4HOCT MeX Iy OOBUBKUTE HA CHPLETO (IEPUKAPJICH U3JIHB)

Cepuo3nu 6emoIpoOHY MPo0JIeMH (KaTo HHTEPCTUIIMAIIHA OenopooHa Ooect)

MenaHom (BUA pak Ha KOXKaTa)

Pak Ha mmiikara Ha MaTKara

[MonmxkeH Opoil Ha KPPBHHUTE KJICTKH, BKIIOYUTEITHO CHITHO TIOHM)KEH OpOit Ol KPBBHH KIICTKH
Marnku 4epBeHH W JIHJIaBH METHA, IPSIU3BUKAHU OT ITOJIKOKHO KbPBEHE

OTKIJIOHEHUSI B CTOMHOCTHTE HA KPBBEH MPOTEHH, HApedeH ,,KOMIUIEMEHT *, KOMTO € 4acT OT
WMYHHATa CHCTEMa

JluxenonnHu peakuuu(chpOAIT YepBEHUKABO-THIAB KOKEH OOPHB W/WITH HUIIIKOBUTHU CHUBO-
Oemu JTMHUY BHPXY JIUTABUIUTE).

C Hen3BeCTHA YeCTOTA: OT HAJIUYHUTE JaHHH HC MOXKEC aa 6’[))16 HalrpaBC€Ha OILICHKA Ha 4eCTOTaTa

Pak

Psanbk pak Ha KpbBTa, 3acsrail II1aBHO MJIaJd MbKe (XeraTonueHaneH T-KkieTb4eH JIuMpom)
UepHoipoOHA HETOCTATHYHOCT

Mepken-kieTr4eH KapImHOM (BHII PaK Ha KOXKaTa)

Capkom Ha Kamomm — psiiKo cpemial pak, CBbp3aH ¢ HHPEKINS C YOBEIIKH XePIIECeH BUPYC 8.
Capkom Ha Kanomm Haii-uecto ce cpemia noJ ¢popMara Ha MypIypHH U3MEHEHUS BEPXY KOXKaTa
Brnomasane Ha CbCTOSIHUE, HAPEUEHO AEPMATOMHUO3UT (IPOSIBSIBA CE KaTO KOXKEH OOPHB,
MPHUIPYKEH OT MYyCKYJIHA C1a00CT)

CopaeueH nHpapkT

WNHucynt

BpemenHa 3ary0a Ha 3peHHETO IO BpeMe Ha WM B paMKUTE Ha 2 yaca cieJ] nHpy3usTa
Wudexnus ot )xrMBa BAKCHHA MOPAAH OTClIabeHa MIMyHHA CUCTEMa.

[IpoGiieMu ciies; MeTUITMHCKH TPOLeAypH (BKIIOYBAIIN HHPEKIIMO3HH U HEMH(EKIIMO3HU
mpo0yieMn).

Chol0maBaHe Ha HesKeJIAHH PeaKINu

AKXO moTyunTe HAKAaKBU HEXKEIIAaHN peakluy, yBeroMere Bamrara inekap, GpapManeBT nim MeAnIMHCKA
cectpa. ToBa BKIIFOUBa BCHUYKH BH3MOKHHM HEOIIMCAHU B Ta3M JINCTOBKA HEXEJIaHH peakiuu. Moxere
CBIIO J1a ChOOIIUTE HEXKEJIAaHU PEaKIUU JUPEKTHO Ype3 HAllMOHAJIHATa CUCTEMa 3a ChOOIIaBaHe,
nocoueHa B [Ipunoxenne V. Karo cro0maBare HeXkellaHN Peakiny, MOXKETe Jla aJieTe CBOS IIPHHOC
3a 1oJTyyaBaHe Ha OBeYe HH(OpMAIUs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5.

Kak n1a cbxpansiBare Remsima

[a ce chxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JIeTa.

He uznon3Baiite TOBa JIEKapCTBO ClE]l CPOKA Ha TOJTHOCT, OTOEIA3aH BbPXY €THKETa U
KapTOHEHaTa OIakKoBKa ciien ,,l'ofer 10:”. CpoKbT Ha TOJHOCT OTTOBAPS Ha MOCICIHUS ICH OT
MOCOYEHHS MECELL.

[a ce cexpanssa B xmagmiauK (2°C - 8°C). [a He ce 3ampassBa. CbxpaHsIBaiTe
MpeIBapUTETHO HAIThJTHEHATa CIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa, 32 J]a Ce Mpe/na3u OT
CBETIIMHA.

ToBa jexapcTBO MOXKE Jla c€ ChXPaHABA ChINO U3BBH XJIAAWIHUK, B OPUTHHAIIHATA OTIAKOBKA
MpH TemmepaTypa MakcuMmyM 25°C, eTHOKpaTHO 3a Mepro /10 28 JHH, HO HE U CJe]l JaTaTa Ha
W3TUYaHEe Ha ITbPBOHAYAIIHUS CPOK HA TOAHOCT. B TakbB citydaii He ro BpbIIaiiTe 00paTHO 3a
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ChXpaHEHHE B XJaAWIHUKa. Hamummere HOBUS CPOK Ha TOJHOCT BbPXY KapTOHEHATa OMAKOBKa,
BKITIOUHTEITHO JieH/Mecery/TonnHa. M3xBhrpiiere ToBa JICKapCTBO, aKO HE O'bjIe U3IO0JI3BAHO B
paMKHUTE Ha HOBHUS CPOK Ha TOJTHOCT WJIM CPOKA Ha TOJHOCT, HalleyaTaH BbPXY OMAaKOBKaTa, B
3aBHCHMOCT OT TOBa KOH € IT0-paHeH.

o He uzxBbprstiiTe nekapcTBaTa B KaHATU3AIUATA WIM B KOHTEHHEPA 3a TOMAITHHI OTIIaIBITH.
TTormuratiTe Bammus dapmarieBT Kak J1a H3XBBPIISITE JIEKapCTBATa, KOUTO Bede HE M3IOJI3BATE.
Te3u MepkH 11ie CIIOMOTHAT 32 OIla3BaHe Ha OKOJIHATA CPea.

6. ChabpikaHue HA OMAKOBKATA U JOMBJIHUTENHA HHOpManus

Kakso cpabp:xa Remsima

. AKTHBHO BeIIeCTBO € MHPIMKCUMAa0. Bcekn npeaBapuTeTHO HAITbTHEHA CIIPUHIIOBKA C
eanHUYHa 1103a oT 1 ml chawvpka 120 mg uHdIMKCHUMAaO0.
o Jlpyru chCcTaBKM ca OLIETHA KUCEIIMHA, HATPUEB arleTaT Tpuxuapar, copouron (E420),

noscop6ar 80 (E433) 1 Boma 3a MHKEKITHH.

Kak u3riie:kna Remsima u kKakBO ChABbPKA 0NAKOBKATA
Remsima e GucTbp 10 onaneciedTeH, 0e3nBereH a0 O1emokadsaB pa3TBOp, KOWTO CE TOCTaBs B
NpeIBapUTEIHO HATBJIHEHA CIIPUHIIOBKA 32 €IHOKpaTHA yHnoTpeoa.

Bcesxka onakoBka chabpka 1 mpeaBapuTeTHO HATbJTHEHA CIIPUHLIOBKA U 2 HAIIOEHH ChC CIIUPT
TaMIIOHA, 2 MPEJBAPUTEIHO HAITBIHEHN CIIPUHIIOBKH U 2 HAIlIOEHU ChC CIUPT TaMIIOHa, 4
MIpeIBApUTETHO HAITbIHEH! CIPUHIIOBKHU U 4 HAIIOEHU ChC CITUPT TaMIIOHA W 6 IpeaBapUTEIIHO
HaITbJIHEHHU CHPUHIIOBKU U 6 HAIIOGHHU ChC CIIMPT TAMIIOHA.

Besika omakoBka CbAbpKa 1 IMPEABAPUTEITHO HAITbJIHCHA CIIPUHIIOBKA C aBTOMAaTHYHA 3allliTa Ha
WrjaTa ¥ 2 HallOCHU ChC CIIUPT TaMIIOHA, 2 MMPEABAPUTCIIHO HAITBJIHCHH CIIPUHIIOBKH C aBTOMAaTUYHA
3aliyMTa Ha urijiara u 2 HaIlOCHHU ChC CIIMPT TaMIIOHA, 4 MMPEABAPUTCIHO HAITBJIHCHNA CIIPUHIIOBKHU C
aBTOMAaTHW4HAa 3allluTa Ha urjara u 4 HaTlO€HU ChC CIIMPT TaMIIOHA WUJIN 6 MMPESABAPUTCIIHO HAIIBJIHCHA
CIIPUHIIOBKHU U 6 HaIIOEHU ChC CIIMPT TaMIIOHA.

He Bcuukn BHIOBEC OIMAKOBKH MOXKC 1a 6T>,Z[aT ITyCHATHU Ha ma3apa.

IIpuTesxkaTes HA pa3pelIeHHETO 32 YNOTpeda U MPOU3BOAUTE
Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony

YHrapus

IIpousBoauren
Nuvisan GmbH
Wegenerstralie 13,
89231 Neu Ulm,
I'epmanus

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

Opanmus

Kymos, SL

Ronda De Can Fatj6 7B, Parc Tecnologic del Vallés,
Cerdanyola del Valles,

Barcelona, 08290,

Hcnanus
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Midas Pharma GmbH
RheinstraBBe 49

55218 Ingelheim am Rhein
T'epmanus

3a JONbIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien

Celltrion Healthcare Belgium BVBA
Tél/Tel: +32 1528 7418
BEinfo@celltrionhc.com

bbarapus

Celltrion Healthcare Hungary Kft.

1062 Budapest

Viéci ut 1-3. WestEnd Office Building B torony
YHrapus

Ceska republika

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Mad’arsko

Danmark

Celltrion Healthcare Denmark ApS

Tel: + 45 3535 2989
Contact_dk@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 30 346494150
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Ungari

EA)LGoa

BIANEE A.E.

TnA: +30 210 8009111 — 120

Espaiia
Kern Pharma, S.L.
Tel: +34 93 700 25 25

France
Celltrion Healthcare France SAS
Tél: + 33 (0)1 71 2527 00

Lietuva

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Vengrija

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Magyarorszag

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Magyarorszag

Malta

Mint Health Ltd.

Tel: +356 2093 9800

info@mint.com.mt

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: +31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion HealthcareNorway AS
Contact_no(@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860
office@astropharma.at

Polska

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony

Wegry

Portugal
Celltrion Portugal, Unipessoal Lda.
Tel: + 351 21 936 8542
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Hrvatska

OKTAL PHARMA d.o.o.

Tel: +385 1 6595 777
oktal-pharma@oktal-pharma.hr

Ireland
Celltrion Healthcare Ireland Limited
Tel: +353 1223 4026

island

Celltrion Healthcare Hungary Kft.

1062 Budapest

Viéci ut 1-3. WestEnd Office Building B torony
Ungverjaland

Italia

Celltrion Healthcare Italy S.r.1.

Via Luigi Galvani, 24 - 20124 Milano (MI)
Tel: +39 0247 927040

Kvbmpog

C.A. Papaellinas Ltd

TnA: + 357 22741741

Latvija

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Ungarija

Romaénia

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Ungaria

Slovenija

OKTAL PHARMA d.o.o.
Tel: +386 1 519 29 22
info@oktal-pharma.si

Slovenska republika

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Mad’arsko

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact_fi@celltrionhc.com
Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77
contact_se@celltrionhc.com

JlaTta Ha mocJIeqHO mpepasriexaane Ha aucropkata {MM/TTTT}.

JApyru u3ToYHUIIM HA HHPOpMaIus

IToapoOHa nHopMaLus 3a TOBa JIGKAPCTBO € MpeocTaBeHa Ha yeOcalita Ha EBponeiickata areHIus

o JeKapcTBara https://www.ema.europa.eu.

7. Yka3anus 3a ynorpeda

HpoqueTe BHHUMATCIHO TE3W UHCTPYKIUH, IIPCAU Ja U3IIOJI3BATC CIIPUHIIOBKATA Remsima.

KOHCYHTHpaﬁTe ce ¢ Bamms MCIUIMHCKH CIICIIUATIUCT, aKO UMATC HAKAKBU BHLIIPOCH 3a U3IIOJI3BAHETO

Ha CcIIpUHIOBKaTa Remsima.

Baxna nndopmanus

e I3nomsBaiite cipuHioBkata CAMO ako BammsT jocTaBuuK Ha 34paBHU yciayrd Bu e oOyuwin
Ha TIPAaBWIHNAA HAYMH Ja C€ MPUTOTBUTE U /1a TOCTABATE MHXKEKIIHS.
e [lomuraiite Bamms gocTaBuMK Ha 3APAaBHU YCIYTH KOJIKO YECTO TPSOBaA J1a CH MOCTaBATE

WHXCKIWA.

e  CMeHsHTE MICTOTO HAa MHXEKTHPaHEe BCEKH ITbT, KOTATO CH ITOCTABSITE WHXKEKIHA. BCsko HOBO
MSICTO Ha MHXKEKTHpaHe TpsOBa Ja € Hail-MaJKo Ha 3 ¢cm OT NPEIXOAHOTO.

e  He u3nonsBaiiTe COpUHIIOBKATA, aKo € Onia U3IycKaHa Wi BUIUMO noBpeaeHa. [loBpenenara
CTIPUHIIOBKA MOXKE J1a He (YHKIIMOHUPA TPABIITHO.

L He u3noinssaiite MOBTOPHO CIIPUHIOBKATA.
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e Hukora He pa3kiamaite COpUHIIOBKATA.
3a cnpuHnoBkaTta Remsima

Yactu Ha cnpuHIOBKATA (B:K. Queypa A):

.y,
Eyrano. ()
Criobm
Nexapc Tano
TEQ
wm, U
11
Mpenu ynotpeta Cneq ynoTpeta
Queypa A

L He cpansiite Kamadkara, JO0KaTO HE CTC T'OTOBH Ja NHXKCKTUPATC. CJIC)Z[ KaTo CBaAJIMTEC KalladyKara,
He s II0CTaBsIHTe OTHOBO Ha CIIpPYHIIOBKATA.

HO}IFOTOBKa 3a HHIKCKIUATA

1. Ch0epere MmaTepuaiuTe 3a HHKEKLHUATA.
a. [loarorBere umcra, MIOCKAa MOBBLPXHOCT, KATO Maca WIIH IUIOT, B 100pe OCBETeHA 30HA.
0. l3Banmere cnpuHIIOBKATa OT KapTOHEHATa OMAKOBKA, B KOATO CE ChbXPaHsBA B XJIAAWIHNKA B,

KaTo XBaHETE B CpejaTa TSUIOTO Ha CIIPUHIIOBKATA.

B. YBepeTe ce, ue UMaTe CICIHUTE MaTepHalIu:

CHPUHIIOBKA

HAIlOeH ChC CIHUPT TAMIIOH

namy4eH TaMIOH WU Mapist™

neikormact*

KOHTEHHEp 3a U3XBBPJISIHE HA OCTPH NIpeaMeTn™®

*Komnonenmu, Koumo He ca 8Kuo4eHU 8 ONAKOBKAMA.

2. IIpoBepeTe CHIPMHLIOBKATA.

He u3nos3Baiite cipuHIIOBKATa, aKO
e ¢ [pOIyKaHa WK MOBPEJICHA.
®  CpPOKBT Ha TOAHOCT € U3TEKbJI.
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3. IIpoBepete JekapcTBOTO (B:K. Puzypa b).
Teunoctra TpsiOBa na Obe OWcTpa U OE3IBETHA 10
osenokadsipa.

He nznon3BaiiTe cipuHIIOBKAaTa, aKO TEYHOCTTA € MBTHA,
C TIPOMEHEH IBSIT WX aKO ChbPKa YACTHUITH.
3abenesxncka: Mooce da sudume 8b30yuHU Mexypyema &
meynocmma. Tosa e HOpmanHo.

4. N3uakaiite 30 MUHYTH.

Queypa b

a. OcraBere cripuHIioBKaTa 3a 30 MUHYTH Ha CTaliHa TEMIIEPATypa, 3a Jia MO3BOJIUTE Ja Ce

3aTOILNIN €CTECTBCHO.

He BanHBaﬁTe CIIPYMHIIOBKaTa C U3M0JI3BaHE HAa TOINIMHHU U3TOYHUIU, KaTO TOIIJIa BOJa NI

MHUKPOBBJIHOBA (hypHa.

5. N30epeTe MACTOTO 3a MH:KeKTHPaHe (BXK. Duzypa B).
a. Uzbepere msacToTo 3a MHXKEKTHpaHe. Moxe na
WHKEKTUPATE BbB:
e  [pexHaTa yacT Ha OefpaTa.
e  KopeMa, c U3KJII0UeHNE Ha 30HaTa Ha 5 cm
OKOJIO ITBITA).
e  BBHIIIHATA rOpHA YacT Ha pbkarta (CAMO
OosHOTIICAAY)
He nmxexTupaiite B KoKarta B 30HaTa Ha 5 cm 0KO0JIO
II'bITa WK B KOXKA, KOSTO € YYBCTBUTEHA, YBPE/ICHA,
TIOCHHSUIA WITH C OeJe3H.
3abenesicka: Cmensiiime MACMOMO HA UHICEKMUPAHe npu
6cAKa umdcekyus. Beako oo macmo Ha undcekmupane
mpsb6a 0a e Ha He NO-MaaKo om 3 cm om nPeodxoOHOMO
MACMO.
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6. U3muiiTe pbleTe cu.
a. M3mwiiTe phleTe CH ChC CallyH U BOJA U T'M MOJCYIIETE 100pe.

7. ITouncrere MACTOTO HA HHIKEKTHPaHE.
a. [louncrere MACTOTO Ha MHXKEKTHPAHE C HAIIOEH ChC CIIUPT TAMIIOH.
0. M3uakaiiTe Ko)kaTa 1a M3CHXHE MIPEAM 14 MHHKCKTHPATE.
He nyxaiiTe 1 He TOKOCBalWTE OTHOBO MCTOTO Ha MHXEKTUpPaHe Mpeay Ja HallpaBUTE WH)KEKIUATA.

HanpaBere nH:KeKUMATA

8. CBanere kanaukara (B:xx. Queypa I').
a. U3rermere xanmaukara mpaBo 0e3 Jja OT'bBaTE U A
OCTaBeTE HacTpaHa.
He nokocsaiite urnara. ToBa Moxke 1a 10BEAE A0
y0OX/TaHe C uriara.
3abenexka: HopMaHo € 1a BUIUTE HAKOIKO KAITKH h #
TEUHOCT JIa U3TEKAT OT UrjaTa ciie]l OTCTpaHsIBaHE Ha

Kalraykara.

Queypa I’

9. BbBeeTe CHPUHLIOBKATA B MSCTOTO 32 HH:KeKTUpaHe (B:k. Duzypa /]).

a. C emgnara pbKa XBaHETE TSUIOTO Ha
CIIPUHIIOBKAaTa MEX/1y Majlela U moKa3aiena.

6. Karo nsznon3Bare npyrara cu pbKa JIEKO 3aXBaHETE
KOaTa, KOSITO CT€ MMOYUCTHIIH.

B. C 6bp30 IBHKEHHE, KaTO MIPU XBBPIISIHE HA
CTpeJInYKa, BbBEJIETE UIJIaTa B 3aXBaHaTaTa
KOKHa I'bHKA MO bI'bJI 45 rpayca.

Queypa /]
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10. HanpaBete nn:kekuusta (Bxx. Quzypa E).
a. Cren karo uriara € BbBE/ICHA, OTITyCHETE
3axBaHaTaTa Koxa.
0. M30yraiiTe OyTanoro 6aBHO HaIOIY, TOKATO HE
CIIpe ¥ CIIPUHIIOBKATA CE M3MPa3HH.

Queypa E

11. U3BageTe urjara oT MICTOTO HA MHKeKTHUPaHe (B:xK. Puzypa K).
a. M3Bagere WrmaTa oT MSCTOTO Ha HHXKEKTHPAHE
MO/ CBIIUS BI'bI, IIOJ KONTO € BHBEACHA.
JIexo npuTHCHETE TaMy4YeH TaMIIOH WIIX MapIIs
BBPXY MSCTOTO Ha HH)XXEKTHUPAHE M 33APBIKTE 3a
10 cexynmu.
B. AKO € He0OXOIMO, CTIOKETE JICHKOIIaCT.
He pa3TpuBaiiTe MICTOTO Ha HHKEKTHPAHE.

0.

Queypa K
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Caen HHKEKTHPAHETO

12. U3xBBpJeTe cipuHuoBkaTa (Bxk. Quzypa 3).

a. Bennara cnen ynotpe0a ciokete U3MoI3BaHaTa
CIIPUHIIOBKA B OAXOAALL KOHTEHHEp 32
U3XBBPIISHE HA OCTPH MIPEAMETH.

0. Axo HsIMaTe MOAXOJII KOHTEIHEp 3a
U3XBBPIISHE HA OCTPH IIPEAMETH, MOXKE J1a
U3I0JI3BATE IOMAKWHCKH KOHTEHHEP, KOUTO €:
e  HaIPaBEH OT CBPBXTBBpJA IIACTMACA,;

e  MOXeE J1a ce 3aTBaps ¢ Jo0Ope MpHIIeTHA,
yCTOWYMB Ha MPOOOKIaHe Kanak 0e3 1a
MOTaT OCTPUTE MPEAMETH Ja U3IaHaT;

e  U3MpaBeH U cTaOWJICH 10 BpeMe Ha
ymotpe0a;

®  YCTOIYMB HAa IPOTHYAHE U

e  [paBWIHO 00O3HAYEH, YE C€ ChXPaHABAT
OIIaCHU OTIaAbIH B HETO.

B. Koraro Bammusar koHTeliHep 3a U3XBBpISHE Ha
OCTPH MPEIMETH € TIOUTH ITbJIeH, TOH TpsiOBa na
C€ U3XBBPIM CHITIACHO MECTHUTE U3UCKBAHMUSL.

He nocrapsiiiTe 0THOBO KanaykaTa Ha CIIPUHIOBKATA.
3abenencka: Cnpunyoskama u KOHmMeUHepbm 3d
U3XEBbPASAHE HA OCIPU NPeOMemu 0a ce CbXPaHaAam Ha
MACTHO, HEOOCMBIHO 34 0eyd.
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[IpouereTe BHUMATEIIHO T€3U HHCTPYKIIMH, IPEIN J]a U3IOJI3BATE CIIPUHIIOBKaTa Remsima.
Koncynrupaiite ce ¢ Bamust MeAMIIMHCKY CIENUAINCT, aKO UMaTe HAKAKBY BBIIPOCH 3a U3II0JI3BAHETO
Ha CIIpUHIOBKaTa Remsima.

Ba:xna nndgopmanusi

e Usmomspaiite cnpuniiopkata, CAMO ako Bammsrt 1ocTaBurK Ha 37paBHU yciayru Bu e oOyumn
Ha TIPABWJIHAS HAYHH Ja C€ IPUTOTBUTE U A MTOCTABATE MHIKEKIIHS.

e [lommratite Bamus mocTaBumKk Ha 3APAaBHU YCIYTH KOJKO Y€CTO TPsIOBA J]a CH TIOCTaBSITE
WH)KEKITHSL.

e  (CMeHslTE MICTOTO HAa MHXEKTHUpPaHe BCEKHU ITbT, KOTaTO CH MOCTaBITE MHXKEKIM. Bcsiko HOBO
MSICTO Ha MHKEKTHPaHEe TPAOBa J1a € Hali-MaJIKo Ha 3 cm OT IPEIX0THOTO.

e He mnomn3BaiiTe COpUHIIOBKATA, aKo € Onila M3IycKaHa Wi BUIUMO noBpeaeHa. [loBpenenara
CIPUHIIOBKA MOXKE J1a He (YHKIIMOHUPA TIPABHITHO.

e He uznosnzBaiiTe MOBTOPHO CIIPUHIIOBKATA.

e Hukora He paskiaiiaiTe COpuHIIOBKATA.

3a cnpuHnoBkara Remsima

Yactu Ha cnpuHIOBKATA (B:K. Dueypa A):

Kana-ma

MNpeaw ynotpeda Cneq ynotpeta

QDueypa A

o He cBasiite KalraykaTa, JOKaTO HE CTC IOTOBHU JIa MHXKCKTHUPATE. CJ'ICI[ KaTo CBAJIMTC KallaykKara,
He s TIOCTaBsMTe OTHOBO Ha CIIpUHIIOBKATa.

IMoaroroBka 3a MHKEKIUATA

1. Cb0epeTe MaTepuaINTE 32 HHKEKIUATA.
a. IloarorBere ymcra, MIOCKa MOBBPXHOCT, KATO Maca WM IUIOT, B 100pe OCBETEHA 30Ha.
0. M3Bajere criprHIIOBKATa OT KAPTOHEHATa OMAKOBKa, B KOSITO CE ChXpaHsBa B XJIauiHuKa By,
KaTO XBaHETE B CpejaTa TSUIOTO Ha CIIPUHIIOBKATA.
B. YBeperTe ce, Ye UMaTe CICAHUTE MaTePHAIIH:
®  CIPHUHILOBKA
HAIlOCH ChC CIHUPT TAMIIOH
namy4eH TaMIIOH WU Mapist™
JerKoracT™
KOHTEHHEp 32 U3XBBPJISIHE HA OCTPH MPEeAMETH*
*Komnonenmu, Koumo He ca 8Ku04eHU 8 ONAKOBKAMA.
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2. IlpoBepeTte cipyHIIOBKATA.

He n3non3BaiiTe cnpuHIIOBKAaTa, ako
® ¢ IIpOIyKaHa WM MTOBpPEACHA.
®  CPOKBT Ha TOJHOCT € M3TEKBII.

3. IIpoBepere JgekapcTBOTO (B:K. Ducypa b).
TeunocTTa Tps6Ba 1a Obae OHCTpa U OE3BETHA IO
oemokadsisa. %
He nznon3BaiiTe CIpUHIIOBKATa, aKO TEYHOCTTA € MBTHA,
C MMPOMEHEH IIBAT WIN aKO ChIbPrKa YACTHIIH.
3abenesxcka: Moace 0a sudume 8b30yuHU MeXypyema &
meunocmma. Toea e Hopmanro.

Queypa b

4. N3yakaiite 30 MUHYyTH.
a. OcraBete cupuHIOBKaTa 32 30 MUHYTH Ha cTaliHa TeMIepaTypa, 3a Ja MO3BOJIMTE J1a Ce
3aTOILIH €CTECTBEHO.
He 3arpsiBaiiTe CipiHIIOBKATa C U3MOJ3BaHE HA TOTUIMHHU M3TOYHHIIN, KATO TOILIAa BOJIA HIIH
MHUKpPOBBJIHOBA (QypHa.

5. A30epeTe MACTOTO 32 HH:XKeKTHPaHe (B:xK. Duzypa B).
a. Msbepere Ms1cTOTO 3a HHXKEKTHpaHe. Moxe na
WHXEKTUPATE BbB:
e  mpexHaTa yact Ha Oefparta. / \
e  KOpeMma, c M3KJIIOYEHHE Ha 30HaTa Ha 5 cm
OKOJIO TTBITA).
e  BBHIIIHATA rOpHA YacT Ha pbkara (CAMO
OoJHOTIIEAaY)
He nmxexTupaiiTe B KoXaTa B 30HaTa Ha 5 ¢m OKOJIO
I'bITAa WIIK B KOXKA, KOSTO € YYBCTBUTEIHA, YBPEICHA,
MOCHHSUIA WJIH ¢ Oee3H.
3abenescka: Cmensvime MACMOMO HA UHHCEKMUPAHE NPU
6csKa uHdcekyus. Besko Hogo msacmo na unscekmupane =CaMOMHXEKTHPaNE W
mpsi06a 0a e Ha He NO-MAIKo om 3 cm om npedxoOHOmMo
MACMO.

ot DonHornenay

- =CAMO Gonxornepgay

Queypa B

6. N3mmiiTe pbuere cH.
a. V3mwuiiTe pwIleTe CU ChC CallyH M BOJIa M TH MOJCYIIETe J00pe.

7. Ilouncrere MSICTOTO HA MHKEKTHPaHe.
a. [louncreTe MACTOTO Ha MHXEKTHPAHE C HATIOEH ChC CIUPT TaMITOH.
0. M3uakaiiTe KoXaTa Jja M3ChXHE MPEIU J1a HHKEKTHpaTe.
He nyxaiiTe u He JOKOCBAalTE OTHOBO MSCTOTO Ha MH)KEKTHUPAHE NMPEAH Ja HAPaBUTE MHKEKLIUATA.
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HanpaBeTe HHKCKIUATA

8. CBanere kanaukara (B:xx. Queypa I').
a. HB3rernere kamaukaTa mpaBo 0e3 J1a Or'bBaTe U S
0CTaBeTE HACTpaHa.

He nokocpaiite nrinara. ToBa MOXe 1a JOBEAE 10
yOo’xaaHe ¢ uriara.

3abenexka: HopManHo € na BUINTE HIKOIKO KAIKU h

TEYHOCT J1a U3TEKAT OT UIJIaTa CJIel] OTCTpaHsIBaHE Ha

Karayvkara.

l

Queypa I’

9.BbBefieTe CIPUMHIIOBKATA B MSICTOTO 32 HHKEeKTHPaHe (B:K. Pucypa /]).

a. C emHara pbKa XBaHETE TSUIOTO Ha
CIPUHIIOBKATa MEXIy Tajiela 1 MmoKa3aerna.

0. Karo m3nomn3Bare npyrata cu pbKa, JIEKO
3aXBaHETe KOXaTa, KOSTO CTE MMOYUCTILIH.

B. C OBp30 ABIWKEHHE, KaTO MPH XBHPISTHE HA
CTpeIMYKa, BhBEACTE UIJlaTa B 3aXBaHaTaTa
KOJKHa ThHKA IIOJT BI'bI 45 Tpagyca.

Queypa /|
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10. HanpaBete un:kekuusita (B:xk. Quzypa E).
a. Cren karo WriiaTa € BbBEJICHA, OTITyCHETE
3axBaHaTaTa Koxa.
0. U30yraiiTe OyTanoro 0aBHO HAAOIY, TIOKATO HE
CIpe ¥ CIPUHIIOBKATA C€ M3MPA3HH.

Queypa E

11. U3BageTe CHIPUHLIOBKATA OT MSICTOTO HA HH:KeKTUPaHe (BiK. Duzypa 7K).
a. Cren xaTo CIIpUHIIOBKATA € Mpa3Ha, OBUTHETE
0aBHO MaJela cu OT OyTaJIo0To, JOKATO UIjaTa He
C€ TIOKpHUE HAITBJIHO OT ABTOMAaTHYHA 3allUTa HA
uriara.
0. Jlexo mpuUTHCHETE TaMy4€eH TaMITOH HIIH Mapiist
BBPXY MSCTOTO Ha MHXXEKTHUPAHE U 3aJPBKTE 32
10 cexyHmH.
B. AKO € HEOOXOJIMO, CIIOXKETE JICHKOILIACT.
He pastpuBaiiTe MACTOTO Ha HHKEKTUPAHE.

Dueypa XK
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Cnen HHKEKTUPAHETO

12. U3xBBpJieTe cipuHIOBKATA (BXK. Ducypa 3).

a. Bennara cren ynotpe0a cinokeTe H3Mmoi3BaHaTa
CIIPHHIIOBKA B TIOJAXO/ISI KOHTEHHED 32
W3XBBPIISIHE HA OCTPU MPEJAMETH.

0. AKo HsAMaTe MOIXOIAII KOHTEHHED 32 U3XBHPISIHE
Ha OCTPH MPEAMETH, MOXKE JIa U3I0I3BATEe
JIOMaKHHCKH KOHTEHUHEp, KOWUTO €:

e  HampaBeH OT CBPHXTBBLPJA IIACTMACA;

e  MOXeE Jia ce 3aTBaps C JOOpe MPHUIICITHA,
YCTOWYMB Ha MPOOOKIaHEe Kanak 0e3 aa
MOTaT OCTPUTE MPEAMETH J1a M3MaHAT;

e  U3MpaBeH U CTAOWJICH IO BpeMe Ha
yImoTpeoa;

e  YCTOMYMB Ha MPOTHUYAHE U

e  TPaBWIHO 00O3HAYEH, YE CE ChXPAHSIBAT
OTIACHH OTMAIBIIH B HETO.

B. Korato Bammusit koHTeliHep 32 U3XBHPISHE Ha
OCTpPH TIPEIMETH € TIOUTH ITbJICH, TOH TpsOBa aa
CE U3XBBHPIH CHIIIACHO MECTHUTE H3HCKBAHMS.

He nocraBsiiiTe OTHOBO KamaykaTta Ha CIIPHHIIOBKATA.
3abenescka: Cnpunyoskama u KOHMEUHEPbM 3a
UBXE8BbPISIHE HA OCIPU npedMemu 0d ce CbXPAaHABAM HA
MSCTHO, HEOOCIMBIHO 34 0eyd.

Quzypa 3
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JlncroBka: undopmanus 3a norpeduTeNs

Remsima 120 mg nHKeKIHOHEeH Pa3TBOP B NPeIBAPUTEJIHO HATbJIHEHA MHCATKA
nHpukcuMab (infliximab)

IIpoyeTrere BHMMATEIHO USJIATA JMCTOBKA, IIPEAH 12 3alI0YHeTe 12 U3I0/13BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:Ka BaxkHa 32 Bac nundopmanus.

3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

Bamwsar nexap me Bu nage 1 HanoMHsAIIA KapTa Ha MALUEHTa, B KOSATO CE ChIAbprKa BaXKHA
nHpOpMaIus 3a 6e30MacHOCTTa, C KOSITO TPSIOBa Aa ce 3aro3HaeTe, Ipeiu 1a 3amo4He U 10
BpeMe Ha jiedeHuero Bu ¢ Remsima.

Koraro 3ano4ynere HoBa KapTa, 3ama3eTe Ta3u KapTa KaTo ClpaBKa B IpOABIKEHUE Ha 4 Mecena
clien mocieaHaTa 1o3a Ha Remsima.

AKO UMaTe HIKaKBY JIOMBIHUTEIIHA BBIIPOCH, TonuTaiite Bamus siekap, papmareBt wiu
MEIULHCKA CECTpa.

ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcTsnBaiite Ha npyru xopa. To Mmoxke
Jla UM HaBpeJY, HE3aBUCHMO Ue MPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIUTe KaTo BammuTe.
AKO TIOITyunTe HAKAKBU HEXKEJIaH! peakin, yBeaomere Bammst gekap, hapMareBT wiu
MEIULUHCKA cecTpa. ToBa BKIIFOUBA U BCUUKHU Bb3MOXKHH HEXKEIAHU PEAKLMH, HEOUCAHU B
Ta3u JUCTOBKA. Bixkre Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Nk L=

o

Kakgo npencrapnsaBa Remsima u 3a kakBo ce H3MM0II3Ba
Kakgo Tps0Ba na 3Haere, nmpeau Ja usnon3sate Remsima
Kak na n3nonssare Remsima

BB3MOXHU HEXETaHU peaKuu

Kak na cexpansBare Remsima

ChbabppkaHue Ha ONTaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS
WucTpyxkiun 3a ynorpeba

KakBo npeacrasisBa Remsima u 3a kakBo ce H3n0J13Ba

Remsima cpabprka akTUBHOTO BelecTBO HHGIHMKcHMa0. MHprkcumMal € MOHOKIIOHATHO
AQHTUTSUIO - BUJ IPOTEHH, KOMTO Ce MPUKpPENBa KbM CrielM()UIHA MHUIIIEHA B OPraHu3Ma, HapeyeHa
TNF (Tymop-HekpoTusupain ¢pakrop) anda.

Remsima npuHajie:xxu KbM TpyIia JiekapcTBa, HapeueHH ,,uaxuoutopu Ha TNF”. M3non3ea ce npu
BB3PACTHH 32 JICUEHUE Ha CIIETHUTE Bb3MATUTEIIHHU 3200 IsIBAHUS:

PeBmaronnen aptpur

IIcopuatmuen apTput

AHkuno3upan croramnt (0onect Ha bexTtepen)
[Icopuaszuc

Bonect na Kpon

Ymepo3eH KOJuT.

JeiictBuero Ha Remsima ce ochlecTBsiBa upe3 n3dbupartenHo npukpensane kbM TNF anda u
Ookupane Ha HeroBoTo AeiicTBue. TNF anda ygacTBa BbB B3MATUTEIHAS MIPOIIEC HA OpraHU3Ma
KaTo OJIOKMPAHETO My MOXeE J1a TIOTUCHE BB3MaJICHUETO.

205



PeBmaTouen apTpurt

PeBMaTOMIHUAT apTPUT € BH3MATUTEIIHO 3a00JIIBaHEe HAa CTaBUTE. AKO CTpasaTe OT aKTHUBCH
PEBMAaTOUCH apTPHUT, IBPBO Il Bu jekyBaT ¢ Ipyru JiekapcTBa. AKO Te3U JEKapCTBa HE MOJEHCTBAT
B JIOCTaThYHa cTerneH, e Bu 0b1e npeanucano Remsima, koiito e Bu 0b1e npuiarat B
KOMOHMHAIMS C IPYTO JIEKAPCTBO, HAPEUEHO METOTpEKCaT:

° 3a Jla ce OTUCHAT MTPU3HAIMTE U CUMIITOMUTE Ha Bamara 6onecr,

° 3a Jla ce 3a0aBM YBPESKIAHETO Ha cTaBuTe Bu,

e  3aja ce nojodpu ¢puzndeckoro Bu chcTosHUE.

IIcopnaTnyeH apTpur

IIcopuaTHYHUAT apTPUT € BB3MATUTEITHO 3a00JIIBaHEe Ha CTAaBUTE, OOMKHOBEHO CHITBTCTBAHO OT
rcopuasuc. AKO CTpajare OT aKTUBEH IICOPHATHYCH apTPHT, TbPBO Iie Bu nexyBar ¢ apyru
JieKapcTBa. AKO TE3M JICKapCTBa HE MOJCHCTBAT B JOCTAThUHA CTEIeH, e Bu Ob1e npeanucano
neuenne ¢ Remsima:

o 3a J1a ce MOTUCHAT MPU3HALMTE U CHMITOMUTE Ha Bamara Goecr,
o 3a J1a ce 3a0aBM yBpeXJaHETO Ha cTaBuTe By,
o 3a 1a ce momobpu pusmaeckoTo Bu cherosiame.

AHkunjo3upany cnoHauIuT (0oaect Ha BexTepen)

AHKHJIO3UPANIUST CIIOHIWINT € Bh3MATUTEIIHO 3a00JIsIBaHe HAa TPhOHAYHMSI CTHJIO. AKO CTpaaare oT
aHKWJIO3WpAIll CIOHIUIINT, ITFPBO Iie By ekyBar ¢ npyru JekapcTBa. AKO Te3H JIeKapcTBa He
MOJIEMCTBAT B [OCTaThYHA CTENEH, Iie Bu Obe Ha3HavyeHo JeyeHne ¢ Remsima:

o 3a Ja ce MOTUCHAT MPU3HALMTE U CUMOTOMHUTE Ha BamaTa 6onecr,
o 3a 1a ce monobpu pusmaeckoTo Bu cherosiame.
IIcopuasuc

[IcopuasuchT e Bh3MANUTENHO 32a00IIsIBaHE HA KOKaTa. AKO CTpajaTe OT yMEPEHO TEXKbK HITH TEKBK
NICOPHA3HUC C IUIAKHU, IBPBO 11e Bu JieKkyBat ¢ Apyru gekapcTBa WK HalpuMmep upe3 GoroTepanusi.
AKO Te3u JieKapcTBa WM JICICHHUS HE TIOACHUCTBAT B 1OCTAaTh4YHA CTEIEH, 1e Bu 0b1e Ha3HaueHO
neueHne ¢ Remsima, 3a 1ja ce MOTHCHAT MPU3HAIIMTE U CUMIITOMUTE Ha OosectTa Bu.

Yiauepos3eH KOIUT

VY1epo3HUT KOJIHT € Bh3NAIUTEIHO 3a00IIs1BaHe Ha JIe0en0To 4epBo. AKO CTpagare OT yIIepo3eH
KOJIUT, TBPBO Iie Bu JexyBar ¢ Apyru JekapcTBa. AKO T€3H JIeKapCTBa HE MOJIEHCTBAT B JOCTAThYHA
crerneH, e Bu O0b1e HazHaueH Remsima 3a teuenue Ha BareTo 3abonsBane.

Boaect na Kpon

Bonectra Ha KpoH e Bbp3nanurenHo 3a0oisiBane Ha yepBara. AKo ctpagare oT Oonectra Ha Kpow,

BpBO 1€ By tekyBaT ¢ apyru jgekapcTBa. AKO Te3H JIEKapcTBa He TIOJEMCTBAT B 1OCTaTh4YHA CTETIEH,

e Bu Ob1ie HazHayeHo jJeyeHne ¢ Remsima:

o 3a Ja ce JIeKyBa akThBHA Gopma Ha OosiectTa Ha KpoH,

o 3a Jja ce HaMaJld OpOosIT Ha MATOJIOTUYHUTE X0A0BE ((PUCTYIIN) MEXKIY YEPBOTO U KOXKaTa, KOUTO
HE Ce IOJJaBaT Ha JICYEHHUE C JPYIH JIEKAPCTBA UM YPE3 ONEPaLUs.

2. KakBo TpadBa na 3Haete, npeau Aa u3nouassare Remsima

He Tpsi6Ba na uznonzBare Remsima

o aKo CTe aJepPruyHM KbM HHPIIMKCHUMA0 MM KbM HSKOS OT OCTaHAJIMTE ChCTAaBKH HA TOBA
JIEKapcTBO (M30poeHu B TOUKa 6),

o aKo CTe aJePrUYHM KbM IPOTEHHH C MUIIH IPOU3XO]I,

o ako uMate Tyoepkyinosa (TB) i apyra cepro3Ha HHPEKIMIKATO THEBMOHUS WITH CETICUC
(ceprosHa OakTepranHa HH(EKIHs Ha KPHBTA),

o aKO MMaT€ YMEPECHO TCKKa NJIU TCKKA CbpAC€YHa HEAJOCTATBbYHOCT.
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AKO HSIKOE OT M30pPOEHHUTE ITO-rope ChCTOSIHUS ce OTHacs 3a Bac, Remsima He TpsOBa na Bu ce
npwirara. AKo He cTe CUTYpHH, npean na Bu 0bpae npmnoxen Remsima, o0chaere ToBa ¢ Barmms
JeKap.

IpenynpesxaeHust U Mpeana3sHu MePKH
T'oBopete ¢ Bamms nrekap, mpeny WM 1o BpeMe Ha JIeYeHreTo ¢ Remsima, ako mMare:

Axo Beue cTe JICKYBAaHH C HIAKOC JICKAPCTBO, KOCTO ChABPIKA I/IH(bJ'II/IKCI/IMa6

. VYBenomere Bammst nekap, ako B MUHAJIOTO CTE JIGKYBaHHU C JICKAPCTBA, ChAbPIKaIlu
uHpIMKCUMAa0 U cera OTHOBO Bu e HazHaueHo JieueHue ¢ Remsima.
) Ako neueHuero Bu ¢ nnpmkcrumad € Omiio npeKbCcHATO 3a MoBeve OT 16 ceIMUIIU, ChIIIECTBYBA

IMOBHULICH PUCK OT aJICPrUYHU PEAKIUH, KOIraTO TO 3alI0YHE OTHOBO.

JIOKagHM peakuy Ha MSCTOTO Ha MHYKEKTHPAHE

o Hsikon nanuenTy, nonydaBainy HHGQIMKCHMA0 Ype3 MHXKEKIUS IO KOXKaTa, ca MMAJI JIOKAIHN
peaxkiuy Ha MACTOTO Ha MHKeKTHpaHe. [Ipru3HanuTe Ha JTOKaIHHU peakIMK Ha MSCTOTO Ha
MH)XEKTHUpaHe MOXe Jia BKIIIOYBAT 3a4epBsiBaHe, 00iKa, CbpOexX, OAyBaHe, BTBPAIBAHE,
oOpa3yBaHe Ha CHHUHU, KbPBEHE, yCEIIaHEe 3a OXJIAXKIaHe, yCell[aHe 3a U3TPbIIBAHE, Apa3HEHe,
o0puB, paHa, ypTUKapHs, MEXYPH U CTPYIIEH 110 KOXaTa Ha MSCTOTO Ha HHXEKTHPAHE.

o IToBeueTo OT Te3W peakuuy ca JEKU A0 YMEPEHU U MPEIUMHO OTIIyMsBaT CaMU B paMKUTE Ha
€/IMH JICH.

HNndexnnn

. [Ipenu na 3amoune neyennero Bu ¢ Remsima, yBemomere Bamms nekap, ako nmaTe WHMEKIHS,
JIOpHU U ChBCEM JIEKa.

. IIpenu na 3amoune Jsiedenuero Bu ¢ Remsima, yBemomere Barust nekap, ako HIKOTra cTe

JKUBEJH WK TBTYBAJIH B 00JaCTH, KBAETO HH(MEKIINN KaTO XMCTOIIA3MO032,
KOKIAINOUAOMHKO3a MM OJJTACTOMHUKO3a ca 9YeCTO cpemanu. Te3n nHPEKINN ca MPUINHEHH OT
CrieIM(pUYHN BUI0BE I'bOMYKY, KOUTO MOXKE Jla 3acerHat Oeins Apo0 WK APYTH YacCTH OT
Bamero Tsa10.

° ITo Bpeme Ha jeueHreTo ¢ Remsima Moke Ja cTe MOo-TOJaTIMBY KbM pa3BUTHE HA HHEKIINU.
AKko cTe Ha U Haj 65 roJIMHU, PUCKBT Npu Bac e mo-BUCOK.
° Te3u nHPEKIUN MOXKe 1a ca TeXKU U BKIFOYBAT TyOepKyn03a, MH(PEKINH, TPUINHEHN OT

BUPYCH, THOWYKH, OaKTEPUH, WK IPYTH OPTaHU3MH B Cpe/iaTa, KAaKTO U CETICHC, KOWTO MOXKe /1a
0bJ1e KUBOTO3ACTpaIIaBarl.
YBenomere He3abaBHO Bamus iekap, ako 1o Bpeme Ha JiedeHneTo ¢ Remsima pa3Buere mpu3Hamny Ha
nHeknus. Te3n npu3HaIy BKIIOYBAT MMOBHIICHA TEMIIEpaTypa, KallTUIa, TPUITONOI00HN CUMIITOMH,
HEepasIoJIOKEeHUE, 3a4epBsIBaHEe U 3aTOIUISTHE HAa KOXKaTa, pa3paHsBaHUs UM POOJIEeMH ChC 3b0UTE.
BamusT nexkap Moxke Ja npernopbya BpeMeHHO cripaHe Ha Remsima.

Ty6epxkynosa (TB)

o AKO UMaTe Win HIKOTa CTe UMaH TyOepKyJo3a, WiH cTe OWIH B OJIM3BK KOHTAKT C YOBEK,
OosieH miw 0oJIeTyBaNT OT TYOEpKyJ103a, € MHOTO BaJKHO J1a yBeJAoMuTe Bamms nekap 3a Toa.

. BammsT nexap me Bu uscrieasa 3a Tyoepkynosa. [Ipu manmenTw, tekyBanu ¢ nHpaukcumao,

uMa ChOOIIEHMSI 3a CIydYan Ha TYOepKyJi03a, IOpY IIPU NAIMeHTH, JIEKyBaHH BeUe C JIeKapCcTBa
cpemry TB. Bammsr iekap 1me 3amuiie Te3u U3cieBaHus BpB BaiaTa HarmoMHsIIa kapta Ha
MaIUeHTA.

o Axko Bammsr ekap cmsTa, ue ChIIecTBYBa OMACHOCT JIa CTE 3apa3eHu ¢ TyOepKyo3a, mpeu
3armoyYBaHe Ha JiedeHneTo ¢ Remsima moxxe 1a Bu ObnaT npeanvcanu nexapcTpa 3a
TyOepKyIo3a.
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AKo 10 Bpeme Ha JiedeHHeTo ¢ Remsima pa3BueTe CUMIITOMHU Ha TYOEpKyJ103a, He3a0aBHO YBEIIOMETE
Bamms nekap 3a Toa. Te3n cuMITOME BKITIOUBAT YIIOPHTA KAIUIXIA, 3ary0a Ha Terio, yMopa,
MOBHIIIEHA TEMIIEPATypa, HOIIHO U3MOTSABaHE.

Bupyc Ha xenatut B

. [Ipenu na 3amouneTe na u3non3BaTe Remsima, yBegomere Baius iekap, ako CTe HOCUTENH Ha
XemaTuT B mim aKko HIKora cTe MMajad XenaTtuT B.

° YBenomere Baius siekap, ako cMsITaTe, ye CTe U3JI0’KEHU Ha MOBUIIIEH PUCK OT 3apa3siBaHe C
xenatut B.

. Bamwsar nekap me Bu u3cnenBa 3a Bupyca Ha Xxenatur B.

° [Ipu manmeHTH, KOUTO Ca HOCUTENH HA BUPYyCa Ha XeMaTUT B, JedueHneTo ¢ HHXHOUTOPH Ha

TNF, kato Remsima, Moxe J1a JIoBe/ie JIO PeaKTHBALIMS Ha BUPYCA, KOSITO B HSIKOU CIIy4ad MOXKE
Jla ObIIe *KUBOTO3acTpaIaBaria.

. AKO TIONTyYuTe peakTHBAIHA Ha XenaTuT B, Moxe ma e Heobxomumo BammsaT nexap na crpe
nedeHueTo By u € Br3MOKHO 1a By nipriioxku ekapcTBa, KaTo eheKTUBHO aHTUBUPYCHO
JIeYCHHE C MOAIBPIKAILO JICUCHHE.

[IpoGieMu CbC CHPILETO

° YBenomere Baius iekap, ako UMaTe KaKBUTO U J1a € MPOOJIEMH ChC ChPIIETO, KATO HAIIPUMED
JIeKa CTEICH Ha ChpJeYHA HETOCTAThYHOCT.
° Bamust nekap e npociieisBa BHUMATENHO cbpeuHaTta Bu geiiHoCT.

HezabaBHo yBenomeTe Bammus nekap, ako o BpeMe Ha JiedeHHeTo ¢ Remsima pa3Brere HOBH WiH ce
BJIoHIaT ChbIICCTBYBAIIM CUMIITOMU Ha ChbpA€UHa HCAOCTATHYHOCT. Te3u cuMnTOMHU BKIIIOYBAT 3aayXx
HJIM OTUYAaHC Ha KpaKaTta.

Pak u aumdom

. [Ipenu na 3amoune nedennero Bu ¢ Remsima, yBemomere Barmust nexap, ako IMaTe WK CTE
uManu muM@om (BU pak Ha KPbBTa) MM KaKbBTO M Jja OMIIO APYT BHUJ PaK.

o IIpu manueHTuTe ¢ TEXbK PEBMAaTOMAEH apTPUT C rojisiMa AaBHOCT PUCKBT OT Pa3BUTHE Ha
nuMdoM MoKe Jia € TIO-BUCOK.

o [Tpu manmeHTUTE MPUIOKEHNUETO HA Remsima Moxe Jja MOBUIIM PUCKa OT pa3BUTHE Ha
nuM$oM WM ApYT BHJ pak.

o Hsikon manmenTy, kouto ca 6unu Ha jieueHue ¢ TNF-Onokepu, BKIIIOUUTENHO HHPIMKCUMAO, ca

pa3BUIIM PSAABK BHJL paK, HApeUYeH xenaroymeHaieH T-kineTbueH sumdom. [To-ronsimara yact ot
TE3M MALMEHTH ca OWIN MJIaJ MOMYETA WIM MBKE U [IOBEUETO OT TAX Ca UMAJIH CHIO HUIU
6onect Ha Kpow, iy yiiepo3eH KomuT. To3u BU pak OOMKHOBEHO 3aBBPINBA ChC CMBPT.
[TouTH BCHYKHM MAIMEHTH Ca TIOy4aBaIU ChIIO U JIEKAPCTBA, ChABPIKAIIU a3aTHONPUH HIIH
MEpPKaNTONypHH B nomrbiHeHue KbM TNF-010kepu.

. Hsikou oT manueHTuTe, ieKyBaHu ¢ MH(QIMKCUMa0 ca pa3BUIIM ONPECIICHH BUIOBE paK Ha
kokata. Kaxkere Ha Bamust nekap, ako 1Mo Bpeme Ha JICUYCHUETO WITH CJIe]] HEro MMa HIKaKBH
MPOMEHH B ChCTOSIHUETO Ha KOXka Bu mim o0pa3yBaHus Mo Koxara.

. Hskou xeHu, neKkyBaHu ¢ HHOIMKCHUMA0 32 pEBMATOMJICH aPTPUT Ca Pa3BHJIM PaK Ha IIHHKATa
Ha Mmartkata. [Ipu sxeHu, npuemaiiny Remsima BKIIFOUMTETHO TE3W Ha Bb3pacT Haj 60 roquHu:
JISKapsT MOJKE JIa IPerophya PeIOBHY MIPETJICIU 3a paK Ha IIHHKaTa Ha MaTKaTa.

Benoapobuu 3a00i1siBaHMs WIIH TIOTIOHOIIYIIIEHE

. IIpenu na Bu 0b1e npunoxena Remsima, yeenomere Barnust jiekap, ako crpajgare oT
OenoapoOHO 3a00Is1BaHe, HAPEUEHO XPOHMYHA 00CTpyKTHBHA OestonpodHa Oonect (XOBB) unu
aKo IyIIUTE MHOTO.

. ITauuenture ¢ XOBb u nanyenTure, KOUTO MyIIaT MHOTO, MOXKE JIa Ca C MOBUILIEH PUCK OT
pa3BUTHUE HA PaK 110 BpeMe Ha JieueHHneTo ¢ Remsima.
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3aboiisiBaHMs HA HEPBHATA CHCTEMA

. YBenomere Bammus nekap, penn n1a Bu 0b1e npritoked Remsima, ako ctpagare Wiin HIKOTa
CTe CTpajaiu oT 3a00IsiBaHe, 3acsrailo HepBHATa cucTeMa. ToBa BKIIOYBA MHOXKECTBEHA
cKkiiepo3a, curapom Ha ['mnen-bape, ako cte uManu repuoBe Wi Hskora Bu e moctasHa
arHosa ,,HeBPHUT Ha 3pUTCITHHS HEPB”.

AKo TIo Bpeme Ha JiedeHreTo ¢ Remsima pa3Bruere CHMIITOMH Ha HEBPOJIOTUYHO 3a00sIBaHE,

He3abaBHO yBenoMmere Bamust nexap 3a Topa. Te3u CUMIITOMH BKIIFOUBAT IPOMEHHU B 3PCHUETO,

c1abocT B phlieTe Wi KpakaTa, M3TPhIIBaHE WIH ,,MpaBydIKaHe  Ha KOSTO U JIa € 4acT OT TsIoTo Bu.

IlaTonormyay KOKHHA XOA0BE

. [Ipenn na 3amoune neuernnero Bu ¢ Remsima, yBenomere Bamms nekap, ako umate
MATOJIOTHYHU KOKHU X0/10Be (puctyinn).

Bakcunanuu

. VYBenoMmere Bamus nekap, ako ckopo ca Bu npaBeHu BakcuHalM Wi Bu npeactosT Takusa.

o [Ipenu 3anouBane Ha edeHreTo ¢ Remsima, TpsiOBa qa Bu ObmaT HanpaBeHn
MpEeNophUYUTETHUTE BakcuHAMKU. Moxe 1a Bu ObaaT HanpaBeHU HSIKOM BaKCHHU 110 BpeMe Ha
neueHnero ¢ Remsima, Ho He TpsOBa 1a Bu ce nmpaBsT ’KMBU BaKCHHHU (BaKCUHU, KOUTO
CBHABPIKAT JKUB, HO 0TcIa0eH HH(EKINO3eH areHT), 1okato Bu ce mpunara Remsima, Tbi KaTo
TE€ MOTAT J1a IPUYNHAT HHPEKINH.

o Ako cte momrydaBaian Remsima, mokaro cre 6mna OpemeHHa, Bamrero 6ebe chio Moxe 1a e ¢
MIOBHUIIIEH PUCK OT pa3BUTHE Ha MH(EKINs, B Pe3yITaT HA MPUIIOKEHNE HA )KBA BAKCHHA TIpe3
IbpBaTa TOAMHA OT )XKMBOTA. BaxkHO e ma nHpopMupare ekaps Ha Bamero 6e6e u apyrure
MEIUIMHCKH CIICIIMAIICTH 32 JieueHneTo Bu ¢ Remsima, 3a j1a morar Te 1a pemar kora
Bamero 6e6e Moxe na ObJie BAKCHHUPAHO, BKIIFOYUTEITHO XKUBY BakcuHU kato BCG BakcuHaTa
(u3nos13BaHa 3a PEJ0TBPATIBaHe Ha TYOCPKYJI03a).

o AKO KbpMHTE, € BaKHO Ja MHQopMupaTte jekaps Ha Bamero 6ebe 1 qpyrute MeTuIMHCKA
CIICIIMAINCTH 3a JedeHuero Bu ¢ Remsima, npeny na Ob/1e npritoskeHa KakBaTo U Ja € BaKCHHA
Ha Bamero 0ebe. 3a moBeye nHPOpMAIHs BUKTE TOUKa ,,bpeMEHHOCT, KbPMEHE U
depruimTeT.

TeDaHeBTI/I‘-IHI/I I/IHd)eKHI/IOSHI/I arcHTHu

o YBenomere Bamms nekap, ako Hackopo ca Bu npunoxxwim i Bu npeacrou na Bu npuioxar
JieueHHe ¢ TepaneBTHYeH HH(peknno3eH areHt (karo pnuBane Ha BCG, u3mon3Bano mpu
JIEYEeHUE Ha PaK).

OHeDaHI/II/I WKW CTOMATOJIOrMYHY MaHUITYJIalTun

L4 yBeI{OMeTC Bamms JICKap, ako Bu IpeaACTOAT OIICpallv UKW CTOMATOJIOTMYHU MAHUITYJIAllAU.
L4 yBeI{OMeTC XHUpypra ujm ctomMaToJiora Cu, 4€ CT¢ Ha JICHCHHUC C Remsima, KaTO UM INOKAXETC
Bamara HaIllOMHJIIA KapTa Ha IIalfMuCHTaA.

IIpoGiuemu ¢ uepuusa apood

o Hsikon marnmenTH, Ha KOUTO ce mpuiiara Remsima, pa3BuBar cepruo3HH 4YepHOAPOOHU
npoOieMu.
. YBenomere He3abaBHO Bamus nekap, ako uMaTe CUMITOMH Ha YePHOIPOOHH MTPOOIEMH 110

BpeMe Ha jiedeHueto ¢ Remsima. [lpu3Hanure BKIIOYBAT NOXKBITABAHE HA KOXKATa U OUUTE,
NOTHMHSIBAaHE HA YpHUHATa, 00JIKa MM MOJ{yBaHe B JSICHOTO IoJipedpue, O0JIKa B CTaBUTE,
KOXKHU OOpHBH WM TIOBUINIABAHE HA TEMIIEpaTypara.
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TToumxeH Opoii KPBEBHU KJIETKH

o [Ipu HAKOW MaIMEHTH, Ha KOUTO ce mpriara Remsima, opraHu3MbT HE € B ChCTOSIHHC 1
MPOM3BEX A JOCTATHYHO KPHBHH KIIETKH, KOUTO J]a ce OOPSIT ¢ MHPEKITUUTE U 1a CIIHPaT
KbpPBEHETO.

o YBenomere He3abaBHO Bamms ekap, ako MaTe CUMITOMH Ha TTIOHIKEH OpOit KPBBHU KIETKH

o BpeMe Ha jieueHreTo ¢ Remsima. [IpusHanuTe BKIIOYBAT MOCTOSHHA TEMIIEPaTypa,
KPBBOMBIINBH WJIH JIECHA TIOsIBA HA KPHbBOHACSIAHWS, MAJIKW YSPBCHY WJIHU JIMJIABU TICTHA,
MPEAN3BUKAHN OT TTOJIKOYKHO KbPBEHE, WITH OJICIOCT.

Hapyiienns Ha UMyHHaTa cCUCTEMa

o Hsaxown nanmenTy, Ha KOUTO ce mpmiiara Remsima, pa3BuBaT CHMITOMH Ha HapyIIeHUE Ha
MMYHHaTa cUCTeMa, HapeUueHo JIyIyC.
o YBenomere HezabaBHO Bamst jgekap, ako pa3BueTe CHMITOMHE Ha JYITyC IO BpeMe Ha

JIeueHneTo ¢ Remsima. HpI/ISHaHI/ITC BKJIIOUBAT 00JIKa B CTABUTE HIIH YyBCTBUTCIIHU HA
CIIBHYCBA CBCTJIMHA O6pI/IBI/I 10 6y3I/ITe WK pBLULTEC.

Jeua v roHOIIN
He naBaiite ToBa JIeKapCTBO HA €L U IOHOIIM 1O, 18-roauinHa Bb3pacT, 3al10TO JUIICBAT JAHHH,
KOMTO JIa TOKa3Bar, 4e JIEKapCTBOTO € 0€30MacHo u JCHCTBA B Ta3H Bh3pacToBa Ipyma.

Hdpyru sekapcrea 1 Remsima

[MaumeHTHTE ¢ BH3NATUTEIHHU 3200IIIBaHHS IPUEMAT JIEKapCTBa 32 JICUCHHE Ha TAXHOTO ChCTOSIHUE.
Te3u iekapcTBa MOTaT /1a NPEIU3BUKAT MOABA HA HEXKEJIaHU peakuuu. Bamusat nekap me Bu
NIOCHBETBA KOM APYIH JEKapCTBa 1a MPOIBIDKUTE Ja IpUeMarte B Xo/a Ha JieueHreTo ¢ Remsima.

Wudopmupaiite Bamms nekap, ako W3moia3BaTe, HACKOPO CTE U3IMOI3BANN HITH € BB3MOXKHO Ja
U3I0JI3BaTe APYTHU JICKapCTBa, BKIIOUUTEIHO BCUUKHU JIPYTH JIEKapCTBa 3a JICUeHUe Ha 6osiecTTa Ha
KpoH, ynepo3eH KOIuT, peBMaTOUAEH apTPUT, aHKWIIO3UPAILL CIIOHANIIUT, ICOPUATHYEH apTPUT UIIU
NICOPHA3NC, WIH TaKHBA, KOUTO CE OTITycKaT Oe3 perenta — KaTo BATAMHHHU WM OMJIKOBH IIpErapaTH.

B wactHoCT yBenmomeTe Barms iekap, ako U3MoJ3BaTe HAKOE OT CIeTHUTE JIEKApCTBa:

e  JlexapcTBa, MOBIMSABAIIM HEPBHATA CHCTEMA.

e  Kineret (chappka aHakuHpa). Remsima u Kineret He TpsiOBa fa ce mpuiaraT eTHOBPEMEHHO.

° Orencia (cpapprka abararent). Remsima u Orencia He TpsOBa /1a ce MprIarat eIHOBPEMEHHO.
He tpsibBa na Bu mpunarar »kMBY BaKCHHU JIOKaTO H3M0NI3BaTe Remsima. AKo cTe H3Mmoi3Baiu
Remsima mo Bpeme Ha OpeMeHHOCT 1M B ce nmpuiara Remsima jgokaTo KbpMuTE, KaXeTe Ha JIeKapsi
Ha Bamero 6e0e u qpyrure MeTUIIMHCKH CIICIMAINCTH, KOUTO Ce TpIKart 3a Bamero 6e6e 3a
nedenuero ¢ Remsima npenu aa BakcuHupar 6edeto Bu ¢ KakBUTO U 1a € BAKCHHU.

AKO He CTe CUTYPHH JaJIi Helllo 0T M30POSHOTO 10-Tope ce oTHacs 3a Bac, nocwsBerBaiite ce ¢ Bamus
nekap, papmaneBT WM MEUIIMHCKA CecTpa Mpeau ynoTpedara Ha Remsima.

BpemenHocT, KbpMeHe U (pepTHINTET

o Axo cTe OpeMeHHa WM KbPMUTE, CMSTATe, Y€ MOXKeE Jia CTe OpeMEHHA MM TUIaHUpaTe
OpeMeHHOCT, oChBeTBalTe ce ¢ Bamus nekap npean ynorpedara Ha TOBa JIeKapcTBO. Remsima
TpsiOBa J1a ce U3M0II3Ba [0 BpeMe Ha OPEMEHHOCT HIIH JIOKaTO KbPMHTE, caMo ako Bammst
JieKap MpereHy, 9e ToBa € Heobxoaumo 3a Bac.

o Mo Bpeme Ha eyeHneTo ¢ Remsima, KakTo 1 B MPOABIDKEHHUE HAa 6 Mecenia ciiell Kpast Ha
JedyeHneTo, TpsiOBa aa u3dareare 3adbpemensiBane. O0cpaere ynorpedara Ha KOHTPALENTUBHU
CpeICTBa Mpe3 TO3M Nepros ¢ Bamms nexap.

o Ako cre noryyaBasin Remsima o Bpeme Ha OpemMeHHOCTTa, Bamero 6ebe Moxe 11a e ¢
MTOBHINIEH PUCK OT Pa3BUTHE HA MHQEKITHU.
o BaxHo e 1a napopmupare nekaps Ha Bamreto 6e6e u [pyruTe MEIUIIMHCKN CIICIIUATIICTH 32

neuenunero Bu ¢ Remsima, npeau na 6b1at npuinoskeHn KaKBUTO U J1a OMJIO BAKCUHH Ha
Bamero 6e0e. Ako cte mony4aBanu Remsima no Bpeme Ha OpeMeHHOCTTa, IPUJIAraHEeToO Ha
BCG BakcuHa (M31n013BaHa 3a MpeloTBpaTsBaHe Ha TyOepKyo3a) Ha Bamero 6ebe B paMkuTe

210



Ha 12 Mecena ciej paxIaHEeTO MOXKeE Jia JIOBeJIe 10 MHPEKIHS ChC CEPUO3HU YCIOXKHEHUS,
BKJTFOUHMTEITHO CMBPT. Barmero 6ebe He TpsOBa m1a Ob/ie BAKCHHUPAHO C )KUBH BAaKCHHU KaTO
BCG BakcuHata B pamkuTe Ha 12 Mecena ciiei pakaaHe, OCBeH ako JiekapsT Ha Bairero 6e0e
He Tpernopbua JApyro. 3a moBeue HHPOPMAIUS BUKTE TOUKATA 32 BAKCUHAIIHU.

o AKO KbpMHUTE, € BXHO J1a WHpopMUpare jiekaps Ha Barero 0e0e 1 ApyruTe MeUIIMHCKH
CHETMATINCTH 3a JiedeHneTo Bu ¢ Remsima, npenyn ga 6b1e mpuiiokeHa KakBaTo H Ja € BaKCHHA
Ha Bamrero 6e6e. Bamero 6e6e He TpsiOBa /1a Ob/1e BAKCHHUPAHO C )KUBH BAaKCHHHU JTOKATO
KBpPMUTE, OCBEH aKo JieKapsT Ha Bairero 6ebe He nmpenopbua Ipyro.

o CroOliaBanu ca cliydau Ha CUITHO IOHIKEH Opoii Ol KpbBHU KJICTKH MPH KbpMaueTa, POJICHH
OT XeHH, JIeKyBaH! ¢ HHMIMKCUMa0 1Mo Bpeme Ha OpemeHHOCTTa. AKo Bamrero 6ebe nma
MTOCTOSTHHO TIOBHIIIEHA TeMIIepaTypa wiu HH(peKn, He3abaBHO ce CBBPKETE C JIeKaps Ha
0ebeto Bu.

Ilodupane u padoTa ¢ MAIIIHHH

He ce ouakBa Remsima na moBnusie cnocooHoctTa B 32 modupane u padota ¢ MalmHu. AKO ciie[
uH}y3usaTa Ha Remsima yceture ymopa, 3aMastHOCT WJIM HE Ce YyBCTBATe A00pe, He Mmodupainte u
HeJIelTe J1a U3M0JI3BaTe HHCTPYMEHTH WK Jia pa0OTHTE C MAITUHH.

Remsima cbabpska HaTpUid M cCOPpONTON
ToBa ekapcTBO ChIbpKa HATPUH, Mo Masko oT 1 mmol (23 mg) Ha 103a, T.e. MOXKe J1a ce Kaxe, ue
MPaKTUYECKU HE ChIbpiKa HATpuH, u 45 mg copOUTOIN BBB BCsika 103a ot 120 mg.

Remsima csabpika mosmcopoar 80

Toga nekapcTBo chabpika 0,5 mg monucopoar 80 BHB BCSKa MPEABAPUTEITHO HAITBJIHEHA THCAJIKA,
KouTO ca ekBuBasieHTHH Ha 0,5 mg/ml. [lonwcopOaTute MoraT 1a MPUYHUHSAT AIEPTUYHN PEaKIIHU.
TpsbOBa ma kakeTe Ha Bamms jgekap, ako IMaTe YCTAaHOBEHH aJIeprHH.

3. Kak n1a n3noa3Bare Remsima

Bunaru u3nosnsBaiiTe ToBa JeKapcTBO TOYHO KakTo Bu e ka3zan BamusT nekap. AKo He CTe CUTYpHU B
Helllo, nonuTaiTe Bammus nexap.

PeBMmaTouen apTpur

Bammusr siekap mie 3ano4se ieueHuetro Bu cbe unu 6e3 nHTpaBeHo3Ha MH(QY3us Ha MH(IMKCHMa0 B
JIBE JI03H OT 3 Mg 3a BCEKM KHJIOTpaM OT TeJIeCHOTO BH Terso (11e ce BIuBa BbB BeHa, OOMKHOBEHO Ha
pbkaTa Bu, 3a nepuon ot 2 yaca). AKo 3a Ha4ajio Ha JICYCHUETO Ce TpUIaraT UHTPABEHO3HU HH(DY3Un
Ha J1031 UHIUKCUMA0, Te ce MpuiiaraT rmpe3 2 ceIMUIM Ype3 HTpaBeHO3Ha HDY3Us. 4 ceIMUTIH
CJIe]] IocaeqHaTa HHTPAaBEHO3HA HH(Y3Hs LI OTYy4HTe

Remsima upe3 WHKXeKIus 1MoJ1 Koxarta (TO0IKOKHA HHKEKIIUS ). AKO 3a 3a1l0YBaHE Ha JICYCHUETO IIIE Ce
u3Mnoa3Ba Remsima 3a moAKoXHO MpHUIIOXKEHUE, TPAOBA Ja ce npuiara Remsima 120 mg karo
MOJKOKHA WHXKEKLUS, IOCIEABaHa OT IOMBJIHUTEIHN OAKOXKHN HHXeKIMH 1, 2, 3 u 4 cenMunu ciea
I'bPBaTa MHXKEKIHS U CJIE TOBA Ha BCEKH 2 CEAMUIIM.

OO6wuuaiiHo npernopbhYMUTEIHATA 1032 Remsima 3a mokoxHa nmkekius € 120 mg BeAHbXK Ha BCEKU 2
CeIMUIIM, HE3aBUCUMO OT TETJIOTO.

IlcopuaTnyeH apTpuT, aHKUJI03Upan] CHOHAWINT (0oJsiecT Ha BexTepeB) u ncopuasuc

Bammusr siekap mie 3ano4se ieueHueto Bu ¢ nHTpaBeHo3Ha HHY3HUA HAa HHPIMKCUMAO B IBE IO3H OT
5 mg 3a BCeKH KMIJIOTpaM OT TeJIeCHOTO Bu Tero (1e ce BIuBa BbB BeHa, 0OOMKHOBEHO Ha pbkara Bu,
3a mepuoj oT 2 yaca). Te ce mpuiarar npe3 2 ceIMUIIM Ype3 HHTpaBeHO3HA HHY3US. 4 CEIMUIIH CIIE]T
nocjieJHaTa HHTPaBeHO3Ha HH(Y3HS 11Ie oTy4nTe Remsima upes WHKeKIus 1MoJ1 Koxkara (T0IKOKHa
WHKEKITHS ).

OO06uyaitHO TIpenopbUnTeTHATA 1032 Remsima 3a mogakoskHa HHKeKIHs € 120 mg BeIHBX Ha BCEKU 2
CeIMUIIM, HE3aBUCUMO OT TETIIOTO.
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BoJect Ha KpoH 1 yJjnepo3eH KOJIUT

BamusT nekap 1mie 3anouHe jgeueHueTo By ¢ mHTpaBeHo3HA MH(Y3Hs HA MHPIUKCUMAO B IBE WK TPU
JIO3M OT 5 Mg 3a BCEKH KHJIOTpaM OT TeJIeCHOTO Bu Ter:o (ie ce BIuBa BbB BeHa, OONKHOBEHO Ha
pbkaTa Bu, 3a mepron ot 2 yaca). Te ce mpumarar mpe3 2 ceIMUITN Ype3 HHTPABEHO3HA HH(PY3HS U
MO J1a Ce MPUIOKH JOMIBIHUTEIIHA MHTPABEHO3HA NH(Y3H 4 CEIMUIM clie/ BTopaTta uHpy3us. 4
CEJIMMIIU CJIE]] MOCIIeIHATa UHTPABEHO3HA HH(Y3Us 11Ie oay4ynTe Remsima upes3 HHKEKIUS 1Mo/
KoKaTa (TIOAKOKHA HHKCKITHS).

OO6wnuaitHo mpenoprUnTENHATa 1032 Remsima 3a moakoxkaa nmkekwst € 120 mg BeAHbXK Ha BCEKH 2
CeJIMHIIY, HE3aBUCHMO OT TETJIOTO.

Kak ce npniara Remsima

o Remsima 120 mg nHXeKIHMOHEH Pa3TBOP Ce MpUIara camo upe3 WHKEKLUS MO KoXKaTa
(moakoXHO MpHJIoKeHue). BaskHo € na mpoBepuTe JaHHUTE BBPXY OMAaKOBKATa Ha MPOAYKTa, 32
Jla ce yBEpHUTe, Ue ce OTITyCKa MIPaBIIIHATA JIeKapcTBeHa (hopMa, KaKToO € MPEeAIICaHo.

o 3a manueHTH ¢ peBMaTOUICH apTPUT — Bamusr ekap Moske Ja 3amouHe jJedeHneTo ¢ Remsima
ChC WM 0€3 MHTPAaBEHO3HU NH(Y3UHU Ha 03¢ WHGIUKCHMAO0. 3a MaUeHTH ¢ aHKUIO3HUPAIIl
CIIOHJTUJINT, TICOPUATUYCH apTPUT WIX NICOPHA3UC — ¢ By ObJaT mpuiioKeHu e 103U
nHQIMKCUMa0 uype3 HHTpaBeHO3Ha HH(QY3uUs 32 Havano Ha Bamero nevenue. [pu nanuenture c
Oonect Ha KpoH miu yimepo3eH KOIHT 3a 3arouBaHe Ha JjedeHrneTo ¢ Remsima me 6bpaat
TIPHUIIOKEHU JIBE W TPY UHTPABEHO3HU WH(Y3UH ¢ HHPIHKCHUMAO.

o [Ipyn manyeHTy ¢ peBMaTOMICH apTPHT, aKo JiedeHneTo ¢ Remsima 3amoune 6e3 MHTpaBeHO3HA
WHQY3us Ha ABe 1031 HHMIMKcHMa0, B OoJHATa TaOJHIIA € MOKAa3aHO KOJIKO YeCTO 0ONYaiiHO
e nmpuemare Remsima 120 mg moakokHO cliesr MbpBaTa IMpueTa 103a.

2-pa ngo3a 1 cenmuua caen 1-Bata no3a

3-ta ;o03a 2 cenMmuLM cien 1-Bata o3a

4-ta o3a 3 cepmuIu cien 1-BaTta qo3a

5-a mo3a 4 cepmuny cien 1-BaTa mo3a

Craensamy 1031 6 ceqmuIy cien 1-BaTa mo3a U clied ToBa Ha
BCEKH 2 CEIMUIN

o [lle Bu Obaat npuiiokeHH 1B€ HHTPaBEHO3HU MH(Y3UH Ha 1032 HH(IMKCUMA0 npe3 2 ceAMUIN
oT Bamms nexap wim MeJUIMHCKA CecTpa U MOXKe J1a ObAaT MPUIIOKEH! JOITBIHUTSITHH
WHTPaBEHO3HU MH(PY3UU 4 CEIMHIIN clie]l BTOpaTa WHQY3Us TP MarueHTuTe ¢ 6onect Ha Kpon
U yJIIepO3eH KOJHT T10 MpelieHKa Ha Bamms nekap 3a Havano Ha jJedenuero ¢ Remsima.
[TepBaTa noakoXxHa HHXKEKIUs Remsima 1ie Ob/1e mpuitoykeHa 4 ceIMHUIM CiIe ocieIHaTa
WHTpaBeHO3HA WHQY3HUs, MOCTeIBaHa OT OJKOXHH UHXKEKIIMH Remsima, nmpuiaranu Ha BCEKH

2 CeIMUIIH.

o [ThpBaTa MOAKOMXKHA UHXKEKITHMSI HA Remsima 1iie ce mpuitoku moj1 HabmoieHneTo Ha Barms
nekap.

o Crner moaxo/s1110 00yUYeHHe, aKko ce YyBCTBaTe N1o00pe o0yueH(a) u yBepeH(a) na cu

nHxektupaTe Remsima cam(a), Bammsar nexap moxe 1a Bu mo3Bonu 1a cu HHXKEKTHpATe
cam(a) crieaBaliuTe 1034 Remsima BKbIIH.

o I'oBopete ¢ Bamms nekap, ako MMaTe HIKAKBH BBIIPOCH OTHOCHO TOBA KaK CaAMH Ja CH
noctaBute wkeknusaTa. e Hamepure moapooHY ,, MHCTPpYKIMH 32 ynoTpeda“ B Kpas Ha
Ta3H JHMCTOBKA.

AKO cTe M3M0JI3BAJIM I0BeYe 0T HeoOxoauMaTa 1032 Remsima

AKO CTe M3MOoI3BAIM TIOBEUE OT HeOOXouMaTa o3a Remsima (uiau upe3 HHKEKTHpPaHEe Ha MO-TOJISIMO
KOJIMYECTBO B OT/ICJICH CIIydal, MM KaTO IO MpUiiarate TBbP/E YeCTO), He3abaBHO HHGOPMUpANTE
siekap, hapMaleBT WK MEIUIIMHCKA cecTpa. BuHarn Hocere KapTOHEHATa OIaKOBKA Ha JISKAPCTBOTO
ChC cebe cu, IOpH | J1a € TpasHa.
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AKo cTe NMpONnyCHAJIM J1a U3I10J13BaTE Remsima

IIponycHaTta g03a ChC 3aKbCHEHUE A0 7 JHHU

Axo IMPOIMYCHETE 103a Remsima cbc 3aKbCHEHIE 0 7 mHU cieq IIbpBOHAYAIHO Ha3HAYCHATa 1034,
TpHGBa Ja MpUJIOKUTE IpoIyCHaTaTa J03a B€aHara. Bzemere caeaBamaTa cu 103a Ha clieaBaiiaTa
IIbPBOHAYAIHO IUIAHUPAaHa JaTa U CJICI TOBa IMPOABIDKETE C IIbPBOHAYaIHATa CXEMaA Ha IpujiaralHe.

IIpomycHaTa 103a ChC 3aKbCHEHHE OT 8 WJIM ITOBEYE JTHU

Ako niponrycHeTe /1032 Remsima cbc 3akbCHEHHE OT 8 WITH MTOBEYE JHU CJIC]l OPUTHHAIHUS Tpaduk 3a
Jlo3UpaHe, He TpsOBa Jia mpujiaraTe MpoIycHaraTa J1o3a. Baemere cnenBaiiara cu 03a Ha clieBalara
ITEPBOHAYATHO IUIAaHUPAHA JaTa U IS TOBa IIPOIBIDKETE C ITbPBOHAYAIHATA CXeMa Ha IpHIIaraHe.

AKo He cTe curypeH(Ha) Kora J1a cu HHxXeKkTHpaTe Remsima, obanete ce Ha Bamus ekap.

AKO UMaTe HSKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIOTpebaTa Ha TOBa JICKAPCTBO, MOMHUTATEe
Bammus nekap, papManeBT WM MEIUIIMHCKA CECTpa.

4. Bb3MOKHYM HelKeJIaHU peakluu

KakTo BcH4KH JieKkapcTBa, TOBA JIEKAPCTBO MOXKE Ja TIPSIU3BHKA HEXKETaH! PEaKIMU, BHIIPEKH Ye HEe
BCEKH T mojy4aBa. [loBeueTo HexeNaH! peakiuy ca JIEKU 10 yMepeHu. Bee nak, mpu Hskou
NAalMeHTH MOTaT J]a Ce Pa3BUAT CEPHO3HM HEXKEIaHH PeaKIiy, KOUTO Hajarat jJedenue. Hexemnanu
pEaKIMK MOTaT Ja ce Pa3BHAT | ClIe/l CIIUpaHe Ha JieueHneTo ¢ Remsima.

He3abaBHo yBenomere Bammus jexap, ako 3a0ejie;KuTe CJI1eIHOTO:

o Ipu3Hanyu Ha ajepruyHa peakus Kato NoayBaHe Ha JIULETO, YCTHHUTE, yCTaTa Wil I'bPIIoTo,
KOETO MOYKE /1a IPUYMHHM 3aTPyIHEHO MPErTbIIaHe WK 3a1yX, KOKEH 0OOpHB, KOIIPUBHA TPECKA,
MOAyBaHe Ha JJIaHUTE, XOAWIaTa WK TIe3eHnTe. Hakon oT Te3u peakiuu MoKe Jja ca CepHO3HH
WY J)KMBOTO3acTpallaBaly. AJIepriyHa peakiifs MOXe Jia ce pa3BHe B paMKUTE Ha 2 yaca Cliet
uH(}y3UATa WK NO-KbCHO. [Ipyry NpU3HALM HA HEXEJIaH! aJIeprUYHM PeaKiiy, KOUTO MOTaT Ia
ce TposiBST 10 12 aHU crien nHQY3UsITa, BKIIIOYBAT OOJIKHM B MYCKYJIMTE, TPECKa, OOJIKU B CTABUTE U
YeJFOCTHTE, OOJIKH B TBPIIOTO WITH TI1aBOOOIIHE.

o Ipu3Hanyu Ha JJOKaTHA peakiysi HA MACTOTO HA HH:KEKTHPaHe, KaTo, 3aUepBsBaHe, O0JKa,
cbpOeK, oLyBaHe, BTBbp/sABaHe, 00pa3yBaHe Ha CHHUHH, KbPBEHE, yCEIllaHe 3a OXJIaXKIaHe,
yCelaHe 3a U3TpbIBaHe, Ipa3HeHe, 00pUB, paHa, yPTUKApHsL, MEXYPH U CTPYTIEH.

o IIpu3Hauu Ha chpaEYHO YBpekIaHe KaTto AuckoMdopt miu 6oJKa B rbpauTe, 00jKa B pbKara,
0oJka B cToMaxa, 3ayX, TPEBOXKHOCT, 3aMastHOCT, CBETOBBPTEXK, NIPHIIAIBK, TIOTEHE, Ta/ICHE,
MOBpPBILAHE, TPENITEHE WK CHIIHO ChpLEeOHeHe B I'bpUTE, YCKOPEH MK 3a0aBeH ChpACUEH PUTHM
Y OTUYAHE HA KpaKaTa.

. IpuzHanm Ha nHpeKkuMs (BKIYUTEIHO U TY0epKYJ103a) KaTo NOBUIICHA TEMIIEpaTypa,
yMOpa, KalluInIa, KOsITO MOXKe Jia ObJie YIOpHTa, 33yX, TPHITONOI00HN CUMIITOMH, 3ary0a Ha
TETJI0, HOIITHO M3MOTSIBAaHE, TUapus, pa3paHsIBaHus, HATPYIIBAaHE HA THOW B yepBaTa WK OKOJIO
anyca (abcrec), mpobiaemMu ChC 30MTE HITH MAPEeIo yCellaHe MpH YpHHUPAHE.

o Bb3MO:KHM NpU3HALM HA PaK, KOUTO BKJIIOYBAT, HO HE CE OrPaHMUYaBaT [0 NOAYyBaHE Ha
JUM(pHUTE B3], 3ary0a Ha TEerjio, OBUIICHA TeMIIepaTypa, HeOOUYaliHN KOKHHU BB3JIH,
MPOMEHHU B OCHKH WJIM 1BETa Ha KOXKaTa, M HEOOMYaiHO BarHHAIHO KbPBEHE.

o IIpu3Hanu Ha Ges10APOOHO YBpekIaHe KaTo KaIlINIA, 3aTPYAHCHO JHUIIaHE WU CTSATaHe B
TbpAUTE.
o Ipu3Hany HAa HEBPOJOTHYHO yBpexkIaHe (BKJIIOYUTETHO MPO06JIeMH ¢ 0YHTE) KaTo

MpHU3HAIA HA HHCYJIT (BHE3AITHO M3TPhIIBAHE WU c1ab0CT Ha JIMIETO, pPhKaTa WIN KpakKa,
0c0o0EHO OT eJTHaTa CTPaHa Ha TsUIOTO; BHE3AITHO 00BbPKBaHE, 3aTPyAHEH FOBOP WM pa3OupaHe;
3aTpyTHEHO BUXKJIaHE C €JHOTO WJIM JIBETE OYH, TPYIHOCTH NPU XOJCHE, 3aMasHOCT, 3aryda Ha
paBHOBECHE WM KOOPAUHAIIMS, WM CHITHO TI1aBO0OJHNE), TPUTIAABIU, H3TPHIIBAHE/ MpPaByUKaHE
Ha KOSITO ¥ [Ia € YacT OT TSUIOTO WM CJIa0OCT B pPBIIETE U KpaKaTa, IPOMEHH B 3pEHHETO KaTo
HaIpUMeEp JIBOMHO BHKAHE, WIIH JPYTH IPOOJIEMH C OYHUTE.
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Ipu3Hany HAa YepHOAPOOHO YBpexkIaHe (BKIIOUUTEIHO XeNnaTuT B nHeKknus, KkoraTo cTe
UMali XermaTuT B B MHHAIOTO) KaTO MOXKBITABAHE HA KOXKATA MM OYUTE, ITIOThMHIBAHE HA
ypuHaTa, 00JIKa WM TIOyBaHe B ASICHOTO Toapebpue, 00sKa B CTaBUTE, KOYKHH OOPHBH HITH
MOBUIIIEHA TEMIICPATypa.

Ipu3Hanyu Ha HApylIeHHe HA UMYHHATA CHCTEMA, HApeYeHOo JYMYC, KaTo OOJIKH B CTaBUTE
WJIM YyBCTBUTEIIHU Ha CTbHYCBA CBETIMHA OOPHUBH 10 Oy3UTE WK PhIieTe (JIYITyC) WIH
KaIlUTHAIIA, 33/1yX, TPEeCKa WM KOKEeH 00pHB (CapKonm03a).

Ipu3Hanyu HAa NOHM:KeH OPoii HA KPLBHUTE KJIETKH KaTo MIOCTOSIHHA TEMIICPaTypa,
KPBBOU3JIMBY WIIH JIECHA MTOSIBA HA KPHBOHACSJIAHUS, MAJIKH YSPBEHH WIIU JIWJIABH METHA,
MPEIM3BUKAHM OT MOJIKOXHO KbPBEHE, HITU OJIEIIOCT.

IIpu3Hany Ha cepUO3HU KOKHH MPOOJIeMH KaTo YSPBCHUKABH, [TOI00HN Ha MUIIICHA TICTHA
WM KPBIIIH [IETHA YECTO C MEXYPH B IIEHTHPA, PA3MOJIOKEHH TI0 TSIIOTO; TOJIEMHU 00JIacTH OT
Oernemra u moiea ce (ekchonrpaiia) Koxa, S3BH B yCTaTa, IbpI0TO, HOCA, TIOJOBUTE OPTaHU
Y OYUTE WJIM MAJIKH IMOJAYTHHH, ITBJIHU C THOH, KOUTO MOTAT JIa C& Pa3mpOCTPaHST IO TSUIOTO.
Te3u KOKHU peakuu Morar Ja ObJIaT NPUAPYKEHU OT MOBUIIICHA TeMIIepaTypa.

HezabaBHo yBenomeTe Bamus nekap, ako 3a0enexure HIKOU OT U30POEHUTE Mo-rope Oemesm.

CrneHATE HEXKETAHU PEaKIMU ca HaOJIto1aBaHyu nmpu Remsima:

MHoro 4yecTH: MOXe J1a 3acerHaT noseue oT 1 Ha 10 gymm

Bboinka B kopema, rajiexe

BupycHu nHdeknnu kato xeprec Win TPpUIl

I/IH(I)GKHI/II/I Ha TOPHUTC AUXATCIIHU ITbTUIIA KaTO CUHY3UT
I'maBoGosue

Hexenanu pCaKknumn, CBbpP3aHu C MHKCKIUATA

Bbounxka.

YecTu: Mmoxe na 3acerHat a0 1 Ha 10 gymm

[IpomsHa Ha pyHKIMATA HA YEPHUS P00, MOBUIIIABaHE HA YEPHOAPOOHUTE EH3UMHU
(ycTaHOBsIBa ce OT U3CIICABAHUATA HA KPBB)

BenoapoOHu nim rpbaan MHOEKIMU KaTo OPOHXUT WITU THEBMOHHUSI

3aTpyiHeHO WK 00JIC3HEHO JUIaHe, O0JIKa B IbPAUTE

KpbBou3nuBu B cToMaxa Wi B YepBara, Tuapusi, CTOMAITHO pa3CTPOWCTBO, KUCEIHHH B
cToMaxa, 3areK

KompuBaa Tpecka (00puB), chpOSI] 00OpUB WIIH CyXa KOXkKa

HapymieHo paBHOBecHe WITH 3aMastHOCT

[ToBumena remmepaTypa, MOBUILIEHO MOTEHE

Hapymenus Ha KpbBOOOpAIIIEHHETO KaTo HUCKO HJIM BUCOKO KPBBHO HAJISITAHE
[MTocuHsiBaHe, rOpEIIN BBIHK WM KbPBEHE OT HOCA, TOIUIA U 3a4epBEHA KOXKa

Ymopa wim cnaboct

bakTepuannu nH}peKIUH KaTo OTpaBsHE Ha KPBBTa, abcliec WM HH(EKIUs Ha KoXKaTa
(memymuT)

I'bOuaHa MHPEKIMA Ha KOXKaTa

[IpoGnemMu ¢ KpbBTA KaTO aHEMHUSI WITM HaMaJleH Opoii OesT KPbBHH KIETKH

[oaytn numduu BB3TU

Hemnpecusi, HapyIIEeHUS Ha ChHS

[Ipobnemu ¢ ounTe, BKIIOYBAILM 3a4€pBIBaHE U HHPEKLINU

YckopeHa chplieuHa IeHHOCT (TaXxuKapIus) Wik chpuedrueHe

Bonka B craBuTe, MycKynuTe WK rbpoa

Wndexnus Ha MMKOYHHUTE TBTHIIA

[Ncopuasuc, mpobiemu ¢ KoxKaTa Kato ek3eMa | KOCOa,|

Peakiuu Ha MSCTOTO Ha MHXKEKTHpaHe KaTo O0JKa, IOIyBaHe, 3a4epBsBaHe WIN ChPOeK
CryneHu TpBIKH, HATPYIIBAHE HA TEYHOCT IM0J] KOXAaTa, IPUIMHSBAIIO I10TyBaHE
WatpwiBane ninum "MpaBydkaHe'.
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Heuectu: moxe aa 3acersnar go 1 va 100 gy

. Jlomo kxpbBOOpOCsBaHe, HAOKOBaHE Ha BEHA
. Cr0unpane Ha KPbB H3BBH KPHBOHOCHUTE CHIOBE (XEMAaTOM) HIIH KphBOHACSIaHE
o [Ipobnemu ¢ KoXkaTa KaTo MosiBa Ha MEXypH, OpaIaBUIIH, TTATOJIOTHYHO OIBETSIBAHE HA KOXKaTa

WM TMTMEHTAINY, TIOlyBaHe Ha YCTHUTE WK yaeOensBaHe Ha KoxaTta, K 3a4epBeHa Oeneria
Ce WJIH JIIOCTIeCcTa KoXa
o Texxku anepruynu peakuuu (Hamp. anadUIaKCHs ), IMyHOOOYCIIOBEHO 3a00JsIBaHe, HAPEUCHO
JyIlyC, alepruYHM PEaKLUH KbM YyXKAU IPOTCHHU
[To-6aBHO OT HOPMAJIHOTO 3apacTBaHE HA PAaHUTE
VYronemsiBane Ha YepHHS P00 (XEMaTUT) WIK Ha XKITHYHHUS MEXYp, YUepHOIPOOHO yBpeXKIaHE
PascesHOCT, pazapa3HUTENHOCT, OOBPKAHOCT, HEPBHOCT
[Ipobnemu ¢ ounTe KaTO 3aMbIJICHO MM OTCIa0CHO 3peHHe, IOAITyXBaHE Ha OUUTE, €UeMHK
HoBooTkpura unm Biomasaiia ce CbpAeYHa HEJOCTaThb4YHOCT, 3a0aBeHa ChpIe4Ha YeCTOTa
ITpunaabk
KonByncuu, HapymieHns Ha HEpBHAaTa cCUCTEMa
[lephopanus miu 3amyiBaHe Ha yepBaTa, O0JIKH B KOpeMa HIIM KpaMIly,
YronemsiBaHe Ha MaHKpeaca (TaHKPEaTHT)
["'b0mvHY MHpEKIUN KaTo KaHAU03a WITH IbONYHN WHPEKIINN Ha HOKTHUTE
Benonpobnu mpobiemu (kato 6enoapoOeH OTOK)
HarpymBane Ha Te4HOCT 0KOJIO GennTe IpoOoBe (TIeBpalieH H3IIHB)
CrecHsiBaHE Ha Bb3IyXOHOCHUTE IbTHUINA B OeNUTe APOOOBE, MPUUNHABALIO 3aTPYAHEHO
JUIIaHE
Br3nanenune Ha nuraBunata Ha Oenus Apod, Ipeau3BUKBAII0 OCTpa IPhAHA 00JIKa, KOATO Ce
BJIOLIABA MPH JUIIaHE (TJIEBPUT)
TyOGepkyno3a
WNudexnuu Ha 0b0penuTe
Hucwk Opoii TpoMOOIINTH, BUCOK OpOit OeNi KPBBHU KIIETKU
Barunanuu nHexuumn
KpbBHHUTE TECTOBE MOKA3BAT ,,aHTUTENA™ CPEILy COOCTBEHOTO TSIIO
HpOMHHa B HMBAaTa Ha XOJICCTCPOJI U Ma3HUHU B KPHBTA.
[ToBunraBane Ha TEra0TO (TIPH MTOBEYETO MAIMEHTH MTOBUIIIABAHETO HA TETJIOTO € MAaJIKO).

Penxu: moxe na 3acernat a0 1 va 1 000 aymm

o Bun pak Ha kpbBTa (MTUMBOM)

. [Iperoc Ha HEAOCTATHYHO KOIUIECTBO KUCIOPOI OT KPBBTA JI0 OPTaHUTE, TPOOIIEMH C
KpBBOOOPAIIEHNUETO KaTO CTECHIBAHE HA KPHBOHOCEH Ch/I

. Brananenne Ha Mo3buHaTa OOBHBKA (MEHUHTHUT)

o WNudexnuu nopaau orcnabeHa IMyHHA CHCTEMa

° Xematut B, ako B MUHAJIOTO CTE UMaJIk XeIaTuT B

o Brananenue Ha yepHUs ApoO, MPUUMHEHO OT MPOOJIeM ¢ UMyHHATa CUCTeMa (aBTOMMYHEH
XETaTHUT)

o ITpoGrem c yepHUs Apo0, MPUUMHSBALL HOXBITABaHE HA KOXKATa MM 04nTe (SKBJITCHULIA)

o [laToslornuHu ThKAaHHU OTOLM WM Pa3pacTBaHUs

o Texka anepruyna peakius, KOsTo MOXKe J1a IPUYUHHM 3ary0a Ha Chb3HaHUE U MOXe /1a Obje
YKUBOTO3acTpaliapaiia (aHapUIaKTHYCH MIOK)

o VY nebensiBane Ha MAIKUTE KPHbBOHOCHH ChJIOBE (BaCKYJIHUT)

o Hapymenus Ha »MyHHaTa cucTemMa, KOUTO MOTarT Jia 3acerHar oenure qpoOoBe, KoxKaTa U
nuMbHATE BB3IH (KaTO HAPUMEP CapKOU103a)

o HartpymnBaHe Ha KJIETKM HA UMYHHATa CHCTEMa B PE3yJITAT HAa BH3MAIUTETHA PEAKIIH
(TpaHyIOMAaTO3HU JIE3UH)

o HezannTepecoBaHOCT Wiy TUIICa HA EMOLIMU

o Cepro3HH KOXKHH 3a00JI5IBaHUS KATO TOKCHMYHA €NUIepMallHa HEKPOJIN3a, CHHAPOM Ha

CrtuBbHC-/[)KOHCHH U OCTpa TeHepan3upaHa eK3aHTEMaTO3Ha MyCTyI03a
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Hpyru npobiiemu ¢ Koxkarta KaTo epureMa My aTudopme, MeXypy U Oererna ce KoKa WIn
THOWMHH IBIKH (ypyHKYII032)

Cepuo3HH HapYIICHUS Ha HEPBHATA CUCTEMa KaTO TPaH3Bep3aJieH MUEIIUT, 3200 sBaHE,
Hano00sBaIo0 MHOXKECTBEHA CKIIEp03a, HEBPUT HA 3PUTEITHHS HEPB U CHHAPOM Ha [ mneHn-bape
Br3nanenune Ha OKOTO, KOETO MOXeE J1a TIPEAN3BUKA IIPOMEHH B 3PEHUETO, BKITFOUUTEITHO
ciemnora

HatpynBane Ha TedHOCT MEXTy OOBHBKUTE Ha CHPIIETO (IIEPUKAPIICH U3ITUB)

Cepno3Hu 6enoapoOHH mpodieM (KaTo MHTEPCTUITHATHA OeoapoOHa 6oect)

MenanoMm (BHI paK Ha KOXKaTa)

Pak Ha mmiikata Ha MaTkarta

[Tonmxken Opoii Ha KPBBHUTE KIIETKH, BKIFOUATETHO CHITHO IOHWKEH Opoii Oenn KPhbBHH KIIETKH
Manku 4epBeH! WIH JIWJIaBH METHA, TPEIN3BUKAHH OT MOIKOKHO KbPBEHE

OTKIIOHEHUS B CTOMHOCTUTE Ha KPBBEH MPOTEHH, HAPEUCH ,,KOMITIEMEHT ‘, KOMTO € 9acT OT
MMYyHHATa CHCTEMa

JluxeHouiHU peakuu(ChpOsI YSPBEHUKABO-JIMIAB KOXKEH OOPUB W/WIIM HUIIKOBUIHHA CUBO-
0enu INHUYM BBPXY JIUTaBHUIINTE).

C Hen3BeCTHA 4eCTOTA: OT HAJIMYHUTE JAaHHU HE MOXKE Ja 6’L,Z[€ HalpaB€Ha OILICHKA Ha Ye€CTOoTaTa

Pax

Psnbk pak Ha KpBBTa, 3acsralll TIIaBHO MJIaJi MbKe (XernaTolnueHalneH T-KieTh4eH JIuMpOoM)
YepHoapoOHa HEIOCTATHYHOCT

Mepken-KiaeTbueH KapIuHOM (BHI paK Ha KOXKaTa)

Capkom Ha Kanomm — psiiko cpeniaH pak, CBbp3aH ¢ HHPEKIHsI ¢ YOBEUIKH XepIeceH BUPYC 8.
Capxom Ha Kamomu Haii-4ecTo ce cpera moj ¢opmMaTa Ha MypIlypHH H3MEHEHUS BEPXY KOXKaTa
Bromasane Ha ChCTOSIHUE, HAPEUEHO AEPMATOMHUO3UT (IPOSIBSIBA CE KATO KOXKEH OOPHB,
MPHUIPYKEH OT MYCKYJIHA C1a00CT)

Copaeuer nHpapKT

Wucynt

Bpemenna 3ary6a Ha 3peHHETO IO BpeMe Ha MJIM B PaMKUTE Ha 2 yaca ciies HHy3usaTa
Wndexnus ot )xrBa BaKCHHA MOPaAX OTCIabeHa UMyHHA CUCTEMA.

[IpoGieMu cries; METUITMHCKH MTPOIeAYpH (BKITIOYBAINN HH(PEKITMO3HA U HEMH()EKIIMO3HU
npobiemn).

Cpol0maBaHe HA HesKeJIAHH PeaAKIHU

AKO TIOJTyYnTe HAKAKBU HEXEJIaHU Peakiny, yBeroMeTe Baiara nekap, hapManeBT Wid MeIUIIUHCKA
cectpa. ToBa BKIIIOUBa BCHUKU BH3MOXKHU HEONMCAHM B Ta3W JIMCTOBKA HEXeJlaHU peakuuu. Moxere
CBILIO 2 ChbOOIINTE HEXKETaHU PeaKkMy AUPEKTHO Ype3 HallMOHAJIHATa CHCTEMa 3a ChOOIIaBaHe,
nocoueHa B [Ipunoxxenne V. Karo cro0maBare HeXKellaHN Peakiiny, MOXKETe Jia aJieTe CBOS IIPHHOC
3a MoJIy4aBaHe Ha MoBeuye NH(OpMaIst OTHOCHO O€30IMacHOCTTa Ha TOBA JIEKapCTBO.

5.

Kak na coxpansiBate Remsima

[la ce cpxpaHsiBa Ha MsCTO, HEJIOCTBIIHO 32 JIela.

He usnosnsBaiite ToBa JIeKapCTBO ClIE/l CPOKA HA TOJJHOCT, OTOENA3aH BbPXY €THKETa U
KapTOHEHaTa OMaKoBKa ciex ,,l ogeH 10:”. CpoKbT Ha TOAHOCT OTrOBaps Ha MOCJIEAHUS JI€H OT
[IOCOUYEHUS MECELL.

Ha ce cpxpansBa B xnagmnHuK (2°C - 8°C). [la He ce 3ampassiBa. ChxpaHsBaiiTe
NpeABapUTEIHO HATBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 32 J1a C€ MPeAa3u OT
CBETJIMHA.

ToBa JilekapcTBO MOXeE Jia Ce ChXPaHsBa ChIIO M3BBH XJIAAWIHHUK, B OPUTHHAIHATA OIIAKOBKA
MIpH TemmepaTypa MakcumyM 25°C, eTHOKpaTHO 3a Mepro /10 28 JHH, HO HE U CJe]l JaTaTa Ha
W3THYaHE Ha TbPBOHAYAIIHHS CPOK Ha TOJTHOCT. B TakbB citydail He ro BpblaiTe 00paTHO 32
ChXpaHEeHME B XJIQAWIHUKA. Hanmumere HOBUSI CPOK Ha FOJHOCT BbPXY KapTOHEHATa OIaKOBKa,
BKJIFOUHMTEITHO JIeH/Mecer/TouHa. M3XBbpIiere ToBa 1eKapcTBO, aKo He Ob/ie N3MOI3BAHO B
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paMKHTE Ha HOBHUS CPOK HA TOIHOCT T CPOKA Ha TOHOCT, HalleyaTaH BbPXY OIaKOBKaTa, B
3aBHCUMOCT OT TOBA KO € Mo-paHeH.

° He m3xBbpiasiiTe mekapcTBara B KaHAIM3AMMATA I B KOHTEHHEPA 32 TOMAITHU OTHATbIIH.
[Nonwuratite Bamus dapmarieBT kak ga U3XBLPISATE JISKAPCTBAaTa, KOUTO BEUE HE U3IOJI3BATE.
Te3u MepkH 11e CHOMOTHAT 3a OIMa3BaHe Ha OKOJIHATa cpeaa.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

KakBo cpabp:xa Remsima

o AKTHBHO BeIECTBO ¢ MHPIIMKcMa0. Besika npeiBapuTeTHo HATbITHEHA MTUCAIKA C ¢IMHUYHA
nmo3a ot 1 ml ceappka 120 mg uaGIHKCHIMA0.
. JpyTu chCcTaBKY ca OLeTHA KHCETNHA, HATpUeEB arleTaT Tpuxuapar, copouron (E420),

nonucop6at 80 (E433) u Boja 3a HHKEKIIHU.

Kaxk u3rie:xxaa Remsima n kakBo chAbpiKa 0ONaKOBKAaTa
Remsima O6ucThp 10 omanecrieHTeH, 0e3nBeTeH 10 OaemokadsB pa3TBOp, KOWTO CE TOCTABS B
NpeBapUTETHO HATBITHEHA MMUCAKa 32 eJHOKpaTHa yroTpeoda.

Remsima 120 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HATBITHEHA rrcanka ¢ 29 G gukcupana
UIja U MacJIMHEHO3€eNeHO cTe0II0 Ha OyTanoTo ce Ipeasara B OaKOBKH, ChAbPKALIH |
MMPpEABAPUTECIIHO HAITBJIIHCHA IMUCAJIKa U 2 HaIoOEHU ChC CIIMPT TaMIIOHA, 2 NpeABAPUTCIIHO HAITBJIHCHU
IMHCAJIKU U 2 HAIIOEHHU ChC CIIUPT TaMIIOHA, 4 MMpeaABAPUTCIIHO HAITBJIHCHU MMHUCAJIKU U 4 HaMoEeHH ChC
CIIMPT TaMIIOHA WJIA 6 MMpEABAPUTCIIHO HAITBJIIHCHU MMHUCAJIKN U 6 HAIIOCHH ChC CIIUPT TaMIIOHA.

He BcuukM BHIOBE OMAKOBKH MOXE J1a OBb/IaT IIyCHATH B Ha Ma3apa.

IIpuTexaren Ha pa3pelIeHHETO 32 YIOTPeda U NPOU3BOAUTE
Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony

YHrapus

IIpousBoauren

Nuvisan GmbH
Wegenerstralie 13,
89231 Neu Ulm,
I'epmanus

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

OpanHnus

Kymos, SL

Ronda De Can Fatjo 7B, Parc Tecnologic del Vall¢s,
Cerdanyola del Valles,

Barcelona, 08290,

Ucnanus

Midas Pharma GmbH
RheinstraB3e 49

55218 Ingelheim am Rhein
I'epmanus
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3a JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI
MIPE/ICTABUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a yrnorpeoa:

Belgié/Belgique/Belgien

Celltrion Healthcare Belgium BVBA
Tél/Tel: +32 1528 7418
BEinfo@celltrionhc.com

bbarapus

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
YHrapus

Ceska republika

Celltrion Healthcare Hungary Kft.

1062 Budapest

Viéci ut 1-3. WestEnd Office Building B torony
Mad’arsko

Danmark

Celltrion Healthcare Denmark ApS

TIf: +45 3535 2989
Contact_dk@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: + 49 30346494150
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Ungari

EA\LGoa

BIANEE A.E.

TnA: +30 210 8009111 — 120

Espaiia
Kern Pharma, S.L.
Tel: +34 93 700 25 25

France
Celltrion Healthcare France SAS
Tél: +33 (0)1 71 2527 00

Hrvatska

OKTAL PHARMA d.o.o.

Tel: +385 1 6595 777
oktal-pharma@oktal-pharma.hr

Ireland

Lietuva

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Vengrija

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Magyarorszag

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Magyarorszag

Malta

Mint Health Ltd.

Tel: +356 2093 9800

info@mint.com.mt

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
Contact_no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860
office(@astropharma.at

Polska

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony

Wegry

Portugal
Celltrion Portugal, Unipessoal Lda.
Tel: + 351 21 936 8542

Romaénia

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Ungaria

Slovenija
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Celltrion Healthcare Ireland Limited
Tel: +353 1223 4026

Island
Vistor hf.
Simi: +354 535 7000

Italia

Celltrion Healthcare Italy S.r.1.

Via Luigi Galvani, 24 - 20124 Milano (MI)
Tel: +39 0247 927040

Kvnpog
C.A. Papaellinas Ltd
TnA: + 357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
1062 Budapest

Viéci ut 1-3. WestEnd Office Building B torony

Ungarija

OKTAL PHARMA d.o.0.
Tel: +386 1 519 29 22
info@oktal-pharma.si

Slovenska republika

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Mad’arsko

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact_fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77

contact _se@celltrionhc.com

JlaTta Ha mocyieqHO mpepasrJjexaane Ha gucropkata {MM/T'TTT}.

Apyru u3rounuuu Ha nHpopmauus

IMonpoOHa uH(popMaIus 3a TOBA JIKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHuus

1o JieKapcTBara https://www.ema.europa.eu.

7. Yka3zanus 3a ynorpeda u padora — ycJI0BHs Ha CbXpaHeHHe

[TpoueTere BHUMATETHO T€3W MHCTPYKIIVMH, TIPEJIU JIa U3M0JI3BaTe mucaikaTa Remsima.
Koncyntupaiite ce ¢ Bamus MeIUIIMHCKH CTIEUANNCT, aKO UMaTe HAKAKBH BBIIPOCH 3 M3IMOJI3BAHETO

Ha nucankata Remsima.

Baskna undopmanus

e  II3nmomsaiite nucankata CAMO ako Bammsit MeTuiinHCKH crienuanucT Bu e o0yuni Ha
MIPABWJIHUS HAYMH JIa CE IPUTOTBUTE U J1a OCTABITE WHKEKIIHSL.
e [lonwuraiite Bamms 1octaBunK Ha 3ApaBHU YCIYTH KOJIKO YECTO TPSIOBA JIa CH TIOCTABSTE

WHXCKIIWA.

e  (CMeHslTe MACTOTO HA UHKEKTUPAHE BCEKU BT, KOTATO CU MOCTaBATE UHXKEKIUA. Bcako HOBO
MSCTO Ha MHXKEKTHpPaHe TPsiOBa /1a € Hail-MaJIko Ha 3 ¢cm OT MPEAXOTHOTO.

e  He u3non3BaiiTe nucankara, ako ¢ Ouja u3lyckaHa Wik BUIMMO moBpeaeHa. [ToBpeaenara
nycalikaTta MoXe J1a He (PYHKIIMOHUPA MTPABIITHO.

e  He usnomn3BaiiTe NOBTOPHO MUCAIKATA.
e  Huxora He pa3kiamaiTe nucajikara.

3a nucaakara Remsima

YacTu Ha nucanakara (Bik. Quzypa A):
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Mpean Cnep
ynotpeba ynotpeba

Queypa A

L He cpansiite Kamadkara, JO0KaTO HE€ CTC T'OTOBH Ja MHKCKTUPATC. CJIC)Z[ KaTo CBaAJIMTC KalladyKara,
He s IOCTaBsIHTe OTHOBO Ha ITMCajIKaTa.

HO}IFOTOBKa 3a HHIKCKIUATA

1. Ch0epere MmaTepuaiuTe 3a HHKEKLHUATA.
a. [ToarorseTe uncTa, MIIOCKAa TOBBPXHOCT, KATO Maca WX IUIOT, B JOOpEe OCBETEHA 30Ha.
0. M3Bazmere nucankaTa OT KApTOHEHATa ONAKOBKa, B KOSATO C€ ChbXPaHABA B XJIAAWIHMKA Bu.
B. YBepere ce, ye uMate CIeAHUTE MaTepHaIH:

nycajika

HAIlOCH ChC CIHUPT TAMIIOH

namMy4eH TaMIOH WM Mapis™

neukoruacT*

KOHTEHHEp 3a U3XBbPJISIHE HA OCTPH MIpeaMeTH™®

*Komnonenmu, Koumo He ca 6KI04eHU 8 ONAKOBKAMA.

2. IIpoBepeTe mucajakKara.

He u3nonssaiite nucankara, ako:
e ¢ IIpomyKaHa WM NOBPEICHa.
®  CPOKBT Ha TOJHOCT € U3TEKBII.
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3. IIpoBepete JekapcTBOTO (B:K. Puzypa b).

Teunoctra TpsiOBa na Obe OWcTpa U OE3IBETHA 10
osenokadsipa. ==
He u3nonssaliite nucankara, ako TEYHOCTTa € MbTHA, C LI
MIPOMEHEH LBAT, U aKO ChABPKA TaCTHUIIH.
3abenesxncka: Mooce da sudume 8b30yuHU Mexypyema &
meynocmma. Tosa e HOpmanHo.

.

p
e S
Queypa b

4. N3yakaiite 30 MuHyTH.
a. OcraBere nucankata 3a 30 MUHYTH Ha CTaifHa TeMIepaTypa, 3a Ja MO3BOJIUTE Ja CE 3aTOILIH
€CTECTBEHO.
He 33FpﬂBaI71TC InUcajJIKaTa C U3I0JI3BaHC Ha TOIIMHHU U3TOYHUIIHM, KaTO TOIlJIa BOJAA WU
MHUKPOBBJIHOBA (hypHa.

5. N30epeTe MACTOTO 32 HHKeKTHPaHe (B:xK. Duzypa ° B).
a. UMzbepere msacToTo 3a MHXKEKTHpaHe. Moxe na
WH)XEKTUPATE BbB!

e TmpemHaTa yact Ha Oefpara. / \
e  KopeMma, ¢ M3KIIIOUCHHE Ha 30HaTa Ha 5 cm

OKOJIO ITBI1A).
e  BBHIIHATa ropHa yacT Ha ppkara (CAMO

OoHOTIIe 1Y)
He umxexTupaiite B KoKaTa B 30HaTa Ha 5 cm OKO0JIO
IIbIIa UJTH B KOXA, KOSATO € UyBCTBUTEHA, YBPEAeHa,
MOCHHSIIA WITH ¢ OeNe3H.
3abenesicka: Cmensiime MACMOMO HA UHICEKMUPAHe NPU
8CAKA UHIMCEKYUSL. BCAKO HOBO MACMO HA UHIICEKMUPAHe
mpsio6a 0a e Ha He NO-MaaKko om 3 cm om npedxoOHOmo
MACmO.

=CaMOMHXEKTHDAHE M
ot DonHornepay

- =CAMO bonnornegay

Queypa ° B

6. U3mmiiTe pbuere cH.
a. V3muiiTe pbLETE CH ChC CallyH U BOJA U TH MOACYIIeTe 100pe.

7. IlouncreTe MIACTOTO HA HHKECKTHPaAHE.
a. Iloumcrere MACTOTO HA HWHXCKTHUPAHE C HAIIOCH CHC CITMPT TaMIIOH.
0. HMs3uakaiiTe KoxaTa JAa U3CBbXHC NMPEAN 1a UHKCKTHUPATC.
He nyaﬁTe " HC HOKOCBaﬁTe OTHOBO MACTOTO Ha MHXXCKTHUPAHE NPCAU J1a HAIIPABUTE MHKCKIUATA.
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HanpaBeTe HHKCKIMATA

8. CBanere kanaukara (B:xk. Quzypa ).

a. l3rermere MacIMHEHO3eJIeHATa Kamnayka 0e3 1a

OT'BBATE U 51 OCTABETE HACTPaHA.

He noxocpaiiTe npeanasurens Ha uriata. ToBa MOXKe J1a
JoBeZie 10 YOOXKJaHe C UriiaTa.
3abenexka: HopMaHo € 1a BUIUTE HAKOIKO KAITKH
TEYHOCT J1a U3TEKAT OT WIJIaTa Clie] OTCTpaHsIBaHe Ha
KaraykaTa.

9. ITocTaBeTe MUCAJIKATA HA MSICTOTO 32 MH:KeKTHPaHe (Bx. Duzypa /]).

a. C enmHara ppKa XBaHETE MHCAJIKaTa Taka, 4e Ja
BIDK/IATE MIPO30PUETO.

0. bes Ja 3aXxBallaTe WM OAbpIaTe KO)KaTa oCTaBETE

MUcaaKaTa Ha MACTOTO 32 HHYKEKTUPAHE MO
Brea 90 rpagyca.
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10. 3anouHeTre uHKeKUHUATA (B:K. Duzypa E).

a. IlputncHeTe cMUIHO MHcankaTra KbM KOXKaTa.
3abenescka: Koeamo sanoune unsicexmupanemo, uje
yyeme I-mo cuniHo wpaxeamne u MaciuHeH03e1eHomo
bymano we 3anoyHe 0a UNBIEA NPO3OPUEMO.

0 . [IpombmkaBaiiTe 1a IPUTHCKATE CHJIHO

nucagkaTa KbM KOXaTa U ce OCIyIIBalTe 3a 2-TO

CHJTHO II[paKBaHe.

11. 3aBbpuiere uHKeKIUATA (BK. Duzypa JK).
a. Crmen xaro 4yeTe BTOPOTO CHITHO “NIpaKkBaHe’,
NMPOABJIKETE A2 IbPAKUTE MUCATKATA INIHLTHO
KbM KO07KaTa npedpoiiTe 6aBHO MOHE /0 MeT, 32
Ja e CUI'YPHO, Y€ Ill¢ HHXXEKTHpAaTe sjaTa 103a.
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12. U3appnaiiTe mUcaIKaTa OT MSICTOTO HA MHKEKTHPAaHe.
a. [lormemHere mucankara u ce yBepeTe, ue
MaCIIHHEHO3EJICHOTO OyTaJI0 M3IIBJIBA U3ISIIO
MIPO30PUETO.
0. IloBauraere mucanmkaTa OT MSICTOTO Ha
WHXeKTHpane (BX. Queypa 3).
B. JIeKo MpHUTHCHETE MAMyYHO TOITYE WITH MapJist BbPXY
MSICTOTO Ha MHXXCKTUPAHE ¥ CIIOKETE JICHKOIIIACT, aKO
€ He00XO0IUMO.
He pa3TpuBaiiTe MACTOTO Ha HHIKEKTHPAHE.
3abenesxncka: Cned kamo OpvnHeme NUCAIKAMA OM
MSCTHOMO HA UHIICEKMUPAHe, Uiama uje ce noKpue
asmomamuuro (6xc. Pueypa H).
3abenesicka: Axo macrunenozereHomo 6ymano me
UBNBIBA USYSIO NPO3OPHENO, He CTe NOIYYUIU Ysnama
cu 0o3a. B maxve cnyuaii e uznonzeaiime nogmopHo \
nucanrkama. Obademe ce He3a0AB8HO HA C8051 MEOUYUHCKU L
cneyuanucm. Quzypa 3

IpeanazaTen
HAa HIIaTa+

Queypa U
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Caen HHKEKTHPAHETO

13. Mi3xebpaiere nucaiakara (Bx. Quzypa H).
a. Bennara crien ymotpeba cioxeTre H3IoI3BaHaTa
MMCAJIKa B TTOIXO/IAI KOHTEHHEP 3a NU3XBBPIISTHE
Ha OCTPH MPEAMETH.
0. AKO HAMaTe TOIXOIIT KOHTCHHED 32 U3XBBHPIITHE
Ha OCTPH MPEAMETH, MOKE Ja U3II0JI3BATEe
JIOMaKUHCKH KOHTEHHEp, KOUTO e:

HAIpaBeH OT CBPBXTBBP/IA IIACTMACA;
MOXe J1a ce 3aTBaps ¢ 100pe MpuiIenHal,
yCTOWYMB Ha MPOOOKIaHe Kanak 0e3 1a
MOTaT OCTPUTE IPEIMETH Ja U3IAIHAT;
M3IpaBeH U CTaOWIIEH 0 BpeMe Ha
ynorpe0a;

YCTONYMB HA IPOTUYAHE U

MPaBHIHO 0003HAYEH, Y€ ce ChXPaHIBAT
OIIaCHH OTIIaABbIIM B HET'O.

B. Koraro Banmmst koHTelHED 32 U3XBBPIISIHE HA
OCTPH MPEIMETH € IIOYTH ITbJIeH, TOH TpsiOBa na
C€ M3XBBPIM CHIIIACHO MECTHUTE U3UCKBAHHUA.
He nocTassiiiTe 0OTHOBO KallaykaTa Ha MHCAIKATa.
3abenesxcka: Hucankama u KonmetiHepvm 3a UX8bPIAHE
Ha 0CmMpu npedmemu 0d ce CoXpausaeam Ha MACMo,
HEeOOCMBbNHO 34 Oeyda.
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JlncroBka: undopmanus 3a norpeduTeNs

Remsima 120 mg nHKeKIHOHEeH Pa3TBOP B NPeIBAPUTEJIHO HATbJIHEHA MHCATKA
nHpukcuMab (infliximab)

IIpoyeTrere BHMMATEIHO USJIATA JMCTOBKA, IIPEAH 12 3alI0YHeTe 12 U3I0/13BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:Ka BaxkHa 32 Bac nundopmanus.

3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

Bamwsar nexap me Bu nage 1 HanoMHsAIIA KapTa Ha MALUEHTa, B KOSATO CE ChIAbprKa BaXKHA
nHpOpMaIus 3a 6e30MacHOCTTa, C KOSITO TPSIOBa Aa ce 3aro3HaeTe, Ipeiu 1a 3amo4He U 10
BpeMe Ha jiedeHuero Bu ¢ Remsima.

Koraro 3ano4ynere HoBa KapTa, 3ama3eTe Ta3u KapTa KaTo ClpaBKa B IpOABIKEHUE Ha 4 Mecena
clien mocieaHaTa 1o3a Ha Remsima.

AKO UMaTe HIKaKBY JIOMBIHUTEIIHA BBIIPOCH, TonuTaiite Bamus siekap, papmareBt wiu
MEIULHCKA CECTpa.

ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcTsnBaiite Ha npyru xopa. To Mmoxke
Jla UM HaBpeJY, HE3aBUCHMO Ue MPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIUTe KaTo BammuTe.
AKO TIOITyunTe HAKAKBU HEXKEJIaH! peakin, yBeaomere Bammst gekap, hapMareBT wiu
MEIULUHCKA cecTpa. ToBa BKIIFOUBA U BCUUKHU Bb3MOXKHH HEXKEIAHU PEAKLMH, HEOUCAHU B
Ta3u JUCTOBKA. Bixkre Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Nk L=

o

Kakgo npencrapnsaBa Remsima u 3a kakBo ce H3MM0II3Ba
Kakgo Tps0Ba na 3Haere, nmpeau Ja usnon3sate Remsima
Kak na n3nonssare Remsima

BB3MOXHU HEXETaHU peaKuu

Kak na cexpansBare Remsima

ChbabppkaHue Ha ONTaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS
WucTpyxkiun 3a ynorpeba

KakBo npeacrasisBa Remsima u 3a kakBo ce H3n0J13Ba

Remsima cpabprka akTUBHOTO BelecTBO HHGIHMKcHMa0. MHprkcumMal € MOHOKIIOHATHO
AQHTUTSUIO - BUJ IPOTEHH, KOMTO Ce MPUKpPENBa KbM CrielM()UIHA MHUIIIEHA B OPraHu3Ma, HapeyeHa
TNF (Tymop-HekpoTusupain ¢pakrop) anda.

Remsima npuHajie:xxu KbM TpyIia JiekapcTBa, HapeueHH ,,uaxuoutopu Ha TNF”. M3non3ea ce npu
BB3PACTHH 32 JICUEHUE Ha CIIETHUTE Bb3MATUTEIIHHU 3200 IsIBAHUS:

PeBmaronnen aptpur

IIcopuatmuen apTput

AHkuno3upan croramnt (0onect Ha bexTtepen)
[Icopuaszuc

Bonect na Kpon

Ymepo3eH KOJuT.

JeiictBuero Ha Remsima ce ochlecTBsiBa upe3 n3dbupartenHo npukpensane kbM TNF anda u
Ookupane Ha HeroBoTo AeiicTBue. TNF anda ygacTBa BbB B3MATUTEIHAS MIPOIIEC HA OpraHU3Ma
KaTo OJIOKMPAHETO My MOXeE J1a TIOTUCHE BB3MaJICHUETO.
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PeBmaTouen apTpurt

PeBMaTOMIHUAT apTPUT € BH3MATUTEIIHO 3a00JIIBaHEe HAa CTaBUTE. AKO CTpasaTe OT aKTHUBCH
PEBMAaTOUCH apTPHUT, IBPBO Il Bu jekyBaT ¢ Ipyru JiekapcTBa. AKO Te3U JEKapCTBa HE MOJEHCTBAT
B JIOCTaThYHa cTerneH, e Bu 0b1e npeanucano Remsima, koiito e Bu 0b1e npuiarat B
KOMOHMHAIMS C IPYTO JIEKAPCTBO, HAPEUEHO METOTpEKCaT:

° 3a Jla ce OTUCHAT MTPU3HAIMTE U CUMIITOMUTE Ha Bamara 6onecr,

° 3a Jla ce 3a0aBM YBPESKIAHETO Ha cTaBuTe Bu,

e  3aja ce nojodpu ¢puzndeckoro Bu chcTosHUE.

IIcopnaTnyeH apTpur

IIcopuaTHYHUAT apTPUT € BB3MATUTEITHO 3a00JIIBaHEe Ha CTAaBUTE, OOMKHOBEHO CHITBTCTBAHO OT
rcopuasuc. AKO CTpajare OT aKTUBEH IICOPHATHYCH apTPHT, TbPBO Iie Bu nexyBar ¢ apyru
JieKapcTBa. AKO TE3M JICKapCTBa HE MOJCHCTBAT B JOCTAThUHA CTEIeH, e Bu Ob1e npeanucano
neuenne ¢ Remsima:

o 3a J1a ce MOTUCHAT MPU3HALMTE U CHMITOMUTE Ha Bamara Goecr,
o 3a J1a ce 3a0aBM yBpeXJaHETO Ha cTaBuTe By,
o 3a 1a ce momobpu pusmaeckoTo Bu cherosiame.

AHkunjo3upany cnoHauIuT (0oaect Ha BexTepen)

AHKHJIO3UPANIUST CIIOHIWINT € Bh3MATUTEIIHO 3a00JIsIBaHe HAa TPhOHAYHMSI CTHJIO. AKO CTpaaare oT
aHKWJIO3WpAIll CIOHIUIINT, ITFPBO Iie By ekyBar ¢ npyru JekapcTBa. AKO Te3H JIeKapcTBa He
MOJIEMCTBAT B [OCTaThYHA CTENEH, Iie Bu Obe Ha3HavyeHo JeyeHne ¢ Remsima:

o 3a Ja ce MOTUCHAT MPU3HALMTE U CUMOTOMHUTE Ha BamaTa 6onecr,
o 3a 1a ce monobpu pusmaeckoTo Bu cherosiame.
IIcopuasuc

[IcopuasuchT e Bh3MANUTENHO 32a00IIsIBaHE HA KOKaTa. AKO CTpajaTe OT yMEPEHO TEXKbK HITH TEKBK
NICOPHA3HUC C IUIAKHU, IBPBO 11e Bu JieKkyBat ¢ Apyru gekapcTBa WK HalpuMmep upe3 GoroTepanusi.
AKO Te3u JieKapcTBa WM JICICHHUS HE TIOACHUCTBAT B 1OCTAaTh4YHA CTEIEH, 1e Bu 0b1e Ha3HaueHO
neueHne ¢ Remsima, 3a 1ja ce MOTHCHAT MPU3HAIIMTE U CUMIITOMUTE Ha OosectTa Bu.

Yiauepos3eH KOIUT

VY1epo3HUT KOJIHT € Bh3NAIUTEIHO 3a00IIs1BaHe Ha JIe0en0To 4epBo. AKO CTpagare OT yIIepo3eH
KOJIUT, TBPBO Iie Bu JexyBar ¢ Apyru JekapcTBa. AKO T€3H JIeKapCTBa HE MOJIEHCTBAT B JOCTAThYHA
crerneH, e Bu O0b1e HazHaueH Remsima 3a teuenue Ha BareTo 3abonsBane.

Boaect na Kpon

Bonectra Ha KpoH e Bbp3nanurenHo 3a0oisiBane Ha yepBara. AKo ctpagare oT Oonectra Ha Kpow,

BpBO 1€ By tekyBaT ¢ apyru jgekapcTBa. AKO Te3H JIEKapcTBa He TIOJEMCTBAT B 1OCTaTh4YHA CTETIEH,

e Bu Ob1ie HazHayeHo jJeyeHne ¢ Remsima:

o 3a Ja ce JIeKyBa akThBHA Gopma Ha OosiectTa Ha KpoH,

o 3a Jja ce HaMaJld OpOosIT Ha MATOJIOTUYHUTE X0A0BE ((PUCTYIIN) MEXKIY YEPBOTO U KOXKaTa, KOUTO
HE Ce IOJJaBaT Ha JICYEHHUE C JPYIH JIEKAPCTBA UM YPE3 ONEPaLUs.

2. KakBo TpadBa na 3Haete, npeau Aa u3nouassare Remsima

He Tpsi6Ba na uznonzBare Remsima

o aKo CTe aJepPruyHM KbM HHPIIMKCHUMA0 MM KbM HSKOS OT OCTaHAJIMTE ChCTAaBKH HA TOBA
JIEKapcTBO (M30poeHu B TOUKa 6),

o aKo CTe aJePrUYHM KbM IPOTEHHH C MUIIH IPOU3XO]I,

o ako uMate Tyoepkyinosa (TB) i apyra cepro3Ha HHPEKIMIKATO THEBMOHUS WITH CETICUC
(ceprosHa OakTepranHa HH(EKIHs Ha KPHBTA),

o aKO MMaT€ YMEPECHO TCKKa NJIU TCKKA CbpAC€YHa HEAJOCTATBbYHOCT.
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AKO HSIKOE OT M30pPOEHHUTE ITO-rope ChCTOSIHUS ce OTHacs 3a Bac, Remsima He TpsOBa na Bu ce
npwirara. AKo He cTe CUTYpHH, npean na Bu 0bpae npmnoxen Remsima, o0chaere ToBa ¢ Barmms
JeKap.

IpenynpesxaeHust U Mpeana3sHu MePKH
T'oBopete ¢ Bamms nrekap, mpeny WM 1o BpeMe Ha JIeYeHreTo ¢ Remsima, ako mMare:

Axo Beue cTe JICKYBAaHH C HIAKOC JICKAPCTBO, KOCTO ChABPIKA I/IH(bJ'II/IKCI/IMa6

. VYBenomere Bammst nekap, ako B MUHAJIOTO CTE JIGKYBaHHU C JICKAPCTBA, ChAbPIKaIlu
uHpIMKCUMAa0 U cera OTHOBO Bu e HazHaueHo JieueHue ¢ Remsima.
) Ako neueHuero Bu ¢ nnpmkcrumad € Omiio npeKbCcHATO 3a MoBeve OT 16 ceIMUIIU, ChIIIECTBYBA

IMOBHULICH PUCK OT aJICPrUYHU PEAKIUH, KOIraTO TO 3alI0YHE OTHOBO.

JIOKagHM peakuy Ha MSCTOTO Ha MHYKEKTHPAHE

o Hsikon nanuenTy, nonydaBainy HHGQIMKCHMA0 Ype3 MHXKEKIUS IO KOXKaTa, ca MMAJI JIOKAIHN
peaxkiuy Ha MACTOTO Ha MHKeKTHpaHe. [Ipru3HanuTe Ha JTOKaIHHU peakIMK Ha MSCTOTO Ha
MH)XEKTHUpaHe MOXe Jia BKIIIOYBAT 3a4epBsiBaHe, 00iKa, CbpOexX, OAyBaHe, BTBPAIBAHE,
oOpa3yBaHe Ha CHHUHU, KbPBEHE, yCEIIaHEe 3a OXJIAXKIaHe, yCell[aHe 3a U3TPbIIBAHE, Apa3HEHe,
o0puB, paHa, ypTUKapHs, MEXYPH U CTPYIIEH 110 KOXaTa Ha MSCTOTO Ha HHXEKTHPAHE.

o IToBeueTo OT Te3W peakuuy ca JEKU A0 YMEPEHU U MPEIUMHO OTIIyMsBaT CaMU B paMKUTE Ha
€/IMH JICH.

HNndexnnn

. [Ipenu na 3amoune neyennero Bu ¢ Remsima, yBemomere Bamms nekap, ako nmaTe WHMEKIHS,
JIOpHU U ChBCEM JIEKa.

. IIpenu na 3amoune Jsiedenuero Bu ¢ Remsima, yBemomere Barust nekap, ako HIKOTra cTe

JKUBEJH WK TBTYBAJIH B 00JaCTH, KBAETO HH(MEKIINN KaTO XMCTOIIA3MO032,
KOKIAINOUAOMHKO3a MM OJJTACTOMHUKO3a ca 9YeCTO cpemanu. Te3n nHPEKINN ca MPUINHEHH OT
CrieIM(pUYHN BUI0BE I'bOMYKY, KOUTO MOXKE Jla 3acerHat Oeins Apo0 WK APYTH YacCTH OT
Bamero Tsa10.

° ITo Bpeme Ha jeueHreTo ¢ Remsima Moke Ja cTe MOo-TOJaTIMBY KbM pa3BUTHE HA HHEKIINU.
AKko cTe Ha U Haj 65 roJIMHU, PUCKBT Npu Bac e mo-BUCOK.
° Te3u nHPEKIUN MOXKe 1a ca TeXKU U BKIFOYBAT TyOepKyn03a, MH(PEKINH, TPUINHEHN OT

BUPYCH, THOWYKH, OaKTEPUH, WK IPYTH OPTaHU3MH B Cpe/iaTa, KAaKTO U CETICHC, KOWTO MOXKe /1a
0bJ1e KUBOTO3ACTpaIIaBarl.
YBenomere He3abaBHO Bamus iekap, ako 1o Bpeme Ha JiedeHneTo ¢ Remsima pa3Buere mpu3Hamny Ha
nHeknus. Te3n npu3HaIy BKIIOYBAT MMOBHIICHA TEMIIEpaTypa, KallTUIa, TPUITONOI00HN CUMIITOMH,
HEepasIoJIOKEeHUE, 3a4epBsIBaHEe U 3aTOIUISTHE HAa KOXKaTa, pa3paHsBaHUs UM POOJIEeMH ChC 3b0UTE.
BamusT nexkap Moxke Ja npernopbya BpeMeHHO cripaHe Ha Remsima.

Ty6epxkynosa (TB)

o AKO UMaTe Win HIKOTa CTe UMaH TyOepKyJo3a, WiH cTe OWIH B OJIM3BK KOHTAKT C YOBEK,
OosieH miw 0oJIeTyBaNT OT TYOEpKyJ103a, € MHOTO BaJKHO J1a yBeJAoMuTe Bamms nekap 3a Toa.

. BammsT nexap me Bu uscrieasa 3a Tyoepkynosa. [Ipu manmenTw, tekyBanu ¢ nHpaukcumao,

uMa ChOOIIEHMSI 3a CIydYan Ha TYOepKyJi03a, IOpY IIPU NAIMeHTH, JIEKyBaHH BeUe C JIeKapCcTBa
cpemry TB. Bammsr iekap 1me 3amuiie Te3u U3cieBaHus BpB BaiaTa HarmoMHsIIa kapta Ha
MaIUeHTA.

o Axko Bammsr ekap cmsTa, ue ChIIecTBYBa OMACHOCT JIa CTE 3apa3eHu ¢ TyOepKyo3a, mpeu
3armoyYBaHe Ha JiedeHneTo ¢ Remsima moxxe 1a Bu ObnaT npeanvcanu nexapcTpa 3a
TyOepKyIo3a.
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AKo 10 Bpeme Ha JiedeHHeTo ¢ Remsima pa3BueTe CUMIITOMHU Ha TYOEpKyJ103a, He3a0aBHO YBEIIOMETE
Bamms nekap 3a Toa. Te3n cuMITOME BKITIOUBAT YIIOPHTA KAIUIXIA, 3ary0a Ha Terio, yMopa,
MOBHIIIEHA TEMIIEPATypa, HOIIHO U3MOTSABaHE.

Bupyc Ha xenatut B

. [Ipenu na 3amouneTe na u3non3BaTe Remsima, yBegomere Baius iekap, ako CTe HOCUTENH Ha
XemaTuT B mim aKko HIKora cTe MMajad XenaTtuT B.

° YBenomere Baius siekap, ako cMsITaTe, ye CTe U3JI0’KEHU Ha MOBUIIIEH PUCK OT 3apa3siBaHe C
xenatut B.

. Bamwsar nekap me Bu u3cnenBa 3a Bupyca Ha Xxenatur B.

° [Ipu manmeHTH, KOUTO Ca HOCUTENH HA BUPYyCa Ha XeMaTUT B, JedueHneTo ¢ HHXHOUTOPH Ha

TNF, kato Remsima, Moxe J1a JIoBe/ie JIO PeaKTHBALIMS Ha BUPYCA, KOSITO B HSIKOU CIIy4ad MOXKE
Jla ObIIe *KUBOTO3acTpaIaBaria.

. AKO TIONTyYuTe peakTHBAIHA Ha XenaTuT B, Moxe ma e Heobxomumo BammsaT nexap na crpe
nedeHueTo By u € Br3MOKHO 1a By nipriioxku ekapcTBa, KaTo eheKTUBHO aHTUBUPYCHO
JIeYCHHE C MOAIBPIKAILO JICUCHHE.

[IpoGieMu CbC CHPILETO

° YBenomere Baius iekap, ako UMaTe KaKBUTO U J1a € MPOOJIEMH ChC ChPIIETO, KATO HAIIPUMED
JIeKa CTEICH Ha ChpJeYHA HETOCTAThYHOCT.
° Bamust nekap e npociieisBa BHUMATENHO cbpeuHaTta Bu geiiHoCT.

HezabaBHo yBenomeTe Bammus nekap, ako o BpeMe Ha JiedeHHeTo ¢ Remsima pa3Brere HOBH WiH ce
BJIoHIaT ChbIICCTBYBAIIM CUMIITOMU Ha ChbpA€UHa HCAOCTATHYHOCT. Te3u cuMnTOMHU BKIIIOYBAT 3aayXx
HJIM OTUYAaHC Ha KpaKaTta.

Pak u aumdom

. [Ipenu na 3amoune nedennero Bu ¢ Remsima, yBemomere Barmust nexap, ako IMaTe WK CTE
uManu muM@om (BU pak Ha KPbBTa) MM KaKbBTO M Jja OMIIO APYT BHUJ PaK.

o IIpu manueHTuTe ¢ TEXbK PEBMAaTOMAEH apTPUT C rojisiMa AaBHOCT PUCKBT OT Pa3BUTHE Ha
nuMdoM MoKe Jia € TIO-BUCOK.

o [Tpu manmeHTUTE MPUIOKEHNUETO HA Remsima Moxe Jja MOBUIIM PUCKa OT pa3BUTHE Ha
nuM$oM WM ApYT BHJ pak.

o Hsikon manmenTy, kouto ca 6unu Ha jieueHue ¢ TNF-Onokepu, BKIIIOUUTENHO HHPIMKCUMAO, ca

pa3BUIIM PSAABK BHJL paK, HApeUYeH xenaroymeHaieH T-kineTbueH sumdom. [To-ronsimara yact ot
TE3M MALMEHTH ca OWIN MJIaJ MOMYETA WIM MBKE U [IOBEUETO OT TAX Ca UMAJIH CHIO HUIU
6onect Ha Kpow, iy yiiepo3eH KomuT. To3u BU pak OOMKHOBEHO 3aBBPINBA ChC CMBPT.
[TouTH BCHYKHM MAIMEHTH Ca TIOy4aBaIU ChIIO U JIEKAPCTBA, ChABPIKAIIU a3aTHONPUH HIIH
MEpPKaNTONypHH B nomrbiHeHue KbM TNF-010kepu.

. Hsikou oT manueHTuTe, ieKyBaHu ¢ MH(QIMKCUMa0 ca pa3BUIIM ONPECIICHH BUIOBE paK Ha
kokata. Kaxkere Ha Bamust nekap, ako 1Mo Bpeme Ha JICUYCHUETO WITH CJIe]] HEro MMa HIKaKBH
MPOMEHH B ChCTOSIHUETO Ha KOXka Bu mim o0pa3yBaHus Mo Koxara.

. Hskou xeHu, neKkyBaHu ¢ HHOIMKCHUMA0 32 pEBMATOMJICH aPTPUT Ca Pa3BHJIM PaK Ha IIHHKATa
Ha Mmartkata. [Ipu sxeHu, npuemaiiny Remsima BKIIFOUMTETHO TE3W Ha Bb3pacT Haj 60 roquHu:
JISKapsT MOJKE JIa IPerophya PeIOBHY MIPETJICIU 3a paK Ha IIHHKaTa Ha MaTKaTa.

Benoapobuu 3a00i1siBaHMs WIIH TIOTIOHOIIYIIIEHE

. IIpenu na Bu 0b1e npunoxena Remsima, yeenomere Barnust jiekap, ako crpajgare oT
OenoapoOHO 3a00Is1BaHe, HAPEUEHO XPOHMYHA 00CTpyKTHBHA OestonpodHa Oonect (XOBB) unu
aKo IyIIUTE MHOTO.

. ITauuenture ¢ XOBb u nanyenTure, KOUTO MyIIaT MHOTO, MOXKE JIa Ca C MOBUILIEH PUCK OT
pa3BUTHUE HA PaK 110 BpeMe Ha JieueHHneTo ¢ Remsima.
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3aboiisiBaHMs HA HEPBHATA CHCTEMA

. YBenomere Bammus nekap, penn n1a Bu 0b1e npritoked Remsima, ako ctpagare Wiin HIKOTa
CTe CTpajaiu oT 3a00IsiBaHe, 3acsrailo HepBHATa cucTeMa. ToBa BKIIOYBA MHOXKECTBEHA
cKkiiepo3a, curapom Ha ['mnen-bape, ako cte uManu repuoBe Wi Hskora Bu e moctasHa
arHosa ,,HeBPHUT Ha 3pUTCITHHS HEPB”.

AKo TIo Bpeme Ha JiedeHreTo ¢ Remsima pa3Bruere CHMIITOMH Ha HEBPOJIOTUYHO 3a00sIBaHE,

He3abaBHO yBenoMmere Bamust nexap 3a Topa. Te3u CUMIITOMH BKIIFOUBAT IPOMEHHU B 3PCHUETO,

c1abocT B phlieTe Wi KpakaTa, M3TPhIIBaHE WIH ,,MpaBydIKaHe  Ha KOSTO U JIa € 4acT OT TsIoTo Bu.

IlaTonormyay KOKHHA XOA0BE

. [Ipenn na 3amoune neuernnero Bu ¢ Remsima, yBenomere Bamms nekap, ako umate
MATOJIOTHYHU KOKHU X0/10Be (puctyinn).

Bakcunanuu

. VYBenoMmere Bamus nekap, ako ckopo ca Bu npaBeHu BakcuHalM Wi Bu npeactosT Takusa.

o [Ipenu 3anouBane Ha edeHreTo ¢ Remsima, TpsiOBa qa Bu ObmaT HanpaBeHn
MpEeNophUYUTETHUTE BakcuHAMKU. Moxe 1a Bu ObaaT HanpaBeHU HSIKOM BaKCHHU 110 BpeMe Ha
neueHnero ¢ Remsima, Ho He TpsOBa 1a Bu ce nmpaBsT ’KMBU BaKCHHHU (BaKCUHU, KOUTO
CBHABPIKAT JKUB, HO 0TcIa0eH HH(EKINO3eH areHT), 1okato Bu ce mpunara Remsima, Tbi KaTo
TE€ MOTAT J1a IPUYNHAT HHPEKINH.

o Ako cte momrydaBaian Remsima, mokaro cre 6mna OpemeHHa, Bamrero 6ebe chio Moxe 1a e ¢
MIOBHUIIIEH PUCK OT pa3BUTHE Ha MH(EKINs, B Pe3yITaT HA MPUIIOKEHNE HA )KBA BAKCHHA TIpe3
IbpBaTa TOAMHA OT )XKMBOTA. BaxkHO e ma nHpopMupare ekaps Ha Bamero 6e6e u apyrure
MEIUIMHCKH CIICIIMAIICTH 32 JieueHneTo Bu ¢ Remsima, 3a j1a morar Te 1a pemar kora
Bamero 6e6e Moxe na ObJie BAKCHHUPAHO, BKIIFOYUTEITHO XKUBY BakcuHU kato BCG BakcuHaTa
(u3nos13BaHa 3a PEJ0TBPATIBaHe Ha TYOCPKYJI03a).

o AKO KbpMHTE, € BaKHO Ja MHQopMupaTte jekaps Ha Bamero 6ebe 1 qpyrute MeTuIMHCKA
CIICIIMAINCTH 3a JedeHuero Bu ¢ Remsima, npeny na Ob/1e npritoskeHa KakBaTo U Ja € BaKCHHA
Ha Bamero 0ebe. 3a moBeye nHPOpMAIHs BUKTE TOUKa ,,bpeMEHHOCT, KbPMEHE U
depruimTeT.

TeDaHeBTI/I‘-IHI/I I/IHd)eKHI/IOSHI/I arcHTHu

o YBenomere Bamms nekap, ako Hackopo ca Bu npunoxxwim i Bu npeacrou na Bu npuioxar
JieueHHe ¢ TepaneBTHYeH HH(peknno3eH areHt (karo pnuBane Ha BCG, u3mon3Bano mpu
JIEYEeHUE Ha PaK).

OHeDaHI/II/I WKW CTOMATOJIOrMYHY MaHUITYJIalTun

L4 yBeI{OMeTC Bamms JICKap, ako Bu IpeaACTOAT OIICpallv UKW CTOMATOJIOTMYHU MAHUITYJIAllAU.
L4 yBeI{OMeTC XHUpypra ujm ctomMaToJiora Cu, 4€ CT¢ Ha JICHCHHUC C Remsima, KaTO UM INOKAXETC
Bamara HaIllOMHJIIA KapTa Ha IIalfMuCHTaA.

IIpoGiuemu ¢ uepuusa apood

o Hsikon marnmenTH, Ha KOUTO ce mpuiiara Remsima, pa3BuBar cepruo3HH 4YepHOAPOOHU
npoOieMu.
. YBenomere He3abaBHO Bamus nekap, ako uMaTe CUMITOMH Ha YePHOIPOOHH MTPOOIEMH 110

BpeMe Ha jiedeHueto ¢ Remsima. [lpu3Hanure BKIIOYBAT NOXKBITABAHE HA KOXKATa U OUUTE,
NOTHMHSIBAaHE HA YpHUHATa, 00JIKa MM MOJ{yBaHe B JSICHOTO IoJipedpue, O0JIKa B CTaBUTE,
KOXKHU OOpHBH WM TIOBUINIABAHE HA TEMIIEpaTypara.
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TToumxeH Opoii KPBEBHU KJIETKH

o [Ipu HAKOW MaIMEHTH, Ha KOUTO ce mpriara Remsima, opraHu3MbT HE € B ChCTOSIHHC 1
MPOM3BEX A JOCTATHYHO KPHBHH KIIETKH, KOUTO J]a ce OOPSIT ¢ MHPEKITUUTE U 1a CIIHPaT
KbpPBEHETO.

o YBenomere He3abaBHO Bamms ekap, ako MaTe CUMITOMH Ha TTIOHIKEH OpOit KPBBHU KIETKH

o BpeMe Ha jieueHreTo ¢ Remsima. [IpusHanuTe BKIIOYBAT MOCTOSHHA TEMIIEPaTypa,
KPBBOMBIINBH WJIH JIECHA TIOsIBA HA KPHbBOHACSIAHWS, MAJIKW YSPBCHY WJIHU JIMJIABU TICTHA,
MPEAN3BUKAHN OT TTOJIKOYKHO KbPBEHE, WITH OJICIOCT.

Hapyiienns Ha UMyHHaTa cCUCTEMa

o Hsaxown nanmenTy, Ha KOUTO ce mpmiiara Remsima, pa3BuBaT CHMITOMH Ha HapyIIeHUE Ha
MMYHHaTa cUCTeMa, HapeUueHo JIyIyC.
o YBenomere HezabaBHO Bamst jgekap, ako pa3BueTe CHMITOMHE Ha JYITyC IO BpeMe Ha

JIeueHneTo ¢ Remsima. HpI/ISHaHI/ITC BKJIIOUBAT 00JIKa B CTABUTE HIIH YyBCTBUTCIIHU HA
CIIBHYCBA CBCTJIMHA O6pI/IBI/I 10 6y3I/ITe WK pBLULTEC.

Jeua v roHOIIN
He naBaiite ToBa JIeKapCTBO HA €L U IOHOIIM 1O, 18-roauinHa Bb3pacT, 3al10TO JUIICBAT JAHHH,
KOMTO JIa TOKa3Bar, 4e JIEKapCTBOTO € 0€30MacHo u JCHCTBA B Ta3H Bh3pacToBa Ipyma.

Hdpyru sekapcrea 1 Remsima

[MaumeHTHTE ¢ BH3NATUTEIHHU 3200IIIBaHHS IPUEMAT JIEKapCTBa 32 JICUCHHE Ha TAXHOTO ChCTOSIHUE.
Te3u iekapcTBa MOTaT /1a NPEIU3BUKAT MOABA HA HEXKEJIaHU peakuuu. Bamusat nekap me Bu
NIOCHBETBA KOM APYIH JEKapCTBa 1a MPOIBIDKUTE Ja IpUeMarte B Xo/a Ha JieueHreTo ¢ Remsima.

Wudopmupaiite Bamms nekap, ako W3moia3BaTe, HACKOPO CTE U3IMOI3BANN HITH € BB3MOXKHO Ja
U3I0JI3BaTe APYTHU JICKapCTBa, BKIIOUUTEIHO BCUUKHU JIPYTH JIEKapCTBa 3a JICUeHUe Ha 6osiecTTa Ha
KpoH, ynepo3eH KOIuT, peBMaTOUAEH apTPUT, aHKWIIO3UPAILL CIIOHANIIUT, ICOPUATHYEH apTPUT UIIU
NICOPHA3NC, WIH TaKHBA, KOUTO CE OTITycKaT Oe3 perenta — KaTo BATAMHHHU WM OMJIKOBH IIpErapaTH.

B wactHoCT yBenmomeTe Barms iekap, ako U3MoJ3BaTe HAKOE OT CIeTHUTE JIEKApCTBa:

e  JlexapcTBa, MOBIMSABAIIM HEPBHATA CHCTEMA.

e  Kineret (chappka aHakuHpa). Remsima u Kineret He TpsiOBa fa ce mpuiaraT eTHOBPEMEHHO.

° Orencia (cpapprka abararent). Remsima u Orencia He TpsOBa /1a ce MprIarat eIHOBPEMEHHO.
He tpsibBa na Bu mpunarar »kMBY BaKCHHU JIOKaTO H3M0NI3BaTe Remsima. AKo cTe H3Mmoi3Baiu
Remsima mo Bpeme Ha OpeMeHHOCT 1M B ce nmpuiara Remsima jgokaTo KbpMuTE, KaXeTe Ha JIeKapsi
Ha Bamero 6e0e u qpyrure MeTUIIMHCKH CIICIMAINCTH, KOUTO Ce TpIKart 3a Bamero 6e6e 3a
nedenuero ¢ Remsima npenu aa BakcuHupar 6edeto Bu ¢ KakBUTO U 1a € BAKCHHU.

AKO He CTe CUTYPHH JaJIi Helllo 0T M30POSHOTO 10-Tope ce oTHacs 3a Bac, nocwsBerBaiite ce ¢ Bamus
nekap, papmaneBT WM MEUIIMHCKA CecTpa Mpeau ynoTpedara Ha Remsima.

BpemenHocT, KbpMeHe U (pepTHINTET

o Axo cTe OpeMeHHa WM KbPMUTE, CMSTATe, Y€ MOXKeE Jia CTe OpeMEHHA MM TUIaHUpaTe
OpeMeHHOCT, oChBeTBalTe ce ¢ Bamus nekap npean ynorpedara Ha TOBa JIeKapcTBO. Remsima
TpsiOBa J1a ce U3M0II3Ba [0 BpeMe Ha OPEMEHHOCT HIIH JIOKaTO KbPMHTE, caMo ako Bammst
JieKap MpereHy, 9e ToBa € Heobxoaumo 3a Bac.

o Mo Bpeme Ha eyeHneTo ¢ Remsima, KakTo 1 B MPOABIDKEHHUE HAa 6 Mecenia ciiell Kpast Ha
JedyeHneTo, TpsiOBa aa u3dareare 3adbpemensiBane. O0cpaere ynorpedara Ha KOHTPALENTUBHU
CpeICTBa Mpe3 TO3M Nepros ¢ Bamms nexap.

o Ako cre noryyaBasin Remsima o Bpeme Ha OpemMeHHOCTTa, Bamero 6ebe Moxe 11a e ¢
MTOBHINIEH PUCK OT Pa3BUTHE HA MHQEKITHU.
o BaxHo e 1a napopmupare nekaps Ha Bamreto 6e6e u [pyruTe MEIUIIMHCKN CIICIIUATIICTH 32

neuenunero Bu ¢ Remsima, npeau na 6b1at npuinoskeHn KaKBUTO U J1a OMJIO BAKCUHH Ha
Bamero 6e0e. Ako cte mony4aBanu Remsima no Bpeme Ha OpeMeHHOCTTa, IPUJIAraHEeToO Ha
BCG BakcuHa (M31n013BaHa 3a MpeloTBpaTsBaHe Ha TyOepKyo3a) Ha Bamero 6ebe B paMkuTe
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Ha 12 Mecena ciej paxIaHEeTO MOXKeE Jia JIOBeJIe 10 MHPEKIHS ChC CEPUO3HU YCIOXKHEHUS,
BKJTFOUHMTEITHO CMBPT. Barmero 6ebe He TpsOBa m1a Ob/ie BAKCHHUPAHO C )KUBH BAaKCHHU KaTO
BCG BakcuHata B pamkuTe Ha 12 Mecena ciiei pakaaHe, OCBeH ako JiekapsT Ha Bairero 6e0e
He Tpernopbua JApyro. 3a moBeue HHPOPMAIUS BUKTE TOUKATA 32 BAKCUHAIIHU.

o AKO KbpMHUTE, € BXHO J1a WHpopMUpare jiekaps Ha Barero 0e0e 1 ApyruTe MeUIIMHCKH
CHETMATINCTH 3a JiedeHneTo Bu ¢ Remsima, npenyn ga 6b1e mpuiiokeHa KakBaTo H Ja € BaKCHHA
Ha Bamrero 6e6e. Bamero 6e6e He TpsiOBa /1a Ob/1e BAKCHHUPAHO C )KUBH BAaKCHHHU JTOKATO
KBpPMUTE, OCBEH aKo JieKapsT Ha Bairero 6ebe He nmpenopbua Ipyro.

o CroOliaBanu ca cliydau Ha CUITHO IOHIKEH Opoii Ol KpbBHU KJICTKH MPH KbpMaueTa, POJICHH
OT XeHH, JIeKyBaH! ¢ HHMIMKCUMa0 1Mo Bpeme Ha OpemeHHOCTTa. AKo Bamrero 6ebe nma
MTOCTOSTHHO TIOBHIIIEHA TeMIIepaTypa wiu HH(peKn, He3abaBHO ce CBBPKETE C JIeKaps Ha
0ebeto Bu.

Ilodupane u padoTa ¢ MAIIIHHH

He ce ouakBa Remsima na moBnusie cnocooHoctTa B 32 modupane u padota ¢ MalmHu. AKO ciie[
uH}y3usaTa Ha Remsima yceture ymopa, 3aMastHOCT WJIM HE Ce YyBCTBATe A00pe, He Mmodupainte u
HeJIelTe J1a U3M0JI3BaTe HHCTPYMEHTH WK Jia pa0OTHTE C MAITUHH.

Remsima cbabpska HaTpUid M cCOPpONTON
ToBa ekapcTBO ChIbpKa HATPUH, Mo Masko oT 1 mmol (23 mg) Ha 103a, T.e. MOXKe J1a ce Kaxe, ue
MPaKTUYECKU HE ChIbpiKa HATpuH, u 45 mg copOUTOIN BBB BCsika 103a ot 120 mg.

Remsima csabpika mosmcopoar 80

Toga nekapcTBo chabpika 0,5 mg monucopoar 80 BHB BCSKa MPEABAPUTEITHO HAITBJIHEHA THCAJIKA,
KouTO ca ekBuBasieHTHH Ha 0,5 mg/ml. [lonwcopOaTute MoraT 1a MPUYHUHSAT AIEPTUYHN PEaKIIHU.
TpsbOBa ma kakeTe Ha Bamms jgekap, ako IMaTe YCTAaHOBEHH aJIeprHH.

3. Kak n1a n3noa3Bare Remsima

Bunaru u3nosnsBaiiTe ToBa JeKapcTBO TOYHO KakTo Bu e ka3zan BamusT nekap. AKo He CTe CUTYpHU B
Helllo, nonuTaiTe Bammus nexap.

PeBMmaTouen apTpur

Bammusr siekap mie 3ano4se ieueHuetro Bu cbe unu 6e3 nHTpaBeHo3Ha MH(QY3us Ha MH(IMKCHMa0 B
JIBE JI03H OT 3 Mg 3a BCEKM KHJIOTpaM OT TeJIeCHOTO BH Terso (11e ce BIuBa BbB BeHa, OOMKHOBEHO Ha
pbkaTa Bu, 3a nepuon ot 2 yaca). AKo 3a Ha4ajio Ha JICYCHUETO Ce TpUIaraT UHTPABEHO3HU HH(DY3Un
Ha J1031 UHIUKCUMA0, Te ce MpuiiaraT rmpe3 2 ceIMUIM Ype3 HTpaBeHO3Ha HDY3Us. 4 ceIMUTIH
CJIe]] IocaeqHaTa HHTPAaBEHO3HA HH(Y3Hs LI OTYy4HTe

Remsima upe3 WHKXeKIus 1MoJ1 Koxarta (TO0IKOKHA HHKEKIIUS ). AKO 3a 3a1l0YBaHE Ha JICYCHUETO IIIE Ce
u3Mnoa3Ba Remsima 3a moAKoXHO MpHUIIOXKEHUE, TPAOBA Ja ce npuiara Remsima 120 mg karo
MOJKOKHA WHXKEKLUS, IOCIEABaHa OT IOMBJIHUTEIHN OAKOXKHN HHXeKIMH 1, 2, 3 u 4 cenMunu ciea
I'bPBaTa MHXKEKIHS U CJIE TOBA Ha BCEKH 2 CEAMUIIM.

OO6wuuaiiHo npernopbhYMUTEIHATA 1032 Remsima 3a mokoxHa nmkekius € 120 mg BeAHbXK Ha BCEKU 2
CeIMUIIM, HE3aBUCUMO OT TETJIOTO.

IlcopuaTnyeH apTpuT, aHKUJI03Upan] CHOHAWINT (0oJsiecT Ha BexTepeB) u ncopuasuc

Bammusr siekap mie 3ano4se ieueHueto Bu ¢ nHTpaBeHo3Ha HHY3HUA HAa HHPIMKCUMAO B IBE IO3H OT
5 mg 3a BCeKH KMIJIOTpaM OT TeJIeCHOTO Bu Tero (1e ce BIuBa BbB BeHa, 0OOMKHOBEHO Ha pbkara Bu,
3a mepuoj oT 2 yaca). Te ce mpuiarar npe3 2 ceIMUIIM Ype3 HHTpaBeHO3HA HHY3US. 4 CEIMUIIH CIIE]T
nocjieJHaTa HHTPaBeHO3Ha HH(Y3HS 11Ie oTy4nTe Remsima upes WHKeKIus 1MoJ1 Koxkara (T0IKOKHa
WHKEKITHS ).

OO06uyaitHO TIpenopbUnTeTHATA 1032 Remsima 3a mogakoskHa HHKeKIHs € 120 mg BeIHBX Ha BCEKU 2
CeIMUIIM, HE3aBUCUMO OT TETIIOTO.
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BoJect Ha KpoH 1 yJjnepo3eH KOJIUT

BamusT nekap 1mie 3anouHe jgeueHueTo By ¢ mHTpaBeHo3HA MH(Y3Hs HA MHPIUKCUMAO B IBE WK TPU
JIO3M OT 5 Mg 3a BCEKH KHJIOTpaM OT TeJIeCHOTO Bu Ter:o (ie ce BIuBa BbB BeHa, OONKHOBEHO Ha
pbkaTa Bu, 3a mepron ot 2 yaca). Te ce mpumarar mpe3 2 ceIMUITN Ype3 HHTPABEHO3HA HH(PY3HS U
MO J1a Ce MPUIOKH JOMIBIHUTEIIHA MHTPABEHO3HA NH(Y3H 4 CEIMUIM clie/ BTopaTta uHpy3us. 4
CEJIMMIIU CJIE]] MOCIIeIHATa UHTPABEHO3HA HH(Y3Us 11Ie oay4ynTe Remsima upes3 HHKEKIUS 1Mo/
KoKaTa (TIOAKOKHA HHKCKITHS).

OO6wnuaitHo mpenoprUnTENHATa 1032 Remsima 3a moakoxkaa nmkekwst € 120 mg BeAHbXK Ha BCEKH 2
CeJIMHIIY, HE3aBUCHMO OT TETJIOTO.

Kak ce npniara Remsima

o Remsima 120 mg nHXeKIHMOHEH Pa3TBOP Ce MpUIara camo upe3 WHKEKLUS MO KoXKaTa
(moakoXHO MpHJIoKeHue). BaskHo € na mpoBepuTe JaHHUTE BBPXY OMAaKOBKATa Ha MPOAYKTa, 32
Jla ce yBEpHUTe, Ue ce OTITyCKa MIPaBIIIHATA JIeKapcTBeHa (hopMa, KaKToO € MPEeAIICaHo.

o 3a manueHTH ¢ peBMaTOUICH apTPUT — Bamusr ekap Moske Ja 3amouHe jJedeHneTo ¢ Remsima
ChC WM 0€3 MHTPAaBEHO3HU NH(Y3UHU Ha 03¢ WHGIUKCHMAO0. 3a MaUeHTH ¢ aHKUIO3HUPAIIl
CIIOHJTUJINT, TICOPUATUYCH apTPUT WIX NICOPHA3UC — ¢ By ObJaT mpuiioKeHu e 103U
nHQIMKCUMa0 uype3 HHTpaBeHO3Ha HH(QY3uUs 32 Havano Ha Bamero nevenue. [pu nanuenture c
Oonect Ha KpoH miu yimepo3eH KOIHT 3a 3arouBaHe Ha JjedeHrneTo ¢ Remsima me 6bpaat
TIPHUIIOKEHU JIBE W TPY UHTPABEHO3HU WH(Y3UH ¢ HHPIHKCHUMAO.

o [Ipyn manyeHTy ¢ peBMaTOMICH apTPHT, aKo JiedeHneTo ¢ Remsima 3amoune 6e3 MHTpaBeHO3HA
WHQY3us Ha ABe 1031 HHMIMKcHMa0, B OoJHATa TaOJHIIA € MOKAa3aHO KOJIKO YeCTO 0ONYaiiHO
e nmpuemare Remsima 120 mg moakokHO cliesr MbpBaTa IMpueTa 103a.

2-pa ngo3a 1 cenmuua caen 1-Bata no3a

3-ta ;o03a 2 cenMmuLM cien 1-Bata o3a

4-ta o3a 3 cepmuIu cien 1-BaTta qo3a

5-a mo3a 4 cepmuny cien 1-BaTa mo3a

Craensamy 1031 6 ceqmuIy cien 1-BaTa mo3a U clied ToBa Ha
BCEKH 2 CEIMUIN

o [lle Bu Obaat npuiiokeHH 1B€ HHTPaBEHO3HU MH(Y3UH Ha 1032 HH(IMKCUMA0 npe3 2 ceAMUIN
oT Bamms nexap wim MeJUIMHCKA CecTpa U MOXKe J1a ObAaT MPUIIOKEH! JOITBIHUTSITHH
WHTPaBEHO3HU MH(PY3UU 4 CEIMHIIN clie]l BTOpaTa WHQY3Us TP MarueHTuTe ¢ 6onect Ha Kpon
U yJIIepO3eH KOJHT T10 MpelieHKa Ha Bamms nekap 3a Havano Ha jJedenuero ¢ Remsima.
[TepBaTa noakoXxHa HHXKEKIUs Remsima 1ie Ob/1e mpuitoykeHa 4 ceIMHUIM CiIe ocieIHaTa
WHTpaBeHO3HA WHQY3HUs, MOCTeIBaHa OT OJKOXHH UHXKEKIIMH Remsima, nmpuiaranu Ha BCEKH

2 CeIMUIIH.

o [ThpBaTa MOAKOMXKHA UHXKEKITHMSI HA Remsima 1iie ce mpuitoku moj1 HabmoieHneTo Ha Barms
nekap.

o Crner moaxo/s1110 00yUYeHHe, aKko ce YyBCTBaTe N1o00pe o0yueH(a) u yBepeH(a) na cu

nHxektupaTe Remsima cam(a), Bammsar nexap moxe 1a Bu mo3Bonu 1a cu HHXKEKTHpATe
cam(a) crieaBaliuTe 1034 Remsima BKbIIH.

o I'oBopete ¢ Bamms nekap, ako MMaTe HIKAKBH BBIIPOCH OTHOCHO TOBA KaK CaAMH Ja CH
noctaBute wkeknusaTa. e Hamepure moapooHY ,, MHCTPpYKIMH 32 ynoTpeda“ B Kpas Ha
Ta3H JHMCTOBKA.

AKO cTe M3M0JI3BAJIM I0BeYe 0T HeoOxoauMaTa 1032 Remsima

AKO CTe M3MOoI3BAIM TIOBEUE OT HeOOXouMaTa o3a Remsima (uiau upe3 HHKEKTHpPaHEe Ha MO-TOJISIMO
KOJIMYECTBO B OT/ICJICH CIIydal, MM KaTO IO MpUiiarate TBbP/E YeCTO), He3abaBHO HHGOPMUpANTE
siekap, hapMaleBT WK MEIUIIMHCKA cecTpa. BuHarn Hocere KapTOHEHATa OIaKOBKA Ha JISKAPCTBOTO
ChC cebe cu, IOpH | J1a € TpasHa.
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AKo cTe NMpONnyCHAJIM J1a U3I10J13BaTE Remsima

IIponycHaTta g03a ChC 3aKbCHEHUE A0 7 JHHU

Axo IMPOIMYCHETE 103a Remsima cbc 3aKbCHEHIE 0 7 mHU cieq IIbpBOHAYAIHO Ha3HAYCHATa 1034,
TpHGBa Ja MpUJIOKUTE IpoIyCHaTaTa J03a B€aHara. Bzemere caeaBamaTa cu 103a Ha clieaBaiiaTa
IIbPBOHAYAIHO IUIAHUPAaHa JaTa U CJICI TOBa IMPOABIDKETE C IIbPBOHAYaIHATa CXEMaA Ha IpujiaralHe.

IIpomycHaTa 103a ChC 3aKbCHEHHE OT 8 WJIM ITOBEYE JTHU

Ako niponrycHeTe /1032 Remsima cbc 3akbCHEHHE OT 8 WITH MTOBEYE JHU CJIC]l OPUTHHAIHUS Tpaduk 3a
Jlo3UpaHe, He TpsOBa Jia mpujiaraTe MpoIycHaraTa J1o3a. Baemere cnenBaiiara cu 03a Ha clieBalara
ITEPBOHAYATHO IUIAaHUPAHA JaTa U IS TOBa IIPOIBIDKETE C ITbPBOHAYAIHATA CXeMa Ha IpHIIaraHe.

AKo He cTe curypeH(Ha) Kora J1a cu HHxXeKkTHpaTe Remsima, obanete ce Ha Bamus ekap.

AKO UMaTe HSKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIOTpebaTa Ha TOBa JICKAPCTBO, MOMHUTATEe
Bammus nekap, papManeBT WM MEIUIIMHCKA CECTpa.

4. Bb3MOKHYM HelKeJIaHU peakluu

KakTo BcH4KH JieKkapcTBa, TOBA JIEKAPCTBO MOXKE Ja TIPSIU3BHKA HEXKETaH! PEaKIMU, BHIIPEKH Ye HEe
BCEKH T mojy4aBa. [loBeueTo HexeNaH! peakiuy ca JIEKU 10 yMepeHu. Bee nak, mpu Hskou
NAalMeHTH MOTaT J]a Ce Pa3BUAT CEPHO3HM HEXKEIaHH PeaKIiy, KOUTO Hajarat jJedenue. Hexemnanu
pEaKIMK MOTaT Ja ce Pa3BHAT | ClIe/l CIIUpaHe Ha JieueHneTo ¢ Remsima.

He3abaBHo yBenomere Bammus jexap, ako 3a0ejie;KuTe CJI1eIHOTO:

o Ipu3Hanyu Ha ajepruyHa peakus Kato NoayBaHe Ha JIULETO, YCTHHUTE, yCTaTa Wil I'bPIIoTo,
KOETO MOYKE /1a IPUYMHHM 3aTPyIHEHO MPErTbIIaHe WK 3a1yX, KOKEH 0OOpHB, KOIIPUBHA TPECKA,
MOAyBaHe Ha JJIaHUTE, XOAWIaTa WK TIe3eHnTe. Hakon oT Te3u peakiuu MoKe Jja ca CepHO3HH
WY J)KMBOTO3acTpallaBaly. AJIepriyHa peakiifs MOXe Jia ce pa3BHe B paMKUTE Ha 2 yaca Cliet
uH(}y3UATa WK NO-KbCHO. [Ipyry NpU3HALM HA HEXEJIaH! aJIeprUYHM PeaKiiy, KOUTO MOTaT Ia
ce TposiBAT 10 12 aHU crienn nHQY3UsITa, BKIIOYBAT OOJIKH B MYCKYJIUTE, TPECKa, OOJIKH B CTABUTE H
YeJFOCTHTE, OOJIKH B TBPIIOTO WITH TIIaBOOOIIHE.

o Ipu3Hanyu Ha JJOKaTHA peakiysi HA MACTOTO HA HH:KEKTHPaHe, KaTo, 3aUepBsBaHe, O0JKa,
cbpOeK, oLyBaHe, BTBbp/sABaHe, 00pa3yBaHe Ha CHHUHH, KbPBEHE, yCEIllaHe 3a OXJIaXKIaHe,
yCelaHe 3a U3TpbIBaHe, Ipa3HeHe, 00pUB, paHa, yPTUKApHsL, MEXYPH U CTPYTIEH.

o IIpu3Hauu Ha chpaEYHO YBpekIaHe KaTto AuckoMdopt miu 6oJKa B rbpauTe, 00jKa B pbKara,
0oJka B cToMaxa, 3ayX, TPEBOXKHOCT, 3aMastHOCT, CBETOBBPTEXK, NIPHIIAIBK, TIOTEHE, Ta/ICHE,
MOBpPBILAHE, TPENITEHE WK CHIIHO ChpLEeOHeHe B I'bpUTE, YCKOPEH MK 3a0aBeH ChpACUEH PUTHM
Y OTUYAHE HA KpaKaTa.

. IpuzHanm Ha nHpeKkuMs (BKIYUTEIHO U TY0epKYJ103a) KaTo NOBUIICHA TEMIIEpaTypa,
yMOpa, KalluInIa, KOsITO MOXKe Jia ObJie YIOpHTa, 33yX, TPHITONOI00HN CUMIITOMH, 3ary0a Ha
TETJI0, HOIITHO M3MOTSIBAaHE, TUapus, pa3paHsIBaHus, HATPYIIBAaHE HA THOW B yepBaTa WK OKOJIO
anyca (abcrec), mpobiaemMu ChC 30MTE HITH MAPEeIo yCellaHe MpH YpHHUPAHE.

o Bb3MO:KHM NpU3HALM HA PaK, KOUTO BKJIIOYBAT, HO HE CE OrPaHMUYaBaT [0 NOAYyBaHE Ha
JUM(pHUTE B3], 3ary0a Ha TEerjio, OBUIICHA TeMIIepaTypa, HeOOUYaliHN KOKHHU BB3JIH,
MPOMEHHU B OCHKH WJIM 1BETa Ha KOXKaTa, M HEOOMYaiHO BarHHAIHO KbPBEHE.

o IIpu3Hanu Ha Ges10APOOHO YBpekIaHe KaTo KaIlINIA, 3aTPYAHCHO JHUIIaHE WU CTSATaHe B
TbpAUTE.
o Ipu3Hany HAa HEBPOJOTHYHO yBpexkIaHe (BKJIIOYUTETHO MPO06JIeMH ¢ 0YHTE) KaTo

MpHU3HAIA HA HHCYJIT (BHE3AITHO M3TPhIIBAHE WU c1ab0CT Ha JIMIETO, pPhKaTa WIN KpakKa,
0c0o0EHO OT eJTHaTa CTPaHa Ha TsUIOTO; BHE3AITHO 00BbPKBaHE, 3aTPyAHEH FOBOP WM pa3OupaHe;
3aTpyTHEHO BUXKJIaHE C €JHOTO WJIM JIBETE OYH, TPYIHOCTH NPU XOJCHE, 3aMasHOCT, 3aryda Ha
paBHOBECHE WM KOOPAUHAIIMS, WM CHITHO TI1aBO0OJHNE), TPUTIAABIU, H3TPHIIBAHE/ MpPaByUKaHE
Ha KOSITO ¥ [Ia € YacT OT TSUIOTO WM CJIa0OCT B pPBIIETE U KpaKaTa, IPOMEHH B 3pEHHETO KaTo
HaIpUMeEp JIBOMHO BHKAHE, WIIH JPYTH IPOOJIEMH C OYHUTE.
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Ipu3Hany HAa YepHOAPOOHO YBpexkIaHe (BKIIOUUTEIHO XeNnaTuT B nHeKknus, KkoraTo cTe
UMali XermaTuT B B MHHAIOTO) KaTO MOXKBITABAHE HA KOXKATA MM OYUTE, ITIOThMHIBAHE HA
ypuHaTa, 00JIKa WM TIOyBaHe B ASICHOTO Toapebpue, 00sKa B CTaBUTE, KOYKHH OOPHBH HITH
MOBUIIIEHA TEMIICPATypa.

Ipu3Hanyu Ha HApylIeHHe HA UMYHHATA CHCTEMA, HApeYeHOo JYMYC, KaTo OOJIKH B CTaBUTE
WJIM YyBCTBUTEIIHU Ha CTbHYCBA CBETIMHA OOPHUBH 10 Oy3UTE WK PhIieTe (JIYITyC) WIH
KaIlUTHAIIA, 33/1yX, TPEeCKa WM KOKEeH 00pHB (CapKonm03a).

Ipu3Hanyu HAa NOHM:KeH OPoii HA KPLBHUTE KJIETKH KaTo MIOCTOSIHHA TEMIICPaTypa,
KPBBOU3JIMBY WIIH JIECHA MTOSIBA HA KPHBOHACSJIAHUS, MAJIKH YSPBEHH WIIU JIWJIABH METHA,
MPEIM3BUKAHM OT MOJIKOXHO KbPBEHE, HITU OJIEIIOCT.

IIpu3Hany Ha cepUO3HU KOKHH MPOOJIeMH KaTo YSPBCHUKABH, [TOI00HN Ha MUIIICHA TICTHA
WM KPBIIIH [IETHA YECTO C MEXYPH B IIEHTHPA, PA3MOJIOKEHH TI0 TSIIOTO; TOJIEMHU 00JIacTH OT
Oernemra u moiea ce (ekchonrpaiia) Koxa, S3BH B yCTaTa, IbpI0TO, HOCA, TIOJOBUTE OPTaHU
Y OYUTE WJIM MAJIKH IMOJAYTHHH, ITBJIHU C THOH, KOUTO MOTAT JIa C& Pa3mpOCTPaHST IO TSUIOTO.
Te3u KOKHU peakuu Morar Ja ObJIaT NPUAPYKEHU OT MOBUIIICHA TeMIIepaTypa.

HezabaBHo yBenomeTe Bamus nekap, ako 3a0enexure HIKOU OT U30POEHUTE Mo-rope Oemesm.

CrneHATE HEXKETAHU PEaKIMU ca HaOJIto1aBaHyu nmpu Remsima:

MHoro 4yecTH: MOXe J1a 3acerHaT noseue oT 1 Ha 10 gymm

Bboinka B kopema, rajiexe

BupycHu nHdeknnu kato xeprec Win TPpUIl

I/IH(I)GKHI/II/I Ha TOPHUTC AUXATCIIHU ITbTUIIA KaTO CUHY3UT
I'maBoGosue

Hexenanu pCaKknumn, CBbpP3aHu C MHKCKIUATA

Bbounxka.

YecTu: Mmoxe na 3acerHat a0 1 Ha 10 gymm

[IpomsHa Ha pyHKIMATA HA YEPHUS P00, MOBUIIIABaHE HA YEPHOAPOOHUTE EH3UMHU
(ycTaHOBsIBa ce OT U3CIICABAHUATA HA KPBB)

BenoapoOHu nim rpbaan MHOEKIMU KaTo OPOHXUT WITU THEBMOHHUSI

3aTpyiHeHO WK 00JIC3HEHO JUIaHe, O0JIKa B IbPAUTE

KpbBou3nuBu B cToMaxa Wi B YepBara, Tuapusi, CTOMAITHO pa3CTPOWCTBO, KUCEIHHH B
cToMaxa, 3areK

KompuBaa Tpecka (00puB), chpOSI] 00OpUB WIIH CyXa KOXkKa

HapymieHo paBHOBecHe WITH 3aMastHOCT

[ToBumena remmepaTypa, MOBUILIEHO MOTEHE

Hapymenus Ha KpbBOOOpAIIIEHHETO KaTo HUCKO HJIM BUCOKO KPBBHO HAJISITAHE
[MTocuHsiBaHe, rOpEIIN BBIHK WM KbPBEHE OT HOCA, TOIUIA U 3a4epBEHA KOXKa

Ymopa wim cnaboct

bakTepuannu nH}peKIUH KaTo OTpaBsHE Ha KPBBTa, abcliec WM HH(EKIUs Ha KoXKaTa
(memymuT)

I'bOuaHa MHPEKIMA Ha KOXKaTa

[IpoGnemMu ¢ KpbBTA KaTO aHEMHUSI WITM HaMaJleH Opoii OesT KPbBHH KIETKH

[oaytn numduu BB3TU

Hemnpecusi, HapyIIEeHUS Ha ChHS

[Ipobnemu ¢ ounTe, BKIIOYBAILM 3a4€pBIBaHE U HHPEKLINU

YckopeHa chplieuHa IeHHOCT (TaXxuKapIus) Wik chpuedrueHe

Bonka B craBuTe, MycKynuTe WK rbpoa

Wndexnus Ha MMKOYHHUTE TBTHIIA

[Ncopuasuc, mpobiemu ¢ KoxKaTa Kato ek3eMa | KOCOa,|

Peakiuu Ha MSCTOTO Ha MHXKEKTHpaHe KaTo O0JKa, IOIyBaHe, 3a4epBsBaHe WIN ChPOeK
CryneHu TpBIKH, HATPYIIBAHE HA TEYHOCT IM0J] KOXAaTa, IPUIMHSBAIIO I10TyBaHE
WatpwiBane ninum "MpaBydkaHe'.
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Heuectu: moxe aa 3acersnar go 1 va 100 gy

. Jlomo kxpbBOOpOCsBaHe, HAOKOBaHE Ha BEHA
. Cr0unpane Ha KPbB H3BBH KPHBOHOCHUTE CHIOBE (XEMAaTOM) HIIH KphBOHACSIaHE
o [Ipobnemu ¢ KoXkaTa KaTo MosiBa Ha MEXypH, OpaIaBUIIH, TTATOJIOTHYHO OIBETSIBAHE HA KOXKaTa

WM TMTMEHTAINY, TIOlyBaHe Ha YCTHUTE WK yaeOensBaHe Ha KoxaTta, K 3a4epBeHa Oeneria
Ce WJIH JIIOCTIeCcTa KoXa
o Texxku anepruynu peakuuu (Hamp. anadUIaKCHs ), IMyHOOOYCIIOBEHO 3a00JsIBaHe, HAPEUCHO
JyIlyC, alepruYHM PEaKLUH KbM YyXKAU IPOTCHHU
[To-6aBHO OT HOPMAJIHOTO 3apacTBaHE HA PAaHUTE
VYronemsiBane Ha YepHHS P00 (XEMaTUT) WIK Ha XKITHYHHUS MEXYp, YUepHOIPOOHO yBpeXKIaHE
PascesHOCT, pazapa3HUTENHOCT, OOBPKAHOCT, HEPBHOCT
[Ipobnemu ¢ ounTe KaTO 3aMbIJICHO MM OTCIa0CHO 3peHHe, IOAITyXBaHE Ha OUUTE, €UeMHK
HoBooTkpura unm Biomasaiia ce CbpAeYHa HEJOCTaThb4YHOCT, 3a0aBeHa ChpIe4Ha YeCTOTa
ITpunaabk
KonByncuu, HapymieHns Ha HEpBHAaTa cCUCTEMa
[lephopanus miu 3amyiBaHe Ha yepBaTa, O0JIKH B KOpeMa HIIM KpaMIly,
YronemsiBaHe Ha MaHKpeaca (TaHKPEaTHT)
["'b0mvHY MHpEKIUN KaTo KaHAU03a WITH IbONYHN WHPEKIINN Ha HOKTHUTE
Benonpobnu mpobiemu (kato 6enoapoOeH OTOK)
HarpymBane Ha Te4HOCT 0KOJIO GennTe IpoOoBe (TIeBpalieH H3IIHB)
CrecHsiBaHE Ha Bb3IyXOHOCHUTE IbTHUINA B OeNUTe APOOOBE, MPUUNHABALIO 3aTPYAHEHO
JUIIaHE
Br3nanenune Ha nuraBunata Ha Oenus Apod, Ipeau3BUKBAII0 OCTpa IPhAHA 00JIKa, KOATO Ce
BJIOLIABA MPH JUIIaHE (TJIEBPUT)
TyOGepkyno3a
WNudexnuu Ha 0b0penuTe
Hucwk Opoii TpoMOOIINTH, BUCOK OpOit OeNi KPBBHU KIIETKU
Barunanuu nHexuumn
KpbBHHUTE TECTOBE MOKA3BAT ,,aHTUTENA™ CPEILy COOCTBEHOTO TSIIO
HpOMHHa B HMBAaTa Ha XOJICCTCPOJI U Ma3HUHU B KPHBTA.
[ToBunraBane Ha TEra0TO (TIPH MTOBEYETO MAIMEHTH MTOBUIIIABAHETO HA TETJIOTO € MAaJIKO).

Penxu: moxe na 3acernat a0 1 va 1 000 aymm

o Bun pak Ha kpbBTa (MTUMBOM)

. [Iperoc Ha HEAOCTATHYHO KOIUIECTBO KUCIOPOI OT KPBBTA JI0 OPTaHUTE, TPOOIIEMH C
KpBBOOOPAIIEHNUETO KaTO CTECHIBAHE HA KPHBOHOCEH Ch/I

. Brananenne Ha Mo3buHaTa OOBHBKA (MEHUHTHUT)

o WNudexnuu nopaau orcnabeHa IMyHHA CHCTEMa

° Xematut B, ako B MUHAJIOTO CTE UMaJIk XeIaTuT B

o Brananenue Ha yepHUs ApoO, MPUUMHEHO OT MPOOJIeM ¢ UMyHHATa CUCTeMa (aBTOMMYHEH
XETaTHUT)

o ITpoGrem c yepHUs Apo0, MPUUMHSBALL HOXBITABaHE HA KOXKATa MM 04nTe (SKBJITCHULIA)

o [laToslornuHu ThKAaHHU OTOLM WM Pa3pacTBaHUs

o Texka anepruyna peakius, KOsTo MOXKe J1a IPUYUHHM 3ary0a Ha Chb3HaHUE U MOXe /1a Obje
YKUBOTO3acTpaliapaiia (aHapUIaKTHYCH MIOK)

o VY nebensiBane Ha MAIKUTE KPHbBOHOCHH ChJIOBE (BaCKYJIHUT)

o Hapymenus Ha »MyHHaTa cucTemMa, KOUTO MOTarT Jia 3acerHar oenure qpoOoBe, KoxKaTa U
nuMbHATE BB3IH (KaTO HAPUMEP CapKOU103a)

o HartpymnBaHe Ha KJIETKM HA UMYHHATa CHCTEMa B PE3yJITAT HAa BH3MAIUTETHA PEAKIIH
(TpaHyIOMAaTO3HU JIE3UH)

o HezannTepecoBaHOCT Wiy TUIICa HA EMOLIMU

o Cepro3HH KOXKHH 3a00JI5IBaHUS KATO TOKCHMYHA €NUIepMallHa HEKPOJIN3a, CHHAPOM Ha

CrtuBbHC-/[)KOHCHH U OCTpa TeHepan3upaHa eK3aHTEMaTO3Ha MyCTyI03a
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Hpyru npobiiemu ¢ Koxkarta KaTo epureMa My aTudopme, MeXypy U Oererna ce KoKa WIn
THOWMHH IBIKH (ypyHKYII032)

Cepuo3HH HapYIICHUS Ha HEPBHATA CUCTEMa KaTO TPaH3Bep3aJieH MUEIIUT, 3200 sBaHE,
Hano00sBaIo0 MHOXKECTBEHA CKIIEp03a, HEBPUT HA 3PUTEITHHS HEPB U CHHAPOM Ha [ mneHn-bape
Br3nanenune Ha OKOTO, KOETO MOXeE J1a TIPEAN3BUKA IIPOMEHH B 3PEHUETO, BKITFOUUTEITHO
ciemnora

HatpynBane Ha TedHOCT MEXTy OOBHBKUTE Ha CHPIIETO (IIEPUKAPIICH U3ITUB)

Cepno3Hu 6enoapoOHH mpodieM (KaTo MHTEPCTUITHATHA OeoapoOHa 6oect)

MenanoMm (BHI paK Ha KOXKaTa)

Pak Ha mmiikata Ha MaTkarta

[Tonmxken Opoii Ha KPBBHUTE KIIETKH, BKIFOUATETHO CHITHO IOHWKEH Opoii Oenn KPhbBHH KIIETKH
Manku 4epBeH! WIH JIWJIaBH METHA, TPEIN3BUKAHH OT MOIKOKHO KbPBEHE

OTKIIOHEHUS B CTOMHOCTUTE Ha KPBBEH MPOTEHH, HAPEUCH ,,KOMITIEMEHT ‘, KOMTO € 9acT OT
MMYyHHATa CHCTEMa

JluxeHouiHU peakuu(ChpOsI YSPBEHUKABO-JIMIAB KOXKEH OOPUB W/WIIM HUIIKOBUIHHA CUBO-
0enu INHUYM BBPXY JIUTaBHUIINTE).

C Hen3BeCTHA 4eCTOTA: OT HAJIMYHUTE JAaHHU HE MOXKE Ja 6’L,Z[€ HalpaB€Ha OILICHKA Ha Ye€CTOoTaTa

Pax

Psnbk pak Ha KpBBTa, 3acsralll TIIaBHO MJIaJi MbKe (XernaTolnueHalneH T-KieTh4eH JIuMpOoM)
YepHoapoOHa HEIOCTATHYHOCT

Mepken-KiaeTbueH KapIuHOM (BHI paK Ha KOXKaTa)

Capkom Ha Kanomm — psiiko cpeniaH pak, CBbp3aH ¢ HHPEKIHsI ¢ YOBEUIKH XepIeceH BUPYC 8.
Capxom Ha Kamomu Haii-4ecTo ce cpera moj ¢opmMaTa Ha MypIlypHH H3MEHEHUS BEPXY KOXKaTa
Bromasane Ha ChCTOSIHUE, HAPEUEHO AEPMATOMHUO3UT (IPOSIBSIBA CE KATO KOXKEH OOPHB,
MPHUIPYKEH OT MYCKYJIHA C1a00CT)

Copaeuer nHpapKT

Wucynt

Bpemenna 3ary6a Ha 3peHHETO IO BpeMe Ha MJIM B PaMKUTE Ha 2 yaca ciies HHy3usaTa
Wndexnus ot )xrBa BaKCHHA MOPaAX OTCIabeHa UMyHHA CUCTEMA.

[IpoGieMu cries; METUITMHCKH MTPOIeAYpH (BKITIOYBAINN HH(PEKITMO3HA U HEMH()EKIIMO3HU
npobiemn).

Cpol0maBaHe HA HesKeJIAHH PeaAKIHU

AKO TIOJTyYnTe HAKAKBU HEXEJIaHU Peakiny, yBeroMeTe Baiara nekap, hapManeBT Wid MeIUIIUHCKA
cectpa. ToBa BKIIIOUBa BCHUKU BH3MOXKHU HEONMCAHM B Ta3W JIMCTOBKA HEXeJlaHU peakuuu. Moxere
CBILIO 2 ChbOOIINTE HEXKETaHU PeaKkMy AUPEKTHO Ype3 HallMOHAJIHATa CHCTEMa 3a ChOOIIaBaHe,
nocoueHa B [Ipunoxxenne V. Karo cro0maBare HeXKellaHN Peakiiny, MOXKETe Jia aJieTe CBOS IIPHHOC
3a MoJIy4aBaHe Ha MoBeuye NH(OpMaIst OTHOCHO O€30IMacHOCTTa Ha TOBA JIEKapCTBO.

5.

Kak na coxpansiBate Remsima

[la ce cpxpaHsiBa Ha MsCTO, HEJIOCTBIIHO 32 JIela.

He usnosnsBaiite ToBa JIeKapCTBO ClIE/l CPOKA HA TOJJHOCT, OTOENA3aH BbPXY €THKETa U
KapTOHEHaTa OMaKoBKa ciex ,,l ogeH 10:”. CpoKbT Ha TOAHOCT OTrOBaps Ha MOCJIEAHUS JI€H OT
[IOCOUYEHUS MECELL.

Ha ce cpxpansBa B xnagmnHuK (2°C - 8°C). [la He ce 3ampassiBa. ChxpaHsBaiiTe
NpeABapUTEIHO HATBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 32 J1a C€ MPeAa3u OT
CBETJIMHA.

ToBa JilekapcTBO MOXeE Jia Ce ChXPaHsBa ChIIO M3BBH XJIAAWIHHUK, B OPUTHHAIHATA OIIAKOBKA
MIpH TemmepaTypa MakcumyM 25°C, eTHOKpaTHO 3a Mepro /10 28 JHH, HO HE U CJe]l JaTaTa Ha
W3THYaHE Ha TbPBOHAYAIIHHS CPOK Ha TOJTHOCT. B TakbB citydail He ro BpblaiTe 00paTHO 32
ChXpaHEeHME B XJIQAWIHUKA. Hanmumere HOBUSI CPOK Ha FOJHOCT BbPXY KapTOHEHATa OIaKOBKa,
BKJIFOUHMTEITHO JIeH/Mecer/TouHa. M3XBbpIiere ToBa 1eKapcTBO, aKo He Ob/ie N3MOI3BAHO B
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paMKHTE Ha HOBHUS CPOK HA TOIHOCT T CPOKA Ha TOHOCT, HalleyaTaH BbPXY OIaKOBKaTa, B
3aBHCUMOCT OT TOBA KO € Mo-paHeH.

° He m3xBbpiasiiTe mekapcTBara B KaHAIM3AMMATA I B KOHTEHHEPA 32 TOMAITHU OTHATbIIH.
[Nonwuratite Bamus dapmarieBT kak ga U3XBLPISATE JISKAPCTBAaTa, KOUTO BEUE HE U3IOJI3BATE.
Te3u MepkH 11e CHOMOTHAT 3a OIMa3BaHe Ha OKOJIHATa cpeaa.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

KakBo cpabp:xa Remsima

o AKTHBHO BelecTBO: nHGIMKCUMa0. Beska npeaBapuTelHO HAITbJIHEHA MMHCAJIKA ¢ SAMHUYHA
nmo3a ot 1 ml ceappka 120 mg uaGIHKCHIMA0.
. JpyTu chCcTaBKU:OIETHA KUCEIMHA, HATPUEB arleTaT TpUXuApaT, copouron (E420),

nonucop6at 80 (E433) u Boja 3a HHKEKIIHU.

Kaxk u3rie:xxaa Remsima n kakBo chAbpiKa 0ONaKOBKAaTa
Remsima O6ucThp 10 omanecrieHTeH, 0e3nBeTeH 10 OaemokadsB pa3TBOp, KOWTO CE TOCTABS B
NpeBapUTETHO HATBITHEHA MMUCAKa 32 eJHOKpaTHa yroTpeoda.

Remsima 120 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HATBITHEHA rucanka ¢ 27 G ¢ukcupana
UIJa, JUIaBo cTe6J10 Ha OyTaloTo ce Impejylara B OMakoBKa, ChAbprKalla 2 MPeABapUTEIHO
HAITbJIHEHH MMUCAJIKHA U 2 HAalIOEHHU ChC CIIMPT TaMIIOHA.

He Bcuku BHIOBE OMAaKOBKH MOXe J1a OBAAT ITyCHATH Ha Ma3apa.

IIpuTexaTes Ha pa3pelIeHNETO 32 YNOTPeda U MPOU3BOIUTE
Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony

YHrapus

IIpousBoauren

Nuvisan GmbH
Wegenerstralie 13,
89231 Neu Ulm,
I'epmannus

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

DpaHuus

Kymos, SL

Ronda De Can Fatjo 7B, Parc Tecnologic del Vallgs,
Cerdanyola del Vallgs,

Barcelona, 08290,

Hcnanus

Midas Pharma GmbH
Rheinstraf3e 49

55218 Ingelheim am Rhein
I'epmanus

3a nonbJaHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISL, CBBPIKETE CE C JIOKATHHS
NpPEICTaBUTEN HAa PUTEKATENS Ha Pa3pelIeHHeTo 3a yrnorpeda:
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Belgié/Belgique/Belgien

Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

bbarapus

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
YHrapus

Ceska republika

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Mad’arsko

Danmark

Celltrion Healthcare Denmark ApS

TIf: +45 3535 2989
Contact_dk@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: + 49 30346494150
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.

1062 Budapest

Viéci ut 1-3. WestEnd Office Building B torony
Ungari

EA)LGoa

BIANEE A.E.

TnA: +30 210 8009111 — 120

Espaiia
Kern Pharma, S.L.
Tel: +34 93 700 25 25

France
Celltrion Healthcare France SAS
Tél: +33 (0)1 71 2527 00

Hrvatska

OKTAL PHARMA d.o.o.

Tel: +385 1 6595 777
oktal-pharma@oktal-pharma.hr

Ireland
Celltrion Healthcare Ireland Limited
Tel: +353 1223 4026

Lietuva

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Vengrija

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Magyarorszag

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Magyarorszag

Malta

Mint Health Ltd.

Tel: +356 2093 9800

info@mint.com.mt

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: +31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
Contact_no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860
office@astropharma.at

Polska

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vici ut 1-3. WestEnd Office Building B torony

Wegry

Portugal
Celltrion Portugal, Unipessoal Lda.
Tel: +351 21 936 8542

Roménia

Celltrion Healthcare Hungary Kft.

1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony
Ungaria

Slovenija
OKTAL PHARMA d.o.o.
Tel: +386 1 519 29 22
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Island
Vistor hf.
Simi: +354 535 7000

Italia

Celltrion Healthcare Italy S.r.1.

Via Luigi Galvani, 24 - 20124 Milano (MI)
Tel: +39 0247 927040

Kvbmpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony

Ungarija

info@oktal-pharma.si

Slovenska republika

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Mad’arsko

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact_fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77
contact_se(@celltrionhc.com

JlaTta Ha mocyieqHO mpepasriexaane Ha aucropkata {MM/T'TTT}.

Apyru u3rounuuu Ha nHpopmauus

IMompo6Ha nH(MDOpMAaIUs 32 TOBa JIEKAPCTBO € MPeAOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus

o JekapcTBara https://www.ema.europa.eu.

7. Yxka3anus 3a ynorpeda

[MpoueTere BHUMATEITHO T€3U YKa3aHUs, IPeIH Ja u3oi3BaTe nucaikara Remsima. Koncynrupaiite
ce ¢ Bammms MeIUIMHCKY CHeNHANKCT, aKO UMaTe HAKAKBH BBIPOCH 3a U3IMI0JI3BAHETO Ha MHUCAIKATa

Remsima.

Basxkna undopmanus

e  I3nmom3aiite nucankata CAMO ako Bammsit MeTuIinHCKH criennanucT Bu e o0yunn Ha
MIPABIITHUS HAYMH JIa CE€ TPUTOTBUTE U J]A TIOCTABATE WHIKEKITHSI.
e [lommraiite Bamms gocTaBunKk Ha 3ApaBHU YCIYTH KOJKO YECTO TPSIOBA Jla CH MOCTABATE

HHXKEKIIUS.

e  CMeHslTEe MICTOTO HAa HHXEKTHUPaHE BCEKH ITBT, KOTAaTO CH ITOCTABSITe WHXKEKIH. Bcsko HOBO
MSICTO Ha MHXKEKTHpaHe Tps0Ba Jia € Hail-MaJIko Ha 3 cm OT MPEIX0IHOTO.

e  He u3non3eaiiTe nucankara, ako ¢ Ouja U3MyckaHa Wik BUIMMO moBpeaeHa. [loBpeaenara
MUcalikaTta MoXe J1a He (PYHKITMOHUPA MTPABHITHO.

e He u3non3BaiiTe MOBTOPHO MUCATIKATA.
e  Huxora He pa3kiaiaiiTe nucaikara.

3a nucaakara Remsima

YacTu Ha nucanakara (Bik. Quzypa A):
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Mpegnasuten

! Ha urnata
JlekapcTtBO ﬂ }»ﬂposopqeﬂ I.% Bytano
(] || (I (]

Tano

— Kanauka

— -

A A

Mpeau ynotpeba Cnep ynoTtpeba

Queypa A

e  He cBansiite kamaykaTa, JOKaTO HE CT€ TOTOBH J1a MHKekTHparte. Clel] KaTo CBAIMTE Kaladkara,
He s IOCTaBIITe OTHOBO Ha ITHCAJIKATa.

HO}]FOTOBKa 3a HHIKCKIUATA

1. CbOepere MmaTepuaIUTe 32 HHIKEKIHATA.
a. Iloxrorsere uncTa, paBHa MOBBPXHOCT, KATO Maca WM IUIOT, B 100pe OCBETEHA 30HA.
0. M3Bagere mucankara OT KAPTOHEHATA OMAKOBKA, B KOSITO C€ ChXpaHsBa B XJIaJuIIHIKa Bu.
B. YBepere ce, ue UMaTe CICAHUTE MaTepHAaIIH:

nucajka

HaIlOC€H CbC CIMPT TaMIIOH

ImaMy4d€H TaMIIOH WJIN MElpJISI>l<

nekoruacT*

KOHTEHHEp 32 U3XBBPIISIHE HA OCTPH MPEIMETH ¥

*Komnonenmu, Koumo He ca 8KII04eHU 8 ONAKOBKAM.

2. IIpoBepeTe mucajakara.

He u3mon3Baiite nMcankara, ako:
® ¢ IpONyKaHa WX MOBpPECHA.
®  CPOKBT Ha TOJTHOCT € H3TEKBII.
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3. IIpoBepete JekapcTBOTO (B:K. Puzypa b).

TeunocTTa TpsI6Ba 1a ObaC OUCTpa U OS3IBETHA 10
osenokadsipa.

He uznon3gaiite nucankara, ako TeYHOCTTa € MBTHA, C |
IPOMEHEH LBST, WM aKO ChAbPIKa YACTHUIIH.
3abenesxncka: Mooce da sudume 8b30yuHU Mexypyema &
meunocmma. Toea e Hopmanro.

Queypa b

4. N3uakaiite 30 MUHYTH.
a. OctaBere nucankara 3a 30 MUHYTH Ha CTaiiHa TeMIrepaTypa, 3a Aa MO3BOJIUTE A C€ 3aTOILIN
€CTECTBEHO.
He 33I‘p$[B3171T€ InUcajJIKaTa C U3I0JI3BaHC Ha TOIIMHHU U3TOYHUIIHM, KaTO TOIlJIa BOJAA WU
MUKPOBBIHOBA (hypHa.

5. N30epeTe MACTOTO 3a MH:KeKTHPaHe (B:K. Duzypa ° B).

a. M3bepete MsacTOTO Ha MHXKEeKTHpaHe. Moxe 1a MpepgHa | L
WH)XEKTHUPATE BbB: CTpana.
e TmpenHaTa yact Ha Oefpara. ’ ‘

e  KOpeMa, C M3KJIF0UEHHUE Ha 30HaTa Ha 5 cm ro )
OKOJIO ITBI1A). \
e  BBHIIIHATA rOpHA YacT Ha pbkara (CAMO ‘ .‘
OoHOTIICAAY) ‘.
He umxexkTupaiiTe B Ko)kaTa B 30HaTa Ha 5 cm OKOJIO ) .
II'bIIa UJTH B KOXA, KOSATO € UyBCTBUTENHA, YBPEJIEHA, ChC 7] | l \
CUHHMHHU WK ¢ Oere3u. W g
3abenesicka: Cmensiime MACMOMO HA UHICEKMUPAHe NPU
8CAKA UHMNCEKYUS. BCako HO8O MACMO Ha uHdICEeKmuUpaHe

_ CAMO
mpsb6a 0a e Ha He NO-MaaKo om 3 cm om npedxoOHOMO [ 1= GonHornegay
MsACmo. = CamouHxeKkTpaH
eunor
SonHornegay
Queypa ° B

6. U3mmiiTe pbuere cH.
a.J3muiiTe ppLeTE CH ChC CallyH U BOJa U M MOACYLIeTe 100pe.

7. IllouncreTe MICTOTO HA HHKECKTHUPAHE.
a. Iloumcrere MACTOTO HaA HWHXCKTHUPAHE C HAIIOCH CHC CITMPT TaMIIOH.
6. H3uakaiiTe Ko)xaTa Ja U3CBXHE NPCAN 1a MHKCKTUPATEC.
He ,I[YXaﬁTC n HE HOKOCBaﬁTG OTHOBO MSCTOTO HAa MHXKCKTHUPAHC NPCAU J1a HAIIPABUTC UHIKCKIUATA.
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HanpaBeTe HHKCKIMATA

8. CBanere kanaukara (B:xk. Quzypa ).

a. Uzrernere kamaukara 6e3 1a OrbBaTe U 51 OCTaBETE

HacTpaHa.
He nocraBsiiiTe 0THOBO KAaNIa4KaTa HA MM CAJIKATA.
He oTcTpansBaiiTe Kanmaykarta J0KaTo He CTe TOTOBH
Ja MHKEKTHparTe.
He noxocpaiiTe npeanasurens Ha uriata. ToBa MOXKe J1a
JoBeZie 10 YOOXKJaHe ¢ UriiaTa.
3abenescka: Hopmanno e 0a suoume HAKOIKO Kanku
meuYHoCm 0a u3mexkam om uenama cied OmMCmpaHsa8aHe
Ha Kanaykama.

0. H3xBbpiere kamaykaTa B KOHTCHHEP 3a OCTPHU
ormanpnu (BrkTe Ctonka 12 u Gurypa N).

. g

9. ITocTaBeTe MUCAJIKATA HA MSICTOTO 32 MH:KeKTHPaHe (Bx. Duzypa /]).

a. C exgnara pbKa XBaHETE MUCANIKATa TakKa, ue
Jla BUXKJIATE MPO30PUYETO.

0. be3 ma 3axBamiare wiu IppraTe Kokara
MOCTaBETE MUCAJIKaTa Ha MSCTOTO Ha
WHXXEKTHpaHe 1noj brua 90 rpagyca.
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10. 3anouHeTre uHKeKUHUATA (B:K. Duzypa E).
a. [IputrcHeTE CHJTHO MHCaNKaTa KbM KOXKaTa.
3abenescka: Koeamo sanoune unsicexmupanemo, uje
yyeme 1-mo cuiHo wpaxeane u 6ymanomo & iuias
yeam uje 3anouHe 0a U3NBABA NPO3OPYEMO.
0. [IpoxsmkaBaiiTe 1a MPUTHCKATE CUJTHO TTHCATKATA
KbM KOKaTa U Ce OCIYIIBaUTE 3a 2-TO CUITHO
mpakBane. ToBa moxke na orHeme 10 10 cexyHan.
FBeneorcrka: He npomensaiime nozuyusama Ha
npeosapumento HanvIHEeHama RUCATKA Cled Kamo
UHOICEKYUAMA e 3aN0UHad.
B. Cnen kaTo yyere BTOPOTO CHITHO ,,IIIpaKBaHe",
MPOJBIDKETE J1a TPUTUCKATE MUCATKATa CHITHO KbM
KOKaTa U 0aBHO nmpedpoiiTe 10 5, 3a 1a ce yBepurte, ue
€ MIKEKTHUPaHa IsuaTa 103a.

11. OTcTpaHeTe MUCAJIIKATA OT KOKATA CH.
a. [loryneaneTe mucankaTa v ce yBepeTe, 4e JIMITaBOTO
OyTaJio 3ambiaBa MPO30PUETO HAMTBIIHO..
0. OTcTpaHeTe NpeABAPUTEIIHO HAIThIHEHATA TIHCANKA
oT Kokara cu (Bmwkre durypa XK).
3abeneaxcka: Cned kamo uzgaoume RUCATKAMA OM
MACMOMO HA UHNCEKMUPAHe, Uama we ce NoKpue
asmomamuyno (sudxcme Queypa 3).
3abenesicka: Axo npo3opuemo He € CIMAHALO HANBIHO
JIULABO UNU AKO JIeKAPCMEOMO 6CE OWe Ce UHICEKMUpQ,
Mo6a 03HAYARA, Ye He Cme NONYYULU NbIHAMA 003d.
Hesabaeno ce obademe na Bawusi nexap.
3abenesicka: Mooice 0a suoume cusa 3anyuanka 6
npozopuemo. Toea e nHopmanto. Bvzmosicro e da ce
noseu uzeecmuo kvpeene. He usnonzeaiime nucanxama

noemopno. He mvpratime Macmomo Ha UHIICEKMUpaHe.

245

3anoyBaHe Ha WHXEKTUpaHeTo

Mpegnasuten
Ha urnarta

Queypa 3



Caen HHKEKTHPAHETO

12. M3xBBpJIeTe peIBAPUTE]THO HANTBJIHEHATA MUCAJIKA.

a. Bennara cnen ynotpe0a ciokeTe U3MoiI3BaHaTa
MUCaJIKa B TIOJXOISII KOHTEHHED 3a M3XBBHPIISTHE Ha
octpu npeametn (Bik Ourypa N).

beneoicka: He usxevprsiime npedsapumento
HanviHeHama nucaika 6 oumogume omnaovyu.

0. AKo HAMaTe TOIXOIIT KOHTEHHEP 32 H3XBBHPIITHE
Ha OCTPH MpPEAMETH, MOKE J1a H3II0JI3BaTe
JOMaKWHCKH KOHTEHHEp, KOUTO e:

e  HampaBeH OT CBPHXTBBPJA [IACTMACA;

e  MOXe JIa ce 3aTBapsi C J0Ope MpHJIeTHA,
YCTOWYHB Ha IPOOOKIaHe Kanak 0e3 a Morat
OCTpHUTE MPEIMETH J1a U3MaqHAT;

e  u3MpaBeH W CTaOWJIeH MO BpeMe Ha ymoTpeda;

®  YCTOIYMB Ha IPOTHYAHE U

e  MpaBWJIHO 00O3HAYEH, YE CE ChXPaHABAT
OIIaCHU OTIAaABIU B HETO.

B. Korarto Bamusar koHTeiiHep 3a U3XBbPISHE HA
OCTpU MPEIMETH € TIOYTH ITbJIeH, TOU TpsOBa 1a ce
M3XBBPIH CHIIIACHO MECTHUTE U3UCKBAHMUA.

He nocTassiiiTe 0OTHOBO KallaykaTa Ha MHCAIKATa.
3abenesxcka: Hucankama u KonmetiHepvm 3a UX8bPIAHE
Ha 0CmMpu npedmemu 0d ce CoXpausaeam Ha MACMo,
HEeOOCMBbNHO 34 Oeyda.

@urypa U

13. I'pmzka 3a MACTOTO HA HHXKEKTHPaHe.
a. TperupaiiTe MACTOTO Ha HHKEKTHpaHE, KaTO HE IO ThbpKaTe, a IPUTHUCHETE BHUMATEIIHO
NaMy4eH TaMIIOH WJIM MapJsl U, aKo € He0OX0JMMO, [TOCTaBeTE caMo3alIeBalla ce JeTEeHKa.
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JlncroBka: undopmanus 3a norpeduTeNs

Remsima 40 mg/ml koHueHTpaT 32 HH(QY3MOHEH pa3TBOP
nHpukcuMab (infliximab)

IIpoyeTrere BHMMATEIHO USJIATA JMCTOBKA, IIPEAH 12 3alI0YHeTe 12 U3I0/13BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:Ka BaxkHa 32 Bac nundopmanus.

o 3amaseTe Ta3u JUCTOBKA. MOXKe 1a ce HAJIOKH J1a s IPOYETETE OTHOBO.

o Bammsat nexap me Bu nage n HanoMHsAIIa KapTa Ha MAlMEHTa, B KOSATO C€ ChIbpKa BayKHA
uHpopmaius 3a 6€30MacHOCTTA, C KOSTO TPsAOBa J1a ce 3al03HaeTe, IpeIu Ja 3allouHe U 110
BpeMe Ha jiedeHuero Bu ¢ Remsima.

o Korato 3anouneTe HOBa KapTa, 3alla3eTe Ta3d KapTa KaTo CIIpaBKa B IPOABJDKEHUE Ha 4 Mecela
cieq mocjenHara 103a Ha Remsima.

o AKO uMate HAKaKBH JIOBJIHUTEIHN BBIIPOCH, TonuTaiite Bamms nexkap.

o ToBa nexapcTBo € mpeanucano JnyHo Ha Bac. He ro mpeotcrenBaiite Ha aApyru xopa. To Mmoxe
Jla UM HaBpeIy, He3aBUCUMO Y€ IPU3HAIMTE Ha TSXHOTO 3a00JsBaHe ca chliuTe KaTo BamuTe.

o AKO MosTyunTe HAKaKBU HEXEJIaHU peakluy, yBenomere Bamus nekap. ToBa BKiIouBa 1

BCHUYKH Bb3MOXHU HEKECJIaHU pCaKIU, HCOIMUCAHU B Ta3W JIMCTOBKA. Bmxkre Touka 4.

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

1. Kakgo npencrapnsaBa Remsima u 3a kakBo ce H3MM0I3Ba

2. Kakso TpsiOBa na 3Haere, npenu Aa usmomnsare Remsima

3. Kak mre ce mpuara Remsima

4. BBb3M0KHM HEXETaHU peaKuU

5. Kak nma cexpansBare Remsima

6. ChbabppkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS
1. Kakso npenacraBiasBa Remsima u 3a kakBo ce u3moJji3Ba

Remsima cbabpxka akTUBHOTO BeliecTBO HHMIMKCcUMa0. MH(ImkcnMad € MOHOKIOHATHO
AHTHTSUIO - BHJ] IPOTEHH, KOWTO CE MPUKPENBa KbM criel(UIHa MUIICHA B OpraHu3Ma, HapeueHa
TNF (Tymop-HekpoTusupaill ¢pakrop) ajida.

Remsima npuHajnexxu KM rpyla JiekapcTBa, HapedeHH ,,uaxuouropu Ha TNF”. M3non3sa ce mpu
BB3PACTHH 32 JICUEHUE Ha CIETHUTE Bb3MATUTEIIHHU 3200 ISIBAHUS:

. PeBmarounieH aptpur

. Ilcopuarnuen apTput

. AHKu03upani cioHauut (0osiecT Ha bexTepen)
. Ilcopuasuc.

Remsima ce u3mosi3Ba ChIlo Taka Mpy Bb3PaCcCTHU U Jiela HaJl 6-TOMIIHA Bb3PACT IPH:
. Bonect na Kpon
. Yauepo3eH KOJuT.

UeiictBuero Ha Remsima ce ocwiecTssiBa upe3 n3dbupartenHo npukpensade kbM TNF anda n

Ookupane Ha HeroBoTo AeiicTBue. TNF anda ygacTBa BbB BB3MATUTEIHAS MIPOIIEC HA OpraHU3Ma
KaTo OJIOKMPAHETO My MOXeE J1a TIOTUCHE BH3MAJICHUETO.
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PeBMaTOHU/IEH apTPUT

PeBMaTOUTHUAT aPTPUT € BH3MATUTEIHO 3a00IABaHe Ha CTABUTE. AKO CTpaaaTe OT aKTHBEH
PEBMAaTOUICH apTPHUT, ITBPBO Iiie BU JIeKyBaT ¢ APyrH JekapcTBa. AKO TE3M JIEKapCTBa HE MOACHCTBAT
B JIOCTaThYHa CTEIEH, 11e Bu 6b1¢e npeanucano Remsima, koiiro e Bu 0b1e npuiaras B
KOMOMHAIINS C IPYTO JIEKAPCTBO, HAPEUCHO METOTPEKCAT:

e  3aja ce MOTHCHAT NMPHU3HAINTE U CUMIITOMUTE Ha Barrara 6oecr,

e  3aja ce 3a0aBU YBPEKAAHETO HA cTaBUTE Bu,

e  3aja ce nojodpu ¢puzndeckoro Bu chcTosHUE.

IIcopnaTnyeH apTpur

IIcopuaTHYHUAT apTPUT € BB3MATUTEITHO 3a00JIIBaHEe Ha CTAaBUTE, OOMKHOBEHO CHITBTCTBAHO OT
rcopuasuc. AKO CTpajare OT aKTUBEH IICOPHATHYCH apTPHT, TbPBO Iie Bu nexyBar ¢ apyru
JieKapcTBa. AKO TE3M JICKapCTBa HE MOJCHCTBAT B JOCTAThUHA CTEIeH, e Bu Ob1e npeanucano
neuenne ¢ Remsima:

o 3a J1a ce MOTUCHAT MPU3HALMTE U CHMITOMUTE Ha Bamara Goecr,
o 3a J1a ce 3a0aBM yBpeXJaHETO Ha cTaBuTe By,
o 3a 1a ce momobpu pusmaeckoTo Bu cherosiame.

AHkunjo3upany cnoHauIuT (0oaect Ha BexTepen)

AHKHJIO3UPANIUST CIIOHIWINT € Bh3MATUTEIIHO 3a00JIsIBaHe HAa TPhOHAYHMSI CTHJIO. AKO CTpaaare oT
aHKWJIO3WpAIll CIOHIUIINT, ITFPBO Iie By ekyBar ¢ npyru JekapcTBa. AKO Te3H JIeKapcTBa He
MOJIEMCTBAT B [OCTaThYHA CTENEH, Iie Bu Obe Ha3HavyeHo JeyeHne ¢ Remsima:

o 3a Ja ce MOTUCHAT MPU3HALMTE U CUMOTOMHUTE Ha BamaTa 6onecr,
o 3a 1a ce monobpu pusmaeckoTo Bu cherosiame.
IIcopuasuc

[IcopuasuchT e Bh3MANUTENHO 32a00IIsIBaHE HA KOKaTa. AKO CTpajaTe OT yMEPEHO TEXKbK HITH TEKBK
NICOPHA3HUC C IUIAKHU, IBPBO 11e Bu JieKkyBat ¢ Apyru gekapcTBa WK HalpuMmep upe3 GoroTepanusi.
AKO Te3u JieKapcTBa WM JICICHHUS HE TIOACHUCTBAT B 1OCTAaTh4YHA CTEIEH, 1e Bu 0b1e Ha3HaueHO
neueHne ¢ Remsima, 3a 1ja ce MOTHCHAT MPU3HAIIMTE U CUMIITOMUTE Ha OosectTa Bu.

Yiauepos3eH KOIUT

VY1epo3HUT KOJIHT € Bh3NAIUTEIHO 3a00IIs1BaHe Ha JIe0en0To 4epBo. AKO CTpagare OT yIIepo3eH
KOJIUT, TBPBO Iie Bu JexyBar ¢ Apyru JekapcTBa. AKO T€3H JIeKapCTBa HE MOJIEHCTBAT B JOCTAThYHA
crerneH, e Bu O0b1e HazHaueH Remsima 3a teuenue Ha BareTo 3abonsBane.

Boaect na Kpon

Bonectra Ha KpoH e Bbp3nanurenHo 3a0oisiBane Ha yepBara. AKo ctpagare oT Oonectra Ha Kpow,

BpBO 1€ By tekyBaT ¢ apyru jgekapcTBa. AKO Te3H JIEKapcTBa He TIOJEMCTBAT B 1OCTaTh4YHA CTETIEH,

e Bu Ob1ie HazHayeHo jJeyeHne ¢ Remsima:

o 3a Ja ce JIeKyBa akThBHA Gopma Ha OosiectTa Ha KpoH,

o 3a Jja ce HaMaJld OpOosIT Ha MATOJIOTUYHUTE X0A0BE ((PUCTYIIN) MEXKIY YEPBOTO U KOXKaTa, KOUTO
HE Ce IOJJaBaT Ha JICYEHHUE C JPYIH JIEKAPCTBA UM YPE3 ONEPaLUs.

2. KakBo TpadBa na 3Haete, npeau Aa u3nouassare Remsima

He Tpsi6Ba 1a Bu ce npuiiara Remsima

o aKo CTe aJepru4Hu KbM HHMIMKCHMA0 WK KbM HIKOS OT OCTaHAINTE ChCTABKU Ha TOBA
JIeKapCcTBO (M30pOeHU B TOUKA 6),

o aKo CTe aJlepru4Hu KbM IPOTEHUHU C MUIIN POU3XO/,

o ako nmare Tyoepkysosa (TB) nim apyra ceprno3na HH(EKIUIKATO THEBMOHUS HIIH CETICHC
(ceprosHa OakTepranHa HH(EKIHs Ha KPHBTA),

o aKO MMaT€ YMEPECHO TCKKa NJIU TCKKA CbpAC€YHa HEAJOCTATBbYHOCT.

. AKO UMaTe Haclle/ICTBEHa HETOHOCHUMOCT KbM (PYKTO32, PSIIKO TEHETUYHO 3a00JIsIBaHe, IPH

KOCTO HE CC NPOU3BLIKAA CH3HUM 34a pa3rpakJ1aHC Ha (l)pYKTOSa.
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AKO HSIKOE OT M30POEHHUTE ITO-rope ChCTOSIHUS ce OTHacs 3a Bac, Remsima He TpsOBa na Bu ce
npuiara. AKo He CTe CUTYpHHU, nipeau 1a Bu 0b1e npunoxen Remsima, odchbaere ToBa ¢ Bamus
JeKap.

IpenynpesxaeHust U Mpeana3sHu MEPKH
T'oBopete ¢ Bamms nrekap, mpeny Wid 1o BpeMe Ha JIeYeHreTo ¢ Remsima, ako mMare:

Axo Beue cTe JICKYBaHH C HIAKOC JICKAPCTBO, KOCTO ChABPKA I/IH(bJ'II/IKCI/IMa6

. YBenomere Bamus iekap, ako B MUHAJIOTO CTE€ JICKYBaHU C JIEKAPCTBA, ChIIbPKAIIN
nHpIIKcUMab 1 cera 0THOBO Bu ¢ Ha3HaueHo JieueHue ¢ Remsima.
) Ako neuenuero Bu ¢ nnpukcrumad € Omiio mpeKbCcHATO 3a MoBeve OT 16 ceIMUIIU, ChIIECTBYBA

IMOBHUIICH PUCK OT aJICPrUYHU PEAKIUH, KOIraTO TO 3alI0YHE OTHOBO.

HNudexnnun

o [Mpeau na 3anoune neyenuero Bu ¢ Remsima, yBegomere Bamms nexap, ako uMate WHPEKIHS,
JIOPH U ChBCEM JIEKA.

. IIpenu na 3amoune siedenuero Bu ¢ Remsima, yBemomere Barust nekap, ako HIKOTra cTe
JKUBEJIN WM IbTYBAJIH B 00JIACTH, KbCTO MH(PEKIUH KaTO XUCTOILIA3MO034a,
KOKIIUTMOUAOMHKO3a MK OJIACTOMHKO32a ca YeCTO cpelianu. Te3n nHPEeKINH ca MPUINHEHH OT
CrierM(pUIHN BUI0BE I'bOMYKH, KOUTO MOXKE J]a 3aceTHAT OeNus Apo0 MK APYTH YaCTH OT
Bamero Ts0.

. ITo Bpeme Ha neueHnero ¢ Remsima Moxke fa cTe mo-MOJaTIMBY KbM Pa3BUTHE HAa WHEKIINH.
Axo cTe Ha ¥ Haja 65 TOJIMHU, PUCKBT MpU Bac e mo-BUCoK.
. Te3u nHPEKIN MOXKe 1a ca TeXKH U BKIIOYBAT TyOepKyn0o3a, MH(PEKINH, TPUINHEHN OT

BUPYCH, TBOWYKH, OaKTEPUH, WK IPYTH OPTaHU3MH B Cpe/iaTa, KaKTO U CETICHC, KOWTO MOXKe /1
0bJle )KMBOTO3aCTpaIIaBal.
VYBenomere HezabaBHO Barmus nexap, ako 1o BpeMe Ha jiedeHHeTo ¢ Remsima pa3Buere npu3HaIy Ha
nHeknus. Te3n Npu3HaNy BKIIOYBAT MMOBHIICHA TEMIIEpaTypa, KalUTUIA, TPUIIONOI00HN CUMIITOMH,
HepasIoIoKeHNe, 3a4epBsIBaHe U 3aTOIUITHE HAa KOXKaTa, pa3paHsBaHUS WIN IPOOIEMH ChC 3bOHTE.
Bammsr nexkap Moxe Jja mpernopbya BpeMEHHO criupane Ha Remsima.

Ty6epkynoza (TB)

. AKO MMaTe WM HIKOTa CTe MMaJK TyOepKyI03a, MU cTe OMIIK B OJIM3BK KOHTAKT C YOBEK,
OoseH unu 6oseyBai OT TyOEpKyJ103a, € MHOTO BasKHO J1a yBeAoMHTe Bamus nekap 3a ToBa.

. Bammst nexap me Bu nscnensa 3a Tyoepkyinosa. [lpu nanuenTH, iekyBanu ¢ HHQIUKcUMaO,

HuMa ChOOIICHHUS 3a CIyYan Ha TyOepKyJ103a, TOpH MPH NAIUEHTH, JIEKYBaHU BEUe C JIEKApPCTBa
cpeury TB. Bamust siekap 1ie 3anuiiie T€34 U3ciie/iBaHus BbB Balllata HanomHsIa KapTa Ha
MaIyeHTa.

o Axko Bammsr ekap cmsTa, ue ChIIecTBYBa ONMACHOCT JIa CTe 3apa3eHu ¢ TyOepKyno3a, Mpeau
3armoyBaHe Ha JieueHHeTo ¢ Remsima moxe j1a Bu Ob1aT npeanucanu jekapcTsa 3a
TyOepKyJI03a.

AKo 110 BpeMe Ha JiedeHneTo ¢ Remsima pa3BueTe cuMITOMHU Ha TyOEpKYJi03a, He3a0aBHO YBEIOMETE

Barus nekap 3a ToBa. Te3u cMMITOME BKITFOYBAT YIIOPHUTA KANUIUIA, 3ary0a Ha TErjo, yMopa,

MOBHILIEHA TEMIIEPATyPa, HOIIHO M3IOTABaHE.

Bupyc Ha xenatut B

. IIpenu na 3anoune neuenueto Bu ¢ Remsima, yBemomere Bamms mekap, ako cTe HOCUTENH Ha
xenaTuT B mwin ako HAKora cTe uMmaiu xenatur B.

. YBenomere Bamus nekap, ako cMmsiTaTe, ye CTe U3JI0KEHHU Ha MOBUILIEH PUCK OT 3apa3siBaHe C
xemnarur B.

. Bamwusar nekap mie Bu u3cnenBa 3a Bupyca Ha xenatut B.
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. [Ipu manueHTH, KOUTO Ca HOCUTEIM Ha BUpYyCa Ha XemaTUT B, JeueHneTo ¢ MHXHUOUTOpH Ha
TNF, xaro Remsima, Moke Ja TOBEJE 10 peaKTHUBAITHS Ha BUPYCa, KOSTO B HSIKOH CITy9dan MOXKE
Jla ObIIe *KUBOTO3acTpaIaBaria.

. AKO TIOTTyYnTe peakTHBAIMA Ha XenaTuT B, moxe na e Heodxoaumo Barmmst nexap ma cripe
nedeHnueTo By u € Br3MOKHO 1a By nipriioxku ekapcTBa, KaTo eheKTUBHO aHTUBUPYCHO
JIeYCHHE C MOAIBPIKAILIO JICUCHHE.

IIpobaemMu CbC CHPIETO

L YBegomere Bamus JICKap, aKO UMATC KaKBUTO U 1a € HpO6J’ICMI/I CbhbC CHPLCTO, KATO HAIPHUMEP
JICKaA CTCIICH Ha ChpAC€YHAa HEAOCTATBbYHOCT.
L Bamusr JICKap LIC mpocjieadBa BHUMATCIIHO ChpAcUHaTa Bu I[eleOCT.

HezabaBHo yBemomeTe Bammus nekap, ako 1o Bpeme Ha JiedeHneTo ¢ Remsima pa3Buere HOBH WM Ce
BJIOIIIAT CHIIECTBYBAIM CUMIITOMH Ha ChP/ICUYHA HEAOCTATHYHOCT. T€3U CUMITOMHU BKJIIOUBAT 3a0yX
WJIM OTUYaHe Ha KpakaTa.

Pax u immdom

. [Ipenu na 3amoune nedennero Bu ¢ Remsima, yBemomere Bamwst nexap, ako IMaTe WU CTe
uMan muMQom (BU pak Ha KPbBTa) MM KaKbBTO M Jja OMIIO APYT BHUJ PaK.

o HpI/I MaUEHTUTE C TCKBK PCBMAaTOUACH apPTPUT C roJisiMa JaBHOCT PUCKBT OT pa3BUTHUEC Ha
TuM(pOM MOKE J1a € TIO-BUCOK.

o [Tpu meua v BB3paCTHU MPHIIOKEHUETO Ha Remsima Moske J1a IOBHUILY pUCKa OT pa3BUTHE HA
nuM$oM WM APYT BUJ pak.

. Hsaxown nanmenTy, kouto ca Ouinn Ha ederne ¢ TNF-Giokepu, BKIIFOUNTETHO HHPIUKCHMA0, ca

pa3BUJIM PSAABK BHJ paK, HApEUYCH xenaroyimeHasieH T-kineTbueH sumdom. [To-ronsimara yact ot
TE3U MAlMEHTH ca OMIM MIIag¥ MOMYETA WIM MBKE M IIOBEYETO OT TAX Ca UMAJIH CHIO WIH
6onect Ha Kpon, nnu yneposeH konut. To3u BUI pak 0OOMKHOBEHO 3aBBPIIBA ChC CMBPT.
[TouTH BCHYKM MAIMEHTH Ca MOJIyYaBajIy ChIIO M JICKAPCTBA, ChIBbPIKAIIU a3aTHONPUH HIIN
MEpKaITOMypHH B TombiHeHne KkbM TNF-0mokepu.

o Hsikou oT manueHTuTe, JeKyBaHu ¢ HH(QIMKCUMa0 ca pa3BUIM ONPECIICHH BUIOBE paK Ha
koxara. Kaxxere Ha Bamms niekap, ako 1o BpeMe Ha JISYeHUETO WIIH CJe]l HeTO NMa HSIKAKBH
MIPOMEHH B CHCTOSIHUETO Ha KOka Bu uim oOpaszyBaHUs 110 KOXKaTa.

. Hsxow sxenHn, nekyBaHu ¢ HHGIMKCHMAO0 33 peBMAaTOUIEH apTPUT ca Pa3BIIIMA PaK Ha MIMKAKATa
Ha Mmartkata. [Ipu sxeHu, npuemaiiny Remsima BKIIFOUMTETHO TE3W Ha Bb3pacT Haj 60 rouHu:
JIEKapsT MOKeE JIa Mperophyia PeIOBHY MIPETJIeIU 3a paK Ha IWHKaTa Ha MaTKaTa.

Benoapobuu 3200 1siBaHMs WIM TIOTIOHOIIYIIIEHE

. IIpenu na Bu 0b1e npuiiokena Remsima, yBeomere Barms jekap, ako ctpajgaTe OT
6enoapoOHO 3a00IsBaHe, HAPEUEHO XPOHMYHA 00CTpyKTHBHA OestonpodHa Oomnect (XOBB) unu
aKo TYIIATE MHOTO.

. [Nauuenture ¢ XOBD u nauueHTuTe, KOUTO MyIIaT MHOT'O, MOKE J]a Ca C MOBULIEH PUCK OT
pa3BUTHE Ha paK M0 BpeMe Ha JieueHrueTo ¢ Remsima.

3aboisiBaHMs Ha HECpBHATa CUCTEMA

° VYBenomere Baius nekap, npeau na Bu 0b1e npusioxen Remsima, ako cTpagare wid HIKOTa
CTe cTpajaiu OT 3a00JIsBaHe, 3acsraiio HepBHATa cUcTeMa. ToBa BKIIFOUYBA MHOKECTBEHA
cKiiepo3a, cunapom Ha ['mnen-bape, ako cre uManu repuoBe WiK Hskora Bu e noctaBsiHa
JarHo3a ,,HeBPUT Ha 3pUTEITHHS HEPB”.

AKO 110 BpeMe Ha JiedeHHeTo ¢ Remsima pa3Buere CUMIITOMH Ha HEBPOJIOTHYHO 3a00IIsIBaHE,

He3abaBHO yBenoMmere Bamwmst nexap 3a ToBa. Te3u CUMIITOMH BKIIFOUBAT IIPOMEHH B 3PCHUETO,

c1ab0CT B phIIeTe WM KpaKaTa, M3TPHIIBAHE WU ,,MpaBy4YKaHe Ha KOSTO H JIa € 9acT OT TsII0TO Bu.
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IlaTon0TMYHN KOKHU XOI0BE

. IIpenn na 3amoune neuernnero Bu ¢ Remsima, yBenomere Bammus nekap, ako mmare
MATOJIOTHYHU KOKHU X0/10Be (puctyinn).

Bakcunanuu

o YBenomere Bamms nekap, ako ckopo ca Bu mpaBenu BakcuHanuu uir Bu npeacTosT Takusa.

o [Ipeau 3anouBane Ha neyenneTo ¢ Remsima, Tpsa6Ba na Bu 6baaT HanpaBeHu
IPENOPbUYUTENHUTE BakCHHAKU. Moke 1a Bu ObaT HanpaBeHU HSIKOW BaKCHHU 11O BpeMe Ha
neuenuneto ¢ Remsima, Ho He TpsOBa 1a Bu ce mpaBsT )KMBK BaKCHUHHU (BaKCHHH, KOUTO
CBIBPKAT JKUB, HO OTCIa0eH MH(EKIIMO3EeH areHT), 1okaro Bu ce mpuiara Remsima, Tbif kaTo
T€ MOTAT Ja MIPUYUHAT UH(PEKLINH.

° Ako cte morydaBaian Remsima, mokato cte 6mna OpemenHa, Bamero 6e6e chio Moxe 1a e ¢
MIOBHUIIIEH PUCK OT pa3BUTHE Ha MH(EKIHNs, B Pe3YITAT HA MPHJIOKEHNE HA )KMBA BAKCHHA TPe3
IbpBaTa To/IMHA OT XHUBOTA. BaxkHo e a nHpopMupare siekapsa Ha Bamero 6e6e u apyrure
MEIUIMHCKHY CIIeUaNucTy 3a JeuyeHnero Bu ¢ Remsima, 3a ga morar Te aa perar kora
Bammero 6e6e Moxe 1a Ob1€ BAKCHHAPAHO, BKJIIFOUNTEITHO XUBU BakcuHH kKato BCG BakcuHaTa
(M3nos13BaHa 3a PEJ0TBPATIBaHe Ha TYOCPKYJI03a).

o AKO KbpMHTE, € BaKHO Ja HHpopMupaTte jekaps Ha Bamero 6ebe 1 qpyrute MeTuIMHCKA
CHEeLUAINCTH 3a JieueHueto Bu ¢ Remsima, npenu na Obe npuiioxeHa KakBaTo U Ja € BAKCHHA
Ha Bamrero 6e6e. 3a moBeue nHpOpMANHI BIKTE TOUKA ,,bBpEMEHHOCT, KbpMEHE U
beprumTeT.

TCDaHCBTI/I‘lHI/I I/IHd)eKIII/IO3HI/I ar¢HTHu

. YBenomere Bamus snekap, ako HacCKopo ca Bu nmpunoxxwin uinu Bu npencrou na Bu npuiioxar
JIeYeHHUE C TepareBTUIeH HHGEKIINo3eH areHT (kaTo BiuBane Ha BCG, n3non3BaHo npu
JIeYEeHHUE Ha PaK).

OHeDaHI/II/I WKW CTOMATOJOrMYHY MaHUITYyJIallun

° YBenomere Bamus nekap, ako Bu npenctosrt onepauuy Wik CTOMAaTOJIOTMYHA MaHUITYJIAlUu.
° YBenoMere Xupypra Wi CTOMaTojIora CH, ue CTe Ha JieueHne ¢ Remsima, kaTo UM MoKakeTe
Bamara HanomHs1Ia KapTa Ha MALKUEHTA.

[IpoOiemu ¢ yepHUs 1pod

o Hsxou nanuenTn, Ha KouTo ce mpuiiara Remsima, pa3BuBar cepuo3HU YepHOIPOOHU
mpooiemMu.
. YBenomere HezabaBHO Bamus nekap, ako nMate CHMITOME Ha YepHOIpOoOHH MPodIeMHu 1o

BpeMe Ha jiedeHneto ¢ Remsima. Ilpu3Hanure BKIOYBAT NOXKBITABAHE HA KOXKATa M OUUTE,
NOTHMHSIBAaHE HA YpHUHATa, 00JIKa MM MOyBaHe B JSICHOTO MoJipedpue, O0JIKa B CTaBUTE,
KO>KHU OOpHBH WM TIOBUILIABAaHE HA TEMIIepaTypara.

[ToHmwKEeH OPON KPBBHU KIETKHU

. [Ipu HsKOM MAaLMEHTH, HA KOUTO ce mpuiara Remsima, opraHu3MbT HE € B ChCTOSIHUE 112
MPOM3BEX A JOCTATHYHO KPHBHH KIJIETKH, KOUTO J]a c€ OOPSIT ¢ MHPEKIIUUTE U 1a CIIHpaT
KBpPBEHETO.

o VYBenomere HezabaBHO Bamist jiekap, ako vMaTe CUMIITOMH Ha TIOHIKEH OpOi KPhBHU KIIETKH

1o BpeMe Ha jieueHueTo ¢ Remsima. [lpu3HanmTe BKIIIOYBAT NOCTOSHHA TEMIIEPaTypa,
KPBHBOM3IIMBY WIIM JIECHA TI0SIBa HA KPHBOHACAIAHH, MAJIKH YEPBEHH WM JIMJIABH TIE€THA,
MIPEIN3BUKAHM OT MOJIKOKHO KbPBEHE, HITH 0JIe/10CT.
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Hapymenns Ha iMyHHATa CUCTEMA

o Hsaxown nanmenTy, Ha KOUTO ce mprmiara Remsima, pasBuBaT CHMIITOMA Ha HapyIIeHHE Ha
MMyHHaTa CUCTeMa, HAPEUYEHO JIYITyC.
o YBenomere He3abaBHO Bamms nekap, ako pa3BueTe CHMITOMH Ha JIYITyC IO BpeMe Ha

nedeHueTo ¢ Remsima. [Ipu3HanuTe BKIIIOUBAT 00JIKA B CTABUTE WJIM YyBCTBUTEIIHU HA
CIThHYEBA CBETIIMHA OOPHBH 10 Oy3UTE WIIH PHIETE.

Hena v roHOImIM
HMuadopmammsara mo-rope ce 0THacs CHINO 34 JIella U FOHOIIN. B qoIrpiaHeHne:

. IIpu maxoun aena u roHOIH, JeKyBanu ¢ TNF-0mokepu kato nHbIMKCHMA0, ca ce pa3BHIN
pakoBM 3a00JIIBaHUs, BKIOYUTEITHO HETUITUYHU BUIOBE, KOUTO B HSIKOU CIIy4au ca UMaJH
¢artasneH U3xox.

o B cpaBHeHue ¢ Bb3pacTHUTE, IPH MTOBEUE JICla, MPUeMaIy HHPINKCUMa0, ca ce pa3BUIIn
WH)EKITHH.
. IIpenu 3amouBane Ha JevUeHHE ¢ MHOIUKCHMA0, Ha menara TpsiOBa 1a UM ObIaT HalpaBeHH

IMPECIIOPBUYNUTCIIHUTC BAKCHUHAIIHU. Ha Jenara MOXKeE a1a UM 6T>I[aT HaIlpaBCHU HAKON BAKCHUHU 110
BpeMe Ha JiedeHneTo ¢ Remsima, Ho He TpsOBa Jla UM ce IpuIIarat >KUBU BAKCHHU JJOKATO UM Ce
npunara Remsima.

Ipu nena Remsima TpsiOBa fa ce n3non3pa caMo 3a JedeHue Ha 6onectTa Ha KpoH win yiuepos3eH
kout. Tes3u mera TpsiOBa Aa ca HABBPIIAIN 6 TONUHHU.

AKO He CTe CHT'YPHH JIaJli Hello OT H30pOeHOTO Mo-rope ce oTHacs 3a Bac, nmpenu 3amouBane Ha
JedeHueTo ¢ Remsima nonuraiite Barmst nekap.

Jpyru nexkapcTBa u Remsima

[MaumeHTHTE ¢ BH3NATUTEIHU 3200IIIBaHHS IPUEMAT JIEKapCTBa 32 JICUCHHE Ha TIXHOTO ChCTOSIHUE.
Te3wn ekapcTBa MOTaT a NPEIU3BUKAT M0ABA HA HEXKEJIaHU peaknuu. Bammst nekap me Bu
NIOCHBETBA KOM APYIH JEKapCTBa 1a MPOIBIDKUTE Ja IpUeMarte B Xo/a Ha JieueHreTo ¢ Remsima.

HNudopmupaiite Bamms nexap, ako U3MONI3BaTe, HACKOPO CTE M3MOI3BAIH WIH € B3MOXKHO Jla
W3M0JI3BaTe APYTH JEKapCTBa, BKIIOYMTEITHO BCHYKH JAPYTH JIEKapCcTBa 3a JieueHne Ha OoecTTa Ha
Kpon, yamepo3eH KoauT, peBMaTOUACH apTPUT, aHKITIO3UPAIIl CIIOHIMINT, TICOPUATHICH apTPUT WU
TICOPHA3HUC, U TAKUBA, KOMTO CE OTITyCKAaT Oe3 pelenTa — KaTo BUTAMUHH UM OHJIKOBU IIPENapaTy.

B gactHOCT yBenomere Bamms nekap, ako H3M0I3BaTe HAKOE OT CIIEAHUTE JICKapCTBa:

e  JlekapcTBa, MOBJIMSBAIIM HEPBHATA CHCTEMA.

e  Kineret (chappka anakuapa). Remsima u Kineret He TpsOBa Jja ce mpuiiaraT eJHOBPEMEHHO.
e  Orencia (ceappika abaranent). Remsima u Orencia He TpsiOBa Ja ce MpuiiaraT eHOBPEMEHHO.

He tpsibBa na Bu mpuiarar »kMBY BaKCHHU JIOKaTO H3M0NI3BaTe Remsima. AKo cTe H3Mmoi3Baiu
Remsima mo Bpeme Ha OpeMeHHOCT 1M Bu ce nmpuiara Remsima jgokaTo KbpMuTe, KaXKeTe Ha JIieKapsi
Ha Bamero 6e0e 1 ApyruTe MEJUIIMHCKH CIIEIIMAINCTH, KOUTO ce TprKart 3a Bamero 6ebe 3a
neyennero ¢ Remsima npenu na BakcuHupat 6e6eto By ¢ KakBUTO U 1a € BAaKCHHU.

AKO HE cTe CUT'ypHU JIajli HElIO OT U30POCHOTO MO-Trope ce oTHacs 3a Bac, mochBeTBaiiTe ce ¢ Bamms
Jiekap win papmarieBT rpeau ynorpedara Ha Remsima.

BpemenHocTt, kbpMeHe H GepTHINTET

o Axo cTe OpeMeHHa WM KbPMUTE, CMSITATe, Ye MOXe Jia CTe OpEMEHHA HJIH TUIaHUpaTe
OpeMeHHOCT, oChBeTBalTe ce ¢ Bamus nekap npeau ynorpedara Ha TOBa JiekapcTBO. Remsima
Tps0Ba a ce U3M0JI3Ba [0 BpeMe Ha OPEMEHHOCT WM JIOKAaTO KbPMUTE, caMo ako Bamusr
JIeKap IpeleHy, ye ToBa € Heooxoaumo 3a Bac.
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o [To Bpeme Ha neueHnero ¢ Remsima, KakTo U B MPOIBIDKEHIE HA 6 Mecela Ciie] Kpas Ha
JIedeHUETO, TPsIOBa ma n3bsAreate 3adpemMeHsaBane. O0chaeTe yrioTpedaTa Ha KOHTPAIICTITUBHA
Cpe/ICcTBa Mpe3 TO3M mepuo| ¢ Bamms ekap.

. Ako cte momydaBaiu Remsima mo Bpeme Ha OpeMeHHocTTa, BameTo 6ebe Moxe f1a e ¢
MTOBUINICH PUCK OT Pa3BUTHE HA MHQPECKIUS.
. Baxxno e ma napopmupare nexaps Ha Bamero 6ebe u ApyruTe MEIUIIMHCKH CIISIMATUCTH 32

neuenrnero Bu ¢ Remsima, npeau na 0b1aT NpuitoskeHH KaKBUTO U J1a OMIJIO BAKCUHH Ha
Bameto 6e6e. Ako cte momydaBaiau Remsima mo Bpeme Ha OpeMeHHOCTTa, MPUJIAraHeTo Ha
BCG Bakcuna (M31o13Bana 3a mpeIoTBpaTsBaHe Ha TyOepKyno3a) Ha BameTo 6e0e B pamknTe
Ha 12 mecena cien paxJaHeTo MOXKe Aa AOBeAe 10 NHPEKIH ChbC CEPUO3HHU YCIOKHEHUS,
BKJIFOUMTEITHO CMBPT. Bamero 6e6e He TpsOBa 1a Ob/ie BAKCHHUPAHO C )KUBH BAaKCHHHU KaTO
BCG BakcunaTa B paMkuTe Ha 12 Mecema cies pakaane, OCBEH ako Jiekapsat Ha Bameto 6e6e
HE Mpenopbya Apyro. 3a moBede HH(GopMaIys BUKTE TOUKATa 32 BAKCHHALIUH.

. AKO KbpMHTE, € BXXHO J1a HHPopMuUpare ekaps Ha Bamero 0ebe n ApyruTe MEIUIIMHCKH
CIELMANCTH 3a JieueHneTo Bu ¢ Remsima, npenu na 0b1e npuiiokeHa KaKBaTo U 1a € BAKCHHA
Ha Bamrero 6e6e. Bamero 6e6e He TpsiOBa /1a Ob/ie BAKCHHUPAHO C )KUBH BAaKCHHH JTOKATO
KBpPMUTE, OCBEH aKo JieKapsT Ha Bairero 6ebe He nmpenopbua Ipyro.

o ChoOIaBaHu ca CJTydau Ha CHJIHO MOHMKEH Opoi OeNu KphBHH KIISTKH MPU KbpMadeTa, POJICHH
OT JKEHH, JIeKyBaHH ¢ nHpIMKcuMab 1o BpeMe Ha OpemeHHocTTa. AKo Bamrero 6e6e nma
MOCTOSIHHO TIOBHUIIIEHA TEMITEPATypa WK UH(EKIINU, He3a0aBHO Ce CBBPXKETE C JeKaps Ha
6ebero Bu.

lo¢upane u pa6oTa ¢ MAIIUHHA

He ce ogakBa Remsima ga mosnusie cnocobHocTTa Bu 32 modupane u padbora ¢ MamHu. AKO cliex
nHQy3usaTa Ha Remsima yceture ymopa, 3aMastHOCT WM HE ce UyBCTBAaTe 00pe, He modupaiTe u
HEJICHTE J1a M3M0I3BaTe MHCTPYMEHTHU WJIH J1a paboTUTE ¢ MAIIUHHU.

Remsima cbabp:xa copouTo.

CopOHTONBT € U3TOYHHK Ha PYKTO3a. AKO UMaTe HacieACTBeHA HETOHOCUMOCT KbM (PYyKTO3a,
PSIIKO TEHETHYHO 3a00IIsABaHe, He Tps1OBa 1a Bu ce npunara Tosa nekapctso. [lammenture ¢
HACcJIeJCTBeHA HEIIOHOCHMOCT KbM (DPYKTO3a HE MOTaT Jla pasrpaxaaT GpyKro3ara, KOETo MOXKe Ja
NPUYMHU CEPUO3HH HEXKETaHU PEaKIIHU.

Tps6Ba na nabopmupare Bamms nekap, npean qa Bu 0b11e npritoxkeHo ToBa JIekapcTBo, ako Bue
(wm Barero jiete) MaTe HaclieJCTBEHA HEIIOHOCHMOCT KbM ()pYKTO3a WK ako BaieTo gere Beue
HE MOXKC aa rmpueMa CjIaJJKu XpaHu WIN HAIIUTKW, 3a110TO MY IIpUJIoIaBa, MOBPbIIa WX I10JTydaBa
HENPUATHU YCEIIaHus KaTo MoyBaHe Ha CTOMaxXa, KOPEMHH CIIa3MU WIIH JHapusl.

Remsima cbabpska nosamncopodar 80

Tosa nexapctBo chabpka 1,3 mg monmucopbar 80 BB Bceku ¢urakoH ot 100 mg, kouto ca
expuBasieHTHH Ha 0,5 mg/ml, u 4,4 mg nmommcopOat 80 BBB Bceku (uakoH ot 350 mg, KOUTO ca
expuBasieHTHH Ha 0,5 mg/ml. [TonucopbaTuTe Morar Ja NIPUUMHAT aJieprUYHU peakuuu. TpsOBa 1a
KakeTe Ha Bammms nexap, ako UMaTe YCTaHOBEHU aJIeprHH.

Remsima cbabpika HaTpuid

Remsima cbappxa mo manko ot 1 mmol (23 mg) HaTpuii Ha 1032, T.€. MOXKeE J1a ce Kaxe, ue
MPaKTHYECKH He ChAbpKa Hatpuil. Obaue, mpeau na Bu 6b1e npunoxxena Remsima, To ce cmecBa ¢
pa3TBOp, KOUTO ChAbPKa HaTpuil. YBeaoMere Baius nekap, ako cTe Ha IUeTa C HUCKO ChIbP>KaHUE
Ha COJI.

3. Kak ce npniiara Remsima

PeBmaTtonsen apTpur
OOwnyaiinara 103a € 3 mg Ha KWIOTrPpaM TEJIECHO TErJIo.
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IlcopuaTnyeH apTpUT, AaHKUJI03UPALL CIOHANIUT (0oJiecT Ha bexTepeB), ncopuasuc, yjiepo3eH
KOJIUT 1 0osiecT Ha Kpon
OOwnyaiinata 103a € 5 mg Ha KWIOTPaM TeJIECHO TErJo.

Kak ce npuiara Remsima

. Remsima me Bu 6b1¢ mprarana ot jiekap WIH METUITHHCKA cecTpa.
o BamusT nexkap uim MeTUIIMHCKA CecTpa I IPUTOTBY JICKAPCTBOTO 32 UH(DY3USL.
o JlexapctBoTo 1116 Bu OB/1¢ IpritoskeHo kato nH(y3us (KanKoBO BIMBaHE) (B MPOIBIIKCHHUE HA

2 gaca) B elHa OT BeHuTe Bu, 00MKHOBeHO BeHa Ha pbkara. Cien Tpetara nHpy3us, Bammsat
JeKap MOJKe Jla eIty Ja Moy BamaTa mo3a Remsima B npombmkenne Ha 1 gac.

° Joxaro Bu ce BimmBa Remsima, kakTo ¥ B IpoAb/DKeHHE Ha 1 10 2 Jaca ciiell TOBa, e ObaeTe
o1 HabJoICHNUE.

Konko Remsima me Bu 0b1e npusiaran

. Bamusar nekap 1ie onpeaenu no3ata Bu u 1e pemu Koiko yecto 1ie Bu ce nmpuara. Tosa 1ie
3aBHCH OT 3a00JisiBaHeTO Bu, TenecHoTo BU Terio u koiako 1o0pe ce MOBIUsIBATE OT JICUCHUETO
¢ Remsima.

o Hanenara mo-moJty Tabyviia okas3ea rnpe3 KakBu rnepuoan o0nvaitHo e Bu ce mpuiara ToBa

JIEKapCTBO CIIe]] MbpBaTa J103a.

Bropa no3a 2 ceAMUILM ClIe] IbpBaTa 1032

Tperta no3a 6 cenMHULIM clell IbpBaTa 1032

ITocnenpamu g03u Ha Bceku 6 1o 8 cenmuinu — cnopen
3a00J15IBAHETO

Ynorpe6a npu ena u OHOIIN
I1pu nena (Ha 6 TOIMHU U TIO-TOJIEMU) Ha JiedeHue 3a OosecT Ha KpoH miu yiiepo3eH KOoJuT,
IpernopbuUMTeNIHATA 1032 € ChINATa KaTo 3a Bb3PACTHU.

Axo Bu e npuio:keHa no-BHCoKa oT Heo0xoaumara 103a Remsima

ITonexxe TOBa JIEKapCTBO CE IMpUJIara oT JIEKap WK CECTPpa, € MaJIKo BeposiTHO fa Bu Obae npunokeHa
TBBPJE BUCOKa 103a. He ca u3BecTHN HeXXeIaHu peakiuy B pe3yJiTaT Ha NPUIIOKEHHE Ha TBbPAE
BUCOKa 1032 Remsima.

AKo 3a0paBuTe WU NponycHeTe HHQY3usiTa HAa Remsima
AKko 3a0paBuTe WIK NPOITyCHETe Ha3HaueHa HHPy3us Ha Remsima, KOJIKOTO MOKe [10-CKOPO
yroBopeTe HOBa HH(Y3HS.

AKO uMaTe HAKaKBH JIOMBIHUTEIHHA BBIIPOCH, CBBP3aHHU C YIIOTpedaTa Ha TOBa JIEKapCTBO, IOMUTANTE
Bamus nexap.

4. Bb3MOKHH HeKeJTaHU peakuuuun

KakTo BcHuKkH JIeKapcTBa, TOBA JIEKAPCTBO MOYKE JIa MTPEM3BHKA HEKETaH! PEaKIni, BBIPEKH Ue He
BCEKH I'd mosy4yana. [IoBe4eTo HeXKeNaH! PeakInH ca JICKU JI0 yMepeHH. Bee mak, npu Hikou
MAIMeHTH MOTaT Jia Ce Pa3BHUAT CEPHO3HHU HEXKETaH! Peakiii, KOUTO Hajarar jedenue. Hexxenanu
pEaKIK MOTaT Ja Ce Pa3BHT H Clie/l CIIUpaHe Ha JieueHneTo ¢ Remsima.

He3a0aBHo yBenomere Bamust 1exap, ako 3a0esexuTe CJIeAHOTO:

o IIpu3Hany Ha ajlepruyHa peaknMs KaTo [0yBaHE Ha JIMLETO, YCTHUTE, YCTaTa WX TbpIIOTO,
KOETO MOXe Ja IPUYMHH 3aTPYAHEHO TPETITbINAHe WK 33yX, KOXKeH OOpHUB, KOTIPUBHA TPECKA,
HO/yBaHE Ha JIJIaHUTE, XOAWIaTa WK Iie3eHuTe. Hsakou oT Te3u peakiuu Moxe Ja ca CEpUO3HU
WM AKUBOTO3aCTpAIIaBali. ANepruuHa peakiys MoXke 1a Ce pa3BUE B paMKHUTE Ha 2 yaca clie]l
nH(]Yy3HUATa WK TO-KbCHO. [IpyTy MpU3HALM HA HEXEJIaH! aJIeprUyHU Peakiii, KOUTO MOTaT Ja
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ce MpOoSIBAT 10 12 muu ciien HHQY3usITa, BKIOYBAT OOJIKH B MYCKYJIUTE, TPECKA, OOJIKHM B CTABUTE
YeNoCTUTe, OOJIKU B THPIOTO WM TIIaBOOOITHE.

IIpu3Hauy Ha CbpAEYHO YBpeKIaHe KaTo TUCKOM(OPT Wik OONIKa B bpAUTE, 0OJIKa B phKara,
0oIka B cToMaxa, 3ayX, TPeBOXKHOCT, 3aMastHOCT, CBETOBBPTEXK, IIPHUIIAIBK, TIOTEHE, Ta/ICHE,
MOBpBILAHE, TPETITEHE WK CHIIHO ChplLeOHeHe B I'bPHTE, YCKOPEH Wi 3a0aBeH Chp/ACUEH PUTHM
Y OTUYAHE HA KPaKaTa.

IIpu3nany Ha MHpexnus (BKIYUTEIHO M Ty0epKyJ103a) KaTo OBUILIEHA TEMIIEpaTypa,
yMOpa, KalluIXIa, KOsITO MOKe J1a Oblie YIOPUTa, 3a1yX, TPUIIONON00HN CUMIITOMHY, 3aryba Ha
TErJI0, HOITHO M3MOTABaHe, TUapusl, pa3paHsIBaHus, HATPYIIBaHE HA THOH B yepBaTa WIIK OKOJIO
anyca (abcrec), mpobiaemMu ChC 30MTE HITH MAPEeIo yCelaHe Mpu YpHHUPaHE.

Bb3MO:KHM NpU3HALM HA PaK, KOUTO BKIIOYBAT, HO HE CE OrPaHMUYaBaT [0 OAyBaHE Ha
nuM(HUTE B3, 3ary0a Ha TErJo, OBUILEHA TeMIIEpaTypa, HeoOn4aliHI KOXKHU BB3JIH,
MPOMEHHU B OCHKH WJIM 1IBETa Ha KOXKaTa, Ui HEeOOMYaiHO BarMHAIHO KbPBEHE.

IIpu3Hauu Ha 6ej10ApoOHO yBpeKIaHe KaTO KALUIUIIA, 3aTPYJHEHO AUILIAHE UIIH CTSraHe B
TBbpAUTE.

IIpu3Hany Ha HEBPOJOTMYHO yYBpeskKAaHe (BKJIIYUTETHO MPOOIeMH ¢ 09UTe) KaTo
NPU3HALM Ha HHCYNIT (BHE3AITHO U3TPBIIBAHE WM CJIA0OCT Ha JIMLETO, pbKaTa WM Kpaka,
0c0o0EeHO OT eTHaTa CTpaHa Ha TsUIO0TO; BHE3AITHO 0OBbPKBaHe, 3aTPyAHEH FOBOP Wi pa3OupaHe;
3aTpyAHEHO BIDKAAHE C €IHOTO WM JABETE OYH, TPYAHOCTH MPH XOJCHE, 3aMasHOCT, 3aryda Ha
paBHOBECHE MM KOOPAWHALINS, I CHIIHO TJ1aBOO0IINE), IPUNATbLH, U3TPhIIBaHE/MpaByUKaHe
Ha KOSITO M []a € 4acT OT TSUIOTO WK caboCT B phLETE U KpaKaTa, IPOMEHH B 3pEHUETO KaTo
HaIpUMEp IBOMHO BYKJAHE, WIH JPYTU IPOOJIEMH C OYUTE.

Ipu3zHauyu Ha YepHOAPOOHO yBpeKIaHe (BKIIOUUTEIHO XeNaTuT B nHeKus, Korato cte
MMaiy XernaTuT B B MMHAIOTO) KaTO NOXBJITABAHE HA KOXKATA MM OYUTE, IOThMHIBAHE HA
ypuHaTa, 00JIKa I TIO{yBaHe B ASICHOTO moapedpue, 00JKa B CTaBUTE, KOYKHH OOPHBH HITH
MOBHUIIIEHA TeMIepaTypa.

IIpu3Hauu Ha HapyLIeHHe HA HMYHHATA CHCTEMAa, HApe4YeHo JIYIyC, KaTo OOJNKU B CTaBUTE
WJIM YyBCTBUTEIIHU Ha CTbHYCBA CBETIIMHA OOPHBH 10 Oy3UTE WK pbhlieTe (JIYITyC) WK
KaIlUTHAIIA, 33/TyX, TPEeCKa WM KOKEeH 00pHB (CapKonm03a).

IIpu3Hanyu Ha NOHM:KeH OPOil HA KPbBHHUTE KJIETKHU KaTO ITOCTOSIHHA TEMIIEpaTypa,
KPBbBOM3JIMBU WJIM JIECHA IMOsABA HAa KPbBOHACAAaHWA, MaJIKW YCPBCHU WJIM JIMJIABU II€THA,
NPEU3BUKAHU OT MIOJAKOKHO KbPBEHE, WIIH OJIEIOCT.

Ipu3nanu HA ceprO3HU KOKHH NMPOGJIEeMH KaTo YePBEHUKABH, MOI00HU HA MUIICHA METHA
WJIN KPBIJIH [IETHA YECTO C MEXYPH B LIEHTHPA, PA3IMOJIOKEHH IO TSUIOTO; TOJIEMH 001aCTH OT
Oenema u mouienia ce (ekcdoiaupaiia) Koxa, 3B B yCTaTa, IbpJIOTO, HOCA, IOJIOBUTE OPraHU
1 OYUTEC WX MaJIKU IIOAYTUHU, ITBJIHU C FHOI71, KOMTO MOrat ga c€ pasnpOoCTpaHAT 110 TAJIOTO.
Tes3u KOKHU peakuy Morar 1a ObAaT NpUAPYKEHH OT HOBUIIEHA TeMIIeparypa.

HeszabaBHo YBCAOMETEC Bamms JICKap, ako 3a0€NeKUTE HIAKOH OT I/I36pO€HI/ITe no-rope Ocnesu.

CrnieiHATE HEXKEIAHU PEaKIMU ca HaOJIto1aBaHu npu Remsima:

MHoro yecTu: MoXxe Jia 3acerHat nosede ot 1 Ha 10 gymmu

Bboika B kopema, rajiene

BupycHu nHdeknum kato xeprec Win rpuil

I/IH(beKIlI/II/I Ha TOPHUTEC AUXATCIIHU ITbTUIIA KaTO CUHY3UT
I'maBoGonme

Hesxenanu peakiuu, CBbp3aHu ¢ HHPY3UATA

Bbouka.

YecTu: Mmoxe n1a 3acerHat a0 1 Ha 10 gymm

[IpoMsiHa Ha QyHKIIMATA HA YEPHUS IPOO, MOBUILIABAHE HA YSPHOAPOOHUTE CH3UMHU
(ycTaHOBSsIBa c€ OT M3CJICIBAaHUSTA HA KPHB)

benoapo6au wiv rphAHN HHPEKIIUK KaTO OPOHXUT WM ITHEBMOHHMSI

3aTpyaHeHo win 60J1e3HEHO auIaHe, 00JIKa B THPINUTE
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KpbBon3nuBu B cToMaxa Wi B YepBarta, Iuapusi, CTOMAITHO Pa3CTPONCTBO, KUCEIHHH B
cTOMaxa, 3areK

Konpusna Tpecka (00puB), chpOsii] 0OpHB WK CyXa KOXKa

Hapymeno paBHOBecue mim 3aMasiHOCT

[loBumena remneparypa, MOBHIICHO ITOTEHE

Hapymiennst Ha KpbBOOOpAILICHUETO KAaTO HUCKO WJIH BUCOKO KPBBHO HAJISITAHE
[locunsBane, ropely BbIHM WK KbPBEHE OT HOCA, TOTJIA U 3aU4epBeHa Koxka

Ymopa i cnaboct

bakrepuannu nHQEKIMH KaTO OTpaBsHE HA KPBBTa, abciiec WM HHPEKIU Ha KoXKaTa
(memrynuT)

I'pOmuHa HHGEKINI Ha KOoJKaTa

IIpobmeMu ¢ KpbBTa KaTO aHEMHSI HJTH HaMaJIeH Opoi Oe)i KPBBHH KIICTKH

HonxyTtn mumdHI BB3TH

JHenpecusi, HapyIIeHNs Ha CHHS

[Ipobnemu ¢ ounTe, BKIIOUYBAIIN 3a4epBIBaHE M HHPCKITAH

YckopeHa cbpaedHa qeiHOCT (TaXuKapIns) WIH ChpricOneHe

Bonka B craBuTe, MyCKyIUTE WITH THpOa

Wudekuns Ha MTUKOYHUTE THTUIIIA

[Icopuaszuc, mpobiemu ¢ Ko)KaTa KaTo eK3eMa M KOCOoTa,|

Peaknmu Ha MsICTOTO Ha MHKEKTHpaHe KaTto O0JIKa, IO JyBaHe, 3a4epBsIBaHE M ChPOEK
CryneHu TPBIKYU, HATPYIIBAaHE HA TEYHOCT O] KOXKaTa, MPUYUHSIBAIIO ITOAyBaHe
W3tprnBane nnu "MpaByukaHe'.

Heuectu: moxe na 3acernat 1o 1 va 100 xymm

Jlomio kpbBOOpOCsBaHe, HAOBOBaHE HAa BEHA

Cn0upane Ha KpbB U3BBbH KPHBOHOCHHTE CBHAOBE (XEMaTOM) WIIM KPbBOHACSIaHE

[Ipobnemu c KoxkaTa KaTo MosiBa Ha MEXypH, OpalaBUIIH, TTATOJIOTHYHO OLIBETSIBAHE HA KOXKaTa
WM IUTMEHTAlNY, T0yBaHe HAa YCTHUTE WK yaeOensBaHe Ha KoXaTta, WiIM 3a4epBeHa Oenera
C€ WJIH JIIOCTIeCTa KoxKa

Texxku anepruyHy peakuu (Hanp. anadUIaKCHs ), IMyHOOOYCIIOBEHO 3a00JIsIBaHEe, HAPEUCHO
JyIyc, alepruYHy PEaKUH KbM YyXKAU IPOTSHHU

[To-6aBHO OT HOPMATHOTO 3apacTBaHE HA paHHUTE

VYronemsBane Ha YepHHs APOO (XEMATUT) WIIK HA )KITBYHHS MEXYp, YSPHOAPOOHO YBpEkKAaHe
PazcestHOCT, pazapa3HUTENHOCT, OOBPKAHOCT, HEPBHOCT

[Ipobnemu ¢ ounTe KaTO 3aMBIIICHO MU OTCIa0CHO 3peHHe, TOAITyXBaHe Ha OUUTe, CUSMHK
HoBooTkpwuTa uim BiolIaBaiia ce CbpiedHa HeJJOCTAThYHOCT, 3a0aBeHa ChpJievyHa YecTOTa
ITpunagsx

KonByicuu, HapyiieHns: Ha HepBHATa CHCTEMa

[epdopanms wim 3amymBaHe Ha yepBaTa, OOJIKHA B KOPEMa HITH KpaMmIy,

VYronemsBaHe Ha MaHKpeaca (MaHKPEATUT)

I'bOnuHM MHQEKIUK KaTo KaH/u/103a WK ThOWYHN HH(EKIIMN HA HOKTHTE

BenonpooHu rpobiiemu (kato 0enoapoOeH OTOK)

HatpynBane Ha TedHOCT OKOJIO Oenute ApoOoBe (TIeBpaieH U3ITHB)

CrecHsiBaHE Ha Bb3lyXOHOCHUTE IBTHUINA B OeNIUTe APOOOBE, MPUUNHSBAIIO 3aTPYAHEHO
JUIIaHe

Bwananenue Ha nuraBunarta Ha Oenus Apod, IpeAN3BUKBALIO OCTpa rpbaHa 00JIKa, KOSTO ce
BJIOIIABA MPH JWIIaHE (TUIEBPHT)

Ty06epkymnoza

Nudekuun Ha 660penmTe

Hucsk O6poit TpomOoIiTH, BUCOK OpOii Oear KPhBHH KIIETKU

Barunanau nabexumn

KpbBHHUTE TECTOBE IOKA3BaT ,,aHTUTEJA " CPEIly COOCTBEHOTO TSLIO

[MpomsiHa B HUBaTa Ha XOJECTEPOT U Ma3HHHU B KPHBTA.

[MoBumraBane Ha TEra0TO (TIPH MMOBEYETO MAIMEHTH MTOBUIIIABAHETO HA TETJIOTO € MAJIKO).
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Penxu: moxe na 3acersat a0 1 va 1 000 qyuum

. Bux pak Ha kpbBTa (JTTMDOM)

o [Iperoc Ha HEAOCTATHYHO KOTUIECTBO KUCIOPOI OT KPHBTA 0 OPTAHUTE, TPOOIIEMH C

KPBBOOOPAIIEHUETO KaTO CTECHSIBAaHE HA KPHBOHOCEH ChJT

Br3nanenune Ha Mo3bpUHATa OOBHUBKA (MECHHHTHT)

Nudexunn nopann orciabeHa IMyHHa CHCTEMa

Xematut B, ako B MUHAJIOTO CTE UMAaJIk XEIaTUT B

Bwananenue Ha yepHUs po0, MPUYMHEHO OT MPOOJIEM ¢ UMyHHATa CUCTeMa (aBTOMMYHEH

XETaTHUT)

[Tpobraem c yepHUs Apo0, MPUUMHABALI HOXKBITABAHE HA KOXKATa MM 04nTe (KBJITCHULIA)

o [TaTosoruvHu ThKAaHHU OTOLY WM Pa3pacTBaHUsI

o Texka anepruyna peakius, KOsITo MOXKe J1a MPUYUHU 3ary0a Ha Chb3HaHUE U MOXKe J1a Obje
’KABOTO3acTpamnaBama (aHaQUIaKTHICH 0K )

. VY nebensiBane Ha MaKUTE KPHBOHOCHHU ChII0BE (BACKYIIUT)

o Hapymenns Ha mMyHHaTa CHCTeMa, KOMUTO MOTaT Ja 3acerHar OenuTe 1poboBe, KoXKaTa u
JUM(pHUTE BB3JH (KaTO HAIIPUMEP CaPKOMI03a)

o HarpymnBaHe Ha KIIETKM HA UMYHHATa CHCTEMA B PE3YJITAT Ha BH3MAIUTETHA PEaKIIHS
(TpaHyI0MaTO3HH JIC3UH )

o HezannTtepecoBaHoCT WM JTUIICA HA €MOLIUU

o Cepro3HH KOXKHU 3a00JISIBaHUS KATO TOKCHYHA €MUIEpMalIHa HEKPOJIN3a, CHHAPOM Ha
CrtuBbHC-/[)KOHCHH U OCTpa TeHepalln3upaHa eK3aHTEMaTO3Ha MyCTyI03a

o Hpyru nmpobiemu ¢ Kokata KaTo epureMa MyiaTadopme, Mexypy U Oeerna ce KoxKa WIIn
THOMHU IhITKH (QypyHKyIno3a)Cepro3HH HapyIIeHHs] Ha HepBHATA CHCTEMa KaTo
TpaH3Bep3alicH MUEIUT, 3a00JIsIBaHe, HAo100sBaIl0 MHOXKECTBEHA CKIIEpO3a, HEBPHUT Ha
3pUTENHUS HEPB U cuHIpoM Ha ['unen-bape

o Brp3nanenue Ha OKOTO, KOETO MOXKeE Jia MPEAN3BUKA TPOMEHHU B 3pEHHETO, BKITIOUUTEITHO

CclIeroTa

HatpynBane Ha TedHOCT MEXTy OOBHBKUTE Ha CHPIIETO (TIEPUKAPJICH U3ITUB)

Cepuosau 6emoipoOHY MpobIIeMu (KaTo HHTEpCTUIInAIHA OenoapobHa Goect)

Menanom (BUJ pak Ha KOXKaTa)

Pak Ha muiikata Ha MaTkarta

[Tonmken Opoli Ha KPBBHUTE KIIETKH, BKIFOUATEIHO CUITHO TIOHWKEH Opoii Oe KPhbBHU KIIETKU

Maunku YepBeH! WY JIJIABH M€THA, TPEIN3BUKAHH OT MOJIKOKHO KbPBEHE

OTKJIOHEHUS B CTOMHOCTHTE Ha KPBBEH MPOTEHH, HApEUEeH ,,KOMILIEMEHT , KOWTO € 9acT OT

WMYHHATa CHCTEMa

] JluxeHouIHU peakiuu(ChpOsIl YepPBEHUKABO-JINJIAB KOXKEH OOPUB W/WIIM HUIIKOBUIHHA CUBO-
Oenu JINHUYU BBPXY JIUTaBHIINTE ).

C HeH3BeCTHA 4eCTOTA: OT HATMYHUTE TaHHU HE MOJKe J1a ObJle HallpaBeHa OIIEHKA Ha 4eCToTaTa
° Pak npu neua v roHomu

o Psnpk pak Ha KpbBTa, 3acsATal] IIaBHO MOMYETa B IOHOIIIECKA BH3PACT MIIM MIIAJN MBKe
(xenmatonuenaneHn T-kieTbueH TUMGOM)

o YepHoapoOHA HEIOCTATHYHOCT

. Mepxken-kiaeTb4eH KapIuHOM (BHJI PaKk Ha KO)KaTa)

. Capkom Ha Kamomm — psKo cpemian pak, CBbp3aH ¢ HH(EKINS C YOBEIIKH XePIIECeH BUPYC 8.
Capkom Ha Kanomm Haii-uecto ce cpema noj ¢popMara Ha IMypIypHH U3MEHEHUS BEPXY KOXKaTa

o Brnomasane Ha ChCTOSIHUE, HAPEUEHO IEPMATOMHUO3UT (IPOSIBSIBA CE KaTO KOXKEH OOpHB,

MPHUJIPYKEH OT MyCKyJTHA cI1abocCT)

CopaeueH nHdpapkT

Wncynt

Bpemenna 3ary0a Ha 3peHHETO 1O BpeMe Ha MJIM B PAMKUTE Ha 2 yaca ciied HHy3usiTa
Wndexnus ot )xruBa BaKCHHA MOPaAX OTCIabeHa UMyHHA CUCTEMA.
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JloOmbJIHUTEHN HeXKeJIaHH PeaKuu MPH J1ela U IOHOIIN

Jema, kouTo ca npuemMani HHPIUKCUMa0 3a iedeHne Ha Oonectta Ha KpoH, ca mokas3aiu HIKou
Pa3jIvKU B HEXEIIAHUTE PEaKIINK, B CPABHEHUE C Bh3PACTHUTE, KOUTO ca IpueMalid HHPIUKCUMao 3a
nedeHue Ha Oonectra Ha Kpon. Hexkenanure peakiuu, Bb3HUKHAIM MTO-YECTO TIPH JIela ca: MOHWKEH
Opoii YepBeHN KPBBHH KJICTKH (aHEMHS ), KPHB B U3NPAKHCHUATA, IOHIHKCHN OOIM HUBA Ha OenuTe
KPBBHU KJIETKH (JIEBKOTICHHS), YePBEHIHA WIIH N3UEPBIBaHE (3a4epBsSBaHE), BUPYCHU HH(PEKITHH,
MIOHIKEHH HUBA Ha OeJIMTE KPbBHU KJIETKHU, KOUTO Ca KPhBHUTE KJICTKU 32 00pOa ¢ nHpekusTa
(HeyTpormeHus), CaynBaHe Ha KOCTH, OakTepraiHa HH()EKIHS 1 allEpTUYHN PEaKIUU Ha TUXaTEITHATE
MBTUIIA.

Cpo0ilaBaHe HA HeXKEJIAHU PeaKIun

AKO TIoITyYuTe HAKaKBU HEeXEJIaHW peaklny, yBeJoMmeTe Bamms nekap, GpapManeBT Wi MeTUITIHCKA
cectpa. ToBa BKIIIOUBa BCUUKH Bb3MOKHHM HEOMTUCAHU B Ta3U JIMCTOBKA HEXKETaHU peakiuu. MoxeTte
CBIIO Ja ChOOIINTE HEKETaHU Peakiy AUPEKTHO Ype3 HAallMOHATHATA CHCTEMa 32 ChOOIIaBaHe,
mocodeHa B [Ipmiokenne V. Kato cro0maBare HeXeIaH PEakITiy, MOYKETE 1a JafeTe CBOS IMPHUHOC
3a [oJTy9aBaHe Ha ImoBede HHPOpMAIHst OTHOCHO O€30IIacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak n1a cbxpansiBare Remsima

OO0uKHOBeHO Remsima 0OMKHOBEHO 11ie ObJIe ChXpaHsIBaH OT MEIUIIMHCKUTE CICIIMATUCTH. B ciryuai,

4e ce Hy)KAaeTe OT M3UCKBaHMSTA 33 ChbXpaHEHHE, TE ca:

o [a ce cpxpaHsBa Ha MSICTO, HEIOCTBITHO 32 JAeLa.

o He u3nosn3BaiiTe ToBa 1€KapcTBO Cllel] CPOKA HA TOAHOCT, OTOEIA3aH BbPXY €THKETa U
KapTOHEHaTa OIakoBKa cief ,,l'ofaeH 10:”. CpoKbT HAa TOJHOCT OTTOBAps Ha MOCICIHUS ICH OT
MOCOYEHHUS MECell.

. Ha ce coxpanssa B xnamwiHuk (2°C - 8°C).

o ToBa lekapcTBO MOXKeE Jla C€ ChXPaHsBa ChIIO U3BHH XJIAJMIHHUK, B OPUTHHAIHATA OTIAKOBKA
npu temneparypa MakcumyM 30°C, eZHOKpATHO 3a nepuo A0 15 AU, HO HE U ciiel faTaTta Ha
W3THYaHE Ha TbPBOHAYAHHS CPOK Ha TOTHOCT. B TakbB citydail He ro BpblIaiiTe 00paTHO 32
ChXpaHEeHHE B XJIAAWIHUKA. Hanuiere HOBUSI CPOK Ha FOJHOCT BbPXY KapTOHEHATa OIaKOBKa,
BKJIIOUMTENIHO AeH/Mecer/ronuHa. M3xBepiere ToBa IeKapCTBO, aKO He Obe U3MO0I3BAHO B
paMKHTE Ha HOBHUS CPOK Ha FOJHOCT WJIM CPOKa Ha TOAHOCT, HalleyaTaH BbPXY OMAaKOBKAaTa, B
3aBUCUMOCT OT TOBa KO € IMO-paHeH.

o IIpenopbuBa ce, korato Remsima ce moaroTss 3a nHQY3us, 1a ce U3M0I3Ba MAKCUMAaIHO ObP30
(B pamkute Ha 3 yaca). Bce mak, ako pa3TBOpBT Ce MPUTOTBU MPU ACENTHYHH YCIOBUS, TOM
MOJK€E /1a C€ ChXpaHsABa B XJIaauiaHUK 10 60 g npu Temneparypa ot 2°C - 8°C u B
npoabiDKeHre Ha ome 24 gaca npu 30°C, crien u3BakaaHe OT XJIaJUITHHKA.

o He u3nosnsBaiite ToBa 1€KapcTBO, aKO LBETHT MY € IIPOMEHEH HJIN aKO ChABPKa YaCTULI.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HHpOpManus

Kakso cpabp:xa Remsima

. AKTHBHOTO BemiecTBO € nHpmkcnmad. Beeku duiakod cpappka 100 mg v 350 mg
nHQIMKcuMab. Beekn Munmunutsp cbabpka 40 mg nabIMKCHMAa0.
. Jlpyrute ChCTaBKH ca OIeTHA KHCEIHHA, HATPUEB alleTaT Tpuxupar, copourorn (E420),

nonucop6ar 80 (E433), Bona 3a MHKEKIINY.

Kak H3rJICKIA Remsima 1 kakBo ChbAbpPiKa OMaKoBKaTa
Remsima ce J0CTaBA B CTBKICHHU (bJ'IaKOHI/I, ChAbpiKallll KOHIICHTPAT 3a I/IH(I)y3I/IOHCH pa3TBOp.

Remsima e 6UCTbP 110 omanecieHTeH pa3TBop, O31BETHA J0 CBETIIOKa(sIBa TEUHOCT.
Remsima ce mpon3Bexaa B 0makoBkH oT 1, 2, 3, 4 wim 5 ¢iakoHa.
He Bcuuku BUIOBE OMAaKOBKK MOTrar Ja ObJaT MyCHATH Ha Ta3apa.
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IpuTexkaTes HA pa3pelIeHNETO 32 YNIOTPeda U MPOU3BOTUTEI

Celltrion Healthcare Hungary Kft.
1062 Budapest

Vaci ut 1-3. WestEnd Office Building B torony

YHrapust
IIpousBoguTesa

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

Opanuus

Kymos, SL

Ronda De Can Fatj6 7B, Parc Tecnologic del Vallgs,

Cerdanyola del Vallges,
Barcelona, 08290,
Hcnanus

Midas Pharma GmbH
RheinstraB3e 49

55218 Ingelheim am Rhein
I'epmannus

3a nonbIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKaPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
NpPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien

Celltrion Healthcare Belgium BVBA
Tél/Tel: +32 1528 7418
BEinfo@celltrionhc.com

Buarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1231 0493

Danmark

Celltrion Healthcare Denmark ApS
Contact_dk@celltrionhc.com

TIf.: + 45 3535 2989

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 30346494150
infoDE@celltrionhc.com
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Lietuva
Celltrion Healthcare Hungary Kft.
Tel: + 36 1231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel : +36 1 231 0493

Malta
Mint Health Ltd.
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: +31 20 888 7300
NLinfo@celltrionhc.com


mailto:BEinfo@celltrionhc.com
mailto:BEinfo@celltrionhc.com
mailto:Contact_dk@celltrionhc.com
mailto:infoDE@celltrionhc.com
mailto:NLinfo@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

E\rada
BIANEZ= ALE.
TnA: +30 210 8009111

Espaiia
Kern Pharma, S.L.
Tel: + 34 93 700 25 25

France
Celltrion Healthcare France SAS
Tel: +33 (0)1 71 25 27 00

Hrvatska
OKTAL PHARMA d.o.o.
Tel: +3851 6595 777

Ireland

Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026
enquiry_ie@celltrionhc.com

island

Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493
contact_fi@celltrionhc.com

Italia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247927040
celltrionhealthcare italy@legalmail.it

Kvbmpog
C.A. Papaellinas Ltd
TnA: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Tel: +36 1231 0493

Norge
Celltrion Healthcare Norway AS
Contact_no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel.: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL LDA

Tel: +351 21 936 8542
contact pt@celltrion.com

Romaénia
Celltrion Healthcare Hungary Kft.
Tel: +36 1231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel: + 3861 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: + 358 29 170 7755
contact fi@celltrionhc.com

Sverige
Celltrion Sweden AB
contact se(@celltrionhc.com

JlaTta Ha mocsieqHO mpepa3rjexaane Ha aucropkata {MM/I'TTT}.
Jlpyru u3TOYHUIM HA MH(pOpMAaLHs

ITonpoOHa uHoOpMaLKs 3a TOBa JIEKAPCTBO € IpeJoCTaBeHa Ha yeOcaiita Ha EBporetickata areHIust
1o JieKapcTBara https://www.ema.europa.eu.
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CremnaTta mHGOpMaNHs € peIHa3HaYeHa caMO 3a MEAWIIMHCKH CIICITHATACTH:

Ha nanuenture, KouTo ca Ha jiedeHre ¢ Remsima, TpsOBa J1a ce MpeIoCcTaBu HAIIOMHSIIA KapTa Ha
MalyeHTa.

Yka3zanus 3a ynorpeda u padoTra — ycJI0BHs Ha CbXpaHeHHe
Ha ce cpxpansBa mpu Temmeparypa 2°C — 8°C.

Remsima moxe n1a ce chxpassiBa pu Temieparypa MmakcumyM 30°C eqHOKpaTHO 3a TIepUOJT 10

15 mHU, HO HE U CIie]l CpoKa Ha TOJJHOCT, OTOENSI3aH BhPXY OnakoBkara. HOBHAT cpok Ha FOJHOCT
Tpsi0Ba a OB/Ie HANKCAaH BHPXY KapTOoHEHaTa omakoBKa. Ciie n3BaKaaHe OT XJIQAWITHIKA, Remsima
He TpsIOBa J1a Ce BPBIla OTHOBO 32 ChbXPaHEHUE B XJIAJMITHUK.

Ykazanus 3a ynorpeda Ha NpoAyKTa — pa3pe:kaaHe U NPUJI0KeHHe

3a na ce mo00pH MPOCIEAUMOCTTa HAa OMOJIOTMYHUTE JICKAPCTBEHU MPOAYKTH, UMETO U aPTUIHUSAT
HOMeEp Ha MPUII0KEHUs JIEKapCTBEH MPOAYKT TpsAOBa SICHO /1a ce 3amucBar.

1. TpsOBa ma ce u3unCHAT q03aTa U OpoaT HeoOxoaumu ¢urakoHn Remsima. Beeku durakon
Remsima cpabpika 100 mg mim 350 mg unparkcumad. TpsOBa 1a ce M3YUCIi HEOOXOAUMUST
0011 06em Remsima xoHIieHTpaT.

2. HeoOxomumusar obem Remsima KoHIIEHTpaT TpsaOBa Ja ce U3TETIIU MIPH aCeTITHYHH yCIOBUS U
na ce paspenu 1o 250 ml ¢ uady3uoHeH pasteop Ha 9 mg/ml (0,9%) HaTpues xiaopun. He
paspexaaiiTe mpuroTBeHUs pa3TBop Remsima ¢ HUKaKkbB APYT pa3TBOPHUTEN. 32 Pa3pekTaHETO
MOJKe€ J]a U3TeranTe OT 250-MUININTPOBAaTa CThKIIeHA OyTHIIKA WM HH(Y3HOHEH CaK ce
n3Ters konmuaecTBo 9 mg/ml (0,9%) pa3TBop Ha HATPHEB XJIOPHI, PaBHO Ha 00eMa Ha
HeoOxoaumust ooeM Remsima konmneHTpaT. Heooxoammusar o6em ot Remsima KoHIEHTpar ce
no0aBs 6aBHO KbM 250-MUITHIATPOBaTa OYTHITKA WIIH CaK C pa3TBOp Ha HATPHUEB XIIOPU U CE
cMecBa BHUMaTeIHO. [Ipu o6emu, mo-ronemu ot 250 ml, u3non3BaiTe WM Mo-rojsm
uHQy3noneH cak (Hamp. 500 ml, 1 000 ml), unu Hakonko uHpYy3MOHHH caka oT 250 ml, 3a na
rapaHTHpare, 4e KOHIIEHTpaIiaTa Ha HHQY3UOHHUS pa3TBOp He HajaBuInasa 4 mg/ml. Ako ce
ChXpaHsBa B XJIQIWIHUK CIIe/l pa3pexaane, HHPY3HOHHUST pa3TBOp TPsIOBa J]a c€ OCTaBH Jia ce
Temrepupa rnpu craiiHa temrneparypa (1o 30°C) 3a 3 waca npenu Crbnka 3 (uHy3us).

3. WH}y3noHHUAT pa3TBOp TPsAOBA Aa ce MPUIIOKHU 32 BpeMe, He MO-KPAaTKO OT IIPENOpPbYUTEIHATA
NPOJBIDKUTENHOCT Ha UH(Py3usTa (BXK. Touka 3). TpsiOBa fa ce u3non3pa caMmo HHPY3HMOHHA
CHCTeMa ChC CTEPHIICH, allMPOreHeH (PUiIThp, KOWTO cabo cBbp3Ba NPOTEUHH (C pa3Mep Ha
nopure 1,2 MUKpoMeTpa uiH no-Manbk). IloHeke B HHQY3HOHHUS pa3TBOP HE C€ ChABPKAT
KOHCEPBAHTH, CE MPEropbuBa NHPY3HUATA JIa 3aII0YHE KOJIKOTO CE MOXKE M0-0bP30 B PAMKHUTE
Ha 3 yaca OT pa3pexAaHeTo Ha pa3TBopa. AKO He ce M3I0JI3Ba Be/IHATa, CIIA3BaHETO Ha
NPENOPbYBAHUTE CPOKOBE U YCIIOBHSA 32 ChbXpaHEHHUE MIPeu ynoTpeda ca OTTOBOPHOCT Ha
noTpeduTest ¥ OOMKHOBEHO He OU TPsAOBAJIO Jia HaBUIIIaBaT 24 Yaca IpU TEMIIEpaTypa OT
2°C — 8°C, 0ocBeH aKo pa3pekJIaHETO € U3BBPIICHO NMPH KOHTPOIUPAHH U BATHIUPAHU
acenTU4HH ycloBus. Hensnon3eanus pa3TBop He TpsiOBa Ja ce ChbXpaHsBa 3a MOBTOPHA
ynorpe0a.

4. Hpezu/l 3ali04YBaHC Ha HH(by3HHTa Remsima TpH6Ba Ja C€ orjcaa 3a HaJIM4YueE Ha 4YaCTHIU WUIN
MMpoMsAHa Ha IBCTA. He TpSI6Ba Ja C€ U3I10J13Ba, aKO 6’I>,Z[aT 3a0eNsI3aHu IMpoOMsHa Ha LIBCTA,
MAaTOBH WJIN APYTH YaCTUIIU.

5. Hewnsnon3panusr JICKAPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO Tpﬂ6Ba Ja ce

H3XBBPJIAT B CbOTBETCTBUE C MECTHUTC U3MCKBAHUS.
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