MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



' To3u iekapcTBEH MPOAYKT IOUICKH Ha JOMBJIHUTEIIHO Ha0oicHre. ToBa 111e 1M03B0oJu OBP30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3KCKBA J]a ChOOIIABAT BCSIKA MTOA03MpPaHa HeKeJlaHa peaknys. 3a HaunHa Ha ChoOIaBaHe Ha
HEXXEJTaHW PEaKINK BIDKTE TOUkKa 4.8.

1. HUME HA JTEKAPCTBEHMUS TIPOAYKT

Pyzchiva 130 mg koHueHTpaT 32 HHPY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku ¢nakon cpappixa 130 mg yereknnymad (ustekinumab) B 26 ml (5 mg/ml).

Ycreknnymad e usisuio 4oBemko 1gG 1k MOHOKIIOHATHO aHTUTSUIO KbM HHTepieBkuH (1L)—-12/23,
MIPOU3BE/ICHO B KJIEThYHA JIMHUA OT AHYHHUK Ha kutaiicku xamcrep (CHO) ¢ momorra Ha

pexkombunanTHa JJHK TexHnomorus.

3a IIBJIHUS CHUCHK Ha ITOMOIIHHUTEC BCUICCTBA BHXXTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Kownrenrpar 3a nuH(Y3UOHEH pa3TBOP

Pa3tBOpBT € OuCTHp, Oe3nuBeTeH 10 01en0XbIT U € hopmynupad pu pH 6,0 = 0,3. OcmoTudaHOCTTA
Ha pa3tBopa ¢ 290 + 30 mOsm/kg.

4. KJIUMHUYHU JAHHU

4.1 TepaneBTUYHU MOKA3ZAHUS

Bonect Ha Crohn

Pyzchiva e mokasaH 3a fieueHre Ha B3pacTHH MAIMEHTH C YMEPEHa 10 TEKKa akTHBHA OOJIECT Ha
Crohn, KouTO ca ce MOBIUITN HEAOCTATHUHO, BeUe HE CE TOBIMSABAT WM UMAT HETOHOCUMOCT KbM

KOHBCHIIMOHAJIHATA TE€panusd WJIN KbM aHTAaroOHUCT Ha TNF(X, WM uMaT MCIUITNMHCKHA
IIPOTUBOIIOKA3aHU 3a TaKWBa TCPAITUU.

4.2 Jlo3UpOBKa M HAYMH HA NMPUJIOKEHHE

Pyzchiva konnenTpar 3a nHpy3HOHEH pa3TBOp € NpeAHa3HaueH 3a yInoTpeda oA pPhKOBOACTBOTO U
Ha/30pa Ha JIeKap ¢ ONUT B AUATrHOCTULMPAHETO U JieueHneTo Ha 6onect Ha Crohn.

Pyzchiva konnenTpar 3a uHdy3HOHEH pa3TBOp TPsOBa Jia ce U3MOI3Ba caMo 3a HHTPAaBEHO3HATA
WHAYKIMOHHA 103a.

gO?»H[}OBKa

Bonect Ha Crohn

Jleuenneto ¢ Pyzchiva Tps0Ba na ce 3anmo4He ¢ eJMHUYHA HHTPaBEHO3HA /1032, OCHOBABaIlla Ce Ha
TeNecHOTO Terii0. MH(Y3MOHHUAT pa3TBOp TPsAOBA Aa ce MPUTOTBH OT HIKOJKO (hrrakoHa Pyzchiva
130 mg, kakTo e yka3ano B Tabnuna 1 (Bxk. Touka 6.6 32 IPUTOTBSIHETO).




Tabauna 1: Hayajnna uHTpaBeHo3Ha 103a Ha Pyzchiva

TenecHo Teryio Ha nanuenTa  Ilpenopbuutesna  bpoi puaakonn

KbM MOMEHTA HA NIPUJIaraHe no3a? Pyzchiva
130 mg

<55kg 260 mg 2

>55kg no<85kg 390 mg 3

> 85 kg 520 mg 4

a

pubmusurenno 6 mg/kg

IIspBaTa moaKoXKHA 7032 TPSOBA Aa ce MPIIIOKHU Ha CEIMUIIA 8 Clie]] MHTPABEHO3HATa 7103a. 3a
JIO3UPOBKATA TIPH MOCIIEBAIIATA CXeMa Ha MOJIKOXKHO NpriioxkeHne BuxkTe Touka 4.2 ot KXII Ha
Pyzchiva nmxeKkIMoHeH pa3TBOpP B PEABAPUTEIHO HAITBIITHEHA CIIPHHIIOBKA.

Cmapuecka év3pacm (> 65 200unu)
He e HeoOX01MMO aanTupaHe Ha 103aTa MpH MAIUeHTH B CTapUecKa Bb3pacT (BXK. Touka 4.4).

bvopeuno u wepnoopobHo yepesicoane
He ca npoBexxaanu npoydyBaHus ¢ yCTeKHHYMa0 MpH Te3u MomyJaun namuentu. He Moxxe aa ce mane
npernopbKa 3a J103aTa.

Tleouampuuna nonyrayus
BesonacnoctTa u edukacHOCTTa Ha ycTeKuHyMa0 npH JeueHue Ha 6onect Ha Crohn npu mena Ha
BB3pacT 1moj 18 roguHu Bee OIIIe He ca yCTaHOBEHU. JIMIcBaT JanHu.

Hauwn Ha npunoxenue

Pyzchiva 130 mg e camo 3a HHTpaBEHO3HO TIPIIIOKEeHHE. To¥ TpsOBa Aa ce mpuiara B IPOIbIDKEHNE
Ha Hali-MaJIKO €IMH 4Yac.

3a yKa3aHHs OTHOCHO Pa3pekIaHeTO Ha JCKApCTBEHUS MPOIYKT MPEIH MPUIOKEHHUE BUKTE TOUKA 6.6.

4.3 IIpoTuBOMOKA3AHUA

CBpPBXUyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HAKOE OT IIOMOILIHUTE BEIIECTBA,
nu30poeHu B Touka 6.1.

Knuan4no 3HaunMa, akTrBHA HHGEKIHS (Hamp. akTHBHA TYOEpKyi03a, BXK. TouKa 4.4).

4.4 Chnenuananu npeaynpesaeHus U NpeAnasHu MepKH NPU ynoTpeda

IIpocnenumoct
3a nma ce momoOpy MPOCICAUMOCTTA Ha OMOIOTUIHATE JICKAPCTBEHU MPOAYKTH, UMETO M MAPTHIHUSAT

HOMCP Ha MPUIJIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja C€ 3aIlicCBar.

HNudexnmu

YcreknHyMad MOXKe Jla IMa MOTEHIIWAN J]a yBellndaBa prcka oT MH(DEKIINY U 1a peaKTHBHPA
naTeHTHU nHQeKmn. [Tpu KTMHIYHY POYyYBaHHUS U TIOCTMAPKETUHTOBO 00CEPBAIMOHHO ITPOYYBaHE
NP TIAIMEHTH C TICOPHA3UC ce HAOJII0]aBaT CEpHO3HU OaKTepHaTHH, ThOWYHN ¥ BUPYCHU MH(EKIINU
MIpH TAMCHTH, TPUEMAIIH YCTEKUHYMa0 (BXK. Touka 4.8).

[Ipu nauueHTH, 1EKyBaHU ¢ yCTEKUHYMaO, ce cho0IIaBa 3a OMOPTIOHUCTUYHU MH(PEKIINH, BKIIOYBAIIN
peakTUBUpaHe Ha TyOepKyo3a, IPyrd OTOPTIOHUCTUYHU OaKTepUaTHI WHPEKIHN (BKIIFOYUTEITHO
aTUIIMYHA MUKOOaKTepraiHa HHPEKIHsI, MEHUHTUT, MPUYKMHEH OT Listeria, MHEBMOHMSI, IPUYWHEHA OT
Legionella, u Hokapano3a), ONOPTIOHUCTUYHN MUKOTHYHH MH(EKINH, ONOPTIOHUCTUYHN BUPYCHH
UHQEKIHUY (BKIFOYUTEIIHO eHIIe()ATNT, MPUIMHEH OT XepIieC CHMIUIEKC 2) M Tapa3uTHU HHPEKITUH
(BKITIOYUTETHO OYHA TOKCOIIa3M03a).

Tps6Ba na ce moaX0k/aa C MOBUIIIEHO BHUMAaHHUE, KOTATO ¢€ 00CHK/a MPUIIOKEHUETO Ha YCTEKUHYMa0
NPY TALMEHTH ¢ XPOHUYHU HHOEKIIUY WM aHaMHe3a 3a penuanBupaiia nadekus (Bx. Touka 4.3).



[Ipenu 3amouBaHeTo Ha JICUCHHUE C YCTEKHHYMa0 MallMEeHTUTE TpsiOBa Jla ce U3ClieABaT 3a
TyOepKyi03Ha HHEKIHs. Y CTeKHHyMa0 He TpsOBa a ce mpuiara Mpu MalkueHTH ¢ aKTHBHA
TyOepkyo3a (Bxk. Touka 4.3). JleueHnero Ha nareHTHA TyOEpKyJI03Ha HHPEKIUS TPAOBa [a 3amouHe
Hpenu MPUIOKEHNETO Ha ycTeknHyMa0. [IpoTuBoTyOepKyi03HaTa Tepamnus ChIIo TpsAOBa 1a 0bae
00CBhJeHa IpeAx HayaJloTO Ha JICUeHHE C YCTEKHHYMa0 IIpy MalMeHTy ¢ aHaMHe3a 3a JIaTCHTHA WU
aKTUBHA TyOEpKyJI03a, IPH KOUTO HE MOXKE /1a CE MOTBBbPAM a/ICKBATEH KypC Ha JICUEHHE.
ITanmmenTHTe, IpEEMaIIy yCTEKUHYyMa0, TpsiOBa 1a ce HabIt01aBaT BHUMATEITHO 3a TPHU3HAIN H
CHUMIITOMH Ha aKTHBHA TYOEpKYJI03a 110 BpeMe Ha JICYEHHETO U CJIe]| Hero.

IMaruenTture TpsiOBa Aa OBAAT MHCTPYKTUPAHH JIa MOTHPCAT JICKAPCKU CHBET, AKO CE MOSIBAT MPU3HALN
WA CUMITTOMH, TIpEATIOaramy HHeKus. AKO MaIHeHT pa3Bie cepro3Ha HHMEKINS, ChCTOSTHUETO
My TpsiOBa BHUMATEITHO JIa CE CICIU U YCTCKHHYMa0 He TpsOBa a ce mpuiiara, J0Kato HHQEKIUITa He
ObJIe OBJIAASHA.

3710Ka4eCTBEHHN 3a00/IsIBaHUS

NmyHOCYynpecopu KaTo YCTEKHHYMa0 MMaT MOTEHITHAN J1a YBEJIMYaBaT PUCKA OT 3JI0KAYeCTBESHU
3a00iiaBanHus. HsKou MalueHTH, KOUTO ¢a IPUEeMalk YCTeKMHYMa0 B KJIMHUYHU MPOYYBAHUS U B
MMOCTMaPKETHHIOBO 00CEPBAllMOHHO MPOYYBAHE IIPH MAI[MEHTH C IICOPUA3UC, Ca PA3BUIIN KOXKHH U
HEKOXKHH 37I0KaYeCTBCHH 3200 11BaHUS (BXK. TOUKa 4.8). PUCKBT OT 37I0KaYCCTBCHH 300 IIBAHHS MOXKE
Jla € TO-BHCOK IPU TAIIMEHTH C IICOPUA3UC, KOUTO Ca JICKYBaHU C JPYyTr'H OMOJIOTHYHH JICKapCTBa B
X0J1a Ha 3a00JIIBAHETO.

He ca mpoBexxiaHu nmpoy4BaHusi, B KOUTO yYaCTBAT MAlUEHTH C aHAMHE3a 32 3JI0KAYeCTBECHU
3a00JISIBAHMUS MITH B KOUTO MTPOIBIDKABA JICUCHHETO HA TAIMEHTH, Pa3BUIIN 3I0KAUYECTBEHO 3a00JIsIBaHE
10 BpEME Ha IpueMa Ha YCTeKHHyMa0. 3aToBa TpsOBa Ja ce MOAX0K/1a C TOBUIIICHO BHUMAaHUE,
KOTaTo ce 00ChXK/a MPUIOKEHUETO Ha YCTEKUHYMa0 MU Te3W MaIlMeHTH.

Benuku nanuenTy, mo-crnenuanio Te3u Hag 60 ToauHy, MalueHTH ¢ aHaMHe3a 3a MPOIBJDKUTETHA
MMYHOCYTIpECHBHA TEpaIusl WIK TakuBa ¢ anamuesa 3a [IYBA-tepamnus, TpsOBa na ce Habmoaasar 3a
N0sIBa Ha HEMEJIAHOMEH paK Ha KoxkaTa (BX. Touka 4.8).

CHCTEMHH ¥ PECTIMPATOPHHU PEAKIIUU Ha CBPhXUYBCTBUTECIIHOCT
Cucmemnu

Cepuo3HH peakluy Ha CBPbX4yBCTBUTEIIHOCT €A JIOKJIAJABAHU B IOCTMapKETHHIOBU YCJIOBHSI, B HIKOU
Cllydan HAKOJIKO JHU cief ieueHneTo. Vima ciydan Ha aHaduiakcys u aHruoesneM. AKO ce MosiBU
aHa(UIaKTUYHA WK Ipyra CEpHO3Ha Peakuys Ha CBPbXUyBCTBUTEIHOCT, TPsIOBa J1a ce Ha3HAYH
MOJXOIAIIA Tepanus ¥ MPUIOKEHHUETO Ha YCTEeKMHYMab TpsiOBa Jja ce MpeycTaHoBHU (BXK. Touka 4.8).

Peakuun, cBbp3anu ¢ nHQY3HUITA

B knmuHMYHKTE M3MUTBaHUS ca HAaOMI0JaBaH! PEeaKLUH, CBbP3aHu ¢ nHy3uaTa (Bx. Touka 4.8). Ilo
BpeMe Ha MOCTMapKeTHHIOBOTO HAaOIII0OIEHNE ce ChOOIaBa 3a CEpUO3HH PEAKIUU, CBBP3aHU C
UHQY3UATA, BKIFOUYUTEITHO aHa(QWIAKTUYHU PeakIny KbM HHPY3usaTa. AKo ce HaOJr0/1aBa cepro3Ha
WIN JKMBOTO3acTpallaBalia peakuus, TpsOBa a ce 3alovHe MOAXOASIIA TePaHs U MPHIOKEHUETO Ha
yCTeKHHYMa0 /1a ce IpeyCTaHOBH.

Pecnupamopnu

Chy4an Ha anepruyueH ajaBeosIuT, €O3MHO(HIHA THEBMOHUS U HEMH()EKLIMO3HA OrpaHu3HupaIia
MTHEBMOHHS ca ChOOIIEHH M0 BpeMe Ha IOCTMapKeTHHTOBaTa yrnorpeda Ha ycTekuHyMab. Knunnunute
NPOSIBH BKITIOYBAT KAlUIMLA, AUCITHES] U MHTEPCTULUATHI HHPUITPATH CIIEA €AHA 10 TPU J03H.
Cepro3HHTE MOCIEANIH BKIIOYBAT AUXATENIHA HEAOCTATHYHOCT U MPOABIDKUTETHA XOCTIUTATU3AIHS.
[MomoOpenue e cro0IIaBaHO clie/l IPEyCTAHOBSIBaHE Ha JICYCHUETO C yCTEKHHYMa0 U B HIKOH CITydau
NpY TPUIIOKEHHE Ha KOPTUKOCTEPOUAN. AKO O'b/ie M3KITIOUeHa HH(EKINS 1 JrarHo3aTa ce MOTBbP/IH,
NPUIOKEHUETO Ha YCTEKMHYMal TpsOBa Jja ce MPEeyCTaHOBHU U Jja C€ 3aIll0UHE MOAXOASIIO JICUEHUE
(Bx. TOuKa 4.8).



ChbpaeyHOCHI0BY CHOUTHS

[Ipu manueHTH ¢ ICOPUA3KC, C SKCIO3UIINS Ha YCTEKHHYMA0, B MOCTMAaPKETHHIOBO 00CEPBAIIMOHHO
MPOyYBaHe ca HAOII0JaBaHU ChPICYHOCHIOBH CHOUTHS, BKIIOYUTEITHO HHPAPKT HA MUOKapIa U
MO3bYHO-ChJIOB UHIHJICHT. PuckoBuTe (hakTopm 3a ChpAeUHOCHIOBO 3a00siBaHe TPIOBa Ja ce
OILICHSBAT PEIOBHO 110 BpeME Ha JICYCHUETO C YCTEKUHYMaO0.

Bakcunanum
IIpemopruBa ce 1a He ce MpUyIarar XUBU BUPYCHH WU JKUBH OakTepranHu Bakcuan (kato bIK)

€IHOBPEMEHHO ¢ ycTeknHyMa0. He ca nmpoBeskaHu KOHKPETHU TIPOYYBAHUSI ITPU TTAIUEHTH, BEPXY
KOUTO HACKOPO € TprJjlaraHa )KMBa BUPYCHA WM KUBa OakTepuanHa BakcuHa. Hiama maHHu 3a
BTOPUYHO TpeaBaHe Ha MH(EKIHS ype3 )KUBU BAKCUHH MPH MMAIUEHTH, TIOTyJaBallld yCTEKHHYyMa0.
JlegenneTto ¢ ycrekuaymad TpssOBa J1a ce MpeyCTaHOBHM HA-MaJIKo 3a 15 ceaMuIy ciies mocaeaHara
J103a MPeIn MOCTABSIHETO HA JKMBa BUPYCHA MJIH KUBa OaKTepraiHa BAKCUHA U MOXE J1a C& Bh30OHOBHU
Hal-MaJKo 2 CeIMUIM cliell BAKCHHUPaHeTo. JIekapuTe, MpemucBalliy JIEKapCcTBOTO, TpsiOBa 1a
HanpaBsT cnpaBka ¢ KpaTkaTta xapakTeprcTHKa Ha MPOYKTa 33 KOHKPETHATA BAaKCHHA 3a
JOIThJIHUTECIIHA I/IH(i)OpMaHI/ISI " yKa3aHus 3a CbIIbTCTBAIIOTO IMTPUIIOKCHNE HAa UMYHOCYIIPECUBHUA
JIEKapCTBa Cie]] BAKCUHUPAHE.

He ce npenopbuBa npunarane Ha >kuBu BakcuHU (kaTo BIK BakcuHa) mpu kppmaueTa, ¢ eKCIO3ULINS
Ha YCTEKWHYMAb in utero, B IpOIBIDKEHUE HA IIECT Mecela cie] paKIaHeTO U JOKATO CEPyMHUTE
HHUBA Ha YCTEKHHYMa0 MpH KbPMaueTo CIaHAT IO HUBOTO Ha AeTEKIHS (BX. ToUukd 4.5 u 4.6). Axo e
HaJIMLE KaTerOpUYHA KJIMHUYHA 0132 32 OTJAEIHOTO KbpMaue, MOKE J]a ce OOMUCIIN ITpUIaraHe Ha
JKMBa BaKCHHA B IIO-paHEH MOMEHT, aKO HE C€ OTKpUBAT CEPyMHHU HHMBA HAa yCTEKUHYyMa0.

[NanmenTHTe, KOUTO YNOTPEOSIBAT YCTEKMHYMA0, MOXKe J]a IOJTy4YaT eIHOBPEMEHHO MHAKTUBUPAHH
WIN YOUTH BaKCHHH.

JBITOCPOYHOTO JIeUeHNE C YCTEKHHYMa0 He MOTHCKA XyMOPAITHUS UMYHEH OTTOBOP KbM
MTHEBMOKOKOBHTE MOJIM3aXapyIHN BAKCHHH WU KbM BaKCHHHUTE CPEIIy TeTaHyc (BX. Touka 5.1).

EnHoBpeMeHHa UMYHOCYIIPECHBHA TepaIus

[Tpu npoy4BaHus MpH NICOPUA3UC HE Ca OLICHSIBAHN 0€301MacHOCTTA U e(PUKACHOCTTA HA YCTEKMHYMAa0
B KOMOHWHAITUS ¢ UMYHOCYIIPECOPH, BKIFOUUTEITHO OUOJIOTHYHH NIPOTYKTH WK poToTepanus. [Ipu
MPOYYBaHUS MPHU TICOPUATUICH apTPUT, CHITBTCTBAIIOTO NMpriiokeHne Ha MTX He moBnusiBa
Oe3omacHOCTTa ¥ e(DUKACHOCTTA Ha YCTeKHHYMa0. B mpoyuBanusita npu 6osect Ha Crohn u
VIIEPO3€eH KOJIUT ChITBTCTBAIIOTO MPHIOKEHHUE HA UMYHOCYIIPECOPH WIIA KOPTHKOCTEPOUIN
W3IIIeKIA HE TIOBJIHIBa 0€30IacHOCTTA WK eUKacHOCTTa Ha ycTeknHyMa0. TpsOBa na ce moaxoxa
C TIOBHIIICHO BHUMAHHE, KOTATO C€ 00CHk/Ia ChITHTCTBAIIOTO MPUIOKEHHIE HA IPYTH UMYHOCYTIPECOPH
Y YCTEKHHYMa0 WM TIPY IPEMUHABAHETO KbM JIEUEHHE C JPYTH OMOIOTHYHH HMYyHOCYTIPECOPH (BXK.
Touka 4.5).

HmyHoTtepanus
YcerekuHymal He € OIeHsIBaH MPH MaIlUeHTH, KOUTO ca MMoIaraHy Ha IMYHOTeparus 3a aneprun. He e

HU3BCCTHO JaJIn yCTCKI/IHyMa6 MOXKE [1a C€ OTpa3u HAa UMYHOTCPAIIUATA IIPH aJICPTUU.

Cepro3Hu KO>KHH 3a00/1s1BaHUs

[Ipu manmeHTH ¢ ICOPUA3KC ce ChOOIABA 3a CITydan Ha eKC(OIMATUBEH JACPMATHUT CIIC]] JICYCHHUE C
ycTekuHyMab0 (Bxk. Touka 4.8). [TareHTuTe ¢ IiakoB MCOprUa3suc MOXKe Ja pa3BUAT €PUTPOACPMHUYUCH
IICOPHA3UC KaTO YacT OT €CTECTBEHHUS X0/ Ha 3a00JISIBAHETO ChC CUMITTOMH, KOMTO MOXE OT KIIMHUYHA
IJIeJIHAa TOYKA J]a He Ce OTJIMYaBat OT eKc(oIraTuBHUS AepMaTut. Jlekapure TpsiOBa 1a BHUMaBaT 3a
CUMITOMH Ha SPUTPOJICPMUYCH MICOPUA3UC WU EKCPOTUATUBEH JCPMATHUT KaTO YacT OT
MOHHMTOPHPAHETO Ha IICOPHA3KCa IIPH MallMeHTa. AKO TE3U CUMIITOMHM C€ TOSBST, TPsAOBa J1a ce
3aMmo4He MoAXOAMIIO JeueHue. [IpuemMbT Ha ycTekuHyMa0 TpssOBa Ja ce MpeyCTaHOBH, aKO MMa
CHMHEHHUS 32 JIEKapCTBEHA PeaKIusl.

3aboisiBaHMs, CBBEP3aHU C JIYIIYC
Crnyuau Ha 3a00sBaHUs, CBBP3aHHU C JIYIYC, CE ChOOIIaBaT PU MAIMECHTH, JICKyBaHH C YCTEKUHYMAO0,




BKITFOUUTEITHO KOKEH JIYITyC EpUTEMATOJIEC U JIyITyc-iogo0eH cuaapoM. [Ipu Bb3HUKBaHE Ha JIE3HH,
0COOCHO Ha M3JI0KEHUTE Ha CI'BHIIE yYaCThIIM Ha KOXKaTa, WIIA aKO T€ C€ ChITBTCTBAT OT apTPaJTHA,
MAIMeHTHT TPSAOBA J1a MOTHPCH He3a0aBHO JieKapcKa MOMOIIL. AKO ce TOTBBPAAT 3200 IIBaHYS,

CBBP3aHH C JIYIYC, YCTCKHHYMa0 TpsiOBa Jja ce MPEYCTaHOBH U Ja CE 3all0YHE IMOAXOIAIIO JICUCHHE.

CrienaaHy HonyJaanuu

Cmapuecka 6v3pacm

B kmMHHYHATE U3MUTBAHUS IPH 0I00PEHUTE TTOKA3aHUs HE ce HAOII0/IaBaT ChICCTBCHH PA3ITUYIMS B
e(ukacHOCTTa MM 0E30MMaCHOCTTA MPHU MAITMEHTH Ha 65-TOIUIITHA BH3PACT U IIO-TOJIEMH, KOUTO
MOJTy4aBaT YCTEKUHYMa0, B CPABHEHHUE C MTO-MJIa/IM MAIIMEHTH. BposT Ha MarueHTuTe Ha Bh3pacT

65 ToaMHU U MO-ToJIeMU 00ade He € JOCTaThUYCH, 3a Ja Ce ONPEIEIH Jall CE MOBJIUABAT PA3IUIHO OT
MO-MITJIUTE MaeHTH. Tl KaTo pa3npocTpaHeHHETO Ha MH(EKIIMU cpeJl cTapyecKaTa IOIyJIalisl
KaTo IISUI0 € TIO-TOJISIMO, JICUSHUETO TPU TAIlMeHTH B CTapuecKa Bh3pacT TpsAOBa Jia ce mpuiara
BHUMATEITHO.

CobapprkaHue Ha HATPUH

Ycreknnymad chabpika mo-maiko ot 1 mmol Hatpuii (23 mg) Ha 03a, T.e. MOXKe Aa ce Kaxe, 4e
HPaKTHYECKH HE ChIbprKa HATpHUH. Y CTeKMHYyMab obade ce pa3pexaa ¢ HHPY3HOHEH pa3TBoOp Ha
HatpueB xyopun 9 mg/ml (0,9%). ToBa TpsOBa na ce MMa NpeaBU/ PU MANMEHTH Ha JIUETA C
KOHTPOJIMPaH NpUeM Ha HATpHUil (BXK. Touka 6.6).

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYrd (popMH HA B3aMMoAelicTBUE
JKuBu BakcuHU He TpsiOBa Ja ce MpuiiaraT eJHOBPEMEHHO C YCTEKHUHYMa0.

He ce npenoppuBa npunarane Ha >kuBu BakcuHH (kaTo BLK BakcuHa) mpu kppmaueTa, ¢ eKCIO3UINS
Ha YCTEKMHYMaO0 in utero, B MPOABIDKCHUE HA IIECT MECeLa CIiel PAXKIAHETO WM TOKATO CEPYMHHUTE
HUBA HA YCTEKMHYMa0 NP KbPMAveTO CHagHAaT 04 HUBOTO Ha AeTeKUus (BX. ToukH 4.4 1 4.6). Ako e
HaJIMIE KaTeTOpUYHA KIMHUYHA [0J13a 32 OTJEITHOTO KbpMaue, MOXKe Jla ¢ OOMHCIIHN NpUIaraHe Ha
KMBa BaKCHHA B NIO-PaHEH MOMEHT, aKO HE C€ OTKpUBAT CEPyMHHU HHMBA HAa yCTEKUHYMaO.

He ca npoBexianu mpoy4yBaHus 3a B3auMo/ieiicTBUsATa ipu Xopa. [Ipu GpapMakOKHHETHYHN aHATH3H
Ha IOIyJIAIMSTa, HANIPAaBeHU B poyuBaHus (aza 3, e usciiesBa eeKkThT HA HAH-4eCTO
€IHOBPEMEHHO MPHUEMAaHH JIEKapCTBEHN NPOIYKTH NPH MALMEHTH € IICOpUasHC (BKIIOYUTETHO U
napareramosn, HoynpogeH, aleTUICATMIIOBA KHCEITNHA, MET(OPMHH, aTOPBACTATHH,
JIEBOTUPOKCHH) BBPXY (papMaKOKHHETHKATa Ha ycTeknHyMa0. He ca HaOmojaBany mpu3HaIy Ha
B3aMMOJICHCTBHUE C T€3H €AHOBPEMEHHO NIPHUEMAHH JIEKAPCTBEHH NPOAYKTH. OCHOBA HA TO3HU AHAJIM3 €
(hakTwT, ue Hari-manko 100 manwenty (> 5% oT u3cnenBaHaTa MMOMyJIAN) ca JEeKyBaHH
€HOBPEMEHHO € TEe3M JIEKAPCTBEHM MPOAYKTH Ipe3 noHe 90% oT meproaa Ha MpOyIBaHETO.
dapMaKOKHHETHKAaTa HAa YCTEKMHYMa0 He ce € MOBIUsUIa OT ChIIBTCTBAILIOTO NpHiioxenue Ha MTX,
HCIIBC, 6-mepkanTonypuH, a3aTHONPUH U IEPOPATHA KOPTUKOCTEPOUAH [IPU MALIMEHTH C
TICOPUATHYEH apTpUT, OosecT Ha Crohn WM ynepo3eH KOJIHT, HiIH OT MpeAllecTBaIla eKCIIO3UIHS Ha
antu-TNFa cpencTsa, mpu MalMeHTH ¢ TICOpUaTUieH apTput wim 6onect Ha Crohn, uiu ot
MIpEeIIeCcTBalla eKCIO3UIM Ha OMOJIOrMYHH JIEKapcTBEHH NpoayKTH (T.€. aHTu-TNFa cpenctsa n/mnu
BEI0JIM3yMal0) P MALMEHTH C YIIIEPO3EH KOJIHT.

PesynraTute OT poyUBaHe in vitro He MpeaIonaraT HeoOX0IMMOCT OT aIalITUPAHe Ha J103aTa Ipu
MaIrUMeHTH, KOUTo noryvasar eqaoBpemeHHo CYP450 cybcrparu (Bxk. Touka 5.2).

[pu npoy4BaHusI IpH ICOPUA3UC HE Ca OLICHIBAHU 0€30MacHOCTTa U e(h)UKACHOCTTA HA YCTCKHUHYyMa0
B KOMOWHAIINS C UMYHOCYTIPECOPH, BKIFOUUTEITHO OMONIOTHYHY cpesicTBa ik GoToTepanus. [Tpu
MPOYYBaHUS NPH IICOPHUATUYEH apTPHUT, CHIIBTCTBALIOTO NpriiokeHre Ha MTX He moBmusBa
Oe3onacHocTTa U epuKacHOCTTa Ha ycTekuHyma0. B mpoyuBanusita npu 6osect Ha Crohn u
YIEPO3CH KOIUT ChITBTCTBAIIOTO NMPHIOKEHNE HA IMyHOCYTIPECOPH WIIM KOPTHKOCTEPOUIN
M3TJIeKa He TIOBIHUsIBA 0€30MacHOCTTa WiH e(h)UKaCHOCTTa Ha YCTeKMHyMa0. (BK. Touka 4.4).



4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

XKenu ¢ gereposieH noTeHIHAT
JKenu ¢ neTepoieH noTeHnMaN TpsAOBa Ja U3MON3BAT €PEKTUBHA METOIU Ha KOHTPAIICTIIIHS IO BpeMe
Ha JIeUeHUE U 10 15 ceaMuIn ciel JIeYEHHETO.

Bbpemennoct
JluticBat gaHHM OT ynotpedara Ha ycTeKUHYMa0 mpu OpeMeHHY JkeHr. [IpoydaBaHusaTa IPpH )KUBOTHU

He MMOKa3BaT MPEKH WK HENPEKU BpeHN eEeKTH, CBbP3aHU ¢ OPEMEHHOCTTA,
eMOPUOHATTHOTO/PETATHOTO Pa3BUTHE, PAXKIAAHETO WM MOCTHATAITHOTO pa3BUTHE (BXK. TOUKaA 5.3).
Karo npeama3Ha mMspka e 3a nmpeamnodnTaHe Jaa ce u30srea ynorpedara Ha yCTEKHHYMa0 1o BpeMe Ha
OpeMEeHHOCT.

YcrexknHymMad npeMrHaBa Ipe3 MUIAlleHTaTa U ce OTKPHBa B CepyMa Ha KbpMaueTa, POJICHH OT JKCHH,
JIEKYBaHH C YCTEKHHYyMa0 Mo BpeMe Ha OpeMeHHOCTTa. KIIMHMYHOTO Bh3/IeHCTBHE HA TO3U (DakT He e
U3BECTHO, HO PUCKBT OT MH(DEKIHS PH KbpMadeTa ¢ eKCIO3UIIHs Ha YCTEKUHYMa0 in utero MOXe Jia
Ob1e MOBHIIIEH ciiell pakaaneTo. He ce npenopbuBa npuiarane Ha skuBH BakcuHH (kato BLDK
BaKCHHA) IIPH KbpMaueTa, C eKCIIO3UINS Ha YCTEKUHYMal in utero, B IpOIbDKEHHE Ha 6 Mecena Clie]t
paXIaHETO WJIH JIOKATO CEPYMHHUTE HHUBA HA YCTEKHHYMa0 NP KbPMAUYeTO CIaHAT MO/ HUBOTO HA
JeTeKIys (BXK. Toukd 4.4 u 4.5). AKo e HanuIe KaTeropuyHa KJIMHIYHA T10J132 33 OT/ACIHOTO KbpMaye,
MOJKe J1a ce 0OMUCIIH pHJIaraHe Ha KMBa BAKCHHA B ITO-paHEH MOMEHT, aKO HE C€ OTKPHBAT CEPyMHH
HHUBA Ha YCTEKUHYMa0.

Kopmene
OrpannyeHy JaHHY, yOJIMKYBAaHM B INTEpATypaTa, MoKa3BaT, 4e¢ yCTeKHHyMal ce eKCKpeTrpa B

YOBelIKaTa KbpMa B MHOTO MaJIKH KoJindecTBa. He e m3BecTHO ganu ycrekuaymab ce abcopoupa
CHUCTEMHO ciie norrbiane. [lopaau noTeHuana 3a nposiBa Ha HEXKeJaHU JICKAPCTBEHHU PEaKIIMU KbM
YCTEeKMHYMa0 MpH KbpMadeTaTa, TpIOBa Jia ce B3eMe PEIICHUE Iajy Jia ¢ IPEYCTaHOBH KbPMEHETO
10 BpEMe Ha JISYeHHE U 10 15 ceqMuIy cief JISYeHHETO, WK Jia C€ TIPEyCTaHOBH TEPAITHATA C
YCTEeKMHYMa0, KaTo ce B3eMaT MPEABH]I I03aTa OT KbPMEHETO 32 JICTETO U M0J3aTa OT TEPAITHATA C
YCTEeKUHYMa0 3a KeHara.

Deprunurer
EdexTbT Ha ycTekuHyMal BbpXyY (hepTHIINTETa IPH XOpa He € OLEHEH (BXK. Touka 5.3).

4.7 EdexTH BHpPXYy C0COOHOCTTA 32 modupaHe U padoTa ¢ MAIIMHH

YcreknHyMa0 He MOBIKSBA WM MOBJHsIBAa MPEeHEOpEeKUMO crtocoOHOCTTa 3a modupane u padora ¢
MaIllIHH.

4.8 HexenaHu JeKapCTBEHH PeaKINU

O06o06uieHre Ha poduna Ha 6e30MacHOCT

Haii-gecTute HexenaHu JICKAPCTBEHU peakiuu (> 5%) B KOHTPOIHPAHUTE TIEPUON OT KIMHUYHUTE
MIPOYYBaHUS IIPH BB3PACTHU C TICOPUA3HC, ICOPHATHYICH apTPpHUT, Oosect Ha Crohn u yiIiepo3eH KoauT
C ycTeKHHyMal ca Ha30(hapuHTUT U ri1aBodonue. [loBedeTo OT TSIX ce CUMTAT 3a JISKH W He HaJlarat
MPEeKbCBaHE HAa MPOYYBAHOTO JieueHue. Hali-cepro3HaTa HexelaHa JIeKapCTBeHA PEAKIHsI, KOSTO €
CHOOIIIaBaHa 33 YCTEKHUHYMa0, € CeprO3Ha Peakius Ha CBPbXIYBCTBUTEIHOCT, BKIFOUUTEITHO
aHadunakcus (Bx. Touka 4.4). O0uusaT npodui Ha 6€30MacHOCT € MOA00CH MPH MAIUSHTH C
TICOPUA3UC, IICOpUATHYEH apTpuUT, OosiecT Ha Crohn 1 ynIepo3eH KOJuT.

TabaudeH cCOMChK HA HEXKENAHNUTE PEeaKluu
JannauTe 3a 6€30MaCHOCT, MPEIOCTaBEHU MO-A0Y, Ca TIOIYUYEHH CJell eKCIO3UIHI Ha YCTEKHHYyMa0

npu Bb3pacTHU B 14 npoyuBanus ¢asa 2 u dasa 3 npu 6 709 mauuentu (4 135 ¢ ncopuasuc u/mmm
TICOpUaTHUeH apTpuT, 1 749 ¢ Gonect Ha Crohn u 825 manmenTH ¢ ynuepo3eH ko). ToBa BKIIOUBa
€KCIIO3ULUS HA YCTEKMHYMa0 B KOHTPOJIIMPAHUTE U HEKOHTPOIUPAHUTE NEPUOJH Ha KIMHUYHHUTE
MPOYYBaHUs B MPOIBIDKEHUE HA Hail-Manko 6 mecena wiu 1 roauna (4 577 u 3 253 nanuentu



CBHOTBETHO C IICOPHA3KC, IICOPHATHYCH apTPHUT, 0ojecT Ha Crohn MK yJIIIEpO3eH KOJIUT) U
eKCTIO3HITHS 3a Hai-Mayiko 4 wiu 5 ronuau (choTBeTHO 1 482 1 838 manueHTH ¢ ICOprasuc).

B tabnuna 2 e mokazaH CIUCHK ¢ HEXKETAHHUTE JICKAPCTBCHHU PEAKIIUK OT KIIMHUYHU TPOYYBaHUS IIPH
BB3PACTHH C IICOPHA3HC, TICOPUATUICH apTpHUT, 6osiecT Ha Crohn M yiiepo3eH KOJIUT, KaKTo U
HEXENaHUTE PEeaKkIuy OT OCTMapKeTHHTOBaTa yrorpeda. Hexxenanure peakiuu ca Kiacuuimpanu
MO0 CUCTEMO-OPTaHHU KJIACOBE M YECTOTA ChITIACHO ClIeHaTa KOHBeHIMs: MHoro ectu (> 1/10),
UYecru (> 1/100 mo < 1/10), Hewectu (> 1/1 000 o < 1/100), Peaxu (> 1/10 000 mo < 1/1 000), Muoro
penku (< 1/10 000), ¢ Hen3BecTHA YecToTa (OT HATMYHUTE JAHHU HE MOJXKe J1a ObJIc HallpaBeHa
orieHka). [Ipu Bcsiko rpymupaHe B 3aBUCUMOCT OT YE€CTOTaTa HEXKEIIAHUTE JICKAPCTBEHU PEaKIIUU Ce
M30pOSBaT B HU3XOAII P/l IT0 OTHOIICHHE Ha TAXHATA CEPUO3HOCT.

Tadauua 2: CnuchbK HA HEJKEJIAHU peaklluu

Cucremo-opranHu
KJIAcoBe

YecroTa: Hexxenanm peakuum

Wudexiyu n nadecTanun

Yectu: nHOEKIMS HA TOPHUTE JUXATEIHU TTHUINA, Ha30(hapHHTHT,
CUHY3UT

Hedectu: nemynur, neHTamH HHOEKIMH, XePIec 30CTep, HHEKIHs
Ha JIOJHHUTE TUXATSITHH IBTUINA, BUPYCHH MH(EKIINN Ha TOPHUTE
JIXaTeJTHU THTHUINA, ByJIBOBarHAIIHA MHKOTHYHA WH(EKIIHS

Hapymenus Ha umyHHaTta
cucremMa

Heuectu: peakimuu Ha CBphXYYBCTBUTEIHOCT (BKITIOYUTEITHO OOPHB,
YPTHKAPHS)

Penxu: cepro3Hm peakiuu Ha CBPBbXYYBCTBUTEIHOCT (BKIFOYUTEITHO
aHa(pUIAKCHS, aHTHOE]IEM )

Tlcuxu4Hu HapyIIeHUS

Heuectu: nenpecus

Hapymenus Ha HepBHaTa
cucremMa

Yectu: 3aMaiiBaHe, T1aBo0OIHE
Heuectu: nunesa napanuza

PecnimpaTtopuu, rpbIHT U
MeINaCTUHATHH
HapylIeHus

UYectu: opodapunreanna 6onka

Heuyectu: HazanHa KOHreCTHS

Penxu: anepruveH ajaBeoNnT, €O3MHOPHUITHA THEBMOHHUS
MHoro penku: opraHu3uparia MMeBMOHHS ™

CroMantHo-4peBHU
HapyIICHUs

UecTn: nuapusi, rajicHe, IOBPBITaHE

Hapymenust Ha koxarta u
MOJKOKHATA ThKaH

UYectu: cppOex

HedecTu: mycTyno3eH ncopuasuc, ekchoauanms Ha KoKaTa, aKHe
Penku: ekchoaraTUBEH IEPMATHUT, XUIEPCEH3UTHBCH BACKYIJIUT
MHoro peaku: 0ys03eH HeMpHUronI, KOXEH JTyIyC epUTEMaTOIeC

Hapymenus Ha MycKyJiHO-
CKeJIETHAaTa CUCTEMA U
ChEeIMHUTETHATA ThKaH

Yectn: 6071KH B rbp0a, MUANTHS, apTPaAITHs
MHoro peaKu: IyIyc-moJjo0eH CHHIPOM

OO HapymeHus 1
e(exTH Ha MACTOTO Ha
HPHIIOKEHUE

UYectu: ymopa, eputeMa Ha MACTOTO Ha HHXKEKTUPaHe, 00JIKa Ha
MSICTOTO Ha WH)KEKTHpaHe

Hewectu: peakumn Ha MICTOTO Ha WH)KEKTHpaHe (BKIIOYUTEITHO
KPBHBOM3IIUB, XeMaTOM, BTBBP/IIBaHE, TOYBAHE H ChPOEIK), ACTCHUS

*

BuxTte Touka 44, CucremHu u pecrpaToOpHU p€akli Ha CBPbX4YYBCTBUTCIIHOCT.




Onrcanve Ha N30paHN HEXKETaHU JICKAPCTBEHH PEAKIIUN

HUndekimu

B mmanie60-koHTpOIMpany Npoy4YBaHUA MPHU MALUEHTH ¢ ICOPUA3UC, ICOPHATHYECH apTPUT, OOJIECT Ha
Crohn u ynepo3eH KOJIUT NPOIEHTHT Ha HH(EKIUUTE WK CEPHO3HUTE UH(DEKIINU € CXOJICH MPH
MAIMEeHTHTE, IEKyBaHH C YCTEKUHYyMa0, U MpH JIeKyBaHUTE C rarnedo. B miane6o-koHTpomupanus
Nepuo/ Ha Te3U KIMHWYHY NIPOYYBaHMsA YecToTara Ha uH(pekuuute e 1,36 3a mauueHToroquHa
npociie/issBaHe MPH NMalUeHTH, JIEKYBaHU ¢ YCTeKHHYMa0, U 1,34 — mpu nanueHTH, IeKyBaHH ¢
mwiane6o. [NosBunute ce cepuo3uu nudeknuu ca ¢ yecrtora ot 0,03 3a marEeHTOroAnHa NpOCicasiBaHe
NP MAaLMEeHTH, JIeKyBaHH ¢ ycTekruHyMmal (30 cepro3nn undexunu 3a 930 narueHToroanHu
npocnensasane), u 0,03 npu manueHTH, J1eKyBaHu ¢ manebo (15 cepno3nu nHpeknnu 3a

434 manueHTOTOANHHM TIPOoCciesiBane) (BK. Touka 4.4).

B koHTpOIMpaHKTEe U HEKOHTPOJIMPAHUTE MIEPUOIN HA KIMHUYHUTE IPOYYBaHU IIPU TICOPUA3UC,
TICOpPHATHYEH apTpUT, OojecT Ha Crohn u yJIepo3eH KOJIHT, MPeICTaBIIIBAIIH

11 581 marmmenToronMHM eKkcrmo3unus npu 6 709 manueHTH, MeIranaTa Ha BpeMETO Ha IIpocCieasiBaHe
e 1,0 ronunu; 1,1 rogunu 3a npoyuyBaHusATa Ipu nicopuasuc, 0,6 roauHu 3a MpOyYBaHUATA IIPH OOIECT
Ha Crohn u 1,0 ronuHa 3a mpoy4uBaHusITa C yiiepo3eH Konut. [IpoueHTsT Ha nHbekmunte ¢ 0,91 3a
MAIMeHTOT OIMHA TIPOCIIesIBaHe MPH MAIlUeHTH, JIEKYBaHHU C yCTEKHHyMa0, a MPOLEHTHT Ha
cepuo3HuTe nHpexy npu Tsx e 0,02 3a nauneHToronuna npocuenssade (199 cepnoszHu nHPpeKIUN
3a 11 581 manueHTOrOAMHYM NpOCIEsBaHe) U ca JOKJIaJBaHU CEPHO3HU HH()EKLUH, BKIIOUUTEITHO
THEBMOHHS, aHaJIeH a0cIiec, IeNyJIUT, JUBEPTUKYIIUT, TACTPOCHTEPUT U BUPYCHU WH(PEKITIH.

B npoBeneHn KIMHUYHY POYYBaHUS MMAIMEHTH C JIATEHTHA TyOepKyJ03a, KOUTO ca Omim
€IHOBPEMEHHO JICKYBaHH C M30HHA3H]I, HE ca pa3BUIIM TYOEpKyJI03a.

31oKaYecTBEHU 3a00IsIBAHHS

B mnare0o-koHTpoMpanus EPUO Ha KITHHUYHY MTPOYYBaHUS TIPU TICOPHA3ZKC, ICOPHUATUYCH apTPUT,
oonect Ha Crohn 1 yJIepo3eH KOJIUT YeCTOTaTa Ha 3I0KAaUYeCTBEHUTE 3a00JISIBaHMsl, C H3KIIIOUCHUE Ha
HEMEJAaHOMEH pak Ha KoxaTa, ¢ 0,11 3a 100 maneHToroquuu npocieasBaHe Npy NalueHTH,
JieKyBaHH ¢ ycTekruHyma0 (1 manueHT 3a 929 manmenroroguau npocienssane) B cpasHenue ¢ 0,23
[IPH MAIUCHTHUTE, JICKyBaHHM ¢ Iu1aie0o (1 mamueHT 3a 434 nalMeHTOroIuHHU MPOCeIsIBaHe).
Yecrorara Ha HEMeTaHOMEH pak Ha Kokarta € 0,43 3a 100 manueHTOToOAMHY MPOCIIEIIBaHE 3a
MAIMEHTUTE, JISKYBaHH C YCTEKUHYyMa0 (4 manueHTH 3a 929 manueHTOroJuHY MPOCIe/IIBaHe) B
cpaBHenue ¢ 0,46 npu MaluyueHTHTE, JIEKYBaHH ¢ 1iane6o (2 naruenTy 3a 433 naiueHToroIMHu
MIPOCIEISBAHE).

B xoHTpOnMpaHUTE M HEKOHTPOJIIMPAHUTE NEPHUOIN Ha KIMHUYHUTE MPOYUIBAHMS IIPH MICOPHA3HC,
TICOpHATHYEH apTpUT, OoJecT Ha Crohn u yIepo3eH KOJIHT, MPeICTaBIIsBAIIH

11 561 nanuenToroaunu ekcno3unys npu 6 709 nauueHTy, MeAaHaTa Ha BPEMETO Ha MpocIeAsiBaHe
e 1,0 ronuna; 1,1 rogunu 3a mpoy4BaHusATa Mpu ncopuasuc, 0,6 ToANHY 3a MPOYUYBAHUATA IIPU OO0JIeCT
Ha Crohn u 1,0 ronuHa 3a Ipoy4YBaHUsITA C YIIEPO3CH KOMUT. 37I0KaYeCTBEHN 3a00JISIBAHMSL, C
M3KIIIOYeHNe Ha HeMeJIaHOMEH pakK Ha KokaTa, ca JIOKJIaJBaHU Ipy 62 MalrueHTH 3a

11 561 manmenToroanan Ha npocneasBane (dectora ot 0,54 Ha 100 manueHTOrOMHA Ha
MpociesiBaHe MPH MAIMEeHTH JIeKyBaHU ¢ yCTeKHuHyMal). Te3u ciydan Ha 37T0Ka4eCTBEHU
3a00JIsIBaHUS, CHOOIICHHU TIPH MAIIMEHTH, JICKYBaHU C YCTEKHHYMa0, ca CpPaBHUMHU C OYaKBaHUTE
cilydad B oOIaTa nomyJanys (CTaHAapTU3UPaHO ChOTHOLIeHHe Ha yecToTata = 0,93 [95%
noseputeneH uatepsait: 0,71, 1,20], kopurupan 3a Bb3pacT, 1o 1 paca). Hali-uecto HaOnrogaBannTe
3JI0KaueCTBEHH 3200 SIBAHUS, Pa3IMYHU OT HEMEJAHOMHUS KapLIMHOM Ha KOXKaTta, ca KaplHHOM Ha
MpocTaTara, KOJIOPEKTAICH KapIIMHOM, METAaHOM H KapIIMHOM Ha rbpAara. CiiydanTe Ha HEMETaHOMEH
KapUuHOM Ha kokarta ca 0,49 Ha 100 nanMeHTOoroiMHU Ha NpocieasBaHe NPy MAIUEHTH, JICKYBaHU C
ycreknayMab (56 maumenTu 3a 11 545 nanueHToronuHu Ha npocieasBane). CbOTHOIIEHHETO Ha
MAIMCHTH ¢ 0a3aJIeH CIPsIMO CKBaMO3HOKJICThUEH KaplIMHOM Ha KokaTa (3:1) € CpaBHHMO ChC
CHOTHOIIIEHUETO B 001IaTa rmomyianus (Bxk. Touka 4.4).



Peakiiuy Ha CBpbXUyBCTBUTEIHOCT U PEAKIMK KbM UH(Y3UsATA

B npoyuBanusTa ¢ HHTpaBeHO3HA HHAYKIMSA pH O6osiect Ha Crohn u yJmepo3eH KOIuT He ce
cboOLIaBaT ChOUTHUS Ha aHa(UIIAKCUS MITH APYTH CEPUO3HU pPeakuy KbM HHY3HATA cie]l eTUHUYHA
MHTpaBeHO3Ha 703a. B Te3u npoyuBanus 2,2% ot 785 nmauueHTH, IeKyBaHu ¢ manebo, u 1,9% ot
790 marnmeHTH, JeKyBaHH C MPENOPBUYNTETHATA 1033 YCTEKHHYMa0, ChoOIaBaT HeXKelIaH! ChOUTHS,
BB3HUKHAJIM 110 BpEME Ha WM B pAaMKHTE Ha enH 4ac oT uH(y3usaTa. [To Bpeme Ha
MOCTMAapKETHHIOBOTO HAOJIOIEHHE Ce ChOOIaBaT CEpHO3HHU PEaKIMU, CBbP3aHu ¢ UHPY3uUsTa,
BKJIFOUUTEITHO aHA(UITAKTUYHH PEaKIui KbM HHY3usITa (BXK. Touka 4.4).

[lenmarpuyHa nomyaus

Heouampuunu nayuenmu Ha 6 200uHU U NO-20IEMU C NIAKO8 NCOPUAUC

besomacHocTTa Ha ycTeknHyMal € mpoydeHa B IBe Mpoy4yBaHus ¢a3a 3 mpu neanaTpUIHH MaIUeHTH C
YMEPEH 10 TeXKbK IAKoB nicopuasuc. IIpBoTo npoyusane e nmpu 110 nanueHTH Ha Bb3pacT ot 12 110
17 ronuHu, NeKyBaHU B NpoAbkeHUe Ha 60 cemMuULIM, a BTOPOTO MPOyUBaHeE € Mpu 44 manueHTH Ha
BB3pacT oT 6 10 11 roguny, TeKyBaHH B MPOIBIDKeHHE HA 56 ceamuit. KaTo 1510 chob1mennTe
HEXXEeJaHU ChOUTHS B TE3H JBE MPOYUYBAHUS C JJAHHU 3a O€30MacHOCT J0 1 roguHa ca moJo0Hu Ha
Te3u, HaOJII0JaBaH! B IPEUIITHYU MPOYYBAHUS MTPHU BB3PACTHHU C IUIAKOB TICOPHUA3HC.

Cpo0111aBaHe Ha MOA03UPAHN HEXETAHN PEAKITHH
Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS

MPOAYKT € BaKHO. ToBa IMO3BOJIsBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
MOT03UPaHa HEXKEIaHa PeaKius Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane

Enuanann no3u 1o 6 mg/kg ca mpunaraHu HHTPaBEHO3HO B KIIMHUYHU NIPOYYBaHUS 0e3
orpaHUYaBalla J103aTa TOKCHYHOCT. B ciryuaii Ha mpeo3upane ce mpenopbhuBa NaueHTUTE Ja ce
HAOII0]aBaT 32 MPU3HAIM WM CUMIITOMHU Ha HEXEIIAaHU PEaKuu U He3a0aBHO Ja Ce TPUIIOKH
MOJIXOJISIIIIO CHMITTOMATUYHO JICUCHHE.

5. DAPMAKOJIOI'NYHU CBOUCTBA

5.1 ®apmakoauHAMUYHHU CBOWCTBA

dapmakoTepaneBTuuHa rpyna: imyHocynpecopu, naxubutopu Ha untepiaeBkuHa, ATC kox:
L04ACO5

Pyzchiva e 6uonono0en nekapcTBeH nmpoAykT. [logpobra nHbopMaIms e mpegocTaBeHa Ha yeOcaiita
Ha EBpomneiickaTa areHiust o jiekapcrpata https:/www.ema.europa.eu.

MexaHHU3bM Ha JICHCTBUE

Yerekuaymad e u3isnio 9oBemko [gG 1k MOHOKIIOHATHO aHTHUTSIIO, KOETO C€ CBHP3Ba ChC
crienmu(UIHOCT KbM 00IIIaTa MpoTenHoBa cyoeauauiia p40 Ha YOBEIIKUTE IUTOKWHA WHTEPIICBKAH
(IL)-12 u IL-23. Ycrexkunymab noTrcka OnoakTuBHOCTTa Ha yoBemkute IL-12 u IL-23, karo
npenoTBpaTsiBa cBbp3BaHeTo Ha p40 ¢ IL-12RB1 penenTopen npoTenH, pa3nojoXeH Ha MOBBPXHOCTTA
Ha UIMYHHHUTE KJICTKH. Y CTEKHHYMa0 He Moke J1a ce cBbpike ¢ IL-12 mu ¢ IL-23, kouto Beue ca
cebp3anu ¢ IL-12RB1 peuentopu no kieTbyHaTa MOBEPXHOCT. CIEI0BATENHO € MAIKO BEPOATHO
yCTeKHHYMab Ja yyacTBa B KOMIUIEMEHT- WM aHTUTSIO-MeIMMpaHaTa MUTOTOKCUYHOCT Ha KJIETKUTE
¢ perenitopu 3a IL-12 w/mmm 1L-23. IL-12 u [L-23 ca xeTepoauMepHU IMTOKHHU, CEKPETHPAHH OT
AKTUBUPAHH aHTUTEH-TIPEJICTABAIIN KJIETKH, HAlIpUMep Makpodaru u JSHIPUTHH KICTKU U JiBaTa
LUTOKWHA y4acTBaT B UMyHHUTE QyHKuuY; IL-12 ctumynupa ecrectBenute kiuetku youiiuu (NK) n
npenu3BukBa audepennuanuata Ha CD4 + T knerkure kbM T 1 xenmepen (Thl) denorun, 1L-23
unnynupa nets Ha T 17 xennepute (Th17). AGHopmHara perynanust Ha [L-12 u [L-23 obaue ce
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CBBP3Ba C IMYHHOMEINUPAHH 3200 ISIBAHMS KaTO IICOPHA3KC, IICOPHATHIEH apTPHUT U OOJIECT Ha
Crohn.

Upes cepp3Bane Ha obmata cyoenuunna p40 ua [L-12 u IL-23 ycTeknnymal Moe 1a OKa3Ba CBOUTE
KJIMHUYHU €(EKTH MPH IICOPUA3HUC, IICOPUATHYEH apTpUT U OosiecT Ha Crohn upes mpekbCBaHE Ha
neramara Ha Thl u Th17 nurokuHyu, KOUTO ca B OCHOBAaTa Ha MATOJOTHATA HA TE3H 3a00IIIBaHUSL.

ITpn nmanmentu ¢ 6onect Ha Crohn neyeHneTo ¢ yCTeKMHyMal BOAM 0 HAMaJICHHE Ha
BB3NATUTEITHUTE MapKepH, BKIrounTenHo C-peaktuseH npotenH (CRP) u dekanen kanmpoTeKTrH 1o
BpeMe Ha MHIYKIHOHHATa (a3za, KOeTo ciiell TOBa ce MOAIbpIKa Mpe3 1s1arta nogabpkama ¢dasa. CRP
€ OLICHEH I10 BpeMe Ha MIPOABDKEHUETO Ha MPOYYBAaHETO M HaMaJIeHUATa, HaOM0JaBaHu 110 BpeMe Ha
nojIspkamara ¢asza, OOMKHOBEHO ce 3ama3Bat 70 252 ceJMHIIa.

Umynuzanmu
ITo Bpeme Ha TBATOCPOYHOTO MPOABIKEHUE Ha MpoyuBaHe npu ricopuasuc 2 (PHOENIX 2),

BB3PACTHUTE TAIIUEHTH, JEKYBaHU C YCTEKHHYMa0 3a Hal-Maiko 3,5 TOOUHM, ca Jald aHTHTAIIO-
OTTOBOPH Ha MHEBMOKOKOBH IMOJIM3aXapUIHU BAKCUHU U BAKCUHU CpPELLy TETaHyC, CXOJHU C Te3U MPU
KOHTPOJIHATA TPpyIa MalMeHTH, IOIy4YaBalld HECHCTEMHO JieueHre Ha Ticoprasuc. CXoJieH MPOIEHT OT
BB3PACTHHUTE MAIUCHTH, JICKYBAaHH C YCTEKHMHYMa0 U Te€3W B KOHTPOJHATA TPYyIIa, ca Pa3BHJIH 3allIUTHH
HUBA Ha aHTUITHEBMOKOKOBY M aHTUTCTAHUYHU aHTHUTENA, U TUHTPUTE HA aHTUTEJIaTa UM Ca CXOJIHHU.

Kinunununa edukacHocT

Bonect Ha Crohn

be3onacHocTTa U e(hUKACHOCTTA HAa YCTEKUHYMAaO ca OIEHEH! B TPH PaHIAOMH3UPAHU, JIBOMHOCIICIIH,
1a11e60-KOHTPOIMPAaHN, MHOTOIICHTPOBH MTPOYYBAHMUS IIPU BH3PACTHU MMAIIMEHTH C yMEpEeHa 10 TEXKa
aktuBHa Oonect Ha Crohn, ¢ MHiekc Ha akTuBHOCTTa Ha Oosectta Ha Crohn (Crohn’s Disease
Activity Index, CDAI > 220 u < 450). [IporpamaTta 3a KTMHUYHO pa3paboTBaHE ce ChCTOH OT ABE 8-
CeIMUYHHM NpoyuBaHus ¢ uHTpaBeHo3Ha HHAYKIHs (UNITI-1 u UNITI-2), nocneasanu ot
44-ceqMUYHO paHIOMU3HUPAHO MPOYYBAHE C MOJKOKHO NMPHIIOKEHNE Ha oAbpKaiia go3a (IM-
UNITI), npencraBnsBaiy 52-ceaMUYHa TEpanys.

[IpoyuBanusra ¢ nagykuus BkimtouBaT 1 409 (UNITI-1, n = 769; UNITI-2 n = 640) nanuenTu.
[IppBHUHATa KpaifHa TOUKa 3a IBETEC WHIYKIIMOHHU POYYBAHMS € MPOLEHTHT HA YYACTHULIUTE C
KIIMHIYEH O0TroBop (omnpeneneH kato Hamanenue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceamuna 6.
JanHuTe 3a eUKACHOCT ce ChOMpAT U aHAIM3UPAT JI0 CeIMHUIIA § 3a JBETE MPOYYBAHHS.
EnHOBpeMEHHOTO MPUIIOKEHUE Ha MIEPOPATHU KOPTUKOCTEPOUIN, UMYHOMOIYIATOPH,
AMHHOCAJMLIWIATH U aHTUOMOTHUIM € pa3peuieHo u 75% OT malueHTUTE MPOABIDKABAT Aa MOTydaBaT
Hali-MaJlko €JJHO OT Te3H JIeKapcTBa. B 1BeTe Mpoy4YBaHus MAlMEHTUTE ca PaHJOMU3UPAHH Ja
MOJTy4aT €AHOKPATHO HHTPABEHO3HO NPENOphUMTENIHATA 1032 OT npudinsutenHo 6 mg/kg B
3aBUCHMOCT OT T€JIECHOTO TerJo (k. Tabnuma 1, Touka 4.2), pukcupana no3a 130 mg ycreknaHymad
niy wiane6o Ha ceamuna 0.

ITauuenture B UNITI-1 ca nekyBaHM HEyCIEIIHO WM UMAT HEIOHOCUMOCT KbM IPEALIECTBAIA aHTH-
TNFa tepanus. [Tpubiusurenno 48% OT MalUEHTUTE ca JIEKyBaHU HEYCIICITHO C 1 mpelecTrala
anTu-TNFa Tepanus, a 52% ca nexyBaHu HeycrnemHo ¢ 2 win 3 npeamectsamy antu-1NFo Tepanum.
B ToBa npoyusane 29,1% oT mauueHTUTE UMAT HEOCTATHYEH HaYaJeH OTTOBOP (IIbPBUYHH
HepecnoHaepH ), 69,4% ca ce OBIUSIIH, HO Ca MPECTAHAIH J]a C€ TTOBIUABAT (BTOPHYHH
HepecnoHiepn), a 36,4% umaT HemOHOCUMOCT KbM aHTU- T NFo Tepanuu.

ITauuenture B UNITI-2 ca neKkyBaHU HEYCHEIIHO HAH-MAJIKO C €JHA KOHBEHLIMOHAJIHA TEPAIHS,
BKJIFOUUTETHO KOPTUKOCTEPOUIU MIIM UMYHOMOAYJIaTOpH, KaTO WIIM HE ca JIeKyBaHH JI0Cera C aHTH-
TNF-a tepanust (68,6%), wnu ca mosrydaBanu npeau ToBa aHTu-TNFa Tepanst, HO T e Ouna
HeycrenHa (31,4%).

B neete UNITI-1 u UNITI-2 3Ha4niMO 1O-TOJISIM MPOIICHT OT MAIlUEHTUTE B TPpyIaTa, JICKyBaHa C
YCTeKHHYMab, ca ¢ KIIMHIUYEH OTTOBOP U peMUCHs B cpaBHeHHE ¢ muianedo (Tabnuma 3). Knmuanaaust
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OTTOBOP M PEMHCHSATA Ca 3HAYNMH OIIle Ha CeMUIIa 3 MpH MalUeHTHTE, JIEKyBaHHU C yCTEKUHYyMa0, u
Te MPOJBIDKBAT Ja ce Moa00psBaT 10 ceaMuIia 8. B Te3u npoy4BaHus ¢ MHIYKIHS ¢UKACHOCTTA €
MO-BHCOKA ¥ C€ MOJIbPIKa M0-100pe B rpyIaTa ¢ 7032 B 3aBUCUMOCT OT TEJIECHOTO TEIJIO, B
cpaBHeHUE ¢ rpynara ¢ go3a 130 mg u nopaau ToBa Npu UHTPABEHO3HA UHAYKIIUS CE MPENOpHUBa
JIO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TETJIO.

Tabanna 3: Uaayknms Ha kianHudeH oTroBop v pemucus B UNITI-1 m UNITI 2

UNITI-1* UNITI-2**
Ilnane6o |IIpenopbumte| Ilmanme6o |(IIpenopbumTe
N =247 JIHA /1032 N=209 JIHA /1032
YCTeKMHYMa0 YCTeKMHYMAa0
N =249 N=209
Knuandna pemucus, ceqmuria 8 18 (7,3%) 52 (20,9%)* | 41(19,6%) | 84 (40,2%)*

Kanrursent otrosop (100 Tosan), 53(21,5%) | 84(33,7%)° | 60 (28,7%) | 116 (55,5%)"

ceamuna 6
Komrwen orrosop (100 Touxn), 50 (20,2%) | 94 37.8%) | 67 (32,1%) | 121 (57,9%)"
ceamua 8
70-TOYKOB OTTOBOP, CEAMHMIIA 3 67 (27,1%) | 101 (40,6%)° | 66 (31,6%) | 106 (50,7%)"
70-TOYKOB OTTOBOD, CEaAMUIIA 6 75(30,4%) | 109 (43,8%)° | 81 (38,8%) | 135 (64,6%)*

Knunnunara pemucus e onpenenena kato CDAI ckop < 150; KnuHUUHUAT OTrOBOp € OpeseNeH KaTo HaMaJeHHe Ha
CDALI ckop ¢ Haii-manko 100 TOuKy WK ChCTOSHUE B KIIMHUYHA PEMHCHUS

70-TOUKOBHAT OTTOBOP € ompereneH kato HamaneHne Ha CDAI ckop ¢ Haii-mainko 70 TOuku

* Heycnex Ha autu-TNFo Tepanus

** Heycriex Ha KOHBEHIIMOHAIHATA TEPaIus

& p<0,001
® p<0,01

B npoyuBanero ¢ nogabpxaria tepanus (IM-UNITI) ca onenenn 388 marueHTH, KOUTO TOCTUTAT
100-TOYKOB KJIMHUYEH OTTOBOP Ha ceAMHUIA § OT MHAYKIHMATA ¢ ycTeKuHyMa0 B mpoyuBanus UNITI-1
u UNITI-2. [Tauuenture ca paHAOMU3UPAHU HA CXEMa Ha MOAIBPKAIIO0 JICYCHHUE C MTOJAKOKHO
npwioxenue Ha 90 mg ycrekmayMad npe3 8 ceamuiy, 90 mg ycrekuayMad npe3 12 cenmunm uiru
m1are6o B MpoIbDKeHNe Ha 44 cenMuId (3a MPEenophUIUTeTHATA TOIIbpKAIIIA 1032 BXK. ToUKa 4.2 OT
KXII Ha ycTeknHyMa0 MHKEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HAITBIIHEHA CITPUHIIOBKA.

3HaYMMO TO-TOJISIM TPOLIEHT NAIMEHTH B TPYIHTE, IEKYBaHH C YCTEKMHYMA0, MOUIbPKAT KIMHAYHA
pemucus 1 OTroBOp Ha ceamuna 44 B cpaBHEHHE C IpymaTa Ha miiaunedo (Bx. Tabnuna 4).

Tabauua 4: [logabp:kane Ha KIMHUIHUS 0TroBop U pemucusi B IM-UNITI (cenmuna 44;
52 ceaMuuM OT 3am0YBaHE ¢ HHAYKIMOHHATA /103a)

Inanedo* 90 mg 90 mg
YCTEeKHHYMAa0 | ycTeKMHyMAa0
npe3s npe3
8 ceamumu 12 ceamunu
N=131f N =129f
N =128

KinHn4Ha pemMucust 36% 53%* 49%°
Knunuden orrosop 44% 59%° 58%°
Knnanynaa pemucus 6€3 KOPTHKOCTEPOUIH 30% 47%* 43%"

Knunnuna peMucus npu NarueHTu:

B PEMUCHS B HAYAJIOTO HA MOAIBPIKaIaTa

46% (36/79) | 67% (52/78)* 56% (44/78)
Tepamnus

KOHMTO CC BKJIFOYUBAT OT IIPOYYBAHC

CRD3002t 44% (31/70) | 63% (45/72)" 57% (41/72)

KOHMTO HE Ca JICKYyBaHHU JOC€ra C aHTHU-

0 0 B 0
TNFo Tepanus 49% (25/51) | 65% (34/52) 57% (30/53)

KOHMTO CC BKJIFOUBAT OT IIPOYYBAHC

CRD3001}% 26% (16/61) | 41% (23/56) 39% (22/57)
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Knunnunara pemucus e onpenenena katro CDAI ckop < 150; KnuHUUHUAT OTTOBOp € OIpeseNeH KaTo HaMaJeHHue Ha
CDALI ckop ¢ Haii-manko 100 TOuky Win ChCTOSHUE B KIIMHUYHA PEMHCHUS

* T'pynara Ha mane6o ce CbCTOM OT HMALMEHTH, KOUTO Ca Ce IOBJIUSIIM OT YCTeKMHYMal M ca paHIOMH3UPaHH 12

MOJTydaBarT IUanedo B Ha4aIoTO Ha ITOIbprKaliara Teparis.

IManmenTn, konro mMat 100-TOUKOB KIMHHYEH OTTOBOP KBM YCTEKHHYMa0 B HAUAJIOTO HA ITOIbpiKallaTa Tepamus

[lanuenTu, KOUTO HE ca ce MOBIMUIN OT KOHBEHLIMOHANIHATA Tepanus, HO He aHTU-TNFa Tepanus

Wn e

[MTanmenTn, kouTo ca pedpakTepHU WM UMAT HETIOHOCUMOCT KbM aHTH-TNFa Tepanms
& p<0,01
® p<0,05

HOMUHAJHO 3HaunMa (p < 0,05)

B IM-UNITI 29 ot 129 manuenTH HE MOAIBPKAT OTTOBOPA KbM YCTEKHHYMAa0 MPH MPUIIOKCHHE TIPe3
12 ceqMuITy U € MTO3BOJICHO KOPUTUPAHE Ha J03aTa Taka, ue Ja IMoTydaBaT yCTeKuHyMab 1mpe3

8 cenmunu. 3arybaTa Ha oTroBOp € onpeneneHa karo CDAI ckop > 220 touku u > 100 Toukn
nosuiienue crpsamo uzxoanust CDAI ckop. [lpu Te3n manueHTH KIMHIYHA PEMUCHS CE€ TIOCTUTA TIPU
41,4% ot mauuenTtute 16 cenMuIy ciex KOpUTHPaHe HA J03aTa.

[TanueHTHTE, KOUTO HE Ca MOCTUTHAIN KJIMHHYEH OTTOBOP KbM HHIYKIIHS C yCTEKUHYMal Ha
cenmuria 8 ot mpoyuBanusaTa ¢ HHAYKIMS UNITI-1 u UNITI-2 (476 manueHTy), ca BKIIOYCHH B
HEPaHJOMH3HMpaHaTa 9acT OT Mpoy4yBaHeTo ¢ moaabpxama Tepanus (IM-UNITI) u ca nomyuwnnn
MOJIKOKHA WHXKEKIHs ¢ yereknaymMab 90 mg mo ToBa Bpeme. Ciien ocem ceqmuttu 50,5% ot
MAUEHTUTE Ca NOCTUTHAIN KIIMHUYEH OTTOBOP U Ca MPOABIDKUIN Aa MOIy4yaBaT Mo IbpKalia
Tepamnus pe3 8 ceamuity. [loBeueTo oT Te3n MarMeHTH ¢ MPOABDKUTENTHA TOIThpIKaIla Tepamnus
noIbppkat oTroBop (68,1%) u mocturat pemucus (50,2%) Ha ceamuia 44, KaTo MPOIIEHTHT UM €
1mo100€H Ha TO3U MPH MANUEHTUTE, KOUTO MHPBOHAYAITHO Ca CE MOBIHUSIIN OT HHIAYKIIHS C
yCTeKnHYMao.

Ot 131 nanmeHTH, KOUTO ca Ce MOBJIUSIN OT HHAYKIHA C YCTEKHHYMal U ca pPaHIOMHU3HUPAHH B
rpynara Ha mane0o B Ha4aJloTO Ha MPOYYBAHETO ¢ MOJIbPIKaIla Teparus, 51 BIoCiIeICTBHE ca
3aryOuiiM OTroBOpa CHU U ca noay4ymin 90 mg ycTekuHyMab moakoxkHoO npe3 8§ ceamuiu. [loBeueTo ot
MAIMEeHTUTE, 3aryOniIi OTTOBOPA CH U MIOAHOBWIIH JICUEHHETO C YCTEeKMHYMa0, ca ro HalpaBUiIH B
pamkuTe Ha 24 cemMUI OT HHAYKIHOHHaTa nHY3us. Ot te3u 51 mamuentu 70,6% mocturar
KJIMHUYEH O0TroBop U 39,2% mocturat KIMHUYHA peMucus 16 ceIMuIy ciesl mojy4yaBaHeTo Ha
IbpBaTa MOAKOKHA /1032 YCTEKHHYMaO0.

B IM-UNITI nmanuentute, 3aBbPIIINA IPOYIBAHETO 0 ceamunia 44, ca moaXO N 1a TPOIBIKAT
JICYEHUETO B POABIKEHUE Ha TpoyyBaHeTo. [Ipu BcuukuTe 567 nayieHTy, BKIIOUYEHH Ha U JIEKYBaHU
C YCTEKMHYMa0 B IPOIBJKEHUETO HA IPOYYBAHETO, KIMHUYHATA PEMUCHS U OTTOBOPBHT OOUKHOBEHO
ce TIoAIbpIKaT 10 ceamua 252, kakto npu 6omauTe ¢ Heycrex Ha TNF-TepanmuuTe, Taka u mpu
MAIMEHTUTE C HEyCTIeX Ha KOHBEHIIMOHAIHUTE TEPaIvu.

He ca ycraHOBeHH HOBU ChOOpaKeHUsI 32 OE30MACHOCT TPH YAbIDKaBaHE Ha TOBA IIPOYYBAHE 10
5 ToAVHY Ha JieueHNe Npy naueHT ¢ 6onect Ha Crohn.

Enoockonus

BBHIIHUAT BUA Ha TUTAaBUIIATa € OLIEHEH SHIOCKOIICKY NP 252 MalueHTy ¢ OAXO0 1A H3X0JHA
€HJIOCKOIICKa aKTUBHOCT Ha 3a00JIsIBaHETO B €IHO NoAnpoyyBaHe. I[IbpBruyHaTa KpaiiHa TOUKa €
MIPOMSTHA OT U3XOTHOTO HUBO Ha OTpOCTEHUS €HAOCKOIICKH ckop mipu 6osrect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH CKOp OT 5 HII€0-KOJIOHHH
CerMeHTa 3a HaJIMm4yue/pa3Mep Ha sI3BUTE, MPOLCHT Ha JIMTaBUYHATA TIOBBPXHOCT, TOKPUTA OT SI3BH,
HPOLIEHT HA JIMTABUYHATA OBbPXHOCT, 3aCerHaTa OT APYTH JIE3UH, 1 HAINYKE/BU Ha
cTecHsABaHUATa/CTpUKTYypuTe. Ha cenmuna 8, ciien earHNYHA HHTPAaBEHO3HA MHAYKIMOHHA 1032,
npomsiHaTa B SES-CD ckopa e mo-rojisima B rpynara Ha yctekuaymad (n = 155, cpenna

mpomsiHa = -2,8) OTKOJIKOTO B Ipymata Ha mianebo (n = 97, cpenna npomsna = -0,7, p = 0,012).

Ioenussane na pucmynume
B exna noarpyna naumeHTy ¢ ApeHupamy GUCTyIr Ha U3X0AHO HUBO (8,8%; n = 26), puctynure Ha

12/15 (80%) ot JiekyBaHUTE C YCTEKUHYMAa0 MAIlUCHTH Ce TIOBJIUSABAT B IPOIBIDKCHUE Ha 44 ceIMUTIH
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(ompeneneno xato > 50% HaMajeHHe OT U3XOHO HUBO B MIPOYYBAHETO C MHIYKIHS Ha Opost Ha
npenupaiute ¢puctyimn) B cpaBHerue ¢ 5/11 (45,5%) ¢ manedo.

Kauecmeo na sicusom, cewvpsano cve 30pasemo

KauecTBOTO Ha JKUBOT, CBBP3aHO ChC 3PABETO, € OLEHEHO [10CPEACTBOM BhIIpocHUK Ipu
BB3NaJIUTEIHN 3a00iaBaHus Ha yepBara (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BbrpocHuI SF-36. Ha cenmuua 8 mauueHTHTe, Mody4yaBaliy yCTEKUHYMa0, MOKa3BaT CTaTUCTUIECKU
3HAYUMO IO-TOJISIMO U KIIMHUYHO 3HAYUMO 1oa00penue Ha oOust IBDQ ckop u Ha SF-36 Mental
Component Summary Score B UNITI-1 u UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBuenue c mianedo. B npoyusanero IM-UNITI no cenmuna 44 te3n nonoOpeHust
0OMKHOBEHO Ce MOJABPKAT NO0-100pe NPH JIEKYBaHU C yCTEKMHYMa0 MallMeHTH B CPaBHEHHE C
wiane6o. [TogoOpeHneTo Ha Ka4ecTBOTO Ha KUBOT, CBbP3aHO ChC 37paBeTO, OOMKHOBEHO Ce
NOJABPXKA MPE3 LUIOTO MPOABIDKEHHE 10 ceaMuna 252.

HmyHorenHoct
ITo BpeMe Ha JieueHHE ¢ YCTEKMHYMa0 MOTaT J1a Ce Pa3BUAT aHTUTEINA CPELly YCTEKUHyMa0 1

MOBEUETO OT TAX ca HeyTpainu3upanii. O0pa3yBaHETO Ha aHTUTEIA CPENTY YCTEKHHYMa0 € CBhP3aHo C
MOBMILICH KIIMPBHC HA YCTEKUHYMa0 npu mauueHTH ¢ 6onect Ha Crohn. He e HaOnronaBana HamajieHa
edpukacHoct. He ce HaOro1aBa 04EBUIHA 3aBHCUMOCT MEXKTy HATMYMETO HA aHTUTENA CPEILy
YCTEKMHYMa0 U TosIBaTa Ha PEakiui Ha MSCTOTO Ha MH)KEKTUPAHE.

HeauatpuyvHa monymnamus

EBporietickara areHmust 1o JeKapcTBara oTiara 3aJbDKEHUETO 3a IPEOCTaBsIHE Ha Pe3YITATUTE OT
MPOYyYBaHUATA C YCTEKMHYMa0 B €/IHA WM TIOBEUE MOATPYITU HA MIeAMaTPHYHATA TIOYJIANUs TIPU
6osect Ha Crohn (Bx. Touka 4.2 3a HHGOPMAIMSI OTHOCHO yIIOTpeOa B MeIUATPHUITA).

5.2 ®apmMakoKWHeTHYHH CBOMCTBA

Cren npenoppUMTENIHATA HHTPABEHO3HA MHYKIIMOHHA /1032 MeIMaHaTa Ha MaKcuMaltHaTa cepyMHa
KOHIIEHTpalMs Ha ycTeKnHyMa0, HaOmogaBana 1 yac cien ungysusara, e 126,1 pg/ml npu
narueHTute ¢ 6osaect Ha Crohn.

Pasnpenenenue
Menuanara Ha oOeMa Ha pa3npe/iesicHue B TepMuHanHarta (aza (Vz) cien eTHOKpaTHO HHTPABEHO3HO

MIPUJIOKEHHUE MIPH MAIMEHTH ¢ TICOpHa3uc Bapupa ot 57 mo 83 ml/kg.

Buorpanchopmarms
TOYHUAT BT HA METAOOTU3UPAHE HA YCTEKUHYMA0 HE € U3BECTCH.

Enumunupane
Menuanara Ha cuctemans kiupbsHC (CL) crien eTHOKpaTHO MHTPABEHO3HO NPUIIOKCHHE TTPH

MAIMEHTH C Icopuasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. MenuanaTa Ha Oy XHBOTa (t1/2) Ha
YCTEKHHYMa0 € IpUOJIM3UTEIHO 3 CEAMUIIM MPH MaueHTH ¢ 6oject Ha Crohn, ncopuasuc u/uiu
MICOPUATHYCH aPTPUT ¥ Bapupa oT 15 10 32 THYM BHB BCUYKH MPOYYBAHUS HA TICOPUA3UC U
MICOPUATHYCH apTPHT.

JIMHEeHHOCT Ha J103aTa

Cucremnara excrio3unus Ha ycTeknHyMa0 (Cmax 1 AUC) ce yBennuaBa 1o HauuH, MPUOITU3UTEITHO
MIPOTIOPIIMOHAJICH Ha J103aTa, CJIe]] STHOKPATHO MHTPABEHO3HO MPUJIOKCHHE Ha JO3H B TpaHHUIlaTa
mexay 0,09 mg/kg u 4,5 mg/kg.

CrienmanHy TOMyJIalluU

Hsma Hannyay (papMakOKHMHETHYHHU JTaHHY MIPH TAMEHTH C yBpeieHa ObOpeyHa Wi YepHOIpoOHa
(dhynkius. He ca mpoBe/ieHN KOHKPETHH MTPOYYBaHUS C HHTPABEHO3HO MPHUIIOKECHUE Ha yCTEKHHYMa0
MIPH MAIUCHTU B CTApYECKa Bh3PacT WK MEAUATPUIHH ITAIIUCHTH.
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IIpu maruenTu ¢ 6oect Ha Crohn BapumabuiTHOCTTa HA KIIMPBHCA Ha YCTEKUHYMA0 ce TTOBJIHSIBA OT
TEJIECHOTO TETJI0, HUBOTO Ha CEPYMHUS all0yYMUH, 110JIa ¥ CTaTyca Mo OTHOIIEHUE Ha aHTHUTETaTa
Cpelly yCTeKHHyMa0, JJOKaTO TEIECHOTO TETJIO € Hall-3HaunMaTa KoBapHara, BIHsella BpXy ooema
Ha pasnpenaencaue. OcBeH ToBa rpu 6oiectta Ha Crohn KIMPHHCHT ce MOBNIHsABA 0T C-peaKTHBHUS
MIPOTEHH, CTaTyca M0 OTHOIICHHUE Ha HEycIeX Ha JieueHrneTo ¢ TNF-anTaronucTy u pacara (a3uaTcKu
CIPSIMO HEa3MaTCKH MPOM3X0[). Bp3melicTBIeTO Ha Te3u KoBapuaTH € B paMkute Ha +20% oT
TUMTUYHATA WU pe)epeHTHATa CTOMHOCT Ha choTBeTHUs DK mapamersp, mopaau ToBa HeE €
HEo0X0IMMa KOPEKIHI Ha J103aTa 3a Te3u koBapuaTH. ChIIbTCTBAIOTO MPUIIOKEHNE HA
MMYHOMOYJIATOPH HAMAa 3HAYNTEITHO BIUSHUAC BEPXY pa3NpeieICHUETO Ha YyCTEKIHYMaO0.

Perynupane na CYP450 enzumu

Edexrure na IL-12 win IL-23 Bbpxy peryaupaneto Ha CYP450 eH3uMuTe ca OLIEHEHH B in Vitro
MPOYyYBaHE C U3IMOJI3BAHE HA YOBEIIKU XENaTOIUTH, KOeTo mokasea, 4e 1L.-12 wu/umm [L-23 ¢ HuBa ot
10 ng/ml He npomensT aktuBHOCTTa Ha YoBemkuTe CYP450 enzumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
nin 3A4; BX. Touka 4.5).

5.3 IIpeakJMHUYHU JAHHM 32 0€30MACHOCT

HexuHUYHUTE JaHHU HE TMOKa3BaT 0COOEH PUCK (HAIp. TOKCHYHOCT Ha OpraHuTe) 3a Xopa Ha 0Oa3ara
Ha MPOYYBaHMs 32 TOKCUYHOCT IIPH MHOTOKPATHO MpUJIaraHe, TOKCUYHOCT 33 Pa3BUTHETO U
PENPOAYKTUBHA TOKCUYHOCT, BKIIOUUTETHO U (hapMaKoJIOrHYHHUTE OLIEHKH 3a Oe3zomacHocT. [1pu
MIPOYYBaHUS 32 TOKCUYHOCT 32 PA3BUTHETO U PEMPOAYKTHBHA TOKCUYHOCT IPH IBJITOONAIIATH MaKaly
He ce HaOmoaBat HexkeNlaHu epeKTH BbPXY QEePTUINTETa IPU MBXXKHUTE, KAKTO U BPOACHH Je(eKTH
WM TOKCUYHOCT 3a pa3BuTHeTo. He ce HaOmronaBaT Hexxenanu eheKTH BbpXY (GEepTHUIUTETa IPH
JKEHCKHTE MPH yrnoTpedaTa Ha aHATOTHYHO aHTUTsUIo cpenty [L-12/23 npu Mutky.

JlozoBUTE HUBA B MPOYUYBAHMS NIPU KUBOTHH ca 01130 45 MBTU MO-BUCOKH OT Hal-BUCOKaTa
€KBUBAJICHTHA /1032, IPEABIKAAHA 3a MPUIOKEHHUE [IPU MALUEHTH C TICOPUA3UC, U BOAAT A0
MaKCHMAaJIHU CEPYMHH KOHIIEHTPAIMH MTPH MaltMyHH, KOUTO ca Haja 100 mbTH MO-BUCOKH OT
KOHIICHTpaLMKTe, HabJIr01aBaHy IIPU XOpa.

He ca npoBexxaanu mpoy4yBaHUs 3a KapLMHOTEHHOCT C yCTEKHMHYMa0 Mopaau JHIcaTa Ha MOIXOSAIIN
MOJIEIN 32 aHTHTSUIO 0€3 KPhCTOCaHa peakTHBHOCT KbM 1L-12/23 p40 Ha rpuzaun.

6. DOAPMAIIEBTUYHU JAHHHU
6.1 Chnucnbk Ha NIOMOIIHHUTE BelIeCTBA

XUCTUOUH

XHUCTUAWHOB XUAPOXIOPH] MOHOXUAPAT
MeTuoHuH

JunaTtpues enerar

3axapoza

[Monucopo6ar 80 (E 433)

Bopna 3a nmxexkunn

6.2 HecbBMecTUMOCTH

[Mopaau nurmca Ha TPOYYIBAaHUS 32 HECHBMECTHMOCTH, TO3H JIEKAPCTBEH MPOIYKT HE TPsiOBa 1a ce
CMECBa C JpYyTH JIEKapCTBEHH MPOAYyKTH. Pyzchiva Tpg6Ba na ce paspexkaa ¢ pa3TBOp Ha HATPHEB
xnopun 9 mg/ml (0,9%) 3a uadyszus. Karo antepnatusa moxe aa ce uznonssa 250 ml undys3noHexn

cak, cpabpxanl HarpueB xiopun 0,45% umxekunoHeH pastsop, USP.

Pyzchiva He TpsiOBa na ce mpuiiara €THOBPEMEHHO B €THA M ChINla HHTPABEHO3HA CHCTEMA C JPYTH
JICKapPCTBEHU TPOIYKTH.
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6.3 Cpox Ha roaHOCT

HDCZ[I/I pa3peKIaHe

2 TOIUHMU.
Ja He ce 3ampa3siBa.

Cren paspexaaHe

Joka3ana e xumuuHa 1 pu3ryHa cTabuiHOCT npH ynotpeda 1o 72 gaca mpu 30 °C. Ako e
HE0OXOIUMO, pa3peACHUAT HH(PY3HOHEH pa3TBOp Moxke Ja ce chxpanssa npH 2 °C o 8 °C mo 1 mecen
U Tpu cTaiiHa Temmeparypa o 30 °C 3a omie 72 daca ciaex u3BaxaaHe OT XJIaAMITHUKA, BKITFOYHTEITHO
nepuoja Ha HHQPY3HA.

OT MHKpPOOHOJIOrYHA IJIeJHA TOUKA HH(PY3UOHHUSAT pa3TBOP TPsIOBa 1a Ce MPUIIOKU He3a0aBHO. AKO
HE ce M3M0JI3Ba He3a0aBHO, BpEMETO U YCIIOBHSITA Ha ChbXPaHEHHE MPelu YIoTpeda ca OTTOBOPHOCT Ha
notpeduTens 1 OOMKHOBEHO He TpsiOBa 1a HanxBbPAT 24 yaca npu 2 °C 1o 8 °C, ocBeH ako
pa3pexIaHeTo He € U3BBPIICHO MPY KOHTPOJIUPAHHU U BATUAUPAHH aCENTHYHHU YCIOBUSI.

6.4 Crnenuananm yca0BHs HAa CbXpaHeHHe

Ha ce cexpanssa B xnagmwiauk (2 °C — 8 °C). Jla He ce 3aMpassiBa.
CoxpansBaiiTe (prakoHa B KApTOHEHATa OTIAKOBKA, 32 Jla C€ Mpe/a3u OT CBETINHA.

3a ycI0BUATA HA ChbXPAaHEHUE CIIE/l Pa3pEeKIaHe Ha JIEKAPCTBEHUs IPOLYKT BIKTE TouKa 6.3.
6.5 Buau chabp:kaHue HA ONIAKOBKATAa

26 ml konuenTpat B 30 ml ¢1akoH OT CTHKIIO THUII |, 3aTBOPEH ChC 3amyIiajika 0T XJIOPOOYTHIIOBA
ryma. Pyzchiva ce pasmpoctpaHsBa B OmakoBka 1o 1 ¢uakoH.

6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa

PaztBOpBT BBB dirakoHa Pyzchiva He TpsiOBa na ce paskmama. Pa3tBopbsT TpsiOBa 1a ce mpoBepu
BU3YAJIHO 3a HAJIMYMUETO HA BUAMMHU YaCTUIIU UK NIPOMSAHA Ha IBETA, IPEAN J1a CC IIPUITOKU.
Pa3TBOpBT € OUCTBp, Oe31BeTEH 10 OJICT0KBIT. JIeKapcTBEHUAT POAYKT HE TpsiOBa aa ce
yrnoTpe0siBa, ako pa3TBOPHT € C IPOMEHEH LBAT WJIM MBTEH WJIM aKO B HETO ce 3a0eTs3BaT BUIMMHU
qy>KJJH JaCTHIIH.

Pazpexnane
Pyzchiva xoH1eHTpaT 3a MH(PY3HOHEH pa3TBOP TPSAOBA J1a CE pa3pe/u U Ja ce MOJATOTBU OT

MCIUIIMHCKH CIICHHUAJIUCT C IIOMOINTAa Ha aCCIITHYHA TCXHUKA.

1. Wzuncnere no3ata u 6post Ha HeoOxoaumuTe Gakonu Pyzchiva Bb3 0CHOBa Ha TETJIOTO HA
naruenTa (Bx. Touka 4.2, Tabnuma 1). Beeku ¢umakon Pyzchiva ¢ 26 ml koHIIEHTpaT Chabpika
130 mg ycrekunyma0. M3non3paiite camo mbinu (uaakonu Pyzchiva.

2. Uzrernere u uzxpupiete oT nHQY3uOHHHUA cak oT 250 ml o6eM oT pa3TBOpa Ha HATPHEB XJIOPHI
9 mg/ml (0,9%), paBen Ha obema Pyzchiva, koiito TpsiOBa na ce qoOaBu. (u3xBbpiere 26 ml
HATPUEB XJIOPHUJ 332 Bceku HeoOxoaum (iakon Pyzchiva, 3a 2 (nakona n3xsbpiere 52 ml, 3a
3 ¢dnakona n3xBbpiiete 78 ml, 3a 4 diakona nzxsuprere 104 ml). Karo anrepnatuBa Moxe aa
ce n3non3Ba 250 ml nHdy3MOHEH cak, chabpxaul HaTpues xyuopua 0,45% HHKEKINOHEH
pastBop, USP.

3. Uzrernere 26 ml Pyzchiva ot Bcexn HeoOXoauM ¢IiakoH U TH JoOaBeTe KbM UH(Y3UOHHHS caK
ot 250 ml. Kpaitnuar o6em B nn¢y3noHHHS cak TpsiOBa na Obae 250 ml. Buumarenno cmecere.
4.  Ilpeau npuiIoXeHHETO MPOBEPETE BU3YaIHO paspeneHus pa3rsop. He ro ynorpebsiBaiite, ako ce

HaOJII0AaBaT BU3YATHO HEMPO3pAaYHH YACTHUIIH, TIPOMSHA Ha I[BETA WIIH UYy>KTU YaCTHUIIH.
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5. IIpunoxkere pa3peneHns pa3TBOP 3a Mepruoa OT Hai-manko efauH Jac. Ciex KaTo ce pa3pend,
NpUJIaraHeTo Ha HHQY3MOHHUST Pa3TBOp TPsOBa Jia ce U3BBPIIM B paMKUTE Ha 72 yaca npu
ctaiina tremneparypa 110 30 °C oT pa3pexnaHeTo B MHQY3UOHHUS cak. AKO € He00X0IUMO,
paspeneHusaT HHPY3UOHEH pa3TBOP MOXke Ja ce chxpanssa mpu 2 °C a0 8 °C no 1 mecen u npu
craiina Temneparypa 1o 30 °C 3a omie 72 gaca ciaen U3BakaaHe OT XJIaJHITHAKA, BKIIFOYHTEITHO
nepuoaa Ha HHQy3us.

6. Uznon3zgaiite camo Habop 3a MH(Y3Us ¢ BrpalieH, CTEPHIICH, allupOreHeH QUITHP ChC caabo
CBBp3BaHe Ha MpoTenHH (pa3Mep Ha mopute 0,2 MEUKpoMeTpa).

7. Bcexu (akoH € camo 3a eTHOKPATHO MPHIIOKEHNE U HEN3IIOI3BAHHSAT JIEKapCTBEH MPOTyKT
TpsiOBa J1a ce U3XBBPIIHM B CbOTBETCTBUE C MECTHUTE N3UCKBAHMUSL.

7. NPUTEXATEJ HA PASBPEHIEHUETO 3A YIIOTPEBA

Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

Hunepnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1801/003

9. JATA HA IbPBO PASPEIIABAHE/TTIOJJHOBSIBAHE HA PASPEIIEHUETO 3A

YIIOTPEBA

Hata Ha mepBo paspemaane: 19 ampun 2024 r.

10.

JATA HA AKTYAJIMBUPAHE HA TEKCTA

[ToxpoOHa mH(pOpMans 3a TO3H JeKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yebcaiita Ha EBponeiickara
areHys 1o JieKapcTBaTa https://www.ema.europa.eu/.
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vTo3H JICKapCTBEH MPOAYKT IOJUIC)KH Ha JOMBIHUTEIIHO HaOmoaeHre. ToBa 11e 1mo3BoJu Obp30TOo
YCTaHOBSIBaHE Ha HOBa HH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3KCKBA J]a ChOOIIABAT BCSIKA MTOA03MpPaHa HeKeJlaHa peaknys. 3a HaunHa Ha ChoOIaBaHe Ha
HEXXEJTaHHW PEaKINK BIDKTE TOUKa 4.8.

1. HNME HA JTEKAPCTBEHUA INTPOAYKT

Pyzchiva 45 mg urxeKuroHeH pa3TBOp B IPEABAPUTEIIHO HAITbIHEHA CIPUHIIOBKA
Pyzchiva 90 mg umxeKkuroHeH pa3TBOp B IPEABAPUTEIHO HAITbIHEHA CIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Pyzchiva 45 mg WHKEKIMOHEH Pa3TBOP B PEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
Bcesika npeaBapuTeHO HabJIHEHA CIIPUHIIOBKA ChAbpika 45 mg ycrekunymab B 0,5 ml.

Pyzchiva 90 mg MHKEKIIMOHEH PA3TBOP B PEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA
Bcsika npeaBapuTenHo HaITbIHEHA CIIPUHIIOBKA ChAbpka 90 mg ycrekuaymad B 1 ml.

VYcerekunymab e usiisiio Yoseniko IgG 1k MOHOKIIOHAIHO aHTHUTSI0 KbM HHTEpieBkuH (IL)-12/23,
npomsBeneHo B CHO kieThuHa uHMS ¢ moMoITa Ha pekomouaanTHa JJHK TexHomorus.

3a IIBJIHUA COUCHK Ha IIOMOIIHHUTC BECUICCTBA BHXKTC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA

Pyzchiva 45 mg HHKEKIIMOHEH PA3TBOP B IIPEABAPUTEIHO HANBIHEHA CIIPUHIIOBKA
HHxeKuoHeH pa3TBop.

Pyzchiva 90 mg MHKEKIIMOHEH PA3TBOP B IIPEABAPUTEIHO HANBIHEHA CIIPUHIIOBKA
HHxeKuoHeH pa3TBop.

Pa3tBOpBT € OUCTHD, Oe31BeTeH 10 0s1e10KBIT U € hopmynupas ripu pH 6,0 = 0,3. OcMoTHYHOCTTA
Ha pa3tBopa e 320 + 32 mOsm/kg.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKAZAHUS

IlnakoB ncopuasuc

Pyzchiva e moka3an 3a iedeHrE Ha YMEPEH JIO TeXbBK IUIAKOB TICOPUA3KC TP Bh3PACTHU, KOUTO HE ca
Cce TIOBJHSUIN, IMAT MPOTHBOIOKA3aHUS FITM HETIOHOCUMOCT KBbM JIPYTH CHCTEMHH TEPaIlnH,
BKJTFOYBAIH IUKIIOCTIOprH, MeToTpekcaT (MTX) umu ITYBA (icopanen u ynTpaBUOJICTOBU A JTHUN)
Tepanus (BX. Touka 5.1).

[l1akoB 1nicopuasuc Npy NeNATPHIHN TANUCHTH

Pyzchiva e moka3an 3a ie4eHHE Ha YMEPEH JI0 TEXKbBK IIAKOB IICOPUA3KC TIPH JICTIa U MTAIIUEHTH B
IOHOIIIECKA Bh3pacT Ha 6 TOJAWHU U MO-TOJIEMHU, TIPU KOUTO UMa HEJIOCTAThUCH KOHTPOJ WU
HEMMOHOCHMOCT KBM APYTH CHCTEMHH TEPay Wik (hoToTepaniu (BX. Touka 5.1).

IIcopuatnuen aprpur (PsA)

Pyzchiva, camocTositenrHo nimu B komOuHarms ¢ MTX, e mokasaH 3a jiedcHre Ha aKTHBEH
TICOPUATHYEH apTPUT MPHU BH3PACTHH MALMEHTH, IPA KOUTO OTTOBOPHT KBbM IIPEIIIECTBAIIO JICUSHHE C
HeOnonornyHu Moauduuupaiy 6onecrra antupeBMaronguu gekapctsa (DMARD) e 6un
HEJ0CcTaTh4eH (BXK. Touka 5.1).
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Bbonecr Ha Crohn

Pyzchiva e moka3aH 3a JieueHHE Ha Bh3PACTHH MAIIMEHTH C YMEPEHA 0 TeXKKa aKTHBHA OOJIECT Ha
Crohn, KouTO ca ce MOBJIMSIIN HEAOCTATHYHO, BEUYe HE Ce MOBIMABAT WIIM UMAT HETOHOCHMOCT KbM
KOHBEHITHOHAITHATA TEPAIKs WIH KbM aHTaroHucT Ha TNF o, Wi uMaT MeqUIIHHCKH
MIPOTHBOIIOKA3aHKs 33 TAKMBA TEPAITHH.

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

Pyzchiva e npeanasnauen 3a ynorpeba moa ppKOBOACTBOTO U HaA30pa Ha JIEKap ¢ OIHT B
JUAarHOCTHLIMPAHETO U JICYEHUETO Ha 3a00JsiBaHus, 3a KOUTo Pyzchiva e mokasas.

Pyzchiva ce npeanara kato npeaBapUTEIHO HATBIHEHU CIIPUHIOBKH OT 45 mg 1 90 mg 3a HOAKOXKHO
MH)KEKTHUPAHE U MOPaaX TOBA HE € Bb3MOKHO /1A CE IpWJIara npy NeJuaTpuyHy HalueHTH (Tero

<60 kg), xouTo ce HyX)IasiT OT MO-MAIKO OT ITbJTHA 71032 OT 45 mg. 3a npuiiarane Ha J03u mnox 45 mg,
TpsiOBa Jja ce U3IMO3BAT APYTH MPOAYKTH, ChABPIKAIIN YCTEKUHYMAO.

gO?»H[}OBKa

IlnakoB ncopuasuc
[Ipenopbuutennara no3uposka Ha Pyzchiva e HadanHa 1032 45 mg, MpuIIOKeHA TIOIKOKHO,
MoCJIeIBaHa OT 1032 45 mg 4 ceIMHIIH MTO-KBCHO M CJIE TOBA Ha BCEKH 12 CEIMUITH.

[Ipu manueHTH, KOUTO HE Ca CE MOBJIHSIN OT JISYCHUETO A0 28 ceqMUIM TpsOBa Ja ce 0OMUCIH
MIpeKpaTsBaHe Ha TEpaIusITa.

Tlayuenmu ¢ menecro meeno > 100 kg

3a mauuenTy c tesnecHo teryo > 100 kg mppBoHavanHata 1o3a € 90 mg, NprUiIoXKeHa MOIKOXKHO,
nocneaBana ot 03a 90 mg 4 ceaMuIn TO-KBCHO U cJiel TOBA Ha Bceku 12 ceamumu. [pu Te3u
NalnyueHTH Ao3aTa oT 45 mg cblIo € epuKacHa, HO Mo-royisiMa ehuKacHOCT uMa Jo3ata oT 90 mg. (BxK.
Touka 5.1, Tabnuma 4)

Ilcopuatuuen aptput (PsA)

[IpenopbuBanara no3upoBka Ha Pyzchiva e HadanHa n03a 45 mg, MpUIIoKeHa MOKOKHO, TTOCIICIBaHA
oT o3a 45 mg 4 ceMHIH ITO-KBCHO | CJIE] TOBA Ha BCEKH 12 ceaMuItd. AITepHaTHBHO, TIPH
MaIUeHTH ¢ TeaecHo Tero > 100 kg, moxke ma ce usnonssar 90 mg.

HpI/I NaluCHTH, KOUTO HE Ca CC IMOBIMUAIHN OT JICUCHUCTO 10 28 ceamuiu Tp$16Ba Ja ce oomucau
IIPEyCTaHOBsABAHE Ha JICUCHUCTO.

Cmapuecka 8v3pacm (= 65 co0uHu)
He e HeoObxoanmo aganTupaHe Ha J03aTa P MAIMEHTH B CTapUYecKa Bh3pacT (BXK. Touka 4.4).

bvbpeuno u wepnodpobHo yepescoare
He ca npoBexanu mpoy4yBaHus ¢ ycTeKHHYMa0 NPy Te3H MOMyialuy nanuenT. He moxe na ce naue
IpernopbKa 3a J03aTa.

Tleouampuuna nonyrayus
be3omacHocTTa M epUKaCHOCTTA HAa YCTEKHHYMal Ipu Jena ¢ ICOPHA3NuC Ha Bb3PacT MO 6 TOIUHU
WITH TIPY JIeTIa ¢ TICOPUATHYEeH apTPHT 1o 18-roauiHa BE3pacT BCe Ole He ca YCTaHOBEHH.

IlnakoB Icopra3ncC Npy NCANATPUYHU MaATUCHTU (6 TOAWHU U IIO-TOJIEMHU)

[IpenopbunTennara q03a Ha Pyzchiva 3a nenuaTpruyHa momynanus ¢ TejecHo terio Haa 60 kg e
noka3zaHa no-noiny (Tabmuima 1). Pyzchiva tpsOBa na ce npwiara va cenmui 0 u 4, cie ToBa Ha
BCekH 12 cenmuIim.
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Ta6auna 1: [lpenopbynTe/iHa 1032 YCTEKMHYMA0 NPH NeANATPUYHH NAIMEHTH € ICOPHA3UC

TesiecHO TEIJI0 KbM MOMEHTA HA NMpUHJIaraHe IpenopbunTe/iHA 1032
> 60-<100 kg* 45 mg
> 100 kg 90 mg

* Pyzchiva He ce mpejyiara 3a malueHTH, KOUTO CE€ HYXKIasaT OT IT0-MajKa OT ITbJIHaTa 703a oT 45 mg.
AKo e HeoOxoInMa anTepHaTHBHA J103a, TPSIOBa /1a Ce M3MOI3BAT IPYTH MPOAYKTH C YCTEKUHYMaO0,
KOHUTO TIpejyiaraT TakaBa Bb3MOKHOCT.

He e nanune ¢popma Ha no3upane 3a Pyzchiva, kosiTo 1a o3BoIIsiBa 103MpaHe Bb3 OCHOBA Ha TETJIOTO
MIpH IEIUATPUIHH manueHTy moxa 60 kg.

[NamuenTu ¢ terno nox 60 kg Tps6Ba na Ob1aT TOYHO 103MpaHu Ha 6a3a mg/kg, KaTo ce U3ona3Ba
JPYT TPOYKT, ChABPIKAIL YCTEKHHYMa0, 45 mg WHKEKIIMOHEH Pa3TBOP BbB (IIAKOHH, KOWTO BMECTO
TOBa IpeAJiara 1031MpaHe Bb3 OCHOBA Ha Tersioto. Camo nauueHTtu ¢ terio Hag 60 kg moraT na Opaar
JO3MPaHU C ITOMOILTA Ha MPEeIBAPUTEITHO HAIIBJIHEHA CIIPHUHLIOBKA € (PUKCHpaHa 103a.

[Ipu manueHTH, KOUTO HE ca Ce MOBIMSIU OT JICYCHUETO J0 28 cenMuIy, TpsOBa 1a ce OOMHUCIN
MIPEyCTaHOBsSBaHE Ha JICUCHUETO.

bonect Ha Crohn

B cxemaTta Ha neueHue mppBata o3a Ha Pyzchiva ce npunara uHTpaBeHo3HO. 3a JO3UPOBKATa MPU
MHTPaBEHO3Ha cxeMa Ha npuiarane Buxkrte Touka 4.2 ot KXII na Pyzchiva 130 mg koHueHTpat 3a
uH(Y3UOHEH Pa3TBOP.

[IspBoTO MOIKOXHO NpUokeHHe Ha 90 mg Pyzchiva TpsOBa a ce M3BBPIIM Ha cCeaMHLA 8 Cliex
WHTpaBeHO3HATa J03a. Ciies TOBa, Ce IMpernopbuBa MPUIOKEHHUE 1pe3 12 ceIMUIIH.

HaLII/IeHTI/I, KOHMTO HE CC ITOBJIMABAT AJOCTATHYHO J0 8 ceaAMuIuy CJICA IIbpBaTa MOJAKOXKHA /1034, MOXKC
Ja 1oJiydaT BTOpa IMOJAKOKHA J103a 110 TOBA BPEME (B)K. TOYKa 5. 1)

[NanenTH, npu KOWTO MMa 3aryda Ha OTTOBOp MPH Npuiarane npe3 12 ceaMuiy, Moke 1a UMart 1moJi3a
OT NOBHUILIEHHE HAa YeCTOTaTa Ha MPHUJIOKEHUE Mpe3 § ceAMUIH (BK. Touka 5.1, Touka 5.2).

BrniocnencTBue 1o3aTa Moke Aa ce Mpuiiara Ha MalleHTUTe rnpe3 8 ceAMUIM Wi rpe3 12 cenMuIu Bb3
OCHOBa Ha KJIMHUYHA NpeleHKa (BxX. Touka 5.1).

TpsiOBa 1a ce OOMHCIIU MPEYCTAaHOBSIBAHE HA JICYCHUETO MPH MAIUCHTH, KOMTO HE NOKa3BaT JIaHHU 3a
TepareBTUYHA Mo3a 16 cenMuIy cie i.v. MHAYKIIMOHHA 1032 Win 16 cemMUIM ciie/l TpeMUHaBaHe
KbM IpHJIaraHe Ha MoJIbpiKalia /103a Mpe3 8 CeMHUIIH.

[IpunoxeHneTo Ha UMyHOMOZYJIaTOPH W/WIIM KOPTUKOCTEPOMIM MOJKE J1a IPOIBIKY 110 BpeMe Ha
neuyenneto ¢ Pyzchiva. [Ipu nauuentute, KOUTO ca ce MOBIUSUIN OT JieueHHeTo ¢ Pyzchiva,
MIPUIIOKEHUETO Ha KOPTUKOCTEPOHUIM MOXKE JIa Ce HaMaJld WIIM Jia ce TPEyCTaHOBH B ChOTBETCTBUE ChC
CTaHJApTa Ha JICUCHHUE.

ITpu 6onect Ha Crohn, ako TepamusTa ce IPEKbCHE, MTOJHOBSBAHETO HA JICYUCHUETO C ITOJKOKHO
NpUIOKEHHUE Tpe3 8§ ceAMUIH € 6e30macHo 1 eeKTHBHO.

Cmapuecka év3pacm (> 65 200unu)
He e HeoOxomMMo KOpHUTHUpaHe Ha J103aTa MPH MAIUSHTH B CTapuecka Bh3pacT (Bk. Touka 4.4).

bvopeuno u uepnoopobro yspescoane
YcreknHyMab He € Ipoy4BaH MPH TE3U MOMyJIaliy nanreHTu. He Morar na ce HampaBsT NpenopbKu

3a JOo3UpaHe.

Teouampuuna nonynayus
BesomacHocTTa 1 ehrkacHOCTTa Ha YCTEKMHYMAO Ipu jJedeHue Ha 6osect Ha Crohn mpu jgena Ha
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BB3pacT 1moj 18 romuHu Bee OIIIe He ca yCTaHOBEHU. JIMIcBaT MaHHU.

Hauun Ha npunoxenue

Pyzchiva 45 mg u 90 mg npeaBapUTEIHO HATBIHEHU CIIPUHIIOBKY Ca CaMmo 3a MOJKOKHO
uHxekTupaHe. 110 Bb3MOXKHOCT KOXKHHUTE Y4acTbhLU C U35BEH [ICOPHA3UC TPsIOBa 1a ce n30sreaT KaTo
MSICTO Ha MHXEKTUPAHE.

Crnen moaxoasmo o0y4yeHne 3a TEXHUKaTa Ha IMOJKOKHO MH)KEKTHPaHe MAIlUeHTUTE HITH TEXHUTE
OoJHOTIIE]auM MOTaT Jia WHKeKTUpaT Pyzchiva, ako nekapsT pemin, 4e ToBa € yMecTHO. Bee mak
JieKapAT TpsiOBa J1a OCUTYPH NOAXOAIIO MIPOCieAsBaHe HA MauueHTuTe. [lauenTuTe nim TeXxHuTe
OonHOrNIEeauM TPAOBa 1a ObIAT MHCTPYKTUPAHH Ja MHXKEKTUPAT MPEANUcaHoTo KoiandecTBo Pyzchiva
CBITIACHO YKa3aHHsTa B mucToBKaTa. [lopoOHN yKa3aHus 3a IPUIIOKEHHE ca IaZIeH! B JINCTOBKATA.

3a mo-HaTaTHITHU YKa3aHUS 33 PUTOTBSHE U CIICIIUATHY TMPEATa3HA MEPKH MPHU paboTa BIDKTE
TO4YKa 6.6.

4.3 IIporuBomokazaHusi

CBpBX4YYBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO WJIM KbM HAKOE OT IIOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

KimuauuHo 3HaunMa, akTHBHA HH(EKIUS (HAIp. akTUBHA TyOEpKYJi03a, BiK. ToUKa 4.4).

4.4 CuoeuuaJHu npexynpe:xIeHUusi U NpeAna3Hu MePKHU P ynorpeda

IIpocnenumoct
3a fa ce moo0py MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHTHUAT

HOMCP Ha MPUIIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja C€ 3aIlrMcCBar.

HUndekimu

YcreknHyMad MOKe J1a UMa MOTEHIHMAN Jja yBeIudaBa prcka oT MH(PEKINHU U Aa peaKTHBHPa
nateHTHH MHpeKmu. [Ipy KITMHUYHE TPOyYBaHUS U IIOCTMAPKETHHIOBO 00CEPBAIIMOHHO MPOYYBAHE
IpY MTAIMEHTH ¢ TICOPHA3UC ce HaOII0AaBaT CepHO3HH OaKTepHaIHH, I'bONYHH U BUPYCHU HH(EKINH
NpY MAaLMEeHTH, IPUEMAIH YCTeKHHYMab (BX. Touka 4.8).

ITpn manmeHTy, 1eKyBaHU ¢ YCTEKHHYMa0, ce cho0II[aBa 3a OMOPTIOHUCTHYHN HH(MEKINH, BKIIOYBALIH
peaxkTHBHpaHe Ha TyOEepKyJ03a, IPyrd ONOPTIOHUCTUYHN OaKTepUaIHu HHPEKINH (BKIIOUYUTEITHO
aTUIIMYHA MUKOOaKTepraiHa HHPEKIHsI, MEHUHTUT, MPUYKHEH oT Listeria, MHEBMOHUSI, IPUYWHEHA OT
Legionella, n Hokapnno3a), ONOPTIOHUCTUYHA MUKOTHYHH WH(EKIINHN, OTIOPTIOHUCTUYHN BUPYCHH
MHQEKIHUU (BKIIOYUTEIHO eHIe(AINT, MPUIMHEH OT XepIeC CUMIUIEKC 2) M apa3uTHU UHPEKLIUH
(BKJIIOUMTETHO OYHA TOKCOIUIA3MO34).

TpsbBa ga ce moAX0kaa ¢ MOBUIIEHO BHUMAaHHE, KOTaTo ce OOCHKIA MPII0KEHHUETO Ha YCTEKHHyMa0
NpY MALMEHTH C XPOHUYHHU HH(EKINH NI aHaMHe3a 3a peuuanBupana nHpekuus (Bx. Touka 4.3).

[Ipenu 3amouBaHeTo Ha JieUeHHUE C YCTEKUHYMa0 NMallMEeHTUTE TPsiOBa Jla ce U3CIIe/IBaT 3a
TyOepKyi03Ha HHEKIHs. Y CTeKHHyMa0 He TpsOBa Aa ce mpuiiara Mpu MalueHTH ¢ aKTHBHA
TyOepKyno3a (Bxk. Touka 4.3). JleueHueTo Ha naTeHTHa TyOepKyIi03Ha HH(MEKIHs TpsiOBa fa 3armovynHe
npey MPUIOKEHNETo Ha yeTeknHyMao. [IpotuBoTyOepKyio3HaTa Teparus ChIlo TpsoBa 1a Obje
00ChIeHa NpeaAr HayaJloTO Ha JIeueHHEe C YCTEeKHHYMa0 NpH MalMeHTH ¢ aHaMHe3a 3a JIaTCHTHA U
aKTUBHA TyOEpKyJi03a, IPH KOUTO HE MOXKE /1a Ce MOTBBbPAM aI€KBATEH KypC Ha JICUEHHE.
[TanimeHnTHTE, MpUEMaI yCTeKUHYMa0, TpsiOBa Nla ce HabJI01aBaT BHUMATEITHO 32 MPU3HAIN U
CHUMIITOMH Ha aKTHBHA TYOEpKyJI03a 0 BpeMe Ha JICYSHHETO U CJIe]] Hero.

[NanuenTure TpsiOBa 1a ObAAT MHCTPYKTUPAHU [1a IOTHPCAT JICKAPCKU CHBET, aKO CE MOSBAT NPU3HALN
WM CUMITTOMH, IpeAToaramy HHeknus. AKo NaueHT pa3Bue cepruo3Ha HHQEKIus, ChbCTOSIHUETO
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My TpsiOBa BHUMATEIIHO Jia C€ CJICIU M YCTeKMHyMa0 He TPpsAOBa Jia ce Impujiara, 10KaTto nHQEKIUATa He
ObJie OBJIA/sMHA.

31oKaYecTBEHU 3a00IsIBAHHS

NmyHocynpecopu KaTo YCTEKHHYMa0 UMatT MOTSHIINA J1a YBEIHYaBaT PUCKA OT 3JI0KAYECTBCHH
3a0onsBaHus. HAKOM ManyeHTy, KOUTOo ca MpHeMalld YCTEeKHHYMAa0 B KJIMHAYHHU MPOYYBAHUS U B
MOCTMaPKETHHIOBO 0OCEPBAIMOHHO MPOYYBAHE MTPH MAI[MESHTHU C IICOPUA3HC, Ca PA3BUIIA KOXKHH U
HEKO)KHHU 3710KaueCTBEHH 3a00isaBaHus (BK. ToUKa 4.8). PUCKBT OT 3/10KaueCTBEHH 3a00JIIBaHUSA MOXKE
Jia € TI0-BUCOK TPH MAIMEHTH C IICOPHA3KC, KOUTO Ca JIGKYBaHH C IPyTy OMOJOTHYHH JIEKapCTBA B
X0/1a Ha 3a00JIIBaHETO.

He ca nmpoBexxganu mpoydBaHus, B KOUTO y4acTBaT MAIMEHTH C aHAMHE3a 32 3JI0KaUYeCTBEHH
3a00JIsIBaHMS WM B KOUTO MIPOABIIKAaBA JEUYCHUETO Ha AMEHTH, Pa3BUIIN 3I0KAUYECTBEHO 3a00IsIBaHe
10 BpeMe Ha IpueMa Ha ycTeKuHyMaO. 3aToBa TpsOBa Ja ce MOAX0XK/a ¢ IOBUIIEHO BHUMAHHE,
KOrarto ce 00ChK/a MPUIOKEHHUETO Ha YCTeKMHYMab MpH TE3W MallMeHTH.

Benuky nanuenTH, no-crnequaito Te3u Hag 60 roanHu, TauueHTH ¢ aHaMHe3a 3a IPOAbKUTETHA
UMYHOCYTIPECHBHA TEpaIusl WK TakuBa ¢ anamHe3a 3a [ITYBA-tepamnus, TpssOBa a ce HaOI0AaBarT 3a
MOsIBa HAa HEMEJIAHOMEH pak Ha KoxkaTa (BXK. Touka 4.8).

CHCTEMHH U PECTIMPATOPHU PEAKIUU Ha CBPhXIYBCTBUTEITHOCT

Cucmemnu

CepHo3HH peakIuy Ha CBPbXYyBCTBUTEITHOCT Ca JOKJIAJBAHH B TIOCTMAPKETHHIOBH yCIIOBUSI, B HIKOU
CITy4ad HSKOJIKO JHHM Clie[ iedeHnero. Mima ciyyau Ha aHaduiiakcus U aHTHOeZeM. AKO e MOSIBH
aHa(UIaKTHYHA WK [Pyra CEPHO3HA PEaKIUs Ha CBPBXUYBCTBHTEIHOCT, TPSIOBA Jla ce Ha3HAYH
MTOIXO/ISIIIIA TEPATTHSI M IPHIIOKEHNUETO Ha YCTEKNHYyMab TpsiOBa 1a ce MpeyCcTaHoBH (BK. TOUKa 4.8).

Pecnupamopnu

Crnyd4an Ha anepruyueH ajaBeosIuT, €03HHO(HITHA THEBMOHUS M HeMH(DEKIIMO3HA OpraHu3upana
THEBMOHHMS ca ChOOILLIEHHU 110 BpeMe Ha IIOCTMapKEeTUHroBaTa ynotpeda Ha ycrekunyma0. Kimanunure
NPOSIBH BKIIOYBAT KAIUIMLA, AUCITHES] U HHTEPCTHLUATHI HHPUITPATH CIIEA €AHA 10 TPU J03H.
Cepuo3HuTe OCIeIUIN BKIIOYBAT AUXATeTHA HEJOCTATHUYHOCT M MPOIBIDKUTETHA XOCITUTAIN3ALINS.
ITogo6penue e cpoOIIaBaHO Clle NPEYCTAaHOBSIBAHE HA JICYCHUETO C yCTEKMHYMal U B HAKOM CITydau
NpHU IPUIOKEHUE Ha KOPTUKOCTEPOUAN. AKO Ob/ie M3KII0OUeHa HH(EKIUS 1 JUarHo3aTa ce MOTBbPIH,
HPUIOKEHUETO HAa YCTEeKHHYMa0 TpsOBa /1a ce MPeyCTaHOBHU U Ja CE 3all0YHe MOAXOMAAIIO JICUCHUE
(Bx. Touka 4.8).

CbpaeyHO-ChI0BH CHOUTHS

[Ipu manueHTH ¢ ICOPUA3KC, C SKCIO3MIINS Ha YCTEKHHYMAa0, B TOCTMAaPKETUHIOBO 00CEPBAIIMOHHO
MPOyYBaHe ca HAOII0JaBaHU ChPICYHO-CHIOBH CHOUTHS, BKIIFOUNTEITHO HH(APKT HA MUOKap/a 1
MO3bYHO-ChIOB UHIHJICHT. PuckoBuTE (hakTOpH 3a ChpACUYHOCHIOBO 3a00IsiBaHe TPIOBa Ja ce
OILICHSBAT PEIOBHO 110 BpeME Ha JICYCHHETO C YCTEKUHYMaO0.

Bakcunanum
IIpemopruBa ce 1a He ce MpUyIarart XUBU BUPYCHH WITH JKUBH OakTepruanHu Bakcuan (kato bIK)

€IHOBPEMEHHO ¢ ycTekuHyMa0. He ca nmpoBeskaHu KOHKPETHU TIPOYYBAHUSI ITPU TTAIUEHTH, BEPXY
KOUTO HACKOPO € IpuJjlaraHa )KMBa BUPYCHA WM KUBa OakTepranHa BakcuHa. Hiama maHHu 3a
BTOPUYHO TIpeaBaHe Ha MH(EKIHS ype3 )KUBU BAKCUHH MPH MMAIUEHTH, TIOTyJaBallld yCTEKHHYyMa0.
JlegenneTto ¢ ycrekuaymad TpssOBa J1a ce MpeyCTaHOBH HA-MaJIKo 3a 15 ceaMuIy ciies mocaeaHara
Jl03a MPeIn MOCTABSIHETO HA JKMBa BUPYCHA MJIH KUBa OaKTepraiHa BAKCUHA U MOXE J1a C& Bh30OHOBHU
Hal-MaJKo 2 CeIMUIM clie]l BAKCHHUPaHeTo. JIekapuTe, MpemucBaliy JIEKapCcTBOTO, TpsiOBa 1a
HanpaBsT cnpaBka ¢ KpaTkaTta xapakTeprcTHKa Ha MPOyKTa 33 KOHKPETHATA BAaKCHHA 3a
JOIThJIHUTECIIHA I/IH(i)OpMaHI/ISI " yKa3aHus 3a CbIIbTCTBAIIOTO IMTPUITIOKCHNE HAa UMYHOCYIIPECUBHU
JIEKapCTBa Cie]] BAKCUHUPAHE.

He ce npenopbuBa npunarane Ha >kuBH BakcuHU (kaTo LK BakcuHa) mpu kppmaueTa, ¢ eKCIO3ULINS
Ha YCTEKUHYMAb in utero, B MpOIBIDKEHUE HA IIECT Mecela cie] paKIaHeTO U JOKATO CePyMHUTE
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HUBa Ha yCTEKUHYMab MPH KbPMAUETO CIAIHAT MO HUBOTO Ha JAETEKITHA (BXK. TOUKH 4.5 1 4.6). Ako e
HaJTUIIC KaTeropruyHa KIIMHUYHA 110132 33 OTJACITHOTO KbpMaue, MOXKe J]a c€ OOMHUCITH MpHiiaraHe Ha
JKUBa BaKCHHA B IMO-PaHEH MOMEHT, aKO HE Ce OTKPHBAT CEPYMHH HHBA HAa YCTCKUHYMAO.

[ManueHTHTEe, KOUTO YIMOTPEOABAT YCTEKUHYMA0, MOXKE JIa MOJTy4aT eIHOBPEMEHHO HHAKTHBUPAHH
WM yOUTH BaKCHUHH.

JBIrocpovyHOTO JieUeHNe C YCTEKHHYMa0 He MOTUCKA XYMOPAITHUSI UMYHEH OTTOBOP KbM
ITHEBMOKOKOBHTE TIOJTM3aXapHIHN BAaKCUHH WM KbM BaKCHHHUTE CpEIly TeTaHyc (BXK. Touka 5.1).

EnHOBpeMeHHA MIMYHOCYIPECHBHA TePANUs

IMpu npoy4BaHus MPH ICOPUA3KC HE Ca OICHABAHU 0€30I1aCHOCTTa U €(DUKACHOCTTA HA YCTEKUHYMa0
B KOMOHHAITUS ¢ UMYHOCYITPECOPH, BKIFOUNTEITHO OMOJIOTHYHM IPOIYKTH WK hoToTepanus. [Tpu
NPOYYBAHUS MPH MCOPUATHUCH APTPUT, CHITBTCTBAIIOTO MpHiIokeHne Ha MTX He moBnHsBa
Oe3omacHoCTTa ¥ e()UKACHOCTTA Ha yCTeKHHYMa0. B mpoyuBanusita npu 6osect Ha Crohn u
YIIIEPO3eH KOJIHUT ChITBTCTBANIOTO MPHUIOKEHHE HA HIMYHOCYIPECOPH MIIA KOPTHKOCTEPOHTH
W3TJICK/A HE MOBIHsBA 0€30MAaCHOCTTa WK e(UKACHOCTTA Ha yCcTeknHyMab. TpsOBa a ce moaxox/a ¢
MOBHIIIEHO BHUMaHHE, KOTaTo ce€ 00CHK/a ChIIBTCTBAIIOTO MPHIIIOKEHNE HA APYTH HMYHOCYTIPECOPH H
YCTEeKHHYMa0 WM NP MPEMUHABAHETO KbM JIEYEHHE C IPYTH OMOJIOTHYHN UMYHOCYIIPECOPH (BXK.
Touka 4.5).

HmyHoTtepanus
YcTeknHyMal He € OLeHSBaH MPH MAlMEeHTH, KOUTO ca MoJIaraHy Ha UMyHOTepanus 3a anepruu. He e

HU3BCCTHO JaJIn yCTCKI/IHyMa6 MOXKE [1a C€ OTpa3u HAa UMYHOTCpPAIIUATA IIPH aJICPTUU.

Cepro3Hu KO>KHH 3a00/1s1BaHUs

[Ipu manmeHTH ¢ ICOPUA3KC ce ChOOIABA 3a CITydan Ha eKC(OIMATUBEH JACPMATHUT CIIC]] JICYCHUE C
ycTekuHyMab (Bxk. Touka 4.8). [TareHTuTe ¢ IiakoB MCOpUa3uc MOXKE Ja Pa3BUAT €PUTPOACPMHUYCH
IICOPHA3UC KaTO YacT OT €CTECTBEHHUS X0/ Ha 3a00JISIBAHETO ChC CUMITTOMH, KOMTO MOXE OT KIIMHUYHA
IJIeJTHAa TOYKA J]a He Ce OTJIMYaBat OT eKcoIraTuBHUS AepMaTut. Jlekapure TpsOBa 1a BHUMaBaT 3a
CUMITOMH Ha SPUTPOJICPMUYCH IICOPUA3UC WU EKCPOTUATUBEH JCPMATHUT KaTO YacT OT
MOHHMTOPHPAHETO Ha IICOPHA3KCa IIPH MallMeHTa. AKO TE3U CUMIITOMHM C€ IOSBST, TPsAOBa J1a ce
3aMmo4He MoAX0AMIIO JeueHue. [IpuemMbT Ha ycTekruHyMa0 TpsiOBa Ja ce MpeyCTaHOBH, aKO MMa
CHMHEHHUS 32 JIEKapCTBEHA PeaKIusl.

3a004BaHKsl, CBBP3aHM C IYIYC

Crnyuau Ha 3a00sBaHUs, CBBP3aHHU C JIYIYC, CE ChOOIIaBaT PU NAIMECHTH, JISKyBaHH C YCTEKUHYMaO0,
BKITFOUUTEITHO KOXKEH JIYITyC EPUTEMATOJIEC U JIyIyc-1iojo0eH cuHapoM. [Ipu BE3HHKBaHE Ha JIC3UH,
0COOCHO Ha M3JI0KEHUTE Ha CI'BHIIC yYaCThIIM Ha KOYKaTa, WIIK aKO T€ CE ChII'BTCTBAT OT apTPaJIIrus,
MAIMeHTHT TPSAOBA J1a MOTHPCH He3a0aBHO JieKapcKa MOMOIIL. AKO ce TOTBBPAAT 3200 IIBaHMS,
CBBP3aHH C JIYIyC, YCTCKHHYMa0 TpsiOBa Jja ce MPEYCTaHOBH H Ja C€ 3all0YHE IMOAXOIAIIO JICUCHHE.

CrernaaHy HonyJaanuu

Cmapuecka 6v3pacm

B kTMHHYHATE U3MUTBAHUS IPH 0JI00PEHUTE TTOKA3aHUs HE ce HAOII0/IaBaT ChICCTBCHH PA3ITUYIMS B
eukacHOCTTa MM 0€30MMaCHOCTTA MPHU MAITMEHTH Ha 65-TOIUIITHA BH3PACT U ITO-TOJIEMH, KOUTO
MOJTy4aBaT YCTEKUHYMa0, B CPABHEHHUE C MO-MJIa/IM MAIIMEHTH. BposT Ha MarueHTuTe Ha Bh3pacT

65 ToarHU U MO-ToJIeMU 00aJe He € JOCTaThUYCH, 3a Ja Ce OIPEIEIH Jall CE MOBJIUABAT PA3IUIHO OT
MO-MITJIUTE MAeHTH. Tl KaTo pa3npocTpaHeHHETO Ha MH(EKIIUU cpeJl cTapyecKarTa IMOIyJIalisl
KaTo IISUI0 € TIO-TOJISIMO, JICUSHUETO TPU TAIIMeHTH B CTapuecKa Bh3pacT TPsOBa Jia ce mpuiara
BHUMATEITHO.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYTrH (JopMH Ha B3auMojeiicTBHe

’KuBu BakcHHU HE TpH6Ba Ja c€ npujiarat CAHOBPEMCHHO C yCTeKI/IHyMa6.
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He ce mpenoppuBa nmpuiarane Ha uBU BakcuHM (kato BIDK BakcnHa) mpu kKbpMadeTa, ¢ €KCIIO3HITHS
Ha YCTEKWHYMaO0 in utero, B MPOIBIDKEHIE HA IIECT MECEela Cliel] pakJaHEeTO MU T0KATO CEPYMHUTE
HUBA Ha YCTEKUHYMaO MpY KbpMAYeTO CIAJHAT TOJ] HUBOTO Ha JETEKIUs (BK. TOUkH 4.4 1 4.6). Ako e
HAJIAIIC KaTETOpUYHA KIIMHUYHA 1107132 32 OTACITHOTO KbpMayde, MOXe Jla ce 0OMUCIIH pujiaraie Ha
JKMBa BaKCHHA B ITO-paHEH MOMEHT, aKO HE Ce OTKPHUBAT CEPyMHH HHMBA Ha YCTEKUHYMao.

He ca npoBexnanu mpoy4BaHus 3a B3auMoJieiicTBusiTa npu xopa. Ilpu ¢papMakOKWHETHYHN aHATHU3H
Ha IOITyJIAIMSITa, HANIPABeHU B poyuBaHus (aza 3, e u3ciiesBad eQeKThT HA HAH-4eCcTOo
€IHOBPEMEHHO NMPUEMAaHH JIEKApCTBEHH MMPOIYKTH MPH MAIEHTH C TICOPHUA3HC (BKIIOYUTEIHO U
napareramos, HoynpogeH, aleTICAIMIIIOBAa KUCETNHA, MET(OPMHH, aTOPBACTaTHH,
JIEBOTUPOKCHH) BBPXY (papMakOKHHETHKATa Ha ycTeknHyMma0. He ca HaOmiogaBanu npusHamy Ha
B3aMMO/ICWCTBHUE C T€3U €AHOBPEMEHHO MIPHEMaHH JIEKapCTBEHH MPOoAyKTH. OCHOBA Ha TO3HM aHAJIH3 €
¢akTpT, ye Hai-mManko 100 manuentu (> 5% ot u3cnenBaHaTa MOMyJauus) ca JeKyBaH!
€IHOBPEMEHHO C TE3U JIEKAPCTBEHH MPOAYKTH Ipe3 noHe 90% oT nmeproaa Ha Mpoy4IBaHETO.
®dapMaKkOKMHETHKATa Ha yCTEKHHYyMa0 HE ce € TIOBIKsIIA OT ChITBTCTBAIIOTO MpHiIokeHue Ha MTX,
HCIIBC, 6-mepkanrtomnypuH, a3aTHOIPHUH U TIEPOPATHN KOPTUKOCTEPOUIH MPH MAITUEHTH C
NICOpPUATHUCH apTPHUT, 6osecT Ha Crohn uiaM ynanepo3eH KOJIHUT, WM OT MPEALIecTBaIla eKCIIO3UINS Ha
antu-TNFa cpencTsa, npu MalMeHTH ¢ TIcOpUaTuieH apTput wim 6onect Ha Crohn, uinu ot
npeecTBalla eKCIo3ulus Ha OMOJIOTMYHY JIEKapCTBEHU POAYKTH (T.e. anTu-TNFa cpencTBa w/uinm
BeA0JIM3yMal) MpY MALUEHTH C YJILEPO3EH KOJIUT.

Pesynratute oT ipoydBaHe in vitro He IpeArnoiaraT He0OX0AUMOCT OT aJalTHPaHe Ha Jj03aTa IIpH
MaIrMeHTH, KOUTO noxydasar eqaoBpeMmerHHo CYP450 cybcrparu (Bxk. Touka 5.2).

[Tpu npoy4BaHus pH NCOPUA3UC HE Ca OLICHIBaHU 0€30MacHOCTTa U e(h)UKACHOCTTa HA YCTCKHHYMa0
B KOMOHMHAIUS ¢ UMYHOCYIIPECOPH, BKIFOUUTEITHO OMOJIOrHYHHU CpeicTBa win ¢otorepamnus. [Tpu
MPOYYBaHMS IIPH TICOPHATHYCH apTPHT, CHIIBTCTBAIOTO Nprutoxkenue Ha MTX He moBimsBa
Oe3omacHocTTa U e(hUKacCHOCTTa Ha yeTeKnHyMa0. B mpoyuBanmsTa mpu 6onect Ha Crohn u
YIIEPO3€eH KOJIUT CHITBTCTBAIOTO MPHJIOKEHNE Ha UMYyHOCYTIPECOPH I KOPTHKOCTEPOUIN
M3TJIeKa He TIOBIHUsIBA 0€30MacHOCTTa WiH e(hUKaCHOCTTa Ha YCTeKMHyMa0. (BK. Touka 4.4).

4.6 dDepTHauTeT, OPEMEHHOCT M KbPMEHe
Kenu c nerepojieH noTeHIHAT

JKenu ¢ neTeponeH noTeHyal TpSAOBa Ja M3MOI3BAT €PEKTUBHU METOU Ha KOHTPAICIIIHS 10 BpeMe
Ha JIeUeHUE U 10 15 ceaMuIn ciel JIEYEHHETO.

Bbpemennoct
JlunicBat gaHHM OT ynorpedara Ha ycTeKUHYMa0 mpu OpeMeHHH JkeHu. [IpoyduBaHusaTa IpH )KUBOTHU

HE TI0Ka3BaT MPEKU WU HETIPEKU BpeTHU e(DeKTH, CBbP3aHU C OPEeMEHHOCTTA,
eMOPUOHATTHOTO/(PETATHOTO Pa3BUTHE, PAXKIAAHETO WM MOCTHATAITHOTO pa3BUTHE (BXK. TOUKaA 5.3).
Karo npeamazna Mspka € 3a IpearoYnTane aa ce n305area yrmorpedaTa Ha yCTEKUHyMab 1o BpeMe Ha
OpeMEeHHOCT.

VYcrekunymabd npeMrHaBa Mpe3 MUIalleHTaTa i ce OTKPHBa B CepyMa Ha KbpMaueTa, POJICHH OT JKCHH,
JIEKYBaHH C YCTEKHHYyMa0 o BpeMe Ha OpeMeHHOCTTa. KIIMHMYHOTO Bh3/IeHCTBUE HA TO3U (DaKT He e
U3BECTHO, HO PUCKBT OT MH(PEKIHS IPH KbpMadeTa, C SKCIIO3ULUS Ha YCTEKHHYMA0 in utero Moxe 1a
Ob1e moBHIIIEH ciiell pakaaneTo. He ce npenoppuBa npuiiarane Ha skuBH BakcuHH (kato BLDK
BaKCHHA) IIPH KbpMaueTa, C eKCIIO3UIINS Ha YCTEKUHYMal in utero, B IpOIbDKEHHE HA 6 Mecena clie]t
paKIaHETO WM JOKATO CEPYMHUTE HHBA HAa YCTEKMHYMa0d MPU KbPMAUETO CHaHAT 0]l HUBOTO HA
JeTeKIys (BXK. ToUkd 4.4 u 4.5). AKo e HanuIe KaTeropuuHa KJIMHIYHA T10J132 33 OT/ACITHOTO KbpMaye,
MOe J1a ce OOMUCIIH MPUIaraHe Ha )KMBa BAKCHHA B IMO-PaHEH MOMEHT, aKO HE C€ OTKPHBAT CEPYMHH
HHUBA HA YCTEKUHYMa0.

Kopmene
OrpannyeHy JaHHY, yOJIMKYBAaHM B INTEpATypaTa, MoKas3BaT, 4 yCTeKHHyMal ce eKCKpeTrupa B

YOBCHIKATa KbpMa B MHOT'O MaJIKU KOJIMYCCTBA. He ¢ u3BecTHO Jalin YCTCKI/IHYMa6 ce a6cop614pa
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CUCTEMHO cliell oribpiiane. [lopaan moTeHIMana 3a nposiBa Ha HeXKeJIaH! JICKApCTBEHU PEaKIui KbM
yCcTeKnHyMab Tpu KbpMaueTaTa, TpsOBa Jia ce B3eMe pelIeHUe Jali Jia ce MPEYCTaHOBU KbPMEHETO
0 BpEME Ha JICUCHHE U 10 15 ceaqMuIm ciel JICUCHHETO, WK J]a ¢ IPESYCTAHOBU TEPAIHITa C
YCTEKMHYMa0, KaTo ce B3eMaT MPEABH]I I03aTa OT KbPMEHETO 32 JICTETO U Moj3aTa OT TEPAIHATa C
YCTEKMHYMAa0 3a jKeHaTa.

DepTUnuTeT
EdektsT Ha ycTeknHyMa0 BbpxXy QepTHIUTETA IPU X0pa HE € OLICHEH (BXK. Touka 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe u padoTa ¢ MAIINHA

YcreknHyMa He MOBJIMSIBA WK TOBIIKABA IMPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe u pabora ¢
MaIlIMHH.

4.8 Hexenanu JekapcTBeHH peaKIUU

O606uienre Ha npoduna Ha Ge30MacHOCT

Haii-uectute HeXenaHH JEKapCTBEHHU peakuu (> 5%) B KOHTPOINPAHUTE EPHOAN OT KIMHUYHHUTE
MIPOYYIBAHUS IIPH BB3PACTHU C TICOPUA3ZHC, ICOPHATHYICH apTPpHUT, Oosect Ha Crohn u yiriepo3eH KoauT
¢ ycTeknuHyMab ca Ha3o(apuHTUT U riaBodonue. [loBeueTo oT TIX ce cunTar 3a JISKH U He Hajlarat
NpeKbCBaHEe Ha MPOYYBAaHOTO JeueHne. Haii-cepro3nara Hexenana JiekapcTBEHa PEaKLusl, KOSTO €
cboOIIaBaHa 3a yCTEKHHYMa0, € Cepruo3Ha PEaKIHs Ha CBPbXUYBCTBUTEIIHOCT, BKIFOUUTEITHO
aHadunakcus (Bx. Touka 4.4). O6umwmsT npoduia Ha 6€30MaCHOCT € MoA00eH MPH NAUEHTH C
NICOPHA3NUC, ICOPUATHYEH apTpHT, OoJecT Ha Crohn u ynIepo3eH KOJUT.

TabauyeH CIUCHK Ha HEXKEITAaHUTE PCAKIIUN
I[aHHI/ITe 3a 6C3OH3CHOCT, nIpeaoCTaBCHU MO-A0J1Yy, Ca MOJTYUYCHHU CJICT CKCIIO3UIUA Ha yCTeKI/IHYMa6

npu Bb3pacTHU B 14 npoyuBanus ¢asa 2 u dasa 3 npu 6 709 nauuentu (4 135 ¢ ncopuasuc u/mmm
ncopuatuyeH apTpuT, 1 749 ¢ 6omect Ha Crohn m 825 maruenTH ¢ yimepo3eH KoiuT). ToBa BKITIOYBa
€KCIO3ULHUS HA YCTEKHHYMa0 B KOHTPOJIMPAHUTE U HEKOHTPOJIUPAHUTE IEPUOJH Ha KITUHUYHHUTE
MPOYYBaHUs B MPOIBIDKEHUE HA Hail-Manko 6 Mecena wiu 1 roauna (4 577 u 3 253 narnuentu
CHOTBETHO C IICOpHUA3KC, TICOPHATUYEH apTpHUT, 6osiecT Ha Crohn Wi ¢ yIepo3eH KOJHT) 1
eKCTIO3UITHS 3a Haii-Mayiko 4 wiu 5 ronuau (choTBeTHO 1 482 1 838 manueHTy ¢ ICopuasmuc).

B tabiuiia 2 € mokazaH CUCHK ¢ HE&KEIAHUTE JICKAPCTBEHH PEAKIMK OT KIIMHUYHHU MPOYYBAHMS ITPH
BB3PACTHH C IICOPHA3HC, TICOPUATHYCH apTpHUT, 6osiecT Ha Crohn U ¢ ynIiepo3eH KOJIHT, KaKTo |
HEXEJIaHUTE PEeaKIH OT MMOCTMAPKETHHIOBaTa yroTpeba. Hexxenanure peaknuu ca KiacupUIpaHu
0 CHCTEMO-OpPTaHHU KJIACOBE W YECTOTA ChITIACHO CIIeHAaTa KOHBeHIMs: MHoro ectu (> 1/10),
UYecru (> 1/100 mo < 1/10), Heuectu (> 1/1 000 mo < 1/100), Peaxu (> 1/10 000 mo < 1/1 000), Muoro
penku (< 1/10 000), c Hen3BecTHA YecToTa (OT HATMYHUTE TAHHU HE MOXe J1a ObJic HallpaBeHa
orieHka). [Ipu Bcsiko rpymupaHe B 3aBUCMMOCT OT YECTOTaTa HEXEIIAHUTE JICKApPCTBEHU PEaKIIUU Ce
M30pOsABAT B HU3XOIAI Pl IO OTHOIIICHHE Ha TAXHATa CEPUO3HOCT.

Tabanna 2 CnuChbK HA HEXKeJIaHU PeaKIuu

Cucremo-opranHu YecroTa: Hexxennanm peakuum

KJIACOBe

Wndexunn n nadecrarmn  Yectn: nHPEKIUS HA TOPHUTE JUXATETHH ITBTHINA, HA30()apUHTHT,
CHUHY3HT

Hedectn: nenynur, neHTaaHy HHQEKINHU, XepIiec 30cTep, HHPEKIHS
Ha JIOJHHUTE TUXATSITHH IBTUINA, BUPYCHH MH(EKIINN HA TOPHUTE
JTUXaTETHU THTHUIIA, ByJIBOBarMHATHA MUKOTHYHA HH(DEKIIHS

Hapymenns Ha umyHHata ~ HedecTu: peakiuy Ha CBPBXUYBCTBUTEIHOCT (BKIIFOYUTEIHO OOPHB,
crcreMa YPTHKAPHS)
Peaxu: cepro3HM peakiuy Ha CBPbXUYBCTBUTCITHOCT (BKITFOUUTEITHO
aHa(pUIIAKCHsI, aHTHOEIEM )
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[cuxuunu HapyIIeHUs

Heuectu: nenpecus

Hapyuienust Ha HepBHATa
cucreMa

YecTu: 3aMaiiBaHe, I1aBoooIne
Heuecrtu: nunieBa napanmza

PecniupatopHu, rpbaHu U
MEUACTUHAIHU
HapyILICHUS

YecTn: opodapunreansa 6oyka

Heuyectu: Ha3zanHa KOHrecTHS

Penxu: aneprudeH anBeonuT, €O3MHO(PUITHA TTHEBMOHUS
MHOTO peiki: opraHu3Mpaia MHEBMOHUS

CromamHo-4peBHI
HapyLIeHUs

Yectu: Auapus, raicHE, IMOBPHIIAHC

Hapyienus Ha Koxara u
MOJIKO)KHATA ThKaH

YecTu: cppOex

HedecTn: mycTynoseH rncopuasuc, ekconuanms Ha KoKaTa, aKHe
Penxu: exchonmmaTUBEH EpMaTUT, XUITEPCCH3UTUBEH BACKYJIUT
MHoro penku: 6yJ103eH NeM(QUTONI, KOKEH JTYIyC epPUTEMATOJIEC

Hapymenus Ha MycKyJiHO-
CKeJIeTHaTa cucTeMa U
ChEMHUTEIHATA ThKaH

Yectn: 601KH B rbpOa, MUANTHS, apTPAITHS
MHoro peaku: JIymyc-noJo0eH CHHAPOM

OO01mmm HapyIICHHS |
e(heKTH Ha MACTOTO Ha
MIPHUIIOKEHUE

UYectu: ymopa, eputemMa Ha MSICTOTO Ha HHXKEKTUPaHe, 00JIKa Ha
MSCTOTO Ha UHXCKTUPAHE
Hedectu: peakiuu Ha MSICTOTO Ha MHXKEKTHPaAHE (BKIIOYUTEITHO

KPBHBOM3IINB, XEMaTOM, BTBBP/ISBAHE, TOAYBAaHE U ChPOEIK), aCTEHUS

*  Bmkre Touka 4.4, CHCTEMHH M PECIIUPATOPHU PEaKLIMU Ha CBPBbXYYBCTBUTEIHOCT.

Onwucanne Ha U30paHU HEXKETAHU JICKAPCTBCHU PEaKINy

Hndexmmn

B nmanie60-koHTpOIMpany Npoy4YBaHUS MPU MALUEHTH ¢ ICOPUA3UC, ICOPHATHYECH apTPUT, OOJIECT Ha
Crohn 1 ¢ ynuepo3eH KOJIHUT NPOUEHTHT Ha HHPEKINHUTE UM CEPUO3HUTE HHPEKIMU € CXOACH NPH
HalMEeHTHTE, JIGKyBaHH C YCTEKHHYMa0, M TpH JIEKyBaHHTE ¢ TU1anedo. B miane6o-koHTpommpanus
HIepHOJI Ha Te3W KIMHUYHY NPOYYBaHUS YyecToTaTa Ha nHpekuuure e 1,36 3a manmueHToroanHa
MpocCIieAsIBaHe MPH MAIMEHTH, JIEKyBaHU ¢ yCTeKuHyMa0, u 1,34 — npu nanueHTH, JIEKyBaHHU C
wiane6o. [losBunure ce ceproznu nHpeKku ca ¢ yectora ot 0,03 3a MaMEeHTOroAnHa MPOCeAIBaHe
MU MAIMEHTH, JIeKyBaHU ¢ ycrekuayma0 (30 ceproznn napexun 3a 930 manueHToroJuHu
npociensasane), u 0,03 — npu nanuenTy, JieKyBaHu ¢ Tiane6o (15 cepro3Hu HHPEKIUH 3a

434 manmMeHTOroAMHM mpocieasBane) (BxK. Touka 4.4).

B xonTpONmpannTe M HEKOHTPOJIHMPAHUTE TIEPUOAN HA KIIMHUYHUTE TPOYYBAHHUSI IPU TICOPHUA3HC,
IICOpUaTHYEH apTpuT, OosecT Ha Crohn 1 ynIiepo3eH KOJIUT, IPEICTaBIISIBAITI

11 58 1marmenToronuuau ekcmo3uys mpu 6 709 marueHTH MeIaHaTa Ha BpEMETO Ha MPOCIeAsBaHe €
1,0 roguna; 1,1 romuHm 3a mpoydYBaHUATA IPH IICOPHATHYHO 3a0ossBane, 0,6 TOAUHY 3a
npoyuBaHusTa npu Oonect Ha Crohn u 1,0 roguHa 3a MpoydYBaHUATA C YILEPO3eH KOJMUT. [IponeHThT
Ha nH}ekuuTe ¢ 0,91 3a manueHTOrouHa MPOCIIeIIBaHe P MAIUEHTH, JEKYBaHU C YCTEKHHYMa0, a
NPOIIEHTHT Ha CepUO3HNTE MHPeKIMU TpH TsX € 0,02 3a manueHToroIuHa mpociesaBaHe

(199 cepuoznm napekyn 3a 11 581 manueHTOroANHN MPOCIIEIBaHe) U Ca JOKIIaIBaHU CEPHO3HU
WH(EKINHY, BKIFOYUATEITHO THEBMOHHUS, aHAICH a0CIIiec, ETyJIUT, AUBEPTUKYIIUT, TACTPOSHTEPUT H
BUPYCHU MH(DEKIIUH.

B npoBenenn KIMHUYHY IPOYYBaHUS MMAMEHTH C JIATEHTHA TyOepKyJo3a, KOUTO ca Omim
€IHOBPEMEHHO JICKYBaHH C H30HHA3H]I, HE ca pa3BUIIM TYOEpKyJI03a.

3710Ka4eCTBEHHU 3a00/IsIBaHUS

B mnare0o-koHTpoMpanus MEPUO HAa KITHHUYHH ITPOYYBaHUS TIPU TICOPHA3ZKC, ICOPUATUYCH apTPUT,
6osect Ha Crohn u yJIIepo3eH KOJIMT YeCTOTaTa Ha 3JI0Ka4eCTBEHUTE 3a00JIABaHuUs, C U3KIIIOUCHUE Ha
HEMENaHOMEH pak Ha KoxaTta, € 0,11 3a 100 manueHToroquHu npocieasiBaHe Npy NalueHTH,
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neKkyBaHH ¢ ycrekuaymab (1 manueHT 3a 929 narmeHTorouHu mpocieasBane) B cpaBaenue ¢ 0,23
TIpH MAMCHTHTE, JIeKyBaHH ¢ 1u1ane6o (1 mamuenT 3a 434 manueHTOTOANHY IMPOCIIEIBaHe).
UYecToTaTa Ha HEMelIaHOMEH pak Ha koxkata € 0,43 3a 100 nanueHTOroAMHU MpoCeasiBaHe 3a
MAIUCHTUTE, JICKYBaHH C YCTEKUHYyMa0 (4 manueHTH 3a 929 manueHTOro{uHY MPOCeIIBaHe) B
cpaBHenue ¢ 0,46 npu MalKMeHTHTE, JIEKYBaHH ¢ M1ane6o (2 naruenTy 3a 433 nanueHToroJuHu
MpocCTeAsBaHe).

B xonTpoNMpaHnTe M HEKOHTPOJIHMPAHUTE TIEPUOAN HA KIIMHUYHUTE TPOYYBAHHUSI IPH TICOPHUA3HC,
TICOpHATHYEH apTpuT, Oonect Ha Crohn u yIepo3eH KOJIHT, MPeICTaBIsBAIN

11 561 nanuenToroaunu ekcno3uuus npu 6 709 nanueHTH MeAaHaTa Ha BPEMETO Ha MPOCIEAsBaHE €
1,0 roguna; 1,1 rogquHu 3a MpoydYBaHUsATA MPH IICOPUATHIHO 3a0oisaBane, 0,6 TOAUHU 32
npoyuBanusTa npu 6osect Ha Crohn ul,0 roguHa 3a NMPoy4BaHUATA C YIILIEPO3CH KOJIUT.
3rmokayecTBEHHU 3a00sIBaHNS, C H3KIIOYCHNE Ha HEMEIIAaHOMEH paK Ha KOXKaTa, ca JOKIIAJBaHH MTPH
62 manmenTH 3a 11 56 lmanmenToroauan Ha pocneasBane (decrora ot 0,54 Ha 100 manmueHTOTOTMHI
Ha TIPOCIICAsIBAHE MTPH MAIMCHTH JICKYBaHHU C YCTeKuHYMa0). Te3u ciayyau Ha 3J10KauYeCTBCHH
3a00JBaHus, CHOOIICHH NIPY NAIIMCHTH, JIEKYBAaHHU ¢ YCTEKMHYMa0, ca CpaBHUMH C OYaKBaAHUTE
ciiydad B oOI1aTa rnomyanys (CTaHAapTU3UPAaHO ChOTHOLIeHKE Ha yecToTara = 0,93 [95%
noeeputenieH uarepsai: 0,71, 1,20], kopurupas 3a Bb3pacT, 1o U paca). Hali-uecto HaOnr01aBaHuTe
3JI0KQ4eCTBEHU 3a00JIIBaHMUS, PA3JIUYHU OT HEMEJIAHOMHUS KapIIMHOM Ha KOXKaTa, ca KaplMHOM Ha
MpocTaTara, KOJIOPEKTAICH KapIIMHOM MeJIaHOM M KaplIMHOM Ha repaaTa. Ciaydante Ha HEMEITaHOMEH
KapuuHoM Ha kokarta ca 0,49 Ha 100 nanueHTOroiMHU Ha NpOCieasiBaHe NPU MAUEHTH, JICKYBaHU C
ycreknayMab (56 manmenT 3a 11 545 nanueHToronuHu Ha npocieasBane). ChOTHOIIEHHETO Ha
MaeHTy ¢ 0a3ajeH CrpsMo CKBaMO3HOKIIEThUEH KaplIMHOM Ha Kokata (3:1) e cpaBHIMO ChC
CHOTHOIIIEHUETO B 00MIaTa rmomyianus (Bx. Touka 4.4).

Peakiinyt Ha CBPBEXYYBCTBUTEITHOCT U PEAKIMH KbM HHQY3HUATA

B npoy4BanusTa ¢ HHTpaBeHO3HA MHIYKIUS 1pu OosiecT Ha Crohn u ynmiepo3eH KOJIUT He ce
CHOOIIAaBaT CHONTHS HAa aHAPUIIAKCHS WIIH APYTH CEPUO3HH PEAKITUY KbM WH(Y3USITA CIIC] CINHUYHA
WHTpPaBeHO3HA /103a. B Te3n mpoyuBanus 2,2% ot 785 mauneHTH, JeKyBaHu ¢ mianebo, u 1,9% ot
790 manueHTH, JIGKYBaHU C MIPEMOPHYUTEIHATA 1033 YCTEKMHYMa0, ChoOIIaBaT HeXKEIIaH! CHOUTHS,
BB3HUKHAJH 110 BpeMe Ha WK B PAMKHUTE Ha €/IMH 4ac oT uHPy3usra. [lo Bpeme Ha
MMOCTMapKETHHTOBOTO HAOIIOACHHE CE€ CHOOIABAT CEPHO3HM PEAKIINH, CBEP3aHU C MHDY3UATA,
BKJIFOUUTEITHO aHA(UITAKTUYHH PEaKIui KbM HHY3usITa (BXK. Touka 4.4).

Ileouampuuna nonynayus

[lenqnatpudHy nanMeHTH Ha 6 TOJUHH U TIO-TOJIEMH C IJIAKOB TICOPHA3HC

BesonacHocTTa Ha ycTreknHyMab e mpoyueHa B ABe MpoyuBaHus (aza 3 npu neauaTpUIHHU MalUeHTH C
YMEPEH 0 TeXKbK IUIAK0OB nicopuasuc. IIspBoTo npoyusane e npu 110 nanueHTH Ha Bb3pacT ot 12 10
17 ropunu, NEKyBaHH B MpoAbbkeHne Ha 60 ceAMHIIM, a BTOPOTO Mpoy4BaHe € pu 44 manyueHTH Ha
BB3pacT oT 6 10 11 rogunu, 1eKyBaHU B MpoabJDKeHUE Ha 56 cenmunu. Karo usso crobimenure
HE)KEJIaHU ChOUTHS B TE3H ABE MPOYUBAHUS C JaHHU 3a Oe30macHoCT A0 1 roguHa ca moJo0HHu Ha
Te3u, HaOJII0AaBaHU B MPEIUILIHYU MPOYYBAHUA MTPU BB3PACTHHU C IUIAKOB IICOPHUA3HC.

Cpo0liaBane Ha MOAO03UPaHU HEXKEIAHN PEaKIUU

Cp0o011aBaHETO HA MOI03UPAHU HEIKEIAHN PEaKIMU CIIe] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BaskHO. TOBa IM03BOJIsABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBeHUS NPOoAyKT. OT MEIUIIMHCKUTE CIICUAIMCTH CE U3MCKBA J]a ChoOIIaBaT BCAKA
MOTO3UPaHa HEXKEaHa PeaKiys Ype3 HAITMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Enunnanm no3u 10 6 mg/kg ca mpuiaranu MHTPaBEHO3HO B KIMHUYHHU TPOYYBaHUs Oe3
orpaHuyaBalia 103aTa TOKCHYHOCT. B ciydail Ha nmpeao3upane ce npenopbyuBa MalMEHTUTE 1A e
HAOJI0]aBaT 32 MPU3HAIM WM CHMIITOMHU Ha HEXEIIAaHU PEaKuu U He3a0aBHO Ja Ce TPUIIOKH
TTOIXO/ISIIIIO CUMIITOMATHYHO JICUCHHE.
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5. ®APMAKOJIOTUYHA CBOMCTBA
5.1 dapmakoguHAMHYHH CBONMCTBA

dapmakoTepaneBTHUHA Tpyma: MMyHocynpecopu, HHXHOUTOpH Ha uHTepineBkuHa, ATC kox:
L04ACO05

Pyzchiva e 6uomnono0eH ekapcTBeH npoAykT. [loapodHa nHbopMalus e mpeaocraBeHa Ha yedcaita
Ha EBporneiickaTa areHiusl o jekapcraata https:/www.ema.europa.eu.

MexaHu3bM Ha JICHCTBHE

Ycrekunymad e u3isuio 4oBemko [gG 1k MOHOKIIOHAIHO aHTUTSIIO, KOETO C€ CBBP3Ba ChC
cnenn(UIHOCT KbM 001aTa NpoTenHoBa cydeannuia p40 Ha YOBEMIKUTE HIUTOKWHI WHTEPIIEBKUH
(IL)-12 u IL-23. YcreknnyMab nmoTUCKa OMOaKTUBHOCTTA Ha doBerukute 1L-12 u IL-23, xato
npexoTBpaTsiBa cBbp3BaneTo Ha p40 ¢ IL-12RB1 perenTopen npoTenH, pas3moiaokeH Ha TOBEPXHOCTTA
Ha UMYHHUTE KJIETKU. Y CTeKMHYyMa0 He Moske 11a ce cBbpike ¢ 1L-12 nmm ¢ IL-23, kouto Beue ca
cBbep3anu ¢ IL-12RPB1 perenrropu mo KiIeThIHATA MTOBBPXHOCT. CIIEIOBATEIIHO € MAJIKO BEPOSITHO
yCTeKHHYMa0 Jia yyacTBa B KOMIUIEMEHT- WIIH aHTUTSIIO-MeTMMpaHaTa IIUTOTOKCHYHOCT Ha KIIETKHTE
¢ peuentopu 3a IL-12 w/mmm 1L-23. IL-12 u [L-23 ca xeTepoauMepHH HIUTOKUHH, CEKPETUPAHH OT
aKTUBHPAHM aHTUTEH-TIPEICTABAIIN KIETKH, HAlIpUMep Makpodaru U ISHAPUTHH KIETKU U JBaTa
UTOKWHA yyacTBaT B UMyHHHUTE QyHKIMY; IL-12 cTumynupa ecrectBenuTe kietku youiinu (NK) u
npenu3sukBa nudepennuanuaTa Ha CD4 + T knerkure kbM T 1 xenmepen (Thl) ¢penorun, 1L-23
uHaynmpa neTa Ha T 17 xennepute (Th17). AGHOpMHaTa perymnanus Ha IL-12 u IL-23 obaue ce
CBBbpP3Ba ¢ UMyHHOMEIUUPAHHU 3200/ IIBaHUS KaTO IICOPUA3KC, IICOPUATUICH apTpHT, OosecT Ha Crohn.

Upes cebp3Bane Ha oOmara cybennnmnna p40 na IL-12 u [L-23 ycTeknnymal Moe 1a OKa3Ba CBOUTE
KIMHUYHY e(EeKTH IpH IICOPHA3HC, IICOPUATUIEH apTpHT, OonecT Ha Crohn upe3 nmpexbcBaHe Ha
merrmara gHa Thl u Th17 muToKMHN, KOUTO ca B OCHOBATa Ha ITATOJIOTHITA Ha TE3U 3200 IIBaHus.

[Ipu nauuentu ¢ 6oxect Ha Crohn ieueHUETO € YCTEKMHYMa0 BOU 10 HAaMaJIeHHE Ha
BB3NATUTEITHUTE MapKepH, BKIrounTenHo C-peaktuBeH npotenH (CRP) u dekanen xanmpoTekTuH 1o
BpeMe Ha MHYKIIMOHHATa (a3a, KOETO CJIeJ TOBa ce MOJIbpiKa Mpe3 Ipuiata nojabpxama ¢aza. CRP
€ OLICHEH I10 BpEMe Ha IIPOABIDKEHUETO Ha IPOYYBAaHETO M HaMaJIeHUATa, HaOII0JaBaHu 110 BpeMe Ha
nojabprKamara ¢aza, 0OMKHOBEHO Ce 3aIa3BaT 0 252 ceaMuIa.

Umynusanmu
[o BpeMe Ha ABATOCPOUYHOTO MPOABIKEHNE Ha poyuBaHe mpu ncopuasuc 2 (PHOENIX 2),

BB3PACTHUTE TAIIUEHTH, JEKYBaHU C YCTEKHHYMa0 3a Hal-MaJko 3,5 TOOUHM, ca Jald aHTHTSIIO-
OTTOBOPU Ha MHEBMOKOKOBH IMOJIM3aXapUIHU BAKCUHU U BAKCUHU CpPELLy TETaHyC, CXOIHU C Te3U MPU
KOHTPOJIHATA TPyMa MallUeHTH, OTyYaBalld HECUCTEMHO JiedeHre Ha rncopuasuc. CXoaeH IPOLEHT OT
BB3PACTHHUTE MAIUCHTH, JICKYBAaHH C YCTEKHUHYMa0 U Te€3W B KOHTPOJHATA TPYyIIa, ca Pa3BHIIH 3allIUTHH
HUBA Ha aHTUITHEBMOKOKOBH M aHTUTETAHUYHU aHTHUTENA, U TUTPUTE HA aHTUTEJIaTa UM Ca CXOJIHH.

Kinunununa edukacHocT

[IakoB nicopuasuc (Bb3paCTHU MAIUCHTH)

BbesonacnoctTa 1 eukacHOCTTa Ha ycTeKnHyMa0 ca oueHeHu np 1 996 nanuenTu B

JIBE paHJIOMU3UPAHH, ABOHHO-CJIEIH, I1J1a1e00 KOHTPOIMPaHU IPOyUBaHUs [IPU NALIUEHTH C YMEPEH
JI0 TEXKBK IJIAKOB TICOpUA3UC, KAHAUAATH 3a (oTOoTepamus win cucreMHua tepanus. OCBeH TOBa B €IHO
PaHAOMU3UPAHO, AKTUBHO KOHTPOJIMPAHO IPOYUYBAHE CHC 3aCJICTIEH OLEHUTEN € CPABHEHO JIEHCTBUETO
Ha yCTEKMHYMa0 U eTaHepLEeNT NIPY NAllUeHTH C YMEPEH A0 TEXbK IUIaKOB IICOPUA3UC, KOUTO HE ca ce
HOBJIMSUIN, IPOSIBUIIM Ca HEIOHOCUMOCT MJIM Ca UMaJIU IPOTUBOIIOKA3aHUE KbM LUKI0CIIOpuH, MTX
unmu [TYBA Tepanus.

B npoyusane nipu nicopuazuc 1 (PHOENIX 1) ca ouenenn 766 naunentu. 53% ot TsX He ca ce
MOBJIUSUIN, TPOSIBUIIM Ca HETIOHOCUMOCT WJIM €a MMaJi IPOTUBONOKA3aHUE KbM JIpyra CHCTEMHA
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tepanusd. [lanmenTuTe, paHIOMHU3UPAHH 32 JIYEHUE C YCTEKHHYMa0, ca MpHenu 103U OT 45 mg uin
90 mg B cenvunm 0 11 4 ¥ ca MPOABDKIIIN Ja MPHEMAaT ChINaTa J03a Ha BCEKU 12 CeaMUITH.
[lanuenTuTe, paHIOMU3UPAHH 32 JiedeHue ¢ mane6o B ceqmuny 0 1 4, ca MpeMUHAIH KbM JICUECHHE C
ycTekuayMa0 (45 mg wiu 90 mg) B cenmuiu 12 u 16, cinex KOETo ca MPOIbIIKIIN 1a TPUEMaT
chInaTa 1o3a Ha Bceku 12 cenmury. [lanmenTn, mbpBOHAYAIHO pAaHAOMHU3UPAHU 32 JICUCHHE C
YCTEeKHHYMa0, KOUTO ca JOCTUTHAJIN HUBO Ha MOBJIMSABaHE 75 MO MHJEKCA 3a TUIONI Ha 3acsraHe u
TexxecT Ha ncopuasmc (Psoriasis Area and Severity Index, PASI) (monoOpenue mo PASI ot Muanmym
75% B cpaBHEHHE C U3XOIHUTE CTOMHOCTH) B ceaMuIi 28 u 40, ca TOBTOPHO paHIOMH3UPAHU 32
JIiedeHNE ¢ YCTEKNHYMa0 Ha BCEKHU 12 CeMUIM WK C TIae0o (T.€. OTTETIISIHE OT TeparusiTa).
[lanuenTuTe, MOBTOPHO PaHAOMHU3MPAHH 32 JieueHHue ¢ mianedo B ceamuua 40, ca Bb30OHOBHIN
TepanusTa C ycTeKnHyMad B MbpBOHAYAIHATA CH CX€Ma Ha I03UpaHe, Clie/l KaTo MOA0OPEHUETO UM 1O
PASI B cenmuia 40 e namansuio ¢ MuHUMYM 50%. BCHYKY marueHTH ca mpocCiieIcH: 3a TIEPHO]T 10
76 ceqMuLM ciell TBPBOTO NPHIIOKEHUE Ha W3CIECABAHOTO JICUCHHE.

B npoyusane npu nicopuasuc 2 (PHOENIX 2) ca ouenenu 1 230 nanmentu. 61% ot Tsx He ca ce
TTOBJIHSUTH, TIPOSIBIUIA Ca4 HEIMTOHOCHMOCT HJIA Ca UMAJIH MPOTHBOIIOKA3aHUE KBM JPyTa CUCTEMHA
tepanus. [lanmenTuTe, paHIOMHU3UPAHU 32 JIEYSHUE C YCTEeKMHYMa0, ca Mpuenn 103U OT 45 mg uiun
90 mg B cenmunu 0 u 4, mocaeaBaHU OT AOITBLIHUTENHA 032 B cenmuia 16. [anuenTure,
paHIOMHU3MpaHU 3a JieueHue ¢ ianebo B cenvuiiy 0 u 4, ca mpeMUHAIH KbM JICYCHHUE ¢ YCTEKUHYMa0
(45 mg umm 90 mg) B ceqmunm 12 u 16. Bcnuky nanueHTH ca mpociieieHn 3a MEPHoJ 0 52 CeIMUIU
CJIe]T TbPBOTO MPHIIOKEHUE HA W3CIIEIBAHOTO JICUCHHE.

B npoyusane nipu nicopuaszuc 3 (ACCEPT) ca onenern 903 manueHTH ¢ yMEpeH 10 TEXBK ICOPUA3UC,
KOHTO HE Ca Ce MOBIHUIN, IPOSIBUIM Ca HETOHOCUMOCT WJIM Ca UMaJIM IPOTHUBOIIOKA3aHUE KbM JIpyTa
cucteMHa Tepanusi. CpaBHeHa e e(pUKacHOCTTa Ha YCTEKMHYyMal ¢ Ta3u Ha €TAHEPIIENT U € OLCHeHa
0e3omacHOCTTa Ha YCTeKHHYMa0 1 etanepuent. [1o Bpeme Ha 12-ceqMuyHaTa akTUBHO KOHTPOJIMPaHa
4acT OT MPOYYBAHETO MALMEHTUTE ca PAaHAOMM3HMPaHHU J1a npueMar eranepuent (50 mg aBa nbTH
CeAMHUYHO), ycTeKuHyMao 45 mg B cenmuity 0 u 4 wim ycreknaymad 90 mg B ceamunu 0 u 4.

W3xomHuTe XapaKTEpUCTUKH Ha 3a00JIIBAaHETO ca MPHHIMITHO MTOCIIEA0BATEIHN BHB BCHUKH I'PYITH Ha
JIedeHne B Mpoy4BaHe mpu nicopuasuc 1 u 2 ¢ meamana Ha PASI ckopa Ha n3xomHO HUBO OT 17 110 18,
¢ MeJuaHa Ha TenecHa noBbpxHocT (BSA) Ha uzxonno HUBO > 20 1 ¢ MeuaHa Ha 1epMaTOJIOTUYCH
MHJIEKC 3a KauecTBO Ha kuBOT (Dermatology Life Quality Index, DLQI) B rpanuuute ot 10 1o 12.
bruzo emHa Tpeta (poyuBaHe Mpu rcoprasuc 1) u eqHa 4eTBBPT (MIPOydBaHe MPH IICOPHA3HC 2) OT
nanueHTuTe uMaT rncopratuueH apTput (PsA). [TonoOHa TexxecT Ha 3a00sBaHeTO ce HAbII01aBa U
NpY IPOYYBaHe MPH NICOPUA3UC 3.

[IspBUYHATa KpaiiHa TOYKA B TE€3W MPOYYBAHUS € CHOTHOIIIEHNETO Ha MAI[MeHTHUTE, TOCTUTHAIN HUBO
Ha noBiusABaHe 1o PASI 75 cpssiMo u3XomHUTE CTOMHOCTH B ceamuiia 12 (Bxk. Tabnunu 3 u 4).

Taoauna 3: O600menne Ha KIMHUYHOTO NOBJIHsBAHE B IPOYYBaHe NpH ncopuasuc 1
(PHOENIX 1) n npoyusane npu ncopuasuc 2 (PHOENIX 2)

Cenmvurra 12 Cenmuria 28
2 no3u (ceamuna 0 u cenmuna 4) 3 nmo3u (ceamuria 0,
cenmuna 4 u cenmuia 16)
ITnare60 45 mg 90 mg 45 mg 90 mg

IIpoyuBaHe npu
ncopuasuc 1
Bpoit
paHIOMHU3UPAHH 255 255 256 250 243
MAICHTH

TToBnusaBane mo

0 0 a 0 a 1) (V)
PASI 50. 6p. (%) 26 (10%) | 213 (84%)° | 220 (86%)° | 228 (91%) | 234 (96%)

IToBmusBane 10O
PASI 75, 6p. (%)
TToBnusaBaHe Mo
PASI 90, 6p. (%)

8 (3%) 171 (67%)° | 170 (66%)* | 178 (71%) | 191 (79%)

5 (2%) 106 (42%)* | 94 (37%)* | 123 (49%) | 135 (56%)
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OOJI° 3a u3uncrenu
WM MUHUMATHH, O].
(%)

10 (4%)

151 (59%)®

156 (61%)®

146 (58%)

160 (66%)

Bpoii nanuentn
<100 kg

166

168

164

164

153

TToBamsBane mo
PASI 75, 6p. (%)

6 (4%)

124 (74%)

107 (65%)

130 (79%)

124 (81%)

Bpoii nanuentn
> 100 kg

89

87

92

86

90

TloBamsBane mo
PASI 75, 6p. (%)

2 (2%)

47 (54%)

63 (68%)

48 (56%)

67 (74%)

IIpoyuBaHe npu
ncopuasuc 2

Bbpoii
paHIOMU3UPaHU
MAIeHTH

410

409

411

397

400

TloBamsBane mo
PASI 50, 6p. (%)

41 (10%)

342 (84%)*

367 (89%)°

369 (93%)

380 (95%)

TToBausaBane mo
PASI 75, 6p. (%)

15 (4%)

273 (67%)®

311 (76%)®

276 (70%)

314 (79%)

TloBamsBane mo
PASI 90, 6p. (%)

3 (1%)

173 (42%)°

209 (51%)*

178 (45%)

217 (54%)

OOJI° 3a u3uncrenu
YT MUHUMAJTHH, OD.

(%)

18(4%)

277 (68%)®

300 (73%)®

241 (61%)

279 (70%)

Bpoii nanuentn
<100 kg

290

297

289

287

280

TloBamsBane mo
PASI 75, op. (%)

12 (4%)

218 (73%)

225 (78%)

217 (76%)

226 (81%)

Bpoii nanuentn
>100 kg

120

112

121

110

119

TloBamsBane mo
PASI 75, op. (%)

3 (3%)

55 (49%)

86 (71%)

59 (54%)

88 (74%)

p < 0,001 3a ycrexkuraymab 45 mg mm 90 mg B cpaBHenue ¢ mianedo (PBO)

6

OOJI = O6ma oreHKa Ha JIeKapst

Tabanna 4: O0o0menne Ha KJIMHUYHOTO MOBJIHSIBAHE B IPOYYBaHe NPH Ncopuasuc 3
(ACCEPT) na cexmuna 12

I[IpoyuBaHe npu ncopuasuc 3

Eraneprient Ycereknaymad
24 no3u 2 no3u (ceamuiia 0 u cenmuna 4)
(50 mg nBa mpTH 45 mg 90 mg
CEIMHUTHO)
Bpoit panmoMu3npaHu MAMECHTH 347 209 347
[TosnmusBane o PASI 50, 6p. (%) 286 (82%) 181 (87%) 320 (92%)*
[Tosnussane o PASI 75, 6p. (%) 197 (57%) 141 (67%)° 256 (74%)*
[osnusisane o PASI 90, 6p. (%) 80 (23%) 76 (36%)* 155 (45%)*
OOJI 3a n3uncrenu win o o/a o/\a
MuHEMATH, 6p. (%) 170 (49%) 136 (65%) 245 (71%)
Bpoii nauuentu < 100 kg 251 151 244
32;3““"33“6 no PASI75, 6p. 154 (61%) 109 (72%) 189 (77%)
Bbpoii narmentn > 100 kg 96 58 103
[NosnusBane o PASI 75, 6p. 43 (45%) 32 (55%) 67 (65%)

(%)
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a

§

p < 0,001 3a ycrexkunayma6 45 mg mmm 90 mg B CpaBHEHHUE C €TAaHEPLIEIIT.
p = 0,012 3a ycTekunymab 45 mg B cpaBHEHHE C €TaHEPLEIT.

B npoyusane npu ncopuasuc 1 nogaspskaneto Ha PASI 75 € 3HaunTEeIHO MO-BUCOKO MPH
MIPOIBIDKUTETHO JICUCHHE, B CPAaBHEHHE C TOBA MPH OTTErIsIHE OT JiedeHueTo (p < 0,001). [Tomo6uum
pesynTaTu ce HaOIroAaBatT npu Besika go3a yerekuaymad. Ha 1% roguna (cenmuna 52) 89% ot
MAlUEHTUTE, MOBTOPHO PaHIOMU3HMPAHU 32 MOAIBPIKAIIO JIeueHue, ca ce monusiiu mo PASI 75, B
cpaBHEeHUE ¢ 63% OT MalMeHTHTE, MIOBTOPHO PAHIOMH3HPAHH 3a MIare0o (OTTErIsSHE OT JICYCHHUETO)
(p <0,001). Ha 18-tus mecen (cenmutia 76) 84% oT manueHTUTE, TOBTOPHO PAaHIOMHU3UPAHH 32
MOAIBPIKAILO JIedeHue, ca ce nonusiu o PASI 75, B cpaBHenue ¢ 19% oT nanyeHTuTe, HOBTOPHO
paHzoMu3upany 3a mianedo (orrernaHe oT neuennero). Ha 3-ta ronquna (ceamuua 148), 82% ot
MAIMEeHTHTE, TOBTOPHO PAHIOMHU3HUPAHH 3a IMOABPIKAIIIO0 JIedeHne, ca ce nosiusu o PASI 75. Ha
5-ta roguHa (cemmurnia 244) 80% oT marueHTUTE, MOBTOPHO PAHIOMHU3HPAHU Ha TIOIBPIKAIIO JICUCHUE,
ca ce nosnusiau o PASI 75.

IIpu marueHTHTE, MOBTOPHO PaHIOMU3UPAHU 32 IUIae00, KOUTO OTHOBO Ca MPEMUHAIH KbM
IbpBOHAYATHATA CH CXeMa Ha JICYeHHE C YCTEKHHYMa0 cien 3arybaTa Ha > 50% momoOpeHue mo
PASI, 85% ca Bb3cTanoBuIM noBiusiBaHeTo no PASI 75 B pamkute Ha 12 ceamuiu cnef
Bb300HOBSIBaHE HA TEPAIUATA.

B npoyusane npu ncopuazuc 1 B ceqmuna 2 u ceamuna 12 ce HaOmo1aBa 3HAYUTEIHO OJOOpEHHE
crnpsiMo u3xoaHuTe ctoiiHoct Ha DLQI BBB BCsiKa OT IpynuTe HA JieueHHE C YCTEKUHYMao B
cpaBHeHue ¢ miane6o. [Tonoopenuero ce 3anaspa 1o cenmuna 28. [TonoOHO 3HAUMTETHO TOOOpPEHNE
ce HaOIro/1aBa B IPOyYBaHe MpH ricoprasuc 2 B ceamuny 4 u 12, koeTo ce 3ama3sa 1o ceamuiia 24. B
NpoyYBaHe MpH Mcoprazuc 1 mogoOpeHnsTa B HOKbTHHUS TICOpUasic (MHCKC 33 Te)KECTTa HA HOKBTEH
nicopuasuc, Nail Psoriasis Severity Index), B o0maTa orieHka Ha (PU3HMYECKOTO ¥ EMOIIMOHATHOTO
cberosiHue 1o SF-36 1 BbB BU3yalTHO-aHAIOTOBATa CKajla 3a ONpe/elisHe HA CTOMHOCTTa Ha OoJIKaTa
mpu cbpOex (VAS) chino ca 3HAYUTEIHN TP BCAKA IPyIia Ha JIEYEHHE C YCTEKMHYMa0 B CPaBHEHHE C
wiane6o. B mpoy4uBane npu nicopuasuc 2 KIMHAYHATA cKalla 3a TpeBOKHOCT 1 aenpecust (Hospital
Anxiety and Depression Scale, HADS) u BipocHHUKBT 32 paboTHHU orpanudenus (WLQ) cpio
[IOKa3BaT 3HAYMUTENIHO OA0OpEHKE BbB BCSAKA OT IPYNHUTE HA JICYUEHHE C YCTEKUHYMalb B CPaBHEHHUE C
iane6o.

IIcopuatnuen aprpur (PsA) (Bb3pacTHU HAIMEHTH)

JlokazaHo e, 4ye yCTeKuHYMa0 1moio0psABa NPU3HALUTE U CUMITOMUTE, (DU3HUECKOTO ChCTOSTHUE U
CBBP3aHOTO ChC 3IPABETO KAU€CTBO HA )KMBOT M HaMaJjIsiBa CTEIICHTA Ha IPOrpecus Ha MepugepHOTO
CTaBHO YBPEX/IaHE NIPU BH3PACTHU MMAIUEHTH C aKTUBEH PsA.

be3omacHocTTa 1 eMKacHOCTTA Ha YCTEKMHYMa0 ca OleHeHH ITpu 927 MallieHTH B BE
paHIOMHU3UPAHH, TBOMHOCIEIH, MIIAe00-KOHTPOIUPAHN TPOYYBAaHUS IPU MAIIUEHTH C aKTUBEH PSA
(> 5 noxyty cTaBu 1 > 5 OOJNE3HEHH CTaBH) BBIIPEKH yIIOTpeOaTa Ha HECTEPOUTHH
npotuBopb3nanuTennu cpeacrsa (HCIIBC) win moguduipaliy 60aecTTa aHTUPEBMATOU THH
nekapctBa (DMARD). [aruenTuTe B T€3U MPOYYBAHIS Ca UMAJI TTOCTaBeHa MuarHo3a PsA Haii-
MaJIKo OT 6 Mecena. BKiIroueHu ca ManueHTy ¢ BCSIKaKbB MOATHIT Ha PSA, BKIFOUUTEITHO
MOJTMAPTUKYJIAPEH apTpUT Oe3 JaHHU 32 PEeBMAaTOUIHU BB3H (39%), COHTMINT ¢ iepudepeH apTpuT
(28%), acumetpuuen nepudeper aptpur (21%), ¢ yyactre Ha TucTajiHa MHTep(danaHreanHa cTapa
(12%) n naBanmuauzupamnt aptput (0,5%). Hax 70% u 40% oT manueHTHTE B IBETE MPOYUYBAHUS ca
UMaJIA ChOTBETHO €HTE3UT U JIAKTHIIUT Ha U3XOAHO HUBO. [lanmeHTuTe ca paHIoMU3Upanu J1a
MoJIy4aT JIeYeHHe ¢ yCTeKuHyMao 45 mg, 90 mg, win miaiedo noaKoxHO Ha cenMuIi 0 u 4,
MOCJICABAHM OT Ipujiarane Ha Bceku 12 cenmuitu (q12w). [Tpubnuszurento 50% ot nanueHTUTe ca
MPOABIDKHIIN Ha TocTostHAA 1032 MTX (< 25 mg/cenmuria).

B PsA mpoyusane 1 (PSUMMIT 1) u PsA npoyusane 2 (PSUMMIT II), crorBeTtHO 80% 1 86% OT
nmanuenTuTe, ca 6wy nekyBanu ¢ DMARD. B npoyuBane 1 He € OMII0 TIO3BOJICHO MPEAMIITHO JICUSHUE
C aHTaroHMCT Ha TyMop-Hekpotusupaul ¢pakrop anda (TNF)a. B npoyusane 2, noBeueTo nauneHTu
(58%, n = 180) ca 6mnu ekyBaHu ¢ eaHO WK noeeye anTu-TNFao cpenctso(a), kato ot Tax Hag 70%
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ca mmpeycTaHoBmIM cBoeTo aHTH-1NFo nedenne, mopasau mrca Ha e()UKaCHOCT WIJIH HETIOHOCHMOCT,

0 BCSIKO BpPEMeE.

Hpuanauu u cumnmomu

JleuenneTo ¢ ycTeKHHYMal BOJIU JI0 3HAYUTEITHH MTOJOOPEHHS B U3MEPUTEIIHUTE 32 aKTUBHOCT Ha

3a00JIIBaHETO B CPaBHEHHE C I1Iane0o Ha cenmulia 24. [IbpBUYHATA KpaiHa TOYKa € MPOLICHTHT Ha
NalUeHTHUTE, MOCTUTHAIU OTTOBOP 20 M0 KpUTEPUUTE HA AMEPHUKAHCKUS KOJIEX 10 PEBMATOIOTHs
(American College of Rheumatology, ACR) Ha cenqmutia 24. OCHOBHUTE pe3yiITaTH 3a e(PUKACHOCT ca

MpPeJICTaBeHH B TAOIHUIIA 5 TI0-0ITY.

Ta6anna S: bpoii Ha nanMeHTHTEe, MOCTUTHAJIY KINHUYEH OTTOBOP NPHU NMCOPHATHYEH apTPUT
IIpoyuBane 1 (PSUMMIT I) u IlpoyuBane 2 (PSUMMIT II) na cexmuua 24

bpoii marmentu ¢ > 3% BSA 3acernara ncopuaTudHa Koka Ha H3XOJHO HHBO

32

IIpoyuyBaHe npu ncopuaTuieH IIpoyuyBaHe npu ncopuaTuieH
aprpur 1 apTput 2
Inanedo 45 mg 90 mg Inanedo 45 mg 90 mg
Bpoii
PaHIOMH3HPAHH 206 205 204 104 103 105
MANMEHTH
ACR 20 0 0/\a 0/\a 0 0/\a 0/\a
orrosop. N (%) 47 (23%) | 87 (42%)* | 101 (50%)* | 21 (20%) | 45 (44%)* | 46 (44%)
ACR 50 0, 0/)a 0/\a o, 0/)\0 0/)a
orrosop, N (%) 18 (9%) | 51 (25%) 57 (28%) 7 (7%) 18 (17%)° | 24 (23%)
ACR 70 0 0/\a 0/\a 0 0/ \B 0/\B
orrosop. N (%) 52%) | 25(12%) 29 (14%) 3 (3%) 7 (7%) 9 (9%)
bpoui nayuenmu c
> 39 BSA' 146 145 149 80 80 81
PASI 75 0 0/\a 0/\a 0 0/\a 0/\a
orrosop. N (%) 16 (11%) | 83 (57%) 93 (62%) 4 (5%) 41 (51%)* | 45 (56%)
PASI 90 ) 0/\a 0/)a () 0/ \a 0/)a
orrosop, N (%) 4 (3%) 60 (41%) 65 (44%) 3 (4%) 24 (30%)* | 36 (44%)
KomOunupan
I[;é%I 273 1 8 (5%) | 40(28%)* | 62 (42%)* 2 (3%) 24 (30%)* | 31 (38%)*
otrosop, N (%)
bpoii naumenTn
<100 kg 154 153 154 74 74 73
ACR 20 0 0 o 0 o 0
orrosop. N (%) 39 (25%) | 67 (44%) 78 (51%) 17 (23%) | 32(43%) | 34 (47%)
bpoii nayuenmu c
> 39 BSA' 105 105 111 54 58 57
PASI 75 o o o o o o
orrosop. N (%) 14 (13%) | 64 (61%) 73 (66%) 4 (7%) 31 (53%) | 32(56%)
bpoii naumenTn
> 100 kg 52 52 50 30 29 31
ACR 20 o 0 o o o 0
orrosop. N (%) 8(15%) | 20 (38%) 23 (46%) 4 (13%) 13 (45%) 12 (39%)
bpoii nayuenmu c
> 39 BSA' 41 40 38 26 22 24
PASI 75 o o o o o
orrosop. N (%) 2 (5%) 19 (48%) 20 (53%) 0 10 (45%) 13 (54%)
& p<0,001
® p<0,05
P p=NS




ACR 20, 50 u 70 oTTOBOpHY IPOIBIDKABAT Ja CE MOAOOPSIBAT MIIA C€ TTOAIBbpKAT A0 ceamuria 52 (PsA
IIpoyuBane 1 u 2) u ceqmutia 100 (PsA Ilpoyusane 1). B PsA [Ipoyusane 1, ACR 20 otroBOopH Ha
ceamuna 100 ca nocturHatu pu 57% u 64%, ceotBeTHO 3a 45 mg 1 90 mg. B PsA IIpoyuBane 2,
ACR 20 otroBopu Ha ceamuna 52 ca nocturHatu npu 47% u 48%, cborBeTHO 3a 45 mg u 90 mg.

[IpoueHTHT Ha MALMEHTHTE, TIOCTUTHAIIK OTrOBOP 10 Moauduimpanu PSA kpurepun Ha otroBop (PsA
response criteria, PSARC) cbIo € 3HaYUTETHO MO-TOMSAM IPHU IPYIHUTE HA YCTEKMHYMal, B CpaBHEHUE
¢ rutarie6o Ha ceamuma 24. OtroBopu PSARC ce mogappxar mo Bpeme Ha ceamuita 52 u 100. [o-
TOJISIM TIPOIICHT OT MAIlMEHTHTE, JIEKYBaHH C YCTEKHHYMa0, KOUTO ca UMaJIU CIIOHJIIIUT ¢ TiepudepeH
apTPUT KaTo OCHOBHA JMarHo3a, nokassar 50 u 70 nponeHTHO nogodpenue B ckopa 1o bar unnexc 3a
AKTUBHOCT Ha 3a00JsiBaHeTO NpH aHKuio3upa cnoHaunut (Bath Ankylosing Spondylitis Disease
Activity Index, BASDAI) B cpaBHeHue ¢ miarie0o Ha cenMuiia 24.

OTtroBopuTe, HaOIOJaBaHU [P TPYIUTE, JICKYBaHU C YCTEKMHYMa0, ca CXOHU TMPH MAIUEHTHTE,
KOWTO TIOJy4YaBaT WM HE MMoTydaBaT efHoBpeMeHHO MTX 1 ce moaappkaT o BpeMe Ha CeIMHUIH 52
u 100. [Tanmenture, JeKyBaHU Ipeau ToBa ¢ aHTU- T NFo cpe/icTBa, KOUTO ca MOIy9IHiId yCTeKUHYyMa0,
Ca TIOCTUTHAJIH TIO-TOJISIM OTTOBOP Ha CeAMHMIIA 24 B CpaBHEHHE C MAIIMEHTUTE, OTy4YaBaId Tu1ane0o
(ACR 20 otroBop Ha cenmuiia 24 3a 45 mg u 90 mg ¢ croTBeTHO 37% U 34% B CpaBHEHHE C TLIALEC00
15%; p < 0,05) u oTroBOpPUTE CE TOTBPKAT IO BpeMe Ha ceaMHuIa 52.

[Ipu marmeHTH ¢ €HTEe3UT W/WIIM JaKTHIUT Ha U3XOAHO HHUBO, Tpu PsA TlpoyuBane 1 ce HabmonaBa
3HaYMMO NOJJOOPCHUE B CKOPOBETE 32 EHTE3UT U AAKTHJIUT MPHU IPYIUTE HA YCTEKUHYMa0 B CpaBHEHHUE
¢ rutarie6o Ha ceamuna 24. B PsA TIpoyuBane 2 ce HabI0gaBa 3HAYUMO TIOTOOpPEHKE B CKOpa 32
EHTE3UT U YHCIIEHO NOJJOOpeHNre (He € CTaTUCTHYECKH 3HAYNMO) B CKOPa 3a JaKTIIIUT MPH rpymnaTa Ha
ycTekuayMad 90 mg B cpaBHeHHE ¢ Tuiane0o Ha ceamuna 24. [logoOpeHusTa B CKOpa 3a EHTE3UT U B
CKOpa 3a JaKTHJIUT ca MOJIbp KaHu 1o Bpeme Ha cenMuiy 52 u 100.

Paouoepagpcxu omeosop

CTpyKTYpHO yBpeXIaHe B IBETE PBIIE M KpaKkara ce u3passiBa KaTo MPOMSHA CIIPSIMO W3XOAHOTO HUBO
B 00mms van der Heijde-Sharp ckop (vdH-S ckop), mogudurpan 3a PsA ape3 nobassiae Ha
JIUCTANHUTE HHTepdaIaHrealHy cTaBu Ha pouere. [IpoBeneH e npeasapurento nepuHupas
WMHTETpUpaH aHaIN3 Ha KOMOMHHUpaHu AaHHU OoT 927 nmauuentu B aBete PsA [Ipoyusanus 1 u 2.
YcTeknHyMab mokas3Ba CTaTUCTHYECKH 3HAYMMO HAMaJCHUE B CTETIEHTA Ha MPOTpecus Ha
CTPYKTYPHOTO YBPEXJaHE B CPaBHEHUE C IUIae00, U3MEPEHO Ype3 IPOMSHA CIIPAMO U3XOAHOTO HHUBO
1o 24 cenmuna B oommus mogudunupan vdH-S ckop (cpeaen = SD ckop e 0,97 + 3,85 B rpymnara Ha
riane6o, B cpaBHenue ¢ 0,40 + 2,11 u 0,39 + 2,40 npu cbOTBETHO yCTEKHHYMa0 Tpymu 45 mg

(p <0,05) 1 90 mg (p < 0,001). To3u edext ce npmxu Ha PSA TlpoyuBane 1. EdhekTsT ce cumra 3a
JIOKa3aH, He3aBUCUMO OT ChITbTCTBAIIOTO MpuioxkeHrue Ha MTX U ce nmojabprka 1o BpeMe Ha
cenmunm 52 (uaterpupad ananus) u 100 (PsA Ipoyusane 1).

Dusuyecko cbcmosiHue U C8bP3AHO CbC 30PABEMO KA4eCmE0 HA HCUBOM

[ManmenTy, 1eKyBaHH C YCTEKMHYMa0, ca MOKa3aIy 3HAYUTEITHO T0J00peHne Ha (U3HIECKOTO
CBCTOSIHUE, KAaKTO € OLIEHEHO 110 MHJEKCA 32 MHBAJIMIHOCT OT BHIIPOCHHUKA 3a OLIEHKA Ha 3]]paBeTo
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) na ceqmuna 24. IIpoueHTsT Ha
HNAaMEeHTHTE, HOCTUTHAIN KIMHUYHO 3Ha4nMo > 0,3 nopo6penune Ha HAQ-DI ckopa cripsamo
U3XOJIHUTE CTOWHOCTH, ChIIO € 3HAYUTEITHO TIO-TOJISIM TIPU TPYITUTE Ha YCTEKUHYMal, B CpaBHEHHE C
wiane6o. [logobpenne Ha HAQ-DI ckop cripsMo H3XOAHOTO HUBO C€ MOAIbPKa 110 BpeMe Ha
ceamuiy 52 u 100.

Wwma 3naunrenno nogodpenne B DLQI ckopoBeTe npu rpynuTe Ha yCTeKHHYMa0, B CpaBHEHHE C
wiane0o Ha ceamuua 24, KoeTo ce noabpxa mno Bpeme Ha cenmunu 52 u 100. B PsA Ilpoyusane 2
MMa 3HAaYHUTEITHO NOJI00pEHHE B CKOPOBETE 32 (PYHKIMOHATIHA OIICHKA Ha TepanusiTa 3a XpOHUIHO
3abomsBane - ymopa (Functional Assessment of Chronic Illness Therapy — Fatigue, FACIT-F) npu
TPYyIHUTE HA YCTEKWHYMa0, B CpaBHEHHE ¢ Tuiane6o Ha ceamuna 24. [IponeHThT Ha ManueHTHTe,
JIOCTUTHAIIN KIMHUYHO 3HAYUMO 1o100peHue Ha ymoparta (4 touku o FACIT-F) chimo e 3HauuTenHO
MO-TOJISIM TPH TPYIIUTE HA YCTEKUHYMa0, B cpaBHeHHe ¢ mane0o. [Tonoopenusta Ha FACIT-F ckop
ce TIOAIbPIKAT 10 BpeMe Ha ceamuia 52.
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HeauatpuyvHa monynamus

EBporietickara areHmust 1o JeKapcTBara oTiara 3aJbDKSHUETO 3a PEOCTaBsIHE Ha Pe3YITATUTE OT
MPOyYBaHUsATA C yCTEKMHYMa0 B ¢IHA WIX NIOBEUE MOATPYITH Ha MEeANATPUYHATA MOITYJIAIUS C
IOBCHWJICH MIUONATHUEH apTPUT (BXK. ToUKa 4.2 3a HHpOpMAIMs OTHOCHO yIoTpeda B eIUaTPHUITA).

Inaxos ncopuasuc npu neduampudnu nayuenmu

JokasaHo e, ye ycTeKuHyMab mogo0psiBa MpU3HAIUTE ¥ CUMIITOMUTE, (PU3NIECKOTO CHCTOSIHUE H
CBBP3aHOTO ChC 3IPABETO KAYECTBO HA KUBOT IIPH METAATPHYHN TAITUEHTH Ha 6 TOJUHU U TTO-TOJIEMHU
C IUTAKOB IICOPHUA3HUC.

THayuenmu 6 onowecka ev3pacm (12-17 coounu)

Eduxacnoctra Ha ycTekuHyMab e npoydeHa mipu 110 neguatpuyay nauueHTy Ha BB3pacT oT 12 110

17 roavHu ¢ yMEpEH A0 TEKBK IUIAKOB IICOPUA3UC B MHOTOLIEHTPOBO, paHIOMHU3UPAHO, JBOWHO-
cIsino, miarnedo KouTponupano npoyusane gasza 3 (CADMUS). [TanueHTrTe ca paHIOMU3UPaHH J1a
MoJiyyaBaT WiH miane0o (n = 37), Wiu npenopbuuTesiHaTa J03a yCTeKuHyMa0 (Bk. Touka 4.2; n = 36),
WM TTOJIOBMHATA OT MIPEMOPHUUTEIIHATA 1032 YCTEKHHYMa0 (n = 37), Upe3 MOAKOKHO UHKEKTHUPAHE Ha
ceamuttu 0 u 4, cnen ToBa npriarane Ha Bceku 12 ceamurm (q12w). Ha cenmuia 12 manueHTuUTe,
JIeKyBaHHU ¢ TU1ae0o ca MpeMUHAIN Ha YCTEKHHYMao.

[MammenTn ¢ PASI > 12, PGA > 3 u 3acernara TenecHa nmoBbpxHocT (BSA) mone 10%, xourto ca 6umu
KaHJU/IaTy 3a CUCTEMHA Tepanus Wik (OoToTeparins, ca OTTOBAPsIIM Ha YCIOBUATA HA MTPOYUBAHETO.
[Ipubnuzutentno 60% oT manueHTUTe ca OMIIK MOJUIOKEH! Ha MpeaIiecTBanla KOHBEHIIMOHATHA
cucTemHa Teparnus win ¢ororepanus. [IpubmmsurenHo 11% oT manueHTUTE ca MMai MPEeAIIeCTBAIIA
Tepanus ¢ OMOJIOTUYHH CPEJICTRA.

II'spBryHaTa KpailHa TOUYKA € ChOTHOLIEHUETO HA MAalUEHTUTE, KOUTO ca gocturHanu PGA oneHka Ha
m3uuctend (0) mm muanManau (1) mmaku Ha ceqmuiia 12. BropuaanTe KpalHU TOYKH BKITFOYBAT
PASI 75, PASI 90, mpomsiHa cripsiMO U3XOIHOTO HUBO Ha JlepMaTolornueH HHACKC 3a Ka4eCTBO Ha
»uBot nipu Aera (Children’s Dermatology Life Quality Index, CDLQI), mpomsiHa cripsiMo U3X0HOTO
HWBO Ha o0IaTa OIeHKa 1Mo cKajlaTa Ha BBIpOCHHK 32 KauecTBO Ha KHUBOT mpH nena (Paediatric
Quality of Life Inventory, PedsQL) na cenmuna 12. Ha ceqmuriia 12, nanueHTUTE TPETUPAHU C
yCTEKHHYMab MOKa3BaT 3HAYUTEIHO MO-TOJISIMO MTOI00pEHHE Ha TICOPHA3HuCca U CBBP3aHOTO ChC
3/IpaBeTO Ka4eCTBO HA KUBOT B CpaBHEHHE ¢ Iuianedo (Tabnumna 6).

Bceuukuy naruieHTH ca mpocie/aBaHu 3a epUKaCHOCT 3a Meproja OT 52 CeAMHUIIU CIIC]] ITbPBOTO
MPHUJIOKCHUE HA M3IMUTBAHMS JIEKapCTBEH NMPOoAYKT. ChOTHONICHHUETO Ha anueHTuTe ¢ PGA oneHka
Ha m3uncrend (0) wm MuanManHy (1) TUTaku B chOTHOIEHNETo Ha mocturHainuTe PASI 75 mokas3Bsa
pasnuka MEeXJy TpyIara JIKyBaHa ¢ yCTeKHHyMa0 U Tianebo rpyrnarta Ha IbpBaTa BU3UTA Ha
ceamuia 4 cieq HadalHaTa, TOCTUTAWKN MakcuMyM 1o ceamuia 12. [Togobpenusta B PGA, PASIL,
CDLQI u PedsQL ce nommbpxkat 10 ceamura 52 (tadiuma 6).

Tabanna 6: O0001menne HAa MBPBUYHATE U BTOPHYHUTE KPaiiHU TOYKH Ha ceqmMuna 12 u

cenmuna 52
HennaTpuyno npoyusane npu ncopuaszuc (CADMUS) (Bws3pact 12-17T1.)
Cenmuna 12 Cenmuna 52
Irane6o IIpenopbunrenHa IIpenopbunTtenHa
no3a YcrekunymMald | nmo3a YcTekuHymab
N (%) N (%) N (%)
PanmoMusupany marueHTH 37 36 35
PGA
PGA na nzunctenu (0) nnn 2 (5.4%) 25 (69.4%)" 20 (57,1%)
MuHAMaTHY (1)
PGA Ha nzuuctenu (0) 1(2,7%) 17 (47,2%)* 13 (37,1%)
PASI
PASI 75 pecnonaepu 4 (10,8%) 29 (80,6%)* 28 (80,0%)
PASI 90 pecionaepu 2 (5,4%) 22 (61,1%)* 23 (65,7%)
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PASI 100 pecrionaepu | 1(2,7%) | 14 (38,9%)" | 13 (37,1%)

CDLQI

CDLQI ot 0 wm 1° | 6 (16,2%) | 18 (50,0%)" | 20 (57,1%)

PedsQL

IIpoMsHa cipssMO U3XOHO
HHBO 3,35 (10,04) 8,03 (10,44)" 7,26 (10,92)

Cpemno (SD)"
& p<0,001
CDLQI: CDLQI e nepmaTonorndeH HHCTPYMEHT 3a H3MepBaHe Ha eekTa Ha KOXKHUS IPOOJIeM BPXY CBBP3aHOTO

CBC 3J[PaBETO KaueCcTBO Ha XUBOT IpH nepuarpuaHara nomynanus. CDLQI ot 0 wiwm 1 mokasBa, e HAMa eekT BbpXy
Ka4yecTBOTO Ha XKHUBOT Ha JIETETO.

' p=0,002

PedsQL: PedsQL e o6mia ckasa 3a u3MepBaHe Ha CBbP3aHOTO ChC 3PaBETO KaYeCTBO HA )KUBOT, pa3paboTeHa 3a
ynotpeba B IomyJanyduTe Ha Aela U I0HoIH. 3a mianebo rpynara Ha ceaqmuua 12, N =36

A p=0,028

6

[o Bpeme Ha mIane00-KOHTPOIUPAHUS MIEPHO A0 ceaMuia 12, epukacHOCTTa Ha ABETE 1030BU
Ipyny, NpenopbunTeIHaTa U IOJIOBUHATA OT IIPENOPbUUTENIHATA, KATO LISJI0 € CPAaBHUMA B
II'bpBUYHATA KpaitHa Touka (69,4 u 67,6% cbOTBETHO), BBIPEKHU Y€ UMa JaHHU Ha J030B OTTOBOP 32
MI0-BUCOKU CTOMHOCTH Ha Kputepuure 3a epuxacHocT (Harnp. PGA na uzuuctenu (0), PASI 90). Cnen
cenqmuia 12, epukacHOCTTa KaTo LSUIO € MO-BHCOKA U MO-TIPOABIDKUTEIIHA TIPH TpyIaTa ¢
MIPETOPHUYNTENHA J103a, B CPABHEHHUE C TPyTaTa Ha IMOJIOBHHATA OT MPETNophYNTEIHATA 1033, TIPU
KOSITO ce HaOJIoJaBa Mo-4eCcTo yMepeHa 3ary0a Ha e(uKacHOCT B Kpast Ha BceKu 12-ceMUUeH 1030B
unrepsai. [Ipodunure Ha 6Ge30macHOCT HA MPENOPBUUTEIIHATA 103 U HA [10JIOBUHATA OT
IPENopbUYUTENIHATA 103 Ca CPAaBHUMU.

Heya (6-11 200unu)

EdukacHocTTa Ha ycTeKMHYMa0 € poydeHa npu 44 neuaTpUdHU MAIEeHTH Ha Bb3pacT OT 6 JI0

11 ronuHM ¢ yMepeH A0 TeXbK IUIaKOB IICOPUA3HC B OTKPUTO, MHOTOLIGHTPOBO MpoyyBaHe ¢aza 3 ¢
exno pamo (CADMUS Jr.). [lanmenTure ca neKyBaHH C MIPEMOPHUUTEIHATA 1032 YCTEKUHYMAO (BXK.
Touka 4.2; n = 44) upe3 moJaKoKHA HHKEKITUS B ceamuiin 0 u 4, oceBaHO OT MpUJIaraHe BEIHBX Ha
Bceku 12 cenmumm (q12w).

ITamuentn ¢ PASI > 12, PGA > 3 u cbe 3acernara BSA nHaii-manko 10%, KouTo ca KaHAWIaTH 3a
CHCTEMHa Tepanus Win QoToTeparnus, ca OMIM NOJAXOAIIH 32 poyuBaneTo. [Ipubnusurtento 43% ot
HNAalMEeHTHTE UMAT MPE/IIecTBalla eKCIIO3UIS Ha KOHBEHIIMOHAIHA CHCTEMHA TePaIHs I
¢dororepamnus. [Ipubnuzutenno 5% OT maMEeHTUTE UMAaT MPeIIIecTBaIla eKCIIO3ULUS HA ONOJIOTHYHH
CpelCTBa.

[IspBuYHaTa KpaiiHa TOYKA € MPOIEHTHT MalMeHTH, MOCTUTHAIHN cKop Ha PGA m3uncrenu (0) nimm
muHuUManHu (1) Ha cenmuna 12. Bropuunure kpaiinn Touku BkiatouBat PASI 75, PASI 90 u mpomsina
CIPSIMO M3XOJAHOTO HUBO Ha J{epMaToJIOrnYHMs HHACKC 3a KauecTBO Ha skUBOT npH Jena (Children’s
Dermatology Life Quality Index, CDLQI) ra cenqmuna 12. Ha cenmuria 12 manmeHTHTe, IeKyBaHH C
YCTEKHHYMa0, TIOKa3BaT KIMHUYHO 3HAYMMO IT0A00pEHNE Ha TICOPUA3UCa U CBBP3aHOTO ChC 3PaBETO
KaueCTBO Ha XUBOT (Tabiumna 7).

Benukn naruenTy ca mpociensBaHu 3a ePUKacHOCT 10 52 CEAMMUIIN CIIe ] TbPBOTO MPIIIOKEHUE Ha
MIPOYYBAHOTO JIEKapCTBO. [IpOIICHTHT Ha nmareHTuTe che ckop Ha PGA wuzunctenu (0) uiu
munumanau (1) Ha cenmuna 12 e 77,3%. EdukacHoct (onpeaeneHa kato PGA 0 wiu 1) e
Ha0JII0/IaBaHa OIIIe MPH ITHPBOTO MOCEIICHNE CIIE]] H3XOIHOTO HIBO Ha ceaMUIla 4, a IpOIeHTHT Ha
nanuenTure, focturianu ckop Ha PGA 0 wnu 1, ce moBumasa o ceamuiia 16, kaTo cie ToBa ocTaBa
OTHOCHUTEIHO cTabuieH a0 cenmuna 52. [lonodpenusita Ha PGA, PASI u CDLQI ce momabpkar 10
ceamuria 52 (tabmurma 7).
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Tadauua 7: O60011eHe HA THPBUYHATA U BTOPHYHUTE KPaliHU TOYKH Ha ceamuua 12 u Ha
cenmuia 52

HeqnaTpuuno npoyusane npu ncopuaszuc (CADMUS Jr.) (Be3pact 6-11 1.)
Cenmuna 12 Cenmuna 52
[IpenoppunTenHa m103a [IpenopbuuTenna no3a
YCTEKHHYMa0 yCcTeKHHyMab
N (%) N (%)

Brxurrouenu nanmenT 44 41

PGA

PGA na n3unctenu (0) nnu 34 (77.3%) 31 (75.6%)

MuHAMaTHH (1)

PGA na uzunctenu (0) 17 (38,6%) 23 (56,1%)

PASI

PASI 75 pecnonnepu 37 (84,1%) 36 (87,8%)

PASI 90 pecnonnepu 28 (63,6%) 29 (70,7%)

PASI 100 pecriorniepu 15 (34,1%) 22 (53,7%)

CDLQI*

ITaruentu ¢ CDLQI > 1 Ha (N=39) (N=36)

M3XOAHO HUBO

CDLQI 0 nymm 1 24 (61,5%) 21 (58,3%)

&  CDLQI: CDLQI € aepMarooruyeH HHCTPYMEHT 3a OLIEHKA Ha e(EKTa Ha KOYKHUS NPOBIEM BEPXY CBBP3aHOTO ChC

3[paBETO KayecTBO Ha XKHUBOT IIpU neauaTpuynara nomynamus. CDLQI 0 uiu 1 nokasBa, ye HAMa eeKT BbpXY
Ka4eCTBOTO Ha JKMBOT Ha JIETETO.

Bonect Ha Crohn

BezonacHocTTa M €(UKACHOCTTA HAa YCTEKMHYMA0 ca OLICHCHU B TPH PAHIOMHU3UPAHH, TBOWHO-CIICITH,
1a1e00-KOHTPOIMPAaHN, MHOTOLIEHTPOBH MPOYYBAHUS NIPU BH3PACTHU MAIUSHTH C YMEPEHa JI0 TEKKa
aktuBHa Oonect Ha Crohn, ¢ MHaekc Ha akTuBHOCTTA Ha Oostectta Ha Crohn (Crohn’s Disease
Activity Index, CDAI) > 220 u < 450). [IporpamaTa 3a KIMHUYHO pa3pabOTBaHE CE ChCTOU OT JBE 8-
CeaIMUYHM npoyuBaHus ¢ nHTpaBeHo3Ha HHAYKIHs (UNITI-1 u UNITI-2), nocneasanu ot 44-
CEIMHUYIHO PaHIOMHU3HPAHO IMPOYUYBAHE C MOIKOKHO MPUIIOKEHNE Ha Toaabpxkaria mo3a (IM-UNITI),
NPE/CTABNISBAIIN 52-CEAMUYHA TePaIusl.

IIpoyuBanusra ¢ uaaykius Bkiaousat 1409 (UNITI-1, n = 769; UNITI-2 n = 640) narueHTw.
[IppBHYHATA KpaifHa TOUKa 3a IBETC WHIYKIIMOHHU MPOYYBAHHSA € MPOLEHTHT HA YYACTHULIUTE C
KIMHUYEH OTroBop (ompeneneH karo Hamanenue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceamuna 6.
JannuTe 3a ehUKacHOCT ce ChOMpaT M aHATTM3UPAT A0 CEAMUIIA 8 3a TBETE MPOYIBAHHUS.
EnHOBpeMEHHOTO IIPUIIOKEHHUE Ha NIEPOPATHU KOPTUKOCTEPOUIU, UMYHOMOYJIaTOPH,
aMHHOCAJIMLIWIATH U aHTUOMOTHUIM € pa3penieHo u 75% OT malueHTHTe MPOABIKABAT Aa MOTydaBaT
Hall-MaJIKO €THO OT TE€3M JIEKapcTBa. B qBeTe nmpoydBaHus NAlMEHTUTE ca PaHJOMU3HPaHH Ja
MOJIy4aT €IHOKPATHO HHTPABEHO3HO NPEOPhUMUTEIHATA 103 OT HpuOIn3uTenHo 6 mg/kg B
3aBUCUMOCT OT TelleCHOTO Teryio (BmwxkTe Touka 4.2 ot KXII na Pyzchiva 130 mg xoHuenrpar 3a
MIPUTOTBSIHE Ha MH(Y3HOHEH pa3TBoOp), pukcupana no3a 130 mg ycreknHymad min mianedo Ha
ceamuna 0.

ITauuenture B UNITI-1 ca nekyBaHM HEyCIEIIHO WM UMAT HEIOHOCUMOCT KbM IPEAILIECTBAIA aHTH-
TNFa tepanus. [Tpubnusurenno 48% OT MalMEHTUTE ca JIEKyBaHU HEYCIICITHO ¢ 1 mpelecTrala
antu-TNFa tepamnus, a 52% ca nexyBanu HeycnentHo ¢ 2 win 3 npeamectamu anTu-1NFo tepamuu.
B ToBa npoyusane 29,1% oT maumeHTUTE UMAT HEOCTATHYEH HadaJeH OTrOBOP (ITbPBUYHH
HepecTnoHepH), 69,4% ca ce MOBIHUSIIN, HO Ca TIPEeCTaHAIM J1a C€ TIOBIUABAT (BTOPHYHU
HepecTnoHiepn), a 36,4% umaT HemoHOCUMOCT KbM aHTU- T NFo Tepanun.

ITauuenture B UNITI-2 ca ieKyBaHU HEYCHEIIHO HAH-MAJIKO C €JHA KOHBEHLIMOHAJIHA TEPAIHS,
BIUTFOUHUTEITHO KOPTUKOCTEPOU U WIIM UMYHOMOTYJIATOPU, KaTO WK HE Ca JICKYBaHH JIOCETa C aHTH-
TNF-a tepanust (68,6%), wnu ca mosrydaBanu npeau Topa aHTu-TNFa Tepamnst, HO Ts e Ouna
HeycremHa (31,4%).
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B nete UNITI-1 u UNITI-2 3Ha41IMO TTO-TOJISIM TIPOTICHT OT MAITUEHTUTE B TPyIIaTa, JICKyBaHa C
YCTEKUHYMa0, ca ¢ KIIMHUYEH OTIOBOP U peMUCHs B cpaBHeHHe ¢ tuiare6o (Tabmuma 8). Knuaunauausat
OTTOBOP M PEMHCHSATA Ca 3HAYMMH OIIlE Ha CeIMUIIA 3 ITPH MAIUCHTUTE, JIEKYBAaHU C YCTEKUHYyMa0, 1
TE MPOJBIDKBAT Ja ce MoA00psBat 10 ceaMuIia 8. B Te3u npoy4BaHus ¢ MHIYKIHS eUKACHOCTTA €
MO-BHCOKA ¥ C€ OJABPrKa M0-100pe B rpymaTa ¢ J03a B 3aBUCHMOCT OT TEJIECHOTO TEIJIO, B
cpaBHEeHUE ¢ rpynara ¢ go3a 130 mg u nopajau ToBa Npu UHTPABEHO3HA UHAYKIIMS CE MPENOpHUBa
JIO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TETJIO.

Ta6anna 8: Uaayknms Ha kianHudeH otrosop v pemucus B UNITI-1 m UNITI 2

UNITI-1* UNITI-2**
Ilnane6o |IIpenopbumte| Ilmanme6o |(IIpenopbumTe
N =247 JIHA /1032 N=209 JIHA /1032
YCTeKMHYMa0 YCTeKMHYMa0
N =249 N=209
Knuanana pemucus, ceqmuna 8 18 (7,3%) 52 (20,9%)* | 41(19,6%) | 84 (40,2%)*

Koraen orrosop (100 Touxn), 53(21,5%) | 84 (33,7%)° | 60 (28,7%) | 116 (55,5%)"

ceamuna 6
Koraen otrosop (100 Touxn), 50 (202%) | 94 (37,8%) | 67 (32,1%) | 121 (57,9%)
ceamua 8
70-TOYKOB OTTOBOp, ceaMuIia 3 67 (27,1%) | 101 (40,6%)° | 66 (31,6%) | 106 (50,7%)"
70-TOYKOB OTTOBOP, CEMUIIA 6 75 (30,4%) | 109 (43,8%)° | 81 (38,8%) | 135 (64,6%)*

Knunnunara pemucus e onpenenena kato CDAI ckop < 150; KnuHUUHUAT OTrOBOp € OIpeseNeH KaTo HaMaJeHHe Ha
CDALI ckop ¢ Haii-manko 100 TOuky Win ChCTOSHUE B KIIMHUYHA PEMHCHUS

70-TOUKOBHAT OTTOBOP € ompereneH kato HamaneHne Ha CDAI ckop ¢ Hali-manko 70 TOYKu

* Heycnex Ha antu-TNFa Tepamnms

** Heycriex Ha KOHBEHIIMOHAIHATA TEpPaIus

& p<0,001
® p<0,01

B npoyuBanero ¢ nogabpxaria tepanus (IM-UNITI) ca onenenn 388 marueHTH, KOUTO TOCTUTAT
100-TOYKOB KJIMHHYEH OTIOBOP HA CEAMMIIA 8 OT MHAYKIUATA C YCTeKHHYMa0 B mpoyuBanust UNITI-1
u UNITI-2. [Tauuenture ca paHAOMU3UPAHU HA CXEMa Ha MOAIBPKAIIO0 JCYCHHUE C MTOJAKOKHO
npuiokeHue Ha 90 mg ycTrekuayMab mpe3 8 cenmuiiy, 90 mg ycreknunyma0 npe3 12 ceMHUIy Win
miarne6o B MpoabIDKeHNe Ha 44 cenMuIy (3a MPEenophUATeTHATA OB KAIIa 1032 BXK. TOUKa 4.2).

3HAYUMO TIO-TOJISAM MPOIICHT MAUEHTH B TPYINTE, JICKYBAaHU C YCTEKMHYMa0, OUIbPKAT KITHHUYHA
pEeMUCHS U OTTOBOp Ha cenMuiia 44 B cpaBHEHHE C Tpymara Ha 1miane6o (Bx. Tabmmma 9).

Ta6anna 9: Ilonabp:kane Ha KIUHNYHAA 0TTOBOp M pemucusi B IM-UNITI (cenmuna 44;
52 ceamMuum OT 3am0YBaHe ¢ HHAYKIIMOHHATA J103Q)

Ilnanedo* 90 mg 90 mg
ycTeKMHYyMa0 | ycTeKHHyMad
npe3 npe3
8 ceamuuu 12 ceamunu
N=131" N =129*
N =128f

Knunuyna pemucus 36% 53%° 49%°
KiMHWYEH OTrOBOp 44% 59%° 58%°
Knnandaa pemucus 6€3 KOPTHKOCTEPOUAN 30% 47%* 43%"

Knnnndza peMucus npu nauueHTH:

B pCMUCH B HAYAJIOTO HAa NOAABPIKAIaTa 46% (36/79) 67% (52/78)a 56% (44/78)

Tepanus

KOHUTO C€ BKJIIOYBAT OT IIPOYYBAHE o o 5 o
CRD3002" 44% (31/70) | 63% (45/72)* | 57% (41/72)
KOHMTO HC Ca JICKYBaHHU JOCCra C aHTU- 0 0 B 0

TNFo ropanms 49% (25/51) | 65% (34/52)* | 57% (30/53)
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KOHMTO CC BKJIFOYUBAT OT IIPOYYBAHC

0 0 0
CRD3001}% 26% (16/61) | 41% (23/56) 39% (22/57)

Kimnnanunata pemucus e onpenenena kato CDAI ckop < 150; KnuHu4HUAT OTTOBOp € OIpe/eeH KaTo HaMalICHUE Ha
CDALI ckop ¢ Haii-manko 100 Touky Uiy CbCTOSHHUE B KIMHUYHA PEMHCUS

* I'pynara Ha miane0o ce ChbCTOH OT MAIMEHTH, KOUTO ca Ce HOBIIMSIIN OT YyCTeKMHYMal U ca paHIOMHU3HPaHH J1a

MoTy4aBaT I1anedo B HAUAJIOTO Ha MOAbPIKaliaTa Teparus.

[Nauuentu, kouto umat 100-TOUYKOB KIMHUYEH OTTOBOP KbM YCTEKMHYMa0 B HA4aJIOTO Ha MOJIbpIKAIIATa TEPaHs

HaHI/IeHTI/I, KOHUTO HE Ca CC MOBJIMAIN OT KOHBECHIIMOHAJIHATA TE€paIiuns, HO HE aatu-TNFa Teparus

P

[TaunenTtu, KOUTO ca pedpakTepHH WM UMAT HemOHOCUMOCT KbM aHTH-TNFa Tepamus
¥ p<0,01
® p<0,05

HOMHHAIHO 3HaunMa (p < 0,05)

B IM-UNITI 29 ot 129 nanueHTH He MOAABPKAT OTTOBOPa KbM YCTEKHHYMa0 MpH NPUIIOKEHHE TIpe3
12 ceqmuny 1 € MO3BOJICHO KOPUTHpaHe Ha Jj03aTa Taka, 4e Ja MoJdy4aBaT YCTeKHHYyMal mpe3

8 ceamunu. 3arybara Ha oTroBop ¢ onpezaeneHa kato CDAI ckop > 220 touku u > 100 Touku
noButeHue cupsamo uzxomuaus CDAI ckop.llpu Te3n manueHTn KIMHAIHA PEMUICHSI CE TIOCTUTA TIPU
41,4% ot mauuenture 16 ceqMuIu cieq KOpUrupaHe Ha J03aTa.

[TanmenTHTE, KOUTO HE Ca MOCTUTHAIN KJIMHWYEH OTTOBOP KbM HHIAYKIIHS C yCTEKHHYyMal Ha
cenmuna 8 ot npoyuBanusta ¢ uHAYKIUs UNITI-1 u UNITI-2 (476 naunenTn), ca BKJIIOYESHU B
HepaHIOMH3HpaHaTa 4acT OT MpoyuBaHeTo ¢ noaabpxkaima tepamnus (IM-UNITI) u ca nomxyuniu
MIOJIKOYKHA WHXKEKIHUS ¢ yeTekrnaymMad 90 mg o tosa Bpeme. Cnen ocem ceamutiu 50,5% ot
MAIMEHTHTE ca MOCTUTHAIN KIMHUYEH OTTOBOP M Ca MPOIBIDKUIN Ja MOJTydaBaT oA bprKaIia
Tepanud npe3 8 cenMuiy. [loBeueTo oT Te3n NalMeHTH ¢ MPOABIDKUTEIHA TOAbpKaIla Tepanus
moIbpKaT 0TroBop (68,1%) u mocturat pemucus (50,2%) Ha ceamura 44, KaTo IPOIEHTHT UM €
1o/100eH Ha TO3U MPH MALUEHTHTE, KOUTO MbPBOHAYAIHO Ca CE MOBIHUSIN OT HHAYKIINA C
yCTeKnHyMao.

Ot 131 nanueHTH, KOUTO ca Ce MOBJIUSIN OT MHAYKIMA C YCTEKHHYMal U ca paHAOMHU3HUPAaHU B
rpynara Ha mianedo B Ha4alloTo Ha IMMPOYYBAaHETO ¢ MOAbPIKaIla Teparus, 51 BrociencTeue ca
3aryOuiy oTroBopa cu U ca noinydmin 90 mg ycTeknHyMab moaKoxkHo mpe3 8 cenmuiiy. [loBedero ot
MAIMEHTUTE, 3aTyOMIN OTTOBOPA CH U MOHOBUIIH JICUCHUETO ¢ YCTEKUHYyMab, ca TO HAIIPaBWIH B
pamkuTe Ha 24 ceIMUIM OT MHIyKIMOHHATa nHPY3usa. Ot Te3u 51 manuenTu 70,6% mocTurat
KJIIMHAYEH OTroBop U 39,2% mocTurar KIMHUYHA peMUCcHs 16 ceIMULIU ciel MOIyYaBaHETO Ha
IbpBaTa MOJKOXKHA J103a YCTEKUHYMaO0.

B IM-UNITI nauueHnTrte, 3aBbPIININA IPOYYBAHETO J0 ceaMuua 44, ca MOAXOISAIIM Ja TPOABIIKAT
JICYCHUETO B MPOIBIDKEHUE HA Npoy4uBaHeTo. [Ipu Bcnukute 567 nauueHTH, BKIOYEHN HA U JIEKYBaHU
C yCTeKI/IHYMa6 B IPOABJKCHUCTO HA IIPOYYBAHCTO, KIIMHUYHATA PEMUCHUA U OTTOBOPBHT OOMKHOBEHO
ce ToAIbpIKaT 110 ceamua 252, kakto npu OomHNTe ¢ Heycrex Ha TNF-TepamuuTte, Taka u nmpu
HNAalMEHTUTE C HEYCIIeX HAa KOHBEHIIMOHAIHNUTE TePaItu.

He ca yctanoBeHH HOBH CbOOpakeHHs 3a 0€30IaCHOCT IPH yIbJKaBaHE HA TOBA MIPOYUYBAHE 110
5 TOQWHY HAa JIeYeHHe TIpH NarueHT ¢ onect Ha Crohn.

Enoocronus

BBHIIHUAT BU HA TUTABUIIATA € OIICHEH SHIOCKOTICKY NpH 252 MaIUeHTH ¢ TIOXO0/IAIIA U3XO0THA
€HJIOCKOIICKA aKTUBHOCT Ha 3a00JIsIBAHETO B €IHO MOANpoyYBaHe. [IbpBrUHATa KpaliHa TOUKa €
MPOMSHA OT M3XOAHOTO HUBO Ha ONMpoCTEeHUs CHIOCKOIICKH cKOp Tipu Oosect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH ckop OT 5 Hie0-KOJIOHHH
CerMeHTa 3a HaJm4yue/pa3Mep Ha SI3BUTE, MPOIEHT Ha JINTaBUYHATA IOBBPXHOCT, TOKPUTA OT SI3BH,
MPOIICHT Ha JIMTaBUYHATA MOBBPXHOCT, 3aCerHaTa OT APYTH JIC3UH, U HATNYNE/BUT HA
CTecHsABaHUATa/CTPUKTYpuTe. Ha cenmuria 8, criel eAMHUYHA NHTPABEHO3HA HHAYKIIMOHHA 71033,
npomsiHaTta B SES-CD ckopa e mo-roisiMa B rpymara Ha ycrekuaymab (n = 155, cpenna

mpoMsiHa = -2,8) OTKOJIKOTO B rpymara Ha 1uramebo (n = 97, cpenna npomsaa = -0,7, p = 0,012).
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Iosnuseane na gpucmynume

B enna noarpyna nanueHTH ¢ ApeHupamy GUCTyIH Ha U3X0aHO HUBO (8,8%; n = 26), ductynure Ha
12/15 (80%) ot nekyBaHUTE ¢ YyCTEKUHYMa0 MAallUeHTH Ce TIOBIUABAT B IPOABIDKEHUE Ha 44 ceMUIH
(ompeneneno kato > 50% HamalieHHE OT U3XOJHO HHBO B MIPOYYBAHETO C MHAYKIHA Ha Opost Ha
npenupamute ¢puctyimn) B cpaBHenue ¢ 5/11 (45,5%) ¢ manebo.

Kauecmeo na sicusom, cewvpsano cvc 30pasemo

KauecTBOTO Ha )KHBOT, CBBP3aHO ChC 3/IPABETO, € OI[EHEHO MOCPEACTBOM BBIIPOCHUK P
BB3NAIUTEIHH 3a00isBanus Ha yepBara (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BbrpocHuM SF-36. Ha cenmuua 8 nauneHTrTe, NoayvaBaliy yCTeKUHYMa0, MOKa3BaT CTAaTUCTUIECKU
3HaYMMO IO-TOJIIMO M KJIIMHUYHO 3HAUYUMO nopobpenue Ha oomust IBDQ ckop u Ha SF-36 Mental
Component Summary Score B UNITI-1 u UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBuenue c mianedo. B npoyusanero IM-UNITI no cenmuna 44 te3n nonoOpeHust
0OMKHOBEHO Ce MOJABPKAT NOo-100pe MPH JIEKYBaHU C yCTEKMHYMa0 MallMeHTH B CPaBHEHHE C
mwiane6o. [ToroOpeHneTo Ha KauecTBOTO Ha JKUBOT, CBBP3aHO ChC 3PaBETO, OONKHOBEHO Ce
MOJUTBbpIKa Mpe3 ISUTOTO MPOIBIDKEHHE 10 ceaMunia 252.

HmyHorenHoct
ITo BpeMe Ha JieueHHE ¢ YCTEKMHYMa0 MOTaT J1a Ce Pa3BUAT aHTUTEINA CPEIly YCTEKHHyMa0 1

MOBEUETO OT TAX ca HeyTpainu3upanii. O0pa3yBaHETO Ha aHTUTEIA CPENTy YCTEKHHYMa0 € CBhP3aHo C
MIOBHIIIEH KIMPHHC HA YCTEKMHYMa0 mpu manueHTH ¢ 6onect Ha Crohn. He e HaOnroaBana HamaneHa
eduracHocT. He ce HabmomaBa o4eBUIHA 3aBUCUMOCT MEXKy HAJTUIMETO Ha aHTHUTETIA CPEITy
YCTEKMHYMa0 U TosIBaTa Ha PEakiui Ha MSCTOTO Ha MHXKEKTUPAHE.

INenmarpuyHa momysIarws

EBporeiickaTa areHiyst o JeKkapcTBaTa oTJiara 3aJbJDKCHHETO 3 IPEAOCTaBsIHE HA Pe3YJITaTUTE OT
NPOYYBaHUATA C YCTEKHHYMa0 B €1HA WJIH MOBeYe MOATrPYIH Ha MEeANaTPUIHATA TOMyJIaus IpU
6onect Ha Crohn (Bk. Touka 4.2 3a HHPOPMALHSI OTHOCHO yroTpeda B eAUATPHUSITA).

5.2 ®apmMakoKWHeTHYHH CBOMCTBA

AGcopbums
MennanaTta Ha BpeMe 3a JIOCTHUTaHe Ha MaKCHMaJTHA CEpYMHA KOHIIEHTPAHS (tmax) € 8,5 THE cen

€HOKpaTHO NpuiIokeHne Ha 90 mg MOIKOKHO MPU 3APaBU MAUCHTH. MeIMaHaTa tmax HA
YCTEKMHYMaO CIIe]] eTHOKpATHO MpriIoxkeHue Ha 45 mg i 90 mg MOAKOXKHO TPH MAIUEHTH C
TICOPHUA3HUC ca CXOHH C HAOII0JaBaHUTE TIPHU 3PaBH MAIUEHTH.

AOcomoTHaTa OMOHAIMYHOCT HAa YCTEKHHYMAa0 Clie]] €THOKPATHO MOJIKOXHO TPUIIOKCHHE €
n3uncieHa Ha 57,2% mpu maueHTy ¢ IcCopHasuc.

PasnpeneneHue
Mennanata Ha o0eMa Ha pasnpesencHe B TepMuHanHaTa gasza (Vz) cien emHOKpaTHO HHTPABEHO3HO

MIPUJIOKEHHUE MIPH MALMEHTH ¢ TICOpHa3uc Bapupa ot 57 mo 83 ml/kg.

BuorpanchopMmarus
TOYHMAT BT Ha MeTabOIU3NpaAHe HA YCTEKMHYMa0 He € U3BECTEH.

Enumunupane
Menunanata Ha cuctemMans kiupbsHC (CL) cieq emHOKpaTHO HHTPaBEHO3HO MPUIIOKEHUE TIPH

NalKeHTH ¢ icopuasuc Bapupa ot 1,99 1o 2,34 ml/nen/kg. Mennanata Ha momyxuBoTa (ti2) Ha
YCTEKHHYMa0 € MPUONM3UTENTHO 3 CEAMHIH NPH NMALMEHTH ¢ TICOpUa3ucC, IICOPUaTUICH apTPUT, O0IecT
Ha Crohn u Bapupa ot 15 10 32 1HM BB BCHUKH MMPOYIBAHUS HA TICOPUA3KC U ICOPHATHYECH apTPUT.
CoritacHO mpoBezicH (papMaKOKMHETUYCH aHAIN3 Ha HomyanusaTa npuBuaHuaT KiiupbHC (CL/F) u
npuBUAHUAT 00eM Ha pasnpenenenue (V/F) ca ceorBetHo 0,465 1/d 1 15,7 1 mpu nauuentu ¢
ncopuasuc. CL/F na ycrekunyma0 He € 3aBHCHM OT MoJia. Pe3ynTatu oT momynanuoHeH
(hapMakOKMHETHYEH aHAITN3 MIOKA3BaT, Ye UMa TEHJICHIINS KbM MO-BUCOK KIIMPHHC HA YCTEKHHYMa0
NpY TALMEHTUTE, AAIH OJI0KUTENICH Pe3YITaT Ha U3CIEIBAaHETO 3a AaHTHUTEJIA CPEIy YCTEKUHyMao.
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JIuneliHoCT Ha fo3aTa

CuctemHarta excio3uiyst Ha ycTeKUHYMao (Crax 1 AUC) ce yBennuaBa 1o Ha4uH, MPUOTU3UTETHO
MPOTOPITHOHANICH Ha 103aTa, CJIe] €IHOKPATHO HHTPABEHO3HO MPHJIOKCHUE HA 03U B TPaHUIATA
mexay 0,09 mg/kg u 4,5 mg/kg uiau ciaen eTHOKPATHO MOAKOYKHO MPHJIOKECHUE HA 103U B TpaHMIIaTa
Mexay 24 mg u 240 mg mpu MaueHTH ¢ TICOPHUA3HC.

EnuHudHa cpelily MHOTOKpaTHa J103a
[Ipodunute Ha cepyMHa KOHIICHTpALUI-BpeMe Ha YCTEKUHYMAa0 ca MPUHIIUITHO MPEABUIUMHE CJIE]T

MOJIKO)KHOTO MIPHIIOKEHUE HA €THOKPATHU M MHOTOKPATHU J103U. [Ipy manueHTH ¢ mcopuasuc
CTaIlMOHAPHUTE CEPYMHHU KOHIICHTPAIIMY Ha YCTEKUHYMa0 ca JIOCTUTHATH B ceiMHUIIa 28 clie/
IEPBOHAYATTHY TOIKOXKHH 1031 B ceamuity 0 u 4, mociienBaHy OT JI03M Ha BCEKH 12 cenMHuIIn.
Menuanara Ha CTallMOHApHATA CEPYMHA KOHIIEHTpanus € B rpanuiute Mmexay 0,21 pg/ml u
0,26 pg/ml (45 mg) u mexay 0,47 ug/ml u 0,49 pg/ml (90 mg). Hama odeBuHO KyMyIupaHe B
cepyMHaTa KOHIICHTpAI¥sl Ha YCTEKHHYMal ¢ BpEMETO, KOraTo Ce Mpuiiara MoJAK0XKHO Ha BCEKH
12 cemmurm.

[Ipu manmenTu ¢ 6osect Ha Crohn ciiex MHTpaBeHO3Ha /103a OT ~6 mg/kg ce mpuiara moKoKHa
nojIspKaia tepanust ot 90 mg ycrekunymad npe3 8 win 12 ceZMHIU, KOSTO 3a104Ba Ha ceIMUIIa 8.
KoHuenTpanus Ha ycTeknHyMa0 B CTallHOHAPHO ChCTOSHHUE C€ JOCTHra KbM Ha4ajOTO Ha BTOparta
nojabspxama no3a. [Ipu narmenTu ¢ 6onect Ha Crohn MeauaHaTa Ha Hal-HUCKUTE KOHLEHTPALIUH B
CTaIlMOHAPHO ChCTOsIHUE Bapupa oT 1,97 pug/ml o 2,24 ug/ml u ot 0,61 pg/ml mo 0,76 pg/ml 3a
ycreknHyMab 90 mg cboTBeTHO npe3 8 cenmuuy iy npes 12 ceqmuuu. Hali-Huckure HUBa Ha
YCTEKHHYMab B CTalMOHAPHO ChCTOSIHUE, TTOIydeHH pu 90 mg ycTekuHymab mpe3 8§ ceaMuIy, ca
CBBp3aHH C TI0-BHCOKA YECTOTA HAa KJIMHUYHA PEMHCHS B CPAaBHEHHE C Hali-HUCKUTE HUBA B
CTalroHapHoO cheTogHue cinen 90 mg npe3 12 ceamuny.

BiusiHye Ha TErnoTo BEpXY hapMaKOKHMHETHKATA

B nipoBenieH nomynanyoHeH papMaKOKHHETHYCH aHAJH3, KBIETO Ca W3MON3BaHM JaHHU OT MAIlHeHTH
C TCOpHUAa3MC € KOHCTaTUPAHO, Ye TEJIECHOTO TETJIO € Hal-3HayMMaTa KOBapuaTa, BIUsea BbPXY
KIMpbHCA Ha ycTeknHyma0. Mennanarta na CL/F npu nanuentu ¢ terno > 100 kg e npubnusurenHo ¢
55% mo-BucoOK B cpaBHeHue ¢ nanueHTH ¢ Terio < 100 kg. Mennanara va V/F npu nanueHTy ¢ TErio
> 100 kg e npubmusurenno ¢ 37% mo-BUCOK B cpaBHeHHUe ¢ nmanueHTH ¢ Terao < 100 kg. Menuanara
Ha MUHHMAaJIHUA CEPYMHH KOHLIEHTPALMK Ha yCTEKUHYMa0 MPH MAUEHTH C IIO-TOJISIMO TErJIo

(> 100 kg) B rpynara ¢ m03a 90 mg ca no00HU Ha TE3H MPH MALUEHTUTE ¢ To-Maiiko Tero (< 100 kg)
B Tpynara c 1o03a 45 mg. [Togo0Hu pe3yaTaTH ca MoyuyeHH OT OTBbpANTeNeH hapMaKOKHHETHYEH
MOIYJIAIIMOHEH aHANN3, KBJIETO Ca U3MOI3BAHM JaHHH OT MALMEHTHU C ICOPUATHYCH apTPHUT.

Kopurupase Ha yectoraTa Ha IPWIOKEHUE

BB3 ocHOBa Ha HaONrOIaBaHUTE NaHHU U TommynanuonHuTe OK aHanu3u rmpu naueHTy ¢ 00JIeCT Ha
Crohn pannoMu3upaHnTe YIaCTHUIIM, KOUTO PECTaHAT Ja Ce NMOBIUSIBAT OT JICYCHUETO, UMAT T10-
HUCKH CEpyMHH KOHIICHTPAITNH Ha YCTEeKUHYMa0 BHB BPEMETO B CPAaBHEHHE C YIACTHUIINTE, KOUTO HE
ca 3aryouu otrosop. [Ipu 6onectra Ha Crohn xopurupaHeTo Ha qo3ara ot 90 mg Ha BCEKH

12 cenmunin Ha 90 mg Ha BCEKH § CEIMMUIIM € CBHP3aHO C MOBUIIABAHE HA HAll-HUCKUTE
KOHIICHTpAI[MK Ha YCTEKHHYMa0, KaTo TOBa CE ChIIBTCTBA C IMOBHUIIIABaHE HA e(DUKACHOCTTA.

CrenmanHy nomyJaluu
Hsma Hannyan ¢papMakoKMHETHYHN AaHHU MIPU MALMEHTH C yBpeAeHa ObOpeyHa Hiu YepHOApoOHa
¢ynkua. He ca mpoBeeHN KOHKPETHH MIPOYYBAHMS IIPH TAIEHTH B CTApUECKa Bb3pacT.

(DapMaKOKI/IHeTI/IKaTa Ha YCTCKI/IHYM36 KaToO IAJI0 € CpaBHHUMA MCKAY MALIUCHTHU C IICOPUA3UC OT
A3MaTCKH 1 HEA3UATCKHU ITPOU3XO0.

[Ipu manmenTn ¢ 60onect Ha Crohn BapnaOMITHOCTTa HA KIUPBHHCA HA YCTEKHHYMAa0 Ce MOBIIMSBA OT
TEJIECHOTO TETJI0, HUBOTO Ha CEPYMHUS alI0YMUH, 110JIa ¥ CTAaTyca M0 OTHOIICHUE Ha aHTHUTEaTa
Cpely yCTeKHHyMa0, JOKaTo TEIECHOTO TETJIO € Hal-3HaunMaTa KOBapHara, BIHsiella BbpXy ooema
Ha pasnpenaeneane. OcBeH ToBa rpu 6onectta Ha Crohn KIMPHHCHT ce MOBIHsABA 0T C-peaKTHBHUS
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MPOTEHH, CTaTyca M0 OTHOIICHHUE Ha HEycIeX Ha JiedeHrueTo ¢ TNF-anTaroHucTy u pacara (a3uaTcKu
CIIPSIMO HEa3MaTCKH MPOM3Xo[). Be3melicTBIeTo Ha Te3u KoBapuaTH € B paMkute Ha + 20% oT
TUMIUYHATA WU pe)epeHTHATa CTOMHOCT Ha choTBeTHUA DK mapameTsp, mopaau ToBa HE €
Heo0X0IMMa KOPEKIHsI Ha JI03aTa 3a Te3u KoBapuatu. ChITbTCTBAIIOTO MPUIOKEHHUE HA
MMYHOMOYJIATOPH HAMA 3HAYHUTETHO BIHSHUE BBPXY pasNpeie]IeHHEeTO Ha YCTEeKHHYMao.

Pesynratu oT papMakOKMHETHYEH aHAJIM3 Ha MOMyJIalysITa He IOKa3BaT BIMSHIE Ha TIOTIOH WM
AJIKOXOJI BbPXY (papMakoKMHETHKATa HA YCTEKUHYMAO.

CepyMHHTE KOHLIEHTPALUH Ha YCTEKWHYMA0 NpY MeJUaTPUIHM alUeHTH C ICOPUA3UC, HA Bb3pacT OT
6 1o 17 roguHy, JIEKyBaHU C MPENOPHUUTETHATA 103a CIIOPEN TEIECHOTO TEIJI0, Ca CPABHUMM C TE3U
IIpU Bb3pacTHATAa MOITyJIAlUs C ICOPUA3UC, JICKYBaHa ¢ 103a 3a Bb3pacTHU. CepyMHUTE KOHLIEHTPAIUH
Ha YyCTeKWHYMab Mpu NeJuaTpUYHU MalueHTH Ha Bb3pacT 12-17 rogunu ¢ ncopuasuc (CADMUS),
JIEKyBaHHU € TIOJIOBUHATA OT MPENOPBUUTENHATA ]03a CIIOPE TEINECHOTO TETJIO, Ca 3HAUUTEIHO T0-
HUCKH OT T€3U MPHU BH3PACTHH MALUEHTH.

Perynupane na CYP450 eHzumu

Edexrure na IL-12 wiun IL-23 Bbpxy peryaupaneto Ha CYP450 eH3uMuTe ca OLiEHSHHU B in Vitro
MPOYyYBaHE C U3IMOJI3BaHE HA YOBEIIKH XCIATOIUTH, KOeTO mokasea, ye IL-12 u/unum IL-23 ¢ HuBa ot
10 ng/ml He npomensT aktuBHOCTTa Ha YoBemknuTe CYP450 enzumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
wim 3A4; Bx. Touka 4.5).

5.3 IIpeakJMHUYHU JAHHU 32 0€30MACHOCT

HexuHUYHUTE JaHHU HE TOKa3BaT 0COOEH PUCK (HAIp. TOKCHYHOCT Ha OpraHuTe) 3a Xopa Ha 0Oa3ara
Ha MPOYYBAHMS 32 TOKCUYHOCT IIPH MHOTOKPATHO TMpHJIarane, TOKCHYHOCT 3a Pa3BUTHETO U
PENPOAYKTUBHA TOKCUYHOCT, BKIIOUUTETHO U (hapMaKoJIOrMYHHUTE OLIEHKH 3a Oe3omacHocT. [1pu
NPOYYBaHUS 32 TOKCHYHOCT 33 Pa3BUTHETO U PEHNPOLYKTUBHA TOKCHYHOCT NP IBJITOOMNAIIATH MaKaLH
He ce Ha0JIIoIaBaT HeXxeNaHu e)eKTH BbpXY QepTUINTeTa TP MBKKHUTE, KAKTO U BPOJCHH JeQeKTH
WJIN TOKCUYHOCT 3a pa3BuTueTo. He ce HaOmogaBar Hexxenanu eeKTH BbpXy QepTHinTeTa Mpu
KEHCKUTE MPH yrnoTpedaTa Ha aHAIOTHYHO aHTUTsuIo cpemty 1L-12/23 npu Mumky.

Jlo30BUTE HUBA B IPOYYBAHIS MIPU KUBOTHH ca 01130 45 MBTH MO-BUCOKH OT Hail-BHCOKaTa
€KBUBAJICHTHA J103a, IPEBIKIaHa 32 MIPUIIOKECHUE MPU NAIlUEHTH C ICOPUA3UC, U BOJSAT A0
MaKCHMAaJIHU CEPYMHH KOHIIEHTPAIMH MTpH MaltMyHH, KOUTO ca Haa 100 mbTH MO-BUCOKH OT
KOHIICHTpAIMUTE, HAOII0IaBaH! TIPH XOpa.

He ca nmpoBexxganu mpoydBaHUs 32 KapIUHOTEHHOCT C yCTEKHMHYMa0 Mopain JIUICcaTa Ha MOIXO SN
MOJIEIN 32 aHTHTSUIO 0€3 KPhCTOCaHa peakTHBHOCT KbM 1L-12/23 p40 Ha rpuzaun.

6. DAPMAIEBTUYHHU JAHHU

6.1 ChoucbK Ha IOMOILIHUTE BeleCTBA

XUCTUINH

XUCTUAWHOB XUAPOXIOPH MOHOXUAPAT

[ommcopo6ar 80 (E 433)

3axaposa

Bona 3a nexexkuuu

6.2 HecbBMECTHMOCTH

[Topanu nunca Ha MPOYYBaHUS 32 HECHBMECTHMOCTH, TO3H JIEKAPCTBEH MPOIYKT HE TPAOBa /1a ce
CMECBA C JPYTH JIEKAPCTBEHH MTPOTYKTH.
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6.3 Cpox Ha roaHOCT

Pyzchiva 45 mg nHXeKIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA
3 roguHu

Pyzchiva 90 mg nHxeKIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAIIBJIHEHA CIIPHHIIOBKA
3 roguH"

OT}ICHHHTC MMPEABAPUTCIIHO HAIIBJIIHCHNU CIIPUHIIOBKU MOKE 1a CE€ ChbXpaHsiBaT IIpU cTaiiHa
temmeparypa 10 30 °C eqHOKpaTHO 32 MAKCHMAJICH MEPUO/I0 1 Mecel] B OpUrHHAIHATA KApTOHEHA
OMAaKOBKa, 33 J]a Ce MPE/a3saT OT CBETJIMHA. 3aMuIIeTe JaTaTa, Ha KOSTO MPEIBAPUTEITHO HAITbJIHEHATA
CIPUHIIOBKA € M3BaJICHa 3a ITBPBHU ITBT OT XJIAAMIHUKA Ha 0003HAYEHOTO HA KapTOHEHATa OIIaKOBKa
MscTO. B Kpast Ha TO3H Mepro/| MPOAYKTHT MOXKeE Ja ObJc BbpHAT B XJIaJuIHUKA. M3XBBHpICeTE
CIIPUHIIOBKATA, aKO HE C€ M3IMO0JI3Ba CJIC/ ChXPaHCHHE MPH CTaiHa TeMIiepaTypa B paMKHUTe Ha 1 Mecenl
WK CJIC U3TUYAaHC HAa OpUT'MHAJIHUA CPOK Ha T'OJHOCT, B 3aBUCUMOCT OT TOBa, KOC€ OT ABCTC HACTHIIU
I0-PaHo.

6.4 Crnenuananm yca0BHs HAa CbXpaHeHHe

[a ce cpxpanssa B xnaguinauk (2 °C — 8 °C). [la He ce 3ampa3ssiBa.

CoxpaHsBaiiTe IpeABAPUTEIHO HATbJIHEHATa CIIPUHIIOBKA B KAPTOHEHATa ONIAKOBKa, 32 /1a Ce
Ipezrnasy oT CBETJINHA.

AKO € He0OX0MMO, OTIETHUTE NPEIBAPUTEITHO HAITBIHEHN CIIPUHLIOBKH MOJKE J]a C€ ChXPaHsABaT MPH
craitaa Temnepatypa 110 30 °C (Bx. Touka 6.3).

6.5 Buau chabp:KaHue HA ONAKOBKATA

Pyzchiva 45 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAIThJIHEHA CIIPUHIIOBKA

0,5 ml pa3tBOp B 1 ml cripuHIIOBKA OT CTHKJIO THII | ¢ pukcHpaHa urjia oT HepbKIaeMa CTOMaHa U
MpEeINa3nuTe Ha UIJIaTa, ChAbPKall KaydyK, 1 OpoMOyTHIIOBa TYMEHa IiaBa Ha OyTalo.
CrpuHIIOBKaTa € CHa0/IeHa C YCTPOMCTBO 3a MMaCHUBHA 3aIlIHTA.

Pyzchiva 90 mg MHKEKIIMOHEH Pa3TBOP B IPEABAPUTEIHO HAITBJIHEHA CIPHUHIIOBKA

1 ml pa3tBop B 1 ml cipuHIoBKa OT cTHKIO THI | ¢ PruKCcHpaHa urita oT HEpHKIAEMa CTOMaHa U
Mpena3snuTe)l Ha MIJIaTa, ChAbpikallla Kaydyk, 1 OpoMOyTHIIOBA TYMEHA IIaBa Ha 0yTaJlo.
CrpurHIIOBKaTa € CHabAeHa ¢ yCTPONCTBO 3a MaCHBHA 3aIuTa.

Pyzchiva ce pasnpoctpansBa B onakoBka oT 1 IpeABapUTEIIHO HAITbJIHEHA CIPUHIIOBKA.
6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBHPJIsiIHE H padoTa

Pa3TBOpBT B peBapUTETHO HAITBIHEHATA CIPUHIIOBKA Pyzchiva He TpsiOBa 1a ce paskiara.
Pa3TtBOpBT TpsiOBa Ja ce MPOBEPH BU3YATHO 32 HATMYUETO HA BUJIUMH YaCTHIIN WM ITPOMSIHA Ha
L[BETa, PN J1a CE MPUIIOKH MOAKOXKHO. Pa3TBOpBT € OucThp, Oe3uBeTeH 10 OJICT0KBIAT U MOXE A2
ChIIbpKa HAKOJKO APEOHU MOTYIPO3pAYHH WK O YaCTUIM TPOTEHH. T03H BHHIIICH BUJI HE €
HeoOMyaeH 3a MPOTEMHOBUTE Pa3TBOPHU. JIeKapCTBEHUAT NPOAYKT He TPsAOBa Jia ce ynorpedsiBa, ako
PasTBOPBT € C MPOMEHEH LBAT WM MBTEH, HJIH ChIbpKa BUAUMH Uy au yactuid. [Ipeaun npunarane
Pyzchiva tps0Ba na nocturne craiina TemrepaTtypa (IpHOIU3UTEIHO 32 OKOJIO MOJIOBUH Yac).
IToapo6uu yka3aHus 3a ynorpeda ca NpeoCTaBeH! B JIMCTOBKATA 3a MAlUCHTA.

Pyzchiva He chabpka KOHCEPBAHTH, 3aTOBA HEU3IOI3BAHUAT JIEKAPCTBEH MPOIYKT, OCTAHAJ B
CIIPUHIIOBKATa, HE TPsIOBa Jia ce u3non3Ba. Pyzchiva ce g0cTaBs KaTo CTEpUITHA TIPEIBAPUTEITHO
HaIbJIHEHATA CIIPUHIIOBKA 32 eHOKpaTHa yrnorpeda. ClipuHIIOBKaTa He TpIOBa Jia ce M3IM0JI3Ba
HOBTOPHO. Hen3mon3BaHusAT JIeKapCTBEH MPOAYKT MM OTHAIbYHUTE MaTEPHAIM OT HEro TpsidBa 1a ce
U3XBBPJIAT B CbOTBETCTBHE C MECTHUTE H3UCKBAHHS.
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7. HHPUTEXKATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Samsung Bioepis NL B.V.
Olof Palmestraat 10
2616 LR Delft

Hunepnannus
8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Pyzchiva 45 mg MHXEKIIMOHEH pa3TBOP B IIPEABAPUTEIHO HA'BIHEHA CIIPUHIIOBKA
EU/1/24/1801/001

Pyzchiva 90 mg MHXEKIIMOHEH pa3TBOP B IIPEABAPUTEIHO HA'BIHEHA CIIPUHIIOBKA
EU/1/24/1801/002

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

[laTa Ha mepBoO pazpemasane: 19 anpun 2024 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

ITonpoOHa nH(pOpManKs 3a TO3H JEKAPCTBEH MPOAYKT € IpeIocTaBeHa Ha yebcalita Ha EBponeiickara
areHnus 1o JekapcTeata https://www.ema.europa.eu/.
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HNPUJIOKEHUE 11
MNPONU3BOJUTEJIN HA BUOJIOIT'MYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJAUTEJL, OTTOBOPEH 3A
OCBOBOXKIABAHE HA ITAPTHU/IU
YCJIOBUSA NJIM OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'UN YCJIIOBUA U UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHNS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA NTPOAYKT
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A. NPOU3BOIUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO 1
MNPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIHN

Hme n aapeC HAa MPOU3BOAMTCINTE HA OMOJIOTHMYHO AKTUBHOTO BC€IICCTBO

AGC Biologics A/S
Vandtarnsvej 83B

Soborg, 2860
Janus

Hme n aJapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 34 0CB060)KI[aBaH€ Ha NapTHUAUTC

Samsung Bioepis NL B.V.
Olof Palmestraat 10,

2616 LR Delft
Hunepnannus

b. YCJIOBUA NWJIN OI'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOAYKT CE€ OTITyCKa [0 OTPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTeprcTika Ha MpoAyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUS U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3npaHu aokjaanau 3a 6ezonacuoct (IIA/IB)

M3uckpanusTa 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentnute natu Ha Epponetickus ¢bio3 (EURD cruchk), npeasuzeH B wi. 1078, at. 7 ot
Hupextusa 2001/83/EO, n BbB BCUUKH CJI€ABALIN aKTyaJIN3aLIH, ITyOJIUKYBaH! Ha €BPOIEHCKUS
yeOropTain 3a JeKapcTaa.

I YCJIOBHUA U OI'PAHNUYEHUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHMUS TIPOAYKT

. IInan 3a ynpaBaenue Ha pucka (IIYP)

[Ipurexarensar Ha pa3pemennero 3a ynorpeda (IIPY) TpsOBa na n3BbpiIBa M3NCKBaHUTE EHHOCTH H
JIeCTBUS, CBbP3aHU C TIPOCiIesiBaHe Ha JeKapcTBeHaTa 6e301acHOCT, mocoueHu B 000penus [1YP,
npenctaBed B Monyn 1.8.2 Ha pa3pemieHreTo 3a ynorpeda KakTo ¥ BbB BCUYKH CJIEIBAIIN 0100peHI
akTyanu3auuu Ha ITYP.

Axtyanmsupan [TYP tpa6Ba na ce mopasa:

. 10 MCKaHe Ha EBpornelickara areHnus 1o JeKapcTBara;

. BUHArU, KOraTo c€ U3MEHs CUCTeMaTa 3a yIpaBJIeHHe Ha pUCKa, 0COOEHO B pe3yiTaT Ha
NOJIy4aBaHe Ha HOBA MH(OPMAaLKs, KOATO MOXKE /1a AOBEE 10 3HAYUMHU IPOMEHHU B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIe/ JOCTUTaHEe Ha Ba)KEH eTan (BbB Bpb3Ka ¢ Ipocie s BaHe
Ha JIeKapCTBEeHaTa 0€30MacHOCT WM CBEXJIaHe Ha PUCKA 0 MUHUMYM).
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INPUJIOKEHUE 111

JAHHU BBbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA KYTHS (130 mg)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Pyzchiva 130 mg koHIIeHTpAT 3a HHPY3HOHEH Pa3TBOP
YCTEKHHYMa0

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceekn dmakon ceaspika 130 mg ycrekunymabd B 26 ml.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

ITomoriHy BemecTBa: XUCTHINH, XUCTHIMHOB XUAPOXIOPUT MOHOXUIPAT, MCTHOHHH, TUHATPHEB
ezmerar, 3axapo3a, nonucop6bar 80 (E 433), Boxa 3a HHKEKIIMU

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

Konnenrpat 3a nH(pY31OHEH pa3TBOp
130 mg/26 ml
1 dbnakon

‘ 5. HAYUH HA INTPUJIOKEHUME U ITT(MIIIA) HA BBBEKJAHE

[la He ce pazkiarma.

[Ipenu ynorpeba npouerere IMCTOBKATA.

Camo 3a elHOKpaTHO NIPUIIOKEHUE.
MHTpaBeHO3HO NPUIIOKEHHUE CIIEN Pa3pexkaaHe.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIaA.

‘ 7. JAPYTI'U CHEHNUAJIHM ITPEAYIIPEXXJEHN A, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
CrxpaHsBaiiTe iakoHa BB BHHIIIHATA KAPTOHEHA OMAKOBKa, 3a Ja ¢e Mpera3d OT CBETINHA.
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10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft
Hunepnannus

12. HOMEP(A) HA PABPEIHIEHHUETO 3A YIIOTPEBA

EU/1/24/1801/003

13. NAPTUJAEH HOMEP<, KOAOBE HA JAPEHUETO U HA TIPOAYKTA>

ITapT.Ne:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

[Ipuero € ocHOBaHuUE 1a He ce BKIOYM nH(popMalus Ha bpaiiiosa a30yka.

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByr3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH HIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

TEKCT HA ETUKETA HA ®JIAKOHA (130 mg)

1. NME HA JIJEKAPCTBEHUA IMTPOAYKT U ITbT(MIIA) HA BBBEXKJIAHE

Pyzchiva 130 mg koHIeHTpaT 3a HHPY3Hs
yCTeKnHyMab

‘ 2. HAYYH HA ITPNJIOKEHHNE

3a i.v. IpUIOXKEHUE cIIe]l pa3pexnaHe
[a He ce pazkiama.

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

5. CbABPKAHUE KATO MACA, OBEM WJIN EJJUHUIIN

130 mg/26 ml

6. JPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSATA HA ITIPEJIBAPUTEJ/IHO HAITBJIHEHATA CITPUHIIOBKA (45 mg)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Pyzchiva 45 mg WHXEKITMOHEH pa3TBOP B MPEIBAPUTEITHO HAITBJIHEHA CITPUHIIOBKA
yCTeKHHyMab

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika npeaBapuTenHO HabJIHEHA CIIPUHIIOBKA ChAbpika 45 mg ycrekunymab B 0,5 ml.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

[TomonrHM BelecTBa: XUCTUIUH, XUCTUUHOB XUIPOXIOpUA MOHOXUIpart, noircopoat 80 (E 433),
3axapo3a, BoJia 3a MHXKEKIIMH. 3a TOMbIHUTETHA HH()OPMAITUS BIXKTE JINCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

HmkeKInOHEH pa3TBOP B MPEABAPUTEIIHO HATBIHEHA CIIPUHIIOBKA
45 mg/0,5 ml
1 mpeBapUTETHO HAITBJIHEHA CIIPHHIIOBKA

‘ 5. HAYYH HA ITPUJIOKEHUE U TbT(MLIA) HA BBBEXK/JIAHE

Jla He ce pa3kJiania.

[ToakoXHO TTPHUITOKEHHUE

Cawmo 3a emHOKpaTHa yroTpeoa.

[Ipenu ynoTtpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEINA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:
Hamnmmrere natara Ha u3BakgaHe OT XJIaIWIHAKA

9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE
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Ja ce cpxpaHsBa B XJIQIMITHUK.

Jla He ce 3ampassiBa.

ChxpaHsBaiiTe MpeIBAPUTEITHO HATBITHEHATA CIIPUHIIOBKA B KAPTOHEHATA OIIAKOBKA, 3a J1a CE
Mpe/na3y OT CBETINHA.

Mosxe na ce chxpaHsBa IpH craiftia temrieparypa (mo 30 °C) 3a emHOKpaTeH mepruoa 10 1 Mecerl, Ho
HE TO-IBJIT0 OT OPUTHHAIHHS CPOK Ha TOJAHOCT.

10. CIHENUAJHU INPEAITASHU MEPKU ITPU N3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft
Hunepnannus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1801/001

13. HMAPTUJAEH HOMEP

ITapt.No:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Pyzchiva 45 mg

‘ 17. YHUKAJIEH HIEHTUHO®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsmMepeH 6apKoJI ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. VYHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

TEKCT HA ETUKETA HA IIPEIBAPUTEJIHO HAITBJIHEHATA CIIPUHITOBKA (45 mg)

1. UTME HA JIEKAPCTBEHUA INPOAYKT U ITbT(MIIA) HA BBBEXJIAHE

Pyzchiva 45 mg umxekmms
yCTeKnHyMab
s.C.

‘ 2. HAYUH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

45 mg/0,5 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSATA HA IPEJIBAPUTEJIHO HAITBJIHEHATA CITPUHITOBKA (90 mg)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Pyzchiva 90 mg WHXEKITMOHEH pa3TBOP B MPEIBAPUTEITHO HAITBJIHEHA CITPUHIIOBKA
YCTEKHHYMa0

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcsika npeaBapuTenHo HaITbIHEHA CIIPUHITOBKA ChABbpxKa 90 mg ycrekuaymab B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMomnTHM BemiecTBa: XUCTHANH, XUCTHIMHOB XHUAPOXJIOpUI MOHOXHIpaT, monucopodar 80 (E 433),
3axapo3a, BOJIa 3a MHXKEKIINHU. 3a TOMBIHUTEIHA HH()OPMAITUS BIXKTE JINCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

WmkekunoHeH pa3TBOp B NPEABAPUTEIHO HAITBIHEHA CIPUHIIOBKA
90 mg/1 ml
1 mpenBapuTENHO HAITBJIHEHA CIIPHHIIOBKA

‘ 5. HAYYH HA ITPUJIOKEHUE N TBbT(MLIA) HA BBBEXKJIAHE

Jla He ce pa3kJialia.

TToik0XXHO NPHUIIOKEHUE.

Camo 3a emHOKpaTHa yroTpeoa.

[Ipenu ynoTtpeda npoyereTe IMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:
Hamnmmrere matara Ha u3BakgaHe OT XJIaIWIHAKA

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsBa B XJIaJJUJTHUK.
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Jla He ce 3ampassiBa.

CoxpansBaiiTe peABapUTEIHO HAIIbJIHEHATa CIIPUHIIOBKA B KAPTOHEHATa ONAKOBKa, 3a 1a Ce
Mpeanasu oT CBETINHA.

Moxe na ce cpxpansiBa npH ctaifna Temneparypa (1o 30 °C) 3a enHokparten nepuon a0 1 mecelr, HO
HE [I0-IbJr0 OT OPUTMHAIHUS CPOK HA F'OJTHOCT.

10. CHENUAJHHU INNPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft
Hunepnannus

12. HOMEP HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1801/002

13. HAPTHUJIEH HOMEP

ITapT.Ne:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Pyzchiva 90 mg

‘ 17. YHUKAJIEH WIEHTH®UKATOP — JIBYU3MEPEH BAPKO/

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

TEKCT HA ETUKETA HA IIPEIBAPUTEJIHO HAITBJIHEHATA CIIPUHITOBKA (90 mg)

1. NME HA JJEKAPCTBEHUSA IMTPOAYKT U TbT(MIIIA) HA BBBEXK/JIAHE

Pyzchiva 90 mg wrxekms
yCTeKnHyMab
s.C.

‘ 2. HAYUH HA ITPNJIOKEHHNE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIN

90 mg/1 ml

6. JIPYTO
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b. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Pyzchiva 130 mg koHueHTpaT 3a HHQY3MOHEH Pa3TBOP
ycTekuHyMab (ustekinumab)

vTosn JICKapCTBEH MPOIYKT MOJJICKN Ha JOMBIHUTENHO HabmroaeHue. ToBa 1ie mo3Boiau Obp30TO
yCTaHOBSIBaHE HAa HOBa WHQOpPMAIHs OTHOCHO Oe30macHocTTa. MoKeTe Jia Aajiete cBOsl IPUHOC, KaTo
CHOOIIUTE BCSIKA HEXENIaHa PEaKIus, KOSITO CTe TMONYyYMId. 3a HAUWHA Ha ChOOIIaBaHe HA HEXKETaHU
peaxIMy BUXKTE Kpasi Ha Touka 4.

IIpouereTe BHUMATEIHO LSLJIATA JIMCTOBKA, IIPEIM Aa 3all0YHeTe 1a U3N0JI3BaTe TOBa
JIEKapCTBO, Thil KaTO TH ChABbP:Ka BakHa 32 Bac nundopmanus.

Ta3u JUCTOBKA € HANKCaHA 32 manmueHTa, KOWTO nmpuemMa J€eKapcTBoTo.

- 3amazere Ta3u JIMCTOBKAa. MoKe J1a ce HAJIOXKH J1a S POYETETE OTHORO.

- AKO UMaTe HAKAaKBH JIOMBJIHUTEIIHA BBIIPOCH, TonuTaiTe Bamus nekap wiu GapmarieBT.

- AKO IIOJTyYHTE HAKAKBU HEXKEJIaHU PeaKkinu, yBeoMeTe Bamus nekap wiu gpapmanert. Toa
BKIIFOYBA M BCHYKU BH3MOKHU HEXKEIAHU PEaKINY, HEONMCAHH B Ta3u JIMCTOBKA. BikTe
TOukKa 4.

KakBo cbabpika Ta3H JHCTOBKA

Kakso npencrasisBa Pyzchiva u 3a kakBo ce u3mon3sa
Kakgo Tpsi0Ba 1a 3Haere, nmpeau aa usnonssare Pyzchiva
Kak mie ce nmpunara Pyzchiva

BB3MOXKHU HEXENIaHN PEaKIUuH

Kak na cexpansiBare Pyzchiva

CpabpkaHye Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

SAINAIE N e

1. Kaxkso npeacraBassa Pyzchiva u 3a kakBo ce n3noJizpa

Kakso npencrasiasBa Pyzchiva

Pyzchiva cpappika akTHBHOTO BEILIECTBO ,,yCTEKHUHYMa0”’, KOETO € MOHOKIIOHATTHO aHTHUTSLIO.
MOHOKJIOHATHUTE aHTHTENA ca MPOTEHHH, KOUTO pa3lo3HaBaT U CBBP3BAT ONPEAEIeHH crenudunanu
IPOTEHHU B OpraHnu3Ma.

Pyzchiva npunaanexxu kpM TpyIna JeKapcTBa, HapeueHH ,,iMyHocympecopu”. Tesun nexapcTBa
JIeCTBAT, KaTO HAaMaIABAaT aKTHBHOCTTA HA YacT OT UMyHHATa CHCTEMA.

3a kakBo ce u3noJ3ea Pyzchiva
Pyzchiva ce uzmon3Ba 3a nedeHue Ha CIETHUTE Bh3MAIUTETHHA 3a00IBaHuU:
o YmMepena g0 texka 6onect Ha KpoH — mpu Bb3pacTHH

Boaect na Kpon

Bonecrra Ha KpoH e Bh3nanuTenHo 3a0ossiBane Ha yepBara. Ako uMate Oosiect Ha KpoH mbpBo 11e
Bu ce gagat mapyru jgekapctBa. AKO HE CE MOBIIMAETE JOCTATHYHO MM UMATE HEITOHOCHMOCT KbM TE3H
nekapcTBa, Moxe na Bu ce nage Pyzchiva 3a HamansBaHne Ha pU3HAIMTE U CHMIITOMUTE Ha
3a001s1BaHeTo Bu.

2. Kakso Tpsi0Ba 1a 3Haere, npeau Aa u3noassare Pyzchiva

He uznoassaiite Pyzchiva

o AKO cTe aJIepru4Hi KbM YCTEKHHYMAa0 WIIH HIKOS OT OCTAHAINTE ChCTABKU Ha TOBA
JeKapcTBO (M30pOEHH B TOUKA 6).
o AKO MMaTe aKTHBHA MHQEKIMA, KOSITO Bamusar jiekap Hamupa 3a 3HaunMa.
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AKO He cTe CUTYpHH J1aTi HIKOE OT N30POCHUTE MTO-TOpe ce OTHAcs 3a Bac, mocwBeTBaiite ce ¢ Bamms
nekap win papmarieBT, npeau na usnonspare Pyzchiva.

IIpenynpesxxaeHus: U MpeIna3sHu MEPKH

I'oBopere ¢ Bamus tekap wiu apmMaltieBT npeau Aa usnonssare Pyzchiva. Bammusr jgekap e
MIPOBEPH CHCTOSHUETO Bu mpeau nedeHneTo. YBeroMeTe CBOs JeKap 3a Besika Bara GonecT npenu
nederneto. Crio Taka nHpopmupaiite Bamms nexap, ako HaCKOPO ¢Te OMIIM B KOHTAKT C YOBEK,
KOMTO MOKe Jla uMa TyOepKkyIo3a. Bammsr nekap e Bu nperniena u e Hanpasu U3ciie/iBaHe 3a
TyOepKyJo3a, npenu aa usnonssare Pyzchiva. Axo BamusT nekap cMara, e cTe U3JI0KEH! Ha PUCK
ot Ty0epKyo3a, Moxke 1a By npeanuiie iekapcTea 3a JISYSHUETO 1.

Cienere 32 cepHO3HHU HeXKeJIaHU PeaKIHHA

Pyzchiva moxxe na npenn3BrKa CEpHO3HU HEXXETaH! PEaKiH, BKIIOUYUTEIHO aJePTUYHN PEaKy U
napexyu. TpsadBa 1a ciaeanuTe 3a ONpeeNieHN IPU3HANY Ha 3200 sIBaHMs, I0KATO IpUeMaTe
Pyzchiva. Bmxre ,,Cepro3Hu HexellaHH peKallu’’ B TOUKA 4 32 IBJIHUS CIIUCHK HA T€3U HEXKeJIaHH
peakuuu.

IIpenn na usnonssare Pyzchiva nundopmupaiite Bammns nexap:

o AKO HSKOTa cTe HMAJIN AJIePrUYHA peakuus KbM YCTeKHHYMAa6. AKO HE CTe CUTYPHH,
nonuTaiite Bamus nekap.

o AKO HSIKOTa cTe HMaJIN HAKAKbB BH/I PaK — TOBA €, 3all0TO UMYHOCYIIPECOpUTE KaTo
yCTeKHHYMab 0TCnabBaT 4acT OT MMyHHaTa cuctemMa. ToBa MOXe Jja MOBHIIHN PUCKA OT pax.

. AKO cTe JIeKYBaHHM 32 IICOPUA3KC € APYrd OHOJOTHYHH JIeKaApCTBa (JIeKapCcTBo,

NMPOU3BEACHO OT 0MO0JIOTMYEH M3TOYHHK M 00MKHOBEHO npujaaraHo 4pes3 I/IH?KCKIII/IH) -
PHUCKBT OT paK MOXKE Ja € MO-BHUCOK.

o AKO0 UMaTe MJIM HACKOPO CTe NMAJIH HH(EeKI U HIN aK0 UMaTe HAKAKBH HeoOH4aiiHn
OTBOPHM 1O Ko:KaTa (pucrtyn).

o AKO MMaTe HOBH MJIM IPOMEHSIIH ce JIe3UH B yJacThLUTE C IICOPUA3UC UIH IO
HE3acerHaraTa Koxa.

. AKO noJiyyaBate Apyro jJe4deHue 3a COPHA3MC U/ WM NICOPHATHYEH APTPUT — KaTo Ipyru

UMYHOCYTIpecopH uin (HoToTeparus (KOraTo TAJIOTO ce JeKyBa ¢ THI yaTpaBronerosa (UV)
cBeTIMHA). Te3u JIeueHHs ChIO MOXKE J1a OTCIIA0AT YacT OT UMyHHaTa cucteMa. M3mnon3BaneTo
Ha Te3U JIeYeHUs 3a¢JHO C YCTEKUHyMal He € n3cieqBano. Bp3MokHO € obaue, TO Ja yBenn4n
pHcKa OT 3a00JIsABaHusl, CBbP3aHH ¢ OTcabBaHe HA MIMyHHATa CHCTEMA.

. AKo0 mosiyyaBaTe WJIH HAKOra cTe NOJYy4aBaJIi HHAKEKIIUM 32 JieUeHne HA aJIePruM — He €
M3BECTHO JJAIH yCTEKMHYMa0 MOXeE /1a OKa)Ke BIMSHUE BBPXY TSAX.
. AKO cTe HA M Hajl 65 rOAMHH — MOXE JIa CTE TIO-CKJIOHHU KbM UH()EKIIUH.

AKO HE cTe CUTYpHU JIajii HAKOE OT Topen30poeHuTe ce oTHacs 3a Bac, mockBeTBaiiTe ce ¢ Bammus
JieKkap win (apmarieBT, npeau 1a u3mnojissare Pyzchiva.

Hsxou nauueHTH nomy4aBaT JyMyc-II0A00HU pEaKry, BKIIOYUTEIHO KOXKEH JYIyC epUTEeMaToAeC 1
JyIyc-noAo0eH CHHAPOM, [0 BpeMe Ha jiedeHue ¢ yctekuayma0. ['oBopere Bennara ¢ Bamms nekap,
aKo I10JIy4UTe YEPBEH, HAJAUTHAT, JIIOLIEI ce OOPUB, IOHAKOI'A C IO-TbMHU I'PAaHULIY, B U3JI0KEHUTE
Ha CITBHIIE YYaCThIH Ha KOKAaTa MIIM CTaBHU OOJIKH.

ChbpaeyeH HHPAPKT M MHCYJITH

WHdapkT 1 HHCYNITH ca HaOII0aBaHu B TPOYYBAHE TIPH MAIIMEHTH C TICOPUA3HC, JIEKYBAHH C
yCTeKnHyMa0. BamusT gekap peoBHO 1e MPOBEPsIBa PUCKOBUTE (DAaKTOPH 3a CHPACUYHO 3200 sIBaHE U
uHCyNT npH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT 1o noaxoaau HaunH. HezabaBHo moTbpcere
MEIMITUHCKA TIOMOIII, aKO MOJTy4YHuTe 00JKa B I'bPAUTE, CIa00CT WM HEOOMUYAHO ycelaHe OT eHaTa
CTpaHa Ha TAJIOTO, OTIYCHATOCT Ha JINLETO WM TOBOPHU WU 3PUTEIHH CMYILECHUS.

Jleua v roHOIIN
YcreknnyMab He ce pernopbyBa 3a ynorpeda npu jrena noj 18 roaunu ¢ 6osect Ha KpoH, 3amoro He
€ MPOyYBaH MPHU Ta3u Bb3pacToBa rpyma.
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Jpyru nekapcrBa, BakcuHu u Pyzchiva
TpsbBa na kaxeTe Ha Bamms jnexap win (hapMaieBT:

o Axo npuemMarte, HaCKOpO CTe IIPHEMAITH WIIN € Bb3MOXHO Ja IIPHEMeTe IPyTH JeKapCTBa.

. Axo Hackopo Bu e npaBeHa wiu rianupate Aa Bu ce npaBu BakcuHaus. JJokaTo n3nosi3Bare
Pyzchiva, Hsixoun BuzoBe BakcHHU (’KMBU BaKCHHH) He TpsiOBa J1a ce mpuiiarar.

o Axo cre nonryyaBanu Pyzchiva o Bpeme Ha OpeMeHHOCTTa, TPsIOBa Ja KaKeTe Ha JIeKapsl Ha

0ebeto Bu 3a meuenunero ¢ Pyzchiva, npeau To J1a moJTydu KakBaTo U Jia € BAKCHHA,
BKJTFOUHTEITHO JKUBH BakcHHU, KaTo bBI[DK BakcuHa (M3mon3Bana 3a mpeana3BaHe OT
TyOepKyo3a). JKuBnuTe BakCHHU He ce IpenopbuBar 3a Bamrero 6ebe mpe3 mppBUTE ImecTt
Mecela ciell paKaaHeTo, ako ¢Te nojay4yaBanu Pyzchiva mo BpeMe Ha OpEMEHHOCTTa, OCBEH aKo
JekapsT Ha Bamiero 0e0e He mpenopsya Ipyro.

BpemMeHHOCT M KbpMeHe

o 3a npeamnounTane e Aa ce u30srea ynorpedara Ha Pyzchiva mo Bpeme Ha OpeMEHHOCT.
EdexTrure Ha ycTeKkrHYyMal rmpu OpEMEHHH KEHU HE ca N3BECTHH. AKO CTE JKEHa C JIETepOJIeH
HOTEHIIHAI, JKeJIATeIHO € Ja He 3a0peMeHsIBaTe | Ja M3I0JI3BaTe IOIXO0 A1 IPOTHBO3a4aThueH
METO/I, KOTaTo W3M0JI3BaTe YCTEKHMHYMA0 M TIOHE 15 CeMMUITH Clie/l TTOCIEeTHOTO MpuilaraHe Ha
yCTeKnHYMao.

. [ToceBeTBaiiTe ce ¢ Bamms ekap, ako cte OpeMeHHa, cMATaTe, Y€ MOXKe Jla CTe OpeMeHHa Win
TUTaHUpaTe OPEMEHHOCT.

J VereknHyMab Moske Jla IpeMUHE Ipe3 IJIaleHTaTa B HepoJeHoTo O6ede. AKO CTe MoTydaBaiu
Pyzchiva mo Bpeme Ha OpemeHHOCTTa cH, 6e6eTo Bu MoXke a iMa 1Mo-BHCOK PUCK OT
WHQEKIHS.

o BaxHo e 1a xakete Ha iekapuTe Ha Bamrero 6e0e n Ipyri METUIIMHCKH CTICIIMAINCTH, aKO CTE
nony4asaiu Pyzchiva mo Bpeme Ha OpeMEHHOCTTA CH, Tipean 6e0eTo Ja MoMydYH KaKBaTo U Jia €
BakcuHa. JKuBn BakcuaH, KaTo BIJK BakcnHa (M3mon3BaHa 3a mmpeanasBaHe oT TyOepKyio3a),
He ce IpenopbuBar 3a Bamrero 6ebe mpe3 mppBUTE IIECT Mecena ciiel pakIaHeTo, aKko CTe
nonyuaBainu Pyzchiva no Bpeme Ha OpeMeHHOCTTa, OCBEH aKo JieKapsAT Ha Barmero 6e6e He
npernopbya APyTo.

. VYcreknnymad Moxe Jja IpeMUHE B KbpMaTa B MHOTO MaJIKH KonuuecTsa. [locbBeTBaiite ce ¢
Bammst nekap, ako KbpMHUTE HIIH aKo IIaHUpaTe J1a KbpMmuTe. Bue n BammsaT nekap TpsoBa na
peluTe Aajau TpsOBa Ja KbPMUTE WK Ja U3M0JI3BaTe YCTEKMHYMa0 — He TIpaBeTe U JBETe.

IHodupane n paéoTa ¢ MAIIMHH
YcTekuHyMal He TIOBIIMSABA WM TIOBIUSABA MPEHEOPESIKUMO CITIOCOOHOCTTA 3a ImodupaHe u padora ¢
MaIluHU.

Pyzchiva cbabpska HaTpuid

Pyzchiva ceabppxa mo-manko ot 1 mmol Hatpwmii (23 mg) Ha 03a, T.€. MOXKe JIa ce Kaxe, ye
NpPaKTHYECKH HE ChIbprKa HATPHIA.

IIpenu na Bu 0bae npunoxken obaue, Pyzchiva ce cMecBa ¢ pa3TBOp, KOWTO ChAbPIKa HATPHUH.
I'oBopete ¢ Bamms nekap, ako cTe Ha JUETa ¢ HUICKO ChABPKaHUE HAa HATPHH.

Pyzchiva cbabpixa monucopoat 80 (E433)

Tosa nexapcrBo cpabpka 10,4 mg nomucopdat 80 (E433) BbB Beeku dauakon (30 ml), kouto ca
exBuBaneHTHH Ha 10,4 mg/26 ml. IlonmucopbaTute MoraT 1a IPUYUHAT aJlepruyHy peakuuu. TpsoBa
Jla Kakete Ha Bamus nekap, ako uMaTe yCTaHOBEHH aJIepPTHH.

3. Kak me ce npniara Pyzchiva

Pyzchiva e npenHa3HaueH 3a yrnorpeda o1 phbKOBOJCTBOTO M KOHTPOJIA Ha JIEKap C OIUT B
JIUArHOCTHKATA U JICYCHUETO Ha OosiecT Ha KpoH.

Bamust nexap me Bu npunoxxu Pyzchiva 130 mg koHIeHTpat 32 HH(QY3UOHEH pa3TBOP Ype3 KarnkoBO
BJIMBaHE BHB BEHATa HA pbKaTa (MHTpaBEHO3HA HH(Y3UsI) B MPOIBIKEHHE Ha HA-MalIKO €JIMH Yac.
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ITockBeTBaiiTe ce ¢ Baius nekap 3a ToBa, kora Iie Bu ce mocTaBsT MHKEKIMNATE U KoTa 1Ie ca
CJICIBAIMTE KOHTPOJIHHU IPETIICIH.

Kakpo kosmdectBo Pyzchiva ce mpunara
Bammsar nekap me permm kakBo konndecTBo Pyzchiva TpsiOBa qa mosmyunre 1 3a KakbB EPHOJ OT

BpeMe.

B”b3paCTHH Ha 18 roauHu WiM mo-rojieMu

o JlexapsiT 1ie U3YUCIIM pENOpBUNTENHATA 32 Bac 103a 3a MHTpaBeHO3HA UH(Y3HsI B3 OCHOBA Ha
TesniecHoTo Bu Terio.
BameTo TenmecHo Terio Ho3za
<55kg 260 mg
>55kg no<85kg 390 mg
> 85 kg 520 mg
o Crnen HayamHaTa MHTPaBEHO3HA 1034 1ie Bu Ob1e mpuioxkeHa cienpamara qo3a 90 mg

Pyzchiva upe3 umkekIms moa Koxara (ToaKoKHa HHKEKIHS) cie 8 CeAMHUIIN | CJIea TOBa Ha
Bceku 12 ceqMUIIN.

Kak ce npuiara Pyzchiva

. IIwpeara no3a Pyzchiva 3a jneuenue Ha 0oect Ha Kpon ce npuiara ot Jiekap upe3 KalkoBO
BIIMBaHE BbB BEHA B phKaTa (MHTpaBeHO3HA HH(DY3Hs).

I'oBopere ¢ Bamus siekap, ako umare BIIPOCH OTHOCHO TipuiiaraneTo Ha Pyzchiva.

AKoO cTe mponmycHaJIM 1a u3nojssare Pyzchiva
AKo cTe 3a0paBHIM WK CTE MPOITYCHANIM Yaca CH 3a MpWJIaraHe Ha J103a, CBbpikeTe ce ¢ Bamms nexap
3a IUIaHUpaHE Ha HOB Yac.

AKo cTe cripesin ynorpebara Ha Pyzchiva
He e omacho na cripere ynotpebara Ha ycTekuHyMa0. Ako obade s cripete, BammTe cumnroMn Moxe
Jla ce Bb30OHOBST.

AKO UMaTe HSIKaKBH JOIBJIHUTEIHHA BBIIPOCH, CBBP3aHH C yHOTpebaTa Ha TOBA JIEKAPCTBO, MOIUTANTE
Bamus nexap uiau papmarienr.

4. Bb3MOKHH HeKeJIaHU peakuuuun

Kakro Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia IIPECAMN3BUKA HEXKECIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKH T'M IIOJTy4aBa.

CepuHoO3HU HeKeJTaHU PeaKkuu
Hsxon manmeHTn MoKe J1a IMaT CepHO3HH HEXXeJTaHH PEeakIuy, IPU KOUTO Ja Ce Hajara CIenrHo
JIeYCHHUE.

AJlepru4HM peakumu — MOKe 1a U3UCKBAT clelHo Jedenne. MHpopmupaiite Bamus
JieKap Wiu He3a0aBHO NMOTHPCETE CHelIHA MeANIUHCKA MOMOIIL, AK0 3a0e/1e;KnTe HAKOI OT
cJIeHUTE MPU3HALHU.
. CepHo3HHTE aNepruyHy PeakuuH (,,aHapuIaKkcus’”) ca peIKH MPH X0pa, MpHeMaIn
ycTexkuHyMab (Moxke ma 3acerHat a0 1 Ha 1000 qymm). Ilpu3nanuTe BKIIOUBAT:
o 3aTPyAHEHO AUIIAaHEe WIK NperIblIiaHe
o HHUCKO KPBBHO HaJISITaHe, KOETO MOJKE Jla MPHYMHU 3aMassHOCT HJTH CBETOBBPTEX
o [IOJ{yBaHE Ha JIULIETO, yCTHUTE, yCTaTa WIN I'bPIOTO.
o YecTHTe NpU3HALY HA aJlEprHYHA PEaKLUs BKJIIOYBAT KOKEH OOpPHB U ypTUKapus (MOKe
na 3acersat g0 1 Ha 100 mgyrmm).

Peakuumn, cBbp3anu ¢ HHPY3HATA — aKo ce JeKyBaTe 3a 0osiectTa Ha KpoH, mbpBaTa n03a
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HA YCTeKHHYMa0 111e ce IPHUJI0KU Ype3 KAIIKOBO BJIUBAHE BbB BeHA (MHTPABEHO3HA
uHdy3ns). Haxon nanMeHTH noJiy4aBaT CEPUO3HH AJIePIHYHU PeaKIMM 110 BpeMe Ha
HHpY3HUATA.

B penku ciiyyau ce cho0IIABAT aJepPruyH 0eI0APOOHHU peaKIuu U 0eJ10ApooHO
Bb3NajleHUue NPU NANMeHTH, KOUTO MOJy4YaBaT ycTeKHHYyMa0. YBenomere BegHara Bamust
JIeKap, aKo MOJTy4YnuTe CHMITOMH KATO KAlJIMIA, 32{yX U BUCOKA TeMIepaTypa.

AKO TIOJTyYHTe CepHO3Ha aJlepTUYHa peaknus, Bammsr nekap Moxe na pemn, 4e Brue He TpsioBa
na ynotpedsasate Pyzchiva oTHoBo.

Nudexunu — MosKe 1a M3UCKBAT cHielIHO JedyeHue. UHdopmupaiite Bamusa jgekap, ako
3a0eJiesKUTe HAKOM OT CJIeJHUTE NPU3HALN.

o MHQEKIMUTE HA HOCA WK T'BPJIOTO M MPOCTYIaTa ca YecTH (MOoXKe Jia 3acerHart Jo 1 Ha
10 mymm)

° WH(EKIUUTE HA JOTHATE AUXATEIHH IMHTUIIA (TPBIHN HHPEKINN) ca HedecTH (MOoXKe /1a
3acertar a0 1 Ha 100 mgymm)

° BB3MAICHUETO HA MOJIKOKHATA ThKaH (LIENTyJIUT) € HeuecTo (MOoXkKe Ja 3acerHe 1o 1 Ha
100 myrmmm)

. xepriec 3octep (Bua 00Jie3HEH OOPUB C MEXYPH) € HeuecT (MOJKE JIa 3acerHar o 1 Ha
100 mymm)

Ycreknnymad Moke Jla Hamanu criocobHocTTa By a ce 6opute ¢ nnpexuun. Hiaxon nadexuumn
MOJKE J1a CTaHAT CEPHO3HH M MOXKeE J1a BKIIIOUBAT MH(EKIMH, TPUINHEHU OT BUPYCH, I'bOMUKH,
OakTepuy (BKIFOYUTEIHO TyOEPKyII03a) WK Mapa3uTH, BKIFOYUTEITHO HHPEKITUH, KOUTO
BB3HUKBAT MPEIUMHO MPU XOpa ¢ 0TCIabeHa MIMyHHA cUcTeMa (OTIOPTIOHUCTUYHU HHPEKINH).
[Ipyn manueHTy, NoTyYaBaliy yCTEeKHHyMa0, ce ChoOIIaBaT OMIOPTIOHUCTUYHH NHMEKIN Ha
MO3bKa (eHIe(annT, MEHHHTHT), OenTe APOOOBE U OUHUTE.

Jokato ynorpebsiBate ycTekunyma0, TpsOBa Jia ciieiuTe 3a npu3Haiy Ha napeknus. Te
BKITIOYBAT:

BHCOKAa TEMITEPaTypa, TPHUITONOI00HN CUMIITOMH, HOIITHO TOTEHE, 3ary0a Ha Tero
yMOpa WK 3a]1yX, YIIOPUTA KalUTHIa

TOTIIIA, 3a4epBeHa U O0JIe3HeHa KoXKa Wi 0OJIe3HEH KOXKEeH OOpUB C MEXypH
napeHe Mpu ypUHUpPaHe

Jaapust

3pUTEITHO CMYIIICHUE WM 3ary0a Ha 3peHue

riaBo0oiIHe, CKOBAHOCT Ha BpaTa, YyBCTBUTEIHOCT KbM CBETIIMHA, TaJICHE MU
00BPKaHOCT.

Hudopmupaiite Barms jgekap BegHara, ako 3a0C/IeKUTE HAKOH OT Te3M MPU3HALM Ha
uHpekus. Te Morar 1a ObaT NPU3HAIM HA MHPEKIMU KaTO TPBIHN HH(EKINH, KOXKHU
MHQEKIHUH, XepIiec 30CTep WIK ONOPTIOHUCTHYHHA MH(EKINH, KOUTO MOTaT Jja JOBEAAT /10
cepro3Hu ycnoxxHeHus. MHbopmupaiite Bamus nekap, ako vMaTe HIKaKBa YIOPHUTA HITH
noBTapsIia ce nHPEKIus. BamusT gekap Moxe J1a peiny, 4e He TpsiOBa Jia ynotpedsBare
yCTeKHHYMa0, T0KaTo MH(pEKIUITa He ObJe n3jIeKyBaHa. YBegoMete Bamms siekap, u ako
uMarte OTBOPEHU PaHH WM HapaHABaHUs, ThbI KaTO MOXeE /1a ce HH(EKTUpar.

JloneHe Ha KOKaTa — UHTEH3UBHOTO 3a4epPBsiBaHe U JIIOIIEHe HA KOKATAa Ha MO-roJisiMa
IO 1O TSIJIOTO MOKe /1a ¢a CHMITOMHU HA ePUTPOJePMHYEH IICOPUA3HC HIIH
ekc(oIuaTHBEH 1ePMATUT, KOUTO €A CEPHO3HH KOKHHU 3200/ 1sIBaHUs. AKO 3a0eJie;KuTe
HSKOIi 0T Te3H Npu3HaIY, TPsOBa 1a nHopmuparte Bamus 1exap He3a6aBHoO.
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JIpyru HeKeJ1aHM peakiuu

YecTu HexeTaHHM peakuuu (Moxe 1a 3acersar 10 1 va 10 gymm):

Irapus
rajeHe

MOBPBIIAHE

ymopa

3aMastHOCT

riaBoOoJme

cbpOex (pypUTYC)

0oJka B Ippba, MyCKYJIUTE UK CTABUTE
BB3IAJICHO T'BPIIO

3auepBsBaHe M 0OJIKa Ha MICTOTO HA MH)KEKTHPAHE
WHQEKIHS Ha CHHYCHUTE

HeuecTu He:kenaHu peakuum (Moxe jaa 3acerHat g0 1 va 100 gymm):

WHQEKINH Ha 350HTe

BarvHaJIHA HHQEKIHS, TPUINHEHA OT I'bONYKH

JIETIPECHS

3aIyIeH HOC WU Xpema

KbpBEHE, [TIOCHHSIBaHEe, BTBBP/IsBaHE, TIOJyBaHe U ChbpOEK Ha MICTOTO HA HHKEKTHPAHE
ycellaHe 3a ciabocT

craJjaHe Ha KJieraya U M3KpUBSIBaHEe Ha MyCKYJIMTE Ha eTHaTa MOJOBHHA Ha JIHLIETO
(,,uTieBa mapanusa’ Win ,,apann3a Ha bex’”), KosiTo OOMKHOBEHO € BpeMEeHHa
MpOMsIHA Ha TICOPHAa3Kca ChC 3a4epBSIBAHE U HOBH MAJIKH, SKBJITH WIH O€JIH MEXypH 110
KO’KaTa, MOHIKOTa IPUAPYKEHHU ¢ TeMIIepaTypa (IIyCTyJI03eH IICOPHa3NC)

OciieHe Ha KoxkaTa (eKcdoraIis Ha KoxkaTa)

aKHe

Peaxu HexkeJIaHM JleKapcTBeHH peaknuu (Moxke 1a 3acersat o 1 zHa 1 000 gymm)

3auepBsiBaHe U JIIOLICHE HA KOYKaTa Ha MO-ToJsiMa IUIOIL 110 TAJI0TO, KOUTO MOXeE /2
CchpOAT MK 11a ca 6ose3HenHu (exchonmatuBeH nepMaTtuT). [logo0HN cuMITOMHA
MOHSIKOTa CE Pa3BHBAT KaTO €CTECTBEHA MIPOMsIHA Ha BU/AA HA CUMIITOMH Ha TICOPHA3HUC
(epuTpOoAEpMHYEH NICOPUA3HC)

Br3nanenue Ha MankuTe KpbBOHOCHHU ChAOBE, KOSTO MOXKE J1a IOBEZE A0 KOKEH OOPHUB C
MAaJIKH YePBEHHU WITH JIMJIABH MOy TUHH, TEeMIIepaTypa Wi 00JiKa B CTaBHUTE (BACKYJIHT).

MHoro peaku He;keJaHH JIeKapcTBeHU peakuuu (Moxe 1a 3acerHat o 1 Ha 10 000 mymm)

OO0pazyBaHe Ha MEXypH TI0 KOXKaTa, KOSITO MOXe Ja ObJie 3a4epBeHa, ChpOsIia u
Oose3neHa (Oyno3eH nemMGuromnn)

KOXCEH JIYITyC epUTEMAaTO/IEC U JTYITyC-110100eH CHHIPOM (YepBEH, HaIUTHAT, JIFOIIETI] Ce
OOpHB B M3JIOKEHUTE Ha CIIBHIIC YYAaCThIM HA KOJKaTa, KOWTO MOXKE J1a € IIPUAPYIKEH OT
OOJIKH B CTaBHTE).

Cho0maBaHe Ha HeKeJAHU peaKINu

AXo0 noyunTe HIKaKBU HEKEJIaHU JICKAPCTBEHH PEaKklny, yBegoMeTe Bamus nexap win apmariesr.
ToBa BKJII0OYBa M BCHYKU BE3MOKHU HEONHMCAHM B Ta3M JINCTOBKA HEXKEIIAHU peakiiy. MoxeTe ChIIo
Ja ChOOIIUTE HEXKENIaHU PeakLUK JUPEKTHO Yype3 HallMOHAIHATa CUCTEMA 3a ChOOILIaBaHe, MOCOYCHA B
[punoxenue V. Karo chobmiaBare HexenaHu peakLUK, MOXKETe J1a JaJeTe CBOsI IPUHOC 3a
HOJTyYaBaHe Ha MOBeYe MH(POPMAIH OTHOCHO 0€3011acHOCTTa HA TOBA JICKAPCTBO.
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5. Kak na cexpansiBate Pyzchiva

. Pyzchiva 130 mg koHIIeHTpAT 3a HH(PY3HMOHEH Pa3TBOP CE Mpuiiara B OOJIHMIIA WK KJIHHUKA U
HE ce Hajlara ManueHTHTE 1a IO ChbXpaHsIBaT WK 1a OOpaBsT ¢ HETO.

[a ce cpxpaHsBa Ha MSCTO, HEJJOCTHITHO 32 JIETa.

Ja ce cexpanssa B xmagmwiauK (2 °C—8 °C). [la He ce 3ampassiba.

CrxpansBaiiTe (h1akoHa B KAPTOHEHATa OIIAKOBKA, 32 JIa Ce MPEJINasu OT CBETJINHA.

He pasknamaiite pnakonute Pyzchiva. I[IpolbIDKUTETHOTO EHEPTUYHO pPa3KIIallaHe MOXKe J1a
MOBpEU JICKapCTBOTO.

He n3nosn3Baiite ToBa JieKapcTBO:

° CJIe CpoKa Ha TOJHOCT, OTOEISI3aH BhPXY €THKETa M KapTOHEHATA OMTAKOBKa CJIC]T
»EXP“/,,I'onen no“. CpoKbT Ha TOJHOCT OTTOBAPS Ha MOCIEAHUS JICH OT MOCOYCHHUS MECEIl.

. aKO TEYHOCTTA € C IIPOMEHEH I[BST, MbTHA WJIM B Hesl Ce 3a0es13BaT ILTYBAIU Ty>K/IU YACTHUIIH
(BmxTe TOuKa 6 ,,Kak m3rnexxna Pyzchiva u kakBo chabpika ommakoBKarta‘).

. aKO 3HACTE WJIM CMATATE, Y MOXKE J1a ¢ Oniia N3JI0KeHa Ha eKCTPEMHU TeMITepaTypH (KaTo
WHITAJCHTHO 3aMpb3BaHe WIH 3arpsiBaHe).

. aKo MPOAYKTHT € OMJI CHEPTHIHO Pa3KJIaTeH.

. aKo oOKaTKara e CUyIeHa.

Pyzchiva e camo 3a exHOKpaTHa yrioTpeba. PazpeneHusaT nHQY3MOHEH Pa3TBOP WM HEM3MOI3BAHUAT
MPOJIYKT, OCTaHaJ BbB (pJIaKOHA M B CIIPUHIIOBKATA, TPSIOBA /1a CE U3XBHPIIU B CHOTBETCTBUE C
MECTHHUTE U3NCKBAHUS.

6. Chbabp:xkannue Ha OIAKOBKATA M JOIIbJIHUTETHA MH(pOpManus

Kakso cpabp:xa Pyzchiva

. AKTHBHO BelecTBO: ycTeknaymMab. Beekn dhmakon chabpixka 130 mg ycreknayMad B 26 ml.

. Jpyru cbCTaBKU: XUCTUINH, XUCTUIMHOB XUAPOXJIOPHUI MOHOXUAPAT, METUOHUH, AUHATPHEB
ezerar, 3axapo3sa, nojaucopoat 80 (E 433), Boaa 3a HHKEKIUH.

Kaxk usruexna Pyzchiva n kakBo cbabpka OIaKOBKaTa

Pyzchiva e 6ucthp, 6e31BETEH 10 OJICIOKBIT KOHIICHTPAT 32 MH(QY3UOHEH pa3TBop. JlocTaBs ce B
KapTOHEHa OMaKOBKa, chappikama 1 cTekieH ¢uakoH ot 30 ml ¢ equamyHa no3a. Beexu makon
cpabpka 130 mg ycreknaymad B 26 ml KOHIIEHTpAT 3a HHPY3HOHEH Pa3TBOP.

IIpuTexaTes Ha pa3pellIeHNETO 32 YNOTPeda U MPOU3BOTUTEIT
Samsung Bioepis NL. B.V.

Olof Palmestraat 10

2616 LR Delft

Hunepnannus

3a JombAHKUTETHA HH(POPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE€ C JIOKATHHUS
MpeJCTaBUTEN Ha TIPUTEXKATEIS Ha pa3pelleHIeTo 3a yrnorpeoda:

Belgié/Belgique/Belgien Lietuva

Sandoz nv/sa Sandoz Pharmaceuticals d.d filialas
Tel/Tel: +32 2 722 97 97 Tel: +370 5 2636 037

Bbbarapus Luxembourg/Luxemburg
Canno3s bearapus KUT Sandoz nv/sa

Temn.: +359 2 970 47 47 Tél/Tel.: +32 2 722 97 97
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Ceska republika
Sandoz s.r.0.
Tel: +420 225 775 111

Danmark/Norge/island/Sverige
Sandoz A/S
TIf: +45 63 95 10 00

Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

EALGoo

SANDOZ HELLAS MONOIIPOZQITH A.E.

TnA: +30 216 600 5000

Espaiia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 149 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385123 53 111

Ireland
Rowex Ltd.
Tel: +353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 96541

Kvnpog

SANDOZ HELLAS MONOITPOXQITH A.E.

TnA: +30 216 600 5000

Latvija
Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

Magyarorszag
Sandoz Hungaria Kft.
Tel.: +36 1 430 2890

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Roménia
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600

Suomi/Finland
Sandoz A/S
Puh/Tel: +358 10 6133 400

Jlara Ha mocieqHo npepasriexkiaane Ha quctoBkata MM /I'TTT.

JApyru u3ToYHUIIM HA HH(OPMAIUA

IToapoOHa uHOpMaLKs 3a TOBA JICKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpomnetickara areHIus

IO JIeKapcTBarta https://www.ema.europa.eu/.



https://www.ema.europa.eu/

ITocoyenara no-gony UHGOPMALIKS € IpeAHa3HaUYCHA CaMO 32 MEIUIIMHCKH CIICIIHATUCTH:

IIpocnenumoct

3a fma ce moo0pu MPOCIETUMOCTTa Ha OHMOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U MTAPTHIHUAIT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSOBA SICHO JIa CE 3aI1CBaT.

Yxkazaaus 3a pa3pexaaHe:

Pyzchiva konnenTpar 3a nHpy3HOHEH pa3TBOp TPsiOBa J1a ce pa3peau U Aa ce MOATOTBU OT
MEIUIMHCKHU CIIELUAIUCT C IOMOILTa HA aCENTUYHA TEXHUKA.

1. Uzuncnere no3ata u 6post Ha HeoOxoaumute ¢Gakonu Pyzchiva Bb3 0CHOBa Ha TETJIOTO HA
naruenTa (Bx. Touka 3, Tabnuua 1). Beceku duiakon Pyzchiva ot 26 ml ceabpaxka 130 mg
YCTEeKHHYMao.

2. H3sternere u u3xBbpiaere oT nHPY3HOHHUS cak oT 250 ml 06em oT pa3TBOp Ha HATPHUEB XIJIOPHL

9 mg/ml (0,9%), paBen Ha oO0ema Pyzchiva, koiito TpsiOBa na ce n00aeu. (M3xBbpiieTe 26 ml
HATPUEB XJIOPHUJ 33 Bceku HeoOxoauM (iakon Pyzchiva, 3a 2 dakona n3xsbpiere 52 ml, 3a
3 dnakona n3xBbpiiete 78 ml, 3a 4 diaakona nzxseprere 104 ml). Karo anrepnatuBa Moxe aa
ce n3non3ea 250 ml nady3nOHEH cak, chabpxail HaTpues xyopua 0,45% HHKEKINOHEH
pastBop, USP.

3. Uzrernere 26 ml Pyzchiva ot Bceku HeoOxoanM ¢uiakoH U ru JoOaBeTe KbM HH(PY3HOHHHS Cak
ot 250 ml. Kpaitnuar o6em B un¢y3noHHHS cak TpsiOBa na Obae 250 ml. Buumarenno cmecere.

4, [Ipenu npuaoXKEHUETO MPOBEPETE BU3YAIHO pa3peeHus pa3rBop. He ro ynorpebssaiite, ako ce
HaOJIr01aBaT BU3YaAITHO HETIPO3paYyHH YaCTHIIM, TPOMSHA Ha [[BETA WX YKIH YaCTHIIH.

5. [Ipunoxere pazpeaeHus pa3TBOp 3a Nepuo] OT Haii-Manko eauH yac. Clies KaTo ce pa3peay,

NpUIaraHeTo Ha MHQY3MOHHUAT Pa3TBOP TPsiOBa Aa ce M3BBPIIM B paMKUTE Ha 72 daca cieq

paspexnaHeTo B MHPY3UOHHUS cak. AKO € He00X0IMMO, pa3peeHUsIT HHPY3UOHEH pa3TBOP

Moske 1a ce cpxpansaBa npu 2 °C o 8 °C go 1 Mecen u nipu ctaitHa temnepatypa 10 30 °C 3a
owre 72 yaca ciel U3BaXKAaHe OT XJIaJAWIHUKA, BKIIOYUTEIIHO Iepruoa Ha HHY3HS.

6. N3nonsBaiite camo HaOop 3a WH(Y3Us ¢ BrpaJicH, CTEPUIICH, aTUPOreHeH GUITHP ChC CI1abo
CBBbp3BaHe Ha MpoTenHu (pa3Mep Ha nopute 0,2 MUKpoMeTpa).
7. Bceku ¢utakoH e caMo 3a eTHOKPATHO MPHIOKEHUE U HEU3MOI3BAHUST JICKAPCTBEH MPOAYKT

Tp516Ba Ja C€ U3XBBHPJIU B CbOTBETCTBUC C MCCTHUTEC U3UCKBAHUA.

CexpaHeHue
Paspenenust nady3noHeH pa3TBOp MOXKeE Aa ce ChbXpaHsBa IpH cTaiiHa Temneparypa 1o 30 °C mo 72

yaca, BKIIFOUUTEIHO HHY3UITa. AKO € HeOOXOAMMO, pa3peIeHUAT HHOY3UOHHUAT Pa3TBOP MOXKE Ja
ce coxpansna mpu 2 °C go 8 °C go 1 mecen u npu ctaitHa remnepatypa 10 30 °C 3a omie 72 yaca cief
W3BAXKIAHE OT XJIAJMIIHUKA, BKIIFOUUTEITHO Ieprojia Ha nHQy3wus. Jla He ce 3ampassipa.
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JlncroBka: undopmanus 3a norpeduTeNs

Pyzchiva 45 mg uH:KeKIMOHEeH Pa3TBOP B NPeABAPUTEIHO HAITBJIHEHA CIIPHHIOBKA
ycTeknayMad (ustekinumab)

vT031/1 JIEKapCTBEH MPOIYKT IOMJICKH Ha JOIBJIHATEITHO HaOmonaeHue. Toa 1mie mo3Boim 0Bp30TO
YCTaHOBSIBaHE Ha HOBa MH(GOpPMAIUSI OTHOCHO Oe30macHOCTTa. MoXKeTe Aa AajeTe CBOS MPUHOC, KaTo
CHOOIIUTE BCSIKA HEXEJIaHA PEaKIusi, KOATO CTe MOJy4YWId. 3a HaYMHA Ha ChOOIaBaHe HA HEXCIIaHU
peaKIuy BIDKTE Kpas Ha TOUYKa 4.

IIpoyeTeTe BHMMATEIHO LSAJIATA JIUCTOBKA, PEAH 1A 3all09HeTe 1A N3110J13BaTe TOBA
JIEKapCTBO, Thil KATO TH ChABbP:Ka BaskHa 32 Bac nundopmanus.

Ta3u INCTOBKA € HATMMCAHA 32 MANMEHTA, KOWTO NMpHeMa JIeKapCTBOTO. AKO ¢Te POAMTE] WIH
HACTOMHMK, KOiTO e npuiara Pyzchiva Ha gere, Moyt mpoyerere BHUMATETHO Ta3H
HHpopmanms.

- 3anazere Ta3u JUCTOBKA. MOXe /1a ce HANOXKHU /1a s IPOYETETE OTHOBO.

- AKO UMaTe HAKaKBH JIOMBJIHUTEIIHA BBIIPOCH, onuTaiTe Bamus nekap wiu GapmarieBT.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro nmpeoTrcTbnBaiite Ha npyru xopa. To Mmoxe
Jla M HaBpeIy, He3aBUCHMO Y€ TPU3HAIMTE HA TAXHOTO 3a00JsBaHe ca ChIuTe KaTto Bammre.

- AKO TIONTyYuTe HAKAKBU HEeXEJIaHU peaklluy, yBeroMeTe Bamms nekap wiu dpapmanesT. Toa
BKJIFOYBA U BCUYKHW Bb3MOXXHH HEXKCJIaHU pCaKlIMKU, HCOIMMCAaH! B Ta3W JIMCTOBKA. Buxre
Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakgo npencraensBa Pyzchiva u 3a kakBo ce H3Mmoi3Ba
Kaxso Tps6Ba na 3Haete, npeau na m3noi3sate Pyzchiva
Kak na usnonssare Pyzchiva

BBb3M0OKHM HEXEIaHU pPEeaKLUU

Kax na cexpansBare Pyzchiva

ChbabpkaHue Ha OTIAKOBKATA U JIOMBITHUTEIHA HHPOPMAIIUS

AN

1. Kaxkso npencraBassa Pyzchiva u 3a kakBo ce uznoJizpa

Kaxkso npeacrasassa Pyzchiva

Pyzchiva cpapprika akTHBHOTO BEIIECTBO ,,yCTEKHHYMa0’, KOETO € MOHOKJIOHATHO aHTHUTSLIIO.
MOHOKJIOHAJTHUTE AaHTUTEJIA Ca IPOTEUHH, KOUTO PaslIO3HABAT U CBBP3BAT ONPEAEIECHH ClieU()UIHN
NPOTEWHH B OpTaHU3Ma.

Pyzchiva npunHamiexxu KpM rpymna JeKapcTBa, HapedeHu ,,iMyHocynpecopu’”’. Te3un iekapcTBa
JICHCTBAT, KATO HAMAJIABAT aKTUBHOCTTA HA YacT OT UMyHHATa CHCTEMA.

3a kakBo ce u3noassa Pyzchiva
Pyzchiva ce u3non3sa 3a jedeHne Ha CIIEAHUTE Bb3NAIUTEIHN 3a00IBaHMS:

o [InaxoB mcopuasuc - Mpyu Bb3PACTHH U JIeTia Ha B3PaAcT OT 6 TOAWHU U MO-TOJIEMHI
o IlcopuaTiyeHn apTpuT — pu Bb3pacTHU
. YmepeHna o Texxka 6osect Ha KpoH — mpu BB3pacTHH

IInakor ncopuaszuc
,,I17TaKOB TIcopra3nc’ € KOXKHO 3a00JIsIBaHe, KOETO BOIH J0 BB3MMAJICHUE, 3acsATall0 KoKaTa U HOKTHTE.
Pyzchiva HamansiBa Bb3MaNeHHETO U APYTUTE MPU3HAI HA 3a00JISIBAHETO.

Pyzchiva ce n3non3Ba mpu Be3pacTHU C YMEPEH A0 TEXBK IUIAKOB TICOPHA3KC, KOUTO HE MOTAT /1a
M3M0J3BaT UUKIOCIIOPUH, METOTPEKCAT WK (POTOTepanus, UK KOraTo Te3H JeUeHus He AeHCTRaT.
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Pyzchiva ce uznon3Ba rpu fera 1 I0HOIIN Ha Bb3pacT 6 TOIWHU U MO-TOJIEMH C YMEPEH JI0 TEXKBK
TUTAKOB TICOPUA3UC, KOUTO UMAT HEMTOHOCUMOCT KbM (DOTOTEpAIUS WIH APYTH CUCTEMHU TEPAIHH, WIN
KOraTo T€3U JICUCHHsSI HE JICHCTBAT.

I[lcopuaruyen apTpur

[IcopuaruyeH apTpHT € Bb3NAINTETHO 3a00IIsIBaHE HA CTaBUTE, OOMKHOBEHO CHITBTCTBAHO OT
ricopuasuc. AKO IMaTe aKTHBEH IICOPUATHYCH apTPUT, TbPBO 11ie By niekyBar ¢ npyru nekapcTsa. AKO
HE ce MOBJIUsETE JOCTAThUHO JT0Ope OT Te3u JieKapcTBa, Moxke J1a Bu ce nmpennume Pyzchiva, 3a na ce:

o HaMaJAIT NPU3HAIMTE ¥ CUMIITOMUTE Ha 3a0omsBaneTo Bu;
o nojo0pu puznyeckoTo Bu cherosiaume;
o 3a0aBH yBpeXJIaHETO Ha Bammre craBu.

BoJect Ha Kpon

Bonectra Ha KpoH € Bp3nmanuTenHo 3a0oisBane Ha yepBara. Ako nMare 6omect Ha KpoH mbpBo 111e
Bu ce magar npyru nekapctBa. AKO He ce TIOBIUSIETE JOCTAThYHO WIIM UMaTe HEMTOHOCHUMOCT KbM TE31
nekapcTBa, Moxe n1a Bu ce nage Pyzchiva 3a HamansiBane Ha Mpu3HAIWTE U CHMIITOMHTE Ha
3abosisBaHeTo Bu.

2. Kakso TpsadBa na 3Haere, npeau aa uznouassare Pyzchiva

He uznoassaiite Pyzchiva

o AKO cTe aJIepruiHu KbM YCTEKHHYMAa0 TN HIKOS OT OCTaHAINTE ChCTaBKU Ha TOBA
JeKapcTBO (M30pOeHU B TOUKa 6).
o AKO MMaTe aKTHUBHA MHQEKIM, KOATO Bamusr iekap HaMupa 3a 3HaunMa.

AKO He CTe CUTypHU JIajli HIKOe OT U30POCHUTE TI0-Tope ce OTHacs 3a Bac, mochBeTBaiite ce ¢ Bamus
nexap win papmarieBT, mpeau na u3nonspare Pyzchiva.

Ipexynpesxnenns u NpeanasHu MepKU

I'oBopete ¢ Bamust nexap win ¢apmaneBT npenu aa usnonssate Pyzchiva. Bammusr nexap me
MIPOBEPH CHCTOSHUETO B mpen BCSKO JiedeHre. Y BeIOMETe CBOs Jiekap 3a Besika Barra 6omect
npeau Besiko Jeuenne. Coino Taka nHopmupaiite Bamus nexap, ako HACKOPO CTe OMIIM B KOHTAaKT C
YOBEK, KOWTO MOXKE /1a UMa TyOepKyJo3a. Bamust nexap me Bu npernena u mie HanpaBu n3cieBaHe
3a TyOepKyno3a, npenu aa usnonssare Pyzchiva. Axo BamusT nekap cMara, ge cTe U3JI0KeHH! Ha
PHCK OT TyOepKyJ103a, MOXKe 1a Bu npennuiie gexapcTsa 3a JICYEHUETO .

Crenere 32 cepHO3HU HEXKeJIAHHM PeaKIUU

Pyzchiva Moske 1a mpeu3BUKa CEPUO3HI HEXXEIAHU PEAKIMHU, BKJIFOUUTEIHO AJIEPTUYHI PEAKIUU U
uHexuu. TpsOBa a ciaequTe 3a ONpeAeIeHr NPU3HaLU Ha 3a00II1BaHMsL, JOKATO IpHEeMaTe
Pyzchiva. BmxTe ,,Cepno3Hu HexellaHu peakuuy’ B TOUKa 4 32 IBJIHMS CIIHCHK HA Te3U HEKEJIaHH
peaxuuu.

IIpenn na m3nonzeare Pyzchiva nndgopmupaiite Bammns nexap:

. AKO HAIKOra cTe UMAJIU AJIepruYHa peaKlusi KbM yCTeKMHYMa0. AKO HE CTe CUTYpHH,
nonuraiire Bamus nekap.

. AKO HAKOra cTe UMaJId HAKAKbB BHJ PaK — TOBA €, 3allI0TO UMYHOCYTIPECOPUTE KATO
yCTEKHHYMa0 oTcIabBaT 4acT OT UMyHHaTa cucTeMa. ToBa MOJKe Ja MIOBHIITH PUCKA OT PaK.

. AKO cTe JleKYBaHM 32 IICOPUA3HC C APYTH OMOJOTHYHH JIEKAPCTBA (JIeKapcTBo,

MPOU3BeICHO 0T OHOJIOrMYeH H3TOYHHUK H O0MKHOBEHO NPWJIATAHO Ype3 HHKEKIHS) -
PHUCKBT OT paK MOXKE J1a € I0-BHCOK.

. AKO HMaTe MJIH HACKOPO CTe NMAaJIM MHpeKnus.

. AKO MMaTe HOBM MJIM IIPOMEHSIIIY Ce JIe3UH B yYaCTBLHUTE C ICOPUA3UC WU 110
He3acerHaraTa Koxa.

. AKo mosy4yaBaTe Apyro JedeHue 3a MCOPUAZMC U/WJIH MCOPUATHYEH apTPUT — KaToO APYTHU

UMYHOCYTIpecopH WK (oToTeparus (KOraTo TSIOTO ce JeKyBa ¢ TUIl yaTpaBuosnerosa (UV)
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cBeTiMHA). Te3u JIedeHus ChIo MOYXKE JIa OTCIIA0AT YacT OT IMYHHATa cucTeMa. M3moimsBanero
Ha TE3U JICUCHHS 3a€THO C YCTEKHMHYMa0 HE € M3CiIeIBaHo. Br3MoxkHO ¢ 0bade, TO Aa YBEITUIHN
pHcKa oT 3a00JsIBaHUs, CBhP3aHH C 0TCIa0BaHE HA UMyHHATa CHCTEMA.

L Axko mojaydaBaTe WM HAKOra €Te nmojay4aBajii MH/KEKIUH 34 JICYCHUE HA AJICPTUH — HE €
HU3BCCTHO JaJIn yCTeKI/IHYMa6 MOKEC J1a OKa>XXC BJIMAHUC BbPXY TAX.
L4 AKo cTe Ha M HajJ 65 roguHM — MOXE J1a CTC IIO-CKJIOHHU KbM I/IH(l)eKI_II/II/I.

AKO He cTe CUTYPHH J1aiil HIKOE OT TOpen30pOeHNTE ce OTHACS 3a Bac, mocksBeTBaiite ce ¢ Bammus
nekap win papmarieBT, npeau na usnonspare Pyzchiva.

Hsikou marnmeHTH noyvaBart JyIyc-TIoA00HN peakiiy, BKIFOUYUTEITHO KOXKEH JIYITyC epuTeMaToieC 1
JyIyc-moA00eH CHHAPOM, [0 BpeMe Ha JiedeHue ¢ ycTekuaymal. ['oBopere Bennara ¢ Bamms sekap,
aKo IMOJyYHUTE YEPBEH, HAJAUTHAT, JIOLIEI] ce 0OPUB, MOHAKOI'a C MO-ThMHU IPAHULIU, B U3JI0KCHUTE
Ha CITBHIIC yYaCTBIM HA KOXKATa MIIM CTABHU OOJIKH.

CbpaeyeH HHPAPKT U HHCYJITH

WHdapkT 1 HHCYNITH ca HaOJI0aBaHu B ITPOYYBAHE TPH MAIEHTH C TICOPUA3UC, JIEKYBAHHU C
ycTeKHHyMa0. Barmst jekap peioBHO I1ie poBepsiBa PUCKOBUTE (PaKTOPH 3a Chp/ICUHO 3200 IsIBaHE U
uHCYNT pH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT 1Mo Moaxoasml HaunH. HezabaBHo noTbpcere
MEMIIMHCKA TTOMOIII, aKO MOJIy4nuTe 00JIKa B I'bPANTE, C1A00CT WM HEOOUYAMHO yCelllaHe OT eIHaTa
CTpaHa Ha TAJI0TO, OTIIYCHATOCT HaA JIMIETO UJIW T'OBOPHU WIX 3PpUTCIIHU CMYIIICHUS.

Jleua u roHOIIH

YcreknHymab He ce IpenopbyBa 3a yrnorpeda MmpH Aena Ha Bb3pacT 1o 6 TOJMHHU C TICOPHA3UC HITH
TIpH JeTla Ha Bh3pacT 1o 18 roquHu ¢ icopuatudeH apTpuT uin ¢ 6oiect Ha Kpow, 3amoro He e
NPOYYBaH NPH Ta3U Bb3PacToBa rpyma.

Jpyru nexkapcTBa, BakcuHu 1 Pyzchiva
Tps6Ba ma kaxxeTe Ha Bamms jgexap wim hapmareBT:

o AKo npuemMaTte, HaCKOpO CTe IIPUEMalI WK € Bb3MOXKHO A3 IpUEMEeTe IpyTH JIEKapCTBa.

. Akxo Hackopo Bu e npaBena nnu miianupate n1a Bu ce npaBu BakcuHanus. JJoxkato nu3nonaspare
Pyzchiva, Hskou BuioBe BakCUHM (KMBH BaKCHHH) HE TpsIOBa Ja ce mpuiiarart.

o Axo cte momydaBanu Pyzchiva mo Bpeme Ha OpeMeHHOCTTa, TpsOBa a KaKeTe Ha JeKaps Ha

0coero Bu 3a neuenuero ¢ Pyzchiva, mpeau To 1a moiy4yu KakBaTo U Jia € BaKCHHa,
BKJTFOUMTEITHO JKUBY BakCHHH, KaTo BIDK BakcuHa (M3mo13BaHa 3a mpeana3Bade oT
TyOepKyno3a). JKuBuTe BakCHHU He ce MpernophuBar 3a Bamero 6ebe npe3 mppBUTE MIECT
Mecena cliell paXJaHeTo, ako cTe noinydaBanu Pyzchiva mo Bpeme Ha OpeMEHHOCTTa, OCBEH aKo
JekapAT Ha BamieTo 6e6e He Tpenophya IpyTo.

BpemMeHHOCT M KbpMeHe

. 3a mpeamounTaHe € 1a ce u3bsArBa ynmorpedara Ha Pyzchiva mo Bpeme Ha OpeMEHHOCT.
EdexTure Ha ycTekrHyMal mpu OpeMEHHH KEHU HE ca U3BECTHH. AKO CTe JKEHa € IeTepOJIeH
MOTEHIINAI, JKEJTATEITHO € Jia He 3a0peMeHsIBaTe U J]a N3IM0I3BaTe MOIXO IS POTHBO3aYaThueH
METO/I, KOTaTO M3IM0JI3BaTe YCTEKNHYMal | MoHe 15 ceaMulin ciief] MocieAHOTO Mpujlarane Ha

yCTEKHHYMao.

o [ToceBeTBaiiTe ce ¢ Bamms iekap, ako cte OpeMeHHa, cMATaTe, Y€ MOXKeE Jla CTe OpeMeHHa Wn
TUTaHupaTe OpEeMEeHHOCT.

o Pyzchiva Mosxe 1a npemMuHe npe3 IuialeHTara B HepoaeHOTo 0e0e. AKO cTe MmoTydaBaliu
Pyzchiva o Bpeme Ha OpemeHHOCTTA cH, 6e0eTo B MoXke 2 uMa Mmo-BUCOK PUCK OT
UHQEKIHA.

o BaskHo e na xaxkere Ha JiekapuTe Ha Bamero 0e0e u Jpyru MeTUIUHCKY CIICIUAINCTH, aKO CTe

nony4asaiu Pyzchiva mo Bpeme Ha OpeMEHHOCTTa CH, TIpean 6e0eTo a MoTydIH KaKBaTo U Ja €
BakcuHa. JXKuBu Bakcunu, kaTto BIDK BakcrHa (M3mo3BaHa 3a Mpeana3BaHe OT TyOepKyyi03a) He
ce mpenopbuBaT 3a Bamiero 6e6e mpe3 mbpBUTE LIECT MECeLa Ce paXIaHETO, aKo CTe
nomydaBanu Pyzchiva mo Bpeme Ha OpeMeHHOCTTa, OCBEH aKo JiekapsAT Ha BameTo Oebe He
npernopbya Jpyro.

69



. YcTeknHyMad MOXKe Jja IPEeMHUHE B KbpMaTa B MHOTO MaJIKu KonmdecTBa. [lockBeTBaiiTe ce ¢
Bamus nekap, ako KbpMHTE HIIH aKo TUTaHHUpaTe Aa KbpMmurte. Bue u BamusT nexap tpsOBa ga
pemnTe nanu TpsiOBa Aa KbPMUTE WIIH Ja U3M0I3BaTe yCTEKUHYMal — He TIpaBeTe U JBETE.

lodupane u padora ¢ MalIMHK
YcTeknHyMab He MOBJIMSIBA WK MOBJIKABA IMPEHEOPSIKUMO CIIOCOOHOCTTa 3a modupaHe u pabora ¢
MalInuHHU.

Pyzchiva chabpika nonucopoar 80 (E433)

Toga nekapctBo chabpka 0,02 mg mommcopbar 80 (E433) BBB Besika peIBapyUTETHO HAITBITHEHA
cnpunnoBka (1 ml), kouto ca ekBuBanenTau Ha 0,02 mg/0,5 ml. [TonmucopbatuTe Morat Aa NPUIHUHAT
aNepruuHy peakuuu. TpsaOBa na kaxere Ha Bammus nekap, ako ©MaTe yCTaHOBEHH aJepruu.

3. Kak na nznossBare Pyzchiva

Pyzchiva e npenna3HaveH 3a ynotpeba moJ; pbKOBOACTBOTO U KOHTPOJIA Ha JIEKap C OMHT B JICYCHUETO
Ha 3a00JIsIBaHMs, 32 KOMTO € IMoka3aH Pyzchiva.

Bunaru usnos3BaiiTe ToBa JIEKapcTBO TOYHO KakTo Bu e ka3an Bammsar nekap. Ako He cTe CUTYpHU B
Heulo, nonutaiire Bamwus nexap. IloceBerBaiiTe ce ¢ Bamus nekap 3a ToBa, kora 1ie Bu ce nocrassr
WH)KEKIMHUTE U KOra IIE ca CJIEIBAIINTE KOHTPOIHH MPETIIEIH.

KaxBo xonudectBo Pyzchiva ce mpuiara
BammusT nekap mie pemm kakBo kKonmdecTBo Pyzchiva TpsiOBa na moiy4ure u 3a KaKbB TIEPHOJT OT
BpeMe.

Bb3pacTHu Ha 18 roqunu Win no-rojeMu
IIcopua3uc Wi ncopuaTHyeH apTpuT

o [Ipenopbuntennara HayanHa 103a € 45 mg Pyzchiva. [lanmenTn ¢ Terno Han
100 kunorpama (kg) Moske n1a 3amodnat ¢ 1o3a 90 mg BMecto 45 mg.
o Crnen HayamHaTa 7034, ciieaBamara Bu mo3a me 6b1e 4 ceIMUIH Mo-KbCHO | CIIE] TOBA Ha

Bceku 12 ceaqmuiu. CeaBammre 1031 OOMKHOBEHO ca CBhIIUTC, KATO HaA4YaJIHATa J034a.

BoJsecrt Ha Kpon

. ITo Bpeme Ha reuenueTo Bammsar jgexap me Bu npunoxu mppBarta 103a OT IPHOIU3ATETHO
6 mg/kg Pyzchiva upe3 kankoBo BIMBaHE BbB BeHa Ha pbKaTa (MHTpaBeHO3HA nH(Y3us). Cren
HavajHaTa 703a, e MoJyduTe ciensamiara 103a 90 mg Pyzchiva cnex 8 ceqmunm, ciien ToBa
mpe3 12 ceaMuIy ape3 HHKEKIHS IO KojkaTa (TIOIKOXKHO).

. IIpu HAKOW MAIMEeHTH, CIiell TbpBaTa NoAKokKHA mHKekus, 90 mg Pyzchiva moxe ma ce
npuiiara mnpe3 8 ceAMuIy. BamusT jgekap e peuy kora TpsioBa 1a NOoJIy4uTe CieBamiaTa CH
J03a.

Jlena ¥ I0HOIIM HA 6 TOAVMHU WM NO-TOJIEMHU

Ilcopnasuc

o Pyzchiva He e moka3zan 3a neguaTpuyHH NALMEHTH C IUIAKOB IICOPUA3UC, KOUTO TEKAT MO
60 kg, Thit kKato Pyzchiva ce mpemara caMo KaTo IpeIBapUTEIIHO HAITbIHEHA CIIPUHIIOBKA OT
45 mg n 90 mg 3a moaKkoxHO HHXKeKkTHpane. CienoBaTeHo He € Bb3MOXKHO JIa ce Tpujara
Pyzchiva Ha nauneHTH, KOUTO ce HYKIasAT OT O-MaJIKO OT IIbJIHA 1032 OT 45 mg. Axo e
Heo0X0IMMa aJITepHATHBHA J103a, BMECTO TOBa TPsIOBa J1a ce U3MO0I3Ba APYT NPOIYKT,
CBHABPIKAI YCTEKHHYMa0, 45 mg MHXEKIIMOHEH pa3TBOpP BbB (DJIAKOHM, KOWTO Mpeasiara
JI03UpaHe Bb3 OCHOBA HA TETJIOTO.

o JlekapsT TpsiOBa Jia ompeieNy paBUiiHaTa 3a Bac 71032, BKIIIOYHTEIHO U KOIHYECTBOTO (00ema)
Pyzchiva, koiiTo Tpsi0Ba 1a ce MHKEKTHpa, 3a 1a € IpaBuiIHa go3ata. [IpaBunHara no3a 3a Bac
11e 3aBHCH OT BameTo TenecHo Tersio mo BpeMe Ha BCsiKa /103a.

. Axo texure ot 60 kg no 100 kg, npenopruntennara no3a e 45 mg Pyzchiva.

. Axo texure noseue oT 100 kg, mpenoppunrtennata no3a e 90 mg Pyzchiva.
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) Cnen HavajiHaTa 1034, cieaBaara Bu qo3a e 0bae 4 ce AMHLIM ITO-KBCHO U CJIE TOBa Ha
BcekH 12 cenmurim.

Kak ce npniara Pyzchiva

. Pyzchiva ce mpmrara kato HHXKEKITHS TI0]T KoxkaTa (ITOAKOKHO). B Haganmoto Ha BameTo
neuyenue, Pyzchiva Moxke ia ce nH>KeKTHpa OT JieKap WX MEAUIIHCKA CeCcTpa.

o Bue u Bamusar sekap, obaue Moske J1a pemuTe, ue Bue camu Moxe 1a CH HH)XKEKTUpaTe
Pyzchiva. B TakbB ciy4aii me npeMuHeTe 00y4eHue Kak Jia cu nHxektupate Pyzchiva
CaMOCTOSITEITHO.

o 3a yka3zaHus Kak Jia mmxkektupare Pyzchiva Buxre ,,YkazaHus 3a IpuiiokeHre” B Kpasi Ha Ta3u
JIMCTOBKA.

T'oBopete ¢ Bamus nekap, ako nmare BBIIPOCH OTHOCHO TOBa KaK CaMy Jia TIOCTaBsATe WHKEKIIUSATA.

AKO cTe H3I0JI3BAJIM ITOBevYe 0T HeoOxoammara no3a Pyzchiva

AKO cTe M3MoJI3BaIy Win ca Bu npunoxuny moseye or Heodxoaumara no3a Pyzchiva, Hesa0aBHoO ce
HIOCHBETBANTE C JeKap Wi (hapmaneBT. Bunaru Hocete ¢ Bac kaproHeHaTa omakoBKa Ha
JIEKapCTBOTO, JIOPH U /1a € IIpa3Ha.

AKo cTe ponmycHaJIM 1a u3noJj3sare Pyzchiva
AKO CTe MpoITyCHAJIH /1033, CBhpKeTe ce ¢ Baius nekap wiu dapmaniest. He npunaraiite nsoitna
J103a, 3a Ja KOMIIEHCUpATe MPOITyCHATaTa 103a.

AKo cTe cripesn ynorpedara Ha Pyzchiva
He e omacHo ma ciipere ynorpebara Ha ycrekuayMad. Ako obade s cripere, Bammre cuMntoMu Moxxe
J1a ce Bb30OHOBSIT.

AX0 MMaTe HAKaKBH JOIBIHUTEITHN BBIIPOCH, CBBP3aHH ¢ yHoTpebaTa Ha TOBA JIEKapCTBO, IOIUTANTE
Bamms nexap wnu gpapmMarieBT.

4. Bb3MOKHHN HeKeTaHU peaKIuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a NPECAN3BHUKA HEIKCIAaHU pCaKIIUH, BBIIPEKU Y€ HC
BCCKHU T'Y IIOJTy4aBa.

CepHo3HH HEKeJIAHU peakun
Hsxou MaIUEeHTH MOXKE Ja UMAaT CEPUO3HU HEXKECIaHN pEaKINU, IIPHU KOUTO Aa CE€ Hajiara Cri€lurHo
JICUCHHUC.

AJIepru4HM peakIyu — MOsKe 1a U3NCKBAT clellHo JeveHue. UHpopmupaiite Bamus
JieKap WM He3a0aBHO NMOThpceTe ClelHA MeTUIIMHCKA TOMOIII, aKO0 3a0e/1eKUTe HAKOM OT
cJIe/IHUTE MPU3HAIH.
. CepHo3HATE aJePTUIHH PeakinH (,,aHaduIaKkchs’) ca peIKH MPH X0pa, MpHeMaIIH
ycTekuHyMa0 (Moxke ia 3acernar a0 1 Ha 1000 qymm). IlpusHanuTe BKIFOYBAT:
o 3aTpyIHEHO JAWIIaHe WIH MPeTTbIIaHe
o HUCKO KPBBHO HaJSITaHE, KOETO MOJKE 1a TPUYMHH 3aMassHOCT WJIH CBETOBBPTEK
o MOAYBaHE Ha JUIIETO, YCTHUTE, yCTaTa WIH I'BPIOTO.
o UYecTuTe MpU3HAIM HA AIEPTUYHA PEAKIIHSI BKIIIOYBAT KOKEH OOpUB M YPTHKapHs (MOXe
na 3acerHat o 1 va 100 qymm).

B peaxu ciaydan ce cp001aBaT aJIlepruyHu 0e10ApoOHHN peakuuu 1 0e10Apo0HO
Bb3NaJieHHe PU NALUEeHTH, KOUTO MOJIy4YaBaT ycTeKHHYMa0. YBegoMeTe BeqHara Bammus

JIEKap, aK0 IMOJYYUTE CUMIITOMHU KAaTO KallllIMla, 3aAyX 1 BUCOKA TEMIIEpaTypa.

AKO MoNTyYuTe CeprO3Ha aJlepruvHa peakiys, BamusaT nekap Moxe a peinu, 4ye Bue He TpsOBa
na ynorpebsare Pyzchiva oTHORO.
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Nndexunu — Mo:Ke 1a M3UCKBAT cielHO JedyeHue. UHopmupaiite Bamusa jgekap, ako
3a0eJsieskNTe HAKOM OT cileJHUTe MPU3HALH.

o WHQEKIMUTE HA HOCA WK T'BPJIOTO M MPOCTYIaTa ca YecTH (MOoXe Jia 3acerHar Jo 1 Ha
10 mymm)

. MHGPEKIUUTE Ha JOJTHUTE AUXATEIHH IbTHUIA (TPhIHN HHPEKIINN) ca HeueCcTH (MOXKe /1a
3acerHat jo 1 Ha 100 xymm)

o BB3IMAJICHUETO Ha TIOJJKO’KHATA ThKaH (IeTyJIUT) € HeuecTo (MoXe 1a 3acerHe o 1 Ha
100 myrmm)

. xeprec 30ctep (Bua 00JIe3HEH 00pHB ¢ MEXYpH) € HedecT (MOoKe Jla 3acerrar o 1 Ha
100 mymm)

YcreknHymad Moke Jla Hamaiu criocobHocTTa By a ce 6opute ¢ napexiun. Hiaxon nabekumn
MOYKE J]a CTAaHAT CEPHO3HH U MOXKE JIa BKIIFOUBAT UHPEKIMH, IPUYUHEHU OT BUPYCH, THOMUKH,
OakTepuu (BKIFOUUTEIHO TyOEepKyII03a) WK Mapa3uTH, BKIFOYUTEITHO HHPEKITUH, KOUTO
BB3HUKBAT PEJAUMHO IIPU X0pa ¢ oTciabeHa MMyHHa cucTeMa (ONOPTIOHUCTUYHU WH(EKIUH).
[Tpu manmenTy, monyvyasaniy ycreKnHyma0, ce cho0IIaBaT ONOPTIOHUCTUYHN HHPEKITUHA Ha
MO3bKa (eHIle(aIuT, MEHHHTHT), OenTe IPOOOBE U OUUTE.

Jlokato ynorpebsiBate ycTeknuHyma0, TpsOBa Jia ciieauTe 3a npu3Haiy Ha napekuus. Te
BKJIFOYBAT:

BHCOKa TeMIIEpaTypa, TPHUIIONOI00HN CUMIITOMH, HOIITHO TTOTEHE, 3ary0a Ha Terjo
yMOpa WK 3alyX, YIOpUTa KallThIa

TOIJIa, 3a4epBeHA B OOJIe3HEHA KOXKa WU OOJIE3HEH KOXKEH 00pUB C MEXypH
napeHe Mpu ypuHUpaHe

JAapust

3pUTEHO CMYIIICHUE WJIH 3ary0a Ha 3peHne

rIaBo0oIMe, CKOBAHOCT Ha BpaTa, YyBCTBUTEIHOCT KbM CBETIIMHA, TaJieHE MU
00BpKaHOCT.

HNudopmupaiite Bamms jgekap BeHara, ako 3a0eiie)kKUTe HIKOHM OT Te3H MpU3HAIM Ha
nHpekmus. Te MmoraT n1a ObIaT IpU3HAITM Ha HHPEKIINA KaTo TPhIHN HHPEKIINN, KOXKHI
WHQEKIMH, XepIiec 30CTeP WIN OMOPTIOHUCTHYHH UH(EKIINU, KOUTO MOTaT Jia IOBEAAT JIO
cepuo3Hu ycnoxHenus. Mapopmupaiite Bamus iekap, ako uMate HIKaKBa YIOPUTA WUITH
MOBTAapsIIa ce MHPEKIHs. BammsaT nekap Moxke a pemy, ge He TpsiOBa ga ynorpeosBaTe
yCcTeKuHyMa0, Tokato nH(peKuiaTa He OB/Ie U3JIeKyBaHa. YBenomere Bammms nexap, u ako
UMaTe OTBOPEHU PaHY WM HAPAHSBAaHUS, Thi KaTO MOXKE Jia ce HH(DEKTHUpaT.

JIloneHe Ha KokaTa — HHTEH3UBHOTO 3a4YepPBsiIBaHe U JIIOLIEHe HA KOKaTa Ha M0-roJisiMa
TUIOLI IO TSIJIOTO MOJKe /1a ca CHMIITOMM HA ePUTPOAePMHUYEH NCOPHUA3UC WIIH
eKkc$oIMaTHBEH 1ePMATHT, KOUTO €A CEPHO3HU KOKHHU 3a00J1siIBaHUs. AKO 3a0esie:xxnTe
HSKOI1 0T Te3M NpHU3HaUY, TPsi0Ba 1a uHpopMupare Bamus nexap He3a0aBHO.

Jlpyru HexxelaHU peaKkIHu

YecTu HexeJaHU peakunu (Moxe 1a 3acersat mo 1 Ha 10 gymm):
Japust

rajJicHe

MOBpBIaHE

yMopa

3aMasHOCT

riaBoOoJHe

chpOex (IpypuTyc)

OoJika B rbp0a, MyCKYJIUTE WM CTABUTE
BB3MAJIIEHO T'BPI0

3ayepBsiBaHe U 00JIKa Ha MACTOTO HA HHKEKTHPaHE
WHQEKIHS Ha CHHYCHUTE
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HeuecTu Hexke1aHu peakuuu (Moxke Aa 3acerrar 1o 1 Ha 100 gymm):

UHGpEKINU Ha 350UTE

BarvHaj Ha HHPEKIHS, MPUIUHECHA OT I'EOMYKHU

Jenpecus

3aIyIIeH HOC WK Xpema

KbpBEHE, TOCUHSBAaHE, BTBbPSBAHE, II0{yBaHE U ChPOEK Ha MACTOTO HAa MHIKEKTHPAHE

ycernlage 3a cinadoct

CriajJiaHe Ha KJierava i U3KPUBSIBaHE Ha MYCKYJIMTE Ha €IHATA [TOJIOBMHA HA JIUIIETO

(,,JTuTIeBa mMapanm3a’ Wl ,,liapann3a Ha ber”), KosITo 0OMKHOBEHO € BpeMEHHA

o MPOMsIHA Ha MCOpHA3Uca ChC 3aUEPBABAHE M HOBH MAJIKH, JKBJITH HIIK OCJIH MEXYPH I10
KOXara, TIOHSAKOTa MPHUIPYKESHH ¢ TeMIteparypa (IyCTyI03eH IICOPUA3UC)

. OeneHe Ha Kokarta (eKC(oIramus Ha KOXKaTa)

. aKHe

Penku Hexke1aHU JieKapCcTBeHH peakiuu (Moxe n1a 3acerHat a0 1 Ha 1 000 gymm)

° 3auepBsBaHE U JIFOIICHE HAa KOXKAaTa Ha IMO-TojisiMa IUIOI] 110 TSUI0TO, KOUTO MOXKE J1a
CBHpOAT Wi N1a ca 6one3HeHN (ekchommaTuBeH nepmatut). [lomoOHu cuMmromMu
MOHSIKOTA CE Pa3BUBAT KaTO €CTECTBEHA MPOMSIHA Ha BHJIa HA CUMIITOMUTE Ha MICOPHA3UC
(epUTpOAEpPMHYEH MICOPHUABHC)

° Bb3maneHue Ha MalIKuTe KPbBOHOCHHU ChJIOBE, KOSTO MOXE J1a JIOBEE J0 KOXKCH OOPHB ¢
MAaJIKH YePBEHU I JIMJIABH MOy THHH, TEMIIepaTypa Wik 00JIKa B CTaBHUTE (BACKYJIHT).

MHoro peaxm HexKeJIaHU JeKAPCTBEHH peakuuu (Moxe fa 3acerHat 1o 1 Ha 10 000 gymm)

o OO0pa3yBaHe Ha MEXYpPH IO KOXaTa, KOSITO MOXe Jia ObJIe 3aUuepBeHa, ChpOsIa 1
Oone3neHa (0y103eH eMQpHUTOM )
o KOJKCH JIyIyC €PUTEMATOIEC U JIYITyC-I0J00CH CHHIPOM (YepPBEH, HATUTHAT, JTFOLICIIL CE

0OpHB B M3JI0KEHUTE HA CIIHHIIC YIACTHIN HA KOXKATa, KOUTO MOXKE Ja € MPUIPYKEH OT
0OJIKU B CTaBUTE).

Cbo01uiaBaHe HAa HesKeJIAHU Peakuu

AKO TIOITyYUTe HIKAKBU HEKEJIaHH JICKApCTBEHH PEaKIiy, yBeaomMeTe Bamus nexap uiu gpapmarenT.
ToBa BKJIIOUBA ¥ BCHYKH BH3MOKHU HEOMTMCAHM B Ta3M JINCTOBKA HEXEJIAaHU peakunu. MokeTe ChIIo
Jla ChOOIIUTE HEXKETIaHU PEaKINK TUPEKTHO Ype3 HallMOHATHATAa CUCTEMa 3a ChOOIaBaHe, IOCOYCHA B
IIpunoxenne V. Kato cro01maBare HeXXeIaHA PEaKIMK, MOXKETE Jla TaJIeTe CBOSI IIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(POpMannsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5.

Kak na cexpansiBate Pyzchiva

Ja ce cpxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JIeTia.

Ja ce cexpanssa B xmagmiauK (2 °C—8 °C). [la He ce 3ampa3ssiba.

ChxpaHsABaiiTe MpeIBAPUTEIHO HAIbJIHEHATA CIPUHIIOBKA B KAPTOHEHATA OMIAKOBKA, 3a JIa Ce
Mpe/ina3u OT CBETINHA.

AKO € HeoO0X0IMMO, OTJEIHUTE MIPEIBAPUTEITHO HAITBTHEHH CIPUHIIOBKU Pyzchiva Moxe chIo
Jla ce ChXpaHsIBaT IpH cTaiiHa Temmeparypa 10 30 °C eqHOKpaTHO 32 MAKCUMAJICH ITEPUOT 110

1 Mecell B OpUrHHAIHATA KAPTOHEHA OTIAKOBKA, 32 J]a CE MPEJNa3sT OT CBETIIMHA. 3aluIleTe
JlaTara, Ha KOSATO MPeIBapUTEITHO HAITbTHEHATa CIIPUHIIOBKA € W3BaJieHa 3a ITbPBH BT OT
XJIAJUITHAKA HAa 0003HAYEHOTO HA KapTOHEHATa OMaKOBKa MACTO. B kpast Ha To3u nepuos
MPOAYKTHT MOXKE JIa C€ MOCTaBU 00PATHO B XJIAJMIHUKA. M3XBBbpIIeTe CIPUHIIOBKATA, aKO HE CE
W3M0JI3Ba CJIe]l ChXpaHEeHUE MPH CTaliHA TeMIepaTypa B pAMKUTE Ha | Mecel| WK clie]
W3THYaHE HA OPUTHHAITHHS CPOK Ha TOJHOCT, B 3aBUCUMOCT OT TOBA, KOE OT JABETE HACTHITH MO-
paHo.

He pasknamaiite npe1BapuTeIHO HATBJIHEHUTE CIIPUHIIOBKH Pyzchiva. IIpobKUTETHOTO
E€HEPTUYHO pa3KIIalllaHe MOXeE J1a TIOBPEH JIEKapCTBOTO.
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He u3nosn3zBaiiTe ToBa JIeKAPCTBO:

o CJIe] CpOKa Ha TOIHOCT, OTOENsI3aH BHPXY €THKETa U KapTOHEHATa ONaKOBKa CIIe]
»EXP“/,,Tonen no:*“. CpoKbT Ha TOJAHOCT OTTOBAPs Ha MOCICAHMS JCH OT ITOCOYCHHUS MECEII,

o aKO TEYHOCTTA € C TPOMEHEH IBAT, MbTHA WJIN B Hesl ce 3a0e3BaT IUTyBaIly Yy K1 YaCTUIH
(BmwxTe Touka 6 ,,Kak nzrnexna Pyzchiva u kakBo chabpxa omakoBKaTa™);

. aKO0 3HAeTe WM CMSTaTe, Ye MOXKe Jia € Ouiia U3JI0KEeHA Ha EKCTPEMHHU TeMIlepaTypu (Kato
WHIMJCHTHO 3aMpPb3BaHe WM 3arpsiBaHe);

. aKO MPOAYKTHT € OMJI eHEPruYHO pa3KiaTeH.

Pyzchiva e camo 3a eaHokpaTHa ynorpeda. Hensnom3BaHusT MpoaAyKT, OCTaHaJl B CIIPUHIIOBKATa,
TpsiOBa 11a ce u3XBBHpiau. He u3xBbpisiiTe nekapcTBaTa B KaHAJIM3aLKATA WIM B KOHTEHHEpa 3a
JoManrHu otnaabiu. [lomuraiite Bamust dhapManeBT Kak ja U3XBBPIATE JIEKApPCTBATa, KOUTO BEUe HE
uznossBare. Tesu MepKku 111e CIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa Cpela.

6. CLG)pmaHHe Ha OnMaKOBKaTa M J10IIbJHHUTEC/IHA HH(l)OpMaIIHﬂ

KakBo cbabpaxa Pyzchiva

o AKTHBHO BEILIECTBO: YCTeKHHYMa0. Besika mpeiBapiTesIHO HAITBJIHEHA CIIPUHIIOBKA ChIbPKa
45 mg ycrekuayma6 B 0,5 ml.
o JIpyrute chbCTaBKH Ca XUCTHIMH, XUCTHIMHOB XHIPOXJIOPHI MOHOXHIpAT, nonucopbar 80

(E 433), 3axapo3a, Boja 3a MHXKEKITHH.

Kak m3riaexaa Pyzchiva u kakBo cbabpka 0MaKoBKAaTa

Pyzchiva e 6ucthp, 6€31BETEH 10 OJICA0KBAT UHKECKIIMOHEH pa3TBOp. Tol MOXe J1a Chbpxa
HSIKOJIKO IPEOHH MOTYTPO3paYHH WK OSJTH YacTHIM poTerH. JIocTaBs ce B KapTOHEHa OMAaKOBKa,
ChIbpIKaIlla e/Ha CTHKJICHA TPEIBAPUTEITHO HAIThJIHEHA CIIPUHIIOBKA OT 1 ml ¢ emuHnYHa n03a. Besika
MpeBapUTEIHO HAIBIIHEHA CIIPUHIIOBKA ChIbpKa 45 mg ycreknaymad B 0,5 ml nHkeKInoHeH
pasTBop.

IIpurexkaTes Ha pa3pelIeHNETO 32 YIOTPeda U MPON3BOTUTEN
Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

Hunepnannus

3a mompHUTETHA WHGOPMAIHS OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JOKAITHUS
MPeJICTAaBUTEI Ha MIPUTEKATENS Ha pa3pellieHUeTo 3a ynorpeoa:

Belgié/Belgique/Belgien Lietuva

Sandoz nv/sa Sandoz Pharmaceuticals d.d filialas
Tél/Tel: +32 2 722 97 97 Tel: +370 5 2636 037
Bbuarapus Luxembourg/Luxemburg
Canno3 bearapus KUT Sandoz nv/sa

Ten.: +359 2 970 47 47 Tél/Tel.: +32 2 722 97 97
Ceska republika Magyarorszag

Sandoz s.r.0. Sandoz Hungaria Kft.

Tel: +420 225 775 111 Tel.: +36 1 430 2890
Danmark/Norge/island/Sverige Malta

Sandoz A/S Sandoz Pharmaceuticals d.d.
TIf: +45 63 95 10 00 Tel: +35699644126
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Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

Elrada

SANDOZ HELLAS MONOITPOZQIIH A.E.

TnA: +30 216 600 5000

Espaiia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 149 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385123 53 111

Ireland
Rowex Ltd.
Tel: + 353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 96541

Kvbmpog

SANDOZ HELLAS MONOITPOZQIIH A.E.

TnA: +30 216 600 5000
Latvija

Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

IIpocnenumoct:

3a ma ce moo0pH MPOCIETUMOCTTa Ha OHMONIOTMYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U MTAPTHIHUAT

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romaénia
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600

Suomi/Finland
Sandoz A/S
Puh/Tel: +358 10 6133 400

HOMEp Ha MPIJIOKEHUS MPOIYKT TPSIOBA SICHO J1a CE 3arMCBarT.

JlaTa Ha mocJieaHo mpepasriexaane Ha aucropkata MM /I'TTT.

JIpyru u3TOYHUIM HA MH(pOpMAaLHs

ITonpoOHa uHOpMaIKs 3a TOBa JIEKApCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus

10 JIeKapcTBaTta https://www.ema.europa.eu/.
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Yka3anus 3a NMPUJI0KCHUE

B HawanoTo Ha J€4eHHMETO MENUIIMHCKH crienranuct e Bu nocraBu Bamara nepBa nrkekuus. Bue

u Bammsr nekap obaue moxe na pemmre, ye Bue camu Moske na cu umxektupare Pyzchiva. B takss

clIydJaii I1ie mpeMHHeTe 00yUYeHHe Kak Ja nHxektupare Pyzchiva. 'opopere ¢ Bamus niekap, ako

MMaTe BBIIPOCH OTHOCHO MOCTaBSIHETO HA MHXKEKLUATA.

. He cmecgaiite Pyzchiva ¢ apyru Te4HOCTH 3a HHXKEKITUS.

. He pazknamaiite npeiBapuTeIHO HAITBJIHEHUTE CIIPUHIIOBKH Pyzchiva. [IpuunHara 3a ToBa e,
Yye CHJIHOTO pa3KIIalllaHe MOJKe J1a IOBPEAM JieKapcTBOTO. He ynoTpebsBaiite 1ekapcTBOTO, aKo
€ OWJIO CHITHO pa3KJIaTeHo.

Ha (I)Hrypa 1 e mokaszaHo Kak H3rjexKaa rnpeaABapuTCIIHO HAITBJIHCHATa CIIPUHIIOBKA.

Crobu Ha
npeanasuTena Ha

KoHutponHo  Kopnyc vrnata
nposop4e bytano
S |
il Gy DG *
N
Kanaye Ha urnata Wrna Etmker
Mhaea Ha
byTtanoto
Qurypa 1

1. IlpoBepeTe Oposi HA NPeABAPUTEIHO HAITBJIHEHUTE CHIPUHIOBKH U NOAT0TBETEe MaTepHaJInTe:

IToaroroBka 3a U3MoOI3BaHE Ha MPEABAPUTEIHO HATBJIHEHATA CIIPUHIIOBKA

o W3Banere npeaBapuTEIIHO HAITBIHEHATA CIIPUHLOBKA/CIIPUHIIOBKY OT XJIaguinHuka. Ocrasere s
Jla TIPECTOU OKOJIO IIOJIOBHMH 4ac U3BBH KyTHATa. ToBa 1€ I03BOIM HA TEUHOCTTA J1a JOCTUTHE
NOJXO0IAIIa TeMIIepaTypa 3a MHXKEKTHpaHe (CTaliHa Temneparypa). He 3aToruisiite
NpeIBapUTEIHO HATbJIHEHATa CIPUHIIOBKA 110 HUKAKBB IPYT HAuUH (HaIpuMep He 5
3aTOIUISINTE B MUKPOBBJIHOBA MI€UKa WU B ropeia Bosa). He cBangiite kanaykara Ha UrJara,
JIOKaTO TEYHOCTTA HE JOCTUTHE CTaliHa TeMIIepaTypa.

o XBaHeTe KOpIyca Ha CIIPUHIIOBKATa TaKa, 4ye MOKPUTATa ¢ Kaladka Uriia ia COYH Harope.

o He xBamaiite riaBara Ha OyTanoTo, OyTaaoTo, CTPAaHULIUTE HA IpeIa3uTelIsl Ha Urjiarta uin
Karaykara Ha Wrjara.

o He uznppmBaiiTe OyTanoro.

o He cBansiiTe kanaukara Ha MTJaTa OT CIPHHIIOBKATA, TOKATO HE MPOYETETe B MHCTPYKIHATA 32
TOBA.

[IpoBepere mpeaBapUTEIHO HATBJIHEHATA CIPUHIIOBKA/CIIPUHLIOBKHY, 32 1a CE YBEPUTE, Ue

. OposT Ha MPEABAPUTEIHO HAITBITHEHUTE CIIPUHIIOBKU U KOJTMYECTBOTO Ha aKTHBHOTO BELIECTBO

B 1030Ba €AMHUIIA Ca BEPHU

o ako Bamara nosza e 45 mg, me nonyuure eaHa 45 mg npeaBapuUTEIHO HaIlbJIHEHA
crpuHIoBKka Pyzchiva;

o ako Bamrara noza e 90 mg, me noxyunre ABe 45 mg MpeaBapUTETHO HAITBITHEHN
cnpuHIoBKU Pyzchiva u me TpsOBa 1a cu moctaBute ABe HHKeKIuH. M30epere nBe
Pa3InYHU MeCTa Ha MHKEKTUpaHe (HanpuMep eAHaTa WHXKEKLUS B JSICHOTO Oenipo, a
JpyraTta — B JIIBOTO) U TU HallpaBeTe eHa Clel APYra;

TOBA € MPABUIIHOTO JIEKAPCTBO;

CPOKBT Ha FOAHOCT HE € U3TEKBJI;

IpeJBapUTEIHO HAITbJIHEHATA CIIPUHIIOBKA HE € [I0BPEJIeHa;

Pa3TBOPHT B CIPHHIIOBKATA € OMCTHP M Oe31BETEH 10 OIe10 KBIIT;
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L Pa3TBOPBHT B CIIPUHIOBKATA HE € C IPOMCHCH LBAT UJIKM MBTCH U HC CbABPiKA TYKAU YaCTULIA,
L4 Pa3TBOPHT B CIIPUHIIOBKATA HE € 3aMPBb3HAJ.

Cpbepere BCHUKH MaTepUalld, OT KOUTO C€ HY>KIAaeTe M TH IIOCTaBeTe BhPXY YMCTa MOBBPXHOCT. Te
BKIIFOYBAT aHTUCENTHYHHU KBPITUYKH, TAMYYHH TAMIIOHH HIJIM Mapiy U KOHTEWHEP 32 OCTPU MPEAMETH.

2. U36epeTe M MOATrOTBETE MACTOTO 32 HHIKEKTHPAHE:
H306epere mscTo 3a uHKeKTHpaHne (BXK. Gurypa 2)

o Pyzchiva ce npunara upe3 WHXEKIHs 110/ KokaTa (TI0IK0XKHO).

. [Moxxoasamm MecTa 3a MHXEKTHpaHE ca TOpPHATa 4acT Ha OeIpOTO Wil 00J1acTTa OKOJIO KopeMa
Ha pa3CTOsIHUE HA-MaJKo 5 CM OT IbIIa.

. AKO € Bb3MOXKHO, HEe H3IOJI3BaiiTe 00IaCTH OT KOXKaTa C MPU3HAIM Ha TICOPHA3HC.

. Axo HsKO# Bu momara npu mocTaBsHETO Ha HHXEKIUATA, TOW/TS MOXKe J1a u30epe 1 ropHaTa

4acCT Ha pbKaTa KaTo MACTO 3a MHKXCKTHPAHEC.

*30HHTE B CHBO ca NPENOPBHYBAHUTE MECTA 3a MHIKEKTHPAHE.

Odurypa 2
[loaroreere MACTOTO 32 MH)KEKTHpaHE
o Uzmuiite ppiieTe cu MHOTO J00pe ChC CallyH M TOILIA BOJA.
o [TouncreTe KOXkaTa Ha MICTOTO 33 MHKEKTHPAHE C AHTUCENTHYHA KbpPITUYKA.
o He noxocBaiiTe noeue Ta3u 00JacT A0 MOCTABIHETO HA HHKEKIIMATA.
. HepneiiTe 1a BeeTe 1 He AyxaiTe BbpXy 4MCTaTa 30Ha.

3. CBaJjieTe kanmauykaTa Ha urjara (B:x. ¢purypa 3):

° KanaukaTa Ha uriata He TpsiOBa Ja ce cBaJiA, JOKATO HE CTE TOTOBH Jla MHXKEKTUPATE J03aTa.
° Bzemere npeaBapuTenHo HabJIHEHATA CIIPUHIIOBKA U XBAHETE KOpPIIyca il ¢ eiHa pbKa.
° Ps3ko m3nppnaiite kanaykara Ha Urjiata B IpaBa MOCOKa U 5 U3XBbpJieTe. JlokaTto mpaBuTe

TOBA, HE HOKOCBaﬁTe 6yTaJ'IOTO.

Qurypa 3
o Moxe na 3a0enexuTe Bb3AYyIIEH MEXyp B IPEABAPUTEITHO HAITBIHEHATA CIIPUHI[OBKA WIIH
KaIlka TeYHOCT Ha BbpXa Ha uriata. ToBa € HOpMaJTHO M HE € HEOOX0AUMO J1a C€ OTCTPaHsBaT.
o He noxocaiite uriara u He s JONUpPaNTe B IPYTH HOBBPXHOCTH.
o He u3nosnsBaiite npeBapuTeIHO HATBIHEHATA CIIPHHIIOBKA, aKO 51 U3IIyCHETE C OTBOPEHA HIJIa.

Axo TOBa ce ciIyuH, ce CBhpKeTe ¢ Bamms nekap win GpapmarenT.
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L I/IH)KCKTHpaﬁTe Jo3aTta B€aHara, mom CBaJIMTC KalladKaTa Ha urjarta.

4. Un:kekTHpAaiiTe 103aTAa:

o XBaHEeTE MpeABapUTEITHO HAMTBJIHEHATA CIIPUHIIOBKA MEXKy CPEIHUS MPBCT U TIOKa3alera Ha
eIHaTa pbKa U IocTaBeTe Majiena CH BbpXY IJ1aBaTa Ha OyTanoTo, a ¢ Apyrara pbKa JEKO
CTHCHETE IIOYMCTEHAaTa KoXa MEXXAy najena u rnokasanena. He ctuckaiite cuiHo.

. He w3nbpnBaiite OyranoTo.

o C enHo OBP30 ABIKEHHE BKapalTe Urjiara B KOXKarta, JOKbAETO Moxe (BK. purypa 4).

Qurypa 4

. NmxexTupaiiTe UAI0TO KOJIMYECTBO OT JEKapCTBOTO, KaTO HaTHCKaTe OyTaloTo, JOKaTo
rJ1aBata My JOCTUTHE MEX/y CTPaHUITUTE Ha Tpena3uTens Ha urinata (Bx. gurypa 5).

®urypa 5

J Korato OyTanoTo cTUTHE 10 Kpas, He OTITyCcKaliTe HaTHCKa BbpXY IJIaBaTa My, U3BaJIeTe UTiara
U IyCHeTe Koxarta (Bxk. ¢purypa 6).

®@urypa 6

. baBHO oTcTpaHeTe majnena cu OT IJ1aBaTa Ha OyTayioTo, 3a Ja MO3BOJIMTE Ha Mpa3HaTa
CIIPHHIIOBKA Jla Ce MPUABMKH HArope, J0KaTo IsIaTa Urjia ce MOKPHE ¢ MPEIIa3suTesIs, KakTo €
MOKa3aHo Ha ¢urypa 7:
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5. Cnen nHxKeKTHpaHE:

[IputucHeTe aHTHCENTUYHA KBPIUYKA BbPXY MACTOTO HA MH)KEKTHPAHE B IPOJBIDKEHHE Ha
HSKOJIKO CEKYH/IH, CJIeJ] KaTO MOCTaBUTE WHKEKIMTA.

BB3MOXHO € Ha MACTOTO Ha MH)KEKTHPaHe Jja UMa MaJIKO KOJIMYECTBO KPBB MIIM TeUHOCT. ToBa
€ HOPMAaJIHO.

Moske aa MpUTHUCHETE MACTOTO Ha MH)KEKTHpaHE ¢ aMydeH TaMIIOH WX MapJis U Ja
3anbspxkute 10 cexyHan.

He pa3rbpkBaiite Ko’kaTa Ha MSICTOTO Ha MHXKEKTHpaHe. AKO € HEOOXOJIMO, MOXKE Ja CIIOKUTE
MaJIKa JIETIEHKa BbpXY MACTOTO Ha MHKEKTHPAHE.

6. U3xBbpJsine:

W3non3eaHuTe CIPUHIIOBKH TPSIOBA J]a CE MOCTABAT B HEMPOOMUBAEM KOHTEIHHEP, KaTO
KOHTelHepa 3a ocTpu npeameT (Bx. purypa 8). 3a Bamrara GezonacHoCT U 3apaBe U 3a
Oe3omacHOCTTa Ha IpyTryTe, HUKOra He W3I0J3BaiiTe HOBTOPHO CIIpUHIOBKUTE. V3XxBBHpIsiiTe
Banmst koHTeiHEp 3a OCTpH MPEIMETH B ChOTBETCTBHE C MECTHUTE Pa3NIOpeI0n.
AHTHCENTHYHNUTE KbPIMYKH U APYTH KOHCYMAaTHUBH MOXKE J1a C€ U3XBBPJIAT B OOLIMS OOKITYK.

Ourypa 8
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JlucroBka: undopmanus 3a norpeduTeNs

Pyzchiva 90 mg mH:KeKIMOHEeH Pa3TBOP B NPeABAPUTEIHO HAITBJIHEHA CIIPHHIOBKA
ycTekuHyMab (ustekinumab)

vTosn JICKapCTBEH MPOIYKT MOJJICKN Ha JOMBIHUTENHO HabmroaeHue. ToBa 1ie mo3Boiau Obp30TO
yCTaHOBSIBaHE HAa HOBa WHQOpPMAIHs OTHOCHO Oe30macHocTTa. MoKeTe Jia Aajiete cBOsl IPUHOC, KaTo
CHOOIIUTE BCSIKA HEXENIaHa PEaKIus, KOSITO CTe TMONYyYMId. 3a HAUWHA Ha ChOOIIaBaHe HA HEXKETaHU
peaxIMy BUXKTE Kpasi Ha Touka 4.

IIpouereTe BHUMATEIHO LSLJIATA JIMCTOBKA, IIPEIM Aa 3all0YHeTe 1a U3N0JI3BaTe TOBa
JIEKapCTBO, Thil KaTO TH ChABbP:Ka BakHa 32 Bac nundopmanus.

Ta3u 1uCTOBKA ¢ HANKMCAHA 32 NALUEHTA, KOWTO NpPHeMa JIEKapCTBOTO. AKO €Te POAMTE UIH
HACTOMHMK, KOiTO e npuiara Pyzchiva na nere, Moyt mpoyerere BHUMATETHO TA3H
HHpopManmsi.

- 3amazere Ta3u JUCTOBKAa. MoJKe /1a ce HaJIOXKH J1a 5 POYETeTe OTHOBO.

- AKO UMaTe HIKaKBH JIOMBIHUTEIHA BBIIPOCH, ITonuTaiiTe Bamus nekap wiu gapmarieBT.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro nmpeoTrcTbnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpeIY, HE3aBUCHMO Ue IPU3HAILIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIIUTE KaTo Baiure.

- AKO TIONTyYnTe HAKAKBU HEXEJAH! peaklluy, yBeroMeTe Bamms nekap wiu dpapmanesT. Tosa
BKIIFOUBA M BCHYKH BH3MOKHU HE)KEaHU PEeaKINU, HEONMCAHH B Ta3M JIMCTOBKA. BrkTe
TOYKa 4.

KakBo cbabpika Ta3H JHCTOBKA

Kakgo npencrapnsBa Pyzchiva u 3a kakBo ce H31mo3Ba
Kakgo Tpsi0Ba na 3Haete, nmpeau aa usnon3sare Pyzchiva
Kax ma nzmomssare Pyzchiva

BBb3MOKHM HEXEIaHU pPEaKIUU

Kak na cexpansiBare Pyzchiva

ChpprkaHre Ha OIIAKOBKATA U TOIBIHUTEIHA HHPOPMANUs

A

1. Kaxkso npenacraBassa Pyzchiva u 3a kakBo ce n3noJi3pa

Kaxkso npeacrasassa Pyzchiva

Pyzchiva cpappika akTHBHOTO BEILIECTBO ,,yCTEKHUHYMa0”’, KOETO € MOHOKIIOHATTHO aHTHUTSLIO.
MOHOKJIOHAJTHHUTE aHTUTEJIA Ca IPOTEUHH, KOUTO Pa3lIO3HABAT U CBBbP3BAT ONPEAEIEHH ClIeU()UIHN
HNPOTEUHH B OPTaHU3Ma.

Pyzchiva npunHamiexxu KpM rpyna JeKapcTBa, HApe4eHu ,,iMyHocynpecopn’”. Te3un iekapcTBa
JIeficTBAT, KATO HAMASBAT aKTUBHOCTTA HA YacT OT MIMyHHATa CHCTEMA.

3a kakBo ce usnoJ3sa Pyzchiva
Pyzchiva ce n3nomn3Ba 3a JieueHne Ha CISTHUTE BH3MAINTEIHN 3200 ISTBAaHUS:

o [InakoB mcopuasuc - MpU Bb3PACTHH U J€1a Ha B3PAcT OT 6 TOAMHU U MO-TOJIEMHU
o IlcopuaTiyeHn apTpuT — py Bb3pacTHU
. Ymepena 1o Texxka 6omect Ha KpoH — nmpu BB3pacTHH

InakoB ncopuasuc
,,I171TaK0OB TIcopra3nc’ € KOXKHO 3a00JIsIBaHe, KOETO BOJH JI0 BH3MAJICHUE, 3acsATallo Ko)KaTa U HOKTHUTE.
Pyzchiva mamansBa Bb3NaJICHHETO U APYTUTE TIPU3HAIN Ha 3a00JISIBAHETO.

Pyzchiva ce u3mnosn3pa rnpu Bb3pacTHH C YMEPEH JI0 TEKBK IIAKOB IICOPHA3UC, KOUTO HE MOTrat Ja
M3II0JI3BAT IIUKJIOCIIOPHH, METOTPEKCAT MK (POTOTEparus, HIIK KOTaTo TE3U JICUYCHHsI HE JICHCTBAT.
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Pyzchiva ce uzmon3Ba rpu fera 1 I0HOIIN Ha Bb3pacT 6 TOIWHU U MO-TOJIEMH C YMEPEH 10 TEXKBK
TUTAKOB IICOPHA3KC, KOUTO MMAT HETOHOCUMOCT KbM (DOTOTEPATIHSI WM JIPYTH CUCTEMHH TEPaInu, WK
KOraToO T€3U JICUCHHsSI HE JICHCTBAT.

I[lcopuaruyen apTput

[copuarudeH apTpHT € Bh3MAINTEITHO 3a00IIIBaHE HA CTABUTE, OOMKHOBEHO CHITBTCTBAHO OT
ncopuasuc. AKO UMaTe akTUBEH IICOPUATUYCH apTPUT, TBPBO Iie Bu nekyBar ¢ Apyru JiekapcTBa. AKO
HE ce MOBJIMsETE JOCTaThUHO JT0Ope OT Te3u JieKapcTBa, Moxe J1a Bu ce nmpennume Pyzchiva, 3a na ce:

o HaMaJIT PU3HALUTE U CHMITOMUTE Ha 3a00isBaneTo Bu;
o nonoopu guznyeckoto Bu cherosiaue;
J 3a0aBu yBpeKIaHEeTO Ha Bamure craBw.

Boaect na Kpon

Bonecrra Ha KpoH e Bp3nmanurenno 3abonsBane Ha yepBara. Ako nMare 6osrect Ha KpoH mbpBo 1m1e
Bu ce magar npyru nekapcTBa. AKO HE ¢€ IOBJIHUSACTE JOCTATHYHO WIIM UMATE HEMTOHOCUMOCT KbM TE3U
nekapcTBa, Moxe aa Bu ce naje Pyzchiva 3a HamansiBaHe Ha NPU3HAIMTE U CAMIITOMUTE HA
3a00sBaHeTo BH.

2. Kakso TpsadBa na 3Haere, npeau aa uznouassare Pyzchiva

He uznoassaiite Pyzchiva

o AKO cTe aJIepruiHu KbM YCTEKHHYMAa0 TN HIKOS OT OCTaHAINTE ChCTaBKU Ha TOBA
JeKapcTBO (M30pOeHU B TOUKa 6).
o AKO MMaTe aKTHUBHA MHQEKIM, KOATO Bamusr iekap HaMupa 3a 3HaunMa.

AKO He CTe CUTypHU JIajli HIKOe OT U30POCHUTE TI0-Tope ce OTHacs 3a Bac, mochBeTBaiite ce ¢ Bamus
nexap win papmarieBT, mpeau na u3nonspare Pyzchiva.

Ipexynpesxnenns u NpeanasHu MepKU

I'oBopete ¢ Bamust nexap win ¢apmaneBT npenu aa usnonssate Pyzchiva. Bammusr nexap me
MIPOBEPH CHCTOSHUETO B mpen BCSKO JiedeHre. Y BeIOMETe CBOs Jiekap 3a Besika Barra 6omect
npeau Besiko Jeuenne. Coino Taka nHopmupaiite Bamus nexap, ako HACKOPO CTe OMIIM B KOHTAaKT C
YOBEK, KOWTO MOXKE /1a UMa TyOepKyJo3a. Bamust nexap me Bu npernena u mie HanpaBu n3cieBaHe
3a TyOepKyno3a, npenu aa usnonssare Pyzchiva. Axo BamusT nekap cMara, ge cTe U3JI0KeHH! Ha
PHCK OT TyOepKyJ103a, MOXKe 1a Bu npennuiie gexapcTsa 3a JICYEHUETO .

Crenere 32 cepHO3HU HEXKeJIAHHM PeaKIUU

Pyzchiva Moske 1a mpeu3BUKa CEPUO3HI HEXXEIAHU PEAKIMHU, BKJIFOUUTEIHO AJIEPTUYHI PEAKIUU U
uHexuu. TpsOBa a ciaequTe 3a ONpeAeIeHr NPU3HaLU Ha 3a00II1BaHMsL, JOKATO IpHEeMaTe
Pyzchiva. BmxTe ,,Cepno3Hu HexellaHu peakuuy’ B TOUKa 4 32 IBJIHMS CIIHCHK HA Te3U HEKEJIaHH
peaxuuu.

IIpenn na m3nonzeare Pyzchiva nndgopmupaiite Bammns nexap:

. AKO HAIKOra cTe UMAJIU AJIepruYHa peaKlusi KbM yCTeKMHYMa0. AKO HE CTe CUTYpHH,
nonuraiire Bamus nekap.

. AKO HAKOra cTe UMaJId HAKAKbB BHJ PaK — TOBA €, 3allI0TO UMYHOCYTIPECOPUTE KATO
yCTEeKHHYMa0 oTciaabBaT yacT OT UMyHHaTa cucTeMa. ToBa MOXKe Ja MIOBHIIK PHUCKA OT Pak.

. AKO cTe JIeKyBaHH 32 IICOPUA3HC C APYTH OMOJOTHYHH JIEKAPCTBa (JIeKapcTBo,

NMPOU3BEEeHO 0T OMOJI0rHYeH U3TOYHUK U O0MKHOBEHO NPUJIATAHO Ype3 HHIKeKLMS) -
PHUCKBT OT paKk MOXKE J1a € II0-BUCOK.

. AKO UMaTe MJIH HACKOPO CTe NMaJIM MHpeKnmsi.

. AKO MMaTe HOBM MJIM IIPOMEHSIIIH Ce JIe3UH B YYaCTBLUTE C ICOPUA3UC WU 110
He3acerHaraTa Koa.

. AKO moJiy4yaBarte Jpyro jJedeHHe 3a NCOPUA3UC W/ MU NCOPUATHYEH AaPTPUT — KaTo IPYTH

UMYHOCYTpecopH uiH (oToTepamnus (KOraTo TSIOTO ce JeKyBa ¢ TUIl yaTpaBuosnerosa (UV)
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cBeTiMHA). Te3u JIedeHus ChIo MOYXKE JIa OTCIIA0AT YacT OT IMYHHATa cucTeMa. M3moimsBanero
Ha TE3U JICUCHHS 3a€THO C YCTEKHMHYMa0 HE € M3CiIeIBaHo. Br3MoxkHO ¢ 0bade, TO Aa YBEITUIHN
pHcKa oT 3a00JsIBaHUs, CBhP3aHH C 0TCIa0BaHE HA UMyHHATa CHCTEMA.

L Axko mojaydaBaTe WM HAKOra €Te nmojay4aBajii MH/KEKIUH 34 JICYCHUE HA AJICPTUH — HE €
HU3BCCTHO JaJIn yCTeKI/IHYMa6 MOKEC J1a OKa>XXC BJIMAHUC BbPXY TAX.
L4 AKo cTe Ha M HajJ 65 roguHM — MOXE J1a CTC IIO-CKJIOHHU KbM I/IH(l)eKI_II/II/I.

AKO He cTe CUTYPHH J1aiil HIKOE OT TOpen30pOeHNTE ce OTHACS 3a Bac, mocksBeTBaiite ce ¢ Bammus
nekap win papmarieBT, npeau na usnonspare Pyzchiva.

Hsikou marnmeHTH noyvaBart JyIyc-TIoA00HN peakiiy, BKIFOUYUTEITHO KOXKEH JIYITyC epuTeMaToieC 1
JyIyc-moA00eH CHHAPOM, [0 BpeMe Ha JiedeHue ¢ ycTekuaymal. ['oBopere Bennara ¢ Bamms sekap,
aKo IMOJyYHUTE YEPBEH, HAJAUTHAT, JIOLIEI] ce 0OPUB, MOHAKOI'a C MO-ThMHU IPAHULIU, B U3JI0KCHUTE
Ha CITBHIIC yYaCTBIM HA KOXKATa MIIM CTABHU OOJIKH.

CbpaeyeH HHPAPKT U HHCYJITH

WHdapkT 1 HHCYNITH ca HaOI0aBaHu B ITPOYYBAHE TPH MAIEHTH C TICOPUA3UC, JIEKYBAHHU C
ycTeKHHyMa0. Barmst jekap peioBHO I1ie poBepsiBa PUCKOBUTE (PaKTOPH 3a Chp/ICUHO 3200 IsIBaHE U
uHCYNT pH Bac, 3a 1a e curypHo, 4e Te ce JeKyBaT 1Mo Moaxoasml HaunH. HezabaBHo noTbpcere
MEMIIMHCKA TTOMOIII, aKO MOJIy4nuTe 00JIKa B I'bPANTE, C1A00CT WM HEOOUYAMHO yCelllaHe OT eIHaTa
CTpaHa Ha TAJI0TO, OTIIYCHATOCT HaA JIMIETO UJIW T'OBOPHU WIX 3PpUTCIIHU CMYIIICHUS.

Jleua u roHOIIH

YcreknHymab He ce IpenopbyBa 3a yrnorpeda MmpH Aena Ha Bb3pacT Mo 6 TOJMHH C TICOPHA3UC HITH
TIpH JeTla Ha Bh3pacT 1o 18 roquHu ¢ icopuaTudeH apTpuT uin ¢ 6oiect Ha Kpow, 3amoro He e
NPOYYBaH IPH Ta3U Bb3PacToOBa Ipyma.

Jpyru nexkapcTBa, BakcuHu 1 Pyzchiva
TpsbBa ma kaxxeTe Ha Bamms jgexap wim (hapmareBT:

o AKo npuemMaTte, HaCKOpO CTe IIPUEMalI WK € Bb3MOXKHO A3 IPUEMETe IPyTH JIEKapCTBa.

. Axo Hackopo Bu e npaBena nnu mianupate n1a Bu ce npaBu BakcuHanus. JJokato nu3noaspare
Pyzchiva, Hskou BuioBe BakCUHM (KMBH BaKCHHH) HE TpsIOBa Ja ce mpuiarart.

o Axo cte momrydaBanu Pyzchiva mo Bpeme Ha OpeMeHHOCTTa, TpsOBa Jja KayKeTe Ha JeKaps Ha

0cbero Bu 3a neuenuero ¢ Pyzchiva, mpeau To 1a moiy4yu KakBaTo U Jia € BaKCHHa,
BKJTFOUMTEITHO JKUBY BakCcHHH, KaTo bI[JK BakcuHa (M3mo13BaHa 3a mpeana3Bade oT
TyOepKyno3a). JKuBuTe BakCHHU He ce TpernophyuBar 3a Bamero 6ebe npe3 mppBUTE MIECT
Mecela ciiesl paXJaHeTo, ako cTe noinydaBanu Pyzchiva mo Bpeme Ha OpeMEHHOCTTa, OCBEH aKo
JeKkapAT Ha BameTo 6e6e He Tpenophyia IpyTo.

BpemMeHHOCT M KbpMeHe

. 3a mpeamounTaHe € na ce u3dsArBa ynmorpedara Ha Pyzchiva mo Bpeme Ha OpeMEHHOCT.
EdexTure Ha ycTekuHymMal mpu OpeMEHHH KEHU HE ca U3BECTHHU. AKO CTe jKEHa € IeTepOJIeH
MOTEHIINAI, JKETATEITHO € Jia He 3a0peMeHsIBaTe U J]a N3IM0JA3BaTe MOIXO IS MPOTHBO3aYaThueH
METO/I, KOTaTO M3IM0JI3BaTe YCTEKNHYMal | MoHe 15 ceaMuIlu ciief] MOCIeAHOTO Mpujlarane Ha

yCTEKHHYMao.

o [ToceBeTBaiiTe ce ¢ Bamms ekap, ako cte OpeMeHHa, cMATaTe, Y€ MOXKe Jla CTe OpeMeHHa Wn
TUTaHApaTe OpPEeMEHHOCT.

o Pyzchiva Mosxe 1a npemMuHe npe3 IuialeHTara B HepoaeHOTo 0ebe. AKO cTe MmoTydaBaliu
Pyzchiva o Bpeme Ha OpeMeHHOCTTA cH, 6e0eTo Bu MoXke 1a uMa Mmo-BUCOK PUCK OT
UHQEKIHA.

o BasxHo e na xaxkere Ha JiekapuTe Ha Bamero 0e0e u Jpyru MeTMIUHCKY CIICIUAINCTH, aKO CTe

nony4asaiu Pyzchiva mo Bpeme Ha OpeMEHHOCTTa CH, TIpean 6e0eTo a MoTydH KaKBaTo U J1a €
BakcuHa. JXKuBu Bakcunu, kaTo BIDK BakcuHa (M3Mmo3BaHa 3a Mmpeana3BaHe oT TyOepKyyi03a) He
ce mpenopbuBaT 3a Bamiero 6e6e mpe3 mbpBUTE LIECT MECeLa el pakIaHEeTo, aKo CTe
norrydaBanu Pyzchiva mo Bpeme Ha OpeMeHHOCTTa, OCBEH aKo JiekapsAT Ha BameTo O0ebe He
npenopbya Jpyro.
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. YcTeknHyMad MOXKe Jja IPEeMHUHE B KbpMaTa B MHOTO MaJIKu KonmdecTBa. [lockBeTBaiiTe ce ¢
Bamus nekap, ako KbpMHTE HIIH aKo TUTaHHUpaTe Aa KbpMmurte. Bue u BamusT nexap tpsOBa ga
pemnTe nanu TpsiOBa Aa KbPMUTE WIIH Ja U3M0I3BaTe yCTEKUHYMal — He TIpaBeTe U JBETE.

lodupane u padora ¢ MalIMHK
YcTeknHyMab He MOBJIMSIBA WK MOBJIKABA IMPEHEOPSIKUMO CIIOCOOHOCTTa 3a modupaHe u pabora ¢
MalInuHHU.

Pyzchiva chabpika nonucopoar 80 (E433)

Toga nekapctBo chabpka 0,04 mg mommcopbar 80 (E433) BBB Besika peIBapyUTETHO HAITBITHEHA
cnpunuoBka (1 ml), kouto ca exkBuBanenTHu Ha 0,04 mg/ml. [ToaucopbatuTe Morar 1a IPUUUHST
aNepruuHy peakuuu. TpsaOBa na kaxere Ha Bammms nekap, ako ©MaTe yCTaHOBEHH aJepryu.

3. Kak na nznoJsBare Pyzchiva

Pyzchiva e npenHa3HadeH 3a ynotpeba 1moJi pbKOBOACTBOTO U KOHTPOJIA Ha JIEKap C OMHT B JICYCHUETO
Ha 3a00JIsIBaHMS, 32 KOMTO € IMokasaH Pyzchiva.

Bunaru usnossBaiiTe ToBa JIEKapcTBO TOYHO KakTo Bu e ka3an Bammusar nekap. Ako He cTe CUTYpHU B
Heulo, nonuraiire Bamwus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora e Bu ce nocrassar
WH)KEKIMHUTE U KOra IIE ca CIEIBAIINTE KOHTPOIHH NPETIIEIH.

KakBo xoauuectBo Pyzchiva ce npunara
BamusT nekap mie pemm kakBo konmdecTBo Pyzchiva TpsiOBa na moiay4ure u 3a KaKbB TIEPUOJT OT
BpeMe.

Bb3pacTHu Ha 18 roqunu WK M0-rojieMu
IIcopuasuc uiM NCOPUATHYEH APTPUT

o [Ipenoppuntennara HayanHa 103a € 45 mg Pyzchiva. [TanmenTn ¢ Terno Han
100 kunorpama (kg) Moske n1a 3amounat ¢ 1o3a 90 mg BMecto 45 mg.
o Crnen HayanmHaTa 7034, cieaBamara Bu mo3a me 6b/1e 4 ceIMUIH Mo-KbCHO | CIIE] TOBA Ha

Bceku 12 ceamuiu. CleaBammre 103U OOMKHOBEHO ca CBIIUTC, KaTO HaA4YaJIHATa J034a.

BoJaecrt na Kpon

. ITo Bpeme Ha reuenueTo Bammsar jgekap me Bu npumoxu mppBara 103a OT IPUOIU3ATETHO
6 mg/kg Pyzchiva upe3 kankoBo BIMBaHE BbB BeHa Ha pbKaTa (MHTpaBeHO3HA nH(Y3us). Cren
HavajHaTa 7034, e MoydJuTe ciensamiara 103a 90 mg Pyzchiva cnex 8 ceqmunm, cien ToBa
mpe3 12 ceaMuIy upe3 HHKEKIHS 11O KoXkaTa (TTOIKOXKHO).

. [Ipu HAKOM ManMeHTH, CJIe TbpBaTa MoAKoXHa nHxkeKIws, 90 mg Pyzchiva moxe na ce
npuiara npe3 8§ ceAMuiy. BamusT jgekap e peny Kkora TpsioBa 1a NOoJIy4uTe ciieBamiaTa cu
J103a.

Jena v I0OHOIIIM HA 6 TOAMHYU WM MO-T0JIEMH

Ilcopnasuc

o Pyzchiva He e mokasaH 3a neAMaTPUYHU MAIUEHTH C TUIAKOB TICOPHA3UC, KOUTO TEKAT IO/
60 kg, Thit kKaTo Pyzchiva ce mpemjiara caMo KaTo IpeBapUTEIIHO HAIThIHEHA CIIPUHIIOBKA OT
45 mg n 90 mg 3a MOAKOXHO HHKeKTHpaHe. CiieaoBaTenHo, ako € Heo0XoIuMa alTepHaTHBHA
Jt03a, TpsIOBa Ja ce MU3IMOJ3BAT APYTH MPOIYKTH, ChABPKAIIYM YCTEKHHYMa0, pe/yiaraiiy TakaBa
BB3MOYKHOCT.

o Jlexapst TpsiOBa ga ompezeny nmpaBuIHATA 3a Bac 103a, BKIIFOUYHTEITHO U KOJIIMYECTBOTO (00ema)
Pyzchiva, koiiTo TpsiOBa 1a ce MHKEKTHUPA, 3a J1a ¢ MpaBUIIHA J03aTta. [IpaBuiHaTa 1o3a 3a Bac
11e 3aBUCH OT BameTo TenecHo Terio 1o BpeMe Ha BCsKa J103a.

. Axo texure ot 60 kg no 100 kg, npenopruntennara no3a e 45 mg Pyzchiva.
Axo Texxute nosede oT 100 kg, npenopbuntennara go3a ¢ 90 mg Pyzchiva.
° Cnen HavajiHaTa 71034, cieaBamara Bu qo3a me 0bae 4 ceAMHIM IT0-KbCHO U CJIE]] TOBa Ha

BCEKH 12 ceaMUIIN.
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Kak ce mpuiara Pyzchiva

. Pyzchiva ce mpmrara kato HE>KEKITHS TI0]T KoxkaTa (ITOAKOKHO). B Hadanmoto Ha Bameto
neuenue, Pyzchiva Moxke 1a ce MH>KeKTHpa OT JeKap WM MEIUIMHCKA CECTpa.

. Bue u Bammsat nekap obaue Moke fa permTe, ue Bue camu Moke J1a CH HH)KEKTHpaTe
Pyzchiva. B TakbB ciyuaii me npeMuHeTe 00y4eHHe Kak Ja cu nHxektupate Pyzchiva
CaMOCTOSITEITHO.

o 3a yka3aHus Kak Ja nmxekrupare Pyzchiva Buwkre ,,Yka3zaHus 3a npuiiokeHue” B Kpasi Ha Ta3u
JIMCTOBKA.

I'oBopete ¢ Bamus nekap, ako nmate BBIIPOCH OTHOCHO TOBa KaK CaMy J1a TIOCTaBATEe WHXKEKLIUSATA.

AKO CTe H3M0/13BAJIU NIOBeYe 0T HeoOxonumaTa j103a Pyzchiva

AKO cTe M3MONI3BAIM WK ca BU MPUIIOKIITH MOBEeYe OT HeoOxoqumarta 1o3a Pyzchiva, He3abaBHO ce
MOChBETBANTE ¢ Jiekap Win (apmaneBT. Bunaru Hocere ¢ Bac kapToHeHaTa OMaKOBKa Ha
JIEKapCTBOTO, JIOPH U JIa € Tpa3Ha.

AKo cTe npomycHaJu aa usnojssare Pyzchiva
AKO CTe NpoITyCHAJIH J103a, CBhpKeTe ce ¢ Bamus nekap wiu papmarieBt. He npunaraiite qsoitna
J103a, 3a Jja KOMIIEHCUpATe poIlycHaTaTa J103a.

AKo cTe cripesu ynorpedoara Ha Pyzchiva
He e omacHo na cripere ynotpebara Ha ycTekuHyMa0. Axo obade s cripete, BammTe cumnromMu Moxke
71a ce Bb30OHOBST.

AKO UMaTe HSIKaKBHU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApPCTBO, IONMHUTANTE
Bamms nexap wnu gpapmMarieBT.

4. B13MOKHY HeKeIaHU peakiun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAU3BHUKA HEIKCIAaHU PpCaKIIuH, BHIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Cepuo3HH HeKeJTaHU peaKku
Hsikon manmeHT MOXe Ja MMaT CEpUO3HU HEXEJaH! PeaKkiiy, TIPH KOUTO J1a ce Hajlara CIelrHO
JICUCHHE.

AJIepru4HM peakiu — MosKe /1a U3MCKBAT clellHo JedeHue. UH(popmupaiiTe Bamus jgexap nian
He3a0aBHO MOThpPceTe CIeNIHA MeMIIHHCKA MOMOIII, AKO0 3a0eJIe’KUTe HAKOH OT cJIeHHTe
NMPHU3HALM.
o Cepuo3HHTE aNeprudHy peakuuH (,,aHapuIaKkcus’”) ca peIKH MPH X0pa, MpHeMarn
ycTeknHyMa0 (Moxe na 3acerHat a0 1 Ha 1000 mymm). [Ipu3HauTe BKIIOYBAT:
o 3aTpyIHEHO AMILIAHE UIIH MpETIblaHe
o HUCKO KPBBHO HaJSITaHE, KOETO MOJKE /1a IPUIHHH 3aMasHOCT MIIA CBETOBBPTEXK
o MOJTyBaHe Ha JINIETO, YCTHUTE, yCTaTa Wi I'bPIOTO.
o UecTrTe mpu3HAIM HA aIeprUYHa PEaKIisl BKIIOYBAT KOKEH OOPHB U ypTHKapus (MOXe 1a
3acersat 1o | Ha 100 qymm).

B penxu ciydan ce cb00I1aBaT aJIepru4Hy 0e10APOOHM peakuuu U 6eJI01po0HO Bh3NaJICHHE
NPH NALAEHTH, KOUTO MOJYy4YaBaT yCTeKMHYMa0. YBegomere BeqHara Bammus gekap, ako

MOJIYyYUTE CUMIITOMM KAaTO KalllJIMIa, 3a/IlyX U BUCOKA TeMIIepaTypa.

AKO ToITyunTe CEeprO3Ha aJlepTuiHa peakiys, Bamust nekap Moxe na pemu, 4ye Bue He TpsiOBa na
ynotpebsaBate Pyzchiva otHoBoO.

Nudexunu — MosKe 1a U3UCKBAT cHielIHO JevyeHue. MHopmupaiite Bamus jgekap, ako
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3a0eJIe;KuTe HAKOMH 0T cJIeTHUTE NMpU3HaIHA.

o WH(EKIUUTE Ha HOCA WK T'HPJIOTO ¥ MPOCTY/IaTa ca 4ecTH (MOKe J1a 3acerHar ao 1 Ha
10 mymmm)

. MHGPEKIUUTE Ha JOJTHNUTE AUXATEIHH IbTHUIA (TPhIHN HHPEKIIMN) ca HeueCcTH (MOKe /1a
3acernat 1o | Ha 100 gymm)

. BB3MAJICHUETO HA MOJKOXHATA ThKaH (IIEIYIUT) € HedecTo (MOoKe Ja 3acerHe 10 1 Ha
100 mymm)

o xepriec 30ctep (Buj 00Jie3HEH OOPHB ¢ MEXYpH) € HedecT (MoXe Ja 3acerHat jo 1 Ha
100 mymmm)

Ycreknnymad Moke 1a Hamanu criocoOHocTTa Bu a ce 6opute ¢ nndexuun. Hiaxon nadexunn Moxe
Jla CTaHaT CEPHO3HU U MOXKE JIa BKITFOUBAT WHPEKIMH, IPUYUHEHU OT BUPYCH, THOWYKH, OaKTEpUn
(BKJIFOUUTEHO TyOEpKyJI03a) UK IMapa3uTH, BKIFOUATEHO HH(EKIINU, KOUTO Bh3HUKBAT ITPETUMHO
IpH Xopa ¢ oTciabeHa IMyHHA cHcTeMa (ONOPTIOHUCTHYHU nH(pekuun). [Ipu marmeHTyn, noxydaBaniy
YCTEeKUHYMa0, ce cho0IIaBaT OMOPTIOHUCTUYHH WHPEKITUU Ha MO3bKa (eHIe(annuT, MCHUHTHT),
OenuTe TPOOOBE U OUHTE.

Hokaro ynorpe0siBaTe ycTeKMHyMa0, TpsiOBa J1a ciaeauTe 3a npu3Hauy Ha nHpekuus. Te BKIOYBAT:
BHCOKa TeMIIEpaTypa, IPUIIONON00HN CUMIITOMH, HOLITHO ITIOTEHE, 3ary0a Ha Terjio

yMOpa W 3ayX, YIOpUTa KallIina

TOIJIa, 3a4€pBEHA U OOJIe3HEHA KOXKa WM 00JIE3HEH KOKEeH 00pUB C MeXypu

napeHe py ypuHUpaHe

Iuapust

3pUTEIHO CMYILECHHUE WM 3ary0a Ha 3peHHe

171aB000JIME, CKOBAHOCT HA BpaTa, YyBCTBUTEIHOCT KbM CBETJIMHA, IaJIeHEe WIN OObPKAHOCT.

WNudopmupaiite Bamms nexap BegHara, ako 3a0efekuTe HIKOW OT Te3n mpu3Hany Ha nHpeknus. Te
Morar a OpJaT Mpu3Hay Ha HH(EKINH KaTo IpbIHI WH()EKIINN, KOKHU HH(EKINH, XepIec 30CTep
W ONOPTIOHUCTHYHH MH(EKINN, KOUTO MOTaT Jja IOBEAAT 0 CEPUO3HH YCIOKHEHHS.
WNndopmupaiite Bamms nekap, ako nMarte HsIKaKBa yIopuTa WIK HOBTapsia ce nHekuus. Bammst
JIeKap MOJKe Jia eIy, 4e He TpIO0Ba Ja yrmoTpedsBaTe yCTeKHHyMa0, JokaTo nH(peKknusaTa He 0b1e
U3JIeKyBaHa. YBegoMeTe Bamms tekap, 1 ako IMaTe OTBOPEHN paHM WM HApPAaHSABAHUS, ThH KaTo
MOXKe J1a ce MH(PEKTUpaT.

JliomeHe Ha KOKaTa — HHTEH3UBHOTO 3a4ePBsIBaHE U JIIOIeHe HA KOKaTa Ha NMO-ToJsiMa MU0
1O TAJOTO MOKe 1a €A CUMIITOMH HA ePUTPOIEPMHUYEH MCOPUAZUC WM eKCHOTUATHBEH
JAEPMATHT, KOUTO €A CEPUO3HU KOKHU 3a00/19BaHus1. AKO 3a0ejieskuTe HAKOM 0T Te3u MPU3HALM,
Tpsa6Ba 1a nHpopmupate Bamus gexap He3adaBHO.

Jpyru HexKeJIaHH peaKiuu

YecTH HexeJIaHU peakunu (Moxxe 1a 3acertar mo 1 Ha 10 gymmm):
Jaapust

rajieHe

TOBPBIIIAHE

yMopa

3aMasHOCT

riaBoOoJme

chpOex (IpypuTyc)

OoJika B rbp0a, MyCKYJIUTE WM CTABUTE
BB3MAJIEHO T'BPI0

3a4yepBsiBaHe U 00JIKa Ha MACTOTO HA HHKEKTHPaHE
WHQEKIHS Ha CHHYCHUTE

HeuecTu He:xkenanu peakuum (Moxe aa 3acernar fo 1 va 100 gymm):
° nH(pEKINN Ha 360UTe
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BarvHaJiHa WHPEKIHS, TPUYNHEHA OT IbONYKH

JeTpecHs

3aIyIIeH HOC WK XpeMa

KbpBEHE, TOCUHSIBaHE, BTBBP/SIBAHE, TIO{yBaHE U ChPOEK HAa MACTOTO HAa MHKCKTUPAHE
yceniase 3a ciadoct

CrajiaHe Ha KJIeravya U U3KPUBSIBAHE HA MYCKYJIUTE HA €IHATA ITOJIOBMHA Ha JIMIETO (,,JIUIEBa
napanmsa’” Wi ,,iapaim3a Ha beir’”), KosTo 00MKHOBEHO € BpeMEHHA

MPOMsIHA Ha IICOpHA3Uca ChC 3a4epPBsABaHE M HOBU MAJIKH, XXBJITH WA OEITH MEXYPH TI0 KOXKaTa,
MIOHSKOTa MPUIPYKEHHU C TeMIiepaTypa (IIyCTyJI03€H IICOPHA3HC)

OeneHe Ha Kokarta (ekcosmanus Ha KoxaTa)

aKHe

Penku Hexes1aHU JieKapCTBeHH peakiuu (Moxke n1a 3acerHar a0 1 Ha 1 000 mxymm)

3auepBsBaHe U JIIOIICHE HAa KOXKATa Ha IMO-TOJIsIMa TUTOI TI0 TSIIOTO, KOUTO MOXKE Ja ChPOST WITH
na ca 6osie3HeHu (exchomaTuBeH aepMatuT). [1o100HM CUMITTOMU TTOHSKOTa C€ Pa3BUBAT KaTo
€CTECTBEHA MPOMSIHA Ha BHJAa HA CUMIITOMUTE Ha MCOPUA3UC (€PUTPOJICPMHUYICH IICOPHA3HIC)
Brananenue Ha MaNKUTe KPHbBOHOCHH ChJIOBE, KOETO MOXKeE Jia JOBEAE A0 KOXKECH OOPUB C MAJIKH
YepPBCHH WITH JIWJIABH MOy THHH, TEMIIEpaTypa Ui 0OJKa B CTABUTE (BACKYIIUT).

MHOro peaku He:KeJIaHu JIeKapCTBeHU peakiun (Moxe aa 3acerHar o 1 va 10 000 gymm)

OOpa3yBaHe Ha MEXypH I10 KOKaTa, KOSITO MOXe Ja ObJie 3a4epBeHa, ChpOsIa U O0JIe3HCHA
(6ymozen nemdurown)

KOXEH JTyIyC epUTEMATOIEC U YIyC-TI0A00EH CHHAPOM (YepBEH, HAJIUTHAT, JIFOIIEN] ce O0pUB
B M3JIO)KCHUTE Ha CITBHIIC YYACThIIM HA KOXKATa, KOWTO MOXKE J1a € IPUIPYKEH OT OOJIKH B
CTaBHUTE).

Chol0maBaHe Ha HeKeJIAaHU peaKnu

AKO TIOITyYUTe HIKAKBU HEKEJIaHH JICKApCTBEHH PEaKIiy, yBeaoMeTe Bamus nekap i GpapmanesnT.
ToBa BKJIIOUBA U BCUYKH Bb3MOKHU HEOMMCAHU B Ta3U JINCTOBKA HEXKEIaHU peakiuu. MoxeTe ChIIo
Jla ChOOIIUTE HEXKETIaHU PEaKINK TUPEKTHO Ype3 HallMOHATHATAa CUCTEMa 3a ChOOIaBaHe, IOCOYCHA B
IIpunoxenne V. Kato cr001maBare HeXXEIaHN pPEaKInK, MOXKETE J1a TaJIeTe CBOSI IIPUHOC 3a
MoJTydaBaHe Ha MoBeue HH(POpMannsa OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5.

Kak na cexpansiBate Pyzchiva

Ja ce cpxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JIela.

Ja ce cexpanssa B xmagmiauK (2 °C—8 °C). [la He ce 3ampassiba.

ChbxpaHsBaiiTe MpeIBAPUTEIHO HAIbJIHEHATA CIPHUHI[OBKA B KAPTOHEHATA ONIAKOBKa, 3a JIa Ce
MpeJna3u OT CBETINHA.

AKoO € HeoO0X0IMMO, OTJEITHUTE MIPEIBAPUTEITHO HAITBTHEHN CIPUHIIOBKU Pyzchiva Moxe chIio
Jla ce ChXpaHsIBaT IpH cTaiiHa Temmeparypa a0 30 °C eqHOKpaTHO 32 MAKCUMAJICH IIEPUOJT 110

1 Mecell B OpUrHHAIHATA KAPTOHEHA OMAKOBKA, 32 JIa CE MPEATNA3sT OT CBETJIMHA. 3aIHUIIeTe
JlaTara, Ha KOSATO MPeIBapUTEITHO HAITbITHEHATa CIIPUHIIOBKA € W3BaJIeHa 3a ITbPBH BT OT
XJIaJIMJTHUKA Ha 0003HAYCHOTO HA KapTOHEHATa OMaKoBKa MsICTO. B kpast Ha TO31 Iepros
MPOAYKTHT MOXKE JIa C€ MOCTAaBU 00PATHO B XJIAJMIHUKA. MI3XBBbpIieTe CIPUHIIOBKATA, aKO HE CE
W3M0JI3Ba CJIe]l ChXpaHEeHHUE MPH CTaliHa TeMIepaTypa B pAMKUTE Ha 1 Mecel| WK clie]
W3THYaHE HA OPUTHHAITHHS CPOK HA TOJHOCT, B 3aBUCUMOCT OT TOBA, KOE OT JBETE HACTBITH MO-
pasHo.

He paskiamniaiite npeBapuTeTHO HAITBIHEHUTE CIPUHIIOBKU Pyzchiva. IIpoabikuTeTHOTO
ESHEPrUYHO pa3KIallaHe MOXKE J1a TIOBPE/IH JIEKAPCTBOTO.

He n3nos3Baiite ToBa JICKaApCTBO:

CJIe]l CpOKa Ha TOJHOCT, OTOSNSI3aH BhPXY €THKETA U KAPTOHEHATA OMAKOBKA CJIC]
»EXP*/, Tonen no:“. CpoKbT Ha TOIHOCT OTTOBAPs Ha MOCICAHHS JCH OT ITOCOYCHHUS MECEII,
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o aKO TEYHOCTTA € C IIPOMEHEH I[BST, MbTHA WJIM B Hesl Ce 3a0es3BaT ILTyBAIU TyK/TU YACTHUIIH
(BmxTe TOuKa 6 ,,Kak m3rnexkna Pyzchiva 1 kakBo chabpika ommakoBKaTa™);

. aKo 3HACTE WM CMATATE, Ye MOJXKE Jia ¢ Onia N3Io’KeHa Ha EKCTPEMHHU TeMIlepaTypu (KaTo
WHIIUICHTHO 3aMPB3BaHE I 3arpsiBaHE);
. aKO TPONYKTHT € OWJI €eHePTUYHO Pa3KIIATeH.

Pyzchiva e camo 3a eaHokpaTHa ynorpeda. Hen3non3BaHusT MpoAyKT, OCTaHall B CIPUHIIOBKATA,
TpsiOBa Ja ce M3XBHPiH. He M3XBBHpIIsAiiTe IekapcTBaTa B KaHAIM3ANKATA WM B KOHTEHepa 3a
nmomanrHu otnaxbiy. [lonuraiite Bamms dapManieBT Kak Aa U3XBBPIATE JeKapCcTBaTa, KOUTO Beye HE
nznoinsBare. Te3n MepKH Iie CIOMOTHAT 3a OIla3BaHE Ha OKOJIHATA Cpela.

6. Chbabp:kannue HAa ONIAKOBKATA M JOIIbJIHUTETHA MHpOpManus

Kaxkso cbabp:xa Pyzchiva

. AKTHBHO BEIIECTBO: YCTEKHMHYMa0. Besika npeBapuTeTHO HAITbJIHEHA CIIPUHIIOBKA ChABPKA
90 mg ycrexkuaymab B 1 ml.
. Jpyrute cbCTaBKM ca XUCTUIMH, XUCTUAMHOB XUIPOXJIOPUI MOHOXHUIPAT, monucopoar 80

(E 433), 3axapo3a, Bojia 32 MHKEKIIHH.

Kak usrnexxna Pyzchiva u kakBo chbabpika onakoBKaTa

Pyzchiva e 6uctsp, 6e31BeTEeH A0 OJIETOKBAT HHKEKIIMOHEH pa3TBOp. Toi MoXe 1a Chabppxka
HSKOJIKO JPEOHHM MOTYIPO3PAYHH WM OSJIM YaCTHUIM MPOTerH. JlocTaBs ce B KApTOHEHA OMAaKOBKa,
ChABPIKAIIA €JHA CTHKIJICHA TPEBAPUTEITHO HAIThJIHEHA CIIPUHIIOBKA OT 1 ml ¢ enquHMYHa 103a. Beska
MpeBAPUTEITHO HATBITHEHA CIIPUHIIOBKA ChIbpika 90 mg ycTeknaymad B 1 ml HHKEKIIMOHEH
pasTBoOD.

IIpuTesxkaTes Ha pa3pelIeHUETO 32 YIOTpeda U MPOU3BOAUTE
Samsung Bioepis NL. B.V.

Olof Palmestraat 10

2616 LR Delft

Hunepnannus

3a AombAHKUTETHA HH(OPMAITHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE C€ C JIOKATHHUS
MpeJICTaBUTEN Ha MIPUTEXKATEIIS Ha pa3pelleHIeTo 3a yrnorpeoda:

Belgié/Belgique/Belgien Lietuva
Sandoz nv/sa Sandoz Pharmaceuticals d.d filialas
Tél/Tel: +32 2 722 97 97 Tel: +370 52636 037

bbarapus Luxembourg/Luxemburg
Canpno3 bearapus KUT Sandoz nv/sa

Ten.: +359 2 970 47 47 Tel/Tel.: +32 2 722 97 97
Ceska republika Magyarorszag

Sandoz s.r.0. Sandoz Hungaria Kft.

Tel: +420 225 775 111

Danmark/Norge/Island/Sverige
Sandoz A/S
TIf: +45 63 95 10 00

Deutschland
Hexal AG
Tel: +49 8024 908 0

Tel.: +36 1 430 2890

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600
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Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

Elrada

SANDOZ HELLAS MONOIIPOZQIIH A.E.

TnA: +30 216 600 5000

Espaiia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 1 49 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385 123 53 111

Ireland
Rowex Ltd.
Tel: + 353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 96541

Kvnpog

SANDOZ HELLAS MONOITPOZQIIH A.E.

TnA: +30 216 600 5000
Latvija

Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

IIpocaeaumoct:

3a Ja ce HOI[O6pI/I MMpoCICAMMOCTTA Ha OHOJIOTUYHUTE JICKAPCTBCHU MPOAYKTU, UMCTO U MMAPTUAHUAT

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romaénia
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600

Suomi/Finland
Sandoz A/S
Puh/Tel: +358 10 6133 400

HOMEp Ha MPIIIOKEHUS MPOTYKT TPSIOBA SICHO J1a CE 3aIMCBarT.

Jara Ha mocieqHo npepasrie;xaane Ha quctoBkata MM /I'TTT.

JApyru u3ToYHUIIM HA HH(OPMAIUA

ITonpoOHa uHOpMaIKs 3a TOBa JIEKApCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus

10 JIeKapcTBata https://www.ema.europa.eu/.
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Yka3anus 3a NMPUJI0KCHUE

B HawanoTo Ha J€4eHHMETO MENUIIMHCKH crienranuct e Bu nocraBu Bamara nepBa nrkekuus. Bue

u Bammsr nekap obaue moxe na pemmre, ye Bue camu Moske na cu umxektupare Pyzchiva. B takss

clIydJaii I1ie mpeMHHeTe 00yUYeHHe Kak Ja nHxektupare Pyzchiva. 'opopere ¢ Bamus niekap, ako

MMaTe BBIIPOCH OTHOCHO MOCTaBSIHETO HA MHXKEKLUATA.

. He cmecgaiite Pyzchiva ¢ apyru Te4HOCTH 3a HHXKEKITUS.

. He pazknamaiite npeiBapuTeIHO HAITBJIHEHUTE CIIPUHIIOBKH Pyzchiva. [IpuunHara 3a ToBa e,
Yye CHJIHOTO pa3KIIalllaHe MOJKe J1a IOBPEAM JieKapcTBOTO. He ynoTpebsBaiite 1ekapcTBOTO, aKo
€ OWJIO CHITHO pa3KJIaTeHo.

Ha (I)Hrypa 1 e mokaszaHo Kak H3rjexKaa rnpeaABapuTCIIHO HAITBJIHCHATa CIIPUHIIOBKA.

Crobu Ha
npeanasuTena Ha

KoHutponHo  Kopnyc vrnata
nposop4e bytano
S |
il Gy DG *
N
Kanaye Ha urnata Wrna Etmker
Mhaea Ha
byTtanoto
Qurypa 1

1. IlpoBepeTe Oposi HA PeABAPUTEHO HAITBJIHEHUTE CHIPUHIOBKH U NOAT0TBETEe MaTepHaJInTe:

IToaroroBka 3a U3MoOJI3BaHE HA MPEABAPUTEITHO HATBIITHEHATA CIIPUHIIOBKA:

o W3Banere npeaBapUTEIIHO HAITBIHEHATA CIIPUHLIOBKA/CIIPUHIIOBKY OT XJIagunHuka. Ocrasete s
Jla TIPECTOU OKOJIO IIOJIOBHMH 4acC U3BBH KyTHATa. ToBa 1€ I03BOIM HA TEYHOCTTA J1a JOCTUTHE
MOJXO0AIIa TeMIIepaTypa 3a MHXKEKTHpaHe (CTaliHa Temneparypa). He 3aToruisiite
NpEeIBapUTEIHO HAITbJIHEHATA CIIPUHIIOBKA 110 HUKAKBB IPYT HAuYUH (HaIIpuMep He 5
3aTOIUISINTE B MUKPOBBIIHOBA ME€UKa MU B ropeia Boja). He cBansiiTe kanaukara Ha uriaTta
JIOKaTO TEYHOCTTA HE JOCTUTHE CTaliHa TeMIIepaTypa.

. XBaHeTe KOpIlyca Ha CIIPUHIIOBKATA TAKa, Y€ [IOKPUTATa C Kallayka Uriia Ja CO4d Harope.

. He xBamaiite riaBara Ha OyTanoTo, OyTajaoTo, CTpAaHULIUTE HA Ipena3uTels Ha urjiarta uin
KaraykaTa Ha UrjaTa.

He m3gppnBaiite OyTranoTo.

. He cBassiiTe kanadkara Ha MIJIaTa OT CIIPUHIIOBKATa, JOKATO HE IMPOYETETE B MHCTPYKIUATA 3a

TOBA.

ITpoBepeTe mpeaABapUTEIHO HATbJIHEHATA CIIPUHIIOBKA/CIIPUHIIOBKH, 34 J1a CE YBEPUTE, Ue:

. OposT Ha MPEABAPUTEIHO HAITBITHEHUTE CIIPUHIIOBKU U KOJTUYECTBOTO Ha aKTHBHOTO BELIECTBO

B 1030Ba €AMHUIIA Ca BEPHU:

o ako Bamara noza e 90 mg, me nomyuure eana 90 mg npeaBapuUTENIHO HaITbJIHEHA
crpuHIoBKka Pyzchiva;

TOBA € MIPABHIIHOTO JIEKAPCTBO;

CPOKBT Ha FOJJHOCT HE € U3TEKBII;

MIpeIBapUTEITHO HallbJIHEHATa CIIPUHIIOBKA HE € MIOBPEJICHA;

Pa3TBOPBT B CIPUHIIOBKATA € OUCTHD U Oe31BETEH 10 OJIeA0 KBIT;

pa3TBOPBT B CIPUHIIOBKATA HE € C MPOMEHEH LBST WX MBTEH U HE ChABPIKA Uy KU YaCTHULIY;

pa3TBOPBT B CIPUHIIOBKATA HE € 3aMPb3HAI.
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Crbepere BCHUKH MaTepralid, OT KOUTO C€ HYXKIaeTe, ¥ TH MMOCTaBeTe BhPXY YMCTa MOBBPXHOCT. Te
BKJIFOYBAT AaHTUCENTHYHH KbPITUYKH, TAMYYHH TAMIIOHHU HJIM Mapiu U KOHTEWHEP 32 OCTPH MPEAMETH.

2. N30epete n moAroTBeTe MICTOTO 32 MHAKEKTHPAHE:
H30epere MsACTO 3a uHKeKkTHpaHe (Bx. Gurypa 2)

o Pyzchiva ce npunara upe3 nHXeKUus MO KoxkaTa (TIOAK0XKHO).

o [Moaxonsmm MecTa 3a HHXEKTUpaHE ca rOpHaTa yacT Ha OepoTo Wi 00JIacTTa OKOJIO KopeMa
Ha pa3CTOsIHUE Hal-MaJIKO 5 CM OT IT’bIIa.

o AKO € Bb3MOXKHO, HE M3II0JI3BaliTe 00JIACTH OT KOXKaTa C MPU3HAIY Ha TICOpUA3HC.

. AKxo HsK0# Bu momara npu mocTaBsSsHETO Ha MHXKCKIUATA, TOW/T MOXKeE J1a U30epe v ropHara

YacCT Ha pbKaTa KaTO MsCTO 3a MHKCKTHUPAHC.

*30HHTE B CHBO ca NPENOPBYBAHUTE MECTA 3a MHIKEKTHPAHE.

®durypa 2
IlonroTBere MICTOTO 3a MHXKEKTUPAHE
. M3muiiTe pplieTe Cu MHOTO TOOpE ChC CaITyH U TOILIa BOJIA.
° ITouncTeTe KOKaTa Ha MSCTOTO 33 HHKEKTUPAHE C AaHTUCENITHIHA KhPITHUIKA.
° He noxocBaiiTe moseue Ta3u 00JIaCT J0 IIOCTABIHETO HA MHXKEKIUATA.
° HepeiiTe 1a BeeTe U HE AyXalTe BbpXY UMCTaTa 30Ha.

3. CBajieTe kanaukaTa Ha urjara (B:x. ¢purypa 3):

L4 Kanaukara Ha uriara He Tpr6Ba Ja C€ CBaJid, AOKATO HC CTC T'OTOBU Ja MHXKCKTUPATC A03aTa.
L4 Biemete OpCABApUTCIIHO HAITBJIHCHATA CIIPUHIIOBKA U XBAHCTE KOPITyCa Hc CIHa PpBbKa.
L4 Ps3ko H3,HBpHafITe Kala4ykKaTa Ha Urjiata B IIpaBa IOCOKa U s U3XBBPJICTC. I[OKaTO MpaBUTC

TOBa, HE JJOKOCBaTE OyTaNOTO.

Qurypa 3
. Moxe na 3a0enexuTe Bb3AyIIeH MEXyp B MPeIBapUTETHO HAITbJIHEHATA CIIPUHIIOBKA HITH
KaIlka TeYHOCT Ha BbpXa Ha uriata. ToBa € HOpMaJIHO U HE € HE00XOIUMO J1a C€ OTCTPaHsBAaT.
. He nokocBaliTe urnara u He 1 JONUPANTE B APYTH MOBBPXHOCTH.
. He n3nonsaiite npeasapyuTeIHO HAITBIHEHATA CIIPUHIIOBKA, aKO 51 U3IIYCHETE C OTBOPEHA UIJIA.
AKO TOBa ce cITy4H, ce CBhpxKeTe ¢ Bamms gexap win hapmarenT.
. WNnxexTupaiiTe 10o3aTa BeJHAra, OM CBaJIUTe KaradykaTa Ha UIjarta.
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4. Un:kekTHpAaiiTe 103aTAa:

o XBaHeTe MPEeABAPUTEIIHO HAITBIHEHATA CIIPHHLIOBKA MEXKIY CPEIHUS MIPBCT U MOKa3anela Ha
eIHaTa pbKa M TIOCTaBeTe Mayela CH BhPXY IIaBata Ha 0yTajoTo, a ¢ ApyraTa pbKa JIEKO
CTHCHETE MOYHMCTeHaTa KOKa MEeXXAy Majena u nokasaieua. He cruckaiite cuimHo.

. He m3nppnBatite 6yTanioro.

o C enno 6Bp30 ABMKEHHE BKapaiiTe uriaTa B KOKara, IOKbAETO MOXe (BX. ¢purypa 4).

Qurypa 4

. NmxexTupaiiTe UI0TO KOJIMYECTBO OT JIEKApCTBOTO, KATO HATHCKATe OyTaloTo, JOKATO
rJ1aBata My JOCTUTHE MEX/y CTPaHUITUTE Ha Tpena3uTens Ha uriata (Bx. gurypa 5).

Qurypa 5

. KoraTo 0yTanoTo CTUTHE 10 Kpasi, He OTITyCKalTe HATHCKA BbPXY IJIaBaTa My, U3BaJICTE UTJIaTa
U IyCHeTe Koxata (Bxk. ¢purypa 6).

®durypa 6
. baBHO oTcTpaHeTe manena cu OT T1aBaTa Ha OyTanoTo, 3a Ja MO3BOJIMTE Ha Mpa3HaTa
CIPUHIIOBKA JIa CE€ MPWIBIKH HArope, JOKaTo IslaTa Urja ce MOKpUe ¢ MpeAnasuTes, KakTo e
MOoKa3aHo Ha ¢urypa 7:
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@urypa 7

5. Cnen nHKeKTHpaHE:

[IputucHeTe aHTHCENTUYHA KbPIUYKA BbPXY MACTOTO HA MH)KEKTHPAHE B IPOIBIDKEHHE Ha
HSKOJIKO CEKYH]IH, CIIE/ KaTO TOCTAaBUTE MHIKEKIIMATA.

BB3MOXkHO € Ha MACTOTO Ha MH)KEKTHPaHe Jja UMa MaJIKO KOJIMYECTBO KPBB MIIM Te4HOCT. ToBa
€ HOPMAaJIHO.

Moske aa MpUTHUCHETE MACTOTO Ha MH)KEKTHpaHE ¢ aMy4eH TaMIIOH WX MapJis U Ja
3anbspxkute 10 cexyHan.

He pasrbpkBaiiTe KokaTa Ha MSICTOTO Ha MHXKEKTHPaHE. AKO € HEOOXOJIMO, MOXKE J]a CIIOKUTE
MaJIKa JIEIEHKa BbpXY MACTOTO Ha MHKEKTHPAHE.

6. U3xBbpJsine:

W3non3saHuTe CIPUHIIOBKH TPSIOBA J]a e MOCTaBAT B HEMPOOMBAaEM KOHTEHHEP KaTo
KOHTelHepa 3a ocTpu npeameT (Bx. purypa 8). 3a Bamrara GezonacHOCT U 3apaBe U 3a
0e3omacHOCTTa Ha IpyryTe, HUKOra He W3I0J3BaiiTe HOBTOPHO CIIpUHIOBKUTE. V3XBBpIsiiTe
Bammst koHTeiHEp 3a OCTpHU MPEIMETH B ChOTBETCTBHE C MECTHUTE Pa3NOpeI0n.
AHTHCENTHYHNUTE KbPIHMYKH U APYTH KOHCYMAaTHUBH MOKE J1a C€ U3XBBPJIAT B OOLINS OOKITYK.

®durypa 8
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