IMPUJIOKEHHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



V To3u nekapcTBEH MPOIYKT MOJICIKN Ha TOMMBIHUTEIHO HaOmroeHre. ToBa 1ie mo3Bou Obp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CIICIUAIICTH Ce
M3KCKBa Jla ChOOIIaBaT BCsKa MOI03MPaHa HeXXeIaHa Peakiius. 3a HauMHa Ha ChOOIaBaHe Ha
HEXEJIaHU PeaKkliu BUXKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Usrenty130 mg KoHIIEHTpaT 3a HHPY3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku dnakon cpabpka 130 mg yecrekunymad (ustekinumab) B 26 ml (5 mg/ml).

Yereknaymad e m3isio yoBemko [gG 1k MOHOKITOHATHO aHTUTSUIO KbM HHTepiieBkuH (IL)—12/23,
NPOM3BE/ICHO B MUEJIOMHA KJIEThYHA JIMHUS HA MUIIKH € TIOMOIIITa Ha pekomOunanTHa JITHK

TCXHOJIOTUA.

3a IBJIHASL COIUCHK Ha IIOMOITHUTE BEIIECTBA BIDKTE TOUKa O.1.

3. JJEKAPCTBEHA ®OPMA

Konnenrpar 3a nn(hy3uoHeH pa3TBop
Pa3TBOpBT € OHUCTHP, Oe3nBeTeH 10 OaeH0XKBIT, ¢ pH 5,7 10 6,3. OcMoMaIUTETHT Ha pa3TBOpa € 266
1o 326 mOsmol/Kg.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3aHUA

Bbonect va Crohn

Usrentye nokasaH 3a JieueHHE Ha Bb3PAaCTHH MallMEHTH C yMEPEHa 10 TeXKa akTuBHa Oonect HaCrohn,

KOHWTO ca C€ IMOBIHSIIM HEJIOCTATHYHO, BEUe HE CE ITOBIMIABAT WX UMAT HEITOHOCUMOCT KBM
KOHBEHIIMOHAJIHATA Tepamus Wik KbM aHTaroHucT Ha TNFa.

4.2 Jdo3upoBKka M HAYUH HA IPUWIOKEHUE

UsrentyKOHIIEHTpAT 3a HH(QY3UOHEH pa3TBOP € MpelHa3HayeH 3a yrnorpeda 1noJ pbKOBOJICTBOTO U
HaJ[30pa Ha JIEKap ¢ OIHT B IMArHOCTULIHMPAHETO U JiedeHneTo Ha 6onect Ha Crohn.

UsrentykoHueHTpaT 3a HH(Y3HOHEH pa3TBOP TPsOBa Jia ce U3M0JI3Ba CaMO 332 MHTPAaBEHO3HATA
WHAYKIIMOHHA 1034a.

2 IOSI/I[ZOBKa

Bonect Ha Crohn

Jleuenneto cbe UsrentyTpsiOBa fa ce 3ano4He C €AMHUYHA MHTPABEHO3HA /1033, OCHOBABAIlla Ce Ha
TenecHoTo Teryo. Mady3uonHuAT pa3tBop TpsiOBa J1a ce MPUTOTBU OT HAKONIKO duakona Usrenty130
mg, KakTo e yka3aHo B Tabmuma 1 (Bk. Touka 6.6 32 IPUTOTBSHETO).




Taoauya 1 Hauanna unmpasenosna 0oza na Usrenty

TenecHo Terao Ha MalUEHTAKbM IIpenopbunrennanosa’ Bpoii hmakonn
MOMEHTa Ha MpujiaraHe Usrenty130 mg
<55kg 260 mg 2
>55 kg no <85 kg 390 mg 3
>85 kg 520 mg 4

AIpubausurenso 6 mg/kg

[IwpBara moKOKHA 1032 TPOBA J1a Ce MPUIIOKU Ha CEMUIIA § CJIel MHTpAaBEHO3HATa 1032, 3a
JIO3MPOBKATA MPH MOCIIEBAIIaTa CXeMa Ha TIOJIKOKHO MpUiIokeHne BikTe Touka 4.2 ot KXII Ha
UsrentynHXeKIIOHEH pa3TBOp ((1akoH) U MHKEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HAITBITHEHA
CIIPUHIIOBKA WJIM B MPEABAPUTEITHO HAITBIHEHA IMHCAITKA.

Cmapuecka 6v3pacm
He e neoOxonuMo kopurupaHe Ha J03aTa MpY MAIUEHTH Ha BB3pacT 65 TOAWHU U TTOBeYE. (BXK. TOUKA
4.4).

bvopeuno u uepnodpodno yspescoane
He ca npoBexxaanu npoyuBanus ¢b¢ Usrentynpu Te3u momysanuu nanueHtd. He Moxe na ce nanie
npenopbKa 3a Jo3ara.

Ileouampuyuna nonynrayus
BezonacnocrTa n euxacHocTTa Ha Usrentynpu sieuenue Ha 6oject Ha Crohn npu Aena Ha Bb3pacT
nox 18 roxuHM Bee Ole He ca yCTaHOBEHH. JIuIcBar 1aHHu.

Hauun Ha npunoxenue

Usrenty130 mg e camo 3a HHTpaBeHO3HO npriioxkeHue. Toil TpsaOBa fa ce nmpuiara BIPOABIDKEHHE Ha
Hali-MaJIKo €IMH 4Yac. 3a yKa3aHUsl OTHOCHO Pa3peKIaHETO Ha JIEKaPCTBEHUS IPOLYKT MpeIu
MIPUIIOKEHHUE BUKTE TOUKA 6.6.

4.3 IIporuBoNOKa3aHuA

CBpPBXYYBCTBUTEIIHOCT KbM aKTUBHOTO BEIIECTBO WJIM KbM HSIKOE OT IIOMOIITHHUTE BEIIECTBA, N30pOCHH
B TOuka 6.1.

Knuanvno 3HaunMa, akTHBHA MH(EKLUs (Hamp. akTHBHA TYOEpKy03a, BXK. Touka 4.4).

4.4 CneunajiHu npeaynpexaeHus U Npeana3sHu MepKU NpH ynorpeoda

IIpocaeaumoct
3a nma ce momo0pHu IPOCICTUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBCHH MPOIYKTH, UMETO U TTAPTHIHUST

HOMeEp Ha MPUJIOKEHHS MPOAYKT TpAOBa SICHO /1a Ce 3alncBar.

Undexnnn

YcreknHyMad MoKe Jla iMa MOTEHIHAN Jia yBelluaBa prucka oT MH(EKINU U J1a peaKTHBHPA
nareHTHU uHGekuun. [Ipy KIIMHIYHA TPOYYBaHUS U IOCTMAaPKETHHTOBO 00CEPBAIIMOHHO MIPOYYBaHE
NP MAIUEHTH ¢ TICOPUA3UC Ce HAOIIOaBaT CEPHO3HU OaKTePHATHH, THOUYHN U BUPYCHU HHDEKITUH
MIPH MMAIUEHTH, TIPUEMAIN yCTeKUHYyMa0 (BX. Touka 4.8).

[Ipu naumenTy, 1eKyBaHU ¢ YCTEKHHYMa0, ce choOIaBa 3a OMOPTIOHUCTHYHH WH(EKIINHU, BKIIIOYBAIIH
peakTHBUpaHe Ha TYOepKyJ03a, JPYTH ONMOPTIOHUCTHYHU OaKTepruaTHi MHOEKIMN (BKITIOYHTEITHO
aTHITMYHA MUKOOAKTepualiHa HHPEKIH, MCHUHTUT, IPUYMHEH OT Listeria, MTHEBMOHHMS, TIPUYNHEHA OT
Legionella, n Hokapano3a), ONOPTIOHUCTUYHA MUKOTHYHH MH(EKINH, OTIOPTIOHUCTUYHU BUPYCHH
MHQEKIMY (BKIIOYUTEITHO eHIe(alIUT, IPHYMHEH OT XePIIeC CUMIUICKC 2) U Mapa3suTHH HHQEKIHN
(BKITIOUMTETHO OYHA TOKCOTIA3MO03a).



TpsiOBa 1a ce MOAX0kKa ¢ OBHIIICHO BHUMAaHKE, KOTAaTO Ce 00CHkKAa MpriiokeHueTo Ha Usrentynpu
MAIMEeHTH C XpOHWYHH WH()EKIINU WM aHaMHe3a 3a peruanBrpama nadexnus (Bx. Touka 4.3).

[Ipenu 3anmouBaHeTO Ha JedeHue che UsrentymanueHTHTe TpIOBa Jia ce M3CIeABaT 3a TyOepKyJI03Ha
uHpeknus. UsrentyHe TpsOBa 1a ce mpuiiara rpH MalyueHTH ¢ akTUBHA TyOepKyIo3a (BkK. Touka 4.3).
JleueHneTo Ha JTaTeHTHA TyOepKyJI03HA HH(EKIIHS TPAOBA Ja 3alI0YHE PN TPUITIOKCHUETO Ha
Usrenty. AHTHTYOEpKyJI03HATa TepaIus ChIIO TPsOBa 1a 0b/ie 00CchAeHATIPEIN HAYAIOTO HA JICUCHUE
cbe Usrentyrnpu ManMeHTy ¢ aHaMHe3a 3a JIATSHTHA WM aKTUBHA TyOepKyi03a, TPy KOUTO HE MOXKE Jia
ce MOTBBP/IM ajieKBaTeH Kypc Ha jedenue. [lanuenTture, mpuemany Usrenty, TpsOBa aa ce
HaO0JIFO/TaBaT BHUMATEITHO 32 MIPU3HAIIA ¥ CHMIITOMH Ha aKTUBHATYOEPKYJI03a IO BpeMe Ha JICUSHUETO
U cJIe]] HeTo.

ITanmenTHTe TPsIOBA 1a OBIAT MHCTPYKTHPAHHU Ja MOTHPCAT JEKAPCKU CHBET, AKO CE€ MOSABAT MPU3HAIIN
WA CUMIITOMH, MIPeanoiarainy nHhekus. AKo MalueHT pa3Bue Cepruo3Ha HHPEKIUs, ChCTOSTHUETO
My TpsOBa BHUMATEIHO Ja ce cieau u UsrentyHe TpsOBa 1a ce mpuiara, ToKaTo HHPEKIuATa He Obe
OBJIaJIsHA.

310KauecTBEHU 3200 IsIBAHUS

HMyHOCYnpecopy KaTo YCTCKUHYMa0 MMaT IMOTCHIIMAN 1a YBEJIUYaBaT PUCKA OT 3JI0KAYeCTBEHH
3a0ossiBaHus. Hakou maiueHTH, KOUTO ca MpueMalid YCTEKHHYMa0 B KIIMHUYHM [TPOYYBaHUS U B
MOCTMAPKETHHIOBO 00CEPBAIMOHHO MPOYYBaHE NPU MAIMEHTH C IICOPUA3UC, Ca PA3BUIIA KOXKHU U
HEKOKHU 3J10KaYeCTBEHH 3a00/1s1BaHus (BK. TouKa 4.8). PHCKBT OT 3710KaYECTBCHH 3a00/IIBaHUSI MOXKE
Jla € IMO-BHCOK IIPH MAI[MEHTH C IICOPUA3UC, KOMTO Ca JICKYBaHHU C IPYrH OHOJOTHYHH JIEKAPCTBA B
X0J1a Ha 3a00/IIBaHETO.

He ca MPOBEXKIAHU IIPOYUYBAHHA, B KOUTO Y4aCTBAT MMAaMCHTU C aHAMHE3a 3a 3JIOKA4YC€CTBCHU
3a00JIIBaHUS I B KOUTO mpoab/KaBa JICHCHUCTO Ha MalluCHTHU, pa3BUJIN 3JIOKAaUCCTBECHO 3a001s1BaHe
10 BpE€MEC Ha IMpucMa Ha y'CTeKI/IHy'Ma6. 3aroBa Tpi[6Ba Ja CC MoJAxX0Xaa C IOBHIIICHO BHUMaHHC,
KOorarto ce 06C’B)K,Z[a MMPUIOKCHUCTO Ha Usrentynpn TC3W MAIUCHTHU.

Bcuuku ManueHTH, NO-CNICHUAIHO TE3U HA BB3PacCT HAJl 60 T'OAWHU, KaKTO U MalIUCHTHUTC C aHAMHE3a
3a MPOIBIDKUTEITHA UMYHOCYIIPECHBHA Tepalus Wik Te3u ¢ aHamHe3a 32 PUV A Tepanus, TpsOBa ga
ObIaT mpoceasIBaHU 3a MOsBa HAa HEMEIAHOMEH pak Ha Kokara (BxkK. Touka 4.8).

CucreMHH 1 PECIIUPATOPHU PCAKIINU HAa CBPBbXYYBCTBUTCIHOCT

Cucmemnu

CepI/IO3HI/I PCaKIMM Ha CBPBXYYBCTBUTCIIHOCT Ca AOKJIaJABaHU B TIOCTMAPKETHUHIOBU YCJIOBUA, B HAKON
CJIy4ad HSKOJIKO JHU ciie]] ieueHueTo. Mma cinyyan Ha aHaduiakcus U aHruoeaeM. AKO ce OSBH
aHa(UIAKTHYHA WK JPyra CEpHO3Ha PEaKIUs Ha CBPhXUYBCTBUTEIHOCT, TPIOBA Jla C€ Ha3HAYH
MTOIXOJISIIA TepaIvs U IpuiiokeHneTo Ha UsrentyTpsOBa 1a ce IpeycTaHoBH (BK. Touka 4.8).

Peakiuu, cBbp3anu ¢ UHPy3UATA

B xIuHWYHATE N3MUTBAHMS ca HAOII0aBaH! PEaKIuH, CBhp3aHu ¢ nHPy3miaTa (BK. Touka 4.8). I1o
BpeMe Ha TIOCTMapKETHHTOBOTO HAaOMI0IeHHE ce ChOoOIaBa 3a CEPHO3HH PEaKIINHU, CBbP3aHH C
WHQY3UATA, BKIIOYUTETHO aHA(QWIAKTUYHN PEaKIU KbM HH]Y3uaTa. AKO ce Ha0JIr01aBa cepruo3Ha
WK J)KUBOTO3aCTpaIlIaBaIla Peakius, TpsaOBa /ja ce 3amovHe MOJXOASIIA Teparnus U NPHIOKESHACTO Ha
yCTeKHHYMa0 Jia ce IpeyCTaHOBH.

Pecnupamopnu

Ciy4an Ha aJlepruyeH alBeOoJIUT, CO3MHO(UIIHA THEBMOHUS U HEMH(EKIHO3Ha OTPaHn3Upalla
THEBMOHHSI ca ChOOIICHH 110 BpeMe Ha MMOCTMapKEeTHHIOBaTa yrnoTpeda Ha ycTeknHyMad. KimmanaauTe
NPOSIBH BKJIIOUBAT KALUTUIIA, IUCITHES! U MHTEPCTULMAIHN HHOMITPATH CIE €AHA 10 TPU JO03H.

Cepro3HHTE TTOCIEANITN BKITIOYBAT JUXATETHA HEIOCTATHUYHOCT W MPOIBIDKUTEITHA XOCTTUTATH3AITHS.
[TomoOpenue e choOIaBaHO ClIe]| IPEYCTAHOBIBAHE HA JICYCHUETO C YCTEKUHYMAal U B HAKOU CITydan
MIPH MPHUIIOKEHHNE HA KOPTUKOCTepouan. Ako Ob/ie n3KIltoueHa HH(MEKINS U TMarHo3aTta ce MOTBbP/IH,
MIPIIOKCHUETO HA YCTeKMHYMa0 TpsiOBa J1a ce MpeyCTaHOBH M JIa CE€ 3aIIOYHE MOIX OISO JICUCHUE



(Bk. TOuKa 4.8).

Chbp/IeYHOCHI0BY CHOUTHUS

[Ipu manueHTH € ICOPHA3KC, C EKCIO3UIMS HA YCTEKMHYMA0, B TOCTMAPKETHHIOBO 00CEPBAIMOHHO
NpOyYBaHE ca HAONIOJaBaHU ChPICUHOCHIOBH CHOUTHS, BKIIOYUTEITHO HHPAPKT HA MHOKap/a U
MO3BYHO-CHJI0B HHIUICHT. PUCKOBUTE (haKTOPH 3a ChPACYHOCHIOBO 3a00IIIBaHe TPSOBA 1A ce
OIICHSIBAT PEJIOBHO 110 BpEeMeE Ha JICUeHHETO che Usrenty.

Bakcunannn
[IpenopbuBa ce ga He ce MpUIarar XKUBH BUPYCHHU WM JKUBU OakTepuannu BakcuHH (kato BIIK)

eaHoBpeMeHHO cbe Usrenty. He ca mpoBexiaHu KOHKpETHH NPOYYBAHUS IPU NAIIUEHTH, BbPXY KOUTO
HACKOpO € TIpujiaraHa KMBa BUPYCHA WJIH KUBa OakTepraiiHa BakCcHHA. HsiMa TaHHM 32 BTOpUYHO
npenaBaHe Ha WHGEKINS Ype3 )KMBY BAKCHHU IPH TAIIMEHTH, MOTyYaBaly ycTekuaymab. Jleuennero
ChC yCTeKMHYyMal Tps0Ba J1a ce MpeyCTaHOBH Hail-MaJko 3a 15 ceqmunu cien mocieanaTa 103a npean
MOCTaBSHETO HA JKMBa BUPYCHA HJIH JKMBa OaKTepHallHA BAKCHHA W MOJKE JIa C€ Bh30OHOBHHAK-MAIIKO
2 ceMHIIN CJIe]] BAKCUHUPAHETO. JlekapuTe, mMpeAnrcBaIiy JeKapcTBOTO, TPSOBA /1a HAIIPABST
cnpaBka ¢ KpaTkara xapakTepucTuka Ha MpoJIyKTa 3a KOHKpETHAaTa BAaKCHHA 3a JIOMbJIHUTEIHA
rH(pOpMAIUS U yKa3aHUs 3a ChITbTCTBAIIO MPHJIOKEHIE HA UMYHOCYIIPECUBHU JICKAPCTBA CIIE]T
BaKCHHHpPAHE.

He ce npenopbuBa npuiarane Ha xuBU BakcuHU (kato BLDK Bakcuna) mpu kbpMadeTa, ¢ eKCIO3ULU
Ha YCTEeKWHYMaO in utero, B IPOIBIDKEHUE HA JIBAHAIECET MECella CIe]l paXK/IaHeTO WIIH JJOKATO
CEepyMHHTE HUBA Ha yCTeKHHyMal NpH KbPMAUYETO CIaHAT IT0J] HUBOTO HA JeTeKIHs (BXK. TOUKH 4.5
4.6). Axo e HaNUIle KaTeropuIHa KIMHWYHA T0J13a 32 OTJCITHOTO KbpMade, MOXKe Ja e OOMUCIN
MpUIaraHe Ha )KUBa BaKCHHA B [TO-pPaHEH MOMEHT, aKO HE C€ OTKPUBAT CEPyMHH HUBA Ha
YCTEKUHYyMa0.

[ManmenTure, kouto ynorpedssat Usrenty, MOe Jia MoJyyaT eIHOBPEMEHHO UHAKTUBUPAHH WM
yOUTH BaKCUHH.

JABArocpovHOTO JICUSHHE ChC YCTEKMHYMa0 HE MOTUCKA XyMOPAIHUS UMYHEH OTTOBOP KbM
MTHEBMOKOKOBUTE MOJIM3aXapUIHU BaKCHHH WIIM KbM BAKCHHHUTE CpEIy TeTaHycC (BX. Touka 5.1).

ChIbTCTBAIA UMYHOCYIIPECHBHA TEPAITHS

[Ipu npoy4BaHus pH ICOpUA3UC HE ca OLEHSIBaHN 0€30MacHOCTTa U e()UKACHOCTTA HA YCTEKHMHYMa0
BKOMOUHANUS C UMYHOCYTIPECOPH, BKIIOUUTEIHO OMOJIOTHYHY IPOAYKTH Min GoTtoTepanus. [Ipu
MIPOYyYBaHUs P IICOPUATHUYEH apTPUT, eIHOBpeMeHHarta yrnotpeda Ha MTX He moBiusBa
Oe3onacHocTTa U epukacHOCTTa Ha ycTekuHyMal. B mpoyuBanusita npu 6onect Ha Crohn u
YIILEPO3CHKOIUT €JHOBPEMEHHATA YIIOTpeba Ha UMYHOCYIIPECOPH WM KOPTHKOCTEPOUAN H3TIICKAA
HE TIOBJIHsIBA 6€30MMacHOCTTA WK e(h)UKaCHOCTTa Ha ycTeknHyMa0. TpsOBa fa ce moaxoxma ¢
MOBHUIIEHO BHUMaHHUE, KOTaTO ce 00CHkK/1a eMTHOBPEMEHHATa yoTpeda Ha APYTH UMYHOCYTIPECOPHU
yCTEKHHYMa0 WM IPU IPEMUHABAHETO KbM JICUCHHE C APYT'H OMOIOTHYHH UMYHOCYTIPECOPH (BIK.
To4uKa 4.5).

HmyHortepanus
YcTekuHyMab He € OlleHSBaH MMPH IMalMeHTH, KOUTO ca MMOJIaraHu Ha UMyHOTepanus 3a aneprun. He e

M3BECTHO JAJIM yCTEKUHYMab MOXKe Jla C€ 0Tpa3y Ha IMYHOTEPANUSTA IIPU aJICPTHUH.

CepHro3HU KOKHU 3a00IsIBAaHHS

[Ipu manmeHTH ¢ IcCOpHasuc ce choOIana 3a cirydan Ha eKC(hOIMaTUBEH IEPMATHUT CIIe/T JIedeHHE C
ycTeknuHyMab (Bxk. Touka 4.8). IlarueHTuTe ¢ miakoB MCOPUA3NC MOXKE J1a Pa3BUSIT €PUTPOICPMIUCH
TICOPHA3UC KaTO YacT OT €CTECTBEHHsI X0/ Ha 3a00JIIBaHETO ChC CHUMIITOMH, KOUTO MOXKE OT KITMHIYHA
TJIeJIHAa TOYKa J]a He ce OTJINYaBar OT ekc(honmaTuBHUS AepMatuT. Jlekapure TpsaOBa 1a BHUMAaBaT 3a
CHUMIITOMH Ha €PUTPOJCPMHUUCH TICOPUAZHC UITU €KC(HOTUATHBEH IEPMATUT KATO YaCT OT
MOHHTOPUPAHETO HA TICOPHA3KCa PU MAIIMeHTa. AKO TE3U CHMIITOMH Ce TOSBAT, TPAOBaA Jia ce
3armovHe noaxo o neuerue. [IpueMbT Ha ycTeknayMab TpsOBa 1a ce MpeyCTaHOBH, aKO UMa
CHMHEHHS 32 JIEKAPCTBEHA PEAKIIHSL.




3a0onsBaHus, CBBP3aHH C JYIYC

Cryvan Ha 3a0075BaHMs, CBBP3aHU C JIYIIyC, Ce ChOOIIaBaT MIPH MALMEHTH, JEKYBaHH C yCTEKHHYMao,
BKJTIOUUTEITHO KOXKEH JIYIyC epuTeMaToiec U JIymyc-nogooeH cuuapoMm. [Ipu Bp3HUKBaHe Ha JIE3UH,
0CcOOEHO Ha U3JI0XKEHNUTE Ha CIBHIIE YUacThIM Ha KOXKAaTa, MM aKo T ce CHITBTCTBAT OT apTparus,
HanyeHThT TPsIOBa J1a MOTHPCH He3a0aBHO JieKapcKa MoMoll. AKO ce HOTBBPAAT 3a00IIsBaHUA,
CBBP3aHH C JIyIyC, yCTEeKHHYMa0 Tps0Ba a ce IPEyCTaHOBH U J]a C€ 3alI0YHE OIXO0IAIIO JECUCHHUE.

CroenuaiHy MomyJIanuy

Cmapuecka 6v3pacm

B xuHWYHATE U3NMUTBAHUS TIPU 0A00PEHUTE MTOKA3AHMS HE C€ HAOII0MaBaT ChIICCTBEHU PA3INYUs B
eukacHOCTTa WM 0€30MaCHOCTTA IIPU MAIMEHTH Ha 65-TOMIIHA Bb3PACT U MO-TOJIEMH, KOUTO
MoJTydaBaT YCTEKMHYMa0, B CpaBHEHHE C TIO-MIIAJIH TIAIIUEHTH. bposT Ha manueHTuTe Ha B3pacT

65 TOIMHYU ¥ TIO-TOJIEMH 00ade He € JOCTAaThYCH, 32 J1a Ce ONPEACITH JATH CC TTOBJIHSIBAT PA3IMIHO OT
MO-MJIQJINTE MalMeHTH. Thi KaTo pa3npoCTPaHESHUETO Ha HHEKIIUU CPEJI CTapyecKaTa MOy JIalus
KaTo ISUT0 € TIO-TOJISIMO, JISYEHHUETO TIPH MAIIMeHTH B CTapyecka Bh3pacT TpI0Ba J1a ce mpuiara
BHHUMATEJIHO.

Cuappikanue Ha nmonucopoar 80 (E 433)

To3u nekapcTBeH nMpoaykT chabpxka 10,4 mg mommcopdar 80 (E 433) BB Becekn (irakoH OT

130 mg/26 ml, koeTo ¢ ekBuBanentHo Ha 0,4 mg/ml (0,6 mg/kg/nen). [Tonucopbarure Morar aa
NPUYHHAT ATePTUYHU PEaKIiH, MOPaan KOSTO MalMeHTHT/00MHOTIeaubT TPpIOBa 1a Ob/e
WHCTPYKTHPAH Jia YBEIOMHU CBOS JIeKap, aKO MMa U3BECTHU aJIepTUH.

CoabprkaHye Ha HATPUHR

Usrentychabpxa mo-manko ot 1 mmol Hatpuit (23 mg) Ha 103a, T.€. MOXKe Ja ce Kaxe, 4e
MIPaKTHYECKH He chAabprka HaTpuil. Usrentyobade ce paspexna ¢ Hatpue xiopug 9 mg/ml (0,9%)
uHQy3noHeH pa3TBop. ToBa TpsiOBa Jia ce MMa MpeABU/I ITPH NAlMEHTH Ha AUeTa ¢ KOHTPOJIUPaH
IpHUeM Ha HaTpuH (BXK. Touka 6.6).

4.5 B3aumoneiicTBue ¢ IPyru JeKapcTBeHH NPOAYKTH U APYru (popMu Ha B3auMojeiicTBHe
JKuBu BakcuHM He TpsIOBa Aa ce MpuiIarat eJHOBPEMEHHO ChC yCTEKUHYyMaO.

He ce npenopbuBa npuarane Ha >kuBU BakcuHU (kato BLDK BakcuHa) mpy KbpMayeTa, ¢ eKCIIO3ULIUS
Ha YCTeKUHYMab in utero, B IPOABIDKCHUE Ha IBaHAIECET Mecela cie]] paKIaHeTo MU TOKAaTo
CEepyMHHUTE HMBA Ha yCTEKHHYMa0 Ipu KbPMAyeTo ClIaJHAT [10J HUBOTO HA IETEKUHUs (BXK. TOUKHU 4.4 U1
4.6). Axo e HanUIle KaTeropuIHa KIMHWYHA TT0J13a 32 OTJCITHOTO KhpMade, MOXKe Ja ¢c€ OOMUCIN
IpUjIaraHe Ha *H1Ba BaKCHHA B MTO-paHEH MOMEHT, aKO HE c€ OTKpUBAT CEPYMHHU HHUBA Ha
YCTEKHMHYMao.

[Ipu dpapmakoKMHETHYHH aHAJHM3H Ha MOMYJNALMITa, HAPABESHH B IpoyuBaHus (aza 3, e u3ciieABaH
e(eKTHT Ha HAl-4eCTO eTHOBPEMEHHO PUEMaHH JIEKaPCTBEHU IPOIYKTH MPH MAUEHTH C TICOPHA3HC
(BKITIOUMTEITHO W TIapareTaMmor, HoymnpodeH, areTHICaTHITIIOBAa KHCETHHA, MET(OPMHUH,
aTOPBacTaTHH, JEBOTHPOKCHH) BbPXY (papMaKOKWHETHKATa Ha ycTeknHyMab. He ca HabmromaBaHu
MIPU3HALIM Ha B3aUMO/IEICTBHE C T€3U €THOBPEMEHHO MPUEMaHHU JEKapCTBEHHU Mo yKTH. OCHOBA Ha
TO3U aHanu3 epakThT, 4e Hail-mManko 100 manuenTu (> 5% OT U3cneABaHATA TIOITYJIAINS) Ca JIEKYBaHU
€IHOBPEMEHHO C Te3H JIEKapCTBEHU MPOIYKTH Mpe3 nmoHe 90% oT neprona Ha MPOyUBaAHETO.
dapmakoKMHETHKATa HA YCTEKHHYMa0 He ce € TOBIMsUIa OT eAHOBpeMeHHaTa yrnorpeba na MTX,
HCIIBC (aecteponHy NIpOTUBOBB3NAINTEIHH CPEACTBA), 6-MEPKANTOIYPHH, a3aTHONPUH U
MIEpOpaITHI KOPTHKOCTEPOUIN TIPY MAIIMEHTH C IICOpUATHYEH apTpuT, Oomect Ha Crohn nim
YILEPO3EH KOJUT, WM OT MpEAUIECTBAIA eKCro3ullus HaauTu-TNFao cpeacTBa, py NauueHT ¢
NcOpHaTHUeH apTpuT 1K 0osect Ha Crohn, WM OT mpenmecTBala eKCIo3uLus Ha ONOJIOTHYHH
JIeKapcTBeHU NpoaAyKTH (T.e. aHnTH-TNFa cpencTBa w/mmBenonu3yma) Mpy MaueHTH ¢ YIIepo3eH
KOJIHT.

Pesynratute oT mpoyuBaHe in vitro u ot npoyusane (asza 1 mpu y4acTHULIM ¢ aKTHBHA OOJIECT Ha
Crohn He npeamonaratr He0OXOJUMOCT OT aJaNTHpPaHE HA 03aTa MPUIIAIUEHTH, KOUTO MOJTy4aBaT



ennoBpemenHo CYP450 cyberpatu (Bk. Touka 5.2).

[Ipu npoy4BaHus pu ICOPHA3UC HE Ca OICHIBAaHU 0€30MaCHOCTTa U €(PUKACHOCTTA Ha YCTEKUHYMA0
BKOMOMHAIIUS ¢ IMYHOCYIPECOPH, BKJIIFOUUTEIIHO OMOJIOTHYHU CpeAcTBa win hoToTepanus. [Ipu
NPOYYBAHUS MPH MCOPUATHYCH apPTPHUT, SHOBpeMeHHaTa ynoTpeba Ha MTX He nmoBnusBa
Oe3omacHoCTTa U ehUKACHOCTTA Ha YCTeKHMHYMa0. B npoyuBanusTa mpu 6onect Ha Crohn u
YIIEPO3CHKOJIUT €THOBPEMEHHATA YIIOTpeba Ha UMYHOCYTIPECOPH HITH KOPTHKOCTEPOUIH U3TIIEKIA
HE MOBJMsIBa 0€30MaCHOCTTa WM €PUKACHOCTTA HA YCTEeKUHYMa0. (Bxk. Touka 4.4).

4.6 ®epTHINTET, OPEMEHHOCT M KbpMeHe
Kenu ¢ nereposeH noTeHIMAN

JKenu ¢ geTepoaeH MOTEHITHAN TPSOBA 1a U3MMOI3BaT e(DEKTUBHI METOIN HA KOHTPAIICTIIIHS 110 BpeMe
Ha Je4YeHue u 10 15 ceAMUIH clie] JIEUEHUETO.

Bpemennoct
IIpocieKTHBHU JaHHU OT HETOJISAM Opoil cilydan Ha OPEMEHHOCT CJIe]T EKCIIO3UIIHUS Ha yCTEKUHYyMab ¢

W3BECTEH M3XO0/1, BKIIOYUTETHO TIoBeue OT 450 citydast Ha OPEMEHHOCT C €KCIIO3UIIUS TIPe3 MbPBHS
TPUMECTBP, HE TIOKAa3BaT ITOBHUIIIEH PUCK OT TOJIEMH BPOICHU MaJihOpMAaIliH TPH HOBOPOACHOTO.

[IpoyuBaHusTa IPH )KUBOTHH HE TIOKA3BAT MPEKHU WU HETIPEKU BpeIHU e(DEeKTU, CBBP3aHU C
OpEMEHHOCTTa, eMOPHOHATHOTO/PETATHOTO Pa3BUTHE, PAXKAAHETO WM OCTHATATHOTO Pa3BUTHE (BIXK.
TOoYKa 5.3).

Hanu4HusaT KIMHUYEeH omuT obade ¢ orpanuueH. Kato npeanasHa Msapka € 3a nNperovYnTaHe aa ce
n30srBa ynorpedara Ha ycTeKHHYyMab 1Mo BpeMe Ha OpEeMEHHOCT.

YcrekunyMab npeMuHaBa Mpe3 IIalleHTaTa i ¢ OTKPUBA B CepyMa Ha KbpMaveTa, POJICHHU OT JKEHH,
JIEKYBaHH C YCTEKMHYMa0 1o BpeMe Ha OpeMeHHocTTa. KITMHUYHOTO BB3A€liCTBHE Ha TO3U (PAKT HE €
M3BECTHO, HO PUCKBT OT UH(EKIUS MPU KbPMadeTa C €KCIIO3UIUS Ha YCTEKUHYMaO in utero MOXe Ja
Ob/1e MOBUIIIEH ciie]] paxaaHeTo. He ce mpenopbyuBa mpuiarane Ha xuBHM BakcuHM (kaTto BIDK
BaKCHHA) ITPU KbpMaueTa, C €KCIIO3UIIUS Ha YCTEeKUHYMaO in ufero, B IPOIbIDKEHUE HA

JIBAaHAIECET MeceTla Clie]] paXXTaHEeTO WIIH JIOKATO CEpyMHHUTE HUBA HAa YCTEKHHYyMa0 MPpH KbPMAveTO
CIaJHAT MOl HUBOTO Ha JeTeKmus (BX. Touku 4.4 u 4.5). AKO € HaJuIle KaTeTOpUYHa KIMHAYHA 1107132
3a OTHEITHOTO KbpMaue, MOXKE Jia & OOMUCIIY MpUIaraHe Ha )KUBa BaKCHHA B TI0-paHEH MOMEHT, aKO
HE Ce OTKpUBAT CEPyYMHH HHBA Ha yCTEKUHYyMa0.

Kopmene
OrpanunueHu 1aHHY, MyOJIMKYBaHU B JINTEPATypaTa, MOKa3BaT, 4e YCTEKHHYMal ce eKCKpeTHpa B

YJOBEIIKaTa KbpMa B MHOTO MaJIK KojmdecTBa. He e n3BecTHO ganm ycTrekuHymMab ce abcopOmpa
CUCTEMHO clie/1 orrbiane. [lopany noTeHImana 3a nposiBa Ha HEKEJIAHU JICKAPCTBCHH PEAKIMH KbM
yCTeKHHYMal Npu KbpMaueTaTa, TpsOBa Jja ce B3eMe pelIeHUe i J]a Ce MPEYCTAHOBH KbPMEHETO
10 BpEeMe Ha JICYeHHUE U JI0 15 ceqMuIu ciel JIeYeHUeTo, WM JIa ce TIPEYCTAHOBH TEPaIHsiTa ChC
yCTEKHHYMa0, KaTo ce B3eMar MpeBU/I IoJi3aTa OT KbPMEHETO 3a JISTETO M 10JI13aTa OT TeparusTa Cbe
YCTEKHHYMa0 3a *KeHara.

Deprramrer
EdexTsT Ha ycTeknHyMad BbpXy QepTHINTETa IPU XOpa He € olieHeH (BK. Touka 5.3).

4.7 EdexTu BLpXy cnnoco6HocTTa 32 I0UpaHe U padoTa ¢ MAIIMHUA

UsrentyHe MOBIUSBA WM MOBIHSIBA MPEHEOPEKUMO ClIOcOOHOCTTa 3a modupane u paboTa CMaIIUHH.



4.8 He:xesianm JiekapcTBeHN peakuu

00600611IeHre Ha TTpoduIia Ha GE30MaCHOCT

Haii-uecTute HeXenaHu JCKapCTBEHU peakuu (> 5%) B KOHTPOJIMPAHUTE TIEPUOU OT KIMHUIHHUTE
NPOYYBAHUS MPH BH3PACTHHU C MICOPHA3ZKC, ICOPHATHUYCH apTPpHT, OonecT Ha Crohn U yIIepo3eH KOTUT
C yCTeKHHYMa0 ca Ha30(apuHTHUT U riaBoboiue. [IoBedeTo OT TAX ce CUMTAT 3a JICKH U He HallaraTt
MPEeKbCBaHE Ha NMPOYYBAHOTO JieueHue. Hail-cepro3HaTa HexellaHa JIEKapCTBEHA PEAKIIHS, KOSTO €
choOIaBaHa 3a Y creknuHyma0, € Cepro3Ha peakivs Ha CBPhXYYBCTBUTEIIHOCT, BKIFOYUTEITHO
anadunakcns (BX. Touka 4.4). O0umaT npodua Ha 6€30MacHOCT € TOA00CH MPH TAITUEHTH C
TICOpUA3NC, ICOPUATUYECH apTpHUT, 6osecT Ha Crohn U yaIiepo3eH KOJuT.

TabawueH cUChK Ha HEKETAHUTE PEAKIIUN

JananTe 32 6€30MaCHOCT, MPEIOCTaBEHN MO-A0Y, Ca MOTydeHH cJiell eKCIO3MUIHS Ha YCTEeKNHyMa0
npu Bb3pacTHU B 14 npoyuBanus ¢aza 2 u ¢aza 3 npu 6 710 mauentn (4 135 ¢ ncopuaszuc u/unm
NcopuaTH4eH apTpuT, 1 749 ¢ 6onect Ha Crohn u 826 manueHTH ¢ ynuepo3eH KouuT). ToBa BKIIIOUBa
eKCITO3UIIHS Ha yCTeKNHYyMa0 B KOHTPOJIMPAHUTE W HEKOHTPOJIMPAHUTE IEPUOAN HA KIIMHUIHHUTE
NPOYYBaHUS MPH MAIIUEHTH C TICOPUA3HC, IICOPUATHYEH apTpuT, 6osectT Ha Crohn Wi ynepo3eH
KOJIUT B IPOJIBJDKEHHE Ha Haii-Manko 6 Mecena (4 577 manuenTn) win nore 1 rogunaa(3 648
narueHTH). 2 194 manuenTtu ¢ ncopuasuc, 6osect Ha Crohn WK yIIIEpO3eH KOJUT Ca ¢ €KCIO3UITUS 32
none 4 roguuu, A0karo 1 148 namuenTy ¢ ncopuasuc uiu 6osiect Ha Crohn ca ¢ eKCIO3uIUs 3a TOHE
5 roJIMHMU.

B Tabnuia 2 e nokasaH CHUCHK ¢ HEXKEIAHUTE JICKAPCTBEHU PEaKIK OT KIMHUYHU MPOYYBAHUS TIPU
BB3PACTHU C IICOPUA3UC, TICOPUATHYCH apTpuT, OosiecT Ha Crohn u yJiepo3eH KOJUT, KakKTo U
HEXKEJIAHUTE PEaKIMK OT MOCTMAPKETHHIOBaTa ynotpeda. Hexenanure peakiuu ca KiacupUIupanu
110 CUCTEMO-OpTaHHH KJIaCOBE M YECTOTa CHITIACHO clieAHaTa KOHBEHITHA: MHoro gectu (= 1/10),
Yecrtu (> 1/100 no < 1/10), Heuectu (> 1/1 000 mo < 1/100), Peaxu (> 1/10 000 mo < 1/1 000), Muoro
peaku (< 1/10 000), ¢ Heu3BecTHA YecTOTa (OT HATMYHUTE IAHHU HE MOXKE Jia ObJic HallpaBeHa
otieHka). [Ipu BCAKO rpymnupane B 3aBUCUMOCT OT YECTOTATa HEXKEIAHUTE JICKAPCTBEHH PEAKIIUH Ce
130pOsABAT B HU3XO AL PEJI IO OTHOIIIEHUE HA TSIXHATA CEPHO3HOCT.



Taonuya 2 Cnucvk Ha HedceNaHUu peakyuu
Cucremo-oprannnkiacose Uecrora: He:xkenanu peakuumn
MedDRA
Nudexnmun u nHpectanmn  [Uectn: nH(EKINS Ha TOPHUTE IUXATEIHH [IBTUIIA, Ha30(apUHTHUT,
CHHY3UT

Heuectu: nenyauT, NIeHTATHN HHGEKIUH, XEPIIEC 30CTep, HHPEKIHIHA
MOJTHUTE IUXATCIIHU IIbTUIA, BUPYCHHU I/IHq)eKHI/II/I Ha TOPHUTE
MXaTeIHU MBTHIIA, BYJIBOBarMHAIHA MUKOTHYHA HH(EKIHSI
Hapymenus Ha umyHHata  [HedecTu: peakyy Ha CBPbXUyBCTBUTEIHOCT (BKIIOUUTEIHO OOPHB,
crucTemMa YPTHKAPH)

PCI[KI/II CCPpUO3HHU pCAKIIMU HAa CBPBbXUYBCTBUTCIHOCT (BKHIO‘II/ITCJ'IHO
aHaduIaKkcus, aHTHOeIeM)

[IcuxuuHu HapyumeHus HeuecTu: Acnpecus

Hapyuienus Ha HepBHATa Uectn: 3amaiiBane, rmaBobomueHeduecTn: murieBa mapanmsa
cucTema
Pectiuparopuu, rppaau 1 Uectu: opodapunreanna bonkaHeuecTn: Ha3amHa KOHTeCTUS
MeIMacTUHAIIHU HapymieHus |Peku: aneprudeH ajaBeouT, €o3MHO(MWIHA THEBMOHUIMHOTO PEelIKH:
OpraHu3Mpalia MMEeBMOHUS ™

CTOMAaIIHO-YPEBHU Uectu: nnapus, rajicHe, IOBPBINAHE

HapyLICHUs

Hapyiienus Ha koxkaTa 1 UecTn: cepbex

MOJIKO’KHATa ThKaH Heuectu: mycTyno3eH ncopuasuc, ekchoaranus Ha KoKaTa, akHe

Penku: exchonraTUBEH JepMaTUT, XUIIEPCCH3UTUBEH BaCKyIUT MHOTO
peaKu: OyI03eH MeM(PUTON, KOXKEH TYITyC EPUTEMATOCC

Hapymenns Ha myckymHO- [Yectn: 607KHM B rbpOa, MUANTHS, apTpanrusiMHOTO PeaKu: JIyIyc-

CKeJIeTHaTa cucTemMa u mo100eH CUHIPOM

CheIMHUTENTHATA ThKaH

OO1M HapyLIeHUs U UecTtu: ymopa, eputeMa Ha MsICTOTO Ha HH)XXKEKTUpPaHe, O0Jka Ha
e(eKTH Ha MSICTOTO Ha MSICTOTO Ha MHXKEKTHUpaHe

MPUIIOKEHHUE HeuecTn: peakuy Ha MSICTOTO HAa HH)KEKTUPaHE (BKIIOUYUTEIHO

KPBHBOM3IINB, XEMaTOM, BTBBP/ISIBAaHE, IOAYBaHE U ChPOEIK), ACTCHUS

* Bwkre Touka 4.4, CHCTEMHH W peCITUPATOPHHU PEaKITMH Ha CBPHXUYBCTBUTEITHOCT.

Onmucanue Ha I/I36DaHI/I HCXCJIaHHU JICKAPCTBECHH PCAKITNN

HUudexnuu

B mnane6o-koHTpoIMpaHy IPOyYBaHUS MPU MALUEHTH C TICOPUA3UC, ICOPUATHYECH aPTPUT, OOJIECT HA
Crohn u ynmiepo3eH KOJIUT MPOLUEHTHT Ha MH()EKIIUUTE WITH CEPUO3HUTE MH(EKIH € CXO/ICH pH
MAIMEeHTUTE, JIEKyBaHU C YCTeKHHYMa0, U TIpH JIeKyBaHUTe ¢ Tuiaie60. B miane0o-KoHTpoIrpaHus
TICPUO/T HA TE€3W KIIMHUYHU NPOYYBaHUs YyecToTara Ha nHpekuure ¢ 1,36 3a manueHToroguHa
MIPOCIIe/IBAHE MPH MMAlMEHTH, JIEKYBaHU C YCTeKUHYMa0, u 1,34 — mpu MaIyenTy, JIeKyBaHH ¢
miane6o. [osBunure ce cepro3an nHPEKUH ca ¢ gectoTa oT 0,03 3a ManueHTorouHa MPOCIIeIIBaHEe
NpY MAIUEeHTH, JeKyBaHu ¢ ycTekuaymao (30 ceprno3nn undeknnu 3a 930 nmanueHToroanHu
npociensaBane), u 0,03 nmpu naueHTy, JiekyBanu ¢ miane6o (15 cepuosnu nndekimn 3a 434
MMallMeHTOTOAMHY MPOCIIeABanHe) (BXK. Touka 4.4).

B xoHTponupaHuTe 1 HEKOHTPOJIMPAHUTE TIEPUOIU HAa KIMHUYHUTE NTPOYYBAHUS IIPU TICOpHA3HC,
[ICOPUATHYEH apTpHUT, 6osecT Ha Crohn u ynuepo3eH KOJIuT, npeacTasasBamy 15 227
MMalIMCHTOTOAMHH €KCIIO3UITUS C YCTeKHHyMa0 nipu 6 710 manueHTH, MeInaHaTa Ha BpEMETO Ha
npocneasBane € 1,2 rogunawu; 1,7 roauHy 3a MPOy4YBaHUATA IIpH rcopuasuc, 0,6 ronuHu 3a
npoyuBaHusiTa npu 6onectaa Crohn u 2, 3 ronuHa 3a IpOyYBaHUTA C yILEPO3EH KOJMUT. [IpoLeHThT
Ha uHoeknuure e 0,85 3a manueHToroArHa NPoCIeAsBaHe PY NALMEHTH, JIEKYBaHHU C yCTEKUHyMao, a
MPOIICHTHT Ha CEpUO3HNTE MHPeKmu pH Tsx € 0,02 3a manueHTorouHa npocie/ssane (289
cepuo3HU HHpeKuK 3a 15 227 nanueHToroANHYU MPOCiieAsSBaHe) U ca JOKIaIBaHU CEPHO3HH
WHQEKINH, BKIIOYUTEIHO THEBMOHHMS, aHAJIEH a0cLec, UeNyIUT, TMBEPTHKYJIINT, TaCTPOCHTEPUT U



BUPYCHU HH(EKIIUH.

B npoBeneHn KIMHUYHY MPOYYBAHU MALMEHTH C JIATEHTHA TyOepKyJ03a, KOUTO ca OMin
€/THOBPEMEHHO JICKYBaHU C W30HUA3U, HE Ca Pa3BHIIM TyOepKyo3a.

3mokadecTBeHH 3a00JIIBaHUS

B mumane60-koHTpoIHpaHus MepHo Ha KIMHUYHYU MPOYYBaHUS NIPU TICOPUA3UC, TICOPUATHICH apTPUT,
6onect Ha Crohn 1 yiepo3eH KOIUT YecTOTaTa Ha 3JI0KaueCTBEHUTE 3a00IsBaHusl, C M3KIIIOYCHUE Ha
HEMEJIaHOMEH pak Ha kKoxata, € 0,11 3a 100 nanueHTOroIMHU NpocieAsiBaHe NpU MaIlUEHTH,
JIeKyBaHHU ¢ ycTeKuHyMa0 (1 mamumenT 3a 929 manueHTOrouHM pociiesBane) B cpaBHenue ¢ 0,23
NpU MaUeHTHTE, JIeKyBaHH ¢ miane6o (1 nanuenT 3a 434 maneHTOroANHY MIPOCIIEISIBAHE).

YecroTaTa Ha HEMEJIAaHOMEH pak Ha kKoxarta € 0,43 3a 100 nanueHToroAMHN Ipocie/siBaHe 3a
NalyueHTUTE, JIEKYBaHH C YCTeKHHYMa0 (4 mauueHTy 3a 929 nanueHToroArHH Mpociie/IIBaHe) B
cpaBHeHue ¢ 0,46 npu ManueHTuTe, JIeKyBaHu ¢ Tuiane6o (2 nanueHTH 3a 433 manueHToroJuHH
TpocieasIBaHe).

B xoHTpONMMpaHUTE U HEKOHTPOJIUPAHUTE EPUOAH HAa KIMHUYHUTE MPOYUYBAHUS MIPU IICOPUABHUC,
TIcCOpuaTH4IeH apTpuT, 6osect Ha Crohn u yiIepo3eH KOIUT, MPeICTaBIIBAIIN

15 205manueaToroANHN eKCIO3UIHS ¢ yeTeknHyMma npu 6 710 manmenTn, MenraHaTa Ha BpeMETO Ha
npocneasBanee 1,2 roguna; 1,7 roguHu 3a Mpoy4YBaHUITA MIPH Ticopuasuc, 0,6 ToauHu 3a
npoy4uBaHusiTa npu OonectHa Crohn u 2,3 ToarHa 32 TPOYYBAHUSITA C YIIEPO3CH KOJIHT.
3rokavyecTBeHH 3a00sIBaHNS, C H3KITIOYeHNE Ha HEMEIIAaHOMEH paK Ha KOXKaTa, ca IOKJIaBaHu mpu 76
manuenTy 3a 15 205 nanmuenToronannau Ha pociensBane (dectora oT 0,50 Ha 100 manueHTOTOMHN Ha
MpocIie/siBaHe MPH MalUeHTH JISKyBaHH ¢ ycTeknHyma0). Te3un cirydan Ha 31I0Ka4eCTBEHU
3a0omsBaHus, ChOOIIEHN TIPH MAIUEeHTH, JIEKYBAHHU C YCTEKHHYMa0, ca CpaBHIMH C OYaKBAHUTE
Cilydad B o0IaTa momyJamnus (CTaHIapTU3NpaHo ChOTHOLIeHne Ha yecToTaTta = 0,94 [95%
noBeputeneH unaTepsai: 0,73, 1,18], kopurupasn 3a Bbp3pact, o u paca). Hait-uecto nHabmogaBanure
3II0Ka4€CTBEHU 3a00JIIBaHUA, PA3IUYHNA OT HEMEIIAHOMHUS KapIIMHOM Ha KOXara, ca KapIIMHOM Ha
IpocTaTara, MeJIaHOM KOJIOPEKTaJIeH KapIMHOM, H KapIIMHOM Ha rbpaara. CiydanTe Ha HEMEJIaHOMEH
KapuuHOM Ha Kokarta ca 0,46 na 100 marueHToroIMHU Ha IPOCieIsBaHe MPY MAIlUeHTH, JIEKYBaHHU C
ycrekuHyMab (69 manuenTn 3a 15 165 nanueHToroanHu Ha rpocnessaBane). ChOTHOIIEHUETO Ha
TTalHEeHTH ¢ 0a3aJIeH CIIPSAMO CKBAMO3HOKJIETHUCH KapIIMHOM Ha Koskara (3:1) € cpaBHIMO ChC
CHOTHOIIICHUETO B O0IIIaTa MmomyJianus (Bx. Touka 4.4).

Peakiuy Ha CBpBXYYBCTBUTENHOCT M PEAKIINH, CBEP3aHU ¢ HHDy3uITa

B nmpoyuBaHusiTa ¢ HHTpaBEHO3HA HHAYKLUS 1pu OosecT Ha Crohn U yJmepo3eH KOJIHT He ce
cboOIIaBaT CHOUTHUS HA aHa(WIAKCHUS WM APYTH CEPUO3HU PEAaKIUH KbM HH(PY3HATA el CIUHUYHA
MHTpaBeHO3Ha 103a. B Te3u npoyuBanus 2,2% ot 785 mauuenTy, JeKyBaHu ¢ mianedo, u 1,9% ot 790
HalKEHTH, JICKYBaHH C IPENOPhUYUTEIIHATA 1032 YCTEKUHYMa0, Ch0oOIaBaT HEXXEIaHU ChOUTHS,
BB3HUKHAJIH [0 BpeMe Ha MIIM B PaMKHUTE Ha eTUH yac oT uHy3usTa. [lo Bpeme Ha
MOCTMAaPKETHHIOBOTO HaOJIIOIEHHE CEe CHOOIIaBaT CEPHO3HHU PEaKLMH, CBbP3aHu ¢ HHPYy3UsTa,
BKJIFOUHTEITHO aHA(DMIAKTHYHN PEaKITuU KbM HHGY3UATa (BXK. Touka 4.4).

[enuarpuyHa nonyJanus

THeouampuunu nayuenmu Ha 6 200UHU U NO-20AEMU C NIAKO8 NCOPUASUC

besomacHocTTa Ha ycTekuHyMa0 e MmpoydeHa B 1B Mpoy4YBaHus ¢aza 3 nmpu neAMaTpruIHu MalMeHTH C
YMEpEH J10 TeXbK IIaKoB rncopuasuc. IIspBoto npoyusane e npu 110 nanuenTy Ha Bb3pacT oT 12 10
17 ronuHu, NeKyBaHH B NpoAbLKeHue Ha 60 ceaMuLu, a BTOPOTO IpOy4BaHe € npu 44 nanueHTH Ha
BB3pacT ot 6 1o 11 roguHy, TeKyBaH! B MIPOIBIDKEHUE HA 56 ceamutti. KaTo 1151710 cho0mennTe
HEXXeJIaHW ChOWTHS B TE3M JIBE IPOYUYBAHMUS C JJAHHU 3a Oe30macHOCT /10 | roauHa ca mogo0H! Ha
Te3H, HaOII01aBaH! B MPEIUIIHH [IPOYUYBAHUS IPH Bb3PACTHH C IIAKOB IICOPHA3HC.

CrpoO1IaBane Ha II0I03MPAHN HEKEIAHH PEAKIINU

Cro0I11aBaHeTo Ha TIOI03UPAHU HEXKEIIAHU PEaKIUU CIie/ pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
NPOIYKT € BaykHO. TOBa MO3BOJISBA J1a TIPOIBIKU HAOJIOJICHUETO Ha ChOTHOIICHUETO MOJI3a/PUCK 32
J'IeKapCTBeHI/HI HpOI[YKT. OT MCOUIIMHCKUTEC CIICHUAJINCTU CC N3UCKBA A CT)O6IIIaBaT BCsKa
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MOJT03UpaHa HeXKeJIaHa Peakius Ype3 HallMOHAIHA CHCTeMa 3a ChOOINaBaHe, IOCoYeHa B
IIpunoxenue V..

4.9 IIpeno3upane

Enmamaan no3m no 6 mg/kg ca mpuiaraHd HHTPABEHO3HO B KIIMHUYHU IPOyYBaHMS 03
orpaHMyaBalla J103aTa TOKCHYHOCT. B ciryuaii Ha nmpego3upane ce mpenopbhuBa NaueHTUTE 1a ce
Ha6J’IIO,E[aBaT 3a IprU3HAlKU WA CUMIITOMU Ha HCKCJIAHU PECAKIIUU U He3a0aBHO Ja CC MPUJIOKHA
noAXOasII0 CUMIITOMATUYHO JICYCHHUC.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apMaKOIMHAMHYHHU CBOIiCTBa

dapmakoTepaneBTnyHa rpymna: VimyHocynpecopy, HHXHOUTOPH Ha HHTEPJIEBKUHA, AHATOMUYEH
tepaneBtuueH xumudeH (ATC) koq:LO4ACOS

Usrentye 6nomomo0eH ekapcTBeH MpoaykT. [logpoOHa nHpOopManus e mperocTaBeHa Ha yeOcaiiTa Ha
EBporeiickaTa areHnus mo jgexapcrsata https://www.ema.europa.eu/en

MexaHu3sM Ha AelicTBUE

YerekuayMab e m3isio yoemko [gG 1k MOHOKIIOHATHO aHTHTSIIO, KOETO CE CBhP3Ba ChC
crenupUIHOCT KbM 001aTa IpoTenHoBa cyOeanHua p40 Ha YOBEIIKUTE IUTOKUHA HHTEPIICBKUH
(IL)- 12 u IL-23. YcTexkuHyMab moTrcka 0MoakTHUBHOCTTA Ha yosemkute [L-12 u IL-23, xato
npeaoTBpaTsaBa cBbp3BaneTo Ha p40 ¢ IL-12RB1 pernenTopeH mpoTenH, pa3noaoKeH Ha TOBbPXHOCTTA
Ha UIMYHHHTE KJIETKH. Y CTeKUHyMab He Moxke Jia ce cBbpike ¢ IL-12 nmm ¢ IL-23, kouto Beue ca
cebp3anu ¢ IL-12RB1 peuentopu no kineTpyHaTa MOBHPXHOCT. CIe0BATETHO € MAIKO BEPOSTHO
ycTeKnHyMa0 Ja yyacTBa B KOMIUIEMEHT- MJIM aHTHUTSIIO-MEANUPaHaTa UTOTOKCHYHOCT Ha KIETKUTE
¢ peuentopu 3a IL-12 w/umm IL-23. IL-12 u [L-23 ca xeTepoauMepHU IUTOKUHH, CEKPETUPAHH OT
aKTHUBHPAHU aHTUT€H-TIPEICTABAIIN KICTKH, HAIpUMep Makpodaru u ISHIPUTHH KIETKU U JIBaTa
LIMTOKMHA y4acTBaT B UMyHHHTE QyHKIHHY; [L-12 cTumynupa ecrectBernte kietku youidnu (NK) u
npean3BukBa audepennuanusTa Ha CD4 + T xnetkure kbM T 1 xenmepen (Th1) denotumn, 1L-23
uaaynupa et Ha T 17 xenmepure (Th17). A6nopmuara perynanus Ha IL-12 u [L-23 obaue ce
CBBP3Ba C UMYHHOMEIMUPAHH 3a00JIIBaHUS KaTo IICOPHA3KC, ICOPHATHYEH apTPHUT U OOJIECT Ha
Crohn.

Upes cepp3Bane Ha obOmata cybeannmnna p40 Ha [L-12 n IL-23 ycreknnymal MOXKe 1a OKa3Ba CBOUTE
KIIMHUYHU €EeKTH MPH IICOPUA3UC, IICOPUATUYEH apTpuT, OosecT Ha Crohn upe3 nmpexscBaHe Ha
mprumara Ha Thl u Th17 nuToKMHM, KOUTO ca B OCHOBATa Ha I1aTOJIOTMsTa Ha T€3U 3a00 IIBaHMS.

[Ipu naruentu ¢ 6onect Ha Crohn ne4eHNETO ¢ YCTEKMHYMa0 BOJM /10 HAMAJICHUE Ha
BB3MAUTETHATE MapkepH, BkIrounTenHo C-peaktuseH npoterH (CRP) u dekaseH KaImpoTeKTHH 1Mo
BpeMe Ha MHAYKIIMOHHATA (ha3a, KOETO CJIe]] TOBa ce MOAIbpiKa Mpe3 IisiaTa mojrepxkama dasza. CRP
€ OLICHCH 110 BpEMC Ha NPOABJDKCHUECTO HA IMTPOYYBAHCTO U HAMAJICHUATA, Ha6HIOI[aBaHI/I I10 BpEMC Ha
noaappxkamaTa (haza, OOMKHOBEHO Ce 3arma3Bar 10 252 ceaMuIa.

NmyHuzanuu
[To BpeMe Ha TBITOCPOYHOTO MPOABIDKEHHE Ha TpoyuBaHe mpu ricopuasuc 2 (PHOENIX 2),

BB3PACTHUTE MALMEHTH, JIEKYBaHU ChC yCTeKHHYyMa0l 3a Hail-Manko 3,5 roanHu, ca Jaiai aHTUTSIIO-
OTTOBOPHY Ha THEBMOKOKOBH TMOJIM3aXapUIHN BAKCUHU U BAKCHHH CPEILY TETaHYC, CXOTHU C T€3H MPHU
KOHTpOITHATA TrpyNa MalueHTH, odyJYaBalld HECUCTEMHO JieueHre Ha ricopraszuc. CXO/IeH MPOIEHT OT
BB3PACTHUTE MALMEHTH, JIEKYBaHU ChC yCTEKHHYMa0 U Te3W B KOHTPOIJIHATA TPyIa, Ca Pa3BIIN
3aIIUTHY HUBA HA aHTUITHEBMOKOKOBU M AaHTUTCTAHUYIHHU AHTUTENIA, U TUTPUTE HA aHTHUTEIIATa MM ca
CXOJTHHU.

Kimmanuna edukacHocT
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Boxecr na Crohn

bezomnacHocTTa M ehrkacHOCTTa HA yCTEKHHYMa0 ca OlEHeHH B TPU PaHIOMU3HPAHH, JTBOWHOCIIEIH,
1ane00-KOHTPOIMPAaHU, MHOTOIICHTPOBH MTPOYUYBAHHUS TIPU BH3PACTHH MAIIMEHTH C YMEpeHa JI0 TeXKa
aktuBHa Oosect Ha Crohn (MHIEKC Ha akTUBHOCTTA Ha Oonectra Ha Crohn (Crohn’s Disease Activity
Index, CDAI) > 220 u < 450). I[Iporpamara 3a KIMHAYHO pa3padoOTBaHE ce ChbCTOU OT JBE 8-
CceMUYHHM NTpoyuBaHus ¢ mHTpaBeHo3Ha HHAYKIUA (UNITI-1 u UNITI-2), mocienBanu oT ceaMUIHO
paHIOMU3UPAHO MPOYIBAHE C MOAKOKHO MPHIIOKEHIE Ha Morbpikaia go3a (IM-UNITI),
MIPEJICTABIISIBANIY 52-CeIMUYHA TEPAITHSL.

[IpoyuBanusra ¢ naaykuus Bkimogsat 1 409 (UNITI-1, n = 769; UNITI-2 n = 640) mauueHTH.
IIspBryHaTa KpaifHa TOYKA 32 ABETE HHAYKIIMOHHU IIPOYYBAHUS € MPOIICHTHT HA YUYACTHUIIUTE C
KIIMHIYEH OTroBop (ompeneneH kato HamaieHue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceamua 6.
JlarHuTe 32 €PUKACHOCT c€ CHOMPAT M aHAJIM3HUPAT JIO CEAMHMIIA § 3a IBETE MPOYIBAHUS.

ENHOBPEMEHHOTO MPUIIOKEHHE HA MTEPOPATHU KOPTUKOCTEPOUIN, UMYHOMOTYJIATOPH,
AMUHOCAIHAIINIIATH ¥ aHTUOMOTHIIN € pa3penieHo u 75% oT manueHTuTe MpobJKaBar Ja MorydaBat
Hall-MaJIKo €JJTHO OT Te3H JieKapcTBa. B jBeTe nMpoyuyBaHus MAMEHTUTE Ca PAHIOMU3UPAHU J1a
MOJy4aT eTHOKPaTHO HHTPABEHO3HO MPENOpBUMTENHATA 1032 OT Npudausutenno 6 mg/kg B
3aBHICHMOCT OT TeJIeCcHOTO Tero (Bxk. Tadbmuma 1, Touka 4.2), puxcupana mo3a 130 mg ycrekuHyMad
nim ttane6o Ha ceamua 0.

[Tauuenture B UNITI-1 ca nekyBaHM HEyCHEIIHO WM UMAT HEMTOHOCUMOCT KbM IIpeILIeCTBAIla aHTU-
TNFa tepanus. [Ipubnusnrenno 48% OT manmeHTHTE ca JIEKyBaHHU HEYCIICNTHO ¢ | mpeamecTama
aatu-TNFa tepanus, a 52% ca nekyBaHu HeycnemHo ¢ 2 win 3 npeamectsany antu- 1 NFo Tepanmm.
B ToBa npoyusane 29,1% oT manueHTUTE UMAT HEAOCTAThUEH HAYaJeH OTTOBOP (IIbPBUYHH
HepecnoHnepn), 69,4% ca ce TOBIUSIIN, HO ca MPECTaHAIH J]a C€ TIOBIUSABAT (BTOPUYHH
HepecnoHepH), a 36,4% uMat HemoHOCUMOCT KbM aHTH-TNFo Tepammm.

[Narmenture B UNITI-2 ca nexyBaHM HEYCHEIMIHO Hall-MaJIKO C €JHa KOHBEHIIMOHAIHA Tepamus,
BKJIFOUUTEITHO KOPTUKOCTEPOHUIN MIIM MMYHOMOMYJIaTOpH, KaTO WIIM HE ca JIEKyBaHH JI0Ccera C aHTH-
TNF-o tepamnus (68,6%), uiau ca noixy4aBaiu npeau ToBa antu- 1 NFo Tepamnus, HO T4 ¢ Omia
Heycrensa (31,4%).

B nBere UNITI-1 u UNITI-2 3Ha9MMO TIO-TOJISIM TIPOIICHT OT MAIIMEHTUTE B TpyIaTa, JICKyBaHa C
YCTEKMHYMa0, ca ¢ KIIMHUYEH OTIOBOP U peMHCHS B cpaBHeHue ¢ mianebo (Tabnuma 3). Knuanynust
OTTOBOP U PEMHUCHSTA ca 3HAYMMH OIIe Ha CEIMUIIA 3 TIPH MAIEHTUTE, JeKYBaHU C YCTEKUHYMa0, U
T€ TIPOIBJDKBAT Jla ce MOA0OpsBaT 10 ceamuria 8. B Te3u mpoydIBaHUs ¢ HHAYKIHS €PUKACHOCTTA €
M0-BUCOKa U Ce MOAIbPIKa Mo-J00pe B rpymaTa ¢ 103a B 3aBUCUMOCT OT TEJIECHOTO TETJI0, B
cpaBHEHHE C rpymnara ¢ 103a 130 mg u nopaau ToBa MPU UHTPABEHO3HA UHIAYKIUS CE MPEnopbyuBa
JO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TETJIO.

Taonuya 3: Hnoykyus na kaunuuen omzosop u pemucus ¢ UNITI-1 u UNITI 2

UNITI-1* UNITI-2 **
Ilnauedoon| IIpenopbumre, Iliamedoon| IIpenopnuute
=247 JIHA 1032 =209 JIHA 1032
YCTeKUHYMAa0 YCTeKUHYMAa0
n =249 n =209
KinHu4Ha peMucHs, ceaMuia 8 18 (7,3%) 52 (20,9%)% 41 (19,6%) 84 (40,2%)*

Knuandaen otrosop (100 Toukn),
ceaMuua 6

53 (21,5%)

84 (33,7%)"

60 (28,7%)

116 (55,5%)°

Kmuandaen otrosop (100 Toukn),
ceamuna 8

50 (20,2%)

94 (37,8%)

67 (32,1%)

121 (57,9%)"

70-TOYKOB OTTOBOP, cCeAMHUIIA 3

67 (27,1%)

101 (40,6%)°

66 (31,6%)

106 (50,7%)"

70-TOYKOB OTTOBOP, CEAMMIIA 6

75 (30,4%)

109 (43,8%)°

81 (38,8%)

135 (64,6%)°

Knunnunara pemucust e onpenenena karo CDAI ckop < 150; KnuHHUHUAT OTrOBOp € OnpeesieH KaTo
HamazeHue HaCDALI ckop ¢ Haif-manko 100 TOYKK WM HaCTBOWIA KIMHUYHA peMuCcHsT 70-TOUKOBUSAT
OTTOBOD € ompeeieH karo Hamanenne Ha CDAI ckop ¢ Haii-manko 70 TOUKH
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*Heycnex Ha antu-TNFo Tepanus
** Heycrex Ha KOHBEHIIOHAIHATA TEPaIus

a5 < 0,001
6 <0,01

B npoyuBanero ¢ nogaspixkaria tepanus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO TOCTUATAT
100-TOYKOB KITMHUYCH OTTOBOP HA CEAMUIIA 8 OT MHAYKIHITA ¢ yCTeKuHyMab B mpoyuBanus UNITI-1
u UNITI-2. [TanmenTute ca paHIOMU3ApaHU Ha CXeMa Ha TOIBPIKAIIO JCUCHNE C TI0IKOKHO
npuioxenue Ha 90 mg ycreknaymab npes 8 cenmunu, 90 mg ycrekunymab mpes 12 ceqMunuy uiu
marne6o B MpoIbDKeHNe Ha 44 ceaMuIy (3a MpenophIATENIHATA IO IbprKaIa 1032 BXK. Touka 4.2 oT
KXTI Ha ycTeknHyMa0 MHKEKIIMOHEH pa3TBOP ((JIaKOH) M MHKEKI[MOHEH Pa3TBOP B IPEIBAPUTEITHO
HaIThJIHEHA CIIPUHIIOBKA UJIH B IPEIBAPUTEIIHO HAITBJIHEHA MTHUCAIIKA).

3HAYMMO MO-TOJISIM TPOLICHT MAIUEHTH B TPYIHTE, JEKYBAaHU C YCTEKHHYMa0, OIbPKAT KIMHUYHA
peMucHs 1 OTTOBOp Ha cenmMuIia 44 B cpaBHEHHE ¢ TpymaTa Ha miare6o (Bx. Tabmmma 4).

Tabnuua 4: Ilooovporrcane na krunuunus omzoeop u pemucus ¢ IM-UNITI (ceomuya 44; 52
ceOMuUWuUOom 3anoueane ¢ UHOYKWUOHHama 003a)

Ilnaunedo* 90 mg 90 mg
n=1317 YCTEeKUHYMAa0 | ycTeKMHyMa0

npe3 8 cexMuIu npe3 12

n=128" ceMULH

n = 1297
KnnanyHa pemucus 36% 53%° 49%°
KnnHM4eH oTroBop 44% 59%° 58%°
KnnanaHa pemucust 6e3 KOPTHKOCTEPOUIH 30% 47%" 43%"°

KimmHMYHA peMuUCHs TPH MMAIUeHTH:

B PEMHUCHS B HAUAJIOTO Ha MoubprkamataTepanus | 46% (36/79) | 67% (52/78)* 56% (44/78)

KOUTO ce BKIIIOUBAT 0T npoyusaneCRD3002* 44% (31/70) | 63% (45/72)° 57% (41/72)
KOUTO HE ca JeKyBaHu aocera ¢ antu- TNFa 49% (25/51) | 65% (34/52)" 57% (30/53)
repanvs

KOUTO ce BKIIIOuUBat oT npoyusaneCRD3001% 26% (16/61) | 41% (23/56) 39% (22/57)

Knuanunata pemucus e onpeneneHa kato CDAI ckop < 150; KnTuHUYHHIAT OTTOBOP € OIpeeicH KaTo

Hamanenue HaCDAI ckop ¢ Hail-Manko 100 TOUKkM WM HACTBIMIA KIMHUYHA PEMHUCHS

* ['pymara Ha ruane0o ce ChCTOU OT MAIMEeHTH, KOUTO €a Ce MOBIIUSIN OT YCTEKHHYMab U ca
paHIOMH3UpPaHU JaNoIydaBar Manedo B Ha4ajloTo Ha MOAXbpIKaIlaTa Teparms.

1 [Hamuentn, kouto uMat 100-TOIKOB KIMHUYECH OTTOBOP KbM YCTEKHHYMab B HAYAJIOTO Ha
MOTbpoKaIaTa Tepanus

[TanieHTH, KOUTO HE Cca Ce MOBJIMUIIM OT KOHBEHIIMOHAIHATA Tepanus, HO He aHTu- T NFa Tepanus

p <0,01
p <0,05

HOMHHAITHO 3HauuMa (p < 0,05)

§ [TanmenTH, KouTO ca pedpakTEpPHU WIK UMAT HEMOHOCUMOCT KbM aHTU-TNFa Tepanus
a
0

B

B IM-UNITI 29 ot 129 nanuenTty He MOAIbPKAT OTTOBOPA KbM YCTEKHMHYMAa0 NPU NPUIIOKESHHE TIPE3
12 cenmMuIy 1 € IMO3BOJIEHO KOPUTHUPAHE Ha J103aTa Taka, 4e Ja MoJydyaBaT YCTeKHHyMab mpe3 8
ceamuIry. 3arybaTa Ha oTroBop € onpeneieHa kato CDAI ckop > 220 touku u > 100 Touku
noBumerune cupsmo uzxonuus CDAI ckop. Ilpu Te3n manueHTy KINHUIHA PEMUCHS C€ TIOCTHUTa TIPH
41,4% ot manuentute 16 cenMuIy ciaen KOpUTUpaHe Ha J03aTa.
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[lanmenTHTE, KOUTO HE Ca MOCTUTHAIM KIIMHWYEH OTTOBOP KbM MHAYKLUS C YCTEKMHYMa0 Ha ceIMHIa
8 ot mpoyuBanusTa ¢ uHAyKIus UNITI-1 u UNITI-2 (476 nanuenTu), ca BKIFOUYCHU B
HEpaHJOMHU3HpaHaTa 4acT OT MpoyuBaHeTo ¢ nmoaabpxama repanus (IM-UNITI) u ca momyunmu
MOJIKO’KHA WHXKEKIUs ¢ ycteknaymad 90 mg mo tosa Bpeme. Cnen ocem ceamuiiu 50,5% ot
NalKMEHTUTE ca MOCTUTHANM KIMHUYEH OTTOBOP U ca MPOIBIDKIIIN J1a TToJTyYaBaT NogabpKalia
Tepanus npe3 8§ cenmuny. IloBeueTo OT Te31 MALMEeHTH C IPOABJDKUTENHA MOAIbPIKAILA TePAITUS
noJrbpokat otroBop (68,1%) u mocturar pemucus (50,2%) Ha cenmuna 44, KaTo MPOLEHTHT UM €
Mo100€eH Ha TO3M MPHU MALMEHTUTE, KOUTO IBPBOHAYAIHO €a CE€ MOBIMSIIA OT HHAYKLUS C
YCTEKUHYyMa0.

Ot 131 maumMeHTH, KOUTO ca Ce MOBIUIIN OT MHAYKIHS C YCTEKMHYMal U ca paHAOMHU3HPaHH B
rpynara Ha rare0o B Ha4alloTo Ha MIPOYYBaHETO C MO IbpIKalla Tepamnus, 51 BrocieacTere ca
3aryomId OTTOBOpa CH U ca moayumin 90 mg ycrekmHyMad oakoxkHO mpe3 8 cemmunn. [loBedero ot
MAIMEHTUTE, 3aryOnII OTTOBOPA CH U TOIHOBWIIY JICUCHUETO ¢ YCTEKHMHYMa0, ca ro HalpaBUiIH B
pamkuTe Ha 24 ceMUIU OT HHAYKIMOHHAaTa nHGY3us. Ot Te3u 51 namuentu 70,6% mocturar
KJIIMHAYEH OTroBop U 39,2% mocTurar KIMHWYHA peMUCcHs 16 ceqMuLu ciiel MoJly4aBaHeTo Ha
IbpBaTa MOAKOKHA /1033 YCTEKMHYMAO0.

B IM-UNITI nanueHnTute, 3aBbpIINIM IPOYUYBAHETO /10 ceaMulia 44, ca MoaxoAsIIu 1a NPOAbJKAT
JICYCHUETO B IPOIBIDKEHUE Ha MpoyuBaHeTo. [Ipy Becnukute 567 MarieHTH, BKIIOYCHH HA U JICKyBaHU
C YCTEKMHYMa0 B MPOJIBIIKCHUETO Ha IPOYYBAHETO, KIMHUYHATA PEMUCHSI U OTTOBOPHT OOMKHOBEHO
ce MoAIbpKAT o ceamuia 252, kakto npu OosHUTE ¢ Heycnex Ha TNF-repamuuTe, Taka u npu
MMalHCHTUTE C HEYCIIeX Ha KOHBEHIIMOHATHHUTE TEPAITHH.

He ca ycraHoBeHN HOBU ChOOpakeHUs, CBbP3aHH ¢ 0€30MMaCHOCTTA, B MPOABIDKEHUETO Ha TOBA
MpoyYBaHe 10 5 TOAWHM Ha JICUeHHE IIPH ManueHTn ¢ 6oiect Ha Crohn.

Enoockonus

BBHIIHMAT BUJ HA TUTaBUIIATA € OIEHEH SHIOCKOIICKH MpH 252 MaIMeHTH C MOAXO/IAIIa U3X0THA
€HJIOCKOTICKa aKTHBHOCT Ha 3a00JIsIBAHETO B €THO MOANpOyYBaHe. [IspBUYHATA KpaiiHa TOUKa €
MPOMSHA OT MU3XOJHOTO HMBO Ha ONPOCTEHUS €HIO0CKOIICKU cKop nipu Gonect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH CKOp OT 5 WJI€0-KOJIOHHU
CETMEeHTa 3a HaJn4uue/pa3Mep Ha I3BUTE, IPOICHT Ha IMTaBUYHATA MMOBBPXHOCT, TOKPUTA OT SI3BH,
IIPOLICHT Ha JIMTaBHYHATA MOBBPXHOCT, 3aCE€rHATa OT APYTH JIC3UHU, ¥ HAJTMYUE/BU HA
CTeCHsIBaHMsATa/CTpUKTypuTe. Ha cenmuna 8, cren ennHIYHA MHTPaBEHO3HA MHIYKIIMOHHA /1034,
mpomsiHaTa B SES-CD ckopa e mo-rosnsma B rpymnara Ha ycrekuaymabo (n = 155, cpegna npomsiHa = -
2,8) OTKOJKOTO B rpymnata Ha mianebo (n = 97, cpenna npomsana = -0,7, p = 0,012).

THosnusasane na gpucmynume

B enna moarpyna namueHTH ¢ ApeHupamy GUCTYIH Ha U3X0AHO HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) oT JeKyBaHUTE C YCTCKHMHYMa0 MAI[UCHTH CE MOBJIMSIBAT B MIPOAB/DKCHUE Ha 44 ceiMuUIn
(onpeneneno kato > 50% HamaseHue OT U3XOAHO HUBO B IPOYYBAHETO ¢ MHAYKIHMS HAa Opos Ha
Ipenupamure Guctyan) B cpaaenue ¢ 5/11 (45,5%) ¢ nnauebo.

Kauecmeo na sorcusom, cevpzarno cve 30pagemo

KauecTBOTO Ha )KMBOT, CBBEP3aHO ChC 3/IPABETO, € OLIEHEHO MTOCPEACTBOM BbnpocHuk mpu
BB3NAINTETTHY 3a0ossaBanms Ha yepBaTa (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BoipocHunm SF-36. Ha ceqmunia 8 narieHTuTe, MOJTyYaBaliv yCTeKHHyMa0, OKa3BaT CTATUCTUYCCKU
3HAYMMO MO-TOJIIMO ¥ KIIMHUYHO 3HaYMMO 1oao0penue Ha ooums IBDQ ckop u nHa 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 ¢ miane6o. B mpoyusanero IM-UNITI mo cenmunia 44 Te3u mogo0peHws
OOMKHOBEHO Ce MOAIbPKAT MO-100pe NPH JIEKYBaHH C YCTEKHHYMa0 MalleHTH B CPAaBHEHHUE C
iane6o. [lomoOpeHrneTo Ha Ka4ecTBOTO Ha JKUBOT, CBBP3aHO ChC 3[[PaBETO, OOMKHOBEHO Ce 3aIla3Ba
Npe3 SUI0TO MPOABIKEHUE JI0 cenMuIia 252.

HNmyHOreHHoct
ITo Bpeme Ha NedeHHE ¢ YCTEKUHYMaO MOTaT Jla Ce pa3BUAT aHTUTEINA CPEIly YCTEKHHYMa0 1
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MOBEUETO OT TAX ca HeyTpanu3upanm. O0pa3yBaHETO Ha aHTHTENA CPEIly YCTEKMHYMa0 € CBhP3aHO C
TIOBHIIIEH KIIMPHHC Ha YCTEeKUHYMaO mpu nanuenTu ¢ 6onect Ha Crohn. He e HaOmotaBana HamaseHa
edpukacHocT. He ce HaOmo1aBa o4eBUIHA 3aBUCUMOCT MEXK/Ty HAIMYMETO HAAHTHTEIIA CPEIILY
YCTEKHMHYMa0 W MOsBaTa Ha PEaKIMU Ha MSICTOTO Ha MHXKEKTHUPAHE.

HenuaTpudHa momynanus

EBporeiickara areHnus 1o JiekapcTBaTa oTiiara 3aJbPKeHHETO 3a IPEIOCTaBsSIHE Ha Pe3yATaTUTE OT
MPOYYBaHUATA C YCTEKUHYMa0 B €JIHA WK TI0BEYE MMOATPYIH Ha TIeIMATPUIHATA TIOITYJIAIUS TPU
oomect Ha Crohn (Bx. Touka 4.2 3a HHpOpPMAITU OTHOCHO YITOTpeOa B TIEANATPHUATA).

5.2 DapMaKOKHMHETHYHHU CBOMiCTBa

Crnex mperopbuUnTETHATAa HHTPABEHO3HA MHAYKIIMOHHA /1032 MeIMaHaTa Ha MaKCHMAaJIHATa CepyMHa
KOHIIEHTpalMs Ha ycTeKuHyMma0, HabmoaaBaHa 1 yac cnen nHdysusta, e 126,1 pg/ml npu
nanuenTure ¢ 6osect Ha Crohn.

Pasnpenenexue
Menuanarta Ha oOeMa Ha pasnpejelieHue B TepMuHanHara ¢asza (Vz) ciieq] eTHOKpaTHO WHTPaBEHO3HO

MIPIIIOKCHHE TP TAITMEHTH ¢ TIcCOpra3uc Bapupa ot 57 mo 83 ml/kg.

Buorpanchopmars
TouHHAT METabOJIUTEH BT HA YCTEKUHYMAa0 He ¢ H3BCCTCH.

EnumuHupane
Menaunanata Ha cucteMHus knupbrHC (CL) cnen eJHOKpaTHO MHTPABEHO3HO MPUIIOKEHUE TIPU

MAIAEHTH C TIcopuasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. MennanaTa Ha moxykuBoTa (t1/2) Ha
YCTEKUHYMa0 € IPUOIM3UTEITHO 3 CSAMMUITH TP TarueHTH ¢ 6osect Ha Crohn,icoprasuc w/mmm
TICOpUATHYEH apTPUT U Bapupa oT 15 10 32 n1HU BB BCUUKH NMPOYYBAHUS Ha IICOPHA3KC U
TICOPUATHYEH apTPUT.

JInHeWHOCT Ha J1o3aTa

CucremHara excro3uiusa Ha ycreknayMab (Cmax u miom noj kpusara (AUC))ce yBennuaa o
HaYMH, NPUOJIM3HTETHONPONOPIMOHAJIEH Ha 103aTa, CJIE €HOKPATHO HHTPABEHO3HO TIPUIOKEHHUE HA
nmo3u B rpanuniata mexay 0,09 mg/kg u 4,5 mg/kg.

Crenuanaiy nonyJaanuu

Hsma nanmmyan (hapMakOKHHETUYHU JaHHU NIPY NAIMEHTH ¢ yBpeaeHa 0bOpeuHa mith 4epHOoApoOHa
¢dynkius. He ca mpoBeieHH KOHKPETHH MPOYUYBAHUS C HHTPABEHO3HO MPHIIOKEHUE HAa YCTEKUHYyMa0
MY MalMEeHTU B CTapuecKa Bb3pacT WIH MEeTUATPUUHU MAIUEHTH.

IIpu maruenTu ¢ 6osrect Ha Crohn BapmaOnTHOCTTA HA KIUPHHCA HA YCTEKMHYMa0ce MOBIHMSIBA OT
TEJIECHOTO TETJIO, HUBOTO Ha CEpYMHUS alOYMUH, 110JIa ¥ cTaTyca M0 OTHOIIIEHHE Ha aHTHUTETaTa
cpelly ycTeKnHyMa0, JIOKaTo TEIeCHOTO TETJIO € Hali-3HaunMaTa KoBapHara, BIHsella BbpXy ooeMa
Ha pasmnpenenenue. OcBeH ToBa mpu 6ojecTTa Ha Crohn KIUPBHCHT ce MOBIHsBA OT C- PEaKTUBHUS
MIPOTEHH, CTaTyca 110 OTHOIIEHNE Ha HeycrexX Ha JedeHuero ¢ TNF-anTaronnctu u pacara (a3maTcku
CIpAMO HEa3HaTCKU NMpousxon). Be3neiicTBHEeTO Ha TE3U KOBapHaTHu € B paMkurte Ha +20% oT
TUIIMYHATA WU pedepeHTHaTa CTOWHOCT Ha choTBeTHUS DK mapamersp, mopaau ToBa He €
HeoOXoIMMa KOPEKIHsI Ha Jlo3ara 3a Te3u KoBapuaTH. EnHoBpeMeHHaTa ynotpeba Ha
HWMYHOMOJIYJIaTOPH HAMA 3HAYUTEIHO BIHUSHUE BbPXY pa3NpeeIeHUeTO Ha YCTEKHHYMAO.

Perymmpane na CYP450 enszumu

Edexrure Ha IL-12 umu IL-23 BBpXy perynupanero Ha CYP450 eH3umMuTe ca OlieHEHH B in Vitro
MPOYYBaHE C M3MOJI3BaHE HA YOBEUIKU XCMATOIUTH, KOeTO moka3sa, ue 1L-12 w/wmu IL-23 ¢ HuBa ot
10 ng/ml He mpoMeHnsaT aktuBHOcTTa Ha YoBemkuTe CYP450 emsumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
win 3A4; BX. Touka 4.5).

[IpoBeneHo e oTkpuTo npoyuBaHe (paza 1 3a nexapcTeenu B3aumoaeictaus, CNTO1275CRD1003, 3a
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OLIeHKa Ha ePeKTHT Ha YCTEeKUHYMa0 BbPXY €H3MMHATa aKTUBHOCT Ha UTOXpoM P450 cien nHayKIus
Y TIOJIBPIKAIIO TIpUITaraHe TpH MaIMeHTH ¢ aktuBHA OojiecT Ha Crohn (n=18). He ca HaOmronaBanu
KJIMHUYHO 3HAYUMHU ITPOMEHH B ekcro3uiiusaTa Ha kopeun (CYP1A2 cyberpar), Bapdapun (CYP2C9
cyoctpar), omemnpaszon (CYP2C19 cyberpar), nekcrpomeropdan (CYP2D6 cyOcTpaT) ninu Mugazonam
(CYP3A cybcrpar) koraTo ce H3MoI3BaT ChIIBTCTBAIIO C YCTEKHHYMa0 MpHU o700peHaTa
TIpENOPHINTENTHA JO3UPOBKA MPH NareHTH ¢ 6osrect Ha Crohn (Bxk. Touka 4.5).

53 IIpeAKJIMHNYHYU JaHHHU 32 0€30ACHOCT

HexnuHUYHUTE JaHHM HE MTOKa3BaT 0coOeH pHCK (Halp. TOKCHYHOCT Ha OPTraHHUTe) 3a Xopa Ha 0azaTta
Ha [IPOYYBAHMUS 32 TOKCHYHOCT MIPU MHOTOKPATHO MpHJIaraHe, TOKCHYHOCT 3a Pa3BUTHETO U
PenpoIyKTHBHA TOKCUYHOCT, BKJIFOUHUTEIHO U (papMaKoJIOTHYHHUTE OLIEHKH 32 Oe3onacHocT. [Ipu
IPOYYBAHUS 32 TOKCHYHOCT 33 Pa3BUTHETO U PETPOAYKTHBHA TOKCHYHOCT IIPH JBJITOOTAIIATH MaKaIH
He ce Ha0I0AaBaT HeXeNaH! eeKTH BbpXY (pepTuinTeTa Npu MBKKHTE, KAKTO U BpOJIeHH Ae(eKkTH
WM TOKCUYHOCT 3a pa3BuTHeTo. He ce HaOmoaaBaT Hexxenanu eheKTH BbpXyY (epTuimTeTa npu
JKEHCKHTE TIPH yIIoTpedaTa Ha aHAJOTHIHO aHTUTIO cperty 1L-12/23 mpu Mumky.

Jlo30BUTE HHMBA B MPOYYBAHUS TIPH )KUBOTHH ca 07130 45 MbTH MO-BUCOKHU OT Hal-BUCOKATa
€KBUBAJICHTHA J103a, IPEABWKIaHA 32 IPUIOKEHHUE [IPU NALIUEHTH C ICOPUA3UC, U BOIAT 10
MaKCHMAaJIHA CEPYMHH KOHIICHTPAITUH TpHU MakMyHH, KouTo ca Haa 100 IbTH MO-BUCOKU OT
KOHIICHTPAIIMKUTE, HA0JII0IaBaHU TP XOpa.

He ca npoexnanu mpoy4BaHus 3a KapLUHOTEHHOCT C YCTEKHHYMa0 NOpaay JUIcaTa Ha MOIXOASIIHN
MOJIENTN 33 aHTUTSIO Oe3 KpbhcTocaHa peakTHBHOCT KbM 1L-12/23 p40 Ha rpuzaun.

6. DAPMAINEBTUYHU JAHHHA
6.1 CnucbK Ha MIOMOLIHHUTE BellecTBa

EDTA [/lunatpueB cos AUXUApaT

L-xuctuaun

L-xucTuInHOB MOHOXUAPOXIOPU MOHOXUAPAT
L-meTnonun

[Monucopbar 80 (E433)

3axapo3sa

Harpues xunpoxcu (3a kopekmust Ha pH)
XopoBoAOpOIHA KUCceTHHA (3a Kopekius Ha pH)
Bona 3a umxexuuu

6.2 HechbBMecTuMOCTH

[pu nunca Ha MPOYyYBaHHUS 32 HECHBMECTHMOCTH, TO3H JICKAPCTBEH MPOJYKT He TPsOBa Jla ce cMecBa ¢
JIPYTH JIeKapcTBeHH npoaykTu. UsrentyTpsOBa fa ce paspexaa ¢ Hatpues xmopua 9 mg/ml (0,9%)
pastBop. UsrentyHne TpsiOBa ja ce mpuiara eJHOBPEMEHHO B €JlHA U ChIlla UHTPABEHO3HA CUCTEMA C
JPYTH JICKAPCTBEHH MPOIYKTH.

6.3 Cpok Ha roaHoCT

2 TOIUHU
[a He ce 3ampa3ssna.

Jlokazana e xuMU4HA 1 (Pr3UYHA CTAOMITHOCT 110 BpeMe Ha yrioTpeba 3a 12 gaca mpu 25°C. [la He ce
BPBLIA B XJIaJUIHHKA.

OT MHKPOOHOJIOTUYHA TJIeJIHA TOYKA MPOAYKTHT TPSOBA J1a ce ynoTpeOu He3abaBHO, OCBEH aKo
METONBT Ha pa3pekaaHe U3KIII0UBa PUCK OT MUKPOOHO 3aMbpcsBaHe. AKO HE ce yoTpeOu He3abaBHO,
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NEepUOIBT Ha U3MOI3BAHE M YCIOBUATA HA ChXpaHEHHUE MPean yrnoTpeda ca OTTOBOPHOCT Ha
MOTPEOUTEIIS.

6.4 CrnenmaJiH¥ ycJOBHS HA ChbXPaHeHUe

a ce cexpansBa B xnaguaHuK (2°C — 8°C). [la He ce 3aMpassiBa.
CoxpaHsiBaiiTe (uiakoHa B KAPTOHEHATA ONAKOBKA, 32 JIa Ce MPE/IIIa3H OT CBETIINHA.

3a ycloBHUsTa Ha ChbXpaHEHUE CIIe]] pa3pekIaHe Ha JIEKapCTBEHUSI MPOAYKT BUXKTE TOUKa 6.3.
6.5 Buja u chabp:kaHue HA ONIAKOBKATA

26 ml KOHIIEHTPAT 3a pa3TBOP BHB (u1akoH OT cTHKIO THH | 30 ml, 3aTBOpEH Cche 3aImymmanka oT
OyTtuioBa ryma crokpurtue. Usrentyce pa3lpocTpaHsBa B OMAaKoBKa 1o 1 duiakoH.

6.6 CneunajiHu npeAna3Hyu MepPKHU MPU U3XBbPJIsiHE U padoTa

PastBopbT BBB (uiakoHa UsrentyHe TpsiOBa Jia ce pa3kiaina. Pa3tBopbT TpsiOBa aa ce mpoBepu
BH3YalTHO 32 HATMYHETO HAa TBHPM YACTHIIM MM MPOMSIHA Ha [[BETA, MPEIH JIa CE TPHIIOKH.
Pa3TBOpBT € OUCTBP, Oe31BETEH 10 OJIe10KBIIT. JIeKapCTBEHUAT MPOAYKT HE TPsIOBa aa ce
yHoTpeOsiBa, ako Pa3TBOPHT € C MPOMEHEH LBSIT WM MBbTCH WM aKO B HETO ce 3a0esI3BaT BUAUMU
YyXKTU YACTHUIIH.

Pazpexnane
UsrentyKkoHIIeHTpaT 32 WH(Y3HOHEH pa3TBOp TPsIOBa Ja ce pa3pe/u U Jia Ce MOATOTBH OTMETUIIMHCKH

CIICOUAJIUCT C IIOMOINTAa Ha aCCIITUYHA TCXHHKA.

1.  M3uncnere nosata u Opos Ha HeoOxomumure QuakoHn UsrentyBb3 OCHOBa Ha TErJIOTO Ha
nanuedTa (Bx. Touka 4.2, Tabmuua 1). Beexu dummakon Usrentyor 26 ml ceaspxka 130 mg
ycreknHyMa0. M3monspaiite camo meyiHu ¢uakonu Usrenty.

2. MHsrernere n u3xpwpiere oT uHPY3HOHHUS cak oT 250 ml 06em OoT pa3TBOp Ha HATPHEB XIJIOPH]
9 mg/ml (0,9%), paBen Ha o6ema Usrenty, koiiTo TpsiOBa 1a ce 1o6aBu. (M3xBBpIeTe 26 ml
HaTPHEB XJIOPHU 3a Bcekn HeoOxoauM ¢urakon Usrenty, 3a 2 (iakoHa u3xBbpiere 52 ml, 3a3
(akona uzxpwpiuere 78 ml, 3a 4 Gnakona m3xebpiere 104 ml)

3. Uzrernere 26 ml Usrentyot Bceku HeoOXxoauM (piakoH U 'u JoOaBeTe KbM HH(Y3HOHHUSACAK OT
250 ml. Kpaiiauar obem B nHQY3HOHHHS cak TpsOBa ga 6bae 250 ml. BauMaTenHo cMecere.

4. IIpenyn mpuIoKEeHNETO MPOBEPETE BUIYATHO pa3peieHus pa3TBop. He ro ynmorpebsiBaiite, ako ce
HaOII01aBaT BU3yaHO HENPO3PayHU YACTUIH, IPOMSIHA HA [IBETA WM YY>KAW YaCTHILIH.

5. [Ipunaraiite pazpeneHus pa3TBOp B MPOABIDKCHUE HA MOHE eAnH yac. Cien pa3pexnate,

WH(Y3UOHHUAT Pa3TBOP TPAOBA /1a Ce MPHIIOKY B PaMKHTE Ha JIBAHA/IECET Yaca Clie/
paspexaaHeTo B MHQY3UOHHUS Cak.

6. U3snon3gaiite camo Habop 3a HHQY3US ¢ BrpaJicH, CTEPIIICH, alUPOreHeH QUITHP Che cnabo
CBBP3BaHE Ha IPOTEHHU (pa3Mep Ha mopute 0,2 MEKpOMETpa).
7. Bceku Quakon e caMmo 3a eTHOKpPATHO MPHIOKEHUE W HEU3IOI3BAHUAT JIEKAPCTBEH MPOIYKT

TpH6Ba Ja €€ U3XBHPJU B CbOTBETCTBUEC C MCCTHUTC U3UCKBAHMA.

7. HNPUTEXATEJI HA PASPEHHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Ireland, D13 R20R

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
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EU/1/25/1973/004

9. JATA HA ITBPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

</lata Ha mepBO pa3pemasane: 17 cenremBpu 2025 T.

10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA
<{Ad mecerr ITIT}>

IMoapobHa uHbopMalus 3a TO3H JEKapCTBEH MPOYKT € MpeJ0cTaBeHa Ha yebcaiita Ha EBpomneiickaTa
areHIM 110 JIeKapcTBarta https:/ www.ema.europa.eu/.
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V¥V Tosu JIEKapCTBEH MPOAYKT MOJICKH Ha JOIIBIIHUTEIHO HabmoeHrne. ToBa 1ie mo3Boiu 0bp30To
yCTaHOBSIBaHE HAa HOBA HH(POPMAITHS OTHOCHO Oe301macHOCTTa. OT METUITHHCKUTE CIICITHAICTH Ce
W3KCKBa J]a ChOOIaBaT BCsAKa MOI03MPaHa HeXKeIaHa Peakiiys. 3a HaUrHA Ha ChoOIaBaHe Ha
HEXEJIaHU PeaklUu BUXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Usrenty45 mg MH>XEKIIMOHEH Pa3TBOP

Usrenty45 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAITBITHEHA CIIPUHIIOBKA
Usrenty90 mg MHXEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HAIBIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Usrenty45 mg WHXEKIIHOHEH pa3TBOP
Bceku dnakon chabpika 45 mg ycrekuaymab (ustekinumab) B 0,5 ml.

Usrenty45 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAThJIHEHA CIPHHIIOBKA Beska
MPEIBAPUTEITHO HAIThJIHEHA CIIPUHIIOBKA ChIbpka 45 mg ycrekunymab (ustekinumab) B 0,5 ml.

Usrenty90 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAThJIHEHA CIPUHIIOBKA Beska
MIpeIBApUTEITHO HAIIBIHEHA CIIPUHIIOBKA ChIbpka 90 mg ycrekmayMab (ustekinumab) B 1 ml.

Ycereknnymab e m3nsio 4oBemko 1gG 1k MOHOKIIOHATTHO aHTUTANIO KbM HHTepieBKuH (1L)—-12/23,
IPOU3BEICHO B MUEJIOMHA KJIEThYHA JIMHUS HA MUIIKH € IToMoInTa Ha pekomOnHanTHa JITHK
TEXHOJIOTHS.

3a IBJIHUS CIIUCHK Ha ITOMOIIHHUTE BEIMICCTBA BUKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Usrenty45 mg MHKEKIIMOHEH Pa3TBOP
MHXeKunoHEeH pa3TBOP

Usrenty45 mg WHKEKIIMOHEH Pa3TBOP B MPEABAPUTEITHO HAMBIHCHA CTIPUHITOBKA.
HuxekunoHeH pa3TBop

Usrenty90 mg HHKEKIIMOHEH pa3TBOP B IPEIBAPUTEIIHO HAITBIHEHA CIPHUHIIOBKA.
MHXeKuroHeH pa3TBop

Pa3TBOpBT € OHUCTHP, Oe3nBeTeH 10 O61aeA0XKBIT, ¢ pH 5,7 10 6,3. OcMOMaTUTETHT Ha pa3TBOpa € 274
10 342 mOsmol/Kg.

4. KJIMHNYHU JAHHHU
4.1 TepaneBTUYHU NOKAZAHUS

IInakoB ncopuasuc

Usrentye nmokasaH 3a JiedeHHE Ha YMEPEH A0 TEeXbK IUIAKOB IICOPHA3HC IIPH B3PacTHH, KOUTO Heca ce
HOBJIMSJIM, UMAT IPOTUBOIIOKA3aHUS WJIM HEIIOHOCUMOCT KbM JIPYTU CUCTEMHU TEPAIUH, BKIIFOUBAIIH
nukiocnoput, Merorpekcatr (MTX) unu ITYBA (nicopasieH u ynTpaBHOJIETOBH A TbUM)Tepanus (BxK.
Touka 5.1).

IlnakoB copuasuc npu neaAuaTPUIHN HAIHEHTH
Usrentye TIOKa3aH 3a JICUCHUEC Ha YMCPCH A0 TCKBK IJIAKOB ICOPHUA3UC IIPU [AC€1a U MAIIUCHTHU B
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IOHOILIECKa BB3pacT Ha 6 TOAMHU U MTO-TOJIEMH, TPU KOUTO UMa HEJJOCTAThYEH KOHTPOJ WK
HETIOHOCHMOCT KbM APYT'H CUCTEMHH T€panuu uin ¢pororepanuu (Bx. Touka 5.1).

IIcopuatnuer aptpurt (PsA)

Usrenty, camocTosTeTHO WK B komOuHanus ¢ MTX, e mokasaH 3a JieueHne Ha aKTHBEH IICOpUaTHICH
apTPUT IIPU BB3PACTHU NALUEHTH, IPH KOUTO OTTOBOPBT KbM IPEALIESCTBAILO JICICHUE C
HeOnonornyan Moauduupaiy 6onecrra anTupeBMaTuuHu Jekapcrea (DMARD) e Gun
HelocTaThy4eH (BX. Touka 5.1).

Bousect Ha Crohn

Usrentye moka3aH 3a JieYeHHE Ha Bh3PACTHU MAIIMEHTH C YMEpEeHa JI0 TexKa akTuBHa Oonect HaCrohn,
KOHTO €a ce MOBIMSIA HENOCTATHFYHO, BEUe HE Ce IMOBIUABAT WIA UMAT HETOHOCHMOCT KbM
KOHBEHIMOHAIHATA Tepanus Wik KbM aHTaronucT Ha TNFa

4.2 Jlo3UpOBKa U HAYMH HA NPUJIOKEHUE

Usrentye mpeiHa3Ha4yeH 3a yrnorpeda moj1 pbKOBOJCTBOTO M Ha30pa Ha JIeKap ¢ OIMHUT B
JUArHOCTUITUPAHETO U JICUEHUETO Ha 3a00sBaHus, 3a kouto Usrentye mokasaH.

2 !OSI/I[ZOBKa

[InakoB mcopuasuc
IIpenopbunTennaTta go3upoBka Ha Usrentye HauaigHa f03a 45 mg, IpuiioKeHa MOJKOXKHO,TOCIeIBaHa
oT f103a 45 mg 4 ceaMuI MO-KbCHO U CIE/ TOBA HA BCEKU 12 CeIMMUIIN.

IIpu marueHTH, KOUTO HE ca ce MOBIIUIHA OT JICICHUETO 10 28 CeaMUITH TpsiOBa J1a ce€ OOMHUCITH
MpeKpaTsIBaHe Ha TeparusiTa.

Tayuenmu c menecno meeno > 100 kg

3a manuenTy ¢ tenecHo terio > 100 kg mbpBoHavanHaTa f03a € 90 mg, NpUIIoKeHa MOJIKOKHO,
rnocienBana ot n03a 90 mg 4 ceAMHIIM MO-KBCHO U CeA TOBa Ha Bceku 12 ceqmunu. [lpu te3u
MalMeHTH Ao3aTta oT 45 mg cblIo € euKacHa, HO MMo-roysiMa eukacHOCT uMa jo3ara oT 90 mg. (BXK.
TouKa 5.1, Tabnmia 4)

IIcopuatnued aptpurt (PsA)

IIpennopbuBanara no3upoBka Ha Usrentye HadasiHa J103a 45 mg, MpUII0OKEeHa MOJIKOXKHO, MOCeABaHa
oT no3a 45 mg 4 cenMuIM MO-KHCHO U CJIEN TOBA HAa BCEKU 12 ceaMuIi. ANTepHATHBHO,IPH NAITUCHTH
¢ renecHo tero > 100 kg, moxke na ce nznomsear 90 mg.

IIpu marueHTH, KOWTO HE ca ce MOBIIUIHA OT JICICHUETO 10 28 ceaMUITH TpsiOBa 11a c€ OOMHUCITH
MPEYCTaHOBSBAHE HA JICUCHUETO.

Cmapuecka 6v3pacm
He e HeoOxonuMo kopurupaHe Ha qo3aTa MpY MAIUEHTH Ha Bh3pacT 65 TOAWHU U TTOBeYe. (BXK. TOUKA
4.4).

bvbpeuro u uepnodpoduo yspescoane
He ca nposexganu npoyusanust cb¢ Usrentynpu Te3u nomysianuu nanueHty. He moxe na ce nane
IIpenopbKa 3a 103aTa.

THeouampuuna nonyrayus
bezonacHoctTa 1 ehukacHocTTa Ha Usrentyrnpu fieria ¢ ICOpUa3uc Ha Bb3pacT Mol 6 TOIMHH WIHIIPU
JleTia ¢ IICOpuaTHIeH apTPHUT o 18-roauiHa BB3pacT BCE OIIE HE Ca YCTAHOBCHH.

I1makoB TICOpHAa3uC IpHU NCAUATPHUYIHH TTAITMCHTHU
[Ipenoppunrtennata no3a Ha Usrenty, Ipu 6-roJUIIHY U [TO-TOJIEMH [e1a, CIIOPE TEIECHOTO TETIO0 €
nokasana mo-jo:y (tabxumu 1 u2).UsrentyrpsioBa na ce npuinara Ha ceqmunu 0 u 4, cies ToBa Ha
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BcekH 12 ceaMuIiy.

Tabauuya 1: Ilpenopvuumenna 0oza Usrentynpu neduampuiHu nayueHmu ¢ HCOPUA3uc

TesiecHO TerJI0 KbM MOMEHTA Ha NPHJaraHe IlpenopbunTEIHA 1032
<60 kg 0,75 mg/kg
>60-<100 kg 45 mg
> 100 kg 90 mg

3a u3uncisBaHe Ha oOeMa Ha MHKekTHpaHne (ml) 3a manuentu < 60 kg n3non3saiite cieaHaTa
tdhopmyina: TenecHo Terio (kg) x 0,0083 (ml/kg) unu Buxte Tabnuia 2. U3uucienust odem TpsOBa ga
ce 3akpbrim A0 0,01 ml u ga ce nmpunara ¢ rpagyupana ciipuHiioBka oT 1 ml. HanmudeHn e ¢guakon ot 45
mg 3a neIuaTpUIHH MAIlMeHTH, KOUTO TPsOBa /1a Moy4yaBaT Mo-MajKo OT Isiarta 103a 45 mg.

Taonuya 2: Odvemu na unscexkmupane na Usrentynpu neouampuunu nayuenmu c ncopuazuc < 60
kg

TesecHO TerJyio Mo BpemMe Ha Ho3a (mg) O06em Ha nH:kekTHPaHe (ml)
posupane (kg)
15 11,3 0,12
16 12,0 0,13
17 12,8 0,14
18 13,5 0,15
19 14,3 0,16
20 15,0 0,17
21 15,8 0,17
22 16,5 0,18
23 17,3 0,19
24 18,0 0,20
25 18,8 0,21
26 19,5 0,22
27 20,3 0,22
28 21,0 0,23
29 21,8 0,24
30 22,5 0,25
31 23,3 0,26
32 24,0 0,27
33 24,8 0,27
34 25,5 0,28
35 26,3 0,29
36 27,0 0,30
37 27,8 0,31
38 28,5 0,32
39 29,3 0,32
40 30,0 0,33
41 30,8 0,34
42 31,5 0,35
43 32,3 0,36
44 33,0 0,37
45 33,8 0,37
46 34,5 0,38
47 35,3 0,39
48 36,0 0,40
49 36,8 0,41
50 37,5 0,42
51 38,3 0,42
52 39,0 0,43
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TesecHoO Teryio Mo BpemMe Ha Ho3a (mg) O6em Ha nH:kekTHPaHe (ml)
aoszupane (kg)
53 39,8 0,44
54 40,5 0,45
55 41,3 0,46
56 42,0 0,46
57 42,8 0,47
58 43,5 0,48
59 44,3 0,49

HpI/I nannueHTH, KOUTO HE Ca CC€ MOBIHAIN OT JICHCHHUETO A0 28 CCIAMUIIN, TpSI6Ba Ja c€ oomucau
IIPE€yCTaHOBABAHE HA JICHCHUECTO.

Borecr Ha Crohn

B cxemara Ha nedeHme mppBaTa no3a Ha Usrentyce mpuiiara WHTPaBEHO3HO. 3a JO3MPOBKAaTa MPHU
WHTpaBeHO3HA cxema Ha mpmiarade BuxTe Touka 4.2 ot KXII ma Usrentyl130 mg koHIleHTpar 3a
MH(Y3UOHEH Pa3TBOD.

IIspBOTO MOAKOXHO TpuitokeHue Ha 90 mg UsrentyTpsiOBa n1a ce U3BBPIIM HA CEMUIIA 8 CIe]
UWHTpaBeHO3HAaTa 103a. Cies ToBa, ce MpenophyBa NpUilokeHue mpe3 12 cenMuiiu.

[ManeHTH, KOUTO HE Ce MOBIUIBAT JOCTATHYHO JIO 8 CEAMUIIM CIIe]] TbpBaTa MOJKOKHA JI03a, MOXKea
MOJIyYaT BTOpa MOJKOKHA 71032 TI0 TOBa BpeMe (BXK. Touka 5.1).

[ManmenTH, pH KOUTO MMa 3ary0a Ha OTTOBOP MPHU MpHUlaraHe mpes 12 ceqMuim, Moxe Jia UMaT MmoJiza
OT MOBHUIIICHUE HA YECTOTaTa Ha MPUJIOKEHUE Tpe3 8 ceaMuIy (Bxk. Touka 5.1, Touka 5.2).

BriocnencTBre g03aTa MOXKeE Ja Ce MpUJiara Ha MaMeHTUTE Mpe3 8 CeAMUIIM WK Tipe3 12 ceIMUIM Bb3
OCHOBa Ha KJIMHWYHA MperieHka (BxK. Touka 5.1).

TpsbBa na ce OOMHCIH MPEYCTAaHOBSBAaHE HA JICYEHUETO NPU MAIIMEHTH, KOUTO HE MOKa3BaT JaHHU 32
TepaneBTUIHA 1MojI3a 16 ceaAMUITH Cllel i.v. MHAYKITMOHHA 1032 WIIA 16 CeIMUITH Clie]] IpeMIHABaHE
KBM MpUJIaraHe Ha MOAAbprKaIa 1032 Ipe3 § CeAMUIIH.

[TpunoxxeHNETO HA UMYHOMOTYJIATOPH W/WITH KOPTUKOCTEPOHIA MOXKE J1a TPOIBIDKH 110 BpeMe Ha
neuenuero cbe Usrenty. [Ipu manimeHTUTE, KOUTO Ca C€ MOBIUIN OT JieueHueTo cbe Usrenty,
MPUIOKEHUETO HA KOPTUKOCTEPOUIN MOXKE JIa CE HAMAJI WJIH J1a C€ TIPEYCTAaHOBU B CHOTBETCTBUE CHC
CTaH/IapTa Ha JICYCHHE.

ITpu 6onect Ha Crohn, ako TepanusATa ce NPEKbCHE, ITOJHOBIBAHETO HAJIICUCHUETO C ITOJKOKHO
NpUIOKEHHE Tpe3 8 ceaMuLu € 6e30nacHo U e(heKTUBHO.

Cmapuecka 6v3pacm
He e HeoOxonuMo kopurupaHe Ha qo3aTa Ipy MAMEHTH Ha Bb3pacT 65 rOAUHU U TTOBeYe. (BXK. TOUKA
4.4).

bvopeuno u uepnodpobHo yepedcoane
UsrentyHe e Ipoy4BaH MPH TE3W MOMyJIAIMK NanueHTd. He Morat a ce HampaBsT MpenopbKy 3a
JI03UpaHe.

Tleouampuuna nonyrayus
bezomacHocTTa 1 edmkacHocTTa Ha Usrentynpu nedenne Ha Oonect Ha Crohn mpu feria Ha Bb3pacT
mox 18 roguHu Bee ole He ca yCTaHOBEHH. JIMTCBaT NaHHU.

Hauun Ha npunoxeHue
Usrenty45 mg ¢akonn win 45 mg u 90 mg npeaBapuTeITHO HAITBJIHEHN CITPHHIIOBKH Ca CaMo 3a
MOJIKOKHO MHKEKTUpaHe. [10 Bb3MOKHOCT KOKHUTE YUACThIIM C U3SBEH TICOpPHA3NC TPsiOBa aa ce
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M30STBaT KaTO MICTO Ha HWHKCKTHUPAHC.

Crnen moaxoaamo o0ydeHue 3a TeXHUKaTa Ha MOAKOKHO HH)KCKTUPAHE MAIIMEHTUTE WM TEXHUTE
OoJHOTIIeIauu MOTaT Aa nHxkekrupat Usrenty, ako JISKapsIT Pely, 4ye ToBa € yMecTHO. Bee nmak
JIeKapAT TPOBa J1a OCUTYPH MOAXOIAII0 IPOCiesiBaHe Ha ManueHTuTe. [larueTuTe wim TeXHuTe
OoxHOTIIeauH TPsOBa fa ObAaT MHCTPYKTHPAHH J]a HHKEKTHPAT MPEAIICaHOTO KOITNIECTBO
UsrentychriiacHO yKa3aHUSATA B JINCTOBKATA.

IToapoOHM yka3aHUs 3a MPUIIOKEHUE ca TAJCHU B JINCTOBKATA.

3a o-HATaTHIIHU YKa3aHHsl 32 IPUTOTBSIHE U CHICHUAIHY MPEANa3Hu MEPKU NP paboTa BIKTETOUKA
6.6.

4.3 IIporuBomoka3zaHus

CBpPBbX4YYBCTBUTEIIHOCT KbM aKTUBHOTO BEIIECCTBO MJIM KbM HSIKOE OT IIOMOIIHHUTE BEIIECTBA, U30POCHH
B TOuUka 6.1.

KimmangHo 3HaYnMa, akTHBHA WH(MEKITUS (HaIp. akTUBHA TYOepKYyJI03a, BXK. Touka 4.4).

4.4 ChneunuajHy npeaynpesxaeHus U NpeANa3HH MePKHU NpH ynoTpeda

IIpocnegumoct
3a 1a ce mogo0pH MPOCIETUMOCTTa Ha OMONIOTUYHHUTE JIEKApCTBEHH NMPOIYKTH, THPTOBUS UIMETO U

NapTUAHUATHOMCD Ha MMPUIIOKCHUS IPOAYKT TpH6Ba SICHO Ja CC 3aI1ricCBar.

Undexnuun

YcreknnyMad MoKe ja Ma MOTEHIMAN Jja yBeJInyaBa prucka oT HHPEKIUU U Aa PeaKTHBHpa
nateHTHU nHGekuun. [Ipy KIMHIYHY TpOYYBaHU U HOCTMAapPKETHHTOBO 00CEPBALIMOHHO MPOYYBaHE
MIPU MAIEeHTH C TICOPUA3NC ce HaOIII0JaBaT CEPHUO3HN OaKTepHallHU, T'bOUYHH U BUPYCHHU UH(EKINN
NpY MaUEeHTH, TpUeMalIi ycTeKuHyMa0 (BK. Touka 4.8).

[Ipu manmeHTH, TeKyBaHU C YCTEKHHYMa0, ce choOIaBa 3a OMOPTIOHUCTUYHN WH(EKITNH, BKITFOUBAIIH
peakTuBUpaHe Ha TyOepKyi03a, JPYTd ONOPTIOHUCTUYHU OaKTepUaTHI HHPEKIUN (BKIFOUATEITHO
aTUIIMYHA MUKOOaKTepuaiHa HHPEKIHI, MCHUHTUT, IPUUKMHEH OT Listeria, THEBMOHHS, TPUYMHEHA OT
Legionella, n HOKap103a), OMMOPTIOHUCTHYHA MUKOTHIHN HHPEKITUN, OTIOPTIOHUCTUYHHA BHPYCHHU
UHQEKINU (BKIFOUYUATEIHO eHIIePaTUT, IPUIUHEH OT XEPIIeC CUMINIEKC 2) U Mapa3suTHU HHPEKIH
(BKIIIOUMTETHO OYHA TOKCOILIA3MO032).

Tps6Ba ma ce MOIX0XKIa ¢ MOBHUINIEHO BHUMaHHUE, KOTAaTO ce 00CHkaa mpuiiokeHneTo Ha Usrentynpu
MAIMECHTH C XPOHUYHU MH()EKIIUY WM aHaMHe3a 3a peruauBupaiia uadexius (Bx. Touka 4.3).

[penn 3amouBaneTo Ha jedeHue cbe UsrentynampeHTHTe TPsAOBa J1a ce M3CIIeABaT 3a TyOepKyJI03Ha
undeknus. UsrentyHe TpsiOBa Ja ce Mpujiara Ipy NalyueHTH ¢ aKTUBHA TyOepkyIo3a (Bk. Touka 4.3).
JleyenueTo Ha NaTeHTHa TyOepKyI03Ha HHEKIHS TPsAOBA Aa 3alI0YHE TPEAN NPUIIOKEHUETO Ha
Usrenty. AHTUTYOEpKYJI03HAaTa Tepanus cbUIo TpsiOBa aa Obae oOchAeHaNpeaAr HAYaIOTO Ha JICUCHHE
ChC YCTEKHMHYMa0 MpH MaIllMeHTH C aHaMHe3a 3a JIATCHTHA WM aKTHBHA TyOepKyJ03a, IPH KOUTO HE
MOXe Jla ce MOTBBPIM afieKBaTeH Kypc Ha jedenue. [lanuenTture, npuemamnyu Usrenty, TpsiOBa 1a ce
Ha0Jro1aBaT BHUMATEIHO 33 IPU3HAIM U CHMITOMH Ha aKTUBHATYyOEpKy03a [0 BpeMe Ha JICYCHUETO
U CIIeJ Hero.

[NanuenTure TpsiOBa na ObAAT HHCTPYKTUPAHU J1a IOTHPCAT JIEKAPCKU CHBET, aKO CE MOSIBSIT HPU3HALN
WM CUMITTOMH, TIperoarany HHQEeKus. AKO MalueHT pa3BHe Cepro3Ha HHPEKIHUS, ChbCTOSHUETO
My Tpsi0Ba BHUMATENHO Ja ce ciean u UsrentyHe TpsiOBa fa ce mpuiara, ToKaTo HHPEKIUATa He Obe
OBIIAISTHA.

3iokayecTBeHM 3a00IIBaHNS
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HNmyHOCynpecopu KaTo yCTEKUHYMa0 MMaT MOTSHIIMAN J1a YBEIUYaBaT PUCKA OT 3JI0KAYeCTBEHU
3a0ossiBanus. HAkou marMeHTH, KOUTO ca MpUeMalid YCTEeKUHYMa0 B KJIMHUYHU MPOYYBAHUS U B
HOCTMapKeTI/IHFOBO OGCepBaHI/IOHHO HpquBaHe HpI/I IIAIIUCHTHU C HCOpI/IaSI/IC, ca paSBI/IHI/I KOXHHU U
HEKOXKHU 3JI0KaYECTBCHHU 3200 1siBaHus (BXK. TouKa 4.8). PUCKBT OT 3710KkaueCTBEHH 3a00JIIBAHUS MOXKE
Jia € TI0-BHCOK TPH MAIESHTH ¢ TICOPUA3UC, KOUTO ca JICKYBaHH C APYTH OMOJIOTUYHU JICKApCTBa B
X0J1a Ha 3a00/IsIBaHETO.

He ca nposexaanu npoyuBaHusi, B KOUTO y4acTBaT MallMEHTH C aHAMHE3a 32 3JI0Ka4eCTBEHU
3a00IIBaHMs WM B KOUTO MPOIBIDKABA JIEYEHUETO Ha MAalMeHTH, Pa3BIIIM 3JI0KAYeCTBEHO 3a00sIBaHe
10 BpeMe Ha IpueMa Ha ycTeKuHyMal. 3aToBa TpsOBa Ja ce MoAX0XK/Ia ¢ TOBUIICHO BHUMaHHE,
KOTaTo ce 00CHkK/a MPHIoKEeHHEeTo Ha Usrentynpy Te3u MaueHTH.

Bcenukn nanyeHnTy, no-crnenuanHo Te3u Haa 60 rogvHy, TalMeHTH ¢ aHaMHe3a 3a MPOIbIDKUTETHA
MMYHOCYTIPECHBHA TEpalysl WM TakuBa ¢ aHamHe3a 3a [ITYBA-tepamnus, TpssOBa 1a ce HaOmoaaBart 3a
MosiBa Ha pakK Ha KokaTa (Bxk. Touka 4.8).

CHCTEMHH M PECIIMPATOPHU PEAKIIMHA HA CBPBXYYBCTBUTEITHOCT

Cucmemnu

Cepro3HU peakiiii Ha CBPBbXIYBCTBUTEITHOCT Ca MOKJIABAHM B TIOCTMAPKETUHTOBY YCJIOBHSI, B HSIKOHM
CIIy4yau HSIKOJIKO JTHU CJie]N JedeHrneTo. Mima cmydan Ha aHadUIaKCHs U aHTHOEEM. AKO C€ MOSBH
aHa(pUIAKTUYHA WIH JPyTa CEpUO3HA PEaKIUs Ha CBPBXUYBCTBUTEIHOCT, TPSAOBA JIa CE HA3HAYH
MOJIXOJIAIIA Tepanvsl U nprioxenrneto Ha UsrentyTpsiOBa aa ce npeycTaHoBH (BX. ToUKa 4.8).

Pecnupamopnu

Crnyuan Ha aJlepTU4eH ajBeOJIHT, CO3MHO(GMIHA THEBMOHUS M HeWH(EKIINO3Ha OpraHu3upaIia
ITHEBMOHHUS ca ChOOIIEHN 10 BpeMe Ha IOCTMapKeTHHIOBaTa yrorpeda Ha ycTekuHyMal. Knuananute
MIPOSIBH BKJTIOYBAT KAIIUIHIIA, AUCITHES] M MHTEPCTUIIMAIHYA WHOUATPATH CIIEN €AHA IO TPH JTO3H.

CepHo3HHTE TOCIIEIUITN BKJIFOYBAT UXATeTHa HEAOCTATHYHOCT U MPOABIDKUTEITHA XOCTUTATH3AIHS.
[omoOpenue e cro0IIaBaHO clie]l TPEYCTAHOBIBAHE HA JICUCHUETO C YCTEKUHYMAal M B HSIKOU CITy4Yau
NpY IPUIIOKEHHUE Ha KOPTUKOCTEPOUAN. AKO Ob/ie M3KII0UeHa MH(EKLIUS U UarHo3ara ce MOTBbPIH,
NPUIOKEHUETO HA YCTEKUHYMa0 TpsOBa Jja ce MPEYCTAHOBHU U Jia CE 3aMOYHE MOAXOISIIO JICUCHUE
(BX. Touka 4.8).

CbpAeYHOCHI0BH CHOUTHS

[Ipu marueHTH ¢ ICOPHA3KC, C €KCIIO3UIINS Ha YCTEKHHYMa0, B IOCTMapKETHHIOBO 00CEPBAIHOHHO
MPOyYBaHe ca HAOJI0JaBaHK ChPICYHOCHIOBH CHOUTHS, BKIFOUUTEIIHO HMH(APKT HA MUOKap/ia 1
MO3bYHO-CHJIOB MHIUJCHT. PucKoBUTE (hakTOpH 3a CHPJCUYHOCHIOBO 3a00sIBaHe TPIOBa 1a ce
OIICHSIBAT PEJOBHO 10 BpeMe Ha JieueHHeTo che Usrenty.

Bakcunanuu
[IpemoppuBa ce a He ce MpHUIIarar XHUBH BUPYCHU WITH J)KUBU OakTepuanHu BakcuHu (kato BLIXK)

enHoBpeMeHHO cbe Usrenty. He ca mpoBex1aHU KOHKPETHU NPOYYBAHUS NIPU NALUEHTH, BbPXY KOUTO
HACKOpO € IpuiiaraHa >KuBa BUPYCHA WM KUBa OakTepraiHa BakcuHa. Hama TaHHU 32 BTOPHYHO
npeaBaHe Ha UH(EKIUS Ype3 )KMBU BAKCUHU TPU MAIMCHTH, MOJTyYaBaliy ycTekuHymMab. JleueHnero
cbe UsrentyTpsiOBa a ce mpeycTaHOBH Hal-MaiKko 3a 15 ceaAMHuIIM Cltes] mociieiHaTa 103a peIu
MTOCTABSHETO HA KUBA BUPYCHA WJIU JKMBa OaKkTepraHa BAKCHMHA U MOXKE JIa C€ Bh30OHOBUHAM-MAaJIKO
2 ceIMHUIM cliel BaKCUHUpaHeTo. JIekapute, mpeanucBaily JeKapcTBOTO, TPsIOBa Ja HAPaBIT
crpaBka ¢ KpaTkara xapakTeprucTUKa Ha MIPOIYyKTa 3a KOHKPETHATA BAKCHHA 3a IOI'BJIHUTEIHA
rH(pOpMAaIUs B yKa3aHUs 3a CHITBTCTBAIIO MPHIIOKEHIE Ha MMYHOCYIIPECHBHU JIEKAPCTBA CIE]T
BaKCHHHUPAHE.

He ce npenopbuBa nprmiarane Ha kB BakcuHHU (kaTto BIDK BakcwHa) pu KbpMadeTa, ¢ €KCIO3UITUS
Ha YCTeKUHYMaO in utero, B IPOIBIDKEHHNE HA JIBAHAJECCET MECela ClIe]] pakITaHETO MIIN JTOKATO
CepyMHUTE HHUBA Ha yCTEKWHYMaO IpH KbPMayeTo CliajHaT M0J] HUBOTO HA JIETeKUUs (BXK. TOUKHU 4.5 1
4.6). Ako e HaIMIe KaTerOpUYHA KIMHAYHA 10J13a 33 OTACITHOTO KbpMade, MOXKe Jia € OOMHCIH
npuiiaraHe Ha )XMBa BaKCHHA B IIO-paHCH MOMCHT, aKO HE C€ OTKpUBAT CCPYMHH HUBA HayCTeKI/IHYMaG.
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[Maruenture, kouto ynorpedssat Usrenty, MOe /1a TOydaT €JHOBPEMEHHO HHAKTHBHPAHH HJITH
yOUTH BaKCUHHU.

JBITOCPOYHOTO JIEYSHHE ChC YCTEKHHYMa0 He MIOTHUCKA XyMOPAIHUS HMYHEH OTTOBOP KbM
ITHEBMOKOKOBHUTE TTOJIM3aXapyuIHI BaKCHHH T KbM BaKCHHUTE CPEIly TeTaHycC (BX. Touka 5.1).

ChropTCcTBala UMYHOCYIIPECUBHA TEPAIUs

IIpu npoydBanHus MpH TICOPHUA3KC HE ca OTICHIBAHN 0€30TaCHOCTTA M €(pUKACHOCTTA Ha YCTEKUHYMAa0
BKOMOWHAIIUS C UMYHOCYTIPECOPH, BKIIOUUTEITHO OMOJIOTHYHH MPOAYKTH WK QoToTepanus. [Ipu
NpOYYBaHUS MPH NCOPUATHUYCH apTPUT, CAHOBpEeMeHHaTa ynoTpeba Ha MTX He moBnusBa
Oe3omacHoCTTa 1 e(hUKaCHOCTTA HAa yCTEKHHYMa0.

B npoyuBanusra npu 6osiect Ha Crohn u yniepo3eHKOINUT eIHOBPEMEHHATa yIoTpeOa Ha
UMYHOCYTPECOPH WM KOPTUKOCTEPOUIN U3TTICIKAA HE MOBIHUSIBA OE30MACHOCTTA WM e(PUKACHOCTTA
Ha yctekuHyMma0. TpsiOBa 1a ce moaxoxaa ¢ MOBUIIICHO BHUMAHKE, KOTaTo ce 00Chkaa
€JIHOBpPEMEHHATa ynorpeda Ha Ipyru uMyHocympecopu U Usrenty i pu MPEeMHUHABAHETO KbM
JICUCHUE C APYTU OMOJIOTUYHU UMYHOCYIPecopH (BXK. Touka 4.5).

HmyHotepanus
YcTekuHyMab He € OlleHSBaH MPH MalMEHTH, KOUTO ca MOJJIaraHu Ha UMyHOTepanus 3a aneprun. He e

HU3BCCTHO OalIk yCTCKI/IHYMa6 MOIKE [1a C€ OTPAa3u Ha UMYHOTCpaIusATa Ipu aJiCpruu.

CepHo3HH KOKHH 3a00IIsIBaHUS

[Ipu manueHTH ¢ MCOpPHA3KC ce ChOOIIaBa 3a cnyvyan Ha eKC(HOTMATUBCH ACPMATHUT CIIe]] JICUCHHE C
ycTekuHyMa0 (Bxk. Touka 4.8). [lanMeHTUTe ¢ IUTaKoB IICOPHA3UC MOKE Ja Pa3BUAT €PUTPOAECPMHUCH
MICOPHA3UC KaTO YaCT OT €CTECTBEHUS X011 Ha 3a00JIIBAHETO ChC CUMIITOMHU, KOMTO MOXKE OT KIIMHUYHA
IJIeJIHAa TOYKA J]a He Ce OTJIMYaBar OT ekconuaTuBHus aepMmarut. Jlekapure TpsOBa 1a BHUMaBaT 3a
CHUMITTOMH Ha ePUTPOJICPMHUCH MCOPUAZUC UK eKC(HOTHATUBEH JCPMATUT KATO YaCT OT
MOHHMTOPHPAHETO Ha TIICOpHa3Kca MpHU NMaKeHTa. AKO Te3U CUMIITOMH Ce MOSBAT, TpsAOBa Ja ce
3armovHe noaxosmo aeueHue. [IpuemsbT Ha UsrentyTpsiOBa j1a ce mpeyCcTaHOBH, aKO MMa CbMHEHUS 3a
JICKapCTBEHA PEaKIHs.

3aboJisiBanmsl, CBBP3aHH C JYIIYC

Crnyuan Ha 3a00JsBaHMs, CBBP3aHH C JIYIYC, C& ChOOINABAT MPU MAIUEHTH, JICKYBaHU C YCTCKUHYMAO,
BKJIIOUHTEIHO KOXKEH JIYIIyC EpUTEMATOCC U JIyIyc-1oq00eH cuuapoM. [Ipu Bb3HUKBaHE HA JIC3HH,
0COOCHO Ha MU3JI0KEHHUTE Ha CIBHIIC YUaCThIIM Ha KOXKATa, HJIK aKO T€ C€ ChITBTCTBAT OT apTpaIrus,
MAIMEeHTHT TPSAOBA J]a MOTHPCH HEe3a0aBHO JEKapCKa MOMOIIL. AKO c€ IOTBBPIAT 3a00IsIBaHUS,
CBBP3aHH C JIYIyC, yCTEKHHYMa0 TpsAOBa Ja ce TMPEYCTAHOBH U JIa Ce 3aII0YHE MOIXOIAIIO JICUCHHUE.

Crenuanany nonyJaanuu

Cmapuecka 6v3pacm

B xIMHWYHATE U3MUTBAHUS IPH OA00PCHHUTE TTOKa3aHMs HEe ce HaOMoAaBaT ChIIECTBEHN Pa3INIHs B
eukacHOCTTa WM 0€30MaCHOCTTA IIPU MAIMEHTH Ha 65-TOJMIIHA Bb3PACT U MO-TOJICMH, KOUTO
[0JTy4aBaT YCTCKUHYMa0, B CpaBHEHUE C TIO-MJIAJIH MMAIMEHTH. bposT Ha MallMeHTUTE Ha BB3PacT 65
TOJUHY U TIO-TOJIeMH 00ave He € JOCTAaThUeH, 3a J]a Ce ONPEAeIH JIAIH Ce MOBJIHSIBAT Pa3IMYHO OTIIO-
MJIQIUTE MArMeHTH. Thii KaTo pa3mpoCcTpaHeHUETO Ha MHPEKIIMH CPEI CTapuecKaTa MOIyJIaius KaTo
SJ10 € MO-TOJIIMO, JICUSHUETO MPH MAIUEHTH B CTapyecKa Bb3pacT TPsAOBa Jia ce Ipuiiara
BHUMATEIHO.

Crabprxanue Ha noaucopbat 80 (E 433)

3a 45 mg PFS u ¢hnaxon

To3u nekapcTBeH nmpoaykt ceabpxka 0,02 mg mommcopdar 80 (E 433) BsB Beeku 45 mg/0,5 ml
PFS/dnakon, koero e ekBuBajentHo Ha 0,02 mg/0,5 ml(0,0003 mg/kg/nen). [lonucopbarure Morar na
MPUYHUHAT JICPTUIHN PEAKIUH, TIOPAIA KOETO MAlMEeHTHT/00THOTIEAaYbT TPSIOBa 1a Ob1e
UHCTPYKTHPAH Jia YBEIOMH CBOS JIeKap, aKO TOH WM IETETO My UMAT YCTAHOBCHH AJICPTHH.

3a 90 mg PFS
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Tosu nexapcTBeH npoaykT cbabpxa 0,04 mg nomucopbat 80 (E 433) BbB Bcekn 90 mg/ml PFS, koeto
e exkBuBasieHTHO Ha 0,04 mg/ml (0,0004 mg/kg/nen). [lonucopOaTrte MOTaT ja MPUYHHSAT aJIEPTUIHA
peaKiuu, Mopajy KOeTo NanueHThT/00IHOTIeIaubT TPIOBa 1a Ob/ic HHCTPYKTUPAH J1a YBEJIOMH CBOS
JieKap, ako TOW WIIM IETETO My UMAaT YCTAHOBEHU aJIeprHU.

4.5 B3aumojaeiicTBHe C APYI'¥ JeKapCTBeHH NPOAYKTH U APyru ¢opMu Ha B3auMojeiictBue
JKuBu BakcuHM He TpsIOBa Jja ce IMpuiiaraT eJJHOBPEMEHHO ¢ YCTEKHHYMao0.

He ce nmpenoppuBa npunarane Ha >xuBu BakcuHU (kato BLDK Bakcuna) mpy kbpMadeTa, ¢ eKCIIO3ULUs
Ha yCTeKuHyMab in utero, B IpOIbIDKEHUE HA IBAHAICCET Mecella CIIe PaKAaHEeTO UK JOKATO
CepyMHHUTE HMBA HAa YCTEKMHYMa0 MPH KbPMayueTO CIIaJAHAT 0] HUBOTO Ha ACTEKUUs (BX. TOUKU 4.4 1
4.6). Axo e HaJMIle KaTeropuIHa KIMHWYHA T10J13a 32 OTIASITHOTO KhbpMade, MOXKe Ja ¢ce OOMHUCIH
MpuJlaraHe Ha KMBa BaKCHHA B [T0-paHEH MOMEHT, aKo He Ce OTKPHUBAT CEpyMHM HUBA Ha
YCTEKHMHYMao.

[Ipu papmMakoKMHETHYHN aHAIM3H Ha TOITyJIAIMATA, HAIPaBEHHU B Mpoy4BaHud (asa 3, e u3cneaBan
e(eKTHT Ha Hali-ueCTO €JHOBPEMEHHO MPHEMaHH JICKaPCTBEHH MPOAYKTH MPHU MALUEHTH C TICOPUA3UC
(BKITIOUNTETHO W TIapareTaMmos, HoymnpodeH, areTHICaTHIIIOBAa KHCeTHHA, MET(OPMHUH,
aTOPBaCTaTHH, JEBOTHPOKCHH) BbPXY (papMaKOKWHETHKATa Ha ycTeknHyMao. He ca HabmromaBaHu
MIpU3HAIM Ha B3aUMO/JIEHCTBHE C TE3U €THOBPEMEHHO IPUEMaHU JeKapCTBEHU NMPoayKTH. OCHOBA Ha
TO3U aHaiu3 epakThT, 4e Hail-Manko 100 manuenTu (> 5% OT U3cleABaHATA TIOIMYJIAIM) Ca JIEKyBaHU
€IHOBPEMEHHO C T€3U JIEKAPCTBEHU NPOAYKTH npe3 moHe 90% oT nepuoja Ha MpOyYBAHETO.
dapMaKkOKWHETHKATa HAa YCTEKHHYMa0 HE ce € MOBIXsAJIa OT eqHOBpeMeHHaTa yrnoTpeda Ha MTX,
HCIIBC, 6-mepkanTonypHH, a3aTHONPHUH U IEPOPATHU KOPTUKOCTEPOUIN IIPH NMALUEHTH C
TIcCoOpuaTH4eH apTpuT, OonecT Ha Crohn mim ynepo3eH KOJIUT, WK OT MpeallecTBalla eKCIo3UIus Ha
aatu-TNFa cpencTBa, Mpu manyeHTH ¢ ICOPHATUYeH apTpUT win 6oxect Ha Crohn, wmu oT
MpeIecTBalla eKCIo3UIHs Ha OMOJIOTHYHY JISKApCTBEHU NPOAYKTH (T.e. anTU-TNFa cpenctsa w/minm
BEAOIM3yMal) NP MALUEHTH C YIIEePO3eH KOJIHUT.

Pesynrarute ot poyuBaHe in vitro u ot poyuBane (asa |1 npu y4acTHHIU ¢ aKTHBHA OOJIECT Ha
Crohn He nipemnonarar HEOOXOJUMOCT OT alaTHpPaHE HA J03aTa MPUIIAIUCHTH, KOUTO MOJTy4aBaT
enHoBpemenHo CYP450 cybcrpaTu (Bk. Touka 5.2).

[Ipu npoy4BaHus Ipu ICOPUA3UC HE ca OLEHIBaHN 0€30MacHOCTTa U e(hUKACHOCTTA HA YCTEKHMHYMa0
BKOMOUHAIUS C UMYHOCYNIPECOPH, BKIIOUUTEIHO ONOJIOTMYHY cpeacTBa uin (ororepanus. [Ipu
MIPOYYBaHUS NP IICOPUATHUYEH apTPUT, eHOBpeMeHHara ynotpeda Ha MTX He nmoBiusiBa
0e3onacHocTTa U epukacHOCTTa Ha ycTekuHyMal B nmpoyuBanusra npu 6osect Ha Crohn u ynueposeH
KOJIUT EAHOBPEMEHHATa yrnoTpeda Ha IMyHOCYIIPECOPH WIIM KOPTUKOCTEPOUIN H3IJIekKAa HE
TTOBJINSBA OE30TIaCHOCTTA WITH e(DUKACHOCTTA Ha YCTEKMHYMA0. (BXK. Touka 4.4).

4.6 @eprTUauTET, )PEMEHHOCT U KbpPMEHe
XKenu ¢ nereposieH NoTeHIMal

Kenu ¢ nerepojieH nmoTeHnuan TpsiOBa JAa U3MONI3BaT e(PEKTUBHU METOM HA KOHTPAIICTIIIUS 110 BPpeMe
Ha JIEYEHHUE U 10 15 CeIMULH CIIe JIEYEHUETO.

bpemenHoct
[IpocriekTHBHYU TaHHU OT HETOJsAM Opoi Cilydan Ha OpeMEHHOCT Clief] eKCIIO3UITNS Ha yCTeKHHYyMab ¢

M3BECTEH M3XO0/, BKIIOYUTETHO TIoBede oT 450 cirydast Ha OpeMEHHOCT C eKCIIO3HUIIUS TPe3 MbPBUS
TPUMECTBD, HE MOKa3BaT MOBUIIEH PUCK OT TOJIEMH BPOACHU Ma(OpMaIliy MPH HOBOPOICHOTO.

[Tpoy4BaHUsATA IPH )KUBOTHH HE MOKA3BaT MPEKU MK HEMIPEKU BPEAHU e(PEeKTH, CBhP3aHU C
OpeMeHHOCTTa, EMOPHUOHATHOTO/(PETATHOTO Pa3BUTHE, PAXKITAHETO HIIH MTOCTHATAIHOTO pa3BUTHE (BK.

TOouKa 5.3).

HanngaaunsaT kiuHIYeH onmuT odade e orpanndeH. Karo nmpenasna Msapka € 3a MpeAroynuTaHe 1a ce
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n30srBa ynotpedara Ha yCTeKHHYMab 1o BpeMe Ha OpeMeHHOCT.

YcereknayMad IpeMIHaBa Ipe3 IUIANEHTaTa U ¢€ OTKPUBA B CEpyMa Ha KbpMadeTa, POJICHU OT JKEHH,
JICKYBaHH C YCTEKMHYMa0 1Mo BpeMe Ha OpeMmeHHocTTa. KIIMHUYHOTO BB3/CHCTBHE HA TO3U (PaKT HE €
W3BECTHO, HO PUCKBT OT MHGEKIUS TIPU KbpMadeTa, C eKCIIO3UIU Ha yCTeKUHYMa0 in utero MOXe aa
OblIe TOBHUIIICH clie] paxxaaHeTo. He ce mpemoppruBa mpuiiarade Ha )KUBH BakcuHU (kaTo BIDK
BaKCHHA) MIPH KbPMaUeTa, C EKCIIO3HIIHS Ha YCTEKUHYMAa0 in utero, B IpOIBIDKEHUE HA TBAHAISCET
Mecela ciel paKIaHeTO WK JIOKaTO CEPyMHHUTE HUBA HA YCTEKUHYMAa0 MPU KbPMAadeTo CIIaHaT Mo
HHUBOTO Ha JeTeKIus (BXK. TOUkH 4.4 11 4.5). AKO € HaIHIIE KaTerOpuIHa KIMHUYHA 11013332 OTACITHOTO
KbpMade, MOXKe J1a € OOMUCIIH MpUJIarane Ha )KUBa BAKCHHA B IO-PAHEH MOMEHT, aKO HE C€ OTKPHUBAT
CepyMHH HUBA Ha YCTEKHHYMa0.

Kbpmene
OrpaHuueHU NaHHY, MyOJIMKYBaHU B JINTEPATypaTa, MOKA3BaT, Ue YCTEKHHYMAa0 ce EeKCKpETHpa B

YoBelIKaTa KbpMa B MHOT'O MaJIKH KoinmdecTBa. He e u3BecTHO nanmu ycreknHymab ce abcopoupa
CHCTEMHO cie[ roripiiane. [lopanu moTeHImana 3a mposiBa Ha HeXKEJIaH! JIEKAPCTBEHH PEaKIMU KbM
yCcTeKnHyMal Ipu KbpMadeTaTa, TpsOBa Jia ce B3eMe pelIeHUe Jalli ]a ce MPEYCTaHOBH KbPMEHETO
10 BpeMe Ha JIeYeHHUe 1 10 15 ceqmuiu cien iedeHNeTo, UK Jla ce IPEYCTaHOBH TepanusiTa ChC
yCcTeKHHyMa0, KaTo ce B3eMaT MPEABUI OJI3aTa OT KbPMEHETO 3a JIETETO U I0JI3aTa OT TePaIusiTa ChC
YCTeKHHYyMab 3a xKeHara.

depTuaurer
EdekThT Ha yeTeknHyMal BhpXY (pepTHINTETA TIPH XOpa HE € OIeHEeH (BXK. Touka 5.3).

4.7 EdexTn BbpXy cI0COOHOCTTA 32 I0O(UpaHe U padoTa ¢ MALLIMHU
UsrentyHe MOBJIMSBA HIIH MOBIHsIBA MPEeHEOPEKUMO criocoOHOCTTa 32 modupane u paboTa CMaIIUHH.
4.8 HexenaHnu JJeKapCTBEHH peaKUuM

0060061IeHre Ha poduiia Ha 6e30MacHOCT

Haii-yecTute HexxenaHu TEKapCTBEHH peakiuuu (> 5%) B KOHTPOJIMPAHUTE MEPUOH OT KITMHUIHUTE
MIPOYYBAHUS TIPH BB3PACTHH C TICOPHUA3HC, ICOPHATHYEH apTPpHUT, Oosect Ha Crohn u yirepo3eH KOJIuT
¢ ycreknHymab ca Ha3ohapuHTUT U Ti1aBoOoue. [IoBeueTo OT TSIX ce CUHMTAT 3a JISKH U He HayjaraT
MIPEKbCBAHE HA MPOYYBAHOTO JeueHue. Hail-cepro3HaTa HexelaHa JIGKapCTBEHA PEAKIIHS, KOSTO €
choOIIaBaHa 32 yCTEKUHYMa0, € CepUO3HA PEakIys Ha CBPHhXUYBCTBUTEIHOCT, BKITFOUHTEITHO
aHadwmiakcus (Bx. Touka 4.4). OOt mpoduin Ha 0€30MaCHOCT € MO00eH P MAIUESHTH ¢
TICOPHUA3UC, ICOPUATHYCH apTPUT, Oonect Ha Crohn u yniepo3eH KOIuT.

TabanueH CIUChK Ha HEXKEIAHUTE PEAKIIUN

JlanauTe 3a 0€30MACHOCT, MPEIOCTABEHU MO-A0Y, Ca MOJYUYSHH CJIe SKCIIO3UIIMSI Ha YCTEKUHYyMa0
npu BB3pacTHU B 14 nmpoyuBanus (aza 2 u daza 3 mpu 6 710 narmentu (4 135 ¢ ncopuazuc w/mnmm
ncopuatudeH apTpuT, 1 749 ¢ 6omect Ha Crohn u 826 marueHTH ¢ yimepo3eH KouuT). ToBa BKIIOYBA
eKCIIO3HIIHS Ha YCTEKUHYMaO B KOHTPOJIMPAHUTE ¥ HEKOHTPOJIUPAHUTE TIEPUOAH HA KIMHUIHUTE
MPOYYBAHUS MPH MAINUEHTH C TICOPUA3UC, ICOPUATHYCH apTPUT, OosiectT Ha Crohn win ynepo3eH
KOJIUT B IPOJBIDKEHNE Ha Hail-Manko 6 Mecerna (4 577 mauuenTn) win norne 1 roguaa(3 648
nanueHTn). 2 194 naumenTH ¢ ncopuasuc, 6onect Ha Crohn uiK yiepo3eH KOJIHT ca ¢ eKCIIO3UIINS 32
noHe 4 rogunau, A0karo 1 148 nanmenTy ¢ ncopuasuc wiu 6osect Ha Crohn ca ¢ eKCIO3UIHS 3a MOHE
5 roOauHU.

B tabnuia 3 e mokaszaH CIUCHK C HEXKEIAHUTE JIEKAPCTBEHU PEAKIIMU OT KIMHUYHU MPOYYBAHHS ITPU
BB3PACTHU C IICOPUA3UC, IICOPHATHYCH apTpHT, OosecT Ha Crohn u ¢ yJmepo3eH KOJIHT, KaKTO U
HE)KEJIaHWTE PeaKIMy OT IOCTMapKEeTHHIOBaTa yrorpeda. Hexkemanure peakiiuu ca KiacupUIMpaHu
0 CUCTEMO-OPTaHHH KJIACOBE U Y€CTOTA ChIJIACHO ClIeIHATa KOHBEHIMA: MHoro yectu (> 1/10),
Yecru (> 1/100 o < 1/10), Heuectu (> 1/1 000 mo < 1/100), Penku (> 1/10 000 go < 1/1 000), MHuoro
penku (< 1/10 000), c Hen3BecTHa YecToTa (OT HATMYHUTE JaHHHU HE MOXe Jia Objie HalpaBeHa
orieHka). [Ipu BCsiKO rpynupaHe B 3aBUCUMOCT OT YECTOTaTa HEXKEJIAHUTE JICKApPCTBEHH PEaKIUH Ce
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I/I36pO$IBaT B HU3XOAALI pea MO OTHOLICHUE HA TsAXHATa CEPUO3HOCT.

Tabauya 3 Cnucvk HaA HeXCeAHU PeaKyuu

CucreMo-opraHHu KJacoBe Yecrora: Hexesnann peakuuukiacose MedRA

Wudexnnu n uadecrarmm Uectu: nHPEKIUA Ha TOPHUTE TUXATEITHU ITHTUIIA,
Ha30(apUHTHUT, CHHY3UT

Heuectu: nenynut, neHTanan nHQEKIUU, XepIec 30¢Tep,
nH(pEKIMsHA JOTHUTE IUXATCIHH IHTHINA, BUPYCHU
vH(}EKINY Ha TOPHUTE JUXATEIHHU ITTHUIIA,
BYJIBOBarmHaJIHA MUKOTHYHA WHOEKITUS

HapymeHus Ha uMyHHaTa cucTeMa HeuecTu: peakiuu Ha CBPbX4yBCTBUTEIHOCT
(BimrounTENHO 00pHB, YpTUKapus) Penxu: cepro3nu
pEaKIK Ha CBPBbXUYBCTBUTEIHOCT (BKIFOUHTEITHO
aHa(uIaKCHs, aHTHOEIEM)

[Tcuxu4HYU HapyIICHHUS Heuectu: nenpecus

Hapymienus Ha HepBHaTa cuctemMa Uecru: 3amatiBane, riaBodonue Hedectu: nmunesa
napanusa

Pecniupatopuu, rpbaHU U Yectn: opodapunreanna 6omka Hedectu: HazamHa

MEIUACTUHAIHYA HAPYyIICHUS KOHTecTHusl Pe/iku: anepruueH aiBeouT, eo3nHopuIHa
MHeBMOHMS MHOTO pellky: OpraHu3upalia MHeBMOHUS ™

CromanrHo-4peBHU HAPYIIESHH UYecTu: nuapus, rajeHe, HOBPhIIAHE

Hapymenns Ha xoxata u moakokaara | Yecrn: chpOex HedecTn: mycTymo3eH coprasuc,

ThKaH exc(oymanus Ha Koxara, akHe Penku: exconmuaTuBeH

JEPMATUT, XUIIEPCCH3UTUBEH BaCKyJTUT MHOTO pelKu:
OyJ03eH neMGUTONT, KOJKEH JYIYC EPUTEMATOCC

Hapymenus Ha MycKyJIHOCKEIETHATa Uectn: 60Ky B ThpOa, MUANTHSI, apTpanrust MHOTO

CHCTEMa U ChEAMHUTEIHATA ThKaH PEIKHU: JIyMyc-MoJ00CH CHHAPOM
OOy HapyuieHus 1 epeKTH Ha YecTu: ymopa, epureMa Ha MSICTOTO Ha HHKEKTHPAHE,
MSICTOTO Ha IPUIOKEHHUE 0oJika Ha MACTOTO Ha MHXKeKTHpane Heuectu: peakuun

Ha MACTOTO Ha MHXXCKTHUPAHE (BKJIIO‘-II/ITGJ'IHO KPbBOU3JIMB,
XEMATOM, BTBHPASABAHEC, TOAYBAHC U c1>p6e>K), ACTCHUA

* Bwkre Touka 4.4, CHCTEMHH W peCITUPATOPHU PEAKITUN Ha CBPHXUYBCTBUTEITHOCT.

Onwucanue Ha I/I36DaHI/I HCXCTaHH JICKAPCTBEHH PCAKIIMN

Undexknuun

B nmane60-KoHTpoIMpaHu NPOyYBaHHA NP MALUESHTH C TICOPUA3UC, ICOPUATHYECH apTPUT, O0JIeCT Ha
Crohn u ¢ yariepo3eH KOJIUT MPOIEHTHT Ha WHM)EKITMUTE WITH CEPHO3HUTE MHMEKITNH € CXOJICH TTPH
MAIMEeHTUTE, JIeKyBaHU C YCTeKHHYMa0, U TIpH JIeKyBaHUTe ¢ Tutaie60. B miane6o-KoHTpoIrpaHus
NEepUOJ HA Te3U KIMHUYHY MIPOYYBaHUs YecToTaTa Ha MHpekuuute € 1,36 3a manueHToroquHa
MIPOCIIe/IBAHE MPH MMAlMEHTH, JIEKYBaHU C YCTeKUHYMa0, u 1,34 — mpu NmaIyenTy, IeKyBaHH ¢
miare6o. [osBunmre ce cepro3an nHPEKUH ca ¢ gectoTa oT 0,03 3a ManueHTorouHa MPOCIeIIBaHe
NpY TALUEeHTH, JeKyBaHu ¢ ycTekuaymao (30 cepno3nn undeknnu 3a 930 nmanueHToroauHu
npociensaBane), u 0,03 — npu nanuenTy, JiekyBaHu ¢ Tuiane6o (15 ceprno3nu nadeknnu 3a 434
MMallMeHTOTOAMHH MPOCIIesABane) (BK. Touka 4.4).

B xoHTponupaHuTe 1 HEKOHTPOJIMPAHUTE IEPUOIU Ha KIMHUYHUTE ITPOYUBaHUS IPU TICOPHUA3HC,
[ICOPUATHYEH apTpHUT, OosecT Ha Crohn u ynepo3eH KOIUT, npeacTasisBamy 15 227
MAIMEHTOTOIMHN €KCIIO3HIHNA ¢ yCTeKnHyMal pu 6 710 manuenTn MmeanaHaTa Ha BpeMETO Ha
npocnensBade el,2 roguna; 1,7 ToAMHY 3a MPOYYBaHUATA NIPU TICOpUATUIHO 3a0omsBane, 0,6 TOAUHH
3a mpoyuBaHusTa npu Oonect Ha Crohn u 2,3 roguHa 3a MPOyYBaHUATA C YILEPO3EH KOJIHUT.
[IponieatsT Ha nHGeknuwTe ¢ 0,85 3a MAIMEHTOr0IMHA TTPOCTISAsIBAHE TIPH MAIUCHTH, JICKYBaHH C
yCTEeKHHYMa0, anpoleHThT Ha CepUO3HNUTE MHpEKIHU NpH TsX € 0,02 3a manueHToroanHa
npocnensBane (289 cepro3nu uHGpEKIUH 3a 15 227nanueHTOrouHY MPOoCieIiBaHe) U ca IOKJIa{BaHU
CEepUO3HUUH(EKINH, BKIIOYUTEIHO THEBMOHHS,aHaJIeH a0cIiec, LeIyInuT, JUBEPTUKYIIUT,
racTPOEHTEPUT UBUPYCHH WH(PEKIINH.
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B npoBeneHn KIMHUYHY NPOYYBaHUS MMAMEHTH C JIATEHTHA TyOepKyJ03a, KOUTO ca OMin
€IHOBPEMEHHO JIEKyBaHH C M30HUA3U]], HE Ca Pa3BUIIN TyOepKyIo3a.

310KauYeCTBEHHU 3200 IIBaHUS

B mtarte60-koHTpOIMpaHus Iepro Ha KIMHAYIHH MPOYYBAHUS TIPH TICOPHA3HC, ICOPUATHICH apTPHT,
6osect Ha Crohn ¥ y/Iepo3eH KOJIUT YeCTOTaTa Ha 3JI0KAaYeCTBEHUTE 3a00JIIBaHUs, ¢ U3KITIOUCHHUE Ha
HEMEJIaHOMEH pak Ha Koxkata, € 0,11 3a 100 mauueHToroguHu NpociesiBaHe MPU NaIllUeHTH,
JIEKyBaHU ¢ ycTeknHyMa0 (1 mamueHT 3a 929 marnueHToroIuHu npociensBane) B cpaBaenune ¢ 0,23
MIpH MANUEHTHUTE, JIEKYBaHHU ¢ Tutaneto (1 manuent 3a 434 narueHToroIMHN IPOCeAsIBaHE ).

UYectoTaTa Ha HEMeNIaHOMEH pak Ha koxkata € 0,43 3a 100 mauueHTOroAMHU MpoCcaeAsiBaHe 3a
MAIAEHTHUTE, JIEKYBaHU ¢ yCTeKUHYMa0 (4 manueHTy 3a 929 marmeHTOroINHA TIPOCTeIsiBaHe) B
cpaBHenue ¢ 0,46 npu MalueHTuTe, JIEKyBaHu ¢ Tiane6o (2 nanueHTH 3a 433 nanueHToroJuHu
MpoCIIe/sIBaHe).

B xoHTpONMpaHUTE M HEKOHTPOJIUPAHUTE TIEPUOIN HA KIMHUIHUTE MPOYUYBAHUS MIPHU TICOPHA3HC,
TICOpUaTHYeH apTpuT, 6osect Ha Crohn u ynepo3eH KoauT, npeactasisisamy 15 205
MMaIIACHTOTOAMHH EKCIIO3UITHS C YeTeKuHyMa0 nipu 6 710 manueHTH MeauaHaTa Ha BpeMeTo Ha
npocnenssane el,2 ronuHa; 1,7 TOMUHA 3a IPOYYBAHUATA IIPH IICOPUATHYIHO 3a0oisBane, 0,6 ToquHA
3a mpoyuBaHusTa pu 6osect Ha Crohn u2,3 roguHa 32 MPOYYBAHUATA C YILEPO3CH KOJIUT.
3110KavyecTBEeHU 3a00sIBaHYSI, C U3KITIOUSHHE HAa HEMEIIAaHOMEH PaK Ha KoxXara, ca JIOKJIaJlBaHu npu 76
rmanueHTy 3a 15 205manuentoroauan Ha pociensBane (dectora oT 0,50 Ha 100 manmueHTOroIMHIHA
mpoclieisiBaHe MPH NalUeHTH JIEKyBaHU ¢ ycTeKuHyMa0). Te3u cirydan Ha 3710Ka4ecTBEHU
3a00IsBaHus, ChOOIICHH MTPH MAIUEHTH, JIEKYBAHHU C YCTEKHHYMa0, ca CpaBHUMH C OYaKBaHUTE
Cllydad B o0IIaTa momyJaus (CTaHIapTHU3UpaHo ChOTHOIIeHne Ha yecTotaTta = 0,94 [95%
noBeputenieH uaTepsair: 0,73, 1,18], kopurupasn 3a Bp3pact, o1 u paca). Hait-uecro mabmonaBanuTe
3JI0KQ4ECTBEHU 3a00JISIBaHUS, PA3JIUYHU OT HEMEJIAHOMHUS KapIIMHOM Ha KOXaTa, ca KapIMHOM Ha
MpocTaTara, MeJIaHOM KOJIOPEKTaJIeH KapIIHOM M KapIMHOM Ha rbpjara. Ciiydante Ha HEMEIaHOMEH
KapnuHOM Ha Kokarta ca 0,46 na 100 marueHTorofMHy Ha IPOCieasBaHe MPY MAIUEHTH, JIEKYBaHH C
ycrekunyMa0 (69 manuenTn 3a 15 165 nanueHToroanHu Ha npociesasane). ChOTHOIIEHUETO Ha
MaIUeHTy ¢ 0azajeH CpsiMO CKBaMO3HOKIIEThUEH KaplIMHOM Ha KoxkaTa (3:1) € cpaBHUMO ChC
CHOTHOIIICHUETO B 00IIIaTa MmomyJianus (Bx. Touka 4.4).

Peakimu Ha CBPBXYYBCTBUTCIHOCT M PCAKIIMHU, CBBP3aHU C I/IHd)V3I/ISITa
B xoHTpoONMpaHuTe NMeproaAN Ha KIMHUYHY IPOYYBAHMS IIPH TICOPHA3UC U IICOPUATHYEH apTPUT HA
yCcTeKHHyMab oOpHB U ypTHKapus ca HabmogaBanu mpu < 1% ot marueHTuTe (BXK. Touka 4.4).

[enmarpuyHa monyaamnus

IHeduampuunu nayuenmu Ha 6 200UHU U NO-20J1€MU C NJIAKO8 HCOPUASUC

BezonacHocTTa Ha ycTeknHyMab € mpoydyeHa B IBe poy4uBaHus (aza 3 Ipu neauaTpUiHHU MAUCHTH C
YMEpPEH 10 TeKBK IJ1aK0oB Icopuasuc. [IspBoto mpoyusane e npu 110 nanuenTu Ha Bb3pacT oT 12 1o
17 roguuu, JeKyBaHU B TPOJIbKeHHEe Ha 60 ceIMUIM, a BTOPOTO MpOyuBaHe € npu 44 malueHT Ha
BB3pacT ot 6 10 11 roauay, TeKyBaHU B IPOIbDKeHNE HA 56 ceamuttu. KaTo 15510 cro0menure
HE)XeJIaH! ChOWTHSA B TE3H JBE MIPOYUYBAHMS C JaHHU 3a Oe3omacHOCT 10 | roguHa ca TogoOHU Ha
Te3W, HaOJF0/1aBaHU B MPEAUIITHY MTPOYYBAHUS TIPU BH3PACTHH C TUTAKOB TICOPHA3UC.

Cpo0111aBane Ha [I0J03UPaHy HEKETAHU PEAKIIAT

Cro0IaBaHeTo Ha MOIO3MPAHU HEeXKEIIaHH PEAKIUK CIIe]] pa3peliaBaHe 3a ynorpeba Ha JIeKapCTBCHUS
MPOAYKT € BakHO. ToBa 1M03B0OJIABA A2 MPOAB/LKHA HAOIIOICHUETO Ha ChOTHOIIICHUETO I10J13a/PUCK 3a
JIeKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICIIUAIMCTH CE€ U3UCKBA Ja ChOOIIaBaT BCAKA
MoJT03UpaHa HeXKeJlaHa peakius Ype3 HaIMOHAIHA CHCTeMa 32 ChOOIaBaHe, IOCoYeHa B

Ilpunoxenue V.

4.9 Ilpeno3upane

Enuanunn no3u go 6 mg/kg ca npuiaraHu HHTPAaBEHO3HO B KIIMHUYHY MTPOYyYBaHUs Oe3
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OrpaHMyaBalia 103aTa TOKCHYHOCT. B ciydail Ha mpefo3upaHe ce NpenopbyuBa NalMEHTUTE J1a Ce
HaOI0aBaT 3a MPHU3HAIM WIH CUMIITOMH Ha HEXEJIaHHU PeakIiy 1 He3a0aBHO J1a Ce MPHII0KU
MMOAXOJISIIIIO CUMIITOMATHYHO JeUEHHE.

5. DOAPMAKOJIOITHNYHU CBOUCTBA

5.1 dapmakogWHAMHMYHHM CBOICTBA

®dapmakoTepaneBTHYHa rpyna: MimyHocynpecopu, naxuoutopu Ha uaTepieBkuna, ATC kox:
L0O4ACO5

Usrentye 6nomnomo0eH ekapcTBeH MpoaykT. [logpoOHa nHpOopManus e mperocTaBeHa Ha yeOcaiiTa Ha
EBpomnelickaTa areHims no JekapctBaTa https://www.ema.europa.eu/en.

MexaHnU3bM Ha AeWCTBHE

YcerexkunyMab e 3o goBemko [gG 1Kk MOHOKIIOHAIHO aHTUTSIIO, KOETO C€ CBBbP3Ba ChC
cneunpUIHOCT KbM 00IIaTa NpoTenHoBa cyOeanHnna p40 Ha YOBEIIKUTE HIUTOKUHE HHTEPIICBKUH
(IL)- 12 m IL-23. YcTexknnymab moTucKa OMoakTHBHOCTTA Ha yoBemkute 1L-12 u IL-23, xato
npenoTBpatsBa cBbp3BaHeTo Ha p40 ¢ IL-12RB1 penentopen npoTenH, pa3noiokeH Ha MOBbPXHOCTTa
Ha UMYHHHTE KJIETKU. Y CTeKHHYMab He Moke Jia ce cBbpike ¢ [L-12 nnum ¢ IL-23, kouto Beue ca
cebp3anu ¢ IL-12RB1 peuentopu no kinerpyHaTa moBEpXHOCT. CIEI0BATENTHO € MAJIKO BEPOATHO
yCcTeKnHyMa0 Ja yyacTBa B KOMIUIEMEHT- MJIM aHTUTSJIO-MEAUUPAHATa IUTOTOKCUYHOCT Ha KIETKUTE
¢ peuentopu 3a IL-12 w/umm IL-23. IL-12 u [L-23 ca xeTepoauMepHU IUTOKUHH, CEKPETUPAHH OT
aKTHUBHMPAHU aHTUT€H-TIPECTABAIIN KICTKH, HAIpUMep Makpodaru u ICHIPUTHH KIETKU U J1BaTa
[IUTOKWHA y9acTBaT B UMyHHUTE GyHKINHN; 1L-12 ctumymmpa ectectBennTe kiaeTkn youinu (NK) u
npeaussuksa qudepenipanusata Ha CD4 + T wierkure kM T 1 xenmnepen (Thl) penorumn, 1L-23
naayuupa et Ha T 17 xennepute (Th17). AGHOpMHAaTa perymanus Ha IL-12 u IL-23 obaue ce
CBBP3Ba C UMYHHOMEIMUPAHH 3a00JISIBaHUS KaTo IICOPHA3NC, ICOPHUAaTUIEH apTpuT, Oonect Ha Crohn.

Upes cepp3Bane Ha obOmata cybeannmnna p40 Ha [L-12 u IL-23 ycreknnymal MOXKe 1a OKa3Ba CBOUTE
KIIMHUYHU €EeKTH MPH IICOPUA3UC, IICOPUATUYEH apTpHT, Oosect Ha Crohn upe3 nmpexkbcBaHe Ha
mprumara Ha Thl u Th17 uuToKMHM, KOUTO ca B OCHOBATA Ha I1aTOJIOTMsTa Ha T€3U 3200 IIBaHMS.

[pu naruentu ¢ 6osect Ha Crohn Jie4eHUETO ¢ YCTEKUHYMAa0 BOJIM JI0 HAMAJICHUE Ha
BB3NAINTEITHUTE MapkepH, BKirountenHo C-peaktueH nmpoTtenH (CRP) u dexaneH KaampoTEeKTHH 10
BpeMe Ha MHAYKITMOHHATa (ha3a, KOETO CJIe]] TOBa c€ MOAMbprKa Mpe3 IisIaTa moaabppxana dasa.

CRPe orneHeH 1o BpeMe Ha MPOABIDKEHUETO Ha MPOYYBAHETO U HaMalleHUATa, HAO0JaBaHH 110
BpeMe Ha moabprkamiara (aza, 0OMKHOBEHO ce 3ama3Bar A0 252 cenMuIa.

UmyHnuzanuuu
ITo BpeMe Ha TBATOCPOTHOTO MPOABIDKCHIE Ha MTpoyuBaHe npu rcopuazuc 2 (PHOENIX 2),

BB3pACTHUTE MaLMEHTH, JIEKYBaHU ChC yCTeKHHYyMa0 3a Hail-Manko 3,5 roanHu, ca Aajau aHTUTSIIO-
OTTOBOPH Ha ITHEBMOKOKOBH IOJIM3aXapUJHU BAKCUHU U BAKCHHHU CpELLy TETaHyC, CXOJHU C TE€3U IIpU
KOHTpOJIHaTa rpyna MalueHTH, IoIy4yaBalll HECUCTEMHO JIeUueHHe Ha ricoprasuc. CXoaeH NPOLEHT OT
BB3PACTHUTE MAlMEHTH, JIEKYBaHU ChC YCTEKMHYMal U Te3H B KOHTPOJIHATA TPpyIa, Ca pa3BHIU
3aIlUTHY HUBA HA aHTUITHEBMOKOKOBU U AHTUTETAHUYHU AHTUTENIA, U TUTPUTE HA aHTUTEIATa UM Ca
CXOJHHU.

Kimnanuna edukacHocT

I1makoB 1micoprasuc (B3pacTHU HAITUCHTH)

bezomacuocTTa 1 eprkacHOCTTA HA yCTeKHMHYMa0 ca orieHeHH pu 1 996 narieHTn B 1B
PaHIOMU3UPAHU, IBOHHO-CIICITH, I1aie00 KOHTPOJIUPAHU TPOYYBAHUS MPH MALUESHTH C YMEPEH 10
TEXbK IIJIAKOB IICOPUA3NC, KAaHAUIATH 3a (JOTOTEeparnus wiu cucreMHa Tepamnus. OCBEH TOBa B €THO
paHIOMH3UPAHO, AKTUBHO KOHTPOIUPAHO MPOYUBAHE CHC 3aCIICTICH OLICHUTEN € CPAaBHEHO JICHCTBUETO
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Ha YCTEeKUHYMa0 U €TaHEePIICTIT PH MaIUEHTH C YMEPEH JI0 TeXbK IIAKOB IICOPUA3UC, KOUTO HE Ca Ce
TIOBITHSUTH, TIPOSIBIIIA Ca HETIOHOCHMOCT MIIH Ca UMaJTH MTPOTUBOIIOKa3aHUe KbM HUKIocTiopruH, MTX
win [TYBA tepanus.

B npoyusane npu ncopuaszuc 1 (PHOENIX 1) ca ouenenn 766 naunentu. 53% ot T4x He ca ce
MOBJIMSUIH, IPOSIBIJIM CA HEIIOHOCHMOCT MJIM Ca UMaJIi IPOTHBOIIOKA3aHUE KbM JIpyra CHCTEMHA
tepanus. [larenTure, paHIOMU3HpaHH 32 JICUCHHUE ¢ YCTEKUHYMab, ca mpuenu 1034 oT 45 mg mwm90
mg B ceamuiy 0 1 4 1 ca MPOABJDKUIIM Ja PUEMaT ChIlaTa J103a Ha BCEKH 12 ceaMuIu.

[MaruenTure, paHJIOMHU3UPAHU 3a JiedeHue ¢ ranedo B ceamunm 0 u 4, ca mpeMUHAIU KbM JICUCHHUE C
ycrekunyma6 (45 mg uinu 90 mg) B cenqmuiiu 12 u 16, cien K0eTo ca MpOoAbIKUIM J]a pUeMar
chIaTa 1o3a Ha Bceku 12 cemmuniy. [lanuenTr, mbpBOHAYAIHO PaHIOMH3UPAHH 32 JISYCHUE C
yCTeKuHyMab, KOMTO ca JOCTUTHAIM HUBO Ha TIOBIUSBaHe 75 1O MHJEKCA 32 IUTONI Ha 3acAraHe U
TexxecT Ha ncopuasuc (Psoriasis Area and Severity Index, PASI) (mogpo6penue no PASI ot MunumMym
75% B cpaBHEHUE C U3XOHUTE CTOWHOCTH) B cenqMuIty 28 u 40, ca MOBTOPHO paHAOMU3UPAHH 32
JICYCHHE ¢ YCTCKUHYyMa0 Ha BCEKHW 12 ceMUIM WU C TUTae0o (T.€. OTTETIITHE OT TepamusiITa).
[ManmenTHTE, MOBTOPHO PaHJIOMH3HMPAHU 32 JieUueHHeE C Iu1anedo B ceamuiia 40, ca Bb30OHOBHIIH
TEpaInusATa ChC YCTEKMHYMa0 B ITbPBOHAYANIHATA CH CXEMa Ha JIO3UPaHE, ClIe] KaTo MoI00PSHUETO UM
no PASI B ceamuna 40 e Hamansiio ¢ MuHUMYyM 50%. BecnukunanueHTy ca npocieeHu 3a IEPUO 10
76 ceMHUIH cie]] TbPBOTO MPHIIOKESHUE Ha U3CIIEIBAHOTO JICUCHHUE.

B npoyusane npu ncopuasuc 2 (PHOENIX 2) ca ounenenn 1 230 nauuentu. 61% ot T4x He ca ce
TIOBJIMSIITH, TIPOSBUJIH Ca HETIOHOCHMOCT WJIM Ca UMaJIH IPOTUBOIIOKAa3aHNE KbM JIpyTra CHCTEMHA
tepanus. [larenTure, paHAOMHU3UpPaHA 3a JISUCHHUE ¢ YCTEKHHYMa0, ca mpueinn 1o3u oT 45 mg wim 90
mg B cenmuuu 0 u 4, mocneaBaHu OT AOMBIHUTENHA J03a B cenmuua 16. [lanuenture,
paHIOMH3UpaHu 3a iedeHre ¢ mianedo B ceamuny 0 1 4, ca MpeMIHATIN KbM JIeUeHHE ¢ yCTeKHHyMa0
(45 mg nwmm 90 mg) B cemmunint 12 u 16. Bcuyky marueHTy ca mpocieIeH! 3a IEPUOT 10 52 CEAMUITH
cJel IbPBOTO MPUIIOKEHUE HA U3CIEABAHOTO JICUCHHE.

B npoyusane npu ncopuasuc 3 (ACCEPT) ca onierenn 903 nmamuenTr ¢ yMepeH A0 TeXbK ICOPHA3HC,
KOHTO HE ca Ce MOBJIHSIIH, IPOSIBUIIM Ca HEOHOCUMOCT WIJIM Ca MMaJTi MPOTHBOIIOKa3aHUE KbM JIpyTa
cucreMHa Tepanus. CpaBHeHa € epUKAaCHOCTTA Ha YCTEKMHYMal ¢ Ta3H Ha €TaHEPLENT U € OLICHeHa
Oe3omacHoCTTa Ha ycTeKnHyMab u eranepuent. [lo Bpeme Ha 12-ceaMuyHaTa aKTUBHO KOHTPOJIMPaHa
YacT OT MPOYYBAHETO MAIIMEHTUTE Ca PAaHIOMU3UPAHU Jia mpueMar etanepuent (50 mg n1Ba mpTH
CeIMUYHO), ycrekuHyMab 45 mg B cenmuiu 0 u 4 nim ycrexkuaymad 90 mg B cenmurm O u 4.

W3xoaHUTE XapaKTepUCTUKU Ha 3a00JIIBAHETO Ca MPHUHIIUITHO MTOCIICIOBATEIIHN BB BCHUKHU IPYIH Ha
JieueHue B Npoy4BaHe Ipu ncopuasuc 1 u 2 ¢ meauana Ha PASI ckopa Ha n3xoHo HUBO oT 17 1m0 18,¢
MearaHa Ha TenecHa noBspxHocT (BSA) Ha nzxoaHo HuBO > 20 1 ¢ MeMaHa Ha JepMaTOJIOTHYEH
WHEKC 3a KadecTBO Ha kuBOT (Dermatology Life Quality Index, DLQI) B rpanumure ot 10 mo 12.
bnuzo enna Tpeta (mpoyuBaHe IpH ncopuasuc 1) u eHa 4eTBbPT (MIpOyUBaHe MpH IICOpHUas3nc 2) oT
nanueHTuTe uMat rncopuatudeH apTput (PsA). [Tono6na Texect Ha 3ab0nsBaHEeTO ce HAabIIOAaBa U
IIpY IIPOyYBaHe IpU IcopHUasmc 3.

[IspBUYHaTA KpaifHa TOYKA B TE3U MPOYYBAHUS € CHOTHOIICHUETO HA MAITUEHTUTE, TOCTUTHATN HIBO
Ha noByusiBane o PASI 75 cnpsiMo u3XoaHUTE CTOMHOCTH B cenMunia 12 (Bx. Tadbmuiu 4 u 5).
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Tabnuuya 4. O606uenue na KTUHUYHOMO nROBAUAGAHE 6 npoyueane npu ncopuasuc 1 (PHOENIX
1) unpoyusane npu ncopuazuc 2 (PHOENIX 2)

Cenmvuma 12

2 noszu (cenmuna 0 u ceqmuna 4)

Cenmvura 28
3 mo3u (cenmuna 0, cemmuria 4
u cenmuna 16)

75, 6p. (%)

[Tname6o 45 mg 90 mg 45 mg 90 mg
IIpoyuBane npu
ncopuasuc 1
DPOH parOMH3HpaHH 255 255 256 250 243
NalMeHTH
[MosmusiBane o PASI 26 (10%) | 213 (84%)* | 220 (86%)* 228 (91%) 234 (96%)
50, 6p. (%)
IMosmusiBare o PASI 8 (3%) 171 (67%)* | 170 (66%)* 178 (71%) 191 (79%)
75, 6p. (%)
[MosmusiBane o PASI 5(2%) 106 (42%)* | 94 (37%)* 123 (49%) 135 (56%)
90, op. (%)
OO0JI° 3a w3uucrenn mm | 10 (4%) 151 (59%)* | 156 (61%)*° 146 (58%) 160 (66%)
MuUHUMAaITHH, 0p.(%)
bpoit marmenTn < 100 kg 166 168 164 164 153
[MosnusiBane mo PASI 6 (4%) 124 (74%) 107 (65%) 130 (79%) 124 (81%)
75, op. (%)
bpoit marmenTn > 100 kg 89 87 92 86 90
[MosnusiBane mo PASI 2 (2%) 47 (54%) 63 (68%) 48 (56%) 67 (74%)
75, op. (%)
IIpoy4yBaHe npu
ncopuasuc 2
bpoii pangoMu3upanu 410 409 411 397 400
MalyveHTH
[Mosmusisane mo PASI 41 (10%) | 342 (84%)" | 367 (89%)* 369 (93%) 380 (95%)
50, 6p. (%)
[MosnusiBane mo PASI 15 (4%) 273 (67%)* | 311 (76%)*° 276 (70%) 314 (79%)
75, op. (%)
[MoBnusBane o PASI 3 (1%) 173 (42%)* | 209 (51%)*° 178 (45%) 217 (54%)
90, op. (%)
OOJI° 3a m3uncrenn umn | 18(4%) 277 (68%)* | 300 (73%)* 241 (61%) 279 (70%)
MUHUMAaITHH, Op. (%)
bpoit marmenTn < 100 kg 290 297 289 287 280
[MosnusBane mo PASI 12 (4%) 218 (73%) 225 (78%) 217 (76%) 226 (81%)
75, 6p. (%)
bpotit marmenTn > 100 kg 120 112 121 110 119
[MosnusBane mo PASI 3 (3%) 55 (49%) 86 (71%) 59 (54%) 88 (74%)

a
0

OOJI = O6ma orieHKa Ha JeKaps
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Taonuya 5 Ob606wenue na KIUHUUHOMO nosausaeane ¢ npoydeane npu ncopuazuc 3 (ACCEPT) na

ceomuua 12
IIpoyuBaHe npu ncopuasuc 3
Etanepuent24 no3u Ycreknnymab
(50 mg nBa mpTH 2 no3u (ceamuna 0 u ceamuna 4)
CEeIMHYHO) 45 mg 90 mg

bpoii paHIOMU3HMpPaHU TAIIMEHTH 347 209 347
[MosnusBane o PASI 50, 6p. (%) 286 (82%) 181 (87%) 320 (92%)*
[TosmusaBane o PASI 75, 6p. (%) 197 (57%) 141 (67%)° 256 (714%)*
[osnusiane mo PASI 90, 6p. (%) 80 (23%) 76 (36%)* 155 (45%)*
OOJI 32 u3urcTEeHN WK 170 (49%) 136 (65%)* 245 (711%)*
MuHUMAaITHH, 0p. (%)
bpoit marentu < 100 kg 251 151 244
[MoBmusBane mo PASI 75, 6p.(%) 154 (61%) 109 (72%) 189 (77%)
bpoii marment > 100 kg 96 58 103
[MornusBane o PASI 75, 6p. (%) 43 (45%) 32 (55%) 67 (65%)

a
0

p <0,001 3a ycrekuaymab 45 mg win 90 mg B cpaBHEHHUE C €TaHEPIIENT.

p =0,012 3a ycrekuaymab 45 mg B CpaBHEHHE C €TAaHEPIICTIT.

B npoyuBane mpu nicopuasuc 1 momaepxaneto Ha PASI 75 e 3HaYUTEIIHO TI0-BHCOKO TIPH
MIPOABIDKUTENHO J€UEHUE, B CPaBHEHKE C TOBA MPH oTTerisiHe ot jieuenuero (p < 0,001). [Togobuu
pe3ynraTtu ce HabIIoAaBat MpH Beska 103a ycTreknayMab. Ha 1-Bata roquna (cenmuna 52) 89% ot
MAIUEHTUTE, ITOBTOPHO PAHIOMHU3HPAHU 3a MOAIBPIKAIIo JIeUeHHe, ca ce moBiusuty o PASI 75, B
cpaBHeHUE ¢ 63% OT MaNMEHTUTE, TOBTOPHO PAHIOMHU3HUPAHH 3a IIare0o (OTTETIIIHE OT JICYCHHUETO)
(p <0,001). Ha 18-tus mecen (ceamuria 76) 84% OT manMeHTHTE, TOBTOPHO PaHIOMHU3UPAHU 32
MOAIBPIKALIO JieueHue, ca ce nosnusainu no PASI 75, B cpaBHeHue ¢ 19% oT nauueHTure, HOBTOPHO
paHIOME3UpaHy 3a mianedo (oTTersHe oT ieueHueTo). Ha 3-ta roguna (cemqmunia 148), 82% ot
MaIUEeHTUTE, TOBTOPHO PaHAOMHU3UPAHH 32 MOABPIKAIIO JIedeHue, ca ce nmosnusanu mo PASI 75. Ha ta
roguHa (cenmuna 244) 80% OT manueHTHTe, TOBTOPHO PaHIOMHU3UPaHU HA MOIBPIKAIIO JISYCHUE,Ca
ce moBusin o PASI 75.

[Ipu manueHTHTE, MIOBTOPHO PAHIOMU3HPAHH 32 II1ae00, KOUTO OTHOBO Ca MMPEMHHAIH KbM
ITbpPBOHAYAJHATA CH CXeMa Ha JIeYeHHe C YCTeKHHyMal cien 3arybaTa Ha > 50% mogoopenue moPASI,
85% ca Bp3cTanoBUIM noBiusaBaHeTo 10 PASI 75 B pamkute Ha 12 ceqmMuIiy cienl Bb30OHOBSIBaHE Ha
TepanusTa.

B npoyuBane mpu nicopuasuc 1 B cenmuna 2 u ceqmuna 12 ce Habmro1aBa 3HAYUTETHO ITOA00PECHIE
CIpsAMO U3X0oAHUTE cToiHOCTH Ha DLQI BBB BCsiKa OT IpynuTe Ha JIeYEHHE C YCTEKHHYMal B
cpaBHeHue ¢ manebo. [logodpenueto ce 3anaspa no cenmuna 28. [lono6Ho 3HaYUTENHO MOJOOpEHHE
ce HaOIIro1aBa B MpOYyYBaHe MPH Icopuasuc 2 B cemMunn 4 u 12, koeto ce 3amas3Ba 1o ceamuria 24. B
NpOyYBaHe MPH Mcoprazuc 1 mogoOpeHusTa B HOKBTHUS TICOpUa3uc (MHIEKC 3a TEKECTTa Ha HOKbTEH
TICOpPHA3uC), B 00IIaTa OllcHKA Ha (PU3MUYECKOTO ¥ eMOIIMOHAIHOTO ChCTosiHUE 110 SF-36 1 BBB
BH3YaJTHO-aHAJIOrOBaTa CKaJla 3a OIpeIessTHe Ha CTOMHOCTTa Ha Oonkara mpu chpoex (Visual
Analogue Scale, VAS) cpI110 cazHaunTeIHN IPU BCAKA TPYTIa HA JIEYSHNE C YCTeKUHYMal B
cpaBHeHue c riane6o. B npoyuBaHe mpu ncopruasuc 2 KIMHAYHATA CKajla 32 TPEBOYKHOCT U IEIPECHs
(Hospital Anxiety and Depression Scale, HADS) u BpiipocHUKBT 3a paboTHH orpannuenus (Work
Limitations Questionnaire, WLQ) cbhIIio mokasat 3Ha4UTETHO TIOJOOPEHNE BBHB BCSIKA OT TPYIIUTE HA
JIeYeHHe ¢ ycTeKnHyMal B cpaBHEHHE C 1aneoo.

IIcopuatnued aptput (PsA) (Bb3pacTHH MALMEHTH)

JlokazaHo e, ye yCTeKHHYMa0 1mo100psABa MPU3HAIIUTE U CUMIITOMUTE, (PU3UYCCKOTO ChCTOSHUE U
CBBP3aHOTO ChC 3/IPABETO KAYE€CTBO Ha )KMBOT M HAMaJIsiBa CTEIICHTA Ha MPOrpecus Ha nepudepHoTo
CTaBHO yBpEXJaHE TPU Bb3PACTHH MAIIMCHTH C aKTUBCH PSA.
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BezonacHocTTa 1 eprkacHOCTTa Ha yCTEKUHYMal ca OLleHEHU pH 927 MallMeHTH B IBE
PaHIOMHU3UPAHH, ABOMHOCIENH, M1ane00-KOHTPOIUPAHH IPOYUBAHUS NIPH NMALUEHTH C aKTUBEH PsA
(= 5 nmoxgyTtu craBu U > 5 G0NE3HEHU CTaBH) BBIIPEKU yrnoTpedaTra Ha HECTEPOUIHU
npotuBoBb3nanutensu cpeacrsa (HCIBC) wnmu Mmoandunmpaniu 6onecTra aHTHPEBMaTOUIHU
nexapctea (DMARD).

[TarmenTrTe B T€3M NMPOYUBAHUS Ca UMaJIH [TIOCTaBeHa AMarHo3a PsA Hail- Maiko oT 6 Mecena.
BxutioueHu ca malnMeHTH ¢ BCAKAKbB MOATHIT Ha PSA, BKIIOUUTETHO MOJMAPTHKYJIapEH apTpUT 6e3
JTAHHM 332 peBMAaTOUIHU BB3H (39%), cioHaunuT ¢ iepudepeH aptput(28%), acumeTpuieH
nepudepen aptput (21%), ¢ yuactre Ha aucTaiiHa uHTepdananreanta crtasa (12%) u
uHBanuausupany aptput (0,5%). Hag 70% u 40% ot narnueHTuTe B IBETE NPOYyUBAHUSA ca UMAIH
CHOTBETHO €HTE3UT U JAKTHIUT Ha U3XOAHO HUBO. [lanmeHTHTE ca paHAOMU3HpPaHHU Ja MOIydaT
JeYeHHe ¢ yCTeKuHyMao 45 mg, 90 mg, nimu mianedo moaKkoxHo Ha ceamunu 0 u 4, MOCIIeIBaHNd OT
npuinarane Ha Beceku 12 ceqmunu (q12w). [pubnusurenno 50% ot mauueHTUTE ca NPOABIKUIN Ha
nocrosiHHa 7032 MTX (< 25 mg/cenmuna).

B PsA npoyusane 1 (PSUMMIT 1) u PsA npoyusane 2 (PSUMMIT II), crorBeTHO 80% 1 86% OT
nanueHTure, ca ounu gexkyBann ¢ DMARD. B npoyuBane 1 He e Onto Mo3BOJICHO MPEAMIIHO JICUSHHE
C aHTaroOHUCT Ha TyMop-HekpoTu3upal haktop anda (TNF)a. B npoydsane 2, moBedeTo ManueHTH
(58%, n = 180) ca 6unm siexkyBaHU ¢ eqHO WK ToBede aHTU- TNFa cpenctBo(a), karo ot Tsax Hax 70%
ca rmpeyctaHoBuiIM cBoeTo anTu-TNFa iedenue, nopany nurmca Ha eUKacCHOCT MM HEMOHOCUMOCT,
IO BCAKO BpPEME.

Ipusnayu u cumnmomu

JleyenueTo ¢ ycreknHyMal BOIH 1O 3HAUYMUTEIHU HOAOOPEHUS B U3MEPHUTENUTE 38 aKTUBHOCT Ha
3a00JIIBaHETO B CpaBHEHHE ¢ Tuianebo Ha cemMuna 24. [IspBUYHATa KpaiiHa ToUKa € MPOIEHTHT Ha
MAIMEeHTUTE, TIOCTUTHAIN OTroBop 20 M0 KpUTEpUHUTE Ha AMEPUKAHCKHUS KOJIEX MO0 PEBMATOIOTHS
(American College of Rheumatology, ACR) Ha ceaqmuna 24. OCHOBHUTE pe3yiITaTH 3a €PUKACHOCT ca
NpeAcTaBeHy B Tabauua 6 mo-1o0my.
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Taﬁnuua 6 BpOﬁ Ha nayuenmume, NOCMUZHANIU KIIHHUYEH OmM2060p npu ncopuamuiden apmpum

IIpoyusane 1 (PSUMMIT 1) u Ilpoyusane 2 (PSUMMIT II) na ceomuua 24

e npu ncopuaTuuenapTpur 1 € IPU MCOPUATHYEHAPTPHT 2
Ilaane6o 45 mg 90 mg Ilnane6o 45 mg 90 mg

bpoii
PAHAOMU3MPAHU 206 205 204 104 103 105
MANMeHTH
‘&%R 20 0mroeop. N1 47 0304) | 87 (42%) | 101 (50%)° | 21 (20%) | 45 (44%)" | 46 (44%)°
&%R S0 0trosop, N1 yg (gop) | 51(25%) | 57(28%)" | T(7%) | 18 (17%)° | 24 (23%)"
&%R 700tropop. N\ 5 04y | 25 (12%) | 29 (14%) | 3G%) | TO%) | 9%
Lhon pauenmie = | 146 145 149 80 80 81

0
?,2)31 73 0mroBop: N 46 (1106) | 83 (57%) | 93 (62%) | 4(5%) | 41(51%)° | 45 (56%)°
?;/2)51 PO otromop. NIy (300 | 60 (41%)° | 65 (44%) | 3(4%) | 24 (30%) | 36 (44%)°
KombuaupanPASI 75
?O/A)CR 20 otrosop, N|  8(5%) | 40 (28%)" | 62 (42%) | 2(3%) | 24(30%) | 31 (38%)"

(1]
bpoii nauuenTn <
oo ke 154 153 154 74 74 73
?A?)R 20 otrorop. N | 39 5505) | 67 (44%) | 78(51%) | 17(23%) | 32(43%) | 34 (47%)
’3550; Jauenme = 105 105 11 54 58 57

0
?;2)81 73 0mroBop: Ny (1306) | 64 (61%) | 73(66%) | 4(7%) | 31(53%) | 32(56%)
bpoii nauuenTn >
oo ke 52 52 50 30 29 31
?A?)R 20 otrorop. N | g (1504) | 20 (38%) | 23 (46%) | 4(13%) | 13(45%) | 12 (39%)
l;‘(z;oggjyuei{mu cz 41 40 38 26 o) 24

0
?;2)81 73 omroBop: N | 5oy | 19 (48%) | 20 (53%) 0 10 (45%) | 13 (54%)
3 p<0,001

p<0,05

B p=NS

Bbpoii manmentn ¢ > 3% BSA 3acernara ncopuatuyHa Ko>ka Ha U3XOJTHO HUBO

ACR 20, 50 u 70 oTToBOpHY TIPOIBIDKABAT Ja CE MOAOOPIBAT MIIA C€ TIOAIBbpKaT A0 ceamura 52 (PsA
IIpoyuBane 1 u 2) u cenmunia 100 (PsA Ilpoyusane 1). B PsA Ilpoyusane 1, ACR 20 otroBopu Ha
ceamuua 100 ca mocturnaru npu 57% u 64%, ceorBeTHO 3a 45 mg 1 90 mg. B PsA I[Ipoyusane 2,
ACR 20 otroBopu Ha ceaqmunia 52 ca nocturaatu npu 47% u 48%, ceorBeTHO 3a 45 mg 1 90 mg.

[IpoueHTHT Ha MaMEHTHTE, MOCTUTHAIN OTTOBOP 0 MoauGumpanu PsA kputepun Ha otroBop (PsA
response criteria, PSARC) cbI110 € 3Ha4UTeIHO MO-TOJISIM NIPH IPYNIUTE Ha YCTEKHHYMa0, B CpaBHEHHE

¢ turane6o Ha ceamutia 24. OtroBopu PSARC ce mogabpxat mo Bpeme Ha ceqmunu 52 u 100. ITo-
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TOJISIM MIPOLICHT OTHALMEHTHTE, JICKYBaHH C YCTEKMHYMa0, KOMTO ca UMaJli CIIOHAMWIUT C epudepeH
apTPUT KaTo OCHOBHA JIMarHo3a, mokassar 50 u 70 nmporeHTHO nogoOpeHue B ckopa 1o bat nxuekc 3a
AaKTUBHOCT Ha 3a00JIIBaHETO MpH aHkuio3upail cnouauut (Bath Ankylosing Spondylitis Disease
Activity Index,BASDAI) B cpaBHeHue ¢ mnane6o Ha cenmumna 24.

OtroBopuTe, HaOIIOIaBaHY [P TPYIHTE, JIEKYBAaHU C YCTEKHHYMa0, ca CXOTHH MPH MallUeHTHTE,
KOUTO MOJTy4YaBaT WIH HE MOJIy4aBaT enHoBpeMeHHO MTX u ce moaabpKaT 1o BpeMe Ha CeIMUIu 52
u 100. [Tauuenture, NeKyBaHU npeau ToBa ¢ aHTU- TNFo cpecTBa, KOUTO ca MONIYyYHId yCTeKUHYyMa0,
ca IMOCTUTHAIM TIO-TOJISIM OTTOBOP HA CeAMHUIIA 24 B CpaBHEHHE C TAIIMEHTUTE, OTydaBalId Tuiarnedo
(ACR 20 otroBop Ha cenmuria 24 3a 45 mg u 90 mg e croTBeTHO 37% 1 34% B cpaBHEHHE C MIAIEC00
15%; p < 0,05) u oTroBOpHUTE CE MOAABPKAT IO BpeMe Ha ceamuIia 52.

IIpu marueHTy ¢ €HTE3NUT W/WIN JaKTHIIMT Ha U3X0IHO HUBO, pu PsA Ilpoyusane 1 ce HaOmogaBa
3HAYUMO T0JIOOPCHHE B CKOPOBETE 32 EHTE3UT U AAKTIIIUT NP IPYITUTE HA YCTCKUHYMAa0 B CPaBHCHHE
¢ rane6o Ha cenmuna 24. B PsA IIpoyuBane 2 ce HaOmrogaBa 3Ha4UMO MoI0OpEeHKE B CKOpa 3a
EHTE3UT U YHCIICHO MOJ00peHue (He € CTAaTUCTUYECKH 3HAaYNMO) B CKOpa 3a NaKTHJINT MIPH TpyTara Ha
ycreknayMad 90 mg B cpaBHeHHE ¢ mane6o Ha ceamuta 24. [TogoOpeHnsaTa B CKOpa 3a €HTE3UT U B
CKOpa 3a JaKTHUJIUT ca MOAXbp>KaHH 1o BpeMe Ha cenMuiy 52 u 100.

Paouoepagpcrxu omeosop

CTpyKTypHO yBpeXIaHe B IBETE PbLE U KpaKara ce U3passBa KaTo IPOMsIHA CIIPSIMO W3XOAHOTO HUBO
B 0o0mmwus van der Heijde-Sharp ckop (vdH-S ckop), Mmonuduurpan 3a PsA upe3 nodassiHe Ha
IUCTaIHUTE UHTep(danaHreanHu craBu Ha pouere. [IpoBeneH e npeasapurenHo neGpuHupaH
MHTETPHUpaH aHaIN3 Ha KOMOWHUPaHU AaHHU OT 927 manuenTH B ABete PsA IlpoyuBanus 1 u 2.
YcreknHyMab nmokas3Ba CTATUCTUYECKH 3HAUMMO HaMaleHHE B CTENIEHTA Ha IPOrpecusl Ha
CTPYKTYPHOTO YBPEXXIaHE B CpPaBHEHHE C IJ1aned0, N3MEPEHO Ype3 MPOMSIHa CIPSAMO U3XOAHOTO HUBO
1o 24 cemvurnia B obmrus moauduimpan vdH-S ckop (cpenen + SD ckop e 0,97 + 3,85 B rpynara Ha
tane6o, B cpasaenue ¢ 0,40 2,11 u 0,39 + 2,40 npu choTBeTHO ycTeknHyMab rpynu 45 mg (p <
0,05) 1 90 mg (p < 0,001). To3u edexr ce gpmxu Ha PsA IIpoyuBane 1. EQekTsT ce cunra 3ag0ka3aH,
HE3aBUCUMO OT eTHOBpeMeHHaTa yrnorpeda Ha MTX u ce morbpika 1mo BpeMe Ha CeIMUIT 52
(uaTerpupan ananu3) u 100 (PsA IIpoyusane 1).

Qu3uuecko CbCMosHUE U C8bP3AHO CbC 30PABEmO Ka1eCmaeo Ha HCUBOM

[ManuenTy, IeKyBaHHU ¢ YCTEKMHYyMa0, ca MoKa3ald 3HAYUTEIHO o 100peHre Ha (PU3HMUECKOTO
CBhCTOSTHUE, KaKTO € OI[CHEHO 110 MHJIEKCa 33 MHBAJIMAHOCT OT BBHIIPOCHUKA 3a OLICHKA Ha 3/IpaBETO
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) Ha cenqmuma 24. IIpornieHTHT Ha
MAIAEHTUTE, TOCTUTHAIN KIMHUIHO 3HaYnMO > 0,3 mogobpenune va HAQ-DI ckopa crpsimo
W3XOJTHUTE CTOMHOCTH, CHIIO € 3HAUYUTEIIHO MMO-TOJIIM NIPU TPYIUTE Ha YCTEKHHYMa0, B CpaBHEHHE C
miane6o. [logoopenne Ha HAQ-DI ckop cnipsiMo U3XOAHOTO HUBO CE MOIbPKA IO BpeMe Ha
cenvun 52 u 100.

Nwma 3naunTenno nogoopenue B DLQI ckopoBete npu rpynuTe Ha YCTEKHHYMa0, B CPaBHEHHE C
rurane0o Ha ceqmuIa 24, KoeTo ce moaabpxka mo Bpeme Ha cenmuiy 52 u 100. B PsA [lpoyuBane 2
¥“Ma 3HAYUTENTHO Mo100peHrne B CKOPOBeTe 3a (PYHKIIMOHAIHA OI[CHKA Ha TepanusITa 32 XpOHUIHO
3abonsBane - ymopa (Functional Assessment of Chronic Illness Therapy — Fatigue, FACIT-F) npu
IpynHTe Ha YCTEKHMHYMa0, B CpaBHEHUE ¢ TuianeOo Ha ceamuna 24. [IponeHThT Ha NalueHTUTE,
JIOCTUTHAJIN KIIMHUYHO 3HAaUYMMO mooopenne Ha ymoparta (4 touku mo FACIT-F) chio e 3HaunTeTHO
MO-TOJISIM TIPU TPYIIUTE HA YCTEKMHYMa0, B cpaBHeHue ¢ manedo. [Togoopenusta na FACIT-F ckop
ce MOAIbPIKaT 110 BpeMe Ha ceaMuLa 52.

llegnaTpudHa monynanus

EBponeiickara areHuys 1o JieKapcTBaTa oTiara 3aJbKEHHETO 32 IPEIOCTaBsIHE Ha Pe3yATaTUTE OT
IPOYYBAHUATA C YCTEKHHYMa0 B €1HA WM [IOBEYE NOATPYIH Ha NeAUaTPUIHATA MOITyJIalus C
IOBEHIJICH UIMOTIATHYEH apTPUT (BK. Touka 4.2 3a WHPOPMAIUs OTHOCHO YIIoTpeOa B MeUaTpUsITA).

Ilnakos ncopuaszuc npu neduampuyHy nayuenmu
JlokazaHo e, ye yCTeKHHyMa0 1mo100psABa MPU3HAIIUTE U CUMIITOMUTE, (PU3UICCKOTO ChCTOSHUE
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CBBP3aHOTO CBHC 3APABECTO KAUCCTBO HA JXUBOT NPU NEAUATPUYHHA MAIITUCHTH HA 6 TOAWHU U I10-T'OJICMH
C IUIaKOB IICOpHUasuc.

Tayuenmu 6 ronowecka ev3pacm

EdukacHocrTa Ha ycreknayma0 e npoydeHa npu 110 neauaTpuyHu MaueHTy Ha Bb3pacT oT 12 mo 17
TOJMHU C YMEPEH 10 T&XbK IIAKOB ICOPUA3UC B MHOTOLIEHTPOBO, PAHAOMHU3UPAHO, ABOHHO- CIISIIO,
miane6o KoHTposupaHo npoyuBane (aza 3 (CADMUS). [TanueHTUTE ca paHIOMHU3UPAHU J1a
nojdy4aBaT win rianebo (n = 37), Wi npenopbUnuTeNIHATa 1032 YCTEKHHYMao (BX. Touka 4.2; n = 36),
WIN TIOJIOBUHATA OT IPENOPhUYMUTENIHATA 1032 YCTEKUHYMa0 (n = 37), upe3 NOAKOKHO MHXKEKTUPAHE Ha
ceamuii 0 u 4, cnenx ToBa mpriiarade Ha Bceku 12 ceqmuru (q12w). Ha cemmuria 12 manueHTuTe,
JIEKyBaHH C Mjanedo ca IpeMHUHANN Ha YCTeKUHYyMao.

[MarmenTn ¢ PASI > 12, PGA > 3 u 3acernara tenecHa moBbpxHocT (BSA) nmone 10%, xonto ca Onnm
KaHJuaaTu 3a CUCTECMHA Tepalunsd Uin q)OTOTCpaHI/Iﬂ, Ca OTTOBapsJivM Ha yCJIOBHATA HAa IPOYUYBAHCTO.
[IpubnusurenHo 60% oT MAIMEHTUTE ca OWITU IMOAJIOKEHHU Ha TIPEe/IIIeCTBAIa KOHBEHI[MOHAIHA
cucreMHa Tepanus i Gororeparnus. [Ipubnmsurenno 11% oT manueHTHTE ca IMaJH MpeaniecTBaa
Tepanus ¢ OMOJIOTHYHU CPEICTBA.

ITbpBuuHaTa KpaliHa TOYKA € ChOTHOIIIEHUETO Ha MAllUeHTUTE, KOUTO ca nocturHanu PGA oiieHka Ha
n3uncrenu (0) nian muaumanau (1) mnaku Ha cenmuna 12. BropuyHuTe KpailHu TOYKH BKITIOYBAT
PASI 75, PASI 90, npomMsiHa cipssMo U3XO0AHOTO HUBO Ha J[epMaToIOrHYeH HHAEKC 3a KaueCTBO Ha
xuBoT npu geua (Children’s Dermatology Life Quality Index, CDLQI), nmpomsiHa cnpsiMO H3XOAHOTO
HUBO Ha 00IIIaTa OIleHKa 0 CKaiaTta Ha BBIIPOCHHK 3a kKauecTBO Ha KUBOT npH nera (Paediatric
Quality of Life Inventory, PedsQL) Ha cenqmuna 12. Ha ceamuiia 12, manueHTHTE TPETUPAHH C
ycTeknHyMab MOKa3BaT 3HAYUTEIHO MO-TOJISIMO TOJ00pEHHEe Ha ICOPHA3Kca U CBBP3aHOTO ChC
3IpaBeTO Ka4eCTBO Ha )KMBOT B CpaBHEHUE C muiaredo (Tabdbmurma 7).

Benuku nanueHTH ca mpociieissBaHu 3a e(pUKACHOCT 32 MepHoia OT 52 CeIMUIIN CIIe/l TbPBOTO
MIPUJIOKEHNE HA U3MUTBAHUA JEeKapCTBEH NPoayKT. ChOTHOIIEHNETO Ha nanueHTuTe ¢ PGA oneHkana
n3unctenu (0) nan muanmanau (1) mnaku u choTHOIMEHHeTo Ha mocturHanute PASI 75 mokassa
pas3nuka Mexay rpynara JeKyBaHa ¢ YCTeKHHyMa0 M muiane0o rpymnaTa Ha MbpBaTa BU3UTA Ha
cenmuna 4 cien HadanHaTa, JOCTUTaliKu MakcuMyM 0 ceamuna 12. [TonoOpenusita B PGA, PASI,
CDLQI u PedsQL ce mogaepskar g0 ceamuria 52 (tadmuma 7).

Tabnuya 7: O6006wenue Ha nNvpPEUYHUME U 6MOPUYHUME KPAUHU MOYKU HA ceomuya 12 u
ceomuua 52

Iennatpuuno npoyusane npu ncopuasuc (CADMUS) (Bb3pact 12-171.)
Cenmuna 12 Cenmuna 52
[nane6o IIpenopbuurenna IIpenoppunrtenna
mo3a YcrekuaymMadb  |mo3a YcrekuHyMab
n (%) n (%) n (%)

IPanoMu3MpaHy MalMeHTH 37 36 35
PGA
PGA na m3urcrenu (0) nin 2 (5,4%) 25 (69,4%)* 20 (57,1%)
MHUHAMATHH (1)
IPGA na nzunctenu (0) 1 (2,7%) 17 (47,2%)* 13 (37,1%)
PASI
IPASI 75 pecnonnepu 4 (10,8%) 29 (80,6%)* 28 (80,0%)
IPASI 90 pectionaepu 2 (5,4%) 22 (61,1%)" 23 (65,7%)
IPASI 100 pecriorepu 1 (2,7%) 14 (38,9%)* 13 (37,1%)
CDLQI
CDLQI ot 0 i 1° | 6 (16,2%) | 18 (50,0%)" R0 (57,1%)
PedsQL
[IpoMsiHa CTIPSMO U3XOJTHO 3,35(10,04) 8,03 (10,44)* 7,26 (10,92)
HrBo Cpenno (SD)"
a  p<0,001

37



CDLQI: CDLQI e uHCTpYMEHT B AepMaTOJIOTHITA 32 U3MEPBaHe Ha eeKTa Ha KOXKHUS IpodIeM
BBPXY CBBP3aHOTO ChC 3/IPAaBETO KA4eCTBO HA XKHUBOT MpH NenuaTpruyHara nomynamus. CDLQI ot
0 w1 mokasBa, ye HiMa e()eKT BbPXyKadeCTBOTO Ha KMBOT Ha JIETETO.

B 5=0,002

PedsQL: PedsQL e obm1a ckana 3a u3MepBaHe Ha CBBP3aHOTO ChC 3APABETO KAYECTBO HA JKUBOT,
paspaboTteHa 3aynotpeda B IMOIMyJIAIMKTE Ha JTella U IOHOIIN. 3a Maredo rpynara Ha ceamumna 12,
n=236

A 5=0,028

[o Bpeme Ha mIane00-KOHTPOIUPAHU MEepro 10 ceaMulia 12, epukacHOCTTa Ha ABETE JO30BU
IPYIH, IPETIOPHUNTETHATA ¥ IOJIOBHHATA OT MPENOPBHYUTEIIHATA, KATO LU0 € CPAaBHHMA B
I’bpBUYHATA KpaitHa Touka (69,4 1 67,6% chOTBETHO), BBIIPEKH Y€ NMa TaHHHU Ha JO30B OTIOBOD 32
MO-BUCOKU CTOMHOCTH Ha KpuTepunte 3a edukacHoct (Hamp. PGA na uzuncrenu (0), PASI 90). Cien
ceqmuna 12, epukacHOCTTA KaTo LSUIO € MO-BHCOKA M MO-TIPOABIDKUATEIHA IIPH TpyIaTa ¢
MpEeNopbYNTEIHA 1033, B CPABHEHHUE C TPyTaTa Ha MOJIOBUHATA OT MPENOPbYUTEIHATA 1034, TIPH
KOSTO ce HabJI01aBa M0-4eCTO YMEpeHa 3aryoa Ha e(prKacHOCT B Kpast Ha BCEKHU 12-ceMHUYEH J030B
uHTepBai. [Ipopunute Ha Ge30MacHOCT Ha MPENOPBUYUTENHATA 1032 U Ha MTOJIOBUHATA OT
IperopbYNTENIHATA 71032 Ca CPABHUMH.

Jleya

EduxacHoctTa Ha ycTeknHyMab e npoyueHa rpu 44 nmeuaTpuvHU MalMeHTH Ha BB3pacT oT 6 1o 11
TOJMHU C YMEPEH JI0 TeXbK IUIAKOB [ICOPUA3UC B OTKPUTO, MHOTOLIEHTPOBO NpoyuBaHe ($aza 3 ¢ eaHo
pamo (CADMUS Jr.). [TanimenTTe Ca JeKyBaHH C MPENOpbUMTENHATA 1032 yCTeKHHyMa0 (BXK. TOUKa
4.2; n = 44) uype3 MOAKOKHA HHKEKUUA B ceamuuu 0 u 4, mocienBaHo OT MpUIaraHe BEJHBX HaBCEKU
12 ceammuru (q12w).

ITanmentu ¢ PASI > 12, PGA > 3 u ¢be 3acernata BSA naii-manko 10%, KoMTO ca KaHAUJATH 3a
CHCTEMHa Tepamnus ui GoToTepanus, ca OWI OIXOAIIH 3a mpoyuBaneTo. [Ipubmmsurenso 43% ot
MAIAEHTUTE UMAaT MPEIIeCTBAIIA SKCIIO3HUITHSI Ha KOHBEHIIMOHATHA CHCTEMHA TepaIus WIH
(dhotorepanus. [IpudbausutentHo 5% OT MAMEHTUTE UMAT MPEAISCTBAIA €KCIIO3UIUS Ha OUOJOTHYHU
CpencTBa.

[IspBuYHaTa KpaiiHa TOYKA € MPOIEHTHT MAMEHTH, TOCTUTHAIH cKOp Ha PGA m3unctenn (0) mim
muHuMaNHY (1) Ha cenmuna 12. Bropuunure kpaitnu Touku Bkiaousat PASI 75, PASI 90 u npomsaa
CHPSIMO U3XOIHOTO HUBO Ha JlepMaTOIOruyHMS HHACKC 3a KadecTBO Ha uBOT npu Aena (Children’s
Dermatology Life Quality Index, CDLQI) na cenmumnia 12. Ha cenmuna 12 manpeHTrTe, J€KyBaHH C
yCTeKHHyMa0, MMOKa3BaT KIMHUYHO 3HAYMMO 1MOI00pEeHUe Ha IICOPHA3HCca U CBBP3aHOTO ChC 3APABETO
Ka4ecTBO Ha XKHUBOT (Tabnuna 8).

Bcuuky nainueHTy ca mpociiesiBaHu 3a epUKacHOCT /10 52 CeIMUIM ClIe/ IbPBOTO MPUIIOKEHHUE Ha
MPOYYBAHOTO JIeKapcTBO. [IponeHThT HA ManueHTUTe Che CKOp Ha PGA m3uncrenu (0) win
muHuMaHY (1) Ha cenqmuta 12 e 77,3%. Eduxacnoct (onpenenena karo PGA 0 umm 1) e
HaO0JIF0/TaBaHa OIIe TPU IBPBOTO TIOCEIICHUE CIIEC] M3XO0THOTO HUBO Ha ceIMHUIIa 4, a MPOICHTHT Ha
MaUeHTUTE, TocTUrHamu ckop Ha PGA 0 wnu 1, ce moBumasa o ceamuia 16, kaTo ciex ToBa 0cTaBa
OTHOCHTENHO cTabmieH a0 cenmuna 52. [lomodpennsara Ha PGA, PASI u CDLQI ce mogabpxar 1o
ceammuria 52 (tabmmma 8).
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Taonuya 8 Ob06uienue na nvpeuuHamMa u 6MopuYHUmMeE KpaiiHu mouku Ha ceomuya 12 u na
ceomuua 52

IlennaTpuuno npoyusane npu ncopuasuc (CADMUS Jr.) (Be3pacr 6-11T1.)
Cenmuna 12 Cenmuna 52
TOPBHUNTEITHA 1032 TOPBHUNTEITHA T03ayCTEKHHYMa0
CTEKUHYMAa0
n (%) n (%)
BKJIFOYEHU MAllHEHTH 44 41
PGA
PGA na m3uncrenn (0) mim 34 (77,3%) 31 (75,6%)
MuHUMaTHH (1)
IPGA na nzuuctenu (0) 17 (38,6%) 23 (56,1%)
PASI
IPASI 75 pecnionnepu 37 (84,1%) 36 (87,8%)
IPASI 90 pecnionnepu 28 (63,6%) 29 (70,7%)
IPASI 100 pecrioniepu 15 (34,1%) 22 (53,7%)
CDLQI’
[Maruentn ¢ CDLQI > 1 Ha (N=39) (N=36)
M3XO0THO HUBO
CDLQI 0 nmm 1 24 (61,5%) 21 (58,3%)

@ CDLQI: CDLQI e HHCTpYMEHT B IepMaTONIOTHSATA 32 OIIEHKA Ha e(peKTa Ha KOXKHHUS TIPobIeM
BBPXY CBBP3aHOTO ChC3PABETO KAYECTBO HA KHUBOT NpHU neauaTpruyHara nomynamus. CDLQI 0
win 1 nokasBa, ue HAMa e()eKT BbPXY KauecTBOTO HA JKUBOT Ha AETETO.

Bonect Ha Crohn

be3omacHocTTa M e(puKacHOCTTA HAa YCTEKMHYMa0 ca OLCHEHHU B TPU PaHAOMU3UPAHU, TBOWHOCIIEIIH,
iane00-KOHTPOIMPAaHU, MHOTOLICHTPOBH ITPOYUYBAHHUS TIPU BH3PACTHH MAIIMEHTH C yMepeHa J0 TeXKKa
aktuBHa OonecT Ha Crohn (MHAEKC Ha akTUBHOCTTA Ha OojnectTa HAa Crohn (Crohn’s Disease Activity
Index, CDAI) > 220 u < 450). I[Iporpamara 3a KIMHAYHO pa3paboTBaHE ce ChbCTOHU OT JIBE 8-
ceIMUYHHM NpoyuBaHus ¢ nHTpaBeHo3Ha HHAYKIus (UNITI-1 u UNITI-2), nocnenBanu ot 44-
CeIMUYHO PaHAOMH3HPAHO MPOYYBaHE C MOJKOKHO NPUIIOKEHHE Ha mojabpxama qo3a (IM-UNITI),
NpeACTaBIsABAIIN 52-CeIMUYHA TEPATIHSL.

IIpoyuBanusra ¢ naaykuus BiaoyBaT 1409 (UNITI-1, n = 769; UNITI-2 n = 640) naruenTy.
[IppBUYHaTa KpaiiHa TOYKa 3a ABETE WHAYKIMOHHU NIPOYYBAHUS € MPOLEHTHT Ha YYaCTHUIIUTE C
KIIMHUYEH OTroBop (omnpeaeneH kato Hamanenne Ha CDAI ckopa ¢ > 100 Toukn) Ha ceamuiia 6.
Jannute 3a eukacHOCT ce chOMpaT U aHATM3HUPAT JIO CeIMUIIA 8 3a IBETE MPOYYBAHUSI.

ENHOBPEMEHHOTO MPUIIOKEHHE HA MTEPOPATHU KOPTUKOCTEPOUIH, UMYHOMOTYJIATOPH,
aMUHOCAHIINIATY M aHTHOMOTHIIM € pa3penieHo u 75% oT manueHTuTe MpoIbJhKaBar Ja MmorydaBat
Hal-MaiaKko €AHO OT TC3M JICKAapCTBa. B ABCTC MPOYUYBAHUA MALIUCHTUTE Ca paHAOMU3UPAHU A
MOJYyYaT €IHOKPATHO UHTPABEHO3HO MPEMOPBHUNTEIHATA 1032 OT NpuOIH3uTenHo 6 mg/kg B
3aBUCUMOCT OT TeJIECHOTO Teryio (k. Tabmura 1, Touka 4.2), dbukcupana go3a 130 mg ycreknaymao
win mane6o Ha ceamura 0.

ITarmmentute B UNITI-1 ca nekyBaHu HEyCHENTHO WM UMAT HEMMOHOCUMOCT KbM MpelecTBalia aHTH-
TNFo Tepamust. [Ipubnmsutentno 48% oT manueHTUTE ca JIGKYBaHH HEYCIIEITHO ¢ | mpeamecTpana
anTu-TNFa Tepanus, a 52% ca nekyBaHu HeycnemHo ¢ 2 uiu 3 npeamectsany antu-TNFo Tepanum.
B ToBa npoyuBane 29,1% oT mauueHTUTEe UMAT HEAOCTAThUEH HAYaJeH OTIOBOP (ITbPBUYHH
HepecroHaepn), 69,4% ca ce TOBIUSIIN, HO ca MPECTAHANIH J]a C€ TIOBIUSABAT (BTOPHYHH
HEpecTIoHaepH), a 36,4% nMat HemoHOCUMOCT KbM aHTH-TNFo Tepammmn.

ITaunenture B UNITI-2 ca nekyBaHM HEYCHEIIHO HAli-MaJIKO € €JHAa KOHBEHI[MOHAJIHA TePaIlns,
BKJTIOYUTEITHO KOPTUKOCTEPOHIU HITH KIMYHOMO/IYJIaTOPH, KaTO MM HE ca JIEKyBaHH JI0CETa C aHTH-
TNF-a tepanust (68,6%), uiu ca mosryyaBanu npeau Tosa aHTu-1TNFo Tepamnust, HO Ts e Onna
eycnemna (31,4%).
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B neere UNITI-1 u UNITI-2 3HaunMO MO-roJisiM MpOIEHT OT NAllMeHTUTE B rpymara, JIEKyBaHa C
yCTEeKnHyMa0, ca ¢ KIMHUYEH OTTOBOP U peMucHs B cpaBHeHue ¢ mianebo (Tabmuua 9). Knuanaausat
OTTOBOP U PEMHUCHSATA ca 3HAUMMH OIIE Ha CEAMULIA 3 TIPU MAIMEHTUTE, JIeKYBaHU C YCTEKUHYMa0, U
Te MPOABIDKBAT Ja ce moxoOpsBar 1o ceamuna 8. B Te3u npoydBaHus ¢ MHIYKIHS ePUKACHOCTTA €
MO-BUCOKA U Ce MOJABPKa [0-100pe B IpyIaTa ¢ 103a B 3aBUCHMOCT OT TEJIECHOTO TErJo, B
cpaBHEHHMe ¢ Tpynara ¢ Jo3a 130 mg u nopajy ToBa MpYU HHTPABEHO3HA MUHYKIIUS C€ IPENopbhyuBa
JIO3UPAHETO B 3aBUCUMOCT OT TEJIECHOTO TEIIO.

Tabauuya 9: Hnoykuyus na kaunuuen omzogop u pemucus 6 UNITI-1 u UNITI 2

UNITI-1* UNITI-2**
[Lnaune6on = |IlIpenopbuutellaanedoon = |IIpenopbuute
247 JHa po3a 209 JIHA 1034
YCTEeKHHYMAa0 YCTEeKUHYMa0
n =249 n =209
KinandHa peMucus, ceiMuna 8 18 (7,3%) 52 (20,9%) 41 (19,6%) | 84 (40,2%)?

Knuanuen orroop (100 Toukn), 84 (33,7%)°

cenMmuria 6

53 (21,5%) 60 (28,7%) | 116 (55,5%)"

Kmmmanaen otrosop (100 Toukn),
ceammuna 8

50 (20,2%) 94 (37.8%)] 67 (32,1%) | 121 (57.9%)"

70-TOUKOB OTTOBOp, ceaMuLa 3 67 (27,1%) 101 (40,6%)7 66 (31,6%) | 106 (50,7%)"

70-TOYKOB OTTOBOD, ceaMuIa 6 75 (30,4%) 109 (43.8%)% 81 (38,8%) | 135 (64,6%)"

Knunnunara pemucus e onpeneieHa kato CDAI ckop < 150; KnuHUYHUAT OTTOBOP € ONpenesieH KaTo
namaseraue HaCDAI ckop ¢ Hait-manko 100 TOYKY WM HACTHITMIIA KIIMHUYHA peMuCHsT 70-TOYKOBHUAT
OTTOBOD € ompeneneH karo Hamanenne Ha CDAI ckop ¢ Haii-manko 70 Touku

* Heycnex Ha antu-TNFa Tepanus

** Heycnex Ha KOHBEHLIMOHAJIHATA Tepanus

a <0001
6  p<0,01

B npoyusanero ¢ nogubepixkaiia tepanus (IM-UNITI) ca oneHenn 388 manueHTH, KOUTO TOCTHTAT
100-TOoYKOB KIMHWYCH OTTOBOP HA CEAMUIIA 8 OT HHAYKIHITA ¢ yCTeKnHyMab B nmpoyuBanus UNITI-1
u UNITI-2. [TanmenTrTte ca paHIOMU3APAHU HAa CXeMa Ha TOIhPIKAIIO JCUCHUE C TIOIKOKHO
npuinoxxenre Ha 90 mg ycrekuaymab npe3 8 cenmunu, 90 mg ycreknayMab npes 12 ceaMuny nwin
Iane0o B MpoIbDkeHne Ha 44 ceiMuIy (3a perophbUUTENHATA MO IbpIKAIIA 1032 BXK. TOUKa 4.2).

3HaYMMO MO-TOJISIM MPOLEHT MALMeHTH B TPYNHUTE, JIEKYBaHU C YCTEKUHYMa0, MOAIbPKAT KIMHAYHA
peMucHsi 1 OTTOBOp Ha ceamuia 44 B cpaBHEHHE ¢ TpylaTta Ha manebo (Bxk. Tadmuna 10).

Taobnuua 10:11000vpotcane na knunuunus omeoeop u pemucusn 6 IM-UNITI (ceomuua 44; 52
ceomMuyuom 3ano4eane ¢ UHOyKyUoOHHama 003a)

nanedo* 90 mg 90 mg
n=131" ycTeKMHYMa0 [ ycTekMHymMa0
npe3 8 npe3 12
ceqMUIT ceIMHITN
n =128 n=129f
Knuuu4Ha peMucus 36% 53%" 49%°
KiimHMYEH OTroBOp 44% 59%° 58%°
Knnanynaa pemucusi 6€3 KOPTUKOCTEPOHUIH 30% 47%° 43%"
KiTHHUYHA pEeMUCHS IPH TAIUEHTH:
B pEMHCHS B HAYAJIOTO Ha MmoJibpkamararepans | 46% (36/79) | 67% (52/78)* 56% (44/78)
KOUTO ce BKJIIOUBAT 0T npoyusaneCRD3002* 44% (31/70) | 63% (45/72)° 57% (41/72)
KOUTO HE ca JeKyBaHu aocera ¢ antu- TNFa 49% (25/51) | 65% (34/52)" 57% (30/53)
repanvis
KOMTO Ce BKIIF0UBAT oT npoyusaneCRD3001° 26% (16/61) ©41% (23/56) 39% (22/57)
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Knunnunara pemucust e onpenenena karo CDAI ckop < 150; KnuHHUHUAT OTrOBOp € ONpeesieH KaTo

HamaseHue HaCDALI ckop ¢ Hail-manko 100 TOUKM WK HACTHIMIIA KIMHUYHA PEMUCHS

* [I'pynara Ha m1ane6o ce CbCTOU OT MAalUEHTH, KOUTO €a CE IOBIUSIM OT YCTEKMHYMal U ca
PaHIOMU3UPAHH JaNoyvaBarT 1mianedo B Ha4aloTo Ha MOAbpKallaTa Tepamnusl.

1 INamenTH, kouto uMaT 100-TOYKOB KJIMHUYEH OTTOBOP KbM yCTEKMHYMa0 B HA4anoTo Ha
HOJABbpXKALIATA TEPAIIUS

I ITanmeHTH, KOUTO HE ca CE€ MOBIUAIM OT KOHBEHLIMOHAJIHATA Tepamnus, HO He aHTU- T NFa Tepanus
ITanmenTH, KOUTO ca pedpakTepHH WK UMAT HEITOHOCUMOCT KbM aHTH-TNFo Tepanms

p <0,01

p <0,05

HOMHUHAIHO 3HagnMa (p < 0,05)

W O\ & wn

B IM-UNITI 29 ot 129 nauueHTy He NOAABPKAT OTTOBOPA KbM YCTEKHHYMa0 IpU NPUIIOKEHHE TIpe3
12 ceaMuITH 1 € TO3BOJICHO KOpPUTHPaHEe Ha J03aTa Taka, ue J1a IoJydaBaT yCTeKuHyMao mpe3 8
ceamuiy. 3arybata Ha oTroBop € onpenenera kato CDAI ckop > 220 touku u > 100 Touxu
nouieHue crpsamo uzxoaaust CDAI ckop. Ilpu Te3n nanueHTH KIMHUYHA PEMUCHS CE ITOCTUTA MTPU
41,4% ot nauueHTuTe 16 cenMuLM ciel KOPUTUPAHE HA J03aTa.

[TaumeHTHTE, KOUTO HE Ca IOCTHTHAIM KIMHUYEH OTTOBOP KbM MHAYKIMS C YCTCKHHYMa0 Ha CeIMHLIA
8 ot mpoyuBanusTa ¢ uaaykius UNITI-1 u UNITI-2 (476 nanuenTtn), ca BKIFOYECHU B
HEpaHJOMH3HpaHaTa 4acT OT mpoy4yBaHeTo ¢ noaabpxama Tepanust (IM-UNITI) u ca momxyunnu
MOJIKOKHA MHXKEKIM ¢ yeTeknHymad 90 mg o toBa Bpeme. Ciiey ocem ceaqmunu 50,5% ot
MAIMEHTUTE ca MOCTUTHAIN KIMHUYEH OTTOBOP U Ca MPOIBIIKIIIH J1a TIOJIy4aBaT Mo IbpKaiia
Tepanus npe3 8§ ceqmuiiy. [lopeueTo oT Te3W MaMEHTH C MPOABIDKUTENHA TIOIbPIKaIla Teparnus
moIspkat oTroBop (68,1%) u mocturat pemucus (50,2%) Ha cenmuia 44, KaTo IPOLEHTHT UM €
1Mo100€H Ha TO3H MPH MALUEHTUTE, KOUTO MbPBOHAYAIHO Ca C€ MOBIUSIM OT HHAYKLIHNS C
YCTEKHHYMaO.

Ot 131 nanueHTH, KOUTO ca ce MOBJIUSIM OT UHAYKIHA C YCTeKHUHYMal U ca paHIOMU3HpPaHU B
rpynara Ha rmiamne0o B Ha4aJoTO Ha POYYBAHETO C MOAIbprKAaIla Tepans, 51 BrociueacTeue ca
3aryOmim oTroBopa cu u ca noiy4mnu 90 mg ycrekuaymMad moakoxxHo mpe3 8 ceamunu. [loBedero ot
MAIUeHTUTE, 3aryOniIx OTTOBOPa CU U MOAHOBUIIM JICUSHUETO ¢ YCTEKMHYMa0, ca ro HaIpaBUJIH B
pamkuTe Ha 24 cemMUI OT MHAYKIMOHHaTa uHdpy3us. Ot te3u 51 naruentu 70,6% nocrurar
KJIMHUYEH OTroBop U 39,2% nocTurat KIMHWYHA peMucus 16 ceqMuuu ciell NoJy4aBaHeTo Ha
ITbpBaTa MOJKOKHA /1033 YCTEeKUHYMao.

B IM-UNITI nauuenTuTe, 3aBbPIIMIM IPOYYBAHETO A0 ceamuia 44, ca moAXoAsIIy Ja IPOAbIKAT
JICYCHUETO B MIPOIBIDKEHNE Ha TIpoyuBaneTo. [Ipu Becnukute 567 MarueHTH, BKIIOYCHH HA U JICKyBaHU
C YCTEKHHYMAa0 B MPOIBKCHUETO HA IPOYYBAHETO, KIIMHUYHATA PEMUCHS U OTTOBOPHT OOUKHOBEHO
ce MoAAbpIKAT I0 ceamuia 252, kakto npu 6oHUTE ¢ HeycneX Ha TNF-repanuunte, Taka u npu
MAalHUEHTUTE C HEYCIIeX Ha KOHBEHIIMOHAIHUTE TEPAuu.

He ca YCTaHOBCHH HOBU C’BO6pa)K€HI/I$I, CBBbpP3aHU C 6630HaCHOCTTa, B IPOABJDKCHUECTO HA TOBA
IMpoOy4BaHC ,Z[OS TOJWHHA Ha JICHCHHUC IIPU MAIMUCHTH C 6oinect Ha Crohn.

Enoockonus

BBHIIHUAT BU HA TMTaBULIATA € OLICHEH EHAOCKOIICKHU MPH 252 MalueHTH C MOIX0AA11a U3X0AHA
€HJIOCKOIICKA aKTUBHOCT Ha 3a00JIsIBAHETO B €IHO MOANpoyYBaHe. [IbpBHYHATA KpaliHa TOYKA €
MPOMSIHA OT U3XOJAHOTO HUBO Ha ONPOCTEHUS CHIOCKOIICKU cKop Tipu Oonect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcTaBeH CKOp OT 5 WII€0-KOJIOHHU
CerMeHTa 3a HaJiuue/pa3Mep Ha S3BUTE, MPOIEHT Ha JIMTaBHYHATA MTOBBPXHOCT, MOKPHUTA OT S3BH,
MPOIIEHT Ha JIMTaBUYHATA IOBBPXHOCT, 3aCeTHATA OT JPYTH JIC3UH, U HAINYHE/BUJT HA
CTeCHsIBaHHATA/CTpUKTYypuTe. Ha cenmuna 8, ciien eiMHIYHA MHTPaBeHO3HA WHAYKIIMOHHA /1032,
npomsiHaTa B SES-CD ckopa e mo-ronsima B rpymara Ha ycrekuayma0 (n = 155, cpenna npomsiHa = -
2,8) OTKOJIKOTO B TpynaTa Ha miarebo (n =97, cpeana nmpomsHa = -0,7, p = 0,012).
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Ioenussane na pucmynume

B exna nmoarpyna naumeHTu ¢ ApeHupany GUCTyIr Ha u3XoaHo HUBO (8,8%; n = 26), ductynure Ha
12/15 (80%) oT JeKyBaHUTE C YCTEKMHYMaO MAI[MCHTH CE MOBJIMUSIBAT B IPOABDKCHUE HA 44 CeIMUIU
(onpeneneno kato > 50% HamajeHUE OT U3XOAHO HUBO B IPOYYBAHETO C MHIYKIHMS Ha Opos Ha
IOpeHupamure GUcTynn) B cpaBHenue ¢ 5/11 (45,5%) ¢ mnane6o.

Kauecmeo na srcueom, cevpsano cwve 30pasemo

KauecTBOTO Ha )XKMBOT, CBBP3aHO ChC 3/IPaBETO, € OLIEHEHO NMOCPEACTBOM BBIpocHUK npHu
BB3MANTETHH 3200 sBanns Ha depBarta (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BeIpocHunn SF-36. Ha ceamuna 8 marueHTuTe, MoaydaBaiii yCTeKHHYMa0, ITOKa3BaT CTATUCTHICCKU
3HAYMMO MO-TOJIIMO U KIMHUYHO 3HaYMMO moao0penue Ha ooums 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 ¢ miare6o. B mpoyusanero IM-UNITI mo cemmutia 44 Te3u mogo0OpeHus
OOMKHOBEHO Ce MOAABbPKAT MO-100pe NPH JEKYBaHH C YCTCKMHYMAa0 MaleHTH B CPaBHEHHE C
iane6o. [TomoOpeHneTo Ha Ka4eCTBOTO Ha KUBOT, CBBP3aHO ChC 3[[PaBETO, OOMKHOBEHO CE 3aIla3Ba
npe3 [sI0TO MPOABIIKEHHE JI0 cenMmuna 252,

HmyHOoreHHocr
ITo Bpeme Ha JiedeHHE ¢ YCTEKHHYMa0 MOTaT Jla Ce pa3BUAT aHTHUTENA CPEIly YCTEKMHYMa0 1

MOBEYETO OT TAX ca HeyTpanusupaiy. O0pa3yBaHEeTO Ha aHTHTENA CPelly YCTEeKHHyMab € CBBP3aHo ¢
TIOBHIIICH KJIIMPBHC HAa YCTCKUHYMa0 mpu nauenTtu ¢ 0osiect Ha Crohn. He ¢ HaOmotaBaHa HaMaseHa
eukacHocT. He ce HaOmr01aBa 0ueBHIHA 3aBUCHMOCT MEX/Ty HaJTMYMETO HAaaHTHUTENA CPELy
YCTeKHMHYyMab U 1MosBaTa Ha PeaKkIny Ha MACTOTO Ha MH)KEKTHPAHe.

leanaTpuyna nomynanus

EBponeiickara areHuys 10 JieKapcTBaTa oTiara 3abJKEHUETO 3a IPEIOCTaBsIHe Ha Pe3yITaTUTE OT
MIPOyYBaHUATA C yCTEKHHYyMal B e/1Ha WM TI0BeYe MMOATPYIH Ha TeInaTpUIHATa MOIyJIaIis pU
6onect Ha Crohn (Bk. Touka 4.2 32 uHGOpPMAIHI OTHOCHO yIOoTpeda B MeIUaTPHITA).

5.2 ®apmakokMHETHYHHU CBOiicTBA

AOcopbuus
MenuanaTta Ha BpeMe 3a TOCTHUTaHe Ha MaKCHMaJTHAa CEpyMHA KOHIICHTpamus (tmax) € 8,5 mHu cien

€JTHOKpATHO MpuiiokeHre Ha 90 mg MoJIKOKHO TMPH 3/IpaBU NalueHTd. Menuvanara tmax Ha
yCTEeKUHYMaO clie]] €MHOKpaTHO MpIiIokeHue Ha 45 mg win 90 mg MOAKOKHO MPHU MAITUEHTH C
TICOPUA3UC Ca CXOJHU C HAOJIOJaBaHUTE TIPH 3]JPaBU MAIMCHTH.

AbcomoTHaTa OMOHAINYHOCT Ha YCTeKMHYMa0 ciie]] €IHOKPATHO TTOAKOKHO NPUIIOKCHNE EU3UNCIICHA
Ha 57,2% npu manuueHTH ¢ Icopuasmc.

Pasnpenenenue
MenuanaTa Ha oOemMa Ha pasnpeziesicHne B TepMuHanHara (aza (Vz) cien eqHOKpPaTHO HHTPABEHO3HO

MIPHUIIOXKEHHE TIPH MAIMEeHTH C IIcoprasuc Bapupa ot 57 go 83 ml/kg.

Buorpanchopmarius
TouyHUAT METa0OJIMTEH BT HAa YCTEKUHYMAa0 HE € U3BECTECH.

Enumunupane
Menauanata Ha cuctemuus knupbHC (CL) cnen eIHOKpaTHO MHTPABEHO3HO MPUIIOKEHUE TTPU

MAIMEeHTH C rcopuasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. Mennanara Ha noxyxuBora (t1/2) Ha
yCcTeKnHyMa0 € MpuOJIN3UTENTHO 3 CeAMHLN NPH MALUEHTH C IICOpUa3HC, IICOPUaTHICH apTpUT, O0IecT
Ha Crohn u Bapupa ot 15 10 32 1HU BB BCHUYKHM NPOYYBAHUS Ha ICOPHAZKC U IICOPHATUYCH aPTPHT.
CowraacHo npoBeieH hapMakOKMHETHUEH aHAT3 Ha monmyJauusaTa npuBuaAHUAT knupbHe (CL/F) u
npUBHIHUAT 00eM Ha pasmpenenenue (V/F) ca ceorBetno 0,465 1/d n 15,7 | npu nanmenTH ¢
ncopuasuc. CL/F Ha ycTekuHyMal0 He € 3aBUCUM OT ToJia. Pe3yaTaTu OoT nmomynanuoHeH
(hapMaKOKMHETHYCH aHAJTN3 IOKa3BaT, Ye UMa TCHICHIINS KbM TI0-BHCOK KIMPBHHC HA YCTEKHUHYMa0
IpU MaUEHTUTE, JaJIU MTOJIOKHUTENIEH PE3yJTaT Ha U3CIeIBAHETO 3a aHTUTENIa CPEIly yCTEKnHyMao.
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JIuHeHOCT Ha Jo3aTa

CucremHara excrio3us Ha ycrekuayMab (Cmax u AUC) ce yBenn4aBa o HaYMH, TPUOIU3UTEIHO
IPONOPLHOHANIEH Ha [103aTa, CJIe] €JHOKPATHO HHTPABEHO3HO NPHUJIOKEHUE Ha 103 B IPaHULATA
mexay 0,09 mg/kg u 4,5 mg/kg unm ciiex eTHOKPATHO IMOAKOKHO MPUIOKEHHE Ha TO3H B TPaHUIIATa
MexTy 24 mg 1 240 mg npu NaueHTy ¢ ICopHasuc.

EnununyHa cpelly MHOrokpaTHa J103a

[Ipodunure Ha cepyMHa KOHIICHTpAIUA-BPEME HA YCTEKUHYMAa0 ca MPUHIUITHO MPEIBUANMU CIIC]]
MOJIKOKHOTO TIPUJIOKEHHE Ha €THOKPATHN U MHOTOKpaTHH 11o3u. [Ipu mamuenTu ¢ ncopuasuc
CTaIlMOHApHUTE CEpYMHHU KOHIIEHTPAIIMU Ha yCTEeKHHYyMa0 ca TOCTUTHATH B cenMuIia 28 ciexn
I'EPBOHAYATHY MTOAKOKHM 103U B cenmutin 0 u 4, mocieiBanu OT T031 Ha BCEKU 12 ceaMuIiy.
MennanaTa Ha cTallMOHapHATa CEpyMHA KOHIIEHTpalus € B rpanuiuTe Mexay 0,21 pg/ml u 0,26
pug/ml (45 mg) u mexmy 0,47 pg/ml u 0,49 pg/ml (90 mg). Hama oueBnaHO KyMyIHpaHe BcepyMHaTa
KOHIIEHTpalMs Ha YCTeKHHYMa0 ¢ BpEMeTo, KOraTo ce Impujiara oJK0KHO Ha BCeKH 12 ceMHULIN.

[Tpu nauuentu c 6onect Ha Crohn cien nHTpaBeHO3HA 103a 0T ~6 mg/kg ce mpuara noaKoXxHa
oAmbprkama Tepamus oT 90 mg ycrekuaymad mpe3 8 wiu 12 cenMuIm, KOATO 3altovBa Ha CeaIMuUIIa 8.
KonuenTpanus Ha ycTeknHyMab B CTallMOHAPHO CHCTOSHHUE CE JJOCTHra KbMHAYaJIOTO HA BTOpaTa
nojabprKama no3a. [pu nanuentu ¢ 6onect Ha Crohn MeauanaTa Ha Hail- HUICKUTE KOHLIGHTPALH B
CTAITMOHAPHO ChCTOsTHUE Bapupa ot 1,97 pg/ml no 2,24 ug/ml n ot 0,61 pg/ml go 0,76 pg/ml 3a
ycreknayMab 90 mg choTBEeTHO Tipe3 8 cenmuny wiu rpe3 12 cenqmunu. Hali-Huckure HuBa Ha
ycTeKnHyMal B CTAllMOHAPHO ChCTOSIHKE, omydeHH pu 90 mg ycreknHyMab npes 8 ceaMuiy, ca
CBBP3aHHU C II0-BHCOKA YECTOTA Ha KJIMHUYHA PEMHCHUS B CDaBHEHHUE C Hali-HUCKUTE HUBA B
cTannoHapHO cheTosHME cnex 90 mg npe3 12 cenmury.

BnusiHue Ha TeraoTo BepXY hapMakOKHHETHKATA

B nposenen nonynanuoHeH ¢papMakOKUHETHYIEH aHAIN3, KbAETO Ca U3MOI3BaHM JAHHH OT MAllMEHTH C
MICOPHA3UC € KOHCTAaTHPaHO, Y€ TeJIECHOTO TETIIO € Hal-3HaunMaTa KoBapHaTa, BIHseIIa BbpXY
KJIMpBHCa Ha ycTeknHyMmad. Meauanata Ha CL/F npu nmanuentu ¢ terno > 100 kg e npubausurento ¢
55% mo-Bucok B cpaBHeHHe ¢ manueHTy ¢ Terio < 100 kg. Mennanara Ha V/F nipu maryieHTy ¢ Terao
100 kg e npubnmsurenno ¢ 37% mo-BUCOK B cpaBHEeHHUE ¢ manueHTH ¢ terio < 100 kg. Meinanarana
MUHHAMAJIHU CEPYMHHU KOHICHTPALUK Ha yCTeKMHyMal MpH MalueHTH ¢ mo-roysiMo terno(> 100 kg) B
rpynara c¢ no3a 90 mg ca moJo0H Ha T€3H MPH ManueHTHTe ¢ mo-maiko terio (< 100 kg)s rpymara ¢
no3a 45 mg. [Tog00Hu pe3ynaTaTu ca MOy4YeHH OT HOTBhPAUTENICH (hapMaKOKHHETHUCH
MOMYJIAIIMOHEH aHAJIN3, KBJETO Ca M3M0JI3BaHU JaHHU OT MAIMEHTH C ICOPHATHYEH apTPHUT.

Kopurupane Ha 4ecToTaTa Ha IPHIOKCHNE

BB3 ocHOBa Ha HAOMIOIaBaHUTE MaHHU U nomynannonanTe ®K aHanu3u mpu nanueHTy ¢ 6oect Ha
Crohn panzoMu3HMpaHUTe yYaCTHUIH, KOUTO IPECTAHAT Aa CE MOBIHSBAT OT JICYEHHETO, UMAT I10-
HHCKHU CEpyMHH KOHIICHTPAIN! Ha YCTEKMHYMa0 BbB BPEMETO B CPAaBHEHHUE C YIACTHHIIUTE, KOUTO HE
ca 3aryoumnu otroBop. I[Ipu 6onectra Ha Crohn kopurupaneTo Ha go3ara ot 90 mg Ha Bceku 12
cenmuny Ha 90 mg Ha BceKU 8 CEIMUIIM € CBBP3aHO C MOBHUILIABAHE HA Hal- HUCKUTE KOHIIEHTPAIUN
Ha yCTeKHHyMa0, KaTo TOBa Ce ChITBTCTBA C IIOBHIIABAaHE HAa €PUKACHOCTTA.

CrenmanHu nonyJaanuu
Hsma HannuHu GapMakOKMHETHYHU JaHHU NP MALUEHTH ¢ yBpelneHa ObOpedHa Wil YepHOApOOHa
¢yskuus. He ca nmpoBeaeHN KOHKPETHH IPOYYBaHU [IPY IALMEHTH B CTAPUECKa Bb3pacT.

(DapMaKOKI/IHCTI/IKaTa Ha yCTeKI/IHyMa6 KaTo [AJI0 € CpaBHUMA MCKAY MALIUCHTU C IICOPUA3UC OT
a3MaTCKU U HCA3WMATCKU IIPOU3XO/I.

[pu naruentu ¢ 6osiect Ha Crohn BapnaOUIHOCTTA HA KIMPHHCA HA YCTCKUHYMAO Cce TIOBIUSIBA OT
TEJIECHOTO TETJIO, HUBOTO Ha CEPYMHUS allOYMUH, I10JIa ¥ CTaTyca M0 OTHOIIIEHUE Ha aHTHTEJaTa
cpenty ycTekKnHyMa0, TOKaTo TEIIECHOTO TETJIO € Haii-3HauMMaTa KOBapHara, BIHsEIa BEpXy ooeMa
Ha paznpenenenue. OcBeH ToBa npu 6osectTa Ha Crohn KIMPBHCHT ce MOBNHsIBa 0T C- peaKTHBHUS
MIPOTEHH, CTaTyca M0 OTHOIIIEHUE Ha Heycrex Ha JedeHueTo ¢ TNF-anTaronucty u pacara (a3uaTcku
CHpSAMO HEA3MaTCKH MPOU3X0/). Bb3melicTBHETO HA Te3U KOBapHaTH € B paMkuTe Ha +20% oT
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TUIIUYHATA WU ped)epeHTHATa CTOWHOCT Ha choTBeTHU DK mapamersp, mopaau ToBa He ©
HeoOXoAMMa KOPEKIIHS Ha JI03aTa 3a Te3H KoBapuaTu. EmHOBpeMeHHaTa yroTpeda Ha
UMYHOMO/TYJIATOPH HSAMA 3HAUUTEIIHO BJIUSHUE BHPXY Pa3Npe/Ie/ICHUETO Ha YCTEKUHYMa0.

Pesynrtatu oT papMakKOKHHETHYCH aHAIN3 HA MOMYJIAIMATa HE TIOKA3BaT BIUSHUE HA TIOTIOH WITH
AJIKOXO0J BEPXY (hapMaKOKHHETHKATa Ha YCTEKUHYyMao.

buonanuunoctTa Ha YCTCKI/IHyMa6 CJIC MPUJIOKCHUEC CHC CIIPUHIOBKA WA MMPEABAPUTCIHO
HaIlTbJIHCHA MU CaJIKa € CpaBHUMaA.

CepyMHHTE KOHIICHTPAI[H Ha YCTEKWHYMa0 NpH MeAUaTPUYHU MALMEeHTH C TICOPUA3UC, Ha BB3PacT OT
6 1o 17 roguHu, JeKyBaHH € MPENOPBUNTENIHATA [103a CIOPE]] TEIECHOTO TErJIo, Ca CPABHUMH C TE3U
IpY Bb3pacTHATA MOMYyJIalus ¢ ICOPUA3UC, JIEKyBaHa C 103a 3a Bb3pacTHU. CepyMHUTE KOHLIEHTPaLuu
Ha yCTeKWHyMab NpH MeJuaTpUYHU MalueHTH Ha Bb3pacT 12-17 roaunu ¢ ncopuazuc (CADMUS),
JIEKYBaHH C ITOJIOBHHATA OT NPEHOPBUYNTEIIHATA 1032 CIIOPE TEJICCHOTO TETJIO0, Ca 3HAYUTEIIHO I0-
HHCKH OT T€3U IIPU Bb3PacTHH MAlUEHTH.

Perynupane sa CYP450 en3zumu

Edexture Ha 1L-12 mmm [L-23 BepXy perymupaneTo Ha CYP450 eH3umMuTe ca OIeHEHH B in Vitro
MPOYYBaHE C U3IMOJI3BAHE HA YOBCIIKKM XEHAaTOI[UTH, KOSTO Mokasea, ye [L-12 u/umm 1L-23 ¢ HuBa oT
10 ng/ml He npomensT aktuBHOcTTa Ha YoBelkuTe CYP450 enzumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
i 3A4; Bk. Touka 4.5).

[IpoBeneHo e oTkpuTO MpoyuBaHe (aza 13a nekapcrBern BzaumozericTiust CNTO1275CRD1003 3a
OlLIeHKa Ha epeKTa Ha yCTeKUHyMal BbPXY €H3UMHATa akKTUBHOCT Ha nuToxpoM P450 crnex unmykuus
Y TIOITBPIKAIIO JO3UPAHE MPH MaIMeHTH ¢ akTuBHA 60sect Ha Crohn (n=18). He ca mabmonaBanm
KJIMHUYHO 3HaYHMU NMPOMEHH B ekcriosunuara Ha kodend (CYP1A2 cyGcerpar), Bapdapun

(CYP2C9 cyberpar) omenpazon (CYP2C19 cy6erpar), aekcrpomeropdan (CYP2D6 cyGerpar) nim
munazonam (CYP3A cyberpat), Korato ce U3MoI3BaT ChIIBTCTBAILO C YCTEKMHYMal mpu ogo0peHara
NpenopbYHTENHA JO3UPOBKA NpH ManueHTH ¢ 6onect Ha Crohn (Bx. Touka 4.5).

5.3 IpeakJMHUYHH JAHHU 32 0€30IIACHOCT

HexnuHuYHUTE JaHHM HE MTOKa3BaT 0cOOEH PUCK (Halp. TOKCHYHOCT Ha OPraHHUTE) 3a Xopa Ha 0azarta
Ha MIPOYYBAHMUS 32 TOKCHYHOCT MIPU MHOTOKPATHO MpHUJIaraHe, TOKCHYHOCT 3a Pa3BUTHUETO U
PENpOIyKTHBHA TOKCHYHOCT, BKJIFOYATETHO U (papMaKOJIOTHYHHUTE OLEHKH 32 Oe3omacHocCT. [Ipu
NPOYYBaHUS 32 TOKCHYHOCT 33 Pa3BUTHETO U PEIIPOAYKTHBHA TOKCHYHOCT MPH JIBJTOOMAIIATH MaKaIllld
He ce Ha0I0AaBaT HeXeNaH! eeKTH BbpXY (pepTuinTeTa Ipu MBKKHTE, KAKTO U BpOJeHH Ae(ekTn
W TOKCUYHOCT 3a pa3BuTHeTo. He ce HaOmoqaBaT Hexxenanu ehekTd BbpXy (pepTmimTera npu
JKEHCKHTE TIPH yIIoTpeOaTa Ha aHaJOTHIHO aHTUTUIO cpenty 1L-12/23 mpu MHAIIKH.

Jlo30BuUTE HMBA B IPOYYBaHMS PHU KUBOTHH ca 01130 45 IBTH MO-BUCOKH OT Hal-BHCOKaTa
€KBHBAJICHTHA 034, TIPEABIKIaHA 3a IPHIIOKEHUE NP MALUEHTH € TICOPHA3UC, U BOIAT 10
MaKCHMAaJIHU CEPyMHH KOHIIEHTPAIMX pH MaitMyHH, KouTto ca Hax 100 mbTH MO-BHCOKHU OT
KOHIIEHTpAIUUTe, HAOII0JaBaH! TIPH X0OPa.

He ca npoBexxaanu nmpoy4yBaHus 3a KAPUIWHOTEHHOCT C YCTEKHHYMa0 Mopajy JHUIcaTa Ha MOIXOISIIIN
MOJIETN 33 aHTUTSIO Oe3 KpbcTocaHa peakTUBHOCT KbM 1L-12/23 p40 Ha rpuzaun.

6. DAPMALEBTUYHU JAHHHAN

6.1 Chnucbk Ha NOMONLIHUTE BeleCTBA

L-xuctunaun

L-XHUCTHINHOB MOHOXUAPOXJIOPH]] MOHOXUAPAT
ITommcopbar 80 (E433)
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3axaposa

Hatpues xunpokcun (3a kopekius Ha pH)
XIopoBOOpOIHA KUCETHHA (32 Kopekius Ha pH)
Bona 3a umxexuu

6.2 HecbBMECTHMOCTH

[Ipu nunca Ha Mpoy4YBaHHS 32 HECHBMECTUMOCTH, TO3U JICKAPCTBEH MPOYKT HE TPSOBA J1a CE CMECBa C
JPYTH JIEKapCTBEHH MPOAYKTH.

6.3 Cpok Ha rogHoct

Usrenty45 mg MHXXEKIIMOHEH Pa3TBOP
2 rOIWHU

Usrenty45 mg MHXEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAIBJIHEHA CITPUHIIOBKA
3 roguHU

Usrenty90 mg MHXEKINOHEH pa3TBOP B MPEABAPUTEIHO HAIIBIHEHA CIPUHIOBKA
3 roguHU

OTtnenHuTE NpEABAPUTEIIHO HAITBIHEHU CIIPUHIIOBKH MOKE 1a C€ ChXPaHABAT MPH CTaliHa
temneparypa g0 30°C enHOKpaTHO 3a nepuoj; MakcuMyM 110 30 THU B OpUTrMHANIHAaTa KapTOHEHa
OITaKOBKa, 32 Jla Ce MPEAIa3saT OT CBETINHA. 3allMIIeTe JaTaTa, Ha KOSTO IIPEABAPUTENIHO HAITbJIHEHATA
CIPUHLIOBKA € U3BaJICHA 33 IBPBU IIbT OT XJIAJWIHUKA U AaTaTa Ha U3XBHPJISTHE HA 0003HAYCHNUTE Ha
BBHIIIHATA KAPTOHEHA OIMaKOBKa MecTa. JlaraTa Ha 3XBBpISHE HE TPAOBA /1a € CIIe/l OPUTHHATHHS
CPOK Ha rOJTHOCT, OTII€YaTaH BbPXY KapTOHeHaTa onakoBka. Cien KaTo BEAHBK CIPUHIIOBKATa € Onia
ChXpaHsABaHa Npu craiiHa Temmeparypa (10 30°C), Ts1 He TpsA6Ba J1a ce Bpblia B XJIQAUIHUKA.

N3xBbpIieTe CIPUHIIOBKATA, aKO HE CE U3I0JI3Ba CJIe]] ChXpaHEHHE MPH CTaifHa TeMIepaTypa B
PaMKHUTC Ha 30 JHU WK CJICA U3TUYaHC Ha OPUT'MHAJIHKA CPOK HAa 'OJHOCT, B 3aBUCUMOCT OT TOBa, KOC
OT JIBETE HACTBIIH MO-PAHO.

6.4 CrnenuanaHu ycJIOBHSI Ha CbXpaHeHHe

Ja ce cexpansBa B xiaagmaHuK (2°C — 8°C). [la He ce 3aMpazsBa.

CoxpansiBaiiTe rakoHa WU TMPEIBAPUTEITHO HAITBJIHEHA CIIPHHIIOBKA B KAPTOHEHATA OTIAKOBKA, 3a 11a
ce Mpearnasu oT CBETJIMHA.

AKoO € He00X0TMMO, OTJICITHUTE MPEIBAPUTEITHO HATBIITHEHH CIIPUHIIOBKY MOXKE JIa Ce ChXpaHsIBaT MPH
ctaifHa Temreparypa 10 30°C (Bx. Touka 6.3).

6.5 Bwuau cbabp:KaHUe HA OMAKOBKATA
Usrenty45 mg MHKEKIIMOHEH Pa3TBOD

0,5 ml pa3tBop BBB (prakoH OT cThKIIO TUI | ¢ 06eM 2 ml, 3aTBOpEH Che 3amyluanka oT OyTHIOBa ryMa
CIIOKpHTHE.

Usrenty45 mg MHXEKIIMOHEH pa3TBOP B IPEABAPUTENHO HAbJIHEHA COPHUHIIOBKA
0,5 ml pa3tBop B cipuHLIOBKa OT cTHKJIO THIl | 1 ml ¢ dpukcupana urna ot HepbxKIaeMa CTOMaHa U
npeanasuten Ha urinara. CipuHIIOBKaTa € cHa0AeHa ¢ yCTPOMCTBO 3a MaCHUBHA 3aIlIUTA.

Usrenty90 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTEIIHO HATBIIHEHA COPUHIIOBKA
1 ml pa3TBOp B CIpUHITOBKA OT CTHKIO T [ 1 ml ¢ ¢hukcupana uria ot HepbKIaeMa CTOMaHa U
npeanazuten Ha urnara. CipuHIOBKaTa ecHa0JIeHa ¢ yCTPOICTBO 3a TaCHBHA 3aIIIHTA.

Usrentyce pa3npocTpaHsiBa B OIakoBKa M0 1 ¢u1akoH Win onakoBKa 1o | mpeaBapUTeTHOHAIIbIHEHA
CIIPUHIIOBKA.
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6.6 CroeuuaJjHu NpeanasHy MepKHU NPHU U3XBbPJIsIHE U padoTa

PastBOpBT BBB (priakona Usrentyniu nmpeaBapUTEIHO HATbIHEHATa CIPUHIIOBKA HE TpsiOBa ace
pasknama. Pa3tBopbT TpsAOBa Ja ce mpoBepH BU3YaTHO 3a HATMYMETO HAa TBBPAM YaCTUIH WIN
IIPOMSIHA Ha I[BETA, IPEIH J1a C€ IPUIIOKH MOIKOXKHO. Pa3TBOPBT € OUCTHD 10 JIeKO OMajecleHTeH,
0e31BeTeH 710 OJE0KBIT U MOXKE J1a ChAbPiKa HAKOJIKO IPeOHH TIOIYIPO3pavyHU HIH OCTTH YaCTHIIH
npoterH. To3u BBHIIEH BUJI HE € HEOOMYAeH 3a IPOTEMHOBUTE pa3TBOPH. JIeKapcTBEHHUAT MPOIYKT HE
TpsiOBa Ja ce ynorpe0siBa, ako pa3TBOPBT € ¢ IPOMEHEH LBST WIX MBTEH WIH aKO ChIbP)Ka BUIUMU
gyxnu yactuy. [Ipean npunarane UsrentyTpsiOBa J1a IOCTUTHE CTaifHa TeMmepaTypa
(mpuONIM3UTENHO 32 OKOJIO MOJIOBUH Yac). [lonpoOHu ykazaHus 3a ynorpeba ca Npe1oCTaBeHH B
JIMCTOBKATA 32 MAIlUEHTA.

UsrentyHe cbIbpka KOHCEPBAHTH, 3aTOBA HEU3MOI3BAHUSAT JICKAPCTBEH MPOIYKT, OCTaHAT BHB
(bnakoHa W CIpUHIIOBKATa, HE TPsiOBa Aa ce u3noa3pa. Usrentyce A0CTaBsl KaTO CTEpUIICH (hJIaKOH 3a
€HOKpaTHa yrmoTpeda Wil MpeIBapuTeTHO HAITbJIHeHAaTa CIIPUHIIOBKA 32 €THOKpaTHa ynorpeoa.
CrpHuHIIOBKAaTa, MIJIaTa ¥ (pIakoHbT HEe TPSOBA Ja ce U3I0J3BaT NOBTOpHO. Hensnonspanusr
JICKApCTBEH MPOAYKT WM OTHAJBYHUTE MAaTEPUAIIU OT HETo TPsiOBa Ja Ce U3XBBPJIAT B CHOTBETCTBHE C
MECTHUTE U3UCKBaHUSL.

Koraro ce u3noisea eqH0/1030B (hJIaKoH, IPErnopbyBa e U3MOA3BAHETO Ha CIIPUHIIOBKA OT 1 ml ¢ uriia
27G, Y2 uau (13 mm).

7. INPUTEXATEJI HA PASPEIIIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Ireland, D13 R20R

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Usrenty 45 mg HH)KEKIIMOHEH Pa3TBOP
EU/1/25/1973/001

Usrenty 45 mg MHKEKIIMOHEH pA3TBOP B IIPEABAPUTEIHO HANBIHEHA CIIPUHIIOBKA
EU/1/25/1973/002

Usrenty 90 mg MHKEKIIMOHEH PA3TBOP B IIPEABAPUTEIHO HANBIHEHA CIIPUHIIOBKA
EU/1/25/1973/003

9. JATA HA ITBbPBO PA3ZPEINABAHE/IIOJJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[Jata Ha mepBo pa3pemanane: 17 centemspu 2025 1.

10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA
<{Ad mecen I'TTT}>

[MoapoOua nHpOpManus 3a TO3U JEKapCTBEH MPOAYKT € MpeaocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIus 1o JieKapcTrara https://www.ema.europa.eu/.
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V To3u nekapcTBEH MPOIYKT MOJICIKN Ha TOMMBIHUTEIHO HaOmroeHre. ToBa 1ie mo3Bou Obp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CIICIUAIICTH Ce
M3KCKBa Jla ChOOIIaBaT BCsKa MOI03MPaHa HeXXeIaHa Peakiius. 3a HauMHa Ha ChOOIaBaHe Ha
HEXEJIaHU PeaKkliu BUXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Usrenty45 mg MHKEKIIMOHEH Pa3TBOP B MPEABAPUTEIIHO HATBIIHECHA MTUCAIKA
Usrenty90 mg MHKXEKIIMOHEH Pa3TBOP B MPEJIBAPUTEIIHO HAIThJIHEHA MHUCAJIKA
2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Usrenty45 mg WHKEKIIMOHEH Pa3TBOP B MMPEBAPUTEIHO HAIbJIHCHA MHCAIKA
Bcesika mpeaBapuTennHO HaTbITHEHA MTUCANKa ChAbPka 45 mg ycrekuayMab (ustekinumab) B 0,5 ml.

Usrenty90 mg WHKEKIIMOHEH Pa3TBOP B MPEABAPUTEIHO HAIbJIHCHA THCANIKA
Bcesika npeaBapuTenHo HambIHEHA MUcalka chabpxka 90 mg ycreknaymad (ustekinumab) B 1 ml.

Ycreknnymab e m3usio yoBemko [gG 1k MOHOKIIOHATHO aHTUTAIO0 KbM nHTepieBKuH (IL)-12/23,
NPOM3BEICHO B MUEJIOMHA KJIEThYHA JIMHUS HA MUIIKH € TOMoIITa Ha pekomOnHanTHa JJHK
TEXHOJIOTHSL.

3a IBJIHASA CIIMCHK HA ITOMOIIHUATE BEIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Usrenty45 mg MHKEKIIMOHEH PAa3TBOP B NPEIBAPUTEIHO HATBbJIHEHA UCAJIKA
MHxeKunoHeH pa3TBOp

Usrenty90 mg WHKEKIIMOHEH Pa3TBOP B NPEABAPUTENIHO HATBbJIHEHA NUCANKA
MHxeKunoHeH pa3TBop

PaztBOpBT € OUCTBp, Oe31BEeTeH 10 OJIeI0KBIIT, kKato pH Ha cheTaBa € ot 5,7 10 6,3. OcMONTaTUTETHT
Ha pa3TBopa ¢ ot 274 1o 342 mOsmol/kg.

4. KJIMHUYHHU JAHHHU
4.1. TepaneBTHYHHM NOKa3aHUS

IInaxoB ncopmasuc

Usrentye nokasaH 3a JIeUCHHE Ha yMEPEH JI0 TEXBK IUIAKOB NICOPHUA3UC MPH BH3PACTHH, KOUTO HE ca ce
MOBJIHSJIM, UMAT IPOTUBOIIOKA3aHUS MM HEIOHOCUMOCT KbM JIPYTH CUCTEMHH TEPAITUH, BKIIOUBAIIN
rukiocnoput, Merorpekcatr (MTX) wnu [TYBA (nicopanien u yntpaBroieToBU A 1pum) Tepamnus (BK.
Touka 5.1).

IIcopuatuueH aprpurt (PsA)

Usrenty, caMOCTOSITEITHO Wi B KoMOnHarus ¢ MTX, e moka3aH 3a jiedeHne Ha aKTHBEH IICOPUATHICH
apTPUT NP Bb3PaCTHU MAIMECHTH, P KOUTO OTTOBOPHT KbM IPEAICCTRAIIO JICUCHUE C
HeOnonornyHu MoaudUIUpanty oonecTra aHTHpeBMaTonaHu JekapctBa (DMARD) e 6un
HeJ0cTaTh4eH (BXK. Touka 5.1).

Bonect Ha Crohn
Usrentye nokasaH 3a JeueHHe Ha Bh3PACTHHU MAIMEHTH C yMepeHa JI0 TeXXKa aKTHBHA 00JIecT Ha
Crohn, KOUTO ca Ce MOBIMSIN HEAOCTATHYHO, BEUE HE CE MOBJIMUIBAT MM UMAT HEMOHOCHMOCT KbM
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KOHBCHIMOHAJIHATA TEpaIus WU KbM aHTaroHUCT Ha TNFa.
4.2. Jlompomca U HAYMH HA NPUJIOKCHUE

Usrentye nipeiHa3HaueH 3a ynoTpeda moja prKOBOACTBOTO U HAJ30pa HA JieKap C OTHT B
JIMATHOCTHUITUPAHETO U JICYEHUETO Ha 3a00IsBaHus, 32 kKouto Usrentye mokasas.

EO3I/I[20BK3

IImakoB mcopuasuc
IIpenopruntennara go3upoBka Ha Usrentye HauaigHa 103a 45 mg, mpuiiokeHa MOAK0KHO, TTOCIeABaHA
oT n03a 45 mg 4 cenMuLIM MO-KBCHO U CJIE€J TOBA Ha BCeKU 12 ceamunu.

HpI/I alMCHTH, KOUTO HE Ca CC IMOBJIMAIHN OT JICUCHHUCTO 10 28 CCOAMHIIN Tpi[6Ba Ja ce ooMmucIu
IIPEKpPAaTABAHC HA TCPAIIUATA.

THayuenmu c menecno meeno > 100 kg

3a marenTu ¢ TeaecHo Terio > 100 kg mepBoHavanHaTa n03a ¢ 90 mg, npuiioKeHa MoAKOKHO,
nocneaBana ot jJo3a 90 mg 4 ceaMuIM 1Mo-KbCHO U Clie]] TOBa Ha Beeku 12 cenmuiu. [lpu Te3u
MaIMeHTH J103aTa 45 mg chIlo € euKacHa, HO MMo-rojisiMa eukacHOCT uMa jgo3ara 90 mg (Bxk. Touka
5.1, Tabnuna 4).

Ilcopuatnued apTput (PsA)

IIpenopruBanaTa no3upoBka Ha Usrentye HaganHa 103a 45 mg, IpUI0KEeHA MOAKOXKHO, TOCTIeABaHa
oT 1032 45 mg 4 ceIMHULIU MTO-KBCHO U CJEN TOBA HAa BCEKU 12 ceagMUIM. ANTEPHATUBHO, IPU
MaIUeHTH ¢ TenecHo Terno > 100 kg, moxe ma ce uzmonssar 90 mg.

HpI/I nanucHTH, KOUTO HE Ca CC IIOBJIMAIIN OT JICYCHUECTO O0 28 CCIAMHUIIN TpiI6Ba Ja ce ooMmucIn
MIPCyCTAaHOBABAHC HA JICUCHUCTO.

Cmapuecka 6v3pacm
He e HeoOxomuMo KopUrupaHe Ha J03aTa Py NAlMeHTH Ha 65 U moBeve ToAnHA (BXK. Touka 4.4).

bvopeuro u uepnoopobHo y8pescoane
He ca nposexnanu npoyusanus ¢ Usrentynpu Te3u nomyiianuu nanuentu. He moxe na ce gane
MIpeNnopbKa 3a 103aTa.

THeouampuuna nonynayus

BbesonacHoctTa 1 emkacHocTTa Ha Usrentynpu Jienia ¢ IIcoprasuc Ha Bb3pacT 1Mo 6 TOWHU WU TIPU
Jlelia ¢ copuaTuyeH apTpuT 1o 18-rojuiiHa Bs3pacT BCe Ollle He ca ycTaHOBeHH. [IpeaBapuTeinHo
HaIlbJIHCHATA NMCAJIKa HC € IPpOYyYBaHa IIpu nNeauarpuiHaTa nomyJjaanusda U He C€ MPEropbiBa 3a
ynorpeda npu neguaTpuvHy narueHTy. Bikre Touka 4.2 ot KXII Ha npeaBapuTenHO HaTblIHEHATA
CIPYHIIOBKA 32 TO3UPOBKATA M HAYMHA Ha MPUIIOKEHUE TP TIeTUATPUIHN NAIIMEeHTH Ha 6 U ToBede
TOJUHH C TICOPHA3HC.

Boxecr Ha Crohn

B cxemara Ha neueHue mppBara qo3a Ha Usrentyce mpuiiara HHTpaBEHO3HO. 3a JO3UPOBKATa MPU
HMHTpaBeHO3HA cxeMa Ha mpuiiarane BukTe Touka 4.2 ot KXII na Usrenty130 mg xoH1eHTpaT 32
WH(Y3UOHEH Pa3TBOP.

[IspBOTO MOKOXKHO TprioxkeHne Ha 90 mg UsrentyTps6Ba 1a ce U3BBPIIM Ha ceaMulia 8 cien
MHTpaBeHo3HaTa J1o3a. Ciel ToBa ce MmpernopbyBa NpUIOKeHUe nmpe3 12 ceamunu.

[NanenTH, KOUTO HE CE MOBJIUSABAT JOCTATHYHO JI0 8 CEMHUIT CJIe]] ITbPBATa MMOIKOXKHA /1033, MOXKE
Jia oJyvat BTOpa MOAKOXHA /1032 110 TOBa BpeMe (BXK. Touka 5.1).

[ManmenTH, Tpu KOMTO MMa 3aryda Ha OTTOBOP IPH MpHIIaraHe npe3 12 ceaMuIy, MoKe ja UMaT 1oj3a
OT MOBHIIIEHNE HA YECTOTaTa Ha MPHUIIOKEHHE Tpe3 8 cenMuIu (BXK. Touka 5.1, Touka 5.2).
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BrniocnenctBue qo3ara Moske J1a ce mpuiiara Ha ManueHTUTe Mpe3 8 CeIMUIU WiTH 1pe3 12 ceIMUIH B3
OCHOBa Ha KIIMHWYHA MpereHka (BxK. Touka 5.1).

TpsbBa 1a ce 0OMHCTH IPEyCTaHOBSBaHE Ha JICYCHUETO MPH MAIeHTH, KOUTO HE TIOKa3BaT JIaHHU 3a
TepamneBTUIHA 1MoI3a 16 ceaAMUITH ClleN i.V. MHAYKIIMOHHA 1032 WIIA 16 CeIMUITH Clie]] IpeMIHABaHE
KBbM TpHjIaraHe Ha IOJAbpIKallla 03a Ipe3 8 ceAMUIIH.

[IpunoxxeHneTo Ha UMYHOMOTYIATOPH /WM KOPTHKOCTEPOHIN MOXKeE J1a TIPOIBIDKH 110 BpeMe Ha
JICYCHHUETO C yCTeKnHyMal. [Ipu manueHTuTe, KOUTO ca ce MOBIHUSIIN OT JICUEHUETO ¢ YCTEKUHYyMao,
MPUIOKEHUETO HA KOPTUKOCTEPOUIN MOXKE JIa CE HAMAJI WJIH J1a C€ TIPEYCTAaHOBH B CHbOTBETCTBUE ChHC
CTaHJIApTa Ha JICYCHUE.

[pu 6onect Ha Crohn, ako TepanusiTa ce MPeKbCHE, MOJHOBIBAHETO HA JICUSHHETO C MOAKOKHO
NPUIOKEHHE Npe3 8 ceIMHUIHM € 0e3011acCHO U €()eKTHBHO.

Cmapuecka év3pacm
He e HeoOxomuma KopUrupaHe Ha J1o3aTa Mpy MalueHTH Ha Bb3pacT 65 U noBeue roJuHu (BK. TOUKa
4.4).

bvopeuno u uepnodpobro yepesicoarne
UsrentyHe € Mpoy4BaH MPH TE3H MOMyIaluK narueHTH. He Morar fa ce HampaBsT NpenopbKy 3a
JI03UpaHe.

Tleouampuuna nonyrayus
BesonachoctTa n epukacHocTTa Ha Usrentynpu Jieuenue Ha 6osectta Ha Crohn npu Jena Ha Bb3pact
mox 18 ronuHM Bee o1mle He ca yCTaHOBEHU. JIuIceBar nanHu.

Hauwn Ha npuiokeHue

Usrenty45 mg 1 90 mg mpenBapuTeIHO HATBIHEHH MMUCATKH Ca CaMo 3a TOJK0XKHO WHXKeKTupaHe. 1o
BB3MOXKHOCT KOXKHHTE YYaCThIU C U3SIBEH IICOPUA3UC TPSAOBA J1a ce N30ATBaT KaTo MICTO Ha
UHKEKTHPAHE.

Cren moaxoaamo o0ydeHue 3a TeXHUKaTa Ha MTOAKOKHO WH)XCKTUPAHE MAIMEHTUTE WM TEXHUTE
OoxHOTIIeAauu Morat Aa nHxekTupaT Usrenty, ako JekapsT pely, 4ye ToBa € ymMecTHO. Bee mak
JIEKapsT TPsIOBa J1a OCUTYPH TTOAXOISIIO IPOCIICIIBaHe HA MalueHTUTE. [lareHTHTe HiTn TEXHUTE
OomHoTNeaun TpsiOBa a ObIaT MHCTPYKTUPAHU J1a MHKEKTUPAT MPEIITHUCAHOTO KOJTHISCTBO
UsrentychriacHO yKka3aHHATa B JIMCTOBKaTa. [logpoOHM yka3zaHuUs 3a MPUIOKEHUE ca JTAJICHU B
JINCTOBKAaTa.

3a mo-HATaTBIIHU YKa3aHHsI 32 IPUTOTBSIHE U CHICHUAIHY MPEANa3Hu MEPKU NPpH paboTa BIKTE TOUKA
6.6.

4.3. IIpoTuBomoka3zaHus
CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MM KbM HIKOE OT MOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

KimanaHo 3HaunMMa, akTHBHA UH(EKIUS (HAIp. akTUBHA TyOepKyJi03a, BXK. Touka 4.4).

4.4. CpoeumajHu npeaynpexaeHus U Mpeana3sHu MepKH NMpuU ynorpeda

IIpocnenumoct
3a nma ce momo0pu IPOCICTUMOCTTa Ha ONOJIOTHYHUTE JICKAPCTBEHH MPOIYKTH, UMETO U TTAPTHIHUST

HOMeEp Ha MPUJIOKEHHS IPOIYKT TpsiOBa SICHO Ja ce 3alucBar.

Undexnnn

YcTekuHyMab Moke Jja Ma TIOTEHIINAN /1a yBeJIM4aBa prcka oT HH(EKINHU U J1a peaKTUBHpa JaTeHTHU
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uHpekuy. [Ipy KIMHUYHY TPOYYBaHUS M MOCTMAPKETHHIOBO OOCEPBAIMOHHO MMPOYYBAHE MPH
MAIUEHTH C MICOPHA3KC CE HAOMIOIaBAT CEPUO3HN OAKTEpUAITHY, THOWYHU ¥ BUPYCHHU UH(EKIUU MPH
MAIUEHTH, IPUEMAIi YCTeKHHyMa0 (BX. Touka 4.8).

[Ipu nanueHTH, JeKyBaHHU C YCTEKMHYMA0, ce ChoOIaBa 3a OMOPTIOHUCTHYHHN WH(PEKIIUU, BKITFOYBAIIH
peakTUBHpaHe Ha TYOSPKYII03a, APYTH ONMOPTIOHUCTHYHHN OAKTEPpHATTHH HHPEKIHH (BKIIOYUTEITHO
aTHITMYHA MUKOOaKTepraliHa HHPEKIH, MCHUHTUT, IPUYMHEH oT Listeria, MTHEBMOHHMS, TIPUYNHEHA OT
Legionella, u HOkap103a), OMOPTIOHUCTHYHU MHUKOTUYHU UH(PEKIIUU, OIOPTIOHUCTUYHHA BUPYCHU
UHOEKITNH (BKIIOYUTEITHO CHIIC(ATNT, TPUYUHEH OT XePIIeC CUMITIEKC 2) U MTapa3uTHA WHEKITHH
(BKJITFOUMTETHO OYHA TOKCOIIIa3MO03a).

TpsbBa na ce MoAXoka ¢ MOBHUIIIEHO BHUMaHHE, KOTaTo ce 00Chka mpuiioxkeHnero Ha Usrentynpu
MAIAEHTH C XPOHUYHU WHOEKIINH WK aHaMHe3a 33 peruanBupana HHheKnus (BX. Touka 4.3).

[Ipenu 3anmouBaneTO Ha nedeHue cbe UsrentymanueHTuTe TpsiOBa Ja ce u3cieBaT 3a TyOepKyIo3Ha
nHpekusa. Usrentyne TpsaOBa 1a ce puiiara Impy MarieHTH ¢ aKTUBHA TyOepKyo3a (BxkK. Touka 4.3).
JleuenueTo Ha JaTeHTHA TYOepKyJI03HA MH(EKIHs TPSOBA Ja 3aM0vYHe IPEIH MPUIOKESHUETO Ha
Usrenty. AHTUTYOEpKYJIO3HATA TepaIus ChIIO TPsOBa J1a Obe 00CHACHA IPEIN HAYAIOTO Ha JICUCHUCS
cbe Usrentympu MaIieHTH ¢ aHaMHe3a 3a JIATeHTHA WM aKTHBHA TyOepKyIio3a, IIpy KOUTO HEe MOJKeE /1a
ce MOTBBP/M aJeKBaTeH Kypc Ha jieueHue. [larpenture, mpueMaiiu Usrenty, TpsOBa 1a ce
Ha6JIIOILaBaT BHHUMATCIHO 3a MPpU3HAIU U CUMIITOMU HAa aKTHBHA Ty6ep1<yno3a 10 BpEMEC Ha JICHCHUCTO
U CIIe]] HETO.

[ManmenTure TpsiOBa 1a OBAAT HHCTPYKTUPAHU JIA IOTHPCAT JICKAPCKU CHBET, aKO CE MOSIBSIT MPU3HAIIH
WM CUMIITOMHU, TPEATIoaramy nH(peKus. AKo ManueHT pa3Bue cepruo3Ha NH(EKINs, ChbCTOSIHUETO
My TpsiOBa BHIMATEITHO J1a ce cienu u UsrentyHe TpsiOBa J1a ce mpuiiara, I0KaTo nHpEKIusaTa He 0bae
OBIIQJISTHA.

31mokavecTBeHH 3a00IIBaHHS

NmyHOCYynpecopu KaTo yCTeKHHYMad UMaT MOTEHIMAJ J1a YBEJTMYaBaT PUCKa OT 3JI0Ka4eCTBEHU
3abosnsBanus. Hsikou marieHTH, KOUTO ca MpUEeMaNd yCTeKHHyMal B KJIMHUYHY NMPOYYBAHUS U B
MOCTMAPKETHHTOBO 0OCEPBAIIMOHHO MPOYYBAHE MPH MAIMEHTH C MICOPUA3KC, Ca PA3BHUIIN KOXKHU U
HEKOXXHU 3JI0Ka4eCTBEHH 3200 1sBaHuA (BXK. ToUKa 4.8). PHCKBT OT 3710Ka4eCTBEHHN 3a00JITBAHHS MOXKE
Ja € MO-BUCOK ITPU MaluCHTHU C IICOpHUAa3UC, KOUTO Ca JICKYBaHU C IPYyTrU OHMOJIOTHYHU JICKapCTBa B
X0/1a Ha 3a00JISIBAHETO.

He ca mpoBexxaanu npoydBaHusi, B KOUTO yUacTBAT MAIMECHTH C aHAMHE3a 32 3JI0KAYeCTBCHU
3a00JIIBaHUs WK B KOUTO MPOJIbIDKABA JICYCHUETO HA MALMEHTH, Pa3BUIIM 3JI0KAUYECTBEHO 3200 sIBaHE
0 BpeMe Ha IpreMa Ha ycTeknHyMa0. 3aToBa TpsiOBa Ja ce OX0K/1a C TOBUIIIEHO BHUMaHUE,
KOTaTo ce 00CHKIa MPIIIOKEHUETO Ha YCTEKMHYMa0 MPH Te3W NaIeHTH.

Bcenuky nanmenTy, mo-crenuanao te3u Haja 60 ToAuHY, TallMeHTH ¢ aHaMHe3a 32 MPOIbIDKUTEITHA
UMYHOCYIIpECHBHA Tepallns WU TaKuBa ¢ aHamHe3a 3a [ITYBA-tepanus, TpsiOBa na ce HabmromaBar 3a

MOsIBa Ha pakK Ha Kokara (BxK. Touka 4.8).

CucremMHu u pecnrparopHy pC€aKiMi Ha CBPbXYYBCTBHUTCIHOCT

Cucmemnu

Cepro3HH peakilii Ha CBPbXUYBCTBUTEIHOCT Ca OKJIAJBAHH B TOCTMAPKETHHTOBHU YCIIOBHS, B HAKOU
CIIy4ad HSKOJIKO JHHU Clief JieueHueTo. Mma ciaydaun Ha aHaduiakcus U aHruoeaeM. AKO ce IOSBH
aHa(pUIIAKTUYHA WM JPyTa CEpUO3HA PEaKIUs Ha CBPBbXUYBCTBUTEIHOCT, TPAOBA Jla CC HA3HAYH
MOJIXOISAINA Tepanvsl ¥ mpuiioxkeHneto Ha UsrentyTpsiOBa 1a ce mpeycTaHoBH (BkK. ToUKa 4.8).

Pecnupamopnu

Crnyuyau Ha aJIepTUYCH aJBEOJINT, CO3MHO(DMITHA THEBMOHUS ¥ HEMH(EKIIMO3Ha OpraHu3upaIia
ITHEBMOHHUS ca ChOOIIEHN TT0 BpeMe Ha TOCTMapKeTHHIOBaTa yrorpeda Ha ycTekuHyMao. Kimnananute
MPOSIBY BKJIIOYBAT KAIIUIUIIA, TUCITHES U UHTEPCTULUATHA HHPUITPATH CIIE]] €[HA JI0 TPH JI03H.
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CepHo3HUTE TOCIICIUIIH BKIFOUBAT AUXATEIHA HEAOCTATHYHOCT M MPOIBIDKUTEITHA XOCTUTATH3AIHS.
IMomobpeHue e choOIaBaHo el MPEYCTAHOBIBAHE HA JICUCHUETO C YCTEKUHYMA0 U B HSIKOU CITy4Yau
MIPH MIPUJIOKEHHUE HA KOPTUKOCTEPOUIH. AKo Objie U3KIItoueHa HH(PEKIIMS U TUarHo3aTta ce MOTBbP/IH,
MIPUJIOKEHUETO HAa yCTEKHHYMal TpsOBa Jia ce MPEYCTAaHOBHU U JIa CE 3aIl0YHE MOIXOISINO JICUCHUE
(Bxk. Touka 4.8).

CopIeYHOCHA0BH CHOUTHS

[Ipu manueHTH ¢ ICOPHA3KC, C EKCIIO3UIUS Ha YCTEKMHYMa0, B TOCTMapKETUHTOBO 00CEPBAIMOHHO
[IPOyYBaHe ca HAOJI0JaBaHH ChPACYHOCHI0BH CHOUTHS, BKIFOUUTEIIHO HH(APKT HAa MUOKap/a 1
MO3bUHO-ChJIOB MHIIUJCHT. PUCKOBUTE (hakTOpHU 3a ChPJICUHOCHIOBO 3a00IsIBaHe TPsIOBa ja ce
OIICHSIBAT PEJIOBHO IO BpeMe Ha JiedueHueTo che Usrenty.

Bakcunarnmm
[IpenopbuBa ce 1a He ce MpUIIaratT XKUBH BUPYCHU WU JKUBU OakTepuaiinu BakcuHu (kato BIIXK)

enHoBpeMeHHO che Usrenty. He ca mpoBek1aHU KOHKPETHH MTPOYYBaHUS NPU NAIIMEHTH, BEPXY KOUTO
HACKOpO € TpuJjlaraHa KMBa BUPYCHA WJIH KUBa OakTepraiHa BakcHHA. HsiMa maHHM 32 BTOPUYIHO
npeaaBaHe HAa MHMEKIUS Ype3 )KUBU BAKCHHU MPH MAIIMEHTH, TIOTyYaBally ycTeKuHyMao. JleueHuero
cbe UsrentyTpsiOBa 1a ce MpeycTaHOBU Hal-MajKo 3a 15 ceIMUIIM Cliel ociaegHarta 103a npeau
MOCTaBSHETO Ha JKMBa BUPYCHA WMJIH JKMBa OaKTepraliHa BAKCHHA U MOJXKE J1a Ce Bb30OHOBH Hail-MaJKo
2 ceMHIIM ClIe]] BAKCUHUPaHETO. JlekapuTte, MpeAnucBamiy JeKapcTBOTO, TPSAOBaA Jla HAIIPaBsIT
crnpaBka ¢ KpaTkara xapakTepucTHKa Ha IPOIyKTa 32 KOHKPETHATa BAKCHHA 32 JOIIBIIHUTEIHA
wHOpMAITHS U yKa3aHUS 32 ChII'BTCTBAIIO MPHUIIOKEHIE HA IMYHOCYIIPECHBHU JIEKapCTBa CIe]
BaKCHHHUPAHE.

He ce npenopruBa npuiarane Ha >xuBU BakcuHH (kaTo BLDK BakcuHa) npu kbpMadera, ¢ €KCIIO3ULIUS
Ha yCTeKuHyMao in utero, B IpOIBbIDKEHUE Ha JIBAaHAJIECET MEceLa CIIe ] PasKAaHEeTO UM JOKaTO
CEepyMHHTE HUBA HAa yCTEKMHyMal MpH KbpPMAadeTO CHaHAT 10/ HUBOTO HA JETeKIHs (BXK. TOUKH 4.5 u
4.6). AKo e HaMIe KaTeropuiHa KIMHAUYHA M0J13a 38 OTIACITHOTO KbpMaue, MOXKe Jja c€ 0OMHUCIN
NpuiIarale Ha )KMBa BaKCHHA B IT0-PaHEH MOMEHT, aKO HE C€ OTKPHUBAT CEPYMHU HUBA Ha
YCTEKHHYMao.

[Tanuenture, kouto ynorpebssar Usrenty, MOke Ja MOTydaT €THOBPEMEHHO MHAKTHBUPAHH HITH
yOUTH BaKCHHHU.

Jbarocpounoto neyenne cbe UsrentyHe MOTHUCKA XyMOPAJTHUS UMYHEH OTTOBOP KbM
MTHEBMOKOKOBHUTE TIOJIM3aXapHUIHN BaKCHHH WM KbM BaKCHHUTE CpeIly TeTaHyc (BX. Touka 5.1)

ChIbTCTBAIIA UMYHOCYNIPECHBHA TEPATIHS

[pu nmpoy4BaHus pH NCOPUA3KC HE ca OICHIBAHU 0€30MacHOCTTa U e(hUKACHOCTTA HA YCTEKUHYMa0
B KOMOMHAIMS C UMYHOCYTIPECOPH, BKJIFOUUTEITHO OMOJIOTNYHY MPOIYKTH Wi (ororeparus. [Tpu
NpPOYYBaHUS MPH NICOPUATHUYCH apTPUT, CAHOBpEMEeHHaTa ynoTpeba Ha MTX He noBiusBa
Oe3omacHoCTTa B e(hUKaCHOCTTA HAa yCTEKHHYMa0.

B npoyuBanusita npu 6onect Ha Crohn ¥ yIJepo3eH KOJIUT eHOBpEMEHHATa yrioTpeba Ha
MMYHOCYTIPECOPH WIH KOPTHKOCTEPOUAN M3TJICKAa HEe MOBIHsIBa O€30MacHOCTTa WK €PUKACHOCTTA
Ha yctekuHyMa0. TpsOBa 1a ce moAXoXkaa ¢ MOBUIIEHO BHUMAaHHUE, KOTAaTO ce 00ChkKAa
eHOBpEeMeHHaTa ynorpeba Ha Ipyru uMyHocyIpecopu u Usrentynsu pu MPEeMHUHABAHETO KbM
JieYeHre ¢ APYTH OMOJIOTUYHU UMYHOCYIPECOpH (BXK. Touka 4.5).

HUmyHoTtepanus
yCTeKI/IHYMa6 HEC € OLICHsIBAH HpI/I ManueHTH, KOUTO Ca IIoJJjiaraHu Ha I/IMYHOTepaHI/IH 3a aneprmzl. He (]

HU3BCCTHO JaJIk USI'GIltYMO)Ke Ja C€ O0Tpa3u Ha UMYHOTCpaNuATa Mpu aJICpTrruu.

CepHo3HH KOKHH 3a001IBaHUs

[Ipu marnueHTH ¢ ICOpHA3KC ce ChOOIIaRa 3a ClIyyan Ha eKC(hOJIMATUBEH JIEPMATHUT CIIS/ JICUCHHUE C
ycreknHyMa0 (BK. Touka 4.8). [TaneHTHTE ¢ TIIAKOB ICOPHA3KUC MOXKE Ja PA3BUAT CPUTPOACPMHUUCH
MICOPHA3HUC KaTO YacT OT €CTECTBEHUSI X011 Ha 3a00JIIBaAHETO ChC CUMIITOMHU, KOUTO MOYKE OT KIIMHUYHA
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IJIeIHA TOYKa 3 He Ce OTINYaBaT OT eKC(OIMaTUBHUSA AepMaTHT. JlekapuTe TpsaOBa Ja BHUMABar 3a
CHUMIITOMH Ha €pUTPOJEPMHUUCH NICOPUAZNC U €KC(HOIHATUBEH AEPMATUT KAaTO 4acT OT
MOHHMTOPUPAHETO Ha TIICOpHa3Kca MpHY NMaleHTa. AKO Te3U CUMIITOMH Ce MOSBAT, TpsAOBa Ja ce
3amoyHe noaxonsmo geueHue. [IpuemsbT Ha UsrentyTpsOBa na ce mpeycTaHOBH, aKO HMa ChbMHEHHS 32
JIEKapCTBEHA PEaKIU.

3aboJisiBalusl, CBBEP3aHH C JIYITYC

Crnyuan Ha 3a00JsBaHMs, CBBP3aHH C JIYIYC, C& ChOOINABAT MPU MAIUEHTH, JICKYBaHU C YCTCKUHYMAO,
BKJIIOUHTEIHO KOXKEH JIYIIyC EpUTEMATOCC U JIymyc-1o00eH cuuapoM. [Ipu Bb3HUKBaHE HA JIC3HH,
0COOCHO Ha MU3JI0KCHHUTE Ha CIBHIIC YYaCThIIM Ha KOXKATa, UJIK aKO T€ C€ ChITBTCTBAT OT apTpaIrus,
MAIMEeHTHT TPSAOBA J]a MOTHPCH HEe3a0aBHO JEKapCKa MOMOIIL. AKO ¢€ IOTBBP/IAT 3a00IsIBaHUS,
CBBP3aHH C JIyMyC, YCTCKMHYMAa0 TpsiOBa Jla ce MPEYCTAHOBH U JIa C€ 3al0YHE MOAXO/ISIIO JICUCHHUE.

Crenuaiany DonyJainu

Cmapuecka 6v3pacm

B xIuHWYHATE U3MUTBAHUS TIPH OA00PECHHUTE TTOKa3aHMs HE ce HaOMIoAaBaT ChIIECTBEHN PA3INIHs B
eukacHOCTTa WM 0€30MaCHOCTTA IIPU MAIMEHTH Ha 65-TOMIIIHA Bb3PACT U MO-TOJICMH, KOUTO
MoJTyYaBaT YCTEKUHYMa0, B CPAaBHEHHUE C MMO-MJIa/Id NAIlMeHTU. BposT Ha malnueHTUuTe Ha Bh3pacT 65
TOIWHU U TIO-ToJIeMU 00ade He € OCTaThUCH, 3a J1a CE OTPEICSITH JAIH CE TMTOBIHABAT Pa3IMIHO OT I10-
MJIQINTE TANMeHTH. Thi KaTo pa3mpoCcTpaHeHUETO Ha HHPEKIMH CPEJ cTapuecKaTa IMOITyJIaius KaTo
IS0 € TO-TOJISIMO, JICYCHUETO MPU IMAIMEHTH B CTapUYECKa Bh3PaCT TPSAOBaA Jla Ce Ipriiara
BHUMATEIHO.

Coeabppxxanue Ha noaucopoar 80 (E 433)

3a 45 mg npedsapumenno nanvanena NUCAIKA

Usrentycbabpika 0,02 mg monucop6ar 80 (E 433) BbB Besika 45 mg/0,5 ml npeaBapuTe/HO HAITbJIHEHA
nucaika, koeto e ekBuBajeHnTHoO Ha 0,02 mg/0,5 ml (0,0003 mg/kg/nen). [lonucopbarute morar aa
NPUYUHAT IEPIHYHN PEaKLUH, ITIOpaIy KOETO MAalMeHTHT/00IHOTIeIaubT TpsiOBa 1a Obe
WHCTPYKTHpaH Jia ”HPOPMHUPA JIeKapst CH, aKO UMa U3BECTHH aJICPTHH.

3a 90 mg npeosapumenno HanvIHeHa NUCATKA

Usrentycpaspika 0,04 mg mommcop6at 80 (E 433) BbB Besika 90 mg/ml mpeaBapuTelIHO HAITBbJTHEHA
nucaika, Koeto ¢ ekpuajieHTHO Ha 0,04 mg/ml (0,0004 mg/kg/nen). [onmucopbarute Morar aa
NPUYUHAT AIEPIHYHN PEAKLUH, TOpaIy KOSTO MAaMEeHTHT/00IHOTIeaubT TpsiOBa 1a Obie
WHCTPYKTHpaH Jia UHPOPMHUPA JIeKapst CU, aKO UMa U3BECTHH aJICPTHH.

4.5. BszamMmopeiicTBHe ¢ IPYTH JeKapCTBEeHHM MPOAYKTH M APYTrH (GopMH Ha B3aNMO/AeiicTBHe
JKuBu BakcuHM He TpsiOBa J1a ce MpuilaraT €JHOBPEMEHHO C YCTEKHHYMao.

He ce npenoppuBa npunarane Ha >xuBu BakcuHU (kato LK BakcuHa) mpu kbpMayeTa, ¢ eKCIIO3UIUs
Ha YCTEeKUHYMa0 in utero, B IPOIBIDKEHHE HA IBAaHAECCET MECeIa Clie]] paXKIaHETO MIIH JOKaTO
CEpYMHHTE HUBA HA yCTEKUHYMAab MPpH KbPMAUETO CITaTHAT TI0JT HUBOTO Ha JACTEKITNS (BXK. TOUKU 4.4 1
4.6). AKO ¢ HaJMIle KaTeropuyHa KIIMHUYHA 107132 32 OTACITHOTO KbpMayie, MOXE Jla c& 0OMUCIH
MpujaraHe Ha KMBa BaKCHHA B MTO-PAaHEH MOMEHT, aKO HE c€ OTKpUBAT CEpPYMHHU HUBA Ha
YCTEKHMHYMao.

[Ipu dpapmakoKMHETHYHH aHATIM3H Ha MOMYJNALHITa, HAPABEHH B IpoyuBaHus (aza 3, e uscnensan
e(eKThT Ha Hali-4eCTO €JHOBPEMEHHO NIPUEMaHH JIEKaPCTBEHH MIPOAYKTH IPHU MALUEHTH € IICOPUA3HUC
(BKITIOUMTETHO W TIapareTaMos, HOymnpodeH, areTICaINIIIOBa KHCETNHA, MET(OPMHUH,
aTOPBACTAaTUH, JEBOTHPOKCHH) BbPXY (papMaKOKMHETUKATa Ha ycTeknHyMao. He ca HabmronaBaHu
NPU3HAIM Ha B3aMOJECHCTBHUE C T€3U €IHOBPEMEHHO IIPUEMaHH JIeKapCTBEHU NpoAyKTH. OCHOBa Ha
TO3U aHaiu3 € (PakThT, ue Hail-manko 100 mamuentu (> 5% ot u3cienBaHaTa MOMyJanys) ca JEKyBaHH
€HOBPEMEHHO € Te3H JIEKapCTBEHH MPOAYKTHU Tpe3 moHe 90% ot neprosaa Ha MPOy4IBAHETO.
dapMaKOKMHETHKATa HAa YCTEKHUHYMa0 He ce € MOBIHsIa OT eAHOBpeMeHHaTa ynoTpedba na MTX,
HCIIBC, 6-mepkanTomypuH, a3aTHONPHUH U TIEPOPATHN KOPTUKOCTEPOUIH MPH MAITUEHTH C
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NICOpUATHYEH apTPHUT, 6osecT Ha Crohn WM ymepo3eH KOJIHT, WM OT HpeAlIecTBalla eKCIIO3UIUS Ha
antu-TNFa cpenctsa, mpu nalyMeHTH ¢ ICOpHAaTUUEH apTpHUT wiu Oonect Ha Crohn, uiam ot
npeAlecTBalla eKCIO3UIHS Ha OHOJIOTHYHH JIEKApCTBEHU NMPOAYKTH (T.e. anTH-TNFa cpepcTa n/nmm
BEI0JIN3yMal) pH MAUEHTH C YIIIEPO3eH KOJIHUT

Pesynratute oT mpoydBaHe in vitro u OT Ipoy4BaHe ¢a3a | Ipy yJacTHHIM C aKTHBHA OOJIECT Ha
Crohn He nipeanonaraT HEOOXOIUMOCT OT aIAITHPAaHE HA J103aTa NPHU MAIUEHTH, KOUTO MOJTyYaBat
ennoBpemenHo CYP450 cyOcrparu (Bxk. Touka 5.2).

[Ipu npoy4BaHus pu ICOPHA3UC HE Ca OICHIBaHM 0€30MacCHOCTTa U e€(PUKACHOCTTA Ha YCTEKUHYMa0
B KOMOHMHAIIUS ¢ UMYHOCYIIPECOPH, BKIIOUUTEITHO OMOJIOTHYHH cpecTBa win ¢ororepanus. [Tpu
MPOYYBAHUS TIPU ICOPUATUYUCH apTPUT, CAHOBpeMeHHaTa yrnoTpeda Ha MTX He moBmusiBa
Oe3omacHoCTTa M e(pUKACHOCTTA Ha YCTeKUHYMa0. B mpoyuBanusTa mpu 6onect Ha Crohn u
YJILIEPO3EH KOJIUT SIHOBPEMEHHATAa yIoTpeba Ha UMYHOCYIIPECOPH HIIM KOPTUKOCTEPOUIH U3TIICK A
He MOBJUsIBA 6E30MACHOCTTA MK e(hUKACHOCTTA HA YCTEKHMHYMa0. (BXK. Touka 4.4).

4.6. dDepTHAUTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ nereposieH NOTEHIINA

Kenu ¢ nerepojeH nmoTeHnuan TpsiOBa Aa U3MONI3BaT e(PEKTUBHU METOM HA KOHTPAIICTILIUS 110 BpeMe
Ha JIEYEHHE U 10 15 ceaMUIH Clle] JIEUYEHUETO.

BbpemenHocT
[IpocriekTHBHYU TaHHU OT HETOJsAM Opoi Cilydan Ha OpeMEHHOCT Clief] eKCIIO3UITNS Ha yCTeKHHyMa0 ¢

M3BECTEH M3XO0/, BKIIOYUTETHO TIoBeue oT 450 cirydas Ha OpeMEHHOCT ¢ eKCIIO3HIINS MTPe3 MbPBHS
TPUMECTBD, HE TIOKa3BaT MOBHUILEH PHCK OT TOJIEMH BPOACHU Mai(opMaIiy Ipu HOBOPOAEHOTO.

IIpoyuBaHusATA MPH )KUBOTHHU HE TIOKA3BAT MPEKH WM HETIPEKH BPEIHHU €(PEKTH, CBhP3aHU C
OpeMeHHOCTTa, EMOPUOHAITHOTO/(PETATHOTO Pa3BUTHE, PAXKITAHETO HUIIH MTOCTHATATHOTO PAa3BUTHE
(Bk.TOUKa 5.3).

HanmvHusaT KITUHAYECH omUT o0ave e orpanuyeH. Karo npeanazHa Mapka e 3a npeanovYnTaHe Ja ce
n30srBa ynorpebdara Ha Usrentyrno BpeMe Ha OPeMEHHOCT.

YcereknHayMad mpeMIHABa TIpe3 IUIAIeHTaTa M ¢e OTKPHBA B cepyMa Ha KbpMadeTa, POJICHU OT JKEHH,
JIEKyBaHU C YCTEKMHYMa0 10 BpeMe Ha OpeMeHHOCTTa. KITMHNYHOTO BB3IelicTBHE HA TO3U (aKT HE €
W3BECTHO, HO PUCKBT OT UH(EKIUS MPU KbPMaUeTa, C EKCIIO3UIHUS Ha YCTEKUHYMa0 in utero MOXe 1a
ObJle MOBUIIICH ciie]] paxaaneTo. He ce mpenopbyuBa npuiarane Ha xuBH Bakcuau (kaTto BIDK
BaKCHHA) MIPH KbpPMadeTa, C eKCIO3UINS Ha YCTEeKUHYMa0 in utero, B IpOIBIDKEHNC Ha IBaHAIECET
Mecela Cie]l paXJIaHeTO WK JJOKATO CEPYMHHUTE HUBA HA YCTCKUHYMa0 MPU KbPMAYETO CIAHAT O]
HUBOTO Ha JeTeKius (Bxk. Touku 4.4 u 4.5). AKo € HauIle KaTeropuyHa KIMHIYHA 110132 32
OTIETHOTO KbpMade, MOXKe Jla ce OOMUCITH MpUIarane Ha KMBa BaKCHHA B ITO-paHEH MOMEHT, aKo He
Ce OTKpHBAT CEpyMHH HHUBA Ha YCTEKHHYMAaO.

Kopmene
OrpaHuueHu TaHHH, MyOJIMKYBaHU B JINTEPATypaTa, MOKa3BaT, ue YCTEKHHYMa0 ce EKCKpETHpa B

YoBelIKaTa KbpMa B MHOTO MaJIKU KoyindecTBa. He € u3BecTHO nanu ycreknaymab ce abcopoupa
CHUCTEMHO clie/i iorirbiane. [lopany noreHmana 3a nposiBa Ha HeXKEIaH! JICKAPCTBEHH PEAKIINH KbM
YCTeKHHYyMab Mpu KbpMadeTaTa, TpA0Ba /1a ce B3eMe pelIeHne TajlH J1a ce IPEyCTaHOBU KbPMEHETO
10 BpeMe Ha JIeYeHHE U 10 15 ceqMuIu ciief JISdeHUEeTo, WK Jia Ce TIPEyCTaHOBH TEpaINusaTa cbeC
Usrenty, kaTo ce B3eMaT NPEeABU] 0JA3aTa OT KbPMEHETO 3a JACTETO U M0J3aTa OT TepanusTa b
Usrenty3a »xeHara.

Deprramrer
EdexThT Ha ycTeknHYMa0 BEpXY (EepTHIINTETA IIPH XOpa HE € OlleHeH (BXk. Touka 5.3).
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4.7. EdexTu BbpXy crnioco0HOCTTA 32 mogupaHe U padoTa ¢ MAIIUHA
UsrentyHe noBiHsBa WK MOBJIUSIBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a mopHupaHe U padoTa ¢ MAIINHH.
4.8. Hexenanu JekapcTBeHH peakuuu

O0600menue Ha npodriia Ha O6€30MaCHOCT

Haii-qecture HexenaHu JeKapcTBEHH peakuud (> 5%) B KOHTPOIMPAHUTE NEPUOIH OT KIMHUYHUTE
MIPOYYBaHUS MPU BH3PACTHH C NICOPUA3UC, ICOPHATHYEH apTpuUT, 0oJiecT Ha Crohn U ymriepo3eH KoJIuT
C ycTeknHyMab ca Ha3o(apuHTHUT U rinaBoOomue. [loBedeTo OT TAX ce CUMTaT 3a JIeKH U He HajaraT
IpEeKbCBaHE Ha MPOYYBAHOTO JieueHne. Hali-ceprnosHara HexenaHa JIeKapCTBEHa PEaKIns, KOsTo €
cbo0IaBaHa 3a yCTEKHHyMa0, € CeprHo3Ha PeakIys Ha CBPbXUYBCTBUTEIHOCT, BKIFOUNTEITHO
aHadunakcus (Bk. Touka 4.4). O6umar npoduit Ha 6e30MacHOCT € Mo100eH MPH MAalUeHTH C
NICOPHA3HUC, ICOPUATHYCH apTPHUT, OojecT Ha Crohn M yJuepo3eH KOJHuT.

TabanueH CIMChK Ha HEKEIIAHUTE pPCaKknn

JannanTe 32 6€30MaCHOCT, MPEIOCTABEHN TO-A0Y, Ca MOTyYeHH CJel eKCIO3HUIHS Ha YCTEeKNHyMa0
npu Bb3pacTHU B 14 npoyusanus daza 2 u daza 3 npu 6 710 manuentu (4 135 ¢ ncopuasuc u/min
nicopuatuyeH apTput, 1 749 ¢ 6onect Ha Crohn u 826 nanueHTH ¢ yiepo3eH KouuT). ToBa BKIItOYBa
EKCITO3UIIMSI Ha YCTEKHHYMa0 B KOHTPOJMPAHUTE W HEKOHTPOJIUPAHUTE IEPUON HA KIIMHUIHHUTE
MPOYYIBAHUS TIPH MAIIMECHTH C TICOPUA3HC, ICOPUATHYCH apTpHUT, OostecT Ha Crohn mim ynmepo3eH
KOJIUT B MPOABIDKCHIE HAa Hall-Mako 6 mecena (4 577 manuentu) win roHe 1 roguna (3 648
naruenTty). 2 194 nauuenTu ¢ ncopuasuc, 6onect Ha Crohn wim ynepo3eH KOJIUT ca C eKCIIO3UIUS 3a
roHe 4 roxuHu, 1okaro 1 148 marmenTn ¢ rcopuasuc wim 6osect Ha Crohn ca ¢ eKCITO3UIINS 3a TIOHE
5 roIuHH.

B tabnuia 1 e mokasaH CUChK ¢ HEKENAHUTE JICKAPCTBCHU PEAKI[MK OT KIMHUYHU MPOYYBAHUS TIPU
BB3PACTHHU C IICOPHA3HC, ICOPHATUYECH apTpHT, OoniecT Ha Crohn U ¢ yimepo3eH KOJIUT, KaKTO U
HEXKEJIAaHUTE PEaKIMU OT NOCTMApKEeTUHTOBaTa yrnorpeda. Hexkenanure peakiuu ca KiacupUIMpaHu
M0 CHCTEMO-OPTaHHH KJIACOBE M YeCTOTa ChIIIACHO CIICAHATA KOHBEeHIM: MHoro dectu (> 1/10),
UYectu (> 1/100 no < 1/10), Hewectr (> 1/1 000 mo < 1/100), Peaxu (> 1/10 000 mo < 1/1 000), Muoro
peaku (< 1/10 000), ¢ Heu3BecTHA YecTOTa (OT HATMYHUTE TaHHU HE MOJXKE J1a ObJic HalIpaBeHa
orieHka). [Ipu BCsKO rpynupaHe B 3aBUCUMOCT OT YECTOTATa HEXEJIAHUTE JICKAPCTBECHU PEAKIUH Ce
M30pOSIBAT B HU3XOJISII PEJT IO OTHOIIEHUE Ha TAXHATA CEPUO3HOCT.
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Taonuya 1 Cnucvk na nexcenanu peakyuu

CucTeMo-0praHHH KJacoBe YecrtoTa: Hexkeianu peakunu

Nudexunu u nadecrarmu UYectu: uHQEKIUSI HA TOPHUTE AUXATCIHH ITHTHIIA,
Ha30(apUHTHUT, CHHY3UT

Heuectn: nenynur, neHTanHA HHOEKIIUH, Xeprec 30CTep,
nH(DEKIUS Ha TOJHUTE JTUXATEIIHU IIbTUIIA, BUPYCHH
MH(DEKIMY Ha TOPHUTE JUXATCIHU ITTUIIIA,
BYJIBOBArHHAJIHA MUKOTHYHA WHOEKIHS

Hapymenus Ha UMyHHATa cUCTeMa Heudectn: peakiuu Ha CBPbXYyBCTBUTEITHOCT
(BKJIFOUHTENHO O0pHUB, YpTHKApH)

Penxu: ceprno3nu peakiiuu Ha CBPbX4yBCTBUTECITHOCT
(BKITIOYNTENHO aHA(HIIAKCHSI, aHTHOCIEM )

ITcuxuyHu HapyuIeHUs Heuectu: nenpecus
HapymeHust Ha HepBHaTa cucTeMa Yecru: 3amaiiBane, riaBobosue
Heuectu: nunesa napanusa
PecniuparopHu, TpbIHH U Yectu: opodapunreanna 0onka
MeINaCTUHAIHHI HapyILeHUs Heuectu: Ha3anHa KOHrecTus

Penxu: aneprudeH anBeouT, €O3MHO(PUIIHA THEBMOHUS
MHoro peku: opranu3upaIia MHeBMOHUs™

CromanrHo-4peBHU HAPYIIESHH Uectu: auapusi, rajieHe, MOBPhIIaHEe
Hapymenus Ha koxxaTa 1 YecTn: cppOex
MOJKOKHATA ThKaH Heuectu: mycryno3eH rncopuasuc, eKcoanamnus Ha

KOXara, aKHe
Penxu: exconmmaTiBeH JepMaTUT, XUIIEPCEH3UTHBEH

BACKYJIUT
MHoro penku: 0yI03eH eMpUTOUI, KOXKEH JIyITyC
epUTeMaToJIeC
Hapymrenns Ha YecTn: 60KH B ThpOa, MAAITHS, apTPAITHSI
MYCKYJHOCKEJICTHATa CHCTEMa U MHoro peiKu: TyIyc-mog00eH CHHIPOM
ChEJMHUTEIIHATA ThKaH
OO6mum HapymeHus U eheKTH Ha UecTn: yMopa, epuTeMa Ha MSICTOTO Ha HHXKEKTHPAHE,
MSCTOTO Ha IMPUITIOKCHUC 00JKa Ha MSICTOTO Ha HWHXCKTHUPAHC

Heuectu: peakunn Ha MACTOTO Ha MH)KEKTHpaHe
(BKJIFOYMTEHO KPBBOU3IIMB, XEMAaTOM, BTBBPSBAHE,
TIOAYBaHE U CHPOEXK), aCTCHUS

* Buoxre Touka 4.4, CHCTeMHH U PECIIMPAaTOPHU PEeaKLUU Ha CBPBHXIYBCTBUTEIIHOCT.

Onrcanre Ha N30paHU HEeXKEITAHH JIEKAPCTBEHN PEAKITHH

Undeknun

B nmane00-KoHTpoOIMpaHu NPOyYBaHHS PHU MALUEHTH ¢ TICOPUA3UC, ICOPUATHYECH apTPUT, O0JIeCT Ha
Crohn u ¢ yriepo3eH KOJIUT MPOIEHTHT Ha WH(EKITMUTE WITH CEPUO3HUTE WH(MEKITNHN € CXOJICH TIPH
NalMEeHTUTE, JIEKYBAaHH C YCTEKUHYMAa0, U IIpH JIEKyBaHUTE ¢ Tuiane6o. B miane6o-koHTpoaupanus
NEepUOJ HAa Te3W KIMHUYHH NIPOYYBaHMs YecToTaTa Ha HHpekuuute e 1,36 3a maueHTorouHa
IIpociieiIBaHe NIPU NAMEHTH, JIEKYBaHH ¢ yCTeKUHYyMa0, u 1,34 — npu nanueHTH, JIEKyBaHH C
mwiane6o. [losuure ce cepuosnn nHpexiuu ca ¢ yectora ot 0,03 3a MaNMEHTOTrOAMHA MIPOCIIEIBaHe
MIpU NAaLUEeHTH, JIeKyBaHH ¢ ycTekuHyMma0 (30 cepro3nu nundeknnu 3a 930 nanueHToroanHu
npocinensBane), u 0,03 — nmpu nanyeHTy, eKyBaHu ¢ Tuiane6o (15 ceprosznn nadeknnn 3a 434
MAIUEHTOTOIMHH TIpociiesBane) (BX. Touka 4.4).

B koHTpONIMpaHUTE M HEKOHTPOJIMPAHUTE PO Ha KIMHUYHHUTE MIPOYYBAHUS IPHU IICOPHA3HC,
TIcopraTHdeH apTpuT, OosecT Ha Crohn M yIiepo3eH KOJUT, peacTaBisBany 15 227
MAIMEHTOTOAMHN EKCIIO3UIHA ¢ yCTeKnHyMal npu 6 710 manuenTy, MenquaHara Ha BpeMETO Ha
npociensBane € 1,2 roaunu; 1,7 ronuHy 3a Npoy4BaHusATa NpH rncopuasuc, 0,6 roguHu 3a
npoyuBanusATa mpu 6osect Ha Crohn u 2,3 TonWHU 3a MPOYIBAHUATA C YIIIEPO3CH KOJIUT. [IporeHThT
Ha uHpeknuute e 0,85 3a marreHToroAnHa Mpociie/issBaHe MPH MAIMEHTH, JIEKYBaHU C yCTEKUHyMao, a
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NPOLIEHTHT Ha cepro3HuTe HHpekunu npu Tsax e 0,02 3a manuenToroauHa npociessane (289
cepro3HU HHpeKuun 3a 15 227 nanueHTOoroAnHY MPOCIeAsSBaHe) U ca AOKIAIBaHU CEPHO3HH
WH(EKINH, BKIIOYUTEITHO THEBMOHUS, aHAJIEH a0CIlec, NEeNyIIUT, TUBEPTHKYJIINT, TACTPOSHTEPHUT H
BUPYCHU MH(EKLINH.

B npoBeneHn KIMHUYHY MPOYYBaHMS MAIMEHTH C JIATEHTHA TyOepKyJ03a, KOUTO ca Omim
€HOBPEMEHHO JIEKyBaHH C M30HHUA3H/, HE Ca Pa3BUIIM TyOepKyo3a.

3710KaYeCTBEHH 3a00JIIBAHMS

B mnane00-koHTpoMpaHus MEPUO Ha KIIMHUYHUTE POYYBAHUS 3a IICOPUA3UC, TICOPUATUYCH apTPHT,
6orect Ha Crohn ¥ yJIepo3eH KOJIUT YeCTOTaTa Ha 3JI0Ka4eCTBEHU 3a00JIIBaHuUs, C U3KIIFOUECHUE Ha
HEMEJIaHOMEH pak Ha Koxata, € 0,11 va 100 nanueHTo-roquHu npociaeasBaHe Npy MalueHTH,
JIEKyBaHU ¢ ycTekuHyMao (1 mamueHT Ha 929 manueHTo-TOAWHHM MIpociesBane) B cpaBHeHue ¢ 0,23
MIpH MAIMEHTH, JIeKyBaHH ¢ twiane6o (1 mamueHT Ha 434 manueHTo-ToAuHU npocieasBane). UectoTara
Ha HEMEJIAaHOMEH pak Ha koxara € 0,43 na 100 nanueHTo-roAuHu npocieasBaHe Npy NalueHTH,
JIEKYBaHU ¢ YCTeKMHYMa0 (4 marueHTy Ha 929 manueHTo-ToANHM MpociiesaBane) B cpapHeHue ¢ 0,46
NP TMAIUEHTH, JIEKYBaHH ¢ 1ane6o (2 manueHTH Ha 433 manueHTo-roIUHH pocie/sBaHe).

B xoHTpoNMpaHuTe M HEKOHTPOJIMPAHUTE TIEPHUOJTN HA KIMHUYHUTE MPOYYBAHUS NIPU TICOPHA3HC,
NICOpPUATHYEH apTPHUT, OosecT Ha Crohn u yniepo3eH KOJuT, npeacTapissamy 15 205
MAI[MEHTOTOIMHYU CKCIIO3UIIUS C YCTeKUHYMa0 npu 6 710 nmarueHTy, MeJuaHara Ha BpeMeTO Ha
npocneasBane € 1,2 ronuna; 1,7 roquHu 3a npoy4BaHusTa npu ncopuasuc, 0,6 ronuHu 3a
npoy4BaHuaTa npu 6osect Ha Crohn u 2,3 TOMWHU 32 TPOYYBAHUATA C YIIIIEPO3EH KOJIHT.
3nokadecTBeHH 3a00IABaHNS, C U3KIIOUEHHE Ha HEMEJIAaHOMEH PaK Ha K0jkaTa, ca JOKJIaJBaHu npu 76
naruenTty 3a 15 205 nanuentoronuau Ha npocneasBane (decrtora ot 0,50 Ha 100 manueHTOrOIMHN Ha
MpocJesiBaHe TIPY MaUeHTH JISKyBaHU ¢ ycTeknHyMma0). Tesn cirydan Ha 3710Ka4eCTBEHU
3a001sIBaHUs, CHOOIICHN MPHU MAITUEHTH, JIEKYBaHU C YCTEKUHYMa0, ca CpPaBHUMHY C OYaKBAHUTE
ciy4ad B o01iara nomysanus (ctanaaprusupan koeduuueHT Ha uectora = 0,94 [95% noseputeneH
untepsan: 0,73, 1,18], kopurupas 3a Be3pact, ol u paca). Hali-uecto HaOo1aBaHUTE
3JI0KA4€CTBEHU 3a00/IIBaHNA, PA3INYHNA OT HEMEJIAHOMHHUSA KapIIMHOM Ha KOXaTa, ca KapIMHOM Ha
MpocTaTaTa, MeJIaHOM, KOJIOPEKTAJICH KapLIMHOM U KapIIMHOM Ha rbpAara. Ciiydante Ha HEMEIaHOMEH
KapuuHOM Ha Koxkarta ca 0,46 Ha 100 nanueHTOoroAMHU Ha IpocieasiBaHe NPy NalueHTH, JIEKYBaHHU C
ycTeknHyMao (69 mannreHTy 3a 15 165 marmenToronnHy Ha TipocieasBane). CbOTHOIICHUETO Ha
MAIUeHTH ¢ 0a3alieH CIpsIMO CKBaMO3HOKJIEThUCH KapIIMHOM Ha KoxkaTa (3:1) € cpaBHUMO ChC
CHhOTHOIIICHUETO B 001aTa momyinanus (Bx. Touka 4.4).

Peakiiu Ha CBPBXYYBCTBUTEITHOCT
B koHTpONHMpaHuTe PO Ha KIMHUYHH NPOYYBaHUS NP NICOPUAZUC U TICOPUATHYEH apTPUT C
ycTeknHyMab ca HabiaronaBaHu oOpUB M ypTHKapus npu <1% ot nauueHTuTe (BXK. Touka 4.4).

Cpob1iaBane Ha MOI03UPAHU HEXKEJIAaHH PEaKIIUH

CpoO1IaBaHeTo Ha I0I03MPaHH HEXKETaH! PEeaKIUy CJIe]] pa3pelaBaHe 3a yrnoTpeda Ha JIeKapCTBEHHS
IPOIYKT € BaykHO. ToBa MO3BOJISIBA 1a TPOIBIDKU HAOIIOJCHUETO Ha CHOTHOIICHHUETO ITOJI3a/PHCK 32
JICKapCTBCHUA ITPOAYKT. Ot MCIUIIMHCKUTE CIICIUAJIMCTH C€ U3UCKBA da C'I)O6HlaBaT BCAKa
N0JJ03MpaHa HeXeJlaHa peakiysl Ype3 HalMOHAIHA CUCTEMa 32 ChOOIIaBaHe, IOCOYEHA B
[Ipunoxxenue V.

4.9. Ilpeno3upane

Ennananan no3u no 6 mg/kg ca mpunaranu HHTPaBEHO3HO B KIMHUYHU MPOYIBaHUS 0e3
orpaHMyaBalla J103aTa TOKCHYHOCT. B ciryuaii Ha nmpego3upane ce npenopbuBa NaueHTUTE 1a ce
HaOII0aBaT 3a MPU3HAIM WIH CUMIITOMH Ha HEXEJIaHHU PeakIiy 1 He3a0aBHO J1a ce MPUIIOKH
TOJTXOISIIIIO CHMITTOMAaTHYHO JICYSHHUE.
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5. D®APMAKOJIOT'MYHUA CBOMCTBA
5.1. ®apmakoaMHAMUYHU CBOWCTBA

dapmakoTepaneBTuuHa rpyna: UmyHocynpecopu, naxudutopu Ha untepiaeskud, ATC kox:
L04ACOS.

Usrentye O10JIOTUYHO TIOJJ00CH JIeKapcTBEeH NpoayKT. [loapoOHa nHdopmaius e npeaocTaBeHa Ha
yeOcaiita Ha EBpormeiickaTa areHIns 1Mo Jiekapcrsara https:// www.ema.europa.eu.

MexaHu3bM Ha JeicTBUE

Ycreknnymab e m3nsio yoBemko [gG 1k MOHOKIIOHATIHO aHTHUTSIIO, KOETO Ce CBBP3Ba CrieU(HUIHO ¢
obmaTta mpoTenHOBa cyoeauauIa p40 Ha YOBEITKUTE ITUTOKWHN WHTEpSIeBKUH 1L-12 u 1L-23.
Ycreknnymab nmotucka OMoakTHBHOCTTa Ha yosenkute [L-12 u IL-23, xaTto npenoTBpatsisa
cBbp3BaneTo Ha p40 ¢ [L-12Rb1 penenropen nporenH, pa3noioskeH Ha MOBBPXHOCTTa HA UMYHHHUTE
KJIETKH. Y CTeKHHyMa0 He Moxke aa ce cBbpke ¢ 1L-12 mmm [L-23, kouTo Bede ca cBbp3anu ¢ IL-12Rb1
penenTopu no KieTbyHaTa MoBbpXHOCT. CIIe10BaTeTHO € MaJIKO BEPOSITHO YCTEKHHYMal /1a yyacTBa B
KOMILJIEMEHT- WJIN aHTUTSAJIO-MEeJUUpaHa IUTOTOKCHYHOCT 3a KJIeTKHU ¢ peuentopu 3a 1L-12 w/mmm IL-
23.1L-12 u IL-23 ca xeTepoAUMEPHU ITUTOKUHU, CEKPETUPAHU OT AaKTHUBUPAHU aHTUTEH-TIPEACTABAIIN
KJIETKH, KaTO Makpodary u IeHAPUTHH KIETKH, KaTo U [BaTa IUTOKUHH y9acTBAaT B UMyHHHTE
¢ynkuny; IL-12 ctumynupa ectectBenute kietku youitnn (NK) n npeansBuksa audepeHranusTa
Ha CD4+ T-knerkure kbM T1 xennepen (Thl) denorumn. IL-23 uanynupa bt Ha T-17 xenmepure
(Th17). A6ropmuata perymnarus Ha IL-12 u IL-23 o6ade ce cCBbp3Ba ¢ UMYHHOMETUUPAHH
3a00JIs1BaHuUs KaTO MICOPHA3UC, ICoOpuaTHyieH apTpuT u 6onect Ha Crohn.

Upes cBbp3BaHe Ha obmmara cyoenuanna p40 Ha IL-12 u IL-23, ycrekuaymabd Moke J1a OKa3Ba CBOUTE
KJIIMHUYHU €EKTH MPH IICOPUA3HUC, IICOPUATHICH apTpuT U OosiecT Ha Crohn upe3 npekbcBaHe Ha
meruinara Ha Thl 1 Th17 HUTOKMHM, KOUTO ca B OCHOBATa Ha [IaTOJIOTHATAa Ha T€3U 3a00IIBaHHUs.

IIpu narmuenTn ¢ 6osect Ha Crohn regeHneTo ¢ ycrekuHyMad BOAM 10 HAMAJICHHUE Ha
BB3MAIUTEIHATE MapKepH, BKItounTenHo C-peaktuBeH npoterH (CRP) u ekanen kanmpoTeKTHH, 110
BpeMe Ha MHIYKIMOHHATa (asza, KOeTo cliell TOBa ce MOAIbpiKa Mpe3 Isiarta noanbpxama daza. CRP
€ OLICHEH I10 BpeMe Ha NPOIBJDKEHUETO Ha IPOYyUBAHETO U HAMAJICHUTA, HAOII0AaBaHH 110 BpeMe Ha
noagppKamara (hasa, OOMKHOBEHO ce 3ama3Bat 10 252 ceaMuIia.

Umynuszannn
ITo BpeMe Ha IBATOCPOUHOTO MPOABIDKEHHE Ha TipoyuBaHe rpu rncopuasuc 2 (PHOENIX 2),

BB3PACTHUTC NMALIUCHTH, JICKYBAHU C yCTCKI/IHyMa6 3a Hal-MajKo 3,5 T'oaAWHHU, Ca IIOCTUI'HAJIN
AHTUTAJIIO-OTTOBOPU KBM MHECBMOKOKOBHU IMOJIM3aXapUAHU BAKCUHU U BAKCUHU CPCILY TCTAHYC, CXOAHU
C TE3U P KOHTPOJHATA rpyIlia nanmeHTH, KOUTO HE Ca IMoJIiydaBaJid CUCTEMHO JICHCHUE Ha IICOpHUa3ucC.
CXOZ[GH IMPOUCHT OT Bb3PACTHUTC MAlIUCHTH, JICKYBAHU C yCTeKI/IHy'Ma6, 1 TC3M B KOHTPOJIHATA IrpyIia,
Ca pa3BUJIM 3allIlUTHA HUBA HA aHTUITHCBMOKOKOBH U AHTUTCTAHWUYHU AHTUTECJIA, U TUTPUTC HA
aHTuTcjIaTa UM Ca CXOOHH

Knnununa edukacHocT

IInakoB ncopuasuc (Bb3pacTHU MAIUEHTH)

BesonacHocTTa M eukacHOCTTa Ha ycTeKHMHYyMa0 ca oreHeHu nipu 1 996 manueHTH B 1B
paHIOMU3UPAHU, TBOMHO-CIIETH, TUTale00 KOHTPOIUPAHU POYUBAHMS IIPH MAIUEHTH C YMEPEH 10
TEXBK TIAKOB TICOPHA3HC, KaHIUIATH 3a (OTOTEpanus Wik cucTeMHa Tepanus. OCBeH TOBa B €HO
PaHIOMU3UPAHO, AKTUBHO KOHTPOJIMPAHO MIPOYYBAHE ChC 3aCIICIICH OICHUTEN € CPABHEHO JIEHCTBUETO
Ha YCTEKUHYMa0 M €TaHepIEeNT MPH MAIlUeHTH C YMEPEH J0 TeXbK TUIaKOB TICOPHA3UC, KOUTO HE ca ce
TTOBJIFSUTH, TIPOSIBHII Ca HETTOHOCHMOCT HMIJTH Ca MMAaJTd TTPOTHBOITOKA3aHUE KbM CIHKIOCITopuH, MTX
i [TYBA Tepanus.

B npoyusane npu ncopuaszuc 1 (PHOENIX 1) ca onenenn 766 naunentu. 53% ot Tsx He ca ce
MOBIIMSUTH, TIPOSIBUIIA Ca HETIOHOCHMOCT WJIM Ca MMaJIM ITPOTHUBOIIOKA3aHNE KbM JIpyTra CHCTEMHA
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tepanus. [lanmenTuTe, paHIOMU3MPAHHU 32 JICUCHUE ¢ YCTeKHHYyMa0, ca Mpuenu 1034 oT 45 mg wiu 90
mg B cenmuiiy 0 1 4 ¥ ca MPOABIDKWIN J]a IPHUEeMaT ChIllaTa 1032 Ha Bceku 12 ceqmunu. [lammenture,
paHIOMU3UpPaHHU 3a JIeueHHue ¢ mianedo B ceamuiy 0 1 4, ca MpeMUHAIH KbM JICUCHHE ¢ YCTCKUHYyMa0
(45 mg nu 90 mg) B cenmunu 12 u 16, ciieq KOeTo ca IPOIBIDKIIIN J1a IpUeMar chlaTa 103a Ha
Bcekd 12 cemmuny. [lanuenTr, mbpBOHAYAITHO PAHIOMI3UPAHU 32 JIEYCHHE C YCTEKUHYMa0, KOUTO ca
JIOCTHTHAJIM HIBO Ha MOBJIFABAHE 75 10 MH/EKCA 3a IUIONT Ha 3acAaraHe M TeKECT Ha TICOPHA3UC
(Psoriasis Area and Severity Index PASI) (mogoopenue mo PASI ot Munumym 75% B cpaBHEHHE C
U3XOJIHUTE CTOMHOCTH) B cenMuity 28 u 40, ca TOBTOPHO paHIOMHU3UPAHU 3a JICUCHUE C YCTCKUHYMa0
Ha BCEKH 12 ceIMHIM WM ¢ Iiane0o (T.e. OTTEeTJIIHE OT TepanusTa). [larmeHTuTe, MoBTOPHO
paHIOMHU3UpPaHU 3a JiedeHune ¢ mianebo B cenmuna 40, ca Bb300HOBUIIM TepaIusiTa ¢ yCTEKHHYMal B
IbpBOHAYATHATA CH CXEMa Ha J03upaHe, ciie kato nogoopenneto uM no PASI B ceqmuna 40 e
HaMaJsi1o ¢ MUHUMYM 50%. Bcruky manueHTy ca OpocieieHu 3a NepUo A0 76 ceaIMUIu clies
ITEPBOTO MIPIJIOKEHHUE HA U3CIICABAHOTO JICUCHHUE.

B npoyusane npu ncopuasuc 2 (PHOENIX 2) ca ounenenn 1 230 nauuentu. 61% ot T4x He ca ce
TTOBJIVSIITH, TIPOSIBUJIH Ca HETIOHOCHMOCT WJIM Ca UMaJI¥ IPOTUBOMIOKAa3aHNE KbM JIpyTra CHCTEMHA
tepanus. [larenTrure, paHIOMU3HpaHH 3a JICUCHHUE ¢ YCTEKUHYMa0, ca mpuenu 103u oT 45 mg wim 90
mg B cenmunu 0 u 4, mocneaBaHu OT AOIIBIHUTENHA J03a B cenMunia 16. [anuenture,
paHIOMHU3UpPaHU 3a JiedeHne ¢ marnedo B ceaqmunm 0 u 4, ca mpeMUHAIN KbM JIEUEHHE C yCTEKHHYMa0
(45 mg nm 90 mg) B cemmutyt 12 u 16. Bcudky manueHTy ca MpoCIeIeH ! 3a IEPUOT 10 52 CEAMUITH
cJel IbPBOTO IPWIOKEHNUE Ha U3CIEIBAHOTO JCUCHUE.

B npoyusane mpu nicopuaszuc 3 (ACCEPT) ca orntenenn 903 manueHTH ¢ yMepeH 10 TEXBK IICOPHA3HC,
KOWTO HE ca C€ TMOBJIMSIIN, TIPOSBIUIN Ca HETIOHOCUMOCT WJTH Ca MMAaJId TPOTHUBOIIOKA3aHUE KbM JIPyTa
cucreMHa Tepanus. CpaBHeHa € e()MKacCHOCTTa Ha yCTEKHMHYMa0 C Ta3W Ha €TaHEPIIENT U € OIICHEeHa
Oe3omacHocTTa Ha ycreknHymab u eranepuent. [lo Bpeme Ha 12-cemMuvHaTa aKTHBHO KOHTPOJIUpPaHa
9acT OT IPOYYBAHETO MAIUEHTUTE ca PaHIOMHU3UPAHH Jla ipueMar eraneprent (50 mg 1Ba mbTH
CeJIMUYHO), ycTekuHyMab 45 mg B cenmuiu 0 u 4 wiu ycrekuaymad 90 mg B cemuiu O u 4.

W3xonHuTe XapakTepUCTUKH Ha 3a00JIABaHETO Ca MPUHIUITHO TIOCIEI0BATEIHA BbB BCHUKH IPYITH Ha
JieyeHue B Ipoy4BaHe Npu ncopuasuc 1 u 2 ¢ meanana Ha PASI ckopa Ha n3xoiHo HUBO oT 17 10 18,
C MeZMaHa Ha TejecHa moBbpxHOoCcT (BSA) Ha n3xoaHo HUBO > 20 1 ¢ MeAnaHa Ha IepMaTOJIOTHIYEH
WHZEKC 3a KadecTBO Ha kuBOT (Dermatology Life Quality Index, DLQI) B rpanumure ot 10 mo 12.
bruzo enna Tpeta (mpoyuBaHe mpH rcopuasuc 1) u eqHa 4eTBbPT (IPOyUBaHe MPHU IICOPHA3ZHC 2) OT
nanueHTuTe uMaT rncopuatudeH aptput (PsA). [TonoOHa TexxecT Ha 3a0omsBaHeTO ce HAOII0AaBa U
IIPY IPOY4BaHe MPH IICOPUA3UC 3.

[IppBUYHaTa KpaifHa TOUKA B TE3U MPOYUBAHMS € CHOTHOIIEHUETO Ha MallUeHTUTE, JOCTUTHAIN HUBO
Ha noBnusiBane o PASI 75 cnipsaMo nzxognute cToiHOCTH B ceamuna 12 (Bx. Tabmumm 2 u 3).
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Tabnuya 2. O606wenue na KTUHUYHOMO nogauasane ¢ npoyueane npu ncopuasuc 1 (PHOENIX
1) u npoyueane npu ncopuasuc 2 (PHOENIX 2)

Ceamuna 12 Cenmuua 28
2 no3u (ceqmuna 0 u cenmuuna 4) 3 no3u (cenmuua 0,
ceaqmuia 4 u ceqmuuna 16)

[Tnare6o 45 mg 90 mg 45 mg 90 mg
IlpoyuBaHe npu ncopuasuc 1
bpoii paHIOMH3UpaHH NAITUEHTH 255 255 256 250 243
[osnusiane o PASI 50, 6p.(%) |26 (10%) | 213 (84%)* | 220 (86%)" | 228 (91%) | 234 (96%)
[TosmusBane o PASI 75, 6p.(%) 8 (3%) | 171 (67%)" | 170 (66%)* | 178 (711%) | 191 (79%)
[ToBmusBane mo PASI 90, 6p.(%) 52%) | 106 (42%)" | 94 (37%)* | 123 (49%) | 135 (56%)
0O0JI° 3a u3uncTeHn MM 10 (4%) | 151 (59%)* | 156 (61%)* | 146 (58%) | 160 (66%)
MUHUMAITHH, Op. (%)
bpoit marmenTn < 100 kg 166 168 164 164 153
[losnmusBane mo PASI 75, 6p.(%) 16 (4%) 124 (74%) 107 (65%)  [130 (79%) (124 (81%)
bpoit marmentn > 100 kg 89 87 92 86 90
[ToBnmusasane mo PASI 75, 6p.(%) | 2 (2%) 47 (54%) 63 (68%) 48 (56%) 67 (74%)
IIpoyyBaHe mMpu ncopuasuc 2
Ibpoil paHIOMU3UpaHU NALUEHTH 410 409 411 397 400
[osnusiBane o PASI 50, 6p.(%) |41 (10%) | 342 (84%)* | 367 (89%)* | 369 (93%) | 380 (95%)
[osnusiBane o PASI 75, 6p.(%) | 15(4%) | 273 (67%)* | 311 (76%)* | 276 (70%) | 314 (79%)
[MosnusBane o PASI 90, 6p.(%) 3(1%) | 173 (42%)" | 209 (51%)* | 178 (45%) | 217 (54%)
OO0JI° 32 u3uMcTEHN MK 18 (4%) | 277 (68%)* | 300 (73%)* | 241 (61%) | 279 (70%)
MUHUMAaITHH, 0p. (%)
bpoii marentu < 100 kg 290 297 289 287 280
[ToBnusaBane mo PASI 75, 6p.(%) | 12 (4%) | 218 (73%) | 225 (78%) | 217 (76%) | 226 (81%)
bpoit manmentu > 100 kg 120 112 121 110 119
[loBmusBane mo PASI 75, 6p.(%) | 3 (3%) 55 (49%) 86 (71%) 59 (54%) 88 (74%)

p <0,001 3a ycrekuaymab 45 mg unu 90 mg B cpaBHenue ¢ miaiedo (PBO)

® O0JI = O61ma oleHKa Ha JeKaps

Taonuya 3 Obodwenue na Knunuunomo nosnuaeare 6 npoyueane npu ncopuasuc 3 (ACCEPT) na

ceomuuya 12
IIpoyuBane npu ncopuasuc 3
Eranepuent 24 no3u| Ycrekunymad 2 go3u (ceamuua 0 u
(50 mg nBa NbTH cenmuna 4)
ceIMHYHO) 45 mg 90 mg
bpo# paHOMU3HpPaHHU HAIUEHTH 347 209 347
[TosmusiBane mo PASI 50, 6p. (%) 286 (82%) 181 (87%) 320 (92%)°
[MornusiBane mo PASI 75, 6p. (%) 197 (57%) 141 (67%)" 256 (74%)*
[Tosmusiane mo PASI 90, 6p. (%) 80 (23%) 76 (36%)* 155 (45%)*
0OOJI 3a U3YUCTEHU WIIN 170 (49%) 136 (65%)° 245 (71%)*
MUHUMAITHH, 0. (%)
bpoii marmenT < 100 kg 251 151 244
[losmusBane o PASI 75, 6p. (%) 154 (61%) 109 (72%) 189 (77%)
bpoit marmmentn > 100 kg 96 58 103
[loBmusBane mo PASI 75, 6p. (%) 43 (45%) 32 (55%) 67 (65%)

p <0,001 3a ycrekunymab 45 mg wim 90 mg B CpaBHEHHE C STAHEPIICTIT.

%p=10,012 3a ycTekunyma6 45 mg B CpaBHEHHE C €TAHEPIIENT

B npoyuBane npu nicopuasuc 1 momaspxanero Ha PASI 75 e 3HaUNTEIHO O-BUCOKO IPHU
MIPOABIDKUTENHO JICUeHNE, B CPaBHEHHE C TOBA MPH OTTersiHe ot sieuenuero (p < 0,001). [Togobun
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pe3ynraTu ce HabIIoAaBatT MpH Beska J1o3a yecrekunyMad. Ha 1Bata ronuna (ceamumna 52) 89% ot
MAaUEHTUTE, MOBTOPHO PaHIOMU3HUPAHU 3a MOAIBPIKALIO JIeUeHue, ca ce nosuusiau no PASI 75, B
cpaBHeHUE ¢ 63% OT MalMEeHTUTE, TOBTOPHO PaHIOMHU3HUPAHH 3a IIane0o (OTTETIIAHE OT JICYCHHUETO)
(p <0,001). Ha 18Ttus mecen (cenmuna 76) 84% oT maniieHTUTE, MOBTOPHO PAHIOMHU3UPAHU 32
MOAIBPIKALIO JieueHue, ca ce nosnusanu no PASI 75, B cpaBHeHue ¢ 19% oT mauueHTuTe, HOBTOPHO
paHmoMu3MpaHu 3a miaredo (orrerisHe ot iedennero). Ha 3ra roguna (cemmuta 148), 82% ot
MAIMEeHTUTE, TOBTOPHO PaHIOMU3MpPAHHU 32 MOIbPIKalIlo JieueHue, ca ce nosnusim mo PASI 75. Ha 5-
Ta roguHa (cenmuna 244) 80% oT manueHTUTe, MOBTOPHO PaHAOMU3UPAHU Ha MOIbPKAIIO JICUCHUE,
ca ce oyt o PASI 75.

[Ipu naumeHTHTE, TOBTOPHO PAaHIOMHU3UPAHU 3a TUIale00, KOUTO OTHOBO ca IPEMHHANN KbM
IbPBOHAYAIHATA CH CXEMa Ha JIeYeHUE C YCTeKHHYMao cien 3arydara Ha > 50% momoOpeHue 1mo
PASI, 85% ca Bp3cTaHOBHIHN TOBHsBaHEeTO 110 PASI 75 B pamkute Ha 12 ceamunu cien
BBH300HOBSIBAHE Ha TEPAIHSITA.

B npoyuBane mpu nicopuasuc 1 B cenmuna 2 u cenmunia 12 ce Habro1aBa 3HAYUTEITHO TOA00PCHIE
crpsaMo u3xXoaHuTe ctoitHocTH Ha DLQI BBB BCsika OT TpynuTe HA JIEUYEHHE C YCTEKHHYMal B
cpaBHeHue ¢ miane6o. [TomoOpenuero ce 3ana3sa a0 cenmuna 28. [1o100HO 3HAYUTEITHO MOI00pPCHKE
ce HaOIIro1aBa B MpOYyYBaHe IIPH Icopuasuc 2 B ceaMuiiy 4 u 12, KoeTo ce 3ama3Ba o0 ceamuria 24. B
MpoyYBaHe MpHu rcoprazuc 1 momodpeHusTa B HOKBTHHUS TICOpHa3uc (MHACKC 3a TEKECTTa Ha HOKBTEH
MICOpPHUA3uC), B 00IIaTa OlleHKa Ha (PU3MUECKOTO U eMOIIMOHAIIHOTO CheTosiHUE 10 SF-36 1 BBB
BH3YaJIHO-aHAJIOrOBaTa CKaJia 3a ONpeIeisiHe Ha CTOHHOCTTa Ha Oonkara mpu chpoex (Visual
Analogue Scale, VAS) cbIo ca 3HaUUTETHU IPH BCSIKa TpyTa Ha JISYCHHUE ¢ YCTEKHHYyMal B
cpaBHeHHe ¢ Tiane6o. B npoyuBane mpu nicopuasuc 2 KIMHUYHATA CKajla 38 TPEBOXKHOCT U JISTPECHs
(Hospital Anxiety and Depression Scale, HADS) u BpnpocHUKBT 3a paboTHH orpannueHus (Work
Limitations Questionnaire, WLQ) cbhIIio moka3at 3Ha4UTEITHO TOJOOPEHNE BB BCSIKA OT TPYNIUTE HA
JIeYeHue ¢ yCTeKHHyMal B CpaBHEHHE C Iamnedo.

IIcopuatnuen aprpurt (PsA) (Bb3pacTHU AIIMEHTH)

JlokazaHo e, ye yCTeKHHyMa0 1mo100psABa MPU3HAIIUTE U CUMIITOMUTE, (PU3UYCCKOTO ChCTOSHUE U
CBBP3aHOTO ChC 3/IPABETO KAYECTBO Ha )KMBOT M HaMaJIsiBa CTEIICHTA Ha MPOTrpecus Ha nepudepHOTOo
CTaBHO YBpPEXKJIaHE MPU Bb3PACTHH MAI[MCHTH C aKTUBEH PsA.

bezonacHocTTa 1 epuKacHOCTTa Ha yCTeKHHYMa0 ca OIleHeHU Ipy 927 maieHTy B iBe
paHIOMU3UPaHU, IBOHHOCIIENH, TAe00-KOHTPOIMPAaHH IPOYYBaHUS TP MALMEHTH C aKTUBEH PsA
(> 5 moxyTH cTaBu M > 5 OOJIC3HEHN CTAaBH) BBIIPEKH yIoTpedaTa Ha HECTCPOUTHH
npotuBopb3nanuTentu cpeactea (HCIIBC) wnu mogudunupamy 601ecTTa aHTHPEBMATONIHU
nekapctBa (DMARD). [TanmentuTe B T€3u NpOyYBaHUS ca MIMajH OCTaBeHa nuarHo3a PSA nai-
MaJIKo OoT 6 Mecera. BkilroueHu ca malneHTH ¢ BCIKaKbB MOATHIT Ha PSA, BKIIFOUNTEITHO
MOJTUAPTUKYJIAPEH apTPUT Oe3 JaHHU 3a peBMaTOUTHH BB3IH (39%), cioHanuT ¢ nepudepeH apTput
(28%), acumerpudeH nepudeper aptpurt (21%), ¢ ydacTue Ha AuCTaTHa HHTEpQalaHreaaHa cTaBa
(12%) n uaBamau3upan aptput (0,5%). Hag 70% u 40% oT nanmeHTUTe B JBETE MPOYYBaHUS Ca
MMaJIi ChOTBETHO €HTE3UT U JaKTWINT Ha U3XOJHO HUBO. [lanimeHTrTe Ca paHIOMHU3UpPaHH /1a
noJiyyaT JieueHue ¢ ycrekunymab 45 mg, 90 mg, wiun mianedo moakoxHo Ha ceamuiim 0 u 4,
MOCJIE/IBAaHU OT NpuiaraHe Ha Beceku 12 cenmuiiu (q12w). [Ipubnusurtenno 50% oT manueHTHTE Ca
MPOABIDKUIN Ha ocTostHHA 103a MTX (< 25 mg/cenmuria).

B PsA npoyusane 1 (PSUMMIT I) u PsA npoyusane 2 (PSUMMIT II), ceorBeTHO 80% 1 86% OT
naruenTure, ca ounn nexyBaau ¢ DMARD. B npoy4uBane 1 He € OWIIO MTO3BOJICHO MPEAUIITHO JICYCHHE
C aHTarOHUCT Ha TyMop-HekpoTu3upanl (paktop anda (TNF)a. B mpoydsane 2, moBeueTo ManueHTH
(58%, n = 180) ca 6mnm nexyBanu ¢ eaHo win noede anTH-TNFa cpencrso(a), kato ot Tax Hag 70%
ca nmpeycraHoBuid cBoeTo antu-1TNFa nedenue, nopany numnca Ha epUKaCHOCT MM HEIOHOCHUMOCT,
II0 BCSIKO BPEME.

le/l3Hal{M u cumnmomu

JledenueTo ¢ ycTeKMHYMal BOM JIO 3HAYUTEITHH [TOI00PEHMSI B U3MEPUTEIUTE 32 aKTUBHOCT Ha
3a00JI5IBaHETO B CpaBHEHHE ¢ Tuiane6o Ha cemmuia 24. [IspBudHaTa KpaiiHa ToUKa € MPOIEHTHT Ha
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HalueHTUTE, TOCTUTHAIN OTTOBOP 20 10 KpUTEpUUTE HA AMEPUKAHCKHS KOJIEXK MO PEBMATOJIOTHUS
(American College of Rheumatology, ACR) Ha cemqmutia 24. OcHOBHUTE pe3ynTaTh 3a e(hUKacHOCT ca
IpE/ICTaBeHU B Ta0IuIa 4 mMo-10Iy.

Taonuua 4 bpoit na nayuenmume, NOCHMUZHAAU KTUHUYEH OM20680D RPU RCOPUAMUYEH APMPUM
Ilpoyusane 1 (PSUMMIT 1) u Ilpoyusane 2 (PSUMMIT II) na ceomuya 24

IIpoy4uBaHe npy NCOPUATHYCH IIpoy4yBaHe NIpH COPUATHYECH
apTput 1 apTpuT 2
Inane6o 45 mg 90 mg IL1ane6o 45 mg 90 mg

bpoii 206 205 204 104 103 105
PAHAOMU3HPAHHA
nAIAEeHTH
IACR 20 otroBop, N | 47 (23%) | 87 (42%)* | 101 (50%)* | 21 (20%) | 45 (44%)* | 46 (44%)*
(%)
IACR 50 otroBop, N | 18 (9%) 51 (25%)* | 57 (28%)* 7 (7%) 18 (17%)° | 24 (23%)*
(o)
IACR 70 otroop, N 5(2%) 25 (12%)* | 29 (14%)* 3 (3%) 7 (7%)° 9 (9%)°
(%0)
\bpoti nayuenmu ¢ > 146 145 149 80 80 81
3% BSA"
IPASI 75 otroBop, N| 16 (11%) | 83 (57%)* | 93 (62%)* 4 (5%) 41 (51%)* | 45 (56%)*
(%0)
IPASI 90 otroBop, N| 4 (3%) 60 (41%)" | 65 (44%)" 3 (4%) 24 (30%)" | 36 (44%)"
(o)
Kom6uaupan PASI 8 (5%) 40 (28%)* | 62 (42%)* 2 (3%) 24 (30%)* | 31 (38%)*
75 u ACR 20
otroBop, N (%)
Ibpoii nauuenTu < 154 153 154 74 74 73
100 kg
IACR 20 otroBop, N | 39 (25%) | 67 (44%) | 78 (51%) 17 (23%) | 32(43%) | 34 (47%)
(%)
\bpoti nayuenmu ¢ > 105 105 111 54 58 57
3% BSA"
IPASI 75 otroBop, N| 14 (13%) | 64 (61%) | 73 (66%) 4 (7%) 31 (53%) | 32 (56%)
(%)
bpoii mauueHTH > 52 52 50 30 29 31
100 kg
IACR 20 otrosop, N| 8 (15%) 20 (38%) | 23 (46%) 4 (13%) 13 (45%) 12 (39%)
(%)
\bpoti nayuenmu ¢ > 41 40 38 26 22 24
3% BSA"
PASI 75 2 (5%) 19 (48%) | 20 (53%) 0 10 (45%) 13 (54%)
otroop, N (%)
p <0,001
°p <0,05
"p=NS

" Bpotii nanmentu ¢ > 3% BSA 3acernara ncopuaTyHa KOXKa Ha U3XOJIHO HUBO

ACR 20, 50 1 70 oTTOBOpPH TIPOIBIDKABAT Ja CE MMOAOOPIBAT MIIA C€ TTOAIBPIKAT A0 CeAMHUIIA 52
(PsAllpoyuBane 1 u 2) u ceamuna 100 (PsA IlpoyuBane 1). B PsA IIpoyusane 1, ACR 20 otroBopu
Ha ceaqmuiia 100 ca mocturnaru npu 57% u 64%, cboTBeTHO 32 45 mg 1 90 mg. B PsA IIpoyusane 2,
ACR 20 otroBopu Ha ceamuna 52 ca nocturdat npu 47% u 48%, cpoTBeTHO 3a 45 mg 1 90 mg.

[IponeHThT Ha MAIMEHTHTE, MTOCTUTHAN OTTOBOP N0 MoauduIpanu PSA KpuTepun Ha OTTOBOD
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(PsARC) cbI110 € 3HaYUTEITHO TIO-TOJISIM IPHU TPYIUTE HA YCTEKUHYMa0, B CpaBHEHUE C iarie0o Ha
ceamuna 24. Orrosopu PSARC ce noaabspxkar no Bpeme Ha ceamuuu 52 u 100. [lo-romnsim nponeHT ot
MAIMCHTUTE, JICKYBaHH C YCTEKUHYMAa0, KOUTO Ca MMAaJIH CIIOHIUJIMT ¢ TIEpUEPEH apTPHUT KaTo
OCHOBHA JTMaruo3a, mokaspar 50 u 70 mporeHTHO MoJ00peHue B cKopa 1Mo bat nHaekc 3a akTHBHOCT
Ha 3a0oJsiBaHeTo TpH ankuino3upai cnoaannut (Bath Ankylosing Spondylitis Disease Activity Index,
BASDAI) B cpaBHEHHE ¢ TIare60 Ha ceamuia 24.

OtroBopuTe, HaOMOJaBaH! TIPU TPYIHTE, JEKYBAaHH C YCTEKHHYMa0, ca CXOIHU MPH MalueHTHTE,
KOMTO MOJy4YaBaT WIKM HE nofyyaBat eqHoBpeMeHHo MTX u ce norbpkaT o Bpeme Ha ceMuLu 52
u 100. [Tanmentute, TeKyBaHU mpeu ToBa ¢ aHTU- T NFao cpencTBa, KOUTO ca MOIYYId yCTEeKUHYyMa0,
ca IMOCTUTHAIIM MO-TOJISIM OTTOBOP Ha ceaMuLa 24 B CpaBHEHUE C MAIIMEHTHUTE, MOy4YaBajy rianedo
(ACR 20 otrosop Ha ceqmuua 24 3a 45 mg 1 90 mg e crorBeTHO 37% U 34% B cpaBHEHHUE ¢ TIIAE00
15%; p < 0,05) 1 oTroBOpHUTE CE MOJABPIKAT 110 BpeMe Ha ceamuIia 52.

[Ipu manueHTH ¢ €HTE3UT W/WIIKM AAKTHIUT Ha U3X0HO HUBO, ipu PsA [lpoyuBane 1 ce HaOmomaBa
3HAYUMO TIO/TOOpPEHNEe B CKOPOBETE 332 EHTE3UT U AAKTIUIUT MPH TPYITUTE HA YCTEKHHYMal B CpaBHEHHE
¢ wrane6o Ha cenmuria 24. B PsA IlpoyuBane 2 ce HaOm01aBa 3Ha9UMO TOJ0OpEHUE B CKOpa 3a
EHTE3UT M YHCIICHO NOJ00peHHe (HEe € CTATUCTUYECKH 3HAYMMO) B CKOpa 3a AAKTUIIUT MPH TpyIaTa Ha
ycTeknayMad 90 mg B cpaBHEHHE ¢ Iane6o Ha ceamura 24. [TogoOpeHusaTa B CKOpa 3a €HTE3HT U B
CKOpa 3a JaKTHJIUT ca MOJAbpKaHu 1Mo BpeMe Ha ceamunu 52 u 100.

Paouoepaghcxu omeosop

CTpyKTYpHO YBpEXIaHe B JIBETE PHIIC M KpaKkara ce U3passiBa KaTo MPOMsHA CIIPSIMO U3XOHOTO HUBO
B 0o0mms van der Heijde-Sharp ckop (vdH-S ckop), moaudummpas 3a PsA upe3 no0assiHe Ha
JUCTAHUTE UHTEp(aTaHTeaTHn cTaBu Ha phileTe. [IpoBesieH € npeaBapUTeNHO qePUHUPAH
WHTETpHUpaH aHAIN3 Ha KOMOMHUPaHU AaHHU oT 927 manmentu B aBete PsA IlpoyuBanus 1 u 2.
YceTekuHyMab mokas3pa CTaTHCTUYECKH 3HAYMMO HaMaJIeHHE B CTEIICHTA Ha MPOTPecus Ha
CTPYKTYPHOTO YBPEKIaHE B CPaBHEHUE C UIaNe00, U3MEPEHO Ype3 MPOMSHA CIIPSAMO U3XOIHOTO HHBO
1o 24 cenmuna B oomus Mmoguduipan vdH-S ckop (cpeaen = SD ckop e 0,97 + 3,85 B rpymara Ha
mrane6o, B cpaBHeHue ¢ 0,40 £ 2,11 u 0,39 + 2,40 mpu cpoTBeTHO ycTeknHymad rpymu 45 mg (p <
0,05) u 90 mg (p < 0,001). To3u edekt ce nbiku Ha PsA Tlpoyusane 1. EdekTsT ce cunra 3a
JIoKa3aH, HE3aBHCHUMO OT €THOBpEeMeHHAaTa yrnoTpeda Ha MTX u ce moaabpika o BpeMe Ha CeIMUIU
52 (unrerpupan ananu3) u 100 (PsA Ilpoyusane 1).

Du3uyecko CbCMosiHUe U C8bP3AHO CbC 30PABEMO KAUECMB0 HA HCUBOM

[lamenTy, MeKyBaHM ¢ yCTEKHMHYMa0, ca MOKa3ald 3HAYUTEITHO TToJo0peHre Ha (pU3HIecKoTo
CBhCTOSTHHE, KaKTO € OI[CHEHO 110 MHJICKCA 32 MHBAJIUAHOCT OT BBHIIPOCHUKA 32 OLICHKA Ha 3JPaBETO
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) na cenmuria 24. [IponieHTsT Ha
MAIMEHTUTE, TOCTUTHAIIN KIMHUYHO 3HaYnMO > 0,3 mogoopenue Ha HAQ-DI ckopa cripsimo
W3XOJHUTE CTOWHOCTH, CHIIO € 3HAYUTEIHO MO-TOJISIM IPY TPYTIUTE Ha yCTEeKHHYyMal, B CpaBHEHHE C
wiane6o. [Togobpenue Ha HAQ-DI ckop cnipsiMo M3X0AHOTO HUBO CE MOIbpPIKa 110 BpeMe Ha
ceaqmuin 52 u 100.

Nwma 3naunrtenno nogodbpenue B DLQI ckopoBere npu rpynuTe Ha ycTekKnHyMal, B CpaBHEHHE C
iane6o Ha ceaMuna 24, KOeTo ce noJabpxa no Bpeme Ha ceaqmunu 52 u 100. B PsA TIpoyusane 2
MMa 3HAYMUTENTHO NOA0OpEeHre B CKOpOBETE 3a (PYHKIIMOHATIHA OLIEHKA HA TePaIusITa 32 XpOHUYHO
3abomnsBane - ymopa (Functional Assessment of Chronic Illness Therapy — Fatigue, FACIT-F) mpu
IpynuTe HA YCTEKUHYMa0, B cpaBHEHHE ¢ manedo Ha cenqmuna 24. [IpoueHTsT Ha TallueHTUTe,
JOCTHTHAJIM KIMHWYHO 3HAYMMO 1oto0peHue Ha ymoparta (4 Touku o FACIT-F) cbiio e 3HaunTenHo
TIO-TOJISIM TIPH TPYIIUTE HA YCTEKMHYMa0, B cpaBHeHHe ¢ marebo. [lonobpennsta Ha FACIT-F cxop
ce IoJAbpIKaT 10 BpeMe Ha ceamuua 52.

leanaTpuyHa nomysianus

EBporneiickara areHuus 10 JiekapcTBaTa oTjiara 3abJbKeHUETO 3a IIPEl0CTaBsHe Ha Pe3yITaTUTe OT
NPOYYBaHUATA C YCTEKUHYMa0 B €1HA WJIM NOBEYE MOATPYIH Ha MEeAUaTPUIHATA OIS C
IOBEHWJICH UANONATHYCH apTPHUT (BXK. TouKa 4.2 3a nHpOpMaLus OTHOCHO yIOTpeOa B meAuaTpusTa).
[IpenBapuTenHo HaTbJIHEHATA MHCAJKa HE € MPOoyYBaHa IpH NMeAuaTpruyHaTa MoMyIalys ¢ ICOpHa3uc
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1 HE CC TpENOpbHUBa 3a yHOTpe6a IIpyu NCAUAaTPUIHU MAUCHTH.

Bonect Ha Crohn

BezonacHocTTa M eprkacHOCTTa Ha yCTEKUHYMal ca OLIEHEH! B TPHU PaHAOMH3HPAaHHU, TBOWHOCIIEIIH,
w1a1e00-KOHTPOIMPAaHU, MHOTOLICHTPOBH IIPOYUYBAaHUS IIPH B3PACTHH MALMEHTH C yMEpeHa 10 TeXKa
aktuBHa Oosect Ha Crohn (WHIEKkc Ha akTHBHOCT Ha OojecTTa Ha Crohn [Crohn’s Disease Activity
Index, CDAI] ot > 220 u < 450). [IporpamaTa 3a KIMHUYHO pa3paboTBaHe ce€ ChCTOU OT JBE §-
CeIMUYHM Npoy4dBaHus ¢ uHTpaBeHo3Ha HHAYKIM (UNITI-1 u UNITI-2), nocnenBanu ot 44-
CEeMUYHO PAaHIOMHU3UPAHO MPOYUIBAHE C TOIKOKHO MPIIIOKEHNE Ha Toambprkama go3a (IM-UNITI),
MIPeICTaBISABAIIN 52-CEAMUTHA TEPATTHSL.

[IpoyuBanusta ¢ naayknus BkimogysaT 1 409 (UNITI-1, n = 769; UNITI-2 n = 640) manueHTH.
[IspBryHaTa KpaifHa TOYKA 32 JBETEe WHAYKIIMOHHH MTPOYYBaHUS € MPOIEHTHT HA YIACTHHUIUTE C
KJIMHUYEH OTroBop (ompenencH kato Hamanenue Ha CDAI ckopa ¢ > 100 Touku) Ha ceamuiia 6.
JlanHuTE 32 €PUKACHOCT ce€ ChOMPAT U aHATM3UPAT J0 CenMUIla § 3a IBETE MPOYUYBaHMUSL.
EnHOBpeMEHHOTO NPHIIOKEHNE Ha ITEPOPATHH KOPTUKOCTEPOUAH, UMYHOMOIYJIATOPH,
aMUHOCAINIIMIATY ¥ aHTUOMOTHIIM € pa3pemieHo u 75% oT manueHTuTe NpoabiKaBar Jja mojrydaBar
Hal-MaJIkO €THO OT TEe3H JIeKapcTBa. B /BeTe npoyuBaHus MAIMCHTUTE Ca PAHIOMHU3UPAHH J1a
ToJTy9aT eTHOKPATHO HHTPABESHO3HO MPEMOPHUNTEITHATA 1032 OT MpUOIH3UTENHO 6 mg/kg (BK. ToUKa
4.2 ot KXII na Usrenty 130 mg KOHIICHTpAT 3a HHPY3UOHEH pa3TBoOp), pukcupana no3a ot 130 mg
ycTeknHyMa0 uiy mianedo Ha ceamuna 0.

ITarmmenture B UNITI-1 ca nekyBaHu HEyCHENIHO WIM MMaT HEMOHOCUMOCT KbM IMpe/IiecTBala
antu-TNFa tepanust. [Tpubnusurentno 48% OT maneHTHTE ca JIeKyBaHH HEYCIENHO ¢ |
npenmecrtsamia anTH-TNFa Tepanus, a 52% ca 1eKyBaHH HEYCIIEIIHO C 2 WU 3 IPEIUIIHU aHTH-
TNFoa tepanuu. B ToBa nmpoyusane 29,1% OT naqueHTUTE UMAT HEAOCTATHUYEH HAYAIEH OTTOBOP
(TppBUYHHN HepecnoHAepH), 69,4% ca ce MOBNUAIN, HO ca PECTaHAJH J1a CE MOBIUABAT (BTOPHIHHU
HepecnoHepn), a 36,4% ca umanu HemOHOCUMOCT KbM aHTH-TNFa Tepanuu.

[TarmentrTe B UNITI-2 ca nmekyBaHHM HEYCHEITHO HAH-MaJIKO ¢ €Ha KOHBEHITMOHAITHA TEPATTHSI,
BKJIFOUUTETHO KOPTUKOCTEPOUIN MIIM UIMYHOMOAYJIaTOPH, KaTO MWJIM HE ca JIEKYBaHH JI0Cera C aHTH-
TNF-a tepanust (68,6%), nnu ca nmosrydaBaiu npenu ToBa aHTu- I NFo Tepamnust, Ho Ts1 e Ona
eycremrHa (31,4%).

B nBete UNITI-1 u UNITI-2 3HauMO 1O-roJIsSIM MIPOLICHT OT MAlMEHTUTE B TpymnaTa, JEKyBaHa C
YCTeKHHYMa0, ca ¢ KIIMHIUYEH OTTOBOP M peMHUCHs B cpaBHeHHe ¢ ruiane6o (Tabmuma 5). Knuanaausat
OTTOBOP M PEMUCHATA Ca 3HAYMMH OILIC Ha CEAMMIIA 3 MPH MAIUCHTH, JICKYBAaHU C YCTEKHMHYMa0, U
MPOBIDKABAT Ja Ce MOJA00psBaT A0 cenMulia 8. B Te3u npoydBaHus ¢ MHIYKIMs eQUKaCHOCTTA € IMOo-
BHCOKA M C€ TIOJIbPIKa M0-100pe B rpymnaTa ChC CTHIAIOBUIHO JO3UPAHE, B CPABHEHHUE C rpymaTa ¢
nmo3a 130 mg u mopaau TOBa ce MPEnopbyUBa CTHIIATOBUIHO J03MPaHEe 32 MHTPAaBEHO3HATA
WHIYKIMOHHA J103a.
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Taonuya 5: Huoykyusa na kiunuven omezoeop u pemucus ¢ UNITI-1 u UNITI 2

UNITI-1* UNITI-2**
I[nane6o IIpenopbunte [Inanedo N|IIpenmopbunta
N = 247 JHa go3a  ~209 Ha /1032
YCTeKMHYMa0 YCTeKMHYMAa0
N =249 N =209
KinnHudHa peMucusi, ceamuiia 8 18 (7,3%) 52 (20,9%)* | 41(19,6%) | 84 (40,2%)*
Knuauden orrosop (100 Toukn), 53 (21,5%) | 84 (33,7%)° | 60 (28,7%) | 116 (55,5%)
cenMmuiia 6
Kmmamaen otrosop (100 Toukn), 50 (20,2%) | 94 (37,8%)* | 67 (32,1%) | 121 (57,9%)*
ceaMuIa 8
70-TOYKOB OTTOBOP, ceaMHuIIa 3 67 (27,1%) | 101 (40,6%)" | 66 (31,6%) | 106 (50,7%)*
70-TOYKOB OTrOBOp, ceaMuLa 6 75 (30,4%) | 109 (43,8%)" | 81 (38,8%) | 135 (64,6%)"

Knuananara pemucus e onpenenena karo CDAI ckop < 150; KnuHUUHUAT OTrOBOp € Onpe/esieH KaTo
Hamanenue Ha CDAI ckop ¢ Haii-manko 100 TOYKM UM ChCTOAHNE B KIIMHUYHA pemucus 70-
TOYKOBHSAT OTTOBOP € ompeaelieH karo Hamaieane Ha CDAI ckop ¢ Hait-Mainko 70 ToukH
* Heycnex Ha anTu-TNFa Tepanus
** Heycrniex Ha KOHBEHIIMOHAIHATA TEPaTIHsI
Zp < 0,001

p<0,01

B mpoyuBanero ¢ nogbspixkara tepamus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO TOCTUATAT
100-TOYKOB KIMHUYCH OTTOBOP HA CEAMUIIA 8 OT MHAYKIHITA ¢ yCTeKnHyMab B mpoyuBanus UNITI-
1u UNITI-2.

[laruenTure ca paHIOMHU3UpPAHU HAa CXEMa Ha IMOIBPIKAIIO JISYSHUE C ITOJAKOXKHO Tpuiioxenne Ha 90
mg ycTekuHymao npe3 § ceamuiy, 90 mg ycrekunymad npe3 12 cenmuny wim mianebo B
IpoabbKEeHNE Ha 44 ceAMUIH (32 MPENOPHUYATENHATA TTOTbpIKAIIA 1032 BXK. Touka 4.2).

3HAYUMO TO-TOJISIM MPOIEHT MAIMEHTH B TPYINTE, JIGKYBAaHU C YCTEKUHYMAO, MO IbPIKAT KIMHHYHA
peMucus 1 OTTOBOp Ha ceamuIia 44 B cpaBHEHHE ¢ TpynaTa Ha miare6o (Bx. Tadnmma 6).

Tabauua 6: Iooovpscane na knunuunus omzosop u pemucusn ¢ IM-UNITI (ceomuya 44; 52
ceomMuyu om 3ano4eane ¢ UHOYKYUOHHAmMA 003a)

[nauedo* 90 mg 90 mg
YCTEeKMHYMAa0 YCTEeKMHYMAa0
N = 131" npe3 8 cexmuuu (npe3 12 cexmMunm
N =128 N =129°

KnnanyHa peMucHs 36% 53%" 49%"
KnuHM4eH oTroBop 44% 59%" 58%"
KnuHauuHa pemucusi 6e3 KOPTHKOCTEPOUIN 30% 47%" 43%°
KiimHMYHA peMUCHs IPU MAUEHTH:
B PEMUCHS B HAUAJIOTO HA NOAIBprKalaTa 46% (36/79) 67% (52/78)* 56% (44/78)
repanmst
KouTO ce BKJIrouBar ot npoyusane CRD3002% | 44% (31/70) 63% (45/72)° 57% (41/72)
KOUTO HE ca JeKyBaHu aocera ¢ antTu T NFa 49% (25/51) 65% (34/52)° 57% (30/53)
repanus
KOMTO ce BKJII0YBAT 0T mpoyuane CRD3001° 26% (16/61) 41% (23/56) 39% (22/57)

Knunnunara pemucust e onpenenena karo CDAI ckop < 150; KnuHHUHUAT OTrOBOp € ONpeesieH KaTo
HamazeHue Ha CDAI ckop ¢ Hail-manko 100 TOYKH WM ChCTOSTHUE B KIIMHUYHA PEMUCHUS

*
prnaTa Ha nnaue6o CC ChCTOH OT IMAIMCHTHU, KOUTO Ca CC MOBJIHAIIN OT yCTeKI/IHYMaG uca
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paHIOMHU3UPAHU Jia IOJTy4yaBaT Iane0o B HAYaJ0TO Ha MOTbpiKaliara Tepamnusi.

" INammenTn, kouto nMat 100-TOYKOB KIMHUYEH OTTOBOP KbM YCTEKHHYMab B HAYaIoTO HA
MOIIbprKaIaTa Teparnus

' TlanmenTy, KOMTO He ca ce MOBIUANK OT KOHBEHIIMOHAIHATA Tepanus, Ho He anTu-TNFo Tepanus

¥ TNanumenTy, KOMTO ca pedpaKTEpPHH MIIM UMAT HEMOHOCHMOCT KbM anTH-TNFo Teparnus

* p<0,01

®p<0,05

® HomuHaNHO 3HauMMa (p < 0,05)

B IM-UNITI 29 ot 129 manuenTy He TOAIBPKAT OTTOBOPA KbM YCTEKHHYMAa0 MpH MPUIIOKEHUE TIPe3
12 ceamuIy U € O3BOJICHO KOPUTHpaHe Ha J03aTa Taka, 4e Ja MoJy4aBaT yCTeKHHyMal mpe3 8
cenmuny. 3arybaTa Ha oTroBop € onpeaeneHa karo CDAI ckop > 220 touku u > 100 Toukn
noBuiienue cupsmo uzxoaHust CDAI ckop. [Ipu Te3u mariueHTy KIMHUYHA PEMUCHUS Ce MTOCTUTa MpU
41,4% ot maumentutre 16 ceaqMuIu ciieq KOpUrupaHe Ha 103aTa.

[TarmenTHTe, KOUTO HE Ca MOCTUTHAIN KIMHAYEH OTTOBOP KbM MHAYKIHUS C YCTeKHUHYMaO Ha ceIMuIia
8 ot mpoyuBanusTa ¢ uHAyKIusS UNITI-1 u UNITI-2 (476 nanuenTtu), ca BKIIOYEHHU B
HEpaHJOMHU3MpaHaTa 4acT OT MpoyuBaHeTo ¢ noaabpxkaia Tepanus (IM-UNITI) u ca nomxyuunu
MTOIKOXHA WHXKEKIHs ¢ yereknayMab 90 mg mo ToBa Bpeme. Cien ocem cenmutt 50,5% ot
MAIUEHTHTE Ca MOCTUTHAIN KIMHUYEH OTTOBOP M Ca MPOJIBIDKIIIN /1a TIOJy4yaBaT MO IbpiKaIia
Tepanus npe3 § ceamuny. [loeueTo oT TE3n MaMEHTH € MPOABIHKUTENHA MOIbprKallia Tepanus
noabppxat orroBop (68,1%) u mocturat pemucus (50,2%) Ha cenmuna 44, KaTo MPOLEHTHT UM €
mo100€H Ha TO3H MPH MalNEHTUTE, KOUTO ITHPBOHAYAITHO Ca CE MOBJIMSIN OT HHAYKIIHAS C
YCTEKHMHYMao.

Ot 131 manweHTH, KOUTO ca Cce TOBJIHUSIIA OT HHIYKITUSA C YCTEKHHYMAa0 U ca paHIOMH3UPAHH B
rpynara Ha miarne0o B Ha4aJoToO Ha MPOYYBAHETO C MOAIbpIKaIa Tepanus, 51 BrocieacTBre ca
3aryOHJIM OTTOBOpa cU U ca monyymid 90 mg ycreknHyMab moKokHo npe3 8 ceqmunu. [lopeyeto oT
MAIUEHTHUTE, 3aryOnIi OTTOBOPA CH U TIOJHOBWIIM JICUEHUETO C YCTEKMHYMa0, ca ro HAIIPABHIIH B
pamkuTe Ha 24 cenMUIM OT MHAYKIFOHHaTa nHOY3ust. Ot Te3u 51 mamumentu 70,6% mocturar
KJIMHUYEH OTroBOp U 39,2% MmocTUrar KIMHUYHA peMucHs 16 ceIMUIY CiIell MOJIy4aBaHEeTo Ha
I'bpBaTa MOJKOXKHA 1032 YCTEKHHYMa0.

B IM-UNITI manueHnTHTe, 3aBBPIIAINA IPOYIBAHETO 0 ceamuIia 44, ca moaXoAIIH 1a TPOIbIKAT
JICYCHHUETO B MIPOIBIDKEHUE Ha MpoyuBaHeTo. [Ipu Bcuukute 567 maryieHTH, BKIIOYCHH Ha U JICKYBaHU
C YCTEKHHYMal B MPOIBIDKEHUETO HA TIPOYYBAHETO, KIIMHUYHATA PEMUCHS U OTTOBOPHT OOMKHOBEHO
ce TOUThPIKAT JIo ceamutia 252, kakTo mpu 6omauTe ¢ Heycnex Ha TNF-Tepanuure, Taka u npu
MALUEHTUTE C HEYCIIEX HA KOHBEHLIMOHAJIHUTE TEPAIIUU.

He ca ycranoBeHH HOBH ChoOpakeHHs 3a 0€30MaCHOCT NPH yIbJDKaBaHE HA TOBA MPOYYBAHE 10 5
TOJMHY Ha JICYeHUE MPU TauueHTu ¢ 6onect Ha Crohn.

Enoockonus

BBHIIHUST BUT HA JIMTaBHIIATA € OIEHEH CHJOCKOTICKU TpH 252 MAIMEeHTH C IOAXO/ISIIa U3X0HA
€HJIOCKOTICKa aKTUBHOCT Ha 3a00JIsIBAHETO B €HO MOANIpOyYBaHe. [IppBUYHATA KpaifHa TOUKa €
IIPOMSIHA OT U3XOAHOTO HUBO Ha ONPOCTEeHUs CHIIOCKOIICKH cKop Tipu Ooiect Ha Crohn (Simplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), chcTaBeH CKOp 3a 5 HI1€0-KOJIOHHU
CerMeHTa 3a HAJIM4Ke/pa3Mep Ha S3BHUTE, IPOLCHT Ha JIMTaBUYHATA NOBBPXHOCT, IOKPHUTA OT S3BH,
MIPOLICHT Ha JINTAaBUYHATA MOBBPXHOCT, 3acerHaTa OT JAPYTH JIC3UH U HATMYKE/BH]] Ha
CTeCHABAaHUATA/CTpUKTypuTe. Ha cenmunia 8, crex eqMHMYHA HHTPABEHO3HA MHTyKIIMOHHA J1034,
npomsHaTa B pesyiarara 3a SES-CD e no-ronsMa B rpymnaTa Ha ycTekuaymMab (n = 155, cpenna
npomsiHa = -2,8), OTKOJIKOTO B Tpynara Ha ruianebo (n = 97, cpeana npomsiaa = -0,7, p = 0,012).

Tognuseane na pucmynrume

B enna moarpyma nanueHTy ¢ ApeHupany GUCTyIM Ha U3XoaHo HUBO (8,8%; n = 26), puctynure Ha
12/15 (80%) ot iekyBaHUTE ¢ YCTEKHMHYMa0 MallMeHTH ce MOBIUSIBAT B IPOIBIDKEHHE Ha 44 cenMuuu
(ompeneneno xaro > 50% HaManeHne OT U3XOAHO HHBO B IPOYYBAHETO C MHAYKIHS Ha Opos Ha 39
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IOpeHupamute GUCTynn) B cpaBHeHue ¢ 5/11 (45,5%) ¢ mnanedo.

Kauecmeo na sorcusom, cevpzano cve 30pasemo

KadecTBOTO Ha KUBOT, CBBP3aHO ChC 3PABETO, € OLIEHEHO MOCPEACTBOM BBIpocHUK mpu
BB3MAIATEIHN 3a00MsBaHus Ha yepBara (Inflammatory Bowel Disease Questionnaire, IBDQ) u
BeIIpocHun SF-36. Ha ceqmunia 8 marueHTHTe, MOTydaBaIii yCTeKHHYMa0, TTOKa3BaT CTaTUCTHICCKH
3HAYMMO TI0-TOJIEMO M KIIMHUYHO 3HAYMMO no1o0penue Ha ooutust IBDQ ckop u SF-36 Mental
Component Summary Score B UNITI-1 UNITI-2 u na SF-36 Physical Component Summary Score B
UNITI-2, B cpaBHenwue ¢ miare6o. B mpoyusaneTo IM-UNITI go cemqmunia 44 Te3u mogoOpeHus
OOMKHOBEHO C€ MOAIBPXKAT MMO-A00pe MPH JEKYBaHU C YCTEKHHYMa0 MalueHTH B CPaBHEHHE C
iaine6o. [ogoOpeHneTo Ha Ka4eCTBOTO Ha KUBOT, CBBP3aHO ChC 3APaBETO, OOMKHOBEHO CE 3aIra3Ba
Ipe3 USATI0TO NPOABIDKEHUE 10 ceamuLia 252.

HmyHorenHocr
ITo Bpeme Ha JeueHne ¢ ycTeKHHyMa0 MoraT Jja ce Pa3BUAT aHTUTEINA CPElly YCTEKHHYMal U

MOBEYETO OT TAX ca HeyTpaitmsupamm. OO6pa3yBaHETO Ha aHTH-YCTEKHHYMab aHTHUTENa € CBBP3aHO
KaKTO C [TOBHIIICH KJIMPBHC, TaKa ¥ ¢ HamaJjieHa e()UKaCHOCT Ha YCTEKUHYMa0, ¢ U3KIIIOYCHHUE Ha
narrieHT ¢ 6onect Ha Crohn, mpu KouTO HE ce HaONrOIaBa HamalieHa edukacHOCT. He ce HaOmo1aBa
OUYEBHHA 3aBICHMOCT MEXIy HaJHMUMNETO Ha aHTUTela CPelly YCTEKHHYMal | MosBaTa Ha peakuy Ha
MSCTOTO Ha WHXEKTHUPaHE.

[lenuarpudHa HoMyIaIus

EBpomneiickara areHnuns mo JeKapcTBaTa OTiiara 3aIbJDKEHIETO 32 MPEIOCTaBSIHE Ha PE3yITaTUTE OT
MPOYYBAHUSATA C YCTEKMHYMa0 B €/IHA WU TIOBEUE MOATPYIH OT MeUaTpUIHATA TOMYIaIysl TPy
oonecrra Ha Crohn. [IpenBaputenHo HamrbIHEHATa MHCAIKa HE € IPOyYeHa B MeAnaTpuyHaTa
TIOITYJTAIKSl M HE Ce MPeTiopbyBa 3a yrnorpeda oT nmeAnaTpUIHH MaIlUeHTH.

5.2. dapmMakoKWHETHYHM CBONCTBA

AbcopOrus
Menunanara Ha BpeMe 3a JOCTUTaHE Ha MaKCHMAJTHATa CEPyMHA KOHIICHTPAIHUS (tmax) € 8,5 MHU cief

€HOKPaTHO MpUIIoKeHne oT 90 mg MoAKOXKHO NpH 37paBu UHANBHIU. CpEeHUTE CTOMHOCTH Ha tmax
Ha YCTEeKHHYMal cies €IHOKPATHO IpujiokeHue Ha 45 mg win 90 mg noaK0xKHO NP MALEHTH C
MICOPUA3NC Ca CXOJIHU C HAOII0IaBaHUTE TIPH 31PaBU WHIUBH/IN.

AOconroTHaTa OHOHAIMYHOCT Ha YCTEKHHYMa0 Clie]] €THOKPATHO MOJIKOKHO MPUIIOKEHHUE €
n3umcieHa Ha 57,2% Mpu ManueHTy ¢ IICoOpHasmuc.

Paznpeznenenue
MenunanaTta Ha oOeMa Ha pasnpezesicHne B TepMuHanHaTa (aza (Vz) cien eqHOKpaTHO HHTPABEHO3HO

MIPUJIOKEHHE MTPH MAIUSHTH C Icopuasuc Bapupa ot 57 mo 83 ml/kg.

Buotpanchopmanus
TouHusAT MeTabONMNUTEH BT HA YCTEKHHYMA0O € HEM3BECTEH.

EnvmMunupane
Menunanata Ha cuctemuanst KuphHC (CL) cieq emHoKpaTHO HHTPABEHO3HO MPUIIOKEHUE TIPH

HaIenTy ¢ copuasuc Bapupa ot 1,99 no 2,34 ml/nen/kg. MenuanaTa Ha HOIy)HUBOTA (t1,2) Ha
YCTEKUHYMaO0 € npuOIM3UTENHO 3 CEMUIM TTPH TTALMEHTH C TICOPUA3KC, ICOPUATHYEH ApTPUT, GOJIECT
Ha Crohn u Bapupa ot 15 10 32 1HU BBB BCUUKHU NPOYYBAHHS 3 ICOPUA3KC M ICOPUATUYCH apTPUT.
CoriiacHO npoBezieH (papMaKOKMHETHYEH aHAIN3 Ha MOITyJanusaTa npuBuaAHUAT KiupbHC (CL/F) n
npuBUAHUAT 00eM Ha pasnpezaenenue (V/F) ca crorBeTHO 0,465 1/d 1 15,7 1 pu nmanuenTy ¢
ncopuasuc. CL/F Ha ycTekrHyMa0 He € 3aBUCHM OT ToJia. Pe3ynraTu oT momysainioHeH
(hapMaKOKMHETHYEH aHaJIHM3 MOKa3BaT, Y€ NMa TCHACHIINS KbM I0-BUCOK KIIMPBHC Ha YCTEKHHYMa0
[P TIAIIMEHTHUTE, A TOJIOKUTEIICH PE3yITaT Ha H3CIIEABAHETO 3a aHTUTENA CPEILy YCTEKHHYMao.
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JInHeHOCT Ha Jo3aTa

CucremHara excrio3uius Ha ycTeKuHyMao (Cnax 1 AUC) ce yBennyaBa 1o HauuH, IPpUOIH3UTEIHO
MIPOTIOPIIMOHAJICH Ha JT03aTa CJIe]] €THOKPATHO HHTPABEHO3HO MPHWIIOKEHHE B 103U, Bapupaiiu ot 0,09
mg/kg no 4,5 mg/kg unu cnes eAHOKPaTHO TOAKOXKHO MPHUIIOKEHHUE B 03U, BAPUPAILIHU OT
npuOm3uTeTHo 24 mg 1o 240 mg npu ManueHTH ¢ TICOPHa3HmcC.

EnanHuYHa cpellly MHOTOKpaTHA 1034

[Ipodunute Ha cepyMHa KOHIEHTpALUI-BpEMe Ha yCTeKHHyMal ca MPUHIMITHO MPEABUINMU CIIE
MOJKOXKHOTO NPHJIOKEHHUE Ha €IHOKPATHU M MHOTOKPAaTHH J03HU. [Ipu manueHTH ¢ ncopuasuc
CTallMOHAPHUTE CEPYMHHU KOHIIEHTPALIMK Ha YCTEKMHYMab ca JTOCTUTHATH B ceiMuIa 28 cien
I'bPBOHAYATHH MOJIKOKHU 031 B ceaMuliu O u 4, mocneaBaHy OT 1034 Ha BCEKH 12 cenMuIy.
MenunaHaTta Ha cTalMOHapHATa CEpyMHA KOHIIEHTpaIus € B rpanumure Mexmy 0,21 pg/ml u 0,26
pug/ml (45 mg) u mexny 0,47 pg/ml u 0,49 ng/ml (90 mg). Hama odeBuIHO KyMyJIMpaHe B cepyMHaTa
KOHILIEHTpAlMs Ha yCTEKUHyMal ¢ BpEMETO, KOraTo ce mpujiara moJKoKHO Ha BCEKU 12 ceIMUIIH.

IIpu maruenTu ¢ 6ostect Ha Crohn citen MHTpaBeHO3HA 1032 OT ~6 mg/kg ce mputara moaKoXHa
nojabprkaiia tTepanusg ot 90 mg ycrekuayMab npe3 8 mim 12 cenMuIy, KoATOo 3armo4Ba Ha ceaMuIa 8.
KoHuenTpanus Ha ycTeKHHYMa0 B CTallMOHAPHO CHhCTOSIHUE C€ JOCTHra KbM HayajloTo Ha BTOpaTa
noabpkamia no3a. [Ipu marmentn ¢ 6omect Ha Crohn Menuanara Ha Half- HUICKATE KOHIIEHTPAIlUU B
CTAIlMOHAPHO ChCTOsHUE Bapupa ot 1,97 pg/ml no 2,24 ug/ml u ot 0,61 pg/ml no 0,76 pg/ml 3a
ycrekuayMabd 90 mg CbOTBETHO mpe3 8 ceamuiy win npe3 12 cenmunu. Hali-HUCKUTE HUBA Ha
YCTeKHMHYMa0 B CTAIlMOHAPHO CHCTOSHUE, IONTydeHH npu 90 mg ycreknHyMab mpe3 8 cenMuIy, ca
CBBP3aHH C TI0-BUCOKA YeCTOTa HA KJIMHUYHA PEMHCHS B CPaBHEHHNE C Hali-HUCKHUTE HUBA B
cTanroHapHO cheTosgHue cnex 90 mg npe3 12 cenmury.

BuusiHue Ha TEroTo BEPXY (hapMaKOKMHETHKATA

B nipoBeneH nomynanuoHeH papMakKOKHHETHUYCH aHaJH3, KBAETO ca U3MON3BaHH JaHHU OT MAIMEeHTH C
NICOPHA3UC € KOHCTaTUPaHO, Y€ TeJIECHOTO TErIO € Hal-3HaunMaTa KoBapHaTa, BIHUsCIIa BbPXY
KIMpBHCa Ha ycTeknHymad. Menuanara Ha CL/F mpu nanuentu ¢ terno > 100 kg e mpubimsuTenHo ¢
55% mo-Bucok B cpaBHeHue ¢ manueHTu ¢ teriio < 100 kg. Menuanara Ha V/F nipu nmanuenTy ¢ Terio
> 100 kg e npubamsurento ¢ 37% mo-BUCOK B cpaBHeHHe ¢ auueHTu ¢ Tero < 100 kg. Mennanata
Ha MUHUMAJIHU CEPYMHH KOHLIEHTPAlMU Ha YCTEKMHYMa0 MPH NalMEHTH C MO-TojsiMo Terio (> 100
kg) B rpymara ¢ mo3a 90 mg ca mogoOHM HA TE3W MPH HMaIMEHTHTE ¢ To-Manko Terio (< 100 kg) B
rpymarta ¢ go3a 45 mg. [lojJoOHM pe3ynTaTu ca MOoIy4eHH OT MOTBBbpANTENIEH (papMaKOKHHETHICH
MOIyJIAIMOHEH aHAIIN3, KBJIETO ca M3MOI3BAHU IaHHH OT MAlMeHTH C ICOPUATHYECH apTPHUT.

Kopurupane Ha yectoTara Ha IPUIIOKEHNE

B®3 ocHoBa Ha HaOIrOaBaHUTE NAaHHU M nomynanuonanTe OK aHanusu npu nanueHTH ¢ 6onect Ha
Crohn pannoMu3MpaHUTE YIaCTHUIIHM, KOUTO MPECTAHAT JIa CE MOBJIHSBAT OT JICUEHHUETO, UMaT
ITOHUCKY CEPYMHH KOHIIEHTPAIIMU Ha yCTEKMHyMa0 BHB BPEMETO B CPAaBHEHUE C YIACTHUIINTE, KOUTO
He ca 3aryomnu otroBop. [Ipu 6onecrra Ha Crohn kopurupaneTo Ha go3ata oT 90 mg Ha Bceku 12
cenmuiy Ha 90 mg Ha BCEKH § CEIMUIIM € CBhP3aHO C MMOBHUINIABAHE HA Hall- HUCKUTE KOHIIEHTPAITUU
Ha YCTEKWHYMa0, KaTo TOBa Ce ChIIHTCTBA C IMOBUIIIaBaHE Ha e(prKacHOCTTA.

Crenuainu nonyJanuu
Hsma HannvHu dapMakOKMHETHYHU JaHHU NIPU MALUEHTH ¢ yBpeneHa Ob0pedHa uiiu 4epHOApOOHa
¢ysknus. He ca nmpoBex1aHu KOHKPETHH MPOYYBAHUS MPH MAIIMEHTH B CTapUeCcKa Bh3pacT.

q)apMaKOKI/IHCTI/IKaTa Ha YCTGKI/IHYM36 KaToO [OAJIO € CpaBHUMA MCKAY MALIUCHTHU C IICOPUA3UC OT
a3MaTCKU U HEA3UATCKU IIPOU3XO0I.

[Ipu nauuentu c 6onect Ha Crohn BapraOMIHOCTTa B KJIIMPBHCA HA YCTEKWHYMa0 ce MOBIHsIBA OT
TEJIECHOTO TEIJI0, HUBOTO Ha CEPYMHHUsI al0yMUH, II0J1a U cTaTyca 10 OTHOLIEHUE Ha aHTUTeNaTa
Cpelly YCTeKHHYMa0, KaTo TEJIeCHOTO TErJIo € Hali-3HauuMara KoBapHarTa, BIHsella BbpXy odema Ha
pasnpeaenenue. OcBen ToBa npu 6ojectTa Ha Crohn KIUPBHCHT ce MoBNUsIBa OT C-peaKTUBHHUS
MIPOTEHH, CTaTyca 10 OTHOIIEHHE Ha HeyclieX Ha jedeHneTo ¢ TNF-antaronucTy u pacara (a3uaTcku
CIIPSIMO HEa3MaTCKHU MPOU3X0/). Be3mecTBHETO Ha T€3W KOBApHATH € B paMKuTe Ha £+ 20% oT
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TUMIUYHATA WU pedepeHTHATa CTOMHOCT Ha choTBeTHUsT DK mapameTsp, mopajau ToBa He €
HeoOXoAMMa KOPEKIIHs Ha JI03aTa 3a Te3HW KoBapuaTu. EqHOBpeMeHHaTa yroTpeda Ha
UMYHOMOTYJIATOPY HSIMAa 3HAUYUTEITHO BIUSHUC BEPXY Pa3NpeIeICHUETO Ha YCTEeKUHYMa0.

Pesynraratu oT momynanuoHeH GpapMakOKHHETHYEH aHAIN3 He MOKA3BaT BIMSHUC HA TIOTIOHA WITH
aJKoX0J1a BbPXY (papMakOKMHETHKATa Ha YCTEKHHYMao.

buonanuunocTTa Ha YCTCKI/IHyMa6 CJIC MIPUJIOKCHUE CHC CIIPUHIOBKA WJIN MPEABAPUTCIHO
HaIlTbJIHCHA ITHCaJIKa € CpaBHUMA.

IIpenBapurenHo HabIIHEHATA UCAJIKA HE € IPOYYCHA B IIEIUAaTPUYHATA NOIYyIalUsl U HE Ce
npenopbyBa 3a ynorpeda oT neiuaTpuyHH MalUeHTH.

Perynupane na ensumute CYP450

Edexrute Ha IL-12 wmu IL-23 Bepxy perynupanero Ha eHsumute CYP450 ca onienenu B in vitro
MPOYyYBaHE C M3IOJI3BAHE HA YOBEITKH XETATOIUTH, KOSTO MMoKa3Ba, ue 1L-12 u/mmm IL-23 ¢ HuBa oT
10 ng/ml He npomeHsT akTuBHOCTTa Ha YoBemkuTe CYP450 ensumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
unn 3A4; Bx. Touka 4.5).

IIpoBeneHo e nmpoy4BaHe 3a JeKapcTBEHO B3auMoaercTBue ¢asza 1, mpoyusane CNTO1275CRD1003,
3a Ja ce oleHHU e(heKThT Ha yCTeKHHyMal BbpXy eH3MMHATa aKTUBHOCT Ha muToxpom P450 cnen
WHIYKIUS ¥ TOAIBPIKAIIO TO3UpaHe MPH MalueHTH ¢ aktuBHA Oonect Ha Crohn (n=18). He ca
HaOIroAaBaHN KIMHUYHO 3HAYUMHU IPOMEHH B eKcro3unusiTa Ha kodenr (cyoctpar CYP1A2),
Bapdapus (cyocrpar CYP2C9), omemnpazon (cydoctpar CYP2C19), nekctpomeropdan (cyocTpar
CYP2D6) nnu munaszonam (cyoctpar CYP3A), korato ce npuiarat e{HOBPEMEHHO C yCTEKHHYMao
IpHu oToOpeHaTa MpemopPhYUTEITHA 103a TIpH MareHTy ¢ 6onect Ha Crohn (BXk. Touka 4.5).

5.3. IlpeakJMHUYHU JAHHHU 32 0€30MACHOCT

HexnmuHuuHUTE TaHHKU HE TIOKAa3BaT OCOOCH PUCK (HAIP. TOKCHYHOCT 3a OPraHUTe) 3a Xopa Ha Oa3ara
Ha OpOyUBaHUA 3a TOKCUYHOCT IMTPU MHOTOKPATHO MpUJIarane, TOKCUYHOCT 3a Pa3BUTUCTO U
PENPOAYKTUBHA TOKCHYHOCT, BKIIFOUUTEITHO (DapMaKOJIOTHYHU OLIEHKHU 3a Oe3omacHocT. [Ipu
MIPOYYBaHUS 32 TOKCHYHOCT 32 PA3BUTHETO U PENPOAYKTHBHA TOKCHYHOCT MPH IBJITOOTAMIATH MaKaIx
He ce HaOJoaBaT HeXeJlaH! ePEeKTH BbpXY (PepTHIINTEeTa MPH MBKKHUTE, KAKTO U BPOJACHH JeeKTH
WJIM TOKCUYHOCT 32 pa3BUTHETO. He ce HaOmoiaBaT Hexelanu e)eKTH BbPXY BbPXY (epTUIHTETa
TIpH JKEHCKUTE TIPH yHOTpeOa Ha aHAJIOTHYHO aHTUTLIO KbM 1L-12/23 pr MuIITKH.

Jlo30BUTE HUBA B IPOYYBAHUITA TP )KUBOTHU ca 0J1n30 45 MBTU MO-BUCOKH OT Hail-BHCOKaTa
€KBUBAJICHTHA J103a, IPEIBUJICHA 3a MIPHIOKEHHUE MPU NAUEHTH C IICOPUA3UC, U BOIAT A0
MaKCHMAaJIHU CEpYMHHU KOHIIEHTpAIlMU NMpU MaMyHH, KOUTO ca Haj 100 mbTH O-BUCOKH OT
KOHIICHTPAIIMHUTE, HA0JF01aBaHuU TIPU XOpa.

He ca npoexnanu mpoy4yBaHus 3a KaHLEPOT€HHOCT C YCTEKMHYMa0 Mopaay JUIcaTa Ha MOAXOASIIH
MOJIEITN 33 aHTUTSUIO 0e3 KphCTOCaHa peakTHBHOCT KbM 1L-12/23 p40 Ha rpuzaun.

6 ®APMALEBTUYHU JAHHU

6.1 CnucobK Ha MOMOIIHUTE BelllecTBA

L-xuctunnu

L-XUCTHAMHOB MOHOXUAPOXJIOPHT MOHOXUPAT
[Momucop6ar 80 (E 433)

3axaposa

Hatpues xunpokcun (3a kopekius Ha pH)
XnopoBoAopogHa KucennHa (3a Kkopekuus Ha pH)
Bopna 3a nrxexmn
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6.2 HecnBMecTHMOCTH

[Ipu nunca Ha MpoyYBaHMS 32 ChbBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT He TpsiOBa Jja ce cMecBa ¢
JPYTH JEKapCTBEHH MPOIYKTH.

6.3 CpoKk Ha roIHOCT

Usrenty45 mg WHXEKIUOHEH Pa3TBOP B MIPEIBAPUTEIHO HAIIBIHEHA MHCAJIKA
3 roauHu

Usrenty90 mg WHXEKIIMOHEH Pa3TBOP B MIPEIBAPUTEITHO HAMIBIHEHA MHCAJIKA
3 roauHu

OtaenHuTe IpEeABApUTETHO HAITBIHCHH MMUCATKA MOTAT J]a Ce ChXPaHSBAT IPHU CTaifHa TeMIeparypa
10 30°C enHOKpaTHO 3a nepuoa MakcumMyM 10 30 THU B OpUTrMHAIHATAa KAPTOHEHA OMAKOBKa, 3a J1a ce
MPEANa3sAT OT CBETIMHA. 3alUIIeTe 1aTaTa, Ha KOSTO IIPEIBAPUTEITHO HAITBIHEHATA TTHCAIKA €
W3BaJICHA 3a TBPBU BT OT XJIAJWIHUKA U 1aTaTa Ha U3XBBpJsSHE. J[aTaTta HAa M3XBBLPIIIHE HE TPsIOBa na
HaJBUIIIABa IFPBOHAYAIHUS CPOK HA TOAHOCT, OTIIEUaTaH BbPXY KapTOHEHaTa onakoBka. Cien Kkato
BEJHBXK MPEABAPUTEITHO HAITbIIHEHATA MTUCANIKA € ChbXPaHsBaHa MpH cTaiiHa Temreparypa (xo 30°C),
TS HE TpsiOBa J1a ce BPbIa B XJIAIMIHAKA. VI3XBBpIIETE MpeIBapUTEIIHO HAIThJIHEHATA TTHCAJIKA, aKO HE
ce U3II0JI3Ba Clie]l ChXpaHeHUe Py cTailHa TeMIeparypa B paMkuTe Ha 30 THU WK CIe U3THYaHEe Ha
OpPUTHHAIHHA CPOK HA TOJHOCT, B 3aBUCUMOCT OT TOBa KO€ OT JIBETE HACTBIIH MTO-PaHO.

6.4 CrnenmaJiHu yCJIOBUSI HA CbXpaHeHHne

Ja ce cpxpansBa B xmaguinHUK (2°C — 8°C). Jla He ce 3ampa3siBa.

CoxpaHsBaiiTe IpeABapUTEIIHO HAITbIHEHATA IMCAJIKA B KAPTOHEHATa OIIAKOBKA, 3a J]a C€ Mpeanasy OT
CBETJINHA.

AKO € He0OX0MMO, OTACTIHH NPEABAPUTEIHO HAITBIHEHH MTUCAJIKM MOTAT Ja C€ ChXPaHABaT NMPH
craitna Temneparypa 1o 30°C (Bxk. Touka 6.3).

6.5 Bua u cbabpikaHue HA ONIAKOBKATA
Usrenty45 mg MH)KEKIIMOHEH Pa3TBOP B MIPEIBAPUTEIHO HAITBJIHEHA ITHCAIKa

0,5 ml pasrBop B cipuiHIIoBKa 1 ml oT cTBKII0 THII | ¢ QUKCHpaHa UIJla OT HepBKIacMa CTOMAaHa,
criaobeHa ¢ KOMIIOHEHTH Ha MpeJBapUTeIHO HAIbJIHEHA MHCAIIKA.

Usrenty90 mg WHXEKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITbJIHEHA MUCATKa
1 ml pa3tBop B cpunoBka 1 ml ot crbiito Tui I ¢ pukcupana urna oT HepbkaaeMa CTOMaHa,
crio0eHa ¢ KOMIIOHEHTH Ha IPEeIBapUTENHO HAITbJIHEHA MHCAIIKA.

Usrentyce npeiara B OllakoBKa OT 1 IIpeJjBapUTEIHO HAIIbIHEHA MTUCAJIKA.
6.6 CneuuaJjHu npeanasHyu MepKH NPH U3XBbPJIsiHe U padoTa

Pa3TBOpBT B npeaBapuTENHO HallbJIHEHAaTa ucaka UsrentyHe TpsiOBa f1a ce paskiama. Pa3tBopsT
TpsIOBa a ce MPOBEPH BU3YATHO 38 HAJIMYMETO Ha TBBPAU YACTUIM WM IPOMSHA Ha IIBETA PEIn
IIOJIKO’KHO IPHIIOKeHHE. Pa3TBOpBT € OucThp, Oe31BeTeH 10 0JIEA0KBIT Ha BHHILIEH BU.
JlekapCTBEHUAT MPOMYKT He TPsiOBa Jla ce M3MOJI3BA, aKO Pa3TBOPHT € C MPOMEHEH LBST WX MBTEH,
WIN aKO ChIbpKa BUIAUMHE Uy1Iu yactuy. [Ipean npunoxxenne UsrentyTpsiOBa a ce OCTaBH J1a
JOCTHTHE CTaliHa TemIeparypa (IpuOIM3UTENHO 3a OKOJIO MOJIoBHH 4ac). [loapoOHu yka3aHus 3a
ynoTpeda ca NpeaocTaBeH! B IMCTOBKATA 33 ALUEHTA.

UsrentyHe chIbpika KOHCEPBAaHTH, 3aTOBA HEU3IIOI3BAHUAT JICKAPCTBEH MPOIYKT, OCTaHAT B
MpeBApUTEITHO HATBITHEHATA MHcalKa, He TpaOBa Ja ce u3mon3Ba. Usrentyce 10CTaBs KaTO CTEPHIIHA,
NpeBAPUTETHO HAITBIHEHA MTUCaJKa 3a eJJHOKpaTHa yroTpeba. [IpeaBapurenno HambIHeHATA
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nrcajJiIka HUKOra HeE Tp;{6}3a Ja CC U3M0JI3Ba IOBTOPHO. Bceku Heusmnomns3BaH JICKaApCTBCH MPOAYKT WJIN
OTHNAABYHUTE MATCPHUAJIN OT HCTO TpH6Ba Ja €€ U3XBBPJIAT B CbOTBCTCTBUC C MCCTHUTC U3UCKBAHUS.

7 HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Ireland, D13 R20R

8 HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Usrenty 45 mg HHKEKIIMOHEH Pa3TBOP B IPEJIBAPUTEIHO HAIThIHEHA ITHMCAIKa
EU/1/25/1973/005

Usrenty 90 mg HIKEKIIMOHEH Pa3TBOP B IPEIBAPUTEIHO HAIThIHEHA ITHCAIKa
EU/1/25/1973/006

9 JATA HA ITbPBO PA3BPEINIABAHE/IIOJJHOBSIBAHE HA PAZPEIIEHUETO 3A
YIHOTPEBA

Jara Ha mbpBO pa3pemaBane: 17 centemBpu 2025 ©

10 JATA HA AKTYAJIM3UPAHE HA TEKCTA

[onpobua unpopmanus 3a TO3M JEKapCTBEH MPOAYKT € MpeJocTaBeHa Ha yebcalita Ha EBponelickaTa
areHuus 1o Jjekapcrrata https://www.ema.europa.eu.
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MPUJIOKEHME 11
MMPOU3BOJUTEJN HA BUOJIOTMYHO AKTUBHOTOBEILIECTBO
U ITPOU3BOJUTEJ, OTTOBOPEH 3A OCBOBOKJIABAHE HA
MAPTUIU
YCJIOBHUSI WJIM OTPAHUYEHUS 3A TOCTABKA M YIIOTPEBA

JAPYI'N YCJIOBUSA U U3UCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUA UJIN OTPAHUYEHNS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA IMTPOAYKT
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A. TIPOU3BOJIUTEJIN HA BUOJOTI'MYHO AKTUBHOTO BEIIECTBO U
IMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKIABAHE HA ITAPTUIN

HwMe u agpec HA MPOU3BOAUTEINTE HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Biocon Biologics Limited.

Block No. Bl, B2, B3, BS Q13 of Q1 and W20 &
Unit S 18, 1st Floor, Block B4

Special Economic Zone,

Plot No.2. 3,4 & 5, Phase IV,
Bommasandra-Jigani Link Road,

Bommasandra Post,

Bengaluru-560 099

Nunus

HmMe v afpec HAa TPOU3BOINTENIS, OTTOBOPEH 32 OCBOOOXK/IaBAHE HA MAPTUIUTE

Biosimilar Collaborations Ireland Limited
Block B,The Crescent Building,

Santry Demesne,

Dublin,

D09 C6X8

Hpnangus

b. YCJI0OBHMA NN OTPAHHYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT c€ OTITyCKa 110 OrpaHMYEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTruka Ha IpoayKTa, Touka 4.2).

B. APYI'H YCJIOBUSA U N3BUCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA
. IMepuoanynm akTyaau3upanu gokaaam 3a 6esonacHoct (ITAJIB)

MsuckBanusta 3a nogaBane Ha [TAJIb 3a To3u TekapCTBEH NPOAYKT Ca MMOCOUYEHHU B CITUCHKA C
pedepentauTe natu Ha EBporetickus cpro3 (EURD crmcewk), npeasuaes B wi. 1078, ai. 7 oT
HupextuBa 2001/83/EO, 1 BB BCHUKH CIIeIBAIIN aKTYyJIU3aIMH, ITyOJMKYBaHH HA €BPOTCHCKHS
yebmopTa 3a JeKapcTaa.

I YCJIOBUA U OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEGA HA
JEKAPCTBEHUSA TPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[purexatensat Ha pa3pemieHuero 3a yrnorpeda ([IPY) Tpsbdsa na u3BbpIIBa H3UCKBAHUTE ACHHOCTH U
JeWCTBYS, CBBP3aHU C IPOCIEAsIBaHEe HA JIeKapcTBEeHaTa 0€30IacHOCT, MocoueH! B ogoopenus 11YP,

npenctased B Moayn 1.8.2 Ha pa3pemenrnero 3a ynorpeda KakTo ¥ BB BCHYKH CJIEIBAIIN 0100peHN
akrtyanusanuu Ha [TYP.

Axtyammsupa [1YP tps6Ba na ce mogasa:

. o HckaHe Ha EBporielickaTa areHITUs 110 JeKapCcTBaTa;

. BHHATH, KOTATO C€ M3MEHs CHCTeEMATa 3a yIpaBJIeHrne Ha PIUCKa, 0COOEHO B pe3yJTaTr Ha
MoJTyyaBaHe Ha HOBa WH(GOPMAITHS, KOSATO MOXE JIa OBEJIC /10 3HAYUMH IIPOMCHU B
CHOTHOIICHHUETO IT0JI33/PUCK, WITU CIIE/ JOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C MPOCIC/IIBaHE
Ha JIeKapCcTBeHaTa 0€30TIaCHOCT WIJIHM CBEXIaHE Ha PUCKA JO MUHIMYM).
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INPUJIOKEHHE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHA BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS (130 mg)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Usrenty 130 mg KoHIEHTpaT 32 HH(PY3HOHEH Pa3TBOP
yCTEKHHYMao

2.  OBSBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceku ¢nakon cpabpka 130 mg ycrekunymad B 26 ml.

3. CIIMCBK HA IOMOIINHUTE BEINECTBA

ITomommam BemectBa: EDTA aunarpueB con guxuapar, L-xuctuauH, L-XUCTHAMHOB
MOHOXHJIPOXJIOPU MOHOXUPAT, L-MeTnoHuH, monucopOar 80, 3axapo3a, HATPUEB XUIPOKCU] U
XJIOPOBOJOPOAHA KUCENIMHA, BOAA 32 HHXKEKIUU

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

KonuenTpat 3a uH(Qy310HEH pa3TBOp
130 mg/26 ml
1 pnaxon

5. HAYUH HA ITIPUJIO)KEHUE U ITbT(MIA) HA BBBEXKJIAHE

Jla He ce paskiania.
[penu ynotpeda npoverere nucToBkara.CaMo 3a eTHOKPATHO MPHIIOKEHUE.
VHTpaBEHO3HO MPUIIOKCHHUE CIIe]T pa3pekiaHe

6. CIIEHUAJIHO INPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT IIOIVIEJA U TIOCEI'A HA IEHHA

7. APYI'U CIIEHUMAJIHU IPEAYIIPEXKJIEHUS, AKO E HEOBXOJUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'ogen no:

| 9. CIHHEIHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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I[a CC CbXpaHsdBa B XJ'Ia}_'[I/IJ'IHI/IK.I[a HE CC 3aMpa3ssBa.
C’LXpaHHBaﬁTC (bHaKOHa B KapTOHCHATA OIIAKOBKa, 3a J1a CC IIpeAIla3u OT CBCTJIIMHA.

10. CHELMWAJIHU NPEAITAZHUA MEPKMU ITPU U3XBBPJISIHE HA
HEUN3MOJ3BAHA YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN
OTHAABYHU MATEPUAJIN OTTAX, AKO CE UHBUCKBAT TAKHUBA

| 11. HMME M AJIPEC HA IIPUTEXXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnanausa, D13 R20R

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/25/1973/004

13. HNAPTHMAEH HOMEP<, KOJOBE HA JAPEHUETO 1 HA ITPOAYKTA>

ITapTuna:

14. HAYMH HA OTITYCKAHE

15. YKA3AHUJ 3A YIIOTPEBA

16. HUH®OPMAIIMSA HA BPAIJIOBA A3BYKA

IIpueTo e ocHOBaHWE Aa HE ce BKIIOYN HHpopManus Ha bpaitroBa a30yka.

| 17. YHUKAJIEH UAEHTUOPUKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 6apkoll ¢ BKIIOUEH YHUKAICH HACHTU(DHUKATOD

| 18. YHHUKAJIEH UWAEHTUPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKXAT MAJIKUTE
EJUHNYHUITBPBUYHU OITAKOBKHA

TEKCT HA ETUKETA HA ®JIAKOHA (130 mg)

1. HUME HA JIEKAPCTBEHUSA NIPOAYKT U ITBT(UIIA) HA BBBEXK/IAHE

Usrenty130 mg xoHIIEHTpAT 32 WHOY3HOHEH Pa3TBOP
yCTeKHHyMa0

2. HAYUH HA ITPUJIOKEHUE

3a i.v. mpriIokeHue cies paspexaane/la He ce paskiaria.

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

4. HAPTUAEH HOMEP

ITaptuna:

5. CBABPKAHUE KATO MACA, OBEM NJIN EJUHUIIN

130 mg/26 ml

6. JPYIO
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JAHHU, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSITA HA ®JIAKOHA (45 mg)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Usrenty45 mg MHXEKIIMOHEH Pa3TBOP
YCTEKUHYMao

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

Bceku dnakon chabpika 45 mg ycrekuaymat B 0,5 ml.

3. CIIMCBK HA IIOMOIIIHUTE BEIIECTBA

IToMomrHM BemecTa: 3axapo3a, L-XxucTunuH, L-XuCTHINHOB MOHOXHIPOXJIOPUA MOHOXHIpAT,E 433,
HaTPUEB XUJIPOKCU U XJIOPOBOJOPOAHA KUCEIIMHA, BO/IA 32 UHXKEKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/JIHA OITAKOBKA

HMuxexunoHeH pa3TBop
45 mg/0,5 ml
1 ¢rakon

5. HAYUH HA ITPUJIO)KEHUE U IBbT(MIIA) HA BBBEXKJIAHE

Jla He ce pa3kiama.
TTonkoxxHO NpUIIOKEHKE
[Ipenu ynorpeda npoueTeTe JIUCTOBKATA.

6. CIIEHUAJIHO IIPEAYIIPEXJEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT IOIVIEJA U TIOCEI'A HA IELHA

I[a CC CbXpPaHsABa HAa MSACTO, HEAOCTBHIIHO 3a [Cla.

7. APYI'U CHEIMAJIHU TIPEAYIPEXKJIEHUSA, AKO E HEOBXOJIUMO

8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
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9. CHHEIIUAJIHHU YCJIOBUSA HA CbXPAHEHHUE

[a ce cpxpansiBa B xJiagquiaHuK.Jla He ce 3aMpassiBa.
CoxpaHsiBaiiTe iakoHa B KAPTOHEHATA ONAKOBKA, 32 JIa Ce MPEe/IIa3H OT CBETIINHA.

10. CHELMWAJIHU NPEAITA3ZHUA MEPKU ITPU U3XBBHPJISIHE HA
HEUN3MIOJ3BAHA YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN
OTHHAABYHU MATEPHUAJIN OTTAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA IIPUTEXXATEJIA HA PASPEIHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnanaus, D13 R20R

12. HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1973/001

13. HNAPTHIAEH HOMEP

ITaptuna:

14. HAYMH HA OTIIYCKAHE

15. YKA3AHWUA 3A YIIOTPEBA

16. HWH®OPMAIIUS HA BPAMJIOBA A3BYKA

Usrenty45 mg

17. YHHUKAJIEH UWJEHTUOUKATOP — IBYU3MEPEH BAPKO/{

JByn3aMepeH 6apKoj ¢ BKIIFOUCH YHUKAICH HISHTH(OUKATOP

18. YHHUKAJIEH HWAEHTUPUKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKXAT MAJIKUTE
EJUHNYHUITBPBUYHU OITAKOBKHA

TEKCT HA ETUKETA HA ®JIAKOHA (45 mg)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT U ITBbT(UIIA) HA BBBEXK/JIAHE

Usrenty45 mg nHXEKIUOHEH pa3TBOP
YCTEKUHYMao
s.C.

2. HAYMH HA ITPUJIO’)KEHUE

3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

4. HAPTUJAEH HOMEP

ITaptuna:

5. CBbABPKAHUE KATO MACA, OBEM WM EJIUHUIIN

45 mg/0,5 ml

6. JPYIO
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JAHHU, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSITA HA IIPEAIBAPUTEJIHO HAITBJIHEHATA CITPUHIIOBKA (45
mg)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Usrenty45 mg uH>XEKIIMOHEH pa3TBOP B MPEABAPUTEIHO HAIIBIHEHA CIIPUHIIOBKA
yCTeKHMHyMa0

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika mpenBapuTeIHO HaITbJIHEHA CIIPUHLIOBKA ChIBPKa 45 mg ycreknHyMad B 0,5 ml.

3. CIIUCBK HA IOMOIHUTE BEHHLIECTBA

[Tomonram BemecTBa: 3axapo3a, L-xuctuanH, L-XUCTUAMHOB MOHOXUIPOXIIOPUT MOHOXHIPAT,
rorcop6at 80 HaTpUEeB XUIPOKCHI U XJIOPOBOJOPOTHA KHCEINHA), BOJIA 32 HHKEKIIHH.

4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

WmxekunoHeH pa3TBoOp B MPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA
45 mg/0,5 ml
1 mpeBapHUTEIHO HAITBIHEHA CIIPUHIIOBKA

S. HAYMYH HA ITPUJIO)KEHUME U ITBbT(MLIA) HA BBBEXK/IAHE

Ha He ce pa3kiaina.
ITonkoxHO NpUIIOKEHKE
[Ipenu ynorpeda npoyeTeTe JIUCTOBKATA.

6. CIHEHNOUAJIHO NPEAYNIPEXIEHUE, YE JIEKAPCTBEHUAT NTPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSACTO JAJIEYE OT IIOIVIEJA U TIOCEI'A HA IELA

Ja ce cpxpaHsBa Ha MSCTO, HEJTOCTHITHO 32 JICTIA.

7. APYI'U CHEHUAJIHU NPEAYITPEXJIEHUA, AKO E HEOBXOAUMO

8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
Jara Ha u3XBbpJIAHE, IPU ChXPAHEHUE Ha CTaliHa TeMIleparypa:
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9.

CIIEHUAJIHHU YCJIOBUSA HA CbXPAHEHMUME

Ja ce cpxpansiBa B xnaawiHuK. Jla He ce 3aMpassiBa.

CoxpaHsBaiiTe peIBapUTETHO HATbJIHEHATa CIIPUHIIOBKA B KAPTOHEHATa OMaKOBKa, 3a J1a Ce

nmpeamnasy OT CBETJIUHA.

Moske ma ce chXpaHsBa Ipu cTaiiHa Temreparypa (10 30°C) enHOKpaTHO 3a meproa MakcuMyM 110 30

JHH, HO HE IMO-ABJII'O OT OPUT'MHAJIHUA CPOK HAa I'OJJHOCT.

10. CHELOUAJIHU NPEAITA3SHUA MEPKU ITPU U3XBBHPJISAHE HA
HEUN3MOJ3BAHA YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN
OTHAABYHUN MATEPUAJIN OTTAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXXATEJIAA HA PASPEIIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnangusa, D13 R20R

12. HOMEP HA PA3PEHIEHUETO 3A YIIOTPEBA
EU/1/25/1973/002

13. MAPTHIAEH HOMEP
ITapTuna:

14. HAYMH HA OTITYCKAHE

15. YKA3AHMA 3A YIIOTPEBA

16. HUH®OPMALUA HA BPAMJIOBA A3BYKA
Usrenty45 mg

17. YHUKAJIEH WITEHTU®UKATOP — JIBYU3MEPEH BAPKO/{

JByn3mepeH 6apkoJl ¢ BKIIOUEH YHUKAICH HACHTU(UKATOD
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18.

YHUKAJIEH HIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
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MUHHUMYM JAHHHU, KOUTO JA CBABPKAT BJIMCTEPUTE UJIN JIEHTUTE
BJIMCTEP HA CIIPUHLIOBKATA

1. HUME HA JIEKAPCTBEHMUSA TPOAYKT

Usrenty45 mg MHXXEKIIHUOHEH Pa3TBOP
yCTeKHHyMa0

2. HUME HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited

3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'ogen no:

4. IHHAPTUJEH HOMEP

ITaptuna:

5. CBbABPKXAHUE KATO MACA, OBEM WM EJJIUHULIN

45 mg/0,5 ml

6. JPYIO

ITonkoXHO NpUIIOKEHNE

XBaHeTe TyK
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MUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKXAT MAJIKUTE
EJUHNYHUITBPBUYHU OITAKOBKHA

TEKCT HA ETUKETA HA IIPEJIBAPUTEJIHO HATBJIHEHATA CIIPUHIIOBKA (45
mg)

1. HUME HA JIEKAPCTBEHUSA NPOAYKT U ITBbT(UIIA) HA BBBEXK/JIAHE

Usrenty45 mg MHXEKIIMOHEH pPa3TBOP
YCTeKHHyMa0
s.C.

2. HAYMH HA ITPUJIO)KEHUE

3. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'ogen no:

4. HAPTUJAEH HOMEP

ITapTuna:

5. CBABbPKAHUE KATO MACA, OBEM WJIA EJIMHULIN

45 mg/0,5 ml

6. JIPYIO
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JAHHU, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSITA HA IIPEABAPUTEJIHO HAITBJIHEHATA CITPUHITOBKA (90
mg)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Usrenty90 mg WHXEKLMOHEH Pa3TBOP B IMPEABAPUTEIHO HAITBIHEHA CIIPUHIIOBKA
yCTeKHHYyMa0

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika mpenBapuTeIHO HaITbJIHEHA CIIPUHLIOBKA ChIbpka 90 mg ycreknHyMad B 1 ml.

3. CIIUCBK HA IOMOIIHUTE BEHLIECTBA

ITomomnu BemiecTBa: 3axapo3a, L-xuctunu, L-XucTuIMHOB MOHOXHIPOXJIOPU MOHOXHIPAT,
nonucopoar 80 HaTpHeB XUAPOKCHII M XJIOPOBOJIOPOIHA KUCEIIMHA), BOA 32 WHIKECKIIHH.

4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

WmxeknnoHeH pa3TBop B MPEABAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA
90 mg/1 ml
1 mpenBapUTEIHO HAITBIHEHA CIPUHIIOBKA

| 5. HAYUH HA ITPUJIOKEHUE U IbT(UIIA) HA BBBEXK/IAHE

Jla He ce pa3kiama.
TTonkoXXHO MpUIIOKEHKE
[penu ynorpeba mpodeTeTe IUCTOBKATA.

6. CIIEHUAJIHO IPEAYHNPEXJIEHUE, YE IEKAPCTBEHUMAT IIPOAYKT
TPABBAJIA CE CBbXPAHSBA HA MsACTO JAJIEYE OT INIOIVIEJA U TOCET'A

I[a C€ CbXpaHsBa Ha MACTO, HEAOCTHITHO 3a JIC1ia.

7. APYI'U CIEHUAJIHU ITPEAYHPEXJIEHUA, AKO E HEOBXOAUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:
Jara Ha u3XBBpJIsAHE, [IPU CbXPAHEHUE Ha CTaliHa TeEMIIepaTypa:
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| 9. CIHHEIIMAJIHU YCJIOBUS HA CbXPAHEHHUE

Jla ce cbxpaHsiBa B xaauiiHHK. [la He ce 3aMpa3ssiBa.

CoxpaHsBaiiTe NpeIBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKa, 3a Jia ce
Npeasy OT CBETJINHA.

Mosxe na ce chxpaHsBa mpu craiina temmeparypa (1o 30°C) 3a enqun nepuon 1o 30 gHH, HO HE TIO-
JUBJITO OT OPUTHHAIHUS CPOK Ha T'OJTHOCT.

10. CHELMWAJIHU NPEAITA3HUW MEPKU IIPU U3XBBPJISIHE HA
HEM3IOJI3BAHA YACT OT JIEKAPCTBEHUTE NIPOAYKTHU NJIN
OTHAABYHU MATEPHUAJIN OTTAX, AKO CE U3UCKBAT TAKHBA

11. HUME U AJIPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnannusa, D13 R20R

12. HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1973/003

13. HNAPTHUIEH HOMEP

ITaptuna:

14. HAYMH HA OTIIYCKAHE

15. YKA3AHWUJ 3A YIIOTPEBA

16. WH®OPMAIIAA HA BPAMJIOBA A3BYKA

Usrenty90 mg

17. YHHUKAJIEH MWAEHTUPUKATOP — IBYU3BMEPEH BAPKO/]

JByn3aMepeH 6apKoj ¢ BKIIFOUYCH YHUKAICH HISHTH(OUKATOP
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18. YHUKAJIEH HAEHTUPUKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMYM JJAHHU, KOUTO JIA CE IIOCOUYBAT BbPXY BJIMCTEPUTE NJIN
BJIMCTEP JIEHTATA HA CIIPUHIIOBKATA
(90 mg)

1. HUME HA JIEKAPCTBEHMUSA TPOAYKT

Usrenty90 mg MHXEKIIMOHEH Pa3TBOP
YCTEeKUHYMao

2. HUME HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited

| 3. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'ogen no:

4. HAPTUJAEH HOMEP

ITaptuna:

5. CBbABPKAHUE KATO MACA, OBEM WM EJIMHUIA

90 mg/1 ml

6. JPYIO

HO,I[KO)KHO MMPUITIOKCHUC

XBaHeTe TyK
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MUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABPKXAT MAJIKUTE
EJUHNYHUITBPBUYHU OITAKOBKHA

TEKCT HA ETUKETA HA IIPEJIBAPUTEJIHO HATBJIHEHATA CIIPUHIIOBKA (90
mg)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT U II'bT(MIIA) HA BBBEXXJIAHE

Usrenty90 mg nHXEKUUOHEH pa3TBOP
YCTEKUHYMao
s.C.

2. HAYMH HA ITPUJIO)KEHUE

3. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

4. HAPTUJAEH HOMEP

ITaptuna:

5. CBABbPKAHUE KATO MACA, OBEM NJIX EJJUHULIN

90 mg/1 ml

6. JPYIO
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JAHHU, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSATA C IIPEABAPUTEJIHO HAITBJIHEHA ITUCAJIKA (45 mg)

1.

HNME HA JIEKAPCTBEHUSA TPOAYKT

Usrenty 45 mg WHXEKIIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBIIHEHA TIHCANKA
yCTEKHHYMao

2.

OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika npeBapuTennHO HaITbIIHEHA MTUCANKA ChAbpka 45 mg ycrekuaymab B 0,5 ml

3.

CIIMCBK HA IOMOIIHUTE BEIHIECTBA

ITomorHu BeriecTBa: 3axapo3a, L-XucTuanH, L-XUCTHINHOB MOHOXHIPOXJIOPUI MOHOXHU/IPAT,
nosicopOat 80 (E433), HaTpueB XUAPOKCH, XJIOPOBOIOPOIHA KHcenrHA (3a Kopeknus Ha pH), Boga
32 UHKEKIMH

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

WHKeKIIMOHEeH Pa3TBOP B MPEBAPUTEIIHO HAITBIHCHA MTHCATKA
45 mg/0,5 ml
1 eaHO1030BA TPEIBAPUTEITHO HAITBJIHEHA MTHUCATIKA

5.

HAYMH HA ITPUJIO)KEHUME U ITbT(MLIA) HA BBBEXK/IAHE

He pazknamaiite.
IToKOXHO MPUIIOKEHUE
[Ipouerere nucToBKaTa Mpeny ymnorpeoda.

6.

CIIENMAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CbXPAHSBA HA MACTO JAJIEYE OT INOIVIEJA U TOCET'A HA JIELIIA

[a ce cpxpansBa Ha MSICTO, HEJOCTHITHO 32 JICTIA.

7. JAPYI'U CIIEHHUAJIHU ITPEAYIIPEXKJIEHUS, AKO E HEOBXO/JIUMO
| 8. JATA HA U3 TUYAHE HA CPOKA HA T'OJIHOCT
T'onen no:

I[aTa Ha U3XBBPIIAHE, [IPU CbXPAHCHUC Ha craiiHa TEMIICpaTypa:
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9. CHHELHUAJIHU YCJI0OBUSA HA CbXPAHEHHUE

Jla ce cbxpaHsBa B XJIAHITHUK.

Ja He ce 3ampassiBa.

CoxpaHsBaliTe MpeIBapUTEIHO HAITbJIHCHATA MMHCAJIKa B KAPTOHEHATA OMAKOBKA, 3a JIa Ce MPe/Iia3u
OT CBETJIMHA.

Mosxe n1a ce chXpaHsaBa IIpu craiiHa Temieparypa (o 30°C) eaHOKpaTHO 3a MEPHO MAaKCUMYM 0
30 mHU, HO HE MO-ABITO OT OPUTUHATHUS CPOK HA TOHOCT.

10. CHELNMWAJIHU NPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA
HEM3IOJI3BAHA YACT OT JIEKAPCTBEHUTE NIPOAYKTHU NJIN
OTHAJABYHU MATEPUAJIN OTTAX, AKO CE U3NCKBAT TAKUBA

11. HME U AAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Hpnangusa, D13 R20R

12. HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1973/005

13. NMAPTHJIEH HOMEP

ITapTuna:

14. HAYMH HA OTITYCKAHE

15. YKA3AHUA 3A YIIOTPEBA

16. HWH®OPMAIIUA HA BPAJIOBA A3BYKA

Usrenty45 mg

17. YHUKAJIEH UAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JIByn3mepeH 0apko]l C BKJIFOUEH YHUKAJICH UIACHTU()UKATOD
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18. YHHUKAJIEH UWAEHTUPUKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJUVHUYIHHU
II'bPBUYHH OITAKOBKH

TEKCT HA ETUKETA HA IPEABAPUTEJIHO HAITBJIHEHATA IIMCAJIKA (45 mg)

1. HUME HA JIEKAPCTBEHUS NIPOAYKT

Usrenty45 mg WHXEKIIMOHEH Pa3TBOP
yCTEKHHYMao
s.C.

| 2. HUME HA INTPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

| 3. JATA HA U3TUYAHE HA CPOKA HA IT'OJHOCT

T'omen no:

4. IHAPTUJAEH HOMEP

ITapTuna:

5. CbABPKAHUE KATO MACA, OBEM WM EJNMHUIIA

45 mg/0,5 ml

6.  JIPYTO
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JAHHU, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSITA HA IIPEABAPUTEJIHO HAITBJIHEHATA CITPUHITOBKA (90
mg)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Usrenty 90 mg WH)XEKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAIThJIHEHA MHCAIKa
YCTeKHHYyMa0

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika peBapuTeHO HaITBJIHEHA MUcalika chabpika 90 mg ycreknaymab B 1 ml

3. CIIMCBK HA IOMOIINHUTE BEHIECTBA

ITomoutau BemecTBa: 3axapo3a, L-xuctuanH, L-XucTHAMHOB MOHOXUAPOXIIOPU MOHOXHUPAT,
nonucopdat 80 (E433), HaTpueB XUAPOKCH]I, XJIOPOBOIOPOIHA KHCENHHA (32 Kopekius Ha pH), Boga
32 UHXKEKIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

WHxeKkInoHeH pa3TBoOp B MPEABAPUTEIIHO HAITBIHEHA MTUCATIKA
90 mg/1 ml
1 enHOZO30BA MPEABAPUTEIHO HAITBJIHEHA ITHUCAJIKA

S. HAYMH HA ITPUJIOKEHUE U ITBbT(MLIA) HA BBBEXK/JIAHE

He pasknamaiire.
[ToaxoxxHO pUIIOKEHHE
[Ipouerere nucToBKaTa Mpenyu ymnorpeoda.

6. CHEHNUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT HHOI'VIEJA U JIOCET' A HA JIELIA

Jla ce cpxpaHsBa Ha MAICTO, HEJOCTHITHO 34 JICTIA.

7. APYI'U CHIEHNUAJIHU IIPEAYHPEXKJIEHUA, AKO E HEOBXOIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
Hara Ha U3XBBPIISIHE, IPU ChbXpPAaHEHUE Ha CTailHa TeMIleparypa:
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| 9. CHHEIIMAJIHHU YCJIOBUSA HA CbXPAHEHHUE

Ja ce cpxpaHsiBa B XJIAAUIHHUK.

[a He ce 3ampassiBa.

CoxpaHsBaiiTe peBapUTEIHO HAITbJIHEHATa MHCaJKa B KapTOHEHATa OMAaKOBKa, 3a J1a Ce Mperasu
OT CBETJIMHA.

Moske na ce chXpaHsBa npu cTaiiHa Temreparypa (10 30°C) enHOKpaTHO 3a MEPHOA MAKCUMYM [0
30 nHU, HO HE MO-ABITO OT OPUTUHATHUS CPOK HA TOHOCT.

10. CHELUWAJIHU NPEAITA3HU MEPKU ITPU U3XBBPJIAHE HA
HEM3IIOJ3BAHA YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN
OTHHAABYHU MATEPHUAJIN OTTAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJAPEC HA ITIPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnanaus, D13 R20R

12. HOMEP HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/25/1973/006

13. HNAPTUIEH HOMEP

ITapTuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMA 3A YIIOTPEBA

16. HWH®OPMAIIUS HA BPAMJIOBA A3BYKA

Usrenty90 mg

| 17. YHHUKAJIEH MWAEHTUDPUKATOP — IBYU3BMEPEH BAPKO/]

JlByn3mepeH 0apko]i C BKIIFOUEH YHUKAJICH UIACHTU()UKATOD

97



18. YHMKAJIEH UAEHTU®UKATOP — JJAHHHU 3A YETEHE OT XOPA

PC
SN
NN

98



MUHHUMYM JAHHHU, KOUTO TPABBA JIA CBABPXAT MAJIKUTE EJJUHNYHU
II'bPBUYHU OITAKOBKH

TEKCT HA ETUKETA HA IIPEJABAPUTEJIHO HAITBJIHEHATA IIUCAJIKA (90 mg)

1. HUME HA JIEKAPCTBEHMUSA TPOAYKT

Usrenty 90 mg MHXEKIIMOHEH pa3TBOP
YCTEeKHHYMab
s.C.

2. UME HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

| 3. JATA HA U3THYAHE HA CPOKA HA I'OJJHOCT

T'omen no:

4. HAPTUJAEH HOMEP

ITaptuna:

5. CBABbPKAHUE KATO MACA, OBEM NJIX EJJMHULIN

90 mg/1 ml

6. JIPYTO
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b. JUCTOBKA
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JIucroBka: nHdopmanus 3a noTpeduTEIs

Usrenty130 mg KoHIeHTPAaT 32 HHQY3HOHEH Pa3TBOP
ycreknayMab (ustekinumab)

v To3u nexapcTBeH NPOAYKT MOJICKH Ha JIOMBIHUTETHO HabmoaeHne. ToBa e mo3Boiau Obp30TO
YCTaHOBSIBaHE HAa HOBA MH(OpPMAIUsl OTHOCHO Oe30macHOCTTa. MoXKeTe 1a AaieTe CBOs MPUHOC KaTo

ChOOINUTE BCSIKA HEXKEIIAHA PEaKIIUsl, KOSITO CTE MOJYJYWId. 3a HAauMHa Ha ChOOIABaHE HA HEXKEIaHH

peaKIy BIXKTE Kpasi Ha To4Ka 4.

IIpouyeTeTre BHUMATEIHO LslJIaTa JUCTOBKA, IPEIH /12 3all0YHeTe Ja H30J13BaTe TOBAJIeKapCTBO,
Thil KaTO T CHABP:KA BaxHa 32 Bac nundgopmanus.

Ta3m JUCTOBKA € HANMUCAHA 34 manmueHTa, KOWTO nmpuemMa J€KapcTBoTo.

. 3amasere Ta3u IUCTOBKAa. Moke /1a ce HaJoXHU Ja sl IPOYETEeTe OTHOBO.

. AKO UMaTe HSIKaKBH JIOMBJIHUTEIHN BBIIPOCH, TONMUTaiTe Bamms nekap unm gpapmanesT.

° AKO MoNTyyHTe HSIKaKBH HEXXEIaHU peakinu, yBenomere Bamms nekap nnn ¢papmanest. Tosa
BKJIIOYBA M BCHUKH Bb3MOKHU HEXKEJIAHU PEaKLi, HEOMCAaHU B Ta3H JIUCTOBKA. BrxkTe Touka
4.

KakBo cbabpika Ta3u JHCTOBKA

Kaxkgo npencrabisia Usrentyr 3a KakBO c€ U3I0JI3BA

KaxBo TpsiOBa na 3uaeTe, npean na u3nomssate Usrenty
Kaxk mie ce npunara Usrenty

BB3MokHE HEXXETaHU peakun

Kaxk na cexpanssare Usrenty

ChabpikaHue Ha OMIAKOBKATA U JOIIBJIHUTEIIHA HH(pOpMAaLUs

NN

1. Kaxkso npeacrapassa Usrentyun 3a KakBo ce U3M0JI3Ba
Kakso npeacraBasiba Usrenty

Usrentychabpxa akKTHBHOTO BEILIECTBO ,,yCTEKUHYMa0”’, KOETO € MOHOKIJIOHATHO aHTUTSUIO.
MOHOKJIOHATHATE aHTUTENA ca MPOTEHHH, KOUTO PA3MO3HABAT M CBBP3BAT OIPEIEIeHN Cien(puIHI
MIPOTEHHH B OPTaHN3MA.

UsrentynpuHaanexu KbM TpyIia JIEKapcTBa, HapeueHH ,,MMyHocynpecopu”. Te3u nexkapcTBa AecTBar,
KaTo HaMaJIsIBaT aKTMBHOCTTA Ha 4acT OT UMYHHaTa CHCTEMa.

3a kakBo ce uznoa3sa Usrenty

Usrentyce u3momn3Ba 3a JiedeHre Ha YMepeHa 710 Texka oonect Ha Kpon — npu Be3pacTHu Bonectra Ha
Kpon e Bp3manurenHo 3abonsBane Ha uepBaTa. Ako nmare 6onect Ha Kpon mepBo me Bu ce magat
ApYyTu JICKapCTBa. AKo He ce MOBIUsIETe J0CTAaThb4YHO HUJIKM UMATC HEMMOHOCUMOCT KbM TE3UJICKAPCTBA,
Moxke 1a Bu ce nane Usrenty3a HamansiBaHe Ha MIPU3HALUTE M CAMIITOMUTE Ha 3a0oisiBaHeTo Bu.

2. Kaxkgo Tpsi0Ba 1a 3Haere, npeau Aa n3nouassare Usrenty

He uznoassaiite Usrenty

o AKO cTe aJIepru4Hi KbM YCTeKMHYMAa0 WIH HIKOSI OT OCTAHAIUTE ChCTABKU HA TOBA
JieKapcTBO (M30pOeHU B TOUKA 6).
o AKo mMaTe aKTHBHA HH(peKIHs, KosATo Bammsr nexap Hamupa 3a 3Ha4uMa.

AKO He CTe CUTYPHH JTaJTi HSIKOE OT M30pOCHUTE TIO-Tope ce oTHACA 3a Bac, mocwrBeTBaiiTe ce ¢ Barmms
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nekap uin ¢apMareBT, npeau na unonssate Usrenty.

IpenynpeskaeHust ¥ NpeANa3HA MEPKH

l'oBopere ¢ Bamus nekap wiu dapManeBT npeau Aa usnon3sare Usrenty. Bamust nekap e nposepu
ChCTOSTHHETO Bu npenu neueHunero. YBegoMeTe cBos Jiekap 3a Besika Barra Oosect mpeau Ie4eHneTo.
Crm1o Taka wHpOopMHUpaiiTe Bamms rekap, ako HACKOpO CTe OMIM B KOHTAKT C YOBEK, KOWTO MOXKE Ja

uMa TyOepKyno3a. Bamust inekap mie Bu nipersiena v e Hanpasy u3ciieiBaHe 3a TyOepKyIo03a, penn
na m3non3sate Usrenty. Axo BamusT nekap cMsTa, 4e cTe U3JI0KCSHH Ha PUCK OT TyOepKyi03a, MokKe

na Bu npennuine nexapcTea 3a JICUSHUETO H.

Cienere 3a ceprHO3HM He:KeJIAHHU PeaKIuu

UsrentyMoske 1a IpeJU3BHUKa CEPUO3HU HEXKENaHU PEAKLIH, BKIFOUYNUTEIHO aJEPrHYHU PEaKLUU U
nHbexuu. TpsOBa na ciaenure 3a onpeAeIeHr NpU3HaLU Ha 3a00Js1BaHysl, foKaTo npueMate Usrenty.
Buxre ,,Cepno3nu He)xXeNaHU pekaliy’ B TOUKA 4 3a ITBJIHUSA CIUCHK HA T€3M HEXXETIaHW PEaKIIHH.

Ipenn na usnoaspare Usrentynnpopmupaiite Bammus jgexap:

. AKO HSIKOTa cTe MMAJIU aJlepruyHa peaknusa kbM Usrenty. AKo HEe CT€ CUTYpPHH, [TONIUTANTE
Bamus nexap.

. AKO HAKOTa cTe UMAJIM HAKAKBB BHJI PAaK — TOBA €, 3aII0TO UMYHOCYIIPECOPUTE KATO
UsrentyotcnaOBar 4acT OT MMyHHATa cucTeMa. ToBa MOKE Jia MOBUIIN PUCKA OT PakK.

. AKO cTe JIeKYBaHHU 32 MCOPUA3UC C APYTH OMOJTOTHYHH JIEKAPCTBA (J1eKAPCTBO,

NPOU3BEAEHO OT OMOJIOTHYeH U3TOYHUK M 00MKHOBEHO MPHUJIATAHO Ype3 HHKEKIHS) -
PHCKBT OT paKk MOKE JIa € TI0-BHUCOK.

o AKO UMaTe MJIM HACKOPO cTe MMAJIU HH(EeKI U WIN aKO UMaTe HAKAKBY HeoOU4aiiH1
OTBOPH 1O KOxkaTa (pucTyan).

. AKO IMaTe HOBH WJIM MPOMEHSIIIM ce JIe3NH B yUacThLIUTE C ICOPUA3UC UITU TIOHE3acerHaraTa
KOJXKa.

. AKO mosty4aBate Jpyro JedeHue 3a COPHA3HC W/MIIH ICOPHATHYEH AaPTPHUT — KaTo APYTH

UMYHOCYIIPECOPH WK (hoToTEepamnus (KOTraTo TSUIOTO ce JIeKyBa ¢ THII yirpaBuoieroBa (UV)
CBeTNIMHA). Te3u JledeHns ChILo MOXKE Jia OTCIa0sT yacT OT UMyHHaTa cuctema. M3non3Banero
Ha Te3W JIeUeHUs 3aeHO che UsrentyHe e u3cienBaHo. Bb3MoxHO e o0ade, TO Ja yBeInYH
pHCKa OT 3a00JIsIBaHMs, CBBP3aHU C OTcIa0BaHE HA UMYHHATa CUCTEMA.

. AKO MoJIy4yaBaTe U HAKOTAa CTe MOJyYaBaJIi HHKEKINY 32 JledeHUue Ha aJIeprum — He €
n3BeCTHO Aanu UsrentyMosKe 1a OKa)e BIMSHUE BbPXY TSX.
. AKO cTe Ha U HaJl 65 roAUHU — MOXE J1a CTE O-CKIIOHHU KbM HH(EKITHH.

AKO He CTe CUTYPHH JJAJTH HIKOE OT TOPEH30pOeHUTE ce OTHACs 3a Bac, moceBeTBaliTe ce ¢ Bamms
nexap win apmanesT, mpean Aa uinoissare Usrenty.

Hsikou manueHTH moryqaBar JIymyc-IioJ00HH PEaKI|K, BKIFOYUTEITHO KOXKEH JIYITyC epUTEMATOIeC U
TyIyc-mo100eH CHHIPOM, TI0 BpeMe Ha JieueHue ¢ ycTeknaymMad. ['oBopeTe BeqHara ¢ Bamms nekap,
aKo TIOJTyYNTEe YePBEH, HAIUTHAT, JIFOIICI C€ OOPHB, TIOHIKOTA C TIO-THMHU TPAHUIIH, B U3JI0KEHUTE
HAa CIThHIIC YYACTHIM Ha KOXATa WA CTaBHHU OOJIKH.

ChbpaeyeH HHPAPKT U HHCYJITH

WudapkT 1 MHCYNTH ca HaOMI0AaBaHU B IPOYYBAHE MPHU MAILIMEHTH C IICOPUA3KC, JeKyBaHu cke Usrenty.
BammusaT nexap pegoBHO IIe MPOBEpsiBa PUCKOBHUTE (PAKTOPH 3a ChpACYHO 3a00JsBaHE U MHCYIT NPHU
Bac, 3a ma e curypHo, 4e Te ce JeKyBaT 0 MOIXOoAsm HauynH. He3zabaBHO mOThpceTe METUIIMHCKA
MOMOII, aKO TOJy4uTe 0OJKa B T'BPAHTE, CIa0OCT WM HeOOMYalHO ycellaHe OT eJHaTacTpaHa Ha
TAJIOTO, OTITyCHATOCT Ha JIUIIETO UM TOBOPHM WIIM 3pUTEITHH CMYILEHUS.

Jlena v roHOIIHN
UsrentyHe ce mpernopbyBa 3a ynorpeda npu aena nof 18 roguan ¢ 6onect Ha Kpos 3amoro He e
MIPOYYBaH MPHU Ta3H Bb3PacToBa IpyTa.

JApyru jiekapcrBa, BakcuHu 1 Usrenty
Tps6Ba na xaxxere Ha Bamms nexap win gpapmanesT:
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° Axo nmpueMare, HaCKOpoO CTC NMpHUEMaJIM UK € Bb3MOXKHO [a IPpUEMETE APYTU JICKapCTBAa.

o Axo Hackopo Bu e npaBena winu miaHuparte J1a Bu ce mpaBu BakcuHanus. J{okaTo usnonaspare
Usrenty, HIKOW BHOBE BAaKCHMHU (KMBH BaKCHHHU) He TPs0Ba J1a ce mpuiiarat.
o Ako cre nonmyyaBanu Usrentyno Bpeme Ha OpeMEeHHOCTTa, TPsIOBa Aa KaXKeTe Ha JieKaps Ha

0ebeto Bu 3a neuenmnero cbe Usrenty, mpenu TO 1a IOTyYH KaKBaTO U J1a € BAKCUHA,
BKJIFOUMTEITHO JKMBH BakcuHU, KaTo BIK Bakcuna (n3mon3Bana 3a mpeama3BaHe oT
TyOepKyJo3a). JXMBUTE BaKCHHU HE ce pernophuBar 3a Barero 6e0e npe3 mppBUTE J[BaHAIECET
Mecella ciell paXaaHeTo, ako cTe noidydyaBanu Usrentyrmo BpeMe Ha OpeMEeHHOCTTa, OCBEH aKo
JekapsT Ha Bamero 6ebe He mpernopbya ApyTo.

BpeMeHHOCT M KbpMeHe

o Axko cTe OpeMeHHa, cMATaTe, Y& MOXKE J1a cTe OpeMeHHA WITH MIaHupaTe OpEeMEHHOCT,
nochBeTBaiTe ce ¢ Bamust iekap npeau ynotpedaTa Ha TOBa JIEKAPCTBO.
. He e nabmroaBaH 1mo-BUCOK PHCK OT BpOJIeHHU AedekTH pu O6edeTa, m3noxeHu Ha UsrentyB

yTpobara. [lanaure ot ynorpedara Ha Usrentyripu OpeMeHHH KeHH 00aue ca OrpaHuYCHH.
[Topanu ToBa e 3a mpeanovnTane aAa ce n3osarea ynorpedara na Usrentyno Bpeme Ha
OpeMeHHOCT.

o AKO CcTe xeHa ¢ IeTepOJICH MTOTEeHIMA, )KeJIaTeIIHO € J1a He 3a0peMeHsBaTe U J1a U3I0JI3BaTe
MOIX OIS TPOTHBO3adaThueH METO I, KoraTo u3noisseare Usrentyn moHe 15 ceamuny cien
OCJIEAHOTO npuiiarane Ha Usrenty.

o Usrentymoske 1a MpeMrHe Mpe3 IUTaleHTaTa B HepoJIeHOTo 6ebe. AKO CTe MoTydaBaiid
Usrentyno Bpeme Ha OpeMEHHOCTTa cH, 0ebeTo Bu Moske 1a nMa mo-BUCOK PUCK OT HH(EKIHS.
. BaxHno e ga kaxere Ha JiekapuTe Ha Bamero 0ebe 1 Jpyru MEAMLMHCKH CHEUUAINCTH, aKo CTe

norygaBanu Usrentynio BpeMe Ha OpeMEHHOCTTa CH, TIpean 0e0eTo Aa MoIydyd KakBaTo U Ja €
BakcuHa. JKuBu BakcuHH, kato bIJK BakcuHa (M3mos3BaHa 3a mpenasBade oT TyOepKyno3a),
HE ce mpernophuBar 3a Bamero 6e0e mpe3 mbpBUTE [BaHAIECET Mecela Cliel] PaKIaHEeTO, aKo
cte noirydaBany Usrentymo BpeMe Ha OpeMEHHOCTTa, OCBEH aKo JiekapAT Ha BamieTo 6e6e He
npenopbya JApyro.

. YcTeknHyMab MoKe Jja TpeMIHE B KbpMaTa B MHOTO MaJIKH KosndecTBa. [lockBeTBaiiTe ce ¢
Bamms nekap, ako KbpMUTE WK aKo IUIaHUpaTe J1a KbpMmute. Bue u Bammst nexap TpsioBa na
pelmTe Ay TpsOBa 1a KbpMUTE WK Ja u3non3Bate Usrenty- He IpaBeTe U JBETE.

Hlodupane u padora ¢ MAIIMHA
UsrentyHe MOBIHsIBa WK TIOBIUSBA MPEHEOPEIKUMO CIIOCOOHOCTTA 3a modupaHe U padoTa ¢ MaIllUHU.

Usrentycbabpska HaTpuid

Usrentycbabpxa no-manko ot 1| mmol Hatpuii (23 mg) Ha 103a, T.e. MOXKe Ja ce Kaxe, 4e
MIPAKTHYECKH HE ChABPKA HATPHA.

[Ipenn na Bu 6b1e mpmtoxed obade, Usrentyce cMecBa ¢ pa3TBOp, KOWTO Chabprka HaTpwil. ['oBopeTe
¢ Bamus nekap, ako cTe Ha 1ueTa ¢ HUCKO ChAbP)KaHUE Ha HATPHil.

Usrentycbabp:ska Iosmcopoar 80

To3u nekapcTBeH NpoaykT cbabpxa 10,4 mg nmomucopoar 80 (E 433) BB BcekH (py1akoH OT

130 mg/26 ml, xoeto e exBuBanenTHo Ha 0,4 mg/ml (0,6 mg/kg/nen). [lomucopbarute Morar aa
NPUYMHAT aJI€PTUYHHU peakmu. Y BeapoMmere Bamms nekap, ako nMaTe yCTaHOBEHH aJIEPTHH.

3. Kak me ce mpuinara Usrenty

Usrentye npeaHa3sHauCH 3a y1'IOTp66a oA pbKOBOACTBOTO U KOHTPOJIA Ha JICKAp C OIUT B
JUAarHOCTHKaTa U JICUCHHUCTO Ha Oolect Ha KpOH

Bamust nexap me Bu npunosxu Usrenty 130 mg KOHIIEHTpAT 3a HH(PY3MOHEH Pa3TBOP Ype3 KAIKOBO
BIIMBaHE BHB BeHATa Ha pbKara (HHTPaBeHO3HA MH(Y3HsI) B IPOAbDKEHUE HA HAl-MaJIKO €JI1H Yac.
ITocwBeTBaiiTece ¢ Baiust Jiekap 3a ToBa, kora 11ie Bu ce mocTaBsiT MHKEKIIMUTE U Kora IIe ca
CJIeIBAIIATE KOHTPOIHH MPETIICTH.
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KakBo koanuecTBo Usrentyce nmpujiara
Bammsr nexap mie pemmu kakBo koinndecTBo UsrentyTpsiOBa 1a MOTy4HTE M 32 KAKBB IIEPUOJ OT BPEME.

Bn3pacTHu Ha 18 rogunu uin no-rojieMu

L4 .HCKapHT 1€ U34YUCIIU MPEenopbUYUTEIIHATA 3a Bac go3a 3a HWHTpPaBCHO3HA I/IH(I)yBI/ISI BB3 OCHOBA Ha
TenecHoTo Bu Terio.

Barmeto tenecHo Terio Ho3a
<55kg 260 mg
>55kg no<85kg 390 mg
> 85 kg 520 mg
. Crnen HavamHaTa MHTPABEHO3HA 103a 1ie Bu O0bae nmprioxkeHa ciieqsamara 103a 90 mg

Usrentydpes WHXEKIHA T0JT KokaTa (10IK0’KHA MHXKEKIIUs) CIIe/l 8 CeJIMUIIN U CJIe] TOBA Ha
Bceku 12 ceqMUIIH.

Kak ce mpuinara Usrenty
. [IbpBata no3a Usrenty3a neuenne Ha 6osnect Ha KpoH ce mpuiara oT JeKapKalKkoBO BbB BEHA B
pbKaTa (MHTpaBEeHO3HA HH(Y3US).

I'oBopere ¢ Bamus nekap, ako UMaTe BBIIPOCU OTHOCHO npuiaranero Ha Usrenty.

AKo cTe nponycHaau Aa uznojsare Usrenty
AKo cTe 3a0paBwM WK CT€ TIPOIYyCHANIM Yaca CH 3a MpHJIaraHe Ha /1033, CBhpiKeTe ce ¢ Bamms jgexap
3a IJIaHUPaHE HA HOB Yac.

AKxo cte cipesiu ynorpedara Ha Usrenty
He e omacno na cripere ynotpe6ata Ha Usrenty. Axo obaue s cipete, BammTe cumnroMu Moxe a ce
BB30OHOBSIT.

AKO uMare HAKaKBH JOIBIHUTEIHU BBIPOCH, CBBP3aHHU C YIIOTpedaTa Ha TOBa JIEKapCTBO, TOMUTANTE
Bamms nexap wim gapmanesT.

4. Bb3MOKHH HexXeTaHU peakuuuun

KakTto Bcrmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPEAMN3BHUKA HEXKCIIAHU PEAKIIUH, BBIIPEKU Y€ HC
BCCKM I' I10JTy4YaBa.

Cepuo3HM HEXKeJIAaHU PeaKunu
Hsxou manueHTH MOXKe J]a IMaT CEPHUO3HN HEXKEIIaH! PEaKIuH, P KOUTO JIa CE Hajlara CIICIITHO
JICYCHHUE.

AJIepruYHM peakuyy — MosKe /1a U3MCKBAT cnelHo jJedeHue. UHpopmupaiiTe Bamus jgexap uin
He3a0aBHO MOTHPcCeTe CNeNIHA MeUIIHHCKA MIOMOIII, aK0 3a0eJIe’KuTe HAKOMH 0TCIeJHUTe
NMPU3HALM.

. CepHO3HUTE allepTU4HUA peakiuu (,aHauiakcus’) ca peaKd TMpH XOopa, NpueMallu
Usrenty(moxe na 3acersat 1o 1 Ha 1 000 gymm). [IpusHanure BKItOYBaT:

3aTpyJHEHO IUIIaHE WM MPEerbIaHe

HUCKO KPBBHO HAJIITaHE, KOETO MOXKE 1a MPUYMHH 3aMassHOCT WJIM CBETOBBPTEXK

MolyBaHe Ha JIUIETO, YCTHUTE, yCTaTa WU I'BPIOTO.

YectuTe mpH3HALM Ha ajepruyHa peaklys BKIIOYBAT KOXEH OOpHUB M ypTHKapus (MOXena
3acerHar a0 1 va 100 gymm).

Peakuuu, cBbp3anu ¢ HHQY3UATA — AKO ce JieKyBaTe 3a 0oJiectTa Ha KpoH, mbpBara 103a Ha
Usrentyie ce NpuJio:KM KankoBO BbB BeHa (MHTpaBeHO3HA uH(Py3us). Hakou naumenTu
NMOJy4aBaT CePUO3HM AJePTHYHU PeaKIMUIIO BpeMe Ha HH(PY3uATA.
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B peaku ciayuyau ce cb0011aBaT ajJepruyHu 0ej0Apo0HN peakunu 1 0eJI0Ap0OHO Bb3NaJIeHHe
NpH NalMeHTH, KOUTO MoJIy4yaBaT ycTekuHyMa0. TpsadBa ga kaxere Ha BammusJexap, ako
NMOJIy4YuTe CHMITOMM KaTo KAallJIMIA, 32yX H BUCOKA TeMIlepaTypa.

AKO TIOTy9uTe cepruo3Ha aJleprudHa peakiys, Bammst iekap Moxke na pemd, 4e Bue He TpsOBaga
ynotrpebsiBate UsrentyOTHOBO.

Nudexuuun — Moske 1a U3UCKBAT cnelliHo JedyeHue. Heza6aBHo undopmupaiite Bamus sekap,
aKo3alesexKuTe HAKOM OT cJIeTHUTE MPU3HALM.

. WHQEKIMUTE HA HOCA WJIH T'BPJIOTO U IPOCTyAaTa ca 4ecTu (Moxe 1a 3acerHar 70 1 Ha 10 xyrinu)

o WHQPEKIUUTE Ha TOJIHUTE AUXATCIHH IbTUIA (TPhAHA HH(EKIINK) ca HeueCTH (MOXKeE J1a 3acerHar
1o 1 na 100 mymm)

° BB3IMAJICHUETO HA MOJIKOXKHATA ThKaH (LIeIYJIUT) € HeuecTo (Moxe fa 3acerde 7o 1 Ha 100 xymnm)

o xeprec 3octep (Bua 00JIe3HEH 00pUB C MEXYpH) € HeuecT (Moxke J1a 3acerHart jo 1 Hal00 gyrm)

Usrentymoske 1a Hamanu cioco0HocTTa Bu na ce 6opute ¢ nadexnun. Hakon napexnum moxena
CTaHaT CEPUO3HM M MOKE JIa BKIIIOYBAT MH(EKINH, IPUINHEHH OT BUPYCH, I’BOMUKHU, OaKTepUH
(BKIMIOYMTENHO TyOEpKyJI03a) WM Mapa3uTH, BKIIOYUTENHO HH(PEKINH, KOUTO Bb3HUKBAT MPEIUMHO
TP XOpa ¢ OTclIabcHa MMyHHA CUCTeMa (OTTOPTIOHUCTHYHN MHbekwn). [Ipu manuenTn, moryJaBarim
yCTeKnHyMa0, ce choOIIaBaT ONOPTIOHUCTUYHN HH(PEKIIUN Ha MO3bKa (CHIIe(aTUT, MCHUHTHUT),
OenmuTe IPOOOBE U OUHUTE.

Hoxato ynotpe6sBate Usrenty, TpsiOBa aa ciaennte 3a mpu3Haiy Ha nHpekius. Te BKIrouBar:
BHCOKAa TeMITepaTypa, TPUIONOJ00HN CUMIITOMH, HOIITHO TIOTE€HE, 3ary0a Ha TeTJIo

yMopa WU 331yX, yIIOpHUTa KallIuia

TOIIJIa, 3a4epBeHa U OOJIe3HEHA KOXKa MITH 00JIe3HEH KOXKEH OOPUB C MEXypH

mapeHe nMpy ypuHUpaHe

napus

3pUTENTHO CMYIIIEHNE WK 3ary0a Ha 3peHue

ry1aBobore, CKOBAaHOCT Ha BpaTa, YyBCTBUTEIHOCT KbM CBETJIMHA, TaJIeHE WIH 0OBPKAHOCT.

Wudopmupaiite Barms sekap BeaHara, ako 3adenexure HIKOH OT Te3u Mpu3Haiy Ha uHbekius. Te
MoraT J1a ObAaT MpU3HaNy Ha MHQOEKIIMY KaTo IPhAHA HHGEKIINU, KOXKHI HH(EKIIMU, XEPIeC 30CTep
HJIN OMMOPTIOHUCTUYHUN HH(bCKHHH, KOHMTO MOTaT Aa J0BE€AAT NOCEPHUO3HU YyCIOKHCHUS.
Wudopmupaiite Barus nekap, ako ©MaTe HIKaKBa yIIOPUTA WK MOBTapsiia ce uHpekuusa. Bammsr
JIleKap MOJKe Jla pelty, e He TpsoBa na yrnotpebdssare Usrenty, TOKaTo HHPEKIUATA HE ObIe
u3JeKyBaHa. YBenoMmere Bamus nekap, 1 ako UMaTeOTBOPEHHU paHU WM HapaHSIBaHUs, Thi KaTO
MOKe Jia ce MH(EKTUpar.

JlioeHe HA KOKATa — HHTEH3WBHOTO 3a4epBsiIBaHe U JIOIIeHe HA KOKATa Ha NMO-ToJ1sMa MJI0LI
MO TSIOTO MO%Ke 1a ca CHMIITOMM HA ePUTPOJePMUYEH NMCOPUA3UC UJIH eKc(]oIuaTuBeH
AE€PMATHUT, KOUTO €A CEPUO3HU KOKHU 3a00/19BaHUs1. AKO 3a0ej1e;KuTe HAKOI OT Te3W NPU3HAIH,
TpsiOBa n1a undopmuparte Bammus jJexkap He3a0aBHO.

JApyru He:keJ1aHHM peaKkuuH

YecTu HekeIaHU peakiuu (Moxe na 3acerHat mo 1 Ha 10 mymm):
TAAPHS

rajsieHe

MOBPBINAHE

ymopa

3aMasHOCT

riaBobonre

chpOex (IpypuTyC)

0oika B rbp0a, MyCKYJIUTE WIIA CTABUTE
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BB3IMAJIIEHO I'bPIIO
3a4yepBsiBaHe U 0OJIKa HA MSICTOTO HA WH)KEKTUPaHE
WH(EKINs Ha CHHYCHTE

Heuectn Hexenanu peakuun (Moxe 1a 3acerHat no 1 va 100 gymm):

WH(pEKINN Ha 360UTE

BarvHaJiHa WHGEKIHs, TPUINHEHA OT IbOUYKH

JieTpecust

3aIylieH HOC MM Xpema

KbPBEHE, TOCHHIBAHE, BTBLP/IIBAHE, MMOTyBaHE U ChpOEkK OOJKA HA MICTOTO HA HHKEKTUPAHE
yCelane 3a cadocT

criajlaHe Ha KJieraya M W3KpHUBSIBaHE Ha MYCKYJIUTE Ha eHATa MOJOBUHA Ha JUIETO (,,TUIeBa
napaimsa’ Wil ,,napannsa Ha ben’), KosTo 00MKHOBEHO € BpeMeHHa

IMpoMsAHa Ha Icopuazrca CbC 3a4CPBABAHC 1 HOBU MaJIKH, XBJITU UJIN 66.]'[1/1 MEXYpHU IO KOXKaTa,
MOHSIKOTA MPUAPYKEHU ¢ TeMmrepaTypa (IyCcTyJI03¢H IICOPUa3uc)

OeneHe Ha KoxkaTa (ekcdonmaius Ha Koxkara)

aKHe

Penxu HexxeJ1aHH JieKAPCTBeHH peakiuu (Moxe na 3acerHaT mo 1 Ha 1 000 mymm)

3auepBsBaHe U JIOMICHE Ha KOXKAaTa Ha MO-TOJIIM YYacThK OT TSUIOTO, KOUTO MOXeE J]a ChbpOsT WitH
na ca 6osiesHeHu (excdonuatuBeH nepMatuT). [10100HM CHMNITOMU OHSKOTA CE€ pa3BUBAT KAaTo
€CTEeCTBEHA MMPOMsIHA Ha BHIa HA CHMIITOMH Ha IICOPUA3UC (EPUTPOISPMHUEH IICOPUABHC)
Br3manenne Ha MakuTe KPHBOHOCHHU CHIIOBE, KOETO MOXKE Ja JTOBEJIE 10 KOKEH OOPUB C MaJIKH
YepBEHU WU JIMJIABY MOy THHHU, TEMIIEpATypa WK 00JIKa B CTaBUTE (BaCKYJIHT).

MHoro peaku HeKeJaHH JeKapCTBeHH peakiuu (Moxke f1a 3acerHat 1o 1 va 10 000 mymm)

OO0pa3yBaHe Ha MeEXypH IO KOXKara, KOSITO MOXe Ja Objae 3auepBeHa, chpOsiia nOoiIe3HeHa
(bymnozen memMduron)

KOJKEH JIYITyC epuTeMaToiec U Jymyc-1mo00eH CHHAPOM (YepBeH, HaJUrHAT, JIFOIIeN] CEOOpUB B
M3II0KCHHUTE Ha CITBHIIC yUACTHITN HA KOXKaTa, KOUTO MOXE J1a € IPUIPYKEH OT OOJIKH B CTABUTE).

Chol0maBaHe Ha HeXKeJIaAHU PeaKIuH

AKO TIONTy4YHTe HIKaKBH HEXeJlaH! JIEKAPCTBEHU PeaKIny, yBeqoMeTe Bamms nexap mim ¢apMariesT.
ToBa BKIIIOUBA U BCUYKU Bb3MOKHU HEONHMCAHU B Ta3H JIMCTOBKA HEXEIAHU peakinu. MoXKeTe ChIIo
Jla ChOOIIHNTE HeXKETIAaHW PEaKINK JUPEKTHO Ype3 HAIMOHAIHATA CHCTEMa 3a ChOOIaBaHe, TOCOYEHA B
[punoxenne V. Kato cro0ImaBaTe HeXKeIaHN PEaKITUN, MOXKETE 1a JaJeTe CBOS MIPHUHOC 33
NoJy4aBaHe Ha ImoBeye HHPOPMAIUs OTHOCHO 0E€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.

5.

Kak na cexpansisate Usrenty

Usrenty 130 mg koHLeHTpaT 3a HH(Y3HOHEH Pa3TBOp Ce Mpuiiara B OOJHHUIA MU KIMHAKA U HE
ce HaJlara MaluMeHTUTe a T'o ChXPaHsABaT WK 1a OOpaBsT ¢ HETo.

[a ce cpxpaHsiBa Ha MACTO, HEAOCTBITHO 3a JeLa.

[a ce cpxpansBa B xiamwiauK (2°C—8°C). Jla He ce 3ampazsBa.

CpxpansBaiiTe ¢uiakoHa B KAPTOHEHATa ONAKOBKA, 32 J1a C€ MPeAa3y OT CBETJIHHA.

He pasknamaiite dgaakonure Usrenty. [IpoabKUTEIHOTO €HEPIrUYHO pa3KialiaHe MoXe Aa
MIOBPEH JIEKapCTBOTO.

He u3nousBaiite ToBa jieKapcTBO:

CcJie]] cpoKa Ha TOJIHOCT, OTOEIISA3aH BhPXY €THKETa M KapTOHEHATa OIaKOBKa CIIe]T

»EXP“/, T'onen no*“. CpoKbT Ha TOJHOCT OTTOBAPS HA MOCIICTHUS ACH OT IIOCOYCHUS MECEIL.
aKO TEYHOCTTA € C IPOMEHEH IBAT, MbTHA WJIHM B HesI ce 3a0€IsI3BaT TUTYBAIH Ty KA YaCTHITH
(BmxTe TOUKa 6 ,,Kak m3rnexmaa Usrentyn KakBO ChIbpIKa OMaKOBKaTa“).

aKo 3HaeTe WM CMsITaTe, Y€ MOXKeE J1a € OMia M3JIoKeHa Ha eKCTPEMHH TeMIIepaTypH (KaTo
HMHIUJCHTHO 3aMpPBh3BaHe WU 3arpsiBaHe).
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o aKO MPOAYKTHT € OUJI CHEPIHYHO Pa3KIIaTeH.
o aKo oOKaTKaTa € CuyIeHa.

Usrentye camo 3a egHOKpaTHa ynorpeba. PazpeneHusT nHpy3HOHEH pa3TBOP HIIM HEU3IONI3BAHUAT
NPOJIYKT, OCTaHal BbB ()JIAKOHA ¥ B CIIPUHIIOBKATA, TPSIOBa Jia Ce U3XBHPIHU B CHOTBETCTBHE C
MECTHHUTE U3UCKBaHUS.

6. CLumealme Ha onmaKkoBKaTa M J1O0IbJHUTEC/IHA l/lH(l)OpMalII/IH

Kaxkso cbabp:ka Usrenty

. AKTHBHO BEIECTBO: ycTeknHyMa0. Beekn dakoH chappka 130 mg ycreknaymab B 26 ml.

. Hpyru cbcraBku: EDTA nuratpues con quxunapat, L-xuctuanH, L-XucTHANHOB
MOHOXHUIPOXJIOpHT MOHOXUApAT, L-meTnonuH, monucopodart 80 (E433), 3axapo3a, Harpues
XuApokcun (3a kopekius Ha pH), XnopoBogopoaHa kucenuna (3a kopekuus Ha pH) u Boza 3a
WHKEKIH.

Kak m3raexnaa Usrentyn KakBo ChbIbPKa ONMAKOBKATA

Usrentye ouctbp, 0e31BeTeH 10 0JeI0KBIT KOHIICHTpAT 32 WHY3HUOHEeH pa3TBop. JlocTass ce B
KapTOHEHa OTaKOBKa, ChIbpiKaIla eIuH CThKICH ¢urakon oT 30 ml ¢ equamaHA m03a. Beekn dakon
chabpka 130 mg ycrekunymab B 26 ml koHIieHTpaT 3a HH(GY3UOHEH Pa3TBOP.

IIpuTexaresn HA pa3pellleHHETO 3a yoTpeda

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnannusa, D13 R20R

IIpousBoaure

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building,

Santry Demesne

Dublin

D09 C6X8

Upnannus

3a JOII'BJIHUTCIIHA I/IH(l)OpMaLII/IFI OTHOCHO TOBa JICKApCTBO, MOJId, CBBPIKCTEC CC C JIOKAJTHUA
MNPpCACTABUTECII HA IIPUTECIKATECIIA HAa PA3pCIICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien Lietuva

Biocon Biologics Belgium BV Biosimilar Collaborations Ireland Limited
Tél/Tel: 0080008250910 Tel: 0080008250910

Buarapus Luxembourg/Luxemburg

Biosimilar Collaborations Ireland Limited Biosimilar Collaborations Ireland Limited
Tex: 0080008250910 Tél/Tel: 0080008250910

Ceska republika Magyarorszag

Biocon Biologics Germany GmbH Biosimilar Collaborations Ireland Limited
Tel: 0080008250910 Tel.: 0080008250910

Danmark Malta

Biocon Biologics Finland OY Biosimilar Collaborations Ireland Limited
TIf: 0080008250910 Tel.: 0080008250910
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Deutschland
Biocon Biologics Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

E\Lada

Biocon Biologics Greece MONOITPOXQITH
LK.E

TnA.: 0080008250910

Espaiia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Laboratories Biogaran
Tél: +33 (0) 800 970 109

Hrvatska

Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
Simi: +345 800 4316

Italia
Biocon Biologics Spain S.L.
Tel: 0080008250910

Kvnpog
Biosimilar Collaborations Ireland Limited
TnA: 0080008250910

Latvija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Nederland
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Norge
Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romania
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Suomi/Finland
Biocon Biologics Finland OY
Puh/Tel: 99980008250910

Sverige
Biocon Biologics Finland OY
Tel: 0080008250910

I[aTa Ha MOCJICAHO NnMpepasriekiane Ha JIMCTOBKaTa

JApyru u3roununu Ha uHpopmanus

IToapo6Ha wHGOpPMAITHS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiita Ha EBpomneiickaTa areHnus

10 JieKapcTBaTa https://www.ema.europa.eu/.
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ITocouenara mo-10J1y I/IH(l)OpMaL[I/IH € MpcHa3Ha4Y€Ha CaMO 3a MCAULINMHCKHU CIICHUAIIMCTU!

IIpocaenumoct
3a n1a ce moo0pH MPOCIETUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHU MPOYKTH, UMETO W MAPTUTHUSIT

HOMCP Ha NPHUITOKCHUA IIPOAYKT TpH6Ba SICHO Ja CC 3alliCBar.

YxkazaHus 3a pazpexaaHe:

UsrentyKoHIIeHTpaT 3a WH(Y3HOHEH pa3TBOp TPsOBa Aa ce pa3pein U J1a ce MOATOTBA OTMETUIIHCKH
CIICITHAJIMCT C TIOMOII[Ta Ha aceNITUYHA TEXHUKA.

1. Nzuucnere mo3ata u 6post Ha HeoOxoauMuTe PrakoHn UsrentyBb3 OCHOBA Ha TETJIOTO HA
narenTa (Bk. Touka 3, Tabmuma 1). Beeku durakon Usrentyot 26 ml ceaspika 130 mg
YCTEKHMHYMao.

2. N3rernere u nzxBbpiaere or nHGY3UOHHUS cak oT 250 ml 06eM oT pa3TBOp Ha HATPUEB XIOPH]L

9 mg/ml (0,9%), paBen Ha obema Usrenty, KoiTo TpsOBa na ce mo0aBu. (M3xBBpIeTe 26 ml
HATPUEB XJIOPHUJ 33 Bceku HeoOxoaum (akon Usrenty, 3a 2 ¢utakoHa u3xebpiiete 52 ml, 3a3
¢naxona u3xswpiaere 78 ml, 3a 4 prakona nzxeepiere 104 ml).

3. Nzrernere 26 ml UsrentyoT Bceku HEOOX0uM (IIaKOH M TH T00aBeTe KbM MHOY3NOHHUSICAK OT
250 ml. Kpaitausar o6em B nH(Yy3HOHHHSA cak TpsiOBa na 6b1e 250 ml. Bunmarenno cmecere.

4. [penu npuiokeHUEeTo MpoBepeTe BU3yallHO pazpeneHus pa3tBop. He ro ymorpebsBaiite, ako ce
HaOII0aBaT BU3YAIIHO HEITPO3PAYHU YaCTHUIIH, TPOMSIHA HA IIBETA WM Iy KU YACTHIIH.

5. TIpunoxete pazpeseHns pa3TBOP 3a NEPUO OT Hail-Mallko eauH yac. Cien KaTo ce pa3peim,

MpHUIaraHeTo Ha NH(QY3MOHHUAT Pa3TBOP TPsIOBa Aa ce M3BBPIIN B pAMKUTE Ha ABaHAJIECET Yaca
clleApa3pex1aHeTo B MH(PY3UOHHHS Cak.

6. M3nomn3BaiiTe camo HabOp 3a HHGY3UA ¢ BrpalieH, CTEPHIICH, alTMPOTeHEeH (QHITHD ChC CIIabo
CBBp3BaHE Ha MPOTENHH (pa3mep Ha mopute 0,2 MUKpOMETpa).
7. Bceku Quakon e caMmo 3a €THOKPaTHO MPUIIOKEHHE U HEU3IOI3BAHUAT JIEKAPCTBEH MPOAYKT

Tpﬂ6Ba Ja €€ U3XBHPJIU B CbOTBETCTBUEC C MCCTHUTC U3HMCKBAHUA.

CopxpaHeHue
AKO € He00X0IMMO, pa3peACHUAT HHPY3HOHHUST Pa3TBOP MOXKeE J1a CE ChXpaHsBa Ha CTaiHa

temneparypa. [Ipunaranero Ha HHQY3HOHHHST Pa3TBOP TPSOBaA J1a ce M3BHPIIU B paMKuTe Ha 124aca
cien pa3pekaaneTo B mHQy3uoHHHS cak. [la He ce 3ampassBa. He BpbiaiiTe B XA MIIHUKA CIIE]
paspexzaane.
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JIncroBka: mH(popmanms 3a noTpeduTes

Usrenty45 mg nHkeKIMOHEeH Pa3TBoP
ycrekunyMmab (ustekinumab)

v To3u ekapcTBEH MPOAYKT MOJJICKH Ha JOMBIHUTENHO HabroneHune. ToBa 11e mo3Boiu Obp30To
yCTaHOBSIBaHE HA HOBa WH(OPMAaLUs OTHOCHO Oe3omacHocTTa. Moxere 1a 1afeTe CBOs IPUHOC KaTo

ChOOIINUTE BCSIKA HEXKEJIaHa PEaKLUs, KOATO CTE MOIy4/Id. 3a HAUMHA HA ChOOIIAaBaHE Ha HEXXEJIaHU

peaKkumu BIDKTE Kpast Ha Touka 4.

IIpoueTere BHMMATEIHO HSVIATA JIMCTOBKA, IPeIH 1A 3alI0YHeTe Aa U3I0J3BaTe TOBAJEeKapCcTBOo,
Thil KaTo T ChAbPKA BaxkHa 3a Bac nndgopmanus.

Ta3u JIUCTOBKA € HANIMCAHA 32 MalUeHTAa, KOWTO MpueMa JIeKapcTBOTO. AKO CTe POANTE] HIH
HACTOIHMK, KOiiTO me npujara UsrentyHa iete, MoJisi NpoyeTeTe BHUMATEJIHO Ta3H
uH(popmanu.

J 3amasere Ta3u IUCTOBKAa. Moke /1a ce HaloXU Ja sl IPOYETETE OTHOBO.

. AKO MMaTe HSIKaKBH JOMBJIHUTEIHN BBIIPOCH, HonUTaiTe Bamms nekap nim gpapmanesT.

o ToBa nexapcTBO € mpeanucano Tu4Ho Ha Bac. He ro mpeotcrenBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeY, HE3aBHCHMO 4e IPU3HAIIUTE Ha TSIXHOTO 3a00IBaHe ca chIuTe Kato BamuTe.

. AKO ToNTyynTe HIKaKBH HEXKEIaHU peakinu, yBenoMere Bamms nekap nim ¢papmanest. Topa
BKJIIOYBA M BCUYKH Bb3MOKHHU HEXEJIAaHU pPeakliy, HEONMCaH!U B Ta3H JUCTOBKA. BrxkTe Touka
4.

KakBo cbabp:ka Ta3u JUCTOBKA

KaxBo npencrasnsia Usrentyu 3a KakBO ce U3MOJ3Ba

KaxBo Tpss6Ba na 3HaeTe, npeau na usnoissate Usrenty
Kak na uznonssare Usrenty

Bb3MoXHM HEXeNlaHu peakuuu

Kak na cexpansBate Usrenty

ChapprkaHre Ha OTIAaKOBKATa M JOMTBJIHUTENHA HH(pOpMaIns

ANl e

1. Kakpo npeacrasiasisa Usrentyu 3a KakBo ce M3110JI3Ba

Kaxso npeacrasasBa Usrenty

Usrentychabprka akTUBHOTO BEIIECTBO ,,yCTEKHHYMA0”’, KOETO € MOHOKJIOHAJIHO aHTHUTSIIO.
MOHOKIIOHATHUTE aHTUTEeNa ca MPOTEHMHU, KOUTO pa3lo3HaBaT U CBBbP3BAT ONpelesieH! crennpuIHu

MMPOTCHUHU B OpraHni3Ma.

UsrentynpuHaaieXu KbM TPYIIa JIEKapCTBa, HAPECUCHH ,,AMYHOCyTIpecopr”. Te3n JexapcTBa AeUcTBar,
KaTo HaMaJIsiBaT akKTUBHOCTTA HA YacT OT UMYHHATa CUCTEMA.

3a kakBo ce m3no;a3Ba Usrenty
Usrentyce M310i13Ba 3a JICYEHHE Ha CICHUTE BH3NATUTEIHN 3200 IsIBaHUS:

. [1axoB ncopuasuc - npu BH3PACTHH U JIella Ha Bb3pacT OT 6 TOJMHU U MO-TOJIEMHU
o IIcopuaTtuueH apTpuT — IpU B3pacTHU
o YMepena 1o Texxka Oonect Ha KpoH — npu Bb3pacTHI

IlnakoB ncopuasuc
,,L ITAKOB TICOpUa3uc” € KOXKHO 3a00JIsIBaHe, KOSTO BOJIU JI0 BB3MAJICHHE, 3aCATaI0 KOXKaTa U HOKTHUTE.
UsrentyHamaiisiBa Bb3MAJICHUETO U IPYTUTE IPU3HALN Ha 3a00JIIBaHETO.

Usrentyce u3M03Ba IPHU BB3PACcTHU C YMEPEH JI0 TeKbK IIAKOB TICOPHA3KC, KOUTO HE MOTaT /1a
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HM3IMOJI3BAT HUKIIOCIIOPUH, METOTPEKCAT UIIN (I)OTOTepaHI/ISI, WK KOTraToO TC3U JICUCHUA HE ,E[CflCTBaT.

Usrentyce u31oJi3Ba IpH JIela ¥ I0HOIIN Ha BB3pacT 6 TOJWHHU U TO-TOJIEMHU C YMEPEH JI0 TEXKBK
TUTAKOB TICOPUA3UC, KOUTO UMAT HEMTOHOCHUMOCT KbM (DOTOTEpAITUS WM APYTH CUCTEMHU TEPAIUH, WU
KOTaTO Te3U JICUCHHS He JIeHCTBAT.

IIcopuaTnveH apTpuTt

[IcopuaTrueH apTpUT € BB3MATUTEIHO 3a00JIsIBaHE HA CTABUTE, OOMKHOBEHO CHITHTCTBAHO OT
ncopuasuc. AKO UMaTe akTUBEH IICOPUATHIEH apTPUT, ITbPBO 1ie Bu nexyBar ¢ Apyru nekapcTa. AKO
HE ce MOBIHsIETE IOCTATHYHO J00pe OT Te3| JiekapcTBa, Moxe Ja Bu ce mpennume Usrenty, 3a na ce:

o HaMaJIIT IPU3HALMTE U CHMIITOMHTE Ha 3a0oisiBaneTo Bu;
o nono0pu puzmueckoro Bu creTosHuE;
J 3a0aBU yBpexk1aHeTo Ha BammuTe craBy.

BoJecr na Kpon

bonectra Ha KpoH e BB3maauTelHO 3200 sABaHe Ha yepBaTa. Ako uMarte OostecT Ha KpoH mepBo e
Bu ce Aanart ApyTru JEKapCTBa. AKo He ce MTOBIusIeTe JO0CTaThb4HO WJIN UMATC HCIIOHOCUMOCT KbM TC3U
nexapcTBa, Moxe 1a Bu ce nane Usrenty3a HaMmassiBaHe Ha TPU3HAIIUTE U CUMIITOMHUTE Ha
3abomnsBaneTo Bu.

2. KaxBo Tps6Ba 1a 3HaeTe, npeau aa usnouaspare Usrenty

He uznoassaiire Usrenty

o AKO CTe aJIepru4yHH KbM YCTEKMHYMA0 WIIN HAKOSI OT OCTaHAINTE ChCTABKH Ha TOBa
JIeKapcTBO (M30pOCHH B TOUKA 6).
. Axo umaTte akTuBHa MH(eKuMs, KoaTo BamusT iekap HaMmupa 3a 3HaYMMa.

AKO He CcTe CHTYpHH JIaJIH HAKOE OT H30POCHUTE MO-Tope ce OTHAcs 3a Bac, mochBeTBaiite ce ¢ Bamms
nexap win (apManeBT, mpean Aa ninonssare Usrenty.

IpenynpesxaeHust ¥ NPeANa3HU MEPKH

I'oBopere ¢ Bamus nekap wiu gapManesT npeau Aa uznon3Bare Usrenty. Bamust nekap mie nposepu
ChCTOsIHMETO Bu npenu Besiko eyenue. TpsOBa 1a CTe CUTYPHH, Y€ CTE yBeIOMMIN Barus jgekap 3a
BCSKO 3a00JIsIBaHe, KOSTO UMate, Mpean Besko yieueHune. Chino Taka nHdopMupaiite Bamus nekap,
aKO HACKOPO CTe OWIIM B KOHTaKT C YOBEK, KOUTOMOXe Jla iMa TyOepKyio3a. Bammsr nekap e Bu
mperiiesia v e HanpaBy U3CNIeABaHe 3a TyOepKyio3a, npeau aa usnons3eare Usrenty. Ako Bammsr
JIeKap CMsTa, Ye CTE M3JI0KEHU Ha PUCK OT TyOepKyJji03a, MoXxe Ja Bu npenmnuiie gekapcTsa 3a
JICYCHHUETO H.

Crenere 3a CepMO3HM HEKeJIAHH PeaKI UK

UsrentyMoske 1a Ipeu3BHKa CEPUO3HU HEKENaH! pPeaKliH, BKIIOUHUTEIHO aJeprUuHU Peakluu U
nHdpexnuu. TpsOBa na ciaequte 3a ONpeAeIeHr NPU3HaLU Ha 3a00sBaHusl, JoKkaTo npueMate Usrenty.
Bmxre ,,Cepro3nn HexXeTTaHU Peakiy’ B TOYKA 4 3a ITBIHHUS CIIUCHK HA TE3H HEXXEJIaHU PEaKI[IH.

IIpenn na n3noassare Usrentymngopmupaiite Bamms jexap:

. AKO HAIKOTa cTe HMAJIM ajiepruyHa peaknus KbM Usrenty. Ako He cTe CUTYpHU, TOIUTANTE
Bammus nexap.

o AKO HSIKOTa cTe MMAJIM HAKAKBB BH/I PaK — TOBA €, 3al[0TO UMYHOCYTIPECOPUTE KaTO
UsrentyoTcnabBar 4acT OT IMyHHaTa cucreMa. ToBa Mo)Ke Ja MOBHUILIN PUCKa OT PakK.

o AKO cTe JJeKyBaHHM 32 IICOPHA3KC C APYTH OMOJOTMYHH JIEKapcTBa (JieKapcTBo,

NMPOM3BeJeHO 0T OM0J0TNYeH U3TOYHUK U O0UKHOBEHO NPUJIATAHO Ype3 MHKeKIMSA) -
PHCKBT OT PaK MOJE J1a € I0-BHCOK.

. AKO MMaTe UM HACKOPO CTe UMAJIM HHPeKIU.

o AKO0 MMaTe HOBH MJIM IPOMEHSIIIM Ce JIe3UH B yJacThLUTE C IICOPUA3UC WIN IIOHE3acerHaraTa
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KOXa.

o AKo mosryyaBate ApPyro Je4eHue 3a ICOPHA3HC U/UJIM MICOPUATHYEH aPTPHUT — KaTo JIPyTru
UMYHOCYTIpECOpH WK (oToTepamnust (Koraro TIOTO ce JIeKyBa ¢ THIl yarpasuoserosa (UV)
cBeTniHA). Te3u JeueHns ChII0 MOXKE JIa OTCIA0AT YacT OT UMyHHATa cucteMa. M3non3BaHero
Ha Te3M JieueHust 3aeaH0 cbe UsrentyHe e n3cneaBano. BramoxHo € o0aue, To 1a yBeTrnuu
pHCcKa OT 3a00JsIBaHMs, CBBP3aHU C OTCIa0BaHE Ha MMyHHATa CUCTEMA.

o AKO TOJTy4YaBaTe WM HAKOTIa CTe MOJIy4YaBaJi HHKEKINH 32 JJedeHHe HA aJIepruu — He €
n3BecTHO fanu UsrentymMoxke Ja OKaxe BIUSHHE BPXY TAX.
. AKO cTe Ha M HaJ 65 ToJuHU — MOYXKE JTa CTE TIO-CKIIOHHN KbM HH(EKIIHH.

AKO HE CTe CUTYPHH JIaJIi HIKOE OT ropen30pocHUTE ce OTHACs 3a Bac, mochBeTBaiiTe ce ¢ Bams
nekap wim dapMarieBT, npeau na usnonssare Usrenty.

Hsixou nauyeHTH nony4aBaT Jymyc-MoA00HU peaKkyu, BKIIOYUTEIHO KOKEH JYIyC epuTeMaToaecC 1
JTymyc-nono0eH CHHIPOM, M0 BpeMe Ha JIeueHHue ¢ ycTekuHyMal. ['oBopere BegHara ¢ Bamus nexap,
aKo IMOJY4YMUTE YepPBEH, HAIUTHAT, JIIOLICI] c€ OOpHUB, IIOHSAKOTA C IO-ThbMHH I'PAaHULIU, B U3JI0KEHUTE
Ha CTBHIIC yYacThIM Ha KOXKaTa WM CTAaBHU OOJIKH.

CobpaeveH MHGAPKT U HHCYJITH

WHdapkT 1 HHCYNITH ca HaOI0AaBaHU B IPOYYBAHE TIPH MAIIMEHTH C TICOPUA3HC, JIEKYBAHU ChC
Usrenty. Bamust Jiekap pefioBHO IIie MPOBEPsiBa pUCKOBUTE (PAKTOPH 3a ChPJICUHO 3a00JIIBaHe U
WHCYNT 1pH Bac, 3a f1a e curypHo, 4e Te ce JeKyBaT Mo Moaxo a1 HaunH. HesabaBHO moThpceTte
MEIUITMHCKA ITOMOTII, aKO TIOTy4nTe O0JIKa B TBPUTE, CIA00CT WIIM HEOOMYAHO yCelaHe OT eaHaTa
CTpaHa Ha TAJIO0TO, OTITYCHATOCT Ha JIMICTO UJIW TOBOPHU WX 3PUTCIIHA CMYIIICHU.

Jlena v roHOIIH

UsrentyHe ce mpernopbyBa 3a ynorpeda mpu Jielia Ha B3pacT Mo 6 TOJUHH C TICOPUA3KUC WK MTPU
JIellaHa BB3pacT 1o 18 ToArHu ¢ ICOpHaTHYeH apTpuT, ¢ Ooriect Ha KpoH, 3amoTo He e mpoy4BaH
MIpH Ta3W BB3PACTOBA Ipyma.

JApyru nekapcrBa, Bakcunu u Usrenty
Tps6Ba na kaxxere Ha Bamms nexap win gpapmanesT:

. AKO mpremare, HaCKOpO CTe MIPUEMaJIU UK € Bb3MOXKHO J1a IPUEMETE IPYTH JIEKapCTBa.

. Axo Hackopo Bu e npaBena wim mnanupare 1a Bu ce npaBu Bakcunanus. JlokaTo U3monssare
Usrenty, HIKOW BUAOBE BAaKCHHU (’KMBH BaKCHHHW) HE TPsIOBa /1a ce Mpuiarar.

. Ako cte momydaBaimu Usrentymo Bpeme Ha OpeMEHHOCTTa, TPsOBa /1a KaXKeTe Ha JieKaps Ha

6ebeto Bu 3a neuenunero cve Usrenty, mpenu To Ja MOMy4YH KakBaTo U JIa € BAaKCHHA,
BKIJTFOUUTEITHO XKUBU BakcuHH, kKaTto BIIJK BakcuHa (M3Mmo3BaHa 3a mpeana3BaHe OT
TyOepkymno3a). JKuBuTe BakCHHU He ce TpenophuBar 3a Bamrero 6e6e mpe3 mbpBUTE JBaHAIECET
Mecella cliell paXkJIaHeTo, aKo cTe moxy4aBanu Usrentyno Bpeme Ha OpeMEHHOCTTa, OCBEH aKo
nekapar Ha Bameto 6e0e He mpernopb4a Apyro.

BpemMeHHOCT U KbpMeEHe

. AKo cTe OpeMeHHa, cMsATaTe, 9¢ MOXKe Jla CTe OpeMeHHa WIH MIaHupaTe OpeMEHHOCT,
MochBeTBakTe ce ¢ Bamus nexap npenu ynorpedara Ha TOBa JEKapCTBO.
o He e Habmo1aBaH mo-BUCOK PUCK OT BpojeHU aedektu npu Oedera, n3noxkenu Ha UsrentyB

yTpobara. Jlanaute ot ynorpebara Ha Usrentynpu OpeMeHHH )EeHU 00a4e ca OrpaHu4CHHU.
[Topaau ToBa € 3a MpeanoYnTaHe aa ce u30sarea ynorpedara Ha Usrentyro Bpeme Ha
OpeMeHHOCT.

) AKO cTe KeHa ¢ IETepPOIeH TOTSHITHA, KEIATeIHO € Ja He 3a0peMeHsIBaTe U J1a U3I0I3BATe
MOJIXO AL MPOTUBO3aYaThYCH METOI, Korato usnoissare Usrentyu moHe 15 ceamuiu cien
HOCIIeTHOTO mpuiarade Ha Usrenty.

o UsrentyMoske 1a MpeMrHe Tpe3 TUTaleHTaTa B HepOoASHOTO 6e0e. AKO CTe MOTydaBan
Usrentyno BpeMe Ha OpeMeHHOCTTa cH, 0e0eTo Bu MOXke /1a MMa Mo-BUCOK PUCK OT WH(MEKITHSL.
. Baxxno e 1a kaxkete Ha jekapute Ha Bamero 6e6e u Ipyryu MEAUITMHCKU CIICITUATICTH, aKO CTE

noxyuasanu Usrentyno Bpeme Ha OpeMeHHOCTTa cH, peu 0e0eTo Aa NOoIydn KakBaTo U Ja €
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BakcuHa. JKuBu Bakcunu, kato BL)K BakcuHa (M3nosi3Bana 3a npeana3BaHe oT TyOepKyJi03a),
He ce IpernopbyBar 3a Bamero 6e0e mpe3 mbpBUTE ABaHALECET MEceLa ClIe PaXAaHETO, aKO
cte noiy4aBanu Usrentyro BpeMe Ha OpeMEHHOCTTa, OCBEH aKo JieKapsT Ha Bamero 6e0e He
npenopbsya Apyro.

o YcreknHyMab MoXxe Jja MpeMUHE B KbpMaTa B MHOTO MaJIKi KoJiuecTBa. [lockBeTBaiiTe ce ¢
Bamus siekap, ako KbpMHUTE WM aKO IJIaHUpaTe Ja KbpMute. Bue n Bamust nekap tpsiOBa na
pemmTe fanu TpsiOBa 1a KbpMHUTE WM Aa u3nons3sare Usrenty- He IpaBeTe U JBETE.

Hlodupane u padora ¢ MammHu
UsrentyHe MOBTHSBA WM ITOBIUSABA IPEHEOPEKMMO CITOCOOHOCTTA 32 Modupane U padoTa ¢ MaIIWHU.

Usrentycbabp:xa Hoaucopéar 80 (E433)

Tosu nexapctBeH npoaykT chabpka 0,02 mg nomucopbat 80 (E 433) BbB Beeku 45 mg/0,5 ml
PFS/¢nakon, xoeto e ekBuBasienTHO Ha 0,02 mg/0,5 ml (0,0003 mg/kg/nen). [Tomucopdarure Mmorar
Jla IPUYUHAT AJIEprUYHU peakuuu. Y BegoMmere Bamnsa nekap, ako Bue wim gerero Bu nmare
YCTAaHOBEHH AJICPTHH.

3. Kak na m3nonzsare Usrenty

Usrentye npegHa3HaveH 3a yrnorpeda mo/i pbKOBOACTBOTO U KOHTPOJIA Ha JIEKap C OIMHKT B JICYEHHETO
Ha 3a00JISIBaHUSATA, 32 KOUTO € MOKa3aHO JICKAPCTBOTO.

Bunaru usnosnsBaite ToBa JIEKapCTBO TOYHO KakTo Bu e kazan BamusT nekap. AKo He CTe CUTYpHU B
Hewlo, nonutaiire Bamus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora e Bu ce nocrassat

HWHKCKIUMHUTE U KOr'a 1I€ Ca CIICABAINTEC KOHTPOJHU MPECTICoNU.

KaxkBo xoauuectBo Usrentyce mpujiara
Bammsit nexap me penr KakBo konrdectBo UsrentyTpsiOBa a HOIYyYUTE U 32 KaKbB IIEPHOJ OT BpEME.

B’I)3paCTHI/l Ha 18 TOAUMHH HUJIH HO-FOJICMHHCOpl/IaSI/IC NJIA MICOPUATHYCH apPpTPUT

. [Ipenopruntennara HadamHa g03a ¢ 45 mg Usrenty. [Tanmmentn ¢ Termo wan 100 kunorpama
(kg)moxe na 3amouHaTt ¢ qo3a 90 mg BMecto 45 mg.
. Cnen HauanHata 103a, cieaBamara Bu go3a me 0b/11e 4 ceIMHL MTO-KBCHO U CIIe]] TOBA Ha

BCceku 12 CCIAMUIIN. CJ'IG)IBaI]_II/ITe 031 OOMKHOBEHO ca CBbIIMUTEC, KAaTO HAYa/JIHaTa 1034.

BoJaecr Ha Kpon

. 1o Bpeme Ha neuennero Bammsr nekap me Bu npunoxku mppBata /103a OT NPHOIU3UTETHO 6
mg/kg UsrentykarkoBo BEB BeHa Ha pbkaTa (MHHTpaBeHO3HA WH(GY3us). Cien HavyaaHaTa 1034,
nie noiayuute cieasamara no3a 90 mg Usrentycnen 8 cenMuny, cien ToBa npe3 12 cenMunu
gpe3 MHXKEKITUS 10T KoxkaTa (TTOKOKHO).

) [Ipu HIKOM MaIMEeHTH, CIeA MbpBaTa MOAKOXHA HHKeKIus, 90 mg Usrentymoxke 1a ce mpuiiara
npe3 8 ceamuiy. Bammsar jiekap 1e perm Kora TpsoBa J1a Moy4YuTe ClIeABalaTa Cu 103a.

Jena u oHoIIM HA 6 roquHN UM no-rogemullcopnasuc

. JlexapsT TpsOBa ja onpenenu mpaBWiIHATA 3a Bac 103a, BKIIFOUUTEITHO M KOJIMYECTBOTO (0bema)
Usrenty, KoliTo TpsiOBa 1a ce MHXKEKTHPA, 3a Jla € IpaBuiIHa Ao3aTa. [IpaBunHara no3a 3a Bac e
3aBHCcH OT Bareto TenecHo Tero 1mo BpeMe Ha BCsKa J103a.

. Axo Texute nmo-manko ot 60 kg, npenopruntennara go3a e 0,75 mg Usrentyna kg TenecHo
TETJIO.

. Axo Texute ot 60 kg mo 100 kg, npermopruntennara go3a e 45 mg Usrenty.

. Axo TexuTte moseue ot 100 kg, mpenmoppunTenHara mo3a ¢ 90 mg Usrenty.

. Cren nagyanHara 103a, cieapamara Bu no3a me 0b1e 4 ceqMuiiu o-KbCHO U ClIe]] TOBA Ha

BCeKkH 12 ceaMuIn.

Kak ce mpuiara Usrenty
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o Usrentyce npuiiara KaTo MHXEKLUs 0 KoxkaTa (II0AK0xkHO). B HadanoTo Ha Bamiero nedenue,
UsrentyMoske a ce HHXEKTHpa OT JIeKap UM MEIUIIMHCKA CECTpa.

. Bue u Bammst nexap o6aue Mosxe na pemuTe, ue Bue camu Moxke na cu nmkektupate Usrenty.
B TakbB cnyyaii e npeMuHeTe 00ydeHue Kak Aa cu HHxekrupare UsrentycaMoCTOSTENHO.

J 3a yka3aHus Kak na nHxektupare UsrentyBIKTe ,,YKa3aHus 3a IPHIOKEHUE B Kpas Ha Ta3u
JIMCTOBKA.
I'oBoperte ¢ Bamms nekap, ako ©Mare BbIPOCH OTHOCHO TOBA KaK CaMHM Ja MOCTaBATe
MHKEKIHTA.

AKO CcTe M3M0JI3BAJIM NTOBeYe 0T HeoOxoauMaTa q03a Usrenty

AKo cTe u3nos3Baiy i ca Bu npunoxuinm noseue ot HeoOxoaumarta no3a Usrenty, He3abaBHO ce
MOCHBETBAlTE ¢ Jiekap wiH (papmarieBT. Burarn Hocete ¢ Bac kaproHeHaTa ommakoBka Ha
JIEKapCTBOTO, JIOPH U Ja € pa3Ha.

AKO cTe npormycHaIu Ja usnojssare Usrenty
AKO cTe TIpoITyCHAJIM 11032, CBBhpIKeTe ce ¢ Bamms nekap wim papmarieBt. He mputaraiite nBoiina
J103a, 32 1a KOMIIEHcHpaTe MpoIycHaTara 103a.

Ako cTe cipesiu ynorpedara Ha Usrenty

He e onacuo ma cnpere ynorpebara va Usrenty. Ako o0ade s cipere, BamuTe cuMnToMn MOXKe J1a ce
BBH300HOBSIT.

AKO “MaTe HJIKaKBH JIONIBJIHUTEIHU BbIIPOCH, CBbP3aHHU C yIIOTpebaTa Ha TOBa JEKapCTBO, OIIUTANTE
Bamms nexap wim hapmarienT.

4. Bb3MoKHM HeXKeJTaHU peaKkluuu

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a NPCAN3BHUKA HCKCIIaHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I'M I1OJIyYaBa.

Cepnosﬂn HEKEJTAaHU peaKIuu
Hsxon MNalreHTU MOXKE 1a UMAT CCPHUO3HU HCKCIaHU PCAKIUH, [TPU KOUTO A4 CC€ Hajlara CliICluIHO
JICUCHUC.

AJIeprUYHH peaKIuu — MOsKe /1a H3MCKBAT clemHo JedeHue. UHgopmupaiite Bamus jgexap nim
He3a0aBHO MOTBpCeTe CNECIIHA MeIUIIHHCKA IOMOIII, aKO0 3a0e/Ie:KUTe HAKOH 0TCJIeJHUTE
NpU3HALH.
. CepHo3HHATE QIEPTUYHH peakiuu (,aHaQuiakcus’) ca peakd TMpH Xopa, NpHueMaIln
Usrenty(mosxe ga 3acernar g0 1 Ha 1 000 gymm). [IpuzHauuTe BKIIOYBAT:
e  3aTpYyJHEHO JUIIAaHE WU NPETIbIIAHE;
®  HHUCKO KpBBHO HaJIITaHE, KOETO MOXKE 1a IPUYMHH 3aMasHOCT WM CBETOBBPTEXK;
e  [0JyBaHE Ha JHIIETO, yCTHUTE, yCTaTa UIH I'bPIIOTO.
. YecTuTe mpU3HALM Ha aJeprUyHa peakius BKIIOYBAT KOXKEH OOpUB M ypTHKapHs (MOXKe aa
3acerrar g0 1 Ha 100 gymm).

B peaku ciayuam ce cbo001aBaT ajiepruyHM 0e10APOOHH peaknuu U 0e10ApOo0HO Bb3NaJIeHne
NPU NALUEHTH, KOUTO MOJIy4aBaT ycrekuaymao. TpsidoBa na kaxkere Ha Bammusiiekap, ako
NoJy4YuTe CHMITOMM KaTO KAalLJIUIA, 3ayX U BHCOKA TeMIepaTypa.

AKO MONy4YHTe Cepro3Ha alepruyuHa peakiivs, Bamusrt nekap Moxe na pend, ue Bue He TpsiOBaga
ynotpebsBare UsrentyOoTHOBO.

HNudexuun — Moxe 1a N3MCKBAT cneliHo JiedeHue. HezabaBHo nndopmupaiite Bamus nexap,
ako3alesiexuTe HAKOM OT cJIeTHUTE MPU3HALM.

. MHDEKITMUTE Ha HOCA WU T'bPJIOTO M MIPOCTyAaTa ca yecTr (Moe 1a 3acerHar o 1 Ha 10 mymm)
. MH(EKITUUTE Ha JOTHUTE TUXATCITHU IBTUINA (TPBIHN HHPEKITNN) ca HedeCTH (MOXKe Jla 3aceTrHaT
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1o 1 na 100 mymm)

° BB3MAJICHUETO HA MOJAKOXKHATA ThKaH (IeTYyJIUT) € HeuecTo (Moxe fa 3acerde o 1 Ha 100 xymm)

o xeprec 30ctep (Bua 00Je3HEH 00pUB C MEXYpH) € HeuecT (Moxke Ja 3acerHart jo 1 Hal00 mgyrm)
Usrentymoske 1a Hamanu criocobHoctTa Bu na ce 6opute ¢ undexnun. Hiakon nadexunn moxe
Jla CTaHAT CEPUO3HU U MOXE JIa BKJIFOYBAT HHPEKIIUHU, IPUUMHEHH OT BUPYCH, ThbOUYKH,
OakTepuu (BKIIFOUUTEITHO TyOepKyJI03a) WK Hapa3uTH, BKIFOUUTEIHO HH(DEKIIUH, KOUTO
BB3HUKBAT MPETUMHO IIPH XOpa ¢ OTCIIabeHa UMyHHA cCUcTeMa (OTTOPTIOHUCTHYHY WH()EKIINN ).
[Ipu nmarueHTH, MOJTy9aBaIy yCTEKHHYMa0, ce ChoOIaBaT OMOPTIOHUCTHYHA HHPEKITUH Ha
MO3bKa (eHIedalnT, MEHUHTHUT), OeTuTe qpoOoBe U OUHUTE.

Hoxato ynorpe6sBate Usrenty, TpssOBa fa ciaeanTe 3a MpU3HAIM Ha HHPEKIrs. Te BKIIoYBaT:
BHCOKa TEMIIEpaTypa, TPHUITONOI00HH CUMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Teriio

yMOpa WK 3a]1yX, YIIOPUTA KaIlLTHIIa

TOIUTA, 3aUepBeHa M OoJIe3HeHa KOXKa WITH 00JIe3HEH KOXKEH OOPHB C MEXYPH

napeHe npu ypUHUpaHe

JHapHst

3pHUTETHO CMYIICHUE HJIH 3ary0a Ha 3peHHe

rIaBo0OJIHEe, CKOBAaHOCT Ha BpaTa, YyBCTBUTEITHOCT KbM CBETJIMHA, TaJICHE HITH O0OBPKAHOCT.

WNudopmupaiite Bamms nexap BeaHara, ako 3a0enexure HIKOH OT Te3H MpHu3Hay Ha nHpekuus. Te
Morar aa ObAaT Npu3HaLy Ha HH(PEKIUU KaTo IPbIHN HHPEKIUH, KOKXHA HHPEKINHU, XepIec 30CTep
WJIM ONOPTIOHUCTHYHU MH(EKIINU, KOUTO MOTAT Jia JOBE/IAT IOCEPHO3HH YCIOKHEHUSI.
Wudopmupaiite Bamms nekap, ako UMaTe HAKaKBa yIIOpUTa WK MOBTapsia ce nadekuus. Bammsar
JieKap MOJXKe J1a pely, 4e He TpsiOBa na ynorpebssare Usrenty, qokato nuH(pekuusiTa He Oble
U3IIEKyBaHa. YBenoMeTe Bamms nekap, 1 ako UMaTeOTBOPEHU paHU WM HapaHABAHUS, ThI KaTO
MOJKe Jia ce UH(EKTUpar.

JliomeHe Ha KOXkaTa — HHTEH3MBHOTO 3a4epBsiBaHe U JIOLIEHE HA KOXKATA HA MO-T0JIsiMa IJI0L
MO TAJO0TO MOsKe /1a ca CHMITOMM Ha epUTPOAePMHUYeH NMCOPUA3UC WIH eKc(]oIuaTHBEH
AepPMATHT, KOUTO Ca CEPHO3HU KOKHH 3a00/IsIBaHUsA. AKO 3a0es1eKuTe HAKOM OT Te3W MPU3HAILH,
TpsidBa Aa uHopmupare Bamus nexap He3abaBHO.

I[pyl"lfl HEKEJIAaHU peaKIuu

YecTH HeskeJIaHU peakium (Moxe na 3acersHat mo 1 Ha 10 mymm):
JapHst

rajicHe

MOBpBIIaHEe

yMopa

3aMastHOCT

riaBobosme

cepOex (IpypuTYC)

0oJKa B I'bp0a, MyCKYJIUTE HIIH CTAaBUTE
BB3MAICHO T'bPIIO

3adyepBsiBaHe U 00JIKa HA MSCTOTO HA WHIKEKTUPAHE
WH(EKINS Ha CHHYCHTE

HeuecTn Hexenanu peaknun (Moxe aa 3acersat no 1 va 100 gymm):

WH(EKIUN Ha 360UTE

BarvMHaJTHa HH(QEKIHS, TIPUINHEHA OT I'bONYKH

JeTpecust

3aIyIIeH HOC WM Xpema

KbpBEHE, TOCUHSBaHE, BTBBPsIBaHE, II0{yBaHE U ChPOEXK Ha MACTOTO HAa MHIKEKTUPAHE
ycelase 3a cabocT

cHaJlaHe Ha KJierava U U3KpUBsSBaHE Ha MYCKYJIUTE Ha €IHaTa IOJIOBMHA Ha JIHIETO (,,/TUIIeBa
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napanusa” Wi ,,iapanu3a Ha ben”), KosTo 0ONKHOBEHO € BpeMEHHA

o MPOMSIHA Ha TICOPHA3KMCca ChC 3aYCPBSIBAHEC M HOBU MAJIKH, JKBJITH WK OCIM MEXYpH IO KOXKaTa,
MOHSAKOTA MPUIPYKEHH ¢ TeMIeparypa (MycTyJI03eH TCOPHA3HC)

. OeneHe Ha Kokara (eKcqoaranys Ha KoxKaTa)

o aKHe

Penxm HexkelaHM JJeKapcTBeHH peaknuM (Moske aa 3acerHar 1o 1 Ha 1 000 gymim)

. 3ayepBsiBaHE U JIOLICHE HA KOXKATa HA [TO-TOJISIM YYacThK OT TSUIOTO, KOUTO MOXKE Aa ChpOsT WIN
na ca 6one3HeHH (excdonuaTtuBeH aepMatuT). [loqoOHM cMMIITOMHU MOHSIKOTa Ce Pa3BUBAT KAaToO
€CTECTBEHA IIPOMSHA Ha BHJIa HA CHMITOMUTE Ha [ICOPHA3UC (EPUTPOAEPMUIEH IICOPHA3HC)

o Brb3nanenue Ha MaJIKUTE KPbBOHOCHHU CHAOBE, KOETO MOJXKE J1a IOBEJIC J10 KOXKEH OOpPHUB ¢ MaJIKU
YepBEHU WU JIWIABH MOJYyTHHHU, TEMIIEpAaTypa WK 00JIKa B CTaBUTE (BACKYJINT).

MHOT0 peKH HeKeJIaHH JeKapcTBeHH peakuuu (Moxe na 3acersat 1o 1 Ha 10 000 gymm)

. OO6pa3yBaHe Ha MEXypH IO KO)KaTa, KOATO MOXKe Aa OBbAe 3adyepBeHa, ChpOsma mOoine3HeHa
(6ynozen nemduron)
o KOJKEH JIYITyC epUTeMaToieC 1 JyImyc-1mo00eH CHHAPOM (YepBeH, HaJUrHart, JIFOIEH] CEOOpUB B

H3JIOKCHUTC Ha CIIBHIC YUAaCThIIH HA KOXKATa, KONTO MOXKeE Ja € IIPUAPYIKECH OT 0OJIKH B CTaBI/ITe).

Chol0maBaHe Ha HexKeJTaHU PeaKkIuu

AKO TIOTy4YHUTe HIKAKBH HEXCIIAaHU JICKAPCTBEHU PeaKIluy, yBeqoMeTre Baius nekap wim dapManesT.
ToBa BKIIFOYBA ¥ BCHYKH BH3MOKHU HEOIIMCAHU B Ta3M JIMCTOBKA HEXEJIaHU peakiui. MoKeTe ChIIo
Jla ChOOIIHNTE HEXKETAHN PEAKINK JUPEKTHO Upe3 HAI[MOHAIHATA CHCTEMA 32 ChOOIMaBaHe, TOCOYEHa B
[punoxxenue V. Kato cho0OI1aBare He)KEIaHN PeaKIMU, MOXKETE Ja JaJeTe CBOS IPUHOC 3a
noJTydaBaHe Ha MoBede WH(OpMaIusi OTHOCHO 0€301TacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBate Usrenty

. [a ce cpxpaHsiBa Ha MACTO, HEAOCTBIIHO 3a JeLa.

. Ja ce cpxpansBa B xnamwiauK (2°C—8°C). Jla He ce 3ampazsBa.

o CoxpansBaiiTe ¢uiakoHa B KAPTOHEHATa OMIAKOBKA, 3a J1a C€ MPENa3y OT CBETJINHA.

o He pasknamaiite dgaakonute Usrenty. [IpoabKUTETHOTO €HEPIrUYHO pa3KialiaHe MoXe Aa

MMOBpECAU JICKApCTBOTO.

He u3nousBaiite ToBa jieKapcTBO:

. CJIe]] cpoKa Ha TOJTHOCT, OTOENIsI3aH BhPXY €TUKETa M KapTOHEHATa OIaKOBKa CIe
»EXP*“/, ,Tonexn no*“. CpoKbT Ha TOAHOCT OTTOBApSI HA TTOCIICTHUS JICH OT IIOCOUYCHUS MECEIT;

. aKO TEYHOCTTA € C IPOMEHEH MBAT, MbTHA WM B Hesl ce 3a0€IIsI3BaT IUTYBAIH Iy KA YaCTHITH
(BmkTe Touka 6 ,,Kak m3rmexmaa Usrentyn KakBo ChIbpXkKa OMaKoBKaTa“);

° aKo 3HaeTe WM CMsTaTe, Y€ MOKe Ja € Omiia M3JI0KEeHa Ha eKCTPEMHH TeMITepaTypH (KaTo
WHIMICHTHO 3aMPb3BaHe WIIH 3arpsBaHe);

. aKo MPOJYKTHT € OMII eHEPTUYHO pa3KIIaTeH;

. aKo oOKaTKaTa € CuyIieHa.

Usrentye camo 3a eTHOKpaTHa yrmoTpeOa. HensmoimsBaHusIT IPOyKT, OCTAaHAT BB ()JIAKOHA U B
CIPUHIIOBKATa, TPsiOBa Ja ce u3XBbpyn. He n3XBhpisiiiTe ekapcTBaTa B KaHATU3AIUATa HITH B
KOHTeIHepa 3a JoMartHu oTianein. [lonuTaiite Bamms gapmaneBT kak 1a U3XBBPIATE JEKapCTBATA,
KOUTO BeYe He M3MoI3BaTe. Te3u MepKH IIe CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa Cpeja.

6. ChabpikaHue HA ONMMAKOBKATA M JONbJIHUTETHA HUH(POPMALUS

KakBo cbabp:ka Usrenty
. AKTHBHO BeIeCTBO: ycTeknunyma0. Beeku duakon chabspixa 45 mg ycrekuaymab B 0,5 ml.
. Hpyru cberaBku: L-xuctuans, L-XUCTHAMHOB MOHOXUIPOXJIOPHT MOHOXUAPAT, TTofucopOaT 80

(E433), 3axapo3a, HaTpueB xuapokcu/ (3a peryiaupane Ha pH), XiiopoBoopoHa kucenvHa (3a
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perynupane Ha pH) 1 Bozia 3a HH)KEKLUH.

Kak m3rie:xkna Usrentyn KakBO ChIBbpP:Ka 0MAKOBKATA
Usrentye OucTbp, Oe31BeTeH 10 010K BJIT HHKEKIIMOHEH pa3TBop. [locTass ce B KapTOHEHA

OITaKOBKa, ChIBPIKAIA IMH CTHKIIEH (urakoH oT 2 ml ¢ eanHNYHA n03a.Beexu prmakoH chavpxka 45

mg ycreknuayMad B 0,5 ml HHKEKITMOHEH pa3TBOP.

IpureskaTes Ha pa3pelIeHHETO 32 YNOTpeda

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Hpnanausa, D13 R20R

IIpousBoauren
Biosimilar Collaborations Ireland Limited

Block B, The Crescent Building, Santry Demesne

Dublin
D09 C6X8
Wpnannus

3a IOITBJIHUTENHA HHPOPMAIIHS OTHOCHO TOBA JIEKApCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
MIpeICTaBUTEN Ha IPUTEXATENS Ha pa3pelIeHneTo 3a yroTpeoa:

Belgié/Belgique/Belgien
Biocon Biologics Belgium BV
Tél/Tel: 0080008250910

Buarapus
Biosimilar Collaborations Ireland Limited
Ten: 0080008250910

Ceska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Danmark
Biocon Biologics Finland OY
TIf: 0080008250910

Deutschland
Biocon Biologics Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

EALada

Biocon Biologics Greece MONOITPOZQITH
LK.E

TnA.: 0080008250910

Espaia
Biocon Biologics Spain S.L.
Tel: 0080008250910
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Lietuva
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Luxembourg/Luxemburg
Biosimilar Collaborations Ireland Limited
Tél/Tel: 0080008250910

Magyarorszag
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Malta
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Nederland
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Norge
Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910



France
Laboratories Biogaran
Tél: +33 (0) 800 970 109

Hrvatska

Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
Simi: +345 800 4316

Italia

Biocon Biologics Spain S.L.
Tel: 0080008250910

Kvnpog
Biosimilar Collaborations Ireland Limited
TnA: 0080008250910

Latvija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romania
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Suomi/Finland
Biocon Biologics Finland OY
Puh/Tel: 99980008250910

Sverige
Biocon Biologics Finland OY
Tel: 0080008250910

I[aTa Ha MOCJICAHO Mmpepasriiekaane Ha JIMCTOBKaTa

JApyru u3touHunu Ha uHpopmanus

IMoxpoOHa uHbopMalus 3a TOBA JIEKAPCTBO € TPeocTaBeHa Ha yeOcaiita Ha EBporieiickara areHIus
10 JIeKapcTBaTa https://www.ema.europa.ceu/.

118



Yka3aHusd 3a IPpUIOKEHHE

B Haganoto Ha jgeyeHneTo BammsaT focTaBuUMK HAa METUIIMHCKH TPHXKH 1ie Bu mocTaBu nmepBara

umkekyst. Bue u Bammst nexap o6aue Mosxe a pemuTte, ue Bue camu Moxke 1a ci HHKEKTHUpaTe

Usrenty. B TakbB cityyaii e npemuneTe oOyueHne kak aa umxekrupare Usrenty. ['oBopere ¢ Bamms

JIeKap, aKko UMaTEBbIIPOCH OTHOCHO ITOCTABSHETO HA MHKEKIUATA.

. He cmecaiite Usrentyc Ipyru TEUHOCTH 32 MHXKEKITUA.

. He pasknamaiite ¢uakonnte Usrenty. [Ipmamnara 3a ToBa €, 4e CHITHOTO pa3KiIamiaHe MoXKe 1a
MoBpeN JekapcTBoTo. He yrmorpebsBaiite 1eKapcTBOTO, aKO € OMII0 CHIIHO pa3KJIaTeHo.

1. ITpoBepere Oposi Ha dJIaKOHUTE U MOATOTBETE MATEPHUAIUTE:
UzBagere duakona (praakonure) ot xnaannauka. OctaBere GaakoHa J1a MPECTOM OKOJIO MOJIOBUH Yac.
ToBa 1ie Mo3BOJIM HA TEYHOCTTA Ja JOCTUTHE MOAXOAAIIA TEMIIEPaTypa 3a MH)KEKTUpaHe (craiiHa

TeMIrepaTypa).

[IpoBepere drakoHa (prakoHuTe), 32 Aa CE YBEPHUTE, UE:

. OpoAT Ha (QJIAKOHUTE U KOJIWYECTBOTO HA AKTUBHOTO BELIECTBO B 1030Ba CIAMHULA CA BEPHH
. Axko Bamara no3a e 45 mg win no-Manko, e nojixyuute eant 45 mg ¢aaxon csc Usrenty.
. Axo Bamara no3a e 90 mg, mie nomyunte 18a 45 mg ¢uaxona csc Usrentyu e TpsiOBajga cu

IIOCTaBUTE J1BE MHXEKIKU. M30epeTe ABe pa3iuuHU MECTa Ha MH)KEKTUpaHe (HarpuMep eaHaTa
WHXKEKIHS B JSICHOTO OeJipo, a ipyrarta — B JISIBOTO) U TH HaIlpaBeTe eJHa CIIe]T IpyTa.
H3non3BaiiTe HOBA UIJIa U CIPUHLIOBKA 3a BCSKA MHKEKIIUS.

OnakoHBT He TPsIOBa J1a ce M3MOM3BA U TPsIOBa /1a ce U3XBBHPIIS, aKo:

TOBa HE € MPABUIIHOTO JICKAPCTBO

MHUHAaJI My € CPOKBT Ha TOJHOCT

(I1aKOHBT € MOBPENEH U 3aIIeYaTBAHETO € Pa3KbCAHO.

Ppa3TBOPBT BBB (UIaKOHA HE € OUCTHP, OE3IBETEH 10 OJIESIOKBIT

Pa3TBOPBT € C MPOMEHEH LBAT WM MBTEH, U ChABPKA UyKIU YaCTULH

Pa3TBOPHT € 3aMpaseH.

Hemna c Terno nox 60 kg ce HyX1asT OT 103a, MO-HUCKA OT 45 mg. YBepeTe ce, 4e 3HaeTe TOUHOTO
KOJIM4YEeCTBO (00eM), KOeTO TPpsiOBaA Jja M3TErIUTE OT ()JIAKOHA M BHJIA HAa CIIPUHIIOBKATa, HEOOX0IUMM3a
Jo3upaHe. AKO He 3HaeTe HeOOXOUMHTE KOJMUYESCTBO MITH BUJT HA CIIPUHIIOBKATA, CBBPIKETE CE C
Barust METUITMHCKH CIIEIUANIMCT 3a JOMBJIHUTEIHN YKa3aHuUsI.

CL6epeTe BCHYKHU MAaTCpHaIn, OT KOUTO CC HYKAACTC, U TH NOCTABCTC BbPXY YHUCTA IIOBBPXHOCT. Te

BKJIIOYBAT CIIPHHLIOBKA, UIJ1a, aHTUCENTUYHY KbPIINYKH, TaMy4YHH TAMIIOHU MM Mapiik U KOHTEHHEp
3a U3XBBPIISTHE HAa OCTPH npeametu (Bx. dpurypa 1).

OS

BIOHAZARD

Ourypa 1

2. I/I36epeTe U IMOATOTBETEC MACTOTO 3a MHIKCKTHPAaHE:
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U3zbepete mMsicTo Ha MHXKEKTUpaHe (BK. purypa 2)

o Usrentyce npuiiara ype3 HHKEKIHs 0 KoXkaTa (TI0AK0XKHO).

o [Moaxonsmy MecTa 3a MHKEKTUpaHe ca TOpHAaTa 4acT Ha OepOTO WM 00JIACTTA OKOJIO KopeMa
Ha Pa3CTOSIHUE Hali-MaJKo 5 CM OT IbIIa.

o AKO € Bb3MOXKHO, HE M3I0JI3BaliTe 007aCTH OT KOKaTa C MPU3HALM Ha IICOPHA3UC.

o Axko HKkoll Bu nomara npu rmocraBsiHETO Ha MHXXEKLUATA, TOH/TA MOXe Jja n3bepe u ropHara

4acCT Ha pbKaTa KaTo MACTO Ha MHKCKTHUPAHE.

=5 (4

*30HUTE B CHBO Ca NPENOPBLYBAHNUTE MECTa 33 MHKEKTUPaHe

®urypa 2
ITonrorBere MACTOTO 32 HHKEKTHPAHE
. W3muiite pbliieTe Cl MHOTO JOOpE ChC CallyH M TOILIa BOJA.
o [TouncTere KokaTa Ha MACTOTO 32 HH)KEKTUPAHE C aHTHCENITHYHA KbPIHUYKa.
. He noxocpaiiTe mosede Ta3u 00J1aCT 10 MOCTaBIHETO HA MHKEKIUATA.
3. IIpurorBere 103aTa:
o Cpajiere kanaukara Ha ¢akoHa. (Bx. purypa 3)
| i
p==
P
Qurypa 3
. He cansiite 3anymankara.
o [Touncrere 3amyIiankara ¢ aHTUCENITUYEH TAMIIOH.
o ITocraBere QakoHa BEpPXY paBHa MOBBPXHOCT.
o B3emerte cipuHIIOBKaTa U cBaJIeTe KaraykaTa Ha Uriara.
o He nokocBaiiTe urnara u He 51 ONUpaiiTe B Apyry NpeaIMeTH.
o Bkapaiite urnara rnpes ryMeHaTa 3amyLajika.
o OO0BpHeTe u1akoHa ¥ CIPUHLIOBKATA HAJOMY.
o W3rernere OyTanoTo Ha CIPUHLOBKATA, TOKATO HE C€ HAIIBJIHU C KOJMYECTBOTO TEYHOCT, KAKTO

€ mpeanucaHo ot Bammus nexap.
o BaxHo e urmnara npes Ls10TO BpeMe Ja € B TeYHOCTTa. ToBa npenoTBparsiBa 00pa3yBaHETO Ha
BB3AYIIHU MEXypUeTa B CIPUHIIOBKaTa. (BXK. urypa 4)
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UzBanere urnara ot (hiakoHa.

3anpbKTe CIIPUHIIOBKATA C UTJIATa Harope, 3a Jia MPOBEPUTE Jalld B TEUHOCTTA HSIMA BB3yITHU
Mexypdera.

AKo UMa MexypueTa, MOTyIalTe CIIPHUHIIOBKATA JIEKO C IIPBCT, JOKATO U3ILTYyBaT Ha
MOBBPXHOCTTA. (BXK. urypa 5)

®urypa 5

Torasa HaTuCHeTe OyTaIOTO, JOKATO LETHAT BB3AyX (HO HE U TEUHOCT) U3JIe3e.
He nocraBsiiTe nHX)eKIUATA JErHAIA U HE ONIMPANTE Uriiata B IPyTU MPEIMETH.

HNuxexkTupaiite nosara:

JIeko 3axBaHETEe MOYHMCTEHATa KOXKa MCXKAY Majiclia v Imoka3ajcua. He ctuckaiite cuiiHoO.
B’I)BC,I[CTG urjara B 3aXBaHaTaTa KOXKa.

Hatucuere 6YTaJ'IOTO C IMajJiell Taka, 4€ Ja C€ MHXXCKTHUPpA [dj1aTa TCYHOCT. Haruckaiite 6aBHO 1
PaBHOMEPHO, KaTO €AHOBPCMCHHO C TOBA JICKO MMPUTUCKATC KOXKATa.

Koraro 6YT3.J'IOT0 CTUTHC N0 Kpasi, U3BAACTEC UIJIaTa U ITYCHETC KOXKaTa.

Ciien MHKEeKTHPaHe:

[IpuTrcHEeTEe aHTHCENTHYHATA KBPIIMYKA BHPXY MACTOTO HAa HHXKEKTHPaHE B MMPOIBIDKEHIE Ha
HAKOJIKO CCKYHIU, CJIC/ KAaTO IMMOCTABUTC MHIKCKIIUATA.

BB3MOKHO € Ha MACTOTO Ha HHXXCKTHUPAHC J1a UMa MaJIKO KOJIUYECTBO KPbB UJIU TECUHOCT. Tosae
HOPMAJTHO.

Mosxe 1a TpUTHCHETE MACTOTO Ha MHKEKTUPAHE C MaMy4eH TaMIIOH WJIA MapJisi U Ja3aIbp:KUTe
10 cexyHnu.

He pa3rhpkBaiiTe kKoxaTa Ha MSICTOTO Ha HHXKEKTHpaHe. AKO € HeOOXOAMMO, MOXKE J1a CIIOKHTE
MaJIKa JICTICHKA BbPXY MACTOTO Ha MHKCKTHUPAHEC.

HN3xBbpasiHe:

Wznon3BaHunTe CIPHHLIOBKY W UIJIK TPsOBa /1a ce OCTaBsT B HEMPOOWBaeM KOHTEHHEP KaTo
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KOHTEIHepa 3a OCTpH mnpeaMeT. 3a Bamrara 6e30nacHOCT u 31paBe U 3a 0€30MacHOCTTa Ha
JPYTUTE, HUKOTA HE U3MOJI3BaiTe MOBTOPHO UTJIKTE M COPUHIIOBKUTE. M3XBBpisiiTe Bamst
KOHTEHHEp 3a OCTPH MPEAMETH B ChOTBETCTBUE C MECTHUTE PA3MOPEIOH.

o [Ipa3uute (1akoHU, AHTUCCHTUYHUTE KbPIMYKU U IPYTH KOHCYMAaTHBU MOXE JIa C& U3XBBPJIISAT
B OOIIHSI OOKITYK.

ITpousBeneHo ot:

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Ireland

IIpennara ce Ha ma3apa oT:

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Ireland, D13 R20R
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JIncroBka: nagopmanus 3a norpeduTeNs

Usrenty45 mg HH:KeKIIMOHEH Pa3TBOP B MPeIBAPUTEIHO HANTBJIHEHA CIPUHIOBKA
ycreknHyMab (ustekinumab)

v To3u ekapcTBEH MPOAYKT MOJJICKH Ha JOMBIHUTENHO HabmroneHune. ToBa 11e mo3Boiu Obp30To
yCTaHOBsIBaHE HA HOBa HH(OPMALUs OTHOCHO Oe3omacHocTTa. Moxere 1a 1afeTe CBOs IPUHOC KaTo

ChOOIINUTE BCSIKA HEXKEJIaHa PEAKLUs, KOATO CTE MOIy4/Id. 3a HaUMHA HA ChOOIaBaHEe Ha HEXXEIaHU

peaKnuu BIDKTE Kpasi Ha Touka 4.

IIpoueTere BHMMATEIHO HSIJIATA JIMCTOBKA, NIPeIM 1A 3al0YHeTe 1a U3I0J3BaTe TOBAJEeKapCcTBOo,
Thil KaTo TH ChABbPKA BaxkHA 3a Bac undgopmanus.

Ta3u JIUCTOBKA € HANMCAHA 32 MalUeHTA, KOWTO MpreMa JIeKapCcTBOTO. AKO CTe POANTE] UIH
HACTOIHMK, KOiiTO me npujara UsrentyHa 1ete, MoJisi NpoyeTeTe BHUMATEJIHO Ta3H
uH(popmManu.

J 3amasere Ta3u JIUCTOBKA. Moke /1a ce HaloXkHu Ja sl IPOYETETE OTHOBO.

o AKO MMaTe HSIKaKBH JIOMIBJIHUTEIHN BBIIPOCH, HONUTaiTe Bamms sexkap wim gpapmanesT.

. ToBa nexapcTBO € mpeanucano Tu4Ho Ha Bac. He ro mpeoTtcrenBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeM, HE3aBHCHUMO 4e MPU3HAIIUTE Ha TSIXHOTO 3a00iABaHe ca chIuTe Kato BammTe.

. AKO monyuynTe HIKaKBH HEXKEJIaHU peakiny, yBenoMere Bammms nekap wim papmanest. Topa
BKJIIOYBA M BCUYKH Bb3MOKHHU HEXEJIAaHU pPeakllii, HEONMCaH!U B Ta3H JUCTOBKA. BrxkTe Touka
4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kaxgo npencrasnsiBa Usrentyu 3a KakBO ce U3MOJ3Ba

KaxkBo TpssOBa na 3HaeTe, npeau na u3noiseate Usrenty
Kak na uznonssare Usrenty

Bb3MoXHM HEXENlaHU peaKuu

Kak na cexpansate Usrenty

ChapprkaHue Ha OTIAKOBKATa M JOMBJIHUTENIHA HH(DOpMAIUs

AU e

1. Kakgo npexncrasiassa Usrentyn 3a KakBO ce U3M0J13Ba

Usrentycbhabp:ka aKTHBHOTO BEILIECTBO ,,yCTEKUHYMa0”’, KOETO € MOHOKJIOHAJIHO aHTUTSJIO.
MOHOKIIOHATHUTE aHTUTENa ca MPOTEHHU, KOUTO Pa3MO3HABAT U CBBP3BAT ONMpPEIeIICHH CrielinUIHA
MIPOTEHHH B OPraHU3Ma.

UsrentynpuHaanexyu KbM Ipylia JIEKapCcTBa, HApEUEHH ,,uMyHocyIipecopn”. Te3u nexapcTBa AeHCTBAT,
KaTo HaMaJIsiBaT aKTHBHOCTTA Ha YacT OT UMyHHATa CUCTEMA.

3a kakBo ce usnoJssa Usrenty
Usrentyce M3I10J13Ba 34 JICUCHUEC HA CIICIHUTC Bb3IAJIUTCIITHU 3a00/I1BaHUS:

. [TmaxoB ncopuasuc - mpu BH3PACTHH U JIella Ha Bb3pacT OT 6 TOIMHHM U ITO-TOJIEMHU
o [IcopuaTtnyeH apTpuT — IpHU B3PaCcTHU
. Ymepena o Texxka 6osrect Ha KpoH — 1pu BE3pacTHH

IlnakoB ncopuasuc
,,HJ‘IaKOB HCOpI/Ia3I/IC” € KOXXHO 3a60JI$IBaH€, KOCTO BOAM A0 BB3MNAJICHUC, 3acCAraiio KoxKata 1 HOKTHTC.
UsrentyHamasisiBa Bb3MaJICHUETO U IPYTUTE MPU3HALM Ha 3a00JI1BaHETO.

USI'GIltyCQ H3MO0JI3Ba IIPpU Bb3PACTHU C YMCPCH 0 TCIKBK IJIAKOB IICOPHUA3UC, KOUTO HC MOraT Ja
HM3I10JI3BAT HUKJIOCIIOPUH, METOTPEKCAT UIIU (1)0TOTCpEll'[PIH, WJIA KOTATO TE3H JICUCHUS HE ICHCTBAT.
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Usrentyce H3MO0JI3Ba IMpU AClla U FOHOIIN Ha Bb3pacT 6 roAVHHA U MO-TOJICMHU C YMEPCH O0 TCIKBK
IJIaKOB IICOpUa3ncC, KOUTO UMAT HCIOHOCUMOCT KbM (l)OTOTepaHI/IH WK Apyru CUCTEMHU TECparinuu, Uin
KOraTro TE€3H1 JICYCHUS HC I[eﬁCTBaT.

IIcopuaTnyen apTpur

IIcopuatuueH apTpuT € Bb3MAINTEIHO 3a00J1BaHE HA CTABUTE, OOMKHOBEHO CHITBTCTBAHO OT
ncopuasuc. AKO UMaTe akTUBEH IICOpUATHUEH apTPUT, ITbPBO Iie Bu nexyBar ¢ Apyru JekapcTa. AKo
HE ce MOBIHsIeTe OCTATHYHO A0Ope OT Te3| JieKapcTBa, Moxke Ja Bu ce mpennume Usrenty, 3a na ce:

J HaMaJIsIT IpU3HALUTE U CHMOTOMUTE Ha 3a00isBaneTo By;
. nono6pu ¢usngeckoro Bu cberosnue;
o 3a0aBH yBpeXJaHeTo Ha BamuTe craBu.

Bouecr Ha Kpon

Bonectra Ha KpoH e Bp3nanurento 3abonsBane Ha yepBaTa. Ako umare 6onect Ha KpoH mepBo e
Bu ce nanar npyru nekapcta. AKO HE ce MOBJIHMSIETE JOCTAThYHO WM UMATe HEOHOCUMOCT KbM Te31
JexkapcTBa, Moxe 1a Bu ce nage Usrenty3za HamansBaHe Ha IPU3HALUTE U CHMITOMHTE Ha
3abosiBaHeTo Bu.

2. KaxBo Tpsa6Ba n1a 3HaeTe, mpeau Aa usnoJssare Usrenty

He uznoasBaiite Usrenty

o AKO CcTe aJIEepru4Hu KbM YCTeKHHYMA0 WK HIKOSI OT OCTaHAJIMTE ChCTABKH Ha TOBA
JieKapcTBo (M30pOeHU B TOUKa 6).
. AKo mMaTe aKTHBHA WH(peKIHs, KosATo Bammsrt nekap Hamupa 3a 3Ha4uMa.

AKO He CTe CUTYPHH JTajIi HSIKOE OT M30pOCHUTE TO-rope ce oTHACA 3a Bac, mochrBeTBaliTe ce ¢ Barmms
nekap win (apMaieBT, npeau Aa unonssare Usrenty.

IIpenynpesxkaeHus: ¥ NpeANa3HU MePKHU

T'oBopete ¢ Bammst mekap wnm papmaneBT npean na usnonssare Usrenty. Bamusar nekap me mpoBepu
ChCTOSTHHETO Bu mpenu Besko JiedeHne. Y BeIOMETe CBOS JieKap 3a Besika Baia 6oect npeau Besko
neuenue. Coiio Taka nHGopMupaiite Bamms nekap, ako HACKOPO CTe OMIIM B KOHTAKT C YOBEK, KOWTO
MOJKe J1a uMa TyOepKyo3a. BamusaT nekap me Bu npernena u me HanpaBu u3clieBaHe 3a
TyOepKyIo3a, npean aa usnomssare Usrenty. Ako Bamuar nekap cMsTa, 4ye cTe U3JI0KEHH Ha PUCK OT
TyOepKyJo3a, Moke 1a Bu npeanuiie nexkapcrsa 3a JISYCHHETO H.

Crenere 3a CepMO3HM HesKeJIAHH PeaKI UK

Usrentymoxke 1a Ipeau3BUKa CEpUO3HU HEXEaHU PEaKIiH, BKIIFOUUTEITHO aleprHYHU peaKkuy U
nHbpexuu. TpsOBa na ciaenure 3a ONpeAeIeHU NPU3HALU Ha 3a00J1BaHusl, foKaTo npueMate Usrenty.
Bmxre ,,Cepno3nn HeXXeTTaHH Peakiy’ B TOYKA 4 3a MBIHHUS CIUCHK HA TE3H HEXXEJIaH! PEaKIIiH.

IIpenn na n3noassare Usrentymngopmupaiite Bamms jexap:

. AKO HAKOTa cTe HMaJIM ajiepruyHa peakuus KbM Usrenty. Ako He cTe€ CUTYpHH, IONUTANTE
Bamus nexap.

. AKO HAKOra cTe HMaJIM HAKaKbB BUJ PaK — TOBA €, 3aI[0TO UMYyHOCYTIPECOPHUTE KaTO
UsrentyoTcinaOBaT 4acT OT UMyHHaTa cucTeMa. ToBa MOKe /1a TIOBUILU PHCKa OT Pak.

. AKO cTe JJeKyBaHH 32 IICOPHA3HC C APYTH OMOJOTMYHH JIEKAPCTBA (JIeKapcTBo,

NMPOU3BeJeHO 0T OM0J0TNYeH U3TOYHUK M O0UMKHOBEHO NPUJIATAHO Ype3 MHKeKIMSA) -
PHCKBT OT PaK MOKE J1a € I0-BUCOK.

. AKO MMaTe UJIM HACKOPO CTe UMAJIM HH(PeKIUA.

o AKO UMaTe HOBH WJIM MIPOMEHSIIIH ce JIe3WH B yUaCTHIUTE C ICOPUA3UC WITH TIOHE3acernaraTa
KOXa.

o AKo noJryuyaBaTe ApPYyro JiedueHue 3a NCOPUA3HC U/ MU NCOPUATHYEH APTPUT — KaTo APYTH

UMYHOCYTIpECOpH WK (oToTepanust (KoraTo TSIOTO ce JIeKyBa ¢ TvIl yarpasuoneroBa (UV)
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CBCTJ’H/IH&). Te3u neueHus ChIIo MOXKE 1a OTCIA0AT YacT OT HMYHHATa CUCTEMaA. H3non3BaneTo
Ha TC3U JICUCHUA 3a€IHO ChC UsrentyHe € n3cjeaBaHo. Bp3mMoxxHO € 068.‘16, TO Aa yBCJIINYIU
pucKka ot 3360HHB3HI/IH, CBBpP3aHHU C oTcjabBaHe Ha HMYHHAaTa CUCTEMaA.

L Axo mojayvyaBaTre Wi HAKOra €te nmojdy4aBajd HHKCKIHUHA 3a JICUCHUEC HA AJIEPIrUU — HE €
HU3BCCTHO OaJIk UsrentyMoxce Ja OKaXe BJIMAHUC BbPXY TAX.
L AKo cTe HA M HAJX 65 roAMHA — MOXKE Ja CTC I10-CKJIOHHU KbM I/IH(bCKIII/II/I.

AKO He CTe CUTYPHH JTaJIi HSIKOE OT TOPEH30pOeHUTE ce oTHACS 3a Bac, mochBeTBaiiTe ce ¢ Bammmst
Jexap unu ¢apMaleBT, pean Aa usnonssare Usrenty.

Hskon manueHTH moy4aBar JIymyc-TIoJ0OHHN PEaKIiy, BKIFOUYNUTEITHO KOXKEH JIYITyC epuTeMaToieC U
JyIyc-1o00eH CHHIPOM, 10 BpeMe Ha JiedeHue ¢ yerekuaymab. ['oBopere Bennara ¢ Bammms sekap,
aKo TMOJY4HTE YepBEH, HAIUTHAT, JIIOLICI c€ OOpHUB, MOHSKOTA C O-TbMHH I'PAHHIIN, B U3JI0)KEHUTE
Ha CITBHIIEC YYACTHIIM Ha KOXATa WIN CTABHHU OOJIKH.

ChbpaeyeH HHAPKT U HHCYJITH

WudapkT v HHCYNITH ca HaOI0aBaHU B TPOYUYBAHE MPH MAI[UEHTH C TICOPUA3UC, JIEKYBAHU ChC
Usrenty. Baiust jiekap pefoBHO Iie MPOBEPsABa PUCKOBUTE (PAaKTOPH 3a ChPACUHO 3a00JIIBaHEe U
MHCYIT 1pH Bac, 3a 71a € curypHo, 4e Te ce JeKyBar 1o moaxoisii HauuH. He3a0aBHO moThpceTe
MEJIMIIMHCKA MTOMOIII, aKO MOJIy4nuTe 00JIKa B TbPAUTE, CIA00CT UM HEOOWYAHHO yCelllaHe OT eIHaTa
CTpaHa Ha TSIOTO, OTIYCHATOCT Ha JIMIIETO MJIM TOBOPHHU WM 3PUTEITHA CMYIICHHMS.

Jena u roHOIIH

UsrentyHe ce mperopb4Ba 3a ynorpeda Impu Jielia Ha Bb3pacT Mol 6 TOJUHH C TICOPHA3KC WIH MTPH
JeTaHa BB3pacT 1o 18 romquHu ¢ IcopuaTHdeH apTpHT, ¢ Oosrect Ha KpoH, 3a1moTo He € mpoydYBaH
TIPU Ta3u BB3pacToBa rpylia.

Apyru jekapcrBa, Bakcunu 1 Usrenty
Tpsa6Ba na xaxxere Ha Bamms nexap wiu dhapmarienT:

. AKO mpuemare, HaCKOpO CT€ IPHUEMaly WK € Bb3MOXKHO J1a IPUEMETe APYTH JIEKapCTBRa.

. Axko Hackopo Bu e nmpaBena unm minanupate 1a Bu ce mpaBu BakcuHanus. [lokaro u3non3pare
Usrenty, HIKOH BU0BE BaKCHHH (’KUBH BaKCHHM) HE TpsiOBa /a ce mpuiiarar.

. Axo cre monyyasanu Usrentyno Bpeme Ha OpeMEHHOCTTa, TpsOBa /1a KaKeTe Ha JieKaps Ha

0ebeto Bu 3a neuenuero cwe Usrenty, mpeau TO 1a OTY4YH KaKBaTO U Jia € BAKCUHA,
BKJTFOUHTEITHO JKUBH BakcHWHU, KaTo bIDK BakcuHa (M3mon3Bana 3a nmpeamna3Bane oT
TyOepkyJo3a). JKuBuTe BakCUHU HE ce TpenopbuBar 3a Bariero 6e0e mpe3 mbpBUTE JBaHAICCET
Mecella ciell pakaaHeTo, ako cTe noiaydyaBanu Usrentyno Bpeme Ha OpeMEHHOCTTa, OCBEH aKo
nekapsT Ha Bamrero 6ebe He mpemopbya qpyTo.

BpeMeHHOCT U KbpMeHe

. AKo cTe OpeMeHHa, cMsTaTe, Y€ MOXKe JIa CTe OpeMeHHa WU IUTaHUpaTe OPeMEeHHOCT,
MOCHBETBATE ce ¢ Bamust jekap mpeau ynotpedaTa Ha TOBa JIGKapCTBO.
. He e nabmromaBan 1mo-BUCOK PHCK OT BpOJIeHHU AedekTn mpu O6edeTa, m3noxeHnu Ha UsrentyB

yTpobara. /lanaure ot ynorpedara Ha Usrentyrpu OpeMeHHH KeHH 00aue ca OrpaHuYCHH.
[Topanu ToBa e 3a mpeamnovnTane aa ce u3osrea ynorpedara Ha Usrentyno Bpeme Ha
OpEMEHHOCT.

. AKO cTe XeHa ¢ IeTepOoCH OTeHLHA, KeJIaTeIHO € Aa He 3a0peMeHsBaTe U Aa U3M0I3BaTe
MOJIXOIAII MPOTUBO3auaTh4eH METO/I, Koraro usnoissare Usrentyu mone 15 ceamuim cien
nocieHoTo npuiarane Ha Usrenty.

o UsrentyMoske 1a MpeMUHe Tpe3 IUTaleHTaTa B HepoJIeHOTo 6ebe. AKO CTe MoTydaBaii
Usrentymno Bpeme Ha OpeMeHHOCTTa cH, 0ebeTo Bu Moske 1a nMa 1o-BUCOK PUCK OT HH(EKIHS.
Baxno e na kaxere Ha JiekapuTe Ha BameTo 0ede 1 Jpyru MEAULIMHCKY CIENUAINCTH, aKo CTe
nonyyaBanu Usrentyno Bpeme Ha OpeMEHHOCTTa CH, Ipen 6e0eTo Aa MoTyyr KaKBaTo U Ja €
BakcuHa. JKuBu Bakcunu, karo BLDK Bakcuna (M3nos3Bana 3a npeanasBate oT TyOepKyJsi03a),
HE ce npenopbuBaT 3a Bamiero 6e6e mmpe3 mbpBUTE ABAHAAECET MECELA ClIe]l paXKJaHETO, aKO
cte nosrydaBanu Usrentyrio Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JieKapsT Ha Bamrero 6ebe He
npenopbya Apyro.
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. YcreknHyMab MoXke ja TpeMUHE B KbpMaTa B MHOTO MaJIKH KojinuecTBa. [lockBeTBaiiTe ce ¢
Bamms niexap, ako KbpMHUTE WU aKO IJIaHUpaTe na kKbpMmute. Bue n Bamust nekap tpsaosa na
pewmTe fany TpsOBa 1a KbpPMHUTE WM Aa u3nonsBare Usrenty- He IpaBeTe U JBETE.

Hlodupane u padora ¢ MalIUHA
UsrentyHe MOBIHsIBA WK TIOBIUSBA MPEHEOPEIKUMO CITOCOOHOCTTA 32 moQupaHe U padoTa ¢ MaIllUHU.

Usrentycbabp:ka [Hoaucopoar 80 (E433)

To3u nexapcTBeH npoaykT chabpika 0,02 mg nomucopbat 80 (E 433) BeB Beeku 45 mg/0,5 ml
PFS/¢nakon, xoeto e exkBuBasieHTHO Ha 0,02 mg/0,5 ml (0,0003 mg/kg/nen). [Tomucopbarure Mmorar
Jla IPUUYMHSAT aepruYHy peakuuu. Y BegoMmere Bamnsa nekap, ako Bue win nereto Bu nmare
YCTaHOBEHH AJIEPTHH.

3. Kak na m3nonzsarte Usrenty

Usrentye nipeiHa3HaueH 3a ynoTpeda 1Mo prKOBOACTBOTO U KOHTPOJIA HA JIEKap C OTHT B JICUCHUETO
Ha 3a00JIsIBaHusI, 32 KOUTO ¢ rmokaszaH Usrenty.

Bunaru usnosnsBaiTe ToBa JIEKapCTBO TOYHO KakTo Bu e kazan Bamust nekap. AKo He CTe CUTYpHU B
Hewlo, nonutaiite Bamus nexap. IloceBerBaiite ce ¢ Bamus nekap 3a ToBa, kora me Bu ce nocraBsat

HWHKCKIUUTE U KOr'a 1I€ Ca CIICABAIINTE KOHTPOJIHU MPECTIICaN.

KaxkBo koinuectBo Usrentyce npujara
Bammsar nexap e penmu kakBo KoiamdecTBo UsrentyTpsiOBa 1a OJIYIHUTE U 33 KaKbB IMEPHOJT OT BpEeMe.

Bb3pactau Ha 18 roanun wiu no-rosemullcopuasuc uiu ncopuaTudeH apTpur

. [Ipenopprunrtennara HauanHa a03a € 45 mg Usrenty. [Tauuentu ¢ Terno Han 100 kunorpama
(kg)moxe ma 3amounat ¢ qo3a 90 mg Bmecto 45 mg.
. Crnen mauamHaTa 103a, cienpamara Bu qo3a me 0b11e 4 cemMuIn mo-KhCHO U CIIEN TOBA Ha

BcekH 12 ceqmunn. CreaBaiinre 1034 OOMKHOBEHO Ca CHIIMTE, KATO HaYaHaTa J103a.

BoJecr Ha Kpon

. 1o Bpeme Ha neuennero Bammst nekap me Bu npunoxu mppBata /103a OT NPHOIU3UTETHO 6
mg/kg UsrentykankoBo BbB BeHa Ha pbKaTa (MHTpaBeHO3HA nH(DY3us). Cliex HadanHaTa 1034,
e noiayuyute ciaenasamara go3a 90 mg Usrentycnen 8 cenMuuy, cien Toa npe3 12 cenmMunu
gpe3 MHKEKITUS 0T KoxkaTa (ITOIKOKHO).

. [Ipu HiKOM manMeHTH, cael MbpBaTa NOAKOXKHA HHXeKus, 90 mg Usrentymoxe aa ce mpuiara
mpe3 8 ceaqMuItd. BammsiT nekap e pemm Kora TpsSOBa 1a OMy9IuTe ClIeIBaIaTa Cu 103a.

Jeua u roHomu Ha 6 roquHau wiu no-rojiemullcopuasuc

. JlexapsT TpsaOBa ma onpenenyu MpaBuiIHaTa 3a Bac 103a, BRIIFOUUTETHO M KOJIMIECTBOTO (0Oema)
Usrenty, KolTo TpsiOBa J1a ce MHXKEKTHPA, 3a JIa € paBuiIHa fAo3aTa. [IpaBuiHara no3a 3a Bac mie
3aBHCHU OT BaIero TejaecHo Tero 1o BpeMe Ha BCsAKa J103a.

. Hanuuen e ¢nakon ot 45 mg 3a mena, KOUTO TPAOBa Ja MOMyYaT IMO-MaJKo OT Isiara 103a45
mg.

. Axko Texute no-manko ot 60 kg, npenoprunrtennara gosa e 0,75 mg Usrentyna kg TenecHo
TErJI0.

. Axo Texute oT 60 kg mo 100 kg, npenopbuntennata no3a ¢ 45 mg Usrenty.

. Axko Texxute moeeue ot 100 kg, mpenopwrunrtennara no3a ¢ 90 mg Usrenty.

. Crnen HavanHata J03a, cieBamara Bu no3a me O0bae 4 ceqMunm mo-KbCHO U ClIe]] TOBa Ha

BCEKH 12 ceaMHuIIH.
Kak ce npuiara Usrenty

. Usrentyce mpuiara KaTo HH>KEKIUS 0] KokaTa (MoIK0XHO). B HawanoTo Ha Bamero nedenue,
UsrentyMoske /1a ce MHXEKTHpa OT JIeKap WiIH MEIUIIMHCKA CECTpPa.
. Bue n BammsiT nexap, obave Moxe n1a pemmunre, 9e Bue camu Moxe na cu mmkektupare Usrenty.
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B TakbB ciyuaii me npeMuHeTe 00y4YeHHE Kak Ja cu uHxkekTupate UsrentycaMoCTOSTEITHO.

. 3a ykazaHus Kak aa uHxektupate UsrentyBIxKTe ,,YKa3aHus 3a IPUIOKEHUE B Kpas Ha Tazu
JINCTOBKA.

T'oBopete ¢ Bamus nexap, ako uMaTe BbIIPOCH OTHOCHO TOBA KaK CaMH J1a TOCTaBATE MHXKEKIIMATA.

AKO cTe M31I0JI3BAJIM NOBeYe 0T HeoOxoauMmarta qo3a Usrenty

AKO cTe M3I0I3BaIH WK ca By nmpmnoxmmm mosede ot HeoOxomumara go3a Usrenty, He3a0aBHO ce
nochBeTBaiTe ¢ Jekap i papmanieBT. Bunaru Hocere ¢ Bac kaproHeHaTa omnakoBKa Ha
JIEKapCTBOTO, JIOPH U Ja € TIpa3Ha.

AKoO cTe npomycHa/Iu aa usnojssare Usrenty
AKO cTe pomycHaIH 03a, CBhpKeTe ce ¢ Bamus nexap win papmanest. He npunaraiite nBoiina
J103a, 3a ]a KOMIIEHCHpaTe MpOoITycHaTaTa J03a.

AKko cte cipesiu ynorpeoara Ha Usrenty
He e onacno na cnpere ynorpebara Ha Usrenty. Ako obade s cipete, BamuTe cuMnToMu MoXKe J1a ce
BBb300HOBSIT.

AKO MMaTe HIKaKBH JIOMIBIIHUTEIHU BBIIPOCH, CBBP3aHHU C YIOTpebaTa Ha TOBa JEKapCTBO, MOMUTANTE
Bamms nexap wim hapMarienT.

4. Bb3MoOxKHM HesKeJIaHU peaKInu

Kaxkro Bcmuku JICKapCTBa, TOBA JIEKAPCTBO MOXKE Jia NIPCAU3BHUKA HEKECIIaHNU pCaKINU, BBIIPEKU Y€ HE
BCCKHU I'M IIOJTy4aBa.

CepHO3HM He)KeJIaHHU pPeakiuu
Hsixon manueHTH MOXe a UMaT CEPHO3HHU HEXKEJIaH! peakluy, MPH KOUTO Ja ce Hajtara CIemHo
JICYCHHUE.

AJIEpruYHH peaKkIui — MO3Ke /1a U3MCKBAT CelrHo jJedeHue. Uudopmupaiite Banus jgexap niu
He320aBHO MOThPCeTe CHelHA MeIMIMHCKA MOMOII, aK0 3a0e/ieskuTe HAKON 0TCJIeJHUTE
NpU3HALH.
. Cepro3HATE AepTHIHH PEAKINH (,,aHapHITaAKCHA’) ca peaKH IIPH X0pa, IPHEeMaIIx
Usrenty(moxe na 3acernat 1o 1 #a 1 000 gymm). [IpusHanuTe BKIIOYBAT:
. 3aTPYAHEHO JUIIaHE WM NPErTbIIaHe
L] HUCKO Kp'bBHO HaJIAraHe, Ko€To MOXKE aa HpI/IT-II/IHI/I 3aMasgdHOCT UJIN CBCTOB’I)pTe)K
e  T[IOJyBaHE HA JUIETO, YCTHUTE, yCTaTa WU T'BPJIOTO.
° UectrTe MpU3HAIK HA aJICPTHYHA PEAKITUS BKIIIOUBAT KOKEH OOPUB U ypTUKApHs (MOXKe aa
3acerHar jo 1 Ha 100 qymm).

B PEAKH ClIy4Yau ce Ch0OIIaBAT AJCPruuyamn 6e.110£[p061m pPe€aKkuum 1 66.]102][)06[[0 Bb3MAJICHHUE
MpA MAMUECHTH, KOUTO IMoJiydaBart yCTeKHHyMaﬁ. TpﬂﬁBa Ja KaxKeTe Ha Bammmelcap, aKo
MOJIYYUTE CUMIITOMH KAaTO KalllVIMIIA, 3a1yX M BUCOKA TEMIIepaTypa.

AKO MoNTy4ynTe Cepro3Ha ajlepruuHa peakuus, Bammsrt nekap Moske na pemn, ue Bue He TpsOBaga
ynotpebsiBate UsrentyoTHOBO.

HNudexuun — MoKe 1a U3MCKBAT cnellHo JeyeHue. HezabaBHo nundopmupaiite Bamus gexap,
aKko3a0esie;KuTe HAKOM OT CJIeTHUTE MPU3HAIN.

o WHEKIIMUTE Ha HOCA WK T'BPIIOTO M MPOCTY/aTa ca yecT (Moxe jia 3acernar o 1 Ha 10
Jy1n)

° WHOEKITMUTE Ha TOJHATE AUXATEITHU IMBTUIIA (TPBIHN HHGEKIHH) ca HeuecTn (MOXKe 1a
3acersar a0 1 Ha 100 mgymm)

. BB3MAJICHUETO HA MOJAKOKHATA ThKaH (IIEIyIHUT) € HeuecTo (Moxke Aa 3acerne 10 1 Ha 100
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JTyTIIN)
o xeprec 30ctep (Bua 00JIe3HEH 0OpUB C MEXYpH) € HeuecT (Moxke J1a 3acerHat jo 1 Hal00 mgyrm)

Usrentymoske 1a Hamanu crioco0HoctTa Bu na ce 6opure ¢ nadexuu. Hiaxon nadpeknnn Moxena
CTaHAT CEPUO3HHU U MOKE JIa BKIIIOYBAT MH()EKIIUU, PUIUHEHU OT BUPYCH, ThOUYKH, OaKTepUU
(BKITFOUMTEITHO TYOEpKYJI03a) HITH Mapa3uTH, BKIFOYUTEITHO WHPEKIINH, KOUTO BE3HUKBAT MTPEIUMHO
P XOpa ¢ oTclIabeHa MMyHHA CUCTeMa (OTTOPTIOHUCTHYHN MHbekun). [Ipn mamuenTn, moryJaBanim
YCTeKHHYyMab, ce choO0IIIaBaT OMOPTIOHUCTUYHN HH(EKINH Ha MO3bKa (eHIe(aauT, MEHUHTUT),
OenmuTe QPOOOBE U OUHTE.

Hoxaro ynorpe6sBate Usrenty, TpssOBa fa cieanTte 3a Mpu3HaIy Ha nHQeKIus. Te BKIIoYBaT:
BHCOKa TeMIIEpaTypa, TPHUITONOI00HN CUMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Terio

yMopa Wi 33/1yX, YIIOpHUTa KaIlIuia

TOTIIA, 3aUepBeHa 1 O0JIe3HEHA KOKa WK O0JIe3HEH KOXKEeH OOPHB ¢ MEXypH

napeHe npu ypuHUpaHe

napus

3pUTENTHO CMYIIIEHHE WK 3ary0a Ha 3peHue

ry1iaBobore, CKOBAaHOCT Ha BpaTa, YyBCTBUTEIHOCT KbM CBETJIHMHA, TaJIeHEe WIH 00BPKaHOCT.

WNudopmupaiite Bamms nekap BegHara, ako 3a0eneXure HIKOW OT Te3W Mpu3Hany Ha nHpeknus. Te
Morar 1a ObJaT mpu3HAIK Ha WH(EKITUN KaTo TPhIHA WHOEKITNH, KOKHU HHOEKITNH, Xeprec 30CTep
WJIH OTIOPTIOHUCTUYHU UH(EKIIUU, KOUTO MOTAT JIa JIOBE/IAT JJOCEPUO3HHU YCIOKHCHUS.
HNudopmupaiite Bamms nekap, ako nmaTe HAKaKBa YIIOpUTA WK MOBTapsIia ce HHPekus. Bammsat
JIeKap MOJKe Jla pelty, 4e He TpsAoBa na yrnotpedssare Usrenty, ToKaTo HHPEKIHUATA HE ObIe
M3NIeKyBaHa. YBemoMmere Bammmst mekap, ¥ ako IMaTeOTBOPECHH PaHU WIW HapaHSIBaHUS, ThI KaTo
MOKe Jia ce HH(DEKTHUpar.

Jlo1eHe HA KOKATa — HHTEH3WBHOTO 3a4epBsiBaHe U JIONIeHe HA KOKATa Ha MO-ToJiMa MJI0LI
MO TAJO0TO MOJKe /1a ca CAMIITOMM Ha ePUTPOAePMHUYEeH NMCOPUA3UC WM eKC(POoTHATHBEH
AEPMATHUT, KOUTO €A CEPUO3HU KOKHU 3a00/19BaHUs1. AKO 3a0eje;kuTe HAKOI OT Te3W NPU3HAIH,
TpsiOBa n1a uHpopmuparte Bammus jJexap He3a0aBHO.

Jpyru He:ke1aHU peaKIuu

YecTu HexkeIaHU peakiuu (Moxe na 3acerHat mo 1 Ha 10 mymm):
Juapus

rajzicHe

MOBPBIIAHE

ymopa

3aMastHOCT

ri1aBoOoJre

chpOex (IpypuUTyC)

0osKa B rbpOa, MyCKYJIUTE WIH CTABUTE
BB3IAJICHO I'bPJI0

3auepBsiBaHe U OOJIKA Ha MSACTOTO HA MHIKEKTHPAHE
WH(EKINS Ha CHHYCHUTE

HevecTn Heskenanu peakuuu (Moke 1a 3acerrar 1o 1 ga 100 gymmm):

WH(EKITMN Ha 3601Te

BarvHajHa HHPEKINS, TPUIUHEHA OT I'bOMYKH

JieTpecus

3aIyieH HOC MM Xpema

KbPBEHE, MOCHHIBAHE, BTBLP/ISIBAHE, MTOYBAHE M ChPOEK HA MICTOTO HA HHKEKTUPAHE
ycelane 3a cadocT

CraJjaHe Ha KJIernavya U U3KPUBSBaHE HA MYCKYJIUTE Ha €JJHATA ITOJIOBHHA Ha JIMETO (,,JTUICBA
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napanusa” Wi ,,iapanu3a Ha ben”), KosTo 0ONKHOBEHO € BpeMEHHA

MPOMsIHA Ha TICOpUa3uca ChC 3a4epBIBaHE M HOBH MAJIKU, KBITH WK OelId MEXYpH IO KOXKaTa,
MOHSKOTa MPHUIPY>KEHH C TeMIeparypa (IIycTyJI03eH IICOpHasmc)

OeneHe Ha Kokara (eKcdoaranys Ha KoxKaTa)

aKHe

Penxm HexkelaHM JJeKapcTBeHH peaknuM (Moske aa 3acerHar 1o 1 Ha 1 000 gymim)

3ayepBsiBaHE U JIIOIICHE HA KOXATa Ha MO-TOJISIM YYacThK OT TSIOTO, KOUTO MOXKeE Aa ChbpOsT
W Ja ca Oosie3Henu (ekconraTuBeH qepMaTtht). [10100HH CUMIITOMU MOHSKOTA CE€ Pa3BUBAT
KaTO €CTeCTBEHa MPOMSIHA Ha BHJa HA CUMIITOMHTE Ha NICOPUA3HC (€PUTPOACPMHUUCH
TICOPHA3UC)

Br3nanenne Ha MaJIKUTE KPHBOHOCHH ChJIOBE, KOETO MOXKE Ja JIOBEE A0 KOXKEH OOPUB C MAJIKH
YepBEHH WJIH JIMJIABH MOy THHH, TEMIIEpaTypa MM 00JIKa B CTaBUTE (BACKYJIUT).

MHOro peKu He:KeJIaHU JeKapcTBeHH peakunu (Moxxe aa 3acernar a0 1 Ha 10 000 mytm)

OO6pa3yBaHe Ha MEXypH I10 KOXKaTa, KOSATO MOXE J1a OB/Ie 3auepBeHa, ChpOsIIa u 0oIe3HeHA
(bynosen nemduromnn)

KOKEH JIYIyC epUTeMaToecC 1 JyImyc-mo1o0eH CHHIPOM (UepBEH, HaUTHAT, JIFOLIEHT ce OOpHB
B M3JIOKEHHUTE HA CIIHHIIC YIACTHIN HA KOKATa, KOUTO MOXeE Jia € MPUIPYKEH OT OOJIKH B
CTaBUTE).

Chol0maBaHe Ha HeXKeJIaAHU PeaKIuH

AKO TIONTy4YHTe HIKaKBH HEXeJlaH! JIEKAPCTBEHU PeaKIny, yBeqoMeTe Bamms nexap mim dapMariesT.
ToBa BkII0YBa M BCUYKH BH3MOKHU HEOIIMCAHU B Ta3W JIMCTOBKA HEXKEJIaHU peaKkuu. Moxete ChIIO
Jla ChOOIINTE HeXKEJIAaHW PEaKINK JUPEKTHO Ype3 HAIMOHAIHATA CHCTEMa 3a ChOOIaBaHe, TOCOYEHA B
IIpunoxenune V. Kato crobimaBare HexXeIIaHA Peakiliy, MOXKETE Ja MajeTe CBOS MPHUHOC 3a

H0JTyyaBaHe Ha MoBeue HH(OpMaIust OTHOCHO O€30I1acCHOCTTA Ha TOBA JIEKApCTBO.

5.

Kak na cbxpansBarte Usrenty

[a ce cpxpaHsiBa Ha MACTO, HETOCTBITHO 32 JICIIA.

[a ce cbxpansBa B xnamqwiauk (2°C—8°C). Jla He ce 3ampassBa.

CobxpaHsBaiiTe IpeIBapUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OMAKOBKA, 32 J1a Ce
Mpe/nasy OT CBETIINHA.

AKO € HeoO0X0TMMO, OTJEIHUTE TIPEIBAPUTEITHO HAITBITHEHH CIPHUHITOBKH UsrentyMoxe ChIIo
Jlace ChXpaHABAT MpH cTaifHa TemriepaTypa a0 30°C 3a MakcumMyM enuH nepuon 1o 30 1Hu B
OpWTHMHAJHATa KapTOHEHA OMAaKOBKa, 3a Jla ce Mpena3sT OT CBeTINHA. 3alulleTe AaTaTa, Ha
KOATO MPEIBAPUTEIIHO HAIThJIHEHATA CIIPUHIIOBKA € M3BaJICHA 3a I'bPBU BT OT XJIaAUITHUKA U
JlaTaTa Ha M3XBBHPIIsTHE HA 0003HAUEHNTE Ha BHHITHATA KApTOHEHA OMakoBKa MecTa. JlaraTa Ha
H3XBBPJIAHEC HE Tpf[6Ba Ja € CJIC] OpUrHHaJIHUA CPOK HAa I'OJHOCT, OTIICYAaTaH BbPXY
KapToHeHaTa omnakoBka. Cliejl KaTo BeIHBXK CIIPUHIIOBKATA € OMJia ChbXpaHsBaHA IPU CTaliHa
temneparypa (o 30°C), T He TpsiOBa Ja ce BpbIla B XJIadIIHUKA. MI3XBBpIieTe ClIpUHIIOBKATA,
aKo He ce U3I0JI3Ba Clie]l ChXpaHEHHUe MPHU CTaiHa TemiepaTypa B pamkute Ha 30 JHU WM el
HN3TUYaHC HAa OpUTMHAJIHHUA CPOK HA 'OJHOCT, B 3aBUCUMOCT OT TOBa, KO€ OT ABETC HACTHIIN 110~
paHo.

He paszknamaiite npeaBaputenHo HambiHeHUTE cipuHLOBKHU Usrenty. IIpoabkuTenHOTO
E€HeprUYHO pa3KiamiaHe MOXKe Ja MOBPEIH JIEKapCTBOTO.

He u3noJu3sBaiiTe TOBa JIeKapCTBO:

CJIe/l CpOKa Ha TOJHOCT, OTOENA3aH BbPXY €THKETa U KapTOHEHATa OMIaKOBKa CIIe]T
»EXP“/,,Tonen 10:“. CpOKBT Ha TOTHOCT OTTOBApPS HA MMOCIEIHUS ACH OT IIOCOYCHHS MECEIT;
Cren natara 3a U3XBBPIISHE, [I0COUEHA BbPXY KapTOHEHATa OIIAKOBKa, CIIeJl KaTo €
ChXpaHsIBaHa MU CTaifHa Temmneparypa, T.e. moseue ot 30 guu npu 30°.

aKO TEYHOCTTA € C IPOMEHEH IBAT, MbTHA HJIH B Hesl ce 3a0els3BaT IUTyBally 1yKIH YaCTHIIN
(BmxTe TOuKa 6 ,,Kak usrnexxaa Usrentyn KakBo ChIIbprka OIaKOBKaTa“);
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o aKo 3HaeTe WIU CMATaTe, Y€ MOXKE Jla € OuiIa U3JI0KEeHa Ha eKCTPEMHU TeMIepaTypH (KaTo
WHIMICHTHO 3aMpPB3BaHEe WU 3arpsBaHe);
. aKO MPOIYKTHT € OWJI eHepTUYHO pas3KIIaTeH.

Usrentye camo 3a eHOKpaTHa yrnorpeda. Hensnoia3BaHuAT NPOIyKT, OCTaHAN B CIIPUHIIOBKATa,
TpsOBasa ce u3XBhpIU. He M3XBhpIisiiTe IekapcTBaTa B KaHAIM3AIMSITA WIH B KOHTCHHEPA 32
nmoMarHu oTraabin. [lonuraiite Bamms gapManeBT kak 1a U3XBBPISATE JIEKapCTBaTa, KOUTO Bede HE
nznonsBare. Te3n MepKu IIe CIIOMOTHAT 3a OTla3BaHe Ha OKOJIHATA Cpejia.

6. CbabpxaHue HA ONAKOBKATA M IONIBJIHUTEIHA HH(OpMaIUs

Kakso cpabp:ka Usrenty

o AKTHBHO BEIECTBO: YCTeKHHYMa0. Besika nmpeiBapuTesTHO HAMTBIIHEHA CIIPUHIIOBKA ChIbpKads
mg ycTekuaymabo B 0,5 ml.
. Hpyru cberaBku: L-xuctuanH, L-XUCTHAMHOB MOHOXUIPOXJIOPHT MOHOXUAPAT, TToJucopOaT 80

(E433), 3axapo3a, Hatpues xunpokens (3a kopeknus Ha pH), XnopoBogopoaHa kuceinnHa (3a
Kopekuus Ha pH) 1 Boaa 3a MHXXEKLIUH.

Kax usriexxaa Usrentyd KakBo ChIbpPsKa OMAKOBKATA

Usrentye OucTbp, Oe31BeTeH 10 01€/I0KBJIT HHKEKIIMOHEH pa3TBop. [locTass ce B KapTOHEHA
OIIaKOBKa, ChIBPIKAIIA €IHA CTHKIIEHA IIPEIBAPUTEIHO HAIThIHEHA CIIPUHIIOBKA OT 1 ml ¢ equHNYHA
no3a. Bedka nmpenBapuTenHO HaTbJTHEHA CIIPUHIIOBKA Chabpxka45 mg ycrekuaymab B 0,5 ml
HHKEKITHOHEH Pa3TBOP.

IIpuTe:xaresn HA pa3pelleHHETO 3a yoTpeda

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnannusa, D13 R20R

IIpousBoaure.

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Upnannus

3a JOII'BJIHUTCIIHA I/IH(i)OpMa[II/IH OTHOCHO TOBa JICKApCTBO, MOJId, CBBPKETE CC C JIOKATTHUA
MIpeACTAaBUTECII HA MPUTCIKATEIIA HA pa3pCIHICHUCTO 3a yHOTp€6aZ

Belgié/Belgique/Belgien Lietuva

Biocon Biologics Belgium BV Biosimilar Collaborations Ireland Limited
Tél/Tel: 0080008250910 Tel: 0080008250910

bnarapus Luxembourg/Luxemburg

Biosimilar Collaborations Ireland Limited Biosimilar Collaborations Ireland Limited
Ten: 0080008250910 Tél/Tel: 0080008250910

Ceska republika Magyarorszag

Biocon Biologics Germany GmbH Biosimilar Collaborations Ireland Limited
Tel: 0080008250910 Tel.: 0080008250910

Danmark Malta
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Biocon Biologics Finland OY
TIf: 0080008250910

Deutschland
Biocon Biologics Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

EALada

Biocon Biologics Greece MONOITPOZQITH
LK.E

TnA.: 0080008250910

Espaia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Laboratories Biogaran
Tel: +33 (0) 800 970 109

Hrvatska

Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
Simi: +345 800 4316

Italia

Biocon Biologics Spain S.L.
Tel: 0080008250910

Kvrpog
Biosimilar Collaborations Ireland Limited
TnA: 0080008250910

Latvija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Nederland
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Norge
Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romania
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Suomi/Finland
Biocon Biologics Finland OY
Puh/Tel: 99980008250910

Sverige
Biocon Biologics Finland OY
Tel: 0080008250910

I[aTa Ha MOCJICAHO NMpepasriiekjiane Ha JIMCTOBKaTa

JApyru u3ToYHUIU HA MHpOpMaUs

[HonpoOna nnpopmanus 3a ToBa JIEKapCcTBO € MPeAoCcTaBeHa Ha yeOcaiita Ha EBporieiickara areHuus

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




Yka3aHusd 3a IPpUIOKEHHE

Ha (])Mrypa 1 e noka3aHo KaK H3IJICKAA IPEABAPUTE/IHO HAITb/JIHEHATA CIIPUHIIOBKA.

Mpeawn ynotpeba Cnep ynotpeba

—— |13M0/13BaHa rNaea Ha 6yTEU]0T0

Tnasa Ha byTano

byrano

M3non3BaHa CNpuHL0BKa

Kpunua Ha NpenasnTens Ha Urnara ———

MscTo 3a XBalyaHe —L =0
=

Npo3opeL, 33 NpoBepka Ha )

ETukera n garara Ha CpoKa Ha rogHoct

LnauHasp
W3non3sana urna

Lunnuabp e |

MpepnasuTen Ha urnata M3nonBaxa npyxuHa Ha

npegnasutend Ha urnata
;l_ Kanauka Ha urnata

I'Ipy)KuHa Ha nNpeAgnasuTens Ha urnata —1
Kanauka Ha urnata

®@urypa 1

VYkazanus 3a nocrapsine Ha uHxkekuus Usrenty.

B nauanoto Ha TeYEeHNETO METUIIMHCKU ClienuaincT e Bu moctaBu Bammara mbpBa nnxekuusa. Bueu
BamusT nexap ob6aue Mmoxe na pemute, ye Bue camu Mmoxe na cu nmxkektupate Usrenty. B Takes
ciIy4ail me nmpeMuHeTe o0ydeHune kak na umkektupare Usrenty. ['oBopere ¢ Bamms ekap, ako nmate
BBIIPOCHU OTHOCHO IMMOCTAaBAHETO HA MHIKCKIIUATA.

He cmecaiite Usrentyc ApyTrd TEYHOCTH 33 MHKECKLUS.

He pasxamaiite npeaBapuTeaHo HambjaHeHUTe crpuHioBky Usrenty. IIpuunHara 3a ToBa e, ue
CHJTHOTO pa3KIalllaHe MOKe Jja MOBpeAH JiekapcTBoTo. He ymoTpeOsiBaiiTe nekapcTBOTO, ako €
OO CHITHO pa3KJIaTeHO.

IIpoBepeTe Gpost Ha NpeIBAPUTETHO HANTBJIHEHUTE CIIPUHIOBKH U NOATOTBETE
MaTepHaJuTe:

HOHFOTOBK& 34 U3M0JI3BAHC Ha MPCABAPUTCIIHO HAII'bJIHCHATA CIIPUHIIOBKA

W3Bazere npeaBapuTeIHO HAITbJIHEHATa CIPUHIIOBKA/CIPUHIIOBKY OT XyaauiaHuka. Ocrasere s
Jla IPECTON OKOJIO TIOJIOBHH Yac U3BBH KyTHsATa. TOBa IIE MMO3BOJIM HA TEYHOCTTA J]a TOCTUTHE
MOJIXOJISIIIIa TEMIIEpaTypa 3a MH)KeKTHpaHe (cTaiiHa Temreparypa). He cBansiite kamaukaTa Ha
uriaTa, J0KaTo TEYHOCTTA HE IOCTUTHE CTaifHa TemrepaTypa.

XBaHeTe HIMIMHABPA Ha CIPUHIIOBKATA Taka, 4e MOKPUTAaTa C Karmayka uria Jia couM Harope.

He xBamaiite rnaBara Ha OyTanoTo, OyTanoTo, Kpuila Ha Mpeana3uTeNns Ha uriara uiu
KaraJykaTa Ha UIiara.

He uznwsprBatite OyTanoTo.

He ce onutBaiite 1a mpeMaxHeTe IpeANa3suTels Ha UTJIaTa OT IPEABAPUTEIIHO HATBIITHEHATA
CIIPHUHIIOBKA

He cBansiiTe kanaukara Ha WIJiaTa OT CIIPUHIIOBKATA, TOKATO HE MPOYETeTe B MHCTPYKIMSTA 32
TOBA.

[TpoBepeTe npenBapuUTENHO HAITBJIHEHATA CIPUHIIOBKA/CIIPHUHLIOBKH, 32 Jla C€ YBEPHUTE, Ye OposIT
Ha MpEeABAPUTENHO HATBJIHEHUTE CIIPUHIIOBKH M KOJIMYECTBOTO HA aKTUBHOTO BELIECTBO B
JI030Ba €AVHHUILA CA BEPHH

ako Bamara no3a e 45 mg, me noxy4ure eaHa 45 mg npeaBapuUTENHO HAIbJIHEHACTIPUHIIOBKA
Usrenty; ako BamaTa n1o3a e 90 mg, me nonyuure ABe 45 mg NpeaBapUTEIHO HAITBIHEHU
cnpuHuoBky Usrentyu 1ie TpsiOBa fa CH IIOCTaBUTE ABE HHKEKIMU. M30epere nBe pa3nuyHu
MeCTa Ha MH)KEKTHpaHe (HampuMep eIHaTa HHXKEKIUS B AICHOTO Oeapo, aapyrara — B JIIBOTO)
Y TU HarpaBeTe eJ[Ha CJeJl ApyTa;

TOBA € IPAaBUIHOTO JIEKapCTBO;
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CPOKBT Ha TOJHOCT HE € U3TEKBI,
MIPEIBAPUTEITHO HAIBITHEHATA CIIPUHIIOBKA HE € TIOBPE/ICHA,;

Pa3TBOpHT B MpeABapUTEIIHO HAIbJIHEHATA CIIPUHIIOBKA € OUCTHP, OC3I[BETCH 10 OJICIOKBIT
Pa3TBOPHT B CIIPUHIIOBKATa HE € C IPOMEHEH LUBAT UJIW MBTCH U HE CbAbPiKa TYKIU YaCTULIU,
Pa3TBOPHT B CIIPUHIIOBKATA HE € 3aMPB3HAIL.

[IpuroTBere BCHUKO, OT KOETO c€ Hy’KAaeTe, M MOCTaBeTe Ha JJ0Ope OCBETEHA YMCTa U TUIOCKa
MOBBPXHOCT. Te BKIIIOUBAT aHTUCENTUYHU KbPIUYKH, TAMYYHHU TAMIIOHU WIIA Mapiid U
KOHTEMHED 3a OCTPU MPEIMETH.

HNudopmanus 3a cbXpaHeHUe

[penBaputenHo HabITHEHUTE CIIPUHIIOBKU UsrentyTpsiOBa a ObJaT OXJIaJICHH B XJIAMITHHUK MIPH
2 °C mo 8 °C (36 °F no 46 °F) B opuruHagHaTa KapTOHEHA OIIAKOBKA, 32 J]a CE MPENa3aT OT CBETINHA
JI0 MOMEHTA Ha yroTpeoa.

He 3ampassBaiite. He pasknamaiite.

AKO € He00X0IUMO, OTJIEITHUTE MPEIBAPUTEITHO HAITBIIHEH! CIIPUHIIOBKH MOTAT J1a Ce
ChXpaHsBaT Ipu craiHa Temireparypa 1o 30 °C (86 °F) 3a MakcumalieH epro] OT He MMOBEYE OT
30 nHU B OpUTrMHAIHATa KapTOHEHA OTIAKOBKA, 3a J1a Ce MPEAIasaT OT CBETINHA.

Crien KaTo CIpUHIIOBKATA € OMIla ChbXpaHsABaHa P CTaiiHa TeMIieparypa, T He TpsOBa Ja ce
BpBIIA B XJIaAUTHUKA.

W3xBBprere cipuHIIOBKATa, aKO HE C€ M3M0J3Ba B paMkuTe Ha 30 THU NPH ChXpaHEHHE Ha
CTaifHa TemMmeparypa

IIpuroTBere KOHCYyMaTHBHTE

HpI/IFOTBCTC BCHUYKO, OT KOC€TO C€ HYXKJIACTC, U ITIOCTABETC Ha z[o6pe OCBCTCHA, YUCTAa U IIJIOCKA
IMOBBPXHOCT. KOHCYMaTI/IBI/ITe BKJIFOYBAT

2.

AQHTUCENTUYHHU KbPITUYKH,

NaMy4eH TaMIIOH WIIM MapJis,

Y KOHTEHHEp 3a OCTPH MPEAMETH

npeanucanara Bu noza Usrenty nmxekuus (Bx. purypa 2)

<o D

NENEHKA AHTUCENTMYHM MAMYYHM TOMYETA WM NPELBAPUTENHO HAMBNHEHA KOHTEMHEP 3A W3XBLPISHE
NPEBPB3KA  KbPMWUKK MAPEHW TAMMOHW CMPUHLIOBKA YESINTEK HA OCTPW NPEAMETH

®urypa 2

N30epete M moAroTBeTE MIACTOTO 32 HHAKEKTHPaHE:

H3bepere MscTo HAa UHXKeKTUpaHe (BXK. Gurypa 3)

Usrentyce mpuara 4pe3 WHKEKIHS o KoxKaTa (TTI0OAK0KHO).

[Monxonsamu mecta 3a MHXEKTHpaHe ca TOpHATa 4yacT Ha 6eIpoTo WM 00JacTTa OKOJIO KopeMa
Ha Pa3CTOSIHUE Hal-MaJiKo 5 CM OT ITbla.

AKO € Bb3MOKHO, HE M3I0JI3BaliTe 00JIACTH OT KOXKaTa ¢ MIPU3HALM Ha IICOPUA3UC.
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Axo HsK0¥ Bu momara mpu mocTaBsSHETO Ha MHXKEKIIUATA, TOW/TSA MOXKe Jla u30epe u ropHara
4acT Ha pbKaTa KaTo MSCTO Ha MH)KEKTUPAHE.

®urypa 3

* O0nacTUTE B CHHBO CE MPEIMOPhYBAT KATO MECTA HA MHKCKTHPAHE.

HO,Z[I‘OTBGTC MSICTOTO 3a MHKCKTUPAHE

N3bepete no0Ope ocBeTeHa, YUCTA, paBHA pabOTHA TIOBEPXHOCT.

W3muiiTe ppLeTe cu MHOTO JJ0OpEe ChC CallyH M TOTLIa BOJA.

[Touncrere KOXkaTa Ha MACTOTO 32 HH)KEKTHPAHE C aHTUCENITHYHA KbPITMYKA.

He nokocpaiite nosede Ta3u 001acT A0 MOCTABIHETO HA HHXKeKuuATa. OcTaBeTe KoXkaTa CH 1a
W3CHhXHE NPEN UHKEKTHPAHE.

W3Bajiere npenBapuTEIIHO HAITBJIHEHATA TTO/IJI0KKA ChC CIIPHHIIOBKATA OT KapTOHEHATa
OIaKOBKa

OtBoperte OnucTepa, KaTo oTIenuTe GoaroTo. 3aIpHKTe NpeanasuTens 3a uriara (KakTo e
nokasaHo Ha ¢urypa 4), 3a 1a U3BaAUTE IPEIBAPUTEIHO HAITBJIHEHATa CIIPHHIIOBKA OT
ommcrepa.

XBaHeTe Tyk

®urypa 4

3anpbiKTe MpeIBapUTETHO HAITbJIHEHATa CIIPUHIIOBKA, KaTO MMOKPHUTATa UIJIa COYM HAarope.

CaaJjere kanaukaTa Ha urjara (B:k. purypa 5):

KamaukaTa Ha uriara He TpsiOBa Jja ce CBasis, IOKATO HE CTE FTOTOBH J]a MHKCKTHUPATE J103aTa.
B3emeTe npenBapuTEHO HAITBJIHEHATA CIIPUHIIOBKA U XBaHETE LWJIMHIBPA 1 C €1HA PbKA.
Ps3ko uznppnaiite kanaykara Ha Urjarta B IpaBa IIOCOKa U 5 u3xXBbpJiieTe. Jlokaro nmpaBure
TOBa, HE JIOKOCBaliTe OyTaIoTO.

®urypa S

Moske ma 3a0enexure Bp3AyIIeH MEXyp B MPEABAPUTEITHO HATBITHEHATA CIIPUHITOBKA FITH
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Kallka TEYHOCT Ha BbpXa Ha uryiata. ToBa € HOPMAITHO U He € He0OXOAUMO J1a C€ OTCTPaHSBAT.
He mokocBaiiTe uriara u He s IOMUPANUTE B APYTH TOBBPXHOCTH.

He u3non3Baiite mpeBapUTEIHO HATbIHEHATA CIIPHUHIIOBKA, aKO € Ouiia u3nycHara 6e3
MocaTBEHa Karayka Ha uriara. AKO TOBa e CIy4H, Ce CBbpiKeTe ¢ Bamms nekap nim
(hapmarieBT.

WmkekTupaiiTe mo3ara BeaHara, oM CBAINTE KalaykaTa Ha UTjara.

NuxexTupaiite go3ara:

XBaHeTe NMpEABAPUTCIIHO HAITbJIHCHATA CIIPUHIOBKA MEXKAY CPECAHUA IPHCT U MOKa3ajCla Ha
e/lHaTa phKa U MOCTaBeTe MaJyiella CH BLPXY IJIaBaTa Ha OyTanoTo, a ¢ ApyraTta pbKa JIeKO
3aXBaHETE TOYNCTEeHATa KOXKa MeX/Ty Iajiera u Imokasanera.

He cruckaiite cunHo.

He usterstiite 6yranoro.

C emHo OBP30 IBMKEHUE BBHBEETE UTJIaTa B KOXKATa, JOKBIETO MOXe (BXK. purypa 6).

®durypa 6

WmxexTupaiite s710TO KOJIMYECTBO OT JISKAPCTBOTO, KaTO HaTHCKaTe O0yTanoTo, JOKAaTOT/IaBaTa My
IOCTHTHE MEKAY KpHiLaTa Ha MpelnasuTens Ha uriara (Bx. ¢purypa 7).

I'Ieplm Ha npefnasvTensa Ha urnarta

®urypa 7

Koraro O6yTanoTo cTUrHE 10 Kpasi, He OTIYCKalTe HATUCKA BbPXY IJ1aBaTa My, H3BaJICTE UIJIaTa U
mycHeTe Koxkata (Bxk. durypa 8).




baBHO oTcTpaHeTe majena cu OT riaBara Ha OyTajoTo, 3a Ja MO3BOJINTE Ha MIpa3HaTa CIPUHIIOBKA J1a
ce MPHJIBIDKU HArope, IOKATo IsUlaTa Urila ce MOKpre ¢ MpEeANa3nuTells, KakTo € MoKa3aHo Ha Gurypa

9:

Cien nHKeKTHPAaHe:

[IpuTncHeTe aHTUCENTUYHA KBPIHUKA BHPXY MSICTOTO Ha MHKEKTHUPAHE B IPOABIIKECHUE HA
HSIKOJIKO CEKYH/]TH, CJIe]l KaTO MOCTABUTE HHKEKITUATA.

BB3MO0KHO € Ha MSCTOTO Ha MHXKEKTUPAHE Ja Ma MaJIKO KOJIMYECTBO KPbB MM TeuyHOCT. ToBa
€ HOpMAaJTHO.

Mosxe 1a TPUTHCHETE MIACTOTO Ha MHXKEKTUPAHE C MMAaMy4eH TaMITOH WIJIH MapJsd U J1a
3amppkute 10 cexyHam.

He pasrwpkBaiiTe kKoxkaTa Ha MSICTOTO Ha HHXKEKTUPaHe. AKO € HeOOXOAMMO, MOXKE J]a CIIOKHTE
MaJiKa JIeTIeHKa BbPXYy MSCTOTO Ha WH)KEKTHPAHe.

HM3xBbpIsiHe:

Wznon3BaHuTe CIPUHLIOBKY TPAOBA J1a C€ MOCTABAT B HEMPOOMBaeM KOHTEHHED, KaTo
KOHTelHepa 3a ocTpH npeameTH (Bk. ¢purypa 10). 3a BamaTa 6€301macHOCT | 37paBe H 3a
0e3omacHOCTTa Ha IPyTrUTe, HUKOTra HEe W3I0J3BaiiTe MOBTOPHO CIIpUHIOBKUTE. V3XBBpIIsiiTE
Bamms koHTeiHep 3a OCTpU IPEAMETH B ChOTBETCTBUE C MECTHUTE Pa3nopeadu.
AHTHCENTUYHUTE KBPIIMYKU U APYTH KOHCYMAaTHBH MOKE J]a C€ U3XBBPIIAT B OOIIUS OOKITYK.

®@urypa 10

ITpou3sBeneHo ot:

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Ireland
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Ipennara ce Ha ma3apa oT:

Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Ireland, D13 R20R
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JIncroBka: nagopmanus 3a norpeduTeNs

Usrenty90 mg HH:KeKIIMOHEH Pa3TBOP B NPEIBAPHTETHO HATBJIHEHA CIIPUHIOBKA
ycreknHyMab (ustekinumab)

v To3u nexkapcTBEH MPOAYKT MOJJICKH Ha JOMBIHUTENHO HabmroneHne. ToBa 11e mo3Boiu Obp30To
yCTAaHOBSIBAaHE HA HOBa HH(OPMALUS OTHOCHO Oe3omacHocTTa. Moxere 1a 1aeTe CBOsI IPUHOC KaTo

ChOOIINUTE BCSKA HEXKEJIaHa PEaKLUs, KOATO CTE MONy4MId. 3a HaulHA Ha ChOOIIaBaHe Ha HEXXEIaHU

peaKIuu BIKTE Kpast Ha Touka 4.

IIpoueTere BHMMATEIHO HSJIATA JIMCTOBKA, IIPeIM 1A 3alI0YHeTe 1a U3I0J3BaTe TOBAJEeKapCTBOo,
Thil KaTo TH CbABbPKA BaxkHA 3a Bac undgopmanus.

Ta3u JIUCTOBKA € HANMCAHA 32 MalUeHTa, KOWTO MpreMa JIeKapcTBOTO. AKO CTe POAUTE] UIH
HACTOIHMK, KOiiTO me npujara UsrentyHa gete, MoJisi NpoyeTeTe BHUMATEIHO Ta3H
uHpopmanus.

J 3amaseTre Ta3u TUCTOBKA. MOXe Aa ce HaJOXkKH 11 s IPOYETETE OTHOBO.

. AKO nMare HAKaKBH AOIBIHUTEIIHH BBIPOCH, onuTaliTe Bammms nexap uinm papMaresr.

o ToBa nexapcTBoO € mpeanucano Ju4Ho Ha Bac. He ro mpeoTtcrenBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIH, HE3aBUCUMO Y€ IPU3HAIIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIuTe Kato BammTe.

. AKO ToNTyunTe HIKaKBH HEXXEIaHU peakiny, yBenomere Bamms nekap nin papmanest. Toba
BKJIFOYBA M BCUYKU Bb3MOKHHU HEXKEJIAaHU PEaKliy, HEOMCAaHU B Ta3H JUCTOBKA. BrxkTe Touka
4.

KakBo cbabp:ka Ta3u JHCTOBKA

KaxBo npencranisBa Usrentyn 3a KakBO ce U3MOIA3BA

Kaxkso Tpsi0Ba ma 3HaeTe, mpean Aa m3noispare Usrenty
Kak na uznonssare Usrenty

BBb3MOXKHU HEXKENaHU PEaKLIU

Kak na cexpansasate Usrenty

ChapprkaHre Ha OTTaKOBKATa M JOITBJIHUTEHA HH(pOpManns

A

1. Kakpo npeacrasiasipa Usrentyu 3a KakBo ce H3I0JI3Ba

KaxBo npeacrasassa Usrenty

Usrentychabprka aKTUBHOTO BEILECTBO ,,yCTEKUHYMa0”, KOETO € MOHOKJIOHAJTHO aHTUTSJIO.
MOHOKIIOHATHUTE aHTUTEeNA ca MPOTEHHU, KOUTO Pa3lo3HaBaT U CBBP3BAT ONpEIeeHH Crien)UIHN

MIPOTCHUHU B OpraHmu3Ma.

UsrentynpuHa JIe)KH KbM TpyIIa JIeKapCcTBa, HAPEUCHH ,,AMyHOCYyTIpecopn”’. Te3u jekapcTBa neicTnar,
KaTo HaMaJIsIBaT aKTUBHOCTTA HA YacT OT UMYHHATa CUCTEMA.

3a kakBo ce m3no;a3Ba Usrenty
Usrentyce u311013Ba 32 JI€4EHNE HA CICAHUTE BB3MAIUTEIHH 3200 IBaHU:

. I1naxoB ncopuasuc - npu BB3PAaCTHH U JIeLla Ha Bb3pacT OT 6 TOAMHU U MO-TOJIEMU
o [IcopuaTnueH apTpUT — PU BB3PACTHU
o YMepena o Texxka Oonect Ha KpoH — nmpu Bb3pacTHH

IInakoB ncopuasuc
,»L ITAKOB TICOpUa3uc” € KOXKHO 3a00JIsIBaHe, KOSTO BOJIU JIO BB3MAJICHUE, 3aCATaI0 KOXKaTa U HOKTHUTE.
UsrentyHamaiisiBa Bb3MAJICHUETO U IPYTUTE IPU3HALM Ha 3a00JIIBaHETO.

Usrentyce u3M03Ba IPYU BB3PacTHU C YMEPEH /10 TeKbK IIAKOB TICOPHA3KC, KOUTO HE MOTAT J1ia
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HM3IMOJI3BAT HUKIIOCIIOPUH, METOTPEKCAT UIIN (I)OTOTepaHI/ISI, WK KOTraToO TC3U JICUCHUA HE ,E[CflCTBaT.

Usrentyce u31oJi3Ba IpH JIela ¥ IOHOIIX Ha BB3pacT 6 TOJUHHU U MO-TOJIEMH C YMEPEH JI0 TEKBK
TUTAKOB TICOPUA3UC, KOUTO UMAT HEMTOHOCHUMOCT KbM (DOTOTEpAITUs WM APYTH CUCTEMHU TEPAIUH, WU
KOTaTO Te3U JICUCHHS He JIeHCTBAT.

I[copuaTnyeH apTpuT

[IcopuaTrueH apTpUT € BB3MATUTEIHO 3a00JIsIBaHE HAa CTABUTE, OOMKHOBEHO CHITHTCTBAHO OT
rcopuasuc. AKO UMaTe akTUBEH IICOPUATHIEH apTPUT, TBPBO mie Bu nexyBar ¢ ApyrH nekapcTBa. AKO
HE ce MOBIHsIETE IOCTATHYHO J00pe OT Te3H JiekapcTBa, Moxe Ja Bu ce mpenmume Usrenty, 3a na ce:

o HaMaJISIT IPU3HALMTE U CHMIITOMHTE Ha 3a0omsBaneTo Bu;
o nonoOpu puzmueckoro Bu crecTosHuE;
J 3a0aBU yBpexk1aHeTo Ha BammTe craBy.

Bouecr Ha Kpon

Bbonectra Ha KpoH ¢ BB3manuTeHO 3200 sABaHe Ha yepBaTa. AKo uMarte OostecT Ha KpoH mepBo e
Bu ce JAanart ApyTru JeKapCcTBa. AKo He ce MTOBIusIeTe JO0CTaThb4HO WJIN UMATC HCIIOHOCUMOCT KbM TC3U
nexapcTBa, Moxe 1a Bu ce nane Usrenty3a HamassiBaHe Ha PU3HAIIUTE U CUMIITOMHUTE Ha
3abomnsBaneTo Bu.

2. KaxBo Tpsa6Ba 1a 3HaeTe, npeau aa usnouaspare Usrenty

He uznonssaiire Usrenty

o AKO CTe aJIepru4HH KbM YCTEKMHYMAa0 WK HIKOSI OT OCTaHAJINTE ChCTABKH Ha TOBa
JIeKapcTBO (M30pOCHM B TOUKA 6).
. Ako umMaTe akTUBHAa UHeKUNs, KoATo BamusT iekap Hamupa 3a 3HaYnMa.

AKO He CTe CHTYpHH JIAJIA HAKOE OT H30POCHUTE MO-rope ce OTHacs 3a Bac, mochBeTBaiite ce ¢ Bammus
nexap win (apManesT, pean Aa uinomssare Usrenty.

IIpenynpesxaeHust 1 NpeANa3HH MEPKHU

I'oBopere ¢ Bamms nexap nnu ¢apmaueBT npenu na uznonspare Usrenty. BamusT nekap me nposepu
cbcTossHUEeTO By npeau Besiko jieyeHne. YBenoMeTe cBos JieKap 3a Beska Baria 6osiecT mpeau BCsko
neuenne. Cpuio Taka uHGopMupaiTe Bamms nekap, ako HACKOPO cTe OMITM B KOHTAKT C YOBEK, KOUTO
MoO3Ke 1a uMa TyOepkyno3a. BammsT nexap me Bu npernena u e HanpaBu U3CieABaHE 3a
TyOepKyno3a, npeau aa usnomnssare Usrenty. Axo Bammsar nekap cmsTta, ye cTe U3JI0KEHH Ha PUCK OT
TyOepKyo3a, Moke 1a Bu npeanuiie rekapcTBa 3a JIEUSHHETO M.

Crenere 32 cepHO3HM HeKeJIAHH PeaKIuu

Usrentymoske 11a IpeIu3BIUKa CEPHO3HI HEXKETaH! PEAKIINH, BKITFOUUTEITHO aJIEPTUIHHU PEaKIuH ’
uHpeknuu. TpsaOBa Ja ciaeauTe 3a ONpPE/ISIICHU IPU3HAIY Ha 3a00JsBaHus, TokaTo npuemare Usrenty.
Buxre ,,Ceprno3Hu HeKelaHU peakuu” B TOUYKA 4 3a MBJIHUS CIHCHK HA T€3U HEXEIAHU PEaKLUU.

IIpeau na uznonssare Usrentyundopmupaiite Bamus Jjiekap:

. AKO HIKOTa cTe UMaJIU ajlepruyHa peakuust kKbM Usrenty. AKO HE CTE CUTYPHH, TOTTUTANTE
Bamus nexap.

o AKO HSIKOTa CTe HMAJIM HAKAKbB BH/ PAK — TOBA €, 3al[0TO HMYHOCYTIPECOPUTE KaTO
UsrentyoTcnabBar 9acT OT IMyHHaTa ciucreMa. ToBa MO)Ke Ja MOBHUIIN PUCKA OT PakK.

. AKO cTe JIEKYBaHH 32 IICOPUA3UC C APYTrd OHOJOTHYHM JeKapcTBa (JIeKapcTBO,

IMPOU3BEAECHO OT 0MO0JIOrMYEeH H3TOYHHK M 00MKHOBEHO NMpujaaratHo 4pes3 ](lH)KeKIIl/lﬂ) -
PHUCKBT OT pAK MOKE 1a € II0-BHUCOK.

. AK0 MMaTe WJIM HACKOPO cTe UMAJIU UHpeKuus.
. AKO MMaTe HOBHM MJIM IPOMEHSIIM Ce JIe3UH B YIacThLUUTE C IICOPUA3HC WM IIOHEe3acerHarTara
KOJKa.
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o AKo mosyyaBate Jpyro JeyeHue 3a COPUA3KNC U/UJIU MCOPUATHYEH apTPUT — KaTo APYTH
UMYHOCYTIpECOpH WK (oToTepamnust (KoraTo TsUIOTO ce JIeKyBa ¢ THIl yarpasuosierosa (UV)
cBeTNMHA). Te3u JeUeHus ChILI0 MOXKE 1a OTCIA0AT YacT OT UMyHHaTa cucteMa. V3non3BaHeTo
Ha Te3U JieueHus 3aeH0 cbe UsrentyHe e u3cieaBaHo. Bp3amoxHo e o0aue, To Aa yBeIuuu
pHCcKa oT 3a00JsIBaHHs, CBHP3aHU C OTCIa0BaHE HA IMyHHATa CUCTEMA.

) AKo0 noJryyaBaTe MM HAKOra cTe MOJYy4YaBaJIi HHKEKIIUM 32 JiedeHHe HA aJIeprum — He €
u3BecTHO fanu UsrentymMoxke Ja OKaxe BIUSHUE BPXY TAX.
) AKO cTe Ha ¥ HaJX 65 TOAMHHN — MOXe J]a CTe IMO-CKIIOHHH KbM HH(EKITHH.

AKO He CTe CUTYPHH JTaJTi HIKOE OT TOPen30poeHUTE ce oTHACS 3a Bac, mochBeTBaliTe ce ¢ Bammms
nexap win (apMaleBT, npean Aa uinonssare Usrenty.

Hsixon nanyeHTH nony4aBaT Jynyc-1oI00HU peaKiiy, BKIFOYHTEIHO KOXKEH JYITyC epuTeMaToec 1
Jaynyc-nono0eH CHHIPOM, N0 BpeMe Ha JIeueHue ¢ ycTekuHyMmab. ['oBopere BeqHara ¢ Bamus nexap,
aKo MOJY4HTE YepBEH, HAIUTHAT, JIIOLICI] c€ OOPHUB, MOHSKOTA C O-TbMHH I'PAHMLIU, B U3JI0)KEHUTE
Ha CJTBHIIC yYacThIM Ha KOXKaTa WIN CTaBHU OOJIKH.

ChbpaedyeH HHPAPKT M MHCYJITH

WndapkT u uHCYNITH ca HaOI0OAaBaHU B IIPOYUYBaHE IPH MALMEHTH C IICOPUA3HC, JIEKYBaHU ChC
Usrenty. Bammsr nexap peJoBHO IIie IpoBepsiBa pUCKOBUTE (HaKTOPH 3a ChPJACYHO 3a00IIIBaHE U
uHCyNT npH Bac, 3a 1a e curypHo, 4e Te ce JIeKyBaT 1o noaxoasanl HaunH. HezabaBHo moTbpcere
MEAUIMHCKA IIOMOII], aKO MOJIy4uTe 00JKa B I'bpAUTE, CIa00CT MM HeOOHUYaiiHO ycelllaHe OT eHarta
CTpaHa Ha TAJIOTO, OTITYCHATOCT Ha JIMIETO UJIU TOBOPHU WX 3PUTCIIHU CMYIICHU.

Jena u roHoIH

UsrentyHe ce npenopbyBa 3a yrnorpeda Ipu Aela Ha Bb3pacT 1o 6 TOJUHHU C [ICOPUA3UC UIIH IIPU
JeliaHa Bb3pacT 1o 18 roauHu ¢ mcopuaTHyYeH apTpHUT, ¢ 6onecT Ha KpoH, 3a10To He € Ipoy4BaH
IIPY Ta3H BB3PacTOBa IrpyIa.

Apyru jgekapcrBa, Bakcunu 1 Usrenty
TpsiOBa na kaxere Ha Bamus nexap win papmarieBT:

. AKo npuemare, HaCKOpO CT€ IpHUeMaly WK € Bb3MOXKHO J1a IPUEMEeTe APYTH JIEKapCTBa.

° Axko Hackopo Bu e npaBena unu ninanupate 1a Bu ce mpaBu BakcuHanus. [lokato usnonspare
Usrenty, HIKOU BUJJOBE BaKCHHU (’KMBU BaKCHHH) HE TPsIOBa J1a ce mpuJjarar.

. Axo cre nomyyasanu Usrentyno BpemMe Ha OpEMEHHOCTTa, TPsiOBa 1a KaKeTe Ha JieKaps Ha

0ebero Bu 3a neuenuero che Usrenty, mpenu TO Jia MOMy4YH KaKBaToO U JIa € BAKCHHA,
BKJIFOUUTEITHO KUBHU BakcuHH, kato BIIXK BakcuHa (M3M0s13BaHa 3a Mpena3BaHe OT
TyOepkyino3a). JKuBute BakCHHU HE ce TpenopbuBar 3a Barrero 6e6e mpe3 nBaHaeceT IecT
Mecella clie]l paxJIaHeTo, ako cTe moiy4aBany Usrentyno BpeMe Ha OpeMEHHOCTTa, OCBEH aKo
nekapsT Ha Bamero 6e06e He mpernopbya Apyro.

bpemMeHHOCT 1 KbpMeEHe

o Axo cre OpeMeHHa, cMATaTe, Y€ MOXKE Ja cTe OpeMeHHa WM TUTaHHpaTe OPEeMEHHOCT,
HIOCHBETBaliTe ce ¢ Bamms nexap npean ynorpebara Ha TOBa JIEKapCTBO.
o He e naGmoaBaH mo-BUCOK PHUCK OT BpojaeHH Aedektu mpu 6edeta, nznoxkeHu Ha UsrentyB

yTpobara. [lanaute ot ynorpebara Ha Usrentynipu OpeMeHHH KeHH 00aue ca OrpaHuYCHH.
[Nopaau ToBa e 3a mpeanovYnTaHe aa ce n30area yrmorpedara Ha Usrentymo Bpeme Ha
OpEMEHHOCT.

o AKO cTe JKeHa ¢ JIETepOICH TIOTCHIUAI, JKeJIaTeJTHO € Ja He 3a0peMeHsBaTe U J1a U3I0I3BaTe
MOIXOJISII TPOTHUBO3aYaThueH METO I, KoraTo u3nonseare Usrentyu moHe 15 ceamunu cien
MOCIIETHOTO Nprinarade Ha Usrenty.

o UsrentyMoske Ja MpeMHHe Tpe3 TUIaleHTaTa B HEPOACHOTO 0e0e. AKO CTe MOITydaBan
Usrentymo BpeMe Ha OpeMeHHOCTTa cH, 0e0eTo Bu MoXe 11a MMa MO-BUCOK PHCK OT WHMEKITHS.
o BaxHo e 1a kaxkeTte Ha JiekapuTe Ha Bamero 6e6e v APYry METUIIUHCKU CIICITUATUCTH, aKO CTE

nomyyasaiau Usrentyro Bpeme Ha OpeMEHHOCTTA cu, Iipean 6e0eTo Ja momyyH KakBaTo U J1a €
BakcuHa. JKuBu Bakcunu, karo BLJK Bakcuna (M3nosn3Bana 3a npeanasBate oT TyOepKyJsi03a),
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HE ce mpenopbuBaT 3a Bamrero 6e6e mpe3 MbpBUTE ABaHAAECET MECELa cliell paXkIaHeTo, aKo
cte noiy4asanu Usrentyno BpeMe Ha OpeMEHHOCTTa, OCBEH aKo JieKkapsT Ha Bamero 6e6e He
mpernopbya APYro.

o YcreknHyMab MoXke Jja IpeMUHE B KbpMaTa B MHOTO MaJIKH KojnuecTBa. [lockBeTBaiiTe ce ¢
Bamms siexap, ako KbpMUTE WU aKO MJIaHUpaTe qa kKbpMmute. Bue n Bamust nekap tpsiOsa na
permTe fany TpsOBa 1a KbpPMHUTE WM Aa u3non3Bare Usrenty- He IpaBeTe U JBETE.

Hlodupane u paéoTa ¢ MAIIUHI
UsrentyHe MOBJIHsIBa WK TIOBIIUSBA MPEHEOPEIKUMO CITIOCOOHOCTTA 32 modupaHe U padoTa ¢ MaIIUHU.

Usrentycbabp:ka [Hoaucopoar 80 (E433)

Tosu nexapctBen npoaykT cbabpixka 0,04 mg nonucopdat 80 (E 433) BeB Bcekn 90 mg/1 ml PFS,
koeto e ekBuBaneHTHO Ha 0,04 mg/ml (0,0004 mg/kg/nen). [lonucopbaTute MoraT na MPUIUHAT
aJIepruyHu peakiuu. YBenomere Bamus nekap, ako Bue unu gereto Bu nMaTe yCcTaHOBEHU ajepruu.

3. Kak na usnosnzBare Usrenty

Usrentye npejHa3HaueH 3a ynorpeda moj] phbKOBOJCTBOTO U KOHTPOJIA HA JIEKAap C OIUT B JICUCHUETO
Ha 3a00s1BaHMs, 32 KOUTO € oka3aH Usrenty.

Bunaru n3nonssaiite ToBa JekapcTBO TOUHO KakTo Bu e kazan BamusaT nexkap. AKo He cTe CUTYpHH B
Hello, nonutaiire Bamus nekap. [lockBeTBaiite ce ¢ Bamus nexap 3a ToBa, kora me Bu ce moctaBst

WHKEKIIMUTE U KOTa IIe ¢a CCABAIINTE KOHTPOIHH IPETIIC TH.

Kakso xonunuectBo Usrentyce mpuiiara
BammusaT nexap me penn kakBo konndecTBo UsrentyTpsi0Ba Aa MOIy4UTe U 32 KAKbB IEPUO OT BpEME.

B"b3paCTHI/I Ha 18 roaman Win HO-FOJICMHHCOPH33HC HWJIA ICOPHATHYCH aPTPUT

. [Ipenoprunrennara HauanHa go03a € 45 mg Usrenty. [TannenTu ¢ terno Hax 100 xunorpama
(kg)moxe na 3anounat ¢ go3a 90 mg BMecTo 45 mg.
o Cnen HavanHata 103a, cineaBamara Bu go3a me 0b1e 4 ceMULIM TO-KBCHO U CIIE]] TOBA Ha

Bceku 12 ceqmunu. CrenBaiiure 1034 0OMKHOBEHO ca ChIUTE, KATO HayajHaTa 703a.

Bouecr Ha Kpon

o ITo Bpeme Ha neyennero Bammst nekap e Bu npunoxku mepBata /103a OT NPUOIU3UTEITHO
6 mg/kg UsrentykanmkoBo BbB BeHa Ha pbKara (HHTpaBeHO3Ha HHQy3ust ). Ciien HadamHaTa 1034,
e moayduTe ciiensamniaTa no3a 90 mg Usrentycien 8 cemMuiiy, ciien Toa mpe3 12 cenMunu
4ype3 WHKEKIHS 101 KokKaTa (TI0AKOKHO).

o [Ipu HAKOM ManMeHTH, CJel IbpBaTa MOAKOXKHA HHkeKIus, 90 mg Usrentymorke 1a ce mpuiara
npe3 8 ceqmuny. Bammsr ekap 1me perry Kora TpsioBa Jia moJTyduTe clie/IBaliara cu J103a.

Jena u roHOIIM HA 6 roquHN WM no-roaemullcopnasuc

. JlekapsT TpsiOBa a ompenenyu npaBuiHaTa 3a Bac 103a, BKIIOUATENHO U KOJHMYECTBOTO (0Oema)
Usrenty, KolTo Tpsi0Ba 1a ce MHXKEKTHUPA, 3a J1a € IpaBuiIHa go3aTa. [IpaBunHara no3a 3a Bac e
3aBHCH OT Bamiero TeaecHo TErIo 1o BpeMe Ha BCsAKA 1034.

o Hamuuen e ¢urakon ot 45 mg 3a zena, KOUTO TPOBa Jja MOMyYaT MO-MaJKo OT Isyara 103a45
mg.

o Axko Texxute nmo-manko ot 60 kg, npenopruntennara gosa e 0,75 mg Usrentyna kg TenecHo
TETJI0.

. Axo texxute ot 60 kg o 100 kg, npenopruntennara no3a e 45 mg Usrenty.

. Axo texxute nosede ot 100 kg, npenoppunrennara qo3a e 90 mg Usrenty.

J Cren HayanHara 1103a, cieaBaiara Bu no3a me 0bae 4 ceqMHLIM TO-KbCHO U CJIe]] TOBA Ha

BcekH 12 cenmuiin.

Kak ce npuiara Usrenty
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o Usrentyce npuiiara KaTo MHXEKLUs 0 KoxkaTa (II0AK0xkHO). B HadanoTo Ha Bamiero nedenue,
UsrentyMoske a ce HHXEKTHpa OT JIeKap UM MEIUIIMHCKA CECTpa.

. Bue u Bammst nexap o6aue Mosxe na pemuTe, ue Bue camu Moxke na cu nmkektupate Usrenty.
B TakbB cnyyaii e npeMuHeTe 00ydeHue Kak Aa cu HHxekrupare UsrentycaMoCTOSTENHO.

J 3a yka3aHus Kak na nHxektupare UsrentyBIKTe ,,YKa3aHus 3a IPHIOKEHUE B Kpas Ha Ta3u
JIMCTOBKA.
I'oBoperte ¢ Bamms nexap, ako uMate BIPOCH OTHOCHO TOBA KaK CaMHM Jia TOCTaBATE
MHKEKIHATA.

AKO cTe M3M0JI3BAJIM TTOBeYe 0T HeoOxoauMaTa g03a Usrenty

AKo cTe u3nossBay mim ca Bu npunoxxuim nmoseue ot HeoOxoaumarta jo3a Usrenty, He3abaBHO ce
MMOCHBETBAlTE ¢ Jiekap wim (papmarieBT. Burarn Hocete ¢ Bac kaproHeHaTa ormakoBka Ha
JIEKapCTBOTO, IOPH | J1a € Mpa3Ha.

AKO cTe npomycHau Ja u3nojssare Usrenty
AKO cTe TIpoITyCHAJIH 11032, CBBhpIKeTe ce ¢ Bamms nekap wim papmaneBt. He mputaraiite nBoiina
J103a, 32 1a KOMIIEHCHpaTe MpoIycHaTara J103a.

Ako cTe cipesiu ynorpedara Ha Usrenty

He e onacuo ma cnpere ynorpebara va Usrenty. Ako o0ade s cpere, Bamute cuMnToMn MOXe J1a ce
B’b306HOB§IT. AKO nMaTe HIKaKBU JON'BJIHUTCIIHA BBIIPOCHU, CBBP3aHU C yHOTpGGaTa Ha TOBa
JIEKapCTBO, MMoNuTaiiTe Bamus iekap niu papMaresT.

4. Bb3MOKHM HeskeJIaHU peaKIu

Kakro Bcuuku JICKapCTBa, TOBA JIEKAPCTBO MOXKE J1a NPCAU3BUKA HEKECJIaHU PCAKIINU, BBIIPEKU Y€ HC
BCCKMU I'M I1OJTy1aBa.

CepHO3HM HeKeJIaHHU peakiuu
Hsikon maumeHTH MOXe a UMaT CEPHO3HU HEXETaH! peakiuy, MPH KOUTO Jia Ce Hajtara CIemHo
JICYCHHE.

AJlepruvyHy peakuuu — MoKe 1a U3UCKBAT clelHo jJeyenue. Mudopmupaiite Bamus Jexkap nin
He320aBHO MOTHhPCeTe CHelHA MeIMIMHCKA MOMOII, aK0 3a0e/ieskuTe HAKON 0TCJIeJHUTE
NpU3HALH.

. Cepno3HHUTE alePrHYHU peakuuu (,,aHapuiIakcus’) ca penkd IpU  XOopa, IpUeMalln
Usrenty(moxe na 3acersat 1o 1 Ha 1 000 gymm). [Ipu3HanuTe BKIIIOYBAT:
° 3aTPpyAHEHO IUIIAHE WIIHA [PErabllaHe
o HUCKO KPBbBHO HAJIATaHE, KOCTO MOXKE Ja MPUYMHHU 3aMassHOCT UJIM CBETOBBPTECIK
o NOyBaHE Ha JINIETO, YCTHUTE, YCTaTa MIIH I'bPIIOTO.
° UecTtuTe mpH3HAIIM Ha allepTHyHA PEakius BKIIOYBAT KOXKEH OOpPWB W YpTHKapus (MOXKEJa

3acersar 70 1 Ha 100 gymm).

B PECAKH ClIyiau ce Ch0OOIIaBAT AJTCPruyum 66.1'[0}1[)06]-“/[ PC€aKkum U 6&]’]02][)06]—[0 Bb3IMAJICHHUE
MpHU NMAMUEHTH, KOUTO MoJiydaBart yCTeKHHyMaG. TpﬂﬁBa Ja KaxKeTe HaBammmeRap, aKo
MOJIYYUTE€ CUMIITOMH KATO KAalllVIMIIA, 3a1yX M BUCOKA TeEMIIepaTypa.

AKO Mony4yHTe Cepro3Ha ajlepruuHa peakuus, Bammsr nekap Moske na pemn, ue Bue He TpsOBaga
ynotpebsBate UsrentyoTHOBO.

Hudexuum — Moxe 1a U3MCKBAT cneliHo Jeyenue. HezabaBHo nngopmupaiite Bamus nexap,

aKo3aleJie;KuTe HAKOM OT CJIeJHUTE PU3HALM.

. WHQEKIIMUTE Ha HOCA WK T'BPIIOTO U MPOCTy/aTa ca yecT (Moxke ia 3acerHar jo 1 HalO mgymm)

. WHQEKIIUUTE Ha TOJIHUTE IUXATeITHH TbTUIIA (TPhIHA HH(EKIINN) ca HeUYeCTH (MOKe J1a 3acerHar
o 1 Ha 100 myrmm)
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o BB3MAJICHUETO Ha MOAKOXKHATa ThKaH (LeTyJINT) € HeuecTo (Moxe fa 3acerde 70 1 Ha 100 mymm)
. xepriec 3octep (BuI O0JIE3HEH 0OpUB ¢ MEXypH) € HeuecT (Moxe na 3acerHat a0 1 Hal(00 mgymm)

Usrentymoske 1a Hamanu criocoOHocTTa Bu na ce 6opure ¢ nadexmun. Hikon nadeknnn moxena
CTaHAT CEPUO3HM M MOKE JIa BKIIIOYBAT HH(PEKINHU, MPUIUHEHH OT BUPYCH, I'BOUYKHU, OaKTepUH
(BKITFOUMTETHO TYOCPKYJI032a) HITH MMapa3uTH, BKIOYUTEITHO HHPEKIIUN, KOUTO Bh3HUKBAT MIPESIUMHO
IpU XOpa ¢ oTcliabeHa UMyHHA CUCTeMa (OTMOPTIOHUCTUYHH nHGpeKImn). [Ipy nanueHTn, momyJaBanu
YCTEeKHHYMa0, ce ChoOIaBaT OMOPTIOHUCTHYHH NH(EKITNN Ha MO3bKa (eHIepanT, MCHUHTHT),
Oenute qpoOOBE U OUHUTE.

JHoxato ynotpe6saBate Usrenty, TpsiOBa ma ciaeanuTe 3a mpu3HaIy Ha nHpekus. Te BKIIrouBar:
BHCOKa TEMIIEPaTypa, TPHUITONOI00HH CUMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Teriio

yMOpa WK 3a]1yX, YIIOPUTA KalUTHIIA

TOITA, 3aUepBeHa M OosIe3HeHa KOKa HITH 00JIe3HEH KOXKEH OOPHB C MEXYPH

napeHe Npy ypUHUpPaHE

Japus

3PUTEITHO CMYIICHUE MK 3ary0a Ha 3peHue

rIaBo0OJIMEe, CKOBAaHOCT Ha BpaTa, YyBCTBUTEITHOCT KbM CBETJIMHA, TAJICHE W 00BPKAHOCT.

WNudopmupaiite Bamms nekap BeaHara, ako 3abenexure HIKOH OT Te3 Mpu3Hay Ha nHdekuus. Te
Morar Aa ObAaT NpU3HaLy Ha HH(PEKLIUU KaTo IPbAHN HHPEKINH, KOKHA HHPEKINH, XepIec 30CTep
WJIM ONIOPTIOHUCTHYHM MH(EKIINU, KOUTO MOTaT Jia IOBE/IAT IOCEPHO3HH YCIOKHEHUSI.
WNudopmupaiite Bamms nekap, ako uMare HAKaKBa yIIopuTa WK MOBTapsia ce nHdekuus. Bammsar
JieKap MOJXKe J1a pely, ye He TpsiOBa na ynorpebsiare Usrenty, qokaTo uHdekuusita He Oble
U3IIEKyBaHa. YBenoMeTe Bamms nekap, 1 ako UMaTeOTBOPEHU paHU WM HApaHABAHMUSA, ThI KaTO
MOJe J1a ce UH(EKTHUpar.

JliomeHe Ha KOkaTa — HHTEH3UBHOTO 3a4epBsiBaHe U JIOLIEeHe HA KOKAaTa Ha MO0-roJisiMa 1oL
M0 TAJOTO MOKe 1a ca CAMITOMHU HA ePUTPOAEPMUYEH NMCOPHA3UC UM eKc(oTuaTUBEH
AepPMATHT, KOUTO Ca CEPHO3HU KOKHH 3a00JIIBaHUsA. AKO 3a0e/1eKuTe HAKOH 0T Te3W NMPU3HAIH,
Tpsi0Ba 1a uH(popmupate Bammus nexap He3abaBHO.

I[pyl"l/[ HEKEJTAaHU peaKIuu

YecTu HesKeJIaHH peakium (Moxe na 3acerHat no 1 Ha 10 mymm):
JHapHsI

rajicHe

MOBpBIAHE

yMopa

3aMastHOCT

riiaBobosme

chpOex (MIPypUTYC)

0oJka B I'bp0a, MYCKYJIUTE HIIH CTAaBUTE
BB3MAICHO T'BPII0

3a4yepBsiBaHe U 00JIKa HA MSICTOTO HA WHIKEKTUPAHE
WH(]EKITHS Ha CHHYCHTE

HeuecTn Heskenanu peakuuu (Moxxe fa 3acertar 1o 1 va 100 gymm):

MH(EKINN Ha 360UTe

BarMHaJTHa WH(EKIHS, IPUINHEHA OT T'bONYKH

JeTpecust

3aITyIIeH HOC MK Xpema

KbpBEHE, TOCUHSIBaHE, BTBBPSIBAHE, II0yBaHE U ChPOEK Ha MACTOTO Ha MHKEKTHPAHE
ycelaHe 3a ciadoct

cHajaHe Ha KJIerava U U3KpUBSBAaHE Ha MYCKYJIHTE Ha €IHaTa MOJIOBMHA Ha JIHIETO (,, TUIEBa
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napanusa” Wi ,,iapanu3a Ha ben”), KosTo 0ONKHOBEHO € BpeMEHHA

MpOMsIHA Ha TICOpUa3ica ChC 3auepBABaHE M HOBU MAaJIKH, KBJITH WM OeJIn MEXypH IO KOKaTa,
MOHSKOTa MPHUIPY>KEHH C TeMIeparypa (IIycTyJI03eH IICOpHasmc)

OeneHe Ha Kokara (eKcqoaranys Ha KoxKaTa)

aKHe

Penxm HexkelaHM JJeKapcTBeHH peaknuM (Moske aa 3acerHar 1o 1 Ha 1 000 gymim)

3auepBsiBaHE U JIOIICHE HAa KOXKATa Ha MO-TOJISIM YYacThK OT TSUIOTO, KOUTO MOXKE Jia ChpOSsT WK
na ca 6one3neHu (excdonuatuBeH nepMatuT). [10M00HM cHMNITOMYU OHSAKOTA CE pa3BUBAT KaTo
€CTeCTBEHAa IIPOMSHA Ha BUA HA CHMIITOMHTE Ha IICOPUA3NC (EpUTPOAECPMIYEH TICOPHA3HC)
Br3manenne Ha MakuTe KPHBOHOCHHU CHIIOBE, KOETO MOJKE /1a IOBEJIE 10 KOYKEH OOpHB C MAlIKH
YepPBEHU WJIH JIWJIABH MOy THHHU, TEMIIEPATypa WK 00JIKa B CTaBUTE (BACKYJIUT).

MHOT0 peKH HeKeJIaHH JeKapcTBeHH peakuuu (Moxe na 3acersat 1o 1 Ha 10 000 gymm)

OO0Opa3yBaHe Ha MeXypH IO KOKaTa, KOSITO MOXKE Ja Oblie 3adepBeHa, ChpOsIa u OojIe3HeHa
(6ynozen nemduron)

KOKEH JIYITyC epUTeMaToieC 1 Jymyc-1mogo0eH cHHApOM (YepBeH, HaJUrHar, JIFOUIEH] CEOOpUB B
W3JI0KEHUTE HA CI'BHIIC YYaCThIU HA KOXKAaTa, KOWTO MOXE JIa € PUPYKEH OT OOJIKU B CTABUTE).

Chol0maBaHe Ha HexKeJTaHU PeaKIuu

AKO TIOTy4YHUTe HIKAKBH HEXCIIAaHU JICKAPCTBEHU PeaKIluy, yBeqoMeTre Baius nekap wim dapManesT.
ToBa BKIIFOYBA ¥ BCHYKH BH3MOKHU HEOITMCAHU B Ta3u JIMCTOBKA HEXeNaHU peakiui. MOKeTe ChIIo
Jla ChOOIIHNTE HEXKETTAaHW PEAKINK AUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 32 ChOOIMaBaHe, TOCOYEHA B
[punoxxenue V. Kato cho0I1aBaTe He)KEIaHN PeaKIMU, MOXKETE Ja JaJeTe CBOS IPUHOC 3a
noJTydaBaHe Ha MoBede WH(OpMaIusi OTHOCHO 0€301TacHOCTTa Ha TOBA JIEKapCTBO.

5.

Kak na cexpansiBate Usrenty

[a ce cpxpaHsiBa Ha MACTO, HEAOCTBIIHO 3a JeLa.

Ja ce cpxpansBa B xnamuiauK (2°C—8°C). Jla He ce 3ampassiBa.

CpxpaHsBaiiTe NpeABAPUTEIHO HAITbIHEHATa CIIPUHLIOBKA B KAPTOHEHATa OIIaKOBKa, 3a J1a ce
IpeAMnasy OT CBETJINHA.

AKO € HeOOXO0JMMO, OTICITHHUTE MPEIBAPUTEITHO HAIIBITHEHN CIIPHHIIOBKH UsrentyMoske ChIIo
Jlace ChXpaHsABaT MpH cTaiiHa TeMieparypa Ao 30°C 3a MakcuMyMm efuH nepuoa 1o 30 aHu B
OpHUTMHAJIHATA KApTOHEHA OIIAKOBKa, 32 J1a CE MPEAMNa3siT OT CBETJIHHA. 3alHIlIeTe 1aTaTa, Ha
KOSITO NpeIBapUTETHO HAIIbJIHEHATa CIPUHIIOBKA € N3BaJIeHa 3a IbPBU BT OT XJIAAWIHUKA U
JlaTaTa Ha U3XBBHpJIsIHE HA 0003HAUEHNTE Ha BhHIIHATA KapTOHEHa ONakoBKa MecTa. JlaraTa Ha
M3XBBPIISTHE HE TPsIOBa J1a € CiieZ] OpPUTUHAITHHS CPOK Ha TOAHOCT, OTIIEYaTaH BbPXY
KapTOHEHaTa onakoBka. Ciell KaTo BeJHBX CIPUHIIOBKATa € Onila CbXpaHsIBaHa IpH CcTaiHa
temneparypa (1o 30°C), T He TpsiOBa Aa ce BpbIIa B XJIAAWIHUKA. VI3XBBpIIeTe CIPHHIIOBKATA,
aKo HE ce M3I0JI3Ba ClIe]] ChbXpaHEeHHe MU cTailHa TemmnepaTypa B pamkuTe Ha 30 1HU WM clief
M3THYaHE HA OPUTHHAIHUS CPOK HA TOAHOCT, B 3aBUCUMOCT OT TOBA, KOE OT JBETE HACTHIIH I10-
paHo.

He pasknamaiite npeBapuTenHo HarbJIHEHUTE ClipuHIIOBKY Usrenty. [IpoabKUTEIHOTO
EHEPriUYHO pa3KiallaHe MOXe Ja MOBPEIH JIEKapCTBOTO.

He u3znos3BaiiTe ToBa JieKapCcTBO:

CJIeq] cpoKa Ha TOJIHOCT, OTOENSA3aH BhPXY €THKeTa M KapTOHEHAaTa OTIaKOBKa CIe
»EXP“/,,Tonen n10:“. CpoKbT Ha TOAHOCT OTTOBAps Ha MOCJEAHUS JACH OT TIOCOUCHUS MECEIL;
Cren matara 3a U3XBBPIISTHE, IOCOYCHA BEPXY KapTOHEHATA OTIAKOBKA, CJIE/I KaTo €
ChXpaHsBaHa MU cTaiiHa TemmnepaTypa, T.e. moseue ot 30 auu npu 30°.

AdKO TCYHOCTTA € C MPOMCHCH IBAT, MbTHA UJIU B HEA CC 3a6eH}I3BaT ITyBally 9y 4aCTUIIN
(BmxTe Touka 6 ,,Kak m3rmexaa Usrentyn KakBo ChIbpKa OlakoBKaTa“);

aKo 3HAaeTe WM CMsTaTe, 4e MOJKe /1a € Onira N3No)KeHa Ha eKCTPEMHH TeMItepaTrypu (KaTo
WHIIAJCHTHO 3aMPh3BaHE WU 3arpsIBaHE);
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o aKo MPOJYKTHT € OMJI eHEPTUYHO Pa3KiIaTeH.

Usrentye camo 3a egHOKpaTHa yrnorpeba. HensnomsBaHusaT npoayKT, OcTaHal B CIPUHIIOBKATa,
TpsiOBasa ce U3XBBHPIU. He M3XBbpIisiiTe IekapcTBaTa B KaHAIM3aIMATa WK B KOHTEHHEpa 3a
JoMainHu otnaabiy. [lonuralite Bamms ¢papManeBT Kak 1a U3XBBPITE JIEKapCTBaTa, KOUTO BEUe HE
usnoinssare. Te3n MepKH 1€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa CPeAa.

6. ChabpikaHHe HA ONIAKOBKATA M JONNBJIHUTEJIHA HH(POpMALHA

Kaxkso cbabp:ka Usrenty

. AKTHBHO BEILIECTBO: YCTeKHHYMa0. Besika nmpenBapuTeTHO HAITbJIHEHA CIIPUHLIOBKA ChABPxKa90
mg ycrekuaymMa0 B 1 ml.
o Hpyru cveraBku: L-xuctunus, L-XUCTHIMHOB MOHOXHAPOXJIOPUI MOHOXUAPAT, oiucopdar 80

(E433), 3axapo3a, Hatpuer xumpokcun (3a kopeknus Ha pH), XiaopoBomopoaHa KucennHa (3a
Kopekiust Ha pH) v Boja 3a WHKEKIIUY.

Kaxk u3riexna Usrentyu KakBo CbIbp:Ka OMAKOBKATA

Usrentye 6uctsp, Oe31BeTeH 10 010K BT HHKEKIIMOHEH pa3TBop. [locTass ce B kKapToHEHA
OTIaKOBKa, ChIIbPIKAIlla €HA CTHKIICHA MTPEIBAPUTEIHO HAIbJIHEHA CIIPHUHLIOBKA OT | ml ¢ emuHnYHa
no3a. Besika mpenBapuTeTHO HambJIHEHA CITPHHIIOBKA ChIbpika9(0 mg ycrekmaymad B 1 ml
WHXEKILIMOHEH Pa3TBOP.

IIpuTeskaTen HA pa3pelIeHUETO 32 ynoTpeda
Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnanaus, D13 R20R

IIpounsBoauTen

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Hpnangus

3a AOMBIHUTETHA HHPOPMAITUSI OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
IPECTaBUTEIT Ha TIPUTEKATEIS Ha pa3pelieHueTo 3a yrnorpeoda:

Belgié/Belgique/Belgien Lietuva

Biocon Biologics Belgium BV Biosimilar Collaborations Ireland Limited
Tél/Tel: 0080008250910 Tel: 0080008250910

Bbuarapus Luxembourg/Luxemburg

Biosimilar Collaborations Ireland Limited Biosimilar Collaborations Ireland Limited
Ten: 0080008250910 Tél/Tel: 0080008250910

Ceska republika Magyarorszag

Biocon Biologics Germany GmbH Biosimilar Collaborations Ireland Limited
Tel: 0080008250910 Tel.: 0080008250910

Danmark Malta

Biocon Biologics Finland OY Biosimilar Collaborations Ireland Limited
TIf: 0080008250910 Tel.: 0080008250910
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Deutschland
Biocon Biologics Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

E\Lada

Biocon Biologics Greece MONOITPOXQITH
LK.E

TnA.: 0080008250910

Espaiia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Laboratories Biogaran
Tél: +33 (0) 800 970 109

Hrvatska

Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
Simi: +345 800 4316

Italia
Biocon Biologics Spain S.L.
Tel: 0080008250910

Kvnpog
Biosimilar Collaborations Ireland Limited
TnA: 0080008250910

Latvija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Nederland
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Norge
Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romania
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Suomi/Finland
Biocon Biologics Finland OY
Puh/Tel: 99980008250910

Sverige
Biocon Biologics Finland OY
Tel: 0080008250910

I[aTa Ha MOCJICAHO NnMpepasriekiane Ha JIMCTOBKaTa

JApyru u3roununu Ha uHpopmanus

IToapo6Ha wHGOpPMAITHS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiita Ha EBpomneiickaTta areHnus

10 JieKapcTBaTa https://www.ema.europa.eu/.
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Yka3aHusd 3a IPpUIOKEHHE

Ha (])Mrypa 1 e noka3aHo KaK H3IJICKAA MPEIBAPUTE/IHO HAITbJIHEHATA CIIPUHIIOBKA.

Mpeawn ynotpeba Cnep ynotpeba

—— |13M0/13BaHa rNaea Ha 6yTEU]0T0

Tnasa Ha byTano

byrano

M3non3BaHa CNpuHL0BKa

Kpunua Ha npenasutens Ha urnata —

MACTO 33 XBaLjaHe | j 1
.

Npo3opeL, 33 NpoBepka Ha L‘ B

ETukera n garara Ha CpoKa Ha rogHoct -

LnauHasp
W3non3sana urna

Lunnuabp —_—

M3nonBaxa npyxuHa Ha

‘ npegnasutend Ha urnata
3
;:l— Kanauka Ha urnata

Mpeanasuten Ha urnata

I'Ipy)KuHa Ha nNpeAgnasuTens Ha urnata —1
Kanauka Ha urnata

®@urypa 1

Yka3zanus 3a npuJio:keHue

B Haganoto Ha JeUYeHHETO MEITUIIMHCKH CIISUANCT e Bu moctaBn Bamata mepBa nHxekius. Buen
Bammst nexap obade Moxe ma pemmre, e Bue camu Moke fa cu nmkektupate Usrenty. B TakbB
ciIy4ai 1me mpeMuHeTe ooydueHune Kak ga nmxektupate Usrenty. 'oBopere ¢ Bamus nekap, ako umate
BBIIPOCH OTHOCHO MOCTaBSHETO Ha MHKEKIUATA.

He cmecBaiite Usrentyc Apyru TEYHOCTH 32 WHIKEKIHSL.

He pasknamaiite npenBapuTeHo HambJIHEHUTE cripuHioBku Usrenty. [IpuuuHara 3a ToBa e, 4e
CHITHOTO pa3KIalllaHe MOXKe Jia MOBPEIH JiekapcTBoTo. He ymoTpeOsBaiiTe ekapcTBOTO, ako €
OMJIO CHITHO pa3KJIaTeHO.

IIpoBepere Gposi Ha MpeABaApPUTEIHO HATBJIHEHUTE CIPUHIOBKH U NMOJTOTBETE
MaTepHuainTe:

TloaroroBka 3a U3moI3BaHe HA npE€aABAPUTECIHO HAITBJIHEHATA CIIPUHIIOBKA:

W3Bazere npenBapuTeHO HAIIbJIHEHATa CIPUHIIOBKA/CIPUHIIOBKY OT XJaauiaHuka. OcraBere s
Jla IPECTOU OKOJIO MOJIOBMH Yac U3BBH KyTusATa. TOBa 1€ MO3BOJIM HA TEYHOCTTA /14 JOCTUTHE
MOJXO0A1Ia TeMIepaTypa 3a MHXKeKTupaHe (cTaliHa Temneparypa). He cBansiite kanaukaTta Ha
UrilaTa JOKaTo TEYHOCTTA HE NOCTHTHE CTaliHa TeMIepaTypa.

XBaHeTe NWIMHABPA HA CIIPUHIIOBKATA TaKa, 4e MOKPHUTATa ¢ Kamadka Urila 1a COYH Harope.

He xBamaiite riaBata Ha OyTanoTo, OyTajoTo, KpHJlla Ha MPEAa3uTells Ha Uriara uin
Karaykara Ha Urjara.

He m3gppnBaiite 6yTanoro.

He ce onuraaiite 1a npeMaxHeTe Npeaa3uTesls Ha UrjaTa OT IPeIBAPUTEIHO HAIIbIIHEHATA
CIIPHUHIIOBKA

He cpansiiTe kanmaykara Ha UriaaTa OT CIPHHIIOBKATA, JOKATO HE IPOYETETE B MHCTPYKLUATA 3a
TOBA.

ITpoBepeTe npenBapuTEHO HAIIbJIHEHATA CHPUHIIOBKA/CIIPUHLIOBKH, 32 [1a C€ YBEPUTE, Ye OposT
HAa MpEeABAPUTEITHO HATBIIHEHUTE CIPUHIIOBKU M KOJIMYECTBOTO HA aKTUBHOTO BEIIECTBOB
JI030Ba €IVHULIA CA BEPHHU:

ako Bamara no3a e 90 mg, me noxyuure eaHa 90 mg npeaBapuUTENHO HAIBJIHEHACTIPUHIIOBKA
Usrenty;

TOBA € IIPAaBUIHOTO JIEKapCTBO;

CPOKBT Ha TOAHOCT HE € U3TEKBbI,

MIPEIBAPUTEITHO HAITBIHEHATA CIPUHIIOBKA HE € TOBPEICHA;
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Pa3TBOpBT B mpeABapUTEIIHO HAIIbJIHEHATA CIIPUHIIOBKA € OUCTHP, OC3IBETCH 10 OJICA0KBIT
Pa3TBOPHT B CIIPUHIIOBKATA HE € C IPOMEHEH BT WJIX MBTEH U HE ChABPKA TY>KIU YACTHUIIH;
Pa3TBOPHT B CIIPUHIIOBKATA HE € 3aMPB3HAIL.

[IpuroTBere BCHYKO, OT KOCTO C€ HYXKJAeTe, M MMOCTaBETE Ha 100Ope OCBETEHA YHCTa U TIOCKA
MOBBPXHOCT. Te BKIIFOUBAT aHTUCEITHYHH KbPIUYKH, ITAMYYHU TAMIIOHH WA Mapiu U
KOHTEWHEep 32 OCTPH MPEIMETH.

HNudopmanus 3a cbXpaHeHue

[IpenBapuTenHO HAITBTHEHUTE CIIPUHIIOBKY TPsIOBa 1a ObJAT OXJIaJIeHU B XJIaAWiIHUK 1pH 2 °C 1o
8 °C (36 °F mo 46 °F) B opurnHaiHaTa KapTOHEHA OITAKOBKA, 32 J1a C€ MPEa3saT OT CBETINHA JI0
MOMEHTa Ha ymoTpeoa.

He 3ampazsBaiite. He pasknamiaiite.

AKO e He0OX0IMMO, OTJIETHUTE MPEIBAPUTEITHO HAITBIHEHU CIIPUHIIOBKH MOTaT Ja ce
ChbXpaHsBaT NpH craitHa Temneparypa 110 30 °C (86 °F) 3a makcumalieH nepuoj| OT He 1oBeYe OT
30 nHM B OpUrMHAJIHATa KAPTOHEHA ONAKOBKa, 3a J]a e MpenassT OT CBeTINHA.

Cren KaTo CIpUHLIOBKATA € OMila ChbXpaHsIBaHa IIPU CTalHa TeMieparypa, Ts He TpsiOBa z1a ce
BPBIIA B XJIaJUITHUKA.

W3xBBpriere CIpUHIIOBKATA, aKO HE C€ M3MOI3Ba B paMKkuTe Ha 30 IHU IpU ChbXpaHEHUE Ha
cTaifHa Temmneparypa

HpanBeTe KOHCYMATHUBHUTE
HpI/IFOTBeTC BCHUYKO, OT KOCTO CC€ HYKAACTEC, U MOCTABCTC HA )106pe OCBCTCHA, YUCTa U IIJIOCKA
IMOBBPXHOCT. KOHCYMaTI/IBI/ITe BKJIIOYBAT

2.

AQHTUCENTUYHHU KbPITUUKH,

HaMy4eH TaMIIOH WIIK MapJis,

Y KOHTEHHEp 3a OCTPH MIPEIMETH,

npeanucanara Bu noza Usrenty nmkekuus (Bx. ¢urypa 2)

o )

NENEHKA AHTWCENTWYHU MAMYYHMW TOMYETA UM MPEOBAPUTESHO HAMBIIHEHA KOHTEWHEP 3A M3XBLPNAHE
NPEBPB3KA  KbPMAYKK MAPIEHM TAMIMOHM CMPUHLIOBKA YESINTEK HA OCTPW NPEOMETH

®@urypa 2

I/I36epeTe U IOATOTBETEC MACTOTO 3a MHIKCKTUPAHE:

Uzbepere mscTo Ha HHXKeKTUpaHe (BX. purypa 3)

Usrentyce npuiara 4pe3 WHXEKIIHS 0] KoKaTa (TIOJIKOKHO).

[Moxxonsamuy MecTa 3a MHXEKTHpPaHe ca TOpHATa YacT Ha OepoTo Wik 00JacTTa OKOJIO KopeMa
Ha pa3CTOSIHUE Hal-MaJiko 5 CM OT ITbIia.

AKO € Bb3MOXKHO, HE H3M0JI3BaiiTe 00JIaCTH OT KOXKaTa ¢ IPU3HALN Ha TICOPHA3UC.

Axo HAKO¥W Bu momara npu ImocTaBsSHETO Ha HHXKEKITHSITA, TOW/TS MOXKe Ja u30epe U ropHara
YacT Ha pbKaTa KaTo MSICTO Ha MHXKEKTUPAaHE.
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®urypa 3

* O0IacTUTE B CUHBO CE npenopbpYBaAT KATO MECTAa HA MHIKCKTHUPAHC.

HOI[FOTBeTe MSICTOTO 3a MHXCKTUPAHE

W3muiiTe ppiieTe cu MHOTO JOOpE Che CallyH | ToIJia Bofa. He nokocBaiiTe nuiieTo WM Kocara,
CJIeJ KaTO CT€ U3MMIIHN PBIIETE CH.

[Touncrere KoXkaTa Ha MSACTOTO 32 MH)KEKTUPAHE C AaHTUCENITUYHA KbPIHYKA.

He nokocsaiite noBeye Ta3u 001acT 0 MOCTaBIHETO HA HHKEKLIUATA.

W3Banere npeaBapuTENHO HATbJIHEHATA MOJII0KKA ChC CIIPUHIIOBKAaTa OT KAPTOHEHATa
OIIaKOBKa

OtBoperte GnucTepa, KaTo oTienuTe GoanoTo. 3aIphKTe NPeanasuTeNs 3a uriara (KakTo €
nokaszaHo Ha Qurypa 4), 3a 1a U3BaAUTE MIPEIBAPUTEITHO HATBIIHEHATA CIIPUHIIOBKA OT
omucrepa.

XBaHeTe TyK
®@urypa 4

3a,I[p’L)KT€ NpCABAPUTCIHO HAITBJIHCHATA CIIPUHIOBKA, KATO MOKpHUTAaTa HUIJla COUMU HArope.

CaaJnere kanmaykaTa Ha uriarta (Bx. ¢purypa 5):
Kanaukara Ha urnara He Tpsi0Ba a ce cBajlsl, JOKATO HE CTE TOTOBH Ja MHXEKTHUpATe 103ata.

B3eMere npenBapuTeITHO HabJIHEHATA CIIPUHIIOBKA U XBaHETe MUIMHABPA i ¢ eHa phKa.
Ps13ko m3mbpmaiiTe kamadkaTa Ha WTJIaTa B IIpaBa OCOKA U s U3XBBHpIieTe. JlokaTo MpaBUTETOBA,

HE JOKOCBaiTe OyTanoTo.

-
S f\\

N

®durypa 5

Moske na 3a0eliexKUTe Bh3IyIIeH MeXyp B MPEABAPUTEIIHO HAIbJIHEHATA CIPUHI[OBKA HJTH
Karka TeYHOCT Ha BbpXa Ha uriaTta. ToBa ¢ HOpMalHO U HE € HEOOXOAUMO JIa C€ OTCTPaHsBAT.
He nokocpaiiTe urnara u He g JonupanTe B IPYyrd HOBbPXHOCTH.

He u3non3BaiiTe npeaBapuTeIHO HATBJIHEHATA CIIPUHIIOBKA, aKO ¢ Onia u3mycHara 0e3
MmocaTBeHa Karadka Ha uriata. AKo TOBa ce CIIydH, ce CBbpKeTe ¢ Bamms nexap mim
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¢bapmanesT.

o WnxexTtupaiite no3ara BefHara, oM CBaJUTE Kanaykara Ha uriaaTa.
4. HNukexkTupaiite no3ara:
o XBaHeTe MpeIBapUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA MEXKAY CPEeIHUS IPBCT U MOKa3anena Ha

eZlHaTa pbKa U [I0CTaBeTe Iajlena Cu BbpXy IVIaBaTa Ha OyTasloTo, a ¢ Apyrara pbKa JIEKO
3axBaHeTe MOYHMCTEeHaTa Koka MeX 1y Majena u rnokasasiena. He ctuckaiite cuiHo.

. He uzrersiite 6yTanoro.

. C enHO OBP30 IBUKEHHE BHBEICTE HIJIATa B KOXKATa, TOKBAETO MOXxe (BXK. purypa 6).

®urypa 6

HmxekTupaiiTe 1510T0 KOJIUYECTBO OT JIEKAPCTBOTO, KATO HATHCKATE OyTaN0TO, TOKATOTIaBaATa MY
JIOCTHTHE MKy KpHJIIlaTa Ha TIpeana3uTels Ha uriaTa (BxK. ¢purypa 7).

Mepku Ha NnpeaAna3vTens Ha urnara

®urypa 7

Korato O6yTanoTo cTurae o Kpas, He OTIyCKalTe HaTHCKa BbPXY IJIaBaTa My, U3BaJI€Te UTJIaTa U
ImycHeTe KoxkaTa (Bx. ¢urypa 8).

®urypa 8

BaBHO oTcTpaHeTe majena cu OT riiaBara Ha 0yTajoTo, 3a Ja MO3BOJIMTE Ha Ipa3HaTa CIPUHIIOBKA Jia
ce MPUJIBIKU HArope, TOKATO I[sU1aTa UIJia e MOKPHUE ¢ TIPena3uTelis, KaKTo € ToKa3aHo Ha (urypa
9:
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Cien MH:KeKTHpAaHe:

[IputrcHeTe aHTHUCENTUYHA KbPIMUYKA BBPXY MACTOTO Ha MH)KEKTHPAaHE B IPOABIKEHUE Ha
HSIKOJIKO CEKYHIH, CJIe[l KaTO MOCTAaBUTE MHXKEKIHUATA.

BB3M0OXKHO € Ha MACTOTO Ha MH)KEKTHUPAHE Ja UMa MAJIKO KOJIMYECTBO KPBB WM TeYHOCT. ToBa
€ HOpPMAJIHO.

Moske 1a IpUTUCHETE MACTOTO Ha MHXKEKTHPAHE C MaMydeH TaMIIOH MM MapJid U J1a
3anbpxkute 10 cekyHau.

He pa3tppxBaiite Koxata Ha MSICTOTO Ha HHXKEKTHPaHe. AKO € HE0OXO0JMMO, MOXKE Jja CIIOKUTE
MaJIKa JIETICHKa BbPXY MACTOTO Ha MHKEKTHPaHE.

HN3xBbpIsiHe:

W3non3BaHuTe CIPUHIIOBKH TPSIOBA J]a ce MOCTaBAT B HEMPOOUBAeM KOHTEIHEp KaTo
KOHTEIHEepa 3a ocTpH npeaMeTH (BxK. Gpurypa 10). 3a Bamara 6e3omacHoCT U 31paBe 1 3a
0e30MacHOCTTa Ha JPYTUTE, HUKOTa HE M3MO0I3BalTe MOBTOPHO CIPUHITOBKUTE. V3XBBpIsiiTe
Barus koHTeiHep 3a OCTPU MPEIMETH B ChOTBETCTBHE C MECTHUTE Pa3Mopeaou.
AHTHCENTUYHUTE KbPIUYKH U JPYTH KOHCYMAaTHBU MOXKE JIa C€ U3XBBPIIAT B OOIIUS OOKITYK.

]
\

T -
| _ |
=]

)

®urypa 10

ITpou3sBeneHo ot:

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Ireland

IIpensnara ce Ha ma3zapa ot:
Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

151



Baldoyle Industrial Estate,
Dublin 13, DUBLIN
Ireland, D13 R20R
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JIncroBka: nHGopManus 3a NoTpednTEIs

Usrenty45 mg nHKeKIIHOHEH PA3TBOP B NPEIBAPUTETHO HATbJIHEHA MHCAJIKA
ycrekunymab (ustekinumab)

"W Tosu nekapcTBEH NPOIYKT MOUIEKHU Ha JOMBIHUATENHO HabmoieHne. ToBa e T03BOIH
OBP30TO yCTAaHOBSIBAHE HA HOBA MH(pOpPMAII OTHOCHO Oe30macHocTTa. MoXeTe /1a JaieTe CBOs
MIPUHOC KaTO ChOOIIUTE BCSIKA HEXeNlaHa PeaKIusl, KOSATO CTE MOJIYYId. 3a HAYMHA Ha ChOOIIaBaHe
Ha HEXCJIAHW PEaKIINH BIDKTE Kpas Ha Touka 4

IIpoyeTeTe BHUMATETHO HAJIATA JUCTOBKA, PEAN A 3all0YHeTe 1A N310J13BaTe TOBA
JIEKAPCTBO, Thil KATO T ChAbP:Ka BaxkHa 32 Bac undgopmanus.

Ta3u JHUCTOBKA € HAMKCAHA 34 nmamueHTa, KOHMTO npuemMa JI€eKapcTBoToO.

3amazeTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH Ja S IPOYETEeTe OTHOBO.
AKO UMaTe HSIKaKBH JIOMIBJIHUTEIHN BBIIPOCH, HonUTaiTe Bammus sekap wim GpapmanesT.
ToBa nekapcTBO € npenanucano J1uyHo Ha Bac. He ro mpeorcrhnBaiite Ha npyru xopa. To
MOJK€E J]a UM HaBpEIH, HE3aBUCUMO Y€ IIPU3HALUTE Ha TAXHOTO 3a00JIsIBaHE ca CHIIUTE KaTO
Bammre.

° AKo ToNTyuHTe HSIKaKBH HEXKEIaHU peakinu, yBenomere Bamms nekap min ¢papmareBt. Tosa
BKJIFOYBA M BCHUKU Bb3MOKHHU HEXKEJIAaHU pPEaKLUU, HEOIMCAHU B Ta3H JIUCTOBKA. BuxTe
TO4Ka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kaxkgo npencrapnsBa Usrentyu 3a KakBO c€ U3I0JI3BA

Kakgo TpsiOBa na 3Haere, npeau Aa usnonseare Usrenty
Kax ga usnonssare Usrenty

BBb3MOKHH HEXXETTaHH PEeaKIiH

Kak na cexpansasare Usrenty

ChappikaHue Ha ONAKOBKATA U JOIIBJIHUTEIHA MHQOpMALIUS

Sk W=

1. Kakso npeacraBjasiBa Usrentyn 3a KaAaKBO C€ U31moJi3Ba

Kaxso npeacraBasiBa Usrenty

UsrentyChabpika aKTHBHOTO BEIIECTBO YCTEKUHYMA0, KOETO € MOHOKJIOHAJTHO aHTHTSIIO.
MOHOKJIOHATHHTE aHTUTENA Ca MPOTENHHU, KOUTO PA3MO3HABAT U CE€ CBBP3BAT CHEIUPUIHO C
OTIpe/IeTIeHN MTPOTEHHH B OpTraHU3Ma.

UsrentynpuHajuiexu KbM I'pyTia JeKapcTBa, HApeueHU UMyHOCyTpecopu. Te3u ekapcTBa JIeHCTBar,
KaTO HaMalsiBaT aKTUBHOCTTA Ha YacT OT MMyHHATa CUCTEMA.

3a kakBo ce usnoassa Usrenty
Usrenty, mpuiiarad ¢ IOMOIITa Ha MPEIBAPUTEIHO HATBJIHEHA MMUCAIKa, CE U3I0I3Ba 3a JIEUCHUE Ha
CJIEAHUTE BH3MAIUTEIHN 3a00JIABaHUS:

° [TmaxoB mcopmasuc - mpu B3pacTHU
° [IcopuaTnueH apTpuT — IpH BB3PACTHU
o YMepena 10 Texxka 6osect Ha KpoH — 1pu BB3pacTHH

IlnakoB ncopuasuc
IInakoBuAT Icopuasuc € KOKHO 3a6OJ'IHBaHe, KOCTO IMPUYMHABA BB3MNAJICHUEC, 3aCATaIll0 KOXKaTa U
HokTuTe. UsrentyHaMmassiBa BE3MAIICHUETO U IPYTUTE MPU3HAIA Ha 3a00JISIBAHETO.

USI'GIltyC@ H3MO0JI3Ba IIPU Bb3PAaCTHU C YMCPCH 10 TCIKBK IJIAKOB IICOPHUA3UC, KOUTO HC MOTraT J1a
H3I10JI3BAT MUKIIOCIIOPHUH, METOTPEKCAT UJIU CbOTOTepaHI/Iﬂ, WJIA KOTaTO TE3H JICUCHHS HE JIeHCTBaT.
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IlcopnaTuyen apTpur

[lcopuaTHUHUAT apTPUT € BB3MAJIUTETHO 3200 sIBaHe HAa CTaBUTE, OOMKHOBEHO MPUAPYKEHO OT
ncopuasuc. AKo UMaTe akTUBEH NCOpUATHYEH apTPUT, TBPBO I1ie By jekyBar ¢ 1pyru gexapcTaa.
AKO He ce OBJIMsAETE JOCTaThuHO A0OpE OT Te3H JeKapcTBa, Moxke Aa Bu 0b1e npunoxen Usrenty,
3a 1a ce:

° HaMaJISIT MPU3HAIIMTE U CUMIITOMUTE Ha 3a00JsiBaHeTo Bu;
° nmoxo0pu pusmdeckoTo Bu cheTosHME;
° 3a0aBH yBpexKJAaHETO Ha BammTe cTaBu

Bouecr na Kpon

bonectra Ha Kpon e Bp3nanurenHo 3a00sBaHe Ha yepBaTa. Ako umate 6onect Ha KpoH mbpBo 1m1e
Bu ObJaT najeHu APYTH JIEKapcTBa. AKO HE CE MOBJIMSIETE JOCTATHYHO WU HMATe HEIIOHOCUMOCT
KbM TE3H JICKapCcTBa, MoXke J1a Bu Obae npuoken Usrenty3a HaMansiBaHE HA TPU3HAITUTE U
cuMnTomMuTe Ha Barero 3abonsBane.

2. Kakpo Tpsi0dBa na 3Haere, npean na usnoiaseare Usrenty

He u3noasBaiite Usrenty

° AKO cTe aJIepru4Hi KbM YCTeKHHYMAa0 WIH KbM HSKOSI OT OCTaHAJIMTE ChCTABKH Ha TOBA
JiekapcTBo (M30pOeHH B TOUKa 6).
. AKO UMaTe aKTHBHA HH(pEKIMA, KOSITO Bamuar nexkap HaMupa 3a 3HauuMa.

AKO He CTe CUTYPHH JTaJTH HSIKOE OT TOPETIOCOUCHUTE Ce OTHACA 3a Bac, mocwrBeTBaiite ce ¢ Bammus
nekap win (hapmareBT, npeau aa usnonssare Usrenty.

IIpenynpesxkaeHus: U nMpeanasHu MepKu

l'oBopere ¢ Bamus nekap wiu gapmManesT npeau Aa uznon3sare Usrenty. Bamust nekap e
MIPOBEpH ChCTOSTHUETO Bu npenn Besiko eyenne. He 3a0passiite na yBepomute Bamus ekap 3a
BCSIKO 3a00JIsIBaHe, KOETO UMaTe, IIPean Besko JiedeHue. ChImo Taka nHbopMupaiiTe Bamms rekap,
aKo HaCKOpO cTe OMJIM B KOHTAKT C YOBEK, KOWTO MOXe Ja uMa TyOepKyio3a. Bamusr nekap me Bu
mperiesa u e HampaBH TeCT 3a TyOepKyJo3a, npeau aa usnoispare Usrenty. Ako Bamusar nexap
CMsITa, Ye CTe M3I0KEH! Ha PUCK OT TyOepKyIo3a, Moxe J1a Bu npeanuine nexapcTsa 3a JIEYSHHETO

.

Caenere 3a ceprO3HH HeKeJIAaHU PeaKluu

UsrentymMoske 1a TIpEeIU3BUKA CEPHO3HHN HEKETAHN PEAKIINH, BKITFOUUTEITHO aJIEPTUYHHU PEaKITHH U
uHpekiuu. TpsiOBa aa ciaeauTe 3a ONpe/Ie/ICHU MPU3HAIM Ha 3a00JIsIBaHUS, JOKATO M3II0I3BaTe
Usrenty. Buxre ,,Cepro3HH HEXEIaHU peakluy’ B TOUKA 4 3a MMbJIHUS CIUCHK HAa TE3U HEXEJaHU
pEeaKInH.

IIpenn na m3nonzBarte UsrentyyBegomere Bamus jexap:

. AKO HAKOTa cTe HMAJIN ajiepruyHa peaknus KbM Usrenty. AKo He cTe CUTYpHH,
nonuTaiite Bammus nekap.
. AKO HSIKOTa CTe MMaJIM HAKAKbB BUJ PaK — TOBA € HEOOXOIMMO, 3aII0TO

uMyHocytpecopute kato UsrentyoTcimadBaT yacT OT UMyHHATa cucreMa. ToBa MOxe Ja
MOBHILIM PUCKA OT PaK.

o AKO cTe OMJIN JIEKYBaHM 32 IICOPHA3HC C APYTH OMOJTOTMYHH JIEKaApCTBa (JIeKapcTBo,
NMPOMU3BeJeHO 0T OM0JO0TNYeH U3TOYHUK U OOMKHOBEHO NPUJIATAHO Ype3 MHKEKTHPAaHe) -
PHCKBT OT PaK MOJXKE J1a € I0-BUCOK
AKO UMaTe UJIH HACKOPO cTe MMAJIU MH(pEeKIIUs.

AKO0 HMaTe HOBM MJIM IIPOMEHSILIHM ce JIe3UH B Y4aCTBLUTE C ICOPHA3UC WIIH 10
He3acerHaraTa Koxa.

° AKo mosyyaBate Jpyro JeyeHue 3a COPUA3KUC U/UJIU MCOPUATHYEH apTPUT — KaTo APYTH

UMYHOCYTIpecOpH uiH (oToTeparus (KoraTo TAJIOTO ce JeKyBa ¢ Bua yaTpasuonerosa (UV
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cBeTnMHA). Te3u JeUeHns: MoraT ChIIO J1a OTCIa0sAT YacT OT UMyHHATa CHCTEMa.
W3non3BaHeTo Ha Te3u Tepanuu 3aeqHo ¢ UsrentyHe e npoyuBaHo. Bp3moxxHo € obade, To na
YBEJIMYU pUCKaA OT 3a00JIBaHuUs, CBbP3aHU € OTCJIa0BaHE Ha UMyHHATa CUCTEMA.

o AKko mojayvyaBaTe Wi HAKOra €Te nmojay4aBajgd HHKCKIHUHA 34 JICYCHUEC HA AJIEPIrUU — HE €
HU3BCCTHO JaJIn USI’el’ltYMO)KC Ja OKaXXC BIIMAHUC BbPXY TAX.
o AKo cTe Ha H HajJ 65 roguHH — MOXE Ja CTC I10-CKJIOHHU KbM I/IH(bCKLII/II/I.

AKO He CTe CHTYPHH JIali HIKOE OT ropen30pocHUTE ce OTHACH 3a Bac, mockBeTRaiite ce ¢ Bamis
nekap win (hapManest, npeau Ja uznosspare Usrenty.

Hsxou nmanueHTH nony4aBaT Jynyc-moJ00HU PEaKiii, BKIFOYUTEIHO KOXKEH JTYMYyC WM JTyIyc-
moA00eH CHHAPOM, TI0 BpeMe Ha JISICHHETO ¢ YeTeKuHyMa0. ["'oBopere ¢ Bamus ekap He3abaBHO,
AKO IOJIYUUTC YE€PBCH, HAJUTHAT, JIFOUICH] CC O6pI/IB, IMMOHAKOra € MOo-TbMHU I'PaHUII, B U3JIOKCHUTC
Ha CITBHIIC YYaCThIIM Ha KOXKaTa WK OOJIKU B CTaBHTE.

CopaeveH uHGAPKT U HHCYJT

WndapkT u uHCYNT ca HaONI0JaBaHU B IPOYYBaHE MU MAUCHTH C TICOPUA3UC, JIEKYBaHHU C
ycTeknHyMa0. Bamust nekap petoBHO Iie MpoBepsBa pUCKOBUTE (HAKTOPH 33 ChPACUHO 3a00sIBaHe
W MHCYNT nipu Bac, 3a J1a ce yBepu, 4e Te ce JeKyBaT Mo MoJX0as11 HauuH. [ToTbpceTe MeHInHCKA
[IOMOII] He3a0aBHO, aKO MOJIy4nuTe 00JIKA B IbPAUTE, C1a00CT Wi HEOOWYAWHO yCelllaHe OT eIHaTa
CTpaHa Ha TAJIOTO, YBUCBAHC HaA JIUMIICTO WJIM 'OBOPHHU WUJIU 3PUTCIIHU CMYIICHUS.

Jleua v roHOIIN

UsrentyB nipe/IBapUTEITHO HAITBIHEHA THCAIKa HE CE IPErnophyBa 3a yrnoTpeda mpu Jiera u IOHOIIN
nox 18-roauiiHa BB3pacT ¢ ICOpPHAa3Kc, 3all0TO HE € MPOYYBaH B Ta3u Bb3pacToBa rpymna. Bmecto
TOBA TP JIeIa Ha BH3pacT 6 M MoBeUe TOIUHH M FOHOIIHN C TICOPHA3HC TPSAOBa J1a ce M3IT0I3Ba
MpEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA HUJIU (I)HaKOH.

UsrentyHe ce mpermopbsuBa 3a yrnotpeda Mpu Aena U I0HOIIH 1o 18-roauirHa B3pacT ¢
TIcopuaTUyeH apTpuT i ¢ 6onect Ha KpoH, THit KaTo He € MPOoyYBaH B Ta3d BH3PACTOBA IPYIIA.

JApyru nekapcrBa, BakcuHu H Usrenty
Nndopmupaiite Bammsa nexap win ¢papManesT:

o AKo mpremaTte, HaCKOpO CTe MpUeMalli WK € Bb3MOXHO J1a IpUeMaTe JIpyTH JeKapcTBa.

° Axo Hackopo Bu e npaBeHa winu miaHuparte 1a Bu ce nmpaBu BakcuHauus. Hsxou Bumose
BaKCHMHM (KUBHM BaKCHHH) He TpsIOBa Ja ce mpujarat, A0KaTo ce u3nomssa Usrenty.

o Axo cre nmonmyyasanu Usrentyno Bpeme Ha OpeMEHHOCTTa CH, TPsAOBa Ja Ka)KeTe Ha JIeKaps Ha

Bamero 6e6e 3a nedenueto ¢ Usrenty, mpeau TO 1a TIOJIy4YH KaKBaTO U J1a € BaKCHHA,
BKJTFOUMTEITHO JKUBH BakcHHH, KaTo BIDK BakcuHa (M3mon3BaHa 3a mpeamnma3BaHe OT
TyOepKymo3a). JKuBuTe BakCHHHU HE ce MpenophUBaT 3a BamieTo 6e6e npe3 mspBUTe
JIBAaHAJ/IECET Mecella Cliel] pakJaHeTo, ako cTe moirydaBaiu Usrentyro Bpeme Ha
OpeMEeHHOCTTa, OCBEH aKo JeKkapsaT Ha Bamrero 6e0e He mpemopbya ApyTo.

BpeMeHHOCT U KbPMEHe

. AKo cTe OpeMeHHa, cMsTaTe, Ye MOXe J1a cTe OpeMeHHa WU MJIaHupaTe OpeMEeHHOCT,
NOChBETBaTE ce ¢ Bamus nexap npean ynorpebara Ha TOBa JIEKapCTBO.
. He e HaGmogaBaH Mo-BHCOK PUCK OT BpoJeHH AedeKkTH mpu O6edera, n3noxeHnu Ha UsrentyB

yTpobara. /lanaute ot ynorpedara Ha Usrentyripu OpeMeHHH KeHH 00aue ca OrpaHuYCHH.
[opaau ToBa e 3a mpeanoYnTaHe aa ce u3darea ynorpedara va Usrentyno Bpeme Ha
OpeMeHHOCT.

° AKO cTe eHa ¢ IeTepoIeH MOTEHITHAI, JKeJIaTeIHo € 1a He 3a0peMeHsBare u TpsOBa 1a
M3M0JI3BATE MOJXOSII METOJT 32 KOHTpaIeNus, 1okato nu3noy3Bare Usrentyn none 15
CEIIMUITH CJIe] IOCTeAHOTO puarane Ha Usrenty.

° Usrentymoske a IpeMHHE MPpe3 TUIAleHTaTa B HEPOIeHOTO 0ebe. AKO cTe TIoTydaBain
Usrentymo Bpeme Ha OpeMeHHOCTTa cH, Bairero 6ede Moke /1a MMa Io-BHCOK PHUCK OT
HHOEKITHS.

° BaxHo e 1a yBegomuTe Jiekapute Ha Bamero 6e0e u Apyri MEIUITUHCKH CIICIIUATUCTH, aKO
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cte noiy4aBanu Usrentyno BpeMe Ha OpeMEHHOCTTa CH, pean 6e6eTo Aa NoIy4H KaKBaTo U
na e BakcuHa. JKusu Bakcuny, kato BLDK BakcuHa (M3m03BaHa 3a npeana3BaHe ot
TyOepKyJo3a), He ce pernopbuBar 3a Barero 0ebe rmpe3 mbpBUTE JBaHAIECET MEcela Cle
pakaaHeTo, ako cTe nonayyasanu Usrentynno BpeMe Ha OpEMEHHOCTTa, OCBEH aKo JIeKapsT Ha
Bamero 6ebe He penopbya APYTO.

. YcreknHyMab MoXxe Ja MpeMHUHE B KbpMaTa B MHOTO MaJIKi KojiuecTBa. [lockBeTRaiite ce ¢
Bamms nexap, ako KbpMHTE WM IHIaHUpATe 1a KbpMuTe. Bue n Bammst nexap TpsOBa na
pemunTe 1anu TpsOBa Aa KbpMHTE WK Aa u3nos3Bare Usrenty- He TIpaBeTe U JBETE.

IModupane u padora ¢ MAIIUHU
UsrentyHe MOBJIMsIBa WJIH MOBJIMSIBA IPSHEOPEIKUMO CIIOCOOHOCTTA 3a 1o upaHe U padboTa ¢
MAIIIHHY.

Usrentycbabp:xa noaucopoar 80 (E 433)

Tosa nexapctBo cpabpika 0,02 mg momucopOat 80 (E 433) BB Bceku 45 mg/0,5 ml npegsaputenno
HaIbITHeHA MUCaJIKa, KoeTo e ekBuBasieHTHO Ha 0,02 mg/0,5 ml (0,0003 mg/kg/nen). Ilomucopbarture
Morar Ja IPUYMHST aIepruuH peakuuu. Y Beapomere Bammms nexap, ako uMaTe U3BECTHU alIepIHu.

3. Kaxk na usnoaszsare Usrenty

Usrentye npeaHa3zHaueH 3a ynotpeba moja ppKOBOACTBOTO U HAOIOJCHUETO Ha JIEKap C OIHT B
JICYEHHETO Ha 3a00JIIBaHMsl, 32 KOUTO € npegHa3HadeH Usrenty.

Bunarn n3nonsBaiiTe ToBa JIeKapcTBO TOYHO KakTo Bu e kazan Bammsar nekap. AKo He cTe CUTypHU
B Hello, nonurtaiite Bamus nekap. [lockBeTBaiite ce ¢ Bamms nekap 3a ToBa, kora e Bu ce
MOCTaBAT UHKEKIIMUTE U KOra IIe ca CJIeABAIIUTE KOHTPOJIHH MPETre/Iu.

Kakso xoanvectBo Usrentyce npuiara
Bammsr nekap me pern kakBo konndecTBo UsrentyTpsiOBa Aa M3M0A3BaTE U 38 KAKBB IEPHOA OT
BpeMe.

Bob3pacTan Ha ¥ Hag 18 roannn
IIcopua3uc niam ncopuaTuyeH apTpuT

o [Ipenopbuntennara HayanHa n03a € 45 mg Usrenty. I[TaruenTtu ¢ terno Haa 100 kunorpama
(kg) Mo>xe na 3armouHar ¢ no3a ot 90 mg Bmecto 45 mg.
° Crnen HavanHaTa 71034, I1e MOJyYuTe cieBaliara 103a 4 ceMHIIN MO-KbCHO U ClIeJ] TOBa Ha

BcekH 12 ceamuiu. CreaBamure 1031 OOMKHOBEHO ca CBIUTE, KATO HaYaJIHATA J1034.

Boaect na Kpon

° 1o Bpeme Ha neuennero BammusT nekap e Bu npunoxku mbpBaTa 103a OT IPUOIUZUTENHO 6
mg/kg Usrentyupes KallkoBO BIMBaHE BbB BeHa Ha pbKaTa (MHTpaBeHO3HA HHY3us1). Ciiexn
HayajgHaTta 7033, Ilie IoIy4YuTe cieasamara go3a ot 90 mg Usrentycnen 8 ceqmunn, cies ToBa
Ha BCEKHU 12 ceaMuIM Ype3 MHKEKIUS oA KoxKaTa (IIOAKOXKHO).

° IIpu HAKOM MaLMeHTH, CiIe ITbpBaTa MoAKoXHa nHxkekus, 90 mg Usrentymoxe n1a ce
npuiiara Ha Bceku 8 ceqMuuu. Bamuar iekap mie permu Kora TpaOBa a MoJy4yuTe clenBariaTta
CH J103a.

Kak ce npuiara Usrenty

o Usrentyce npuiara moj ¢opMaTta Ha HHKEKITUS TI0]T KoxkaTta (ITOJAK0KHO). B Hauanoro Ha
Bamero neyenne, Usrentymoxe 1a ce MHXXEKTHpaA OT JIeKap UM METUIIMHCKA CEeCTpa.

. Bue u Bammust nekap, obaue Moxe aa pemnte, ye Bue camu Moske 1a cu HHKEKTHpaTe
Usrenty. B TakbB cirydait me nmpeMuHeTe 00ydeHre KakK 1a CH HHKEKTHpaTe
UsrentycaMOCTOSATEIHO.

o 3a ykazaHus Kak Ja nHxekTupate UsrentyBHxKTe ,,YKa3aHUA 3a IPUIIOKEHHE B Kpasl Ha Ta3u
JIUCTOBKA.

. I'oBopere ¢ Bamms nekap, ako UMare HIKaKBH BBIIPOCH OTHOCHO TOBa, KaKk caMu J1a
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IIOCTABATC HHXXCKIHUATA.

AKO cTe U3M0JI3BaJIN NoBeYe 0T HeoOxoaumaTa ao03a Usrenty

AKo cTe u3noy3Baiy M ca Bu npunokuim nmoBeue ot HeoOxoaumara jo3a Usrenty, He3a0aBHO ce
MOChBETBANTE C Jiekap WU (papmarieBT. BUHarn HoceTe KapTOHEHATA OMAKOBKA HA JIEKAPCTBOTO ChC
cebe cH, TopH U Ja ¢ Tpa3Ha.

AKo cTe mponycHaau 1a uznonassare Usrenty
AKO cTe TIpoITyCHaJIH 11032, CBBhpKeTe ce ¢ Bamms nekap wim papmarieBt. He mputaraiite nBoiina
71034, 3a J]a KOMIIEHCHpaTe MPOITyCHATaTa J103a.

AKo cte ciipesin ynorpedara Ha Usrenty
He e omacuo na cripere ymotpebara Ha Usrenty. Ako obade s cripere, Bammre cuMnroMu MoXke 1a
ce Bb30OHOBSIT.

AKO MMare HSKaKBH JOIBIHATEIHA BBIPOCH, CBBP3aHH C YIIOTpebaTa Ha TOBa JIEKapCTBO,
nonuTaiite Bamms nexap wim hapmarienT.

4. Bb3MOKHH HeXKeTaHH pPe€aKkumumn

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a NPCAN3BHUKA HCIKCIIaHU PCAKIINU, BBIIPCKU Y€ HC
BCCKH I' IT1O0JIy4aBa.

CepHo3HM HeKeJTaHW pPeaKkuu
Hsaxon NManMEHTU MOXE J1a UMAaT CEPHUO3HN HEXEIIAaHU PCAKIUH, IIPU KOUTO Ja C€ Hajlara CII€IIHO
JICUCHUC.

AJIeprUYHH peaKIuu — MOsKe /1a H3MCKBAaT clemrHo Jedenue. Undgopmupaiite Bammns nexap
WU He3a0aBHO NMOThPCeTe CNelllHA MeIUIMHCKA MOMOIII, aK0 3a0ejie;KuTe HAKOM 0T ciegHuTe
NPU3HALH.
o Cepuo3HHTE alleprUvHU peakiuu (aHadumakcus) ca peJKu Ipu Xopa, IpueMaliu
ycTekuayMab (Moxke na 3acerHat no 1 Ha 1 000 gymm). [IpusHamure BKIItOYBAaT:
O 3aTpPyIHCHO JWINAHE VUIH MPETIIhITaHe
O HHCKO KPBHBHO HAJISITaHE, KOETO MOXKE J]a MPUINHH 3aMasiHOCT HJIH CBETOBBPTEK
O TMOJAyBaHE Ha JINLETO, YCTHUTE, yCTaTa UK I'bPIOTO.
) YecTuTe MpU3HAIM HA allEPTUYHA PEAKIUs BKIIOYBAT KOKEH OOpUB U YPTHKapHs (MOXKE Ja
3acernat g0 1 ma 100 gymm).

B peaxu ciayvan ce ch0011aBa 32 aTepruYH 0eJ0APOOHN peaKHM M Bb3NaJIeHne Ha OeuTe
Apo0oBe NMPU MALMEHTH, KOUTO MOJYy4aBaT ycTeKMHYMAa0. YBeaqoMere He3a0aBHO Bamus
JieKap, aKo MOJIy4YUuTe CHMIITOMH KaTO KallJIMIA, 3a4yX U BUCOKA TeMIlepaTypa.

AKO TIONy4yHTe Cepro3Ha allepriudHa peaknus, Bammsar nekap Moxe J1a pelim, 4e He TpsOBa Ja
n3nonsBare UsrentyOTHOBO.

HNudexuun — Mo:xe 1a U3MCKBAT CHELIHO JieyeHue. YBeaoMere Bamus jgexap, He3a0aBHO, aKo
3a0es1ekuTe HAKOM OT CJIeIHUTE MPU3HALM.

. WH(EKITMUTE Ha HOCa WIIA T'BPJIOTO M MPOCTYaTa ca 4ecTH (MoxXe Jaa 3acerHar a0 1 ma 10
JTyTIIN)

o rpbIHUTE HHQEKIUH ca HedecTH (Moxke aa 3acerHar a0 1 Ha 100 mgymm)

. BB3MAIICHUETO HA MOJKOXHATA ThKaH (IIETyIUT) € HedecTo (Moxke Aa 3acerne 10 1 Ha 100
JTyTIIN)

. xeprec 30ctep (Bua 00e3HeH 00pUB C MEXYpH) € HeuecT (Moke J1a 3acerne 70 1 Ha 100
JTYTITH )

o Usrentymoske 1a Hamanu ciocoOHoctTa Bu na ce 6opute ¢ uHpekuu. Hiakon nadexm

MOJKE /Ia CTaHAT CEPUO3HH U J]a BKIIIOYBAT HH(EKINH, TPUINHEHN OT BUPYCH, I'bONYKH,
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OaxTepuu (BKIIIOYUTEIHO TyOepKyJ103a) MM Mapa3uTH, BKIOUUTEITHO HH)EKIUH, KOUTO
BB3HUKBAT NPEJIUMHO IIPH X0Opa ¢ OTciIabeHa UMyHHa cucTeMa (OOPTIOHUCTUYHY NH(EKINHN).
[Mpu nmanuenTy, MoMyvYaBald yCTeKUHYMa0, ce Cho0IaBaT OMOPTIOHUCTHYHHN HH(PEKIHN Ha
MO3bKa (eHIe]aauT, MCHUHTHUT), OeTUTe APOOOBE U OUUTE.

Tps6Ba ma cnenuTe 3a MpU3HANK Ha WHPEKIH, TokaTo m3noia3BaTe Usrenty. Te BKIrOUBaT:
BHCOKa TeMIIEpaTypa, TPUIOTIOJO0OHN CUMITTOMH, HOIITHO M3MOTSABaHe, 3aryda Ha TerJio
YyBCTBO Ha yMOpa WM 3a1yX, YIIOPUTA KallIHAIa

TOIUTA, 3aUepBeHa M O0JIe3HEHA KOXKa WITH 00JIe3HEH KOXKEH O0PHB C MEXYpPH

MapeHe Ipy ypuHUpaHe

uapus

3pUTENTHO CMYIIEHHNE WK 3ary0a Ha 3peHue

riaBobore, CKOBaHOCT Ha BpaTa, YyBCTBUTEIHOCT KbM CBETJIMHA, TaJleHe WA 00BPKaHOCT.

VBenomere He3abaBHO Baiust jiekap, ako 3a0eiexuTe HAKOM OT Te3M NpH3HaAIM Ha nHpekuus. Tosa
MOJKe J1a ca IMpU3HANY HAa HHPEKIUH KaTO TPhIHA HHOEKINY, KOKHA MHDEKINHU, XepIIeC 30CTep HiIH
OTIOPTIOHUCTHUYHY WH(EKIMH, KOUTO MOTaT JIa JIOBEJAT A0 CEPHO3HH ychoxHeHus. MTupopmupaiite
Bamms nekap, ako nmarte HIKaKBa yIopuTa WK TOBTapsia ce nHekuus. Bamusr nekap Moxe 1a
pewy, ye He TpsAOBa fa usnon3Bate Usrenty, nokaro nHgpeknuira He Obae u3nekyBana. ChIIo Taka
YBE€OAOMETE Bammns JICKap, akO UMAaTC HIAKAaKBU OTBOPCHU IMOPA3BAHUA WIN paHH, TBU KaTO MOXKeE aa
ce nHQpEeKTHpar.

JlioleHe Ha KOXKaTa — HHTEH3UBHOTO 3a4epBsiBaHe U JIOLIEHe HA KOKaTa BbPXY NO-TroJIsiMa
TUIOL OT TSIJIOTO MO2Ke 1a ca CHMIITOMM Ha epUTPOAePMHUYeH NMCOPUA3UC WM eKc(PoTuaTUBEH
JepMATHUT, KOUTO €A CEPUO3HHU KO:KHU 3a00asBaHus. TpssoOBa He3ab0aBHO Aa yBenomure Bamus
JeKap, ako 3a0ejexuTe HAKOI OT Te3U MPU3HALM.

Jlpyru HexKeJIaHH peaKkuuu

YecTu HexkeJIaHU peakuuu (Moxxe na 3acersar 10 1 Ha 10 gymm):
Huapus

lanene

[ToBpwbiane

VYceulane 3a ymopa

VYcemane 3a 3aMastHOCT

I'maBoGonme

Copbex (pypuTyc)

Boinku B rbp0a, MyCKYJIUTE HITH CTABHTE
Bb3naneHno rupio

3auepssBaHe 1 O0JIKa Ha MSCTOTO HA MH)KEKTUPAHE
Wndexnns Ha cunycure

Heuectn HeskenaHu peaknuu (Moxe 1a 3acerHar o 1 va 100 qymim):

° 300N HHDEKIHUN

° Barunanna reOndyna nHpEKIus

. Henpecust

° 3armynieH HoC WK Xpema

. KbpBene, nocuHsiBaHe, BTBBPAsIBaHE, TIOyBaHEe U ChPOEXK Ha MSACTOTO HAa MHKEKTUPAHE

. VYcemane 3a ciadoct

. Crajane Ha KJeraya v yBHCBaHE HAa MYCKYJIUTE Ha €HATa TOJOBUHA Ha JIUIIETO (,,THIIeBa
nmapaimsa’ Wil ,,iapann3a Ha beir’”), koeTo 00MKHOBEHO € BPEMEHHO

. [IpomsHa Ha TIcopra3uca ChC 3aU4epBIBaHE H HOBU MaJIKH, JKBITH WIN OCII MEXYPH TI0
KOXara, MOHSIKOTa MPUIPYKEHHU C TeMIieparypa (IyCTyI03eH IICOPHA3HC)

. Jlrotene Ha koxata (excoimpaHe Ha KoxKaTa)

° Axne
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Penku He:xenanm peakuu (Moxke na 3acersat no 1 Ha 1 000 gymm)

o 3ayepBsiBaHE U JIIOIICHE HA KOXAaTa BbPXY MIO-TOJIsIMA IIJIOMI OT TSUIOTO, KOETO MOXe Ja Oble
cbpOsaIo 1K 6ose3neHo (ekcdonmaruBeH nepMaTut). [10J0OHN CHMIITOME MTOHSKOTA Ce
pa3BHBAT KaTO €CTECTBEHA MPOMSHA BbB BHa HA CHMITOMHTE Ha IICOPUA3HUC
(epuTpomepMIYEH IICOPUA3HC)

. Br3nanenne Ha MaJIKUTe KPHBOHOCHH ChJIOBE, KOETO MOXE Ja JOBEAE 10 KOXKEH O0pUB ¢
MAaJIK{ YE€PBEHU WJIM JIMJIaBU IOy THHHU, TEMIIEpaTypa UK OOJIKH B CTaBUTE (BAaCKYJIMT).

MHoro peaku HexeJlaHu peakiuu (Moxe aa 3acerrar a0 1 Ha 10 000 mymn)

o OO0pazyBaHe Ha MEXypH T10 KOXaTa, KOUTO MOXKe J]a ObIaT 3a4epBeHH, ChPOSIIH U O0JIe3HEHU
(bymnozen meMduron)

. Koxen nynyc wimm ymyc-mogo0eH CHHAPOM (UepBeH, HATUTHAT, JTIOIIEI ce OOpUB B
H3JIOKCHUTC Ha CIIBHIEC YYaCThIU HA KOXKaTa, KOMTO MOXKE ha € MpUuAPYKEH OT 0O0JIKH B
CTaBUTE).

Chol0maBaHe Ha HeKeJIAHHU PeakIuu

AKO NOJy4yHuTe HAKAaKBH HEXeJlaHH JIEKApCTBEHU peakluy, yBenoMeTe Bamus nexkap win
(apmaneBt. ToBa BKIIIOUBa M BCHYKH BH3MOXXHH HEOIMCAHH B Ta3H JMCTOBKA HEXKEJIAHU PEAKLIUH.
Moxete ChIIO J1a ChOOIUTE HEXKEJIAaHU PEaKLIUU JUPEKTHO Ype3 HAllMOHAJIHATa CUCTEMA 3a
choO1aBane, nocoyena B [Ipunoxkenue V. Kato cho0maBaTe HeXXellaHU peakliy, MOXKeTe /1a
JazeTe CBOs MPUHOC 3a MoJydaBaHe Ha ToBede HH(OpMalys OTHOCHO 0€30IMacHOCTTa Ha TOBa
JIEKapCTBO.

5. Kak na cexpansBare Usrenty

o [a ce cpxpaHsBa Ha MCTO, HEJOCTHITHO 32 JIeTa.

. Ja ce cexpanssa B xmammraEK (2°C—8°C). Jla He ce 3ampassba.

o CroxpaHsBaiiTe IpeIBapUTEITHO HATBITHEHATA TIFCAIKa B KAPTOHEHATa OIIaKOBKa, 3a J1a ce
NpeAnasu OT CBETJINHA.

. AKoO e HeoOX0MMO, OTICITHHUTE MPEABAPUTEITHO HAaIbJIHEHU ucanku Usrentymorar aa ce

ChXpaHsBaT MpH cTaifHa TemnepaTypa 10 30°C enHOKpaTHO 3a epuoa MakcuMyM 10 30 JHH B
OpHUTMHAJIHATa KapTOHEHA OIIAaKOBKa, 3a J1a CE IPEANa3siT OT CBETJIMHA. 3alHIIeTe AaTaTa, Ha
KOSTO MIpeIBapUTEIHO HAITbJIHEHATA MHCAJKa € N3Ba/leHa 3a MbPBH BT OT XJIaJAWIHUKA U
JaTaTta Ha U3XBBPJISIHE Ha 0003HAUEHUTE Ha KapTOHEHAaTa OlakoBKa MecTta. Jlarata Ha
U3XBBPJISIHE HE TPsiOBa J1a € ClieZ] OPUTMHAIIHUS CPOK Ha TOIHOCT, OTIICYaTaH BbPXY
KapToHeHaTa omakoBka. Ciie1 KaTo BeIHBK MPEIBAPUTEITHO HAITBIHEHATA MHCaIKa € Omia
ChXpaHsBaHa Ha cTaiiHa Temneparypa (10 30°C), T He TpsiOBa 1a ce BpbIUa B XJIaAUIHUKA.
N3xBBprere mpeaBapUTEIHO HAITbIHEHATA MHCANIKA, aKO HE C€ M3I0JI3Ba CJIE]] ChbXpaHEHHE
IIPH CTaiHa TeMIepaTypa B paMKuTe Ha 30 THU WM cIel N3THYaHe HAa OPUTMHAIIHUSA CPOK Ha
TOJTHOCT, B 3aBHCHMOCT OT TOBa, KO€ OT JIBET€ HACTBITH MO-PAHO.

. He pasknamaiite npeaBapuTenHo HambiaHeHata nucanka Usrenty. [IpoabixuTenHoTO
€HEPrUYHO pa3KialllaHe MOXKe Jja IOBPEIH JIEKapCTBOTO.

He n3non3Baiite ToBa JIEKApPCTBO:

. Cren cpoka Ha TOJHOCT, OTOSNSA3aH BEPXY €THKETA M KAPTOHEHATA OTIAKOBKA CJIE]T
»EXP“/,,Tonen no:*“. CpoKbT Ha TOJHOCT OTTOBAPS HA MOCIEAHUS JCH OT MOCOYCHHUS MECEII,

. AKO TEUHOCTTA € C IPOMCHEH I[BSAT, MbTHA WJIM B Hes ce 3a0es13BaT IUTyBallly 4y YaCTHIIH
(BmwxTe TOUKa 6 ,,Kak mariexma Usrentyn KakBoO ChIbpikKa OMTaKOBKaTa™);

° AKO 3HaeTe WM CMATATE, Y€ MOJKE 1a ¢ OnyIa M3JI0KeHa Ha eKCTPEMHH TeMItepaTypH (KaTo
WHITAJCHTHO 3aMpPBh3BaHE WU 3arpsiBaHE);

. AKO IPOIYKTHT € OWJT CHEPTUIHO Pa3KIaTeH.

. Usrentye camo 3a eTHOKpaTHA yroTpeda. Hem3mom3BaHUAT IPOAYKT, OCTAaHA B

MPEe/IBAPUTEITHO HAITBIHEHATA MMHCAJIKa, TPsIOBa Aa ce u3XBbpiin. He u3XBhbpisiiTe JekapcTBa B
KaHaIM3alusITa WIM B KOHTelHepa 3a OutoBu otnaabiy. [lonuralite Bamms dapmanesBT kak
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Ja U3XBBPJIATC JICKAPCTBATa, KOUTO BCUC HE U3IIOJI3BATE. Te3n MCPKH 1€ CIIOMOIrHaT 3a
OIla3BaHC HA OKOJIHATa cpeaa.

6. ChabpxaHue HA ONIAKOBKATA M J0NbJIHUTETHA HH(POPMALUS

KakBo chabpska Usrenty
e AKTHBHO BEIIECTBO ¢ ycTeKUHyMa0. Beska nmpeaBapuTeHO HAITbJIHEHA MUCANTKA ChIbpKa
45 mg ycrekunymab B 0,5 ml.
e Jlpyrute chcraBku ca L-xuctuans, L-XUCTHIMHOB MOHOXHIPOXJIOPU MOHOXHIPAT,
nosicopOat 80 (E 433), 3axapo3a, HaTpueB XUAPOKCHIT (3a KOpeKIus Ha pH),
XJIOPOBOJIOPOJTHA KHceNMHa (3a Kopeknus Ha pH) 1 BoJia 38 WHXKEKIUH.

Kak m3raexna Usrentyn KakBo ChIbp:Ka OIIAKOBKATA

Usrentye OUCTBp, O€3IBETECH 10 0JICTOXKBIT HHKCKIIMOHEH pa3TBoOp. JlocTaBs ce KaTo KapTOoHeHA
OTIaKOBKa, ChIIbpiKamia | eaH0/1030Ba, cThKIIeHa | ml mpeaBapuTeIHO HATBIHEHA MHCANIKa. Besika
MIPEBAPUTETHO HAITBIHEHA MHCAKa Chbpxka 45 mg ycreknuaymad B 0,5 ml HHKEKITMOHEH pa3TBOp.

IIpuTeskaTes HA pa3pelIeHUETO 32 YHOTpeda
Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Wpnannusa, D13 R20R

IIpoussoaure

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Wpnannus

3a JOIIBJIHUTCIIHA I/IHq)OpMaHI/ISI OTHOCHO TOBa JIEKapCTBO, MOJId, CBBPKETEC CC C JIOKAJTHUA
OPCACTABUTCII HA MPUTCIKATEIIA Ha PA3pPCHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

Biocon Biologics Belgium BV Biosimilar Collaborations Ireland Limited
Tél/Tel: 0080008250910 Tel: 0080008250910

bnarapus Luxembourg/Luxemburg

Biosimilar Collaborations Ireland Limited Biosimilar Collaborations Ireland Limited
Tex: 0080008250910 Tél/Tel: 0080008250910

Ceska republika Magyarorszag

Biocon Biologics Germany GmbH Biosimilar Collaborations Ireland Limited
Tel: 0080008250910 Tel.: 0080008250910

Danmark Malta

Biocon Biologics Finland OY Biosimilar Collaborations Ireland Limited
TIf: 0080008250910 Tel.: 0080008250910

Deutschland Nederland

Biocon Biologics Germany GmbH Biosimilar Collaborations Ireland Limited
Tel: 0080008250910 Tel: 0080008250910

Eesti Norge
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Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

EALGOO

Biocon Biologics Greece MONOITPOXQITH

LK.E
TnA.: 0080008250910

Espaiia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Laboratories Biogaran
Tél: +33 (0) 800 970 109

Hrvatska
Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
Simi: +345 800 4316

Italia
Biocon Biologics Spain S.L.
Tel: 0080008250910

Kvmpog
Biosimilar Collaborations Ireland Limited
TnA: 0080008250910

Latvija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romania
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Suomi/Finland
Biocon Biologics Finland OY
Puh/Tel: 99980008250910

Sverige
Biocon Biologics Finland OY
Tel: 0080008250910

I[aTa Ha MOCJIEAHO NpepasraeciKaiane Ha JIMCTOBKaTa

Apyru uzrounnum Ha nagopmanus

[MonpoOHa nHpOpMaIUs 3a TOBa JIGKAPCTBO € IPEJ0CTaBeHa Ha yeOcaiita Ha EBporielickarta areHmus
1o JIeKapcTBaTa https://www.ema.europa.eu/.
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Yka3zanus 3a ynorpeda
Usrenty(ycTekMHYMa0) HHKEKIHA, 32 MOAKO0KHO NPUJIOKeHNe B MPEABAPUTEIHO HANNBJIHEHA
NUCAJIKA

[Ipouerere Te3u Ykazanus 3a ynorpeda BCEKH BT, KOTAaTO M3I0I3BATE MPEABAPUTEIIHO HATbJIHEHA
nucanka Usrenty. Bp3moxHO e 1a nMa HoBa nH(popManus. Tazu nHpopMaius He 3aMeCTBa pa3roBopa
¢ Bamms nexap otHocHO Bamrero 3a0omnsBaHe win JIedeHHE.

Baxna nngopmanusi, KosiTo TpAOBaA 1a 3HaeTe npeau Aa uH:KekTHpaTe Usrenty

e Usrentye ekapcTBO, OTITYCKaHO C pelenTa, KOeTO ce MHKEKTUPa MO0 KoxKkaTa (TIOAKOXKHO) C
€IHOI030Ba TIPEABAPUTEITHO HAIThIIHEHA MTHCANIKA.

e He m3nomn3BaiiTe MOBTOPHO MpeABApUTEIIHO HATbIIHEHA nrucanka Usrenty. BuHaru usnomnspaiite
HOBa Ipe/IBApUTEIHO HalTbJIHeHa mucanka Usrenty3a BCsAKa MHKEKIIHSL.

e Bamwusr nekap Moxe Ja pemny, 4e OoJHOTIIeaad MoKe J1a Bu mocTasst nHXeKIuuTe y gjoma. Bue
u Bammsrt GoiHOrNIeaay TpsOBa J1a Moxy4ynTe oOydeHHUe 3a MPaBUIIHUS HAUYUH HA IPUTOTBSIHE U
nHxekTrpane Ha Usrenty, penu 1a o U3M0A3BaTe 3a ITbPBU ITBT.

e He cu mHXeKTHpaiiTe caMy WK Ha HIKOW JPYyT, JOKaTO BammsaT MeqUIIMHCKY CIIEIATUCT HEe
Bu e nokazan kak ja usxexkrupare UsrentynpaBuiHoO.

e He usnon3BaiiTe npeaBapuTeNHO HambIHeHa nucanka Usrenty, ako € ¢ U3TEKbJ CPOK Ha TOJTHOCT
WJIM € TIOBpE/IeHa.

e Ako no3ata Bu e 45 mg, mie moiryunte eHa MpeIBapuUTEIHO HAITbJIHEHA TUCAIKa OT 45 mg.

e Axo no3ara Bu e 90 mg, me nosy4yuTe qBe MpeABApUTENHO HATBJIHEHH MUCANKH OT 45 mg. AKo
MIOJTyYUTE JIBE TIPEBAPUTEITHO HAITBIHEHUTTUCAIKY 0T 45 mg 3a mo3a ot 90 mg, nie TpsOBa aa cu
HaIpaBHTE JIB€ WHKEKIINH, €IHa CIIe]] IpyTa.

HNudopmanus 3a cbXpaHeHue

. CoxpaHsiBaiiTe NpeABapUTENHO HallbIHEHaTa mucanka UsrentyB XJIaIuiIHUK IPH TEMIIEpaTypa
mexay 2°C u 8°C (36°F u 46°F).

. CroxpaHsBaiiTe IpeBapUTEIHO HallbJIHEeHaTa nmucaigka UsrentyB opuruHagHaTa KapTOHEHa
OTIAKOBKa, 3a J1a 5 Mpena3uTe OT CBETJINHA MPpeau yrnoTpeoda.

. AKO e HeoOX0MMO, IPEABAPUTEIHO HalTbIHEeHaTa nucanka UsrentyMosKe a ce ChXpaHsiBa
npu ctaitHa Temnepatypa mexay 20°C u 25°C no 30 guu.

. He u3non3BaiiTe npeaBapuTeIHO HaTbIHEHa nucanka Usrenty, ako € Onina ocTaBeHa Ha

cTaiiHa TemnepaTypa 3a nosede ot 30 aau. M3xBbpiere npeaBapuTeIHO HA'bIHEHATA
nucanka UsrentyB KOHTEHHEp 3a U3XBBPIISHE HAa OCTpH IpenaMeTH. BikTe crhnka 15 3a
roBeYe HHPOPMAIIHSL.

. He 3ampa3ssBaiite npenBapuTeHO HamrbJIHEHATa nucanka Usrenty.
. He pasknamaiite mpeaBapuTenHO HalrbJiHeHaTa nucaika Usrenty.
. [Tazetre Usrentyn BCHUKH JIeKapcTBa Ha MSCTO, HEAOCTHIIHO 3a JeLa.

Yacru nHa UsrentynpeaBapuTeHO HATbIHEHA MUCATKA

Huonar
Kanauka npegnasuren Mpo3opey 3a Tano Ha aBTOMHMeEKTOpa
Ha wnata HabnwgeHue

Ll d -

P e

Bmab 1200
Pilnarnrat - na s
m—————

om b e by e e S
ety A -

durypa A
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Ioaroroska Ha Usrenty3a mH:KeKTHpPaHe
1. U3Banere 1 npeaBapuTeTHO HambJIHeHa nmucajaka Usrenty

W3Banere npenBapuTeHO HalrbJIHEHATa nucainka UsrentyoT KapTOHEHaTa KyTHs U sl IOCTaBETE BbPXY
YHCTa, paBHA OBBPXHOCT (BIkTe Durypa b).

He u3nos3BaiiTe npenBapuTesHO HallbJiHeHaTa nucanka Usrenty,
aKo KapTOHEHaTa OMaKOBKa M3IJIeXk/1a IOBpEIeHa WIIN aKo
3arevyaTBaHeTo € HapyIIeHO.

®urypa b

2. IIpoBepeTe npeBapuTeJHO HaMbJIHeHATa nucajaka Usrenty

o [IpoBepere mpeaBapuTeIHO HambIHEHATa nucaika Usrenty3a nmoBpeau (BuxTe purypa B).

He u3non3BaiiTe mpenBapuUTEIHO HATBJIHEHATA ITUCATKA
Usrenty, ako € moBpeAcHa.

npo BBF;ETE
3a nospega
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3. IIpoBepeTte cpoKa HA TOAHOCT

L4 HpOBepeTe CpOKa Ha TOAHOCT, OTICUATaH BbPXY €TUKETA HA MMPCABAPUTCIIHO HAITBJIHCHATA

mucanka Usrenty(smkre @urypa ).

He v3nos3Baiite npenBapyUTEIHO HAITbJIHEHATA MMUCAJIKA
Usrenty, ako € ¢ U3T€KbJ CPOK Ha TOTHOCT.

EXP: MMM YYYY

rogHocCT, oTNeYaTaH

1
i i Mpoeeperte cpoka Ha
Y EBpXY ETHKETa

@urypa I

4. OcTaBeTe NpeABapUTEIHO HATbJIHEHATA Nucajka Usrentyia ce 3aTOIUIH 10 CTaiiHA
TeMmneparypa

e  AKO mpeaBapuTENHO HabJIHEHaTa mucanka Usrentye Onna chXpaHsBaHa B XJIAAMITHUKA, OCTaBETe

st 1a MpecTou okoyio 30 MUHYTH, 3a 1a JJOCTUTHE CTaliHa TeMIieparypa. MHKxeKkTupaHeTo Ha
CTYJICHO JICKapCTBO MOKe Jia 0b/ie Oone3HeHo (Buxre durypa /).

He 3aTonnsiite mo npyr HauuH. Hampumep, He 51 3aTomuisiiite B

MUKPOBBIHOBA (hypHA, TOpEIa BoJIa WK B OJM30CT A0 APYTH
M3TOYHUIIN Ha TOITUTHHA.

He cpamsiite Karmaykara, JOKaTO HE CTC IT'OTOBH Ja MHXKXCKTHUPATE.

=
. .--j
= . e

e

Durypa [

5. IloarorBere KOHCYyMATHUBHUTE

° HOIIFOTBCTG CICOHUTE AJOIMIBJIHUTCIIHN KOHCYMAaTHUBU, KOMUTO HE Ca BKIIIOYCHU B KapTOHCHATa

OIIaKOBKa:
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1 Kppnuuka cbe cnupt (Buxre Ourypa E)

®urypa E

1 Konreiinep 3a u3XxBbpJisiHe Ha OCTPH npeametu (Brxre purypa JK). Bmkre crenka 15 3a
yKa3aHMs KaK Ja U3XBBPIUTE U3I0JI3BaHaTa MIPpeBApUTEIHO HallbiIHeHa nucanka Usrenty.

®@urypa K

1 MapJieH TaMIIOH WJIM AMY4Y€H TaMIoH (BuxTte durypa 3)

®@urypa 3

1 Jlenenka (BwxTte ¢purypa 1)
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@urypa U
6. IIpoBepere J1eKapCTBOTO

e (e KaTo MpeABAPUTEIHO HAITbIHEHaTa Nrcanka Usrentyce 3aTory 0 cTaiiHa TeMIeparypa,
TIpOBEpeTe NIEKapCTBOTO B PO30pena 3a Habmoaenue (BukTe. purypa 1). JlekapctsoTo TpsioBa 1a
u3raexaa ouctpo u 6e3uBeTHO 10 6nenoxbaATO. HopManHo € 1a BuauTe Majaky Bb3IyLIIHN
Mexypuera.

He u3nos3Baiite, ako JIEKapCTBOTO €
MBTHO, C TIPOMEHEH LBSIT WU ChIBPKa
rOJIEMH YaCTHIIH.

_,_-ﬁﬁbsepere BUAA Ha
NeKapcTBOTO B
nposopeua 3a

HabnopgeHwne

®urypa M
7. U30epeTe MSICTOTO HA HHKEKTHPaHe

[Ipennara yacT Ha 6eAPOTO (IPEHOPHUUTEIIHO) HITH
e o0macrTa Ha cTOMaxa (KopeMma), Hali-MaJiko Ha 5 ¢cm OT ITbIIa.
e Axo Bamusr 6oaHornenay Bu nocraBs mHKeKIUATA, MOXKETE /1a M3I0I3BATE M BHHIIHATA
CTpaHa HA TOPHATA 4YacT HA pbueTe (BxkTe Qurypa K):

He nmxexTupaiite B KOXa, KOSTO € YyBCTBUTEIIHA, HACUHEHA, 3a4€PBEHA, JIFOIICINA
ce WK TBHpAa.

He umkexTupaiite B 30HH ¢ Oee3n WU CTPUH.
Bunaru penyBaiite (cMeHsIHTE) MecTaTa Ha HHXKEKTUPaHE MEX Iy MHKCKIHUTE.

MsicTOTO Ha MH)KCKTHpaHe TPSAOBA Ja € Ha ITOHE Ha 5 ¢m OT IMOCJISTHOTO MSICTO Ha
WHXEKTHUPaHE.

Hzrnep otnpepn

A I

= ecTa 3a MHMEeKTUpaHe
ot bonHornegau

o
-\ \\ I
MecCTa 23
CaMOHHMEKTHMRpaHE
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®@urypa K
8. U3muiiTe pbueTe CH M NOYUCTETE MACTOTO HA HHIKEKTHPAHe

H3muiite 100pe pblleTe cU ChC CanyH U Boja (BmkTe urypa JI).

®@urypa JI

[oyucrere H30PaHOTO MACTO HA HHKEKTHPAHE C KbPIUYKa Cbe cupT (BkTe hurypa M). Cnen
TOBA IO OCTABETE []a U3CHXHE HA Bb3IYX.

He nokocsaiite, He AyxaiiTe U He pa3MaxBalTe pbKa
HaJ MSICTOTO Ha HMHXXEKTHPAHe, e KaTo CTe ro
MIOYUCTHIIN.

®urypa M
HNnxexTnpane Ha Usrenty
9. Cpasere KanaykaTa Ha NpeJBapUTEIHO HATbJIHEeHATa ucaika Usrentyn s u3XBbpJiere

KaTo app:xuTe Kopmyca Ha npeBapuTeIHO HaAMbJIHeHaTa mucaaka Usrentyc eqnara pbKa,
U3MO0JI3BaliTe APyraTa pbKa, 3a 1a U3IbpnarTe Kanmaukara Hanpaso (Buxrte dpurypa H).

HSXBLPJIETQ KanavkaTra 11pu OUTOBHUTE OTHnaJabIH.

He nocrassiiTe Kammaukara OTHOBO, TOBa MOX€ J1a IIOBPE€IN CKpUTaTa Uria.

He noxocBaiiTe »bJITHS TPEANa3UTeN HA UTIIAaTa U HE MIOCTABSINTE MPBCTUTE CU
0JIM30 10 OTBOpA HA UTJIATA.

He uznomn3saiite MpEeABAPUTECIIHO HAITBJIHCHATA MMUCAJIKA, aKO 4 U3ITYCHCTE 0e3
Kalmadykara.
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Mrnataes
oTBOpa

®urypa H
10. ITo3nuuoHMpaiiTe MpeABAPUTETHO HalbJIHeHaTa nucaiaka Usrenty

ITo3unuonupaiiTe npeaBapuTe/JHO HATbJIHEHAaTA nucaaka UsrentyHa MOYHCTEHOTO MACTO 3a
WHXEKTHUpaHe.

IMocTaBeTe KBITHUS MPEANA3UTEN HA UTJIATA HA TIPEABAPUTEIHO HAMTBJIHEHATA MHCANKA TUTBTHO BPXY
koxata (o sret oT 90 rpamyca). YBepere ce, ue BUXKAaTe Mpo3operia 3a HaOIoeHne (BIKTE

¢urypa O).

Mocraeere
aBTOMHMKEKTOpa Hag
MACTOTO 38 MHIKEKTUpaHe

®urypa O

11. 3anoyHeTe HHKEKTUPAHETO

3a 1a 3amoYHeTe HHKEKTHPAHETO, IPUTHCHETE MPEIBAPUTETHO HATBJIHEHATA MHCATKA
UsrentynpaBo Haj0Iy KbM KoxkaTa (Brkrte durypa I1).

e uyere 1-B0oTO HIpaKBaHe, KOraTO MH:KEKTHPAHETO 3aII0YHe.
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HatucHerte Hagony

leo wpakeane

®@urypa I1

12. 3aapsbikTe

JpbiKTe MpeIBapUTETHO HATbJIHEHATA Mucaidka UsrentynpuTucHaTa 10 KoKaTa Cu U
Ha0roAaBaiTe Ipo3operia.

IIpo3opensT 1wie cTaHe HATBJIHO KBJAT (BHKTe (purypa P) u me gyere 2-po mpaxsane. ToBa
MO:Ke 1a oTHeMe 10 15 cekyHau.

JagpemTe

v

Zpo
WDaHEIHE

Wenrore ByTasa aanen
RpGRapNETa

e —

MNpoagenswasaiéite ga
HATHCEATE T

®urypa P

13. N3uakaiite 5 cexynau

IlpoabikeTe 1a IbPKUTE MPEABAPUTETHO HATBJIHEHATA MUCAJIKA U M3YaKaHlTe 5 CeKYH/IU, Clie]
KaTo MMPO30PEIBT CTAHE JKBIIT, 3 JIa € CUTYPHO, Y€ ISUIOTO JICKAPCTBO € MHIKEKTUPAHO (BUXKTE QUrypa

Q).

169



HMayakaiTe 5 cexyngu

MNpogens=asadiTe o
HaTHCKaTE

14. OTchaHeTe NpeaBapuTeJTHO HAITBJIHECHATA MMUCAJIKA 0T KoKaTa

e [loBaurHeTe MpeaBapUTEIIHO HabJIHEHATa mucanka UsrentynpaBo Harope ot Koxara (BHKTe
¢urypa T).

e JKpaTusT nmpeamasuTes Ha UTJIaTa IE Ce aKTUBHPA, 3a Ja ce (PUKCUpPa Ha MSCTO, HOKPHUBANKH
uriaTa.

HbeATHAT APEANASKMTER
IAENDYRD |WrnaTa

®urypa T
Cren nHxkeKTHpaHe
15. M3xBBpiieTe H3MOI3BaHATA NPEeIBAPHTE]HO HATBbJIHeHA nucanaka Usrenty

e II3xBbpieTe U3MOJI3BaHATA MPEIBAPUTEIHO HaMMbJIHEHA nucaika UsrentyB KOHTEHHED 3a
M3XBBPIISTHE HA OCTPH IpeaMeTH (Buxkre gurypa T).
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®@urypa Y

AKo HAMaTe KOHTEIHEp 32 U3XBBPISHE HA OCTPU MPEAMETH, MOXKETE J1a M3MOJI3BATE TOMAIIICH

KOHTeHHep, KOUTO:

e ¢ u3paboTeH OT 3/[paBa IiacTMaca,

e MOJXKE JIa Ce 3aTBOPH C IUTHTHO MPUJICTIBAIL, YCTOHYUB Ha POOHBAHE Karak, 0e3 Jia € Bb3MOXKHO
OCTPUTEC MPEAMETHU Jia U311aaHar,

® CTOM M3IPABEH U CTa0MIICH 110 BpeMe Ha yroTpeoa,

® ¢ YCTOMYHMB Ha TEUOBE U

® ¢ MPaBUIIHO CTUKETUPAH, 32 JIa MPEIyNPEeKIaBa 3a ONacHU OTIa bl BHTPE B KOHTCHHEPA.

Korato KOHTefIHCp’BT 3a U3XBBPJISTHEC HA OCTPU MPEAMETH € IMIOYUTHU ITBJICH, TpSI6Ba Ja CJICABATeC
MCCTHHUTEC YKa3aHUATa OTHOCHO NIPpaBUJIHMA HAYWH 3a USXBBPJIAHEC HA KOHTeﬁHepa 3a UBXBBPJIAHE Ha
OCTpHU NPCAMCTHU. Moxe Ja UMa ObpKaBHU WU MECTHHU pa3n0pe;:[61/1 OTHOCHO Ha4duHa, 110 KOMTO
TpSI6Ba Aa U3XBbPJIATC U3IMOJI3BAHU UTJIN U CIIPUHIIOBKH.

He n3xBBpIsiiTe U3MOI3BAHUSI KOHTEHHEP 32 OCTPH MPEeIMETH B OUTOBUTE OTHAABIH, OCBEH aKO
MECTHHTE yKa3aHHUATA HE TI03BOJISIBAT TOBA.

He peuukiupaiite U3oia3BaHusl KOHTEHHED 3a U3XBBPJIAHE HA OCTPU MPEIMETHU.

16. IlpoBepeTe MSICTOTO HA HHKEKTHPaHe

¢ AKO0 MMa KbpBEHE Ha MICTOTO Ha HHXEKTHPaHe, MOXKETE J1a IPUTHUCHETE TaMydeH TaMIIOH W

MapJs BbpXY MACTOTO Ha HHXKEeKTUpaHe (BuxTe durypa D).
e Axo e He00X0IUMO, MOXKETE J]a MOKPUETE MICTOTO HAa MHKEKTUPAHE C JICTICHKA.

®@urypa ©
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JIncroBka: nHGopManus 3a NoTpednTEIs

Usrenty90 mg mHKeKIIMOHEH PA3TBOP B NPeIBAPUTEIHO HATbJIHEHA MHCATKA
ycrekmHymao (ustekinumab)

v To3u ekapcTBeH MPOAYKT MOIICKH Ha TOTMBIHATEITHO Ha0moeHne. ToBa 11e 1mo3BoH
OBP30TO yCTaHOBSIBAHE HA HOBA MH(OPMAIIUI OTHOCHO Oe30macHoCTTa. MoXeTe 1a JaieTe CBOs
MIPUHOC KaTo ChOOINTE BCsKA HEXellaHa PEakIus, KOATO CTe IMONYYHIH. 3a HaYrHa Ha ChoOIaBaHe
Ha HEXKEJIaHW PEaKIIiy BIKTE Kpas Ha Todka 4

IIpoyeTeTe BHEMATEIHO HAJIATA JUCTOBKA, MPEAN 1A 3all0YHeTe 1A N3M0JI3BaTe TOBA
JIEKAPCTBO, Thil KATO TH ChAbP:Ka BaxkHa 32 Bac undgopmanus.

Ta3u JHUCTOBKA € HANMKCAHA 34 nmanMueHTa, KOMTO npuemMa JeKapcTrBoTo.

e 3amaszere Ta3u JUCTOBKA. MOXe /1a c€ HAJOXU Ja s MPOYETETE OTHOBO.

e AKo MMaTe HSIKaKBH JIOITBIIHUTEIHU BBIIPOCH, MONUTalTe Bamms nekap i dpapManesT.

e Tosa nekapcTBo e npeanucano auuHO Ha Bac. He ro npeorcrhnBaiite Ha npyru xopa. To Moxe
Jla M HaBpEIH, HE3aBUCHMO Ue TIPU3HAIINTE Ha TAXHOTO 3a00JIsIBaHE ca ChIKUTE KaTo BammTe.

e AKO IMOJIYIHTE HAKAKBH HEXKEJIaHH peakiuy, yBeaoMere Bamms nekap wim dapmarieBt. ToBa
BKJIIOYBA W BCHUKH BH3MOKHH HEXKEJTAHHU PEaKIINH, HEOTFICAHH B Ta3M JINCTOBKA. BrokTe
Touka 4.

Kakso ChbABbpPiKa Ta3u JIMCTOBKA

KaxBo nmpencrasnsBa Usrentyu 3a KakBO ce U3M0J3Ba
KaxBo TpsiOBa na 3Haere, nmpenu Aa u3noiaseare Usrenty
Kax na mznonzsare Usrenty

BBb3MOXHE HEXeaHU peaKuu

Kak na cexpansasate Usrenty

C’b)j[’bp)KaHI/Ie Ha OIIaKOBKAaTa U JOIIBJIHUTCIIHA I/IH(bopMaHI/IH

Sk wd—

1.  Kakso npeacrasasBa Usrentyn 3a KakBoO ce U3M0JI3Ba

Kaxkso npeacraBasBa Usrenty

Usrentychabpxa aKTUBHOTO BEILIECTBO YCTEKHHYMa0, KOETO € MOHOKJIOHATIHO aHTHUTSJIO.
MOHOKIIOHATHUTE aHTUTENA ca MPOTEMHU, KOUTO Pa3lo3HaBaT H Ce CBBP3BAT CIIEHU(PHIHO C
OIIpe/IeTIeHN IPOTEMHH B OPTaHNU3MA.

UsrentynpuHa 1)K KbM TpyIIa JIeKapCcTBa, HAPEUCHN IMYHOCYTIpecopH. Te3u nekapcTBa nercTnar,
KaTo HaMaJIsIBaT aKTUBHOCTTA Ha YaCT OT UMyHHaTa CHUCTEMA.

3a kakBo ce usnoJssa Usrenty

Usrenty, npuiiarad ¢ IoMoIITa Ha IPEABAPUTEIHO HAIIbJIHEHA [TUCAJIKa, C€ U3II0JI3BA 32 JIEUEHUE Ha
CJIICAHUTC BB3MAJIIUTCIIHU 3a00JIIBaAHUS:

e [lnakoB ncopuasuc - pu Bb3PaCTHU

e [lcopuarnueH apTpuT - IPU Bb3PACTHU

e VYwmepena a0 Texka 6oiect Ha KpoH - mpu Bb3pacTHH

IlinakoB ncopua3suc
IImakoBusT TIcopuasuc € KOXXHO 3a6on;[BaHe, KOCTO IMMPUYMHABA BB3MAJICHUEC, 3aCATaIllo KoXKaTa 1
HoktuTe. UsrentyHamarsiBa Bb3MaJICHUETO U IPYTUTE MPU3HALM Ha 3200 IsIBAHETO.

Usrentyce u3n0a3Ba IPX BB3PACTHU C YMEPEH JI0 TeKBK TIAKOB TICOPHA3HC, KOUTO HE MOTAT Jia
M3M0JI3BAT HUKJIOCIIOPUH, METOTPEKCAT WM (POTOTEpAaIs, HJIK KOTaTO TE3U JICUCHUS HE ICHCTBAT.
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IlcopnaTuyen apTpur

[lcopraTHYHUST apTPUT € BH3MATUTEIHO 3a00JsIBAHE HA CTABUTE, OOMKHOBEHO MPHIPYKEHO OT
ncopuasuc. AKO UMaTe akTUBEH IICOpUAaTHYEH apTPUT, TbPBO Iie Bu nexyBat ¢ Apyru ekapcTBa. AKo
HE Ce MOBJIUSIETE JOCTaThYHO J00pEe OT Te3H JIeKapcTBa, Moke 1a Bu 0b1e npunoxen Usrenty3sa na ce:
e  HaMaJIAT MPU3HAIMTE ¥ CUMIITOMUTE Ha 3a0ossiBaneTo Bu.

e 10100pu (pusnyeckoro Bu chcTosiHUE.

e 3a0aBW yBpekaaHeTo Ha Bamire craBu.

Boaect na Kpon

Bonecrra Ha KpoH e Bb3nanuTeHo 3a00isBaHe Ha yepBara. Ako umare 6osect Ha KpoH, mbpBo 1i1e
Bu Ob1aT najeHu qpyTy JIeKapcTBa. AKO HE C€ TOBIHUSETE JOCTAThYHO WM UMATE HEMOHOCHMOCT KbM
TE3W JIeKapcTBa, Moke Aa Bu 0b1e npuioxen Usrenty3a HamalsiBaHe Ha MPU3HAIIMTE M CHMIITOMUTE
Ha Bamero 3a0omnsBane.

2 Kaxkso TpsOBa 1a 3Haere npeau Aa usnouassare Usrenty

He uznoa3zpaiite Usrenty

e AKO cTe aJIepru4H4 KbM YCTeKMHYMA0 WM KbM HSKOS OT OCTaHAJIUTE ChbCTAaBKU HAa TOBA
JIEKapcTBO (M30pOCHU B TOUKA 6).

e AKo0 MMaTe aKTHBHA HH(QeKIMs, KOATO BamusT iekap HaMmupa 3a 3HauuMa.

e AKO He CTe CUTYPHH JaJli HSIKOE OT TOPETOCOYeHNUTE ce OTHacs 3a Bac, mochBeTBaiite ce ¢
Bamus nexap wiu gapmarieBT, npeau na usnonspare Usrenty.

IpexynpeskaeHus U Mpeana3sHu MepKH

I'oBopere ¢ Bamus siekap wiu papMarieBT, npeau jaa usnoispare Usrenty. BamusT nekap e nposepu
chCcTOsTHMETO Bu npenu Besiko sieuenne. He 3a0passiite na yBegomute Bamus Jiekap 3a BCSIKO
3aboIsiBaHe, KOETO UMaTe, IpeIn BCsko JeueHne. Chino Taka nHpopMupaiTe Bamus ekap, ako
HacKOpO CTe OWJIM B KOHTAKT C YOBEK, KOHTO MOXe 1a uMa TyOepKyo3a. Bammusar nexap me Bu
npersesa u e HallpaBy TeCT 3a TyOepKyIo3a, npeau aa u3nonssare Usrenty. Ako Bammsr nexap
CMSITa, Y€ CTEe M3I0KEHU Ha PUCK OT TyOepKyIo3a, Moxe 1a Bu npeanuiie nexapcTsa 3a JICYSHHETO M.

CJenere 3a cepHO3HY HeKeJTaHU PeaKuu

Usrentymoske J1a MpeIu3BUKa CEPUO3HH HEKETaHU PEAKIIMU, BKIIOUUTEITHO aJIEPTUYHU PEaKIUU U
nHpeknuu. TpsOBa na cneanTe 3a ONMpeIeIeHn pU3HAIK Ha 3a00IIIBaHus, IOKATO U3IONI3BATE
Usrenty. Bmkte "Cepro3nu HeXeIIaH! peakiini” B TOUKa 4 3a MBJIHUS CITUCHK HA TE3W HEXKEITAHH
peaxiuu.

Ipeaun na usnossBare Usrenty, yBenomere Bamus sexap:
e  AKO HSIKOTa cTe HMAJIN ajiepruyHa peakuus KbM Usrenty. AKo He CT€ CUTYpHH, IOITUTANTE
Bammus nekap.

e AKO HSIKOTa CTe HMaJIH HAKAKbB BUJ PaK — TOBA € HEOOXOJUMO, 3aII0TO UIMYHOCYIIPECOPHUTE
karo UsrentyoTcnaOBar 4acT OT UMyHHaTa cucTema. ToBa Moske /1a IOBHIIIN PUCKA OT PakK.

e AKo cTe OMJIM JIEKYBaHHU 32 NCOPHA3UC ¢ IPYTH OMOJOTHYHM JeKapCcTBa (J1eKapcTBo,
NPOU3BeeHO OT OHOJIO0TMYeH H3TOYHUK M 0OMKHOBEHO MPHWJIATAHO Ype3 MHKEKTHPaHe) —
PHCKBT OT PaK MOJKE J1a € II0-BHCOK.

e AKO MMAaTe WIH HACKOPO CTe UMAJIH UHPeKIus.

e AKO MMaTe HOBH WJIM IPOMEHSIIH ce JIe3UH B yJacTBIUTE ¢ IICOPUA3UC WIK II0 HE3acerHaTara
KOXa.

e AKo moJiyyaBaTe APYro JieueHue 3a Ncopua3nc U/WjiM NCOpuaTHYeH apTPUT — KaTo JIPyTrH
MMYHOCYTIpECOpH WK (oToTepanust (KoraTo TsUI0TO ce JIeKyBa ¢ BUI yarpasuoneTosa (UV)
cBeTNMHA). Te3u JeUeHns: Morat ChIIo Ja OTCIa0AT YacT OT UMyHHATa cucrema. M3nomnsBanero
Ha Te3H Tepamnuu 3aeaHo ¢ UsrentyHe e npoy4BaHo. Bp3MokHO € 00aue, TO 1a yBEIUYIH PUCKA OT
3a00JIsIBaHuUS, CBBP3aHU C OTCIa0BaHE Ha UIMyHHATa CUCTEMA.
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e Ako mojayvyaBaTe Wi HAKOra €te mojgy4vaBajid MHKCKIUH 34 JICYCHUEC HA AJICPIrdUd — HE €
HU3BCCTHO JaJIn USI'CIltyMO)KC Ja OKaXe BIIMSAHUC BbPXY TAX.
e AKO cTe Ha M HAJ 65 roaAMHu — MOXKE 14 CTE II0-CKJIOHHU KbM I/IH(bCKLII/II/I.

AKO He CTe CUTYPHH JTaJTH HIKOE OT TOPeH30pOoeHUTE ce oTHACs 3a Bac, mochBeTBaliTe ce ¢ Bamms
nekap win (hapmareBT, npeau aa usnonssare Usrenty.

Hsikon nmanmeHTH noxy4aBaT qymyc-oJ00HU PeaKIiliy, BKIFOYUTEIHO KOXKEH JYITyC WK JTYITyC-
MoI00CH CHHIPOM, 10 BpeME Ha JICUCHHUETO C yCTeknHyMal. ['oBopere ¢ Bamms ekap He3abaBHO, ako
MOJYYUTE YSPBEH, HATUTHAT, JIFOLICI] & OOPUB, MOHSAKOTA C MO-ThbMHH MPAHUIIN, B U3JI0KEHUTE HA
CITBHIIE YYACTBIIM HA KOXKaTa WK OOJIKU B CTABHTE.

CopaeyeHn uHGAPKT M HHCYJIT

WUndapkr u uHCYnNT ca HaOMIOAaBaHM B MPOYYBaHE NPH MALMEHTH C ICOPUA3UC, JIEKYBaHH C
ycTrekuHyMa0. Bamust gexap pegoBHO e IpoBepsiBa PUCKOBUTE (HAaKTOPH 33 ChbPAEUHO 3a00JIsIBaHE U
UHCYAT Tpu Bac, 3a ma ce yBepu, 4e Te ce JieKyBaT Mo moaxoxasn] HauuH. [loTbpcere MemuIMHCKa
moMoII He3abaBHO, ako MoMyduTe 0oJiKa B I'BPAWTE, CIa0OCT MM HEOOWYallHO ycellaHe OT eJHaTra
CTpaHa Ha TSUIOTO, YBUCBaHE HA JIMIIETO WJIM TOBOPHHU MJIM 3PUTEIHU CMYILECHHS.

Jlena v roHOIIN

USI‘el’ltYB OpEABApPUTECIIHO HAITBJIHCHA MMHCAJIKa HE CC IMMPCIIOPBHYIBA 3a yHOTpe6a Inpu Ae1a 1 FOHOIIN
oona 18-FO,Z[I/IH_IHa BB3PACT € ICOpHUA3UC, 3alIOTO HE € MPOYYBAH B Ta3W Bb3PaCTOBA IrpyIia. Bwmecto
TOBaA IIpHU JAC1a Ha B3pacT 6 1 oseye TOAWHHU U IOHOMIU C IICOpUasuc Tp516Ba Ja Cc€ U3I10J13Ba
OPpEABAPUTCIIHO HAITBJIHCHA CIPUHIIOBKA UJIN q)HaKOH.

UsrentyHe ce mpenophyBa 3a yrmoTpeda mpH era U I0HOIIH 1Moy, 18-roaumrHa Bs3pacT ¢ IICOpHaTHIEH
aptput wim 6onect Ha KpoH, Thil KaTo He € IPOydYBaH B Ta3u BH3pacTOBa Ipylia.

Apyru gekapcrBa, Bakcunu U Usrenty

HNudopmupaiitre Bamms nexap wim papmareBT:

e AKo mpuemare, HACKOPO CT€ MTPHEMaH WIH € Bh3MOXKHO J]a IpUeMare APYTH JIEKapCcTBa.

e Axo Hackopo Bu e npaBeHna unu rianupare Aa Bu ce npasu BakcuHanus. Hsikou BugoBe
BaKCHHHM (3KUBHM BaKCHHH) HE TpsIOBa Ja ce ImpuJjiarar, Jokaro ce u3nomnssa Usrenty.

e Axo cre nonyvaBanu Usrentyrno BpeMe Ha OpeMEeHHOCTTa CH, TPsAOBa /1a KaXxeTe Ha JieKaps Ha
Bamero 6e6e 3a neuenueto ¢ Usrenty, mpeau TO J1a TOJTyYH KaKBaTO U J1a € BAKCHHA,
BKJTFOUHTEITHO JKUBH BakcHHH, KaTo BIDK BakcwHa (M3m013BanHa 3a mpeana3BaHe OT
TyOepKkyso3a). J)KuBute BakCHHU HE ce MpenophruBaT 3a BamieTo 6ebe mpe3 mppBUTE ABAHAAECCET
Mecela ciiell pakJaHeTo, ako cTe noxydaBany Usrentyno Bpeme Ha OpeMEeHHOCTTa, OCBEH aKo
nekapsT Ha Bamrero 6ebe He mpenopbya Ipyro.

BpeMeHHOCT U KbpMeEHe

e Axo cTe OpeMeHHa, CMATaTe, Y€ MOXKE Jla CTe OpEMEHHA WX TTAHUPaTe OPEMEHHOCT,
MochBETBalTe ce ¢ Bamus nekap, npeau ynotpedara Ha TOBA JIGKAPCTRBO.

e He e HaOmroaBaH MO-BUCOK PHUCK OT BpojeHU nedektu npu 6ebeta, nznoxeHu Ha Usrentys
yTpobata. [lanauTe oT ymorpedara Ha Usrentynpu OpeMeHHHU KeHH 00ade ca OTpaHUICHH.
[opanu ToBa e 3a nmpeanovYnTaHe aa ce n3osarea yrnorpedara va Usrentyno Bpeme Ha
OpeMEeHHOCT.

e AKo cTe eHa C JISTepOJICH MOTSHIINAJ, KEJIATSITHO € Ja He 3a0peMeHsIBaTe U TpaOBa J1a
M3II0NI3BATE TTOIXOIAIN METOJI 32 KOHTpALIEMIH, JokaTo u3non3sare Usrentyn mone 15 cenmuiu
Clie/l IoCIeJHOTO punarane Ha Usrenty.

e Usrentymoske Jia IpeMHHE Mpe3 IUIalleHTaTa B HEpOJIeHOTO 0ebe. AKO cTe MoTydaBan
Usrentymo BpeMe Ha OpeMeHHOCTTa cH, Baiieto 6e0e Moke J1a MMa MO-BHCOK PUCK OT
H(pEKIHs.

e BaxHo e Ja yBegoMuTe iekapure Ha Baieto 0e0e 1 Ipyru MeMIMHCKY CIECIUATNCTH, aKO CTe
nosrygaBanu Usrentymo BpeMe Ha OpeMEHHOCTTa, peau 0e0eTo a oTydn KakBaTo | 11a €
BakcuHa. JKuBu Bakcuan kato BIIDK BakcuHa (M3mos3Bana 3a mpeama3Bane OT TyOepKyio3a) He
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ce mpemnopbyBar 3a BameTo 6e6e npe3 mbpBHUTE ABaHAIECET Mecela ciiel] paKIaHeTo, aKo CTe
noxyuaBanu Usrentyno Bpeme Ha OpeMEHHOCTTa, OCBEH aKo JIeKapsT Ha Bamero 6ebe He
mpernopwya ApyTo.

e VYcreknHymMab MoKe J1a IpeMUHE B KbpMaTa B MHOTO MaJIKi KojudecTBa. [lochBeTBaiite ce ¢
Bamms nekap, ako KbpMUTE WK IUIaHUpaTe Ja Kbpmute. Bue u Bammst nexap TpsoBa na
pewmTe f1any TpsAOBa Aa KbpMUTE WM 1a u3nosssare Usrenty- He IpaBeTe U IBETE.

IModupane u padora ¢ MAIIUHU
UsrentyHe MOBJIUSBA HIIH MOBIHsIBA MPEeHEOPEKMUMO crtocoOHOCTTA 3a modupane u padoTa ¢ MalllHU.

Usrentycbabpaxa noaucopoar 80 (E 433)

Toga nekapctBo chabpka 0,04 mg mommcopodat 80 (E 433) BB Beska 90 mg/1 ml mpenBapureaHo
HaIbJIHeHA MUCAJIKA, KOeTO ¢ ekBuBayieHTHO Ha 0,04 mg/0,5 ml (0,0004 mg/kg/nen). [Monucopbature
MOTraT Jla IPUYHHAT AJICPTUYHH PeaKIuu. YBenoMere Bars nexap, ako UMaTe W3BECTHH aJIePTHU.

3 Kak na nznossBarte Usrenty

Usrentye nipeiHa3HaueH 3a ynoTpeda 1Mo prKOBOACTBOTO U HAOIIOJICHUETO Ha JIEKAp C OIHT B
JIeYeHHEeTO Ha 3a00JIsIBaHMs, 32 KOUTO € npenHa3HadeH Usrenty.

Bunaru n3non3BaiiTe ToBa JIeKapcTBO TOYHO KakTo Bu e kazan BamusT nekap. AKo He CTe CHTYPHH B
Helo, nonuTaite Bammus nexap. [lochBeTBaiiTe ce ¢ Bamms exap 3a ToBa, kora 1ie Bu ce nocraBsr
WHXXEKIMUTE U KOra I ca CIEABAIIUTEe KOHTPOJHU MPETICAN.

KaxkBo koanuectBo Usrentyce npusiara
Bammsr nexap mie pemm kakBo KomdecTBo UsrentyTpsioBa ja U3MOI3BATE U 32 KAKbB MEPHOJT OT
BpeEMe.

Bn3pacTau Ha ¥ Haja 18 roquHu

Icopua3uc nian ncopuaTuyeH apTpuT

e [Ipenoppuurennara HavaiHa go3a e 45 mg Usrenty. [lammenTu ¢ termo Han 100 xunmorpama (kg)
MOXe€ J1a 3armovyHar ¢ go3a ot 90 mg Bmecto 45 mg.

e (Crnen HavaiHaTa 03 LIe IOJYYHUTE cleBalaTa 103a 4 ceIMHUIU T0-KbCHO U cJie]] TOBa Ha
Bceku 12 cemmunu. CreaBamuTe 1031 OOMKHOBEHO ca ChIMUTE KaTO HaYalHaTa J103a.

Boaect na Kpon

e [lo Bpeme Ha siedennero BamusaT nexap mie Bu npunoxu mppBata /103a OT NPUOIUZUTENHO 6
mg/kg Usrentyupes KalikoBO BIMBaHE BbB BeHA Ha pbKaTa (MHTpaBeHO3Ha nHQY3us). Cnen
HayaJHaTa Jo03a Iiie Moay4yuTe ciaeasamara 1o3a ot 90 mg Usrentycnen 8 cenMuuu, ciesl ToBa Ha
BCEKH 12 cenMumm uype3 HHKEKITUS 0T KoxaTa (ITOAKOKHO).

e [lpu HsIKOU MalMEHTH, CJIe] TbpBaTa MoaKoXkHa uHxekius, 90 mg Usrentymoxke aa ce mpuiiara
Ha BcekW 8 cenmuny. Bammsit nekap mie pern kora TpsiOBa Jia MoJydyuTe clieiBaliara cu J103a.

Kak ce npusara Usrenty

e Usrentyce npuiara mmoj ¢opmMaTa Ha HHKEKITHIS 10T Koxkara (IToIK0KHO). B Havanoro Ha
Bamrero neuenune, UsrentyMoske J1a ce HHKEKTHPA OT JIEKap WK MEIUIIMHCKA CEeCTpa.

¢ Bue u Bamust nekap, obaue Moxe ga pemute, ye Bue camu Mmoxe 1a cu nmxekrupate Usrenty. B
TaKbB CIy4ai Ie mMpeMruHeTe 00ydeHUe Kak aa cu nHxkekTtupare UsrentycaMoCTOATEIHO.

e 3a ykazaHuA Kak Aa umkekTupare UsrentyBrkre " Yka3aHus 3a npuiiokeHHe" B Kpasi Ha Ta3u
JTUCTOBKA.

FOBOpeTe ¢ Bammus JICKap, aKO UMATC HAKAKBU BBIIPOCU OTHOCHO TOBA, KaK CaMH J1a TOCTABATE
HMHXXCKIUATA.

AKO cTe U3M0JI3BAJIM NOBeYe 0T He00X0AMMAaTa 1032 Usrenty
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AKO cTe U3MOJI3BAIN MITH ¢ca BU MPUIOXKIIH MOBeYe OT HeoOxoqumMaTa qo3a Usrenty, He3a0aBHO ce
HOCHBETBAMTE C JIeKap wiK (hapMmareBT. BuHaru HoceTe KapTOHEHATa OIIaKOBKa Ha JIEKAPCTBOTO ChC
cebe cu, 10pH U J1a € Impa3Ha.

AKoO cTe mpomycHaJu Aa u3noiassare Usrenty
AKO cTe IpoIyCHaIN 033, CBhpKeTe ce ¢ Bamms nexap unu dapmanest. He npunaraiite qoiina
71032, 3a Ja KOMIIEHCUpaTe [IPOoIlycHaTaTa 103a.

AKko cte cnipesin ynorpedara Ha Usrenty
He e omacuo ga cripete ymorpebara Ha Usrenty. Ako obade s cripete, Bammre cuMnToMu Moke 1a ce
BB300HOBSIT.

AKO UMaTe HSIKaKBHU JIOMBJIIHUTEIHN BBIIPOCH, CBBP3aHM C YIOTpebaTa Ha TOBA JICKApCTBO, MOMUTANTE
Bamms nexap wim papmareBT.

4 BB3MOKHU HeKeJTaHU peakiuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPCANU3BHUKA HCKCIIaHU PECaKIIUU, BBIIPEKU Y€ HC
BCCKHU I'M I1IOJTy4aBa.

CepHO3HM HeKeJTaHW PeaKiuu
Hsikon maupeHTH MOXe a UMaT CEpPHO3HU HEXXEJaH! Peakiy, IPH KOUTO JIa ce Hajlara CIeIHO
JeYeHHE.

AJIepruyHM peakiuy — MOKe 1a H3UCKBAT crieliHo JedeHne. Mudgopmupaiite Bamus nekap uian
He320aBHO MOTHbpPceTe CIelIHa MeJUIMHCKA MOMOIL, AKO0 3a0eJIe;KUuTe HAKOH OT CIeJHUTe
NpU3HAIMN.
o CepHO3HUTE alleprUYHK peakiuy (aHaduIakcus) ca peliku IpHu Xopa, MPUEMaIlld YCTCKHHyMa0
(morat ma 3acernar g0 1 ma 1 000 mymm). Ilpu3HanuTe BKIIOYBAT:
O 3aTpyAHEHO JWIIAHE HIIH MPEerIbIIaHe
O HHUCKO KPBBHO HaJISITaHE, KOETO MOJKE J1a MPUYMHU 3aMastHOCT MITH CBETOBBPTEX
O TOJyBaHE Ha JIUIETO, YCTHHUTE, yCTaTa WU T'bPIOTO.
e UecTHTe nMpU3HALM Ha alleprHYHA PEaKIUs BKIIOYBAT KOKEH OOPHB U ypTUKapHs (Te MOXKe Jia
3acertar g0 1 Ha 100 gymm).

B peaxu ciaydan ce cho01maBa 3a ajepruuHy 0eJ10ApOOHN peaKkuM M Bb3NAaJieHne Ha OesnTe
Apo0oBe NPHU NALMEHTH, KOUTO MOJYy4aBaT yCTeKMHYMa0. YBeaoMere He3a0aBHO Bamus aekap,
aKo MoJy4uTe CHMITOMH KaTo KalLIMIA, 3aAyX U BUCOKA TeMIepaTypa.

AKO TIOJTy4HTe CeprO3Ha allepriudHa peaknus, Bammsar nekap Moxe J1a pemim, 4e He TpsoBa 1a
n3nonszeare UsrentyOTHOBO.

HNHdexnun — Moxke 1a M3UCKBAT CIICLIHO JieYeHHe. YBeaoMeTe Bamust Jexap He3a0aBHO, aKO
3aleJieskuTe HAKOM OT CJIeAHUTE MPU3HALM.

e pH}EKIUHUTEe HAa HOCA WM TBPIIOTO U IIPOCTyAaTa ca yecTu (Moxe 1a 3acerHat 1o 1 Ha 10 mgymm)
e TpBIHUTE WH(pEKINN ca HedecTH (Moxe fa 3acerHar 1o 1 Ha 100 mymm)

e  BB3MAJICHHETO HA NMOJKOXKHATA ThKaH (LEJIyJIUT) € HedecTo (Moxe na 3acerHe 1o 1 Ha 100 mymm)
e xepmec 30cTep (Bua 00Je3HEH 0OpUB C MEXypH) € HedecT (Moxke ja 3acerre Ao 1 Ha 100 gymm)

Usrentymosxe 1a Hamaiu criocobHoctTa Bu na ce 6opute ¢ undekiuu. Hakon nadekuun moxe na
CTaHaT CEPUO3HHU M Ja BKIIOUYBAT HH()EKLIUH, IPUYNHEHN OT BUPYCH, M'BOMYKH, OaKTepun
(BKITFOUMTETHO TYOEpKYJI03a) HITH Mapa3uTH, BKIFOYUTEITHO WHPEKIINH, KOUTO BH3HUKBAT MTPEITUMHO
IIpH XOpa ¢ oTciadeHa UMyHHa cucTeMa (OMopTIOHUCTHYHH HH(pexkmn). [Ipu manyeHTH, mosydaBaiiu
ycTeknHyMa0, ce cho0IIaBaT ONOPTIOHUCTUYHN HH(PEKIINH Ha MO3bKa (eHLe(haTuT, MCHUHTUT),
OenmuTe TPOOOBE U OUHTE.
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TpsbBa na ciequre 3a mpu3Hany Ha HHQeEKws, JokaTto m3non3eate Usrenty. Te BkirtouBar:
BHCOKa TeMIIEpaTypa, TPUIIONIOJOOHN CUMITTOMH, HOIIIHO M3MOTSABaHe, 3aryda Ha Terio
YyBCTBO HA yMOpa WM 3a[lyX; YIIOPHUTA KalLTUIa

TOILIA, 3aUuepBeHa U O0JIe3HEeHA KOKa MM O0JIE3HEH KOKEeH O0pHB ¢ MeXypH

napeHe Mpu ypUHHUpaHe

Tapus

3pUTEITHO CMYIIIEHUE WK 3aryba Ha 3peHue

ri1aBoOore, CKOBAaHOCT Ha BpaTa, IyBCTBUTEITHOCT KbM CBETIIMHA, TaJeHe NI 00bPKaHOCT.

YBenomere HezabaBHO Bamms nekap, ako 3a0enexuTe HIKOW OT Te3u Npu3Hauu Ha nHpekuus. Toa
MOJKe J1a ca MPpU3HALIU Ha HHPEKIUH KaTo IPhIHA HHOEKINU, KOKHE HHPEKIMU, XepIec 30CTep WIn
OTIOPTIOHUCTHYHN HH(EKINH, KOUTO MOTAT J1a IOBEAAT 10 CeprUo3HH ycioxHeHus. Madopmupaiite
Bamms nekap, ako nMare HIKaKBa yIiopuTa WIK OBTapsina ce HHdeknus. Bammuar nekap moxe na
peiy, ye He TpsAOBa Aa u3non3Bate Usrenty, nokaro nHexkuara He Obae n3nekyBana. ChlIo Taka
yBenomere Bammst gekap, ako nMare HIKaKBH OTBOPESHU MOPSI3BAHUS WM PaHU, T KaTO MOXKE Ja ce
UH(EKTUpAaT.

JlioneHe Ha KOKaTa — HHTEH3MBHOTO 3a4epPBsBaHe U JIOIIEHE HA KOKATA BBPXY MO-T0JISIMA
IUIOL OT TSJIOTO MOsKe /1a ca CUMIITOMH Ha ePUTPOAePpMHUYeH NMCOPUA3UC WIH eKcPOoTUaATUBEH
JAepMATHUT, KOUTO Ca CePUO3HU KOKHM 3a0oasiBanus. TpsidoBa He3a0aBHO 1a yBenomuTe Bamust
Jiekap, aKo 3a0eJiesKMTe HAKOI OT Te3Hu NMPU3HALN.

I[pyl"l/l HEKEJIAaHU pCaKIuu

YecTH HeKeTaHU peakiuu (Moke j1a 3acersar jo 1 Ha 10 qymm):
Huapus

T"anene

[ToBpbiiane

Ycemane 3a ymopa

Vcemane 3a 3aMassHOCT

I'nmaBoOomue

Cup0Oex (pypHTyC)

Bonku B repba, MyCKYyJTUTE UM CTABUTE
Br3maneHo repio

3auepBsaBaHe U OOJKa Ha MSACTOTO HAa MHIKEKTHPaHE
Wndexuus Ha curycure

HeuyecTu HexkeqaHu peaknuu (Moxe 1a 3acerHat 10 1 Ha 100 xymm):

3b0HU HHDEKIHUK

Barunanna reOndHa HHQEKIHS

Henpecus

3amyieH HOC WIH Xpema

KwpBene, nocuHsBane, BIBbpAsSBaHE, IOAYBaHE M ChbpOEK Ha MSICTOTO HA HHKEKTUPaHE

Ycemane 3a cnaboct

CrnamaHe Ha KJleniaya ¥ yBHCBaHE Ha MyCKYJIMTE Ha eIHATa MOJIOBHHA Ha TUIeTo ("' IHhieBa

napanu3a" win "mapanmsa Ha ben"), koeTo OOMKHOBEHO € BpEMEHHO

e lIpomsHa Ha IcOpHasuca ChC 3aUuepBsIBaHE U HOBH MAJIKH, XXBJITH HITH OEIH MEXYpPH IO KOXKaTa,
MTOHSKOTA MPUAPYKEHH C TeMIepaTypa (IIyCTyI03eH IICOPHa3uC)

e Jliomene Ha KokaTa (ekconmpaHe Ha KOXKaTa)

e AxHe

Penxu He:xenanm peakum (Mosxe ia 3acersar a0 1 Ha 1 000 gymm):
e 3ayepBsBaHE U JIIOIICHE HA KOXKaTa BBPXY MO-TOJISIMA TUIOII OT TSUIOTO, KOETO MOXKe Ja Ob/ie
CBHpOsITo Wik 60J1e3HeHO (eKChOIMaTUBEH nepMaThT). [10100HM CHMITTOMY TIOHSIKOTA Ce
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pa3BUBAT KaTO €CTECTBEHA MPOMSHA BHB BHJIa HA CHMIITOMHUTE Ha MCOPHA3UC (EPUTPOAECPMUYCH
TICOPHA3UC)

e Bwn3naneHue Ha MaJIKUTE KPHBOHOCHH CHIOBE, KOGTO MOJKE Ja JI0BEJIC 10 KOKSH OOPUB C MaJIKH
YEepBEHH WJIM JIUJIABH MOy THHH, TEMIIEpaTypa WK OOJIKU B CTABUTE (BaCKYIIUT)

MHoro peaku HexeJIaHu peakiun (Moxe aa 3acerrar a0 1 Ha 10 000 xymm):

e (OOpa3yBaHe Ha MEXypH 110 KOKaTa, KOUTO MOKeE Jia ObJIaT 3aU4epBEHH, CHPOSIIIN 1 OOJIE3HEHU
(O6ymnozen memdurony).

e Koxen ymyc wiy JIymyc-moo0eH CHHAPOM (YepBeH, HaIUTHAT, JIFOIIEI ce 0OpHB B
U3JI0’KCHHUTE Ha CIBHIIC YUaCThIIM Ha KOXaTa, KOMTO MOXeE Jla € IPUIPYKEH OT OOJIKU B
CTaBUTE).

Cho0maBaHe Ha HeKeJIAHHU PeakKINu

AKO TOIy4yHTe HAKAKBH HEXeJlaH! JIEKapCTBEHU PeaKIuy, yBegoMere Bamus nexkap mwim ¢papMarienT.
ToBa BKIIFOYBA ¥ BCHYKH BH3MOKHU HEOTIMICAHU B Ta3M JIUCTOBKA HEXEJaHH peakiui. MoxkeTe ChIIo
Jla ChOOIIHTE 32 HEXKETIaH! PEaKINK TUPEKTHO Ype3 HAIMOHAIHATA CUCTEMA 32 ChOOITaBaHe,
nmocoueHa B [Ipunoxxenne V. Kato cro0maBaTe 3a HeXEIaHU PEAKIIUN, MOKETE Aa JAJeTe CBOS
MIPUHOC 3a M0JTy4aBaHe Ha MMOBeue HHPOpPMAIIHI OTHOCHO 0€30MIaCHOCTTA Ha TOBA JICKapCTBO.

5 Kak na cexpansiBate Usrenty

e Jla ce cpxpaHsiBa Ha MSICTO, HEAOCTBITHO 3a JIela.

e Jla ce cpxpansBa B xuamuiauk (2°C—8°C). Jla He ce 3ampa3siBa.

e (ChwxpansBaiiTe MpeBAPUTEIHO HAITBIHCHATA IMHCATKA B KAPTOHEHATA OMAKOBKA, 3a J1a Ce
Mpenrnasu OT CBETINHA.

e AKo e He00XOANMO, OTICITHHUTE PEABAPUTEIIHO HAMIBJIHEHH nucainku Usrentymorar ia ce
CBhXpaHsBAT IMpH CTaifHa TemiepaTtypa a0 30°C eqHOKpaTHO 3a Iepuo ] MakcuMyM 10 30 1HU B
OpUTHHAIHATA KApTOHEHA OIMAKOBKa, 32 J1a C€ IPEANa3sT OT CBeT/IMHA. 3aluIlIeTe JaTaTa, Ha
KOSITO TIPEBAPUTEITHO HAIThIHEHATA MHCAJIKA € W3BaJIeHa 32 ITbPBU ITBT OT XJIAWIIHUKA U 1aTaTa
Ha U3XBBPIITHE HAa 0003HAaYCHNTE Ha KapTOHEHATa OMaKOBKa MecTa. JaTara Ha U3XBBPIIIHE HE
TpsiOBA /1a € CJIeI OPUTHHAIHIS CPOK Ha TOJHOCT, OTIIEUaTaH BhPXY KapTOHEHATA OMaKOBKa.
Crnen kKaTo BeTHBK MPEBAPUTEITHO HAITBIHEHATA MMHCANKa € OWila ChXpaHsABaHa Ha CTaifHa
temrrepatypa (mo 30°C), T4 He TpsiOBa 11a ce BpbINa B XJIATWIHUKA. M3XBBpIIETE IPEeIBaApUTEITHO
HaIbJTHEHATa MHICAJIKa, aKo HE CE M3I0JI3Ba CJie]l ChXpaHeHue P cTaifHa TeMIiepaTrypa B
pamMkuTe Ha 30 THU WK CIeA U3THYaHE HA OPUTHHAIHUSA CPOK Ha TOJAHOCT, B 32aBUCUMOCT OT
TOBa KOE€ OT JBETE HACTHITU MO-PAHO.

e He pasknamaiite npeaBapuTeHo HambliHeHaTa nucanka Usrenty. [IpoapmkureHoTO
EHEePrIYHO pa3KiallaHe MOXe J1a YBPeIH JIeKapCTBOTO.

He n3nos3Baiite T0Ba J1eKapcTBO:

e (Cren cpoka Ha TOJHOCT, OTOEJISI3aH BbPXY €TUKETa U KapTOHeHaTa onakoBka cien "[‘oxen mo:".
CpOKbT Ha TOJHOCT OTIOBaps Ha MOCIEIHUA ACH OT IOCOUYEHHS MECELl.

e AKO TEYHOCTTA € C IIPOMEHEH LIBAT, MbTHA WJIHM B Hesl ce 3a0e3BaT ITyBally 1yKI1 YaCTULIH
(Bmxre Touka 6 "Kax m3rnexxaa Usrentyn KakBO ChABpIKa OMakoBKara').

e AKO 3HaeTe WM CMsITaTe, 4e MOXKeE Aa € Ouiia U3JI0KeHa Ha EeKCTPEMHHU TeMIIepaTypH (Kato
VHIXACHTHO 3aMpPb3BaHEe MIU 3arpsBaHe).

e AKO NPOAYKTHT € OWJI eHEPTUYHO Pa3KIaTeH.

Usrentye camo 3a eIHOKpaTHa yrorpeba. Hen3moy3BaHusT MpoayKT, OCTaHAJ B IPEABAPUTEITHO
HaITbJIHCHATA IMCAaJIKa, TpSI6Ba Ja C€ U3XBBPJIIU. He I/I3XB’LpHﬂI71T€ JICKapCTBa B KaHAJIM3alusATa Uik B

KOHTCfIHepa 3a OUTOBU otmaabiy. Ilonurakite Bamms (I)apMaLleBT KakK J1a U3XBBPJIATC JICKAPCTBATA,
KOHMTO Bede He h3Ioia3Bare. Te3n MCPKH 1I€ CIIOMOIrHaT 3a OIla3BaHE Ha OKOJIHaTa cpe€aa.

6 Chabp:kaHHue HA OIAKOBKATA M JONNBJIHUTEIHA HH(pOpManus
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Kakso cbabp:ka Usrenty

e AKTHBHOTO BEI[ECTBO € YCTeKHHYMa0. Besika mpeiBapuTeTHoO HaTbITHEHA MUCcANIKa Chabpka 90
mg ycTrekuayMad B 1 ml.

e Jlpyrute cheraBku ca L-xuctuans, L-XUCTHINHOB MOHOXHUIPOXIIOPU MOHOXHIPAT,
nosmcopOar 80 (E 433), 3axaposza, HaTpueB XUAPOKCHI (3a Kopekius Ha pH), xmopoBogopoaHa
KHcenuHa (3a kopekuus Ha pH) 1 Bojia 3a MHKEKIUY.

Kak usraexaa Usrentyn KakBo ChAbp:Ka OMAKOBKATA

Usrentye 6ucTbp, 6e31uBeTeH 10 01eJ0XKbIT HHKEKIIMOHEH pa3TBop. JlocTaBs ce KaTo KapToHeHa
OITaKOBKa, ChAbprKaIia 1 eqHo030Ba, cThKICHa | ml mpeaBapuTeTHO HAIThIHEHA nHcaika. Beska
MIpeIBapUTETHO HAIThJITHEeHA MUcaiika chabpika 90 mg ycrekuaymad B 1 ml HHKXEKITMOHEH pa3TBOD.

IIpurtexaTes1 Ha pa3pelIeHNETO 32 yIOTPeda
Biosimilar Collaborations Ireland Limited
Unit 35/36 Grange Parade,

Baldoyle Industrial Estate,

Dublin 13, DUBLIN

Hpnanausa, D13 R20R

IIpoussogure.

Biosimilar Collaborations Ireland Limited
Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Hpnangus

3a HOMBIHUTETHA HHPOPMAIUSI OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHUS
MPECTABUTEN Ha MPUTEXKATEINS Ha Pa3pelieHUeTo 3a yrnorpeoa:

Belgié/Belgique/Belgien Lietuva

Biocon Biologics Belgium BV Biosimilar Collaborations Ireland Limited
Tél/Tel: 0080008250910 Tel: 0080008250910

Buarapus Luxembourg/Luxemburg

Biosimilar Collaborations Ireland Limited Biosimilar Collaborations Ireland Limited
Ten: 0080008250910 Tél/Tel: 0080008250910

Ceska republika Magyarorszag

Biocon Biologics Germany GmbH Biosimilar Collaborations Ireland Limited
Tel: 0080008250910 Tel.: 0080008250910

Danmark Malta

Biocon Biologics Finland OY Biosimilar Collaborations Ireland Limited
TIf: 0080008250910 Tel.: 0080008250910

Deutschland Nederland

Biocon Biologics Germany GmbH Biosimilar Collaborations Ireland Limited
Tel: 0080008250910 Tel: 0080008250910

Eesti Norge

Biosimilar Collaborations Ireland Limited Biocon Biologics Finland OY

Tel: 0080008250910 TIf: +47 800 62 671

EA\rada Osterreich

Biocon Biologics Greece MONOITPOZQITH Biocon Biologics Germany GmbH

LK.E Tel: 0080008250910
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TnA.: 0080008250910

Espaia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Laboratories Biogaran
Tél: +33 (0) 800 970 109

Hrvatska
Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

island
Biocon Biologics Finland OY
Simi: +345 800 4316

Italia

Biocon Biologics Spain S.L.
Tel: 0080008250910

Kvnpog
Biosimilar Collaborations Ireland Limited
TnA: 0080008250910

Latvija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romania
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Suomi/Finland
Biocon Biologics Finland OY
Puh/Tel: 99980008250910

Sverige
Biocon Biologics Finland OY
Tel: 0080008250910

I[aTa Ha MOCJICAHO NMpepasriiekjiane Ha JIMCTOBKaTa

IToapo6Ha wHGOpPMAITHS 32 TOBA JIEKAPCTBO € IIpeIoCcTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTa areHnus
10 JieKapcTBaTa https://www.ema.europa.ceu/.
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Yxa3zanus 3a ynorpeda
Usrenty(ycTeknHyMa0) MHKeKIHsl, 32 MOAK0KHO NPHJI0KeHHe B MPeIBAPUTETHO HATbJIHEHA
NUCAJIKA

ITpouerere Te3n YkazaHus 3a ynorpeda BCEKH IIbT, KOraTO M3IIOI3BATE MIPEABAPUTEIHO HAITBIIHEHA
nucanka Usrenty. BeamoxHo € 1a uma HoBa nHpopmanms. Tazu nadopmanms He 3aMecTBa pa3roBopa
¢ Bamms nexap otHOCHO Bamero MeAHIIMHCKO CHCTOSIHUE HITH JICUCHHUE.

Baxna nngopmanusi, KosiTo TpAOBaA 1a 3HaeTe npeau nHxkekTHpaHe Usrenty

e Usrentye ekapcTBO, OTITYCKaHO C pelenTa, KOeTo ce MHKEKTUPa MO KoxkaTa (TIOAKOXKHO) C
€IHOI030Ba TIPEABAPUTEITHO HAIThIIHEHA MHACANIKA.

e He m3non3BaiiTe MOBTOPHO MpeABApUTEIIHO HATbIIHEHA nucanka Usrenty. BuHaru usnonspaiite
HOBa MpeIBapUTEITHO HATbJTHeHa Mmucaika Usrenty3a BCska WHKEKITHSL.

e BammAr nexap MOXe J1a pemin, 4e OomHorIeqad Moxe n1a Bu moctass nmkeknuuTe y noma. Bue
u Bammsr GonHorenad TpsOBa qa Mmoay4ynTe 00y4eHUe 3a PaBUIIHUS HAYWH Ha TIPUTOTBSHE H
umxKekTupane Ha Usrenty, Ipeu Aa ro U3MOoJI3BaTe 3a IbPBHU ITBT.

e He cu mHXeKTHpaiiTe caMy WK Ha HIKOW JPYyT, JOKaTO BammsaT MeqUIIMHCKY CIIEIHATUCT HEe
Bu e nokazan kak ja usxexktupare UsrentynpaBuiiHoO.

e He usnon3BaiiTe npeaBapyuTeNHO HambIHeHa nucaiika Usrenty, ako € ¢ U3TEKbJ CPOK Ha TOJTHOCT
WM € TIOBpEe/IeHa.

e Ako no3ata Bu e 90 mg, me moyryunTe eaHa IpeIBapuTeIIHO HaTbJIHeHA TTucaika oT 90 mg.

HNudopmanus 3a cbXpaHeHue

J CexpaHsBaliTe IpeBapUTENHO HallbIHEHaTa Mucaika UsrentyB XIaJWIHUK TP TEMIepaTypa
Mexay 2°C u 8°C (36°F u 46°F).

. CoxpaHsBaiiTe IpeBapUTEIHO HallbJIHEeHaTa nrcainka UsrentyB opuruHagHaTa KapTOHEHA
OTIaKOBKa, 32 J1a 5 Mpena3uTe OT CBETJIMHA MPeH yrnoTpeoda.

J AKO e HeoOX0MMO, IPEABAPUTENHO HaTbIHEeHaTa ucanka UsrentyMoske a ce ChXpaHsBa
IpH cTaifHa Temnepatypa Mexay 20°C u 25°C go 30 nHu.

. He u3non3aiiTe npeaBapuTeIHO HabIHEHa nucanka Usrenty, ako € Onia ocTaBeHa Ha

cTaiiHa TemnepaTypa 3a noseue ot 30 guu. M3xBbpiere npeaBapuTeIHO Hal'bIHEHATA
nucanka UsrentyB KOHTEHHED 3a U3XBBPJISTHE HA OCTpH MpeaMeTH. BikTe crhrka 15 3a
noBeye HHPOPMAIHSL.

. He 3ampa3ssBaiite npenBapuTeHO HamrbJIHEHATa nucanka Usrenty.
. He pasknamaiite npeaBapuTeaHO HalrbJiHeHaTa nucaika Usrenty.
. [Tazere Usrentyn BCHUKH JIeKapcTBa Ha MSCTO, HEAOCTHIIHO 3a Jela.

Yacrtu Ha UsrentynpeBapuTe/HO HAbJIHEHA MHCATKA

Honr
Kanauxka npeanasuren Mpo3sopeuy 3a TAno Ha aBTOMHKEKTOpa
Ha wnata Habmogenue
N ey = =@ |
[pm—t — : ; ==
Wrna e
oTeBopa
_ Bmab 1200 —

durypa A
IMoaroroBka Ha Usrenty3a nH:xkeKTHpaHe
1. U3Bazere 1 npeABapuTeIHO HaMbJHeHa nucajaka Usrenty
W3Banere npensapuTenHo HambiIHEHaTa nucanka UsrentyoT KapTOHEHATa KyTH U s IOCTABETE BBPXY

9UCTa, paBHA MMOBBPXHOCT (BIKTE Durypa b).
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He usnonssaiite MpeIBapUTEIHO HAITbIHEHaTa nucainka Usrenty, aKko
KapTOHEHATa OMaKOBKa M3TJICKIA MOBPEICHA FITH aKO 3ale4aTBaHETO €
HapyIIECHO.

®urypa b

2. [IpoBepeTe npeaBapuTETHO HATbJIHEHATA nucaiaka Usrenty

e [IpoBepere mpenBapuTeIHO HammbIHEHATA nucanka Usrenty3a nmoBpeau (Buxte gurypa B).

He n3nomnssaiite NpeABapUTEIHO HallbIHEHATA

nucajka Usrenty, ako € ITIOBpeACHA.

J

npnaepere
3a noepega

- —
e
) o

®urypa B

3. IIpoBepeTte cpoKa HA TOAHOCT

e IIpoBepere cpoka Ha TOHOCT, OTIEUaTaH BhPXY €THKETa Ha MPEIBAPUTEITHO HAIThTHEHATA
mucanka Usrenty(Bmkre Durypa I).

He n3nonsBaiiTe npenBapUTEIHO HaITbJIHEHATA MHCATIKa
Usrenty, ako € ¢ U3TE€KbJ CPOK Ha TOJTHOCT.
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Mposeperte cpoKa Ha
rogHoCT, oTNe4YaraH

EBPXY eTUKETa

[_.

®@urypa I

4. OcraBeTe npeaBApPUTEJIHO HAITbJIHEHATA NUcaaka Usrentyaa ce 3aTOIJIH 10 cTaliHA
TeMmeparypa

e  Ako mpeznBapUTeNIHO HallbjIHEHATa nucaika Usrentye Ouila chXpaHsiBaHa B XJIaJUIHUKA, OCTaBETE

s Ia IpecTo okoio 30 MUHYTH, 3a 1a TOCTUTHE cTaiiHa TeMmnepaTypa. IHXeKkTupaHeTo Ha
CTYJICHO JICKapCTBO MOKe a Obae Oone3neHo (Bx. urypa /[I).

He 3aromursiite no apyr HauuH. Hanpumep, He s 3aToIuisiiTe B

MHUKPOBBJIHOBA QypHa, ropela Boia ik B OJIU30CT 10 APyTH
W3TOYHMI HA TOIUTMHA.

He cpamsiite Karadykara, JOKaTO HC CTC TOTOBH da MHKCKTHUPATEC.

@urypa [

5. Iloarorsere KOHCYyMaTUBHTE

L4 HOZLFOTBGTG CJICOHUTC NJOMBJIHUTCIIHN KOHCYMAaTUBU, KOUTO HE Ca BKIIIOYCHU B KapTOHCHATAa
OIIaKOBKa:

1 Kppnuuka cbe cnupt (Buwxre Gurypa E)
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®urypa E

1 Konreiinep 3a octpu otnaabiu (Bukrte ¢purypa X). Bmkre crpnka 15 32 Ykazanus kax 1a
M3XBBPIUTE U3IMIOJI3BaHATA TPEABAPUTEIHO HaMbJIHEHa mucanka Usrenty.

®@urypa K

1 MapJieH TAMIIOH WJIM IaMy4eH TaMIOH (BixTe durypa 3)

®@urypa 3

1 Jlnenenka (Bmwxre ¢urypa 1)

®urypa U
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6. IIpoBepeTe J1eKapCTBOTO

Cnen xaTo mpenBapUTENHO HAaI'bJIHEHATa mucanka Usrentyce 3aTOIUIN 70 cTaliHa TeMIeparypa,
NpoBepeTe JIEKapCTBOTO B Ipo3opena 3a HabmoaeHue (Bx. gurypa U). JlekapctBoTo TpadBa na
U3k a2 OUCTPO U OE3LBETHO /10 O1e10kKBITO. HOpManHo € 1a BUIUTe MaJIKU BB3IYIIHH MEXypUeTa.

He PI31'IOJ'I3B8.I>1T€, aKO JICKapCTBOTO € MBTHO, C IPOMCHCH LBAT
ChAbpiKa WJIN Ma I'OJIEMU YaCTULIU.

NeKapcTeBOTO B

nposopeLa 3a

_,_-{Tﬁbsepere BUAA Ha
HabnopgeHue

®urypa
7. A36epeTe MACTOTO HAa HHIKEKTHPaHe

[IpennaTa yact Ha 6eAPOTO (TIPENOPHUNTEIHO) WIIN
e oOmactTa Ha cToMaxa (KopeMa), Haii-MaJlko Ha 5 CM OT IThIIA.
e Axo Bamusr 6osHorinenay Bu nocrass nHKeKUUsITa, MOKETE /12 U3MOJI3BATE 1 BHHIIHATA
cTpaHa HA TOPHATA YacT Ha pbueTe (BikTe durypa K):

He HH)KCKTHpafITC B KOXXa, KOATO € YyYBCTBUTCJIHA, HACUHCHA, 3a4YCPBCHA, JIIOLICIIA
C€ UJIK TBBpAA.

He umxexTupaiite B 30HH ¢ Oene3n WU CTPUH.
Bunaru penysaiitTe (cMeHSITe) MecTaTa Ha HHKEKTHPAHE MEKAY MHKEKIHUUTE.

MsicToTo Ha HWHXCKTHPAHC Tpi[6Ba Ja € Ha ITOHC Ha 5 cMm ot IOCJICAHOTO MACTO Ha
HWHIKCKTHPAHC.

Hzrnep otnpep

A I

- ecTa 3a MHMEeKTUpaHe
ot bonHornepau

2
-\ \\ I
MECTa 23
CaMOHMHHERKTHUpaHe

®urypa K

8. U3muiiTe pbueTe CH M IOYUCTETE MACTOTO HA HHIKEKTHPAHE
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H3muiite 1o0pe pblieTe cu ChC CanyH U Boja (BmwxkTe durypa JI).

®urypa JI

IMoyucTeTe H30PAHOTO MSICTO HA HHKEKTHPaHe C KbPIMUYKA ChC cIupT (BKTE durypa M). Crexn
TOBAa T'O OCTABETE J]a N3ChXHE HA BB3IYX.

He nokocaiite, He AyXailTe U He pa3MaxBalTe pbKa
HaJ MICTOTO Ha MHXEKTHPAHe, e[ KaTo CTe ro
MTOYHCTHIIH.

@urypa M
HNuxxkexkTnpane Ha Usrenty
9. CpaJsieTe KanaykaTa Ha NpeIBAPUTEJHO HAITbJIHeHATA nucaaka Usrentyn s1 m3xpbpJiere
KaTo app:xuTe KOpIyca Ha IpeJBapUTeIHO HAITbJIHeHATA mucaiaka Usrentyc eqHara pbka,

U3MO0JI3BaliTe APyraTa pbKa, 3a 1a U3Ibpnare Kanmadkara Hanpaso (Buxrte purypa H).

H3xBBpJIeTe KamaykaTa Mpu OUTOBUTE OTITAIBITH.

He nocrapsiiTe kamaykara OTHOBO, TOBa MOK€ J1a IOBPE€AN CKpUTaTa Uria.

He noxocBaiiTe ®bITHS PEANA3UTEN HA UIJIaTa U HE TIOCTABSIHUTE MPBCTUTE CU
OJIM30 0 OTBOpA HA UTJIATA.

He uznomn3saiite MpEeABAPUTECIIHO HAITBJIHCHATA MMUCAJIKA, aKO 4 U3ITYCHCTC 0e3
Kalraykara.
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HUrnataes
oTBOpa

®urypa H
10. Io3uunoHupaiiTe NpeABapUTEHO HalbJIHeHATa Mucaaka Usrenty

Ilo3nnmonnpaiiTe NnpeABapUTEIHO HATBJIHeHAaTa MUcajJka UsrentyHa MOYHCTEHOTO MSCTO 32
HH)XEKTUPAHE.

ITocTaBere >XbIATHS TIPEIIIA3UTEI HA UTJIaTa HAa MPEABAPUTEIHO HAIMBIHEHATA MUCATKA IITHBTHO BHPXY
koxara (mog bl oT 90 rpagyca). YBepere ce, 4e BIDKAAaTe Mpo3operia 3a HaOmroieHue (BHKTe

¢durypa O).

MocraseTte
AaBTOMHMKEKTOpa Hapg
MACTOTO 3a MHXEKTMpaHe

®@urypa O

11. 3anoyHeTe HHKEKTHUPAHETO

3a 1a 3amo4YHeTe HHKEKTHPAHETO, MPUTHCHETE NMPeIBAPUTETHO HATbJIHEHATA MUCATKA
UsrentynmpaBo Hajiolry KbM Koxara (Bx. ¢purypa I1).

Ile uyeTre 1-BOTO MIpaKBaHe, KOTaTO MHXKEKTHPAHETO 3aM04He.
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HaTtucHeTe Hagony

leo wpaKkeaHe

<

J—
=
®@urypa II

12. 3aapbikTe

JpBiKTe MpeaBapuTEeTHO HABJAHEHATA nucaaka UsrentynpurucHaTa 10 KoxxaTa CH U
HaOmo1aBaiiTe mpo3operna.

IIpo3opensT 1ie cTaHe HANTBJIHO KBJAT (BHAKTe purypa P) u me uyere 2-po mpaksane. ToBa
MO:Ke 1a OTHeMe 10 15 cekyHan.

IagpesTe

2po
wpansane

HWwnraro Byraso zamen
npoIopeeTe
Npogensapaiine ga = —]
HATHCEATE e

®urypa P

13. M3uakaiite 5 cekyHau

[IpoasikeTe 1a TBP:KUTE NPEABAPUTETHO HATBIHEHATA MUCAJIKA U U3YaKaliTe 5 CEeKyHIH, CIIe]T
KaTo MMPO30PENbT CTaHe JKBJIT, 3a JIa € CHTYPHO, Y€ ISUIOTO JISKAPCTBO € MHXKEKTUPAHO (BUXKTE (pUrypa
O).
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HMavyaxadre 5 cekyHau

MNpogensagadTe 44
HATHCKATE

®urypa C
14. OTcTpaneTe NpeIBAPUTEHO HATBJIHEHATA MHACAIKA OT KOXKATa

e lloBmurHeTe nmpeaBapUTEITHO HATBIIHEHATA MTUcanka UsrentynpaBo Harope oT KokaTa (BUXKTe
¢durypa T).

e JKbaTusar npeanasuTen Ha WIIIATA e CEaKTUBUPA, 3a Ja ce PUKCHUpa Ha MACTO, MOKPUBANKH
uriaTta.

HbnTtarta Kanadka
3aKnw4Ba Mrnara

——

®urypa T
Cien MHKeKTHPaHe
15. U3xBBpJieTe H3NMOJI3BAHATA IPEIBAPUTEIHO HATbJIHEeHA Mucaaka Usrenty

e I3xBBbpieTe U3MO0JI3BaHATa NPEABAPUTEIHO HalbIHEeHa nucaika UsrentyB KOHTEHHeEp 3a
U3XBBPIISTHE HA OCTPH IpeaMeTH (BrxTe gurypa T).
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AKo HsIMaTe KOHTEeHHEp 32 U3XBBHPIISTHE Ha OCTPH MPEAMETH, , MOXKETE J]a M3M0I3BATe TIOMAIIeH
KOHTEHHED, KOWTO:

e ¢ n3paboTeH OT 3/1paBa MIacTMaca,

e MOXE JIa Ce 3aTBOPH C IUTHTHO IPHJICIIBAII, YCTOMYMB Ha MPOoOMBaHE Kamak, 6€3 1a € Bh3MOXKHO

OCTpUTE MPEeIMETH Aau3nagHar,

® CTOU M3MPaBEH U CTa0WIICH 110 BpeMe Ha ynorpe0a,

® ¢ yCTOHYMB Ha TEUOBE U

e ¢ IIPaBWJIHO €TUKETUPAH, 3a J1a MPEeIyIpekaBa 3a ONaCHU OTIAIbIN BHTPE B KOHTEHHEpA.

Koraro xoHTeltHepBT 3a U3XBBPISHE HA OCTPH MPEIMETH € TIOYTH ITbJICH, TPSAOBa J1a clieBaTe
MECTHUTE YKa3aHUATA OTHOCHO IIPABWIIHKS HAYUH 3a U3XBBPIIIHE Ha KOHTEHHEPa 3a U3XBbPJISIHE Ha
OCTpHU IpeaMeTH. Mojke 1a UMa IbpKaBHU MM MECTHHU pa3nopeady OTHOCHO HAYMHA, 110 KOHTO
Tps0Ba a U3XBBPIIATE U3II0JI3BAHHU UIJIH U CIIPHUHLIOBKH.

He u3xBbpisiite N3M013BaHMs KOHTEHHEP 332 OCTPH MPEIMETH B OUTOBUTE OTHAIBIIM, OCBEH aKO
MECTHHUTE yKa3aHUATA HE MO3BOJISBAT TOBA.
He penuxnupaiite U3M0JI3BaHUS KOHTEHHED 3a U3XBBPJISIHE HA OCTPU NPEIMETH.
16. IlpoBepeTe MICTOTO HA HHKEKTHPaHe
e AKO MMa KbpPBEHE Ha MSCTOTO Ha MHXXEKTHPAHE, MOJKETE A3 IPUTUCHETE IIaMy4eH TaMIIOH WX

MapJst BbPXY MsICTOTO Ha HHXeKTupaHe (B mxte durypa D).
e AKO € HeOOXOMMO, MOXKETE J1a IOKPUETE MSCTOTO Ha MHXKEKTHPAHE C JICTICHKA.

@urypa ®
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