INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Tremfya 100 mg nHXEKIMOHEH Pa3TBOP B NPEABAPUTEIHO HAITbIHEHA CIIPUHIIOBKA
Tremfya 100 mg OnePress HHXEKIIMOHEH pa3TBOP B MPEABAPUTEIHO HATBIIHEHA MUCATTKA
Tremfya 100 mg PushPen nrxeKiinoHeH pa3TBOpP B IIPEIABAPUTEIHO HAIIbIHCHA ITUCAIKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tremfva 100 mg MHXCKIWMOHCH Pa3TBOP B IPCABAPHUTCIHO HAITBJIHCHA CITPUHITIOBKA

Besika npeaBapuTeIIHO HAITbJIHEHA CIIPUHIIOBKA Chabprka 100 mg rycenkymab (guselkumab) B 1 ml
pasTBoOp.

Tremfya 100 mg OnePress HHKEKIIMOHEH PAa3TBOP B IIPEABAPUTEIHO HATBIHEHA THCAJIKA

Bceska npeaBapuTenHo HambiIHEHa nucanka ceabpxka 100 mg rycenkymad (guselkumab) B 1 ml
pasTBOp.

Tremfya 100 mg PushPen nHKEeKIIMOHEH pa3TBOP B IIPEABAPUTEIHO HATBLIHEHA TACAIKA

Bcesika npeaBapuTelIHO HabJIHEHA Mucaika ceabpika 100 mg rycenkymab (guselkumab) B 1 ml
pasTBop.

I'ycenkyma0 e m31iss10 yoBemky uMyHormooymuH G1 gam6mna (IgG1A) MOHOKIIOHATHO aHTHUTSIIO
(mADb), mojry4eHo B KJISTKH OT stiiuHuIM Ha KuTaiicku xamctep (CHO) upe3 pekombunantHa JJHK

TCXHOJIOTHUA.

3a IBJIHUA CITMCHK HA IIOMOIIHUTE BEIlECTBA BIHKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

UmxekunoHneH pa3TBop (MHKEKIINs)

Pa3TBOpBT € OUCTBp M OS3LBETEH 10 CBETIOKBIT ¢ 1iesieBo pH 5,8 v npuOIu3uTeeH 0CMOIapUTET
367,5 mOsm/I.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHU MOKA3AHUS

IInakoB ncopuasmc

Tremfya e moka3zas 3a JiedeHUe Ha YMEPEH JI0 TeXKbK IUIAaKOB IICOPUA3KC TIPU BB3PACTHHU, KOUTO ca
MOJIXOIAIIN 33 CUCTEMHA TEPAITHSL.

IlcopuaTnueH apTpuT

Tremfya, npunoxeH caMOCTOSTEIHO WK B KoMOuHaius ¢ metorpekcat (MTX), e moka3zan 3a
JIeueHUE Ha aKTUBEH IICOPUATHYEH apTPUT NIPYU Bb3PACTHU IALMEHTH, KOUTO HE ca C€ MOBJIUSIIN
JOCTaTh4HO WX Ca IPOSIBUIIM HEIIOHOCUMOCT KbM IIpEIIEeCTBalla Tepanys ¢ MOAUGHUIIMPALIO
Oonectra antupeBMaTHyHO JiekapcTtBo (DMARD) (Bx. Touka 5.1).



Ynepo3eH KOJIUT

Tremfya € MMOKa3aH 3a JICYCHUC Ha Bb3PACTHU NMAIIMCHTH C YMCPCH 10 TCXKBK aKTUBCH YJILICPO3CH
KOJIMT, KOUTO HE Ca CC NOBJIUAIIN JOCTATBYHO, BEYC HC CC MOBJIMABAT UJIU Ca IIPOABUIIN HCIIOHOCUMOCT
KbM CTaHAapTHaTa Teparua Ujin OHOJIOTUYHO JICUCHHE.

Bonecr Ha Crohn

Tremfya e moka3zas 3a JiedeHUe Ha Bb3PACTHU MAIMEHTH C YMEepeHa JI0 TeXKa akKTUBHA 00JIeCT Ha
Crohn, KOUTO HE ca ce MOBJIUIN J0CTATHYHO, BeUe HE CE€ MOBIUABAT UM Ca MPOSBIIN HETOHOCHMOCT
KbM CTaHJAPTHATA TePANus WK KbM OHOJOTHYHO JICUCHHE.

4.2 Jlo3upoOBKa M HAYMH HA NMPUJIOKEHHE

To3u nexapcTBeH MPOAYKT € MpeIHa3HaueH 3a yrnoTpeda moja pbKOBOACTBOTO U HAOIIOIEHHUETO HA
JIeKap ¢ ONMHUT B AUArHOCTHIIMPAHETO U JICUEHUETO Ha 3a00IIIBaHUATA, 32 KOUTO € TIOKa3aH.

2 !03I/I|20BKa

Ilnaxos ncopuazuc
IIpenoppuutennara go3a e 100 mg, npunoxkena upe3 noakoxHa nmkekus Ha Ceaqmunu 0 u 4,
MTOCJICIBAHO OT MOAIBPIKAIIa 1032 Ha BCEKH 8 ceaMUItH (q8w).

TpsiOBa 1a ce OOMHUCITN IPEYCTAHOBSIBAHE HA JICYCHUETO MPH MAIUEHTH, KOUTO HE Ca CE MOBIIUSIH
cien 16 ceqMHUIIM Ha JICYECHUE.

Tlcopuamuuen apmpum

IIpenoppuutennara go3a e 100 mg, npunoxkena upe3 noaxkoxHa nHxekuus Ha Ceaqmuny O u 4,
MOCJICIBAHO OT MOIBPIKaIa J03a Ha Bceku 8 ceamutty. [Ipy marueHTH ¢ BUCOK PUCK OT YBPEKIaHE
Ha CTaBHUTE CHIOpE] KIMHUYHATA TIPElIieHKa MOXe Jla ce 0OMucCH mpriarane Ha no3a 100 mg Ha Bcekn
4 cemmury (q4w) (Bx. Touka 5.1).

TpsiOBa 1a ce OOMUCIIU MPEYCTAaHOBSIBAHE HA JICYCHUETO MPH MAIUCHTH, KOUTO HE Ca CE MOBJIHSIH
cien 24 ceqMULIM Ha JIEYEHUE.

Yayeposen xonum

[Ipenopbunrennata HHAYKIHOHHA 1032 € 200 mg, mpuitokeHa ype3 UHTpaBeHO3Ha UH(y3us Ha
Cenomuua 0, Cenmuua 4 u Ceamuua 8. Buocme KXI1 na Tremfya 200 mg xonyenmpam 3a ungy3uonen
Dpasmeop.

Crnen mpuUKITIOYBaHE HAa CXeMaTa ¢ HHAYKIIMOHHATA 71032 MPETophIATEIHATA TIOIbPIKaIla 1034,
3anoyBamia Ha Ceamuna 16, e 100 mg, mpuniarana upe3 MoAKOKHA WHKEKIUS HAa BCEKU 8 CEIMUITU
(q8w). AntepHaTHUBHO MPH MAIIUCHTH, KOUTO HE IMOKAa3BaT JOCTaThYHA TEPANCBTUYHA MOI3a OT
WHAYKIIMOHHOTO JIEUEHUE CIIOpe]] KIIMHUYHATA TPEleHKa, MOXKe J]a c& OOMUCIH MOAAbpIKaIia 1033 OT
200 mg, mpuiaraHa 4pes3 MmoJAKOKHa HHXKEKIUS, KaTo ce 3amoune oT Ceamuna 12 u cines ToBa Ha
Bceku 4 ceamuim (q4w) (Bk. Touka 5.1). 3a dozama om 200 mg susxcme KXII na Tremfya 200 mg
UHICEKYUOHEH PA3MEOp.

HNmyHOMOMyIaTOpUTE /WM KOPTHKOCTEPOUANTE MOXKE J]a C€ MPOABIIKAT [0 BpeMe Ha JICYEHUETO C
rycesnkyma0. [Ipu nanneHTH, KOUTO ca ce MOBIUSUIN OT JIEUYEHUETO C IyCelIKyMal, KOPTUKOCTEPOUIUTE
MOJKE J1a C€ HaMaJIAT WM Jia C€ CIIPaT B ChOTBETCTBUE ChC CTAHAAPTHOTO JICYECHHE.

Tps0OBa 1a ce OOMUCITU MPEYCTAHOBSIBAHE HA JICYCHUETO TIPH MAI[UCHTH, KOUTO HE Ca IMOKa3aaH JaHHU
3a TepalleBTHYHA 110J13a ciea 24-CeIMUIHO JICUCHHE.



bonecm na Crohn

[penopbuBa ce HIKOS OT CICTHUTE JIBE MHYKIIMOHHU JIO3H:

. 200 mg, npuokenn upe3 nHTpaBeHo3Ha nHPy3usa Ha Ceamuna 0, Cenmuria 4 u Cenvuna 8.
Buosicme KXII na Tremfya 200 mg konyenmpam 3a uH@y3UOHeH pazmeop.

win

o 400 mg, MpUIIO’KEHU Ype3 MOAKOKHA HHXKEKIUS (TIPIIIOKEHU KaTO JIBE ITOCIIEA0BATEITHA
nmkeknyn oT 200 mg Beska) Ha Ceqmuna 0, Cenvuna 4 u Ceamuria 8. Busieme KXII na
Tremfya 200 mg unocexyuonen pasmesop.

Crnen npuKIIOYBaHe Ha cXxeMaTa ¢ HHIYKIIMOHHATA /1032 MPEMopbhUNTEIHATA MTOIbpIKaIla 1034,
3anouBaiia Ha Ceamura 16, e 100 mg, mpuiarana ype3 MoIKOKHA HHKEKITHS Ha BCEKH 8 CEIMUITH
(q8w). AnTepHaTHBHO TIpH MAIUEHTH, KOUTO HE MOKAa3BaT IOCTAThYHA TePANleBTHUYHA 110132 OT
WHAYKIIMOHHOTO JICUYeHHUE CIIope ] KIIMHUYHATA MPEIeHKa, MOXKE Ja C€ OOMICIH IO IbprKAIla 1033 OT
200 mg, mpuiarada 4ype3 IoIKOYKHA HHKEKIIUSA, KaTo ce 3anmoune ot Cenmuma 12 u ciex ToBa Ha
Bceku 4 cenmunu (q4w) (Bx. Touka 5.1). 3a oosama om 200 mg euscme KXII na Tremfya 200 mg
UHIICEKYUOHEH PA3MEOp).

HmyHOMOIyIaTOpUTE /UM KOPTUKOCTEPOUIUTE MOXKE Ja Ce MPOABIDKAT M0 BpeMe Ha JISYEHUETO C
rycenkyma0. [Ipy naumeHTn, KOUTO ca ce MOBIMSUIN OT JICYEHUETO C IyCeKyMad, KOPTUKOCTEPOUANTE

MOXE€ Ja C€ HaMaJIAT UK J1a C€ CIIpaT B CbOTBETCTBUC CbC CTAHAAPTHOTO JICUHCHUC.

TpHGBa Ja ce oomucIn MPEYyCTaHOBABAHE Ha JICYCHUETO ITPU MAUCHTHU, KOUTO HE Ca IMOKa3aJikn JaHHU
3a TE€pareBTUYHA I10J13a CJICT 24-C€I[MI/I‘IHO JICYCHHUC.

IIponycHara io3a

AKo e TIporrycHaTa 1032, TS TpsiOBa 11a OblIe MPIIIOKeHA Bb3MOXKHO Hail-ckopo. Cren ToBa
MPUIIOKEHUETO TPIOBa Jia ce Bb30OHOBH B PEJIOBHOTO TUIAHUPAHO BpEMeE.

CrelyaiHy MOMyIallin

Cmapuecka 6v3pacm

He e HeoOxoammo kopurupane Ha go3ata (BK. TOUka 5.2).

Vma orpanndena na$opMarys 3a Jula Ha Bb3pacT > 65 roJMHU 1 MHOTO OTpaHHYeHa HHpOpManus 3a
MAIMEeHTH Ha Bb3PacT > 75 roauHu (BXK. TOUKa 5.2).

bvopeuno unu uepnodpobmno yepescoane

Tremfya He e mpoydYBaH NMpH TE3M MOIyJIAIMY MalMeHTH. [lo MpUHIKIT He ce o4aKBa Te3H
3a00JsIBaHMs /12 TIOBJIMSAT 3HAYUTEIHO (DapMAaKOKMHETHKATa HA MOHOKJIOHAJTHUTE aHTUTEIA 1
KOpPEKLUH Ha J103aTa He CE CUMUTAT 332 HEOOXOAMMU. 3a JOIBbIHUTEIHA HHPOPMALIUS OTHOCHO
SIMMUHHUPAHETO Ha TYCelKyMal BHXKTE TOYKa 5.2.

Tleouampuuna nonynayus
be3zonacHocTTa u ehukacHocTTa Ha Tremfya npu fena v roHOIIM Ha Bb3pacT noj 18 ronuHu He ca

yCTaHOBeHHU. JIUIcCBaT JaHHU.

Hauwnn Ha npuioxeHue

Camo 3a MOAKOXHO IMPUJIOKCHUC. Mecrara 3a HWHXXCKTHUPAHC BKJIIFOUBAT KOpEMa, 6CI[p0TO H 3aHaTa
HaCT Ha MUIIIHUIIaTa. Tremfya HC Tpﬂ6Ba Ja CC UHIKCKTHPA B O6J'IaCTI/I, KbIACTO KOXKaTa € 60J'Ie3HeHa,
HaCHWHCHA, 3a4C€PBC€HA, BTBbPACHA, YIUNIBTHCHA WX JCCKBaMHUpaHa. ITo BE3MOKHOCT KOXKHUTE
y4aCTblU C U3SBCH IICOPUA3UC TpSI6Ba Ja ce M305rBaT KaTO MECTa Ha HWHKCKTHUPAHC.

Cren momxo im0 00y4ueHue 3a TEXHUKATa Ha MMOAKOKHO WHKEKTUPaHE MAIMEeHTHTE MOTaT CaMH Jia CH
umwkekTupaT Tremfya, ako jgekap peliu, e ToBa € MmoaxoA1o0. Jlekapsar odade TpsOBa 1a oCUrypu
MIOJIX OIS0 METUITMHCKO TpOCiie/siBaHe Ha narpeHTuTe. [lanmenture TpsOBa J1a ce MHCTPYKTHPAT J1a



WHXEKTHPAT ISUIOTO KOJUIECTBO Pa3TBOP CIIOPEN ,,Y KazaHUATa 3a yrnoTpeda“, Mpe1oCTaBeHH B
KapTOHEHaTa OTaKOBKa.
3a yKa3aHus 3a IPUTOTBSIHE Ha JCKAPCTBEHUS MIPOAYKT NPEIU MPUIIOKEHHUE BIKTE TOUKa 6.6.

4.3 IIpoTuBOMOKA3aAHUA

CepuosHa CBPBXYyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MIIM KbM HSAKOE OT IOMOIIHUTE BEILIECTBA,
n30poeHu B Touka 6.1.

Knuan4yHo 3HaYMMHK aKTHBHU MH()EKUWH (Hamp. aKTUBHA TYOEepKyJ103a, BK. Touka 4.4).

4.4 Chenuananu npeaynpesaeHus: U NpeANna3sHl MepKH NPU ynoTpeda

IIpocnenumoct

3a fma ce moIo0pu MPOCIETUMOCTTa Ha OHOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U TAPTHIHUAIT
HOMEp Ha MpIJIaraHus IPOIYKT TPsAOBa SICHO J1a CE 3aIrCBar.

Hudexnmu

FYCCJ'IKYM36 MOJKC J1a TIOBUIIIU PHUCKA OT I/IH(l)CKI_[I/I}I. JleueHuero He Tpﬂ6Ba Ja CC 3aIllo4Ba 1mpu
NanuCHTH C KJIMHUYHO 3HaA4YMMa aKTHBHa I/IH(I)CKI_[I/I}I 0 OT3By4YaBaHC Ha I/IH(beKI_II/I}ITa WA 10
aJICKBaTHOTO M JICUCHHE.

[TanmenTrTe, TEKyBaHH C TycenKyMal, TpsiOBa Ja ce MHCTPYKTHPAT Ja ThPCAT MEAUIIMHCKA TIOMOTIT
MIpH BE3HMKBAHE HA TPU3HAIM WM CUMIITTOMH Ha KIIMHUYHO 3HAYMMa XPOHUYHA WM OCTpa HH(PEKIHSL.
AKO maInuenT pa3Bue KIMHUYHO 3HaUYMMa WU CEpUO3HA WH(EKIINS WK HE CE TIOBIUSIBA OT
CTaH/IapTHATA Tepamnws, MAIMeHTHT TPSAOBA Ja ce MpOocCieAsIBa BHUMATEIHO U JICUSHUETO TPSOBa J1a ce
NpEeyCTaHOBH JI0 OT3BY4aBaHe HA HH(DEKIUATA.

OI_ICHKa 3a TV6CDKVJ'I03a Opeaun JCYCHUCTO

IIpenu 3amouBane Ha JIEUCHHUE MTAIMCHTUTE TPsIOBa 11a ce m3cieaBar 3a Tyoepkyno3na (TB) uadexmms.
[TanuenTure, mony4aBamy ryceakyma0, TpsOBa J1a ce MpOoCieIsBaT 3a MPU3HAIM K CHMITOMH Ha
aktuBHa TB 1o Bpeme Ha jiedeHneTo u ciejl Hero. [Ipu manueHTuTe ¢ MUHAJIA aHAMHe3a 3a JIATCHTHA
win akTiBHA TB, Ipu KOUTO HEe MOXKe Ja ce MOTBBP/IM aJIeKBaTeH Kypc Ha JIeUeHHUE, TpsOBa Jja ce uMa
npensuj antu-TB Tepanus npeau 3anoYBaHe Ha JICUCHHUE.

CBPBXYYBCTBUTEIIHOCT

Ch0oO0IIIeHH ca CEpUO3HH PEAKINH HA CBPBXYYBCTBUTEITHOCT, BKIIFOUUTEITHO aHA(WIAKCHS, TIPH
MMOCTMApPKETHHTOBU yCIIOBUSA (BXK. ToUuKa 4.8). HsIkoM OT CeprO3HHUTE peakiny Ha
CBPBXUYYBCTBUTEITHOCT BH3HUKBAT HIKOJKO JHU CIIE]T JICYEHUETO C TYCETKYMa0, BKIFOUUTETHO CIIydan
C YPTHKApUs U TUCITHEs. AKO HACTHITM CEPHO3HA PEaKIUs Ha CBPbXUyBCTBUTEITHOCT, MIPIIIOKEHUETO
Ha rycesikymMab TpsiOBa Jia ce IpeyCTaHOBH U He3a0aBHO J1a ce 3alI0YHE TOAXO/ISIIa TePaITusl.

IloBuiieHy HMBA Ha ‘leDHO,Z[DO6HI/ITC TpaHCAMHWHA3H

B xnmHUYHM IPOYYBaHUS IPH IICOPUATHYEH apTPUT ce HaOJII0AaBa yBeardeH Opoii Ha CliydanTe Ha
MOBHUIIEHU YepHOAPOOHN EH3UMH NP MALMEHTH, JIEKYBaHH € TycelKkyMad 4w B CpaBHEHHE C
NalKeHTH, JIEKyBaHU C TycelKymMad q8w uiH Ha mianedo (Bx. Touka 4.8).

Koraro ce npennucsa rycenkyma0 q4w npu IcopuaTudeH apTpuT, IPenopbiBa ce 1a ce paBu
OLIEHKA Ha YEPHOAPOOHUTE EH3UMH Ha M3XOAHO HUBO U CJIe]l TOBA CIOpe] YCTAaHOBEHOTO JieUeHHE Ha
nanueHTa. Ako ce HaOJIro1aBaT MOBUIIEHU HUBA Ha allaHWH aMuHoTpaHcdepazaTta [ALAT] unmn Ha
acnapraT amuHoTpaHcdepasata [ASAT] u uma Mogo3peHHs 32 YEPHOAPOOHO YBPEKIAHE,



HHAYIUPAHO OT JICKAPCTBOTO, JICYCHUETO TPsIOBa BPEMEHHO J1a CE MPEKbCHE, JTOKATO Ta3u AMarHo3a He
ObJie M3KIIIOYECHA.

Umynuzanmu

[Ipenu 3amouBane Ha Tepamus, TPSOBaA J1a CE MOMUCIH 32 U3BBPIIBAHE HA BCHUKH MOIXOISIIN
MMYHHU3allU1 B ChOTBETCTBUE C AKTYaJHUS MECTCH UMYHH3AIIMOHEH KaneHaap. JKuBu BaKCUHU HE
TpsiOBa Ja ce mpujaraT eIHOBPEMEHHO IPY MAIMeHTH, JIEKyBaHH ¢ TycenkyMmab. JIumcBat nanau
OTHOCHO OTI'OBOPA KbM JKHBU WJIM HHAKTUBUPAHU BAaKCHHHU.

[Ipenu BakcHHUpPaHE C )KUBU BUPYCHH WJIM KUBU OaKTEpPHATHU BaKCHHHM JICUEHHUETO TPSOBaA J1a ce Crpe
3a Ha-MaJIKO 12 ceaMHIM Cel MOCaeaHaTa 032 M MOYKE [1a C€ MOAHOBH Hal-MajIKo 2 CEIMHUIN CIIEL
BakcuHUpaHeto. [IpennmuceammuTe ekapu TpsAOBa Ja HanpaBsT crpaBka ¢ KpaTkaTta xapakreprcTrka
Ha TMPOJYKTa Ha KOHKPETHATa BAKCHHA 3a JIOITBJIHUTEIHA HHPOPMAIIHS U YKa3aHHUsI OTHOCHO
CBIIBTCTRAIIA YIIOTpeOa Ha UMYHOCYIIPECOPHHU CPEACTBA ClIe]] BAKCHHUPAHETO.

TToMoIIHK BEIEeCTBA ¢ U3BECTHO JIEWCTBUE

Cvovporcanue na noaucopoam 80

To3zu nexapcTBeH MpoaykT chabpxa 0,5 mg monmucopdat 80 (E433) BbB BCsika npeaBapuTeTHO
HaITbJIHEHA CIPUHIIOBKA/MHICaKa, KOUTO ca ekBuBajieHTHH Ha 0,5 mg/ml. [lonucopbature morar na
HNPUYMHAT aJepTUYHU PEaKIMu.

4.5 B3aumMmoaeiicTBHe ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYTrH (JOpMH Ha B3auMojeiicTBHe

Bsaumoneiictus cue cyocrpatu Ha CYP450

B exno mpoyuBane ¢a3za | mpu manuenTy ¢ yMepeH A0 TeXbK IUIaKOB IICOPHA3UC MPOMEHHUTE B
cuctemMHuTe ekcrno3uunu (Cmax 1 AUCinr) Ha Mua3zonam, S-BaphaprH, OMeIpasol, 1eKCTpoMeTopdan
1 Ko(heuH cie]] eqMHNYHA 1032 IyCcelIkyMal He ca KJIMHUYHO 3HAYMMU, KOETO M0Ka3Ba, e
B3aUMOJICUCTBHSI MEXTy Tycenkymab u cyocrparu Ha paznuaan CYP emsumu (CYP3A4, CYP2C9,
CYP2C19, CYP2D6 u CYP1A2) ca manko BeposaTHH. He € HE00X01uMo KOpUTHpaHe Ha J03aTa,
KOTaTo TycelaKyMab ce mpuiara eqHOBPEMEHHO chbe cyocTparu Ha CYP450.

EnHoBpeMeHHa HMYHOCYIIPDECHBHA Tepanust Win ¢GOTOTEPAITHS

B npoyuBanus npu ncopuaszuc 6€30macHoCTTa U epUKACHOCTTA Ha TyCeIKyMad B KOMOMHALIUS C
UMYHOCYIIPECOPH, BKJIIOUUTETHO OMOJIOTMYHH IPOLYKTH, I (OTOTEpanus HE ca OLeHsBaHU. B
NPOYYBaHUS MPH NICOPHATHUEH apTPHUT eIHOBpeMeHHara ynorpeda Ha MTX He nsrnexna na
NOBJHsIBa OE30MaCHOCTTA WK €(PUKACHOCTTA Ha yCeNKyMao.

B npoyuBanus npu yiiepo3eH KoauT u 6oject Ha Crohn eHOBpeMeHHaTa yrnotpeda Ha
UMYHOMO/TYJIATOPH (Hamp. a3aTHONpUH [AZA]) iu KOPTUKOCTEPOUIN HE U3TIISKIA J1a TOBJIHSIBA
Oe3omacHOCTTa WM ePUKACHOCTTA HA TyCeIKyMao.

4.6 DepruauTeT, )PEMEHHOCT U KbPMeEHe

Kenu ¢ geTepoJicH NOTEHIIHAAT

JKenu ¢ neTeponieH noTeHnuan TpsAOBa Ja U3MON3BAT €PEKTUBHE METOIU Ha KOHTPAIICTIIIHS IO BpeMe
Ha JICUCHHE U B TIPOIBJDKEHUE HA HA-MalKko 12 ceAMUIIM clie]] JICUSHUETO.

bpemennoct

WNwma orpannyenn JaHHU OT yroTpedaTa Ha rycenkymad npu OpemeHHH xeHH. [IpoyuBanusTa mpu
JKUBOTHU HE MOKAa3BaT MPEKH WM HEMPEKH BpeAHU e()eKTH, CBbP3aHU ¢ OpEeMEHHOCTTA,



eMOPHOHATHOTO/(PETATHOTO Pa3BUTHE, PAYKAAHETO UM MOCTHATAIIHOTO pa3BUTHE (BXK. TOYKaA 5.3).
Karo npeamazna Mspka € 3a IpearmovYnTane ga ce n30srea ynorpedara Ha Tremfya o Bpeme Ha
OpeMeHHOCT.

Kspmene

He e u3BecTHO manu rycenkymal ce eKckpeTupa B kbpMata. M3BecTHO e, ue yoBemkute 1gGs ce
eKCKpEeTHpaT B KbpMaTa Mpe3 IIbPBUTE HAKOIKO THU CJe/l PAKIAHETO U CKOPO CIIe/l TOBa HaMaJIsiBaT
JI0 HUCKH KOHIICHTPAIIMH; CIIEIOBATEIHO, PUCKBT 32 KbPMAUETO MPe3 TO3U MEPUOJT He MOXKe Ja ObJe
u3kioueH. TpsiOBa a ce B3eMe pelieHre Jaliv 1a ce MPEeKpaTH KbPMEHETO WK J]a He Ce 3a104YBa
nedenue ¢ Tremfya, kaTo ce B3eMaT MpeIBH/I MOJI3aTa OT KBPMEHETO 3a JISTETO U I10J13aTa OT
TepanusTa 3a xeHata.Brwkre Touka 5.3 3a nHbopMaIlis OTHOCHO EKCKPEIUATA Ha Tycelikymal B
MJISIKOTO Ha KHBOTHH (JIBJITOOIAIIIATH MAKaIlH ).

depTunurer

EdektsT Ha TycenkyMald BEpXy QepTHIINTETA IIPU XOpa He € olleHeH. [IpoyuBaHusTa P )KUBOTHU HE
MMOKa3BaT MPEKH WX HEMPEKH BpeaHH e(peKTH, CBbp3anu ¢ pepTunmmrera (BXK. TOUKa 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe u padoTa ¢ MAILINHA

Tremfya He MOBIUsIBA WK TIOBJIHSBA PEHEOPEKUMO CIIOCOOHOCTTA 32 mopupaHe U paboTa ¢
MaIlUHH.

4.8 Hexenanu JeKkapcTBeHH peakKIUU

O0600611eHMEe Ha npodwia Ha OE30IIaCHOCT

Haii-yecraTa Hexxenana peakius € MHQEKIMK Ha JUXATSIHUTE TBTUINA (MPpUOIu3uTeHo 8% ot
MAIMCHTUTE B MPOYYBAHUATA C YIIEPO3CH KONHT, 11% OT manueHTuTe B MpoydYBaHuUsATa ¢ 00JIEeCT Ha
Crohn, 15% oT manueHTUTE B KIIMHUYHUTE TPOYYBAHUS MIPY [ICOPUA3UC U TICOPUATPUICH aPTPUT).

OO01muAT mpodui Ha 6€30IaCHOCT MPH MAIMCHTUTE, JieKyBaHu ¢ Tremfya, e CX01eH Ipy NallMEHTUTE C
TICOPUA3UC, ICOPUATPUYCH apTPUT, YIIEpO3eH KoIuT 1 6onect Ha Crohn.

CuchbK Ha HEXKEIIAHUTE PCAKIINU B TabJnUeH BU/JL

B Tab6nuna 1 ca n30poeHU HeXENaHNUTE PEaKIuu OT KIMHUYHU POYYBAHUS MPU MICOPHA3HC,
MICOPUATHYCH apTPHUT, YILEPO3CH KOMUT U OosiecT Ha Crohn, KaKTO M HEXXEJIAaHUTE PEAKIIHH,
CHOOIIEHU OT TOCTMAPKETUHTOBUS ONUT. HexenanuTe peakuu ca Kiacu(puiMpany o CUCTeMo-
opraneH kinac Ha MedDRA u 1o decToTra ChIIIacHO cieHaTa KOHBEHIUS: MHOTO dectu (> 1/10),
yectu (> 1/100 o < 1/10), mewectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 xo < 1/1 000), mHOTO
penku (< 1/10 000), ¢ Hen3BecTHA YecToTa (OT HATMYHUTE TaHHU HE MOJXKE J1a ObJic HalTpaBeHa
OIleHKa). BB BCsKa Tpyma B 3aBUCUMOCT OT YeCTOTAaTa, HEXEIIAHUTE PEaKII|H ca MPEACTaBeHU B
HU3XOJISII PEI 110 OTHOIIICHHUE Ha TAXHATA CEPUO3HOCT.

Tabauua 1: CnucbK HA HeXKEJAHUTE Peakuu

CucremMo-opraneH Kjiac YectoTa Hexenanm peaknuu

Wudexiun n nadecranun Muoro uectu Wubekuny Ha TUXaTeTHUTE TbTUIIA
Heuectun Wudekunu ¢ Xeprec CUMILICKC
Heuectn Hepmatodurosa
Heuectn l"actpoenTepur

Hapymenwust Ha uMyHHaTa Penku CBpBXUYBCTBUTEITHOCT

crcreMa Penxu Anadunakcus

Hapyuienust Ha HepBHATa Yecrtu I'maBoGonme

cUCTEMA

CromamHo-4peBHHU HapymeHus | Yectu Huapus




Hapymenus Ha xoxaTa u Yectu O6pus

MOJIKO)KHATA ThKaH Heuectn Yprukapus

Hapymrenns Ha Yectu ApTtpanrus
MYCKYJTHO-CKEJIeTHATA CHCTEMA
Y ChCIMHHUTEIHATA ThKaH

OO6mwu Hapymenus u epextd Ha | Hedectn Peaxiust Ha MACTOTO Ha HH)KEKTUPaHE

MSICTOTO Ha IPUWJIOKEHHE

Wscneapanus Yectu [loBuIIEHM HMBA HA TPAaHCAMHMHA3HUTE
Heuectn [TonmxeH Opoit Ha HeyTpohUIUTE

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

THosuwenu nuea na mpancamunazume

IIpe3 mnare60-KOHTPOTUPAHUS IIEPHUOT Ha ABE KIMHUIHH ITpoyuBanus dasa Il mpu ncopratndaeH
apTPUT HEXEJAHUTE PEaKUH C TIOBUIICHN HUBA HA TpaHCcaMHUHa3uTe (BKIrouBamy nosumena ALAT,
nosuiieHa ASAT, NoBUIIEHN YepHOAPOOHU EH3UMH, TIOBUILICHH TPaHCAMUHA3H, OTKJIOHEHHS B
qepHOAPOOHUTE (GYHKITHOHAHN MTOKA3aTel!, XUIIePTPpaHCaAMUHA3EMUs) c€ ChOOIaBaT Mo-4eCcTo B
TpynuTe, JeKyBaHH ¢ ryceikymad (8,6% B rpymara ¢ moakoxHo npuioxenne Ha 100 mg q4w u 8,3%
B TpyInara ¢ MoJK0xHO npuiiokeHue Ha 100 mg q8w), 0TKoKOTO B rpynara Ha manebo (4,6%). 3a

| ronrHAa HEXENaHW PEaKIUy ¢ TTOBUIICHH TpaHCaMUHA3HU (BX. IO-Tope) ce chobmmasat pu 12,9% ot
MAIMeHTUTe B rpynata Ha g4w u nipu 11,7% oT manmeHTHTe B rpynarta Ha q8w.

Criopen TabopaTOpHUTE OILEHKH TIOBe4YeTO noBuieHus Ha TpaHcamuHazute (ALAT u ASAT) ca<3 x
ropHata rpanuia Ha Hopmara (ULN). YBenuuenusita Ha TpancamuHasure or >3 1o <5 x ULNu > 5
x ULN ca c Hucka 4ecToTa, KOTO IM0-4€CTO Bh3HUKBAT B Ipylara Ha rycelkymad q4w B CpaBHEHHE C
rpynarta ¢ ryceiakymad q8w (Tabnuna 2). [lonoOHa yecToTa Mo TEXECT U O rpyla Ha JICUCHHE €
HaOJroIaBaHa 70 Kpast Ha 2-TOAMIIHOTO KIIMHUYHO MpoyyBaHe (aza 3 1pu ncopraTuueH apTpur.

Tabanna 2: YecToTa Ha ciIyvyauTe HAa MANMEHTH ¢ MOBUIIEHN HAUBA HA TPAHCAMMHA3HUTE CJIe]
H3X0JHO HMBO B /IBe KJIMHUYHU NpoyuBanus ¢ga3a 11l npu ncopuaTuyeH apTpuT

1o Cenmuua 24° Jlo I'opuna 1°
IMnane6o rycenkymao rycenkymad rycenkymad rycenkymad
N=;I7OB 100 mg q8w 100 mg g4w 100 mg q8w 100 mg g4w
N=373" N=371" N=373" N=371"
ALAT
Blmio =3x 30,0% 28.2% 35,0% 33,5% 41,2%
I>J3LI§I° 5x 1.4% 1,1% 2.7% 1.6% 4.6%
>5 x ULN 0,8% 0,8% 1,1% 1,1% 1,1%
ASAT
Blmf]o 3x 20,0% 18,8% 21,6% 22.8% 27.8%
63&0 Sx 0,5% 1,6% 1,6% 2.9% 3.8%
>5x ULN 1.1% 0,5% 1,6% 0,5% 1,6%

a

§

1a11e00-KOHTPOJIUPAH NEPUOT

HAIMCHTH, PAaHIOMHU3HMPAHHU Ha I1aned0 Ha N3XOJHO HUBO U IIPEMHHAIH CIIE]] TOBA KbM T'ycelKkyMal, He ca
BKJIIOYBAHH.

Opoii maMeHTH ¢ Hal-MaJIKO €JJHA OLICHKA CJIC/I U3XOIHO HUBO 32 KOHKPETHOTO J1a6OPATOPHO U3CIIEABAHE B
PaMKHTE Ha [IepUo/ia OT BpeMe.

B ximHWYHATE TpOYyYBaHUS MIPH IICOPUA3NC, 32 €/IHA TOIMHA YeCTOoTaTa Ha CIlydanTe Ha MOBHUIIABAaHE
Ha TpancamuHazute (ALAT u ASAT) 3a rycenkymab q8w e momo0Ha Ha HaOJIr0jaBaHaTa 3a
rycenkymad q8w B KIMHUYHUTE MPOYYBAHHS MTPH IICOPUATHYCH apTPUT. 3a 5 TOAMHU, YeCTOTaTa Ha
CIIy4aWTe Ha IMOBHUINIABaHE Ha TPAHCAMWHA3UTE HE CE YBEJIMYaBa C BCSAKA TOJIMHA IIPH JICUCHUE C
rycenkyma0. Ilopedero noBuieHus Ha TpancammuHasuTe ca < 3 x ULN.



B noBeuero CJIy4dau IOBHUIIAaBAaHETO HAa TPAaHCAMHWHA3UTE € IMPEXOAHO U HE BOJU N0 IIPCYCTAHOBSABAHC
Ha JCUYCHUCETO.

B cO6opuu knuanyam npoyuBanus dasa Il u dasa Il npu 6osect na Crohn npe3 miae6o-
KOHTpoJipanus naaykuuoneH nepuon (Ceamuia 0-12) HexellaHU ChOUTHS, CBbP3aHU C MIOBUIIICHU
TpaHcamMuHa3u (BkitouBaiy nosuieHa ALT, mosumena AST, noBuieHn 4epHOAPOOHH SH3UMH,
MIOBHUIIIEHU TPAHCAMHWHA3W M TTOBUIICHU YepHOIPOOHN (QYHKIIMOHAIHH TECTOBE), C€ ChOOIaBaT Mo-
YecTo B TPYITUTE, JIeKyBaHU ¢ Tycenkymad (1,7% oT manueHTuTe), OTKOJIKOTO B Tpymnara Ha ranedo
(0,6% ot maumentute). B coopuu knuHnuHN npoyuBanus ¢asa Il u ¢asa Il mpu 6onect na Crohn
npe3 OTYETHHSI EPUO]] OT MPUOJIN3UTENTHO eIHA FOAMHA HEeXeJaH! ChOUTHS, CBbP3aHH C TIOBUILIEHH
TpaHcaMuHa3u (BkirouBamy nmosuiieHa ALT, nosumiena AST, MOBUIlIEHN YepHOAPOOHU SH3UMH,
MOBHUIIIEHU TPAHCAMHHA3M, HAapyIlleHa YePHOAPOOHA (GYHKLMS U OBUIICHH YePHOAPOOHH
(yHKIMOHAIHU TECTOBE), Ce ChOOMaBatT NpH 3,4% OT MAEHTUTE B Ipylnara Ha JICYeHHE C
rycenkyma6 200 mg noakoxHo q4w u 4,1% OT manmeHTHTe B rpynara Ha JIedeHHe C TyceKkyMad
100 mg noakokHO q8W B cpaBHEHUE ¢ 2,4% B rpymnara Ha riane6o.

B®b3 ocHOBa Ha 1abopaTOpHHUTE OIICHKH B cOOpHHUTE KIMHUYHM NpoyuBanus dasa Il u daza Il npu
6omect Ha Crohn yecrorara Ha noBuinaBane Ha ALT unu AST e mo-HKCKa OT Ta3u, HaOJIIOgaBaHa B
KIMHIYHKATE ipoyuBanus (aza III nmpu ncopuarnuen aprpur. B cOopHHUTE KIMHIYHA IPOYYBAHUS
¢aza Il u dasza III npu 6onect Ha Crohn npe3 miauebo-konTpoaupanus nepuog (Cenmuna 12) npu
MAIUCHTHUTE, JICKYBaHH C TycelikyMa0, ce choOriasar nopuiieHust Ha ALT (< 1% ot narueHTuTe) u
AST (< 1% ot mauuentute) > 3x ULN. B c6opuute knuanunu npoyusanus ¢asza Il u daza Il npu
6onect Ha Crohn mpe3 oT4eTHHS Eepro]] OT TPUOIU3UTEIHO e1Ha ToauHa moBuieHns Ha ALT w/umm
AST > 3x ULN ce cwo0miaBar npu 2,7% OT NallMEHTUTE B Tpyrara Ha JieueHue ¢ ryceiakymad 200 mg
MOAKOXKHO q4w u 2,6% OT ManueHTuTe B TpymnaTa Ha JieueHue ¢ ryceakyMad 100 mg moaxoxxHo q8w B
cpaBHenue ¢ 1,9% B rpynata Ha mane6o. B moBedero ciydau moBUIIABAHETO HA TPAHCAMUHA3HUTE €
IPEXOHO U HE BOJU JI0 TIPEKpaTsSBaHEe Ha JICUCHNUETO.

Tonuocen 6poti neympoghunu

[Ipe3 nmare60-KOHTPOIMPaHU IEPHO] Ha B KIIMHUYHU TipoyuBaHus Qasa Il mpu ncopuatmaeH
apTPUT HEXEJAaHUTE PEaKIUHU ¢ MOHMKEH Opoil HeyTpoQuiIHN ce choOIaBaT MO-4eCTO B B rpyIara,
nekyBaHa ¢ rycenkymabt (0,9%), otkonkoTo B rpynata Ha iane6o (0%). 3a 1 ronuHa HeenaHu
peaxnuu ¢ NOHMXeH Opoil HeyTpodunu ce crobimasat npu 0,9% oT naunueHTuTe, JIEKyBaHHU C
rycenkyma6. B moBeuero ciyuau noHmxaBaHeTo Oposi Ha HEYTPO(UIUTE B KPBBTA € B JIEKa CTEICH,
MPEXOAHO, HE € CBHP3aHO ¢ MH(EKIUs 1 He BOAM A0 MPEKpaTsIBaHE HA JICUSHUETO.

Tacmpoenmepum

[pe3 mnane6o-KoHTpONIMpaHus IEPHOJ Ha JBE KIMHUYHYU TpoyuBaHus ¢asa 1l mpu ncopuasuc
TaCTPOCHTEPHT HACTHITBA MIO-UECTO B TPyTara, JieKyBaHa ¢ rycenkymao, (1,1%) oTkoakoTo B rpymaTta
Ha mane6o (0,7%). Jo Cenmuma 264, 5,8% oT BCHYKH MallMeHTH, JIEKYBaHHU C TyceIKymao,
CHOOIIABAT 3a TaCTPOCHTEPUT. HekenaHuTe peakiuu Ha raCTPOCHTEPUT HE Ca CEPUO3HU U HE BOJIAT
JI0 IIPEeyCTaHOBsIBaHE Ha rycenkymad 1o Ceamuna 264. UectoTara Ha ClydyauTe Ha TaCTPOSHTEPUT,
HaO0II0JaBaH Mpe3 Taneb0-KOHTPOIUPAHUS IEPHO Ha IPOYUYBAHUS MIPH IICOPUATHYEH apTPHT, €
CXOJICH C HaOJIIOaBaHUTE B KIIMHUYHUTE TIPOYYBAHUSI ITPH IICOPUA3HC.

Peaxyuu na msscmomo ma unsicekmupane

B nBe xknmuanunm npoyusanus ¢asa II mpu ncopuasuc no Ceamuna 48, 0,7% OT HHKEKIIUUTE C
rycenkyma6 u 0,3% OT HHKeKIUHTe ¢ Tianedo ca CBbP3aHu C PeakLMU Ha MACTOTO Ha HH)KEKTUPAHE.
Ho Cenmuna 264 0,4% OoT WHXEKITUUTE C TyceakymMal ca CBbpP3aHH C PEaKIK Ha MSICTOTO Ha
WHXXEKTUpaHe. PeakiuuTe Ha MACTOTO Ha WHXKEKTUPAHE KaTo ISUTO €a JIEKH JI0 YMEPEHH IO TEXKECT;
HHUTO €JJHa HE € CEePHO3Ha M e/IHa € J0BeJIa JI0 IPEyCTaHOBsBAaHE Ha IycesIKyMao.

Jo Cenmuna 24 B nee kmHnYHA Npoy4uBanus ¢asa Il mpu ncopuatuuen aptput OposT Ha
MAIMEeHTUTe, ChOOIIMIN | MK TTOBeYe peakiiui Ha MSACTOTO Ha MH)KEKTHPaHe, € HUCHK U MaJIKO T0-
BHCOK B TPYITUTE Ha I'yCelKyMa0d, OTKOJIKOTO B rpynata Ha mianebo — 5 (1,3%) nauuenta B rpynara
Ha rycenkymab q8w, 4 (1,1%) nauuenTa B rpynara Ha rycenkyma0 q4w u 1 (0,3%) mauueHT B



rpynara Ha miane6o. Equs namuenT e npexkpaTil JISYeHHETO ¢ TycelkyMab Mmopay peaxius Ha
MSICTOTO Ha WH)KEKTHpaHe Mpe3 1mare00-KOHTPOIUPaHns IEPUO/ HA KIIMHUYHH MTPOYYBaHUS TIPU
TICOpUATHYCH apTpuUT. 3a 1 ToAMHA IPOICHTHT Ha MAIIMCHTUTE, ChOOIIABAIIY | WM MOBEYE PEaKIIHH
Ha MCTOTO Ha MHXEKTUpaHe, ¢ 1,6% u 2,4% chOTBETHO B TpynuTe Ha rycenkymad q8w u g4w. Karo
ISJI0 9€CTOTaTa Ha WHYKEKIIMHUTE, KOUTO Ca CBBP3aHU C PEaKIIMi Ha MSACTOTO HA MH)KEKTHPAHEe,
Ha0II0JaBaH| Mpe3 Tareb0-KOHTPOIHPAHUS TEPHO] Ha KIIMHIYHYU MPOYYBAHUS MTPH NICOPHUATHYCH
apTpUT, € CXOJICH C YeCToTara, HaOJIr01aBaHa B KIMHHYHUTE TPOYYBAHUS TIPU TICOPHUA3HLC.

B KIMHUYHOTO MpOyYBaHe ¢ MOIBPIKAIIO JeUCHHE TIpH yirepo3eH koauT ¢asza Il no Cenmuira 44
NPOLIEHTHT HAa MALMEHTHUTE, KOUTO ChOOIIaBaT | win noBeye peakuy Ha MSICTOTO Ha MHXKEKTHpaHe Ha
rycenkymao, e 7,9% (2,5% ot umxekuuuTe) B rpynara Ha rycenkymad 200 mg noaxoxHo q4w
(rycenkyma6 200 mg e npuiarad KaTo aBe UHXeKIur oT 100 mg B KIIMHUYHOTO NIPOYYBaHE C
NOJIBPIKALIO JISUCHUE MIPH YIIepo3eH KoauT ¢asa 1) n HsiMa peakuu Ha MACTOTO Ha MH)KEKTHpPaHEe
B rpynara Ha rycenkymad 100 mg noakoxuo q8w. [loBeueTo peakury Ha MSCTOTO HA HHKXECKTHPAHE
ca JIEKU ¥ HUTO €Ha HE € CepHO3Ha.

B knuanyan npoyusanus ¢asa Il u daza Il npu 6onect Ha Crohn go Cenmuna 48 mpoLeHThT Ha
MAIMEeHTHUTE, KOUTO ChOOIIaBat 1 niM mopeue peaklvy Ha MACTOTO Ha WH)KEKTHpaHe Ha Tycelkymao,
e 4,1% (0,8% oT mHXEeKIMUTE) B rpylaTa Ha JISYeHHE, TTOTy4aBajia HHTPaBeHO3HA MHIYKITUS C
rycenkyma6 200 mg, nocnensana ot 200 mg noakoxHo q4w, u 1,4% (0,6% OT HHXEKUUUTE) OT
MAIMEHTUTE B rpyIiaTa Ha UHTPaBEHO3HA WHAYKIHSA ¢ rycenkymad 200 mg, nocnensana ot 100 mg
nonkoxxHo q8w. Karto nsio peakiuure Ha MACTOTO Ha MH)KEKTHpaHe ca Jieku. Huto enHa He e
CepHUO3Ha.

B knuanunn npoyusanus ¢asa 1l mpu 6onect Ha Crohn 1o Cenmuna 48 NpoIEHTHT HA MAIIUEHTHUTE,
KOUTO ChOOIABAT | WK NMOBEYE peaKkiii Ha MACTOTO Ha MHXKEKTUPAaHE Ha rycenkymao, e 7% (1,3%
OT UHXKEKITUHTE) B TpyIaTa Ha JeueHue, noinydyasaia 400 mg moakoKHa HHAYKIUS, TIOCIEBAHA OT
200 mg noxkoxxHo q4w, u 4,3% (0,7% OT HHXXEKLUUTE) OT MALMEHTUTE C MOJKOXKHA MHIYKINSA C
rycenkymab 400 mg, mocnensana ot 100 mg nmonkoxxHo q8w. [loBeueTo peakuy Ha MACTOTO Ha
WHXXEKTUpaHe ca Jieku. Huto enna He e ceprosHa.

Hmynozennocm
HMIMyHOT€HHOCTTa Ha TycelKyMal € OICHsIBaHa C YyBCTBUTEICH UMYHEH TECT 32 MIOHOCUMOCT KbM
JIEKapCTBOTO.

B cbopuute ananmsu BB ¢aza Il u daza Il mpu nauneHTH ¢ ncopuasmc 1 ¢ ncopuaTudeH apTput 5%
(n=145) ot manmeHTHTe, TEKyBaHH C TYCENKyMab, pa3BUBAT aHTUTEIA CPEILy JIEKAPCTBOTO 10

52 cenmuru oT nedenneTo. [Ipubnusnrenno 8% (n=12) ot manueHTHTE, pa3BUBAIINA AHTHTEIA CPEILy
JIEKapCTBOTO, MMAT aHTHUTENA, KIacu()UIMPaHH KaTO HEyTpaM3Upalln, KoeTo ce paBHsaBa Ha 0,4% ot
BCHUKM ITAIIMECHTH, JICKyBaHU C Tycenkymad. B coopuuTe ananmmsu ¢asza Il mpu manueHTH ¢ icopuasuc
npudmsuTenHo 15% ot marpenTuTe, JeKyBaHU € TycenkyMal, pa3BUBAT aHTHUTENA CPEIILy
JIEKapCTBOTO 10 264 ceamuiiu ot sedenueTo. [Ipu npubnusurenno 5% oT nanueHTUTe, pa3BuiIn
AHTUJICKAPCTBCHH aHTHUTENA, aHTUTEaTa Ce KIacu(UIUPAT KaTo HEYTPaIM3UpPaIly, KOSTO € PABHO Ha
0,76% OT BCcHYKHM NAIMEHTH, JIEKyBaHH C TycenkymMab. AHTHTENaTa Cpemry JIeKapCcTBOTO HE ca
CBBP3aHU C IO-HUCKA €(PUKACHOCT WU Pa3BUTUE HA PEAKIIMH HA MACTOTO HA MHKCKTHPAHE.

B c6opuuTe ananu3u BB dasa Il u daza Il npu nanuenTH ¢ ynmepo3eH KOIUT npuoimsnutenHo 12%
(n=58) oT marMeHTUTE, JEKyBaHHU C TYCENKyMab B MPOIBIDKCHUE HA MAKCUMYM 56 CEIMUITH, ca
Pa3BUJIM aHTWICKAPCTBEHH aHTUTeNa. OT NaIllMeHTUTE, Pa3BUIIM aHTHIICKAPCTBCHU aHTHUTENA,
npubu3uTenHo 16% (n=9) umaT aHTUTENa, KOUTO ca Kiacu(DHUIIMPaHU KaTo HEYTpaIM3Upalily, KOeTo
ce paBHABA Ha 2% OT BCUYKH MalMEHTH, JIEKYBaHHU C TyceIKymMal. AHTHIEKapCTBEHUTE aHTHUTENA HEe
ca CBBP3aHU C MMO-HUCKA e(hPMKACHOCT WIIM Pa3BUTHE HA PEaKIUU Ha MSICTOTO HAa WHKEKTHpaHE.

B 0606menure ananusu ot @aza Il u daza I1I no Ceamuna 48 npu mamuenty ¢ 6onect Ha Crohn,
KOMTO ca JIEKyBaHU C HHTPABEHO3HA MHIYKIIMS, IIOCIE/IBaHa OT CXEMa C IOJKOXKHA IOoAAbpKallIa 7103,
npubnuzutenHo 5% (n=30) oT manueHTuTe, IeKyBaHu ¢ TYCeIKyMal, ca pa3BIIN aHTHICKapCTBEHU
aaTutena. OT MalUeHTUTe, pa3BUIi aHTUIICKAPCTBECHH aHTUTeNa, MPUOIU3UTEIHO 7% (n=2) ca uManu
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aHTHUTENa, KIACU(HUIIPAHU KaTo HeYTpaJu3upaIl aHTUTeNa, KoeTo ce paBHsaBa Ha 0,3% oT
MAIMeHTUTE, JICKYBaHH ¢ Tycelnkyma0. [1pu ananu3 BB ¢a3a Il o Cenmuria 48 npu namueHTH ¢
6onect Ha Crohn, TeKyBaHHU C MOJKOKHA MHAYKLHS, IOCIEBaHA OT CXeMa C MOJIKOKHA MMOIbprKalla
n03a, npubam3utesHo 9% (n=24) ot nauueHTUTe, JEKyBaHH C TycenKyma0, ca pa3BuiIn
aHTwiekapcTBeHu anTurena. Ot te3u nanueHTn 13% (n=3) ca uManu aHTHTENA, KIACHQHIUPAHN KaTO
HEeYTpaIH3Upalli aHTHTEIA, KOETO ce paBHsIBa Ha 1% OT manueHTuTe, JIeKyBaHU C TyCeIKyMa0.
AHTHJIEKapCTBEHUTE aHTHUTEJA HE Ca CBBP3aHH C MO-HUCKa e(h)UKACHOCT WIIM pa3BUTHE Ha PEaKLIMHU Ha
MSCTOTO Ha MHKXCKTHUPAHE.

CroOuaBane Ha IOJO3UPAHN HEXEIIAHU PEaKIIuU

Cpo0ImaBaHeTo Ha MOIO3MPaHN HEKEJIAaHU PEaKLUH CiIe]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
NPOJIYKT € BaxkHO. TOBa MO3BOJISIBA JIa TIPOIBIKH HAOIO/ICHHETO Ha ChOTHOIIIEHUETO TI0JI3a/PUCK 32
JIeKapcTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICHUATIICTH C€ U3UCKBA J]a ChOOIaBaT BCsIKa
MOJ03MpaHa HeXeJlaHa PeaKysl Ype3 HallMOHAIHA CHCTEMa 3a ChOOILaBaHe B

UsmbiHUTEIHA areHIys 110 JIeKapCTBaTa

yi. ,,Jdamsa [pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiT: www.bda.bg

4.9 Ilpeno3upane

B knmuHMYHM poy4YBaHUs ca MpUIaraHud HHTPaBEHO3HH 403U rycenkyMad a0 1 200 mg, KakTo u
IHOAKOXXHH J03U 10 400 mg ¢ CAHOKPATHO IMMPUJIOKCHHUC, 0e3 AO030JIMMUTHPAIa0TpaHruYaBalla 103aTa
TOKCHUYHOCT. B cilyuaii Ha nmpemo3upanHe ManueHThT TPSOBa Ja ce MPOCIIeIBa 3a MPU3HAIN WU

CUMIITOMHU Ha HEXKCJIAHU PCAKIIUN U He3a0aBHO Tp516Ba Ja C€ MPUIIOKHU MOAXOAAI0 CUMIITOMATUYHO
JICUYCHUC.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoauHAMUYHHU CBOWCTBA

dapmakoTepaneTuuHa rpyna: mynocynpecopu, Uaxubutopu Ha untepieBkunure; ATC kox:
LO4ACI16.

MexaHu3bsM Ha IEUCTBUE

I'ycenkymab e yoBemiko IgG 1A MOHOKIOHAIHO aHTUTLIO (MAD), KOETO ce CBbpP3Ba CEICKTHBHO C
nporenHa uaTepneBkuH 23 (IL-23) ¢ Bucoka cnenuduyHocT 1 ahUHUTET Ype3 MICTOTO HA CBhP3BaHE
Ha aHTurena. IL-23 e UUTOKKH, KOUTO y4acTBa BbB BB3MAJICHUETO U UMYHHUS OTTOBOp. Upes
Ookupane Ha cBbp3BaHeTO Ha IL-23 ¢ HeroBus penenrtop, rycenkymad naxuoupa IL-23-3aBucumara
KJIEThYHA CUTHAIM3AIUS U 0CBOOOK/IaBaHETO HA MPOUH(IAMATOPHHU IUTOKWHH.

Husata na IL-23 ca moBuinieH: B KOKaTa HA MAMEHTH C TUIAKOB 1icopuasuc. [1pu manuenTyu ¢
yIILEepo3eH KouT min oonect Ha Crohn HuBara Ha IL-23 ca noBuIlieHH B ThKaHTa Ha J1e0EJI0TO YEPBO.
[Ipu in vitro Mmonenu ce ycTaHOBsIBa, 4e TycelIKkyMad nHxuOupa 6uoakruBHocTTa Ha I1L-23 upes
OnoKMpaHe Ha B3anMoJeHcTBHETO ¢ perenrtopa I1L-23 Ha KineThbyHaTa MOBBPXHOCT, KATO TaKa
MPEeKbCBA CUTHATIN3UPAHETO, aKTUBUPAHETO U Kackajara Ha IUTOKUHUTE, Menuupanu ot 1L-23.
I'ycenkymab oka3Ba KIMHUYHH €(EKTH BbPXY IUIAKOBHUS IICOPUA3HUC, ICOPUATUYHUS apTPUT,
yIepo3Hus KonuT u Oonecrra Ha Crohn mocpeacTBoM GiioKUpaHe Ha MbTA Ha uuToKkuHa [L-23.

JlokazaHo e, ue MHEJIOMTHUTE KIICTKH, ekcrpecupaliu Fc-rama pernienirop 1 (CD64), ca mpeobiiagaBaiiy
n3TOo4YHMK Ha [L-23 BBB Bbh3naneHaTa ThKaH IIPH NICOPHA3HUC, YILIEpO3eH KOIUT U Oosect Ha Crohn.
I'ycenkymab e nokasad in vitro 6nokupane Ha IL-23 u cBbpp3Bane ¢ CD64. Tes3u pe3ynraTu nokassar,
ye rycenkyma0 € B chCToAHUE Aa HeyTpanusupa [L-23 B KIeThYHHS N3TOUYHUK Ha BB3MAJIEHUETO.
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dapMakoIMHAMUYHU ePEKTH

B exno npoyuBane ¢asa I nedenuero ¢ rycenkymad Boau 10 HaMaleHa eKCIIPEeCHs Ha TEHUTE Ha TS
IL-23/Th17 n na npodunuTe Ha eKcTpecus: Ha TeHUTE, CBBP3aHH C NICOPHUA3UC, KOETO € JOKa3aHO upe3
ananus3u Ha MPHK, nonydena ot 6uoncuu Ha KOKHUTE JIE3UM Ha MALMEHTH € IUIAKOB IICOPUA3UC Ha
Cenmuiia 12 B cpaBHEHHE C U3XOIHOTO HUBO. B chI0oTO MpoyuBane ¢a3a I redeHueTo ¢ ryceaxkymad
BOJIU JI0 NTOJ00OpEHEe Ha XUCTOJIOTMYHNTE MOKa3aTeIn Ha ncopuazuc Ha Ceamuna 12, BKIIIOYUTEIHO
HaMaJIeHne Ha Jie0eiHaTa Ha eMuiepMuca U Ha ITpTHOCTTa Ha T-KkineTkure. OCBeH TOBa ca
HaOJroIaBaHK OHWKEHHN cepyMHM HuBa Ha IL-17A, IL-17F u IL-22 B cpaBHeHue ¢ mianebo npu
NalKeHTH, JIEKyBaHU ¢ rycenkymad B mpoyusanusTa ¢asza Il u ¢asza Il npu nnakos ncopuasuc. Tesun
pe3yaTaTy ChOTBETCTBAT HA KIIMHUYHATA 110133, HA0JII0JaBaHa pH JICUCHHE Ha TIAKOB IICOPHA3UC C
rycenkymao.

B npoyusanus ¢asa Il npu nanueHTH ¢ IcopuaTuveH apTpUT CEPyMHUTE HUBA Ha ocTpo(dazoBUTE
nporenHn C-peakTUBEH NPOTenH, cepyMmeH amminon A u IL-6 u edexropuure nurokran Ha Th17 IL-
17A, IL-17F u IL-22 ca noBHIIICHN HA U3XOJIHO HUBO. [ 'ycenkymal moHmxkaBa HUBAaTa HA TE3H
IIPOTEHHH B PAMKHTE HA 4 CEAMUIIM CIIe 3all0YBaHE Ha JiedueHueTo. I'ycenkymad noHmkasa
JOTTBTHUTETHO HUBATa Ha Te3u nmpoTenHu 1o Ceamuiia 24 B CpaBHEHUE C U3XOIHOTO HHUBO, KAKTO U C
ianeoo.

[Ipu naunenTy ¢ ynuepo3eH KoauT uin oonect Ha Crohn jedeHneTo ¢ ryceaKymMad BOAU 10
MOHW)KaBaHe Ha BH3MAIUTETHUTE MapKepH, BKitounTesHo C-peaktuaus npoterH (CRP) u dpexamnus
KaJIIPOTEKTHH, Npe3 HHAyKuuoHHata Cenmuna 12, KoeTo ce 3amasBa u ciell eHa FoA1Ha
noaabpxkaio JeueHue. Huata na cepymuure nporennu IL-17A, IL-22 u IFNy HamansaBat ouie Ha
Cenmuiia 4 v poAb/bKaBat Aa HaMmanseat 10 Ceamuna 12 ot unaykiusaTa. ['ycenkyMal cbIo Taka
HamansBa HuBata Ha PHK na [L-17A, IL-22 u IFNy npu 6uoricus oT auraBunaTa Ha 1e6enoTo 4epBo
npe3 Ceamuna 12.

Knnnnuna edukacHocT ¥ 0€300aCHOCT

Ilnakoe ncopuasuc

EdukacHocTTa 11 6€3011acHOCTTA Ha TycellkyMal ca OleHSBaHU B TPU PaHJIOMH3HPaHH, TBOWHOCIIEITH,
KOHTPOJIMPAaHH C aKTHBHO BEIIecTBO npoyuBanus ¢aza Il mpu Bp3pacTHU ManeHTH ¢ yMEpeH 10
TEXbK IUIAKOB IICOPUAZHC, KOUTO Ca MOIXOASMIIHN 32 (POTOTepan¥sl UIN CUCTEMHA TEpaItusl.

VOYAGE I u VOYAGE 2

JBe npoyuBanust (VOYAGE 1 u VOYAGE 2) onensiBar edukacHocTTa 1 0€301MacHOCTTa Ha
rycesnkymad crpsiMo mianedo u aganumymad npu 1829 Be3pactau nauueHT. [lanuenTure,
paHIOMH3UpPAHH 3a JiedueHue ¢ rycenkymad (N = 825), momydasar 100 mg Ha Cenmurniz 0 u 4 u ciren
toBa npe3 8 ceamunu (q8w) 1o Ceamuna 48 (VOYAGE 1) u Cenmuna 20 (VOYAGE 2).
[NanuenTure, pannoMu3upanu 3a gedenue ¢ aganumymad (N = 582), nomyuasat 80 mg na Cenmura 0
1 40 mg Ha Cenmuna 1, mociensano ot 40 mg npe3 ceamunia (q2w) mo Ceamuna 48 (VOYAGE 1)
Cenmuria 23 (VOYAGE 2). B nBete npoyyBaHus MallMEHTHTE, PaHIOMU3UPAHHU 32 TUTale00

(N =422), nonyuasart rycenkymab 100 mg na Ceagmunu 16, 20 u q8w ciex toBa. BeB VOYAGE 1
BCUYKH MTALIMEHTH, BKIIFOYUTEITHO PaHIOMHU3HpPAHUTE 3a JeueHue ¢ aganumymad Ha Ceamuna 0,
3aroyYBar jJa rnojy4aBar oTkputorycenkymad q8w Ha Ceamuna 52. BeB VOY AGE 2 nanuenrure,
PaHIOMU3UPaHH 3a JedeHue ¢ rycenkymad Ha Cenmuna 0, KOUTO ca peclOHAEPH IO OTHOLICHUE Ha
Psoriasis Area and Severity Index (PASI) 90 na Cenmuna 28, ca paHIOMU3MPaHNA OTHOBO WA Ja
MPOABIDKAT JICYSHUETO ¢ TyCeNIKyMad 8w (TOIbPIKalIlo JICYCHHE), MJTH JIa TI0JTy4aBat Iianebo
(orrernsne oT neyeHue). OTTErJIeHUTe OT JIEYEHNUETO NAMEHTH ca IIOJAHOBUIIM IIpHeMa Ha
rycesikyma0 (IIpHUI0KeH 110 BpeMe Ha ITOBTOPHOTO JIedeHue, 4 ceIMUIIM NO-KBCHO U 8W CJIE/ TOBA)
npu Haii-manko 50% 3ary0a ot nmogoopenuero Ha PASI na Cegmuna 28. [Tannenture,
paHIOMHU3MpaHH 3a JieueHue ¢ ananumymad Ha Cenmuna 0, kouto He ca mocturaanu PASI 90
OTTOBOD, MonrydaBaT rycenkymad Ha Cemnmuru 28, 32 u q8w cien ToBa. BbB VOY AGE 2 Bcnuku
MAIMEHTH 3aII0YBaT Ja MOydaBaT OTKPUTO rycenkymad q8w Ha Cenmmura 76.
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XapakTeprUCTHUKUTE Ha 3a00JISIBAHETO HA M3XOTHO HUBO CH CHOTBETCTBAT IIPU MIPOYYBAHUTE
nomynanud BbB VOYAGE 1 u 2 ¢ mequana Ha TenecHata nopbpxHoct (body surface area, BSA)
cbOTBETHO 22% u 24%, menuana Ha uzxonuusa PASI ckop 19 3a nBere npoyuBanusi, MeIMaHa Ha
M3XOJHUS CKOP 3a AEPMAaTOJIOrMYHMS MHICKC 3a KadecTBO Ha xHuBOT (dermatology quality of life
index, DLQI) crotBeTHO 14 1 14,5, 13X0aeH cKop 3a o0I1a OIieHKa Ha u3cieaopares (investigator
global assessment, IGA) 3a Texxko yBpexnane npu 25% u 23% oT nanueHTuTe U aHaMHe3a 3a
TICOPUATHUYEH apTPUT ChOTBETHO NpH 19% n 18% ot nanuenTture.

Ot Bcnuku nanueHTy, BkioueHd BB VOYAGE 1 u 2, crotBeTHO 32% 1 29% He ca neKyBaHU HUTO C
KOHBEHLMOHAJIHA CUCTEMHA Tepanusi, HUTO ¢ OMOJIOru4YHO JeueHue, 54% u 57% ca nomydasainu
npeaxonHa ororepanusi, a 62% u 64% ca neKyBaHM ¢ KOHBEHIIMOHAJIHA CICTEMHa Tepanus. B neere
npoyuBanus 21% ca neKyBaHU ¢ TIPEIX0AHA ONOJIOTHYHA Tepanus, BKIounTenHo 11%, kouto ca
MOy YMIIH Hail-MaJIKoO €JHO JISKApCTBO C aHTArOHUCT Ha TYMOp HEKpoTU3upamus gaxrop anda
(TNFa), u npubnusurensno 10%, kouto ca noxyuniu autu-I1L-12/1L-23 cpenctso.

EdukacHocTTa Ha rycenkymal e oleHsIBaHa 10 OTHOIICHHUE Ha MSTIOCTHOTO KOXKHO 3a00JsIBaHe, Ha
peruoHaHO 3a00MsBaHe (CKaMM, JUIaH! ¥ XOIUJIa U HOKTH ), KAYECTBO Ha KUBOT U PE3yNTaTH,
cboOMIeHn OT manuenTa. ChCcTaBHUTETbPBUYHU KpaiiHu Toukr BbB VOYAGE 1 u 2 ca npoueHTsT
MAIUeHTH, TIOCTUTHANH ,,u34drcTBane” win MmuauMaieH IGA ckop (IGA 0/1) u PASI 90 orrosop Ha
Cenmurtia 16 cnpsmo mane6o (Bxk. Tadbmuma 3).

Ianocmno kooicho sabonssane

JledenueTo ¢ rycenkymal BOIU IO 3HAYUMO MMOI00PEHIE HA TIOKA3aTEeIIUTE 32 aKTUBHOCT Ha
3a00JIIBaHETO B CPaBHEHUE C Iianedo u ananumyMad Ha Ceamuia 16 u B cpaBHEHHE C ajanuMymad
Ha Ceamunu 24 u 48. OCHOBHUTE pe3yITaTH 3a e()UKACHOCT OT IIbPBUYHATA U TJIABHUTE BTOPHUUHHU
MPOyYBaHU KpaifHU TOUYKHU ca Toka3zaHu Ha Tabmura 3 mo-moiry.

Tabanna 3: O0o0menne Ha kJIMHUYHATE 0TroBOpH BB VOYAGE 1 1 VOYAGE 2

Bpoii narmentu (%)

VOYAGE 1 VOYAGE 2

[Mmane6o | rycenkyma0 | amamumyma0d | Ilmame6o | rycenkymad | amanumymad

(N=174) (N =1329) (N =334 (N =1248) (N =496) (N =1248)
Ceamuua 16
PASI 75 10 (5,7) 300 (91,2)* | 244 (73,1)° 20 (8,1) 428 (86,3)* | 170 (68,5)°
PASI 90 5(2,9) 241 (73,3)* | 166 (49,7)° 6(2,4) 347 (70,0)* | 116 (46,8)°
PASI 100 1 (0,6) 123 (37,4 | 57 (17,1) 2(0,8) 169 (34,1)* | 51 (20,6)"
IGA 0/1 12 (6,9) 280 (85,1)" | 220 (65,9)° 21 (8,5) 417 (84,1)" | 168 (67,7)°
IGA 0 2 (L,1) 157 (47,7 | 88 (26,3)" 2 (0,8) 215(43,3)* | 71(28,6)"
Cenmuna 24
PASI 75 - 300 (91,2) | 241 (72,2)* - 442 (89,1) | 176 (71,0)*
PASI 90 - 264 (80,2) | 177 (53,0)° - 373 (75,2) | 136 (54,8)°
PASI 100 - 146 (44,4) | 83 (249" - 219 (44,2) | 66 (26,6)"
IGA 0/1 - 277 (84,2) | 206 (61,7)° - 414 (83,5) | 161 (64,9)°
IGA 0 - 173 (52,6) | 98(29,3)° - 257 (51,8) | 78 (31,5)°
Cenmuna 48
PASI 75 - 289 (87.8) | 209 (62,6)" - - -
PASI 90 - 251(76,3) | 160 (47,9)° - - -
PASI 100 - 156 (47,4) | 78 (23,4 - - -
IGA 0/1 - 265 (80,5) | 185(55,4)° - - -
IGA 0 - 166 (50,5) | 86(25,7)° - - -

a

6
B
r

CpaBHEHUS MEXXAY I'ycenkyMal 1 agaauMyMab He ca U3BbPIIBAHM.

Pl

p < 0,001 3a cpaBHEeHHETO MEXAY rycenkymad u mianedo.

p < 0,001 3a cpaBHEHHETO MEXAY yCeIKyMad U agamuMymao.
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p < 0,001 3a cpaBHEHHETO MEXIY TycenkyMab 1 agaauMyMal Ha IJIaBHUTE BTOPUYHH KpaifHU TOUKH.
p < 0,001 3a cpaBHEHHATAa MEXIy IrycelIKyMal U Iuranedo Ha ChCTaBHUTEbPBUYHH KPaifHU TOUKH.




Omeosop 6v8 8pemenio

I'ycenkymab nokas3ea 0bp30 Hayano Ha e(YUKACHOCT ChC 3HAYMMO IO-BUCOK IPOLICHT MOA00peHHe Ha
PASI B cpaBHenue ¢ miane6o ome Ha Cenmuta 2 (p < 0,001). [IponeHThT HA MAIUEHTHTE,
nocturHanu otroBop PASI 90, e unciieHo mo-BHCOK MpH T'ycenKyMad B CpaBHEHHE C agaIuMyMa,
kato 3amo4Ba Ha Ceamuria 8 U pa3uKaTa JOCTUTa MAKCUMATHH cToiHOCTH oKoyio Cemmuria 20
(VOYAGE 1 u 2) u ce monawpka g0 Cenmuia 48 (VOYAGE 1) (Bxk. @urypa 1).

®@urypa 1: IIpoueHT nauueHTH, KOUTO mocturat orrosop PASI 90 no cexmuna 48, no
noceunieHue (mamuenT, panaomusupanu Ha ceamuna 0) BbB VOYAGE 1

100
80
£
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= 60 -
o
=
=
c 40
i
I
=
o 20
a 5
= *
g
o ""cl’_"_? T T T T T T T 7
024 B 12 16 20 24 28 32 36 40 44 48

Cenmuua

.-o-. Mnauebo —a— Tycenkymab = - Aganumymad
(n=174) (n=329) (n=334)

BvB VOYAGE 1, npu nanyenTH, NoayYHiIn HENPEeKbCHATO JISYEHHE C TycesIkyMal, yecToTaTa
HaPASI 90 otroBop ce monappka ot Cenmuna 52 no Cenmumna 252. [Ipu nanueHTH, paHAOMU3HPaHH
3a jeyeHue ¢ agatuMymad Ha Cenmuna 0, KOUTO ca MPEMHUHAIHM KbM JICUCHHE C IyCelIkyMal Ha
Cenmuua 52, yectorara HaPASI 90oTroBop ce moBumana ot Cenmuua 52 o Ceamuua 76 u cinen ToBa
ce moanbpka g0 Ceamura 252 (Bx. durypa 2).
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®@urypa 2: IlpoueHT nauueHTH, KOUTO Mocturat PASI 90 oTroBop nmo BU3UMTH B OTBOPEHATA
¢a3a HaVOYAGE 1

100

40

[MpoueHT yyacTHUUK (%)

20

0 T T T T T T T T T T T T T T T T T T T T T T T T T T

52 60 68 76 84 92 100108 116 124 132 140 148 156 164 172180 188 196 204 212 220 228 236 244 252
bpo# y4acTHuLmM Cenmuu,a

rycenkymat 468 466 459 450 456 453 448 449 447 446 444 439 436 432 420 421 416 416 411 411 406 401 393 398 398 391
oT aganumymat 279 279 278 276 276 275 275 273 272 270 270 270 269 269 261 264 263 261 257 256 255 253 250 251 252 246
KbM rycenkymat

-=-0--- rycenkymab —&— OT aganumymMab KbMm rycenkymab

EduxacHoctra n 6e30macHOCTTa Ha rycelIkyMal He 3aBHCAT OT Bb3pacTTa, [ojia, pacara, TeJIeCHOTO
TETJI0, JOKAIU3auusATa Ha IUIaKUTE, U3XOAHaTa TexecT Ha PASI, HannuneTo Ha chIbTCTBAIL
MICOPUATHYECH apTPUT U OT TPEIXO0JIHA Teparnus ¢ OMOJIOTHYHH JiekapceTBa. ['ycenkymab e edukacen
NP MALMEHTH, HEJIEKYBaHU C KOHBEHLIMOHAIHA CHUCTEMHA Tepamusl, HeJIeKyBaH! ¢ OMOJIOTHYHH
JIeKapCcTBa U MPH NAlMEHTH, C eKCIIO3ULUS HAa OMOJIOTMYHH JIEKapCTBa.

BsB VOYAGE 2, 88,6% 0T manueHTuTe, moydaBaiiy Mo IBPKaIIo JEICHHE ¢ TyCeTKyMad Ha
Cenmuna 48, ca peciongepu o otHomenue Ha PASI 90 B cpaBuenue ¢ 36,8% OT manueHTUTe, KOUTO
ca orTerjieHu ot jeuenuero Ha Ceamuria 28 (p < 0,001). 3ary6a na orrosop PASI 90 ce otbens3ra
ole 4 ceZIMUITH Cle]] OTTETIISTHE Ha JISUSHUETO C TycelIkyMal ¢ MeInaHa Ha BpeMeTo JIo 3aryba Ha
PASI 90 otrosop ot npubnuzutento 15 cenmunu.Ilpu manuenTure, KOUTO ca ce OTTEIIMIN OT
JICYCHUETO U BIOCIIE/ICTBUE Ca MOTHOBILTN JISYSHUETO ¢ TycenkymMad, 80% BBH3CTaHOBSBAT OTTOBOPA
PASI 90 mpu onrerka 20 ceAMUIIH CIIe]] 3aII0YBAHE HA TTOBTOPHOTO JICUCHHUE.

Bse VOYAGE 2 ot 112 nanuenTy, paHIOMU3UPaHH 32 JICUSHHE C alaTuMyMal, KOUTO HE yCIIsIBaT Aa
nocturaat PASI 90 otroBop Ha Ceamuna 28, 66% u 76% nocturat PASI 90 oTtroBop ChOTBETHO ciief
20 u 44 cenmuIM Ha JIeYeHUE C Tyceikymad. B nonbiaHenue, npu 95 nanueHTy, paHI0MU3UPaHH 3a
JIeYCHHE C T'yCceNKyMad, KouTo He ycmsiBat aa nocturaat PASI 90 orroBop va Ceamuna 28, 36% u
41% nocturat PASI 90 otroBop chOTBETHO ciieq AonbIHUTENHU 20U 44 ceAMUITN HA JICUCHHE C
rycenkyma6. He ca HaOmroiaBaHu HIKaKBU HOBHM HAXOJKH 110 OTHOIICHHE HA 0€30MaCHOCTTA MPH
MAIUeHTHTE, KOUTO Ca IPEMUHAIN OT aIaTIMyMad KbM T'yCelKyMao.

Pecuonanno 3abonasane

BbB VOYAGE 1 u 2 ¢ HabOmroqaBaHo 3HaYMMO MTO00PECHHE HA TICOpHA3rca Ha CKaJIla, JJIaHuTe U
XOAMJIaTa ¥ HOKTUTE (M3MEpPEHO chOTBETHO upe3 OOIIa oleHKa Ha cKallna oT u3cienoBatens [Scalp-
specific Investigator Global Assessment - ss-IGA], O011a olieHKa OT JIeKapsi Ha PhLIETE W/WIM KpaKaTa
[Physician’s Global Assessment of Hands and/or Feet - hf-PGA], O0m1a orieHka ot Jiekapsi Ha HOKTUTE
Ha ppuete [Fingernail Physician’s Global Assessment - f-PGA] u MlHaekc 3a TexxecT Ha 3acAraHe Ha
HokTHTe TipH Ticopuasuc [Nail Psoriasis Severity Index - NAPSI]) npu nexyBanute ¢ ryceaxkymad
MAIMeHTH B CPaBHEHUE C MAIMCHTUTE, JIEKyBaHH ¢ uiaie6o, Ha Ceamuria 16 (p < 0,001, Tadmura 4).
I'ycenkymal mokasBa MpeBb3XOACTBO B CPABHEHHE C aIaTMMyMal MpH IICOpUA3UC Ha CKaJla U Ha
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nmnaaute u xonunaTta Ha Cenmuma 24 (VOYAGE 1 u 2) u Ceamuna 48 (VOYAGE 1) (p <£0,001, ¢
M3KITIOYCHHE Ha Icopua3uca Ha muanuTe u xonunaTta Ha Cenmura 24 [VOYAGE 2] u Cenmura 48
[VOYAGE 1], p <0,05).

Tabauna 4: O60011eHe HA OTTOBOPUTE NPHU pernoHa Ho 3adosiBane BbB VOYAGE 1 n

VOYAGE 2
VOYAGE 1 VOYAGE 2

[Tnane6o | rycenkyma0 |aganumymab| I[lmane6o | ryceskymad |az[am/1MyMa6
ss-IGA (N)? 145 | 277 286 | 202 408 194
ss-IGA 0/1°, n (%
Cenmuiia 16 21 (14,5 [ 231(83,4)" | 201 (70,3)" | 22(10,9) | 329 (80,6)* | 130 (67,0)
hf-PGA (N)* 43 90 95 63 114 56
hf-PGA 0/15, n (%)
Cenmuna 16 6 (14,0) 66 (73,3)" | 53 (55,8)" 9(14,3) 88 (77,2)" | 40 (71,4
f-PGA (N)* 88 174 173 123 246 124
f-PGA 0/1, n (%)
Cenmuna 16 14 (15,9) | 68(39,1)" | 88(50,9) | 18(14,6) | 128 (52,0)* | 74 (59,7)"
NAPSI (N)* 99 194 191 140 280 140
[ponenT mogobpenue, cpenHo (SD)
Cenvuma 16 | -0,9(57,9) | 34,4 (42,4)* | 38,0 (53,90 | 1,8 (53,8) | 39,6 (45,6)* | 46,9 (48,1)

BrurouBa camo nanmenTuc ss-IGA, f-PGA, hf-PGA ckop > 2 Ha uzxoH0 HEBO 1y u3xoneH NAPSI ckop
> 0.

BxurouBa caMo ManueHTy, MOCTUTHAH > 2 cTeneHn nmonoopenue Ha ss-IGA w/umm hf-PGA cripsimo
M3XO/IHOTO HHUBO.

p < 0,001 3a cpaBHEHHETO MEX Ty TycellkyMal u miamne0o Ha IJlaBHaTa BTOpUYHA KpaliHa TOYKa.
CpaBHEHUS MEX/y rycelikyMad u afanumMymal He ca H3BbPILIBAHH.

p < 0,001 3a cpaBHEHUETO MEX Ty TyCeJIKyMad | rare6o.

6

Kauecmso na srcusom, cevpsano cvc 30pasemo / Pezynmamu, cvobwenu om nayuenma

BsB VOYAGE 1 u 2 3Ha4UMO MO-TOJSMO MOA00pPEHNE HA Ka4eCTBOTO Ha )KUBOT, CBHP3aHO ChC
3[IpaBeTO, U3MEPEHO upe3 JlepMaTonornieH HHAEKC 3a kKauecTBOTO Ha xuBOT (Dermatology Life
Quality Index - DLQI), n Ha cuMmnroMute (cbpOesk, 00Ka, TapeHe, CMBIACHE M PUTHIHOCT Ha KOXKaTa)
Y TIpU3HAIUTE (CyX0Ta, HaIyKBaHe, pa3CiosBaHe WY JIIOIEHEe Ha KOXKaTa, 3a4epBsiBaHe U KbPBEHE) Ha
TMICOPHA3HUC, CHOOIIEHN OT MAalUeHTa, U3MEPEHH M0 JIHeBHHKA 38 CUMIITOMUTE U MPU3HALUTE Ha
nicopuasuc (Psoriasis Symptoms and Signs Diary - PSSD), e HabntogaBaHo npy HanueHTUTE,
JIEKyBaHHU C Tycelkymal, B CpaBHEHHE ¢ manuenTuTe ¢ mianedo Ha Ceamuma 16 (Tabmuma 5).
[Ipuznanure Ha mogoOpeHHe Ha pe3ynTaTUTe, ChOOILICHU OT MalMeHTa, ce 3anaspat 1o Ceamuua 24
(VOYAGE 1 u 2) u Cenmuna 48 (VOYAGE 1). BeB VOYAGE 1 npu nanueHTure, mory4aBaiu
HEIMPEKHCHATO JICUCHHE ¢ TyCcelKyMal, ToBa MOI00peHKE ce TOIIbpKa B OTBOpeHaTa ¢azaso
Cenmuiia 252 (Tabmuna 6).

Tabauua S: O600111eHNe HA Pe3YJITATUTE, CHOOIIEHH OT MalMeHTa, Ha ceqMuIa 16 BLB
VOYAGE 1 u VOYAGE 2

16

VOYAGE 1 VOYAGE 2

[Inanebo |rycenkyma0 |aganumymad| [lnanebo |rycemkymal jazanuMymad
DLQI, nawser ¢ 170 322 328 248 495 247
U3XOJICH CKOP
[TpomsiHa OT M3XOHO HMBO, CPEAHO (CTAHIAPTHO OTKIOHCHHUE)
Cenmuria 16 -0,6 (6,4 |-11,2(7,2*| -9,3(7.8)° | -2,6(6,9) |-11,3(6,8)"| -9,7 (6,8)°
PSSD Ckop 3a
CHMITTOMI, 129 248 273 198 410 200
HAI[MEHTH C U3XOJCH
ckop >0
Cxop 3a cummromu = 0, n (%)
Cenmuua 16 | 10,8 | 677,00 | 45(16,5)° | 0 | 112 (27,3)* | 30 (15,0)°




PSSD Ckop 3a
NpU3HAIN,

ckop >0

Cenmura 16

ManucCHTHU C U3XOJCH

129

Cxop 3a npuzHaii = 0, n (%)

0

248

| 50 (20,2)* | 32 (11,7)° |

274

198

0

411

201

| 86(20,9) | 21 (10,4)°

a
6

B

p < 0,001 3a cpaBHEHHETO MEXIY TycenkyMad u 1miarne6o.
CpaBHEHHSI MEXKIy T'ycelIkyMal U agamumMyMa0 He ca H3BBPIIBAHU.
p < 0,001 3a cpaBHEHUETO MEXTY TYCEIKyMal | Iaredo0 Ha riaBHUTe BTOPHIHK KPAKHH TOUKH.

Tabanna 6: O0001eHne Ha pe3yJITATHTE, CHOOIIEHH OT NMAIMEeHTa, B OTBOpPeHaTa ¢ha3a Ha

VOYAGE 1
rycenkyMad ajaIMMyMa0-TycenKkymad
CenmMura CegMuna Cemgmuna | Cemnmuna CenmMurna CenmMurna
76 156 252 76 156 252

DLQI cxop> 1 na 445 420 374 264 255 235
M3XO0JHO HHUBO, N
ITammentu ¢ DLQI 337 308 272 198 190 174
0/1 (75,7%) (73,3%) (72,7%) (75,0%) (74,5%) (74,0%)
PSSD Ckop 3a
CUMIITOMH, 347 327 297 227 218 200
MALUEHTH C
n3XoaeH ckop> 0
S;;ET?MH on 136 130 126 99 96 96
%) ’ (39,2%) (39,8%) (42,4%) (43,6%) (44,0%) (48,0%)
PSSD Ckop 3a
TPHU3HALH, 347 327 297 228 219 201
MALUEHTH C
n3XoaeH ckop> 0
SKEEH? i o 102 94 98 71 69 76
(02) H ’ (29,4%) (28,7%) (33,0%) (31,1%) (31,5%) (37,8%)

BsB VOYAGE 2 nanueHTHte ¢ ryceaKkymMad uMaT 3Ha4uMO HO-TOJISIMO TIOA0OPEHUE CIIPSIMO
M3XOAHOTO HUBO B CpaBHEHHE C TUIale00 Ha KauecTBOTO Ha JKUBOT, CBBP3aHO ChC 3PaBETO,
TPEBOXKHOCTTA M JICTIPECHUATA M TIOKA3ATEIINTE 3a OrpaHUdYeHUE Ha paborara Ha Cemmurnia 16, u3mMepeHu
cbhoTBeTHO 4pe3 36-ToukoBus Short Form (SF-36) pernpocHuk 3a HaO/r0icHHE Ha 3apaBeTo, Hospital
Anxiety and Depression Scale (HADS) u Work Limitations Questionnaire (WLQ). I[TonoOpenuero Ha
SF-36, HADS u WLQ ce 3ama3pa no Ceamuiia 48 u B oTBopeHata (haza 10 Ceamura 252 npu
MAIEHTUTE, PaHIOMIU3HUPAHH 3a TIOJydaBaHe Ha MoaIbprkamia tepanus Ha Cenqvuria 28.

NAVIGATE

[MpoyuBanero NAVIGATE u3scinenBa ehrukacHOCTTa Ha TyceTKyMad Mpy TMAllUeHTH C
HE3a/I0BOJIMTEINICH OTTOBOD (T.€. KOUTO HE ca IIOCTUIHANH ,,M3UMCTBAaHE " WM ,,MUHUMAaJICH* OTTOBOP,
ompezaeneH karo IGA > 2) kpM ycTekuayMabd Ha Ceamuna 16. Beuaku naruentu (N = 871)
MOJTy4aBar ,,0TKpuTo* ycreknayMao (45 mg <100 kg u 90 mg >100 kg) na Cenmunu O u 4. Ha
Cenmura 16 268 manmentu cbe ckop IGA > 2 ca pan1oMHU3upaHd UITH J1a TIPOIBIDKAT JICYEHUETO C
ycrekuayMad (N = 133) q12w, unu na 3anounar nedenue ¢ ryceakymad (N = 135) na Cenmunu 16, 20
u q8w ciiest ToBa. M3X0JHUTE XapaKTEpUCTUKU HA PaHJIOMH3HPAHUTE MAIIMEHTH ca MOJJOOHH Ha Te3U
BB VOYAGE 11 2.

Crnen panmoMu3npaHe MbPBUYHATA KpaliHa TOYKA € OpOSIT Ha TIOCEIICHUSTA CIIE/l PAaHIOMHU3HPAHETO
mexay Cenmuiiu 12 u 24, npu kouto naiueHTure nocrurat ckop IGA 0/1 u umat nogodpenue > 2
crernieHd. [lariMeHTUTE ca TPETIekKIaHu MPEe3 UHTEPBAIH OT YSTHPH CSIMUIIMIIPH OOII0 YSTHPH
nocerieHust. CpeJ| MalUeHTHTEe, KOUTO He Ce MOBIUSIBAT JOCTATHYHO OT YCTEKHHYMA0 Mo BPEeMETO Ha
paHAOMU3MpPaHEe, 3HAYUMO ITO-TOJIIMO TOI00peHNE Ha €PUKACHOCTTA ¢ HaOJIr01aBaHa pY MaIEHTH,
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MIPEeMHUHABAIIN KbM JICUEHHE C Tycelkymal, B CpaBHEHHE C MAI[EHTUTE, KOUTO MPOABIKaBaT
JIEYCHUETO ¢ yeTeKuHyMa0. Mexmy 12 u 24 cenMuiu ciaex paHIOMHA3UPAHETO TAICHTHTE ¢
rycenkymab nocturat IGA ckop 0/1 ¢ mogoOpeHue > 2 cTeneHu Ba MbTH MO-9ECTO OT MAI[UCHTHUTE C
ycTekuHyMab (choTBeTHO cpeaHo 1,5 cmp. 0,7 mocemenus, p < 0,001). OcBen ToBa, 12 ceqmuIm cien
PaHIOMHU3UPAHETO MO-BUCOK MPOIIEHT MAIlMEeHTH C TYCENKyMald B CpaBHEHHE C MTALIUEHTHTE C
ycreknayMab nocturat IGA ckop 0/1 u momobpenue > 2 crenenu (crotBeTHO 31,1% crp. 14,3%;
p=0,001) u PASI 90 otroBop (cvotBeTHO 48% cmip. 23%, p < 0,001). Paznukure B cTeneHTa Ha
MOBJIMSIBAHE MEXTY MAIUEHTUTE, ICKYBaHU C TYCEIKyMab U ¢ yCTeKHHyMab, ce oTOesI3BaT o1e

4 ceqmuIy cies pangomusupaneto (cpotBeTHO 11,1% 1 9,0%) 1 mocTUTaT MaKCUMATHA CTOHHOCTH
24 cenqmuuy cnen panzoMusupaneTo (Bx. durypa 3). He ca HabnronaBaHi HOBH HAXOJKH T10
OTHOIIIEHUE Ha 0€30MMaCHOCTTA MPH MANUEHTUTE, KOUTO ¢a MPEMHUHAIH OT YCTEKHHyMa0 KbM
rycenkymao.

®@urypa 3: Ilpouent nanuentn B NAVIGATE, nocrurnanu ckop IGA ,,m3uncreane® (0) nin
sMuHEMAaeH* (1) u mogodpeHue ot Haii-maako 2 crenenu Ha IGA ot cenmuna 0 10
ceqMuIa 24, ciopea nocemieHNeTo cjiel paHI0MH3UpaHe

100 5

80 5
g
=
E 60 -
=
E
g
= 40 +
=
=4
= 20 -

0+ T T T T T 1 g
0 4 8 12 16 20 24
Cemuua cnej paHAoMHIHDEHETO
—k— [ycenkymat (n=135) -C- - Ycrekunymab (n=133)
ECLIPSE

EdwukacHocTTa 11 6e30macHOCTTa Ha TyCeNnKyMal ca U3CielBaH! U B €JHO ABOWHOCIISTIO TPOYYBaHE B
CpaBHEHHUE ChC CeKyKnHYMa0. [laiueHTrure ca paHIOMH3MPaHU 3a MMOJIy4aBaHe Ha I'yCelIKyMao

(N =534; 100 mg va Cenmua 0, 4 u q8w cien Toa) unucekykuaymad (N = 514; 300 mgna
Cenmuma 0, 1, 2, 3, 4 u g4w ciieq ToBa). [locnennara no3a ena ceamuna 44 3a 1Bere Tpyny Ha
JICUCHUE.

XapaKkTepUCTUKHUTE Ha 3a00JIIBAaHETO HA U3XOHO HUBO CHOTBETCTBATHA IOMYJIalus C YMEPEH 10
TeXBbK IJTAKOB ICOpHa3nc, ¢ Meauana Ha BSAot 20%, u Meauana Ha PASI ckop ot 18, u IGA ckop 3a
TEXKO yBpexkaane npu 24% ot mareHTure.

I'ycenkymab npeBb3x0ok1a CeKyKHHyMa0, M3MEPEHO upe3 MbpBUYHATA KpaiiHa Touka PASI 90
otroBop Ha Cenmuna 48 (84,5% copsmo 70,0%, p < 0,001). CpaBHUTETHUTE YECTOTH HA

otroBopPASIca npencraBenu B Tabnuma 7.

Tabanna 7: Yectorn Ha PASI otrosop B ECLIPSE

Bpoii narmmentu (%)
rycenkymab (N = 534) cekyknaymad (N = 514)
IIspBHYHA KpaiiHa TOYKA
Otrosop PASI 90 na Ceamunia 48 451 (84,5%)* 360 (70,0%)
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OCHOBHM BTOPUYHM KPaiiHU

TOYKHU

OtroBop PASI 75 na Ceamuna 12 u 452 (84.6%) © 412 (30.2%)
Ha CenmMuna 48

Otrosop PASI 75 na Cegmuna 12 477 (89,3%) ® 471 (91,6%)
Otrosop PASI 90 na Cegmuma 12 369 (69,1%) ® 391 (76,1%)
Otrosop PASI 100 na Ceamunia 48 311 (58,2%) ® 249 (48,4%)

a

§

p < 0,001 3a npeBB3XOACTBO
p < 0,001 3a He mo-mainka epukacHoct (non-inferiority), p = 0,062 3a npeBb3X0ACTBO
®  (OpMaIHO CTATHCTHYECKO M3CIEIBAHE HE € TTPOBENKIAHO

Yecrorute Ha PASI 90 otroBOopHa rycenkymad u cekykuaymad qo Ceamuria 48 ca mpeacTaBeHH Ha
durypa 4.

®@urypa 4: IlpoueHt nauueHTH, 1ocTurunagu PASI 90 orrosop 1o cenmuua 48, mo BU3uTH
(mauuenTHd, pangomusupanu Ha Ceamuua 0) BECLIPSE

100
S 80-
=
[
5 60
=
=
18]
c
L 40
1 4]
=)
(=]
= 20-

I I I I I I I I I 1

|
01234 8 12 16 20 24 28 32 36 40 44 48
CegMuua

—&— Tlycenkymab (n=534) --O-- CekykmHymab (n =514)

Hcopuamuuen apmpum (PsA)

I'ycenkymab mokasea mogoOpeHre Ha IPU3HAIUTE U CUMIITOMUTE, (hu3ndeckaTta (YyHKIUS H
CBBP3aHOTO ChC 3IPABETO KAYECTBO HA KHBOT M HaAMaJIsiBa CKOPOCTTA Ha IIPOrpecupaHe Ha
nepudepHUTE CTAaBHU YBPEIKIAHHS TP Bh3PACTHU MAILIMEHTH C aKTUBEH PSA.

DISCOVER 1 u DISCOVER 2

JIBe paHIOMU3KMpaHH, ABOMHOCICIH, IUTale00-KoHTpoarupanu npoyusanus (asa III (DISCOVER 1 u
DISCOVER 2) onensBat epukacHOCTTa U 0€30M1aCHOCTTA Ha TycelIKyMab cpsMo mianedo npu
BBH3PACTHH NAlMEHTH C akTUBEeH PSA (> 3 moayTu u > 3 Oone3HeHU CTaBU U HUBO Ha C-peakTHBEH
npoterd (CRP) > 0,3 mg/dl 8 DISCOVER 1 u > 5 nogyTtu u > 5 60ne3HeHu ctaBy 1 HUBO Ha CRP

> 0,6 mg/dl B DISCOVER 2), BbIpeKH JICYEHUETO ¢ KOHBEHIIMOHAIHUS CUHTETHYEH (conventional
synthetic, cs) DMARD, anpemuiact uiu Tepanusra ¢ HeCTEpOUIHI IPOTHBOBB3MAIUTEIHN CPEICTBA
(HCIIBC). IaruenTuTe B TE3U IPOYYBAHUS Ca TUATHOCTUIIMPAHU ¢ PSA BB3 OCHOBa Ha KPUTEPUUTE
3a knacugukanys Ha ricopuatudeH aptpur [Classification criteria for Psoriatic Arthritis, CASPAR]) ¢
MeAnaHa Ha MPOABDKUTETHOCTTa 4 TOOAUHM. B BeTe npoyuBaHus ca BKIIOUCHH HALUEHTH C Pa3IniHu
MIOJTHUIIOBE Ha PSA, BKIIOUUTETHO MONMAPTHKYIAPEH apTPUT C OTCHCTBUE HA PEBMATOUIHH Bb3IIU
(40%), cionauiut ¢ nepudepen aptpurt (30%), acumerpuueH nepudeper aptput (23%), AUCTATHO
uHTepdananreanto 3acarane (7%) n uaBanuausupai apTput (1%). Hax 65% u 42% ot nauueHTHTe
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ca MMaJli CbOTBETHO €HTE3UT U JaKTHJIMT Ha M3XOJHO HUBO, a HaJ 75% OT MalMeHTUTE ca HMaJIn
MeauaHa Ha TerecHaTa moBbpxHocT (BSA), 3acernara ot ncopuasuca > 3%. B DISCOVER 1 u
DISCOVER 2 ca ouenenu cbotBeTHO 381 1 739 manueHTa, KOUTO ca MOMy4aBaliy JICUECHUE C
rycenkymad 100 mg, npwiaran Ha Ceamunu 0 1 4, ciies] KOeTO Ha BCeKU 8 ceMunu (q8w) mim
rycenkymab 100 mg g4w, unu miane6o. Ha Cenmuria 24 nmanueHTHTe Ha 11amnebo B ABETE
NPOYYBaHUS MPEMUHABAT KbM IoNy4yaBaHe Ha ryceiakymad 100 mg q4w. [Ipubmmsurento 58% ot
MAIMEHTUTE U B JIBETE MMPOYYBaHUS ca OCTaHaIM Ha yctaHoBeHU 103u MTX (< 25 mg/cenmuria).

WU B nBete mpoyuBanus Hag 90% oT manueHTUTe ca JieKyBanu npeau ToBa ¢ csDMARD. B
DISCOVER 1 31% ot nanmenture ca nexkyBanu npenu Tosa ¢ antu-TNFo. B DISCOVER 2 Bcuukn
NAlMEHTH He ca JISKyBaHH MIPeau ToBa ¢ OMOJIOrMYHa Tepamnusl.

Tlpuznayu u cumnmomu
JleuenueTo ¢ rycenkymad 1oBeqe 40 3HAYUTEITHH NOJ00pEHHS B TIOKa3aTeauTe 3a OojiecTHa
aKTHBHOCT B CpaBHEHHE ¢ miane6o Ha Ceamuia 24. [IspBryHaTa KpaliHa TOYKa U B IBETE
NPOYYBaHUS € MPOIEHTHT HA MAMEHTUTE, TOCTUTHAIN OTrOoBOp 20 ChIITaCHO CKallaTa Ha

AmepukaHCKus Kosex o pesmatonorus (American College of Rheumatology, ACR) na Ceamuna 24.
OcHOBHHTE pe3yJITaTh 10 OTHOIIIEHHE Ha e(h)UKACHOCTTA ca MpeicTaBeHn B Tabnuma 8.

Taéanna 8: Knuanunu orropopu B DISCOVER 1 u DISCOVER 2
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DISCOVER 1 DISCOVER 2
[Tnane6o | rycenkyma | rycenkyma | I[lmame6o | rycenkyma | ryceikyma
(N=126) | 6100mg | 6100mg | (N=246) | 6100mg | 6100 mg
q8w qédw q8w qédw
(N=127) (N=128) (N=248) (N=245)

OTtrosop ACR 20

Cenmuna 16 25,4% 52,0% ° 60,2%° 33,7% 55,2%* 55,9%"
Eizﬂigz ‘Egls’f;Mo ) 26,7 34,8 ] 21,5 22,2
CI)H ° (15,3; 38,1) | (23,5; 46,0) (13,1; 30,0) | (13,7; 30,7)

Cenmuna 24 22,2% 52,0%* 59,4% * 32,9% 64,1%* 63,7%*
Eizﬂig‘; ‘Eg‘s’(’,}Mo ] 29,8 37,1 ) 31,2 30,8
oy (18,6 41,1) | (26,15 48,2) (22.9:39.5) | (224; 39.1)

Otrosop ACR 50

Cenmura 16 12,7% 22,8% " 26,6% ® 9,3% 28,6% ™ 20,8% ®
basmna oo ] 10,2 13,9 ] 193 115
CI)H ° (1,0; 19,3) | (4,4;23,4) (12,65 25,9) | (5,2;17,7)

Cenmura 24 8,7% 29,.9% © 35,.9% © 14,2% 31,5% ™ 33,1%"*
Eizﬂigz ‘2315’(’;“0 ) 21,4 27,2 ) 17,2 18,8
CI)H ° (12,1; 30,7) | (17,6; 36,8) (10,0; 24,4) | (11,5; 26,1)

Otrosop ACR 70

Cenmuna 24 5,6% 11,8% " 20,3%° 4,1% 18,5%* 13,1%"
Pa3nuka cnpsamo 6.4 14.8 14,5 9.0
miare6o (95% - . . - . .

CI) (-0,3; 13,1) | (6,9;22,7) (9,1;19,9) | (4,1;13,8)

IIpomsina B cpeanuTe cToiiHocTH Ha LS" ot m3xonHo HuBo Ha DAS 28 (CRP)

Cenmura 24° -0,70 -1,43° -1,61° -0,97 -1,59 ¢ -1,62°
basmna oo ] 073 0,91 ] 0,61 0,65
CI)H ° (-0,98; -0,48)|(-1,16; -0,66) (-0,80; -0,43)|(-0,83; -0,47)

MuHuMaHa 6ojgecTtHa akTuBHocT (MDA)

Cenmuna 24 | 11,1% | 22,8%°¢ | 30,5%* | 6,1% | 250%" | 18,8%"



Pasma oon 11,9 193 18,9 12,7
CI)H ’ (2,9;20,9) | (9,7;28,9) (12,8; 25,0) | (7,0; 18,4)
IHayuenmu ¢ > 3% BSA u IGA > 2
n=78 | n=82 | n=89 | n=183 | n=176 | n=184
OTtrosop IGA®
Ceamura 24 15,4% 57,3%° 75,3%° 19,1% 70,5%° 68,5%°
Passuia eripamo 42,0 60,0 50,9 49,8
mare6o (95% - -
C) (28,9; 55,1) | (48,3;71,8) (42,2;59,7) | (41,2; 58,4)
Otrosop PASI 90
Cenmura 16 10,3% 45,1%* 52,8% " 8,2% 55,1%* 53,8% "
basmna (oson ] 34,9 42,6 ] 46,6 45,6
CI)H ? (22,2; 47,6) | (30,5; 54,8) (38,4; 54,8) | (37,6; 53,6)
Cenmuira 24 11,5% 50,0%" 62,9%" 9,8% 68,8%" 60,9%*
Eii’lﬂigz ‘Eg‘S’(’;MO ] 38,6 517 ] 58,6 513
CI)H ? (25,8; 51,4) | (39,7; 63,7) (50,6; 66,6) | (43,2; 59,3)
#  p<0,001 (mbpBUYHA KpaliHA TOYKA)
0 p < 0,001 (ocHOBHa BTOpUYHA KpaiHa TOYKA)
®  p=0,006 (ocHOBHA BTOpHYHA KpaifHa TOUKA)
T crarucruuecku HesHauuma p=0,086 (OCHOBHA BTOPUYHA KpaliHa TOUKA)
" gomunanna p < 0,001
¢ momunamHa p = 0,012

KpaiiHa TOuKa)

Icopuasuc OT U3XOAHO HUBO

He ca 0(UIMAIHO TECTBAHU 110 MPOLeypaTa 3a MHOTOCTEIICHHO TecTBaHe, HoMuHanHa p < 0,001 (ocHOBHa BTOpHUYHA
neunupat kato orroBop IGA 0 (u3uucren) wnu 1 (MUHHMANCH) U > 2-CTeNeHHO NoHWKeHue Ha IGA ckopa 3a

[IpomsHa B cpeqHuTe CTOMHOCTH Ha LS = npoMsiHa B cpeiHUTE CTOWHOCTH Ha Hali-MaJIKUTe KBaApaTu

KiIMHUYHUAT OTroBOD, olLieHeH upe3 yecToraTa Ha otroBop ACR 20/50/70, DAS 28 (CRP), MDA,
IGA u PASI 90, ce nogabpika g0 Ceamuna 52 B DISCOVER 1 u DISCOVER 2 (8. Tabmuiia 9).

Tabanna 9: Knuanunu orropopu B DISCOVER 1 u DISCOVER 2 na cegmuna 52°

DISCOVER 1 DISCOVER 2
ryceiaKymad ryceinkymat ryceiakymat rycenkymat
100 mg q8w 100 mg g4w 100 mg q8w 100 mg g4w
ACR 20
N° 112 124 234 228
% OTroBoOp 67,9% 75,8% 79,1% 75,9%
ACR 50
N° 113 124 234 228
% OTroBop 43,4% 55,6% 51,3% 49,1%
ACR 70
N° 114 124 234 228
% oTrosop 28,9% 29,8% 29,5% 28,1%
ITpomsina Ha DAS 28 (CRP) cnipsiM0 U3X0THOTO HUBO
Ne 112 123 234 227
Cpenno (SD) -2,03 (1,250) -1,99 (1,062) -2,08 (1,121) 2,11 (1,128)
MDA
N° 112 124 234 228
% OoTroBop 33,9% 40,3% 32,9% 36,8%
Hayuenmu ¢ > 3% BSA u IGA > 2 na uzxoono Hugo
IGA otrosop
N° 75 88 170 173
% OTroBoOp 69,3% 83,0% 77,1% 84,4%
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PASI 90

N© 75 88 170 173
% oTroBop 66,7% 76,1% 77,1% 81,5%

2 Crnex Cenmura 24 HAMA pamo ¢ mane6o.

6 HOZ[XOZLSIIIII/I 3a OLCHKA IMAallUCHTH C Ha6JIIOZ[aBaH CTaTycC Ha OTToBOpa.

®  TlauueHTuTe MMaT HAbJIIOAABAHA IPOMSHA CIIPSIMO M3XOJHOTO HUBO.

KnuanaausT oTroBop, oueHeH upes yectorata Ha otroBop ACR 20/50/70, DAS 28 (CRP), MDA,
IGA u PASI 90, ce nogabpika g0 Cenmuna 100 8 DISCOVER 2 (k. Tabnuma 10).

Tabanna 10:  Kaunuyen orrosop B DISCOVER 2 Ha cexmuna 100?
rycesnkymad ryceyikymad
100 mg q8w 100 mg g4w
ACR 20
N° 223 219
% Ha OoTroBOp 82,1% 84,9%
ACR 50
N° 224 220
% Ha 0TTOBOD 60,7% 62,3%
ACR 70
N° 224 220
% Ha 0TTOBOD 39,3% 38,6%
DAS 28 (CRP) npomMsiHa OT H3XOAHOTO HUBO
N 223 219
Cpenno (SD) -2,37 (1,215) -2,36 (1,120)
MDA
N° 224 220
% Ha 0TTOBOD 44.6% 42.7%
IHayuenmu ¢ > 3% BSA u IGA > 2 na uzxoono Hugo
Otrosop IGA
N° 165 170
% Ha 0TTOBOD 76,4% 82,4%
PASI 90
N° 164 170
% Ha 0TrOBOp 75,0% 80,0%

a

Hsma pamo Ha mnane6o cnen Cenmuna 24.

6 TTauuentn, noaxonsmu 3a onexka, ¢ HabMOAABaH CTATYC HA OTTOBOP.

B Ha].[I/IeHTI/ITe umar Ha6n}ouaBaHa npoMsiHa OT U3XOJAHOTO HHUBO.

Omeo6op 6v6 6pememo

B DISCOVER 2 ce nabmtogaBa mo-roiisiM OpoIieHT Ha narueHTute ¢ otroBop ACR 20 u B nBete
TPpyIH Ha TyceNKyMal B cpaBHEeHHUE ¢ muanedo omie Ha CeaMunia 4 1 pa3uKaTa B JICYCHUETO
MPOIBIDKABa Jla HapacTBa ¢ TedeHue Ha BpeMeTo 1o Cenmuria 24 (durypa 5).
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®@urypa 5: Otroop ACR 20 no Bu3zutu 10 ceamuua 24 8 DISCOVER 2

100 4

80+

MpousHT nayueHTH (%)

0 2 4 & 12 16 20 24
Cegmuum

- = =3-=. [nauebo (n=248) —— [ycenkymat 100 mg gBw (n=248)
Mycenkymad 100 mg gdw (n=245)

B DISCOVER 2 npu manueHTuTe, moJIy9IaBaiid HelPeKbCHATO JICYCHHE ¢ TYCeTKyMad Ha

cenmutia 24, orroBopbT ACR 20 ce moaappka ot Cenmuna 24 no Ceamuna 52 (Bx. @urypa 6). [Ipu
MaIIEeHTUTE, TOTyJaBaniy HEMPEeKbCHATO JICUEHNE C TycenkymMab Ha ceamura 52, orroBopsT ACR 20
ce moambprka oT Cenmura 52 mo Ceamura 100 (Bxkx. urypa 7).

®urypa 6: Otrosop ACR 20 mo Bu3utH o1 ®urypa 7: Orrosop ACR 20 no Bu3uTH OT

ceqMuia 24 no cexMuina 52 B ceqmuua 52 no cexmuna 100 B
DISCOVER 2 DISCOVER 2

100 100 4

80 80- === — e s e e AT m——

60 ’ 60
40 40

20

MpoueHT nauyveTy (%)

N
S
I

MpoueHT nawverTy (%)

24 28 36 44 52 52 68 76 84 100

Cenmuum Cepmuuy
Bpoit yuacTHLm Bpoit yuacTHLK
Gus 100mg q8w 238 236 238 232 234 Gus 100mg g8w 232 229 225 221 223
Gus 100mg qdw 234 232 230 223 228 Gus 100mg g4w 226 218 223 217 219

——4— Gus 100mg q8w ----B---- Gus 100mg q4w — -4 —- Gus 100mg 8w —&— Gus 100mg gdw

OtroBopuTe, HAOIIOIaBaHU B TPYIHTE Ha I'yCEIKyMal, ca CXOHH, HE3aBUCHMO OT ChITBTCTBAIATa
ynotpeba Ha csDMARD, sxmountenno MTX (DISCOVER 1 u 2). B nonbnHenue, npu u3cienBaHe
BJIIMSIHUETO Ha BB3PACTTa, [10J1a, pacaTa, TEJIECHOTO TETNO U NpeAniHaTa ynotpedba na csDMARD
(DISCOVER 1 u 2) 1 npeaumnaTa ynorpeda Ha antu-TNFo (DISCOVER 1), He ca OTKpUTH pa3ivuKu
B OTTOBOpA KbM I'yCEIKyMad Cpes Te3H HOATPYIIH.

B DISCOVER 1 u 2 ce HabmtogaBa nogo0peHe Npy BCUYKH KOMIIOHEHTH OT ckopa 1o ACR,
BIJTFOUHTEITHO OIleHKa Ha Oonkara oT marnuenTa. Ha Cenmvuria 24 v B ABETE POyYBaHUS ISTHT HA
MAUEeHTHTE, IOCTUTHAIM OTTOBOP 1o Moauduuupanu PsA kpurepuu 3a orroop (PsARC), e no-
roJIsIM B TPYIIUTE Ha TycenKkyMad B cpaBHeHHMe ¢ mane0o. OrroBopute PSARC ce monabpxkar ot
Cemmuna 24 no Cegmuna 52 8 DISCOVER 1 u Cenmuna 100 8 DISCOVER 2.

CiyvanTe Ha JAKTHIUT U €HTE3UT ca OLICHEHH Bb3 ocHOBa Ha cOopHu AanHu oT DISCOVER 1 u 2. Ha
Cenmunia 24 cpej NalMEHTUTE C JAKTWIIAT HA U3XOTHO HUBO JICIBT HA MAIUCHTUTE C OTIIYMSBAHE Ha
JIAaKTHJIINTA € TI0-TOJISIM B Tpynara Ha rycenkymad q8w (59,4%, nomunanaa p <0,001) u rpymara Ha
g4w (63,5%, p = 0,006) B cpaBHeHHe ¢ TuTane6o (42,2%). Ha Cenmunia 24 cpen maneHTuTe ¢ eHTe3UT
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Ha M3XOJHO HHUBO JAETHT HA YIACTHUIIUTE C OTIIYMSBAHE HA EHTE3UTA € MO-TOJISIM B TpyTara Ha
rycenkymad q8w (49,6%, nomunanna p <0,001) u rpynara Ha q4w (44,9%, p = 0,006) B cpaBHEHHE C
wrane6o (29,4 %). Ha Ceamunia 52 ce mombpika MPOIEHTHT Ha MaIUEHTUTE C OT3ByYaBaHe Ha
nmaxtunuta (81,2% B rpynara na q8w u 80,4% B rpynara Ha q4w) u Ha ente3uTta (62,7% B rpynara Ha
q8w 1 60,9% B rpynata Ha g4w). B DISCOVER 2 npu nanuenTuTe ¢ JaKTHINT U €HTE3UT Ha
M3XOJTHO HUBO MPOLIEHTHT Ha MallMEeHTHUTE C OT3By4YaBaHe Ha naktwinta (91,1% B rpymnara Ha q8w u
82,9% B rpynata Ha q4w) u ¢ oT3By4aBaHe Ha eHte3uTa (77,5% B rpynara Ha q8w u 67,7% B rpynata
Ha q4w) ce moaappxka Ha Ceamura 100.

B DISCOVER 1 u 2 nanuenTure, J€KyBaHH € TYCEIKyMad, KOUTO ca UMaJld CIIOHIMIIUT ¢ iepudepeH
apTPUT KaTo IbPBOHAYAIIHO MPOSBICHUE, JEMOHCTPUPAT MO-TroJsIMO nogoOpenue o Muaekca 3a
AKTHBHOCT Ha 3a00JISIBAHETO aHKMIJI03Upall crioHauut 1o bart (Bath Ankylosing Spondylitis Disease
Activity Index, BASDAI) cripsiMo U3X0JHOTO HUBO B cpaBHEHHE ¢ mianebo Ha Cenmuna 24.
ITomo6penuero Ha BASDAI ce mogmbpxa ot Cenmunia 24 mo Cenmuna 52 B DISCOVER 1 u
Cemmuria 100 8 DISCOVER 2.

Penmeenoepagcxu omeosop

B DISCOVER 2 3a6aBsHeTO Ha IPOTrpecrsiTa Ha CTPYKTYPHHUTE YBPEXKIAHUS € U3MEPEHO C IIOMOIITA
Ha peHTreHorpadus U € U3pa3eHo KaTto cpeHa MpoMsiHa B o0mms Moauduiupan ckop o Van der
Heijde-Sharp (vdH-S) cnipsimo uzxognoto auBo. Ha Cenmuna 24 rpynata Ha rycenkyma0 q4w e
MoKasajia CTaTHCTHYECKH 3HAYUTEIIHO MO-MaJIka peHTreHorpad)cka mporpecus, a rpynara Ha
ryceiakymab 8w e mokasaya 4HCACHO I0-MaJiKa IMPOrpecus B cpaBHeHue ¢ 1uiaredo (Tadmuma 11).
HabmiomaBanoTo nogoOpeHre npyu cxeMa Ha Ipuiaraie Ha ryceinkymad q4w mo OTHOIICHHE Ha
3a0aBsHETO Ha peHTreHorpadckaTa nmporpecus (T.€. Mo-Malika CpeIHa MPOMSTHA CIPSMO U3XOJHOTO
HUBO Ha o01wms Moauduitupad vdH-S ckop B rpynara Ha q4w cIpsiMo Iu1aiedo0) e Hai-u3pa3eHo mpu
MAIUEHTUTE C BUCOKA CTOMHOCT Ha C-peaKTHBEH MPOTEHH U C TOJISIM OpOi €pO3UBHY MMOPAKCHIS HA
CTaBHUTE HA U3XOJHO HUBO.

Tadoauua 11: IIpomsiHa 0T U3X0AHO HUBO B o01Hs Moaudumupan vdH-S ckop Ha

ceamuua 24 B DISCOVER 2
N LS cpexna npomsna® (95% CI") oT H3X0AHO HHBO B
Moaudunupanus vdH-S ckop na Cenmuna 24
[Iname6o 246 0,95 (0,61; 1,29)
rycenkymab 100 mg q8w 248 0,52% (0,18; 0,86)
rycenkymab 100 mg gdw 245 0,29° (-0,05; 0,63)

cTaTucTH4ecKu HezHauuma p = 0,068 (ocHOBHA BTOpUYHA KpaiiHa TOYKa)

0 p = 0,006 (ocHOBHA BTOpUYHA KpaiiHa TOYKA)

5 LS Cpe€aHa NpoMsiHa = Cp€iHa IIPOMsHA 10 METOJa Ha Hal-MaJIKATE KBaapaTu

T CI = noBepuTEIIEH HHTEPBA

Ha Cenmuna 52 u Cenmunia 100 cpeqnata nmpomsiHa B oomust mogudumupan vdH-S cripsimo
M3XOJHOTO HUBO € CXOJHA B rpynuTe Ha rycenkymad q8w u q4w (Tabmuna 12)).

Tadoauua 12: IIpoMsiHa 0T U3X0AHO HUBO B 001Hs Moaudumupan vdH-S ckop Ha
ceavmuua 52 u ceamuua 100 8 DISCOVER 2

N? Cpenna npomsina® (SD°) oT u3x01HO HUBO B 001U
moaudumnupan vdH-S ckop

Cenmuna 52

rycenkymab 100 mg q8w 235 0,97 (3,623)

rycenkymad 100 mg g4w 229 1,07 (3,843)

Cenmuna 100

rycenkymad 100 mg q8w 216 1,50 (4,393)

rycenkyma6 100 mg g4w 211 1,68 (7,018)

s

§

HaHHeHTHTC, noAXOoasIIH 3a OLICHKA, UMaT Ha6JIIOZ[aBaHa IpoMsHa 3a YKa3daHHus IIEPUoJ OT BpEME

SD = cTaHAapTHO OTKIOHEHUE
3abenexka: cienq Cenmuna 24 HiMa rpyna Ha miane0o
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Dusuuecka aKmMUBHOCH U C8bP3AHO CbC 30PABEMO KAYeCMB0 HA HCUBOM

B DISCOVER 1 u 2 manueHTuTe, JIGKyBaHH € TyCEeIKyMa0, TeMOHCTPHUPAT 3HAYUTEITHO TI0TI00peHne
(p <0,001) BbB pu3mueckaTa PyHKIUS B CpaBHEHUE C TUIane00, KaKTO € OIIeHEeHO Ype3 BrrpocHuk 3a
OIICHKA Ha 37[paBeTo ¢ Moka3zaren 3a naBanuamsupane (Health Assessment Questionnaire-Disability
Index, HAQ-DI) na Ceamuna 24. [Togoopenunero va HAQ-DI ce mogabprka ot Cenmuiia 24 10
Cenmuna 52 8 DISCOVER 1 u Ceamunia 100 8 DISCOVER 2.

3HAYHUTEITHO TO-TOJIsIMO TIoAo0peHue B SF-36 0600mieHus ckop 3a pu3nueckara KOMIIOHEHTA
(Physical Component Summary score, PCS) cripsiMo U3X0AHOTO HUBO ce HAaOJIr0aBa MPH MAIUCHTH,
JIeKyBaHH ¢ TycelkyMa0, B cpaBHeHue ¢ mianebo Ha Ceamuna 24 8 DISCOVER 1 (p <0,001 u 3a
neete go308u rpynu) u DISCOVER 2 (p = 0,006 3a rpynara na g4w). Ha Cenmuna 24 u B n1Bete
MpOyYBaHUs ce HaOoaBa Mo-ToJISIMO yBeTMUeHHE B ckopa 3a DyHKIIMOHAIHA OIICHKA Ha JICUCHHETO
Ha XpOHNYHO 3a0omsBane-yMopa (Functional Assessment of Chronic Illness Therapy-Fatigue, FACIT-
F) cipsimo u3X01HOTO HUBO MpH NALMEHTH, JIEKYBaHU C TYCEIKyMal, B cpaBHEeHuUE ¢ manebo. B
DISCOVER 2 ce nHabnromaBar o-rojieMy o j00peHUs B Ka4€CTBOTO Ha KUBOT, CBBP3aHO ChC
3IIpaBeTo, M3MEpPEHO Ype3 JlepMaTonoruuHus HHIEKC 3a KadecTBo Ha xuBoT (Dermatology Life
Quality Index, DLQI) npu nauneHnTy, 1eKyBaHH ¢ TycelaKyMad, B cCpaBHEHHE ¢ TU1anebo Ha

Cenmuria 24. [Tonoopenueto Ha ckoposete SF-36 PCS, FACIT-F u DLQI ce nogaspka ot

Cenmuna 24 no Ceqmuna 52 8 DISCOVER 1 u Ceagmunia 100 8 DISCOVER 2.

Ynueposen xonum

EdukacHocTTa 1 6e30macHOCTTa Ha I'ycelaKyMal ca OIIEHEHH B JIB€ MHOTOIICHTPOBH, PaHIOMHU3UPaHH,
JBOWHOCIEIH, I1ane00-KOHTpoNrupanu npoyuBanus ¢asa Il (mpoyyBane ¢ MHAYKIIMOHHO JIeYeHUE
QUASAR wu npoyuBane ¢ noagsp:xaiio geueane QUASAR) mpu Bb3pacTHH HaLIMEHTH C YMEPEH /10
TEXbK aKTUBEH YJILIEPO3€H KOJIUT, KOUTO UMAT HE3a0BOIUTENIEH OTTOBOP, 3aryda Ha OTTOBOP WK
HETOHOCUMOCT KbM JIEUCHHE C KOPTUKOCTEPOUIU, KOHBEHIIMOHAIHY UMYHOMOy1aTopu (AZA, 6-
MP), 6uonornuna tepanust (TNF 61okepu, Benonusymad) u/ninn HHXHOUTOP Ha Janus KuHa3ara
(JAK). OcBeH ToBa edpukacHOCTTa 1 0€30I1aCHOCTTA Ha TYCeKyMal ca OLEHEHHU B PaHAOMHU3HPaHO,
JIBOMHOCIIATIO, I11a1ie00-KOHTpoIMpaHo npoy4sane (asa Ilb 3a onpeensHe Ha MHAYKIIMOHHATA 1032
(mpoyuBaHe 3a onpe/esnsiHe Ha quana3oHa Ha nHaykauoHHaTta 1o3a QUASAR), B koeTo e BKiItoueHa
NOITyJIalMs ALMEHTH C YILEPO3€H KOJIHT, T0A00Ha HA Ta3U B IPOYYBAHETO C UHAYKIHOHHO
npuinoxkenue ¢dasa I11.

AKTUBHOCTTa Ha 3a00JIIBaHETO € OLIEHEHa upe3 MoaudHuIrpanus ckop no Mayo (mMS),
3-koMMoHeHTeH ckop 1o Mayo (0-9), koliTo ce cbcToM OT cymara Ha cienHuTe nmojackopose (ot 0 1o 3
3a BCEKH IMOJICKOp): yectoTta Ha aedekanus (SFS), pexkranHo kbpBeHe (RBS) u Haxoaku OT neHTpaHo
npernenana eqaockonus (ES). YMepeHHT 10 TeXbK aKTHBEH YJLIEPO3€H KOJIHT ce AehuHIpa KaTo
mMS mexay S u 9, RBS> 1 u ES 2 (nedunupana kato uzpaseH epuTeM, JUIca Ha CbOB PUCYHBK,
panuMocT u/unu epo3un) uiu ES 3 (nedmHnpana KaTo CIOHTAHHO KbPBEHE U YIIIepalius).

Hunoyxyuonno npoyusane: QUASAR IS

B unaykunonnoto nmpoyuBane QUASAR IS nanuentute ca paHqoMu3upaHu B ChOTHOLIEHHE 3:2 3a
noJjiyyaBaHe Ha rycesnikymad 200 mg uinu miare0o upe3 nHTpaBeHo3Ha uHpy3us npe3 Cenmuna 0,
Cenmuna 4 u Ceqmuna 8. Ouerenu ca oomo 701 manmentr. Ha m3xomHo HUBO MenmanaTa Ha mMS e
7, xato 35,5% oT manMeHTHTEe UMAT U3X0IHa CTOHHOCT Ha mMMS oT 5 10 6, 64,5% - o1 7 10 9, a 67,9%
OT MAIMEHTUTE UMAT U3xo/aHa cToitHocT Ha ES 3. Meaunanara Ha Bp3pactra € 39 roaunu (quana3zoH OT
18 no 79 ronuum), 43,1% ca xxeHu, a 72,5% ce onpenensT KaTo MpeACTaBUTENN Ha Ostara paca,
21,4% xato a3uatiu u 1% KaTo 4EPHOKOXKH.

Ha BkiroueHnTE MAMEHTH ce pa3peliasa Jja U3M0A3BaT YCTAaHOBEHH 103U TIEPOPATHA
amuHocamuumnatia, MTX, 6-MP, AZA w/unu nepopansau koprukocrepounu. Ha m3xonno auso 72,5%
OT MAIMEHTUTE MoTydaBaT amMmuHocanuimiaty, 20,8% OT malueHTUTe ModydyaBaT UMyHOMOTYIaTOPU
(MTX, 6-MP unu AZA), a 43,1% oT nanueHTuTe NoJay4aBatr Koprukoctepounu. He ca paspenienun
CBHITBTCTBAIIN OMOJIOTHYHH TEepaNny WM HHXuouTopn Ha JAK.

[pu 0610 49,1% OT manueHTUTE NOHE eHa OMOJIOTHYHA TEPaIHsl U/UITK JIeYeHHE C UHXUOUTOp Ha
JAK mipenu ToBa ca Omnm Heycrienman. OT Te3u narnuentu 87,5%, 54,1% u 18% npenu ToBa ca nManmn
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HeycrenrHo Jiedenne cboTBeTHO ¢ TNF 6mokep, Begonmm3ymabd uinu naxudburop Ha JAK, a 47,4% ca
JIEKyBaHH HEYCIIEITHO C 2 WU MoBede OT Te3u Tepanuu. O01mo 48,4% oT manueHTuTe He ca JeKyBaHU
¢ Omonornyna Tepanus 1 naxuouTop Ha JAK, a 2,6% ca nomydaBanu npenu ToBa, HO HE ca ce
MOBJIMSUTH OT OMOJIOTHYHA Tepanusl nin HHxuouTop Ha JAK.

IIspBUYHATA KpaifHa TOYKA € KJIMHIYHA PEMHUCHS, onpeaenieHa upe3 mMS Ha Cenmuria 12.
Bropuunute kpaiinu Touku Ha Ceamuna 12 BKIFOYBAT CHMOITOMATHYHA PEMHUCHS, €HIOCKOIICKO
3a3/paBsBaHe, KIMHUYCH OTTOBOP, XMCTOJIOTUYHO-CHIOCKOIICKO 3a3/[paBsBaHe Ha JIMT'ABUIIATA,
MOBJIMSABAHE HA yMOpaTa U pEMUCHS 110 BBIPOCHUK 3a Bh3MaIUTEIHU 3a00JIIBaHUs Ha YyepBara
(Inflammatory Bowel Disease Questionnaire, IBDQ) (Ta6muua 13).

3HAYUTEITTHO MMO-TOJISIM TPOICHT MAIMEeHTH ca B KiIMHNYHA pemucust Ha Cenmura 12 B rpymara,
JIEKyBaHa ¢ TycelkyMal, B CpaBHEHHE C Tpymara ¢ miamedo.
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Taoauna 13:

Ceamuna 12 B QUASAR IS

HpOHeHT MAalUCHTH, OTTOBApPHAIIHA HA KpaﬁHHTe TOYKH 3a e(l)l/lKaCHOCT Ha

Kpaijina Touka

Ili1aneoo
%

I'ycenkymad
200 mg HHTpaBeHO3HA
HHAYyKIUA®
Y%

Pa3ziuka B
JeYeHHeTo
(95% CI)

Kinnuyna pemucus’®

O0ma nomynanus

8% (N=280)

23% (N=421)

15% (10%, 20%)"®

HenexyBanu ¢
OuoJIOrMYHa Tepanus u
JAK naxubuTop”

12% (N=137)

32% (N=202)

20% (12%, 28%)

Heycnemno npenxonno
JieYeHne ¢ OMOJIOTHYHA
Tepanus u/umu JAK
UHXHOUTOP"

4% (N=136)

13% (N=208)

9% (3%, 14%)

CumnromMaTH4yHa pemucus’

OO0mma nomyJanus

21% (N=280)

50% (N=421)

29% (23%, 36%)"

HenexyBanu ¢
OuoNoruuHa Tepanus u
JAK unxuburop”

26% (N=137)

60% (N=202)

34% (24%, 44%)

HeycnemniHo npenxoaHo
JieYeHre ¢ OMOJIOTHYHA
tepanus u/umm JAK
HHXUOUTOP”

14% (N=136)

38% (N=208)

24% (16%, 33%)

Enpockoncko 3a3apaBsaBaHe™

O01ma nomyJaus

11% (N=280)

27% (N=421)

16% (10%, 21%)®

Henexysanu c
OuoNoruYHa Tepanus u
JAK naxubuTop”

17% (N=137)

38% (N=202)

21% (12%, 30%)

Heycnemno npenxonno
JIYCHUE C OMOJIOTUYHA
Tepanus u/nmu JAK
HHXHUOUTOP”

5% (N=136)

15% (N=208)

10% (4%, 16%)

Kiunuven orrosop*

O06ma nomynanus

28% (N=280)

62% (N=421)

34% (27%, 41%)°

HenexyBanu ¢
OuoJIOrMYHa Tepanus u
JAK naxubuTop”

35% (N=137)

71% (N=202)

36% (26%, 46%)

Heycnemno npenxonno
JieYeHre ¢ OMOJIOTHYHA
Tepanus u/nnu JAK
UHXHOUTOP"

20% (N=136)

51% (N=208)

32% (22%, 41%)

XM CTOJOTHYHO-€HA0CKONCKO 3a31paBsiBaHe HA Jurapuuara”

OO0ma nomyJanus

8% (N=280)

24% (N=421)

16% (11%, 21%)®

Henexyanu ¢
OuoNoruuHa Tepanus u
JAK unxuburop”

11% (N=137)

33% (N=202)

22% (13%, 30%)

HeycneniHo npenxoaHo
JieYeHne ¢ OMOJIOTHYHA
tepanus u/umm JAK
HHXUOUTOP”

4% (N=136)

13% (N=208)

9% (3%, 15%)

IToBMsiBane HAa ymMopaTa”

OO0mma nomyJaus

21% (N=280)

41% (N=421)

20% (13%, 26%)"

Henexysanu c
OuonoruuHa Tepanus u
JAK naxubuTop”

29% (N=137)

42% (N=202)

12% (2%, 23%)
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HeycnenmHo npenxomano 13% (N=136) 38% (N=208) 25% (17%, 34%)
JieYeHre ¢ OMOJIOTHYHA
tepanus u/unm JAK
UHXHOUTOP"

Pemucus cnopen IBDQ “

O61ma nonyanus 30% (N=280) 519% (N=421) 22% (15%, 29%)"

Henexysanu c 34% (N=137) 62% (N=202) 28% (18%, 38%)
OuoNorNYHa Tepanus u
JAK naxuburtop”

Heycnenino npeaxonHo 24% (N=136) 39% (N=208) 15% (5%, 25%)
JIYCHUE C OMOJIOTUYHA
tepanus u/vnu JAK
HHXUOUTOP”

I'ycenxymab 200 mg xato naTpaBeHo3Ha nHdpy3us npe3 Ceamuna 0, Cenmuna 4 1 Ceqmuna 8.

IToxckop 3a gectoTa Ha nedexarns 0 win | 1 HeyBeIMYICH B CpaBHEHHE C H3XOIHOTO HUBO, TIOJCKOP 3a
pekTanHo kbpBeHe 0 U MoACKop 3a eHaocKoncka Haxoaka 0 wim 1 6e3 paHUMOCT.

p <0,001, xopurupana paznuka B nedennero (95% CI) Bp3 ocHoBa Ha MeToaa Ha Cochran-Mantel-
Haenszel (kopurupas mo craTuuKannoHHN (PaKTOPH: CTATyC [0 OTHOIICHHUE Ha HEYCIeIHa OHOJIOTHIHA
Tepamnus u/win jedeHne ¢ uaxuoutop Ha JAK u chpTcTBaIIa yrioTpeba Ha KOPTUKOCTEPOUIU Ha
HU3XOJHO HUBO).

JlombIHUTETHO 7 MANMEHTH B TpyIaTa Ha mianebo u 11 manueHTH B rpynaTa Ha ryceinkyMad uMar
MPEIXOIHA EKCIIO3UIHS Ha OMOJIOTHYHA Tepamus WK JedeHue ¢ naxuoutop Ha JAK, HO He ca nmanu
HEYCIEeX Ha JICYCHUETO.

BxurouBa He3a0BOIUTENICH OTTOBOP, 3ary0a Ha OTTOBOP WIIM HETIOHOCHMOCT KbM OHOJIOTHYHA TEPaIns
(TNF 6noxepn, Begonmmnzymad) u/minu nHxuouTop Ha Janus kuHazaTa (JAK) npu yiamepo3eH KOIuT.
Ioxckop 3a gectoTa Ha nedekarws 0 win | 1 HeyBeIMYICH B CpaBHEHHE C HHAYKIMOHHOTO M3XOTHO HUBO
1 TIOJICKOD 32 PEeKTaIHO KbpBeHe 0.

TToackop 3a enmockoncka Haxozaka O wim 1 6e3 paHUMOCT.

HawmasnsBane Ha Mmogudunmpanus ckop mo Mayo ¢ > 30% u > 2 TOUKH B CpaBHEHHE C H3XOJHOTO HUBO Ha
WHIYKIMS, C HAMAJIEHUE ¢ > | TOYKa OT U3XOJHOTO HMBO HA MOJICKOPA 32 PEKTATHO KbPBEHE WM MOJICKOP
3a peKTajiHo KbpBeHe oT 0 wim 1.

KoMmOuHaIMs 0T XHCTOJOTHYHO 3a3/[paBsBaHe [HeyTpodmiHa nHbuITpanus B < 5% OT KpUNTHTE, JTUIICA
Ha JICCTPYKIHUS Ha KPUIITUTE U JIAIICA HA €PO3HH, YIIEPAIUH WU IPpaHyJallMOHHA ThKaH CIIOpe]
cucremara 3a kiacudukaus Ha Geboes]| ¥ eHIOCKOICKO 3a3paBsiBaHe, KaKTO € OMPEeIeNICHO 0-Tope.
YMopara e orieHeHa ¢ iomolura Ha kpatkust popmyisip PROMIS-Fatigue 7a. [loBnusBaneTo Ha ymopara e
OTIpeNieNIeHO KaTo MOJ00peH e ¢ > 7 TOUKH CHPSIMO W3XOJHOTO HHBO, KOETO CE CYHTA 32 KIIMHIIHO
3HAYIMO.

0611 ckop 1o BrnpocHuka 3a Bh3nmaauTenHu 3adosiBanus Ha yepBarta (Total Inflammatory Bowel
Disease Questionnaire score) > 170.

=

B npoyuBanero QUASAR IS u npoyusanero QUASAR 3a onpezensne Ha quana3zoHa Ha
WHIYKITMOHHATA JT03a ca BKIIIOUCHH U 48 MaMeHTH ¢ U3X0aHa cToiHOCT Ha mMMS 4, BkirrountenHo ES
2 vwiu 3 u RBS > 1. [Ipu nauuentute ¢ u3xoaHa cToiHOCT HAa MMS 4 edukacHOCTTa Ha rycenkymad
cipsiMo Tianedo, u3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYEH OTTOBOP U €HJIOCKOIICKO
3a3npapsBane Ha Cepmuna 12, chOTBETCTBA Ha 00IATa TTOMYJIAUs C YMEPEH JI0 TeXXbK aKTHBEH
YIILEPO3€H KOJUT.

Ioockopose 3a pekmanno Kbpéene u yecmoma na oegexayus

[Ipu manueHTHTE, JIGKYBAaHHU C I'YCEIKyMa0, ce Ha0/Ir01aBa HaMaJIeHHe Ha ITOJICKOPOBETE 3a PEKTAIHO
KbpBEHE U YeCcTOTa Ha Nedekanus omie Ha Ceamuia 2, KaTo Mpobiikasa J1a HaMaisBa J10

Cenmuia 12.

Tlooowvpoicawgo npoyusane: QUASAR MS

B npoyusanero QUASAR MS ca onienenn 568 nanueHTy, KOUTO ca MOCTUTHAIHN KJIMHUYEH OTTOBOP
Ha 12 ceamuIia ciell HHTPaBeHO3HOTO npuiioxkeHue Ha rycenkymad B QUASAR IS uinu B QUASAR —
MIPOYUYBAHETO 3a ONpEAEITHE HA AMana3oHa Ha MHAYKIMOHHATa 103a. B npoyusaneto QUASAR MS
TE€3U MAIMEeHTU ca paHIOMHU3UPaHU J1a oJdy4yaBaT MOAIbPKAILO JIEYEHUE C MTOJKOKHO PUIIOKEHHE Ha
rycenkyma0 no cxema 100 mg Ha Bceku 8 ceaqmutiy, 200 mg Ha Bceku 4 CeIMUIU WM 11arie0o B
MPOIbIDKeHNE Ha 44 CeaMUIIH.
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IIspBUYHATA KpaifHa TOYKA € KJIMHUYHA PeMHUCHS, onpeaenieHa upe3 mMS Ha Cenmuria 44.
Bropuunute kpatinu touku Ha Ceamuna 44 BKIFOYBAT, HO HE C€ OTPaHUYaBaT JJO CUMITOMATHYHA
peMucHs, eHIOCKOIICKO 3a3/IpaBsiBaHe, KIMHUYHA PEMHUCHUS 0€3 KOPTHKOCTEPOUIN, XUCTOIOTHIHO-
SHJIOCKOIICKO 3a3/[paBsiBaHEe Ha JINTABHIIATa, IOBIHUSIBAHE HA yMopaTta u pemucus criopex IBDQ

(Tabmuma 14).

3HAYUTETTHO MO-TOJISIM TPOIICHT MANMEHTH ca B KIMHWYIHA pemucus Ha Cenvurnia 44 1 B ABETE TPYIIH,
JIEKyBaHHU C Tycelkymab, B CpaBHEHHE ¢ M1aneoo.

Ta6anna 14: IIpoueHT manMeHTH, OTrOBAPSIIM HA KPAHHNTE TOYKH 32 epKkacHOCT Ha

Ceamuna 44 B QUASAR MS
Kpaiina Touka Ilnaneoo I'yceaxymad | I'yceaxymad Paziuka B jie4eHneTo
% 100 mg q8w | 200 mg q4w (95% CI)
NOJAKOKHA noakoxkHa | I'yceaxkymad | I'yceaxymad
MHGKEKIMA® | MHKeKuus® 100 mg 200 mg
% %
Kunanyna pemucus®
O6ma nomynarus’” 19% 45% (N=188) | 50% (N=190) 25% 30%
(N=190) (16%, 34%)" | (21%, 38%)"

Henexysanu ¢ 26% 50% (N=105) | 58% (N=96)

OuonornuHa (N=108) 24% 29%

teparms u JAK (12%, 36%) | (17%, 41%)

HHXUOUTOP®

Heycnerao 8% (N=75) | 40% (N=77) | 40% (N=88)

MIPEIXOTHO

JIEYEHUE C 30% 32%

OHoJorHYHa (19%, 42%) | (21%, 44%)

Tepamnus u/unm

JAK naxubutop™

CuMnToMaTH4YHA peMncmﬁ

OO6ma nomynarus’” 37% 70% (N=188) | 69% (N=190) 32% 31%
(N=190) (23%, 41%)" | (21%, 40%)"

HenexyBanu ¢ 46% 74% (N=105) | 76% (N=96)

OuoJyornyHa (N=108) 28% 28%

tepamus u JAK (15%, 40%) | (15%, 41%)

uHXHOUTOP®

HeycnemHo 24% (N=75) | 65% (N=77) | 60% (N=88)

MPEIXOTHO

JICYEHUE C 39% 37%

OuoornyHa (26%, 52%) | (23%, 50%)

Tepanus u/uin

JAK unxubuTop™

KumanyHa pemucusi 6e3 KOpTHKOcTepouan”

O6m1a nomynanus” 18% 45% (N=188) | 49% (N=190) 26% 29%
(N=190) (17%, 34%)" | (20%, 38%)"

Henexyanu ¢ 26% 50% (N=105) | 56% (N=96)

OuonornuHa (N=108) 24% 27%

tepamus u JAK (12%, 36%) | (14%, 39%)

UHXHOUTOP®

Heycnerao 7% (N=75) 40% (N=77) | 40% (N=88)

MPEIXOTHO

JIEYEHUE C 32% 34%

OuoJorHYHa (21%, 43%) | (23%, 45%)

Tepamnus u/unm

JAK naxubutop™
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Engockoncko 3asapasssane’

O6m1a nomynanus” 19% 49% (N=188) | 52% (N=190) 30% 31%
(N=190) (21%, 38%)" | (22%, 40%)"

Henexyanu ¢ 26% 53% (N=105) | 59% (N=96)

OuonornuHa (N=108) 27% 30%

tepamus u JAK (15%, 40%) | (18%, 42%)

UHXHOUTOP®

Heycnerao 8% (N=75) | 45% (N=77) | 42% (N=88)

MPEIXOTHO

JIEYEHUE C 36% 35%

OHoJorHYHa (24%, 48%) | (23%, 46%)

Tepamnus u/unm

JAK wnaxubutop *

XHCTOJTOTHYHO-eHI0CKONICKO 3a31paBsiBaHe HA JUraBuiara”

O6ma nomymarus’” 17% 44% (N=188) | 48% (N=190) 26% 30%
(N=190) (17%, 34%)" | (21%, 38%)"

HenexyBanu ¢ 23% 50% (N=105) | 56% (N=96)

OuoJyornyHa (N=108) 26% 30%

teparnus u JAK (14%, 38%) | (17%, 42%)

HHXUOUTOP®

HeycnemHo 8% (N=75) | 38% (N=77) | 39% (N=88)

MPEIXOTHO

JIeYeHHE C 28% 31%

OuomornyHa (16%, 39%) | (20%, 43%)

Tepanus u/uin

JAK unxuduTop™

Kiunuven orrosop”

O6m1a nomynanus” 43% 78% (N=188) | 75% (N=190) 34% 31%
(N=190) (25%, 43%)" | (21%, 40%)"

Henexyanu ¢ 54% 83% (N=105) | 81% (N=96)

OuonornuHa (N=108) 29% 26%

tepamus u JAK (17%, 41%) | (14%, 39%)

UHXHOUTOP®

HeycnemrHo 28% (N=75) | 70% (N=77) | 67% (N=88)

MPEIXOTHO

JIEYEHUE C 41% 39%

OHoJIoOrHYHA (27%, 54%) | (26%, 53%)

Tepamnus u/unm

JAK naxubuTop™

Hoz[m)pmaﬂe HAa KIIMHAYHA PEMHUCHUA HA Ceamuna

44 npu namnueH

TH, MOCTUTHAJI

U KIMHUYHA

pemucus 12 ceaMuum cjie MHAYKIUATA
Oo6ma 34% (N=59) | 61% (N=66) | 72% (N=69) 26% 38%
nonynanus® (9%, 43%)" | (23%, 54%)"
Henekypanu ¢ 34% (N=41) | 65% (N=43) | 79% (N=48)
OnoJorHYHa 31% 45%
tepanus u JAK (9%, 51%) (25%, 62%)
HHXUOUTOP®
HeycnemrHo 27% (N=15) | 60% (N=20) | 56% (N=18)
MPEIXOTHO
JICYCHHE C 33% 29%
OunomornyHa (-1%, 62%) | (-6%, 59%)
Tepamnus u/unm
JAK naxubutop™

Engockoncko HopMaan3upane”

OO6mra oy marus”

15%

35% (N=188)

(N=190)

34% (N=190)

18%

17%

(10%, 27%)"

(9%, 25%)"
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HenexyBanu c 20% 38% (N=105) | 42% (N=96)

OuoJyornyHa (N=108) 17% 17%

teparnus u JAK (6%, 29%) (6%, 29%)

uHXHOUTOP®

HeycnemHo 8% (N=75) | 31% (N=77) | 24% (N=88)

MPEIXOTHO

JIeYCHHE C 21% 16%

OuonornyHa (10%, 33%) | (6%, 26%)

Tepanus u/uin

JAK naxubuTop™

IloBmsiBaHe Ha ymopara’

O6ma nomynarus’” 29% 51% (N=188) | 43% (N=190) 20% 13%
(N=190) (11%, 29%)" | (3%, 22%)™

HenexyBanu ¢ 36% 51% (N=105) | 53% (N=96)

OuonornuHa (N=108) 15% 16%

tepamus u JAK (2%, 28%) (3%, 29%)

HHXUOUTOP®

HeycnemrHo 19% (N=75) | 47% (N=77) | 32% (N=88)

MPEIX0THO

JIEYEHUE C 27% 13%

OuoornyHa (13%, 40%) (1%, 26%)

Tepamnus u/unm

JAK naxubutop™

Pemucus cnopen IBDQ "

O6m1a nomynanus” 37% 64% (N=188) | 64% (N=190) 26% 26%
(N=190) (17%, 36%)" | (16%, 35%)"

Henexyanu ¢ 49% 68% (N=105) | 74% (N=96)

OmoJyornyHa (N=108) 19% 24%

tepanus u JAK (6%, 32%) | (11%, 37%)

uHXHOUTOP®

HeycnemHo 19% (N=75) | 58% (N=77) | 53% (N=88)

MPEIXOTHO

JICYEHUE C 38% 35%

OHoJIoOrHYHA (26%, 50%) | (23%, 48%)

Tepanus u/uin

JAK uaxubuTop™
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I'ycenkymab 100 mg xaTo MOAKOKHA MHXKEKIUS HA BCCKHU § CEIMUIIM CIIC] MHAYKIIMOHHATA CXEMa.
I'ycenkymab 200 mg KaTo MOAKOXHA WHXKEKIUS HA BCCKU 4 CEIMUIIM CIIC] MHIYKIIMOHHATA CXEMa.
Ioxckop 3a yectoTa Ha nedekanys 0 win | ¥ HEYBEIMYCH B CPaBHEHHE C H3XOIHOTO HUBO, OJCKOP 3a
pexranHo KbpBeHe 0 ¥ MOJICKOp 3a eHI0CKoIcKa Haxoaka 0 win 1 6e3 paHuMOCT.

[TarrienTH, MOCTUTHANH KJIMHAYECH OTTOBOp 12 ceaMMUIN ciel MHTPABEHO3HOTO MPUIIOKECHUE Ha
rycenkyma6 B mHIYKIMOHHOTO npoydyBane QUASAR wnnn B npoyusBaneto QUASAR 3a onpenensae Ha
Jrara3oHa Ha HHAYKIIMOHHATA J1034.

" p<0,001, xopurupana pa3nuka B nederneTo (95% CI) b3 ocHoBa Ha Metoaa Ha Cochran-Mantel-
Haenszel, xopurupan no ctatuuKaiuoHHN (aKTOPH MPH PAHIOMHUZHPAHETO.

JompmHUTETHO 7 TAaIMEHTH B TpyIaTa Ha manebo, 6 manueHTH B rpymnara Ha rycenkymad 100 mg u

6 manueHTH B rpymnara Ha rycenkymab 200 mg uMaT npexo/iHa eKCIO3UIHsI Ha OMOJIOTMYHA TEPAITUs TN
neueHue ¢ nHxuOUTOp Ha JAK, HO He ca MManu Heyclex Ha JICYCHHETO.

BrirouBa HE3aJOBOJIUTEINICH OTTOBOP, 3ary0a Ha OTTOBOP MJIM HEIIOHOCUMOCT KbM OHMOJIOTHYHA TEPAIHUs
(TNF 6nokepwu, Begonuzymad) w/vnu naxudourop Ha Janus kunazata (JAK) npu yimepos3eH KouT.
IMoxckop 3a yectoTa Ha nedekarwst 0 win 1 1 HEYBEIMYCH B CPAaBHCHHE C U3XOJHOTO HUBO HA
WHIYKIISATA U ITOJICKOP 32 peKTaIHO KbpBeHe 0.

Hewnsuckpamu nedeHrne ¢ KOPTUKOCTEPOUIH 3a Hali-Manko 8 ceqmuiy npean Cenmuria 44 1 OTroBapsIIm
CBIIIO Ha KPUTEPHUHTE 33 KIMHUIHA pemucus Ha Ceqmuna 44.

TToackop 3a enmockoncka Haxozaka O wim 1 6e3 paHUMOCT.

KomOuHanms ot XUCTOIOTHYHO 3a3/ipaBsBaHe [HeyTpodmiHa nHuITpanus B < 5% OT KpUITHTE, JIUIICa
Ha IECTPYKUMS Ha KPUIITUTE W JIATICA HA €PO3HH, YIIEPalNH WU rPpaHyJIallMOHHA ThKaH CIIOpe]
cucremara 3a kinacudukanus Ha Geboes]| ¥ eHIOCKOICKO 3a3/paBsiBaHe, KaKTO € OMPEeIesICHO O-Tope.
HamansBane na Mmoguduupanus ckop no Mayo ¢ > 30% u > 2 TOYKH B CpaBHEHHUE C M3XOJHOTO HUBO HA
WHIYKIHS, C HAMAJIEHUE ¢ > | TOYKa OT U3XOJHOTO HMBO Ha MOJICKOPA 332 PEKTATHO KbPBEHE WM MOJCKOP
3a peKTajHo kbpBeHe oT 0 wiu 1.

p < 0,001, xopurupana pasznuka B ieueuueTo (95% CI) b3 ocHoBa Ha MeTona Ha Cochran-Mantel-
Haenszel, xopurupah no craTuQpUKanuOHHN GaKTOPH IPU PAHAOMHU3IUPAHETO

IToxckop 3a eagockoncka Haxoxaka 0.

=3

OTIPEZIETIEHO KaTo MOJ00pEeHNE ¢ > 7 TOUKH CHPSIMO M3XOIHOTO HUBO, KOETO CE CUUTA 33 KIMHUIHO
3HAYNMO.

0611 ckop o BernpocHuka 3a Be3nmaauTenHu 3abosiBanus Ha yepBarta (Total Inflammatory Bowel
Disease Questionnaire score) > 170.

P YyacTHUIM, NOCTUTHAIN KIMHUYEH OTroBOp 12 ceaMuUIM ciae MHTPaBEHO3HOTO IPUIIOXKEHUE Ha
rycenkyma0 B naaykunonHoTto npoyuBane QUASAR wim B npoyuBanero QUASAR 3a onpeznensne Ha
Jana3oHa Ha WHIYKIIMOHHATA J103a.

O1ue 3 manueHTy B rpynara Ha mianedo, 3 nalueHTH B rpynara Ha rycenkyMad 100 mg u 3 mauneHTty B
rpynara Ha rycesnkymad 200 mg ca eKCIIOHMpaHH MPEAN TOBa, HO OMOJIOTHYHATA TEPaNtsl MK JICYEHHETO
¢ nuaxubutop Ha JAK ca ycremrHu.

B QUASAR IS 1 QUASAR MS edukacHocTTa 1 6e30nacHOCTTa Ha ryceskyMal ca JoKa3aHH

YMopara e orieHeHa ¢ momoinTa Ha kpaTkus hopmyisip PROMIS-Fatigue 7a. [TonusiBaHeTO Ha yMopara €

KOHCHUCTCHTHO, HE3aBUCHUMO OT BB3pacCTTa, I10Jia, pacara, TCJICCHOTO TEIJI0 U NPEAXOJHOTO JICUCHHUE C

OmosornyHa Tepanus Wid nHXxuouTop Ha JAK.

B QUASAR MS manueHTUTe ¢ BUCOKA BH3MAJUTEIHA aKTUBHOCT Ha 3a00JIIBaHETO CIIE]
NPUKITIOYBaHe HA HHAYKIUITA TOTy4aBaT JOTBIIHUTENHA 1T0J13a OT rycenkyMad 200 mg moIkoKHO

g4w B cpaBHeHue ¢ mpunoxeHreTo Ha 100 mg noakoxxHo q8w. KIMHMYHO 3HAYMMY YMCIIOBH pa3iIuKu

ot > 15% Mexay ABeTe rpymu ¢ rycelikymad ca HaOJtoJaBaHu cpell nauneHTute ¢ HuBo Ha CRP >
3 mg/l ciaen npUKIIOYBaHE HAa MHAYKIIMOHHOTO JICUCHHE 3a CIIeIHUTE KpaiiHu Touku Ha Ceamunia 44:
knuHIgHA pemucus (48% 200 mg g4w cipsamo 30% 100 mg q8w), mogrbpxaHe Ha KIMHAYHATA

pemucus (88% 200 mg g4w capsmo 50% 100 mg q8w), KuHUYHA peMucHs 6e3 KOPTUKOCTEPOUIH

(46% 200 mg g4w crpsimo 30% 100 mg q8w), enmockoncko 3azapassBane (52% 200 mg q4w crpsmo

35% 100 mg q8w) 1 XHUCTOIOTHIHO-EHAOCKOIICKO 3a3ApaBsiBaHe Ha imraBuniata (46% 200 mg q4w
capsmo 29% 100 mg q8w).

QUASAR MS BxumrouBa 31 marmeraTa ¢ mMS 4 Ha U3XO0HOTO HIBO HA WHIAYKITUATA, BKIIOUYUTEITHO
ES 2 ynu 3 u RBS > 1, KoUTO ca NOCTUrHANK KIIMHUYEH OTTOBOP 12 ceAMUIIM clie HHTPABEHO3HOTO
npuioxeHue Ha rycenkyma0 B nmpoyuBaHeTo QUASAR IS unu B npoyusaneto QUASAR 3a
omnpezeiisHe Ha Jrana3oHa Ha WHAYKIIMOHHATA J103a. [Ipu Te3u nanueHTn e(h)UuKacHOCTTa Ha
ryceiakymad B CpaBHEHHE C IUIale00, u3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYCH OTTOBOP H
€H/IOCKOTICKO 3a3/paBsiBaHe Ha Ceqmuiia 44, CbOTBETCTBA Ha Ta3H B 00IIaTa MOIyIAIHSI.
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Cumnmomamuyna pemucusi 68 8PemMeno

B QUASAR MS cumnromarnunaTa peMucusi, AepuHIpaHa KaTo OACKOp 3a uyecToTa Ha Aedekanus 0
win | ¥ HENOBHUILIEHA CIPSMO U3XOAHOTO HUBO Ha MHAYKIHATA, KAKTO M IOACKOP 32 PEKTATHO
kbpBene 0, ce moanbpka 7o Cenmuiia 44 v B 1BETE TPYNH HA JICUCHHE C TyCEeIKyMal, TOKaTo B
rpyrmara Ha 1iamne6o ce HaOmogasa ciax (Purypa 8):

®@urypa 8: IIponeHT nauueHTH B cumnromaTudna pemucus 10 Cenmuua 44 8 QUASAR MS
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Tosnusiiu ce om yowacenomo aeyenue ¢ 2yceaxymad na Ceomuya 24

[ManmenTure, JeKyBaHU € TyCelKyMa0, KOUTO HE ca MONYYMIN KIMHAYCH OTTOBOP OT MHIYKIHUATA HA
Ceamuua 12, momyuasat rycenkymad 200 mg moakoxuo Ha Cenmunu 12, 16 u 20. B QUASAR IS
66/120 (55%) manuenTH, JeKyBaHH C TycesKyMal, KOUTO HE ca MOJTYYHIN KIMHUYEH OTTOBOP Ha
Cenvura 12 oT MTHAYKIHSITA, Ca TTIOCTUTHAIM KIMHIYEH 0TToBOp Ha Cemmuria 24. YdacTHUALIATE,
MOBJIHSUTH ce OT rycenkymad Ha Cenmuria 24, ca BrmodeHd B QUASAR MS u ca momygaBaau
rycenkyma6 200 mg noakoxHo Ha Bceku 4 ceamunu. Ha Ceamuna 44 B QUASAR MS 83/123 (67%)
OT Te3W MaIMEHTH NOJIbPXKAT KIUMHUYEH OTToBOD, a 37/123 (30%) mocTurat KIMHUYHA PEMUCHS.

Bwscmanossaeane na euxacnocmma cned 3a2yba Ha 0mea080p KvM 2yCceaKymad

JeBeTHazeceT nauueHTy, JeKyBaHH ¢ Tycenkymad 100 mg monkoxxHo 8w, KOUTO ca 3aryOouiu
otroBop 3a mspBu 6T (10%) Mexay Cenmuma 8 u 32 8 QUASAR MS, ca moxyuniu 3aciieneHo
npuinoxxenue Ha 200 mg rycenkymab noaxoxHo q4w u 11 ot te3u nauuentu (58%) ca mocturnanu
CHUMIITOMaTHYEeH OTTOBOP, a 5 mauneHTH (26%) ca IOCTUTHAIM CUMIITOMAaTHYHA PEMUCHS CIIEH

12 ceqmunu.

Xucmonoeuyna u eH00CKONCcKa oyenka

XucronoruvHata peMucus ce aeduHrpa karo xuctoiorudeH ckop mo Geboes < 2 B.0 (;iunca Ha
HEYTpO(WIIH B JIMTaBHIIATA [KaKTO B lamina propria, Taka M B €NIUTENA], JIUIICA HA IECTPYKIINS HA
KPUNITHUTE U JIUTICA HA €PO3UH, YIILICPAIIMY WIH TPaHyJIallMOHHA ThKAH CIIOPEe]] CHCTEMATa 3a
knacugpukanus Ha Geboes). B QUASAR IS xucronornuna pemucus Ha Ceamuna 12 ce nmoctura npu
40% oT manueHTuTe, JIEKyBaHU ¢ Tycelkymao, u pu 19% oT marueHTuTe B rpymnara Ha miane6o. B
QUASAR MS xucrtonoruuna pemucust Ha Ceamuiia 44 ce noctura npu 59% u 61% ot nanuenrure,
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nexyBaHHu ¢ Tycenkymabd 100 mg monkoxuao q8w u rycenkymabd 200 mg moakoxHo q4w, u ipu 27%
OT TAIMEHTHUTE B TpyIaTa Ha mianedo.

HopmanusupaneTo Ha eHIOCKOIICKUS BUA Ha urasuinara ce onpezens kato ES 0. B QUASAR IS
eHI0CKOTICKO HopManu3upane Ha Ceamuma 12 ce moctura mpu 15% oT manueHTuTe, JeKyBaHH C
rycenkymao, u mpu 5% OT ManyeHTHTe B TpyIara Ha 1miamnedo.

Kombunupanu xucmono2uuno-eH00CKONCKY pe3yimamy no OmHOWEeHUe Ha au2asuyama
KomOunmnpana cumMnroMaTHyHa pEMHUCHS, €HJOCKOIICKO HOPMAJIU3UPaHEe, XUCTOJIOTHYHA PEMUCHUS U
¢exanen kannporekTuH < 250 mg/kg Ha Ceqmuna 44 ce mocTura npy Mo-roJisiM MPOLEHT HalueHTH,
neKyBaHH ¢ ryceikyMad 100 mg mogkoxkHo q8w mnu 200 mg nmoaKoxHo q4w, B CpaBHEHHE C Iianedo
(cpotBeTHO 22% 1 28% crpsimo 9%).

Kauecmeso na oicueom, cevpsano cvc 30pagemo

Ha Ceamuma 12 or QUASAR IS manmenTHTe, oryqaBaiiy IrycekyMa0, Imoka3BaT mo-TroJIsIMO U
KITMHIYHO 3HAYUMO MOI00OpEHHE CIPSMO M3XOIHOTO HABO B CpaBHEHHE C TUIane00 10 OTHOIIIEHUE Ha
CHEIM(PUIHOTO 32 Bh3NAIUTEIHUTE 3a00IsBanns Ha yepBara (IBD) kauecTBo Ha )KUBOT, OLIEHEHO
upe3 obmrus ckop IBDQ u ckopoBete ot Benuku nomeitan Ha IBDQ (upeBHE cCHMIITOMH,
BKIIFOUUTEITHO KOPEMHa O0JIKa ¥ HEOTIOKHOCT Ha Ae(eKalusra, CicTeMHa (YHKIHS, eMOIIMOHATHA
(dhynkius u conmanta Gyskims). Te3n mog00peHus ce 3ama3BaT Mpy JEKyBaHHUTE C TyceTKyMad
nanueHTd B QUASAR MS no Ceamuria 44.

Xocnumanuzayuu, c8bp3aHu ¢ YIyuepo3eH Koaum

Jo Cenmuna 12 va QUASAR IS no-mManbK NpoLEHT MAalMeHTH B IpyIaTa Ha Tycenkymal B
CpaBHEHHE C IpyIiaTa Ha IJianedo ca XOCIUTAU3UpaHy BbB Bpb3Ka ¢ yireposeH kouut (1,9%, 8/421
crpsimo 5,4%, 15/280).

bonecm na Crohn

EdukacHocTTa 1 6€30I1aCHOCTTA Ha ryceaKkymal ca OICHEHU B TPY KJIMHUYHH MpoyuBaHus ¢aza I11
IpY BB3PACTHHU MALMEHTH C YMEpEeHa 0 TeKKa akThBHa OoJiecT Ha Crohn, KOUTO He ca ce MOBIHUSITU
JIOCTaThUHO, BEYE HE CE MOBJIMABAT WIH Ca MPOSIBIIN HETTOHOCUMOCT KbM IEPOPATHU
KOPTUKOCTEPOUIH, KOHBEHIIMOHATHN UMyHOMOIy1aTopu (AZA, 6-MP, MTX) u/viau Ouosioruvna
tepanus (TNF 6mokep uimn BegonnzyMal): nBe 48-ceIMUIHE MHOTOIICHTPOBH, PaHIOMHU3UPAHH,
JBOWHOCIEIH, I1ane00- 1 aKTUBHO-KOHTPOJIUPaHH (YCTEKHHYMa0) IpOy4BaHUs ¢ YCIIOPETHH IPyNn
(GALAXI 2 u GALAXI 3) ¢ eqHakbB Au3aiiH ¥ €IHO 24-CeIMUIHO MHOTOIICHTPOBO, PAHIOMHU3HPAHO,
JIBOWHOCIIATO, TUIale00-KOHTpoJIMpaHo npoyusane ¢ ycropenuu rpymu (GRAVITI). U tpute
NPOYYBaHUS ca C JU3aiiH ,,treat-through*: manuenTure, paHIOMU3MpPaHU 3a JIEYEHUE C TYCEIKyMal
(nmm ycreknnymad 3a GALAXI 2 u GALAXI 3), 3ana3Bar ToBa Ha3HAYEHO JICUSHUE Mpe3 LsjaTa
MPOABIDKUTETHOCT Ha IPOYYIBAHETO.

GALAXI 2 u GALAXI 3

B npoyuBanusta daza [II GALAXI 2 u GALAXI 3 ymepeHnara o Texka aktuBHa 6osect Ha Crohn ce
oTIpeJiesisi KaTo CKOp Ha MHJIeKca Ha akTHBHOCT Ha Oosectra Ha Crohn [CDAI] > 220 u <450 u
OTIPOCTEH EHIO0CKOICKH cKop 3a 6osect Ha Crohn (Simple Endoscopic Score for CD, SES-CD) > 6
(v > 4 nipu ManKMeHTH ¢ U30JIMPaHO 3a00JsIBaHe Ha WieyMa). JJOTbIHUTETHUTE KPUTEPUH 32
GALAXI 2/3 Bxito4Bat cpeliHa JHEBHA dyecToTa Ha aedekarus (SF) > 3 unu cpeneH qHeBeH CKOp 3a
kopemHa 6oka (AP) > 1.

B npoyuBanusara GALAXI 2 u GALAXI 3 manueHTHTE ca paHAOMHU3MpPaHU B ChoTHOIIeHHe 2:2:2:1 3a
MoJTyJaBaHe Ha WHTpaBeHO3Ha HHAYKIHA ¢ Tycenkymad 200 mg na Ceqmunu 0, 4 u 8, mocnenBaHa ot
nojabpxaiia tepanus ¢ rycenkymad 200 mg nogkokHo q4w, HHTPaBEHO3HA HHAYKLUS C TYCeIKyMal
200 mg na Cegmunu 0, 4 u 8, mocienBaHa oT NOAABpPIKaIIA Tepamnus ¢ rycenkymad 100 mg noaKoxHo
(8w, HHTpaBeHO3HA UHAYKIUS ¢ YCTEeKUHYMa0 npubimmsutento 6 mg/kg na Cenmuna 0, mociensana
OT MOAIbpIKAIa Tepanus ¢ ycreknaymMad 90 mg moakoxHo q8w, WiH miane0o. YJacTHUIINTE, KOUTO
HE Ce MOBJIHUABAT OT IUTale0o, mony4aBar ycrekuaymad ot Ceamua 12.
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O6mmo 1 021 marmenTu ca orenend B GALAXI 2 (n=508) u GALAXI 3 (n=513). MenuanaTa Ha
BB3pacTTa e 34 roguau (AuanaszoH ot 18 mo 83 roaunn), 57,6% ca muxe, 74,3% ce onpenensirt KaTo
oenu, 21,3% xato azuatiy 1 1,5% KaTo YepHOKOXKH.

B GALAXI 2 52,8% ot manueHTHTe ca JIeKyBaH! HEYCIICITHO C TIOHE e/THa ONOIOTUYHA Teparus
(50,6% ca mmany HETOHOCHMOCT WJTM HEyCIenHa Tepanus ¢ oHe 1 mpeaumHa antu- T NFa Tepamnus,
7,5% ca ©Manyu HEMOHOCHMOCT HJIM HEYCIIelIHa Tepanus ¢ Benoan3ymao), 41,9% ne ca nexyBaHU ¢
Omorornuna Tepanus, a 5,3% ca nmogy4yaBaiy Ipear TOBa OMOJIOTHYHA TePaIus U TS € Onia ycrenHa.
Ha m3xoano HMBO 37,4% OT MAIMEHTHUTE ca MOTy4YaBaId MepopaTHH KOPTHKOCcTeponan, a 29,9% ca
NOJTy4aBajl KOHBEHIMOHATH UMYHOMOYJIaTOPH.

B GALAXI 3 51,9% ot marueHTUTE MpeId TOBa ca JCKyBaHH HEYCIICITHO ¢ Hali-MaJIKo €IHa
ouonoruuna tepanus (50,3% ca uManu HETOHOCUMOCT HITH HEYCIEITHO JICYeHUE C TIOHE e/IHA
npeaxonHa autu-TNFa tepanust, 9,6% ca UManu HEHOHOCUMOCT WJIM HEYCIIECIIHO JICYEHUE C
Benoan3ymao), 41,5% He ca JeKyBaHH ¢ OMOJIOTMYHO JIeUeHHE, a 6,6% ca Moy4yaBajiy Npeau ToBa
OuosoruyHa Tepanus u T e 6mna ycnemsa. Ha nuzxonHo HuBo 36,1% OT manyeHTuTe ca moxyv4aBaiu
repopaiiHu Koptukoctepouan, a 30,2% ca moirydaBaay KOHBEHIIMOHATHA HMYHOMOTYJIATOPH.

PesynratuTe OT ChBMECTHUTE IIBPBUYHU W OCHOBHHUTE BTOPHYHU KpAallHU TOYKH B CPABHEHHUE C
ruranie6o ipu GALAXI 2 u GALAXI 3 ca npeacraBenu B Tabmumu 15 (Cenmuna 12) u 16
(Cenmua 48). Pesynratute OT OCHOBHUTE BTOPHYHH KpaliHU TOukH Ha Cenmuiia 48 B cpaBHEHUE C
ycTeknHyMab ca npeacraBenu B Tabmumm 17 u 18.

Tabsmna 15: IIponeHT NanueHTH, MOCTUTHAJIHA CbBMECTHUTE TBPBUYHA H OCHOBHHTE
BTOPMYHHU KPaifHU TOYKH 32 e(pMKACHOCT C rycekymad cnpsiMo nianedo Ha
Cenmuna 12 8 GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
IInane6o I'ycenkymad IInane6o I'ycenkymad
% HHTPaBEHO3HA % HHTPaBEeHO3HA
UHAYKIHA? UHAYKIMAA?
% %
CbBMeCTHM ITBPBHYHHU KPAiHN TOYKH 32 e(PMKACHOCT
Kannuuna pemucus® na Ceqmuna 12
O6ma norymars 22% (N=76) 47%" (N=289) 15% (N=72) 47%"(N=293)

HenexyBanu ¢
OuosiornyHa Tepamnus’®

18% (N=34)

50% (N=121)

15% (N=27)

50% (N=123)

Heycnemno 23% (N=39) 45% (N=150) 15% (N=39) 47% (N=150)
HPEIXOIHO JIEYUEHHUE C
OMoJIOTMYHA Tepamus’

Enpockoncko nosausisane” Ha Cenmuna 12
O611a nonyJnanus 11% (N=76) 38%" (N=289) 14% (N=72) 36%" (N=293)
Henexysanu c 15% (N=34) 51% (N=121) 22% (N=27) 41% (N=123)
OmosiornyHa Tepanus’®
Heycnemno 5% (N=39) 27% (N=150) 8% (N=39) 31% (N=150)
HPEIXOIHO JIEYEHHUE C
OMOJIOTHYHA TepaITHsT

OCHOBHYM BTOPHYHH KPailHH TOYKH 32 eUKACHOCT

PRO-2 pemucusi® Ha Ceqmuua 12
O611a nonynanus 21% (N=76) 43%" (N=289) 14% (N=72) 42%" (N=293)
Henexysanu c 24% (N=34) 43% (N=121) 15% (N=27) 47% (N=123)

OmosiornyHa Tepamnus’®

Heycnemno
HPEIXOTHO JICUCHUE C

OMOJIOTHYHA TepaITHsT

13% (N=39)

41% (N=150)

13% (N=39)

39% (N=150)

IloBausiBane Ha ymopaTa™ Ha Cenmuna 12

OO6u1a momynanus

29% (N=76)

| 45%" (N=289) |

18% (N=72)

| 43%" (N=293)
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HenexyBanu c

OMOJIOTHYHA Teparus®

32% (N=34)

48% (N=121)

19% (N=27)

46% (N=123)

Heycnemrno 26% (N=39) 41% (N=150) 18% (N=39) 43% (N=150)
MIPEIXOTHO JICUCHHE C
OMOJIOTHYHA TepaITHsT
Engockoncka pemucus® Ha Ceqmuna 12
O6ma norymars 1% (N=76) 15% (N=289) 8% (N=72) 16% (N=293)
HenexyBanu ¢ 3% (N=34) 22% (N=121) 19% (N=27) 25% (N=123)
OuosornyHa Tepanus®
Heycnemrno 0% (N=39) 9% (N=150) 0% (N=39) 9% (N=150)

HPEIXOHO JIEYUEHHUE C
OMoJIOTHYHA Tepamus

I'ycenkymab 200 mg unTpaseHo3Ha naayknus Ha Cexmuna 0, Cenqmuna 4 u Cenvuna 8 — B Ta3u konona ca
o0eIHEeHN 1Be TPYIH Ha JICUSHHE C TycelkyMal, Thil KaTo IMAIMeHTHUTE MOTydYaBaT eHa U ChIIa cXeMa Ha
HMHTpaBeHO3Ha MHAyKuus npeau Ceamuna 12.

Knunanunara pemucus ce onpenens karo ckop CDAI < 150.

Ome 9 manueHTy B Tpymnara Ha miane6o u 38 manueHTH B rpynara Ha rycenkymad 200 mg MHTpaBEHO3HO ca

MOy YHIIM TPEeaX0Ha OMOJIOTNYHA Tepamnys U T € Ouna ycIenrHa.

BxutiouBa HE3aJ0BOJIUTENEH OTTOBOD, 3ary0a Ha OTTOBOP MIIM HEIIOHOCHUMOCT KbM Ononoruyna tepanus (TNF
Gy0KepH Wik Beoin3ymad) mpu 6onect Ha Crohn.

EnnockornckoTo moBnusBaHe ce onpesens karo nogobpenue ¢ > 50% crpsmo n3xoxHoTo HUBO Ha ckop SES-CD mwm
ckop SES-CD <2.

PRO-2 pemucus ce onpezens kaTo cpesieH JHeBeH ckop AP 1 nnu no-Huchbk u cpefeH aueseH ckop SF 3 wm no-
HHCBK U JHIca Ha Biomasane Ha AP v SF B cpaBHeHHe ¢ H3XOIHOTO HUBO.

[MoBnusiBaHeTO Ha yMopaTa ce omnpe/ens karo nogobpenue ¢ > 7 touku B kpatkust popmysssp PROMIS Fatigue 7a.

Ennockonckara pemucus ce onpenens karo ckop SES-CD <2.

p <0,001
p<0,05
Ta6anna 16: IIpoueHT NanMeHTH, NOCTUTHAJIM OCHOBHHUTE BTOPMYHH KPailHH TOYKH 32
euxacHoct ¢ ryceaxkymad cnpsimo mianed6o Ha Cenvmuua 48 B GALAXI 2 u
GALAXI 3
GALAXI 2 GALAXI 3
IInanedo I'yceaxkymaé | I'ycenxymad IInanedo | I'yceaxymad | I'yceaxymad
MHTPABE€HO3HA | HHTPABEHO3HA (N=72) |uHTpaBeHO3HA | HHTPABEHO3HA
HHAYKIUA— HHAYKIUA— HHAYKIUA— HHAYKIUA—
100 mg q8w 200 mg q4w 100 mg q8w 200 mg q4w
MOJIKOKHA MOJIKOKHA MOAKOKHA MOAKOKHA
HHKeKIHsA® ek’ HHZKEeRIHSA® HIKeKIHus®
Knununyna pemucusi 6e3 koptukocrepouaun” na Cenmuna 48¢
O6m1a 12% 45%°(N=143) 51%* 14% 44%" 48%"
nomynauus | (N=76) (N=146) (N=72) (N=143) (N=150)
Enpockoncko nopiausane’ Ha Cegmuna 48°
OO6uia 7% 38 %" 38%* 6% 33%" 36%"
nonynauust | (N=76) (N=143) (N=146) (N=72) (N=143) (N=150)

100 mg nmoakoxHO q8W B MPOABIDKEHUE Ha 10 48 ceaAMUIIH.

200 mg noaKoXHO q4w B IPOIBKEHUE Ha 110 48 ceaAMUIIH.

Kkoptukocrepouu Ha Ceamuna 48.

I'ycenxymab 200 mg unTpaBeHo3Ha nHaykiusa Ha Ceamuna 0, Ceamuna 4 u Cenqmuna 8, mocieasaHa oT rycenxkymad
T'ycenxyma6 200 mg naTpaBeHo3na nHAyKIws Ha Ceqmuna 0, Ceqmuna 4 u Cenmuna 8, mocienBana Ot rycelikymad

Knmamynata pemucnust 6e3 kopTHKocTeponu ce onpenens karo ckop CDAI < 150 na Cenmura 48 u 6e3 euenue ¢

EHI0CKONCKOTO MOBIMSABAHE C€ ONpEEs KaTo nogobpenue ¢ > 50% crpsamo n3xogHoTo HUBO Ha ckop SES-CD nnu
ckop SES-CD <2.

p <0,001

VYyacTHUIM, OTrOBapsILIM Ha KPUTEPUUTE 32 HEAOCTAThYHO HOBAMABaHe Ha Cenmuna 12, ce cuuTar 3a HEIOBIUSIIN Ce Ha
Cenmuiia 48, HE3aBUCHMO OT paMOTO Ha JICUEHHE.
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Ta6auna 17: TIpoumeHT NanMeHTH, MOCTUTHAJIN OCHOBHHTE BTOPUYHH KPAilHU TOYKH 3a
euracHocT ¢ rycejJkymMad cnpsimo ycrekunymad Ha Cenmuna 48 B GALAXI 2 u

GALAXI 3
GALAXI 2 GALAXI 3
Ycrekunymad | I'yceaxkymad | I'yceaxymad | Yerekmnymad | I'yceaxkymad | I'yceakymad
6 mg/kg HHTPABEHO3HA | MHTPABEHO3HA 6 mg/kg HHTPaBeHO3HA | HHTPABEHO3HA
MHTPABE€HO3HA | HHAYKIMA — | HHAYKLIHMSA — | HHTPABEHO3HA | HHAYKIUA — | HHIYKIUA —
MHAYKIUA — 100 mg 200 mg q4w | mHAYKIHA — 100 mg 200 mg q4w
90 mg q8w q8w TO/IKOKHA 90 mg q8w q8w TO/IKOKHA
MMOAKOKHaA MOAKOKHA I/IH)KeKIIl/ISIB MOAKOKHA MMOAKOKHaA I/IH)KeKIIl/ISIB
MHXKeKIua® HHKeKIHsI® HHXKeKIusa? HHKeKIus®
Kaunnuna pemucust Ha Cenvuua 48 u engockoncko nopjausisane’ Ha Ceqmuna 48
Ob6ma 39% 42% 49% 28% 41%" 45%"
OIS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Enpockoncko nopausBane” Ha Ceamuna 48"
O6ma 42% 49% 56% 32% 47% 49%
TOITYJTAIUS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Ennockoncka pemucusa® Ha Ceqvmuna 48
O6ma 20% 27% 24% 13% 24%k 19%
TIOITY ALK (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kaunnuna pemucus™ na Cexmuna 48
Ob6ma 65% 64% 75% 61% 66% 66%
MOITyJTaLus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kaunnuna pemucust 6e3 koptuxocrepouan’ Ha Cenmuua 48"
O6ma 61% 63% 71% 59% 64% 64%
OIS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Ipoab/knTeHA KJIMHHYHA pemucus” Ha Ceqvuua 48
O6ma 45% 46% 52% 39% 50% 49%
TIOITY ALK (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
PRO-2 pemucus’ na Cenmuna 48
O6ma 59% 60% 69% 53% 58% 56%
MOITyJTaLus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)

MIPOABIDKEHUE Ha 10 48 ceAMUIIU.

MIOJKOKHO 8W B MPOABIDKEHUE Ha 110 48 ceAMUIIU.

MOJIKOXKHO q4w B NpoJbJDKEHUE Ha 10 48 ceIMUIy.

SES-CD <2.

Koptukocrepouau Ha Cenmuna 48.

Ennockonckara pemucus ce onpenens karo ckop SES-CD <2.
Kimnanuanara pemucus ce onpegens karo ckop CDAI < 150.

Cenmuna 48 (Hait-manko 8 ot 10 Bu3uTH), KOUTO TpsiOBa na BkimtouBaT Cenmuna 48.

=X

nurca Ha Biomasane Ha AP wiu SF B cpaBHeHHE ¢ M3XOIHOTO HUBO.

* p<0,05
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KOM6I/IH8.L[I/I$I OT KJIIMHUYHa PEMUCUS U CHIOCKOIICKO IMOBJIUABAHE, KaAKTO Ca OIPEACICHU 1TO-101Y.

IToBmusBaneTo Ha Cenmuna 48 ¢ OICHIBAaHO HE3aBUCHMO OT KJIMHUYHOTO NoBIusBaHe Ha Ceamuma 12

Verekunymab 6 mg/kg unrpaBenosna nnaykuust Ha Cenmuna 0, mocneBana ot yctekuaymad 90 mg moakoxuo q8w B
I'ycenkymab 200 mg unTpaBeHo3Ha naayknus Ha Cexamuna 0, Cenqmuna 4 n Cenvura 8, mocinenBana ot rycenkymat 100 mg

I'ycenkymab 200 mg unTpaBeHo3Ha naayknus Ha Cexamuna 0, Cenqmuna 4 u Cenvura 8, nmocneznBana ot rycenkymab 200 mg

EnnockonckoTo moBIusABaHe ce onpesens karo nogodpenue ¢ > 50% crpsamo n3xoaHoTo HUBO Ha ckopa SES-CD unu ckop

Knuangnara pemucus 6e3 kopTukoctepouan ce onpenens karo ckop CDAI < 150 na Cenmuria 48 u 6e3 sieueHue ¢

IMpoapmxuTenHaTa KIMHUYHA peMucus ce onpenens kato CDAI < 150 mpu > 80% ot Bcnuku Busutu Mexay Ceamuna 12 u

PRO-2 pemucus ce onpeznens KaTo cpeeH qHeBeH ckop AP 1 nnn mo-HuCHK U cpelieH AHeBeH ckop SF 3 nnu mo-HUChK U




Ta6auna 18: TIponeHT NanMeHTH, NOCTUTHAIU KPATHUTE TOYKH 32 e)MKACHOCT C
rycejikymao cupsimo ycrekuaymao Ha Ceqmuna 48 B cOOpHUTE TaHHHU OT

GALAXI 2 u GALAXI 3
Ycreknnymad I'ycenkymad I'ycenkymad
6 mg/kg HHTPaBeHO3HA HHTPaBeHO3HA

HHTPaBeHO3HA HHAYKOHSA — HHAYKOHSA —
HHAYKIHSA — 100 mg q8w 200 mg q4w

90 mg q8w NOJKOKHA HHIKEKIHA® | IMOJKOKHA MHIKEKIUA®

MO/IKOKHA

HHKeKIusa®

Kumanyna pemucusi Ha Ceqmuua 48 u engockoncko nopiausisane’ Ha Cexvuna 48

OO6mr1a momynanus

34% (N=291)

42% (N=286)

47% (N=296)

HenexyBanu ¢
OuonornyHa
Tepanus®

43% (N=121)

51% (N=116)

55% (N=128)

Heycnenina
npeaxoaHa
OuoornyHa
Tepanus’

26% (N=156)

37% (N=153)

41% (N=147)

Enpockoncko nopiausasane™ na Ceqvmuia 48

OO6mr1a mormyanus

37% (N=291)

48% (N=286)

53% (N=296)

Henexysanu c
OuonornyHa
Tepanus’”

43% (N=121)

59% (N=116)

59% (N=128)

Heycnenina
npeaxoaHa
OHoJorHYHA
Tepanus’®

31% (N=156)

43% (N=153)

47% (N=147)

Enpockoncka pemucusi® Ha Cenmuna 48

O06ma nomynarnus

16% (N=291)

25% (N=286)

21% (N=296)

Henexysanu c
OunonornyHa
Tepanus’”

19% (N=121)

34% (N=116)

27% (N=128)

Heycnemna
npeaxoaHa
OuonornyHa
Tepanus’

13% (N=156)

21% (N=153)

14% (N=147)

Kumanyna pemucusi” Ha Ceqvmuua 48

OO6mr1a momynanus

63% (N=291)

65% (N=286)

70% (N=296)

Henexyanu ¢
OuonornyHa
Tepanus”

75% (N=121)

73% (N=116)

77% (N=128)

Heycnenina
npeaxoaHa
OuoornyHa
Tepanus’

53% (N=156)

61% (N=153)

64% (N=147)
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VYerexunymab 6 mg/kg nntpaBenosna naayknust Ha Cenmuna 0, mocnenBana oT ycteknHymMad 90 mg noakoxxHo 8w B
MIPOABIDKEHUE Ha 10 48 ceAMUIIH.

I'ycenxymab 200 mg unTpaBeHo3Ha nHaykiusa Ha Ceamuna 0, Ceamuna 4 u Cenqmuna 8, mocieasaHa oT ryceaxkymab
100 mg noakoxHO q8W B pobJDKEHUE Ha 10 48 ceMuUIu.

I'ycenxymab 200 mg unTpaBeHo3Ha nHaykiusa Ha Ceamuna 0, Ceamuna 4 u Cenqmuna 8, mocieasaHa oT rycenxkymad
200 mg noakokHO q4w B MPOABIDKEHUE Ha 0 48 ceaAMUIIH.

KomMOuHaIms oT KIMHUYHA PEMHUCHUS U €HIOCKOIICKO MOBIUSABAHE, KAKTO Ca OIPE/eNICHH MO-10Ty.

A Ome 14 nanueHTH B TpynaTa Ha ycTeKuHyMa0, 2| manueHTH B rpynara Ha rycenkymad 200 mg ToKOKHO q4w 1

17 manumenTH B rpymara Ha rycenkyma6 100 mg noakoxHo 8w ca IOJIyqrIi Ipey ToBa OMOJIOrNYHA Tepamys U Ts €
Ouna ycremsa.

BxirouBa He3a0BOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MIIM HEMOHOCHMOCT KbM Ounostorndna tepamnus (TNF 6ioxepu,
Beposm3ymab) pu 6osect Ha Crohn.

Ennockonckoro nosnusiBaHe ce onpesens karo nogodpenne ¢ > 50% crpsmo u3xoxHoTo HUBO Ha ckopa SES-CD mmm
ckop SES-CD <2.

Ennockornckata pemucus ce onpenens karo ckop SES-CD <2.

Knunununara pemucus ce onpeznens kato ckop CDAI < 150.

B GALAXI 2 u GALAXI 3 eduxacHocTTa 1 6€30IMaCHOCTTa Ha TyCcelIKyMal ce ToKa3BaT
KOHCHCTCHTHO, HE3aBUCHMO OT BB3PACTTa, I10JIa, pacaTta U TeJICCHOTO TETJIO.

B 0000mmenus cyonomynannone ananus B npoyuBanuata GALAXI ¢asza I manuenture ¢ Bucoka
Bb3NAIUTEIHA aKTUBHOCT CJIE/l IPUKIIF0UBAHE HA MHAYKLIMOHHOTO IIPUIIOKEHHE II0Ty4aBaT
JOITBJIHUTENHA 110132 OT TycenakyMad 200 mg moKoXHO 4w B CpaBHEHHE C MOJABPKAIIUTE CXEMH
cbe 100 mg nmonkoxxkHo q8w. HaOmronaBana e KITMHUYHO 3HAYMMAa PasiiiKa MEXIY ABETE 1030BU
IpyINHy Ha TycelKyMal MpH NanueHTn che croiiHoctd Ha CRP > 5 mg/l cnex npukinrouBane Ha
WHIYKITHAATA, TIO OTHOIIIEHUE Ha KPaHUTE TOYKH Ha KiumHIIHA pemucust Ha Ceamura 48 (100 mg
noKoxkHO q8w: 54,1% crpsimo 200 mg noakoxuo q4w: 71,0%), eHAOCKOIICKUS OTTOBOP Ha
Cenmuua 48 (100 mg noakoxuo q8w: 36,5% cnpsamo 200 mg noxkoxuo g4w: 50,5%) u PRO-2
pemucusra Ha Ceqmuria 48 (100 mg moakoxxuo q8w: 51,8% cmpsimo 200 mg moakoxuo q4w: 61,7%).

Knunuuna pemucust 606 epememo
Croposere CDALI ce orOensa3Bar mpu BCsAKa BU3UTA Ha manueHTa. [[poeHThT NareHTH B KIIMHIYHA
pemucus no Cenmuiia 48 e ipeacrtaBed Ha Ourypa 9.
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®@urypa 9: IlpoueHT NauMeHTH B KIMHUYHA pemucusi 10 Ceamuua 48 B cOOpHUTE JaHHU OT
GALAXI 2 u GALAXI 3
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Kauecmso na sicusom, cevpsano cvc 30pasemo

[To-ronsmo momoOpeHue CrpsMO U3XOAHOTO HUBO ce HaOmroxaBa Ha Ceamuna 12 B rpynuTe Ha
JICYCHHUE C TYCENKyMal B CpaBHEHHE C TUIAIe00 10 OTHOIICHHUE Ha CICNU(DUIHOTO 32 Bh3MAIUTCITHUTE
3a0oisaBanus Ha yepBarta (IBD) kauecTBO Ha )KHBOT, OlieHeHO upe3 obrms ckop IBDQ. Tesu
nogoOpenws ce 3ana3Bart 10 Cenamura 48 B IBETE MPOYIBAHUS.

GRAVITI

B nmpoyuBanero GRAVITI ¢a3za Il ymepenara no texka aktuBHa 6osect Ha Crohn ce onpeesst kato
ckop CDAI > 220 u <450 u CD (SES-CD) > 6 (wnu > 4 nipy allMeHTy ¢ U30JIMpaHo 3a00sBaHe Ha
wieyma) u cpesieH nHeBeH ckop SF > 4 unu cpenen nqueBeH ckop AP > 2.

B GRAVITI nanuenTute ca panaoMu3upany B ckoTHOUIeHue 1:1:1 na momyvasar ryceiakymad

400 mg noakoxxua nuaykuus Ha Ceamunu 0, 4 u §, mocieaBaHa OT NOLIbPKAIIA TEPANUs C
rycenkymab 100 mg q8w noakoxHo, rycenkymab 400 mg nojakoxHa nHaykims Ha Ceqmuiu 0, 4 u 8,
MocJieABaHa OT MOAbprKalia Tepanus ¢ rycesikymad 200 mg q4w HoK0KHO, WK Tuiane6o. Beuuku
MAIMEeHTH B TPyIaTa Ha Tu1ane0o, KOUTO OTrOBapsT Ha KPUTEPUUTE 34 CIIACUTEITHA TepaItus,
MmoJTy9aBaT HHAYKIIMOHHA J03a rycenkymad 400 mg nogkoxHo Ha Cenvuniu 16, 20 u 24, mocneaBaHa
ot rycenkymad 100 mg noaKoxHO q8w.

Onenenn ca o610 347 nanuenty. MeanaHaTa Ha Bb3pacTTa Ha MalMeHTuTe € 36 TOANHA (IranazoH
ot 18 10 83 roxuum), 58,5% ot TAX ca MBKe, 66% ce onpenensT karo oenu, 21,9% karo azuartiy u
2,6% KaTO YEpHOKOXKH.

B GRAVITI 46,4% oT narneHTHTe Npeau TOBA Ca MOMyUHUIN HEYCIICITHO JICUCHHUE ¢ Hali-MaJIKo €1Ha
ononornuHa tepamnus, 46,4% He ca moiay4aBanu OMOJIOTHYHO JIeUeHue, a 7,2% ca ToydaBaiy npean
TOBa OMOJIOrMYHA Tepanus U T4 € Owia ycnemHa. Ha uzxonno HuBo 29,7% OT manueHTHTe ca
MOJTy9aBaJIi MEPOPaTHU KOPTUKOCTEPOUIH, a 28,5% ca mosrydaBaiy KOHBECHIITMOHATTHU
UMYHOMOYJIaTOPH.
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Pesynrature OT ChBMECTHHUTE MHPBUYHN M OCHOBHHTE BTOPUYHU KPalHH TOYKH 332 €(PUKACHOCT B
cpaBHenue ¢ wiane6o Ha Cenmuia 12 ca mpencraBern B Tabmuma 19.

Tadoauua 19: TIlpoueHT manueHTH, NOCTUTHAJIU ChBMECTHUTE MbPBUYHU U OCHOBHHTE
BTOPMYHHU KPAHHU TOYKH 32 e(PMKACHOCT € ryceJIKyMad cnpsiMo mjianedo Ha
Cenvuna 12 B GRAVITI

ILi1aneoo

I'yceakyma6 400 mg
MOJKO0KHA HHKEeKIUA?

ChbBMeCTHH MbPBUYHH KPAifHU TOYKH 32 e()MKACHOCT

Kiaunnyna pemucus® na Cenmuna 12

OO6u1a momynanus

21% (N=117)

56%° (N=230)

HenexyBanu ¢ 6uosiornyaa tepamnus

25% (N=56)

50% (N=105)

HeycnemHo npeaxoaHo jJeueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

60% (N=108)

Ennockoncko noausiane® Ha Cemmuma 12

O06m1a momynanus

21% (N=117)

41%¢ (N=230)

HenexyBanu ¢ 6uosiornyaa tepamnus

27% (N=56)

49% (N=105)

HeycnemHo npeaxoaHo jeueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

33% (N=108)

OCHOBHM BTOPUYHM KPailHU TOYKH 32 ePUKACHOCT

Kaunnuno nopausisane® na Ceagmuna 12

OO6m1a momyanys

33% (N=117)

73%¢ (N=230)

HCJ'ICKYBaHI/I ¢ ObuonoruyHa Tepanm{r

38% (N=56)

68% (N=105)

HeycnenrHo npeaxoaHo IeYeHue ¢
OMoJIOTMYHA Tepanus”

28% (N=53)

78% (N=108)

PRO-2 pemucus’® Ha Cenmuna 12

O06u1a monynanus

17% (N=117)

49%¢ (N=230)

HCJ'ICKYBaHI/I ¢ OuonoruyHa Tepanm{r

18% (N=56)

44% (N=105)

Heycmernmao npeaxoaHo gedeHne ¢

17% (N=53)

52% (N=108)

OMoJIOTHYHA Teparus”

T'ycenxyma6 400 mg moakoxxHo Ha Cenmuna 0, Cenqmuna 4 u Ceamuna 8

Kianuana pemucust: ckop CDAI <150

® p<0,001

Ome 8 manueHTH B Ipymnara Ha mianebo u 17 manuenTy B rpynara Ha rycenkymad 400 mg moAKO)KHO ca HOTy4rIn
IpeaxogHa OMOJOrMYHa Tepanus U T € Oua ycremsa.

BkirouBa HE3a10BOJIMTEINICH OTTOBOP, 3ary0a Ha OTTOBOP MJIM HEMOHOCHMOCT KbM Onostornyna teparus (TNF
6nokepy, Begonusymat) npu 6onect Ha Crohn.

Ennockorncko nmosnusiBane: > 50% momxoOpeHue crpsiMo H3X0JHOTO HUBO Ha ckopa SES-CD.

Knunanuno nosnusasane: > 100 myHKTa HaMaJleHHE CIIPSIMO MU3XOAHOTO HUBO Ha ckopa CDAI unu ckop CDAI < 150.

PRO-2 pemucus: cpener aueBeH ckop AP miu nmo-HUCHK U cpeieH IHeBeH ckop SF uim mo-HUCHK U Iumca Ha
promanaHe Ha AP unu SF B cpaBHeHHE C U3XOAHOTO HHUBO.

Knuanyna pemucus Ha Ceamuna 24 ce MocTUra npu 3HaYUMO MO-TOJISIM MPOLEHT OT MalUeHTUTE,
JICKYBaHM C TOJKO)KHA HHIYKIHUS ¢ rycenkymad 400 mg, mocieapana ot rycenkymad 100 mg

1o iKoxHO q8w i 200 mg noakoxHo q4w, B cpaBHEHHE ¢ m1anedo (cborBeTHO 60,9% 1 58,3%
capsimo 21,4%, nsete p-croitnoctu < 0,001). Knuanuna pemucust Ha Cenmuna 48 ce moctura ot 60%
u 66,1% oT nauueHTHTe, JEKyBaHU C MOJKOXKHA MHAYKIHS ¢ TycenkyMad 400 mg, mocieasana
CHOTBETHO OT Tycenkymad 100 mg monkoxxuo q8w mim 200 mg moaxkoxHO q4w (¥ JIBeTE p-CTOMHOCTH
< 0,001 B cpaBHEeHue ¢ TIanebo).

Enpockorcko moBnusiBane Ha Ceqmutia 48 ce moctura npu 44,3% u 51,3% oT narueHTure, JeKyBaHA

C TIOJIKOKHA HHAYKIHS ¢ rycenkymad 400 mg, mocneaBaHa chOTBETHO OT Tycenkymad 100 mg
noaxoxHo q8w win 200 mg noakoxuo q4w (u asere p-ctoiHOcTH < 0,001 B cpaBHEHHE ¢ mIa1e6o0).
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Kauecmeo na orcusom, cevpzano cvc 30pasemo

B GRAVITI kiiuHU4HO 3HAYUMO TOI00pEeHHE ce HaOIF01aBa [0 OTHOIICHHE Ha CIICIU(UIHOTO 3a
BB3MAIUTETHUTE 3a00sBaHysl Ha uepBaTa (IBD) kaduecTBO Ha )KHMBOT, OIICHEHO Upe3 00U CKOp
IBDQ na Cenmuna 12 u Ceamuiia 24 B cpaBHEHHE ¢ TUIAe0o0.

[Nenmarpuyna momysarus

EBpomneiickaTta areHIus 1o JieKapcTBaTa oTiiara 3aIbJDKEHUETO 3a PEAOCTaBsSIHE HA Pe3yaTaTuTe OT
IPOYYBAHUATA C TYCEIKyMal B e{Ha WIIM [OBEYE MOATPYNH Ha MeAUATPHIHATA HOIYJIAIHS TIPH
IUTAKOB [ICOPHA3UC, ICOPUATHUEH apTPHUT, YILepo3eH KoiuT U Oosect Ha Crohn (BXk. Touka 4.2 3a
MHQOpPMAIs OTHOCHO yNoTpeOa B eAUaTpHUsITa).

5.2 ®apmakoKMHETHYHH CBOWCTBA

AOcopouus

Cren eTHOKpATHO IMOAKOXHO WHXeKkTupaHe Ha 100 mg Ha 31paBy JiHia ryceakyMad JOCTUra cpeaHa
(= SD) makcumanHa cepyMHa KOHIEHTpaus (Cmax) 8,09 £ 3,68 pug/ml npubnusurenHo 5,5 1xu ciex
NPUIIOKEHUEeTo. AOCOMIOTHATA OMOHATMYHOCT Ha T'ycenKyMad clie/i €THOKPATHO MOJIKOKHO
umkektupane Ha 100 mg e oreHeHa Ha MpUOTU3UTETHO 49% TIpH 3/IpaBy yYaCTHUIIH.

[Ipu nauyeHTy C MIaKOB IICOPUA3KC CIE MTOJIKOKHO NpUiIokeHHe Ha rycenkymad 100 mg na
Cenvunm 0 11 4 ¥ Ha BCEKH 8 CEIMHUIIA CJIE TOBA CTAIlIOHAPHU CEPYMHHU KOHIICHTPAIIMH Ha
rycenkymab ce nocturat kbM Ceamuna 20 ciea mogkoxkHo npuiokenue Ha 100 mg rycenkyma Ha
Cenmuiu 0 1 4 u ipe3 8 ceamunu cien ToBa. Cpeguure (= SD) Hali-HUCKHM PAaBHOBECHH CEPyMHHU
KOHIICHTpAINH Ha rycenkymal B ABe npoyuBanus ¢aza Il mpu manmeHTH ¢ 11akoB Icoprasuc ca
1,15+0,73 ug/ml u 1,23 + 0,84 pug/ml.

dapMaKOKHHETHKATa Ha TycelIKyMad Npu MalMeHTH ¢ TICOPUaTHYEeH apTPUT € CXOIHA C Ta3H Mpu
MaUeHTH ¢ copuasuc. Cuen moIKoXKHO MpuiiokeHne Ha rycenkymad 100 mg Ha ceamunu 0, 4 1 Ha
BCEKH 8§ CEJIMHIIH CIIe]l TOBA Cpe/iHATa Hali-HUCKA CEpYMHA KOHIIEHTpAIUs Ha TYCeTKyMal B
CTaLlMOHAPHO CHCTOSIHUE CHINO € mpubam3uTenHo 1,2 pg/ml. Crex moaKoKHO NPHIIOKEHHUE HA
rycenkyma6 100 mg Ha Bceku 4 ceMHLIM, CpeHaTa HAall-HUCKa CepyMHA KOHLICHTpaLus Ha
rycesikymMal B CTAIIHOHAPHO CHCTOSIHUE € MpUOIU3UTENHO 3,8 pg/ml.

dapMaKOKHHETHKAaTa Ha rycenkyMal e CXO0/AHa PH MAlMEHTH C YILepo3eH KouuT u 6onect Ha Crohn.
Cren npenopbunTENHATA CXEMa Ha MHTPaBEeHO3Ha WHIYKIIMOHHA J103a rycenkymad 200 mg Ha
Cenmunu 0, 4 u 8 cpefHaTa MakCUMallHAa CEpYMHA KOHIIEHTpaIus Ha rycenkymad Ha Ceqmuria 8 e
68,27 pg/ml npu nanuenTH ¢ yiaueposeH koiut u 70,5 pg/ml npu nauuentu ¢ 6onect Ha Crohn.

Cren npernopbUMTENHATA CXEMa C MTOJIKOKHA HHAYKIIMOHHA 1032 400 mg rycenkymab Ha Ceqmuny 0,
4 u § e U3UKNCIIeHa Cpe/IHAa MaKCUMaIlHA CepyMHa KOHIeHTpanus 27,7 pg/ml npu nmamuenTn ¢ 6omect
Ha Crohn. Ob6mata cuctemna excriosutiust (AUC) cireq mpenopbunTeTHaTa MHAYKIIMOHHA CXeMa €
CXOJHA CJIe]] OJKOKHA ¥ HHTPaBEHO3HA MHYKIIHSL.

Crnen moIK0XXHO MOJIBPIKAII0 IpHIoKeHne Ha rycenkymad 100 mg Ha Bceku 8§ ceqMUIH WilH
rycenkyma6 200 mg Ha Bceku 4 CeIMHILIM MPH MAIMEHTH C YILEPO3eH KOJUT CPETHUTE CEPYMHH
KOHIICHTPAI[MH Ha I'yCeJIKyMal B CTAIIMOHAPHO ChCTOSHUE Ca ChOTBETHO NpuOym3utenHo 1,4 pg/ml u
10,7 pg/ml.

Cret MOKOXHO TOUIBPIKAIII0 TPUIOKEeHHE Ha rycenkymad 100 mg Ha Bceku 8§ CeIMUIIM WK
rycenkymab 200 mg Ha Bceku 4 ceqmun mpu nauerTy ¢ 6omect Ha Crohn cpenauTe cepyMHu

KOHIIEHTPAITNH Ha TycelkyMal B CTAIlHOHAPHO CHCTOSHUE ca ChOTBETHO MpuOmm3uTenHo 1,2 pg/ml u
10,1 pg/ml.

Paznpenenenue

Cpemuusar odbeM Ha pa3npeneicHue TIo0 BpeMe Ha TepMuHaimHaTa ¢asa (V) ciieqr eTHOKpaTHO
WHTPABEHO3HO MPHUJIOKEHHE Ha 3/paBH JIMIa Bapupa npubau3utento ot 7 1o 10 | B mpoyuBaHwusiTa.
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BuorpancdhopMarus

ToYHUAT BT, IO KOWTO TycenKymad ce Metabonusupa He e onpeneneH. Karo woBemko IgG
mAb,04akBa ce Tycenkymad aa ce pasrpay 10 MaJKH NEeTTHIN 1 AMUHOKHCEIINHI Upe3
KaTaOOJIMTHUTE ITBTHINA 110 CHIHS HAYKMH KaTo eHaoreHHute IgG.

Enumunupane

Cpenuust cucreMeH kiaupbHe (CL) cinen eqHOKpaTHO MHTPaBEHO3HO MPHUIIOKECHUE Ha 3APaBH JIULA
Bapupa ot 0,288 1o 0,479 I/nen B npoyuBanusta. Cpeanust noiayxuBoT (T12) Ha Tycenkymab e
MpUOTU3UTENTHO 17 THU TIPH 3ApaBH JUIA, U IPUOIM3UTEIHO 15 10 18 qHM mpy MaIMEeHTH C IIaKOB
NICOPHA3UC B IPOYYBAHMATA U NPUOIM3UTENHO 17 THU MPU NALMEHTH C YIIEPO3EH KOJIUT WK 00JecT
Ha Crohn.

ITomymanmonHuTe (hapMaKOKHHETHIHY aHAJIM3H ITOKa3BaT, 4e ChITbTcTBamara ynorpeda ava HCIIBC,
AZA, 6-MP, nepopanau koptukocteponan 1 csDMARD karo MTX He noBnusiBa KIUpBHCa Ha

rycenkymao.

JInHeiiHOCT/HETUHENHOCT

Cucremnara excno3urus Ha rycenkymad (Cmax 1 AUC) ce moBuIaBa mo nmpruOIM3UTEITHO
MPOMOPIIMOHAJICH Ha JT03aTa HAYKH CJIE]] €THOKPATHO MOJIKOKHO HWHIKEKTUPAHE B JIO3U, BApUPAIIU OT
10 mg no 300 mg npu 3apaBu JUla WIK MALMEHTH C TUIaKOB Nicopuasuc. CepyMHUTE KOHIICHTPALUU
Ha rycejkyma0 ca mpuOJU3UTEIIHO MPOITOPLIMOHATIHH Ha 103aTa CJIe] HHTPABEHO3HO MPUIOKCHHE MTPH
MAIMEHTHU C YJILIEPO3eH KOIUT Min 0osiect Ha Crohn.

HGZ[I/IaTDI/I‘IHI/I DanrMCHTH

(DapMaKOKI/IHeTI/IKaTa Ha FYCCJ'IKYM36 npu neJuaTpuiHu MalrueHTH HE € YCTAHOBCHA.

TlanmmeHTH B cTapyecka Bb3pacT

He ca npoBexxaanu cnenuanHy Npoy4YBaHUs IpY NAMEHTH B cTapuecka Bb3pacT. Ot 1384 naruentu c
IUTAKOB TICOPHA3HUC, C EKCIIO3ULMS Ha T'yCelIKyMal B KIIMHUYHU npoyuBanus ¢asa Il n Bkmouenu B
HOIYJIALIMOHHUS (PapMaKOKMHETHYEH aHanu3, 70 MalueHTH ca Ha Bb3pacT 65 WM 1oBe4e I'OANHH,
BKJIFOUUTENHO 4 MallueHTH Ha Bb3pacT 75 uinu nosede roguHu. OT 746 manueHTH ¢ NCOpuaTHIeH
apTPHUT, C eKCIIO3UIHA Ha rycelIkyMal B KIMHUYHM npoyuBaHus (asa III, o6mo 38 mauuenra ca Ha
BB3pacT 65 wiIM oBeYe TOAWHN M HUTO €AWH MAIeHT He € Ha Bb3pacT 75 win noBede roguan. OT
859 mauumeHTu ¢ yaepo3eH KOJHT, C eKCIO3UIMS Ha rycenkyMal B KIIMHUYHY npoyuBanus ¢asa 1I/111
Y BKJIIOYEHH B TMOMYJTaMOHHMS (hPapMaKOKHMHETHUYECH aHaJIN3, 00110 52 manueHTH ca Ha

BB3pacT 65 WM MmoBeUe TOANHMY, a 9 MaMeHTH ca Ha BB3pacT 75 win rmosede roquan. Ot

1 009 nanmentu ¢ 6oxect Ha Crohn, ¢ eKCIIO3UINS HA TYCeNKyMal B KJIMHUYHU npoyuyBanus ¢asza 11
Y BKJIIOYCHH B MOMYJIaUOHHMSA (hapMaKOKHHETHUYCH aHaN3, 00110 39 manueHTH ca Ha

BB3pacT 65 WiIH MOBeUe TOAMHMY, a 5 MAIMECHTH ca Ha BH3PacT 75 WIH MMOBEYE TOJMHH.

[onmynanuonauTe GpapMakOKMHETUUHHU aHAIN3U NPH MALMEHTH C IJIAKOB IICOPUA3UC, ICOPUATHYCH
apTpPHUT, yIepo3eH KoauT u 6onect Ha Crohn He MOKa3BaT OYeBUAHM poMeHH Ha nzuncienus CL/F
MIPU MAIMEHTH > 65-TOIMIIIHA BB3pacT B CPAaBHEHHUE C MAIUEHTH < 65- rOIUIIHA Bh3pacT, KOETO
MOKa3Ba, Y€ He € He00X0AMMO KOPUTHPaHe Ha J103aTa IPH MALHEHTH B CTapUecKa Bb3pacT.

[MauueHTy ¢ ObOPEYHO WK YEPHOAPOOHO YBPEKIAHE

He e mpoBexxaano cnenuduyHO MpoydyBaHe 3a onpeelsiHe Ha edekra Ha ObOPEYHO WITH YEPHOAPOOHO
YBpEkKIaHe BPXY (papMakOoKMHETHKATa Ha rycenkymad. OuakBa ce ObOPEUHOTO STMMUHHUPAHE HA
WHTaKTHHS Tycenkyma0, [gG mAb, na Ob1e HUCKO B OT MEHUMATHO 3HadeHue. [1lomobHo, He ce
OYaKBa YEPHOJPOOHO YBpEXKIaHE J1a TIOBIHIC KIUPBHCA Ha TycenKyMal, Thil kato IgG mAbs ce
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eTMMUHUPAT IPEIUMHO Ype3 BbTPEKIIeThUeH KaTaboan3bpM. Bb3 0CHOBA Ha MOMyIallMOHHAUTE
(hapMaKOKUHETHYHH aHATM3U KPEaTHHUHOBUAT KIMPHHC WU YepHOApoOHaTa PYHKIHS HE OKa3BaT
3HAYUMO BIIHMSIHHE BHPXY KIMPBHCA HA TYCEIKYMa0.

TemecHO TETNO

KIII/Ip’BHC’LT 1 00eMBT Ha PasupeaciIiCHUC Ha rycenKyMa6 CC yBCJIMYaBaT C NOBUIIIABAHC HA TCJICCHOTO
TErJjo0, HO Ha6JII-OIIaBaHI/ITe JaHHU OT KIIMHUYHU HU3IIWTBAHHUA ITOKa3BaT, Y€ HEC € HCO6XOIII/IMO
KOpUIrupaH€ Ha J03aTa B 3aBUCHUMOCT OT TEJICCHOTO TETJIO.

5.3 IIpeakJMHUYHU JAaHHU 32 0€30MACHOCT

Hexnuananaure JaHHHU HC IIO0Ka3BaT ocobeH PHUCK 3a XOpa Ha OazaTa Ha KOHBCHIIMOHAJIHUTEC
(bapMaKOJ'IOFI/I‘lHI/I MMpoOy4YBaHUA 3a 6C3OHaCHOCT, TOKCUYHOCT IIpYU MHOT'OKPATHO PUJIAraHC U
PEOPOAYKTUBHA TOKCUYHOCT U TOKCUYHOCT 3a IPEC- U MOCTHATAJITHOTO PAa3BUTHUC.

B npoy4BaHus Ha TOKCHYHOCTTA IPU MHOTOKPATHO MPHUIIOKEHUE HA JBITOONAIIATH MaKaly
rycesnkymad ce moHacst J00pe Ipu UHTPABEHO3CH U MOJIKOKEH ITbT Ha npriioxenne. CeqMHUIHO
MIOJIKOYKHO TpUIIOKeHHe Ha 1032 oT 50 mg/kg na mMaiimynu Bonu 1o excrniozuiiust (AUC), kosTo e Hald-
MaJIKoO 23 IbTH IO-BUCOKA OT MaKCHMaJIHaTa KJIMHUYHA eKcro3uius cien n1o3a 200 mg, npunoskeHa
MHTpaBeHO3HO. OCBEH TOBA, IO BpEME HA MIPOBEKIAHETO HAa MPOYUBAHHS HA TOKCHYHOCTTA IIPH
MHOTOKPATHO MPWJIOKEHHE WK TPH HACOYEHO MPOYYBaHE Ha ChPJICYHO-CHIOBUTE (DapMaKOIOTHIHH
edexT npy MaliMyHHU cynomolgus He ce HaOJIIoAaBaT HeXxellaHa UMYHOTOKCHYHOCT HJTH ChpAEeYHO-
CbJ10BH eeKTH Ipu (PapMaKOIOTHIHUTE [IPOYUBAHMUS 32 O€3011aCHOCT.

He ca HaOo1aBaHy MPEHEOIUIACTUYHN IPOMEHHU TP XMCTOMATOJIOTHYHUTE OLIEHKU Ha )KUBOTHH,
TpPETUPaHU JI0 24 CeMUIIM, WITH ciiel 12-ceMUYHISI ePUo]] Ha Bb3CTAaHOBSABAHE, M0 BpEMe Ha KOUTO
AKTUBHOTO BEIECTBO CE OTKPHBA B cepyMa.

He ca npoBexaanu MpoyyYBaHUs 32 MyTareHHOCT WITH KAHIIEPOTEHHOCT C TyCeIKyMa0.
I'ycenkymab He ce OTKpHBa B KbpMaTa Ha MaliMyHH Cynomolgus npu u3MepBaHe Ha JieH 28 cien
pakIaHETo.

6. DAPMAIEBTUYHHU JJAHHU

6.1 Chnucbk Ha MOMOIIHHUTE BellleCTBA

XUCTUIUH

XUCTHIMHOB MOHOXUAPOXIOPHT MOHOXHIPAT

ITomucopbar 80 (E433)

3axaposa

Bona 3a naxxekuu

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha poy4YBaHUS 32 HECHBMECTHMOCTH TO3H JIEKAPCTBEH MPOAYKT He TpsiOBa Jla ce cMecBa ¢
JIpYTH JEKapCTBEHU MPOIYKTH.

6.3 Cpox Ha roaHOCT
2 roguHu
6.4 Chnenuananm yca0oBHs HA CbXpaHeHHe

[a ce cexpanssa B ximagmiauK (2°C — 8°C). [la He ce 3ampassiba.
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CroxpaHsBaiiTe IpeIBapUTEITHO HAITBJIHEHATA CIIPUHIIOBKA, ITPEIBAPUTEITHO HAITBJTHEHATA THCATKa
OnePress win peIBapuTEITHO HAITBIHEHATa ITcaika PushPen B kapToHeHaTa OIMakoBKa, 3a Ja ce
MpeAnasy oT CBETIUHA.

6.5 Buawu chabp:kaHue HA ONMAKOBKAaTAa

Tremfva 100 mg MHXCKIMOHCH Pa3TBOP B IPCABAPHUTCIHO HAITBJIHCHA CITPUHITOBKA

1 ml pa3TBOp B mpeIBapUTEIIHO HAITBJIHEHA CTHKJICHA CIIPUHIIOBKA CHC CTOIIEP OT OpOoMOOyTHIIOBA
ryma, GUKCHUpaHa Urja v Ipe/na3uTell Ha UriiaTa, MOHTUPaHH B aBTOMAaTHYeH 00e30macuTel Ha
uriaTa.

Tremfya e HaNMYeH B ONAKOBKA, ChIbPIKaIlla ¢/THa MPEABAPUTEITHO HAITBIIHEHA CIIPUHIIOBKA U B
TPYIOBH OIMAKOBKH, ChABPKAIIH 2 (2 OMaKOBKY 1O 1) MpeABapUTEIIHO HAIBIHEHH CITPUHIIOBKH.

He Bcuuku BHIOBE OITAKOBKU MOTaT fia ObJIAT MyCHATH B IPOAAK0A.

Tremfya 100 mg OnePress HHKEKIIMOHEH PA3TBOP B IIPEABAPUTEIHO HATBIHEHA TACAJIKA

1 ml pa3TBOp B mpeaBapUTEIIHO HAITBJIHEHA CTHKJICHA CIIPUHITOBKA CHC CTOIIEP OT OpoMOOyTHIIOBA
ryMa, MOHTHpPAaHA B IHCAJKa C aBTOMATUYCH MTPEIIIAa3UTell Ha UIJIaTa.

Tremfya e HanM4YeH B OMAKOBKA, ChIBPIKAIA €/THA MPEABAPUTEIHO HATBIIHEHA MTUCAJIKA U B TPYIIOBA
OTIaKOBKa, ChABpKaIa 2 (2 OMakoBKH I10 1) IIpeIBaprUTEITHO HAITBIHCHH TTHCAJTKH.

He Bcuukn BHOOBEC OIMAKOBKH MOTIarT Ja 6’LI[aT IMIyCHATU B npoz[a>i<6a.

Tremfya 100 mg PushPen HHXXEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HATBIHEHA ITACAJIKA

1 ml pa3TBOp B IpeABAPUTEIIHO HAITBIHEHA CTHKIICHA CIIPHHLIOBKA ChC CTOTEP OT OpOMOOYTHIIOBA
ryMa, MOHTHpaHa B IIMCAJIKa C aBTOMaTHUEH IIPEIa3uTell Ha uriara.

Tremfya e HanM4YeH B ONAKOBKA, ChAbPIKallla eJHa MPEABAPUTEIHO HAITbJIHEHA MUCAKa U B TPYIIOBa
OTIaKOBKa, ChIbpKalia 2 (2 ONaKkoBKH 10 1) IpeABapUTEIIHO HAITBIHEHH MTUCAIIKH.

He Bcuuku BHIOBE ONTAKOBKU MOTaT fa ObJIAT MyCHATH B IPOAaKOa.
6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBHPJIsiHEe U padoTa

Cren u3BakaaHe Ha NPEABAPUTEIHO HAITBIHEHATA CIPUHLIOBKA, IPEABAPUTEIHO HAITbJIHEHATA
nucaika OnePress wnu npegBapuTenHo HamrbIHeHaTa nucaika PushPen ot xnanuwinuka, 3aapbxTe g B
KapTOHEHaTa OTaKOBKa M 51 OCTaBETE J1a JIOCTUTHE CTaifHa TeMIeparypa, kato u3vakare 30 MUHYTH
npeau ukektupade Ha Tremfya. IlpenBapurenno HambIHEHAaTa CIIPUHLOBKA WM TIPEIBAPUTEIIHO
HaITbJIHEHUTE MMHCAJIKK He TpsOBa Ja ce paskianiar.

IIpenn ynorpeba ce mpenopbyuBa BU3yaseH Mperie] Ha IPeABapUTEIHO HallbJIHEHATa CIIPUHIIOBKA
WIN TIPEIBAPUTEIIHO HAITBJIHEHUTE MUCAIKU. Pa3TBOpbT TpsaOBa na 6b1e OUCTB, OE3LBETEH 10
CBETIIONKBIT, KATO MOXKE JIa ChIbPKa HAKOJIKO MaJIKH OelT Wiy po3padynu yacTuiy. Tremfya He
TpsiOBa Jja ce U3I0JI3Ba, aKO Pa3TBOPHT € MBTEH WIIM C IPOMEHEH IBST UM ChAbPKa TOJIEMU YaCTHUIIH.

Bcesika onmakoBka ce npeaoCTaBs € JIUCTOBKaA ,,YKaSaHHH 3a yHOTpe6a“, KOsATO HaAITbJIHO OITMCBA
IMPUTOTBAHECTO U MMPUJIIOKECHUCTO HA IPCABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA WX NPEABAPUTCIIHO

HAITBJIHCHUTC ITUCAJIKU.

Hewusmon3panusr JICKApPCTBCH MPOAYKT WM OTHAABYHUTC MAaTCPpUAJIU OT HETO Tp516Ba ha CC U3XBBPJIAT
B CbOTBCTCTBUEC C MCCTHUTC U3UCKBaHMU.
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7. HOPUTEXKATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

Benrus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA

Tremfva 100 mg MHXKXCKIIMOHEH PAa3TBOP B MPEABAPUTECIHO HAITbJIHCHA COPUHIIOBKA

EU/1/17/1234/001 1 npenBapuTeTHO HAITbJIHEHA CIIPHUHLIOBKA
EU/1/17/1234/004 2 npenBapuTeIHO HAITBIHEHN CIIPHHIIOBKH

Tremfya 100 mg OnePress HHKEKIIMOHEH PAa3TBOP B IIPEABAPUTEIHO HATBLIHEHA MTHCAJIKA

EU/1/17/1234/002 1 npenBapUTeIHO HAIlbJIHCHA MTUCATIKA
EU/1/17/1234/003 2 npeaBapuTEIHO HAITbIHEHU THUCATKN

Tremfya 100 mg PushPen nHKeKIIMOHEH pa3TBOP B IIPEABAPUTENHO HATBLIHEHA TACAIKA

EU/1/17/1234/010 1 npeaBapuTeIHO HAITbIHEHA TTHCAJIKA
EU/1/17/1234/011 2 npeaBapUTEIHO HATBIHEHHU MHACATKA

9. JATA HA II'bPBO PA3ZPEIIABAHE/ITIOJJHOBABAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

[ara Ha epBO pazpemanane: 10 HoemBpu 2017 .
Jlata Ha nocneaHo noaHoBsABaHe: 15 romm 2022 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

07/2025

IMoapo6ua uHbOpMAIHs 3a TO3U JCKAPCTBEH MPOIYKT € MPeoCTaBeHa Ha yeOcaiita Ha EBporneiickara
arcHIIMs 1o JiekapcTBaTa https://www.ema.europa.eu/
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Tremfya 200 mg WHXEKIMOHEH Pa3TBOP B NPEABAPUTEIHO HAITbIHEHA CIIPUHIIOBKA
Tremfya 200 mg HHXEKIMOHEH Pa3TBOP B IPEABAPUTEIIHO HAITBIHEHA MTUCATIKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tremfya 200 mg HHXKEKIIMOHEH PA3TBOP B [IPEABAPUTEIHO HATBIHEHA CIIPUHIIOBKA

Bceska npeaBapuTenHo HabJIHEHa CIIPUHIOBKA chabpika 200 mg rycenkymab (guselkumab) B 2 ml
pasTBOp.

Tremfya 200 mg PushPen nHKEeKIIMOHEH pa3TBOP B IIPEABAPUTENHO HATBIHEHA TACAIKA

Bcesika npeaBapuTeIIHO HaTbJIHEHA MUcaika chabpika 200 mg rycenkymab (guselkumab) B 2 ml
pasTBop.

I'ycenkyma0 e m31s10 yoBemky uMyHormooymuH G1 gam6ma (IgG1A) MOHOKITIOHATHO aHTHUTSIIO
(mADb), mony4yeHo B KJIETKH OT siituHuLy Ha kuTaiicku xamcrep (CHO) upes pekomOunantha JJHK

TCXHOJIOTHUA.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTE BCUICCTBA BHXKTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

UmxekunoHeH pa3TBop (MHKEKIINs)

Pa3tBOpBT € OMCTBP U Ge3BETEH 10 CBETIAOXKBAT ¢ ueneBo pH 5,8 u npubausureneH ocMonapureT
367,5 mOsm/I.

4. KJIMHUYHU JAHHHN

4.1 TepaneBTHYHU MOKA3AHUS

Yimepos3eH KoauT

Tremfya € MMOKa3aH 3a JICYCHUC Ha Bb3PACTHU NAIIMCHTH C YMCPCH 10 TCXKBK aKTUBCH YJIIICPO3CH
KOJIMT, KOUTO HE Ca CC NOBJIUAIIN JOCTATBYHO, BEYC HC CC MOBJIMABAT UJIU Ca IIPOABUIIN HCIIOHOCUMOCT
KbM CTaHAapTHaTa T€parua Ujin OHOJIOTHYHO JICUCHHE.

Bonect Ha Crohn

Tremfya e moka3zas 3a JiedeHUE Ha Bb3PACTHU MAIMEHTH C YMEepeHa JI0 TeXKa akKTUBHA 00JIeCT Ha
Crohn, KOUTO HE ca ce MOBJIUIN JOCTATHYHO, BeUe HE CE MOBJIUABAT UM Ca MPOSBIIN HETTOHOCHMOCT
KbM CTaHJApTHATA TePANus WK KbM OHOJOTHYHO JICUCHHE.

4.2 Jlo3upoOBKa M HAYMH HA NMPUJIOKEHHE

To3u nexapcTBEeH MPOAYKT € MpeIHa3HaueH 3a ynoTpeda 1Mo pbKOBOACTBOTO U HAOMIOIEHUETO HA
JIeKap ¢ ONHUT B AUArHOCTHIIMPAHETO U JICUEHUETO Ha 3a00JIIBaHUATA, 32 KOUTO € TIOKa3aH.
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gO?»H[}OBKa

Yayeposen konum

[IpenopbunTennara MHAYKIMOHHA 7032 ¢ 200 mg, MpuIoKeHa Ype3 UHTPABEHO3HA NH(Y3US Ha
Cenmuiia 0, Cenmunia 4 u Cenmunia 8. Buocme KXIT na Tremfya 200 mg konyenmpam 3a unghy3uonen
pasmeop.

Criel MpUKITIOUBAaHE HAa CXeMaTa ¢ MHAYKIIMOHHATA J03a MPENophYHTEIHATA OIbPIKalla 1034,
3anouBamia Ha Ceqmuna 16, e 100 mg, mpriarana upes MOAKOKHA WHKEKIIUS HAa BCEKU 8 CEIMUITH
(q8w). AnTepHATHBHO MPH MAIUEHTH, KOUTO HE MMOKA3BaT JOCTAThYHA TEPAllEeBTUYHA 10132 OT
WHIYKIIMOHHOTO JICUEHHE CIIOpe KIMHUYHATA MPEICHKA, MOXKE J1a C€ OOMUCIH MO IbpKAaIla 1033 OT
200 mg, mpuiiaraga 4pe3 MoIKOKHA HHKEKITHs, KaTo ce 3anoune ot Cenmuiia 12 u ciex ToBa Ha
Bceku 4 cenqmuiu (q4w) (Bx. Touka 5.1). 3a oozama om 100 mg eusicme KXII na Tremfya 100 mg
UHICEKYUOHEH PA3MEOP.

HNmyHOMOIYyIATOPUTE W/WIIM KOPTHKOCTEPOUINUTE MOXKE J]a Ce MPOBIDKAT [0 BPpeMe Ha JICYCHUETO C
rycenkyma6. [Ipu nauneHTH, KOUTO ca ce MOBIHMSUIH OT JICYEHUETO C TYCeNKyMad, KOPTHKOCTEPOUANTE
MOXE J]a c€ HaMaJIAT WM Ja CE CIIPaT B CbOTBETCTBUE CbC CTAHJAPTHOTO JICUEHHE.

TpH6Ba Ja ce ooMucIn MMpEyCTAaHOBABAHEC HA JICUCHUCTO IIPH MMAINTUCHTHU, KOUTO HE Ca ITOKa3aJIM IaHHU
3a TCpallCBTU4YHA 110J13a CJIC/ 24—CG,I[MI/ILIHO JICUCHUC.

bonecm na Crohn

[IpenopbuBa ce HAKOS OT CIICAHHUTE ABE WHAYKIIMOHHH JO3H:

° 200 mg, mpunoxeHu upe3 nHTpaBeHo3Ha nHPy3us Ha Cenmuna 0, Ceqmuna 4 u Ceamua 8.
Buoieme KXII na Tremfya 200 mg konyenmpam 3a uH@y3uoHeH pasmeop.

WIH

. 400 mg, MpUIOKEHU Upe3 MOAKOKHA HHKEKIUS (TIPIIOKEHU KATO JIBE ITOCIIEA0BATSITHU
nmkekun oT 200 mg Beska) Ha Cenmuna 0, Ceamuna 4 u Ceqmura 8.

Cren npuKiIOYBaHe Ha cxeMaTa ¢ MHAYKIHMOHHATA 1032 MIPEeNopbYUTEIHATa MOIbpIKaIa 1034,
3amoyBama Ha Cenmuna 16, e 100 mg, mpuiarana ypes MOIKOKHA WHXKEKITHSI HA BCEKU 8 CEAMULIN
(q8w). AnTepHaTHBHO, IIPY MALMEHTH, KOUTO HE TIOKA3BaT IOCTAThYHA TEPANEBTHYHA 10132 OT
WHIYKIHOHHOTO JICUEHHE CIope]] KITMHUYHATA MPELEHKa, MOXe Jla € 0OMUCIIN TOAIbPIKaIa 1032 OT
200 mg, npunaraHa uype3 MoAKOKHA MHKEKLUs, KaTo ce 3ano4He oT Ceamuiia 12 u cies ToBa Ha
Bcekn 4 ceqmunm (q4w) (Bk. Touka 5.1). 3a dozama om 100 mg eusxcme KXII na Tremfya 100 mg
UHIICeKYUOHEH PA3MEOP.

HNMyHOMOIyTaTOpUTE W/ HAIH KOPTHKOCTEPOUANTE MOXKE J]a c€ TIPOABIDKAT TI0 BpeMe Ha JIEYEHHUETO C
rycenkyma0. [Ipu manneHTH, KOUTO ca ce IOBIHUSIIH OT JICYEHHETO C TYCeIKyMad, KOPTHKOCTEPOUINTE

MOXKE [1a C€ HaMaJIAT WK Jia C€ CIIpaT B CbOTBETCTBUEC CbC CTAHAAPTHOTO JICYHCHUC.

Tps6Ba ga ce 0OMHUCTH IPEyCTAaHOBSIBAHE HA JICYCHUETO TMPH MAIUEHTH, KOUTO HE ca MTOKa3alli TaHHU
3a TepaleBTUYHA N0J3a cael 24-ceIMUYHO JICUCHUE.

IIponycHaTa fgo3a

AKo e TIporrycHaTa /1032, TS TpsiOBa 11a OblIe MPIIIOKeHa Bb3MOXKHO Hail-ckopo. Cien ToBa
MIPUIIOKEHUETO TPSAOBA J1a CE Bh30OHOBU B PEJIOBHOTO TNIAHUPAHO BPEME.

CrelyaiHy MOMyIallin

Cmapuecka ¢v3pacm

He e Heobxonnmo xopurupaHe Ha mo3ata (BX. ToUka 5.2).

Vma orpannyena na$opMarys 3a JUa Ha Bb3pacT > 65 roJUMHU 1 MHOTO OTpaHMYeHa HHpOpManus 3a
NalMeHTH Ha BB3pacT > 75 ronuuu (BX. Touka 5.2).
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bvopeuno unu uepnodpobmno yepescoane

Tremfya He e mpoydYBaH NMpH TE3M MOITyJIAIMY MalMeHTH. [0 MPUHIIKIT He ce 0YaKBa Te3H
3a00JIIBaHUS Ja MTOBJIUSAT 3HAYUTEITHO (hapMaKOKUHETHKATa HA MOHOKJIOHATHATE aHTUTENa U
KOPEKIIMH Ha J103aTa He CE CYMTAT 32 HEOOXOAMMH. 3a TOIBIHUTEIHA HH()OPMAIIUs OTHOCHO
SITMMUHUPAHETO Ha ryceKyMal BIKTE TOUKa 5.2.

THeouampuuna nonynayus
Bbe3zomnacHoctTa 1 epukacHoctTa Ha Tremfya npu jgena ¥ FOHOIIM Ha Bh3pacT Hoj 18 roguHu He ca

ycTaHOBeHHU. JIUmcBar JaHHU.

Hauun Ha OPHUITOKCHUC

Camo 3a MoAKOKHO MpriIoKeHue. MecTara 3a MH)KEKTHPaHe BKIIOYBAT Kopema, OeIpoTo U 33 HaTa
yacT Ha MuInHUIaTa. Tremfya He TpsiOBa Aa ce MHXKEKTUpa B 00J1aCTH, KBbJICTO KOKaTa ¢ O0JIe3HEeHa,
HAaCMHEHa, 3a4epBeHa, BTBbP/ICHA, YIUTbTHEHA WK JiecKBaMHUpaHa. [10 Bb3MOKHOCT KOKHUTE
YYacTBIIM C U3ABEH IICOpPHA3KC TPsIOBa Ja ce M30rBaT KaTo MecTa Ha MH)KEKTHPaHe.

Cren momxo o 00y4ueHne 3a TEXHUKATa Ha MOAKOXHO WHKEKTUPAHE TIAITICHTHTE MOTaT CaMH JIa CH
umwkekTupaT Tremfya, ako jekap peliu, ye ToBa € MmoaAxoaA1I0. Jlekapsar odade TpsOBa 1a OCUrypu
MOJIX OIS0 MEIUITMHCKO TpOCIie/siBaHe Ha naruenTuTe. [laimenTure TpsOBa J1a ce MHCTPYKTHPAT J1a
WHXXEKTHPAT ISII0TO KOJIMYECTBO Pa3TBOP CIIOPE]T ,,Y KazaHUITA 32 yoTpeda“, mpejoCTaBeH! B
KapTOHEHaTa OMaKoBKa.

3a yKka3aHus 3a MPUTOTBSHE HA JIEKAPCTBEHUS MPOMYKT MPEAH MPIITIOKEHUE BIDKTE TOUKa 6.6,
4.3 IIpoTuBOMOKA3aAHUA

CepuosHa CBPBXIyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MIIM KbM HSAKOE OT IIOMOLIHUTE BELIECTBA,
n30poeHu B Touka 6.1.

Knnan4Ho 3HaYMMK aKTUBHU MH()EKUINH (Hamp. aKTUBHA TYOEpKyJ103a, BX. Touka 4.4).

4.4 Chenuananu npeaynpesaeHus: U NpeANa3sHl MePKH MPU ynoTpeda

[IpocaeaumocTt

3a Ja ce HOI[O6pI/I MMpocCICAMMOCTTA Ha OHOJIOTUYHUTE JICKApPCTBCHU MMPOAYKTHU, UMCTO U MMAPTUAHUAT
HOMCP Ha Ipujiaranvus OpoaAyKT TpSI6Ba SICHO Ja C€ 3aIMcCBar.

Hndekimu

I'ycenmkymab Moske Ja TIOBHINTK prCKa oT WHpeKIus. JledeHneTo He TpsiOBa Ja ce 3amouBa Mmpu
MAIMEHTH C KIIMHINYHO 3HAYMMa aKTHBHA WH(EKIINS 10 OT3By4YaBaHe HA MH(EKIUATA WK JI0
aJICKBATHOTO U JICUCHHE.

[TanmenTuTe, TeKyBaHH C TycenKyMal, TpsiOBa Ja ce MHCTPYKTHPAT Ja ThPCAT MEAULIMHCKA TTIOMOII
P BH3HUKBAHE HA TIPU3HAIY WU CHMIITOMH HAa KIIMHUYHO 3HAYMMa XPOHUYHA WM OCTpa WH(EKIHSL.
AKO maInueHT pa3Bue KIMHUYHO 3HaYMMa WU CEpUO3HA WH(EKIINS I HE CE TIOBIUSABA OT
CTaHJapTHATA TEPAIHsI, MAIIMEHTHT TPSOBA J1a Ce MPOCIICIBa BHUMATEITHO U JICUCHUETO TpsiOBa 11a ce
MPEYCTaHOBH JIO OT3By4YaBaHE Ha MH(EKIHATA.

Orrenka 3a TyOepKyJ103a Ipean JIEYUSHHUETO

[Ipenu 3amouBaHe Ha JeueHNUE MALMEHTUTE TPAOBaA Ja ce u3ciensart 3a Tyoepkynos3na (TB) ungexuus.
[NanuenTure, momyyaBamy rycenkyma0, TpssOBa Ja ce mpociieAsiBaT 3a MPU3HALU U CHMITOMH Ha
aktuBHa TB 1o Bpeme Ha jeyeHueTo u cief Hero. Ilpu nanuenTuTe ¢ MUHaJIA aHAaMHE3a 3a JIATCHTHA
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M akTiBHA 1B, mpu KOWTO HE MOXe J1a ce MMOTBBP/AM aI€KBAaTeH KypcC Ha JIedeHne, TpsOBa /1a ce nMa
npeaBu auTu-1B Tepanud npeay 3arnovBaHe Ha J€YSHHE.

CBD’BX‘JVBCTBI/ITCHHOCT

Ch00IIeHn ca cepro3HH PEaKIMi Ha CBPbXUIYBCTBUTEITHOCT, BKIFOUUTEITHO aHA(UIAKCHS, IPH
MMOCTMaPKETHHTOBH YCIIOBUS (BXK. Touka 4.8). Hikou OoT ceprno3HuTe peakiuu Ha
CBPBXYYBCTBUTEIHOCT BH3HUKBAT HIKOJIKO JHU CIIE]] ISYEHHUETO C TycenKyMal, BKIIOYHTEIHO CITydan
C YPTHKapHs U IUCITHEs. AKO HACTBHIIN CEPHO3HA PEAKINS Ha CBPBXUyBCTBUTEIHOCT, IPHIIOKEHHUETO
Ha rycenkymab TpsOBa Jia ce MpeyCTaHOBH M He3a0aBHO J1a CE 3aIl0YHE MOXOISINA TepaIHsl.

IloBumienu HUBA HA LICDHOJI].‘)O6HI/IT€ TpaHCaAMHHAa3u

B xiMHWYHY TPOYYBaHUS MPU IICOPHATUYCH apTPUT Ce HAOII0IaBa yBEIIMYCH OpOii Ha CITydanTe Ha
MOBHUIIICHU YepHOPOOHHN EH3UMH NIPH TAIMEHTH, JICKYBaHH € TycelKyMad 4w B CpaBHEHHE C
MAIeHTH, JICKYBaHU ¢ TycelkyMad q8w wim Ha miare6o (BX. Touka 4.8).

Koraro ce npennucsa rycenkyma0 q4w npu IcopuaTudeH apTpuT, IPenopbiBa ce 1a ce paBu
OIIEHKa Ha YepHOJPOOHNTE €H3UMH Ha U3XOAHO HHUBO U CJIE/ TOBA CIIOPE YCTAHOBEHOTO JIEUEHUE Ha
nanueHTa. Ako ce HaOJIro1aBaT MOBUIIEHU HUBA Ha allaHWH aMuHoTpaHcdepazaTta [ALAT] unmn Ha
acnaprat amuHoTpaHcdepasata [ASAT] u uma mogo3peHns 32 Y4epHOIPOOHO YBpEXKIAHE,
WHAYIUPAHO OT JIEKaPCTBOTO, JIEYEHHETO TPsiOBa BPEMEHHO J1a Ce MPEKbCHE, T0KATO Ta3u AUarHo3a He
0bJe U3KITIOYECHA.

Nmynuzanumn

[Ipenu 3amouBaHe Ha Tepamus, TPSAOBA Jla CE MOMECITH 32 U3BBPIIIBAHE HA BCUYKH MOIXOSIIN
MMYHHU3allUM B ChOTBETCTBUE C AKTYaJHUS MECTCH UMYHHU3AIIMOHEH KaneHaap. KuBu BaKCUHU HE
TpsiOBa Ja ce mpujaraT eIHOBPEMEHHO IPY MAIMeHTH, JIEKyBaHH ¢ TycenkyMmab. JIumcBat nanHu
OTHOCHO OTI'OBOPa KbM JKUBU WJIM UHAKTUBUPAHU BAaKCUHHU.

[Ipenu BakcuHMpaHe C )KUBH BUPYCHHU ITH JKUBH OaKTepHAaIHU BAKCHHH JICYEHUETO TPsIOBaA Ja ce cripe
3a Ha-MaJIKO 12 ceaMHIM Cie/l MOCaeaHaTa 4032 M MOYKE [1a C€ MOAHOBH Hal-MajIKoO 2 CEIMHUIN CIIEL
BakcuHUpaHeTo. [IpennmucramuTe nekapu TpsOBa Ja HanpaBsT crpaBka ¢ KpaTkaTta xapakreprcTrka
Ha HpO,ZIYKTa Ha KOHerTHaTa BAaKCHHA 3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/DI nu yKa3aHI/I51 OTHOCHO
CBIIBTCTRAIIA YIIOTpeOa Ha UMYHOCYIIPECOPHHU CPEACTBA ClIe]] BAKCHHUPAHETO.

TToMoIIHH BEIECTBA ¢ U3BECTHO JIEWCTBUE

Cvowporcanue na noaucopboam 80

To3zu nexkapcTBeH MpoAyKT chabpxka 1 mg nonucopdat 80 (E433) BbB Besika npeaBapuTeTHO
HaIbJIHCHA CITPHHIIOBKA/IIHMCAJIKA, KOUTO ca ekBuBaieHTHH Ha 0,5 mg/ml. [Tonucopbarure morart na
HNPUYMHAT aJepTUYHU PEaKIMu.

4.5 B3amMmopaeiicTBHe ¢ IPYTH JeKaAPCTBEHH MPOAYKTH M APYrH (JopMH Ha B3auMojeiicTBHe

Bsanmoneiicteus cbe cyocrpatu Ha CYP450

B exno mpoyuBane ¢a3za | mpu manuenTy ¢ yMepeH A0 TeXbK IUIAaKOB IICOPHA3UC MPOMEHUTE B
cuctemMHuTe ekcrno3uunu (Cmax 1 AUCinr) Ha Muaszonam, S-BapdaprH, OMeIpasoll, 1eKCTpoMeTopdan
1 Ko(heuH cie]] eqUHNYHA 1032 IycelIkyMal He ca KJIMHUYHO 3HAYMMU, KOETO M0Ka3Ba, e
B3aMMOJICUCTBHSI MEXTy Tycenkymab u cyocrparu Ha paznnaan CYP emsumu (CYP3A4, CYP2C9,
CYP2C19, CYP2D6 u CYP1A2) ca manko BeposaTHH. He € HE00X01uMo KOpUTHpaHe Ha J03aTa,
KOTaTo TycelaKyMab ce mpuiara eqHOBPEMEHHO cbe cyocTpartu Ha CYP450.
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EnHOBpeMeHHa MMYHOCYIPECHUBHA TepaIKs WU (GOTOTEPAITHS

B npoy4Banus npu nicopuazuc 6€30MacHOCTTa U ePUKACHOCTTA Ha TycelKyMad B KOMOMHAITUS C
UMYHOCYIIPECOPH, BKIIFOUUTEITHO OUOJIOTUYHH TTPOAYKTH, HITU (POTOTEpanus He ca OlleHsIBaHU. B
MIPOYYBAHUS IIPH IICOPHATHYEH apTPUT eTHOBpEeMeHHaTa yroTpebda Ha meTtorpekcat (MTX) He
W3TIISKIA J]a OBIHsIBA OE30MACHOCTTA WM €)MKACHOCTTA Ha I'yCeNIKyMao.

B npoyuBanus nipu yiepo3eH konuT u Oonect Ha Crohn enHoBpeMeHHaTa ynorpeda Ha
MMYHOMOJyJIaTOpH (Hamp. a3aTHonpuH [AZA]) Wi KOPTUKOCTEPOUIN He U3TIIekKIa Ja TTOBJIHIBA
Oe3omacHOCTTa WK €PUKACHOCTTA Ha TycesKymao.

4.6 @epTHIUTET, OPEMEHHOCT U KbpMeHe

KeHu ¢ geTepoAeH IMOTCHITAI

JKenu ¢ neTepoieH noTeHMal TPSAOBa Ja U3MOI3BAT €PEKTUBHU METOIU Ha KOHTPAICIIIHS 10 BpeMe
Ha JICUCHUE U B IPOIBILKEHUE HA Hal-Manko 12 ceAMUIIM clie]] ICYCHUETO.

BpemenHoct

NwMa orpaHnyeHH JaHHU OT yroTpedaTa Ha rycenkymad npu OpeMeHHH xeHu. [IpoyuBanusTa mpu
JKUBOTHH HE MTOKa3BaT MPEKH WM HETPEKH BPeTHU e(DEeKTH, CBhp3aHU ¢ OpPEeMEHHOCTTA,
eMOPHOHATTHOTO/(PETATHOTO PA3BUTHE, PAXKIAAHETO WM MOCTHATAITHOTO pa3BUTHE (BXK. TOUKaA 5.3).
Karo npeama3na mMspka e 3a nmpeamnounTaHe 1a ce u3osrea ynorpedara Ha Tremfya mo Bpeme Ha
OpeMEHHOCT.

Kopmene

He e uzBecTHO manm rycenkymMad ce eKCKpeTupa B KbpMara. M3BecTHO e, ue dopemkuTe 1gGs ce
EKCKpeTHpaT B KbpMaTa Mpe3 MbPBUTE HAKOIKO JHU CIE/ PAXKAAHETO U CKOPO CIIE]] TOBA HaMalsiBaT
JI0O HUCKU KOHIICHTPAIIMH; CJICIOBATEITHO, PUCKBT 32 KbPMAUETO MPe3 TO3U NEPUOJT HE MOXKe Ja Obie
n3kiroveH. TpsiOBa J1a ce B3eMe pelieHre JTAJU JIa ce TIPEKPATH KbPMEHETO WM Jia He Ce 3aroyBa
nedenue ¢ Tremfya, kaTo ce B3eMaT MpenBH/ MOI3aTa OT KbPMEHETO 3a JIETETO U [10J13aTa OT
TepanuATa 3a xkeHata.Bukre Touka 5.3 3a uHbOpMAIIMs OTHOCHO €KCKpEIUATa Ha Tycelkymal B
MJITKOTO Ha KUBOTHH (JIBJITOOTIAIIIATH MaKaIln).

DepTUIuTeT

EdexrpT Ha rycenkymad BbpXy GepTHinTeTa Ipu Xopa He € oueHeH. [IpoyuBaHusTa py >KUBOTHH HE
MOKAa3BaT NPEKU WIIN HENPEKH BpEAHHU e(DeKTH, CBbp3aHH ¢ GepTHiauTeTa (BXK. Touka 5.3).

4.7 EdexTu BHpPXYy cCI0COOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHH

Tremfya He MOBNUsIBA WK MOBIKSABA MPEHEOPEKUMO CIIOCOOHOCTTA 3a mopupaHe U paboTa c
MaIIHHH.

4.8 HexenaHu JeKapCTBEHH PeaKINU

O0600menue Ha npoduiia Ha 6€30HaCHOCT

Haii-gectaTa HexxenaHa peakius ¢ MHQEKIMK Ha TUXaTSIHUTE MbTUINa (mpuodausutento 8% ot
MAIMeHTHUTE B MPOYYBAHUATA C YIIIEPO3eH KOIHT, 11% OT mamueHTuTe B MpoydBaHuUsATa ¢ O0JecT Ha
Crohn u 15% OT manueHTUTe B KIIMHUYHUTE TPOYYBaHUSI IIPU TICOPUA3UC U TICOPUATPHYUECH apTPHT).

OOmusaT mpoduia Ha 6€30MaCHOCT MPU MANMEHTUTE, JIeKyBaHu ¢ Tremfya, ¢ cX0/eH Npu MarueHTUTE ¢
MICOPHUA3HC, ICOPUATPUYCH apPTPUT, YIIIIEpo3eH KoiuT U 6osect Ha Crohn.
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CouchbK Ha HEOKETAHUTE PEaKITNH B TAOJUICH BUIT

B Tab6nuna 1 ca m30poeHU HeXENaHNUTE PEaKIui OT KIMHUYHU POYYBAHUS MPU TICOPHA3HC,
TICOPUATHYCH apTPUT, YIIEPO3CH KOIUT U OosiecT Ha Crohn, KaKTO M HEXEIAHUTE PEAKIIHH,
CHOOIICHU OT MIOCTMAPKETHHTOBHUs onUT.Hexxenanure peakiuu ca kiacuGuIupaHu 10 CHCTEMO-
opraseH kiac Ha MedDRA u 1o decToTra ChIIIaCHO CjieIHaTa KOHBEHIUA: MHOTO yectu (> 1/10),
yectr (> 1/100 mo < 1/10), Hewectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 mo < 1/1 000), MmHOTO
penku (< 1/10 000), ¢ Heu3BecTHA YecTOTa (OT HATMYHUTE TaHHU HE MOJXKE J1a ObJIc HallpaBeHa
orienka). [Ipu Besiko rpynupaHe B 3aBHCHMOCT OT YECTOTaTa HEKEIIAHUTE PEAKITHH ca TPE/ICTAaBEHU B
HU3XOJIAIII PeJl IO OTHOIIICHUE Ha TAXHATA CEPHUO3HOCT.

Tabauna 1: CnucbhbK HA HeXKeJAHUTE Peakiuu

CucreMo-opraHeH KJjac YecroTa Hesxenanu peakuuu

Undexnun u nndecranuu MHoro yectn Wndexnun Ha AUXaTENHUTE IHTUIIA
Heuectn WHadexnuu ¢ xeprec CUMILIEKC
Heuectn Hepmatodurosa
Heuectu l"acTpoeHTepUT

Hapymenus Ha umyHHaTta Penku CBpBXUYBCTBUTEITHOCT

cucreMa Penku Amnadunaxcust

Hapymenus Ha HepBHaTa Yectn I'maBoGonue

cucremMa

CromantHo-upeBHH HapymieHus | Yectn Huapus

Hapymenus Ha xoxaTa 1 Yectu Ob6pus

MOJIKOKHATA ThKaH Heuectn Yprukapus

Hapymrenns Ha Yectu ApTtpanrus

MYCKYJIHO-CKEJIETHaTa CUcTeMa

U ChbeMHUTEIHATA ThKaH

OOuwm Hapymenus u epexta Ha | Heuectn Peakuns Ha MACTOTO Ha HHKEKTHpPaHE

MSICTOTO Ha IPUWJIOKEHHE

N3cnenpanus Yectu IToBuIlleHN HMBa Ha TpaHCAMUHA3UTE
Heuectn [TonmxeH Opoit Ha HeyTpohUIUTE

Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Tosuwenu nusa na mpancamunazume

IIpe3 mnare60-KOHTPOTUPAHUS IIEPHUOT Ha ABE KIMHUYIHH NTpoyuBanus (asa Il mpu ncoprnatuyaeH
apTPUT HEXEJIAHUTE PEaKLUy ¢ IIOBUIIIEHU HUBA HA TpaHCaMHHa3uTe (BKIrouBainy nosumena ALAT,
noBuireHa ASAT, NOBUIIEHU YepHOAPOOHU EH3UMH, TIOBUILICHH TPaHCAMHUHA3H, OTKJIOHEHHS B
YepHOAPOOHHUTE (PYHKIMOHATHH MTOKA3aTeN1, XUIePTPAaHCAMUHA3EMHUsI) Ce ChOOIIAaBAT MIO-YECTO B
TpynuTe, JeKyBaHH ¢ rycenkymad (8,6% B rpymara ¢ moakoxHo npuioxenne Ha 100 mg q4w u 8,3%
B TpyIara ¢ MoJKoxkHO npuiokeHue Ha 100 mg q8w), oTKonkoTo B rpynara Ha manebo (4,6%). 3a

1 roguHa HeXeNaHW PEeakLUH ¢ IOBUILECHH TPaHCaMUHAa3H! (BXK. O-rope) ce cbodmasat npu 12,9% ot
MaIeHTyTe B rpynata Ha g4w u nipu 11,7% oT manmeHTHTe B rpynarta Ha q8w.

Criopen TabopaToOpHUTE OIEHKHU TOBe4YeTO noBuieHns Ha TpaHcamuHazute (ALAT u ASAT) ca<3 x
ropHara rpanuua Ha Hopmata (ULN). VBennuenusta Ha Tpancamunasute oT >3 10 <5 x ULNu >S5
x ULN ca ¢ HHCKa 4ecTOoTa, KaTo M0-4€CTO Bb3HUKBAT B IpyIaTa Ha ryceaKkymMad q4w B CpaBHCHHE C
rpynara ¢ ryceiakymad q8w (Tabmnuna 2). [lonoOHa yecToTa 1Mo TEXECT U 0 rpyla Ha JICUCHHE €
HaOronaBaHa 70 Kpas Ha 2-TOAMIIHOTO KIMHUYHO NpoyyBaHe (aza 3 IpH ncopruaTuueH apTpuT.
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Ta6auna 2: YecToTa Ha cliyyauTe HA MANMEHTH C MOBUIIIEHH HABA HA TPAHCAMUHA3HUTE CJe]
W3X0/JHO HMBO B JIB€ KJIMHUYHU npoyuBanus ¢a3za IIl npu ncopuaTuieH apTpur

Jlo Cenvuna 24* Jo T'oguna 1°
Mnane6o rycesikymad rycesnkymad rycesnkymad ryceinkymad
I\;I=§7OB 100 mg q8w 100 mg g4w 100 mg q8w 100 mg g4w
N=373" N=371° N=373" N=371"
ALAT
<
Blmf]o 3x 30,0% 28,2% 35,0% 33,5% 41,2%
63&0 = 1.4% 1,1% 2.7% 1.6% 4.6%
>5 x ULN 0.8% 0,8% 1,1% 1,1% 1,1%
ASAT
Elmf]o 3x 20,0% 18,8% 21,6% 22.8% 27.8%
<
63&0 SSX 0,5% 1,6% 1,6% 2.9% 3.8%
>5 x ULN 1.1% 0.5% 1,6% 0.5% 1,6%

a

6

1a11e00-KOHTPOJIUPAH NePUOT

NanueHTH, paHAOMU3HUPAHU Ha nnaueGo Ha U3XO0IHO HUBO U IPEMUHAJIH CJIE] TOBAa KbM cheIIKyMa6, HEC Ca
BKJIIOYBAHHU.

Opoii MalMeHTH ¢ Hal-MaJIKO €JJHA OLICHKA CJIC/ U3XOHO HUBO 32 KOHKPETHOTO Ja6OPATOPHO U3CIEABAHE B
PaMKHUTE Ha II€pruoJa OT BpEeMeE.

B knmuHMYHKTE IPOYyYBaHUS IPH IICOPHA3ZUC, 3a €HA TOJIMHA YeCTOTaTa Ha CIIy4yauTe Ha IOBUIIIABAHE
Ha TpancamuHazuTe (ALAT u ASAT) 3a rycenkymab q8w e momoOHa Ha HaOJIroaBaHaTa 3a
rycesnkymad q8w B KIIMHUYHHUTE POYYBAHUS [IPU TICOPUATHYCH apTPUT. 3a 5 TOAWHH, YeCTOTaTa Ha
CJlyyauTe Ha [IOBUIIIABaHE HA TPAHCAMHHA3UTE HE CE YBEIMYaBa C BCSKA FOAKHA IIPU JIEYCHUE C
rycenkyma6. [loseuero nosuienus Ha Tpancamunaszute ca < 3 x ULN.

B noseueto CJIy4dau MOBHUIIABAHETO HAa TPAaHCAMHWHA3UTE € IMPEXOAHO U HE BOJU 10 IPCYCTAHOBSABAHC
Ha JICYCHHUECTO.

B cOopuun ximHIYHYN npoyusanus ¢asa Il u ¢asa I mpu 6omect Ha Crohn mpe3 miane6o-
KOHTpoJInpanus nHaykiuuoneH nepuo (Ceamuia 0-12) HexellaHu ChOUTHS, CBbP3aHU C MIOBUIIICHH
TpaHcamuHa3u (BkitouBaiy nosuineHa ALT, mosumena AST, noBuieHn 4epHOAPOOHH SH3UMH,
MOBHUIIIEHU TPAHCAMHHA3U M MOBUIIEHU YepHOAPOOHH (QyHKIIMOHATIHU TECTOBE), C€ ChOOIIaBaT Mo-
YecTo B TPYIUTE, JIeKyBaHH ¢ Tycenkymad (1,7% oT manueHTuTe), OTKOJIKOTO B Tpymnara Ha ranedo
(0,6% ot maumentute). B coopuu knuHnuHN npoyuBanus ¢asa Il u ¢asa Il mpu 6onect na Crohn
npe3 OTYETHHSI IEPUO]] OT MPUOIN3UTENTHO eIHA TOANHA HEeXEJaH! ChOUTHUS, CBBP3aHH C TIOBUILICHH
TpaHcaMmuHasu (BkirouBany nosuiieHa ALT, noBumiena AST, moBUIlIEHN YepHOAPOOHU SH3UMH,
TIOBHUIIIEHU TPaHCAMHUHA3M, HapyllleHa YepHOAPOOHa (GYHKIIUS U TIOBUIICHH YePHOAPOOHH
(YHKLIMOHAIHU TECTOBE), ce ChoOIIaBaT npu 3,4% OT NaMeHTUTE B IpynaTa Ha JICUCHHE C
rycenkyma6 200 mg noakoxHo q4w u 4,1% OoT nmanueHTHUTe B rpynaTa Ha JIeYeHHe C ryceskymad
100 mg moakoxxHO q8W B cpaBHEHHE C 2,4% B rpymnaTa Ha mianedo.

BB3 ocHOBa Ha MabOPaTOPHUTE OIIEHKH B COOpHUTE KIMHIUYHU npoyuBanus (aza Il u daza Il mpu
6omect Ha Crohn yectorara Ha noBuinaBane Ha ALT unu AST e mo-HKCKa OT Ta3H, HaOMIOgaBaHa B
KIMHAYHUTE MTpoyuBanus ¢asa Il mpu ncopuatuuen aptpur. B cOOpHHUTE KITMHUYHN TPOYYBAHUS
¢aza Il u ¢aza III mpu 6onect Ha Crohn mpe3 mnanebdo-korTponupanus nepuon (Cenmuna 12) mpu
MAIUCHTHUTE, JICKYBaHH C TycelkyMa0, ce chobriapar nopumieHust Ha ALT (< 1% ot nanueHTute) u
AST (< 1% ot manmentute) > 3x ULN. B cOopuute knnanunn npoyusanus ¢aza Il u dasza 11l npu
6onect Ha Crohn Tipe3 OTYETHHS MTEPHOA OT MPUOIUIUTENHO eaHa rofuHa moBumeHus Ha ALT n/nnm
AST > 3x ULN ce cpo0maBat npu 2,7% 0T nauueHTUTe B IpylaTa Ha jJedeHue ¢ ryceakymad 200 mg
MOJIKOXKHO q4w 1 2,6% OT NMalMeHTUTE B rpynara Ha JieueHue ¢ ryceinkymad 100 mg noakoxHo q8w B
cpaBHeHue ¢ 1,9% B rpynata Ha mane6o. B nmoBedero ciydau MoBHIIABAHETO HA TPAHCAMUHA3HUTE €
IPEXOAHO U HE BOIU JI0 MPEKPATABAaHE HA JICUCHHUETO.
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Honuoicen 6poti neympogpunu

[Ipe3 nmare60-KOHTPOIMPAHUS IEPUOJ] HA JBE KIMHUYHY NipoyuBaHus (asa Il mpu ncopuatnueH
apTPUT HEXKEIAHUTE PEAKIIMU C TIOHWKEH OpOit HeyTpo(UIN ce ChOOIaBaT IMO-4eCTO B IpyIiaTa,
nekyBaHa ¢ rycenkymab (0,9%), orkonkoro B rpymnata Ha 1uiane6o (0%). 3a 1 ronuHa HexxenaHu
peaxium ¢ moHmxKeH 0poit HeyTpodmu ce crobmasat npu 0,9% OT manueHTuTe, JIeKyBaHH C
rycenkyma0. B moBedero ciyuyau nmoHmkaBaHeTO Oposi HA HEYTPO(GUINTE B KPHBTA € B JIeKa CTETICH,
IMPEXOAHO, HE € CBBP3aHO C I/IH(beKIII/ISI 1 HE BOAU 110 NMPEKpaATABAHE HA JICHCHUCTO.

Tacmpoenmepum

[Ipe3 nmane60-KOHTpOIMpaHUs IEPUOJ] HA B KIMHUYHY NipoyuBaHus ¢asa Il mpu ncopuazuc
racTPOSHTEPHUT HACTHIIBA MTO-YECTO B TPYIATa, JIEKyBaHa ¢ rycenkymao, (1,1%) oTkonkoTo B rpynaTa
Ha mane6o (0,7%). Jo Cenmura 264, 5,8% oT BCHYKH MallMEHTH, JIEKYBaHHU C T'yCceIKyMao,
CHOOIIABAT 3a TaCTPOSHTEPUT. HerkenmaHuTe peakiuy Ha TaCTPOCHTEPUT HE Ca CEPUO3HU U HE BOJISAT
JIo TpeycTaHoBsBaHe Ha rycenkymab g0 Ceamura 264. UectoTara Ha CIIydauTe Ha TaCTPOSCHTEPHT,
HaOJroIaBaH Ipe3 Mianeb0-KOHTPOIMPAHUS IEPHOJT Ha IPOYYBAHUS MPH NICOPHATHYCH apPTPHT, €
CXOJIeH ¢ HaOII0AaBaHUTE B KIIMHUYHUTE TPOYYBAHUS IIPH IICOPUA3HC.

Peaxyuu na msacmomo na unsicexkmupane

B nBe xnmuamuHM npoyusanus ¢daza 1l mpu ncopuasuc o Cenmuna 48, 0,7% OT HHKEKITUUTE C
rycenkymab u 0,3% ot WHXeKIuuTe ¢ 1miarnedo ca CBbp3aHu C peaKklii Ha MSCTOTO HA MHXKEKTHPAHE.
Ho Cenmuna 264 0,4% oT HHXEKITUUTE C TyceakyMal ca CBbpP3aHH C PeakIK Ha MSICTOTO Ha
WHKeKTHpaHe. PeaknnnTe Ha MSACTOTO HAa MH)KEKTHPAHE KaTo IISJI0 ca JIEKH 10 YMEPEHH TI0 TEXKECT;
HUTO €/IHa HE € CepPHO3Ha U €{Ha € JOBeJa /10 IPEYCTAaHOBsABaHE Ha TyCeIKyMmao.

Jo Cenmuna 24 B nBe knnHYHM NpoyuBanus ¢asa Il mpu ncopuatuuen aptput OposT Ha
NalUeHTHUTE, ChbOOLIMIN | MM oBeYe Peakluy Ha MIACTOTO Ha MH)KEKTUPAHE, € HUCHK U MAJIKO IO-
BUCOK B TPYIIUTE Ha I'ycelKyMa0d, OTKOJIKOTO B rpymata Ha mianebo — 5 (1,3%) nmauuenTa B rpynara
Ha rycenkymab q8w, 4 (1,1%) nanuenTa B rpynara Ha rycenkyma0 g4w u 1 (0,3%) manueHT B
rpynara Ha miane6o. Equs nanuenT e npekpaTui JeUeHHUETO C IyCelIKyMal mopaan peakius Ha
MSICTOTO Ha MHKEKTHPaHE Mpe3 IIane00-KOHTPOIUpaHHs IEPUO HA KIIMHUYHY IPOYUIBAHUS MIPH
NcOpUaTHUeH apTpuT. 3a | roJiHa NPOLEHTHT Ha MAUEHTUTE, ChOOIIABAINM | MK MoBeYe peakuuu
Ha MSCTOTO Ha MHXEKTUpaHe, ¢ 1,6% u 2,4% chOTBETHO B TpynuTe Ha rycenkymad q8w u g4w. Karo
ISUI0 YeCTOTaTa Ha MHXXEKLIUUTE, KOUTO Ca CBBP3aHH C PEaKMK Ha MACTOTO Ha MH)KEKTHPAHE,
HaOJronaBaHu npe3 Miane0o-KOHTPONUPAHUS IEPHOJ] Ha KIMHUYHU MPOYYBAHHS IPU IICOPUATHYCH
apTpPHUT, € CXOJICH C YecToTaTa, HabJIro1aBaHa B KIIMHUYHUTE POYYBaHU [P NICOPUA3HC.

B KIMHUYHOTO TIpOyYBaHe ¢ MOIbPIKAIIO JeueHue mpu yumeposeH komut ¢asza Il o Cenmura 44
NPOLIEHTHT Ha MAIMEHTHUTE, KOUTO ChOOIaBaT | WM noBeye peakuy Ha MACTOTO Ha MH)KEKTHpaHe Ha
rycenkymao, e 7,9% (2,5% ot nmxekuuTe) B rpymnara Ha rycenkymab 200 mg moakoxHo g4w
(rycenmxymab 200 mg e mpwarad kato ae WHkekwn oT 100 mg B KIMMHUYIHOTO TPOYYBaHE C
MOJIBPIKALLO JISYCHUE TIPH YIIepo3eH KoauT ¢asa 1) n HsiMa peakuuu Ha MACTOTO Ha WH)KEKTUpaHE
B rpymnara Ha rycenkymad 100 mg noakoxuo q8w. [loBeueTo peakuyy Ha MSCTOTO HA HHKEKTHPaHE
ca JICKW U HUTO €JIHA HE € CepPHO3HAa.

B xnunanunn npoyusanust ¢aza Il u ¢aza Il npu 6onect Ha Crohn no Cenmuna 48 mpoHeHTHT Ha
HAallMEHTUTE, KOUTO choOIaBar | niy nosede peakuy Ha MACTOTO Ha MH)KEKTUpPaHe Ha IycelIKyMao,
e 4,1% (0,8% ot mHKeKnuuTe) B rpynara Ha JIeYeHHe, TOTyYaBajia HHTPABeHO3HA HHITYKITUS C
rycenkyma6 200 mg, mocneaBana ot 200 mg noakoxHo q4w, u 1,4% (0,6% OT HHXEKUUUTE) OT
MAIMeHTHTE B IpyIiaTa Ha MHTPaBEHO3HA MHAYKIHA ¢ rycenkymad 200 mg, mocnensana ot 100 mg
nmonkokHO q8w. Karo msmo peaknuute Ha MACTOTO Ha MH)KEKTHpaHe ca jiekn. Huto enHa He e
CEpUO3HA.

B knunnunu npoyuanus ¢asa Il mpu 6onect Ha Crohn go Ceamuria 48 IpoOLEHTHT Ha HALIMEHTHUTE,
KOUTO ChOOIIaBaT 1 win moBede peakiuy Ha MACTOTO Ha WHXKEKTHpaHe Ha rycenkymao, e 7% (1,3%
OT WHXXEKITUUTE) B TpyIaTa Ha JiedueHue, noiaydasana 400 mg moKokHa UHIYKIUS, TOCIIeBaHa OT
200 mg moakoxHo q4w, u 4,3% (0,7% OT MHKEKIIUUTE) OT MAIUECHTUTE C MMOAKOKHA HHIYKITUS C
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rycenkymab 400 mg, mociensada ot 100 mg noakoxHO q8w. [ToBedyeTo peakiny Ha MSICTOTO Ha
WHXXEKTUpaHe ca eku. Huro efna He e cepro3Ha.

Hmynoeennocm
HmyHOTeHHOCTTA HA TycenKyMal e OleHsIBaHa C YyBCTBUTEJICH UMYHEH TECT 32 IOHOCHMOCT KbM
JIEKapCTBOTO.

B c6opuuTe ananus3u BB ¢asa Il u daza Il npu nanuenTH ¢ icopuasuc u ¢ ncopuaTHyeH apTput 5%
(n=145) oT manueHTHTE, JICKYBaHHU C I'YCEIKyMal, pa3BUBAT aHTUTEJIA CPELLY JIEKAPCTBOTO 110

52 cenmuru ot nevenueTo. [Ipubnusurenno 8% (n=12) ot nanueHTuTe, pa3BUBAIINA AaHTHTEIA CPEILy
JIEKapCTBOTO, UMAT aHTHUTENA, KIaCH(PHUIIMPaHH KaTO HEyTpaIH3UpaIn, KoeTo ce papassa Ha 0,4% ot
BCUYKHU NAIMEHTH, JICKYBaHH ¢ TycelakyMad. B coopaute ananmmsu ¢aza Il npu nanmenTH ¢ ncopuasuc
npubmm3uTenHo 15% ot marnmeHTuTe, JeKyBaHU ¢ TycenkyMal, pa3BUBAT aHTUTEIA CPEIILy
JIEKapCcTBOTO A0 264 cenmuiy ot siedeHunero. [Ipu npubnmsurenHo 5% OT manueHTUTe, pa3BuiIn
AHTUJICKApCTBEHU aHTHUTENA, aHTUTENATa ce KIacu(UIMPAT KaTo HeyTpaTU3Upalli, KOETO € PaBHO Ha
0,76% OT BCHUKHY NAIIMEHTH, JICKyBaHH C T'yCelIkyMad. AHTHTE IaTa CPEelLy JEKapCTBOTO HE ca
CBBP3aHH C TIO-HUCKA €(PUKACHOCT WM Pa3BUTHE HA PEAKIMH Ha MICTOTO HA MHXEKTHPAHE.

B c6opuute ananmsu BB Paza Il u daza Il npu nanmeHTyn ¢ ynepo3eH KOauT npudbausureiaso 12%
(n=58) oT marMeHTHTE, JEKYBaHH C IyceNKkyMad B MPOABIDKEHUE HA MAKCUMYM 56 CEIMHUIIH, ca
Pa3BWIM aHTHIEKapCTBeHU aHTuTena. OT NalueHTUTe, Pa3BUIM AHTUICKAPCTBEHU aHTHUTENA,
npubm3uTenHo 16% (n=9) umaT aHTUTEa, KOUTO ca KITacHu(DUIIMPAHU KaTo HEYTpaIM3UpaIly, KOeTO
ce paBHsIBa Ha 2% OT BCUYKU HAaLMEHTH, JIEKYBaHH C TyceIKyMa0. AHTHICKaPCTBCHUTE aHTHUTENA HE
ca CBbP3aHU C MO-HUCKA e(PUKACHOCT MIIH Pa3BUTHE HA PEAKI[UK HA MACTOTO HAa WH)KEKTHPaHE.

B 0606menure ananusu ot @aza Il u daza Il no Ceamuna 48 npu mamuenty ¢ 6onect Ha Crohn,
KOMTO ca JIEKyBaHU C MHTPABEHO3HA MHIYKIMSA, IIOCIEABaHA OT CXeMa C MOAKOXKHA NOAAbpKAaLIa 1033,
npubauzutenso 5% (n=30) oT manueHTuTe, IEKyBaHu ¢ TyCEeJIKyMal, ca pa3BIIN aHTHICKapCTBEHU
agTutena. OT MaueHTUTe, pa3BUIIi aHTHIIEKAPCTBEHN aHTUTeNa, MPUOIM3UTENHO 7% (n=2) ca uMaJn
aHTHTeNa, KIacu()UIMpPaHU KaTO HEyTpaJIM3UpaIll aHTUTeNa, KoeTo ce paBHsBa Ha 0,3% ot
NAalMEHTHUTE, JEKYBaHH C I'ycenKyMao.

[Tpu ananu3 BeB (aza Il 1o Ceamuna 48 npu nanuentu ¢ 6oaect Ha Crohn, JiekyBaHU ¢ TIOJIKOXKHA
WHAYKIIYS, TIOC/IE/IBaHa OT CXeMa ¢ MOJIKOKHA MOIbprKalia J103a, mpuoau3uTesHo 9% (n=24) ot
NAaIMEHTUTE, JEKYBaHH C I'ycenKyMa0, ca pa3BUIM aHTWIEKApCTBEHHU aHTHTena. OT Te3U NalueHTH
13% (n=3) ca uManu aHTUTENA, KIacu(UIMPAHN KaTO HEYyTPaTU3UpaIly aHTUTENa, KOETO Ce PaBHSIBA
Ha 1% OT manueHTHTe, JIEKyBaHH ¢ TyceIKyMad. AHTUIIEKapCTBEHUTE aHTUTENA HE Ca CBBP3aHH C MO-
HHUCKa e()MKAaCHOCT WJIM Pa3BUTHE HA PEAKLUH HA MACTOTO Ha HH)KEKTHUPAHE.

Cro011aBaHe Ha OJO3MPAHN HEXEJIAHU PEaKIIuu

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUU CIIE]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. ToBa IMO3BOJIsIBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIICITUATIICTH c€ U3UCKBA J]a ChOOIABAT BCSIKA
MOJI03UPaHa HeXellaHa Peakisl Ype3 HallMOHAIHA CHCTeMa 3a ChOOIIaBaHe B

W3neaHuTeHA areHus 1o JeKapcTBaTa

yi. ,,[Jdamsa [pyes® Ne 8

1303 Codus

Tem.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

B xuHWYHM IpOyYIBaHUS ca MpHUIaraHl HHTPABEHO3HU 403H rycenkymad 1o 1 200 mg, kakTo u
MOAKOXKHH 1103u 10 400 mg ¢ eMHOKpaTHO MPHIOKEHHE, 0€3 T030JIUMUATHpAIa TOKCHIHOCT. B cydai
Ha TIpeio3upaHe MAIMeHTHT TPSAOBA J1a ce MPOCIIe/Ba 3a IPU3HAIY WU CHMIITOMH Ha HEXKEJIaHU
peakuuu 1 He3abaBHO TPsiOBa Ja Ce MPUIIOXKH MTOAXOSII0 CHMIITOMATUYHO JICUCHHUE.
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5. ®APMAKOJIOTUYHA CBOMCTBA
5.1 ®dapmakoguHAMWYHH CBOMCTBA

dapmakoTepaneBTHUHa Tpymna: myHocynpecopu, Muxuduropu Ha nntepiaeekunute; ATC kon:
LO4ACT16.

MexaHusbM Ha JIENCTBUE

I'ycenkymab e yoBemko IgG 1A MOHOKIIOHATHO aHTHUTSIO (MAD), KOeTO ce CBbp3Ba CENIEKTUBHO C
nporenHa uatepneBkuH 23 (IL-23) ¢ Bucoka cnenuduyHocT 1 aQUHUTET Ype3 MICTOTO HA CBhP3BaHE
Ha agTureHa. 1L-23 ¢ MUTOKHH, KOWTO y9acTBa BHB BBH3MAJICHUETO U UMYHHUS OTTOBOpP. Upe3
Onmoxupane Ha cBbp3BaHeTo Ha IL-23 ¢ HeroBus peuentop, rycenkymad uaxubupa IL-23-3aBucumara
KJIEThYHA CUTHAIM3aLKs U OCBOOOKAaBaHETO HA MPOUH(IAMATOPHI LIUTOKUHH.

Husara na IL-23 ca moBuinieH: B KOKaTa HA MAIMEHTH C TUIAKOB 1icopuasuc. [1pu manuenTyr ¢
ynepo3eH KonuT uin 6onect Ha Crohn HuBara Ha [L-23 ca moBuieHr B ThKaHTa Ha Ae0EI0TO YEPBO.
IIpwm in vitro Mozmenu ce ycTaHOBSIBa, Ye TycelKkymMad HHXxuOupa OnoaktuBHOCTTA Ha [L-23 upes
OyioKMpaHe Ha B3auMojeiicTBrueTo ¢ peuentopa IL-23 Ha kineThbYHaTa MOBBPXHOCT, KAaTO TaKa
MIPEKbCBA CUTHATN3UPAHETO, aKTUBUPAHETO M KacKajara Ha IUTOKUHUTE, Meauupanu ot [L-23.
I'ycenkymab oka3Ba KIMHUYHH €(EKTH BbPXY IUIAKOBHUS IICOPUA3HUC, ICOPUATUIHUS apTPUT,
yIepo3Hus KomuT 1 6onectra Ha Crohn mocpeacTBoM OJIOKUpaHe Ha MbTA Ha uTokuHa 1L-23.

JlokazaHo e, ue MHeTOUTHUTE KIIETKH, ekcripecupariu Fc-rama perenirop 1 (CD64), ca mpeobnaxaBarg
n3TouHuK Ha [L-23 BBB Bh3majeHaTa ThKaH MPH IICOPUA3HUC, YIIIIEPO3eH KOUT U OosecT Ha Crohn.
I'ycenkymab e mokasain in vitro 6nokupane Ha IL-23 u cebp3Bane ¢ CD64. Te3u pe3yaratu nokassar,
ye rycenkyma0 € B ChCTOsIHUE 1a HeyTpanusupa 1L-23 B KiIeThYHHS U3TOYHUK Ha BB3MAJICHUETO.

dapmakoguHaMUYHU e(HEKTH

B exno npoyuBane ¢a3a I nedenuero ¢ rycenkymad Bogu 10 HaMaleHa eKCIIPEeCHsl Ha TEHUTE Ha TS
1L-23/Th17 u Ha npoduanTe Ha EKCIPECHS Ha TCHUTE, CBbP3aHH C IICOPHA3KUC, KOETO € JI0Ka3aHO upe3
ananus3u Ha MPHK, nonydena ot 6uoncuu Ha KOKHUTE JIC3UM Ha MALMEHTH € IUIAKOB IICOPUA3UC Ha
Cenmuua 12 B cpaBHEHHE ¢ U3XOIHOTO HUBO. B chioro mpoyusane ¢asa I neuenunero ¢ rycenkymad
BOJIU JI0 [IOJOOpEHNE Ha XUCTOJIOIMYHUTE MTOKa3aTeIu Ha ncopuasuc Ha Ceamuna 12, BKIIIOUUTENIHO
HaMaJIeHne Ha Jie0erHaTa Ha eMuiepMuca U Ha ITbTHOCTTA Ha T-KkineTkute. OCBeH TOBa ca
HaOJIro1aBaHu NOHWKEHH cepyMHU HUBaA Ha IL-17A, IL-17F u IL-22 B cpaBHeHue ¢ mnanebo npu
NalMeHTH, JIEKyBaHU ¢ rycenkymad B nmpoyusanusTa ¢asza Il u ¢asza Il npu nnakos ncopuasuc. Te3un
pe3yiTaTH ChOTBETCTBAT HA KIIMHMYHATA 110J13a, HA0II01aBaHa MPH JICYCHNE Ha TUIAKOB TICOPHA3HUC C
rycenkymao.

B npoyuBanus ¢asza Il mpu narueHTH ¢ IcopuaTuveH apTpUT CEPyMHUTE HUBA Ha ocTpo(hazoBHUTE
nporenHn C-peakTUBEH NMPOTenH, cepyMeH ammion A u IL-6 u edexropuure nuroknan Ha Th17 IL-
17A, IL-17F un IL-22 ca nmoBuIIeHN HAa U3XOAHO HUBO. ['ycenkymal nmoHmxaBa HUBAaTa Ha TE3H
NPOTEMHH B PAMKHUTE Ha 4 CEJIMUITA CJIe]] 3aIl04BaHe Ha JieueHneTo. ['ycenkymab noHmKaBa
JOMBIHUTETHO HUBATa Ha Te3u nmpoTenHu 1o Ceamuiia 24 B CpaBHEHUE C M3XOIHOTO HHUBO, KAKTO U C
mwiane0o.

[Tpu manmenTy ¢ ynnepo3eH KoauT win 6onect Ha Crohn JiedeHUETO ¢ TyceaKyMad BOIH JI0
NOHM)KaBaHe Ha BB3NAIUTEHUTE MapKepu, BKitountesiHo C-peaktusHus nporenH (CRP) u dexanuus
KaJIIPOTEKTHH, Npe3 MHAyKuuoHHata CenMuna 12, KoeTo ce 3amas3Ba u ciejl eHa FoArHa
nojIbpokaio jJeueHue. Hupata Ha cepymuaure npotennu IL-17A, IL-22 u IFNy namanssar ome Ha
Cenmuiia 4 u mpoabbkaBaT 1a HaMmamsBat npe3 Ceamuria 12 ot unaykiusara. ['ycenkymab chIno Taka
HamassaBa HuBata Ha PHK na IL-17A, IL-22 u [FNy npu 6uoncust oT TuraBuiata Ha ae0einoTo 4epBo
Ha Cenmuriia 12.
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KinnnunyHa ehukacHOCT ¥ 0€30IacHOCT

Ynyepozen xonum

Eduxacnoctra n 6e30macHOCTTa Ha rycelkymMal ca OLEHEHH B JJB€ MHOTOLEHTPOBH, PaHAOMHU3UPaHH,
JTBOMHO-CJICTTH, TUTare00-KOHTpoIupany nmpoyuBanus (aza Il (mpoyuBane ¢ MHAYKIIMOHHO JICUCHUE
QUASAR u npoyusasne ¢ nmogabpskamo ieaecaue QUASAR) npu Bb3pacTHU HNAITUEHTH ¢ YMEPEH 10
TEXbK aKTHBEH YIIIEPO3EH KOJIUT, KOUTO UMAT HE33aJOBOJIUTEIICH OTTOBOP, 3ary0a Ha OTTOBOP HITU
HEMMOHOCHMOCT KBM JICUCHHE C KOPTHKOCTEPOHIH, KOHBEHIIMOHATHA UMyHOMOTyaTopu (AZA, 6-
MP), ouosnornuna Tepanus (TNF Onokepu, Benonn3yma0) v/uin HHXHOUTOP Ha Janus KMHa3aTa
(JAK). OcBeH ToBa edpukacHOCTTa U 0€30I1aCHOCTTA Ha TYCEeKyMal ca OLEHEHHU B PaHAOMHU3HPaHO,
JBOWHO CIIAATIO, MIane0o-KOHTpoaupaHo npoyusaHe daza IIb 3a onpexensHe Ha MHAYKIIMOHHATA 032
(mpoyuBaHe 3a ompezieNsaHE Ha Auana3oHa Ha nHAyKnnonHata no3a QUASAR), B koeTo e BKiIroueHa
MIOTyJIalys MAUESHTH C YILIEPO3€H KOJINT, MTO00HA HA Ta3H B IPOYYBAHETO C UHIIYKIIMOHHO
npuioxenue ¢aza 1.

AKTHBHOCTTa Ha 3a00JIIBAHETO € OlICHEHa upe3 Moauduiupanus ckop mo Mayo (mMS),
3-koMmoHeHTeH ckop o Mayo (0-9), koiiTo ce chCTOM OT cyMaTa Ha ciaegHuTe noackopose (ot 0 1o 3
3a BCEKM IMOJICKOp): yectoTa Ha aedekanus (SFS), pexkranHo kbpBeHe (RBS) v Haxo k1 OT LieHTpaIHO
npernenana eapockonus (ES). YMepeHUT 10 TeXbK aKTHBEH YIIIEPO3€H KOJIHT ce ehuHIpa KaTo
mMS mexay 5 u 9, RBS> 1 u ES 2 (nedunupana kato uzpaseH epuTeM, JUIca Ha CbJOB PUCYHBK,
panuMocT u/unu epo3un) unu ES 3 (nedunHrpana kaTo CIOHTAHHO KBPBEHE U yJILIepanus).

Huoyxyuonno npoyusane: QUASAR IS

B nanykmmonnoTto npoyusane QUASAR IS manueHTrTe ca paHIOMHU3HPaHU B CbOTHOILIEHUE 3:2 3a
nojiyyaBaHe Ha rycesnkyMad 200 mg uinu miane0o upe3 nHTpaBeHo3Ha uHDy3us npe3 Cenmuna 0,
Cenmuria 4 u Cenmuna 8. Ouenenu ca 00mio 701 narpientu. Ha n3xomHo HUBoO Meauanata Ha mMS e
7, xato 35,5% oT manmpeHTHTEe UMaT U3X0IHA CTOMHOCT Ha mMS ot 5 1o 6, 64,5% - ot 7 10 9, a 67,9%
OT MAaIMeHTHUTE UMAaT U3X0qHa cToHOCT Ha ES 3. Meananata Ha Bp3pactTta € 39 roguau (AuamnazoH oT
18 1o 79 ronuum), 43,1% ca xenu, a 72,5% ce onpenensT KaTto MpeJACTaBUTENIN Ha Ostara paca,
21,4% xato a3uaruy u 1% KaTo YEPHOKOXKH.

Ha BriroueHHTE MAIIMEHTH CE pa3peliaBa Jia U3M0I3BaT YCTAHOBEHH JI03U TICPOPATHU
amuHocanunuiatu, MTX, 6-MP, AZA w/unu nepopaiinu koptukoctepouau. Ha u3xomno vuBo 72,5%
OT MAIMeHTUTE TOTy9YaBaT aMruHOcamnumiaty, 20,8% OT manueHTUTe MmorydaBaT IMyHOMO/IYJIaTOPH
(MTX, 6-MP unu AZA), a 43,1% ot nanueHTuTe noixy4yaBaT Koptukoctepounu. He ca pasperieHu
CHITBTCTBAIIM OMOJIOTHYHH TEPaNuy WM UHXuOUTOpH Ha JAK.

ITpu 0610 49,1% oT nmanueHTUTE NOHE €JHa OMOJIOTHYHA TEPAIMsI W/UIIHU JICYEHHE C UHXUOUTOp Ha
JAK npenu ToBa ca 6unu Heycnenu. Ot te3u nauuentu 87,5%, 54,1% u 18% npeau ToBa ca nmanu
HeycrentHo JedeHne choTBeTHO ¢ TNF Gmokep, Benonm3ymad mnu naxudutop Ha JAK, a 47,4% ca
JIEKyBaHHU HEYCIEIIHO C 2 WX IoBeYe OT Te3u Tepanuu. O6mo 48,4% OT manueHTUTe He ca JeKyBaHH
¢ Omonornyna Tepanus 1 nHXuOUTOp Ha JAK, a 2,6% ca momyuaBanu npenu ToBa, HO He ca ce
MOBJUSUTM OT OMOJIOTWYHA Tepamnus uin naxuoutop Ha JAK.

[IspBuuHaTa KpaiiHa TO4Ka € KIMHUYHA peMucHsl, onpeaeneHa upe3 mMS na Ceamuna 12.
Bropuunure kpaitnu Touku Ha Ceamuna 12 BKIIOYBAT CUMOTOMATHYHA PEMUCHS], €HIOCKOIICKO
3a3/paBsBaHe, KIMHUYEH OTTOBOP, XUCTOJIOTUYHO €HIOCKOIICKO 3a3/paBsiBaHe Ha JIMraBUIaTa,
MOBJIMsIBaHE Ha ymMopaTa u pemucus 1o IBDQ (Tabmuma 3).

3HAYHUTEITHO MTO-TOJISIM TIPOICHT MAMEHTH ca B KIIMHNYHA pemucust Ha Cenmuna 12 B rpymara,
JIeKyBaHa ¢ TyceJKyMa0, B CpaBHEHHE ¢ rpyrnara ¢ miarneoo.

57



Tadauua 3: IIpoueHT NanMeHTH, OTTOBAPSIIIH HA KpailHUTe ToYKH 3a epukacHocT Ha Ceamuna 12 B

QUASAR IS

Kpaiina Touka

IInane6o
%

I'ycenxymad
200 mg nHTpaBeHO3HA
HHAYKIuS?
%

Pa3zauka B
JeYeHNEeTOo
(95% CI)

Kinunuyna pemucus®

OO0m1a momynarus

8% (N=280)

23% (N=421)

15% (10%, 20%)"

HenexyBanu ¢ 6MoJI0THYHA
tepanus u JAK nHXubuTOp"

12% (N=137)

32% (N=202)

20% (12%, 28%)

Heycnemno npenxoano
JIedeHue ¢ OMOJOrMIHa
Tepanus w/mnu JAK
HHXUOHUTOP?

4% (N=136)

13% (N=208)

9% (3%, 14%)

CuMnToMaTHYHA peMHCH®

OO0ma nonynanus

21% (N=280)

50% (N=421)

29% (23%, 36%)"

HenexyBanu ¢ 6uonoruyna
tepanus 1 JAK naxuburop”

26% (N=137)

60% (N=202)

34% (24%, 44%)

Heycnemno npeaxonHo
JICYCHUE ¢ OMOJIOTHYHA
tepanus w/mwin JAK
HHXUOHUTOP?

14% (N=136)

38% (N=208)

24% (16%, 33%)

EHI0cKONCKO 3a31paBsiBane™

O0ma nonynanus

11% (N=280)

27% (N=421)

16% (10%, 21%)"

HenexyBanu ¢ 6uonoruyna
tepanus 1 JAK naxuburop”

17% (N=137)

38% (N=202)

21% (12%, 30%)

Heycnemno npeaxonHo
JiedeHue ¢ ONoIornIHa
Tepanus w/mnu JAK
HHXHOUTOP™

5% (N=136)

15% (N=208)

10% (4%, 16%)

Knaunuyven orrosop’

OO0m1a momynarus

28% (N=280)

62% (N=421)

34% (27%, 41%)"

HenexyBanu ¢ 6MoI0TrHYHA
tepanus u JAK nHXubuTOp”

35% (N=137)

71% (N=202)

36% (26%, 46%)

Heycnemrno npenxoaHo
JIeYeHue ¢ OMOJOrMIHA
tepanus u/mn JAK
HHXUOHUTOP?

20% (N=136)

51% (N=208)

32% (22%, 41%)

XHCTOJOTHYHO €HTO0CKOINCKO

3a3’apaBsiBaHe HA JuraBunara”

O0ma nonynanus

8% (N=280)

24% (N=421)

16% (11%, 21%)*

HenexyBanu ¢ 6uonoruyna
tepanus 1 JAK naxuburop”

11% (N=137)

33% (N=202)

22% (13%, 30%)

Heycnemno npeaxonHo
JICYCHUE ¢ OMOJIOTHYHA
tepanus w/win JAK
HHXUOHUTOP?

4% (N=136)

13% (N=208)

9% (3%, 15%)

MoBiusiBane Ha ymopara'

O0ma nonynanus

21% (N=280)

41% (N=421)

20% (13%, 26%)"

HenekyBanu ¢ OnonoruyHa
tepanus u JAK nHXubuTOp”

29% (N=137)

42% (N=202)

12% (2%, 23%)

Heycnemno npenxoano
JIeYeHHe ¢ OMOJIOTMYHA
Tepanus uw/miu JAK
HHXHOUTOP™

13% (N=136)

38% (N=208)

25% (17%, 34%)

Pemucus cnopex IBDQ

OO0m1a momynarus

30% (N=280)

51% (N=421)

22% (15%, 29%)"

HenexyBanu ¢ 6MoJI0TrHYHA

tepanus u JAK nHXubuTOp”

34% (N=137)

62% (N=202)

28% (18%, 38%)
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Heycnewno npeaxoiHo 24% (N=136) 39% (N=208) 15% (5%, 25%)
JICYCHUE ¢ OMOJIOTHYHA
tepanus w/mwin JAK
HHXUOHUTOP?

I'ycenxymab 200 mg xaro unrpaBeHo3Ha uHdysus npe3 Cenmuna 0, Cenmuna 4 u Ceamuna 8.

IMonckop 3a yecrora Ha nedexanus 0 wiu 1 ¥ HEYBEIWYEH B CPABHEHUE C M3XOJHOTO HUBO, ITOJCKOD 32
pexTanHo kbpBeHe 0 ¥ MOJCKOp 3a eHpocKorcka Haxoaka 0 winu 1 6e3 paHUMOCT.

p <0,001, xopurupana paznuka B nedaeHuero (95% CI) Bp3 ocHoBa Ha MeToaa Ha Cochran-Mantel-
Haenszel (kopurupas mo craTuuKannoHHN (PaKTOPH: CTATyC MO0 OTHOIICHHWE Ha HEYCIeIHa OHOJIOTHIHA
Tepamnus u/win jJederne ¢ naxuouTop Ha JAK u cppTcTBama yrorpeda Ha KOPTHKOCTEPOHIN Ha
HM3XOJHO HHBO).

JlomrbaHUTENTHO 7 TTAIIMEHTH B TpyTaTa Ha mane6o u 11 manueHTH B rpynarta Ha rycelkyMad uMar
TPEIXO0IHa eKCIIO3UIHS Ha OMOJIOTHYHA Tepalis WiH JedeHne ¢ nHxuouTop Ha JAK, HO He ca mManm
HeycIiexX Ha JIeYEHHETO.

A BxiiouBa HE3aJ0BOJIMTEIICH OTIOBOP, 3ary0a Ha OTrOBOP MIIM HEIIOHOCHUMOCT KbM OMOJIOTMYHA TEPaITHs
(TNF 6nokepwu, Befonuzymad) w/vinu naxudurop Ha Janus kunazata (JAK) npu yimepos3eH KomuT.
[onckop 3a yecrora Ha nedexarys O wiu 1 U HEyBeIMYEH B CPaBHEHUE C MHAYKIIMOHHOTO U3XOIHO HUBO
U MOJICKOP 3@ PeKTAIHO KbpBeHe 0.

IMonckop 3a enpockoncka Haxoaka O winu 1 6e3 paHUMOCT.

HawmasnsBane Ha Mmogudunmpanus ckop mo Mayo ¢ > 30% u > 2 TOUKH B CpaBHEHHE C H3XOTHOTO HUBO Ha
WHIYKIHS, C HAMAaJEeHHE ¢ > 1 ToUKa OT W3XOJHOTO HUBO HAa MOJCKOPA 3a PEKTATHO KbPBEHE MM MOJICKOP
3a peKTajaHo KbpBeHe oT 0 i 1.

KomOuHamms ot XHCTOIOTHYHO 3a3/paBiBaHe [HeyTpodHa nHUITpanus B < 5% OT KpUITHTE, JUIICa
Ha IECTPYKUMS Ha KPUIITUTE W JIAIICA HA €PO3HH, YIIIEPalNH WU IPpaHyJIallMOHHA ThKaH CIIOpe]
cucreMarta 3a kiacupukanus Ha Geboes] 1 eHIOCKOIICKO 3a3/[paBsiBaHe, KAKTO € ONPEeJIeNICHO Mo-Tope.
YMopara e orieHeHa ¢ iomolura Ha kpatkust popmyisip PROMIS-Fatigue 7a. [loBnusBaneTo Ha ymopara e
OIIpe/IeIeHO KaTo MMoJ00peHne ¢ > 7 TOYKH CHPSIMO M3XOJHOTO HMBO, KOETO CE CUMTA 3a KIIMHUYHO
3HAYUMO.

0061 ckop o BerpocHuka 3a Bp3nanuTeaHu 3a0ossiBanus Ha yepBata (Total Inflammatory Bowel
Disease Questionnaire score) > 170.

=

B npoyusanero QUASAR IS u npoyusanero QUASAR 3a onpeznensHe Ha AuanazoHa Ha
WHIYKITMOHHATA /1032 ca BKIIOUCHH U 48 MaMeHTH ¢ U3X0aHa cToiHOCT Ha mMMS 4, BkirrountenHo ES
2 wim 3 u RBS > 1. [lpu manuienTHTe C N3X0HA CTOMHOCT Ha MMS 4 eduKacHOCTTa Ha IycelkymMad
cpsMo 1iane0o, U3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYEH OTTOBOP M €HIO0CKOIICKO
3a3npaBsBane Ha Ceamuna 12, chOTBETCTBA Ha 001aTa MOMYIALKs C YMEPEH 10 TSKbK aKTUBEH
YIIIEPO3EH KOJIHT.

[loockopoese 3a pekmanno Kvpgene u yecmoma Ha oedexkayust

[Ipu manueHTHTE, JIGKYBAaHH C I'YCEIKyMa0, ce Ha0/Ir01aBa HaMaJIeHHE Ha ITOJICKOPOBETE 3a PEKTAIHO
KbPBEHE U YecToTa Ha nedexanus omie Ha Ceamuia 2, KaTo Npoabiikaea Ja HaMajsBa J10

Cenmuna 12.

Tlooovporcawo npoyusane: QUASAR MS

B npoyusanero QUASAR MS ca onienenn 568 nanueHTy, KOUTO ca MOCTUTHAIHN KJIMHUYEH OTTOBOP
Ha 12 cenqmmuia ciea UHTPaBEHO3HOTO npuiioxenue Ha ryceakymMad B QUASAR IS nnmu 8 QUASAR —
MPOYYBAHETO 32 OTpeIesTHEe Ha AMana3oHa Ha MHAYKIMOHHATa /103a. B mpoyuBaneto QUASAR MS
TE€3W MAIMEeHTH ca PaHIOMHU3UPAHH J1a IOJy4YaBaT MO IbPIKAIIO JIEYEHNE C MTOJKOKHO TPUIIOKEHHNE Ha
rycenkyma6 o cxema 100 mg Ha Bceku 8 cenmuny, 200 mg Ha Bceku 4 ceqMMLIM WK Tu1ane0o B
MpOIbIDKeHNE Ha 44 CeaMUIIH.

IIspBuuHaTa KpaliHa TOUKa € KIMHUYHA peMuUcHs, onpeaencHa upe3 mMS na Cenmuna 44.
Bropuunnte kpaiinu Touku Ha Ceamuna 44 BKIIOYBAT, HO HE C€ OTPaHUYaBaT JO CUMITOMAaTHYHA
peMuUCHs, EHIOCKOIICKO 3a3/[paBsiBaHe, KIMHUYHA PEMUCHS €3 KOPTUKOCTEPOHU TN, XHCTOJIOTHIHO
€HJO0CKOIICKO 3a3/IpaBsiBaHE Ha JIMraBUIaTa, MOBIUABAHE Ha yMopara U pemucus criopen IBDQ
(Tabmuma 4).

3HAYUTETTHO MMO-TOJISIM MPOIICHT MAIMEHTH ca B KIMHWYIHA pemucus Ha Cenvunia 44 1 B ABETE TPYIIH,
JIEKyBaHHU C TycelkyMal, B CpaBHEHHE C ILIaneoo.
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Tadauua 4: IpoueHT NaMEeHTH, OTTOBAPSIIIH HA KpailHUTe ToYKH 3a epukacHocT Ha Ceamuna 44 B

QUASAR MS
Kpaiina Touka Inanedo I'ycenxymad I'ycenxymad Pa3znnka B jie4eHHETO
% 100 mg q8w 200 mg q4w (95% CI)
NOAKOKHA MOAKOKHA I'yceaxkymaé | I'ycenxymad
HHKeKIus® uHKeKus’ 100 mg 200 mg
% %
Kiaunuuna pemucus®
O0ma nomynanus’ 19% (N=190) | 45% (N=188) | 50% (N=190) 25% 30%
(16%, 34%)" | (21%, 38%)"
HenexyBanu ¢ 26% (N=108) | 50% (N=105) 58% (N=96) 24% 29%

OMOJIOTUYHA TepaIs
u JAK uaxuburop®

(12%, 36%)

17%, 41%)

Heycnemno
NIPEAXOIHO JIeYECHHE
¢ OuostornyHa
tepanus u/nmn JAK

8% (N=75)

40% (N=77)

40% (N=88)

30%
(19%, 42%)

32%
(21%, 44%)

HHXUOHUTOP™
CuMnToMaTHYHA peMuCHS’
O6ma momynanus’” 37% (N=190) | 70% (N=188) 69% (N=190) 32% 31%
(23%, 41%)" | (21%, 40%)*
0, — o, — 0, =
HenexyBanu ¢ 46% (N=108) | 74% (N=105) 76% (N=96) 28% 28%

OMOJIOTUYHA TepaIus
n JAK naxuburtop®

(15%, 40%)

(15%, 41%)

Heycnemno
MIPEIXOIHO JCUCHHE
¢ OnonormyHa
Tepanus w/miu JAK

24% (N=75)

65% (N=77)

60% (N=88)

39%
(26%, 52%)

37%
(23%, 50%)

HHXHOUTOP™
KiauHu4YHa peMucHsi 63 KOPTHKOCTepouan”
Oo6ma momynanus’” 18% (N=190) | 45% (N=188) | 49% (N=190) 26% 29%
(17%, 34%)" | (20%, 38%)*
0, — 0, — 0, =
HenexyBanu ¢ 26% (N=108) 50% (N=105) 56% (N=96) 249% 27%

OHMOJIOTUYHA TepaIus
u JAK uaxuburop®

(12%, 36%)

(14%, 39%)

Heycnemno
MIPEIXOIHO JICUCHHE
¢ OuonornyHa
Tepanus w/mnn JAK
HHXHOUTOP™

7% (N=75)

40% (N=77)

40% (N=88)

32%
(21%, 43%)

34%
(23%, 45%)

Engockoncko Z%il‘"ﬂ:[li)anlBal-lel7l

O6Mma nomynaus’ 19% (N=190) | 49% (N=188) | 52% (N=190) 30% 31%
(21%, 38%)" | (22%, 40%)"
0, — o, — 0, =
HenekyBanu ¢ 26% (N=108) | 53% (N=105) | 59% (N=96) 570, 30%

OMOJIOTUYHA TePaIHs
n JAK naxuburtop®

(15%, 40%)

(18%, 42%)

Heycnemno
MPEAXOIHO JICYCHHE
¢ OnostornyHa
tepanus u/mnn JAK
uHXUOHUTOp *

8% (N=75)

45% (N=77)

42% (N=88)

36%
(24%, 48%)

35%
(23%, 46%)

XHCTOJOTHYHO €HIOCK

OIICKO 3a3ApaBsiBaHEC HA JdraBunara”

Oo6ma momynanus’” 17% (N=190) | 44% (N=188) | 48% (N=190) 26% 30%
(17%, 34%)" | (21%, 38%)*
0, — 0, — 0, =
HenexyBanu ¢ 23% (N=108) 50% (N=105) 56% (N=96) 26% 30%

OHMOJIOTUYHA TepaIus
n JAK naxuburtop®

(14%, 38%)

(17%, 42%)

Heycnemno
MPEAXOHO JICYCHHE
¢ OnonornyHa
Tepanus w/mnu JAK
HHXHOUTOP™

8% (N=75)

38% (N=77)

39% (N=88)

28%
(16%, 39%)

31%
(20%, 43%)
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KinnuyeH orroBop”

Ob6ma momynanus’” 43% (N=190) | 78% (N=188) 75% (N=190) 34% 31%
(25%, 43%)" | (21%, 40%)*
o, — 0, — 0, =
HenexyBanu ¢ 54% (N=108) 83% (N=105) 81% (N=96) 299 26%

OHMOJIOTUYHA TepaIus
u JAK uaxuburop®

(17%, 41%)

(14%, 39%)

Heycnemno
MIPEIXO/IHO JICUCHHE
¢ OuonoruyHa
Tepanus w/mnu JAK
HHXHOUTOP™

28% (N=75)

70% (N=77)

67% (N=88)

41%
(27%, 54%)

39%
(26%, 53%)

Moaabp:kaHe HA KJIMHUYHA peMucusi Ha CeaMuna 44 Npu NaNMeHTH, MOCTHTHAJIN KIMHUYHA PeMUCHS
12 cenMuIM cjael MHAYKIUATA

O6mma nomynanus® 34% (N=59) | 61% (N=66) | 72% (N=69) 26% 38%
(9%, 43%)" | (23%, 54%)"
0, — 0, —, 0, =,
HenekyBanu ¢ 34% (N=41) | 65% (N=43) | 79% (N=48) 31% 45%

OMOJIOTUYHA TepaIUs
n JAK naxubuTtop®

(9%, 51%)

(25%, 62%)

Heycnemno
NIPEAXOIHO JIeYEeHHE
¢ OuostornyHa
tepanus u/nnn JAK
HHXUOHUTOP™

27% (N=15)

60% (N=20)

56% (N=18)

33%
(-1%, 62%)

29%
(-6%, 59%)

Enockoncko Hopmaausupase”

Ob6ma momynanus’” 15% (N=190) | 35% (N=188) 34% (N=190) 18% 17%
(10%, 27%)" | (9%, 25%)"
0, — 0, — V) =
HenexyBanu ¢ 20% (N=108) | 38% (N=105) 42% (N=96) 17% 17%

OMOJIOTUYHA TePaIHs
n JAK naxuburtop®

(6%, 29%)

(6%, 29%)

Heycnemno
MPEAXOHO JICYCHHE
¢ OnonornyHa
Tepanus uw/mnu JAK
HHXHOUTOP™

8% (N=75)

31% (N=77)

24% (N=88)

21%
(10%, 33%)

16%
(6%, 26%)

IloBausiBane Ha ymopara®

OO6ma mormyamus” 29% (N=190) | 51% (N=188) | 43% (N=190) 20% 13%
(11%, 29%)" | (3%, 22%)™
0, — 0, — 0, =
HenexyBanu ¢ 36% (N=108) 51% (N=105) 53% (N=96) 15% 16%

OHMOJIOTUYHA TePaIus
u JAK uaxuburop®

(2%, 28%)

(3%, 29%)

Heycnemno
MIPEIXOIHO JICUCHHE
¢ OuonornyHa
Tepanus w/miu JAK
HHXHOUTOP™

19% (N=75)

47% (N=77)

32% (N=88)

27%
(13%, 40%)

13%
(1%, 26%)

Pemucus cnopen IBD

n

O6ma nomynatma” | 37% (N=190) | 64% (N=188) | 64% (N=190) 26% 26%
(17%, 36%)* | (16%, 35%)"
0, — o, — 0, =
HenekyBanu ¢ 49% (N=108) | 68% (N=105) | 74% (N=96) 10% 240

OMOJIOTUYHA TePaIHs
u JAK naxuburop®

(6%, 32%)

(1%, 37%)

Heycnemno
HPEIXOJHO JICUCHUE
¢ OnosornyHa
tepanus u/mmn JAK
HHXUOHUTOP™

19% (N=75)

58% (N=77)

53% (N=88)

38%
(26%, 50%)

35%
(23%, 48%)
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T'ycenkyma6 100 mg xaTo MOAKOKHA MHKEKIUS Ha BCEKH 8 CEIMUIIN ClIe]] MHIYKIOHHATA CXEeMa.
T'ycenkyma6 200 mg kaTo MOAKOKHA MHKEKLU Ha BCEKH 4 CEIMHLH CIIe]] MHIYKIIMOHHATA CXeMa.

Toxnckop 3a uectoTa Ha Aedexanus O win | ¥ HEYBEIWYCH B CPAaBHEHHE C H3XOJHOTO HUBO, IOACKOP 3a PeKTaIHO KbpBeHe 0 u
THOJICKOD 32 €HI0CKONCKa Haxozka 0 nim 1 6e3 poHInBOCT.

IMaryenTH, MOCTUTrHANKM KIIMHUYEH OTroBOp 12 CeAMMIM ClIel MHTPABEHO3HOTO NPHIIOKEHUE Ha IyCElIKyMab B MHIYKIIHOHHOTO
npoyuBaHe QUASAR wuiu B npoyuBanero QUASAR 3a onpezienisiHe Ha iMana3oHa Ha MHIYKIIMOHHATA J103a.

p < 0,001, xopurupana pasiuka B aeuerneto (95% CI) B3 ocHoBa Ha Metona Ha Cochran-Mantel-Haenszel, kopurupas no
cTaTU(UKANIOHHH (PAaKTOPH IIPU PAaHIOMU3HPAHETO.

Omie 7 manpeHTH B rpymnaTa Ha Iuiane6o, 6 ManueHTy B rpynaTa Ha rycenkymad 100 mg group u 6 manueHTy B rpymarta Ha
rycenkymMa6 200 mg ca eKCIIOHHpaHU IIPeIH TOBa, HO OMOIOrMYHATA Tepanys WX JedeHneTo ¢ nuxuouTop Ha JAK ca ycmennu.

BxirouBa He3a10BOIUTENCH OTTOBOP, 3aryda Ha OTTOBOP MIIH HEIOHOCHMOCT KbM Ouonornuna tepanus (TNF 6mokepw,
Beonu3yMad) u/nini uHXuouTop Ha Janus kuHazata (JAK) npu yimepo3eH KouT.

TMonckop 3a yectoTa Ha nedekarmst 0 i 1 1 HeyBeNMYeH B CPaBHEHHE C M3XOHOTO HMBO Ha MHAYKILUATA U TIOJCKOP 3a PEKTAIHO
kbpBeHe 0.

Hewusuckaniu nedeHne ¢ KOPTHKOCTEPOUIH 32 Hal-Masko 8 cexmuru npexu Ceqmuna 44 ¥ OTrOBapsIIy CHIIO HA KPUTECPUUTE 32
KIMHA4YHA pemucus Ha Cenmuna 44.

HOHCKOp 3a CHOOCKOIICKAa HaXOoOKa 0 um 1 Ge3 POHIIHUBOCT.

KoMOuHauus oT XMCTOJIOTMYHO 3a3/ipaBsBaHe [HeyTpouiHa HHPUITpamus B < 5% OT KpUNTHUTE, JIMIICA HA CCTPYKIUS Ha
KPHUIITHTE U JIMIICA HA €PO3KH, YJILEPALNI WK IPaHy TallHOHHA ThKaH CIIOPE] CHCTeMara 3a Kiacudukamus Ha Geboes] u
€HIO0CKOIICKO 3a3/IpaBsABaHe, KAKTO € ONPEJIENICHO MO-Tope.

HamansBane Ha Moguduumpanus ckop o Mayo ¢ > 30% u > 2 TOuKH B CpaBHEHHE C M3XOAHOTO HUBO Ha MHIYKIUS, C HAMAJICHHE C
> 1 ToYKa OT U3XOJHOTO HMBO Ha ITOJICKOPA 33 PEKTAIHO KbPBEHE MM MOJCKOP 32 PEKTaJIHO KbpBeHe oT 0 i 1.

p < 0,001, xopurupana pasiuka B aeuerneto (95% CI) B3 ocHoBa Ha Metona Ha Cochran-Mantel-Haenszel, kopurupa no
cTaTU(UKAIOHHH (PaKTOPH IIPU PAHIOMU3HPAHETO

TMonckop 3a engockorncka Haxoka 0.

YMopara e orieHeHa ¢ moMolnTa Ha Kpatkust popmyisip PROMIS-Fatigue 7a. IToBiusiBaHeTo Ha yMOpaTa € OIPEACNICHO KaTo
oJ00peHue 0T > 7 TOYKU CHPSIMO M3XOJHOTO HUBO, KOETO CE CUNTA 33 KIMHIYHO 3HAUMMO.

0611 ckop Ha BrrnpocHuka 3a B3nanuTenHu 3abomsBanus Ha uepsaTa (Total Inflammatory Bowel Disease Questionnaire score)
>170.

YuacTHHIY, TOCTUTHAIN KIMHAYCH OTTOBOP 12 ceMUIM Cliex HHTPaBEeHO3HOTO IPHUIIOKEHUE Ha TYCeNKyMad B HHAYKIIHOHHOTO
npoyuBaHe QUASAR wuiu B npoyuBanero QUASAR 3a onpezienisiHe Ha iMana3oHa Ha MHYKIIMOHHATA J103a.

Ore 3 nauMeHTy B rpynaTa Ha miane6o, 3 nauMeHTy B rpynata Ha rycesnkymat 100 mg group v 3 mauueHTH B rpynara Ha
rycenkymab 200 mg ca eKCIIOHUpaHHU NMPEey TOBa, HO OMOJIOrHYHATA Teparus WK JCYeHHeTo ¢ nHxubuTop Ha JAK ca ycrnemHu.

B QUASAR IS 1 QUASAR MS edukacHocTTa 1 6e30MacHOCTTa Ha ryceskyMal ca JoKa3aHH
KOHCHUCTEHTHO, HE3aBUCHMO OT Bb3pacTTa, 110JIa, pacaTa, TeJIECHOTO TEIJI0 U IIPEIXOIHOTO JIEYCHHUE C
OHMOJIOrMYHa Tepanus Wik nHxuouTop Ha JAK.

B QUASAR MS manueHTHTe ¢ BUCOKA BH3MAJUTEIHA aKTUBHOCT Ha 3a00JIIBaHETO CIIE]
NPUKITIOYBaHe HA MHAYKIUITA TOTy4aBaT JOTBIIHUTENHA 1T0J13a OT rycenkyMad 200 mg moIkoKHO
g4w B cpaBHeHue ¢ mpunoxeHneTo Ha 100 mg noakoxxHo q8w. KNIMHMYHO 3HAYMMY YMCIIOBH Pa3iInKu
ot > 15% Mexay ABeTe rpymnu ¢ rycelikymad ca HaOloJaBaHu cpell nauneHTute ¢ HuBo Ha CRP >

3 mg/l cnen NpUKIIOYBaHE HA WHAYKIMOHHOTO JIYeHHE 32 CIIeIHUTE KpailHu Touku Ha CenamMuna 4:
knuanyHa pemucus (48% 200 mg q4w crpsimo 30% 100 mg q8w), moaabpkaHe Ha KIIMHUYHATA
pemucus (88% 200 mg g4w capsmo 50% 100 mg q8w), kKuHUYHA peMucHs 6e3 KOPTUKOCTEPOUIH
(46% 200 mg g4w crpsimo 30% 100 mg q8w), enpockorcko 3a3apassaBane (52% 200 mg g4w cripsamo
35% 100 mg q8w) 1 XHUCTOIOTHIHO-EHAOCKOIICKO 3a3ApaBsiBaHe Ha iuraBuniata (46% 200 mg q4w
capsmo 29% 100 mg q8w).

QUASAR MS BxumrouBa 31 mammeaTa ¢ mMS 4 Ha U3X0HO HUBO Ha MHIYKIUATA, BKIOUnTeaHO ES 2
unu 3 u RBS > 1, KouTo ca moCTUrHaNK KJIMHUYEH OTrOBOp 12 cenMuiM ciaea UHTPaBEHO3HOTO
npuioxeHue Ha rycenkyma0 B npoyuBaHeTo QUASAR IS unu B npoyusBanero QUASAR 3a
omnpeeiisHE Ha Jrana3oHa Ha WHAYKIIMOHHATA J103a. [Ipu Te3u naiueHT e(h)UuKacHOCTTa Ha
ryceiakymad B CpaBHEHHE C IUIale00, u3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYCH OTTOBOP H
€H/IOCKOTICKO 3a3/paBsiBaHe Ha Ceqmuiia 44, ChOTBETCTBA Ha Ta3H B 00IIaTa MOIYIAIHS.

Cumnmomamuyna pemucus 88 8pememo

B QUASAR MS cumnromarnunaTa peMucusi, AepuHIpaHa KaTo IOACKOD 3a YecToTa Ha JAedekanusiTa
0 nnu 1 ¥ HenoBHUIIIEHA CIIPSMO U3XOAHOTO HUBO Ha MHAYKIUTA, KAKTO M TIOJCKOP 33 PEKTAIHO
kbpBene 0, ce moanbpka 7o Cenmuiia 44 v B 1BETE TPYNH HA JICUCHHE C TyCEeITKyMal, TOKaTo B
rpynara Ha mane6o ce HabmoaaBa cray (durypa 1):
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®@urypa 1: IIponeHT nauueHTH B cumMnromaTudna pemucus 10 Cenmuna 44 B QUASAR MS
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Hosnusanu ce om yovnorcenomo neuenue ¢ eyceakymad na Ceomuya 24

[TanuenTuTe, IEKYBaHH € T'yCEIKyMald, KOUTO HE ca MOMyYMIU KIMHUYEH OTTOBOP OT HHAYKIMATA Ha
Cenmvua 12, momrygaBat rycenkymad 200 mg noakoxuo Ha Cenmunm 12, 16 1 20. B QUASAR IS
66/120 (55%) manuenTH, JIeKyBaHH C TycesIKyMal, KOUTO HE ca MOJTYYHIN KIMHUYEH OTTOBOP Ha
Cenvuia 12 oT MTHAYKIMSITA, Ca TTIOCTUTHAIHN KIMHIYEH 0TToBOp Ha Cemmuria 24. Y9acTHULIATE,
MOBJIHSUTH ce OT rycenkymad Ha Cenmuria 24, ca BrmodeHd B QUASAR MS u ca momygyaBaau
rycenkyma6 200 mg noakoxHo Ha Bceku 4 ceamunu. Ha Ceamuna 44 B QUASAR MS 83/123 (67%)
OT Te3H NMalMEHTH NOAABbPKAT KIUHUYEH OTToBOD, a 37/123 (30%) mocTuraT KIMHUYHA PEMUCHS.

Bwscmanossieane na ecpukacrnocmma cieo 3a2yba Ha om2060p KoM 2YCeakymad

JleBeTHaIeCeT MAIUEHTH, JICKYBaHU C rycenkymad 100 mg moaKoXHO 8w, KOUTO ca 3aryouim
otroBop 3a mspBu 6T (10%) Mexay Cenmuma 8 u 32 8 QUASAR MS, ca moxyuniu 3aciieneHo
npuitoxkenue Ha 200 mg rycenkymab noakoxHo q4w u 11 ot Te3u nanuentn (58%) ca mocTurHanu
CUMITOMATHYEH OTIOBOP, a 5 manueHTH (26%) ca MOCTUTHAIN CUMIITOMATUYHA PEMUCHS CIIe

12 ceqmunm.

Xucmonoeuyna u eH0OCKONCKa oyenka

XucronoruvHata peMucus ce aeduHupa kato xuctonorudeH ckop mo Geboes < 2 B.0 (;iunca Ha
HEYTpO(HIN B TUraBUllaTa [KakToO B lamina propria, Taka v B enuTea], JIMIICa HAa ACCTPYKIIMS Ha
KPUITHUTE U JIUTICA HAa €PO3UH, YIIIEPAIMH WIH TpaHyJallMoHHa ThKaH CIIOpEe]l CHcTeMaTa 3a
knacugpukanus Ha Geboes). B QUASAR IS xucronornuna pemucus Ha Ceamuna 12 ce noctura npu
40% oT manueHTuTe, JIEKyBaHU ¢ TycelkyMao, u npu 19% oT marueHTuTe B rpymnara Ha miane6o. B
QUASAR MS xucrtonoruuna pemucust Ha Ceamuiia 44 ce noctura npu 59% u 61% ot nanuenrure,
neKyBaHH ¢ rycenkyMad 100 mg mogkoxkHo q8w u rycenkymad 200 mg nmoakoxxHo q4w, u ipu 27%
OT NalMeHTHUTE B TpyIaTa Ha mianedo.

HopmanusupaneTo Ha eHIOCKOIICKUS BUA Ha drasuiara ce onpezens kato ES 0. B QUASAR IS
EHJ0CKONCKO HopManu3upane Ha Cenmuna 12 ce moctura npu 15% OT mauueHTUTeE, JIEKyBaHU C
rycenkymao, u mpu 5% OT MalMeHTUTe B IpyIara Ha miamnedo.

63



Kombunupanu xucmono2uuto-eH00CKONCKYU pe3yImamuy no OMHOWeHUe Ha TUeasuyama
KomOunmnpana cumMnroMaTHyHa pEMUCHS, €HJOCKOIICKO HOPMAJIU3UPAHEe, XUCTOJIOTHYHA PEMUCHUS U
¢exanen kannporekTuH < 250 mg/kg Ha Ceqmuua 44 ce mocTura npy Mo-roJisiM NPOLEHT HallueHTH,
neKyBaHH ¢ rycenkyMad 100 mg moakoxkHo q8w mnu 200 mg nmoaKoKHO q4w, B CpaBHEHHE C Mianedo
(cpotBeTHO 22% 1 28% crpsimo 9%).

Kauecmeso na orcueom, cewvpsano cvc 30pagemo

Ha Cenmuma 12 or QUASAR IS manmenTute, mojryvaBaiiy IrycekyMa0, Imoka3Bat mo-TrojiiMo U
KITMHIYHO 3HAYUMO MOI00OpEHHE CIPSMO M3XOIHOTO HABO B CpaBHEHHE C TUIane00 10 OTHOIIIEHUE Ha
CHEIM(UIHOTO 32 Bh3NAIUTEIHUTE 3a00IsBaHns Ha yepsara (IBD) kauecTBO Ha )HUBOT, OLIECHEHO
upe3 o6mus ckop IBDQ u ckopoBeTe oT Becnuku gomeitan Ha IBDQ (upeBHU cumMriTtomu,
BKIIFOUUTEITHO KOPEMHA O0JIKa M HEOTIOKHOCT Ha Ae(eKalusra, CicTeMHa (YHKIHS, eMOIIMOHATHA
(dhynkius u conmanta Gyskius). Te3n mog00peHus ce 3ama3BaT Mpy JEKyBaHHUTE C TyceTKyMad
nanueHTd B QUASAR MS no Ceamuria 44.

Xochumanuzayuu, c6bP3aHy C YIYepo3eH Koaum

Jo Cenmuna 12 va QUASAR IS no-manbK NpoLEHT MalMeHTH B IpyIaTa Ha rycenkymal B
CpaBHEHHE C IpyIiaTa Ha IJianedo ca XOCIUTAU3UpaHy BbB Bpb3Ka ¢ yireposzeH konut (1,9%, 8/421
crpsimo 5,4%, 15/280).

bonecm na Crohn

EdukacHocTTa 1 6€30I1aCHOCTTA Ha ryceaKkyMal ca OICHEHU B TPY KJIMHUYHH MpoyuBaHus ¢aza I11
MIPH BB3PACTHH MAIMCHTH C YMEPEHa JI0 TexKa akTUBHA OoJiecT Ha Crohn, KOMTO HE ca Ce TOBIUSIIH
JIOCTaThYHO, BEUE HE CE MMOBJIUSABAT WU Ca MPOSIBIIIN HETIOHOCUMOCT KbM TIEPOPATHU
KOPTUKOCTEPOUIH, KOHBEHIIMOHATHUTE UMyHOMOayaatopu (AZA, 6-MP, MTX) u/uiu GuojorudHa
tepamnust (TNF 6mokep win Begonn3yMal): nBe 48-ceIMUIHE MHOTOIICHTPOBH, PaHIOMHU3UPAHH,
JIBOMHO-CIIETIH, TT1a1e00- ¥ aKTHBHO KOHTPOJIMPaHH (YCTEKHHYyMa0) MPOyYBaHUS C YCIIOPEAHH TPYTIH
(GALAXI 2 u GALAXI 3) ¢ eqHakbB qu3aiiH v €HO 24-CeIMUYHO MHOTOIIEHTPOBO, PAHIOMHU3UPAHO,
JIBOMHO-CJIATIO, TUTale00-KOHTPOIMpaHo mpoyuBane ¢ yenopeauu rpynu (GRAVITI). U tpure
MPOYyYBaHUs ca C JIU3aiH ,.treat-through®: maruenTruTe, paHIOMU3UPAHU 32 JICYCHHE C TyceTKyMad
(nmm ycrekunymad 3a GALAXI 2 u GALAXI 3), 3ana3Bar ToBa Ha3HAYEHO JICYSHUE Mpe3 LsIaTa
MPOIBIDKUTETHOCT HA TMTPOYIBAHETO.

GALAXI 2 u GALAXI 3

B npoyuBanusta daza [II GALAXI 2 u GALAXI 3 ymepenara o Texxka aktuBHa 6osect Ha Crohn ce
OTIpeJiesisl KaTo CKOp Ha MHJIeKca Ha akTHBHOCT Ha Oosectra Ha Crohn [CDAI] >220 u <450 u
OTIPOCTEH EHAOCKOICKH cKop 3a 6osect Ha Crohn (Simple Endoscopic Score for CD, SES-CD) > 6
(uu > 4 npy MaLMEeHTH ¢ U30JMpaHo 3a00sBaHe Ha wieyma). JlonbIHUTEIHUTE KPUTEPUH 3a
GALAXI 2/3 Bxito4Bat cpeniHa JHeBHA dyecToTa Ha aedekarus (SF) > 3 unu cpeneH qHeBeH CKOp 3a
kopemHa 6oska (AP) > 1.

B npoyuBanusara GALAXI 2 u GALAXI 3 nmanueHTHTe ca paHAOMU3MpPaHU B ChoTHOIIeHHe 2:2:2:1 3a
NoJy4YaBaHe Ha MHTPpaBeHO3HA HHAYKLUS ¢ Tycenkymad 200 mg na Cenmunum 0, 4 u 8, mocneaBana ot
nojabpxaiia repanus ¢ rycenkymad 200 mg nogkokHo q4w, HHTPaBEHO3HA HHIAYKLUS C TYCEeIKyMal
200 mg na Ceamurm 0, 4 u 8, mocnenBaHa OT NOAXbpKalIa Tepanus ¢ rycenkymad 100 mg noaxoxHo
(8w, MHTpaBeHO3HA UHAYKIUS ¢ YCTeKUHYMa0 nmpubimmsureano 6 mg/kg na Cenmuna 0, mociensana
OT MOIIbpIKAIa Tepanus ¢ ycreknaymMad 90 mg moakoxHo q8w, WiH miane0o. YJacTHUIINTE, KOUTO
HE Ce MOBJIHUABAT OT IUTale0o, mony4aBar ycrekuaymad ot Ceamua 12.

O6mo 1 021 marmenTy ca orenend B GALAXI 2 (n=508) u GALAXI 3 (n=513). MenuanaTa Ha
BB3pacTTa € 34 roguHu (AuanasoH ot 18 mo 83 roawnn), 57,6% ca muxe, 74,3% ce onpenensiTt KaTo
oenu, 21,3% xato azuatiy u 1,5% KaTo YePHOKOXKH.

B GALAXI 2 52,8% oT manueHTuTe ca JeKyBaHH HEYCIEILIHO C [IOHE eHa OMOJIOTHYHA TepaIus
(50,6% ca nMany HETOHOCHMOCT MJIM HeycHelHa Tepanus ¢ mone 1 npeaumHza antu-TNFo Tepanns,
7,5% ca UManyu HEMOHOCUMOCT WJIM HEYCIIeITHA Tepanus ¢ Benoynzymad), 41,9% He ca JiekyBaHU ¢
OmosormyuHa Tepanws, a 5,3% ca modydaBaiy Ipea TOBa OMOJOTUYHA TepaIus U TS € Ona yCIenHa.
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Ha uzxomgno HUBO 37,4% OT MalMeHTHTE Cca MOTy4aBajiy epopaHiu KOPTUKOCTEPOUAH, a 29,9% ca
MOJTy9aBaji KOHBEHIIHOHATH UMYHOMOTYJIATOPH.

B GALAXI 3 51,9% ot nauueHTUTe Mpean ToBa ca JEKyBaHW HEYCIIEITHO C Hall-MaJIKo €/1Ha
ouorormuna tepanus (50,3% ca uMany HETOHOCUMOCT HITH HEYCIEITHO JIeUeHUe C TTOHE eHa
npenxonna anTu-TNFa tepamus, 9,6% ca nMann HEIOHOCHMOCT WJIM HEYCIICITHO JIEYSHHE C
Begonu3ymal), 41,5% He ca nexkyBaHH ¢ OMOJIOTUYHO JIedeHue, a 6,6% ca moy4aBaiy npeau ToBa
OmosornyHa Tepanus 1 T e 6ma ycnemsa. Ha n3xonHo HuBo 36,1% OT manyeHTHTe ca moryvyaBain
nepopaHu KopTukocTepouay, a 30,2% ca mosrydaBaiyd KOHBEHIIMOHATHH HMYHOMO/TYJIATOPH.

Pesyarature OT CbBMECTHUTE IbPBUYHHN ¥ OCHOBHUTE BTOPUYHU KpailHU TOUKH B CPAaBHEHUE C
mwiare6o mpu GALAXI 2 u GALAXI 3 ca npeacrasenu B Tabmuru 5 (Cenqmunia 12) u 6

(Cenmuna 48). Pesyarature OT OCHOBHUTE BTOPUYHU KpailHH TOUKH HAa Cenmuna 48 B cpaBHEHHE C
ycTeknHyMab ca npeacraBenu B Tabuumnu 7 u 8.

Taoauna 5: IIpoueHT NanMeHTH, HOCTUTHAIN CbBMECTHUTE IbPBMYHU U OCHOBHHUTE
BTOPUYHHU KPAWHN TOYKH 32 e(PMKACHOCT € ryceJIKyMad ciipsiMo mjiane6o Ha
Ceavuna 12 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
Ilnauedo I'yceaxyma Ilnanedo I'yceaxyma
% HHTPAaBEHO3HA % UHTPaBEHO3HA
UHAYKIMA? UHAYKIMA?
% %

ChbBMeCTHM TBPBHYHHU KPAiHN TOYKH 32 e(pMKACHOCT

Kiannamana pemucus® Ha Ceamuna 12

O01ma nomyarus 22% (N=76) 47%" (N=289) 15% (N=72) 47%"(N=293)
Henexysanu ¢ 18% (N=34) 50% (N=121) 15% (N=27) 50% (N=123)
OMOJIOTHYHA TepaIus®

Heycnemno 23% (N=39) 45% (N=150) 15% (N=39) 47% (N=150)

MPEIXOJTHO JICYSHUE C
OMOJIOTHYHA TepaITHsT

Engockoncko nosiauaBane” na Cexmuna 12

O01ma nomyarus 11% (N=76) 38%" (N=289) 14% (N=72) 36%" (N=293)
Henexysanu ¢ 15% (N=34) 51% (N=121) 22% (N=27) 41% (N=123)
OMOJIOTHYHA TepaIus®

HeycnemrHo 5% (N=39) 27% (N=150) 8% (N=39) 31% (N=150)

MIPEIXOTHO JICUCHHE C
OMOJIOTHYHA TepaITHsT

OCHOBHM BTOPUYHM KPailHU TOYKH 32 ePUKACHOCT

PRO-2 pemucus® Ha Ceqgmuna 12

0012 noryanus 21% (N=76) 43%" (N=289) 14% (N=72) 42%" (N=293)
HenexyBanu ¢ 24% (N=34) 43% (N=121) 15% (N=27) 47% (N=123)
OMOJIOTHYHA Teparus®

Heycnemrno 13% (N=39) 41% (N=150) 13% (N=39) 39% (N=150)

MIPEIXOHO JIEUEHHE C
OMoJIOTHYHA Tepamus”

IoBausiBane Ha ymoparta™ Ha Cegmuna 12

O61a nonyanus 29% (N=76) | 45%"(N=289) | 18% (N=72) | 43%"(N=293)
HenexyBann 32% (N=34) | 48% (N=121) | 19% (N=27) | 46% (N=123)
OuosiornyHa Tepamnus’®

Heycrermto 26% (N=39) | 41% (N=150) | 18% (N=39) | 43% (N=150)

HPEIXOIHO JIEYEHHUE C
OMoJIOTHYHA Tepamus

Enpockoncka pemucus® Ha Ceqmuna 12

OO61ra momyams | 1% (N=76) | 15%(N=289) | 8% (N=72) | 16% (N=293)
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HenexyBanu c
OMOJIOTHYHA Teparus®

3% (N=34)

22% (N=121)

19% (N=27)

25% (N=123)

Heycnemnino
MIPEIXOTHO JICUCHHE C
OMOJIOTHYHA TepaITHsT

0% (N=39)

9% (N=150)

0% (N=39)

9% (N=150)

I'ycenxyma6 200 mg untpaBeHo3Ha nnaykuus Ha Ceamuna 0, Ceamuna 4 u Cenmuna 8 — B Ta3u xonoHa ca

o0eMHEeHN [1Be TPYIH Ha JEYCHHUE C TycelKyMal, Thii KaTo MAlEeHTHUTE M0Jy4YaBaT eqHa U ChIla CXeMa Ha
HMHTpaBeHO3Ha UHAYKuus npeau Cenmuna 12.

Knunnunara pemucus ce onpenens karo ckop CDAI < 150.

Onokepy Wi Befoauzymad) rpu 6osect Ha Crohn.

ckop SES-CD <2.

HHCHK U JIUIICa Ha BiiomaBaHe Ha AP wim SF B CpaBHEHUEC C U3XOJHOTO HUBO.

" p<0,05

Ennockonckara pemucus ce onpenens karo ckop SES-CD <2.
" p<0,001

Ome 9 narnyieHTH B TpynaTa Ha 1miane6o u 38 marpeHTy B rpynara Ha rycenkymad 200 mg HHTpaBEeHO3HO ca

MOy YN IPOAXOAHA OUONIOTHYHA Tepanus U TS € Ouiia ycrelHa.

BkirouBa He3a10BOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MM HEMOHOCHMOCT KbM Onostoruyna teparus (TNF
EnnockornckoTo moBnusBaHe ce onpezens kato nogobpenue ¢ > 50% crpsmo n3xonHoTo HUBO Ha ckopa SES-CD mmn

PRO-2 pemucus ce onpeznens kato cpezeH qHeBeH ckop AP 1 nnn nmo-Huckk u cpenex anesex ckop SF 3 wu mo-

[MoBnusiBaHeTO Ha yMopaTa ce omnpe/ens karo nogobpenue ¢ > 7 touku B kpatkust popmysssp PROMIS Fatigue 7a.

Ta6anna 6: IIponeHT NanueHTH, NOCTUTHAJIA OCHOBHITE BTOPHYHHU KPAliHU TOYKH 3a
euracHocT ¢ rycejkymadé cnpsimo miamneoo na Cenvmuua 48 B GALAXI 2 u

GALAXI 3
GALAXI 2 GALAXI 3
Mnanedo I'yceaxkymad | I'yceakymad Inaneoo | I'yceaxkymad | I'yceakymad
HHTPABEHO3HA | MHTPABEHO3HA (N=72) MHTPABEHO3HA | HHTPABEHO3HA
UHAYKOUSI— | HHIYKIHSI— HHAYKIMS— | HHIYKIUA—
100 mg q8w 200 mg q4w 100 mg q8w 200 mg q4w
MO/KO0KHA MOKO0KHA MOKOKHA MOKOKHA
HHIKeKIus® AHKeKIus’ HHIKEKIUs® HHKeKIHsA’
Knunununa pemucusi 6e3 koptukocrepouaun® na Cenmuna 48¢
Ooma 12% 45%°(N=143) 51%* 14% 44%* 48%"
TIOTTy At (N=76) (N=146) (N=72) (N=143) (N=150)
Enpockoncko nopauspane’ Ha Cenmuna 48¢
Obua 7% 38 %" 38%* 6% 33%" 36%"
MOy Tanust (N=76) (N=143) (N=146) (N=72) (N=143) (N=150)

100 mg noaxokHO q8W B MPOABIDKEHUE HA 10 48 CeAMUIIH.

200 mg noAKoX)HO q4w B MPOIbIDKEHUE Ha 10 48 ceMuUIu.

Kkoprukocrepouu Ha Ceamuna 48.

T'ycenxyma6 200 mg naTpaBeno3na nHAyKIws Ha Ceqmuna 0, Ceqmuna 4 u Cenmuna 8, mocieaBana Ot rycelikymad
T'ycenxyma6 200 mg naTpaBeHo3na nHAyKIws Ha Ceqmuna 0, Ceqvuna 4 u Cenmuna 8, mocieBana Ot rycesikymad

Knunnunara pemucus 6e3 kopTukoctepouu ce onpeneins karo ckop CDAI < 150 na Cenmuna 48 u 6e3 neyeHue ¢

EHI0CKONCKOTO TMOBIMSABAHE C€ ONpeAEs KaTo noxobpenue ¢ > 50% crpsiMo u3xoqHoTo HUBO Ha ckopa SES-CD umu
ckop SES-CD <2.

p <0,001

YdacTHHIM, OTTOBapSIH Ha KPUTEPUHUTE 3a HEIOCTATHYHO NoBIMsaBaHe Ha CeaMuna 12, ce cunTaT 3a HEMOBIHSIIN CE Ha
Cenmunia 48, He3aBUCHMO OT paMOTO Ha JIeUeHHE.
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Ta6auna 7: [IponeHT NaMEeHTH, MOCTUTHAJN OCHOBHUTE BTOPUYHM KPAWHM TOYKH 32 epUKACHOCT C
rycejakymad cnpsimo yerekuiymao Ha Ceqmuna 48 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
Ycrekunymad | I'yceaxkymad | I'yceaxymad | Yerekmnymad | I'ycenxkymad | I'yceakymao
6 mg/kg HHTPABEHO3HA | MHTPABEHO3HA 6 mg/kg HHTPABEHO3HA | HHTPABEHO3HA
HHTPABC€HO3HA | HHAYKUHUA — HHAYKIUA — | HHTPaAaB€HO3HA | UHAYKIUA — HHAYKIUA —
HHAYKIUSA — 100 mg 200 mg q4w | mHAYKIMA — 100 mg 200 mg q4w
90 mg q8w q8w MOAKO0KHA 90 mg q8w q8w MOAKO0KHA
MMOAKOKHaA MOAKOKHA I/IH)KeKlIl/ISIB MOAKOKHA MMOAKOKHaA I/Il-DKtEKIII/ISlB
MHXKeKIua® HHKeKIHsI® MHXKeKIusa? HHKeKIUA®
Kaunnuna pemucust Ha Cenvuua 48 u engockoncko nopjausisane’ Ha Cexmuna 48
O6ma 39% 42% 49% 28% 41%" 45%"
MONyJaIus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Enpockoncko nopiausipane” Ha Cenmuna 48"
Oo6mma 42% 49% 56% 32% 47% 49%
TIOITYJTALUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Ennockoncka pemucus® Ha Cenmuna 48
O6ma 20% 27% 24% 13% 24%k 19%
MonyJanus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kaunnuna pemucust™ na Cegmuna 48
O6ma 65% 64% 75% 61% 66% 66%
MonyJanus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kannuyna pemucust 6e3 koprukocrepouan® Ha Cenmuna 48"
O6ma 61% 63% 71% 59% 64% 64%
TIOITY ALK (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
I[poab/knTeHa KJIMHHYHA pemucus” Ha Ceqvuua 48
O6ma 45% 46% 52% 39% 50% 49%
MOITyJTaNuUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
PRO-2 pemucus’” na Cenmuua 48
O6ma 59% 60% 69% 53% 58% 56%
MONyJaus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)

MpObJKEHUE Ha 70 48 ceIMUIIU.

MOJKOKHO q8W B MPOABIDKEHUE Ha 110 48 ceaAMUIn.

MOJKOXHO q4W B IPOABIDKEHUE Ha 110 48 ceAMUIH.

SES-CD <2.

koptukocteponau Ha Cenmuna 48.

Ennockonckara pemucus ce onpenens karo ckop SES-CD <2.
Knunanunara pemucus ce onpenens karo ckop CDAI < 150.

Cenmuna 48 (Hait-manko 8 ot 10 Bu3uTH), KOUTO TpsiOBa na BimtouBaT Cenmuna 48.

=X

nurca Ha BiomaBane Ha AP wnu SF B cpaBHeHue ¢ H3X0IHOTO HUBO.

* p<0,05
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KOM6I/IH8.L[I/I$I OT KJIIMHUYHa PEMUCUS U CHIOCKOIICKO IMOBJIUABAHE, KaAKTO Ca OIPEACICHU 110-101Y.

IToBnusBanero Ha Ceamuiia 48 € OLICHSIBAaHO HE3aBUCUMO OT KIIMHWUYHOTO moBiusBaHe Ha Ceamuna 12

Verekunymab 6 mg/kg unrpaBenosna nnaykuust Ha Cenmuna 0, mocneBana ot ycrekuaymad 90 mg rmoakoxuo q8w B
I'ycenxyma6 200 mg untpaBeHo3Ha nnaykius Ha Ceamuna 0, Ceamuna 4 u Cenmuna 8, mociensana ot rycenkymad 100 mg

I'ycenxyma6 200 mg untpaBeHo3Ha nnaykius Ha Ceamuna 0, Ceamuna 4 u Cenmuna 8, mociensana ot rycenkymad 200 mg

EHIIOCKOTICKOTO MOBIUSIBAHE c€ OMpeAeis KaTo mogoopenue ¢ > 50% crpsiMo n3xoaHoto HUBO Ha ckopa SES-CD wim ckop

Knmangnara pemucus 6e3 kopTukocTepouan ce onpenens karo ckop CDAI < 150 na Cenmuria 48 u 6e3 sieueHue ¢

[IpoawmxurenHara KIMHUYHA pemucus ce onpegens karo CDAI < 150 mpu > 80% ot Bcuuku Busutu Mexay Ceamuna 12 u

PRO-2 pemucus ce onpeznens KaTo cpeeH qHeBeH ckop AP 1 nnn mo-HUCHK U cpelieH AHeBeH ckop SF 3 nnu mo-HUCHK U




Ta6auna 8: [IponeHT NanMeHTH, NOCTUTHAJIU KPATHUTE TOYKH 32 e(pMKACHOCT C TyCeaIKyMao
cnpsiMo yecreknaymao Ha Cenmuna 48 B cooprute 1anHu or GALAXI 2 n

GALAXI 3

Ycreknnymad
6 mg/kg
HHTPaBeHO3HA
HHAYKIHAS —
90 mg q8w
MO/IKOKHA
HHKeKIusa®

I'ycenkymad
HHTPABEHO3HA
HHIYKIUSA —

100 mg q8w
MOIKOKHA HHKEKIHA®

I'ycenkymad
MHTPABEHO3HA
HHAYKIUA —

200 mg q4w
MOJAKOKHA MHXKeKIua®

Kumanyna pemucusi Ha Ceqmuua 48 u engockoncko nopiausisane’ Ha Cexvuna 48

OO6mr1a momynanus

34% (N=291)

42% (N=286)

47% (N=296)

HenexyBanu ¢
OuonornyHa
Tepanus®

43% (N=121)

51% (N=116)

55% (N=128)

Heycnenina
npeaxoaHa
OuoornyHa
Tepanus’

26% (N=156)

37% (N=153)

41% (N=147)

Enpockoncko nopiausasane™ na Ceqvmuia 48

OO6mr1a mormyanus

37% (N=291)

48% (N=286)

53% (N=296)

Henexysanu c
OuonornyHa
Tepanus’”

43% (N=121)

59% (N=116)

59% (N=128)

Heycnenina
npeaxoaHa
OHoJorHYHA
Tepanus’®

31% (N=156)

43% (N=153)

47% (N=147)

Enpockoncka pemucusi® Ha Cenmuna 48

O06ma nomynarnus

16% (N=291)

25% (N=286)

21% (N=296)

Henexysanu c
OunonornyHa
Tepanus’”

19% (N=121)

34% (N=116)

27% (N=128)

Heycnemna
npeaxoaHa
OuonornyHa
Tepanus’

13% (N=156)

21% (N=153)

14% (N=147)

Kumanyna pemucusi” Ha Ceqvmuua 48

OO6mr1a momynanus

63% (N=291)

65% (N=286)

70% (N=296)

Henexyanu ¢
OuonornyHa
Tepanus”

75% (N=121)

73% (N=116)

77% (N=128)

Heycnenina
npeaxoaHa
OuoornyHa
Tepanus’

53% (N=156)

61% (N=153)

64% (N=147)
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VYerexunymab 6 mg/kg nntpaBenosna naayknust Ha Cenmuna 0, mocnenBana oT ycteknHymMad 90 mg noakoxxHo 8w B
MIPOABIDKEHUE Ha 10 48 ceAMUIIH.

I'ycenxymab 200 mg unTpaBeHo3Ha nHaykiusa Ha Ceamuna 0, Ceamuna 4 u Cenqmuna 8, mocieasaHa oT ryceaxkymab
100 mg noakoxHO q8W B pobJDKEHUE Ha 10 48 ceMuUIu.

I'ycenxymab 200 mg unTpaBeHo3Ha nHaykiusa Ha Ceamuna 0, Ceamuna 4 u Cenqmuna 8, mocieasaHa oT rycenxkymad
200 mg noakokHO q4w B MPOABIDKEHUE Ha 0 48 ceaAMUIIH.

KomMOuHaIms oT KIMHUYHA PEMHUCHUS U €HIOCKOIICKO MOBIUSABAHE, KAKTO Ca OIPE/eNICHH MO-10Ty.

A Ome 14 nanueHTH B TpynaTa Ha ycTeKuHyMa0, 2| manueHTH B rpynara Ha rycenkymad 200 mg ToKOKHO q4w 1

17 manumenTH B rpymara Ha rycenkyma6 100 mg noakoxHo 8w ca IOJIyqrIi Ipey ToBa OMOJIOrNYHA Tepamys U Ts €
Ouna ycremsa.

BxirouBa He3a0BOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MIIM HEMOHOCHMOCT KbM Ounostorndna tepamnus (TNF 6ioxepu,
Beposm3ymab) pu 6osect Ha Crohn.

Ennockonckoro nosnusiBaHe ce onpesens karo nogodpenne ¢ > 50% crpsmo u3xoxHoTo HUBO Ha ckopa SES-CD mmm
ckop SES-CD <2.

Ennockornckata pemucus ce onpenens karo ckop SES-CD <2.

Knunununara pemucus ce onpeznens kato ckop CDAI < 150.

B GALAXI 2 u GALAXI 3 eduxacHocTTa 1 6€30IMaCHOCTTa Ha TyCcelIKyMal ce ToKa3BaT
KOHCHCTCHTHO, HE3aBUCHMO OT BB3PACTTa, I10JIa, pacaTta U TeJICCHOTO TETJIO.

B 0000mmenus cyOnomynannone ananus B npoyuBanuiata GALAXI ¢asza Il manuenture ¢ Bucoka
Bb3NAIUTEIHA aKTUBHOCT CJIE/l IPUKJIF0UBAaHE HA MHAYKLIHMOHHOTO IIPUWIOKEHHUE II0Ty4aBaT
JOIIBJIHUTENHA 110132 OT TycenakyMad 200 mg moaKoXHO 4w B CpaBHEHHE C MOJABPKAIIUTE CXEMH
cbe 100 mg nmonkoxkHo q8w. HabmonaBana e KITMHUYHO 3HAYMMAa PasiiiKa MEXIy ABETE 1030BU
IpyINHy Ha TycelKyMal MpH ManueHTn cbe croiinoctd Ha CRP > 5 mg/l cnen npukirouBane Ha
WHIYKITHAATA, TIO OTHOIIIEHUE Ha KPAaWHUTE TOYKHU Ha KiumHIIHA pemucust Ha Ceamuna 48 (100 mg
noKoxkHO q8w: 54,1% crpsimo 200 mg noakoxuo q4w: 71,0%), eHAOCKOIICKUS OTTOBOP Ha
Cenmuua 48 (100 mg noakoxuo q8w: 36,5% cnpsamo 200 mg noxkoxuo g4w: 50,5%) u PRO-2
pemucusra Ha Ceqmuria 48 (100 mg moakoxxuo q8w: 51,8% cmpsimo 200 mg moakoxxuo q4w: 61,7%).

Knunuuna pemucust 606 epememo
Croposere CDALI ce orOensa3Bar mpu BCsAKa BU3UTA Ha manueHTa. [[poeHThT NareHTH B KIIMHIYHA
pemucus no Cenmuiia 48 e peacraBed Ha Ourypa 2.
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®@urypa 2: IIpoueHT NauMeHTH B KIMHUYHA pemucusi 10 Ceamuua 48 B cOOpHUTE JaHHU OT
GALAXI 2 u GALAXI 3

8
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24

Ciopen s o GALA

Kauecmso na sicusom, cevpsano cvc 30pasemo

[To-rossiMo momoOpeHue CIPSIMO U3XOAHOTO HUBO ce HabromaaBa Ha Ceamuia 12 B rpynuTe Ha
JIeYeHHE C TyCelIkyMal B CpaBHEHHE C I11a1e00 1Mo OTHOLICHKE Ha CIIEUU(PUYHOTO 32 Bb3MATUTEIIHUTE
3abomnsaBanus Ha yepBarta (IBD) kadecTBO Ha ®KHUBOT, oieHeHO upe3 o0mus ckop IBDQ. Tesn
nmogoOpenws ce 3anasBat 1o Cenmura 48 B IBETE MPOYyIBAHUS.

GRAVITI

B npoyuBaneto GRAVITI ¢a3za IIl ymepenara go texxka aktiHa 6osiect Ha Crohn ce onpenens KaTo
ckop CDAI > 220 u £450 u CD (SES-CD) > 6 (vu > 4 ipul MallMeHTH ¢ U30JIMPAHO 3a00JIIBaHe Ha
wieyma) u cpesieH nHeBeH ckop SF > 4 unu cpenen nqueBeH ckop AP > 2.

B GRAVITI nanueHTure ca paHaoMU3Mpany B cboTHoIIeHue 1:1:1 na momyvasar rycenkymao 400
mg noaxkoxHa HHAykuus Ha Ceamuim 0, 4 u 8, mocneaBaHa OT HOAbPIKALIA TEPAIHUS C TyCEIKyMal
100 mg q8w noakoxHo, rycenkymad 400 mg noakoxna nHAykuus Ha Ceamuim 0, 4 u 8, mocnenBaHa
OT MmoJbpaKaIla Tepanus ¢ rycesnkymad 200 mg q4w noIK0KHO, WM iane6o. Beuuky manueHTy B
rpyrara Ha 1miamne0o, KOUTO OTTOBAPST Ha KPUTEPHUUTE 33 CIIACUTEITHA TepaIHus, MOJTyJaBat
MHIYKIMOHHA 103a ¢ TycenkyMad 400 mg noxkoxxHo Ha Ceamunu 16, 20 u 24, nocieasana ot
rycenkymad 100 mg moaKoxHo q8w.

Onenenn ca o6mio 347 nanuenty. MeanaHaTa Ha Bb3pacTTa Ha MalueHTHTe € 36 TOANHA (JIHrana3oH
ot 18 1o 83 ronuum), 58,5% ot TAX ca MBKe, 66% ce onpenensaT karo Oernokoxwu, 21,9% karo
azmarim u 2,6% KaTo Y4epPHOKOXKHU.

B GRAVITI 46,4% oT nanueHTUTE Npeau TOBA ca MOJYyYHUIIN HEYCIELIHO JIEYCHUE ¢ Hali-MaJIKoO €1Ha
ononornuHa Tepamnus, 46,4% He ca moiay4yaBanu OHOJOTHYHO JIeUeHue, a 7,2% ca ToydaBaiy npean
TOBa OMOJIOTWYHA Teparus u TA ¢ Ouia ycremHa, Ha u3xomano HuBo 29,7% OT nalMeHTuTe ca
MOJTy4aBajy NepopasHl KOpTUKOCTepouay, a 28,5% ca moiay4aBaiu KOHBEHLMOHAIHH
HMYHOMO/TYJIATOPH.
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PesynratuTte OT ChBMECTHUTE IBPBUYHN U OCHOBHUTE BTOPUYHH KpPAHHU TOYKH 33 €(h)UKACHOCT B

cpaBHenue ¢ wiane6o Ha Cenmuia 12 ca mpencraBern B Tabmwma 9.

Tadoauua 9: IIpoueHT NaAUMEHTH, IOCTUTHAIM CbBMECTHUTE MbPBUYHH M OCHOBHUTE
BTOPHYHHU KPATHN TOYKH 32 e(PUKACHOCT C IyceJIKyMad cnpsaMo miamedo Ha

Ceamuna 12 B GRAVITI

ILi1aneoo

I'yceakyma6 400 mg
MOJKO0KHA HHKEeKIUA?

ChbBMeCTHH MbPBUYHH KPAifHU TOYKH 32 e()MKACHOCT

Kiaunnyna pemucus® na Cenmuna 12

OO6u1a momynanus

21% (N=117)

56%° (N=230)

HenexyBanu ¢ 6uosiornyaa tepamnus

25% (N=56)

50% (N=105)

HeycnemHo npeaxoaHo jJeueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

60% (N=108)

Ennockoncko noausiane® Ha Cemmuma 12

O06m1a momynanus

21% (N=117)

41%¢ (N=230)

HenexyBanu ¢ 6uosiornyaa tepamnus

27% (N=56)

49% (N=105)

HeycnemHo npeaxoaHo jeueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

33% (N=108)

OCHOBHM BTOPUYHM KPailHU TOYKH 32 ePUKACHOCT

Kaunnuno nopausisane® na Ceagmuna 12

OO6m1a momyanys

33% (N=117)

73%¢ (N=230)

HCJ'ICKYBaHI/I ¢ ObuonoruyHa Tepanm{r

38% (N=56)

68% (N=105)

HeycnenrHo npeaxoaHo IeYeHue ¢
OMoJIOTMYHA Tepanus”

28% (N=53)

78% (N=108)

PRO-2 pemucus’® Ha Cenmuna 12

O06u1a monynanus

17% (N=117)

49%¢ (N=230)

HCJ'ICKYBaHI/I ¢ OuonoruyHa Tepanm{r

18% (N=56)

44% (N=105)

Heycmernmao npeaxoaHo gedeHne ¢

17% (N=53)

52% (N=108)

OMoJIOTHYHA Teparus”
T'ycenxyma6 400 mg moakoxxHo Ha Cenmuna 0, Cenqmuna 4 u Ceamuna 8

Kianuana pemucust: ckop CDAI <150

® p<0,001

Ome 8 manueHTH B Ipymnara Ha mianebo u 17 manuenTy B rpynara Ha rycenkymad 400 mg moAKO)KHO ca HOTy4rIn
OHOJIOTHYHA Tepanus U TS € Oujla ychenHa.

BkirouBa He3a10BOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MM HEMOHOCHMOCT KbM Onostornyna teparnus (TNF
6nokepy, Begonusymat) npu 6onect Ha Crohn.

Ennockorncko nmosnusiBane: > 50% momxoOpeHue crpsiMo H3X0JHOTO HUBO Ha ckopa SES-CD.

Knunanuno nosnusasane: > 100 myHKTa HaMaJleHHE CIIPSIMO MU3XOAHOTO HUBO Ha ckopa CDAI unu ckop CDAI < 150.

PRO-2 pemucus: cpenen aueseH ckop AP 1 wiu no-HUCHK U cpeneH nHeBeH ckop SF 3 wiu mo-HUCHK U unca Ha
promanaHe Ha AP unu SF B cpaBHeHHE C U3XOAHOTO HHUBO.

Knuanyna pemucus Ha Ceamuna 24 ce MocTUra npy 3HaYUMO MO-TOJISIM MPOLEHT OT MalUeHTUTE,
JICKYBaHM ¢ TOJKO)KHA HHIYKIHUS ¢ rycenkymad 400 mg, mocieaana ot rycenkymad 100 mg

1o ikoxHO q8w wim 200 mg nmoakoxHo q4w, B cpaBHEHHE ¢ 1anedo (cborBeTHO 60,9% 1 58,3%
capsimo 21,4%, nere p-croitnoctu < 0,001). Knuanuna pemucus Ha Cenmuna 48 ce noctura (ot 60%
u 66,1% oT mauueHTHTe, JEKyBaHHU C MOJKOXKHA MHAYKIHS ¢ TycenkyMad 400 mg, mocieasana
CHOTBETHO OT Tycenkymad 100 mg monkoxuo q8w mim 200 mg moaxkoxxkHO q4w (¥ JBETE p-CTOMHOCTH
< 0,001 B cpaBHEeHue ¢ TIanebo).

Enpockorncko moBnusiBane Ha Ceqmutia 48 ce moctura npu 44,3% u 51,3% oT narueHTure, JeKyBaHU

C TIOJIKOKHA HHAYKIHS ¢ rycenkymad 400 mg, mocneaBaHa ChOTBETHO OT Tycenkymad 100 mg
noakoxHo q8w win 200 mg noakoxuo q4w (u asere p-ctoiHOcTH < 0,001 B cpaBHEeHHe ¢ mane6o).

71



Kauecmeo na orcusom, cevpzano cvc 30pasemo

B GRAVITI kiiuHU4HO 3HAYUMO TOI00pEeHHE ce HaOIF01aBa [0 OTHOIICHHE Ha CIICIU(UIHOTO 3a
BB3MAIUTETHUTE 3a00sBaHysl Ha uepBaTa (IBD) kaduecTBO Ha )KHMBOT, OIICHEHO Upe3 00U CKOp
IBDQ na Cenmuna 12 u Ceamuiia 24 B cpaBHEHHE ¢ TUIAe0o0.

IlenuaTpudHa momyJamnus

EBporeiickaTa areHiyst o JeKkapcTBaTa oTJiara 3aJbJDKCHHUETO 3 IPEAOCTaBsIHE HA Pe3YJITaTUTE OT
IPOYYBAHUATA C TYCEIKyMal B e{Ha WIIM [OBEYE MOATrPYNHN Ha MeAUATPHIHATA HOIYJIAIHs IPH
ynepo3eH KonuT u 6onect Ha Crohn (Bx. Touka 4.2 3a nH(pOpManrs OTHOCHO yHoTpeba B
neInaTpusITa).

5.2 ®dapmMakoKWHeTHYHH CBONCTBA

AOGcopOuus

Cren eqHOKpaTHO MOJKOKHO HHXeKTHpaHe Ha 100 mg Ha 31paBu ML TyCeNIKyMal TOCTUra cpeHa
(£ SD) makcumainna cepyMaa KoHIEHTpaIus (Cmax) 8,09 £ 3,68 ug/ml npubnusurenHo 5,5 qHu ciaen
IPUIOKEHUETO. AGCOIIOTHATa OMOHATMYHOCT Ha IyCeIKyMal ciel] €THOKPATHO ITOIKOXKHO
umkektupane Ha 100 mg e oueHeHa Ha MpUOIU3UTETHO 49% TpU 3ApaBH yYaCTHULIH.

[Ipu manyeHTH ¢ IIaKOB IICOPHA3KC CJIE] IIOIKOXKHO MPHUIIOKEeHHE Ha rycenkyMad 100 mg Ha
Cenmuiu 0 1 4 1 Ha BCEKH 8 CEAMULM CIIE]] TOBA CTALIMOHAPHHU CEPYMHH KOHLIEHTPALIUHU Ha
rycenkyma6 ce nocturat kbM Ceamuna 20 ciea mogkoxHo npuiioxkenue Ha 100 mg rycenkymab Ha
Cenmuru 0 u 4 u ipe3 8 cenmuru cnex ToBa. Cpenaute (= SD) Hali-HUCKH paBHOBECHU CEPYMHH
KOHIICHTpAINH Ha rycenkymal B ABe npoyuBanus ¢aza Il mpu manmeHTH ¢ TU1akoB TICOpHasuc ca
1,15+ 0,73 pg/ml u 1,23 £ 0,84 ug/ml.

dapMaKOKMHETHKATa Ha TycelIKyMab Npu MalMeHTH ¢ ICOPUaTHYEeH apTPUT € CXOHA € Ta3H Mpu
MaIueHTu ¢ ncopuasuc. Crel moaK0KHO MPUIoKeHUe Ha rycenkyMad 100 mg Ha cenmuitu 0, 4 u Ha
BCEKH 8 CEIMHLIM CJIe]l TOBa CpeJHaTa Hali-HUCKA CepyMHA KOHLIEHTpaNys Ha TyCeIKyMal B
CTaLlMOHAPHO CHCTOSIHUE CHINO € mpuoam3uTenHo 1,2 pg/ml. Crex mogKoKHO NPHIIOKEHHUE HA
rycenkymad 100 mg Ha Bceku 4 ceIMUIIM, CpelHATa Hali-HUCKA CEpyMHa KOHIICHTPAIIHSI Ha
ryceiakymal B CTallHOHAPHO ChCTOSIHHE € IMPUOIU3UTEIHO 3,8 ug/ml.

dapMaKOKHHETHKATa Ha TycenKyMal € CXO/IHa MPH MAIMEeHTH C YIepo3eH KonuT u 6osect Ha Crohn.
Cren npenopbUMTETHATA CXEMa Ha MHTPAaBEeHO3HA WHIYKIIMOHHA J103a rycenkymad 200 mg Ha
Cemmunu 0, 4 u 8 cpeHaTa MaKCHMalTHA CEpYMHA KOHIIEHTpaIus Ha ryceikymad Ha Ceqmuna 8 e
68,27 pg/ml npu nanuenTH ¢ yaueposeH koiut u 70,5 pg/ml npu nauuentu ¢ 6onect Ha Crohn.

Crnen mpemopbsUYnTETHATA CXEMA C IMOAKOXKHA HHAYKIMOHHA 1032 400 mg rycenkymad Ha Cemmuru 0,
4 u § e U3UHNCIIeHa CpeIHa MaKCUMAITHA CepyMHa KOHIeHTpanus 27,7 pg/ml npu manueHTH ¢ 601ecTra
Ha Crohn. O6miara cuctemHua excrnosurus (AUC) cien nmpenopbhynTeIHaTa HHIYKIIMOHHA CXeMa €
CXOJTHA CJIE]T TOJKOKHA U MHTPABEHO3HA MHTYKIIHS.

Crer moIbprKaliio JeueHUe ¢ MOIKOKHO MPUIIOKEHUE Ha Trycenkymad 100 mg Ha Bceku 8 ceaMuiiu

i rycenkyMab 200 mg Ha Bceku 4 CeIMUIIM NPY MAIUEHTH C YIIEPO3EH KOJIUT CPETHUTE CEPyMHHU
KOHIIEHTPAITUH Ha TycelkyMal B CTAIlHOHAPHO CHCTOSIHUE ca ChOTBETHO MpuOmm3uTensHo 1,4 pg/ml u
10,7 pg/ml.

Crnen moKOXKHO TOJIBPIKAII0 IpHiIoKeHne Ha rycenkymad 100 mg Ha Bceku 8§ CeqMUIH WiTH
rycenkymab 200 mg Ha Bceku 4 ceqmMunu mpu narueHTy ¢ 6omectra Ha Crohn cpegHuUTE CEpyMHH
KOHIIEHTpAIMY Ha TYCEeIKyMald B CTALIMOHAPHO CHCTOSHUE Ca CHOTBETHO MpHONM3uTenHo 1,2 ng/ml u
10,1 pg/ml.
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Pasnpenenenue

Cpennusar o0eM Ha pa3npeielieHue 1Mo BpeMe Ha TepMuHanHarta ¢asza (V) clieq] eTHOKpaTHO
WHTPABEHO3HO MPHUJIOKEHNE Ha 3/paBU JIMIa Bapupa npubausutento ot 7 1o 10 | B mpoyuBaHwusiTa.

BuorpanchopMmarus

TodHUAT BT, IO KOWTO IrycenkyMad ce MeTabonm3upa He e onpenencH. Kato yoBemko IgG
mAb,o4akBa ce ryceikymat Jia ce pasrpajiv 0 MJIKH TEeNTHIN ¥ aMIHOKUCEITMHH Upe3
KaTa0OJIUTHUTE ITHTHUINA IO CHINUS HAYWH KaTo eHporeHuure IgG.

Enumunupane

Cpennusr cucremen kiupbHC (CL) cien e THOKpaTHO HHTPABEHO3HO MPHIIOKESHUE HA 3[IPABH JIUIIA
Bapupa ot 0,288 10 0,479 1/nen B npoyuBanusta. Cpenuust nmonyxuBoT (T12) Ha rycenkymao e
MpUOIM3UTETHO 17 THU TIPH 3ApaBH JUIA, ¥ PUOIM3UTEIHO 15 10 18 qHM mMpy MaIMEeHTH C IIaKOB
TICOPUA3UC B MPOYYBAHUATA ¥ MPUOTUIUTEIHO 17 JHU MPH MAIUCHTH C YIIIEPO3CH KOIHUT WIH 00JEeCT
Ha Crohn.

[NomynanuonauTe PpapMakOKMHETHYHHU aHAIN3Y TIOKA3BaT, 4e chlrbTcTBaIaTa ynorpeda na HCIIBC,
AZA, 6-MP, nepopanau koptukocteponan 1 csDMARD karo MTX He noBnusBa KIUpBHCa Ha

rycenkymao.

JInHeilHOCT/HETUHENHOCT

Cucremnara excno3urus Ha rycenkymad (Cmax 1 AUC) ce moBuIaBa mo npruOIM3UTEITHO
MPOTIOPIIMOHAJICH Ha J103aTa HAUMH CIIe €THOKPATHO MOJKOKHO UHXKEKTHUPAHE B 03U, BAPUPAIIH OT
10 mg no 300 mg npu 3apaBu JULA WIK MALMEHTH C TUIaKOB Iicopuasuc. CepyMHUTE KOHIICHTPALUU
Ha ryceikyMa0 ca mpuOJU3UTEIIHO MPOITOPLIMOHATIHH Ha 103aTa CJIe] HHTPABEHO3HO NPUIOKCHHE MTPH
MAIMECHTH C YIIIePO3eH KONMUT min 6osiect Ha Crohn.

HGZII/IaTDI/I‘IHI/I IMarMCHTH

(DapMaKOKI/IHeTI/IKaTa Ha cheJ’IKYMa6 Ipu NMeaUaTpuiHU MalueHTU HEC € YCTAHOBCHA.

TlanmmeHTH B cTapyecka Bb3pacT

He ca npoBexxaanu cnenuanHy Npoy4BaHUs IPY NAMEHTH B cTapuecka Bb3pacT. Ot 1384 nanuentu ¢
TUTAKOB IICOPHA3KC, C EKCIO3UIIHS Ha TyceNkyMal B KIIMHUYHH NpoyuBanus (asa I1I u BkiroueHu B
NOIMyJAIMOHHUS PapMaKOKMHETHYEH aHanu3, 70 MaueHTH ca Ha Bb3pacT 65 Wi moBeve TroAuHH,
BKJIFOUUTENHO 4 MallMeHTH Ha Bb3pacT 75 uinu nosede roguHu. OT 746 manueHTH ¢ NCopuaTHIeH
apTPHUT, C EKCIIO3UIINSA Ha TyCeaKyMal B KIIMHWYHY ITpoyuBaHus ¢aza III, obmro 38 manmenTa ca Ha
BB3pacT 65 wiIM oBeYe TOAWHN M HUTO €MH MAIeHT He € Ha Bb3pacT 75 win noBede roguan. OT
859 maumeHTy ¢ yaepo3eH KOJHT, C eKCIO3UIMS Ha rycenkyMal B KIIMHUYHY npoyuBanus ¢asa 1I/111
Y BKJIFOUCHH B TTOMYJIAIMOHHMS (hapMaKOKHMHETHYEH aHai3, 00110 52 marnueHTH ca Ha Bh3pacT 65
WJIW TIOBEYE TOWHY, a 9 TaIrMeHTH ca Ha Bh3pacT 75 wim nmoBeue roguan. Ot 1 009 manueHnTy ¢
6onect Ha Crohn, ¢ ekcro3uLus Ha TyceaKyMad B KIMHUYHU npoyuBanus ¢asza Il u Bxitoyenn B
NOIyJAIMOHHUS (PapMaKOKMHETHYEH aHaIn3, 0010 39 ManueHT ca Ha Bb3pacT 65 uiu noseye
TOJWHU, a 5 MAIMEHTH Ca Ha Bb3pacT 75 WM MOBEYE TOJIMHM.

[onynannonHuTe (hapMaKOKMHETUYHN aHAM3Y TIPU NAIMEHTH C IIAKOB IICOPUA3HUC, IICOPUATHICH
apTpUT, YIIEpo3eH KoauT 1 0osect Ha Crohn He moka3BaT OYeBUAHU poMeHH Ha u3uncieHus CL/F
MIPU MAIMEeHTH > 65-ToIUIIIHA BB3pacT B CPaBHEHHUE C MAIMEHTH < 65-TOAUIITHA BB3pacT, KOETO
MOKa3Ba, 4e He € He0OX0AUMO KOPUTHPAHE Ha J103aTa MPH MAIeHTH B CTApUECKa Bh3pacT.
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ITamuenTu ¢ O0PEYHO MM YEPHOAPOOHO YBPEKIAHE

He e mpoBexxaano cenuduyHO IpoydyBaHe 3a onpeelsiHe Ha edekta Ha OBOPEUHO UITH YEPHOAPOOHO
YBpEkKIaHE BPXY (papMakoKMHETHKATa Ha rycenkymad. OuakBa ce ObOPEUHOTO STMMUHHUPAHE HA
WHTaKTHHS Tycenkyma0, IgG mAb, na Ob1e HUCKO B OT MUHHUMATHO 3HaueHue. [lomobHo, He ce
OuYaKBa YEPHOIPOOHO YBpEXKIaHE J1a MOBJIMIC KINPbHCA Ha IycelKyMal, Thil kato IgG mADbs ce
SIMMUHUPAT IPEIUMHO Ype3 BbTPEKICThUYCH KaTa0oau3bpM. Bb3 0CHOBa Ha MOMyIAIlMOHHUTE
(hapMaKOKMHETHYHH aHATM3U KPEaTHHUHOBUAT KIMPHHC WM YepHOApoOHaTa QYHKIHS HE OKa3BaT
3HAYMMO BIUSHUE BHPXY KIUPBHCA Ha TYCEIKyMao.

TemecHO TETIO

KIII/Ip’BHC’LT 1 00eMBT Ha PasupeaciiCHUC Ha rycenKyMa6 CC yBCJIMYaBaT C NOBUIIIABAHEC HA TCJICCHOTO
TCTJ10, HO Ha6J'IIO}_'[aBaHI/ITC JaHHHU OT KJIIMHUWYHH U3IHUTBAHHUA IIOKa3BaT, 4€ HC € HCO6X0}II/IMO
KOpUIrupaH€ Ha Jo3aTa B 3aBUCHUMOCT OT TEJICCHOTO TETJIO.

5.3 IIpeakJMHUYHU JaHHM 32 0€30MACHOCT

Hexnumanaaure JaHHU HC II0Ka3BaT ocobeH PHUCK 3a XOpa Ha Oa3aTta Ha KOHBCHIIMOHAJTHUTC
(bapMaKOJ'IOFI/I‘lHI/I MMpoOy4YBaHUA 3a 6C3OHaCHOCT, TOKCUYHOCT IIpYU MHOT'OKPATHO IPUJIAraHC U
PEIPOAYKTHBHA TOKCUYHOCT U TOKCUYHOCT 3a IPC- U MOCTHATAJIHOTO Pa3BUTHC.

B npoy4Banus Ha TOKCHYHOCTTA ITPU MHOTOKPATHO MPHUIIOKEHUE HA JIBITOOMAIIATH MaKaIlH
ryceskymad ce moHacs 400pe Ipyu HHTPABEHO3EH U MOIKOXKEH BT Ha npuiioxenue. CeqMuIHo
MIOJIKOYKHO TpUIIOKeHHe Ha 1032 oT 50 mg/kg Ha MaiimyHnu Bonu 1o excniozuiust (AUC), kosTo e Hald-
MajKo 23 IbTH MMO-BUCOKA OT MAKCUMAaJIHATa KIIMHUYIHA EKCIO3UIUs ciien go3a 200 mg, npuioxeHa
WHTpaBeHO3HO. OCBEH TOBa, IO BpeMe Ha MPOBEXKIAHETO Ha MPOYYBAHUS HA TOKCHYHOCTTA MIPH
MHOTOKPATHO TMPIJIOKEHUE U IPH HACOUCHO MPOyUYBaHE HA ChPCYHO-CHAOBUTE (PapMaKOIOTHIHH
edexTr Ipu MaliMyHHu cynomolgus He ce HaOJIoJaBaT HeXxellaHa MMYHOTOKCHYHOCT WIIH ChPJICUHO-
CHJIOBHU ePeKTH MpH (PapMaKOIOTUIHUTE POYIBAHHS 32 OE30MTaCHOCT.

He ca HaOmoaBaHyu MPEHEOIUIACTHYHN TIPOMEHHU TIPH XMCTOMATOJIOTMYHUTE OLICHKU Ha )KUBOTHH,
TpETUpaHu 10 24 ceIMULIY, WK caea 12-ceMMUYHUS TIepUo ] Ha Bb3CTAaHOBSIBAHE, 10 BpeMe Ha KOUTO
aKTHBHOTO BEIIECTBO CE€ OTKPHBA B CEpyMa.

He ca npoBexaany npoy4yBaHMsI 32 MyTareHHOCT WJIH KaHIIEPOTEHHOCT ¢ I'yCelIKyMao.
I'ycenkymal He ce OTKpHBa B KbpMaTa Ha MaiiMyHU cynomolgus mpu u3MepBaHe Ha JieH 28 cies
pakaaHEeTo.

6. DAPMAIIEBTUYHU JAHHHU

6.1 Chnucbk Ha IOMOIIHHUTE BellleCTBA

XUCTUIUH

XHUCTHINHOB MOHOXUAPOXIIOPH MOHOXHUAPAT

ITomcop6at 80 (E433)

3axaposa

Bona 3a nmxeknmm

6.2 HecbBMECTHMOCTH

[Ipu nunca Ha mpoy4YBaHU 32 HECHBMECTHMOCTH TO3H JIEKAPCTBEH MPOAYKT He TpsiOBa Jja ce cCMecBa ¢
JIPYTH JEKapCTBEHHU MPOTYKTH.
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6.3 Cpox Ha roaHOCT

2 TOOUHA

6.4 CroenuajJHU yCJIOBHUS HA ChXPaHEHHUE

Ja ce cpxpansa B xnamutHuK (2°C — 8°C). [la He ce 3ampa3sBa.

ChbxpaHsaBaiiTe MPpeIBaAPUTEIIHO HAIIbJIHEHATA CIIPUHIIOBKA MJIU MPEABAPUTEIIHO HAIIbJIHEHATA ITHUCAJIKA
B KapTOHEHaTa OTaKOBKa, 3a J]a c€ Mpea3u OT CBETINHA.

6.5 Buawu cbabpikaHue Ha ONMAKOBKATA

Tremfva 200 mg MHXKXCKIIMOHEH pa3TBOP B MPECABAPUTECIHO HAITbJIHCHA COPUHITOBKA

2 ml pa3TBOp B IpeIBapUTEIIHO HAITBJIHEHA CTHKJICHA CIIPUHIIOBKA CHC CTOIIEP OT OpoMOOyTHIIOBA
ryma, (PMKCUpaHa Wria v IpeanasuTes Ha UIiaTa, MOHTHPAaHU B aBTOMAaTHUYeH 00e30macuTes Ha
uriaTa.

Tremfya e HaNMYeH B ONAKOBKA, ChIbPIKallla ¢JTHa MPEABAPUTEITHO HAITBIIHEHA CIIPUHIIOBKA U B
TPYIIOBH OTIAKOBKH, ChABPKAIIH 2 (2 OMMAKOBKY 110 1) MpeaBapuTeIIHO HAITBIHEHH CIIPHHITIOBKH.

He Bcuukn BHIOBEC OIMAKOBKH MOTIarT Ja 6’LZ[aT ITyCHATU B npoz[a>i<6a.

Tremfya 200 mg PushPen nHKEKIIMOHEH pa3TBOP B IIPEABAPUTENHO HAITBIHEHA TACAIKA

2 ml pa3TBOp B IpeIBapUTEIHO HAITBJIHEHA CTHKJICHA CIIPUHIIOBKA CHC CTOIIEP OT OpoMOOyTHIIOBA
ryMa, MOHTHpaHa B TIPE/IBAPUTEITHO HAITBIHEHA MTUCAJIKA ¢ aBTOMATHUYCH MPEINa3uTeN Ha HIJIaTa.
Tremfya e HanMYeH B OMAKOBKA, ChIBPIKAIIA €/THA MPEABAPUTEITHO HAITBITHEHA [TUCANIKA U B TPYIIOBU
OITaKOBKH, ChABPKAIIH 2 (2 OMaKOBKHU MO 1) IpeIBapUTEITHO HAITBIHCHU THCAJIKY.

He Bcuuku BUOBE OMAaKOBKH MOrat Aa ObAaT IMyCHATH B Ipojaaxoa.
6.6 CrnenuajaHu npeamnasHu MepKHU NP U3XBHPJIsiHe U padoTa

Crnen n3BakaaHe Ha NPEABAPUTEIHO HAITbJIHEHATA CIIPUHIOBKA WIIN MPEABAPUTEIIHO HAIIbJIHEHATA
MUCAJKa OT XJIAIUIIHUKA, 3aJpBKTE 51 B KAPTOHEHATA OIIAKOBKA M 1 OCTABETE J1a JJOCTUTHE CTalHA
Temrieparypa, kato uzvakare 30 MUHYTH Tipen nHxkekTHpane Ha Tremfya. [IpensapurenHo
HaITbJIHEHATa CIPUHLIOBKA WM TPEABAPUTEIIHO HAITBIHEHATA IIMCAJIKA HE TPAOBa Ja ce pa3Kialia.

ITpenn ynotpeba ce mpenopbyuBa BU3yaiueH Mperie]] Ha IPeABapUTEIHO HAIlbJIHEHATA CIIPUHIIOBKA
WIN TIPEIBAPUTEIIHO HaITbJIHEHATa nucanka. Pa3TBopbT TpsaOBa na 6bae OMcThp, Oe3BETEH 10
CBETJIOKDBIT, KATO MOXKE /1a ChIbPrKa HAKOJIKO MAJIKH OeNy WK mpo3pavyHu yacTuiy. Tremfya He
TpsiOBa Jja ce U3MO0J3Ba, aKO Pa3TBOPHT € MBTEH WIIM C IPOMEHEH IBST WM ChABP)KA TOJIEMHU YaCTHUIIH.

Bcesika onakoBka ce npeaocCTaBs € JIMCTOBKaA ,,YKa3aHI/Iﬁ 3a yHOTpeGa“, KOATO HaITbJIHO OITKMCBaA
IMPUTOTBAHCTO U MMPUJIOKECHUCTO HA IPCABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA WX MMPEABAPUTCIIHO
HaIlbJIHCHATAa IThcaJiKa.

Hewnsnon3BaHUAT JIeKapCTBEH MPOIYKT WM OTHAIBYHUTE MAaTepPHAIN OT HETO TPsiOBa 1a ce U3XBBPIIAT
B CBbOTBETCTBUEC C MECTHUTC U3HUCKBaHU.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse
benarns
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Tremfya 200 mg HIKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HATBIHEHA CIIPUHIIOBKA

EU/1/17/1234/006 1 npenBapuTeTHO HAITbJIHEHA CIIPUHIIOBKA
EU/1/17/1234/007 2 npenBapUTEIHO HAIIBIHCHH CITPHHIIOBKH

Tremfva 200 mg MHXCKIKWMOHCH PAa3TBOP B IPCABAPHUTCIHO HAITBJIHCHA MTHCAJIKA

EU/1/17/1234/008 1 npenBapUTeaIHO HAIIbJIHCHA MTHCATIKA
EU/1/17/1234/009 2 npeaBapUTeIHO HATBIHEHHU MHACATKU

9. JATA HA II'bPBO PA3ZPEIIABAHE/IIOJJHOBABAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

[ata Ha epBO pazpemanane: 10 HoemBpu 2017 .
Jlata Ha nocnenHo noaHoBsBaHe: 15 romm 2022 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

07/2025

IMoapo6ua uHbOpMAIHs 3a TO3W JICKAPCTBEH MPOIYKT € MPeoCTaBeHa Ha yeOcaiita Ha EBporneiickara
arcHIIMs 1o JiekapcTBaTa https://www.ema.europa.eu/
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Tremfya 200 mg xoHIIEHTpAT 3a HHY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bceku duakon cuappixa 200 mg rycenkymab (guselkumab) B 20 ml pasrop (10 mg/ml). Cien
paspexxaade Bceku ml cpappika 0,8 mg rycenkymao.

I'ycenkymab e u3ipsuio yoBemky umyHornooynun G1 nam6zaa (IgG1A) MOHOKIIOHATIHO aHTHUTSIIO
(mAD), monmy4yeHo B KIETKH OT siituHuiy Ha kuTaiicku xamcrep (CHO) upes pekomObunantha JJHK

TCXHOJIOT .

3a IBIHUA CITUCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Konnentpar 3a nH(py3noHeH pa3TBoOp

Pa3TBOpBT € OUCTBP M OE3IBETEH IO CBETJIOKBIT C 1ieieBo pH 5,8 1 npulbau3uTesieH 0CMOJIapUTET
302,7 mOsmy/1.

4. KJIUMHUYHU JAHHHU

4.1 TepaneBTHYHHU OKA3AHUS

VYimepos3eH KoJIUT

Tremfya e mokasaH 3a jieyeHne Ha Bb3PACTHH MAMEHTH C YMEPEH J0 TEXBK aKTUBEH YIIIEPO3eH
KOJIUT, KOWTO HE Ca C€ MOBIUSIIA JOCTAThYHO, BEUE HE CE MOBIJIMABAT WM Ca MPOSBUIN HEITOHOCUMOCT
KbM CTaHJIapTHATA TEPAIUs WIA OMOJIOTHYHO JICUCHHE.

Bousect Ha Crohn

Tremfya € MMOKa3aH 3a JICYCHUC Ha Bb3PACTHU MAIIUCHTHU C YMCPCHA N0 TCKKA aKTHBHA Ooiect Ha
Crohn, KOHUTO HE Ca C€ MOBJIUAIN AJOCTATHYHO, BEYC HE CC NIOBJIMABAT UJIM Ca IMPOABUIN HETIOHOCHUMOCT
KbM CTaHAapTHaTa TCparusa Ujinu KbM OHOJIOTUYHO JICUCHHUE.

4.2 Jlo3MpoOBKa M HAYMH HA MPUJIOKEHHE

To3u JICKApPCTBCH MPOAYKT € NPCAHA3HAYCH 3a yHOTpe6a noa pbKOBOACTBOTO U Ha6J'HO,Z[eHI/ICTO Ha
JICKAp C OIMUT B IUMArHOCTUIHUPAHETO U JICHCHUCTO Ha 3360H$[BaHI/I$[Ta, 3a KOUTO € ITIOKa3aH.

I'ycenkymab 200 mg KoHUEHTpAT 3a HH(Y3HOHEH pa3TBOpP TPsOBa /1a ce U3MOo3Ba CaMo 32
WHAYKLIMOHHA J03a.

gOSH[}OBKa

Yayeposen konum
IIpemoprunTenHaTa HHAYKIIMOHHA 03a ¢ 200 mg, MpriiokeHa dpe3 HHTPaBeHO3HA HH(Y3USI Ha
Cenmuna 0, Cenmuna 4 n Ceqmuna 8.

Cren mpUKITIOYBaHE HAa cXeMaTa ¢ MHAYKIIMOHHATA 1032 MPEMOPBINTEIHATA TOThpIKaIIa 1032,
3anouBaia Ha Ceaqmuna 16, e 100 mg, nmpuiarana upes MOAKOKHA MHKEKIIMS Ha BCEKU 8 ceMUuIu
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(q8w). AnTepHaTHBHO MPH MAIMEHTH, KOUTO HE MMOKA3BaT JOCTAThYHA TEPANIEeBTUYHA 0132 OT
WHAYKIMOHHOTO JICYEHHE CIIOpe] KIMHUYHATA MPEIeHKa, MOXKe /1a ce OOMHUCIH MOAIbpKAIIa 1032 OT
200 mg, mpuiaraa upes3 MoJAKOKHa HHXKEKIIUS, KaTo ce 3amoune oT Ceamuna 12 u cnep ToBa Ha
Bceku 4 ceamunm (q4w) (Bk. Touka 5.1). Buoieme KXII na Tremfya 100 mg unocekyuonen pazmeop u
200 mg undicexyuoneHr pasmaeop.

I/IMYHOMOZ[YJ'IaTOPI/ITC H/UIn KOPTHUKOCTCPOUAUTEC MOXKE [1a CC MPOABJIZKAT IO BPEME Ha JICUCHUCTO C
cheHKYMa6. HpI/I MaIMCHTH, KOUTO Ca CC IMOBJIUAJIN OT JICYCHUETO C cheHKYMa6, KOPTHUKOCTCPOUANTE
MOXE J1a C€ HaMaJIAT WK J1a C€ CIIpaT B CbOTBETCTBUE CHC CTAHAAPTHOTO JICYCHUC.

TpsbOBa 1a ce OOMHUCITN IPEYCTAHOBSIBAHE HA JICYCHUETO MPH MAIUSHTH, KOUTO HE Ca MOKa3aliu TaHHU
3a TepaleBTUYHA T10J13a ciea 24-ceIMUYIHO JICUCHHUE.

Bonecm na Crohn
[IpenopbuBa ce HAKOS OT CICAHHUTE ABE UHAYKIIMOHHH JO3H:

. 200 mg, mpuiokeHu upe3 uHTpaBeHo3Ha uHPysus Ha Ceamuna 0, Ceamuna 4 u Cenmuna 8.
win
. 400 mg, IPIIOKEHH Ype3 TTOIKOKHA UHKEKIINSA (TIPHIIOKEHH KaTo ABE TOCICAOBATCITHN

umkekun oT 200 mg Besika) Ha Cenmuna 0, Ceamuna 4 u Ceamuna 8. Buowme KXII na
Tremfya 200 mg unorcexyuoren pasmeop.

Crnen npUKIIOYBAHE HA cXe€MaTa ¢ MHAYKIIMOHHATA 1032 NPENopBhUUTEHATA OIbpKaIla 1032,
3anouBaia Ha Ceaqmuua 16, e 100 mg, npuiarana upes MOAKOKHA MHXKEKIMS Ha BCEKU 8 ceMUIU
(q8w). AntepHaTHBHO, ITPH MAIIMEHTH, KOUTO HE TIOKa3BaT IOCTaThuHA TeparieBTUYHA 110132 OT
WHAYKIIMOHHOTO JICUYSHHE CIIOpe KIMHUYHATA MPEICHKA, MOXKE J1a C€ OOMUCIH MOIIbpKAIla 1033 OT
200 mg, npunarana 4ype3 NoJKOKHA HHXXEKLHUs, KaTo ce 3anoune ot Cenmuua 12 u ciaex ToBa Ha
Bceku 4 cenmunm (q4w) (k. Touka 5.1). Buoxcme KXII na Tremfya 100 mg unoicekyuoner pazmeop u
200 mg undcexyuoneHr pasmeop.

HNmyHOMOTyaTopuTe W/WITM KOPTUKOCTEPOUIUTE MOXKE Ja Ce MPOABIDKAT TI0 BPpEMe Ha JISYEHHETO C
rycenkyma0. IIpu manueHTy, KOUTO ca ce NOBIHSIIN OT JIEYEHUETO C I'yCelIKyMad, KOPTUKOCTEPOUAUTE

MOIXKE [1a C€ HaMaJIAT WK [1a €€ CIIpAaT B CbOTBETCTBUEC CbC CTAHAAPTHOTO JICYCHUC.

TpsibBa 1a ce OOMUCIIU MPEYCTAHOBSIBAHE HA JICYCHUETO MPH MAIUSHTH, KOUTO HE Ca MOKa3aJIu JaHHH
3a TepaneBTUYHA 1032 ciiell 24-CeAMUTHO JICUCHUE.

IIponnycHaTa no3a

Axo e nmpomycHarta n03a, T TpH6Ba Ja 6’BZ[€ IMPUIJIOKECHA Bb3MOXKHO Haﬁ—cxopo. CJ'ICI[ TOBa
IMPUIIOKCHUCTO Tp$16Ba Ja ce BH300OHOBU B PEAOBHOTO IIJIAHUPAHO BpPEMC.

CHCLII/IaJ'IHI/I nonyjaanvunu

Cmapuecka 6v3pacm

He e Heob6xonnmo xopurupaHe Ha mo3ata (BX. ToUka 5.2).

Nma orpannyena nHGopMaIus 3a JUIa Ha Bb3PacT > 65 TOJUHN U MHOT'O OTpaHWYeHa WHGOpMAITHS 3a
MAIMEeHTH Ha Bb3PacT > 75 roauHu (BX. TOUKa 5.2).

bvopeuno unu uepnoopobno yspesicoame

Tremfya He e mpoyuBaH Mpu T€3H NOIyJalKuy nanueHTy. [lo npuHIKI HE ce ouakBa Te3H
3a00JISIBaHMS J1a TIOBJIHSST 3HAYUTENHO (DapMaKOKHHETHKATa HA MOHOKJIOHATHUTE aHTHUTEIIA 1
KOpPEKLUH Ha J103aTa He CE CUMUTAT 32 HEOOXOAMMU. 3a JOIBbIHUTEIHA HHPOPMALIUS OTHOCHO
SIMMUHHUPAHETO Ha TyCeIKyMad BHXKTE TOUKa 5.2.

Ileduampuuna nonyrayus
bezomacHoctTa 1 ehukacHocTTa Ha Tremfya npw gena u FOHOIIN HA BB3pacT 1o 18 roguHu He ca

ycTaHOBeHHU. JIumncBar JaHHU.
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Hauua Ha npuiioxxeHue

Tremfya 200 mg KOHIIEHTpAT 32 HHPY3UOHEH Pa3TBOP € MpeIHa3HAuYeH CaMo 32 HHTPaBEHO3HA
ynorpeba. Toit TpsiOBa na ce npusara B MpoIbDKSHHE Ha Hali-MaJIKo ¢MH Yac. Beeku ¢urakoH e
MpeIHa3HAYeH caMo 3a eJHOKpaTHa yrnoTpeda. 3a yKazaHus 3a pa3pek/iaHe Ha JEKapCTBEHUS MPOTYKT
MIpeIU NPUII0KEHNE BIKTE TOUKA 6.6.

4.3 IIpoTuBOMOKA3aAHUA

CepunosHa CBPBXYyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HSKOE OT IOMOIIHUTE BELIECTBA,
n30poeHu B Touka 6.1.

Knuan4yHOo 3HaYMMHK aKTHBHU MH()EKLIWH (Hamp. akKTUBHA TYOEpKyJ103a, BX. Touka 4.4).

4.4 Chenuananu npeaynpesaeHus: U NpeANa3sHl MepKH NPU ynoTpeda

IIpocnenumoct

3a Ja ce HOI[O6pI/I MMpocCICAMMOCTTA Ha OHOJIOTUYHUTE JICKApPCTBCHU MMPOAYKTU, UMCTO U MMAPTUAHUAT
HOMCP Ha Ipujiaranvsd OpoayKT TpSI6Ba SICHO Ja CC 3aIrcCBar.

Undekimu

I'ycenkymab Moske Ja TIOBHINTK prcKa oT nHpeKIus. JledenueTo He TpsiOBa 11a ce 3amoyuBa Mnpu
MAIMEHTH C KIIMHINYHO 3HAYMMa aKTHBHA UH(EKIINS 10 OT3ByYaBaHEe HA MH()EKIUATA UK JI0
aJICKBATHOTO U JICUCHHE.

[TammenTrTe, TEKyBaHH C TyCeNnKyMal, TpsiOBa Ja ce MHCTPYKTHPAT Ja ThPCAT MEAULIMHCKA TTIOMOII
MIPH BE3HUKBAHE HA TIPU3HAIY WU CUMIITOMH HAa KIIMHWYHO 3HAYMMa XPOHUYHA WM OCTpa WH(EKIHSL.
AKO TaInyeHT pa3Bue KIMHUYHO 3HaYMMa WU CEpUO3HA WH(EKIINS WM HE Ce TIOBIUSIBA OT
CTaHIapTHATa Tepanwus, NalNeHTHT TPsOBa a ce mpociesBa BHUMATEIHO 1 JICYEHHUETO TPsAOBa /1a ce
NpEeyCcTaHOBH JI0 OT3BY4aBaHe HA HH(DEKIUATA.

Orrenka 3a TyOepKyJ103a Ipean JIEYUSHHUETO

[Ipenu 3amouBaHe Ha JeueHNUE MALMEHTUTE TPAOBaA Ja ce u3ciensart 3a Tyoepkyno3na (TB) ungexuus.
[NanuenTute, momyyaBaly rycenkyma0, TpsOBa Ja ce MpociieAsiBaT 3a MPU3HALN U CHMITOMH Ha
aktuBHa TB no Bpeme Ha jeueHueTo u cief Hero. Ilpu nanuenTuTe ¢ MUHaAJIAa aHAMHE3a 3a JIATCHTHA
win akTuBHA TB, ipu KOuTO HE MOXKe Aa ce MOTBBPAM aACKBATEH KypcC Ha JIedeHue, TpsIOBa Ja ce uMa
npeaBua antu-1B Tepanus npenu 3amouBaHe Ha JICUCHHE.

CBPBXYYBCTBUTEIITHOCT

Ch00I1eHn ca Cepro3HH PEaKIUi Ha CBPhXIYBCTBUTEITHOCT, BKIFOUUTEITHO aHA(WIAKCHS, TTPH
MMOCTMApPKETHHTOBH yCJIOBUSA (BXK. Touka 4.8). HsIkoM OT CeprO3HHUTE peakiny Ha
CBPBXYYBCTBUTEITHOCT BH3HUKBAT HAKOJIKO JIHU CIIE]] ICYSHUETO C IyCeIKyMal, BKIFOUUTEITHO CITydan
C YPTHKApUs U TUCITHEs. AKO HACTHITM CEPHO3HA PEaKIHs Ha CBPhXUyBCTBUTEITHOCT, MIPIIIOKEHUETO
Ha rycesikymMab TpsiOBa Jia ce IpeyCTaHOBH U He3a0aBHO J1a ce 3al0YHE TIOAXO/ISIIA TePaITHsl.

IloBuimieHy HMBA Ha ‘ICDHOZ[DO6HI/ITG TpaHCaAMHMHA3H1

B ximHIYHM IPOYyYBaHUS IPH IICOPUATHYEH apTPUT ce HaOJII0AaBa yBeIMdeH Opoii Ha cCiiydanTe Ha
MOBHUIIEHU YepHOAPOOHN EH3UMH NP MALMEHTH, JIEKYBaHH € TycelkyMad 4w B CpaBHEHHE C
NalKeHTH, JIEKyBaHHU C TycelKyMad q8w miH Ha mianedo (Bx. Touka 4.8).
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Koraro ce nmpennucsa rycenkyma0 q4w npu IIcopuaTudeH apTpuT, IPEnopbuBa ce 1a ce paBu
OLIEHKA Ha YEPHOAPOOHUTE €H3UMHU Ha U3XOAHO HUBO U CJIE]l TOBA CIIOPE] YCTAaHOBEHOTO JICUCHHUE Ha
nanueHTa. Ako ce HaOJIro1aBaT MOBUIIIEHU HUBA Ha allaHWH aMuHoTpaHcdepazaTta [ALAT] unn Ha
acnapraT amuHoTpaHcdepasata [ASAT] u uma mogo3peHHs 32 YePHOIPOOHO YBpPEKIIAHE,
HHIIyLIIPAHO OT JIEKapCTBOTO, JIEYEHUETO TPsiOBa BPEMEHHO Jla C€ NPEKbCHE, JOKATO Ta3U AUArHo3a He
ObJe U3KIIIOYEHA.

Nmynuzanmmn

[Ipenu 3amouBaHe Ha Teparmus, TPSAOBA JIa CE MOMECITH 32 U3BBPIIIBAHE HA BCUYKH MOIXOSIIN
MMYHHU3allUM B ChOTBETCTBUE C AKTYaJHUS MECTECH UMYHM3AIIMOHEH KaneHaap. JKuBu BaKCUHU HE
TpsiOBa Ja ce mpujiaraT eTHOBPEMEHHO IPY MAIMEHTH, JIEKyBaHH ¢ TycenkyMmab. JIumcsat nanau
OTHOCHO OTI'OBOPa KbM JKUBU WJIM UHAKTUBUPAHU BAaKCUHHU.

[Ipenu BakcuHMpaHe C )KUBH BUPYCHHU HITU JKUBH OaKTepHAaIHU BAKCHHH JICYEHUETO TPSOBaA Ja ce cripe
3a Ha-MaJIKO 12 ceaMHIM Cel MOoCaeaHaTa 032 M MOYKE [1a C€ MOAHOBH Hal-MajIKo 2 CEIMHUIN CIIEL
BakcuHUpaHeto. [IpennmuceammuTe nekapu TpsAOBa Ja HanpaBsT cipaBka ¢ KpaTkaTta xapakrepucTuka
Ha HpO,ZIYKTa Ha KOHerTHaTa BAaKCHHA 3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/DI nu yKa3aHI/I51 OTHOCHO
CBIIBTCTRAIIA YIIOTpeOa Ha UMYHOCYIIPECOPHHU CPEACTBA ClIe]] BAKCHHUPAHETO.

TToMoOIIIHH BEIEeCTBA ¢ U3BECTHO JIEUCTBUE

Cvowporcanue na noaucopoam 80
To3u nexapcTBeH NpoayKT cbabpxka 10 mg nomucopdat 80 (E433) BbB Bceku (uiakoH, KOUTO ca
expuBasieHTHH Ha 0,5 mg/ml. [TonucopbaruTe Morar Ja MPUUUHAT aJICPrUYHN PEaKIINH.

Cvovporcanue na Hampuii
To3zu nekapcTBEH MPOAYKT ChABPXKA Mo-Manko oT 1| mmol Hatpwuii (23 mg) Ha 103a, T.€. MOXKe Ja ce
Kake, 4e MPaKTUIEeCKH Ha ChIbpiKa HATPUH.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHM NPOAYKTH M APYTrH (JOPMH Ha B3aUMoOJelicTBHE

Bsaumoneticteus cwse cyocrpatu Ha CYP450

B enno npoyusane ¢a3za [ npu nanueHTH ¢ yMepeH 0 TeKbK IJIaKOB IICOPUA3UC IPOMEHUTE B
cucteMHUTE eKCHO3UIUHU (Cmax 1 AUCinf) Ha MuZa30aM, S-BapdapuH, oMenpasoll, JekcTpoMeropdan
1 Ko(heuH el eqUHNYHA 1032 IycelIkyMal He ca KJIMHUYHO 3HAYMMU, KOETO I0Ka3Ba, e
B3aUMOJICHCTBUS MEX Iy Tycenkymad u cyoctpaty Ha paznuuau CYP enzumu (CYP3A4, CYP2C9,
CYP2C19, CYP2D6 u CYP1A2) ca manko BeposaTHH. He € He00X01uMo KOpUTHpaHe Ha 703aTa,
KOTaTo TycelaKyMab ce mpuiara eqHOBPEMEHHO chbe cyocTpartu Ha CYP450.

ExHoBpeMeHHa HMYHOCYIIPECHBHA Tepanust Win ¢GOTOTEPAITHS

B npoy4Banus npu nicopuazuc 6€30MacHOCTTa U ePUKACHOCTTA HA TycelKyMad B KOMOMHAITUS C
UMYHOCYTIPECOPH, BKIFOUUTEITHO ONOJIOTHYHH POIYKTH, I (HOTOTEepaIus He ca OlleHsIBaHU. B
MIPOYYBaHUS IIPH IICOPHATHYEH apTPUT €THOBpEeMeHHaTa yroTpebda Ha meTtorpekcat (MTX) e
W3IIICK/IA Ja OBJIHSIBA OS30MMACHOCTTA WM €PUKACHOCTTA Ha TYCEIIKyMao.

B npoyuBanus nipu yiepo3eH konuT u Oonect Ha Crohn enHoBpeMeHHaTa yrnorpeda Ha

MMYHOMOJyJIaTOpH (Hamp. a3aTHONpUH [AZA]) WM KOPTUKOCTEPOHUIM HE M3TJIEXK/1a 1a TIOBIHSBA
Oe3omacHOCTTa WK €PUKACHOCTTA Ha TycesKyMao.
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4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

KeHu ¢ geTepoAcH MOTCHIAT

JKenu ¢ neTeponeH noTeHmyai TpsAOBa qa U3MOI3BAT €PEKTUBHE METOU Ha KOHTPAILCIIIHS 10 BpeMe
Ha JICUCHUE U B IPOIBJDKEHUE HA Ha-Malko 12 ceAMUIIM clie]] JICUCHUETO.

BpemenHoct

NwMa orpannyeHH JaHHU OT yroTpedaTa Ha rycenkymad npu OpeMeHHH xeHu. [IpoyuBaHusTa mpu
JKUBOTHHU HE MOKA3BaT MPEKH WM HEMPEKH BpeAHU e()eKTH, CBbP3aHU ¢ OpEeMEHHOCTTA,
eMOPHOHATHOTO/(PETATHOTO Pa3BUTHE, PAYKAAHETO WM MOCTHATAIIHOTO pa3BUTHE (BXK. TOYKaA 5.3).
Karo npeama3na mMspka e 3a nmpeamnodnTaHe aa ce u3osrea ynorpedara Ha Tremfya mo Bpeme Ha
OpeMeHHOCT.

Kspmene

He e u3BecTHO manm rycenkymMad ce eKCKpeTupa B KbpMara. M3BecTHO e, e dopemkuTe 1gGs ce
eKCKpEeTHpaT B KbpMaTa Mpe3 IIbPBUTE HAKOIKO THU CJe/ PAKIAHETO U CKOPO CIIe/l TOBa HaMaJsiBaT
JI0 HUCKU KOHIICHTPAIIMH; CJICIOBATEITHO, PUCKBT 32 KbPMAUETO MPe3 TO3U NePUoJT HE MOXKe Ja Obie
uskioueH. TpsiOBa 1a ce B3eMe pelieHre Jaliv 1a ce MPEeKpaTH KbPMEHETO WK J]a He Ce 3a1o4yBa
nedenue ¢ Tremfya, kaTo ce B3eMaT MpenBH/I MOI3aTa OT KbPMEHETO 3a JIETETO U [10J13aTa OT
TepanuATa 3a xxeHaTta.Bukre Touka 5.3 3a nHpOpMAIIMs OTHOCHO €KCKpEIUATa Ha TycelkymMal B
MJISIKOTO Ha KHBOTHHU (JIBJITOOIAIIATH MAKaIlH ).

depTunurer

EdekTsT Ha TycenkyMald BEpXy QepTHINTETA TP XOpa He € olleHeH. [IpoyuBaHusTa IPU )KUBOTHU HE
MMOKa3BaT MPEKH WX HEMPEKH BpeaHH e(peKTH, CBbp3anu ¢ pepTumrera (BXK. TOUKa 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe u padoTa ¢ MAIINHA

Tremfya He MOBIUsIBA WK TIOBJIHSBA PEHEOPEKUMO CIIOCOOHOCTTA 32 Mo upaHe U paboTa ¢
MaIlUHH.

4.8 Hexenanu JeKkapcTBeHH peakINU

O0600611IeHMEe Ha podwiia Ha OE30IIaCHOCT

Haii-gectaTa HexxenaHa peakius € MHQEKIMK Ha TUXaTSIHUTE MbTUINa (mpudausutento 8% ot
MAIMCHTUTE B MPOYYBAHUATA C YIIEPO3CH KONHT, 11% OT manueHTuTe B MpoydYBaHuUsATa ¢ 00JIeCT Ha
Crohn u 15% oOT manueHTUTE B KIIMHUYHUTE TIPOYYBaHUSI IIPU TICOPUA3UC U TICOPUATPHYUECH apTPHT).

OOmusaT mpoduia Ha 6e30MaCHOCT MPU MANMEHTUTE, JIeKyBaHu ¢ Tremfya, ¢ CX0/eH Npu MalMeHTHUTE C
NICOPHUA3HC, ICOPUATPUICH aPTPUT, YIIIIEpO3eH KoiuT U 6osect Ha Crohn.

CruchbK Ha HEXKEIIAHUTE PCaAKII B TaOJIMYEH BUJ

B Tabmuma 1 ca n30poeHH HEXEIAHUTE PEAKIIUK OT KIIMHUYIHY MPOYYBAHMSI IPH TICOPHA3HC,
TICOPUATHYCH aPTPUT, YIIEPO3CH KOIUT U OosiecT Ha Crohn, KaKTO M HEXEIAHUTE PEAKIIHH,
CHOOIIEHU OT TOCTMAPKETUHTOBUS OIUT. HexenanuTe peakuu ca Kiacu(puimpanu o CUCTeMo-
opraseH kiac Ha MedDRA u 1o decToTa ChINIaCHO CjieIHaTa KOHBEHIUA: MHOTO yectu (> 1/10),
yectu (> 1/100 go < 1/10), mewectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 no < 1/1 000), mHOTO
peaxu (< 1/10 000), ¢ Hen3BecTHA YecTOTa (0T HAIMYHKUTE JJAHHU HE MOXKe Ja ObJie HampaBeHa
orieHka). [Ipu Bcsiko rpymupaHe B 3aBUCUMOCT OT Y€CTOTATa, HEeXKEIIAaHUTE PEaKIMU ca MPEACTABEHU B
HU3XO/IAIII PEJT 110 OTHOIIICHUE Ha TIXHATA CEPUO3HOCT.
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Tabauna 1: CnucbK HA HeXKeJAHUTE Peakiuu

CucremMo-opraneH KJjac YectoTa Hexenanm peakuuu

Wupekumn u nadecrarun MHuoro uectu WHubekuny Ha TUXaTETHUTE TbTUIIA
Heuectu Wudekumu ¢ xeprec CUMILIEKC
Heuectu Jepmatodurosa
HeuecTtu T'acTpoenTeput

Hapymennst Ha uMyHHaTa Penkn CBpBXUYBCTBUTEITHOCT

cucremMa Penxu Anadunakcus

Hapymenus Ha HepBHaTa Yectn I'maBoGonue

cucremMa

CromantHo-upeBHH HapymieHus | Yectn Huapus

Hapymrenns Ha koxaTa u Yectn O6puB

MOJIKO)KHATA ThKaH Heuectn Yprukapus

Hapymenus Ha Yectn Aptpanrus

MYCKYJTHO-CKEJIeTHATa CHCTEMA

Y ChbeIMHUTEIHATA ThKaH

OO0y Hapymenus u edpekt Ha | Hewectn Peaknus Ha MACTOTO Ha HHKCKTHPAHE

MSACTOTO Ha MPUJIOKCHUE

N3cnensanus Yectu IToBuIlleHN HMBa Ha TpaHCAMUHA3UTE
Heuectn [Tonmxen Opoif Ha HEYTPODHUITUTE

Onucanue Ha I/I36DaHI/I HCXCIaHU pCaKIInu

Toguwenu nusa na mpancamunazume

[Ipe3 mane6o-KOHTpOIMpaHus IEPHOA Ha [BE KIMHUYHM NpoyuBanus ¢asa Il mpu ncopuatnuen
apTPUT HEXEJAHUTE PEaKLUY ¢ IIOBUILIEHU HUBA HA TpaHCaMHHa3uTe (BKiIrouBainy nosumena ALAT,
nosuiieHa ASAT, NOBUIIEHU YepHOAPOOHHU €H3UMH, TIOBUILIEHH TPaHCAMHUHA3H, OTKJIOHEHUS B
YepHOAPOOHHUTE (PYHKIMOHATHH MTOKA3aTeN1, XUIEePTPAHCAMUHA3EMHUSI) Ce ChOOIIABAT MI0-YECTO B
rpynuTe, JeKyBaHH ¢ rycenkymao (8,6% B rpymnata ¢ noaxkoxHo npuioxenue Ha 100 mg g4w u 8,3%
B T'pyTiaTa ¢ moakoxHo npmioxenue Ha 100 mg q8w), oTKoIKOTO B rpymara Ha 1uianedo (4,6%). 3a

1 roguHa HeXeNaHW PEeaKLUH ¢ IOBUILIECHHU TPaHCaMUHAa3H| (BXK. O-rope) ce cbodiasat npu 12,9% ot
MalUeHTUTe B rpynata Ha g4w u nipu 11,7% oT nmanmeHTuTe B rpynarta Ha q8w.

Criopen 1abopaTOpHUTE OIIEHKU TIOBeUeTO NoBuIeHus Ha TpancamuHaszuTe (ALAT u ASAT) ca<3 x
ropHara rpanuna Ha Hopmata (ULN). VBennuenusta Ha Tpancamunasute oT >3 10 <5 x ULNu >S5
x ULN ca ¢ HuCKa 4ecToTa, KOTO I0-4eCTO Bh3HUKBAT B IpyIaTa Ha rycenkyMad q4w B CpaBHEHHE C
rpynara ¢ rycenkymab q8w (Taouuia 2). [TomoOHa yecToTa 10 TEKECT U 10 rpylia Ha JICUCHHUE ©
HaOJronaBaHa 70 Kpas Ha 2-TOAMIIHOTO KIMHUYHO NpoyyBaHe (aza 3 IpH ncopuaTHueH apTpHT.

Ta0auna 2: YecToTa Ha cjlydauTe HA IALMEHTH C NIOBHIIEHU HUBA HA TPAHCAMUHA3UTE cJle[l
W3XO0/IHO HMBO B JIB¢ KJIMHUYHHU npoyuBanus ¢asza I1l npu ncopuaTnveH apTpur

Jlo Cenvuna 24* Jo T'oguna 1°
Mnanc6o rycesikymad rycesnkymad rycesnkymad rycesnkymad
N=§7OB 100 mg q8w 100 mg g4w 100 mg q8w 100 mg g4w
N=373" N=371" N=373" N=371"
ALAT
Blmf]o 3x 30,0% 28.2% 35,0% 33,5% 41,2%
63&0 = 1.4% 1.1% 2.7% 1.6% 4.6%
>5 x ULN 0.8% 0,8% 1,1% 1,1% 1,1%
ASAT
Blmio 3x 20.0% 18.8% 21,6% 22.8% 27.8%
I>J3L§° 5 0,5% 1,6% 1,6% 2.9% 3.8%
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| >5 x ULN | 1.1% | 0,5% | 1,6% | 0,5% | 1,6%
?  mIane60-KOHTPOIUPAH NEPUOL

6 IMaUuEeHTH, paHAOMU3HUPAHU Ha nnaue6o Ha U3XO0JHO HUBO U NPEMHUHAIU CJIEA TOBA KbM rycenKyMaG, HE Ca

BKJIIIOYBAHU.

Opoii MalMeHTH ¢ Hal-MaJIKO €JJHA OLICHKA CJIC/ U3XOHO HUBO 32 KOHKPETHOTO J1abOpPATOPHO U3CIIEABAHE B
PaMKHTE Ha Iepruoa OT BpeMe.

B ximHWYHATE TpOYyYBaHUS MIPH IICOPUA3NC, 32 €IHA TOJIMHA YeCTOTaTa Ha CIlydanTe Ha MOBHIIABAaHE
Ha tparncamuHasute (ALAT n ASAT) 3a rycenkymad q8w e mogo0OHa Ha HabIro1aBaHaTa 3a
rycenkymad q8w B KIMHUYHUTE MPOYYBAHHS MIPH IICOPUATHYCH apTPUT. 3a 5 TOAMHU, YeCTOTaTa Ha
CIIy4aWTe Ha ITOBHUINIABAaHE Ha TPAHCAMUHA3UTE HE CE YBEIMUYABa C BCSKA TOJIMHA TIPH JICYCHHUE C
rycenkyma0. IloBedero nopuieHus Ha TpancammHasuTe ca < 3 x ULN.

B noBeuero CJIyuau MOBUIIABAHETO HA TPAHCAMHWHA3UTE € MPEXOAHO U HEC BOJAU 10 NPCYCTAHOBABAHC
Ha JICYCHHUECTO.

B c6opuu xmHmuHN npoyusanus ¢asa Il u ¢asa Il mpu 6onect na Crohn mpe3 miane6o-
KOHTpoJinpanus nHaykinuoneH nepuon (Ceamuna 0-12) HexellaHu ChOUTHS, CBbP3aHU C MIOBUIIICHH
TpaHcaMuHa3u (BkirouBamny nmosuiieHa ALT, nosumiena AST, MOBUILIEHN YepHOAPOOHN SH3UMH,
MOBHUIIIEHU TPAHCAMHHA3U M MOBUIIEHU YepHOAPOOHH (DyHKIIMOHATIHU TECTOBE), CE ChOOIIaBAaT Mo-
YecTo B IPYIUTE, JIeKyBaHU ¢ Trycenkymad (1,7% oT manmeHTuTe), OTKOIKOTO B Tpynara Ha rianedo
(0,6% ot manmentute). B cOopuu knmHMYHYN poyyBanus ¢asa Il u ¢aza Il npu 6onect va Crohn
npe3 OTYETHHSI IEPUOJ] OT MPUOIN3UTENTHO eIHA FOANHA HEeXeJaH! ChbOUTHUS, CBbP3aHH C TIOBUILIEHH
TpaHcamuHasu (Bkitousamy nosuieHa ALT, mosumena AST, noBuieHn 4epHOAPOOHH SH3UMH,
MIOBHUIIIEHU TPaHCAMHUHA3M, HAapyllleHa YepHOAPOOHa (GYHKIIUS U IOBUIICHH YePHOAPOOHH
(YHKIIMOHAIHU TECTOBE), ce ChoOIIaBaT npu 3,4% OT NAllMEHTHUTE B IpyTaTa Ha JICUeHHE C
rycenkyma6 200 mg noakoxHo q4w u 4,1% OT nmanueHTUTe B rpynara Ha JISYeHHE C ryceskymMad
100 mg noxkoxxHO q8W B cpaBHEHHME C 2,4% B rpynaTa Ha mianedo.

BB3 ocHOBa Ha MabOPaTOPHUTE OIIEHKH B COOpHUTE KIMHUYHY npoyuBanus (aza Il u daza Il mpu
0omnect Ha Crohn yectorara Ha moBuinaBane Ha ALT win AST e mo-HuCKa OT Ta3H, HAOII01aBaHa B
KIMHAYHUTE npoyuBanus ¢asa Il mpu ncopuatuuen aptpur. B cOOpHHTE KITMHUYHN TPOYYBAHUS
¢aza Il u dasza Il npu 6onect va Crohn npe3 mnanedo-kouTponupanus nepuoa (Cenmuna 12) npu
MalMeHTHTE, JEKyBaHH C rycenkyma0, ce cpo0manaT nopuienus Ha ALT (< 1% ot nauuentute) u
AST (< 1% ot maumentute) > 3x ULN. B cOopuute knuanunn npoyuBanus ¢aza Il u daza 11l npu
oonect Ha Crohn nipe3 OTUETHHS IEPHOJ OT MPUOIUIUTEIHO eHa rojuHa nmoBuineHus Ha ALT u/vnu
AST > 3x ULN ce cpo0maBat mpu 2,7% 0T nauneHTUuTe B IpylaTa Ha jedeHue ¢ ryceakymad 200 mg
HNOJKOXKHO q4w u 2,6% OT nanueHTuTe B rpynara Ha jieueHue ¢ rycenkymad 100 mg noakoxxHo q8w B
cpaBHeHue ¢ 1,9% B rpynata Ha miane6o. B moBedeTo cirydau moBUIIABaHETO Ha TPAHCAMUHA3HTE €
IPEXOAHO U HE BOIY JI0 MPEKPATABaHE Ha JICUCHUETO.

THonuocen 6pou neympoghunu

[pe3 mnane6o-KOHTpOIMpaHus IEPHOJ Ha JBE KIMHUYHU TpoyuBaHus ¢asa Il mpu ncopuatrueH
apTPUT HEXEIAaHUTE PEaKINH C TIOHWKEeH Opoil HeyTpo(uin ce choOImaBaT Mo-4ecTo B B TpyIaTa,
nexyBaHa ¢ rycenkymab (0,9%), otkonkoto B rpynata Ha 1uiane6o (0%). 3a 1 ronuHa Hexxenanu
peakiuu ¢ MoHIKeH Opoi HeyTpodmiu ce chodmasat rmpu 0,9% ot nareHTuTe, JICKyBaHH C
rycenkyma6. B rmoBeuero cirydau MoHM»KaBaHETO Oposi Ha HEYyTPOMMIIUTE B KPBBTA € B JIEKa CTEIICH,
MPEXOJIHO, HE € CBHP3aHO ¢ MH(EKIMS 1 He BOJHM JIO MPEKPATIBAHE HA JICUCHUETO.

Tacmpoenmepum

IIpe3 mnare60-KOHTPOTUPAHUS IIEPHUO Ha IBE KIMHUYHH ITpoyuBanus daza Il mpu ncopuasuc
TaCTPOCHTEPHUT HACTHITIBA MIO-YECTO B TPyIaTa, JIEKyBaHa ¢ rycenkymao, (1,1%) oTkoiakoTo B rpynaTa
Ha mane6o (0,7%). o Cenmura 264, 5,8% 0T BCHYKH MallMEHTH, JICKYBaHU C T'yceIKyMao,
CHOOIIABAT 3a TACTPOEHTEPHUT. HerkenmaHuTe peakiuy Ha TaCTPOSHTEPHUT HE ca CEPUO3HU U HE BOJIST
JIo TIpeycTaHoBsIBaHe Ha rycenkymad qo Ceamura 264. UectoTara Ha CIIydauTe Ha TaCTPOSCHTEPHT,
HaOJI0JaBaH Mpe3 TIale00-KOHTPOIHPAHUS IEPHO] Ha IPOYYBAHUS MPH IICOPUATHYCH apTPHT, €
CXOJICH ¢ HaOJII0aBaHUTE B KIIMHUYHHUTE HPOYYBAHHS IIPH IICOPHUA3KC.
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Peaxyuu na msacmomo na unsicexmupaue

B nBe knunanynm npoyusanus ¢asa Il mpu ncopuasuc no Ceamuna 48, 0,7% OT HHKEKIUUTE C
rycenkyma6 u 0,3% oT nHKeKIuuTe ¢ Tuianedo ca CBbP3aHu ¢ Peaklud Ha MACTOTO Ha HH)KEKTUPAHE.
Ho Cenmuna 264 0,4% oT WHXEKITUUTE C TyceakyMal ca CBbpP3aHH C PeaKIiK Ha MSICTOTO Ha
UH)KeKTUpaHe. PeaknuuTe Ha MACTOTO Ha MH)KEKTUPAHE KaTo ISUI0 €a JIEKU IO YMEPEHH 110 TEXKECT;
HHUTO €JJHa HE € CEePHO3Ha M e/IHa € JOBeJIa JI0 IPEyCTaHOBsBAaHE Ha IryceskyMao.

Jo Cenmuna 24 B nee knmHYHA Npoy4uBanus dasa Il mpu ncopuatruen aprput OposT Ha
NalUeHTHUTE, ChOOLTHIN | MM OBeYe PeakLMi Ha MACTOTO Ha MHXKEKTUPAHE, € HUCHK U MaJIKO TO-
BUCOK B TPYITUTE Ha I'ycelKyMald, OTKOJIKOTO B rpynata Ha miaunebo — 5 (1,3%) nauuenTa B rpynara
Ha rycenkyma0 q8w, 4 (1,1%) nanuenTa B rpynara Ha ryceinkyma0 q4w u 1 (0,3%) manueHT B
rpynara Ha miane6o. Equn nauuenT e npekpaTui JeUYeHUETO C TyCesIKyMal mopaan peakius Ha
MSICTOTO Ha HHXKEKTHpaHE Mpe3 MIane00-KOHTPOIUpaHHs IEPHO HA KIMHUYHY IPOYYBAHUS MIPH
ncopHaTHueH apTpuT. 3a 1 roJHa MPOLEHTHT Ha MAUEHTHTE, ChOOINaBaIly | Wi moBeve peakiuu
Ha MSCTOTO Ha WHKEeKTUpane, € 1,6% u 2,4% choTBETHO B IpymnuTe Ha rycenkymad q8w u g4w. Karo
ISJ10 Y€CTOTaTa Ha WHYKEKIIMHUTE, KOUTO Ca CBBP3aHU C PEaKIMU Ha MSACTOTO HA MH)KEKTUPAHE,
Ha0JI0JaBaHy Npe3 TIaneb0-KOHTPOIUPAHUS TEPUO] Ha KIIMHIUYHU MPOYYBAHUS MTPU NICOPUATHYEH
apTpPHUT, € CXOJICH C YeCToTaTa, HabJIr0laBaHa B KIIMHUYHUTE TPOYYBaHUs [IPH TICOPUA3HC.

B xiMHUYHOTO IpOyYBaHe ¢ MOIBPIKAIIO JeueHue pu yieposeH konut ¢asa Il mo Cenmuna 44
NPOIIEHTHT Ha MAIMEHTHUTE, KOUTO ChOOMABaT | WM MOBeue peakiuy Ha MSICTOTO Ha MHXKEKTHPaHe Ha
rycenkymao, e 7,9% (2,5% ot umxexkuuuTe) B rpynara Ha rycenkymad 200 mg noakoxHo q4w
(rycenkymab 200 mg e mpmiarad kaTo aBe nHxeKun oT 100 mg B KIIMHUYHOTO TIPOYYBaHE C
MOJTBPIKAIIO JICUCHUE TIPH yIIepo3eH KoiuT ¢asa 1) n HsiMa peakiuu Ha MSCTOTO Ha WHIKEKTHpaHE
B Tpynara Ha rycenkymad 100 mg noakoxuo q8w. [loBeueTo peakuny Ha MICTOTO HA HHKCKTHPAHE
ca JICKH ¥ HUTO €HA HE € CePHUO3HA.

B xnuanuHM npoyuBanus ¢aza Il u ¢a3za Il npu 6onect Ha Crohn go Cenmuna 48 MpoleHTHT Ha
NalMeHTUTE, KOUTO ChoOIaBar | niy noBede peakuyu Ha MICTOTO Ha MHXKEKTHUPaHe Ha IyCelIkymao,
e 4,1% (0,8% oT uHKeKuuuTe) B rpynaTta Ha JIeueHHe, 10JIy4yaBajla HHTPAaBEHO3HA MHAYKLUS C
rycenkymab 200 mg, mociensana ot 200 mg nmoakoxHo q4w, u 1,4% (0,6% OT UHKEKIIUHUTE) OT
MalMeHTHUTE B IpyNaTa Ha HHTpaBeHO3HA HHAYKLUS ¢ Tycenkymad 200 mg, nocneasana ot 100 mg
MOAKOXHO q8w. KaTo 15110 peakuuTe Ha MSICTOTO HA MHXEKTUpaHe ca Jieku. Huto enHa He e
CEepHO3Ha.

B xmmanyHN ipoyuBanus ¢asa Il mpu 6omect Ha Crohn no Ceamuia 48 mponieHTHT Ha TIAIIMEHTHUTE,
KOMTO ChOOMmIaBaT 1 mim moBeye peakiini Ha MSCTOTO Ha MHXKEKTHpaHe Ha rycenkymao, e 7% (1,3%
OT MHXXCKIUUTE) B rpylaTa Ha JieueHue, noiaydasana 400 mg o KokHa UHITYKIUS, [TOCIIeBaHA OT
200 mg moakoxHO q4w, 1 4,3% (0,7% OT MHKEKIHUUTE) OT MAIUEHTHUTE C ITOAKOXKHA HHIAYKIIHAS C
rycenkymad 400 mg, mocnensana ot 100 mg noaxoxxxHo q8w. [loBedyeTo peakimu Ha MACTOTO Ha
WHXXEKTHpaHe ca jieku. HuTo ejiHa He e cepro3Ha.

Hmynozennocm
HNmyHOTEHHOCTTa Ha rycelKyMal € OICHSIBaHA C YyBCTBUTEICH UMYHEH TECT 32 IOHOCUMOCT KbM
JIEKapCTBOTO.

B cOopuuTe ananu3u BB dasa Il u daza Il npu nanuenTH ¢ icopuasmc u ¢ IcopuaTHyeH apTput 5%
(n=145) oT nmanueHTHTe, JEKYBaHH C TyceaKyMab, pa3BUBaT aHTUTEJIA CPEILY JIEKapCTBOTO 10

52 ceamuru ot edenueto. [Ipubmmutenno 8% (n=12) ot manueHTruTe, pa3BUBAIIN aHTUTENA CPEIILY
JIEKapCTBOTO, MMAT aHTHTENA, KIacCH(OUIIPaHH KATO HEyTpaIM3Upallly, KoeTo ce paBHsBa Ha 0,4% ot
BCHYKH NALMEHTH, JIEKYBaHH ¢ Tycelakymad. B cOopaute ananuzu ¢asa Il npu nanueHTH ¢ ncopuasuc
npubauzuTenHo 15% oT naumeHTuTe, JIeKyBaHU C TycelIkyMal, pa3BUBAT aHTUTENA CPELLy
JIeKapcTBOTO A0 264 cepmuiy ot eueHunero. [Ipu npubiausutento 5% OT manueHTuTe, pa3BuiIn
AHTHJICKApCTBEHU aHTHUTENA, aHTUTENATa ce KIacu(UIMPAT KaTo HEyTPaTU3UpAIli, KOETO € PABHO Ha
0,76% oT BCHYKH MAIMEHTH, JICKYBaHHU C IyCeJIKyMal. AHTHUTENaTa CpeLLy JEKapCTBOTO HE ca
CBBP3aHU C TIO-HUCKA €(PUKACHOCT WM Pa3BUTHE HA PEAKIIMU Ha MSCTOTO HA HHKXCKTHPAHE.
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B c6opuuTe ananu3u BB ¢asa Il u daza Il npu nanueHTH ¢ yiepo3eH KOJIUT npuoim3nuTenHo 12%
(n=58) ot marMeHTUTE, JEKYBaHU C TycelIKyMal B IPOABIDKEHUE HA MAKCUMYM 56 CeIMHUIIH, ca
Pa3BHWIN aHTUJICKapCTBEHH aHTUTeNa. OT MAIMeHTUTE, Pa3BUIIA aHTHIICKAPCTBCHU aHTUTEINA,
npubmu3uTenHo 16% (n=9) uMat aHTHTENa, KOUTO ca KiIacu(UIMPaHU KaTo HEyTPaTU3UpaIln, KOETO
ce paBHsABa Ha 2% OT BCUYKH MaLMEHTH, JIEKYBaHHU C TyceIKyMal. AHTHIEKapCTBEHUTE aHTHUTENA HE
ca CBBP3aHU C MMO-HUCKA e(h)MKACHOCT WIIH Pa3BUTHE HA PEAKIIUU Ha MIACTOTO HAa WHKEKTHPaHE.

B 060061menuTe ananuzu oT ®Pa3za Il u daza I no Ceamunia 48 npu manuenTH ¢ 6oect Ha Crohn,
KOUTO ca JIEKyBaHU ¢ MHTPABEHO3HA MHAYKIIHS, TIOCIEIBaHA OT CXeMa C IMOJKOXHA MO IbpKAIIa 103,
npubnm3uTenHo 5% (n=30) oT maueHTuTe, JIeKyBaHH ¢ TYCeIKyMal, ca pa3BHIIN aHTUIICKapCTBEHU
anTutena. OT HallMEeHTUTE, Pa3BUIIN aHTHICKAPCTBEHU aHTUTENA, IpuOInu3nuTenHo 7% (n=2) ca umaiu
aHTHUTeNa, KIACU(PUIMPAHU KaTO HeYTpaIu3upaIly aHTUTeNa, KoeTo ce paBHsBa Ha 0,3% oT
MAIUCHTUTE, JIEKyBaHH C TYCENKyMao.

[Ipu ananu3 BbB daza Il 1o Ceqmuiia 48 npu narentu ¢ 6onect Ha Crohn, JIeKyBaHU C ITOJKOXHA
WHAYKIYSA, TIOC/IEIBaHa OT CXeMa ¢ MOJIKOKHA MOAbprKalia 103a, MpuOIu3uTeaHo 9% (n=24) ot
MAIMEHTUTE, JISKyBaHH C TyCelIKyMal, ca pa3BHIN aHTWIIEKapCTBeHH aHTuTena. OT Te3H MalnueHTH
13% (n=3) ca uMau aHTUTENA, KIacU(UIIMPAHU KaTO HEYTPAIM3UPAIld AaHTUTENA, KOSTO CE PaBHsBA
Ha 1% OT malnueHTHTe, JIEKYyBaHH C TycelKyMad. AHTUIIEKapCTBEHUTE aHTHTENA HE Ca CBBP3aHH C M0-
HUCKa €PUKACHOCT WU Pa3BUTHE HA PEAKIH HA MACTOTO HAa HHXKEKTUPAHE.

Cro0I1aBane Ha MOJI03UPAHU HEXKEJIAaHH PEaKIIUH

Cpo0ImaBaHeTo Ha MOIO3MPaHN HEKEJIAaHU PEaKLUH CiIe]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
NPOAYKT € BaykHO. ToBa Mo3BOIIABA A2 POIBIDKH HAOMIOICHUETO Ha ChOTHOILICHUETO TOI3a/PUCK 3a
JeKapCcTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIIEIHAINCTH C€ M3UCKBA J]a ChOOIIaBaT BCAKa
HOI03MPaHa HEeXEJIaHa Peaknus Ype3 upe3 HaIlOHAIHA CHCTEMa 3a ChOoOIIaBaHe B

WzmbiHuTeHA areHnys 1o JeKapcTBaTa

yi. ,,JlamsH I'pyes® Ne 8

1303 Cocus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

B xmHWYHA IpOyYIBaHUS ca MpHUJIaraHl HHTPABEHO3HU 103H rycenkymad 1o 1 200 mg, KakTo u
moAKOKHH 103U 10 400 mg ¢ eMHOKpaTHO MPHIOKEHHE, 0€3 T030JIUMUATHpAIIa TOKCHIHOCT. B ciydaii
Ha TIpeio3upaHe MAIMeHTHT TPSAOBa J1a ce MPOCIIe/Ba 3a IPU3HAIY HITU CHMIITOMH Ha HEXKEJIaHU
peakuuu 1 He3abaBHO TPsiOBa Ja ce MPUIIOXKH MTOAXOSII0 CHMITTOMATUYHO JICUCHNE.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 ®apmakoauHAMUYHHU CBOWCTBA

®dapmakorepanertuuHa rpyna: UmyHocynpecopu, Maxuburopu Ha unteprneBkunute; ATC kox:
LO4ACT16.

MexaHu3beM Ha IEUCTBUE

I'ycenkymab e yoBemrko IgG 1A MOHOKIIOHATHO aHTHUTSLIO (MAD), KOeTo ce CBbp3Ba CEIEKTUBHO C
nporenHa uaTepieBkuH 23 (IL-23) ¢ Bucoka cnenuduaHocT 1 aUHUTET Ype3 MICTOTO HA CBbP3BaHE
Ha anTureHa. 1L-23 e MUTOKHH, KOHTO y9acTBa BHB BB3MMAJICHUETO U UMYHHUS OTTOBOpP. Upe3
Ookupane Ha cBbp3BaHeTo Ha IL-23 ¢ HeroBus pemnenrtop, rycenkymad naxuoupa IL-23-3aBucumara
KJIEThYHA CUTHAIHM3aLKs U 0CBOOOKAaBaHETO HA MPOUH(IAMATOPHI LIUTOKUHH.

Husata na IL-23 ca moBuiieHu B KOXKaTa HA MAIMEHTH C TUIAKOB rcopuasuc. [1pu manuenTy ¢
yuepo3eH konut wim 6onect Ha Crohn HuBarta Ha IL-23 ca nmoBuilieHH B ThKaHTa Ha J1e0EIOTO YEPBO.
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Ilpwu in vitro Mogenu ce yCTaHOBSIBA, Y€ TyceIKyMad HHXHOupa OnoakTuBHOCTTA Ha I1L-23 upe3
OJIoKMpaHe Ha B3aMMOJEHCTBHETO ¢ perenTopa IL-23 Ha kineThuHaTa MOBBPXHOCT, KaTO TaKa
MPEKbCBA CUTHATN3UPAHETO, aKTUBUPAHETO U KacKajara Ha IIUTOKUHUTE, Menuupanu ot [L-23.
I'ycenkymal oka3Ba KIMHUYHU €(EKTU BbPXY TUIAKOBUS TICOPHA3KC, TICOPUATUIHHS aPTPUT,
yIILEepO3HHs KOIKT Win O0onectra Ha Crohn mocpeacTBoM OJI0KMpaHe Ha TS HA UTOKKHA [L-23.

HokasaHo e, ye MUETTOUIHNTE KIETKH, ekcrnpecupany Fc-rama peuenrop 1 (CD64), ca npeobianasar
n3ToyHrK Ha [L-23 BBB Bh3nalieHaTa ThKaH IPH NICOPHA3HUC, YITIepo3eH KonuT U 6osnect Ha Crohn.
I'ycenkymab e mokasain in vitro 6iiokupane Ha IL-23 u cebp3Bane ¢ CD64. Te3u pe3yiaratu nokassar,
Ye rycelikyMal € B CbCTOsIHUE Aa HeyTpanusupa 1L-23 B Ki1eThbuHUs H3TOYHHUK HA BB3MAICHUETO.

dapMakoguHAMUYHU e(DEKTH

B exno npoyuBane ¢a3a I nedenuero ¢ rycenkymad Boau 10 HaMaleHa eKCIIPecusl Ha TEHUTE Ha TS
1L-23/Th17 u Ha npoduanTe Ha EKCIPECHS Ha TCHUTE, CBbP3aHH C MICOPHA3KUC, KOETO € JIOKa3aHO upe3
ananus3u Ha MPHK, nonydena ot 6uoncuu Ha KOKHUTE JIC3UM Ha MALMEHTH € IUIAKOB IICOPUA3UC Ha
Cegmuua 12 B cpaBHEHHE ¢ U3XOIHOTO HUBO. B chioro mpoyusane ¢asa I neuenunero ¢ rycenkymad
BOJIU JI0 [IOJOOpEHHE Ha XUCTOJIOIMYHUTE MTOKa3aTeIu Ha ncopuasuc Ha Ceamuna 12, BKIIIOUUTENIHO
HaMaJIeHne Ha Jie0eHaTa Ha eMuiepMuca U Ha ITpTHOCTTa Ha T-KkineTkure. OCBeH TOBa ca
HaOJIro1aBaHu NOHWKEHH cepyMHU HUBaA Ha IL-17A, IL-17F u IL-22 B cpaBHeHue ¢ mianebo npu
NalKeHTH, JIEKyBaHU C rycenkymad B nmpoyusanusTa ¢asza Il u ¢a3za Il npu nnakos ncopuasuc. Tesun
pe3yiTaTH ChOTBETCTBAT HA KIIMHWYHATA 110J13a, HA0II01aBaHa MPH JICUYCHNE Ha TUIAKOB TICOPHA3HC C
rycenkymao.

B npoyuBanus ¢asa Il npu narueHTH ¢ IcOpUaTuveH apTpUT CEPyMHUTE HUBA Ha ocTpo(dhazoBHUTE
nporenHn C-peakTUBEH MPOTenH, cepyMeH ammion A u IL-6 u epexropuure nuroknan Ha Th17 IL-
17A, IL-17F un IL-22 ca nmoBuIIeHN HAa U3XOAHO HUBO. ['ycenkymal nmoHmxaBa HUBAaTa Ha TE3H
NPOTEUHH B PAMKUTE Ha 4 CEAMMULM CJIe]] 3all04BaHe Ha JieueHHeTo. I'ycenkymal noHmxkaBa
JOIBIHUTETHO HUBATa Ha Te3u nmpoTenHu 1o Ceamuiia 24 B CpaBHEHUE C M3XOIHOTO HUBO, KAKTO U C
mwiane0o.

[Tpu manmenTy ¢ ynanepo3eH KoauT win 6onect Ha Crohn Jie4eHUETO ¢ TyceaKyMad BOIH JI0
MOHW)KaBaHe Ha BH3NAIUTETHUTE MapKepH, BKitounTesiHo C-peaktuaus npoterH (CRP) n ¢pexanaus
KaJIIPOTEKTHH, Npe3 HHAyKuuoHHata CenMuna 12, KoeTo ce 3amas3Ba u ciejl eHa FoArHa
noJIbpokaio jJeuenue. Hupata Ha cepymuaure npotennu IL-17A, IL-22 u IFNy namanssar ome Ha
Cenmuiia 4 v mpoAb/bKaBat Aa Hamanseat 10 Ceamuna 12 ot uaykiusaTa. ['ycenkymab chiino Taka
HamansiBa HuBata Ha PHK na [L-17A, IL-22 u [FNy npu 6uoricust oT InraBumara Ha fe6eI0To 4epBo
npe3 Ceamuna 12.

Kinnununa edukacHoCT 1 6€3001aCHOCT

Yayeposen xoaum

EdukacHocTTa 1 6e30macHOCTTa Ha I'yCelaKyMal ca OIIEHEHH B JIB€ MHOTOIICHTPOBH, PaHIOMU3UPaHH,
JIBOWHO-CIIETH, TIae00-KOHTpoIupaHy npoyusanus ¢asa Il (mpoyuBane ¢ HHAYKIIMOHHO JIeUeHHUE
QUASAR u npoyusasne ¢ nogabpskamo eueaue QUASAR) npu Bb3pacTHU HNAITMEHTH ¢ YMEPEH 10
TEXbK aKTUBEH YJILIEPO3€H KOJIUT, KOUTO UMAT HE3al0BOJIUTENIEH OTTOBOP, 3aryda Ha OTTOBOP WX
HETIOHOCHUMOCT KbM JIEUCHHE C KOPTUKOCTEPOU I, KOHBEHIIMOHATHH UMYHOMOTyIaTopH (AZA, 6-
MP), 6uonornuna tepanus (TNF 61okepu, Benonusymad) u/nnn HHXHOUTOp Ha Janus KuHa3arta
(JAK). OcBen TOBa epuracHOCTTa 1 0€30MACHOCTTA HA I'YCEIKyMa0 ca OLICHEHH B PAHIOMHU3UPAHO,
JBOWHO CIIAATIO, Mane0o-KOHTpoaupaHo npoyusaHe daza IIb 3a onpexensiHe Ha MHAYKIMOHHATA 032
(mpoyuBaHe 3a onpeensHe Ha Auana3oHa Ha nHaAyknuoHHaTa 1o3a QUASAR), B koeTo e BKiItoueHa
MOMTyJIAINS TAIMEHTH C YIIIEPO3eH KOJHT, M0100Ha Ha Ta3! B MPOYYBAHETO C MHIYKIIMOHHO
npuinoxxenue ¢asza 1.

AKTUBHOCTTa Ha 3a00JIBaHETO € OLIEHEHAa Ype3 MOIUpHIUpPaHus ckop o Mayo (mMS),
3-koMIOHEHTeH ckop 1o Mayo (0-9), koliTo ce chcToM OT CymaTta Ha cienHuTe nojackopose (ot 0 go 3
3a BCEKH IOJICKOP): YecToTa Ha nedekanus (SFS), pexranHo kppBere (RBS) u Haxomku oT eHTpaHO
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npernenana eapockonust (ES). YMepeHnsaT 10 TeXbK akTHBEH YJIEPO3eH KOJIUT ce Ae(HHUpA KaTo
mMS mexay Su 9, RBS > 1 u ES 2 (nedunupana kaTo U3pa3eH epUTEM, JIUIICA HAa ChIOB PUCYHBK,
panuMocT w/unu epo3ur) unu ES 3 (nedunrpana kato CIOHTAHHO KBPBEHE U yJIIEpanus).

Hnoyxyuonno npoyusane: QUASAR 1S

B manykmmonnoTo npoyuBane QUASAR IS manueHTHTe ca paHIOMU3HMpaHu B ChbOTHOIICHHE 3:2 3a
noiryyaBaHe Ha rycenkymad 200 mg unu miare6o upe3 nHTpaBeHo3Ha nH(py3us npe3 Cenmuna 0,
Cenmuna 4 u Cenmuna 8. Onenenn ca o6mo 701 marmenTtu. Ha n3xoano HuBo MeananaTa Ha mMS e
7, xaTo 35,5% oT mauMeHTHTEe UMAT U3X0Ha cToliHOCT Ha MMS oT 5 510 6, 64,5% - o1 7 10 9, a 67,9%
OT MAaIMeHTHUTE UMAaT U3X0qHa cToHOCT Ha ES 3. Meaunanara Ha Bp3pactTa € 39 rogunu (AuanazoH oT
18 no 79 ronuum), 43,1% ca xxenu, a 72,5% ce onpenensT KaTo MpeACTaBUTENN Ha Ositara paca,
21,4% xaro azuatiiy u 1% KaTo 4epHOKOKH.

Ha BxmroueHHTE MAMEHTH ce pa3peliaBa 1a U3M0I3BaT YCTAHOBEHH 103U NEPOPATHU
amuHOcanunmiati, MTX, 6-MP, AZA w/unu niepopanau koptukoctepounn. Ha m3xonno auso 72,5%
OT MAIMEHTUTE TTOJTydaBaT aMmuHOcanuIiaty, 20,8% OT marueHTUTe ToydYaBaT UMyHOMOTYJIaTOPH
(MTX, 6-MP nnu AZA), a 43,1% ot nauneHTHTe Moay4yaBaT KOpTHKOcTepouau. He ca paspemeHu
CBITBTCTBAIIY OMOJIOTHYHH Tepanuy Wiu naxuoutopu Ha JAK.

[Ipu 0610 49,1% oT manueHTUTE NOHE €Ha OMOJIOTHYHA TEPAIsI W/UIK JISYEHHE C UHXUOUTOp Ha
JAK mipenu ToBa ca Ownm Heycrnierman. OT Te3u narnuenTta 87,5%, 54,1% u 18% mpenu ToBa ca nuManu
HEYCIICNTHO JiedeHne cboTBeTHO ¢ TNF Giiokep, Benonu3ymad winu uaxuodurop Ha JAK, a 47,4% ca
JIEKyBaHH HEYCIEIIHO C 2 WIX HoBeYe OT Te3u Tepanuu. O6mo 48,4% OT nanueHTuTe He ca JeKyBaHH
¢ Ononornyna Tepanus 1 nuaxuouTop Ha JAK, a 2,6% ca nomydaBaiu npenu ToBa, HO HE ca ce
TOBJIMSUTH OT OMOJIOTHYHA Teparnust nin HHxuouTop Ha JAK.

IIspBHYHaTa KpailHa TOUKA € KIMHUYHA pEMUCHS, onpeaeneHa upe3 mMS Ha Cenmuna 12.
Bropuunure kpaitau Touky Ha Ceaqmuua 12 BKIIFOYUBAT CUMITOMATUYHA PEMUCHS, €HAOCKOIICKO
3a3/ipaBsiBaHe, KIIMHUYEH OTIOBOP, XHUCTOJOTHYHO €HJJOCKOIICKO 3a3/paBsBaHe Ha JUraBUIaTa,
MOBJHsABaHE Ha yMopaTa u pemucus o IBDQ (Tabmuma 3).

3HAYUTENTHO MO-T'OJISIM MPOLIEHT MALMEHTH ca B KIMHUYHa pemucus Ha Ceamuna 12 B rpymnara,
JeKyBaHa ¢ TyceJIKyMa0, B CpaBHEHHE C Ipymara ¢ Imianeoo.

Tadauua 3: IIpoueHT NanMeHTH, OTTOBAPSIIIH HA KpailHUTe ToYKH 3a epukacHocT Ha Ceamuna 12 B
QUASARIS

Kpaiina Touka Inanedo I'ycenxymad Pa3zninka B
% 200 mg HHTPaBeHO3HA JIe4eHneTo
HHAYKIuS? (95% CI)

%

Kiannuyna pemucus’®

OO0m1a momynarus

8% (N=280)

23% (N=421)

15% (10%, 20%)"

HenexyBanu ¢ 6MoJI0THYHA
tepanus 1 JAK uHXuOHUTOp

T

12% (N=137)

32% (N=202)

20% (12%, 28%)

Heycnemno npenxoano
JIeYeHue ¢ OMOJOrMIHA
Tepanus w/mnu JAK
HHXUOHUTOP?

4% (N=136)

13% (N=208)

9% (3%, 14%)

CuMnToMaTHYHAa peMHCH®

O0ma nonynanus

21% (N=280)

50% (N=421)

29% (23%, 36%)"

HenexyBanu ¢ 6uonoruyna
tepanus 1 JAK naxuburop”

26% (N=137)

60% (N=202)

34% (24%, 44%)

Heycnemno npeaxonHo
JICYCHUE ¢ OMOJIOTHYHA
tepanus w/mwin JAK
HHXUOHUTOP?

14% (N=136)

38% (N=208)

24% (16%, 33%)

EHI0cKONCKO 3a31paBsiBane™

O0ma nonynanus

11% (N=280)

27% (N=421)

16% (10%, 21%)"
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HenexyBanu ¢ buonoruyna
tepanus 1 JAK naxuburop”

17% (N=137)

38% (N=202)

21% (12%, 30%)

Heycnemno npeaxonHo
JICYCHUE C OMOJIOTHYHA
tepanus w/mwin JAK
HHXUOHUTOP?

5% (N=136)

15% (N=208)

10% (4%, 16%)

Kunnuven orropop®

O0ma nonynanus

28% (N=280)

62% (N=421)

34% (27%, 41%)°

HenexyBanu ¢ 6uonoruyna
tepanus 1 JAK naxuburop”

35% (N=137)

71% (N=202)

36% (26%, 46%)

Heycnemno npeaxonHo
JiedeHue ¢ OnoIornIHa
Tepanus uw/miu JAK
HHXHOUTOP™

20% (N=136)

51% (N=208)

32% (22%, 41%)

XHCTOJOTHYHO €HI0CKOTNCKO

3a3/ipaBABaHe HaA Jurapauara“

OO0m1a momynarus

8% (N=280)

24% (N=421)

16% (11%, 21%)"

HenexyBanu ¢ 6MoJ0TrHYHA
tepanus u JAK uHXubuTOp"

11% (N=137)

33% (N=202)

22% (13%, 30%)

Heycnemno npenxoaHo
JIeYeHue ¢ OMOJOrMIHa
tepanus u/mmn JAK
HHXUOHUTOP”

4% (N=136)

13% (N=208)

9% (3%, 15%)

MoBiusiBane Ha ymopara'

O0ma nonynanus

21% (N=280)

41% (N=421)

20% (13%, 26%)"

HenexyBanu ¢ 6uonoruyna
tepanus 1 JAK naxuburop”

29% (N=137)

42% (N=202)

12% (2%, 23%)

Heycnemno npeaxonHo
JICYCHUE ¢ OMOJIOTHYHA
tepanus w/mwin JAK
HHXUOHUTOP?

13% (N=136)

38% (N=208)

25% (17%, 34%)

Pemucus cnopen IBDQ *

O0ma nonynanus

30% (N=280)

51% (N=421)

22% (15%, 29%)"

HenekyBanu ¢ Ononoruysa
tepanus u JAK nHXubuTOp”

34% (N=137)

62% (N=202)

28% (18%, 38%)

Heycnemrno npenxoaHo
JIeYeHHe ¢ OMOJIOTMYHA
Tepanus uw/mu JAK
HHXHOUTOP™

24% (N=136)

39% (N=208)

15% (5%, 25%)

88




I'ycenxymab 200 mg xaro unrpaBeHo3Ha uHQysus npe3 Cenmuna 0, Cenmuna 4 u Ceamuna 8.

IMonckop 3a uecrora Ha nedexanus 0 wiu 1 ¥ HEYBEIWYEH B CPABHEHUE C U3XOJHOTO HUBO, ITOJCKOD 32
pexTanHo kKbpBeHe 0 ¥ MOJCKOp 3a eHaocKorcka Haxoaka 0 wiu 1 6e3 paHUMOCT.

p < 0,001, xopurupana pasznuka B ieueaueTo (95% CI) b3 ocHoBa Ha MeTona Ha Cochran-Mantel-
Haenszel (kopurupas mo craTuuKanuoHHN (PaKTOPU: CTATYC MO OTHOIICHHE HA HEYCICINHA OUOJIOrHIHA
Tepanus u/win JedeHne ¢ uaxuouTop Ha JAK u chpTeTBaIIa yrioTpeba Ha KOPTUKOCTEPOUIU Ha
HM3XOJHO HHBO).

JlomrbHUTENTHO 7 TIAIIMEHTH B TpyTaTa Ha miane6o u 11 manueHTy B rpynara Ha rycelkyMad uMar
MPEIXO0IHa eKCIIO3UIHS Ha OMOJIOTHYHA Tepalis WiH JedeHne ¢ nHxuouTop Ha JAK, HO He ca mMam
HEyCIeX Ha JICICHHUETO.

A BxJrouBa HE3aIOBOJHTEIIECH OTTOBOP, 3ary0a Ha OTTOBOP HJIM HEMOHOCHMOCT KbM OHOJIOTHYHA TepamHs
(TNF 6noxepn, Begonmmnsymad) u/mnu nHxuouTop Ha Janus knHazaTa (JAK) npu yimepo3eH KOTuT.
IMoxckop 3a yectoTa Ha nedekanws 0 win 1 ¥ HEYBEIMYCH B CpaBHEHHE C HHAYKIIMOHHOTO M3XOJIHO HUBO
U MOJICKOP 3@ PeKTAIHO KbpBeHe 0.

IMonckop 3a enpockoncka Haxoaka 0 winu 1 6e3 paHUMOCT.

HamansBane na Mmoguduupanus ckop no Mayo ¢ > 30% u > 2 TOYKH B CpaBHEHHUE C M3XOJHOTO HUBO HA
MHJIYKLHs, C HaMaJeHHe ¢ > | TOYKa OT M3XOJHOTO HUBO Ha IOJICKOPA 32 PEKTAIHO KbPBEHE HIIH MOJICKOP
3a peKTajHo KbpBeHe oT 0 wiu 1.

KomOuHamms ot XHCTOIOTHYHO 3a3/paBsBaHe [HeyTpodmiHa nHuUITpanus B < 5% OT KpUOTHTE, JTUIICa
Ha IECTPYKUMS Ha KPUIITUTE W JIAIICA HA €PO3HH, YIIIIEPallNH WU IPpaHyJIallMOHHA ThKaH CIIOpe]
cucTtemara 3a kiacudukamnus Ha Geboes]| ¥ eHI0CKOIICKO 3a3ApaBsBaHe, KaKTo € ONpeIeIeHO To-Tope.
YMopara e oreHeHa ¢ momoinTa Ha kpatkus hopmyisip PROMIS-Fatigue 7a. [TonusiBaHeTO Ha yMopara €
OTIpeNieNIeHO KaTo MOJ00peHHe ¢ > 7 TOUKH CHPSIMO W3XOJHOTO HHBO, KOETO CE CUHTA 32 KIIMHIIHO
3HAYUMO.

OO0 ckop o BerpocHuka 3a Bp3nanuTeaHu 3a0ossiBanus Ha yepBata (Total Inflammatory Bowel
Disease Questionnaire score) > 170.

=3

B npoyuBanero QUASAR IS u npoyusanero QUASAR 3a onpezensne Ha quana3zoHa Ha
MHIYKIMOHHATA 1032 Ca BKIIOYCHHU U 48 MallMeHTH ¢ U3X0AHa cToiHOoCT Ha mMS 4, BkimountenHo ES
2 wim 3 u RBS > 1. [lpu manueHTHTe ¢ N3X0/HA CTOMHOCT Ha MMS 4 eduKacHOCTTa Ha TycelkymMad
CITPSIMO TIIa11e00, U3MEepeHa Ype3 KIIMHNYHA PEMICHS, KIIMHHYEH OTTOBOP M €HIOCKOIICKO
3a3apassiBane Ha Cenmuria 12, ChOTBETCTBA Ha 00IIIaTa MOMyJalyst C YMEPEH JI0 TeKbK aKTUBCH
YILEPO3€H KOJIUT.

[loockopoese 3a pekmanno Kvpgene u yecmoma Ha oedexkayust

[Ipu manmeHTHTE, JIGKYBaHU C TYCENKyMal, ce Ha0Ir01aBa HaMAJICHUE Ha MTOJICKOPOBETE 32 PEKTAIHO
KbPBEHE U YecToTa Ha nedexanus omie Ha Ceamuia 2, KaTo Npoab/ikKaea a HaMajsBa J10

Cenmuiia 12.

Tlooovporcawyo npoyusane: QUASAR MS

B npoyuBanero QUASAR MS ca onenenu 568 manuieHTH, KOUTO A MIOCTUTHATN KJIMHIYICH OTTOBOD
Ha 12 cenmmmuia cies UHTPaBEHO3HOTO npuiioxkenne Ha ryceakymad B QUASAR IS nnmu 8 QUASAR —
MIPOYUYBAHETO 3a ONpEEITHE HA AMana3oHa Ha MHAYKIMOHHATa 103a. B npoyusaneto QUASAR MS
TE€3W MAIMEeHTH ca PaHIOMHU3UPAHH J1a TOy4YaBaT MOAIbPIKAIIO JIEYEHUE C MTOJKOKHO TPUIIOKEHHNE Ha
rycenkyma6 o cxema 100 mg Ha Bceku 8 cenmuny, 200 mg Ha Bceku 4 ceqMULIM WK Tuane0o B
MpOIbIKEHNE Ha 44 ceAMULIN.

[IspBUYHATA KpaiiHa TOYKA € KIIMHUYHA PEMUCHSI, onpeneneHa upe3 mMS Ha Ceamunia 44.
Bropuunute kpaiinu Touku Ha Ceamuna 44 BKIIOYBAT, HO HE C€ OTPaHUYaBaT JO CUMITOMAaTHYHA
peMUCHS, EHIOCKOIICKO 3a3/[paBsiBaHe, KIMHUYHA PEMUCHS €3 KOPTUKOCTEPOH TN, XHCTOJIOTHIHO
€HI0CKOTICKO 3a3/IpaBsiBaHe Ha JIMraBUIaTa, MOBIMSABAaHE Ha ymMopara U pemucus criopes IBDQ
(Tabmuma 4).

3HAYUTEITTHO MMO-TOJISIM MPOIIEHT MAIMEHTH ca B KIMHWYHA pemucus Ha Cenvunia 44 1 B ABETE TPYIIH,
JIEKyBaHU C TycelIKyMal, B CpaBHEHHE ¢ Ianeoo.
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Tadauua 4: IpoueHT NaMEeHTH, OTTOBAPSIIIH HA KpailHUTe ToYKH 3a epukacHocT Ha Ceamuna 44 B

QUASAR MS
Kpaiina Touka Inanedo I'ycenxymad I'ycenxymad Pa3znnka B jie4eHHETO
% 100 mg q8w 200 mg q4w (95% CI)
NOAKOKHA MOAKOKHA I'yceaxkymaé | I'ycenxymad
HHKeKIus® uHKeKus’ 100 mg 200 mg
% %
Kiaunuuna pemucus®
O0ma nomynanus’ 19% (N=190) | 45% (N=188) | 50% (N=190) 25% 30%
(16%, 34%)" | (21%, 38%)"
HenexyBanu ¢ 26% (N=108) | 50% (N=105) 58% (N=96) 24% 29%

OMOJIOTUYHA TepaIs
u JAK uaxuburop®

(12%, 36%)

17%, 41%)

Heycnemno
NIPEAXOIHO JIeYECHHE
¢ OuostornyHa
tepanus u/nmn JAK

8% (N=75)

40% (N=77)

40% (N=88)

30%
(19%, 42%)

32%
(21%, 44%)

HHXUOHUTOP™
CuMnToMaTHYHA peMuCHS’
O6ma momynanus’” 37% (N=190) | 70% (N=188) 69% (N=190) 32% 31%
(23%, 41%)" | (21%, 40%)*
0, — o, — 0, =
HenexyBanu ¢ 46% (N=108) | 74% (N=105) 76% (N=96) 28% 28%

OMOJIOTUYHA TepaIus
n JAK naxuburtop®

(15%, 40%)

(15%, 41%)

Heycnemno
MIPEIXOIHO JCUCHHE
¢ OnonormyHa
Tepanus w/miu JAK

24% (N=75)

65% (N=77)

60% (N=88)

39%
(26%, 52%)

37%
(23%, 50%)

HHXHOUTOP™
KiauHu4YHa peMucHsi 63 KOPTHKOCTepouan”
Oo6ma momynanus’” 18% (N=190) | 45% (N=188) | 49% (N=190) 26% 29%
(17%, 34%)" | (20%, 38%)*
0, — 0, — 0, =
HenexyBanu ¢ 26% (N=108) 50% (N=105) 56% (N=96) 249% 27%

OHMOJIOTUYHA TepaIus
u JAK uaxuburop®

(12%, 36%)

(14%, 39%)

Heycnemno
MIPEIXOIHO JICUCHHE
¢ OuonornyHa
Tepanus w/mnn JAK
HHXHOUTOP™

7% (N=75)

40% (N=77)

40% (N=88)

32%
(21%, 43%)

34%
(23%, 45%)

Engockoncko Z%il‘"ﬂ:[li)anlBal-lel7l

O6Mma nomynaus’ 19% (N=190) | 49% (N=188) | 52% (N=190) 30% 31%
(21%, 38%)" | (22%, 40%)"
0, — o, — 0, =
HenekyBanu ¢ 26% (N=108) | 53% (N=105) | 59% (N=96) 570, 30%

OMOJIOTUYHA TePaIHs
n JAK naxuburtop®

(15%, 40%)

(18%, 42%)

Heycnemno
MPEAXOIHO JICYCHHE
¢ OnostornyHa
tepanus u/mnn JAK
uHXUOHUTOp *

8% (N=75)

45% (N=77)

42% (N=88)

36%
(24%, 48%)

35%
(23%, 46%)

XHCTOJOTHYHO €HIOCK

OIICKO 3a3ApaBsiBaHEC HA JdraBunara”

Oo6ma momynanus’” 17% (N=190) | 44% (N=188) | 48% (N=190) 26% 30%
(17%, 34%)" | (21%, 38%)*
0, — 0, — 0, =
HenexyBanu ¢ 23% (N=108) 50% (N=105) 56% (N=96) 26% 30%

OHMOJIOTUYHA TepaIus
n JAK naxuburtop®

(14%, 38%)

(17%, 42%)

Heycnemno
MPEAXOHO JICYCHHE
¢ OnonornyHa
Tepanus w/mnu JAK
HHXHOUTOP™

8% (N=75)

38% (N=77)

39% (N=88)

28%
(16%, 39%)

31%
(20%, 43%)
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KinnuyeH orroBop”

Ob6ma momynanus’” 43% (N=190) | 78% (N=188) 75% (N=190) 34% 31%
(25%, 43%)" | (21%, 40%)*
o, — 0, — 0, =
HenexyBanu ¢ 54% (N=108) 83% (N=105) 81% (N=96) 299 26%

OHMOJIOTUYHA TepaIus
u JAK uaxuburop®

(17%, 41%)

(14%, 39%)

Heycnemno
MIPEIXO/IHO JICUCHHE
¢ OuonoruyHa
Tepanus w/mnu JAK
HHXHOUTOP™

28% (N=75)

70% (N=77)

67% (N=88)

41%
(27%, 54%)

39%
(26%, 53%)

Moaabp:kaHe HA KJIMHUYHA peMucusi Ha CeaMuna 44 Npu NaNMeHTH, MOCTHTHAJIN KIMHUYHA PeMUCHS
12 cenMuIM cjael MHAYKIUATA

O6mma nomynanus® 34% (N=59) | 61% (N=66) | 72% (N=69) 26% 38%
(9%, 43%)" | (23%, 54%)"
0, — 0, —, 0, =,
HenekyBanu ¢ 34% (N=41) | 65% (N=43) | 79% (N=48) 31% 45%

OMOJIOTUYHA TepaIUs
n JAK naxubuTtop®

(9%, 51%)

(25%, 62%)

Heycnemno
NIPEAXOIHO JIeYEeHHE
¢ OuostornyHa
tepanus u/nnn JAK
HHXUOHUTOP™

27% (N=15)

60% (N=20)

56% (N=18)

33%
(-1%, 62%)

29%
(-6%, 59%)

Enockoncko Hopmaausupase”

Ob6ma momynanus’” 15% (N=190) | 35% (N=188) 34% (N=190) 18% 17%
(10%, 27%)" | (9%, 25%)"
0, — 0, — V) =
HenexyBanu ¢ 20% (N=108) | 38% (N=105) 42% (N=96) 17% 17%

OMOJIOTUYHA TePaIHs
n JAK naxuburtop®

(6%, 29%)

(6%, 29%)

Heycnemno
MPEAXOHO JICYCHHE
¢ OnonornyHa
Tepanus uw/mnu JAK
HHXHOUTOP™

8% (N=75)

31% (N=77)

24% (N=88)

21%
(10%, 33%)

16%
(6%, 26%)

IloBausiBane Ha ymopara®

OO6ma mormyamus” 29% (N=190) | 51% (N=188) | 43% (N=190) 20% 13%
(11%, 29%)" | (3%, 22%)™
0, — 0, — 0, =
HenexyBanu ¢ 36% (N=108) 51% (N=105) 53% (N=96) 15% 16%

OHMOJIOTUYHA TePaIus
u JAK uaxuburop®

(2%, 28%)

(3%, 29%)

Heycnemno
MIPEIXOIHO JICUCHHE
¢ OuonornyHa
Tepanus w/miu JAK
HHXHOUTOP™

19% (N=75)

47% (N=77)

32% (N=88)

27%
(13%, 40%)

13%
(1%, 26%)

Pemucus cnopen IBD

n

O6ma nomynatma” | 37% (N=190) | 64% (N=188) | 64% (N=190) 26% 26%
(17%, 36%)* | (16%, 35%)"
0, — o, — 0, =
HenekyBanu ¢ 49% (N=108) | 68% (N=105) | 74% (N=96) 10% 240

OMOJIOTUYHA TePaIHs
u JAK naxuburop®

(6%, 32%)

(1%, 37%)

Heycnemno
HPEIXOJHO JICUCHUE
¢ OnosornyHa
tepanus u/mmn JAK
HHXUOHUTOP™

19% (N=75)

58% (N=77)

53% (N=88)

38%
(26%, 50%)

35%
(23%, 48%)
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T'ycenkyma6 100 mg xaTo MOAKOKHA MHKEKIUS Ha BCEKH 8 CEIMUIIN ClIe]] MHIYKIOHHATA CXEeMa.
T'ycenkyma6 200 mg kaTo MOAKOKHA MHKEKLU Ha BCEKH 4 CEIMHLH CIIe]] MHIYKIIMOHHATA CXeMa.

Tonckop 3a yectoTa Ha Aedekarms 0 w1 1 HeyBenMYeH B CPaBHEHHE C M3XOHOTO HUBO, TIOJICKOP 3@ PEKTaTHO KbpBeHe 0 1
HOJZICKOP 3a eH/I0CKOoIcKa Haxozka 0 miu 1 6e3 poHIHBOCT.

IMaryenTH, MOCTUTrHANKM KIIMHUYEH OTroBOp 12 CeAMMIM ClIel MHTPABEHO3HOTO NPHIIOKEHUE Ha IyCElIKyMab B MHIYKIIHOHHOTO
npoyuBaHe QUASAR wuiu B npoyuBanero QUASAR 3a onpezienisiHe Ha iMana3oHa Ha MHIYKIIMOHHATA J103a.

p < 0,001, xopurupana pasiuka B aeuerneto (95% CI) B3 ocHoBa Ha Metona Ha Cochran-Mantel-Haenszel, kopurupas no
cTaTU(UKANIOHHH (PAaKTOPH IIPU PAaHIOMU3HPAHETO.

Omie 7 manpeHTH B rpymnaTa Ha Iuiane6o, 6 ManueHTy B rpynaTa Ha rycenkymad 100 mg group u 6 manueHTy B rpymarta Ha
rycenkymMa6 200 mg ca eKCIIOHHpaHU IIPeIH TOBa, HO OMOIOrMYHATA Tepanys WX JedeHneTo ¢ nuxuouTop Ha JAK ca ycmennu.
BxirouBa He3a10BOIUTENCH OTTOBOP, 3aryda Ha OTTOBOP MIIH HEIOHOCHMOCT KbM Ouonornuna tepanus (TNF 6mokepw,
Beonu3yMad) u/nini uHXuouTop Ha Janus kuHazata (JAK) npu yimepo3eH KouT.

TMonckop 3a yectoTa Ha nedekarmst 0 i 1 1 HeyBeNMYeH B CPaBHEHHE C M3XOHOTO HMBO Ha MHAYKILUATA U TIOJCKOP 3a PEKTAIHO
kbpBeHe 0.

Hewusuckaniu nedeHne ¢ KOPTHKOCTEPOUIH 32 Hal-Masko 8 cexmuru npexu Ceqmuna 44 ¥ OTrOBapsIIy CHIIO HA KPUTECPUUTE 32
KIMHA4YHA pemucus Ha Cenmuna 44.

HOHCKOp 3a CHOOCKOIICKAa HaXOoOKa 0 um 1 Ge3 POHIIHUBOCT.

KoMmOuHauus oT XMCTOJIOTHYHO 03/ipaBsiBaHe [HeyTpoduiiHa HHUITpays B < 5% OT KPUIITHTE, JIUICA HA ICCTPYKIHS Ha KPHITHTE
1 JIMIICA Ha ePO3HH, YIILICPALMH WM TPaHyJIalMOHHA ThKaH CIope]] cuctemara 3a knacudukarms Ha Geboes] i eHI0CKOIICKO
3a3/ipaBsABaHe, KAKTO € ONPEJIEIICHO MO-TOpe.

HamansBane Ha Moguduuupanus ckop o Mayo ¢ > 30% u > 2 TOuKH B CpaBHEHHE C M3XOAHOTO HUBO Ha MHIYKIMS, C HAMAJICHHE C
> 1 ToYKa OT U3XOJHOTO HUBO Ha ITOJICKOPA 33 PEKTAIHO KbPBEHE MM MOJCKOP 32 PEKTaJIHO KbpBeHe oT 0 i 1.

p < 0,001, xopurupana pasiuka B aeuerneto (95% CI) B3 ocHoBa Ha Metona Ha Cochran-Mantel-Haenszel, kopurupas no
cTaTU(UKAIOHHH (aKTOPH IIPU PAHIOMU3HPAHETO

HOZ[CI(OP 3a eHA0CKoIICKa Haxozaka 0.

YMopara e orieHeHa ¢ moMolnTa Ha Kpatkust popmyisip PROMIS-Fatigue 7a. IToBiusiBaHeTo Ha yMOpaTa € OIPEACNICHO KaTo
oJ00peHue 0T > 7 TOYKU CHPSIMO M3XOJHOTO HUBO, KOETO CE CUNTA 33 KIMHIYHO 3HAUMMO.

0611 ckop Ha BrrnpocHuka 3a B3nanuTenHu 3abomsBanus Ha uepsaTa (Total Inflammatory Bowel Disease Questionnaire score)
>170.

YuacTHHIY, TOCTUTHAIN KIMHAYCH OTTOBOP 12 ceMUIM Cliex HHTPaBEeHO3HOTO IPHUIIOKEHUE Ha TYCeNKyMad B HHAYKIIHOHHOTO
npoyuBaHe QUASAR wuiu B npoyuBanero QUASAR 3a onpezienisiHe Ha iMana3oHa Ha MHYKIIMOHHATA J103a.

Oute 3 manpeHTH B rpynaTa Ha miane6o, 3 maupeHTH B rpynaTa Ha rycenkymad 100 mg v 3 nanueHTH B rpynara Ha ryceikymat
200 mg ca eKCIIOHMPAHH MPEIX TOBA, HO OMOJIOTHYHATA TePaITHsl UIIH JIeYeHHeTo ¢ nHxuouTop Ha JAK ca ycrenrsu.

B QUASAR IS 1 QUASAR MS edukacHocTTa 1 6e30MacHOCTTa Ha ryceskyMal ca JoKa3aHH
KOHCHUCTEHTHO, HE3aBUCHMO OT Bb3pacTTa, 110JIa, pacaTa, TeJIECHOTO TEIJI0 U IIPEIXOIHOTO JIEYCHHUE C
OHMOJIOrMYHa Tepanus Wik nHxuouTop Ha JAK.

B QUASAR MS manueHTHTe ¢ BUCOKA BH3MAJUTEIHA aKTUBHOCT Ha 3a00JIIBaHETO CIIE]
NPUKITIOYBaHe HA MHAYKIUITA TOTy4aBaT JOTBIIHUTENHA 1T0J13a OT rycenkyMad 200 mg moIkoKHO
g4w B cpaBHeHue ¢ mpunoxeHneTo Ha 100 mg noakoxxHo q8w. KNIMHMYHO 3HAYMMY YMCIIOBH Pa3iInKu
ot > 15% Mexay ABeTe rpymnu ¢ rycelikymad ca HaOloJaBaHu cpell nauneHTute ¢ HuBo Ha CRP >

3 mg/l ciaen npUKIIOYBaHE HA MHAYKIMOHHOTO JICUCHHE 3a CIIeIHUTE KpaiiHu Touku Ha Ceamunia 44:
knuanyHa pemucus (48% 200 mg q4w crpsimo 30% 100 mg q8w), noaabpkaHe Ha KIIMHUYHATA
pemucus (88% 200 mg g4w capsmo 50% 100 mg q8w), kKTuHUYHA peMucHs 0€3 KOPTUKOCTEPOUIH
(46% 200 mg g4w crpsimo 30% 100 mg q8w), enpockorcko 3a3apassaBane (52% 200 mg g4w cripsamo
35% 100 mg q8w) 1 XHUCTOIOTHIHO-EHAOCKOIICKO 3a3ApaBsiBaHe Ha iuraBuniata (46% 200 mg q4w
capsmo 29% 100 mg q8w).

QUASAR MS BxumrouBa 31 mammeaTa ¢ mMS 4 Ha U3X0HO HUBO Ha MHIYKIUATA, BKIOUnTeaHO ES 2
unu 3 u RBS > 1, KouTo ca moCTUrHaNK KJIMHUYEH OTrOBOp 12 cenMuiM ciaea UHTPaBEHO3HOTO
npuioxeHue Ha rycenkyma0 B npoyuBaHeTo QUASAR IS unu B npoyusBanero QUASAR 3a
omnpeeiisHE Ha Jrana3oHa Ha WHAYKIIMOHHATA J103a. [Ipu Te3u naiueHT e(h)UuKacHOCTTa Ha
ryceiakymad B CpaBHEHHE C IUIale00, u3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYCH OTTOBOP H
€H/IOCKOTICKO 3a3/paBsiBaHe Ha Ceqmuiia 44, ChOTBETCTBA Ha Ta3H B 00IIaTa MOIYIAIHS.

Cumnmomamuyna pemucus c epememo

B QUASAR MS cumnromarnunaTa peMucusi, AepuHIpaHa KaTo IOACKOD 3a YecToTa Ha JAedekanusiTa
0 nnu 1 ¥ HenoBHUIIIEHA CIIPSMO U3XOAHOTO HUBO Ha MHAYKIUTA, KAKTO M TIOJCKOP 33 PEKTAIHO
kbpBene 0, ce moanbpka 7o Cenmuiia 44 v B 1BETE TPYNH HA JICUCHHE C TyCEeITKyMal, TOKaTo B
rpynara Ha mane6o ce HabmoaaBa cray (durypa 1):
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®@urypa 1: IIponeHT nauueHTH B cumMnromaTudna pemucus 10 Cenmuna 44 B QUASAR MS
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LHosnusanu ce om yowvaxcenomo aeuenue c eycerkymao na Ceomuya 24

[MaruenTuTe, TEKYBaHU € TyCcEIKYyMald, KOUTO HE ca MOMYYHIN KIMHIYEH OTTOBOP OT WHIYKIHUSITA Ha
Cengmuua 12, momyuasat rycenkymad 200 mg moakoxuo Ha Cenmunu 12, 16 u 20. B QUASAR IS
66/120 (55%) manueHTH, JIeKyBaHH C TycelikyMal, KOUTO He ca MOJYYHIN KIMHUYEH OTTOBOP Ha
Cenvuia 12 oT MTHAYKIMSITA, Ca TIOCTUTHAIHN KIMHIYEH 0TToBOp Ha Cemmuria 24. YYacTHULIATE,
MOBIIUSUIH ce OT Tycenkymabd Ha Ceamuna 24, ca Bkimodenn B QUASAR MS u ca nonyyaBanu
rycenkyma6 200 mg noakoxHo Ha Bceku 4 ceamunu. Ha Ceamuna 44 B QUASAR MS 83/123 (67%)
OT Te3W MaIMEeHTH NOJIbPXKAT KIUHUYEH OTTroBOD, a 37/123 (30%) mocTurat KIMHUYHA PEMUCHS.

Bwscmanosasane na eqpuxacnocmma cied 3a2yba Ha 0me080p KoM 2yCeaKymad

JleBeTHameceT MaMEeHTH, JJEKyBaHH ¢ rycenkymad 100 mg moakoxHO 8w, KOUTO ca 3aryorim
otroBop 3a mspBu 6T (10%) Mexay Cenmuma 8 u 32 8 QUASAR MS, ca nmoxy4niu 3aciieneHo
npuinoxxenue Ha 200 mg rycenkymab noaxoxHo q4w u 11 ot te3u nauuentu (58%) ca mocturnanu
CHUMIITOMaTHYEeH OTTOBOP, a 5 mauneHTH (26%) ca IOCTUTHAIM CUMIITOMATHYHA PEMHUCHS CIIEH

12 cepmurn.

Xucmonoeuyna u eH00CKONCKa oyenka

XuCTOJIOTHYHATA peMHUCHS ce AeduHupa KaTo XxucTojorudeH ckop mo Geboes < 2 B.0 (iurnca Ha
HEYTpO(HIH B TUraBUllaTa [KakToO B lamina propria, Taka U B enuTea], JIMIICA HAa ACCTPYKIIMS Ha
KPHUIITUTE U JIUIICA HAa EPO3HH, YILEPALUH WIK TPaHyJallMOHHA ThKaH CIIOpe]l CUCTeMaTa 3a
kimacudukarus Ha Geboes). B QUASAR IS xucronorunana pemucus Ha Ceqmuria 12 ce moctura npu
40% oT manueHTuTe, JIEKyBaHU ¢ Tycelkymao, u npu 19% oT marpeHTuTe B rpymnara Ha miane6o. B
QUASAR MS xucrtonornuna pemucus Ha Ceamuna 44 ce noctura npu 59% u 61% ot nanuenrture,
neKyBaHH ¢ rycenkyMad 100 mg moakoxkHo q8w u rycenkymad 200 mg moakoxkHo q4w, u ipu 27%
OT MAaIMeHTUTE B rpymaTa Ha Tianeoo.

HopManusupaHneTo Ha eHIOCKOIICKUS BUA Ha Mrasuinara ce onpezens kato ES 0. B QUASAR IS
eHI0CKOTICKO HopManu3upaHe Ha Ceamuna 12 ce moctura rnpu 15% oT manueHTuTe, JeKyBaHH C
rycenkymao, v ipu 5% OT MalMeHTHTe B rpynara Ha 1aneoo.
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Kombunupanu xucmono2uuto-eH00CKONCKYU pe3yImamuy no OMHOWeHUe Ha TUeasuyama
KomOunmnpana cumMnroMaTHyHa pEMUCHS, €HJOCKOIICKO HOPMAJIU3UPAHEe, XUCTOJIOTHYHA PEMUCHUS U
¢exanen kannporekTuH < 250 mg/kg Ha Ceqmuua 44 ce mocTura npy Mo-roJisiM NPOLEHT HallueHTH,
neKyBaHH ¢ rycenkyMad 100 mg moakoxkHo q8w mnu 200 mg nmoaKoKHO q4w, B CpaBHEHHE C Mianedo
(cpotBeTHO 22% 1 28% crpsimo 9%).

Kauecmeso na orcueom, cewvpsano cvc 30pagemo

Ha Cenmuma 12 or QUASAR IS manmenTute, mojryvaBaiiy IrycekyMa0, Imoka3Bat mo-TrojiiMo U
KITMHIYHO 3HAYUMO MOI00OpEHHE CIPSMO M3XOIHOTO HABO B CpaBHEHHE C TUIane00 10 OTHOIIIEHUE Ha
CHEIM(UIHOTO 32 Bh3NAIUTEIHUTE 3a00IsBaHns Ha yepsara (IBD) kauecTBO Ha )HUBOT, OLIECHEHO
upe3 o6mus ckop IBDQ u ckopoBeTe oT Becnuku gomeitan Ha IBDQ (upeBHU cumMriTtomu,
BKIIFOUUTEITHO KOPEMHA O0JIKa M HEOTIOKHOCT Ha Ae(eKalusra, CicTeMHa (YHKIHS, eMOIIMOHATHA
(dhynkius u conmanta Gyskius). Te3n mog00peHus ce 3ama3BaT Mpy JEKyBaHHUTE C TyceTKyMad
nanueHTd B QUASAR MS no Ceamuria 44.

Xochumanuzayuu, c6bP3aHy C YIYepo3eH Koaum

Jo Cenmuna 12 va QUASAR IS no-manbK NpoLEHT MalMeHTH B IpyIaTa Ha rycenkymal B
CpaBHEHHE C IpyIaTa ¢ Iianedo ca XOCIHUTATU3UPaH BbB Bpb3Ka ¢ yniepo3eH konut (1,9%, 8/421
crpsimo 5,4%, 15/280).

bonecm na Crohn

EdukacHocTTa 1 6€30I1aCHOCTTA Ha ryceaKkyMal ca OICHEHU B TPY KJIMHUYHH MpoyuBaHus ¢aza I11
MIPH BB3PACTHH MAIMCHTH C YMEPEHa JI0 TexKa akTUBHA OoJiecT Ha Crohn, KOMTO HE ca Ce TOBIUSIIH
JIOCTaThYHO, BEUE HE CE MOBIUSABAT WM Ca MPOSBUIN HETIOHOCUMOCT KbM MEPOPATHU
KOPTUKOCTEPOUIH, KOHBEHIIMOHATHN UMyHOMOIy1aTopu (AZA, 6-MP, MTX) u/viau Ouosioruvna
tepanust (TNF 6mokep wimn BegonuzyMal): nBe 48-ceIMUIHE MHOTOIICHTPOBH, PaHIOMHU3UPAHH,
JIBOMHO-CIIETIH, TUI1a1e00- ¥ aKTHBHO KOHTPOJIMPAHH (YCTEKHHYyMa0) MPOYyYBaHUS C YCIIOPEIHH TPYTIH
(GALAXI 2 u GALAXI 3) ¢ eqHakbB qu3aiiH v €HO 24-CeIMIYHO MHOTOIIEHTPOBO, PAHIOMHU3UPAHO,
JIBOMHO-CJIATIO, TUTae00-KOHTPOIMpaHo mpoyuBane ¢ yenopeauu rpynu (GRAVITI). U tpute
MPOYyYBaHUs ca C JIU3aiH ,.treat-through®: maruenTruTe, paHIOMU3UPAHU 32 JICYCHHE C TyceTKyMad
(nmm ycrekunymad 3a GALAXI 2 u GALAXI 3), 3ana3Bar ToBa Ha3HAYEHO JICYSHUE Mpe3 LsIaTa
MPOIBIDKUTETHOCT HA TMTPOYIBAHETO.

GALAXI 2 u GALAXI 3

B npoyuBanusta daza [II GALAXI 2 u GALAXI 3 ymepenara o Texxka aktuBHa 6osect Ha Crohn ce
OTIpeJiesisl KaTo CKOp Ha MHJIeKca Ha akTHBHOCT Ha Oosectra Ha Crohn [CDAI] >220 u <450 u
OIIPOCTEH EHAO0CKOICKH cKop 3a 6osect Ha Crohn (Simple Endoscopic Score for CD, SES-CD) > 6
(uu > 4 npy MaLMeHTH ¢ U30JMpaHo 3a00sBaHe Ha WieyMma). JlonbIHUTEIHUTE KPUTEPUH 3a
GALAXI 2/3 Bxito4Bat cpeliHa JHeBHA yecToTa Ha aedekarus (SF) > 3 unu cpenen qHeBeH CKOp 3a
kopemHa 6onka (AP) > 1.

B npoyuBannsata GALAXI 2 u GALAXI 3 nmanmeHTHTe ca paHAOMU3MpPaHU B ChoTHOIIeHHe 2:2:2:1 3a
NoJy4YaBaHe Ha MHTPpaBeHO3HA HHAYKLUS ¢ Tycenkymad 200 mg na Cenmunum 0, 4 u 8, mocineqBana ot
noJAbprKala Tepamnus ¢ ryceakymad 200 mg noakoxxHO q4w, HHTPaBeHO3HA HHIYKINS C TyCeIKyMal
200 mg na Ceamurm 0, 4 u 8, mocnenBaHa OT NOAXbpKaIIa Tepanus ¢ rycenkymad 100 mg noaxoxHo
(8w, HHTpaBeHO3HA UHAYKIUS ¢ YCTeKMHYMa0 nmpubimusuteano 6 mg/kg na Cenmuna 0, mociensana
OT MOIbpIKAIa Tepanus ¢ ycreknaymad 90 mg moakoxHo q8w, WiH miane0o. YJacTHUIINTE, KOUTO
HE Ce MOBJIHSIBAT OT IU1anebo, moiaydyaBar ycreknaymab ot Cenqmuna 12.

O6mo 1021 manuentu ca onenenn B GALAXI 2 (n=508) mu GALAXI 3 (n=513). MenuanaTta Ha
BB3pacTTa € 34 ronuuu (quamaszoH ot 18 o 83 rogunmn), 57,6% ca Mmexe, 74,3% ce onpenensT KaTo
oenu, 21,3% xato asuatim u 1,5% KaTo YePHOKOXKH.

B GALAXI 2 52,8% oT manueHTuTe ca JeKyBaHH HEYCIEIIHO C [IOHE eJHa OMOJIOTHYHA Teparus
(50,6% ca nMany HETOHOCHMOCT WMJIM HeycHelIHa Tepanus ¢ mone 1 npeaumsa antu-TNFo Tepanns,
7,5% ca UManu HEMOHOCHMOCT WJIM HEYCIIelTHA Tepamnus ¢ Benoymzymad), 41,9% He ca JiekyBaHU ¢
OmorormyHa Tepanwus, a 5,3% ca moxydaBaiy Ipear TOBa OMOJOTHYHA TePaIus U TS € Onia yCIenHa.
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Ha uzxomgno HUBO 37,4% OT MalMeHTHTE Cca MOTy4aBajiy epopaHiu KOPTUKOCTEPOUAH, a 29,9% ca
MOJTy9aBaji KOHBEHIIHOHATH UMYHOMOTYJIATOPH.

B GALAXI 3 51,9% ot nauueHTUTe Mpean ToBa ca JEKyBaHW HEYCIIEITHO C Hall-MaJIKo €/1Ha
ouorormuna tepanus (50,3% ca uMany HETOHOCUMOCT HITH HEYCIEITHO JIeUeHUe C TTOHE eHa
npenxonna anTu-TNFa tepamus, 9,6% ca nMann HEIOHOCHMOCT WJIM HEYCIICITHO JIEYSHHE C
Begonu3ymal), 41,5% He ca nexkyBaHH ¢ OMOJIOTUYHO JIedeHue, a 6,6% ca moy4aBaiy npeau ToBa
OmosornyHa Tepanus 1 T e 6ma ycnemsa. Ha n3xonHo HuBo 36,1% OT manyeHTHTe ca moryvyaBain
nepopaHu KopTukocTepouay, a 30,2% ca mosrydaBaiyd KOHBEHIIMOHATHH HMYHOMO/TYJIATOPH.

Pesyarature OT CbBMECTHUTE IbPBUYHHN ¥ OCHOBHUTE BTOPUYHU KpailHU TOUKH B CPAaBHEHUE C
mwiarie6o mpu GALAXI 2 u GALAXI 3 ca npeacrasenu B Tabmumu 5 (Cenmunia 12) u 6 (Cenqmuria
48). Pezynratute OT OCHOBHUTE BTOPUYHH KpaitHu Touku Ha Ceqmuua 48 B CpaBHEHHUE C
ycTeknHyMab ca npeacraBenu B Tabuumnu 7 u 8.

Taoauna 5: IIpoueHT NanMeHTH, HOCTUTHAIN CbBMECTHUTE IbPBMYHU U OCHOBHHUTE
BTOPUYHHU KPAWHN TOYKH 32 e(PMKACHOCT € ryceJIKyMad ciipsiMo mjiane6o Ha
Ceavuna 12 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
Ilnauedo I'yceaxyma Ilnanedo I'yceaxyma
% HHTPAaBEHO3HA % UHTPaBEHO3HA
UHAYKIMA? UHAYKIMA?
% %

ChbBMeCTHM IBPBHYHHU KPAiHN TOYKH 32 e(pMKACHOCT

Kiannamana pemucus® Ha Ceamuna 12

O01ma nomyarus 22% (N=76) 47%" (N=289) 15% (N=72) 47%"(N=293)
Henexysanu ¢ 18% (N=34) 50% (N=121) 15% (N=27) 50% (N=123)
OMOJIOTHYHA TepaIus®

Heycnemno 23% (N=39) 45% (N=150) 15% (N=39) 47% (N=150)

MPEIXOJTHO JICYSHUE C
OMOJIOTHYHA TepaITHsT

Engockoncko nosiauaBane” na Cexmuna 12

O01ma nomyarus 11% (N=76) 38%" (N=289) 14% (N=72) 36%" (N=293)
Henexysanu ¢ 15% (N=34) 51% (N=121) 22% (N=27) 41% (N=123)
OMOJIOTHYHA TepaIus®

HeycnemrHo 5% (N=39) 27% (N=150) 8% (N=39) 31% (N=150)

MIPEIXOTHO JICUCHHE C
OMOJIOTHYHA TepaITHsT

OCHOBHM BTOPUYHM KPailHU TOYKH 32 ePUKACHOCT

PRO-2 pemucus® Ha Ceqgmuna 12

0012 noryanus 21% (N=76) 43%" (N=289) 14% (N=72) 42%" (N=293)
HenexyBanu ¢ 24% (N=34) 43% (N=121) 15% (N=27) 47% (N=123)
OMOJIOTHYHA Teparus®

Heycnemrno 13% (N=39) 41% (N=150) 13% (N=39) 39% (N=150)

MIPEIXOHO JIEUEHHE C
OMoJIOTHYHA Tepamus”

IoBausiBane Ha ymoparta™ Ha Cegmuna 12

O61a nonyanus 29% (N=76) | 45%"(N=289) | 18% (N=72) | 43%"(N=293)
HenexyBann 32% (N=34) | 48% (N=121) | 19% (N=27) | 46% (N=123)
OuosiornyHa Tepamnus’®

Heycrermto 26% (N=39) | 41% (N=150) | 18% (N=39) | 43% (N=150)

HPEIXOIHO JIEYEHHUE C
OMoJIOTHYHA Tepamus’

Enpockoncka pemucus® Ha Ceqmuna 12

OO61ra momyams | 1% (N=76) | 15%(N=289) | 8% (N=72) | 16% (N=293)
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HenexyBanu c
OMOJIOTHYHA Teparus®

3% (N=34)

22% (N=121)

19% (N=27)

25% (N=123)

Heycnemnino
MIPEIXOTHO JICUCHHE C
OMOJIOTHYHA TepaITHsT

0% (N=39)

9% (N=150)

0% (N=39)

9% (N=150)

I'ycenxyma6 200 mg untpaBeHo3Ha nnaykuus Ha Ceamuna 0, Ceamuna 4 u Cenmuna 8 — B Ta3u xonoHa ca

o0eMHEeHN [1Be TPYIH Ha JEYCHHUE C TyCelKyMal, Thii KaTo MAllMEeHTHUTE M0Jy4yaBaT eqHa U ChIla CXeMa Ha
HMHTpaBeHO3Ha UHAYKuus npeau Cenmuna 12.

Knunnunara pemucus ce onpenens karo ckop CDAI < 150.

Onokepy Wi Befoauzymad) rpu 6osect Ha Crohn.

ckop SES-CD <2.

HHCHK U JIUIICa Ha BiiomaBaHe Ha AP wim SF B CpaBHEHUEC C U3XOJHOTO HUBO.

" p<0,05

Ennockonckara pemucus ce onpenens karo ckop SES-CD <2.
" p<0,001

Ome 9 narnyieHTH B TpynaTa Ha 1miane6o u 38 marpeHTy B rpynara Ha rycenkymad 200 mg HHTpaBEeHO3HO ca

MOy Y IPEAX0Ha OMOJIOTNYHA Tepamnys U T € Ouna ycIelnrHa.

BkirouBa He3a10BOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MM HEMOHOCHMOCT KbM Onostoruyna teparus (TNF
EnnockornckoTo moBnusBaHe ce onpezens kato nogobpenue ¢ > 50% crpsmo n3xonHoTo HUBO Ha ckopa SES-CD mmn

PRO-2 pemucus ce onpeznens kato cpezeH qHeBeH ckop AP 1 nnn nmo-Huckk u cpenex anesex ckop SF 3 wu mo-

[MoBnusiBaHeTO Ha yMopaTa ce omnpe/ens karo nogobpenue ¢ > 7 touku B kpatkust popmysssp PROMIS Fatigue 7a.

Ta6anna 6: IIponeHT NanueHTH, NOCTUTHAJIA OCHOBHITE BTOPHYHHU KPAliHU TOYKH 3a
euracHocT ¢ rycejkymadé cnpsimo miamneoo na Cenvmuua 48 B GALAXI 2 u

GALAXI 3
GALAXI 2 GALAXI 3
Mnanedo I'yceaxkymad | I'yceakymad Inaneoo | I'yceaxkymad | I'yceakymad
HHTPABEHO3HA | MHTPABEHO3HA (N=72) MHTPABEHO3HA | HHTPABEHO3HA
UHAYKOUSI— | HHIYKIHSI— HHAYKIMS— | HHIYKIUA—
100 mg q8w 200 mg q4w 100 mg q8w 200 mg q4w
MO/KO0KHA MOKO0KHA MOKOKHA MOKOKHA
HHIKeKIus® AHKeKIus’ HHIKEKIUs® HHKeKIHsA’
Knunununa pemucusi 6e3 koptukocrepouaun® na Cenmuna 48¢
Ooma 12% 45%°(N=143) 51%* 14% 44%* 48%"
TIOTTy At (N=76) (N=146) (N=72) (N=143) (N=150)
Enpockoncko nopauspane’ Ha Cenmuna 48¢
Obua 7% 38 %" 38%* 6% 33%" 36%"
MOy Tanust (N=76) (N=143) (N=146) (N=72) (N=143) (N=150)

100 mg noaxokHO q8W B MPOABIDKEHUE HA 10 48 CeAMUIIH.

200 mg noAKoX)HO q4w B MPOIbIDKEHUE Ha 10 48 ceMuUIu.

Kkoprukocrepouu Ha Ceamuna 48.

T'ycenxyma6 200 mg naTpaBeno3na nHAyKIws Ha Ceqmuna 0, Ceqmuna 4 u Cenmuna 8, mocieaBana Ot rycelikymad
T'ycenxyma6 200 mg naTpaBeHo3na nHAyKIws Ha Ceqmuna 0, Ceqvuna 4 u Cenmuna 8, mocieBana Ot rycesikymad

Knunnunara pemucus 6e3 kopTukoctepouu ce onpeneins karo ckop CDAI < 150 na Cenmuna 48 u 6e3 neyeHue ¢

EHI0CKONCKOTO TMOBIMSABAHE C€ ONpeAEs KaTo noxobpenue ¢ > 50% crpsiMo u3xoqHoTo HUBO Ha ckopa SES-CD umu
ckop SES-CD <2.

p <0,001

YdacTHHIM, OTTOBapSIH Ha KPUTEPUHUTE 3a HEIOCTATHYHO NoBIMsaBaHe Ha CeaMuna 12, ce cunTaT 3a HEMOBIHSIIN CE Ha
Cenmunia 48, He3aBUCHMO OT paMOTO Ha JIeUeHHE.
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Ta6auna 7: [IponeHT NaMEeHTH, MOCTUTHAJN OCHOBHUTE BTOPUYHM KPAWHM TOYKH 32 epUKACHOCT C
rycejakymad cnpsimo yerekuiymao Ha Ceqmuna 48 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
Ycrekunymad | I'yceaxkymad | I'yceaxymad | Yerekmnymad | I'ycenxkymad | I'yceakymao
6 mg/kg HHTPABEHO3HA | MHTPABEHO3HA 6 mg/kg HHTPABEHO3HA | HHTPABEHO3HA
HHTPABC€HO3HA | HHAYKUHUA — HHAYKIUA — | HHTPaAaB€HO3HA | UHAYKIUA — HHAYKIUA —
HHAYKIUSA — 100 mg 200 mg q4w | mHAYKIMA — 100 mg 200 mg q4w
90 mg q8w q8w MOAKO0KHA 90 mg q8w q8w MOAKO0KHA
MMOAKOKHaA MOAKOKHA I/IH)KeKlIl/ISIB MOAKOKHA MMOAKOKHaA I/Il-DKtEKIII/ISlB
MHXKeKIua® HHKeKIHsI® MHXKeKIusa? HHKeKIUA®
Kaunnuna pemucust Ha Cenvuua 48 u engockoncko nopjausisane’ Ha Cexmuna 48
O6ma 39% 42% 49% 28% 41%" 45%"
MONyJaIus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Enpockoncko nopiausipane” Ha Cenmuna 48"
Oo6mma 42% 49% 56% 32% 47% 49%
TIOITYJTALUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Ennockoncka pemucus® Ha Cenmuna 48
O6ma 20% 27% 24% 13% 24%k 19%
MonyJanus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kaunnuna pemucus™ na Cegmuua 48
O6ma 65% 64% 75% 61% 66% 66%
MonyJanus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kannuyna pemucust 6e3 koprukocrepouan® Ha Cenmuna 48"
O6ma 61% 63% 71% 59% 64% 64%
TIOITY ALK (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
I[poab/knTeHa KJIMHHYHA pemucus” Ha Ceqvuua 48
O6ma 45% 46% 52% 39% 50% 49%
MOITyJTaNuUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
PRO-2 pemucus’” na Cenmuua 48
O6ma 59% 60% 69% 53% 58% 56%
MONyJaus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)

MpObJKEHUE Ha 70 48 ceIMUIIU.

MOJKOKHO q8W B MPOABIDKEHUE Ha 110 48 ceaAMUIn.

MOJKOXHO q4W B IPOABIDKEHUE Ha 110 48 ceAMUIH.

SES-CD <2.

koptukocteponau Ha Cenmuna 48.

Ennockonckara pemucus ce onpenens karo ckop SES-CD <2.
Knunanunara pemucus ce onpenens karo ckop CDAI < 150.

Cenmuna 48 (Hait-manko 8 ot 10 Bu3uTH), KOUTO TpsiOBa na BimtouBaT Cenmuna 48.

=X

nurca Ha BiomaBane Ha AP wnu SF B cpaBHeHue ¢ H3X0IHOTO HUBO.

* p<0,05
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KOM6I/IH8.L[I/I$I OT KJIIMHUYHa PEMUCUS U CHIOCKOIICKO IMOBJIUABAHE, KaAKTO Ca OIPEACICHU 110-101Y.

IToBnusBanero Ha Ceamuiia 48 € OLICHSIBAaHO HE3aBUCUMO OT KIIMHWUYHOTO moBiusBaHe Ha Ceamuna 12

Verekunymab 6 mg/kg unrpaBenosna nnaykuust Ha Cenmuna 0, mocneBana ot ycrekuaymad 90 mg rmoakoxuo q8w B
I'ycenxyma6 200 mg untpaBeHo3Ha nnaykius Ha Ceamuna 0, Ceamuna 4 u Cenmuna 8, mociensana ot rycenkymad 100 mg

I'ycenxyma6 200 mg untpaBeHo3Ha nnaykius Ha Ceamuna 0, Ceamuna 4 u Cenmuna 8, mociensana ot rycenkymad 200 mg

EHIIOCKOTICKOTO MOBIUSIBAHE c€ OMpeAeis KaTo mogoopenue ¢ > 50% crpsiMo n3xoaHoto HUBO Ha ckopa SES-CD wim ckop

Knmangnara pemucus 6e3 kopTukocTepouan ce onpenens karo ckop CDAI < 150 na Cenmuria 48 u 6e3 sieueHue ¢

[IpoawmxurenHara KIMHUYHA pemucus ce onpegens karo CDAI < 150 mpu > 80% ot Bcuuku Busutu Mexay Ceamuna 12 u

PRO-2 pemucus ce onpeznens KaTo cpeeH qHeBeH ckop AP 1 nnn mo-HUCHK U cpelieH AHeBeH ckop SF 3 nnu mo-HUCHK U




Ta6auna 8: [IponeHT NanMeHTH, NOCTUTHAJIU KPATHUTE TOYKH 32 e(pMKACHOCT C TyCeaIKyMao
cnpsiMo yecreknaymao Ha Cenmuna 48 B cooprute 1anHu or GALAXI 2 n

GALAXI 3

Ycreknnymad
6 mg/kg
HHTPaBeHO3HA
HHAYKIHAS —
90 mg q8w
MO/IKOKHA
HHKeKIusa®

I'ycenkymad
HHTPABEHO3HA
HHIYKIUSA —

100 mg q8w
MOIKOKHA HHKEKIHA®

I'ycenkymad
MHTPABEHO3HA
HHAYKIUA —

200 mg q4w
MOJAKOKHA MHXKeKIua®

Kumanyna pemucusi Ha Ceqmuua 48 u engockoncko nopiausisane’ Ha Cexvuna 48

OO6mr1a momynanus

34% (N=291)

42% (N=286)

47% (N=296)

HenexyBanu ¢
OuonornyHa
Tepanus®

43% (N=121)

51% (N=116)

55% (N=128)

Heycnenina
npeaxoaHa
OuoornyHa
Tepanus’

26% (N=156)

37% (N=153)

41% (N=147)

Enpockoncko nopiausasane™ na Ceqvmuia 48

OO6mr1a mormyanus

37% (N=291)

48% (N=286)

53% (N=296)

Henexysanu c
OuonornyHa
Tepanus’”

43% (N=121)

59% (N=116)

59% (N=128)

Heycnenina
npeaxoaHa
OHoJorHYHA
Tepanus’®

31% (N=156)

43% (N=153)

47% (N=147)

Enpockoncka pemucusi® Ha Cenmuna 48

O06ma nomynarnus

16% (N=291)

25% (N=286)

21% (N=296)

Henexysanu c
OunonornyHa
Tepanus’”

19% (N=121)

34% (N=116)

27% (N=128)

Heycnemna
npeaxoaHa
OuonornyHa
Tepanus’

13% (N=156)

21% (N=153)

14% (N=147)

Kumanyna pemucusi” Ha Ceqvmuua 48

OO6mr1a momynanus

63% (N=291)

65% (N=286)

70% (N=296)

Henexyanu ¢
OuonornyHa
Tepanus”

75% (N=121)

73% (N=116)

77% (N=128)

Heycnenina
npeaxoaHa
OuoornyHa
Tepanus’

53% (N=156)

61% (N=153)

64% (N=147)
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VYerexunymab 6 mg/kg nntpaBenosna naayknust Ha Cenmuna 0, mocnenBana oT ycteknHymMad 90 mg noakoxxHo 8w B
MIPOABIDKEHUE Ha 10 48 ceAMUIIH.

I'ycenxymab 200 mg unTpaBeHo3Ha nHaykiusa Ha Ceamuna 0, Ceamuna 4 u Cenqmuna 8, mocieasaHa oT ryceaxkymab
100 mg noakoxHO q8W B pobJDKEHUE Ha 10 48 ceMuUIu.

I'ycenxymab 200 mg unTpaBeHo3Ha nHaykiusa Ha Ceamuna 0, Ceamuna 4 u Cenqmuna 8, mocieasaHa oT rycenxkymad
200 mg noakokHO q4w B MPOABIDKEHUE Ha 0 48 ceaAMUIIH.

KomMOuHaIms oT KIMHUYHA PEMHUCHUS U €HIOCKOIICKO MOBIUSABAHE, KAKTO Ca OIPE/eNICHH MO-10Ty.

A Ome 14 nanueHTH B TpynaTa Ha ycTeKuHyMa0, 2| manueHTH B rpynara Ha rycenkymad 200 mg ToKOKHO q4w 1

17 manumenTH B rpymara Ha rycenkyma6 100 mg noakoxHo 8w ca IOJIyqrIi Ipey ToBa OMOJIOrNYHA Tepamys U Ts €
Ouna ycremsa.

BxirouBa He3a0BOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MIIM HEMOHOCHMOCT KbM Ounostorndna tepamnus (TNF 6ioxepu,
Beposm3ymab) pu 6osect Ha Crohn.

Ennockonckoro nosnusiBaHe ce onpesens karo nogodpenne ¢ > 50% crpsmo u3xoxHoTo HUBO Ha ckopa SES-CD mmm
ckop SES-CD <2.

Ennockornckata pemucus ce onpenens karo ckop SES-CD <2.

Knunununara pemucus ce onpeznens kato ckop CDAI < 150.

B GALAXI 2 u GALAXI 3 eduxacHocTTa 1 6€30IMaCHOCTTa Ha TyCcelIKyMal ce ToKa3BaT
KOHCHCTCHTHO, HE3aBUCHMO OT BB3PACTTa, I10JIa, pacaTta U TeJICCHOTO TETJIO.

B 0000mmenus cyonomynannone ananus B npoyuBanuata GALAXI ¢asza Il manuenture ¢ Bucoka
Bb3NAIUTEIHA aKTUBHOCT CJIE/l IPUKJIF0UBAaHE HA MHAYKLIHMOHHOTO IIPUWIOKEHHUE II0Ty4aBaT
JOIIBJIHUTENHA 110132 OT TycenakyMad 200 mg moaKoXHO 4w B CpaBHEHHE C MOJABPKAIIUTE CXEMH
cbe 100 mg nmonkoxkHo q8w. HaOmonaBana e KMTMHUYHO 3HAYMMAa PasjiiKa MEXIy ABETE 1030BU
IpyINH Ha TycelKyMal MpH ManueHTn che croiiHoctd Ha CRP > 5 mg/l cnex npukirouBane Ha
WHIYKITHAATA, TIO OTHOIIIEHUE Ha KPAaWHUTE TOYKHU Ha KiumHIYHA pemucus Ha Ceamura 48 (100 mg
noKoxkHO q8w: 54,1% crpsimo 200 mg noakoxuo q4w: 71,0%), engockornckust otroBop Ha Ceamuna
48 (100 mg noakoxuo q8w: 36,5% cnpsamo 200 mg nonkoxkHo g4w: 50,5%) u PRO-2 pemucusita Ha
Cenmvuria 48 (100 mg momkoxuOo q8w: 51,8% crpsimo 200 mg moaxoxxHOo q4w: 61,7%).

Knunuuna pemucust 606 epememo
Croposere CDALI ce orOensa3Bar mpu BCsAKa BU3UTA Ha manueHTa. [[poeHThT NaleHTH B KIIMHIYHA
pemucus no Cenmuiia 48 e peacraBed Ha Ourypa 2.
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®@urypa 2: IIpoueHT NauMeHTH B KIMHUYHA pemucusi 10 Ceamuua 48 B cOOpHUTE JaHHU OT
GALAXI 2 u GALAXI 3
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Ciopen s o GALA

Kauecmso na sicusom, cevpsano cvc 30pasemo

[To-rossiMo momoOpeHue CIPSIMO U3XOAHOTO HUBO ce HabromaaBa Ha Ceamuia 12 B rpynuTe Ha
JIeYeHHE C TyCelIkyMal B CpaBHEHHE C I11a1e00 1Mo OTHOLICHKE Ha CIIEUU(PUYHOTO 32 Bb3MATUTEIIHUTE
3abomnsaBanus Ha yepBarta (IBD) kadecTBO Ha ®KHUBOT, oieHeHO upe3 o0mus ckop IBDQ. Tesn
nmogoOpenws ce 3anasBat 1o Cenmura 48 B IBETE MPOYyIBAHUS.

GRAVITI

B npoyuBaneto GRAVITI ¢a3za IIl ymepenara go texxka aktiHa 6osiect Ha Crohn ce onpenens KaTo
ckop CDAI > 220 u £450 u CD (SES-CD) > 6 (vu > 4 ipul MallMeHTH ¢ U30JIMPAHO 3a00JIIBaHe Ha
wieyma) u cpesieH nHeBeH ckop SF > 4 unu cpenen nqueBeH ckop AP > 2.

B GRAVITI nanueHTure ca paHaoMU3Mpany B cboTHoIIeHue 1:1:1 na momyvasar rycenkymao 400
mg noaxkoxHa HHAykuus Ha Ceamuim 0, 4 u 8, mocneaBaHa OT HOAbPIKALIA TEPAIHUS C TyCEIKyMal
100 mg q8w noakoxHo, rycenkymad 400 mg noakoxna nHAykuus Ha Ceamuim 0, 4 u 8, mocnenBaHa
OT MmoJbpaKaIla Tepanus ¢ rycesnkymad 200 mg q4w noIK0KHO, WM iane6o. Beuuky manueHTy B
rpyrara Ha 1miamne0o, KOUTO OTTOBAPST Ha KPUTEPHUUTE 33 CIIACUTEITHA TepaIHus, MOJTyJaBat
MHIYKIMOHHA 103a ¢ TycenkyMad 400 mg noxkoxxHo Ha Ceamunu 16, 20 u 24, nocieasana ot
rycenkymad 100 mg moaKoxHo q8w.

Onenenn ca o6mio 347 nanuenty. MeanaHaTa Ha Bb3pacTTa Ha MalueHTHTe € 36 TOANHA (JIHrana3oH
ot 18 1o 83 ronuum), 58,5% ot TAX ca MBKe, 66% ce onpenensaT karo Oenu, 21,9% karo azuaruu u
2,6% KaTO YEPHOKOXKHU.

B GRAVITI 46,4% oT nanueHTUTE Npeau TOBA ca MOJYyYHUIIN HEYCIELIHO JIEYCHUE ¢ Hali-MaJIKoO €1Ha
ononornuHa Tepamnus, 46,4% He ca moiay4yaBanu OHOJOTHYHO JIeUeHue, a 7,2% ca ToydaBaiy npean
TOBa OMOJIOTWYHA Teparus u TA ¢ Ouia ycremHa, Ha u3xomano HuBo 29,7% OT nalMeHTuTe ca
MOJTy4aBajy NepopasHl KOpTUKOCTepouay, a 28,5% ca moiay4aBaiu KOHBEHLMOHAIHH
HMYHOMO/TYJIATOPH.
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PesynratuTte OT ChBMECTHUTE IBPBUYHN U OCHOBHUTE BTOPUYHH KpPAHHU TOYKH 33 €(h)UKACHOCT B

cpaBHenue ¢ wiane6o Ha Cenmuia 12 ca mpencraBern B Tabmwma 9.

Tadoauua 9: IIpoueHT NaAUMEHTH, IOCTUTHAIM CbBMECTHUTE MbPBUYHH M OCHOBHUTE
BTOPHYHHU KPATHN TOYKH 32 e(PUKACHOCT C IyceJIKyMad cnpsaMo miamedo Ha

Ceamuna 12 B GRAVITI

ILi1aneoo

I'yceakyma6 400 mg
MOJKO0KHA HHKEeKIUA?

ChbBMeCTHH MbPBUYHH KPAifHU TOYKH 32 e()MKACHOCT

Kiaunnyna pemucus® na Cenmuna 12

OO6u1a momynanus

21% (N=117)

56%° (N=230)

HenexyBanu ¢ 6uosiornyaa tepamnus

25% (N=56)

50% (N=105)

HeycnemHo npeaxoaHo jJeueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

60% (N=108)

Ennockoncko noausiane® Ha Cemmuma 12

O06m1a momynanus

21% (N=117)

41%¢ (N=230)

HenexyBanu ¢ 6uosiornyaa tepamnus

27% (N=56)

49% (N=105)

HeycnemHo npeaxoaHo jeueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

33% (N=108)

OCHOBHM BTOPUYHM KPailHU TOYKH 32 ePUKACHOCT

Kaunnuno nopausisane® na Ceagmuna 12

OO6m1a momyanys

33% (N=117)

73%¢ (N=230)

HCJ'ICKYBaHI/I ¢ ObuonoruyHa Tepanm{r

38% (N=56)

68% (N=105)

HeycnenrHo npeaxoaHo IeYeHue ¢
OMoJIOTMYHA Tepanus”

28% (N=53)

78% (N=108)

PRO-2 pemucus’® Ha Cenmuna 12

O06u1a monynanus

17% (N=117)

49%¢ (N=230)

HCJ'ICKYBaHI/I ¢ OuonoruyHa Tepanm{r

18% (N=56)

44% (N=105)

Heycmernmao npeaxoaHo gedeHne ¢

17% (N=53)

52% (N=108)

OMoJIOTHYHA Teparus”
T'ycenxyma6 400 mg moakoxxHo Ha Cenmuna 0, Cenqmuna 4 u Ceamuna 8

Kinanuana pemucust: ckop CDAI <150

® p<0,001

Ome 8 manueHTH B Ipymnara Ha mianebo u 17 manuenTy B rpynara Ha rycenkymad 400 mg moAKO)KHO ca HOTy4rIn
OHOJIOTHYHA Tepanus U TS € Oujla ychenHa.

BkirouBa He3a10BOJIMTEINICH OTTOBOP, 3ary0a Ha OTTOBOP MM HEMOHOCHMOCT KbM Onostoruyna teparus (TNF
6nokepy, Begonusymat) npu 6onect Ha Crohn.

Ennockorncko nmosnusiBane: > 50% momxoOpeHue crpsiMo H3X0JHOTO HUBO Ha ckopa SES-CD.

Knunanuno nosnusasane: > 100 myHKTa HaMaJleHHE CIIPSIMO MU3XOAHOTO HUBO Ha ckopa CDAI unu ckop CDAI < 150.

PRO-2 pemucus: cpenen aueseH ckop AP 1 wiu no-HUCHK U cpeneH nHeBeH ckop SF 3 wiu mo-HUCHK U unca Ha
promanaHe Ha AP unu SF B cpaBHeHHE C U3XOAHOTO HHUBO.

Knuanyna pemucus Ha Ceamuna 24 ce MocTUra npu 3HaYUMO MO-TOJISIM MPOLIEHT OT MalUeHTUTE,
JICKYBaHM ¢ TOJKO)KHA HHIYKIHUS ¢ rycenkymad 400 mg, mocneapana ot rycenkymad 100 mg

1o iKoxHO q8w wim 200 mg noakoxHo q4w, B cpaBHEHHE ¢ I1anedo (cborBeTHO 60,9% 1 58,3%
capsimo 21,4%, nere p-croitnoctu < 0,001). Knuanuna pemucus Ha Cenmuna 48 ce noctura (ot 60%
u 66,1% oT nauueHTHTE, JEKyBaHU C MOJKOXKHA MHAYKIHS ¢ TycenkyMad 400 mg, mocieasana
CHOTBETHO OT Tycenkymad 100 mg moxkoxxuo q8w mim 200 mg moaxkoxkHO q4w (¥ JBETE p-CTOMHOCTH
< 0,001 B cpaBHEeHue ¢ TIanebo).

Enpockorncko moBnusiBane Ha Ceqmuria 48 ce moctura npu 44,3% u 51,3% ot narueHTure, JeKyBaHU

C TIOJIKOKHA HHAYKIHS ¢ rycenkymad 400 mg, mocneaBaHa chOTBETHO OT Tycenkymad 100 mg
noakoxHo q8w win 200 mg noakoxuo q4w (u asere p-ctoiHocTH < 0,001 B cpaBHEeHHe ¢ mIane6o).
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Kauecmeo na orcusom, cevpzano cvc 30pasemo

B GRAVITI kiiuHU4HO 3HAYUMO TOI00pEeHHE ce HaOIF01aBa [0 OTHOIICHHE Ha CIICIU(UIHOTO 3a
BB3MAIUTETHUTE 3a00sBaHysl Ha uepBaTa (IBD) kaduecTBO Ha )KHMBOT, OIICHEHO Upe3 00U CKOp
IBDQ na Cenmuna 12 u Ceamuiia 24 B cpaBHEHHE ¢ TUIAe0o0.

IlenuaTpudHa momyJamnus

EBporeiickaTa areHiyst o JeKkapcTBaTa oTJiara 3aJbJDKCHHUETO 3 IPEAOCTaBsIHE HA Pe3YJITaTUTE OT
IPOYYBAHUATA C TYCEIKyMal B e{Ha WIIM [OBEYE MOATrPYNHN Ha MeAUATPHIHATA HOIYJIAIHs IPH
ynepo3eH KonuT u 6onect Ha Crohn (Bx. Touka 4.2 3a nH(pOpManrs OTHOCHO yHoTpeba B
neInaTpusITa).

5.2 ®dapmMakoKWHeTHYHH CBONCTBA

AOGcopOuus

Cren eqHOKpaTHO MOJKOKHO HHXeKTHpaHe Ha 100 mg Ha 31paBu ML TyCeNIKyMal TOCTUra cpeHa
(£ SD) makcumainna cepyMaa KoHIEHTpaIus (Cmax) 8,09 £ 3,68 ug/ml npubnusurenHo 5,5 qHu ciaen
IPUIOKEHUETO. AGCOIIOTHATa OMOHATMYHOCT Ha IyCeIKyMal ciel] €THOKPATHO ITOIKOXKHO
umkektupane Ha 100 mg e oueHeHa Ha MpUOIU3UTETHO 49% TpU 3ApaBH yYaCTHULIH.

[Ipu manyeHTH ¢ IIaKOB IICOPHA3KC CJIE] IIOIKOXKHO MPHUIIOKEeHHE Ha rycenkyMad 100 mg Ha
Cenmuiu O 1 4 1 Ha BCEKH 8 CEAMULM CIIE]] TOBA CTALIMOHAPHHU CEPYMHH KOHLIEHTPALIUHU Ha
rycenkyma6 ce nocturat kbM Ceamuna 20 ciea moakoxHo npuiiokenue Ha 100 mg rycenkymal Ha
Cenmunu 0 u 4 u ipe3 8 cenmuru cnex ToBa. Cpenante (= SD) Hali-HUCKH paBHOBECHU CEPYMHHU
KOHIICHTpAINH Ha rycenkymal B ABe npoyuBanus ¢aza Il mpu manmeHTH ¢ TU1akoB TICOpHas3uc ca
1,15+ 0,73 pg/ml u 1,23 £ 0,84 ug/ml.

dapMaKOKMHETHKATa Ha TyCcelIKyMad Npu MalMeHTH ¢ TICOPUAaTHYEH apTPUT € CXOJHA C Ta3H Mpu
MaIueHTy ¢ ncopuasuc. Crel moaK0XKHO MPUIoKeHUe Ha rycenkyMad 100 mg Ha cenmuiiu 0, 4 u Ha
BCEKH 8 CEIMMILIM CJIe]l TOBa CpeHaTa Hali-HUCKA CEpyMHAa KOHLIEHTpALXs Ha TyCEeIKyMal B
CTallMOHAPHO CHCTOSIHUE CHINO € mpubam3uTenHo 1,2 pg/ml. Cnex moaKoKHO NPHIIOKEHHUE HA
rycenkymad 100 mg Ha Bceku 4 cemMUIIM, CpelHaTa Hali-HUCKA CEpyMHA KOHIICHTPAIIHSI Ha
ryceiakymal B CTallMOHAPHO ChCTOSIHHUE € MPUOIU3UTENHO 3,8 pug/ml.

®dapMaKOKHHETHKATa Ha TyceNnKyMal e CXO/IHa MPH MAIMEeHTH C YIIepo3eH KonuT u 6osect Ha Crohn.
Cren npenopbUMTEHATA CXeMa Ha MHTPaBEeHO3HA WHIYKIIMOHHA J103a rycenkymad 200 mg Ha
Cemmuru 0, 4 u 8 cpeHaTa MaKCHUMalTHa CEpYMHA KOHIIEHTpalus Ha ryceikymad va Ceamuna 8 e
68,27 pg/ml npu nanuenTH ¢ yaueposeH koiut u 70,5 pg/ml npu naunentu ¢ 6onect Ha Crohn.

Crnen mpemoppUYUTETHATA CXEMA C IMTOAKOXKHA HHAYKIIHOHHA 032 400 mg rycenkymad Ha Cemmuru 0,
4 u § e U3UHNCIIeHa CpeIHa MaKCUMAaITHA CepyMHa KOHIeHTpanus 27,7 pg/ml npu manueHTH ¢ 601ecTTa
Ha Crohn. O6miara cuctemHua excnio3unus (AUC) cien nmpenopbuynTeIHaTa HHIYKIIMOHHA CXeMa €
CXOJTHA CJIE]T TOJKOKHA U MHTPABEHO3HA MHTYKIIHS.

Crie1 MOJKOXHO TOUIBPIKAII0 IPUIOKEeHHE Ha ryceakymad 100 mg Ha Bceku 8§ CeIMUIIM WK
rycenkyma6 200 mg Ha Bceku 4 CeIMHII MPH MAIMEHTH C YILEPO3eH KOJUT CPETHUTE CEPYMHH
KOHIIEHTPAITUH Ha TycelkyMal B CTAIlHOHAPHO ChCTOSHUE ca ChOTBETHO MpuOmm3uTenHo 1,4 pg/ml u
10,7 pg/ml.

Crne moIKOXKHO TOJIBPIKAII0 IpHiIoKeHne Ha rycenkymad 100 mg Ha Bceku 8§ CeqMUIH WiTH
rycenkymab 200 mg Ha Bceku 4 ceqmuIm mpu narueHTy ¢ 6onectra Ha Crohn cpegHuUTE CEpyMHH
KOHIIEHTpAIMY Ha TYCEeIKyMald B CTALIMOHAPHO CHCTOSHUE Ca CHOTBETHO MpHOIM3uTenHo 1,2 ng/ml u
10,1 pg/ml.
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Pasnpenenenue

Cpennusar o0eM Ha pa3npeielieHue 1Mo BpeMe Ha TepMuHanHarta ¢asza (V) clieq] eTHOKpaTHO
WHTPABEHO3HO MPHUJIOKEHNE Ha 3/paBU JIMIa Bapupa npubausutento ot 7 1o 10 | B mpoyuBaHwusiTa.

BuorpanchopMmarus

TodHUAT BT, IO KOWTO TycenkyMad ce MmeTabonm3upa He e onpeneneH. Karo gosemko IgG
mAb,o4akBa ce ryceikymat Jia ce pasrpajiv 0 MJIKH TEeNTHIN ¥ aMIHOKUCEITMHH Upe3
KaTa0OJIUTHUTE ITHTHUINA IO CHINUS HAYWH KaTo eHporeHuure IgG.

Enumunupane

Cpennusr cucremen kiupbHC (CL) cien e THOKpaTHO HHTPABEHO3HO MPHIIOKESHUE HA 3[IPABH JIUIIA
Bapupa ot 0,288 10 0,479 1/nen B npoyuBanusta. Cpenuust nmonyxuBoT (T12) Ha rycenkymao e
MpUOIM3UTETHO 17 THU TIPH 3ApaBH JUIA, ¥ PUOIM3UTEIHO 15 10 18 qHM mMpy MaIMEeHTH C IIaKOB
TICOPUA3UC B MPOYYBAHUATA ¥ MPUOTUUTEIHO 17 JHU MIPH MAIUSHTH C YIIIEPO3CH KOIHUT WIH 00JeCT
Ha Crohn.

[NomynanuonauTe PpapMakOKMHETHYHHU aHAIN3Y TIOKA3BaT, 4e chlrbTcTBaIaTa ynorpeda na HCIIBC,
AZA, 6-MP, nepopanau koptukocteponan 1 csDMARD karo MTX He noBnusBa KIUpBHCa Ha

rycenkymao.

JInHeilHOCT/HETUHENHOCT

Cucremnara excno3urus Ha rycenkymad (Cmax 1 AUC) ce moBuIaBa mo npruOIM3UTEITHO
MPOTIOPIIMOHAJICH Ha J103aTa HAUMH CIIe €THOKPATHO MOJKOKHO UHXKEKTHUPAHE B 03U, BAPUPAIIH OT
10 mg no 300 mg npu 3apaBu JULA WIK MALMEHTH C TUIaKOB Iicopuasuc. CepyMHUTE KOHIICHTPALUU
Ha ryceikyMa0 ca mpuOJU3UTEIIHO MPOITOPLIMOHATIHH Ha 103aTa CJIe] HHTPABEHO3HO NPUIOKCHHE MTPH
MAIMECHTH C YIIIePO3eH KONMUT min 6osiect Ha Crohn.

HGZII/IaTDI/I‘IHI/I IMarMCHTH

(DapMaKOKI/IHeTI/IKaTa Ha FYCCJ'IKYM36 npu neJuaTpuiHu MarueHTH HE € YCTAHOBCHA.

TlammmeHTH B cTapyecka Bb3pacT

He ca npoBexxaanu cnenuanHy Npoy4BaHUs IPY NAMEHTH B cTapuecka Bb3pacT. Ot 1384 nanuentu ¢
IUTAKOB TICOPHA3HUC, C EKCIIO3ULMS Ha I'yCelIKyMal B KIIMHUYHU npoyuBanus ¢asa Il n BkmodeHu B
NOIMyJAIMOHHUS PapMaKOKMHETHYEH aHanu3, 70 MaueHTH ca Ha Bb3pacT 65 Wi moBeve TroAuHH,
BKJIFOUUTENHO 4 MallMeHTH Ha Bb3pacT 75 uinu nosede roguHu. OT 746 manueHTH ¢ NCopuaTHIeH
apTPHUT, C EKCIIO3UIINSA Ha TyCeaKyMal B KIIMHWYHY ITpoyuBaHus ¢aza III, obmro 38 manmenTa ca Ha
BB3pacT 65 wiIM oBeYe TOAWHN M HUTO €MH MAIeHT He € Ha Bb3pacT 75 win noBede roguan. OT
859 maumeHTu ¢ ynepo3eH KOJHT, C eKCIO3UIMS Ha rycenkymMal B KIIMHUYHY npoyuBanus ¢asza 1I/111,
BKIIFOYEHU B MOIyJIAIIMOHHUS (PapMaKOKWHETHYEH aHaIn3, 0010 52 MallMeHTH ca Ha Bh3pacT 65 miu
MOBeYe TOAMHH, a 9 MalKMeHTH ca Ha Bb3pacT 75 wiu noseue roaunu. Ot 1 009 manueHTH ¢ 601ecT Ha
Crohn, ¢ excnio3unys Ha rycenkyma0 B KIIMHHYHH poyuBanus ¢asa Il n BkiaroueHu B
NOIyJAIMOHHUS (PapMaKOKMHETHYEH aHaIn3, 0010 39 ManueHTH ca Ha Bb3pacT 65 uiu noseye
TOJWHU, a 5 MAIMEHTH Ca Ha Bb3pacT 75 WM MTOBEYE TOJIMHM.

[HonynannonHuTe (hapMaKOKMHETUYHN aHAM3Y NIPY NAIMEHTH C IIAKOB IICOPHUA3HUC, IICOPUATUICH
apTpUT, yIIEpo3eH KoauT 1 0osecT Ha Crohn He moKa3BaT OYeBHAHU IpoMeHH Ha u3uncieHus CL/F
MIPU MAIMEeHTH > 65-ToIUIIIHA BB3pacT B CPAaBHEHHUE C MAIUEHTH < 65- rOIUIIIHA Bh3pacT, KOETO
MOKa3Ba, 4ye He ¢ He0OX0AMMO KOPUTHPAHE Ha J103aTa MPH MAI[MeHTH B CTApUecKa Bh3pacT.
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ITamuenTu ¢ O0PEYHO MM YEPHOAPOOHO YBPEKIAHE

He e mpoBexxaano cenuduyHO IpoydyBaHe 3a onpeelsiHe Ha edekta Ha OBOPEUHO UITH YEPHOAPOOHO
YBpEkKIaHE BPXY (papMakoKMHETHKATa Ha rycenkymad. OuakBa ce ObOPEUHOTO STMMUHHUPAHE HA
WHTaKTHHS Tycenkyma0, IgG mAb, na Ob1e HUCKO B OT MUHHUMATHO 3HaueHue. [lomobHo, He ce
OuYaKBa YEPHOIPOOHO YBpEXKIaHE J1a MOBJIMIC KINPbHCA Ha IycelKyMal, Thil kato IgG mADbs ce
SIMMUHUPAT IPEIUMHO Ype3 BbTPEKICThUYCH KaTa0oau3bpM. Bb3 0CHOBa Ha MOMyIAIlMOHHUTE
(hapMaKOKMHETHYHH aHATM3U KPEaTHHUHOBUAT KIMPHHC WM YepHOApoOHaTa QYHKIHS HE OKa3BaT
3HAYMMO BIUSHUE BHPXY KIUPBHCA Ha TYCEIKyMao.

TemecHO TETIO

KIII/Ip’BHC’LT 1 00eMBT Ha PasupeaciiCHUC Ha rycenKyMa6 CC yBCJIMYaBaT C NOBUIIIABAHEC HA TCJICCHOTO
TCTJ10, HO Ha6J'IIO}_'[aBaHI/ITC JaHHHU OT KJIIMHUWYHH U3IHUTBAHHUA IIOKa3BaT, 4€ HC € HCO6X0}II/IMO
KOpUIrupaH€ Ha Jo3aTa B 3aBUCHUMOCT OT TEJICCHOTO TETJIO.

5.3 IIpeakJMHUYHU JaHHM 32 0€30MACHOCT

Hexnumanaaure JaHHU HC II0Ka3BaT ocobeH PHUCK 3a XOpa Ha Oa3aTta Ha KOHBCHIIMOHAJTHUTC
(bapMaKOJ'IOFI/I‘lHI/I MMpoOy4YBaHUA 3a 6C3OHaCHOCT, TOKCUYHOCT IIpYU MHOT'OKPATHO IPUJIAraHC U
PEIPOAYKTHBHA TOKCUYHOCT U TOKCUYHOCT 3a IPC- U MOCTHATAJIHOTO Pa3BUTHC.

B npoy4Banus Ha TOKCHYHOCTTA ITPU MHOTOKPATHO MPHUIIOKEHUE HA JIBITOOMAIIATH MaKaIlH
ryceskymad ce moHacs 400pe Ipyu HHTPABEHO3EH U MOIKOXKEH BT Ha npuiioxenue. CeqMuIHo
MIOJIKOYKHO TpUIIOKeHHe Ha 1032 oT 50 mg/kg Ha MaiimyHnu Bonu 1o excniozuiust (AUC), kosTo e Hald-
MajKo 23 IbTH MMO-BUCOKA OT MAKCUMAaJIHATa KIIMHUYIHA EKCIO3UIUs ciien go3a 200 mg, npuioxeHa
WHTpaBeHO3HO. OCBEH TOBa, IO BpeMe Ha MPOBEXKIAHETO Ha MPOYYBAHUS HA TOKCHYHOCTTA MIPH
MHOTOKPATHO MPIJIOKEHUE U IPH HACOUSHO MPOyUYBaHE HA ChPJCYHO-CHAOBUTE (PapMaKOIOTHIHH
edexTr Ipu MaliMyHHu cynomolgus He ce HaOJIoJaBaT HeXxellaHa MMYHOTOKCHYHOCT WIIH ChPJICUHO-
CHJIOBU ePeKTH MPpH (papMaKOIOTUIHUTE POYUIBAHHS 32 OE30MTaCHOCT.

He ca HaOmoaBaHyu MPEHEOIUIACTHYHN TIPOMEHHU TIPH XMCTOMATOJIOTMYHUTE OLICHKU Ha )KUBOTHH,
TpETUpaHu 10 24 ceIMULIY, WK caea 12-ceMMUYHUS TIepUo ] Ha Bb3CTAaHOBSIBAHE, 10 BpeMe Ha KOUTO
aKTHBHOTO BEIIECTBO CE€ OTKPHBA B CEpyMa.

He ca npoBexaany npoy4yBaHMsI 32 MyTareHHOCT WJIH KaHIIEPOTEHHOCT ¢ I'yCelIKyMao.
I'ycenkymal He ce OTKpHBa B KbpMaTa Ha JBITOOMAIIATH MaKally [TPH U3MEPBaHe Ha JIeH 28 ciex
pakaaHeTo.

6. DAPMAIEBTUYHHU JJAHHU

6.1 Chnuchbk Ha MOMOIIHHUTE BellleCTBA

Junarpues enerar quxuzapat (E385)

XUCTUIUH

XUCTUANHOB MOHOXUAPOXJIOPH MOHOXHUAPAT

MeTtuonun

TTommcop6at 80 (E433)

3axapo3a

Bona 3a urxekiun

6.2 HecnbBMecTHMOCTH

[Ipu nunca Ha Mpoy4YBaHYsI 32 HECHBMECTUMOCTH TO3H JISKAPCTBEH NMPOAYKT HE TpsiOBa Jla ce cMecBa ¢
JIPYTH JICKApCTBEHH MPOAYKTH C M3KIIOUCHHUE Ha TTOCOYeHUTE B Touka 6.6. Tremfya Tpso6Ba na ce
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paspexna camo c 0,9% pastBop Ha HaTpueB xyopua 9 mg/ml (0,9%). Tremfya He TpsOBa na ce
npuiiara eJJHOBPEMEHHO B €]THA U ChII[a MHTPABEHO3HA JIMHUSI C IPYTH JICKAPCTBEHH MIPOTYKTH.

6.3 Cpox Ha roaHOCT

2 TONUHU

Paspenen nndy3noHeH pa3TBop

Paspenenusar nady3noHeH pa3TBOp MOXKE Aa Ce ChbXpaHsBa IIpU cTaiiHa Temneparypa 10 25°C 3a He
noseye ot 10 yaca. BpemeTo Ha chXxpaHeHHUe NIPY CTaliHa TeMIIEpaTypa 3a1oyBa cjell IPUrOTBIHETO
Ha paspeaeHus pa3reop. Mubys3usaTa TpsOBa 1a 3aBbpiiy B paMkuTe Ha 10 yaca cien pa3pexkaaHeTo B
UH(Y3UOHHUS CaK.

[a He ce 3ampa3siBa.

WzxBbprieTe HeU3NOI3BaHaTa YacT OT MH(PY3HOHHHUS Pa3TBOP.

6.4 Crnenuananm yca0oBHs HAa CbXpaHeHHe

HeotBopeHn ¢akon

Ha ce cexpanssa B xnagmwiHuk (2°C — 8°C). [la He ce 3ampa3ssipa.

CoxpansBaiiTe (1akoHa B KapTOHEHATa ONAKOBKa, 3a J1a c€ IPEAIa3u OT CBETJINHA.

3a ycloBusATa Ha ChXpaHEHHE CIIe/ Pa3pekIaHe Ha JIEKapCTBEHHS MPOILYKT BUKTE TOUKa 6.3.

6.5 Buau chabp:kaHHUe HA ONIAKOBKATAa

200 mg KOHIEHTpAT 3a HHPY3UOHEH Pa3TBOP BHB (UIAKOH OT OE31BETHO CTHKIO TUM | che 3amymanka
ot OyTHIIOBA T'yMa, alTfyMHHHEBA 00KAaTKa M TIOJUIPOIMIEHOBO OTYYIIBAIIO CE Karade.

Tremfya ce mpequiara B onakoBka ot 1 ¢akoH.
6.6 CrnenuajaHu npeanasHu MepKU NP U3XBbPJisiHe U padoTa

Tremfya pa3TBop 3a UHTpaBeHO3HA HH(DY3US TPIOBa Ja ce pa3pek/ia, MPUTOTBS U BIUBA OT
MEIUIMHCKHY CIICITUAITUCT, KaTO Ce M3II0JI3Ba acenTHYHA TeXHuKa. Tremfya He chIbpka KOHCEPBAHTH.
Bcexu ¢makon e mpenHazHaveH camMo 3a €THOKpaTHA yrmoTpeoda.

[penu mpunoxenue nperyienaite Tremfya BU3yanHo 3a HAIWYHE HA YaCTHUIIM W IPOMSIHA Ha I[BETA.
Tremfya e OUCTBp 1 OE3IBETEH O CBETIIOXKBIT PAa3TBOP, KOMTO MOXKE J]a ChIIbPrKa MaJIKH
MoJTynpo3payHu yactulid. He usnoinspaiite, ako TEYHOCTTA ChIbpKa TOJIEMH YACTHIIM, UMa ITPOMSHA
HAa I[BETA WK € MBTHA.

Ykazanwus 3a pa3pexaaHe u MPUIoKEeHUE
JHobasere Tremfya kbM 250 ml cak 3a uHTpaBeHo3Ha HH(DY3Us ¢ HaTpreB xuopuy 0,9% MHKEKITMOHEH
pasTBOp, KaKTO CIIC/IBA:

1. Uzrernere u cnen ToBa u3xpwpiaere 20 ml oT HHXKEIHMOHHUS pa3TBOp Ha HaTpues xjopun 0,9%
oT MH(Y3MOHHMSI CaK, KOETO € paBHO Ha oOeMa Ha Tremfya, koiiTo TpsOBa Aa ce 100aBwH.
2. Uzrernere 20 ml Tremfya ot ¢makona u ru nob6asere B MHPY3UOHHUS CaK C HATPUEB XJIOPUA

0,9% nHXeKINOHEH pa3TBOp 3a MoJydyaBaHe Ha KpaiiHa koHueHTpauus 0,8 mg/ml. Bunmarenno
cMeceTe pa3peneHus pa3TBop. M3xBbpiere (uiakoHa ¢ ocTaHaIUs pa3TBoOP.

3. BusyanHo npoBepeTe pa3peaeHns pa3TBOp 3a HAJIMYME HAa YaCTUIM U ITPOMSHA Ha [[BETa MPEAH
uH(y3us. Brusaiite pazpenenns pa3TBop B IPOABIDKEHNE HA Hali-MaJIKO €HH 4ac.
4. Uznon3zBaiite camo nH(Y3MOHEH KOMIUIEKT C BrPaJIeH CTEpPUJICH, allMPOTeHEeH (DUIITHP ¢ HUCKO

CBBP3BaHE Ha MpoTenHuTe (pasmep Ha mopure 0,2 MUKpoMeTpa).
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5. He BnuBaiite Tremfya eqHOBpEeMEHHO B €IHA U ChIIla HHTPABECHO3HA JIMHUS C JPYTH
JIEKapCTBEHU TPOIYKTH.

6. W3XBBHpIsAiiTe HEU3MOI3BAHUS JICKAPCTBEH MPOAYKT B ChOTBETCTBUE C MECTHUTE N3UCKBAHMUS.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/005

9. JATA HA I'bPBO PASPEILIABAHE/TTIOJJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Hata Ha mepBo pazpemanane: 10 noemspu 2017 1.

JlaTa Ha nmocienHo nogHoBsBaHe: 15 romm 2022 1.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

07/2025

[TonpoOHa mH(pOpManys 3a TO3H JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiita Ha EBponeiickara
areHus 1o JieKkapcTBaTa https://www.ema.europa.eu/
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HNPUJIOKEHUE 11
MHPOU3BOJUTEJIN HA BUOJIOI'MYHO AKTUBHOTO
BEIIECTBO U ITPOU3BOJAUTEJL, OTTOBOPEH 3A
OCBOBOXKIABAHE HA TAPTHU U
YCJIOBUSA NJIM OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U UBNCKBAHUSA HA PASPEHHIEHUETO 3A
YINOTPEBA

YCJIOBUA UJIN OT'PAHUYEHNUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA MTPOAYKT
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A. NPOU3BOIUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO 1
MNPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIHN

Hme n aapeC HA MPOU3BOAMTCINTE HA OMOJIOTUYHO AKTUBHOTO BC€IICCTBO

Biogen Inc. (BIIB)
5000 Davis Drive
Research Triangle Park
NC27709

CAII

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy

Co. Cork

Wpnanpus

HMwme 1 agpec Ha MPOM3BOANUTEIS, OTTOBOPEH 32 OCB060)KI[aBaHe Ha NIapTHuaAUuTC

Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus

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

JlekapCTBEHUSAT MPOLYKT €€ OTITyCKa [0 OrpaHUuEHO Jiekapcko npeanucanue (Bx. [punoxenue I:
Kpatka xapakTeprcTika Ha MpOAyKTa, Touka 4.2).

B. JAPYI'UM YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npaHu aokjaanau 3a 6ezonacuoct (IIAIB)

M3uckpanusTa 3a nonaBane Ha [TAJlb 3a To3u JeKapCTBEH MPOAYKT ca MMOCOUEHHU B CITUCHKA C
pedepentnute natu Ha Epponetickus ¢bto3 (EURD cruchk), npeasuzeH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, n BbB BCUUKH CJI€ABAIIN aKTyaJIN3aLIH, ITyOJIUKYBaH! Ha €BPOIEHCKUS
yeOropTai 3a JeKapcTaa.

. YCJI0OBUs NWJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[IpurexatensT Ha paspemienuero 3a ynorpeda ([IPY) TpsOBa aa n3BbpIIBa U3UCKBAHUTE JEHHOCTH U
NIEHCTBYSI, CBBP3aHU C TIPOCIeAsIBaHe Ha JIeKapCTBeHaTa 0€3011acHOCT, mocoyeHn B onobperns [1YP,
npencraBed B Moayn 1.8.2 Ha pa3pemeHHeTo 3a yrmorpeda, KakTo U IPA BCUYKH CIIEIBAIIN
ChIVIaCyBaHU akTyannzauuu Ha [TYP.

Axryammsupas [IYP TpsOBa na ce moxaBa:

. 1o uckane Ha EBporieiickara areHius 1o JieKapcTBaTa;

o BHHATH, KOTAaTO ce M3MEHS CHCTEMAaTa 3a yIpaBJjeHne Ha PUCKa, 0COOEHO B Pe3yiTaT Ha
MoJTy4aBaHe Ha HOBA MH(OPMAIUS, KOATO MOXKE Ja JTOBE/IE JI0 3HAYMMU IIPOMEHU B
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CHOTHOIIIEHUETO TOJ3a/PUCK, WITH CIIe/T JOCTUT'aHE Ha BaKEH eTal (BbB Bpb3Ka C IIpOCyc/sIBaHe
Ha JIeKapCTBeHaTa 0€30MaCHOCT WITH CBEXKIaHE HA PUCKA IO MUHIMYM).
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INPUJIOKEHUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Tremfya 100 mg HHKEKITMOHEH Pa3TBOP B MPEABAPUTEIIHO HATBIHEHA CIIPHHITIOBKA
rycelnKyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Bcesika npeaBapuTeIIHO HAITbJIHEHA CIIPUHIIOBKA Chabprka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMommHm BemiecTBa: 3aXapo3a, XUCTUIUH, XUCTUAMHOB MOHOXHIPOXJIOPHI MOHOXUIPAT,
nosucop6at 80, Boja 32 MHKCKITUH

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

1 mpenBapuTETHO HATBITHEHA CITPUHIIOBKA

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT HA BBBE/KJAHE

TlokoXHO MpUITOXKEHUE
[Ipenu ynotpeba npoyerere JINCTOBKATA.
Ha ue ce pasknaina.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
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CroxpaHsBaiiTe MpeIBapUTETHO HATBJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMIAKOBKA, 3a J1a CE
Mpe/nasu OT CBETINHA.

10. CIHENUAJHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/001

13. MAPTUJAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Tremfya 100 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 100 mg HHKEKITMOHEH Pa3TBOP B MPEABAPUTEIIHO HATBIHEHA CIIPHHITIOBKA
rycelnKyMad

2. OBSABSBAHE HA AKTUBHOTO BEIMECTBO(A)

Bcesika npeaBapuTeIIHO HAITBJIHEHA CIIPUHIIOBKA Chabprka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

[TomomHy BeliecTBa: 3axapo3a, XUCTUIUH, XUCTUIMHOB MOHOXUAPOXJIOPH MOHOXUPAT,
noaucop6at 80, BoJa 3a MHKEKLUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

I'pymoBa omakoBka: 2 (2 OIMakoBKH 10 1) mpeaBapuTEeTHO HAITBJIHCHN CITPUHIIOBKH

‘ 5. HAYUH HA ITPUJIOKEHUE U IT'bT HA BBBEXK/IAHE

TlokoXHO MpUITOXKEHUE
[Ipenu ynotpeba npoyerere JINCTOBKATA.
Ha ue ce pasknaina.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cbxpaHsBa B XJTAIHITHUK
[la He ce 3ampa3sBa
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CroxpaHsBaiiTe MpeIBapUTETHO HAITBJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMIAKOBKA, 3a J1a CE
Mpenasy OT CBETINHA.

10. CIHENUAJHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/004 (2 onakoBKH, BCAKA OT KOUTO ChABPKa | MpeIBapuTeTHO HAITbJIHEHA CIIPUHIIOBKA)

13. MAPTUIAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Tremfyal00 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

MEXINHHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 100 mg HHKEKITMOHEH Pa3TBOP B MPEABAPUTEIIHO HATBIHEHA CIIPHHITIOBKA
rycelnKyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Bcesika npeaBapuTeIIHO HAITbJIHEHA CIIPUHIIOBKA Chabprka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

[TomomHy BeliecTBa: 3axapo3a, XUCTUIUH, XUCTUIMHOB MOHOXUAPOXJIOPH MOHOXUPAT,
noaucop6at 80, BoJa 3a MHKEKLUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

1 mpenBapuTETHO HAITBITHEHA CIIPUHITOBKA
UYacr OT rpymnoBa onakoBKa, He MOXKe Jia Ce MPOoJiaBa OTIEITHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEK/IAHE

TlonkoXXHO MpUITOXKEHUE
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
Ja He ce pazkJiaiia.

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

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

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

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.
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CrpxpaHsBaiiTe MpeIBapUTETHO HAITbJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMIAKOBKA, 3a J1a CE
MpeAnasy oT CBETIUHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-CilagInternationalNV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PAPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/004

13. NAPTUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Tremfya 100 mg

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

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

17



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

ETUKET HA ITIPEABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. NME HA JIEKAPCTBEHUA INTPOAYKT U ITbT HA BBBEXK/JIAHE

Tremfya 100 mg
WHXKEKLUS
rycesnkymad

s.C.

‘ 2. HAYYH HA ITPNJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA

1 ml

| 6. JIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 100 mg OnePress HHKEKITMOHEH pa3TBOP B IMPEIBAPUTEITHO HAITBIIHCHA TTHUCATKA
rycelnKyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HaTbJIHEHA MUcanika chabpka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMorHY BelecTBa: XUCTUIUH, XUCTUINHOB MOHOXHAPOXJIOPUI MOHOXHIPAT, rorcopoat 80,

3axapo3a, BOJa 3a MHXKXCKIHWH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

1 mpenBapuTETHO HATBITHEHA MTHCANKA

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT HA BBBE/KJAHE

TlokoXHO MpUITOXKEHUE
[Ipenu ynotpeba npoyerere JINCTOBKATA.
Ha ue ce pasknaina.

[Ipenu ynoTtpeda nmpoyereTe ISUIOTO ChAbPKAHNE HA YKa3aHUATA 32 yroTpeoa.

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

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

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

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

C’LXpaHHBaﬁTC IpeABAPUTCIIHO HAITBJIIHCHATA MTHMCAJIKA B KAPTOHCHATA OIMAaKOBKaA, 3a 1a CC NPCAIa3n OT
CBCTJIMHA.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/002

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfya 100 mg

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

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

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Tremfya 100 mg OnePress HHKEKITMOHEH pa3TBOP B IMPEIBAPUTEITHO HAITBJIHCHA TTHCAITKA
TrycelnKyMad

2. OBJABSABAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HaTbJIHEHA MUcanika chabpka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMorHY BelecTBa: XUCTUIUH, XUCTUINHOB MOHOXHAPOXJIOPUI MOHOXHIPAT, rorcopoat 80,
3axapo3a, BOJa 32 HUHKEKIUU

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

I'pymoBa omakoBka: 2 (2 OmMakoBKH 10 1) mpeaBapuTeIIHO HAITBJIHCHU TTHCATKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEXK/IAHE

TlokoXHO MpUITOXKEHUE
[Ipenu ynotpeba npoyerere JINCTOBKATA.
Ha ue ce pasknaina.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
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CoxpaHsBaiiTe IpeIBapUTEITHO HAITBJTHEHATA MTHCANTKa B KAPTOHEHATa OMAaKOBKa, 3a JIa CE MPEATa3 OT
CBETJIMHA.

10. CHEHOUAJHU INNPEAITA3SHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/003 (2 omakoBKH, BCSAKA OT KOUTO ChABPKA | MpeIBapuTEITHO HATbJIHEHA TIHCAIKA)

13. MAPTUIAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Tremfya 100 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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JAHHH, KOUTO TPABBA JIA ChABPKA BTOPUYHATA OITIAKOBKA

MEXINHHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 100 mg OnePress HHKEKITMOHEH pa3TBOP B IMPEIBAPUTEITHO HAITBIIHCHA TTHUCATKA
rycelnKyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HaTbJIHEHA MUcanika chabpka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomnTHM BemiecTBa: XUCTUANH, XUCTHANHOB MOHOXUIPOXJIOPHI MOHOXUAPAT, TIoJcopoat 80,
3axapo3a, BOJa 32 MHXKEKITUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

1 mpeaBapuTETHO HAITBITHEHA TTHCANKA
UYacr OT rpymnoBa onakoBKa, He MOXKe Jia Ce MPOoJiaBa OTIEITHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEK/IAHE

TlonkoXXHO MpUITOXKEHUE
[Ipenu ynoTpeba npoyerere JINCTOBKATA.
Ja He ce pazkJiaiia.

HpCZ[I/I yHOTpe6a MMPOYCTCTC IAIOTO ChABbPIKAHUC HA YKA3aHUATA 3a yHOTpe6a.

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

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

‘ 7. JAPYI'U CHEHNUAJIHM IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B XJIQIMITHUK.
Ja He ce 3ampassiBa.

C’LXpaHHBaﬁTC IpeABAPUTCIIHO HAITBJIHCHATA MMCAJIKA B KAPTOHCHATA OIMAKOBKaA, 3a 1a CC NPCAIa3n OT
CBCTJIMHA.

10. CHEHNOUAJHU NNPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/003

13. HAPTHUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Tremfya 100 mg

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

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ITIPEABAPUTEJIHO HAITBJIHEHA ITNCAJIKA

1. NME HA JIJEKAPCTBEHUSA INTPOAYKT U ITbT HA BBBEXK/JIAHE

Tremfya 100 mg urmKeKIus
rycenkymad
s.C.

‘ 2. HAYUH HA ITPNJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA

1 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 100 mg PushPen uHekiinoHeH pa3TBOP B IIPEIBAPUTEIHO HAIIbIHCHA ITHUCAIKA
rycenkymad

2. OBJABSABAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HaTbJIHEHA MUcanika chabpka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMorHY BelecTBa: XUCTUIUH, XUCTUINHOB MOHOXHAPOXJIOPUI MOHOXHIPAT, rorcopoat 80,
3axapo3a, BOJa 32 MHXKEKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

1 mpeaBapuTETHO HATBITHEHA MTHCANIKA

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEXK/IAHE

TlokoXHO MpUITOXKEHUE
[Ipenu ynotpeba npoyerere JINCTOBKATA.
Ha ue ce pasknaina.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
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CroxpaHsBaiiTe IpeIBapUTEITHO HAITBJTHEHATA MTHCANIKa B KAPTOHEHATa OMAaKOBKa, 3a JIa CE MPEATa3u OT
CBETJIMHA.

10. CHEHOUAJHU INNPEAITA3SHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/010

13. MAPTUJAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

tremfya 100 mg

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

JBynsmepeH 0apKos ¢ BKJIIOYCH YHUKAICH HACHTU(PHUKATOD

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

PC
SN
NN
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Tremfya 100 mg PushPen uHxeKiinoHeH pa3TBOP B IIPEIBAPUTEIHO HAIIbIHCHA ITHUCAIKA
ryceinkymad

2. OBSIBABAHE HA AKTUBHOTO BEINECTBO

Bceska npeaBapuTenHo HambiIHEHa nucanka ceabpxka 100 mg rycenkymad B 1 ml.

3. CIINCBK HA IOMOIIHUTE BEINECTBA

HOMOH_IHI/I BCHICCTBA: XUCTUJAUH, XUCTUAUHOB MOHOXUAPOXJIOPUA MOHOXUIPAT, HOJ'IHCOp6aT 80,
3axapo3a, BOJa 3a MHXKXCKIHWH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

HHxeKIMoHeH pa3TBop

I'pymoBa omakoBka: 2 (2 OIMakoBKH 10 1) mpeaBapuTeIIHO HAITBIHCHU TTHCATKH

‘ 5. HAYMYH HA ITPUJIOKEHUE U ITbT HA BBBEXK/IAHE

TlonkoXXHO MpUITOXKEHUE
[Ipenu ynoTpeba npoyerere JINCTOBKATA.
Ja He ce pazkJiaiia.

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

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

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

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.
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CrpxpaHsBaiiTe MpeIBapUTETHO HAITBJTHEHATA MTUCATKa B KAPTOHEHATa OMAaKOBKa, 3a JIa CE MPEATa3u OT
CBETJIMHA.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PAPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/011 (2 omakoBKH, BCsAKa ChAbPIKaIa | MpeIBapUTEIHO HAIIbIHEHA ITHUCAIKA)

13. MAPTHUJAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

tremfya 100 mg

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsmMepeH 6apKoJI ¢ BKIIIOYCH YHUKAICH HICHTU(DUKATOD

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

PC
SN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

MEXINHHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 100 mg PushPen nHeKkiinoHeH pa3TBOP B IIPEIABAPUTEIHO HAITbIHEHA CIPUHI[OBKA
rycelnKyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Bcesika npeaBapuTeIIHO HAITbJIHEHA CIIPUHIIOBKA Chabprka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMomnTHM BemiecTBa: XUCTUANH, XUCTHANHOB MOHOXUIPOXJIOPHI MOHOXUAPAT, TIoJcopoat 80,
3axapo3a, BOJa 32 MHXKEKITUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

1 mpenBapuTETHO HAITBITHEHA CIIPUHITOBKA
UYacr OT rpymnoBa onakoBKa, He MOXKeE Jia Ce MPOoJiaBa OTIEITHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEK/IAHE

TlonkoXXHO MpUITOXKEHUE
[Ipenu ynoTpeba npoyerere JINCTOBKATA.
Ja He ce pazkJiaiia.

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

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

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

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.
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CrpxpaHsBaiiTe MpeIBapUTETHO HAITbJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMIAKOBKA, 3a J1a CE
MpeAnasy oT CBETIUHA.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-CilagInternationalNV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PAPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/011

13. NAPTUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

tremfya 100 mg

‘ 17. YHUKAJIEH WAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ITIPEABAPUTEJIHO HAITBJIHEHA ITNCAJIKA

1. NME HA JIJEKAPCTBEHUSA INTPOAYKT U ITbT HA BBBEXK/JIAHE

Tremfya 100 mg urmKeKIus
rycenkymad
s.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA

1 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Tremfya 200 mg WHKEKITMOHEH Pa3TBOP B MPEABAPUTEIIHO HAITBJIHEHA CIIPUHITIOBKA
rycelnKyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HAITbJIHEHA CIIPUHIIOBKA Chabprka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomnTHM BetiecTBa: XUCTHANH, XUCTHAMHOB MOHOXUIPOXJIOPHI MOHOXUAPAT, TToJicopoat 80,
3aXap03a,Bo/a 3a MHXKEKIUU

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

1 mpenBapuTETHO HATBITHEHA CITPUHIIOBKA

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT HA BBBE/KJAHE

TlokoXHO MpUITOXKEHUE
[Ipenu ynotpeba npoyerere JINCTOBKATA.
Ha ue ce pasknaina.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
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CroxpaHsBaiiTe MpeIBapUTETHO HATBJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMIAKOBKA, 3a J1a CE
Mpe/nasu OT CBETINHA.

10. CIHENUAJHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/006

13. MAPTUIAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Tremfya 200 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 200 mg WHKEKITMOHEH Pa3TBOP B MPEABAPUTEIIHO HAITBJIHEHA CIIPUHITIOBKA
rycelnKyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HAITbJIHEHA CIIPUHIIOBKA Chabprka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHHUTE BEHIECTBA

IToMomnTHM BemiecTBa: XUCTUANH, XUCTHANHOB MOHOXUIPOXJIOPHI MOHOXUAPAT, TIoJcopoat 80,
3axapo3a, BOJa 32 MHXKEKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

I'pymoBa omakoBka: 2 (2 OIMakoBKH 10 1) mpeaBapuTEeTHO HAITBJIHCHN CITPUHIIOBKH

‘ 5. HAYMH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXXKJIAHE

TlokoXHO MpUITOXKEHUE
[Ipenu ynotpeba npoyerere JINCTOBKATA.
Ha ue ce pasknaina.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
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CroxpaHsBaiiTe MpeIBapUTETHO HAITBJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMIAKOBKA, 3a /1A CE
Mpe/nasu OT CBETINHA.

10. CIHENUAJHHU IIPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/17/1234/007 (2 onakoBKH, BCAKA OT KOUTO ChABPKa | MpeIBapuTEeTHO HAITBJIHEHA CIIPUHIIOBKA)

13. MAPTUIAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Tremfya 200 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

MEXINHHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 200 mg WHKEKITMOHEH Pa3TBOP B MPEABAPUTEIIHO HAITBJIHEHA CIIPUHITIOBKA
rycelnKyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HAITbJIHEHA CIIPUHIIOBKA Chabprka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHHUTE BEHIECTBA

IToMomnTHM BemiecTBa: XUCTUANH, XUCTHANHOB MOHOXUIPOXJIOPHI MOHOXUAPAT, TIoJcopoat 80,
3axapo3a, BOJa 32 MHXKEKITUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

1 mpenBapuTETHO HAITBITHEHA CIIPUHITOBKA
UYacr OT rpymnoBa onakoBKa, He MOXKeE Jia Ce MPOoJiaBa OTIEITHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEK/IAHE

TlonkoXXHO MpUITOXKEHUE
[Ipenu ynoTpeba npoyerere JINCTOBKATA.
Ja He ce pazkJiaiia.

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

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

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

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

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.
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CrpxpaHsBaiiTe MpeIBapUTETHO HAITbJTHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMIAKOBKA, 3a J1a CE
MpeAnasy oT CBETIUHA.

10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/007

13. NAPTUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Tremfya 200 mg

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ITIPEABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. NME HA JIEKAPCTBEHUA INTPOAYKT U ITbT HA BBBEXK/JIAHE

Tremfya 200 mg WHKEKITHs
rycenkymad
s.C.

‘ 2. HAYUH HA ITPNJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA

2 ml

6. JIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 200 mg WHKEKITMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBJIHCHA MTHCATKA
rycenkyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HATbJIHEHA MUcaika chabpka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMorHY BelecTBa: XUCTUIUH, XUCTUINHOB MOHOXHAPOXJIOPUI MOHOXHIPAT, rorcopoat 80,
3axapo3a, BOJa 32 MHXKEKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop
PushPen
1 mpenBapuTETHO HATBITHEHA MTHCANKA

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT HA BBBE/KJAHE

TlokoXHO MpUITOXKEHUE
[Ipenu ynotpeba npoyerere JINCTOBKATA.
Ha ue ce pasknaina.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
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CroxpaHsBaiiTe IpeIBapUTETHO HAITBJTHEHATA MTUCANTKa B KAPTOHEHATa OMAaKOBKa, 3a JIa CE MPEATa3 OT
CBETJIMHA.

10. CHEHOUAJHU INNPEAITA3SHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/008

13. MAPTUJAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Tremfya 200 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN

141



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 200 mg WHKEKITMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBJIHECHA ITHCAITKA
rycelnKkyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HATbJIHEHA MUcaika chabpka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomnTHM BemiecTBa: XUCTUANH, XUCTHAMHOB MOHOXUIPOXJIOPHI MOHOXUAPAT, TIoJicopoat 80,
3axapo3a, BOJa 32 MHXKEKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop
PushPen
I'pymoBa omakoBka: 2 (2 OMakoBKY 10 1) mpeaBapuTEIIHO HAITBIHEHN MTHUCAIKU

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEXK/IAHE

Jla He ce pa3kJialia.
TlonkoxHO MpUITOXKEHUE
[Ipenu ynoTpeba npoyerere JINCTOBKATA.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.

142



CroxpaHsBaiiTe MpeIBapUTETHO HAITBJTHEHATA MTHCAIKa B KAPTOHEHATa OMAaKOBKa, 3a JIa CE MPEATa3u OT
CBETJIMHA.

10. CHEHOUAJHU INNPEAITA3SHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/009 (2 omakoBKH, BCSAKa OT KOUTO ChABPKa | MpeIBapuTETHO HAITbJIHEHA TIHCAIKA)

13. MAPTUIAEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Tremfya 200 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

MEXINHHA KAPTOHEHA OITAKOBKA HA I'PYIIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 200 mg WHKEKITMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBJIHCHA MTHCATKA
rycenkyMad

2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Besika npeaBapuTeIIHO HATbJIHEHA MUcaika chabpka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomnTHM BemiecTBa: XUCTUANH, XUCTHANHOB MOHOXUIPOXJIOPHI MOHOXUAPAT, TIoJcopoat 80,
3axapo3a, BOJa 32 MHXKEKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HHxeKIMoHeH pa3TBop

PushPen

1 mpenBapuTETHO HATBITHEHA MTHCANKA

Yact oT rpynoBa ormakoBKa, He MOXKE J]a c€ IIPO/IaBa OT/EIHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEK/IAHE

TlonkoXXHO MpUITOXKEHUE
[Ipenu ynoTpeba npoyerere JINCTOBKATA.
Ja He ce pazkJiaiia.

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

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

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

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.
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CrpxpaHsBaiiTe MpeIBapUTETHO HAITBJTHEHATA MTUCATKa B KAPTOHEHATa OMAaKOBKa, 3a JIa CE MPEATa3u OT
CBETJIMHA.

10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Benrus

12. HOMEP HA PAPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/009

13. NAPTUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Tremfya 200 mg

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

ETUKET HA ITIPEABAPUTEJIHO HAITBJIHEHA ITNCAJIKA

1. NME HA JIJEKAPCTBEHUSA INTPOAYKT U ITbT HA BBBEXK/JIAHE

Tremfya 200 mg WHKEKITHs
rycenkymad
s.C.

‘ 2. HAYUH HA ITPNJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. INAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA

2 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA HA ®JIAKOH

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tremfya 200 mg KoHIIEHTpaT 3a HHOY3UOHEH Pa3TBOP
rycelnKyMad

‘ 2. OBJABSBAHE HA AKTUBHOTO BEIMECTBO

Bceekn dmakon cpaspika 200 mg rycenkymad B 20 ml.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

TTomomnu BemectBa: EJITA nuHatpueB AMXUAPAT, XUCTUIUH, XUCTUIUHOB MOHOXUAPOXIOPHU/T
MOHOXH/IpAT, nonucopoaT 80, 3axapo3a, BOAA 32 WHKEKIIHH

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

Konnenrpar 3a nH(DYy310HEH pa3TBOP
200 mg/20 ml
1 dnaxon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT HA BBBEXK/IAHE

3a 1.v. IpUIIOKEHHE CIIe pa3pekIane.
[Ipenu ynotpeda npoyereTe IMCTOBKATA.
Jla He ce paskiaia.

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

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

‘ 7. JAPYI'U CHEHUAJIHU IIPEAYIIPEXXJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQIMITHUK.
a ue ce 3ampasspa.
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CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAaKOBKa, 3a JIa ce TPEJINa3u OT CBETIINHA.

10.

CIIEIIMAJIHU ITPEAITIAZHU MEPKHU I1PU U3XBBPJIIAAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

UME U AJIPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/005

13.

ITAPTUJEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTIITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

[Ipueto e ocHoBanue 1a He ce BKIouM HH(opManus Ha bpaiinosa a3Oyka.

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAICH HACHTH()HUKATOD.

| 18.

YHUKAJIEH WIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

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

ETUKET HA ®JJAKOH

1. NME HA JJEKAPCTBEHUA INTPOAYKT U ITbT HA BBBE/KJIAHE

Tremfya 200 mg cTepuieH KOHIICHTPAT
rycenkymad

‘ 2. HAYYH HA ITPNJIOKEHHNE

3a i.v. IpHIOKEHHE CIIe]] pa3periKIaHe.
Jla He ce paskiaia.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4. HHAPTHUJIEH HOMEP

Lot

5. CbABP/KAHUE KATO MACA, OBEM WJIN EJJUHUIIN

200 mg/20 ml

6. JPYTO
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Bb. IHCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Tremfya 100 mg nHkeKIMOHEeH Pa3TBOP B NPeIBAPUTEHO HAITbJIHEHA CIPUHIIOBKA
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NPeH 12 3all0YHETE /12 U3M0J3BaTe TOBA

JIEKapCTBO, Thil KaTO THA ChABLP:Ka Ba:xkHa 3a Bac undgopmanus.

- 3amazere Tas3u JUCTOBKA. MOXe 1a ce HAIOXH J1a S IPOYETETE OTHOBO.

- AKO uMaTe HIKaKBU JIOIBIHUTEITHHA BBIIPOCH, ITonuTaiiTe Bamus ekap, papmareBt nin
MEIUIUHCKA CEecTpa.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro npeoTrcThnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIr, He3aBUCHMO Y€ TPU3HAIMTE HA TAXHOTO 3a00JsIBaHe ca ChIUTe KaTto Bammre.

- AKO TIONTyYnTe HAKAKBU HEXEJIaH! PEaklluy, yBeroMeTe Bamus ekap, uin gpapmareBT nin
MCIOUIIMHCKA CECTpa. ToBa BKiII0YBa M BCUYKHU BH3MOKHU HEXKEJIaHU p€aKknnun, HEOIMMCaHU B
Ta3| JUCTOBKA. BiwkTe Touka 4.

Kakso CbABbPpPiKa Ta3u JIMCTOBKA

Kakgo npeacrasnsBa Tremfya u 3a KakBoO ce U3M03Ba
Kakso Tpsi0Ba na 3Haere, npeau Aa usnoinssare Tremfya
Kak na usnonssare Tremfya

BB3MOXXHU HEXETaHU peakuu

Kak na cexpansBare Tremfya

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AR Y e

1. Kakso npeancrasasia Tremfya u 3a kakBo ce U3noJ3Ba

Tremfya cbapprka akTHBHOTO BEIIECTBO I'yCEIKyMal, KOWTO MpeACTaBIsABa BU IPOTEHH, HAPEUCH
MOHOKJIOHJTHO aHTHUTSIO.

ToBa ekapcTBO AelCTBa KaTo OJIOKHpa aKTUBHOCTTA Ha POTenH, HapedeH 1L-23, koiTo ce oTkprBa B
MIOBHUIIIEHU HUBA IIPH XOPa C IICOPUA3KC, ICOPUATUUEH apTPUT, YILEPO3€eH KOIUT U 6osecT Ha Kpos.

IlinakoB ncopuasuc
Tremfya ce n3mon3Ba 3a edeHre Ha Bh3PACTHH C YMEPEH J0 TeXBK “IUIaKOB TICOpPHA3HC”,
BB3MATUTEITHO ChCTOSHHE, 3aCATaIl0 KOXKaTa U HOKTHTE.

Tremfya Moxke 1a mogo0pH ChCTOSHHUETO HA KOXKaTa M BHHIITHUS BHUJT HA HOKTUTE U J]a HAaMaJTH
CHMITTOMUTE, KaTO HaIIp. pa3ciiosBaHe, JIIOIICHE, ChpOexk, 00JIKa U IapeHe.

IlcopuaTnden apTpur

Tremfya ce u3nosn3Ba 3a jeueHue Ha 3a00IsIBaHe, HAPEUEHO ,,JICOPUATUYCH apTPUT"® — Bh3MAIUTEIHO
3a00JsiBaHe Ha CTABUTE, YECTO IBTH CHYETAHO C TUIAKOB MICOPHA3HUC. AKO UMaTe NICOPHATHUEH apTPHT,
IbpBOHAYAIHO 1ie Bu ObAaT naBaHu Apyru JekapcTBa. AKO HE Ce MOBJIHSIETE JOCTATHYHO J0Ope OT
IPUJIaraHeTo Ha Te3H JIEKapCTBa WX IIPU HEIIOHOCUMOCT, 1ie Bu 0b1e npunoxen Tremfya, 3a
HaMaJIsIBaHE Ha [IPU3HALUTE U CUMIITOMUTE Ha 3abossaBaneTo. Tremfya Moske na ce mpuiara
CaMOCTOSITEITHO WM C IPYTO JIEKapCTBO, HAPEUEHO METOTPEKCAT.

IIpunaranero Ha Tremfya npu ncopraTUdeH apTPHUT i€ MOBIUsAE OJArONMPUATHO MPU3HALIUTE
CHUMIITOMUTE Ha 3a00JIIBAaHETO KAaTO TM HAMAaJIH, 11ie 3a0aBH yBPEXKIAHETO Ha XPYLIsijia U KOCTTa Ha
CTaBHTE U Il T0A00pH criocoOHOCTTa BU a M3BBpIIBaTE HOPMAIHU €KETHEBHU ACHHOCTH.

Yiuepo3en koauT

Tremfya ce n3mon3Ba 3a Ie4eHrEe Ha Bb3PACTHH C YMEPEH JI0 TEXBK YIEPO3eH KOIUT —
BB3MAJIMTEIHO 3200 IsIBaHE HA YepBaTa. AKO MMaTe YJIEPO3CeH KOJIMT, IbPBOHAYAIIHO 1ie Bu Obaat
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JaJICHU JIPYTH JIeKapcTBa. AKO HE ce MOBIUSIETE JJOCTATHYHO JTOOPE MITH HE MOXKETE J]a MOHACSTE Te3H
JeKapcTBa, Moke 1a Bu 0b1e npuinoken Tremfya.

[Ipunaranero Ha Tremfya npu ynmepo3eH konut Moxe 1a By noBnusie 01aronpusaTHO, KaTo HaMallu
MpU3HALINTE ¥ CHMIITOMUTE Ha 3a00JI1BaHETO, BKIIOYUTEITHO KbPBABUTE U3MPAKHEHHSI, HEOTIOXKHATA
HYy’XJa 1 OpOosi Ha TIOCEIICHNATA B TOAIETHATA, KOpeMHaTa 00JIKa U Bh3MAJIEHUETO Ha JIMTaBUIIATa Ha
yepBara. Te3u ehekTr MoraT Jja MogoOpAT criocoOHOCTTa BU 11a M3BBpIIBATE HOPMATHH €XKETHEBHU
JISMHOCTH U J1a HAMAJISIT yMOpara.

Bouaecrt na Kpon

Tremfya ce n3non3Ba 3a JeyeHUe Ha Bb3PACTHU C yMepeHa A0 Texka (hopma Ha Oonectra Ha Kpos,
BB3NAIUTETHO 3a00sBaHe Ha YyepBaTa. Ako uMare 6osect Ha KpoH, mbpBo 1ie Bu ce napar npyru
JeKapcTBa. AKO HE CE MOBIHABATE JOCTATHYHO OT TE3H JIEKAPCTBA WIIM HE MOXKETE Aa I'M MOHACSTE,
Moxe na Bu ce mpunoxu Tremfya.

Ynorpebara Ha Tremfya npu 6onecrra Ha Kpon moxke 1a Bu Ob/1e OT mos3a 3a HaMajsiBaHe Ha
NPHU3HAIIKUTE U CHMIITOMUTE Ha 3a00JSIBAHETO KATO THAPHs, KOpEMHA 0OJIKa M Bh3MalIeHHE Ha
JMTaBHIlaTa Ha yepBata. Te3u eekTr Morar aa momoopsT croco6HocTTa Bu 1a n3BbpIBare
HOPMAaJIHU €XKEJTHEBHU JICTHOCTH U J1a HAaMaJIsIT yMopara.

2. Kakso TpsadBa 1a 3Haete, npeau Aa usnoassarte Tremfya

He uznonssaiite Tremfya

o aKo CTe aJepru4HU KbM I'yCelIKyMad WM KbM HIKOS OT OCTaHAINUTE ChCTAaBKU Ha TOBA
JeKapcTBO (M30POCHHU B TOUKA 6). AKO MUCITUTE, Y€ MOKE JIa CTe aJleprUYHH, IOCHBETBANTE ce C
Bamms nekap, npeau aa u3nomnssare Tremfya.

o aKo MMaTe aKTHBHA MH()EKIH, BKIIOUUTEIHO aKTHBHA TyOEpKyI03a.

[penynpexaeHust U MpeaIna3sHu MEPKH

I'oBopere ¢ Bamms nekap, papManeBT Wid MEAULIMHCKA cecTpa, pean Aa u3nomssare Tremfya:

o aKo ce JIeKyBaTe 3a HHPEKIHS;

o aKo UMaTe MHQEKIUs, KOATO HE IPEMUHABA WM HETIPEKHCHATO CE TOSIBSIBA OTHOBO;

. aKo UMare TyOepKyi03a Win CTe OWIH B OJTU3BK KOHTAKT C YOBEK C TYOCpKYI03a;

. aKO0 MUCITUTE, Ye UMaTe MH(EKIHS WIK UMATe CUMIITOMHU Ha HH(MEKIUS (BUKTE TIO-I0ITY
,,BHIMaHue 3a NHOEKINH U aJIepPTUIHHA PEaKIIAN"‘);

. aK0 HaCKOPO CTEe MMaJIM BaKCHHAITUS WK aKo TPsiOBa Ja ce BAKCHHUPATE 110 BpeMe Ha JICUCHUE
¢ Tremfya.

AXO He cTe CHTYPHH JIaJId Helllo OT FOPHHTE ce OTHAcs 10 Bac, roBopere ¢ Bamms nekap, gpapmareBt
WM MEJTUIIMHCKA CecTpa, Mpeu Aa u3noissare Tremfya.

ITpeau na 3amouHeTe u3moy3BaHeTo Ha Tremfya u Mo BpeMe Ha JIEUYCHUETO, MOXKE Jla Ce HAOXKHU J1a Bu
Ob/IaT HAMIPAaBEHHU KPHBHU M3CIICABAHMUS, 3a J]a CE IPOBEPH Al KMATe BUCOKH HHBA Ha
YepHOAPOOHHUTE CH3UMHU, CIIOPE]] YKa3aHusTa Ha Bamms nekap. [ToBuiieHre Ha HUBaTa Ha
YePHOAPOOHHUTE CH3UMHU MOXKE JIa C€ TOJTYUH MO-YECTO MPH MAIUEeHTH, JekyBaHu ¢ Tremfya Ha Bceku
4 ceMMITH, OTKOJIKOTO TIPH MAIIMEHTH, JIeKyBaHu ¢ Tremfya Ha Bcekn 8 ceqmunn (BrmxkTe ,,Kak ma
nsnoiseare Tremfya” B Touka 3).

Baumanmne 32 nHpeKIUM U aJIEPrUYHH PeaKIUHU

Tremfya IMMOTCHIHAIIHO MOXE J1a IPCAU3BHUKA CCPUO3HU HEXKCIIAaHU e(beKTI/I, BKIIFOYUTCIIHO aJICPrudIHu
peakiuu 1 nHpekuy. TpaodBa fa BHUMaBaTe 3a MPU3HALM HA T€3U 3a00JIIBaHUs, JOKATO IpHEMaTe
Tremfya.

[Mpu3HaMTE WM CUMITOMUTE HA HHOEKIIUK MOXKE J]a BKIIOYBAT TIOBUIIIEHA TEMIIEPATypa Win
IPUNONOA00HN CUMIITOMH, MYCKYJIHU OOJIKH, KAIIJIHIA, HEAOCTUT HA Bb3IyX, NApeHe PU YPUHUPAHE
WIN YPUHUPAHE MM0-9€CTO OT 0OMYAHOTO, KPBB B XpauKuTe (Ccy3Ta), 3aryda Ha Teryo, JHapus Ui
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0oJiKa B cCTOMaxa, TOIUIA, 3aUepBeHa Wi O0JIe3HEHA KOXKa, WM Bb3MAJICHH YYaCThIIH 110 TSIIOTO,
KOHTO Ca Pa3JIMYHU OT TE3U IPH IICOPHA3HCA.

Cepuo3Hu anepruyHu peaxiuu ca Habmogasanu ¢ Tremfya. CUMIITOMHUTE MOXKE J1a BKIFOYBAT
NOJTyBaHe Ha JIUIIETO, YCTHHUTE, yCTaTa, €3MKa WIN T'hPIIO0TO, 3aTPYAHECHO TIPETTbIaHe Wi JHIIaHe,
MpUMAaSIBAaHE WM 3aMasHOCT U ypTUKapus, (BUKTE ,,CepHO3HHN HEe)KETaH! PEaKINH * B TOUKA 4).

Crpere ynotpebara Ha Tremfya u kaxxere Ha Bamus ekap WM MoThpceTe He3a0aBHO METUIIMHCKA
TIOMOII], aKO 3a0eIe)KNTe HIAKAKBY TPU3HAIIY, IOKA3BAIX BE3MOXKHA CEPHO3HA AJIEPTHYHA PEaKIIns
win nHpekuus.

Jlena u roHOIIM
Tremfya He ce mpenopbyBa 3a Aena U FOHOIIH 1Mo 1 8-roaumIHa BE3pacT, 3all0TO TOW HE € MPOYYBaH B
Ta3u Bb3pacTOBa rpyIa.

Hpyru aexapcrBa u Tremfya

Kaxere na Bammus nexap unu gpapmanesT:

o aKO M3I0J3BaTe, HACKOPO CTE U3IOJI3BAIIN WIIM € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKapCTBA.

o ako Hackopo Bu e npaBena wiu TpsiOBa na HarpaBuTe BakcuHanus. He TpsioBa na Bu ce
npuiIaraT HIKOW BaKCHHHU (KMBH BAaKCUHH), JOKaTO u3non3eare Tremfya.

BpeMeHHOCT M KbpMeHe

o Tremfya He TpsOBa a ce U3MOJI3Ba IO BpeMe Ha OPEeMEHHOCT, Thii KaTo eeKTUTe Ha ToBa
JIEKapCTBO NPH OPEMEHHU JKEHH He ca U3BECTHH. AKO CTe )KE€Ha C AETEPOJICH TOTEHIUA,
npenopbyBa ce J1a u30sArBate 1a 3ad0peMeHsBaTe 1 TPsOBa Ja Mmpuiarate moaXosIa
KOHTpaIemIus, Jokaro m3noi3eate Tremfya v B mpoabmKkeHNe Ha Hai-Manko 12 cenMuIy cien
nocneaHarta 1o3a Ha Tremfya. ['oBopere ¢ Bamms nekap ako cre OpemMeHHa, cMsTaTe, 4e MOXKe
Jia cTe OpeMeHHa WU MJIaHupaTe OpEeMEHHOCT.

. I'oBoperte ¢ Bammus nekap, ako KbpMHUTE WM IIIaHUpaTe Ja KbpMuTe. Brue n Bammst nekap
TpsiOBa J1a pelnTe AajiH e KbpMHUTE WK 11e u3nonspate Tremfya.

Ilodupane u padora ¢ MAIIUHU
Marko e BepostHo Tremfya na mosnusie cnocobHoctTa Bu 32 modupane wim paboTta ¢ MalIMHU.

Tremfya cbabpixa noaucopoar 80

Toga nexapctBo chabpka 0,5 mg monucopdar 80 BHB BCsKa MPEIBAPUTEITHO HAITBIHCHA CIIPUHIIOBKA,
KouTO ca exkBuBaneHTHH Ha 0,5 mg/ml. [TonrcopOaTuTe MoraT 1a MPUYHUHSAT AIEPTUYIHN PEAKIIHH.
TpsOBa na kaxere Ha Bamms nekap, ako IMaTe YCTAHOBEHH alepruH.

3. Kak 1a u3noassareTremfya

Bunaru u3znonzpaiite ToBa JieKapcTBO TOUHO KakTo Bu e kazan Bamusrt nekap. AKo He cTe CUTYPHU,
nonuraiTe Bamus nekap win GpapMarenT.

KakBo xoinundectBo Tremfya ce mpuiara u 3a K0JIKO BpeMe
Bammst nekap 1ie pemu KoJaKo Ibro e Tpsosa Aa unoissare Tremfya.

II1akoB mcopHasuc

° Jo3zara e 100 mg (chappikaHueTo Ha 1 peBapUTEITHO HAIThIHCHA CIIPUHIIOBKA), PUIIOKCHA
gpe3 UHKEKITUS 0T KoKaTa (TIOIK0KHA HHKEKITHs ). T MOJKe J1a ce mocTaBu OT Barmms mekap
WM MEIMIIMHCKA CECTpa.

. Crnen mppBata 03a Bue 1m1e moyduTe ciieiamiaTa 103a ciaea 4 CeIMHIIM U CJIeT TOBa Ipe3
8 cenmuIy.
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IlcopuaTnyeH apTpur

o Hozara e 100 mg (cpappikaHreTo Ha 1 mpeaBapUTETHO HAITBJIHEHA CIIPUHIIOBKA), IPHIIOKEHA
ype3 UHXKEKIM 0] Koxkata (II0IK0KHa HHXeKLus). Ta Moxe na ce nocraBu oT Bamms nekap
WIM MEUIMHCKA CECTpa.

o Cnen mepBara 103a Bue mie nosyuure ciesipamiara 1o3a ciiei 4 CeIMUILM U clie]l TOBa IIpe3
8 cenmunu. IIpn HsikoM MauueHTH ciiex mbpBara go3a Tremfya Moske a Oblie mpuaraHa Ha
BCEKU 4 ceJMHIU. BamusT nexap e pemm KoJIKo 4YeCTo MOXe J1a nonydaBate Tremfya.

VYauepo3eH konur

HauaJjio Ha JieueHueTo:

. [IspBata no3a Tremfya e 200 mg u e Bu ce npunnoxu ot Bamms nekap nim MeIumuHCcKa
cecTpa 4pe3 MHTpaBeHO3HA HH(Y3us (KalKOBO BHB BeHa Ha phKkaTa). Cien mbpBaTa J103a 11
NOJYYHTE BTOpA 103a ciiel 4 ceaMHUIIH, a ciie]] TOBa U TpeTa J03a ciel omie 4 CeIMHIIN.

Hopxbpaxkanio JeyeHne:

ITonmbpxama qo3a Tremfya 100 mg wmm 200 mg e Bu ce npuiara upe3 HHKEKIUs 0T KoXKaTa

(moakokHA MHXEKIKA). Bammsar nekap e pery Kos oA bpKalia 103a e MoJIyduTe:

. Jo3a ot 100 mg 11e ce mpuIoXKu 8 CeAMUITU CIIe]] TpeTaTa J03a OT 3all0YBaHe HA JICUCHHUETO, &
cJie]] TOBa Ha BCEKH 8§ CEIMHUIIH.
° Ho3a ot 200 mg 1ie ce npuinoxu 4 ceAMUIM Clie] TpeTaTa A03a OT 3a[l0UBAHE HA JICUCHUETO, &

CJIe]l TOBa Ha BCEKU 4 CeIMMUIIHN.

Bonect na Kpon

HauaJjio Ha JieueHueTo:

JleueHneTo MOXKe J1a ce MPUIIOKH Ype3 HHTPABEHO3HA HH(PY3HS UK Upe3 MOIKOKHO TPUIIOKEHHE:

. WuTtpaBenosna uadysus: [Ispeara go3a Tremfya e 200 mg u e Bu ce npunoxxu ot Barust
JIeKap WM METUIIMHCKA CECTpa Ype3 MHTPaBEHO3HA NH(Y3Us (KallKOBO BHB BEeHA Ha PHKATa).
Crnen mppBarta J103a Iie MOJTYYUTe BTOpA J103a ciie 4 CEIMUIIY, a CIIe/] TOBa M TPETa J103a CIIe]
omre 4 ceMHUIIN.

. [Monkoxuo npuioxenue: [IbpBara go3a Tremfya e 400 mg u e Bu ce npuitoxu 1o Koxkara
(ToKOKHA MHXKEKIINS ), KATO MOXE Jla ce TIPAaBH HA pa3IMYHU MecTa Ha Tsoto. Ciex mbpBara
J103a 11e TIoJIy4uTe BTOpa 032 ciie 4 ceIMUIIM, a Ciiel] TOBa U TPeTa J103a ciief ome 4 CeIMUILIN.

HMopabpikama Tepanus:

Monnspxama no3za Tremfya 100 mg nim 200 mg e Bu ce npuinara upe3 HHKEKIUS 1MOJT KoXKaTa

(ToaKOXKHA HHXKEKITUS ). BamusaT nexap mie pemu Kos Mo IbprKalia J03a I1e MoIyduTe:

. Jo3a ot 100 mg mie ce mpuiioku 8 CeAMUIIN CIIe] TPeTaTa 1032 OT 3aMI0YBaHe HA JICUSHHUETO, a
CJIE]I TOBA HA BCEKU & CEIMMUIIMN.
. Jo3a ot 200 mg 111e ce MpUIoKH 4 CEIMUIIN CIIe TPETaTa /103a OT 3al0YBaHE HA JICUCHUETO, a

cJIe]l TOBA Ha BCEKU 4 CeIMMUIIN.

Bue 3aenHo ¢ Bamms nekap Moxe na pemure, 4e MoxkeTe 1a nprwiarare Tremfya camu, KaTo B TaKbB
ciy4vaii Bue 1ie Ob1eTe moaxoaiio o0yueHH Kak na uwxekrupare Tremfya. ['oBopere ¢ Bamus
JIeKap WIK C MEJULMHCKA CECTPa, aKO UMAaTe HIKAKBU BBIIPOCH OTHOCHO CAMOCTOSITEIIHOTO
WHXXEKTHpaHe. BayKHO € 1a He ce omuTBaTe 1a ce MHKEKTHPATE CaMH, IOKATO He CTe 00y4eHH OT
Bamms nexap wim MEIUIIMHCKA ceCTpa.

3a moapoOHN yKa3aHUs OTHOCHO yroTpebara Ha Tremfya mpodereTe BHUMATENHO ,,Y Ka3aHHITa 32
ynorpe6a“ npeau ynorpedara, KOUTO ca BKIIOYEHU B KAPTOHEHATa OIIAKOBKA.

AKo cTe npueu MoBeye oT HeoOxoauMaTa 103a Tremfya
AKO cTe moyTyyniy roBeue oT Heooxonumara o3a Tremfya win no3ara e mpuiIokeHa o-paHo oT

IPeANKUCaHoTO, yBenoMere Bamus nekap.

AKo cTe mponycHaJm 1a u3noj3Bare Tremfya
Ako 3a0paBute Ja MHXKEKTHpaTe q03a Ha Tremfya, yBenomete Bamus nekap.
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AKo cte cripeu ynotpedara Ha Tremfya
He tps6Ba ma crimpate yrorpebara Ha Tremfya, 6e3 ma roBopute mbpBo ¢ Bamms nekap. Ako cripere
JICYCHUETO, Bammre cuMnToMu MOXe 1a e TIOSBAT OTHORO.

AKO UMaTe HAKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamms nekap, ¢papManeBT WM MEJUIIMHCKA CECTpa.
4. B13MOKHY HeKeJTaHU peakiun

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKEC [1a MPECAN3BUKA HCIKCIAaHU PCAKIIUU, BBIIPECKU Y€ HC
BCCKM I' ITOJTy4aBa.

CepHo3HHI HeKeJIAHN peaKIuu
Ka;xeTe Ha Bamm{ neKap NJIn HOT'prCTe HCSaGaBHO MCEIHUIITMHCKA ITOMOIII, aKO HOJIy‘-II/ITe HAKOA OT
CJICOHUTC HCXKCIIaHU peaKI_II/II/II

Bb3MOKHU cepHO3HM aJIepru4yHu peakuuu (Moxke aa 3acerHar o0 1 ma 100 gymm) — mpu3HaImuTe
WM CHMIITOMHUTE MOXKE J1a BKITFOUBAT:

o 3aTpyIHEHHE MIPH JUIIAHE U I'BIITAHE

o MOTyBaHe Ha JINIETO, YCTHUTE, €3UKa WA T'bPIIOTO

o CHJIEH ChpOEK Ha KOXaTa C YepBeH OOpPUB MM IBITKH
[ ]

IIpuMaIsiBaHC, HUCKO KPBbBHO HAJIATAHC UJIU 3aMasiHOCT

JIpyru He:KeJIaHU peaKiuu
IIpencraBennTe MO-A0Ty HEXKEIAHN PEAKIINH ca JIEKH A0 YMEPESHH. AKO HAKOS OT T€3U HEXKEJIaH!
peakuuu cTaHe TekKKa, KaxeTe He3a0aBHO Ha Bamus nexap, (hapmaieBT win MEAUIIMHCKA CecTpa.

MHoro yecTH (MOXe J1a 3acerHar mosede oT 1 Ha 10 gymm):
- UH(EKIMY Ha JUXATEITHUTE TbTUINA

Yectu (Moxe ma 3acersat no 1 Ha 10 gymm):

- riiaBobonme

- Oonka B cTaBUTE (ApTPANITHs)

- JHapust

- MOBHUIIICHO HUBO Ha YEPHOAPOOHUTE EH3UMH B KPHBTa
- KOXXEH 00puB

Heuectu (Moxe na 3acerrar 10 1 #a 100 mymm):

- MOHMYKEH Opoli Ha B O€jIM KPhBHU KJIETKH, HAPEUCHU HEYTPODUIH

- HHQEKIHH C XepIiec CUMITIICKC

- rbOMYHA HHOEKIMS HA KOXKATa, HAPUMEP MEXY PHhCTUTE HAa KpakaTa (Hamp. aTieTHO
CTHIIANIO)

- CTOMAIITHO Pa3CTPOMCTRBO (TaCTPOCHTEPHUT)

- YPTHKApHs

- 3auepBsBaHe, Apa3HEeHe WK 00JIKa Ha MSCTOTO HA MHXKEKTUPAHE

Penku (Moxe na 3acersat qo 1 va 1000 mymm):
- aJiepruyHa peaxius

Cro01iaBaHe HA He:KeJIAaHU peakuuu

AKO MoNyuyHnTe HAKaKBU HEXEJIaHU JICKApCTBEHU peaklyy, yBepomere Bamus nekap, Gapmanest win
MeIUIMHCKa cecTpa. ToBa BKIIOYBa BCUYKU BH3MOKHU HEOIMCAHU B Ta3H JIMCTOBKA HEXENaHU
peaxkuy. MoxeTe ChII0 1a ChOOIINTE HEXXENaH! PEaKLUU TUPEKTHO Ype3 HAI[MOHAJIHA CUCTEMa 32
cboOLIaBaHe B

W3neiaauTenHa areHnys 1o jJekapcrBaTa

yi. ,,Jlamsn I'pyes® Ne 8
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Temn.: +359 2 8903417

yebcaiT: www.bda.bg

Karo choOliaBare HexeIaHn peakiliy, MOXKETE J1a JaeTe CBOS MPUHOC 3a MOJy4YaBaHe Ha TIOBEYC
HH(POPMAITUS OTHOCHO 0€30IIaCHOCTTa Ha TOBA JIEKApCTBO.

5. Kak na cexpansibate Tremfya
[a ce cpxpaHsiBa Ha MsICTO, HEIOCTBIIHO 32 JeLa.

He u3non3Baiite TOBa JIEKapCTBO CJIE] CPOKa HAa TOJHOCT, OTOEA3aH BbPXY €TUKETa Ha CIIPUHIIOBKATA
1 KapTOHeHara ornakoBka cien ,,EXP“/,,['ogen n0:”. CpoxbT Ha TOAHOCT OTrOBaps Ha MOCIEIHUS JICH
OT ITOCOYCHHSI MECEII.

CrpxpaHsBaiiTe IpeIBapUTEITHO HAITbJIHEHATa CIIPUHIIOBKA B KAPTOHEHATA OMAaKOBKa, 32 J1a Ce
Ipezrnasy oT CBeTIMHA.

a ce cexpanssa B xmagmwiauk (2°C—8°C). Jla He ce 3aMpa3sBa.
Jla He ce pasknaina.

He u3nosnsaiite ToBa j1€KapcTBO, aKO 3a0€IEKUTE, Y€ JIEKAPCTBOTO € MBTHO, C IIPOMEHEH LIBST WIN
ChIbpiKa rosieMu yacTuud. [Ipenu ynorpeda n3Bajsere KapTOHEHATa ONAKOBKA OT XJIaJIWIHUKA,
OCTaBeTe IPeABAPUTEIIHO HAITBIHEHATA CIPUHLIOBKA B KAPTOHEHATA ONAaKOBKA Ja JOCTUI'HE CTalfHa
TeMIeparypa, kato usdakare 30 MUHYTH.

ToBa nexapcTBO € camMo 3a eJHOKpaTHA yrnoTpeda. He m3xBhpiisiiTe lekapcTBaTa B KaHATH3AIAATA
WIH B KOHTeWHepa 3a qoMarran otrnaapin. [lomuraiite Bammus gpapmarneBT kak 1a U3XBBPIISTE
JIeKapCcTBaTa, KOUTO BeUe HE M3IMOJI3BaTe. 13U MEpKH Ile CIIOMOTHAT 3a OMa3BaHe Ha OKOJHATA Cpefa.

6. CL}Imea}me Ha OMaKOBKAaTa M JOINbJHHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakso cbabp:xa Tremfya

- AKTUBHOTO BEILIECTBO € Tycenkymal. Besika mpenBapuTeIHO HarbJIHEHA CIPUHIIOBKA ChABPKA
100 mg rycenkyma0 B 1 ml pa3tBop.

- JlpyTHuTe ChCTaBKM Ca XUCTUINH, XUCTUINHOB MOHOXHAPOXIIOPHI MOHOXUIPAT, onucopdar 80
(E433), 3axapo3a u BoJa 3a HHXEKITHH.

Kak m3raexna Tremfya u kakBo cbIbpika 0NaKOBKaTa

Tremfya e OuCTbp, O€31IBETEH 10 CBETIOKBIT HHKEKIIIOHEH pa3TBOp (MHKeKnws). Toi e HaTn4eH B
OTIaKOBKH, CHIbPIKALIM €IHA MPEIBAPUTETHO HAITbJIHEHA CIIPUHIIOBKA, U B IPYIIOBH OMAKOBKH,
CBCTOSILIH CE€ OT 2 KAPTOHEHU OMAaKOBKH, ChABPKAIH 110 | MpeaBapuTeTHO HAITbIHEHA CIIPHHLIOBKA.
He Bcuukm BHIOBE ONMAKOBKH MOTAT Aa ObAT MyCHATH B IPOAAXKOA.

IpuTexaTes1 HA pa3pelIeHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoguten
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus
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3a uHQopMAaIKsi OTHOCHO TOBa JIEKAPCTBO, MOJISL, CBBPIKETE CE C JIOKATHHS ITPEICTABUTEN Ha

NpUTEKATeNs Ha pa3pelIeHueTo 3a yrnoTpeoba:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH brarapus” EOO/]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel.: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 45 94 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0 800 086 9247 / +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EArada

Janssen-Cilag ®oppakevtiky Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu(@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800
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Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@pvistor.is

Italia
Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1

janssenita(@its.jnj.com

Kvnpog

Bapvapoc Xattnmavayng Ato

TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JaTta Ha mocieqHo npepasrJe;kaane Ha quctoBkara 07/2025

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu.
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Yxkazanus 3a ynorpeda
Tremfya
IIpenBapuTteHO HalMbJHeHa cIpUHIOBKA 0T 100 mg

YCTPOVCTBO 3A ETHOKPATHA YIIOTPEBA

Baxkno

Axo Bammat nekap pemu, ue Bue win 40BeKbT, KOUTO Ce TPIKH 3a Bac, MoxeTe 1a rmocraBssTe
umkekuute ¢ Tremfya BKbIH, IPeIn 1a ce ONUTATe Aa MHXKEeKTHpaTe, Bue TpsOBa 1a mpeMuHeTe
oOydeHue 3a MpaBWIIHUS HAUYWH Ha MTPUTOTBSIHE U MHXKeKTUpaHe Ha Tremfya ¢ usnon3Bane Ha
MMpEABAPUTCIIHO HAITbJIHCHATAa CIIPUHIIOBKA.

Mouns mpodeTeTe Te3H yKazaHUs 3a yrnorpeda, mpean na unon3Bate Tremfya nmpeaBaputeHo
HaITbJIHEHA COPUHLIOBKA U BCEKU BT, KOTaTO MOJIYYUTE HOBU CIIPUHIIOBKU. MOXe 1a UMa HOBa
uHpopMmais. Toa ykazaHue 3a yrnorpeda He 3aMeCTBa JIMCTOBKATa WJIH pa3roBopa ¢ Baius nekap
oTHOCHO Bariiero 3a0osBane win jiedeHrueTo Bu. Mo, npeau 1a 3anoyHeTe HHKEKTUPAHETO,
BHUMATEITHO MIPOYETeTe CHIIO U JIMCTOBKATA U 00CHIeTe ¢ Bamms nexap wiv ¢ MeIUIMHCKa cecTpa
BCUYKH BBIIPOCH, KOUTO MOXKE Ja UMaTe.

Tremfya npeaBapuTeIHO HAIIBJIHEHA CIIPUHIIOBKA € TPEHA3HAUCH 3a MMOAKOKHO HH)KCKTHpaHEe, HE B
MyCKyJ Wi BeHa. Ciel HHXEKTHpaHe UriaTa 1€ ce NpuIbpaa Ha3aj] B TSUIOTO HA YCTPOMCTBOTO U
IIe Ce 3aKITFOYM.

m HNupopmanus 3a cbXpaHeHue

CexpaHsBaiiTe B XJIaJWIHUK IpH TemnepaTypa ot 2°C no 8°C. Jla He ce 3aMmpassBa.

ChbxpaHsBaiiTe NpeABAPUTETHO HATBJIHEHATA CIPUHIOBKA B OPUTHHAJIHATA ONIAKOBKA, 32 /1a ce
NpeAnasy OT CBeTJINHA U (PU3UYECKO YBPekKIaHe.

CobxpansiBaiite Tremfya u Bcuuku jgekapcTBa Ha MSICTO, HEJOCTBITHO 32 Jiena.

Hukora He pasknaniaiite npeBapUTEIHO HAITbJIHEHATa CIIPUHIIOBKA.

159



Onucanue HAa NPeIBAPUTEHO HAITbJIHEHATA CIPUHIIOBKA

IIpenu un>xexkTUpane

Byraao
Huxora He XBamaite Win He
M3IBpIIBaliTe OyTamoTo.

O06e3omacure

- MsicTo 3a mpbCTHTE

Tsauo
XBaimaiTe TSII0TO Ha CIIPUHIIOBKATA MO (h1aHela 3a IPhCTUTE.

IIpo3opue

IIpeana3uren Ha urJjara
He maxaiiTe, 1oKaTo HE CTE TOTOBU Ja
nmxektupare Tremfya (Bmwxre Crpmka 2).
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Crienm MH)KCKTHPAHE

BYTaJ'IOTO C€ 3aKJIr04YBa

O06e30macuTesar ce
aKTHBHpA

Urnara ce npuabpmsa B
TAJIOTO

IIle mMaTe Hy k1A OT Te3W MaTePUAIIN:
* 1 TaMNoOH CbC CIUPT
* 1 napue namMyk Wiy MapJieH TAMIIOH
* 1 agxe3uBHa NpeBpb3Ka

* 1 xoHTeiinep 3a ocTpu npeametTu (BmkTte cThika 3)
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1.  IlpurotBere ce 3a HHKEeKTHpPaHe

IIpoBepeTe KapTOHEeHATa ONAKOBKA

W3Banere kapTOHEHATa OMAKOBKA C MPEABAPUTEITHO HATBIIHEHATA CIIPUHIIOBKA OT XJIaIMTHHAKA.
OcraBeTe MpeABapUTEIHO HAITBIHEHATa CIPUHIIOBKA B KAPTOHEHATA OMAKOBKA U s IOCTABETE BHPXY
paBHa MOBBPXHOCT HA CTaifHa TemrepaTypa 3a Hai-Majako 30 MUHYTH Tpean ynoTpeoa.

He 3aToruisiiTe Mo HAKaKbB JIPYT HAUYMH.

IIpoBepeTte 1aTaTa HA U3THYAHE HA CPOKA HA TOAHOCT (,, ] 0geH 10:%) HA 3a1HATa CTpaHA Ha
KapTOHEHaTa OIMAaKOBKa.

He u3nosn3Baiite, ako CPOKBHT Ha TOJIHOCT € U3TEKBIL.

He nmxextupaiite, ako nepopaiusTa Ha KapTOHeHaTa OolakoBKa ¢ HapyiieHa. Obanere ce Ha Bamms
nexap win (papMareBT 3a HOBa CITPHHIIOBKA.

=

H30epeTe MsICTO HA MHAKEKTHPaHe
I/I36epeTe HSKOM OT CJICAHUTC Yy9aCThIH 3a MHIKCKTHUPAHC!:

o IIpeanara yact Ha Gegparta (IPEIOPHUUTEITHO)
o JlonmHaTa yact Ha Kopema
He un:kexTHpaiiTe B 30Ha OT 5 CAHTHMETPA OKOJIO ITBIIA.
. 3aHaTa 4YacT Ha MUIIHUIUTE (aKO APYT MOCTAaBA WHIKEKIIHITA)

He umxektupaiite B 0oje3HeHa, HACHHEHA, 3a4€PBEHa, JIIOIIEIIA Ce WIN yAeOeneHa Koxa.
He umxexTupaiite B ydacTblu ¢ 6€JI€31 WIK CTPHH.
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IMouncreTe MACTOTO 32 HHKEKTUPAHE

W3muiiTe 100pe phIETE CH ChC CallyH M TOILIA BOJA.

[TouncreTe M30PaHOTO MACTO HA MHKEKTHUPAHE C TAMIIOH ChC CITUPT M IO OCTABETE JIa U3ChXHE.
He nokocpaiite, He BelTe U HE TyXaiTe MACTOTO 3a UHKEKTUPAHE, Cle]l KaTO CTE IO MOYUCTHIIH.

IIpoBepere TeyHOCTTA

W3Banere npeaBapuTEIHO HAITBJIHEHATA CIIPUHIIOBKA OT KAPTOHEHATa OMAaKOBKA.

[IpoBepete TeunocTTa B ipo3opyeTo. Ts TpsaOBa a Obae Oe31BETHA 10 CBETIOKBITAa U MOXKE J1a
ChIbpPrKa MAJIKU Oenu uiu MPpO3payHu YacTULM. MOXke ChIIO J1a BUAUTE €HO UM NTOBEYE Bb3AYIIHU
Mexypuera. ToBa € HopMaJlHO.

He nmxexTupaiTe, ako TEYHOCTTA € MbTHA C IPOMEHEH LBAT WM MMa FOJIEMH YacTHLU. AKO HE CTe
CUT'YpHH, 00afere ce Ha Bamms nexap nnn apmarneBT 3a HOBa CIIPHHIIOBKA.
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2.  HNmuxkextupaiite Tremfya c npeagBapuTe/iHO HATbJIHEHATA CIPUHIIOBKA

MaxHeTe npeanasuTesisi HA UIJ1aTa

XBaHEeTe CIPUHIIOBKATA 32 TSUIOTO M M3IbPIIaliTe MPeANa3uTeNs Ha uriara Hanpea. HopmanHo e ga
BUNTE KalKa OT TEYHOCTTA.

HNn:xexkTHpaliTe B pAMKHUTE HA 5 MUHYTH CJle/l OTCTPAHSIBAHETO HA MpPeANAa3uTes HA UIJIATa.
He caraiite mpenmasuresns Ha UTjiata oOpaTHO, Thil KATO TOBA MOJKE Jla YBPEIU UTjaTa.

He noxocBaiiTe uriara v He MO3BOJISIBANTE /1a C€ IOKOCHE /10 HAKAKBa MOBHPXHOCT.

He m3non3saiite Tremfya npenBapuTeIHO HAITBIHEHA CIIPUHIIOBKA, ako o m3mycHere. O0aneTe ce Ha
Bamus siekap wiu gapMarieBT 3a HOBa CIIPUHIIOBKA.

45°

ITo3uuuoHupaiiTe NIPbCTUTE M BKapaiiTe Urjiara

ITocraBere Bamns nanen, mokasaien U CpeieH NPbCT AUPEKTHO oA (uiaHena 3a NpbCTUTE, KAKTO €
IIOKA3aHO.

He nokocpaiite OyTanoTo WM yyacTbka Haj (haHena, Thil KaTo TOBa MOXe Jja aKTUBHpa
o0e3omacuress Ha UraTa.

C npyrara ppKa 3axBaHETe K0>KaTa Ha MACTOTO 3a HHXeKkTupaHe. [locTaBeTe CpUHIIOBKATA MO BI'bJI
OT OKOJIO 45 rpagyca KbM KOXkaTa.

BaxHo e 1a 3axBaHeTe TOCTATBYHO KOXKA, 33 Ja MH/KEKTHpaTe MO/ K0KaTa, a HE B MyCKYJIa.
Bkapaiite urnara ¢ 6bp30 IBHKEHHUE, KATO Y€ XBBPIIATE CTPEITHUKA.
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OTnycHeTe KOKaTa U MPOMeHeTe MO3UIMATA HA pbKaTa
Cne cBOOOTHATA CH PhKa XBAHETE TAJIOTO HA CIIPUHIIOBKATA.

HaTtucHerte 0yTanoro
Crnosxere majerna Ha IpyraTa Cu pbKa BbpXy OyTaJIOTO ¥ TO HATHCHETE HAJ 0.1y, 10KATO CIIpe.

OTtnycHere 6yTaa0TO
OO6e30macuTeNAT e MOKPHE UIJIaTa ! IIe s 3aKJIF0YN, KaTO U3BajM UIJIaTa OT KOXKara.
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3. CJel HHKeKTHUPAHETO

HN3xBbpJeTe ynoTpedeHaTa NpeIBAPUTETHO HATBJIHEHA CIIPUHIIOBKA

CrnoskeTe M3MOI3BaHaTa CIIPUHIIOBKA B KOHTEHHED 32 OCTPH MPEAMETH BEIHAra Cie]l ymoTpedara.
He u3xBBpIISiATE IPEABAPUTEITHO HAITBIHEHATA CIIPUHITOBKA B JJOMAIITHUTE OTIIATBITH.

Korato koHTEeHHEPBT € MbJICH, U3XBbPJETE KaceTaTa Cliope] yKa3aHusaTa Ha Bamus nexap wiu
MEJIULIMHCKA CecTpa.

IIpoBepere MICTOTO HA MHAKEKTHPaHe

Mosxe 1a uMa MajKo KOJMYECTBO KPbB UM TEUHOCT Ha MSICTOTO HA MHKEKTHPAHE.
IIputrcHeTe KoXKaTta ¢ napye naMmyK Wik MapiieH TaMIIOH, IOKaTO €BEHTYAIIHOTO KbPBEHE CIIPE.
He pastpuBaiiTe MSICTOTO Ha UHXKEKTHUPAHE.

AKO € HeoO0X0IMMO, TIOKPUHTE MACTOTO Ha MHXKEKTHpAHE C IPEBPH3KA.

Cera UHXEKTUPAHETO € 3aBbPIICHO!

>
\o
HNmarte Hy:xk1a OT moMon?

O6aZ[CTe ce Ha Bamms JICKAp, 3a Aa MYy 3a4aACTC BCUYKU BBIIPOCH, KOUTO MOKC 1a UMATC. 3a
JOIIBJIHUTCIIHA ITIOMOIII MJIX 34 Aa CIIOACIUTC Bamero MHCHHUEC, BUKTC B JUCTOBKATa PIH(l)OpMaI_IPISITa 3a
KOHTAaKT ¢ Bamus Mmecten npeaACTaBUTCIIL.
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JlucroBka: undopmanus 3a norpeduTeNs

Tremfya 100 mg OnePress nH:KeKIMOHEH Pa3TBOP B NMPeABAPUTETHO HATBJIHEHA MHCAJIKA
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NPeIH 12 3all0YHETE 12 U3IM0J13BaTe TOBA

JIEKApPCTBO, Thil KaTo TA ChABLP:Ka BaxkHa 3a Bac undgopmanus.

- 3anazere Ta3u JUCTOBKA. MOXKe /1a C€ HAIOXKH J1a 5T TPOYETETe OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEITHA BBIIPOCH, IonuTaiiTe Bamus ekap, papmarest nin
MEJIUIMHCKA CecTpa.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro npeotcTbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIy, He3aBUCHMO Y€ TPU3HAIMTE Ha TAXHOTO 3a00JsBaHe ca ChIUTe KaTo Bammre.

- AKO TIONTyunTe HAKAKBU HEXEJIaHU PEeaklnuy, yBeroMeTe Bammus iekap, uin papmareBT nin
MCIUIIMHCKA CECTpa. ToBa BKIII0UBa M BCUYKH BH3MOKHU HEXKEJIaHU p€aKkurun, HEOIMMCaH! B
Ta3u JUCTOBKA. BiwkTe Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kakso npeacrasnsBa Tremfya u 3a kKakBO ce U3mon3Ba
Kakso Tps6Ba na 3Haere, npeau na usnonssate Tremfya
Kak na usnonssare Tremfya

BB3MoXHU HEXETaHU peakuu

Kak na cexpansBare Tremfya

ChabpkaHye Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AR e

1. Kakso npeacrasiasiea Tremfya u 3a kakBo ce M310J13Ba

Tremfya cbapprka akTUBHOTO BEIIECTBO I'yCEIKYMal, KOWTO IpeACTaBIIsABa BU IPOTEHH, HAPEUCH
MOHOKJIOHAJIHO aHTHUTSJIO.

ToBa nekapcTBO AelcTBa KaTo OJOKHpa aKTUBHOCTTA Ha POTenH, HapeueH 1L-23, koiiTo ce oTkprBa B
IIOBUIIEHU HHMBA IPH XOpa C IICOpUA3MC, ICOPUATUICH apTPUT, YILEPO3eH KOIUT 1 6oect Ha KpoH.

IlnakoB ncopuasuc
Tremfya ce n3mon3Ba 3a JedeHNe Ha BR3PACTHH C YMEPEH J0 TeXBK “INIaKOB TICOpHA3HC”,
BB3MAIUTEITHO ChCTOSHUE, 3aCATAIN0 KOXKATa U HOKTHTE.

Tremfya Moxe 1a Tog00py ChCTOSTHUETO Ha KOXKaTa M BHHITHHUS BHJ] HA HOKTHUTE U J1a HAMaJTl
CHMITTOMHTE, KaTO HaIIp. pa3ciiosBaHe, JIIOIICHEe, ChpOexk, 00JIKa U IMapeHe.

IIcopnaTnyen apTpur

Tremfya ce n3nomn3Ba 3a jeueHue Ha 3a00sIBaHe, HAPEUEHO ,,JICOPUATUIEH apTPUT"® — BH3MAIUTEIHO
3a00JsIBaHE Ha CTABUTE, YECTO IBTH CHUETAHO C IUIAKOB MCOPHA3KC. AKO HMaTe NICOPUATHYECH apTPHT,
I'bPBOHAYAIHO 1Ie Bu ObJaT naBanu qpyru JekapcTBa. AKO HE ce MOBIUSETE AOCTAThYHO 100pe OT
IpUJIAraHeTo Ha Te3H JIEKapCTBa WM ITPU HEMOHOCUMOCT, 1ie Bu 0b1e npmtoxen Tremfya, 3a
HaMaJsIBaHE Ha IIPU3HALMTE U CUMIITOMUTE Ha 3a0ossBaneTo. Tremfya Moske fa ce mpuiara
CaMOCTOSITETHO WIH C IPYTO JIEKapCTBO, HAPEUEHO METOTPEKCAT.

[punaranero Ha Tremfya npu copuaTHYeH apTPUT I TOBIHsIe OIAroNPHUATHO PU3HAIIUTE U
CHUMIITOMUTE Ha 3a00JIsIBAHETO KAaTO TM HAMAaJIH, 11ie 3a0aBH YBPEXKIAHETO HAa XPYLIsiiia U KOCTTa Ha
CTaBHTE U 1€ 000pH criocoOHOCTTa BU a M3BBpIIBaTE HOPMAIHHU €KETHEBHU ICHHOCTH.

Yuepo3en koauT

Tremfya ce n3mosn3Ba 3a Jie4eHnEe Ha Bb3PACTHH C YMEPEH JI0 TEXBK YIEPO3eH KOIUT —
BB3MAIMTEIHO 3a00/IsIBaHe HA YepBaTa. AKO MMaTe YJIePO3CH KOJIMT, IbPBOHAYAIHO e Bu Obaat
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JaJICHU JIPYTH JIeKapcTBa. AKO HE ce MOBIUSIETE JJOCTATHYHO JTOOPE MITH HE MOXKETE J]a MOHACSTE Te3H
JeKapcTBa, Moke 1a Bu 0b1e npuinoken Tremfya.

[Ipunaranero Ha Tremfya npu ynmepo3eH konut Moxe 1a By noBnusie 01aronpusaTHO, KaTo HaMallu
MpU3HALINTE ¥ CHMIITOMUTE Ha 3a00JI1BaHETO, BKIIOYUTEITHO KbPBABUTE U3MPAKHEHHSI, HEOTIOXKHATA
HYy’XJa 1 OpOosi Ha TIOCEIICHNATA B TOAIETHATA, KOpeMHaTa 00JIKa U Bh3MAJIEHUETO Ha JIMTaBUIIATa Ha
yepBara. Te3u ehekTr MoraT Jja MogoOpAT criocoOHOCTTa BU 11a M3BBpIIBATE HOPMATHH €XKETHEBHU
JISMHOCTH U J1a HAMAJISIT yMOpara.

Bouaecrt na Kpon

Tremfya ce n3non3Ba 3a JeyeHUe Ha Bb3PACTHU C yMepeHa A0 Texka (hopma Ha Oonectra Ha Kpos,
BB3NAIUTETHO 3a00sBaHe Ha YyepBaTa. Ako uMare 6osect Ha KpoH, mbpBo 1ie Bu ce napar npyru
JeKapcTBa. AKO HE CE MOBIHABATE JOCTATHYHO OT TE3H JIEKAPCTBA WIIM HE MOXKETE Aa I'M MOHACSTE,
Moxe na Bu ce mpunoxu Tremfya.

Ynorpebara Ha Tremfya npu 6onecrra Ha Kpon moxke 1a Bu Ob/1e OT mos3a 3a HaMajsiBaHe Ha
NPHU3HAIIKUTE U CHMIITOMUTE Ha 3a00JSIBAHETO KATO THAPHs, KOpEMHA 0OJIKa M Bh3MalIeHHE Ha
JMTaBHIlaTa Ha yepBata. Te3u eekTr Morar aa momoopsT croco6HocTTa Bu 1a n3BbpIBare
HOPMAaJIHU €XKEJTHEBHU JICTHOCTH U J1a HAaMaJIsIT yMopara.

2. Kakso TpsadBa 1a 3Haete, npeau Aa usnoassarte Tremfya

He uznonssaiite Tremfya

o aKo CTe aJepPru4HU KbM I'yCelIKyMald WIN KbM HIKOS OT OCTaHAINUTE ChCTAaBKU Ha TOBA
JeKapcTBO (M30POCHHU B TOUKA 6). AKO MUCITUTE, Y€ MOKE JIa CTe aJleprUYHH, IOCHBETBANTE ce C
Bamms nekap, npeau aa u3nomnssare Tremfya.

o aKo MMaTe aKTHBHA MH()EKIH, BKIIOUUTEIHO aKTHBHA TyOEpKyI03a.

[penynpexaeHust U MpeaIna3sHu MEPKH

I'oBopere ¢ Bamms nekap, papManeBT Wid MEAULIMHCKA cecTpa, pean Aa u3nomssare Tremfya:

o aKo ce JIeKyBaTe 3a HHPEKIHS;

o aKo UMaTe MHQEKIUs, KOATO HE IPEMUHABA WIN HETIPEKHCHATO CE TOSIBSIBA OTHOBO;

. aKo uMare TyOepKys03a Win cTe OWIH B OJTM3BK KOHTAKT C YOBEK C TYyOCpKyI03a;

. aKo0 MUCITUTE, Y¢ UMaTe MH(EKIHUS WK UMATe CUMIITOMHU Ha HH(MEKIHS (BUKTE TIO-T0ITY
,,BHIMaHue 3a HHOEKINH U aJIePTUIHHA PEaKIIAN‘);

. aK0 HaCKOpO CTEe MMaJIM BaKCHHAITUS WK aKo TPsiOBa Ja ce BAKCUHUPATE 110 BpeMe Ha JICUCHUE
¢ Tremfya.

AXO He cTe CHTYPHH JIaJId Helllo OT TOPHHTE ce OTHAcs 10 Bac, roBopere ¢ Bamms nekap, gpapmareBt
WJIM MEJTUIIMHCKA CeCcTpa, Mpeu Ja u3noi3sare Tremfya.

Ipeau na 3amouHeTe u3noyi3BaHeTo Ha Tremfya u Mo BpeMe Ha JICUSHUETO, MOXKE Jla Ce HANOXKH J1a Bu
Ob/IaT HAMIPABEHH KPHBHU M3CIICABAHUS, 3 J]a CE IPOBEPH AT HMATe BUCOKU HHBA Ha
4epHOAPOOHHUTE CH3UMHU, CIIOPE]] YKazaHusTa Ha Bamms nekap. [ToBuiieHre Ha HUBaTa Ha
YepHOAPOOHHUTE CH3UMH MOKE JIa C€ TIOJIYUH MO-YEeCTO MU MAIMEHTH, JieKyBaHu ¢ Tremfya Ha Bceku
4 ceaMUITH, OTKOJIKOTO TIPH MAIlMEHTH, leKyBaHu ¢ Tremfya Ha Bceku 8 ceqmunn (BrmkTe ,,Kak ma
n3nomsBare Tremfya” B Touka 3).

Baumanmne 32 nH(peKIUM U aJIePrUYHH PeaKIUU

Tremfya IMOTCHIHAIIHO MOXE J1a IPCAU3BHUKA CCPUO3HU HEXKCIIAaHU eq)eKTI/I, BKIIFOYHTCIIHO aJICPrudIHu
peakiuu 1 uHGeknuy. TpsaOBa 1a BHUMaBaTe 3a MPU3HALM HA Te3H 3a00ABaHus, JOKaTO IpUeMaTe
Tremfya.

[Ipu3HanyTE WM CUMITOMUTE HA HHOEKIIUK MOXKE JIa BKIIOYBAT TIOBUIIIEHA TEMIIEPATypa WK
IPUNONOA00HN CUMIITOMH, MYCKYJIHH OOJIKH, KAIlJIMLA, HEAOCTUT Ha Bb3IyX, HapeHe IpU YpUHUPaHE
WM YPUHUPAHE MMO-4€CTO OT OOMYAHOTO, KPBB B XpaukuTe (ciy3Ta), 3aryda Ha TerJo, JHapus Win
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0oJiKa B cCTOMaxa, TOIUIA, 3aUepBeHa Wi O0JIe3HEHA KOXKa, WM Bb3MAJICHH YYaCThIIH 110 TSIIOTO,
KOHTO Ca Pa3JIMYHU OT TE3U IPH IICOPHA3HCA.

Cepuo3Hu anepruyHu peaxiuu ca Habmogasanu ¢ Tremfya. CUMIITOMHUTE MOXKE J1a BKIFOYBAT
NOJTyBaHe Ha JIUIIETO, YCTHHUTE, yCTaTa, €3MKa WIN T'hPIIO0TO, 3aTPYAHECHO TIPETTbIaHe Wi JHIIaHe,
MpUMAaJSIBAaHE WIIM 3aMasHOCT U ypTUKapus, (BUKTeE ,,CepHO3HHN HEe)KETaH! PEaKINK * B TOUKA 4).

Crpere ynotpebara Ha Tremfya u kaxxere Ha Bamus nekap Wi noThpceTe He3a0aBHO MEUIIMHCKA
TIOMOII], aKO 3a0eIe)KNUTe HIAKAKBY MPU3HAIIN, IOKA3BAIY BE3MOXKHA CEPHO3HA AJIEPTHYHA PEaKIIns
i nHpekuus.

Jlena u roHOIIM
Tremfya He ce mpenopbyBa 3a Aena U FHOIIH 1Mo 1 8-roauiTHa BE3pacT, 3all0TO TOW HE € MPOYYBaH B
Ta3u Bb3pacToBa rpyIa.

Hpyru aexapcrBa u Tremfya

Kaxere na Bammus nexap unu gpapmanesT:

o aKO M3I0J3BaTe, HACKOPO CTE U3ITOJI3BAIIN WM € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKApCTBA.

o ako Hackopo Bu e npaBeHa wiu TpsiOBa na HarpaBuTe BakcuHauus. He TpsioBa na Bu ce
NpuiIarat HIKOW BaKCHHHU (KMBH BaKCUHHM), JOKaTO u3non3eare Tremfya.

BpeMeHHOCT M KbpMeHe

o Tremfya He TpsOBa a ce M3MOJI3Ba IO BpeMe Ha OPEeMEHHOCT, Thii KaTo eeKTUTe Ha TOBa
JIEKapCTBO NPH OPEMEHHU JKEHH HE ca U3BECTHH. AKO CTe )KE€Ha C AETEPOJICH MOTEHIHA,
npenopbyBa ce J1a u30sArBare 1a 3ad0peMeHsBaTe 1 TPsOBa Ja Mpuiarate moaXosIa
KOHTpaIemus, Jokaro mnoi3sate Tremfya v B mpoabmkeHNe Ha Hal-Manko 12 cenMuIy cien
nocneaHarta 1o03a Ha Tremfya. ['oBopere ¢ Bamms nekap ako cre OpemMeHHa, cMsTaTe, 4e MOXKe
Jia cTe OpeMeHHa WU IJIaHupaTe OpEeMEHHOCT.

. I'oBopere ¢ Bamms nekap, ako KbpMUTE WIIH IIIaHUpaTe Ja KbpMuTe. Brue n Bammst ekap
TpsiOBa J1a pelnTe AaiH e KbpMHUTE WK 11e u3nonspate Tremfya.

Ilodupane u padora ¢ MAIIUHU
Marko e BepostHo Tremfya na mosnusie cocobHoctTa Bu 32 modupane nim paboTta ¢ MalIHU.

Tremfya cbabpika noaucopoar 80

Toga nexapctBo chabpka 0,5 mg monucopOar 80 BbB BCsKa MPEABAPUTEITHO HAITBIHECHA THCAIIKA,
KouTo ca exkBuBaneHTHH Ha 0,5 mg/ml. [TonrcopOaTute MoraT 1a MPUYHUHSAT AIEPTUYHN PEAKIIHH.
TpsOBa na kaxere Ha Bamms nekap, ako IMaTe YCTAHOBEHH alepruH.

3. Kaxk na u3noassare Tremfya

Bunaru u3nonzpaiite ToBa JieKapcTBO TOUHO KakTo Bu e kazan Bamust nekap. Ako He cTe CUTYPHU,
nonuTaiiTe Barmms rekap niau gpapmaresT.

Kakso xonundectBo Tremfya ce mpuiara u 3a K0JIKO BpeMe
Bammst nekap e pemu KojaKo AbJIro e TpsoBa aa u3nonssare Tremfya.

IInakoB mcopHuasuc

° Jo3ara e 100 mg (chappikaHueTo Ha 1 IpeBapUTEITHO HAITHIHCHA THCAJIKA), TPUIOKEHA Upe3
WHXEKIHSI IO/ KoXKaTa (TIOKOXKHA MHKEKITHs). T MOXKe J1a ce TIOCTaBH OT Barmmust iekap mim
MEIUIIMHCKA CecTpa.

. Crnen mppBata 103a Bure 1m1e moyduTe clieBamiaTa 103a ciaea 4 CeIMHIIM U CJIeT TOBa Ipe3
8 cenmuIy.
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IlcopuaTnyeH apTpur

o Hozara e 100 mg (cpappkanueTo Ha | mpeaBapuTeIHO HATbJIHEHA MHCANKA), IPUIOKEHA Ype3
MHKEKLUS 110]1 KoKaTa (TIO0IKO)KHA MHKeKuus). Tst Moxe fa ce nocraBu oT Bamus nexap uiu
MEAMIHMHCKA CECTpa.

o Cnen mepBara 103a Bue e nosyuure ciesipamara 1o3a ciie 4 CeIMUILM U cIIe]l TOBa IIpe3
8 cenmunu. IIpu HsikoM MauueHTH ciied mbpBaTa g03a Tremfya Moske na Obe npuiara€a Ha
BCEKH 4 ceMHIIM. BamusT ekap e pemm KoJIKo 4YeCTo MOXe Ja noinydaBate Tremfya.

VYiuepos3eH Konut

HauaJjio Ha JieueHueTo:

. [IspBata no3a Tremfya e 200 mg u e Bu ce npunoxu ot Bamms nekap nim MeIumuHCKa
cecTpa 4pe3 MHTpaBeHO3HA HH(Y3us (KalKOBO BHB BeHa Ha phKkata). Cjiel mbpBaTa J103a 11
NOJYYHTE BTOpA 103a ciie 4 ceaMHUIIH, a ciie] TOBa U TpeTa 03a cief omie 4 CeIMHIIN.

Hopxbpaanio JeyeHune:

ITopmbpxama no3a Tremfya 100 mg wmm 200 mg e Bu ce npuiara upe3 HHKEKIUs 10T KoxKaTa

(moakoXHA MHXKEKIKA). Bammsar nekap e peru Kos oA bpKalia 103a Ie MOJIyYuTe:

. Jo3a ot 100 mg 11e ce mpmIoKu 8 CeAMUITN CIIe] TpeTaTa J03a OT 3all0YBaHe Ha JICUCHUETO, a
CJIe]l TOBa Ha BCEKH 8§ CEIMUIIH.
. Jlo3a ot 200 mg mie ce mpuiioku 4 CeMHUIIN CIIe ] TPeTaTa 1032 OT 3aMI0YBAaHE HA JICUCHHUETO, a

CJIe]I TOBa Ha BCEKU 4 CeIMMUIIN.

Boaect na Kpon

HauaJjio Ha JieueHueTo:

JleueHneTo MOXKe J1a ce MPUIIOKH Ype3 HHTPABEHO3HA HH(Y3HS UK Upe3 MOJIKOKHO TPUIIOKEHHE:

. WuTtpaBenosna uadysus: [Ispeara go3a Tremfya e 200 mg u e Bu ce npunoxxu ot Barust
JIeKap WM METUIIMHCKA CECTpa Ype3 MHTPaBEHO3HA NH(Y3Us (KallKOBO BHB BEeHA Ha PHKATa).
Crnen mppBarta J103a Iie MOJTYYUTe BTOpA J103a ciie 4 CEIMUIIY, a CIIe/] TOBa M TPETa J103a CIIe]
omre 4 ceMHUIIN.

. [Monkoxuo npuioxenue: [IbpBara go3a Tremfya e 400 mg u e Bu ce npuitoxu 1o Koxkara
(ToKOKHA MHXKEKIINS ), KATO MOXE Jla C€ TIPAaBH HA Pa3IMYHU MecTa Ha Tsnoto. Ciex mbpBara
J103a 11e TIoJIy4uTe BTOpa 032 ciie 4 ceIMUIIM, a Ciiel] TOBa U TPeTa J103a ciief ome 4 CeIMUILIN.

HMopabpikama Tepanus:

Monnspxama no3za Tremfya 100 mg nim 200 mg e Bu ce npuinara upe3 HHKEKIUS 1MOJT KoXKaTa

(ToaKOXKHA HHXKEKITUS ). BamusaT nexap mie pemu Kos Mo IbprKalia J03a I1e MoIyduTe:

. Jo3a ot 100 mg mie ce mpuiioku 8 CeAMUIIN CIIe] TPeTaTa 1032 OT 3aMI0YBaHe HA JICUSHHUETO, a
CJIE]I TOBA HA BCEKU & CEIMMUIIMN.
. Jo3a ot 200 mg 111e ce MpUIoKH 4 CEIMUIIN CIIe TPETaTa /103a OT 3al0YBaHE HA JICUCHUETO, a

cJIe]l TOBA Ha BCEKU 4 CeIMMUIIN.

Bue 3aenHo ¢ Bamms nekap Moxe na pemure, 4e MoxkeTe 1a nprwiarare Tremfya camu, KaTo B TaKbB
ciy4vaii Bue 1ie Ob1eTe moaxoaiio o0yueHH Kak na uwxekrupare Tremfya. ['oBopere ¢ Bamus
JIeKap WIK C MEJULMHCKA CECTPa, aKO UMAaTe HIKAKBU BBIIPOCH OTHOCHO CAMOCTOSITEIIHOTO
WHXXEKTHpaHe. BayKHO € 1a He ce omuTBaTe 1a ce MHKEKTHPATE CaMH, IOKATO He CTe 00y4eHH OT
Bamms nexap wim MEIUIIMHCKA ceCTpa.

3a moapoOHN yKa3aHUs OTHOCHO yroTpebara Ha Tremfya mpodereTe BHUMATENHO ,,Y Ka3aHHITa 32
ynorpe6a“ npeau ynorpedara, KOUTO ca BKIIOYEHU B KAPTOHEHATa OIIAKOBKA.

AKo cTe npueu MoBeye oT HeoOxoauMaTa 103a Tremfya
AKO cTe moyTyyniy roBeue oT Heooxonumara o3a Tremfya win no3ara e mpuiIokeHa o-paHo oT

IPeANKUCaHoTO, yBenoMere Bamus nekap.

AKo cTe mponycHaJm 1a u3noj3Bare Tremfya
Ako 3a0paBute Ja MHXKEKTHpaTe q03a Ha Tremfya, yBenomete Bamus nekap.
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AKo cte cripeu ynotpedara Ha Tremfya
He tps6Ba ma crimpate yrorpebara Ha Tremfya, 6e3 ma roBopute mbpBo ¢ Bamms nekap. Ako cripere
JICYCHUETO, Bammre cuMnToMu MOXe 1a e TIOSBAT OTHORO.

AKO UMate HAKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamms nekap, ¢papManeBT WM MEJUIIMHCKA CECTpa.
4. B13MOKHY HeKeJTaHU peakiun

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKEC [1a MPECAN3BUKA HCIKCIAaHU PCAKIIUU, BBIIPECKU Y€ HC
BCCKM I' ITOJTy4aBa.

CepHo3HHI HeKeJIAHN peaKIuu
Ka;xeTe Ha Bamm{ neKap NJIn HOT'prCTe HCSaGaBHO MCEIHUIITMHCKA ITOMOIII, aKO HOJIy‘-II/ITe HAKOA OT
CJICOHUTC HCXKCIIaHU peaKI_II/II/II

Bb3MOKHU cepro3HM aJIepruYHM peakuuu (Moxke Aa 3acernar 1m0 1 Ha 100 qymm) - mpu3HanuTe
WM CHMIITOMHUTE MOXKE J]a BKITFOUBAT:

o 3aTpyIHEHHE MIPH JUIIAHE U I'BIITAHE

o MOTyBaHe Ha JINIETO, YCTHUTE, €3UKa W I'bPIIOTO

o CHJIEH ChpOEK Ha KOXaTa C YepBeH OOpPUB MM ITBITKH
[ ]

IIpuMaIsiBaHC, HUCKO KPBbBHO HAJIATAHC UJIU 3aMassHOCT

JIpyru He:keJIaHU peaKIuu
IIpencraBennTe MO-A0Ty HEXKEIAHN PEAKIINH ca JIEKH A0 YMEPESHH. AKO HAKOS OT T€3U HEXKEJIaH!
peakuuu cTaHe TekKKa, KaxeTe He3a0aBHO Ha Bamus nexap, (hapmaieBT win MEAUIIMHCKA CecTpa.

MHoro yecTH (MOXe J1a 3acerHar mosede oT 1 Ha 10 gymm):
- UH(EKIMY Ha JUXATEITHUTE TbTUINA

Yectu (Moke na 3acersat no 1 Ha 10 gymm):

- riraBo6onme

- Oonka B cTaBUTE (ApTPANITH)

- JHapust

- MOBHUIIIEHO HUBO Ha YEPHOAPOOHUTE EH3UMH B KPHBTa
- KOXXEH 00puB

Heuectu (Moxe na 3acerrar 10 1 #a 100 mymm):

- MOHMYKEH Opoli Ha BUJ O€jIM KPhBHU KJIETKH, HAPEUCHU HEYTPODUIH

- HHQPEKIHH C XepIiec CUMITIICKC

- rbOMYHA HHOEKIMS HA KOXKATa, HAPUMEP MEXY IPHhCTUTE HAa KpakaTa (Hamp. aTieTHO
CTHIIANIO)

- CTOMAIITHO Pa3CTPOMCTBO (TaCTPOCHTEPHT)

- YPTHKApUs

- 3auepBsBaHe, Apa3HEeHe WK 00JIKa Ha MSICTOTO HA MHXKEKTUPAHE

Penku (Moxe na 3acersat no 1 va 1000 gymm):
- aJiepruyHa peaxius

Cro0uiaBaHe HA He:KeJIAaHU peakuuu

AKO MoNyuynTe HAKaKBU HEXEJIaHU JICKApCTBEHU peaklyy, yBepomere Bamus nekap, Gapmanest win
MeIHUIMHCKa cecTpa. ToBa BKIIOYBa BCUYKU BH3MOKHU HEOIMCAHU B Ta3H JIMCTOBKA HEXeJaHU
peaxkuu. MoseTe chII0 1a ChOOIINTE HEXXENaHU PEaKLUU TUPEKTHO Ype3 HAI[MOHAJIHA CUCTEMa 32
cboOLIaBaHe B

W3neiaauTenHa areHnys o jgekapcTBaTa

yi. ,,Jlamsn I'pyes® Ne 8
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1303 Codus

Temn.: +359 2 8903417

yebcaiT: www.bda.bg

Karo choOliaBare HexeIaHn peakiliy, MOXKETE J1a JaeTe CBOS MPUHOC 3a MOJy4YaBaHe Ha TIOBEYC
HH(POPMAITUS OTHOCHO 0€30IIaCHOCTTa Ha TOBA JIEKApCTBO.

5. Kak na cexpansibate Tremfya
[a ce cpxpaHsBa Ha MSICTO, HEJIOCTBITHO 32 JAeLa.

He u3non3Baiite TOBa JIEKapCTBO CIIE]] CPOKa HA TOJHOCT, OTOENsI3aH BEPXY €TUKETa Ha
MpeIBapUTEIHO HAaITbJIHEHATA MMCaIKa U KapToHeHaTa onakoBka cien “EXP/,,'onen 10:”. CpokbT
Ha TOJHOCT OTTOBAps Ha MOCIIEIHHMS IeH OT IIOCOUYCHHS MEeCell.

CBXpaHHBaﬁTe MMPEABAPUTCIIHO HAITBJIHCHATA ITMCAJIKa B KAPTOHCHATA OIMaKOBKaA, 3a 1a CC€ NpCana3n OoT
CBCTJIMHA.

[a ce cexpanssa B xmagmwiauk (2°C—8°C). Jla He ce 3aMpa3sBa.
Ha He ce pasknaia.

He n3nomn3BaiiTe TOBa JIEKapCTBO, aKO 3a0€JIEkKUTE, Ue JIEKAPCTBOTO € MBTHO, C IPOMEHEH LIBST WU
ChIbprKa rosieMu yacTuuu. [Ipenu ynorpeda n3Bajsere KapTOHEHATa ONAKOBKA OT XJIaIMITHUKA,
OCTaBeTe IPEABAPUTEIIHO HAITBIHEHATA MCAJIKA B KAPTOHEHATA ONAKOBKA Ja JOCTUTHE CTaifHa
TeMIeparypa, kato u3dakare 30 MUHYTH.

ToBa nexapcTBO € caMo 3a eqHOKpaTHA ynoTpeda. He m3xBhpiisiiTe JiekapcTBaTa B KaHATH3AIHITA
WIH B KOHTeWHepa 3a qoMartan oTrnaaein. [lomuraiite Bamms gapmarneBT kak 1a U3XBBPIISTE
JIieKapcTBaTa, KOUTO BeUe HE M3Mo3BaTe. Te3u MEpKH I CIIOMOTHAT 3a OIa3BaHe Ha OKOJIHATA Cpefa.

6. Cb)n)pmalme Ha OonMaKoOBKaTa M JOINbJHHUTEC/IHA I/IH(l)OpMaIII/IH

Kakso cpabp:xa Tremfya

- AKTUBHOTO BEILIECTBO € TycelKkymal. Besika mpenBapuTeTHO HarbJIHEHA MHCAIKa ChIbpiKa
100 mg rycenkyma0 B 1 ml pa3tBop.

- JlpyrHuTe ChCTaBKM Ca XUCTUIUH, XUCTUINHOB MOHOXHAPOXIIOPHI MOHOXUIPAT, oimcopdar 80
(E433), 3axapo3a u BoJa 3a HHKEKITHH.

Kak m3rae:xxna Tremfya u kakBo chbIbp:Ka ONaKOBKAaTa

Tremfya e OucTbp, 6€31IBETEH 10 CBETIONKBIT HHKEKIIMOHEH pa3TBOp (MHKeKnwys). Toil e HaTn4eH B
OTIaKOBKH, ChIbPKALIM €HA MPEIBAPUTEIIHO HAITbJIHEHA MICAJKa, U B IPYNOBH ONAKOBKH, CHCTOSIIH
Ce OT 2 KAPTOHEHU OMAaKOBKH, ChABPIKAILH 10 | MpeaBapUTEIHO HAITbIHEHA NHcanka. He Bcuuku
BHJIOBE OTTAKOBKH MOTAT Ja ObJIaT IyCHATH B MTPOIax0a.

IpurexkaTes Ha pa3pelIeHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpounsBoauten
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus
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3a uHdopMAaIKsi OTHOCHO TOBa JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUSI ITPEICTABUTEN Ha

NPUTEKATENS Ha pa3pelieHueTo 3a yrnoTpeoda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH bearapus” EOO]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel.: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 45 94 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0 800 086 9247 / +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EA0LGoa

Janssen-Cilag ®oppakevtiky Movonpocmnn
A.EB.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800
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Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@pvistor.is

Italia
Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1

janssenita(@its.jnj.com

Kvnpog

Bapvapoc Xattnmavayng Ato

TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tel: +46 8 626 50 00
jacse@its.jnj.com

JaTta Ha mocieqHo npepasrJe;kaane Ha quctoBkara 07/2025

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu.
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Yka3zanus 3a ynorpeda
Tremfya
IIpenBapurenno HanmbJHeHa nucajaka OnePress or 100 mg

YCTPOVCTBO 3A ETHOKPATHA YIIOTPEBA

Baxno

Axo Bamust nekap peuiu, ue Bue uiu 4oBeKbT, KOUTO ce rpku 3a Bac, MmoxeTe f1a nmocrassare
nmxekuute ¢ Tremfya Bxbiu, Bue TpsaOBa na npemuHeTe 00yueHNe 3a MPAaBIIIHUSA HAYMH Ha
MIPUTOTBSIHE U MHXKeKTUpaHe Ha Tremfya ¢ u3nos3BaHe Ha MPEIBAPUTEIHO HAallbIHEHATA MHCAJIKA.
Mouns mpodeTeTe Te3H yKazaHUs 3a yrnorpeda, mpean na unon3Bate Tremfya mpeaBaputeHo
HaITbJIHEHA MHCAJIKa U BCEKU BT, KOraTO MOJYYUTE HOBA IPEIBAPUTEIHO HAITBIHEHA NUcaika. Moxke
Jla iMa HoBa uH(popMaliusa. ToBa ykazaHue 3a yIoTpeda He 3aMecTBa pa3rosopa ¢ Bamus jiekap
oTHOCHO Bamrero 3abomnsBane unu jieuenrero Bu.

Moust, ipean a 3ar09HEeTe MHKEKTUPAHETO, BHUMATEITHO MTPOYETeTe M TUCTOBKATa M 00CHIETE C
Bammmist nekap win ¢ MEIUITMHCKA CeCTpa BCUYKU BBITPOCH, KOUTO MOXKE J1a UMaTe.

Korarto HHKEKTHPATE, 32 1a HH/KEKTHPATE UAJ1aTa 1034, HATUCHETE IPbKKaTa [lOKpaﬁ, JA0KaTO
3€JICHOTO THAJIO ITOBEYEC HE C€ BMIK/IA.

HE IOBJAUT AU TE NPEJBAPUTEJIHO HAITBJIHEHATA ITACAJIKA no Bpeme Ha
HH/KCKTHPaHeTO0. AKO I'0 HAIPABHUTE, NPEABAPUTEIHO HAITBJIHEHATA IUCAJIKA 1Ie ce 0JI0KHpa 1
HSIMA A NOJYy4YUTe IbJIHATA 103a.

m HNndopmanust 3a cbXpaHeHHe
CopxpansBaiiTe B XJIATWIHUK TIpH TeMirepaTypa ot 2° go 8°C.
Ja He ce 3ampa3siBa.
Huxkora He paskiamaiiTe npeaBapUTEIHO HATbIHEHATA THCANIKA.
ChbxpaHsiBaiiTe IPeABAPUTEIHO HAITbJIHEHATA MUCAJKA B OPUTHHAJIHATA ONIAKOBKAa, 32 1a ce
NMpeanasu oT CBeTJMHA U (GU3NUYecKo YBpexKIaHe.
Coxpanssaiite Tremfya u Bcuukm JiekapcTBa Ha MACTO, HEAOCTBITHO 32 Jena.

>
\.
HNmarte Hyxk1a OT moMom?

O6aneTte ce Ha Bamus jekap, 3a 1a My 3a71aieTe BCHUKHA BBIIPOCH, KOUTO MOXKE Ja UMate. 3a
JIOTTBTHUTEITHA TTOMOIII WJTH 32 Ja CIIOJICINTE BAIlleTO MHEHHUE, BIDKTE B TUCTOBKAaTa HHPOpPMAIIHATA 32
KOHTaKT ¢ Bamms MecTeH mpencTaBuTen.
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Onucanme Ha NpEeABAPUTEIHO HAITBJIHCHATA MHUCAJIKA

Ipexu ynorpeda Caen ynorpeda
JApbixka
HppxkaTa ce
HaTHUCKa JIOKpai
HAJIONy.
3ejieHO TAJIO0 oty
/rT 3eneHoTo
= O TSUIO HE ce
IIpo3opue BIDKIIA.
- i Crnen moBaurase
Mpeanazuren \ m 9 HpeNa3uTesiT Ha
Ha UIJaTa : | WTJIaTa ce 3aKII0YBa
. ‘ \ U Ce BHK]IA JKBJITAaTa
\ : ¢
" s HUBHUIIA. 5
Kanauka Ha nucajkaTta He nosraiite no
MaxHeTe KanadkaTa, BpCMC Ha
HHXCKTHUPAHCTO.
KOraTo CTe€ TOTOBH J1a CKTHPaHCTO

nHxexTupare (BmxTe CThika 2).

IIle mMaTe HY:KIa OT Te3U MATePUAJIM:

* 1 TAMIIOH CBC CIIUPT

* 1 mapye NamMyK WJM MapJieH TAMIIOH

* 1 agxe3nBHA NMpeBPb3KAa

* 1 koHTeiiHep 3a ocTpu npeameTn (BmxTe cThnka 3)
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1.  IlpuroTBere ce 3a HHKEeKTHpPaHe

IIpoBepere kapTOHeHaTa onakoBKa N ocTaBeTe Tremfya qa nocTurHe craiiHa TeMneparypa
W3Banere kapTOHEHaTa OIIAKOBKA C NIPEIBAPUTEIHO HAIIbJIHEHATA [TUCAIKA OT XJIQJAUIHUKA.
OcTaBeTe IpeBapUTEIHO HAITbJIHEHATA MHCATIKa B KAPTOHEHATa OMAaKOBKA U sl IOCTABETE BBPXY
paBHa MOBBPXHOCT Ha CTaifHa TemmepaTypa 3a npuoau3nuTeaHo 30 MUHYTH Ipeau ynoTpeoa.
He 3aromuistiiTe 110 HUKaKbB IPYT HAUMH.

IIpoBepere naTaTta Ha cpoka Ha roaHocT (,,I'oeH 70:%) BbpXy KapTOHEHAaTa OMAKOBKa.

He u3noJu3saiite, ako CPOKBT HA TOJHOCT € U3TEKBJL.

He umxekTupaiiTe, ako 3are4aTBaHeTo Ha KapTOHEHaTa onakoBKa € HapyuieHo. OGazaere ce Ha Bamus
nexap uiM papMaleBT 32 HOBA IPEIBAPUTEIIHO HAITBJIHEHA MU CAJIKA.

.

H30epeTe MsICTO Ha MHAKEKTHPAaHe
I/I36epeTe HSIKOM OT CJICOHUTC Yy4aCThIH 3a UHIKCKTHPAHC!:

o IMpenna yact Ha OenpaTa (IPETOPHUYUTEITHO)
o JlonmHa gacT Ha Kopema

He un:kexTHpaiite B 0011acTTa Ha 5 CAHTUMETPA OKOJIO ITBIIA.
J 3agHaTa yacT Ha MUILIHULIKTE (AKO APYT IMOCTABS HHXKEKIMATA)
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He nmxektupaiite B Oolie3HeHa, HACHHEHA, 3a4epBEHa, JIIOIIENIA ce, yaeOeneHa Koxka U Koxa ¢
0eJe3u Win CTPHUH.

WN3muiiTe pbuere cu
W3muiitTe 100pe phIETE CH ChC CallyH M TOILIA BOJA.

IlouncTeTe MACTOTO HA HHKEKTHPaHE

ITouncrere H36paHOT0 MSCTO Haa MHKCKTHUPAHE C TaMIIOH ChC CITUPT U I'0 OCTABETE Ja U3CHXHE.
He ,Z[OKOCBaﬁTe, HE BEUTE U HE ):[yxaﬁTe BBPXY MACTOTO 3a MHXXCKTUPAHEC, CJIICA KATO CTC I'0
MMOYHUCTHIIN.

IIpoBepeTe TeYHOCTTA B MPO30PUETO

V3BajieTe npeBapuTEIIHO HAITbIHEHATA IMCAIKA OT KAPTOHEHATA ONAKOBKA.

[IpoBepete TeuHocTTa B Ipo30opueTo. Ts TpsOBa a Obe OE3BETHA IO CBETIOKBITA U MOXKE J1a
ChIbpIKa MaJIKH O€JIH WK IPO3payHy YacTUIM. MoKe ChIIO Ja BUIUTE €IHO WU OBEYE BH3AYIIHH
MexypueTa. ToBa € HOpMaJHoO.

He unxexTupaiite, ako TEYHOCTTA €:

. MBTHA,
. C MMPOMEHEH LIBAT WU
. “Ma TOJIEMU YaCTHUIIN.

AKo He cTe CUI'ypHH, o0azere ce Ha Bammus siexkap win gpapmaneBT 3a HOBa IPEABAPUTEIIHO
HaITbJIHEHA [TUCAJIKA.
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2.  HNmuxextupaiite Tremfya c npeaBapuTe/iHO HATbJIHEHATA MHCAJIKA

225 h

HM3abpnaiiTe KanaykaTa Ha MUCAJIKATA, KOTaTO CTEe FOTOBU 32 HHKEKTHPaHe

He nokocpaiite npeanasuTes Ha UIJaTa clie]l OTCTpaHsIBaHE Ha Kanadykara Ha nucaikata. HopmanHo
€ J1a BUAUTE HAKOJIKO KallK{ TEUHOCT.

HNnkekTHpaliTe B pAMKUTE HA 5 MUHYTH CJiel OTCTPAHSIBAHETO HA KamaykKara.

He nocTrapstiite kanaukaTta oOpatHo. ToBa MOXKe Jia YBpEIU UIjara.

He u3znon3BaiiTe npeIBapuTENIHO HAITBJIIHEHATA MTUCANIKA, aKO CTE 5 U3ILYyCHAJM CJIE]] OTCTpaHsIBaHE Ha
Karnaudkara.

Obanere ce Ha Bamms ekap win dapmarieBT 3a HOBa MPEABAPUTEITHO HATBITHEHA ITHCAITKA.

ITocTaBeTe AUPEKTHO BbPXY KoOKaTa

Harucnere APbAKKaTA HAA0JTY I[OKpaﬁ, AOKATO 3€JICHOTO THAJIO IMMOBEYEC HE Ce BHKIAA

HE NIOBJIUT' AUTE NPEJIBAPUTEJIHO HAITBJIHEHATA IIUCAJIKA 11O BPEME HA
NHXEKTUPAHETO!

AKO To HampaBuTe, Ipena3uTesAT Ha UIJIaTa IIE Ce 3aKJII0UH, III€ ce MOKa)Ke JKbJITa UBUIA U HAMA J1a
MIOJTyYUTE [IsJIaTa J03a.

Moxe na uyeTe mpakBaHe, KOraro HHXKeKIusATa 3ano4ne. [IpoabimkaBaiTe 1a HaTUCKATE.
AKO Mo4yBCTBaTe CHIIPOTUBA, MPOAbJAKETE 12 HATUCKaTe. ToBa e HOpMAJIHO.

JlexapcTBOTO Cce MHKEKTHPA, TOKAaTO HaTuckaTe. Hampasere ToBa ¢he CKOPOCT, KOSATO € KoM(opTHa 3a
Bac.
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< wpak

YBepeTe Ce, Y€ MHIKCKTUPAHETO € 3aBbPIINWJIO

I/IH)KCKLII/IHTEI € 3aBbpHICHA, KOraTo:

o 3eJICHOTO TSJI0 MOBeYe He ce BUKIA
o MoBeYe He MOXKETE J1a HATUCHETE JIPHKKATa HAJJOTy
o MOe J1a gyyeTe IpaKBaHe

1

Baurnere npaso Harope
JKbnrara uBuIa Moka3Ba, 4ye NpEANasuTENAT Ha UTJIaTa € 3aKIII0YEH.
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3. CJel HHKeKTHUPAHETO

H3xBBpJieTe M3NMO0JI3BAHATA IPEIBAPUTEIHO HATbJIHEHA MHCATKA

CrnosxeTe U3M0I3BaHaTa MIPEIBAPUTEIHO HAITbJIHEHA MTHCAIKa B KOHTEHHEp 3a OCTPHU NPEAMETH
BeJlHATa clie]] yroTpeoara.

VBepere ce, ye 1Ie U3XBBPIINTE KOLIYETO 3a OTHAIBIM CIIOpEe] yKa3aHusATa Ha Bamms nexap nuiam
MEAMIHMHCKA CECTPa, KOraTo KOHTEHHEPHT € ITbJIEH.

He u3xBbpisiiiTe npeIBapyUTEIHO HAIIBIHEHATA [TMCAJIKA B KOHTEHHEPA 3a JJOMAIIHU OTHAAbLIH.
He peuyknupaiiTe n3Mon3BaHds KOHTEHHEP 3a U3XBBPIIIHE HA OCTPHU IIPEIMETH.

IIpoBepeTe MACTOTO HA NHKEKTHPAHE

Mosxe 1a uMa MajKo KOJMYECTBO KPbB UM TEUHOCT HA MSICTOTO HA MHKEKTHPAHE.
IIpuTucHeTe KOXaTa ¢ mapue NaMyk Wil MapjeH TAMIIOH, 1OKaTO €BEHTYaIHOTO KbPBEHE CIIPE.
He pastpuBaiiTe MICTOTO Ha UHKEKTHUPAHE.

AKO € He00X0IMMO, TIOKPUHTE MACTOTO Ha MHKEKTHPAHE ¢ IPEBPH3Ka.

Cera UHXEKTUPAHETO € 3aBbPIICHO!
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JlucroBka: undopmanus 3a norpeduTeNs

Tremfya 100 mg PushPen un:xekumoHeH pa3TBop B NpeABapUTEIHO HAITBJIHEHA MHCAJIKA
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NPeH 1A 3all0YHETe /12 U3IM0J3BaTe TOBA

JIEKApPCTBO, Thil KaTo THA ChABLP:Ka Ba:xkHa 3a Bac undgopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe 1a c€ HAJIOXH J1a s POYETETE OTHOBO.

- AKO UMaTe HIKaKBU JIOITBIHUTEIHHA BBIIPOCH, onuTaiTe Bamus ekap, papmanent niu
MEJIUIUHCKA CEecTpa.

- ToBa nekapcTBO € npeanucaHo JuuHo Ha Bac. He ro npeoTrcTbnBaiite Ha npyru xopa. To Mmoxe
Jla IM HaBpeIy, He3aBUCHMO Y€ TPU3HAILIMTE Ha TIXHOTO 3a00JsABaHe ca ChIUTe KaTo Bammre.

- AKO TIOITyYnTe HAKAKBU HEXEJaHU PeaKllny, yBeroMeTe Bammus ekap, uin gpapmareBT nin
MCIUIMHCKA CECTpa. ToBa BkiII0YBa M BCHYKU BH3MOKHU HEXKEJIaHU p€aKknnun, HEOIMUCAaHU B
Ta3| JUCTOBKA. BiokTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kakso npencrasnsiBa Tremfya u 3a KakBO ce U3M0J3Ba
Kakso Tpsi0Ba na 3Haere, npeau Aa usnoinssare Tremfya
Kak na usnonssare Tremfya

BB3MOXHU HEXETaH! peakuu

Kax na cexpansiBare Tremfya

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AR e

1. Kakso npeacrasasia Tremfya u 3a kakBo ce u3noj3Ba

Tremfya cbapprka akTUBHOTO BEIIECTBO I'yCEIKYyMal, KOWTO MpeACTaBIIsABa BU IPOTEHH, HAPEUCH
MOHOKJIOHAJTHO aHTHUTSIO.

ToBa nexapcTBO AelcTBa KaTo OJIOKHpa aKTUBHOCTTA Ha POTenH, HapedeH 1L-23, koiTo ce oTkprBa B
MOBHUIIIEHU HUBA IIPH XOPa C IICOPHA3UC, ICOPUATUYEH apTPUT, YILEPO3€H KOMUT U 6osecT Ha Kpon.

IlnakoB ncopuasuc
Tremfya ce n3mon3Ba 3a JedeHre Ha BR3PACTHH C YMEPEH 10 TeXBK “INIaKOB TICOpHA3HC”,
BB3NATUTEITHO ChCTOSHHE, 3aCATaIl0 KOKaTa U HOKTHTE.

Tremfya Moxe /1a Togo0Opy CHCTOSTHUETO HA KOXKaTa ¥ BRHIIHAA BUJ Ha HOKTHTE M J1a HAMaJH
CHMITTOMHTE, KaTO HaIIp. pa3ciiosBaHe, JIIOIICHEe, ChpOexk, 00JIKa U IMapeHe.

IlcopnaTnyen apTpur

Tremfya ce n3nomn3Ba 3a jeueHue Ha 3a001BaHe, HAPEUEHO ,,JICOPUATUIEH apTPUT"* — Bh3NAIUTEIHO
3a00JsIBaHE Ha CTABUTE, YECTO IBTH CHUETAHO C IUIAKOB MCOPHA3HC. AKO HMaTe NICOPHATHYECH apTPHT,
IbpBOHAYANHO 1ie Bu ObaaT naBanu Apyru jJekapcTBa. AKO HE Ce MOBIHSIETE TOCTATHYHO JOOpE OT
IpUJIAraHeTo Ha Te3H JIEKapCTBa WM TP HEMOHOCUMOCT, 1ie Bu 0b1e nputoxen Tremfya, 3a
HaMaJsIBaHE Ha [IPU3HALUTE U CUMIITOMUTE Ha 3abossiBaneTo. Tremfya Moske n1a ce mpuiiara
CaMOCTOSITEITHO WX C IPYTO JEKapCTBO, HAPEUEHO METOTPEKCAT.

[Mpunaranero Ha Tremfya npu ncopuaTHYeH apTPUT 1Ie TOBIHsIe OIArONPHATHO MPU3HAIIUTE U
CHUMIITOMUTE Ha 3a00JIsIBAHETO KAaTO TM HaMaJIH, 11ie 3a0aBH yBPEXKIAHETO Ha XPYLIsiia U KOCTTa Ha
CTaBHTE U 1lIe 0A00pH criocoOHOCTTa BU a M3BBpIIBaTE HOPMAIHHU €KEIHEBHU ICHHOCTH.

Yauepo3en koauT

Tremfya ce n3mon3Ba 3a Jie4eHnEe Ha BH3PACTHH C YMEPEH JI0 TEXBK YIEPO3eH KOIUT —
BB3MAJIMTEIHO 3a00/IsIBaHE HA YepBaTa. AKO MMaTe YJIEPO3CH KOJIMT, IbPBOHAYAIHO 1ie Bu Obaat

182



JaJICHU JIPYTH JIeKapcTBa. AKO HE ce MOBIUSIETE JJOCTATHYHO JTOOPE MITH HE MOXKETE J]a MOHACSTE Te3H
JeKapcTBa, Moke 1a Bu 0b1e npuinoken Tremfya.

[Ipunaranero Ha Tremfya npu ynmepo3eH konut Moxe 1a By noBnusie 01aronpusaTHO, KaTo HaMallu
MpU3HALINTE ¥ CHMIITOMUTE Ha 3a00JI1BaHETO, BKIIOYUTEITHO KbPBABUTE U3MPAKHEHHSI, HEOTIOXKHATA
HYy’XJa 1 OpOosi Ha TIOCEIICHNATA B TOAIETHATA, KOpeMHaTa 00JIKa U Bh3MAJIEHUETO Ha JIMTaBUIIATa Ha
yepBara. Te3u ehekTr MoraT Jja MogoOpAT criocoOHOCTTa BU 11a M3BBpIIBATE HOPMATHH €XKETHEBHU
JISMHOCTH U J1a HAMAJISIT yMOpara.

Bouaecrt na Kpon

Tremfya ce n3non3Ba 3a JeyeHUe Ha Bb3PACTHU C yMepeHa A0 Texka (hopma Ha Oonectra Ha Kpos,
BB3NAIUTETHO 3a00sBaHe Ha YyepBaTa. Ako uMare 6osect Ha KpoH, mbpBo 1ie Bu ce napar npyru
JeKapcTBa. AKO HE CE MOBIHABATE JOCTATHYHO OT TE3H JIEKAPCTBA WIIM HE MOXKETE Aa I'M MOHACSTE,
Moxe na Bu ce mpunoxu Tremfya.

Ynorpebara Ha Tremfya npu 6onecrra Ha Kpon moke 1a Bu Ob/1e OT mos3a 3a HaMasiBaHe Ha
NPHU3HAIIITE U CHMIITOMUTE Ha 3a00JSIBAHETO KATO THAPHUs, KOpEMHA OOJIKa M Bh3MaJIeHHE Ha
JMTaBHIlaTa Ha yepBata. Te3u eekTr Morar aa momgoopsT croco6HocTTa Bu 1a n3BbpIBare
HOPMAaJIHU €XEJTHEBHU JICTHOCTH U J1a HAaMaJIsIT yMopara.

2. Kakso TpsadBa 1a 3Haete, npeau Aa usnoassate Tremfya

He uznoassaiite Tremfya

o aKo CTe aJepruiHU KbM I'yCelIKyMald WM KbM HIKOS OT OCTaHAINUTE ChCTAaBKU Ha TOBA
JeKapcTBO (M30POCHHU B TOUKA 6). AKO MUCIUTE, Y€ MOKE JIa CTE aJleprUIHH, TOCHBETBANTE ce C
Bammst nexap, npeau aa usnonssare Tremfya.

o aKo MMaTe aKTHBHA MH()EKIH, BKIIOUATEHO aKTHBHA TyOepKy103a.

[penynpexaeHust U MpeINa3sHu MEPKH

I'oBopere ¢ Bamms nekap, ¢papManeBT Wi MEAULIMHCKA cecTpa, pean Aa u3nomssare Tremfya:

o aKo ce JIeKyBaTe 3a HHPEKIHS;

o aKo UMaTe MHQEKIUs, KOATO HE PEMUHABA W HETIPEKHCHATO CE MOSIBSIBA OTHOBO;

o aKo uMare TyOepKyyo3a Win cTe OWIH B OJTU3BK KOHTAKT C YOBEK C TYOCpKYJ03a;

o aK0 MUCITUTE, Ye UMaTe MH(MEKIHS WIK UMATe CUMIITOMHU Ha WH(MEKIUS (BUKTE TIO-I0ITY
,,BHIMaHue 3a HHOEKINH U aJIePTUIHHA PEaKIIUN‘);

o aKO HaCKOPO CTE¢ MMaJIM BaKCHHAITUS WK aKo TPsiOBa Ja ce BAKCHHUPATE 110 BpeMe Ha JICUCHUE
¢ Tremfya.

AKO He CTe CHTYPHH JIaJli Hell[o OT TOpHUTE ce oTHacs 70 Bac, roBopere ¢ Bamms siekap, dpapmarieBt
WJIM MEJTUIIMHCKA CeCcTpa, Mpen Aa u3noissare Tremfya.

IMpeau fa 3amouyneTe u3noy3BaHeTo Ha Tremfya u Mo BpeMe Ha JICUSHUETO, MOXKE Ja Ce HANOXKH J1a Bu
Ob/aT HAMPaBEeHH KPbBHU M3CJICIBAHMS, 3 [Ia CC MPOBEPHU JAJIM UMATe BUCOKU HUBA HA
YepHOAPOOHHUTE CH3UMHU, CIIOPE]] YKazaHusTa Ha Bamms nekap. [ToBuieHre Ha HUBaTa Ha
YePHOAPOOHHUTE CH3UMH MOXKE JIa C€ TOJTYYH MO-YECTO MPH MAIUEeHTH, JekyBaHu ¢ Tremfya Ha Bceku
4 ceMMITH, OTKOJIKOTO TIPH MAIMEHTH, JIeKyBanu ¢ Tremfya Ha Bcexku 8 cemmunn (BmxTe ,,Kax 1a
usnoiseare Tremfya” B Touka 3).

Baumanmne 32 mHQpeKIUM ¥ aJIePrUYHH PeaKIUU

Tremfya NMOTCHIMAJIHO MOXKE [a MPEAU3BUKA CCPUO3HN HEKCITIAaHN EQJGKTI/I, BKIIFOYUTCIIHO aJICPrudIHU
peakuuu 1 nHpekuy. TpadBa 1a BHUMaBaTe 3a MPU3HALM HA T€3U 3a00JIIBaHUs, JOKATO IpHEMaTe
Tremfya.

[Mpu3HaMTEe WM CUMITOMUTE HA HHGEKITUN MOXKE J]a BKIIOYBAT TIOBUIIIEHA TEMIIEPATypa Win
TPUNONOA00HN CUMIITOMH, MYCKYJIHU OOJIKH, KaIllJINLa, HEAOCTHUT HA Bb3YyX, IApeHe PU YPUHUPAHE
WM YPUHUPAHE M0-9€CTO OT 00MYAiHOTO, KPBB B XpauKuTe (Ccy3Ta), 3aryda Ha Terio, AHapus Ui
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0oJiKa B cTOMaxa, TOIUIa, 3a4epBeHa WK 00JIe3HeHA KOXKa, MITH BB3MAJICHN YYaCThIIH 110 TSIIOTO,
KOHTO Ca Pa3IMYHU OT TE3U TPH IICOPHA3HCA.

Cepuo3Hu anepruyHu peakiuu ca Habmoaasanu ¢ Tremfya. CuMIIToMHuTE MOXKE J1a BKIFOYBAT
NOJTyBaHe Ha JIUIIETO, YCTHUTE, yCTaTa, €3MKa WIN T'hPIIOTO, 3aTPYAHECHO TIPErTbIaHe Wil JHIIaHe,
MpUMasIBaHE WM 3aMasHOCT U ypTUKapus, (BUxKTe ,,CepHO3HHN HEeXKETaH! PEaKINK ‘B TOUKA 4).

Crpere ynotpebara Ha Tremfya u kaxxere Ha Baimus nexap Wi noTbpceTe He3a0aBHO MEUIIMHCKA
TIOMOII], aKO 3a0eIe)KNUTe HIAKAKBY TPU3HAIIY, TOKA3BAIM BE3MOXKHA CEPUO3HA AJIEPTHYHA PeaKIIns
win nHpekuus.

Jlena u roHOIIM
Tremfya He ce mpenopbyBa 3a Aena U FOHOIIH 1Mo 1 8-roauiTHa BB3pacT, 3all0TO TOW HE € MPOYYBaH B
Ta3u Bb3pacTOBa rpyIa.

HApyru aexapcrBa u Tremfya

Kaxere na Bamus nexap unu gpapmanesT:

o aKO M3I0J3BaTe, HACKOPO CTE M3ITOJI3BAIIN WM € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKapCTBA.

o ako Hackopo Bu e npaBeHa wiu TpsiOBa na HarpaBuTe BakcuHauus. He TpsioBa na Bu ce
npuiIarat HIKOW BaKCHHHU (KMBH BaKCUHH), JOKaTO u3non3eare Tremfya.

BbpeMeHHOCT 1 KbpMeHe

o Tremfya He TpsOBa 1a ce M3MOJI3Ba IO BpeMe Ha OPEeMEHHOCT, Thii KaTo eeKTUTE Ha TOBa
JIEKapCTBO NPH OPEMEHHU JKEHH HE ca U3BECTHH. AKO CTe JKE€Ha C AETEPOJICH ITOTEHIHA,
npenopbyBa ce J1a u30sATBate 1a 3a0peMeHsBaTe 1 TPsOBa Ja Mpuiarate moaXosIa
KOHTpaIenIus, Jokaro m3noi3sate Tremfya u B mponbmkeHNe Ha Hal-Manko 12 cenMuIy cien
nocneaHaTta 1o3a Ha Tremfya. ['oBopere ¢ Bamms nexap ako cre OpeMeHHa, cMsITaTe, 4e MOXKe
Jia cTe OpeMeHHa W IJIaHupaTe OpEeMEeHHOCT.

o I'oBoperte ¢ Bamms nekap, ako KbpMUTE WIIH IIIaHUpaTe Ja KbpMuTe. Brue n Bammst nekap
TpsiOBa J1a peluTe Aajiu e KbpMUTE WK 11e n3nonspate Tremfya.

Ilodupane u padora ¢ MAIIUHU
Marko e BepostHo Tremfya na nosnusie cnocobHoctTa Bu 32 modupane wim pabota ¢ MalIlHU.

Tremfya cbabpika noaucopodar 80

Toga nexapctBo chabpka 0,5 mg monucopOar 80 BHB BCSKA MPEABAPUTEITHO HAITBJIHEHA THCANIKA,
KouTO ca exkBuBaneHTHH Ha 0,5 mg/ml. [TonrcopOaTuTe MoraT 1a MPUYHUHSAT AIEPTUYIHN PEAKIIHH.
TpsOBa na kaxere Ha Bamms nekap, ako IMaTe YCTAHOBEHH aJIlepruH.

3. Kak 1a u3noassarte Tremfya

Bunaru usnomn3paiite ToBa JIeKapcTBO TOUHO KakTo Bu e ka3zan BamusT nekap. AKo He cTe CUTYPHU,
nonuTaiTe Barmms ekap wim gapmaresT.

KakBo xoiamndectBo Tremfya ce npuiara u 3a KOJIKO Bpeme
Bammusr nekap mie pemm KoJako IbIro e TpsoBa ga usnonssate Tremfya.

IInakoB mcopHasuc

° Jo3ara e 100 mg (chappikaHueTo Ha 1 IpeBapUTEITHO HAITHIHCHA THCAJIKA), TPUIOKEHA Upe3
WHXEKIHSI IO/ KoXKaTa (TIOKOXKHA MHKEKITHs). T MOXKe J1a ce TIOCTaBH OT Barmmust iekap mim
MEIUIIMHCKA CecTpa.

. Crnen mppBata m03a Bue 1mie moayduTe ciieBaniaTa 103a ciea 4 CeIMHIIM U CJIe TOBa Ipe3
8 cenmuIy.
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IlcopuaTnyeH apTpur

o Hozara e 100 mg (cpappkanueTo Ha 1 mpeaBapuTeIHO HATbIHEHA THCANKA), IPUIOKEHA Ype3
MHKEKLUS 110]] KoKaTa (TI0IKO)KHA UHKeKuus). Tst Moxe fa ce nocraBu ot Bamus nexap wiu
MEAMIHUHCKA CECTpa.

o Cnen mepBara 103a Bue mie nosyuure ciesipamiara 1o3a ciiei 4 CeIMUILM U clie]l TOBa IIpe3
8 cenmunu. IIpu HsikoM ManyeHTH ciied mbpBaTa go3a Tremfya Moske 1a Oble mpuaara€a Ha
BCEKU 4 ceMHIIM. BamusT ekap e penm KoJIKo 4YecTo MoXe Ja nonydaBate Tremfya.

VYauepo3eH konur

HauaJjio Ha JieueHueTo:

. [IspBata no3a Tremfya e 200 mg u e Bu ce npunoxu ot Bamms nekap nim MeIumuHCKa
cecTpa 4pe3 MHTpaBeHO3HA HH(Y3us (KalKOBO BHB BeHa Ha phKkata). Cjiel mbpBaTa J103a 11
NOJYYHTE BTOpA 103a ciie 4 ceaMHUIIH, a ciie] TOBa U TpeTa 03a cief omie 4 CeIMHIIN.

Hopxbpakanio jJeyenmne:

ITopmbpxama no3a Tremfya 100 mg wmm 200 mg e Bu ce npuiara upe3 HHKEKIUs 0T KoxKaTa

(moakoXHa MHXKEKIKA). Bammsar nekap e pery Kos oA bpKalia 103a Ie MoJIyduTe:

. Jo3a ot 100 mg 11e ce mpuIoKu 8 CeAMUITU CIIEe] TpeTaTa J03a OT 3all0YBaHe HA JICUCHHUETO, a
CJIeJl TOBa Ha BCEKH 8 CEIIMUIIH.
o Jo3a ot 200 mg mie ce mpuiioku 4 CeAMHULA CIIe ] TPeTaTa 1032 OT 3aII0YBaHE HA JICUCHHUETO, a

cJIe]I TOBa Ha BCEKU 4 CeIMMUIIN.

Bonect na Kpon

HauaJjio Ha JieueHueTo:

JleueHneTo MOXKe J1a ce MPUIIOKH Ype3 HHTPABEHO3HA HH(PY3HS UK Upe3 MOIKOKHO TPUIIOKEHHE:

. WuTtpaBenosna uadysus: [Ispeara go3a Tremfya e 200 mg u e Bu ce npunoxxu ot Barust
JIeKap WM METUIIMHCKA CECTpa Ype3 MHTPaBEHO3HA NH(Y3Us (KallKOBO BHB BEeHA Ha PHKATa).
Crnen mppBara J103a 1€ MOJMYYUTe BTOpA J103a ciie 4 CEIMUIIY, a CIIe/] TOBa M TPETa J103a CIIe]
omre 4 ceMHUIIN.

. [Monkoxuo npuioxenue: [IbpBara go3a Tremfya e 400 mg u e Bu ce npuitoxu 1o Koxkara
(ToKOKHA MHXKEKIINS ), KATO MOXE Jla ce TIPAaBH Ha pa3IMYHU MecTa Ha Tsioto. Ciex mbpBara
J103a 11e TIoJIy4uTe BTOpa 032 ciie 4 ceIMUIIM, a Ciiel] TOBa U TPeTa J103a ciief ome 4 CeIMUILIN.

HMopabpikama Tepanus:

Monnwspxama noza Tremfya 100 mg wim 200 mg e Bu ce npuiara upe3 HHXKEKIUS 10T KoyKaTa

(ToaKOXKHA HHXKEKITUS ). BamusaT nexap mie pemm Kos Mo IbprKalia 103a I1e MoIyduTe:

. Jo3a ot 100 mg mie ce mpuiioku 8 CeAMUIIN CIIe] TPeTaTa 1032 OT 3aMI0YBaHe HA JICUSHHUETO, a
CJIE]I TOBA HA BCEKU & CEIMMUIIMN.
. Jo3a ot 200 mg 111e ce MpUIoKH 4 CEIMUIIN CIIe TPETaTa /103a OT 3al0YBaHE HA JICUCHUETO, a

cJIe]l TOBA Ha BCEKU 4 CeIMMUIIN.

Bue 3aenHo ¢ Bamms nekap Moxe z1a pemure, 4e MoxeTe Ja npwiarare Tremfya camu, KaTo B TaKbB
ciydaii Bue 1ie Ob1eTe moaxoiio o0yueHH Kak na uxekrupare Tremfya. ['oBopere ¢ Bamus
JIeKap WIK ¢ MEJULUHCKA CECTPa, aKO UMAaTe HAKAKBU BBIIPOCH OTHOCHO CAMOCTOSITEIHOTO
WHXXEKTHpaHe. BayKHO € 1a He ce omuTBaTe J1a ce HHKEKTHpATe CaMH, IOKaTO He CTe O0y4YeHH OT
Bamms nexap wim MEIUIIMHCKA ceCTpa.

3a moapoOHN yKa3aHUs OTHOCHO yroTpebara Ha Tremfya mpodereTe BHUMATENHO ,,Y Ka3aHHITa 32
ynorpe6a“ npeau ynorpedara, KOUTO ca BKIIOYEHU B KAPTOHEHATa OIIAKOBKA.

AKo cTe npueu MoBeye oT HeoOxoauMaTa 103a Tremfya
AKO cTe moyTyyniy roBeue oT Heooxonumara o3a Tremfya win no3ara e mpuiIokeHa o-paHo oT

IPeANKUCaHoTO, yBenoMere Bamus nekap.

AKo cTe mponycHaJm 1a u3noj3Bare Tremfya
Ako 3a0paBute J1a HHXEKTHpaTe q03a Ha Tremfya, yBenomete Bamus nekap.
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AKo cte cripeu ynotpedara Ha Tremfya
He tps6Ba ma crimpate yrorpebara Ha Tremfya, 6e3 ma roBopute mbpBo ¢ Bamms nekap. Ako cripere
JICYCHUETO, Bammre cuMnToMu MOe 1a Ce TIOSBAT OTHORO.

AKO UMaTe HAKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MOMUTANTE
Bamms nekap, ¢papManeBT WM MEJUIIMHCKA CECTpa.
4. B13MOKHY HeKeJTaHU peakiun

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKEC [1a MPECAN3BUKA HCIKCIAaHU PCAKIIUU, BBIIPECKU Y€ HC
BCCKM I' ITOJTy4aBa.

CepHo3HHI HeKeJIAHN peaKIuu
Ka;xeTe Ha BaH_II/I}I neKap NI HO’I"prCTe H63a6aBHO MCIHUIIMHCKA ITOMOII, aKO HOJIy‘-II/ITe HSKOA OT
CJICOHUTC HCXKCIIaHU peaKHI/II/IZ

Bb3MOKHU cepro3HM aJIepruyHM peakuuu (Moxe aa 3acernar no 1 Ha 100 qymm) - mpu3HanuTe
WM CHMIITOMHUTE MOXKE J1a BKIIFOUBAT:

o 3aTpyIHEHHE MIPH JUIIAHE U I'BIITAHE

o MOJTyBaHe Ha JINIETO, YCTHUTE, €3UKa W I'bPIIOTO

o CHJIEH ChpOE’K Ha KOXaTa C YepBeH OOpPUB MM ITBITKH
[ ]

IIpuMaIsiBaHC, HUCKO KPBbBHO HAJIATAHC UJIU 3aMassHOCT

JIpyru He:keJIaHU peaKiuu
IIpencraBennTe MO-A0Ty HEXKEIaHN PEAKIINH ca JIEKH A0 YMEPEHH. AKO HSAKOS OT T€3U HEXKEJIaH!
peakuuu cTaHe TeKKa, KaxeTe He3a0aBHO Ha Bamus nexap, (hapmaiieBT win MEIUIIMHCKA CecTpa.

MHoro 4yectH (MOXe 1a 3acerHat moBede oT 1 Ha 10 gymmm):
- UH(EKIMY Ha JUXATEITHUTE TbTUINA

Yectu (Moxe ma 3acersat no 1 Ha 10 gymm):

- riiaBo6onme

- 0oJka B cTaBUTE (ApTPANITH)

- JHapust

- MOBHUIIIEHO HUBO Ha YEPHOAPOOHUTE EH3UMH B KPBBTa
- KOXXEH 00puB

Heuectu (Moxe na 3acerrar 10 1 #a 100 mymm):

- MOHMYKEH Opoli Ha BUJ O€jIM KPhBHU KJIETKH, HAPEUCHU HEYTPODUIH

- HHQEKIHH C XepIiec CUMITIICKC

- rbOMYHA HHOEKIMS HA KOXKATa, HAPUMEP MEXY PHhCTUTE HAa KpakaTa (Hamp. aTieTHO
CTHIIANIO)

- CTOMAIITHO PA3CTPOMCTBO (TaCTPOCHTEPHUT)

- YPTHKApUs

- 3auepBsBaHe, Apa3HeHe WK 00JIKa Ha MSICTOTO HA MHKEKTUPAHE

Penku (Moxe na 3acersat no 1 va 1000 gymm):
- aJiepruyHa peaxius

Cro01iaBaHe HA HeXKeJIaHU peakiuu

AKO MoNyuynTe HIKaKBH HEXEJIaHU JICKApCTBEHU peakluy, yBepomere Bamms nekap, Gapmanest win
MEIUIMHCKa cecTpa. ToBa BKII0YBa BCUYKU BH3MOKHU HEOIMCAHU B Ta3H JIMCTOBKA HEXeEJaHU
peaxkuu. MoxeTe ChII0 1a ChOOIINTE HEXENaH! PEaKUU TUPEKTHO Ype3 HAI[MOHAJIHA CUCcTEMa 32
cboOLIaBaHe B

W3neiaauTenHa areHnys mo jJekapcrBaTa

yi. ,,Jlamsn I'pyes® Ne 8
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1303 Codus

Temn.: +359 2 8903417

yebcaiT: www.bda.bg

Karo choOliaBare HexeIaHn peakiliy, MOXKETE J1a JaeTe CBOS MPUHOC 3a MOJy4YaBaHe Ha TIOBEYC
HH(POPMAITUS OTHOCHO 0€30IIaCHOCTTa Ha TOBA JIEKApCTBO.

5. Kak na cexpansiBate Tremfya
[a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIA.

He n3non3BaiiTe TOBa JI€KapCTBO CIIEA CPOKA HA TOTHOCT, OTOEISI3aH BEPXY €THKETa Ha
NpeABapUTEIHO HATbJIHEHATA Ncajka U KapToHeHata onakoBka cien “EXP*/, . I'onen no:”. CpokbT
Ha FOIHOCT OTTOBaps Ha MOCIEIHMS JEH OT IOCOYEHHS MeCell.

C’bXpaHﬂBaﬁTe MPEABAPUTCIIHO HAITBJIHCHATA ITMCAJIKa B KAPTOHCHATAa OIMaKOBKaA, 3a J1a CC€ NpCana3n OoT
CBCTJIMHA.

[a ce cexpanssa B xnmaguiauk (2°C—8°C). Jla He ce 3aMpa3sBa.
Ha He ce pasknaiua.

He u3nosn3Baiite ToBa 1eKapcTBO, aKO 3a0€NEKUTE, Y€ JIEKAPCTBOTO € MBTHO, C IPOMEHEH LBSIT WX
ChIbprKa rosieMu yactuuu. [Ipenu ynorpeda n3Basere KapTOHEHATa ONAKOBKA OT XJIAJAWITHUKA,
OCTaBeTe IIPEABAPUTEIIHO HAITbIHEHATA IIMCAJIKA B KAPTOHEHATa OIIaKOBKA Ja JOCTUTHE CTaliHa
TeMIeparypa, kato usdakare 30 MUHYTH.

ToBa nexapcTBO € caMo 3a eJHOKpaTHA ynoTpeda. He m3xBhpiisiiTe JiekapcTBaTra B KaHATH3AIHITA
WM B KOHTEHHEpa 3a JoMaliHu oTnabin. [lonuraiite Bamus gapmarieBT kak 1a U3XBBPIISTES
JIeKapCcTBaTa, KOUTO Beue HE U3Moi3BaTe. Te3u MEpKH 1ie CIIOMOTHAT 3a Oa3BaHE Ha OKOJIHATA Cpela.

6. Cb)n)pmalme Ha OIMaKOBKaTa U JONNbJHUTE/IHA I/IH(l)OpMaIII/IH

Kaxkso cpabp:ka Tremfya

- AKTHUBHOTO BEILIECTBO € Tycenkymal. Besika mpenBapuTeTHO HarbJIHEHA MHCAIKa ChIbpiKa
100 mg rycenxymab B 1 ml pa3tBOp.

- JlpyTHuTe ChCTaBKH Ca XUCTUINH, XUCTUINHOB MOHOXHAPOXIIOPHA MOHOXUIPAT, oimcopdar 80
(E433), 3axapo3a u BojJia 3a HHXKEKIUY.

Kak u3rae:xxna Tremfya u kakBo chbIbp:Ka ONaKOBKAaTa

Tremfya e OucTbp, OE31BETEH 10 CBETIIOKBIT HHKEKIMOHEH Pa3TBOp (MHkeKus). Tol e Halu4eH B
OIIaKOBKH, ChABPIKAIIM €HA MTPEIBAPUTEIHO HAITbIHEHA IUCATIKA, M B IPYIIOBH ONAKOBKH, CHCTOSIIN
ce OT 2 KAPTOHEH!U OIIAKOBKH, ChABPIKAIY 110 1 peaBapuTEIHO HallbjHeHa nucanka. He Bcuuku
BUJIOBE OIIAKOBKH MOTat ja ObAaT MMyCHATH B MpoJaxoa.

IpuTexaTtes HA pa3pelIeHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpounsBoguten
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus
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3a uHdopMAaIKsi OTHOCHO TOBa JIEKAPCTBO, MOJISL, CBBPIKETE CE C JIOKATHUSI ITPEICTABUTEN Ha

NpUTEKATENs Ha pa3pelIeHueTo 3a yrnoTpeoba:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH bearapus” EOO/J]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel.: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 45 94 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0 800 086 9247 / +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EArada

Janssen-Cilag ®oppakevtiky Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu(@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romaénia
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800
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Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@pvistor.is

Italia
Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1

janssenita(@its.jnj.com

Kvnpog

Bapvapoc Xattnmavayng Ato

TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o0.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tel: +46 8 626 50 00
jacse@its.jnj.com

JaTta Ha mocieqHo npepasrJe;kaane Ha quctoBkara 07/2025

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu.
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Yxkazanus 3a ynorpeda
Tremfya
IIpensapurenno HambJHeHa nMucaiaka PushPen ot 100 mg

I T!t

YCTPOMCTBO 3A EJHOKPATHA YIIOTPEBA

190



Baxno

Tremfya ce npenara KkaTo npeaBapUTEIHO HAIIBIHECHA MMCAIKA 3a ¢IHOKPAaTHA YIIOTpeoa,
chAbpAxaIia equa go3a ot 100 mg.

Axo Bamusat nekap peuiu, ue Bue uiu 4oBeKbT, KOUTO ce rpiku 3a Bac, MoxeTe 1a mocrassare
umkeknuute ¢ Tremfya Brkbinm, Bue TpsoBa qa npeMuHeTe oOy4IeHHE 3a MPABIIHUS HAYMH HA
MIPUTOTBSHE U WHXKEKTHpaHe Ha Tremfya ¢ u3moi3BaHe Ha MPEIBAPUTEITHO HAIThJIHEHATA ITUCAIKA.
Mouns mpodeTeTe Te3H yKazaHUs 3a yrnorpeda, mpeau na unon3Bate Tremfya mpeaBaputeHo
HaIThTHEHA MMACAJTKA U BCEKH ITHT, KOTaTO MOJyYUTE HOBA MPEIBAPUTEITHO HATBJIHEHA TTUCAIKA. Moxe
Jla iMa HoBa nH(popMaliusa. ToBa ykazaHue 3a yIoTpeda He 3aMecTBa pa3rosopa ¢ Bamus jiekap
oTHOCHO Barmiero 3abonsBane win nedeHnero Bu. Mo, mpean 1a 3anoyHeTe HHKEKTUPAHETO,
BHUMATEITHO MIPOYETETe U JIUCTOBKATA M 00CheTe ¢ Bamms nekap win ¢ MeUIIMHCKA CeCTpa BCUIKH
BBIIPOCH, KOUTO MOXE J1a UMaTte.

Besika Tremfya npenBapuTeTHO HaITBITHEHA MTHUCAIIKA MOJKE JIa C€ M3M0JI3Ba CaMO BeAHBXK. V3XBBpIeTe
MIpeIBApPUTEITHO HaITbIHeHaTa nucaika (BmwkTe CThika 4) cies eMHOKpaTHO MPIIOKEHUE, TIOPH U Aa
“Ma OCTaHAJIO JIEKapCTBO B Hesl. He u3mo3BaiTe MOBTOPHO MPEABAPUTEIHO HAITBTHEHATA M CAJKA.

m HNudpopmanus 3a cbXpaHeHue
CrpxpaHsBaiiTe B XJIaJWIHUK IIpU TemnepaTypa ot 2° 1o 8°C.
Jla He ce 3aMmpa3sBa.
He pasxiiaiaiite npeaBapUTEIHO HAITbIHEHATA ITUCANIKA.
ChbxpaHsBaiiTe NpeABAPUTETHO HATBJIHEHATA MUCAJKA B OPUTMHATHATA ONAKOBKA, 32 J1a ce
NMpeanasu OT CBeTJMHA U (GU3NUecKO YBpexKIaHe.
CobxpansiBaiite Tremfya u Bcuuky jgexkapcTBa Ha MSICTO, HEAOCTBHITHO 34 Jiena.

>
\o
HNmare Hy:x12 0T oMoy ?

ObGanere ce Ha Bamms snekap, 3a 1a My 3a7ajieTe BCHUYKHA BbIIPOCH, KOUTO MOXKE Jia UMare. 3a
JIOTTBTHUTEITHA TTOMOIII WJTH 32 Ja CIIOJIEJINTE BAIlleTO MHEHHUE, BIDKTE B TUCTOBKAaTa HHPOpMAIHATA 32
KOHTaKT ¢ Bamms MmecteH npeacTaBuTen.
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Onucanme Ha NpEeABAPUTEIHO HAITBJIHCHATA MHUCAJIKA

IIpenn ynorpeda

Caen ynorpeda

JKevaroro OyTano
M3ITBJIBA MPO30PYETO

. o ’

3eJieH mpeana3uTes HA
UrJjara

TbHKa cKpUTa Uriia

Kanauka

He maxaiiTe kanaukara,
JI0KATO He CTe TOTOBH J1a
HHKEKTHpaTe (BIKTE
Crprxka 3)

Ille umaTe HY:KIa OT:

e 1 npeaBapuTeJHO HATbJIHEHA MHCAJIKA

Te3n MmaTepuau He ca BKJIIOYEHH B

ONaKOBKaTAa:

* TAMIIOH CbC CIIUPT

* Map4e MaMyK WIN MapJieH TAMIIOH

* a/IXe3MBHA NpPeBpPb3Ka

* KOHTeliHep 32 OCTPHU NMpeAMEeTH (BIKTE
cThhKa 4)
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1. IlpuroTBeTe ce

(I
U3yakaute
30 -

MUHYTH
b

OcraBerte Tremfya 1a nocTurHe craiiHa TemnepaTrypa

W3Bagere kapTOHEHAaTa ONAKOBKA OT XJIaJUIHHUKA U 5 TIOCTABETE BbPXY paBHA MOBBPXHOCT Ha CTaifHa
Temreparypa 3a npuoausuteaso 30 MUHYTH Ipeu ynoTpeoa.

He 3atoruisiiTe mpeBapuUTEIHO HAITBIIHEHATA MTUCAJIKA [T0 HUKAKBB JIPYT HAYMH.

IIpoBeperte naTaTa Ha cpoka Ha rogHocT (,['ogeH 10:) BpXY KapTOHEHATA OITAKOBKA.

He u3non3saiite npeBapuTeIHO HAITBJIHEHATA MHUCANIKA, aKO CPOKBT HA TOJTHOCT € U3TEKbJ WM aKo
3arevaTBaHeTO Ha KApTOHEHATa OTIAKOBKa € HapyIIeHO.

Obagere ce Ha Bamms nekap wim apmarieBT 3a HOBa MPEBAPUTEITHO HATBIIHEHA MHCAIIKA.
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2. IlpuroTBeTe ce 3a MH:KEKTHPaHe

IIpoBepeTe TEYHOCTTA B PO30OPUETO, 32 /1A CE YBEPHUTE, Ye TH € 0e31[BEeTHA JI0 CBETJI0XKbJITA
W3BajieTe MpeBapUTEIIHO HAMMBIHEHATA MACAJIKA OT KAPTOHEHATA OMaKOBKA.

[IpoBepeTe TeyHOCTTA B IIp030pUeTo. T TpsiOBa na Obje Oe3lBeTHA 10 CBETIONKBITA U MOXKE J1a
ChIbPIKA MKW OCJTU WK MPO3PAYHH YACTHIH. MOXKe ChINO Ja BUANTE €HO WM MOBEYE BH3AYIIHU
MeXypuerTa.

ToBa e HopMaITHO.

He unxektupaiite, ako TEYHOCTTA €:

° MBTHA,
. C IPOMEHEH UBAT WU
° HMa rojJeMHU YaCTHUILIH.

Axo He cTe curypHH, o0ajere ce Ha Bamust iekap win apMarieBT 3a HOBa MPEIBAPUTEITHO
HaIlbJIHCHA ITHCAJIKA.

H30epeTe MSICTO HA MHAKEKTHPaHe
U3bepete HAKOM OT CEIHUTE YIaCThLHU 32 HHKEKTUPAHE:

o [Mpeana vacT Ha Oexpara
. JonHa yacT Ha Kopema
He nmxextupaiite B 001aCTTa Ha 5 CAHTUMETpPaA OKOJIO IBITA.
o 3amHaTa 4acT Ha MUIITHUIUTE (aKO IPYT MOCTABS WHIKEKITHSITA)

He umxextupaiite B 0osie3HeHa, HACHHEHA, 3a4epBEHa, JIIOIICIIa ce, yaeoeneHa koxa. 30sareaiite
y4acThIU ¢ OeJIe3U WK CTPHUH.

194



%.w""’h--

HN3muiiTe pbleTe CH M MOYUCTETE MACTOTO 32 HHAKEKTUPAHE

W3muiitTe 100pe phIETE CH ChC CallyH U TOILUIA BOJA.

[TouncreTe M30paHOTO MACTO HA HHKEKTHPAHE C TAMIIOH ChC CITUPT M IO OCTABETE /1a U3CHXHE.
He noxocpaiiTe, HE BeliTe U HE yXalTe BbPXY MICTOTO 3a MHKEKTUPAHE, CIIe]l KaTO CTE 0
MOYUCTUIIH.
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3.  Huxextupaiite Tremfya c npeqBapuTe THO HAMBJHEHATA MUCATKA

o

Maxnere KamnaykaTa, Korato ¢Te roroBu 3a MHXK€KTHPaHe

He noxocBaiiTe 3ejieHns mpeAna3snuTeJ Ha UrJjaral
ToBa Mo’ke Ja 3aro4He HHKEKTHpaHeTo U Bue Hama fna nmomyuure no3arta.

W3nwppnaiiTe kanaukara npaBo Harpen. HopmanHo e 1a BUANTE HAKOJIKO KAallKH TEYHOCT.
HNnkextnpaiite Tremfya B paMKkuTe Ha S MUHYTH cJIe[] OTCTPAHSBAHETO HA KANla4yKaTa.

He nocrapsiite kanaykaTa 00paTHO, Thi KaTO TOBAa MOJKE J1a YBPEIAH UIJIaTa.

He u3non3BaiiTe npeABapUTETHO HATbJIHEHATA MTUCATIKA, AKO CTE sl U3IyCHAJIN CIIE]] OTCTpaHsIBaHE Ha
Karaykara.

Obagere ce Ha Bamms nekap wim dapmarieBT 3a HOBa PEBAPUTEITHO HATBITHEHA ITHCAITKA.

—

(\x

'l
-,

1-Bo
mpaKBaHe |

\

ITocTaBeTe NpeaBapuTe/IHO HAITBJIHECHATA MUCAJIKA IUPEKTHO BHLPXY MACTOTO HA MHIKCKTHPAaHE,
CJIe] TOBA HATHUCHETE U 3a1PBKTE

He noBauraiite npeiBapuTe/IHO HATbJIHEHATA MUCAJIKA 10 BpeMe HA HHKEKTUPAHeTO!
AKO ro HarpaBuTe, 3€JICHUAT IPENa3UTell Ha Urjarta IIe ce 3aK/II0U U HsMa J1a IIOoJIyduTe LsuiaTa
J03a.

ITocTaBeTe mpenBapUTEIHO HAITBIHEHATA MUCATKA JUPEKTHO BHPXY MSACTOTO Ha UHKEKTHUPaHE ChC
3eNIeHus MMPEeANa3uTel Ha UrjaTa BbpXy KoXara U Ipo3op4eTo KpM Bac.

HartuchHere nmpeaBapuTeTHO HAITBIHEHATA MUCAIKA HAJOIY U MPOABIDKABANTE 1a MPUTHCKATE BBPXY
KO>KaTa.
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IIle yyeTe MbPBOTO HIPaKBaHe.

N
| 10
CEeKYHIH

2-po
HpaKBaHe

IIpoabakaBaiiTe 1a IbPKUTE MPeIBAPUTEIHO HATbJIHEHATA MUCAIKA IPUTHCHATA BHPXY
KO3KaTa 32 0K010 10 cekyHIH, 10KATO YyeTe BTOPOTO IPAKBaHe.
IToutu cte rotoBu.

IIpoabkaBaiiTe Na 1 AbPAKUTE NIPUTHCHATA BbPXY KOXKATA U ce yBepeTe, Ye MHKEKTUPAHETO €
3aBbPIIWJIO.

WmXeKTupaHeTo € 3aBbPIINI0, KOraTo )KBJITOTO OyTalo NpecTaHe J1a ce ABWKH U U3ITbJIHU
IIPO30PUETO.
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Baurnere npaBo Harope

4. CJel HHKeKTHUPAHETO

HpOBepeTe MACTOTO HA HHIKCKTHPaHE
Moske 1a uMa MajIko KOJIUYeCTBO KPBbB WM TCYHOCT HAa MACTOTO Ha MHXKCKTHUPAHE. HpI/ITI/ICHeTC
BHHUMATCIIHO KOKaTa € Mapyc rnaMmykK Ujin MapJICH TaMIIOH, JOKATO KbPBCHETO CIIPC.

He pa3TpuBaiiTe MICTOTO Ha WHXEKTUPaHE. AKO € HeOOX0IMMO, TIOKPUITE MACTOTO HA WHKEKTHPaHE
C IPEBPB3KA.

Cera HWHKXCKTHUPAHCTO € 3aB’BpI.HCHO!
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H3xBBpJieTe U3MOJA3BAHATA MPEIBAPUTETHO HAMbJIHEHA MUCAJIKA U KanayKaTa

CrnoxeTe M3MoI3BaHaTa MIPEIBAPUTETHO HAITBTHEHA MICAIKa B KOHTEHHEP 32 OCTPH MPEAMETH
BeJ[Hara ciiejl ynorpebara.

Tps0Ba 1a U3XBBPIAUTE KOIIYETO 32 OTMAABLIM CIIOPE] YKa3aHUATa Ha Bamms nekap mim MeIuiuHCKa
CecTpa, KoraTo KOHTEHHEPHT € ITBJICH.

He u3XBBpIIANTE PEABAPUTEITHO HATBIIHEHATA MTUCANIKA B KOHTCHHEPA 32 JJOMAIIIHA OTIIa bIIH.

He peruknupaiite n3moy3BaHust KOHTEHHED 3a U3XBHPIISIHE HA OCTPHU IPEAMETH.
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JlncroBka: undopmanus 3a norpeduTeNs

Tremfya 200 mg nHkeKIMOHEH PAa3TBOP B NPeIBAPUTEHO HAITbJIHEHA CIPUHIIOBKA
ryceiakymab (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, MPeIH 1A 3al0YHeTe 1a U3M0J13BaTe TOBA

JIEKapPCTBO, Thil KaTO THA ChABLP:Ka Ba:xkHAa 3a Bac undgopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe /1a ce HAJIOXKU J1a A IPOYETETE OTHOBO.

- AKO UMaTe HIKaKBU JIOIBIHUTEITHHA BBIIPOCH, ITonuTaiiTe Bamus ekap, papmanent nin
METHUITUHCKA CecTpa.

- ToBa nekapcTBO € npennucano JuyHo Ha Bac. He ro mpeorcThnBaiite Ha npyru xopa. To Mmoxke
Jla IM HaBpeIr, He3aBUCHMO Y€ TPU3HAIMTE HA TAXHOTO 3a00JsBaHe ca ChIUTe Kato Bammre.

- AKO IIOJTyYHTE HAKAKBU HEXKEJIaHU Peakilny, yBeaoMeTe Baius jiekap, win papmareBT nin
MEITUITMHCKA cecTpa. ToBa BKIIIOUBA M BCHUKH BH3MOXKHH HEXKEJIaHU PEaKIINH, HEOMCaH! B
Ta3u JUCTOBKA. BinkTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kakgo npeacrasnsBa Tremfya u 3a kKakBoO ce U3Mo03Ba
Kakgo Tpsi0Ba na 3Haete, npeau Aa usnonssare Tremfya
Kak na m3nonsBare Tremfya

BB3MOXXHU HEXETaHU peakuu

Kak na cexpansiBare Tremfya

ChabpkaHue Ha OTIAKOBKATa M JOMBIIHATEIHA HHPOPMALIUS

SNk wd =

1. Kaxkso npeacraBassa Tremfya n 3a kakBo ce U3MoJ3Ba

Tremfya cbapprka akTUBHOTO BEIIECTBO I'yCEIKyMal, KOWTO MpeACTaBIsABa BU IPOTEHH, HAPEUCH
MOHOKJIOHAQJIHO aHTHUTSJIO.

ToBa nexapcTBO JeficTBa KaTo OJIOKHpa aKTUBHOCTTA HA POTeHH, HapedeH [L-23, KolTo ce OTKpuBa B
TIOBHUIIIEHU HUBA MPH XOpa C YILEPO3eH KOIUT 1 Oonect Ha KpoH.

Yauepo3en koauT

Tremfya ce n3mon3Ba 3a Ie4eHrEe Ha BB3PACTHH C YMEPEH JI0 TEXBK YIIIEPO3EeH KOIUT —
BB3MAJIUTETHO 3200/ sBaHE HA YepBaTa. AKO MMAaTe YJIIepO3eH KOJINT, TbPBOHAYAIHO e Bu Obaar
JTAJICHN IPYTH JIEKapcTBa. AKO HE Ce MOBJHsIeTe JOCTATHYHO J00pE W HE MOKETE JIa TIOHACSTE Te3H
JeKapcTBa, Moke na Bu 0b1e npmnoker Tremfya.

[Mpunaranero Ha Tremfya npu ynuepo3eH KOIUT Moke J1a Bu mosnusie 61aronpuaTHo, KaTo HaMallu
IIPU3HALUTE U CUMIITOMUTE Ha 3a00JI5IBAaHETO, BKIIOUUTEIHO KbPBaBUTE U3NPaKHEHUS, HEOTIOKHATA
HYX/1a ¥ Oposl Ha TOCEIICHHUTa B ToaJIeTHATA, KOpEeMHaTa 00JIKa 1 Bb3MAJCHUETO Ha JIMTaBUIlaTa Ha
yepBara. Tesn edekTu Morat 1a monoOpsT cnocodHocTTa By 1a u3BbpIIBaTE HOPMATHH €KETHEBHU
JEHHOCTH U J]a HaMaJIsIT yMopara.

BoJect na Kpon

Tremfya ce n3non3sa 3a JedeHne Ha Bb3PaCcTHH C yMepeHa 10 Texkka hopma Ha Oonecrra Ha KpoH,
BB3MAJUTETHO 3200 siBaHe Ha yepBaTa. Ako nMare 6osect Ha Kpon, mepBo me Bu ce gagat npyru
JieKapcTBa. AKO HE ce MOBIHUABATE JOCTATHYHO OT TE3H JISKApCTBa WM HE MOXKETE J1a TH IOHACSATE,
Moxe na Bu ce mpunoxu Tremfya.

VYnorpebara Ha Tremfya npu 6onecrra Ha Kpon Moske 1a Bu Ob/1e OT mosn3a 3a HaMasiBaHe Ha
MIpU3HAINTE ¥ CUMIITTOMUTE Ha 3a00JIIBaHETO KAaTO JUapysi, KopeMHa 00JIka U Bh3MalleHUe Ha
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JIUTraBHIIaTa Ha YepBaTa. Te3u eeKTH Morar jaa moao0psT crocooHocTTa By 1a n3BbpinBare
HOPMAaJTHU €KCTHCBHH ICHHOCTH | JIa HAaMaJIsT yMOpara.

2. Kakspo Tpsi6Ba 1a 3Haete, npeau Aa u3noassare Tremfya

He uznoga3saiite Tremfya

o aKO CTC aJICPru4HU KbM FyC@HKYMa6 WJIN KbM HAKOA OT OCTAHAJIUTEC CbCTABKHU HA TOBA
neKapcTBo (M30poeHu B ToUKa 6). AKO MHCIIHUTE, Y€ MOXKE J1a CTE aJepruyHH, TOCHBETBANTE CE C
Bamus siekap, npenu aa usnonseare Tremfya.

o aKo MMaTe aKTUBHA MH()EKIHS, BKIIOYUTEITHO aKTUBHA TyOepKyI03a.

IIpenynpesxxaeHusi U MpeaNa3sHu MEPKH

l'oBopere ¢ Bamus nekap, papManeBT WM MEIULIMHCKA CecTpa, peau Aa u3nomssare Tremfya:

o aKo ce JIeKyBaTe 3a HHPEKIUS;

o aKo nMmate MH(eKuus, KoATO He MPEMHHAaBa MM HENPEKBbCHATO CE MOSBSBA OTHOBO;

o aKo “MaTe TyOepKyJi03a MM cTe OMIIM B OJIM3BK KOHTAKT C YOBEK C TYOEPKyJ03a;

o aKO MUCIIUTE, Y€ UMaTe HHPEKIH WIM UMaTe CUMIITOMU Ha HH(EKUUs (BUXKTE HO-10Ty
,,BHUMaHUe 32 MHPEKIINU 1 AIEPTUYHI PEaKIuU‘);

o aKO HACKOPO CTE MMaJIi BAKCHUHAIUS WM aKo TPsOBa J]a ce BAKCHHUpATE M0 BpeMe Ha JICUeHUE
¢ Tremfya.

AKO He cTe CUT'ypHH JIajli HEelllo OT TOPHUTE ¢e OTHAcs 10 Bac, ropopere ¢ Bamus nekap, Gpapmanert
WM METUIIMHCKA CecTpa, Mpeau Aa u3noissare Tremfya.

[Ipenu na 3anouHeTe u3nona3BaHeTo Ha Tremfya 1 Mo BpeMe Ha JIEYEHUETO, MOKE Ja Ce HaJoXu 1a Bu
6’I)ILaT HalpaB€HU KPHBHU U3CJICABAHU, 3a JJa CC€ IPOBEPU AaJ I UMATE BUCOKH HUBA HA
YepHOIPOOHHUTE EH3MMH, CIIOpe]T yKazaHusATa Ha Bamms ekap. [loBnienne Ha HuBara Ha
YEepHOIPOOHHUTE EH3MMHU MOXKE JIa Ce TI0JTyYH HO-4eCTO IPH MallMeHTH, JieKyBaHu ¢ Tremfya Ha Bcekn
4 ceaMuIU, OTKOJIKOTO TPH MAIMEHTH, JieKyBaHu ¢ Tremfya Ha Bceku 8 cenmunu (BuxTe ,,Kak na
msnomsBare Tremfya” B Touka 3).

BaumaHue 32 HH(EKIHMU U ATTePIUYHI PeaKIUH

Tremfya noTeHIHAIHO MOXe/Ia MPEIU3BUKA CEPUO3HH HEXKeNaH! e()eKTH, BKIIOUUTEIHO allepruIHU
peaxkuuu 1 nHpexkuuu. TpadBa fa BHUMAaBaTe 3a MPU3HALM HA T€3U 3a00JIABaHMS, JOKATO IIpHEeMaTe
Tremfya.

ITpr3HanyTe I CUMITOMUTE HAa MH(EKIMY MOXKE Ja BKJIIOYBAT IIOBUILIEHA TEMIIEpaTypa Win
TPUNONOJ00HHN CUMIITOMH, MYCKYJIHU OOJIKH, KaIllJIMIA, HEAOCTUT Ha Bb31yX, IapeHe U YPUHUPAHE
WIN YPUHUPAHE M0-4€CTO OT 00MYaiiHOTO, KPBB B XpauKuTe (ciy3Ta), 3aryda Ha Teryio, Auapus Uiu
0oJka B cTOMaxa, TOIUIA, 3auepBeHa WK O0JIe3HEHA KOXKa, WM Bb3MAJIeHU Y4acThLH 110 TSIOTO.

Cepuo3Hu ajepruyHy peakiuu ca HabmoaaBanu ¢ Tremfya. CuMIIToMuTe MOXE J1a BKITFOYBAT
MoTyBaHE Ha JIUIETO, YCTHUTE, yCTaTa, €3UKa WK I'bPJIOTO, 3aTPYAHCHO MPETThIIaHe WIH JUIIAHE,
MIpUMasIBaHE WK 3aMasHOCT U ypTUKapus, (BUKTeE ,,CePHO3HH HE)KETaH! PEaKINK ‘ B TOUKA 4).

Crpete ynorpebata Ha Tremfya u kaxxete Ha Barmms nekap win noTbpcere He3a0aBHO METUIIMHCKA
TTOMOIII, aKO 3a0eNIeKNTE HIAKAKBY MTPU3HAIN, TTOKa3BaIlld BE3MOXKHA CEPUO3HA aJepTrUuIHa PEaKIIH
WITH THQEKITHSL.

Jlena u roHOIIH
Tremfya He ce npenopbyBa 3a Jiela ¥ FOHOIIH 110 1 8-roauiiHa Bb3pacT, 3a1oTo TOH He € MPOyYBaH B
Ta3H Bb3pacToBa Ipyma.

Apyru nexkapcrBa u Tremfya

Kaxere na Bamms nexap unu gpapmanenT:
. aKo M3I0JI3BaTe, HACKOPO CTE M3IOJI3BAIN WU € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKapCTBA.
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o ako Hackopo Bu e nmpaBeHa miu TpsiOBa Ja HampasuTe BakcuHaius. He TpssoBa na Bu ce
MpuIaraT HIKOW BaKCWHM (KUBH BaKCHHH ), JoKaTo n3mon3Bare Tremfya.

BpemeHHOCT M KbpMeHe

. Tremfya He TpsiOBa ga ce U3MOI3Ba IO BpeMe Ha OpEeMEHHOCT, Thil KaTo e(peKTUTE Ha TOBA
JIEKapCTBO TIpU OPEMEHHHU KEHH HE Ca U3BECTHU. AKO CTE€ KeHa C JIeTSPOICH MMOTESHIUAIT,
MIpeTnophYBa ce Jla U30sTBaTe J1a 3abpeMeHsBaTe U TpsiOBa 1a mpuiiaraTe MoIXosIIa
KOHTpAIIEIIH, JoKaTo u3noi3eate Tremfya u B IpoabbKeHUE HA Ha-Mako 12 ceaMuIy cliea
nocnieHaTa 103a Ha Tremfya. ['oBopere ¢ Bamms ekap ako cre OpeMeHHa, CMsITaTe, Y€ MOXKE
Jla cTe OpeMeHHa WM IJIaHupaTe OpeMEHHOCT.

o T'oBopere ¢ Bamus nekap, ako KbpMHTE WK TUIAaHUpaTe 1a KbpMute. Bue n Bammsr nexap
TpsiOBa Ja pEIINTE ajIM e KbPMUTE WM 11ie u3noy3Bare Tremfya.

Ilo¢pupane u padora ¢ MAlIUHU
Mauko e BepostHo Tremfya na mosnusie ciocobHocTTa Bu 32 modupane win paboTta ¢ MalliHU.

Tremfya cbabp:xa noaucopodoart 80

Toga nexapcTBo chabpka 1 mg monucopdat 80 BBB BCsIKA TPEeIBAPUTEITHO HAITBIHEHA CTIPUHITOBKA,
KOMTO ca ekBUBaJieHTHH Ha 0,5 mg/ml. [TonucopOaruTe Morar aa NpUYMHAT aIepPrUYHN PEAKIINH.
Tps6Ba na kaxere Ha Bamus nexap, ako UMaTe yCTAHOBEHH aJICPrHH.

3. Kak na uznosnsBareTremfya

Bunaru n3nonsBaiite ToBa JeKapcTBO TOUHO KakTo Bu e xazan BamusaT nexkap. Ako He cTe CUTYpHH,
nonutaiTe Bamus iekap wiu GpapMaresnT.

KakBo xoaudectBo Tremfya ce nmpuiara u 3a KOJIKO Bpeme
Bammst niexap 1ie pemu KoJIKo JbIro me Tpsosa na nznomnssare Tremfya.

Yuepo3eH KOnur

Hauano Ha Jie4eHueTO:

. IIspBara no3a Tremfya e 200 mg u mie Bu ce npwtoku oT Bammms jiekap Wi MeIUIIMHCKA
cecTpa ype3 HHTpaBeHO3Ha HH(Y3Msl (KallKOBO BbB BeHa Ha pbkara). Cien mbpBaTa 7032 111
MOJTy4UTE BTOPA 7032 ciel 4 CEAMHUILIN, a CIIE] TOBA U TPETA J103a CJe]l OlLle 4 CeIMUILIM.

Hopabpkaio neyenne:

Honabprkama no3a Tremfya 100 mg nnm 200 mg e Bu ce npunara upe3 HHXEKIus Mo KoxkaTa

(moakoXHA MHXEKIKA). Bammsar nekap 1me pery Kos oA bpKalia 103a Ie MoJIyYuTe:

. Jlo3a ot 100 mg mie ce mpuiioku 8 CeMUIIN CIie ] TPEeTaTa 1032 OT 3a[I0YBAHE HA JICUCHHUETO, a
CJIE]I TOBA HA BCEKU & CEIMMUIIM.
. Jo3a ot 200 mg mie ce mpuiioku 4 CeMHULN CIIe ] TPeTaTa 1032 OT 3aII0YBaHE HA JICUCHHUETO, a

cJIe]I TOBa Ha BCEKU 4 CeIMMUIIN.

Boaect na Kpon

HauaJjio Ha JieueHueTo:

JleueHneTo MOXKe Aa ce MPUIOKH Ype3 HHTPAaBEHO3HA HH(Y3HA WK Ype3 MOJKOKHO NPUIIOKEHHE:

. WuTtpaBenosna uadysus: [Ispeara go3a Tremfya e 200 mg u e Bu ce npunoxxu ot Barust
JieKap WM MEAMLMHCKA CecTpa Ype3 MHTpaBeHO3HA HH(Y3Hs (KallKOBO BbB BEHA Ha PHKAaTa).
Crnen mppBata 032 i€ MOTyYUTe BTOpA /1032 ciiel] 4 CEAMUIIN, a Clie] TOBa M TPETa /1032 Clie]
omre 4 ceMHUIIN.

. [Monkoxuo npuioxenue: [IbpBara go3a Tremfya e 400 mg u e Bu ce npuitoxu 1o KoxkaTta
(MoIKOXKHA MHKEKIIHS ), KaTO MOXKE Ja ce MIPaBU Ha pa3iIMyHU MecTa Ha Tsu10To. Cien mbpBarta
J103a IIe TOIYYHUTe BTOpa 1032 ciiex 4 ceqMuIy, a ciiel ToBa U TPpeTa /103a clie oIme 4 CeMHUIIN.

Hopabpxama Tepanus:

IMopawspxama no3a Tremfya 100 mg nnu 200 mg me Bu ce npuiara upe3 HHXEKLUS MO KOKaTa

(moxKOXKHA MHXKEKIHMs). BamusT nexap e permu Kos HoAxbpKalia 1032 e MOJIyYuTe:

202



° Ho3a ot 100 mg m1e ce npuiioxu 8 ceAMUIM clie]] TpeTaTa A03a OT 3all04YBaHe HA JICUCHUETO, a
CJIE] TOBA HA BCEKU 8 CEIMMUIIH.

° Jo3a ot 200 mg e ce mpriioku 4 CeAMULIM CIIe] TPETaTa 1032 OT 3all0YBaHE HA JICUCHHUETO, a
CJIE] TOBA HA BCEKU 4 CeMMUIIH.

Bue 3aenHo ¢ Bamms nekap Moxke 1a pemure, 4e MoxkeTe Jia npwiarare Tremfya camu, KaTo B TaKbB
ciydait Bue me 6b1eTe moaxoasamio o0ydeHu Kak qa umkektupare Tremfya. 'oopere ¢ Bamms
JIeKap WM ¢ MEIUITMHCKA CECTpa, aKO NMAaTe HIKAKBU BBIIPOCH OTHOCHO CAaMOCTOSITEITHOTO
WHXEKTHpaHe. BayKHO € /1a He ce onmuTBaTe J1a Ce MHKEKTUPATEe CaMU, IOKATO He CTe O0yUYeHH OT
Bamws siekap niam MeIMLIMHCKA CECTpa.

3a moapoOHM yKa3aHUs OTHOCHO yroTpebara Ha Tremfya mpodereTe BHUMATEINHO ,,Y Ka3aHHSTA 32
ynorpeba“ mpean ynotpedara, KOUTO ca BKIIFOUEHH B KAPTOHEHATA OIaKOBKa.

AKO cTe pHesu moBeye oT HeodxoauMmara n03a Tremfya
AKO cTe MoJTyyuiiy moBeue oT HeoOxonumara fo3a Tremfya wim no3ara e mpuiIokeHa mo-paHo oT
IpeANucaHoTo, yBeroMere Bamus nekap.

AKo cTe npomycHaJau aa usnojssare Tremfya
Ako 3a0paBute 1a nHxekTupare qo3a Ha Tremfya, yBenomere Bamus nexap.

AKko cte cupesu ynorpedara Ha Tremfya
He tpsi6Ba na ciupare ynorpebara Ha Tremfya, 6e3 na roBopute mbppBo ¢ Bammst nekap. Ako crpere
JICYCHUCTO, Bammute cumnromu Moxe Ja C€ IOABAT OTHOBO.

AKO MMaTe HSIKaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, IIOMHUTANTE
Bammst niekap, ¢papmaneBT Wil MEAUIUHCKA CECTpA.
4. Bb3MOKHN HexKeTaHU peakIuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jla IMPECAN3BUKA HEXKCIIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKHU T'U IIOJTy4aBa.

CepHo3HHN HEeKeJAHN peaKkiuu
Kaxere Ha Bamus nexap win moTbpcere He3a0aBHO METUITUHCKA ITOMOII], aKO TIOTYYUTE HIKOS OT
CJIETHUTE HEXKEJIaHU PCaKIUH:

Bb3MO:KHHU ceproO3HM ajepruyHu peakuuu (Moxe 1a 3acernat 1o 1 va 100 gymm) — npusHanuTe
WM CUMIOTOMHUTE MOXKE J]a BKJIFOUBAT:

L4 3aTPYAHCHHUC IPpHU AUIIAHE U T'bJITAHC

L4 INOAYBAHC HA JIMIETO, YCTHUTEC, C3UKa WJIN I'bPJIOTO

L4 CHJICH C’Lp6e)i( Ha KO’KaTa ¢ YCPBCH 06pI/IB WX ITBIIKH
[

npuMaaIsdBaHC, HUCKO KPBbBHO HAJIATAHC UJIU 3aMAasHOCT

JIpyru He:KkeJIaHU peaKiuu
IIpencraBeHuTe MO-A0y HEKETAHU PEAKIIUY ca JEKU A0 YMEPEHU. AKO HSAKOS OT T€3U HEXKEIaHU
peakIuy CTaHe TEXKKA, KaXkeTe He3a0aBHO Ha Bamms nekap, papMareBT Wid MEAUIIMHCKA CECTPA.

MHoro yecTu (MoXe J1a 3acerrar noseue ot 1 Ha 10 gymm):
- UHQEKIMY Ha JUXATEITHUTE TbTUINA

Yectu (Moxe aa 3acerHar jo 1 Ha 10 xymm):

- raaBoOoIne

- 0oJKa B cTaBHUTE (apTpairus)

- Jrapust

- ITOBUIIIEHO HUBO HA YEPHOPOOHHUTE €H3UMH B KPHBTa
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- KOXKeH 00pHuB

HeuecTu (Moxe na 3acersar no 1 Ha 100 xymm):

- MOHWKEH Opoli Ha BUJ| Oenu KPhBHU KIICTKU, HAPEYCHU HEYTPODUIH

- HHQEKIINU C XePIIeC CUMILICKC

- rpOnYHa HHGEKLKSA Ha KOXKaTa, HallpuMep MEKTy MPBbCTUTE Ha KpakaTa (HaIp. aTjeTHO
CTBITaJIO)

- CTOMAIITHO Pa3CTPONUCTBO (TAaCTPOSHTEPHT)

- YPTHKAPHSI

- 3auepBsABaHe, Apa3HEeHe WK O0JIKa Ha MSICTOTO HA MHXKEKTUPaHE

Penxu (Moxe na 3acersat mo 1 Ha 1000 qymm):
- aNepruyHa peaxius

Chol01aBaHe HA HesKeJIAHH PeaKINu

AKO MonyunTe HIKaKBU HEXEJIaHU JICKApCTBEHU peakiny, yBegoMmere Bamms nekap, GapmaneBT wim
MeAULUHCKa cecTpa. ToBa BKIIOYBA BCHUKH Bb3MOKHU HEONHMCAHH B Ta3H JIUCTOBKA HEXKEJIAHH
peakimu. MoseTe chIIo J1a ChOOIINTE HEXKENaH! PEakiuy TMPEKTHO Ype3 HAI[OHATHA CUcTeMa 3a
cboOIaBaHe B

WzmpiHUTEIHA areHuys 1o JeKapcTBaTa

yi. ,,Jlamsn I'pyes® Ne 8

1303 Cocus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

Karo cpobiaBare HexenaHu peakiuy, MOXKETe Ja JaJleTe CBOs IPUHOC 3a [10Jy4YaBaHe Ha II0BeYe
nH(OpPMAIIS OTHOCHO O€30ITacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansibate Tremfya

[a ce cpxpansiBa Ha MSCTO, HEIOCTBITHO 32 JAeLa.

He n3non3BaiiTe ToBa JIeKapcTBO Clie]] CPOKa HA TOIHOCT, OTOEIsA3aH BhPXY €THKETa Ha CIPUHIIOBKATA
1 KapToHeHara onakoBka cien “EXP/,,['ogen n0:”. CpoxbT Ha TOAHOCT OTrOBaps Ha MOCIEIHUS JICH

OT ITOCOYCHUS MECCII.

CpxpaHsBaiiTe peIBapUTETHO HATbJIHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMIAKOBKa, 3a J1a Ce
Ipeanasy OT CBETINHA.

Ha ce cexpanssa B xmagmwiauk (2°C—8°C). Jla He ce 3ampa3sBa.

[a He ce pasknaia.

He uznon3Baiite TOBa JI€KapcTBO, aKO 3a0€TIeKUTE, Ye JIEKAPCTBOTO € MBTHO, C TIPOMEHEH IIBAT WU
ChABpKa TosieMu yactuny. [lpenu ynorpeda n3BajeTe kKapTOHEHATa OMTAKOBKA OT XJIAMITHUKA,
OCTaBeTe MPEABAPUTEIHO HAIBJIHEHATa CIIPUHIIOBKA B KAPTOHEHATa OMAaKOBKa Ja JJOCTUTHE CTaiiHa
TeMIeparypa, kato usdakare 30 MUHYTH.

ToBa nexapcTBO € camMo 3a eJHOKpaTHA yrnoTpebda. He m3xBhpiisiiTe lekapcTBaTa B KaHATH3AIHATA
WM B KOHTEHHEpa 3a JoManiHu oTna by, [lonuTaiite Bammus gapmarieBT kak 1a U3XBBPIISTES
JIeKapcTBaTa, KOUTO BeUe HE U3Moi3BaTe. Te3u MEPKHU 1Ie CIIOMOTHAT 32 ONa3BaHE HA OKOJIHATA Cpela.
6. Chabp:kaHue HA OIAKOBKATA M JONbJIHUTETHA HHpOpManus

Kakso cpabp:xa Tremfya

- AKTUBHOTO BEILIECTBO € Tycenkymal. Besika mpenBapuTeHO HarbJIHEHA CIPUHIIOBKA ChABPKA
200 mg rycenkymab B 2 ml pa3TBOp.
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- Jlpyrute CbCTaBKH ca XUCTUAMH, XUCTUAHMHOB MOHOXUIPOXIIOPH]] MOHOXHpAT, Toucopoat 80
(E433), 3axapo3a 1 Boja 3a HHKCKITUH.

Kak m3rnexna Tremfya u kakBo cbIbpka ONIaKOBKaTa

Tremfya e OUCTBp, OE3UBETECH O CBETIIOKBIT HHXKEKITMOHEH Pa3TBOpP (MHXKEKIHs). Toi € HaTuveH B
OITaKOBKH, CHABPIKAIIH €HA MTPEeIBAPUTEIHO HATbJIHEHA CIIPUHIIOBKA, U B TPYTIOBU OMAKOBKH,
CBCTOSILIN CE€ OT 2 KAPTOHEHU ONAaKOBKH, ChABP>KAILH 10 | MpeaBapuTeTHO HAITbJIHEHA CIIPHUHLIOBKA.

He Bcuuku BHIOBE OITAKOBKU MOTaT fa ObJIAT MyCHATH B IPOAaK0a.

IIpurexartes Ha pa3peLIeHUETO 32 yoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauTe
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus

3a I/IH(bOpMaHI/IH OTHOCHO TOBaA JICKapCTBO, MOJIsA, CBBPKCTEC CC C JIOKAJIHUA MPEACTABUTECII HA

IpUTEKaTeNsl Ha pa3pelIeHneTo 3a ynoTpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH bearapus” EOO/J]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel.: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 45 94 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0 800 086 9247 / +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com
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EArada

Janssen-Cilag ®oppakevtiky Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@pvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvafog Xoatinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tel: +46 8 626 50 00
jacse@its.jnj.com

JlaTta Ha mocyieqHo npepasrJie;kaane Ha quctoBkarta 07/2025

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus

10 JIeKapcTBaTa: https://www.ema.europa.eu.
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Yka3zanus 3a ynorpeda
Tremfya
200 mg npeABAPUTEIHO HATbJIHEHA CIIPUHIIOBKA

L

YCTPOMCTBO 3A 3A ETHOKPATHA YIIOTPEBA
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Baxkno
Tremfya ce mpe/iara KaTo nMpeIBapuUTEIHO HAIThIIHEHA CIIPHHIIOBKA 32 €IHOKpaTHA yroTpeoa,
chAabpAxaIia equa go3a ot 200 mg.

BammsaT jgexap me Bu kaxe 1anm nMate Hyaa ot ynorpeéara Ha 1 uiam 2 npeABapuTeTHO
HAITbJIHEHHW CIIPHHIIOBKH.

Axo Bammusat nekap peuiu, ue Bue unu 4oBeKbT, KOUTO ce Tprku 3a Bac, MmoxeTe 1a nmocrassare
umkekunte ¢ Tremfya Bkbim, Bue TpsiOBa 1a mpeMuHeTe 00y4YeHHE 32 IPaBUIHHS HAYHH Ha
MIPUTOTBSHE U WHXKEKTHpaHe Ha Tremfya ¢ m3mo3BaHe Ha MPEABAPUTEIIHO HAITBJTHEHATA CIIPUHIIOBKA.
Mo mpodeTeTe TE3M yKa3aHusl 3a yrnoTpeba, mpean aa u3noispare Tremfya mpenBapuTeTHO
HaITbJIHEHA CIIPUHIIOBKA U BCEKU BT, KOraToO MOJYy4YUTE HOBU CIPUHIIOBKU. MoOXe J1a uMa HOBa
uHgopmais. Toa ykazaHue 3a yrorpeda He 3aMecTBa pa3rosopa ¢ Bamus jiekap oTHocHO Barieto
3a0oJisBaHe Wi JieueHreto Bu. MoJs, mpeau fa 3amovyHeTe HHKEKTUPAHETO, BHUMATEIHO MTPOYETETe
CBHINO U JIUCTOBKATa 1 00ChAeTe ¢ Baius ekap wim ¢ METUITMHCKA CECTpa BCUYKH BBIIPOCH, KOUTO
MOJKE J1a UMaTe.

Bceska Tremfya npeaBapuTeHO HaTbIHEHA CIPUHIIOBKA MOXKE Ja CE€ U3I0JI3Ba CaMO BEAHBXK.
WzxBbpIieTe mpeaBapuTeIHO HATbJIHEHATa COPUHIIOBKA (BrkTe CThIKA 4) ciIeq eJHOKPAaTHO
NPUIOKEHUE, JIOPH | J1a UMa OCTaHaJIo JIeKapcTBO B Hes. He u3nonssaiite moBTopHO Tremfya
MMPpEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA.

Tremfya npeaBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA € TIPEHa3HAYUCH 3a MOAKOKHO HHKCKTHpaHEe, HE B
MyCKy win BeHa. Cien nHmKeKTHpaHe UTiiaTa 1ie ¢e IpUIbpra Ha3aa B YCTPOUCTBOTO U IIIE CE
3aKJIFOYH.

m HNudpopmanusi 3a cbXpaHeHue
CrpxpansBaiiTe B XJIaJWIHUK ITpu TemnepaTypa ot 2°C o 8°C.
Ja He ce 3ampa3siBa.
He pa3sknawmaiite npeABapuTEeIHO HAITBIHEHATA CIIPUHIIOBKA.

CobxpaHsiBaiiTe IpeABaAPUTETHO HATBLJIHEHATA CIIPHHIIOBKA B OPUTHHAJIHATA ONAKOBKA, 32 /1a ce
npeana3u oT CBeTJNHA U (PU3NUecKO YBpeKIaHe.
CoxpansBaiite Tremfya u Bcuuku JiekapcTBa Ha MACTO, HEIOCTHITHO 32 JieNa.

>
o
Hmarte Hyxk1a 0T oMo ?

Obanere ce Ha Bamms nekap, 3a 1a My 3ajaieTe BCHIKHA BBIIPOCH, KOUTO MOXE J1a MMare. 3a
JOIIBITHUTEITHA TIOMOIII WIIK 32 Ja criofenuTe Bamero MHeHHe, BUKTE B JIMCTOBKAaTa HH(GOpMAaLUsITA 32
KOHTaKT ¢ Bamms MecTeH mpeacTaBuTed.
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Onucanue HA NNPEeABAPUTETHO HAITBJIHCHATA CIIPUHIIOBKA

IIpenn ynorpeda

Byrauo
Huxora He xBaiaiite win He
U3IbPIIBaliTe OyTaIO0TO.

Oo0e3omacuTret

MisicTo 3a NPbBCTUTE

IIpo3opue

Tsamo

Hrna

IMpeana3uren Ha urJjara
He maxaiiTe, TOKaTO HE CTE TOTOBH JIa
== umwkektupate Tremfya (Buwxre Crhika 2).
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Caen ynotpeba

Byranoro ce 3akiouBa

Oo6e3omacurenar
Ce aKTHUBHUPA

Hrnara ce
MIPUIBPIIBA B
YCTPONCTBOTO

IIle umaTe HyKnAa OT:

e 1 niu 2 npeaBapUTeJHO HANTBJHEHH CIPUHLOBKH
cropen go3arta, npeanucana or Bamus nexap

Te3u MmaTepua/u He ca BK/IIOYEHU B OIAKOBKATA:

Tammnon cbc cnupT

IMapuye namyk Win MapJieH TAMIIOH

Anxe3uBHA NMPeBPb3KA

Konreiinep 3a octpu npenmetu (BrxTe cThrka 4)
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1. IIpuroTBeTte ce

200 mg

1 npeaBapureano
HalbJHEeHa
CIPHHIOBKA

400 mg

2 npeaBapUTEHO
HaIbJHEHH
CIIPMHIOBKH

IIpoBepeTe n03aTa cu, 32 1a BUAUTE JAJIH 1le TPsAOBa 1a n3noJ3Barte 1 niu 2 npeaBapuTeTHO
HANTBJIHEHHU CIIPMHIIOBKY, U NperJieaiiTe KApTOHeHaTa(uTe) ONAKOBKA(M)

UzBagere kapToHeHaTa(UTE) OMIAKOBKA(M) C IPEABAPUTEIIHO HAITBIHEHATA CIIPUHLIOBKA OT
XJTaJUITHUKA.

IIpoBepere nataTta Ha cpoka Ha roaHoct (,,I'onen no:*).

He nznon3BaiiTe npeABapUTEIHO HAITBIHEHATA CIIPUHLIOBKA, KO CPOKBT Ha TOAHOCT € U3TEKBJI MU
aKo 3aIeJaTBAHETO Ha KapTOHEHATa OMaKOBKa € HapyIIEeHO.

Obagere ce Ha Bamms sekap wim dapmarieBT 3a HOBa PEBAPUTEIHO HAITBIITHEHA CITPUHIIOBKA.

[
W3vakaiite -
30 -
MWHYTH -

|

Ocragete Tremfya n1a ce 3aTonuin 10 cTaifHa TemMIepaTypa

[locraBete kapToHEeHaTa(UTE) OMAKOBKA(M) BHPXY paBHA MOBBPXHOCT HA CTalfHa TeMIIepaTypa 3a
npuoIu3uTeIHo 30 MUHYTH TIpey yoTpeoda.

He 3aTomnsiite MIPpEABAPUTCIIHO HAITBJIHCHATA CIIPUHIIOBKA 110 HAKAKLB JPYT' HAUHH.
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2. HpI/II‘OTBETe HHKCKIUATA

IIpoBeperte TeqHOCTTA, 32 1a ce YBepHUTe, Ye e Oe3l[BeTHA 10 0J1e/10/KBJITA

W3BazeTe npenBapuTeIIHO HAITBJIHEHATA CIIPHHIIOBKA OT KapTOHEHATa ONaKOBKA.

[IpoBepeTe TeyHOCTTA B IIp030pUeTo. T TpsiOBa na Obie Oe3lBeTHA 10 CBETIOXKBITA U MOXKE J1a
ChIbpIKa MaJIKHM OCJIH WIH PO3payHy YacTUIM. MoKe ChIIO Ja BUIUTE €IHO WU OBEYE BH3AYIIHH
Mexypuera. ToBa € HOpMaJHoO.

He unxekTrupaiiTe TeYHOCTTa, aKo TS €:

o MbTHa
L C IIPOMCHCH LBAT
L nMa rojJ€MHm 4aCTuIlu

He usnonsgaiite npeBapuTEIHO HAMBIHEHATA CIIPUHIIOBKA, aKO ¢ U3MyCKaHa.
Axo He cTe curypHH, o0aeTe ce Ha Bamust iekap win apMarieBT 3a HOBa MPEIBAPUTEITHO
HaIllTbJIHCHA CIIPUHIIOBKA.

H30epeTe MACTO HAa MHKEKTHPaHe
U3bepete HAKOM OT CIEIHUTE YHaCThLIHU 32 MHKEKTUPAHE:

o [Ipennara gact Ha Genpara
. JosHara yacT Ha kopema
He un:xexTHpaiiTe B 30Ha OT 5 CAHTHUMETPA OKOJIO IbIIA.
. 3agHaTa yacT Ha MUIIHUIKTE (AKO APYT IMOCTABS MHKEKIMATA)

Axo Tpsi0Ba 1a HANIPaBHUTe 2 MHKEKINH 32 MOJy4YaBaHe HA IbJIHATA 1033, n30epeTe pa3Iu4YHU
Y4YaCThUM WIH OCTABETE IOHE S ¢m pPa3CTOsIHUE MEK/Y MeCTaTa Ha HHIKeKTHPaHe.

He umxektupaiite B 0oje3HeHa, HACHHEHA, 3a4€PBEHA, JIOIIEIIA Ce WIN yAeOeneHa Koxa.
N30srBaiiTe 1a MHKEKTHPATE B Y4aCTHLH ¢ OEJIe3H WK CTPHH.
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H3muiiTe ppueTe cH ¥ NOYKMCTETEe MSCTOTO 32 HH/KEKTHPaHe

Uzmuiite mo0pe phlieTe CH ChC CAIyH U TOIIA BOJIA.

[Touncrere N30paHOTO MCTO HA MHXEKTUPAHE C TAMIIOH ChC CIIUPT M 'O OCTABETE J1a H3ChXHE.
He noxocsaiite, He BEUTE U HE TyXaWTe MICTOTO 32 MH)KEKTHPAHE, CJIE]] KaTO CT€ IO OYHCTUIIH.
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3.  Huxextupaiite Tremfya c npeqBapuTe1HO HAMBJIHEHATA CIPUHIIOBKA

MaxHeTe npeanasuTessi HA MIVIaTa, KOraTo CTe TOTOBU 1a HHXKeKTHpPaTe

XBaHeTe CIPUHIIOBKATA 3a TSJIOTO M U3bpIaiTe MIpena3uTelis Ha uriata Harpes.

HopmanHo e fa BUguTe HIKOJIKO Kalky OT TEYHOCTTA.

HNnkextupaiite Tremfya B paMkuTe Ha S MUHYTH cJie[] OTCTPAHSBAHETO HA MPeANA3UTeNsA Ha
UrJjaTa.

He cnaraiite npeanasuresns Ha uriara oOpaTHO, ThbH KaTO TOBa MOJKE Jla YBPEIU UIjaTa WM Ja
NPUYMHHE YOOXKIaHe.

He noxocpaiiTe urnara 1 He O3BOJSBANTE J1a € JOKOCHE JI0 HAKAKBA IIOBBPXHOCT.

He u3nonssaiite npenBapuTesIHO HaIlbJIHEHATA CIIPUHIIOBKA, aKo s u3nycHere. O0aznere ce Ha Bamus
Jexap uiM (papMaleBT 3a HOBA MPEIBAPUTETHO HAITbJIHEHA CIIPUHLIOBKA.

Huxkora He npbxTe 1 He IbpHaiTe OyTanoTo.

3axBaHeTe KOKaTa HA MSICTOTO 32 HH/KEKTHPAaHe U BKapaiiTe UIJ1aTa MO bI'bJ OT 0K0JIO

45 rpaayca.

BaHo e 1a 3axBaHeTe JOCTATbYHO KO0Ka, 32 1a HHXKEKTHPAaTe 10/ KO/KAaTa, a He B MyCKY.JIa.
Bkapaiite urnarta ¢ 6bp30 IBH)KEHHE, KaTO Y€ XBBPIIATE CTPETHUKA.
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3a 1a HHKEKTHPAaTe ISJIOTO KOJHYECTBO TEYHOCT, 6aBHO HATHCHETE Gy TAJI0TO HAT0JY, 10KATO
cnpe
JlokaTo HaTucKaTe OyTajoTo, IIe IIOYYBCTBATE U3BECTHA CHIIPOTHBA, TOBA € HOPMAITHO.

OTnycHeTe HATHCKA BbPXY 0yTaJIOTO, 32 /12 U3BAAUTE UIJIATA OT KO:KaTa

Hrnara we ce npuabpna B yCTPOUCTBOTO U 1€ 'O 3aKIIOYH.

Axko npeanucanata Bu 103a Hajiara 1Be MH:KeKIHH, TOBTOpPeTe CTHIKH 2 10 4 ¢ BTOpPaTa
MpeIBAPUTEHO HAIIbJIHEHA CIIPUHLIOBKA.
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4. Cien MHKEKTHPAHETO

IMpoBepere MACTOTO HA WH:KEKTHPAHE

Moske 1a Ma MaJTKO KOJTMYECTBO KPBB WIIM TEYHOCT Ha MACTOTO HA WHXKeKTupaHe. [IputucHere
BHUMATEITHO MSICTOTO HAa MHXKEKTHPAHE C Mapye MaMyK WK MaplieH TaMITOH, JIOKaTO KbPBEHETO CIIpe.
He pastpuBaiite MACTOTO Ha MHKEKTHPAHE.

AKoO € HeoO0X0IMMO, TIOKPUHTE MACTOTO Ha MHXKEKTHPAHE C TIPEBPH3KA.

Cera WHXEKTHPAHETO € 3aBbPITIECHO!

H3xBBpJieTe ynoTpedeHaTa npeABapuTeJHO HATbJIHEHA CIPUHIIOBKA

CrnoskeTe U3MON3BaHaTa MIPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA B KOHTEHHED 32 OCTPH MIPEIMETH
BeJHAra ciiesi ynorpeoara.

Korato koHTEIHEPHT € MbJIEH, U3XBBHPJIETE KaceTara Cliope]l yKazaHudTa Ha Baius nekap win
MEIUIMHCKA CEecTpa.

He u3xBBpIANTE NpeABAPUTETHO HATBJIHEHATA CIIPUHIIOBKA B IOMAIIHUTE OTMAbIIH.

He penmknupaiite KOHTEMHEpa 3a OCTPU MPEAMETH.
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JlucroBka: undopmanus 3a norpeduTeNs

Tremfya 200 mg nHKeKIMOHEH PA3TBOP B NMPeIBAPUTEIHO HAITbJIHEHA MHCATKA
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, PN 1a 3all0YHETe /12 U3IM0J3BaTe TOBA

JIEKapCTBO, Thil KaTO THA ChABLP:Ka Ba:xkHa 3a Bac undgopmanus.

- 3amazere Tas3u JUCTOBKA. MOXe 1a ce HAIOXH J1a S IPOYETETE OTHOBO.

- AKO uMaTe HIKaKBU JIOMBIHUTEIHHA BBIIPOCH, ITonuTaiiTe Bamus ekap, papmareBt niu
MEIUIUHCKA CEecTpa.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro npeoTrcThnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIr, He3aBUCHMO Y€ TPU3HAIMTE HA TAXHOTO 3a00JsIBaHe ca ChIUTe KaTto Bammre.

- AKO TIONTyYnTe HAKAKBU HEXEJIaH! PEaklluy, yBeroMeTe Bamus ekap, uin gpapmareBT nin
MCIOUIIMHCKA CECTpa. ToBa BKiII0YBa M BCUYKHU BH3MOKHU HEXKEJIaHU p€aKknnun, HEOIMMCaHU B
Ta3| JUCTOBKA. BiwkTe Touka 4.

Kakso CbABbPpPiKa Ta3u JIMCTOBKA

Kakso npeacrasnsBa Tremfya u 3a kKakBoO ce U3Moa3Ba
Kakso Tps6Ba na 3Haere, npeau aa usnonssate Tremfya
Kak na usnonssare Tremfya

BB3MOXHU HEXETaHU peakuu

Kak na cexpansBare Tremfya

ChbabpkaHye Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AR S e

1. Kakso npeacrasasia Tremfya u 3a kakBo ce u3noj3Ba

Tremfya cbapprka akTUBHOTO BEIIECTBO I'yCEIKYMal, KOWTO MpeACTaBIIsABa BU IPOTEHH, HAPEUCH
MOHOKJIOHAJTHO aHTHUTSIO.

ToBa nexkapcTBO AelcTBa KaTo OJIOKHpa aKTUBHOCTTA Ha POTenH, HapedeH [L-23, koiiTo ce oTkprBa B
NOBHUIIIEHU HUBA IIPH XOPa C YJILEPO3eH KOIuT U Oonect Ha KpoHn.

Yiuepo3en KoauT

Tremfya ce n3non3Ba 3a IeueHHE Ha BH3PACTHH C YMEPEH JI0 TEXKBK YIEPO3CH KOIUT —
BB3NATUTETHO 3200Js1BaHe Ha YepBaTta. AKO MMaTe YIIepO3eH KOJHT, ITbPBOHAYAITHO Iie Bu Obaat
JIQJICHU IPYTH JIEKapcTBa. AKO HE Ce MOBJIMSIETE JOCTATHYHO JI0OPE WU HE MOXKETE JIa TIOHACATE TE3U
JeKapcTBa, Moke 1a Bu 0b1e npunoken Tremfya.

[Ipunaranero Ha Tremfya npu yiuepo3eH KOJIUT MOXKe 1a Bu moBnusie GJ1aronpusiTHO, KaTO HaMalu
NpU3HALKMTE U CUMIITOMUTE Ha 3a00JsIBAHETO, BKIIOYUTEIHO KbPBABUTE M3MPaKHEHUS, HEOTIOKHATA
HyX/1a ¥ Oposl Ha MOCEIIEHUATa B TOaJleTHAaTa, KOpeMHaTa 00JIKa U Bb3MAJICHUETO Ha JIMTaBUIlaTa Ha
yepBaTa. Te3u eekTr Morat aa mogoopsT cnocodHocTTa Bu 1a n3BbpIIBaTe HOPMAIHU €KECTHEBHU
JEHHOCTHU | J]a HAaMaJISIT yMoparTa.

Boaect na Kpon

Tremfya ce nsnon3Ba 3a JeuyeHUe Ha Bb3PACTHH C YMEpeHa A0 TexkKa (hopma Ha Oonectra Ha Kpon,
BB3MAINTETHO 3a00JsiBaHe Ha yepBaTa. Ako nMare Oonect Ha Kpon, mepBo mie Bu ce magat npyru
JeKapcTBa. AKO He ce MOBIHUIBATE JIOCTATHYHO OT TE3H JICKAPCTBA WIIM HE MOXKETE JIa TH TIOHACSTE,
Moxe 1a Bu ce mpunoxu Tremfya.

VYnorpebara va Tremfya npu 6onecrra Ha Kpon Moxxe 1a Bu ObJ1e OT mmosnza 3a HamassiBaHe Ha
NPU3HAIMTE U CUMIITOMUTE Ha 3a00JSIBAHETO KATO JHapHsi, KOpEeMHa 00JIKa M Bh3MaleHHEe Ha
JMTaBUIlaTa Ha yepBara. Te3u edexT MoraT aa moxoOpsAT criocoOHocTTa Br 1a m3BbpIIBaTe
HOPMAaJIHU €XKEJTHEBHU JICTHOCTH U J1a HAaMaJIsT yMopara.
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2. Kakso Tpsi6Ba 1a 3Haete, npeau Aa u3noassare Tremfya

He u3znoga3saiite Tremfya

o aKo CTe aJepruiHu KbM I'ycelKyMad WM KbM HIKOS OT OCTaHAINUTE ChCTABKU Ha TOBA
JeKapcTBO (M30pOCHHU B TOUKa 6). AKO MUCITUTE, Y€ MOXKE JIa CTe aJleprUIHH, TIOCHBETBANTE ce C
Bammus nekap, npeau aa usnonssare Tremfya.

o aKo MMaTe aKTHBHA MH()EKIH, BKIIOUUTEIHO aKTHBHA TyOepKy103a.

IMpexynpexnaennsi u NpeAnasHu MepKU

l'oBopere ¢ Bamus nekap, papManeBT WM MEJUIMHCKA CecTpa, Ipean Aa u3nomssare Tremfya:

o aKo ce JIeKyBaTe 32 HHPEKIHS;

o aKko nmate MH(QEKIHs, KOsATO He IPEMHHABa MU HEMPEKHCHATO CE MOSBSBA OTHOBO;

o aKo “Mate TyOepKyJi03a MM cTe OWIIK B OJIM3BK KOHTAKT C YOBEK C TYOEpKYJ03a;

o aKO MHUCITUTE, Y€ NMaTe HHPEKIHS WIM UMaTe CUMIITOMU Ha UH(EKIHUs (BHXKTE TO-I0Ty
,BHAMaHue 32 HH()EKINH 1 aJIeprUYHN PEeaKInu);

. AKO HACKOPO CT€ MMaIM BAaKCHHALIMS WM aKo TPsAOBa Jja c€ BAKCUHUPATE M0 BpeMe Ha JICUEHHUE
¢ Tremfya.

AKO He CTe CUTYPHH JajIM HeLo OT TOpPHUTE ce oTHacs A0 Bac, roBopere ¢ Bamms nekap, ¢papmaneBt
WM METUIIMHCKA CecTpa, Mpeau Aa u3noissare Tremfya.

[Ipenu na 3amouneTe m3non3BaHeTo Ha Tremfya u o BpeMe Ha JIeYeHHUETO, MOXKe J]a € HAIOXH Ja Bu
6’I)IlaT HamnpaBCHU KPHBHU U3CJICABAHNS, 3a Ja CC€ IPOBEPU AaJIM UMATE BUCOKH HUBA HA
YepHOJIPOOHHUTE SH3UMHU, CIIOpe]] YKa3aHusTa Ha Bamwst nexap. [lopumenue Ha HUBaTa Ha
YepHOAPOOHHUTE €H3UMHU MOJXKE /1A CE IOJIy4H I0-YeCTO IIPU NalMeHTH, JIeKyBaHu ¢ Tremfya Ha Bceku
4 cegmuIy, OTKOJIKOTO IIPH NALMEHTH, JIeKyBaHU ¢ Tremfya Ha Bceku 8 ceqmuuu (Buxre ,,Kax na
u3nomsBare Tremfya” B Touka 3).

BaumaHue 32 HHpEKIHMU U aJTePrUYHU PeaKIuu

Tremfya noTeHIHAIHO MOXeE Jja MPESAU3BUKA CEPUO3HU HEKENIaHH ePEeKTH, BKIIOUUTETHO aJepruIHn
peakuuu 1 nHQekuy. TpsaodBa 1a BHUMaBaTe 3a MPU3HALY HA Te3H 3a00JIIBaHUsI, JOKATO IIpHeMaTe
Tremfya.

[Mpu3HanMTE WM CUMIITOMUTE HA MH(EKIMH MOXKE Ja BKIIFOUBAT IMOBUIIICHA TEMIIEpaTypa WK
TPUTIONIOIOOHH CUMITTOMH, MYCKYJIHU OOJIKH, KallTMIIA, HEOCTHT Ha Bb3IyX, ApeHe NPU YPHUHUPAHE
WJIN YPUHUPAHE IT0-9€CTO OT OOMYaifHOTO, KPBB B XpaduKUTE (CITy3Ta), 3aryda Ha TETJIo, THaAPHUs WIITH
0oJka B cTOMaxa, TOIUIA, 3a4epBeHa WM 0OJIe3HEHA KOXkKa, MU Bh3MAJICHH YYaCThIIU IO TSIIOTO.

CepHo3HH aJIepruIHy peakiuu ca HaomoxaBanu ¢ Tremfya. CHMIITOMHUTE MOXE /12 BKIIOYBAT
MoTyBaHE Ha JIUIETO, YCTHUTE, yCTaTa, €3UKa WK I'bPJIOTO, 3aTPYAHCHO MPETThIIaHe WIH JUIIAHE,
MPUMAJSBAaHE WU 3aMasHOCT B ypTuKapusl, (Bkre ,,Cepro3HU HeKEIaH! PeaKIuu“ B TOUKa 4).

Cropete ynorpebata Ha Tremfya u kaxxete Ha Barmms nekap Wi noTbpcere He3a0aBHO METUITMHCKA
MTOMOIII, aKO 3a0€JIeKUTE HIKAKBY NPU3HALM, TOKA3BaIl Bh3MOXKHA CEPHUO3HA AIePTUYHA PEaKITUs
WTH THQEKITHSL.

Jena u roHomIu
Tremfya HE CC€ IpCHOopbUBa 3a ACLA U FOHOIIHA 110 18—FO,Z[I/IHIHa BB3pacT, 3al10TO TOH HE € Mpoy4BaH B
Ta3M Bb3pacToBa IpyIa.

JApyru nexkapcrBa u Tremfya

Kaxere na Bamms nexap unu gpapmanesT:

. aKO M3I0J3BaTe, HACKOPO CTE M3ITOJI3BAJIN WM € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKAPCTBA.

. ako Hackopo Bu e npaBeHa wiu TpsiOBa aa HanpaBuTe BakcuHaumsa. He Tpsi6Ba na Bu ce
MpuIarat HIKOW BaKCWHHW (PKMBH BAaKCUHHM), OKaTO u3non3eare Tremfya.
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bpeMeHHOCT U KbpMeHe

. Tremfya He TpsOBa Ha ce U3MOI3Ba IO BpeMe Ha OPpEeMEHHOCT, Thil KaTo e(peKTUTE Ha TOBA
JIEKapCTBO MPH OPEMEHHU >KEHH HE ca M3BECTHH. AKO CTe KEeHa C AeTepOoJIcH MOTSHIUA,
npenopbyBa ce J1a u30sArBare aa 3adpeMeHsiBaTe 1 TpsAOBa Ja mpuiiarate moAXOAsIa
KOHTpaIenIus, 10KaTo u3noissate Tremfya u B mpoabbkeHrne Ha Hail-Maliko 12 ceaMuIy cien
nocneanata 1o3a Ha Tremfya. ['oBopere ¢ Bamms nexap ako cre OpemMeHHa, cMsITaTe, Y€ MOXKe
Jia cte OpeMeHHa WM IUTaHUpaTe OpEeMEHHOCT.

o l'oBopere ¢ Bamus nekap, ako KbpMUTE WK IIaHUpaTe 1a Kbpmure. Bue u Bammst nexap
TpsiOBa Jla peluTe Aaju e KbpMUTE WK 11e n3nonspate Tremfya.

Ilopupane u padora ¢ MAILIMHU
Masko e BepositHo Tremfya na moenusie criocooHocTTa B 32 odmpane wim pabora ¢ MamuHy.

Tremfya cbabpska nmosmcopoar 80

ToBa nexapcTBo chabpika 1 mg nmonucopbar 80 BbB BCsIKa MPEIBAPUTEIHO HAIBJIHEHA ITHCANIKA,
KOMTO ca ekBUBaJieHTHH Ha 0,5 mg/ml. [TomucopOaruTe Morar aa NpUYMHAT aNepPrUYHI PEaKIINH.
TpsbBa ga kaxkete Ha Bamms jgexap, ako UMaTe YCTAaHOBEHH aJleprui.

3. Kak na nznoasBare Tremfya

Bunaru n3nosn3BaiiTe ToBa JIeKapcTBO TOUHO KakTo Bu e kazan Bamusrt nekap. AKo He CTe€ CUTYPHU,
nonuraiiTe Bamus Jiekap uiu GpapMarenT.

Kakso koimmuecTBo Tremfya ce npuiiara u 3a KoJIKO Bpeme
Bammst nekap 1ie pemm KojaKo ABIro e TpsioBa aa u3non3sare Tremfya.

Yauepos3eH KOJIUT

HauaJjio Ha JieueHueTo:

. [IspBata no3a Tremfya e 200 mg u e Bu ce npunoxu ot Bamms nekap nim MeIumuHCKA
cecTpa 4pe3 MHTpaBeHO3HA HH(GY3us (KalKOBO BBB BeHa Ha phKkaTa). Cien mbpBaTa J103a 11
NOJYYHTE BTOpA J103a ciiel 4 ceaMHUIIH, a ciie]] TOBa U TpeTa 03a cief omie 4 CeIMUIIN.

Hopxbpaanio JeyeHune:

IMonmbpxama no3a Tremfya 100 mg i 200 mg e Bu ce npuiara upe3 HHKEKIUs 10T KoxKaTa

(TToIKOXKHA MHXKEKIHs). Bamusr ekap 1ie perm Kos HorbpKaia 032 e MoJIyduTe:

. Jo3a ot 100 mg m1e ce mpuIoKu 8 CeAMUITH CIIe] TpeTaTa J03a OT 3all0YBaHe HA JICUCHHUETO, a
CJIe]l TOBa Ha BCEKH 8 CEIIMUIIH.
o Jlo3a ot 200 mg mie ce mpuiioku 4 CeAMHULIN CIIe ] TPeTaTa 1032 OT 3aII0YBaHE HA JICUCHHUETO, a

CJIe]I TOBa Ha BCEKU 4 CeIMMUIIN.

Bosnect na Kpon

HauaJjio Ha JieyeHneTO:

JleueHneTo MOXKeE J1a ce MPUIIOKH Ype3 HHTPABEHO3HA HH(PY3HS UK Upe3 MOIKOKHO TPUIIOKEHHE:

. WuTtpaBenosna uadysus: [Ispeara no3a Tremfya e 200 mg u e Bu ce npunoxxu ot Barmust
JieKap WM MEAMLMHCKA CeCTpa Ype3 MHTpaBeHO3HA MH(Y3Hs (KallKOBO BbB BEHA Ha PHKAaTa).
Cren mppBata J103a 1€ NOJIy4uTe BTOpa 403a cliea 4 CeIMUIIM, a CIIe]] TOBa U TPeTa 103a Ciel
omre 4 ceMHUIIN.

. [MoaxosxHo npuinoxkenue: IIspsara no3a Tremfya e 400 mg u me Bu ce npuinoxu moxa KoxkaTa
(TTOIKO’KHA MHYKEKIINs ), KATO MOXKeE J1a ce MTPaBU Ha pa3iuyHu MecTa Ha Tsutoto. Cies mbpBaTta
J103a 111e TIOJIy4uTe BTOpa 032 ciie 4 ceIMUIIM, a Ciiel TOBa U TPeTa J103a cief oe 4 CeIMULIH.

HMomabpikama Tepanus:

Monawspxama noza Tremfya 100 mg nm 200 mg nie Bu ce npuinara upe3 HHXEKIUS 1MOJT KoXKaTa

(momKoXKHA MHXKEKIHKs ). BamusT nekap e pemmu Ko oA xbpKalia 1032 e MOJIyJuTe:

. Jo3a ot 100 mg 111e ce MpIIoXKHU 8 CeMUITU CIIe]T TpeTaTa J03a OT 3all0YBaHe HA JICUCHHUETO, a
CJIe]l TOBa Ha BCEKH & CEIIMUIIH.
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° Ho3a ot 200 mg m1e ce npuinoxu 4 ceAMUIM Clie]] TpeTaTa A03a OT 3all04YBaHE HA JICUCHUETO, a
clie]l TOBA Ha BCEKU 4 CEIMUIIH.

Bue 3aenno ¢ Bamms nekap Moxe 1a pemunTe, 4e MokeTe aa npuiarare Tremfya camu, Kato B TaKbB
ciydail Bue e O0bpaete noaxonsmo odyueHn Kak Aa uwkektupare Tremfya. ['oBopere ¢ Bamus
JieKap WM ¢ MEJUIIMHCKA CECTpa, aKO UMATe HAKAKBU BBIPOCH OTHOCHO CAMOCTOSTEIHOTO
WHXXEKTUpaHe. BaxkHO e J1a He ce OmuTBaTe Jia ce MHKEKTHPaTe CaMH, IOKaTO He CTe 00yYeHH OT
Bamus nexkap wim MeIuIMHCKa cecTpa.

3a noapoOHM yKa3aHHsl OTHOCHO yrorpebara Ha Tremfya npouerere BHUMATEINHO ,, YKa3aHHATA 32
yrnorpeba“ npeau ynorpedara, KOUTO ca BKIIOYCHHU B KAPTOHEHATA OIIAKOBKA.

AKO cTe npueJiu moBeye oT HeodxoaumaTta no03a Tremfya
AKO CTe MoITydnin IoBede oT HeoOxoanmara no3a Tremfya unu mo3ara € nmpruitokeHa mo-paHo OT
MPEeITUCaHOTo, YBeqoMeTe Bammms nexap.

AKko cTe nponycHanu 1a u3noJussare Tremfya
Ako 3a0paBuTe Ja HHXeKTUpaTe no3a Ha Tremfya, yBegomere Bamus nekap.

AKo cTe cripesu ynorpedara Ha Tremfya
He tpsi6Ba na crimpare ynorpebara Ha Tremfya, 6e3 1a roBopure mbpBo ¢ Bammmst tekap. Ako cripere
JeYeHNeTo, BammTe cuMnTOMN MOJKe J1a e TOSBSIT OTHOBO.

AKO MMaTe HIKaKBU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, IIOMHUTAINTE
Bamus nexap, papManeBT WiIM MEJULIMHCKA CECTpa.
4. Bb3MOKHN HelKeJIaHU peaKklun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAMN3BHUKA HEKCIIaHU PpE€aKIIUH, BHIIPEKU Y€ HC
BCCKH T'Y IIOJTy4aBa.

CepHo3HHT HeKeJAHN peakiiuu
Ka;xeTe Ha BaH_II/I}I neKap NI HOT’prCTe H63a6aBHO MCIHUIITMHCKA ITOMOII, aKO HOJIy‘-II/ITe HSKOA OT
CJICOHUTEC HECXKCIIaHU peaK].[I/II/II

Bb3MOKHU cepuO3HM aJIePruvyHu peakuun — (Moxke na 3acersat no 1 Ha 100 mymm) mpu3HanuTe
WJIH CUMITOMUTE MOXKE Jla BKIIFOUBAT:

o 3aTpyIHEHHE MIPH JUIIIaHE U I'BIITAHE

o MOTlyBaHe Ha JINIETO, YCTHUTE, €3UKa WIIH I'bPIIOTO

o CHJIEH ChpOE’K Ha KOXaTa C YepBeH OOpPUB MM ITBITKH
[ ]

IIpuMaIsiBaHC, HUCKO KPBbBHO HAJIATAHC UJIU 3aMassHOCT

JIpyru HeskeJIaHU peaKIuu
HpeI[CTaBeHI/ITC IMO-A0JY HCXKCJIaHU PCAKIUU Ca JICKU 10 YMCPCHU. AXO HAIKOS OT T€3H HEXKEIIaHU
PCaKIUn CTAHC TCIKKA, KAXKCTC He3a0aBHO Ha Barus JICKap, (bapMaL[GBT njin MCAUIHUHCKA CeCTpa.

MHoro 4ecTH (MOXe 1a 3acerHar moBede oT 1 Ha 10 gymmm):
- MH(DEKINY Ha TUXATEITHUTE ITHTUIIA

Yectu (Moxe na 3acersat no 1 Ha 10 gymm):

- riaBo0osme

- Ooka B cTaBUTE (ApTpaNITHs)

- TapHst

- MTOBHIICHO HUBO HAa YEPHOAPOOHHUTE €H3UMH B KPBBTa
- KOXEH 00puB
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Heuectu (Moxe na 3acerrar mo 1 #a 100 mymm):

- MIOHWKEH Opoii Ha BUJI Oe)n KPBBHU KIIETKH, HAPEUEHH HEYTPOPHITH

- UH(EKIMU C XePIIeC CUMILICKC

- rpOMYHA MHEKIUS Ha KOXKAaTa, HalpuMep MEXTy MPBCTUTE Ha KpakaTa (Harp. aTjeTHO
CTBIIANIO)

- CTOMAIITHO Pa3CTPONUCTBO (TaCTPOCHTEPHT)

- YPTHKApHUS

- 3auepBsBaHe, Apa3HEeHe MM 00JIKa Ha MSCTOTO HA MHXKEKTHPAHE

Penxu (Moxe na 3acernar g0 1 Ha 1000 mymm):
- aJiepruyHa peaxius

Cho01uaBaHe HA He:KEJIAHH PeaKINA

AKO TIONTyYHTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEaKIINH, yBenoMere Bammus nexap, hapManeBT Win
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA BCHUKH BH3MOKHHU HEOITMCAHU B Ta3U JIMCTOBKA HEXEJIAHH
peakimu. MoxeTe chIIo J1a ChOOIINTE HEXKENaH! PEaKIny TUPEKTHO Ype3 HAIlOHATHA CUCcTEMa 3a
CchOOIIIaBaHE B

WznbiHUTEIHA areHIys 10 JIeKapCcTBaTa

yi. ,,Jlamsin I'pyeB® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebOcaiT: www.bda.bg

Karo crobmiaBaTe HexxeaHU peakiui, MOKETE J1a IaJISTe CBOs IIPUHOC 3a MoJydyaBaHe Ha ITOBEUE
MHQOpMAaIUs OTHOCHO 0€30MaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak 1a cexpansiBate Tremfya
[a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIA.

He u3non3Baiite TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, OTOENsI3aH BEPXY €TUKETa Ha
MpeIBapUTETHO HAIThTHEHATA THCAaJKa ¥ KapToHeHaTa onakoBka cien “EXP*/, 'onen no:”. CpokbT
Ha TOJHOCT OTTOBaps Ha TOCIEAHIS JICH OT ITOCOYCHUS MECEII.

C’LXpaHHBaﬁTe IpeaABAPUTCIIHO HAITBJIHCHATA MMCAJIKa B KAPTOHCHATA OIIAKOBKA, 3a 1a CC NMPCAIa3nu OT
CBCTJIMHA.

Ja ce cpxpanssa B xnagumHuk (2°C—8°C). Jla He ce 3ampazsBa.
Ja He ce pa3kJiamia.

He u3nosnsBaiite ToBa 1eKapcTBO, aKO 3a0€NEKUTE, Y€ JIEKAPCTBOTO € MBTHO, C IPOMEHEH LBSIT WX
chABpKa rosieMu yacTuny. Ilpeau ynorpeda u3BajeTe kKapTOHEHaTa OMIAKOBKA OT XJIAJMIIHUKA,
OcTaBeTe IIPEABAPUTEIIHO HAITbIHEHATA IIMCAJIKA B KAPTOHEHATa OIIaKOBKA Ja JOCTUTHE CTaliHa
TemIeparypa, kato uzgakare 30 MUHYTH.

ToBa jekapcTBO € caMo 3a eAHOKpaTHA ynoTpeba. He u3XxpbpiisiiTe JiekapcTBaTa B KaHAIH3AIMSTA
WIH B KOHTeWHepa 3a JoMartau oTrmaaein. [lomuraiite Bamms gpapmareBT kak 1a U3XBBPIISTE
JIeKapcTBaTa, KOUTO BeUe He U3IoN3Bare. 1e3u MEepKH Il CTIOMOTHAT 3a Ola3BaHe Ha OKOJHATA Cpefa.

6. Chabp:kaHue HA ONAKOBKATA M TOMbJIHUTETHA HHpopManus

Kaxkso cpabp:ka Tremfya

- AKTUBHOTO BEILECTBO € I'ycenkymald. Besika mpenBapuTenHO HamrbJIHEHA MUCAIKa ChIbpKa
200 mg rycenkymab B 2 ml pa3TBOp.

- Jpyrute cbCTaBKHU ca XUCTUAMH, XUCTUAMHOB MOHOXUAPOXJIOPHI MOHOXHApPAT, oiucopoat 80
(E433), 3axapo3a u BoJa 3a HHKEKITHH.
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Kak n3raexna Tremfya u kakBo cbIbp:ka oNaKoBKaTa

Tremfya e OuCTBp, OS31BETEH 10 CBETIOKBAT HHKEKIIMOHEH pa3TBOp (MHKeKIws). Toi ¢ HaT4eH B
OITaKOBKH, ChABPIKAIIM €HA MTPEIBAPUTEITHO HAITLTHEHA TUCANKA, ¥ B TPYIIOBU OMAKOBKH, ChCTOSIIN
ce OT 2 KAPTOHCHU OMAKOBKH, ChBPIKAIIY 110 | MpeBapUTEeITHO HAITbITHEHA THcanka. He Bcuukn
BHJIOBE OITAKOBKH MOTAT Ja ObJIaT IMyCHATH B MIPOaxo0a.

IIpuTexaTten Ha pa3pelIeHHETO 3a YIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IpounsBoauTen
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus

3a I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKApCTBO, MOJI, CBbP’KETEC CC C JIOKAJIHUA NPCACTABUTCIT HA

IpUTEKaTeNs] Ha pa3pelIeHneTo 3a ynoTpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbarapus

»JokoHCHH & JxoHCHH brarapus” EOO/]
Tem.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
Tel.: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 45 94 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: 0 800 086 9247 / +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee(@its.jnj.com

EAMGdo

Janssen-Cilag ®appokevtik) Movonpocmnn
A.EB.E.

TmA: +30 210 80 90 000

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
It@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD.
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00

jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300
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Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jisafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@yvistor.is

Italia
Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1

janssenita@its.jnj.com
Kvmpog

Bapvapoc Xattnmavayng Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Polska
Janssen-Cilag Polska Sp. z o0.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romaénia
Johnson & Johnson Roméania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Tfn: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tel: +46 8 626 50 00
jacse@its.jnj.com

JlaTa Ha mocJeaHo NpepasriekaaHe Ha qucTtoBkara 07/2025

ITonpoOHa nHpOpMaIHs 3a TOBA JIEKApCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
T0 JIeKapceTBara: https://www.ema.europa.eu.
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Yxkazanus 3a ynorpeda
Tremfya
200 mg MHKeKIUOHEH PA3TBOP B MPeIBAPHTETHO HAITbJIHEHA MU CAJIKA

YCTPOWCTBO 3A ETHOKPATHA YIIOTPEBA
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Baxkno
Tremfya ce mpejiara KaTo npeIBapuTEIIHO HAITBJIHEHA MHCAJKa 3a ¢IHOKpaTHa yrorpeoa,
chAbpAkaIia eqna go3a ot 200 mg.

BammsaT jgexap me Bu kaxe 1anm nMate HyAa ot ynorpeéara Ha 1 uiam 2 npeABapuTeTHO
HAITbJIHEHH MUCATKH.

Axo Bammusat nekap peuiu, ue Bue unu 4oBeKbT, KOUTO ce Tprku 3a Bac, MmoxeTe 1a nmocrassare
umkekunte ¢ Tremfya Bkbim, Bue TpsiOBa 1a mpeMuHeTe 00y4YeHHE 32 IPaBUIHHS HAYHH Ha
MIPUTOTBSHE U WHXKEKTHpaHe Ha Tremfya ¢ u3moi3BaHe Ha MPEIBAPUTEIIHO HAITBJIHEHATA ITUCAIKA.
Mo mpodeTeTe TE3M yKa3aHusl 3a yrnoTpeba, mpean aa u3noispare Tremfya mpenBapuTeTHO
HaITbJIHEHA MHUCAJIKA U BCEKU ITbT, KOraTo MOJYyYUTE HOBA MPEABAPUTEIIHO HATbJIHEHA NTUcaika. Moxe
Jla iMa HoBa nH(popMaliusa. ToBa yka3aHue 3a yroTpeda He 3aMecTBa pa3rosopa ¢ Bamus jiekap
oTHOCHO Bariero 3a0ossBane win jeueHrueTo Bu. Mo, npeau 1a 3aroyHeTe HHKEKTUPAHETO,
BHUMATEITHO IIPOYETETe U JIMCTOBKATA U 00CheTe ¢ Bamms nekap win ¢ MeUIIMHCKA CeCTpa BCUIKU
BBIIPOCH, KOUTO MOXKE Ja UMATe.

Besika Tremfya IpEeABAPUTCIIHO HAITBJIHCHA IMUCAJIKA MOKE Ja CC U3II0JI3Ba CaMO BCHBXK. I/I3XBT>pJ'I6TC
MIpeABAPUTCIHO HAITBJIHCHATA MMUCAJIKA (BI/DKTG CrbIKa 4) CJIC CAHOKPATHO MPUIIOKCHUC, 1OPU U 1a
HMa OCTaHaJIO JICKApCTBO B HEA. He n3non3paiite IMOBTOPHO NPCABAPUTCIIHO HAITbJIHCHATA ITUCaJIKa.

m HNupopmanus 3a cbXpaHeHue
CpxpaHsaBaiiTe B XJIaJWIHUK IIPH TemnepaTypa ot 2° no 8°C.
Jla He ce 3aMmpa3sBa.
He pasknaimaiite npeaBapuTeaHO HAITBJIHEHATA IUCAJIKA.
CbxpaHsiBaiiTe IpeABAPUTETHO HATBJIHEHATA NMHCAJIKa B OPUTHHATHATA ONIAKOBKA, 32 [1a ce
Npeanasy OT CBeTJIMHA H (U3HUecKO YBpPeKIaHe.
Coxpanssaiite Tremfya u Bcuukm JiekapcTBa Ha MACTO, HEAOCTBHITHO 32 Jiena.

>
\o
Hmarte Hy:xk1a OT moMonn?

Obanere ce Ha Bamms nekap, 3a 1a My 3aaieTe BCHIKHA BBIIPOCH, KOUTO MOJXKE Jia UMare. 3a
JIOTTBTHUTEITHA TTOMOIII WJTH 32 Ja CIIOJICIMTE BAIIeTO MHEHHUE, BIXKTE B IUCTOBKATa MH(OpMaIHITa 3a
KOHTaKT ¢ Bamms MmecteH npeacTaBuTen.
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Onucanue HA NPeABAPUTETHO HAITBJIHECHATA MMHUCAJIKA

IIpenu ynorpeda
[ S |

Caen ynorpebda

Byranoto

U3ITBIIBA

IIPO30PUYETO

=]

IIpo3opue
AKbar npeanazure
Ha WrJjaara
TBHKa cKpUTa Uria IIle nmaTe Hyxkna OT:

e 1 niam 2 npeABApPUTEJHO HAITbJIHEHH
MHUCAJIKH CIOPEN A03aTa, IPeANUCAaHa OT
Kanauxa Bamms sgexap
He maxaiite Te3u MaTepuaiu He ca BKJIYEHU B
Kamaykara, 10KaTo OITaKOBKaTa:
He CTe rOTOBH /A2 * TAaMIIOH CbC CIIUPT
MHIKEKTHPaTe (BHXKTE * Map4e MaMyK WJIN MapJieH TAMIIOH
Creiika 3) * aJxe3MBHA NpPeBPb3Ka
* KOHTeliHep 3a ocTpu npeamertn (Broxre
CThIIKa 4)
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1. IlpuroTBeTe ce

200 mg
1 npeABapUTEIHO I]
HAITbJIHEHA MUCAJIKA

400 mg
2 IpeaBapUTEIHO
HaNn'bJIHEHH NMUCAJTKH

i

IIpoBepeTe 103aTa cH, 32 1a BUAUTE AAJIH Ie TPAOBA Aa u3noJ3Bare 1 niu 2 npeaBapuTeIHO
HaIlbJIHEHU NMHUCAJIKH, U TIperJiefaiTe KApTOHeHaTa(1Te) ONAKOBKa(M)

W3Banere kapToHeHaTa(UTE) OMAKOBKA(M) C IPEIBAPUTEITHO HAITBIHEHATA MTUCANKA OT XJIAUITHUKA.
IIpoBepeTe 1aTaTa HA CPOKA HA TOAHOCT (, ] 0€eH 10:) BEPXY KapTOHEHATa OMAaKOBKa.

He u3mnonsBaiiTe mpeIBapuTETHO HAITBIHEHATA TTUCAIKA, KO CPOKBT Ha TOJHOCT € H3TEKBJI HIIH aKO
3ale4aTBaHETO HA KAPTOHEHATA OMAKOBKA € HApYIICHO.

Obanere ce Ha Bamms nekap wim ¢apManeBT 3a HOBa IPEIBAPUTEIHO HAITBITHEHA THCAITKA.

UauaKaiite
30 -

MUHYTH
' .

Ocragerte Tremfya na nocTurse craifHa Temneparypa

IToctaBere kapToHeHaTa(UTe) ONMAKOBKA(M) BHPXY paBHA MOBBPXHOCT HA CTaifHa TemMrepaTypa 3a
npubau3uTeaHo 30 MUHYTH IIpeau ynoTpeoa.

He 3aTtoruisiiTe npeJBapUTEIHO HATBJIHEHATA MTUCAJIKA 10 HUKAKbB JPYT HAYMH.
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2. IlpuroTBeTe ce 3a MH:KEKTHPaHe

IIpoBepeTe TEYHOCTTA B PO30OPUETO, 32 /1A C€ YBEPHUTE, Ye TH € 0e31[BEeTHA JI0 CBETJI0XKbJITA
W3Bajiete npeBapuTEIIHO HAITBIHEHATA IMHCANIKA OT KAPTOHEHATA OMaKOBKA.

[IpoBepeTe TeyHOCTTA B IIp030pUeTo. T TpsiOBa aa Obje Oe3lBeTHA 10 CBETIONKBITA U MOXKE J1a
ChIbPIKA MKW OCJTU WK MPO3PAYHH YaCTHIH. MOXKe ChINO Ja BUANTE €THO WM MOBEYE BH3AYIIHU
MeXypuerTa.

ToBa e HOpMaJTHO.

He unxektupaiite, ako TEYHOCTTA €:

° MBTHa,
. C IPOMEHEH UBAT WU
° HMa roJeMHU YaCTHUILIH.

Axo He cTe curypHH, o0aerTe ce Ha Bamust iekap win apMarieBT 3a HOBa MPEIBAPUTEITHO
HaITbJIHCHA ITHCAJIKA.

.

H30epeTe MACTO Ha MHAKEKTHPaHe
U36epete HAKOM OT ClIEeIHUTE YHaCThIHU 32 HHKEKTUPAHE:

o [Mpeana vacT Ha Gexpara
. JonHa yacT Ha Kopema
He nmxextupaiite B 001aCTTa Ha 5 CAHTUMETPA OKOJIO ITBIIA.
o 3agHaTa yacT Ha MUIIHUIKTE (AKO APYT IMOCTABS MHKEKIMATA)

AKo Tpsi0Ba /1a HATIPABUTE 2 HHKEKINH 32 MOJIyYaBaHe HA IbJIHATA /1032, H30epeTe pa3IudHu
y4acThIU WK OCTABETE NMOHE 5 cCM Pa3CTOsIHUE MEMK/Y MecTaTa Ha NHIKEKTHPaHe.

He nmxextupaiite B Oone3HeHa, HACHHEHA, 3a4epBeHa, JIOIIeIa ce, yaedeneHa koxa. 3osreaiite
YYacThIM ¢ OeJIe3u WIN CTPHU.
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H3muiiTe pblieTe CH M MOYKMCTETEe MACTOTO 32 HHIKEKTHPaHe

W3muiiTe 1o00pe phIETE CH ChC CallyH U TOILIA BOJA.

[TouncreTe M30paHOTO MACTO HA MHKEKTHUPAHE C TAMIIOH ChC CITUPT M IO OCTABETE JIa U3ChXHE.
He noxocpaiiTe, HE BeliTe U HE IyXalTe BbPXY MICTOTO 3a MHKEKTUPAHE, CIIe]l KaTO CTE I'0
MTOYUCTIIIH.
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3.  Huxextupaiite Tremfya c npeqBapuTe THO HAMBJHEHATA MUCATKA

<

Inl

MaxHete Kanmaykarta, KoraTto ¢Te¢ roroBu 3a HHXKCKTHpPaHe

He noxocBaiiTe :bJITHS NPeANa3UTe] HA UIIaTa!
ToBa MOke fja 3aII04HE UHXKEKTUPAHEeTO U Bue HAMa fja moaydure 10o3ara.

M3abppnaiiTe kanaukara npapo Hanpen. HopmanHo € 1a BUAUTE HAKOJKO KallKu TEYHOCT.
HNnkextupaiite Tremfya B paMKkuTe Ha S MUHYTH cJIe[] OTCTPAHSBAHETO HA KANla4yKaTa.

He mocrassiite kanaykaTa 0OpaTHO, Thi KaTO TOBA MOKE J1a YBPEIH UTJata.

He m3non3BaiiTe mpeABapuUTETHO HATBIHEHATA MTUCATIKA, aKO CTE Sl M3ITyCHAIIN CJIe]] OTCTpaHsIBaHe Ha
Karaykara.

Obazere ce Ha Bamms nekap unu ¢apmaneBT 3a HOBa NPEABAPUTEIHO HAITBIHEHA MTUCAITKA.

1-Bo
IpPaKBaHe

—L_

IlocTaBeTe NpeaBapuTe/IHO HAITBJIHECHATA NMUCAJTKA JUPEKTHO BbLPXY MACTOTO HA MHIKCKTHPaHE,
CJiel TOBA HATHCHETE U 3a/IPBIKTE

He noBauraiite npeBapuTe/;IHO HAITbJIHEHATA MUCAJIKA 110 BpeMe HA HHKEKTHPAHeTo!
AKO T0 HampaBuTe, XXBIATHAT TPEANa3uTel Ha UTJIaTa e CE 3aKJIFOYH U HAMA J1a TIOJIY4YHUTe Is1aTa
J03a.

ITocTaBeTe mpenBapUTEIHO HAITBIHEHATA MUCATKA JUPEKTHO BHPXY MSCTOTO HA MHXKEKTUPAHE C
JKBJITUS TIPEATIa3uTeN Ha UTIaTa BhPXY KOXaTa u Ipo30pueTo KpM Bac.

HartucnHere nmpeaBapuTeIHO HAITBIHEHATA MUCAIKA HAOMY W IPOABIDKABANTe 1a MPUTHCKATE BBPXY
KO>KaTa.

230




IIle yyeTe MbPBOTO HIPAKBaHe.

TN
10
Ce](y]-l}:[l/l

2-po
IpaKBaHe

_/—/
a
/7
e —

IIpoawkaBaiiTe 1a IbPKATE NPeIBAPUTEIHO HAITBJITHEHATA MHCATKA IPUTHCHATA BHPXY
KOaTa 3a 0k0J10 10 cekyHaH, 10KATO YyeTe BTOPOTO IPAKBaHe.
IToutu cte roToBu.

IIpoabakaBaiiTe Aa A1 IbPKUTE MPUTHCHATA BBPXY KOKaTa U ce yBepeTe, Ye NHIKEeKTHPAHETO e
3aBbPIIWJIO.
WmkeKkTupaHeTo e 3aBbpIINI0, KOraTo OyTajJoTo NpecTaHe Jia ce ABWKH U U3IIBJIHHU [IPO30PUETO.

I~
|

Baurnere npaso Harope
Axko npeanucanata Bu 103a Hajlara 1Be MHKeKLIMHU, IOBTOpPeTe CTHIIKM 2 10 4 ¢ BTOpPaTa
MpeIBAPUTEIHO HAITBJIHEHA MUCAJIKA.
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3. CJel HHKeKTHUPAHETO

IIpoBepeTe MACTOTO HA HHXKEKTHPAHE

Moske 1a Ma MaJTKO KOJTMYECTBO KPhB WM TEUHOCT Ha MACTOTO HA WHXKeKTupaHe. [IputucHere
BHUMATEITHO KOXKAaTa C TIapue MaMyK WIH MapJieH TaMIIOH, JOKaTO KbPBEHETO CIIpe.

He pastpuBaiiTe MSACTOTO Ha MHXKEKTUPaHe. AKO € HEOOX0UMO, IOKPHITE MACTOTO HAa HHKEKTUPAHE
C TIpeBpbH3Ka.

Cera HHXEKTUPAHETO € 3aBbPIIICHO!

H3xBBpJIeTe H3M0JA3BAHATA IPEJIBAPUTETHO HAITbJIHEHA MUCAJIKA U KalayKaTa

CroxeTe M3MOI3BaHATa MIPEIBAPUTETHO HAIThTHEHA MTHCAIKa B KOHTEHHEP 32 OCTPH NMPEAMETH
BeJIHAra Clie]] yroTpeoara.

Tps0Ba Ja U3XBBPIUTE KOLIYETO 32 OTHAIBLIM CIIOpE] YKa3aHuATa Ha Bamus nekap nin MeIuIMHCKa
cecTpa, KoraTo KOHTEHHEPHT € IIBbJICH.

He I/I3XBBpH;{I>’ITe MMPpEABAPUTCIIHO HAITBJIHCHATA ITHMCAJIKa B KOHTeﬁHepa 3a AoMalllHU OTIIaABbIIH.

He penmknupaiite n3nosi3BaHus KOHTEHHED 3a U3XBBPIIIHE HA OCTPU IPEAMETH.
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JlucroBka: undopmanus 3a norpeduTeNs

Tremfya 200 mg koHueHTpPAT 32 MH(Y3HOHEH Pa3TBOP
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NPeH 12 3all0YHETE /12 U3M0J3BaTe TOBA

JIEKapCTBO, Thil KaTO THA ChABLP:Ka Ba:xkHa 3a Bac undgopmanus.

- 3amazere Tas3u JUCTOBKA. MOXe 1a ce HAIOXH J1a S IPOYETETE OTHOBO.

- AKO uMaTe HIKaKBU JIOIBIHUTEITHHA BBIIPOCH, ITonuTaiiTe Bamus ekap, papmareBt nin
MEIUIUHCKA CEecTpa.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro npeoTrcThnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIr, He3aBUCHMO Y€ TPU3HAIMTE HA TAXHOTO 3a00JsIBaHe ca ChIUTe KaTto Bammre.

- AKO TIONTyYnTe HAKAKBU HEXEJIaH! PEaklluy, yBeroMeTe Bamus ekap, uin gpapmareBT nin
MCIOUIIMHCKA CECTpa. ToBa BKiII0YBa M BCUYKHU BH3MOKHU HEXKEJIaHU p€aKknnun, HEOIMMCaHU B
Ta3| JUCTOBKA. BiwkTe Touka 4.

Kakso CbABbPpPiKa Ta3u JIMCTOBKA

Kakgo npeacrasnsBa Tremfya u 3a KakBoO ce U3M03Ba
Kakso Tpsi0Ba na 3Haere, npeau Aa usnoinssare Tremfya
Kak na usnonssare Tremfya

BB3MOXKHH HEXXENaHU peakuuu

Kak na cexpansBare Tremfya

ChabpkaHue Ha OTIAKOBKATa M JOMBIIHUTEIHA HHPOPMALIUS

AR e

1. Kakso npeancrasasia Tremfya u 3a kakBo ce U3noJ/3Ba

Tremfya cbapprka akTHBHOTO BEIIECTBO I'yCEIKyMal, KOWTO MpEeACTaBIIsABa BU IPOTEHH, HAPEUCH
MOHOKJIOHAJTHO aHTHUTSIIO.

ToBa JlekapcTBO AeHCTBa KaTo OJIOKHpa aKTUBHOCTTa HAa MPOTenH, HapedeH [L-23, koiTo ce oTkprBa B
MOBHIIIEHU HUBA IIPH XOPa C YJILEPO3eH KOJIUT WK 6onecT Ha Kpon.

Yiuepo3eHn KoauT

Tremfya ce u3mon3Ba 3a JieueHHE Ha BH3PACTHH C YMEPEH JI0 TEHKBK YIEPO3CH KOIUT —
BB3MATUTEITHO 3200IsIBaHe Ha YepBaTa. AKO NMaTe YIIepO3CH KOJIHUT, ITbPBOHAYAIHO 11i¢ Bu Ob1at
JAJICHU IPYTH JIEKapCTBa. AKO HE Ce MOBJIMICTE JOCTATHYHO JOOPE WU HE MOXKETE JIa TIOHACATE TE3U
nekapcTBa, Moxe 1a Bu 6pae mpunoxker Tremfya.

[Mpunaranero Ha Tremfya npu ynuepo3eH KOIUT Moke J1a Bu mosnusie 6aronpuaTHo, KaTo HaMallu
MPU3HALMTE U CUMIITOMUTE Ha 3a00JI5IBAaHETO, BKIIIOUYUTEIHO KbPBABUTE H3NPAKHEHNUS, HEOTIOKHATA
Hy/1a 1 Oposl Ha MOCEIIEHUTa B ToaJeTHATa, KOpeMHaTa 00JIKa U Bb3MaJCHUETO Ha JIMTaBUIlaTa Ha
yepBara. Te3u edekTu Morat 1a monoOpsT cnocodHocTTa Bu 1a u3BbpIIBaTe HOPMATHH €KETHEBHU
JEHHOCTHU | Jja HAMAJISIT yMopara.

BoJsect Ha Kpon

Tremfya ce n3non3Ba 3a JeueHUE Ha Bb3PACTHH C yMepeHa A0 Texka hopma Ha Oonectra Ha KpoH,
BB3MAJUTETHO 3a00JsIBaHe Ha yepBaTa. Ako nMmare 6onect Ha Kpon, mepBo me Bu ce gagat npyru
JeKapcTBa. AKO He ce MOBIUSIBATE JIOCTATHYHO OT TE3H JISKAPCTBA WIM HE MOXKETE JIa TH TIOHACSTE,
Moxe na Bu ce npunoxu Tremfya.

Ynorpebara va Tremfya npu 6oecrra Ha Kpon Moxe 1a Bu Ob1ie OT mosnza 3a HamalsiBaHe Ha
MPU3HAIWTE ¥ CUMIITOMUTE Ha 3a00JISIBAHETO KATO IUapHsi, KOpeMHa 00JKa U Bb3MaleHue Ha
JUraBUIaTa Ha yepBata. Te3u edeKTH Morart aa nogoopsaT cnocoOHocTTa B na n3BbpiBare
HOPMAJTHH €KEJTHEBHU JICHHOCTH | J]a HAMaJIsT yMOpaTa.

233



2. Kakso Tps6Ba na 3Haete, npeau Aa u3noassare Tremfya

He u3znoga3saiite Tremfya

o aKo CTe aJepruiHu KbM I'ycelKyMad WM KbM HIKOS OT OCTaHAINUTE ChCTABKU Ha TOBA
JeKapcTBO (M30pOCHHU B TOUKa 6). AKO MUCITUTE, Y€ MOXKE JIa CTe aJleprUIHH, IOCHBETBANTE ce C
Bammus nekap, npeau aa usnonssare Tremfya.

o aKo MMaTe aKTHBHA MH()EKIH, BKIIOUUTEIHO aKTHBHA TyOepKy103a.

IMpexynpexnaennsi u NpeAnasHu MepKU

l'oBopere ¢ Bamus nekap, papManeBT WM MEJUIMHCKA CecTpa, Ipean Aa u3nomssare Tremfya:

o aKo ce JIeKyBaTe 32 HHPEKIHS;

o aKko nmate MH(QEKIHs, KOsATO He IPEMHHABa MU HEMPEKHCHATO CE MOSBSBA OTHOBO;

o aKo “Mate TyOepKyJi03a MM cTe OWIIK B OJIM3BK KOHTAKT C YOBEK C TYOEpKYJ03a;

o aKO MHUCITUTE, Y€ NMaTe WHPEKIHS WM UMaTe CUMIITOMU Ha UHQEKIUs (BHXKTE TO-I0TY
,BHIMaHue 32 HH()EKINH 1 aJleprUYHN PEeaKInu);

o AKO HACKOPO CT€ MMaIM BAaKCHHALIMS WM aKo TPsAOBa Jja c€ BAKCUHUPATE M0 BpeMeE Ha JICUEHHUE
¢ Tremfya.

AKO He CTe CUTYPHH JaJIM Helo OT TOpHHUTE ce oTHacs A0 Bac, roBopere ¢ Bamms nekap, ¢papmaneBt
WM METUIIMHCKA CecTpa, Mpean Aa u3noissare Tremfya.

[Ipenu ma 3amouneTe n3non3BaHeTo Ha Tremfya u o BpeMe Ha JIEYeHHUETO, MOXKe J]a € HAIOXH Ja Bu
GLI[aT HalpaBCHU KPHBHU U3CJICABAHM, 3a 1a C€ MPOBEPU a1 UMATE BUCOKH HUBA HA
YepHOJIPOOHKUTE SH3UMHU, CIIOpe]] YKa3aHusTa Ha Bamwist nexap. [lopumenue Ha HUBaTa Ha
YepHOAPOOHHUTE €H3UMHU MOJXKE /1A CE IOJIY4H I0-4eCTO [IPU alMeHTH, JIeKyBaHu ¢ Tremfya Ha Bceku
4 cegmuIy, OTKOJIKOTO IIPH MALMEHTH, JIeKyBaHU ¢ Tremfya Ha Bceku 8 ceqmuuu (Buxre ,,Kax na
usnomsBare Tremfya” B Touka 3).

BaumaHnue 32 HHpEKIHMU U aJTePrUYHU PeaKIuH

Tremfya noTeHIHAIHO MOXKe/Ia MPEIU3BUKA CEPUO3HH HEXKeNaH! e()eKTH, BKIIOUUTETHO allepruiHu
peakuuu 1 nHQekuy. TpadBa fa BHUMaBaTe 3a MPU3HALY HA Te3H 3a00IIBaHUsI, JOKATO TIpHeMaTe
Tremfya.

[Ipu3HanMTE WM CUMIITOMHUTE HA HH(EKIMH MOKE J1a BKIIFOYBAT IMOBUIIICHA TEMIIEpaTypa WK
TPUTIONIOJOOHH CUMITTOMH, MYCKYJIHU OOJIKH, KalllTMIIA, HEOCTHT Ha Bb3IyX, MApeHe NPH YPHUHUPAHE
WJIN YPUHUPAHE IT0-9€CTO OT OOMYaifHOTO, KPBB B XpadyKUTE (CITy3Ta), 3aryda Ha TErJIo, THaApHUs WIIH
0oJka B cTOMaxa, TOIUIA, 3a4epBeHa WM 0OJIe3HEHA KOXkKa, WU Bh3MAJICHH YYaCThIIU IO TSIIOTO.

CepHo3HH aJeprudHy peaknuu ca Haomomaapanu ¢ Tremfya. CHMITOMUTE MOXKE J1a BKITFOYBAT
MoTyBaHe Ha JIUIETO, YCTHUTE, yCTaTa, €3UKa WK I'bPIIOTO, 3aTPYAHCHO MIPETTBIIaHe WIH JUIIAHE,
MpUMAaJsBaHE WU 3aMasHOCT B ypTUKapusl, (BIkTe ,,Cepro3HU HeKEIAaHN PEaKIUu“ B TOUKa 4).

Crpete ynorpebara Ha Tremfya u kaxxete Ha Barmms nekap win noTbpcere He3a0aBHO METUIIMHCKA
MTOMOIII, aKO 3a0€JIeKUTE HIKAKBY NPU3HALM, TOKA3BaIl Bh3MOXKHA CEPHO3HA alepTUYHA PEaKITUs
WITH THQEKITHSL.

Jlena u roHOIIH
Tremfya HE CC NpCHopbUBa 3a ACLA U FOHOIIH 110 18—FO,Z[I/IH_IHa BB3pacT, 3all0TO TOH HE € Mpoy4BaH B
Ta3M Bb3pacToBa IpyIa.

JApyrn nexkapcrBa u Tremfya

Kaxere na Bamms nexap unu gpapmanesT:

. aKO M3I0J3BaTe, HACKOPO CTE M3IOJI3BANIN WM € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKAPCTBA.

. ako Hackopo Bu e npaBeHa wiu TpsiOBa na HarpaBuTe BakcuHaums. He Tps6Ba na Bu ce
MpujIarat HIKOW BaKCWHHU (KMBH BaKCUHHM), JOKaTO u3non3eare Tremfya.
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bpeMeHHOCT U KbpMeHe

. Tremfya He TpsOBa Ha ce U3MOI3Ba IO BpeMe Ha OPpEeMEHHOCT, Thil KaTo e(peKTUTE Ha TOBA
JIEKapCTBO MPH OPEMEHHU >KEHH HE ca M3BECTHH. AKO CTe KEeHa C AeTepOoJIcH MOTSHIUA,
npenopbyBa ce J1a u30sArBare aa 3adpeMeHsiBaTe 1 TpsAOBa Ja mpuiiarate moAXOAsIa
KOHTpaIenIus, 10KaTo u3noissate Tremfya u B mpoabbkeHrne Ha Hail-Maliko 12 ceaMuIy cien
nocneanata 1o3a Ha Tremfya. ['oBopere ¢ Bamms nexap ako cre OpemMeHHa, cMsITaTe, Y€ MOXKe
Jia cte OpeMeHHa WM IUTaHUpaTe OpEeMEHHOCT.

o l'oBopere ¢ Bamus nekap, ako KbpMUTE WK IIaHUpaTe 1a Kbpmure. Bue u Bammst nexap
TpsiOBa Jla peluTe Aaju e KbpMUTE WK 11e n3nonspate Tremfya.

Ilopupane u padora ¢ MAILIMHU
Masko e BepositHo Tremfya na moenusie criocooHocTTa B 32 odmpane wim pabora ¢ MamuHy.

Tremfya cbabpska nmosmcopoar 80

Toga nekapcTBo chabpka 10 mg nomucop6ar 80 BB Bcekn (prakoH, KOUTO ca €KBUBAJICHTHH Ha
0,5 mg/ml. [TonucopbaTrTe MOTAT J1a MPUYUHAT aJlEpTHYHH peakiuu. TpsoBa xa kaxere Ha Bamus
JeKap, ako UMaTe YCTAaHOBEHU aJePrHH.

Tremfya cbabpixa HaTpHUid
ToBa ekapcTBO ChIbprKa MO-Manko oT 1 mmol Hatpuit (23 mg) Ha 1032, T.c. MOXKe Ja ce Kaxe, e
MPAaKTUYECKU HE ChIbPrKa HATPUil.

[Mpeau obaue na Bu ce mpunoxu Tremfya, Toii ce cMecBa ¢ pa3TBOp, KOMTO ChABbPKA HATPHH.
I'oBopere ¢ Bammms nekap, ako cTe Ha JueTa ¢ HUICKO ChAbPKaHUE Ha COJ.

3. Kak na nznoasBareTremfya

Tremfya e npenHa3HayeH 3a ynorpeda 1moj pbKOBOACTBOTO U HAOIIOJCHUETO Ha JISKap C OIUT B
JIMarHOCTHKATA U JICYUCHUETO Ha YJIIIEPO3CH KOJIHUT.

KakBo koinuyectBo Tremfya ce mpuiiara u 3a KoJIKo BpemMe
BammumsT nexap 1e perm KoaKko Ibaro e Tpsosa na usnonssare Tremfya.

Yauepos3eH KOJIUT

HauaJjio Ha JieueHueTo:

. [IspBata no3a Tremfya e 200 mg u me Bu ce npunoxu ot Bamms nekap nim MeIumuHCKA
cecTpa 4pe3 MHTpaBeHO3HA HH(Y3us (KalKoBO BHB BeHa Ha phkaTa). Cjen mbpBaTa J103a 11
NOJYYHTE BTOpA J103a ciiel 4 ceaAMHUIIH, a ciie TOBa U TpeTa 03a ciel omie 4 CeIMUIIN.

Hopxbpaanio jJeyeHune:

IMonmbpxama no3a Tremfya 100 mg wmm 200 mg e Bu ce npuiara upe3 HHKEeKIUs 10T KoxKaTa

(moxkoXHa MHXKEKIMA). Bammsar nekap e permu Kos oA bpKalia 103a Ie MOJIyYuTe:

. Ho3a ot 100 mg m1e ce MpIIoKu 8 CeAMUITN CIIe] TpeTaTa J03a OT 3all0YBaHe HA JICUCHHUETO, &
CJIeJl TOBa Ha BCEKH 8§ CEIIMUIIH.
o Jlo3a ot 200 mg mie ce mpuiioku 4 CeAMHUIIN CIIe ] TPeTaTa 1032 OT 3aII0YBaHE HA JICUCHHUETO, a

CJIe]I TOBa Ha BCEKU 4 CeIMMUIIN.

Bonect Ha Kpon

HauaJjio Ha JieueHueTo:

JleueHneTo MOXKe J1a ce MPUIIOKH Ype3 HHTPABEHO3HA HH(PY3HS UK Upe3 MOIKOKHO TPUIIOKEHHE:

. WuTtpaBenosna uadysus: [Ispeara go3a Tremfya e 200 mg u e Bu ce npunoxxu ot Barust
JIeKap WM METUIIMHCKA CECTpa Ype3 MHTPaBEHO3HA NH(Y3Us (KallKOBO BHB BEHA Ha PHKATA).
Crnen mppBara J103a Iie MOJTYYUTe BTOpA J103a ciie 4 CEIMUIIY, a CIIe/] TOBa M TPETa J103a CIIe]
omie 4 ceMHUIIN.
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. [Nonxoxxno npunoxxkenue: [IepBara no3a Tremfya e 400 mg u mwe Bu ce mpuioxu nox Koxxarta
(IoAKOXKHA MHXKEKIIMA), KATO MOXKeE Jja e NIPaBU Ha pa3jIMuHU MecTa Ha Ts10To. Cien mbpBarta
J103a I11€ II0JIy4uTe BTOpa 71032 cliesl 4 ceIMULIY, a ClIel] TOBa U TpeTa J103a cile] ole 4 ceIMULN.

Hopabpxama Tepanus:

Honabprkama no3a Tremfya 100 mg nnm 200 mg nie Bu ce npunara upe3 HHXKEKIus oA KoxKaTa

(moaxoxHa MHXEKIMA). Bamuar exap 1e pery Kos HoAbpaKalia 103a 11e M0JIyJuTe:

° Ho3a ot 100 mg 11e ce npuiioxu 8 ceaMUIM clie]] TpeTaTa A03a OT 3all0UBaHe HA JICUCHUETO, a
cJIe]] TOBA HA BCEKHU 8 CEIMMUIIM.
. Jo3a ot 200 mg 11e ce mprmIoxu 4 CeIMUITU CIIe] TpeTaTa J03a OT 3all0YBaHe Ha JICUCHHUETO, a

CJICA TOBA HAa BCCKH 4 CCOMMIIN.

AKO cTe puesu moBede oT HeodxoauMmara 103a Tremfya
AKO cTe MoJTyyuiiu moBeue oT HeoOxonumara o3a Tremfya wim no3ara e mpuiIokeHa mo-paHo oT
IpeANnucaHoTo, yBeroMere Bamus nekap.

AKo cTe npommycHaJau aa usnojspare Tremfya
Ako 3a0paBute J1a MHXeKTUpaTe q03a Ha Tremfya, yBenomere Bamus nekap.

AKko crte cupesu ynorpedara Ha Tremfya
He Tps6Ba na cnupare ynorpebara Ha Tremfya, 6e3 na roBopure mbpBo ¢ Bamust nekap. Ako crpere
JICYCHHUCTO, Bammute cumnromu Moxe Ja C€ IOABAT OTHOBO.

AKO MMaTe HSKAaKBU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKAPCTBO, IIOMHUTANTE
Bammst nekap, papmManeBT WM MEAUIUHCKA CECTPA.
4. Bb3MOKHN HexKeTaHU peaKkIuu

Kakro Bcuukmu JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jia MPECAN3BUKA HEXKECIIAHU PCAKIIUU, BBIIPEKU Y€ HE
BCCKM I' TIOJTy4aBa.

CepHOo3HH HEeKeJIaHH PeaKIHuu
Kaxere na Bamus nexap win moTbpcere He3a0aBHO METUITUHCKA ITOMOII], aKO TIOTYYUTE HIKOS OT
CJIETHUTE HEXKEJIaHU PEaKIUH:

Bb3MO:KHHU cepro3HM ajepruyHu peakuuu (Moxe 1a 3acernat 1o 1 va 100 qymm) — npusHauuTe
WIN CUMITOMHUTE MOXKE 13 BKJIFOUBAT:

L4 3aTPYAHCHHUC NIPpHU AUIIAHE U I'bJITAHC

L4 INOAYBAHC HaA JIMIECTO, YCTHUTEC, C3UKa WJIN I'bPJIOTO

L4 CHJICH C’Lp6e)i( Ha KOKaTa ¢ YCPBCH 06pI/IB WK ITBIIKH
[

npuMaaIdBaHC, HUCKO KPBbBHO HAJIATAHC UJIU 3aMAasTHOCT

JIpyru He:keJIaHU peaKiuu
IIpencraBennTe MO-A0JTy HEXKEIAHN PEAKIINH ca JIEKH A0 YMEPESHH. AKO HIKOS OT T€3U HEXKEJIaH!
peakIuy CTaHe TE)KKA, KakeTe He3a0aBHO Ha Bamms nekap, papMameBT Wid MEAUIIMHCKA CECTPaA.

MHoro yectu (MoXKe J1a 3acerrar noseue ot 1 Ha 10 gymm):
- UH(EKIMY Ha JUXATEITHUTE TbTUINA

Yectu (Moxe aa 3acerHar jo 1 Ha 10 xymm):

- rj1aBo0oJIHe

- 0oJKa B cTaBHUTE (apTpanrus)

- JHapHsI

- ITOBUIIIEHO HUBO HA YEPHOIPOOHHUTE €H3UMH B KPHBTa
- KOXKEH 00pHB
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Heuectu (Moxe na 3acerrar mo 1 #a 100 mymm):

- MIOHWKEH Opoii Ha BUJI Oe)n KPBBHU KIIETKH, HAPEUEHH HEYTPOPHITH

- UH(EKIMU C XePIIeC CUMILICKC

- rpOMYHA MHEKIUS Ha KOXKAaTa, HalpuMep MEXTy MPBCTUTE Ha KpakaTa (Harp. aTjeTHO
CTBIIANIO)

- CTOMAIITHO Pa3CTPONUCTBO (TaCTPOCHTEPHT)

- YPTHKApHs

- 3auepBsBaHe, Apa3HEeHe KM O0JIKa Ha MSCTOTO HA MHXKEKTHPAHE

Penxu (Moxe na 3acernar g0 1 Ha 1000 mymm):
- aNepruyHa peaxius

Cbo0maBaHe HA HEe:KEJIAHH PeaKINU

AKO TIONTyunTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEaKIINH, yBenoMere Bammws nexap, hapManeBT Win
MEeIUIMHCKA cecTpa. ToBa BKIIIOUBa BCHUKH BH3MOXKHH HEOITMCAHU B Ta3U JIMCTOBKA HEXEJIAHH
peakimu. MoseTe ChIIo J1a ChOOIINTE HEXKENaH! PEaKIuy TUPEKTHO Ype3 HAIlOHATHA CUcTeMa 3a
CchOOIIIaBaHE B

WznbiHUTEHA areHnys 1o JIieKapcTBaTa

yi. ,,Jlamsn I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo crobmiaBaTe HexxeaHU peakiui, MOKETE J1a IaJISTe CBOs IIPUHOC 3a MoJydyaBaHe Ha ITOBEUE
MHQOpMAaIUs OTHOCHO 0€30MaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak 1a cexpansiBate Tremfya

Tremfya 200 mg KOHIIEHTpAT 3a HH(PY3UOHEH pa3TBOP ce Mpujiara B OOJIHUIA WIN KIMHUKA U HE €
HEOOXOIUMO MAIUSHTHUTE JIa TO ChXPaHSIBAT WIIX J1a OOpaBsT C HETO.

Jla ce chxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JIela.

He usnon3paiite TOBa JIEKapCTBO CJIE CPOKaA HAa FOJHOCT, OTOE/IsI3aH BbPXY €TUKETa Ha (ilakoHA U
KapTOHEHaTa omakoBka cien ,,EXP”/, T'onen no:”. CpoKbT Ha TOHOCT OTTOBAPs HA MOCIEAHUS JICH OT
MTOCOYECHUS MECEIl.

CexpaHsBaiiTe rakoHa B KApTOHEHATa OMAKOBKA, 32 J]a C€ MPe a3y OT CBETIHHA.

a ce cexpanssa B xnmaguwiauk (2°C—8°C). Jla He ce 3aMpa3sBa.

I[a HE CC pa3Kiialla.

He u3non3BaiiTe TOBa JIEKapCTBO, aKO 3a0€JIEKUTE, Ue JIEKAPCTBOTO € MBTHO, C IPOMEHEH LIBST WU
ChIbPKa TOJIEMH YaCTHUIIH.

ToBa nexkapcTBO € caMo 3a eJHOKpaTHa yrnoTpeoa.

He u3xBbprsiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a JOMAIIHU OTIAbIIH.
[Momuraiite Bamus apMaleBT Kak Jga U3XBHPIATE JIEKapcTBaTa, KOUTO Beue He u3noiseare. Tesn
MEPKH I CIIOMOTHAT 32 ONa3BaHe Ha OKOJHATa Cpefa.

6. Chabp:kaHue Ha OTIAKOBKATA M JONMbJIHUTETHA HHpOpManus

Kakso cpabp:xa Tremfya

- AKTHBHOTO BEIIECTBO € rycenkymad. Beeku duakon crabpika 200 mg rycenkymad B 20 ml
pasTBoOpP.
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- Hpyrute cberapku ca EJITA nuratpueB muxuapat (E385), XuCTuaMH, XUCTHANHOB
MOHOXHUIAPOXJIOPHT MOHOXUAPAT, METHOHMH, TTosncopoat 80 (E433), 3axapo3a u Boia 3a
WHXKCKITUH.

Kak usriexaa Tremfya n kakBo chabp:ka OnaKkoBKaTa
Tremfya e OuCTBp, OS3LBETEH 10 CBETIONKBAT HH(PY3UOHEH Pa3TBOP.

Bcsika onmakoBka chabppka 1 (makos.

IIpuTexaTes Ha pa3pelIeHHETO 32 yIOTpPeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrns

IIpoussoaure
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus

3a uHpopMaIMs OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPXKETE CE C JIOKATHUS IPEeICTaBUTEN Ha
IpUTEKATeNs] Ha pa3pelIeHneTo 3a ynoTpeoa:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"

Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88

janssen@jacbe.jnj.com It@its.jnj.com

Bbbarapus Luxembourg/Luxemburg

»JoKOHCBH & JlxoHCHH bbarapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11

jjsafety@its.jnj.com janssen@jacbe.jnj.com

Ceska republika Magyarorszag

Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel.: +420 227 012 227 Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD.

TIf: +45 45 94 8282 Tel: +356 2397 6000

jacdk@its.jnj.com

Deutschland Nederland

Janssen-Cilag GmbH Janssen-Cilag B.V.

Tel: 0 800 086 9247 / +49 2137 955 955 Tel: +31 76 711 1111

jancil@its.jnj.com janssen@jacnl.jnj.com

Eesti Norge

UAB "JOHNSON & JOHNSON" Eesti filiaal Janssen-Cilag AS

Tel: +372 617 7410 TIf: +47 24 12 65 00

ee@its.jnj.com jacno@its.jnj.com
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EArada

Janssen-Cilag ®oppakevtiky Movonpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@pvistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvafog Xoatinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JlaTta Ha mocyieqHo npepasrJie;kaane Ha quctoBkarta 07/2025

ITonpoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus

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

<

Tremfya 200 mg koHueHTpPAT 32 MH(Y3HOHEH Pa3TBOP
rycenkyma0 (guselkumab)

Ilocouenara no-aoiay I/IH(i)OpMaI_[I/IH € Np€Ha3Ha4YCHa CaMO 3a MCAUILIMHCKHU CIICHUAJIMCTH.
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IIpocnenumoct
3a fa ce moIo0py MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHIHUAT

HOMCP Ha MPUIIOKCHUA ITPOAYKT Tp$16Ba SICHO Ja CC 3aI1ucBar.

Tremfya 200 mg/20 ml (10 mg/ml) diakoH 3a HHTpaBEeHO3HA UH(Y3HUL

Tremfya pa3TBop 3a MHTpaBeHO3Ha HH(Y3Us TPAOBA Ja ce pa3pexk/ia, MPUTOTBS U BIMBA OT
MEIUIMHCKHU CTICITUAITUCT, KaTO Ce M3II0JI3Ba acenTHYHA TeXHuKa. Tremfya He chIbpka KOHCEPBAHTH.
Bcekn dnakoH e mpemHa3HadeH caMo 3a eTHOKpaTHa yroTpeoa.

[Ipenu npunoxenue npernenaiire Tremfya BU3yanHo 3a HaWYKME HA YaCTUIM U IPOMSIHA HA I[BETA.
Tremfya e OUCTBp U GE3IBETEH /IO CBETIIONKBIT PA3TBOP, KOUTO MOXKE JIa ChIbPKa MaJIKH
MOJIyIpO3payvHu yacTuly. He u3nons3paite, ako TEUHOCTTA ChAbPKA TOJIEMH YaCTUIM, UMa IPOMSIHA
HAa IBETA WK € MBTHA.

YkazaHus 3a pa3pexaaHe U HPUI0KEHUE
Ho6asere Tremfya kbM 250 ml cak 3a uHTpaBeHo3Ha MHPY3uUs ¢ HaTpueB xiaopun 0,9% HHKEKITMOHEH
pa3TBOP, KAKTO CJICABA:

1. Uzrernere u cnexn ToBa uzxpbpiaere 20 ml oT HHXKENHMOHHUS pa3TBOp Ha HaTpues xiopun 0,9%
oT UH(}Y3UOHHUS CaK, KOETO € paBHO Ha obema Ha Tremfya, koiTo TpsiOBa na ce 1o6aBu.
2. Wzrernere 20 ml Tremfya ot diiakoHa u ru qo06aBeTe B MHGY3UOHHUS CaK ¢ HATPUEB XJIOPHU

0,9% nHXeKINOHEH Pa3TBOp 3a MoJydyaBaHe Ha KpaiiHa koHueHTpauus 0,8 mg/ml. Bunmarenno
cMeceTe paspeneHus pa3TBop. M3xBbpiere ¢uiakoHa ¢ ocTaHaIs pa3TBoOP.

3. BusyanHo npoBepeTe pa3peseHns pa3TBOp 3a HaJIMUME Ha YaCTUIM U ITPOMSHA Ha [[BETA MPEAH
uHQy3us. Brusaiite pazpeneHus pa3TBop B IPOABIDKEHNE HA HAl-MaJIKO €IMH Yac.

4. Uznon3zBaiite camo nH(Y3HOHEH KOMIUIEKT C BIPaJeH CTEPUJICH, allMPOTE€HEH (PUITHP ¢ HUCKO
CBBbp3BaHe Ha MpoTenHuTe (pazmep Ha nopure 0,2 MUKpOMETpa).

5. He BriuBaiite Tremfya eqHOBpeMEHHO B €lHA ¥ ChII]a MHTPABEHO3HA JIMHUS C JPYTH
JIEKaPCTBEHU IPOAYKTH.

6. W3xBBpIsaiiTe HEN3NOI3BaHUA JEKAPCTBEH MPOAYKT B COTBETCTBUE C MECTHUTE N3UCKBAHHS.
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