MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tremfya 100 mg MHXEKIHMOHEH pa3TBOP B MPEABAPUTEIHO HAITbIHEHA CIPUHIIOBKA
Tremfya 100 mg MHXEKIMOHEH pa3TBOp B MPEIBAPUTEITHO HAITBIIHEHA MHCAIIKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tremfya 100 mg MHKEKIIMOHEH PA3TBOD B MPEIBAPUTEIHO HANBJIHEHA COPUHIIOBKA

Bcsika nmpeBapuUTEIHO HaITbJIHEHA CIPUHIIOBKA Chabpka 100 mg rycenkymab (guselkumab) B 1 ml
pasTBOp.

Tremfya 100 mg MHKEKIIMOHEH PA3TBOD B IPEABAPUTEIHO HANBJIHECHA THUCAJIKA

Bcsika mpeBapuTeIHO HAITbJIHEHA MUcaika chabpxka 100 mg rycenkymab (guselkumab) B 1 ml
pasTBoOD.

I'ycenkymab e usisiio goBemkn umyHornooymmH G1 mam6aa (IgG1A) MOHOKIOHATHO aHTUTSIIO
(mAD), monmy4yeHo B KJIETKH OT stituHuIM Ha KuTaricku xamcrep (CHO) upes pekombunantHa JJHK

TCXHOJIOT .

3a BJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxekoHeH pa3TBop (MHKEKLUA)

Pa3TBOpPBT € GUCTHP U Ge3LBETEH O CBETJIOKBIT ¢ 1iereBo pH 5,8 u npubnusutenen ocMoaapureT
367,5 mOsm/l.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHU MOKA3ZAHUS

II;makoB mcopuasuc

Tremfya e mokasaH 3a JieueHHe HA YMEPEH 0 TEKbK TUIAKOB IICOPHA3UC MPHU BB3PACTHH, KOUTO ca
MOJXO/ISAIIN 332 CUCTEMHA Teparnusl.

IIcopuaTuueH apTpuT

Tremfya, npunoxeH caMOCTOSTEIHO WK B KoMOuHaiwus ¢ merorpekcat (MTX), e moka3zax 3a
JICYEHUE Ha aKTUBEH IICOPUATUYEH apTPUT IIPYU Bb3paCcCTHU NAIlMEHTH, KOUTO HE Ca C€ MOBIIUSIIN
JO0CTAaTBb4YHO HUJIU Ca MPOSABUIIN HEIIOHOCUMOCT KbM NPCAUICCTBAIa TEpanunsd C MO)II/I(i)I/IHI/IpaH_IO
6osiectTa aHTUpeBMaTHYHO JiekapcTBo (DMARD) (Bxk. Touka 5.1).

Ymepo3eH KOJUT

Tremfya € MMOKa3aH 3a JICYCHUC HAa Bb3PACTHU MAIIUCHTH C YMCPCH 10 TCIKBK aKTUBCH YJIICPO3CH
KOJIMT, KOUTO HE Ca CC€ NOBJIUAIIN JOCTATBYHO, BEYC HC CC MOBJIUABAT WJIU Ca IIPOABUIN HCIIOHOCUMOCT
KbM CTaHAapTHaTa Teparua ujin OMOJIOTMYHO JICYEHHUE.



Bosect Ha Crohn

Tremfya € MMOKa3aH 3a JICYCHUC Ha Bb3PACTHU NAIIMCHTH C YMEPCHA N0 TCIKKAa aKTUBHA OoitecT Ha
CrOhn, KOUTO HE Ca CC MOBJIHUAIN JOCTATHYHO, BEUC HC CC NMOBJIUABAT WJIA Ca MMPOABUIN HCIIOHOCUMOCT
KbM CTaHAapTHaTa T€parua Uil KbM OHOJIOTHYHO JICUCHHE.

4.2 Jlo3MpOBKa M HAYMH HA MPUJIOKEHHE

To3u nexapcTBeH NPOAYKT € MpeIHa3Ha4ueH 3a yIoTpeda 1Mo pPbKOBOACTBOTO U HAOIIOIEHHUETO Ha
JIEKap C ONHUT B IMATHOCTUIIMPAHETO U JICUSHUETO Ha 3a00JIIBaHUATA, 32 KOUTO € TIOKa3aH.

2031/1[2031«1

IInaxos ncopuasuc
[Ipenoppuntennara no3a e 100 mg, mpuinokeHa upe3 noakoxkHa umwkeknns Ha Cenvuru 0 u 4,
IOCJIEBAHO OT MOIbPIKAIlia 03a Ha Bceku 8 cemmunu (Q8w).

TpsiOBa 1a ce 0OMUCITH IPEyCTAaHOBSIBAHE HA JICYCHUETO TPH MAIlUEHTH, KOUTO HE Ca CE MOBIUSIIH
cnen 16 ceqMHUIM Ha JIEYECHUE.

Icopuamuuen apmpum

[Ipenmoprunrennara go3a e 100 mg, npuroxkeHa upe3 noakokHa wkekiusa Ha Ceqmury 0 u 4,
MOCJIEIBAHO OT MOJIbPIKAIla J103a Ha Bceku 8 cenmuny. [Ipu manueHTH ¢ BUCOK PUCK OT YBpEXKIaHEe
Ha CTaBHUTE CIIOpe] KIMHUYHATA MPEleHKa MOXKe Jja ce 0OMHUCIM npuinarade Ha o3a 100 mg Ha Bceku
4 cenvunn (q4w) (Bx. Touka 5.1).

TpsiOBa 1a ce OOMUCITU MPEYCTAaHOBSIBAHE HA JICICHUETO MPH MAIUSHTH, KOUTO HE Ca CE MOBIIUSIH
ciaen 24 cegMUIM Ha JIEYECHUE.

Yayeposen konum

[MpenopbunTtenHaTa HHAYKIMOHHA 1032 € 200 mg, npuitokeHa Ype3 MHTpaBeHO3HA MHQY3US Ha
Cenmura 0, Cenmuna 4 u Cenmuna 8. Buoweme KXII na Tremfya 200 mg xonyenmpam 3a ungysuonen
pasmeop.

Crie MpUKITIOYBaHE HAa CXeMaTa C MHAYKIIMOHHATA J03a PETOphbUYUTEHATA IO IbpIKaIIa 1034,
3anoyBaia Ha Ceaqmuua 16, e 100 mg, npuiarana ypes MOAKOKHA WHXKEKIMS Ha BCEKU 8 ceaMULU
(q8w). AntepHaTUBHO MPH MAITUEHTH, KOUTO HE MOKAa3BaT JOCTAThYHA TEPANICBTUYHA 10I3a OT
WHIYKIIMOHHOTO JICUSHHUE CIIOpE KIMHUYHATA MPEICHKA, MOXKE J1a C€ OOMUCIIH MO IbprKaIla 1032 OT
200 mg, npuiarana 4ype3 noJKOKHa HHXXEKLUs, KaTo ce 3anoune ot Cenmuua 12 u ciex ToBa Ha
Bceku 4 ceamunu (q4w) (Bx. Touka 5.1). 3a dozama om 200 mg suscme KXII na Tremfya 200 mg
UHIICEKYUOHEH PA3mMEOop.

HNmyHOMOIyIaTOpUTE W/WITM KOPTUKOCTEPOUIUTE MOXKE Aa Ce MPOABIDKAT 110 BpeMe Ha JICYEHHETO C
rycenkyma0. [Ipu nanueHTy, KOUTo ca ce NOBIMSIIN OT JISYEHUETO C I'yCEeIKyMal, KOPTUKOCTEPOUAUTE
MOXKeE J]a c€ HaMaJIAT WM Ja Ce CIPaT B CbOTBETCTBUE ChC CTAHAAPTHOTO JICUCHHUE.

TpsibBa 1a ce OOMHUCIIU MPEYCTAaHOBSIBAHE HA JICYCHUETO MTPH MAIMSHTH, KOMTO HE Ca IMOKA3aIu JaHHH
3a TepaleBTHYHA T0J13a ciea 24-ceIMUIHO JICUCHHE.

Bonecm na Crohn

[IpenopbuBa ce HAKOS OT CICAHUTE ABE MHAYKIIMOHHH JIO3H:

. 200 mg, npunoxenu ype3 uaTpaBeHo3Ha nHpy3usa Ha Cenmunia 0, Cenmuna 4 u Cenmuna 8.
Buoieme KXI1 na Tremfya 200 mg konyenmpam 3a ungy3uonen pazmeop.

1581051

° 400 mg, mpUIOKEHH Ype3 MOKONKHA UHKEKIHUS (TIPUITOKEHH KATO JIBE TOC/ICA0BATEITHA
nmkekun ot 200 Mg Besika) Ha Cenmuria 0, Cenmuna 4 u Cenmunia 8. Buocme KXIT na
Tremfya 200 mg unorcexyuonen pasmeop.



Cren npuKIIIOYBaHE HAa CXeMaTa ¢ HHAYKIIHOHHATA J103a MPENOPhUYUTEIHATA TIOJIbpKaIIa 71034,
3anoyBamia Ha Ceamuia 16, e 100 mg, npunarana ype3 MOJIKOXKHA UHXKEKIMS Ha BCEKH 8 CEAMUITN
(q8w). AnTepHATHBHO MMPH MAIMEHTH, KOUTO HE MOKa3BaT JOCTAThYHA TEPAIeBTUYHA [T0J13a OT
WHIYKIIMOHHOTO JICUEHHE CIIOpe] KITMHUYHATA MPEIEHKa, MOXe J]a ¢ OOMHUCITY MOIIbpIKaIla 1032 OT
200 mg, npuiiarana upes3 MoJKOXKHA WHKEKITUS, KaTo ce 3armouHe ot Ceamuna 12 u ciej ToBa Ha
Bceku 4 ceamunu (q4w) (Bx. Touka 5.1). 3a dozama om 200 mg susxeme KXII na Tremfya 200 mg
UHIICEKYUOHEH PA3MEOP.

I/IMYHOMOI[}/J'IaTopI/ITe H/Unn KOPTHUKOCTCPOUAUTEC MOXKE 1a CC MPOABJIKAT IO BPEME HA JICUCHUCTO C
ryceJIKyMa6. HpI/I NalueHTH, KOUTO Ca CC MMOBJIMAJIN OT JICUYCHUCTO C cheﬂKyMa6, KOPTUKOCTCPOUAUTEC

MOXE J1a C€ HaMaJIAT WIK JJa C€ CIIpaT B CbOTBETCTBUE CHC CTAHAAPTHOTO JICUCHUC.

TpsiOBa 1a ce OOMHCITU MPEYCTAHOBSIBAHE HA JICYCHUETO MPH MAIUCHTH, KOUTO HE Ca IMMOKa3aIH JJaHHU
3a TepalleBTHYHA T10J13a ciea 24-ceIMUIHO JICUCHHE.

IIponnycHarTa no3a

AKo e mporrycHarta 103a, T TpsiOBa 1a 0blie IpUIIokKeHa BE3MOKHO Hali-ckopo. Criier ToBa
HPUJIOKEHUETO TPsIOBa []a ce Bb30OHOBU B PEJOBHOTO INIAHUPAHO BpEMe.

CrenyanHy nonyJianuu

Cmapuecka év3pacm

He e HeoOXx0quM0 KOpHUTHpaHe Ha q03aTa (BX. Touka 5.2).

Nma orpanndena nHGpOpMAaINKs 3a JIUIa Ha B3PacT > 65 ToauHM 1 MHOTO OTpaHWYeHa HHPOpMAIIHS 32
NalMEeHTH Ha Bb3pacT > 75 roauuu (BXK. Touka 5.2).

bvbpeuno unu yeproopobro yepescoane

Tremfya He e mpoyuBaH MpH Te3M MOIyIalMy ManueHTy. [lo npuHIKI He ce o4aKBa Te3u
3a00JIsIBaHUS J1a TIOBJIUSISIT 3HAYUTENTHO (hapMaKOKHMHETHKATa Ha MOHOKJIOHAJIHUTE aHTUTeTa 1
KOPEKLMH Ha J103aTa He Ce CUMTAT 332 HeOOXOANMH. 3a JOIBIHUTEIHA HHPOPMALIUS OTHOCHO
eMMHUHUPAHETO Ha TyCellkyMal BIKTe TOUKa 5.2.

Ileduampuuna nonynayus
beszonacHocTTa M ehukacHocTTa Ha Tremfya npu nena u roHOIIM HA Bb3pacT 1o 18 roanHu He ca

yCTaHOBEHHU. JIUICBAT JaHHU.

Hauwun na OPHUITOKCHUC

Camo 3a IMOAKOXXHO IMPUIIOKCHUC. Mecrara 3a HWHXCKTHPAHC BKJIFOYUBAT KOpEMaA, 6enp0T0 " 3a7Harta
HaCT Ha MUIIIHUIIATA. Tremfya HE TpH6Ba Aa C€ NHIKCKTHPA B O6J'IaCTI/I, KbACTO KOXKarTa € 60H€3H€Ha,
HAaCHWHCHA, 3a4CPBCHA, BTBbPACHA, YIUIbTHCHA WJIN JCCKBAMUPAHA. I1o BB3MOKHOCT KOXKHHUTE
Y4aCTblM C U3SABCH IICOpHUA3UC TpSI6Ba Ja ce M30STBaT KaTO MECTa Ha HWHXCKTHUPAHC.

Crne moaxoasmio o0y4YeHre 3a TEXHUKATa Ha ITOJIKOKHO MH)KEKTUPAaHEe MAIUeHTUTE MOTaT CaMH JIa CH
nmwkextupar Tremfya, ako iexap pemn, ue ToBa € moaxoAIo. Jlekapar obaye TpsOBa J1a OCUTYPH
TTOIXO/ISIIII0 MEAUIIMHCKO MPOCIesiBaHe Ha narueHTuTe. [lanmenture TpsaOBa 1a ce MHCTPYKTHPAT J1a
WHXXEKTHPAT ISI0TO KOJMYECTBO Pa3TBOP CIOPE] ,, Y Ka3aHUATA 32 ynoTpeda“, mpeaocTaBeHu B
KapTOHEHaTa KyTH4.

3a yKka3zaHus 3a IPUTOTBSHE HA JICKAPCTBEHUS HPOMYKT MPEAH MPHIOKEHUE BIDKTE ToUKa 6.6.

4.3 TIlpoTuBomoKa3aHHUs

CepI/I03Ha CBPBXUYBCTBUTCIHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HAKOE OT ITIOMOINHUTE BEIIECTBA,
n30poeHu B Touka 6.1.



KiIuHMYHO 3HAYMMK aKTUBHY MH(EKINH (Halp. akKTHBHA TYOEpKyJ103a, BK. Touka 4.4).

4.4 ChneuuajHu npegynpe:kaeHus U NpeAnasHu MEPKH NPH ynorpeda

IIpocnenumoct

3a fa ce moIo0pu MPOCISTUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MAPTHIHUSIT
HOMeEp Ha MpIJIaraHus IpoayKT TPsAOBa SICHO J1a Ce 3aIrcBar.

HNndexnnun

I'ycenxymab mMoxe qa moBUIH pricka oT nHpekums. Jledennero He TpIOBa /1a ce 3armo4Ba npu
MAIUCHTH C KJIMHUYHO 3HAYMMa aKTUBHA MH(EKIHS IO OT3ByYaBaHE HA WHPEKIUATA UIH JI0
aJICKBATHOTO U JICUCHHE.

[TarmenTrTe, TEKyBaHU C TyCeNKyMa0, TpsiOBa Ja ce MHCTPYKTHPAT Ja ThPCAT MEAUIIMHCKA TTIOMOTIT
P B3HUKBAHE HA TPU3HAIM WM CUMIITOMH Ha KIIMHUYHO 3HAYMMa XPOHUYHA WM OCTpa MH(EKIHsL.
AKO TanyeHT pa3Bue KIMHIYHO 3HaAYMMa WU CEpUO3Ha WH(EKINS WM He ce TIOBIHUSIBA OT
CTaH/apTHATA Tepamnws, MAINeHTHT TPSAOBA Ja ce MpocieAs Ba BHUMATEITHO 1 JICUEHUETO TPsOBa J1a ce
MPEYCTaHOBH JIO OT3By4YaBaHe Ha MH(DEKIHATA.

Orrenka 3a TyOEpKYJI03a IPEIN JIEUEHUETO

[Mpeau 3anoyBane Ha JIeYCHUE MAUEHTUTE TPSOBA Ja ce u3cneasar 3a TyoepkynosHa (TB) nadexuus.
[TanmenTHTe, MOMyYaBaIiy rycenkymad, TpsOBa 1a ce mpociensBar 3a MpU3Haly U CHMIITOMH Ha
akTuBHa TB 1o Bpeme Ha siedueHneTo u cies Hero. [Ipyu manueHTuTe ¢ MUHajIa aHaMHe3a 3a JIATeHTHA
wiy aktiBHA TB, Mpu KOUTO HE MOXKeE J1a ce MOTBBP/IN aJICKBATCH KypC Ha JieueHHe, TPsAOBa J1a ce uMa
npeaBuz aHTu- 1B Tepanus npeau 3aro4BaHe Ha JICYCHHE.

CBPBXYYBCTBUTEIIHOCT

Cpo011eHH ca cepro3HH PEAKLUN HAa CBPbXUYBCTBUTETHOCT, BKIIFOUUTETHO aHa(MIIaKCus,lIPH
HOCTMapKETHHIOBH yCioBusI (BXk. Touka 4.8). Hsikou oT ceprHo3HUTE peakiuy Ha
CBPBXUYBCTBUTEIHOCT BH3HUKBAT HIKOJIKO JHU CIIE]l JICYEHUETO C TyCeIKyMal, BKIFOUUTEIHO CIy4an
C YpTUKapus U JUCIIHEsl. AKO HACTBHIIM CEPUO3HA PEaKHs Ha CBPbXUyBCTBUTEIIHOCT, IPHUIIOKEHUETO
Ha rycesikymMa0 TpsiOBa 1a ce npeycTaHOBH 1 He3a0aBHO /1a Ce 3all0YHE NOAXOIA TEPAITHsL.

IloBuIIeHN HMBA Ha LIG]’)HOI['[)OGHI/ITC TpaHCaMHHa3"u

B xIMHWYHM NpOyYBaHUS NIPU IICOPUATHYCH apTPUT ce HaOII0AaBa yBeJIHMYeH Opoi Ha CilydauTe Ha
MOBHIIEHU YepHOIPOOHN EH3UMH MPYU MALMEHTH, JIEKYBaHH € TycelaKyMad 4w B CpaBHEHHE C
MalUEeHTH, JICKYBaHHU C Tycenkymad 8w wii Ha riare6o (Bx. Touka 4.8).

Korato ce npeanucsa rycenkymad q4w IpH copraTuueH apTpyT, MPENopbyuBa ce Aa ce MpaBu
OLICHKA Ha YEePHOJAPOOHUTE CH3UMH Ha U3XOHO HUBO H CIIE]l TOBA CIIOpE]l YCTAHOBEHOTO JICYCHHE Ha
nanueHTa. AKo ce HaOJIF0JaBaT MOBUIIICHH HHMBA HAa ajlaHMH aMUHOTpaHcdepaszata [ALAT] wiu Ha
acmaprar amuHoTpancdepaszara [ASAT] u nma momo3peHns 3a YepHOAPOOHO YBPEXKIAHE,
WHIyIIUPAHO OT JIEKAPCTBOTO, JICYCHUETO TPsIOBA BPEMEHHO JIa Ce MPEKbCHE, JOKATO Ta3H JUArHo3a He
0bJe U3KITI0YEHA.

HmyHuzanuu

[Ipenu 3amouBaHe Ha Tepamnusi, TPSAOBA Aa ce MOMHUCIH 32 U3BBPIIBAHE HA BCUYKH HOIXO SN
MMYHU3alli{ B CbOTBETCTBUE C AKTYAJIHUS MECTEH UMYHHM3aL[MOHEH KajleHap. JKuBHU BaKCUHU HE
TpsiOBa Ja ce mpujaraT eHOBPEMEHHO IIPY MAIMEeHTH, JIEKyBaHH ¢ TycenkyMal. Jluncsar qanan
OTHOCHO OTIOBOpa KbM KUBH WK UHAKTUBUPAHU BAKCUHU.



[Ipenu BakcHHUPAHE C )KUBU BUPYCHH MJIM KUBU OaKTEPHAIHU BAKCHHHM JICUSHUETO TPsOBA J1a ce CIpe
3a Haii-Majko 12 ceagMHUIM Cie IocaeaHaTa J03a U MOXKe Jia CE MOJHOBH Hali-MaJIKO 2 CEIMMIIA CJIE]
BakcuHUpaHeTo. [IpennucraimuTe nekapu TpsOBa Ja HaNpaBsT crpaBka ¢ KpaTkaTta xapakTeprcTuka
Ha TMPOJIyKTa Ha KOHKPETHATA BAKCHHA 32 JIOMIBJIHUTEIIHA HHPOPMAIIHS U YKa3aHUsI OTHOCHO
CHITBTCTBAIA YIIOTPeOa Ha UMYHOCYIIPECOPHHU CPENICTBA CJIC/] BAKCHHUPAHETO.

IToMo11HHM BelecTBa ¢ U3BECTHO AEUCTBUE

Cwovpoicanue na noaucopdoam 80

To3u nekapcTBeH npoaykT cbabpxa 0,5 mg nonmucopdat 80 (E433) BBB BCsika peIBApUTEIIHO
HaITbJTHEHA CIPUHIIOBKA/TIHCalKa, KOuTo ca ekBuBasnieHTHH Ha 0,5 mg/ml. [Tonucopbature Morar na
NPUYUHAT AJTEPTHYHN PEAKIIUH.

45 B3auMmopeiicTBHE ¢ IPYTU JeKapCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE

Bsaumoneiicteus cbe cyocrpatu Ha CYP450

B exno npoyuBane ¢a3za | mpu naueHTH ¢ yMepeH 10 TeKbK IJIaKOB IICOPUA3UC IPOMEHUTE B
cucteMHuTe eKCo3uIUU (Cmax 1 AUCinf) Ha MuAa30J1aM, S-BapdapuH, oOMenpasoll, JeKkcTpoMeropdan
1 Ko(heuH cie]] eqMHNYHA 1032 TyCelIkyMal He ca KJIMHUYHO 3HAYMMU, KOETO IT0Ka3Ba, 4e
B3aMMOICHCTBUS MEXTy Tycenkymad u cyoctparu Ha pazmuuau CYP emsumu (CYP3A4, CYP2C9,
CYP2C19, CYP2D6 u CYP1A2) ca manko BeposiTHU. He e HeoOX0uMo Kopurupane Ha J03aTta,
KOrarto ryceiakyma0 ce mpuiara eJjHOBpeMEeHHO che cyocTpaT Ha CYP450.

EHoBpeMeHHAa NMYHOCYIIPECUBHA TepaIus Win GoToTeEpaus

B npoyuBanus npu ncopuazuc 6€30mMacHOCTTa ¥ e(hpUKACHOCTTA Ha TycelnKkyMad B KOMOHHAIHS C
MMYHOCYTIPECOPH, BKIIOUUTETHO ONOIOTMYHY NPOAYKTH, WK (OTOTEpamnus He ca oLeHsBaHU. B
MIPOyYBaHUs MPHU IICOPUATUIEH apTPUT eJHOBpeMeHHaTa yrorpedba Ha MTX He usrnexnaa ga
MOBJIMSIBA 0E30MACHOCTTA WJIM €(PUKACHOCTTA Ha T'yCeaKymao.

B npoyuBanust npH yiiiepo3eH Koiut u 6onect Ha Crohn exHoBpeMeHHara yrnotpeba Ha
MMYHOMOJTyJIaTOpH (Hatmp. a3aTHONpuH [AZA]) Win KOPTUKOCTEPOUIN He U3IIIekKIa J1a MTOBIHIBA
0e30rmacHOCTTa I €PUKACHOCTTA Ha TyCcelKkyMa0.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

JKenu ¢ eTepoieH NOTEHINAI

JKenu ¢ netepojieH noTeHMa TPSAOBa a U3M0I3BaT €PEKTUBHU METOIU Ha KOHTPAIICTIIIHS 110 BpeMe
Ha JIeUeHHe U B MPOIBIKCHUE HA Hall-MaJIKo 12 CeJIMHUIIM Clie]] ICUSHHUETO.

BpemenHoct

Hma orpaHnYeHu JaHHU OT yHnoTpedara Ha rycenkymMad npu OpeMeHHH sxeHH. [IpoyuBaHusITa Ipu
JKMBOTHH HE IMOKa3BaT IMPEKU NI HETIPEKHU BPEAHU e(i)eKTI/I, CBBp3aHU C 6peMeHHOCTTa,
eMOPHOHATHOTO/(DETATHOTO pa3BUTHE, PAKIAHETO MITH MIOCTHATATHOTO pa3BuTHE (BXK. Touka 5.3).
Karo mpeamasna mMsipka e 3a peAnoyuTane aa ce u3dsrea ynorpedara Ha Tremfya mo Bpeme Ha
OpeMeHHOCT.

Kopmene

He e u3BecTHO amu rycenkymab ce eKckpeTupa B Kkbpmara. M3BecTHo e, ye yoBemkure 1gGs ce
EKCKPETHUPAT B KbpMaTa Mpe3 MbPBUTE HAKOJIKO JHH CIIe/l PKIAHETO U CKOPO CJIe]] TOBAa HaMAaJISIBAT
JI0 HUCKH KOHLICHTPALMH; CIIEA0BATEIIHO, PUCKBT 32 KbPMAUYETO MPE3 TO3H NEPHOJI HE MOKe J1a Ob/ie
m3KitoueH. TpsiOBa Ja ce B3eMe peleHue JIalk J1a ce IPeKpaTH KbPMEHETO I JIa He e 3a104Ba



nedyenue ¢ Tremfya, kaTo ce B3eMaT mpeBHUI MOJI3aTa OT KbPMEHETO 3a JETETO U 1MoJ3aTa OT
TepamusiTa 3a )xeHaTa. BikTe Touka 5.3 3a uH(MOpMAaIHs OTHOCHO EKCKPENHsITa Ha TyCcelKyMal B
MJISIKOTO Ha YKMBOTHH (JIBJITOOMAIIATHA MaKallu).

depTunurer

EdexthT Ha Tycenkymad BbpXy (hepTHIUTETA IPU XOpa HE € OllcHeH. [Ipoy4yBaHusTa IPU )KUBOTHHU HE
TOKa3BaT IPEKU WM HEMPEKU BPpEIHU e(DEKTH, CBBp3aHu ¢ GepTrnTeTa (BK. Touka 5.3).

4.7 EdexTtn BbpXy cnoco0HoOCTTa 32 mo¢upaHe u padoTa ¢ MAIINHH

Tremfya He moBNMsABa WK TOBIKABA IPEHEOPEKIMO CIIOCOOHOCTTA 32 modupaHe u padora c
MaIIIHHH.

4.8 Hexenanu JJeKApCTBEeHH peaKuu

O0600menue Ha npoduiia Ha 6€30IaCHOCT

Haii-yectaTa He)xenaHa peakuus ¢ HHOEKIMH Ha IUXaTeTHUTe mbTulia (mpubnusureano 8% ot
MAaIMEHTHUTE B IPOYUYBAHUSATA C YIIIEPO3EH KOIHUT, 11% OT manueHTuTe B Ipoy4BaHusITa C 00JIecT Ha
Crohn, 15% oT nanueHTHTe B KIIMHUYHUTE IPOYYBAHUS [IPU IICOPHA3UC U ICOPUATPUYCH aPTPHT).

OO6mmusT npoduit Ha 6E30MaCHOCT MPH MAlMEHTUTE, JIeKyBaHu ¢ Tremfya, e cxojeH npu MaueHTUTe ¢
MICOPHA3HNC, ICOPHATPUUCH apTPHUT, YIIepo3eH KoiauT u 6oect Ha Crohn.

CHHMCBK Ha HEXXEIIAHNUTE PEAKIIMN B TaOJIHYEH BU

B Tabmuna 1 ca n30poeH HeXEIaHUTE PEaKIMK OT KIMHUYHU MPOYYBAHHS ITPH IICOPUA3HC,
[ICOPUATHYCH apTPHT, YIIIIEPO3eH KOIUT U OosiecT Ha Crohn, KakTo U HeXETaHUTE PEaKIIvH,
CHOOIIEHU OT OCTMAPKETUHTOBUS ONUT. HexenanuTe peakiuu ca KiacuQUIMpaHy 10 CUCTEMO-
opranen kiac Ha MedDRA # 110 YecToTa ChIIIaCHO ClieaHaTa KOHBEHIHs: MHOTO uecTH (> 1/10),
yectr (> 1/100 o < 1/10), meuectu (> 1/1 000 mo < 1/100), pexku (> 1/10 000 mo < 1/1 000), MmHOTO
penxu (< 1/10 000), ¢ Hen3BecTHA YecTOTa (OT HAIMYHHUTE TAaHHU HE MOXe J1a Ob/Ic HarpaBeHa
OlleHKa). BBbB BCsika rpyma B 3aBUCHMOCT OT 4€CTOTaTa, HEXEJIAHUTE PEaKI|K ca MPEACTaBeHU B
HU3XOJIAI PEJ] M0 OTHOIIIEHHE HA TIXHATA CEPHO3HOCT.

Tabanna 1: CnuchbK Ha HeXKeJIaHUTE PeakIuu

CucreMo-opraHeH KJac YectoTa Hesxenanm peakinum

Wndexumu n nHpectanuu MHoro yectn Wndexnyun Ha AUXaTeIHuTe IbTUIIA
Heuectn Wndexnuu ¢ xeprec CUMIUIEKC
Heuectn Jepmartodurosa
Heuectn T"acTpoenTepur

Hapymenns Ha umyHHaTa Penku CBpBXUYBCTBUTEITHOCT

cUCTEMA Penku Anadunaxcus

Hapymenus Ha HepBHaTa Yectn I'maBoGosnue

cucremMa

CromamHo-4peBHH HapymieHus: | Yectu Huapus

Hapymenust Ha koaTa u Yectu Ob6pus

MOJIKOXKHATa ThKaH Heuectn Yprukapus

Hapyuienns Ha Yectu Aptpanrus

MYCKYJIHO-CKEJIETHATa CUCTEMa

U ChbeIMHUTEIHATA ThKaH

OOmwm Hapymenus 1 epextr Ha | Heuectn Peaknms Ha MACTOTO HAa HHKEKTHPaHE

MSICTOTO Ha IPHIIOKEHHE

W3cneapanus Yectu IloBuIlIEHN HYBA HA TPaHCAMHMHA3UTE




| | Heuectn | [TonmxeH Opoit Ha HEYTpoUIUTE

Omnncanne Ha N30paHU HEXEIAHU PEAKIIUU

Toguwienu nusa na mpancamunazume

[Ipe3 nmare60-KOHTPOIMPaHU IEPHO] Ha ABE KIIMHWYHU TipoyuBaHus ¢asa Il mpu ncopnatmuen
apTPUT HEXKEIIAHUTE PEaKIMK C TIOBUIIICHH HUBA Ha TpaHCaMUHa3uTe (BKItouBay nosuimeHa ALAT,
nopuieHa ASAT, OBUIIICHH YePHOIPOOHH €H3UMHU, ITOBUIIICHU TPAHCAMHUHA3H, OTKIIOHCHHUS B
4epHOAPOOHUTE (YYHKITMOHAIHA MTOKA3aTeNN, XUIlepTpaHCaMHUHA3eMHsI) ce ChOOIIaBar Mmo-4ecTo B
TpynuTe, JIeKyBaHH ¢ rycenkymad (8,6% B rpymara ¢ moakoxHo npuioxerre Ha 100 mg g4w u 8,3%
B IpyIara ¢ MoAKOXKHO mpuioxenue Ha 100 mg q8w), oTKoIKOTO B rpymnara Ha 1aneoo (4,6%). 3a

1 rognHa HeXXeTaHW PEeaKIMH ¢ TIOBHUIIIEHH TpaHCaMUHAa3M (BXK. O-Tope) ce chobmanar npu 12,9% ot
MAIMeHTHTe B rpymnaTa Ha g4w u ripu 11,7% oT manmeHTHTe B rpymaTa Ha q8w.

Cnopen 1abopaTOpHHUTE OLICHKH MOBEUYeTO MoBuieHus Ha Tpancamunaszute (ALAT u ASAT) ca <3 X
ropHara rpannna Ha HopMata (ULN). YBenndyenusta Ha TpancamMuHasuTe oT >3 1o <5Sx ULNu>5
x ULN ca ¢ HUCKa YecToTa, KOTO [T0-4€CTO Bh3HUKBAT B rpymnaTa Ha Tycelkymad q4w B CpaBHEHHE C
rpynara c rycenkymad q8w (Tabnumna 2). [TonoOHa yectora 1Mo TeXECT U 10 rpyma Ha JCYCHHE €
Ha0JII01aBaHa /10 Kpasi Ha 2-TOAMIIHOTO KIMHUYHO MpoyYBaHe (asa 3 mpH NCOpHaTHYCH apTPHT.

Ta6auna 2: YectoTa HA cJIyyauTe HA MALMEHTH C MOBUIIIEHU HUBA HA TPAHCAMUHA3HUTE CJe]]
M3X0/IHO HMBO B JIBe KJIMHUYHU npoyuBanus ¢a3a |1l npu ncopuaruyen aprpur

Jlo Cenmuna 24° Jlo T'oguna 1°
Mnane6o rycenkymad rycenkymad rycenKkymad rycenkymad
N-;l?OB 100 mg 8w 100 mg g4w 100 mg q8w 100 mg gq4w
- N=373" N=371" N=373" N=371"
ALAT
;ﬁl" S3x 30,0% 28.2% 35,0% 33,5% 41,2%
B3LI‘N° =2 1,4% 1,1% 2.7% 1,6% 4.6%
>5 x ULN 0,8% 0,8% 11% 11% 1,1%
ASAT
Bll_l‘No Sx 20,0% 18.8% 21.6% 22.8% 27.8%
B3LHN° X 0,5% 1,6% 1,6% 2.9% 3.8%
>5 x ULN 1,1% 0,5% 1,6% 0,5% 1,6%

a
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Tane00-KOHTPOIUPaH IEePHO

paMKHTe Ha IepHojia OT BpEME.

TMMAIUEHTHU, PAHAOMU3UPAHU HA rmaue60 Ha U3XOJHO HUBO U MPEMHUHAJIN CJIE TOBA KbM ryceJn(yMaG, HE Ca
BKJIFOYBAHU.

Opoii manueHTH ¢ Half-MaJIko €JHa OLIEHKA CJIE/l U3XOAHO HHUBO 32 KOHKPETHOTO JabOpaTOPHO U3CIIEABAHE B

B knmuHMYHKTE TPOYYBaHMS IPH IICOPHA3HC, 32 €HA TOIMHA YECTOTaTa Ha CIIydanuTe Ha MOBHUIIABaHE
Ha TpancamuHazute (ALAT u ASAT) 3a rycenkymad 8w e nmonoOHa Ha HaOJIr01aBaHaTa 3a
rycesnkymad (8w B KIMHHYHHUTE MPOYYBAHUS ITPH TICOPUATHICH apTpUT. 3a 5 roanHu, YectoraTa Ha
CJlydauTe Ha MOBHIIABaHE HA TPAHCAMHHA3UTE HE CE YBEINYaBa C BCSIKA TOAKMHA MIPU JICUCHHUE C
rycenkyma0. [loBeuero moBuiieHus Ha TpaHcamMuHasute ca < 3 X ULN.

B noseuero CJIy4dau MOBHUIIaBAHETO HAa TPAHCAMHWHA3UTE € IMPEXOAHO XU HE BOJU 10 NMPECYCTAHOBABAHE

Ha JICYCHUCTO.

B cOopuun imHIYHYM npoyusanus ¢asa Il u ¢asa 11 npu 6onect va Crohn mpe3 miane6o-
KOHTpoMpaHust nHAyKuuoHeH nepuof (Ceamuua 0-12) Hexenanu cbOUTHS, CBBP3aHU ¢ IOBUIICHU
TpaHcamuHa3M (BkitouBaiiy nosuieHa ALT, mosumena AST, noBuieHn 4epHOAPOOHH SH3UMH,
MOBHIIIEHU TPAHCAMHUHA3HY U TIOBUIIEHN YePHOAPOOHN (QYHKIIMOHAIHN TECTOBE), C€ ChOOIIaBaT Mo-




YeCTO B TPYIIUTE, JeKyBaHH ¢ rycenkymad (1,7% oT marueHTHTe), OTKOIKOTO B rpyIaTa Ha miamnebo
(0,6% ot manmentute). B cOopHu kimHMYHYN poyuBanus ¢asa Il u daza 11 mpu 6onect va Crohn
npe3 OTYETHUSI IEPUO]] OT MPUOIN3UTEITHO elHa TOAMHA HEeXKeJIaH! ChOUTHUS, CBbP3aHH C TIOBUILICHH
TpaHcamuHa3u (BkitouBamy nosuineHa ALT, mosumena AST, noBuieHr 4epHOAPOOHH EH3UMH,
MOBHIIIEHU TPAaHCAMHUHA3HM, HAPYIIIeHa YePHOAPOOHa (PYHKIIMS U MIOBUIICHN Y€PHOAPOOHN
(YHKIIMOHATHU TECTOBE), ce choOImIasar mpu 3,4% OT MalMeHTUTe B Tpymara Ha JISYeHHE C
rycenkyma6 200 mg noakoxHo q4w u 4,1% OoT manmMeHTHUTe B rpynaTa Ha JIeYeHHe C TycesKyMad
100 mg noakoxHO q8W B cpaBHeHue ¢ 2,4% B rpymnara Ha marneoo.

B®3 ocHOBa Ha n1abopaTopHHUTE OLEHKH B COOpHUTE KIIMHUYHY MpoyuBanus ¢asa Il u dasa Il mpu
6onect Ha Crohn yecroraTta Ha moBuiaBane Ha ALT nimn AST e mo-Hucka oT Ta3u, HabIronaBaHa B
KITMHIYHUTE poy4uBanus ¢aza Il mpu ncopuarnden aptpur. B cOopHHUTE KITMHUYHA TPOYYBAHUS
¢aza Il u ¢aza III mpu 6onect Ha Crohn nipe3 mnare6o-kouTpompanus nepuon (Cenmuna 12) mpu
MAIUCHTHUTE, JICKYBaHH C TycelkyMa0, ce chobriaBar nopumenust Ha ALT (< 1% ot naruenTure) u
AST (< 1% ot mammmentute) > 3x ULN. B cOoprnTe xmmangyan npoyuBanus ¢asa Il u daza 11l mpu
oomect Ha Crohn mpe3 oT4eTHHS ITEPHO OT MPUOIM3UTEITHO eaHa ToarHa moBumeHws Ha ALT w/vmm
AST > 3x ULN ce cro0riaBar npu 2,7% OT HallMEHTUTE B IpyIara Ha JeueHue ¢ rycenkymad 200 mg
MOJKOXHO q4w u 2,6% OT manyeHTuTe B rpynara Ha jieueHue ¢ rycenkymad 100 mg nmoakoxxHo q8w B
cpaBHenue ¢ 1,9% B rpynata Ha miaue6o. B moBedero ciydau MoBUIIABAHETO HA TPAHCAMUHA3HUTE €
MIPEXOJIHO U HE BOJM JI0 MIPEKpaTABaHE HA JIEUECHUETO.

Tonuocen bpoti neympogpunu

[Mpe3 miane0o-KOHTPONIMPaHUs IEPUOJT Ha JBE KIMHUYHU npoyuBanus ¢aza Il npu ncopuarnyen
apTPUT HEXKEIIAHUTE PEaKIMK C TIOHWKEH Opoit HeyTpoduiIu ce ChOOIaBaT MO-4YeCTO B B IPyIaTa,
nekyBaHna ¢ rycenkymab (0,9%), orkonkoro B rpynata Ha miane6o (0%). 3a 1 roxuHa HexenaHu
peaxnuu ¢ NOHMXKeH Opoil HeyTpodunu ce crobmanat npu 0,9% oT mauueHTuTe, JIEKyBaHHU C
rycenkyma0. B moBeuero ciryyan moHnW)kaBaHeTO Oposi HA HEYTPOPUINTE B KPHBTA € B JICKa CTETICH,
MPEXOIHO, HE € CBHP3aHO ¢ MH(EKIUs 1 HE BOAHU JI0 MPEKpaTsIBaHE HA JICYCHUETO.

Tacmpoenmepum

[Mpe3 riane6o-KOHTPONIUPaHUs IEPUOJT Ha JiBe KITMHWYHHU npoyuBanus (aza |1l mpu ncopuazuc
TaCTPOCHTEPHUT HACTHIIBA TI0-YECTO B IPyTara, iekyBaHa ¢ rycenkymao, (1,1%) oTkoakoTo B rpymarta
Ha mare6o (0,7%). Jo Cenmumna 264, 5,8% oT BCHYKH MallMeHTH, JIEKYBaHHU C TyceIKymao,
CHOOIIABAT 3a TaCTPOCHTEPHUT. HekenmaHuTe peakiuyu Ha raCTPOCHTEPUT HE Ca CEPUO3HU M HE BOJIAT
IO TIpeyCTaHOBsBaHe Ha rycenkymad no Ceamuna 264. YectoTara Ha ciydanuTe Ha TaCTPOSHTEPUT,
HaOII0JaBaH Tpe3 Tanedo-KOHTPOINPAHUS TEPUO/] Ha IPOYYBAHUS P IICOPUATHYCH apTPHT, €
CXOJICH ¢ HAOJIFOIaBaHUTE B KIIMHUYHUTE TIPOYYBAHUSI ITPH MICOPHUA3HC.

Peaxyuu na msicmomo ma undicekmupane

B aBe knuanynan npoyusanus ¢aza |l npu ncopuazuc no Cenmuna 48, 0,7% OT HHKEKIUUTE C
rycenkymad u 0,3% oT MHXKeKIMUTE ¢ TIaedo ca CBbpP3aHK C peakiiy Ha MSICTOTO Ha MHXKEKTHPaHE.
Ho Cenmumna 264 0,4% oT WHXEKITUUTE ¢ TycelkyMal ca CBbP3aHU C PEaKIK Ha MICTOTO Ha
WHXXEKTUpaHe. PeakIMuTe Ha MACTOTO HA MHXKEKTUPAHE KATO ISUT0 €a JICKU IO YMEPEHH IO TEXKECT;
HUTO €JIHa HE € CEPHO3HAa U e/[Ha € J0BeJa JI0 IPEYCTAaHOBsABaHE Ha I'yCceIKyma0.

Jo Cenmuna 24 B nBe kiimHU4YHM npoyuBanus ¢asa |1l mpu ncopuatuuen aprput OposT Ha
NaIMEeHTHTE, ChOOUTIIN | MM TOBEYE Peakllni Ha MICTOTO Ha MH)KEKTUPAHE, € HUCHK U MaJIKO TI0-
BHCOK B I'PYITHTE Ha ryceaKymal, OTKOJIKOTO B rpymnara Ha miane6o — 5 (1,3%) marueHra B rpymnara
Ha rycenkymab q8w, 4 (1,1%) nanmenra B rpynara Ha rycenkyma6 q4w u 1 (0,3%) nanmenr B
rpymara Ha miamne6o. EJuH manuenT e mpekpaTui JSUYSeHUETO C IyCelIkyMal Mmopajid peakius Ha
MSICTOTO Ha MHXKEKTHPAHE Tpe3 Iane00-KOHTPOTUpaHHs IEPUO/] HA KIIMHIUYHY TIPOYYBAHUS TIPH
NICOpUATHYEH apTpUT. 3a | rorHa NPOLEHTHT Ha MAUEHTUTE, ChOOIIABAIIM | MM MOBEYe PeaKkLuu
Ha MACTOTO Ha MHXEKTUpaHe, € 1,6% u 2,4% choTBETHO B TpynuTe Ha rycenkymad q8w u g4w. Kato
ISUT0 YeCTOTaTa Ha MHKEKIIMUTE, KOUTO Ca CBbP3aHH C PEakIK Ha MSCTOTO Ha WHXKEKTHPAHe,
HaOJro1aBaHy Npe3 TIare00-KOHTPOIMPAHUS IEPHOJT Ha KIIMHUYHHU TPOYYBAHUS TIPU TICOPUATUICH
apTpPHUT, € CXOJICH C YecToTaTa, HabJIr01aBaHa B KIIMHUYHUTE IPOYYBaHUs [IPH IICOPUA3HC.



B KIMHUYHOTO MpoyYBaHe ¢ MOIIBPIKAIIO JECUCHHE TIPH Yiriepo3eH koauT ¢asza Il qo Cenmura 44
IPOLIEHTHT Ha MALIUEHTUTE, KOUTO ChOOIaBaT 1 win noBeue peakiuy Ha MSICTOTO Ha MHKEKTUPaHE Ha
rycenkymao, € 7,9% (2,5% ot umxkekiuute) B rpynara Ha ryceikymad 200 mg moakoxHo q4w
(rycenkymab 200 mg e npunaras katro ase HHxekuuu oT 100 mg B KIMHUYHOTO NPOYUYBaHE C
HOJUIBPIKALLO JISUEHHUE NIPH YIIepo3eH KoiauT ¢asa 1) n HiMa peakuu Ha MACTOTO Ha MH)KEKTHUPaHe
B rpymara Ha rycenkymad 100 mg moakoxxkao q8w. IloBedeTo peaknny Ha MACTOTO Ha WHKEKTHpaHe
ca JIEKU U HUTO €JJHa HE € CEpHO3Ha.

B ximmanyaN ipoyuBanus ¢asa Il u ¢aza Il mpu 6onect vHa Crohn go Cegmuma 48 mponeHTHT Ha
MalUeHTHTE, KOUTO ChoOIaBar | niy noBede peakiy Ha MSICTOTO Ha HH)KEKTHpaHe Ha Iycelkymao,
e 4,1% (0,8% oT MHXEKIUUTE) B IpylaTa Ha JICYCHHUE, T0JTy4aBalia HHTPABCHO3HA UHTYKITUS C
rycenkyma6 200 mg, mocnenBana oT 200 mg noakoxHo q4w, u 1,4% (0,6% OT nmxekuuure) oT
MalMeHTHUTE B IpynaTa Ha HHTpaBeHO3HA HHAYKLUS ¢ TycenkyMad 200 mg, mociensana ot 100 mg
noKoxkHO q8w. KaTo mssio peaknuute Ha MICTOTO Ha HH)KEKTUpaHe ca Jiekd. Huto eqHa He e
CepHOo3Ha.

B xnunanunm npoyuBanus ¢asza |l mpu 6onect Ha Crohn go Cenmuna 48 MponeHTHT Ha MAIIMEHTHTE,
KOHTO ChOOMIaBaT | WM MoBeYe peakini Ha MACTOTO Ha MHXKEKTHpaHe Ha rycenkyma0, e 7% (1,3%
OT MHXXEKIUHUTE) B rpymnaTa Ha JiedeHne, noixydasana 400 Mg moakoskHa WHIYKIUS, TTOCIIEBaHA OT
200 mg moaxoskuo q4w, 1 4,3% (0,7% OT HHKEKITMHUTE) OT MAIUEHTHUTE C TIOAKOXKHA HHIYKIINSA C
rycenkymad 400 mg, mocnensana ot 100 mg nmonkoxxHo q8w. [loBeueTo peakuy Ha MACTOTO Ha
MHKEKTHpaHe ca Jieku. HuTo eqHa He € cepro3Ha.

Hmynozennocm
HNmyHOTEHHOCTTA Ha TycenKyMal € OIleHsIBaHa C IyBCTBUTEIICH HIMYHEH TECT 32 MOHOCUMOCT KbM
JIEKapCTBOTO.

B cbopuute ananmsu BB aza Il u daza |1l mpu naumenTr ¢ ncopuasuc u ¢ ncopuatudeH apTput 5%
(n=145) ot manueHTHUTE, JEKYBaHH C TYCEIKyMa0, pa3BUBAT aHTUTENA CPEIIY JICKAPCTBOTO JI0

52 ceamunu ot neuerneto. [Ipubnusutento 8% (N=12) ot manueHTHTE, Pa3BUBAIIM AHTHUTEIIA CPEIITY
JIEKapCTBOTO, MMAT aHTHTENA, KIacu(UIMPaHH KaTO HeyTpaTU3UpallH, KoeTo ce paBHsBa Ha 0,4% ot
BCHYKH TAICHTH, JIEKyBaHHU C Tycenkymad. B cooprute ananu3u ¢asa |l mpu namuenTn ¢ ncopuasuc
npubmsuTenHo 15% ot manueHTHTe, IEKYBaHU C TyCeIKyMa0d, pa3BUBAT aHTHTENA CPEILy
JIEKapCTBOTO J10 264 cepmuiim ot siedenueto. [Ipu npubnusurenno 5% oT NalMeHTHTe, Pa3BIIN
AQHTWJICKApCTBEHH aHTHUTEJIA, aHTUTENATa Ce KIaCH(PUIMPAT KaTo HeyTPaTU3UPAIH, KOETO € PaBHO Ha
0,76% OT BCHYKHM MAIIMEHTH, JICKYBaHH C TycelIKyMad. AHTHTeNaTa Cpelly JeKapcTBOTO He ca
CBBP3aHU C TI0-HUCKA e(UKACHOCT WM Pa3BUTHE HAa PEAKIIMU Ha MSCTOTO HA HHKEKTHUPAHE.

B c6opuuTe ananusu BB ¢asa Il u ¢asa Il npu nanmenTu ¢ ynueposeH konuT npubiusuteaso 12%
(n=58) oT manMeHTHTE, JEKYBaHH C TyceskyMal B MPOABIDKEHHE HA MAKCUMYM 56 CeIMHUIIH, ca
pa3BUIIM aHTWJIEKApCTBEHH aHTUTeNa. OT MalMeHTUTe, Pa3BIIIM aHTUIIEKaPCTBEHU aHTUTENA,
npubnauzutenaHo 16% (n=9) uMaT aHTHTENa, KOUTO ca KiIacu(UIMPaHU KaTo HEYyTPAIU3UpallH, KOETO
ce paBHsIBa Ha 2% OT BCUYKU IALMEHTH, JIEKYBaHH € TycelIKyMad. AHTHIIEKapCTBEHUTE aHTHUTENA He
ca CBBP3aHU C MO-HUCKA ePUKACHOCT WM Pa3BUTHE HA PEaKI[MH HA MSACTOTO Ha MH)KEKTHpaHe.

B 0606menuTe ananmmzu ot ®Paza Il u daza I no Cepmuna 48 npu manuentH ¢ 6onect Ha Crohn,
KOWTO ca JIEKYBaHU C MHTPABCHO3HA MHIYKIIHSI, TIOCJICIBAHA OT CXeMa C TTOJIKOYKHA TOThpIKaIa /103a,
npubanzuTeHo 5% (n=30) oT marueHTuTe, JIEKyBaHH C TyCeIKyMal, ca pa3BUIIN aHTHIICKAPCTBEHH
anTutena. OT NalMeHTUTE, Pa3BIIIN AaHTUICKAPCTBEHU aHTUTEIA, TPUOIU3NTENHO 7% (n=2) ca uMamu
aHTHUTENA, KIACU(UIMPAHHU KaTo HeyTpaIu3upaIly aHTUTena, Koeto ce paBHsaBa Ha 0,3% ot
MAIICHTHUTE, JIKYBAHH C TYCEIKyMao.

[Ipu ananu3 BeB daza Il go Ceqmuiia 48 npu naruenty ¢ 6onect Ha Crohn, JIeKyBaHU C ITOJKOXHA
WHAYKIWS, TIOCJe/[BaHa OT CXeMa C MOJIKOKHA MOTbprKalla J103a, mpuoausutenHo 9% (n=24) ot
MAIIEeHTUTE, JIGKYBAHH C TYCEIKyMal, ca pa3BWIN aHTHIICKapCTBeHH aHTUTeNa. OT Te3U MalueHTH
13% (n=3) ca uManm aHTHUTENA, KITACUPUITUPAHHA KaTO HEYTPATU3NPAIIHN aHTUTENA, KOETO CE€ paBHSABA
Ha 1% OT manueHTuTe, JIEKyBaHH C TycellkyMad. AHTHICKaPCTBEHUTE aHTUTENA HE Ca CBBP3aHHU C I10-
HUCKa €(PUKACHOCT WU Pa3BUTHE HA PEaKI[MK HA MSICTOTO Ha MH)KEKTUPAHE.
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Cpo0111aBane Ha MOA03UPAHN HEXKETAHHN PEAKITHH
Cro01IaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUH CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS

MPOAYKT € BaKHO. TOBa MMO3BOJISBA Ja MIPOIBJKHM HAOIIOICHUETO Ha ChOTHOIICHUETO IMOJI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATICTH CE U3MCKBA J]a ChOOIIABAT BCSIKA
[I0I03UPaHa HEXKEIaHa PeaKiys Ype3 HAIMOHAIHATA CHCTEMA 3a ChOOIIaBaHE B:

W3meiHATENHA areHIus 10 JIeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

4.9 TIlpemo3upane

B knmuHHYHY pOYYBaHUS ca MpHJIaraHu HHTPABEHO3HH 703U rycenkyMad jo 1 200 mg, kakTo u
noKoHH 7031 10 400 mg ¢ eAHOKPaTHO MPUIIOKEHUE, Oe3 T030IMMUTHpAaIa0rpaHnYaBalla 103aTa
TOKCUYHOCT. B ciy4aii Ha nmpepo3upane NarueHThT TPSOBa Jia ¢e MPOCIIe/Ba 3a MPU3HAIU WU
CHUMIITOMH Ha HEXKEJIAHU PEAKIINU U He3a0aBHO Tpﬂ6Ba Aa C€ MPUJIOKHU MOAXOAAIO0 CUMIITOMAaTUIHO
JICUCHHUC.

5. ®APMAKOJIOTMYHU CBOMCTBA

51 ®apmakoguHAMUYHH CBOHCTBA

®dapmakorepaneBTuuHa rpyna: Umynocynpecopu, Uaxuburopu Ha untepneBkunute; ATC kox:
LO4AC16.

MexaHu3bsM Ha JEUCTBUE

I'ycenkymab e yosemko IgG 1A MOHOKIIOHANHO aHTUTSUIO (MAD), KOETO ce CBbP3Ba CEJIEKTUBHO C
nporenta uatepiaeBkuH 23 (IL-23) ¢ Bucoka crieruuuHOCT ¥ ahHUHUTET Ype3 MACTOTO Ha CBbP3BAHE
Ha aHTureHa. 1L-23 e nuTOKHH, KOWTO y4acTBa BB BBH3IMAJICHUETO U UMYHHUS OTTOBOp. Upes
Onmokupane Ha cBbp3BaHeTo Ha [L-23 ¢ Herosus penenTop, ryceikyMad naxudupa [L-23-3aBucumara
KJIEThYHA CUTHAIM3aLUs U OCBOOOKAaBaHETO HA MPOUH(IAMATOPHU LIUTOKUHH.

Hupara Ha IL.-23 ca moBuIieHN B KO)KaTa Ha MAIMEHTH C IJIAKOB Icopuasuc. [Ipu marueHTu ¢
yJIepo3eH Koaut win 6osect Ha Crohn nuBara Ha |L-23 ca moBuilieHH B ThKaHTa Ha J1€0€7I0TO YEPBO.
ITpwu in vitro Momenu ce yCTaHOBSIBa, Ye ryceiakymab nHxubupa 6rnoaktuBHOCcTTa Ha IL-23 upes
OyiokupaHe Ha B3auMojeiicTBrueTo ¢ peuentopa IL-23 Ha Ki1eTpYHaTa HOBBPXHOCT, KaTO Taka
NPEKbCBA CUTHAIN3UPAHETO, AKTUBUPAHETO U KacKaJara Ha UUTOKMHHUTE, Meanupanu ot 1L-23.
I'ycenkymab oka3Ba KIMHUYHH €(EeKTH BbPXY IUIAKOBUS IICOPUA3KC, ICOPUATUYHHUS apTPUT,
yIIepo3Hus KomuT u 6omectta Ha Crohn mocpeacrBom GiiokupaHe Ha MbTS Ha uTOKKWHA [L-23.

JokazaHo e, ye MUENTOUIHNTE KIIETKH, ekcrnpecupany Fc-rama peuentop 1 (CD64), ca npeobnanaBar
u3TouHKK Ha [L-23 BBB Bb3ManeHata ThKaH MPH TICOPHA3HUC, YIIEepo3eH KoiuT u 6osect Ha Crohn.
I'ycenkymab e mokasai in vitro oiokupane Ha IL-23 u cBbp3Bane ¢ CD64. Te3u pe3ynTati 1okassar,
Ye rycelikymMal € B ChCTOsIHUE Aa HeyTpanu3upa IL-23 B KiIeThbuHUs H3TOYHHUK HA BB3MAICHUETO.

(DaDMaKOJII/IHaMI/I‘IHI/I ed)eKTI/I

B exno mpoyuBane ¢a3a | neueHunero ¢ rycenkymad BOIH 10 HAMAJICHA €KCIIPECHs Ha TEHUTE Ha ITbTS
IL-23/Th17 u Ha npodunuTe Ha eKCpechs: Ha TeHNUTE, CBhP3aHH C IICOPHA3HC, KOETO € JOKa3aHO Ype3
ananm3n Ha MPHK, mony4uena ot Omorcnn Ha KOXXHUTE JIE3UH Ha TAIMEHTH C TUIAKOB IICOPHA3UC Ha
Cenmurtia 12 B cpaBHEHHUE C U3XOJIHOTO HUBO. B chiioTo mpoyuBane ¢asa [ nreuenuero ¢ ryceinkymad
BOJIM JI0 IOJIOOpPEHKE Ha XUCTOJIOTMYHUTE MTOKa3aTeNu Ha rcopuasuc Ha Cenmmuna 12, BKIFOYUTEITHO
HamaJIeHHe Ha Jie0eIMHaTa Ha eNuIepMuUca U Ha IIbTHOCTTA Ha T-KkieTkute. OCBeH TOBa ca
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HaOIrogaBaHu MOHIWKEHN cepyMun HuBa Ha [L-17A, IL-17F u IL-22 B cpaBHeHHE ¢ 1aedo mpu
MAICHTH, JICKYBaHH ¢ TycelkyMa0 B mpoyuBanmsTa ¢asza Il u daza Il mpu mrakos ncopuasuc. Teszn
pe3ysiTaTh ChOTBETCTBAT HA KJIMHUYHATA I10J13a, HAOJIF01aBaHa NIPH JICUCHHE HA TUIAKOB TICOPHA3KC C
rycenkymao.

B npoyuBanns ¢aza I npu nanuenTy ¢ mcopuaTHydeH apTpUT CEPyMHHATE HUBA Ha OCTPOo(a3oBUTE
nporenHu C-peakTUBEH NPOTeHH, cepyMeH amminona A u IL-6 u epexTopHuTe nuTokrau Ha Th17 IL-
17A, IL-17F u IL-22 ca noBumieHn Ha N3XOAHO HUBO. | 'ycemkymal moHM»KaBa HUBaTa Ha TE3U
IPOTEUHH B PAMKUTE Ha 4 CEIMMILM CJIe] 3all04BaHe Ha JieueHHeTo. I'ycenkymal noHmxkasa
JOIIBIIHUTETHO HUBaTa Ha Te3 npoTenHu 1o Ceamuua 24 B cpaBHEHHE € U3XOIHOTO HUBO, KAKTO U C
iane6o.

[pu manueHTy ¢ ynuepo3eH KouuT wim oosect Ha Crohn snedenueTo ¢ rycenkymad BoIu 10
MOHW)KaBaHe Ha BB3NMAIUTETHUTE MapKepH, BKitountesiHo C-peaktuaus nporerd (CRP) u dpexamuus
KaJIMPOTEKTHH, pe3 nHAyKIoHHaTa Cenmuna 12, KoeTo ce 3amas3Ba u ciell eHa FouHa
noppiKaiio Jedenue. Huearta na cepymanre npotennu IL-17A, IL-22 u [FNy HamansiBar ome Ha
Cenmuria 4 u mpoab/bKaBat Aa Hamanseat 10 Ceamuna 12 ot uaaykiusTa. ['ycenkyma0 cbIno Taka
Hamansaa HuBata Ha PHK na IL-17A, IL-22 u I[FNy npu 6umonicus oT uraBunara Ha 1e0e10To 4epBo
npe3 Cenmuria 12.

Knnnnuna edukacHocT ¥ 6€300aCHOCT

IInaxoe ncopuasuc

EduxacHocTTa 1 6€30macHOCTTa Ha TycelkKyMal ca OlCHsSBaHH B TPU paHIOMHU3UPAaHH, TBOWHOCIICITH,
KOHTPOJIMPAaHU C aKTUBHO BELIECTBO MpoyuBaHus ¢asa Il npu Bp3pacTHH MAMEHTH C YMEPEH 10
TEXBK IUIAKOB [ICOPHA3HC, KOUTO ca HOAXOSIIM 3a (OTOTEpAIns UM CUCTEMHA TepamHusl.

VOYAGE [ u VOYAGE 2

Jse npoyusanust (VOYAGE 1 u VOYAGE 2) onensiBar erkacHOCTTa M 0€30IaCHOCTTa Ha
rycenkyMao crpsmMo riane6o u aganumymad npu 1829 Bb3pactHu nanueHTH. [laruenrure,
paHnoMHu3upaHu 3a jedenue ¢ rycenkymad (N = 825), nomyuasat 100 mg na Ceqmunu 0 1 4 u criep
toBa npe3 8 ceamuity (q8w) 1o Ceamuia 48 (VOYAGE 1) u Cenmuria 20 (VOYAGE 2).
[larmenTture, pangoMusnpany 3a edenne ¢ ananumymad (N = 582), momyqgasat 80 mg Ha Cenmurnia 0
1 40 mg Ha Cenmuna 1, nmocnensano ot 40 mg npe3 cenmuna (q2w) o Cenmuna 48 (VOYAGE 1) u
Cenmuna 23 (VOYAGE 2). B aBere npoy4BaHus alMEHTHTE, PAaHIOMHU3HPAHH 32 TU1ane6o

(N =422), nony4asar rycenkymad 100 mg va Ceamunu 16, 20 u q8w cien roBa. BeB VOYAGE 1
BCHUYKH MMAIUECHTH, BKIIFOUUTEIHO PAHIOMU3UPAHUTE 32 JieueHHe ¢ aganumyMad Ha Ceamura 0,
3aI104Bar Ja MoJlydaBaT oTKpuTorycenkymad q8w Ha Cenmuiia 52. BeB VOY AGE 2 nanuenTure,
paHIOMHU3UpPAaHU 3a JiedeHne ¢ rycenkymad Ha Cenmuiia 0, KOUTO ca pecIioHIepH 10 OTHOIICHHE Ha
Psoriasis Area and Severity Index (PASI) 90 na Cenmuria 28, ca paHI0OMHU3HPAaHH OTHOBO HJIH Ja
MPOBIDKAT JICYCHUETO ¢ TYCeNIKyMald 8w (O IbpIKallio JICYSHHE), UK Ja IOJTydaBar miareoo
(orrernsHe oT NeveHue). OTTETIICHUTE OT JICYSHUETO MAIeHTH ca IMOTHOBWIIN IIpreMa Ha
rycenkyma0 (TPUIIOKEH 0 BpeMe Ha IIOBTOPHOTO JIeUeHHUE, 4 CEIMUIH MTO-KbCHO B 8W CIIe]] TOBA)
npu Haii-manko 50% 3ary6a ot nogoopenuero Ha PASI na Cenqmuna 28. [TauuenTure,
paHIoMHU3UpaHu 3a Jiedenne ¢ aganuMmymad Ha Cenmuna 0, kouto He ca mocturHanu PASI 90
OTrOBOp, MoirydaBaT rycenkymad Ha Cemamurnu 28, 32 u q8w cien ToBa. BbB VOY AGE 2 Bcnuku
MAIMeHTH 3aIl0YBaT Jia IoJy4aBaT OTKPHUTO ryceiakymad q8w na Ceamuiia 76.

XapaKkTepuCTUKUTE Ha 3a00JIsIBAHETO HA U3XOTHO HUBO CH CHOTBETCTBAT IPU NMPOYYBAHUTE
momynanuu BbB VOYAGE 1 u 2 ¢ Mmeauana Ha TejecHara oBbpxuocT (body surface area, BSA)
cpoTBeTHO 22% W 24%, meanana Ha u3xoaHus PASI ckop 19 3a nere npoyuBanus, MearaHa Ha
U3XOJHHS CKOP 3a JIEpPMaTOJIOTHYHMS HHEKC 3a KauecTBo Ha xwuBoT (dermatology quality of life
index, DLQI) crotBetHO 14 1 14,5, uzxojeH ckop 3a o0111a olieHKa Ha u3ciemonarens (investigator
global assessment, IGA) 3a Texko yBpexaane mpu 25% u 23% OT maiueHTUTe 1 aHaMHe3a 3a
MICOpPUATHYECH apTPUT CHOTBETHO mpu 19% u 18% oT marmeHTure.
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Ot Bcnuku nanuenTy, BkitodeHd BB VOYAGE 1 u 2, crotBeTHO 32% 1 29% He ca neKyBaHU HUTO C
KOHBEHIOHAIHA CUCTEMHA Teparnws, HUTO ¢ OMOIOTu4HO Jeuenue, 54% u 57% ca nmomydaBanu
npenxoaHa Gotorepamnus, a 62% u 64% ca JeKyBaHU C KOHBCHIIMOHATHA CUCTEMHA Teparnusi. B aBete
npoyuBanus 21% ca neKyBaHH ¢ IpeAX0AHa ONOJIOTHYHA Tepanus, BKmounTenHo 11%, kouto ca
MOJTYYMIIA Hal-MaJIKO €THO JIEKApCTBO C aHTAarOHUCT Ha TYMOP HEKpOTU3upamus Gaxtop anda
(TNFa), u npubiusutenno 10%, kouto ca momyumnu antu-1L-12/1L-23 cpencrso.

EdwukacHocTTa Ha Tycenkymab e omeHsBaHa 10 OTHOIIIEHHE Ha IUIOCTHOTO KOXKHO 3a00saBane, Ha
pernoHaTHO 3a00MsIBaHe (CKaJI, JUIAH! ¥ XOIIJIa M HOKTH), Ka4eCTBO Ha KUBOT U PE3yINITaTH,
cboO1IeHn OT nmanuenTa. ChcTaBHUTETbPBUYHU KpaiiHu Toukr BbB VOYAGE 1 u 2 ca npoueHTsT
MAIUCHTH, TTOCTUTHAH ,,u34yrcTBane” min MmuauMaineH IGA ckop (IGA 0/1) u PASI 90 otroBop Ha
Cenmuria 16 cripsimo mmare6o (Bx. Tabmwma 3).

Lanocmno kooicho sabonssane

Jledenuero ¢ rycenkymad BOIH 0 3HAYNMO ITOJ00peHNE Ha MOKA3aTEINTE 32 AaKTUBHOCT Ha
3a00JIIBaHETO B CpaBHEHHE C Ianedo u aganumyMad Ha Ceamuna 16 u B cpaBHeHHE C afanuMymad
Ha Cenmunu 24 u 48. OCHOBHHUTE Pe3yTaTH 32 €PUKACHOCT OT IbPBUYHATA U IIABHUTE BTOPHYHH
NPOYYBaHU KPAiHM TOYKH ca moka3zanu Ha Tabnuma 3 mo-momy.

Ta6auna 3: O6o6menne Ha kanHuuHuTe 0TroBopu BbB VOYAGE 1 1 VOYAGE 2

p < 0,001 3a cpaBHEHHETO MEXIY Tycenkymab u riareoo.

= o9 @

Omzoeop B8b6 6pememo

CpaBHEHHUS MEX/y I'ycenkyMad u agaauMymal He ca U3BBpIIBaHH.
p < 0,001 3a cpaBHEHHETO MEXIY TycenkyMal i agamumMyMad.

p < 0,001 3a cpaBHEHHETO MEXIY TycenkyMal u aganuMyMad Ha TJIaBHUTE BTOPHYHH KpaltHU TOUYKH.
p < 0,001 3a cpaBHEeHUsITa MEX Yy TycelkyMal 1 Iane0o Ha ChCTaBHUTEIbPBUYHH KPAHHH TOYKH.

bpoii nanmentu (%)
VOYAGE 1 VOYAGE 2

[Tname6o | rycenkymad | amammmymab | I[lmame6o | rycemkymab | amamumymad

(N=174) (N =329) (N =334) (N = 248) (N =496) (N = 248)
Cenmuna 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)°
IGAOQ 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 (24,9)" - 219 (44,2) | 66 (26,6)"
IGA 0/1 - 277 (84,2) | 206 (61,7)° - 414 (83,5) | 161 (64,9)°
IGAOQ - 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)° - - -
IGAOQ - 166 (50,5) | 86 (25,7)° - - -
a

I'ycenkymab moka3Ba 0bp30 Hadano Ha €PUKACHOCT ChC 3HAYMMO I0-BUCOK MPOLEHT M0J00peHe Ha
PASI B cpaBHenue ¢ miane6o omre Ha Ceqmuna 2 (p < 0,001). IIponeHTHT Ha MAIMEHTHUTE,
nocturaanu orroBop PASI 90, e uncneHo mo-BUCOK IpH TycelkyMad B CpaBHEHHE C aJaIuMyMao,
kato 3anoyBa Ha CeMuIIa 8 U pa3yIMKaTa JOCTHIa MAaKCUMaJTHH CTOHHOCTH okosto Ceamuria 20
(VOYAGE 1 1 2) u ce nomnspxa 1o Cenmuna 48 (VOYAGE 1) (Bx. @urypa 1).
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®@urypa 1: IIpoueHT nauueHTH, KOUTO mocturat orrosop PASI 90 1o cexmuna 48, no
noceiieHue (mauueHTu, panaomusupanu Ha ceamuua 0) BbB VOYAGE 1

100
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60 -
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20

MpouyeHT nayueHTy (%)

1163 w2

[®)
T T T

T T T
02 4 8 12 16 20 24 28 32 36 40 44 48
Ceamuua

S ©
T

.-o-- Mnauedo  _, [ycenkymab =  Aganumymab
(n=174) {n=329) (n=334)

BsB VOYAGE 1, npu naiueHTH, NOJAy4YHId HEMPEKbCHATO JICYCHUE C TYCEIKyMal, yecToTaTa
HaPASI 90 otroBop ce monabpka ot Cenmuna 52 no Ceqmura 252. [Ipu manueHTH, paHIOMUZHPAHH
3a nevyeHue ¢ ananuMymad Ha Cenmuna 0, KOUTO ca MPEMHUHAIH KbM JICUCHHE C TYCelTKyMad Ha
Cenmuria 52, uecrorara HaPASI 90otroBop ce noBumiaea ot Cenmuiia 52 o Cenmuna 76 u ciej ToBa
ce momrbprka 10 Ceqmuna 252 (Bx. @urypa 2).

®urypa 2: IIpoueHT namueHTH, kouto mocrurat PASI 90 oTroBop mo BU3MTH B 0OTBOpEHATA
¢aza naVOYAGE 1
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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# yyacTHULM

Cegmunua

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 aganumymad 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--- rycenkymat —a&— OT aganumymMab KbMm rycenkymat

EdukacHocTTa 11 6€30macHOCTTa Ha TyCeNnKyMal He 3aBHCAT OT Bb3pacTTa, I0Jia, pacaTa, TeIeCHOTO
TETJIO, JJOKAIM3alUsATa Ha IJIAKUTE, U3X0HaTa TexkecT Ha PASI, HalMmyneTo Ha ChbIIbTCTBAII]
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TICOPHATHYCH apTPUT U OT TPEIXOJIHA Teparnus ¢ OMOJIOTUYHY JiekapcTBa. ['ycenkymab e edpukaceH
TIpH MAIMeHTH, HeJIeKyBaH! ¢ KOHBEHIIMOHAIHA CICTEMHA TepaIus, HEJIEKYBaHU ¢ OMOJIOTHYHU
JICKapCTBa U MPH MAIMCHTH, C SKCIIO3UIINS Ha OMOJIOTUYHU JICKapCTRa.

BeB VOYAGE 2, 88,6% 0T nanueHTuTe, oayJyaBaliy HOAbPXKAIIO JIEUSHUE ¢ TyceIKyMaOHa
Cenmura 48, ca pecionaepu o otHomeHne Ha PASI 90 B cpaBaenue ¢ 36,8% OT manmeHTHTE, KOUTO
ca oTteryienn ot Jieuenrero Ha Ceamuia 28 (p < 0,001). 3ary6a Ha orroBop PASI 90 ce otbens3Ba
ole 4 ceZIMUITH ciie]] OTTETIISTHE Ha JICUSHUETO C TycellkyMal ¢ MeInaHa Ha BpeMeTo JIo 3aryba Ha
PASI 90 otroBop ot npubausuteano 15 cenmuiiu. Ilpy manpeHTUTE, KOUTO Ca C€ OTTEIJIMIN OT
JICUCHUETO U BIIOCIIEICTBHE Ca MOJHOBUIIN JICYEHUETO ¢ TycenkyMad, 80% Bb3CTaHOBSIBAT OTTOBOPA
PASI 90 npu ouenka 20 ceqMuny ciies1 3ari04BaHe Ha TOBTOPHOTO JICYEHHE.

Bse VOYAGE 2 ot 112 nanuenTy, paHI0MU3UPaHHU 32 JICUCHHE C alaliMyMal, KOUTO HE yCIISIBaT Ja
nocturHat PASI 90 otrosop Ha Ceamuna 28, 66% u 76% mocturat PASI 90 otroBop ch0TBETHO cien
20 v 44 cepMuIy Ha JiedeHHe C rycenkymad. B qonbinHenue, npu 95 manueHTH, paHIOMU3APAHH 32
JeYeHue ¢ ryceiakymad, konto He ycrsasat aa noctursat PASI 90 otrosop na Cenmuna 28, 36% u
41% nocturat PASI 90 otroBop ch0TBETHO ciieql AobIHUTENHU 20U 44 ceAMUIU Ha JICUCHHE C
rycenkymal. He ca HaOmronaBaHu HSIKaKBH HOBHM HAaXOJKH 110 OTHOIIIEHHE Ha 6€30MacHOCTTA MPH
MAIMEHTHTE, KOUTO Ca TIPEMHUHAIN OT afanuMymad KbM Trycenkymao.

Pecuonanno sabonasane

Bse VOYAGE 1 u 2 e HaOmo1aBaHO 3HAYMMO TI0JJ00pEHUE Ha TICOpHa3uca Ha CKaJIa, JJIaHuTe U
XOJIMJIaTa ¥ HOKTUTE (M3MEpeHO ChoTBeTHO upe3 O0Ina oleHKa Ha cKallna OT u3ciiezoBarens [ Scalp-
specific Investigator Global Assessment - ss-IGA], O01ua orieHka OT JieKkapsi Ha pbLETe W/ WK Kpakara
[Physician’s Global Assessment of Hands and/or Feet - hf-PGA], O611a orieHka ot jiekapsi Ha HOKTHUTE
Ha pawiiere [Fingernail Physician’s Global Assessment - f-PGA] u MHaekc 3a TexecT Ha 3acsirane Ha
HOKTHTE TipH Ticopuasuc [Nail Psoriasis Severity Index - NAPSI]) npu jekyBaHHTE ¢ TyCeIKyMad
NAlMCHTH B CPAaBHEHHUE C MAI[MEHTUTE, JISKYBaHH ¢ uiane6o, Ha Ceamuna 16 (p < 0,001, Tabnuna 4).
['ycenkymab moka3Ba MpeBb3X0/ICTBO B CPaBHEHHUE € agaauMyMal IpH IICOPHA3NC Ha CKala U Ha
nnanute U xoamnata Ha Cenmuna 24 (VOYAGE 1 u 2) u Ceamuna 48 (VOYAGE 1) (p<0,001, ¢
U3KJIIOYCHUE Ha Ticoprasuca Ha jaianute u xomunara Ha Cenqmuna 24 [VOYAGE 2] u Cenmuna 48
[VOYAGE 1], p < 0,05).

Tabauua 4: O60011eHe HA OTTOBOPUTE NPU peruoHaaHo 3a6ojsiBane BbB VOYAGE 1 n

VOYAGE 2
VOYAGE 1 VOYAGE 2

[Tnae6o | ryceiakymao |aganmumymad| Iliane6o | ryCcelIKyMad |aI[aJII/IMyMa6
ss-IGA (N)2 145 | 277 286 | 202 | 408 | 194
ss-IGA 0/15, n (%
Cenmuna 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 0/1° 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(52,00* | 74 (59,7)"
NAPSI (N)? 99 194 191 140 280 140

Cenmuna 16

[IpouenT mopobpenue, cpeaHo (SD)
| -0,9(57,9) | 34,4 (42,4)*| 38,0 (53,9)" | 1,8(53,8) | 39,6 (45,6)" | 46,9 (48,1)"

a

>0.
6

A p<0,001 3a cpaBHEHUETO MEXKTY TycelkyMal u 1iame0o.
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Brutrousa camo maruentuc ss-1GA, f-PGA, hf-PGA ckop > 2 Ha u3xoH0 HUBO win u3xojeH NAPSI ckop

BrurtouBa caMo manueHTH, HOCTUTHANIN > 2 cTeneHn nogodpenue Ha ss-IGA w/nmn hf-PGA cripsimo
H3XO/IHOTO HHUBO.

p < 0,001 3a cpaBHEHHETO MEXKIY TYCeNKyMal U manedo Ha rijaBHaTa BTOpUYHA KpaifHa TOUYKa.
CpaBHEHUS MEX/y TycelIkyMal U afainmMymal He ca U3BbPILIBAHU.




Kauecmeso na sicusom, cevpszano cvc 3dpaeem0 /Pe3wzmamu, C'b06u4€Hu om nayuernma

BbB VOYAGE 1 u 2 35a91MO0 TO-TOJISIMO TTOA00PEHHE Ha KAa4eCTBOTO HA KUBOT, CBBP3aHO ChC
3[paBeTo, U3MEpEeHO Upe3 JepMaTonornieH MHIEKC 3a kKauecTBOTO Ha sxuBoT (Dermatology Life
Quality Index - DLQI), u Ha cumntomute (CbpOexk, O0JIKa, MapeHe, CMBICHE U PUTHIHOCT Ha KOXKAaTa)
U MpU3HAIUTE (CyX0Ta, HAITyKBaHE, pa3cliosBaHE MM JIIONICHE HAa KOXKAaTa, 3a4epBsIBaHEe H KbPBEHE) Ha
TICOPHA3HUC, CHOOIICHH OT MAaIUeHTa, U3MEPEHH M0 JIHEBHUKA 32 CUMIITOMHUTE W TIPH3HALIUTE HA
ncopuasuc (Psoriasis Symptoms and Signs Diary - PSSD), e Habto1aBaHo Mpu MaldeHTUTE,
JIEKyBaHH C TycelKyMa0, B CpaBHEHHE ¢ manueHTture ¢ mianedo Ha Cenmuna 16 (Tabmnuia 5).
[MpusHanuTe Ha MOJOOpEHNE Ha Pe3yNITaTHTE, ChOOIICHHU OT MalUeHTa, ce 3amnaspat 1o Ceamuna 24
(VOYAGE 1 u 2) u Cenmuna 48 (VOYAGE 1). BsB VOYAGE 1 npu nauyenTure, noyyaBaiu
HEMPEKbCHATO JIUeHHE C rycenkymal, ToBa moJoOpeHne ce MoJabpxa B OTBOpeHata (aszano
Cenmuria 252 (Tabnura 6).

Taoauna 5: O0001IeHNe HA Pe3yJITATHTE, CHOOIIEHN OT MANIMEHTAa, Ha ceqMuna 16 BbB
VOYAGE 1 u VOYAGE 2

VOYAGE 1 VOYAGE 2

ITnanebo |rycenkymal |aganmnmyma6dl Iliane6o |rycenkyma0 [amanumyma0
DLQI, nawsenu ¢ 170 322 328 248 495 247
U3XOJICH CKOP
[IpomsHa OT U3XOIHO HUBO, CPEAHO (CTAHIAPTHO OTKIOHCHHE)
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
CHMITTOMIL, 129 248 273 198 410 200
MannueHTH C U3XO0JCH
ckop >0
Cxkop 3a cummromu = 0, n (%)
Cenmuria 16 1(0,8) 67 (27,0)* | 45 (16,5)° 0 112 (27,3)* | 30 (15,0)°
PSSD Ckop 3a
npusHa, 129 248 274 198 411 201
HAaUCHTH C U3XO/ICH
ckop >0
Crkop 3a npusnaiy = 0, n (%)
Cenmuua 16 | 0 | 50(20,2)* | 32 (11,7)° | 0 | 86 (20,9 | 21 (10,4)°

a
6

B

p < 0,001 3a cpaBHEHHETO MEXIY TycenkyMal u riameo.
CpaBHEHMsI MKy TyCelnKyMal U alaiuMyMad He ca U3BBPIIBAHU.

p < 0,001 3a cpaBHEHHETO MEXIY TYCENKyMad | TUIAIe00 Ha IJaBHUTE BTOPUYHM KPAWHH TOUKH.

Ta6auna 6: Ofo0menne Ha pe3yJITaTUTE, CHOOIIEHH OT MAINMEHTa, B OTBOpPeHaTa ¢a3a Ha

VOYAGE 1
rycenKkymao aganmuMyma0-rycenkymad
Cenmuna CenMuna Cegmuna | Cemnmuna Cenmuna CenMurna
76 156 252 76 156 252

DLQI cxop> 1 na 445 420 374 264 255 235
U3XOJIHO HUBO, N
TTaruentu ¢ DLQI 337 308 272 198 190 174
0/1 (75,7%) (73,3%) (72,7%) (75,0%) (74,5%) (74,0%)
PSSD Ckop 3a
CHMITTOMH, 347 327 297 227 218 200
MaIueHTH C
u3xojieH ckop> 0
cxopsa 136 130 126 99 %6 9
E’% ) oM =5, (39,2%) | (39,8%) | (42,4%) | (43,6%) | (44,0%) | (48,0%)
PSSD Ckop 3a
fpusHau, 347 327 297 228 219 201
MaIuEeHTH C
u3xojieH ckop> 0
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Ckop 3a
mpu3Hany = 0, n
(%)

102 94 98 71 69 76
(29,4%) | (28,7%) | (33,0%) | (311%) | (31,5%) | (37,8%)

Bse VOYAGE 2 nanmenTtute ¢ rycenkyMad nMaT 3HAa9UMO MO-TOJISIMO TTOI00peHHe CIIpSIMO
W3XOJHOTO HUBO B CpaBHEHHE C TUIAIe00 Ha KAUYECTBOTO Ha J)KUBOT, CBHP3aHO ChC 3JPaBETO,
TPEBOXKHOCTTA M JCTIPECHATA U MTOKA3aTeIMTE 3a OrpaHUueHre Ha padoTara Ha Ceamuia 16, usmepeHu
CBHOTBETHO 4pe3 36-ToukoBus Short Form (SF-36) BenpocHuk 3a HabnroneHune Ha 3apaBeTo, Hospital
Anxiety and Depression Scale (HADS) u Work Limitations Questionnaire (WLQ). [Togobpenuero va
SF-36, HADS u WLQ ce 3anma3pa no Ceamuria 48 u B oTBopeHata (asza no Cenmuria 252 npu
NalMCHTHTE, PaHIOMHU3MPAHU 3a ToJTyYyaBaHe Ha MO Ibprkamia Tepanus Ha Ceamuna 28.

NAVIGATE

[TpoyusBaneto NAVIGATE u3scnensa ehpukacHOCTTa HA TycelnKyMad Ipy MalUeHTH ¢
HE3aI0BOJINTEJICH OTTOBOP (T.€. KOUTO HE Ca IOCTUTHAIH ,,M3YACTBAHE  WITH ,,MUHUMAJICH * OTTOBOD,
ompexeseH kato IGA > 2) kbM ycrekunymab va Ceamuna 16. Benuku nanuent (N = 871)
HoJTy4yaBar ,,0TKpUTO * ycrekuHyMao (45 mg <100 kg u 90 mg >100 kg) na Ceamunm 0 u 4. Ha
Ceamuna 16 268 naunentu cve ckop IGA > 2 ca paHAOMH3UPaHU WK [ IPOABIDKAT JIEYEHUETO C
ycrexkuayMab (N = 133) q12w, unm na 3anouHar jedeHue ¢ rycenkymad (N = 135) ma Ceqmunu 16, 20

u q8w cien ToBa. M3X0THUTE XapaKTEPUCTUKY Ha PaHIOMU3UPAHUTE MALMEHTH ca MOA00HH Ha Te3U
BB VOYAGE 1 u 2.

Crnen panmoMu3upaHe MbPBAUYHATA KpalfHa TOYKA € OpOST Ha IMOCEIICHUITA el PaHJOMU3HPAHETO
mexay Cenmuiu 12 u 24, npu kouto nanueHTute nocturat ckop IGA 0/1 u umar nojgoopenue > 2
crenierd. llanmeHTHTE Cca TIperiekIaHu MPe3 UHTEPBAIH OT YETUPH CEAMHUIIUIIPH 0010 YeTHPH
nocemeHnst. Cpes ManeHTuTe, KOUTO He CE MOBIUSABAT OCTATHYHO OT YCTEKHHYMa0 1o BpeMeTo Ha
paHIOMHU3UpPaHE, 3HAUUMO TMO-TOJIIMO 10100peHre Ha e(DUKACHOCTTA ¢ Ha0JII01aBaHa MPH MaIUCHTH,
MPEeMHUHABAIIM KbM JICUCHHE C TyCelIkyMal, B CpaBHEHHE C MAIIMCHTUTE, KOUTO MPOAbKAaBaT
JIEYEHUETO C yCTeKnHYMa0. Mexy 12 u 24 ceqMuIiy cien paHJOMHU3HPAHETO MAUEHTHTE C
rycenkymab nocturaTt IGA ckop 0/1 ¢ momoOpeHue > 2 CTENeHH! JBa ITbTH IO-YECTO OT HMAIlMEHTHUTE C
ycreknHyMab (croTBeTHO cpenHo 1,5 cnp. 0,7 mocemenus, p < 0,001). OcBeH ToBa, 12 ceamuy cien
PaHIOMHU3UPAHETO MO-BUCOK MPOIIEHT MAIIMEeHTH C TYCEIKYMad B CPaBHEHHE C IMAIIUEHTHUTE C
ycreknnyMab nocrurat IGA ckop 0/1 u monoOpenue > 2 crenenu (crorBeTHO 31,1% cnp. 14,3%;

p =0,001) u PASI 90 otroBop (crotBeTHO 48% crp. 23%, p < 0,001). Pa3znukure B cTenenTa Ha
MIOBJIMSIBAHE MEX/Y MAI[UCHTUTE, JICKYBaHH C TYCEJIKyMal U ¢ YCTeKMHyMa0, ce 0TOEeIsI3BaT OIS

4 cenqmunu cien pangoMusupaneto (crorBetHO 11,1% u 9,0%) u mocTHraT MakCHMaTHH CTOMHOCTH
24 cenmuiy cien pangomuszupaneto (Bx. Gurypa 3). He ca HaOmo1aBaHN HOBU HaXOJIKU TI0
OTHOIIICHHE Ha 0E30MMaCHOCTTA MPH MAIMEHTUTE, KOUTO Ca MPEMHUHAIM OT YCTEKUHYMaO KbM
rycenkymao.
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®urypa 3: Ilpouent namuentd B NAVIGATE, nocrurnanu ckop IGA ,,u3uncreane® (0) niu
sMuHEMAaJeH* (1) u mogoOpeHue oT Haii-Majko 2 creneHd Ha IGA ot cenmuia 0 10
ceaMuua 24, cnope NoceleHNETO ciel PAHIOMU3NpPaHe
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Ceamuua crieql paHOOMH3UPAHETO
—&— [ycenkymab (n=135) -+ Ycrekunymab (n=133)
ECLIPSE

EdukacHocTTa 11 6€30MacHOCTTa Ha IyCENKyMad ca U3CJIeIBaH! U B €HO JBOWHOCIISIIO IPOYYBaHE B
CpaBHEHHE ChC CCKYKHHYyMa0. [TalMeHTrTe ca paHI0OMU3UpaHH 3a MOJTyYaBaHe Ha ryceaKyMad
(N =534; 100 mg na Ceamuria 0, 4 u q8w cien Topa) miucekykuaymad (N = 514; 300 mgna

Cenmuna 0, 1, 2, 3, 4 u g4w ciien ToBa). [locnennara no3a eHa ceamuna 44 3a 1BeTe Tpyny Ha
JIeYCHUE.

XapaKTepUCTHKHTE Ha 3a00JIIBAHETO HA U3XOIHO HUBO CHOTBETCTBATHA MOIMYJIAINS C YMEPEH JI0
TEXbK IUIAKOB Tcoprasuc, ¢ Meauana Ha BSAot 20%, n menuana Ha PASI ckop ot 18, u IGA ckop 3a
TEXKO yBpexaane npu 24% ot nmaryeHTuTe.

I'ycenkymab mpeBb3X0okaa CEKyKHHyMa0, M3MEPEHO 4pe3 MbpBUYHATA KpaitHa Touka PASI 90
otroBop Ha Ceamuna 48 (84,5% cnpsimo 70,0%, p < 0,001). CpaBHUTETHUTE YECTOTH Ha
orroBopPASIca npencrasenu B Tabmuia 7.

Tabauna 7: Yecroru Ha PASI otrosop B ECLIPSE

Bpoii nanuentu (%)

rycenkymab (N = 534) cexyknaymab (N = 514)
II'bpBuYHa KpaiiHa TOYKA
OtroBop PASI 90 na Cenmuiia 48 451 (84,5%)*° 360 (70,0%)
OCHOBHH BTOPHYHH KPaliHH
TOYKH
Otrosop PASI 75 na Cenqmuma 12 u 452 (84,6%) © 412 (80,2%)
Ha Cenmuria 48
OtroBop PASI 75 na Cenmuna 12 477 (89,3%) ® 471 (91,6%)
Otrosop PASI 90 na Cenmuria 12 369 (69,1%) ® 391 (76,1%)
OtroBop PASI 100 Ha Cegmuuia 48 311 (58,2%) ® 249 (48,4%)

a
6

p <0,001 3a npeBH3XOACTBO
p < 0,001 3a He no-maska edukacHoct (non-inferiority), p = 0,062 3a npeBb3X0ACTBO
®  (opMaNHO CTATHCTHYECKO M3CIEABAHE HE € MPOBEKIAHO

Yecrorure Ha PASI 90 otrosopHa rycenkyma0 u cekykunyma0 10 Ceamuria 48 ca npejctaBeHd Ha
Ourypa 4.

18



®urypa 4: Ilpouent namuentu, focturuaiu PASI 90 orrosop 1o ceamuna 48, no BU3uTH
(mauuenTn, pannomusupanu Ha Cenmuna 0) BECLIPSE
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—&— [ycenkymab (n=534) --O-- CekykuHymab (n =514)

Ilcopuamuuen apmpum (PSA)

I'ycenkymab mokaspa momoOpeHne Ha MPU3HAIUTE U CUMIITOMUTE, u3ndeckara GyHKIUS U
CBBP3aHOTO ChHC 3[[PABETO KAYECTBO Ha KHMBOT M HAMAJISIBA CKOPOCTTA Ha MPOrpecupaHe Ha
nepudepHUTE CTaBHU YBPEKIAHHS NIPU BH3PACTHU MAIlIEHTH C aKTHBEH PsA.

DISCOVER 1 u DISCOVER 2

JIBe paHaOMU3UpaHy, ABOHHOCIENH, Tane0o-KoHTponupanu npoyusanus ¢asa Il (DISCOVER 1 u
DISCOVER 2) onensiBat epukacHOCTTa 1 O€30MaCHOCTTA Ha TycesikyMal crpsiMo I1anedo npu
BBH3PACTHU NALMEHTH C akTUBeH PSA (> 3 moxytu u > 3 Oone3HeHU CTaBU M HUBO Ha C-peakTHBEH
nporeud (CRP) > 0,3 mg/dl 8 DISCOVER 1 u > 5 nogyt u > 5 Gone3Henu craBu u HuBo Ha CRP

> 0,6 mg/dl 8 DISCOVER 2), BpIIpeKH JEUSCHUETO ¢ KOHBEHITMOHAIHUS CHHTETHUEH (conventional
synthetic, cs) DMARD, anpeMuiacT Win Tepanusita ¢ HeCTEPOUIHH IPOTHBOBB3MATUTEIHN CPE/ICTBA
(HCIIBC). ITaunenTtuTe B TE3M MPOYUYBaHUS Ca AMATHOCTULMPAHU C PSA Bb3 OCHOBA Ha KpUTEPUUTE
3a knacugukanus Ha ncopuarudeH aptput [Classification criteria for Psoriatic Arthritis, CASPAR]) ¢
Me/IMaHa Ha MPOABIDKUTEITHOCTTA 4 ToUHN. B BeTe Mpoy4BaHus ca BKIIOUSHH NAlMEHTH C Pa3IniHU
noATUIIOBE Ha PSA, BKIIIOUMTEHO MTOJUAPTUKYJIAPEH apTPUT C OTCHCTBHE HA PEBMATOMAHU Bb3IIH
(40%), ciongunut ¢ nepudeper aptput (30%), acumerpuyen nepudepen aptpurt (23%), AucTaaHo
unTepdananreato 3acsrane (7%) u uaBanuausupani aptput (1%). Hax 65% u 42% ot nanueHTure
ca UIMaJIi ChOTBETHO €HTE3HUT U JaKTHIUT Ha U3XOAHO HUBO, a HaJ 75% OT MalMeHTHUTe ca MMajn
MeraHa Ha TenecHara nmoBspxHocT (BSA), 3acernara ot ncopuasuca > 3%. B DISCOVER 1 u
DISCOVER 2 ca ontenenu crotBeTHO 381 11 739 martuenTa, KOUTO ca TOMyJaBaliv JICUEHHE C
rycenkymad 100 mg, mpunaran Ha Ceamunin 0 u 4, ciieq KoeTo Ha BCceku 8 cenMuid (q8w) mim
rycenkyma6 100 mg g4w, unu miane6o. Ha Cenmuna 24 nanuenTure Ha mane0o B IBETe
NPOYYBaHUs MPEMHUHABAT KbM IoNTyyaBaHe Ha ryceiakymad 100 mg q4w. [IpubmusurtenHo 58% ot
MAIMEHTHTE U B IBETE MPOYUYBAHUS Ca OCTAHAIM Ha ycTaHoBeHH q03u MTX (< 25 mg/cenmuria).

W B aBete mpoyuBanus Hax 90% oT nanueHTuTe ca JekyBaHu npeau Tosa ¢ csDMARD. B

DISCOVER 1 31% ot nanuenture ca jekyBanu rnpeau ToBa ¢ antu-TNFa. B DISCOVER 2 Bcuuku
MAIMEeHTH HE ca JICKYBaHU TPEAX TOBa ¢ OMOJIOrMYHA TePAITHs.
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Tpusznayu u cumnmomu
JlegenueTo ¢ rycenkymab oBeae 10 3HAYUTEITHN TOT0OPEHUS B IMIOKA3aTEIIUTE 32 00JIECTHA
aKTUBHOCT B cpaBHEHHE ¢ mianebo Ha Ceamuia 24. [IrpBruHaTa KpaliHa TOYKA U B IBETS
MPOYYBAHUS € MPOILICHTHT HA MAINIUEHTUTE, TOCTUTHAIM OTTOBOp 20 ChIiIacHO CKaiara Ha

AmepukaHckus Konex mo pesmaTonorus (American College of Rheumatology, ACR) na Ceamuria 24.
OCHOBHHTE pe3yNTaTh 0 OTHOIIIEHHE Ha e(hUKACHOCTTA ca TpecTaBeHu B Tabmuma 8.

Taoauna 8: Knunnunu orropopu B DISCOVER 1 u DISCOVER 2

20

DISCOVER 1 DISCOVER 2
[Imanebo | rycenkyma | rycenkyma | Ilmamebo | rycenkyma | ryceikyma
(N=126) | 6100mg | 6100mg | (N=246) | 6100mg | 6100 mg
q8w g4w q8w g4w
(N=127) | (N=128) (N=248) | (N=245)

Otrosop ACR 20

Cenmuria 16 25,4% 52,0% ° 60,2%° 33,7% 55,2%* 55,9%"*
Pasimka cipsamo 26,7 34,8 21,5 22,2
mtane6o (95% - ) ) - . )

c) (15,3; 38,1) | (23,5; 46,0) (13,1; 30,0) | (13,7; 30,7)

Cenmvuria 24 22,2% 52,0%* 59,4%? 32,9% 64,1%? 63,7%?
Pasznuka copsimo 290.8 371 31,2 30,8
mtane6o (95% - ) ) - . .

o (18,6; 41,1) | (26,1; 48,2) (22,9; 39,5) | (22,4: 39,1)

OTtrosop ACR 50

Cenmuria 16 12,7% 228%T 26,6% ® 9,3% 28,6% ™ 20,8%*
Pasnmka cipsamo 10,2 13,9 19,3 115
miare6o (95% - . . - . .

o (1,0;19,3) | (4,4; 23,4) (12,6; 25,9) | (5,2; 17,7)

Cenmuria 24 8,7% 29,.9% 6 35,.9% 6 14.2% 31,5% * 33,1%*®
Pasnuka cipsmo 21,4 27,2 17,2 18,8
miare6o (95% - . . - . .

Cl) (12,1; 30,7) | (17,6; 36,8) (10,0; 24,4) | (11,5; 26,1)

Otrosop ACR 70

Cenmura 24 5,6% 11,8% " 20,3%° 4,1% 18,5%* 13,1%*
Pasznuka copsimo 6.4 14,8 145 9,0
iame6o (95% - . . - i .

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

IIpomsina B cpexHuTe cToiiHocTH Ha LS" oT u3x0aHo HuBo Ha DAS 28 (CRP)

Cenmuia 24 ° -0,70 -1,43° -1,61°6 -0,97 -1,59 © 1,625
Pasmitka cripimo 0,73 0,91 0,61 0,65
miare6o (95% - . . - . .

o (-0,98; -0,48)|(-1,16; -0,66) (-0,80; -0,43)|(-0,83; -0,47)

MunumaiHa 6osiectHa akTuBHocT (MDA)

Cenmuria 24 11,1% 22,8%° 30,5%* 6,1% 25,0%* 18,8%"
Pasmika cripimo 11,9 19,3 18,9 12,7
mrame6o (95% - . . - . .

c) (2,9; 20,9) | (9,7; 28,9) (12,8; 25,0) | (7,0; 18,4)

Iayuenmu ¢ > 3% BSA u IGA > 2

| n=78 n=82 | n=89 | n=183 | n=176 | n=184

Otrosop IGA®

Cenmuria 24 15,4% 57,3%° 75,3%° 19,1% 70,5%° 68,5%°
Pasmika cnipsimo 42,0 60,0 50,9 49,8
mancoo (95% - 28.9: 55,1) | (48,3; 71,8 42,2:59,7) | (41,2: 58.4
CI) ( i) 1 ) ) ( i) 1 ) ) ( i) ) ) ) ( ) 1 1 )

Otrosop PASI 90

Cenmumna 16 | 103% | 451%* | 528%* | 82% | 551%* | 53,8%”*




Paziuia enpsmo 34,9 42,6 46,6 45,6
mare6o (95% - . . - ) .
ch) (22,2; 47,6) | (30,5; 54,8) (38,4; 54,8) | (37,6; 53,6)
Ceamuna 24 11,5% 50,0%"* 62,9%" 9,8% 68,8%" 60,9%"
Pasika cipsamo 38,6 51,7 58,6 51,3
mare6o (95% - o5 g: . - . .
c) (25,8; 51,4) | (39,7; 63,7) (50,6; 66,6) | (43,2; 59,3)
% p<0,001 (mbpBHYHA KpaiiHa TOUKa)
0 p < 0,001 (ocHOBHa BTOpHYHA KpalfHa TOYKA)
®  p=0,006 (o0cHOBHA BTOpUYHA KpaiiHa TOUYKa)
T crarucruuecku Hesnaunma p=0,086 (OCHOBHA BTOPUYHA KpaiiHa TOYKA)
" gomumuamsa p < 0,001
¢ pomuuanna p = 0,012

KpaifHa To4Ka)

TIcoprasuc OT U3XOAHO HUBO

He ca 0()MIHAIHO TECTBAHM 110 POLeypaTa 3a MHOTOCTENIEHHO TecTBaHe, HoMuHanHa p < 0,001 (ocHOBHa BTOpHYHA
nedurnpan kato orroBop IGA 0 (n3uncren) mm 1 (MPHEMaNeEH) ¥ > 2-cTelleHHO NoHmkenne Ha IGA ckopa 3a

TIpomsiHa B cpefHHTE CTOMHOCTH Ha LS = mpomsiHa B cpeJHUTE CTOHHOCTH Ha Hail-MaJKUTe KBaapaTu

KinnanyHusT OTroBOp, OlleHeH upe3 yectorata Ha otroBop ACR 20/50/70, DAS 28 (CRP), MDA,
IGA u PASI 90, ce momrbpxa 1o Cenmuma 52 8 DISCOVER 1 u DISCOVER 2 (Bx. Tabmwuma 9).

Taoauna 9: Knuanunu orropopu B DISCOVER 1 u DISCOVER 2 na ceqmumna 522

DISCOVER 1 DISCOVER 2
rycenkymad rycenKkymad rycenKkymad rycenkymad
100 mg q8w 100 mg g4w 100 mg q8w 100 mg g4w
ACR 20
N©° 112 124 234 228
% otrosop 67,9% 75,8% 79,1% 75,9%
ACR 50
\ 113 124 234 228
% otroBop 43,4% 55,6% 51,3% 49,1%
ACR 70
N© 114 124 234 228
% oTroeop 28,9% 29,8% 29,5% 28,1%
IMpomsina Ha DAS 28 (CRP) cipsiMo M3X0IHOTO HHUBO
N® 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
% otroBop 33,9% 40,3% 32,9% 36,8%
Hayuenmu ¢ > 3% BSA u IGA > 2 na uzxoono nueo
IGA otrosop
N© 75 88 170 173
% oTroBOp 69,3% 83,0% 77,1% 84,4%
PASI 90
N©° 75 88 170 173
% OTroBOp 66,7% 76,1% 77,1% 81,5%

a
6

Caen Cenmuna 24 HsiMa pamo ¢ miarebo.

HOZ[XOZLS[HII/I 3a OIICHKa IMalluCHTHU C Ha6JHOI{aBaH CTaTyC Ha OTTOBOpa.

IlannenTHTE IMAT Ha6m0)1aBaHa MIpOMsHA CIIPAMO U3XOJAHOTO HHUBO.

KiIMHUYHHAT OTTOBOP, OlleHeH upe3 yecToTata Ha otroBop ACR 20/50/70, DAS 28 (CRP), MDA,
IGA u PASI 90, ce nogbpxa 10 Cenmuria 100 8 DISCOVER 2 (Bx. Tabnuna 10).

21




Tadauna 10: Kaunu4ven orropop B DISCOVER 2 na ceamuna 1002

rycelKkyMad rycenkymad
100 mg g8w 100 mg g4w
ACR 20
N©° 223 219
% Ha 0TTOBODP 82,1% 84,9%
ACR 50
N© 224 220
% Ha OTroBOp 60,7% 62,3%
ACR 70
N© 224 220
% Ha 0TTOBOD 39,3% 38,6%
DAS 28 (CRP) npomsiHa 0T U3X0JTHOTO HUBO
NE 223 219
Cpenno (SD) -2,37 (1,215) -2,36 (1,120)
MDA
N© 224 220
% Ha OTrOBOpP 44,6% 42,7%
Tayuenmu ¢ > 3% BSA u IGA > 2 na u3xo0no Hugo
OTtrosop IGA
N© 165 170
% Ha OTroBOp 76,4% 82,4%
PASI 90
N©° 164 170
% Ha OTroBOp 75,0% 80,0%

a
6

B

Omzoeop B8b6 6pememo

B DISCOVER 2 ce Hab:ro1aBa mo-rojisiM nporeHT Ha nanuertute ¢ otroBop ACR 20 u B nBete

Hswma pamo Ha mane6o cinen Cenmuna 24.
[Tanmentn, nogxonsmm 3a oueHka, ¢ HaOMIOAABAH CTATYC HA OTTOBOP.
ITanmenture nMat HabMO1aBaHA IPOMAHA OT U3XOHOTO HUBO.

Irpynu Ha I‘YCGHKYMaG B CPaBHCHHUC C nnaue6o OmIc Ha CG,Z[MI/II_IB, 4n pa3jKarTra B JICUCHUCTO

HPOABIDKABA JIa HAPACTBA ¢ TeueHue Ha BpeMeto g0 Ceqmuia 24 (Durypa 5).

®urypa 5: Otrosop ACR 20 no Buzutu a0 ceamuna 24 B DISCOVER 2

100 +

80+

MpoueHT nayueHTH (%)

Cegmuum
Mnaueto (n=2485)

~ I'ycenkymab 100 mg gdw (n=243)

22

24

—— [ycenkymat 100 mg gBw (n=248)




B DISCOVER 2 npu manueHTuTe, moJIyIaBaiid HelIPeKbCHATO JICYCHHE ¢ TyceTKyMad Ha

cenmuria 24, orroBopsT ACR 20 ce mogappka ot Cemmumna 24 1o Ceamuria 52 (Bxx. @urypa 6). Ilpu
MalMeHTHTE, MOyYaBalld HEMPEKbCHATO JieUueHHe C rycesnikymad Ha ceqmumna 52, orroBopsT ACR 20
ce nogabpika ot Cenmuna 52 no Cenmuna 100 (Bx. durypa 7).

®urypa 6: Otrosop ACR 20 no Bu3UTH OT ®@urypa 7: Orrosop ACR 20 no Bu3uTu ot
ceamuua 24 1o ceamuua S2 B cenqmuua 52 no cenmuua 100 B
DISCOVER 2 DISCOVER 2

100 1004

80 80 guem————T e —=e===TgT=

601 7 60
40

207 20

MpoueHT nayueHTH (%)

0

MpouerT nauweHTy (%)

24 28 36 44 52 52 68 76 84 100

Ceamuup Ceamuup
bpoi yuacTHALM Bpoit yyacTHHUM
Gus 100mg q8w 238 236 238 232 234 Gus 100mg g8w 232 229 225 221 223
Gus 100mg gdw 234 232 230 223 228 Gus 100mg g4w 226 218 223 217 219

4" Gus 100mg q8w ----B--- Gus 100mg qéw a—- Gus 100mg q8w —&— Gus 100mg qdw

OtroBopuTte, HAaOMIOIaBaHU B TPYIHTE HA TyCEIKyMal, ca CXOIHH, HE3aBHCUMO OT ChITBTCTBAIATA
ynotpeba Ha csDMARD, Bximounterao MTX (DISCOVER 1 u 2). B nomrsiiHeHue, pu n3ciaeaBaHe
BIMSHHUETO Ha BH3PacCTTa, IOJIa, pacaTa, TeIECHOTO TETII0 U mpeauinHaTa yrnorpedba Ha csDMARD
(DISCOVER 1 u 2) u npeaumnata ynotpe6a Ha antu-TNFo (DISCOVER 1), He ca OTKpUTH pa3iuku
B OTTOBOpa KbM rycenkymal cpen Te3u MOArpyIH.

B DISCOVER 1 u 2 ce HabnroaaBa noo0peHne mpyu BCHYKH KOMITOHEHTH oT ckopa 1o ACR,
BKITIOUMTEITHO OlleHKa Ha OonkaTa ot nanueHta. Ha Cenmuiia 24 u B ABeTe NpOyYBaHUs ACTbT Ha
MAIMEeHTHTE, IOCTUTHAIIN OTroBOp 1o Moauduimpanu PSA kputepun 3a otroBop (PsARC), e mo-
TOJISIM B TPYITUTE Ha TycenkyMab B cpaBHeHue ¢ miane6o. OtroBopute PSARC ce momgmbpxar ot
Ceamuua 24 no Cenmuna 52 B DISCOVER 1 u Ceamuna 100 8 DISCOVER 2.

CryyauTe Ha TaKTHJIUT U €HTE3WT Ca OlleHeHH B3 OcHOBa Ha cOopHm naHHKM oT DISCOVER 1 1 2. Ha
Cenmuira 24 cpej MaMEHTUTE C JAKTIWIAT HAa U3XOJIHO HUBO JIETHT HA MAIIMEHTUTE C OTIIyMsIBaHE Ha
JIAaKTHINTA € TI0-TOJISIM B Tpymarta Ha rycenkymad q8w (59,4%, nomunanna p <0,001) u rpymnara Ha
g4w (63,5%, p = 0,006) B cpaBHenue ¢ miarebo (42,2%). Ha Ceamuna 24 cpen mar@eHTuTe ¢ EHTE3UT
Ha M3XOJHO HHUBO JENBT HA YIYACTHUITUTE C OTIIYMsIBaHE Ha €HTE3UTA € MO-TOJISM B Ipynara Ha
rycenkymabd q8w (49,6%, nomunanna p <0,001) u rpymnara Ha g4w (44,9%, p = 0,006) B cpaBHEHHE C
rtane6o (29,4 %). Ha Ceamunia 52 ce momabpika MpOIEHTHT Ha MallMEHTHTE C OT3ByYaBaHe Ha
nmaktuiura (81,2% B rpynara va q8w u 80,4% B rpynara Ha q4w) u Ha enTe3ura (62,7% B rpynara Ha
q8w u 60,9% B rpynata Ha q4w). B DISCOVER 2 npu nanueHTuTe ¢ JaKTHIAT U €HTE3UT Ha
M3XOJHO HUBO MPOIEHTHT HA MAlIUCHTUTE C OT3By4YaBaHe Ha gaktuiuTa (91,1% B rpynarta Ha q8w H
82,9% B rpynata Ha q4w) U ¢ oT3By4aBaHe Ha eHre3uta (77,5% B rpynara Ha q8w u 67,7% B rpynaTa
Ha q4w) ce nmoubprxka Ha Ceqmuria 100.

B DISCOVER 1 u 2 nanueHTure, J€KyBaHH € TYCEIKyMald, KOUTO ca UMaJld CIIOHIMIIUT ¢ epudepeH
apTPUT KaTo IbPBOHAYAIIHO MPOSBICHUE, JEMOHCTPHUPAT O-ToJIsIMO TogoOpenue no Muaekca 3a
aKTHUBHOCT Ha 3a00JIsBaHeTO aHKIIo3upany crioummiut o bat (Bath Ankylosing Spondylitis Disease
Activity Index, BASDAI) cnipsiMm0 H3X0ZHOTO HHBO B CpaBHEHHME ¢ Tuianedo Ha Cenmuna 24.
ITono6penuero Ha BASDAI ce mogmbpxa ot Cenmuna 24 o Cenmuna 52 8 DISCOVER 1 u
Ceamuna 100 B DISCOVER 2.

Penmeenozpagcxu omeosop

B DISCOVER 2 3a6aBsHeTO Ha IPOTPECHUITa HAa CTPYKTYPHUTE YBPEKIAHUS € U3MEPEHO C TIOMOIITA
Ha peHTreHorpadus 1 € U3pa3eHo KaTo Cpe/iHa MpoMsiHa B 001ms Moauduipan ckop o Van der
Heijde-Sharp (vdH-S) cipsimo u3xomHoTo HuBo. Ha Ceamuna 24 rpynara Ha rycenkymad q4w e
NoKa3aja CTaTUCTHYECKH 3HAUNTENTHO T0-MajlKa peHTreHorpadcka mporpecus, a rpynara Ha
rycenkymab (8W e mokasaia YMCIIEHO IO-MaJika IPOrpecHs B cpaBHeHwMe ¢ mianedo (Tabmmma 11).
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Hab6mogaBaHoTo mogo0peHne Mpu cxeMa Ha IprilaraHe Ha rycellkyMad 4w 1o OTHOIIICHHE Ha
3a0aBsHETO Ha peHTreHorpadckara nmporpecus (T.€. Mo-MaJika Cpe/IHa MPOMSHA CIPSMO U3XOTHOTO
HHUBO Ha o01ms Moauduipan VAH-S ckop B rpymarta Ha q4w cripsaMo 1ianebo) e Hai-u3pa3eHo mpu
MAIUCHTUTE C BUCOKA CTOHHOCT Ha C-peakTUBEH MPOTEHH U C TOJISIM OO €pO3UBHU TTOPAKCHUS Ha
CTaBHTE Ha U3XOJHO HUBO.

Tadmuua 11: IIpomsiHa oT U3X0HO HHBO B 061us Monuduuupan VAH-S ckop Ha
ceqmuna 24 B DISCOVER 2

N LS cpeana mpomsina® (95% CI*) ot u3Xx01HO HHUBO B
Moauduuupanust VAH-S ckop na Cenmuua 24
[Tnane6o 246 0,95 (0,61; 1,29)
ryceakyma6 100 mg q8w 248 0,522 (0,18; 0,86)
rycenkyma6 100 mg g4w 245 0,29° (-0,05; 0,63)

®  cratuctuuecku Hesnaunma P = 0,068 (ocHOBHA BTOpUYHA KpaiiHa TOUKa)

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

® LS cpenna mpomsiHa = cpe/iHa MPOMSIHA [0 METO/IA Ha HANH-MAJKUTE KBa/PATH

" Cl = noBepuTeNEeH HHTEPBAT

Ha Cenmuma 52 u Cenmuria 100 cpeqnaTa mpomsiHa B oomust Mmogudummpan vdH-S cripsmo
H3XOHOTO HUBO € CXOJ[HA B IPYIHTE Ha ryceakymab q8w u q4w (Tabmuma 12)).

Taoauna 12: I[IpomsiHa OT U3X0HO HUBO B 001usi Moaupuuupan vdH-S ckop Ha
cenmuna 52 u ceqmuna 100 B DISCOVER 2

N? Cpenna npomsina® (SD®) ot u3xoaHo HUBO B 00IMSs
mMoaupunupan VdH-S ckop

Cenmuua 52

ryceakyma6 100 mg q8w 235 0,97 (3,623)

rycenkyma6 100 mg g4w 229 1,07 (3,843)

Ceamuua 100

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

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

" TlauueHTuTe, IOAXOMAIIM 32 OLIEHKA, MMAT HAaOJI01aBaHa IIPOMSHA 33 YKa3aHUs IIEPUO]] OT BPEME

® sp= CTaHJAPTHO OTKJIOHCHHE

3abenexka: cnenq Cenqmuna 24 HiMa rpymna Ha miane6o

Duszuyecka akmueHOC U C8bP3AHO CbC 30PABEMO KAYECMB0 HA HCUBOM.

B DISCOVER 1 u 2 nanueHnTure, J€KyBaHHU € TYCEIKYMa0, AEMOHCTPUPAT 3HAYUTEIIHO OJ00peHHe
(p <0,001) BbB pu3MueckaTa PyHKIUS B CpaBHEHHUE C MII1a1e00, KAKTO € OILICHEHO upe3 BhrnpocHuk 3a
OIICHKA Ha 3/[paBeTo C MoKaszareln 3a naBanuausupane (Health Assessment Questionnaire-Disability
Index, HAQ-DI) na Ceamuria 24. ITono6pennero na HAQ-DI ce momrbpka ot Cenmuria 24 10
Cenmuna 52 B DISCOVER 1 u Ceamuna 100 8 DISCOVER 2.

3HaYNUTEIIHO MO-TOJIIMO TIogoOperne B SF-36 0600mieHns ckop 3a pu3nuecKkaTa KOMIIOHEHTa
(Physical Component Summary score, PCS) ciipsiMo #3X0IHOTO HHUBO ce HaOJI01aBa MPH MaIllMEeHTH,
JIEKyBaHU ¢ TycelkyMa0, B cpaBHeHHe ¢ miane6o Ha Cexamuna 24 8 DISCOVER 1 (p <0,001 u 3a
nsere no3zosu rpymu) u DISCOVER 2 (p = 0,006 3a rpynara Ha q4w). Ha Ceamuna 24 u B aBete
NpOyYBaHus ce HaOIoJaBa Mo-TOJISIMO yBeJIMUYeHHE B cKopa 3a DyHKIMOHAIHA OLICHKA Ha JICUCHUETO
Ha XpOoHMYHO 3abomsBane-ymopa (Functional Assessment of Chronic Iliness Therapy-Fatigue, FACIT-
F) cripsiMo M3X0JHOTO HUBO IPY MAIMEHTH, JEKYBaHH C I'ycelkyMal, B CpaBHEHHeE ¢ Tuiaie6o. B
DISCOVER 2 ce nabmojaBat 1mo-rojieMu 1moi00peHus B Ka4eCTBOTO HA KHUBOT, CBBP3aHO ChC
3/IpaBETO, M3MEPEHO upe3 JlepMaToIorHuHMs HHIEKC 3a KadecTBO Ha »kuBOT (Dermatology Life
Quality Index, DLQI) npu narnueHTH, JIeKyBaHH ¢ TyceaKkymal, B CpaBHEHHE ¢ TU1anedo Ha

Cenmuria 24. [Tono6penuneto Ha ckopoBere SF-36 PCS, FACIT-F u DLQI ce nogabpka ot

Cenmuna 24 no Cenmuria 52 B DISCOVER 1 u Ceamuna 100 8 DISCOVER 2.
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Yaueposen xonum

EdwukacHoctTa 11 6e30macHOCTTa Ha TyCENKyMal ca OIleHEeHH B IB€ MHOTOLIEHTPOBH, PAaHIOMHI3UPAHH,
JBOWMHOCIIEIH, IU1ale00-KOHTpoNupanu npoyuBanus ¢asa Il (mpoyuBane ¢ HHAYKIIMOHHO JIeUeHUE
QUASAR wu npoyuBane ¢ nogabpskaiio jeueaue QUASAR) npu Bb3pacTHU NAIMEHTH C yMEPEH JI0
TEXbK aKTHBEH yIIIEPO3€H KOJIUT, KOUTO UMAT HE3aJOBOJIMUTEIIEH OTTOBOD, 3ary0a Ha OTTOBOP HITH
HEMIOHOCHMOCT KbM JIEY€HHE C KOPTUKOCTEPOU Y, KOHBEHIIMOHAIHA UMyHOMOayIaropu (AZA, 6-
MP), 6uonornuna tepanust (TNF 610kepu, Benonusymad) u/ninn HHXHOUTOP Ha Janus KnHa3arta
(JAK). OcBen ToBa eduracHOCTTa 1 OE30MACHOCTTA Ha TyceNKkyMab ca OlleHEeHH B PaHIOMH3HPAHO,
JIBOMHOCIIATIO, IJIane00-KOHTpoIupano npoyusane (aza IIb 3a onpenensiHe Ha HHAYKIIMOHHATA 71032
(mpoyuBaHe 3a ompeeNnsHe Ha quana3oHa Ha nHAyKIuoHHaTa 103a QUASAR), B koeTo e BKiItoueHa
MOy IAlKs TalMeHTH C YAepO3eH KOJIHT, ToA00Ha HA Ta3H B MPOYUYBAHETO C MHAYKIMOHHO
npuiroxenue ¢asza Il

AXTHBHOCTTa Ha 3a00JIIBaHETO € OlleHeHa Ype3 Moaupuimpanus ckop no Mayo (mMS),
3-xomnoHeHTeH ckop o Mayo (0-9), koiiTo ce cheToM OT cyMaTa Ha clieqHuTe mojackopose (ot 0 1o 3
3a BCEKH IOJCKOP): yectora Ha nedekanus (SFS), pekranno kepere (RBS) u Haxoaku OT LIEHTPAIHO
npernenana egpockonus (ES). YMepeHusT 10 TeXbK aKTHBEH YIIIEPO3eH KOJHT ce AeuHIpa KaTo
MMS mexny 5 u 9, RBS > 1 u ES 2 (neduanpana kato u3pazeH epurem, JTUICA HA CHIOB PUCYHBK,
paHuMocT /i epo3un) win ES 3 (neduHupana KaTo CIOHTAaHHO KbPBEHE H YJIIICPAIIHS).

Hnoyrxyuonno npoyusane:. QUASAR IS

B nanyknmonHoTo npoyuBane QUASAR IS mamuenture ca paHIoOMU3HUpaHu B ChOTHOIIEHUE 3:2 3a
noJiyyaBaHe Ha rycesnikymad 200 mg wiu miare0o upes3 uHTpaBeHo3Ha HHQy3us npe3 Ceamuna 0,
Cenmuria 4 u Cenmuna 8. Ouenenu ca o610 701 naruentu. Ha u3xomHo HuBo Meauanara Ha mMS e
7, kaTo 35,5% OT malpeHTUTe UMaT U3X0aHa cToiHOCT HAa MMS ot 5 1o 6, 64,5% - ot 7 10 9, a 67,9%
OT MAaIMeHTHUTE UMAT U3X0JHa CTOMHOCT Ha ES 3. Menmnanara Ha Bp3pactTa € 39 roguu (quama3oH oT
18 1o 79 ronuum), 43,1% ca xenu, a 72,5% ce onpenensT Karo MpeACTaBUTEIN Ha Osara paca,
21,4% xaro azuatiiy u 1% KaTo 4epHOKOKH.

Ha BxiitoyeHUTE NALMEHTH CE pa3pellaBa a U3I10J13BaT YCTAHOBEHU 103U [IEpOpaIHU
amuHOocanunmiatia, MTX, 6-MP, AZA w/unu niepopanau kopTukoctepouan. Ha m3xoano auso 72,5%
OT NalMEHTHUTE Moy4yaBaT aMuHocanuuuiary, 20,8% oT nauueHTuTe MojyyaBaT MMyHOMOAYJIaTOPH
(MTX, 6-MP unu AZA), a 43,1% ot nauneHTHTe Mojay4yaBaT KOpTUKOcTepouan. He ca paspemenu
CBITBTCTBAIIY OMOJIOTHYHH Tepanuy Wi naxuoutopu Ha JAK.

ITpu 060 49,1% oT nanueHTuTe NoHe eAHa ONOJIOrMYHA Tepanys U/UiiH JeUeHne ¢ MHXUOUTOp Ha
JAK mipenu ToBa ca Omnm Heycnentau. OT Te3u naruentu 87,5%, 54,1% u 18% npenu ToBa ca uManu
HEYCIIeNIHO JiedeHue cboTBeTHO ¢ TNF Oiiokep, Benonu3ymad uinu uaxuodurop Ha JAK, a 47,4% ca
JIeKyBaHHU HEYCIIEITHO C 2 WX NoBeve oT Te3u Tepanuu. O6mo 48,4% OT manueHTHTe He ca JeKyBaHH
¢ 6uonornyna Tepanus U uaxuOuTOop Ha JAK, a 2,6% ca monyvaBanu npeau ToBa, HO HE ca ce
TOBJIMSUTH OT OMOJIOTUYHA Tepanust nin HHxuouTop Ha JAK.

[TppBUUHaTa KpaliHa TOYKa € KJIMHUYHA peMHCHs, onpeseneHa upe3 mMS na Ceamuna 12.
Bropuunure kpaitau Touku Ha Cenmunia 12 BKIIIOUBAT CUMIITOMAaTHYHA PEMUCHSI, €HIOCKOIICKO
3a3/paBsiBaHe, KIMHUYEH OTTOBOP, XUCTOJIOTUIHO-EHA0CKOIICKO 3a3/[paBsBaHe Ha JIMraBUIIATa,
MOBJIMSIBAHE HAa yMOpaTa U peMUCHs 110 BBIPOCHUK 32 Bb3NaIUTEIHU 3200 sIBaHNs HAa YepBaTa
(Inflammatory Bowel Disease Questionnaire, IBDQ) (Ta6umura 13).

3HaYNUTEIIHO MO-TOJISIM MPOLEHT MAaLMeHTH ca B KIIMHIUYHA pemucus Ha Cenmuna 12 B rpymnaTa,
JIeKyBaHa ¢ TyceJIKyMa0, B CpaBHEHHE C Tpynara ¢ 1mianeo.
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Ta6auua 13:

Cenvuna 12 B QUASAR IS

HpOHeHT MAalUEeHTH, OTTOBAPHAIIHA HA KpaﬁHHTe TOYKH 3a e(l)l/lKaCHOCT Ha

Kpaiina Touka

Ilnaneoo
%

I'ycenkymad
200 mg uHTpaBeHO3HA
HHAYKIus®
%

Pa3ziuka B
JE€YEHHETO
(95% ClI)

Kanuuyna pemucus’®

O6u1a nomynanus

8% (N=280)

23% (N=421)

15% (10%, 20%)"

HenexyBanu ¢
OMOJIOTHYHA TePaITHs U
JAK unxuduTop”

12% (N=137)

32% (N=202)

20% (12%, 28%)

Heycnenno nmpeaxonHo
JieYeHre ¢ OMOJIOTUYHA
tepanus n/umm JAK
UHXHOUTOP"

4% (N=136)

13% (N=208)

9% (3%, 14%)

CuMnroMaTu4Ha peMucCUst

€

O6ma nomynarus

21% (N=280)

50% (N=421)

29% (23%, 36%)"

HenexyBanu ¢
OMoNIOTHYHA Tepanust U
JAK unxuduTop”

26% (N=137)

60% (N=202)

34% (24%, 44%)

Heycnenno npeaxonno
JIieYeHre C OMOJIOTUYHA
tepanus u/wm JAK
HHXHOUTOD"

14% (N=136)

38% (N=208)

24% (16%, 33%)

Engockoncko 3a3apaBiABaHe

K

OO6m1a momyanus

11% (N=280)

27% (N=421)

16% (10%, 21%)°

Henexysanu ¢
OMOIIOTHYHA Tepanust U
JAK maxnburtop”

17% (N=137)

38% (N=202)

21% (12%, 30%)

Heycnenino nmpenxonHo
JieYeHre ¢ OUOJIOTHYHA
tepanus u/wm JAK
HHXHOUTOP"

59 (N=136)

15% (N=208)

10% (4%, 16%)

Kaunuuen orrosop’

O6u1a nomynanus

28% (N=280)

62% (N=421)

34% (27%, 41%)"

HenexyBanu ¢
OuosioruuHa Tepanus u
JAK unxuburop”

35% (N=137)

71% (N=202)

36% (26%, 46%)

Heycnenino nmpenxonHo
Jie4eHue ¢ OMOJIOTHYHA
tepanus u/wm JAK
HHXHOUTOP"

20% (N=136)

51% (N=208)

32% (22%, 41%)

XHCTOJOTHYHO-EHAOCKONCKO 3a3ipaBsiBaHE HaA Jaurapumara”

O06ma nomynanus

8% (N=280)

24% (N=421)

16% (11%, 21%)°

Henexysanu c
OmonornyHa Tepanus u
JAK mnxubutop”

11% (N=137)

33% (N=202)

22% (13%, 30%)

Heycnemno npeaxonHo
JIieYeHre C OMOJIOTUYHA
tepanus u/um JAK
HHXHOUTOP"

4% (N=136)

13% (N=208)

9% (3%, 15%)

IoBausiBane Ha ymopara®

O06ma nomynanus

21% (N=280)

41% (N=421)

20% (13%, 26%)"

HenexyBanu ¢
OmoornyHa Tepanus u
JAK unxudurop”

29% (N=137)

42% (N=202)

12% (2%, 23%)

26




Heycnemrno npenxoano 13% (N=136) 38% (N=208) 25% (17%, 34%)
JieYeHre ¢ OMOJIOTUYHA
teparus u/wm JAK
UHXHOUTOP"

Pemucus cnopen IBDQ

O61m1a momyanms 30% (N=280) 51% (N=421) 22% (15%, 29%)*®

HenekyBanu ¢ 34% (N=137) 62% (N=202) 28% (18%, 38%)
OMOIOTHYHA TePaITs U
JAK maxuburtop”

HeycrnemHo npeaxoaHo 24% (N=136) 39% (N=208) 15% (5%, 25%)
JieueHune ¢ GHOTOTHYHA
tepanus u/wm JAK
HHXUOUTOP”

I'ycenkymab 200 mg xato uHTpaBeHo3Ha HHPY3us npe3 Ceamuna 0, Cenmuma 4 u Cenmura 8.

IToxackop 3a gectoTa Ha nedexanwst 0 win | 1 HEYBENWYEH B CpaBHEHHE C H3XOIHOTO HUBO, TIOICKOP 3a
pexTanHo KbpBeHe ) 1 moIcKop 3a eHockoncka Haxonka 0 i 1 6e3 paHuMoOCT.

p < 0,001, xopurupana pasznuka B neueHueto (95% Cl) b3 ocHoBa Ha Metona Ha Cochran-Mantel-
Haenszel (kopurupan no cratudukaoHHN (akTOpH: CTATYC MO OTHOUICHHE HA HEeyCIIelHa ONOIOrnvHa
Tepamnus u/win gedenue ¢ nuaxuourop Ha JAK u chnbTcTBaINa yoTpeba Ha KOPTHKOCTEPOUIH Ha
H3XOJIHO HUBO).

JlombaHUTENHO 7 MAllMEHTH B Tpymara Ha miane6o u 11 manueHTy B rpynarta Ha ryceikyMad uMar
MPeIX0IHa €KCTIO3UIIMSI Ha OMOJIOTUYHA Tepanus WiK JedeHue ¢ uaxuourop Ha JAK, HO He ca umanu
HEyCIeX Ha JIEYCHUETO.

A BxirouBa HE3aOBOJHTEIICH OTIOBOP, 3ary0a Ha OTTOBOP HIIM HEMOHOCHMOCT KbM OHOJIOTHYHA Tepamus
(TNF 6nokepu, Begonnsymad) u/vwinm uHxubutop Ha Janus kunaszara (JAK) npu ynaieposeH KOJuT.
IMoxckop 3a wectoTa Ha nedexarnus 0 wim | 1 HeyBeMYeH B CpaBHEHUE C MHAYKIIHOHHOTO U3XOAHO HUBO
1 TIOJICKOD 32 PEeKTaIHO KbpBeHe (.

IMoxckop 3a ergockoncka Haxoaka 0 wiw 1 6e3 paHUMOCT.

Hamanssane nHa Mmogudunmpanus ckop mo Mayo ¢ > 30% u > 2 Toukn B CpaBHEHHE C H3XOAHOTO HUBO Ha
UHAYKIHS, C HAMaJIeHUe ¢ > 1 Touka OT U3XOAHOTO HUBO Ha MOJCKOPA 332 PEKTAIHO KbPBEHE MM MOICKOD
3a peKTaiHo KppBeHe oT 0 wn 1.

KoMOuHanus OT XMCTONOTMYHO 3a3paBsiBaHe [HeyTpouiIHa HHGUATpauus B < 5% OT KPHUIITHTE, JIAIICA
Ha JISCTPYKIUS Ha KPUIITUTE U JIUIICA HA €PO3HH, YIIepaluy WU IPaHyJallMOHHA ThKaH CIIOpe
cucTtemara 3a kinacupukanus Ha Geboes] u ennockorcko 3a3apassaBane, KaKTO € OMPENEICHO T0-Tope.
YMopara e oreHeHa ¢ romolnra Ha kpatkusi popmysssp PROMIS-Fatigue 7a. TTosnusiBaHeTo Ha ymopara e
OTIpeNIeNIeHO KaTo MOJOOpEHUE € > 7 TOYKH CIPSIMO H3XOTHOTO HIBO, KOETO CE CYHTA 32 KIIMHIIHO
3HAYHMO.

06111 cxop 1o BerpocHuka 3a Bh3naiuTeaHu 3aboisiBanus Ha yepBara (Total Inflammatory Bowel
Disease Questionnaire score) > 170.

=

B npoyusanero QUASAR IS u npoyusanero QUASAR 3a onpeznensiHe Ha Auana3oHa Ha
WHIYKIMOHHATA 1032 Ca BKIIOYEHHU U 48 MallMeHTH ¢ U3X0AHa cToMHOCT Ha mMS 4, BkirountenHo ES
2 uiu 3 u RBS > 1. [Ipu nanueHTuTe ¢ M3X0Ha CTOMHOCT Ha mMMS 4 edukacHOCTTa Ha T'ycelikyMa0
crpsiMo TIaredo, u3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYEH OTTOBOP U €HJIOCKOTICKO
3a3apassiBane Ha Cenmuria 12, chOTBETCTBA HA 00MIATa MOMYJIAINS C YMEPEH JI0 TeXKbK aKTHUBEH
YIIEPO3€H KOJIUT.

Toockopose 3a pekmanno Kvpeene u yecmoma Ha oegexkauus

[Ipu nauueHTHTe, JTEKyBaHHU C TycelIKyMal, ce HabI0AaBa HaMaleHHe Ha MOJICKOPOBETE 3a PEKTAIHO
KbPBEHE M 4ecTOoTa Ha Jiedekanus onie Ha CeqMuiia 2, Kato MpoabDKaBa Ja HamassiBa J0

Ceamuua 12.

Tlooovparcawo npoyusane. QUASAR MS

B npoyusanero QUASAR MS ca onenenn 568 manueHTH, KOUTO ca MOCTUTHAIHN KIIMHUYEH OTTOBOP
Ha 12 cenmuua ciea MHTPaBeHO3HOTO npuiioxkenne Ha ryceaxkymad B QUASAR IS nnu 8 QUASAR —
MPOYYBAHETO 32 OTpe/eTITHE Ha AUana3oHa Ha MHAYKIIMOHHATa o3a. B mpoyuBaneto QUASAR MS
TE€3W MAIMEeHTH ca PaHIOMHU3UPaHH J1a Oy4yaBaT MMOAIbPIKAIIO JICYEHNE C TOAKOKHO MPUIIOKEHHE Ha
rycenkyma6 mo cxema 100 mg na Bceku 8 cenmunn, 200 mg Ha Bceku 4 ceqMHULIM WM Tu1anedo B
MPOJIbIKEHNE Ha 44 ceAMULIU.
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IIspBUYHATA KpaifHa TOYKA € KIIMHIYHA PeMHUCHS, olpeaenieHa upe3 mMS Ha Cenmuria 44.
Bropuunute kpaiinu Touku Ha Ceamuna 44 BKIFOYBAT, HO HE C€ OTPaHUYaBaT JJO CUMITOMATHYHA
peMUCHSI, EHIOCKOIICKO 3a3/[paBsiBaHe, KIMHIUYHA PEMUCHS 0€3 KOPTUKOCTEPOU U, XUCTOJIOTHYHO-
€HIOCKOTICKO 3a3/IpaBsiBaHe Ha JIMTaBUIaTa, OBIUSIBAaHE Ha yMoparta u pemucus criopen IBDQ

(Tabmura 14).

3HAYUTEITHO MO-TOJISM MPOIIEHT MAIeHTH ca B KIIMHNYIHA pemucus Ha Ceamuna 44 u B 1BETE TPYIH,
JIEKyBaHU € TycelkyMab, B CpaBHEHHE ¢ u1aredo.

Ta6auna 14: TIpoueHT NanueHTH, OTTOBAPSIIN HA KPAifHUTE TOYKH 32 e(puKacCHOCT HA
Ceamuna 44 B QUASAR MS

Kpaiina Touka Iname6o I'ycenkymad | I'yceaxymad Pa3ziuka B 1edeHHETO
% 100 mg g8w | 200 mg g4w (95% CI)
MOAKO0KHA noako:kHa | I'ycenkymad | I'yceaxymad
HHKeKIMA® | MHKeKuus® 100 mg 200 mg
% %
Knaunununa pemucus®
O6ma rmomynarus” 19% 45% (N=188) | 50% (N=190) 25% 30%
(N=190) (16%, 34%)* | (21%, 38%)"

HenexyBanu c 26% 50% (N=105) | 58% (N=96)

OuonornuHa (N=108) 24% 29%

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

HHXUOUTOP®

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

MPEIX0THO

JIeYeHHe ¢ 30% 32%

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

Tepanus u/uin

JAK naxubuTop™

CumnromMaTuyHa pemucus’

OO6rm1a momyanus” 37% 70% (N=188) | 69% (N=190) 32% 31%
(N=190) (23%, 41%)* | (21%, 40%)"

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

OuomoruyHa (N=108) 28% 28%

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

UHXHOUTOP®

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

MPEIXOIHO

JieYeHHe ¢ 39% 37%

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

Tepanus /i

JAK unxuburtop™

Kaunnnyna pemucus 0e3 KopTukocreponan”

O6u1a nomynanus” 18% 45% (N=188) | 49% (N=190) 26% 29%
(N=190) (17%, 34%)* | (20%, 38%)"

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

OuooruyHa (N=108) 24% 27%

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

HHXUOUTOP®

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

MPEIX0IHO

JIeYeHHE C 32% 34%

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

Tepanus u/uin

JAK unxuburop™
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EHI0CKOIICKO 3a31paBsiBaHe’

OO6m1a momymanms” 19% 49% (N=188) | 52% (N=190) 30% 31%
(N=190) (21%, 38%)* | (22%, 40%)"

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

OuonornyHa (N=108) 27% 30%

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

UHXHOUTOP®

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

MPEIXOTHO

JIeYeHHE C 36% 35%

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

Tepanus u/uiu

JAK naxubuTop *

XHCTOJTOTHYHO-eHI0CKOTICKO 3a31paBsiBaHe HA JUrapuiara®

O6u1a nomynanus” 17% 44% (N=188) | 48% (N=190) 26% 30%
(N=190) (17%, 34%)* | (21%, 38%)*

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

OnomoruyHa (N=108) 26% 30%

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

HHXHOUTOP®

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

MPEIXOTHO

JIeYeHHe C 28% 31%

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

Tepanus /i

JAK unxuburtop™

Kaunnuen orrosop”

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

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

OnoornyHa (N=108) 29% 26%

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

UHXHOUTOP®

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

MPEIXOTHO

JIEYEeHUE C 41% 39%

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

Tepanus u/uiu

JAK unxuduTtop™

IHopabpxane Ha kIMHUYHA pemucust Ha CegmMuna

44 npu NaUeHTH, MOCTUTHAJ

U KIMHUYHA

pemucusi 12 ceqMuIH cj1e] HHIYKITMITA
O6ma 34% (N=59) | 61% (N=66) | 72% (N=69) 26% 38%
Oy JTaIus’ (9%, 43%)" | (23%, 54%)"
Henekysanu ¢ 34% (N=41) | 65% (N=43) | 79% (N=48)
OuosornyHa 31% 45%
tepanust u JAK (9%, 51%) | (25%, 62%)
MHXHOUTOP®
HeycnemHo 27% (N=15) | 60% (N=20) | 56% (N=18)
MPEIXOIHO
JICYEHUE C 33% 29%
OuosoruuHa (-1%, 62%) | (-6%, 59%)
Tepanus u/uiu
JAK unxuburop™

Enpockoncko Hopmajmzupane”

O6ma nomynarus’”

15%
(N=190)

35% (N=188)

34% (N=190)

18%
(10%, 27%)"

17%

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

OHoIornyHa (N=108) 17% 17%

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

uHXHOUTOP®

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

MPEIXOTHO

JIEYEHUE C 21% 16%

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

Tepanus u/uin

JAK maxubuTop™

IloB1usiBane Ha yMopara®

O6u1a nomynanus” 29% 51% (N=188) | 43% (N=190) 20% 13%
(N=190) (11%, 29%)* | (3%, 22%)™

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

OuonoruuHa (N=108) 15% 16%

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

HHXUOUTOP®

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

MPEIXOTHO

JIeYeHHUE C 27% 13%

OnomoruyHa (13%, 40%) | (1%, 26%)

Tepanus u/uiu

JAK naxubuTtop™

Pemucus cnopen IBDQ "

OG6ima momyJarus” 37% 64% (N=188) | 64% (N=190) 26% 26%
(N=190) (17%, 36%)* | (16%, 35%)"

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

OnomoruyHa (N=108) 19% 24%

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

UHXHOUTOP®

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

MPEIXOHO

JieYeHHe ¢ 38% 35%

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

Tepanus /i

JAK unxuburtop™
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I'ycenxyma6 100 mg xaTto NOAKOXXHA WHXKEKIMS Ha BCEKH 8 CEIMMIY Clle MHIYKLIMOHHATA CXEMa.

I'ycenxyma6 200 mg xaTto NOAKOXKHA WHXKEKIMS Ha BCEKH 4 CEIMMIM CIIE] MHIYKLIMOHHATA CXEMa.

5 Tlonckop 3a uecrora Ha nedekarms O win 1 1 HeyBeNuUeH B CpaBHEHHE C N3XOJAHOTO HHUBO, TIOJICKOP 32

pektanHo KbpBeHe 0 M MOoACKOp 3a eHocKorcka Haxoaka 0 wim 1 6e3 paHUMOCT.

[NanueHTH, NOCTUrHANN KIMHIYEH OTroBOp 12 ceaMHUIM cliel HHTPaBEHO3HOTO NPHIIOKEHHE Ha

rycenkyma0 B mHIYKIHOHHOTO npoyuBane QUASAR wnnu B npoyusBaneto QUASAR 3a ompenensiae Ha

JMara3oHa Ha MHIYyKIMOHHATA J103a.

% p<0,001, xopurupana pasnuka B nederneto (95% Cl) B3 ocroBa Ha Meroaa va Cochran-Mantel-

Haenszel, xopurupas 1o craTuuKarMoHHn GaKTOpH MPU PaHIOMHU3UPAHETO.

JlompiHUTETHO 7 TAMEHTH B TpyIaTa Ha 1mane6o, 6 manueHTH B rpymnara Ha rycenkymad 100 mg u

6 marpieHTH B rpymnata Ha rycenkymab 200 mg uMaT npenxo/iHa eKCIO3UIHsI Ha OMOJIOTHYHA TePAITUs HITH

Jedyenue ¢ uuxuourop Ha JAK, HO He ca UMaJin HEeyCIeX Ha JICYCHHUETO.

*  BrJiouBa HE3aJ0BOJIUTEJICH OTTOBOP, 3ary0a Ha OTrOBOP MIIM HETIOHOCHUMOCT KbM OHOJIOTMYHA TEpaIHs
(TNF Gokepu, Begonusymad) w/umu uaxudurop Ha Janus kunaszara (JAK) npu yiieposeH KOouT.

* Tlonckop 3a yectoTa Ha aedekanus 0 wian 1 ¥ HEyBeIMUESH B CPaBHEHHE C U3XOIHOTO HUBO Ha

MHIYKIUATA U TOJCKOP 33 PeKTaTHO KbpBeHe 0.

Hewnsncksamu redeHne ¢ KOPTUKOCTEPOU I 3a Hali-manko 8 cenmuny npenu Cenvuna 44 u OTroBapsIIn

CBII0 Ha KPUTEPHUHTE 3a KIMHUYHA pemucus Ha Ceamuna 44.

Ioxackop 3a ennockorncka Haxoaka 0 win 1 6e3 paHuMOCT.

KoMOunHanus 0T XUCTOJIOTHYHO 3a31paBsiBaHe [HeyTpodmiHa nHGuITpauus B < 5% OT KPUIITHTE, JIUIICA

Ha JICCTPYKLUS Ha KPUIITHTE U JIAIICA HA ePO3UH, YILEPaLiH K IPaHyJalliOHHA THKaH CIIOPEX

cucTemara 3a kinacupukanus Ha Geboes] u ennockorcko 3a3apassaBane, KaKTO € OMPEIEICHO O-Tope.

HamansBane Ha Moaudunmpanust ckop no Mayo ¢ > 30% u > 2 TOYKd B CpaBHEHHE C U3XOJHOTO HUBO Ha

MHJYKLUs, C HAMaJeHHe ¢ > | Touka OT W3X0JHOTO HMBO Ha MOJICKOpa 33 PEKTAITHO KbPBEHE WIIN TOJICKOP

3a peKTaiHo kppBeHe oT 0 win 1.

M p<0,001, kopurupana pasnuka B euenueto (95% Cl) Bb3 ocHoBa Ha MeToaa Ha Cochran-Mantel-

Haenszel, xopurupas o craTudukaimoHHd GaKTOpH IPH PAaHIOMHU3HPAHETO

Ioxackop 3a eHnockorncka Haxozaka 0.

=c

OIIPEeNIeNICHO KaTo MOJ00peH e C > 7 TOUKHU CIPSIMO M3XOAHOTO HHBO, KOETO CE CYMTA 32 KIMHHYHO
3HAYHMO.

00111 cxop 1o BerpocHuka 3a Bh3naiuTeaHu 3abosiBanus Ha yepBara (Total Inflammatory Bowel
Disease Questionnaire score) > 170.

P Y4acTHUIM, MOCTUTHAIHM KIMHUYECH OTTOBOP 12 CeJIMULIM CJie]] HHTPaBEHO3HOTO IPUIIOKEHUE Ha
rycenkymab B uHAykunonHoto npoyusane QUASAR wiu B mpoyuBanero QUASAR 3a omnpenensite Ha
JiMana3oHa Ha WHIYKIMOHHATA J103a.

Oue 3 manyeHTH B rpynara Ha manedo, 3 nalueHTH B rpynara Ha rycenkymad 100 mg u 3 nauueHTy B
rpynata Ha ryceiakymad 200 mg ca eKCIIOHHpaH!U Mpeay TOBa, HO OMOJIOTUYHATA TePANUs MU JICUEHHETO
¢ maxubuTop Ha JAK ca ycnemrHu.

B QUASAR IS 1 QUASAR MS edukacHocTTa 1 0€30M1aCHOCTTA Ha TYCEJIKyMal ca J0Ka3aHu

YMopara e orieHeHa ¢ iomolnra Ha kpatkusi popmynsp PROMIS-Fatigue 7a. TToBnusiBaHeTo Ha ymopara e

KOHCUCTCHTHO, HE3aBUCUMO OT Bb3paCTTa, I10J1d, pacaTa, TCJICCHOTO TCIJIO U NPECAXOJHOTO JICUCHHUC C

OuosiornyHa Tepamnus uix uaxuouTop Ha JAK.

B QUASAR MS nanueHTHTE ¢ BHCOKA BB3MAIMTEIHA aKTUBHOCT Ha 3a00JIIBAHETO CIICHT
MIPHUKITIOYBaHE HA MHAYKIMATA ITOTyYaBat JOIIBIHUATENHA 0132 OT rycenkymMad 200 mg moIKoxxHO

g4w B cpaBHeHHe ¢ npuioxeHnero Ha 100 mg moakoxuo q8w. KIMHNYHO 3HAYMME YHCIIOBH Pa3INKH

ot > 15% Mesxy IBETe rpyIH ¢ TycelkyMal ca HaOJoqaBaHu cpell nanueHTuTe ¢ HuBo Ha CRP >
3 mg/l cnen npuKIIOYBaHE HA WHAYKIHOHHOTO JICYEHHUE 3a CJIeAHUTE KpaiiHu Touku Ha Ceamuna 44:
kiunHAYHA pemucus (48% 200 mg g4w cipsimo 30% 100 mg q8w), moaabpikaHe Ha KIMHUYHATA

pemucus (88% 200 mg g4w crpsmo 50% 100 mg q8w), kimaNYHA peMucHs 0€3 KOPTUKOCTEPOUIH

(46% 200 mg q4w crpsimo 30% 100 mg q8w), ennockorncko 3azapassaBane (52% 200 mg q4w crpsimMo

35% 100 mg q8w) 1 XMCTOIOrMYHO-EHAOCKOIICKO 3a3ApaBsBaHe Ha nurasunara (46% 200 mg g4w
crpsimo 29% 100 mg q8w).

QUASAR MS BxmouBa 31 nanuentu ¢ mMS 4 Ha U3XOAHOTO HUBO HA MHAYKIUATA, BKIIOYUTEIIHO
ES 2 wim 3 mw RBS > 1, kouTo ca mocTUTHAIM KIIMHWYEH OTTOBOP 12 CEAMUITH Clie]] HHTPAaBEHO3HOTO
npuwiIoxkeHue Ha rycenkymad B mpoyuBaHeTo QUASAR IS wimm B mpoyuBaneTo QUASAR 3a
oTpesielisTHEe Ha Jrana3oHa Ha WHAYKIMOHHATA J103a. [Ipu Te3u nanuenTn ehrkacHOCTTa Ha
rycenkymal B CpaBHEHHE C Tuiane0o0, n3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYSH OTTOBOP H
€HI0CKOTICKO 3a3/paBsiBane Ha Cenmuria 44, CbOTBETCTBA HA Ta3W B 00IIaTa MOMyIALKs.
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Cumnmomamuyna pemucus 66 8pememo

B QUASAR MS cumnromarnunaTta peMucusi, AepuHIpaHa KaTo MOACKOD 3a yecToTa Ha Aedekanus 0
wid | ¥ HENOBHUIIIEHA CPSMO U3XOAHOTO HUBO Ha MHAYKIHTA, KAKTO M IOACKOP 32 PEKTATHO
kbpBeHe 0, ce mogappka no Cenmuria 44 u B IBETE TPYNH HA JIEYCHHUE C TyCETKyMal, TOKaTo B
rpymnara Ha miaiebo ce Habmonasa craj (Purypa 8):

®urypa 8: [IponeHT nanueHTd B cumMnromatuyna pemucus a0 Cenvuna 44 B QUASAR MS
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Hoenusinu ce om yowadcenomo aeuenue ¢ 2yceakymad na Ceomuya 24

[larmenTure, TIEKyBaHH € TYCENKyMald, KOUTO He ca TOTYUIIN KIMHHYEH OTTOBOP OT HHIYKIIUATA Ha
Cenmuria 12, momygasat rycenkymad 200 mg nonkoxuo Ha Cenmunm 12, 16 1 20. B QUASAR IS
66/120 (55%) manueHTH, JIEKYBaHHU C I'yCceIKyMal, KOUTO HE ca MOJYYHIIH KIIMHUYEH OTTOBOD Ha
Cenmuua 12 oT MHAYKUMSITA, ca TOCTUTHAIM KIMHUYEH oTroBop Ha Ceaqmuua 24. YyacTHULIUTE,
NOBJIHSUTH ce OT rycenkyma0 Ha Ceamuna 24, ca Bximouern B QUASAR MS u ca nonydaBanu
rycenkymab 200 mg moaxoxHo Ha Bceku 4 ceamurii. Ha Ceqmuna 44 B QUASAR MS 83/123 (67%)
OT TE€3W MAIMEeHTH MOIBPKAT KIMHUYEH OTTOBOD, a 37/123 (30%) mocTuratr KIMHUYHA PEMUCHSL.

Bv3cmanosasane na epukacnocmma cied 3a2yba Ha 0me080p KvM 2yceaKymad

JeBeTHazieceT NanueHTy, JIeKyBaHu ¢ Tycenakymad 100 mg moakoxxHo 8w, KOUTO ca 3aryOouin
otroBop 3a mbpBuU 06T (10%) mexxay Cenmuna 8 u 32 B QUASAR MS, ca momyuniu 3acieneHo
npuioxkenue Ha 200 mg rycenkymad noakoxHo q4w u 11 ot te3n nanuentu (58%) ca mocTurHanu
CUMITOMATHYEH OTrOBOP, a 5 manneHTH (26%) ca MOCTUTHAIN CUMIITOMAaTHYHA PEMUCHS CIIEN

12 cenmunn.

Xucmonozuuha u eH0OCKONCKA OYEeHKa

XucToJIoTHYHATa peMucHs ce JeHuHupa KaTo XxucrosoruueH ckop o Geboes < 2 B.0 (yumica Ha
HeyTpouIH B TMraBuiara [kakto B lamina propria, Taka u B enutena), imrca Ha IeCTPyKIUs Ha
KPUITHUTE U JIUTICA HAa €PO3WH, YIIIEPAINH WIH TpaHyJaloHHa ThKaH CIIOPEe]l CHcTeMaTa 3a
knacugpukarms Ha Geboes). B QUASAR IS xucronornuna pemucust Ha Cepamuna 12 ce moctura rnpu
40% oT mauMeHTuTe, JIEKyBaHU ¢ Tycelakymao, 1 npu 19% oT nanueHTHTe B rpynara Ha mianebo. B
QUASAR MS xucronorununa pemucust Ha Ceamuna 44 ce noctura npu 59% u 61% ot nanueHrture,
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nexyBaHu ¢ Tycenkymabd 100 mg monkoxuao q8w 1 rycenkymad 200 mg moakoxxHo q4w, u mipu 27%
OT MaIMEHTUTE B TpyIaTa Ha miamnedo.

Hopmanusupanero Ha eHIO0CKOIICKUA BU Ha nurasuiara ce onpenensa karo ES 0. B QUASAR IS
€HI0CKOTICKO HopManm3upaHe Ha Ceamuma 12 ce moctura mpu 15% oT manueHTuTe, IeKyBaHH C
rycesnkyma0, u npu 5% OT malMeHTUTe B rpynara Ha 1aneoo.

Kombunupanu xucmono2uyto-eH00CKONCKYU pe3yamamu no OMHOWEHUe Ha JU2deuyama
KomOunnmnpana cumMnroMaTHyHa pEMUCHS, €HIOCKOIICKO HOPMAIU3UPAHE, XUCTOIOTHYHA PEMHCHUS U
¢exanen kannporekTHH < 250 mg/kg Ha Ceamuua 44 ce mocTUra npu Mo-ToJisIM NPOLEHT NaleHTH,
neKyBaHU ¢ TycenkyMad 100 mg mogkoxkHo q8w mnu 200 mg mogKokHO q4w, B CpaBHEHHE ¢ M1ane0o
(cpoTBeTHO 22% 1 28% crpsimo 9%).

Kauecmeo na sicueom, cevp3ano cvc 30pagemo

Ha Cenmuma 12 or QUASAR IS manmenTure, noxydaBamy ryceakymad, Toka3BaT Imo-rojisiMo U
KJIMHAYHO 3HAYMMO ITOJ0OpEeHHEe CIPSAMO U3XO0IHOTO HUBO B CPaBHEHHE C IJ1anie00 0 OTHOIIEHHE Ha
CHEIM(PUYHOTO 3a Bb3NAIUTEIHUTE 3a00iaBaHus Ha uepBara (IBD) kauecTBO Ha XKHUBOT, OLICHEHO
upe3 oomus ckop IBDQ u ckopoBete oT Bcnuku gomeitan Ha IBDQ (upeBHU cuMiiTtomu,
BKJIIOUMTEITHO KOPEMHa 00JIKa M HEOTJIOKHOCT Ha AedeKanuara, CicTeMHa (PyHKIUS, EMOLIMOHAIHA
¢yHKuuMs 1 counanda ¢pyHknus). Te3u mogoOpeHus ce 3ama3BaT MpH JEKyBaHUTE C TYCeKyMao
nanpeHTd B QUASAR MS g0 Cenmuria 44.

Xochumanuzayuu, c6bp3any ¢ YIyepo3eH Koaum

Jo Cenmuna 12 va QUASAR IS no-maimbK NpoLEeHT MallMeHTH B IpyIaTa Ha TycenkyMal B
CpaBHEHHME C IpylaTa Ha Ianedo ca XOCIMTaTu3upaH BbB Bpb3Ka ¢ yiueposeH koaut (1,9%, 8/421
cpsimo 5,4%, 15/280).

bonecm na Crohn

EdwukacHocTTa 11 6e30macHOCTTa Ha TyCenKyMal ca OIleHEeHHU B TP KIIMHWYHH TTpoyuBaHus ¢asa 11
IPU BH3PACTHU MAIMCHTH C YMEpeHa 10 TeXKa akTuBHa OosecT Ha Crohn, KouTo He ca ce MOBIUSITH
JOCTaThYHO, BEUE HE CE MOBJHSBAT WM Ca MPOSBUIA HETTOHOCUMOCT KbM MIEpOpaITHH
KOPTHUKOCTEPOUI, KOHBEHITMOHATHN UMyHOMOynaTtopu (AZA, 6-MP, MTX) u/unu Ouonornvna
teparus (TNF 6okep nnu Bemonuzyma0): nee 48-ceMUYHN MHOTOLIEHTPOBH, PaHIOMU3UPaHH,
JBOMHOCJIEIH, IU1ane00- ¥ aKTUBHO-KOHTPOJIMpPaHH (YCTEKMHYMAa0) MPOYUYBAHUS C YCIIOPEIHU TPYITH
(GALAXI 2 u GALAXI 3) ¢ enmHakbB qu3aiiH U €HO 24-CeIMUYHO MHOTOIIEHTPOBO, PAHIOMH3UPAHO,
JIBOMHOCIIATIO, IJ1a1ie00-KOHTPOIupaHo npoyusane ¢ ycropeanu rpymu (GRAVITI). U tpute
MPOYYBaHMUS ca C TU3aiH ,,treat-through*: marmenture, pantoMu3npanu 3a JeUeHHE C TyCETKyMad
(mmm ycreknaymab 3a GALAXI 2 u GALAXI 3), 3ana3Bar ToBa Ha3HAYCHO JICUCHHE TIPE3 Is1aTa
NPOABIDKUTEIHOCT Ha IPOYYBAHETO.

GALAXI 2 u GALAXI 3

B npoyusanusta daza [II GALAXI 2 u GALAXI 3 ymepenata 1o Texka aktuBHa 6omect Ha Crohn ce
OTIpezieNisi KaTO CKOp Ha MHJeKca Ha akTUBHOCT Ha OonectTra HAa Crohn [CDAI] >220 u <450 u
OTIPOCTEH EHIOCKOTICKH CKop 3a 6osect Ha Crohn (Simple Endoscopic Score for CD, SES-CD) > 6
(nm > 4 ipy MAIMEeHTH C U30JIMPaHo 3a0oJsBaHe Ha WieyMa). JJOTbITHUTETHUTE KPUTEPHH 32
GALAXI 2/3 BritouBat cpejiHa JHEBHA YecToTa Ha aedekarus (SF) > 3 wnu cpeneH qHeBEH CKop 3a
KopemHa 6onka (AP) > 1.

B npoyusannsara GALAXI 2 u GALAXI 3 nmanueHTHTe ca paHAOMU3UpPAaHH B ChbOTHOLIEHHE 2:2:2:1 3a
MoJy9YaBaHe Ha MHTPaBEHO3HA HHAYKIUS ¢ Tycenkymad 200 mg va Cexamunum 0, 4 v §, mociensana ot
noJyIbprKaia tepans ¢ rycenkymad 200 mg rmojiKokHO q4w, HHTPaBEHO3HA MHYKIIUS C TYCEeIKyMal
200 mg na Cenmunu 0, 4 u 8, ocneABaHa OT MOAAbPrKaILa Tepamus ¢ rycenkymad 100 mg moakoxHo
q8w, HHTpaBeHO3Ha MHAYKIMS C ycTeKnHyMao npubnusurenno 6 mg/kg va Ceamuna 0, nociensana
OT MOJTbpKAIIa Tepamnus ¢ ycTekuayMad 90 mg monkoxHo 8w, win miamnedo. Y4JacTHUITUTE, KOUTO
HE Ce MMOBJIMSABAT OT IUTale0o, mony4apar ycrekuanymad ot Ceamuna 12.
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Oo6mo 1 021 narnuentu ca onenenn B GALAXI 2 (n=508) u GALAXI 3 (n=513). Menuanara Ha
BB3pacTTa € 34 rogunu (auanaszoH ot 18 mo 83 roaunn), 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 HEYCIEIIHO C IIOHE €JHa OMOIIOrMYHA Tepanus
(50,6% ca umanM HEMMOHOCHMOCT WJIM HEyCIenHa Tepanus ¢ moHe 1 npenumaa antu-TNFa Tepamnus,
7,5% ca ©Manu HEMOHOCHMOCT HJTH HEyCIIelIHa Tepanus ¢ Benoan3ymad), 41,9% ne ca nexyBaHu ¢
Omorormana Tepanws, a 5,3% ca nmoxydaBaiy Ipear TOBa OMOJIOTHYHA TepaIus U TS € Onia ycIenrHa.
Ha u3xomgao HUBO 37,4% OT ManmeHTHTE ca MOTy9aBajiy IepopaTHi KOPTUKOCTEpOouaH, a 29,9% ca
MOJTyYaBajl KOHBEHIMOHATH UMYHOMOYJIaTOPH.

B GALAXI 3 51,9% ot manueHTuTE Ipean TOBA ca JIEKyBaHU HEYCIIEIIHO ¢ Hali-MaJIKO elHa
ononornuna tepamnus (50,3% ca UMaIu HEIMOHOCHMOCT MIT HEYCIIEIIHO JICYCHUE C TIOHE ejHA
npeaxonHa aHTu-TNFa tepanust, 9,6% ca uManyu HETOHOCHMOCT HMJIM HEYCIEITHO JICYeHHE C
Benonn3yma0), 41,5% He ca neKyBaHH ¢ OMOIIOTUYHO JiedeHne, a 6,6% ca moxyvaBain Mpean ToBa
OuosiornuHa Tepamnus u T € Omna ycnemHa. Ha uzxonno HuBo 36,1% OT nanueHTUTe ca IoIy4aBain
MepopaIHu KopTUKocTepouay, a 30,2% ca mosydaBaiv KOHBECHIIMOHATHI KMYHOMOTYJIATOPH.

Pesynrature OT CbBMECTHUTE IBPBUYHU M OCHOBHUTE BTOPUYHU KPAaHU TOUYKH B CPABHEHHUE C
mtane6o mpu GALAXI 2 u GALAXI 3 ca npeacrasenu B Tabmunm 15 (Cenmuna 12) u 16
(Cenmuria 48). PesynaraTture OT OCHOBHUTE BTOPUYHU KpaiiHH Toukd HAa Cenmunia 48 B cpaBHEHHE C
ycTekuHyMab ca npencraBeHd B Tabmwmm 17 u 18.

Ta6auna 15: IIpoueHT nanueHTH, NOCTUTHAIU CHBMECTHUTE MbPBUYHU U OCHOBHUTE
BTOPUYHHU KPAilHU TOYKH 32 e(PUKACHOCT C IyceJIKymMald crnpsMo mianedo Ha
Ceamuua 12 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
Inauedo I'yceaxymat Inauedo I'ycenxymad
% HHTPaBeHO3HA % HHTPaBeHO3HA
HHIYKIHA? HHAYKOHA®
% %

CbBMeCTHH IBPBUYHHU KpaﬁHH TOYKH 3a e(l)I/IKaCHOCT

Kiunnyna pemucusi® na

Ceamuna 12

Q012 norymarus

22% (N=76)

47%" (N=289)

15% (N=72)

47%"(N=293)

Henexysanu ¢
OuosoruyHa Tepanus’

18% (N=34)

50% (N=121)

15% (N=27)

50% (N=123)

Heycnemno
NPEIXOTHO JICYEHHUE C
OmojoruyHa Tepanus’

23% (N=39)

45% (N=150)

15% (N=39)

47% (N=150)

Ennockoncko nosiausisane® na Cegmuna 12

00612 norymarus

11% (N=76)

38%" (N=289)

14% (N=72)

36%" (N=293)

HenekyBanu ¢
OuosoruyHa Tepanus’

15% (N=34)

51% (N=121)

22% (N=27)

41% (N=123)

Heycnemno
MIPEIXOHO JIEUEHHE C
OuosiornyHa Tepamnus’

506 (N=39)

27% (N=150)

8% (N=39)

31% (N=150)

OcHoBHH BTOPUYIHU Kpaﬁﬂl/l TOYKH 3a e(l)l/lKaCHOCT

PRO-2 pemucus® Ha Cenmumna 12

OO6u1a momynanus

21% (N=76)

43%" (N=289)

14% (N=72)

42%" (N=293)

HenexyBanu ¢
OmosoruyHa Tepanus’

24% (N=34)

43% (N=121)

15% (N=27)

47% (N=123)

Heycnemno
MIPEIXOHO JIEUEHHE C
OuosiornyHa Tepanus’

13% (N=39)

41% (N=150)

13% (N=39)

39% (N=150)

I[osausiBane Ha ymoparta™ Ha Cenmuna 12

O6ma noryarus

| 29% (N=76)

| 45%"(N=289) |

18% (N=72)

| 43%"(N=293)
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HenexyBanu c

OMOJIOTHYHA TepaIus®

32% (N=34)

48% (N=121)

19% (N=27)

46% (N=123)

Heycnemno

MPEIXOTHO JICUCHHE C
OMOJIOTHYHA TepAITHsT

26% (N=39)

41% (N=150)

18% (N=39)

43% (N=150)

Engockoncka pemucus’®

Ha Ceqmuna 12

IPEIXOIHO JICYEHHUE C
OMoJIOTMYHA Tepamus’

O61m1a momyars 1% (N=76) 15% (N=289) 8% (N=72) 16% (N=293)
HenekyBanu c 3% (N=34) 22% (N=121) 19% (N=27) 25% (N=123)
OUOJIOTHYHA Teparus®

Heycnenno 0% (N=39) 9% (N=150) 0% (N=39) 9% (N=150)

I'ycenxyma6 200 mg naTpaBeHo3Ha nHAyKIMs Ha Ceqvuna 0, Ceqmuna 4 u Cenmuna 8 — B Ta3u kosoHa ca
00e/IMHEeHU JIBE TPYIH Ha JICYCHUE C TYCEIKyMal, Thil KaTO MAI[MCHTHTE MOJTyYaBaT e[Ha U ChIlla CXeMa Ha
WHTpaBeHO3HA MHAYKIUS npeau Ceqmuna 12.

Knunungnara pemucus ce onpezens kato ckop CDAI < 150.

Oue 9 namyeHTyH B rpymnara Ha miaie6o u 38 mamueHTyr B rpymnara Ha rycenkyma6 200 mg uHTpaBeHO3HO ca
TOJTYYMITH TIPEAXOJHA OHONIOTHYHA Tepamus U Ts ¢ Ouila ycrenHa.

BxitiouBa HE3aJOBOJUTENIEH OTTOBOD, 3ary0a Ha OTTOBOP HJIM HETIOHOCHMOCT KbM OnonormyHa Tepanus (TNF
GnoKepu ik Begoamu3yMat) npu Gonect ua Crohn.

EHIOCKOTICKOTO MOBIUSIBAHE CE OMpeaeis KaTo moaoopenue ¢ > 50% crnpsiMo nzxoaHoto HUBO Ha ckop SES-CD wmu
ckop SES-CD < 2.

PRO-2 pemucust ce ompeneins Kato cpefeH qHeBeH ckop AP 1 mim mo-HHUCHK U cpelieH THeBeH ckop SF 3 mu no-
HHCHK U JIMIIca Ha BiomaBane Ha AP i SF B cpaBHEHHE ¢ H3XOHOTO HHBO.

ToBIMsABaHETO HA YMOpATa Ce ONpE/IeNst KaTo moaoopenue ¢ > 7 Touk B Kpatkus popmyisip PROMIS Fatigue 7a.
Engockornckara pemMucus ce onpezens kato ckop SES-CD < 2.

p < 0,001
p <0,05
Ta6auna 16:  IIpoueHT manmueHTH, MOCTUTHAIN OCHOBHUTE BTOPUYHM KPaiiHH TOYKH 32
epukacHoOCT ¢ rycejqkymad cnpsmo miamnedo Ha Cenmumna 48 8 GALAXI 2 n
GALAXI 3
GALAXI 2 GALAXI 3
IMnauedo I'ycenkymad I'ycenkymad Mnaue6o | I'yceaxkymad I'ycenxymad
HHTPABEHO3HA | HHTPABEHO3HA (N=72) MHTPABEHO3HA | HHTPABEHO3HA
HHAYKIUA— HHAYKIUA— HHAYRKIAA— HHAYKIUA—
100 mg g8w 200 mg g4w 100 mg g8w 200 mg gq4w
NOJKOKHA NOJKOKHA NOAKOKHA NOAKOKHA
HHKeKIus? HHKeKIus® HHKEKINS? HHKeKIus®
Kiaununyna pemucus 6e3 koptukocrepounau”® Ha Cegmuna 48°
O6uia 12% 45%°® (N=143) 51%" 14% 44%* 48%*
THOIIy 1l (N=76) (N=146) (N=72) (N=143) (N=150)
Enpockoncko nopausisane” Ha Cenmuna 48¢
O6uia 7% 38 %" 38%”" 6% 33%" 36%"
0Ty AN (N=76) (N=143) (N=146) (N=72) (N=143) (N=150)

100 mg nmoaxoxHO 8W B poabJDKeHNE Ha 10 48 ceMuny.

200 mg mo1koKHO (4W B IpOIBIDKEHUE HA 10 48 ceaMuI.

KopTukoctepound Ha Cenmuna 48.

T'ycenxyma6 200 mg naTpaBeno3na nHAykwst Ha Ceqmuna 0, Cenqmuna 4 u Cenmuna 8, mocnenBana ot rycenkymad
I'ycenxymab 200 mg untpaBeno3na nnaykius Ha Ceqmura 0, Ceamuna 4 u Ceqmuna 8, nocneqsaHa ot ryceiakymad

Knunnunara pemucus 6e3 koptiukoctepoumu ce onpenens kato ckop CDAI < 150 na Ceamuna 48 u 6e3 nedyenue ¢

EnmockorickoTo MoBIusiBaHE ce onpeaens kaTo mogodpenue ¢ > 50% crpsmo u3zxoaHoto HIBO Ha ckop SES-CD wmu
ckop SES-CD <2.

p < 0,001

VuacTHHIM, OTrOBapsIIIM HA KPUTEPUUTE 32 HEAOCTAThUHO NoBJMsABaHe Ha Cenmuna 12, ce cuuTaT 3a HEMOBIUSIIN e Ha
Cenmura 48, He3aBICHMO OT paMOTO Ha JICUCHHE.
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Taoauna 17:

IIpoueHT ManueHTH, MOCTUTHAIN OCHOBHUTE BTOPUYHH KPailHU TOYKH 32
e(hMKaCHOCT ¢ rycesikymad cnpsiMo ycrekuuymad na Ceqvmuua 48 B GALAXI 2 u

GALAXI 3
GALAXI 2 GALAXI 3
Yereknnymad | I'ycenkymad | I'yceaxymad | Yerekunymad | I'yceaxymad | I'ycenkymad
6 mg/kg HHTPABEHO3HA | HHTPaBEeHO3HA 6 mg/kg HHTPABEHO3HA | HHTPABEHO3HA
HHTPABC€HO3HA | HHAYKIHUA — HHAYKIHUA — | HHTPAaB€HO3HA | MHAYKIUA — HHAYKIUAA —
HHIYKIUS — 100 mg 200 mg g4w | mHAYKIUSA — 100 mg 200 mg g4w
90 mg q8w q8w MOJAKOKHA 90 mg q8w g8w MOJIKOKHA
NNOAKOKHA MMOAKOKHA I(IH)KeKIII/ISIB MMOAKOKHA NOAKOKHA l/IH)KeKIII/lﬂB
MHKEKIUA? HHKEKIUs® HHKEeKIHA? HHZKeKIUA®
Kaunnuna pemucust Ha Cenmuua 48 u eHgockoncko nopiausisane’ Ha Ceqmuna 48
O01ma 39% 42% 49% 28% 41%" 45%*
OIS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Engockoncko nopausisane” na Cenmuna 48"
Ob6ma 42% 49% 56% 32% 47% 49%
TOITYJTAIUS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Ennockoncka pemucus® ua Cegmuna 48
O0ma 20% 27% 24% 13% 24%" 19%
TIOTTYJTAIINS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kannnuna pemucus™ na Cexmuna 48
O0ma 65% 64% 75% 61% 66% 66%
TOITYJTAINs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kiannnuna pemucus 6e3 kopruxocreponan® Ha Cenmuna 48"
Oo6ma 61% 63% 71% 59% 64% 64%
MO JIALUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
[poabkuTeaHA KJIMHHYHA pemucus” Ha Cenmuna 48
O6ma 45% 46% 52% 39% 50% 49%
TIOTTYJTAIINS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
PRO-2 pemucusi® na Ceqvuua 48
O01ma 59% 60% 69% 53% 58% 56%
TOITYJIAIINs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)

MPOABIDKCHUE Ha 110 48 CeAMUIIH.

MTOJTKOKHO 8W B MPOABIDKEHUE Ha 110 48 CeIMUIIH.

MOJIKOKHO (4W B MpoaBKeHUE Ha 10 48 ceaMuIm.

SES-CD<2.

koptukoctepouan Ha Cenmuria 48.

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

Cenmuna 48 (naii-manko 8 ot 10 Bu3uTH), KOUTO TpsiOBa aa BKimousaT Ceamuna 48.

=

nirica Ha Biomasane Ha AP wm SF B cpaBHEHHE ¢ H3XOTHOTO HHUBO.

X p<0,05
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KOM6I/IHaL[I/I$[ OT KJIIMHUYHa PEMUCUA U €HJOCKOIICKO IMOBJIMABAHE, KAKTO Ca ONPEACIICHU 11O-10J1Y.

Iosnussanero Ha Cenmuiia 48 € oLEeHIBaHO HE3aBUCUMO OT KJIMHUYHOTO nosiusaBade Ha Cenmuna 12

Verexkunymab 6 mg/kg unrpaBenosuna nnayknust Ha Cenqmuna 0, mocnenBana ot ycreknaymad 90 Mg moakoxuo 8w B
I'ycenkymab 200 mg unTpaBeHo3Ha nHAykuus Ha Cenmuna 0, Cenqmuna 4 u Cenmuna 8, mocnensana ot rycenkymad 100 mg

I'ycenkymab 200 mg untpaBeHo3Ha nHAykuus Ha Cenmuna 0, Cenmuna 4 u Cenmuna 8, mocnensana ot rycenkymab 200 mg

EHmockonckoTo moBmMsBaHe ce onpeaens KaTo mogodpenue ¢ > 50% crpsiMo n3XxoaHOTO HUBO Ha ckopa SES-CD mmm ckop

Knuangnara pemucus 6e3 kopTukocrepouan ce onpenens karo ckop CDAI < 150 na Cenmuna 48 u 6e3 neuenue ¢

[MpoxpmwxuTenHaTa KIMHAIHA pemucus ce onpenens karo CDAI < 150 mpu > 80% ot Bcnukn Bu3ntn Mexay Ceamuna 12 u

PRO-2 pemucus ce ompenens kato cpeaeH aHeBeH ckop AP 1wt mo-HUCHK U CpefieH THEBEH cKop SF 3 Wit mo-HUCHK U




Ta6auna 18: IIpoueHT NanmyeHTH, MOCTUTHAIU KPaiiHATe TOYKH 32 e(pKACHOCT C
rycejJkyMad cnpsiMmo ycrekuuymao Ha Ceqmuna 48 B cOopHHTE JaHHH OT

GALAXI 2 u GALAXI 3

Ycreknnymad
6 mg/kg
HHTPaBeHO3HA
HHAYKIHAS —
90 mg q8w
MOJIKOKHA
MHKEeKIuA®

I'yceaxkymad
HMHTPABEHO3HA
HHAYKIUSA —

100 mg g8w
MOAKOKHA HHKEKIHA®

I'yceaxkyma0
HHTPABEHO3HA
UHAYKIMSA —

200 mg g4w
NOAKOKHA MHIKeKIua®

Kananyna pemucus Ha Ceavuna 48 u eHgocKoncko nopiausisane’ Ha Ceavuna 48

O6ma nomynarus

34% (N=291)

42% (N=286)

47% (N=296)

HenexyBanu ¢
OuonornyHa
Tepanus’”

43% (N=121)

51% (N=116)

55% (N=128)

Heycnemna
MpeIxoHa
OuoornyHa
Tepanus’

26% (N=156)

37% (N=153)

41% (N=147)

Enpockoncko nosiausiane™ ua Ceqmuna 48

OO6m1a momyIanus

37% (N=291)

48% (N=286)

53% (N=296)

Henexysanu ¢
OuonornuHa
Tepanus”

43% (N=121)

59% (N=116)

59% (N=128)

Heycnemna
npeaxoaHa
OuoornyHa
Tepanus’®

31% (N=156)

43% (N=153)

47% (N=147)

Enpockoncka pemucus® Ha Ceqmuna 48

O6u1a nomynanus

16% (N=291)

25% (N=286)

21% (N=296)

HenexyBanu ¢
OmonornyHa
Tepanus”

19% (N=121)

34% (N=116)

27% (N=128)

Heycnemna
Mpeaxo/IHa
OMOJOrnyHa
Tepanus’

13% (N=156)

21% (N=153)

14% (N=147)

Kaunnanuna pemucus” na Cegmuna 438

O06ma nomynanus

63% (N=291)

65% (N=286)

70% (N=296)

HenexyBanu ¢
OuosoruuHa
Tepanus’”

75% (N=121)

73% (N=116)

77% (N=128)

Heycnemna
peaxonHa
OounonornyHa
Tepanus’®

53% (N=156)

61% (N=153)

64% (N=147)
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Verekunymab 6 mg/kg narpaserosna uaaykius Ha Ceqmuna 0, mocnensana ot yerekuayma6 90 mg noaxoxHo q8w B
IPOABIDKEHUE Ha 10 48 ceIMULIN.

T'ycenxyma6 200 mg nnTpaBeno3na naaykiust Ha Ceaqmuna 0, Ceamuna 4 u Cenmuna 8, mocieaBaHa oT Tycenkymad
100 mg noxkoxkHO q8W B MPObIDKEHUE Ha 10 48 CeIMUIH.

T'ycenkyma6 200 mg unrpaBeno3na uaaykius Ha Ceamuna 0, Cenmuna 4 u Ceamuna 8, mocseaBaHa oT rycenkymad
200 mg moaxoxHO (4W B mpoAbDKeHHe Ha 10 48 ceaMuiu.

KoMOuHanus OT KIMHUYHA PEMHUCHS M €HIOCKOIICKO MOBIIMSABAHE, KAKTO Ca ONPEACICHH I10-10Ty.

A Oute 14 nanuenTy B rpynara Ha ycrekunymad, 21 nanuenTy B rpynara Ha rycenkymat 200 mg moakoxHso q4w u

17 nauenTn B rpynara Ha rycenkymMa6 100 mg moakoxHO G8W ca MmoTydHiIi Ipeay ToBa OHOJIOTHYHA TEpaIus 1 T4 €
Ouia ycremsa.

BxirouBa He3amoBOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MJIM HEMOHOCHMOCT KbM OnostorndHa tepamnus (TNF 6ioxepw,
Bemosm3ymab) mpu 6ostect ma Crohn.

EHIOCKOIICKOTO TTOBIHSBAHE ce OIpees KaTo noxoopenue ¢ > 50% cnpsamo n3xoqHoTo HUBO Ha ckopa SES-CD mmn
ckop SES-CD <2.

Ennockorckara peMucusi ce onpezens kato ckop SES-CD < 2.

Knunnynata pemucus ce onpenens karo ckop CDAI < 150.

B GALAXI 2 u GALAXI 3 epuxacHOCTTa M1 6€30MacCHOCTTA Ha TycenKymad ce ToKa3BaT
KOHCHCTEHTHO, HE3aBUCHMO OT BB3pacTTa, MOJIa, pacata U TeIeCHOTO TETJIO.

B 00600mieHust cyononynanuoHeHn ananus B mpoyuBanusata GALAXI daza III nanuenTute ¢ BUCOKa
BB3MAINTEIHA AKTUBHOCT CJIE]] MPUKITIOYBAHE HA WHIYKIMOHHOTO MPUJIOKESHUE TOTydaBaT
JOIIBIIHUTENHA 110132 OT TycenakyMad 200 mg MoaKoKHO 4w B CpaBHEHHE C MOIBPIKAIIUTE CXEMH
cbe 100 mg nmonkoxxkHo q8w. HabmonaBana e KITMHUYHO 3HAYMMAa PasiiiKa MEXY JABETE T030BU
TPyIH Ha TyCeNKyMab MpH NMarueHTu cbe ctoiftHocTn Ha CRP > 5 mg/l cnen npukimouBane Ha
UH/YKIUSTA, 10 OTHOIIICHHE Ha KPalHHUTE TOYKH Ha KiIMHUYIHA pemucus Ha Cenmuiia 48 (100 mg
noakoxkHo q8w: 54,1% copsimo 200 mg moakoxkuo q4w: 71,0%), eHIOCKOTICKUS OTTOBOP Ha
Cenmuria 48 (100 mg moakoxuo q8w: 36,5% crpssmo 200 mg moakoxkuo q4w: 50,5%) u PRO-2
pemucusta Ha Ceamuna 48 (100 mg noakoxHo q8w: 51,8% crpsimo 200 mg moakoxHO q4w: 61,7%).

Knunuuna pemucus 6v6 epemeno

Cxkoposere CDAI ce orOens3Bar mpu Bcska BU3UTA Ha anneHTa. [IpoeHThT NalMeHT! B KIIMHNIHA
pemucus 1o Cenmurnia 48 e npeacraBeH Ha Ourypa 9.
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®urypa 9: IlpoueHT nanueHTH B KJIMHUYHA pemucus 10 Ceqmuina 48 B cGopHUTE TaHHU OT
GALAXI 2 u GALAXI 3
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Gamnslkurnab 200 mg [V -> Gusslkurmal 200 mg SC glw (e 296)

Utekinumab (re291)

* 05

Kauecmeo na sicusom, cevpsano cvce 30pasemo

[To-ronsiMo mo00peHHe CIPsIMO U3XOTHOTO HUBO ce HabmronaBa Ha Cenmuna 12 B rpynute Ha
JeYEeHHe C ryceiakyMal B CpaBHEHHE C ILIAle00 110 OTHOIICHHUE Ha CHeNU(PUIHOTO 32 Bb3HMATUTEIHUTE
3abonsBanus Ha yepBara (IBD) kauecTBo Ha ®HUBOT, orieHeHO upe3 obmms ckop IBDQ. Tesn
nogoOpenwus ce 3anaspat 10 Ceamuua 48 B 1BeTe MpoydIBaHusl.

GRAVITI

B npoyuBanero GRAVITI ¢a3za Il ymepenara o texka aktuBHa 6osect Ha Crohn ce onpenenst kato
ckop CDAI>220 u <450 u CD (SES-CD) > 6 (vu > 4 mipul MallMeHTH ¢ U30JIMPAHO 3a00JIIBaHE Ha
uijeyma) u cpeneH gaeBeH ckop SF > 4 wnm cpenen nueBeH ckop AP > 2.

B GRAVITI nanentute ca paHIoMU3UpaHu B ChoTHOIICHUE 1:1:1 1a mosydaBat ryceinkymad

400 mg noxakoxxHa uHAyKIMs HAa Ceamunu 0, 4 1 8, ocienBaHa OT HOIbPIKaIlla TePaIus ¢
rycesnkymab 100 mg q8w noakosxHo, rycenkymad 400 mg noakoxkHa naaykuus Ha Ceqmunu 0, 4 u 8,
MocIieIBaHa OT MOIbprKaIa Tepamnus ¢ rycenkymad 200 mg q4w 1moKoxHO, WiH tianebo. Beudku
MAIMeHTH B TPyIaTa Ha Miane0o, KOUTO OTroBapsT Ha KPUTEPUUTE 3a CIIACUTEIIHA TepaIus,
MOJTyJaBaT MHIYKIIMOHHA /1032 rycenkymad 400 mg mogkoxxkao Ha Ceqmutiu 16, 20 u 24, mocnensana
ot rycenkymad 100 mg moakoxHo q8w.

Onenenn ca o6mo 347 nanuenty. MeananaTta Ha Bb3pacTTa Ha MallMeHTUTe € 36 TOANHHM (AranazoH
ot 18 1o 83 ronuum), 58,5% ot TAX ca MBKe, 66% ce onpenensaT karo oenn, 21,9% karo azuatiy u
2,6% KaTO YEPHOKOXKHU.

B GRAVITI 46,4% oT naupeHTUTe MpeIu TOBa ca MOIyYMIN HEYCIEHTHO JISYEHHE C Hali-MaJIKo eHa
Ouosiornuna tepamnus, 46,4% He ca noiay4aBanyd OMOJOTHYHO JIeUeHue, a 7,2% ca moydaBaii Ipeau
TOBa OMOJIOTHYHA Teparus u TA ¢ Omia ycnemHa. Ha u3xoano HuBo 29,7% OT nalMeHTUTe ca
MOJTy4aBaIy EPOPATHU KOPTUKOCTEPOUH, a 28,5% ca nmoiyyaBalu KOHBEHIMOHAIHU
UMYHOMOYJIaTOPH.
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Pesynrature OT ChBMECTHHUTE MHPBUYHA M OCHOBHHUTE BTOPUYHU KPalHH TOYKH 332 €(PUKACHOCT B
cpaBHeHue ¢ miare6o Ha Ceamuna 12 ca npencrasenu B Tabmuma 19,

Ta6auma 19: TIpoueHT NanMeHTH, MOCTHTHAJIU ChbBMECTHHTE MbPBUYHU U OCHOBHUTE
BTOPUYHH KPAiiHM TOYKH 32 eHUKACHOCT C IyCeIKyMa0 cpsiMo Jjianefo Ha
Ceamuua 12 8 GRAVITI

Mnauedo I'yceaxymad 400 mg
MOAKOKHA HHIKeKIMA®

CbBMECTHH MbPBHYHH KPaiiHU TOYKH 32 eHKACHOCT

Kiaunnuna pemucusi® na Cenmuna 12

O06m1a momynanus

21% (N=117)

56%° (N=230)

HenexyBanu ¢ 6uonoruysa tepanust’

25% (N=56)

50% (N=105)

HeycnemHo npeaxoaHo neueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

60% (N=108)

Ennockoncko nosiausisane® Ha Cegmuna 12

O06ma norymarus

21% (N=117)

41%° (N=230)

HenexyBanu ¢ Onosiornyaa Tepamus’

27% (N=56)

49% (N=105)

Heycnenino npeaxomHo Je4eHue ¢
OmoJIorMYHa Tepanus”

17% (N=53)

33% (N=108)

OCHOBHM BTOPMYHM KPAalilHU TOYKH 32 eUKACHOCT

Kiaunuuno nosiausasane™ ua Cegmuna 12

OO611a momyanys

33% (N=117)

73%° (N=230)

HenexyBanu ¢ OnonoruyHa Tepamnus’

38% (N=56)

68% (N=105)

HeycnemHo npeaxoaHo ge4eHue ¢
OMoJIOTHYHA Tepanus’”

28% (N=53)

78% (N=108)

PRO-2 pemucust®* na Ceqmuna 12

O6m1a nonynanus

17% (N=117)

49%° (N=230)

HenexyBanu ¢ OMoIOrH4Ha Tepanus’

18% (N=56)

44% (N=105)

HeycnenrHo npeaxoaHo edeHue ¢

17% (N=53)

52% (N=108)

OuosiornuHa Tepanus’”

I'ycenxkyma6 400 mg moakoxuo Ha Ceqmuria 0, Ceamuria 4 u Cenmurna 8

Knuangna pemucust: ckop CDAI < 150

®  p<0,001

Omre 8 manueHTH B Tpymara Ha ruiane6o u 17 manuenTH B rpymnara Ha rycenkymab 400 mg moako>kHO ca MOy IHiIHd
MpeaxoIHa OMOJIOTHYHA Teparnus U Ts € OuIia ycIemHa.

BxitiouBa HE3aJ0BOJUTENICH OTTOBOP, 3aryba Ha OTTOBOP MJIM HETIOHOCUMOCT KbM Onosornuna tepamnus (TNF
6okepu, Begonu3ymat) npu 6onect Ha Crohn.

Ennmockorncko nmosnusiane: > 50% momoOpeHue cipsiMo U3X0JHOTO HUBO Ha ckopa SES-CD.

Knmanuno noenusasane: > 100 myHKTa HaMaleHue cripsiMo H3X0HOTO HUBO Ha ckopa CDAI nmu ckop CDAI < 150.

PRO-2 pemucus: cpeneH nHeBeH ckop AP i mo-HHUCHK U cpelieH JHEBEH CKOp SF miin mo-HUCHK U JHIica Ha
priomaBane Ha AP wmm SF B cpaBHEHHE ¢ U3XOIHOTO HUBO.

Knunnuna pemucus Ha Ceamuna 24 ce mocTura npy 3Ha4uMO MO-TOJISIM IPOIIEHT OT MAaIlHeHTHUTE,
JIeKyBaHH € TIOAKOXHA MHAYKIUS ¢ Tycenkymad 400 mg, mocnensana ot ryceiaxkymad 100 mg
noaxoxHo q8w min 200 mg noaxoxHo q4w, B cpaBHeHHE ¢ 11anedo (cporBeTHO 60,9% 1 58,3%
capsimo 21,4%, neere p-ctoitHocT < 0,001). Knmnangna pemucus Ha Cenmuna 48 ce moctura ot 60%
1 66,1% OT marMeHTuTe, JCKYyBaH! C TOKOKHA MHIYKIHS ¢ Tycenkymao 400 mg, mocieaBaHa
CBHOTBETHO OT rycenkymad 100 mg nonkoxxno q8w mim 200 mg nmoakoxHo g4w (1 JBETE P-CTOHHOCTH
< 0,001 B cpaBHEHHE C TUIAIIE00).

Enpockomncko nosnusisane Ha Ceaqmuua 48 ce noctura npu 44,3% u 51,3% oT nanueHTuTe, JeKyBaHU

C MOJKOXKHA MHAYKLUS ¢ Tycenkymad 400 mg, mocieaBana CbOTBETHO OT rycenkymad 100 mg
nonkoxxHo q8w miu 200 mg moakoxHO q4w (u asete p-croiiHocTH < 0,001 B cpaBHeHMe ¢ manebo).
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Kauecmso na sicusom, cevpsano cvce 30pasemo

B GRAVITI kIMHUYHO 3HAYUMO IT0J00peHHE ce HaO 0 1aBa 10 OTHOIICHHE Ha CIICHU(PUIHOTO 3a
BB3MAIUTETHUTE 3a00sBaHus Ha yepBata (IBD) kauecTBO Ha )KHMBOT, OIICHEHO Ype3 00U CKOp
IBDQ na Cenmuna 12 u Ceamuiia 24 B cpaBHEHUE ¢ TUIaIe00.

Henuatpuyna monynamus

EBporneiickaTa areHIus mo JeKapcTBaTa oTiara 3albJDKEHUETO 3a MPEJAOCTaBIHE HA PE3YITaTUTE OT
NPOYYBaHUATA C TycenkyMal B e{Ha WX TIOBEYE MOATPYNHY Ha TIeIHaTPHYHATA TIOMYJIAIUs IPH
IUTAKOB TICOPHA3HUC, TICOPHATHYCH apTPHT, YIIIEPO3eH KoauT u 6osect Ha Crohn (Bxk. Touka 4.2 3a
uH(pOpPMAIUI OTHOCHO yNoTpeda B MeAUaTpUsTa).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

AOGcopouus

Crnen eqHOKpaTHO TOAKOXKHO HHXekTupane Ha 100 mg Ha 37paBu nuia rycenkymad JOoCcTUra cpeaHa
(= SD) makcumainHa cepymna konteHTpanus (Cmax) 8,09 £ 3,68 pg/ml npubnusurento 5,5 nuu cnen
MIPUIIOKEHUETO. AOCOMIOTHATA OMOHATMYHOCT HA TYCENKYMal Cliell € THOKPATHO ITOAKOXKHO
ukektupane Ha 100 mg e oueHeHa Ha mpuOIU3UTEIHO 49% NpU 3ApaBU yYaCTHUIIH.

[Tpu manueHTH ¢ MIAKOB IICOPHA3KC CIIC]] TIOJIKOKHO MPHIIOKEHUE Ha TycesikyMad 100 mg Ha
Cenmunu O ¥ 4 1 HA BCEKH § CEIMHULM CIEA TOBA CTAMOHAPHU CEPYMHH KOHLIEHTPALIMK HA
rycenkymab ce nmocrurar kbM Ceamuna 20 ciie moakoxHo npuioxenue Ha 100 mg rycenkymab Ha
Cenmunu 0 u 4 u ipe3 8 cenmuru cnex ToBa. Cpennute (+ SD) Half-HUCKH paBHOBECHH CEPYMHHU
KOHIIEHTpAIlNH Ha rycekymal B ABe npoyuBanus ¢aza |1l mpu manmenTH ¢ mmakoB ncopuasuc ca
1,15+ 0,73 pg/ml u 1,23 £ 0,84 pg/ml.

®dapMaKkOKHHETHKATa Ha TycelKyMal Npy MalUeHTH ¢ TICOPUATHYECH apTPUT € CXOJHA C Ta3H MpH
MaUeHTu ¢ ncopuasuc. Crel moIK0oXKHO npuiiokeHue Ha rycenkymad 100 mg va ceamunu 0, 4 1 Ha
BCEKH 8§ CEJIMHIIN CIIe]l TOBA CpeHATa Hal-HUCKA CEpYMHA KOHIICHTpAIHS Ha TYCeNKyMal B
CTaIlMIOHAPHO CHCTOSIHUE CHIIO € MpuoOau3uTenHo 1,2 ug/ml. Cren moIkoXHO IPUIIOKESHHUE Ha
rycenkymad 100 mg Ha Bceku 4 ceIMMIIM, CpEHATA HAli-HUCKA CEpyMHA KOHIICHTpAIus Ha
ryceiakymab B CTallHOHAPHO ChCTOSIHUE € MpHOIu3uTenHo 3,8 pug/ml.

dapMaKOKMHETHKATA HA TyceNKyMab € CXO/Ha MPH MalMeHTH C YIIepo3eH KouuT u 6osect Ha Crohn.
Crnen mpernopbrUnTEIHATA CXEMa Ha HHTPaBEHO3HA MHYKIMOHHA /1032 rycenkymad 200 mg Ha
Cemmuru 0, 4 u 8 cpeHaTa MaKCHMalTHa CepyMHa KOHIIEHTpaIus Ha rycenkymad Ha Cenmuna 8§ e
68,27 ug/ml mpu marmenTH ¢ ynuepose konut u 70,5 pg/ml mpu manuentn ¢ 6omect na Crohn.

Crnen mpemopbrYUTENHATA CXEMA C IMOAKOXKHA HHAYKIHOHHA 1032 400 mg rycenkymad Ha Cemmuru O,
4 u 8 ¢ U3UHUCIIeHa CpeIHa MaKCUMAaJIHA CepyMHA KOHIICHTparwms 27,7 [ug/ml npu manueHTH ¢ 60ect
Ha Crohn. O6miara cucremua excrniosuius (AUC) cien npenopbhuyuTeIHaTa HHIYKIIMOHHA CXEMa €
CXOJIHA CJIe]| MOIKOKHA M MHTPABEHO3HA WHTYKIHS.

Criet MOAKOXHO TOUIBPIKAII0 IPUIOKEeHHE Ha ryceiakymad 100 mg Ha BCeKH 8 CEIMUIU HITH
rycenkymab 200 mg Ha Bceku 4 ceIMUIIY TIPH MAIUEHTH C YIIEPO3eH KOJUT CPETHUTE CEPYMHHU
KOHIICHTpAIMK Ha TYCeTKyMald B CTAIIMOHAPHO ChCTOSIHUE Ca ChOTBETHO mpuOym3uTento 1,4 pg/ml u
10,7 pg/ml.

Criet MOAKOXHO TOUTHPIKAIIO TpUiIokeHne Ha rycenkymad 100 mg Ha BCekH 8 CeIMUITN HITH

rycenkymab 200 mg Ha Bceku 4 ceaqMuIy rpu naiueHTu ¢ 0osiect Ha Crohn cpenHuTe cepyMHU

KOHIICHTPAI[MK Ha TyCeJIKyMal B CTAIIMOHAPHO ChCTOSHHUE ¢a ChOTBETHO NpuOn3uTenHo 1,2 pg/ml u
10,1 pg/ml.

Pasnpenenenue

Cpennust 00eM Ha pa3npeseeHue 1o BpeMe Ha TepMuHanHaTa ¢asa (V;) ciael eTHOKpaTHO
WHTPABEHO3HO MPHUJIOKEHHNE Ha 3paBH JIMIa Bapupa npudausutento ot 7 1o 10 | B npoyuBanusTa.
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BuorpancdhopMarusg

ToYHUAT ITBT, IO KOWTO TYCENKyMal ce MeTabonu3upa He € onpeneneH. Karo woemiko IgG
mAb,04akBa ce rycenkymat Jia ce pasrpajiy 10 MAIKH NEeNTUAA 1 aMUHOKUCEITHHU Ype3
KaTaOOJUTHUTE MBTHUIIA IO CHIINS HAYMH KaTo eHgoreHHuTe IgG.

EnumMunupane

Cpennust cucreMer kiupbHe (CL) cnen efHOKpaTHO HHTPAaBEHO3HO MPHUIIOKEHUE HA 3APABH JIHMLA
Bapupa ot 0,288 1o 0,479 I/nen B npoyuBanusta. Cpeanust noiayxuBoT (T12) Ha Tycenkymab e
MPUOIM3UTETHO 17 THU TIPH 3ApaBH JUIA, M MPUOIM3UTEIHO 15 10 18 THU npH MAIMEeHTH C IIaKOB
MICOPHUA3UC B MPOYYBAHMATA U TPUOTU3UTENHO 17 IHU MPH NALMEHTH C YILEPO3EeH KOIUT WIH O0JIECT
Ha Crohn.

IHonynanmnonnuTe (hapMaKOKHHETUIHN aHAJIM3W TIOKa3BaT, 4e chirbTcTRamiara ynotpeda nva HCIIBC,
AZA, 6-MP, nepopanau koptrkoctepouan 1 CSODMARD karo MTX He moenusiBa KJIMpbHCA Ha

rycenkymao.

JIMHelHOCT/HETUHENHOCT

Cucremnara excrio3urus Ha rycenkyMab (Cmax 1 AUC) ce moBuIaBa 1mo mpudIn3uTeTHO
MPOTOPLMOHANICH HA J103aTa HAYMH CJIE/] €AHOKPATHO MOAKOKHO WHXKEKTUPAHE B 103, BapUPAIH OT
10 mg no 300 mg mpu 31IpaBu JUIA WIK NAIUSHTH C TUIAKOB TIcoprazuc. CepyMHUTE KOHIEHTPAIIUU
Ha TycelKyMad ca MpuOIM3UTETHO MPOIIOPIIMOHATHY Ha /103aTa CJIe/l MHTPABCHO3HO MPUIIOKEHUE TIPU
HAKCHTH C YIIIEPO3eH KoauT win 6osect ua Crohn.

HCZII/IaTDI/I‘IHI/I MaluCHTH

dapMaKOKHHETHKATa Ha TycenKyMal Npu MeAnaTpUIHH MAHEeHTH He € yCTaHOBEHA.

[TanuenTu B CTap4ycCKa Bb3pacT

He ca mpoBexxnanu cieruainy Mpoy4IBaHUS IIPH MAalMEHTH B cTapuecka Bb3pact. OT 1384 manueHT ¢
IUTAKOB IICOPHA3HC, C EKCIO3UIMS Ha TyceskyMal B KIMHUYHM npoyuBaHus (asa Il u BkiaroueHu B
NOITyJIAIIMOHHUS (PapMaKOKMHETHYEH aHanu3, 70 MaueHTy ca Ha Bb3pacT 65 Wiy noBeve roAnHH,
BIJTFOUHUTENTHO 4 TIAIMEHTH Ha BB3pacT 75 uiu nosedue roguau. OT 746 manyeHTy ¢ ICOPUaTHICH
apTpPHUT, C eKCIIO3UIIHA Ha TycelIkyMal B KIMHUYHM TpoyuBaHus (aza I1I, o6mo 38 manmenra ca Ha
BB3pacT 65 Wiu MoBeye roJMHN 1 HUTO €IUH NAlMeHT He € Ha Bb3pacT 75 win noseye roquau. Ot
859 nanueHTH ¢ yiIepo3eH KOJIUT, ¢ eKCIIO3UIINS Ha TyceIKyMad B KIIMHUYHU npoyuyBanus ¢asza [I/111
Y BKJIIOYEHH B TIOMYJIAUOHHMS (hapMaKOKHHETHYESH aHaI3, 00110 52 MalMeHTH ca Ha

BB3pacT 65 wiu nmoBeye roguHU, a 9 ManMeHTH ca Ha Bb3pacT 75 uiau nosede roguHu. OT

1 009 nanuentu ¢ 6oect Ha Crohn, ¢ excrio3uiust Ha ryceikymab B KIIMHHYHU poy4Banus ¢asa 111
Y BKJIIOYEHH B TIOMYJIAUOHHMS (hapMaKOKHHETHUYEH aHalin3, 00110 39 maiueHTH ca Ha

BB3pacT 65 wiu noBeye roJuHy, a 5 NAMEeHTH ca Ha Bb3pacT 75 WM NoBede TOANHHU.

ITomrymanmonHUTe (hapMaAKOKHHETHIHY aHAJM3H MPHU TAIUSHTH ¢ TIAaKOB TICOPUA3HC, TICOPHATHYCH
apTpPHT, YIIIepo3eH KoauT u 6omect Ha Crohn He mokas3Bat o4eBHUAHK TpoMeHH Ha nzuucieHus CL/F
MIpH MAIUEHTH > 65-roIUIIIHA BB3pacT B CPaBHEHUE C MAIUEHTH < 65- roIUIIIHA Bh3pacT, KOETO
MOKa3Ba, 4€ He € He0OXOANMO KOPUTHPAHE Ha J103aTa MPH MalMeHTH B CTapUYeCcKa Bb3PacT.

IlanmenTu ¢ 6’B6DC‘IHO NI Ile'[)HO,Z['[)O6HO YBPCXKAAHC

He e nporexxaaHo criennduyHO NpoyyBaHe 3a onpeeiisHe Ha eekra Ha ObOPEUHO MIIH YEPHOAPOOHO
yBpeXIaHe BbpXy (papmMakoKHHETHKATa Ha rycenkymad. OyakBa ce ObO0peduHOTO eTUMUHIPAHE Ha
MHTaKTHUS rycenakyma0, [gG mAD, na 6b1e HECKO 1 OT MUHIMaTHO 3HayeHue. [lonoOHo, He ce
OYaKBa YEPHOAPOOHO YBPEXKIaHE J1a MOBJIHsE KIMPBHCA Ha Tycenkymad, Thit kato IgG mADS ce
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eTMMHUHHUPAT MIPEIUMHO Ype3 BbTPEKIIeThUeH KaTaboan3bpM. Bb3 0CHOBa Ha MOMYJIaIlHOHHHUTE
(bapMaKOKHHETHYHH aHAITN3HM KPEATHHUHOBHSIT KJIMPBHC MM YepHOAPOOHaTa PYHKIMS HE OKa3BaT
3HAYMMO BJIMSIHUC BBPXY KIUPBHCA HA TYCEIKYMao.

TemecHO TETNO

KnupbHCBT 1 00eMBT Ha pa3npeliesieHle Ha IycelIkyMal ce yBenn4aBar C MOBHIIABaHE Ha TEJIECHOTO
TErJ0, HO HAOJI0AaBaHUTE JaHHU OT KIIMHUYHU M3MINTBAHUS I1I0KA3BaT, Y€ HE € HEOOXOAMMO
KOPUTHPAHE Ha 103aTa B 3aBUCUMOCT OT TEJIECHOTO TETJIO.

5.3 TlpeakJIuHUYHYU TaHHH 32 0€30MACHOCT

HexnuanyHUTEe JaHHU HE MTOKa3BaT ocobeH PHUCK 3a XOpa Ha Oazara Ha KOHBCHIIMOHAJIHUTC
(bapMaKOJ'IOI‘I/I‘lHI/I MMpOoy4YBaHUA 3a 663OH3CHOCT, TOKCUYHOCT IIPpU MHOT'OKPATHO IIpUJIaraHe u
PETIPOAYKTHBHA TOKCUYHOCT M TOKCUYIHOCT 3a IIPEe- U MMOCTHATAJIHOTO Pa3BUTHUC.

B npoyuBaHus Ha TOKCHYHOCTTA TP MHOTOKPATHO MPUJIOKEHUE HA IBJTOOMAIIATH MaKaly
rycenkymab ce moHacs 00pe MpU UHTPABEHO3CH U MOJKOXKEH BT Ha npuiioxkenne. CeqMUIHO
MOJIKOKHO NpriIokeHne Ha 1o3a oT 50 mg/kg Ha maiimyHnu Boau 1o excriosuts (AUC), kosTo e Hail-
MaJiko 23 IbTH MO-BUCOKA OT MaKCHMaHATa KIMHHYHA SKCIIO3UIIUs cliel 1o3a 200 Mg, npuiioskeHa
uHTpaBeHO3HO. OCBEH TOBA, 110 BpEME Ha MPOBEKIAHETO Ha MPOYYBAHUS HA TOKCHYHOCTTA IIPH
MHOTOKPATHO MPUIIOKEHHE UK MPH HACOYCHO MPOYYBAHE HA ChPICYHO-CHIOBUTE (DapMaKOIOTUIHU
e(ekTH Ipu MaiiMyHHu cynomolgus He ce HaOJIoJaBaT HeXeJlaHa MMYHOTOKCUYHOCT WM ChPCUHO-
CHJIOBH eeKTH NpH (PapMaKOIOTUIHUTE MIPOYUBAHUS 38 OE30MACHOCT.

He ca mabnroaBany MpeHEOIUIACTUYHA TPOMEHH TP XUCTONATOIOTMYHUTE OIIEHKH Ha )KHUBOTHH,
TpeTupanu 10 24 cenMuly, Win ciea 12-cemMUYHus Iepruo] Ha Bb3CTAaHOBSIBAHE, 10 BpeMe Ha KONTO
aKTHBHOTO BEIIECTBO CE€ OTKPHBA B CEPyMa.

He ca nmpoBexpaHu npoy4YBaHHs 32 MyTareHHOCT WJTH KaHIIEPOTEHHOCT ¢ TYCEIKyMao.
I'ycenkymab He ce OTKpHBa B KbpMaTa Ha MaliMyHH Cynomolgus npu u3MepBaHe Ha JieH 28 cien
paXIaHETO.

6. DAPMAIIEBTUYHU JAHHHU

6.1 Cnucbk HAa IOMOIIHHUTE BelIeCTBA

XHUCTUIVH

XHUCTUIMHOB MOHOXUAPOXIIOPUT MOHOXHUIPAT

[Mosnucop6ar 80 (E433)

3axapo3a

Bona 3a umxexinmmn

6.2 HecbBMecTHMOCTH

[Ipu nunca Ha Ipoy4YBaHUs 32 HECHBMECTUMOCTH TO3H JIEKaPCTBEH MPOAYKT He TPsiOBa Jja ce CMecBa ¢
JIPYTH JIEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha romHocT
2 TOJTMHH
6.4 ChnenuaJHM YCJI0BHS HA ChbXpaHeHHe

Ja ce cexpanssa B ximagmiauK (2°C — 8°C). [la He ce 3ampa3ssiba.
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[IpenBapuTenHO HAIBIHEHATA CIIPUHIIOBKA HITH MTPEBAPUTEITHO HAITBITHEHATA MTHCAIKa TPIOBa Jia ce
ChXpaHsIBaT BbB BHHIIIHATA KAPTOHEHA KyTHS, 3a 1a CE MPEATAa3H OT CBETIMHA.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTAa

Tremfya 100 mg MHKEKIIMOHEH PA3TBOD B MPEIBAPUTEIHO HANBJIHEHA COPUHIIOBKA

1 ml pa3TBOp B IpeaBapUTEIIHO HATBJIHEHA CTHKIICHA CIPUHIIOBKA ChC CTOIIEP OT OpoMOOyTHIIOBa
ryma, (PMKCUpaHa uria v Ipeana3uTes Ha UIiiaTa, MOHTHPAH! B aBTOMAaTHUYeH 00e30MmacuTes Ha
uriara.

Tremfya e Hanu4eH B OMaKOBKa, ChABPIKAIIA €HA IPEABAPUTEITHO HAITbJIHEHA CIIPUHIIOBKA U B
IPYIIOBH OTMAKOBKH, ChAbpPKAIIN 2 (2 OMAKOBKH 10 1) MpeABapUTEIHO HAITBIHEHU CIIPUHIIOBKH.

He Bcuuku BUIOBE OITAKOBKH MOTAT Ja 6T>I[aT ITyCHAaTU B Hpoz[a>I<6a.

Tremfya 100 mg MHKEKIIMOHEH PA3TBOP B IPEIBAPUTEIIHO HAITBJIHEHA TUCAJIKA

1 ml pa3TBOp B HpeaBapUTEIIHO HATBIHEHA CTHKJIICHA CIPUHIIOBKA ChC CTOIIEP OT OpOMOOYyTHIIOBa
ryma,, MOHTHpaHa B TIHCAJIKa ¢ aBTOMAaTHYEeH MIPEe/Na3uTell Ha UIJiarta.

Tremfya e Hanu4eH B ONaKoBKa, ChABPIKAIIA €THA TIPSIBAPUTEIIHO HAITBIHEHA THCAJIKA U B TPYIIOBU
OIaKOBKH, Chbprkamy 2 (2 omakoBku 1o 1) npeIBapUTEIIHO HAITBIHEHH TTHCATIKH.

He Bcruky BUAOBE ONAKOBKY MOTaT a ObAaT MyCHATH B TIpoJax0a.
6.6 CrhenuajaHu NMpeana3Hu MEPKHU MPH U3XBHPJIsiHE U padoTa

Crnen n3BakJaHe Ha MpeABAPUTENIHO HAITbJIHEHATa CIPUHIIOBKA WM MPEABAPUTEIIHO HAITbIHEHATA
MmUcaljika OT XJIaJJUJIHUKA, 3aIPBIKTE 4 B KAPTOHCHATA KYTUA U 4 OCTAaBETC Aa JOCTUTHE craiiHa
TeMIeparypa, kato n3qdakare 30 MUHYTH npean nHxektupade Ha Tremfya. [IpenBapurenno
HaIlbJIHEHATa CIIPUHIIOBKA MJIM IPEIBApUTEIHO HalTbJIHEHATa MUCcajKa He TpsOBa Ja ce pasKialia.

IIpeau ynorpeba ce mpenopbuBa BU3yajeH Nperie]] Ha NPeIBapUTEeIIHO HAITbJIHEHATA CIIPUHLIOBKA
WIN TIPE/IBAPUTEIIHO HAIThJIHEHATA MUCcANIKa. Pa3TBopbT TpsaOBa na 6b1e OUCTBp, OE3LBETEH 110
CBETIIOKBIT, KATO MOXKE JIa ChIIbPrKa HAKOJIKO MaJIKK 0Ny Wik Mpo3pavyHy yacTuiy. Tremfya He
TpsiOBa J1a ce M3MO0JI3Ba, aKO Pa3TBOPHT € MBTECH MIIM C IPOMEHEH LBAT WIH ChIBPIKA TOJEMH YaCTHIIH.

Bcesika ommakoBKa ce MpeocTaBs ¢ JINCTOBKA ,,YKa3aHus 3a yrmoTpeba‘, KOsITO HAIIbJIHO OIMCBa
HpI/IFOTBHHeTO nu HpI/IJ'IO)KeHI/IeTO Ha HpeZIBapI/ITeJ'IHO HaITbJIHCHATa CHpI/IHHOBKa N HpeI[BapI/ITe.HHO
HaIThJIHEHATA MTHACAJIKA.

Hewusmon3paHnusr JICKAPCTBECH NPOAYKT WM OTHAABYHUTC MaTCpUaJId OT HETO TpHGBa ha CC U3XBBPJIAT
B CBbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Tremfya 100 mg MHXEKIIMOHEH Pa3TBOP B MPEJABAPUTEIHO HAITbJIHEHA COPUHIIOBKA
EU/1/17/1234/001 1 mpeaBapuTeIHO HATBJIHEHA CIIPUHIIOBKA
EU/1/17/1234/004 2 tipenBapuTEIIHO HAITBIHEHH CIIPUHIIOBKH
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Tremfya 100 mg WHKEKIMOHEH PAa3TBOP B NPEABAPUTEIIHO HAMBJIHCHA MTUCAIIKA
EU/1/17/1234/002 1 npenBapuTeHO HAITBJIHEHA THCATTKa
EU/1/17/1234/003 2 npenBapuTeIHO HAITBIHEHH MTHCAITKU

9. JATA HA ITbPBO PAZPEINABAHE/IIOJJTHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ata Ha mpBO paspemasane: 10 HoemBpu 2017 .
Jlata Ha nocneaHno noaHoBsaBaHe: 15 omm 2022 T.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

05/2025

[Hompo6Ha nH(DOpMaIUs 3a TO3M JIEKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o Jiekapcerpata https://www.ema.europa.eu/
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tremfya 200 mg MHXEKIMOHEH pa3TBOP B MPEABAPUTEIHO HAITbIHEHA CIIPUHIIOBKA
Tremfya 200 mg MHXEKIMOHEH pa3TBOp B MPEABAPUTEITHO HAITBIIHEHA MHCAIIKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Tremfya 200 mg MHKEKIIMOHEH PA3TBOD B MPEIBAPUTEIHO HANBJIHEHA COPUHIIOBKA

Bcsika npeBapuTeIHO HalTbJIHEHA CIPUHIIOBKA chabpka 200 mg rycenkymab (guselkumab) B 2 ml
pasTBOp.

Tremfya 200 Mg MHXKEKIIMOHEH PA3TBOD B IPEABAPUTEIHO HANBJIHECHA THUCAJIKA

Bcsika npeBapuTeIHO HalTbJIHEHA Ucanka chabpxa 200 mg rycenkymab (guselkumab) B 2 ml
pasTBop.

I'ycenkymab e usisiio goBemkn umyHornooymmH G1 mam6aa (IgG1A) MOHOKIOHATHO aHTUTSIIO
(mAD), monmy4yeHo B KJIETKH OT stituHuIM Ha KuTaricku xamcrep (CHO) upes pekombunantHa JJHK

TCXHOJIOT .

3a BJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHxekoHeH pa3TBop (MHKEKLUA)

Pa3TBOpPBT € GUCTHP U Ge3LBETEH O CBETJIOKBIT ¢ 1iereBo pH 5,8 u npubnusutenex ocMoaapureT
367,5 mOsm/l.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHU MOKA3ZAHUS

Yanepo3eH KOJIUT

Tremfya e mokasaH 3a jieueHHEe Ha Bb3PACTHH MALMEHTH C YMEPEH JI0 TSKbK aKTUBEH YJIIICPO3CH
KOJIUT, KOUTO HE Ca C€ MOBJIMUIHA TOCTAThYHO, BEUE HE CE MOBIUSIBAT WU Ca MPOSIBUIN HETIOHOCUMOCT
KBM CTaHJIapTHATA Teparus WK OMOJOTHYHO JICYCHHE.

Bonect Ha Crohn

Tremfya e moka3san 3a JiedeHHE Ha BE3PACTHU MAIMEHTH C YMEpPEHa J0 TeXKKa aKTUBHA OOJIECT Ha
Crohn, xouTo He ca ce MOBIHUSIIN TOCTATHYHO, BEUE HE CE MOBIUABAT MK Ca TIPOSIBUIIN HETTOHOCHMOCT
KbM CTaHJIapTHATa TEPAIus WA KbM OUOJIOTMYHO JICUCHHE.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

To3u JICKAPCTBCH MNPOAYKT € NPCAHA3HAYCH 3a y1'IOTp66a noa pbKOBOACTBOTO U Ha6J'II-O,I[CHI/IeT0 Ha
JICKAp € OIIUT B AUATHOCTUHHUPAHCTO U JICHCHUCTO Ha 3360J’I$IB8.HI/I$IT3,, 3a KOHUTO € IIOKa3aH.
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Yayeposzen xonum

[MpenopbunTenHaTa HHAYKIIMOHHA 103a ¢ 200 mg, npuiokeHa Ype3 HHTPaBEHO3HA HHQY3US Ha
Cenmuna 0, Cenmuna 4 u Cenmunia 8. Buoieme KXIT na Tremfya 200 mg konyenmpam 3a unghysuonen
pasmeop.

Cren mpuKIIIOYBaHE Ha CXeMaTa ¢ HHAYKIIMOHHATA J103a MPENOPhUYUTEIHATA IO IbpKAIIa 7103,
3anouBama Ha Ceqmura 16, e 100 mg, mprrarana apes3 MOAKOKHA HHKEKITHS Ha BCEKH 8 CSIMUITH
(q8w). AnTepHATHBHO MMPH MAMEHTH, KOUTO HE MOKA3BaT JOCTAThYHA TEPAIeBTUYHA 110132 OT
HHIYKIIMOHHOTO JICUEHHE CIIOpe/] KITMHUYHATA MPEIEHKa, MOXKE Jla ¢ OOMUCITH TMOIIbPIKAIIa 103a OT
200 mg, npuiarana upes3 MoJKOKHA WHXKEKIUS, KaTo ce 3armouHe ot Ceamuna 12 u ciej ToBa Ha
Bceku 4 ceamunu (q4w) (Bx. Touka 5.1). 3a dozama om 100 mg suseme KXII na Tremfya 100 mg
UHIICEKYUOHEH PA3MBOp.

HNMyHOMOIYTaTOpUTE /UM KOPTHKOCTEPOUANTE MOXKE J]a C€ IPOABIIKAT 110 BpeMe Ha JISYEHUETO C
rycenkyma0. [Ipy manuenTH, KOUTO ca ce MOBIHSIIN OT JICYCHUETO C TYCETKyMald, KOPTUKOCTEPOUINTE
MOJKE JIa C€ HaMaJIsT WiIH JIa CE CIIPaT B CbOTBETCTBHE ChC CTAHAAPTHOTO JICUCHHE.

TpsiOBa 1a ce OOMHCIU MPEYCTAHOBSIBAHE HA JICYCHUETO MPH MAIUCHTH, KOUTO HE ca IMOKa3aIu JaHHH
3a TepaneBTUYHA 1032 ciiell 24-CeIMUTHO JICUCHUE.

bonecm na Crohn

[MpenopbuBa ce HAKOS OT CIETHHUTE 1B HHAYKIMOHHH JJO3H:

o 200 mg, npunoxxeHu ype3 nHTpaBeHo3Ha MHQY3ust Ha Cenmuna 0, Cenmuna 4 u Cenmuna 8.
Buorcme KXII na Tremfya 200 mg konyenmpam 3a ungyszuonen pazmeop.

WITH

o 400 mQ, MPUIOKEHH Ype3 MOKOKHA HHKEKIHUS (IPUIOKEHH KAaTo JIBE MOCICI0BATEIHI
umkekiun ot 200 mg Besika) na Cenmuria 0, Cenmuna 4 u Cenmuria 8.

Crie MpUKITIOYBaHE HA CXeMaTa C MHAYKIIMOHHATA J03a IPETOphUUTETHATA IO IbPIKaIIa 1034,
3amoyBainia Ha Ceamura 16, e 100 mg, nmpuarada ype3 MOIKOXKHA HHXKEKITHS Ha BCEKH 8 CEAMUITH
(q8w). AntepHaTHUBHO, TIPU MAIIMEHTH, KOUTO HE IMOKA3BaT JIOCTAThUHA TEPANICBTUYHA T0JI3a OT
WHAYKIIIOHHOTO JICUEHHE CIIOpeI KIMHUYHATA MPETEeHKa, MOXKe J1a c€ OOMHUCIH O IIbpKAaIia 103a OT
200 mg, npuiara”a 4ype3 noJKOKHa HHXXEKLHUs, KaTo ce 3anoune ot Cenmuua 12 u ciex ToBa Ha
Bceku 4 ceamunn (q4w) (Bx. Touka 5.1). 3a oozama om 100 mg suscme KXII na Tremfya 100 mg
UHICEKYUOHEH PA3MEop.

HNmyHOMOTyaToOpuTe /UM KOPTUKOCTEPOUIUTE MOXKE J1a Ce MPOABIDKAT TI0 BpEMe Ha JICYEHHETO C
rycenkyma0. [Ipu manueHTy, KOUTo ca ce HOBIMSIIN OT JISYEHUETO C I'yCEeIKyMal, KOPTUKOCTEPOUAUTE

MOIKE [1a C€ HaMaJIAT WIK [a €€ CIIpaT B CbOTBETCTBUEC CHC CTAHAAPTHOTO JICUCHUC.

TpsiOBa 1a ce 0OMHUCIN MPEYCTaHOBSIBAHE HA JICYEHUETO MTPH MAIMEHTH, KOUTO HE ca MOKa3alu JaHH!
3a TepaleBTUYHA 11013 cliefl 24-CeMUYHO JIeUeHHE.

IIponycHara J103a

AKo e mporrycHara 1032, TS TpsiOBa Ja 0bJie IpUIokKeHa Bh3MOXKHO Hal-ckopo. Crier ToBa
MIPUIIOKEHUETO TPSAOBA J1a C€ Bb30OHOBU B PEJOBHOTO TNIAHUPAHO BPEME.

CHGLII/IaJ'IHI/I nonyjaanuu

Cmapuecka 6v3pacm

He e HeoOXxouMo0 KopUTHpaHe Ha J03aTa (BXK. Touka 5.2).

Wma orpannvena napopmanus 3a JULa Ha Bb3PacT = 65 rogMHM 1 MHOTO OrpaHnyeHa nHdopmanus 3a
HAlMeHTH Ha Bb3pacT > 75 roauuu (BXk. Touka 5.2).
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bvopeuno unu uepnodpobmno yepescoane

Tremfya He e mpoydYBaH MpH TE3M MOIMyJIAIMY MalueHTH. [1o MPUHIKIT He ce 0YaKBa Te3H
3a00JIsIBaHUS J1a TIOBJIUSIAT 3HAUUTENTHO (hapMaKOKMHETHKATa Ha MOHOKJIOHAJIHUTE aHTUTeNa U
KOpPEKILUH Ha J103aTa He CE CUUTAT 32 HeOOXOAMMH. 3a JOMBIHUTEIHA HHPOPMALIUS OTHOCHO
SIMMUHHUPAHETO Ha TYCelKyMal BHXKTE TOYKa 5.2.

Ileduampuuna nonynayus
besomacHocTTa 1 edmkacHocTTa Ha Tremfya mpu nema v IOHOIIX Ha BB3pacT moA 18 roguHu He ca

YCTaHOBCHHU. JlumcBar manHU.

Hauwn Ha nipunoxkeHue

CaMo 3a MOAKOKHO MpriIoKeHUe. MecTara 3a MH)KEKTUPaHe BKIIIOYBAT KOpeMa, OeIpOTo U 3a/1HaTa
yacT Ha mumHUIATa. Tremfya He TpsOBa J1a ce UHXEKTHPa B 00JIACTH, KBICTO KOXKaTa ¢ 0oJie3HeHa,
HAaCMHEHa, 3a4epBeHa, BTBbP/ICHA, YIUTFTHEHA WM JecKBaMupaHa. 110 Bb3MOKHOCT KOKHUTE
YYacTBIIM C U3SBEH IICOpPHA3HC TPsiOBa fa ce M30srBaT KaTo MecTa Ha MH)KEKTHPAHE.

Crex moaxoasmio oOydeHue 3a TeXHUKATa Ha IMOJJKOKHO MHKEKTUPAHE TTAIHEHTUTE MOTaT CaMH J1a CU
umkektupat Tremfya, ako nekap per, 4e ToBa € moaxoasiio. Jlekapsar obade TpsOBa 1a OCHTypu
MOJIX OIS0 MEIUITMHCKO NpOCiie/siBaHe Ha naruenTuTe. [laruenTure TpsAaOBa 1a c€ HHCTPYKTHpAT Jia
HHXEKTUPAT ISUI0TO KOJIMYECTBO Pa3TBOP CHOpPEN ,, Y Ka3aHUATA 3a yHOoTpeba“, IpeoCTaBeH! B
KapTOHEHAaTa KyTHSL.

3a yka3aHus 3a IPUTOTBSHE HA JICKAPCTBEHUS MPOAYKT MPEIn MPHIOKEHNE BIDKTE TOUKa 6.6.
4.3 IIpoTuBOmOKAa3aHUS

CCpI/IO3Ha CBPBXUYBCTBUTCIHOCT KbM aKTUBHOTO BEIICCTBO UM KbM HAKOE OT IIOMONIIHUTEC BCIICCTBA,
n30poeHu B Touka 6.1.

KinuHau4yHO 3HAaUMMK aKTUBHH MH(OEKIMHK (HAIp. aKTUBHA TyOEpKyJ103a, BX. Touka 4.4).

4.4 CneuuaJHu npeaynpe:kieHus ¥ Npeana3Hu MepKH NpH ynorpeda

[Ipocaeaumoct

3a 1a ce moI00pH MPOCIEAUMOCTTA HA OMOJIOTHYHUTE JICKAPCTBEHU MPOJAYKTH, UMETO U TTAPTUIHUSAT
HOMEDp Ha MpHJIaraHus MPOIYKT TPsOBa SCHO Jia Ce 3aIlicBar.

Undexnnun

I'ycenkymab Moske fa MOBUINK prUcKa OT nH(peknus. JledeHneTo He TpsAOBa J1a ce 3arouBa mpu
MAIUEeHTH C KIIMHWAYHO 3HAYMMa aKTUBHA HH(EKIHS IO OT3ByYaBaHe Ha WHPEKIUATA UITH JI0
aJI€KBaTHOTO I JISUEHUE.

[anenTure, 1EKyBaHH ¢ TycelaKyMal, TpsiOBa 1a ce MHCTPYKTHPAT Ja ThPCIT MEIUIIMHCKA TIOMOILI
NpY Bb3HUKBAHE HA TIPU3HAIIM WIIM CHMIITOMH Ha KIIMHHYHO 3HAYMMAa XPOHUYHA HIIH OCTpa UH(DEKIusI.
AKO TanyenT pa3Bue KIMHIYHO 3HAYMMa WU CepHUO3Ha WH(EKINS WM HE Ce TIOBIHUSIBA OT
CTaHJapTHATa Tepamus, NalUeHTHT TPSIOBa Jla ce MPOCiesiBa BHUMATEIHO U JICYEHHETO TpAOBa Ja ce
NPEeyCTaHOBH JIO OT3BY4aBaHe HA HHDEKIUATA.

OI_ICHKa 3a TV6€DKVJ'I033 Opeaur JCYCHUCTO

[Ipenu 3amouBaHe Ha JeUeHHE MALIMEHTUTE TPAOBA Ja ce M3cienBaT 3a TyoepkynosHa (TB) uapexus.
[TarmenTuTe, momy4aBamy ryceaxkyma, TpsOBa qa ce mpociiesBaT 3a MPU3HAIM U CUMIITOMH Ha
aktuBHa TB 1o Bpeme Ha jedeHueTo u cief Hero. [Ipu nanueHTuTe ¢ MUHAIA aHaMHe3a 3a JIaTeHTHA
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win akTiBHA TB, TIpu KOUTO HEe MOXKe Ja ce MOTBBP/IM aJIeKBATEH Kypc Ha JICUCHHUE, TPOBA Jja ce HMa
npeasu auTu-1B Tepanud npeay 3arnovyBaHe Ha JI€YEHHE.

CBD’I)X‘{VBCTBI/ITCHHOCT

Cpo011eHH ca cepro3HH PEAKLUU Ha CBPbXUyBCTBUTEIHOCT, BKIFOUUTEIHO aHA(UIAKCHUS, IPH
NOCTMApKETHHTOBH YCIIOBUS (BXK. Touka 4.8). Hsikou OT cepro3HHTE peakiy Ha
CBPBXUYBCTBUTEIHOCT BH3HUKBAT HAKOJIKO AHU CIIEJ JICYEHUETO C T'yCEIKYyMal, BKIFOUUTEIHO CIydan
C YPTUKapHUs U JUCIIHEs. AKO HACTBHIIM CEPUO3HA PEaKIHs Ha CBPbXUyBCTBUTEIIHOCT, IPHIIOKEHUETO
Ha rycenkyma0 TpsiOBa ia ce mpeycTaHOBH U He3a0aBHO J1a ce 3all0YHE MOAXOIIA TeParusl.

IloBuiIenn HMBa Ha YEPHOAPOOHUTE TPAHCAMUHA3HU

B kmuHUYHM TpOyYBaHUs [IPH ICOPUATHYECH apTPUT ce HaOIoJaBa yBeJInueH Opoii Ha CilydanuTe Ha
HOBUIICHN YePHOAPOOHH €H3UMHU IIPH MAIMEHTH, JEKyBaHH C TycelkyMad q4w B CpaBHEHHUE C
NAIUCHTH, JICKYBaHH C Tycenkymad 8w wiu Ha miare6o (Bx. Touka 4.8).

Korato ce npeanucsa rycenkymad q4w Ipu copruaTuueH apTpUT, IPENopbyBa ce Aa ce MpaBu
OLICHKA Ha YEPHOAPOOHUTE EH3UMH Ha U3XOAHO HUBO U CJIe]l TOBA CIIOpe YCTaHOBEHOTO JICUCHHUE Ha
nanueHTa. Ako ce HaOIro/IaBaT MOBUIICHU HUBA Ha allaHWH aMuHoTpaHcdepazara [ALAT] unu Ha
acmaptat amuHoTpaHcdepaszara [ASAT] u uma moo3peHus 3a YEPHOIPOOHO YBpEXKIaHE,
MHIYLHPAHO OT JIEKAPCTBOTO, JIEYCHUETO TPsIOBA BPEMEHHO Ja C€ MPEKbCHE, JOKATO Ta3H AUArH03a He
ObJic U3KITIOYECHA.

UmMyHuzanuu

[Mpenu 3anouBane Ha Tepanws, TpsAOBa 1a ce TOMUCIH 3a U3BbPIIBAHE HA BCUUKHU ITOAXOISIIN
MMYHH3AlIUM B COTBETCTBHE C aKTYaJIHHsS MECTEH HMYHHU3allMOHEH KajeHaap. JKuBu BakCUHU He
TpsiOBa J1a ce ImpuilaraT €JHOBPEMEHHO ITPH NALlMEHTH, JIEKYBaHH ¢ T'ycenkymMad. Jluncsar nanHu
OTHOCHO OTI'OBOPA KbM >KHBU WJIM UHAKTUBUPAHU BaKCHUHHU.

[Ipenn BakcHHUpaHE C )KUBU BUPYCHU WX )KUBH OaKTepUAITHA BaKCHHU JICUEHHETO TPsiOBa Ja ce crpe
3a Hail-Mako 12 ceAMHUIM Ce ITocaeaHaTa 4032 M MOXKE J1a CE€ MOJHOBH Hal-MaJIKO 2 CEIMMIIN CIIE]
BakcuHUpaHeTo. [IpennucpaniuTe iekapu TpsOBa 1a HAPaBsT cipaBka ¢ KpaTkaTta XxapakTepucTuka
Ha TIPOJIyKTa Ha KOHKPETHATa BaKCHHA 3a JIOMTBJIHUTEIHA HHPOPMAIIHS U yKa3aHUsI OTHOCHO
CBHITBTCTBAIIA YIIOTpeda Ha IMYHOCYIIPECOPHH CPEICTBA CJIE]] BAKCHHUPAHETO.

IToMo1IHHM BelecTBa ¢ U3BECTHO JEUCTBUE

Coabpxkanne Ha nonucopoat 80

To3u nekapcTBeH MPoAyKT chabpxka 1 mg nonucopdar 80 (E433) BBB Besika npeiBApUTEIIHO
HaITbJIHEHA CIPHHIIOBKA/TIHCANKa, KOUTO ca ekBuBasieHTHH Ha 0,5 mg/ml. [Tonmucopbarure morar aa
NPUYUHAT AJTEPTHYHN PEAKIIUH.

45 B3auMmopeiicTBHE ¢ IPYTHU JeKAPCTBEHH MPOAYKTH U APYru (JOPMH HA B3aUMO/eiicTBHE

Bsaumoneticteus cse cyocrpat Ha CYP450

B exno npoyuBane ¢a3za | mpu nanueHTH ¢ yMepeH 10 TeKbK MJIaKOB IICOpPUAa3UC MPOMEHHUTE B
cucteMHuTe eKCo3uIUU (Cmax 1 AUCinf) Ha Mua30J1aM, S-BapdaprH, oMenpasoll, JekcrpoMeropdan
1 KoQerH cie/l eAMHNYHA 7032 TYCeNKyMal He ca KIIMHUYHO 3HAYMMH, KOETO ITOKa3Ba, ue
B3aUMOJICHCTBUS MEX Iy Tycenkymad u cyoctpatu Ha paznuuau CYP enzumu (CYP3A4, CYP2C9,
CYP2C19, CYP2D6 u CYP1A2) ca manko BeposTHU. He € HeoOX0q1uMo KopurupaHe Ha J03aTa,
KOTaTo TycelkyMal ce mpuiara eqHOBpeMEeHHO cbe cyoctpatu Ha CYP450.
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EnHoBpeMeHHa IMYHOCYPECHBHA TepaIusl MIIH (poToTeparms

B nmpoyuBanus npu rcopuazuc 6€30macHoCTTa U epUKACHOCTTa Ha TyCeIKyMad B KOMOMHALIUS C
MMYHOCYTIPECOPH, BKIIOUUTETHO ONOIOTHYHH MPOAYKTH, WK (OTOTEepamus He ca oLeHsIBaHu. B
NPOYYBAHUS MTPU TICOPHATHICH apTPUT €HOBPEMEHHATa yroTpeba Ha MmetoTpekcat (MTX) e
M3TIIeXK/IA J]a OBIHABA 0e30MMacHOCTTa MK ePUKACHOCTTA Ha Tycenkymao.

B npoyuBanus mpu yiiepo3eH kKouuT u 6oect Ha Crohn exnoBpemenHara yrnotpeba Ha
UMYHOMOTyJIATOpH (Hamp. a3aTHonpuH [AZA]) niu KOPTUKOCTEPOUIN He U3TIIEkKIa Ja TIOBJIHIBA
0e3o0macHOCTTa WK €PUKACHOCTTA Ha TycelKymao.

4.6 DepTHINTET, OPEMEHHOCT U KbpMeHe

KeHu ¢ geTepoeH NOTCHIHAI

Xenu ¢ nereposeH MoTeHIMAN TPSAOBA 1a N3MOI3BAT e(EKTUBHE METOIM Ha KOHTPALIETIIHUS 110 BpeMe
Ha JIeYeHHE U B MPOIBJDKEHNE Ha Hall-Mallko 12 ceqMULU Clie]T IEYeHUETO.

BpemenHoct

Wma orpannveHu JaHHU OT ynoTpebaTa Ha rycenkymab npu OpeMeHHu skeHH. [IpoyuBanusiTa npu
KMBOTHH HE NOKA3BaT MPEKH WIIN HETIPEKH BpEIHU €EeKTH, CBbP3aHU ¢ OPEeMEHHOCTTa,
eMOpPHOHAITHOTO/(PETaTHOTO Pa3BUTHE, PAXKIAHETO WM MIOCTHATATHOTO pa3BUTHE (BXK. Touka 5.3).
Karo npenna3sna mMspka e 3a mpeanoyuTaHe jaa ce n3osrea ynorpedara Ha Tremfya no Bpeme Ha
OpeMeHHOCT.

Kovpmene

He e m3BecTHO manu ryceiakymal ce eKCKpeThpa B KbpMaTa. M3BecTHO e, ue goBemkute IgGs ce
€KCKpeTHpaT B KbpMaTa Mpe3 IbPBUTE HAKOIKO JHH ciell PaKIAaHETO U CKOPO cJie]l TOBa HaMaJIaBaT
JI0 HUCKH KOHIIEHTPAIUN; CI€A0BATEIHO, PUCKBT 33 KbPMAUETO MPe3 TO3H NEPHOJI HEe MOXKe Ja Ob/ie
n3kioueH. TpsiOBa 1a ce B3eMe pelIeHre Jalli J1a ce MPeKpaTH KbPMEHETO WM Jja He Ce 3al04Ba
neuyenue ¢ Tremfya, kaTo ce B3eMaT NpeABH]I I10J13aTa OT KbPMEHETO 3a AETETO U M0JI3aTa OT
TepamnusTa 3a )xeHara. Bikte Touka 5.3 32 nH(pOpMAaIKs OTHOCHO €KCKpelHsTa Ha ryceinkymal B
MIIIKOTO Ha )KMBOTHH (IBJrOONAIIaTH MaKalu).

deprunurer

EdekTbT Ha rycenkymab BEpXy epTuiinTeTa Ipu Xopa He e oleHeH. [IpoyyBanusTa mpy >KUBOTHU HE
MOKAa3BaT NPEKH WIIM HEMPEKH BpeHHU epeKTH, CBbP3aHu ¢ pepruiureTa (BXK. Touka 5.3).

4.7 EdexTu BbpXy ciocodHOCTTA 3a modupaHe U padoTa ¢ MAIIUHA

Tremfya He MOBNUSBA WK TIOBJIMSBA PEHEOPEKUMO CIIOCOOHOCTTA 32 mopupaHe U paboTa ¢
MaIIHHY.

4.8 Hexenanu JJeKapCTBeHH peaKuu

O0600611eHMEe Ha podwiia Ha OE30I1aCHOCT

Haii-yectaTa He)kenaHa peaknus € HHPEKINK Ha AUXaTeIHUTe TbTUINa (mpubausnuTeato 8% ot
MAIUEHTHUTE B MPOYYBAHHATA C YIIEPO3CH KONHT, 11% OT manueHTuTe B MpoydYBaHuUsITa ¢ OOJIecT Ha
Crohn u 15% oT marueHTiTe B KIMHUYHKUTE MPOYYBAHUS TPU MICOPUA3HIC U TICOPHATPUUCH apTPUT).

O6musT npoduit Ha 6E30MACHOCT MPH MAIMEHTUTE, JeKyBaHu ¢ Tremfya, e cxojeH npu MarueHTUTe ¢
NICOpUA3HC, ICOPUATPUYCH apTPUT, YIILEPO3eH KoiuT u 6oxect Ha Crohn.
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ChouchK Ha HEXKEITAaHUTE pCaKnnu B TabIMYeH BHUT

B Tabmauma 1 ca u3bpoeHH HEXKETAHUTE PEAKIIUK OT KJIMHUYHU [TPOYUYBAHUS TIPH ICOPHA3HC,
TICOPUATHYCH apTPHUT, YIIIEPO3CH KOMUT 1 OosecT Ha Crohn, KakTo ¥ HEKETAHUTE PEaKIUH,
CHOOIICHU OT MOCTMAPKETUHIOBHUs onuT.Hexxenanure peakiuu ca kiacupUIMpaHu 0 CHCTEMO-
opraueH kiac Ha MedDRA u 110 4ecToTa ChINIACHO ClIeIHATa KOHBEHIHS: MHOTO uecTr (> 1/10),
yectH (> 1/100 mo < 1/10), mewectu (> 1/1 000 mo < 1/100), pexku (= 1/10 000 mo < 1/1 000), mHOTO
penku (< 1/10 000), ¢ HensBecTHA YecTOTa (OT HATMYHKUTE JAHHN HE MOXKe Ia ObJe HalpaBeHa
orieHka). [1pu BCSIKO rpynupaHe B 3aBUCUMOCT OT YECTOTaTa HEXKEIAHUTE PEAKIUH ca MPEJCTABCHH B
HHU3XOJIAI PEJI 0 OTHOIIIEHHE Ha TAXHATA CEPHO3HOCT.

Tadauna 1: CnucbK HA He)KEJAHUTE Peakiuu

CucTeM0-opraHeH KJjac YecToTa He:kenanm peakuuu

Wudexumu n nHpecTanuu MHoro gyectu Wndexnyn Ha AUXaTENHUTE TBTUIIA
Heuectu Wudexnuu ¢ xeprec CUMILIEKC
Heuectn Hepmatodurosa
Heuectn T'acTpoeHTEpUT

Hapymenus Ha umyHHaTa Penku CBpBXUYBCTBUTEITHOCT

cucreMa Penxu AnHadunakcus

Hapyuienus Ha HepBHaTa Yectn I'maBoGonme

cucreMa

CromaniHo-4ypeBHM HapyuieHust | Yectu Huapus

Hapymienus Ha xoxata u UecTtn OO6puB

IIOJKOXKHATA ThKaH Heuectn Yprukapus

Hapyuienus na Uectn ApTtpanrus

MYCKYJTHO-CKEJIeTHaTa cUcTeMa

U CbCAUMHHUTCIIHATA ThKaH

OO6mu HapymeHus u epexkt Ha | Hewectn Peakuus Ha MSICTOTO HA UHXKEKTUPAHE

MSACTOTO Ha MPUJIOKEHUE

Wzcnensanus Yectu IloBuiieHN HYMBA HA TPAaHCAMUHA3UTE
Heuectn [TonwkeH Opoii Ha HeyTpoduIUTE

Onucanue Ha I/136DaHI/I HEXCJIaHU pCaKnu

Toguwenu nusa Ha mpancamunazume

I1pe3 ruiane0o-KOHTPONKMpPaHUs IEPUOJ Ha JBe KIMHUYHU npoyuBanus ¢asza Il npu ncopuarnyen
apTPUT HEXeJaHUTE PeaKIMy ¢ TIOBUIIEHN HUBA Ha TpaHCcaMuHa3uTe (BKitoyBamy nosumeHa ALAT,
noBuiieHa ASAT, MOBUIIIEHU YepHOAPOOHU €H3UMH, TIOBUIIIEHH TPaHCAMHUHA3H, OTKIIOHEHHS B
YepHOAPOOHHUTE (PYHKIIMOHATTHY [T0KA3aTeN1, XUIIEPTPAHCAMHHA3EMUsI) Ce ChOOIIAaBAT MI0-YECTO B
rpynure, JeKyBaHH c rycenkymao (8,6% B rpynata ¢ noakoxHo npuiioxenue Ha 100 mg g4w u 8,3%
B I'pyIiaTta ¢ moaKkoxHo npmioxernue Ha 100 mg q8w), oTKoIKOoTO B rpymara Ha 1uianedo (4,6%). 3a

1 ronuHa HeXxeaHU peakuuy ¢ NOBUIIEHU TpaHCAMHMHA3H (BX. I0-Tope) ce chodmasar npu 12,9% ot
MAalUeHTHUTE B rpynaTa Ha g4w u nipu 11,7% oT manumeHTHTe B rpynaTta Ha q8w.

Criopen 1abopaTOpHUATE OIIEHKU TIOBeueTo NoBuIieHus Ha TpaHncamuHaszute (ALAT u ASAT) ca <3 X
ropHara rpanuna Ha Hopmata (ULN). VBennuenusita Ha TpancamuHazute oT >3 1o <5 x ULNu>5
x ULN ca ¢ HHACKa 9ecToTa, KOTO IMO-9€CTO Bh3HHUKBAT B TpyNaTa Ha TycenkyMad q4w B CpaBHEHHE C
rpymara ¢ ryceiakymab q8w (Tabmuma 2). [Tono6Ha yecToTa 1Mo TEXKECT U 10 rpyla Ha JIeUueHHe €
HaOJroaBaHa A0 Kpas Ha 2-TOAMIIHOTO KIMHUYHO NpoyyBaHe (aza 3 Ipu ncopruaTuueH apTpur.
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Ta6auna 2: YecToTa Ha cJIly4auTe HA MANMEHTH C MOBUIIIEHU HUBA HA TPAHCAMUHA3UTE e[
M3X0JHO HHBO B /IBe KJIWHUYHU mpoyuBanus (¢a3za I1l npu ncopuaTuyeH apTpur

Jlo Cenmumna 24° o T'oguna 1°
Miane6o rycesikymad rycenkymad rycenkymad rycenkymad
N—:I%l?OB 100 mg 8w 100 mg g4w 100 mg gq8w 100 mg gq4w
- N=373" N=371" N=373" N=371"
ALAT
Ell_ﬂNo 3x 30,0% 28.2% 35,0% 33,5% 41,2%
E3LHN° Sx 1,4% 1,1% 2.7% 1,6% 4,6%
>5 x ULN 0,8% 0,8% 1,1% 1.1% 1,1%
ASAT
Bll_HNO 3x 20,0% 18,8% 21,6% 22.8% 27.8%
Eﬁl" =X 0,5% 1,6% 1,6% 2.9% 3,8%
>5 x ULN 1,1% 0,5% 1,6% 0,5% 1,6%

1a1e00-KOHTPOIUPAH MEPUOT

BKJIFOYBAHU.

paMKHTe Ha IIepHuoJia OT BpeMe.

TMalUueHTH, paHIOMHU3UPAHU Ha nnaue60 Ha U3XOJIHO HUBO U MPEMUHAIN CJIC]] TOBA KbM cheJ'IKyMaG, HC Ca

Opoii manMeHTH ¢ Haif-MaJIko €JHa OLIEHKA CJIe/l U3XOAHO HHUBO 32 KOHKPETHOTO JTabOpaTOPHO U3CIIE/BAHE B

B xiMHIYHATE IPOYYBaHUS MIPU IICOPHA3HUC, 3 €IHA TOIMHA YeCTOTaTa Ha CIy4anuTe Ha TIOBHIIABaHE
Ha TpancamuHazuTe (ALAT u ASAT) 3a rycenkymad q8w e mogoOHa Ha HaOmoJaBaHaTa 3a
ryceikymad q8w B KIMHUYHUTE MPOYYBAHUS IPU IICOPUATHYCH apTPUT. 3a 5 rOAMHHM, YecToTara Ha
Clly4anTe Ha NOBHIIABaHE HA TPAaHCAMHHA3HUTE HE CE YBEIMYaBa C BCSKA TOIUHA TIPH JICYCHHE C
rycenkyma0. [Toredero nmoumeHus Ha TpancamuHasute ca < 3 X ULN.

B noBeuero CJIydau MMOBUIIABAHETO HAa TPAHCAMHWHA3UTE € MPEXOAHO U HC BOJAU 10 NPCYCTAHOBSBAHC
Ha JICYCHUCETO.

B c6opuun ximHnuHN npoyusanus ¢asa Il u ¢aza I npu 6onect va Crohn mpe3 mianebo-
KOHTpoMpaHust uHAyKuuoHeH nepuof (Ceamuua 0-12) Hexenanu cbOUTHS, CBBP3aHU C IOBUIICHU
TpaHcaMuHasu (BkirouBaiy nmosuiieHa ALT, noBumiena AST, moBuIlleHH YepHOAPOOHN SH3UMH,
MIOBHUIIIEHU TPAaHCAMHHA3W M MOBUIIEHU YepHOPOOHN (QYHKIIMOHAIHH TECTOBE), CE ChOOIaBat mo-
YecTo B IPYIUTE, JIeKyBaHU ¢ Tycenkymad (1,7% oT maumeHTuTe), OTKOJIKOTO B IpylHara Ha mianedo
(0,6% ot manmentute). B coopHu kimHMYHY poyuBanus ¢asa Il u ¢aza Il mpu 6omect Ha Crohn
npe3 OTYETHUSI IEPUO/T OT MPHOIIMZUTEITHO e/THA TOJMHA HEeXKeJIaHU ChOUTHS, CBbP3aHH C TIOBUIIICHH
TpaHcamuHa3u (Bkitousay nosuieHa ALT, mosumena AST, noBuieHn 4epHOAPOOHH SH3UMH,
MOBHUIIIEHU TPAHCAMHHA3H, HAapyIllleHa YePHOAPOOHA (PYHKLMS U OBUIIEHH YePHOAPOOHH
(YHKIIMOHAIHU TECTOBE), ce ChoOIaBat npu 3,4% OT NalMeHTHUTE B TpyInaTa Ha JICUCHHE C
rycenkymad 200 mg noakoxuo q4w u 4,1% OT manueHTuTe B rpynaTa Ha JieueHHe C Tyceskymad

100 mg noaxoxHO q8W B cpaBHeHHeE ¢ 2,4% B rpynara Ha mianeoo.

B®3 ocHOBa Ha nabopaTopHUTE OIEHKH B COOpHUTE KIIMHUYHY MpoyuBanus ¢asa Il u daza 11 npu
6onect Ha Crohn yecroTtata Ha moBumaBane Ha ALT mnu AST e mo-HuCKa OT Ta3u, HaOJII0aBaHA B
KIMHUYHUTE npoyuBanus ¢aza 1l npu ncopuarnden aptpur. B cOOpHHUTE KIMHHYHY TPOYYBAHUS
¢aza Il u dasza Il npu 6onect Ha Crohn npe3 mnamnedo-kouTponupanus nepuo (Cenmura 12) npu
MAIUEHTHUTE, JISKYBaHH C Tycelkyma0, ce chobmiaBar nopumenust Ha ALT (< 1% ot naruenture) u
AST (< 1% ot nauuentute) > 3x ULN. B cOopuute knanunm npoyuBanus ¢asza Il u ¢asza Il npu

oosect Ha Crohn npe3 OTYETHHS IEPHO OT NMPUOIUUTEIHO eHa rofauHa nmopuineHus Ha ALT u/vnu
AST > 3x ULN ce cro0miaBar nipu 2,7% OT HallMEHTHUTE B TpyIaTa Ha JiedeHue ¢ rycenkymad 200 mg
MOJKOXKHO q4w u 2,6% OT manueHTuTe B rpynara Ha jieueHue ¢ rycenkymad 100 mg nmoakoxxHo q8w B
cpasuenue ¢ 1,9% B rpynata Ha miaie6o. B moBedyeTo ciyyan MOBUIIABAHETO HA TPAHCAMHHA3UTE €
MIPEXOJIHO U HE BOZM JI0 MPEKPaTABaHE HA JIEUECHUETO.
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THonuoicen 6poti neympogunu

[pe3 mnare0o-KOHTpOIMpaHus IEPHOJ Ha JBE KIMHUYHU TpoyuBaHus (asa Il mpu ncopuatrueH
apTPUT HEXKEIAHUTE PEAKIMK C TIOHWKEH Opoit HeyTpouiu ce ChOOIaBaT MO-4YeCTO B B TPyIIaTa,
nekyBaHa ¢ rycenkymab (0,9%), orkonkoro B rpymnata Ha mnare6o (0%). 3a 1 ronnHa HEXXenaHn
peaxium ¢ MoHmKeH O0poit HeyTpodm ce crobmasat npu 0,9% OT manueHTuTe, JIeKyBaHH C
rycenkyma0. B moBedero ciyuyau nmoHmkaBaHeTO Oposi HA HEYTPO(GUIIMTE B KPHBTA € B JIEKa CTEIICH,
MPEXO/IHO, HE € CBHP3aHO ¢ MH(EKINS ¥ HE BOJHU JIO MPEKpaTIBaHE HA JICUCHUETO.

Tacmpoenmepum

I1pe3 riane0o-KOHTPONKUPaHUs IEPUO Ha B KIMHUYHU npoyuBaHus ¢aza Il mpu ncopuaszuc
TraCTPOCHTEPHUT HACTHITIBA TI0-YECTO B IpyTara, JieKyBaHa ¢ rycenkymao, (1,1%) oTkoakoTo B rpymaTa
Ha mane6o (0,7%). o Cenmura 264, 5,8% 0T BCHYKH MallUEHTH, JICKYBaHU C T'yCeIKyMao,
cbOOIIaBAaT 3a racTpoeHTepUT. HexkenanuTe peakiiny Ha raCTPOSHTEPHUT HE ca CEPUO3HU U HE BOZST
IO TIpeyCTaHOBsABaHE Ha rycenkymad no Ceamuna 264. YectoTara Ha cirydanuTe HA TaCTPOSHTEPUT,
HaOJrO/IaBaH Mpe3 Miane00-KOHTPOIMPAHUS MIEPHOJT Ha IPOYYBAHUS MPH NICOPHATHYCH aPTPHT, €
CXOJI€H C Ha6JIIOZIaBaHI/ITC B KIIMHUYHUTEC IIPOYYBaHWA IIPH IICOpHUA3UC.

Peaxyuu na mscmomo na unsicexmupaue

B aBe knuanynan npoyusanus ¢aza Il npu ncopuazuc no Cenmuna 48, 0,7% OT HHXKEKIUHUTE C
rycenkymad u 0,3% oT MHKeKIUUTE ¢ TIane0o ca CBbP3aHH C PeakK Ha MSICTOTO Ha HMHXKEKTHPaHE.
Jo Ceamuna 264 0,4% 0T MHXKEKIUHUTE C IyCeKyMad ca CBbP3aHU C PEaKLUU Ha MACTOTO Ha
WHXKEKTUpaHe. PeakuuTe Ha MACTOTO Ha WHXKEKTUPAHE KaTo ISUTO ca JICKH JI0 YMEPEHH IO TEXKECT;
HHTO €/lHa HE € CepUO3Ha U €JIHa € J0BEJa J0 [IPEYCTAaHOBSABAHE Ha T'yCesIKyMao.

Ho Cenmuna 24 B aBe KIMHUYHA ipoyuBaHus ¢asa 1l mpu ricopuatuden aptput 6posr Ha
MalMeHTHTE, ChOOLTIIN | WM OBEYe Peaklui Ha MIACTOTO Ha MH)KEKTUPAHE, € HUCHK U MaJIKO T0-
BHUCOK B IPYITHTE Ha rycelaKyMal, OTKOJIKOTO B rpymnara Ha mianedo — 5 (1,3%) maiueHra B rpynara
Ha rycenkymab q8w, 4 (1,1%) nauenra B rpymnara Ha rycenkymad g4w u 1 (0,3%) nauueHT B
rpynara Ha mane6o. EfuH nanueHT e mpekpaTuil JISUCHUEeTO ¢ IycelKyMal mopaau peakiys Ha
MSICTOTO Ha MH)KEKTHpaHe Mpe3 Mmiane00-KOHTPONIUpaHus EPUO Ha KIIMHUYHY [TPOYYBAHUS TIPU
NICOpUATHYEeH apTpUT. 3a | roJrHa NPOLEHTHT Ha MAUEHTUTE, ChOOIIABAIIN | MIIH MOBEYE PEaKLuU
Ha MSCTOTO Ha MHXKEKTUpane, € 1,6% u 2,4% cpoTBeTHO B rpynure Ha ryceakymad q8w u g4w. Kato
510 YeCTOTaTa Ha MHKEKIMUTE, KOUTO ca CBBP3aHU C pEaKLMU Ha MACTOTO Ha MH)KEKTHPaHe,
HaOJIroaBaHy Npe3 M1ane0o-KOHTPOIMPAHUS IEPHOJ Ha KIMHUYHHU NPOYYBAHHS IPU IICOPUATHIEH
apTPHUT, € CXOJICH C YeCTOTaTa, HalOJIr01aBaHa B KIIMHUYHUTE IPOYYBaHUs [IPH IICOPUA3HC.

B KIMHUYHOTO MpOYyYBaHE C MOABPIKAIIO JICUSHHUE ITPH yilliepo3eH koauT dasa 11 qo Cenmuria 44
NPOIIEHTHT Ha MAIUEHTHUTE, KOUTO ChOOMABAT | WK MOBeUe peakiiuy Ha MSICTOTO Ha HHXKEKTHPAaHE Ha
rycenkymao, € 7,9% (2,5% ot umkekuuTe) B rpymnara Ha rycenkymad 200 mg moaKoKHO q4w
(rycenkymab 200 mg e npunaras karo aBe HHxeknuu oT 100 mg B KIMHUYHOTO POYYBaHE C
MOJTHPIKAIIO JICUCHUE MPH YIIiepo3eH KoiuT ¢asa 1) u HsiMa peakiuu Ha MSCTOTO Ha WHXKECKTHPAHE
B rpymnara Ha rycenkymab 100 mg noakoxuo q8w. [ToBeueTo peakiny Ha MSICTOTO Ha MHXCKTHPAHE
ca JIEKW U HATO €/IHA HE € CepPUO3Ha.

B knmuanynam npoyusanus ¢asa Il u daza Il npu 6onect Ha Crohn go Cenmuna 48 mponeHTsT Ha
MAIMeHTHUTE, KOUTO ChOOIaBatr 1 mim moBeye peaklyy Ha MACTOTO Ha WH)KEKTHpaHe Ha Tycenkymao,
e 4,1% (0,8% oT MHXXEeKIHUUTE) B IpyMaTa Ha JICYeHNE, TOTyYaBajia HHTPABEHO3HA HHTYKITUS C
rycenkyma6 200 mg, mocnenBana ot 200 mg nmoakoxHo q4w, u 1,4% (0,6% OT HHXEKIUUTE) OT
MaIMEeHTHTE B IPyIaTa Ha HHTPAaBEHO3HA HHAYKIUS ¢ TycenkyMad 200 mg, mociensana ot 100 mg
noxoxHo q8w. KaTo 10 peakiuure Ha MSICTOTO Ha HHXKEKTUpaHe ca jieku. Huto enHa He e
CEpHUO3HA.

B ximamaan npoyusanus daza I1I mpu 6omect Ha Crohn mo Ceamuna 48 IpoIeHTHT HA MAIUEHTHUTE,
KOMTO ChOOMIaBaT | MM MoBeYe peakiny Ha MSCTOTO Ha MHXKEKTUpaHe Ha rycesikyma0, e 7% (1,3%
OT UHKEKI[UKTE) B Tpymara Ha jeucHue, noaydyasaia 400 Mg moakoxHa HHAYKIUS, TIOCIEIBAHA OT
200 mg moaxoskuO g4w, 1 4,3% (0,7% OT HHKEKIIMUTE) OT MAIIMEHTHTE C TIOAKOKHA HHIYKIIHS C
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rycenkymab 400 mg, mocnensana ot 100 mg noakoxHo q8w. [loBeyeTo peakivu Ha MICTOTO Ha
WHXKEKTUpaHe ca neku. Huro exqna He e cepro3Ha.

Hmynozennocm
HNMyHOTeHHOCTTA Ha TycenKkyMal e OlleHsIBaHa C YyBCTBUTENIEH HMYHEH TECT 3a IOHOCHMOCT KbM
JIEKapCTBOTO.

B cbopraute ananusu BBB (a3za Il u daza Il mpu marmeHTH ¢ mcopuasuc 1 ¢ IcopuaTudeH apTput 5%
(n=145) ot manueHTHUTE, JEKYBaHH C TyCEIKyMal, pa3BUBAT aHTUTENA CPEIIY JICKAPCTBOTO JI0

52 cenmuny ot seduenueTo. [Ipubnusurenno 8% (N=12) ot nauueHTHTE, pa3BUBALIM AHTHTEIIA CPEILLY
JIEKapCTBOTO, UMAT aHTHUTENA, KIacu(UIUPaHH KaTO HeyTpaTu3upallu, KoeTo ce paBHsiBa Ha 0,4% ot
BCHYKH TTAIIIEHTH, JIeKyBaHU ¢ Tycenkyma0. B cOopHuTe ananmsu ¢asa Il mpu mamuenTn ¢ ncopuasmc
npubau3uTenHo 15% or mauueHTuTe, JeKyBaHHU C TycelIkyMal, pa3BUBAT aHTUTENA CPELLy
JIEKapCTBOTO 0 264 ceamuiiu ot sedenueto. [Ipu npubnusurenno 5% OT nalMeHTUTe, pa3BIIN
aHTHUIIEKaPCTBEHH aHTHUTENA, aHTUTEJaTa ce KITacu(UIMpaT KaTo HEYTPATTU3UPAIIH, KOETO € paBHO Ha
0,76% oT BCcUYKM NALIUEHTH, JIEKYBaHHU C I'yCeJIKyMa0. AHTHUTeNnaTa Cpely JeKapcTBOTO He ca
CBBP3aHU C TIO-HUCKA e(UKACHOCT WM Pa3BUTHE HAa PEAKIIMK Ha MSCTOTO HA HHKECKTHUPAHE.

B c6opuuTe ananusu BB dasa Il u dasa Il npu naumenTu ¢ ynueposeH konuT npubiuzuteaso 12%
(n=58) oT manmeHTHTE, JEKyBaHH C TycesKyMal B MPOABIDKCHHE HA MAKCUMYM 56 CeIMHUIIH, ca
Pa3BUIN aHTUJIICKAPCTBCHU aHTUTECIIA. Ot MAaUCHTUTEC, Pa3BUJIM aHTUJICKAPCTBCHN aHTUTCIIA,
npubnuzutenHo 16% (n=9) uMaT aHTHTENa, KOUTO ca KJIacu(UIMPaHU KaTo HEYyTPAIU3UpAILH, KOETO
ce paBHsiBa Ha 2% OT BCUYKHU MAlMEHTH, JIEKYBaHU C TycelIKyMad. AHTHUIICKapCTBEHUTE aHTHUTENA He
ca CBBP3aHU C MO-HUCKA ePUKACHOCT WM Pa3BUTHE HA PEaKIMH HA MSACTOTO Ha MH)KEKTHUpaHE.

B 0606menuTe ananmsu ot Paza Il u daza I no Ceamuna 48 npu manmenTH ¢ 6onect Ha Crohn,
KOHTO ca JICKyBaHU C MHTPaBEHO3HA MHIYKIIMS, TIOCIEIBaHA OT CXeMa ¢ MOAKOXKHA MO IbpIKalla 1034,
npubm3uTenHo 5% (n=30) oT MaMeHTUTE, JIEKyBaHH C TYCeJIKyMal, ca pa3BUIN aHTHUICKAPCTBEHU
agTutena. OT MauueHTUTe, pa3BIUIN aHTIIICKAPCTBEHH aHTUTeNa, NpubIu3uTenno 7% (n=2) ca umManu
aHTHTENA, KacuQUIMpaHH KaTo HeyTpallu3upallly aHTUuTeNa, koeto ce pasassa Ha 0,3% ot
MAIUCHTUTE, JICKYBaHH C T'YCEIIKyMao.

[Tpu ananmu3 BB (aza Il mo Ceamuna 48 npu nanuenTtH ¢ 6onect Ha Crohn, IekyBaHH ¢ TIOJIKOXKHA
WHAYKIWA, TIOCJe/IBaHa OT cXeMa C MOJIKOKHA MO ITbprKaIla /103a, mpuomusutenHo 9% (n=24) ot
MAIUCHTUTE, JICKYBaHH C TYCEJIKyMa0, ca pa3BUIM aHTHUIICKApCTBeHH aHTUTeNa. OT Te3U MalueHTH
13% (n=3) ca umanu a"THTENA, KIacH(DUIIMPAHN KaTO HEYTPAIM3UPAIIN aHTHUTENA, KOETO CE PaBHsIBA
Ha 1% OT marueHTuTe, IEKyBaHH C TycelkyMad. AHTHIEKapCTBEHUTE aHTUTeNa HE Ca CBBP3aHHU C I10-
HHUCKa e()UKACHOCT WM pa3BUTHE HA PEaKIUK Ha MACTOTO Ha WHXKEKTHUpaHE.

Crol1aBane Ha I0JI03UPAHU HEXKEJaHU PEAKIIUH

CpoOm1aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PEeaKIUy CJIe]] pa3pellaBaHe 3a ynoTpeOa Ha JIeKapCTBEHUS
HPOJYKT € BayKHO. ToBa M03BOJIsIBA /1a IPOABIKU HAOIIOICHUETO Ha CHOTHOIIEHUETO 10J13a/pHCK 32
JIeKapCTBEHUS NMPOAYKT. OT MEIULMHCKUTE CIICUATICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
N0JJ03MpaHa HeXeJlaHa Peakiysl Ype3 HallMOHAIHATa CCTeMa 3a ChOOIIaBaHe B:

W3npnHATENHA areHnus 1o JIeKapcTBaTa

yi. ,,JlamsiH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

4.9 TIlpemo3upane

B ximHWYHY TpOyYBaHUS ca MpUIaraHd MHTPaBEHO3HU 103U rycenkyMad mo 1 200 mg, kakTo u
moaKoXKHH 11031 10 400 mg ¢ emHOKpaTHO NMPWIOKEHHE, 0€3 T030JIMMHATHpAIIA TOKCHIHOCT. B cimydait
Ha Tpeo3upaHe MalMeHTHT TPSOBA J1a ce MPOCIIe/ABa 3a IMPU3HAIM M CUMIITOMH Ha HE)KEJIaHU
peaxuu u He3a0aBHO TPAOBA J1a CE MPUIIOKHU TOIXOSI0 CUMITOMATUYHO JICYCHUE.
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5. ®APMAKOJIOTUYHHA CBOMCTBA
51 d@apmakoaMHAMMYHU CBOiiCTBa

®dapmakoTepaneBTHYHA Tpymna: UmyHocynpecopu, Maxuburopn Ha natepiaeskuaute; ATC kox:
LO4AC16.

MexaHn3bM Ha IEHCTBUE

I'ycenxymab e yoemko IgG 1A MOHOKIIOHANHO aHTHUTSUIO (MAD), KOETO ce CBBP3Ba CEJICKTUBHO C
nporerHa uHtepiaeBkuH 23 (IL-23) ¢ Bucoka crieruuuHOCT ¥ aUHUTET Ype3 MACTOTO Ha CBbP3BAHE
Ha anTHTeHa. IL-23 e HuTOKMH, KOHTO yJacTBa BbB BB3MIAJICHHETO U UMYHHUS OTTOBOp. Upes
Onmokupane Ha cBbp3BaHeTo Ha IL-23 ¢ HeroBus peuentop, ryceakymad naxubupa IL-23-3aBucumara
KJIEThYHA CUTHAIHM3aLUs U 0CBOOOKAaBaHETO HA MPOUH(IAMATOPHU LIUTOKUHH.

Hugara na IL-23 ca moBuIeHn B Ko)KaTa Ha MAIMEHTH C IUIAKOB ITcopras3uc. Ilpu mammenTy ¢
yIIepo3eH KoauT uin 6osect Ha Crohn auBara Ha IL-23 ca moBumieHy B ThKaHTa Ha 1e6€TI0TO YePBO.
ITpwu in vitro Momenu ce yCTaHOBSIBa, 4e ryceakymab nHxubupa 6rnoaktuBHOCcTTa Ha IL-23 upes
OioxupaHe Ha B3auMojeiicTereTo ¢ peuentopa IL-23 Ha kineTpYHaTa TOBBPXHOCT, KATO TaKa
MPEKbCBA CUTHATM3UPAHETO, aKTUBUPAHETO U KacKajara Ha IIUTOKUHUTE, Menuupanu ot [L-23.
I'ycenkymab oka3Ba KIMHHYHH €EKTH BbPXY IUIAKOBUS MICOPUA3HC, TICOPUATHYHHUS apTPUT,
yIIepO3HHs KOoauT 1 6osectra Ha Crohn mocpeacTsoM GIOKHpaHe Ha MbTs Ha UTOKUHA [L-23.

Jloka3zaHo e, ye MUEJIOUTHUTE KIETKH, ekcripecupainu Fc-rama penenirop 1 (CD64), ca nmpeobnamaBaig
u3TouHKK Ha [L-23 BBB Bb3ManeHara ThKaH MPH TICOPHA3HUC, YIIEPO3eH KOMUT U 6osect Ha Crohn.
I'ycenkymab e mokasain in Vitro 6iokupane Ha IL-23 u cBbp3Bane ¢ CD64. Te3u pe3ynTaT MokasBar,
4e ryceikymal € B ChCTOSHUE Jla HeyTpainu3upa [L-23 B KIeThYHUS U3TOYHUK Ha BH3MAJICHUETO.

dapmakoguHAMUYHN €DEKTH

B enno mpoyuBane ¢a3za | nedenuero ¢ rycenkymad Bou O HaMaieHa eKCIIpecusi Ha TeHUTE Ha IIbTS
IL-23/Th17 u Ha npodunuTe Ha eKCpecus Ha FeHUTe, CBbP3aHHU C IICOPHA3HC, KOETO € JOKa3aHO Ype3
ananu3u Ha MPHK, nonydena ot 6uoncuun Ha KOKHUTE JIE3UM Ha MALMEHTH € IUIAKOB NICOPHA3HC Ha
Cenmunia 12 B cpaBHEHHE ¢ U3XOIHOTO HUBO. B chioro mpoyuBane ¢asa I neyenuero ¢ rycenkymad
BOJIU JI0 NTOJ00pEHNE Ha XMCTOJIOIMYHMTE MOKa3aTeIn Ha ncopuasuc Ha Ceamuna 12, BKIIOYUTETHO
HaMaJieHHe Ha Je0eNHaTa Ha eluAepMuca 1 Ha IurbTHOCTTa Ha T-kierkute. OCBeH ToBa ca
HaOJro1aBaHy MOHWKEHHN cepyMHr HuBa Ha IL-17A, IL-17F u IL-22 B cpaBHeHue ¢ mnane6o npu
MaIMeHTH, JIEKyBaHHU C Tycelkyma0 B npoyusanusTa ¢aza Il u ¢a3za Il npu mnakos ncopuasuc. Te3n
pe3yiATaTH ChOTBETCTBAT HA KIIMHUYHATA 110J13a, HA0JII0AaBaHa MPH JIeUSHNE Ha TJIAaKOB NICOPHUA3HUC C
rycenkymao.

B npoyusanus ¢asa Il npu nanueHTH ¢ mcopuaTudeH apTpUT CEpyMHUTE HUBA Ha ocTpodazoBUTE
nporenHu C-peakTUBEH NPOTenH, cepyMmeH ammiona A u IL-6 u epexropuute nurokuan Ha Th17 IL-
17A, IL-17F u IL-22 ca noBuIilleH! Ha U3XOAHO HUBO. ['ycenkymal noHM»kaBa HUBaTa HA TE3U
NPOTEMHH B PAMKUTE Ha 4 CEIMMLM CJIe]] 3aIll04BaHe Ha JieueHHeTo. I'ycenkymal nmoHmxasa
JIOITBITHUTEIHO HUBATa Ha Te3M npoTenHu 1o Ceamuiia 24 B CpaBHEHUE C U3XOIHOTO HUBO, KAKTO U C
w1aneoo.

[pu nanmeHTy ¢ ynuepo3eH konuT wim 6oect Ha Crohn seyenuero ¢ rycenkymad Boau 10
MOHW)KaBaHe Ha BH3NAIUTEIHUTE MapKepH, BKitounTesiHo C-peaktuBaus nporerH (CRP) u dpexamaus
KaJIIPOTEeKTHH, Npe3 nHAykunonHara Ceamuma 12, KoeTo ce 3ama3Ba U clief] eHa roJuHa
nojspxKaio edenue. Husara Ha cepymuure nporeunu IL-17A, 1L-22 u IFNy namanssar omie Ha
Cenmuua 4 u npoxbibkaBaT 1a HamansiBaT rpe3 Ceamuna 12 ot uaaykuusra. ['ycenkymad cbuio Taka
namansiea HuBata Ha PHK ma IL-17A, IL-22 u IFNy npu 6uoricust OT iuraBuiiata Ha 1e0ea0To 9epBo
Ha Cenmuna 12.
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Kinnuyna edukacHOCT ¥ 0€30IaCHOCT

Yayeposen konum

EduxacHocTTa 1 6€30macHOCTTa Ha TycelKyMa0 ca OLCHEHH B B€ MHOTOLCHTPOBH, PaHAOMHU3UPaHH,
JIBOMHO-CIIeNH, T1ane00-KoHTpoupany npoyuBanus (asa Il (mpoyuBane ¢ MHAYKIIMOHHO JICYEHHE
QUASAR u npoyuBane ¢ nogabpixaio jsedeHrne QUASAR) npy Bp3pacTHH MAIMEHTH C yMEPEH 10
TEXBK aKTHBEH YIIIEPO3€H KOJIUT, KOUTO UMAT HE3aJJOBOJIUTEIICH OTTOBOP, 3ary0a Ha OTTOBOP WU
HEMIOHOCHIMOCT KBbM JIEYe€HHE ¢ KOPTUKOCTEPOU 1, KOHBEHIIMOHAIHA UMyHOMOayIaropu (AZA, 6-
MP), bnonornuna Tepanus (TNF 6mokepu, Bemonnzymal) w/mimn HHXHOUTOP Ha Janus KuHa3aTa
(JAK). OcBeH ToBa epukacHOCTTa U 6€30IaCHOCTTA Ha T'yCeNKyMald ca OLEHEH! B PaHIOMHU3UPAHO,
JBOWHO CIIATIO, Tane00-KOHTpoaupaHo npoyusaHe (aza IIb 3a onpenensHe Ha MHAYKIMOHHATA 1032
(mpoyuBaHe 3a omnpezieNsiHe HA Auama3oHa Ha nHAyKnnonHata no3a QUASAR), B koeTo e BKiIFoueHa
TMOIYJTAIMs AIIMEHTH C YIIIEPO3EH KOJIUT, M0I00HA Ha Ta3H B IPOYYBAHETO C HHYKITHOHHO
npunoxenue ¢asza 11

AKTHBHOCTTa Ha 3a00JIIBaHETO € OLIEHEHA Upe3 Momuduuupanus ckop mo Mayo (mMS),
3-xomnoHeHTeH ckop o Mayo (0-9), koiiTo ce chCToM OT cyMaTa Ha clieqHuTe moackopose (ot 0 10 3
3a BCEKH IOJICKOP): yecToTa Ha nedekanus (SFS), pexramHo kppBere (RBS) n Haxonku oT neHTpaHO
npernenana engockonus (ES). YMepeHusT 1o TeXbK aKTHBEH yIIEPO3eH KOIUT ce AeprHrnpa KaTto
MMS mexny 5Su 9, RBS > 1 u ES 2 (nedhmanpana kaTo u3paseH epureMm, JIUICA HA ChA0B PUCYHBK,
panuMocT u/unu epo3un) win ES 3 (nedmHupana kaTo CIOHTaHHO KbPBEHE H YJIIICPAIIHS).

Hnoyrxyuonno npoyusane:. QUASAR IS

B unnykumnonnoro npoyuBane QUASAR |S nauueHTHTe ca paHIOMH3UPaHU B ChOTHOIICHHUE 3:2 3a
nosrydaBaHe Ha rycenkymad 200 mg wnu mare6o upe3 nHTpaBeHo3Ha nHQy3us npe3 Ceamurna 0,
Cenmuna 4 n Cenmuna 8. Ouenenu ca o0mo 701 mampientr. Ha n3xomno HUBO Mequanata Ha MMS e
7, xaTo 35,5% OT manMeHTHTe UMaT U3X0aHa CTOMHOCT Ha MMS ot 5 10 6, 64,5% - or 7 10 9, a 67,9%
OT MAaIUCHTUTE UMAT U3X0/IHAa CTOMHOCT Ha ES 3. Menuanara Ha Bb3pacTTa ¢ 39 roguu (quamnasoH ot
18 no 79 ronuum), 43,1% ca xxeHu, a 72,5% ce onpenensT KaTo MpeacTaBUTeNn Ha Ositata paca,
21,4% xaro azuatiiy u 1% KaTo 4epHOKOKH.

Ha BxmroueHHTE MAIMEHTH ce pa3peliaBa 1a U3I0JI3BaT YCTAHOBEHHU 03U NEPOPATHU
amuHocamuumiatia, MTX, 6-MP, AZA w/unu nepopannau koprukocrepounu. Ha m3xonno auso 72,5%
OT MAaIMEeHTUTE MOoTy4YaBaT aMuHOocanuumiaty, 20,8% OT manueHTUTe mojiyyaBaT UMyHOMO/YJIaTOPH
(MTX, 6-MP unu AZA), a 43,1% ot nauneHTHTe Mojy4yaBaT KOpTUKOcTepouan. He ca paspemenu
CBHITBTCTBAIIN OMOJIOTHYHH Tepanuu Wim uaxuoutropu Ha JAK.

[Tpu 06110 49,1% OT NalUeHTUTE TOHE eIHAa OMOJIOTMYHA TEPaITUs U/WIHU JICYCHHE C HHXHUOUTOp Ha
JAK mipenn ToBa ca Omnm Heycrienman. OT Te3u narwenta 87,5%, 54,1% u 18% npenu ToBa ca mMmanu
HEYCIIeNIHO JiedeHune cboTBETHO ¢ TNF Oitokep, Benonu3ymad uinu uaxuourop Ha JAK, a 47,4% ca
JISKyBaHH HEYCIICIIHO C 2 WU MoBeYe OT Te3u Tepanuu. 0010 48,4% OT NallMeHTUTE HE ca JICKyBaHU
¢ OnonornyHa Tepanus 1 nuaxubutop Ha JAK, a 2,6% ca nonyuaBaiu npenu ToBa, HO HE ca ce
TIOBIIMSIIN OT OMOJIOTHYHA Tepanus uiu naxuoutop Ha JAK.

[TbpBUUHaTa KpaliHa TOYKa € KIMHUYHA peMHCHs, onpeneneHa upe3 mMS na Ceamuna 12.
Bropuunute kpaiiau Touku Ha Ceamuna 12 BKIrOYBAT CHMOTOMATHYHA PEMUCHS, EHIOCKOIICKO
3a3ApaBsBaHe, KIIMHUYEH OTTOBOP, XHCTOJIOTUYHO €HIOCKOTICKO 3a3/IpaBsiBaHE Ha JIMTABHUIIATA,
HOBJIKsIBaHE HA yMopaTa u pemucus o IBDQ (Tabawuma 3).

3HAYUTEITHO MMO-TOJISIM MPOLIEHT MAallMEeHTH ca B KIIMHNYHa pemucus Ha Ceamuna 12 B rpymara,
JIeKyBaHa ¢ TyceJIKyMa0, B CpaBHEHHE C Tpynara ¢ 1mianeo.
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Taboanua 3: IIpoueHT NanMeHTH, OTTOBAPSIIIK HA KPailHUTe TOYKH 3a epukacHocT Ha Ceqvuna 12 B

QUASAR IS

Kpaiina Touka

I1.1ane6o
%

I'yceaxymad

200 mg nHTpaBeHO3HA

HHIYKIUA?
%

Pa3iuka B
JIeYeHHeTo
(95% CI)

Kiaunnuna pemucus’®

O061ma nomynanus

8% (N=280)

23% (N=421)

15% (10%, 20%)"

HenexyBanu ¢ Ononormasa
tepanus 1 JAK uHXuOHUTOP"

12% (N=137)

32% (N=202)

20% (12%, 28%)

Heycneuno npeaxonHo
JIedeHue ¢ OMOJOTMYHA
teparust w/ma JAK
HHXUOHUTOP?

4% (N=136)

13% (N=208)

9% (3%, 14%)

CuMnToMaTHYHA peMI(ICI/lSIe

OOma 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
JiedyeHue ¢ OMoIoruuHa
tepanus u/wm JAK
uHxuoéurop”

14% (N=136)

38% (N=208)

24% (16%, 33%)

Enpockoncko 3azgpaBsiBane™

OO1a nonynanus

11% (N=280)

27% (N=421)

16% (10%, 21%)"

HenexyBanu ¢ OnonormyHa
tepanus 1 JAK naxuduTop”

17% (N=137)

38% (N=202)

21% (12%, 30%)

Heycnemno npeaxonHo
JiedeHrne ¢ OMOJIOTHYHA
tepanus u/mwm JAK
HHXHOHUTOP™

5% (N=136)

15% (N=208)

10% (4%, 16%)

Kaunu4en orrosop*®

O061ma nomynanus

28% (N=280)

62% (N=421)

34% (27%, 41%)"

HenexyBanu ¢ Ouosnornyna
tepamus u JAK maxuduTop”

35% (N=137)

71% (N=202)

36% (26%, 46%)

HeycneriHo npeaxoaHo
JieYeHne ¢ OUOIOTHYHA
tepanus u/wi JAK
uHxuoéurop”

20% (N=136)

51% (N=208)

32% (22%, 41%)

XHCTOJOTHYHO €HA0CKOICKO

3a3/ipaBsABaHe HaA Jgurapugara”

OO01a nomnyJanust

8% (N=280)

24% (N=421)

16% (11%, 21%)"

HenexyBanu ¢ 6mosorudna
tepanus u JAK naxubdutop”

11% (N=137)

33% (N=202)

22% (13%, 30%)

Heycnemno npeaxonHo
JiedyeHue ¢ ONoIoruuHa
tepanus u/wim JAK
uHxuoéuTop”

4% (N=136)

13% (N=208)

9% (3%, 15%)

IoBausiBane HA yMopaTa’

OO01a nonyJanust

21% (N=280)

41% (N=421)

20% (13%, 26%)"

HenexyBanu ¢ 6nosorudna
tepanus 1 JAK naxuburop”

29% (N=137)

42% (N=202)

12% (2%, 23%)

Heycnewno npenxoHo
JIeueHue ¢ OMOJIOTHYHA
tepamust u/mn JAK
HHXUOHUTOP

13% (N=136)

38% (N=208)

25% (17%, 34%)

Pemucusi cnopen IBDQ

OOma nonynanus

30% (N=280)

51% (N=421)

22% (15%, 29%)"

HenexyBanu ¢ 6nonoruyna
tepanus 1 JAK naxuburop”

34% (N=137)

62% (N=202)

28% (18%, 38%)
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Heycnemmno npenxonHo 24% (N=136) 39% (N=208) 15% (5%, 25%)
JieyeHue ¢ OMooruuHa
tepanus u/wm JAK
HHXUOHUTOP?

2 T'ycenxymab 200 mg xaro nntpaBeHo3Ha nH}y3us npe3 Cenmuna 0, Cenmuna 4 u Ceamuna 8.

IMTonckop 3a yectoTa Ha Aedexanus 0 win 1 1 HeyBeJIMYeH B CPaBHEHHE C U3XOJHOTO HUBO, MOJICKOP 32

pexranHo KbpBeHe 0 M OACKOp 3a eHJIocKorcKa Haxoaka 0 mim 1 6e3 paHumocT.

®  p<0,001, kopurupana pasiuka B aeuenueto (95% Cl) B3 ocHoBa Ha metoma Ha Cochran-Mantel-
Haenszel (kopurupas 1mo craTnuKanOHHA (GAKTOPH: CTATYC TI0 OTHOIIEHHE HA HEYCITeNTHA GHOIOTHYHA
Tepamnus u/mwin jtederne ¢ naxuourop Ha JAK u cppTcTBama yrorpeda Ha KOPTHKOCTEPOUIHN Ha
M3XO0JIHO HHBO).

" JlombJIHATENHO 7 MAIMEHTH B IpyIaTa Ha Tuane6o u 11 manueHT B rpymnara Ha TyceakyMad uMaT
TPeIXO0IHa eKCIIO3UIHS Ha OMOJIOTHYHA Tepamsl Win JedeHne ¢ naxuourop Ha JAK, HO He ca mManu
HeycIiexX Ha JIeYEHHETO.

A BrirouBa HE3aJ0BOJIUTEIICH OTIOBOP, 3ary0a Ha OTTOBOP MJIM HETIOHOCUMOCT KbM OMOJIOTMYHA Tepaus
(TNF Gokepu, Begonusymad) w/umu uaxudurop Ha Janus kunaszara (JAK) npu yiieposeH KOuT.

¢ Tlonckop 3a yectoTa Ha Aedexanns 0 win 1 ¥ HEyBeJIMUECH B CPaBHEHHE C MHAYKIIMOHHOTO U3XOJHO HUBO
U MOJICKOP 3@ PEKTAITHO KbpBeHe 0.

*  Tlonckop 3a enpockorncka Haxoaka 0 wimu 1 6e3 paHuMocCT.

*  HamansBane Ha Mogudumpanus ckop mo Mayo ¢ > 30% u > 2 Todku B CpaBHEHHE C H3XOAHOTO HUBO Ha
MHJYKIHS, C HAMaJeHHe ¢ > | TOYKa OT W3XOAHOTO HUBO Ha MOJCKOPA 33 PEKTATHO KbPBEHE MU TTOJICKOP
3a peKTaiHo kppBeHe oT 0 wu 1.

" KoMOMHaIus OT XMCTOJIOTHYHO 3a3/paBsaBaHe [HeyTpodmiHa nHpuaTpanus B < 5% OT KpUNTHTE, JIUIICA

Ha JIECTPYKIMS Ha KPUITUTE U JINIICA HAa €PO3UH, YIIIEPAINH WIH I'PaHyJalliOHHA ThKaH CIOpe]

cuctemara 3a kinacupukanus Ha Geboes] u eHmockorcko 3a3apaBsBane, KAKTO € OMPEIEICHO MO-Tope.

YMopara e oreHeHa ¢ romolnra Ha kpatkus popmynssp PROMIS-Fatigue 7a. TTonusiBaHeTo Ha ymMopara e

OIIpe/IeIeHO KaTo MoJ00pEHUE ¢ > 7 TOUYKH CIPSIMO U3XOJHOTO HUBO, KOETO CE CYMTA 33 KIMHUYHO

3HAYMMO.

¥ O6m1 ckop 1o BerpocHuka 3a Bp3manuTenHu 3abonsBanus Ha yepsara (Total Inflammatory Bowel
Disease Questionnaire score) > 170.

=

B mpoyuBaneTro QUASAR IS u mpoyuBanero QUASAR 3a onpenensHe Ha AuanazoHa Ha
MHIYKIMOHHATA 1032 Ca BKIIOYEHU U 48 MallMeHTH ¢ U3X0AHa cToMHOCT Ha mMS 4, BkirountenHo ES
2 nnu 3 u RBS > 1. llpu nanuenTure ¢ n3xoaHa croifHocT Ha mMS 4 eduKacHOCTTa Ha rycelkymad
crpsiMo Tuiane0o, U3MepeHa upe3 KIMHNYHA PEMUCHS, KIIMHIUYEH OTTOBOP M €HIOCKOIICKO
3azapaBsiBaHe Ha Cenmuna 12, ChOTBETCTBA HA 00IIATa MOMYJNAIUs C YMEPEH JI0 TEKBK aKTUBEH
YIILEPO3€H KOJIUT.

Iloockopose 3a pekmanno Kvpeene u yecmoma Ha oegexauyus

[Tpu manueHTuTe, JIEKYBaHU C TYCEIKyMa0, ce HabI01aBa HaMaICHUE Ha MOJICKOPOBETE 328 PEKTAITHO
KbpBEHE U YecToTa Ha nedekanus omle Ha Ceamuia 2, KaTo MpoIbiiKaBa 1a HaMassaBa J10

Cenmuna 12.

Hooovporcawo npoyusane: QUASAR MS

B mpoyuBaneto QUASAR MS ca onienenun 568 marueHTs, KOUTO ca HOCTUTHAIH KIIMHIHYEH OTTOBOP
Ha 12 ceaMuIia ciiell MHTPaBeHO3HOTO npuiioxeHue Ha rycenkymad B QUASAR IS mwiu B QUASAR —
MIPOYYBAHETO 3a ONpENEITHE HA AMana30Ha Ha MHAYKIUOHHATa 103a. B mpoyusaneto QUASAR MS
TE€3M MAIMEeHTH ca paHIOMHU3UPaHU J1a oJyJyaBaT MOAIbPKAILO JIEYEHNE C TOAKOKHO IPUIIOKEHHE Ha
rycenkyma6 o cxema 100 mg Ha Bceku 8 cemmunn, 200 mg Ha Bceku 4 CeIMHIIN WM TUTanedo B
MpOIbIKEHNE Ha 44 ceAMULIN.

IIspBruHaTa KpaifHa TOYKa € KIMHIYHA peMHUCHs, onpeaenieHa upe3 mMS ra Cenmua 44.
Bropuunute kpaitau Touku Ha Ceamuna 44 BKIIOYBAT, HO HE C€ OTPaHUYaBaT O CUMITOMATHYHA
peMHUCHs, EHIOCKOIICKO 3a3/paBsiBaHe, KIMHUYHA PEMUCHS €3 KOPTUKOCTEPOU N, XUCTOIOTMYHO
€HIOCKOTICKO 3a3/IpaBsiBaHE Ha JIUTaBUIaTa, MOBIMSIBAaHE Ha ymMopara U pemucus criopen IBDQ
(Tabmuria 4).

3HAYUTEIIHO MO-TOJISIM MPOLEHT MAallMeHTHU ca B KINMHUYHA pemucus Ha Cenmuna 44 1 B 1BeTe Ipymy,
JIEKyBaHU C TycelIKyMal, B CpaBHEHHE C IU1aeoo.
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Taboauua 4: IIpoueHT NanMeHTH, OTTOBAPSIIIK HA KPailHUTe TOYKH 3a epukacHocT Ha Ceqvuna 44 B

QUASAR MS
Kpaiina Touka IInanedo I'yceaxymad I'yceaxymad Pa3iuka B jieueHHeTO
% 100 mg q8w 200 mg g4w (95% CI)
NOAKOKHA MOAKOKHA I'yceaxymad | I'ycenkymad
HHKeKI U umkexnus’® 100 mg 200 mg
% %
Kaunuyna pemucus®
OOma momynanus” 19% (N=190) | 45% (N=188) | 50% (N=190) 25% 30%
(16%, 34%)* | (21%, 38%)*
HenexyBanu c 26% (N=108) | 50% (N=105) 58% (N=96) 4% 29%

OMOIIOTHYHA TePaTns
u JAK muxuburop®

(12%, 36%)

(17%, 41%)

Heycnemno
MIPEAXOIHO JIeYEeHHE
¢ OuonoruyHa
tepanus w/win JAK

8% (N=75)

40% (N=77)

40% (N=88)

30%
(19%, 42%)

32%
(21%, 44%)

HHXUOHUTOP™
CuMnToMaTH4HA pemMucus’
Oo0mia nomynanus” 37% (N=190) | 70% (N=188) | 69% (N=190) 32% 31%
(23%, 41%)* | (21%, 40%)"
0, = 0, = 0, =
Henekysanu ¢ 46% (N=108) | 74% (N=105) 76% (N=96) 28% 28%

OUOJIOruvHa Tepanus
n JAK naxubuTtop®

(15%, 40%)

(15%, 41%)

Heycnemno
MIPEAXOIHO JICYCHHE
¢ OnonornyHa
tepamus w/mwm JAK
HHXHOHUTOP™

24% (N=75)

65% (N=77)

60% (N=88)

39%
(26%, 52%)

37%
(23%, 50%)

Kaunuyna pemucusi 63 KOpTUKOCTEPOUIH"

Oo0mia nomynanus’” 18% (N=190) | 45% (N=188) | 49% (N=190) 26% 29%
(17%, 34%)* | (20%, 38%)"
0, = 0, = 0, =
Henekysanu ¢ 26% (N=108) | 50% (N=105) 56% (N=96) 24% 27%

OMOJIOrMYHa Teparnus
u JAK nnxuburtop®

(12%, 36%)

(14%, 39%)

Heycnemno
MIPEAXOHO JIeYeHHe
¢ OnonoruuHa
tepamus w/mwm JAK
HHXHOHTOP™

7% (N=75)

40% (N=77)

40% (N=88)

32%
(21%, 43%)

34%
(23%, 45%)

EHI0CKOIICKO 3a31paBsiBane’

O61ia nomynarus” 19% (N=190) | 49% (N=188) | 52% (N=190) 30% 31%
(21%, 38%)* | (22%, 40%)*
0, = 0, = 0, =
HenexyBauu ¢ 269% (N=108) | 53% (N=105) 59% (N=96) 27% 30%

OWOJIOTMYHA Teparust
u JAK mHXHOHTOP®

(15%, 40%)

(18%, 42%)

Heycneuno
MIPEIXOIHO JCUCHHE
¢ bruonornyHa
Tepanus uw/unu JAK
uHxubuTOp *

8% (N=75)

45% (N=77)

42% (N=88)

36%
(24%, 48%)

35%
(23%, 46%)

XHMCTOJIOTHYHO €HT0CKOICKO 3a3aApaBsiBaHEe Ha Jurapuuara”

OGiia nomyamnus" 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) 6% 30%

OMONIOTHYHA TepaIus
n JAK nnxndurop®

(14%, 38%)

(17%, 42%)

Heycnemno
TIPEAXOIHO JIeUEeHHE
¢ OnosornyHa
tepamus w/mwi JAK
UHXHOUTOP™

8% (N=75)

38% (N=77)

39% (N=88)

28%
(16%, 39%)

31%
(20%, 43%)
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Kaunnuven orropop”

O6wia oy nanus’” 43% (N=190) | 78% (N=188) | 75% (N=190) 34% 31%
(25%, 43%)* | (21%, 40%)*
0, = 0, = 0 =
Henekysanu ¢ 54% (N=108) | 83% (N=105) 81% (N=96) 20% 26%

OHMOJIOTUYHA TEPATHUS
u JAK maxuburop®

(17%, 41%)

(14%, 39%)

Heycnemno
MIPEAXOIHO JIeYEeHHE
¢ OuosornyHa
tepamus w/mwm JAK
HHXHOUTOP™

28% (N=75)

70% (N=77)

67% (N=88)

41%
(27%, 54%)

39%
(26%, 53%)

Mopabp:kane Ha KIuHUYHA pemucusi Ha CeaqMuna 44 Npu NaMEeHTH, OCTUTHAIM KJIMHUYHA PEMUCHS
12 cenMuUIM cjiel MHAYKIIUATA

O6ma nomymams® | 34% (N=59) | 61% (N=66) | 72% (N=69) 26% 38%
(9%, 43%)" | (23%, 54%)"
0, = 0, = 0, =
Henexysani c 32% (N=41) | 65% (N=43) | 79% (N=48) 2196 159

OMOIIOTHYHA TEPaTHs
u JAK naxubuTop®

(9%, 51%)

(25%, 62%)

Heycnemno
MIPEIXOHO JeUCHHE
¢ OuosoruyHa
tepanus w/win JAK
uHXuOUTOP™

27% (N=15)

60% (N=20)

56% (N=18)

33%
(-1%, 62%)

29%
(-6%, 59%)

Enjockoncko Hopmaauzupane”

Oo0mia nomynanus” 15% (N=190) | 35% (N=188) | 34% (N=190) 18% 17%
(10%, 27%)* | (9%, 25%)*
0, = 0, = 0, =
HenexyBanu c 20% (N=108) | 38% (N=105) 42% (N=96) 17% 17%

OUOJIOruvHa Tepanus
n JAK naxubuTtop®

(6%, 29%)

(6%, 29%)

Heycneuno
MIPEAXOIHO JICUCHHE
¢ OnosornyHa
tepamus w/mwm JAK
HHXHOHTOP™

8% (N=75)

31% (N=77)

24% (N=88)

21%
(10%, 33%)

16%
(6%, 26%)

IloBinsiBaHe HA yMopaTa®

O6w1a nonynanus” 29% (N=190) | 51% (N=188) | 43% (N=190) 20% 13%
(11%, 29%)* | (3%, 22%)™
HenexyBauu ¢ 36% (N=108) | 51% (N=105) 53% (N=96) 15% 16%

OMOJIOrUYHa Teparnus
u JAK nnxuburtop®

(2%, 28%)

(3%, 29%)

Heycnemno
MIPEAXOHO JIeYeHHe
¢ OuonoruuHa
tepamus w/mwm JAK
HHXHOHTOP™

19% (N=75)

47% (N=77)

32% (N=88)

27%
(13%, 40%)

13%
(1%, 26%)

Pemucus cnopex IBDQ "

OO61ma nomynanus” 37% (N=190) | 64% (N=188) | 64% (N=190) 26% 26%
(17%, 36%)* | (16%, 35%)"
0, = 0, = 0, =
HenexyBanu c 49% (N=108) | 68% (N=105) 74% (N=96) 19% 24%

OuosornyHa Tepanus
n JAK nnxndurop®

(6%, 32%)

(11%, 37%)

Heycnemno
MIPEJXOAHO JEUCHHE
¢ bruonornyHa
Tepanus uw/unu JAK
HHXUOUTOP™

19% (N=75)

58% (N=77)

53% (N=88)

38%
(26%, 50%)

35%
(23%, 48%)
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T'ycenkyma6 100 mg kaTo MOAKOKHA MHKEKIMS Ha BCEKU 8 CEIMULIN CIIe] MHIYKIIMOHHATA CXeMa.
T'ycenkymab 200 mg kaTo MOAKOKHA MHKEKIMS Ha BCEKU 4 CEIMULIHU CIIe MHIYKIIMOHHATA CXeMa.

IMoxckop 3a yectoTta Ha nedexarmst 0 win 1 ¥ HEyBENUYEeH B CPaBHEHHE C H3XOIHOTO HUBO, MOJICKOP 32 PEKTATHO KbpBere 0 u
MOZICKOP 3a eHxocKorncka Haxoaka 0 miu 1 6e3 pOHIHBOCT.

TTaupenTH, HOCTHIHAJIM KITHHUYEH OTroBOP 12 CeaMUIM Clie/l HHTPABEHO3HOTO NPHIIOKEHHE Ha TYCeIKyMal B HHIYKIHOHHOTO
npoyusane QUASAR wuiu B npoyusanero QUASAR 3a onpezernsiHe Ha Anana3oHa Ha HHAYKIMOHHATA 103a.

p < 0,001, kopurupana pasnuka B seuernero (95% Cl) Bb3 ocHoBa Ha metona Ha Cochran-Mantel-Haenszel, kopurupaun no
cratuukamonHy GpakTOpH IPH PAHAOMU3UPAHETO.

Ome 7 manpeHTH B rpynaTa Ha Iulane6o, 6 manueHTy B rpynara Ha rycenkymad 100 mg group u 6 manueHTH B Tpynarta Ha
rycenkyma6 200 mg ca ekCrioHHpaHU IpeIy TOBA, HO OMOJIOrMYHATA Tepallis WK JeueHueTo ¢ naxubutop Ha JAK ca ycmemsn.

BxitouBa HE3aJ0BOJIMTEIIEH OTTOBOP, 3ary0a Ha OTrOBOP WJIM HEMOHOCUMOCT KbM Gronornyuna tepanust (TNF 6iokepw,
Begoiu3ymab) u/uinu nHxubutop Ha Janus kunasara (JAK) npu yiepo3eH KoJmuT.

TToackop 3a yectora Ha Aedexauus 0 win 1 1 HeyBeJIMYeH B CPaBHEHHE C H3XOHOTO HUBO Ha HHYKLUATA U MOJCKOP 32 PEKTAIHO
kbpBeHe 0.

Hewnsuckaniu gedeHne ¢ KOPTHKOCTEPOUIH 32 Haii-masko 8 ceamurm npenu Ceamuna 44 1 OTrOBapsIIlH CHIIO HA KPUTECPHUTE 32
KIMHUYHA pemucus Ha Cenmuna 44.

Ioxackop 3a ernockorncka Haxoaka 0 mim 1 6e3 poHIUBOCT.

KomOuHauus oT XMCTOJIOTMYHO 3a3/ipaBsiBaHe [HeyTpoduiHa HHPuITpaus B < 5% OT KPUIITUTE, JNIICA HA JIECTPYKLUHUS Ha
KPUIITUTE ¥ JIMIICA HA €PO3UH, YJILEPaLMH MM IPaHyIAlOHHA ThKaH CIIOpe]] CHcTeMaTa 3a Knacuukamwms Ha Geboes] n
€HI0CKOIICKO 3a3/IpaBsiBaHe, KAKTO € ONPEJIENICHO MO-Tope.

HamansiBane Ha Moguduunpanns ckop mo Mayo ¢ >30% u > 2 TouKkH B CpaBHEHHE C U3XOAHOTO HUBO Ha HHAYKIIUS, C HAMAJICHHE C
> 1 To4Ka OT U3XOJHOTO HUBO HA MOACKOPA 32 PEKTAIHO KbpPBEHE MU MOACKOP 32 PEKTaTHO KbpBeHe oT 0 mwim 1.

p < 0,001, kopurupana pasnuka B euernero (95% Cl) Bb3 ocHoa Ha Metona Ha Cochran-Mantel-Haenszel, kopurupaun no
crarnuKaMoHH GaKTOPH IPH PAHAOMHU3HPAHETO
Toxckop 3a eHnockoncka Haxoxuka 0.

VYMopara e oueneHa ¢ nomourra Ha kpatkus popmyisip PROMIS-Fatigue 7a. [TosnusBaHeTo Ha yMOpaTa € OIpPe/IEieHO KaTo
nofoOpeHHe OT > 7 TOUKH CIIPSIMO U3XOAHOTO HUBO, KOETO C€ CUHTa 32 KIMHUYHO 3HAYNMO.

0611 ckop Ha BerpocHuka 3a Be3nmaiuTenHu 3abosiBanust Ha yepsata (Total Inflammatory Bowel Disease Questionnaire score)
>170.

P VyacTHuIM, NOCTUTHAIHM KIMHMYEH OTTOBOP 12 ceIMUIMM Cile/| MHTPABEHO3HOTO MPUIIOKEHHE HA I'YCETKyMal B MHIyKIHOHHOTO
npoyuBane QUASAR wui B npoyusanero QUASAR 3a onpeziensite Ha AWana3oHa Ha HHAYKIMOHHATA 1034.

Oure 3 manpeHTH B rpymnaTa Ha riane6o, 3 mauuMeHTd B rpynarta Ha rycenkymad 100 mg group u 3 mauuenTy B rpymnara Ha
rycenkyma6 200 Mg ca eKCIIOHUpaHH Mpey TOBa, HO OMOJIOrMYHATA TEPAIUs WK JeYeHreTo ¢ nuxuouTop Ha JAK ca ycremHu.

B QUASAR IS 1 QUASAR MS edukacHocTTa 1 0€30I1aCHOCTTA Ha TYCEJIKYyMal ca JI0Ka3aHU
KOHCHCTEHTHO, HE3aBUCHMO OT Bb3pacTTa, I10JIa, pacaTa, TeJIECHOTO TEIJI0 U MPEIXOIHOTO JIEUCHHUE C
OuostornyHa Tepamnus uiu uaxuouTop Ha JAK.

B QUASAR MS nanueHTHTe ¢ BHCOKA BB3NAIMTEIHA aKTUBHOCT Ha 3a00JIIBAHETO CIICH
MIPHUKITIOYBaHE HA MHAYKIMATA ITOTyYaBat JOIIBIHUATENHA 0132 OT rycenkymad 200 mg moaKoxxHO
g4w B cpaBHeHHe ¢ puioxeHnero Ha 100 mg nmoakoxuo q8w. KIuHNYHO 3HAYMME YHCIIOBH Pa3INKU
ot > 15% Mex .y IBETe rpyIH ¢ TycenkyMal ca HaOJroqaBaHu cpell nanuenturte ¢ HuBo Ha CRP >

3 mg/l cinen npuUKItOYBaHEe HA MHIYKIIMOHHOTO JICUSHHE 3a CIeTHUTE KpaitHu Touku Ha Cenmuna 4:
kiauHu4Ha pemucus (48% 200 mg q4w crpsimo 30% 100 mg q8w), noaabp:kaHe Ha KIMHUYHATA
pemucus (88% 200 mg g4w crpsimo 50% 100 mg q8w), KIIMHUYHA peMUCHs 03 KOPTUKOCTEPOUIN
(46% 200 mg g4w crpsimo 30% 100 mg q8w), engockoricko 3a3apassiBane (52% 200 mg q4w crpsmo
35% 100 mg q8w) 1 XHCTOIIOTUYHO-EHIOCKOIICKO 3a3/[paBsiBaHe Ha nurasumara (46% 200 mg g4w
crpsimo 29% 100 mg q8w).

QUASAR MS BxmtouBa 31 narenty ¢ mMS 4 Ha U3X0AHO HUBO HA UHAYKLMSITA, BKIIOUUTENHO ES 2
i 3 1 RBS > 1, kouTo ca MoCTUTHAIN KJIMHUYECH OTTOBOP 12 CeMMHUIIA CIIex MHTPABEHO3HOTO
npwiIoxkeHue Ha rycenkymad B mpoyuaBaHeTo QUASAR IS wm B mpoyuBaneTo QUASAR 3a
oTIpesieIisTHE Ha JMana3oHa Ha WHAYKIMOHHATA J103a. [Ipu Te3u nanueHTn ehrkacHOCTTa Ha
rycenkymal B CpaBHEHHE C Tuiale0o0, n3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYSH OTTOBOP H
€HI0CKOTICKO 3a3/paBsiBaHe Ha Cenmunia 44, CbOTBETCTBA HA Ta3W B 00IIaTa MOMyIALHs.

Cumnmomamuyna PeMUCUA 8B 8peMENTO

B QUASAR MS cumnromarnuHaTa peMucusl, gehuHIpana KaTo MOACKOp 3a YecToTa Ha Jedekanusira
0 vin 1 m HenmoBHIIIEHA CIIPSAMO M3XOAHOTO HMBO HAa MHAYKIHATA, KAKTO U ITOACKOP 3a PEKTAJIHO
kbpBeHe 0, ce moagbpika 1o Ceamuua 44 u B JBETE TPYIH HA JICUEHHE C TyCEIKyMal, JOKaTo B
rpymara Ha miane6o ce Habmomasa crana (Purypa 1):
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®urypa 1: IlpoueHT nanueHT B cuMnromMaruuHa pemucus 1o Cenmuua 44 B QUASAR MS
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Hognusnu ce om yovidcenomo aeuerue c eyceakymad na Ceomuya 24

[TanmeHTHTE, JEKYBAaHU C TyCceNIKyMab, KOUTO HE ca MOMYUHIN KIMHUYEH OTTOBOP OT HHAYKLHTA HA
Cenmuna 12, momyuasat rycenkymad 200 mg moaxoxxuao Ha Ceqmumm 12, 16 u 20. B QUASAR IS
66/120 (55%) marueHTH, JIEKyBaHU C TYCEIKyMad, KOMTO HE ca MONYyYHINd KIMHHAYEH OTTOBOP Ha
Cenmuna 12 oT MHAYKUMSTA, Ca TOCTUTHAIN KIMHUYEH 0TroBOop Ha Ceamuua 24. Y4acTHULIUTE,
NOBJIHSUTH ce OT rycenkyma0 Ha Ceamuna 24, ca Bkimouern B QUASAR MS u ca nonydaBanu
rycenkymab 200 mg moaxoxHo Ha Beceku 4 ceamuii. Ha Ceamuna 44 B QUASAR MS 83/123 (67%)
OT Te3M MaIMEHTH MO IbPKAT KIUHUYEH OTToBOD, a 37/123 (30%) mocTuraT KITMHUYHA PEMHUCHSI.

Bv3cmanosasane na epukacnocmma cied 3a2yba Ha 0me080p KoM 2yceaKymad

JeBeTHazieceT NanueHTH, JIeKyBaHu ¢ Tycenakymad 100 mg moakoxxHo 8w, KOUTO ca 3aryOouin
otroBop 3a mbpBU 06T (10%) mexxay Cenmuna 8 u 32 B QUASAR MS, ca momyuniu 3acieneHo
npunoxenue Ha 200 mg rycenkymad noaxoxHo q4w u 11 ot te3u nauuentu (58%) ca mocTuruanu
CUMITOMAaTHYEH OTTOBOP, a 5 manneHTH (26%) ca MOCTUTHAIN CUMIITOMAaTUYHA PEMUCHS CIIEN

12 ceqmunu.

Xucmonoeuuna u endockoncka oyenka

XucTooruyHaTa peMucHs ce JeuHupa KaTo XucrosoruueH ckop o Geboes < 2 B.0 (yumica Ha
HEYTPO(HIH B IMraBHLATa [KakTo B lamina propria, Taka U B enuTeNal, IUIca Ha AECTPYKIHS Ha
KPHUIITUTE U JIUIICA HAa EPO3HH, YILEPALUH WIN TPaHyJallMOHHA ThKaH CIIOpe]l CUCTeMaTa 3a
knacugpukarms Ha Geboes). B QUASAR IS xucronornuna pemucust Ha Ceamuna 12 ce moctura rnpu
40% oT mauueHTuTe, JIEKyBaHU ¢ TycenKkymao, 1 npu 19% oT manueHTHTe B rpynara Ha mianebo. B
QUASAR MS xucronornuna pemucust Ha Ceamuna 44 ce noctura npu 59% u 61% ot nanueHTture,
nekyBanHu ¢ rycenkymad 100 mg moakoxxno q8w u rycenkymabd 200 mg moakoxxuo q4w, u mpu 27%
OT MaIMeHTHTE B TpyIaTa Ha Tianeoo.

HopmanmsupaneTo Ha €HIO0CKOIICKHA BU Ha uraBuiiara ce onpenens karo ES 0. B QUASAR IS
eHJ0CKOTICKO HopManu3upaHe Ha Ceamuma 12 ce moctura mpu 15% oT manmeHTHTe, IEKyBaHH C
rycesnkyma0, u ipu 5% OT malMeHTHTe B rpynara Ha miamneoo.
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Kombunupanu xucmonoeuuno-eH00CKONCKU pe3yimamuy no OmHouleHue Ha 1uedeuyama
Komb6uampana cuMnToMaTH4Ha PEMHUCHS, €eHIOCKOIICKO HOpMaTH3UpaHe, XUCTOIOTHYHA PEMUCHS U
¢ekanen kamnpoTekTHH < 250 mg/kg Ha Cenmunia 44 ce mocTUra IMpu Mo-rojisiM MPOIICHT MAIUeHTH,
neKyBaHU ¢ TycenkyMad 100 mg monkoxkHo 8w mnn 200 mg mogKoKHO g4w, B CpaBHEHHE C IJianedo
(cpoTBeTHO 22% 1 28% crpsimo 9%).

Kauecmso na sicusom, cevpsano cvce 30pasemo

Ha Cenmuma 12 or QUASAR IS manmenTure, noixy4aBamy ryceakymad, Toka3BaT Imo-rojisiMo U
KITMHIYHO 3HAYUMO TTOTIOOpEeHHEe CIPSMO M3XOIHOTO HABO B CpaBHEHHE C TUIane00 10 OTHOIIIEHUE Ha
cnenn(UIHOTO 32 Bh3MATUTEIHUTE 3a00sBanus Ha yepsara (IBD) kauecTBO Ha KHBOT, OLIEHEHO
ype3 oo ckop IBDQ u ckoposete ot Bcuuku nomeiinu Ha IBDQ (upeBHEH cuMIITOMH,
BKITFOUUTEITHO KOPEMHa O0JIKa M HEOTIOKHOCT Ha JAe(eKalusTa, CicTeMHa (GYHKIHSA, eMOIMOHaTHA
¢yHkuus u counanda Gynkuus). Te3u nogoOpeHus ce 3ama3BaT MpH JEKyBaHUTE C TYCeTKyMao
nanueHTd B QUASAR MS g0 Cenmuria 44.

Xochumanuzayuu, c6bP3aHy ¢ YIYepo3eH Koaum

Jo Cenmuna 12 va QUASAR IS no-mMaimbK NpoLEeHT MalMeHTH B IpyIaTa Ha TycenkyMal B
CpaBHEHHME C IpylaTa Ha Iianedo ca XOCIMTaTu3upaHy BbB Bpb3Ka ¢ yieposeH koiut (1,9%, 8/421
cpsimo 5,4%, 15/280).

bonecm na Crohn

EdwukacHocTTa 11 6e30macHOCTTa Ha TyCenKyMal ca OIIeHEeHHU B TP KIIMHWYHH TTpoyuBaHus ¢asa 11
IPU BH3PACTHU MAIMCHTH C YMEpEeHa 70 TeXKa akTuBHA OosecT Ha Crohn, KOMTO He ca ce MOBIUSITH
A0CTAaTb4HO, B€UC HE CC MOBJIUABAT WJIM Ca MPOABHUIIN HCIIOHOCUMOCT KbM IICPOPATHU
KOPTHUKOCTEPOUIN, KOHBEHIIMOHATHUTE UMyHOMOynaTopu (AZA, 6-MP, MTX) n/unmn Guonorndna
teparus (TNF 6mokep nnm Bemonuzyma0): nee 48-ceMUYIHN MHOTOLIEHTPOBH, PaHIOMI3UPaHH,
JBOWHO-CIIETIH, TUTAIe00- U aKTHBHO KOHTPOJMPaHH (YCTEeKHHYMa0) MpOyUBaHUS C YCHIOPEIHH TPYITH
(GALAXI 2 u GALAXI 3) ¢ eqnaksB au3aiiH U ¢HO 24-CeIMUYHO MHOTOIICHTPOBO, PAHIOMHU3HPAHO,
JTIBOMHO-CIIATIO, TUTAaNe00-KOHTPOIMpaHo mpoy4uBane ¢ yenopenuu rpymu (GRAVITI). U tpure
MPOYYBaHMUS ca C TU3aiH ,,treat-through®: marmenture, panToMu3npanu 3a JeUeHHUE C IYCEITKyMad
(mmm ycreknaymab 3a GALAXI 2 u GALAXI 3), 3ana3Bar ToBa Ha3HAYCHO JICUCHHE TIpe3 Isy1aTa
HNPOABIDKUTEIHOCT Ha IPOYYBAHETO.

GALAXI 2 u GALAXI 3

B nmpoyuBanusta daza III GALAXI 2 u GALAXI 3 ymepenarta o Texka aktuBHa 6omect Ha Crohn ce
OTIpezieNisi KaTO CKOp Ha MHJeKca Ha akTUBHOCT Ha OonectTra HAa Crohn [CDAI] >220 1 <450 u
OMPOCTEH SHJIOCKOIICKH cKOp 3a Oosect Ha Crohn (Simple Endoscopic Score for CD, SES-CD) > 6
(wm > 4 nipu MalKMeHTH ¢ U30JIUPaHo 3200 IBaHe Ha WwieyMa). JJOmTbIHUTETHUTE KPUTEPUH 32
GALAXI 2/3 BximouBat cpeniHa JHEBHA yecToTa Ha fnedexarus (SF) > 3 wnm cpeneH mHEBEH cKop 3a
KopemHa 6omka (AP) > 1.

B npoyusannsara GALAXI 2 u GALAXI 3 manueHTHTe ca paHAOMU3HUPAHH B ChbOTHOLIEHHE 2:2:2:1 3a
MoJTyJaBaHe Ha MHTpaBeHO3Ha HHAYKIHA ¢ Tycenkymad 200 mg na Ceamunu 0, 4 u 8, mociensana ot
noJyIbpKaiia tepanust ¢ rycenkymad 200 mg mojKoxHo q4w, HHTpaBEHO3HA MHIYKIIUS C TYCEeIKyMal
200 mg va Cepmunu 0, 4 u 8, mocieBaHa OT MOAIbpIKAINA Tepanus ¢ rycenkymad 100 mg moaKokHO
8w, HHTpaBeHO3HA UHAYKIUS ¢ yCcTeKnHyMab nmpudmmsurenHo 6 mg/kg na Cenmuna 0, mociensana
OT MOJTBpKAIIa Tepamnus ¢ ycTekuayMad 90 mg monkoxHo 8w, win miamne6o. Y4JacTHUITUTE, KOUTO
HE ce MOBJIUABAT OT Iuianebo, mony4dasat ycreknaymad ot Cenmura 12.

O6mo 1 021 nanmentu ca onenenn B GALAXI 2 (n=508) u GALAXI 3 (n=513). Menunanara Ha
BB3pactTa ¢ 34 roauHu (quana3oH ot 18 mo 83 romuun), 57,6% ca mexe, 74,3% ce ompenensT Kato
oenu, 21,3% xato azuatiy 1 1,5% KaTo YepHOKOXKH.

B GALAXI 2 52,8% oT manueHTHTe ca JIEKyBaHU HEYCIIEITHO C TIOHE eTHa OMOIOTHYHA Teparus
(50,6% ca uManM HEMMOHOCMMOCT WJIM HEyCIenHa Tepanus ¢ noHe 1 npenumaa antu-TNFo Tepamnus,
7,5% ca ©Manu HEMOHOCHMOCT HJIM HEyCIIelIHa Tepanus ¢ Benoian3ymad), 41,9% He ca nexyBaHu ¢
Omororuuna Tepanus, a 5,3% ca nody4aBaiy Ipear TOBa OMOJOTHYHA Tepanus U TS € Onila ycrenHa.
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Ha uzxogHo HUBO 37,4% OT ManmeHTHTE ca MOTy9aBajy MepopaHiu KOPTUKOCTEPOUAH, a 29,9% ca
MOJTy9YaBajIi KOHBEHIHOHATHI UMYHOMOTyJIATOPH.

B GALAXI 3 51,9% ot nmanueHTuTe Opeid TOBa ca JEeKyBaHU HEYCICIIHO C Hali-MaJKo eIHa
omornormana tepanus (50,3% ca uMany HETOHOCUMOCT HITH HEYCIEITHO JIeYeHHe C TIOHE e/IHa
npenxonda antu-TNFa tepamms, 9,6% ca nMann HEIOHOCHMOCT WJIM HEYCIICITHO JISYCHHE C
Begonusymad), 41,5% He ca nekyBaHU ¢ OMOIOTUYHO JeUeHHe, a 6,6% ca moay4yaBajiy Mpeau TOBa
OuosiornuHa Tepamnus U T € Ouna ycnemHa. Ha uzxonno HuBo 36,1% OT manueHTHTE ca IoIy4aBain
MepopaTHu KOpTHKOocTepouad, a 30,2% ca momydaBanu KOHBEHIIMOHATHA UMYHOMOYJIATOPH.

PesynTatuTte OT CbBMECTHUTE IBPBUYHU U OCHOBHUTE BTOPUYHU KpailHU TOUKH B CPAaBHEHUE C
miare6o mpu GALAXI 2 m GALAXI 3 ca npeacrasenu B Tabmumu 5 (Cenmuna 12) u 6

(Cenmuria 48). Pesyarature OT OCHOBHUTE BTOPUYHU KpailHH ToUKH HA Cenmuna 48 B cpaBHEHHE C
ycTeknHyMab ca npeacraBeHu B Tabumnu 7 u 8.

Taoauna 5: IIpoueHT NaMeHTH, MOCTUTHAIN ChbBMECTHUTE MbPBUYHH M OCHOBHUTE
BTOPUYHU KPATHU TOYKH 32 e(PMKACHOCT C IyceJIKyMal cnpsiMo mjianedo Ha
Ceamuua 12 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
nanedo I'ycenxyma0 Inauedo I'ycenxymad
% HHTPaBeHO3HA % HHTPaBEHO3HA
HHIYKIHA? HHAYKOHA
% %

CbBMeCTHH IIBPBUYHH Kpaifmn TOYKH 3a e(l)I/IKaCHOCT

Kiannmana pemucus® Ha Ceamumna 12

O6u1a nomynanus 22% (N=76) 47%" (N=289) 15% (N=72) 47%"(N=293)
HenexkyBanu ¢ 18% (N=34) 50% (N=121) 15% (N=27) 50% (N=123)
OMOJIOTHYHA TepaITus®

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

NPEIXOIHO JICYEHHUE C
OuosIornyHa Tepamnus’

Ennockoncko nosiausisane® na Ceqmuna 12

OO01a nomyJanusi 11% (N=76) 38%" (N=289) 14% (N=72) 36%" (N=293)
HesexyBan c 15% (N=34) | 51% (N=121) | 22% (N=27) | 41% (N=123)
OMOJIOrHYHA Teparnus®

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

MIPEIXOHO JIEYEHHE C
OMoJIOrM4Ha Tepamnus’

OCHOBHYM BTOPHYHH KPaiiHH TOYKH 32 ePUKACHOCT

PRO-2 pemucus® Ha Ceamumna 12

O6u1a nmonynanus 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)
OuosorMyHa Teparnus®

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

HPEIXOIHO JICUCHHUE C
OmMoJOrHMYHa Tepanus’

IloBausiBane Ha ymopaTa™ Ha Ceamuna 12

OO6u1a momynanus 29% (N=76) 45%' (N=289) 18% (N=72) 43%" (N=293)
HenexkyBanu ¢ 32% (N=34) 48% (N=121) 19% (N=27) 46% (N=123)
OmMoJoryYHa Tepanus®

Heycnenno 26% (N=39) 41% (N=150) 18% (N=39) 43% (N=150)

NPEIXOTHO JICYEHHUE C
OmMoJOrHMYHa Tepanus’

Ennockoncka pemucus® Ha Ceqmuna 12

O61ia momyamys | 1% (N=76) | 15%(N=289) | 8% (N=72) | 16% (N=293)
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MPEIXOTHO JICUCHHE C
OMOJIOTHYHA TepAITHsT

HenekyBanu c 3% (N=34) 22% (N=121) 19% (N=27) 25% (N=123)
OMOJIOTHYHA TepaIus®
Heycnemxo 0% (N=39) 9% (N=150) 0% (N=39) 9% (N=150)

I'ycenkymab 200 mg untpaBeHosHa uaaykuus Ha Cenmuna 0, Cenqmura 4 u Cenmuna 8 — B ta3u konoHa ca

o0eIMHEHN JBE TPYMH Ha JIEUEHHE C TycelkyMal, Thil KaTo MallMeHTHTE MOTy4yaBaT €Ha U ChIIa CXeMa Ha
HHTpaBeHO3HA HHAYKIWs npeau Cenvura 12.

Knunungnara pemucus ce onpeznens kato ckop CDAI < 150.

Gnokepu wiu Begonuzymat) npu Gonect aa Crohn.

ckop SES-CD < 2.

HHCBK | JIMIICA Ha BiomaBane Ha AP unmu SF B CpaBHEHHEC C U3XOJHOTO HUBO.

" p<0,05

Ennmockornckara pemucus ce onpenens kato ckop SES-CD < 2.
" p<0,001

Ormre 9 manueHTH B TpymaTa Ha uiarne6o u 38 manueHTH B rpymnara Ha rycenkymabd 200 mg uHTpaBeHO3HO ca

MOy YN TPOAXO/AHA OUOIOTHYHA Teparnusi U Ts € Ouia ycrelHa.

BkitrouBa HE3aJOBOJUTENICH OTTOBOP, 3aryba Ha OTTOBOP HJIM HEIOHOCHMOCT KbM Onosnorndna tepanws (TNF
EHoCKOTICKOTO MOBIUSIBaHE ce Opeess KaTto nogoopenue ¢ > 50% crpsiMo n3xoaHOTO HUBO Ha ckopa SES-CD i

PRO-2 pemucusi ce ompezens Kato cpeqeH qHeBeH ckop AP 1 win mo-HUCHK U cpeaeH nHeBeH ckop SF 3 umu no-

ToBIMsABAHETO HA YMOpATa CE ONpE/IeNst KaTo moaoopeHue ¢ > 7 Touk B kpatkus popmyisip PROMIS Fatigue 7a.

Ta6auna 6: [IpoueHT NanMeHTH, NOCTUTHAIYA OCHOBHUTE BTOPUYHHM KPAlHU TOYKH 32
eukacHocT ¢ rycejikymad cnpsimo mianedo Ha Ceamuna 48 B GALAXI 2 n

GALAXI 3
GALAXI 2 GALAXI 3
Inauedo I'ycenxkymad I'ycenkymad [naue6o | I'yceakymad I'ycenxymad
UHTpaBeHO3Ha | uHTpPaBeHo3Ha | (N=72) |uHTpaBeHO3HA | MHTPABEHO3HA
HHAYKIUA— HHAYKIUA— MHAYKIUA— MHAYKIUA—
100 mg q8w 200 mg g4w 100 mg q8w 200 mg q4w
NNOAKOKHa NNOAKOKHA NMOAKOKHA IMOAKOKHA
MHKEKIUA? HHKeKIue® HHKEKIHUA? HHKeKnus’®
Knununyna pemucus 6e3 koptukocrepouaun”® Ha Ceamuna 48°
O6wa 12% 45%° (N=143) 51%" 14% 44%" 48%"
nonynamust | (N=76) (N=146) (N=72) (N=143) (N=150)
Enpockoncko nopansaBane’ Ha Cenmuna 48¢
Obwa 7% 38 %" 38%*" 6% 33%" 36%"
nonynauus | (N=76) (N=143) (N=146) (N=72) (N=143) (N=150)

100 mg noaxoxHO 8W B MpoabDKEeHHE Ha 10 48 ceMuIiu.

200 mg moxoKHO (4W B MpoaBDKeHUE Ha 10 48 ceaMuUIy.

KopTHkKocTepouau Ha Cenmuria 48.

I'ycenkymab 200 mg unTpaBeHo3Ha naayknust Ha Cenmuna 0, Cenqmuna 4 u Cenmuna 8, mocneBana ot rycenkymat
I'ycenkymab 200 mg unTpaBeHo3Ha naayknus Ha Cenmuna 0, Cenqmuna 4 u Cenmuna 8, mocneBana ot rycenkymat

KrmuangnaaTa pemucus 6e3 kopTukoctepounu ce onpeaens kato ckop CDAI < 150 na Cenmua 48 u 6e3 ieueHne ¢

EHIoCcKOIICKOTO MOBIMHUSIBaHE ce ONpeaens KaTo mogodpenue ¢ > 50% crpsiMo n3XoaHOTO HIBO Ha ckopa SES-CD wmmn
ckop SES-CD <2.

p < 0,001

VYyacTHUIM, OTTOBAPSILIM HAa KDUTEPUUTE 32 HEJOCTAThYHO MoBiusBaHe Ha Ceamuna 12, ce CUUTAT 32 HEMOBJIHSIIU CE Ha
Ceamuria 48, He3aBHCHMO OT PaMOTO Ha JICUCHHE.
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Ta6uuua 7: IpoueHT NauHeHTH, MOCTUTHAJIY OCHOBHUTE BTOPHYHH KPAailHN TOYKH 32 e(PUKACHOCT €
rycejkymado cnpsimo ycreknuymad Ha Ceqvuna 48 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
Yereknnymad | I'ycenkymad | I'yceaxymad | Yerekunymad | I'yceaxymad | I'ycenkymad
6 mg/kg HHTPABEHO3HA | HHTPaBEeHO3HA 6 mg/kg HHTPABEHO3HA | HHTPaBEeHO3HA
HHTPABC€HO3HA | UHAYKUHUA — HHAYKIMA — | MHTPABE€HO3HA | HHAYKIUA — HHAYKIUA —
HHIYKIUSA — 100 mg 200 mg g4w | MHAYKOHSA — 100 mg 200 mg g4w
90 mg q8w q8w MOAKO0KHA 90 mg q8w qs8w MOAKO0KHA
NMOAKOKHA MMOAKOKHA I(IH)KeKIII/ISIB IMOAKOKHA NOAKOKHA l/IH)ReKIII/lﬂB
MHKEKIUA? HHKeKI U’ HHKEeKIHA? HHZKeKIUA®
Kaunnuna pemucust Ha Cenvuua 48 u engockoncko nopiausiane’ Ha Ceqmuna 48
O6ma 39% 42% 49% 28% 41%* 45%*
MOMyJIaIus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Ennockoncko nosiausisane” na Cegmuuna 48"
O01ma 42% 49% 56% 32% 47% 49%
MOy JTALHS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Engockoncka pemucusi® na Ceamuna 48
O01ma 20% 27% 24% 13% 24%" 19%
MOMYJIaIUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kannnuna pemucus™ na Cegmuna 48
O6ma 65% 64% 5% 61% 66% 66%
MOMYJIaIUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kannuuna pemucus 6e3 kopruxocrepouan’® Ha Ceamuna 48"
Oo6ma 61% 63% 71% 59% 64% 64%
TOITYJTAIINS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
[poabknTeaHa KJIMHHYHA pemucus” Ha Ceqmuna 48
O0ma 45% 46% 52% 39% 50% 49%
TMOTTYJTAINs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
PRO-2 pemucus® na Ceqvuna 48
O01ma 59% 60% 69% 53% 58% 56%
I INAIENNZE (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)

MPOBJKEHUE Ha JI0 48 CeIMUIIH.

MTOJTKOKHO 8W B MPOABIDKEHUE Ha 110 48 CeIMUIIH.

MTOJTKOKHO (J4W B IPOABIDKEHUE HA 110 48 ceaMuUIIH.

SES-CD<2.

koptukocteponan Ha Cenmuia 48.

Ennockornckara pemucus ce onpenens karo ckop SES-CD < 2.
Knuananara pemucus ce onpeznens kato ckop CDAI < 150.

Cenmuna 48 (naii-manko 8 ot 10 Bu3uTH), KouTo TpsiOBa 1a BKimousaT Cexmuia 48.

=

nurica Ha BromasaHe Ha AP i SF B cpaBHEHHE € U3XOIHOTO HUBO.

X p<0,05
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KOM6I/IHaL[I/I$[ OT KJIIMHUYHa PEMUCUA U €HJOCKOIICKO IMOBJIMABAHE, KAKTO Ca ONPEACIICHU 11O-10J1Y.

ITosmusBanero Ha Ceamuiia 48 e oLlEHSIBaHO HE3ABUCUMO OT KIIMHUYHOTO moBiausBane Ha Ceqmura 12

Verexkunymab 6 mg/kg unrpaBenosuna nnayknust Ha Cenqmuna 0, mocnenBana ot ycrekuaymad 90 Mg moakoxuo 8w B
I'ycenxyma6 200 mg naTpaBeHo3Ha nHAYKIHA Ha Ceamuna 0, Cenvuna 4 u Ceqmuna 8, mocneasana ot rycenkymad 100 mg

I'ycenxyma6 200 mg uaTpaBeHo3Ha nHAyKus Ha Ceamuna 0, Cenmuna 4 u Cenmuna 8, mocnensana ot rycenkymad 200 mg

EHITIOCKOTICKOTO MOBIUSIBAHE C€ OMpeaeis KaTo mogaodpenue ¢ > 50% crnpsiMo u3XxoaHOTO HUBO Ha ckopa SES-CD wnu ckop

Knuangnara pemucus 6e3 kopTukocteponan ce onpenens karo ckop CDAI < 150 na Cenmuna 48 u 6e3 neuenue ¢

[poabmxuTenHaTa KIMHUYHA pemucus ce onpeneis kato CDAI < 150 npu > 80% ot Bcnuku Buzntn Mexay Ceamuna 12 u

PRO-2 pemucus ce ompenens kato cpeaeH aHeBeH ckop AP 1wt mo-HUCHK U CpefieH THEBeH cKop SF 3 WiiH mo-HUCHK U




Ta6auna 8: [IpoeHT NanMeHTH, MOCTUTHAJM KPailHUTe TOYKH 32 e(pMKACHOCT C ryceIKymMad
cnpsiMo ycrekuHymMao Ha Cenmuna 48 B coopaute ganau ot GALAXI 2 n

GALAXI 3
Ycreknnymad I'yceaxkymad I'yceaxkyma0
6 mg/kg HHTPABEHO3HA HHTPaBeHO3HA

HHTPaBeHO3HA HHAYKIUS — HHAYKIUS —
HHAYKIHSA — 100 mg g8w 200 mg g4w

90 mg q8w MOJKOKHA HHIKEKIHA® | MOJKO0KHA HHIKEKIHA"

MOJKOKHA

MHKEeKIuA®

Kananyna pemucus Ha Ceavuna 48 u eHgocKoncko nopiausisane’ Ha Ceavuna 48

O6ma nomynarus

34% (N=291)

42% (N=286)

47% (N=296)

HenexyBanu ¢
OuonornyHa
Tepanus’”

43% (N=121)

51% (N=116)

55% (N=128)

Heycnemna
MpeIxoHa
OuoornyHa
Tepanus’

26% (N=156)

37% (N=153)

41% (N=147)

Enpockoncko nosiausiane™ ua Ceqmuna 48

OO6m1a momyIanus

37% (N=291)

48% (N=286)

53% (N=296)

Henexysanu ¢
OuonornuHa
Tepanus”

43% (N=121)

59% (N=116)

59% (N=128)

Heycnemna
npeaxoaHa
OuoornyHa
Tepanus’®

31% (N=156)

43% (N=153)

47% (N=147)

Enpockoncka pemucus® Ha Ceqmuna 48

O6u1a nomynanus

16% (N=291)

25% (N=286)

21% (N=296)

HenexyBanu ¢
OmonornyHa
Tepanus”

19% (N=121)

34% (N=116)

27% (N=128)

Heycnemna
Mpeaxo/IHa
OMOJOrnyHa
Tepanus’

13% (N=156)

21% (N=153)

14% (N=147)

Kaunnanuna pemucus” na Cegmuna 438

O06ma nomynanus

63% (N=291)

65% (N=286)

70% (N=296)

HenexyBanu ¢
OuosoruuHa
Tepanus’”

75% (N=121)

73% (N=116)

77% (N=128)

Heycnemna
peaxonHa
OounonornyHa
Tepanus’®

53% (N=156)

61% (N=153)

64% (N=147)
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Verekunymab 6 mg/kg narpaserosna uaaykius Ha Ceqmuna 0, mocnensana ot yerekuayma6 90 mg noaxoxHo q8w B
IPOABIDKEHUE Ha 10 48 ceIMULIN.

T'ycenxyma6 200 mg nnTpaBeno3na naaykiust Ha Ceaqmuna 0, Ceamuna 4 u Cenmuna 8, mocieaBaHa oT Tycenkymad
100 mg noxkoxkHO q8W B MPObIDKEHUE Ha 10 48 CeIMUIH.

T'ycenkyma6 200 mg unrpaBeno3na uaaykius Ha Ceamuna 0, Cenmuna 4 u Ceamuna 8, mocseaBaHa oT rycenkymad
200 mg moaxoxHO (4W B IpoABIDKeHHE Ha 10 48 ceaMuiu.

KoMOuHanus OT KIMHUYHA PEMHUCHS M €HIOCKOIICKO MOBIIMSABAHE, KAKTO Ca ONPEACICHH I10-10Ty.

A Oute 14 nanuenTy B rpynara Ha ycrekunymad, 21 nanuenTy B rpynara Ha rycenkymat 200 mg moakoxHso q4w u

17 nauenTn B rpynara Ha rycenkymMa6 100 mg moakoxHO G8W ca MmoTydHiIi Ipeay ToBa OHOJIOTHYHA TEpaIus 1 T4 €
Ouia ycremsa.

BxirouBa He3amoBOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MJIM HEMOHOCHMOCT KbM OnostorndHa tepamnus (TNF 6ioxepw,
Bemosm3ymab) mpu 6ostect ma Crohn.

EHIOCKOIICKOTO TTOBIHSBAHE ce OIpees KaTo noxoopenue ¢ > 50% cnpsamo n3xoqHoTo HUBO Ha ckopa SES-CD mmn
ckop SES-CD <2.

Ennockorckara peMucusi ce onpezens kato ckop SES-CD < 2.

Knunnynata pemucus ce onpeness karo ckop CDAI < 150.

B GALAXI 2 u GALAXI 3 epuxacHOCTTa M1 6€30MacCHOCTTA Ha TycenKymad ce ToKa3BaT
KOHCHCTEHTHO, HE3aBUCHMO OT BB3pacTTa, MOJIa, pacata U TeIeCHOTO TETJIO.

B 00600mieHus cyononynanuoHeH ananus B mpoyuBanusata GALAXI daza III nanuenTuTe ¢ BUCOKa
BB3MAINTEIHA AKTUBHOCT CJIE]] MPUKITIOYBAHE HA WHIYKIMOHHOTO MPUJIOKESHUE TOTydaBaT
JOIIBIIHUTENHA 110132 OT TycenakyMad 200 mg MoaKoKHO 4w B CpaBHEHHE C MOIBPIKAIIUTE CXEMH
cbe 100 mg nmonkoxxkHo q8w. HabmonaBana e KITMHUYHO 3HAYMMAa PasiiiKa MEXY JABETE T030BU
TPyIH Ha TyCeNKyMab MpH NMarueHTu cbe ctoiftHocTn Ha CRP > 5 mg/l cnen npukimouBane Ha
UH/YKIUSTA, 10 OTHOIIICHHE Ha KPalHHUTE TOYKH Ha KiIMHUYIHA pemucus Ha Cenmuiia 48 (100 mg
noakoxkHo q8w: 54,1% copsimo 200 mg moakoxkuo q4w: 71,0%), eHI0CKOTICKHUS OTTOBOP Ha
Cenmuria 48 (100 mg moakoxuo q8w: 36,5% crpsmo 200 mg moakoxuo q4w: 50,5%) u PRO-2
pemucusta Ha Ceamuna 48 (100 mg noakoxHo q8w: 51,8% cripsimo 200 mg moakoxHO q4w: 61,7%).

Knunuuna pemucus 6v6 epemeno

Cxkoposere CDAI ce orOens3Bar mpu Bcska BU3UTA Ha anneHTa. [IpoeHThT NalMeHT! B KIIMHNIHA
pemucus 1o Cenmurnia 48 e npeacraBeH Ha Durypa 2.
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®@urypa 2: IIpoueHT nanueHTH B KJIMHUYHA pemucus 10 Ceqvuina 48 B cGopHUTE TaHHU OT
GALAXI 2 u GALAXI 3
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Kauecmeo na sicusom, cevpsano cve 30pasemo

[To-ronmsimMo momoOpeHwe CpsMO U3XOAHOTO HUBO ce Habmromxaa Ha Ceamuma 12 B rpynuTe Ha
JIeUueHHeE C TycelIkyMal B CpaBHEHHE C I11a1e00 1Mo OTHOIICHHE Ha CIIEHU(PUYHOTO 32 BB3MATUTEIHUTE
3abossBanus Ha yepBara (IBD) kauecTBO Ha )KHMBOT, OIICHEHO upe3 o0mus ckop IBDQ. Te3u
nogoOpenus ce 3anaspat 10 Ceamuua 48 B 1BeTe MpoydIBaHusl.

GRAVITI

B npoyuBanero GRAVITI ¢a3za 11l ymepenara no texxka aktuBHa 6osect Ha Crohn ce onpenens kato
ckop CDAI > 220 u <450 u CD (SES-CD) > 6 (11 > 4 npu nayeHTy ¢ U30J1paHo 3a00isBaHe Ha
uieyma) u cpeneH gaeseH ckop SF > 4 wnm cpenen nueBeH ckop AP > 2.

B GRAVITI nauuenTHte ca panaoMu3upany B ceotHomienue 1:1:1 ga nomywasat rycenkyma6 400
mg noakoxHa nHAykius Ha Cenmuitu 0, 4 u 8, moceBaHa OT MO IbPKAIlA Teparus ¢ TycelIkyMao
100 mg q8w moakoxHo, Tycenkymad 400 mg moxkoxxkHa nHAyKiusa Ha Cenmunu 0, 4 1 8, mocnenBana
0T HoAIbpKalia Tepanus ¢ rycenkymad 200 mg g4w noakokHo, uin mianedo. Bcuukn nanueHTy B
rpyrnara Ha 1miane0o, KOUTO OTTOBapsT Ha KPUTEPUUTE 3a CIIACUTEIHA Tepanus, MoJlyyaBar
WHAYKIIMOHHA 71032 ¢ Tycenkymad 400 mg noakoxuo Ha Cenmuiiu 16, 20 u 24, nociensaHa ot
rycenkyma6 100 mg noaxoxHo q8w.

Onenenn ca o6mo 347 nanprentd. MeanaHnaTta Ha Bb3pacTTa Ha MAlUeHTUTE € 36 TOANHY (Inana3oH
ot 18 10 83 roxuun), 58,5% ot TAX ca MBKe, 66% ce onpenesaT karo oenoxoxu, 21,9% karto
azuariuu u 2,6% KaTo YEPHOKOXKHU.

B GRAVITI 46,4% ot narpieHTUTE MPEa TOBA Ca TOMYyYHIN HEYCIICITHO JICYCHHUE ¢ Hall-MaJIKo ¢IHa
Ouosornuna tepamnus, 46,4% He ca noiay4aBanyd OMOJOTHYHO JIeUeHue, a 7,2% ca moydaBaiv npeau
TOBa OMOJIOTHYHA Tepanus u TA € Owia ycremHa. Ha m3xomHo HuBO 29,7% OT nmalMeHTuTe ca
MTOJTy9aBaJIH IIEPOPATHU KOPTUKOCTEPOUTH, a 28,5% ca mosrydaBaii KOHBEHITHOHATHHI
UMYHOMOJTYJIaTOPH.
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Pesynrarurte OT ChBMECTHUTE IIBPBUYHN U OCHOBHUTE BTOPUYHH KpPAitHU TOYKH 33 €()UKACHOCT B

cpaBHenue ¢ wiane6o Ha Cenmuma 12 ca nmpencraseru B Ta0mmma 9.

Ta6mmnua 9: [IpoueHT NANIUEHTH, MOCTUTHAJHA CHbBMECTHHTE MbPBUYHH H OCHOBHHUTE
BTOPUYHU KPaWHU TOYKH 32 e(PMKACHOCT € ryceJIKymMad cnpsiMo mjianedo Ha

Ceamuua 12 8 GRAVITI

Ilnaneoo

I'yceaxymad 400 mg
MOAKOKHA HHIKeKIMA®

CbBMECTHH MbPBHYHH KPaiiHU TOYKH 32 eHKACHOCT

Kiaunnuna pemucusi® na Cenmuna 12

O06m1a momynanus

21% (N=117)

56%° (N=230)

HenexyBanu ¢ 6uonoruysa tepanust’

25% (N=56)

50% (N=105)

HeycnemHo npeaxoaHo neueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

60% (N=108)

Ennockoncko nosiausisane® Ha Cegmuna 12

O06ma norymarus

21% (N=117)

41%° (N=230)

HenexyBanu ¢ Onosiornyaa Tepamus’

27% (N=56)

49% (N=105)

Heycnenino npeaxomHo JeueHue ¢
OmoJIorMYHa Tepanus”

17% (N=53)

33% (N=108)

OCHOBHM BTOPMYHM KPAllHU TOYKH 32 eUKACHOCT

Kiaunuuno nosiausasane™ ua Cegmuna 12

OO611a momyanys

33% (N=117)

73%° (N=230)

HenexyBanu ¢ OnonoruyHa Tepamnus’

38% (N=56)

68% (N=105)

HeycnemHo npeaxoaHo ge4eHue ¢
OMoJIOTHYHA Tepanus’”

28% (N=53)

78% (N=108)

PRO-2 pemucust®* na Ceqmuna 12

O6m1a nonynanus

17% (N=117)

49%° (N=230)

HenexyBanu ¢ OMoIOrH4Ha Tepanus’

18% (N=56)

44% (N=105)

HeycnenrHo npeaxoaHo edeHue ¢

17% (N=53)

52% (N=108)

OMoJorMYHa Tepanus’”
I'ycenxkyma6 400 mg moakoxuo Ha Ceqmuria 0, Ceamuria 4 u Cenmurna 8

Knuangna pemucust: ckop CDAI < 150

®  p<0,001

Omre 8 manueHTH B Tpymara Ha ruiane6o u 17 manuenTH B rpymnara Ha rycenkymab 400 mg moako>kHO ca MOy IHiIHd
OHMOJIOTUYHA Tepalus U TS € OMjIa yCIenHa.

BxitiouBa HE3aJ0BOJUTENICH OTTOBOP, 3aryba Ha OTTOBOP MJIM HETIOHOCUMOCT KbM Onosornuna tepamnus (TNF
6okepu, Begonu3ymat) npu 6onect Ha Crohn.

Ennmockorncko nmosnusiBane: > 50% momoOpeHue cipsiMo U3X0JHOTO HUBO Ha ckopa SES-CD.

Knmanuno noenusasane: > 100 myHKTa HaMaleHue cripsiMo H3X0HOTO HUBO Ha ckopa CDAI nmu ckop CDAI < 150.

PRO-2 pemucus: cpenen nHeBeH ckop AP 1 uim mo-HHUCHK U cpelieH JHEeBeH ckop SF 3 wimm mo-HUCHK U JHIca Ha
priomaBane Ha AP wmm SF B cpaBHEHHE ¢ U3XOIHOTO HUBO.

Knunnuna pemucus va Ceamuna 24 ce mocTura npy 3Ha4uMO MO-TOJISIM IPOIIEHT OT MaIlMeHTHUTe,
JIeKyBaHH € TIOAKOXHA MHAYKIUS ¢ rycenkymad 400 mg, mocnensana ot rycenxkymad 100 mg
noakoxHo q8w mium 200 mg noaxoxHo q4w, B cpaBHeHHE ¢ 11anedo (cpotBeTHO 60,9% 1 58,3%
cipsimo 21,4%, neere p-ctoitHoct < 0,001). Kimmanyna pemucus Ha Cenmuna 48 ce moctura (ot 60%
1 66,1% OT marMeHTuTe, JCKyBaH! € TOJKOKHA MHIYKIHS ¢ Tycenkymad 400 mg, mocieaBana
CBHOTBETHO OT rycenkymad 100 mg nonkoxno q8w mim 200 mg nmoakoxHo g4w (1 JBETe P-CTOMHOCTH
< 0,001 B cpaBHEHHE C TUIAIIE00).

Enpockomncko nosnusisane Ha Ceaqmuua 48 ce noctura npu 44,3% u 51,3% oT namyeHTure, JeKyBaHU

C MOAKOXKHA MHAYKLUS ¢ Tycenkymad 400 mg, nmocienBana cbOTBETHO OT rycenkymad 100 mg
noikoxkHO q8w wim 200 mg noakoxHo q4w (u aBere p-croiHOcTH < (0,001 B cpaBHEeHUe ¢ T1ane6o).
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Kauecmso na sicusom, cevpsano cvce 30pasemo

B GRAVITI kIMHUYHO 3HAYUMO IT0J00peHHE ce HaO 0 1aBa 10 OTHOIICHHE Ha CIICHU(PUIHOTO 3a
BB3MAIUTETHUTE 3a00sBaHus Ha yepBata (IBD) kauecTBO Ha )KHMBOT, OIICHEHO Ype3 00U CKOp
IBDQ na Cenmuna 12 u Ceamuiia 24 B cpaBHEHUE ¢ TUIaIe00.

Henuatpuyna monynamus

EBpomeiickaTa areHIus 1o JiekapcTBaTa oTjara 3aJbDKEHHETO 3a IPEIOCTaBsIHE Ha Pe3yATaTUTE OT
NPOYYBaHUATA C TycenkyMal B e{Ha WX TIOBEYE MOATPYNHY Ha TIeIHaTPHYHATA TIOMYJIAIUs IPH
yirepo3eH Koaut u 6osect Ha Crohn (Bxk. Touka 4.2 3a uHGOpPMAIUs OTHOCHO yroTpeda B
NeNaTpUITa).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

AOGcopouus

Crnen eqHOKpaTHO TOAKOXKHO HHXekTupane Ha 100 mg Ha 37paBu nuia rycenkymad JOoCcTUra cpeaHa
(= SD) makcumainHa cepymna konteHTpanus (Cmax) 8,09 £ 3,68 pg/ml npubnusurento 5,5 nuu cnen
MIPUIIOKEHUETO. AOCOMIOTHATA OMOHATMYHOCT HA TYCENKYMal Cliell € THOKPATHO ITOAKOXKHO
ukektupane Ha 100 mg e oueHeHa Ha mpuOIU3UTEIHO 49% NpU 3ApaBU yYaCTHUIIH.

[Tpu manueHTH ¢ MIAKOB IICOPHA3KC CIIC]] TIOJIKOKHO MPHIIOKEHUE Ha TycesikyMad 100 mg Ha
Cenmunu 0 ¥ 4 1 HA BCEKU § CEIMHUILIHU CJIE TOBA CTAMOHAPHU CEPYMHU KOHLUEHTPALMH Ha
rycenkymab ce nmocrurar kbM Ceamuna 20 ciie moakoxHo npuioxenue Ha 100 mg rycenkymab Ha
Cenmunu 0 u 4 u ipe3 8 cenmuru cnex ToBa. Cpennute (+ SD) Half-HUCKH paBHOBECHH CEPYMHHU
KOHIICHTpAIIMH Ha TycelKyMal B JiBe mpoyuBanus ¢asa 11 npu nanueHTH ¢ miakoB ICoOpuasuc ca
1,15+ 0,73 pg/ml u 1,23 £ 0,84 pg/ml.

®dapMaKkOKHHETHKATa Ha TycelKyMal Npy MalUeHTH ¢ TICOPUATHYECH apTPUT € CXOJHA C Ta3H MpH
MaUeHTu ¢ ncopuasuc. Crel moIK0oXKHO npuiiokeHue Ha rycenkymad 100 mg va ceamunu 0, 4 1 Ha
BCEKH 8§ CEJIMHIIN CIIe]] TOBA CpPeJHATA Hali-HUCKA CEPYMHA KOHIICHTPAIIHS Ha TYCeTKyMal B
CTaIlMIOHAPHO CHCTOSIHUE CHIIO € MpuoOau3uTenHo 1,2 ug/ml. Cien moIkoKHO IPUIIOKESHHUE Ha
rycenkymad 100 mg Ha Bceku 4 ceIMMIIM, CpEHATA HAli-HUCKA CEpyMHA KOHIICHTpAIus Ha
ryceiakymab B CTal[HOHAPHO ChCTOSIHUE € MpHOIH3uTenHo 3,8 pg/ml.

dapMaKOKMHETHKATA HA TyceNKyMab € CXO/Ha MPH MalMeHTH C YIIepo3eH KouuT u 6osect Ha Crohn.
Crnen mpernopbrUnTEIHATA CXEMa Ha HHTPaBEHO3HA MHYKIMOHHA /1032 rycenkymad 200 mg Ha
Cemmuru 0, 4 u 8 cpeHaTa MaKCHMalTHA CEpYMHA KOHIIEHTpaIus Ha ryceinkymad Ha Ceqmunia 8 e
68,27 ug/ml mpu marmenTH ¢ ynuepose konut u 70,5 pg/ml mpu manuentn ¢ 6omect na Crohn.

Crnen mpemopbrYUTENHATA CXEMA C IMOAKOXKHA HHAYKIHOHHA 1032 400 mg rycenkymad Ha Cemmuru O,
4 u 8 ¢ U3UYHUCIIeHA CpeIHa MAaKCUMAaJIHA CepyMHA KOHIIeHTparus 27,7 [g/ml npu nanueHTH ¢ 6onectra
Ha Crohn. O6miara cucremua excrniosuius (AUC) cien npenopbhuyuTeIHaTa HHIYKIIMOHHA CXEMa €
CXOJIHA CJIe]| MOIKOKHA M MHTPABEHO3HA WHTYKIHS.

Crien moThpIKaIo JeUeHre ¢ TTOIKOXKHO MPpUIoXKeHue Ha rycenkymad 100 mg Ha Bceku § cenMuim

i rycenkymad 200 mg Ha Bceku 4 ceIMUIIH MTPH MAIMEHTH C YIIIIEPO3eH KOIHUT CPETHUTE CEPYMHHU
KOHIICHTpAIMK Ha TYCeTKyMald B CTAIIMOHAPHO ChCTOSIHUE Ca ChOTBETHO mpuOym3uTento 1,4 pg/ml u
10,7 pg/ml.

Criet MOAKOXHO TOUTHPIKAII0 TpUiIokeHrne Ha rycenkymad 100 mg Ha BCekH 8 CEIMUIN HITH
rycenkymab 200 mg Ha Bceku 4 ceIMUIIM ITPpH MarueHTy ¢ 0osiectTa Ha Crohn cpeHUTe CepyMHH

KOHIICHTPAI[MK Ha TyCeJIKyMal B CTAIIMOHAPHO ChCTOSHHUE ¢a ChOTBETHO NpuOn3uTenHo 1,2 pg/ml u
10,1 pg/ml.

Pasnpenenenue

Cpennust 00eM Ha pa3npeseeHue 1o BpeMe Ha TepMuHanHaTa ¢asa (V;) ciael eTHOKpaTHO
WHTPABEHO3HO MPHUJIOKEHHNE Ha 3paBH JIMIa Bapupa npudausutento ot 7 1o 10 | B npoyuBanusTa.
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BuorpancdhopMarusg

ToYHUAT IBT, IO KOWTO TYCENKyMal ce MeTabonu3upa He € onpeneneH. Karo yosemko IgG
mAb,04akBa ce rycenkymat Jia ce pasrpajiy 10 MAIKH NEeNTUAA 1 aMUHOKUCEITHHU Ype3
KaTaOOJUTHUTE MBTHUIIA IO CHIINS HAYMH KaTo eHgoreHHuTe IgG.

EnumMunupane

Cpennust cucreMer kiupbHe (CL) cnen efHOKpaTHO HHTPAaBEHO3HO MPHUIIOKEHUE HA 3APABH JIHMLA
Bapupa ot 0,288 1o 0,479 I/nen B npoyuBanusta. Cpeanust noiayxuBoT (T12) Ha Tycenkymab e
MPUOIM3UTETHO 17 THU TIPH 3ApaBH JUIA, M MPUOIM3UTEIHO 15 10 18 THU npH MAIMEeHTH C IIaKOB
MICOPHUA3UC B MPOYYBAHMATA U TPUOTU3UTENHO 17 IHU MPH NALMEHTH C YILEPO3EeH KOIUT WIH O0JIECT
Ha Crohn.

[TonynannonnuTte (hapMaKOKHHETUYIHN aHAM3W TIOKa3BaT, 4e chrbreTBamara ynorpedba na HCIIBC,
AZA, 6-MP, nepopanau koptrkoctepouan 1 csDMARD karo MTX He moenusiBa KIMpbHCA Ha

rycenkymao.

JIMHelHOCT/HETUHENHOCT

Cucremnara excrio3utus Ha rycenkyMab (Cmax 1 AUC) ce moBumaBa 1mo mpudIn3uTeTHO
MPOTOPLMOHANICH HA J103aTa HAYMH CJIE/] €AHOKPATHO MOAKOKHO WHXKEKTUPAHE B 103, BapUPAIH OT
10 mg no 300 mg mpu 31IpaBu JUIA WIK NAIUSHTH C TUIAKOB TIcoprazuc. CepyMHUTE KOHIEHTPAIIUU
Ha TycelKyMad ca MpuOIM3UTETHO MPOIIOPIIMOHATHY Ha /103aTa CJIe/l MHTPABCHO3HO MPUIIOKEHUE TIPU
HAKCHTH C YIIIEPO3eH KoauT win 6osect ua Crohn.

HCZII/IaTDI/I‘IHI/I MaluCHTH

dapMaKOKHHETHKATa Ha TycenKyMal Npy MeAnaTpUIHH MAHUCHTH HE € yCTaHOBEHA.

[TanuenTu B CTap4ycCKa Bb3pacT

He ca mpoBexxnanu cieruainy Mpoy4IBaHUS IIPH MAalMEHTH B cTapuecka Bb3pact. OT 1384 manueHT ¢
IUTAKOB IICOPHA3HC, C EKCIO3UIMS Ha TyceskyMal B KIMHUYHM npoyuBaHus (asa Il u BkiaroueHu B
NOITyJIAIIMOHHUS (PapMaKOKMHETHYEH aHanu3, 70 MaueHTy ca Ha Bb3pacT 65 Wiy noBeve roAnHH,
BIJTFOUHUTENTHO 4 TIAIMEHTH Ha BB3pacT 75 uiu nosedue roguau. OT 746 manyeHTy ¢ ICOPUaTHICH
apTpPHUT, C eKCIIO3UIIHA Ha TycelIkyMal B KIMHUYHM TpoyuBaHus (aza I1I, o6mo 38 manmenra ca Ha
BB3pacT 65 Wiu MoBeye roJMHN 1 HUTO €IUH NAlMeHT He € Ha Bb3pacT 75 win noseye roquau. Ot
859 manumeHTy ¢ yaepo3eH KOJHT, C eKCIO3UIHS Ha rycenkyMal B KIIMHUYHY npoyuBanus ¢aza 1I/111
Y BKJIIOYEHH B TTOMYJIAMOHHUS (hapMaKOKHHETHYCH aHaIi3, 00110 52 manueHTH ca Ha Bh3pacT 65
WIY TIOBEYE TOJMHM, a 9 MalMeHTH ca Ha Bb3pacT 75 win nosede roanHu. Ot 1 009 manuenTu ¢
6onect Ha Crohn, ¢ ekcro3unus Ha rycelikymal B KIMHUYHU poyuBanus ¢asa 11 u BkiaroueHu B
MOITyIAIIMOHHUS (PapMaKOKWHETHYEH aHan3, 0010 39 manueHT ca Ha Bb3pacT 65 uiu moseye
TOJMHY, a S NAllMEHTH ca Ha Bb3pacT 75 Wiv NOBeYe TOJUHH.

ITomrymanmonHUTe (hapMaAKOKHHETHIHY aHAJM3H MPHU TAIUSHTH ¢ TIAaKOB TICOPUA3HC, TICOPHATHYCH
apTpPHT, YIIIepo3eH KoauT u 6omect Ha Crohn He mokas3Bat o4eBHUAHK TpoMeHH Ha nzuucieHus CL/F
TIPH MAIUEHTH > 65-To/TUIIIHA BB3pacT B CPaBHEHUE C MAIUEHTH < 65-TOAMIITHA BB3paCT, KOETO
MOKa3Ba, 4€ He € He0OXOANMO KOPUTHPAHE Ha J103aTa MPH MalMeHTH B CTapUYeCcKa Bb3PacT.

IlanmenTu ¢ 6’B6DC‘IHO NI Ile'[)HO,Z['[)O6HO YBPCXKAAHC

He e npoeexxaaHo ciennduyHO NpoyyBaHe 3a onpeeisHe Ha ehekra Ha ObOPEUHO WM YSPHOAPOOHO
yBpeXIaHe BbpXy (papmMakoKHHETHKATa Ha rycenkymad. OyakBa ce ObO0peduHOTO eTUMUHIPAHE Ha
MHTaKTHUS rycenakyma0, [gG mAD, na 6b1e HECKO 1 OT MUHIMaTHO 3HayeHue. [lonoOHo, He ce
OYaKBa YEPHOAPOOHO YBPEXKIaHE J1a MOBJIHsE KIMPBHCA Ha Tycenkymad, Thit kato IgG mADS ce
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eTMMHUHHUPAT MIPEIUMHO Ype3 BbTPEKIIeThUeH KaTaboan3bpM. Bb3 0CHOBa Ha MOMYJIaIlHOHHHUTE
(bapMaKOKHHETHYHH aHAITN3HM KPEATHHUHOBHSIT KJIMPBHC MM YepHOAPOOHaTa PYHKIMS HE OKa3BaT
3HAYMMO BJIMSIHUC BBPXY KIUPBHCA HA TYCEIKYMao.

TemecHO TETNO

KnupbHCBT 1 00eMBT Ha pa3npeliesieHle Ha IycelIkyMal ce yBenn4aBar C MOBHIIABaHE Ha TEJIECHOTO
TErJ0, HO HAOJI0AaBaHUTE JaHHU OT KIIMHUYHU M3MINTBAHUS I1I0KA3BaT, Y€ HE € HEOOXOAMMO
KOPUTHPAHE Ha 103aTa B 3aBUCUMOCT OT TEJIECHOTO TETJIO.

5.3 TlpeakJIuHUYHYU TaHHH 32 0€30MACHOCT

HexnuanyHUTEe JaHHU HE MTOKa3BaT ocobeH PHUCK 3a XOpa Ha Oazara Ha KOHBCHIIMOHAJIHUTC
(bapMaKOJ'IOI‘I/I‘lHI/I MMpOoy4YBaHUA 3a 663OH3CHOCT, TOKCUYHOCT IIPpU MHOT'OKPATHO IIpUJIaraHe u
PETIPOAYKTHBHA TOKCUYHOCT M TOKCUYIHOCT 3a IIPEe- U MMOCTHATAJIHOTO Pa3BUTHUC.

B npoyuBaHus Ha TOKCHYHOCTTA TP MHOTOKPATHO MPUJIOKEHUE HA IBJTOOMAIIATH MaKaly
rycenkymab ce moHacs 00pe MpU UHTPABEHO3CH U MOJKOXKEH BT Ha npuiioxkenne. CeqMUIHO
MOJIKOKHO NpriIokeHne Ha 1o3a oT 50 mg/kg Ha maiimyHnu Boau 1o excriosuts (AUC), kosTo e Hail-
MaJiko 23 IbTH MO-BUCOKA OT MaKCHMaHATa KJIMHUYHA SKCIIO3UIIUs cliel 1o3a 200 Mg, npuiioskeHa
uHTpaBeHO3HO. OCBEH TOBA, 110 BpEME Ha MPOBEKIAHETO Ha MPOYYBAHUS HA TOKCHYHOCTTA IIPH
MHOTOKPATHO MPUIIOKEHHE UK MPH HACOYCHO MPOYYBAHE HA ChPICYHO-CHIOBUTE (HDapMaKOIOTUIHU
e(ekTH Ipu MaiiMyHHu cynomolgus He ce HaOJIoJaBaT HeXeJlaHa MMYHOTOKCUYHOCT WM ChPCUHO-
CHJI0BH eeKTH IpH PapMaKOIOTUIHUTE MPOYIBAHUS 38 OE30MACHOCT.

He ca mabnroaBany MpeHEOIUIACTUYHA TPOMEHH TP XUCTONATOIOTMYHUTE OIIEHKH Ha )KHUBOTHH,
TpeTupanu 10 24 cenMuly, Win ciea 12-cemMUYHus Iepruo] Ha Bb3CTAaHOBSIBAHE, 10 BpeMe Ha KONTO
aKTHBHOTO BEIIECTBO CE€ OTKPHBA B CEpPyMa.

He ca nmpoBexpaHu npoy4YBaHHs 32 MyTareHHOCT WJTH KaHIIEPOTEHHOCT ¢ TYCEIKyMao.
I'ycenkymab He ce OTKpHBa B KbpMaTa Ha MaliMyHH Cynomolgus npu u3MepBaHe Ha JieH 28 cien
paXIaHETO.

6. DAPMAIIEBTUYHU JAHHHU

6.1 Cnucbk HAa IOMOIIHHUTE BelIeCTBA

XHUCTUIVH

XHUCTUIMHOB MOHOXUAPOXIIOPUT MOHOXHUAPAT

[Mosnucop6ar 80 (E433)

3axapo3a

Bona 3a umxexinmmn

6.2 HecbBMecTHMOCTH

[pu nurica Ha poOyYBaHHS 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOIYKT He TPsiOBa Jia ce cMecBa C
JIPYTH JIEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha romHocT
2 TOJTMHH
6.4 ChnenuaJHM YCJI0BHS HA ChbXpaHeHHe

Ja ce cexpanssa B ximagmiauK (2°C — 8°C). [la He ce 3ampa3ssiba.
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[IpenBapuTenHo HabJTHEHATA CHPUHIIOBKA WITH MPEABAPUTEITHO HAITBJIHEHATA MTHCATKA TPAOBa /1a ce
ChXpaHsBaT B KAPTOHEHATa KyTHsI, 33 J]a ce TPEera3u OT CBETINHA.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTAa

Tremfya 200 mg MHKEKIIMOHEH PA3TBOD B MPEIBAPUTEIHO HANBJIHEHA COPUHIIOBKA

2 ml pa3TBOp B MpeNBaPUTEITHO HAITBJIHEHA CTHKJICHA CIIPHHIIOBKA ChC CTOMIEP OT OpOMOOYTHIIOBA
ryma, (PMKCUpaHa uria v Ipeana3uTes Ha UIiiaTa, MOHTHPAH! B aBTOMAaTHUYeH 00e30MmacuTes Ha
uriara.

Tremfya e HanuyeH B ONaKoBKa, ChbPIKAINA €THA TPEABAPUTEIHO HATBIHEHA CIIPUHIIOBKA U B
IPYIIOBH OIMAKOBKH, ChAbpKAIIH 2 (2 OMAKOBKH 10 1) MpeBapUTETHO HATBJIHEHH CIIPHHIIOBKH.

He Bcuuku BUIOBE OITAKOBKH MOTAT Ja 6T>I[aT ITyCHAaTU B Hpoz[a>I<6a.

Tremfya 200 Mg HEYKEKIIMOHEH PA3TBOP B MIPEIBAPUTENIHO HAITBJIHEHA [TUCAJIKA

2 ml pa3TBOp B PEIBAPUTEITHO HAITBIHEHA CTHKIIEHA CIIPHHIIOBKA ChC CTOTIEP OT OPOMOOYTHIIOBA
ryMa, MOHTHpaHa B IIPEABAPUTETHO HAITbJIHEHA MTUCAIKa C aBTOMATHYCH TPE/ITa3uTeN Ha UrjiaTa.
Tremfya e Hanu4eH B ONaKoBKa, ChABPIKAIIA €THA TIPSIBAPUTEIIHO HAITBIHEHA THCAJIKA U B TPYIIOBU
OIaKOBKH, Chbprkamy 2 (2 omakoBku 1o 1) npeIBapUTEIIHO HAITBIHEHH TTHCATIKH.

He Bcruky BUAOBE ONAKOBKY MOTaT a ObAaT MyCHATH B TIpoJax0a.
6.6 CrhenuajaHu NMpeana3Hu MEPKHU MPH U3XBHPJIsiHE U padoTa

Crnen n3BakJaHe Ha MpeABAPUTENIHO HAITbJIHEHATa CIPUHIIOBKA WM MPEABAPUTEIIHO HAITbIHEHATA
MmUcaljika OT XJIaJJUJIHUKA, 3aIPBIKTE 4 B KAPTOHCHATA KYTUA U 4 OCTAaBETC Aa JOCTUTHE craiiHa
TeMIeparypa, kato n3qdakare 30 MUHYTH npean nHxektupade Ha Tremfya. [IpenBapurenno
HaIlbJIHEHATa CIIPUHIIOBKA MJIM IPEIBApUTEIHO HalTbJIHEHATa MUCcajKa He TpsOBa Ja ce pasKialia.

IIpeau ynorpeba ce mpenopbuBa BU3yajeH Nperie]] Ha NPeIBapUTEeIIHO HAITbJIHEHATA CIIPUHLIOBKA
WIN TIPE/IBAPUTEIIHO HAIThJIHEHATA MUCcANIKa. Pa3TBopbT TpsaOBa na 6b1e OUCTBp, OE3LBETEH 110
CBETIIOKBIT, KATO MOXKE JIa ChIIbPrKa HAKOJIKO MaJIKK 0Ny Wik Mpo3pavyHy yacTuiy. Tremfya He
TpsiOBa J1a ce M3MO0JI3Ba, aKO Pa3TBOPHT € MBTECH MIIM C IPOMEHEH LBAT WIH ChIBPIKA TOJEMH YaCTHIIH.

Bcesika onakoBka ce MpeiocTaBs ¢ JIUCTOBKA ,, Y Ka3zaHus 3a yroTpeda‘, KOATO HAITbJIHO OIKMCBA
IMPUTOTBAHETO U MMPUJIIOKECHUCTO HA NIPCABAPUTCIIHO HAITbJIHECHATA CIIPUHIIOBKA WJI NIPEABAPUTCIIHO
HaITbJIHECHATA IIHCaJIKa.

Hewusnon3sanusr JICKAPCTBECH NPOAYKT WM OTHAABYHUTC MaTCpUaJId OT HETO TpHGBa ha CC U3XBBPJIAT
B CbOTBETCTBUE C MCCTHUTEC U3UCKBAaHUS.

7. MPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

Tremfya 200 Mg MHKEKIIMOHEH PA3TBOP B IPEABAPUTEIHO HAMBJIHEHA CIPUHIIOBKA

EU/1/17/1234/006 1 npenBapuTeIHO HAITBIHEHA CIIPUHIIOBKA
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EU/1/17/1234/007 2 tipenBapuTEIIHO HAITBIHEHH CIIPUHIIOBKH

Tremfya 200 mg MHKEKIIMOHEH PA3TBOD B IPEABAPUTEIHO HANBJIHEHA ITUCAJIKA

EU/1/17/1234/008 1 penBapuTelIHO HAITBIHEHA THCATIKA
EU/1/17/1234/009 2 tipenBapuTEIIHO HAITBIHEHH THCATIKH

9. JATA HA II'bPBO PASPEINIABAHE/IIOJTHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JaTta Ha mepBO pazpemanane: 10 Hoemspu 2017 1.

Jlata Ha nocneaHno noaHoBsaBaHe: 15 omm 2022 T.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

05/2025

[MonpoOHa uH(popMaIUs 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus o Jiekapceraata https://www.ema.europa.eu/
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Tremfya 200 mg koHIIeHTpaT 32 HHPY3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceeku ¢uakon chabpxa 200 mg rycenkymab (guselkumab) B 20 ml pazteop (10 mg/ml). Cnen
paspexnane Bceku ml cpabpika 0,8 mg rycenkymao.

I'ycenkymab e m31siio yoBemkyn uMyHor100ynuH G1 nam6aa (IgG1A) MOHOKIIOHAIHO AaHTUTSIIO
(mAb), momydeHo B KJIeTKH OT situHuIH Ha KuTaiicku xamcrep (CHO) upe3 pekomOmranTHa JJHK

TCXHOJIOT .

3a MBJIHUA CHUCHK Ha IMOMOIIHUTE BElleCTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Konnenrtpar 3a uH(Y3UOHEH pa3TBOP

Pa3TBOpBT € OUCTHp M OE31BETEH /IO CBETIOKBAT C IesieBo pH 5,8 u mpuOnm3nuTeneH ocMonapuTeT
302,7 mOsm/I.

4. KJIMHUYHU JAHHHN

4.1 TepaneBTHYHU MOKA3AHUS

Yanepo3eH KOJIUT

Tremfya € MMOKa3aH 3a JICYCHUC HAa Bb3PACTHU MMAIIUCHTH C YMCPCH 10 TCIXKBK AKTUBCH YJIIICPO3CH
KOJIMT, KOUTO HE Ca C€ NOBJIUAIIN JOCTATBYHO, BEYC HC CC MOBJIMABAT WJIU Ca IIPOABUIN HCIIOHOCUMOCT
KbM CTaHAapTHaTa Teparua Ujiin OMOJIOTHYHO JIEUCHHE.

Bosect Ha Crohn

Tremfya € IOKa3aH 3a JICHCHUC Ha Bb3PACTHU NAIMCHTH C YMEPCHA N0 TCKKAa aKTUBHA GoitecT Ha
CrOhn, KOUTO HE Ca CC MOBJIUAIN AOCTATHYHO, BEUC HE CC NMOBJIMABAT WJIN Ca MMPOABUIN HCIIOHOCUMOCT
KbM CTaHAdapTHaTa T€parua Uil KbM OMOJIOTUYHO JICUEHHUE.

4.2  Jlo3MpoBKA M HAYMH HA MPUJIOKEHHE

To3u JekapcTBEeH MPOAYKT € MpeAHa3HAYCH 3a yrnoTpeda 1Mo pPhKOBOACTBOTO M HAOIIOICHHETO Ha
JieKap C OMUT B TUATHOCTHIIUPAHETO U JICUSHUETO Ha 3a00JIIBAHUATA, 32 KOUTO € MOKa3aH.

I'ycenkymab 200 Mg koHIIEHTpAT 3a MHPY3MOHEH Pa3TBOP TPsAOBaA Jia Ce U3IOJI3Ba CaMO 3a
WHAYKLIUOHHA 103a.

2 !031/1[ )OBKa
Vﬂuepo3eH Koaum

[penopbuntennara naAyKIHoHHA 1032 € 200 mg, mpuiokeHa uype3 HHTPaBeHO3HA HHQY3HUs Ha
Cenmuna 0, Cenmuna 4 u Ceagmuna 8.

Cren mpuKITIOYBaHE HAa cXeMaTa C MHAYKIIMOHHATA /1032 MIPENOPhUNTETHATA MOIbpKAaIIa 1034,
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3anouBama Ha Ceqmura 16, e 100 mg, mpriarasa apes MOoAKOKHA WHKEKITHS Ha BCEKU 8 CEIMUITH
(q8w). ANTepHATHBHO MPH MAIMEHTH, KOUTO HE NIOKA3BaT JIOCTAThYHA TEPAIEBTUYHA [T0JI13a OT
WHAYKIIMOHHOTO JICUCHHE CIIOpPE KIMHUYHATA MPEICHKA, MOXKE JIa C€ OOMUCIH MO IbpKaIlla 103a OT
200 mg, npunaraHa upe3 MOJAKOXHA HHXKEKITUs, KaTo ce 3amoune ot Ceamuia 12 u cinex ToBa Ha
Beekd 4 cenmunu (q4w) (Bx. Touka 5.1). Buoweme KXII na Tremfya 100 mg unowcexyuonen pazmeop u
200 mg unorcexyuonen pasmeop.

HNMyHOMOIYTaTOpUTE /UM KOPTHKOCTEPOUANTE MOXKE J]a c€ TIPOABIDKAT 110 BpeMe Ha JISYEHUETO C
rycenkyma0. [Ipu manueHTH, KOUTO ca ce OBIHUSUIA OT JICYEHHETO C TYCEIKyMad, KOPTUKOCTEPOHIUTE
MO3K€ JIa C€ HaMaJISIT WK J1a C€ CIPaT B ChOTBETCTBUE ChC CTAHJAPTHOTO JICUCHHUE.

Tp;{6Ba Ja cc ooMucIn MpEeyCTaHOBABAHE HA JICYECHUETO IIPU MallUCHTHU, KOUTO HE Ca MMOKa3aJIl JaHHU
3a TCpari€BTUYHA I10J13a CJIC 24-CGI[MI/I‘1HO JICUCHUC.

Borecm na Crohn
[penopsuBa ce HAKOSI OT CIICTHATE JIBE WHAYKIIHOHHH JT03H:

o 200 mg, npunoxxenn ype3 uHTpaBeHo3Ha nHPYy3usa Ha Cenmuna 0, Cenvuna 4 u Cenmuna 8.
170071
. 400 mg, TpUIOKEHH Ype3 TMOAKONKHA HHKEKIHS (IIPUITOKEHH KATO JIBE TIOCIEA0BATEIHN

umwkeknun or 200 Mg Beska) Ha Cenmuria 0, Cenmuna 4 u Cenmunia 8. Buocme KXII na
Tremfya 200 mg unoicexyuonen pasmeop.

Crnen mpuUKIIOUBaHE HAa CXeMaTa ¢ MHAYKIIMOHHATa 1032 IpenopbhunuTeIHaTa MO AbprKaIla 1034,
3anoyBama Ha Ceaqmuua 16, e 100 mg, npuiarana ypes MOAKOKHA HHXKEKIHS Ha BCEKU 8 ceaMULU
(q8w). AntepHaTUBHO, ITPH MAIIMCHTH, KOUTO HE TIOKAa3BaT JOCTaThuHA TepAlleBTHYHA I10J13a OT
WHIYKIIMOHHOTO JICUeHHE CIope]] KITMHUYHATA MPEIeHKa, MOXe J]a € 0OMUCIN MOAIbPIKaIla 1032 OT
200 mg, npuiarana 4ype3 NoJKOXKHA HHXXEKLHUs, KaTo ce 3anouHe oT Cenmuua 12 u ciaex ToBa Ha
Bceku 4 ceqmuiy (q4w) (Bx. Touka 5.1). Buoweme KXII na Tremfya 100 mg unsicekyuonen pazmeop u
200 mg unorcexyuonen pasmeop.

HNmyHOMOTyIaTOpUTE W/WIIM KOPTUKOCTEPOUIUTE MOXKE Aa Ce MPOABIDKAT 110 BpEMe Ha JICUEHHETO C
rycenkyma0. [Ipu nanueHTy, KOUTo ca ce NOBIMSIIN OT JISYEHUETO C I'yCEeIKyMal, KOPTUKOCTEPOUAUTE

MOXXE J1a C€ HaMaJIAT WK Jia C€ CIIpaT B CbOTBETCTBUE CHC CTAHAAPTHOTO JICUCHUEC.

TpsOBa 1a ce OOMHUCITU MPEYCTAHOBSIBAHE HA JICUYSHUETO MPH MAIMEHTH, KOUTO HE ca MOKa3ald JAHHU
3a TepaneBTUYHA 1032 ciiell 24-CeIMUTHO JICUeHHE.

[IpomrycHara g03a

Axo e mpomycHara J103a, T Tpa0Ba 1a ObJie MPUIIoKeHa Bb3MOXKHO Half-ckopo. Criest ToBa
MPUIOKEHUETO TPsIOBa 1a ce Bb30OHOBH B PEJOBHOTO TUIAHUPAHO BpEME.

CrernuanHu Moy IaIHA

Cmapuecka 6v3pacm

He e HeoOX0 /MO KOpHUTHpaHe Ha J03aTa (BXK. Touka 5.2).

Wma orpannvena napopmanus 3a JULa Ha Bb3PAcT > 65 rOJMHU 1 MHOTO OrpaHrveHa nHpopMmanus 3a
NalMeHTH Ha Bb3pacT > 75 roanHu (BXK. Touka 5.2).

bvopeuno unu uepnodpobno yepescoane

Tremfya He e mpoyuBaH Mpu Te3M NOIyJaluy nanueHTy. [lo npuHIMI HE ce ouakBa Te3H
3a00JISIBaHNS J1a TIOBJIHSST 3HAYUTENHO (DapMaKOKMHETHKATa HA MOHOKJIOHATHUTE aHTUTEIIA U
KOPEKIIUH Ha J103aTa He Ce CUUTAT 332 HEOOXOAMMHU. 3a JOMBIHUTEHA HHPOPMAIIUS OTHOCHO
SJIMMUHHUPAHETO Ha TyCeIKyMad BHXKTE TOUKa 5.2.
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Ieouampuuna nonynayus
Bbe3zomnacHocTTa 1 eukacHocTTa Ha Tremfya npu zelia v FOHOIIM Ha Bb3pacT oA 18 roguHu He ca
ycTaHOBeHH. Jlurcpar qaHHu.

Hauue Ha npuitoxxkeHue

Tremfya 200 mg xoHIeHTpaT 3a HH(Y3UOHEH Pa3TBOP € MPEIHA3HAUCH CaMO 32 MHTPABEHO3HA
ynotpeba. Toit TpsiOBa na ce mpuiara B IpoIbDKEHIE Ha Hai-MaJIKo enH Yac. Beekn ¢urakoH e
npenHa3sHa4YeH caMo 3a eTHOKpaTHa ynoTpeOa. 3a yKa3aHuUs 32 pa3pexJaHe Ha JEKapCTBEHUS MPOILYKT
npeay MPUIOKEHNE BIKTE Touka 6.6.

4.3 IIporuBOomOKAa3aHUs

Cepro3Ha CBPBXUYBCTBUTEIHOCT KbM aKTUBHOTO BEIECTBO MM KbM HAKOE OT MTOMOIIHHUTE BEIECTRA,
n30poeHu B Touka 6.1.

KnuanyHo 3HaUMMK akTUBHH MH(OEKIMHU (HAIp. aKTUBHA TYOEpKyJ103a, BXK. Touka 4.4).

4.4 CneuuaJHu npeaynpe:kaeHus ¥ NpeanasHu MepKH NpH ynorpeda

[Ipocneaumoct

3a na ce moI00pH MPOCIEAUMOCTTa HAa OMOJIOTMYHUTE JICKAPCTBEHHU MPOJAYKTH, UMETO U TaPTUIHUSAT
HOMEDp Ha MpHJIaraHus MPOIYKT TPsOBa SCHO /1a Ce 3aIicBar.

HNndexnnn

I'ycenkymab Moke Ja MOBUINK pUCKa OT nH(eKnus. JIeueHneTo He TpsAOBa J1a ce 3arouBa npu
MAIMEHTH C KIIMHINYHO 3HAYMMa aKTHBHA UH(EKIINS 10 OT3ByYaBaHE HA MH(EKIUATA WIH JI0
aJIEKBaTHOTO U JICYEHUE.

HaLII/ICHTI/ITe, JICKYBaHH C FyCGJ’IKyMa6, TpH6Ba Ja €€ UHCTPYKTUPAT JAa ThbPCAT MCAUIIMHCKA ITOMOIIL
IIPpY Bb3HUKBAHC HA IMPU3HAIU WK CUMIITOMHA HAa KIIMHUYHO 3HAYMMa XpOHUYHA WIN OCTpa I/IH(i)eKI_II/IH.
Axo ManyeHT pa3BUEC KIIMHNYHO 3HaYMMa UM CEPHUO3HA I/IH(l)eKHI/IH WK HE CC IIOBJIMABA OT
CTaHJAapTHATa Tepanusd, NAllUCHTbT Tp${6Ba Ja ce MnpocijicisiBa BHUMATCIIHO U JICUCHUCTO Tpr6Ba Ja ce
MNPEyCTaHOBU N0 OT3BYYaBAHC Ha I/IH(I)eKLII/ISITa.

Orrenka 3a TyOepKyJ103a IPEean JIEYSHUETO

[Mpeau 3anouyBane Ha JIeYeHUE MAIMEHTUTE TPSAOBA a ce u3cneasar 3a TyoepkysnosHa (TB) nadexuus.
[MTanmenTHTe, NOMyYaBallly rycesikyMa0, TpssOBa /ia ce MpociieIsaBar 3a MPU3HALU U CHMIITOMH Ha
akTHBHa TB 1o Bpeme Ha JieueHneTo u cie Hero. [Ipyu manueHTuTe ¢ MUHajIa aHaMHe3a 3a JIATeHTHA
wi aktiBHA TB, py KOUTO HE MOXKeE J1a ce MOTBBP/N aJeKBATeH KypcC Ha JIeueHHe, TpsOBa J1a ce uMa
npeaBu aHTu- 1B Tepanus npeau 3aro4BaHe Ha JICYCHUE.

CBD’LXHVBCTBI/ITGHHOCT

Cp0oO11eHn ca CepHO3HH PEAKINH Ha CBPBXUYBCTBUTEITHOCT, BKIIFOUUTETHO aHA(DMITIaKCHS, TTPH
NOCTMApKETHHTOBH YCJIOBUS (BXK. Touka 4.8). Hsikon OT cepro3HuTe peakiyu Ha
CBPBHXUYYBCTBUTEITHOCT BH3HHKBAT HIKOJKO JHU CIIEJT JICYEHUETO C TYCEeIKYMa0, BKIFOUUTEITHO ClyJyan
C YPTHKapUs U IUCITHEsl. AKO HACTBHIIN CEPHO3HA PEAKINS Ha CBPBXUyBCTBUTEITHOCT, MIPHIIOKEHHUETO
Ha rycesikymMal TpsiOBa 1a ce npeycTaHOBH 1 He3a0aBHO /1a ce 3all0YHE NOAXOIIA TePaITHsl.
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IloBumieny HUBA HA ‘-ICDHOI[DOGHI/ITC TpaHCaMHHa3u

B knmuHUYHM TpOyYBaHUs [IPH ICOPUATHYECH apTPUT ce HaOIoJaBa yBeJInueH Opoii Ha CilydanuTe Ha
MOBHUIIEHU YepHOAPOOHN EH3UMH MPU MALMEHTH, JIEKYBaHH € TycelIKyMad 4w B CpaBHEHHE C
HAIUCHTH, JICKYBaHHU C Tycenkymad 8w wiu Ha miare6o (Bx. Touka 4.8).

Korato ce npeanucsa rycenkymad q4w npu copuaTudeH apTpuT, IPENopbyBa ce Ja ce MpaBH
OLICHKA Ha YEePHOAPOOHUTE CH3UMH Ha M3XOJHO HUBO H CIIE]l TOBA CIIOpE]] YCTAHOBEHOTO JICYEHHE Ha
manyeHTa. AKo ce HaOIroaaBaT IOBUIIICHH HUBA Ha allaHWH aMHHOTpancdepazaTa [ALAT] wim Ha
acmaptat amuHoTpaHcdepaszata [ASAT] u uma nmomo3peHus 3a 4epHOIPOOHO YBpEXKIaHE,
MHIYLIHPAHO OT JIEKapCTBOTO, JICUCHUETO TPsIOBa BPEMEHHO Jia e MPEKbCHE, OKATO Ta3H AUArHo3a He
0bJle M3KITF0YCHA.

UmyHuzanuu

[Ipenu 3amouBaHe Ha Tepamnusl, TPAOBA Aa Ce MOMUCIIH 32 U3BBPIIBAHE HA BCHYKH HOIXOISAIIN
MMYHH3allUM B COTBETCTBHE C aKTyaIHHsS MECTEH HMYHHU3allMOHEH KajieHaap. JKuBu BakCUHU He
TpsiOBa J1a ce mpuilaraT €JHOBPEMEHHO ITPH NALMEHTH, JIEKYBaHU ¢ T'ycenkyMad. Jluncsar nanHu
OTHOCHO OTI'OBOpa KbM JKUBH WM UHAKTUBUPAHU BAKCHHHU.

[Mpeau BakcMHHUpaHE C XKUBU BUPYCHHU I KUBH OaKTEPHATHU BAKCHHH JICYEHUETO TPsIOBa Ja ce cIipe
3a Ha-MaJIKo 12 ceaMMIIM el mocaeaHaTa 103a ¥ MOKe J1a ce MMOJHOBH Hal-MajKo 2 CEIMHUIIA CIICT
BakcuHHpaHeTo. [IpennucraiuTe ekapu TpsOBa Ja HaNpaBsT crpaBka ¢ KpaTkaTta xapakTepucTuka
Ha MMPOAYKTA HAa KOHKPETHATa BAaKCHHA 32 JIOMbJIHUTEIHA HH(QOpMAIH U YKa3aHUS OTHOCHO
CBHITBTCTBAIIA YIIOTpeda Ha IMYHOCYIIPECOPHH CPEICTBA CIIE]] BAKCHHUPAHETO.

IToMo1IHM BelecTBa ¢ U3BECTHO JEUCTBUE

Coappxanne Ha momucopbOar 80
To3u nekapcTBeH mpoaykT cbabpxka 10 mg monucopdar 80 (E433) BbB Beeku (hitakoH, KOUTO ca
exBuBajieHTHH Ha 0,5 mg/ml. [ToxucopbaruTe Morat ja MPUUYUHAT AICPIUYHU PEAKIHH.

CpabpKaHne Ha HATPUH
To3u JekapcTBeH MPOAYKT Chbpka mo-mManko ot 1 mmol narpuii (23 mg) Ha 103a, T.e. MOXe 1a ce
KaXke, 4e MPAKTUYECKU HA ChIbpIKa HATPHIA.

45 BzamMmopeiicTBHe ¢ IPYTrHU JeKAPCTBEHH MPOAYKTH M APYTrH (JopMH Ha B3auMo/eiicTBHe

Bsanmoneticteus cbc cyocrparu Ha CYP450

B enno mpoyuBane ¢aza | npu nanmeHTH ¢ yMepeH JI0 TeXKbK IJIaKOB TICOPUA3UC MPOMEHUTE B
cuctemHuTe excro3unu (Cmax 1 AUCinf) Ha Mumaszonam, S-BaphaprH, OMeInpasol, I1eKCTpoMeTopQan
1 Ko(heuH el eqMHMYHA /103a IyCelIkyMal He ca KIIMHUYHO 3HAYMMH, KOETO I10Ka3Ba, e
B3aUMOJICHCTBUS MEXy Tycenkymad u cyocrpatu Ha paznnuau CYP enzumu (CYP3A4, CYP2C9,
CYP2C19, CYP2D6 u CYP1A2) ca manko BepositTHU. He € HeoOxoquMo Kopurupasne Ha J03aTa,
KOTaTo TycelKyMab ce mpuiara eJHOBPEMEHHO cbe cyocTpatu Ha CYP450.

ExHoBpeMeHHa HMYHOCYIIPECHBHA Tepanust Wik hOTOTEPAIIHS

B npoyuBanus npu ricopriazuc 6€30macHOCTTa U e(hUKACHOCTTA Ha TYCeNKyMad B KOMOUHAIIUS C
MMYHOCYIIPECOPH, BKIIOYUTEITHO OUOJIOTUYHH MTPOAYKTH, HITH (OTOTEpanus He ca OIleHABaHU. B
NPOYYBaHUS MPU IICOPHATHYCH apTPHUT €HOBPEMEHHaTa ynoTpeda Ha MmetoTpekcatr (MTX) He
M3IIeXKa Ja MOBIHsBa Oe30MacHOCTTa WM €PUKACHOCTTA Ha TycesKymao.

B nipoyuBanus mpu yiiepo3eH KouuT u 6oect Ha Crohn exnoBpemenHara ynorpeba Ha

UMYHOMOJTYJIATOPH (Hamp. a3aTHonpuH [AZA]) Wiu KOPTUKOCTEPOUIN HE U3TIIEKIA Ja TIOBIHSIBA
Oe3omacHOCTTa MK €PUKACHOCTTA Ha Tycelikymao.
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4.6 @epTHIANTET, OPEMEHHOCT U KbpMeHe

KeHu ¢ geTepoaeH NOTCHIHAI

JKenu ¢ neTepoeH MOTEHITHAT TPSAOBA Aa U3MOJI3BAT €PEeKTHBHE METOAHM Ha KOHTPAIICTIIIHS 110 BpeMe
Ha JICUCHUE U B IPOBJDKEHUE HA Hal-Manko 12 ceAMUIIH Clie]] ICYCHUETO.

BpemenHoct

MMma orpaHudYeHH JaHHU OT yIoTpedaTa Ha rycenkymab npu OpeMeHHH skeHu. [IpoyuBaHusITa IPU
JKUBOTHH HE MOKa3BaT NMPEKU WM HENPEKH BPeTHU e(DEeKTH, CBhP3aHU ¢ OPEeMEHHOCTTA,
eMOPHOHATHOTO/(ETATHOTO Pa3BUTHE, PAKIAHETO HITH MOCTHATATHOTO pa3BuTHe (BXK. Touka 5.3).
Kato mpeanasHa msipka e 3a npeAnovyuTane aa ce n3dsarasa ynorpebdara Ha Tremfya mo Bpeme Ha
OpeMEeHHOCT.

Kospmene

He e m3BecTHO manm ryceiaxymal ce eKCKpeThpa B KbpMaTa. M3BecTHO e, ue qoBemkute IgGs ce
€KCKpeTHpaT B KbpMaTa Mpe3 IIbPBUTE HAKOJIKO JHH ciell PaKIAaHETO U CKOPO cJie]l TOBa HaMaJIaBaT
JI0 HUCKH KOHIICHTPAIINH; CJIEI0OBATEIHO, PUCKBT 338 KbPMAUETO Mpe3 TO3M MEPUo]] He MOXKe 1a Obje
n3kirodeH. TpsiOBa a ce B3eMe pelIeHue Jalli 1a ¢ce MPeKpaTH KbPMEHETO WK Jja He CE 3al04Ba
neuenne ¢ Tremfya, kaTo ce B3eMaT MpEeABH/I I0JI3aTa OT KbPMEHETO 3a JCTETO U MoJ3aTa OT
TepamnusTa 3a keHata. Bikte Touka 5.3 32 nH(pOpMAaLKsa OTHOCHO EKCKpElHsTa Ha rycelkyMal B
MJITKOTO Ha KUBOTHH (IIBJITOOITANIIATH MaKaIlHn).

DepTunurer

EdekTpT Ha rycenkymad BEpXy epTuimTeTa Ipu Xopa He € oueHeH. [IpoyuBaHusTa py >KUBOTHH HE
MOKa3BaT NPEKH WIIK HEMPEKH BpeIHU e(PeKTH, CBbP3aHu ¢ pepTuiureTa (BXK. Touka 5.3).

4.7 EdexTu BbpXy criocod0HOCTTA 3a modupaHe U padoTa ¢ MAIIUHA

Tremfya He MOBNIUsBA WK TIOBJIMSBA PEHEOPEKUMO CIIOCOOHOCTTA 32 mopupaHe U paboTa ¢
MaIIHHH.

4.8 Hexenanu JeKapcTBeHH peaKuu

O0600611eHMEe Ha podriia Ha OE30I1aCHOCT

Haii-uecrara He)xenaHa peakius € HHOEKIMY Ha TUxaTelIHuTe MbTUia (Iproin3uTenHo 8% ot
NAalMEeHTHUTE B IPOYUYBAHUATA C YILIEPO3EH KOJIUT, 11% OT maumeHTuTe B Npoy4BaHusTa ¢ 00JIecT Ha
Crohn u 15% oT manueHTuTe B KIMHUYHUTE MPOYUYBAHUS [IPU [ICOPHAZUC U TICOPHATPUYCH apTPHT).

O6uusT nmpodu Ha 6e30MacHOCT NP MAMEHTUTE, JeKyBaHu ¢ Tremfya, e cXoeH NpH MalueHTHTE C
NICOPHUA3HC, ICOPUATPUYCH apTPUT, YILEPO3eH KoiuT 1 Oosect Ha Crohn.

CuchbK Ha HE)KEJIAHUTE pPCaKnu B TabInueH BUJL

B Tabnuma 1 ca n30poeHu HeXeNaHuTe PeaKiui OT KIIMHUYHU TPOYYBaHU MPH IICOPHA3HLC,
[ICOPUATHYUCH apTPHT, YIIIEPO3eH KOIUT U OosiecT Ha Crohn, KakTo U HeXXEeTaHUTE PEaKIlvy,
CHOOIIEHN OT IOCTMAPKETUHIOBUS ONTUT. Hexkenanurte peakuuu ca KiacupUIUPaHu 110 CUCTEMO-
oprateH kiac Ha MedDRA u 1o yecToTa chIitacHO ciieiHaTa KOHBEHIHs: MHOTO dectu (> 1/10),
gectr (> 1/100 mo < 1/10), mewectu (> 1/1 000 mo < 1/100), peaxu (> 1/10 000 mo < 1/1 000), mHOTO
penku (< 1/10 000), ¢ Hen3BecTHA YecTOTa (OT HATMYHKUTE JAHHKA HE MOXe Ja ObJe HalpaBeHa
oueHka). [Ipu Bcsako rpynupane B 3aBUCUMOCT OT YECTOTATa, HEXKEJIAHUTE PEakLUK ca MPEeJCTaBEeHH B
HU3XOJISI PeJ 10 OTHOIIIEHHE Ha TSAXHATAa CEPUO3HOCT.
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Tabauna 1: CnucbhbK HA HEeXKeJAHUTE Peakiuu

CucTeM0-0OpraHeH KJjac YecToTa Heskenanm peakunu

WNudexumu n nHpectanmu MHoro gyectu Wndexnyu Ha AUXaTENHUTE THTUIIA
Heuectu Wudexnuu ¢ xeprec CUMILIEKC
Heuectn Hepmatodurosa
Heuectn T'acTpoeHTepUT

Hapymenust Ha uMyHHaTa Penku CBpBXUYYBCTBUTEITHOCT

cucreMa Penku Anadunaxcust

Hapymenus Ha HepBHaTa Yectu I'maBoGonme

cucreMa

CromamHo-4peBHU HapymeHus: | Yectu Huapus

Hapymienus Ha xoxara u Yectu O6puB

IIOAKO)KHATA THKaH Heuectn Yprukapus

Hapymenns Ha Yectn ApTtpanrus

MYCKYJIHO-CKEJIETHaTa CUCTEMA

U ChbeIMHUTEIHATA ThKaH

OO6mu HapymeHus u epexktd Ha | Hewectn Peakuus Ha MSICTOTO HAa UHXKEKTUPAHE

MSACTOTO Ha MPUJIOKEHUE

Uzcnensanus Yectn IloBunieHn HYUBa HA TPAHCAMUHA3UTE
Heuectn [TonwkeH Opoli Ha HeyTpodHIUTE

Onncanne Ha N30paHU HEXEIAHU PEAKIINU

Toguwenu nusa Ha mpancamunazume

[Ipe3 mnare6o-KOHTpOHpaHus IEPHO Ha ABEe KIMHUYHU poyuBaHus (asa Il mpu nmcopuatnueH
apTPUT HEXEJAHUTE PEaKIUU C TIOBUIICHU HUBA Ha TpaHCaMHUHa3uTe (BKIrouBamy nmosumeHa ALAT,
noBuiieHa ASAT, MOBUIIIEHU YepHOAPOOHU €H3UMH, TIOBUILIEHH TPaHCAMHUHA3H, OTKJIOHEHHS B
4epHOAPOOHUTE (DYHKITMOHAIHA MTOKA3aTeN, XUIepTPaHCAMIUHA3EMIsI) Ce ChOOIIaBaT Mo-4ecTo B
rpynure, JeKyBaHH ¢ rycenkymao (8,6% B rpynata ¢ noakoxHo npuiioxenue Ha 100 mg g4w u 8,3%
B IpyIiaTta ¢ moakoxHo npmioxenue Ha 100 mg q8w), oTkoakoTo B rpymnara Ha 1iamnebo (4,6%). 3a

1 ronuHa HeXxenaH! peakUuy ¢ MOBUIIEHU TPaHCAMHMHA3H (BX. I0-Tope) ce chodmasar npu 12,9% ot
MAUeHTHTE B rpynaTa Ha g4w u nipu 11,7% oT manueHTHTe B rpynarta Ha q8w.

Criopen 1abopaTOpHUTE OIIEHKU TOBeueTo NoBuIieHus Ha TpancamuHaszute (ALAT u ASAT) ca <3 X
ropHara rpanuna Ha Hopmara (ULN). VBennuenusta Ha TpancamMuHazute oT >3 1o <5 x ULNu>5
x ULN ca ¢ HUCKa 4ecToTa, KOTO IM0-4eCTO Bh3HUKBAT B IpyIlaTa Ha I'yCeIkKyMad q4w B CpaBHEHUE C
rpymnarta c rycenkymab q8w (Tabnumna 2). [TomoOHa decToTa 1Mo TeXECT U 10 rpyla Ha JIeUeHHe €
HaOJroaBaHa 0 Kpasi Ha 2-TOAMIIHOTO KIIMHUYHO NpoyyBaHe (aza 3 Ipu ncopruaTUueH apTpHT.

Ta6auna 2: YecToTa Ha cJIy4auTe HA MANMEHTH C MOBUIIEHN HUBA HA TPAHCAMUHA3UTE e[
HM3X0JHO HMBO B JiBe KJIMHUYHY npoyuBanus ¢aza I11 npu ncopuatuveH apTpur

Jlo Cenmuma 24° Jlo F'oguna 1°
IMnanc6o rycesikymad rycesnkymad ryceinkymad ryceynkymad
N—:??OB 100 mgg8w | 100 mggd4w | 100 mg q8w 100 mg g4w
- N=373" N=371" N=373" N=371"
ALAT
OLro=ix 30,0% 28,2% 35,0% 33,5% 41,2%
ro=x 1,4% 1,1% 2,7% 1,6% 4,6%
>5 x ULN 0,8% 0,8% 1,1% 1,1% 1,1%
ASAT
OLRo=ix 20,0% 18,8% 21,6% 22,8% 27,8%
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L>J3LHNO 5x 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

HJ'IaL[e60-KOHTpOJ'H/IpaH nepuong

TMalUueHTH, paHAOMHU3UPAHU HaA rmaue6o Ha U3XOJIHO HUBO U MPEMUHAIN CJIC]] TOBA KbM rycenKyMaﬁ, HC Ca
BKJIFOYBAHU.

Opoii manueHTH ¢ Hali-MaJIko eJHa OIIEHKA CJIET U3XOAHO HHUBO 32 KOHKPETHOTO JabOpPAaTOPHO U3CIEABAHE B
PaMKHUTE Ha II€pruoJa OT BpEME.

B xiMHHYHKTE NPOYYBaHUS MIPU IICOPHA3HUC, 3 €IHA FO/IMHA YeCTOTaTa Ha CIy4auTe Ha MIOBHIIIABaHE
Ha TpancamuHazuTe (ALAT u ASAT) 3a rycenkymab q8w e mogoOHa Ha HaOJIr0JaBaHaTa 3a
rycesikymMat q8w B KIMHHYHHUTE MPOYYBAHUSI TPH TICOPUATHICH apTPUT. 32 5 TOAWHH, YeCTOTaTa Ha
CJIy4auTe Ha MOBUIIIABaHE HA TPAHCAMUHA3HTE HE CE YBEIMYaBa C BCSKA TOAMHA MPH JICYCHHUE C
rycenkyma0. [ToBeduero moBuiieHus Ha TpancamuHasute ca < 3 X ULN.

B nmoreuero CJIy4au NOBHIIABAHETO HA TPaHCAMUHA3UTE € MMPEXOAHO U HC BOAU OO0 IMMPCYCTAHOBABAHE
Ha JICYCHHUCTO.

B c6opuu ximmanyHE ipoyuBanus ¢asa Il u ¢aza Il mpu 6onect Ha Crohn npe3 mrame6o-
KOHTpoJinpanus nHaykiuuoneH nepuon (Ceamuia 0-12) HexenaHu CbOUTHSI, CBbP3aHU C TIOBUIICHH
TpaHcaMuHasu (BkiarouBany nmosuiieHa ALT, noBumiena AST, moBuUIlIeHN YepHOAPOOHU SH3UMH,
MOBHIIIEHN TPAHCAMHUHA3HY U TIOBUIIIEHN YePHOPOOHN (YHKITMOHATHN TECTOBE), Ce ChOOIIaBaT T0-
YecTo B IPYIUTE, JIeKyBaHU ¢ Tycenkymad (1,7% oT mauueHTuTe), OTKOJIKOTO B IpyHara Ha manedo
(0,6% ot manmentute). B coopuu kimHMuHYN npoyuBanus ¢asa Il u ¢aza Il mpu 6omect Ha Crohn
Ipe3 OTYETHHS [IEPUOJ] OT MPUOIN3UTENTHO elHA FOANHA HEeXEJIaH! ChOUTHUS, CBBP3aHH C TIOBUILIECHH
TparcaMmuHa3H (BKarouBany nmosumieHa AL T, mosumena AST, moBuiieHn 9epHOAPOOHN €H3UMH,
TIOBHUIIIEHU TPaHCAMHUHA3H, HAapyllleHa YepHOAPOOHA (PYHKIUS U IOBUIICHH YePHOAPOOHH
(YHKIIMOHAIHU TECTOBE), ce ChoOIIaBat npu 3,4% OT NalMeHTUTE B TpynaTa Ha JICUCHHE C
rycenkyma6 200 mg noakoxHo q4w u 4,1% OoT manmMeHTUTe B rpynaTa Ha JICU€HHE C TyCesIKyMal
100 mg noaxoxHO q8W B cpaBHeHHe ¢ 2,4% B rpynara Ha mamneoo.

BB3 ocHOBa Ha TabOPaTOPHUTE OIIEHKH B COOpHUTE KIMHUYHY npoyuBanus (aza Il u daza 11 mpu
oonect Ha Crohn yectorara Ha moBuinaBane Ha ALT win AST e mo-HuCKa OT Ta3H, HAOII01aBaHa B
KIMHAYHUTE MTpoyuBanus ¢asa Il mpu ncopuaruyeH aptput. B cOOpHUTE KITMHUYHN TPOYYBaHUS
¢aza Il u daza Il npu 6onect Ha Crohn npe3 mnamnedo-kouTponupanus nepuos (Cenmuna 12) nmpu
MAIMEHTHUTE, JIEKyBaHH C Tycelkyma0, ce crobmraBar nopumenust Ha ALT (< 1% ot nmaruenture) u
AST (< 1% ot nmanmentute) > 3x ULN. B cOopuute kiamanuHM npoyuBanus ¢aza Il u ¢a3za 11l npu
oosect Ha Crohn nipe3 OTUETHHS IEPHO OT MPUOIUUTEIHO eHa rojuHa nmoBuineHus Ha ALT u/vnu
AST > 3x ULN ce cpo0mmaBat mpu 2,7% OT nauneHTUuTe B IpyliaTa Ha jJedeHue ¢ ryceaxkymad 200 mg
MOJKOXKHO q4w u 2,6% OT manyeHTUTe B rpynara Ha jieueHue ¢ rycenkymad 100 mg nmoakoxxHo q8w B
cpaBHeHue ¢ 1,9% B rpynata Ha miane6o. B moBedero cirydau MoBHIIABAHETO Ha TPAHCAMUHA3HUTE €
NPEXOAHO U HE BOJH JI0 PEKpAaTsABaHE Ha JICUCHHUETO.

THonuocen 6pou neympoghunu

[Mpe3 muiane6o-KOHTPONIMPaHUS EPUOJT Ha JBE KIMHWYHHU npoyuBanus ¢aza Il npu ncopuarnyen
apTPUT HEXEJAaHUTE PEaKIUH ¢ MOHMKEH Opoil HeyTpoQHiIHN ce choOIaBaT M0-4ecTo B B rpyIara,
nekyBaHa ¢ rycenkymabt (0,9%), oTkojkoTo B rpynata Ha miaie6o (0%). 3a 1 roavHa HeKelnaHu
peakiuu ¢ MOHMKeH Opoi HeyTpoduiu ce chobiasar npu 0,9% OT malueHTUTe, JISKYBaHH C
rycenkyma6. B moBeyero ciyuau noHmxaBaHeTo Oposi Ha HEYyTPO(UIUTE B KPBBTA € B JIEKa CTEIEH,
NPEXOAHO, HE € CBHP3aHO ¢ MH(EKUKs 1 HE BOAU 0 MPEKpaTsIBaHE HA JICUSHUETO.

Tacmpoenmepum

[Ipe3 mane6o-KOHTpOIMpaHus IEPHOA Ha JIBE KIMHUYHM NpoyuBanus ¢asa Il npu ncopuasuc
TacTPOCHTEPHUT HACTHIIBA MIO-YECTO B IpyTara, JieKyBaHa ¢ rycenkymao, (1,1%) oTkoakoTo B rpymnaTa
Ha mane6o (0,7%). o Cenmuma 264, 5,8% 0T BCHYKH MallueHTH, JIEKYBaHHU C TyCceIKymao,
chOOIIaBAT 3a racTpoeHTepUT. HexkenanuTe peakimy Ha raCTPOESHTEPHUT HE ca CEPUO3HU U HE BOZST
JI0 IpeycTaHoBsiBaHe Ha rycenkymad no Ceamuna 264. YecroraTta Ha ciay4anTe Ha TaCTPOSHTEPHT,
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HaOII0JaBaH Mpe3 Taneb0-KOHTPOINPAHUS IEPHO Ha TIPOYUYBAHUS MIPH IICOPUATHYEH apTPHT, €
CXOZIeH ¢ HaOII0AaBaHNTE B KIIMHUYHNATE TPOYUIBAHHS MTPH IICOPUA3HC.

Peaxyuu na mscmomo ma unsicexmupane

B nBe xnmmamaHM npoyusanus ¢aza 1l mpu ncopuasuc o Ceqmura 48, 0,7% OT HHKEKITUUTE C
rycenkymad u 0,3% ot WHXeKIuHTe C 1mIanedo ca CBbp3aHu C PEaKIlui Ha MSICTOTO HAa HHXKEKTHUPAHE.
Jo Cenmuna 264 0,4% 0T HHKEKIUHTE C TYCeKyMad ca CBbP3aHU C PEaKIUU Ha MACTOTO Ha
WHXXEKTUpaHe. PeakiuuTe Ha MACTOTO Ha WHXKEKTUPAHE KATO ISUTO ca JICKH JI0 YMEPEHH IO TEKECT;
HUTO €J]Ha HE € CEpHO3Ha H eJIHA € JIOBeJIa JI0 MPEyCTaHOBSBaHE Ha ryceskymao.

Jo Cenmuna 24 B e knuHUYHM TpoyuBanus ¢asa Il mpu ncopuatuuen aptput OposT Ha
NalMeHTHTE, CHOOIIMIN | MIIK ITOBEYe peaknuy Ha MSCTOTO HAa MHKEKTHUPaHE, € HUCHK M MAJIKO TI0-
BHUCOK B I'PYIIHTE Ha ryCelIKyMal, OTKOJIKOTO B rpymnara Ha mianebo — 5 (1,3%) manuenra B rpynara
Ha rycenkymab q8w, 4 (1,1%) nanmenra B rpynara Ha rycenkymab q4w u 1 (0,3%) maiueHr B
rpymnara Ha rmiane6o. Equn manuenT e npexpaTiit JIe4eHHeTOo ¢ TycenkyMad mopaan peaknus Ha
MSICTOTO Ha MHXKEKTHPAHE Ipe3 I1ane00-KOHTPOIMPAHUS NEPHOT Ha KIMHUYIHYU ITPOYYBAHUS TIPH
NICOpUaTHUeH apTpuT. 3a | roJrHa MPOLEHTHT Ha MAUCHTUTE, ChOOIIABAIIM | MK MOBEeYe Peakuu
Ha MSCTOTO Ha MHXKEKTUpane, € 1,6% u 2,4% cpoTBeTHO B rpynure Ha ryceakymad q8w u g4w. Kato
ISUT0 YeCTOTaTa Ha MHKEKIHHUTE, KOUTO Ca CBBP3aHH C PEAKIMH Ha MIACTOTO HA HH)KEKTHPAHE,
HaOJIroIaBaHy Mpe3 TIane00-KOHTPONIMPAHUS IEPHOJT Ha KIMHUYHHU MPOYYBAHUS NIPU IICOPUATHYCH
apTpPHUT, € CXOJICH C YecToTaTa, HabJIro1aBaHa B KIIMHUYHUTE TIPOYYBaHUS MIPH NICOPHUA3HC.

B KIMHUYHOTO MpOyYBaHE C MOIBPIKAIIO JICUSHHE MTPH yiiliepo3eH koauT dasa III no Cenmuria 44
MMPOUCHTHT HA MAIUCHTUTE, KOUTO C’LO6IlIaBaT 1 nim moBeue PCaKun Ha MACTOTO HAa MHXCKTUPAHC Ha
rycesnkymao, e 7,9% (2,5% ot nmxekunuTe) B rpynara Ha rycenkymad 200 mg moakoxxHo g4w
(rycenkymab 200 mg e npunarad kaTto ase nHxekiun ot 100 mg B KIIMHUYHOTO POYYIBaHE C
MOJUTBPIKAIIO JICYSHUE MPH yIIepo3eH koiut ¢asa 1) n HsiMa peakuu Ha MACTOTO Ha WHIKEKTHpaHE
B Tpynara Ha rycenkymad 100 mg noakoxuo q8w. [loBeueTo peakunu Ha MICTOTO HA HHKCKTHPAaHE
ca JICKH U HUTO €/IHA HE € CEPUO3HA.

B xnuanuHM npoyuBanus ¢aza Il u ¢aza Il npu 6onect Ha Crohn go Cenmuna 48 MpoleHTHT Ha
NalMeHTHUTE, KOUTO ChoOIaBar | niy noBede peakuy Ha MSICTOTO Ha MHXKEKTHpaHe Ha Iycellkymao,
e 4,1% (0,8% oT uHKeKUuUTe) B rpynaTa Ha JieueHHe, IoJlyyaBajia MHTPaBEHO3HA HHAYKLUS C
rycenkymab 200 mg, mociensana ot 200 mg moakoxHo g4w, u 1,4% (0,6% oT umKeKuuTe) OT
MAIMeHTUTE B rpylaTa Ha MHTPaBEeHO3HA MHAYKIHUS ¢ rycenkymad 200 mg, mocnensana ot 100 mg
noakoxHo q8w. KaTo 1saso peaknunre Ha MSCTOTO Ha HHXKEKTUpaHe ca Jieku. Huto eqHa He e
CEpUO3Ha.

B xomHnyHE ipoyuBanus ¢asa 1l mpu 6onect Ha Crohn no Ceamuia 48 mpoleHTHT Ha TIAIIMEHTHUTE,
KOHMTO ChOOMIaBar | MM moBeye peakiiuy Ha MSCTOTO Ha MHXKEKTHPaHe Ha rycenkymao, e 7% (1,3%
OT MHXXEKI[MUTE) B rpymaTa Ha JiedeHue, noiaydasaia 400 Mg noakoxHa UHIYKIIUS, [TOCIIEBaHA OT
200 mg moaxoxuo q4w, u 4,3% (0,7% OT HHKEKIIMUTE) OT MAIUCHTHUTE C TTOKOKHA HHIYKIIHS C
rycenkymab 400 mg, mociensana ot 100 mg noakoxxHo q8w. [loBedyeTo peakiny Ha MSCTOTO Ha
WHXEKTUpaHe ca Jieku. HuTo eHa He e cepro3Ha.

HUmyHnoeennocm
HNmyHOreHHOCTTA Ha TycenkyMal e OIeHsIBaHa ¢ YyBCTBUTEJICH UMYHEH TECT 3a IOHOCHMOCT KbM
JIEKapCTBOTO.

B c6opuuTe ananu3u BB ¢aza Il u daza Il npu nanmenTH ¢ icopuasuc u ¢ ncopuaTuyeH apTput 5%
(n=145) ot marreHTHTE, JEKYBAHH C TyCEIKYMa0, pa3BUBAT aHTHUTEIA CPEIILY JIEKAPCTBOTO J0

52 cenmunu ot neuerueto. [Ipubnusutento 8% (N=12) ot nanueHTUTE, pa3BUBAIIM AHTUTENA CPEIILY
JIEKapCTBOTO, UMAT aHTHUTENA, KIaCH(PHUIIMPaHH KaTO HEyTpAIH3UpaIn, KoeTo ce paBHsBa Ha 0,4% ot
BCUYKH TNAIMEHTH, JIEKYBaHH ¢ TycelakyMab. B cOopaute ananusu ¢asa Il mpu namuenTy ¢ copuasuc
npubau3uTenHo 15% ot manueHTuTe, JICKYBaHH ¢ TyCcelKyMal, pa3BUBAT aHTUTENA CPEIITY
JIEKapCcTBOTO A0 264 cenmuiiy ot siedeHunero. [pu npubiusutento 5% OT manueHTUTe, pa3Buiin
AHTUJICKAPCTBCHH aHTHUTE/a, aHTUTEIaTa ce KIIacu(QUIIUPAT KaTO HEYTPaIU3UpaIli, KOETO € PaBHO Ha
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0,76% OT BCcHYKYM NAIIMEHTH, JIEKyBaHH C TycelkyMad. AHTHTEaTa Cpelry JeKapCcTBOTO HE ca
CBBP3aHU C TI0-HUCKA e(UKACHOCT WM Pa3BUTHE HA PEAKIIMU Ha MSCTOTO HA HHXCKTHUPAHE.

B c6opuuTe ananusu BB ¢asa Il u daza Il npu nanmenTH ¢ ynuepo3eH KonuT npuonuzutenHo 12%
(n=58) ot marneHTHTE, JEKYBaHHU C TyceTKyMal B IPOABIDKEHHE HA MAKCUMYM 56 ceIMHUIIH, ca
pasBWIM aHTHICKapCTBeHU aHTuTena. OT NalMeHTHUTe, Pa3BUIN AHTUIEKAPCTBEHU aHTHUTEIA,
npubmm3uTenHo 16% (n=9) umaT aHTUTENa, KOUTO Ca KIaCU(DUIIMPAHU KaTO HEYTPaTU3UpaId, KOSTO
ce paBHsIBa Ha 2% OT BCUYKHU IALIUEHTH, JIEKYBaHH € T'ycelIKyMad. AHTHIIEKapCTBEHUTE aHTHUTENA He
ca CBbP3aHU C MO-HUCKA €(PUKACHOCT WM Pa3BUTHE HA PEaKLMH Ha MACTOTO HA MHKEKTHPaHE.

B 0600menute ananmsu ot ®aza Il u ®aza Il no Cenmuna 48 npu nauuentu ¢ 6onect Ha Crohn,
KOMTO ca JIEKyBaHU C MHTPABEHO3HA MHIYKIIMS, IIOCJIEABAaHA OT CXeMa C NOAKOXKHA MO IbpIKalla 1033,
npubnusutenHo 5% (n=30) oT manueHTuTe, JeKyBaHU C TyCEeIKyMal, ca pa3BHIIN aHTHIICKApCTBEHU
agTutena. OT MauueHTUTe, pa3BUIIM aHTHIICKAPCTBECHH aHTUTeNa, MPUOIM3UTEnHo 7% (n=2) ca uManu
aHTHUTENA, KIACU(HUIPAHHU KaTo HeyTpaIu3upaIly aHTUTeNa, KoeTo ce paBHsaBa Ha 0,3% ot
HalMEHTUTE, JEKYBaHH C rycenkymao.

[Tpu ananu3 BuB (aza Il no Ceamuna 48 npu nanueHTH ¢ 6oaect Ha Crohn, JiekyBaHH ¢ TIOJIKOKHA
MHIYKIHA, TIOCJIEIBaHA OT CXeMa C MOAKOXHA NOANbpKaIIa 1033, mpuoin3nutenHo 9% (n=24) ot
NalUEHTHTE, JEKYBaHH C rycenKyMa0, ca pa3BUIM aHTWIEKapCTBEHH aHTHTeNna. OT Te3u MalueHTH
13% (n=3) ca umanu aHTUTeNa, KIacu(UIMPAHN KaTO HEYyTPATU3UPAIX aHTHUTENa, KOETO CE PaBHSIBA
Ha 1% OT malnueHTHTe, JIEKYBaHH C TycelKyMad. AHTUIIEKapPCTBEHUTE aHTHTENA HE ca CBbP3aHU C T0-
HHUCKa e()UKACHOCT WM Pa3BUTHE HA PEAKLUH Ha MACTOTO Ha HH)KEKTHUPAHE.

Cro01aBane Ha MOJI03MPAHN HEXKEJIAaHH PEaAKIIUH

Cpo0ImaBaHeTo Ha MOIO3MPaHK HEKEJIaHU PEaKLUH CIIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHUS
HPOAYKT € BaykHO. ToBa 1o3BosisABa Aa NPOIB/DKH HAOIIOACHUETO Ha ChOTHOLICHUETO 0JI3a/PHUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIICIIUAIICTH CE U3MCKBA Jia ChOOIIaBaT BCSIKA
NO/I03MpaHa HeXXeJIaHa PeaKlys uype3 Hal[MOHaIHAaTa CUCTeMa 3a ChOOIIaBaHe B!

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiit: www.bda.bg

4.9 TIlpemo3upane

B xMHWYHM npoyYBaHUA ca MpUIaraHd HHTPABEHO3HU /103U rycenkymad o 1 200 mg, kakto u
HOJIKOXHH 71031 10 400 mg ¢ eIHOKPATHO MPUIIOKEHHE, 0e3 JO30IMMUTHpAILA TOKCUYHOCT. B ciyyaii
Ha Tpe03MpaHe MAMEHTHT TPSAOBA [a ce MpOoCie/IsBa 3a MPU3HAIM WK CAMITOMH Ha HEXEJIaHU
peakiiy 1 He3abaBHO TPsAOBa J1a Ce MPUIIOKH MOAXOASAIIO CUMIITOMATHYHO JICUCHHUE.

5. ®APMAKOJIOTTYHU CBOMCTBA

51 dapmakoaMHAMMYHU CBOiicTBa

dapmakorepanepTuuHa rpyna: Umynocynpecopu, Maxuburopu Ha untepieBkunute; ATC ko
LO4AC16.

MexaHu3bM Ha JIENCTBUE

I'ycenkymab e yoBemko IgG 1A MOHOKIIOHATHO aHTHUTSIIO (MAD), KOeTo ce CBbp3Ba CENEKTHUBHO C
nporenHa uutepieBkud 23 (IL-23) ¢ Bucoka crieruuuHOCT 1 ahHUHUTET Ype3 MACTOTO HA CBbP3BAHE
Ha anTureHa. |1L-23 e MUTOKHH, KOWTO y9acTBa BB BB3IMAJECHUETO U UMYHHUS OTTOBOp. Upe3
Onmoxupane Ha cBbp3BaHeTo Ha IL-23 ¢ HeroBus peuentop, ryceiaxkymad naxudbupa IL-23-3aBucumara
KJIEThYHA CUTHAIM3aLMUs U 0CBOOOKAaBaHETO HA MPOUH(IAMATOPHU LIUTOKUHH.
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Hugara na IL-23 ca moBuieHu B Ko)KaTa Ha MAIMEHTH C IUIAKOB ITcopras3uc. Ilpu mamuenTy ¢
yIepo3eH KonuT uin 6omect Ha Crohn aueara Ha IL-23 ca moBumieny B ThKaHTa Ha 1e6ETIOTO YEPBO.
ITpwm in vitro Mozenu ce ycTaHOBsIBa, Ye ryceiakymad nHxuOupa OnoaktuBHocTTa Ha 1L-23 upes
OnokupaHe Ha B3aUMOJeHCTBHETO ¢ penentopa IL-23 Ha kineTbuyHaTa MOBBPXHOCT, KATO TaKa
NPEeKhCBA CUTHAIM3UPAHETO, aKTUBUPAHETO U KacKaara Ha MUTOKUHKTE, Meauupanu ot 1L-23.
I'ycenkymab okasBa KIMHUYHY e(EKTH BHPXY TUIAKOBHS TICOPUA3UC, ICOPHATHYHHS APTPHT,
yIepo3Hus Koaut win 6osxectra Ha Crohn mocpenctBoMm OoKMpaHe Ha MbTs HAa HUTOKMHA [L-23.

JlokazaHo e, e MUeJIOUTHUTE KIETKH, eKcrpecupainy Fe-rama perenitop 1 (CD64), ca mpeo0iramasant
n3TouHKK Ha [L-23 BBB Bb3maneHata ThKaH MPH IICOPHA3UC, YIIEpPO3eH KoiuT u 6osxect Ha Crohn.
['ycenkymab e mokasain in vitro 6iokupane Ha IL-23 u cBbp3Bane ¢ CD64. Te3u pe3ynTati mokassar,
ye rycesikymMal € B CbCTOsIHUE Aa HeyTpanu3upa 1L-23 B KiIeThbuHUs H3TOYHHK HA BB3MAICHUETO.

dapmakoaguHAMUYHU €DEKTU

B enno npoyusane ¢a3a I nedenunero ¢ rycenkyMmad Boau 10 HaMaleHa eKCIIPECHs Ha TEHUTE Ha TS
IL-23/Th17 u Ha npodunuTe Ha eKCpecust Ha TeHUTE, CBBP3aHH C IICOPHA3HC, KOETO € JJOKa3aHO Ype3
ananu3u Ha MPHK, nonydena ot 6uoncuu Ha KOKHUTE JIE3UH Ha MALMEHTH € IUIAKOB NICOPUA3UC Ha
Cenmuria 12 B cpaBHEHHE C U3XOIHOTO HUBO. B chiioTo mpoyuBane ¢asa [ redenuero c ryceinxkymad
BOJIM 110 NOJOOpPEHUE Ha XUCTOJIOTMYHUTE TT0Ka3aTenu Ha ncopuasuc Ha Ceaqmuna 12, BKIIOUMTETHO
HaMaJIeHHe Ha Je0e/IMHaTa Ha eNuiepMuUca 1 Ha INTbTHOCTTA Ha T-kietkute. OCBEH ToBa ca
HaOII0JaBaHM MMOHIDKEHU cepyMHHU HuBa Ha [L-17A, IL-17F u IL-22 B cpaBHeHUe ¢ TuTanie6o npu
MaIMeHTH, JIEKyBaHU C Tycelkymad B mpoyusanusTa ¢aza Il u ¢a3za Il npu mnakos ncopuasuc. Tezu
pe3yJITaTH ChbOTBETCTBAT Ha KIIMHMYHATA [0J13a, HAOII0JaBaHa [Py JICUCHUE Ha [UIAKOB TICOPHA3UC C
rycenkymao.

B npoyuBanus ¢aza Il mpu nauueHTH ¢ ncopuaTuueH apTpUT CEPyMHHUTE HUBA Ha OCTPO(a3oBUTE
nporenHn C-peakTUBEH NpOTenH, cepymeH amminon A u IL-6 u epexkropuute nuroknan Ha Th17 IL-
17A, IL-17F u IL-22 ca noBumieHn Ha U3XOAHO HUBO. [ 'ycenkymal moHM»KaBa HABaTa HA TE3U
MPOTEMHH B PAMKUTE Ha 4 CEIMHIIM CJIe]] 3al04BaHe Ha JieueHneTo. [ 'ycenkymal moHmxkasa
JIOTTBITHUTETHO HUBATa Ha Te3u nmpoTenHu 1o Ceamunia 24 B CpaBHEHUE C U3XOIHOTO HUBO, KAKTO U C
mwiane0o.

[Tpu manueHTy ¢ yiepo3eH KouuT uiu oosect Ha Crohn sedenueTo ¢ rycenkymad BoIu 10
MOHM)KaBaHE Ha BB3NAIUTEHUTE MapKepu, BKitountesiHo C-peaktuaus nporend (CRP) n dpexanuus
KaJIMPOTEKTHH, Npe3 nHAyKuroHHata Cenmuna 12, KoeTo ce 3amasBa U ciefl eHa roArHa
nobpakaio JeueHue. Husarta Ha cepymuanre npotennu IL-17A, IL-22 u [FNy HamansBar ome Ha
Cenmuiia 4 1 mpob/DKaBar JAa Hamansear 10 Ceamuna 12 ot unaaykiusaTa. ['ycelkyma0 cbIio Taka
HamansBa HuBata Ha PHK Ha IL-17A, IL-22 u I[FNy npu Guonicus oT iMraBuiara Ha J1e0e10To 4epBo
npe3 Cenmunia 12.

Kinnanuna edrkacHOCT M 0€30aCHOCT

Yﬂuepoaeu Koaum

EduxacHoctTa 1 6e30macHOCTTa Ha IycelIKyMa0 ca OLEHEHH B JBE MHOTOLIEHTPOBH, PaHAOMHU3UPAHH,
JIBOMHO-CJICIIH, I1J1a1e00-KOHTpoupanu npoyusanus dasa Il (mpoydpane ¢ HHIYKIIMOHHO JICYCHUE
QUASAR u npoyusasne ¢ nogabpsxao jieaeane QUASAR) npu BB3pacTHU NAITUSHTH ¢ YMEPEH 10
TEXbK aKTHBEH YJILIEPO3€H KOJIUT, KOUTO UMAT HE3a10BOJIUTENIEH OTTOBOP, 3aryda Ha OTTOBOP WIIN
HEMMOHOCHMOCT KBM JICUCHHE C KOPTUKOCTEPOH TN, KOHBEHIIMOHATHA UMyHOMOTy1atopu (AZA, 6-
MP), 6uonoruuna tepanust (TNF 6nokepu, Benonu3ymad) u/min HHXHOUTOP Ha Janus KnHa3aTa
(JAK). OcBeH ToBa epukacHOCTTa 1 O€30IaCHOCTTA Ha I'yCeNKyMal ca OLEHEHU B PAaHIOMHU3UPAHO,
JIBOWHO CIIATIO, TIane00-KOHTpoaupaHo npoyusaHe daza IIb 3a onpexensHe Ha MHAYKIIMOHHATA 1032
(mpoyuBaHe 3a omnpezieNsaHe HA Auama3oHa Ha nHAykKnronHata no3a QUASAR), B koeTo e BKiIroueHa
TMOITyJTallKs MAIMEeHTH C YIIIEPO3eH KOJIUT, M0100HA Ha Ta3H B MIPOYUYBAHETO C HHAYKIIHOHHO
npunoxenue ¢asa lll.
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AKTHBHOCTTa Ha 3a00JIIBaHETO € OLIEHEHa upe3 Momuduuupanus ckop mo Mayo (mMS),
3-kommonenTeH ckop mo Mayo (0-9), koiiTo ce ChCTOH OT CyMaTa Ha ciaeaHuTe moackopose (ot 0 1o 3
3a BCEKH IMMOJICKOP): uecToTa Ha nedekanus (SFS), pexranno kepBere (RBS) n Haxoaxu oT LeHTpasHo
npernenana eaaockonus (ES). YMepeHusT 10 TeXbK aKTHBEH YJIIEPO3eH KOJHT ce AehuHIpa KaTo
MMS mexny 5Su 9, RBS > 1 u ES 2 (nebmHunpana kaTo u3paseH epureM, JIUICA Ha ChI0B PUCYHBK,
panuMocT u/miu epo3un) win ES 3 (neduHnpana kaTo CIOHTAHHO KbPBEHE H YJIIICPAIIHS).

Hunoyxyuonno npoyusane: QUASAR IS

B unnyknuonnoro npoyusane QUASAR IS nmanuenTure ca paHaoMU3HpaHH B ChOTHOIIICHUE 3:2 32
noJryyaBaHe Ha rycesnikymad 200 mg wiu mare0o upe3 uHTpaBeHo3Ha nHQy3us npe3 Ceamuna 0,
Cenmuria 4 u Cenmuna 8. Ouenenu ca o6mio 701 narmentu. Ha n3xomHo HuBo Meauanara Ha mMS e
7, kato 35,5% OoT manueHTUTe MMaT U3X0qHa CTOMHOCT Ha MMS ot 5 10 6, 64,5% - o1 7 10 9, a 67,9%
OT MAaIUCHTUTE UMAT U3X0{HAa CTOMHOCT Ha ES 3. Menuanara Ha Bb3pactta ¢ 39 rogunu (quamnasoH ot
18 1o 79 ronunm), 43,1% ca xxenu, a 72,5% ce onpenensaT KaTto NpeiIcTaBUTeNN Ha Osutata paca,
21,4% xaro azmaruu ¥ 1% KaTo 4epHOKOXKH.

Ha BxitoueHHTE NMAMEHTH CE pa3pellaBa Jia H3M0JI3BaT YCTAHOBEHH JI03H MEPOpaTHU
amuHocamuumnatia, MTX, 6-MP, AZA w/unu nepopannu koprukocrepounu. Ha m3xonno auso 72,5%
OT IaLMEHTUTE MOy4yaBaT aMuHocanuuuinary, 20,8% oT nauneHTuTe Mojy4yaBaT UIMyHOMOAYJIATOPH
(MTX, 6-MP unu AZA), a 43,1% oT nanueHTuTe Nojy4aBatr KopTukoctepounu. He ca paspemienu
CBITBTCTBAIIY OMOJIOTHYHH Tepanuy Wi naxuoutopu Ha JAK.

[Tpu 06110 49,1% OT MalMeHTUTE TIOHE e1HA OMOJIOTMYHA TEPaITUs U/WIH JICICHUE C HHXUOUTOP Ha
JAK mipenu ToBa ca Ounm Heycnentaun. OT Te3u naruenta 87,5%, 54,1% u 18% npenu ToBa ca uManu
HeycnenHo JeueHue cboTBeTHO ¢ TNF Onokep, Benonusymad win uaxuburop Ha JAK, a 47,4% ca
JIEKyBaHH HEYCIEILIHO C 2 WIX HoBeYe OT Te3u Tepanuu. O6mo 48,4% OT manueHTuTe He ca JEKyBaHH
¢ Ounonornyna Tepanus 1 naxuouTop Ha JAK, a 2,6% ca nomydaBaiu npenu ToBa, HO He ca ce
TIOBJIMSUTH OT OMOJIOTHYHA Tepanust nin HHxuouTop Ha JAK.

[TepBUUHaTa KpaliHa TOUKa € KIMHAYHA peMUCHs, onpeneneHa upe3 mMS na Ceamuna 12.
Bropuunure kpaitau Touku Ha Cenmunia 12 BKIIIOUBAT CUMIITOMAaTHYHA PEMUCHS, €HIOCKOIICKO
3a3/paBsBaHe, KIMHUYEH OTTOBOP, XUCTOJIOTUYHO €HIO0CKOIICKO 3a3/paBsBaHe Ha JIMraBUIIATa,
MOBIIMsIBaHE Ha yMopata u pemucus o IBDQ (Tabnwuma 3).

3HAYNUTEIIHO MO-TOJISIM MPOLEHT MALMEHTH ca B KIMHUYHA pemucust Ha Cenmuna 12 B rpymnaTa,
JIeKyBaHa ¢ TyceJKyMa0, B CpaBHEHHE ¢ rpyrnara ¢ mianeoo.

Tadanua 3: IIpoueHT NanMeHTH, OTTOBAPSIIIN HA KPailHUTEe TOYKH 3a epukacHocT Ha Ceqvuna 12 B
QUASAR IS

Kpaiina Touka Maauedo I'ycenxkymad Pa3znuka B
% 200 mg nHTpaBEeHO3HA JIECYEHHETO
HHAYKIHSA? (95% CI)

%

Kiannuana pemucus®

O0m1a momynamnys

8% (N=280)

23% (N=421)

15% (10%, 20%)"

HenexyBanu ¢ 6uonorndna
tepanus 1 JAK naxuburop”

12% (N=137)

32% (N=202)

20% (12%, 28%)

Heycnemno npeaxonHo
JiedeHne ¢ OMoIornYHa
tepamus u/mu JAK
HHXUOHUTOP

4% (N=136)

13% (N=208)

9% (3%, 14%)

CuMnroMaTuyHa peMucus®

OOma nonynanus

21% (N=280)

50% (N=421)

29% (23%, 36%)"

HenexyBanu ¢ 6nonorunyna
tepanus 1 JAK mHXHOUTOP

T

26% (N=137)

60% (N=202)

34% (24%, 44%)

Heycnemno npeaxonHo
JiedeHue ¢ ONoIormIHa
tepanus u/wim JAK
uHXuOUTOp*

14% (N=136)

38% (N=208)

24% (16%, 33%)
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Enjockoncko 3a3ipaBsiane™

OO1a 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
JICUCHUE C OMOJIOTHYHA
tepanus u/w JAK
HHXUOHUTOP?

5% (N=136)

15% (N=208)

10% (4%, 16%)

Kaunuden orroop?®

OO1a nonynanus

28% (N=280)

62% (N=421)

34% (27%, 41%)"

HenexyBanu ¢ 6uonorunyna
tepanus 1 JAK naxuburop”

35% (N=137)

71% (N=202)

36% (26%, 46%)

Heycnemno npeaxonHo
JiedeHue ¢ ONOOTrMIHa
Teparust u/ma JAK
HHXHOUTOP™

20% (N=136)

51% (N=208)

32% (22%, 41%)

XHCTOJOTMYHO €HA0CKOICKO

3a3/ipaBABaHe HaA Jurapuuara”

O061ma nomynanus

8% (N=280)

24% (N=421)

16% (11%, 21%)"

HenexyBaHu ¢ Guonoruvyna
tepanus 1 JAK uHXHUOHTOP"

11% (N=137)

33% (N=202)

22% (13%, 30%)

HeycneriHo npeaxoaHo
JieYeHne ¢ OUOIOTHYHA
tepanus u/wm JAK
uHxuoduTop”

4% (N=136)

13% (N=208)

9% (3%, 15%)

IoBausBaHe HA yMopaTa’

OO1a nonynanus

21% (N=280)

41% (N=421)

20% (13%, 26%)"

HenexyBanu ¢ OnonormyHa
tepanus 1 JAK naxuduTop”

29% (N=137)

42% (N=202)

12% (2%, 23%)

Heycnemno npeaxonHo
JiedyeHue ¢ OMoJIoruuHa
tepanus u/wm JAK
uHxuoéuTop”

13% (N=136)

38% (N=208)

25% (17%, 34%)

Pemucus cnopen IBDQ *

OO01a nonyJanust

30% (N=280)

51% (N=421)

22% (15%, 29%)”

HenexyBanu ¢ 6uosorudna
tepamus u JAK maxuduTop”

34% (N=137)

62% (N=202)

28% (18%, 38%)

HeycneniHo npeaxomHo
JieyeHue ¢ OMOJIOrHYHA
tepanus u/mwm JAK
HHXUOHUTOP”

24% (N=136)

39% (N=208)

15% (5%, 25%)
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I'ycenxyma6 200 mg xaro uarpaBeHo3Ha uHdysus npe3 Ceamuna 0, Cenmuna 4 u Cenmuna 8.

Ionckop 3a yecrora Ha nedexarys O win 1 1 HEyBeJIMUEH B CPaBHEHHE C N3XOJAHOTO HHUBO, TIOJICKOP 32
pekranHo KbpBeHe 0 M OACKOp 3a eHIocKorcKa Haxoaka 0 mim 1 6e3 paHumocT.

B p<0,001, kopurupana pasnuka B neuenueto (95% Cl) Bb3 ocHoBa Ha MeToaa na Cochran-Mantel-
Haenszel (kopurupas mo craTuhuKaMOHHNA (aKTOPH: CTATYC MO OTHOILICHHE Ha HEYCIMelIHa GHOIOrnYHa
Tepanus u/nim nedenne ¢ naxuouTop Ha JAK u chbTCTBaIIA yIIoTpeda Ha KOPTUKOCTEPOUIN Ha
M3XO0JIHO HHBO).

JompmHUTETHO 7 TANWEHTH B TpyIaTa Ha miane6o u 11 manueHTH B TpynaTa Ha ryceaKyMad nMat
TPeIXO0IHA eKCIIO3UIHS Ha OMOJIOTHYHA Tepamsl Win jJedeHne ¢ naxuourop Ha JAK, HO He ca mManu
HEyCIleX Ha JICYEHHUETO.

A BxuriodBa HE33JOBOJIUTEIICH OTTOBOP, 3ary0a Ha OTTOBOP TN HETIOHOCUMOCT KbM OMOJIOTHYHA TEpays
(TNF Grokepwu, Beqonn3yma0) w/um nHXuouTop Ha Janus kunaszara (JAK) mpu yieposeH KouT.
Ionckop 3a yecrora Ha nedexarms O Wi 1 1 HeyBeNInYeH B CpaBHEHUE C MHIYKIIMOHHOTO M3XO0HO HUBO
U MOJICKOP 3@ PEKTAITHO KbpBeHe 0.

IMonckop 3a enmockorncka Haxoaka 0 wiau 1 6e3 paHUMOCT.

HamansBane Ha Mmoauduumpanus ckop mo Mayo ¢ > 30% u > 2 ToukHu B CpaBHEHHE C U3XOTHOTO HUBO Ha
MHJYKLUs, C HAMaJeHue ¢ > | Touka OT W3X0JHOTO HMBO Ha MOJICKOpa 33 PEKTATHO KEPBEHE MIIN TTOJICKOP
3a peKTaaHo KbpBeHe oT O mnu 1.

KomOuHams OT XHCTOIOTUYHO 3a37paBsiBaHe [HeyTpoduiaHa HHGUATpanus B < 5% OT KPHUITHTE, JIHTICA
Ha JIECTPYKIMS Ha KPUITUTE U JINIICA Ha €PO3UH, YIIIEPAINH MIH I'PaHyJalliOHHA ThKaH CIOpe
cucTeMara 3a kiacupuxanus Ha Geboes] n ennockorncko 3a3apaBsiBaHe, KAKTO € ONPENEIICHO ITO-Tope.
YMopara e orieHeHa ¢ iomolnra Ha kpatkus popmymnsp PROMIS-Fatigue 7a. TToBnusiBaHeTo Ha ymopara e
OTIpEZIETIEHO KaTo MOJ00OpEHNE ¢ > 7 TOUYKH CIPSIMO N3XOAHOTO HHBO, KOETO CE CUHTA 33 KIMHHUIHO
3HAYMMO.

0611 ckop o BeripocHuka 3a Bp3manutentu 3abonssanus Ha yepsara (Total Inflammatory Bowel
Disease Questionnaire score) > 170.

=c

B mpoyusanero QUASAR IS u mpoyuBanero QUASAR 3a onpenensiHe Ha AuanazoHa Ha
MHIYKIIMOHHATA /1032 ca BKIIOUCHHU U 48 MaIMeHTH ¢ U3X0aHa cToitHocT Ha mMS 4, BkimrountenHo ES
2 nnu 3 u RBS > 1. Ilpu nanuenTure ¢ u3xoaHa croifHocT Ha mMS 4 eduKacHOCTTa Ha rycelkymad
copsMo 1uiane0o, U3MEepeHa upe3 KIMHUYHA PEMUCHS, KIIMHIUYEH OTTOBOP M €HIO0CKOIICKO
3azapaBsiBaHe Ha Cenmuna 12, CbOTBETCTBA HA 00IIATa MOMYNAIUs C YMEPEH JI0 TeKBK aKTUBEH
YJILEPO3€H KOJIUT.

Iloockopose 3a pekmanno Kvpeene u uecmoma Ha oegexauyus

[Tpu manueHTHTE, JIEKyBaHM C TYCEJIKyMa0, ce Ha0JIl0/1aBa HaMaJIeHHE Ha TIOJICKOPOBETE 32 PEKTATHO
KbpBEHE U 4ecToTa Ha nedekanus omle Ha Ceamuia 2, KaTo MpoIbiiKaBa 1a HaMassaBa J10

Cenmuna 12.

Hooovporcawo npoyusane: QUASAR MS

B npoyusanero QUASAR MS ca oneHenn 568 nanueHTH, KOUTO ca MOCTUTHAIHN KIMHUYEH OTTOBOP
Ha 12 ceaMuIia ciiell MHTPaBeHO3HOTO npuiioxeHue Ha ryceakymad B QUASAR IS i B QUASAR —
MPOYUYBAHETO 32 OTpe/esTHE Ha AMana3oHa Ha MHAYKIMOHHATa 103a. B mpoyusaneto QUASAR MS
TE€3U MalUEeHTH Cca PaHIOMU3UPAHU J1a TI0JIyYaBaT HOAAbPKALIO JICUEHHUE C TIOAKOKHO MTPHUIIOKEHUE Ha
rycenkyma0 mo cxema 100 mg Ha Bceku 8 ceqmuiu, 200 mg Ha BCeKH 4 ceIMUIM WK TTae0o B
MpoIbDKeHNE Ha 44 CeAMUIIH.

[IppBHYHaTA KpaifHa TOYKa € KIMHUYHA PeMUCHS, onpeaeseHa upe3 mMS Ha Ceqmuua 44.
Bropuunute kpaitau Touku Ha Ceamuna 44 BKIIOYBAT, HO HE C€ OTPaHUYaBaT O CUMITOMATHYHA
peMHUCHs, €HIOCKOIICKO 3a3/paBsiBaHe, KIMHUYHA PEMUCHS 0€3 KOPTUKOCTEPOU N, XUCTOJIOTMYHO
€HJ0CKOIICKO 3a3/IpaBsiBaHE Ha JIMraBUIaTa, MOBIUABAHE HA yMopara u pemucus criopes IBDQ
(Tab6muria 4).

3HAYUTEIIHO MO-TOJISIM MPOLEHT MAallMEHTHU ca B KINMHUYHA pemucus Ha Cenmuna 44 1 B 1BeTe Ipymy,
JIeKyBaHH C TycelKyMa0, B CpaBHEHHE ¢ 1I1anedo.
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Taboauua 4: IIpoueHT NanMeHTH, OTTOBAPSIIIK HA KPailHUTe TOYKH 3a epukacHocT Ha Cenmuua 44 B

QUASAR MS
Kpaiina Touka IInanedo I'yceaxymad I'yceaxymad Pa3iuka B jieueHHeTO
% 100 mg q8w 200 mg g4w (95% CI)
NOAKOKHA MOAKOKHA I'yceaxymad | I'ycenkymad
HHKeKI U umkexnus’® 100 mg 200 mg
% %
Kaunuyna pemucus®
OOma momynanus” 19% (N=190) | 45% (N=188) | 50% (N=190) 25% 30%
(16%, 34%)* | (21%, 38%)*
HenexyBanu c 26% (N=108) | 50% (N=105) 58% (N=96) 4% 29%

OMOIIOTHYHA TePaTns
u JAK muxuburop®

(12%, 36%)

(17%, 41%)

Heycnemno
MIPEAXOIHO JIeYEeHHE
¢ OuonoruyHa
tepanus w/win JAK

8% (N=75)

40% (N=77)

40% (N=88)

30%
(19%, 42%)

32%
(21%, 44%)

HHXUOHUTOP™
CuMnToMaTH4HA pemMucus’
Oo0mia nomynanus” 37% (N=190) | 70% (N=188) | 69% (N=190) 32% 31%
(23%, 41%)* | (21%, 40%)"
0, = 0, = 0, =
Henekysanu ¢ 46% (N=108) | 74% (N=105) 76% (N=96) 28% 28%

OUOJIOruvHa Tepanus
n JAK naxubuTtop®

(15%, 40%)

(15%, 41%)

Heycnemno
MIPEAXOIHO JICYCHHE
¢ OnonornyHa
tepamus w/mwm JAK
HHXHOHUTOP™

24% (N=75)

65% (N=77)

60% (N=88)

39%
(26%, 52%)

37%
(23%, 50%)

Kaunuyna pemucusi 63 KOpTUKOCTEPOUIH"

Oo0mia nomynanus’” 18% (N=190) | 45% (N=188) | 49% (N=190) 26% 29%
(17%, 34%)* | (20%, 38%)"
0, = 0, = 0, =
Henekysanu ¢ 26% (N=108) | 50% (N=105) 56% (N=96) 24% 27%

OMOJIOrMYHa Teparnus
u JAK nnxuburtop®

(12%, 36%)

(14%, 39%)

Heycnemno
MIPEAXOHO JIeYeHHe
¢ OnonoruuHa
tepamus w/mwm JAK
HHXHOHTOP™

7% (N=75)

40% (N=77)

40% (N=88)

32%
(21%, 43%)

34%
(23%, 45%)

EHI0CKOIICKO 3a31paBsiBane’

O61ia nomynarus” 19% (N=190) | 49% (N=188) | 52% (N=190) 30% 31%
(21%, 38%)* | (22%, 40%)*
0, = 0, = 0, =
HenexyBauu ¢ 269% (N=108) | 53% (N=105) 59% (N=96) 27% 30%

OWOJIOTMYHA Teparust
u JAK mHXHOHTOP®

(15%, 40%)

(18%, 42%)

Heycneuno
MIPEIXOIHO JCUCHHE
¢ bruonornyHa
Tepanus uw/unu JAK
uHxubuTOp *

8% (N=75)

45% (N=77)

42% (N=88)

36%
(24%, 48%)

35%
(23%, 46%)

XHMCTOJIOTHYHO €HT0CKOICKO 3a3aApaBsiBaHEe Ha Jurapuuara”

OGiia nomyamnus" 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) 6% 30%

OMONIOTHYHA TepaIus
n JAK nnxndurop®

(14%, 38%)

(17%, 42%)

Heycnemno
TIPEAXOIHO JIeUEeHHE
¢ OnosornyHa
tepamus w/mwi JAK
UHXHOUTOP™

8% (N=75)

38% (N=77)

39% (N=88)

28%
(16%, 39%)

31%
(20%, 43%)
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Kaunnuven orropop”

O6wia oy nanus’” 43% (N=190) | 78% (N=188) | 75% (N=190) 34% 31%
(25%, 43%)* | (21%, 40%)*
0, = 0, = 0 =
Henekysanu ¢ 54% (N=108) | 83% (N=105) 81% (N=96) 20% 26%

OHMOJIOTUYHA TEPATHUS
u JAK maxuburop®

(17%, 41%)

(14%, 39%)

Heycnemno
MIPEAXOIHO JIeYEeHHE
¢ OuosornyHa
tepamus w/mwm JAK
HHXHOUTOP™

28% (N=75)

70% (N=77)

67% (N=88)

41%
(27%, 54%)

39%
(26%, 53%)

Mopabp:kane Ha KIuHUYHA pemucusi Ha CeaqMuna 44 Npu NaMEeHTH, OCTUTHAIM KJIMHUYHA PEMUCHS
12 cenMuUIM cjiel MHAYKIIUATA

O6ma nomymams® | 34% (N=59) | 61% (N=66) | 72% (N=69) 26% 38%
(9%, 43%)" | (23%, 54%)"
0, = 0, = 0, =
Henexysani c 32% (N=41) | 65% (N=43) | 79% (N=48) 2196 159

OMOIIOTHYHA TEPaTHs
u JAK naxubuTop®

(9%, 51%)

(25%, 62%)

Heycnemno
MIPEIXOHO JeUCHHE
¢ OuosoruyHa
tepanus w/win JAK
uHXuOUTOP™

27% (N=15)

60% (N=20)

56% (N=18)

33%
(-1%, 62%)

29%
(-6%, 59%)

Enjockoncko Hopmaauzupane”

Oo0mia nomynanus” 15% (N=190) | 35% (N=188) | 34% (N=190) 18% 17%
(10%, 27%)* | (9%, 25%)*
0, = 0, = 0, =
HenexyBanu c 20% (N=108) | 38% (N=105) 42% (N=96) 17% 17%

OUOJIOruvHa Tepanus
n JAK naxubuTtop®

(6%, 29%)

(6%, 29%)

Heycneuno
MIPEAXOIHO JICUCHHE
¢ OnosornyHa
tepamus w/mwm JAK
HHXHOHTOP™

8% (N=75)

31% (N=77)

24% (N=88)

21%
(10%, 33%)

16%
(6%, 26%)

IloBinsiBaHe HA yMopaTa®

OO61ma momyanus” 29% (N=190) | 51% (N=188) | 43% (N=190) 20% 13%
(11%, 29%)* | (3%, 22%)™
0, = 0, = 0, =
HenexyBauu ¢ 36% (N=108) | 51% (N=105) 53% (N=96) 15% 16%

OMOJIOrUYHa Teparnus
u JAK nnxuburtop®

(2%, 28%)

(3%, 29%)

Heycnemno
MIPEAXOHO JIeYeHHe
¢ OuonoruuHa
tepamus w/mwm JAK
HHXHOHTOP™

19% (N=75)

47% (N=77)

32% (N=88)

27%
(13%, 40%)

13%
(1%, 26%)

Pemucus cnopex IBDQ "

OO61ma nomynanus” 37% (N=190) | 64% (N=188) | 64% (N=190) 26% 26%
(17%, 36%)* | (16%, 35%)"
0, = 0, = 0, =
HenexyBanu c 49% (N=108) | 68% (N=105) 74% (N=96) 19% 24%

OuosornyHa Tepanus
n JAK nnxndurop®

(6%, 32%)

(11%, 37%)

Heycnemno
MIPEJXOAHO JEUCHHE
¢ bruonornyHa
Tepanus uw/unu JAK
HHXUOUTOP™

19% (N=75)

58% (N=77)

53% (N=88)

38%
(26%, 50%)

35%
(23%, 48%)
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T'ycenkyma6 100 mg kaTo MOAKOKHA MHKEKIMS Ha BCEKU 8 CEIMULIN CIIe] MHIYKIIMOHHATA CXeMa.
T'ycenkymab 200 mg kaTo MOAKOKHA MHKEKIMS Ha BCEKU 4 CEIMULIHU CIIe MHIYKIIMOHHATA CXeMa.

IMoxckop 3a yectoTta Ha nedexarmst 0 win 1 ¥ HEyBENUYEeH B CPaBHEHHE C H3XOIHOTO HUBO, MOJICKOP 32 PEKTATHO KbpBere 0 u
MOZICKOP 3a eHxocKorncka Haxoaka 0 miu 1 6e3 pOHIHBOCT.

TTaupenTH, HOCTHIHAJIM KITHHUYEH OTroBOP 12 CeaMUIM Clie/l HHTPABEHO3HOTO NPHIIOKEHHE Ha TYCeIKyMal B HHIYKIHOHHOTO
npoyusane QUASAR wuiu B npoyusanero QUASAR 3a onpeziensiHe Ha AWana3oHa Ha HHAYKLMOHHATA 103a.

p < 0,001, kopurupana pasnuka B seuernero (95% Cl) Bb3 ocHoBa Ha metona Ha Cochran-Mantel-Haenszel, kopurupaun no
cratu(uKaOHHH (PaKTOPH NPH PAHIOMU3UPAHETO.

Ome 7 manpeHTH B rpynaTa Ha Iulane6o, 6 manueHTy B rpynara Ha rycenkymad 100 mg group u 6 manueHTH B Tpynarta Ha
rycenkyma6 200 mg ca ekCrioHHpaHU IpeIy TOBA, HO OMOJIOrMYHATA Tepallis WK JeueHueTo ¢ naxubutop Ha JAK ca ycmemsn.
BxtouBa HE3aI0BOJIMTENCH OTIOBOP, 3aryda Ha OTFOBOP HIIM HEMOHOCHMOCT KbM Grosornyna tepanust (TNF 61okepy,
Begoiu3ymab) u/uinu nHxubutop Ha Janus kunasara (JAK) npu yiepo3eH KoJmuT.

TToackop 3a yectora Ha Aedexauus 0 win 1 1 HeyBeJIMYeH B CPaBHEHHE C H3XOHOTO HUBO Ha HHYKLUATA U MOJCKOP 32 PEKTAIHO
kbpBeHe 0.

Hewnsuckaniu gedeHne ¢ KOPTHKOCTEPOUIH 32 Haii-masko 8 ceamurm npenu Ceamuna 44 1 OTrOBapsIIlH CHIIO HA KPUTECPHUTE 32
KIMHUYHA pemucus Ha Cenmuna 44.

Ioxackop 3a ernockorncka Haxoaka 0 mim 1 6e3 poHIUBOCT.

KoMmOuHauus oT XMCTOJIOTMYHO 03/ipaBsiBaHe [HeyTpoduiHa nHUITparms B < 5% OT KPUITHTE, JIUIICA HA JECTPYKLHS Ha KPUIITUTE
U JIMIICA Ha €PO3HH, YJILEPALHH WK rPaHy TallMOHHA ThKaH CIIOpE] CHcTeMara 3a Kiacudukauus Ha Geboes] u eHaocKoncko
3a3/]paBsiBaHe, KaKTo € OIpeJeIeHO HO-Tope.

HamansiBane Ha Moguduunpanns ckop mo Mayo ¢ >30% u > 2 TouKkH B CpaBHEHHE C U3XOAHOTO HUBO Ha HHAYKIIUS, C HAMAJICHHE C
> 1 To4Ka OT U3XOJHOTO HUBO HA MOACKOPA 32 PEKTAIHO KbpPBEHE MU MOACKOP 32 PEKTaTHO KbpBeHe oT 0 mwim 1.

p < 0,001, kopurupana pasnuka B euernero (95% Cl) Bb3 ocHoa Ha Metona Ha Cochran-Mantel-Haenszel, kopurupaun no
crarnuKaMoHH GaKTOPH IPH PAHAOMHU3HPAHETO
Toxckop 3a eHnockoncka Haxoxuka 0.

VYMopara e oueneHa ¢ nomourra Ha kpatkus popmyisip PROMIS-Fatigue 7a. [TosnusBaHeTo Ha yMOpaTa € OIpPe/IEieHO KaTo
nofoOpeHHe OT > 7 TOUKH CIIPSIMO U3XOAHOTO HUBO, KOETO C€ CUHTa 32 KIMHUYHO 3HAYNMO.

0611 ckop Ha BerpocHuka 3a Be3nmaiuTenHu 3abosiBanust Ha yepsata (Total Inflammatory Bowel Disease Questionnaire score)
>170.

P VyacTHuIM, NOCTUTHAIHM KIMHMYEH OTTOBOP 12 ceIMUIMM Cile/| MHTPABEHO3HOTO MPUIIOKEHHE HA I'YCETKyMal B MHIyKIHOHHOTO
npoyuBane QUASAR wuii B npoyusanero QUASAR 3a onpeziensite Ha AWana3oHa Ha HHAYKIMOHHATA J03a.

Ouie 3 manpeHTH B rpymnaTa Ha miane6o, 3 maudeHT B rpynata Ha rycenkymad 100 mg u 3 nanuenTts B rpynara Ha ryceiakymat
200 mg ca eKCIIOHMPaHH MPEAX TOBA, HO OMOJIOTMYHATA TePAIMs KM JieueHueTo ¢ nuxuodurop Ha JAK ca ycremsu.

B QUASAR IS 1 QUASAR MS edukacHocTTa 1 0€30I1aCHOCTTA Ha TYCEJIKYyMal ca JI0Ka3aHU
KOHCHCTEHTHO, HE3aBUCHMO OT Bb3pacTTa, I10JIa, pacaTa, TeJIECHOTO TEIJI0 U MPEIXOIHOTO JIEUCHHUE C
OuostornyHa Tepamnus uiu uaxuouTop Ha JAK.

B QUASAR MS nanueHTHTe ¢ BHCOKA BB3NAIMTEIHA aKTUBHOCT Ha 3a00JIIBAHETO CIICH
MIPHUKITIOYBaHE HA MHAYKIMATA ITOTyYaBat JOIIBIHUATENHA 0132 OT rycenkymad 200 mg moaKoxxHO
g4w B cpaBHeHHe ¢ puioxeHnero Ha 100 mg nmoakoxuo q8w. KIuHNYHO 3HAYMME YHCIIOBH Pa3INKU
ot > 15% Mex .y IBETe rpyIH ¢ TycenkyMal ca HaOJroqaBaHu cpell nanuenturte ¢ HuBo Ha CRP >

3 mg/l cinen npuKIIOYBaHe HA MHIYKIIMOHHOTO JICYSHHE 3a CIeTHUTE Kpaitau Touky Ha Cenmunia 44:
kiauHu4Ha pemucus (48% 200 mg g4w crpsmo 30% 100 mg q8w), moaabpkaHe Ha KIMHUYHATA
pemucust (88% 200 mg g4w crpsimo 50% 100 mg q8w), kiiMHUYHA peMucHus 03 KOPTUKOCTEPOUIN
(46% 200 mg g4w crpsimo 30% 100 mg q8w), engockoricko 3a3apassiBane (52% 200 mg q4w crpsmo
35% 100 mg q8w) 1 XHCTOIIOTUYHO-EHIOCKOIICKO 3a3/[paBsiBaHe Ha nurasumara (46% 200 mg g4w
crpsimo 29% 100 mg q8w).

QUASAR MS BxmtouBa 31 narenty ¢ mMS 4 Ha U3X0AHO HUBO HA UHAYKLMSITA, BKIIOUUTENHO ES 2
i 3 1 RBS > 1, kouTo ca MoCTUTHAIN KJIMHUYECH OTTOBOP 12 CeMMHUIIA CIIex MHTPABEHO3HOTO
npwiIoxkeHue Ha rycenkymad B mpoyuaBaHeTo QUASAR IS wm B mpoyuBaneTo QUASAR 3a
oTIpesieIisTHE Ha JMana3oHa Ha WHAYKIMOHHATA J103a. [Ipu Te3u nanueHTn ehrkacHOCTTa Ha
rycenkymal B CpaBHEHHE C Tuiale0o0, n3MepeHa upe3 KIMHUYHA PEMUCHS, KIIMHUYSH OTTOBOP H
€HI0CKOTICKO 3a3/paBsiBaHe Ha Cenmunia 44, CbOTBETCTBA HA Ta3W B 00IIaTa MOMyIALHs.

Cumnmomamuyna pemucusi ¢ epemenio

B QUASAR MS cumnromarnuHaTa peMucusl, gehuHIpana KaTo MOACKOp 3a YecToTa Ha Jedekanusira
0 vin 1 m HenmoBHIIIEHA CIIPSAMO M3XOAHOTO HMBO HAa MHAYKIHATA, KAKTO U ITOACKOP 3a PEKTAJIHO
kbpBeHe 0, ce moagbpika 1o Ceamuua 44 u B JBETE TPYIH HA JICUEHHE C TyCEIKyMal, JOKaTo B
rpymara Ha miane6o ce Habmomasa crana (Purypa 1):
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®urypa 1: IlpoueHT nanueHT B cuMnromMaruuHa pemucus 1o Cenmuua 44 B QUASAR MS
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Hosnusnu ce om yovasxcenomo neuenue c eyceakymad Ha Ceomuya 24

[larmenTtuTe, TEKyBaHU € TyCeNKyMald, KOUTO He Cca TMOMYUIIN KIHHHYEH OTTOBOP OT HHIYKIIMATA Ha
Cenmuria 12, nonyuarat rycenkymad 200 mg noaxoxuo Ha Ceqmunm 12, 16 u 20. B QUASAR IS
66/120 (55%) maumeHTH, JIEKyBaHHU C TyCelIKyMad, KOUTO HE ca MOJIyYHIN KIMHUYEH OTTOBOP Ha
Cenmuna 12 oT MHAYKUMSTA, ca TOCTUTHAIM KIMHUYEH OTroBop Ha Ceamuua 24. Y4acTHULIUTE,
MOBIIUSIIM ce OT TycenkyMab Ha Ceamuna 24, ca Bkimodenn B QUASAR MS u ca nonyyasanu
rycenkymab 200 mg moaxoxHo Ha Beceku 4 ceamurii. Ha Ceamuna 44 B QUASAR MS 83/123 (67%)
OT TE€3W MAIMEeHTH MOIbPXKAT KIMHUYEH OTTOBOD, a 37/123 (30%) mocTuratr KIMHUYHA PEMUCHSL.

Bv3cmanosasane na epukacnocmma cied 3a2yba Ha 0me080p KoM 2yceaKymad

JeBeTHazeceT nauneHTy, JeKyBaHH ¢ ryceiakymad 100 mg nmoakoxxHo q8w, KOUTO ca 3aryOouin
otroBop 3a mbpBHU 06T (10%) mexxay Cenmuna 8 u 32 B QUASAR MS, ca nomyuniu 3acieneHo
npuioxxenue Ha 200 mg rycenkymad noakoxHo q4w u 11 ot te3u nanuentu (58%) ca mocTurHanu
CUMITOMAaTHYEH OTTOBOP, a 5 manneHTH (26%) ca MOCTUTHAIN CUMIITOMAaTHYHA PEMUCHS CIIEN

12 ceamunu.

Xucmonoeuuna u eH00CKONCKa oyenka

XucronmoruvHara pemucus ce aepuHrpa karo xuctoiorudeH ckop mo Geboes < 2 B.0 (;iunca Ha
HEYTPO(HIH B IMraBHLaTa [KakTo B lamina propria, Taka U B enuTeNal, TUIca Ha AECTPYKIHS Ha
KPUITHUTE U JIUTICA HAa €PO3WH, YIIIEPAINH WIH T'paHyJaloHHa ThKaH CIIOPEe]l CHcTeMaTa 3a
knacugpukanus Ha Geboes). B QUASAR IS xucronornuna pemucust Ha Ceamuna 12 ce noctura rnpu
40% oT mauMeHTuTe, JIEKyBaHU ¢ TycenKkymao, 1 mpu 19% oT manueHTHTe B rpynata Ha mianebo. B
QUASAR MS xuctonornyna pemucus Ha Cenmuria 44 ce moctura ipu 59% u 61% oT marueHTure,
JieKyBaHu ¢ rycenikymad 100 mg moakoxHo q8w u rycenkymabd 200 mg noaxoxHo q4w, u pu 27%
OT NallMEHTHUTE B TpyIaTa Ha mianedo.

Hopmanm3upaneTo Ha €HI0CKOIICKHA BU Ha uraBuiiara ce onpenens karo ES 0. B QUASAR IS
EHJI0CKOINCKO HopManu3upane Ha Cenmuna 12 ce moctura npu 15% OT maueHTUTe, JIEKyBaHHU C
rycenkymao, u mpu 5% OT ManueHTUTe B TpyIara Ha rmiamnedo.

92



Kombunupanu xucmonoeuuno-eH00CKONCKU pe3yimamuy no OmHouleHue Ha 1uedeuyama
Komb6uampana cuMnToMaTH4Ha PEMHUCHS, €eHIOCKOIICKO HOpMaTH3UpaHe, XUCTOIOTHYHA PEMUCHS U
¢ekanen kamnpoTekTHH < 250 mg/kg Ha Cenmunia 44 ce mocTUra IMpu Mo-rojisiM MPOIICHT MAIUeHTH,
neKyBaHU ¢ TycenkyMad 100 mg monkoxkHo 8w mnn 200 mg mogKoKHO g4w, B CpaBHEHHE C IJianedo
(cpoTBeTHO 22% 1 28% crpsimo 9%).

Kauecmso na sicusom, cevpsano cvce 30pasemo

Ha Cenmuma 12 or QUASAR IS manmenTure, noixy4aBamy ryceakymad, Toka3BaT Imo-rojisiMo U
KITMHIYHO 3HAYUMO TTOTIOOpEeHHEe CIPSMO M3XOIHOTO HABO B CpaBHEHHE C TUIane00 10 OTHOIIIEHUE Ha
cnenn(UIHOTO 32 Bh3MATUTEIHUTE 3a00sBanus Ha yepsara (IBD) kauecTBO Ha KHBOT, OLIEHEHO
ype3 oo ckop IBDQ u ckoposete ot Bcuuku nomeiinu Ha IBDQ (upeBHEH cuMIITOMH,
BKITFOUUTEITHO KOPEMHa O0JIKa M HEOTIOKHOCT Ha JAe(eKalusTa, CicTeMHa (GYHKIHSA, eMOIMOHaTHA
¢yHkuus u counanda Gynkuus). Te3u nogoOpeHus ce 3ama3BaT MpH JEKyBaHUTE C TYCeTKyMao
nanueHTd B QUASAR MS g0 Cenmuria 44.

Xochumanuzayuu, c6bP3aHy ¢ YIYepo3eH Koaum

Jo Cenmuna 12 va QUASAR IS no-mMaimbK NpoLEeHT MalMeHTH B IpyIaTa Ha TycenkyMal B
CpaBHEHHME C IpymaTa ¢ manedo ca XOCIUTaTU3UpaHu BbB BPb3Ka ¢ yieposeH Koaut (1,9%, 8/421
cpsimo 5,4%, 15/280).

bonecm na Crohn

EdwukacHocTTa 11 6e30macHOCTTa Ha TyCenKyMal ca OIIeHEeHHU B TP KIIMHWYHH TTpoyuBaHus ¢asa 11
IPU BH3PACTHU MAIMCHTH C YMEpEeHa 70 TeXKa akTuBHA OosecT Ha Crohn, KOMTO He ca ce MOBIUSITH
A0CTAaTb4HO, B€UC HE CC MOBJIUABAT WJIM Ca MPOABHUIIN HCIIOHOCUMOCT KbM IICPOPATHU
KOPTHUKOCTEPOUIH, KOHBEHIITMOHATHHN UMyHOMomynaTopu (AZA, 6-MP, MTX) u/unu Ouonornvna
teparus (TNF 6mokep nnm Bemonuzyma0): nee 48-ceMUYIHN MHOTOLIEHTPOBH, PaHIOMI3UPaHH,
JBOWHO-CIIETIH, TUTAIe00- U aKTHBHO KOHTPOJMPaHH (YCTEeKHHYMa0) MpOyUBaHUS C YCHIOPEIHH TPYITH
(GALAXI 2 u GALAXI 3) ¢ eqnaksB au3aiiH U ¢HO 24-CeIMUYHO MHOTOIICHTPOBO, PAHIOMHU3HPAHO,
JTIBOMHO-CIIATIO, TUTANe00-KOHTPOIMpaHo rpoy4uBane ¢ yenopenuu rpymu (GRAVITI). U tpure
MPOYYBaHMUS ca C TU3aiH ,,treat-through®: marmenture, panToMu3npanu 3a JeUeHHUE C IYCEITKyMad
(mmm ycreknaymab 3a GALAXI 2 u GALAXI 3), 3ana3Bar ToBa Ha3HAYCHO JICUCHHE TIpe3 Isy1aTa
HNPOABIDKUTEIHOCT Ha IPOYYBAHETO.

GALAXI 2 u GALAXI 3

B nmpoyuBanusta daza III GALAXI 2 u GALAXI 3 ymepenarta o Texka aktuBHa 6omect Ha Crohn ce
OTIpezieNisi KaTO CKOp Ha MHJeKca Ha akTUBHOCT Ha OonectTra HAa Crohn [CDAI] >220 1 <450 u
OTIPOCTEH EHIOCKOTICKH cKop 3a 6osect Ha Crohn (Simple Endoscopic Score for CD, SES-CD) > 6
(wm > 4 nipu MalKMeHTH ¢ U30JIUPaHo 3200 IBaHe Ha WwieyMa). JJOmTbIHUTETHUTE KPUTEPUH 32
GALAXI 2/3 BximouBat cpeniHa JHEBHA yecToTa Ha fnedexarus (SF) > 3 wnm cpeneH mHEBEH cKop 3a
KopemHa 6omka (AP) > 1.

B npoyusannsara GALAXI 2 u GALAXI 3 manueHTHTe ca paHAOMU3HUPAHH B ChbOTHOLIEHHE 2:2:2:1 3a
NoJy4aBaHe Ha MHTPaBEHO3HA MHAYKLUS ¢ rycenkymad 200 mg na Cenmunum 0, 4 u 8, nociensana ot
noJyIbprKaiia tepanust ¢ rycenkymad 200 mg noakoxxHo q4w, HHTpaBEHO3HA HHIYKIIUS C TYCeIKyMab
200 mg va Cenmunu 0, 4 u 8, mocieBaHa OT MOAIbpKAINA Tepanus ¢ rycenkyMmad 100 mg moaKoxHO
q8w, HHTpaBeHO3Ha MHAYKIMS C ycTeKnHyMao npubnusurenno 6 mg/kg na Ceamuna 0, nociensana
OT MOJTBpKAIIa Tepanus ¢ ycTekuayMad 90 mg monkoxHo 8w, Wi 1iamnedo. Y4JacTHUITUTE, KOUTO
HE ce MOBJIHUABAT OT Iuianebo, mony4dasaT ycreknaymad ot Cenmura 12.

O6mo 1021 marmentu ca onierenn B GALAXI 2 (n=508) n GALAXI 3 (n=513). Menuanata Ha
BB3pactTa ¢ 34 roauau (quana3oH ot 18 no 83 romuun), 57,6% ca mmxe, 74,3% ce onpenenst Kato
oenu, 21,3% xato azuatiy u 1,5% KaTo YepHOKOXKH.

B GALAXI 2 52,8% oT manueHTHTe ca JIEKyBaHU HEYCIIEITHO C TIOHE eTHa OMOIOTHYHA Teparus
(50,6% ca uManM HEMMOHOCMMOCT WJIM HEyCIenHa Tepanus ¢ noHe 1 npenumaa antu-TNFo Tepamnus,
7,5% ca ©Manu HEMOHOCHMOCT HJIM HEyCIIelIHa Tepanus ¢ Benoian3ymad), 41,9% He ca nexyBaHu ¢
Omororuuna Tepanus, a 5,3% ca nody4aBaiy Ipear TOBa OMOJOTHYHA Tepanus U TS € Onila ycrenHa.
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Ha uzxogHo HUBO 37,4% OT ManmeHTHTE ca MOTy9aBajy MepopaHiu KOPTUKOCTEPOUAH, a 29,9% ca
MOJTy9YaBajIi KOHBEHIHOHATHI UMYHOMOTyJIATOPH.

B GALAXI 3 51,9% ot nmanueHTuTe Opeid TOBa ca JEeKyBaHU HEYCICIIHO C Hali-MaJKo eIHa
omornormana tepanus (50,3% ca uMany HETOHOCUMOCT HITH HEYCIEITHO JIeYeHHe C TIOHE e/IHa
npenxonda antu-TNFa tepamms, 9,6% ca nMann HEIOHOCHMOCT WJIM HEYCIICITHO JISYCHHE C
Begonusymad), 41,5% He ca nekyBaHU ¢ OMOIOTUYHO JeUeHHe, a 6,6% ca moay4yaBajiy Mpeau TOBa
OuosiornuHa Tepamnus U T € Ouna ycnemHa. Ha uzxonno HuBo 36,1% OT manueHTHTE ca IoIy4aBain
MepopaTHu KOpTHKOocTepouad, a 30,2% ca momydaBanu KOHBEHIIMOHATHA UMYHOMOYJIATOPH.

PesynTatuTte OT CbBMECTHUTE IBPBUYHU U OCHOBHUTE BTOPUYHU KpailHU TOUKH B CPAaBHEHUE C
miare6o mpu GALAXI 2 m GALAXI 3 ca npeacrasenu B Tabmumu 5 (Cenmuna 12) u 6 (Cenqmuria
48). Pezyntature OT OCHOBHUTE BTOPUYHHU KpailHu Touku Ha Ceamuna 48 B cpaBHEHHE C
ycTeknHyMab ca npeacraBeHu B Tabumnm 7 u 8.

Taoauna 5: IIpoueHT NaMeHTH, MOCTUTHAIN ChbBMECTHUTE MbPBUYHH M OCHOBHUTE
BTOPUYHU KPATHU TOYKH 32 e(PMKACHOCT C IyceJIKyMal cnpsiMo mjianedo Ha
Ceamuua 12 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
nanedo I'ycenxyma0 Inauedo I'ycenxymad
% HHTPaBeHO3HA % HHTPaBEHO3HA
HHIYKIHA? HHAYKOHA
% %

CbBMeCTHH IIBPBUYHH Kpaifmn TOYKH 3a e(l)I/IKaCHOCT

Kiannmana pemucus® Ha Ceamumna 12

O6u1a nomynanus 22% (N=76) 47%" (N=289) 15% (N=72) 47%"(N=293)
HenexkyBanu ¢ 18% (N=34) 50% (N=121) 15% (N=27) 50% (N=123)
OMOJIOTHYHA TepaITus®

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

NPEIXOIHO JICYEHHUE C
OuosIornyHa Tepamnus’

Ennockoncko nosiausisane® na Ceqmuna 12

OO01a nomyJanusi 11% (N=76) 38%" (N=289) 14% (N=72) 36%" (N=293)
HesexyBan c 15% (N=34) | 51% (N=121) | 22% (N=27) | 41% (N=123)
OMOJIOrHYHA Teparnus®

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

MIPEIXOHO JIEYEHHE C
OMoJIOrM4Ha Tepamnus’

OCHOBHYM BTOPHYHH KPaiiHH TOYKH 32 ePUKACHOCT

PRO-2 pemucus® Ha Ceamumna 12

O6u1a nmonynanus 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)
OuosorMyHa Teparnus®

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

HPEIXOIHO JICUCHHUE C
OmMoJOrHMYHa Tepanus’

IloBausiBane Ha ymopaTa™ Ha Ceamuna 12

OO6u1a momynanus 29% (N=76) 45%' (N=289) 18% (N=72) 43%" (N=293)
HenexkyBanu ¢ 32% (N=34) 48% (N=121) 19% (N=27) 46% (N=123)
OmMoJoryYHa Tepanus®

Heycnenno 26% (N=39) 41% (N=150) 18% (N=39) 43% (N=150)

NPEIXOTHO JICYEHHUE C
OmMoJOrHYHa Tepanus’

Ennockoncka pemucus® Ha Ceqmuna 12

O61ia momyamys | 1% (N=76) | 15%(N=289) | 8% (N=72) | 16% (N=293)
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MPEIXOTHO JICUCHHE C
OMOJIOTHYHA TepAITHsT

HenekyBanu c 3% (N=34) 22% (N=121) 19% (N=27) 25% (N=123)
OMOJIOTHYHA TepaIus®
Heycnemxo 0% (N=39) 9% (N=150) 0% (N=39) 9% (N=150)

I'ycenkymab 200 mg untpaBeHosHa uaaykuus Ha Cenmuna 0, Cenqmura 4 u Cenmuna 8 — B ta3u konoHa ca

o0eIMHEHN JBE TPYIH Ha JIEUEHHE C TycelKyMal, Thil KaTo MallMeHTHTE MOTy4YaBaT €Ha U ChIIa CXeMa Ha
HHTpaBeHO3HA HHAYKIWs npeau Cenvura 12.

Knunungnara pemucus ce onpeznens kato ckop CDAI < 150.

Gnokepu wiu Begonuzymat) npu Gonect aa Crohn.

ckop SES-CD < 2.

HHCBK | JIMIICA Ha BiomaBane Ha AP unmu SF B CpaBHEHHEC C U3XOJHOTO HUBO.

" p<0,05

Ennmockornckara pemucus ce onpenens kato ckop SES-CD < 2.
" p<0,001

Ormre 9 manueHTH B TpymaTa Ha uiarne6o u 38 manueHTH B rpymnara Ha rycenkymabd 200 mg uHTpaBeHO3HO ca
MOJTYYMIH TIPEIX0JHA OHOIOTHYHA Tepanus U Ts ¢ Ouia yCIenrHa.

BkitrouBa HE3aJOBOJUTENICH OTTOBOP, 3aryba Ha OTTOBOP HJIM HEIOHOCHMOCT KbM Onosnorndna tepanws (TNF
EHoCKOTICKOTO MOBIUSIBaHE ce Opeess KaTto nogoopenue ¢ > 50% crpsiMo n3xoaHOTO HUBO Ha ckopa SES-CD i

PRO-2 pemucusi ce ompezens Kato cpeqeH qHeBeH ckop AP 1 win mo-HUCHK U cpeaeH nHeBeH ckop SF 3 umu no-

ToBIMsABAHETO HA YMOpATa CE ONpE/IeNst KaTo moaoopeHue ¢ > 7 Touk B kpatkus popmyisip PROMIS Fatigue 7a.

Ta6auna 6: [IpoueHT NanMeHTH, NOCTUTHAIYA OCHOBHUTE BTOPUYHHM KPAlHU TOYKH 32
epuxacHocT ¢ rycekymad cnpsmo miamnedo Ha Cenmuna 48 B GALAXI 2 n

GALAXI 3
GALAXI 2 GALAXI 3
Inauedo I'ycenxkymad I'ycenkymad [naue6o | I'yceakymad I'ycenxymad
UHTpaBeHO3Ha | uHTpPaBeHo3Ha | (N=72) |uHTpaBeHO3HA | MHTPABEHO3HA
HHAYKIUA— HHAYKIUA— HHAYRKIUAA— HHAYRKIAA—
100 mg g8w 200 mg g4w 100 mg q8w 200 mg q4w
NNOAKOKHa NNOAKOKHA NMOAKOKHA IMOAKOKHA
MHKEKIUA? HHKeKIue® HHKEKIHUA? HHKeKnus’®
Knununyna pemucus 6e3 koptukocrepouaun”® Ha Ceamuna 48°
O6wa 12% 45%° (N=143) 51%" 14% 44%" 48%"
nonynamust | (N=76) (N=146) (N=72) (N=143) (N=150)
Enpockoncko nopansaBane’ Ha Cenmuna 48¢
Obwa 7% 38 %" 38%*" 6% 33%" 36%"
nonynauus | (N=76) (N=143) (N=146) (N=72) (N=143) (N=150)

100 mg nmoaxoxHO 8W B MpoabDKeHHE Ha 70 48 cenMuIiu.

200 mg moxoKHO (4W B MpoaBDKeHUE Ha 10 48 ceaMuUIy.

KopTHkKocTepouau Ha Cenmuria 48.

I'ycenkyma6 200 mg unTpaBeHo3Ha naayknust Ha Cenmuna 0, Cenqmura 4 u Cenmuna 8, mocnesBana ot ryceiikymat
I'ycenkymab 200 mg unTpaBeHo3Ha naayknus Ha Cenmuna 0, Cenqmuna 4 u Cenmuna 8, mocneBana ot rycenkymat

KrmuangnaaTa pemucus 6e3 kopTakoctepounu ce onpeaens kato ckop CDAI < 150 na Cenmuna 48 u 6e3 ieueHne ¢

EHIoCcKOIICKOTO MOBIMHUSIBaHE ce ONpeaens KaTo mogodpenue ¢ > 50% crpsiMo n3XoaHOTO HIBO Ha ckopa SES-CD wmmn
ckop SES-CD <2.

p < 0,001

VYyacTHUIM, OTTOBAPSILIM HAa KDUTEPUUTE 32 HEJOCTAThYHO MoBiusBaHe Ha Ceamuna 12, ce CUUTAT 32 HEMOBJIHSIIU CE Ha
Ceamuria 48, He3aBHCHMO OT PaMOTO Ha JICUCHHE.
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Ta6uuua 7: IpoueHT NauHeHTH, MOCTUTHAJIY OCHOBHUTE BTOPHYHH KPAailHN TOYKH 32 e(PUKACHOCT €
rycejkymado cnpsimo ycreknaymad Ha Ceqmuna 48 B GALAXI 2 u GALAXI 3

GALAXI 2 GALAXI 3
Yereknnymad | I'ycenkymad | I'yceaxymad | Yerekunymad | I'yceaxymad | I'ycenkymad
6 mg/kg HHTPABEHO3HA | HHTPaBEeHO3HA 6 mg/kg HHTPABEHO3HA | HHTPaBEeHO3HA
HHTPABC€HO3HA | UHAYKUHUA — HHAYKIMA — | MHTPABE€HO3HA | HHAYKIUA — HHAYKIUA —
HHIYKIUSA — 100 mg 200 mg g4w | MHAYKOHSA — 100 mg 200 mg g4w
90 mg q8w q8w MOAKO0KHA 90 mg q8w qs8w MOAKO0KHA
NMOAKOKHA MMOAKOKHA I(IH)KeKIII/ISIB IMOAKOKHA NOAKOKHA l/IH)ReKIII/lﬂB
MHKEKIUA? HHKeKI U’ HHKEeKIHA? HHZKeKIUA®
Kaunnuna pemucust Ha Cenvuua 48 u engockoncko nopiausiane’ Ha Ceqmuna 48
O6ma 39% 42% 49% 28% 41%* 45%*
MOMyJIaIus (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Ennockoncko nosiausisane” na Cegmuuna 48"
O01ma 42% 49% 56% 32% 47% 49%
MOy JTALHS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Engockoncka pemucusi® na Ceamuna 48
O01ma 20% 27% 24% 13% 24%" 19%
MOMYJIaIUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kannnuna pemucus™ na Cegmuna 48
O6ma 65% 64% 5% 61% 66% 66%
MOMYJIaIUs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
Kannuuna pemucus 6e3 kopruxocrepouan’® Ha Ceamuna 48"
Oo6ma 61% 63% 71% 59% 64% 64%
TOITYJTAIINS (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
[poabknTeaHa KJIMHHYHA pemucus” Ha Ceqmuna 48
O0ma 45% 46% 52% 39% 50% 49%
TMOTTYJTAINs (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)
PRO-2 pemucus® na Ceqvuna 48
O01ma 59% 60% 69% 53% 58% 56%
I INAIENNZE (N=143) (N=143) (N=146) (N=148) (N=143) (N=150)

MPOBJKEHUE Ha JI0 48 CeIMUIIH.

MTOJTKOKHO 8W B MPOABIDKEHUE Ha 110 48 CeIMUIIH.

MTOJTKOKHO (J4W B IPOABIDKEHUE HA 110 48 ceaMuUIIH.

SES-CD<2.

koptukocteponan Ha Cenmuia 48.

Ennockornckara pemucus ce onpenens karo ckop SES-CD < 2.
Knuananara pemucus ce onpeznens kato ckop CDAI < 150.

Cenmuna 48 (naii-manko 8 ot 10 Bu3uTH), KouTo TpsiOBa 1a BKimousaT Cexmuia 48.

=

nurica Ha BromasaHe Ha AP i SF B cpaBHEHHE € U3XOIHOTO HUBO.

X p<0,05
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KOM6I/IHaL[I/I$[ OT KJIIMHUYHa PEMUCUA U €HJOCKOIICKO IMOBJIMABAHE, KAKTO Ca ONPEACIICHU 11O-10J1Y.

ITosmusBanero Ha Ceamuiia 48 e oLlEHSIBaHO HE3ABUCUMO OT KIIMHUYHOTO moBiausBane Ha Ceqmura 12

Verexkunymab 6 mg/kg unrpaBenosuna nnayknust Ha Cenqmuna 0, mocnenBana ot ycrekuaymad 90 Mg moakoxuo 8w B
I'ycenxyma6 200 mg naTpaBeHo3Ha nHAYKIHA Ha Ceamuna 0, Cenvuna 4 u Ceqmuna 8, mocneasana ot rycenkymad 100 mg

I'ycenxyma6 200 mg uaTpaBeHo3Ha nHAyKus Ha Ceamuna 0, Cenmuna 4 u Cenmuna 8, mocnensana ot rycenkymad 200 mg

EHITIOCKOTICKOTO MOBIUSIBAHE C€ OMpeaeis KaTo mogaodpenue ¢ > 50% crnpsiMo u3XxoaHOTO HUBO Ha ckopa SES-CD wnu ckop

Knuangnara pemucus 6e3 kopTukocteponan ce onpenens karo ckop CDAI < 150 na Cenmuna 48 u 6e3 neuenue ¢

[poabmxuTenHaTa KIMHUYHA pemucus ce onpeneis kato CDAI < 150 npu > 80% ot Bcnuku Buzntn Mexay Ceamuna 12 u

PRO-2 pemucus ce ompenens kato cpeaeH aHeBeH ckop AP 1wt mo-HUCHK U CpefieH THEBeH cKop SF 3 WiiH mo-HUCHK U




Ta6auna 8: [IpoeHT NanMeHTH, MOCTUTHAJM KPailHUTe TOYKH 32 e(pMKACHOCT C ryceIKymMad
cnpsiMo ycrekuHymMao Ha Cenmuna 48 B coopaute ganau ot GALAXI 2 n

GALAXI 3
Ycreknnymad I'yceaxkymad I'yceaxkyma0
6 mg/kg HHTPABEHO3HA HHTPaBeHO3HA

HHTPaBeHO3HA HHAYKIUS — HHAYKIUS —
HHAYKIHSA — 100 mg g8w 200 mg g4w

90 mg q8w MOJKOKHA HHIKEKIHA® | MOJKO0KHA HHIKEKIHA"

MOJKOKHA

MHKEeKIuA®

Kananyna pemucus Ha Ceavuna 48 u eHgocKoncko nopiausisane’ Ha Ceavuna 48

O6ma nomynarus

34% (N=291)

42% (N=286)

47% (N=296)

HenexyBanu ¢
OuonornyHa
Tepanus’”

43% (N=121)

51% (N=116)

55% (N=128)

Heycnemna
MpeIxoHa
OuoornyHa
Tepanus’

26% (N=156)

37% (N=153)

41% (N=147)

Enpockoncko nosiausiane™ ua Ceqmuna 48

OO6m1a momyIanus

37% (N=291)

48% (N=286)

53% (N=296)

Henexysanu ¢
OuonornuHa
Tepanus”

43% (N=121)

59% (N=116)

59% (N=128)

Heycnemna
npeaxoaHa
OuoornyHa
Tepanus’®

31% (N=156)

43% (N=153)

47% (N=147)

Enpockoncka pemucus® Ha Ceqmuna 48

O6u1a nomynanus

16% (N=291)

25% (N=286)

21% (N=296)

HenexyBanu ¢
OmonornyHa
Tepanus”

19% (N=121)

34% (N=116)

27% (N=128)

Heycnemna
Mpeaxo/IHa
OMOJOrnyHa
Tepanus’

13% (N=156)

21% (N=153)

14% (N=147)

Kaunnanuna pemucus” na Cegmuna 438

O06ma nomynanus

63% (N=291)

65% (N=286)

70% (N=296)

HenexyBanu ¢
OuosoruuHa
Tepanus’”

75% (N=121)

73% (N=116)

77% (N=128)

Heycnemna
peaxonHa
OounonornyHa
Tepanus’®

53% (N=156)

61% (N=153)

64% (N=147)
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Verekunymab 6 mg/kg narpaserosna uaaykius Ha Ceqmuna 0, mocnensana ot yerekuayma6 90 mg noaxoxHo q8w B
IPOABIDKEHUE Ha 10 48 ceIMULIN.

T'ycenxyma6 200 mg nnTpaBeno3na naaykiust Ha Ceaqmuna 0, Ceamuna 4 u Cenmuna 8, mocieaBaHa oT Tycenkymad
100 mg noxkoxkHO q8W B MPObIDKEHUE Ha 10 48 CeIMUIH.

T'ycenkyma6 200 mg unrpaBeno3na uaaykius Ha Ceamuna 0, Cenmuna 4 u Ceamuna 8, mocseaBaHa oT rycenkymad
200 mg moaxoxHO (4W B IpoABIDKeHHE Ha 10 48 ceaMuiu.

KoMOuHanus OT KIMHUYHA PEMHUCHS M €HIOCKOIICKO MOBIIMSABAHE, KAKTO Ca ONPEACICHH I10-10Ty.

A Oute 14 nanuenTy B rpynara Ha ycrekunymad, 21 nanuenTy B rpynara Ha rycenkymat 200 mg moakoxHso q4w u

17 nauenTn B rpynara Ha rycenkymMa6 100 mg moakoxHO G8W ca MmoTydHiIi Ipeay ToBa OHOJIOTHYHA TEpaIus 1 T4 €
Ouia ycremsa.

BxirouBa He3amoBOJIMTENICH OTTOBOP, 3ary0a Ha OTTOBOP MJIM HEMOHOCHMOCT KbM OnostorndHa tepamnus (TNF 6ioxepw,
Bemosm3ymab) mpu 6ostect ma Crohn.

EHIOCKOIICKOTO TTOBIHSBAHE ce OIpees KaTo noxoopenue ¢ > 50% cnpsamo n3xoqHoTo HUBO Ha ckopa SES-CD mmn
ckop SES-CD <2.

Ennockorckara peMucusi ce onpezens kato ckop SES-CD < 2.

Knunnynata pemucus ce onpenens karo ckop CDAI < 150.

B GALAXI 2 u GALAXI 3 epuxacHOCTTa M1 6€30MacCHOCTTA Ha TycenKymad ce ToKa3BaT
KOHCHCTEHTHO, HE3aBUCHMO OT BB3pacTTa, MOJIa, pacata U TeIeCHOTO TETJIO.

B 00600mieHust cyononynanuoHeHn ananus B mpoyuBanusata GALAXI ¢daza Il narpenTuTe ¢ BUCOKa
BB3NATUTEIHA aKTUBHOCT CJIE/ IPUKIIF0UBAHE HA MHAYKIHUOHHOTO IPMWIOKEHHUE TI0TydaBaT
JOIIBIIHUTENHA 110132 OT TycedakyMad 200 mg MoIKoKHO 4w B CpaBHEHHE C MOUTBPKAIIUTE CXEMH
cbe 100 mg nmonkoxxkHo q8w. HaOmonaBana e KITMHUYHO 3HAYMMAa pasiiiKa MEXY JABETE T030BU
TPyIH Ha TyceNKyMab Mpu nmanuenTu cbe croitHoctn Ha CRP > 5 mg/l cinen npukimtouBane Ha
WHAYKIWATA, 10 OTHOIICHNE Ha KpaHUTE TOYKH Ha KIMHUYHA pemucus Ha Cenamuria 48 (100 mg
moaKoxkHO q8w: 54,1% cropsimo 200 mg moakoxkuo q4w: 71,0%), ennockornckust orroBop Ha Ceamuiia
48 (100 mg moakoxuo q8w: 36,5% copsmo 200 mg noakoxuo q4w: 50,5%) u PRO-2 pemucusita Ha
Cenmuua 48 (100 mg noakoxuo q8w: 51,8% cnpsamo 200 mg monkoxxHo g4w: 61,7%).

Knunuuna pemucus 6v6 epemeno

Cxkoposere CDAI ce orOens3Bar mpu Bcska BU3UTA Ha anneHTa. [IpoeHThT NalMeHT! B KIIMHNIHA
pemucus 1o Cenmurnia 48 e npeacraBeH Ha Durypa 2.
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®@urypa 2: IIpoueHT nanueHTH B KJIMHUYHA pemucus 10 Ceqvuina 48 B cGopHUTE TaHHU OT
GALAXI 2 u GALAXI 3
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Kauecmeo na sicusom, cevpsano cve 30pasemo

[To-ronmsimMo momoOpeHwe CpsMO U3XOAHOTO HUBO ce Habmromxaa Ha Ceamuma 12 B rpynuTe Ha
JIeUueHHeE C TycelIkyMal B CpaBHEHHE C I11a1e00 1Mo OTHOIICHHE Ha CIIEHU(PUYHOTO 32 BB3MATUTEIHUTE
3abossBanus Ha yepBara (IBD) kauecTBO Ha )KHMBOT, OIICHEHO upe3 o0mus ckop IBDQ. Te3u
nogoOpenus ce 3anaspat 10 Ceamuua 48 B 1BeTe MpoydIBaHusl.

GRAVITI

B npoyuBanero GRAVITI ¢a3za 11l ymepenara no texxka aktuBHa 6osect Ha Crohn ce onpenens kato
ckop CDAI > 220 u <450 u CD (SES-CD) > 6 (11 > 4 npu nayeHTy ¢ U30J1paHo 3a00isBaHe Ha
uieyma) u cpeneH gaeseH ckop SF > 4 wnm cpenen nueBeH ckop AP > 2.

B GRAVITI nauuenTHte ca panaoMu3upany B ceotHomienue 1:1:1 ga nomywasat rycenkyma6 400
mg noakoxHa nHAykius Ha Cenmuitu 0, 4 u 8, moceBaHa OT MO IbPKAIlA Teparus ¢ TycelIkyMao
100 mg q8w moakoxHo, Tycenkymad 400 mg moxkoxxkHa nHAyKiusa Ha Cenmunu 0, 4 1 8, mocnenBana
0T HoAIbpKalia Tepanus ¢ rycenkymad 200 mg g4w noakokHo, uin mianedo. Bcuukn nanueHTy B
rpyrnara Ha 1miane0o, KOUTO OTTOBapsT Ha KPUTEPUUTE 3a CIIACUTEIHA Tepanus, MoJlyyaBar
WHAYKIIMOHHA 71032 ¢ Tycenkymab 400 mg nmoakoxuo Ha Cenmuru 16, 20 u 24, nocienBaHa ot
rycenkyma6 100 mg noaxoxHo q8w.

Onenenn ca o6mo 347 nanprentd. MeanaHnaTta Ha Bb3pacTTa Ha MAlUeHTUTE € 36 TOANHY (Inana3oH
ot 18 no 83 roguam), 58,5% ot TAX ca MBxKe, 66% ce onpeaensTt kato 6emwn, 21,9% Kato azuaTIiv U
2,6% KaTO YEPHOKOXKHU.

B GRAVITI 46,4% ot narpieHTUTE MPEa TOBA Ca TOMYyYHIN HEYCIICITHO JICYCHHUE ¢ Hall-MaJIKo ¢IHa
Ouosornuna tepamnus, 46,4% He ca noiay4aBanyd OMOJOTHYHO JIeUeHue, a 7,2% ca moydaBaiv npeau
TOBa OMOJIOTHYHA Tepanus u TA € Owia ycremHa. Ha m3xomHo HuBO 29,7% OT nmalMeHTuTe ca
MTOJTy9aBaJIH IIEPOPATHU KOPTUKOCTEPOUTH, a 28,5% ca mosrydaBaii KOHBEHITHOHATHHI
UMYHOMOJTYJIaTOPH.

99



Pesynrarurte OT ChBMECTHUTE IIBPBUYHN U OCHOBHUTE BTOPUYHH KpPAitHU TOYKH 33 €()UKACHOCT B

cpaBHenue ¢ wiane6o Ha Cenmuma 12 ca nmpencraseru B Ta0mmma 9.

Ta6mmnua 9: [IpoueHT NANIUEHTH, MOCTUTHAJHA CHbBMECTHHTE MbPBUYHH H OCHOBHHUTE
BTOPUYHU KPaWHU TOYKH 32 e(PMKACHOCT € ryceJIKymMad cnpsiMo mjianedo Ha

Ceamuua 12 8 GRAVITI

Ilnaneoo

I'yceaxymad 400 mg
MOAKOKHA HHIKeKIMA®

CbBMECTHH MbPBHYHH KPaiiHU TOYKH 32 eHKACHOCT

Kiaunnuna pemucusi® na Cenmuna 12

O06m1a momynanus

21% (N=117)

56%° (N=230)

HenexyBanu ¢ 6uonoruysa tepanust’

25% (N=56)

50% (N=105)

HeycnemHo npeaxoaHo neueHue ¢
OmosiornuHa Tepanus’”

17% (N=53)

60% (N=108)

Ennockoncko nosiausisane® Ha Cegmuna 12

O06ma norymarus

21% (N=117)

41%° (N=230)

HenexyBanu ¢ Onosiornyaa Tepamus’

27% (N=56)

49% (N=105)

Heycnenino npeaxomHo Je4eHue ¢
OmoJIorMYHa Tepanus”

17% (N=53)

33% (N=108)

OCHOBHM BTOPMYHM KPAHU TOYKH 32 e)MKACHOCT

Kiaunuuno nosiausasane™ ua Cegmuna 12

OO611a momyanys

33% (N=117)

73%° (N=230)

HenexyBanu ¢ OnonoruyHa Tepamnus’

38% (N=56)

68% (N=105)

HeycnemHo npeaxoaHo ge4eHue ¢
OMoJIOTHYHA Tepanus’”

28% (N=53)

78% (N=108)

PRO-2 pemucust®* na Ceqmuna 12

O6m1a nonynanus

17% (N=117)

49%° (N=230)

HenexyBanu ¢ OMoIOrH4Ha Tepanus’

18% (N=56)

44% (N=105)

HeycnenrHo npeaxoaHo edeHue ¢

17% (N=53)

52% (N=108)

OMoJorMYHa Tepanus’”
I'ycenxkyma6 400 mg moakoxuo Ha Ceqmuria 0, Ceamuria 4 u Cenmurna 8

Knuangna pemucust: ckop CDAI < 150

®  p<0,001

Omre 8 manueHTH B Tpymara Ha ruiane6o u 17 manuenTH B rpymnara Ha rycenkymab 400 mg moako>kHO ca MOy IHiIHd
OHMOJIOTUYHA Tepalus U TS € OMjIa yCIenHa.

BxitiouBa HE3aJ0BOJUTENICH OTTOBOP, 3aryba Ha OTTOBOP MJIM HETIOHOCUMOCT KbM Onosornuna tepamnus (TNF
6okepu, Begonu3ymat) npu 6onect Ha Crohn.

Ennmockorncko nmosnusiane: > 50% momoOpeHue cipsiMo U3X0JHOTO HUBO Ha ckopa SES-CD.

Knmanuno noenusasane: > 100 myHKTa HaMaleHue cripsiMo H3X0HOTO HUBO Ha ckopa CDAI nmu ckop CDAI < 150.

PRO-2 pemucus: cpenen nHeBeH ckop AP 1 uim mo-HHUCHK U cpelieH JHEeBeH ckop SF 3 wimm mo-HUCHK U JHIca Ha
priomaBane Ha AP wmm SF B cpaBHEHHE ¢ U3XOIHOTO HUBO.

Knunnuna pemucus Ha Ceamuna 24 ce mocTura npu 3Ha4uMO MO-TOJISIM IPOIEHT OT MAaIlMeHTHUTE,
JIeKyBaHH € TIOAKOXHA MHAYKIUS ¢ rycenkymad 400 mg, mocnensana ot ryceiakymad 100 mg
noaxoxHo q8w mium 200 mg noaxoxHo q4w, B cpaBHeHHE C 11anedo (cpoTBeTHO 60,9% 1 58,3%
cipsimo 21,4%, neere p-ctoitHoct < 0,001). Kimmanyna pemucus Ha Cenmuna 48 ce moctura (ot 60%
1 66,1% OT marMeHTuTe, JCKYBaH! € TOJKOKHA MHIYKITHS ¢ Tycenkymao 400 mg, mocieapana
CBHOTBETHO OT rycenkymad 100 mg nonkoxxno q8w min 200 mg moakoxxHo g4w (1 JBEeTe pP-CTOHHOCTH
< 0,001 B cpaBHEeHHME C TUIAIE00).

Enpockomncko nosnusisane Ha Ceaqmuua 48 ce noctura npu 44,3% u 51,3% oT namyeHTure, JeKyBaHU

C MOAKOXKHA MHAYKLUS ¢ Tycenkymad 400 mg, nmocienBana cbOTBETHO OT rycenkymad 100 mg
noikoxkHO q8w wim 200 mg noakoxHo q4w (u aBere p-croiHOcTH < (0,001 B cpaBHEeHUe ¢ T1ane6o).
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Kauecmso na sicusom, cevpsano cvce 30pasemo

B GRAVITI kIMHUYHO 3HAYUMO IT0J00peHHE ce HaO 0 1aBa 10 OTHOIICHHE Ha CIICHU(PUIHOTO 3a
BB3MAIUTETHUTE 3a00sBaHus Ha yepBata (IBD) kauecTBO Ha )KHMBOT, OIICHEHO Ype3 00U CKOp
IBDQ na Cenmuna 12 u Ceamuiia 24 B cpaBHEHUE ¢ TUIaIe00.

Henuatpuyna monynamus

EBpomeiickaTa areHIus 1o JiekapcTBaTa oTjara 3aJbDKEHHETO 3a IPEIOCTaBsIHE Ha Pe3yATaTUTE OT
NPOYYBaHUATA C TycenkyMal B e{Ha WX TIOBEYE MOATPYNHY Ha TIeIHaTPHYHATA TIOMYJIAIUs IPH
yirepo3eH Koaut u 6osect Ha Crohn (Bxk. Touka 4.2 3a uHGOpPMAIUs OTHOCHO yroTpeda B
NeNaTpUITa).

5.2 dapMaKkoKHHETHYHH CBOHCTBA

AOGcopouus

Crnen eqHOKpaTHO TOAKOXKHO HHXekTupane Ha 100 mg Ha 37paBu nuia rycenkymad JOoCcTUra cpeaHa
(= SD) makcumainHa cepymna konteHTpanus (Cmax) 8,09 £ 3,68 pg/ml npubnusurento 5,5 nau cnen
MIPUIIOKEHUETO. AOCOMIOTHATA OMOHATMYHOCT HA TYCENKYMal Cliell € THOKPATHO ITOAKOXKHO
ukektupane Ha 100 mg e oueHeHa Ha mpuOIU3UTEIHO 49% NpU 3ApaBU yYaCTHUIIH.

[Tpu manueHTH ¢ MIAKOB IICOPHA3KC CIIC]] TIOJIKOKHO MPHIIOKEHUE Ha TycesikyMad 100 mg Ha
Cenmunu O ¥ 4 1 HA BCEKU § CEIMHUILIHU CJIE TOBA CTAMOHAPHU CEPYMHU KOHLUEHTPALMH Ha
rycenkymab ce nmocrurar kbM Ceamuna 20 ciie moakoxHo npuioxenue Ha 100 mg rycenkymab Ha
Cenmunu 0 u 4 u ipe3 8 cenmuru cnex ToBa. Cpeanute (+ SD) Hall-HUCKH paBHOBECHU CEPYMHHU
KOHIICHTpAIIMK Ha TyceKyMal B JiBe mpoyuBanus ¢asa 11 npu nanmeHTH ¢ miakoB Icopuasuc ca
1,15+ 0,73 pg/ml u 1,23 £ 0,84 pg/ml.

®dapMaKkOKHHETHKATa Ha TycelKyMal Npy MalUeHTH ¢ TICOPUATHYECH apTPUT € CXOJHA C Ta3H MpH
MaUeHTu ¢ ncopuasuc. Crel moIK0oXKHO npuiiokeHue Ha rycenkymad 100 mg va ceamunu 0, 4 1 Ha
BCEKH 8§ CEJIMHIIN CIIe]] TOBA CpPeJHATA Hali-HUCKA CEPYMHA KOHIICHTPAIIHS Ha TYCeTKyMal B
CTaIlMIOHAPHO CHCTOSIHUE CHIIO € MpuoOau3uTenHo 1,2 ug/ml. Cien moIkoKHO IPUIIOKESHHUE Ha
rycenkymad 100 mg Ha Bceku 4 ceIMMIIM, CpEHATA HAli-HUCKA CEpyMHA KOHIICHTpAIus Ha
ryceiakymab B CTal[HOHAPHO ChCTOSIHUE € MpHOIH3uTenHo 3,8 pg/ml.

dapMaKOKMHETHKATA HA TyceNKyMab € CXO/Ha MPH MalMeHTH C YIIepo3eH KouuT u 6osect Ha Crohn.
Crnen mpernopbrUnTEIHATA CXEMa Ha HHTPaBEHO3HA MHYKIMOHHA /1032 rycenkymad 200 mg Ha
Cemmuru 0, 4 u 8 cpeHaTa MaKCHMalTHA CEpYMHA KOHIIEHTpaIus Ha ryceinkymad Ha Ceqmunia 8 e
68,27 ug/ml mpu marmenTH ¢ ynuepose konut u 70,5 pg/ml mpu manuentn ¢ 6omect na Crohn.

Crnen mpemopbrUYUTETHATA CXEMA C IMOAKOXKHA HHAYKIIMOHHA 1032 400 mg rycenkymad Ha Cemmuru 0,
4 u 8 ¢ U3UYHUCIIeHA CpeIHa MAaKCUMAaJIHA CepyMHA KOHIIeHTparus 27,7 [g/ml npu nanueHTH ¢ 6onectra
Ha Crohn. O6miara cucremua excrniosuius (AUC) cien npenopbhuyuTeIHaTa HHIYKIIMOHHA CXEMa €
CXOJHA CJIe]] TIOJIKO’KHA ¥ MHTPaBEHO3HA MHYKIVSL.

Criet MOAKOXHO TOUIBPIKAII0 IPUIOKEeHHE Ha ryceiakymad 100 mg Ha BCeKH 8 CEIMUIU HITH
rycenkymab 200 mg Ha Bceku 4 ceIMUIIY TIPH MAIUEHTH C YIIEPO3eH KOJUT CPETHUTE CEPYMHHU
KOHIICHTpAIMK Ha TYCeTKyMald B CTAIIMOHAPHO ChCTOSIHUE Ca ChOTBETHO mpuOym3uTento 1,4 pg/ml u
10,7 pg/ml.

Crer MOAKOXHO TOUTHPIKAII0 NpUiIokKeHne Ha rycenkymad 100 mg Ha Bceku 8§ CeMUIIM WK
rycenkymab 200 mg Ha Bceku 4 ceIMUIIM ITPpH MarueHTy ¢ 0osiectTa Ha Crohn cpeHUTe CepyMHH

KOHIICHTPAI[MK Ha TyCeJIKyMal B CTAIIMOHAPHO ChCTOSHHUE ¢a ChOTBETHO NpuOn3uTenHo 1,2 pg/ml u
10,1 pg/ml.

Pasnpenenenue

Cpennust 00eM Ha pa3npeseeHue 1o BpeMe Ha TepMuHanHaTa ¢asa (V;) ciael eTHOKpaTHO
WHTPABEHO3HO MPHUJIOKEHHNE Ha 3paBH JIMIa Bapupa npudausutento ot 7 1o 10 | B npoyuBanusTa.
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BuorpancdhopMarusg

ToYHUAT ITBT, IO KOWTO TYCENKyMal ce MeTabonu3upa He € onpeneneH. Karo yoremko IgG
mAb,04akBa ce rycenkymat Jia ce pasrpajiy 10 MAIKH NEeNTUAA 1 aMUHOKUCEITHHU Ype3
KaTaOOJUTHUTE MBTHUIIA IO CHIINS HAYMH KaTo eHgoreHHuTe IgG.

EnumMunupane

Cpennust cucreMer kiupbHe (CL) cnen efHOKpaTHO HHTPAaBEHO3HO MPHUIIOKEHUE HA 3APABH JIHMLA
Bapupa ot 0,288 1o 0,479 I/nen B npoyuBanusta. Cpeanust noiayxuBoT (T12) Ha Tycenkymab e
MPUOIM3UTETHO 17 THU TIPH 3ApaBH JUIA, M MPUOIM3UTEIHO 15 10 18 THU npH MAIMEeHTH C IIaKOB
MICOPHUA3UC B MPOYYBAHMATA U TPUOTU3UTENHO 17 IHU MPH NALMEHTH C YILEPO3EeH KOIUT WIH O0JIECT
Ha Crohn.

[TonynannonnuTte (hapMaKOKHHETUYIHN aHAM3W TIOKa3BaT, 4e chrbreTBamara ynorpedba na HCIIBC,
AZA, 6-MP, nepopanau koptrkoctepouan 1 csDMARD karo MTX He moenusiBa KIMpbHCA Ha

rycenkymao.

JIMHelHOCT/HETUHENHOCT

Cucremnara excrio3utus Ha rycenkyMab (Cmax 1 AUC) ce moBumaBa 1mo mpudIn3uTeTHO
MPOTOPLMOHANICH HA J103aTa HAYMH CJIE/] €AHOKPATHO MOAKOKHO WHXKEKTUPAHE B 103, BapUPAIH OT
10 mg no 300 mg mpu 31IpaBu JUIA WIK NAIUSHTH C TUIAKOB TIcoprazuc. CepyMHUTE KOHIEHTPAIIUU
Ha TycelKyMad ca MpuOIM3UTETHO MPOIIOPIIMOHATHY Ha /103aTa CJIe/l MHTPABCHO3HO MPUIIOKEHUE TIPU
HAKCHTH C YIIIEPO3eH KoauT win 6osect ua Crohn.

HCZII/IaTDI/I‘IHI/I MaluCHTH

dapMaKOKHHETHKATa Ha TycenKyMal Npu MeAnaTpUIHH MAHEeHTH He € yCTaHOBEHA.

[TanuenTu B CTap4ycCKa Bb3pacT

He ca mpoBexxnanu cieruainy Mpoy4IBaHUS IIPH MAalMEHTH B cTapuecka Bb3pact. OT 1384 manueHT ¢
IUTAKOB IICOPHA3HC, C EKCIO3UIMS Ha TyceskyMal B KIMHUYHM npoyuBaHus (asa Il u BkiaroueHu B
NOITyJIAIIMOHHUS (PapMaKOKMHETHYEH aHanu3, 70 MaueHTy ca Ha Bb3pacT 65 Wiy noBeve roAnHH,
BIJTFOUHUTENTHO 4 TIAIMEHTH Ha BB3pacT 75 uiu nosedue roguau. OT 746 manyeHTy ¢ ICOPUaTHICH
apTpPHUT, C eKCIIO3UIIHA Ha TycelIkyMal B KIMHUYHM TpoyuBaHus (aza I1I, o6mo 38 manmenra ca Ha
BB3pacT 65 Wiu MoBeye roJMHN 1 HUTO €IUH NAlMeHT He € Ha Bb3pacT 75 win noseye roquau. Ot
859 manueHTy ¢ yaepo3eH KOJUT, C eKCIO3UIUS Ha TycelnKkyMal B KIIMHUYHY MpoyuBanus ¢asa II/111,
BKITIOYEHU B MOIyJIAIIMOHHUS (PapMaKOKMHETHYEH aHan3, 0010 52 MallMeHTH ca Ha Bh3pacT 65 Win
NoBeYe FOANHY, a 9 mauueHTy ca Ha Bb3pacT 75 win noseye roguad. Ot 1 009 manuentu ¢ 6omect Ha
Crohn, ¢ excrio3unus Ha rycelikymad B KIMHUYHHU MpoyuBanus ¢asa 11 u BkiaroueHu B
MOITyIAIIMOHHUS (PapMaKOKWHETHYEH aHan3, 0010 39 manueHT ca Ha Bb3pacT 65 uiu moseye
TOJMHY, a S NAllMEHTH ca Ha Bb3pacT 75 Wiv NOBeYe TOJUHH.

ITomrymanmonHUTe (hapMaAKOKHHETHIHY aHAJM3H MPHU TAIUSHTH ¢ TIAaKOB TICOPUA3HC, TICOPHATHYCH
apTpPHT, YIIIepo3eH KoauT u 6omect Ha Crohn He mokas3Bat o4eBHUAHK TpoMeHH Ha nzuucieHus CL/F
MIpH MAIUEHTH > 65-roIUIIIHA BB3pacT B CPaBHEHUE C MAIUEHTH < 65- roIUIIIHA Bh3pacT, KOETO
MOKa3Ba, 4€ He € He0OXOANMO KOPUTHPAHE Ha J103aTa MPH MalMeHTH B CTapUYeCcKa Bb3PacT.

IlanmenTu ¢ 6’B6DC‘IHO NI Ile'[)HO,Z['[)O6HO YBPCXKAAHC

He e npoeexxaaHo ciennduyHO NpoyyBaHe 3a onpeeisHe Ha ehekra Ha ObOPEUHO WM YSPHOAPOOHO
yBpeXIaHe BbpXy (papmMakoKHHETHKATa Ha rycenkymad. OyakBa ce ObO0peduHOTO eTUMUHIPAHE Ha
MHTaKTHUS rycenakyma0, [gG mAD, na 6b1e HECKO 1 OT MUHIMaTHO 3HayeHue. [lonoOHo, He ce
OYaKBa YEPHOAPOOHO YBPEXKIaHE J1a MOBJIHsE KIMPBHCA Ha Tycenkymad, Thit kato IgG mADS ce
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eTMMHUHHUPAT MIPEIUMHO Ype3 BbTPEKIIeThUeH KaTaboan3bpM. Bb3 0CHOBa Ha MOMYJIaIlHOHHHUTE
(bapMaKOKHHETHYHH aHAITN3HM KPEATHHUHOBHSIT KJIMPBHC MM YepHOAPOOHaTa PYHKIMS HE OKa3BaT
3HAYMMO BJIMSIHUC BBPXY KIUPBHCA HA TYCEIKYMao.

TemecHO TETNO

KnupbHCBT 1 00eMBT Ha pa3npeliesieHle Ha IycelIkyMal ce yBenn4aBar C MOBHIIABaHE Ha TEJIECHOTO
TErJ0, HO HAOJI0AaBaHUTE JaHHU OT KIIMHUYHU M3MINTBAHUS I1I0KA3BaT, Y€ HE € HEOOXOAMMO
KOPUTHPAHE Ha 103aTa B 3aBUCUMOCT OT TEJIECHOTO TETJIO.

5.3 TlpeakJIuHUYHYU TaHHH 32 0€30MACHOCT

HexnuanyHUTEe JaHHU HE MTOKa3BaT ocobeH PHUCK 3a XOpa Ha Oazara Ha KOHBCHIIMOHAJIHUTC
(bapMaKOJ'IOI‘I/I‘lHI/I MMpOoy4YBaHUA 3a 663OH3CHOCT, TOKCUYHOCT IIPpU MHOT'OKPATHO IIpUJIaraHe u
PETIPOAYKTHBHA TOKCUYHOCT M TOKCUYIHOCT 3a IIPEe- U MMOCTHATAJIHOTO Pa3BUTHUC.

B npoyuBaHus Ha TOKCHYHOCTTA TP MHOTOKPATHO MPUJIOKEHUE HA IBJTOOMAIIATH MaKaly
rycenkymab ce moHacs 00pe MpU UHTPABEHO3CH U MOJKOXKEH BT Ha npuiioxkenne. CeqMUIHO
MOJIKOKHO NpriIokeHne Ha 1o3a oT 50 mg/kg Ha maiimyHnu Boau 1o excriosuts (AUC), kosTo e Hail-
MaJiko 23 IbTH MO-BUCOKA OT MaKCHMaHATa KJIMHUYHA SKCIIO3UIIUs cliel 1o3a 200 Mg, npuiioskeHa
uHTpaBeHO3HO. OCBEH TOBA, 110 BpEME Ha MPOBEKIAHETO Ha MPOYYBAHUS HA TOKCHYHOCTTA IIPH
MHOTOKPATHO MPUIIOKEHHE UK MPH HACOYCHO MPOYYBAHE HA ChPICYHO-CHIOBUTE (DapMaKOIOTUIHU
e(ekTH Ipu MaiiMyHHu cynomolgus He ce HaOJIoJaBaT HeXellaHa MMYHOTOKCUYHOCT WIH ChPJCUHO-
CHJI0BH eeKTH IpH PapMaKOIOTUIHUTE MPOYIBAHUS 38 OE30MACHOCT.

He ca mabnroaBany MpeHEOIUIACTUYHA TPOMEHH TP XUCTONATOIOTMYHUTE OIIEHKH Ha )KHUBOTHH,
TpeTupanu 10 24 cenMuly, Win ciea 12-cemMUYHus Iepruo] Ha Bb3CTAaHOBSIBAHE, 10 BpeMe Ha KONTO
aKTHBHOTO BEIIECTBO CE€ OTKPHBA B CEpPyMa.

He ca npoBexxaHu Mpoy4BaHUs 38 MyTareHHOCT WJIM KaHIIEPOT'€HHOCT € TycelaKyMao.
I'ycenkymab He ce OTKpHBa B KbpMaTa Ha ABJITOOMNAIIaTH MaKalll IpY U3MEpBaHe Ha JeH 28 ciexn
paskaaHeTo.

6. DOAPMALEBTUYHU JAHHU

6.1 Cnucbk HAa IOMOIIHHUTE BelIeCTBA

Hunatpues exerar quxunpat (E385)

XHUCTUIVH

XUCTHAMHOB MOHOXUAPOXJIOPH MOHOXHIPAT

MetuoHun

IMomucopbar 80 (E433)

3axapo3a

Bopna 3a nmxexknun

6.2 HecbBMecTHMOCTH

[pu nurica Ha MpOyYBaHHS 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOIYKT He TPsiOBa Jia ce cMecBa C
JPYTH JIEKApCTBEHN TPOJIYKTH C U3KIFOUYEHHUE Ha IocoueHuTe B Touka 6.6. Tremfya tpsibBa na ce
paspexna camo c 0,9% pa3rBop Ha HaTpueB xnopua 9 mg/ml (0,9%). Tremfya He TpsiOBa na ce
npuiiara eIHOBPEMEHHO B €/1HA U ChIIa MHTPABEHO3HA JIMHUS C IPYTH JIEKAPCTBEHH MPOILYKTH.

6.3 Cpok Ha romHocT

2 TOIMHU
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Paspenen nHdpy3roHeH pa3TBOp

Paspenenust nady3uoHeH pa3TBOp MOXKeE Ja ce ChbXpaHsBa IIPH cTaliHa Temneparypa 1o 25°C 3a He
moBeue oT 10 gaca. BpemeTo Ha chXpaHeHHe IIpH CTaifHa TeMIepaTypa 3amo4Ba cjel MPUTOTBIHETO
Ha paspeaeHus pa3tBop. Uudys3usaTa TpsadBa na 3aBbpim B pamkute Ha 10 gaca cien pa3pexmaaHeTo B
MH(Y3UOHHUS CaK.

Jla He ce 3ampassiBa.

N3xBBpieTe HEM3MOI3BaHaTa YacT OT HH(PY3UOHHUS Pa3TBOP.

6.4 ChenmnaJHM ycJI0BHUS HA ChbXpaHeHUe

HeotBopen ¢urakon

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

CoxpansBaiite (1akoHa B KapTOHEHATa KyTHs, 3a Ja Ce Mpe/a3y OT CBETIHHA.

3a ycrioBusTa Ha CbXpaHEHHUE CIIeN Pa3pexaaHe Ha JIeKapCTBEHUS MPOIYKT BIXKTE TOUKa 6.3.

6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA

200 mg KoHIIEHTpaT 32 HH(Y3UOHEH Pa3TBOP BB (PJIakoH OT OE3IBETHO CTHKIIO THII | chC 3amymanka
oT OyTHJIOBa r'yMa, alyMUHHEBA 0OKaTKa U MOJUIPOIMICHOBO OTUYIIBAILIO CE Karaye.

Tremfya ce npennara B omakoBka ot 1 ¢rmakos.
6.6 CrhenmnaJnu mpeanasHu MEPKH NPH U3XBBPJIsiHE U padoTa

Tremfya pa3TBop 32 HHTpaBeHO3HA HH(Y3HS TPSOBA Ja ce pa3pexkia, IPUrOTBs U BIUBA OT
MEIMIMHCKH CIICIIUAITUCT, KaTo Ce M3II0JI3Ba aceNTUYHA TeXHuKa. Tremfya He chabpkKa KOHCEPBAHTH.
Bcexu (rakoH e mpeHa3HauYeH camMo 3a eTHOKpaTHa ynoTpeoda.

[Mpeau npunoxenue npernenaiite Tremfya Bu3yanHo 3a HaTMYWe HA YACTUIM U TIPOMSIHA HA IIBETA.
Tremfya e OuCcTbp U Ge3LBETEH 10 CBETIIOKBIT Pa3TBOP, KOUTO MOXKE /1a ChAbPKa MAJIKH
MoJTynpo3payHy yacTuiu. He u3non3Baiite, ako TEYHOCTTA ChbpKa FOJIEMH YaCTHLH, UMa TPOMSIHA
Ha 1IBE€TA WU € MbTHA.

YkazaHus 3a pa3pexaane U NpUI0KeHUE
Hobasere Tremfya kpM 250 ml cak 3a uHTpaBeHo3Ha UHPY3uUs ¢ HaTpueB xuopuy 0,9% MHKEKITMOHEH
Pa3TBOP, KAKTO CIe/Ba:

1. Nzrernere u cnen ToBa m3xpbpiiere 20 ml oT nHXENMOHHNS pa3TBOp Ha HaTpueB xiopux 0,9%
oT nH(y3NOHHUS CaK, KOETO € paBHO Ha o0eMa Ha Tremfya, koiiTo TpsiOBa 1a ce m100aBw.
2. Uzrernere 20 ml Tremfya ot guakona u ru jo6aBeTe B MHPY3UOHHUS CaK C HATPUEB XJIOPHUJL

0,9% wHxeKknMOHEeH pa3TBOP 3a MMoTyvYaBaHe Ha KpaliHa koHneHTpanus 0,8 mg/ml. BaumarenHo
cMeceTe paspeneHus pa3TBop. U3xBbpiere ¢iakoHa ¢ ocTaHaIHs Pa3TBOP.

3. Busyanno nposepere paspeleHus pa3TBOp 3a HAIMUME HA YACTULM U IIPOMSHA Ha LIBETA NPEIn
uH(y3us. Brupaiite pazpenenns pa3TBop B IPOABIDKEHNE HA HAli-MaJIKO €IMH Yac.

4. Uznon3zBaiite camo nH(Y3MOHEH KOMIUIEKT C BrPaJieH CTEPUJICH, alluporeHeH (QMITHP ¢ HUCKO
CBBp3BaHe Ha MpoTenHuTe (pasmep Ha nopute 0,2 MHKPOMETPA).

5. He BiuBaiite Tremfya eqHOBpeMEHHO B €1HA ¥ ChIl]a MHTPABEHO3HA JIMHUS C JPYTH
JIEKAPCTBEHHU IIPOLYKTH.

6. W3xBBpIsAiiTe HEN3NOI3BaHU JEKAPCTBEH MPOAYKT B CHOTBETCTBUE C MECTHUTE N3UCKBAHUS.
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7. HHPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Janssen-Cilag International NV

Turnhoutseweg 30
B-2340 Beerse

benrus

8. HOMEP HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/005

9. JATA HA I'BPBO PASPEIIABAHE/IIOJJHOBSIBAHE HA PASPELHLIEHUETO 3A
YIIOTPEBA

[ata Ha mppBoO paspemasane: 10 HoemBpu 2017 .

JlaTta Ha nmocieqHo mogHoBsBaHe: 15 romm 2022 1.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

05/2025

[Hompo6Ha nH(bDOpMAaIUs 32 TO3M JIEKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o Jiekapcerpata https://www.ema.europa.eu/
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MPWIOKEHME I
MPOU3BOJUTEJINA HA BUOJIOTMYHO AKTUBHOTO
BEIECTBO U IPOU3BOJUTEJ, OTTOBOPEH 3A
OCBOBOJKJIABAHE HA APTUIN
YCJIOBUSI WJIM OTPAHUYEHUSI 3A IOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A.  NIPOU3BOIUTEJIN HA BUOJIOIT'MYHO AKTUBHOTO BEIIECTBO 1
INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

Hme n aaApeC Ha MPOU3BOANTCINUTC HA OMOJIOTMYHO aKTUBHOTO BCIICCTBO
Biogen Inc. (BIIB)

5000 Davis Drive

Research Triangle Park

NC27709

CAIIl

Janssen Sciences Ireland UC
Barnahely

Ringaskiddy

Co. Cork

Hpnannus

Hme n aaApeC HAa IMPOU3BOANTEIIA, OTTOBOPCH 3a OCB060)KIlaBaHC Ha MMapTuanTe
Janssen Biologics B.V.

Einsteinweg 101

2333CB Leiden

Hunepnannus

b. YCJIOBUSA WU OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT CE OTIYCKa MO OrPaHUUCHO JeKapcKo npeanucanue (Bx. [Ipunoxenue I
Kpatka xapakTepucTika Ha IPOIyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSI U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokjaanau 3a oezonacuoct (IIALB)

N3zuckBanusra 3a nonasane Ha [TAJIb 3a To3u nexkapcTBeH NPOIYKT ca MOCOUYCHH B CIIUCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npeasuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CJIEBAIN aKTyaJIM3aLlH, ITyOJIMKYBaHH Ha €BPOIICHCKUS
yeOnopTain 3a JeKapcTBa.

. YyciaoBus HJin OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

IIpurexatensT Ha pasperrennero 3a ynorpeba (ITPY) TpsOBa 1a N3BBPINBA H3UCKBAHUTE JCHHOCTH
JIEHCTBYSI, CBBP3aHH C TIPOCIEIsIBaHE Ha JIEKApCTBEHATa 0€3011acHOCT, MocoYeHu B oo0penus [1YP,
npencraBeH B Moy 1.8.2 Ha pa3pemieHnero 3a ynorpeda, KakTo U Py BCUYKH CIIE[BAIIH
chIlacyBaHU akTyanu3zanuy Ha [TYP.

Axryanusupan [IYP tps6Ba na ce mopasa:

o 1o “ckaHe Ha EBporelickaTta areHIus 1o JeKapcTBara;

o BUHArd, KOTaTo Ce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa MH(OpPMAIHs, KOATO MOXKE Ja JOBEJE 10 3HAYMMHU IIPOMEHU B
CHOTHOIIIEHHUETO T10J13a/PHUCK, MM CIIe]] TOCTUI'aHe Ha Ba)KEH eTall (BbB BPb3Ka C IPOCIIE/IIBaHE
Ha JIeKapCTBEeHAaTa 0€30MacHOCT WM CBEXJaHe Ha PUCKA 10 MUHUMYM).

107



MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIITHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 100 mg nHKXEKIHOHEH pa3TBOP B MPEABAPUTEITHO HAMTBJIHEHA CIIPHHIIOBKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcsika npeBapuTeIHO HAITbJIHEHA CIIPUHIIOBKA Chabpxka 100 mg rycenkymad B8 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[ToMoOIIIHY BelllecTBa: 3aXap03a, XUCTUANH, XUCTHINHOB MOHOXHIPOXJIOPH MOHOXHU/IPAT,
nosiucop6ar 80, Boja 32 MHKECKIUH

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

1 npenBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

[NonkoXXHO TpUITOKEHHE
[Ipenu ymorpeba mpovereTe TUCTOBKATA.
Ja He ce pa3kiania.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

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

‘ 7. JAPYI'U CHHEHUAJIHU TPEAYIPEXIEHUSA, AKO E HEOBXOJINMO

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

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsaBa B XJIaJUITHUK.
Ja He ce 3ampa3siBa.
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CoxpaHsBaiiTe MpeIBapUTETHO HATbJIHEHATa CIIPUHIIOBKA BB BHHIITHATA KAPTOHEHA KYTHS, 3a Ja ce
Mpe/na3u OT CBETINHA.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBDBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/001

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfya 100 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA I'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 100 mg nHKXEKIHOHEH pa3TBOP B MPEABAPUTEITHO HAMTBJIHEHA CIIPHHIIOBKA
rycenKkymad

2. OBSBSBAHE HA AKTUBHOTO BEHIECTBO(A)

Bcsika npeaBapuTeIHO HAITbJIHEHA CIIPUHIIOBKA Chabpxka 100 mg rycenkymad B8 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMoIIHH BelecTBa: 3aXap03a, XUCTUINH, XUCTHINH MOHOXHIPOXJIOPHT MOHOXHIPAT,
nosiucop6ar 80, Boja 32 MHKCKITUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

I'pymoBa omakoBka: 2 (2 0makoBKY 10 1) IpeABapUTEHO HATBIHEHN CIIPUHIIOBKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

[NonkoXXHO TpUITOKEHHE
[Ipenu ymorpeba mpovereTe TUCTOBKATA.
Ja He ce pa3kiania.

6. CIHEHUAJIHO ITPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSJBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

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

‘ 7. APYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

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

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsBa B XJIaJUITHUK
Ja He ce 3ampa3siBa
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CoxpaHsBaiiTe MpeIBapUTEITHO HATbJIHEHATa CIIPUHIIOBKA BB BHHIIIHATA KAPTOHEHA KyTHSI, 32 J]a ce
Mpe/na3u OT CBETINHA.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBDBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHIAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/004 (2 onakoBKH, BCSIKa OT KOUTO ChABPKa | MpeBapUTEIHO HAITbJIHEHA CIIPUHIIOBKA)

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfyal00 mg

‘ 17.  YHUKAJIEH WIEHTH®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXJINHHA KAPTOHEHA OITAKOBKA HA I'PYITIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 100 mg nHKXEKIHOHEH pa3TBOP B MPEABAPUTEITHO HAMTBJIHEHA CIIPHHIIOBKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcsika npeaBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA Chabpxka 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMoIIHH BelecTBa: 3aXap03a, XUCTUINH, XUCTHINH MOHOXHIPOXJIOPHT MOHOXHIPAT,
nosiucop6ar 80, Boja 32 MHKCKITUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

1 nmpenBapUTETHO HATBIHEHA CIIPUHIIOBKA
YacT oT rpymnoBa ONakoBKa, HE MOXKE Jla Ce MPoJIaBa OT/AEIHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

IToaKoKHO NPUIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[a He ce paskinama.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Ja He ce 3ampa3siBa.
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CroxpaHsBaiiTe MpeIBapUTEITHO HATbJIHEHATa CIIPUHIIOBKA BB BHHIIIHATA KAPTOHEHA KyTHsI, 32 J]a ce
MpeAna3y OT CBETIUHA.

10. CHEIWMAJIHU NIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-CilaglInternational NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/004

13. TAPTHIAEH HOMEP

[MapTuna:

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

Tremfya 100 mg

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET HA ITIPEJABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Tremfya 100 mg
HWHXKCKIIUA
rycenkymad

s.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1mi

|6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIITHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 100 mg HKXEKLIHOHEH Pa3TBOP B MPEABAPUTEIIHO HAMTBIHEHA MUCAIIKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcsika nmpeBapuTeIHO HAITbJIHeHA MUcaika chabpxa 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMoIIHH BelecTBa: 3aXap03a, XUCTUINH, XUCTHINH MOHOXHIPOXJIOPHT MOHOXHIPAT,
nosiucop6ar 80, Boja 32 MHKCKITUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

1 npenBapuTeHO HAITBJIHEHA MTUCAJIKA

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXKJIAHE

[a He ce paskiama.
IToaKoKHO NPUIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

IIpeau ynorpeba npovereTe IsUI0TO ChIbPKAHUE HA YKA3aHHUATA 3a yHOTpeoa.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
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Jla He ce 3ampassiBa.

CBXpaHHBaﬁTG MMpESABAPUTCIIHO HAITBJIIHCHATA NMCAJIKAa BbB BbHIIIHATA KapTOHCHA KYTHU:, 3a Aa CC
npeamnasy OT CBETINHA.

10. CHEIMAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UWJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/002

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

Tremfya 100 mg

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIFOYEH YHUKAJIEH HACHTU(HUKATOP.

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHUS 3A T'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 100 mg nHXEKIHOHEH Pa3TBOP B MPEABAPUTEIIHO HAMTBJIHEHA TUCAIIKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcsika nmpeBapuTeIHO HAITbJIHeHA MUcaika chabpxa 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMoIIHH BelecTBa: 3aXap03a, XUCTUINH, XUCTHINH MOHOXHIPOXJIOPHT MOHOXHIPAT,
nosiucop6ar 80, Boja 32 MHKECKIUH

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

I'pymoBa omakoBka: 2 (2 0MakoBKH 110 1) IpeaBapUTEIHO HATBIHEHH ITHCATKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

[a He ce paskiama.
IToaKoKHO NPUIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

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

‘ 7. APYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

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

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsaBa B XJIaJUITHUK.
Ja He ce 3ampa3siBa.
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CoxpaHsBaiiTe MpeIBapUTEITHO HATBJIHEHATA MTUCAIKA BHB BHHIITHATA KAPTOHEHA KYTHs, 32 /1a Ce
Mpe/na3u OT CBETINHA.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBDBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/003 (2 omakoBKH, BCSIKa OT KOUTO ChAbPKa | MPeIBapUTEIIHO HAITbIIHEHA TTHCANIKA)

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfya 100 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJl C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXJINHHA KAPTOHEHA OITAKOBKA HA I'PYITIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 100 mg HKXEKLIHOHEH Pa3TBOP B MPEABAPUTEIIHO HAMTBIHEHA MUCAIIKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcsika nmpeBapuTeIHO HAITbJIHeHA MUcaika chabpxa 100 mg rycenkymad B 1 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

[ToMoIIHH BelecTBa: 3aXap03a, XUCTUINH, XHCTHIUH MOHOXHIPOXJIOPHT MOHOXHIPAT,
nosiucop6ar 80, Boja 32 MHKCKITUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

1 nmpenBapuTETHO HAITBJIHEHA MTUCAJIKA
Yact oT rpymnoBa OnakoBKa, HE MOXKE Jla Ce MPpoJIaBa OTAEIHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

Ha ne ce pasknamia.
[TonkoKHO TPUIIOKEHUE
[Ipenu ymorpeba mpoverere TUCTOBKATA.

[Ipenu ynorpeba npodereTe LUIOTO ChAbPKAHUE HAa YKa3aHHUATA 3a yHOTpeda.

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE EKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ha ce cpxpaHsBa B XJIIMITHUK.
Jla He ce 3ampassiBa.

CBXpaHHBaﬁTG MMPESABAPUTCIIHO HAITBJIIHCHATA NMCAJIKAa BbB BbHIIIHATA KapTOHCHA KYTHU:, 3a Aa CC
mnmpeamnasy OT CBETIINHA.

10. CHELHUAJIHU IPEANIASHU MEPKHU IMPU U3XBBPJISTHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1 AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/003

13. TAPTHUJAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfya 100 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET HA ITIPEJIBAPUTEJIHO HAITBJIHEHA TN CAJIKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Tremfya 100 mg nmxexus
rycenkymad
S.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1ml

| 6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIITHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 200 mg uHXEKIIHOHEH Pa3TBOP B MPEABAPUTETHO HAITBJIHEHA CIPUHIIOBKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcsika npeaBapuUTeIHO HAITbJIHEHA CIPUHIIOBKA Chabpxka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ITomornam BemecTBa: XUCTUANH, XUCTUAMHOB MOHOXUAPOXJIOPH]T MOHOXUApPAT, monucopoar 80,
3axapo3a,Bo/1a 3a MHXKEKITHH

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

1 npenBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

[NonkoXXHO TpUITOKEHHE
[Ipenu ymorpeba mpovereTe TUCTOBKATA.
Ja He ce pa3kiania.

6. CIHEHUAJIHO ITPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSJBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

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

‘ 7. APYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

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

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJUITHUK.
Ja He ce 3ampa3siBa.
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CoxpaHsBaiiTe MpeIBapUTEITHO HATbJIHEHATa CIIPUHIIOBKA BB BHHIIIHATA KAPTOHEHA KyTHSI, 32 J]a ce
Mpe/na3u OT CBETINHA.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBDBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHIAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/006

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfya 200 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByu3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HISHTH()HUKATOP.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHUS 3A T'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 200 mg uHXEKIIHOHEH Pa3TBOP B MPEABAPUTETHO HAITBJIHEHA CIPUHIIOBKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcsika npeaBapuUTeIHO HAITbJIHEHA CIPUHIIOBKA Chabpxka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ITomornam BemiecTBa: XUCTUANH, XUCTUAMH MOHOXHIPOXIIOPUI MOHOXHPAT, moiucopOat 80,
3axapo3a, BOJIa 32 MHKEKIIUU.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

I'pymoBa omakoBka: 2 (2 omakoBKH 10 1) IpeABapUTEHO HATBJIHEHN CIIPUHIIOBKH

| 5.  HAYMH HA IPUWJIOKEHUE U ITbT(MILIA) HA BbBEKJIAHE

[NonkoXXHO TpUITOKEHHE
[Ipenu ymorpeba mpovereTe TUCTOBKATA.
Ja He ce pa3kiania.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHA.

‘ 7. APYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

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

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsaBa B XJIaJUITHUK.
Ja He ce 3ampa3siBa.
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CoxpaHsBaiiTe MpeIBapUTEITHO HAITBJIHEHATa CIPUHIIOBKA BB BHHIITHATA KAPTOHEHA KyTHSI, 32 J]a ce
Mpe/na3u OT CBETINHA.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBDBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/007 (2 onakoBKH, BCSIKa OT KOUTO ChABPKa | HpeBapUTEHO HAITbJIHEHA CIIPUHI[OBKA)

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfya 200 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

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

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXJINHHA KAPTOHEHA OITAKOBKA HA I'PYITIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 200 mg uHXEKIIHOHEH Pa3TBOP B MPEABAPUTETHO HAITBJIHEHA CIPUHIIOBKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcsika npeaBapuUTeIHO HAITbJIHEHA CIPUHIIOBKA Chabpxka 200 mg rycenkymad B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ITomornam BemiecTBa: XUCTUANH, XUCTUAMH MOHOXHIPOXIIOPUI MOHOXHPAT, moiucopOat 80,
3axapo3a, BOJIa 32 MHKEKIIUU.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

1 nmpenBapUTETHO HATBJIHEHA CIIPUHIIOBKA
Yact oT rpymnoBa OMakoBKa, HE MOXKE Jla Ce MPoJIaBa OT/IEIHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

IToaKoKHO NPUIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[a He ce paskinama.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IHOTJIEJA U JOCEI'A HA IELTA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Ja He ce 3ampassiBa.
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CroxpaHsBaiiTe MpeIBapUTEITHO HATbJIHEHATa CIIPUHIIOBKA BB BHHIIIHATA KAPTOHEHA KyTHsI, 32 J]a ce
MpeAna3y OT CBETIUHA.

10. CHEIWMWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PA3BPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/007

13. TAPTHIAEH HOMEP

[MapTuna:

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

Tremfya 200 mg

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

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

129



MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EAMHNYHHU
I'bPBUYHHU OITAKOBKH

ETUKET HA ITIPEJABAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Tremfya 200 mg umxexms
rycenkymad
S.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

2mi

| 6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIITHA KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 200 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTETHO HAMTbJIHEHA MTHUCAIIKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcesika nmpeaBapuTeIHO HalTbJIHeHA MUcaika chabpxka 200 mg rycenkymab B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ITomornam BemiecTBa: XUCTUANH, XUCTUAMH MOHOXHIPOXIIOPUI MOHOXHPAT, moiucopOat 80,
3axapo3a, BOJIa 32 MHKEKIIUU.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop
PushPen
1 npenBapuTENHO HAITBIHEHA TIHCATIKA

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

[NonkoXXHO TpHITOKEHHE
[Ipenu ymorpeba mpovereTe TUCTOBKATA.
Ja He ce pa3kiania.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

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

‘ 7. APYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

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

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJUITHUK.
Ja He ce 3ampa3siBa.
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CroxpaHsBaiiTe MpeIBapUTEITHO HATBJIHEHATA MTUCAJIKA BHB BHHIITHATA KAPTOHEHA KyTHS, 32 /1a Ce
Mpe/na3u OT CBETINHA.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBDBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/008

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfya 200 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA KYTHUS 3A T'PYIIOBA OITAKOBKA (C BLUE BOX)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 200 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTETHO HAMTbJIHEHA MMTUCAIKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcesika nmpeaBapuTeIHO HalTbJIHeHA MUcaika chabpxka 200 mg rycenkymab B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ITomornam BemiecTBa: XUCTUANH, XUCTUAMH MOHOXHIPOXIIOPUI MOHOXHPAT, moiucopOat 80,
3axapo3a, BOJIa 32 MHKEKIIUU.

4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJHA OITAKOBKA

HMHxexnmoHeH pa3TBop
PushPen
I'pymoBa omakoBka: 2 (2 0MakoBKH 110 1) IpeaBapUTEIHO HATBIHEHH ITHCATKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

[a He ce paskiama.
IToaKoKHO NPUIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

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

‘ 7. APYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsaBa B XJIaJUITHUK.
Ja He ce 3ampa3siBa.
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CoxpaHsBaiiTe MpeIBapUTEITHO HATBJTHEHATA MTUCATKa BHB BHHIITHATA KAPTOHEHA KyTHs, 3a J1a Ce
Mpe/na3u OT CBETINHA.

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBDBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PA3PEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/009 (2 omakoBKH, BCSIKa OT KOUTO ChAbPKA | MPeIBapUTEIIHO HATbIIHEHA TTHCANIKA)

13. TAPTHIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Tremfya 200 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXJINHHA KAPTOHEHA OITAKOBKA 3A TPYIIOBA OITAKOBKA (BE3 BLUEBOX)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 200 mg WHXEKIIMOHEH Pa3TBOP B MPEABAPUTETHO HAMTbJIHEHA MTHUCAIIKA
rycenKkymad

2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcesika nmpeaBapuTeIHO HalTbJIHeHA MUcaika chabpxka 200 mg rycenkymab B 2 ml.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ITomornam BemiecTBa: XUCTUANH, XUCTUAMH MOHOXHIPOXIIOPUI MOHOXHPAT, moiucopOat 80,
3axapo3a, BOJIa 32 MHKEKIIUU.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

HMHxexnmoHeH pa3TBop

PushPen

1 npenBapuTENHO HAITBIHEHA TIHCATIKA

YacT oT rpynoBa onakoBKa, HE MOKE J1a CE MPOAAaBa OTAEIHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

IToaKoKHO NPUIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
[a He ce paskiamia.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

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

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

TI'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Ja He ce 3ampassiBa.
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CoxpaHsBaiiTe MpeIBapUTEITHO HAITBJTHEHATA MTUCAKa BHB BhHIITHATA KAPTOHEHA KYTHS, 3a J1a Ce
MpeAna3y OT CBETIUHA.

10. CHEIUWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP HA PA3BPEIIEHUETO 3A YIIOTPEBA

EU/1/17/1234/009

13. TAPTHIAEH HOMEP

[MapTuna:

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

Tremfya 200 mg

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET HA ITIPEJIBAPUTEJIHO HAITBJIHEHA TN CAJIKA

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Tremfya 200 mg umxexms
rycenkymad
S.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

2mi

| 6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA OITAKOBKA HA ®JIAKOH

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Tremfya 200 mg koHIeHTpaT 3a HH(Y3HOHEH Pa3TBOP
rycenKkymad

‘ 2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bceeku ¢uakon cpabpxa 200 mg rycenkymab B 20 ml.

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

ITomowmnu BemectBa: EJITA nunaTpueB nMXuapat, XUCTUIUH, XUCTUIUHOB MOHOXUAPOXIIOPUL
MOHOXHIpAT, nonucopoat 80, 3axapo3a, BoAa 32 HHKCKIIMH

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

KonueHTpart 3a nH}Y3HOHEH pa3TBOP
200 mg/20 ml
1 ¢makon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

3a i.V. IpHIOKEHHE CIIe]] Pa3sperkIaHe.
[Ipenu ymorpeba mpovereTe TUCTOBKATA.
Ja He ce pa3kiania.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

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

‘ 7. APYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

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

T'onen mo:

‘ 9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJUITHUK.
Ja He ce 3ampa3siBa.
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CroxpansBaiiTe (prakoHa BB BHHIIIHATA KAPTOHEHA KyTHS, 32 /1a C€ MPEATa3u OT CBETIMHA.

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP HA PA3PEIHIEHUETO 3A YIIOTPEBA

EU/1/17/1234/005

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero € ocHOBaHUE J1a HE ce BKJIFOUM HH(popMalvs Ha bpaitoBa a30yka.

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

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

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET HA ®JIAKOH

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U I'bT HA BBBEXKJIAHE

Tremfya 200 mg crepuineH KOHIEHTPAT
rycenkymad

‘ 2. HAYMH HA ITPUJIOKEHUE

3a i.V. IprIoKeHHE CIIe]] pa3peikIaHe.
Ja He ce paskiaia.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

200 mg/20 ml

| 6. JIPYTO
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b. IUCTOBKA
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JlncroBka: undopmanus 3a noTpeduTeNs

Tremfya 100 mg nH:KkeKIHOHEH Pa3TBOP B MPeABAPHTEIHO HANTBJIHEHA CIIPHHIIOBKA
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, IIPEeIU 1A 3alI0YHeTe 12 U3M0JI3BaTe TOBA

JIEKAPCTBO, Thil KATO T ChAbLP:KA Ba:kHA 3a Bac nundopmanus.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKO UMaTe HIKaKBY JIOTBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus siekap, papmareBt niu
MEAMIMHCKA CEeCTpa.

- ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeJv, HE3aBUCHMO Y€ MPU3HAIIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.

- AKO TIOJTyYnTe HAKAKBU HEXKEJIAaHU PEaKluy, yBeraoMeTe Bamus jiekap, win papmareBt win
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BE3MOYKHU HEXKETIAHH PEaKI[IH, HEOITNCAHH B
Ta3W JUCTOBKA. BrokTe TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kaxkso npencrasnsBa Tremfya u 3a KakBo ce n3non3sa
Kakgo Tps0Ba na 3Haete, npeau Aa usnoinssare Tremfya
Kak na m3nonzBare Tremfya

BBb3M0KHM HEXETaHU pEeaKLUU

Kak na cexpansBare Tremfya

ChbabppkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

Sk wnE

1. KakBo npeacraBasiBa Tremfya u 3a KakBo ce H3M0/13Ba

Tremfya cbabpika akTHBHOTO BEIIECTBO TyCETKYyMal, KOWTO MPEACTaBIsABa BUI IPOTEUH, HApEUeH
MOHOKJIOHAJIHO aHTUTSLJIO.

ToBa nexapcTBO JieiicTBa KaTo OJOKKMpa aKTUBHOCTTA HA POTeHH, HapedeH [L-23, koliTo ce OTKpuBa B
TIOBHUIIIEHU HUBA MPH XOpa C IICOPHA3HC, IICOPUATUYCH apTPUT, YIIEpPO3eH KOIUT 1 OosecT Ha KpoH.

IlnakoB ncopuasuc
Tremfya ce u3mosn3ea 3a JieueHUe Ha Bb3PACTHH C YMEPEH 10 TEKBK “IUIAKOB IICOPHA3HUC”,
BB3NATUTEITHO ChCTOSHHE, 3acATaIl0 KOXKaTa U HOKTHTE.

Tremfya MOXKE Oa HO}:[O6pI/I CBhCTOAHHUETO HA KOKaTa U BbHITHUS BHUJ HA HOKTUTE U 1a HAMAJIU
CHMITTOMHUTE, KaTO HaIp. pa3ciosBaHe, JIOIIeHe, ChpOexk, O0IKa 1 TTapeHe.

IlcopuaTnyen apTpur

Tremfya ce n3znon3sa 3a jgedeHne Ha 3a00JsIBaHe, HAPEUEHO ,,[ICOPUATUIEH aPTPUT"* — BB3MATUTETHO
3a00JsIBaHE Ha CTABUTE, YECTO IBTH CHYETAHO C IUIAKOB IICOPHA3HUC. AKO UMaTe IICOPHATHYEH apTPHT,
IbpBOHAYATIHO 1ie Bu ObaaT naBanu Apyru jJekapcTBa. AKO HE Ce MOBJIHSIETE JOCTATHYHO JOOpe OT
MIpHUJIaraHeTo Ha TE3W JIEKapCTBa WM MTPH HEMOHOCUMOCT, 1ie Bu 0b1e npunoxen Tremfya, 3a
HamalsBaHe Ha MPU3HAIMTE U CUMIITOMUTE Ha 3a0oisBaneTo. Tremfya Moske Jia ce mpuiiara
CaMOCTOSITEITHO WJIH C IPYTO JIEKapCTBO, HAPEUEHO METOTPEKCAT.

[punaranero Ha Tremfya npu nicopuaTHYeH apTPUT 1Ie MOBIHsIe OIArONPHUATHO MPU3HAIINTE U
CHUMIITOMUTE Ha 3a00JIsIBAHETO KAaTO TM HAMAIIH, 11ie 3a0aBH yBPE)KIAHETO Ha XPYLIsiiia U KOCTTa Ha
CTaBHTE U 1€ 0A00pH criocoOHOCTTa BU a M3BBpIIBaTE HOPMAIHU €KETHEBHU ICHHOCTH.

Yiauepo3en koauT

Tremfya ce u3mon3Ba 3a Jie4eHHE Ha BE3PACTHH C YMEPEH JI0 TEXBK YIEPO3eH KOJIUT —
BB3MAIUTETHO 3a00JsIBaHe HA YepBaTa. AKO MMaTe YJIIepo3eH KOJIHT, TbpBOHadaIHO e Bu Obaar
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JIaJICHU JIPYTH JIeKapcTBa. AKO HE ce MOBIUSIETE JJOCTATHYHO JI0OPE MITH HE MOXKETE J]a TOHACSTE Te3H
JeKapcTBa, Moke Ja Bu 0b1e npminoken Tremfya.

[Tpunaranero Ha Tremfya mpu yiepo3eH KoJUT Moxe Jia Bu nmoBiusie 0aronpusTHO, KaTO HaMaIu
MPU3HAIINTE ¥ CHMITTOMUTE Ha 3a00JIIBAHETO, BKIFOYUTETHO KbPBAaBUTE M3MPAXKHEHNS, HEOTIOKHATA
HY’XJ]a ¥ OpOsi Ha TIOCEIICHUATA B TOAIIETHATA, KOpeMHaTa 0OJIKa ¥ BH3MAJIEHUETO Ha JINTaBUIaTa Ha
yepBata. Te3u eeKTH MOrar Ja mogoopsAT crnocoOHocTTa BH a M3BBpIIBaTE HOPMAITHU CKEIHCBHH
JIEHHOCTH | J]a HAMAJIAT yMOpara.

Boaect na Kpon

Tremfya ce n3non3Ba 3a JedyeHne Ha BB3PACTHH C yMEpeHa 10 Texka (popma Ha Oosectta Ha KpoH,
BB3MAINTETHO 3a00JsiBaHe Ha yepBaTa. Ako mMare 6onect Ha Kpon, mepBo mie Bu ce magat npyru
JeKapcTBa. AKO HE Ce MOBIHABATE JOCTATHhYHO OT TE€3H JIEKAPCTBA WIIM HE MOXKETE /1a TH MOHAcsTe,
Moxe na Bu ce mpunoxu Tremfya.

Ymorpebara Ha Tremfya npu 6omectra Ha Kpon moxe na Bu 6b1€ oT 1mon3a 3a HamansiBaHe Ha
MPU3HAIMTE U CUMIITOMUTE Ha 3a00JISIBAHETO KaTO IUapusi, KOpeMHa 00JKa 1 Bb3NajeHue Ha
JUTaBHIIATa HA YepBaTa. Te3u eekTH MoraT 1a moJoopsT cnocobHocTTa By 1a m3BbpmBaTe
HOPMAaJTHH €KeTHEBHU JEWHOCTH M J1a HaMaJIST yMOpaTa.

2. Kakso TpsioBa 1a 3HaeTe, npeau 1a u3noassare Tremfya

He uznonssaiite Tremfya

o aKO CTC aJICPruiHu KbM FyCCHKYMa6 WJIN KbM HAKOA OT OCTAaHAJIUTEC CbCTAaBKU HAa TOBA
nexapcTBo (M30poeHu B Touka 6). AKO MHCIHTE, 4€ MOXKE J1a CTe aJepruIHH, TOCHBETBANTE ce C
Bamus nekap, npenu aa uznomseare Tremfya.

o aKO MMaTe aKTHBHA MH()EKIHs, BKIIOUYUTETHO aKTHBHA TyOepKyio3a.

IIpexynpesxnenusi U NpeAnasHu MepKU

I'oBopere ¢ Bamms nekap, ¢papmaneBT Wi MEAULIMHCKA CecTpa, Ipeau 1a usnonssare Tremfya:

o aKo ce JIEKyBaTe 3a HH(EKIus,

o aKo nMmarte MH(}EKUus, KOSTO He IPEMHHABA MM HEMPEKBbCHATO CE MOSBSBA OTHOBO;

o aKo “Marte TyOepKyJi03a MM cTe OMIIM B OJIN3BK KOHTAKT C YOBEK € TYOEpKyJ03a,

o aKO MUCIIUTE, Y€ UMaTe WHPEKIH WIM UMaTe CUMIITOMU Ha HH(EKUUs (BUXKTE MO-10Ty
,,BHUMaHHUE 32 MHPEKIIMU 1 AJIEPTHYHHN PEaKInuu‘);

o aKO HACKOPO CTE MMaJIM BAaKCHHAIIMS WIIM aKO TPSOBa Jia ce BAKCHHUPATE 10 BPEME Ha JICUCHHUE
¢ Tremfya.

AKO He cTe CUT'ypHU JIajIli HEelllo OT TOPHUTE ¢e OTHAcs J10 Bac, ropopere ¢ Baius siekap, GpapmarieBt
WM MEJUIIMHCKA CEeCTpa, Npean Aa u3noissare Tremfya.

I[Npenu na 3anouHeTe M3MoJI3BaHeTo Ha Tremfya u o Bpeme Ha JIeYeHHETO, MOXKeE Jia ce HaJIoXkKH j1a Bu
Ob/IaT HANPaBeHH KPbBHU M3CJICBAHUS, 3 [Ia CE MPOBEPH JTAJIM NMATe BUCOKU HUBA Ha
4epHOIPOOHHTE EH3MMH, CIIOpe]l yKazaHusaTa Ha Bamms nexap. [loBuiienne Ha HuBaTa Ha
YEepHOIPOOHHUTE EH3MMHU MOXE J1a Ce TIOJIyYH M0-4eCTO IPH MalUeHTH, JieKyBanu ¢ Tremfya Ha Bcekn
4 ceMHMITH, OTKOJIKOTO ITPH MAIMEHTH, JeKyBanu ¢ Tremfya Ha Bceku 8 cenmunu (BrkTe ,,Kak na
usnonsBate Tremfya” B Touka 3).

Buumanmne 3a HHeKIUM M AJIEPTHYHA PeaKIHu

Tremfya MMOTCHIMAJIHO MOXE Ja MPEAU3BUKAa CCPUO3HN HEXKCITAaHN e(beKTH, BKJTFOUUTECIIHO aJICPTUIHA
peakuuu 1 nHPexkuuu. TpsaOBa 1a BHUMaBaTe 3a IPU3HALM HA TE€3U 3a00JIIBaHUs, JOKATO IpHeMaTe
Tremfya.

[Tpu3HaImTe WM CUMIITOMUTE HA HHGEKIIUA MOXKeE J]a BKIIOYBAT IMOBHUILICHA TEMIIEPATYypa U
TPUNONOJ00HN CUMIITOMH, MYCKYJIHU OOJIKH, KalllJIIa, HEAOCTUT HAa Bb3IyX, ApeHe PU YpUHUPAHE
WM ypPUHUPAHE TI0-9€CTO OT 00NYaifHOTO, KPBB B XpadyKuTe (CiTy3Ta), 3aryda Ha Terjio, THapus WiH
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0oJka B cTOMaxa, TOIUIA, 3aUepBeHa WIIH OOJIe3HEHA KOXKa, WM Bh3MAJICHH YYacTbhIIN TI0 TSIOTO,
KOHTO Ca Pa3JIMYHU OT TE3H TPH IICOpHa3Hca.

Cepuo3Hu anepruyHu peaxiuu ca Habmoaapanu ¢ Tremfya. CuMIiToMuTe MOXE J1a BKIFOYBAT
Mo{yBaHe Ha JINIETO, YCTHUTE, yCTaTa, €3UKa Wi T'bPIIOTO, 3aTPYAHEHO MPETThIaHe WK TUIlIaHe,
NpUMasIBaHe WU 3aMastHOCT U ypTHKapHs, (BHKTE ,,CepHO3HN HEXKETaHH PEaKkIMu B TOUKa 4).

Crpete ynorpebata Ha Tremfya u kaxxete Ha Bamms jexap wiv noTbpcere He3a0aBHO METUITIHCKA
TIOMOIII, aKO 3a0eNIe)KUTe HIAKAKBH TPU3HAIIN, TOKa3Ballld Bb3MOXKHA CEPHO3HA ANePrUYHa PEaKIIHs
iy nHpeknus.

Jeua v roHOIIN
Tremfya He ce npenopbuBa 3a Jena 1 FOHOMIH Mo 18-roauIiIHa B3pacT, 3a10TO TOH HE € MPOyYBaH B
Ta3u Bb3pacToBa rpyIa.

JApyru nexkapcrBa u Tremfya

Kaxere na Bammus nexap wnu gpapmanent:

o aKo M3I10JI3BaTe, HACKOPO CTE M3I0J3BAIN WK € Bb3MOXKHO Jla 3M0I3BaTe APYTH JICKapCTBa.

. ako Hackopo Bu e npaBena wiu TpsaOBa na HarpaBuTe BakcuHanus. He TpsioBa na Bu ce
TpuUjiarat HIKOW BaKCHHU (KWBU BaKCHHU), JOKaTO W3moi3Bare Tremfya.

BpemenHnocT n KbpMeHe

o Tremfya He TpsiOBa ga ce M3MOA3Ba IO BpeMe Ha OPEMEHHOCT, Thil KaTo epeKTHTe Ha TOBa
JIEKapCTBO TIPH OPEMEHHU JKEHH HE ca M3BECTHH. AKO CT€ KeHa C JIeTepOoJIeH MOTEHIINAI,
MperophYBa ce Aa n30sArBare Aa 3a0peMeHsBare U TpsAOBa Ja mpuiiarate moaxoasa
KOHTpalenus, 0KkaTto u3nonspare Tremfya u B mpoabDKeHHE Ha Ha-Maiko 12 ceqmMuny cien
nocienHara n1o3a Ha Tremfya. [oBopere ¢ Bammus nekap ako cte OpeMeHHa, cMsITaTe, 4e MOXKe
Jla cTe OpeMeHHa WIIH IDIaHUpaTe OpPEeMEHHOCT.

° I'oBopere ¢ Bamus nekap, ako KbpMUTE WM IUIaHUpaTe Aa KbpMute. Bue u Bamusr nekap
TpsiOBa J1a peIuTe Aajy 1€ KbpPMUTE WM 1ie n3non3Bate Tremfya.

Ilopupane u padora ¢ MAILIMHU
Mauiko e BepositHo Tremfya na nosiuse ciocooHoctTa By 3a mogupane nwim padoTa ¢ MalIvHU.

Tremfya cbabp:ka noaucopoat 80

Tosa nekapcTBo chabpka 0,5 mg nmomucopdat 80 BB BCsIKa MPeIBAPUTEIIHO HAITBIHEHA CIIPHHIIOBKA,
xouto ca ekBuBaieHTHH Ha 0,5 M@/ml. [TonucopbaruTe Morar jia MPUYMHST AJICPTUUHH PEAKIHH.
TpsiOBa na kaxkere Ha Baius jiekap, ako UMaTe yCTAHOBEHH aJIePIUH.

3. Kax na uznoaseare Tremfya

BuHaru usmnos3Baiite ToBa JIeKapCTBO TOYHO KakTo Bu ¢ ka3zan Bamust iekap. AKO HE CTe CUTYPHH,
nonuraiiTe Bamus jiekap uiu GapMarieBT.

KakBo xoaundectBo Tremfya ce npuiiara u 3a KOJIKO Bpeme
Bammusr siekap 1ie pemm KoJKko Ibro e Tpsosa qa nsnonssate Tremfya.

IInakoB ncopuasuc

. Ho3ara e 100 mg (chappkaHueTo Ha | MpeaBapUTETHO HAITBIIHEHA CIIPUHIIOBKA), TIPIIIOKEHA
4ype3 MHKEKIUS 1Mo KoxaTa (TI0JJKO’KHA MHXKEKIHs). T MOXe J1a ce moctaBu ot Barmus nekap
WIM MEJUIIMHCKA CECTpA.

o Crnen mppBara j03a Bue 1m1e nonyuyure ciensaiiara jo3a ciie] 4 CeIMUI | CJIe] TOBa Ipe3
8 ceamurry.
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IIcopmaTtuyeH apTpuUT

° Ho3zara e 100 mg (chappikaHueTo Ha 1 IpeBapUTEITHO HAIThIHEHA CIIPUHIIOBKA), PUIIOKCHA
gpe3 WHKEKITHS 101 KoKaTa (TIOIKOKHA HHKEKITHs ). T MoJKe J1a ce MMocTaBH OT Bammms ekap
WJIM MEIMIIMHCKA CECTpa.

° Crnen mppBara 1032 Bue 1mie moiay4ure ciensaiara 103a ciie] 4 CeIMHUI U CJIe]l TOBa Tpe3
8 cenmuru. TIpu HAKOM MAIMEHTH ClIe/ MbpBaTa A03a Tremfya moske na Obe mpuIaraHa Ha
BCekH 4 ceMuIy. BammsT jekap e peru KOoJIKo 4ecTo MOXe 1a mojy4dasare Tremfya.

YIIepo3eH KOAUT

Hauauso Ha JieyeHueTo:

o ITepBara no3a Tremfya e 200 mg u e Bu ce npuiioxu ot Baims 1ekap Win MeIUIHHCKa
cecTtpa upe3 MHTpaBeHo3Ha HH(y3ust (KankoBO BbB BeHa Ha pbkaTa). Cie/ mbpBata 703a Iie
MOJIyYHTE BTOPA J103a Cie/ 4 CeMHUITH, a CJIel TOBAa M TPETA 7032 CJe] OIle 4 CeIMHUIIH.

IHoanbpaxaino JieyeHune:

Iommeprkaimma mo3a Tremfya 100 mg wm 200 mg mie Bu ce mpumara upe3 HEKEKIHS IO KOJKaTa

(moako)KHA MHXKEKIHs). BarusaT exap 1me pery Kos MoAabpKaIia 103a e MoIydHuTe:

o Jo3za ot 100 mg me ce mpuinoxku 8 ceAMUIIN Clle] TpeTaTa 103a OT 3alI0YBaHE Ha JICUSHHUETO, a
CJIe]] TOBa Ha BCEKHU 8 CeJIMHUIIN.
o Jo3a ot 200 mg e ce nmpuioku 4 ceIMULIM CIIE] TPETaTa J103a OT 3all0YBaHE HA JICUCHHUETO, a

clIe]] TOBa HA BCEKU 4 ce IMMUIIH.

bonect Ha Kpon

HauyaJio Ha JIeueHHeTO:

JledenneTo MoXe J1a ce MPHUIIOKU Ype3 WHTPaABEHO3HA WH(Y3US WITH Ype3 TOAKOKHO MPIIIOKEHHUE:

. WuTpaBeno3na nadyswus: [IppBara no3a Tremfya e 200 mg u me Bu ce npmmoxku ot Bamms
JIeKap VI MEAMIIMHCKA CECTpa Ype3 MHTPaBEeHO3HA MH(Y3Hs (KallkOBO BHB BEHA Ha PHKaTa).
Crnen mbpBara J103a 1€ MOJYyYUTe BTOpa J03a ciie] 4 CeMUIy, a CJIe]] TOBa U TPeTa J03a CIIe]
omie 4 ceIMHIIA.

. [Nonkoxuo npunoxenne: [IppBata no3a Tremfya e 400 mg u me Bu ce mpmitoxu moj Koxara
(moaKoYKHA MHYKEKIINS), KaTO MOXKE Ja Ce MPaBU Ha Pa3aHyHKu MecTa Ha Tsutoto. Cien mppBara
Jto3a IIe MOJTYYuTe BTOpa JA03a ciied 4 ceAMUITH, a CJIe/ TOBa U TpeTa J03a clie]] omie 4 ceaMuIy.

Hoaabp:xama Tepanus:

IMoxabpikamia go3a Tremfya 100 mg wmu 200 mg e Bu ce nprsiara 4pe3 HHKEKIUS M0J] KO)KaTa

(moaKoyKHA MHXKEKIIKS). BamsaT iexap 1me perrd Kost OoAIbpIKaIla 1034 IIe MOIyYHTe:

o Jo3a ot 100 mg mie ce mpuioku 8 ceIMUIIM ClIe]] TPeTaTa J103a OT 3all0YBaHE Ha JICUCHHUETO, a
Clie/l TOBA Ha BCEKH 8 CeMHUIIH.
o Jo3a ot 200 mg mie ce mpuioku 4 ceIMULIM CJIe]] TPeTaTa J103a OT 3all0YBaHE Ha JICUCHHUETO, a

clIe]] TOBa HAa BCEKHU 4 ceIMMUIIN.

Bue 3aenHo ¢ Baius nekap Moxe Jia permre, ue Moxerte Ja npuiarare Tremfya camu, KaTo B TaKbB
ciy4vaii Bue e 0b1eTe monxo o o0y4ueHu Kak na nmkektupare Tremfya. ['oBopere ¢ Bamms
JIeKap WIH ¢ METUITMHCKA CECTpa, aKO MMaTe HIKAKBU BBIIPOCH OTHOCHO CAMOCTOSITEITHOTO
UHXEKTHpaHe. BayKHO € /1a He ce ONMUTBaTE Jla Ce MHKEKTHpATE CaMu, IOKaTO HE CTE O0YUYCHH OT
Bamms niekap wimm MeTUITMHCKA CecTpa.

3a nmoapoOHM yKa3aHHsl OTHOCHO yrorpebara Ha Tremfya mpouerere BHUMATEINHO ,, YKa3aHHATA 32
ynoTpeba“ npenu ynorpedara, KOUTO ca BKIIOYEHH B KAPTOHEHATa KyTHSL.

AKo cTe pueau MoBeye oT HeodxoauMara no3a Tremfya
Axo cTe mosry4niy moBede ot HeoOxoaumara 103a Tremfya uinm go3ara e IpuiIoKeHa Ho-paHo OT

NpeaANnrCaHoOTO, YBEAOMETC Bamms JICKap.

Ako cTe nponycHaau aa u3nojssare Tremfya
Axko 3a0paBuTe 1a HHXEKTUpaTe o03a Ha Tremfya, yBemomere Bammst nexap.
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AKo cte cripesu ynotpedara Ha Tremfya
He tps6Ba ma crimpare yrorpebara Ha Tremfya, 6e3 ma roBopute mbpBo ¢ Bammst nekap. Axo cripere
JICYCHUETO, Bammre cuMnToMu MOe 1a e TIOSBAT OTHORO.

AKO MMaTe HIKAKBH JIOIBIHUTEIHN BBIIPOCH, CBBP3aHU € YIOTpebara Ha TOBa JICKAPCTBO, MOMHTANTE
Bamws nekap, ¢papMarieBT WM MEJUIIMHCKA CeCTpa.
4, Bb3MokHY HeKeJIaHU peakIun

KakTo Bcuukmu JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HEIKCIIAHU PECAaKIIUH, BBIIPEKU Y€ HC
BCCKH T'U IIOJTy4aBa.

CepHo3HHM HEKeJIAHN peaKiuu
Kaxerte Ha Barms siexkap wim notepcere He3a0aBHO MEIUIIMHCKA TIOMOIIL, aKO TOTYYHUTE HAKOS OT
CJIETHUTE HEXKEJIaH! PCaKIUH:

Bb3MoKHYN ceprO3HU alepru4HU peakuun (Moxe aa 3acerrar Ao 1 Ha 100 gymm) — mpu3HanuTe
WIN CUMIITOMHUTE MOXeE Ja BKJIFOUBAT:

o 3aTpyIHEHHUE IPpH AUIIaHE U I'bITaHe

o HOyBaHE HA JIMLETO, YCTHUTE, €3UKA HIIH T'BPIIOTO

o CHJICH ChpPOEK Ha KOXKAaTa C YepBeH OOPUB MU ITBITKH
[ ]

IpuMaIABaHE, HUCKO KPbBHO HAJIATaHE WKW 3aMastHOCT

Jpyru Hexke1aHU peakuu
IIpeacraBeHuTe MO-A0Ty HEXETAHU PEAKLMH Ca JEKH A0 YMEPEHH. AKO HIKOS OT T€3U HEXKeJIaHU
peaKIny CTaHe TeXXKa, KakeTe He3abaBHO Ha Bamms siekap, ¢papmaineBT Wil MEAUIIMHCKA CECTpa.

Mmuoro 4yectu (Moxe 11a 3acerHaT nosede oT 1 Ha 10 gymm):
- WH(EKIMY Ha JUXATEITHUTE THTUIIA

Yectu (Moxe ma 3acerHar g0 1 Ha 10 xymm):

- rj1aBo0oJINe

- 0osKa B cTaBUTE (apTpairus)

- Juapus

- MOBHUIIICHO HUBO Ha YEPHOAPOOHUTE EH3UMH B KPbBTa
- KOXKEH 00pHB

Heuectu (Moxe na 3acernar o 1 va 100 gymm):

- MOHIKEH Opoii Ha BHJ OeJ KPhBHU KJIETKH, HAPEYSHN HEYTPODUIH

- WHQEKIHN C XepIec CHMIUIEKC

- rbOMYHA HHPEKIUS Ha KOXKATa, HAPUMED MEKIY MPBCTUTE HA Kpakarta (Harp. aTieTHO
CTBIIAJIO0)

- CTOMAIITHO Pa3CTPONUCTBO (raCTPOEHTEPUT)

- yPTUKAPHS

- 3auepBsABaHe, Jpa3HEeHe WK O0JIKa Ha MSICTOTO HA MHXKEKTUPaHE

Penxu (Moxxe na 3acersar f0 1 Ha 1000 mymn):
- ajiepruyHa peaxius

Cho01aBaHe Ha HesKeJIAHH pPeakIuu

AKO TIOITyunTe HIKAKBU HEXEJIaHU JICKApCTBEHU Peakiln, yBegomere Bamus nekap, GapmaneBt win
MEIUIMHCKA cecTpa. ToBa BKIIIOUBAa BCUUKU Bb3MOXKHU HEONHMCAHM B Ta3M JIUCTOBKA HEXKEJIaHH
peakiuu. MoxeTe ChIIO JIa ChOOIIUTE HEXKENaH! PEaKIMu TUPEKTHO Ype3 HAI[OHATHATA CHCTEMAa 32
ChOOIIIaBaHE B:

WsmbiiHuTeHA areHuys 1o JieKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8
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1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Kato cpoOmiaBaTe HexXelIaHU peakiuy, MOKETe Ja AajeTe CBOs IPUHOC 3a MoJy4YaBaHe Ha TIOBEYe
nH(OpMAITHS OTHOCHO 0€3011aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na coxpansiate Tremfya
Jla ce cpxpaHsBa Ha MSCTO, HEJOCTBHITHO 3a JIETa.

He uznon3paiite TOBa JICKapCTBO CJIE] CPOKA HAa TOJHOCT, OTOEIA3aH BbPXY €TUKETa Ha CIIPUHIIOBKATA
1 KapToHeHarta Kytus cienl “T'omen 1o:”. CpoKbT Ha TOMHOCT OTTOBAPS HA MOCIEAHHS JICH OT
IMOCOYEHHS MECEII.

CLXpaHHBaﬁTC MpEeaABaApUTECIIHO HAITbJIHEHATa CIIPUHIIOBKA BbB BbHIIHATA KAPTOHEHA KYTHUs, 3a Ia C€
mnmpeamnasy OT CBETIINHA.

Ha ce cpxpanssa B xmagumHuk (2°C-8°C). Jla He ce 3ampassBa.
Ja He ce pa3kiama.

He u3nosnsBaiitTe ToBa 1€KapcTBO, aKO 3a0€EKUTE, Y€ JICKAPCTBOTO € MBTHO, C IPOMEHEH LIBSIT WIN
CbAbpiKa roJICMU 4aCTUIIU. HpCI[I/I yHOTpe6a H3BAACTC KaPTOHCHATA KYTUA OT XJIAAWJIHUKA, OCTaBETC
MMPpEABAPUTECIIHO HAITBJIHCHATA CIIPUHIOBKA B KAPTOHCHATAa KYTUA 1a JOCTUTHE cTaiiHa TeMIeCparypa,
Kato uzvakare 30 MUHYTH.

ToBa jekapcTBO € caMo 3a eAHOKpaTHA yrnoTpeda. He M3XBhpIIsiiTe JiekapcTBaTa B KaHAIM3ALUATa
WM B KOHTEHHEpa 3a JoManiHu oTnaabin. [lonuTaiite Bammus gapmalieBT kak J1a U3XBbPIIATES
JIEKapCcTBaTa, KOUTO Beue HE U3Moi3BaTe. Te3u MEPKHU 1Ie CIOMOTHAT 32 OMa3BaHE Ha OKOJIHATA Cpelia.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEITHA HHpOpManus

Kaxkso cpabp:xa Tremfya

- AKTHBHOTO BEILIECTBO € TycelKkymad. Besika mpeBapuTeIHO HalTbJIHEHA CIIPUHIIOBKA ChIbpKa
100 mg rycenkyma6b B 1 ml pa3zTBop.

- Jpyrurte cbcTaBKH Ca XUCTHIWH, XUCTHIUH MOHOXHUIPOXJIOPU]] MOHOXHUAPAT, ojaucopoar 80
(E433), 3axapo3a 1 Boja 3a HHKEKIIHH.

Kak m3rae:xkga Tremfya u kakBo chIbp:Ka OaKOBKaTa

Tremfya e OuCTBp, OE31BETEH 10 CBETIIOKBIT HHXEKIIMOHEH pa3TBOp (MHXKeKIys). Tol € HaIn4eH B
OIaKOBKH, ChIBPIKALIM €HA MPEIBAPUTEITHO HAITbJIHEHA CIIPUHIIOBKA, U B IPYIIOBH OIIAaKOBKH,
CBCTOSILIM CE€ OT 2 KAPTOHEHU ONAKOBKH, ChABPKAILH 110 | MpeIBapuTeTHO HAITbJIHEHA CIIPUHIIOBKA.
He Bcuuku BUIOBE OMAKOBKH MOTaT jJa ObJIAT MyCHATU B IPOAK0a.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoaguren
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus
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3a uHOpMAIHsI OTHOCHO TOBa JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI ITPEJICTABUTEN Ha

IpHUTEkKATEIS HAa pa3pelIeHUeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbuarapus

»okKoHCHH & [IxoHCchH brarapus” EOOJ]
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

EA\LGoa

Janssen-Cilag ®apuoxevtikn Movonpdownn
A.EB.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Té1: 0800 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@INJCR.JNJ.com

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 1464 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 1610 300

Polska
Janssen-Cilag Polska Sp. z 0.0.
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@vistor.is

Italia
Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1

janssenita@its.jnj.com

Kvmpog

BopvéPog Xatinmavayng Atd

TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-Sl-safety@its.jnj.com

Slovenské 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

JlaTa Ha MOCJIEMHO Mpepasriie;kaane Ha JuctoBkarta 05/2025

IMonpoOHa nH(popMaIUs 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHuus
1o JiekapcTBaTa: https://www.ema.europa.eu.
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Yka3zaHus 3a ynorpeda
Tremfya
IIpenBapuTtesHo HambJIHeHA cIpUHIOBKA 0T 100 Mg

YCTPOMCTBO 3A ETHOKPATHA YIIOTPEBA

Baxno

Axo Bamusr nekap peuu, ue Bue uinu 4oBeKbT, KOWTO ce Tpky 3a Bac, MoxeTe na moctassite
umkekiuute ¢ Tremfya BKbIH, IPEIU 1a CE ONUTATE J1a MHKEeKTHpaTe, Bue TpsOBa 1a npeMuHeTe
o0OyueHue 3a MPaBUIHKS HAYMH Ha IPUTOTBSIHE U HHXeKTHpaHe Ha Tremfya ¢ nsnon3Bane Ha
IpeIBapUTEIHO HATBJIHEHATA CIPUHIIOBKA.

Moust mpoueTeTe Te3U ykazaHUs 3a ynorpebda, npeau na uinonssare Tremfya npeaBaputenHo
HaIllTbJIHCHA CIPUHIIOBKA U BCCKU IIBT, KOraTO MMOJIYUYUTC HOBHU CIIPUHIIOBKH. Moxe Ja UMa HOBa
uHpopmanus. ToBa ykazaHue 3a yrnorpeba He 3aMecTBa JUCTOBKATa MM pa3roBopa ¢ Bamms nekap
oTHOCHO Barero 3abonsBane win gedeHnero Bu. Mons, mpean na 3amoyaeTe HHKEKTUPAHETO,
BHUMATEITHO MPOYETETE CHILO U JIMCTOBKATA U 00CHAeTe ¢ Bamms exap Uim ¢ MeTUIIMHCKA cecTpa
BCHYKH BBIIPOCH, KOUTO MOJKE J1a UMaTe.

Tremfya npeaBapUTeIHO HAITBJIHEHA CIIPUHIOBKA € NIPEeJHA3HaYCH 32 MOIKOKHO WH)XEKTUPAHE, HE B
MYCKyJ wiu BeHa. Ciien MH)KeKTHpaHe WriiaTa Ie ce MpUabpIia Ha3al B TSUIOTO Ha yCTPOMCTBOTO U
1I€ CE 3aKJII0YH.

ﬂ HNudpopmanus 3a cbXpaHeHue

CoxpansBaiiTe B XJIaJuiIHUK 1ipu Temreparypa ot 2°C no 8°C. [la He ce 3ampassiBa.

CbxpaHsiBaiiTe npeABaAPUTEHO HAITbJIHEHATA CHPHHIOBKA B OPUTHHATHATA ONIAKOBKA, 32 [1a ce
NpeAnas3u oT CBeTJIMHA U (PU3UUYECKO YBpekKIaHe.

Coxpanssaiite Tremfya u Bcuuku JiekapcTBa Ha MACTO, HEAOCTHITHO 32 JeNa.

Hukora He pasknamaiite npeBapuTeIHO HaITbJIHEHATA CIIPUHIIOBKA.
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Onucanmne Ha NPeABAPUTEIHO HAITBJIHCHATA CIIPUHIIOBKA

IIpenu nHxekTHUpane

Byrano
Huxora He xBaiaiite win He
M3ABpIBaliTe OyTaIoTo.

O06e3onmacure

: MsicTo 3a npbCTUTE

Tsu1o
XBalaiTe TSUI0TO Ha CIIPUHIIOBKATa MoA (haHena 3a NpbCTUTE.

IIpo3opue

IIpenna3ures Ha UrjaTa
He maxaiite, 10KaTO HE CTE TOTOBU J1a
umkektupateTremfya (Buwkre CThika 2).
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Crenn MHYKCKTHPAHE

BYTaJlOTO CC 3aKJIr04YBa

Obe3onacuTensT ce
aKTHUBUpA

Urnara ce mpuaspmnsa B
TSUIOTO

IIle uMaTe Hy:K1a OT Te3U MaTePUAJHU:
* 1 TaMnoH cbC CIUPT
* 1 map4e mamMykK Wiv MapJieH TAMIIOH
* 1 agxe3uBHA NpeBpPB3KA
* 1 koHTeiinep 3a ocTpu npeamMern (Bikre crhika 3)

152



1. I[puroTBere ce 3a HHKEKTHPaHe

IIpoBepere KapTOHEeHaTAa KYTHs

W3Banere kapTOHEHATa KyTHs C IIPEABAPUTEIIHO HAITBJIHEHATA CIIPUHIIOBKA OT XJIaJUIHHUKA.
OcTaBeTe MpeIBapUTEIHO HAITbJIHEHATa CIPUHIIOBKA B KAPTOHEHATA KyTHs U 5 IOCTaBETE BbPXY
paBHa MMOBBPXHOCT HA CTaifHa TemriepaTypa 3a Hai-Majiko 30 MUHYTH TIpeau ynoTpeoa.

He 3aTomuisiite o HIKAKbB IPYT HAUHH.

IIpoBeperte faTaTa Ha UI3THYAHE HA CPOKA HA FOAHOCT (,,I'0eH 10:*) Ha 3aHaTa cTpaHa Ha
KapTOHEHaTa KyTHsl.

He n3nos3Baiite, ako CpOKBT Ha TOJTHOCT € U3TEKBIL.

He umxkekTtupaiite, ako nepdopanusta Ha KapToHeHaTa KyTus € HapyuieHa. O0anere ce Ha Bamus
Jekap uiu apMareBT 3a HOBa CIIPHHIIOBKA.

H36epeTe MICTO HA MHIKEKTUPaHe
N3bepete HAKOM OT CICAHUTE yUACTHIN 32 HHKEKTUPAHE:

. IIpeanara yact Ha 6eapara (IPEIOPHUNUTETHO)
. HoisHara yacT Ha kopema
He un:kexTHpaiiTe B 30Ha OT 5 CAHTHMETPA OKOJIO ITbIIA.
o 3agHaTa yacT Ha MUILIHUIKTE (AKO APYT IMOCTABsl HHXEKIMATA)

He umxexrtupaiite B 00Je3HEHa, HACUHEHA, 3a4€PBEHA, JIIOIEIIa Ce W yie0esieHa KoxKa.
He umxekTupaiite B y4acThIy ¢ O€JIe31 WIN CTPHH.
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IMouncrere MACTOTO 32 MHKEKTHUPAHE

W3mwiite moOpe phIeTe CH ChC CaIlyH | TOILIA BOJA.

[TouncreTe M30PaHOTO MACTO HA MHKEKTHUPAHE C TAMIIOH ChC CITUPT U IO OCTABETE JIa U3ChXHE.
He nokocpaiiTe, HE BEUTE U HE lyXalTe MACTOTO 32 MHKEKTHUPAHE, CIEJ KaTO CTE TO MOYUCTUIIH.

IIpoBepere TeuHocTTa

W3BazieTe npenBapuTeIIHO HATbJIHEHATA CIIPHHIIOBKA OT KapPTOHCHATA KYTHSI.

[Iposepete TeuHocTTa B po3opyeTo. Ts TpsiOBa ia Ob/ie OE3BETHA JI0 CBETIOKBITA U MOXKE J1a
ChIbpKa MaJIKH O€JIM WM PO3payHy YacTUI. MOXKe CBILO /1a BUJUTE €IHO WM OBEUE BH3AYIIHH
MexypueTa. ToBa € HOpMaJHoO.

He HH)KCKTHpaﬁTe, AKO TCYHOCTTa € MbTHA C IPOMCHCH LBAT WJIN UMa I'OJICMU YaCTULIU. Axo He cTe
CUTYpHH, 00ajere ce Ha Bamms nekap nim apmarneBT 3a HOBa CIIPHHIIOBKA.
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2. HuxexTupaiite Tremfya ¢ npenBapuTeIHO HABJIHEHATA CIPUHIIOBKA

MaxHeTe npeAnasuTeNs Ha UIJIATA

XBaHeTe CIPUHIIOBKATA 32 TSUIOTO M M3IbpIIAliTe MPEANa3uTeNs Ha uriara Hanpea. HopmanHo e na
BUJHUTE KallKa OT TEYHOCTTA.

HNnkekTHpaiiTe B pAMKHTE Ha 5 MUHYTH cJle]l OTCTPAHSBaHETO HA NMpeANa3suTe/s Ha UIJaTa.
He cnaraiite npenmnasurens Ha Urjara oOpaTHO, Thil KATO TOBA MOXeE J1a YBPEIU UTJIaTa.

He noxocpaiiTe urnara 1 He O3BOJISABANTE [1a c€ JOKOCHE IO HAKAKBA MOBBPXHOCT.

He uznonssaiite Tremfya npeaBapuTeHO HaITbJIHEHA CIIPUHIIOBKA, aKo 5 u3mycHere. Obazere ce Ha
Bammst niexkap unu gapmaneBT 3a HOBa CIIPUHIIOBKA.

45°

Ho3unuonnpaiite npbCTUTE U BKApaiiTe Uriara

[locraere Bammus nasen, mokasaier U CpeieH NPbCT AUPEKTHO oA ¢yiaHena 3a NPbCTUTE, KAKTO €
IIOKA3aHo.

He noxocpaiiTe OyTanoTo WM y4acTbka HaJl uiaHena, Thil KaTo TOBa MOXE JIa aKTHBUPA
o0e3omacurens Ha Uriara.

C npyrara ppKa 3axBaHeTe KO)kaTa Ha MACTOTO 3a MHXKeKTupaHe. [locTaBeTe cCriprHIIOBKATa MO/ BI'bJI
0T OKO0JIO 45 rpajsyca KbM KOKaTa.

BaxHo e 1a 3axBaHeTe JOCTaThYHO KOKa, 32 12 HH/KEKTHPATe MO KOXKaTa, a HE B MyCKYyJa.
Bkapaiite urnata ¢ 6bp30 IBIKEHHE, KaTO Y€ XBBPIIATE CTPEIHYKA.
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OTnycHeTe KOKaTa U MPOMeHeTe MO3UNMATA HA pbKaTa
Cne cBoOOTHATA CH PBKa XBaHETE TAJIOTO Ha CIIPUHIIOBKATA.

HatucHere 0yTanoro
Croxere majena Ha Apyrara cu pbka BbpXy OyTaJOTO M IO HATUCHETE HA/L0J1Y, JOKATO CIIpe.

OTtnycHere 0yTaI0TO
Obe3onacuTensT 1e NOKPHE UrjaTa ! IIe 5 3aKJI0YH, KaTo U3Bad UIJIaTa OT KoXKara.
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3. Creln MHKEKTHPAHETO

HN3xBbpJeTe ynoTrpedeHaTa NpeIBAPUTETHO HATBJIHEHA CIIPHHIIOBKA

CrnoskeTe M3M0JI3BaHaTa CIIPUHIIOBKA B KOHTEHHED 32 OCTPH MPEAMETH BEIHAra Ciell ynoTpeoara.
He m3xBwprsiiTe npenBapuTeTHO HATBIHEHATA CIIPUHIIOBKA B JOMAITHUTE OTIIAABIIH.

KoraTto koHTelHEPHT € IIBJICH, U3XBBHPJIETE KaceTara Crope]] ykazanuara Ha Bamus nexap wiu
MEIUITMHCKA CecTpa.

IIpoBepeTe MACTOTO HA MH:KEKTHPaHe

Moxe na Ma MaJKo KOJIMYECTBO KPBB WIIM TEYHOCT Ha MSCTOTO Ha WHXKEKTHUPAHE.
[IpuTHcHeTe KOXKaTa ¢ mapye maMmyK WM MapjieH TaMITOH, JOKaTO €BEHTYaTHOTO KbpBEHE CIIpe.
He pa3TpuBaiiTe MACTOTO HAa HH)KEKTHPAHE.

AKO € He0O0XO0JMO, TOKPUITE MACTOTO HA MHXKEKTUPAHE C TPEBPH3KA.

Cera MHXEKTUPAHETO € 3aBBPIICHO!

>
\o
HNmare Hy:x12 0T momomx?

Ob6anere ce Ha Baius nekap, 3a 1a My 3aj1aJieTe BCUUKU BBIIPOCH, KOUTO MOXE Jla UMare. 3a
JIOMBIHUTEITHA TTOMOIII MJIH 32 Jia criojeuTe Baiero MHeHHe, BIDKTE B JIMCTOBKATa HH(pOPMAIIUITA 32
KOHTaKT ¢ Bamiusg MecteH npencraBuren.
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JlncroBka: undopmanus 3a noTpeduTeNs

Tremfya 100 mg uH:KeKIMOHEH PAa3TBOP B NMPEIBAPUTEIHO HATbJIHEHA MUCAJIKA
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, IIPEeIU 1A 3alI0YHeTe 12 U3M0JI3BaTe TOBA

JIEKAPCTBO, Thil KATO T ChAbLP:KA Ba:kHA 3a Bac nundopmanus.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKO UMaTe HIKaKBY JIOTBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus siekap, papmareBt niu
MEAMIMHCKA CEeCTpa.

- ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeJv, HE3aBUCHMO Y€ MPU3HAIIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.

- AKO TIOJTyYnTe HAKAKBU HEXKEJIAaHU PEaKluy, yBeraoMeTe Bamus jiekap, win papmareBt win
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BE3MOYKHU HEXKETIAHH PEaKI[IH, HEOITNCAHH B
Ta3W JUCTOBKA. BrokTe TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kaxkso npencrasnsaBa Tremfya u 3a KakBo ce n3non3sa
Kakgo Tps0Ba na 3Haete, npeau Aa usnoinssare Tremfya
Kak na m3nonzBare Tremfya

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpansBare Tremfya

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

Sk wnE

1. Kaxkso npeacraBassa Tremfya n 3a kakBo ce u3no/a3sa

Tremfya cbabprka aKTHBHOTO BEIIECTBO T'yCEIKYyMal, KOWTO MPEACTaBIIsIBA BU]I IPOTEHH, HAPECUCH
MOHOKJIOHAJIHO aHTUTSLJIO.

ToBa nexapcTBO JIeiicTBa KaTo OJOKHMpa aKTUBHOCTTA HAa MIPOTEHH, HapedeH [L-23, kolTo ce OTKpuBa B
TIOBHUIIIEHU HUBA MPH XOpa C IICOPHA3HC, IICOPUATUYCH apTPUT, YIIEpPO3eH KOIUT 1 OosecT Ha KpoH.

IlnakoB ncopuasuc
Tremfya ce u3mosn3ea 3a JieueHUe Ha Bb3PACTHH C YMEPEH 10 TEKBK “IUIAKOB IICOPHA3HUC”,
BB3NATUTEITHO ChCTOSHHE, 3acATaIl0 KOXKaTa U HOKTHTE.

Tremfya MOXKE Oa HO}:[O6pI/I CBhCTOAHHUETO HA KOKaTa U BbHITHUS BHUJ HA HOKTUTE U 1a HAMAJIU
CHMITTOMHUTE, KaTO HaIp. pa3ciosBaHe, JIOIIeHe, ChpOexk, O0IKa 1 TTapeHe.

IlcopuaTnyen apTpur

Tremfya ce n3znon3sa 3a jgedeHne Ha 3a00JsIBaHe, HAPEUEHO ,,[ICOPUATUIEH aPTPUT"* — BB3MATUTETHO
3a00JsiBaHE Ha CTABUTE, YECTO IBTH CHYETAHO C IUIAKOB IICOPHA3HC. AKO UMaTe IICOPHATHYEH apTPHT,
IbpBOHAYAIHO 1ie Bu ObaaT naBanu Apyru jekapcTBa. AKO HE Ce MOBJIHSIETE TOCTATHYHO JOOpE OT
MPUJIaraHeTo Ha Te3U JICKApCTBa WM IPU HEMIOHOCUMOCT, 11ie Bu 0b1e npunoxen Tremfya, 3a
HamaJsBaHe Ha MPU3HAIMTE U CUMIITOMUTE Ha 3a0ossiBaneTo. Tremfya Moxke Jia ce mpuiara
CaMOCTOSITEITHO WJIH C IPYTO JIEKapCTBO, HAPEUEHO METOTPEKCAT.

[Mpunaranero Ha Tremfya npu copuaTHYeH apTPUT IIe TOBIHsIe OIAroNPHUATHO PU3HAIIUTE U
CHUMIITOMUTE Ha 3a00JIsIBAHETO KAaTO TM HAMAaIIH, 11 3a0aBH yBPEXKJAHETO Ha XPYLIsijia U KOCTTa Ha
CTaBHTE U IlIe T0A00pH criocoOHOCTTa BU a M3BBpIIBaTE HOPMAIHU €KETHEBHU ICHHOCTH.

Yiauepo3en koauT

Tremfya ce u3mon3Ba 3a Jie4eHHE Ha BE3PACTHH C YMEPEH JI0 TEXBK YIEPO3eH KOJIUT —
BB3MAIUTETHO 3a00JsIBaHe HA YepBaTa. AKO MMaTe YJIIepo3eH KOJIHT, TbpBOHadaIHO e Bu Obaar
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JIaJICHU JIPYTH JIeKapcTBa. AKO HE ce MOBIUSIETE JJOCTATHYHO JI0OPE MITH HE MOXKETE J]a TOHACSTE Te3H
JeKapcTBa, Moke Ja Bu 0b1e npminoken Tremfya.

[Tpunaranero Ha Tremfya mpu yiepo3eH KoJUT Moxe Jia Bu nmoBiusie 0aronpusTHO, KaTO HaMaIu
MPU3HAIINTE ¥ CHMITTOMUTE Ha 3a00JIIBAHETO, BKIFOYUTETHO KbPBAaBUTE M3MPAXKHEHNS, HEOTIOKHATA
HY’XJ]a ¥ OpOsi Ha TIOCEIICHUATA B TOAIIETHATA, KOpeMHaTa 0OJIKa ¥ BH3MAJIEHUETO Ha JINTaBUIaTa Ha
yepBata. Te3u eeKTH MOrar Ja mogoopsAT crnocoOHocTTa BH a M3BBpIIBaTE HOPMAITHU CKEIHCBHH
JIEHHOCTH | J]a HAMAJIAT yMOpara.

Boaect na Kpon

Tremfya ce n3non3Ba 3a JedyeHne Ha BB3PACTHH C yMEpeHa 10 Texka (popma Ha Oosectta Ha KpoH,
BB3MAINTETHO 3200 siBaHe Ha yepBaTa. Ako mMare 6osect Ha Kpon, mepBo mie Bu ce magat npyru
JeKapcTBa. AKO HE ce MOBIKABATE NOCTAaTHYHO OT TE€3H JIEKapCTBa WM HE MOXKETE /1a T [TOHACATE,
Moxe na Bu ce mpunoxu Tremfya.

Ymorpebara Ha Tremfya npu 6omectra Ha Kpon moxe na Bu 6b1€ oT 1mon3a 3a HamansiBaHe Ha
MPU3HAIMTE U CUMIITOMUTE Ha 3a00JISIBAHETO KaTO IUapusi, KOpeMHa 00JKa 1 Bb3NajeHue Ha
JUTaBHIIATa HA YepBaTa. Te3u eekTH MoraT 1a moJoopsT cnocobHocTTa By 1a m3BbpmBaTe
HOPMAaJTHH €KeTHEBHU JEWHOCTH M J1a HaMaJIST yMOpaTa.

2. Kakso TpsdBa na 3Haere, npeau Aa usnospare Tremfya

He uznonssaiite Tremfya

o aKO CTC aJICPruiHu KbM I‘yCCJIKYMa6 WJIN KbM HAKOA OT OCTAaHAJIUTC CbCTAaBKU Ha TOBA
nexapcTBo (M30poeHu B Touka 6). AKO MHCIHTE, 4€ MOXKE J1a CTe aJepruIHH, TOCHBETBANTE ce C
Bamus nekap, npenu aa uznomseare Tremfya.

o aKO MMaTe aKTHBHA MH()EKIHs, BKIIOUYUTETHO aKTHBHA TyOepKyio3a.

IIpexynpesxnenusi U NpeAnasHu MepKU

I'oBopere ¢ Bamms nekap, ¢papmaneBT Wi MEAULIMHCKA CecTpa, Ipeau 1a usnonssare Tremfya:

o aKo ce JIEKyBaTe 3a HH(EKIus,

o aKo nMmarte MH(}EKUus, KOSTO He IPEMHHABA MM HEMPEKBbCHATO CE MOSBSBA OTHOBO;

o aKo “Marte TyOepKyJi03a MM cTe OMIIM B OJIN3BK KOHTAKT C YOBEK € TYOEpKyJ03a,

o aKO MUCIIUTE, Y€ UMaTe WHPEKIH WIM UMaTe CUMIITOMU Ha HH(EKUUs (BUXKTE MO-10Ty
,,BHUMaHHUE 32 MHPEKIIMU 1 AJIEPTHYHHN PEaKInuu‘);

o aKO HACKOPO CTE MMaJIM BAaKCHHAIIMS WIIM aKO TPSOBa Jia ce BAKCHHUPATE 10 BPEME Ha JICUCHHUE
¢ Tremfya.

AKO He cTe CUT'ypHU JIajIli HEelllo OT TOPHUTE ¢e OTHAcs J10 Bac, ropopere ¢ Baius siekap, GpapmarieBt
WM MEJUIIMHCKA CEeCTpa, Npean Aa u3noissare Tremfya.

I[Npenu na 3anouHeTe U3MoJI3BaHeTo Ha Tremfya u o Bpeme Ha JIeYeHHETO, MOXKE Jia Ce HaJIoXkKH J1a Bu
Ob/1aT HANPaBeHH KPbBHU M3CJICBAHUS, 3 []a CE POBEPH AJIM MMATe BUCOKU HUBA Ha
4epHOIPOOHHUTE EH3MMH, CIIOpe]l yKazaHusaTa Ha Bamms nexap. [ToBuiienne Ha HuBaTa Ha
YEepHOIPOOHHUTE EH3MMHU MOXE J1a Ce TIOJIyYH M0-4eCTO IPH MalUeHTH, JieKyBanu ¢ Tremfya Ha Bcekn
4 ceMHMITH, OTKOJIKOTO ITPH MAIMEHTH, JeKyBanu ¢ Tremfya Ha Bceku 8 cenmunu (BrkTe ,,Kak na
usnonsBate Tremfya” B Touka 3).

Buumanmne 3a HHeKIUM M AJIEPTHYHA PeaKIHu

Tremfya MMOTCHIMAJIHO MOXE a NPEAU3BUKA CCPUO3HU HEXKCITAaHN e(beKTH, BKJTFOUUTECIIHO aJICPTUIHA
peakuuu 1 nHPexkuuu. TpsaOBa 1a BHUMaBaTe 3a IPU3HALM HA TE€3U 3a00JIIBaHUs, JOKATO IpHeMaTe
Tremfya.

[Tpu3HaImTe WM CUMIITOMUTE HA HHGEKIIUA MOXKeE J]a BKIIOYBAT IMOBHUILICHA TEMIIEPATYypa U
TPUNONOJ00HN CUMIITOMH, MYCKYJIHU OOJIKH, KalllJIIa, HEAOCTUT HAa Bb3IyX, ApeHe PU YpUHUPAHE
WM ypPUHUPAHE TI0-9€CTO OT 00NYaifHOTO, KPBB B XpadyKuTe (CiTy3Ta), 3aryda Ha Terjio, THapus WiH
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0oJka B cTOMaxa, TOIUIA, 3aUepBeHa WIIH OOJIe3HEHA KOXKa, WM Bh3MAJICHH YYacTbhIIN TI0 TSIOTO,
KOHTO Ca Pa3JIMYHU OT TE3H TPH IICOpHa3Hca.

Cepuo3Hu anepruyHu peaxiuu ca Habmoaapanu ¢ Tremfya. CuMIiToMuTe MOXE J1a BKIFOYBAT
Mo{yBaHe Ha JINIETO, YCTHUTE, yCTaTa, €3UKa Wi T'bPIIOTO, 3aTPYAHEHO MPETThIaHe WK TUIlIaHe,
NpUMaSIBaHe WU 3aMastHOCT U YpTHKapHs, (BIKTE ,,CepHO3HN HEXKETaHH PEaKkIMu B TOUKa 4).

Crpete ynorpebata Ha Tremfya u kaxxete Ha Bamms jexap wiv noTbpcere He3a0aBHO METUITIHCKA
TIOMOIII, aKO 3a0eNIe)KUTe HIAKAKBH TPU3HAIIN, TOKa3Ballld Bb3MOXKHA CEPHO3HA ANePrUYHa PEaKIIHs
iy nHpeknus.

Jeua v roHOIIN
Tremfya He ce npenopbuBa 3a Jena 1 FOHOMIH Mo 18-roauIiIHa B3pacT, 3a10TO TOH HE € MPOyYBaH B
Ta3u Bb3pacToBa rpyIa.

JApyru nexkapcrBa u Tremfya

Kaxere na Bammus nexap wnu gpapmanent:

o aKo M3I10JI3BaTe, HACKOPO CTE M3I0J3BAIN WK € Bb3MOXKHO Jla 3M0I3BaTe APYTH JICKapCTBa.

. ako Hackopo Bu e npaBena wiu Tps0OBa na HampaBuTe BakcuHanus. He TpsioBa 1a Bu ce
TpuUjiarat HIKOW BaKCHHU (KWBU BaKCHHU), JOKaTO W3moi3Bare Tremfya.

BpemenHnocT n KbpMeHe

o Tremfya He TpsiOBa ga ce U3MOA3Ba IO BpeMe Ha OPEMEHHOCT, Thil KaTo epeKTUTE Ha TOBa
JIEKapCTBO TIPH OPEMEHHU JKEHH HE ca M3BECTHH. AKO CT€ KeHa C JIeTepOoJIeH MOTEHIINAI,
MperophYBa ce Aa n30sArBare Aa 3a0peMeHsBare U TpsAOBa Ja mpuiiarate moaxoasa
KOHTpalemnus, I0Kato unonspare Tremfya u B mpoabDKeHHE HA Hali-Maiko 12 ceamMunu cien
nocienHara n1o3a Ha Tremfya. [oBopere ¢ Bammus nekap ako cte OpeMeHHa, cMsITaTe, 4e MOXKe
Jla cTe OpeMeHHa WIIH IDIaHUpaTe OpPEeMEHHOCT.

° I'oBopere ¢ Bamus nekap, ako KbpMUTE WM IUIaHUpaTe Aa KbpMute. Bue u Bamusr nekap
TpsiOBa J1a peIuTe Aajy 1€ KbpPMUTE WM 1ie n3non3Bate Tremfya.

Ilopupane u padora ¢ MAILIMHU
Mauiko e BepositHo Tremfya na nosiuse ciocooHoctTa By 3a mogupane nwim padoTa ¢ MalIvHU.

Tremfya cbabp:ka noaucopoat 80

Tosa nekapcTBo chabpka 0,5 mg nomucop6ar 80 BbB BCsiKa MPEABAPUTEITHO HAMTBIIHEHA MMUCAITKA,
xouto ca ekBuBaieHTHH Ha 0,5 M@/ml. [TonucopbaruTe Morar jia MPUYMHST AJICPTUUHH PEAKIHH.
TpsiOBa na kaxkere Ha Baius jiekap, ako UMaTe yCTAHOBEHH aJIePIUH.

3. Kak na uznoaseare Tremfya

BuHaru usmnos3Baiite ToBa JIeKapCTBO TOYHO KakTo Bu ¢ ka3zan Bamusr iekap. AKO He CTe CUTYPHH,
nonuraiiTe Bamus jiekap uiu GapMarieBT.

KakBo xoaundectBo Tremfya ce npuiiara u 3a KOJIKO Bpeme
Bammusr siekap 1ie pemm KoJKko Ibro e Tpsosa qa nsnonssate Tremfya.

IInakoB ncopuasuc

. Ho3zara e 100 mg (chappxaHueTo HA | MpeaBapUTEIIHO HAITBITHEHA TTUCANKA), TPUIIOKEHA Ype3
WHXKEKITH 10T KoXKaTa (TI0IKOXKHa HHXKeKIus ). TS Moxke Ja ce moctaBu oT Bamms nekap wim
MEMIIMHCKA CecTpa.

o Crnen mppBara j03a Bue 1m1e nonyuyure ciensaiiara jo3a ciie] 4 CeIMUI | CJIe] TOBa Ipe3
8 ceamurry.
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IIcopmaTtuyeH apTpuUT

° Ho3zara e 100 mg (cpappikaHueTo Ha 1 peBapUTEITHO HAITBIHECHA TTHCANKA), TPHIOKEHA Upe3
WHKEKIHSI IO KokaTa (TIOIKOXKHA MHKEKITHsA). T MoXke J1a ce TIocTaBy OT Barmms jiekap wiiu
MEJUIIMHCKA CecTpa.

° Crnen mppBara 1032 Bue 1mie moiay4ure ciensaiara 103a ciie] 4 CeIMHUI U CJIe]l TOBa Tpe3
8 cenqmunu. [Tpu HAKOM ManueHTH ciien MbpBaTa jo3a Tremfya Moxxe 1a Ob/ie mpuiaraHa Ha
BcekH 4 ceamuny. Bammsar iexap 1ie perry KOoJIKO 9eCTo MOXe Jia mony4asare Tremfya.

YIIepo3eH KOAUT

Hauauso Ha JieyeHueTo:

o ITepBara no3a Tremfya e 200 mg u e Bu ce npuiioxu ot Baims ekap Wi MeIUInHCKa
cecTtpa upe3 MHTpaBeHo3Ha HH(y3ust (KankoBO BbB BeHa Ha pbkaTa). Cie/ mbpBata 703a Iie
MOJIyYHTE BTOPA J103a Cie/ 4 CeMHUITH, a CJIel TOBAa M TPETA 7032 CJe] OIle 4 CeIMHUIIH.

IHoanbpaxaino JieyeHune:

Iommeprkaimma mo3a Tremfya 100 mg wm 200 mg mie Bu ce mpumara upe3 HEKEKIHS IO KOJKaTa

(moako)KHA MHXKEKIHs). BarusaT exap 1me pery Kos MoAabpKaIia 103a e MoIydHuTe:

o Jo3za ot 100 mg me ce mpuinoxku 8 ceAMUIIN Clle] TpeTaTa 103a OT 3alI0YBaHE Ha JICUSHHUETO, a
CJIe]] TOBa Ha BCEKHU 8 CeJIMHUIIN.
o Jo3a ot 200 mg e ce npuioku 4 ceIMULIM CIIE] TPETaTa J103a OT 3all0YBaHE HA JICUCHHUETO, a

clIe]] TOBa HA BCEKU 4 ce IMMUIIH.

bonect Ha Kpon

HauyaJio Ha JIeueHHeTO:

JledenneTo MoXe J1a ce MPHUIIOKU Ype3 WHTPaABEHO3HA WH(Y3US WITH Ype3 TOAKOKHO MPIIIOKEHHUE:

. WuTpaBeno3na nadyswus: [IppBara no3a Tremfya e 200 mg u me Bu ce npmmoxku ot Bamms
JIeKap VI MEAMIIMHCKA CECTpa Ype3 MHTPaBEeHO3HA MH(Y3Hs (KallkOBO BHB BEHA Ha PHKaTa).
Crnen mbpBara J103a 1€ MOJYyYUTe BTOpa J03a ciie] 4 CeMUIy, a CJIe]] TOBa U TPeTa J03a CIIe]
omie 4 ceIMHIIA.

. [Nonkoxuo npunoxenne: [IppBata no3a Tremfya e 400 mg u me Bu ce mpmitoxu moj Koxara
(moaKoYKHA MHYKEKIINS), KaTO MOXKeE Ja Ce MPaBU Ha Pa3IHyHu MecTa Ha TsutoTo. Cien mppBara
Jto3a IIe MOJTYYuTe BTOpa JA03a ciied 4 ceAMUITH, a CJIe/ TOBa U TpeTa J03a clie]] omie 4 ceaMuIy.

Hoaabp:xama Tepanus:

IMoxabpikamia go3a Tremfya 100 mg wmu 200 mg e Bu ce nprsiara 4pe3 HHKEKIUS M0J] KO)KaTa

(moaKoyKHA MHXKEKIIKS). BamsaT iexap 1me perrd Kost OoAIbpIKaIla 1034 IIe MOIyYHTe:

o Jo3a ot 100 mg mie ce mpuioku 8 ceIMUIIM ClIe]] TPeTaTa J103a OT 3all0YBaHE Ha JICUCHHUETO, a
Clie/l TOBA Ha BCEKH 8 CeMHUIIH.
o Jo3a ot 200 mg mie ce mpuioku 4 ceIMULIM CJIe]] TPeTaTa J103a OT 3all0YBaHE Ha JICUCHHUETO, a

clIe]] TOBa HAa BCEKHU 4 ceIMMUIIN.

Bue 3aenHo ¢ Baius nekap Moxe Jia permre, ue Moxerte Ja npuiarare Tremfya camu, KaTo B TaKbB
ciy4vaii Bue e 0b1eTe monxo o o0y4ueHu Kak na nmkektupare Tremfya. ['oBopere ¢ Bamms
JIeKap WIH ¢ METUITMHCKA CECTpa, aKO MMaTe HIKAKBU BBIIPOCH OTHOCHO CAMOCTOSITEITHOTO
UHXEKTHpaHe. BayKHO € /1a He ce ONMUTBaTE Jla Ce MHKEKTHpATE CaMu, IOKaTO HE CTE O0YUYCHH OT
Bamms niekap wimm MeTUITMHCKA CecTpa.

3a nmoapoOHM yKa3aHHsl OTHOCHO yrorpebara Ha Tremfya mpouerere BHUMATEINHO ,, YKa3aHHATA 32
ynoTpeba“ npenu ynorpedara, KOUTO ca BKIIOYEHH B KAPTOHEHATa KyTHSL.

AKo cTe pueau MoBeye oT HeodxoauMara no3a Tremfya
Axo cTe mosry4niy moBede ot HeoOxoaumara 103a Tremfya uinm go3ara e IpuiIoKeHa Ho-paHo OT

NpeaANnrCaHoOTO, YBEAOMETC Bamms JICKap.

Ako cTe nponycHaau aa u3nojssare Tremfya
Axko 3a0paBuTe 1a HHXEKTUpaTe o03a Ha Tremfya, yBemomere Bammst nexap.
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AKo cte cripesu ynotpedara Ha Tremfya
He tps6Ba ma crimpare yrorpebara Ha Tremfya, 6e3 ma roBopute mbpBo ¢ Bammst nekap. Axo cripere
JICYCHUETO, Bammre cuMnToMu MOe 1a e TIOSBAT OTHORO.

AKO MMaTe HIKAKBH JIOIBIHUTEIHN BBIIPOCH, CBBP3aHU € YIOTpebara Ha TOBa JICKAPCTBO, MOMHTANTE
Bamws nekap, ¢papMarieBT WM MEJUIIMHCKA CeCTpa.
4, Bb3MokHY HeKeJIaHU peakIun

KakTo Bcuukmu JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HEIKCIIAHU PECAaKIIUH, BBIIPEKU Y€ HC
BCCKH T'U IIOJTy4aBa.

CepHo3HHM HEKeJIAHN peaKiuu
Kaxerte Ha Barms siexkap wim notepcere He3a0aBHO MEIUIIMHCKA TIOMOIIL, aKO TOTYYHUTE HAKOS OT
CJIETHUTE HEXKEJIaH! PCaKIUH:

Bb3MOKHE CEPHO3HH aJIePrUYHU peakuuu (Moxe ja 3acerHar jo 1 Ha 100 xymm) - mpusHanuTe
WIN CUMIITOMHUTE MOXeE Ja BKJIFOUBAT:

o 3aTpyIHEHHUE IPpH AUIIaHE U I'bITaHe

o HOyBaHE HA JIMLETO, YCTHUTE, €3UKA HIIH T'BPIIOTO

o CHJICH ChpPOEK Ha KOXKAaTa C YepBeH OOPUB MU ITBITKH
[ ]

IpuMaJIABaHE, HUCKO KPbBHO HAJIATraHE WK 3aMastHOCT

Jpyru Hexke1aHU peakuu
IIpeacraBeHuTe MO-A0Ty HEXETAHU PEAKLMH Ca JEKH A0 YMEPEHH. AKO HIKOS OT TE€3U HEXKeJIaHU
peaKIny CTaHe TeXXKa, KakeTe HezabaBHO Ha Bammms nekap, papManeBT WiIM MEAUIIMHCKA CECTPA.

Mmuoro 4yectu (Moxe 11a 3acerHaT nosede oT 1 Ha 10 gymm):
- WH(EKIMY Ha JUXATEITHUTE THTUIIA

Yectu (Moxe ga 3acersar g0 1 Ha 10 xymm):

- rj1aBo0oJINe

- 0osKa B cTaBUTE (apTpairus)

- Juapus

- MOBHUIIICHO HUBO Ha YEPHOAPOOHUTE EH3UMH B KPbBTa
- KOXKEH 00pHB

Heuectu (Moxe na 3acernar o 1 va 100 gymm):

- MOHIKEH Opoii Ha BHJ OeJ KPhBHU KJIETKH, HAPEYSHN HEYTPODUIH

- WHQEKIHU C XepIec CHMIUIEKC

- rbOMYHA HHPEKIUS Ha KOXKATa, HAPUMED MEKIY MPBCTUTE HA Kpakarta (Harp. aTieTHO
CTBIIAJIO0)

- CTOMAIITHO Pa3CTPONUCTBO (raCTPOEHTEPUT)

- yPTUKAPHS

- 3auepBsABaHe, Jpa3HEeHe WK O0JIKa Ha MSICTOTO HA MHXKEKTUPaHE

Penxu (Moxxe na 3acersar f0 1 Ha 1000 mymn):
- ajiepruyHa peaxius

Cho01aBaHe Ha HesKeJIAHH pPeakIuu

AKO TIOITyunTe HIKAKBU HEXEJIaHU JICKApCTBEHU Peakiln, yBegomere Bamus nekap, GapmaneBt win
MEIUIMHCKA cecTpa. ToBa BKIIIOUBAa BCUUKU Bb3MOXKHU HEONHMCAHM B Ta3M JIUCTOBKA HEXKEJIaHH
peakiuu. MoxeTe ChIIO JIa ChOOIIUTE HEXKENaH! PEaKIMu TUPEKTHO Ype3 HAI[OHATHATA CHCTEMAa 32
ChOOIIIaBaHE B:

WsmbiiHuTeHA areHuys 1o JieKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8
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1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Kato cpoOmiaBaTe HexXelIaHU peakiuy, MOKETe Ja AajeTe CBOs IPUHOC 3a MoJy4YaBaHe Ha TIOBEYe
nH(OpMAITHS OTHOCHO 0€3011aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na coxpansiBate Tremfya
Ja ce cbxpaHsBa Ha MSCTO, HEJOCTBIIHO 3a JIela.

He u3nosnspaiiTe ToBa I€KapcTBO €€l CPOKA HA TOAHOCT, OTOEIISA3aH BbPXY €THKETa Ha
NpeBapUTEIHO HATbIHEHATa IcalKa U KapToHeHaTta KyTus cief “["omen no:”. CpoKbT Ha TOAHOCT
0TroBaps Ha MOCIETHUS ACH OT MOCOYCHHS MECEIl.

CLXpaHHBaﬁTC MpEeABAPUTEIIHO HAITbJIHEHATA IMUCAJIKa BbB BbHIIIHATA KAPTOHEHA KYTHUs, 3a Aa CE
nmpeamnasy OoT CBETIMHA.

Ha ce cpxpanssa B xmagumHuk (2°C-8°C). Jla He ce 3ampassBa.
Ja He ce pa3kiama.

He usnosnsBaiite ToBa JIeKapCTBO, aKO 3a0€NEKHUTE, Ye JISKAPCTBOTO € MBTHO, C IIPOMEHEH LIBSIT HIIH
CbAbpiKa roJICMU YaCTUIIU. Hpezm yHOTpC6a HU3BAACTC KaAPTOHCHATA KYTUA OT XJIAAWJIHUKA, OCTaBETC
IpeIBapUTEIHO HATbJIHEHATA IMcajlKa B KAPTOHEHATa KyTHUs J1a IOCTUTHE CTaiiHa TeMIepaTypa, KaTto
n3yakare 30 MUHYTH.

ToBa jekapcTBO € caMo 3a eAHOKpaTHA yrnoTpeda. He M3XBhpIIsiiTe JiekapcTBaTa B KaHAIM3AIUATA
WK B KOHTeWHepa 3a qoMantan otrmaaein. [lomuraiite Bamus gpapmareBT kak 1a U3XBBPIIATES
JIeKapcTBaTa, KOUTO Beye He U3Io3Bare. Te3u MEepKH Ie CIIOMOTHAT 3a Ola3BaHe Ha OKOJHATa Cpefa.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HHpOpManus

KakBo cbabp:xa Tremfya

- AKTHBHOTO BEILIECTBO € Tycesikymad. Besika mpeiBapuTesTHO HAITbJIHEHA TTHCAJIKa ChIbpiKa
100 mg rycenkymab B 1 ml pa3rBop.

- Jpyrurte cbcTaBKH Ca XUCTHIMH, XUCTHIUH MOHOXHUIPOXJIOPU]] MOHOXHUAPAT, mojaucopoar 80
(E433), 3axapo3a u BOja 3a HHKEKIIHH.

Kak m3rie:xxna Tremfya u KakBo ChbABp:Ka ONaKOBKATA

Tremfya e OUCTBp, O€31BETEH 10 CBETIONKBIT HHKEKITHOHEH pa3TBop (MHkekuus). Toil e Hann4eH B
OTIaKOBKH, CHABPIKAIIH €HA MTPEIBAPUTEITHO HAITBTHEHA MICANIKa, M B TPYIIOBH OMTAKOBKH, CHCTOSIIN
Ce OT 2 KaPTOHEHH ONAKOBKH, ChABPIKAIIIM 10 | IpeaBapUTEIIHO HAITbJIHEHA Mucanka. He Bcuuku
BHJIOBE OITAKOBKHM MOTAT Jia ObJIaT ITyCHATH B TIpoaxoa.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoaguren
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus
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3a uHOpMAIHsI OTHOCHO TOBa JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI ITPEJICTABUTEN Ha

IpHUTEkKATEIS HAa pa3pelIeHUeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbbuarapus

»okKoHCHH & [IxoHCchH brarapus” EOOJ]
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

EA\LGoa

Janssen-Cilag ®apuoxevtikn Movonpdownn
A.EB.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: +33 15500 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.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 1610 300

Polska
Janssen-Cilag Polska Sp. z 0.0.
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@vistor.is

Italia
Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1

janssenita@its.jnj.com

Kvmpog

BopvéPog Xatinmavayng Atd

TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-Sl-safety@its.jnj.com

Slovenské 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

JlaTa Ha MOCJIEMHO Mpepasriie;kaane Ha JuctoBkarta 05/2025

IMonpoOHa nH(popMaIUs 3a TOBA JICKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHuus
1o JiekapcTBaTa: https://www.ema.europa.eu.
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Yka3zaHus 3a ynorpeda
Tremfya
IIpenBapurtenHo HanmbJHeHa nucaaka ot 100 mg

YCTPOMCTBO 3A EJJHOKPATHA YIIOTPEBA

Baxno

Axo Bammsr nexap peuu, ye Bue nian 4oBekbT, KOMTO ce rpuxu 3a Bac, MoxeTe a nmocTassiTe
nmkeknunte ¢ Tremfya Bkbinu, Bue TpsiOBa ga npemuHeTe 00yucHHE 3a MPaBUIHKS HAYMH HA
NPUTOTBSIHE U HHXXKeKTupaHe Ha Tremfya ¢ u3non3Bane Ha MPEIBAPUTEIHO HATBJIHEHATA MU CANIKA.
Mosst mpoueTeTe Te3u yKa3aHus 3a ynoTpeda, npeau aa usnonssate Tremfya npeaBapUTenHO
HaI'bJIHEHA MMCaNKa U BCEKU BT, KOTaTO MOJyYUTe HOBA MPEABAPUTENHO HAIIbJIHEHA Mucanka. Moxe
Ja ©Ma HoBa nH(opmanus. ToBa ykazaHnue 3a ynorpeda He 3aMecTBa pa3rosopa ¢ Bamms nekap
oTHOCHO Bamiero 3abonsBane niu jgedenueTo Bu.

Moutst, ipein 1a 3al04YHETe HHXKEKTUPAHETO, BHUMATEITHO POYETETE U JINCTOBKATa U 00CHAETE C
Bamms nekap wim ¢ MEJUIIMHCKA CECTPa BCUUKH BBIIPOCH, KOUTO MOXKE 1a UMATe.

Korarto nun:kexkTupare, 3a 1a HHKEKTHPATe J1aTa 1032, HATHCHETE JPbKKATa JOKPAid, 10KATO
3€JIEHOTO TSJIO MOBeYe He ce BHKIAA.

HE NIOBJIUT AVITE NIPEJIBAPUTEJIHO HAITBJIHEHATA ITACAJIKA no Bpeme Ha
HH/KEeKTHPaHeTO. AKO Io HanpaBuTe, MPeABAPUTETHO HAITbJHEHATa MUCAJIKA IIe ce OJIoKupa u
HSIMA /1a MOJIy4YHnTe IbJIHATA 1032,

m Nupopmanus 3a cbXpaHeHue
CpxpaHsBaiiTe B XJIAQWIHUK IIPU TemnepaTypa ot 2° go 8°C.
la He ce 3ampa3sBa.
Huxkora He pa3skiiammaiiTe npeaBapUTEIHO HallbIHEHATa IIHCANIKA.
CbxpaHsiBaiiTe IpeABAPUTETHO HATBJIHEHATA MUCAJIKA B OPUTHHATHATA ONAKOBKA, 32 J1a ce
NMpeanasy OT CBeTJIMHA U (U3NUYecKo yBpexKIaHe.
Coxpanssaiite Tremfya u Bcuuku JiekapcTBa Ha MACTO, HEAOCTHITHO 32 JeNa.

>
o
Hmate Hy:Xk1a OT moMou?

O6aL[eTe ce Ha Bamms JICKAp, 3a Aa MYy 3a4aA€TC BCUYKU BBIIPOCHU, KOUTO MOKEC a UMATeC. 3a
JOITBJIHUTCIIHA ITOMOI MJIM 3a Aa CIIOACIIMTC BAII€TO MHCHHUEC, BUKTC B JIMCTOBKAaTa I/IH(i)OpMaIII/ISITa 3a
KOHTAaKT ¢ Bamms mecteH npeaACTaBUTCIIL.
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Onucanue Ha NpeABAPUTEIHO HAITbJIHCHATA MHUCAJIKA

IIpeau ynorpeda Caen ynorpeda

Jpbxka

=

IIpo3opue

TSIJIO HE CE
BIDK]IA.

o

IIpeanasuren
HA UIJaTa :
|

I 1
N
—

Kanauka Ha nucankara
MaxHeTe Kanaukara,

KOTaTo CTe TOTOBH Jia
nmKekTupate (Brkre CThIKa 2).

Ille nmaTe Hy/1a OT Te3H MaTepHATH:

* 1 TAMIOH CBC CHUPT

* 1 mapye naMyK HJIM MapJieH TAaMIIOH

* 1 anxe3uBHA NpeBpPH3Ka

* 1 koHTeiiHep 3a ocTpu mpenmeTn (Bmkre cThika 3)
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Hpbxkara ce
HaTHUCKa JIOKpaid
HaJoJIy.
3ej1eHO0 TAJI0 A0y
ﬂ 3eIIeH0TO

Cnen moBaurate
MPeINa3uTeNAT Ha
WIJIaTa ce 3aKII04YBa
U Ce BIDKA )KbJITaTa
HBHIIA.

He nosauraiite no
BpeMe Ha
HHKEKTHPAHETO.



1. IIpurorsere ce 3a MHKEKTHPaHe

IIpoBepere kapToHeHaTa KyTHs U ocTaBeTe Tremfya 1a 1ocTUrHe cTaiiHa TeMmeparypa
M3Banere kKapToOHEHATa KyTHUS C TIPEIBAPUTEIIHO HAITBIHEHATA MHCAIIKA OT XJIaJMITHHKA.

OcraBeTe MpeABapUTEIHO HAITBJIHCHATA ITHCATKA B KAPTOHEHATa KYTHS | 5 IOCTAaBETEe BbPXY PaBHA
MOBBPXHOCT Ha cTaiiHa TeMmepaTypa 3a npudansureano 30 MUHYTH peiu ynoTpeba.

He 3aTomuisiiiTe Mo HUKAaKbB IPYT HAUMH.

IIpoBepeTe faTaTa Ha cpoka Ha rOAHOCT (,,I'0eH 10:*) BbpXYy KapTOHEHATa KyTHSL.

He u3noua3Baiite, ako CpOKBT Ha TOTHOCT € U3TEKBII.

He umxekTupaiite, ako 3ame4aTBaHeTO HAa KapTOHEHaTa KyTHs € HapymieHo. O0azete ce Ha Bamms
Jexap win (hapManeBT 3a HOBA MPEIBApUTEIHO HAITBIHEHA ITHCAJIKA.

S

H36epeTe MSICTO HA MHAKEKTUPAaHe
M36epere HAKOU OT CIEAHUTE YIACTHIIN 32 HHXKEKTHPAHE:

. IIpeana yact Ha 6eapaTa (IPETOPHUUTEITHO)
. JonHa yacT Ha Kopema

He un:kexTHpaiite B 001acTTa Ha 5 CAHTUMETPA OKOJIO ITBIIA.
o 3anHaTa 4acT Ha MUIITHUIUTE (aKO APYT MOCTaBA WH)KEKIIHSTA)
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He umxkektupaiite B 0oJe3HeHa, HACHHEHA, 3a4EPBCHA, JIIOIIEINA ce, YaeOeIeHa KoxKa HiTH KOXkKa ¢
0ee3u Wim CTPUH.

WN3muiiTe pbuere cu
Nzmmniite mobpe phIieTe CH ChC CaIlyH U TOILIA BOAA.

ITouncrere MsICTOTO HA MHKEKTHPaHE

[TouncreTe M30paHOTO MSICTO Haa MHXKEKTUPAHE C TAMIIOH ChC CITUPT U I'O OCTABETE J]a U3ChXHE.
He nokocsaiite, He BEUTE U HE lyXaWTe BbPXY MACTOTO 3a MHKEKTUPAHE, el KaTo CTe IO
ITOYHUCTHUIIN.

IIpoBepeTe TeyHOCTTA B MPO30PUYETO

W3BaneTe npeaBapuTeTHO HATBITHEHATA MTUCATIKA OT KAPTOHEHATA KYTHSI.

IIpoBepere TeunocTTa B Ipo3opueTo. Ts TpsOBa ma Obae Oe3BETHA IO CBETIIOKBIITA U MOXKE Ja
ChABPIKA MAJIKKH OCJI WK MPO3PAYHH YaCTHIIA. MOXKE ChILO J1a BUAMTE €IHO UM MTOBEYUES Bh3YIITHH
Mexypuera. ToBa € HopMaITHO.

He unxexTupaiite, ako TEUHOCTTA €:

. MBTHa,
. C TIPOMEHEH IBST WU
. HAMa TOJIEMH YaCTHUILIH.

AKo He cTe CHT'YpHH, 00ajieTe ce Ha Bamms siekap wim gapmaiieBT 3a HOBa IPEIBAPUTEITHO
HaIThTHEHA ITHCAJTKA.

169



2. HNuxextupaiite Tremfya ¢ npenBapuTeTHo HAbJIHEHATA MUCAJIKA

225 h

H3abpnaiiTe kanaykaTa Ha NMCAJIKATA, KOTaTO CTe FTOTOBU 32 MHKEKTHPaHe

He noxocpaiite npeanasuTeis Ha UIJiata clie]l OTCTpaHsiBaHe Ha Karnadkarta Ha nucaikata. HopmanHo
€ 1a BUAUTC HAKOJIKO KallKl TECYHOCT.

HNnxexTHpaliTe B pAMKUTE HA S MUHYTH CJIe]l OTCTPAHSIBAHETO HA KANlA4KAaTa.

He nmocTapsiite kamaukaTta oOpatHo. ToBa MOXke Ja YBpeIu Uriara.

He u3nomnsBaiiTe npenBapuTeIHO HaTbIHEHATA MUCAJIKA, aKO CTE A M3ITyCHAJH ClIe/l OTCTPaHsIBaHE Ha
KaraykaTa.

Obanere ce Ha Bamms nekap mimm apMarieBT 3a HOBa IIPEBAPUTEITHO HAITBIHEHA TTHCAJTKA.

ITocTaBeTe THPEKTHO BHPXY KOKATA

Hatucnere APBKKaTa HAA0Jay uoxpaﬁ, AOKATO 3€JICHOTO THJIO MOBEYEC HEC CC€ BHKIA

HE INOBJIUTAVTE MPEJABAPUTEJTHO HAITBJIHEHATA MU CAJIKA 110 BPEME HA
NH/KEKTUPAHETO!

AKO ro HanpaBuTe, IPEANA3UTENAT HA UTJIaTa 1Ie Ce 3aKJIIOUH, 111€ CE ITOKaXe KbJITa UBULA U HIMa J1a
MOJIyYUTE LisJIaTa Jo3a.

Moske na uyeTe IpakBaHe, KOraTo HHXKEKIUATA 3ano4se. [IpoabsikaBaiiTe 1a HaTUCKATE.
AKo0 MoYyBCTBaTe ChNPOTHBA, MPOABJIAKETE 1a HaTHCKaTe. ToBa e HOpMaIHO.

JlexapcTBOTO ce MHXKEKTHUPA, TOKaTO HaTHCKare. HampaBeTe ToBa ¢hC CKOPOCT, KOATO € KoM(OpTHA 3a
Bac.
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YBepere ce, 4e HHIKEKTHPAHETO € 3aBbPIIUIIO

HNmxekiusTa e 3aBbPIICHA, KOraTo:

° 3€JIEHOTO TSJIO MOBeYe He ce BHKAA
° MOBeUe He MOXKETE J1a HAaTHCHEeTE IPBIKKATa HaIOIy
° MOJKE JIa dyeTe IpaKBaHe

1

Baurnere npaso Harope
JKbnTaTa uBHUIA TOKa3Ba, Y€ MPEANA3UTEISIT HA UTJIaTa € 3aKJIIOUCH.
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3. Creln MHKEKTHPAHETO

H3xBBpJieTe M3NMO0I3BAHATA NIPEIBAPUTEIHO HATbJIHEHA MHCATKA

CrnosxeTe U3M0I3BaHaTa MPeIBAPUTEIHO HAITbIHEHA MTHCAlIKa B KOHTEHHEp 3a OCTPHU NpPEeAMETH
BeJHara ciiejl ynorpedara.

YBepere ce, 4ye 11e U3XBbPIUTE KOLIUETO 3a OTHAIbLU CIIOPE] YKa3aHuATa Ha Bamus nekap unu
MEIMIMHCKA CECTPa, KOraTo KOHTEHHEPHT € MbJIEH.

He u3xBbpisiiTe npeaBapUTeIHO HAITBJIHEHATA MMCAJIKA B KOHTEHHEPa 3a TOMAIIIHU OTIaIbLH.
He peuuxnupaiiTe U3Moi3BaHUs KOHTEHHED 32 U3XBBPJSIHE HA OCTPU IPEIMETH.

IIpoBepeTe MACTOTO HA MH:KEKTHPaHe

Mosxe 1a Ma MaJIKO KOJIMYECTBO KPBB WIIM TEYHOCT Ha MSICTOTO Ha WH)KEKTHUPAHE.
[MpuTHCHETE KOXKaTa ¢ IMapue MaMyK WIH MapiieH TaMIIOH, JOKaTO €BEHTYyaTHOTO KbPBEHE CIIpe.
He pa3TpuBaiiTe MACTOTO HAa HH)KEKTHPAHE.

AK0 € He0O0X0AMMO, MOKPHHTE MICTOTO Ha MHKEKTHUPAHE C TPEBPBH3Ka.

Cera MHXEKTUPAHETO € 3aBBPILICHO!
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JlncroBka: undopmanus 3a norpeduTeNs

Tremfya 200 mg nH:keKIHOHEH PAa3TBOP B MPeABAPHTEIHO HANTBJIHEHA CIPHHIIOBKA
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NIPeIH 12 3aNI0YHETe /1a U3M0J3BaTe TOBA

JIEKAPCTBO, Thil KATO T ChAbLP:KA Ba:kHA 3a Bac nundopmanus.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKO UMaTe HIKaKBY JIOTBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus siekap, papmareBt niu
MEAMIMHCKA CEeCTpa.

- ToBa siekapcTBO € npeanucano JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To moxe
Jla M HaBpeJv, HE3aBUCHMO Y€ MPU3HAIIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.

- AKO TIOJTyYnTe HAKAKBU HEXKEJIAaHU PEaKluy, yBeraoMeTe Bamus jiekap, win papmareBt win
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BE3MOYKHU HEXKETIAHH PEaKI[IH, HEOITNCAHH B
Ta3W JUCTOBKA. BrokTe TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kaxkso npencrasnsBa Tremfya u 3a KakBo ce n3non3sa
Kakgo Tps0Ba na 3Haete, npeau Aa usnoinssare Tremfya
Kak na m3nonzBare Tremfya

BBb3M0KHM HEXETaHU pEeaKLUU

Kak na cexpansBare Tremfya

ChbabppkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

Sk wnE

1. KakBo npeacraBasiBa Tremfya u 3a KakBo ce H3M0/13Ba

Tremfya cbabpika akTHBHOTO BEIIECTBO TyCETKYyMal, KOWTO MPEACTaBIsABa BUI IPOTEUH, HApEUeH
MOHOKJIOHAJIHO aHTUTSLJIO.

ToBa nexapcTBO JIeiicTBa KaTo OJOKHMpa aKTUBHOCTTA HAa MIPOTEHH, HapedeH [L-23, kolTo ce OTKpuBa B
TIOBHUIIIEHW HUBA MPH X0Opa C YILEPO3eH KOIUT U Ooinect Ha KpoH.

Yiauepo3eH KoauT

Tremfya ce n3non3sa 3a JedeHNe Ha Bb3PACTHU C YMEPEH JI0 TeXBK YIIEPO3eH KOJIHT —
BB3MAINUTEIHO 3a00JIIBaHE HA uepBaTa. AKO UMaTe yJILEepO3eH KOIUT, IbpBOHAYaNHO e Bu Obaat
JasieHu ApYyTH JeKapcTBa. AKO HE Ce MOBIUSIETE JOCTaThYHO 100pe MM HE MOXKETE Jja TIOHACSTE Te3H
JeKapcTBa, Moke 1a Bu 0b1e npunoxen Tremfya.

[Tpunaranero Ha Tremfya npu ynuepo3eH KoJuT Moke J1a Bu nmosnusie 61aronpuaTHo, KaTo HaMallu
NPU3HALKUTE U CUMIITOMUTE Ha 3a00JI5IBAHETO, BKIIOYUTEIHO KbPBABUTE M3NPAKHEHUS, HEOTIOKHATA
HYX/1a ¥ Oposi Ha MOCEIICHUATa B TOAJICTHATA, KOpEMHATa 00JIKa U BB3MAJICHUETO Ha JIMTaBUIaTa Ha
yepBaTa. Te3u eextn Morat 1a mogoOpsT cnocodHoctTa By 1a n3BbpIiIBaTe HOPMAJIHU €XKETHEBHN
JEHHOCTHU U J]a HAMAJISIT yMOparTa.

Bousect Ha Kpon

Tremfya ce nznon3Ba 3a JeyeHWe Ha BH3PACTHU C yMEPEHa /10 Texka (opma Ha Gosectta Ha KpoH,
BB3MAINTEIHO 3a00JIsBaHe HA yepBaTa. Ako uMmate 6onect Ha Kpon, mepBo me Bu ce nagar npyru
JieKapcTBa. AKO He ce MOBJIUABATE JOCTaThYHO OT T€3U JICKapCTBa WIX HE MOXETE J1a TU II0OHACsTE,
Moxe na Bu ce mpunoxu Tremfya.

Ynorpebara va Tremfya npu 6onecrra Ha KpoH Moxke ja Bu ObJie OT 1mosnza 3a HamalisiBaHe Ha
NPU3HAIMTE ¥ CUMIITOMUTE Ha 3a00JISIBAHETO KaTO IHapusi, KOpeMHa 00JIKa U Bb3MaleHue Ha
JUraBUIaTa Ha yepBaTa. Te3u edexTn Morar aa nopoopst cnocodHocrra Bu na n3sbpiBare
HOpPMAaJIHU €XEJTHEBHU JICHHOCTH U J1a HaMaJIsT yMopara.
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2. KakBo TpsioBa 1a 3HaeTe, npeau 1a u3noiassare Tremfya

He n3nonssaiite Tremfya

o aKO CTe QJICPTUYHU KbM TYCEIIKYMal MM KbM HSAKOS OT OCTaHAJIUTE ChCTaBKU Ha TOBA
JIeKapCTBO (M30pOCHU B TOUKA 6). AKO MUCIHUTE, Y€ MOXKE Ja CTE aJCpTUIHH, TOCHBETBANTE CE C
Bamms nekap, npenu aa nznonseare Tremfya.

o aKo MMaTe aKTUBHA MH()EKIWS, BKIIOYUTEITHO aKTUBHA TyOepKyo3a.

IpenynpesxaeHust U Mpeana3sHu MEPKH
T'oBopere ¢ Bamms nekap, papmarieBT niin MEJUIIMHCKA CECTpa, Mpean Aa ninomssare Tremfya:

o aKo ce JeKyBaTe 3a WH(EKITHUS;

o aKo MMaTe MH(MEKIHs, KOSATO He MPEMHHAaBA MM HETIPEKBCHATO CE MOSBSABA OTHOBO;

o aKo MMarte TyOepKyio3a WiIr cTe OMIr B OMU3BK KOHTAKT C YOBEK C TYOEepKYyII03a;

o aKO MHCIIUTE, Y€ nMaTe MHQEKINS WK HMaTe CUMIITOMH Ha HHMEKIHS (BUKTE MO-T0ITY

,,BHUMaHUe 32 MHPEKINN 1 alepTHYHI PeaKkLnuu );

o aKO HACKOPO CTE MMaJIM BAKCHHALIUS WM aKo TPAOBa J]a ce BAKCHHUPATE M0 BpeMe Ha JICUCHHUE
¢ Tremfya.

AKO He cTe CUT'ypHU JIajIli HEelllo OT TOPHUTE ¢e OTHAcs 10 Bac, ropopere ¢ Baius siekap, Gpapmarest
WM METUIIMHCKA CEeCTpa, Npean Aa u3noissare Tremfya.

[Ipenu ma 3amouneTe n3mon3BaHeTo Ha Tremfya u Mo BpeMe Ha Ie9eHHEeTO, MOXKe J]a ce HAIOXKH Ja Bu
ObJaT HaNpaBeHU KPHBHH U3CIICABAHUS, 32 Ja CE IIPOBEPH JIAJIM MMaTe BUCOKH HUBA Ha
YepHOAPOOHHUTE CH3UMHU, CIIOpe]] YKazaHusTa Ha Bamms nekap. [ToBuinenne Ha HUBaTa Ha
YepHOJAPOOHHUTE CH3MMHU MOXKE JIa CE TIOTY4H T0-4eCTO MPH MaueHTH, IekyBaHu ¢ Tremfya Ha Bceku
4 cenMUIIM, OTKOJIKOTO MPH MallUeHTH, JIeKyBaHu ¢ Tremfya Ha Bceku 8 cenmuiu (BuxTe ,,Kak na
usnonssare Tremfya” B Touka 3).

Buumanue 3a I/lH(l)eKIII/II/I " AJIEPruvHUu peaKkuumn

Tremfya noreHIpagIHo MoXKea MPeIn3BUKa CEPUO3HU HeXeIaHu e()EeKTH, BKIIFOUUTEITHO aJISPrUYHN
p€aKkuuu n I/IH(l)eKLII/II/I. TpH6Ba Ja BHUMABATC 34 IIPU3HALIK Ha TC3U 3a6OJ'I$IBaHI/I$I, AO0KaToO NpueMaTe
Tremfya.

[Ipu3HanyTe I CUMITOMUTE HAa MHQEKIIUY MOXeE Jja BKIIOYBAT MIOBUILIECHA TEMIIEpaTypa WIn
TPUNONOJO00HN CUMIITOMH, MYCKYJIHU OOJIKH, KaIllJINLA, HEAOCTUT Ha Bb3IyX, ApeHE PU YPUHUPaAHE
W YPUHUPAHE [M0-9eCTO OT 00MYaiiHOTO, KPBB B XpauKuTe (CIy3Ta), 3aryda Ha TerJio, AUapus Uiu
OoJika B CTOMaxa, TOIUIA, 3a4epBEHa WM OO0JIe3HEHA K0XKa, WK Bh3MaJICH! Y4acThLH 110 TSUIOTO.

Cepuo3Hu aliepruyHu peaxiuu ca Hadoaapanu ¢ Tremfya. CUMIITOMHTE MOXKE Jla BKJIFOYBAT
MOJlyBaHe Ha JIUIETO, YCTHUTE, yCTaTa, €3MKa WK I'bPJIOTO, 3aTPYAHEHO NMPErIbIIaHe WK TUILaHE,
NpUMasIBaHe WU 3aMastHOCT U ypTHKapHs, (BHKTe ,,CEepHO3HN HEXKETaHH PEakIMu’ B TOUKa 4).

Crpete ynorpebata Ha Tremfya u kaxxeTe Ha Barius jekap Wi noTbpcere He3a0aBHO MEIUIIMHCKA
MOMOIII, aKO 320eJIeKNTE HAKAKBY MPU3HAIY, TOKA3BAIM Bb3MOXHA CEPHO3HA aJIEPTUYHA PEAKIIHS
i nHpekuus.

Jeua v roHomM
Tremfya He ce npenopbuBa 3a Jiena U FOHOIIH Mo/ 18-roauIiiHa BE3pacT, 3al0TO TOH HE € MPOyYBaH B
Ta3|u Bb3pacToBa rpyIa.

JApyrn nekapcrBa u Tremfya

Kaxere na Bammus nexap wnu gpapmanenT:

o aKO M3I0JI3BaTe, HACKOPO CTE M3IOJI3BAIN WM € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKapCTBA.

o ako Hackopo Bu e npaBena wiu TpsiOBa 1a HampaBuTe BakcuHauus. He TpsioBa na Bu ce
npuiarat HIKOW BaKCHHHU (KMBH BaKCHHH), JIOKaTO u3nonseare Tremfya.
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bpeMeHHOCT M KbpMeHe

. Tremfya He TpsOBa Ja ce U3MOa3Ba IO BpeMe Ha OPEMEHHOCT, Thil KaTo €PEKTUTE HA TOBA
JIEKapCcTBO TIpY OpEeMEeHHH KeHH HE ca M3BECTHH. AKO CTe )KEHa C IETEPOICH MOTEHITHAT,
MpernophYBa ce Ja u3dsArBare Aa 3a0peMeHsBaTe U TpsAOBa Ja Mpuiiarate MoIxoAsa
KOHTpAIEIIHs, JoKaTo u3noi3sate Tremfya u B mpoxbkeHUE HA Haii-Manko 12 cenMuIy ciies
nocneaHarta no3a Ha Tremfya. ['oBopere ¢ Bamms nekap ako cre OpemMeHHa, cMsTaTe, 4e MOXKe
Jla cTe OpeMeHHa WK ITIaHupaTe OpeMEHHOCT.

. T'oBopete ¢ Bamus nekap, ako KbpMUTE WK IJIaHUpaTe Ja kbpmute. Bue n Bamust nexap
TpsAOBa J]a pelInTe Aajlu e KbpMUTE WK Iie u3non3BaTe Tremfya.

Ilodupane u padoTa ¢ MAIIIHHH
Mako e BepositHo Tremfya na noenusie ciocooHocTTa B 32 modmpane win pabota ¢ MaluHH.

Tremfya coabp:xa moaucopéar 80

ToBa nekapcTBO chabpka 1 mg momucopbat 80 BbB BCsAKA MPEIBAPUTEIIHO HAITBIHEHA CITPUHIIOBKA,
KouTo ca ekBuBasieHTHH Ha 0,5 mg/ml. ITonucopGaTuTe Morar a MPUIMHAT aICPTUYHH PEAKIHH.
TpsioBa 1a Kaxere Ha Bamms nekap, ako ©Mare yCTaHOBEHH allePTHH.

3. Kak na uznoassare Tremfya

Bunaru n3nonsBaiite ToBa JekapcTBO TOUHO KakTo Bu e xazan BamusT nekap. Ako He CTe CUTYpHH,
nonuraiiTe Bamus jiekap uiu GapMarieBT.

KakBo xoianvectBo Tremfya ce npuiara u 3a KoJiko Bpeme
Bammst nekap e pemm KoiaKo ABIro e TpsioBa aa u3non3sare Tremfya.

Yarepo3eH KOIUT

Hauaiio Ha JieyeHHeTO:

. [TepBara no3a Tremfya e 200 mg u me Bu ce npunoxu ot Bamms nexap wim MeuIUHCKA
cecTpa upe3 MHTpaBeHo3Ha HH(Y3usl (KalkoBO BbB BeHa Ha pbkata). Ciiel] mbpBaTa /103a Iie
MOJIyYMTE BTOPA J103a ciiel 4 ceMHUILIH, a ciie]l TOBa U TPeTa J03a ciiell oule 4 CeIMHIIH.

HMoxabpaxano jJevyenne:

[Moxabprkamia go3a Tremfya 100 mg umu 200 mg e Bu ce npuiara 4pe3 WHKEKIUS 1M0]] KOXKaTa

(moakoKHA MHXKEKIHsT). BammsT jekap e peru Kost oIbpiKalla 103a 1ie MOIyquTe:

. Jo3a ot 100 mg 1iie ce mpuitoku 8 ceqMUIIM Clie/ TPeTaTa /103a OT 3al0YBaHE HA JICUCHUETO, a
cJIe]] TOBA HA BCEKU 8 CeMMUILIH.
. Jo3a ot 200 mg 1ie ce mpuiIoku 4 CeIMUIIM CIIe] TPETaTa /1032 OT 3al0YBaHE HA JICUCHUETO, a

CJIE]I TOBA Ha BCEKU 4 ceIMMUIIN.

boaect Ha Kpon

Hauaso Ha JieyeHHeTO:

JleueHneTo MOXKe Aa ce MPUIIOKH Ype3 HHTPABEHO3HA HH(Y3HS UK Upe3 MOJKOKHO MPUIIOKEHHE:

. WNutpaBeno3na undysus: [IbpBara no3a Tremfya e 200 mg u me Bu ce npuioxku ot Barims
JieKap WK MEAMIIMHCKA CECTpa Upe3 MHTPaBEeHO3HA MH(Y3Hs (KallKkOBO BB BEHA HAa PHKATA).
Crnen mppBara 032 I1€ MOJIyYUTe BTOpa 032 ciiel] 4 CeMUITH, a CIIe]] TOBA M TPeTa J03a CIIe]
omre 4 cenMuIIy.

. IMoaxoxuHo npunoxenue: [IbpBara no3a Tremfya e 400 mg u 11e Bu ce npuitoxxu 1o koxkaTta
(moKoXKHA MHKEKIINSA), KATO MOXE J1a C MPABU Ha Pa3IHYHK MecTa Ha TsutoTo. Cren mbpBara
J103a 11e TIoJIy4nTe BTOpa J03a cliesl 4 ceIMUIIY, a Cile]] TOBa U TPeTa J103a ciie] ole 4 ceaMHIIN.

Hoaabpaama Tepanus:

Hoxnbprkama no3a Tremfya 100 mg nim 200 mg e Bu ce npuitara upe3 HHXEKIHS 1101 KoXkKaTa

(momkoXKHA MHXKEKIWsA). BarmsaT ekap 1me pemd Kos Mo IbpiKaIia 1032 e MoJIyduTe:

. Jo3a ot 100 mg mie ce mpunoxu 8 ceAMUIIN CIIe ] TPeTaTa 1032 OT 3a[I0YBaHE HA JICUSCHHUETO, a
cJIe]] TOBA HA BCEKU 8 CeMMUILIN.
. Jo3a ot 200 mg e ce mpuoku 4 ceIMUIIN CIIe ] TPETaTa J103a OT 3a[I0YBAaHE HA JICUCHHUETO, a

CJIE]I TOBA HA BCEKHU 4 CEIMUIIN.
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Bue 3aeqno ¢ Bamms gexap Moe ga pemmre, e MoxeTe na npmiarate Tremfya camu, KaTo B TAKBB
ciydaii Bue me ObaeTe nogxonsio odydeHn Kak ga nwkektupare Tremfya. ['oBopere ¢ Bamms
JIEKap WIM ¢ MEJUIMHCKA CECTPA, aKO UMATE HAKAKBU BBIIPOCH OTHOCHO CAMOCTOSITEIIHOTO
MH)XKEKTUpaHe. BakHO € /1a He ce onuTBaTe 1a Ce MHXKEKTHpAaTe CaMH, I0OKaTo HE CTE 0Oy4eHH OT
Bamms nekap uim MeIUIMHCKA CECTpa.

3a moapoOHM yKa3aHUs OTHOCHO yroTpebara Ha Tremfya mpodereTe BHUMATENHO ,,Y Ka3aHHSTA 32
yrnotpeba“ mpeau ynorpedara, KOUTO ca BKIIOYSHH B KAPTOHEHATa KYTHS.

AKoO cTe puesn MoBeye 0T HeodOxoauMara n03a Tremfya
AKO cTe MoJTyyniy oBeue oT HeoOxonumara o3a Tremfya win no3ara e mpuiIokeHa o-paHo oT
MpeUCcaHoTo, yBegoMeTe Bamus nexap.

AKo cTe nmponycHauu aa usnoJ3Bare Tremfya
Ako 3abpaBute na mHKeKkTupare 1o03a Ha Tremfya, yBemomere Bammmst mexap.

AKo cTe crpeju ynorpeoara Ha Tremfya
He Tpsa6Ba na cnimpate ynorpebara Ha Tremfya, 6e3 aa roBopute mbpBo ¢ Bamms nekap. Axo cripere
JICYCHHUCTO, Bamire cuMnToMu Moxe Ja C€ MOABAT OTHOBO.

AX0 MMaTe HAKaKBH JOIBIHUTEIHH BBIIPOCH, CBBP3aHH C YIOTpeOaTa Ha TOBA JIEKAPCTBO, HOMHUTANTE
Bamms nekap, ¢papmaneBT il MEAUIUHCKA CeCcTpa.
4. Bb3MOKHHN HeKeTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HEXKCIAHU PEaKIIUH, BBIIPEKU Y€ HC
BCCKH T'U IIOJTy4aBa.

CCDI/I03HI/I HEKCJIAHU PCAKIINH
Kaxere na Bamms JICKAp WU MOTHPCCTE He3a0aBHO MCIUIMHCKA TIOMOII, aKO IOJYYUTC HAKOA OT
CJICOHUTC HCIKCIIAHU PCAKIUH:

Bb3MOKHY CeprO3HH aleprUYHU peakuun (Moxe Aa 3acerrar 70 1 Ha 100 gymm) — npu3Hanure
WM CUMIITOMHUTE MOYE J1a BKIFOUYBAT:

L4 3aTPYAHCHHUC TP AUIIAHE U I'bJITAHC

L4 IMOAYBAHC HaA JIUIETO, YCTHUTE, C3UKaA UJIU I'bPJIOTO

L4 CHIJICH C'bp6e)l( Ha KO’KaTa C YCpBCH 06pI/IB WA ITBITIKH
[ ]

MpuMaIsiBaHC, HUCKO KPbBHO HAJATAHC UJIN 3aMasTHOCT

Apyru HexeJaHu peakuuu
[IpencraBeHuTe MO-A0TY HEXKEITAHH PEAKIIMH Ca JIEKU 10 YMEPEeHU. AKO HAKOS OT Te3U HEeXKENaH!
peaKIy CTaHe TeXKa, KakeTe He3abaBHO Ha Bamms siekap, papmaieBT Wil MEJIUIIMHCKA CECTpa.

MmHoro yectu (Moxe n1a 3acerHat nosede oT 1 Ha 10 gymm):
- WH(PEKIUY Ha TUXATSITHATE THTUIIA

Yectu (Moxe aa 3acerHar j0 1 Ha 10 xgymm):

- raaBo0oIHe

- 0omka B cTaBuTE (apTpairus)

- Juapus

- MOBUIIIEHO HUBO HA YePHOJAPOOHUTE CH3UMH B KPBBTA
- KOXEeH 00pHUB

Heuectu (Moxe na 3acernar o 1 va 100 gymm):
- MOHIKEH Opol Ha BHJ Oev KPhBHU KJIETKH, HAPEYCHU HEYTPODUIIH
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- MH(EKINHN C XepIiec CHMILIEKC

- rpOMYHA HHGEKIUS Ha KOJKaTa, HallpuMep MEXIy MPBCTUTE Ha KpakaTa (Harmp. aTiaeTHO
CTBIIAJIO)

- CTOMAIITHO Pa3CTPONUCTBO (raCTPOEHTEPUT)

- ypTHKapus

- 3ayepBsBaHe, Apa3HEHE WK 00JIKa Ha MACTOTO HA HH)KEKTUPaHE

Penxu (Moxe na 3acernar jo 1 va 1000 qymm):
- ayepruvHa peaxius

Cho01aBaHe HA He:KeJIAHU PeaKunu

AKO moryunTe HAKaKBY HEXEJIaHU JICKApCTBEHU Peakluy, yBepomere Bamms nekap, Gapmanest win
MeIUIMHCKA cecTpa. ToBa BKIIFOUBAa BCUUKU Bb3MOXKHU HEONHMCAHM B Ta3M JIUCTOBKA HEXKeJaHH
peakuuu. MoxeTe ChIIO J1a ChOOIINTE HEXKENaH! PEaKluy TUPEKTHO Ype3 HAllOHaTHATa CHCTEMa 32
CHOOILIABaHE B!

W3mbiHUTENHA areHnys 10 JeKapcTBaTa

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

Kato cpolmiaBate HexXelIaHU peakiuy, MOJKETe Ja AaJieTe CBOsI IPUHOC 3a MOoJy4YaBaHe Ha MOBEUe
nH(pOpMAIU OTHOCHO 0€30IMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Tremfya
Jla ce cbxpaHsiBa Ha MSCTO, HEJAOCTBITHO 3a JIela.

He uznon3BaiitTe TOBa JIEKapCTBO CJEJl CPOKa Ha TOJHOCT, OTOEA3aH BEPXY €THKETa Ha CIPUHIIOBKATA
1 KapToHeHara Kytus cien “['omen 10:”. CpoKbT Ha TOIHOCT OTrOBaps Ha MOCIETHUS ACH OT
IMOCOYEHHS MECEIL.

CT;XpaHSIBaﬁTe MIpeaABAPUTEIIHO HAITBJIHCHATA CIIPUHIIOBKA BbB BbHIIIHATA KAPTOHCHA KYTH:, 34 [1a CC
mnmpeamnasy OoT CBETINHA.

[a ce cpxpanssa B xnmaguinauk (2°C—8°C). la He ce 3aMpa3ssiBa.
Ja He ce pa3kiania.

He n3non3BaiiTe TOBa JIEKapCTBO, aKO 3a0€JIEkKUTE, Ue JIEKAPCTBOTO € MBTHO, C IPOMEHEH LIBAT WU
chABprKa rosieMu yacTuiy. [lpenu ynorpeda u3BajgeTe kapToHEHaTa KyTHS OT XJIaJUIHHUKA, OCTaBETE
NpeIBapUTEIHO HATbJIHEHATa CIPUHIIOBKA B KAPTOHEHATA KyTHS 1a JIOCTUTHE CTaiiHa TeMIiepaTypa,
Kato uzvyakare 30 MUHYTH.

Topa JICKapCTBO € CaMO 3a CAHOKpPATHA yHOTp€6a. He HSXBLpHHﬁTe JICKApPCTBATAa B KaHAJIM3alusTa
HJIn B KOHTCﬁHepa 3a JOMAalllHHM OTIIaadbIIn. Ilonuraiite Bamus (bapMaueBT KakK J1a U3XBBPJIATE
JICKapCTBaTa, KOUTO BEYEC HE MU3IIOJI3BATEC. Tesu MCEPKH 1I€ CIIOMOI'HAT 3a OITa3BaHC Ha OKOJIHATa Cpca.

6. Cl,m,pma}me Ha OonMaKoOBKaTa M JOIIbJHUTEC/IHA I/IH(l)OpMaIH/ISI

Kakso cpabp:xa Tremfya

- AKTHBHOTO BEILIIECTBO € TycelKyMad. Besika mpeBapuTeIIHO HalTbJIHEHA CIIPUHIIOBKA ChIbpiKa
200 mg rycenkyma6 B 2 ml pa3TBop.

- JIpyrute CbCTaBKU Ca XUCTUIUH, XUCTUINH MOHOXHUIPOXJIOPH MOHOXHIpAT, mosrcopoat 80
(E433), 3axapo3a u BOja 33 MHKCKI[HH.

177


http://www.bda.bg/

Kaxk m3rinexxaa Tremfya n kakBo chABbpiKa ONaKOBKATa

Tremfya e OUCTBp, OE3MBETEH IO CBETIIOKBIT HHKEKITMOHEH Pa3TBOpP (MHXKEKIHs). Toi € HaJMIeH B
OITAKOBKH, ChIBPIKAIIH €[HA MTPEIBAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA, M B TPYIIOBU OMAKOBKH,
CHCTOSIIIN C€ OT 2 KAPTOHCHH OTIAKOBKH, ChIBPIKAIIY 0 | MpeABapUTEIIHO HAIThJIHEHA CIIPUHIIOBKA.
He Bcruku BHIOBE OMAKOBKH MOTAT Ja ObJAT IyCHATH B Mpoaaxoa.

IIpuTexkaTes Ha pa3pelnIeHHeTO 32 yoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoguTesa
Janssen Biologics B.V.
Einsteinweg 101

2333CB Leiden
Hunepnannus

3a uHQpOpMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBP)KETE CE € JIOKAJTHUS MIPEICTAaBUTEN Ha
MpUTEKATEN Ha pa3pelIeHueTo 3a ynoTpeoda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"

Tel/Tél: +32 1464 94 11 Tel: +370 5 278 68 88

janssen@jacbe.jnj.com lt@its.jnj.com

Bouarapus Luxembourg/Luxemburg

»JKoHCHH & J[xoHChH Bharapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +321464 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

E\ada Osterreich

Janssen-Cilag ®appaxevtikn Movonpdownn Janssen-Cilag Pharma GmbH

A.E.B.E. Tel: +43 1 610 300

TnA: +30 210 80 90 000
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Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: +33 15500 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.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@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1
janssenita@its.jnj.com

Kvnpog

BopvéPog Xotinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-Sl-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

JlaTa Ha MOCJIeHO Mpepa3sriekaane Ha jucroBkara 05/2025

[Toapo6Ha nHdpOpMaIus 3a TOBa JIEKApCTBO € MPeI0CTaBeHa Ha yebcaiita Ha EBponieiickara areHus
o Jiekapcteata: https://www.ema.europa.eu.
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Yxkazanusi 3a ynorpeda
Tremfya
200 mg nmpeaBapuTeIHO HATBJIHEHA CIIPHHIIOBKA

YCTPOMCTBO 3A 3A ETHOKPATHA YIIOTPEBA
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BaxHo
Tremfya ce mpeaara kato mpeABapUTEIHO HAITbJIHEHA CIIPHHIIOBKA 3a €IHOKPATHA yroTpeoa,
chABpIKaIIa eaHa 1o3a ot 200 mg.

BamusaT nekap me Bu kaxke 1ajam umarte Hy:k1a oT ynorpedara Ha 1 wiim 2 npeIBapuTeIHO
HAN'BJIHEHH CIIPMHIOBKH.

Axo Bammsat nekap peuiu, ue Bue uinu 4oBeKbT, KOUTO ce Tprku 3a Bac, MoxeTe na mocrassre
umkekiunte ¢ Tremfya Bkbiy, Bue TpsOBa 1a npeMuHeTe 00y4eHUE 3a PAaBUITHUS HA4UH Ha
MIPUTOTBSHE U HHKEKTHUpaHe Ha Tremfya ¢ m3moa3BaHe Ha MPEIBAPUTEITHO HAITBTHEHATA CIIPUHIIOBKA.
Mo mpodeTeTe Te3u yKazaHUs 3a yrnorpeda, mpean qa u3non3Bate Tremfya mpeaBapureHo
HaITbJIHEHA COPUHIOBKA U BCEKU BT, KOTATO MOJIYYUTE HOBH COPUHIOBKU. MoOke 1a MMa HOBa
nHpopMmarms. ToBa ykazaHue 3a yrmorpeda He 3aMecTBa pa3roBopa ¢ Bammus nekap otHocHO Bameto
3a00sBaHe WM JiedeHrneTo Bu. Moirs, ipenn 1a 3aroqHeTe HHKEKTHPAHETO, BHUMATETHO MTPOYETETe
CBHIIIO U JIUCTOBKATa M 00ChAeTe ¢ Baius iekap wiu ¢ MEJUIIMHCKA CECTPa BCUUKH BBIIPOCH, KOUTO
MOKE J1a UMaTe.

Bcesika Tremfya npenBapuTeTHO HalrbJIHEHA CIIPUHIIOBKA MOXKE /14 CE U3I0JI3Ba CaMO BEIHDBK.
W3xBBpiieTe mpeaABapUTEIHO HATBIHEHATa CIIPUHIIOBKA (BrkTe CThIKa 4) ciiefl €AHOKPAaTHO
HPHUJIOKEHUE, TOPHU U []a IMa OCTaHaJIo JeKapcTBO B Hes. He m3nomn3saiite moBropHo Tremfya
IpeIBapUTETIHO HATBJIHEHA CIIPUHIIOBKA.

Tremfya npeaBapuTenHO HATBJIHEHA CIIPUHIIOBKA € IPEJHA3HAYCH 32 MOJAKOKHO HH)KEKTUPAHE, HE B
MYCKyJ uiny BeHa. Cresl MHXKeKTHpaHe UIJiaTa Lie ce IPUIbPIa Ha3al B yCTPOHCTBOTO H IIIE Ce
3aKIII0YH.

m HNupopmanus 3a cbXxpaHeHue
CoxpaHsBaiiTe B XJIAWIHUK Tpu Temnepatypa ot 2°C mo 8°C.
[a He ce 3aMpa3zsiBa.
He pasknamaiiTe npeBapuTeHO HAITbJIHEHATA CIPUHLIOBKA.

CbxpaHsiBaiiTe IpeABAPUTETHO HATBJIHEHATA CIIPMHIOBKA B OPHTHHAJIHATA ONIAKOBKA, 32 /1a ce
NMpeanasu oOT CBeTJMHA U (pu3nUecKo yBpeKIaHe.
CoxpansBaiite Tremfya u Bcmuku JiekapcTBa Ha MACTO, HEIOCTHITHO 32 JeNa.

>
o
HNmare Hy:x1a 0T omomx?

O6anete ce Ha Bamus iekap, 3a 1a My 3a7a/ieTe BCHYKU BBIIPOCH, KOUTO MOXKE J1a UMaTe. 3a
JIOITBTHUTEITHA TTOMOIII WITH 32 Jla criofienTe Baiero MHeHHE, BIDKTE B IMCTOBKAaTa HHpOPMAITUITA 32
KOHTaKT ¢ Bamms MmecTeH npejacTaBuTel.
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Onucanue HA NPEeABAPUTETHO HAITBJIHCHATA CIIPUHIIOBKA

IIpeau ynorpeda

Byrano
Hukora He xBanjaiite uiu He
W3IIBpIIBaliTe OyTaIOTO.

Oo0e3omacure

MsicTo 3a npbCTUTE

IIpo3opue

Tajo

Hraa

IIpeanasuresa Ha urjaara
He maxaiite, JI0KaTO HE CTE TOTOBH Jia
= urkektupareTremfya (Bmwxre Crhiika 2).
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Caen ynorpeba

Byranoro ce 3aknouBa

Oo6e3omnacurensar
Ce aKTUBHpA

HUrnara ce
IpUABPIBA B
YCTPOKCTBOTO

IIle umMaTe HyKaa OT:

e 1 uam 2 npeABapUTeTHO HATbJIHEHU CIIPMHLOBKH
cmopeq 103aTa, npeanucada or Bammus nexap

Te3u MaTepuaau He ca BKJIIOYEHH B ONAKOBKATA!

TamnoH cbe cnupt

IMapye namyk Wi MapJieH TAMIIOH
A/IXe3MBHA NpeBpPb3Ka

KonTeiinep 3a octpu npeamern (Bikre
cThIKa 4)
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1. IIpuroTBeTte ce

200 mg

1 npeasapurenno
HaIlbJIHEHA
CIIPMHII0BKA

400 mg

2 npexBapUTETHO
HallbJIHEHU
CIPHHIIOBKH

IIpoBepete g03aTa cu, 3a 1a BUAUTE AAJIH 11le TPAOBaA 1a n3noJ3Barte 1 niu 2 npeaBapuTeIHO
HAN'bJHEHH CIIPUHIOBKH, U MperjeaaiiTe KapToHeHaTa(MTe) OMaKoBKa(u)

N3Bagete kapToHeHATA(UTE) OMTAKOBKA(M) C MPEABAPUTEIHO HATbJIHEHATA CIIPUHIIOBKA OT
XJIaTUTHAKA.

IIpoBepeTe 1aTaTa HA U3THYAHE HA CPOKA HA rOAHOCT (,['omeH 10:%).

He u3non3saiiTe npenBapuTeIHO HAITbIHEHATA CIPUHIIOBKA, aKO CPOKBT HA TOJTHOCT € M3TEKBJI UIIN
aKo 3aIeJaTBAHETO Ha KapTOHEHATa OMaKOBKa € HapYIIeHO.

Obanere ce Ha Bamms nekap mim ¢apMaieBT 3a HOBa IPEIBAPUTEITHO HATBIHEHA CIIPUHIIOBKA.

[
W3vakaiite -
30 -
MUHYTH .

.

OcraBere Tremfya ga ce 3aTon/u 10 craiina TeMneparypa

IloctaBere kapToHeHaTa(uTe) KyTHA(M) BHPXY paBHa MOBBPXHOCT Ha CTaifHa TemMIepaTypa 3a
npubmm3uTenHo 30 MUHYTH Tipeu yrnorpeoa.

He 3aToruisiiTe mpeJBapUTEIHO HAITbJIHEHATA CIPUHIIOBKA 110 HAKAKBB APYT HAUWH.

184



2. Hp](ll"OTBeTe HHKCKIUATA

IIpoBepeTe TeYHOCTTA, 32 /12 Ce YBEpHUTe, Ye e Oe3LBeTHA 10 0J1e10:KbJITA

W3Bazere npenBapuTeTHO HAITbJIHEHATA CIIPUHIIOBKA OT KQpPTOHEHATA KYTHSI.

IIpoBepete TeunocTTa B Ipo3opueTo. Ts TpsaOBa na Obae Oe3lBeTHA IO CBETIOXKBITA U MOXKE J1a
ChABPIKA MAJIKH OCJTN WK MPO3PAYHH YaCTHIIA. MOXKE ChILO J1a BUAUTE STHO UM MMOBEYES Bh3YIITHH
MexypueTa. ToBa € HOpMaJHoO.

He unxextupaiite TEYHOCTTA, aKO TS €:

L MBTHaA
L C IPOMCHEH LBAT
L HnMa roJacMmn 4aCTHIIU

He u3nonssaiite npenBapuTeIHO HAITBJIHEHATA CIIPUHIIOBKA, aKO € U3ITyCKaHa.
AKo He cTe cUr'ypHH, obazere ce Ha Bamms nekap win GpapmaneBT 3a HOBa IPEABAPUTEIHO
HaITbJIHEHA CIIPHUHIIOBKA.

=

MN30epere MSICTO HA MHIKEKTHPaHe
M36epere HAKOU OT CICAHUTE YIACTHIIN 32 HHKEKTHPAHE:

° [Ipennara gacT Ha OGenpara
° Honnarta yacT Ha Kopema
He uHkekTHpAaiiTE B 30Ha OT 5 CAHTUMETPA OKOJIO M'bIIA.
° 3agHaTa yacT Ha MHUITHUIIATE (aKO JIPYT TOCTABS HHXKEKITUSTA)

AKko Tpsi0Ba 1a HANIPABHUTE 2 HHKEKIMH 32 MOJIyYaBaHe HA ITbJIHATA 1033, n30epeTe pa3Tu4HU
Y4acTBIM WM OCTaBeTe MOHe S CM pa3cTosITHMe MeKy MeCTaTa Ha HHIKeKTHPaHe.

He nmxekrtupaiite B 001e3HEHA, HACHHEHA, 3a4€PBEHA, JIIOIIEIIa Ce W yie0esieHa KoxKa.
W36srBaiiTe a HHXXEKTHpATE B Y4acTbLHU ¢ OeJe3U WK CTPHH.
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H3muiiTe ppueTe cH ¥ NOYKMCTETEe MACTOTO 32 HH/KEKTHPaHe

W3mwiite moOpe phIeTe CH ChC CaIlyH | TOILIA BOJA.

[Touncrere N30paHOTO MACTO HA MHKEKTUPAHE C TAMIIOH ChC CIIUPT M 'O OCTaBETE J1a H3ChXHE.
He noxocpaiiTe, He BeliTe U He TyXalTe MACTOTO 3a MHXEKTUpPaHe, ciejl KaTo CTe I'0 MOYHCTHIIH.
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3. HuxexTupaiite Tremfya ¢ npenBapuTeIHO HABJIHEHATA CIPUHIIOBKA

MaxHeTe npeana3uTess HA UIJIATa, KOraToO CTe TOTOBH J1a MH:KEKTHUPAaTe

XBaHETE CIPUHIIOBKATA 32 TSUTOTO M M3IbPIIaliTe MPEANIA3UTENS Ha UTjaTa Halpes.

HopwmanHo e a BuanTe HAKOIKO KalK{ OT TEYHOCTTA.

HuxexTupaiite Tremfya B pamkuTe Ha 5 MUHYTH i€l OTCTPAHSBAHETO HA MPeINAa3UTeIsI HA
HurJara.

He cnaraiiTe npenmnasurens Ha Uriata 0OpaTHO, Thil KATO TOBA MOXKE J]a YBPEIU UrjaTa Win Ja
NPUYMHU YOOKIaHe.

He noxocpaiiTe uriara v He MO3BOJISIBAKUTE Jla C€ JOKOCHE 0 HKaKBa MOBBbPXHOCT.

He m3non3BaiiTe npenBapuTeIHO HATBIHEHATA CIIPUHIIOBKA, aKo s m3mycHete. ObaneTe ce Ha Bamms
JieKap win papMarieBT 3a HOBa MPEABAPUTEIHO HATBJIHEHA CITPUHIIOBKA.

Hukora e npwpxTe U He nbpnaiiTe OyTanoTo.

3axBaHeTe K0KaTa HA MSICTOTO 32 HHKEKTHPaHe M BKapaliTe UIJIaTa MO/ bI'bJ OT 0K0JI0

45 rpaayca.

BaikHo e 1a 3aXBaHeTe J0CTATHYHO KO7Ka, 32 12 HH/KEKTHPAaTe MO/l KOKaTa, a He B MyCKYJIa.
Bkapaiite urnata ¢ 6bp30 IBHKEHHE, KATO Y€ XBBPIIATE CTPEITHYKA.
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3a 1a MH:KEKTUPATE USAJI0TO KOJIUYECTBO TEYHOCT, 0ABHO HATUCHETE OYTAJIOTO HAT0J1Y, J0KATO
cnpe
Joxkaro HaTtrckare OyTanoTo, e MOIyBCTBATEe N3BECTHA CHIIPOTHBA, TOBA € HOPMAITHO.

OTtnycHeTe HATHCKA BBPXY 0yTaJI0ToO, 32 1a H3BAAUTE UIJIaTa OT KOXKATA

Urnara me ce npuabpna B yCTPOHCTBOTO U LIE T'O 3aKIIIOUH.

Axo npeanucanata Bu 103a Haj1ara 1Be MHKeKIMHU, IOBTOpPeTe CTHIIKM 2 10 4 ¢ BTOpPaTa
NMpeIBAPUTE]THO HATbJIHEHA CHPUHIOBKA.
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4. Ciiel MHKEKTHPAHETO

IIpoBepere MSICTOTO HA MHKEKTHPAHE

Moxe 1a Ma MaJIKO KOJIMYECTBO KPBB WIIM TEUHOCT Ha MSICTOTO Ha WHXKeKTUpaHe. [IputucHere
BHHMATEJTHO MSCTOTO Ha MH)KEKTHPAHE ¢ Tapye MaMyK WM MapiieH TaMIIOH, JJOKaTO KbPBEHETO CIIPeE.
He pastpuBaiiTe MACTOTO Ha HH)KEKTHpaHE.

AKO € He0OXO0JMMO, TOKPUIHTE MACTOTO HA MHXKEKTUPAHE C TPEBPH3KA.

Cera MH)XEKTUPAHETO € 3aBbPILEHO!

H3xBBpJieTe ynorpedeHaTa npeaBapuTe/J HO HANTbJIHEHA CIIPHHIOBKA

CrnosxeTe U3MOI3BaHAaTa MPEIBAPUTEIHO HAITBIHEHA CIPHUHIIOBKA B KOHTEHHEDP 32 OCTPU MIPEIMETH
BeJlHAra cliej] yrnorpebara.

Koraro koHTeliHEPBT € ITbJIeH, U3XBBPJIETE KaceTaTa Cliopes yKasaHusaTa Ha Bammst nexkap uin
MEIMIHMHCKA CECTpA.

He u3xBwprsiiTe npenBapuTeIHO HATbIHEHATa CIIPUHIIOBKA B JOMAIITHUTE OTIIAAbIIH.

He penuxnmpaliite KOHTEIHEPa 32 OCTPH NPEAMETH.
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JlncroBka: undopmanus 3a norpeduTeNs

Tremfya 200 mg uH:KeKIMOHEH PAa3TBOP B NMPEIBAPUTENHO HATbJIHEHA MUCAJIKA
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, IIPEeIU 1A 3alI0YHeTe 12 U3M0JI3BaTe TOBA

JIEKAPCTBO, Thil KATO T ChAbLP:KA Ba:kHA 3a Bac nundopmanus.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKO UMaTe HIKaKBY JIOTBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus nekap, papmareBt niu
MEAMIMHCKA CEeCTpa.

- ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeJv, HE3aBUCHMO Y€ MPU3HAIIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.

- AKO TIOJTyYnTe HAKAKBU HEXKEJIAaHU PEaKluy, yBeraoMeTe Bamus jiekap, win papmareBt win
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BE3MOYKHU HEXKETIAHH PEaKI[IH, HEOITNCAHH B
Ta3W JUCTOBKA. BrokTe TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kaxkso npencrasnsaBa Tremfya u 3a KakBo ce n3non3sa
Kakgo Tps0Ba na 3Haete, npeau Aa usnoinssare Tremfya
Kak na m3nonzBare Tremfya

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpansBare Tremfya

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

Sk wnE

1. Kaxkso npeacraBassa Tremfya n 3a kakBo ce u3no/a3sa

Tremfya cbabpika akTHBHOTO BEIIECTBO TyCETKYyMal, KOWTO MPEACTaBIsABa BUI IPOTEUH, HApEUeH
MOHOKJIOHAJIHO aHTUTSLJIO.

ToBa nexapcTBO JIeiicTBa KaTo OJOKHMpa aKTUBHOCTTA HAa MIPOTEHH, HapedeH [L-23, kolTo ce OTKpuBa B
TIOBHUIIIEHW HUBA MPH X0Opa C YILEPO3eH KOIUT U Ooinect Ha KpoH.

Yiauepo3eH KoauT

Tremfya ce n3non3sa 3a JedeHNe Ha Bb3PACTHU C YMEPEH JI0 TeXBK YIIEPO3eH KOJIHT —
BB3MAINUTEIHO 3a00JIIBaHE HA uepBaTa. AKO UMaTe yJILEepO3eH KOIUT, IbpBOHAYaNHO e Bu Obaat
JasieHu ApYyTH JeKapcTBa. AKO HE Ce MOBIUSIETE JOCTaThYHO 100pe MM HE MOXKETE Jja TIOHACSTE Te3H
JeKapcTBa, Moke 1a Bu 0b1e npunoxen Tremfya.

[Tpunaranero Ha Tremfya npu ynuepo3eH KoJuT Moke J1a Bu nmosnusie 61aronpuaTHo, KaTo HaMallu
NPU3HALKUTE U CUMIITOMUTE Ha 3a00JI5IBAHETO, BKIIOYUTEIHO KbPBABUTE M3NPAKHEHUS, HEOTIOKHATA
HYX/1a ¥ Oposi Ha MOCEIICHUATa B TOAJICTHATA, KOpEMHATa 00JIKa U BB3MAJICHUETO Ha JIMTaBUIaTa Ha
yepBaTa. Te3u eextn Morat 1a mogoOpsT cnocodHoctTa By 1a n3BbpIiIBaTe HOPMAJIHU €XKETHEBHN
JEHHOCTHU U J]a HAMAJISIT yMOparTa.

Bousect Ha Kpon

Tremfya ce nznon3Ba 3a JeyeHWe Ha BH3PACTHU C yMEPEHa /10 Texka (opma Ha Gosectta Ha KpoH,
BB3MAINTEIHO 3a00JIsBaHe HA yepBaTa. Ako uMmate 6onect Ha Kpon, mepBo me Bu ce nagar npyru
JieKapcTBa. AKO He ce MOBJIUABATE JOCTaThYHO OT T€3U JICKapCTBa WIX HE MOXETE J1a TU II0OHACsTE,
Moxe na Bu ce mpunoxu Tremfya.

Ynorpebara va Tremfya npu 6onecrra Ha KpoH Moxke ja Bu ObJie OT 1mosnza 3a HamalisiBaHe Ha
NPU3HAIMTE ¥ CUMIITOMUTE Ha 3a00JISIBAHETO KaTO IHapusi, KOpeMHa 00JIKa U Bb3MaleHue Ha
JUraBUIaTa Ha yepBaTa. Te3u edexTn Morar aa nopoopst cnocodHocrra Bu na n3sbpiBare
HOpPMAaJIHU €XEJTHEBHU JICHHOCTH U J1a HaMaJIsT yMopara.

190



2. KakBo TpsadBa na 3Haete, npeau aa usnouassare Tremfya

He u3noa3saiite Tremfya

o aKo CTe aJlepru4HU KbM T'ycelKyMad WM KbM HAKOS OT OCTaHAINTE ChCTABKU Ha TOBA
JIEKapCTBO (M30pOCHU B TOUKA 6). AKO MUCIHUTE, Y€ MOXKE Ja CTE aJepTHIHH, TOCHBETBANTE CE C
Bammus nekap, npeau aa usnonssare Tremfya.

o aKo MMaTe aKTHBHA MH()EKIHs, BKIIOUNTEITHO aKTHBHA TyOepKyno3a.

IpenynpesxaeHust U Mpeana3sHu MEPKH
I'oBoperte ¢ Bamus nexap, apmarieBT niim MEAUIIMHCKA CECTpa, peau aa unoseare Tremfya:

o aKo ce JeKyBaTe 3a WH(EKITHS;

o aKo MMaTe MH(MEKIHs, KOSATO He MPEMHUHAaBA MM HETIPEKBCHATO CE MOSBSABA OTHOBO;

o aKo MMare TyOepKyio3a WiIn cTe OMIr B OMU3BK KOHTAKT C YOBEK C TYOEepKYyII03a;

o aKO MHCIIUTE, 4Ye nMaTe NHQEKINS WK HMaTe CUMIITOMH Ha HHMEKIHS (BIKTE MO-10ITY

,,BHUMaHUe 32 MHPEKINN 1 AIEPTHYHI PEaKLIuu );

o aKO HACKOPO CTE MMaJIM BAKCHHALIUS WM aKO TPAOBa J]a ce BAKCHHUPATE M0 BpeMe Ha JICUCHHUE
¢ Tremfya.

AKO He cTe CUT'ypHH JIajli HEellIo OT TOPHUTE ¢e OTHAcs 10 Bac, roBopere ¢ Baius siekap, GpapmareBt
WM MEIWIIMHCKA CeCcTpa, Mpeau Aa usnomssare Tremfya.

[Ipenu na 3amouneTe u3non3BaHeTo Ha Tremfya u Mo BpeMe Ha JICUSHUETO, MOXKE Jla ¢ HAJIOKHU Ja Bu
ObJaT HANPABEHU KPHBHH U3CIICABAHUS, 32 Ja CE TPOBEPH JTAJIM MMATEe BUCOKH HUBA HA
YepHOAPOOHHUTE CH3UMHU, CIIOpe]] YKazaHusTa Ha Bamms nekap. [ToBuinenne Ha HUBaTa Ha
YEPHOIPOOHHUTE SH3UMHU MOXKE Jla C€ TIOJIYyYH M0-UeCTO IPHU NalMeHTH, JiekyBaHu ¢ Tremfya Ha Bceku
4 cenMUIIM, OTKOJIKOTO MPH MallUeHTH, JIeKyBaHu ¢ Tremfya Ha Bceku 8 cenmuiy (BuxTe ,,Kak na
usnonsBate Tremfya” B Touka 3).

Buumanue 3a I/IH(l)eKIII/II/I H AJIEPruvHu peaKkuumn

Tremfya NMOTCHIHUAJIHO MOXKEC a IPCAU3BUKA CCPUO3HU HEKCIIAaHN 6(1)6KTI/I, BKJIFOYHUTCIIHO aJICPrUIHU
p€aKkuuu n I/IH(l)eKLII/II/I. TpH6Ba Ja BHUMABATC 34 IIPU3HALIK Ha TC3U 3a6OJ'I$IBaHI/I$I, AO0KaToO NpueMaTe
Tremfya.

[Ipu3HanyTe I CUMITOMUTE HAa MHGEKIIUH MOXe Jja BKIIOYBAT MIOBUILIECHA TEMIIEpaTypa WIN
TPUTNONOJ00HN CUMIITOMH, MYCKYJTHH OOJIKH, KalllJIUIA, HEJIOCTUT Ha Bh3yX, NApeHe NIPY YpUHUPAHE
WM YPHUHUPAHE [M0-9eCTO OT 00MYaiiHOTO, KPBB B XpauKuTe (CIy3Ta), 3aryda Ha TerJio, AHapus Uiu
OoJka B cTOMaxa, TOIUIA, 3a4epBeHa WK O0JIe3HeHA KOXa, WK Bb3MaJICHU YIaCTbhLH 110 TSIIOTO.

Cepuo3Hu aliepruyHu peakiuu ca Hadmoaapanu ¢ Tremfya. CuMIIToOMHUTE MOXKE J1a BKJIFOYBAT
MOJ{yBaHe Ha JIUIETO, YCTHHUTE, yCTaTa, €3UKa WK I'bPJIOTO, 3aTPYAHEHO MPETTbIIaHE WU JTUIIAHE,
NpUMasIBaHe WU 3aMastHOCT U ypTHKapHs, (BHKTe ,,CEepHO3HN HEXKETaHH PEaKkIMu’ B TOUKa 4).

Crpete ynorpebara Ha Tremfya u kaxxete Ha Bamms jgekap wiv noTbpcere He3a0aBHO METUITHCKA
MOMOIII, aKO 320eJIe)KNTE HAKAKBU MPU3HAIY, TOKA3BAIM Bb3MOXHA CEPHO3HA aJIEPTUYHA PEAKIIHS
WTH THQEKITHS.

Jlena u roHOIIHN
Tremfya He ce npenopbuBa 3a Jiena 1 IHOIM 1o 1 8-roauiHa Bs3pacT, 3al0TO TOW HE € IPOyYBaH B
Ta3u Bb3pacToBa rpylia.

JApyrn nekapcrBa u Tremfya

Kaxere na Bammus nexap wimu papmarnienT:

o aKO0 M3I0JI3BaTe, HACKOPO CTE M3IOJI3BAIIN WJIM € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKapCTBA.

o ako Hackopo Bu e npaBeHa wiu TpsiOBa 1a HampaBuTe BakcuHauus. He TpsioBa na Bu ce
npuiarat HIKOW BaKCHHHU (KMBH BaKCHHH), JIOKaTO u3nomssare Tremfya.
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bpeMeHHOCT M KbpMeHe

. Tremfya He TpsiOBa a ce M3MOI3Ba IO BpeMe Ha OPEMEHHOCT, Thil KaTo eeKTUTE Ha TOBa
JICKapCTBO TPU OPEMEHHH KCHU HE ca U3BECTHU. AKO CTE€ KEHA C JICTEPOJICH MOTEHITHAT,
npenopbyBa ce Ja u30sArBate na 3ad0peMeHsiBaTe U TpsAOBa Ja mpuiiarate moaAXoAsIa
KOHTpaIenIus, Jokaro u3noi3sate Tremfya u B mpoxbmkeHNe Ha Hail-Manko 12 cenMuIy cien
nocneaHarta 1o3a Ha Tremfya. ['oBopere ¢ Bamms nexap ako cre OpeMeHHa, cMsTaTe, 9e MOXKe
Jla cTe OpeMeHHa Wi IUTaHupaTe OpeMEHHOCT.

o I'oBoperte ¢ Bamus nekap, ako KbpMUTE HIIH ILIaHUpaTe 1a KbpMuTe. Bue u Bammsat nekap
Tpsi0Ba Jja peInTe Aaju e KbpMUTE Wi Iie n3non3Bate Tremfya.

Ilodupane u padora ¢ MalIMHK
Mako e BepositHo Tremfya na moenusie ciocooHocTTa Br 3a mogmpane win pabota ¢ MaluHH.

Tremfya cbabp:ka nosmcopdat 80

Tosa JICKapCTBO CbAbPIKA 1 mg nonncop6aT 80 BBB BCsika MMPEABAPUTCIIHO HAITBJIIHCHA IMMUCAJIKA,
kouto ca ekBuBasieHTHH Ha 0,5 Mg/ml. TTonucop6aruTe Morar jia MPUIHUHST aICPTUYHH PEAKIHH.
TpsbOBa ma kakeTe Ha Bamms jgexap, ako IMaTe YCTAaHOBEHH aJIeprHH.

3. Kak na m3noassare Tremfya

Bunaru n3nonsBaiite ToBa JekapcTBO TOUHO KakTo Bu e kazan BamusT nekap. Ako He CTe CUTYpHH,
norutaiiTe Bamus ekap uimu GpapMarieBT.

Kakgo xoiauvectBo Tremfya ce mpuiiara u 3a KoJIKo BpeMe
BammsT nekap e pemm KoJiKo JBITo e TpsoBa na u3nonseare Tremfya.

Yauepo3eH KOJIUT

HauyaJio Ha JIeueHHeTO:

. [TepBara no3a Tremfya e 200 mg u me Bu ce npunoxwu ot Bamus nexap wim MeuIuHCKa
cecTtpa upe3 MHTpaBeHo3Ha HH(y3ust (KarnkoBO BbB BeHa Ha pbkaTa). Ciie/l rbpBara 703a I1e
MOJIYIUTE BTOPA /1032 cjiea 4 CeIMHUIIN, a CJIE]T TOBA M TPETa J103a CJel omie 4 CeIMMUIIN.

HMoxabpaxano jJevyenne:

IMoxabprkamia go3a Tremfya 100 mg wmu 200 mg e Bu ce npriiara 4pe3 HHKEKIUS 0] KO)KaTa

(moIKOXKHA MHXKEKIHs). Bamust iekap 1ie pery Kos Mo rbprkaliia 03a e MOoTyduTe:

o Jo3a ot 100 mg 1iie ce mpuitoku 8 ceqMUIIM Clie/ TPeTaTa /103a OT 3al0YBaHE HA JICUCHUETO, a
CJIeJl TOBA Ha BCEKH 8 CEIIMUIIH.
o Jo3a ot 200 mg e ce mpuioku 4 ceMUILIN CJIE]] TPeTaTa J103a OT 3all0YBaHE HA JICUCHHUETO, a

clIe]] TOBa Ha BCEKU 4 ce MHUILIH.

Bbonecr Ha Kpon

Hauaso Ha JieyeHHeTO!

JleueHneTo MOXe Aa ce MPUIIOKH Ype3 HHTPABEHO3HA HH(Y3US WK YPe3 MOJKOKHO NPHIIOKEHHE:

. WntpaBenosna nngysus: [IepBara no3a Tremfya e 200 mg u me Bu ce npunoxu ot Bamus
JIeKap WIIK MEIMIIMHCKA CecTpa Ype3 MHTpaBeHo3Ha nH(y3ust (KarnkoBO BbB BEHA HA PhKATa).
Crnen mppBara 032 11e MOJIyYUTe BTOpa 032 ciiel] 4 CeMUITH, a CIIe]] TOBA M TPeTa J03a CIe]
ome 4 ceaAMHUIIN.

. IMoaxoxuHo npunoxenue: [IbpBara no3a Tremfya e 400 mg u 11e Bu ce npuitoxxu 1o koxkaTta
(moKOKHA MHXKEKITHS), KaTO MOXKE J1a Ce TPaBU Ha pa3IMyHK MecTa Ha Tsu1oto. Cieq mbpBara
J103a IIe MOIYYHUTe BTOpa /1032 ciie 4 CeqMUIIH, a Clie/l TOBa U TPeTa J103a Clie oIe 4 CeMHUIIN.

Hopabpaxama Tepanus:

Moxnbprkama no3a Tremfya 100 mg nim 200 mg e Bu ce npuitara upe3 HHXEKIHS 1101 KoXkKaTa

(moKoXKHA MHXKEKIHs). Barust iekap 1ie pemiy Kos Mo rbprkaia /103a mie MoIyduTe:

o Jo3za ot 100 mg mie ce npuinoxxu 8 cenMuLH ciies TpeTaTta /103a OT 3all0YBaHE Ha JICUYEHUETO, a
CJIeJ] TOBa Ha BCEKU 8 CEJIMHUITH.
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° Jo3a ot 200 mg e ce mpuioxku 4 ceIMUIIM CIIe] TPETaTa 1032 OT 3alI0YBAHE HA JICUCHHUETO, a
clie]l TOBa Ha BCEKU 4 CeIMMIIU.

Bue 3aenno ¢ Bamms nekap Moske 1a pemuTe, 4e MoxkeTe fa npuiarare Tremfya camu, KaTo B TaKbB
ciydail Bue me ObaeTe nogxonsio odydeHn Kak ga nmkektupare Tremfya. ['oBopete ¢ Bamms
JIEKap WM ¢ MEAULIUHCKA CECTPA, aKO MMAaTe HIKAKBHA BBIIPOCH OTHOCHO CAMOCTOSATEITHOTO
WH)KEKTUpaHe. BaxHO € 1a He ce onuTBaTe a ce HHXKEKTUPATe CaMu, JOKATO He cTe 00y4eHH OT
Bamws nekap unm MeIULIMHCKA cecTpa.

3a moapoOHM yKa3aHUs OTHOCHO yroTpebara Ha Tremfya mpodereTe BHUMATENHO ,,Y Ka3aHHSTA 32
ynoTpeba“ mpenu ynorpedarta, KOUTO ca BKIIOYEHH B KApTOHEHATa KYTHSL.

AKoO cTe npueau MoBeye oT HeodxoauMara n03a Tremfya
AKO cTe MoJTyYHIu ToBeue oT HeoOxonumara o3a Tremfya wim no3ara e mpuiokeHa mo-paHo oT
NpeAnucaHoTo, yBenroMeTe Bamms nekap.

AKo cTe npomycHaJau aa usnojssare Tremfya
Ako 3a0paBure 1a uHKeKkTupare 103a Ha Tremfya, yemomere Bamus nekap.

AKko crte cupesiu ynorpedara Ha Tremfya
He tpsibBa na criupate ynorpebata Ha Tremfya, 6e3 qa roBopute mbpBo ¢ Bamms nekap. Ako cripere
JICYCHHUCTO, Bamire cuMnToMu Moxe Ja C€ MOABAT OTHOBO.

AKO UMaTe HSIKaKBHU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTATe
Bammst nexap, ¢papmaneBT Uil MEAUIUHCKA CeCTpa.
4. Bb3MOKHHM HeKeJIaHU peakluu

Kakro Bcuukn JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jla MPEAN3BUKA HEXKECITIAHU PCAKIINU, BBIIPEKU Y€ HE
BCCKM I' ITOJTy4aBa.

CepHoO3HHI HEeKeJIAHN peaKIinu
Kaxxere Ha Bammwst nexap wim norbpcere He3a0aBHO MEIUIIMHCKA MTOMOII, aKO TTOYIUTE HIKOS OT
CJICTHUTE HEXCIaH! PEAKIIUH:

Bb3MOKHY CeprO3HH aleprUYHU peakuun — (Moxe 1a 3acerHat o 1 va 100 qymm) npusHanmre
AIN CUMIITOMUTE MOJKE J1a BKIIIOYBAT:

L4 3aTPYAHCHHUC IPpHU AUIIAHE U I'bJITAHC

L4 IMOAYBAHC HaA JIUIETO, YCTHUTE, C3UKA UJIU I'bPJIOTO

L4 CHIJICH C'bp6e)l( Ha KO’KaTa C YCpBCH 06pI/IB WA ITBITIKH
[ ]

MpuMaIsiBaHC, HUCKO KPbBHO HAJIATAHC UJIN 3aMasTHOCT

JIpyru HekeJIaHU peaKkmuu
IIpencraBennTe MO-A0JTy HEXKEIAHN PEAKIINH ca JIEKH A0 YMEPESHH. AKO HSIKOS OT T€3U HEXKEIIaH!
peakiuu CTaHe TeXKa, KakeTe He3a0aBHO Ha Bamus nekap, hapMaieBT Wik MEIUIIMHCKA CeCTpa.

MmHoro 4yectn (Moxe 11a 3acerHat nosede oT 1 Ha 10 gymm):
- MHQPEKIUY Ha TUXATSITHUTE TbTHUIIA

Yectu (Moxe aa 3acerHar j0 1 Ha 10 xgymm):

- rj1aBo0oJIHe

- 0omka B cTaBHTE (apTpairus)

- uapus

- MOBHILIEHO HUBO HA YePHOAPOOHUTE CH3UMH B KPBHBTA
- KOXEeH 00pHuB
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Heuectu (Moxe na 3acerrar o0 1 Ha 100 mymm):

- MIOHW>KEH Opoii Ha B Oe) KPBBHU KIETKH, HAPEUEHH HEYTPOPHITH

- WHQEKIIUU C XePIIEeC CHMILICKC

- rpOMYHa MHEKIUS Ha KOXKaTa, HallpuMep MEXTy MPBCTUTE Ha KpakaTa (Harmp. aTjeTHO
CTBIIAJIO0)

- CTOMAIITHO Pa3CTPOUCTBO (TaCTPOCHTEPHT)

- YpTUKApUS

- 3auepBsBaHe, Apa3HEHE WM 0OJIKA HA MSCTOTO HA WHXKEKTUpPaHE

Penxu (Moxe na 3acernar g0 1 Ha 1000 gymmn):
- ajJlepruyHa peaxius

Cho01aBaHe HA He:KeJIAHU PeaKnu

AKO TIOITyunTe HIKaKBU HEXEJIaHH JICKApCTBEHU peakiyy, yBeaomere Bamms nekap, GapmaneBt win
MEIUIMHCKA cecTpa. ToBa BKIIFOUYBAa BCUUKU Bb3MO)KHU HEONHCAHU B Ta3U JINCTOBKA HEXKEJIaHU
peaxknuu. MoxeTe ChIIO J1a ChOOIUTE HEXKEIAHN PEaKUU TUPEKTHO Ype3 HAIlMOHATHATA CUCTEMA 3a
ChOOIIaBaHE B:

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,JJamsia ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Kato cpoOmiaBate HexXelnaHU peakiuy, MOJKETe Ja AaJieTe CBOsI IPUHOC 3a MOoJTy4YaBaHe Ha MTOBEUe
MHQOpMAIUSI OTHOCHO 0€30MaCHOCTTA Ha TOBA JIEKApCTBO.

5. Kak na coxpansiBate Tremfya

Ja ce cpxpaHsiBa Ha MSICTO, HEJJOCTHITHO 32 JIeTa.

He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOEIsI3aH BhPXY €THKETa Ha
MpEeABAPUTEIIHO HAITbIHEHATA MUCAJIKA U KapToHeHaTa KyTud ciel “Tonen 1o:”. CpokbsT Ha TOAHOCT

OTTOBapA HAa NOCJICAHUA ACH OT IMIOCOYCHHS MECCII.

CT»XpaHSIBaﬁTe MMpEeABAPUTCIIHO HAITBJIHCHATA TMCAJIKa BbB BbHIITHATA KAPTOHCHA KYTU:, 3a Aa CC
npeamnasy OT CBETIINHA.

[a ce cexpanssa B ximaguiauk (2°C—8°C). Jla He ce 3ampa3sBa.

Ja He ce pa3kiamia.

He uznon3Baiite TOBa JI€KapCTBO, aKO 3a0€JIeKUTE, Ye TIEKAPCTBOTO € MBTHO, C TIPOMEHEH IIBSIT WU
chABpiKa rosieMu yactuiy. [Ipemu ynorpeda n3Banere kapToHEHATa KYTHS OT XJIaJUIHAKA, OCTABETE
MIpe/IBapUTETHO HAITbJIHEHATa MHCajKa B KapTOHeHAaTa KyTHs Ja JOCTUTHE CTaiHa TeMIepaTypa, KaTo
n3uakare 30 MUHYTH.

ToBa jiekapcTBO € caMo 3a €AHOKpaTHa yrnoTpeda. He M3XBoupIisiiTe JiekapcTBaTa B KaHAIM3ALUsATa
WM B KOHTEHHEpa 3a JoMalliHu oTrnaabin. [lonuTaiite Bamus gapmalieBT kak J1a H3XBbPIIATES
JIEKapcTBaTa, KOUTO BeUe HE M3IoJ3BaTe. Te3u MEepKH 1€ CIIOMOTHAT 3a Oa3BaHe Ha OKOJHATA Cpefa.
6. Cbabp:kaHie HA ONIAKOBKATA M I0NMbJHUTEIHA HHpopManus

Kaxkso cbabp:xa Tremfya

- AKTHUBHOTO BEIIIECTBO € Tycenkymal. Besika mpenBapuTeHo HarbJIHEHA MTHUCAIKA ChIbpPKa
200 mg rycenkyma0 B 2 ml pa3TBop.
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- JIpyruTe ChbCTaBKH Ca XUCTHIMH, XUCTHIMH MOHOXHIPOXJIOPH MOHOXHIPAT, mojmcopoat 80
(E433), 3axapo3a 1 BOAA 33 MHKEKITHH.

Kak m3rue:xkga Tremfya u kakBo cbIbp:Ka OIaKOBKATa

Tremfya e OuCTBp, Oe31IBETEH 10 CBETIOKBIAT HHKEKIOHEH pa3TBOp (MHKeKnwus). Toi e HaTn4eH B
OTIaKOBKH, CHABPIKAIIN €HA TTPEIBAPUTEITHO HAITBTHEHA MICANKa, ¥ B TPYIIOBU OMTAKOBKH, CHCTOSIIN
Ce OT 2 KapTOHEHH OMaKOBKH, ChABPIKAIIIHM M0 | MpeBapUTEIIHO HATBIIHEHA MUcaika. He Bcuuku
BHJIOBE OITAKOBKH MOTAT J1a ObJIaT IyCHATH B TIpoxaxoa.

IIpuTexkaTes Ha pa3pelIeHHeTO 32 yoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse
benrus

IIpousBoauTe
Janssen Biologics B.V.
Einsteinweg 101

2333CB Leiden
Hunepnannus

3a uHQOpMAIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBP)KETE CE € JIOKAJTHUS MIPEICTAaBUTEN Ha
MpUTEKATEN Ha pa3pelIeHueTo 3a ynoTpeoda:

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 lt@its.jnj.com

Bovarapus Luxembourg/Luxemburg

»JbkoHCHH & J[oHChH Bharapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 146494 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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EAlLada

Janssen-Cilag ®oppakevtiky Movompocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: +33 15500 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@INJCR.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@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1
janssenita@its.jnj.com

Kvmpog

Bapvépoc Xatinmoavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 300

Polska
Janssen-Cilag Polska Sp. z 0.0.
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.0.
Tel: +386 1 401 18 00
JNJ-Sl-safety@its.jnj.com

Slovenské 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 MOCJIEAHO Mpepasriieskaane Ha JuctoBkara 05/2025

IToapoOHa uHoOpMalKs 3a TOBa JIEKApCTBO € IpeJoCTaBeHa Ha yeOcaiita Ha EBporetickata areHIust

1o JiekapcTBaTa: https://www.ema.europa.eu.
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Yxka3zanus 3a ynorpeta
Tremfya
200 mg uH:KeKIHOHEH PAa3TBOP B MPeABAPUTEIHO HAITbJIHEHA MUCATKA

YCTPOMCTBO 3A EJJHOKPATHA YIIOTPEBA
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BaxHo
Tremfya ce mpeziara KkaTo npeBapyuTEIHO HAITBJIHEHA IIMCANIKA 3a €HOKpaTHa yIoTpeoa,
chABpIKaIIa eaHa 1o3a ot 200 mg.

Bamuar JIEKap 1ie Bu xaxke 1aju umare HYXK]Ia 0T yHOTpeﬁaTa Ha 1 niam 2 NMpeaABapuTeJIHO
HAIIBJIHCHU ITUCAJTKH.

Axo Bammsat nekap peuiu, ue Bue uinu 4oBeKbT, KOUTO ce Tprku 3a Bac, MoxeTe na mocrassre
umkekiunte ¢ Tremfya Bkbiy, Bue TpsOBa 1a npeMuHeTe 00y4eHUE 3a PAaBUITHUS HA4UH Ha
MIPUTOTBSHE U WHXKEKTHpaHe Ha Tremfya ¢ m3non3BaHe Ha MPEIBAPUTEITHO HAITBTHEHATA ITHCAIKA.
Mo mpodeTeTe Te3u yKazaHUs 3a yrnorpeda, mpean qa u3non3Bate Tremfya mpeaBapureHo
HaITbJIHEHA MUCAJIKa U BCEKU BT, KOTATO MOJIyYUTE HOBA MIPEABAPUTEIHO HAIIbIHEHA NTUcaIKa. Moxke
na mMa HoBa nH(popMarus. ToBa yka3aHue 3a yroTpeda He 3aMecTBa pa3roBopa ¢ Bamms nekap
OoTHOCHO BarmeTo 3abomsiBane wim aedeHneTo Bu. Mors, mpenn 1a 3aro9HeTe HHKEKTHPAHETO,
BHUMATEITHO MPOYETETE U JIUCTOBKATA U 00CHCTe ¢ Barms nekap win ¢ MEIUIIMHCKA CeCTpa BCUYKU
BBIPOCH, KOUTO MOXKE Ja UMaTe.

Bcesika Tremfya nmpeasapuTeHO HaIbIHEHA TUCAIKA MOJKE JIa CE U3I0JI3Ba CaMO BeIHBXK. 3xXBBpIeTe
MIpeIBApUTEITHO HaMbIHEHaTa nucaika (BmwkTe CThika 4) cies eMHOKpaTHO MPIIOKEHUE, TOPU U Aa
“Ma OCTaHaJIo JIEKapCTBO B Hes. He mM3mon3BaiiTe MOBTOPHO MpEBApUTEITHO HAThIIHEHATA ITHCAIIKA.

m HNudpopmanus 3a cbXpaHeHue
CobxpansBaiiTe B XJIAJWIHKUK IIpu TemiiepaTtypa ot 2° go 8°C.
a He ce 3aMpa3sBa.
He pa3knamaiite npeaBapUTEIHO HAITbIHEHATA MUCAJIKA.
CbxpaHsBaiiTe IpeABAPUTETHO HATBJHEHATA MUCAJIKA B OPUTHHAJIHATA ONAKOBKA, 32 J1a ce
NMpeanasu oOT CBeTJMHA U (pu3ndecKo yBpeKIaHe.
Cobxpansiaiite Tremfya u Bcuuku jgexkapcTBa Ha MSICTO, HEAOCTBITHO 32 Jena.

&>
\o
HNmare Hy:x1a oT momoux?

O6anete ce Ha Bamus iekap, 3a 1a My 3a7a/ieTe BCHYKU BBIIPOCH, KOUTO MOXKE J1a UMaTe. 3a
JIOTTBTHUTEITHA TTOMOIIT WITH 32 Ja CIIOJISIINTE BAlleTO MHEHHUE, BIKTE B TUCTOBKaTa HH(pOpManusaTa 3a
KOHTaKT ¢ Bamus MecteH npencraButen.
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Onucanue HA NPeABAPUTETHO HAITBJIHCHATA MMHUCAJIKA

IIpenu ynorpeda
2
Caen ynorpeda
Byranoto
U3IBJIBA
IIPO30PUETO
-~

IIpo3opue

AKbiar npeanazure

Ha UrJjiaTta

TwHKA CKpHTa UTIa IIle umaTe HyK1a OT:

e 1 uau 2 npeABapPUTETHO HATbJIHEHH
NMHUCAJKH CIope] 103aTa, NPelNucaHa oT
: Kanauka Bamus nexap
| ‘I’ — | He maxaiiTe Te3n MaTepuam He ca BKJIIOYEHHU B
L | Kalnaykara, 10KaTo ONAKOBKATA!
L. . | He CTe rOTOBH /ia * TAMIIOH CbC CIIUPT
HHKeKTHpPAaTe (BIKTE * apye NaMyK WJId MapJieH TAMIIOH
Crsiika 3) * aIXe3MBHA NMPEBPH3KA
* KOHTeiiHep 3a ocTpu npeameru (Buxre
cThhKa 4)
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1. IlpuroTBeTte ce

200 mg
1 npeaBapuTeJIHO
HaIlbJIHEHA MU CAJIKA

400 mg
2 IpeABApHUTETHO
HAIIbJIHEHH MHCAJIKHU

] =

I

-

IIpoBepere no3aTa cu, 3a 1a BUAUTE JAJM Lie TPAOBA 1a U3no/3BaTe 1 Wiu 2 npegBapUuTeIHO
HAITbJIHEHH MHCAJIKH, U NperJeaaiiTe KaApToHeHaTa(UTe) ONaKoBKa(u)

U3Bazgete kapToHEeHATA(UTE) OMAKOBKA(M) C MPEABAPUTEIHO HATbIHEHATA TTHUCANIKA OT XJIAMITHHUKA.
IIpoBepere 1aTaTa HAa U3THYAHE HA CPOKA HA TOAHOCT (,,I'0eH 10:) BbpXY KapTOHEHATa

OIIaKOBKa.

He u3nonsBaiiTe npenBapuTeIHO HATbIHEHATA MHCAJIKA, aKO CPOKBT HAa TOAHOCT € U3TEKBII WIH aKo
3alleuaTBAHETO Ha KapTOHEHATa ONIaKOBKA € HAPYIIEHO.
Obazere ce Ha Bamms nekap nnu ¢apmaneBT 3a HOBa NPEABAPUTEIHO HAITBIHEHA ITUCAJIKA.

WauaKaiite
30 -

MWUHYTH
' -

Ocragere Tremfya na nocTurse craifHa Temieparypa

IloctaBere kapToHeHaTa(uTe) KyTHA(M) BHPXY paBHa MOBBPXHOCT HA CTaifHa TemMIepaTypa 3a
npubmm3uTenHo 30 MUHYTH Tipeu ynorpeoa.

He 3aTtoruisiiTe mpeJBapuUTEIHO HATBJIHEHATA TUCAJIKA 10 HUKAKBB IPYT HAYMH.
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2. IIpuroTBere ce 32 HH:KEKTHPaHe

IIpoBepeTe TeYHOCTTA B IPO30PUETO, 32 /12 ce YBEPHTeE, Ye T4 e 0e31BeTHA 10 CBET/I0KbJITA
W3Banere npeABapyUTEIIHO HAITBIHEHATA IMCAJIKA OT KAPTOHEHATA KYTHSL.

IIpoBepete TeunocTTa B Ipo3opueTo. Ts TpsaOBa na Obae Oe3lBeTHA IO CBETIOXKBITA U MOXKE J1a
ChABPIKA MAJIKK OCJTN WK MPO3PAYHH YaCTHIIA. MOXKE ChILO J1a BUAMTE STHO UM MTOBEYES Bh3YIITHH
Mexypuera.

ToBa e HOpMaIHO.

He unxextupaiite, ako TEUHOCTTA €:

° MbTHA,
. C MMPOMEHEH LIBAT WUJIU
. “Ma TOJIEMU YaCTHUIIH.

AKo He cTe cUr'ypHH, obazere ce Ha Bammus iexkap win gpapmaneBT 3a HOBa IPEABAPUTEIIHO
HaITbJIHEHA [TUCAJIKA.

S

M30epeTe MICTO HA MHAKEKTHPaHe
M36epere HAKOU OT CICAHUTE YIACTHIIN 32 HHKEKTHPAHE:

. [Ipenna yact Ha 6eapata
o [lonmHa yacT Ha Kopema
He umxkektupaiite B 0061acTTa Ha 5 CAHTHIMETPA OKOJIO MBIIA.
o 3anHaTa 4acT Ha MUIIHUIUTE (aKO APYT MOCTaBA WH)KEKIIHSITA)

AKko Tpsi0Ba 1a HANIPaBHUTe 2 HHKEKIMH 32 MOJIy4YaBaHe HA ITbJIHATA 1033, n30epeTe pa3Tu4HU
y4yacThIM UM OCTaBeTe MOHe 5 CIM pa3cTosiHMe Me:KIYy MecTaTa Ha HHIKeKTHPaHe.

He umxextupaiite B 0ojie3HeHa, HACHHEHA, 3aUepBEHa, JIroIIela ce, yacOenena koxa. M3osrpaiite
y4acThIM ¢ OeJe3U WIN CTPHU.
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WN3muiiTe pbleTe CH M MOYUCTETE MACTOTO 32 HHAKEKTUPaHe

W3muiite noOpe phlieTe CH ChC CallyH U TOILIa BOJA.

[MouncreTe M30paHOTO MSICTO HA MHYKEKTUPAHE C TAMIIOH ChC CITIUPT M I'O OCTABETE JIa H3ChXHE.
He nokocpaiite, He BEUTE U HE TyXalTe BbPXY MSCTOTO 32 HHKEKTUPAHE, ClIe KaTo CTE IO
MTOYUCTHIIH.
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3. HNuxextupaiite Tremfya ¢ npenBapuTeTHo HAbJIHEHATA MUCAJIKA

<

Inl

MaxHete KalnaiykaTa, KOrato ¢Te roroBu 3a MHXKCEKTHPaHe

He [lOKOCBaﬁTe KBJTHUA NPpEAnasuTe Ha urjaral
ToBa moxe Ja 3a1104YHC MHKCKTUPAHCTO U Bue nama na IMMOJIy4YUTC no3ara.

M3pppnaiiTe kanaykara mpaBo Hanpes. HopmanHo € 1a BUauTe HIKOJIKO KallKH TEYHOCT.
HuxexTupaiite Tremfya B paMkuTe Ha 5 MUHYTH cJ1e]] OTCTPAHSIBAHETO HA KanavykKaTa.

He nocrasstiiTe kamaykara 0OpaTHO, Thi KaTO TOBa MOKE J1a YBPEIH UTJIaTa.

He n3nomnssaiite npeaBapUTEIHO HATBIHEHATA MUCAKA, AKO CTE I U3ITyCHAIU CIIE OTCTPaHsIBAHE Ha
Karaykara.

Oo0anete ce Ha Bamms nexap uiau ¢apMareBT 3a HOBa IIPEBAPUTEIIHO HAITBJIHEHA NTUCAJIKA.

1-Bo
HIpaKBaHe

<l —

ITocTaBeTe NpeaBapUTETHO HANTBJIHEHATA MHCAIKA TUPEKTHO BbPXY MSICTOTO HA HHKEKTHPAaHe,
cJlell TOBA HATHCHeTe U 3a[PbiKTe

He l'lOBIlPIl"aﬁTe NPEABAPUTEIHO HAIIbJHCHATA MUCAJIKA 110 BpEeME Ha I/IH)KeKTI/IpaHeTO!
Axo ro HaIlpaBUTEC, KBJTUAT NPCANA3UTECII Ha UTJIaTa 1€ CC 3aKJIFOYX U HAMA Jia MTOJIYYUTE [sjiaTa
J03a.

IToctaBeTe MMPEABAPUTCIIHO HAITBJIHEHATA MM CAJIKA JUPEKTHO BHPXY MACTOTO Ha MHKCKTHUPAHE C
JKBJITUA IPCANTA3UTCIT Ha UTJIaTa BbPXY KOXaTa U IIPO30pUYCTO KbM Bac.

Hartucuere NpEABAPUTCIHO HAITBJIHCHATA MACAJIKA HA/10JTy U HpO,I[’BJ'DKaBafITC Ja IPUTUCKATEC BbPXY
KoJXXara.
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IIle yyeTe NbPBOTO MIPAKBaHE.

N
10
CEKYHAM

2-po
HpaKBaHe

—/'._/—
A
/7
L ——

IpoabakaBaiiTe 1a IbPKUTE MPEIBAPUTETHO HATBJIHEHATA NMUCAJIKA NPUTHCHATA BbPXY
KO:KaTa 32 0K0y10 10 cekyHIH, 10KATO YyeTe BTOPOTO IPAKBaHe.
IToutu cTe TOTOBH.

IpoabakaBaiiTe 12 A1 AbP:KUTE NPUTHCHATA BHPXY KOKATa U ce yBepeTe, Ye HHKEKTHPAHETO e
3aBbPUINIIO.
WHXEeKTHPAHETO € 3aBbPILIIIO0, KOraTo OyTajaoTo MPecTaHe Ja Ce ABMKHU U H3ITBJIHH PO30PUETO.

I~
|

Baurnere npaso Harope
Axko npeanucanata Bu 103a Hajara qBe MH:KEKIMHU, TOBTOPeTe CTHIKM 2 10 4 ¢ BTOpaTa
NPeABAPUTETHO HAITbJIHECHA MUCAJIKA.
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3. Creln MHKEKTHPAHETO

IIpoBepere MACTOTO HA MHIKEKTHPAHE

Moxe Aa uMa MaJIKO KOJIMYCCTBO KPBB WKW TEYHOCT HAa MACTOTO HAa MHXXCKTHPAHEC. HpI/ITI/ICHeTe
BHUMATEJIHO KOXKaTa C Iapye MaMyK WIH MapJieH TaMIIOH, JOKAaTO KbPBEHETO CIpE.

He pastpuBaiiTe MACTOTO Ha MHXKEKTHpaHe. AKO € HE0OX0JUMO, MOKPUITE MSICTOTO HA MHKEKTUPaHE
C NIpEeBPbB3Ka.

Cera UHXEKTUPAHETO € 3aBbPLICHO!

M3xBbpJIeTe N3M0/13BAaHATA NPEJIBAPUTEIHO HAITBJIHEHA NIUCAJIKA M KalayKaTa

CrnokeTe M3M0I3BaHaTa MIPEeIBAPUTEIHO HAITBITHEHA MTHCANIKa B KOHTEHHED 3a OCTPHU NPEAMETH
BeJHAra ciiesi ynorpeodara.

TpsiOBa 1a N3XBBPIUTE KOIIYETO 32 OTHAABIM CIIOPE]] YKa3aHUITa Ha Bamms ekap win MeIumHcKa
CEeCTpa, KOraTo KOHTEHHEPHT € ITBJIEH.

He u3xBopisiiTe npenBapuTEIHO HATBIHEHATA MICATKA B KOHTEWHEPA 32 JOMAIIHU OTHAAbLIN.

He penuxnupaiite U31013BaHus KOHTEHHED 3a U3XBBPJISHE HA OCTPHU IIPEIMETH.
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JlncroBka: undopmanus 3a norpeduTeNs

Tremfya 200 Mg koHueHTpaT 32 HH(PY3HOHEH PAa3TBOP
rycenkyma0 (guselkumab)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, IIPEeIU 1A 3alI0YHeTe 12 U3M0JI3BaTe TOBA

JIEKAPCTBO, Thil KATO T ChAbLP:KA Ba:kHA 3a Bac nundopmanus.

- 3amazere Ta3u JIUCTOBKA. MOJKe /1a ce HaJOXH JIa sl MPOYETETe OTHORO.

- AKO UMaTe HIKaKBY JIOTBIHUTEIIHA BBIIPOCH, TonuTaliiTe Bamus siekap, papmareBt niu
MEAMIMHCKA CEeCTpa.

- ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeJv, HE3aBUCHMO Y€ MPU3HAIIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BammuTe.

- AKO TIOJTyYnTe HAKAKBU HEXKEJIAaHU PEaKluy, yBeraoMeTe Bamus jiekap, win papmareBt win
MEIHNIMHCKA cecTpa. ToBa BKIIFOUBA M BCHYKH BE3MOYKHU HEXKETIAHH PEaKI[IH, HEOITNCAHH B
Ta3W JUCTOBKA. BrokTe TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kaxkso npencrasnsBa Tremfya u 3a KakBo ce n3non3sa
Kakgo Tps0Ba na 3Haete, npeau Aa usnoinssare Tremfya
Kak na m3nomzBare Tremfya

BBb3M0KHM HEXETaHU pEeaKLUU

Kak na cexpansBare Tremfya

ChbabppkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

Sk wnE

1. KakBo npeacraBasiBa Tremfya u 3a KakBo ce H3M0/13Ba

Tremfya cbabpka aKTHBHOTO BEIIECTBO TyCEIKYMal, KOWTO MPEACTaBIIsBa BU IPOTEHH, HApEUCH
MOHOKJIOHAJIHO aHTUTSLJIO.

ToBa nexapcTBO JIeiicTBa KaTo OJOKHMpa aKTUBHOCTTA HAa MIPOTEHH, HapedeH [L-23, kolTo ce OTKpuBa B
TIOBHUIIIEHU HUBA MPH X0Opa C YILEPO3eH KOJIUT mwin 6osecT Ha Kpow.

Yiauepo3eH KoauT

Tremfya ce n3non3sa 3a JedeHNe Ha Bb3PACTHU C YMEPEH JI0 TeXBK YIIEPO3eH KOJIHT —
BB3MAINUTEIHO 3a00JIIBaHE HA uepBaTa. AKO UMaTe yJILEepO3eH KOIUT, IbpBOHAYaNHO e Bu Obaat
JasieHu ApYyTH JeKapcTBa. AKO HE Ce MOBIUSIETE JOCTaThYHO 100pe MM HE MOXKETE Jja TIOHACSTE Te3H
JeKapcTBa, Moke 1a Bu 0b1e npunoxen Tremfya.

[Tpunaranero Ha Tremfya npu ynuepo3eH KoJuT Moke J1a Bu nmosnusie 61aronpuaTHo, KaTo HaMallu
NPU3HALKUTE U CUMIITOMUTE Ha 3a00JI5IBAHETO, BKIIOYUTEIHO KbPBABUTE M3NPAKHEHUS, HEOTIOKHATA
HYX/1a ¥ Oposi Ha MOCEIICHUATa B TOAJICTHATA, KOpEMHATa 00JIKa U BB3MAJICHUETO Ha JIMTaBUIaTa Ha
yepBaTa. Te3u eextn Morat 1a mogoOpsT cnocodHoctTa By 1a n3BbpIiIBaTe HOPMAJIHU €XKETHEBHN
JEHHOCTHU U J]a HAMAJISIT yMOparTa.

Bousect Ha Kpon

Tremfya ce nznon3Ba 3a JeyeHWe Ha BH3PACTHU C yMEPEHa /10 Texka (opma Ha Gosectta Ha KpoH,
BB3MAINTEIHO 3a00JIsBaHe HA yepBaTa. Ako uMmate 6onect Ha Kpon, mepBo me Bu ce nagar npyru
JieKapcTBa. AKO He ce MOBJIUABATE JOCTaThYHO OT T€3U JICKapCTBa WIX HE MOXETE J1a TU II0OHACsTE,
Moxe na Bu ce mpunoxu Tremfya.

Ynorpebara va Tremfya npu 6oecrra Ha KpoH Moxke 1a Bu Obie OT mosnza 3a HamalsiBaHe Ha
NPU3HAIMTE ¥ CUMIITOMUTE Ha 3a00JISIBAHETO KaTO IHapusi, KOpeMHa 00JIKa U Bb3MaleHue Ha
JUraBUIaTa Ha yepBaTa. Te3u edexTn Morar aa nopoopst cnocodHocrra Bu na n3sbpiBare
HOpPMAaJIHU €XEJTHEBHU JICHHOCTH U J1a HaMaJIsT yMopara.
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2. KakBo TpsioBa 1a 3HaeTe, mpeau 1a u3noassare Tremfya

He u3noa3saiite Tremfya

o aKo CTe aJlepru4HU KbM T'ycelKyMad WM KbM HAKOS OT OCTaHAINTE ChCTABKU Ha TOBA
JIEKapCTBO (M30pOCHU B TOUKA 6). AKO MUCIHUTE, Y€ MOXKE Ja CTE aJepTHIHH, TOCHBETBANTE CE C
Bammus nekap, npeau aa usnonssare Tremfya.

o aKo MMaTe aKTHBHA MH()EKIHs, BKIIOUNTEITHO aKTHBHA TyOepKyno3a.

IpenynpesxaeHust U Mpeana3sHu MEPKH
I'oBoperte ¢ Bamus nexap, apmarieBT niim MEAUIIMHCKA CECTpa, peau aa unoseare Tremfya:

o aKo ce JeKyBaTe 3a WH(EKITHS;

o aKo MMaTe MH(MEKIHs, KOSATO He MPEMHUHAaBA MM HETIPEKBCHATO CE MOSBSABA OTHOBO;

o aKo MMare TyOepKyio3a WiIn cTe OMIr B OMU3BK KOHTAKT C YOBEK C TYOEepKYyII03a;

o aKO MHCIIUTE, 4Ye nMaTe NHQEKINS WK HMaTe CUMIITOMH Ha HHMEKIHS (BIKTE MO-T0ITY

,,BHUMaHUe 32 MHPEKINN 1 AIEPTHYHI PEaKLIuu );

o aKO HACKOPO CTE MMaJIM BAKCHHALIUS WM aKO TPAOBa J]a ce BAKCHHUPATE M0 BpeMe Ha JICUCHHUE
¢ Tremfya.

AKO He cTe CUT'ypHH JIajli HEellIo OT TOPHUTE ¢e OTHAcs 10 Bac, roBopere ¢ Baius siekap, GpapmareBt
WM MEIWIIMHCKA CeCcTpa, Mpeau Aa usnomssare Tremfya.

[Ipenu na 3amouneTe u3non3BaHeTo Ha Tremfya u Mo BpeMe Ha JICUSHUETO, MOXKE Jla ¢ HAJIOKHU Ja Bu
ObJaT HANPABEHU KPHBHH U3CIICABAHUS, 32 Ja CE TPOBEPH JTAJIM MMATEe BUCOKH HUBA HA
YepHOAPOOHHUTE CH3UMHU, CIIOpe]] YKazaHusTa Ha Bamms nekap. [ToBuinenne Ha HUBaTa Ha
YEPHOIPOOHHUTE SH3UMHU MOXKE Jla C€ TIOJIYyYH M0-UeCTO IPHU NalMeHTH, JiekyBaHu ¢ Tremfya Ha Bceku
4 cenMUIIM, OTKOJIKOTO MPH MallUeHTH, JIeKyBaHu ¢ Tremfya Ha Bceku 8 cenmuiy (BuxTe ,,Kak na
usnonsBate Tremfya” B Touka 3).

Buumanue 3a I/IH(l)eKIII/II/I H AJIEPruvHu peaKkuumn

Tremfya MNOTCHIHUAIHO MOXKEAa MPECAN3BHUKA CCPUO3HU HCIKCIIAHN e(l)eKTI/I, BKJIFOUHUTCIHO aJICPrUiIHA
p€aKkuuu n I/IH(l)eKLII/II/I. TpH6Ba Ja BHUMABATC 34 IIPU3HALIK Ha TC3U 3a6OJ'I$IBaHI/I$I, AO0KaToO NpueMaTe
Tremfya.

[Ipu3HanyTe Ui CUMITOMUTE HAa MH(GEKIIUH MOXeE Jja BKIIOYBAT IOBUILIECHA TEMIIEpaTypa WIn
TPUTNONOJ00HN CUMIITOMH, MYCKYJTHH OOJIKH, KalllJIUIA, HEJIOCTUT Ha Bh3yX, NApeHe NIPY YpUHUPAHE
WM YPHUHUPAHE [M0-9eCTO OT 00MYaiiHOTO, KPBB B XpauKuTe (CIy3Ta), 3aryda Ha TerJio, AHapus Uiu
OoJka B cTOMaxa, TOIUIA, 3a4epBeHa WK O0JIe3HEHA KOXKa, WM Bb3MaJICHN YIacTbhLH 110 TSIIOTO.

Cepuo3Hu aliepruyHu peakiuu ca Hadmoaapanu ¢ Tremfya. CuMIIToOMHUTE MOXKE J1a BKJIFOYBAT
MOJ{yBaHe Ha JIUIETO, YCTHHUTE, yCTaTa, €3UKa WK I'bPJIOTO, 3aTPYAHEHO MPETTbIIaHE WU JTUIIAHE,
NpUMasIBaHe WU 3aMastHOCT U ypTHKapHs, (BHKTe ,,CEepHO3HN HEXKETaHH PEaKkIMu’ B TOUKa 4).

Crpete ynorpebara Ha Tremfya u kaxxete Ha Bamms jgekap wiv noTbpcere He3a0aBHO METUITHCKA
MOMOIII, aKO 320eJIe)KNTE HAKAKBU MPU3HAIY, TOKA3BAIM Bb3MOXHA CEPHO3HA aJIEPTUYHA PEAKIIHS
WTH THQEKITHS.

Jlena u roHOIIHN
Tremfya He ce npenopbuBa 3a Jiena 1 IHOIM 1o 1 8-roauiHa Bs3pacT, 3al0TO TOW HE € IPOyYBaH B
Ta3u Bb3pacToBa rpylia.

JApyrn nekapcrBa u Tremfya

Kaxere na Bammus nexap wimu papmarnienT:

o aKO M3I0JI3BaTe, HACKOPO CTE M3IOJI3BAIN WJIM € Bb3MOXKHO J1a U3I0JI3BaTe APYTH JIEKapCTBA.

o ako Hackopo Bu e npaBeHa wiu TpsiOBa 1a HampaBuTe BakcuHauus. He TpsioBa na Bu ce
npuiarat HIKOW BaKCHHHU (KMBH BaKCHHH), JIOKaTO u3nomssare Tremfya.
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bpeMeHHOCT M KbpMeHe

. Tremfya He TpsiOBa a ce M3MOI3Ba IO BpeMe Ha OPEMEHHOCT, Thil KaTo epeKTHTE Ha TOBa
JICKapCTBO TPU OPEMEHHH KCHU HE ca U3BECTHU. AKO CTE€ KEHA C JICTEPOJICH MOTEHITHAT,
npenopbyBa ce Ja u30sArBate na 3ad0peMeHsiBaTe U TpsAOBa Ja mpuiiarate moaAXoAsIa
KOHTpaIenius, Jokaro m3noi3sare Tremfya u B mponbmkeHNe Ha Hail-Manko 12 cenMuIy cien
nocneaHarta 1o3a Ha Tremfya. ['oBopere ¢ Bamms nexap ako cre OpeMeHHa, cMsTaTe, 9e MOXKe
Jla cTe OpeMeHHa Wi IUTaHupaTe OpeMEHHOCT.

o I'oBoperte ¢ Bamus nekap, ako KbpMUTE HIIH ILIaHUpaTe 1a KbpMuTe. Bue u Bammsat nekap
Tpsi0Ba Jja peInTe Aaju e KbpMUTE Wi Iie n3non3Bate Tremfya.

Ilodupane u padora ¢ MalIMHK
Mako e BepositHo Tremfya na moenusie ciocooHocTTa Br 3a mogmpane win pabota ¢ MaluHH.

Tremfya cbabp:ka nosmcopdat 80

Toga nekapctBo chabpika 10 mg nonucopbat 80 BBB Beceku (1akoH, KOMTO ¢a €KBUBAJICHTHH Ha
0,5 mg/ml. TTonucop6aTuTe MOrart Jia MPUYKHAT aJepruuHu peakiuu. TpsoBa qa kaxeTe Ha Bamus
JieKap, aKo MMaTe YCTAaHOBEHH aJICPTUH.

Tremfya cbabpika HaTpwmii
ToBa nexapcTBO ChABPKa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha 1032, T.€. MOXKeE Ja ce Kaxe, 4e
MPaKTUIECKU HE ChIbPKa HATPUH.

[Ipenu ob6aue na Bu ce mpunoxu Tremfya, Toit ce cmecBa ¢ pa3TBOpP, KOUTO ChIbpPKa HATPHIA.
I'oBopere ¢ Bamus siekap, ako cTe Ha JUeTa ¢ HUCKO ChAbPKaHUE Ha COJL.

3. Kak na uznoassare Tremfya

Tremfya e npenHazHaveH 3a ynoTpeda 1moa ppKOBOACTBOTO M HAOIIOICHUETO Ha JIEKap C OIUT B
JIMarHOCTHKATA U JICYCHUETO Ha YJIIIEPO3CH KOJIHUT.

Kakgo xoiauvectBo Tremfya ce mpuiiara u 3a KoJIKO BpeMe
BamusT nekap 1e pemnm KoJiKo JBITo e TpsoBa a u3nonspare Tremfya.

Yamepo3eH KOJIUT

HauaJio Ha JIeueHHeTO:

o [TepBara no3a Tremfya e 200 mg u me Bu ce npunoxu ot Bamus nexap wim MeuIuHCKa
cecTpa upe3 MHTpaBeHo3Ha HH(y3ust (KakoBO BbB BeHa Ha pbkaTa). Ciie/l rbpBara 703a I1e
MOJIyYUTE BTOPA J103a Ciie]] 4 CeIMULIM, a CJIe]] TOBA U TPeTa J03a Ciie] oule 4 CeIMUIIM.

IMopabpaxamo jJeyenne:

IMoxabpikamia go3a Tremfya 100 mg wmu 200 mg e Bu ce npriiara 4pe3 HHKEKIUS 0] KO)KaTa

(moakoyKHA MHXKEKIIMS). BamsaT jiexap 1e pemrd Kos OoAIbpIKaIla 1034 IIe MOIydHTe:

o Jo3a ot 100 mg 1ie ce mpuitoku 8 ceIMUIIM Clie/T TPeTaTa /103a OT 3al0YBaHE HA JICUCHUETO, a
CJIe]l TOBA Ha BCEKHU 8 CEIIMUIIH.
o Jo3a ot 200 mg mie ce mpuIoku 4 CeAMHUILIM CJIe] TPeTaTa /103a OT 3all0YBaHE HA JICUCHHUETO, a

CJIEA TOBA Ha BCCKH 4 CCAMMIIN.

Bbonect Ha Kpon

Hauano Ha 1eyennero:

JleuenneTo MOXKe Aa ce MPUIIOKH Ype3 HHTPABEHO3HA HH(Y3HS WK UYpe3 MOJKOKHO NPHIIOKEHHE:

. WntpaBenosna nngysus: [Iepsara no3a Tremfya e 200 mg u me Bu ce npunoxu ot Bamus
JIeKap WIIK MEIMIIMHCKA CecTpa Ype3 MHTpaBeHo3Ha nH(y3us (KarnkoBO BbB BEHA HA PhKATa).
Crnen mppBara 032 11€ MOIyYUTe BTOpa 032 ciiel] 4 CeMUITH, a CIIe]] TOBA M TPeTa 032 CIe]
oule 4 ceqMUIH.
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. [onkoxxno npunoxenue: [IepBara no3a Tremfya e 400 mg u mwe Bu ce npunoxu noz koxara
(moaKo’KHA MHXKEKIIUS), KaTO MOJKE J1a ce IIPaBH Ha pa3iIMYHU MecTa Ha Tsuioto. Crest mbpBaTta
J1032 I11€ TIOJIy4uTe BTOpa 032 ciie 4 ceMUIY, a Ciiel TOBa U TPeTa 103a cieq ole 4 ceaMULU.

Hoanbpxama Tepanus:

[Moxabprkamia go3a Tremfya 100 mg umu 200 mg e Bu ce npuiara 4pe3 WHKEKIUS 1MOJ] KOXKaTa

(moakoKHA MHXKEKIHS). BammsT nekap e peru Kost oIbpiKalla 103a 1ie MOIyquTe:

o JHo3a ot 100 mg mie ce npunoxu 8 ceMHUIM CIIe] TpeTaTa 103a OT 3all04YBaHe Ha JICYCHHUETO, a
Clie/T TOBA Ha BCEKH 8 CeMHUIIH.
o Jo3a ot 200 mg e ce mpuaoKu 4 CeAMUIIN CIIE ] TPeTaTa 103a OT 3all0YBAaHE HA JICUCHHUETO, a

clIe]l TOBa Ha BCEKHU 4 ceIMMIIN.

AKoO cTe pHesn MoBeye 0T HeodOxoauMara n03a Tremfya
AKO cTe MOoJTyYHIi ToBeue oT HeoOxonumara o3a Tremfya wim no3ara e mpuiokeHa mo-paHo oT
IpeaNnucaHoTo, yBeromere Bamms nexap.

AKko cTe nponycHanu ga u3nojssare Tremfya
Ako 3abpaBute na mHKekTupare 103a Ha Tremfya, yBemomere Bammmst nexap.

AKo cTe cripesiu ynorpedara na Tremfya
He Tpsa6Ba na cnimpate ynorpebara Ha Tremfya, 6e3 aa roBopute mbpBo ¢ Bamms nexap. Axo cripere
JeYeHneTo, Bammte cuMnToMH MOKe J1a e TIOSIBSIT OTHOBO.

AKO UMaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIOTpeOaTa Ha TOBa JICKAPCTBO, MOMHUTATEe
Bamms nexap, ¢papmaneBT HiIM MEJUIMHCKA CECTpA.
4. Bb3MOKHHN HeKeTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HEXKCIAaHU PE€aKIIUH, BBIIPEKU Y€ HC
BCCKH I'l TIOJTy4aBa.

CepHO3HHM HEKEJTAHH PEaKIuA
Kaxere Ha Bamus jgexap uiu noTbpceTe He3a0aBHO METUITMHCKA TIOMOIII, aKO TIOJIYYUTE HIKOS OT
CIICJHUTE HEXKEJIAHU PEaKLUU:

B13MOKHM cepHO3HU aJIeprHYHU peakium (Moxe jaa 3acerHar g0 1 va 100 gymm) — mpu3HauTe
WM CUMIITOMHUTE MOYE J1a BKIIFOYBAT:

. 3aTpyJHEHHE NIPU AUILIAHE U T'bITaHe

o IIOZyBaHE HA JIMILIETO, YCTHUTE, €3UKa WU I'bPIIOTO

o CHJIEH ChpOEXK Ha KOXKaTa C YepBEH OOPHUB WIIN ITBIIKU
[ ]

ImpuMajsiBaHC, HUCKO KPbBHO HAJIATAHC UJIU 3aMasiHOCT

Jpyru HeskeJIaHM peaKIuU
Hpe)_'[CTaBCHI/ITC IMO-A0JY HEXKCJIaHU PCAKIUU Ca JICKU 10 YMCPCHU. AXO HIKOS OT T€3H HE)KEIIaH!
pCaKkinm CTaHC TCIKKaA, KaKETC He3a0aBHO Ha Barus JICKap, (bapMaueBT W MEAWIUHCKA CECTpa.

MHoro 4yecTu (MOXe 11a 3acerHat nosede ot 1 Ha 10 mymm):
- WH(EKIUY Ha TUXATSITHATE TTUIIA

Yectu (Moxe ma 3acersat mo 1 Ha 10 gymm):

- riaBo0ome

- 0oJka B cTaBUTE (apTpairHs)

- Japust

- MOBHUIIIEHO HUBO Ha YEPHOAPOOHHUTE €H3UMH B KPBBTa
- KOXKEH 00pHB
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Heuectu (Moxe na 3acerrar o0 1 Ha 100 mymm):

- MIOHW>KEH Opoii Ha B Oe) KPBBHU KIETKH, HAPEUEHH HEYTPOPHITH

- WHQEKIIUU C XePIIEeC CHMILICKC

- rpOMYHa MHEKIUS Ha KOXKaTa, HallpuMep MEXTy MPBCTUTE Ha KpakaTa (Harmp. aTjeTHO
CTBIIAJIO0)

- CTOMAIITHO Pa3CTPOUCTBO (TaCTPOCHTEPHT)

- YpTUKApUS

- 3auepBsBaHe, Apa3HEHE WM 0OJIKA HA MSCTOTO HA WHXKEKTUpPaHE

Penxu (Moxe na 3acernar g0 1 Ha 1000 gymmn):
- ajJlepruyHa peaxius

Cho01aBaHe HA He:KeJIAHU PeaKnu

AKO TIOITyunTe HIKaKBU HEXEJIaHH JICKApCTBEHU peakiyy, yBeaomere Bamms nekap, GapmaneBt win
MEIUIMHCKA cecTpa. ToBa BKIIFOUYBAa BCUUKU Bb3MO)KHU HEONHCAHU B Ta3U JINCTOBKA HEXKEJIaHU
peaxknuu. MoxeTe ChIIO J1a ChOOIUTE HEXKEIAHN PEaKUU TUPEKTHO Ype3 HAIlMOHATHATA CUCTEMA 3a
ChOOIIaBaHE B:

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,JJamsia ['pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Kato cpoOmaBare HexxenaHU peakluy, MOXKeTe a 1a/ieTe CBOsI IPUHOC 3a TOJydaBaHe Ha IOBeue
uH(OpMaIHsl OTHOCHO 0€30I1acCHOCTTa Ha TOBA JIEKAPCTBO.
5. Kak na coxpansiBate Tremfya

Tremfya 200 mg xoHIeHTpaT 3a HH(Y3HOHEH Pa3TBOP ce MpHiIara B OOJHHUIIA M KIMHUKA U HE €
HE00X0MMO TTAIIMEHTHUTE J]a TO ChXPaHSIBAT WK Jja OOpaBAT C HEro.

[a ce cpxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JIeTa.

He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CPOKA HA TOAHOCT, OTOCIISA3aH BbPXY €TUKETA Ha CIIPUHIIOBKATA
U KapToHeHara Kytus ciea “'ogen 10:”. CpokbT Ha TOIHOCT OTrOBAaps Ha MOCIEIHUS ACH OT
[IOCOYEHUS MECELL.

CoxpansBaiiTe (pyilakoHa BB BhHIIIHATA KAPTOHEHA KYTHS, 32 JIa C€ MPEANa3u OT CBETIIMHA.

[a ce cexpanssa B ximaguiauk (2°C—8°C). Jla He ce 3ampassBa.

I[a HE CC pa3Kjialia.

He u3non3BaiiTe TOBa JIEKapCTBO, aKO 3a0€JIEkKUTE, Ue JIEKAPCTBOTO € MBTHO, C IPOMEHEH LIBSIT WU
ChIbpKa TOJIEMH YaCTHUIIH.

ToBa jiekapcTBO € caMo 3a eJHOKpaTHa yrnoTpeoa.
He u3xBbpIstiiTe IekapcTBaTa B KAHAIMU3AIUATA WK B KOHTEHHEpa 32 JOMAITHHU OTHaIbIIH.

Ilonmraiite Bammsa apmaneBT Kak Ja H3XBBPIISATE JIEKapCTBaTa, KOUTO Beue He n3nonssare. Te3u
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.
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6. Cun)pma}me Ha ONnMaKoBKaTa U J0NIbJHUTEC/IHA I/IH(I)OpMaIll/Iﬂ

Kaxkso cpabp:xa Tremfya

- AKTHBHOTO BEIECTBO € rycenkymad. Beeku duakon chabpika 200 mg rycenxymabd B 20 ml

pasTBoP.

- Hpyrute cbetaBku ca ENTA nunarpues muxumpat (E385), xuctuanH, XucTuanH
MOHOXHUIPOXJIOPH MOHOXHAPAT, MeTHoHKH, onucopbat 80 (E433), 3axapo3a u Boaa 3a

HNHXKXCKIINH.

Kak n3rue:xxga Tremfya nu kakBo cbIbp:Ka OIaKOBKATa
Tremfya e OUCTBp, OS31BETEH 10 CBETIOKBAT HH(Y3UOHEH Pa3TBOP.

Bceska omakoBka ceabpixka 1 ¢praakon.

IpuTexaTes HA pa3pelleHHETO 32 yNoTpeda

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauren
Janssen Biologics B.V.
Einsteinweg 101
2333CB Leiden
Hunepnannus

3a I/IH(IJOpMaHI/Iﬂ OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPIKETC CC C JIOKAJTHUA NPCACTABUTCIT HA

NpUTEKATENsI HA Pa3pelIeHUEeTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

Bbarapus

»JoKOHCBH & xoHCchH bparapus” 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

Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 146494 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
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Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E\LGda

Janssen-Cilag ®appakevtik) Movornpocmnn
A.E.B.E.

TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 800 2550 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@INJCR.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@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777/+39 02 2510 1
janssenita@its.jnj.com

Kvnpog

BopvéPog Xoatinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 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.0.
Tel: +386 1 401 18 00
JNJ-Sl-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

JlaTa Ha MoC/JIeTHO Mpepa3riexaane Ha JucToBkara 05/2025

IMoxpoOHa nHpopMalius 3a TOBa JIEKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHus

o Jiekapcteata: https://www.ema.europa.eu.
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Tremfya 200 Mg koHueHTpaT 32 HH(PY3HOHEH PAa3TBOP
rycenkyma0 (guselkumab)

ITocouenara no-gory nHGOpPMANHA € IpeAHa3HauYeHa CaMO 32 MEIUIIMHCKH CIIEIHAUCTH:

IIpocnenumoct
3a ma ce moo0pH MPOCIETUMOCTTa Ha OHOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO H MTAPTHIHUAIT

HOMEp Ha MPHUJIOKEHUS MPOAYKT TPsiOBa SICHO Jla ce 3alucBarT.

Tremfya 200 mg/20 ml (10 mg/ml) ¢aakon 3a uHTpaBeHO3HA HHY3USL

Tremfya pa3TBop 3a HHTpaBeHO3HA HH(DY3US TPIOBa Ja ce pa3pek/a, MPUTOTBS U BIMBA OT
MEMIIMHCKH CIICIIMATIUCT, KaTO Ce M3I0JI3Ba aceNTUYHA TeXHUKa. Tremfya He ChabpKa KOHCCPBAHTH.
Bcexu (makon e mpegHazHadeH camo 3a €THOKpaTHa yrmoTpeoda.

[Mpeau npunoxxenue npernenaiite Tremfya Bu3yanHo 3a HaTMYMe HA YACTUIU U TIPOMSIHA HA IIBETA.
Tremfya e OUCTBp 1 OE3I[BETEH IO CBETIIOXKBIT Pa3TBOP, KOWTO MOXKE /1a ChIBPIKA MAITKA
MOJTyNpo3payHy yacTHLU. He n3non3Baiite, ako TEYHOCTTA ChIbpKa FOJIEMH YaCTHLIH, IMa IIPOMAHA
Ha IIBeTa WK € MbTHa.

Yka3zaHus 3a pazpekJIaHe U NPHI0KECHUE
Hobasere Tremfya kpM 250 ml cak 3a uHTpaBeHo3Ha UHPY3uUs ¢ HaTpueB xuopun 0,9% MHKEKIIMOHEH
Pa3TBOp, KAaKTO CJe/Ba:

1. Uzrernere u cnen ToBa m3xpbpiere 20 ml ot nHxennOHHNS pa3TBOp Ha HaTpueB xiopuxa 0,9%
oT nH(y3UOHHUS CaK, KOETO € paBHO Ha oOeMa Ha Tremfya, koiiTo TpsiOBa Ja ce 100aBH.
2. Nzrernere 20 ml Tremfya ot gakona u ru qo6aBeTe B MHPY3MOHHUS CaK C HATPUEB XJIOPUJL

0,9% wmmxeKknHOHEeH pa3TBOp 3a MOTyvYaBaHe Ha KpaiiHa koHneHTpanus 0,8 mg/ml. BaumarenHo
cMeceTe paspesieHus pa3TBop. M3xBbpreTe uiakoHa ¢ OcTaHAIUs pa3TBOpP.

3. Buzyanno nposepete pazpeneHus pa3TBOp 3a HAIMYHE Ha YaCTHUIM 1 IPOMSHA Ha I[BETa Mpean
nH(y3us. Brusaiite pazpenenns pa3TBop B IPOABIDKEHNE HA Hali-MaJIkO €AMH 4Jac.

4. W3non3Baiite camo nH(PY3MOHEH KOMIUIEKT C BrPaieH CTEPUJICH, allupPOTreHeH QUITHP ¢ HUCKO
CBBp3BaHe Ha MpoTenHuTE (pasmep Ha nopute 0,2 MHKPOMETpa).

5. He BnuBaiite Tremfya eqHOBpeMEHHO B €1HA U ChIL[a MHTPABEHO3HA JIMHUS C APYTH
JIEKapCTBEHU MPOIYKTH.

6. W3xBBpasiiTe HEU3IOI3BaHNS JIEKAPCTBEH MPOIYKT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUS.
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