MNPUJIOKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Remicade 100 mg npax 3a KOHIIEHTPAT 3a HH(PY3UOHEH Pa3TBOP

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ¢makon ceappka 100 mg nadaukcnmad (infliximab). Madaukcumab e xumepHo
YOBEIIKO-MHIIIE MOHOKIIOHATHO aHTHTSUIO OT Kiac [gG1, moydeHo B MUIIH XHOPUIOMHHU KIIETKU
ype3 pekomOuHanTHa JIHK-Ttexnonorus. Caen pa3rBapsiHe, Bceku ml oT pa3TBopa chabpika 10 mg

UHQIUKCUMAO0.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA
IIpax 3a KOHIIEHTpAT 32 HHPY3HOHEH Pa3TBOP (Tpax 3a KOHIIEHTPAT)

ITox ¢hopmaTa Ha TMOGUIU3UPAHH OSIIU TIEIETH

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHUYHU MOKA3ZAHUS
PeBMarouieH apTpuT

Remicade, B koMOWHaIMs ¢ METOTPEKCAT, € MOKa3aH 3a HaMaJIsIiBaHE HA MPU3HALUTE U CHMITOMUTE,
KaKTO W IIOCTHTaHe Ha OJ00peHne BbB (pr3ndeckaTa QyHKIHS, TPH:

. BB3PACTHH MAIMIEHTH C aKTHBHA 0OJIECT C HEJIOCTAThUEH OTTOBOP Ha JICUSHUETO C
Mouduuparin 6orectra antupesmarouanu cpeacrsa (DMARD), BxmounTento u
METOTpEKCarT.

° BB3PACTHU MAI[UCHTHU C T€XKKa, aKTHBHA W Tporpecupaiiia 00JIecT, KOUTO HE ca JICKYBaHU C

Metorpekcat win qpyru DMARD.
[1pu Te3u nanmeHTH ce HaOIII0AaBa 3a0aBsHEe Ha MPOTPECHATa Ha CTABHOTO YBPEXKAaHE, KOSTO ce
JI0Ka3Ba peHTreHorpadcku (Bxk. Touka 5.1).

Boxaect Ha Crohn npu Be3pacTHu

Remicade e mokasan 3a:

. Jledenue Ha cpeTHO TeXKa 710 Texka OonecT Ha Crohn B akTUBEH CTauil, IPH B3PACTHU
MAIMCHTH C HEJIOCTAThUCH OTIOBOP Ha MPOBE/CH ILISJIOCTEH M aJICKBaTEH KYPC Ha TepaIus ¢
KOPTUKOCTEPOUIN W/UIIN UIMYHOCYIIPECOPH; MITH TAKMUBA, KOUTO HE TIOHACST WJIH MTPH KOUTO UMa
MEMIIMHCKH MTPOTHUBOIIOKA3aHUs 3a TaKaBa TePAIIusl.

. Jledenue Ha ductynmusupamnia 6onect Ha Crohn B akTHBEH CTa il IPU BH3PACTHH MAIUEHTH C
HEJO0CTaThYCH OTTOBOP Ha IUIOCTEH KyPC Ha CTaHIapTHA Tepanus (BKIYUTETHO C
MPUJIOKEHUE HAa aHTHOUOTHIIH, JPEHUPAHE U UMYHOCYTIPECHPAIIa TEPaITus).

Bousect Ha Crohn npu gena

Remicade e moka3zan 3a jeueHue Ha Texka 6onect Ha Crohn B aKTHBEH CTaIUil TP 1A U FOHOIIH HA
BB3pAacT OT 6 10 17 rouHu, KOUTO HE ca OTTOBOPHUIIM HA CTAHAapPTHA TEPAITHS, BKIFOUBAIIA
KOpTI/IKOCTepOI/IZI, I/IMyHOMOJIyHaTOp nu H'prI/I‘IHa XpaHI/ITeJ'IHa Tepanml NJIN KOUTO HpOSIBS[BaT
HCIIOHOCUMOCT, HJIN HpI/I KOUTO UMa HpOTI/IBOHOKa?,aHI/I}I 34 TaKaBa TepaHI/ISI. HpquBaHI/IﬂTa C
u3Mmoa3BaHeTo Ha Remicade ca mpaBeHH caMo MPU ChbBMECTHOTO MY MPUJIOKEHUE ChC CTAHAAPTHA
UMYHOCYTIPECHPAIIa TEPATIHSL.




Yarepo3eH KOIUT

Remicade e mokasaH 3a jle4eHre Ha YMEPEHO TEXKBK /10 TEKbK aKTHBEH YJILEPO3EH KOIUT IPU
BBb3PACTHH MAIMEHTH C HEAOCTaThUCH OTIOBOP Ha CTaHAAPTHA TEePaIlusl, BKIFOUATEITHO U C
KOPTHKOCTEpOu iU, 6-mepkantonyput (6-MP) wnu azatuonpun (AZA), uin TakuBa, KOUTO HE
HOHACAT, WJIM IIPU KOMTO UMa IIPOTHBOIIOKA3aHMS 32 TAaKaBa TePaITsl.

Yuepo3eH KOJUT Opu Aena

Remicade e mokasan 3a JedeHe Ha TEXBK aKTUBEH YIIIEPO3CH KOJHT NIPHU Jela U IOHOIIN Ha Bh3pacT
ot 6 10 17 roguHM, ¢ HeAOCTAThUCH OTTOBOP Ha CTAaHAAapPTHA TEPAIlns, BKIFOUUTEIIHO C
KOpTHUKOCTepouu U 6-MP nnu AZA, vy TakuBa pu KOUTO UMa HEITOHOCUMOCT KbM HITH
MEJUIIMHCKH MMPOTUBOIMOKA3aHUS 32 TaKaBa TepaIusl.

AHKHI03UpaIl CIOHJIUINT
Remicade e nokasan 3a neueHUe Ha TEKBK, aKTUBCH aHKUJIO3UPAIIl CIIOHIWINT TIPU Bh3PACTHU
MAIAEeHTH, KOUTO ca C HEIOCTAaThUCH OTTOBOP HA CTaHAApTHA TEPAITHS.

IlcopuarnueH apTpur

Remicade e mokasaH 3a jie4eHHe Ha aKTUBEH M MPOTPECUPAIIl IICOPHATHYCH apTPHT IIPH Bb3PACTHH

MAIMEeHTH C HeJIOCTaThueH OTTOBOp Ha npenmiectpamia tepamus ¢ DMARD.

Remicade Tpsi6Ba na ce mpunara:

o WM B KOMOWHALUS C METOTPEKCaT

o WM CAMOCTOSTEITHO ITPH TAIIMEHTH ¢ HETOHOCUMOCT KbM METOTPEKCAT, HIIH PU KOUTO
JIEYEHUETO C METOTPEKCAT € IPOTUBOIOKA3aHO

Hoxazano e, ue Remicade momo0OpsiBa ¢pusnveckara GyHKIHS HA TAIMEHTH C ICOPHATHYEH apTPUT U

3a0aBsi CKOPOCTTa Ha MPOrpecus Ha NepuepHOTO CTABHO yBPEKIaHE, H3MEPEHO PEHTreHOrpadCKH,

NPH MAIKMEHTH C TIOJIMAPTPUTHU CUMETPpUYHHU hopmu Ha OoecTTa (BXK. Touka 5.1).

Ilcopuaszuc
Remicade e mokasaH 3a jieueHHE HA YMEPEHO TEXKBK JI0 TEXBK IICOPUA3HUC C IJIAKU MPU Bb3PACTHU

NalUEeHTH, KOUTO HE OTTOBapAT, UMaT MIPOTUBOIOKA3aHHS WIM HETOHOCUMOCT KbM JICYEHUE C APYTH
CHCTEMHH IperaparTy, BKIOUUTEITHO IUKIOCOpUH, MeToTpekcat mwid PUVA (Bx. Touka 5.1).

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

Jleuenunero c Remicade TpsiOBa 1a ce 3amouBa 1 MPOBEX/a MO KOHTPOJIAa Ha KBATU(HUIIPAH
CIENUAIUCT B CHOTBETHATA 00JIACT, C OMUT B JUAarHO3aTa U JICYEHHETO HA PEBMATOUICH apTPUT,
BB3MAINTEIHN 3200 IIBaHMs HAa YepBaTa, aHKMIIO3UPAILl CIIOHIMINT, ICOPHATHYECH apTPHUT HITH
nicopuasuc. Remicade TpsOBa ma ce mpuara naTpaBeHo3Ho. UHgy3usta Ha Remicade TpsOBa na ce
NpaBy OT KBATUQHIMPAH CIIEIUAIIICT, 00yUeH Ja pa3o3HaBa CBbp3aHu ¢ uHpy3usaTa peakiun. Ha
HalMeHTHTE, KOUTO ca Ha JieueHue ¢ Remicade, TpsiOBa /1a ce mpeaocTaBy JIMCTOBKA 32 MAIEHTA U
HaIoOMHSIIIa KapTa Ha MalUeHTa.

ITo Bpeme Ha sieueHneTo ¢ Remicade TpsiOBa aa ce onTuMH3Mpa j103aTa Ha APYTH IPOAYKTH, KOUTO Ce
MpUJIarat CbBMECTHO C HETO — HAmp. KOPTUKOCTEPOUIM U KMYHOCYIIPECOPH.

Jdo3upoBka
Bwspacmuu (> 18 200unu)

PeBmarownjieH aptpur
3 mg/kg kaTo MHTpaBeHO3HA HH(Y3UsI, ITOCISABaHA OT AOIBJIHUTEIHU HHDY3un B 103a 3 mg/kg Ha 2 U
6 ceamuiia cie mbpBaTa HHQY3HS, CIe KOSTO — HAa BCEKH 8 CeIMUIIH.

Remicade Tpsi0Ba 1a ce npuiiara eTHOBPEMEHHO C METOTPEKCAT.

HannunanTe nanHm moka3Bat, 4e KIMHUYEH OTTOBOP OOMKHOBEHO Ce MOCTHra 0 12 ceaMuiuu oT
HAyaIoTo Ha JieueHueTo. [Ipu manuenTy ¢ HenocTaTh4eH OTTOBOP MM 3ary0a Ha OTrOBOP ciel Kpast
Ha TO3U NEPUOJ, MOXKE J]a c€ 00CHAN IMOCTETIEHHO MTOBUIIABAHE HA J103aTa C MPUOIM3UTETHO 10

1,5 mg/kg no makcumainna 1o3a 7,5 mg/kg BeqHbxk Ha Bceku 8 cenmunu. Karo anrepHaTusa Moxe 1a



ce 00ChIU | MPHIOKEHHUE B 103a 3 mg/kg Ha Bceku 4 ceAMHIIA. AKO C€ TIOCTHUTHE 100BP OTTOBOP,
JICUCHUETO Ha MalMeHTa TPAOBa Jja MPOJBIDKY ¢ M30paHaTa J103a WU PH U30paHUTE HHTEPBAIIH.
[IpoabimkaBaHeTo Ha JICYCHUETO TPsIOBA Ja ce OOMUCIN BHUMATEITHO NPY TAIIMEHTH, ITPU KOUTO HAMA
JTAHHY 32 TEPAICBTUYHO TOBIHIBAHE MTPE3 MbPBUTE 12 CEAMMIIM OT JICUCHUETO WIIH CJIS] KOPEKIIHS Ha
J103ara.

CpenHo Texka 10 Texkka oonect Ha Crohn B aKTHBEH CTaiud

5 mg/kg kato uHTpaBeHO3Ha HH(Y3Hs, TOCIIEABaHA OT JONbIHUTENHA HH)Y3uUs B 103a 5 MQ/Kg

2 cenMuIM ciies mbpBata uHQy3us. [Ipu nunca Ha MOBIUSIBAHE CIie/ BIMBaHE HA 2 JI03H, JICUYCHHUETO C
uHpIMKCUMa0 He TpsiOBa Ja ce MpoabbKaBa. HamuvyHNTe NaHHU HE TIOJKPEIIST MPOAbKaBaHETO Ha
JICYCHUETO ¢ MH(pIMKCUMA0 IPU NAIMEHTH, KOUTO HE CE MOBJIUSABAT B PAMKHUTE Ha 6 CEIIMUIU OT
bpBaTa MHPY3HSL.

HpI/I MalUEeHTUTE, KOUTO OTTOBOPAT HA JICHCHUCTO, AJITCPHATUBHUTE CTPATCIUU 3a IIPOABIDKABAHC HA
JICYCHHUCTO Ca:

o [Mogawspxaiio NeyeHue: JONbIHUTENHN HHQY3UH B 1032 5 mg/kg Ha 6 cenMuIa ciefi mbpBaTa
uH(DY3H, cIe KOeTO — Ha BCEKH 8 CeAMUIIH, HITH
o IToBTopen kypc: Undy3us Ha 5 mg/kg, ako mpu3HAIUTEe 1 CHMITOMHUTE Ha OoyiecTTa

peuunuBHupar (Bx. ,,JI0BTOpeH Kypc” 1mo-10iy, KakTo 1 Touka 4.4).

Makap 1a IurcBaT CpaBHUTEIHN TaHHU, OTPAaHWYCHHUTE JaHHH NPH MAMeHTH, ITbPBOHAYAITHO
TIOBJIMSUTH C€ OT JieueHue B 103a 5 mg/kg, HO pH KOUTO BIOCIEACTBUE KIMHUYHHUAT OTTOBOP CE €
3ary61z1n, IMOKa3BaT, 4€ IIPU HAKOU MAOUCHTU OTTOBOPHT MOKE 1a CC Bb3CTaHOBU C IOBUIIIaBAHC Ha
nmo3ata (Bx. Touka 5.1). [IpoxpmkaBaneTo Ha TepanusiTa TPsOBa 1a ce OOMHUCIN MHOTO BHIMATEITHO
NIPY TIALMEHTH, [IPH KOUTO HE ce Ha0JIoJaBa TeparneBTHIeH e)eKT clie]l KOpUrupaHe Ha 103ata.

Ducrynusupama akTueHa 6onect Ha Crohn

Ho3za ot 5 mg/kg xaTo uHTpaBeHO3HA NH(Y3US, TOCIIEABaHA OT JOBITHUTEITHA HHPY3UH B 1032

5 mg/kg na 2 u 6 ceamuna cieq mbpBaTa HHPY3Us. AKO MAUEHTHT HE OTTOBOPH CJIe]] Te3U 3 J03H,
nedeHneTo ¢ napIukcumMab He TpsAOBa /1a ce MPOoAbIKaBa.

[Tpu marueHTH, KOUTO OTrOBapAT Ha JICYCHUETO, AJITEPHATUBHUTE CTPATETHH 32 MPOAb/KaBaHe Ha

JICUCHHUETO Ca:

) Ioxnbpxaio aeuenue: Jonbiaurennu nadpy3un B 103a 5 mg/kg Ha Bceku 8 ceMUIIN WITH

o [MoBTopen kypc: Mudy3us B no3a 5 mg/kg, ako npu3HaKUTE U CUMIITOMUTE Ha OoiecTTa
peLUMBHPAT, MOCIEABAHN OT HH(Y3UU B 1032 5 mg/kg Ha Bceku 8 cenmmunu (BK. ,,J[IoBTopeH
Kypc” mo-70i1y, KakTo u Touka 4.4).

Makap /1a JIMTNICBAT CPAaBHUTEIHU JIAHHH, OTPAaHHYCHUTE JAHHU MPU MAIIMECHTH, TbPBOHAYAITHO
MOBJIMSUTH CE€ OT JieueHue B 103a 5 mg/Kkg, HO MPHU KOUTO BIOCIECTBUE KIMHHUYHHUSAT OTTOBOP CE €
3ary61/m, IMOKa3BaT, 4€ IIPpU HAKOU MAOUCHTU IMOBJIHUABAHETO MOXKE 1a CC Bb3CTaHOBU C ITOBUIIIABAHE HA
no3ata (Bx. Touka 5.1). [IpoasipkaBaHeTo Ha TepanusTa TPsOBa J1a ce OOMHUCIH MHOTO BHUMATEITHO
NIPY TIAIMEHTH, TPH KOUTO He ce HaOJII0]aBa TeparneBTHUCH e(DeKT Clie/l KOpUTHPaHe Ha J103aTa.

OnuThT ¢ MOBTOPHU KYpPCOBE MPH PEIUINB Ha MPU3HAIIMTE H CUMIITOMUTE Ha Oosiect Ha Crohn e
OrpaHUYeH U HSIMa CPAaBHUTEIHH JJaHHM 32 ChOTHOLICHUETO T0JI13a/PUCK MIPU alTePHATUBHUTE
CTpaTeTUH 32 MPOAbIKABAHE HA JICUEHUETO.

VYIIepo3eH KOIuT
5 mg/kg xato nHTpaBeHO3Ha HH(Y3HS, ClIe]l KOETO — JOIBIHUTENIHN HHPY3uH B 103a 5 mg/kg Ha 2 n
6 cenmuria ciies mbpBara HHQY3uUs, ocIeBaHN OT HH(Y3UH HA BCEKU 8 CEIMHUIIN.

HannynanTe naHHM roBOPAT, Ye KIMHUYEH OTTOBOP OOMKHOBEHO CE IMIOCTUTa B paMKHUTE Ha 14 cenmunu
OT HauaJIOTO HA JICYEHHUETO, T.€. ciIe] TpeTaTa fo3a. [Ipu nauneHTy, npu KOUTO 1pe3 TO3U Nepuos
HsIMa JIaHHU 32 TepaneBTU4eH e(eKT, IPOIbKaBaHEeTO Ha JICUSHUETO TPsOBA Ja ce 0OMHUCITU
BHUMATEIHO.



AHKWI03Upal CHOHIUIUT
5 mg/kg kaTo MHTpaBeHO3HA HH(Y3US, CIIe]] KOETO — JONBIHUTEIHN HHPY3UHU B 103a 5 mg/kg Ha 2 u

6 ceamuIia ciel mbpBaTa WHQY3Ms, MOCIEABAHA OT MH(Y3UH HAa BCEKU 6 110 8 ceamuiu. AKO
MAIUCHTHT HE OTTOBOPH B PAMKHUTE Ha 6 CeIMUITH (T.€. CJIEN BTOpaTa J103a), ICYCHUETO C
nHpIIKcIMa0 He TpssOBa J1a IPOIbIDKaBA.

[IcopuaTuyeH apTput
5 mg/kg xaro uHTpaBeHO3HA MHY3HS, CiIe KOETO — HOBU MH(Y3UH B 1032 5 mg/kg Ha 2 n 6 ceqmua
cien mppBaTa HHQ Y3, TOCIeIBAaHN OT HH(Y3UN Ha BCEKH § CEIMUIIH.

Ilcopuasuc
5 mg/kg xaro uHTpaBeHO3HA MHY3HS, CIIe KOETO — HOBU MH(Y3UH B 1032 5 mg/kg Ha 2 n 6 ceqmua

cle]l mbpBaTa HHQY3Us, MOocIeIBaHN OT HH(Y3UHN HA BCeKH 8 ceIMUIA. AKO AlMEHTHT HE OTTOBOPU
B paMKuTe Ha 14 cenmuny (T.e. Clie YeTBbpTaTa 103a), IedeHHUeTo ¢ MHIUKcuMab He TpaOBa qa
IPOABIDKABA.

[MoBTopen kypc npu 6oaect Ha Crohn v peBMaTOUICH apTPUT

AXO TpU3HAINTE ¥ CHMIITOMHUTE Ha 00JIECTTa PEIUANBUPAT, MOKE J1a CE 3aIl09HE HOB KYpPC C
Remicade B pamkute Ha 16 ceqmunu cien nocienHaTa nHGy3us. B KIIMHUYHATE TIPOYYBaHUS ca
HaOJroIaBaHK peaklny Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT, KOUTO ca OWJIM HEUECTH U ca ce
IposIBsIBAIM ciie]l mepuoan 6e3 npuem Ha Remicade, mo-manku ot 1 roguna (Bx. Touku 4.4 u 4.8).
besomacHocTTa 1M edmkacHOCTTa P MMOBTOPEH Kypc cien nepuon 6e3 mpuem Ha Remicade, mo-ababer
ot 16 ceamuIy, He ca yCTaHOBEHHU. ToBa BaKM KakToO 3a nmanueHTH ¢ 6onect Ha Crohn, Taka u 3a
MannueHTH C pPECBMATONUICH apTPUT.

IloBTOpEH Kypc MpH yIIIepo3eH KOIUT
be3onacHocTTa M ehuKkacHOCTTa HAa MOBTOPEH Kypc, U3BBH CXeMaTa Ha MpUiiaraHe Ha MH(y3us Ha
BCEKU 8 ceMUIH, HEe ca yCTaHOBEHHU (BXK. TOuku 4.4 u 4.8).

IToBTOpEH KYPC IPU AHKWUIO3UPAILl CIIOHIVIINAT
be3omnacHocTTa M ehMKacHOCTTa HA MMOBTOPEH Kype, U3BBH CXeMaTa Ha MpuiiaraHe Ha MHQy3us Ha
BcekH 6 110 8§ ceqMuIy, He ca ycTaHOBeHH (BXK. Touku 4.4 u 4.8).

IToBTOpEH KYpPC IPU OCOPUATHYEH aPTPUT
beszomacHocTTa M emkacHOCTTa Ha MMOBTOPEH Kypc, M3BBH CXeMara Ha Mpuiiarane Ha nHy3us Ha
BCEKH § CEIMUIIH, HE Ca yCTaHOBEHU (BXK. TOUKH 4.4 1 4.8).

IToBTOpEH KYypC NpU MICOPUA3UC

OrpaHuYeHUST OMUT OT JICUCHHUE HA TICOPHA3UC C eIMHIYHA 71032 Remicade cren nHTEpBaN OT

20 cenMuIy 1MOKa3Ba, 4e e(h)UKaCHOCTTa HAMaJIsiBa, a YeCTOTAaTa Ha Pa3BUTHE HA JIEKH JI0 YMEPCHH
UH(Y3MOHHU PEeaKIMK HApaCTBa B CPABHEHUE C HAYaJIHATA MHIYKIIMOHHA Tepanus (BXK. Touka 5.1).

OrpaHu4eHusT OMUT OT MOBTOPEH KyPC Ha JISYSHHE Cie]] 000CTpsiHE Ha 3a00IsIBAHETO, Upe3
PEUHIYKIIMOHEH PEXUM, MPE/IIIojiara OBUIICHA YeCTOTa HA MH(Y3MOHHY PEaKI[|H, BKIIOYUTEIHO U
CEpHO3HHM, B CPABHEHHE C 8-CEIMHUYIHO MOTbPIKAIIO JieueHue (BK. Touka 4.8).

IloBTOpEeH Kypc 3a BCUYKH OKA3aHUS

He ce npenopbuBa penHAYKIMOHEH PEKUM, B CIydai de MOAIbPKAIIOTO JIEYCHNE € PEKBCHATO U Ce
Hajiara To Jia ObJie 3a1I09HaTO OTHOBO (BXk. Touka 4.8). [Ipu TOBa mosoxeHne JeYyeHueTo TpsioBa a
3aroyHe ¢ eMHIYHA 7032 Remicade, mocienBana ot onpcaHuTe MO-TOpe MPETNOPHKH 3a TOIbPIKAIIH
JI03H.

CroenyanHy nonyJanuu

Cmapuecka 6v3pacm

He ca nposexxaanu cneruduuHu npoyusanus Ha Remicade npu naiueHTH B cTapyecka Bb3pact. B
KIIMHUYHY TIPOYYBaHMsI HE ca HaOII0IJaBaHU TOJIEMH CBBP3aHU C Bh3pacTTa Pa3lIMKU B KIUPHHCA U
obema Ha pasnpenenenue. He ce Hanara kopurupane Ha jo3ata (BK. Touka 5.2). 3a moBeue




nHpOpMaIUsI OTHOCHO Oe3omacHocTTa Ha Remicade mpu maiyieHTH B cTapuecka Bb3pacT BUXKTE
ToukH 4.4 u 4.8.

bvopeuno u/unu ueproopodro yepescoare
Remicade He e mpoy4BaH Mpu T€3W MAIMEHTCKH momyJtaiuu. [IpenopbKu 3a 103UpOBKaTa HEe MOTar Jia
Obaar HanpaBeHu (BX. Touka 5.2).

Tleouampuuna nonynayus

Bbonect Ha Crohn (6 o 17 ronawuam)

5 mg/kg kato uHTpaBeHO3HA UH(Y3USI, CIIe]] KOSTO — HOBU UH(pY3uH B 1032 S mg/kg Ha 2 u 6 ceamuiia
cien mbpBaTa MH(QY3Us, MOCIICBAaHN OT MH(Y3UU Ha BcekH 8 ceqmuiiy. Hanyaure 1aHHU He
MOJIKPETISAT MPOABIDKABAHETO HA JICYCHUETO ¢ MHPIUKCHUMAO MPH Jella ¥ IOHOIIH, HEOTTOBOPHIIA B
pamkuTe Ha 10 ceAMHUIM OT 3aM0YBaHE Ha JICUCHUETO (BXK. Touka 5.1).

IIpu HAKOW MAITMEHTH 3a MOAIbPKaHe Ha KIMHUIHIS ePEeKT MOKe J]a ca HEOOXOAMMH T0-KbCH
WHTEPBaJIN MEXIy HH(PY3UUTE, TOKATO TIPU APYTH MOXKE J]a ca JOCTATHYHH U TO-TBJITH HHTEPBAIIH.
[NaruenTH, Py KOUTO ca OMIIM CKBCEHHU JI030BUTE MHTEPBAJIH JI0 MO-MAJIKO OT 8 CEIMUITU, MOXKE Ja ca
C TIOBHIIIEH PUCK OT HEeXKENaH! peakuuu. [Ipu Te3u manuenTr, mpy KOUTO He CE OTYNTA TOITBIHUTETHA
TepareBTUYHA ITOJI3a CJIe]] CMSIHATa Ha JO30BUTE MHTEPBAIN, TaKaBa MIPOIBIDKUTEITHA TEPAITHS C
MO-KbCH JI030BU MHTEPBAIIN TPsIOBAa BHUMATEIIHO J1a CE OOMUCIIH.

BesonacHocTTa 1 epukacHocTTa Ha Remicade He ca mpoyueHH npH Aela Mo/ 6-roJHIIHA Bb3PACT C
oonect Ha Crohn. Hanmnanute kbM MOMEHTa (papMaKOKHHETHYHH JaHHU ca OMUCAaHH B TOYKA 5.2, HO
MPENOPHKH 32 I03UPOBKATa MPH Jella Ha Bh3pacT Mol 6 TOAWHU HE MOTaT Ja ObJaT HalpaBeHU.

Yaueposzed konuT (0T 6 10 17 rogunm)

5 mg/kg karo uHTpaBeHO3Ha MH(Y3Hs, TOCIIEABaHA OT JOMBIHUTEIHN HHPY3uH oT 5 mMg/Kg, Ha 2-pa u
6-Ta cenMuIia cies MbpBaTa UHQPY3uUs, mocaeaBaHu oT MHQy3un Ha Bceku 8 cenmunu. Hanmunure
JTAHHH HE TOAKPETIST MPOIb/DKaBaHe Ha JEYSHUETO C MH(IMKCHMA0 Py IeANaTpUIHH MAIMEHTH,
HEOTTOBOPHJIM B PAMKUTE Ha ITbPBUTE 8 CEIMMIIM OT 3all0YBAHE HA JICYCHUETO (BXK. ToUka 5.1).

besonacHocTTa M ehukacHocTTa Ha Remicade He ca mpoy4eHu npH Jena noj 6-roAuiIHa Bb3pacT ¢
yIepo3eH KonuT. Hanmuunure kbM MOMEHTa (hapMaKOKHMHETHYHH JaHHHU ca ONMCAaHHU B TOYKA 5.2, HO
NPENOPHKH 32 JIO3UPOBKATA IIPH JIella Ha Bh3PAacT Mo 6 TOAWHHU HE MOTaT Ja ObJIaT HAlpaBeHU.

Icopuaszuc
beszonacHocTTa u ehukacHocTTa Ha Remicade npu fena v roHOIM ot 1 8-roAuIHa Bh3pacT 3a

MOKa3aHUETO TICOPUA3KC BCE OITE HE ca yCTaHOBeHH. HannyHuTe KbM MOMEHTA JaHHH Ca OITUCAaHU B
TOYKa 5.2, HO IPENOPBHKH 3a TO3UPOBKATA HE MOTaT J1a ObJaT Ja/IeHu.

IOBenuiIeH NANOIIaTHYEH apTPUT, IICOPUATHYECH apTPUT M aHKUIIO3UPAIL] CIIOHIMIAT

bezomacHocTTa 1 edmkacHocTTa Ha Remicade npu aena u roHOIM mox 18-roauiiHa BB3pacT 3a
MOKAa3aHUATa FOBEHUJICH HIUOTIATHYEH apTPHT, TICOPUATUYCH apTPUT U aHKUIIO3UPAII] CIIOHIUIUT BCE
OIIl€ HE Ca YyCTaHOBEHU. HannmuHuTe KbM MOMEHTA TAaHHU Ca OMKCAHH B TOYKA 5.2, HO IPETIOPHKH 32
JIO3UPOBKATA HE MOTaT J1a ObAAT AaJICHH.

IOBeHnIIeH PEBMATONIEH APTPUT

Bbe3omnacHoctTa 1 epukacHocTTa Ha Remicade npu aena u roHoIIH o 18-roauiiHa Bb3pacT 3a
MOKa3aHUETO I0OBEHUICH PEBMATOUIEH apTPUT BCE Ol HE Ca YCTaHOBEeHU. HannunuTe noHacrosiemM
JIaHHH ca onucaHu B Touku 4.8 u 5.2, HO PENOPHKH 3a T03UPOBKATA HE MOTAT J1a ObJaT Ja/ICHH.

HauywuH Ha npujioxeHue

Remicade Tpsi0Ba 1a ce mpuiiara HHTPaBEHO3HO 3a MepuoJ] OT 2 yaca. Bcnuku marueHTn, Ha KOUTO €
npuiioxkeH Remicade, TpsOBa 1a octaHat noj| HabnroieHe NoHe 1-2 gaca ciesi nHQY3HsTa ¢ OrJie]
pa3BuUTHE Ha OCTPH UH(DY3HMOHHU peakiu. TpsOBa 1a Ma yCIIOBHs 3a OKa3BaHE HA CIEIIHA TOMOII]
(agpeHanyH, aHTUXUCTAMUHH, KOPTHKOCTEPOUIN M BH3MOKHOCT 32 MHTYOams). Moxe 1a ce HanpaBH
npeMeuKaIys HalpuMep ¢ aHTUXUCTAMHH, XHIPOKOPTH30H W/HIIH apaneTaMol, a CKOpoCcTTa Ha




UHQYy3usATa TPIOBa Jla ce HaMaJIH, 3a J]a C€ OTPAHUYH PUCKBT OT MHQY3UOHHH PEaKIIuK, 0COOESHO aKo
MalMEeHTHT MMa aHaMHe3a 3a TakuBa (BXK. Touka 4.4).

ChbKkpaTeHa NPOABDKUTEITHOCT Ha MH(PY3UHUTE B PAMKHTE Ha MMOKA3aHUATA 32 Bb3PACTHH

[Tpu BHUMATETHO TTOJOPAHU B3PACTHU MAIIUCHTH, KOUTO Ca TOJIEPUPATH HAl-MAIIKO 3 HaYaTHH
2-dacoBu nH(py3un Ha Remicade (mHayknmonHa (asa) v momyvaBaT Mo yIbpiKaiia Teparusi, MoxKe Ja
ce OOMUCITY TIPUIIAraHeTO Ha TOCIIeIBAIM HH(Y3UH 3a IIEPUO/I, HEe TIO-MaIbK OT 1 yac. AKO ce pa3Bue
WH(Y3UOHHA PEaKIHs, CBhP3aHa ChC ChKpaTeHa MPOIBbIDKUTEIHOCT Ha HMH(DY3usTa, TpsIOBa J1a ce
oOMucH 1mo-6aBHa CKOPOCT MpH OBbAenTN HH(Y3UH, aKO Ce Hajara mpoIbDkaBaHe Ha JiedeHneTo. He
ca mpoy4BaHU HH(PY3UH ChC ChKPATEHA MPOIBIDKUTEIHOCT IpH 1034 > 6 mg/kg (Bk. Touka 4.8).

3a yka3aHus 3a IPUTOTBSHE HA Pa3TBOPA U MPHIIOKEHUETO MY, BIXKTE TOUKa 6.6.
4.3 TIpoTruBomoka3aHusi

CBpBXYyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO, KbM JIPYT'H MUIIH MPOTCHHU HJIH KbM HIKOE OT
MOMOIIHUTE BEIEeCTBa, M30poeHu B Touka 6.1.

[TareHTH ¢ TYOEpKYJI03a WIH APYTH TEKKU HH(EKIMU KAaTO CETICHC, aOCLEeCH U OMIOPTIOHUCTUYHH
uHpekun (Bx. Touka 4.4).

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

4.4 CneuuaJHu npeaynpe:kieHus ¥ NpeanasHu MepKH NpH ynorpeda

[Ipocneaumoct
C uen nmomoOpsiBaHe HA MPOCIICIUMOCTTa Ha OMOJIOTMYHHUTE JICKAPCTBEHHU MPOIYKTH, THPTOBCKOTO UME

Y MApTUAHMAT HOMEP Ha NPHIOKEHUS IPOLYKT TPsAOBa SICHO /1a CE 3aliCBar.

WHQy3MOHHU peakiuy 1 CBPbXYYBCTBUTEITHOCT
ITpu npunoxeHne Ha HHPIUKCUMAa0 ca HabII0AaBaHU OCTPH WH(Y3NOHHHU PEaKIMH, BKIFOYUTEIHO
aHa(HIAKTHYCH 10K, KAKTO U PeaKIMi Ha 3a0aBeHa CBPbXUyBCTBUTEIHOCT (BXK. Touka 4.8).

Octpure MH(QY3UOHHH PEAKLUH, BKIIOUUTETHO 1 aHAQUIAKTUYHM PeaKiK, MOTaT J1a C€ Pa3BUSAT 110
BpeMe Ha (3a CeKyHIH) MM JO HIKOJIKO 4aca ciel HHQY3HUsITa. AKO ce pa3BHe OCTpa peakuus,
CBBbp3aHa ¢ MH(Y3UATA, TPIOBa Aa ce crpe BegHara. TpsaOBa 1a MMa ycIoBHs 3a OKa3BaHE Ha CIEIIHA
nomotr| (aApeHaInH, aHTHXUCTAMUHN, KOPTUKOCTEPOU TN 1 Habop 3a HHTYOarus ). Mosxe Jia ce paBH
NpeMeInKaIysl, Harp. ¢ aHTUXUCTAMHUHHI, XUIPOKOPTH30H W/MIIM HapaneTamolt, 3a NpopuiakTHKa Ha
JIEKW U TIPEXOJTHU PEAKIINH.

BB3M0OKHO € J1a ce pa3BusAT aHTUTENA cpelly HHPIUKCHMa0, KaTo MosBaTa UM € CBhp3aHa C MOBHIICHA
YyecToTa Ha MH(PY3MOHHUTE peakuy. Maska 9acT OT HH()Y3MOHHUTE PEaKLUH ca CEPHO3HH alepruiHu
peakuuu. OcBeH TOBa € HAaOJI0aBaHa U BPb3Ka MEXIY Pa3BUTHETO HAa aHTUTENA CPELLy
WHQIMKCUMAa0 U HaMalleHa MPOABDKUTEIHOCT Ha peMucHsta. ChBMECTHOTO MPHUIIOKEHUE Ha
MHQIMKCUMA0 ¢ IMyHOMOJIYJIaTOPH € CBBbP3aHO C MO-HUCKA YeCTOTa Ha Pa3BUTHE HA aHTUTENA CPEeLLy
MHQIMKCUMA0 U O-HUCKA YeCTOTa Ha HH(Y3MOHHUTE peakuuu. EQEeKThT 0T ChbBMECTHOTO
NPUIOKEHUE HA HIMYHOMOJTYJIaTOPH € I0-U3pa3eH MpH MalHeHTH, JISKYBaHH enu301nIHo ¢ Remicade,
OTKOJIKOTO TIPH MAIMEHTH Ha MOJIbpiKaIo jJedenue. [lanmenTrure, Mpu KOUTO MPUIIOKEHUETO Ha
MMYHOCYTIPECOPH € CHPSHO MpEar 3al04BaHe Ha JICYEHUETO WM 10 BpeMe Ha JieueHreTo ¢ Remicade,
ca ¢ TIOBHUIIIEH PUCK OT Pa3BUTHE HA aHTUTeNa. AHTUTeNaTa cpelly HHPIUKCUMAa0 He BUHATH MOTar Jia
ObJaT OTKpUTH B cepyM. [Ipu pa3BuTHE Ha CEPUO3HU peakIiu, TPSOBa Jia ce 3alI0YHE CUMIITOMATHIHO
JIeYCHUE U J1a He ce npaBsT HoBH MH(DY3un Ha Remicade (Bxk. Touka 4.8).

B ximHWYHATE TpOyYBaHHS NMa ChOOIIEHH 32 PEakIiy Ha 3a0aBeHa CBPHXIYBCTBUTEITHOCT.
Hann4yanTe TaHHW TOBOPST 32 MOBHIICH PUCK OT PEaKIMY Ha 3a0aBeHA CBPBHXUYBCTBUTEIHOCT MIPH
yabIDKaBaHe Ha epuoaa 6e3 npueM Ha Remicade. [Taunenture TpsiOBa n1a ObIAT MOCHBETBAHU
He3a0aBHO J1a THPCAT MEJIUIIMHCKA TIOMOIIl TIPY pa3BUTHE HA NIPOSIBH HA 3a0aBeHa HEXellaHa PeaKIus



(Bx. Touka 4.8). [lanmeHTH, IPH KOUTO CE MPOBEXKTa IIOBTOPHO JICUESHUE CJIEC]T IPOABIDKUTEIICH
WHTEpBa, TPSAOBA Ja ca Mo CTPOTo HAONIOACHIE 3a TIPU3HAIIM U CUMITTOMH Ha 3a0aBeHa
CBPBXYYBCTBUTEITHOCT.

Hadexnnn

IIpenn, mo Bpeme Ha u ciep JedeHneTo ¢ Remicade manueHTHTe TPsOBA a ca MO CTPOTO
HAOJTIOJICHNE 32 Pa3BUTHE HA MH(EKINK, BKIIOYUTEITHO U Ha TyOepKyso3a. [loHexe eTMMHUHUPAHETO
Ha nHpIIKCHMa0 MOJKe J1a TIPOABIIKH 10 6 Mecela, HabJItoICHUEeTO TPSOBa Aa MPOABIDKY MPe3 IeTus
nmepuo. AKo TIpH JaJcH MAalUeHT ce Pa3BHe Cepro3Ha HH(EKITHS UIN CETICHC, JJedeHneTo ¢ Remicade
He TpsiOBa J1a MPOABIDKABA.

C moBuIeHO BHUMaHHUE TPsOBa Ja ce MOAX0KIa IPH 00CHKIaHe Ha JieueHnue ¢ Remicade mpu
MAIUCHTH C XPOHUYHU WH(PESKIIUN WK aHaMHe3a 332 PeKYPEHTHU HH(EKINH, BKIIFOYUTEITHO TPU
MAIUCHTH, Ha ChITBTCTBAIIIO JICYCHHUE C MMyHOcynpecopH. [laruenture TpsOBa 1a ObAaT MOCHBETBAHU
Jla U30sTBAT U3JIaraHe Ha BE3MOYKHU PUCKOBH (aKTOPH 32 HHPEKTUPaHE.

Tymop-nekpotusupamust ¢pakrop anda (TNF,) e MeanaTop Ha BB3MAICHHETO U MOAYJIATOP Ha

KIJIETBYHUS HMYHEH OTr0BOp. EKcIIepuMeHTalHNATEe TaHHU NTOoKa3Bat, 4ye TNF, € oT 0OCHOBHO 3Ha4ueHHe
B Oop0ara cpelly NpUYNHUTEINTE Ha BBTPEKICThYHN HH(PEKIuU. KIMHUYHUAT ONUT 1oKas3Ba, 4e npu
HSIKOM MAlMEHTH, KOUTO ca Ha JICUeHHE ¢ HHPIMKCUMA0, aHTHHH(QEKIIMOZHUAT UMYHHTET € OTCIIa0CH.

TpsbBa ma ce oroenexu, ue noruckanero Ha TNF, Moxe 1a Mackupa HIKOM CHMITOMH Ha WH()EKIINH,
KaTO HalpUMEp IMOBHUIIICHATA TeMIlepaTypa. PAaHHOTO pa3rno3HaBaHe Ha aTUITUYHU KIMHUYHY OeJIe3H
Ha CEpUO3HY MH(EKIIUY U Ha TUITMYHYU KIIMHUYHU O€JIe3U Ha PeIKU U HeoOMYaliHi HH(EKIIMA €
W3KITFOYUTEITHO BAXKHO C OTJIe]] HABPEMEHHOTO TIOCTABSHE HA JIMATHO3a U 3al04BaHe Ha JICUCHHE.

[Naruenture, npuemany TNF-00kepu, ca Mo-moJaTIMBA KbM Pa3BUTHE HA CEPUO3HU UHQEKITUU.
[Tpu maruenTy, JiekyBaHu ¢ HHGIMKCUMA0, € HaOJI0JaBaHO Pa3BUTHE HA TYOEPKYJI03a, OaKTepHaTHU
WH(EKINH, BKITFOUYUTEITHO CETICUC W THEBMOHUS, MHBA3UBHYU I'bOWYHH, BUPYCHU H APYTH
OTIOPTIOHUCTUYHU HHpeKIMU. Hakon oT Te3u nHpeKmn ca O1TH ¢ JIETalleH N3X0/; Haii-4ecTo
CHOOIIABAHUTE OMOPTIOHUCTHYHN WHPEKIMH C YeCTOTa Ha CMBPTHU ciy4aun > 5% BKIIIOYBAT
MTHEBMOIIMCTHA ITHEBMOHWSI, KAHTU/103a, INCTEPHO03a U aCIIepruiio3a.

[TarmenTn, KOWTO pa3BUAT HOBa MH(EKIWS IO BpeMe Ha JiedeHnero ¢ Remicade, TpsiOBa ga ocranat
0T JIKApCKO HAOJI0/IeHNE U JIa UM O'bJie HalpaBeH 00CTOEH JAuarHocTuueH mnperyiea. [lpuemMsT Ha
Remicade TpsiOBa ga Ob11e MpeycTaHOBEH, aKO MPH MAIUEHTa Ce pa3BHe HOBA CEPHO3HA WHPEKINS W
CEITCHC, KaTO ce Ha3HAYX MOJIXO/ISII0 aHTUMUKPOOHO MITH MPOTUBOTHOMYHO JIeUeHHUE, JOKATO
uHpeknusaTa He Ob/Ie OBJIAISIHA.

Tybeprynoza

[Tpu manuenTy, JiekyBanu ¢ Remicade, uma choOIIIeHUs 3a pa3BUTHE HA aKTHBHA TYOEpPKyI03a.
TpsiOBa 1a ce oTOENeKH, Ue MOBEUETO OT TE3W ChOOIIEHHS ca 32 EKCTpalyJIMOHATHA TYOepKyJI03a,
KOSITO C€ MPOSIBSBA MITH KATO JIOKATHO, WM KaTO TUCEMUHHUPAHO 3a00IIsBaHE.

[Mpeau 3anouBane Ha ieyenne ¢ Remicade, mpy BcHUky ManyeHTH TPsiOBa 1a Obje U3KITI0UEHA KaKTOo
aKTHBHA, TaKa U JJaTEHTHA TyOepKyso3a. ToBa BKIIOUBA MOAPOOHA aHAMHE3a C HACOUEHH BBIIPOCH 3a
npekapaHa TyOepKyo3a Ml Bb3MOXKEH KOHTAKT ¢ OOJIHU OT TyOepKyJ03a, KaKTo M MpeIxoKaalia
W/WITM HACTOSIIA IMYHOCYTIPECHBHA Teparnus. [Ipy BCHYKH NalyueHTH TpsOBa Ja ce MpaBsT
CHOTBETHUTE CKPUHUHTOBH W3CJIEABAHUSA CIIOPEl MECTHHUTE MIPENOPHKH (HAIp. TYOSPKYIHHOB TECT,
penTtrenorpadus Ha rpbAeH Kol u/niu uHTepdepoH — rama tect). [Ipenoprusa ce pesyaTraTure OT
TE€3W M3CJIeIBaHMS /1a CE BIMIIAT B HAITOMHAIIATA KapTa Ha NanuenTa. JlekyBamusT nekap TpsoBa 1a
MMa MPEeBHU]I ChIIECTBYBAIINS PUCK OT (PaIIIMBO-OTPUIIATEICH TYOSPKYIHHOB TECT TPH TEXKKO OOITHH
WM UMYHOKOMIIPOMETHPAaHH MAlUEHTH.

AKO ce TMarHoCTUIIMPa aKTHBHA TYOEpKyJI03a, He TpsiOBa Jia ce 3aroysa JeueHne ¢ Remicade
(Bx. Touka 4.3).



ITpu cbMHEHHME 3a JTaTeHTHA TYOepKyJ103a, MAIMeHTHT TPsIOBa J1a ce KOHCYJITHPA C JIEKap C OIHT B
JIe4eHHeTO Ha TyOepKyIo3a. [Ipy BCHUKH OMUCAHHU MO-JI0Ty CIIy4au TPsiOBa MHOIO BHUMATEITHO 13 Ce
NPELEeHN ChbOTHOLLICHUETO T0JI3a/pHUCK OT JedeHueTo ¢ Remicade.

AKO ce TuarHoCTHLIMpa JaTeHTHa TyOepKyIio3a, IIpeIy 3aroyBaHe Ha jedeHneTo ¢ Remicade Tps6Ba
Jla ce 3arovHe aHTUTYOEPKYJIO3Ha Teparusi B CbOTBETCTBHE C MECTHUTE MPETOPBKH.

[Ipenn 3amouBane Ha JedeHneTo ¢ Remicade mpu manueHTH ¢ HAKOIKO WM 3HAYUMH PUCKOBH
(haxTopH 3a TyOEpKyII03a M OTpUIIATENIEH PE3YNITAT OT H3CIEABAHIATA 3a JJaTEHTHA TyOepKyo3a,
TpsiOBa J1a ce 00CHAM 3aM0YBaHE HA aHTUTYOECPKYJI03HA JICUEHHE.

[Tpn manmenTn ¢ aHaMHe3a 3a JIATEHTHA WJIM aKTHBHA TyOEpKyJ103a, IIPH KOUTO HE € CUTYPHO, Ye €
NpOBeJIeH ITbJICH KypcC Ha JISYeHHUE, ChILO TPsAOBa Aa ce 00CHIU MPOBEXKIAHETO HA aHTHTYOEPKYJIO3HA
JieueHHe TIpe/In 3ao4BaHe Ha TepanusiTa ¢ Remicade.

CpoOmieHn ca HIKOM CIIy4Yad Ha aKTHBHA TyOepKyJo3a IpH MalueHTH, JiekyBanu ¢ Remicade mo
BpEMe Ha U cJefl JIeUeHHe Ha JIATeHTHA TyOepKyo3a.

Beunuku nanyenTu TpsoBa aa 63T MHOOPMUPAHH A2 TOTHPCIT He3abaBHA MEAUIIMHCKA TIOMOIIL, aKO
10 BpeMe Ha WJIH CJie]l Kpasi Ha JedeHueTo ¢ Remicade pa3BUsT MpH3HAIM/CUMITTOMH, ITOCKa3BaIIN
HanM4yre Ha TyOepKyno3a (Hamp. yIopHuTa Kaluinia, 3aryda Ha Terno, cyodeOpnitHa TemMmepaTypa).

Hnsaszuenu evouunu ungexyuu

AKO TIpu TIaIIMeHTH, JieKyBaHu ¢ Remicade, ce pa3Bue cepro3HO cHCTeMHO 3a00JsBaHe, TpsOBa 1a ce
M0J03Upa WHBa3MBHA I'bONYHA MH(EKINS KaToO aclepruino3a, KaHaua103a, THEBMOIIMCTHA TTHEBMOHHUS,
XHCTOILTa3M032, KOKIIUIUONJIOMHUKO3a MITH OJIACTOMHKO32a U OIlle Ha PaHEH eTall OT M3clieIBaHusITa Ha
TEe3H MAlMeHTH TPsIOBa J1a ce HAIPaBU KOHCYJTALMS C JeKap, KOWTO € CIIEIHAUCT B JMarHOCTHKATA U
JICYCHUETO Ha MHBA3UBHU I'bOMYHH MH(pEKIMU. VIHBa3uBHHUTE I'bONYHN HHPEKIINH MOTaT J]a IPOTeKaT
MO-CKOPO KaTO IUCEMUHUPAHO, OTKOJIKOTO JIOKAIM3UPAHO 3a00IIBaHe U TIPU HAKOH MAIlHEHTH C
aKTUBHA MH(EKIIMS TECTOBETE 32 aHTUT'CHU M aHTHUTENIAa MOTaT Jja ca OTpuiarenHu. TpsoBa na ce
OOMMCIIY TTOIXO/ISIIa EMITMPUYHA TPOTUBOTBOMYHA TePaITs, KaTo Ce B3eMe 107 BHUMAaHHE KaKTO
pHCKa OT TeXKa rbOMYHA HHPEKIHS, TAKa U PUCKOBETE OT NPOTUBOTrbOMYHATA TEPAITHSI.

[Tpu marueHTH, KOUTO Ca KHUBEIH WM ITBTYBAIX 110 MECTA, KbACTO HHBA3UBHUTE I'HOMYHN MH(EKITUH
KaTO XHUCTOILIa3MO032a, KOKITUIHONIOMHUKO3a HITH 0JaCTOMHKO3a Ca €HIEMUYHH, TIOJI3UTE U PHCKOBETE
OT JIEYEHHETO TPSAOBA BHUMATETHO J1a ce 0OCHIAT, TIPEIH JIa ce Ha3Ha4u jJedeHne ¢ Remicade.

Qucmynuzupawa bonecm na Crohn

[Tpu nanmentute ¢ Guctynmzupamia 6oxect Ha Crohn ¢ octpu rHOWHU GUCTYIIM He TPsAOBA Aa ce
3anoyBa JeueHune ¢ Remicade, mokaro He ce U3KITIOUM eBeHTyaleH Qokyc Ha HH(EKIHs, Hal-Beue
abcrec (Bx. Touka 4.3).

PeakTuBaius Ha xenatut B (HBV)

I[pu manueHTH, XPOHUIHN HOCUTENIN HA BUPyCa Ha XernaTuT B, siekyBanu ¢ antaronuctd Ha TNF,
BKJTFOUMTENTHO MHPIIMKCHMA0, € HabJIr0[aBaHa peakTHBaIlHs Ha BUpyca. HIkou oT ciaydaurte ca OUitd ¢
JIeTaJeH U3XO0/.

[NanuenTure TpsOBa na 6baaT u3cnensanu 3a HBV nndexnus npeau 3anoyBane Ha J€YEHUE C
Remicade. [1pu manuenTy, kouto ca mo3utusHu 32 HBV uHbeknus, ce npernopbyuBa KOHCYITAIHS C
JieKap, KOMTO MMa ONUT B JiedeHUeTo Ha xenatut B. Hocutennre Ha HBV, nipu kouto ce Hanara
NpoBeKAaHe Ha JiedueHue ¢ Remicade, Tpsa0Ba fa ObJaT BHUMATEIIHO MPOCIEIIBAHH 33 IPU3HALN U
cumrntoMu Ha aktiBHa HBV nH(ekus no BpeMe Ha JISYEHHETO U B MPOABIDKEHHUE Ha HIKOJIKO
Mecela ciejl Kpas Ha jiedeHueTo. Hsima 1octarbuHo JaHHU 32 €AHOBPEMEHHO JIEUCHHE Ha HOCUTENH
Ha HBV c npotuBoBupycHu nekapctBenr npoayktu 1 TNF-antaronucty ¢ nen npouiakTuka Ha
HBYV peaxtusanus. I[Ipu nanuenture, npu KouTo ce pa3Bue peaktusanug Ha HBV, neuenuero c
Remicade Tps6Ba 1a ce cipe 1 1a ce 3arnoyHe e(heKTHBHO MPOTHBOBUPYCHO JI€UEHHE M MOAX OIS
MOJTbPIKAIIA TEPATTHSL.



XenaroOwiIMapHu HApYIICHHS

ITo Bpeme Ha mocTMapKeTHHTOBHS eproa Ha Remicade ca HabmoaBanu ciiyyan Ha HKTEP U
HEUH(EKIIMO3CH XCTATUT, MOHIKOTa C XapaKTePUCTUKA HA aBTOMMYHEH XenaTuT. Mima oTnenHu
ClIydad Ha YepHOJIpoOHA HEAOCTATHYHOCT, BOJIEIA 10 HEOOXOJUMOCT OT YEPHOIPOOHA
TPAHCIUIAHTAIUS, WK 10 CMBPT. [lallueHTUTe ChC CUMIITOMH HJIHM MIPU3HAIM 33 HapylIeHa
yepHOApoOHa QPyHKIHNS TpAOBa 1a ObJAT OIICHEHH 32 JaHHU 32 YepHOAPOOHO yBpexkaaHe. AKO ce
pasBue uktep win AJIAT ce moBuim > 5 mbTH HaJI TOPHATA TPaHMIIA HA HOPMATa, JICYCHUETO C
Remicade TpsiOBa ga ce cripe u 1a ce Ha3HAYAT MOJPOOHHN M3CIEIBAHUS 32 YTOUHSIBAHE Ha
yepHOApoOHaTa HYHKITHS.

EnnoBpeMenHo npuwioxkenne Ha naxuonropu Ha TNF-anda u anakuapa

IIpy KITMHUYHY NPOYYBAHUS HA €JHOBPEMEHHO NIPWIOKECHUE Ha AaHAKUHPA U €TAHEPLEIT, APYT
TNF,-611okep, ca HaOMrO1aBaHU CepUO3HU MH(MEKIIUU U HEYTPOIICHHUS, KaTO KIIMHUYHUAT e(DEKT He
MPEBB3X0K/Ia TO3U OT CAMOCTOSATEIIHOTO PUIOKEHHUE HAa €TaHEPLIENT. ECTECTBOTO HA HEXKETAHUTE
peakmuy, HaOJII0JaBaHy TIPY TIPIIIOKCHIE Ha KOMOWHAITHATA OT €TaHEPIENT M aHAKMHPA € TaKOBa, 1e
CXOJTHU TIPOSIBM HA TOKCHYHOCT MOTAT Jla € HaOIIoaaBaT M MPH €AHOBPEMEHHO MPUJIOKEHNE Ha
aHakunpa u n1pyru TNF,-6mokepu. [lopanu ToBa He ce mpenopbiBa eTHOBPEMEHHOTO PUIIOKEHHE Ha
Remicade u anakunpa.

Ennospemenno npunoskenne Ha TNF-anda naxubutopu u adarament

[Tpy KIMHUYHY IPOYYBaHMS €THOBPEMEHHOTO npriiokeHne Ha TNF-antaronucty u abatamnent ce
CBBP3Ba C MTOBUIIIEH PUCK OT Pa3BUTHE HA MH(EKINH, BKIIFOUUTEITHO TEXKKH HH()EKINY, B CPAaBHEHHE
ChC caMoCTOATENNHO jeueHne ¢ TNF-anTaronucTtu, 6e3 mo-rojieMu KIMHHYHO 3HAYMMH 1moi3u. He ce
npenopbyBa eAHOBPEMEHHOTO MpUilokeHue Ha Remicade u abaTtanent.

EnHOBpeMEHHO NPHIIOKEHHE ¢ IPYTH OMOJIOTHYHH JICKAPCTBEHH IIPOAYKTH

Hsma noctarhuHo MH(GOpMAIIKS 10 OTHOIIICHHE Ha €JHOBPEMEHHATA yroTpeda Ha nH(IUKCUMa0 ¢
JIpyry OMOJOTMYHH JIEKAPCTBEHH MPOLYKTH, H3IIOJI3BAHU 32 JICUCHHE Ha ChIIUTE 3200IIsBaHHMS, 32
KOUTO ce m3non3Ba nHpuukcnmabd. EnHoBpeMenHaTa ymotpeda Ha HHGIHKCHMA0 ¢ Te3W OUOIOTUIHH
MPOAYKTH HE Ce MPENopbyBa MOpaan Bb3MOKHOCTTA 3a MOBUIIABAHE HA PUCKA OT UH(EKIHS U JPYTH
MOTEHIMATHU (apMaKOJIOTUYHHU B3aMMOJICHCTBUSI.

[Ipemunasane ot eand Bug onogorndyeH DMARD kbM npyr

Heo0x011uMo € MOBUIIICHO BHUMAaHUE M MAIUSHTUTE TPSAOBA J1a POIbIDKAT J1a ObAaT MPOCIICIBaHU
MIpH MTPEeMHUHABaHE OT €IMH OMOJIOTUYEH JIEKapCTBEH MPOIYKT KbM JIPYT, Thil KATO MIPUIIOKPUBAHETO
Ha OMOJIOTMYHA aKTUBHOCT MOJKE JIOITBITHUTEITHO Ja ITOBHIIN PUCKA OT HEXEIIaH! PEaKIuH,
BKJIFOUUTEITHO NH(EKITUS.

Bakcunanym
[IpenopwyBa ce, ako € Bb3MOXKHO, ITPE/IU 3all0YBaHe Ha JiedeHneTo ¢ Remicade na ce HampaBsT

BCHYKHU BaKCHUHAIIMM HA MAlIMEHTUTE, B CbOTBETCTBHE C MMYHHU3AI[MOHHUS KaneHaap. Ha manuenrure,
JIEKyBaHU ¢ HHOIMKCHUMA0, MOTAaT Jia ce TPaBsAT SAHOBPEMEHHO BAKCUHH, C U3KITFOUYCHHE HA KHUBU
BakcuHM (BX. Touky 4.5 u 4.6).

B moarpyna ot 90 Bb3pacTau namnuenTu ¢ pesMatonsieH aptpuT B ASPIRE npoyuBaneTo, npu cxoneH
NPOLICHT MAIlMEHTH BHB BCAKA IpyIa Ha JiedeHue (MeToTpekcar mioc: mianebo [n = 17], 3 mg/kg

[n = 27] unu 6 mg/kg Remicade [n = 46]) ce nosiBsiBa eheKTUBHO JABYKPATHO YBEJIMUCHNE HA TUTHPA
Ha MOJIMBAJICHTHA THEBMOKOKOBA BaKCHHA, TIOKa3Bailo, ye Remicade He nosnusiBa T-Ki1eThYHO
HE3aBUCHMUS XyMOpaJieH UMyHeH 0TroBop. O0aue nmpoy4BaHus OT MyOJIMKyBaHATa JIUTEpaTypa npu
pa3IMYHU MHAMKAIMY (HAIMpP. peBMATOUICH apTPUT, icopuasuc, dosect Ha Crohn) nmpemamnonarar, ue
HEXKMBUTE BAKCUHH, IPUIIOKEHH TI0 BpeMe Ha JieueHue ¢ aHTH-TNF mpoayKTH, BKIFOUUTETHO
Remicade, moxe ja npeu3BUKaT M0-c1ad KIMYHEH OTTOBOP, OTKOJIKOTO TP MALUEHTH, KOUTO HE
noJryyaBat JiedeHue ¢ antu-TNF npoaykru.

JKuBu BakcuHW/TepaneBTHYHU HHOEKIIMO3HU areHTH
JlanHuTE 3a OTrOBOpA MPHU BAKCHHUPAHE C )KWBU BAKCHHU HJIU 32 BTOPUYHO Ipe/laBaHe Ha WHPEKIUS
upe3 )KMBU BAaKCHHM MPH MAIMEHTH, KOUTO ca Ha jJedeHre ¢ anTu- | NF npoxykTu, ca orpanudeHy.
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YHOTpe6aTa Ha KMBH BAKCHHHM MOXE JIa JOBEJEC 10 KIMHUYHHU I/IH(I)SKI_II/II/I, BKJIFOUHUTEIIHO
nuceMuHupany nHpeknud. He ce mpenopbuBa eTHOBPEMEHHO MPHJIaraHe Ha KUBU BAKCHUHHM C
Remicade.

Excnosuums Ha 6e6eto in utero

Ipu kbpMaueTa, U3I0KeHH IN Utero Ha uHpIMKCHMAa0, € ChOOIIeH (aTalieH Ciyvai mopaiu
nuceMuHupana nHdeknus ¢ 6ammn Ha Kanmer u I'epen (Bacillus Calmette-Guérin, BCG) cien
npunarane Ha BCG Bakcuna cien paxnanero. IlpemopsuBa ce 1a ce u3uaka IBaHaIeceT Mecela Ciel
pakaaHe Ipeau MpUaraHe Ha )XHBY BAKCHHM Ha KbpMadeTa, 3JI0KeHH iN Utero Ha nugiamukcumab.
AKXO cepyMHHTE HMBA Ha MHPIUKCHMAO PH KbPMAYETO Ca HEYCTAHOBUMH MIIH HHIUKCHMA0 €
HpHUIarad caMo Npe3 MbPBHUsI TPUMECTHP Ha OPEMEHHOCTTA, MOXKE Jla C€ OOMKCIIH MPHUIOKEHHE Ha
JKMBA BaKCHHA Ha [TO-PaHEH €Tall, ako UMa SCHA KJIMHHUYHA 110134 33 OIPEeAeIeHO KbpMade (BiK.

Touka 4.6).

Excnozummst Ha 6e6eTo upe3 KbpMara

He ce mpenopbuBa nmpuiiokeHne Ha KHBa BAKCHHA TIPH KbpMade, I0KAaTO Maiikara ImoyJaBa
uH(IMKCUMa0, OCBEH aKO CepyMHHTE HUBA HA MH(IMKCUMA0 MPU KbPMAUYETO ca HEYCTaHOBUMH (BXK.
Touka 4.6).

TCDaHCBTI/ILIHI/I I/IHd)CKHI/IO3HI/I arcHTHu

Hpyra ynorpeba Ha TepaneBTHYHU HH(EKIIMO3HU areHTH KaTo )KMBH aTCHIOUpaHu OakTepuu (Harp.
BiuBaHe Ha BCG B NMKOYHUS MEXYp MPH JICUCHHE HAa PAK) MOXKE Ja IOBeJIe A0 KIMHUYHH HHPEKIHH,
BKJIIOYUTCIIHO JUCCMUHUPAHN I/IH(I)GKHI/II/I. HpenoquBa CC Ia HE CC puJiaraT TCparnCBTUIHN
WH(EKIMO3HH areHTH eIHOBpeMeHHO ¢ Remicade.

ABTOMMYHHHU OPOLIECH

OtHocutenuuat nepunut Ha TNF,, npenusBukan ot jeueHue ¢ anTu- I NF mpomykTu, Moxe na
MpeIM3BHKa OTKJIFOUBaHE Ha aBTOMMYHEH Ipoliec. AKO IIpH JaJieH MalueHT cliel jJeueHue ¢ Remicade
Ce TPOSIBAT CUMITTOMH, HACOYBAIIY KbM JYITyC-TI0I00€H CHHIPOM, CHIIPOBOJICHU OT TIO3UTUBUPAHE Ha
aHTHTeNa cpenry apoitHoBeprkHa JIHK, He TpsOBa 1a ce mpoBeXaaT HOBH KypcoBe ¢ Remicade (Bxk.
Touka 4.8).

HeBposnornunu cx0uTus

Ynorpebara nHa TNF-010kupamiu cpeacTsa, BKIOYHTEIHO HHPIUKCUMA0, ce CBbP3Ba ChC CIIydan Ha
OTKJIFOYBAHE WM 000CTpsIHE HAa KJIMHUYHO W/WITM PEHTTEHOJIOTMYHO U3SBEHH JEMIITHCHU3HPALIH
HapyIIeHHs, 3aCsATaIlM ICHTpAIHATA HEPBHA CHCTEMA, BKIFOUMTEIIHO MHOXKECTBEHA CKIIEpO3a, KaKTo U
JEeMHUJIMEHU3UPAIIN HapyIICHUs], 3acsraliy neprudepHata HEepBHA CHCTEMa, BKIIIOYUTEITHO CHHIIPOM Ha
Guillain-Barré. TTpu manueHTH ¢ aHaMHE3a 3a CHINECTBYBAIIX HJIH 32 HACKOPO MOSIBHIIH CE
JeMUITMCHU3NPAIA HAPYILICHNUS, IPE/IN 3aroYBane Ha jJedeHue ¢ Remicade BHMMaTeHO TpsiOBa 11a ce
MIPELICHAT MOJI3UTE U PUCKOBETE OT JieueHneTo ¢ auTu-TNF npoaykTu. Ao Te3u HapyIIeHus ce
pa3BuUsAT, TPsIOBaA Jla ce OOMUCIIH MTPEeKpaTsABaHe Ha jJeueHrueTo ¢ Remicade.

310Ka4yecTBEHU U JUMGONpoaudepaTUBHHA 3a009BaHHUS

B xoHTpONupanuTe KIMHWYHYU npoyuBaHus Ha TNF-0iokepu cpe maiueHTure, IeKyBaHH C
TNF-610kep, ca HaOMIOAaBaHN MTOBEUE CITyYad HA 3JI0KAY€CTBEHH HOBOOOPA3yBaHMsI, BKIIFOUUTEITHO U
muMQpOMH, B CpaBHEHHUE C KOHTPOJIHUTE Ipynu. B kmuHuuHUTE Npoy4uBaHus Ha Remicade 3a Bcuuku
0J100peHHM TOKa3aHus, YeCTOTaTa Ha pa3BUTHE Ha JTUMQOM IpH jJeKyBaHute ¢ Remicade narpieHTu e
M0-BHCOKA, OTKOJIKOTO OYaKBaHaTa B 00IaTa MOIMyJalys, HO KaTo LsJI0 Pa3BUTHETO HA JTUM(OM
0cCTaBa psIKO. B mMoCTMapKeTHHTOBY YCIOBHS MMa ChOOIIICHHS 32 CIIy4Yan Ha JIEBKEMHUS MTPH
nmanueHTH, JiekyBanu ¢ TNF-anraronuct. [Ipu naiueHTy ¢ peBMaTOUICH apTPUT € TojisiMa JaBHOCT U
BHCOKA aKTMBHOCT Ha BB3MAIMTEIHOTO 3a00JIsBaHE ChIIECTBYBA IOBUIICH PUCK OT MOsABA Ha JTUMGpOM
1 JICBKEMHsI, KOETO YCIIOXKHsIBA OI[CHKATa Ha PUCKA.

B knmmHMYHO npoyuBaHe Ha MpHJIOKEeHUe Ha Remicade mpu nanueHTH ¢ yMepeHa JIo TeKKa XpOHUYHA
ob0cTpykTuBHa OenoapooHa 6onect (XOBB) B rpynara Ha jekyBanute ¢ Remicade manueHT nma
MOBeYe CHOOIIEHMS 32 pa3BUTHE Ha 3JI0KAYECTBEHH 3a00JIIBaHUs, OTKOJIIKOTO B KOHTPOJIHATA TpyTIa.
Bewnuky marnpenTH ca ¢ anaMmHe3a 3a TioTroHonytieHe. [Ipu o0ckkiane Ha jJedeHne TpsaoOBa jia ce
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MOJIX0X/1a C TIOBUIIICHO BHUMAaHWE TIPY TIAIIMEHTH C MMOBHIIEH PUCK OT Pa3BUTHE Ha 37I0KaYECTBEHO
3a00sBaHe BHB BPB3Ka C TIOTIOHOIYIIICHE.

BB3 ocHOBa Ha U3BECTHOTO JI0 MOMEHTA HE MOKE JIa CE M3KJIFOUU ChIECTBYBAHETO HA MOBUIIICH PUCK
3a pa3BUTHE HA TUM(POM HIH JAPYTO 370KAYSCTBEHO 3200JIsIBAHE NIPH MMAIUCHTH, JICKYBaHH C
TNF-6irokep (Bk. Touka 4.8). [Ipu o0chxkmane Ha tedernue ¢ TNF-010kep mpu manueHT ¢ aHaMHe3a
3a 3JI0KQ4eCTBEHO 3a00JIsIBaHE, WM MTPYU 00CHKIAHE HA IPOAB/DKaBaHE Ha JICUYCHUETO NIPU NAIMCHTH,
MIPY KOWTO CE € Pa3BUIIO 3JIOKAYECTBEHO 3a00JIsIBaHe, TPSOBA Ja ce MOIX0XK/a C TIOBUIIICHO BHUMAaHHE.

C nmoBMIIIEHO BHUMaHUE TPSAOBA Jla ce MOIX0XK 1A U MPH MAIUEHTH C TICOPUA3UC U aHAMHE3a 3a
CepHo3Ha UMYHOCYNPECHBHA Tepanus win npoabmkuteaHa PUVA-Tepanus.

B mocTtMapkeTHHIOBH YCIIOBHS MMa CHOOLICHHUS 32 3JI0Ka4eCTBEHH 3200 IsIBaHNUS, HAKOH ¢ (aTaneH
M3XOJ, TIpH Jiella, IOHOIIN 1 MITaZi Xopa (10 22-roAMIIHa Bb3pacT), JekyBanu ¢ TNF-61okep,
BKTFOuMTENTHO Remicade (Hauano va nedenueto < 18-romumiaa Bb3pact). [Ipubau3uTesHo
NIOJIOBMHATA OT T€3H ciy4au ca auMpomu. Jpyrute ciryuan oOXBaaT Ha-pa3IMyHy 370Ka4eCTBEHH
3a00JIsIBaHus, B T.4. PEJIKK 3a00JsIBaHHsI, OOMKHOBEHO CBBP3BaHU ¢ MMyHocymnpecus. [Ipu nanueHTy,
nexyBaHu ¢ TNF-Oiokepu He MOXe J1a ce M3KIIIOYH PUCK OT TOsIBa Ha 3JI0KAYECTBEHH 3a00JISIBAHUSI.

B nocTMapKkeTHHTOBUS IIEpUO]] Ma ChOOIIECHUS 3a ClTydau Ha XemnaTojreHaneH T-KieTbueH TuMpoM
(HSTCL) npu martuenTy, gekyBauu ¢ TNF-010kepu, BKITIOUUTENHO HHPIHKCUMA0. To31 pIabK
T-kneTh4YeH TUMQOM € ¢ arpEeCHBEH X0 M OOMKHOBEHO € ¢ JieTalieH u3Xo/. [1ouTH BCHUKU MalueHTn
ca MoJIy4wIu JieueHue ¢ AZA wiu 6-MP enHoBpeMeHHO WK HemocpeacTBeHo npean TNF-0mokep.
[To-ronsiMaTa 4acT OT CiIydanTe Ha pa3BUTHE Ha XenaroiueHaieH T-kieTbueH TuMGoM, Py JicueHHe
¢ Remicade, ca npu nanmenTu ¢ 6onect Ha Crohn wim ynepo3eH KOJIUT, KaTo IIOBEYETO OT TSIX ca
CHOOIIABAHH MPH FOHOIIH WU MIIQJCKH OT MBXKH 1MOJ1. [[OTEHIIMATHUAT PUCK OT KOMOUHHPaHE Ha
AZA wu 6-MP ¢ Remicade TpssOBa BHUMaTeIHO aa Ob1e oOMucieH. [Ipu manueHTy, JIeKyBaHU ¢
Remicade, He MOXe Aa ce M3KITIOUM CHIIECTBYBAaHETO HA PUCK 32 Pa3BUTHE HA XeMaTOJIMEHAJICH
T-xierbuen muMdom (Bxk. Touka 4.8).

[Tpu nanumenty, nexyBanu ¢ TNF-0okep, BkiarountenHo Remicade (Bx.Touka 4.8) ce chob1aBa 3a
MeJTaHOM U MepKeln-KieThueH KapIiHOM. [IpenopbyBaT ce epuoAnYHH IePMATOIOIHYHH TIPETJIC/IH,
0CO0EHO IMPH MALKEHTH C PUCKOBH (HaKTOPH 3a paKk Ha KOXKaTa.

B nonynanuoHHO peTpOCEKTUBHO KOXOPTHO MPOYYBAaHE, U3MOI3BAI0 JAHHH OT HAIllMOHAIHUTE
IIBE/ICKH 3/IpaBHU PETUCTPH, € OTKPHUTA IIOBUIIEHA YECTOTA Ha [IEPBUKAJIEH KAPIIMHOM IPHU )KEHHU C
PEBMAaTOUJICH apTPUT, JIEKYBaHU C HHPIMKCUMA0 B CpaBHEHHE C MMAIUEHTH, KOMTO HE ca JIEKYBaHU C
OHMOJIOTMYHY MPOAYKTH WIH 00IaTa MOIyJIalysl, BKIFOYHTEIHO U Te3H Ha Bh3pacT Haja 60 roIuHH.
[TepuoANYHOTO CKPUHUHIOBO M3CIieBaHe TPsOBa Ja MPOIbIDKU MIPHU XKEHH, JIeKyBaHu ¢ Remicade,
BKJIFOUUTENTHO MIPH TE3W Ha Bb3pacT Haj 60 roguHu.

Bcewuky naryeHTy ¢ yimepo3eH KOJUT, KOUTO €a C MIOBUIIIEH PUCK OT Pa3BUTHE Ha JAHUCIUIA3US HITH
KapIIMHOM Ha J1e0eI0TO YepBo (HaIpUMep MalUeHTUTE C IBJITOTOIUIIICH YIIIEPO3eH KOIUT WU
IEPBUYCH CKJICPO3UPAIIl XOJIAHTHT), KAKTO U TaKKMBA ¢ aHAMHE3a 3a TUCIUIA3HS WU KapIMHOM Ha
JIeOe0To YepBo, PN 3aIl0YBaHe Ha TEPANUATA ¥ Ha PEJOBHA WHTEPBAJIH CJIE]T 3aII0YBAHETO I
TpsAOBa J1a ce U3CieBaT 3a HaTM4Ke Ha quctuiasus. M3cnensaneTo TpsOBa 1a BKIFOYBA KOJIOHOCKOIIHS
¢ OWoricuH CIIope]l MECTHUTE MPenophku. HamnaanTe 10 MOMEHTA JaHHH HE ITOKa3BaT JICUCHUETO C
nHGIMKCUMA0 /1a IOBJIMABA PUCKA OT Pa3BUTHE HA AMCILIA3US MJIM KaplMHOM Ha J1e0e/I0TO YepRo.

[ToHexe pUCKBT OT pa3BUTHE HA KAPIIMHOM IPH JIEKyBaHU ¢ Remicade manmeHTH 11 ¢ HOBOOTKpHUTA
JIACIIIA31s HE € OLICHSIBaH, CbOTHOLIEHUETO MEXKIY PUCKA U II0J13aTa OT NPOABIDKUTENIHA TEPAIUS
TpsiOBa BHUMATEJHO J1a C€ OLECHsBA OT KJIMHUIMCTA IIPU BCEKH OTJIENICH MAI[HEHT.

Cobpaevna HeJIOCTaTEYHOCT
Remicade TpsiOBa fa ce npuiiara ¢ MOBHMIIICHO BHUMAHKE MTPH MAIMEHTH C JIeKa ChpcUHa
HepoctaTbyHOCT (I/I1 @K mo NYHA). [Tanmentute TpsiOBa Aa ca moj CTpOr KOHTPOJI U JICYSHUETO C
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Remicade ue TpsibBa n1a ce mpoabibkaBa IMpH MAIUCHTH, TIPU KOUTO CE Pa3BHE WU CE BIIOIITH
CBIIECTBYBAIIA ChpAEYHA HEIOCTATHIHOCT (BXK. TOUkH 4.3 u 4.8).

XeMaTOJIOTUYHU PEaKIUU

ChIecTBYBaT ChOOIICHHS 32 CITyYad Ha MAHIUTONICHHUS, JICBKOTICHHSI, HEYTPOIICHHS U
TPOMOOLIMTOTIEHHS IPU TanreHTH, momy4daBany | NF-01okepu, BrmrounTtenno Remicade. Benaxu
MAIUCHTH TPAOBa Jia ObJaT MOCHBETBAHU JIa IOTHPCAT He3a0aBHA MEAMIIMHCKA TIOMOIII, aKO Pa3BUSAT
MPU3HAIM U CHMIITOMH, KOUTO TIPEATOJIaraT HaTnIre Ha KPbBHA TUCKpa3us (HAIp. MePCUCTHPAI]
(ebpunuTeT, KPFBOHACAIAHUS, KbpPBEHE, OJIeTHOCT). [Ipy manreHTH ¢ ycTaHOBeHH 3HAYNMHU
XEMaTOJIOTHYHH aHOMAJTUH TPSIOBA Ja ce 00ChaM MpeKpaTsIBaHe Ha jedenneTo ¢ Remicade.

AKo ce miaHupa ornepanus, o BHUMaHue TpsiOBa Jla ce B3eMe ABITUAT TOTYKUBOT Ha
uHpukcuMad. [lanuenTuTe, Ipy KOUTO CE HaJIara onepaiys 1mo BpeMe Ha JieueHueTo ¢ Remicade,
TpsiOBa Jja OB/AT CIIEZICHH BHUMATEITHO 33 Pa3BUTHE HAa HH(PEKIINO3HA U HeMH()EKIIMO3HU YCIIOKHEHHUS
MIpH Hy’KJa TPsIOBa Jja ce B3UMaT HeoOXOAUMHUTE MEpPKH (BK.TodKa 4.8).

JluricaTa Ha OTTOBOp MpH NanKeHTH ¢ Oonect Ha Crohn MoXxe 1a TOBOPH, Y€ MALIMEHTHT UMa
(GUOPOTHYHH CTPUKTYPH, KOUTO MOXKE A2 U3UCKBAT XUPYPrUUHO JedeHue. JIumcsar JanHu, KOUTO Ja
IpeAroarar, ye MHQJIMKCMMa0 BOAM 0 MPOTrpechsi Ha CTPUKTYPHUTE HIIH MPUIMHSIBA Pa3BUTHE Ha
CTPUKTYpH.

CrenuangHy NonyJIalun

Cmapuecka 6v3pacm

YecroTaTa Ha CEpHO3HN HH(PEKINY IIPYU MAIMEHTH, Ha Bb3pacT 65 U MoBeYe rOIMHH, JIEKYBaHH C
Remicade, e 6ua mo-BrcoKa OT Ta3u MPH MAIMEHTH 10| 65-ro/MIiIHa Bh3pacT. Hakou oT Tsx ca Omin
¢ daranen m3xof. [Ipu nedeHneTo Ha MALIMEHTH B cTapUecKa Bb3pacT TPsOBa Ja ce 0ObpHE CIICIHATHO
BHUMAaHHE 110 OTHOIIICHHE Ha PUCKa OT HHpeKIHs (BK. Touka 4.8).

IlequaTpyyHA MOMYJAIMS

Undexnnun

B knuHnaHMTE Mpoy4YBaHUA I/IH(l)eKLII/II/I ca CT>06H_IaBaHI/I IPpU MO-BUCOK IMMPOLCHT IICAUATPUIHHA
MNanueHTH, OTKOJIKOTO IIPH BB3PACTHU MALIUCHTH (B)K. TOYKa 48)

Bakcunanuu

[Ipu meauaTpuYHM MANUEHTH CE TPEMOPHYUBA, aKO € Bh3MOXKHO, MIPEIU 3a1l0YBaHE Ha JICUSHUETO C
Remicade na ce HanpaBsAT BCHUKY BaKCUHAIIMKM B ChOTBETCTBUE C UMYHHM3AIIMOHHMS KajieHaap. [1pu
NeAMATPUYHU MMAIUEHTH, JICKYBaHU ¢ MH(IMKCHMA0, MOTaT Jia C€ MPaBSIT €HOBPEMEHHO BAKCHHH, C
U3KIIFOUEHHE HA KUBU BaKCUHHM (BK. TOUkH 4.5 u 4.6).

3nokadyecTBeHU U auMQornponrdepaTUBHY 3a00JIIBaHUA

B mocTMapKkeTHHIOBH YCJIOBHS MUMa ChOOIICHHUS 3a 3I0KAYECTBEHH 3200 ISIBAHNUS, HAKOU ¢ (paTaneH
W3XO/1, TIPH JIel[a, FOHOIIM 1 MJIaJIK Xopa (0 22-rojMIHa Bh3pacT), ekyBanu ¢ TNF-0mokepu,
BKIItounTesiHO Remicade (Hauanio Ha neuenuero < 18-roaumina Bb3pact). [Ipubnuzurento
MOJIOBUHATA OT TE3U cliy4yan ca JuMpomu. Jpyrute cirydan oOXBamar Hai-pa3auyHy 3710Ka4eCTBEHH
3a00JsIBAHUS ¥ BKITIOYBAT PEJIKH 37I0KAYECTBCHU 3a00JIIBaHMsI, CBBP3BAHH OOMKHOBEHO C
umyHocymnpecus. [Ipu gena u roxomm, tekyBanu ¢ TNF-00kepH, He MOKeE JIa C€ M3KITIOYH PUCK OT
pasBUTHE HA 3JI0KAYeCTBEHU 3a00IIBaHUS

B nocTMapkeTHHIOBUS TIEPUO]] MMa ChOOIIIEHHUS 3a ClIydad Ha XernarojiueHaieH T-kieTbueH JuMpom
(HSTCL) npu naruenty, jiekyBanu ¢ TNF-0Ookepu, BkiounTeiHo nHGIMKcuMad. To3u paabK THIT
T-xierbueH IMMGOM € ¢ MHOTO arpeCHBEH XOJ] Ha MPOTHYAHE M OOMKHOBEHO € C JIETaJICH H3XO/I.
[Toutn BCHYKH MAIMEHTH ca MONYYHIIH JieueHue ¢ AZA uimu 6-MP eqHOBpeMeHHO Wi
HenocpencteeHo npeau TNF-6mokep. [lo-romsimara 9acT oT cirydanTe Ha XeraTodNeHaIeH
T-knerbueH iumdom npu jedenue ¢ Remicade ca npu manmentu ¢ 6onect Ha Crohn wiu yieposex
KOJIMT, KaTO MTOBEUYETO OT TAX Ca ChOOIIaBaHM MPH FOHOIIN WIIH MITAJIE)KH OT MBKKH ITOJL.
[NoTeHIMaNHUAT pUCK OT KoMOMHUpaHe Ha AZA unu 6-MP ¢ Remicade TpsiOBa BHUMaTeHO 1a Objie
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obmucnen. [Ipu marnuenTH, JiekyBanu ¢ Remicade, He MoXe Ja ce U3KITIOYH PUCK 32 pa3BUTHE HA
xemarosvenaneH T-kieTbueH mumbpoM (BK. Touka 4.8).

ChbpskaHue HA HATPUN

Remicade csampika mo-mamko ot 1 mmol marpmii (23 mg) Ha m03a, T.€. IPAKTHYECKH HE ChIbPIKa
Harpuii. Obaue, Remicade ce paspexna ¢ matpues xiopun 9 mg/ml (0,9%) undy3nonen pa3top.
ToBa Tps0Ba 1a ce MMa NPEIBU/ PH MAMEHTH Ha JUETa ¢ KOHTPOJIMPAH MPHEM Ha HATpUil (BXK.
Touka 6.6).

45 BzaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMHU HA B3auMoOJelicTBHE
He ca npoBexaanu npoyuyBaHus 3a B3aUMOJEHCTBHE C APYTH JIEKAPCTBEHHU NMPOIAYKTH.

Wma nanHu, 4e mpy NallMeHTH ¢ PeBMaTOUIEH apTPpUT, ICOpHaTUdeH apTput u 6onect Ha Crohn,
€THOBPEMEHHOTO TPHIIOKEHNE HA HHPIMKCHMA0 ¢ METOTPEKCAT U APYTH HMYHOMOMYJIATOPH
HaMaJisiBa 00pa3yBaHETO Ha AaHTUTENA CPenly HHPIUKCHMA0 W BOAM /10 HOBUIIABAHE HA TUIA3MEHUTE
MY KOHIICHTpAIUH. Bce IakK, Te3u JaHHU HE Ca HAIIBJIHO CUT'YPHH IMOpaar OTpaHUYCHUATA Ha
METOJUTE 3a U3CIIeIBaHE Ha KOHIIEHTPAIIMUTE Ha MHPIUKCHMa0 1 aHTHTENATa Cpelry HHPINKCUMal B

cepyMm.

W3rnexna, 4ye KOpTHKOCTEPOUAUTE HE POMEHST (hapMaKOKHMHETHKATA Ha MHPIMKCHUMA0 B KIMHUYHO
3HAYMMa CTETIEH.

EnnoBpemenHoTO npunarade Ha Remicade ¢ qpyru 61oi10ru4Hy JeKapcTBEHH MPOIYKTH, H3I10JI3BaHU
3a JIeYeHHe Ha CHINUTE 3a00IIABaHNs, 32 KOUTO ce u3MosBa Remicade, BKITIOYUTETHO aHAKUHPA U
abaTarient, He ce mpernopbuBa (BK. Touka 4.4).

[IpenoppuBa ce 1o Bpeme Ha JieueHneTo ¢ Remicade ma He ce MpaBsAT BaKCHHAIIWY C )KUBH BAKCHUHH.
Ch110 Taka ce mpernopbyBa Ja He ce MPaBsIT BAKCHHALUY C )KUBHM BAKCHHH Ha KbpMauera ciief in Utero
u3narane Ha nHQIMKcUMao 12 Mecena cieq paxxaane. AKO cepyMHHUTE HUBA Ha MH(DIUKCHMA0 mpu
KbpMa4u€TO Ca HCYCTAHOBUMHU UJINA I/IH(bJ]I/IKCI/IMa6 € Mpujiarad camo 1pe3 NbpBUA TPUMECTHP Ha
OpEeMEHHOCTTa, MOXKE J1a C& OOMUCITH NPIJIOKSHUE Ha JKMBa BaKCHHA Ha MO-PaHEH eTall, aKko UMa sICHa
KJIMHAYHA T10J13a 32 ONpPE/CNICHO KbpMaue (BK. Touka 4.4).

He ce npenopbuBa NpHiIoKEeHHE Ha XKKUBa BAaKCHHA MPU KbpMade, JOKaTo MaifkaTa rmoyJana
nHPIMKCHMAa0, OCBEH aKO CepyMHHUTE HIBA HAa HHOIMKCHMA0 NPH KbPMAUeTO Ca HEYCTAaHOBUMH (BXK.
touku 4.4 u 4.6).

[IpenopbuBa ce 1a He ce MpUIaraT TepaneBTHYHH HHPEKIHO3HN areHTH eTHOBpeMeHHO ¢ Remicade
(Bk. Touka 4.4).

4.6 @epTHIAUTET, )PEMEHHOCT U KbpMeHe

KeHu ¢ geTepoeH NOTEHIHAAI

JKenu ¢ nereponeH noteHman TpsOBa 1a OOMHUCIAT ynorpedaTa Ha aieKBaTHA KOHTPAIETIIIHS 3a
mpeJna3BaHe OT OPEMEHHOCT U Ja MPOABIDKAT J1a 5T U3I0JI3BaT IOHE 6 Mecela cie]l HOCIeTHOTO
npuioxkenue Ha Remicade.

Bbpemennoct
Criope1 IPOCTIEKTHBHO CHOWPAHU JIAHHU, CPETHUST OpOH OPEeMEHHOCTH C EKITO3MIINS Ha

UHGIMKCUMA0, BOJCIIH JI0 paXkJIaHe Ha XKHUBO JETE C U3BECTCH U3XO0/I, BKIIOYUTEITHO IPUOIU3UTEITHO
1 100 ¢ excrio3uims 1Mo BpeMe Ha IbPBUS TPUMECTHP, HE TIOKa3Ba MOBUIIICHHUE B YECTOTATa Ha
MaopManuy Ipyu HOBOPOAECHOTO.

B®3 ocHOBa Ha oOcepBaioHHo npoyuBaHe ot CeBepHa EBpona, npu skeHH, U3JI0KEHH Ha

MHQIMKCUMA0 10 BpeMe Ha OpEMEHHOCT (ChC WK 0€3 UMyHOMOYJIaTOPH/KOPTUKOCTEPOHIH,
270 6pemenHocTH) ce HaOroaasat nopuiieH puck (OR, 95% Cl; p-cToiiHOCT) 3a 11€3apOBO CEUCHUE
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(1,50; 1,14-1,96; p = 0,0032), mpexkneBpemenno paxmaane (1,48; 1,05-2,09; p = 0,024), mo-HUCHK PBCT
3a ChOTBETHATA TecTannonHa ceamuiia (2,79; 1,54-5,04; p = 0,0007) u HKCKO TErI0 Ha HOBOPOAEHOTO
npu paxaane (2,03; 1,41-2,94; p = 0,0002), B cpaBHEHHE C KEHH, H3IOKEHHA CaMO Ha
UMYHOMOyJIaTopH 1/ mwin Koptukoctepouu (6 460 6pemennoctr). [ToTeHIIMATHUAT TPHHOC HA
eKCITO3UIATa Ha MHPINKCHMa0 W/WiIH TeXXECTTa Ha TOJIEKAIIOTO 3200 sIBaHe MIPH T3 U3X0TU
ocTaBa HEsICCH.

ITopamn naxubupanero Ha TNFo, IpriIokeHUAT 10 BpeMe Ha OpeMeHHOCTTa HHDIUKCHMad MOXKe 1a
MPOMEHH HOPMAJTHUSI UMYHEH OTTOBOP Ha HOBOPOJIeHOTO. [IpH mpoyYBaHe Ha TOKCUYHOCTTA 32
Pa3BUTHUETO NPU MUIIKH C aHAJIOTUYHO aHTUTSUIIO, KOETO CEJICKTHBHO MHXUOUpa (PyHKIIMOHATTHATA
aktuBHOCT Ha muius TNFa, He ca yCTaHOBEHU JaHHU 33 TOKCHUYHH e(DeKTU CIPSIMO MalKara,
eMOPHOTOKCHYHOCT MJIM TepaToreHeH eekT (BxK. Touka 5.3).

HanuunusaT kivHUYeH onut ¢ orpanuyeH. Madmukcnmad TpsOBa 1a ce U3moii3Ba 1o BpeMe Ha
OpeMEeHHOCT, caMo aKo € aOCOTIOTHO HEOOXOAMMO.

WNudnukcumad npeMrHaBa npe3 IUIAIeHTaTa U ce YCTaHOBSIBa B cepyMa Ha KbpMaueTa A0 12 mecena
cnen paxaane. Cien in utero excrio3uims Ha HHGIMKCHMA0, KbpMadyerara MOXe J1a ca ¢ MMOBHUILCH
PHCK OT pa3BUTHE Ha MHPEKINS, BKIFOUYUTEIHO TeXKKA JUCEMUHAPaHa HH(EKIHS, KOSTO MOXeE J1a
0bae dartanHa. He ce mpenopbuBa npuiioxkeHue Ha kuBH Bakcuau (Harp. BCG Bakcuna) 12 mecena
cle]l paKIaHeTo MPH KbpMaveTa, KOMTO ca OWIIK H3JI0KeHH iN Utero Ha uadaukcuMad (Bx. Touku 4.4
u 4.5). Ako cepymMHHTE HMBA Ha HHPIMKCHMMAO MPH KbPMAYETO Ca HEYCTAHOBUMH HITH HHPIUKCHMAO
€ TpuJIarad caMo Ipe3 TbPBUS TPUMECTBP Ha OPEMEHHOCTTA, MOXKE J1a ce OOMUCIH MPUIOKEHUE Ha
JKMBa BaKCHMHA Ha MO-PaHEH eTall, ako UMa sicHa KIIMHWYHA 110132 32 OIPeelIeHO KbpMaye.
CpoOI11aBaHu ca ChIIO CIIyYan Ha arpaHyonurosa (Bx. Touka 4.8).

Kovpmene
OrpaHr4eHu TaHHH OT MyOJIMKyBaHaTa JIMTeparypa moka3saT, 4e HHPIMKCHUMA0 € YCTAaHOBEH B HUCKH

HUBA B MAYMHOTO MJISIKO, B KOHIIEHTpaIwu 10 5% OT cepyMHHUTe HHBa Ha Maiikata. Ma(mkcnMab ce
OTKpHBA CBHIIO U B cEpyMa Ha KbPMaveTo, Clie/l eKCIO3UIMs Ha HHPIMKCUMal upe3 KppMata. Jlokaro
CHCTEMHAaTa eKCHO3UIINS IPU KbPMAdeTO Ce 0YaKBa Jla € HUCKA, 3aI0TO HMHPHUKCUMAO ce pasrpaxia
JI0 TOJISIMA CTETIeH B CTOMAIITHO-YPEBHMUS TPAKT, TO MPHIOKEHHETO HA )KMBHU BAKCHHH Ha KbpMaye,
KOraTo MaiKaTa MoJy4aBa HHPIMKCHMa0 He € MPeropbUHTEeNIHO, OCBEH aKO CEPYMHUTE HHBA HA
UHQIMKCUMA0 NP KbPMaYeTo ca HeyCTaHOBUMHU. Moxe Jja ce 0OMuUCIn ynorpedara Ha
WHQIUKCUMA0 TI0 BpeMe Ha KbpMEHe.

deprunurer
[IpeaKIMHUYHUTE JaHHU HE ca JOCTaThUHM, 32 Ja CE HAIIPaBAT 3aKJIIOUEHUS 3a BIUSHUETO HA

uH(IMKCHMab BbpXy GepTruTeTa U 00Iara penpoayKTuBHa GyHKus (BK. Touka 5.3).
4.7 EdexTn BbpXy cniocodHOCTTA 32 oupaHe U padoTa ¢ MAIINHA

Remicade moxe /1a Okake MUHUMAJIHO BIMSHHE BBEPXY CIIOCOOHOCTTA 32 modupaHe u padora ¢
mamau. Crie npuoxenue Ha Remicade Moske 1a ce nosiBu 3amaiiBane (Bx. Touka 4.8).

4.8 Hexenanu JieKapCTBeHH peaKuH

Pe3iome Ha mpoduiia Ha Ge30MaCHOCT

Haii — yecrarta Hexxenana nekapcrsena peakuus (HJIP), 3a kosiTo ce cpoOiiaBa B KITMHUYHUTE
M3MIMTBaHUS, € MHEKIMS Ha TOPHUTE AUXATEeTHU MBTHUINA, TOsABABaIa ce npu 25,3% oT manueHTure,
JIEKyBaHH ¢ HHIIMKCUMA0, B cpaBHeHUE ¢ 16,5% oT KOHTpoHuUTe naiieHTy. Haii — cepro3nuTe
HJIP, cebp3anu ¢ ynorpedara Ha TNF-010KkepH, 3a KOUTO MMa ChOOIIEHHs TpH JieueHue ¢ Remicade,
BKJIIOUBaT peakTuBanus Ha xenatuT B (HVB), 3acroiina cepaeuna nenocrarbunoct (3CH), ceproznu
uHGpEKINY (BKIIOUUTEIIHO CEIICUC, ONIOPTIOHUCTUYHHM HHPEKIINU 1 TyOepKyJji03a), cepyMHa 0oiecT
(peaxnyu Ha 3a0aBeHA CBPBXUYBCTBUTEIHOCT), XEMATOJIOTHYHH PEAKIIUH, CHCTEMEH JIYITyC
epUTEMAaTO3YC/IIyIyC — OI00CH CHHIIPOM, HApYLICHNUS, CBbP3aHH C AEMUETUHU3ALNS,
xernatoounmuapau Hapymenus, tuMmdom, HSTLC, neBkemus, Mepken-KIeTbUeH KaplIUHOM, MEIaHOM,
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3JI0KaYeCTBEHH 3a00JSIBAHUS B MEIUATPUIHATA TOITYJIAINs, CAPKOUI03a/CapKOUI-TI0J00Ha peaKius,
MHTECTUHAJICH WM NiepruaHaiieH adcuec (mpu 6ojiect Ha Crohn) ¥ CEpHO3HM PEAKIIMU, CBBP3aHU C
uHpy3usra (Bx. Touka 4.4).

TabanyeH cnUChbK HA HeKeJTAHUTE peakuuu

B Tab6muma 1 ca m36poenu kakro HJIP, momydenn Bb3 OCHOBA Ha OINMTA OT KIIMHUYHH MTPOYYBAHUS,
TaKa M HeXKEJIaHU PEaKIUH, HIKOW OT KOUTO C JIETaleH U3X0/l, ChOOILEHH PH ITOCTMAaPKETHHTOBHS
omuT. B paMKuTE Ha CHCTEMHO-OPTaHHUTE KJIACOBE, HEXKEJTAHUTE PEAKIIUY ca TPYIHPaHH 110 YeCTOTa
KaKTo ciensa: MHOro vectr (> 1/10); wectr (> 1/100 mo < 1/10); meuectn (> 1/1 000 mo 1/100); penxu
(>1/10 000 1o < 1/1 000); muoTO peaxu (< 1/10 000), ¢ HeusBecTHA YeCTOTA (OT HATMIHUTE JAHHU HE
MoKe Jja ObJie HalpaBeHa olieHKa). [Ipyu BCsKo rpynupaHe B 3aBUCUMOCT OT YeCTOTaTa, HeXKeJIaHuTe
JIEKapCTBEHU PEaKIHU ce N30pOsABaT B HU3XO/II Pel 10 OTHOIIEHHE Ha TAXHATAa CEPUO3HOCT.

Tab6anna 1
He:xeanu peakuuu npyu KIMHUYHA MPOYYBAHHUS U OT MOCTMAPKETHHIOB ONMUT

HNuadexnnn 1 nabecTanum

MmHoro uectn BupycHa nHbexus (Hamp. rpuil, Xxeprec-BUpycHa HHOEKIUS).

Yectu: bakrepuanuu uHbekuu (Harp. cercuc, HenyuT, adcIec).
Hewectn: Ty0Oepkynosa, reOnyHN nH(EKIHH, (HAITP. KAaHIUI032,
OHUXOMUKO3Q).
Peaxu: MeHUHTUT, OOPTIOHUCTUYHHE WHPEKIUU (KaTO HApUMEp

WHBA3WBHU T'bOMYHN MH(EKINH, [ITHEBMOIIUCTHA THEBMOHUS,
XHCTOIUIa3M03a, acTIepruiio3a, KOKIUIHONIOMUKO3a,
KPHUIITOKOKO03a, OJIACTOMUKO3a ], OaKTepHaiHi HH()EKIUH
[aTumuHa MEUKOOAKTEpHAITHA, INCTEPHO3a, CATMOHE03a] 1
BUPYCHH UH(EKIMHU [[IATOMETATIOBUPYC]), TApa3uTHH
WH(EKINY, peaKTHBaIs Ha XemaTuT B.

Wudexiys, npeau3BukaHa ot BakcuHa (cie in utero
€KCIIO3MIUS Ha MHMIMKCHMA0)*.

C Heu3BeCTHA YECTOTa:

Heomnnasmu — no6pokadecTBeHH,
37I0Ka4eCTBEHH U HEOTpeelIeHH
(BKJI. KHCTH ¥ TIOJTUIIHN )

Penxu: Jlumdowm, HexomkkuHOB tuMpom, bonect Ha Hodgkin,
JIEBKEMHSI, MEJIAHOM, IIEpPBUKAJIEH KaPIIHHOM.
XenaronuenasneH T-kiaeTbueH auMdom (TTaBHO MPH IOHOIIH U
Miaau Mbxke ¢ 6onect Ha Crohn mim ynepo3eH KOJUT),

Mepken-KieTbueH KapuHoM, capkoM Ha Kaposi.

C Heu3BeCTHA YeCcToTa:

Hapymenus Ha kpbBTa 1
muMdHaTa CUCTeEMa

Uectu: HeyrporneHus, 1eBKOTICHNS, aHEMUS, JTUM(DaeHOTIATHS.
Heuectu: TpomoOoruroneHus, tumponeHus, 1uMQoIuTosa.
Peaxu:  ArpanynonuTtosa (BKIIOYMTEIHO KbpMadeTa U3I0XKEHH in
utero Ha uHMIMKCUMA0), TPOMOOTHYHA TPOMOOIIUTONIEHUYHA
MypIypa, MaHIUTOIIEHHUS, XeMOJIUTUYHA aHEMUSI, HUOTIATHIHA
TPOMOOIUTOIIEHHYHA YPITYpa.
Hapymenust Ha uMyHHaTa
cucrema
Yectn: CHUMNTOMH Ha pecliMpaTOpHA alleprHsl.
Heuectu: AmnaduiakTudHa peakiys, JTynyc-1o100eH CHHIPOM, CEpyMHa
OosecT WM peakuusi, Hamoao0sBaIIa cepyMHa 0oecT.
Penxun:  AHaduaakTHYeH IIOK, BACKYJIUT, CAPKOUI-TI0I00HA peaKLusl.

Hapymrennst Ha Metabonu3ma u
XPaHEHETO

Heuectn: Jucnunmuuemus.
[lcuxuunu HapymeHUS
Uectn: J[lempecwus, 6e3chHUE.
Hewectu: AwmHe3usi, TpeBOKHOCT, OOBbPKBaHE, CHHIMBOCT, HEPBHOCT.
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Penxu: Amarwms.
Hapyuienust Ha HepBHATa
cHucTemMa
Mpmuoro uectu: I'maBoboimue.
Uectn: CBeTOBBPTEK, 3aMaiiBaHe, XUIECTE3HsI, TAPECTE3U.
Heuectu: I'spu, HeBpomatus.
Penxu: TpancBep3alieH MUETUT, JEMUCTHHU3UPAILN [IPOLIECH,

C HeusBecTHA YeCTOoTa:

3acArally ICHTpaJIHATa HepBHA cucTema (3abossBaHe Mo100HO
Ha MHOKECTBEHA CKJIEp03a K HEBPUT Ha 3PUTEIIHUS HEPB),
JIEMUCIIMHU3UPALIH TPOLIECH, 3acsrany nepudepHara HepBHA
cuctema (curnapom Ha Guillain-Barré, xponnyHa Bb3manuTensa
JIEMHETMHU3UPAIIA TIOJMHEBPOTIATHS U MyJITH(POKATHA
MOTOpHA HEBPOTIATHSI).

Mo03bUHO-CH/IOBU HHIIUJICHTY B TSCHA BPEMEBa BPh3Ka C
nHpy3UATA.

Hapyienus Ha ounte
Yectu:
Heuectu:
Penkn:
C Heu3BeCTHA YECTOTA:

KoHIOHKTHBUT.

Kepatut, nepuopOuTasIHu OTOIH, XOPACOIYM.

Ennodrammur.

IMpexoana 3ary0a Ha 3peHUETO MO BpeMe Ha WK B PAMKHTE Ha
2 yaca cien uHY3HsITa.

CopreyHu HapyIIeHUs
Yecrn:
Heuecru:

Penxu:
C HeHW3BeCTHA YECTOTA:

Taxukapaus, TaaIuTaLyH.

ChpaedHa HeIOCTaTHYHOCT (HOBOOTKPUTA WITK BIIOIIABAIIA
ce), apUTMUS1, CHHKOII, OpajrKapaus.

[uaHo3a, nepuKapAeH U3JIUB.

MuokapaHa ucxeMus/HHQapKT Ha MHOKapaa

Cb10BU HapylIeHUS
Yectu:

Heuectu:
Penxu:

XHUMOTOHUS, XUIIEPTOHUS, CKXMMO03a, TOIUTH BBJIHH,
3a4epBsBaHe.

[Nepudepna ucxemusi, TpoM0O0GIeOUT, XEMaTOMA.
I{upkyjaTopHa HEAOCTATHYHOCT, IETEXHUs, ChJIOB CIIA3bM.

Pecnuparopuu, rpbaHu U
MEIUACTUHAIHYU HAPYLICHUS
MHoro uecTu:
Yectu:

Heuectn:
Penxu:

WHdexnus Ha TOPHATE JUXATETHN THTHINA, CHHY3HUT.
WHadexnus Ha JOTHATE JUXATEIHN TbTUIA (HAMpP. OPOHXHT,
ITHEBMOHHS), AUCITHES, eTIUCTAKCHC.

Benoapoben oTok, OpOHXOCTIA3bM, IJIEBPHT, TLIEBPAICH H3IUB.
WuTepcrunuanya 0enoapoOHa 00secT (BKIIOUUTEIHO 0bP30
mporpecupario 3adoisaBaHe, oenonpodHa Gudpoza u
ITHEBMOHUT).

CroManrHo-4YpeBHU HAPYIICHUS
Mpmuoro uectu:
Yectu:

Heuecrtn:

Bonka B kopema, rajese.

KpbBOU3INB OT TaCTpOMHTECTUHAHAS TPAKT, AUAPHS,
JACITETICHs, TacTpoe3odareaneH peduryke, 3armexk.
Upesna niepdopariiusi, YpeBHa CTEHO3a, JUBEPTUKYIIUT,
MIAHKPEATHT, XEHIINT.

XemnaToOWIMapHA HAPYIICHUS
Yectu:
Heuectn:
Penkn:
C HeM3BeCTHA YECTOTA

Hapyiiena yepHopoOHa (yHKIHS, TOBUILICHH TPaHCAMUHA3H.
Xemarur, XenaTolenyjJapHo YBPEKIaHe, XOJICIIHCTHT.
ABTOUMYHEH XEMAaTUT, UKTEP.

UepHOapoOHA HETOCTATHYHOCT.

17




Hapymenus Ha koxxata u
MIOJIKO’KHATA ThKaH

Yectu:

Heuecrtn:

Penxu:

C HeusBeCcTHA YeCTOoTa!

[NosiBa uin BIIOIIaBaHE HA BEYE CHIIECTBYBAII ICOPUA3UC,
BKITFOUUTEITHO ITyCTYJIO3EH IMCOprasuc (PEANMHO 110 ITIAaHUTE
U XOAWJIaTa), ypTHKapus, OOpUB, IPYyPUTYC, XATIEPXUAPO3a,
cyxa Koxka, IepMaTOMHKO3a, eK3eMa, alloTeIHs.

Bynosna epynuusi, cebopest, posariesi, KOKHa MamHIoMa,
XHUIIEPKEPaTo3a, MPOMSIHA B KOJKHATA ITUTMECHTAITHS.
TokcuvHa enuaepMaIHa HEKpoinu3a, CHHIPOM Ha
Stevens-Johnson, eputema myntudopme, QypyHKyI103a,
nmuHeapHa [gA Oyno3na nepmatosa (LABD), octpa
reHepaiu3npana ek3anremarosna mycrysiosa (AGEP),
JTMXEHOUIHU PEaKIIHH.

BromasaHe Ha CHMITOMUTE Ha ICPMATOMHO3HT.

Hapymenus Ha MyckyJiHO-
CKEJIETHATa CUCTEMA U
CheIMHUTENHATa ThKaH

Yectu:

ApTpanrusi, MUANTHsL, 00JIKa B I'bpoa.

Hapymenns na 6s0pernure u
NUKOYHHUTE ITHTUINA

Yectu: MHbekius Ha MMKOYHUTE ITHTHUIIA.
Heuectu: Iluenonedpur.
Hapyenus na
BB3IPOU3BOJUTENHATA CUCTEMA U
rbpaaTa
Hewectn: Barunwmr.

OO0y HapymeHus u eeKTH Ha
MSICTOTO Ha TPUIIOKEHHE

Mumuoro uectu:

Peakuus, cBbp3aHa ¢ uH(py3usaTa, OOJIKA.

UYectu: bonka B repaute, ymopa, peOpuiIuTeT, peakuus Ha MSICTOTO Ha
WHXEKTUPAHE, BTPUCAHE, OTOK.
Heuectu: 3abaBeHo 3apacTBaHe Ha paHH.
Peaxn: OOpasyBaHe Ha rpaHyJIOMH.
Wscnensanus
Heuectn: IlonokuTeseH TECT 3a aBTOAHTHUTENA, TIOBUILIEHO TEIJIO.
Penkn: OTKIOHEHHE B CTOMHOCTHUTE HA KOMIUIEMEHTA.

HapansBanus, oTpaBsHusS U
YCIIOKHEHUS!, BB3HUKHAIH B
pe3ynTaT Ha UHTEPBEHINH

C Heu3BeCTHA YeCTOTa:

VYcioxHEHNE Clie]] MHTEPBEHIINS (BKIFOYUTEITHO HH(DEKIIMO3HU
1 HeMH(EKIMO3H! YCIOXKHEHHS)

BKJIIOYUTEIHO TOBeXK/Aa TyOepkyno3a (qucemunnpana BCG undekius), Bxk. Touka 4.4
Ha mecen 12 oT KOHTpOJIMpaHKs IEPUO/ Ha KIIMHUYHNATE U3MUTBAHUS TIPH BB3PACTHY MPU BCHUYKH TOKa3aHUs,

MeJIMaHaTa Ha MOBHIIEHUETO Ha TenecHoTo Tero e 3,50 kg 3a manueHTHTe Ha Je4eHne ¢ MHPIMKCUMAO CIIPSIMO
3,00 kg 3a marmenTHTe Ha IIane60. MenuanaTa Ha MOBUIIEHHETO HA TEJIECHOTO TETJIO MPH BH3MAIUTEIHI YPEBHU
3abomsiBanus € 4,14 kg 3a manuenTute Ha nedenne ¢ nHGIHKcnMab crpsimo 3,00 kg 3a manuenTuTe Ha mane6o, a
Me/MaHaTa Ha MOBHIICHHETO Ha TENECHOTO TEIJIO NP PEeBMATOIOTHYHUTE NokazaHus e 3,40 kg 3a manueHTHTe Ha
neuenne ¢ nHGIHKcHMab crpsamo 3,00 kg 3a manuenTuTe Ha TUIaEe6o.

Onucanue Ha I/I36DaHI/I HCXKCIaHH JICKAPCTBECHHU PCAKITNN

Peaknun, cBbp3anu ¢ nadysusta

[Ipu KIMHUYHUTE TPOYUBAHUS PEaKIVs, CBbp3aHa ¢ HHPY3HATa, ce IepUHUPa KaTo BCSIKA HEXelaHa
peakiysi, Bh3HUKHAIIA 110 BpeMe Ha HH(Y3HATA WM B paMKuTe Ha 1 yac cies kpast Ha uHpy3usiTa. [Ipu
18% ot nexyBanute ¢ HHGIAMKCUMAO NaureHTH B KNMHUYHY npoyuBanust ®asza 1l ca ce pazBuin
peakiuu, CBbp3aHu ¢ MHPY3UATa, TOKATO MPH NodyuwinTe mianedo — npu 5%. Karto msuto, no-romsm
JISUT OT TIALIMEHTHUTE, TIOTy4YaBailyd HHQIMKCUMa0 KaTo MOHOTEpaNus Pa3BUBAT PEaKIIHs CBbpP3aHa ¢
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WH(]Y3UATA, B CPAaBHCHHUE C TAIIMEHTUTE, TIOTyYaBaIli ¢THOBPEMEHHO HHDIMKCHUMa0 U
umyHomoynatopu. [Ipu oxono 3% OT manueHTUTe JeUYeHNETO € MPEKPATEHO MOPATH PEaKIHs,
CBBbp3aHa ¢ MH(Y3HsITa, KATO BCUYKH MAlUEHTH — O0€3 3HAYCHHE JaJTU CE € HaJlarajao MeJIMKaMEHTO3HO
JICYCHUE WU HE, ca c€ Bh3CTaHOBWIH. OT JIEKyBaHUTE C HH(IMKCUMAO MAIUCHTH, KOUTO ¢4 UMaJIn
peakius, CBhp3aHa ¢ HH(Y3UATa B Ieproia Ha HHAYKIHS pe3 6-a ceqmuna, 27% ca pa3BHIH
peakivs, CBhp3aHa ¢ HHQPY3UATA [0 BpeMe Ha MOUTbPKAIIHS IEPUOJ] OT CeAMUIIA 7 10 ceamuna 54.
OT manueHTUTe, KOUTO HE Ca MMAJTU Peakins, CBbp3aHa ¢ HH(Y3UsITa 110 BpeMe Ha WHAYITUPALTUS
nepuoa, 9% ca pa3BIIIM TakaBa 110 BPeMe Ha IMOIbPKAIINS TIEPHO/I.

B knmuHMYHO poyuyBaHe npu manueHTty ¢ peMaTouneH aptput (ASPIRE), npoabmkutenHocTTa Ha
nHQy3uuTe e Omiia okoio 2 yaca 3a mepBuTe 3 HHPY3UU. [IpOaBIKUTETHOCTTA HA TOCIICABALLIATE
uH(y3Un OM MoTJIa ja ce ChKPATH JI0 He 1Mo-KpaTka oT 40 MUHYTH NP MAIMeHTH, KOUTO HE ca
pa3BUIIM cepHO3HA Peaklus, CBbp3aHa ¢ UHPy3usaTa. B ToBa nsnutBane, npu 66% ot nanuenture (686
ot 1 040) e ochlecTBeHa MOHE eAHA ChKpaTeHa HHPY3US ¢ TPOABIKUTENHOCT 90 MK MO-MaIKo
MUHYTH, a 1ipu 44% ot marmentute (454 ot 1 040) e peann3upaHa moHe eHa ChKpaTeHa HHPY3HS C
MpoAbIDKUTETHOCT 60 min mo-Manko MUHYTH. OT JIeKyBaHUTE ¢ HHOIMKCHUMAO0 MalueHTH, TIPH KOUTO
€ peaM3upaHa MoHe eHa ChbKpaTeHa HH(Y3MsI, peaKiH, CBbP3aHu ¢ HHPY3HATa ca HaOI0JaBaH!
npu 15% oT mauueHTuTe, a CEpHO3HU PeaKkLUnu, CBbp3aHu ¢ HH(py3usiTa ca HabmonaBanu npu 0,4% ot
MalUEHTHTE.

B xnmHu4HO nipoyuBane npu namuenTu ¢ 6onect Ha Crohn (SONIC) cbp3anu ¢ undysusra peakium
ca HacTeiuu npu 16,6% (27/163) ot nanuenTure, noay4yaBaad HHGIMKCUMA0 KaTO MOHOTEpanus,
5% (9/179) ot mauueHTHTE, NMOTy4YaBaid HHPIMKCUMA0 B koMOuHanus ¢ AZA, u 5,6% (9/161) ot
NalnueHTHuTe, noilyvyasann AZA xaTo MoHOTepanus. EqHa cepruosHa, cBbp3aHa ¢ HHY3UsATa peakius
(< 1%) e BB3HUKHAIA MIPH TTALKEHT, JIEKYBaH ¢ HHPIUKCHMA0 KaTO MOHOTEPAITHSL.

[Tpe3 mocTMapKEeTHHTOBUS MIEPUO]T B pe3yJTaT Ha puloskeHreTo Ha Remicade ca HabnromaBaHu
ClIydad MoJo0HM Ha aHAPUIAKTHYHHI PEaKInH, BKIFOUMTEIHO C OTOK Ha JIapUHKCca WK (apuHKCa,
TEKBK OPOHXOCIIA3bM U T'bpUOBE (BXK. TOUKa 4.4).

Cro011aBa ce 3a cily4ad Ha IPexo/iHa 3ary0a Ha 3peHHUETO 110 BpeMe Ha WIIM B PAMKHUTE Ha 2 4aca Clie]
uHpy3usTa Ha Remicade. CpoOmaBa ce 3a ciydau (HIKOH C JICTAICH U3X0/1) Ha MHOKapIHa
UCXeMUs/MH(PApKT HA MHUOKap/a U apUTMUsI, HIKOH B TSCHA BpeMeBa Bpb3Ka ¢ HH]Yy3UsTa HA
nH(IMKCHMa0; cho0IIaBa ce ChIIO 3a CIy4an Ha MO3BYHO-CHIOBH HHIIUICHTH B TACHA BpeMeBa
Bpb3Ka ¢ nHDY3MUsITa Ha HHPIUKCHUMAO.

Peaxnuu, cBbEp3aHu ¢ MHQY3UATA CIIe]T TOBTOPEH Kype ¢ Remicade

KnuHn4HO mpoy4BaHe NpH MaIMeHTH ¢ YMEPEH JI0 TEKBK IICOPHA3HC € pa3paboTeHo Ja OlleH!
eduKacHOCTTa 1 6€30IaCHOCTTA Ha JBITOCPOYHOTO MOIBPIKAIIO JISYCHNE B CPABHEHHE C TIOBTOPEH
Kypc ¢ Remicade ¢ naayknnoneH pexxum (MakcumyMm 4 nHdy3un Ha 0-Ba, 2-pa, 6-ta u 14-Tta cenmuria)
cien oboctpsiHe Ha 3a0ossiBaHeTo. [lanmeHTHTE HE ca TIoTy4aBaiy ChII'BTCTBAIO0 UMYHOCYIIPECHBHO
neuenue. [Ipu marMeHTHTE B PAaMOTO Ha TIOBTOPHO JieueHue, 4% (8/219) ca momyunau ceprno3na
peaxiusi, CBbp3aHa ¢ nHpysusra, cipsimo < 1% (1/222) ot nareHTHTe Ha MOIBPIKAIIO JICUCHHUE.
[ToBeuero oT cepro3HNTE UH(Y3HOHHH PEAKIMN Ca HACTBITWIN 110 BpeMe Ha BropaTta HH(y3us Ha 2-pa
cenMuiia. lHTEpBaTbT MEXIy MocCieHaTa MO bPIKaIla 1032 U ITbpBaTa peUH IyKIIMOHHA J103a
Bapupa ot 35-231 qau. CUMITOMUTE BKIIIOYBAT, HO HE Ca OTPAaHUYCHH JI0, TUCITHES, YPTHKAPHSI, OTOK
Ha JIMLETO ¥ XUIOTOHHA. BbB Bcuuku citydan jgeueHneTo ¢ Remicade e npexpaTeno n/wim e
HAa3HAYCHO JIPYTO JICUSHHE C IIBJIHO OT3ByYaBaHE HA MPU3HAIIUTE ¥ CAMITTOMHUTE.

3abaBeHa CBPbXYYBCTBHTEIHOCT

B ximHWYHATE TpOyYBaHUS PSAAKO ca HAONIOIaBaH! peaklny Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT,
KOHUTO ca ce MPOSBUIIM Ciie]] Iieproau 0e3 mpreM Ha Remicade mo-manku ot 1 roguna. B
NPOYYBaHUSATA 32 JIEUEHUE Ha IICOPHA3HC, pEaKIMUTe Ha 3a0aBeHa CBPbXUYBCTBUTEIHOCT Ca
BBH3HUKBAJIM IIO-PAHO B X0Za Ha JeyeHneTo. [Ipu3HanuTe 1 CMMITOMUTE BKJIIOYBAT MUAITHH /U
apTpairuu ¢ GeOpHINTET W/UIIN OOPUBH, TIPU HAKOH MAIIMEHTH C IPYPHUTYC, OTOK Ha JIUIIETO, JUTAHUTE
WIN YCTHHTE, qucharus, ypTukapus, 00J1Ka B TbPIOTO U II1aBoOoIHe.
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JlaHHUTE 32 YECTOTA HA PeaKIMUTe Ha 3a0aBeHa CBPbX4yBCTBUTEIHOCT CJIe/ Nepuoan Oe3 mprueM Ha
Remicade, no-apiiru ot ejHa roiMHa, ca HEAOCTATHYHH, HO OTPAHMYCHHUTE JaHHHU OT KIMHHUYHUTE
NpOYYBaHUS COYAT, Y€ C yIb/DKaBaHEe Ha repuoja 0e3 npueM Ha Remicade, pUCKBT OT pa3BUTHE Ha
3a0aBeHa CBPbXUYBCTBUTEIHOCT HapacTBa (Bxk. Touka 4.4).

B eqHOTOMMIIIHO KIIMHUYHO MPOYYBAHE C MHOTOKpATHH WH(Y3UHN Ha nmaruenTy ¢ 6onect Ha Crohn
(mpoyuBane ACCENT I), yecToTaTa Ha B3HUKBaHE Ha HAMOA00SBAIY CEPYMHA OOJIECT PEaKLIUH €
ouna 2,4%.

HNmMyHOreHHocT
[Ipu manueHTHTE, MPU KOUTO CE Pa3BUBAT aHTUTENA CPpeIly HHDIUKCUMAO, € MO-rojisiMa BEPOATHOCTTA

(npubam3uTenHo 2-3 MbTH) 32 B3HUKBaHE HA WH(PY3UOHHU peakiyu. M3riexna, 4e ChBMECTHOTO
NPUIOKEHUE ¢ IMYHOCYIPECOPH HaMalsiBa 4YeCTOTaTa Ha Bb3HUKBaHE HAa WH(PY3MOHHU PEaKIHH.

B knmuHUYHM pOoyYBaHUs HA €THOKPATHO U MHOTOKPATHO MpPUJIOKEeHUE Ha HHIHKcuMal B 1031 oT |
1o 20 mg/kg, anTurena cpemty HHQJIMKCUMA0 ca yCTaHOBEHU NpH 14% OT manueHTure, mojrydaBaiiu
OCBEH TOBa U IMYHOCYTIpECOpH, U 1pu 24% OT ManueHTuTe, KOUTO He MOJTy4aBaT HMyHOCYIIPECOPH.
IIpu nanueHTUTE C PEBMAaTOUIEH apTPHUT, JIEKYBaHH 110 IIPENIOPbYaHaTa CXeMa C MHOIOKPaTHO
NPUIOKEHUE HAa METOTPEKcaT, aHTUTeNa cpelty HH(IkcruMab ca ycraHoBeHH pu 8% oT
naipeHTure. [Ipy marueHTuTe ¢ NCOpHaTHICH apTPHT, JIeKyBaHu ¢ nH(mKkcumMad B 1o3a 5 mg/kg cbe
M 0e3 METOTpeKcaT, auTUuTeNa cpelty HH(IMkcnMab ca ycraHoBenu nipu 15% (mpu 4% ot
MaIMeHTHTE, OTyYaBalllld METOTPEeKcaT, U Ipu 26% OT MallMeHTUTE, KOUTO He ca OWIIM Ha JICYCHHUE C
METOTpEKCaT B HAYaJIOTO Ha JiedeHuneTo ¢ nHpmkcumal). [Ipu marmentute ¢ 6onect Ha Crohn, kouto
ca OMJIM Ha TOJUIBPIKAIIIO JICYCHHE, aHTUTENA CPelly HHPIMKCUMA0 ca ycTaHOBeHH 00110 mpu 3,3% oT
MAIMEeHTHTE, OJIy4aBaIl UMyHOCynipecopu U ipu 13,3% oT manueHTuTe, KOUTO HE ca MOTy4aBain
UMyHOCyTpecopH. YecToTaTa Ha pa3BUTHE HA aHTHUTENA € 2 710 3 IIBTH IT0-BUCOKA NPH MAIMEHTH,
JIEKyBaHU €MH30An4HO. [lopaau MeTO0OTHYHNTE OTPAaHWYEHHS, OTPHLATEITHUSAT Pe3yiITaT He
H3KJII0OYBa HAJIMYUCTO HAa aHTUTCIIa CPCUTY I/IHq)J'H/IKCI/IMa6. HpI/I HAKOHW MAIUMECHTH C aHTUTCIIa CPCILY
MHQIMKCUMAa0 BB BUCOKM TUTPH CE YCTAHOBSBAT AaHHH 32 HaMaJsiBaHE HAa ePUKACHOCTTA Ha
neuyenneto. [Ipu npubnuzurenso 28% oT NaLMEHTUTE C IICOpUA3HC, OTydaBaid MHPIUKCHUMA0 KaTo
MOJTBPIKAIIO JIEUeHUE U 0€3 CHITbTCTBAIIO JICYSHNE C UMYHOMOIYJIATOPH, C€ YCTAHOBSBAT aHTHTENA
cpenry uHpIHKcUMaO (BK. Touka 4.4: | VIHQY3MOHHN peaKiK U CBPbXUyBCTBUTEITHOCT”).

HNndexknnn

ITpu manuenTy, JiekyBanu ¢ Remicade, ca HaOmoaBaHu TyOepKyJ103a, OaKTepUaHA HHPEKIUH,
BKJTFOUHTEITHO CETICUC U ITHEBMOHUY, UHBA3UBHU I'bOUYHHU, BUPYCHH U IPYTU OMOPTIOHUCTHYHH
uHdekmu. Hakou oT Te3u HHPEKIMK ca OUITH ¢ JIETAJICH U3X0/T; Hall-4eCcTO ChOOIIaBaHUTE
OTIOPTIOHUCTUYHHU MHPEKIMY C YECTOTa Ha CMBPTHH CiIy4au > 5% BKIIOYBAT THEBMOIIMCTHA
HEBMOHHMS, KaHINU03a, JINCTEPUO3a 1 acriepruio3a (Bk. Touka 4.4).

B xnuHM4HMTE ipoy4BaHus npu 36% OT monydyaBanute MHOIMKCMMA0 MAUeHTH Ce € Hajlaraio
JICYCHUE W Ha MH(EKIUH, JOKATO MPH MAUEHTHTE, MOIy4aBaiy mianedo — npu 25%.

YecroraTa Ha CeprO3HNUTE MHPEKIMHU, BKIFOYUTEIHO U Ha ITHEBMOHNH, B KIIMHUYHUTE TIPOYYBAHUS 32
JieueHUe Ha PEeBMAaTOWJICH apTPHT € MO-BUCOKA NP TMAIUCHTHUTE, JIEKyBaHU ¢ MHPIUKCUMA0 1
METOTpEKCaT, B CPABHEHHE C MAIMEHTHTE, JISKYBaHH CaMO ¢ METOTPEKCaT, 0cO0eHo TpH 1031 6 mg/kg
WU T10-BHCOKH (BXK. TOUKa 4.4).

Cnopezx CIIOHTAaHHUTC IMMOCTMAapPKETUHI'OBU C’bO6HIeHI/I$I Hal-4eCTHUTE CCPUO3HU HEKEIIaHU pCaKIU Ca
uHdekmute. Hsakon ot Te3u ciyyan ca Ouiu ¢ yietane u3xo. [pubnusurenno 50% oT cMbpTHHTE

cJIydau, 3a KOUTO UMa ChOOIICHUS, ca OWIIM BBB Bpb3Ka ¢ nHpekius. Fima choOIIeHus 3a ciiyvan Ha

TyOepKyIi03a, HIKOH OT KOUTO C JISTAIICH W3X0/1, BKIIFOUMTEIHO M HA MIJIHAPHA U €KCTPAIyJIMOHATHA
Tybepkyno3a (Bxk. Touka 4.4).

3nokauecTBeHH U JIMMQonpoarudepaTuBHU 3200 IBAHNS

B knmuHMYHKTE TpOyYBaHUs ¢ MHPIMKCUMAO, B KOUTO ca JiekyBaHu 5 780 manueHTu

(5 494 nanyeHTOroJMHM), ca YCTAaHOBEHHU 5 citydasi Ha TUMQPOMH U 26 cirydasi Ha pa3iIudHu OT
auM(pOMH 3710KaueCTBEHH 3a00isaBanus, nokaTo pu 1 600-re manueHTy, moyry4aBajiy miamnedo
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(941 marpeHTOrOAMHM) € OTKPUT 1 Ciiydaii Ha pa3mudHO OT TUM(pOM 3JI0KAUECTBEHO 3200 IsBaHE U
HUTO €IUH JTUMGOM.

OT 710 5-TOAUIIIHOTO MPOCIIEAIBaHE HA MAMSHTUTE OT MPOYYBAHKUATA ¢ HHPIUKCUMAO 110 OTHONICHHE
Ha Oe3onacHoctTa (6 234 nanmenroroanny, 3 210 nanueHTH), UMa ChOOLIICHNUS 32 5 ciydas Ha
pasBuTHe Ha TuMQPOMHU 1 38 cirydas 3a pa3BUTHE Ha Pa3IU9HU OT JIUM(OM 310KadeCcTBEHN
3a00JIsBaHUsl.

B nmoctmapkeTrHroBus repuox ce cholIana 1 3a Cliydan Ha 3JI0Ka4eCTBEHH 3a00IIIBaHuUS,
BKJTFOUHMTEITHO TUM(DOM (BXK. Touka 4.4).

B ximHWYHO poyYBaHe MpH MAIUEHTH C YMEPEeHO TexKa 10 Texkka XObb — OuBIIM Wi HaCTOSIIN
nyurayd, 157 Bb3pacTHU MalMEeHTH ca JieKyBaHu ¢ Remicade B 103u, OMUM3KK 10 IpUJIaraHUTE MPH
peBmartousicH apTpuT u 6onect Ha Crohn. [Ipu 9 OT Te3u MaMEeHTH ca OTKPUTH 3JI0Ka4eCTBEHH
3a00JIABaHNYs, BKIFOYUTETHO U eiH TuM¢oM. MennaHara Ha IPOIBIDKUTETHOCTTA Ha
npociensBaneTo e 0,8 rogunu (3aboneBaemoct 5,7% [95% moseputeneH uaTepBai 2,65%-10,6%]. B
KOHTPOJIHATA Ipymna OT 77 manueHTy uMa |1 choOlIeHne 3a 3710KadecTBEeHO 3a00sBaHe [Meqrana Ha
IPOABIDKUTENHOCT Ha npociensaBane 0,8 roguny; 3adonesaemoct 1,3% [95% noBepurtesneH uHTEpBal
0,03%-7,0%]). OcHoBHaTa 4acT OT 3JI0KaueCTBEHUTE 3a00JI1BaHMs ca OMIIM HOBOOOpa3yBaHMs Ha
OenuTe TPoOOBE, TIaBaTa WK IIHATA.

B monynanuoHHO peTpOCIEKTUBHO KOXOPTHO MPOYYBaHe, € OTKPUTA MOBUIIICHA YECTOTa Ha
LEepBUKAJICH KapIIUHOM IIPU )KEHU C PEBMATOUJICH apTPHT, JIEKyBaHU ¢ MHPIUKCHUMA0 B CpaBHEHHE C
ManueHTH, KOUTO HE Ca JICKYBAaHU C 6I/IOHOFI/I‘IHI/I MMPOAYKTH UIIN O6H121Ta MnomyJjanus, BKIIOYUTCIIHO U
TEe3H Ha Bb3pacT Haja 60 roauau (BXk. Touka 4.4).

B nombiHeHUe, MMa MOCTMApKETHHTOBH ChOOIICHHS 33 pa3BUTHE HA XenaroiueHalneH T-kieTbueH
auMQOM TIpH TMALKMEHTH, JeKyBaHu ¢ Remicade, kaTo mo-royisiMara 4acT OT T3 Cilydad Bb3HUKBAT
npH naueHTH ¢ 6onect Ha Crohn WK yiauepo3eH KOJIHT, TIOBEYETO OT KOUTO Ca FOHOIIN MK MIIaTH
MBxKe (BXK. Touka 4.4).

CoprieyHa HEAOCTATHYHOCT

[Tpu ®aza Il npoyuBaHe, yusITO 1€ € OMIIa OIIEHKA HA JIedeHneTo ¢ Remicade nmpu manueHTH che
3CH, npu nexyBanute ¢ Remicade maiueHTs € ycTaHOBEHA MO-BUCOKA CMBPTHOCT B PE3YJITaT Ha
BJIOIIIaBaHE Ha ChpJEYHATa HEJAOCTATHYHOCT, OCOOCHO MPH MANMEHTHUTE, JIEKYBaHU C BUCOKA /1032 —
10 mg/kg (T.e. ABYKpaTHO MO-BUCOKA OT YTBBpJeHATa 103a). B ToBa mpoyuBane 150 mamueHTH ChC
3CH III-IV ®K o NYHA (sieBokamepHa ¢pakiiust Ha u3miackpane < 35%) ca nojyyaBaji 1o

3 undysun va Remicade B mo3a 5 mg/kg, 10 mg/kg v manebo B mpoasbkenne Ha 6 cemmunm. B
pamkute Ha 38 cenmuiu ca mounHany 9 ot 101 manmenTw, nekyBanu ¢ Remicade (2 nexyBanu B 103a
5 mg/kg u 7 nexypanu B 103a 10 mg/kg), 10karo oT 49 manueHTH, MOIyYHIU 1ae0o, € IoYHHa
caMo eJlUH.

[Ipe3 mocTMapKeTHHTOBUS TIEPUO]] IMa CHOOIIIEHHUS 32 BIOIIABaHE Ha ChPJIeYHA HEIOCTATHYHOCT IIPH
MAIMeHTH Ha JieueHre ¢ Remicade, kaTo ycTaHOBSBAaHETO HA OTKJIFOYBAIIH (DAKTOPH B HIKOM CIIydaH €
BB3MOXKHO, a B Ipyru — He. [Ipe3 mocTMapKeTHHTOBUS TIEPUO/]T UMa U ChOOIIEHHUS 32 HOBOOTKPHUTA
ChpJIeYHa HEJIOCTATHUYHOCT, BKIIOYUTEITHO U MPH MAIUeHTH 0e3 TaHHU 3a MPEAIIECTBAII0
CBhPJEYHO-CHA0BO 3a0osaBane. Cpel Te3U MalMeHTH UMa | TaKWBa Ha Bb3pacT nox S0 roauHu.

XemaroOmImapHy HapYIICHIS

B ximHWYHE ipoyuyBaHus 3a JiedeHne ¢ Remicade ca HaOnromaBaHu citydaun Ha JIEKO JIO yMEPEHO
nosumaBane Ha AJIAT u ACAT 6e3 nmporpecust KbM TEKKO YepHOAPOOHO yBpeknane. HabromaBanu
ca noumasanust Ha AJIAT > 5 et ropHata rpanuna Ha Hopmata (UNL) (Bx. Tabmura 2).
[ToBumraBane Ha TpancamuHazute (1mo-yecto Ha AJIAT, otkonkoro Ha ACAT) e HaOnronaBaHo 110-
YEeCTO TPH MAIMEHTUTE Ha JiedeHne ¢ Remicade, 0TKOIKOTO B KOHTPOJIHUTE TPYITH — KaKTO IPU
MoHoTepamus ¢ Remicade, Taka v Ipy NPUIIOKEHUETO My B KOMOUHAIIHMS C UMYHOCYTIpecop. B
MOBEUYETO CITyYaH MOBHIIABAHETO HA TPAHCAMUHA3UTE € IPEXOTHO; BCE TaK, MPH MaJKa 4acT OT
MAIUEHTUTE, CH3UMHUTE Ca OCTAHAIH MTOBHUILIEHH MO-TIPOIBIDKUTENHO Bpeme. Haii-o0110, nanuenture,
npu kouto ce nmoBumasat AJIAT u ACAT, octaBaT aCHMIITOMAaTHYHA U CTOMHOCTUTE HA €H3UMHUTE CE
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HOHIKABAT WM c€ HOPMAJIM3UPAT U NIPH POABIDKABAHE, U TIPH CIIMpaHe Ha jiedeHneTo ¢ Remicade,
KaKTO M IIPH KOPEKIMS Ha ChITbTCTBAIIATa Tepanus. [Ipe3 mocTMapKeTHHIOBHS IIEPHOJ] NMa
CHOOLICHNS 32 UKTEP U XETAaTHUT, TIOHSIKOTa C XapaKTepUCTHKA Ha aBTOMMYHEH XeMaTHT, IPH
NalUeHTH, JiekyBaHu ¢ Remicade (Bxk. Touka 4.4).

Tabauua 2
IIpouenT Ha manueHTUTe ¢ NoBuIeHne Ha AJIAT npy KIMHAYHA NPOYYBAHUSA
ITokazanue Bpoii nanuenTn® Menunana Ha >3 x ULN >5x ULN
repuosa Ha
npocieasBaHe
(cenvmunn)*
wiane6o | uHpumken | mianebo | Undnuke | ruane6o | mHGmukcH | ruane6o | MHQIUKC

Mab nmab Mab nmad
PeBmatoune 375 1087 58,1 58,3 3,2% 3,9% 0,8% 0,9%
H apTpuT?
bonect Ha 324 1034 53,7 54,0 2,2% 4,9% 0,0% 1,5%
Crohn?
Bonect Ha N/A 139 N/A 53,0 N/A 4,4% N/A 1,5%
Crohn mipu
Jena
VYieposex N/A 60 N/A 49 4 N/A 6,7% N/A 1,7%
KOJIUT NPH
Jena
VYiueposeH 242 482 30,1 30,8 1,2% 2,5% 0,4% 0,6%
KOJIUT
AHKHMII03Mpa 76 275 24,1 101,9 0,0% 9,5% 0,0% 3,6%
i
CIIOHJIJTUT
[Tcopuaruue 98 191 18,1 39,1 0,0% 6,8% 0,0% 2,1%
H apTpHUT
Icopuasuc ¢ 281 1175 16,1 50,1 0,4% 7,7% 0,0% 3,4%
TUIAKH

! Maumenrure B mane6o TPYIIUTE MOTydaBaT METOTPEKCaT, JOKATO TE3H B IPYNUTE HA JIEIEHHE C HHPIMKCUMA0

MOJTy9aBaT KaKTo HHPIUKCHMA0, Taka H METOTPEKCAT.

[ManyienTuTe B Iutane6o rpynure, npu asete npoyusanus ¢asa Il npu 6onect Ha Crohn - ACCENT I u ACCENT I,
MoJTy9aBaT HadanHa 703a oT 5 mg/kg nHdIMKCHMa0 B HAYaIOTO HAa MPOYYBAHETO, KaTO MO BpeMe Ha MOAbp KaniaTa
(a3a momy4asar miane6o. [lanuenTrTe, KOUTO ca PaHIOMH3HPAHH B TPYIHTE Ha MOAIBPIKAIIO JICUSHHUE, TTOTyIaBaIln
iane6o, HO BIIOCTIECTBUE MUHABAT Ha JieueHHne ¢ HHPIMKcMab, pu aHanmm3a Ha AJIAT ca BKIIIOYEHH B TpyIiaTa Ha
nedyeHue ¢ nHQUKcnMad. B nanurane dasa I1Ib npu 6onect Ha Crohn - SONIC, naunenTute Ha miane6o ca
noy4yaBanu AZA 2,5 mg/kg/nHeBHO KaTo aKTUBHA KOHTPOJIA B IOBIHEHUE KbM HH(Y3UHUTE Ha ruiane6o
nHpIMKCHMa0.

Bpoii manmenTy, npu KouTo ca orneHsBaHu croitHoctuTe Ha AJIAT.
Mennanata Ha IepruoOfa HA MPOCIEAIBaHEe € Bb3 OCHOBA Ha Opost Ha JISKyBaHUTE MTAINCHTH.

Awnrtunykieapuu anturena (ANA)/antutena cpemty nsoiiHoBeprkHa JIHK (anti-dSDNA)

[Tpu npuOAM3UTEHO MOJIOBUHATA OT JICKYBaHUTE B KIIMHUYHH IPOYUYBAHUS C HHPIMKCUMAO
MAIMeHTH, KOMTO M3XOIHO ca Ouiu HeratuBHM 32 ANA, B Xx01a Ha ipoyuBaHeTo ANA ca ce
MO3UTUBHUPAIIN — 32 CPABHEHHUE MPU MONIYy4MIHTE Miane6o nanueHTH ANA ca ce Mo3UTHBHUPAIH MTPH
npubnusutenHo 1/5. Anti-dsDNA anTuTena ce OTKpHUBaT 3a IbPBU BT P NpUOIU3UTENHO 17% OT
JIeKyBaHUTE C HHGIIMKCUMAaO0 MalueHTH, JOKaTo Npu noyuunute mianedo — npu 0%. o mocnennu
JnaHHu 57% oT nekyBaHuTe ¢ MHQOIMKCUMa0 narreHTu octasaT anti-dsDNA nonokutentnu. Benpeku
TOBA, ChOOIICHHATA 32 PAa3BUTHE HA JIyITyC-TI0JI00CH CHHIPOM HE ca 4eCTH (BXK. Touka 4.4).

IHequaTpyyHA MONMYJIAIUSA

IlanueHTH ¢ FOBEHMIICH PEBMATOWICH apTPUT

Remicade e u3cnenBan B KMMHUYHO npoyuBaHe npu 120 manuenty (Ha Bb3pact 4-17 rogunu) ¢
aKTHBEH IOBCHHUJICH PEBMATOUICH apTPUT BBIIPEKH JICUCHUETO ¢ MeTOoTpekcat. [Ipu manuenTure ca
npuiaranu 3 wim 6 mg/kg napMKkcMMad kaTo 3-1030B HHAYKIIMOHEH pexkuM (Ha 0, 2 1 6 cenMuIia
WK ChOTBETHO Ha 14, 16, 20 ceamuia), mocieBad OT MOAIbPXKAIIO JICYSHUE BEIHBK HA BCCKU

8 ceqmuIM, CHBMECTHO C JICUSHHE C METOTPEKCaT.
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HNudy3nonan peaknnn

WH}y3noHHN peakuu ca ce pa3BuiIu npu 35% OT NanueHTHTe C IOBEeHUIICH PEBMAaTOUICH apTPUT,
JeKyBaHH ¢ 103a 3 mg/kg, TokaTo mpu NalMeHTUTe, JIEKyBaHu ¢ 103a 6 mg/kg, nady3nonHN peakunu
ca ce pa3Buiu npu 17,5%. B rpynara nanuenty, gekyBanu ¢ Remicade ¢ no3a 3 mg/kg, npu 4 ot
60-Te maruenTH ca HaOJII0IaBaH! CEPUO3HU MH(Y3HOHHU PEAKILUH, a TIPH 3 OT MAIMEHTUTE € NMAaJI0
CbMHEHHE 32 aHapWIAKTHYHA peakuus (KaTo B 2 OT CIy4YauTe ce € Kacaeso 3a CEpHo3Ha peaKius,
cBbp3aHa ¢ uH(y3uATa). B rpymnara nammenTH, JekyBanu ¢ go3a 6 mg/kg, mpu 2 ot 57-Te nanueHTH ca
HaOJII01aBaHN CEPHO3HN HH(Y3HOHHN PEaKIUH, KaTo B €IMHUS CIIydail € NMajo CbMHEHHE 3a
aHauIaKkTHYHA peakuus (BK. Touka 4.4).

HmyHOreHnsoct

Pa3Butue Ha aHTUTENA cpenly uHpIMKCHMa0 € HaOmoaaBaHo npu 38% OT MalMeHTHTE, JICKYBaHH C
no3a 3 mg/kg, moKkaTo Npyu NalMeHTHTE, JIeKyBaHu ¢ 103a 6 mg/kg — npu 12%. Turpute Ha
aHTHTeNaTa ca OWIIM 3HAYUTEITHO IT0-BHCOKH B IpyIaTa MalueHTH, JeKyBaHu ¢ 1o3a 3 mg/kg,
OTKOJIKOTO B IpyTiata MalueHTH, JJeKyBaHu ¢ 103a 6 mg/kg.

WNudexnnn

Wndexuun ca HaOmonaBanu npu 68% (41/60) ot neuarta, nekyBanu ¢ nHpnkcumad ¢ go3a 3 mg/kg B
npoabDKeHHe Ha 52 ceamuty, ipu 65% (37/57) ot nenata, nekyBanu ¢ nHpukcumab ¢ go3a 6 mg/kg
B IIpoAb/DKeHUE Ha 38 cenmuity, u ipu 47% (28/60) ot aenara, nony4apaiy miarne0o B MPOIbIIKCHHIE
Ha 14 cemqmuny (BXK. Touka 4.4).

Bonect na Crohn npu neauaTpuyHy NalMEHTH

B mpoyusanero REACH cnennuTe HeXXellaHU peakiliy ca ChOOIIaBaH! M0-9eCTO MPH MeANATPHIHU
nauenTu ¢ 6omect Ha Crohn (Bxk. Touka 5.1), OTKOJIKOTO MPH BB3PACTHH MAITUEHTH C OOJIECT Ha
Crohn: anemust (10,7%), kpbB B u3npaxuenusra (9,7%), nepkonenus (8,7%), 3auepssiBane (8,7%),
Bupycuu napexunu (7,8%), neyrponenus (6,8%), 6akrepuannu napexnuu (5,8%), anepruuau
peaKnuu ¢ NposiBM OT CTpaHa Ha AuxaTeinHuTe nbruma (5,8%). B noneianenue, ca cpo01IIeHN KOCTHH
dpaktypu (6,8%), 3a KouTo 0baUe He € yCTaHOBEHA MPHYNHHO-CIIEACTBEHA Bph3Ka. ITo-m1oiy ca
M30pOEHU HAKOU MO-CHEIUAIHU ChOOPAKEHUS.

Peakuum, cBbp3anu ¢ uHQY3HUITA

B mpoyuBaneto REACH 17,5% oT pannoMu3upanuTe MalMeHTH ca pa3Buin 1 wim noeeye
MH(Y3MOHHU peakuuu. He e umano ceprno3nn nH(QY3HOHHH PEAKLUH, a [IPH ABaMa OT MAL[EHTUTE B
REACH ca ce pa3Buiyu aHaQUIaKTHYHHA PEAKLIUH, KOUTO HE ca OMJIM CEpHO3HHU.

NMyHOreHHOCT
AmnTHTeNna cpenty nHGIUKCUMao ca oTKpUTH 1ipu 3 (2,9%) oT neAnaTpu4HUTE HalUeHTH.

Nuadexyn

B nmpoyuBanero REACH cpobuienus 3a nnpexuu uma npu 56,3% oT paHIOMU3UPAHHUTE MTALlUEHTH,
nexyBaHU ¢ HHPMKcuMad. ChoOmeHnsITa 3a MHPEKIUH ca M0-4YeCTH NIPU TAI[MEeHTH, IPH KOUTO
WH(Y31H ca IpaBeHH Npe3 8 CeIMUIIN, OTKOIKOTO MPY IMALUEHTH, TPU KOUTO ca MPAaBEHU Ipe3

12 cemqmutu (cpotBeTHO 73,6% 1 38,0%), MOKaTO CHOOIIEHNS 32 CEPHO3HU HH(PEKIINN UMa TPU

3 manueHTH B rpynara Ha HHQY3Uu TIpe3 8 CeMUIH U P 4 MAIMEeHTH B TpyIiaTa Ha WHQY3UH 1pe3
12 cenmunu. Haii-uecTto cro0maBanuTe HHGEKIUH ca MHPEKIUATE HA TOPHUTE TMXATEIHH IIBTHIIA U
(dapuHIUTH, a Hali-4eCcTO ChOOIaBaHaTa cepro3Ha nHbekius ¢ adciec. Mima choOI1IeHus 3a Tpu
clyuast Ha THEBMOHUS (€JHAa CEpPHO3HA) U JIBa CIydvas Ha Xxepriec 30c¢Tep (4 ABara He ca CePUO3HN).

Y1epo3eH KOIUT IpH Jena

Karo uso, Hexxenanute JiekapcTBEHH PEaKLUH, ChOOIIEHN B KIMHUYHOTO U3MHUTBAHE MPU YIILEPO3eH
kosuT nipu Aena (C0168T72) u npoyuBaHusTa IpH yILepo3eH KouuT ripu Bb3pacTHu (ACT1 u
ACT2), ca cxogan. B C0168T72, Haii-uecTHTe HEXETAHN PAKIIAHN ca MHPEKIIUA Ha TOPHUTE
JUXaTeTHN MbTUIIA, (PapUHTUT, KOpeMHa O0JKa, MOBHUIIIEHA TEMIIepaTypa U riaBodonue. Hail-uecto
cpelllaHaTa He)KelaHa JIEKapCTBEHa peaklus € BIIOIABAHE HA YILEPO3HUS KOJIUT, YUSATO 4ECTOTA €
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OwuIta Mo-BUCOKA MPH MAIMEHTUTE Ha 12-ceqMHUYeH, B CPaBHEHHE C Ta3U MPH MAIUSHTHTE HA
8-ceqMuUeH 10308 PEIKHM.

Peaknuu, cBbp3anu ¢ uHpy3UATA

Kato 10, 8 (13,3%) ot 60 sieKkyBaHH MAIHEHTH Ca TOJYYH/IM eIHA UK [TOBEYE PEaKIIUH, CBhP3aHH C
uHQy3usTa, kato 4 ot 22 (18,2%) ca npu 8-cemmuunus u 3 ot 23 (13,0%) - npu 12-cenmuyaaus
PeKHUM Ha MO IbpKaIa Tepanus. HaMa choOIeHN CepHO3HU PEaKIIMH, CBhP3aHU C HH(DY3HUATA.
Benunu peakiuu, cBbp3aHu ¢ HHPY3HATA, ca JISKU 0 YMEPEHH 110 HHTCH3HBHOCT.

MMyHOr€HHHOCT
AHTHuTena kM uHpIUKCUMa0 ca Ounu ycranoBeHH nipu 4 (7,7%) nmanuenTH npe3 cenMuia 54.

Nudexnun

WNudexnnu ca cpobmenu npu 31 (51,7%) ot 60 nexyBanu mauuenty npu CO168T72, a mpu 22
(36,7%) ce € HAOKUIIO TIEPOPATHO WM APEHTEPATHO aHTUMUKPOOHO JieueHue. [IpoIeHThT Ha
nanueHTuTe ¢ nHPeknmu npu CO168T72 e cxojieH ¢ TO3M MPU NETUATPHUIHOTO POYIBAHE MPH OOJIECT
Ha Crohn (REACH), HO 10-BHCOK B CpaBHEHHUE C TIPOYYBAHUATA P BB3PACTHH C YILIEPO3€H KOIUT
(ACT 1 u ACT 2). Obmiara yectota Ha uapexmu npu CO168T72 e 13/22 (59%) npu rpynara Ha
MOJIBPIKALIO JIedeHne Ha Bceku 8 cenmunm u 14/23 (60,9%) npu rpynaTta Ha mOAABPIKAILO JEYCHUE
Ha Bceku 12 ceamunm. MHpekuu Ha ropauTe auxareanu mbruma (7/60[12%]) u dapunrur (5/60
[8%]) ca Haii-uecTo chobImaBaHuTe HHPEKITNK Ha qUXxaTeaHara cucteMa. CepHo3HU HHPEKIHH ca
crobmmenu npu 12% (7/60) oT BcHYKH JIeKyBaHU MAIIACHTH.

B ToBa mpoyuBaHe e MMaio MoBeue MalUeHTH B IpynaTa Ha Bb3pacT oT 12 10 17 roanHu, OTKOJIKOTO B
rpymnara Ha Bb3pacT ot 6 1o 11 roauuu, (45/60 [75,0%]) copsimo 15/60 [25,0%]). Berpeku ue OGposit
Ha MAIMEHTUTE BB BCSAKA MOATPYIA € TBBPAC MAIBK, 32 Ja C€ HAIPaBAT HAKAKBY OKOHYATEITHH
3aKIIIOYEHUsI OTHOCHO BIIMSIHUETO Ha BB3PACTTa BEPXY Npoduiia Ha 6€30MacHOCT, O-BHUCOK MPOLICHT
MalMeHTH B TpyIara Ha Mo-MaJlkaTa Bb3pacT ca OWIIM ChC CEPHO3HH HEXETaH! PEaKIHu 1
IpeKpaTsBaHe Mopaan HeXeJaH! JIEKAPCTBCHH PEAKLUH, B CPAaBHEHHUE C TpyIaTa Ha NalMeHTUTE Ha
MO-TOJIIMAaTa Bb3PacT. BhIpeKky ue MpoleHThT Ha MAlMEHTHTE ¢ MHPEKIINU € OHJI ChILO MO-BUCOK B
MO-MJIa/IaTa Bb3pacToBa IPyma, NPOIEHTHT Ha CEPUO3HUTE UH(EKIINU € OHII CXOZICH B JIBETE
BB3pacToBU rpynu. KaTo 1510, NpoLeHTHUTE Ha HEXKETaHUTE JIEKapCTBEHH PEAKLIUU U PEaKLUHTE,
CBBpP3aHH ¢ UHPY3HUHTE, ca O CXOIHU MEeXKAY Tpyrute oT 6 10 11 u ot 12 go 17 ronuuwm.

IlocTMapKETHHIOB OITUT

ITocTMapKkeTHHTOBUTE CIOHTAHHM, CEPUO3HU HEXKEIIAHU pEeaKLUU MPH IPWIOKEHUETO Ha
WHQIMKCUMA0 MPY NeIuaTpUYHA MOIyJIalis BKIFOUBAT PA3BUTHETO Ha 3JI0KaYECTBECHH 3a00IBaHUs,
BKIIIOUMTEITHO U Ha XemnaTojreHaneH T-KieTbueH TUM(POM, IPEXOTHO OTKIIOHEHUE Ha YePHOPOOHUTE
€H3UMH, JIyITyCc-0J00CH CHHAPOM, IIO3UTUBHPAHE 3a aBTOAHTHUTENA (BXK. TOuku 4.4 u 4.8).

JonmbanuTteana nHgopManus 3a cienquaTHu MOMyJIAINN

Cmapuecka 6v3pacm

B xiMHWYHM IPOYYBaHWS IPU PEBMATOHICH apTPHT, YECTOTATa HA CEPHO3HH MHPEKIIMHU ITPH
nanueHTuTe Ha 1 Haja 65 rogunu (11,3%), nekyBanu ¢ nHpIMKCHMa0 TUTIOC METOTpaKcaT, € Ouia 1mo-
rojsiMa OT Ta3W NpH MalUeHTUTe oA 65-ronumHa Be3pact (4,6%). Ilpn nanuenTure, JeKyBaHH caMo
C METOTpaKcaT, YeCTOTaTa Ha CEpUO3HUTE HHpEeKIHU € Ouna 5,2% npu naiueHTUTe Ha ¥ Hajl

65 roguHu B cpaBHEeHUE ¢ 2,7% TpH manueHTure noa 65 roauau (Bx. Touka 4.4).

Cnol1aBane Ha OJI03UPAHU HEXKEJIaHW PEAKIIUH

Crpo01aBaHeTo Ha 110/103MPaHU HEXKeJIaHU PEeaKLuy ClIe]] pa3pellaBaHe 3a yrnorpeda Ha JIEKapCTBEHUS
HPOIYKT € BayKHO. ToBa M03BOJIsIBA /1a MPOABIDKN HAOIIOICHUETO Ha CHOTHOILIEHHETO TT0JI3a/pUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEAULIMHCKUTE CIICUATIICTH CE U3UCKBA Ja ChOOLIaBaT BCSIKa
N0JJ03MpaHa HeXellaHa Peakiysl Ype3 HallMOHAIHATa CHCTeMa 3a ChOOIIaBaHe B:

M3mpaHuTENHA areHnys 1Mo JeKapcTBaTa

yi. ,,Jlamsa I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417
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4.9 TIlpemo3mpane

Ciyuan Ha nipeto3upane He ca cbobiaBanu. [Ipunaranu ca equangnu 1034 10 20 mg/Kg 6e3 nposiBu
HA TOKCUYHOCT.

5.  ®APMAKOJOIMYHU CBOMCTBA

5.1 ®apmakoauHAMHYHU CBOHCTBA

dapmMakoTepaneBTHYHA rpymna: IMyHOCYIpecopH, HHXUOUTOPH HA TyMOP-HEKPOTH3HMpAI (haKTop
anda (TNF,), ATC xox: LO4ABO02.

MexaHu3bM Ha J1eliCTBHE
Nuadnukcumad e XUMEpHO YOBEIIKO-MHUIIIE MOHOKJIOHATHO aHTUTSIIO C BUCOK a(UHUTET KAKTO KbM
pasTBOpHMUSL, Taka 1 KbM TpancMeMOpanuus TNF,, Ho He u kbM JuMpoTokcud o (TNFg).

DapMakoIUHAMUYHH eeKTH

Nudiarkcumad naxubupa GpyHKIMoHaIHaTa akTuBHOCT Ha TNF, nipu u3ciensane ¢ roasiM 6poii in
Vitro Metoau 3a GHOTOrHYHA aKTUBHOCT. MH(IHMKCHMAa0 mpeaoTBpaTsaBa pa3BUTHETO HA 0OJIECT PH
TPAHCI'CHHU MUIIIKH, KOUTO 6OJ'I€)Z[YB3T OT IMOJIMAPTPHUT B PE3YJITAT HAa KOHCTUTYIIUOHAJIHA CKCIIPECUA
Ha yoBemku TNF,, a koraTo ce npuara cien oTKIr0uYBaHe Ha 0oJiecTTa, BOAHU 10 Bb3CTAHOBSBAHE Ha
craBHHTE epo3uH. IN Vivo nadarkcumad 66p30 06pa3yBa cTabMITHN KOMIUTEKCH ¢ YoBemKust TNF,,
KaTO TO3M MPOIIeC MPOTHYA YCIIOPEIHO ChC 3ary0daTa Ha OuosiornyHa akTuBHOCT Ha TNF,,.

B craBHaTa Te4HOCT Ha NALMEHTH C PEBMATOUICH apTPUT C€ YCTAHOBSIBA MOBUIIEHA KOHLCHTPALMS Ha
TNF, 1 Ta3u KOHIIEHTpaIUs KOperpa ¢ akTHBHOCTTA Ha OoJectTa. [IpnnoxkeHnero Ha HHPIMKCUMAO
npy OOJTHU ¢ peBMATOMJICH apTPUT BOJM O HAMasiBaHE Ha MHDUITpaLUsATa HA 3aCETHATUTE CTABU OT
KJIETKH Ha BB3MAJICHUETO U OTPaHNYaBa eKCIpecusaTa Ha MEAUaTOPH Ha KJIEThYHATA aJaXe3Hsl,
XEeMOaTPaKTaHTH, KAaKTO U pa3pyllaBaHEeTO Ha CTaBHMA Xpylisi. Cien ieueHreTo ¢ nHGIMKcumMad npu
NAIMCHTHTE Ce YCTAaHOBSIBA MIOHMKaBaHE Ha CEPYMHOTO HUBO Ha UHTepIieBKuH 6 (IL-6) u
C-peaxtuBer nmpoterd (CRP) 1 noBuiapaHe HUBOTO Ha XEMOIIOOWHA TIPU MAIIMEHTH ¢ PEBMATOUICH
apTPUT, KOUTO ca C MOHMKEHO HUBO HAa XeMOIJIOOWH, B CpaBHEHHE C N3XOAHUTE cToiHOCTH. He ce
YCTaHOBSIBA 3HAUMTEITHO TIOHIKaBaHe Ha Opos Ha nepudepHuTe JIMMQPOLUTH, HUTO Ha
nposrdepaTUBHHUS UM OTTOBOP MpH IN Vitr0 MUTOTEHHA CTUMYJIAIUSI B CPABHEHHE C KIIETKUTE OT
HeJleKyBaHU nanuenTy. [Ipu manuenTy ¢ ncopuasuc JedeHnero ¢ nHpIMKcumad Boau 10
OrpaHHyYaBaHe Ha EMUIEPMAIHOTO Bh3MaJICHHE M HOPMaJIM3UpaHe Ha JudepeHnanmsiTa Ha
KepaToIUTHTE B IICOPHATHIHUTE TuIaku. KpaTkoTpaiiHoTo sieuenue ¢ Remicade Ha 6ostHu ¢
NICOpPUATHYECH apTPUT BOAM A0 HaMaysiBaHe Ha Oposi Ha T-KiIeTkuTe U Ha KPbBOHOCHUTE CHJIOBE B
CHHOBUSITA U ICOPHATUYHHUTE TUIAKH.

XHUCTOJIOTUYHOTO U3CIICBaHE Ha OMOIICHH OT JIc0esI0 YepBO, B3CTH MIPEIHU JICUCHUETO ¢ MH(IMKCUMA0
1 4 CeIMHIIU CIIe]] MPUIIOKEHUETO MY, TIOKa3Ba 3HAUYUTENIHO noHImkaBaHe Ha TNF,. Jleuenuero Ha
nanueHTH ¢ 6onect Ha Crohn ¢ HHPIUKCUMAO € CBBP3aHO M ChC 3HAYNUTEITHO TIOHMKABAHE Ha
cToiiHocTHTE Ha yecTo nosuiieHus CRP. [Ipu nexyBanu ¢ uHIMKCUMAO MalieHTH OOITUAT Opoi Ha
OenuTe KPBBHU KJIETKH B NiepudepHa KPbB HE Ce TPOMEHS] MHOTO, MaKap CTOMHOCTHUTE Ha
TUMQPONUTUTE, MOHOITUTHTE M HEYTPOPIIIUTE J]a IOKAa3BaT TEHACHIUS KbM HOpManm3upane. [Ipu
JICKyBaHH ¢ HHPIIMKCUMAO MalueHTH nepudepHUTe KPhbBHE MOHOHYKJICAPHH KJICTKH Ca C
HENPOMEHEH Mposn(epaTHBEH OTTOBOP MPHU CTUMYJIAIWSI B CPAaBHEHHE C HEJICKYBaHH MAI[UCHTH, CIIE]T
nedeHneTo ¢ nHpIuKcuMab He ce HabIIoJaBa U 3HAYMMa MTPOMSIHA B MIPOIYKIUATA HA IATOKUHU OT
CTUMYJIMPAHUTE MOHOHYKJICAPHH KJIIETKHU. M3clieiBaHETO HA MOHOHYKJICAPHUTE KIIETKH B JITAMUHA
MIPOIPHS OT YPEBHA JINTABHIIA, B3€Ta Upe3 OMOIICHSI, [T0Ka3Ba, Y€ JICYCHHETO ¢ HHPIUNKCHUMA0 BOIH JI0
HamaJIsiBaHe Ha Opos Ha KIIeTKuTe, ekcripecupaiu TNF, u uarepdepon-y. JlonbaHutenHu
XUCTOJIOTHYHU H3CIICABAHMS [TOKA3BaT, Ye JICICHUETO ¢ MHPIMKCUMA0 BOIU JI0 HAMAJISIBAaHE HA
HHGUITPALMSITA HA 3aCETHATHTE OT 00JIECTTAa YYaCThIM OT YepBaTa C KJIIETKU Ha Bb3MAJCHUETO U
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HaMaJsIBaHE Ha €KCIpecHsTa Ha MapKepu Ha BB3MAJICHUETO B ChILUTE yyacThlM. MIMa naHHU 3a
JIMTaBUYHO O3][paBsBaHE, MOJIY4YEHU OT €HIOCKOIICKO H3CJIeIBAHE Ha UPEBHA JINTABUIIA [IPY MALUCHTH,
JieKyBaHU ¢ MH(IUKcUMAO.

Kannnuna epuKacHOCT U 0€30MACHOCT

PeBMaToOWIeH apTpUT IpU BE3PACTHU

EduxacHocTTa Ha nedyeHneTo ¢ HHGIUKCUMAO € OlleHeHa B IB€ MHOTOLICHTPOBH, PaHIOMU3UPaHH,
neoitHOocneny, munotHU KmHuYHA TpoyuBanus: ATTRACT u ASPIRE. U B nBete mpoyuBaHus e
OmIa T03BOJIeHa €HOBPEMEHHA YIIoTpeda Ha (oJIreBa KHCEIHa, TePOPATHA KOPTUKOCTEPOHTH
(< 10 mg/mHeBHO) u/umn HecTepouaHN poTUBOBB3NanuTenHu cpeactsa (HCIIBC) B mocrosHHM
JIO3H.

[TbpBUUHUTE KpallHU TOYKH ca OWJIM OBNA/IBAaHE HA MMPU3HALUTE M CUMIITOMUTE, OLIEHEHHU CIIOpPE/]
kputepuute Ha AMepukanckust Konexx mo Pesmaronorust (ACR20 3a ATTRACT, ACR-N 3a
ASPIRE), npodunaktupane Ha CTpYKTypHO YBPEXIaHEe Ha cTaBaTa M (DYHKITMOHAITHO TOA00pEHHE.
OBransBaHeTO Ha MPU3HAIUTE U CUMIITOMUTE € AepuHupano kato nogoopenue c more 20% (ACR20)
KaKTo B Opos Ha OOJIe3HEHHTE, TaKa M HAa OTOYHUTE CTaBH, KaKTo U B 3 oT cieanute 5 kputepus: (1)
o0Ima oreHKa Ha jiekapsi, (2) obia oreHka Ha nanuenTa, (3) GyHKIMOHAIHA OllCHKA Ha cTaBara, (4)
oTIpesielsTHE Ha CHIIaTa Ha 0OJIKaTa 1Mo BH3yajHaTa aHAJIOTOBa cKala ¥ (5) CKOpOCT Ha yTasiBaHe Ha
eputpouutute win C-peaktuseH npotenH. ACR-N uznonssa cemure kpurepuu kato ACR20,
W3YHUCIICHU 3a Hali-CJIa00 U3pa3eHOTO MMOI00pEHHE B OpOsi HA OTOYHUTE CTaBU M Opos Ha OOJIC3HEHUTE
CTaBH, U MEAMaHaTa Ha OCTaBalIuTe S5 noka3arens no kpurepunre Ha ACR. CTpyKTypHOTO
yBpEeXKJaHe Ha CTaBHUTE (EPO3UM U CTECHSIBAHE HA CTaBHATA IICTIKA) KAKTO Ha CTaBUTE Ha PhIETE, TaKa
Y Ha CTaBUTE Ha KpakaTa, Ce OLIEHSBAILIE 10 TPOMsIHATA B CPaBHEHHE C U3XOHATA CTOWHOCT Ha
moaudunmpanus ckop 1o van der Heijde-Sharp (0-440). 3a onpezessine Ha MpoMsiHATa Ha
(U3MUECKOTO CHCTOSIHUE B CPABHEHHE C U3XOAHOTO CE M3II0JI3BAlEe BIPOCHUKBT 32 OLICHKA Ha
3npasero (BO3, 0-3 crenen).

B mnane6o-konTpommpanoto npoyuBane ATTRACT e onensiBan otroBopsT Ha 30, 54 1 102 cepmuna
npu 428 manueHTy ¢ akTUBEH peBMATOUCH apTPUT, BBIPEKH JIEUEHHUETO C METOTPEKCaT.
[Mpubnuzurenno 50% ca 6wnu ot 111 pyHkmronanen knac. [lanmenTuTe ca moayvyapaid Wi 1aneoo,
wm 3 mg/kg nmm 10 mg/kg nadimkcnmad va 0, 2 1 6 ceamuIia, ciex KOeTo — rpe3 4 WK 8 CeAMMIIN.
Benuku manuenTH ca OMIIM Ha IOCTOSIHHA /1032 METOTpekcaT (cpenHo 15 mg/ceaMuuHo) B
NPOJBIDKCHUE Ha 6 Mecela ped BKIIOUYBAHETO B IPOYYBAHETO M Ca OCTABAIM Ha ChIATa IOCTOSHHA
J103a 110 BpeMe Ha ISUI0TO MPOYUBAHE.

Pesynrarure Ha 54 ceamuna (Bb3 ocHoBa Ha ACR20, monudunmpanust ckop o van der Heijde-Sharp
u BO3) ca mokazanu Ha Ta6numa 3. [To-Bucoka crenen Ha kimuHudeH otroBop (ACRS50 u ACR70) ce
ycraHoBsBa Ha 30 u 54 ceMuIa BB BCHUKHU TPYIH, JIEKYBaHU ¢ MHPIUKCUMA0, B CpaBHEHHUE C
rpyNUTE Ha JICYEHHE CaMO C METOTpPEKCaT.

3a0aBsiHe HAa POIPECUATA HAa CTPYKTYPHOTO YBPEKIaHE Ha CTaBUTE (EPO3MHU M CTECHSBAHE Ha
CTaBHATA IIENKa) Ce YCTAaHOBsABA HA 54 CeJMUIIA BB BCHYKHU IPYIIH, JEKYBaHH ¢ HHPIUKCUMAO
(Tabmuria 3).

Edexrure, ycranoBenn Ha 54 ceqmuiia, ce 3aabpxkat o 102 ceqmuta. [lopaam Opost Ha ciydante Ha

CIMpaHe Ha JICYCHHETO, 3HAUMMOCTTA Ha Pa3jIMKaTa MEXIy JABETe IPYIH IMAlMEeHTH — JICKYBaHHUTE C
UHGIMKCHMA0 ¥ JIEKYBaHUTE CaMO C METOTPEKCAT, HE MOXKE J1a CE OIPEAEIIH.
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Ta6auna 3
ACR20, CTpyKTYpHO yBpe:kIaHe Ha cTaBaTa U GU3NIECKO ChCTOsIHUE HA 54 cenmuIa,

ATTRACT
Unpaukcumad®
Bceuuku
3 mg/kg 3mg/kg | 10mg/kg | 10 mg/kg | mammenTn
II{iO;{Tpr?:a mpes 8§ mnpes 4 mpe3 8 npes 4 Ha
py CEIMHIM | CEAMHIHM | CEAMHIM | CEAMHUIM | HH(IMKCH
Ma6®
ITanuentu ¢ OTroBOP
ACR20/ 15/88 36/86 41/86 51/87 48/81 176/340
OrieHsBaHH (17%) (42%) (48%) (59%) (59%) (52%)
nareHTH(%)
061 cxop*
(MomudumEpaH cKoOp
o van der
Heijde-Sharp)
IIpomsHa B
CPABHEIIEE 70103 | 13+60 | 1,685 | 02+36 | -07+38 | 0659
U3XOHATa CTOHHOCT
(cpenma + SD°)
?ﬁf{fg}f}i‘;ﬂmm 4,0 0,5 0.1 0,5 05 0,0
ImAa30H) 0597) | (-1,530) | (-25;3,0) | (-1.5;2,0) | (-3,0;1,5) | (-1,8;2,0)
ﬁfﬁ;:;g;giema 13/64 34/71 35/71 37/77 44/66 | 150/285
0, 0, 0, 0, 0, 0,
- (20%) (48%) (49%) (48%) (67%) (53%)
IIpomsna BsB BO3
CIIOpe] U3XOIHATA
CTOMHOCT® 87 86 85 87 81 339
(oneHSIBAaHU
TIAI[NEeHTH)
Cpeano + SD° 02+03 | 04+03 | 05+04 | 05+05 | 04+04 | 0404
a

KOHTpOJIHA I'PpyTa = BCHYKH MAI[UCHTH C aKTHBEH PA, BBIIPEKH JICYEHHETO C METOTPEKCAT B MOCTOSHHA /1032 B
HPOABIDKEHHE Ha 6 Mecelia IPEAN BKIIOYBAHETO, KaTo ca OCTaHAIIM Ha MOCTOSHHA 1032 METOTPEKCAT MO BpeMe Ha
npoy4BaHeTo. J[OMycKallo ce € CbBMECTHOTO TPUIIOKEHHUE B TIOCTOSIHHHU JI03H Ha NIEPOPATHA KOPTHKOCTEPOH N

(< 10 mg/aueBno) w/unmun HCTIBC, u ca naBanu 106aBku ¢ (hosreBa KUCENTHHA.

koptukoctepouan w/mwmm HCTIBC.

ITO-BUCOKUTE CTOMHOCTH O3HAYaBaT MO-TEXKKO CTAaBHO YBpEKOAHE.

p < 0,001 3a Bcsika rpyma Ha JedeHue ¢ HHIHKCHMa0 cpely KOHTPOJIHATa IpyIa.

BCHYKH INAITMCHTH HA I/IH(bJII/IKCI/IMa6 Ca 1oJryJaBajii U METOTPEKCAT C q)OHHCBa KHCECJIMHA, a HIKOU — U

BO3 = BbIpocHHK 32 OLICHKa Ha 3/{paBETO; MO-BUCOKUTE CTOHHOCTH O3HA4YaBar Mo-ciabo M3pa3eHo yBpexKaaHe.

B npoyusanero ASPIRE e oniensian otroBopsT Ha 54 cenmuiia npu 1 004 nmareHTH, HeJICKyBaHH J0
MOMEHTa C METOTPEKCAT, C aKTUBEH PEBMATOUJICH apTPUT C MaJIKa JIABHOCT (IaBHOCT Ha OoyiecTTa

< 3 ronunu, Meauana 0,6 ronuau, Meuana Ha Opost OTOYHU M OOJIE3HEHU CTaBU ChOTBETHO 19 u 31).
Bceuuky narueHTH ca OWIiIH IMOUI0KEHH Ha JISYSHHE ¢ MeTOTpeKcar (103a, ONTUMU3HpaHa Ha

20 mg/cenMuyHO Ha 8 ceamuIla) B KOMOMHAIMS ¢ TIane0o win nHpIMkcuMad B 1o3a 3 mg/kg win

6 mg/kg Ha 0, 2, u 6 ceqmuIIa, Clie]] KOETO BeIHBXK Ha 8 cenmuIy. Pesynrarute Ha 54 cemmuna ca
npeactaBeHu B Tadmnmma 4.

Ha 54 cenmMuna ot ie4eHHETO C ABETE 103U MHPIMKCHMA0 + METOTPEKCAT € OTUYETEHO CTATUCTHYECKU
3HAYUMO TO-TOJIAMO NOIOOPEHNE Ha MIPU3HAIMTE U CUMIITOMUTE B CPAaBHEHHE C MOHOTEPAIHITA C
METOTpPEKCaT, KaTo OIICHKATa € HalpaBeHa Bb3 OCHOBA HA MPOIICHTA MAIIMECHTH, TIPH KOUTO €
nocturaatr ACR20, 50 u 70.
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Han 90% ot manuentute B ASPIRE ca nmanu none 2 moaxosmmiy 3a HHTEPIPETaIHs
penrrenorpaduu. Ha 30 u 54 ceamuia B rpymnara Ha JeueHUe ¢ HHGIMKCHMAO0 + METOTpEKCaT €
YCTaHOBEHO MO-M3pa3eHo 3a0aBsHe Ha CKOPOCTTA Ha MPOTPECHsl HAa CTPYKTYPHOTO YBPEXKAaHE B
CpaBHEHHE C IpyraTa Ha MOHOTEpAIHs C METOTPEKCaT.

Ta6auua 4
ACR-N, CTpyKTYpHO yBpeK/iaHe Ha cTaBaTa U u3nuecko cbeTosinne Ha 54 ceqmuna, ASPIRE

WNudmamkcumad + MTX

Eﬂ;jll_?g(o 3 mg/kg 6 mg/kg KOM6IZHI/IpaH
Bbpoii paHIOMH3UPAHU MALUCHTH 282 359 363 722
[IporeHT Ha IOJOOpPEHHE CIIOpPET
ACR
Cpenno + SD? 24,8 £59,7 37,3+528 | 420+473 | 396+50,1
[IpomsiHa B cpaBHEHHUE C M3XO/IHATA
CTOUHOCT Ha MOIU(UIIMPAH CKOP IO
van der Heijde-Sharp®
Cpemno + SD? 3,70+9,61 0,42+582 | 0,51+£555 | 0,46 +5,68
Meauana 0,43 0,00 0,00 0,00
ITomo6penne BB BO3 B cpaBHEeHHE C
W3XO/IHATA CTOWHOCT—CPETHO 32
nepuoaa ot 30 mo 54 ceamuna®
Cpenno + SD4 0,68 + 0,63 0,80+0,65 | 0,88+0,65 | 0,84 +0,65
a

p < 0,001 Bcsika rpyna Ha JedeHue ¢ HHGIUKCUMAO Cpelry KOHTPOJIHATA TpyTa.
b

c
d

MIO-BUCOKUTE CTOMHOCTH O3HAYABAT MO-TEXKKO CTAaBHO YBpEKOaHE.
BO3 = B’bl‘[pOCHI/IK 3a OLICHKA Ha 31paB€TO; IIO-BUCOKHUTE CTOMHOCTH O3HayaBaT Mo-cjiabo U3pa3€HO YBPEKIAAHE.

p =0,030 u < 0,001 croTBeTHO 32 rpynHTe Ha NeueHue ¢ nHpakcumad B 1o3a 3 mg/kg u 6 mg/kg cpemry mamne6o +
MTX.

JlanHnTe, KOUTO MOAKPEIAT TUTPUPAHETO Ha J]03aTa MPHU JICUEHHETO Ha PEBMATOMIEH apTPHUT, ca OT
npoyuBanusita ATTRACT, ASPIRE u START. START e pannomusupano, MHOTOLIEHTPOBO,
JIBOWHOCIISAIO, apaJIeIHO TPYIIOBO MPOyUBaHe 3a 6e3omacHocT ¢ 3 pameHa. B enHo ot pamenara
(rpyna 2, n = 329), npu naeHTUTe ¢ HEAOCTaThYEH OTIOBOP € AOIYCKAaHO TUTPUPAHE Ha 103aTa C I10
1,5 mg/kg — ot 3 1o 9 mg/kg. IIpu mo-ronsimara gact (67%) OT Te3u MAIMEHTH HE Ce € HaJIarajio
TUTpHUpaHe Ha Jo3ata. OT NAaUEeHTUTE, IPH KOUTO € 010 He00X0AUMO TUTPUPAHE Ha 103aTa, IPU
80% e mocTUrHaT KIMHUYEH OTTOBOP, a NpH Mo-rojsiMata yact (64%) oT Tsx e Ouna HeoOxonuma
caMo eIHOKpaTHa Kopekuus Ha fo3ata ¢ 1,5 mg/kg.

Boxaect Ha Crohn npu Be3pacTHu

Hnoyxyuonno neuenue npu cpedno mesicka 00 meosicka bonrecm na Crohn 6 akmusen cmaouti
EdukacHocTTa Ha €JTHOKpPAaTHO TPUIIOKEHHE Ha HHPIMKCHMA0 e Onia oteHeHa npu 108 manueHTH ¢
aktuBHa Oonect Ha Crohn (mHAekc 3a akTuBHOCT Ha OonectTa Ha Crohn (CDAI) > 220 <400) B
PaHIOMHU3UPAHO, TBOMHOCIIATIO, TUTAIE00-KOHTPOIUPAHO MTPOYYBaHE 103a-0TrOBOp. 27 OT

108-te maruenTy ca OWIM JIeKyBaHU ¢ HHPJIMKCUMA0 B penopbyBanara jo3a ot 5 mg/kg. Benukn
MAIMEHTH ca OWITU ¢ HeJIOCTATHYHO MOBIUSIBAHE OT MPEJIIIeCTBAIA CTAaHIApTHA Tepanus. [[poTOKOIbT
€ TO3BOJISIBAJI €IHOBPEMEHHO NpHJIaraHe Ha CTaHAAPTHHU TEPAlMH B TIOCTOSHHU 03U U 92% oT
MAIMEHTHTE ca TPOIBIDKIIIN JIa TIOJTy4aBaT Te3U TEPaIlHH.

[IppBHYHATA KpaifHa TOUKa Ha MPOYYBAHETO € Ouila ONpeNeIIHETO Ha MPOLIEHTa MalUeHTH, IPH KOUTO
€ MOCTUTHAT KIIMHUYEH OTroBop, Aedunupan karo nmonmxkenue Ha CDAI ¢ > 70 Touku Ha 4 ceqmuna B
CpaBHEHME C U3XOJIHaTa CTOMHOCT, O€3 [ja ce Hajlara [IOBUIIIABAaHE HA J103aTa Ha [IpUIaraHuTe
JIeKapCTBEHU MPOYKTH WM orepauus 3a 6onectra Ha Crohn. [lanmenture, OTrOBOpHIM Ha

4 cenMuna, ca Ounu npocinensBaHu 10 12 ceamuna. BropuyauTe KpaiiHu TOYKH Ha [IPOYYBAHETO
BKITIOYBAT OIPEENIHE Ha MPOLIEHTA MAIlMEHTH, KOUTO ca B KIIMHINYHA peMUCH Ha 4 ceMHuIa

(CDAI < 150) u onpesiensiHe Ha KJIMHHYHUSL OTTOBOP 32 TO-bJIBI IEPHO/I.
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Ha 4 cenmuna, cien eqHOKpaTHO NpritoxkeHue, pu 22/27 (81%) ot nanueHTHTe, JIEKYBaHH C
uHIMKCcUMab B 103a 5 mg/kg, e mocTUTHAT KITMHWYEH OTroBop cpenty 4/25 (16%) ot nanueHTHre,
nosyunin tiane6o (p < 0,001). Coito Ha 4 ceamuna ripu 13/27 (48%) oT neKkyBaHHTE C
WHGIMKCUMA0 TalMeHTH ¢ octuraara kiunanyHa pemucus (CDAIL < 150) cpemry 1/25 (4%) ot
iane0o-rpynata. [loBnusBaHEeTO € 3a10YBaJIo Ha 2 CEIMUIIA CIIe]] MPHIIOKEHUETO, KATO € IOCTUTaI0
MakcUMyM Ha 4 ceqmuna. [Ipu nocnennarta Busura Ha 12 cenmuna 13/27 (48%) ot iekyBaHHTE C
WHGIUKCUMA0 TAIIMEHTH BCE OIIE Ca ITOKA3BaIu MPU3HAIM Ha TIOBIUSBAHE.

Tlooovporcawo neuenue npu cpedno medicka 00 meogicka boirecm na Crohn npu 6vb3pacmuu 6 aKmMueeH
cmaoutl

EdukacHocTTa Ha Ie4€HHETO C MHOTOKPATHU HHY31H HHPIUKCHMMa0 e Onna 00eKT Ha 1-ToguIIHoO
knuHIgHO npoyuBane (ACCENT I). O6mo 573 manueHTH ¢ ymepeHa 10 TeXKa akThBHA ¢opMa Ha
6onectra Ha Crohn (CDAI > 220 < 400) ca 0w JeKyBaHU IbPBOHAYAIHO C SJHOKpaTHA HH(Y3Us B
no3a 5 mg/kg Ha ceqmuna 0,178 ot 0610 580 BriroueHU B mpoyuBaHeTo nanueHTH (30,7%) ca Owum ¢
Texka popma Ha 6oectra (CDAI > 300 1 ChITBTCTBAIIO JICYCHHUE ¢ KOPTUKOCTEPOUIH /WA
UMYHOCYTIPECOPH), KOETO ChOTBETCTBA Ha MOIyJIaNusTa, NeGuHIpaHa B oKa3aHusTa (BXK. Touka 4.1).
Ha 2 ceqmuiia npu BCHUKM NalIMEHTH € Ouiia HalpaBeHa OlIEHKA Ha KIIMHUYHOTO MOBJIHMSBAHE U ca
OWITM paHJOMU3UPAHK B €IHA OT 3-Te TPYIH Ha MOJUIBPXKAIIO JICUSHHUE: ¢ TPUIIOKESHUE Ha TIane6o, ¢
npuiiokeHue Ha nHpmkcnMad 5 mg/kg u ¢ nmpunoxenne Ha nHGIUKCcHMad 10 mg/kg. U 3-te rpymun

ca ToJy4yaBajd MHOTOKpaTHU WH(Y3UM Ha 2 1 6 ceIMHUIIa, CIeT KOSTO — HA BCEKHU 8 CEIMUIIH.

Ot pangomuzupanute 573 nanuenty, npu 335 (58%) KIMHUYEH OTIOBOP € OWJI OCTUTHAT Ha
cenmutia 2. Te3u nanueHTH ca onpe/esieHH KaTo OTTOBOPIIIN Ha CEJIMHIIA 2 U Ca BKIIIOYCHU B
MbPBUYHUS aHan3 (BK. Tabnuna 5). OT manueHTHTe, ONpeIeeH! KaTo HEMOBIHSIIN Ce Ha
cenMuna 2, nipu 32% (26/81) ot rpynara, nonydaana mianebo, u 42% (68/163) ot rpynaTa Ha
neyeHne ¢ HGIIMKCUMAO, € IIOCTUIHAT KIMHUYEH OTTrOBOp Ha cenmuna 6. Cies ToBa B IpynuTe HE €
MUMalio pas3iifKa 1o OTHOLICHUE Ha KbCHUSI OTTOBOD.

CBBMECTHUTE MBPBUYHH KPAHH TOUKH ca OWIIK OINpeelsIHe Ha MPOLICHTA MAlMeHTH, HOCTUTHAIN
knnangHa pemucus (CDAI < 150) na cenmuma 30 1 BpemeTo 1o 3ary6a Ha OTTOBOp 10 cenMulia 54.

[NonmxkaBaHe Ha 7103aTa HA KOPTUKOCTEPOUIUTE € OUIIO JIOIYCKAHO Clie]l cenaMulia 6.

Taoauna 5

EdekT BLPXY 0TTOBOpa ¥ NPOLEHTA HA MOCTUTaHe HA pemucusi, naHau ot ACCENT |
(OTroBOPWJIN HA ceMHIIA 2)

ACCENT | (oTroBopmiu Ha ceamuiia 2)
% TalUEHTH
[Monnbprxkaiiio [Monnbprxkaiiio [Mopnbpaxkaiiio
JieUeHHe JICUCHHE C JICUCHHE C
[Tname60 nHPIUKCUMA0 nHpIIKCUMA0
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-croitHocT) (p cToliHOCT)
Menuana Ha riepriosa Jo 3aryba Ha 19 cenmuriu 38 ceamunu > 54 cenmuiu
OTrOBOP JI0 ceaMuIia 54 (0,002) (<0,001)
Cenmuna 30
Kimanven otrrosop 2 27,3 51,3 59,1
(<0,001) (< 0,001)
Kimnuuna pemucus 20,9 38,9 455
(0,003) (<0,001)
Pemucus 6e3 mpuem Ha 10,7 (6/56) 31,0 (18/58) 36,8 (21/57)
KOPTHKOCTEPOUIH (0,008) (0,001)
Cenmuna 54
Kinuuuen otrosop 2 15,5 38,1 47,7
(<0,001) (<0,001)
Knunnuna pemucus 13,6 28,3 38,4
(0,007) (<0,001)
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Tpatina pemucus 6e3 mpuem 5.7 (3/53) 17,9 (10/56) 28,6 (16/56)
Ha KOPTHKOCTEPOUIH P ’ (0,075) (0,002)

8 Tlonmwxkenue Ha CDAI > 25% u > 70 TOUKH.

b CDAI<150 na cenmuna 30 1 54, 6e3 MaMEHTHT Jia € MOTy9IaBal KOPTHKOCTEPOUIH Ipe3 3-Te Mecena Mpe; i
cenmuna 54 (3a ManueHTH, KOUTO H3XOTHO Ca TOTyYaBalli KOPTHKOCTSPOU/IN).

3anoyBaiiku OT ceaMuIa 14, mpu NaMeHTHTE, OTTOBOPHIIN Ha JIEYEHHETO, HO IPH KOUTO
BIIOCJIC/ICTBHE KIIMHUYHHUAT OTTOBOP €€ € 3aryOnJI, € JOIyCKaHo MpeMUHaBaHe Ha /103a HH(IMKCHMAa0
¢ 5 mg/kg no-Brcoka OT Jj03aTa, Ha KOSATO 10 Ha4yajio ca panaoMusupann. OceMaeceT U 1eBeT
nporeHTa (50/56) oT manueHTruTe, MPU KOUTO KIMHUIHUAT OTTOBOP € Onit 3ary0eH mpu moAabpIKaIio
nedenune ¢ nHpaUKcUMad B 1o3a 5 mg/kg, cien ceqmuna 14 ca oTroBopwIIH Ha JIEYSHUETO C
nHparkcumab B 1o3a 10 mg/kg.

Ha cepmunn 30 u 54 B rpymnaTa manueHTH Ha TOJIBPIKAIIO JiedueHue ¢ MHPIUKCHMab € yCTaHOBEHO
nogo0peHre o OTHOLICHUE Ha MTOKa3aTeIuTe 3a Ka4eCTBO Ha KHUBOT, HA CBBP3aHUTE ChC
3200JIIBAHETO XOCITUTAIIU3AIMY U Ha MPUJIATAaHETO Ha KOPTUKOCTEPOUIU B CPAaBHEHHE C rpyIaTa
MAIMEHTH, MOJTyYaBad 1mianeoo.

Nudnukcumab cbe nnm 6e3 AZA € OligHeH B PaHIOMH3UPAHO, JBOWHOCIIAIO MPOYYBAHE C
pedepenten npoaykT (SONIC) mpu 508 Bb3pacTHU MalMEHTH ChC CPETHO TEXKKA JI0 TeXKKa O0IeCT Ha
Crohn (CDAI > 220 < 450), kouTo He ca MoJy4aBaiy MpeI TOBa OUOIOTHYHH IPOIYKTH WITH
UMYHOCYTIPECOPH H Ca UMaTl MeAMaHa Ha MPOJbIDKUTETHOCT Ha 3a00isiBaneTo 2,3 roauHu. Ha
M3XOAHO HUBO 27,4% OT MaIueHTUTE ca MoTydaBall CHCTEMHH KOpTUKocTepouau, 14,2% ot
NalKUeHTHTE ca nonydaBaiu Oyne3onua u 54,3% ot nauneHTuTe ca noiyyaBanu 5-ASA cheANHEHUS.
[MaumeHTHTE ca paHIOMH3HUPAHU J1a TorydaBat AZA MoHOTepanus, MHQIMKCUMa0 MOHOTEPATTHUS WITH
KOMOWHHMpaHa Tepanus Ha HHpIuKcuMab mmoc AZA. Mndnukcrmab e mpuiarad B 103a oT 5 mg/kg
Ha cenqmuii 0, 2, 6 1 cien ToBa Ha Bceku 8 cenMuitu. AZA e naBaH B 1032 oT 2,5 mg/kg AHEBHO.

[TepBUYHaTa KpaliHa TOUKA HA POYYBAHETO € OMiIa KIMHUYHA peMHCcHs 0e3 KOPTHKOCTEPOU Ha
cenmuiia 26, neuHUpaHa Kato narueHTy B KinaunaHa pemucus (CDAI ot < 150), kouTo moxe 3a

3 ceIMHUIM HE ca TPUEMANTH TIEPOPaTHA CUCTEMHH KOPTHKOCTEPOUIH (TIPETHHU30H HITH CKBUBAJICHT)
wuim OyJIe30HH B J103a > 6 mg/aHeBHO. 3a pe3ynraru BrkTe Tabnuina 6. [TpolieHThT Ha MAI[UEHTHUTE C
03/IpaBsiBaHE Ha JIMTABUIATa Ha ceIMUIIA 26 € OMII CUTHU(HUKAHTHO MO-BUCOK B TPYIHTE Ha
uHdrkcumab woc AZA (43, 9%, p < 0,001) u undaukcumad kato mororepanws (30,1%, p = 0,023)
B cpaBHEHHE ¢ Tpynarta Ha AZA kato moHotepanus (16,5%).

Taoauna 6
IIpoueHT MAMEHTH JOCTUTHAJIM JI0 KINHHYHA peMHUCHSI 6e3 KOPTHKOCTEPOUI Ha
ceqmuna 26-SONIC

Kombunupana
AZA Tepanus
Kato Nudnukcumad Nudnukcumad +
MOHOTEpanus KaTO MOHOTEpanus AZA
Ceamuua 26
Bcuuku paHaoMu3npaHu 30,0% (51/170) 44,4% (75/169) 56,8% (96/169)
MaIMEeHTH (p = 0,006)" (p <0,001)"

*  P-cToMHOCTHTE MPENCTABAT BCAKA TPyIa Ha JedeHue ¢ nHdankcumab cpenry AZA kKaTo MOHOTEpaITus.

CXoITHU TeHICHIIMH 32 TTOCTUTaHEe Ha KIIMHUYHA PEeMHCHs 0€3 KOPTHUKOCTEPOU/I Ca HaOJIF01aBaHu Ha
ceamuia 50. B nomennenue, ¢ nHGIMKCUMA0 ce HaOIto1aBa OJJOOPEHO Ka4eCTBO HA JKUBOT
u3mMepeno upes IBDQ.

Hunoykyuonno neuenue npu ucmynuzupawa, akmuseua oonecm ua Crohn

EduxacHoctTa € Onna oleHeHa B paHIOMHU3UPAHO, IBOMHOCIIAIO, I1ale00-KOHTPOIMPAHO MIPOyYBaHe
npu 94 nanuenTu ¢ ucrynmzupama 6onect Ha Crohn ¢ gaBHOCT Ha QUCTYIUTE TIOHE 3 Mecela.
TpuiiceT u eAMH OT MAMEHTUTE ca OMIH JeKyBaHu ¢ nHpMKcuMad B no3a 5 mg/kg. [IpubnusurenHo
93% OT manMeHTUTE Npean ToBa ca OWIN JIEKyBaHU C AaHTHOMOTHLIM MM UMYHOCYTIPECOPH.

30



JomyckaHa e eTHOBpeMEHHa yIoTpeba ChC CTaHAAPTHU TePaIlui B MIOCTOSIHHA 1033, U 83% oT
MAIUCHTUTE Ca MPOABIDKIIIN JIa MOTyYaBat Te3u Tepanuu. Ha manuenTure ca npaBeHu 3 MHPy3uu Ha
rtane6o win nHpukcumad Ha 0,2 u 6 cenqmunia. [lepuoabT Ha pocnesaBaHe HAa MAIUSHTUTE € OWIT
10 26 ceamuiy. [TbpBUYHATA KpaiiHa TOYKA Ha IPOYYBAHETO € OWia OMpeJeNIsTHE MPOICHTA MTAIlUCHTH,
NIPY KOWTO € MIOCTUTHAT KITMHUYCH OTrOBOP, Ne(UHUpaH KaTo HaMaJIeHHE B CPaBHEHHE C M3X0THATA
cToiHOCT ¢ > 50% Ha Opost Ha QUCTYIHUTE ChC CEKPEIHS MIPH JICK HATHUCK, YCTAHOBEHO IPU TOHE JIBS
MTOCJICTOBATEITHA BU3UTH (TIpe3 4 ceaMHUIIN), O3 Aa ce Hajgara MmoBUINIaBaHe Ha J103aTa Ha IpHIaraHuTe
JIEKapCTBEHU MPOAYKTH WK orepanus 3a 6onecrra Ha Crohn.

Knunnven otroBop e 6un nocturHat npu 68% (21/31) ot nauueHTHte, JeKyBaHu ¢ HHGIUKCHMa0 B
no3a 5 mg/kg, cpenty 26% (8/31) ot manentute, moayumiu mianebdo (p = 0,002). Meananata Ha
nepHro/ia JI0 TMosIBa Ha OTFOBOP B Ipymara MalUeHTH, JIEKyBaHH ¢ MHPIUKCUMAO, ¢ Ouiia 2 CeIMHUIIN.
Mennanara Ha IpOIBIDKUTETHOCTTA Ha OTroBopa € 12 ceamuiu. OCBEH TOBa, 3aTBapsHE Ha BCHUKU
¢bucTynH e 6mI0 MOCTUTHATO MPH 55% OT MalMeHTHTe, IEKYBaHU ¢ WHIMKCHMA0, TOKATO B TIanebo
rpynara — nipu 13% ot marmenture (p = 0,001).

Tlooovpoicawjo nevenue npu pucmynuzupawa, akmusna o6onecm Ha Crohn

EdukacHoctra Ha MHOTOKpaTHN HH(Y3UH HHPIUKCUMA0 MIPH MAaUEHTH ¢ GUCTYIH3HpaIia OoiecT Ha
Crohn e 6uina oneHeHa B eqHoroAuiHo kiuHuaHO rpoyuBane (ACCENT II). O6mio 306 ca ounu
JISKYBaHU C TPUKPATHO NpUIoKeHHe Ha nH(aukcumad B 1o3a 5 mg/kg Ha 0, 2 u 6 cenmuna. B
HAyYaJIo0TO Ha NPOyYBaHETO §7% OT MAaLMEHTUTE ca UMaJi NepruaHanyu ¢puctynu, 14% - puctynu Ha
KopeMmHara cteHa, 9% - pekroBaruHainau ¢puctynu. Menuanata nHa CDAI e 6un 180. Ha 14 cenqmuna
282 narueHTH ca OWJIM OIICHEHU 3a KIIMHUYCH OTTOBOP M PaHIOMM3MPAHU JIa TOJIyJYaBar WiH Iiamneoo,
win nHdarkcnmab B 103a 5 mg/kg npes 8 cenmunu 10 46 ceqmuiia.

OtroBopunute Ha ceaqmuna 14 (195/282) ca Ounu ananu3upany 3a MbpBUYHATA KpaifHa TOYKA -
BPEMETO OT paHIOMHU3UPAHETO JI0 3arydara Ha oTroBop (Bxk. Tabmuna 7). [lonmkaBane Ha 1o3aTa Ha
KOPTHKOCTEPOUINTE € OMII0 JOITyCKAHO ClIe]| ceaMuiia 6.

Tadauna 7
EdexTt Bbpxy oTroopa, 1anuu ot ACCENT II (orroBopuin Ha ceamuua 14)

ACCENT II (otroBopuin Ha cenmuia 14)
[Monnbprxkaiiio [Mopnbprxkaiiio p-cTolHOCT
JICUEHHE JICUEHHE C
[Tnane6o nHPIUKCUMA0
(5 mg/kg)

(n=99) (n=96)
Menanana Ha rieprofa J1o 3aryoa Ha 14 ceqmunu > 40 cenMuu < 0,001
OTrOBOP J0 ceaMuua 54
Ceamuna 54
OTroBop 10 OTHOIIIEHUE HA 23,5 46,2 0,001
dbucrynure (%)?
[IpeH 0TrOBOP IO OTHOIIIEHNE HA 19,4 36,3 0,009
ucrynute (%)

a
b

[Tp1HA MHTICA HA CEKpeTUpAITH (HHCTYIIH.

Hamanenue ¢ > 50% B cpaBHeHHe ¢ H3X0oAHUS Opoii Ha Opost Ha ceKkpeTnpay GUCTYIH 32 TIepUoL > 4 ceAMHIH.

3amouBaiiku OT ceaMuIia 22, Ipy NalMeHTUTe, OTTOBOPUIIN Ha JIEYEHUETO, HO TIPH KOUTO
BIIOCJIEJICTBHE KIMHUYHUSIT OTTOBOP € OMJI 3ary0eH, € JOIMyCKaHO IPEMHHABaHe Ha aKTUBHO IOBTOPHO
JieueHHe Ha BCEKU § ceJIMHITU ¢ MH(IUKCHMa0 B 71032, M0-BUCOKa ¢ 5 mg/kg oT no3ara, Ha KOATO T0
Havaso ca Owim pangomusupann. OT MalMEHTUTE B rpymara Ha JieueHue ¢ napuukcumad 5 mg/kg,
KOHTO ca MPEeMHUHAIM Ha HOBaTa cXeMa Iopaiu 3ary0a Ha OTTOBOP MO OTHOLIEHHE Ha GUCTYIIUTE ClIe
cenmuna 22, 57% (12/21) ca oTroBopuIii Ha MOBTOPHOTO JieueHHe ¢ nHpmKkcuMad B 1o3a 10 mg/kg

Ha BCEKHU 8 CEIMMUIIHN.
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Mesxy Tpynara Ha jiedeHue ¢ MHpIUKcMad 1 mamnedo rpynara HiMa 3HauYUTeIHa pasiiiKa B
MPOIEHTA MAIUeHTH, TIPY KOUTO 3aTBAPSHETO Ha PUCTYIUTE ce 3aabppka Ha 54 ceaMuIla, KakTo 1 1Mo
OTHOIIICHUE Ha MPOKTAITHUs, a0CIIeCH U MHPEKIUYM HAa TMKOYHUTE MIBTHINA U OpOsl Ha HOBOTIOSIBIIU CE€
B XOJIa Ha JIeYeHHeTo uctysu.

ITonabpxamioTo nevueHue ¢ HHOIUKCHMA0 Ha BCEKH 8 CEIMMUIIN 3HAYUTEITHO € HaMaJIHIO CBhP3aHUTE
¢ OosecTTa XOCIIUTANIM3AINMY U ONICPAIliU B CPaBHEHHE C IPUIIOKECHUETO Ha 1uiane6o. OcBeH ToBa ca
OWMIIM YyCTAaHOBEHM W HaMaJIsIBaHE Ha HYX/IaTa OT KOPTUKOCTEPOUIH U MO00psIBaHE HA KAYeCTBOTO Ha
JKHUBOT.

Y1epo3eH KOJINUT IPH Bb3PacTHU

be3onacHocTTa M eukacHOCTTa Ha JeueHneTo ¢ Remicade 6sxa orenenu B a8e (ACT 1 u ACT 2)
paHJIOMU3UPAHU, TBOHHOCIICIIH, TIANe00-KOHTPOIMPAHH KIIMHUYHU POYYBaHMSI PH Bb3PACTHU
MAIUCHTH C YMEPEH J0 TS)KbK aKTUBEH yJIepo3eH koiut (Mayo ckop 6 mo 12; Enmockorncku ckop
>2) ¢ HeIOCTaThUeH OTTOBOP Ha KOHBEHITMOHAIIHA TEPAITHS [[TEPOPATHH KOPTHKOCTEPOUIH,
aMUHOCAIMIIUIIATH W/ uMyHOMoaynaTopu (6-MP, AZA)]. lomyckaiie ce CbBMECTHOTO
IMPUJIOKCHHUEC HA ICPOPATHA aMUHOCATTUIWIATH, KOPTUKOCTECPOUANU U UMYHOMOAYJIATOPHU B CTa6I/IHHI/I
no3u. U B iBeTe NMpoydYBaHHS MANMEHTUTE 051Xa paHIOMU3UPAHU B TPU TPYITH — TbPBaTa C
MIPHUJIOKEHUE Ha Tuiarebo, BTopaTa U TpeTaTta ChbOTBETHO ¢ mprutokeHue Ha 5 mg/kg Remicade u

10 mg/kg Remicade Ha 0, 2, 6, 14 u 22 cenmuna, a B ACT 1 — u Ha 30, 38 u 46 cenmunia. Ciupase Ha
KOPTHUKOCTEPOUIHOTO JICUECHHE Ce JOMycKalie cien 8 cenMua.

Ta6auna 8
EdexT BLpXYy KINHUYHHUS OTTOBOP, KIMHAYHATA PEMHCHS ¥ JUTABHYHOTO 03/ipaBsiBaHe HA 8 U
30 ceqmuua.
OO0 nauau or ACT 1u2
Wudnnkcumad
[lnaueGo 5mgkg | 10mglkg |  O6mo
PanmoMu3rpaHy malueHTH 244 242 \ 242 \ 484

IIpoueHT mauueHTH ¢ KJIMHUYEH OTTOBOP M TPaeH KIMHHYEH 0TTOBOP

Knuauuen otroBop Ha

8 cenmua® 33,2% 66,9% 65,3% 66,1%
Kinmanyen otroBop Ha
30 cenmmuma® 27,9% 49,6% 55,4% 52,5%

Tpaen oTrosop
(KMHUYEH OTTOBOp U HA 8, U
Ha 30 ceqmuiia)? 19,3% 45,0% 49,6% 47,3%

HpOIIeHT MAIUCHTHU B KIIMHUYHA PECMUCUA U TpaﬁHa PeMUucus

Knunnuna pemucus Ha

8 cenqmua® 10,2% 36,4% 29,8% 33,1%
Knmanyna pemucus Ha
30 cenmmuma® 13,1% 29,8% 36,4% 33,1%

Tpaiina pemucus
(peMucus v Ha 8, ¥ Ha
30 cenmurnia)? 5,3% 19,0% 24,4% 21,7%

HpOIleHT MAIUCHTHU C JUTABUYHO O31paBABaHE

JIuraBu4HO 03/IpaBsBaHC HA

8 ceqmmia® 32,4% 61,2% 60,3% 60,7%
JIuraBudHoO 03/IpaBsiBaHe HA
30 ceqmuma® 27,5% 48,3% 52,9% 50,6%

2 p<0,001 3a BcAKa TpyIa IALMEHTH HA JIeYeHHe ¢ MHAIUKCHMAG cpelry miane6o.

B nmpoyuBanero ACT 1 e onensiBana epukacHocTTa Ha siedenneTo ¢ Remicade 1o 54 cenmuria.

Ha 54 cenmuna 44,9% oT nanueHTUTe B rpyNHTe Ha JIeueHUe ¢ MH(IMKcuMab ca OTroBapsiIf Ha
KPHUTEPHHTE 32 KIIMHUYEH OTTOBOP, I0KaTO B Iutanebo-rpynarta — 19,8% (p < 0,001). Ha 54 ceamuna B
IpYyNHTE HA JieueHHe ¢ HHGIMKCUMA0 TPH MO-TOJISIM TPOLIEHT OT NMAIUEHTUTE ca OWIIN TIOCTUTHATH
KJIIMHAYHA PEMHUCHSI ¥ IUTAaBUYHO O3/IpaBsiBaHE B CpaBHEHHE ¢ rpymara Ha manebo (crorBeTHO 34,6%
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cpemty 16,5%, p < 0,001 1 46,1% cpemy 18,2%, p < 0,001). Ha 54 cenmuIia npornieHTHT Ha
MAIUCHTUTE C TPACH OTTOBOP U TpaliHa peMHUCHs € OWJI I0-BUCOK B IpyIiaTa Ha JICYSHHUE C
uHGIUKCUMA0, OTKOJIKOTO B TuTanebo-rpynara (chorBeTHO 37,9% cpemty 14,0%, p < 0,001; u 20,2%
cperty 6,6%, p < 0,001).

Crmpane Ha kKopTuKocTeponnnTe Ha 30 u 54 cenMuIia 1 3aIbpikaHe Ha KIMHUIHATA PEMUCHS € OHIT0
BB3MOXKHO TIPH TO-TOJISIM IIPOICHT OT MAIUCHTUTE B IPYIIUTE Ha JICUeHHE ¢ MHPIUKCUMa0, OTKOIKOTO
B Tiarie6o-rpynara (22,3% cpermy 7,2%, p < 0,001 3a 30 cenmuna, coopuu qanau ot ACT 1 u ACT 2;
21,0% cpemry 8,9%, p = 0,022 3a 54 cegmuma no garau ot ACT 1).

Amnanu3bT Ha cOopuute Aanuu oT npoyuBanusaTa ACT 1 u ACT 2 u TexHuTe NpoabIKEeHHS,
MOKPHBALL BPEMETO OT HA4YaJIOTO Ha IPOYYBAHETO JI0 CeaMHLa 54, IOKa3Ba HAMAJIEHUE HA CBbP3aHUTE
C YJLIEPO3HUS KOJIUT XOCHUTAIN3AUUHN U XUPYPTHYHH UHTEPBEHIIMH NIPH MALUCHTHUTE, JIEKYBaHU C
nHQIuKcuMa6. CBBP3aHUTE C YILEPO3HHSI KOJUT XOCHUTAIN3AUH €A 3HAYUTEIHO M0-MaJIKO B
rpynuTe Ha edenne ¢ nHpmukcnmad B 1o3a 5 u 10 mg/kg B cpaBHEHHe ¢ TpyIarTa ManueHTH Ha
rrane6o (cpeaen Opoit xocruranuzanuu Ha 100 manmentorogman: 21 u 19 cpenry 40 B rpymara Ha
wiane6o; cpotBeTHO p = 0,019 1 p = 0,007). BposiT Ha cCBBbp3aHUTE C YIIEPO3HUS KOTUT XUPYPrHUHH
MHTEPBEHLUH CHILO € 3HAYUTEIHO [O-MaIbK B IPYNHUTE HA JieueHHe ¢ MHGIMKCUMA0 B 1032 5 1

10 mg/kg B cpaBHEeHHe ¢ rpynara Ha manedo (cpeneH Opoit XUpYpPruIHH WHTEPBEHITNH Ha

100 marmenroroaunu: 22 u 19 cpery 34; ceotBetHo p = 0,145 u p = 0,022).

[IponeHTHT Ha MAIMEHTHTE, IPH KOUTO € TIpaBeHa KOJIEKTOMHS B KOWTO | J1a € MOMEHT IIpe3 ITbPBUTE
54 cenmunu ciien mbpBata HHPY3Hs Ha IPOYYBAHUS MPOIYKT, € ChOpaH U 00pabOTeH Bb3 OCHOBA Ha
npoyusanusita ACT 1 u ACT 2 u Texuute npoabkeHus. Konekromus e HanpaBeHa Mpy M0-MajKo
NalMEeHTH OT Tpynara Ha jedenue ¢ uHdmukcumad B no3a 5 mg/kg (28/242 nmm 11,6% [N.S.]) u ot
rpymnara Ha jedeHue ¢ napuukcumad B no3a 10 mg/kg (18/242 unu 7,4% [p = 0,011]), orkonkoTO NIpH
MAIMeHTUTE OT TpyIaTa Ha iane6o (36/244; 14,8%).

HamansBanero Ha yecToTaTa Ha KOJIEKTOMHUHTE € IIPOYYEHO U Bb3 OCHOBA HA JJAHHUTE OT JPYTO
pangoMu3upaHo ABoiHocsno npoyuBaHe (C0168Y06) npu xocnuranuzupanu nanueHTs (n = 45) ¢
YMEPEHO TEXBK JIO TeKbK aKTHBEH YJIIIEPO3€H KOJIHT, KOUTO HE CE OBIHSBAT OT UHTPABEHO3HU
KOPTHKOCTEPOU/IN M KOUTO CIICAOBATEITHO Ca C TIOBHIIEH PHCK 32 KOJIEKTOMHSA. B pamkure Ha

3 Mecera OposT Ha KOJIEKTOMUHTE € OWJT 3HAYUTETTHO MO-MaTBK IPH NAUSHTHTE, IOy YHIIH
eIMHUYHA J103a nHQIMKcUMab 5 mg/kg, B cpaBHEHHE C MAIMEHTHUTE, TOJYYHIH IU1anebo (CbOTBETHO
29,2% cpeury 66,7%, p = 0,017).

ACT 1 u ACT 2 noxka3sat, 4e HHQIUKCHMa0 1Mo J00psiBa Ka4eCTBOTO Ha )KHBOT, KOETO Ce
MOTBBPK/IaBa KAKTO OT CTATUCTHYECKH 3HAYNMOTO MOJI00peHHe B crieupuyHms 32 32a00IIBaHETO
BbIIpocHUK IBDQ, Taka u 0T moJJ0OpeHneTo B reHepudHHs KpaTbK (GOpMYJISp 3a IPOyYBaHE C

36 Touku SF-36.

AHKHJI03UpAI CIOHAWINT OPU Bb3PACTHU

B 11Be MHOTOIIEHTPOBH, JBOHHOCIIENH, T1J1a1e00-KOHTPOIMPAHU POYYBAHHUS Ca OLICHEHU
epuKacHOCTTa U 6€30IaCHOCTTA Ha WHPIMKCUMAO MPH NAMEHTH C aKTUBEH aHKWIJIO3UPAIIl CIIOHTUIIAT
(Bath Ankylosing Spondylitis Disease Activity Index [BASDAI] ckop > 4 u rppOHayna 60ska > 4 1o
ckana ot 1 g0 10).

B mppBoTOo npoyuBane (P01522), koeto e ¢ 3-mecedna BoiiHocIsIma ¢asza, 70 manueHTH ca
noiyvaBaiu win o 5 mg/kg nadaukcumad, unu mianedo Ha ceqmuna 0, 2 u 6 (o 35 nanuueHTH BbB
Besika Tpyna). Ha ceqmuma 12 manueHTn OT Tpymara, mojryvaBaia mianedo, ca mpeMrHaIu Ha
nedenune ¢ napaukcumad 5 mg/kg Ha Bceku 6 ceamuiiu no ceamuia S54. Ciiell mbpBarta rofuHa Ha
NPOYYBAHETO, MPH 53 MaUEHTH TO € MPOIBIDKUIIO KATO OTKPUTO MPOCIIEASBALIO IPOYYBAHE O
ceamuna 102.

BB BrOopoTO KiinHn4HO nipoyuBane (ASSERT), 279 marnuenTn ca Owin paHIOMU3UPAHH J1a

noxyvasat wiH wiane6o (Upyna 1, n = 78), umun 5 mg/kg nundaukcumad (I'pyna 2, n = 201) Ha
cenmuna 0, 2 1 6, ciael KOeTo Ha Bceku 6 ceamuiiy 1o ceamuna 24. Cien ToBa BCUYKY MAaIl[MEHTH ca
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peMuHaIHM Ha HHQIUKcHMa0 Ha Beeku 6 ceamuiy 1o cenmuma 96. [ammentute ot ['pyna 1 ca
nosydaBaiu mo 5 mg/kg napaukcumad. B rpymna 2, 3anousaiiku ¢ uH}y3uaTa Ha ceamuia 36,
nanuenTute ¢ BASDAI > 3 npu 2 mociie1oBaTeIH| BU3UTH, ca Mmoay4asiu mo 7,5 mg/kg
nHQIMKCUMab Ha Bceku 6 cenMulm Ao ceamuua 96.

B ASSERT mogoGpeHue 1Mo OTHOIIICHHE Ha TPU3HAIINTE U CUMIITOMHTE ce 0TOesI3a oIIIe Ha
cenmuna 2. Ha cenmuna 24, OpositT Ha nanueHnTure, orroBopuin mo ASAS 20 kputepuure, € 15/78
(19%) B mnane6o-rpynara u 123/201 (61%) B rpynara Ha nedenue ¢ 5 mg/kg nadnukcnmad

(p <0,001). ITpu 95 nanuenTn ot I'pymna 2 Je4EHHETO € IPOIBIDKIIO ¢ 5 mg/kg Ha BCeKH 6 CeMHUIIN.
Ha cenmuna 102, 80 manmenTn ca Ouinu Bee oiile Ha jJeueHue ¢ nHGumkcumado u ot Tx 71 (89%) ca
nokpunu ASAS 20 kpuTepuuTe 3a OTTOBOP HA JIEUEHHUETO.

B P01522 nogobpenue no oTHOIIEHHE Ha MIPU3HAIINTE U CUMIITOMUTE CBHILO ce 0TOENs3Ba OllIe Ha
ceamuna 2. Ha cenqmurnia 12 6post Ha nokpusarure BASDAI 50 ckopa e 3/35 (9%) B mutanie6o-
rpynara u 20/35 (57%) B rpymnata Ha neuenue ¢ 5 mg/kg napmukcumad (p < 0,01). Ilpu 53-ma
TIAIMEeHTH JISYEHUETO € MPOoAbInKmio ¢ 5 mg/kg Ha Bceku 6 ceqmuny. Ha cemvmuta 102, 49 nammentun
BCE ollle ca OmiM Ha JeueHne ¢ nHpumkcumab u ot Tax 30 (61%) ca mokpunun BASDAI 50
KPHUTEPHHTE 32 OTTOBOP.

U B nBeTe npoyuBaHus pU3NYECKUTE BE3MOKHOCTH M KQUECTBOTO Ha )KUBOT, OINPEACIICHU Upe3
BASFI ckopa (Bath Ankylosing Spondylitis Functional Index) u upe3 kacaemuTe GU3NIECKOTO
CBhCTOSIHUE BBIIPOCH HA KPATKUS BBIPOCHUK 32 KAUECTBO Ha KUBOT SF-36, ChIIO MOKAa3BaT 3HAYUMO
noto0peHue.

[IcopuaTyeH apTpUT IPH Bb3PACTHH
EdwukacHocTTa 11 Oe3omacHOCTTa Ha JedeHHeTo ¢ HHMIMKCUMAa0 Osixa OlleHeHH B JBE MHOTOIIEHTPOBH,
JBOWHOCJIEIH, IU1ale00-KOHTPOIMPAaHU IPOYYBAHUSI PU MALMEHTH C AKTUBEH TICOPUATHYCH apTPHUT.

B mepBoTo kimanuHO npoyuBane (IMPACT) edukacHoCTTa M 6€30MIaCHOCTTA HA JIEYCHUETO C
nHpIMKCUMAa0 ca Omin onleHeHH rpy 104 mamueHTy ¢ mojauapTuKyiapHa (opMa Ha aKTUBEH
nicopuatuucH apTpuT. [1o Bpeme Ha 16-ceMuuHaTa ABOWHOCANA (a3a, maueHTuTe (Mo 52 BbB BCsKa
rpyma) ca nosydaBayiu uin nHnukcumad 5 mg/kg, nnu mnanedo, Ha 0, 2, 6, u 14 ceqmuua. Ot

16 ceqmuIla MarMeHTHUTe OT IUIANe0o-rpynaTa ca IpeMUHAIIM Ha JieueHue ¢ WHQIMKCHMAa0, KaTo Bede
BCHUYKH MAIUEHTH ca nojydyaBaiu 1o 5 mg/kg nndaukcrumad BeHBK Ha BCEKU 8 CEAMMIIA 0
ceamuia 46. Ciieq; i3TMYaHe HA IThpBaTa rOJIMHA OT IPOYYBAHETO, 78 MAIMEHTH ca OCTaHAIH Ha
nedeHue 10 98 ceaMmuIia KaTo OTKPUTO MPOYIBAHE.

BbB BropoTo kinuanuHO npoyusane (IMPACT 2) edukacHocTTa 1 6€301MacHOCTTA Ha JICYEHHETO C
nH}IuKcUMab ca Ounu oueHenu npu 200 mauMeHTH ¢ AKTUBEH NICOPUATHYEH apTPUT (= 5 OTOYHH
CTaBH U > 5 Oone3nenu crasu). [Ipu 46% OT manueHTHTe € MPOABbHKABAJIO U JICUSHHE C METOTpeKcat
B cTabuiaHa no3a (< 25 mg/cenmuuno). [1o Bpeme Ha 24-ceqmuuHaTa IBOMHOCNA (a3a, MalMeHTUTE
(o 100 BBB Besika rpyma) ca rmosrydaBany win nuHaukcumad 5 mg/kg, wnm manebo, va 0, 2, 6, 14 u
22 cenvuria. Ot 16 ceqmuna 47 nanuienTy ot manedo-rpymnata ¢ < 10% nogo0peHue B cpaBHEHHE C
HAYaJIOTO Ha MPOYYBAHETO 10 OTHOIIEHHE KAKTO Ha OTOKA, TaKa W Ha OOJIKaTa B CTaBUTE, Ca
3aroyHaId HHAYKLIHUOHHO JieueHne ¢ nHpMKkcumad (paHHo npeBkitouBane). Ot 24 ceqmuiia BCUUKH
NalMeHTH OT Ianebo-Tpynara NpeMUHABAT HAa MHAYKIHMOHHO JieueHHe ¢ HHPIMKcuMal, KOeTo €
MIPOIBIDKHIIO 110 46 cemMuUIIa IpH BCUIKH TAITUEHTH.

OcHoBHHTE pe3ynTatu 1o oTHomeHne Ha epukacHoctta oT IMPACT u IMPACT 2 ca npeacraBenu B
Tabmuna 9 no-moiny:
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Ta6auna 9
IMPACT u IMPACT 2 — EdekT Ha JeueHueTo Bbpxy ACR u PASI

IMPACT IMPACT 2*
IIname6o | Unadmukcuma | Uadpmukcuma | Ilmane6o  [Mudmuxcumadadankcnmad
(16 cenmura) 6 (16 0 (24 cenmunia) | (24 ceqmuna) | (54 cenmmuna)
ceamuma) | (98 cenmmuria)
Pannommsupanu 52 52 N/A?2 100 100 100
MAIUEHTH
Otrosop mo ACR
(% oT marmeHTHTE)
N 52 52 78 100 100 100

Otrosop ACR | 5 (10%) 34 (65%) | 48 (62%) 16 (16%) | 54 (54%) | 53 (53%)
20*

Otrosop ACR 0 (0%) 24 (46%) | 35 (45%) 4 (4%) 41(41%) 33 (33%)
50*

Otrosop ACR 0 (0%) 15 (29%) | 27 (35%) 2 (2%) 27 (27%) | 20 (20%)
70*

Otrosop no PASI
(% ot
nanueHTute)”

N 87 83 82

Otrosop PASI 1 (1%) 50 (60%) | 40 (48,8%)
5%

* I/ISBT:pI_HeH ITT-aHanm, KaTo NafuC€HTUTE, 3a KOUTO HAMa JaHHU, Ca CMIATAHU 3a HCOTTOBOPUJIA Ha JICYCHUECTO.

& Jlannure ot 98-a cenvuna B IMPACT BKIIOUBAT KAKTO MAIMEHTH, IPEMUHATH OT IUIANe60 Ha HE(IMKCHMA0, Taka 1

MAIUEHTH, JeKyBaHH ¢ HH(IUKCHMa0 U MPOABIDKUIN B OTKPHTO IPOYIBAHE.

Manuentn ¢ PASI > 2,5 B Hawanoro Ha neuennero B IMPACT u manueHTH CbC 3acsiraHe oT IcopHasuc Ha > 3% or
TelecHaTa IUIol B HayajoTo Ha jJedenuero B IMPACT 2.

** OtroBop PASI 75 ne e Brmouen B IMPACT nopaau mankust 6poit; p < 0,001 3a nadmukcnmab cpemy mane6o Ha 24-a
ceqmua 3a IMPACT 2.

B IMPACT u IMPACT 2 knmHHYeH OTTOBOp € HabOJro1aBaH ollle Ha 2-a ceIMUIA, KaTo ce 3abpiKa
CBHOTBETHO A0 98 cenmuiia u 54 cenmuna. JleueHnero e euKacHO KaKTO CbC CbBMECTHO MPHUIIOKECHUE
Ha METOTpPEKCaT, Taka U KaTo MOHoTepanus. [Ipu nekyBanuTe ¢ HHPIUKCUMA0 MAMEHTH € OTYETCHO
MOHW)KaBaHe HA CTOMHOCTUTE Ha MapaMeTpHTe, TUITMYHH 32 epudepHa akTHBHOCT Ha TICOpUATHYECH
apTpurt (kaTo Opoli Ha OTOYHHTE CTABH, OpOoi Ha OOJIE3HEHUTE CTAaBH, IAKTHIIUT U €HTE30MaTHs).

B IMPACT 2 ca oueHsiBaHH pEHTT€HOJIOTHYHUTE TpoMeHH. HanpaBenu ca peHTreHorpadguu Ha
JUIAaHUTE M XOJMJIaTa U3X0/IHO, Ha ceamuiia 24 u Ha cenmuna 54. Ha ceqmuiia 24 neyeHueTo ¢
nH(IMKCHMa0 MoKa3Ba 3a0aBsHEe HA CKOPOCTTA HAa MPOTrpecHs Ha MepUpEepHOTO CTABHO YBPEKIaHE B
CpaBHEHHE C MPUJIOKEHUETO Ha TUanedo (ITbpBUYHA KpaifHa TOYKa), K3MEPEHO Upe3 MPOMsiHATA B
CpaBHEHHME C M3XOJHATa CTOWHOCT Ha 00mTwst Moauduiupan ckop Ha van der Heijde-Sharp (vdH-S
ckop; cpenuusT ckop + SD Geme 0,82 + 2,62 3a manebo-rpynara u -0,70 + 2,53 3a rpynara Ha
nedenue ¢ nHpuKcuMao; p < 0,001). B rpymara Ha neuenue ¢ nHGIMKCHMA0 cpeHaTa IPOMSIHA Ha
o0mms moaudumupan vdH-S ckop ocrasa oz 0 u Ha cenmuna 54.

[Ipu nekyBanute ¢ HHPIUKCUMAO MAMEHTH € HAOII0JaBaHO U 3HAYUTEIHO (PYHKIIMOHATIHO
nogoOpeHue, 0T4eTeHo Bb3 ocHOBa Ha BO3. Bb3 ocHOBa Ha BbIIpocHTE 32 PpU3HUYecKa aKTHBHOCT U
MICUXUYHO ChCcTOsTHUE B SF-36 Oemie oT4eTeHO W 3HAYUTEITHO TT0T00peHre Ha KAYeCTBOTO Ha JKUBOT B

IMPACT 2.

IIcopmasuc npu Be3pacTHU

EdukacHocTTa Ha nedeHneTo ¢ nHGIHMKcHMab Oelre OleHeHa B JIB€ MHOTOLIEHTPOBH, PAHJOMU3UPaHH,
neoitHocenn npoyuBanusi: SPIRIT u EXPRESS. B aBete nmpoyduBaHus 0sixa BKIFOYESHU TAIIMEHTH C
XPOHUYEH TICOPHA3HC C TICOpUAaTHIHH TU1aku (¢ > 10% 3acsrane Ha TenecHaTa MOBLPXHOCT U PASI
ckop > 12). OcHoBHATA II€JT ¥ B IBETE MPOYYBAHUS OCIIIe /1a CE OLCHH MPOIECHTHT MAIIUEHTH, ITPH
kouTo Ha 10 ceamuia e mocTurHaTo nojgoopenue ¢ > 75% na PASI B cpaBHEeHHE ¢ n3xomHaTa
CTOMHOCT.
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B SPIRIT ¢ onenena epukacHocTTa Ha MHGIMKCUMA0 KaTO MHAYKIIMOHHO JICYCHHE TIPU

249 mauueHTy ¢ NCOpUaTHYHHM TUIAKH, JIeKyBaHU npeau ToBa ¢ PUVA nim cucTeMHH JieKapcTBEHH
npenapaTy. B paznuyanTe rpynu ca npunaranu uHpankcumad B no3a 3 mg/kg, napnrukcumad B 1o3a
5 mg/kg unu mnanedo karo uHdysus va 0, 2 u 6 ceamuna. [lanueHTrTe ¢ > 3 TOYKHU CIIOPE]T OLICHKATA
Ha JIeKapsl ca CMSTaHH 32 IOKa3aH! 3a JOIbJIHUTEIHA HHY3HS Ha 26 ceqMuna.

B SPIRIT nponeHTsT nmanuentu, mpu kouto Ha 10 cenmuna e nocturuat PASI 75, e 71,7% B rpynara
Ha neueHue ¢ 3 mg/kg nadaukcumad, u 87,9% B rpynara Ha sedenue ¢ 5 mg/kg nndnukcumao,
JokaTo B riarebo-rpymnara — 5,9% (p < 0,001). Ha 26 ceamuiia, 20 ceqMuIy ciiet mociaeHara
WHIYKIHOHHA 1032, 0TroBop PASI 75 e mocturnat npu 30% OT manueHTHTe B rpynaTa Ha JIeYeHHEe C
5 mg/kg nnpnukcumad, u npu 13,8% ot nauueHTute B rpynata Ha gedeHue ¢ 3 mg/kg nadaukcumad.
Mexnay 6 u 26 ceqmuLia CUMOTOMHTE Ha IICOpPHA3Nca MOCTENIEHHO PeLUIMBIpaxa, KaTo MEAUaHaTa Ha
nepuoj 1o peuuans Ha 6onectta e > 20 ceamuuu. He e HaOmonaBan rebound-gpeHome.

B EXPRESS e onenena eukacHOCTTa Ha MHIYKITMOHHATA U TIOJIbPIKaIIaTa Teparsl ¢
nHpIIKCIMa0 Tpy 378 MaIMeHTy C ICOPUATHIHU TUTaky. [lanreHTuTe momrydaBaxa win
nHpIKcUMad B 1o3a 5 mg/kg, mmm mmanebo xkato nHPy3un Ha 0, 2 1 6 cenMuIia, MOCIEABAaHN OT
MOTBPIKAIIO JeueHue — MH(py3un npes § ceamuliy 1o 22 ceIMulla B rpymaTa Ha ianedo, u J10

46 cenMuria B rpymnaTa Ha nHGuukcnMad. Ha 24 ceqmuia manueHTruTe ot mianedo-rpynara
MpeMHUHAaXa Ha MHIYKIIMOHHO JieueHue ¢ nHpmkcnmad (5 mg/kg), mociaenBaHo oT moabppxama
tepanust (5 mg/kg). [IcopuasuchT Ha HOKTHTE € OLIeHEeH upe3 MHeKkca Ha TeXKECT NpHu Icopra3uc Ha
Hoktute (NAPSI). [Ipean neuenuero ¢ nadarkcumad, 71,4% oT nanueHTHTe ca OWIK JIEKYBaHHU C
PUVA, meToTpekcar, MUKIOCTIOPHH WIIH alUTPETHH, BBIIPEKH Ye HEe BCUYKH ca OMITN C PE3UCTEHTHA
Ha Tepanus Gopma. OCHOBHHTE pe3ynTaTu ca npeactaseny B Tabnuna 10. B rpynara Ha nekyBaHuTe
¢ nH(pIMKcMab NanyeHTH Olle Ha TbpBaTa BU3UTa (BTOpa ceamuia) e Hadmoaasan otroBop PASI
50, a Ha BTOparta Bu3nTa (mecra ceamuiia) — orroBop PASI 75. EdukacHocTTa B rpynara maryenTH,
JIeKyBaHH IIPeJH TOBA CbC CUCTEMHH JICKapCTBa, € CXOAHA ¢ 001ara e(UKacHOCT B IPOY4BaHETO.

Ta6auna 10
Otrosop no PASI, otroBop no PGA u nponeHTa nanieHT! ¢ M34YNCTBaHEe HA BCHYKH HOKTH Ha
10, 24 u 50 cenmuna B EXPRESS

[Tnane6o —
WNudnrkcumad
5 mg/kg Nudaukcumad
(1a 24 ceamuria) 5 mg/kg

10 ceqpmuua

N 77 301
> 90% momobpenue 1 (1,3%) 172 (57,1%)*
> 75% nomoOpenue 2 (2,6%) 242 (80,4%)*
> 50% momoOpenue 6 (7,8%) 274 (91,0%)
OrenHka Ha Jekaps — u3uncTBade Ha Hoktute (0) uiu Jexo
3acsirane Ha HOKTHTE (1) 3 (3,9%) 242 (82,9%)®
OueHka Ha Jekaps — u3urcTBane Ha Hoktute (0), 1eKo
3acsrane Ha HOKTUTE (1) Win ymMepeHo u3pa3eHo 3acsraHe
Ha HOKTHTE(2) 14 (18,2%) 275 (94,2%)®
24 cenmMuua

N 77 276
> 90% momobpenue 1(1,3%) 161 (58,3%)*
> 75% nomobpenue 3 (3,9%) 227 (82,2%)*
> 50% momoOpenue 5 (6,5%) 248 (89,9%)
OreHka Ha JeKkaps — H3urcTBaHe Ha HOKTUTe (0) WK JIeKO
3acsirane Ha HOKTHTE (1) 2 (2,6%) 203 (73,6%)?
Ornenka Ha Jnexaps — n3uncTBane Ha Hokture (0), Jexo
3acsiraHe Ha HOKTHTE (1) WM yMepeHO M3pa3eHo 3acsrane
Ha HOKTHTE (2) 15 (19,5%) 246 (89,1%)°
50 ceamuna

N 68 281
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> 90% nmomoOpenue 34 (50,0%) 127 (45,2%)

> 75% nonobpenue 52 (76,5%) 170 (60,5%)
> 50% momobpenue 61 (89,7%) 193 (68,7%)
OreHka Ha jeKapst — H3uicTBaHe Ha HOKTUTE (0) WIH JIEKO

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

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

Ha HOKTHTE (2) 59 (86,8%) 189 (67,3%)
W3uncTBaHe HA BCHYKH HOKTH®

10 cenmmura 1/65 (1,5%) 16/235 (6,8%)
24 cenmuna 3/65 (4,6%) 58/223 (26,0%)*
50 cenmuna 27/64 (42,2%) 92/226 (40,7%)
2 p<0,001 32 Besika rpyma Ha JedeHHE ¢ HHGITUKCHMA6 cpelry KOHTPONHATA TPYTIa.

b n=292,

¢ AHaiuM3BT € HalpaBeH Bb3 OCHOBA HA M3XOIHMsA GPOii MAIMEHTH ¢ IICOPHA3NC Ha HOKTHTE (81,8% OT MalMeHTHTE).

Cpennure uzxonuu pesynrati mo NAPSI ca 4,6 u 4,3 ch0TBeTHO 3a rpynata Ha JedeHne ¢ HHpIMKcUMab U 3a
mianebo rpynara.

3HauyuMo MoI00peHne OT U3X0JHOTO HUBO € JokazaHo npu DLQI (p < 0,001) u npu pesynratute oT
¢du3udeckara u ncuxuuecka kommonenrta Ha SF 36 (p < 0,001) npu Besiko cpaBHsIBaHE Ha
KOMITOHEHTH.

IequaTpuyHa nomyJianus

Bonect Ha Crohn npu neauarpuyny narpeHTd (6 10 17 roaunun)

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

13,0 ronuHmn) ¢ ymepeHa 70 Texxka aktuBHa 0osiect Ha Crohn (Mmenuana 40, ciopen CDAI mpu
NeIHaTPUYHH MAIMCHTH) U HEAOCTaThUeH OTTOBOP Ha CTAaHIApTHO JiedeHue ca monyuman 5 mg/kg
nHpukcuMad Ha 0, 2, 1 6 ceamuia. Bcnuky manueHTH e TpsAOBaio na Opaat Ha crabmiHa go3a 6-MP,
AZA nmu MTX (35% oT Tsx ca moyydaBajiu U KOPTUKOCTEPOUIU Ha U3XOHO HUBO). [laninenTure,
KOMTO I10 MPeLieHKa Ha U3CJIeJOBATENUTE ca MOCTUTHAIIM KIIMHIYEH OTroBop Ha ceamuna 10, ca
PaHJIOMU3UPAHH Ha TIOIBPXKAIIIO JedeHue ¢ nHdaukcumad 5 mg/kg npes 8 mim npe3 12 cemmuiiy.
[Tpu 3aryba Ha oTroBOpa MO BpeMe Ha MOAIBPIKAIOTO JIeYeHHe € OMIIO MTO3BOJICHO ITPeMUHABAHE Ha
no-Bucoka j1o3a (10 mg/kg) n/vnm npuiokeHne Ha No-KpaTku nHTepBaiy (mpe3 8 ceamuiy). TakoBa
MpeMHUHAaBaHe € OWIJIO HAaIpaBeHO MU TpUeceT U 1BaMa (32) OlleHUMU e UaTPUIHN NallHeHTa

(9 yuacTHHKa OT rpymara Ha PUIOKEHHE MPe3 8 ceqMUIM U 23 yU4acTHHKA OT rpyrara Ha
npusioxkenue npe3 12 ceqmunm). Crnen npeMUHaBaHETO, IPH JBAJAECET U YETUPH OT TE€3H MalUEHTH
(75,0%) KITMHUYHUAT OTTOBOP CE€ € BH3CTAHOBUIL.

[IponeHThT Ha y9acTHUINTE C KIIMHWYEeH OTroBOp Ha cenmuiia 10 e 6w 88,4% (99/112). IIpouieHTHT
Ha YYACTHUIIUTE B KIIMHHYHA peMucHs Ha ceamuria 10 e 6ur 58,9% (66/112).

Ha cenmuna 30 mpoLeHTHT Ha YYACTHUIIMTE C KIIMHUYHA PEMHCHUS ¢ OWJI ITO-BHCOK B TpyIaTa Ha
MOJTBPIKAIIO JieueHue mpe3 8 cenmuiu (59,6%, 31/52), 0OTKOIKOTO B TpyIara Ha MO IbPKAII0
nedenue npe3 12 cemmumu (35,3%, 18/51; p = 0,013). Ha cemmumna 54 croitHocTrTe ca 6unm 55,8%
(29/52) 1 23,5% (12/51) chOTBETHO 3a I'PYyNHTE HA MOIIBPIKAIIO JCUeHHUE 1pe3 8 u npe3 12 cenMuiu
(p < 0,001).

Hannu 3a puctynure ca momyuernn ot PCDAI ckoposete. Ot 22-Ta y4acTHHULM, KOUTO U3XOJHO Ca
uMan (GUCTyIH, B TPYIHTE HA IO IbprKaIIo JeueHne npe3 8 u 12 ceqmunm 63,6% (14/22), 59,1%
(13/22) 1 68,2% (15/22) ca uManu mbaHa PEMHUCHS 110 OTHOIICHHE Ha (PUCTYJIUTE ChOTBETHO Ha
ceqmuiia 10, 30 u 54.

B JOITBJIHCHUEC, Ca oun YCTaAaHOBCHU CTATUCTHYCCKU U KIIMHUYHO 3HAYMMU n01106peH1/151 1o
OTHOIICHHUE HA KAYCCTBOTO HA )KMBOT M BUCOYMHATA, KAKTO M 3HAYUTCIIHO HaMaJIIBAaHC HA 103aTa Ha
KOPTHUKOCTCPOUAUTE, CPABHCHU CIIPAMO U3XOAHO HUBO.

VieposeH koymtT npu aena (ot 6 xo 17 roauiiga Bp3pacT)

BesonacnoctTa 1 eukacHOCTTa Ha HHPIMKCUMAO ca OLEHEHU B MHOTOLIEHTPOBO, PaHAOMHU3HPAHO,
OTKPHUTO, TTApajIesIHO TPyHoBO KIMHUYHO nipoyuBaHe (C0168T72) mpu 60 nmeanaTpuyHu ManveHTH Ha
BB3pacT oT 6 10 17 roguau (MeanaHa Ha Bb3pacT 14,5ToauHM), C YMEPEH /10 TeXBK aKTHBEH
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yiepo3eH KomuT (0T 6 10 12 Touku mo Mayo; > 2 MOATOYKH €HIOCKOIICKH), C HEAOCTaThYEH OTTOBOP
KbM KOHBEHIIMOHAIHUTE Tepanuu. M3xomaHo 53% OT manueHTHTe ca MoTyJYaBald IMyHOMOIYJIHpAIa
tepanus (6-MP, AZA w/vmu MTX) u 62% 0T naIieHTUTe ca MoJyYaBaid KOPTUKOCTCPOUTH.
Crnupase Ha JICYCHHETO ¢ UMYHOMOYJIATOPH U KOPTUKOCTEPOUIH € OUIIO Pa3peIlieHo Clie

cenmuna 0.

Benyky mar@eHTy ca moaydiIn HHAYKIIHOHHA Tepanus oT 5 mg/kg nudmukcumabd Ha ceamuiia 0, 2 u
6. ITarmeHTHTE, KOWTO HE Ca OTTOBOPHJIM Ha JEUeHHETO ¢ nHpImkcuMab Ha ceaqmuna 8 (n = 15), He ca
NOJTy4YaBajIy MOBeUe JIEKapCTBEH MPOAYKT U Ca OCTaHAIIM 3a IpocCIieIsBaHe Ha Oe3omacHocTTa. Ha
cenmuiia 8, 45 mareHTH ca paHIOMU3UPAHH | ca moiy4aBaiu 5 My/Kg unpnrkcumab Ha BCEKH

8 ceMUIH MK Ha BCEKH 12 CeIMUIIN KaTo MOIIbPIKaIla TEPAITHSL.

[TponeHThT NalMeHTH ¢ KIIMHUYEH OTroBOp Ha ceamuria 8 € oun 73,3% (44/60). KnuHUYHUST OTTOBOP
Ha cenMuIia 8 € OWJI CXOACH MKy MAIUEHTHTE ChC WK 0€3 ChIThTCTBAIA HMYHOMOTYJIHpAIla
Tepanus Ha U3X0AHO HUBO. KiimHnyHaTta pemucus Ha cenmuna 8 e 6mna 33,3% (17/51), n3mepeHo
Ype3 TOYKOB MHIEKC 3a aKTUBHOCTTA Ha meauarpuanust yiaeposer koaut (PUCAL).

Ha cenmunia 54, mpoieHTHT Ha MalMeHTHTE B KIMHUYHA pemucust, uzMepena upe3 PUCAI toukw, e
38% (8/21), B rpymara Ha OIBPIKALIO JeUeHHe Ha BcekH 8 ceamunuu u 18% (4/22), B rpynata Ha
MOTBPIKAIIO JIedeHre Ha Bceku 12 ceamutiy. [Ipu narmeHTuTe, moxydaBaiiy KOpTUKOCTEPOUIU Ha
HN3XOIHO HMUBO, NPOUCHTHT MAIITMCHTHU B PEMUCHUSA U HETIOJTydaBallll KOPTUKOCTECPOU AU IIPE3

54 cenmuna e 6un 38,5% (5/13), B rpynara Ha HOAIBPIKaILIO JieueHHe Ha Bceku 8 ceamuuu u 0%
(0/13), B rpymara Ha MOATBPIKAIIIO JICUCHHUE Ha BCEKU 12 CEIMUIIH.

B ToBa npoyuBaHe e UMao NoBeYe MAUKUEHTHU B Ipynara Ha Bb3pact oT 12 1o 17 roguHu, OTKOJIKOTO B
rpynara Ha Bb3pacT ot 6 10 11 rogmau (45/60 crpsimo 15/60). Benpeku de OposT Ha MAI[IEHTUTE BHB
BCsKa noArpyiia € TBbpa€ MaJIbK, 3a Ja CC HallpaBAT TOYHH 3aKJIIOUCHU 3a BJIIMAHUCTO HA Bb3pacCTTa,
IIpU MO-TroJIIM 6pOI>'I IMMallMCHTHU B IrpyIliaTa Ha IMOo-MajikaTa Bb3pacCT A03aTa € IIOBUIICHA UJIN TCpaludTa
€ CIIpsiHa IOpagy HeloCcTaThYHa €PUKACHOCT.

Jpyru neiMaTpuyHyu NOKA3aHUS

EBporieiickara areHiys 1o JiekapcTBara 0CBOO0K 1aBa OT 3a/Ib/DKEHUETO 3a TPEI0CTaBAHE Ha
pesyJraTtuTe OT npoyuBanusTa ¢ Remicade BB BCHUKH TOATPYNHU Ha TI€AMATPUYHATA TIOMYJIalHs TIPH
pPEBMATOMIEH aPTPUT, FOBEHUJIEH HAMONATHYEH apTPUT, TICOPHATPUYEH ApPTPHUT, aHKUIIO3HUPAIIL
CIIOHIWJINT, Icopuasuc u 6osect Ha Crohn (Bk. Touka 4.2 3a uH(OpPMaIHst OTHOCHO yrnoTpeda B

e THATPHUSITA).

5.2 dapmakoKMHeTHYHH CBOWCTBA

Ennoxparnata nady3us Ha nHpIMKcUMao B 1o3a 1, 3, 5, 10 wu 20 mg/kg Boau 10 MPONOPIMOHATHO
Ha J103aTa IMOBHUIIIaBaHE HAa MaKCUMaJHaTa cepyMHa KOHIEeHTpaus (Cmax) ¥ MJIOMITA MOl KpUBaTa
koHneHTpanusi-speme (AUC). PaBHoBecHUAT 00eM Ha pasnpenenenne (MenuaHa Ha Vg ot 3,0 1o

4,1 nuTpa) He 3aBHCH OT MPHUIIOKEHATA 71032 U TIOKa3Ba, uye nHpIuKCcHMab ce pasnpeness MpeIuMHO
BBbB BHTPECHIOBOTO NMPOCTPAHCTBO. He € ycTaHoBeHa (papMaKOKMHETHYHA 3aBUCUMOCT OT BPEMETO.
[IpTHIaTa HA enMMMUHUpaHe Ha HHPINKCHUMA0 He ca IpoydeHH. B ypuHara He ce OTKpuBa
HenpoMeHeH nHGuKkcnMad. [Ipu manueHTH ¢ peBMaTOUIEH apTPUT HE € YCTAHOBEHA ChINECTBEHA
3aBMCHMOCT Ha KJIMpBhHCA U 00eMa Ha pa3npeaeicHre OT Bb3pacTTa U TeJICCHOTO TErJIO.
dapMakoKUHETHKATa Ha HHJIMKCUMA0 MPH MallMeHTH B CTapyecka Bb3pacT He e npoydeHa. He ca
MIPaBeHH MTPOYYBAHUS TIPH MANUEHTH ¢ YSPHOIPOOHH With ObOpeUHU 3a00ISIBaHHUS.

Ipu npunarane Ha exuHUYHA 1032 OT 3, 5 wiu 10 mg/kg, croiiHocTuTe Ha Mearanara Ha Cmax ca
cboTBeTHO 77, 118 n 277 mukporpama/ml. Menuanarta Ha TEpMUHAIHUS [TOTYXHBOT MIPU TE3H J03U
Bapupa ot 8 10 9,5 nuu. Ilpu noBeueTo nanueHTn HHGIMKCUMA0 ce OTKpUBA B cEpyMa ITOHE

8 ceqmuIy ciien NpUIOKEHNE Ha MperopbyuBaHaTa eAMHUYHA 103a OT 5 mg/kg 3a jieueHne Ha 00JiecT
Ha Crohn u nojbprkaiata 103a ot 3 mg/kg BeHbXK Ha BCEKU 8 CEAMMIIM 32 PEBMAaTOM/ICH apTPUT.
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IMopabpxkainoto nedenne ¢ nHGIuKcumad (5 mg/kg Ha 0, 2 u 6 ceaMuIla MPH MALUCHTH C
¢buctyausupaiia 6oaect Ha Crohn, 3 nimm 10 mg/kg Benubx Ha 4 WK 8 Mecera Ipy MalUeHTH ¢
PEBMATOUICH apTPHUT) BOJIH JI0 JIEKO KyMYJIHpaHe Ha HHPIUKCUMA0 B cepyma Clie/l BTopara J103a.
Cren ToBa HE ce YCTAHOBSIBAT JaHHU 32 KJIMHUYHO 3HAYNMO KyMmysupane. [Ipu moBeveTo manueHTH ¢
¢uctynmsupania 6onect Ha Crohn nHpIMKCHMa0 ce OTKpUBa B CEpyMa B IPOABIDKEHUE Ha

12 ceamuiiu (ot 4 10 28 cenMuUIM) ciael Kpast Ha JICUCHHETO.

Tleouampuuna nonynayus

[MomynarnyoHeH papMaKOKHHETHYCH aHAITN3, Bb3 OCHOBA Ha JAHHUTE, MOJTyYEHH OT MAIUEHTH C
ynepo3eH koaut (N = 60), 6oect Ha Crohn (N = 112), roBenusen pematounaeH aprput (N = 117) u
6onect Ha Kawasaki (N = 16), ¢ rpanuiid Ha 1ramna3oHa Ha Bb3pacTTa oT 2 Mecena 10 17 roauHu
MOKAa3Ba Y€ SKCIO3UIUATA Ha HHPIUKCUMA0 € B HeJIMHEHHA 3aBUCMOCT OT TeJIeCHOTO Teryio. Cuen
npuioxxenue Ha 5 mg/kg Remicade Ha Bceku 8 ceqmuiiy, mporHo3upaHaTa MeIMaHa Ha CKCIIO3UIIAATA
B CTAIIMOHAPHO ChCTOSIHUE HA MHMIMKcHMAO (TJIOIITa TO/T KPUBATa KOHIICHTPAIHS — BpeMe TPH
cranponapHo cecrostane, AUCss), Ipy e IuaTpuyHy HalueHTH Ha BB3PacT OT 6 10 17 roauHu €
npudmmsuTenHo 20% mo-HuCcKa, OTKOIKOTO MPOTrHO3UpaHaTa MeIaHa Ha eKCIIO3HUIIMATA B
CTallMOHAPHOTO CHCTOSIHUE Ha JIEKAPCTBOTO MpH Bb3pacTHU. Meananara Ha AUCss IpH eAnaTpuiaHu
MAIMEHTH Ha BH3PAcT OT 2 TOJUHU U 1OJT 6 TOIUHM ce MporHo3upa na ob1e 40% mo-HHUCKa OT Ta3H
NIPY BB3PACTHH, BHIIPEKHU Ue OpOST Ha MAIHCHTUTE, B MOJKPETa HA Ta3K OIICHKA, ¢ OTPaHHYCH.

5.3 IlpeakIMHUYHHU JAHHU 32 0€30MACHOCT

WNndnukcumabd He pearupa kpberocano ¢ TNF, Ha 1pyru BUIOBe, pa3IiyHH OT YOBEK M HIMMIIaH3E.
[Mopanu ToBa cTaHAApTHHUTE MPEIKIMHUYHYU JaHHU 32 0€30MacHOCTTa Ha MH(IMKCHMab ca
orpannueHH. IIpu n3cnenBane npy MUIIKA HA TOKCHYHOCTTA IO OTHOIIEHUE HA pacTexa U
PasBUTHETO HAa aHAJIOTMYHO aHTHUTSJIO, KOETO CEJIEKTHBHO MHXUOMPA (yHKLIMOHAIHATAa aKTUBHOCT Ha
mutusi TNF,, He ca ycTaHOBEHHM JaHHU 32 TOKCHYEH eEeKT CpsSMO MaikaTa, eMOPHOTOKCUYHOCT HITH
TepaToreHeH edekT. B nscnensane 3a edexra BEpXy QepTHUINTETA U PEIPOAYKTHBHUS MMOTCHIIHAT,
CJIe]] IPUIOKEHHUE Ha CHIIOTO aHAJIOTHYHO aHTUTSIIO, OPosAT Ha OpeMeHHUTE MULIKH ¢ Hamansl. He e
M3BECTHO JAJIM TOBA CE€ ABJDKU HA BB3ACUCTBUETO My BbPXY MBXKHUTE, WU BbPXY KEHCKATE MULIKH.
B 6-Meceuno u3crnenBaHe Ha TOKCHYHOCTTA MPU MUIIKK C MHOTOKPATHO MPHJIOKEHUE HA CHIIOTO
aHaJIOTHYHO aHTUTsUIO cpeity Mumus TNF,, B KarncynaTa Ha Jemara Ipy HIKOH OT MBKKUTE MUIIKH
ca yCTaHOBEHH KpuCTainHu oTyiaranusi. [Ipu xopa He ca npaBeHH crienuaIHU OPTaIMOIOTHYHU
IIperIey, 3a 1a CE MPOYYH PEJIEBAHTHOCTTA HA Ta3W HAXOIKA.

He ca npaBenu apirorpaiiHu Npoy4YBaHMs 3a OLICHKA HAa KAHLIEPOT€HHUS TOTEHIUAI Ha
uHuKcuMab. M3cneaBanusaTa Ha MUIIKH, KOUTO He ekcripecupaT TNF,, He moka3BaT nmoBuiaBaHe
Ha YecToTaTa Ha Bh3HWKBaHE HA TYMOPH TPH BB3JIEHCTBUE C M3BECTHU WHUIUATOPH U/HITH
IIPOMOTOPH.

6. DPAPMALIEBTUYHU JTAHHU
6.1 Chnucbk HAa IOMOIIHHUTE BellecTBA
3axapo3a

[omucop6bar 80

Harpues xunporendocdar

Junatpues gocdar

6.2 HecbBMECTUMOCTH

[Ipu nunca Ha mpoy4YBaHMS 32 HECHBMECTUMOCTH, TO3H JIEKapCTBEH NPOIYKT HE TpsOBa Ja ce cMecBa ¢
JpYyTH JIEKapCTBEHU NPOIYKTH.
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6.3 Cpok Ha rogHocT

I[penu pa3rBapsHe:
3 rogunu npu Temmnepatypa 2°C-8°C.

Remicade moxe na ce chXpaHsBa pu Temreparypa MmakcumyM 25°C, eTHOKpaTHO 3a MepHoJ 10

6 Meceria, HO HE U CJIE]T AaTaTa Ha M3THYAHE Ha TbPBOHAYAIHUS CPOK HA ToaHOCT. HOBHAT cpok Ha
TOJTHOCT TPsIOBa Na ObJic HAMCaH BhPXY KapToHeHaTa onakoBka. Ciel] M3BaXK1aHe OT XJIAIMITHUKA,
Remicade ue TpsiOBa n1a ce BpbIa OTHOBO 3a ChXpaHEHUE B XJIATUITHHK.

Criel peKOHCTUTYHPAHE U pa3peskIIaHe:

Paspenenust pa3TBop 0cTaBa XUMHUECKH U Qu3ndecku cTabuiieH o 28 mHu mpu TeMmepatypa ot 2°C
1o 8°C u B npoawimkeHue Ha omne 24 yaca mpu 25°C, cnen u3Baxaane ot xiuaauwiHuka. Ot
MUKPOOHOJIOTUYHA TJICIHA TOUYKA, MHQY3UOHHUAT pa3TBOP TPSAOBA Ja ce MPUIIOKH BEIHATA.
CrnazBaHeTo Ha MPETNOPBHUYBAHUTE CPOKOBE H YCIOBUS 3a ChXpaHEHHeE, MPeIu yIoTpeda, ca
OTTOBOPHOCT Ha MOTPEOUTEIIS 1 OOMKHOBEHO He OM TPsOBaIo Ja HaaBUIIAaBaT 24 yaca npu
temmeparypa oT 2°C 1o 8°C, ocBeH ako peKOHCTHTYHPAHETO/Pa3pesKAaHETO € U3BBPIUICHO MPH
KOHTPOJIMPAHU ¥ BATUVPAHU ACCTITHYHH yCIOBHUSI.

6.4 CroenuajaHu yCJIOBHSI HA ChbXPaHeHUe

Ila ce cpxpansiBa B xiaamwiHuk (2°C-8°C).

3a ycioBusiTa Ha cbxpanenue 10 25°C npeau pa3TBapsHe Ha JICKAPCTBCHHS MPOAYKT BUKTE Touka 6.3.
3a ycloBuUATa HA ChXPAHEHHE CIIE/ Pa3TBAPSIHE HA JICKAPCTBEHUS MIPOIYKT, BIXKTE Touka 6.3.

6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA

Crprnen ¢uaxoH (Tun 1) c ryMeHa Tama U aTyMHHHEBa 00KaTKa, 3al[UTEH C TUIACTMAcOBa Kamayka.
Remicade ce nocrasst B onakoBku oT 1, 2, 3, 4 wim 5 ¢pnakona.

He BcuukM BHI0BE OMAKOBKH MOTaT jJa ObJIAT MyCHATH Ha ma3apa.

6.6 CrhenunaJHM npeanasHu MEPKM NP U3XBbPJIsiHe U padoTa

1. N3uucnere no3ara, KoATO TPAOBa J1a ce MPUIIOKH, U KOJIKO (pirakoHa Remicade ca HeoOxoqumu.
Bcexu ¢pmakon Remicade cpabpka 100 mg unmkcnmabd. M3uunciere kakbB 00em
HHXEKITMOHEH pa3TBop Remicade e Bu e HeoOxoum.

2. ITpu acenTruHM yciaoBus pa3rBopere Bceku ¢uakoH Remicade ¢ 10 ml Boza 3a nH»xeKUum, KaTo
n3non3Bare cnpuHuoBka ¢ uria 21G (0,8 mm) nim no-manka. OTcTpaneTe aryMUHHEBaTa
oOKaTKa ¥ TIOYHCTETEe TyMeHara Tara ¢ Mapis, HanoeHa cbe 70% crnmpTt. Bkapaiite noctaBenara
Ha CIIPUHIIOBKATa UIJla BbB (UIaKOHA, KaTo g 3a0MeTe B IIEHThpa Ha TyMEHaTa Tarna, i Haco4yeTe
BOJIaTa 32 MHXKEKIMH KbM CTeHaTa Ha (uakoHa. BHUMaTeIHO 3aBbpTETE HAKOJIKO IBTH
¢urakoHa, 3a Jja ce pa3TBOPH JTHOPIITUIUPAHUAT TIpax 3a HHKEKIIMOHEH pa3TBop. He ro BbpTeTE
TIpeKaieHo AbIro win TBbpae eneprudno. HE IO PASKJTAILIAMTE. OGpa3yBasero Ha msHa
He e Hemo HeoOnvaiiHo. OcTaBeTe pa3TBOpa U n3dakaire 5 MuHyTH. [IpoBepere nanm
Pa3TBOPBT € OMaJIeCIIeHTEH U OE3I[BETEH WM JIEKO KBIT. Moke /1a 3a0esie)XuTe OTASITHN
MPO3UPAIIY YACTHIIH, TOHeKe NHDIIKcMa0 e nmpotenH. He m3non3Baiite pa3TBopa, ako
3a0eieKnTe MPOMSIHA Ha LIBETA, MATOBH WJIN IPYTH YaCTHLIH.

3. Paspenere pa3rBopenust Remicade npax 3a nHxeKkuoneH pa3tBop 1o 250 ml HatpueB XJIopHT
urdysuoneH pasrsop 9 mg/ml (0,9%). He paspexnaiite npurorsenus pa3rsop Remicade ¢
HHUKaKbB JIPyT Pa3TBOPHUTEIL. 3a Pa3pexkIaHEeTO MOXKE Ja U3TErIuTe OT 250-MUIHIHTpOBaTa
CTBKIIeHa OyTHIIKa Wik MHY3HOHEH cak konmudecTBo 9 mg/ml (0,9%) pa3TBop Ha HaTpHeB
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7.

XJIOPH/[I, paBHO Ha 00eMa Ha pa3TBopeHus Remicade. baBHO g00aBeTe II0TO KOJIUYECTBO
pastBopeH Remicade kpM 250-MummmmuTpoBaTa OyTHIIKA FITH CaK ¢ Pa3TBOP Ha HATPHUEB XJIOPH.
Cwmecete tu BHUMatenHo. [Ipu o6emu, mo-ronemu ot 250 ml, u3nonsBaiite win Mo-roysm
uH(py3uoneH cak (Harmp. 500 ml, 1 000 ml), nnm Hsakonko uHpy3noHHH caka ot 250 ml, 3a na
rapaHTHpare, 4e KOHIICHTpaIiaTa Ha HHY3HOHHHUS pa3TBOp He HaaBuimasa 4 mg/ml. Ako ce
ChXpaHsBa B XJIQJIWIHUK CIIe/I PEKOHCTUTYUPAHE U pa3pexaane, MHPY3UOHHUSIT Pa3TBOP
TpsOBa Jla ce OCTaBU Jia Ce TeMIIepHpa MpH craiiHa TeMmeparypa ao 25°C 3a 3 yaca npenu
Crbrka 4 (uadysus). Cbxpanenue Haj 24 vaca npu temrieparypa ot 2°C-8°C e npuioxumo,
camo korato Remicade e nmpuroTseH B HH(PpY3HOHHHS CaK.

Pa3TBOpBT TpsiOBa Ja ce MPUIIOXKH 3a TIEPHOJA, He TIO-KPaThK OT MpernopbyaHaTta
HPOIBDKUTETHOCT Ha HH(DY3uATa (BXK. Touka 4.2). M3mnon3Baiite camo HHPY3HOHHA cHCTEMa
ChC CTEPUJICH, alupOTreHeH (QUITHP, KOUTO CBBP3Ba MPOTEHHH B HUCKA CTEIeH (C pa3Mep Ha
nopure 1,2 MUKpoMeTpa WK o-ManbK). [loHeke B MHPY3MOHHUS pa3TBOP HE c€ ChAbPKaT
KOHCEPBAHTH, C€ IIpernopbyBa HH(Y3HUATA J1a 3aII09HE KOJIKOTO MOXe M0-0bp30 ciexn
NPUTOTBSIHE Ha Pa3TBOPA, 3a MPEANOYNTaHE B paMKHUTE Ha 3 yaca. AKO HE ce U3I0/I3Ba BEHara,
CIa3BaHETO Ha MPEMOPHbUYBAHUTE CPOKOBE U YCIOBHS 32 ChXpaHEeHHUE Mpeau yrnoTpeda ca
OTTOBOPHOCT Ha MOTPEeOUTENST 1 OOMKHOBEHO HE O TpsAOBao Ja HaaBUIIaBatT 24 Jaca mpu
temneparypa ot 2°C no 8°C, oCBeH ako PeKOHCTHUTYHUPAHETO/Pa3perkaaHETO € U3BBPIIEHO MPH
KOHTPOJIMPaHU U BAIMANPAHH aCENITUYHHU YCIOBUA (BXK. Touka 6.3 mo-rope). He cpxpansBaiite
HEHM3IIOJI3BaHUS pa3TBOP 3a MOBTOPHA ymoTpeoda.

He ca npaBenu npoyuBanus 3a Gpu3ndHa 1 OMOXUMHYHA ChbBMeCTHMOCT Ha Remicade ¢ nqpyru
npenaparu. Remicade He TpsOBa na ce nHDy3Upa eJHOBPEMEHHO C KAKBBTO U JIa € JPYT

npenapar Ipe3 €AWH U ChIIH IbT.

ITpeau 3amouBane Ha HHQY3UATa oryieaaite Remicade 3a Hamnune Ha YaCTHIIN MM IPOMSIHA Ha
uBeta. He ro m3mnonsBaiite, ako 3a0ee:KUTe IpoMsIHA Ha IIBETa, MATOBU MJIH APYTH YaCTHUIIH.

Hewusnon3panusr JICKApPCTBCH NPOAYKT WM OTHAABYHUTC MAaTCpUaJId OT HETO Tpﬂ6Ba Ja ce
H3XBBPJIAT B CbOTBETCTBUE C MCCTHUTC U3MCKBAHUS.

HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

8.

HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/116/001
EU/1/99/116/002
EU/1/99/116/003
EU/1/99/116/004
EU/1/99/116/005

9.

JATA HA IT'bPBO PAZPEIIABAHE/IIOJTHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

Jlata Ha mBepBO pazpemanane: 13 aBryct 1999 r.
Jata na nociaenno nogHoBsBane: 2 roiau 2009 r.
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10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

01/2025

ITonpo6Ha mH(pOpManHs 3a TO3H JeKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yebcaiiTa Ha EBpomneiickara
areHIusl Mo jekapcTaata https://www.ema.europa.eu
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MNPUJIOXKEHUE I1
MPOU3BOAUTEJI(U) HA BUOJOTIMTYHO AKTUBHOTO(UTE)
BEIIECTBO(A) 1 ITPOU3BOJAUTEJI(M), OTTTOBOPEH(HH)
3A OCBOBOXJIABAHE HA TTAPTU AN

YCJI0OBUA NN OTPAHUYEHUS 3A TOCTABKA N
YIIOTPEBA

JAPYI'N YCJIOBUS N UBUCKBAHUSA HA PASPEHIEHUETO
3A YIIOTPEBA

YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOJAYKT
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A.  TIPOU3BOAMUTEJI(M) HA BUOJOI'MYHO AKTUBHOTOMTE) BEILIECTBO(A) U
INPOU3BOIUTEJI(U), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIU

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I$1(I/ITC) Ha OMOJIOTHYHO aKTI/IBHOTO(I/ITe) Bemecmo(a)

Janssen Biologics B.V., Einsteinweg 101 2333 CB Leiden, Hunepnanmms
Janssen Biotech Inc., 200 Great Valley Parkway Malvern, Pennsylvania 19355-1307, CAII]

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}1(I/ITC), OTTOBOPECH 3a OCBO60)KI[aBaHC Ha INapTHUAUTC

Janssen Biologics B.V., Einsteinweg 101, 2333 CB Leiden, Hunepaans

b. YCJIOBUs NN OI'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

JlekapCTBEHUST MPOAYKT CE OTIYCKA MO OrPaHUuCHO JeKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTHKa Ha POyKTa, Touka 4.2).

B. JPYI'U YCJIOBUSA U UBNUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA
o IepuoanyHu aKTyaIu3upanu Jokjaaau 3a oezonacHoct (ITAB)

Wsuckpanusra 3a nogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIHCHKA C
pedepentaute natu Ha EBpometickus cpio3 (EURD cnmcek), npeasuner B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCHUKH CJeBAIN aKTyalln3alliH, ITyOJIUKyBaHU HA €BPONIEHCKUS
yeOmopTa 3a JeKapcTBa.

. YCiloBus HJin O'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITIPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[Mpurexatessrt Ha paspemerneto 3a ynorpeba ([TPY) TpsOBa a u3BbpIIBa M3UCKBAHUTE ICHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIeIsIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus I[1YP,
npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCUUKH CJICABALIN 0J00PEHH
akTyanu3auuu Ha [TYP.

AxrtyamnsupaHn I[IYP ce nonasa:

o 1o uckane Ha EBpomnelickaTa areHIys 1o JiekapcTBara;

o BUHArd, KOraTo Cce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHUE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
NoJTy4aBaHe Ha HOBa HH(OPMaIIUs, KOSITO MOXKeE JIa JIOBeJIe 10 3HAYMMHU IIPOMEHH B
CHOTHOIIIEHHUETO T10J13a/PHUCK, MIIH CIIe]] TOCTUI'aHe Ha Ba)KEH eTall (BbB BPb3Ka C IPOCIIEIIBaHE
Ha JIeKapCTBEeHaTa 0€30MacHOCT MM MUHUMU3UPAHE HA PUCKA).

L IIOII'[)JIHI/ITeJIHI/I MEPKH 32 CBECKIAaHE HA PUCKA 10 MUHUMYM

OOyuunTenHara nporpama BKIIIOYBa HAIIOMHSALIA KapTa Ha NaleHTa, KOATO TOH TpsiOBa 1a HOCH.
Kaprara nma 3a e kakTo Jja CIIy»KH 3a HalIOMHSIHE Jla C€ 3allUCBaT JaTUTE U PE3yNTaTUTE OT
KOHKPETHU U3CJICABAHMS, TaKa U Aa YJICCHU IMAallUCHTA IIpU oOMsHA Ha Ba)kHA I/IH(bOpMaIH/IH C
nexyBamusa(ure) To MeauuHCKH crieruanuct(n) (MC), OTHOCHO MPOBIKABAIIOTO JIEYEHHE C
MPOAYKTA.
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HamoMHsilaTa kapTa Ha mamueHTa TpsOBa Ja ChIbpPiKa CICIHUTE KITFOUOBH ITOCIIAHU:

o HamomHsiHe Ha MaMEHTUTE Ja MMOKa3BaT HATIOMHSIIATA KapTa Ha IMalMeHTa Ha BCUYKH
nexyBamy Ti MC, BKIFOUHATEHO TIPH CIIEIITHH CIy4an, KakTo u chodmenue g0 MC, ge
MalMeHThT u3noia3sa Remicade.

o OO0scHEeHUE, Y€ THPTOBCKOTO UME U APTUAHUAT HOMEp TPsAOBa Ja ObJaT 3aluCcaHy.
o W3uckBane na ce 3ammcBaT BUIA, 1aTaTa U pe3yiTara oT CkpuHuHrute 3a Th.
. Toga, ue neuennero ¢ Remicade Moxe 1a yBETUYH PUCKOBETE OT CEPUO3HU HH(DEKITHH/CETICHC,

OTIOPTIOHUCTUYHU WH(EKIUH, TyOSpKyJ03a, peakKTHBUpAHe Ha XenaTuT B u nndekius,
npeau3Brkana ot BCG BakcrHa rmpu KbpMadeTa cjel] eKCITO3MINsA Ha HH(pIHKcHMab in utero
WM KbPMEHE, 1 KoTa J1a ce ToTbpcu oMot or MC.

o JlaHHM 32 BpB3Ka C MPEANACBAIIHS JIEKap.
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Remicade 100 mg mpax 3a KOHIIEHTPAT 32 UH(Y3HUOHEH Pa3TBOP
nHIIKCIMa0

‘ 2. OBSABSBAHE HA AKTUBHOTO BEIIECTBO

Bcexu ¢makon ceappka 100 mg nHbAMKCHIMAO.
Cren paszTBapsiHe €IMH MIJTMIUTED chabpxka 10 mg undaukcumad.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

ITomomninu BemiecTBa: 3axapo3a, nmosmcopoar 80, Harpues xuaporeHdocdar, tuHaTpuen Gocdar.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

[pax 3a KOHIIEHTpAT 32 UH(DY3UOHEH PAa3TBOP
1 ¢akon ot 100 mg

2 ¢makona ot 100 mg

3 dmakona ot 100 mg

4 ¢naxona ot 100 mg

5 ¢nakona ot 100 mg

‘ 5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BbBE/KJIAHE

IIpeau ynorpeba npoveTeTe JIMCTOBKATA.
HHTpaBeHO3HO NPUIIOKEHHE
Pa3TBOpeTe U paszpenere npean npujiaraHe.

6. CIIEHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
AKo He ce CbXpaHsABa B XJIaJIUIHUK, TOJCH 10.

48



‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Jla ce chXpaHsBa B XJIaJMITHHK.
Moke 11a ce chbXpaHsiBa MpH cTaifHa Temrmepatypa (10 25°C) eaHokpatHO 3a nepuo 1o 6 meceria, HO
HE ¥ CJIe]l AaTaTa Ha U3TUYaHEe Ha TbPBOHAYAIHUS CPOK Ha TOJTHOCT.

10. CHEIWMAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1 AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/99/116/001 1 dmakon 100 mg

EU/1/99/116/002 2 ¢nakona 100 mg
EU/1/99/116/003 3 ¢hakona 100 mg
EU/1/99/116/004 4 ¢maxona 100 mg
EU/1/99/116/005 5 ¢nakona 100 mg

13. TAPTHUJAEH HOMEP

[Taptunen Ne
[Tapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

[Ipuero ¢ ocHOBaHUE J1a He ce BKJIOYM nH(popMalus Ha bpaiiosa a30yka.

‘ 17. YHUKAJIEH HIEHTUH®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD
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18. YHUKAJIEH WIAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET BHPXY ®JIAKOHA

‘ 1. NME HA JIEKAPCTBEHUSA NTPOAYKT U ITbT HA BBBE/KJIAHE

Remicade 100 mg mpax 3a KOHIIEHTpAT
UHPIUKCUMA0
V.

‘ 2. HAYMH HA ITPUJIATAHE

3a MHTPABEHO3HO MPUIIOKEHHE CIIE/ pa3TBapsHE U pa3pexIaHe.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:
EXP

4. HHAPTUJAEH HOMEP

[Taptunen Ne
Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

100 mg

| 6. JIPYTO
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Remicade

nHpnukcumab (infliximab)

Hanomusima kapra Ha
MamUeHTa

Wwme na namueHTa:
Hwme Ha nekaps:
Tenedonen Homep Ha JeKaps:

Ta3u HamoMHSIIIIa KapTa Ha MalUeHTa ChAbpika
BakHA MH(OpMaIs, ¢ KOATO TpsiOBa jaa ce
3aro3HaeTe MPEIU 3al0YBaHe U 10 BpeMe Ha
JedenneTo ¢ Remicade.

Ioxaxkete Ta3u KapTa Ha BCEKU JieKap, KOUTO
y4acTBa B JieueHUueTo Bu.

Moutst, ipeau 1a 3al0YHETE J1a U3I0JI3BATe TOBA
JICKapCTBO, MPOYETETe BHUMATEIHO JTUCTOBKATA
Ha Remicade.

Jlata Ha 3anouBaHe Ha JieueHneTo ¢ Remicade:

Hacrosmo jgeuenue:

Baxuno e Bue u Bamusr nekap na 3anucpare
TBPTroBCKOTO UMEC U MapTUIHHUA HOMED HaA
Bamero nexapcTso.

ITomonere Bammst nexap aa 3amumie mo-101y
BUJIA U JIaTaTa Ha TOCIIEHOTO CKPUHUHTOBO
n3cneBane (M3cieaBaHms) 3a TyOepKyo3a

(TB):

Hscnensane: Uscnenpane:
Hara: Jara:
Pesynrart: Pesynrar:

Mo, yBepeTe ce ChIII0 Taka, Ye IPH BCSIKO
CBOE ITOCEIIEHNE MTPH MEAUIIMHCKA CIIEIHAIIHCT,
HOCHTE ChC ce0€ CU CIIUCHK Ha BCHYKHU APYTH
JIEeKapCcTBa, KOUTO IprUeMaTe.

Coucek Ha aJICPTUH.

CriichK Ha IpyTH JeKapcTBa!

Nudpexunu

IMpenu 3anouBaHe Ha JeyenneTo ¢ Remicade
VYBenomere Bamwst nekap, ako umare
WH(QEKITNS, JOPH U JIeKa.

AKO HSIKOTa CTe OONeMyBaIH OT
TyOepKyIi03a WM CT€ UMaJI KOHTAKT C
OoJieH OT TyOepKyIi03a, € MHOTO BaKHO Aa
YBEIOMUTE 3a TOBa JieKaps cu. Bammusar
nekap 1we Bu n3cnensa, 3a 1a nposepu nanu
umare Tyoepkysosa. [lomonere gekaps cu
Jla BIIMIIIE B KapTaTa JaTara Ha HOCIEIHOTO
CKPHHUHI'OBO M3CJIeiBaHe (MU
W3CIeIBaHus) 3a TyOepKyJi03a U BHA My
(um)

VYBenomere Bamust iekap, ako umare
Xemnatut B, unm ako 3HaeTe nnu
[0J03MUpare, 4ye CTe HOCUTEN Ha BUpyca Ha
xenatur B.

ITo Bpeme Ha JieyeHueTo ¢ Remicade
HezabasHo nnbopmupaiite Bamms nekap,
aKo pa3BUETE CUMITOMH Ha nHpeKus. Te3n
CHUMIITOMM BKJIFOYBAT ITOBHUIIICHA
TeMIieparypa, ymopa, (yrmopura) KaluInia,
3ajyX, 3ary0a Ha TerJio, HOLIHO U3MOTSABaHe,
JUapus, paHu, MpoOiIeMu chC 360HTE,
napeHe Mpyu ypUHUPAHE UIIH
,,[PUTIOTIOIOOHN” CUMITTOMH.

bpemennoct, Kbpmene nu Bakcunauus

e B cayuaii ye nonyuaBare Remicade gokaro
cTe OpeMeHHa MM KbPMHUTE € BaXKHO J1a
nH(popMupare Jiekaps Ha Bamero 6e0e 3a
TOBA, IPE/IN KaKBATO M J1a € BAKCHHALIUSL.
Bamero 6e6e He TpsiOBa j1a Objie
BaKCHHHUPAHO C ,,KHUBa BakcuHa kato BCG
(M3moI3BaHa 3a MPeOTBPATSIBaHEe Ha
TyOepKyIo3a) B pamkuTe Ha 12 Mecena ciej
paXkIaHe WK J0KaTo KbPMHTE, OCBEH aKO
JekapsT Ha Bamero 0ebe He nmpenoppya
JpyToO.

Hocete Tasu kapTa B cebe CH B IPOABIDKEHHE HA
4 Mmecenia ciie] MOCIIEAHOTO MPHUIIOKEHUE Ha
Remicade wu B ciydait Ha GpeMEHHOCT

12 mecena ciies paxaaHe Ha Barrero 6eoe.
Hesxenanu peakiiuy MOTaT Jia ¢e MPOSBAT IBJITO
BpEMe ClieJ IOCIETHOTO MPHIIOKEHHE Ha
Remicade.

52




b. IUCTOBKA
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JlucroBka: nHpopManus 3a NoTpeduTeIs
Remicade 100 mg npax 3a KOHIEHTPAT 3a MH(Y3HOHEH Pa3TBOP
urdaukcumad (infliximab)

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, PEIH 12 3all04YHeTe 1a H3M0J13BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:KA BaxkHa 3a Bac nndopmanus.

o 3amazeTe Ta3u JUCTOBKA. MOXKe /1a ce HAJIOKH JIa S IPOYETEeTE OTHOBO.

o Bammusr nexap me Bu nage 1 HanoMmHsiIa KapTa Ha MalMeHTa, B KOSTO CE ChIbpiKa BaKHA
nH(opMaIs 3a 6e30IacHOCTTa, C KOSITO TPSIOBa /1a ce 3aro3HaeTe, IpeIH da 3arodHe U 110
BpeMe Ha JiedeHneTo Bu ¢ Remicade.

° AKo0 uMarte HSIKaKBU JIOIIbIHUTEIHU BBIIPOCH, TonuTaiTe Bammus ngekap.

. ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Mmoxe
Jla M HaBpeJiy, HE3aBUCHMO U¢ TPU3HAIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo BamuTe.

° AKO TIOTTyYnTe HAKaKBU HEXEJIaH! JIEKAPCTBEHH PEeaKInd, yBenomere Bamms nexap. Tosa
BKJIFOYBA U BCUYKHU BH3MOKHU HEKEJIAHU PEaKINK, HEOMTUCAHU B Ta3W JIUCTOBKA. BuxTe
TOuKa 4.

KakBo cbabp:ka Ta3u JUCTOBKA!

Kakso mpencrasnsBa Remicade u 3a kakBo ce U3MOI3Ba
KakBo Tpsi6Ba 1a 3Haete, npeau 1a usnonssate Remicade
Kak nma uznon3sare Remicade

BB3M0OKHN HEXENTaHN PEaKIUuH

Kak nma cexpansiBate Remicade

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

ISR .

1. KakBo npeacraBasiBa Remicade u 3a kakBo ce H3M0J13Ba

Remicade cpabpprka akTHBHOTO BemecTBO HHpmKcnMad. MHbIMKCHMab € MOHOKIIOHAITHO
AQHTUTSUIO - BUJ IPOTEHH, KOMTO ce MPUKpENBa KbM ClielM(UIHa MUIIICHA B OPraHu3Ma, HapedeHa
TNF (Tymop-uekpoTusupari Gakrop) aida.

Remicade mpuHaiexu K6M TpyTia JeKapcTBa, HapedeH! ,,uaxuoutopu Ha TNF”. M3non3ea ce mpu
Bb3PACTHHU 32 JICUEHUE HA CIEJHUTE Bb3MAIUTEIIHYU 3200 IsIBaHU:

. PeBmaronnen aptpur

. Ilcopuatmuen apTput

° AHkuno3upan crioramnt (0onect Ha bexTepen)
. [Icopuaszuc

Remicade ce u3nosn3Ba chII0 Taka Ipu Bb3PACcTHH U JAeLa HajJ 6-TOAMIIHA Bb3PACT IpU:
. Bonect na Kpon
o Vmepo3eH KOIUT

Jeiicteuero Ha Remicade ce ocbiecTBsiBa upe3 n3buparenHo npukpensane KbM TNF anda u
Onokupane Ha HeroBoTo neiicTBre. TNF anga yyactBa BbB Bb3MAIUTEITHHS POLEC HA OPraHU3Ma
KaTo OJIOKMPAHETO My MOJXKE J]a TOTHCHE Bh3IaJICHHETO.

PeBmaTonsen apTpur

PeBMaTOMIHUAT apTPUT € BB3MAIUTEIHO 3a00IIIBaHEe Ha CTaBUTE. AKO CTpasaTe OT aKTHUBEH
pEBMAaTOUCH apTPHT, IIBPBO Iie BU JIeKyBaT ¢ Ipyru JiekapcTBa. AKO TE3H JIEKapCTBa HE TOIEHCTBAT
B JoCTaThuHa creneH, e Bu 0bae npeanucan Remicade, koo 1ie Bu Ob1e npuiiaran B
KOMOWHAIIUS C IPYTO JIEKAPCTBO, HAPEYCHO METOTPEKCAT:

o 3a Jla ce MOTHUCHAT MPU3HAIUTE U CUMIITOMHUTE Ha Bariarta 6osect
o 3a jia ce 3a0aBH yBPEXKIAHETO Ha cTaBuTe Bu
o 3a f1a ce monobpu pusnueckoro Bu chcrosiHuE.
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IlcopuaTnyeH apTpur

[lcopuaTHYHUAT apTPUT € BH3MAIUTEIHO 3200/ IsIBaHE HA CTABUTE, OOMKHOBEHO CHIITBTCTBAHO OT
rcopuasuc. AKO CTpajare OT aKTUBEH IICOPUATUYCH apTPHT, TbPBO e Bu nekyBar ¢ Apyru
JIeKapcTBa. AKO T€3U JIEKapCTBa HE MOACHCTBAT B JOCTaThYHA CTEICH, I1ie Bu Oble npeamnucaHo
jedenue ¢ Remicade:

o 3a Jla ce MOTHUCHAT MPU3HAIMTE U CUMIITOMHUTE Ha Bamiarta 6osect
o 3a 7ia ce 3a0aBM yBpEXKIAHETO Ha cTaBuTe Bu
. 3a 1a ce moxoopu pu3mdeckoTro Bu chcTosIHIE.

AHKHJI03UpaIl cnoHANIUT (001ecT HA BexTepen)

AHKHJIO3UPAIIMT CIIOHIUINT € Bb3MAJUTEIHO 3a00/sIBaHe Ha IPhOHAYHMS CTHJIO. AKO cTpajare oT
AHKUIJIO3UPAII] CIIOHTUIINT, TBPBO I1ie BU JeKyBaT ¢ Apyry jJekapcTBa. AKO T€3M JIEKapCcTBa HE
MOJICHCTBAT B IOCTaThuUHA CTEICH, e Bu Obe Ha3HaueHo JieueHue ¢ Remicade:

o 3a J1a ce MOTHUCHAT MPHU3HAIMTE U CUMITOMHTE Ha Barara 6oect
o 3a fa ce mojoopu puzmueckotro Bu cheTosHuE.
IIcopuasuc

[Icopua3uchT € Bh3MAIUTEIHO 3a00JIIBaHE HA KOXKaTa. AKO CTpajgaTe OT yMEPEHO TEKbK MU TEKBK
MICOPHA3HC C TUIaKH, ITbPBO Ilie Bu JIeKyBaT ¢ IpyrH JIeKapcTBa WK Harpumep upe3 Gororeparms.
AKXO Te3H JIeKapCTBa WJIH JICYCHHS HE TTOICHCTBAT B JOCTAThYHA CTEIEeH, 1ie Bu Ob/ic Ha3HAYEHO
nedenue ¢ Remicade, 3a 1a ce MOTHCHAT NPU3HALIMTE U CUMIITOMUTE Ha OosiectTa Bu.

Yiauepo3eH KoauT

VAIepo3HUT KOJIKT € Bh3NAIUTEIIHO 3a00JIIBaHe Ha JIe0EI0TO YepBO. AKO CTpajaTe OT yJIepo3eH
KOJIUT, TbPBO 1ie Bu jexyBar ¢ Apyru gekapcTBa. AKO Te3M JeKapcTBa He MOAEUCTBAT B JOCTaThuHA
creneH, e Bu 0b1e HazHaueH Remicade 3a neuyenne Ha Bamero 3a0oisiBane.

Bosaect Ha Kpon

Bonecrra Ha KpoH e Bp3nanuTenHo 3a0oisBaHe Ha yepBara. AKo cTpazgare ot oonectra Ha Kpos,

nbpBO 1Ie Bu nekyBar ¢ apyru nekapcrBa. AKO Te3H JieKapcTBa He MMOJEHCTBAT B I0CTaThbuHA CTEICH,

e Bu Obnie HazHayeHo geyenne ¢ Remicade:

o 3a Jia ce JIeKyBa akTUBHa opma Ha Oosiectta Ha KpoH

o 3a Jla ce HaMaJik OpOSIT Ha MATOJIOTUYHUTE X0JI0BE ((PHCTYIIH) MEXKITY YEPBOTO U KOXKaTa, KOUTO
HE ce MOJIaBaT Ha JICYCHUE C JPYTH JIEKApCTBA MM Ype3 Olepariys.

2. KakBo TpsioBa 1a 3HaeTe, npeau 1a u3noa3Bare Remicade

He n3noaseaiite Remicade

o aKo CTe aJepruyHy KbM MHPIIMKCHMA0 MM KbM HAKOS OT OCTaHAJIMTEe ChcTaBkH Ha Remicade
(m30poeHu B TOUKa 6).

. aKo CTe aJleprUYHH (CBPBXUYBCTBUTEIHH) KbM MPOTEUHU C MUIIHU MPOU3XO/I.

o ako numare Tyoepkyinosa (TB) unu apyra cepro3na HH(EKIHs KaTo THEBMOHUS HJIH CETICHUC.

o AKO MMaT€ YMEPECHO TCXKKa UJIU TCKKA CbpA€YHAa HEAJOCTATHbYHOCT.

AKO HAKOE OT U30POCHUTE TIO-TOPE ChCTOSTHUS ce oTHAcs 3a Bac, Remicade He TpsioBa na Bu ce
npuiiara. AKo He CTe CUTI'ypHH, npeau aa Bu 0bae npuioxed Remicade, o6chuete ToBa ¢ Bamus
nekap.

Hpeuynpeﬁcneﬂuﬂ U NpEANMasHA MEPKHA

FOBOpeTe ¢ Bamus JICKAp, nMpeau Uiiu 1o BpEMe Ha JICUCHUCTO C Remicade, aKoO uMare.
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Axo Beue cre gekyBanu ¢ Remicade

. YBenomere Bamms iekap, ako B MUHAIIOTO cTe JiekyBaHu ¢ Remicade u cera otHOBO Bu
€ Ha3HayeHo jJeuyeHue ¢ Remicade.

Ako neuenuero Bu ¢ Remicade e Ouio npexkbcHaTO 3a moBede OT 16 ceMUIIH, ChIICCTBYBa

MOBUIIIEH PUCK OT AJICPTUYHH PEAKITHH, KOTATO TO 3aIll0YHE OTHORO.

Hadexnnn

. IIpenn na 3amoune neuernnero Bu ¢ Remicade, yBegomere Bamms nekap, ako umare
WH(EKIYs, TOPU U ChBCEM JICKA.

. [Ipenu na 3amoune neyenuero Bu ¢ Remicade, yBenomete Bamus jiekap, ako HsKora cte

JKUBEJIH WK THTYBAIH B 00J1aCTH, KBAETO WH(PEKIINH KATO XHCTOIIA3M03a,
KOKITUIMOUIOMHKO3a MIIH 0JTAaCTOMHKO3a ¢a YECTO CpelIant. 1e3n HH(EKITHN ca
MPUYUHCHH OT CIICIU(PUYHU BUIOBE I'bOMYKY, KOUTO MOXKE Ja 3acerHar Oenus Apo0 win
JIpyTH YacTu oT Barero Tsuio.

o ITo Bpeme Ha neuenuero ¢ Remicade Mosxe 1a CTe MO-MOAATINBY KbM Pa3BUTHE HA
nH(pEKIuH. AKO cTe Ha 65 1 TIoBede TOIMHU, PUCKBT IPH Bac e 1mo-BHCOK.
o Te3u nHOpEKIMH MOXKE Ja ca TEKKH U BKITIOYBAT TYOCPKY103a, HHOEKIHH, TPUINHEHU OT

BUPYCH, THOWYKH WK OaKTEPUU, WK APYTH OPTaHU3MH B OKOJIHATA CPEa, KaKTO U
cercuc, KoiTo Moxe /1a Ob/e ’KUBOTO3aCTPAIlIaBAaLLl.
YBenomere He3abaBHO Bamms ekap, ako mo Bpeme Ha Jiedernero ¢ Remicade pazBuere
npusHany Ha nH}ekyst. Te3n mpu3Hany BKIIOYBAT NOBHUIICHA TEMIIEpATypa, KallInIa,
TPUNONOA00HN CUMIITOMH, HEpa3MoIoKeHUE, 3aUepBsIBAHE U 3aTOIUISIHE HAa KOXKaTa,
pa3paHsBaHUS WK IPOOJIEMH Che 3p0MTE. Bammsr exap Moke ja mpernopbya BpEMEHHO
criupane Ha Remicade.

Ty6epkyinosa (TB)

o AKO MMaTe WM HSIKOTa CTe UMaJIi TyOepKyo3a, WU CTe OMIIU B OJIN3BK KOHTAKT C
YOBEK, CTpaJaml Win 0oieayBal OT TyOepKy103a, € MHOTO BaXKHO Ja yBeToMuTe Baris
JieKap 3a TOBa.

o BammusT nexap me Bu m3cnensa 3a tydepkynosa. [Ipu nammentu, nekyBanu ¢ Remicade,
MMa ChOOIICHHUS 3a ClTy4au Ha TyOepKyJ103a, JOpH P MAIMEHTH, JIEKyBaHHU Beve C
nekapctBa cperry TB. BammsT nekap e 3anuiie Te3u u3cieBanus BbB Barrata
HaIoOMHSIIIa KapTa Ha MalUeHTa.

o Axo Bammst niekap cMmsita, 4e ChIIeCTByBa ONACHOCT Ja CTe 3apa3eHH ¢ TyOepKyIo3a,
MpeJIu 3arouBaHe Ha jieueHreTo ¢ Remicade moxke na Bu ObaaT npennucanu jJekapcTBa
3a TyOepKyIo3a.

Axo 1o Bpeme Ha JieueHneTo ¢ Remicade pa3Buere cumnromMu Ha TyOepKys103a, He3a0aBHO

yBegomere Barus nekap 3a ToBa. Te3u CUMIITOMH BKJIIOYBAT YIIOPUTA KAlUTUIIA, 3ary0a Ha

TETJI0, YMOpAa, MOBUIIICHA TEMIIEPATYpPa, HOLIHO U3IOTSBAHE.

Bupyc Ha xenatut B

° [Ipenu na 3amoune neyennero Bu ¢ Remicade, yBenomere Bamus nekap, ako cre
HOCHMTEJIU Ha XeNaTUT B MM ako HIKora cTe MMaJii XenaTur B.

° YBenomere Bauus nekap, ako cMsTaTe, Y€ CT€ U3J10’KEHHU Ha TTOBUIIEH PUCK OT
3apassiBaHe ¢ xenatur B.

. Bamwsar nexap me Bu u3cnenBa 3a Bupyca Ha Xxenatur B.

. IIpu marueHTH, KOWUTO ca HOCHUTEIN HAa BUpyca Ha XeNMaTUT B, TleueHneTo ¢ nHXuOUTOpH

Ha TNF, kato Remicade, moxe fa noBesie 10 peakTUBaIUs Ha BUPYCa, KOSITO B HAKOU
cilydan MOKe J1a ObJie )KHBOTO3acTpalllaBalia.

IIpoGiemu cbe CBPIETO

L yBe)_'[OMCTe Bamms JICKAp, aKO UMATC KaKBUTO U 1a € HpO6J’I€MI/I CbhbC CBHPULTO, KAaTO
HaIpuMeEp JIEKa CbpACYHa HEAOCTATHYHOCT.
L Bammsar JICKap HIC CJICAU BHUMATCIHO ChbCTOSAHUETO HA CHPLICTO Bu.

56



HesabaBHo yBenomeTe Barus iekap, ako 1o BpeMe Ha JieueHueTo ¢ Remicade pa3sueTe HOBU
WJIH Ce BJIOIIAT CHIECTBYBAIIN CUMIITOMU Ha ChPJIEYHA HEAOCTATHYHOCT. 1€31 CHMIITOMH
BKJIFOUBAT 33JyX WJIA OTHYaHE HA KpaKarta.

Pax u immdom

° IMpeau ma 3amoune neyennero Bu ¢ Remicade, yeemomete Barus nekap, ako uMarte Wi
cte uMay TumMdoM (BUI pak Ha KPHBTA) WM KaKbBTO U Jja OMJIO IPYT BHI PaK.

. [Ipu manueHTHTE C TEXKBK PEBMATOUICH apTPHUT C IOJIsIMa JABHOCT PUCKBT OT PAa3BUTHC
Ha TUM(OM MOKe J1a € TI0-BHCOK.

° [Tpu nera v BB3pacTHU NpUIIOKEHHETO Ha Remicade Moxke Ja MOBUIIIM pHCKA OT
pasBUTHE Ha TUMGPOM HITU JPYT BUJT Pak.

) Hskou maruenTs, KOUTO ca 6w Ha jeuenue ¢ TNF-Onokepu, Briountenno Remicade,

ca pa3BIIIN PEAKUS BUJ PaK, HApeUeH XenaToIreHalIeH T-KieTh4eH JuMpom.
Ilo-ronsiMaTa 9acT OT T€3W MALIMEHTH Ca IOHOIIN WM MJIAJI MBbXKE U IOBEYETO OT TSIX
uMar cbio i 6osect Ha KpoH, win ynueposeH KonuT. To3u Buja pak 00MKHOBEHO
3aBBPILBA CbC CMBPT. [I0UTH BCHYKH MALIMEHTH Ca MOIY4YaBaIH ChILO U JIEKAPCTBA,
CHIbpIKAIIH a3aTHONPUH WM 6-MEepKaNTOMypuH B JombiHeHne kbM TNF-6nokepu.

. Hsxow ot narnmienTrTe, TeKyBaHd ¢ HHPINKCHMA0 ca pa3BIIIH OTIPEIEIeHN BUAOBE PaK
Ha kokaTta. Kaxxete Ha Bammst jexap, ako 1o BpeMe Ha JeUE€HUETO W ClIe] HEro uMa
HSKaKBH IPOMEHHU B ChCTOSIHMETO Ha Barmara koka wim o0pa3yBaHUs 1O KOXKaTa.

. Hsikowu xxenu, nexkyBanu ¢ Remicade 3a peBMaTOUICH apTPUT ca Pa3BHIIM PaK Ha IUHKATa
Ha Mmartkarta. [Ipu >xeHu, mpuemamy Remicade BKIFOUNTETHO TE3W HAa BB3PACT HAJ
60 roguuu: Bammsr nekap Moxe J1a Bu npenopbua pefioBHO J1a Ce MPETJICKAATE 3a pak
Ha IIMiKaTa Ha MaTKaTa.

Benoapobuu 3a601sBaHMsI WK TIOTIOHOMYIIICHE

. IIpenu 3anouBane Ha eueHneTo Bu ¢ Remicade, yBegomere Bamms nekap, ako crpagare
oT 0estoIpoOHO 3a00JIABaHE, HAPSUCHO XPOHUYHA OOCTPYKTHBHA 0e10IpoOHa OosecT
(XOBb) nnmn ako MymuUTe MHOTO.

. [Manuentute ¢ XOBb u nauueHTUTE, KOUTO MYIIAT MHOT'O, MOKE J]a Ca C MMOBULIEH PUCK
OT pa3BHUTHE Ha paK 1o Bpeme Ha JeueHneTo ¢ Remicade.

3aboinsaBaHUs Ha HEPBHATA CUCTEMA

. IIpenu 3anouBane Ha neueHreTo Bu ¢ Remicade, yBegomere Baius nekap, ako crpaaare
WM HSAKOTA CTE CTPaJlaid OT 3a00JIsIBaHe, 3acATalllo HepBHAaTa cucTemMa. ToBa BKITIOYBa
MHOKECTBEHA CKJIep03a, CHHApoM Ha [ 'mien-bape, ako cTe uMaiii rbpyoBe WK HIKOTA
Bu e mocraBsHa 1MarHo3a ,,HEBPUT Ha 3PUTEIHUS HEPB .

Ako 1o Bpeme Ha JiedeHrneTo ¢ Remicade pasBrere cMMIIToMu Ha HEBPOJIOTHYHO 3a00JsIBaHE,

He3abaBHO yBenoMmere Barust nekap 3a Topa. Te3u CUMIITOMM BKIIFOUBAT IIPOMEHHU B 3DCHHUETO,

c1ab0CT B phIIeTe WM KpaKaTa, M3TPHIIBAHE WU ,,MpaByYKaHe Ha KOATO U JIa € 9acT OT TSIOTO

Bu.

[TaToa0rMYHU KOKHU XOJI0BE
. [Ipenu na 3amoune yiedenuero Bu ¢ Remicade, yBenomete Bamus jiekap, ako umare
MATOJIOTHYHU KOKHU X0/10Be (puctyinm).

Bakcunanmn

o VBenomere Bamus jgekap, ako ckopo ca Bu rmpaBeHu BakCHHAIMK WX By mipeacTosT
TaKWBa.
o [Ipenu 3amouBane Ha jJeueHueTo ¢ Remicade, TpssioBa na Bu ObaaT HampaBeHU

MPETOpHUYNTEITHATE BakCHHAIMKU. Moxe a Bu Ob1at HanmpaBeHU HIKOU BAaKCUHU 110
BpeMe Ha jiedennero ¢ Remicade, Ho He TpsOBa 1a Bu ce mpaBsT )KMBH BaKCHHU
(BakCHHU, KOUTO ChABPIKAT KUB, HO 0TCIa0eH MH(EKIIMO3€eH areHT), 10kato Bu ce
npunara Remicade, Toit kKaTo Te MOTAT Ja MPUYUHAT HHPEKIUH.

° Ako cte norydaBanu Remicade, nokato cte Ouina OpemenHa, Bamero 6e0e chio Moxe
Jla € ¢ TIOBMIIICH PUCK OT pa3BUTHE HAa MH(EKIIMS, B PE3YJITAT Ha MPUIIOKECHUE HA KUBA
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BaKCHHa Ipe3 MbpBaTa ToJIMHa OT )XHUBOTA. BaxkHo € nia nHpopmupare Jiekaps Ha Bamiero
0ebe 1 IpyruTe MEIUIIMHCKY CTICIHAIMCTH 3a JedeHneTo Bu ¢ Remicade, 3a ma morar te
Ja pemar kora Bamero 6e6e Moxe 1a Obae BAKCHHUPAHO, BKIIOUYUTEITHO KUBU BAKCHHU
kato BCG BakcuHaTa (M3M013BaHa 3a MpeoTBpaTsBaHe Ha TyOepKynosa).

o AKO KbpPMHTE € BaXKHO Jia HHPopMupare Jiekapsi Ha BameTto 6e6e u 1pyrute MeAUIUHCKA
CITeITMAINCTH 3a JieueHHeTo Bu ¢ Remicade, mpenu na 0b4¢ mprioeHa KaKBaTO U Ja €
BakcuHa Ha Bamero 6e6e. 3a moBeue mHGOpMaIHS BIKTE TOYKA ,,bpeMEHHOCT U
KbpMeHe".

TepaneBTndHY HHEKITNO3HA ar€HTH

. YBenomere Bamus sekap, ako Hackopo ca Bu npunoxuinu wiu Bu npencrou ga Bu
MIPUJIOKAT JICUCHUE C TSPANEBTUYCH MH(EKIIMO3CH areHT (kaTo BiauBane Ha BCG,
W3MOI3BAHO MIPU JICYCHUE HA PaK).

Onepanm/l WK CTOMATOJIOrMYHY MaHUITYyJallnun

. VYBenomere Bamus sekap, ako Bu npencrosr ornepanyy Uuid CTOMaToJI0THYHA
MaHHUITyJIalluu.
o YBepomere Xupypra Uii CTOMaToJIOra CH, Y€ cTe Ha JiedeHue ¢ Remicade, kato um

rmokakete Bamara mHamoMHsIa KapTa Ha malucHTa.

[Mpobnemu ¢ yepHus Apoo

o Hskou nmanueHTH, Ha KOUTO ce mpuiara Remicade, pa3BuBaT cepro3Hy YepHOAPOOHH
mpooemMu.

YBenomere He3abaBHO Bamms ekap, ako iMaTe CHMITOMH Ha YePHOIPOOHH ITPOOIIEMH TI0

BpeMe Ha jtedennero ¢ Remicade. TIpusHainTe BKIIOUBAT MOXKBIITABAHE HA KOYKATa U OUYHTE,

NOTHMHSIBaHE HA YpHUHATa, 00JIKa MIIH MOJyBaHe B JSICHOTO Mojpedpue, O0Ka B CTaBUTE,

KO>KHU OOpHBH WM TIOBUINIABAHE HA TEMIIEPATypara.

IToHmxeH Opoi KPbBHU KJIETKH

. ITpu HIKOW TMAIMEHTH, Ha KOUTO ce mpuiara Remicade, opranu3MbT He € B ChCTOSHHE 1
MPOU3BEKA JOCTATHYHO KPBBHH KIETKH, KOUTO Ja ce OOPST ¢ MHPEKIUKUTE U Ja CIIHPAT
KbPBEHETO.

YBenomere He3abaBHO Bainus jiekap, ako UMaTe CUMIITOMH Ha MMOHMKEH OpPOH KPbBHU KJICTKH

1o BpeMe Ha Jieuenneto ¢ Remicade. IpusHaiiiTe BKIFOYBAT OCTOSIHHA TEMIIEpaTypa,

KPHBOU3JIMBY WJIH JIECHA MMOSIBA HA KPHBOHACSIAHUS, MAJIKU YSPBEHH WU JINJIABH METHA,

MPEIM3BUKAHM OT MOJKOXHO KbPBEHE, HIIN OJICIOCT.

Hapymienus Ha uMyHHaTa cucrema

o Hsikou mareHTH, Ha KOMTO ce mpuiara Remicade, pa3BuBar CHMIITOMHU Ha HapyIICHHE
Ha UMYHHATa CUCTEMa, HAPEUCHO JIYIIyC.

YBenomere HezabaBHO Bammst jgekap, ako pazBueTe CHMITOMHE Ha JYITyC IO BpeMe Ha

neueHuero ¢ Remicade. IpusHamute BKIOYBAT OOJIKA B CTABUTE WIIM 1yBCTBUTEIIHH Ha

CITbHYEBA CBETJIMHA 0OpHBHU 10 Oy3UTE MU PBLETE.

Jlena u roHOIIHN

UndopmanusaTa no-rope ce oTHacs ChUIO 3a Jella U IoHOWN. B gonbiaHeHue:

. [Ipu Haxoun pena u roHoH, NeKyBanu ¢ TNF-6nokepu kato Remicade, ca ce pa3suin
pakoBH 3a00IABaHNs, BKIIOYUTETHO HETUITMYHN BUIOBE, KOUTO B HSAKOU CIIydau ca
umaiu QaraseH u3xo.

o B cpaBHeHme ¢ Bp3pacTHHTE, IIPH MOBEYE Jiena, mpueMaiy Remicade, ca ce pa3Buimn
MH(EKIHY.
o [Ipenu 3amouBane Ha neueHue ¢ Remicade, Ha genaTa TpssOBa Ja UM ObIAT HANIPaBEHU

NpenopbuMTeHUTE BakCHHAIMU. Ha jerara Moxe 1a UM ObJIaT HAIIPABEHU HAKOU
BaKCHHHU 110 BpeMe Ha JieueHneTo ¢ Remicade, Ho He TpsiOBa 1a UM ce mpuiaraT XuBU
BaKCHHU JIOKaTO UM ce mpuiara Remicade.
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AKO He CTe CHTYPHH JIaJIH Hello OT H30pOeHOTO MO-rope Baxku 3a Bac, mpean 3ano4BaHe Ha
nederneTo ¢ Remicade o0chaere ToBa ¢ Bamms mekap.

JApyru nexkapcrBa u Remicade

[TanmenTrTe C BH3NANNTENHH 3200ISIBAHAS ITPHEMAT JIGKApCTBA 32 JISYeHHE Ha TAXHOTO ChCTOSHHE.
Tesu siekapcTBa Morar Jia IpeAM3BUKAT MOSIBa HA HEXEIaH! peakiuu. Bamusr nekap me Bu
MOCHBETBA KOM APYTH JEKapCcTBa a MPOIBIDKUTE Ja pueMare B Xo/a Ha JeueHneTo ¢ Remicade.

HNuadopmupaiite Bamms mekap, ako U3IM0I3BaTe, HACKOPO CTE M3MOJI3BAIH WM € BB3MOXKHO Ja
U3II0JI3BATE JPYTH JICKAPCTBA, BKIIFOUNTEIIHO BCUYKH JIPYTH JIEKApCTBA 3a JICUeHUE Ha O0JiecTTa Ha
Kpon, yamepo3en KoauT, peBMaTOUACH apTPUT, aHKIIIO3UPAIll CIIOHAWIUT, ICOPUATHYCH apTPUT WU
TICOPUA3MC, WM TaKWBa, KOUTO CE OTITyCKAaT 0e3 perenTa — KaTo BUTAMUHH WJIM OMIIKOBH MIPETapaTy.

B gactHOCT YBEOAOMCTE Bammus JICKAp, aKO U3MOJ3BATC HAKOC OT CJICAHUTC JICKAPCTBA:

o JlekapcTBa, MOBNUABAIIN HEPBHATA CUCTEMA.
. Kineret (anakunpa). Remicade u Kineret He TpsiOBa 51a ce mpuiarat ¢IHOBpEMEHHO.
o Orencia (abararent). Remicade u Orencia He TpsiOBa 1a ce MpUIIAraT eIHOBPEMEHHO.

He tpa6Ba na Bu mpunarart xvBu BakCHHH JI0KaTO M3nomsBare Remicade. Ako cte n3mon3Banu
Remicade no Bpeme Ha OpemenHoCT win Bu ce npuiara Remicade nokaro kbpMHTe, KaKeTe Ha
nekaps Ha Bammero 60e6e u apyruTe MEIUIIMHCKH CIIEIMAIUCTH, KOUTO ce Tprkar 3a Barero 6ede 3a
nedeHueTo ¢ Remicade npenu ma BakcuHupar 6e6eTo By ¢ KakBUTO 1 13 € BAKCHHM.

AKo0 He CTe CUTYpHH JaJly HEelllo oT U30pOoeHOTO Mo-rope Baxu 3a Bac, npenu 3amouBaHe Ha
nedeHneTo ¢ Remicade obcraere ToBa ¢ Bamms nexap win dapmanesT.

Bpemennoct, KbpMeHe U GepTHINTET

o AKo cTe OpeMeHHa WM KbPMHUTE, CMSTATE, Y€ MOXKe Ja CTe OpeMEeHHa WM TUIaHHpaTe
OpeMeHHOCT, TOCHBETBalTe ce ¢ Bammms ekap npenu ynorpedara Ha TOBa JIEKapCTBO.
Remicade tpsioBa 1a ce u3mosn3Ba 1Mo BpeMe Ha OPEMEHHOCT MJIH JIOKATO KbPMHUTE, CAMO aKo
Bammst siexap nperenu, 4e ToBa € Heooxoaumo 3a Bac.

o ITo Bpeme Ha seueHneTo ¢ Remicade, kakTo 1 B mpoab/DKeHHE HA 6 Mecena ciel Kpas Ha
JedyeHneTo, TpsiOBa na u3dArsare 3abpemensBane. O0chaeTe ynorpedara Ha KOHTPALEITUBHH
Cpe/CTBa pe3 TO3M nepuox ¢ Bamms nexap.

o Ako cte norydaBany Remicade mo Bpeme Ha OpemeHHOCTTa, Barero 6ebe Moxe /1a e ¢
TIOBHUIIIEH PUCK OT pa3BUTHE HA UH(EKIIHS.
o Baxno e na naopmupare ekapst Ha Bamero 6ede 1 ApyruTe MEIUIMHCKU CIICIMATICTH 32

neuenneto Bu ¢ Remicade, npenu na Ob1aT MpHITokeHN KAKBUTO U J1a OWJIO BAKCHHH Ha
Bamero 6ebe. Ako cte morydaBanu Remicade mo Bpeme Ha OpeMeHHOCTTa, IPUJIAraHETO Ha
BCG BakcuHa (M3Mon3BaHa 3a IpeoTBpaTsBaHe Ha TYOepKys03a) Ha Bamero 6ebe B pamkuTte
Ha 12 Mecena ciej paKaaHEeTO MOXKE JIa JIOBeJIe 10 WHPEKIHS ChbC CEPHO3HU YCIOXKHEHUS,
BKJIFOUMTEITHO CMBPT. Bamiero 6ede He TpsiOBa 1a Ob/ie BAKCHHUPAHO C )KUBH BAKCHHU KaTO
BCG BakcuHaTa B pamkuTe Ha 12 Mecena ciies paxk/iaHe, OCBEH aKo JiekapsT Ha Bameto 6e6e
He Mpernopbhya Apyro. 3a noBeue HHGOpMAIHs BIKTE TOUKATA 32 BAKCHHAIH.

. AKO KbpMHTE, € B&XHO Ja nHpOopMHUpaTe Jiekaps Ha BaieTo 0e0e u qpyrure MeIUIMHCKH
CHenuanucTH 3a ieuenueto Bu ¢ Remicade, npean na 6bae npuiioskeHa KakBaTo U J1a €
BakcuHa Ha Bamero 6e0e. Bamero 6e6e He TpsiOBa 1a Ob/1e BAKCHHUPAHO C KUBH BAaKCUHH
JIOKaToO KbPMHTE, OCBEH aKo JIeKapAT Ha BameTo 6e0e He mpenophia Ipyro.

o Cpo01maBanu ca ciiy4au Ha CHIIHO MOHMKEH Opoli Oenr KpbBHU KIETKH IIPH KbpMaueTa,
POIIeHHN OT JKeHH, JleKyBaHu ¢ Remicade mo Bpeme Ha OpemenHocTTa. AKo Barero 6ebe ma
MOCTOSIHHO TIOBHILIEHA TeMIIepaTypa Win HH(peKInH, He3abaBHO ce CBBPXKETE C JeKaps Ha
6ebeto Bu.

Ilodupane u padoTa ¢ MAIIMHHA

He ce ouakBa Remicade na nosnusie cnoco6HoctTa Bu 3a modupane u padora ¢ MmammHu. AKO ciesn
uH}y3usTa Ha Remicade ycetute ymopa, 3aMasHOCT WM HE ce YyBCTBaTe jJ00pe, He modupaiire u
HEeJICHTE J1a N3M0I3BaTe MHCTPYMEHTH WU 1a paboTUTE ¢ MaITUHH.
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Remicade chabpika HaTpuii

Remicade cvaspixa mo-manko ot 1 mmol narpwuii (23 mg) Ha 103a, T.€. MOXKE JIa ce Kaxe, ue
MPaKTHYECKH He ChIabpika HaTpuil. Obade, npeau na Bu 6b1e npuinoxen Remicade, Toii ce cmecBa ¢
pa3TBOP, KOMUTO Chbpika HATpUi. YBenoMere Bamus jekap ako cTe Ha IMeTa C HUICKO ChAbpKaHUe
HAa COJL.

3. Kak na m3noassare Remicade

PesmaToneH apTpur
Oo6wnuaitHara 03a € 3 mg Ha KHWJIOTpaM TEJIECHO TErIio.

IlcopuaTnyen apTpuT, aHKUI03UPaNl cnOHAWIUT (DosecT Ha bexTepes), mcopuasuc, yianepo3eH
KOJIUT u 60JiecT HAa Kpon

Oo6wnuaitHara 7103a € 5 mg Ha KWJIOTPaM TEJIECHO TErio.

Kak ce npuiara Remicade

o Remicade e Bu Ob1e npuiiaran oT jekap Wik MEAMIIMHCKA CecTpa.
o Bamusit iekap uiM MEIMIIMHCKA CeCcTpa e MPUTOTBH JICKAPCTBOTO 3a HHDY3HSL.
o JlekapcTBoTO 1ie Bu Ob/1e npriokeHo kato nHMY3us (KarkoBo BiMBaHe) (B MPOAbIDKEHHE Ha

2 yaca) B enHa OT BeHUTe By, 0OMKHOBEHO BeHa Ha pbhkarta. Cien TpeTara nHy3us, Bammsat
JIeKap MOsKe J1a pely 1a mpritoku Bamara mo3a Remicade B npoabinkenue Ha 1 gac.

. Hoxato Bu ce BmuBa Remicade, kakTo u B ipoabipkeHne Ha 1 1o 2 gaca ciies ToBa, Iie ObeTe
o1 HabJIrI0ACHHE.

Koaxo Remicade me Bu 6b1e npuiaran

. Bamwsar nekap mie onpenenu no3zara Bu u me pemu xonko yecto uie Bu ce npunara. Toa mie
3aBUCH OT 3a0osiBaHeTo By, TenecHOTO BH Terino u Koiko 7o0pe ce MOBIUsABATE OT JICYCHUETO
¢ Remicade.

o Janenara mo-noiy Tabiinia Mokas3ea mpe3 KakBy Neproan odudaiino me Bu ce npuiara Toea

JICKApCTBO CJICA ITbpBATa 4034a.

Bropa no3a 2 CeJIMMIIM CJIe]] ITbpBaTa J103a

Tpera mo3a 6 ceamuIHM cieq TbpBaTa J03a

IlocaenBamniu 103u Ha Bcexu 6 10 8 ceamunu — criopen
3a00JIIBaHETO

Ynorpebda npu rena u IOHOLIN
ITpu nena Remicade Tpsa6Ba na ce u3noin3sa caMmo 3a jedeHre Ha 6onectra Ha KpoH nim ynmeposex
kosuT. Te3u nena TpsiOBa 1a ca HaBbPIIWIN 6 TOJTUHH.

Axo Bu e npuiioxeHa no-Bucoka ot Heooxoaumara n1o3a Remicade

[Tonexxe TOBa JIEKapCTBO CE MpUJIara OT JIEKap WK CeCcTpa, € MaJIko BeposiTHO Jia Bu ObJe npuinokeHa
TBBPJIE BUCOKa J]03a. He ca n3BecTHU HEXKeNaH! peakliy B Pe3yNITaT Ha MPIIIOKEHNE Ha TBBPIC
BUCOKa 103a Remicade.

AKo 3a0paBuTe WU NponycHeTe HH(Y3usiTa HAa Remicade
Axko 3a0paBuTe WK NPOIyCHETe Ha3HaueHa HHPY3us Ha Remicade, KOJIKOTO MOXeE MO-CKOPO

YTOBOPETC HOBA HHq)YBHﬂ.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bamms nekap.
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4. Bb3MOKHE HeKeJIaHU pe€aKkuumn

KakTo BcHukH JIeKapcTBa, TOBA JIEKAPCTBO MOJKE J1a MPEIU3BUKA HEKETaH! PEaKIUy, BHIIPEKU Ue He
BCEKH T'd moiy4yara. [ToBeueTo He)KeaH! PeaKIlnH ca JICKH 10 yMepeHu. Bee mak, mpu HAKou
MAIMEHTH MOTaT JIa Ce Pa3BHAT CEPUO3HHU HEXKEIaHU PEaKIMi, KOUTO Hajarar jiedenue. Hexenanu
peaKIMy MOTAT Jia Ce pa3BUSAT U CIie/ CIIMpaHe Ha jiedeHneTo ¢ Remicade.

He3a6aBHo yBenomere Bamus jekap, ako 3a0eieskure CJI€IHOTO:

o IMpu3Hany Ha ajJlepruvHa peakuus Kato Mo yBaHe Ha JHIIETO, YCTHUTE, yCTaTa HIId I'bPJIOTO,
KOETO MOJKE JIa PUYUHH 3aTPYTHEHO MPETIbIaHe WK 3a]IyX, KOXKEeH 00pUB, KOIIPUBHA TPECKA,
MoJyBaHe Ha JTIAHUTE, XOAUJIaTa WIH Tiie3eHuTe. HAKOU OT Te3U peakiuu MOXe Jia ca CepUO3HU
WJIHM )KUBOTO3aCTpallIaBaly. AJepriuuHa peakiinus MOXe J1a Ce pa3BUe B paMKUTE Ha 2 yaca Ciel
WH(Y3UATA WIH TO0-KbCHO. J[pyrH NpU3HAIM Ha HEXENAHH aleprUYHU PEakiiui, KOUTO MOTaT Jia
ce IposBAT 0 12 aHM cien MHQy3usITa, BKIOYBAT OOJIKU B MYCKYJIUTE, TPECKa, OOJIKU B
CTaBUTE U YEITHOCTUTE, OOJIKHU B I'BPIIOTO WIIH TJIABOOOIIHE.

o [IpuzHanu Ha CHPAEYHO YBpPeE:KIaHe KaTo JUCKOMGOPT Wik 00JIKa B I'bpPAMTE, 0OJIKA B
pbKara, 60JKa B CTOMAaxa, 3a7yX, TPEBOXKHOCT, 3aMastHOCT, CBETOBLPTEXK, MPHUIMAIbK, TIOTCHE,
rajicHe, TIOBPBIIIaHe, TPENTCHE WM CUITHO ChPIICOMCHE B I'bPANTE, YCKOPEH HITH 320aBEH
ChpJICUYCH PUTHM M OTHYAHE HA KpaKaTa.

o IpuzHany Ha nHpeKnusA (BKIYUTETHO U TyOEPKY1032a) KaTo MOBUILICHA TEMIIEPATypa,
yMOpa, KallUTUIa, KOSITO MOXe Jia ObJie YIOPHTA, 33yX, TPUITONOT00HH CHMIITOMH, 3ary0a Ha
TETrJI0, HOIIHO U3MOTSIBAHE, TUApUs, pPa3paHsIBaHuUs, HATPYIIBAHE HA THOW B yepBaTa WM OKOJIO
anyca (a0crec), npobaeMu ChC 3bOUTE HITH MAPEI0 yCellaHe PU YPHHUPAHE.

o Bb3MoKHY NMpU3HANM HA PaK, KOUTO BKJIIOYBAT, HO HE CE OTPaHUYAaBaT JI0 IO yBaHE Ha
JTUM(pHUTE B3], 3ary0ba Ha TEerjio, OBHIIICHA TeMIIepaTypa, HeOOUYaiHN KOKHU BH3JIH,
MPOMEHHU B OCHKH WM I[BETa HA KOXKaTa, IIM HEOOMYAHO BarMHATHO KbPBCHE.

o IIpu3nauu Ha 6es10APOOHO YBpesKAaHe KaTo Kallulnia, 3aTPyIHEHO TUINAaHE WK CTATaHE B
I'bpOUTE.
. IIpu3Hany HA HEBPOJIOTMYHO yBpeKIaHe (BKIYUTETHO MPO0JIeMHU ¢ 0YUTeE) KATO

NpPU3HALM HA UHCYAT (BHE3AITHO U3TPBIIBAHE MJIH CIA00CT Ha JIMIETO, phKaTa WK Kpaka,
0CcO0OEHO OT e/THAaTa CTPaHa Ha TSUIOTO; BHE3AIMHO 00BPKBAHE, 3aTPYAHEH FOBOP WK pa3OupaHe;
3aTPYAHEHO BUXK/AHE C €HOTO WM JBETE OYH, TPYJHOCTH IPH XOJICHE, 3aMasHOCT, 3ary0a Ha
pPaBHOBECHE WJIM KOOPAMWHALMS, HJIH CHJIHO ITIaBOOOJIHE), IPUITAAbIH, U3TPhIIBaHe/ MpaByYKaHe
Ha KOSATO U JIa € YacT OT TSUIOTO WM clIabOoCT B PBIIETE U KpaKaTa, IPOMEHH B 3pEHUETO KaToO
HampUMep JTBOWHO BWXKJAHE, WM JPYTH MPOOJIEMHU C OUUTE.

o Ipu3nanu Ha YepHOAPOOHO yBpexaaHe (BKIOUUTETHO XenatuT B uHbekius, korato cre
UMali XeraTuT B B MHHANIOTO) KaTo NOXKBITABAHE HA KOXKATA MM OYUTE, ITIOThMHIBAHE Ha
ypuHara, 00JIKa WK NoJyBaHe B ASCHOTO Mojpedpue, O0JIKa B CTABUTE, KOKHH OOPHUBU HITH
MOBHUIIIEHA TEMIIepaTypa.

o Ipu3nany Ha HApylIeHHe HA HMMYHHATA CHCTEMa KaTo OOJIKW B CTABUTE MJIH YYBCTBUTEIHU
Ha CTbHUEBA CBETIIMHA OOPHUBU MO Oy3uTe WK phIleTe (JIYITyC) WX KallUINIIA, 3ayX, TPECKa
WJTH KOXKEH 00pHUB (CapKOMI032).

o Ipu3nanyu Ha MOHUKeH OPOif HA KPHLBHUTE KJIETKH KaTo IMOCTOSIHHA TEMIIeparypa,
KPHBOU3JIMBY WJIH JIECHA MMOSIBA HA KPHBOHACSIAHUS, MAJTKU YSPBEHH WU JINJIABH METHA,
NPEIU3BUKAHU OT MOAKOKHO KbPBEHE, WM OJIEI0CT.

o IIpu3Hauu Ha cepHO3HU KOKHH MPOOJIEMH KaTo YepBEHUKABH, T0100HU HA MUIIIEHA ITeTHA
WM KPBIIH [IETHA YE€CTO C MEXYPH B IIEHTHPA, PA3MOJIIOKEHH IO TSIIOTO; TOJIEMH 00JIaCTH OT
Oerera u smorema ce (excdonupaiia) Koxa, sS3BU B ycTara, I'bpJI0oTo, HOCA, II0JIOBUTE OPraHu
Y OYMTE WM MAJIKU TIOAYTHHH, IIBJIHHU C THOH, KOUTO MOTaT Jia C€ Pa3npOoCTPaHsT IO TSUIOTO.
Te3u KOXKHU peakiuy Morart Jia Ob/IaT MPUIPYKEHN OT TIOBUIIIEHA TeMIIeparypa.

He3zabaBHo yBenomete Bamms nekap, ako 3a0eeKuTe HIKOU OT H30pOEHUTE MO-Trope Oenesu.

CrieiHUTE HEeXETaHH Peakinu ca HaOroqaBanu npu Remicade:
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MHoro yecTH: Moske 1a 3acerHat noseue ot 1 Ha 10 xymm
Bonka B kopeMma, raneHe

BupycHu nH(EKIUN KaTo XepIrec WK Ipun

WNudexnun Ha TOpHUTE AMXATEITHHU MHTHUINA KATO CUHY3HUT
I'maBo6oiue

Hexenanu peakuuu, cBbp3aHu ¢ HHQY3UsITA

boka.

YecTu: mo:ke 1a 3acersar a0 1 na 10 qymm

. IIpomsaHa Ha QyHKIMATA HA YEPHUS P00, MOBUIIABaHE HA YEPHOIAPOOHHUTE SH3UMHU
(ycTaHOBsIBa ce OT U3CJICBAaHUATA HA KPHB)

o benonpoOHu iy TpbIHU UHPEKIIUN KaTO OPOHXUT WM THEBMOHUS

. 3arpyaHeHO WK 00JIE3HEHO IUIlIaHe, O0JIKa B TBPANTE

KpbBou3nnBu B cTOMaxa MM B 4epBara, Tuapusl, CTOMAIIHO pa3CTPOWCTBO, KUCEIUHH B
cTOMaxa, 3aIeK

Kompusaa Tpecka (00puB), ChpOSII 0OpPHUB WITH CyXa KOXKa

Hapymeno paBHOBecHe win 3aMassHOCT

IToBumieHa Temneparypa, OBUILIEHO TOTEHE

Hapymenus Ha KpbBOOOPBILEHUETO KATO HUCKO MJIM BUCOKO KPBBHO HaJIsIraHe
ITocunsiBane, ropely BbJIHU WM KbPBEHE OT HOCA, TOILJIA U 3aUu€pBEHa KOXa

YMopa nnn caboct

bakrepuannu nHpEeKIMKM KaTo OTpaBsHE HA KPBBTa, adciec Wi HHPEKLIUsI Ha KoXKaTa
(1emyuT)

I'bOuaHa MHPEKI Ha KOXKaTa

[IpobGiiemu ¢ KpbBTa KaTO aHEMHUS WIH HaMaJIeH Opoii OelTi KPbBHU KIIETKU

[Monytn nuMdHU BB3IH

Henpecusi, HapyIIeHUs Ha CHHS

[IpobGiiemu ¢ ounTe, BKITFOUBAIIY 3aUepBsIBaHe U WHPEKITUN

YckopeHa cbpeyHa IeHHOCT (TaXuKapAwsi) WK ChplieOneHe

Boinka B craBuTe, MYCKYJIUTE MU I'bpOa

Wndexnns Ha MUKOYHUTE IBTHILA

IIcopuasuc, mpobiaeMu ¢ KoxkaTa KaTo eK3eMa 1 KOcomna[g

Peakiuy Ha MACTOTO Ha MHXKEKTUpPaHE KaTo OO0JIKa, TOIyBaHe, 3aUuepBABaHE WA ChPOexK
CryneHu TpBIKH, HATpYIBaHE Ha TEUHOCT O] KOXKaTa, MPUYNHSABALIO TIOAYBaHE
WstppnBane unm "MpaByukaHe'.

HeuecTu: moxe 1a 3acernar a0 1 na 100 qymu

o Jlomo kpbpBOOpoOCsiBaHe, HAOBOBaHE Ha BeHA
o CnbOupaHe Ha KpbB U3BBbH KPHbBOHOCHHUTE CHIA0BE (XEMaTOM) WJIN KPbBOHACSIaHE
o ITpobnemu ¢ koxkaTa KaTo MosBa HA MEXypH, OpaaBUIIM, TATOJOTHYHO OLBETSBAHE HA KOXKaTa

WJIM TUTMEHTAIMH, [T0JlyBaHe HA YCTHUTE WM yIe0eliiBaHe Ha KoXarta, UK 3auepBeHa Oererna
C€ WJIM JIFOCIIECTa KOXa
° TekKu ajepriuuHy peakiin (Hamp. aHaQUIaKChs), IMyHOOOYCIIOBEHO 3a00JIsIBaHE, HApEUSHO
JYITyC, aIePTHYHU PEAKIIUN KbM UyXKIU TPOTCHHU
ITo-6aBHO OT HOPMATHOTO 3apacTBaHE HA PaHUTE
YronemsBaHe Ha YepHHS Apo0 (XEMaTHT) WIN Ha KIThYHHS MEXYp, YepPHOIPOOHO yYBpEKIaHE
PascesiHOCT, pa3ipa3HUTETHOCT, OOBPKAHOCT, HEPBHOCT
[IpoGieMu ¢ 0YKTE KATO 3aMBIJICHO WIIM OTCIa0EHO 3pEHHE, MMOAMyXBaHEe Ha OUUTE, CYEMHK
HoBooTkpuTa niy Biomasaiia ce ChpAcdHa HEJOCTaTHFIHOCT, 3a0aBeHa ChpIeTHA YECTOTA
IIpunagpk
KouByiicuu, HapylieHus Ha HEpBHATa CUCTEMa
[Tepdoparnmst unu 3amymiBane Ha yepBara, OOJIKH B KOpeMa WIH KpaMIIH,
YroneMsBaHe Ha MaHKpeaca (TaHKPEaTUT)
I"'bOnyHM MHEKIUY KaTO KaHAMI03a WK I’bONYHN HH(EKIINYA Ha HOKTUTE
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o Benoapobuu mpobiemu (kaTto 6e10ApOOEH OTOK)

o HatpymnBane Ha Te4HOCT OKOJIO OenuTe ApoOOBE (IIeBpaicH U3JIHB)

o CrecHsBaHE Ha Bb3IyXOHOCHUTE IBTUILA B OeIUTE ApOOOBE, MPUUNHSABAIIO 3aTPYJHEHO
JIMIIaHe

o Brananenue Ha nuraBunata Ha Oenus Apod, IpeAN3BHKBAIIO OCTpa rpbAHa 00JKa, KOSTO ce

BJIOLIIABA NIPH AuIIaHe (IJIEBPUT)

Ty6epkymnoza

HNudexnnn Ha 6p0penuTe

Hucbk Opoit TpoMOOITNTH, BUCOK Opoit OeIi KPhBHH KIIETKH

Barunamuu nabekmm

KpbBHUTE TecTOBE MOKa3BaT ,,aHTUTENA™ CPEILy COOCTBEHOTO TSIIO

[IpomMsiHa B HUBaTa Ha XOJECTEPOJ M MA3HUHU B KPHBTA

[MoBumraBane Ha TEra0TO (IPU MOBEYETO MAMEHTH MOBUIIABAHETO HA TETJIOTO € MAJIKO).

Penxu: mozke xa 3acernar 10 1 Ha 1 000 pymm

o Bup pak Ha kppBTa (IuMpOM)

o [TpeHoc Ha HEMOCTATHYHO KOJIMYECTBO KUCIOPOJ OT KPBBTa JI0 OpraHuTe, Ipo0IeMu ¢
KpPHBOOOPAIICHUETO KATO CTECHSABAHE Ha KPHBOHOCEH ChJT

. Bo3manenune Ha Mo3bUHATa OOBHBKA (MCHHHTHT)

o Wudexunn nopany orcrabeHa UMyHHA CUCTEMa

° XenatuT B, ako B MUHAJIOTO CTE MMAJIM XCITaTUT B

o Br3nanenue Ha uepHUs 1po0, MPUYUHEHO OT MPOOIEM ¢ UMyHHATa CHCTeMa (aBTOMMYHEH
XeTaTuT)

o [IpobGmieMm ¢ yepHUs ApoO, MPUUKUHSABAI MOKBITSIBAHE HA KOYKATA WM OYUTE (SKBJITSHHIIA)

o ITaTosorn4Hu ThKaHHU OTOLU UJIHM PAa3pacTBaHUs

o Texka anepruyHa peakiusi, KOsiTo MOXKE 1a IPUYMHM 3ary0a Ha Chb3HAHUE U MOXeE Aa ObJe
JKUBOTO3aCTpalaBaina (aHaQuIaKTHIEH III0K)

. YneGensiBaHe Ha MANKUTE KPbBOHOCHHU ChI0OBE (BAaCKYJIHT)

o Hapymenuns Ha ”MyHHaTa cuCcTeMa, KOUTO MOTaT Jia 3acerHat oenuTe ApoOoBe, KOXKaTa u
TUMQHUTE BB3IH (KaTO HAIIPUMEP CapKOH103a)

o HatpynBane Ha KJI€TKM Ha IMyHHATa CUCTEMA B PE3YJITAT HA BB3MAJIUTEIHA PEaKIHs
(TpaHyJIOMATO3HH JIE3UH)

o He3zaunrepecoBaHocT WM JMIica HA €eMOLIMN

o Cepro3HH KOXKHU 3a00JIsIBaHMs KATO TOKCHYHA €NHIepMaliHa HEKPOJIKM3a, CHHAPOM Ha
CruBbHC-/[)KOHCHH H 0cTpa reHepau3upaHa eK3aHTeMaTO3Ha ITyCTyJI03a

o Jpyru mpobiaeMu ¢ KoxkaTta KaTo eputeMa MyaTudopme, TUXCHOUIHH Peakiuu (CbhpOosii
YEePBEHUKABO-JINJIAB KOXKEH OOPUB U/ HULIKOBHIHU CHBO-OCITH JIMHUHU BbPXY JIMT'ABULIUTE),
MeXypH U Oernellia ce KoXa WM THOWHH MBIKH ((ypyHKYI103a)

o Cepro3HH HapyLIeHUS Ha HEpBHATA CHCTEMa KaTO TPaH3Bep3aeH MHUEINT, 3a00JsIBaHe,
Haro00sBaII0 MHOKECTBEHA CKIIep03a, HEBPUT Ha 3pUTEIHUS HEPB U CUHApOM Ha ['unen-bape

o Brp3nanenue Ha OKOTO, KOETO MOXKeE Ja IPEJAN3BHKA TPOMEHHU B 3pEHUETO, BKIIFOUUTEITHO
ciernora

. HatpynBane Ha TeuHOCT MeX 1y OOBUBKHUTE Ha CHPIIETO (MIEPUKAPICH U3ITUB)

. Cepriosun OemoapoOHu mpobaemu (KaTo HHTEPCTUIIHATHA OenoapobHa 6omecT)

. Menanom (BHI paK Ha KOXKaTa)

. Pax Ha mmiikaTta Ha MaTkaTa

o [onmxen Opoit Ha KPLBHUTE KIIETKHU, BKJIFOYUTEHO CHUITHO TIOHMKEH Opoi Oeli KphbBHU
KJIIETKH

o Mauiky 4epBEeHHU WM JIMJIaBH NIETHA, IPEJU3BUKAHH OT IMTOAKOXXHO KbPBEHE

o OTKIIOHEHUS B CTOWHOCTHTE Ha KPbBEH NMPOTEHH, HAPEUEH ,,KOMIUIEMEHT“, KOHTO € 4acT OT

MMyHHAaTa CHCTEMa.

C Hen3BeCTHA YeCTOTA: OT HAJIUYHHUTE JaHHHM HC MOXKE aa 6’LZ[€ HaIllpaBCHa OLICHKA Ha 4€CTOTaTa
L Pak Inpu aena U FOHOIIN
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o Psitbk pak Ha KpBBTa, 3acsATall TJIABHO MOMYETA B FOHOIIIECKA Bh3PacT WM MJIaJld MBKE
(xemaronueHaneH T-KiaeTbueH JTUMGPOM)

o YepHoapoOHa HEAOCTATHYHOCT

o Mepken-kiaeTbueH KapIuHOM (B paK Ha KoxkaTa)

o CapkoM Ha Kanomm-psiaKo cpemial pak, CBbp3aH ¢ HHPEKIHS ¢ YOBEIIKH XepIeceH BUPYC 8.
Capxom Ha Kanommu Haii-uecTo ce cpema nox ¢popmara Ha IypIlypHH U3MEHEHUS BbPXY
KOXKaTa.

o Bromasane Ha CbCTOSIHUE, HAPEUCHO IEPMATOMHUO3UT (IIPOSIBSIBA CE KATO KOXKEH 00OpUB,

NpUAPYKEH OT MYCKyJTHA CI1aboCT)

CopaeueH nHpapkT

Hucynr

BpemenHa 3ary0a Ha 3peHHETO 110 BpeMe Ha WK B paMKHTE Ha 2 yaca cies uHdy3usara
Wudexiys, npudrHeHa OT ,,)KUBa“ BaKCHHA, IIOpay OTCIa0eHa IMyHHA CUCTEMA.
[TpoGnemu cien MEeIUIIMHCKH TPOLETYpH (BKIFOYBALM HHOEKIIMO3HH H HEMH(EKIINO3HH
poOIeMu).

JlombJIHUTEHN HesKeJIAHH PeaKIMM MPH 1ela U IHOIIU

Hera, kouto ca npuemain Remicade 3a nedenue Ha Gonectra Ha KpoH, ca mokasanu HIKOH pasivKd B
HEXEJIaHUTE PEaKIii, B CPaBHEHHE C Bb3PAaCTHUTE, KOUTO ca npuemain Remicade 3a nedenue Ha
6onectra Ha KpoH. Hexxenanure peakiiuy, Bb3HUKHAIH [I0-YECTO MPH JIela ca: OHMKEH Opoit
YepBEeHU KPBBHH KJIETKH (aHEMHs), KPbB B N3NPaKHEHUSTA, OHIDKEHU OOIIN HUBA Ha OelIHTe KPHBHU
KIIETKH (JIEBKOTICHHS ), YePBEHUHA WIIM N3YEepPBsABaHE (3a4epBsIBaHE), BUPYCHU HH(DEKIINH, TOHWKESHH
HUBA Ha OeMTe KPBHBHU KIIETKH, KOUTO ca KPbBHUTE KIETKH 32 60p0a ¢ nHpeKusTa (HeyTpOTeH s,
CUyIBaHE Ha KOCTH, OakTepHaiHa MHQEKIUS U alepTUYHH PeaKlIMU Ha IUXaTSIHUTE T THIIA.

Cho0maBaHe HA HesKeJIAHH PeaKINu

AKO TOITyunTe HIKaKBU HEXEJIaHU JICKApCTBEHU peakiny, yBeaomere Bamus nekap, GpapmaneBT nim
MEIUIMHCKA cecTpa. ToBa BKIIIOUYBAa BCUUKU Bb3MOXKHU HEONMCAHU B Ta3U JIUCTOBKA HEXKEJIaHH
peaxkuuu. MoxeTe ChIIO J1a ChOOIINTE HEXKEIAHN PEaKIUU TUPEKTHO Ype3 HAIlOHATHATA CUCTEMA 32
ChOOIIaBaHE B:

W3nbiHUTENHA areHIus 1Mo JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiit: www.bda.bg

Kato cpoOmiaBaTe HeXXeIaHU peakiuy, MOJKETe Ja AaJieTe CBOs IPUHOC 3a MoyvYaBaHe Ha TIOBeYe
WHQOpMAIUS OTHOCHO 0€30MaCHOCTTA Ha TOBA JIEKapCTBO.

5. Kak na chxpansiBate Remicade

Remicade oOukHOBEHO 11e Ob/Ie ChXpaHsSBaH OT MEAUIMHCKH CIeHAIUCTH. B ciy4aii, ue ce

HYX/IaeTe OT U3UCKBAHUATA 332 CbXpAaHECHHUE, TE ca!

o [a ce cpxpaHsBa Ha MSCTO, HEIOCTBITHO 32 JIeLa.

o He u3nosn3Baiite ToBa 1eKapcTBO Cie]] CPOKa Ha TOAHOCT, OTOEIIA3aH BbPXY €THKETA U
KapTOHEHaTa OIakoBKa cien ,,I'ofeH m10:”. CpoKbT HAa TOJHOCT OTTOBApPs Ha TOCIETHIS ICH OT
MTOCOYEHHUS MECEIL.

o Ia ce cpxpansiBa B xiaauwiHuk (2°C-8°C).

o ToBa JlekapCcTBO MOXKE Ja C€ ChXPAaHsBA ChIIO M3BHH XJIAJIHIHHK, B OPHTHHAIHATA OTTAKOBKA
npu TeMnepaTrypa MakcumyM 25°C, eTHOKpaTHO 3a IEPHOA 10 IMIECT Mecela, HO He U Cle]
JlaTaTa Ha U3TUYAHE Ha I'bPBOHAYAIHMS CPOK HA TOJHOCT. B TakbB cilydail He IO BpblLaiTe
00paTHO 3a chXpaHEeHHE B XJaJWIHUKa. Hanuinere HOBHSI CPOK HA TOAHOCT BbPXY KapTOHEHATa
OIIaKOBKa, BKIIIOYHUTEIIHO AeH/Mecel/ToanHa. U3XxBepieTe ToBa JIEKapcTBO, aKo He Obe
W3M0JI3BaHO B PAaMKHUTE Ha HOBHUS CPOK Ha TOJTHOCT MJIM CPOKa Ha TOJIHOCT, HAalleYaTaH BbPXY
OITaKOBKaTa, B 3aBHCUMOCT OT TOBa KO € I0-paHeH.
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o IpenopbuBa ce, korato Remicade ce moaroTss 3a uHQY3usI, 2 Ce U3MOJI3Ba MAKCUMAITHO OBP30
(B pamkuTe Ha 3 gaca). Bce mak, ako pa3TBOPBT ¢€ IPUTOTBHU IIPH ACETITHYHHU YCIIOBHS, TOH
MOJe J]a ce ChXpaHsBa B XJIaMITHUK 10 28 mau npu Temneparypa ot 2°C 1o 8°C u B
MpoabIDKeHUE Ha ote 24 daca nipu 25°C, ciien u3BaxkIaHe OT XJIaJUITHUKA.

o He u3non3BaiiTe ToBa JIeKapcTBO, aKO IBETHT MY € IPOMEHEH WIIN aKO ChIbPKa YaCTHUIIH.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

KakBo cbabp:xa Remicade

. AKTHBHOTO BeliecTBo ¢ nHpiukcumad. Beeku durakon ceabpika 100 mg nadmukcumad. Cren
MIPUTOTBSIHE HAa PAa3TBOPA, BCEKH MILTIIIATHP chabpxka 10 mg napamkcnma0.

. Hpyrure cberaBku ca 3axaposa, nomnucopdat 80, HaTpueB XxuaporeH ¢pocdar u IHHATPUEB
docdar.

Kak m3rie:kna Remicade u kKakBo chbIbp:ka 0NaKOBKAaTa

Remicade ce nocTast B CThKICHH (PIaKOHU, ChIBPIKAIIN MPaX 32 KOHLEHTPAT 3a HH(PY3HOHEH
pastBop. [IpaxbT mpeacrasisBa Osa THOPUITU3UpaHA TIENETa.

Remicade ce mpousBexa B onakoBku ot 1, 2, 3, 4 nwiu 5 ¢gmakona.

He BcHuku BHOBE OMAKOBKKM MOTAT Ja OBbJAT IyCHATHHA Ma3apa.

IlpuTesxkaTes Ha pa3pelIeHUETO 32 YIOTpeda U MPOU3BOAUTE
Janssen Biologics B.V.

Einsteinweg 101

2333 CB Leiden

Hunepnannus

3a 1onbIHUTENTHA HHPOPMAIHS OTHOCHO TOBA JIEKapCTBO, MOJIS, CBBPIKETE CE C JIOKAIHHS
NPEACTAaBUTEN HA MIPUTEXKATEIS Ha Pa3pelieHUETO 3a yHnoTpeoa:

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

Boarapus Luxembourg/Luxemburg

L»JbkoHCHH & J[oHCHH Bearapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11

jjsafety@its.jnj.com janssen@jacbe.jnj.com

Ceska republika Magyarorszag

Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD

TIf.: +45 4594 8282 Tel: +356 2397 6000

jacdk@its.jnj.com

Deutschland Nederland

Janssen-Cilag GmbH Janssen-Cilag B.V.

Tel: 0800 086 9247 / +49 2137 955 6955 Tel: +3176 711 1111

jancil@its.jnj.com janssen@jacnl.jnj.com
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Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

EMado

Janssen-Cilag ®apuaxevtikn Movorpdomnn
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: 0800 2550 75/ +33 1 5500 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 Roméania 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
Tfn: +46 8 626 50 00
jacse@its.jnj.com

JlaTa Ha mocJeqHO mpepasriexaane Ha aucroBkaTa 01/2025.

JApyru u3ToYHUIIM HA HH(OpPMAIUA

Ho;[p06Ha I/IH(I)OpMaLII/ISI 3a TOBa JICKAPCTBO € MPEAOCTABCHA HA ye6caI‘/'ITa Ha EBpOHeﬁCKaTa arCHIus

1o JiekapcTBaTa: https://www.ema.europa.eu.
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Crnennara uHGOpMaIKs € MpeaHa3HauYCHa CaMO 32 MEAMIIMHCKH CIICIIHATHUCTH:

Ha nanmenrure, kouto ca Ha sieueHue ¢ Remicade, TpsiOBa /1a ce mpeaocTaBy HaOMHSIIA KapTa Ha
MarueHTa.

Ykazanusn 3a ynompebda u paboma — ycnosus na coxpanenue
Jla ce cpxpansBa nipu temrneparypa 2°C—8°C

Remicade moxe n1a ce chxpaHsBa IpH TeMIIepaTypa MakcuMyM 25°C eIHOKPATHO 3a NEPUO 10

6 mMecelia, HO HE ¥ ClIe/I IaTaTa Ha U3THYaHe Ha MbPBOHAYAIHUS CPOK Ha roHOCT. HOBUSAT cpok Ha
TOHOCT TpsIOBa a ObJie HANMCAH BbPXY KapTOHEHAaTa omakoBka. Clie/l M3BaKJaHe OT XJIAIUITHUKA,
Remicade He Tpsi0Ba a ce BpbIla OTHOBO 332 CbXPAaHEHUE B XJIAJAUITHHUK.

Ykazanusa 3a ynompeoa u paboma — pazmeapsne, pazpexcoane u npuioIHceHue

3a na ce mo00pU MPOCIEAMMOCTTa HA OMOJIOTMYHHUTE JICKAPCTBEHU MPOJIYKTH, UMETO U TAPTHIHHUSAT
HOMEDp Ha IPUJIOKEHUS JICKAPCTBEH NPOLYKT TPsIOBa SCHO /1a CE 3aliCBar.

1. N3uucnere no3ata, KOATO TpAOBa Ja ce MPUIIOXKH, U KoJIKo (piakoHa Remicade ca HeoOxoaumu.
Bceku ¢nakon Remicade cpabpika 100 mg undnukcumab. M3uncnere kakbB 00eM
WHKEKINOHEeH pa3TBop Remicade me Bu e HeoOxoaum.

2. [Tpu acenTruHM ycioBus pa3TBopere Bceku ¢uiakoH Remicade ¢ 10 ml Boza 3a nHXeKIUH, KaTO
usromsBare cupuHioBka ¢ urna 21G (0,8 mm) win mo-manka. OTcTpaHeTe aTyMUHUEBaTa
oOKaTKa M MOYHMCTEeTE TyMEHaTa Tana ¢ MapJsi, HaroeHa cbe 70% cnupt. Brapaiite nmocraBenara
Ha CIIPUHIIOBKATA UTJIa BbB (JIaKOHA, KaTo s 3a0HMeTe B IEHThpa Ha TYMEHaTa Tara i Haco4eTe
BOJIaTa 3a MHXKEKIMH KbM CTeHaTa Ha (rakoHa. BHUMaTeIHO 3aBbpTETE HAKOIKO IBTH
¢nakona, 3a fa ce pa3TBOPH JIMOPHIN3UPAHUAT Ipax 3a MHXKEKIHOHEH pa3TBop. He ro BepTeTe
TIpeKaieHo AbIro Wik TBbpae enepruano. HE T'O PASKJTAIIIAMTE. OGpa3yBaHeto Ha msHa
He e Hemlo HeoOnuaitHo. OcTaBeTre pa3TBOpa M M3vakaiire 5 MuHyTH. [IpoBepere nanu
Pa3TBOPBT € ONAJIIECLICHTEH U O€31BETEH HIIH JIEKO XXBJIT. MoXe Jja 3a0eNeXuTe OTACITHH
MPO3UpAIIY YACTHULH, TOHEXE NH(IMKCcUMa0 e npotenH. He u3non3saiite pa3tBopa, ako
3a0eeKUTE IPOMSIHA Ha [[BETA, MATOBHU U JIPYTH YaCTHIIH.

3. Pazpenerte paszrBopenust Remicade mpax 3a mrxeKInoHeH pa3tBop 10 250 ml HaTpueB xiopun
uHpy3unoneH pasrsop 9 mg/ml (0,9%). He paspexnaiite npurorsenus pa3rsop Remicade ¢
HUKaKbB JPYT pa3TBOPHUTEIN. 3a pa3pekAaHeTO MOXKE J1a H3TeruTe oT 250-MIIHIHTpOBaTa
CTBKJICHa OyTHIIKa Wi HHQY3UOHEH cak KonudecTBo 9 mg/ml (0,9%) pa3TBop Ha HATPHUEB
XJIOpHUJI, paBHO Ha oOema Ha pa3rBopeHust Remicade. baBHO mobaBeTe 1sUI0TO KOIMYECTBO
pastBopeH Remicade kbpM 250-MuunuTpoBaTa Oy THIIKA HITH CaK C Pa3TBOP Ha HATPHEB XJIOPHI.
Cwmecete tu BHUMaTenHO. [Ipu 06emu, mo-rosemu ot 250 ml, u3nos3Baiite wiin MO-roysm
uHpy3uonen cak (Harmp. 500 ml, 1 000 ml), nin Hakonako uHby3uoHHH caka ot 250 ml, 3a 1a
rapaHTHpaTe, ue KOHIEHTpaIusATa Ha HH(yY3HOHHUS pa3TBOp He HaxBumasa 4 mg/ml. Ako ce
ChbXpaHsBa B XJIAJMJIHUK CIIe]] PEKOHCTUTYHPAHE U pa3perkaaHe, HHPY3MOHHHAT Pa3TBOP
TpsiOBa J1a ce OCTaBH Ja ce TeMIlepupa Ipu craifHa Temmneparypa 1o 25°C 3a 3 gaca npeau
Crorka 4 (uadysus). Cbxpanenue Haj 24 vyaca npu temrieparypa ot 2°C-8°C e npuiioxumo,
camo koraro Remicade e nmpuroTseH B MHQY3UOHHUS CaK.

4. Pa3TBOpBT TpAOBa a ce MPHIIOKHU 3a IEPUOJI, HE TTO-KPATHK OT MpenopbyBaHaTa
HPOIBDKUTEITHOCT Ha MH(Y3uATA. M3mon3BaiiTe camo HH(Y3HMOHHA CHCTEMa ChC CTEPHIIEH,
anuporeHeH GUIATHP, KOWTO CBBbP3BA MPOTEHHM B HACKA CTEIEH (C pa3Mep Ha IOpHUTe
1,2 muxpomeTpa uiH no-mManbK). [lonexxe B nH(GY3HMOHHUS pa3TBOP HE CE ChABPIKAT
KOHCEpBaHTH, Ce MPernopbuBa HHPY3UATA Ja 3aMI0YHE KOJIKOTO MOXKe MO-0Bp30 ciiex
IIPUTOTBSIHE Ha Pa3TBOPA, 3a IPEANOUYNTaHE B paMKHUTE Ha 3 yaca. AKO He ce U3I0JI3Ba BeJHara,
CIa3BaHETO Ha MPENOPbUYBAHUTE CPOKOBE M YCIIOBHSI 32 ChbXpaHEHHUE Mpeau ynoTpeda ca
OTrOBOPHOCT Ha MOTPEOUTENS 1 OOMKHOBEHO He OM TpsAOBAaJIO Ja Ha/IBUIIaBaT 24 yaca nmpu
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temueparypa ot 2°C no 8°C, 0CBeH aKO PEKOHCTHUTYUPAHETO/Pa3perkaaHeTO € U3BBPIICHO MIPH
KOHTPOJIMPAHHU U BaJHIMPAHU aCEITHYHU ycloBus. He chxpaHsBaiiTe HEM3MOI3BaHUS Pa3TBOP
3a MOBTOPHA ynoTpeoa.

He ca nmpaBenu npoyuBanus 3a $u3ndHa 1 OMOXMMUYHA ChBMECTHMOCT Ha Remicade ¢ apyru
npemaparu. Remicade He Tpsa6Ba na ce nH(]y3Mpa eTHOBPEMEHHO C KAKBBTO H J1a € APYT

Ipemnapar mnpe3 eIuH U ChbIIHU IbT.

Ipenu 3amouBane Ha uHOY3UsTa OrjieqaiiTe Remicade 3a Hanu4ne Ha YaCTHIM WK TPOMSIHA HA
usera. He ro u3nomnspaiite, ako 3a0enexxuTe IpoMsHa Ha I[BETa, MATOBU WX JAPYTH YaCTHUIIH.

Hewnznon3panust MPOAYKT UK OTIIAABYHUTE MAaTEpUAIN OT HETO TpH6Ba Ia C€ U3XBBPJIAT B
CbOTBETCTBHUEC C MCCTHUTC U3HMCKBAHUA.
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