HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Inflectra 100 mg npax 3a KOHIIEHTPAT 3a HH(PY3HUOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Enun ¢naxon ceappxka 100 mg nadmaukcumad (infliximab)*. Chen pa3TBapsiHe BCEKU MUIHIUTHD
cpappka 10 mg nadaukcumad.

* NadnukcnMald e XuMepHO YOBEIIIKO-MHIIIE MOHOKJIIOHATTHO aHTHUTIO OT Kiac [gG1, moiydeHo B
MUILIN XUOPHIOMHH KIIETKH upe3 pekomOunantHa JJHK-Texnomnorus.

IToMOMIHO BEIIECTBO C U3BECTHO JCHCTBUE

Toga nekapctBo chabpxa 0,5 mg nmonucop6at 80 (E433) BbB Beeku (p1akoH.

3a IBIHUA CIIMCHK HA IIOMOIIHUTE BEIIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
[Ipax 3a koHLEHTpAT 3a MH(Y3UOHEH Pa3TBOP (TMpax 3a KOHIEHTPAT)

[IpaxbT € ¢ 65T 1BAT.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHHU NOKA3AHUS

PesMartounaer apTpur

Inflectra, B koMOMHaIUS C METOTPEKCAT, € TIOKa3aH 32 HaMaJIIBaHe Ha MPU3HAIIUTE U CUMIITOMUTE,
KaKTO M IOCTHTaHe Ha OJ00pEeHUE BbB (pr3udeckara (hyHKIIMSI, IPH:

° BB3PACTHHU MAIMEHTH C aKTHBHA 0OJIECT C HEJIOCTAThUEH OTIOBOP Ha JICYEHUETO C
Moauduipany 0oecTTa anTupeBMaTouHu cpenctsa (DMARD), BKIFOUYHUTEHO U
METOTpPEKCaT.

° BB3PACTHH MAIMEHTH C TeXKa, aKTHBHA U TIPOrpecHpaia 601ecT, KOUTO He ca JIEKyBaHH C

MetoTpekcat win gpyru DMARD.
ITpu Te3u nanmeHTH ce HabM0AaBa 3a0aBsiHE Ha IPOTPECHATa Ha CTABHOTO YBPEXKIaHE, KOETO ce
JI0Ka3Ba peHTreHorpadceku (Bx. Touka 5.1).

Boaect Ha Crohn npu Bb3pacTHH

Inflectra e mokasan 3a:

. Jleuenue Ha cpeaHO TeXKa A0 Texka 6ojnect Ha Crohn B aKTUBEH CTaJuil, IPU Bb3pacTHU
MalKEHTU C HEAOCTAThUYEH OTTOBOP Ha IIPOBENIEH LISJIOCTEH U aJIEKBATEH KypPC Ha Tepanus ¢
KOPTUKOCTEPOUIN W/UIIM KIMYyHOCYIIPECOPH B MaKCHMAITHA J103a; WM TAKHBa, KOUTO HE TIOHACST
WJIY IIPYA KOUTO MMa MEIULUHCKYU POTUBOIOKA3aHUs 34 TAKaBa TEPAIIUs.

. Jleuenue Ha ¢puctynuzupaa 6onect Ha Crohn B akTHBEH CTaAW NP BB3pACTHH NALMEHTH C
HEeJO0CTaTh4YeH OTTOBOP Ha IUIOCTEH Kypce Ha CTaHIapTHA Tepanus (BKIOYUTETHO C
MIpUIOKEHUE Ha aHTUOMOTHUITH, IPEHUPAaHe U UIMYyHOCYTIpecupalia Tepamnus).



Bosnect Ha Crohn npu nienia

Inflectra e mokasan 3a neuenue Ha Texxkka Oonect Ha Crohn B aKTHBEH CTaAM MPH Jela U IOHOLIHN Ha
BB3pacT oT 6 1o 17 roguHu, KOUTO HE ca OTTOBOPUIIM HA CTaHJapTHA Teparwsl, BKIIOYBAIIa
KOPTUKOCTEPOUJ, IMYHOMOYJIATOP Y IbPBUYHA XPAHUTEIHA TEPAIIUS UM KOUTO IPOSBSIBAT
HEMOHOCUMOCT, WIX ITPY KOUTO MMa IPOTUBOINIOKA3aHUs 3a TakaBa Tepanusl. [IpoyuBanusirta ¢
W3M0JI3BaHETO HA MH(PIMKCcHMA0 ca MpaBeHH caMo IPH ChbBMECTHOTO MY IPWIIOKEHHE ChC CTaHAApTHA
MMYHOCYIIPECUPAILA TEPAIIHS.

Vauepos3eH KOJIUT

Inflectra e mokasan 3a neuyeHne Ha YMEPEHO TEXKBK 10 TEKBK aKTHBEH YILIEPO3CH KOJIUT MPH
BB3pPACTHH MAIEHTH C HEJOCTAThUEH OTTOBOP HAa CTaHAAPTHA TEPAIUs, BKIIOYUTEIHO U C
KOPTUKOCTEpOH I, 6-MepkanTonyput (6-MP) mnn azatuonpun (AZA), uiu TakuBa, KOUTO HE
MOHACAT, WJIM IPU KOUTO UMa MIPOTHUBOIIOKA3aHUs 3a TaKaBa Teparnusl.

VYanepo3eH KOJIUT IpH JIena

Inflectra e moka3aH 3a nedeHne Ha TEKBK AKTUBEH YIIIEPO3€H KOJUT IPH JeTla U IOHOIIU Ha Bh3PacT
oT 6 10 17 roguHu, ¢ HEAOCTATHYEH OTIOBOP HAa CTaHJAPTHA TEPaMUsl, BKIIOYUTEIHO C
KopTUKocTepou i u 6-MP mim AZA, win TakuBa, Py KOUTO UMa HETIOHOCHUMOCT KbM HJTH
MEIUITMHCKH MPOTHBOIIOKA3aHUS 32 TaKaBa TepaIusl.

AHKHIIO3MpAIll CHOHIUINAT

Inflectra e mokasaH 3a JieueHHE Ha TCXKBK, aAKTUBCH aHKWJIO3UPAIll CIIOHAWINUT IIPU Bb3PACTHU
ManueHTH, KOUTO €a C HCAOCTAThYCH OTTOBOP HAa CTaHAAPTHA TCPAIIUs.

HCODI/IaTI/I‘ICH apTpuT

Inflectra e moka3saH 3a JieueHHE Ha AKTUBEH M MPOTPECUPAII] IICOPUATUYCH apTPUT IIPHU Bh3PaCTHU
MAalMeHTH ¢ HeIOCTAaThUCH OTTOBOP Ha IpemecTraria tepanus ¢ DMARD.

Inflectra TpsiOBa na ce npuara:

® WM B KOMOHHAITUS C METOTPEKCAT

® WM CAaMOCTOSITCITHO MPH MAIMEHTH ¢ HETOHOCUMOCT KbM METOTPEKCAT, UK MPH KOUTO
JICYCHUETO C METOTPEKCAT € MPOTHBOIOKA3aHO

HoxkazaHo e, ye uHpIuKcuMad moaoopsBa ¢pusnueckara GyHKLIUSI HA TALUEHTH C ICOPUATHYCH
apTPUT U 3a0aBs CKOPOCTTA Ha POTpecusi Ha Mepru(epHOTO CTABHO YBPEKIaHE, U3MEPEHO
peHTtrenorpa)cku, Mpy NauueHTU C MOJMAPTPUTHU CUMETPUUHH (hopmu Ha OojectTa (BK. Touka 5.1).

Ilcopuasuc

Inflectra e moka3aH 3a ne4eHHe HA yMEPEHO TEXKBK J0 TEXKBK NMCOPHUA3UC C TUTAKH MIPH BH3PACTHH
MAIUCHTH, KOUTO HE OTTOBAPSAT, UMAT MPOTUBOIIOKA3aHHsI UM HETOHOCUMOCT KbM JICUCHHUE C APYTH
CHUCTEMHH TperapaT, BKIFOYUTEIHO [IUKIOCIIOPHH, METOTPEKCAT HIIH TICOPAJICH YJITPaBHOIET-A
(psoralen ultra-violet A, PUVA) (8. Touka 5.1).

4.2 ,Z[osnpomca U HAYUH HA NPUWIOKEHUE

Jleuennero c Inflectra TpsiOBa na ce 3amo4Ba U MPOBEX/IA MO KOHTPOJIA Ha KBANU(UIUPaH
CIELHAITUCT B ChOTBETHATA 00JIACT, C ONUT B JIMArHO3aTa U JICUCHUETO HA PEBMATOUICH apTPHT,
BB3MAIMTEIHH 3a00JIIBaHUs HA YepBaTa, aHKIJIO3UPAIL] CIIOH/MITUT, TICOPUATHICH apTPUT WIH
ncopuasuc. Inflectra TpsiOBa na ce npuiara uaTpaBeHo3Ho. Mudysusara Ha Inflectra Tpsi6Ba na ce
MpaBU OT KBATM(HULIKPAH CIIEIUATNCT, 00y4eH J1a pa3no3HaBa CBbP3aHu ¢ MHQYy3usaTa peakuuu. Ha



NalMCHTUTEC, KOUTO Ca Ha JICYCHHUC C Inﬂectra, TpH6Ba Ja C€ NpeaAOCTaBU JIMCTOBKA 3a MMalUCHTAa U
HAIlOMH:IIIA KapTa Ha IMaluCHTA.

ITo Bpeme Ha jeuenuero ¢ Inflectra TpsiOBa 1a ce onTUMU3Mpa q03aTa Ha IPYTH MPOAYKTH, KOUTO CE
MpUIAraT CbIIbTCTBAILO — HAIP. KOPTUKOCTEPOUAN U UMYHOCYIIPECOPH.

O3HUpPOBKa

Bwspacmuu (> 18 2o0unu)

Pesmamouoen apmpum
3 mg/kg kaTo HHTpaBeHO3HA MH(Y3H, TIOCTIEIBaHA OT JOIBIHUTENHN HH(DY3uu B no3a 3 mg/kg Ha
2-Ta ¥ 6-Ta ceIMUIIA Clie TbpBaTa HHQY3Us, Il KOSTO — Ha BCEKH 8§ CEIMHUIIH.

Inflectra TpSI6Ba Ja Cc€ npujiara CbI'bTCTBAIIO C METOTPCKCAT.

Hannunawure nanHu mokaspar, 4e KJIMHIHYECH OTTOBOP OOMKHOBEHO c€ ITOCTHra A0 12 ceaMuIu ot
HAYaJoTo Ha jiedyeHuero. [Ipu manueHTr ¢ HemoCTaThUEH OTTOBOP WIIH 3ary0a Ha OTTOBOP CIeN Kpas
Ha TO3U MIEPUOJI, MOXKE J1a C€ OOMHUCIIH ITOCTEIIEHHO MOBUINIABAHE HA 703aTa C MPUOIU3UTEIHO IO

1,5 mg/kg mo makcumanna mo3a 7,5 mg/kg Benubk Ha Beceku § ceamui. Kato antepHatnBa Moxe Ja
ce OOMUCITH | ITPHIOKEHHUE B [103a 3 mg/kg Ha Bceku 4 ceaMHIIA. AKO C€ TIOCTHUTHE T00Bp OTTOBOp,
JISYEHUETO Ha ManreHTa TpsA0Ba Ja MPOIbIKH ¢ U30paHaTa J103a WU MPU H30paHUTE WHTSPBAJIH.
[IponsmkaBaHETO HA JICUEHUETO TPSAOBA Ja c€ OOMUCIIM BHUMATEITHO NP MAIUEHTH, PH KOUTO HAMA
JaHHHU 3a TCPAIICBTUYHO ITOBJIMABAHC IIPE3 IIBPBUTC 12 CCAMUIU OT JICHCHUCTO MUJIN CJICT KOPCKIHA Ha
no3arta.

Cpeono mesicka 0o meoicka 6onecm na Crohn 6 axmusen cmaouil

5 mg/kg kato HHTpaBeHO3HA WH(Y3Ws, MOCTeIBaHa OT AOIBIHUTENHA HHY3H B 1032 5 mg/kg

2 ceaMui cieq mbpBaTta nHGy3us. [Ipu aurca Ha moBNKsBaHEe cie] BIUBaHE HA 2 03U, JICUEHHETO C
nHIMKCUMAa0 He TpsOBa 1a ce Mpoabihkapa. HannmuHuTe NaHHN HE TIOJKPEIST MPOABIKABAHETO Ha
JiedeHneTo ¢ nHGIMKcUMal TP MAIMEeHTH, KOUTO HE ce MOBJIUSABAT B PAMKUTE HAa 6 CEIMUIU OT
bpBaTa HHQPY3HUS.

HpI/I MAaIUEHTUTE, KOUTO OTTOBOPAT HA JICHCHUCTO, AJITCPHATUBHUTC CTPATETUHU 3a ITPOABJDKAaBAHE HA
JICYCHUETO Ca:

. [Moxabpxalio JeueHue: TOMbIHUTEIHN HHPY3UH B 103a 5 mg/kg Ha 6-Ta ceaMuIia cies
mbpBaTa UHPY3HUS, CIIE]] KOSTO — HA BCEKU 8 CSIMUITU HITH
. IToBTopeH kypc: Mudy3us Ha 5 mg/kg, ako NpU3HAIMTE U CUMIITOMUTE Ha O0eCTTa

perunuBupar (Bx. ,,JIoBTOpeH kypc” mo-momy, KakTo U Touka 4.4).

Makap f1a TUICcBaT CpaBHUTENIHHU JaHHU, OTPAHUYCHUTE JaHHU MIPH NAlUEHTH, ITbPBOHAYATHO
MOBIIMSUTH C€ OT JieueHHe B j103a 5 mg/kg, HO P KOUTO BIIOCIE/ICTBHE KIMHUYHUSIT OTTOBOP CE €
3aryOwuJI, OKa3Bar, ue MpH HIKOW MalMeHTH OTTOBOPHT MOXKE JIa Ce Bh3CTAHOBH C ITOBHIIABAHE HA
nozata (Bx. Touka 5.1). [IpogpmkaBanero Ha TepanusTa TpsiOBa Aa ce 0OMHUCIN MHOTO BHUMATEIIHO
[IpY TIALMEHTH, IIPH KOUTO HE ce HaOJI0jaBa TepaneBTUIeH e(heKT cre KOpUrupaHe Ha 103ata.

Qucmynuzupawa akmuena bonecm na Crohn

Hoza ot 5 mg/kg kaTo nHTpaBeHO3HA NH(]Y3Us, OCIEABaHA OT AOMBIHUTEIHA HH(Y3UH B 1032
5 mg/kg Ha 2-Ta u 6-Ta ceMUIA ciiel TbpBaTa HHPY3H. AKO MAIMEHTHT HE OTTOBOPH CIIEH TE3H
3 103, JeueHUeTo ¢ nHGIMKCUMA0 He TPSOBa Ja ce MPOAbKaBa.

[Ipu manmeHTH, KOUTO OTTOBAPST HA JICUSHUETO, ANTCPHATUBHUTE CTPATETUH 32 MPOAbIDKABaHE HA

JICYCHHETO ca:

) Monabpxario nedenue: Jombaauteaau nHGY3UH B 103a 5 mg/kg Ha Bceku 8 ceMMIIN HWITH

. [Moeropen kypc: Mudy3us B 1o3a 5 mg/kg, ako npu3HAIMTE U CUMIITOMUTE Ha 00JecTTa
peunauBHpar, mociaeABaHu oT HHQY3uu B 1032 5 mg/kg Ha Bceku 8 cenmuim (BX. ,,JloBTopeH
Kypc” MO-10I1y, KaKTo U Touka 4.4).



Makap za JTUICBaT CPaBHUTENIHU JAaHHU, OTPAHUYECHUTE JaHHH [IPU HalUEHTH, TbPBOHAYAITHO
MOBJIMSITH C€ OT JieueHHe B j1o3a 5 mg/kg, HO P KOUTO BIIOCIE/ICTBHE KIMHUYHUSIT OTTOBOP CE €
3aryOuJI, IOKa3Bar, ue MMPH HIKOW MAlMEHTH MOBJIUSBAHETO MOXKE J]a C€ BH3CTAaHOBH C TIOBUIIIaBaHE HA
no3ata (Bx. Touka 5.1). [IpogpkaBaHeTo Ha TepanusiTa TpsOBa Aa ce 0OMHUCIN MHOTO BHUMATEIIHO
MY TALMEHTH, IPH KOUTO HE ce HaOJI0jaBa TepaneBTHIeH e(heKT cie KOpUrupaHe Ha J103ata.

OnutsT ¢ MOBTOPHHU KYPCOBC IMPU PCHUANB HA TPU3HALIUTC U CUMIITOMUTC Ha oonect Ha Crohn e
OrpaHUYCH U HAMA CPABHUTCIIHU JaHHHU 34 CbOTHOMICHUCTO HOJ'I3a/pI/ICK IIpu AJITCPHATUBHUTC
CTpaTeruu 3a nNpoabJKaBaHC HA JICHCHUCTO.

Yayeposen konum
5 mg/kg kaTo MHTPaBeHO3HA UH(Y3HsI, CIIE]] KOSTO — TOIMBIHUTEIHN HH(DY3UH B 103a 5 mg/kg Ha 2-Ta
1 6-Ta ceMHUIIA ClIe] IIbpBaTa MHQY3HUs, IOCICABAaHU OT MH(PY3UH HA BCEKU 8 CEIMUIIH.

Hamnunwurte JaHHHU TOBOPAT, Y€ KIIMHUYCH OTTOBOP OOMKHOBEHO C€ IOCTUTa B pPaMKHUTC Ha 14 cCaAMUIN
OT HA4aJIOTO Ha JICUCHHUETO, T.C. CJIC TpETaTa 1034a. HpI/I ManyveHTH, IIPHU KOUTO IIPE3 TO3U IIEPHUO]
HAMa JaHHU 3a TCPANICBTHUYCH e(l)eKT, MNpOoABIZKaBaHCTO HA JICUCHUCTO Tpﬂ6Ba Ja ce ooMucIu
BHHUMATCIIHO.

AHKunO3upawy cnoHoOuIUm

5 mg/kg kato nHTpaBeHo3Ha UHQY3HUs, cIiell KOETO — AOIbIHUTENHN HHY3un B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceJMHUIIA ClIe]] ITbpBaTa MH(Y3Hs, MOCIeABaHU OT MH(Y3UU Ha BCeKH 6 10 8 ceaMuI. AKo
MAIMEHTHT HE OTTOBOPH B PaAMKHUTE Ha 6 CeZIMUITH (T.€. CIIell BTOpaTa J103a), JICYCHHETO C
nH}pIMKCcUMab He TpsAOBa Aa MPOIBIIKABA.

Tcopuamuuen apmpum
5 mg/kg kaTo MHTPaBeHO3HA UH(Y3HsI, CII]] KOSTO — TOMBIHUTEIHH HH(Y3UH B 103a 5 mg/kg Ha 2-Ta
1 6-Ta ceMUIIA CiIe]l TbpBaTa HH(Y3HUs, TOCIEeIBaHU OT HH(PY3UH HA BCEKH & CEIIMUIIH.

Ilcopua3zuc

5 mg/kg kaTto nHTpaBeHo3Ha UH(Y3HUs, ciell KOETO — JOIBIHUTENH! nHY3un B 103a 5 mg/kg Ha 2-Ta
u 6-Ta ceqMuLa cliesl IbpBata HHQY3us, TociIeJBaHu OT HH(Y3UH Ha BCEKU 8 ceMHUIU. AKO
MalMeHTHT HE OTTOBOPH B paMKUTE Ha 14 cemMuIiu (T.€. Ciex YeTBbpTAaTa J03a), ICUCHUETO C
nH}pIMKCcUMal He TpsAOBa Aa NPOIBIIKABA.

Iloemopen kypc npu 6onrecm na Crohn u peemamouden apmpum

AKXO MIpHU3HAIIUTE U CUMIITOMHTE Ha OO0JIECTTa PEUMBUPAT, MOXKE JIa C€ 3aIl0YHE HOB KYpPC C
nH}pIMKCUMab B paMKkuTe Ha 16 ceaMuiy cieq nocnenHara nHQy3us. B kIMHU4YHUTE TpOyYBaHuUs ca
HaOJII0JaBaHM PeaKkIny Ha 3a0aBeHa CBPbXUYBCTBUTEITHOCT, KOMTO ca OMJIM HEYECTH U ca ce
MPOSIBSIBAIIN cJie]l Ieproan 0e3 mpueM Ha HHGIMKcHMa0, mo-Maiku ot 1 ronuHa (BXK. Toukd 4.4 n
4.8). besomacHocTTa 1 epUKacCHOCTTa IIPU OBTOPEH Kypc ciel nepro 06e3 npueM Ha uHpIUKcumao,
NO-ABJIBT OT 16 ceaAMHUIIH, HEe ca YCTaHOBEHH. T0Ba BakKH KakKToO 3a MarueHT ¢ 6osect Ha Crohn, Taka
Y 32 TIAIIMEeHTH C PEBMATOUICH apTPHT.

Tlosmopen Kypc npu yayeposeHn Koaum
Be3onacHocTTa M e(huKacHOCTTA Ha MTOBTOPEH Kype, M3BBH CXeMara Ha MpuiiaraHe Ha MH(y3us Ha
BCEKH 8 CEIMUITH, HE ca YCTaHOBEHHM (BXK. Touku 4.4 u 4.8).

Tloemopen Kypc npu ankunozupauy CnoHOUIUM
Be3onacHocTTa M ehuKkacHOCTTa Ha TOBTOPEH KypC, M3BBH cXeMara Ha Mpuiiarane Ha MHQy3us Ha
BcekH 6 110 8 ceaMUIly, He ca ycTaHOBeHH (BXK. Touku 4.4 u 4.8).

Tloemopen Kypc npu ncopuamuven apmpum
Be3onacHocTTa M e(huKkacHOCTTA Ha MTOBTOPEH Kype, M3BBH CXeMara Ha Mpuiiarane Ha HH(y3us Ha
BCEKH § CeMUIIH, HE ca yCTaHOBEHH (BX. ToukH 4.4 u 4.8).



Ilosmopen kypc npu ncopuazuc

OrpaHu4YeHUAT OIUT OT ITOBTOPEH KypC Ha JICUSCHHE TIPU TICOPHA3UC C SAMHUYHA 71032 HHMOIUKCUMA0
cien uHTepBa ot 20 CEIMUITU MMOKa3Ba, 4e e(hUKacCHOCTTa HaMaJIsiBa, a YeCTOTaTa Ha pa3BUTHE Ha
JICKU JI0 YMEPECHU PEaKIIMU, CBbpP3aHu ¢ HH(Y3UsATa, HAPacTBa B CpaBHECHHUE ¢ HAYaIHATA
WHAYKIIMOHHA Teparus (BXK. Touka 5.1).

OrpaHUYeHUT OINUT OT HOBTOPEH KypC Ha JICYEHHUE Cliel 000CTpsSHE Ha 3a00JIIBaHETO, Upe3
PEMHAYKLMOHHA CXeMa, IIPEIoiara NOBUIIeHa YeCTOTa Ha MH(Y3MOHHH PEaKLUH, BKIIOUUTEITHO U
CEpHO3HH, B CPaBHEHHE C §-CEIMUYHO MOJABPKAIIO JIeUeHue (BXK. Touka 4.8).

Tlosmopen Kypc 3a 8cuuKy NOKA3aHUs

He ce nmpenoppuBa peMHAYKIIMOHEH PEXKUM, B CITy4aid Y€ MO IbPKAIIOTO JISICHHE € IPEKHCHATO U CE
Hajiara To Ja ObJie 3aIo4YHaTO OTHOBO (BXK. Touka 4.8). [Ipu ToBa MoyiokeHUe JICYCHUETO TPsiOBa aa
3aloyHe OTHOBO C €AMHUYHA /1032 HHPIMKCHUMA0, OCIeIBaHa OT OMHUCAHUTE TIO-TOPe MPEMOPHKH 32
MTOITBPIKAIIH JTO3H.

Crenuaigy nonyiaiu

Cmapuecka 8v3pacm

He ca npoBexnanu criennuuHN Mpoy4YBaHus 3a HHGIMKCUMA0 NPH IMAIUEHTH B CTap4ecKa Bb3pacT.
B xnuHUYHM npoyyYBaHUs HE ca HaOJII0JaBaHU TOJIEMH, CBBP3aHHU C Bb3pacTTa, Pa3iuKy B KIMPBHCA U
obema Ha pasnpenenenue. He ce Hanara kopurupase Ha jo3ata (BxK. Touka 5.2). 3a moBeue
WHPOPMAITUS OTHOCHO 0€30MIacCHOCTTa Ha MHMIMKCHMA0 NpH MAIUEHTH B CTapUecKa Bb3pacT (BIKTE
Touku 4.4 u 4.8).

Bvopeuno u/unu ueproodpobuo vepescoane

Nudnrkcumab He € mpoydYBaH MpH TE€3U MalMEHTCKH Momyinanuu. [Ipenopbku 3a 103upoBKaTa He
MOTaT J1a ObJaT HalpaBeHU (BXK. TOUKa 5.2).

Tleouampuuna nonviayus

bonecm na Crohn (6 0o 17 2oounu)

5 mg/kg kato nHTpaBeHo3Ha UHQY3HUs, ciell KOETO — JOIbIHUTENH! nHY3uHu B 103a 5 mg/kg Ha 2-Ta
u 6-Ta ceqMuLA cliell TbpBata HHQY3Us, ocieaBaHy OT HH(Y3UH Ha Bceku 8 cenmuuu. Hannanure
JIAHHU HE TIOAKPETSIT NPOIBbIKABAHETO Ha JISYEHUETO ¢ MHMIMKCHMa0 TpH Jiela U FOHOIIH,
HEOTrOBOPUJIH B paMKuTe Ha 10 ceIMuUIM OT 3alI0YBaHe Ha JIEYEHHETO (BXK. Touka 5.1).

[pu HIKOW MAlMEHTH 32 MOJIbPKaHe Ha KIMHUYHUS eeKT MOXKe Ja ca HEe0OXOIUMH MO-KbCH
WHTEPBAIN MEXy UHPY3UUTE, TOKATO IIPH APYT'H MOXKE J]a ca IOCTATHYHU U MO-IBJITH HHTEPBAIH.
[TanmenTH, IpU KOUTO ca OMIIM CKBCEHH 1030BUTE WHTEPBAIH 10 NIO-MAJKO OT 8 CEIMHIIM, MOXKE J1a ca
C MOBUIIIEH PHUCK OT HEXeJlaHu peakuuu. [Ipu Te3u manueHTy, Npyu KOUTO HE CE OTYNTA JOMBIHUTETHA
TepaneBTUYHA 110J13a CJe/l CMSHATA HA JO30BUTE HHTEPBAJIM, TAKaBa IPOABIDKUTEIIHA TEPAMUS C
MO-KbCH 030BH UHTEPBAIH TPAOBa BHUMATEIHO Ja C€ OOMUCIIH.

BeszonacHocrTa U eprukacHOCTTa Ha MHPIUKCHUMA0 HE ca POYYEHH MPH JIela o]l 6-ToJUIITHA Bh3PacT
¢ 6onect Ha Crohn. HannyanTe kbM MOMeHTa (papMaKOKMHETUYHU JIAHHU Ca OTMCAaHU B TOYKa 5.2, HO
NPENopbKH 32 TO3UPOBKATA ITPH JIella Ha B3PACT M0J] 6 TOAWHH HEe MOTaT Aa ObJaT HallpaBeHH.

Yayeposen xonum (om 6 0o 17 2oounu)

5 mg/kg kato nHTpaBeHO3Ha MHQY3HUs, TOCIeIBaHa OT ZOMBIHUTENHN nHY3uu oT 5 mg/kg, Ha 2-pa u
6-Ta cenMuIIa clieA IbpBaTa HHQPY3Us, MocaeIBaHu OT HH(Y3UHU Ha BcekH § ceaMuiy. Hammunure
JIAHHU HE TIOJIKPETISIT MPOIbJKaBaHe Ha JIeYeHHeTo ¢ MHGIMKcHMal TPy MeNaTPUIHH TTallUeHTH,
HEOTTOBOPUJIM B paMKUTE HA IBPBUTE 8 CEIMHUIIM OT 3all0YBaHe HA JIeUEeHUETOo (BXK. Touka 5.1).



BeszomacHocTTa 1 emkacHOCTTa HA MHGIMKCHMA0 HE ca IPOYYEeHU NpH Aena 1o 6-ToIUIITHA B3pacT
¢ ynmepo3eH konut. Hamnmaanre kbM MOMeHTa (DapMaKOKHMHETUYHH JJAHHU Ca OMTMCAHH B TOYKa 5.2, HO
MIPENOPHKHU 3a TO3UPOBKATA TIPH JIela Ha BH3PacT 1Mo 6 TOJWHU HE MoraT J1a ObIaT HallpaBeHHU.

Icopuasuc

BeszonacnocrTa M eprkacHOCTTa HA MHPIMKCUMA0 MPH Aela U IOHOLIH 1o 18-ronuiHa Bb3pact 3a
MMOKa3aHUETO TICOPHA3KC BCE Olle HE ca YCTaHOBEHU. Hamu4HnTe KbM MOMEHTA JaHHU Ca ONMHCAHU B
TOYKa 5.2, HO MPETOPBKH 3a JO3UPOBKATa HE MOTaT Ja ObJaT AaJcHu.

fOsenunen uouonamuuen apmpum, ncopuamuyen apmpum u aHKUI03UPAay CROHOUIUM
BeszonacHocrTa M eprukacHOCTTa Ha MHPIMKCUMAO MPH Jelia | FOHOLIH 1101 18-rouinHa Bh3pacT 3a
MTOKa3aHUATa IOBEHUJICH HIUONIATHYEH apTPUT, IICOPHUATUUEH apTPUT U aHKWIJIO3UPAILL CIIOHIHUIIUT BCE
oI HE Ca YCTaHOBCHHU. Hanmuuanre KbM MOMEHTA JaHHU Ca OIIMCAaHU B TOYKA 52, HO IPECIIOPBKH 3a
J03UpPOBKATa HE MOTraT Ja ObaT AaJCHHU.

FOsenunen pesmamouden apmpum

BeszonacHocrTa 1 eprukacHOCTTa Ha MHPIMKCUMAO MPH Jelia | FOHOLIH 1101 18-rouinHa Bh3pacT 3a
MTOKa3aHUETO I0OBEHWIEH PEBMATOMJIEH apTPUT BCE OIIIE€ HE ca yCTaHOBEHH. Haln4yHUTe MOHACTOSAIIEM
JIaHHU ca OMUCAaHU B TOYKHU 4.8 1 5.2, HO IpenopbKH 3a T03UPOBKATA HE MOrat 1a ObaaT JajeHH.

Haunn Ha npuioxxenue

WNudnmkcumabd TpsodBa a ce mpuiiara MHTPaBeHO3HO 32 MEPUOJT OT 2 yaca. BCHUKM ManuenTy, Ha
KOHTO € TpWIIoKeH HHIMKCUMa0, TpsiOBa Jla ocTaHaT MoJ| HaOoAeH!E MToHe 1-2 Jaca cief
nH(}Y3UATa ¢ OTJIe/l Pa3BUTHE HA OCTPH PEaKLUH, CBbp3aHu ¢ MHQYy3usTa. TpsOBa 1a uMa yclioBHs 3a
OKa3BaHE Ha CIHELIHa oMo (aAPEHAINH, aHTHXUCTAMHHU, KOPTUKOCTEPOUIU U BB3MOKHOCT 32
uHTYOaIus ). Moxe J1a ce HarpaBH NpeMeTuKaIns, HATPUMED C aHTUXUCTAMHH, XHUJIPOKOPTH30H
W/WIM TapaneTamMor, a CKOpOoCcTTa Ha HH(PY3HATa MOXKeE J1a c€ HaMaJlH, 3a 1a C€ OIPAaHUYHU PUCKBT OT
WH(Y3MOHHU peakiny, OCOOCHO aKo MAMEeHThT UMa aHaMHe3a 3a TakuBa (BX. Touka 4.4).

CprameHa npoabﬂz)fcumeﬂl-tocm HA uH(.bv3uume 6 pdMKuUme Ha noKa3aHuAma 3a 6v3pacmuu

[Ipu BHUMaTEMHO OAOPaHU BB3pacTHH MALMEHTH, KOUTO ca TOJEPUPAIH Hal-MaJKo 3 Ha4yalHU
2-qacoBu MHQY3uHU Ha MHQIMKCHMa0 (MHIYKIMOHHA (pa3a) M MOoTyvaBaT MOIbpiKalla TEPaItus, MOXKe
Iia ce 0OMUCIIM MPUJIAraHeTo Ha MmocienBaIiy HH(Y3uH 3a Iepro He Mo-MallbK OT 1 yac. Ako ce
pas3Bue nHPY3MOHHA PEaKlys, CBbpP3aHa ChC ChKpaTeHa MPOABIKUTEIHOCT Ha HH]Y3usiTa, TpsOBa Aa
ce oOMucIH 1o-0aBHa CKOPOCT Npu Obaen iy HH(Y3HH, aKo ce Hajlara poIbkaBaHe Ha JICYSHUETO.
He ca npoyuBanu nH}Y3HUH ChC ChKpaTEeHa MPOIBIKATEIHOCT MPH 031 > 6 mg/kg (Bk. Touka 4.8).

3a yKka3aHHs OTHOCHO MPUTOTBSHETO U MPHJIATaHETO Ha Pa3TBOpa BIKTE TOUKa 6.6.
4.3 IIporuBomokazanus

CBp’bX‘IYBCTBI/ITeJ'IHOCT KbM aKTUBHOTO BCUICCTBO, KbM JAPYI'd MUIIU IIPOTEUHU UJINW KbM HAKOC OT
IIOMOIIIHUTEC BCIICCTBA, I/I36pOGHH B Touka 6.1.

[ManmenTn ¢ TyOepKyno3a WK APYTH TEKKA HHPEKIIUU KaTo CETICUC, a0CIIECH U ONOPTIOHUCTUYHU
nHbpeKun (BXK. Touka 4.4).

[ManmenTn ¢ yMepeHo TexKa Win Texka chpaedna Hepoctarbunoct (II/IV @K mo NYHA) (Bx.
Touku 4.4 u 4.8).

4.4 Chnenuananu npeaynpesxaeHusi U NpeANa3HA MEPKH NPH ynoTpeda

IIpocaeaumoct
3a fa ce momoOpu MPOCIeTMMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHU MPOTYKTH, UMETO U MTAPTHTHUSAT

HOMEp Ha MPHUJIOKEHUS MMPOAYKT TPsIOBa SICHO Jla ce 3aIuCBaT.



Peakiun CBBP3aHH C I/IH(bVSI/I?[Ta " CBPBXYYBCTBUTCIHOCT

[pu npunoxenne Ha MHPIUKCUMAO ca HaOII0JaBaH! OCTPH PEAKIIUH, CBbP3aHU ¢ HHDY3HATA,
BKJIIOUHUTENIHO aHA(MITaKTUYEH 10K, KAKTO U pPeakuy Ha 3a0aBeHa CBPbXUyBCTBUTEIHOCT (BXK.
Touka 4.8).

OcTtpuTte peakiuu, CBbp3aHu ¢ HHPY3HUITa, BKIIOYATEITHO U aHA(DUIAKTHYHU PEaKIiU, MOTaT Ja Ce
Pa3BHAT IO BpeMe Ha (32 CeKYH/H) WM JI0 HAKOJIKO Jaca clies nHYy3usTa. AKO ce pa3BUsAT OCTpU
peakiuy, CBbp3aHu ¢ HHPY3UsITa, HHPY3HUsITa TPIOBa J1a ce crpe BeaHara. TpsoBa 1a ©Ma yCIIOBHS 3a
OKa3BaHE Ha CIICIIHA OMOII (aIpeHATNH, aHTUXUCTAMHHU, KOPTHKOCTEPOUIN U HAbOp 3a
nHTYyOarws ). Moxe J1a ce HalpaBy IPEMEINKAIH, HAP. C aHTUXUCTAMUHY, XHJIPOKOPTHU30H H/UITH
napaneramod, 3a IporIIaKTHKa Ha JIGKH U IPEXOHN PEaKIHH.

BB3MOKHO € fa ce pa3BUAT aHTHUTEINA cpelnly HHPIUKCUMa0, KaTo MOsBaTa UM € CBbp3aHa C IOBHIICHA
YecToTa Ha peakUuTe, CBbp3aHu ¢ HH(Py3usaTa. Manka 9act oT HH(QY3HOHHUTE PEaKru ca CEPHO3HU
aneprudHu peakiyu. OCBeH ToBa € HaOJII0AaBaHa M BPb3Ka MEX/y Pa3BUTHETO HA aHTHTEJIA CPEILy
nHGIMKCUMA0 1 HaMaleHa MPOAbKUTETHOCT Ha peMUcHsTa. ChI'bTCTBAILO MPUIIOKEHHE C
UMYHOMOJIyJIaTOPHU € CBBP3aHO C MO-HUCKA YECTOTa HA pa3BUTHE Ha aHTHUTEJIA Cperry HHPIUKCUMal 1
MO-HHUCKA YeCTOTa HAa HHPY3UOHHUTE peakind. EQEeKThT OT ChIIBTCTBAIOTO MPUIIOKEHHE Ha
WMYHOMOTyJIATOPH € TIO-M3pa3eH MPH NMAIUEHTH, JIEKyBaHU €MU30IMYHO, OTKOJIKOTO MPH MAIIMEHTH Ha
noabpxKamo jedenue. [lanuenTure, mpyu KOUTO NPUIIOKEHHETO HA UMYHOCYTIPECOPH € CHPSHO Ipean
3aroyBaHe Ha JICUYCHHUETO HITH 110 BpeMe Ha JICYCHHUETO ¢ HHPIMKCHUMA0, ca ¢ TIOBUIIIEH PUCK OT
pa3BUTHE HA aHTUTeNa. AHTUTENATa cpenry nHPIMKCMMal He BUHATH MOTaT Ja ObJaT OTKPHUTH B
cepyM. IIpu pa3BuTHE Ha CEPHO3HU PEaKLUry, TPIOBa [a ce 3al04YHE CHMITOMATUYHO JICUYCHUE U Ja He
ce MpaBAT HOBHM WH(}Y3un HHMIUKCUMAO (BXK. Touka 4.8).

B knvHUYHUTE MTpOyYBaHUs MMa ChOOIICHUS 3a peakllni Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT.
HanuunuTe 1aHHU rOBOPAT 3a MOBUIIECH PUCK OT PEakIMy Ha 3a0aBeHa CBPbXUyBCTBUTEIHOCT MIPU
yABIDKaBaHe Ha Tiepuoja 0e3 nmpueM Ha nHpIrKcuMab. [TanuentuTe TpsOBa na ObJaT MOCHBETBAHH
He3a0aBHO J1a THPCAT METUIIMHCKA TIOMOIII TIPY pa3BUTHE Ha MPOSIBY Ha 3a0aBeHa HeXellaHa Peakius
(Bx. Touka 4.8). [lanenTH, IpU KOUTO CE MPOBEkKAa IOBTOPHO JICUECHHUE CIIE/ MPOIBILKUTEIICH
WHTEpBaJ, TPsIOBa J1a ce MPOCiIeIsIBaT BHUMATEIIHO 32 MPU3HALM 1 CUMIITOMHU Ha 3a0aBeHa
CBPBXUYBCTBUTEITHOCT.

Undexnmn

[Ipenu, mo Bpeme Ha U clieA JICYCHUETO C HHPIIMKCUMAO0 MallUeHTUTE TPAOBa Ja ce MpocieaAsaBaT
BHUMATEIHO 33 Pa3BUTHE HAa MH(PEKIUH, BKIIOUYUTEIHO U Ha TyOepkyo3a. [loHexxe enuMuHIpaHeTo
Ha nHpIHKcuMal MOXe Ja IPOIBIDKU 10 6 Mecela, HaOJII0JeHUETO TPsIOBa 1a MPOIBIKY MPe3 LEUs
neproa. AKO IPH JaJIeH MAIEeHT Ce Pa3BUe CepHO3HA MH(EKIHS WU CEeTICUC, ICUCHUETO C
nHpIMKCUMa0 He TPsAOBa Ja MPOIBIIKABA.

C noBHIIICHO BHUMAHUE TpSI6Ba Ja C€ moaxoxKaa rnpu O6C’L)K,Z[aHe Ha JICYCHHUEC C I/IH(i)J'IHKCI/IMa6 npu
ManueHTH ¢ XpOHUYHHN I/IH(l)eKHI/II/I WM aHaMHE3a 3a pCKYPCHTHU I/IH(i)eKHI/II/I, BKJIFOYUTECIIHO ITPpHU
MNAalUCHTH HAa CBIIBTCTBAIIO JICUCHHUEC C UMYHOCYIIPCCOPU. HaLII/ICHTI/ITG Tpﬂ6Ba Ja 6’B,Z[aT IIOCBBCTBAHU
Ja HM305TBaT U3JIaraHe Ha Bh3MOXKHH PUCKOBU (l)aKTOPI/I 3a I/IH(i)eKTI/IpaHG.

Tymop-nekpormupamust ¢pakrop anda (TNF,) e MeauaTop Ha B3NAIEHUETO U MOAYJIATOP Ha

KJIEThYHUS] UMYHEH OTroBOp. ExcliepuMeHTanHuTe JaHHU NoKa3Bat, ye TNF, € 0T OCHOBHO 3HaueHHE
B Oop0ara cpelly NpUIMHUTEINTE Ha BTPEKIICThYHN HH(PeKunu. KIMHUYHUAT ONNUT MOKa3Ba, Ye MpH
HSIKOM MAllMEHTH, KOUTO Cca Ha JieueHHe ¢ HHPINKCUMAa0, aHTHMH(EKITNO3HUAT UMYHHUTET € OTCIIa0CeH.

TpsioBa na ce otbenexw, e moruckanero Ha TNF, Moske Jla Mackupa HSIKOW CHMITOMH Ha HHQEKIIH,
KaTo HampuMep MOBUIICHATa TeMIiepaTypa. PaHHOTO pa3no3HaBaHe Ha aTUIIMYHU KIMHUYHH TPOSIBH
Ha CepHO3HHU MH(EKIINU 1 HA TUIIMYHH KJIMHUYHU TPOSIBU HA PEAKH U HEOOWYaliHI WH(EKINN €
U3KIIIOYUTENIHO BaXKHO C OIJIe]l HABPEMEHHOTO IIOCTABSIHE HA AMArHo3a U 3all04YBaHE Ha JICYEHUE.



[Naruenture, npuemanty TNF-0510kepH, ca MO-MoJaTIMBH KbM Pa3BUTHE HA CEPUO3HHM MHDEKIINH.

[Ipu narueHTH, JIeKyBaHu ¢ UHQIMKCUMA0, ¢ Ha0JI0IaBaHO Pa3BUTHE Ha TYOCpKy03a, OakTepHaHU
I/IH(l)eKHI/II/I, BKIIIOYUTCIIHO CCIICUC U ITHCBMOHNA, WTHBa3HBHHU FBGI/I‘IHI/I, BUPYCHHU U IPYyTU
OTIOPTIOHUCTUYHU MHPEKIu. Hikou oT Te3u nHeknuu ca OWi ¢ JIeTalleH U3X0/; Hal-u4ecTo
ChOOINaBaHUTE ONMOPTIOHUCTUYHH WH(EKIIUU C YECTOTa Ha CMBPTHH ClIy4an > 5% BKIFOYBAT
IMHEBMOIIMCTHA ITHEBMOHUS, KAHIU103a, JINCTEPHO03a U aCIIePruiiosa.

[TanmeHTH, KOUTO Pa3BHAT HOBA HH(EKIUS 110 BpeMe Ha JICYCHHETO ¢ MH(IMKCHMa0, TpsOBa aa
OCTaHaT TI0J1 JIEKapCKO HaOJIOICHNE 1 J1a UM ObJIe HallpaBeH 00CTOCH JHAarHOCTHYCH TPETIIeI.
[MpuembT Ha HHPIUKCUMAO TPIOBa Jla ObJie MPEYCTAHOBEH, aKO MPH MAIMEHTa Ce Pa3BHe HOBa
cepro3Ha MH(MEKIIMS WK CENICUC, KaTO ¢ Ha3HAYM MOIXOISII0 aHTUMUKPOOHO HIIM IPOTHBOI'bOMYHO
JieueHue, T0KaTo HHGEKIHIATa He Objie OBNaIsHA.

Tybepkynoza

[Ipu narueHTH, JIeKyBaHu ¢ HHQIMKCUMA0, MMa ChOOIICHHUS 3a pa3BUTHE Ha aKTHBHA TyOepKyJio03a.
TpsiOBa n1a ce oTOeNekH, 4e TOBEUETO OT Te3U CHOOIIEHHS ca 3a eKCTpaITyIMOHATHA TyOepKyo3a,
KOSITO C€ TIPOSIBSIBA MITH KATO JIOKAJTHO, FJTU KaTO AUCEMUHUPAHO 3a00IIsIBaHe.

[Ipenu 3amouBaHe Ha JedeHHe ¢ HHGIMKCUMAO, IPU BCHYKY NMAIMEHTH TPSAOBa J1a Obe N3KITI0UeHa
KaKTO aKTUBHA, TaKa U JIATCHTHA TyOepKyno3a. ToBa BKIIOYBa IMOApOOHA aHAMHE3a C HACOUYEHHU
BBIIPOCH 32 MpeKapaHa TyO0epKyJI03a WM Bb3MOKEH KOHTAKT ¢ OOJHU OT TyOepKyio3a, KakTo 1
MPeIX0Xaalia 1/ Wik HacTosIa UMYyHOCYIIpECUBHA Tepanus. [Ipyu BCUYKM MalueHT TpsOBa aa ce
MPaBAT ChOTBETHUTE CKPUHUHTOBH M3CIIEABAHUS CIIOPE MECTHHUTE TPEMOPHKYU (HAIP. TYOSPKYIHHOB
KOXEH TECT, peHTreHorpad s Ha rpbACH KOII U/ uHTepdhepoH — rama Tect). [Ipenopbusa ce
pe3ysITaTUTE OT TE3W M3CIICBAHUS J1a CE BIMIIAT B HAIIOMHSIIATa KapTa Ha manueHTa. JICKyBausaT
nieKap TpsOBa Ja UMa IpeBU/I CHINECTBYBAIUS PUCK OT (DaIIINBO-OTPHUIIATENICH TyOSpPKYINHOB
KOXEH TECT IMPH TEKKO OOJIHU WIIH KMYHOKOMITPOMETHPAHH MAIUEHTH.

AKO ce TMarHoCTHIIMpa akKTHBHA TyOepKyio3a, He TpsiOBa Ja ce 3armoyBa JiedeHne ¢ HHpIukcnMao
(Bk. Touka 4.3).

ITpu cbMHEHuUE 3a JaTeHTHA TYOEpKyJy103a, AMEeHTHT TPAOBA Ja ce KOHCYJITUPA C JIEKap ¢ OIUT B
JiedyeHneTo Ha TyOepkyio3a. Ilpu Bcudku onucanu mo-1oiy ciiydyau TpsOBa MHOTO BHUMATEIIHO A2 Ce
MPELEHN CHbOTHOLICHUETO TI0MI3a/PUCK OT JICYCHUETO C HHPIUKCHUMAO.

Axo ce AUXarHoCTurpa JaTCHTHA Ty6ep1<yno3a, npeau 3aro4BaHC HA JICYCHUCTO C I/IH(I)J'II/IKCI/IMa6
TpSI6Ba Ja C€ 3aIll04He aHTI/IT}’6epKyHO3Ha TCpamnus B CbOTBECTCTBUC C MCCTHUTC NIPCTIOPBKU.

HpeI[I/I 3aI104YBaHEC Ha JICUCHUCTO C I/IH(bJ'H/IKCI/IMa6, IIpU MauCHTU C HAKOJIKO WX 3HAYMMU PUCKOBU
(bakTopH 3a TYOEpKyJ103a M OTPHULIATEIICH PE3YNITAT OT U3CJICABAHUATA 3a JIATCHTHA TyOepKyIo3a,
TpsiOBa J1a ce 00CHAM 3all0UBaHE Ha aHTUTYOCPKYJIO3HO JICUCHUE.

[Ipu naumenTy c aHaMHe3a 3a JJATEHTHA WM aKTHBHA TyOepKyno3a, Py KOUTO HE € CUTYPHO, Y€ €
MPOBEIEH ITbJICH KypC Ha JICYeHHE, CBILO TPsOBa Ja ce 00CHAN MPOBEKIAHETO HA aHTUTYOEPKYJIO3HO
JieueHHe TIpe/In 3all0YBaHe Ha TepanusiTa ¢ HHQIMKcuMao.

CpoO1IeHH ca HIKOM ClTydyal Ha aKTUBHA TyOepKyJio3a MpH NalueHTH, JIEKyBaHU ¢ MHYIUKCHUMa0 1o
BpeMeE Ha U cJie]l JIeueHHE Ha JJaTeHTHA TyOepKys03a.

Benuku nanpeHTH TpAOBa 12 0b1aT HHOOPMUPAHU Ja MOTHPCAT He3a0aBHA MEAMITUHCKA TTOMOII], aKO
10 BpeMe Ha WJIH CJIe/l Kpas Ha JICUCHHUETO ¢ MHPIUKCUMA0 pa3BHAT MPU3HALIN/CUMIITOMH,
MOJICKa3Ballld HAJIMYKME Ha TYOepKyJi03a (HaIp. yIopura Kaluidiia, 3aryba Ha Terjio, cyoheopuinna
TeMIeparypa).



Hneazusnu 2vb6uunu undexyuu

AKO TIpY TAlIMEHTH, JICKYBaHH ¢ HHPJIMKCUMA0, Ce pa3BHe CEPUO3HO CUCTEMHO 3a00JIsiBaHe, Tps1OBa aa
Cce Mo/I03Mpa UHBAa3MBHA I'bOMYHA HH(EKIUA KAaTO aclepruio3a, KaHIu103a, THEBMOIIUCTHA
ITHEBMOHHS, XHCTOIIa3M03a, KOKIIUIUOUOMUKO3a WIIA OJIACTOMHKO3a M OIle Ha paHEeH eTalr OT
W3CIIeIBAHMATA HA TE3W MAIMEeHTH TPSOBa J1a e HaNpaBU KOHCYNTAIUS C JIeKap, KOHTO € CIIeIUaIICT
B IMarHOCTHKATA M JICYCHUETO HAa MHBA3UBHU I'bONYHH WHPEKIINH.

HMuBa3uBHUTE I'bOMYHH I/IH(I)GKHI/II/I Morat Ja npoTekKatr nmo-CKopo Kato JMCEMUHUPAHO, OTKOJIKOTO
JIOKaJIM3upaHo 3a00J9Bale U IIPpU HAKOU MalUCHTU C aKTUBHA I/IH(i)eKHI/ISI TCCTOBCTEC 3a aHTUI'CHU U
AHTUTCIIa MOraT Jia Ca OTPULIATCIIHU. TpH6Ba Ja Cce ooMucCIn noaxoasmia CMIIMpUIHaA
HpOTI/IBOI"B6I/I‘IHa TCpaIusa, KaTo C€ B3EMC I10J] BHUMAHUC KAKTO PUCKA OT TCXKKa rL0uyHa I/IH(I)GKLU/ISI,
TaKa 1 PUCKOBETC OT HpOTI/IBOF"b6I/ILIHaTa TCparmus.

[pu manmeHTH, KOUTO ca )KUBEJHU WU ITBTYBAIU 110 MECTa, KbJIETO HHBa3UBHUTE I'bOMYHH MH(EKIINU
KaTO XHCTOILIa3M03a, KOKIIMANOWAOMUKO3a WM OJIACTOMHUKO3a ca €HAEMHYHH, ITOJ3UTE U PUCKOBETE
OT JICYEHUETO ¢ MHPIMKCHUMA0 TpsAOBa BHUMATEIHO Ja c€ OOMUCIIAT, IPEH Ja Ce 3ar0uHe JICUCHHE C
nHpIMKCUMa0.

DQucmyausupawa 6orecm na Crohn

[Ipu nauuentute ¢ puctynusupama 6onect Ha Crohn ¢ ocTpu THOWHU QUCTYIM He TpAOBa 1a ce
3aroyBa JieueHrne ¢ HPIMKCUMAO, TOKATO He ce M3KIII0YH eBeHTYyalleH (hoKyc Ha MH(]eKus, Haii-Beue
abcrec (Bxk. Touka 4.3).

Peaxktusanusg Ha xenatutr B (HBV)

[Ipu marueHTH, XpOHWYHA HOCUTENH HA BHUpYyca Ha XenaTut B, ekyBanu ¢ antaronuctu Ha TNF,
BKITFOUNTENTHO MH(MINKCHUMA0, € HaOltoJaBaHa peakTHUBAIlKs Ha Bupyca. Hakou ot cirydanTe ca Omimu ¢
JIETAJIEH U3XO/I.

[TanmenTure TpsiOBa na ObaaT uzcnensanu 3a HBV nndexnus npean 3anodBane Ha JIEUSHHUE C
nHpnmkcumab. [Ipu naumentu, kouto ca no3utuBHU 32 HBV undexuus, ce npenopbuBa KOHCYATALUSL
C JIeKap, KOWTO UMa OIUT B JedeHueTo Ha xenatut B. Hocutenute Ha HBV, npu xouto ce Hanara
MPOBEXKIaHE Ha JIedeHue ¢ nHIMKcUMao, TpsiOBa ja ObIaT BHUIMATEIHO MPOCIIEASBAHU 32 MIPU3HAIH
¥ cuMNTOMH Ha akTuBHa HBV undeknuns mo BpemMe Ha JIeUEHHETO U B MIPOJABIDKCHNE HA HIKOJIKO
Mecela cies Kpas Ha jedeHnero. HaMa qocTaThyHO JaHHU 32 €IHOBPEMEHHO JeueHHe Ha HOCUTENN
Ha HBV c npotuBoBupycHu nexapctsenu npoayktu 1 TNF-antaronucTty ¢ men npouiiakTuka Ha
HBYV peaxtuBanus. [Ipu nanuentuTe, mpu KOUTO ce pa3Bue peaktuBanus Ha HBV, neuenuero ¢
nH}pmkcuMab TpsOBa 1a ce crpe U Aa ce 3aroyHe e()eKTUBHO MPOTHBOBUPYCHO JICUCHUE U
MOIXOJIAIIA TIOAbpoKala Tepanus.

XenaToOWInapHu HAPYIIIEHUS

Ilo BpeMe Ha HOCTMAPKETHHTOBHSI Iepro] Ha MHPIMKCUMA0 ca HaOI0AaBaHH CIIy4au Ha UKTEp U
HEMH(EKLNO3EH XeNnaTuT, MOHAKOTa C XapaKTepUCTHKa HAa aBTOMMYHEH XenatuT. ma otnenHu
CIIydau Ha 4epHOApoOHa HETOCTaThYHOCT, BOJCIIA 1O HEOOXOAUMOCT OT YepHOAPOOHA
TpaHCIUIaHTaluAd, UJIn 10 CMBPT. HaHI/IeHTI/ITe CbC CUMIITOMU WJIM IIPHU3HAIIKU 3a HAPYIICHA
yepHOApoOHa (QYHKIHUS TpsOBa 1a ObJaT OICHEHH 3a JaHHU 3a YePHOAPOOHO yBpexaaHe. AKo ce
pasBue ukrep w/unu AJIAT ce moBumM > 5 mbTH HaJ ropHATa IPaHULA HA HOPMATA, JICUYCHHUETO C
nH}pmKcuMab TpsOBa 1a ce Crpe U 1a ce HampassT NOAPOOHH W3CIEABAHNUS 32 YTOUHSIBAHE Ha
yepHOApoOHaTa PyHKIHS.
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EnnoBpeMenHo npuiioxkenue Ha naxuonropu Ha TNF-anda u anakuapa

[Ipu KIMHUYHYU IPOYYBAHHS HA €AHOBPEMEHHO MPUJIOKEHUE HA aHAKUHPA U €TaHEPIENT, IPYT
TNF,-0okep, ca Habmr01aBaH CEpUO3HU HH(MEKITUHN U HEYTPOTICHHSI, KATO KIMHUYHHAT ¢PEeKT He
MPEBB3X0KIa TO3H OT CAMOCTOSITEITHOTO MPHUJIOKEHUE HA eTaHeplenT. ECTecTBOTO Ha HeXETaHUTe
peaxuyu, HabJII0AaBaHH MIPU NPUIIOKEHHE Ha KOMOMHALIMATA OT €TaHEPLENT U aHAaKUHpPa, € TAKOBa, 4e
CXOJTHM MTPOSIBM HA TOKCHYHOCT MOTAT Jia ce HaOJIo1aBaT U IPU eJTHOBPEMEHHO MPHUIIOKECHUE Ha
anakunpa u 1pyru TNF-6mokepu. [lopagu ToBa He ce npenopbuBa €THOBPEMEHHOTO NPHIIOKEHHE Ha
nHGIMKCUMA0 U aHAKUHPA.

EnnospeMenno npuwioxkenue Ha TNF-anda naxuburopu u abaranent

[Ipu KIMHUYHN TPOYYBaHUS €THOBPpEMEHHOTO MpuiioxkeHue Ha TNF-anTaronncty u abatauent ce
CBBP3Ba C MOBUIIIEH PUCK OT pPa3BUTHE Ha MH(EKIINH, BKIFOYUTEIHO CEPUO3HN HHDEKIINH, B
CpaBHEHHE ChC camocTosTeNnHO edeHue ¢ TNF-antaronucty, 6€3 mo-rojieMu KIMHAYHO 3HAYMMU
non3u. He ce mpenopbuBa eTHOBPEMEHHOTO NPHIIOKEHHE Ha MHPIUKCUMA0 1 abaTalent.

EHOBpEMEHHO IPUWIIOKEHHE C IPYTU OMOJIOTMYHH JIEKAPCTBEHU IIPOIYKTH

Hsma noctarsyno uH(GOpMaIIKS 10 OTHOIICHHE Ha ChIIBTCTRAIIATA YIIOTpeOa Ha MH(IUKCUMa0 ¢
JIpyTrd OMOJIOTMYHH JISKAPCTBEHU NPOAYKTH, M3M0JI3BAaHU 3a JICUCHUE Ha ChIIUTE 3a00/sIBAaHMS, 32
KOUTO ce M3M0I3Ba HHPIMKcuMad. ChIrbTCTBAIATA YIOTPeOa Ha HMHPIMKCHMAO C Te3U OMOJIOTHYHI
MPOJYKTH HE CE MPENophYBa IMOPaIl Bb3MOKHOCTTA 32 MMOBHUILIABAHE HA PUCKa OT MH(EKIMS U APYTH
MOTEHIIMAIHU (hapMaKOJIOTHYHU B3aUMOJICHCTBHS.

IIpemunaBane ot eaud Bua ouosiorndeH DMARD keM apyr

Heo6xomumo e moBuIlleHo BHUMAaHUE U TALMEHTUTE TPAOBa a MPOABIDKAT Aa ObAAT NPOCIeIsIBaHN
MpU TIPEMHUHABAHE OT €IMH OUOJIOTUYCH JIEKAPCTBEH MPOJAYKT KbM JIPYT, Thi KaTo MPHITOKPUBAHETO
Ha OMOJIOTUYHA aKTUBHOCT MO’KE JOIBIIHUTEIHO Jia MOBUIIK PUCKA OT HEXXeJIaH! PeaKIui,
BKITIOUUTEITHO MH(EKIIHNSI.

Bakcunanmu

[IpenopbuBa ce, ako € Bb3MOXKHO, IPEAM 3anoyBane Ha jgedenueTo ¢ Inflectra na ce HampaBAT BCHUKU
BaKCHMHALIMU HA MALMECHTUTE, B ChOTBETCTBUE C UMYHHU3aIMOHHUS KaneHaap. Ha nauuenrture,
JIeKyBaHH ¢ MH(YIMKCUMA0, MOTaT J1a ce IPaBsIT EAHOBPEMEHHO BAKCHHH, C H3KIIIOUEHUE HA KUBH
BaKCHHH (BX. TOUkH 4.5 1 4.6).

B moarpyna ot 90 Be3pacTHM MaIMeHTH ¢ peBMaTouzeH apTput B mpoyuBaneTo ASPIRE, mpu cxonen
MPOLICHT IMAIMEHTH BbB BCAKA IPyIa Ha JiedeHHue (METOTpeKcaT IuIoc: wiaiedo [n = 17], 3 mg/kg
[n=27] unn 6 mg/kg nadauxcumad [n = 46]) ce nosBsiBa eHEeKTUBHO IBYKPATHO YBEJINUYECHUE HA
TUTPUTE Ha MOJMBAJICHTHA THEBMOKOKOBA BAaKCHHA, MOKAa3BaIlo, 4e NH(PIMKCUMa0b He MOBIUIBA
T-kNeThYHO HE3aBUCHMUS XyMOpaJIeH UMyHEH oTroBop. Obade npoyduBaHus OT MyOJIUKyBaHATAa
JUTEpaTypa Mpy pa3IMyHi WHAWKALMH (HaIlp. peBMaTOUICH apTPHUT, IIcopuasuc, donect Ha Crohn)
MpEeroarar, ye He)KMUBUTE BaKCHHH, TIPUIIOKEHH IO BpeMe Ha JieueHue ¢ antu-TNF npoaykTu,
BKITIOUHUTEIIHO MHPIUKCHUMA0, MOXeE Jia IPEAU3BHUKAT T0-C1a0 HMYyHEH OTTOBOP, OTKOJIKOTO TPH
MalMEHTH, KOUTO HE TMOJTy4yaBar JieueHue ¢ aHTu- T NF npoaykru.

JKuBu BakcuHn/ TepaneBTHYHU MH(GEKIIMO3HU CPEJICTBA

JlaHHUTE 32 OTTOBOPA IPY BAKCUHUPAHE C )KUBU BAKCHHU WIH 32 BTOPUYHO NIpeJaBaHe Ha HHPEKIUs
Ype3 )KUBU BAKCHHU MIPH NALMEHTH, KOUTO ca Ha JeyeHue ¢ aHTH- T NF npoaykrtu, ca orpaHideHu.
VYnotpebara Ha )KHBU BAKCHHU MOXKE J1a JIOBEJIE 1O KIIMHUYHU HH(EKITUH, BKIFOUUTEITHO
niceMuHupanu nHbekun. He ce nmpernopbuBa eTHOBPEMEHHO MpHJIaraHe Ha )XUBY BAKCUHH C
nHpIMKCUMa0.
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Excnosunus Ha 6e0€eTo in utero

[Tpu xbpMadeTa, ¢ eKcro3uus Ha HHPIUKCUMAO in utero, € CbOOIIEH CITydaid ¢ JIeTaleH U3X0.
nopaju quceMuHupana nHgekius ¢ oamm Ha Kanver u ['epen (Bacillus Calmette-Guérin, BCG)
cnen npwiarane Ha BCG Bakcuna cnen paxxaanero. [IpenopbuBa ce 1a ce n34aka JBaHaIeceT Mecena
cIie]l pakIaHe peu MpuilaraHe Ha )KWBY BaKCHHHU Ha KbpMaueTa, ¢ eKCIO3UIHS Ha HHPIMKCHMa0

in utero. AKo cepyMHHTE HIBA Ha HHQIMKCHMMA0 NPH KbpPMayeTo ca HEYCTAaHOBHMH WU
uH(IMKCUMA0 € IpuUiIaral camo Mpe3 IbPBUS TPUMECTBP Ha OPEMEHHOCTTA, MOXKE J1a C& OOMHUCITH
MPUIIOKEHUE Ha )KMBAa BaKCHHA Ha MMO-PAHEH €Tall, aK0 UMa sICHA KIIMHUYHA M0J13a 3 OTPEIeICHO
KbpMaue (BX. Touka 4.6).

Excnosunus Ha 6e0eTo upe3 KppMara

He ce nmpenoppruBa npuiiokeHre Ha *KUBa BAKCHUHA MTPH KbpMade, IOKaTo MaiKaTa IojryJaBa
nHpIKCIMAa0, OCBEH aKo CEpYMHHUTE HUBA Ha WHQIMKCHUMAO TPU KbPMadeTo ca HEYCTAHOBUMH (BIK.
TouKa 4.6).

TeDaHeBTI/I‘IHI/I I/IHd’)eKHI/IO3HI/I arcHTH

Hpyra ynotpeda Ha TeparneBTUIHU HHPEKIMO3HU CPEACTBA KATO )KUBU aTCHIOMPaHN OaKTepUuu
(mamp. BmuBane Ha BCG B NUKOYHMA MeXyp IpH JeueHHe Ha paK) MOKe /1a JOBee 10 KIMHUYHU
WHQEKIHNY, BKIIOYUTEITHO JrceMUHupann nHpeknun. [Ipenoprusa ce 1a He ce mpuiarar
TepaneBTHYHN MH(PEKINO3HN CPEACTBA €AHOBPEMEHHO ¢ HHPIUKCHMAO.

ABTOMMYHHH OPOLIECU

Otnocurennusrt aedumut Ha TNF,, npennsBukan ot neuenue ¢ antu- 1T NF npoayktu, Moxe na
MpeIM3BHUKa OTKIIOYBAHE HA aBTOMMYHEH Ipoliec. AKO MpH Ja/ieH MalueHT e JICUeHUE C
WHPIMKCUMAO ce TPOSIBAT CHMITTOMH, HACOYBAIIN KbM JIYIYC-1101I00€H CHHIPOM, CHIIPOBOJICHH OT
MO3UTUBUPAHE HAa aHTHUTENa cpelny aBorHOoBepmwxkHa JIHK, He TpsOBa na ce mpoBexxaat HOBU KypcoBe
¢ uH(pHKcuMad (BXK. Touka 4.8).

HCBDOJ'IOFI/I‘{HI/I CHOUTHS

VYnorpebara Ha TNF-0nokupamiy cpeicTsa, BKIFOUUTETHO HHQIMKCHMA0, ce CBbP3Ba ChC CIydan Ha
OTKJIFOUBAHE WM OOOCTPSIHE HA KIMHUYHO W/MIIM PEHTI€HOJIOTHYHO U3sIBEHU IEMIITUCHU3UPALIH
HapyILICHHUS, 3acATally LeHTpaJHaTa HEPBHA CHCTEMa, BKIIOUUTEITHO MHOKECTBEHA CKIIEp03a, KAaKTO U
JIeMUTHEHU3UPAIN HapyIICHHsI, 3acsraly neprudepHata HepBHA CUCTEMa, BKIIFOYUTEHO CHHIIPOM Ha
Guillain-Barré. IIpu nanueHTy ¢ aHaMHe3a 3a ChIIECTBYBAIIM WM 32 HACKOPO MOSBUIIH CE
JeMITHEHU3UPAILY HapyLICHUs, IPeAX 3all0YBaHe Ha JIedeHue ¢ MH(pIMKcMMad BHUMATEIIHO TPsiOBa
Jla ce MPELEHT MOI3UTE U PUCKOBETE OT JieueHneTo ¢ anTu-TNF nmpoaykTu. Ako Te3n HapyIIeHus ce
pas3BuAT, TPsOBA JAa ce OOMUCIU MPEKpaTsIBaHE HA JICYCHUETO ¢ UHPIUKCHMAO0.

310Ka4YEeCTBCHU U J'II/IMd)OHDOJ'II/Id)CDaTI/IBHI/I 3a00JIIBaHUS

B konTponupanuTe KIMHUYHU nipoyuBaHus Ha TNF-0iiokepu cpeq maieHTuTe, JIeKyBaHH C
TNF-6nokep, ca HabIOAaBaHU MTOBEYE CIIy4an Ha 3JI0KAYeCTBEHU 3a00IBaHHS, BKIIOUUTEIHO U
nuMQoMH, B CpaBHEHHE ¢ KOHTPOJIHUTE TPYITH. B KIMHUYHUTE pOoyYBaHUs Ha MHPIUKCHMA0 32
BCUYKH 0JJOOpEHM MTOKA3aHHsl, YeCTOTaTa Ha Pa3BUTHE HA JIMM(POM IPH JIEKYBaHUTE C HHPINKCUMAO
MaIMEHTH € MO0-BUCOKAa, OTKOJIKOTO OYaKBaHATa B 00LIaTa MOMyIalysl, HO KaTO 1510 Pa3BUTHETO HA
nuM@oM ocTaBa pAAKO. B mocTMapkeTHHIOBH yCIIOBUS UMa ChOOILEHHS 3a CIIyYad Ha JIEBKEMHUS U
nanueHTH, JiekyBanu ¢ TNF-anraronucr. [Ipu nanyueHTs ¢ peBMaTOUICH apTPUT C TOJIsIMA TABHOCT U
BHCOKA aKTHBHOCT Ha BB3MAIMTEIHOTO 3a00JIs1BaHE CHIECTBYBA MOBUIICH PUCK OT MOsIBa HA TUM(OM
U JIEBKEMHUsI, KOETO YCIIOKHSBA OLIEHKATa Ha PHUCKA.

B knuHUYHO MpoyYBaHe Ha MPUIIOKEHUE Ha HHPIMKCUMAO0 TPH MAIMEeHTH ¢ yMepeHa JI0 TexXKa
XpoHHYHA 00cTpyKTHBHA OenoapobHa 6osect (XOBDB) B rpynara Ha nekyBaHuTe ¢ HHPIUKCUMAO
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MAIUEHTH UMa MOBeYe CHOOIICHHUS 32 pa3BUTHE Ha 3JI0KAYECTBEHHU 3a00JIsIBAHHSI, OTKOJIKOTO B
KOHTpOJIHATA rpyna. Bcuuky marnuieHTy ca ¢ aHaMHe3a 3a TeXKa 3JI0yroTpeda ¢ TioTioHomyieHe. [Ipu
00CHKIaHe Ha JICYCHHE TPIOBa J1a ce MOAX0K/a ¢ MOBUILIEHO BHUMAHHUE MTPH MAIUCHTH C TIOBUIICH
PHUCK OT pa3BUTHE Ha 3JI0KaY€CTBEHO 3a00JIIBaHe BbB BPb3Ka ¢ TEKKaTa 3J10ynorpeda ¢
TIOTIOHOIYIIICHE.

B®3 0cHOBa Ha M3BECTHOTO [0 MOMEHTA HE MOJKE J]a C€ M3KIIIOUYH ChIECTBYBAHETO HA MOBHIIICH PUCK
3a pa3BUTHE HA TUM(OM WM APYTO 37I0KAYECTBEHO 3a00JsIBaHE IPH MALIUCHTH, JIEKYBaHHU C
TNF-6mokep (Bx. Touka 4.8). Ilpu o6cwxaane Ha nedenue ¢ TNF-O10kep mpu nauueHTy ¢ aHaMHe3a
3a 3JI0Ka4eCTBEHO 3a00JsIBaHe, WM IPU 00CHKIaHEe Ha MPOABJDKaBaHE Ha JICUCHUETO MIPY MAIUeHTH,
IPU KOMTO CE € Pa3BUJIO 3JI0Ka4eCTBEHO 3a00siBaHe, TPsiOBa [ja ce MOAX0K/a C OBUIICHO BHUMAaHHE.

C moBuITIeHO BHIMaHHE TPsIOBa Ja c€ MOAX0XK/1a U IIPH MAIMEHTH ¢ TICOPHUA3KC U aHaMHe3a 3a
CepHO3Ha UMYHOCYTIPECUBHA Tepanwsi Win mpoasipkuTenHa PUVA-tepamnust.

B mocTMapkeTHHTOBH YCIIOBUS IMa CHOOIIEHUS 32 37I0KaYeCTBEHU 3a00BaHMS, HIKOU C JIeTaJleH
W3X07, TIPH JIeT1a, FOHOITH B MJIafu Xopa (10 22-ToauIiHa Bb3pacT), iekyBanu ¢ TNF-6mokep,
BKITFOUNTENHO MH(pIMKCUMA0 (Havaiio Ha jieueHnero < 18-roaumiHa Be3pact). [lpubnusurenno
MTOJIOBMHATA OT Te3H ciiydau ca tuM@omu. [[pyrure cirydan o0XBamaT Hali-pa3IUdHHU 370KaUYSCTBEHH
3a00JIABaHus, B T.4. PEJIKU 3a00JsIBaHUS, OOMKHOBEHO CBBP3BaHU ¢ UMYHOCYIpecus. [1pu narueHTy,
nexyBanu ¢ TNF-010kepu, He MOXe Jia ce U3KITIOYH PUCK OT IOsIBa Ha 3JI0KA4YECTBEHH 3a00JIIBaHHS.

B nmocTMapkeTHHTOBUS IEpHUOJT IMa CHOOIIEHUS 3a CITydau Ha XenaTocIuieHaIeH T-KIeThYeH JTuMGPOM
(HSTCL) npu nanmenty, nekysanu ¢ TNF-Ookepu, BrimtountenHo nHPIMKCUMa0. To3u psabk
T-kneTpueH TuMQOM € ¢ arpecHBeH X0 1 OOMKHOBEHO € ¢ jieTasieH n3xo. [loutn Bcuuku manueHTi
ca nomyumin jedenue ¢ AZA unu 6-MP cenpreTBamo wim Henocpenctseno npeau TNF-6mokep. Ilo-
roJsiMaTa 4acT OT CIy4auTe Ha pa3BUTHE Ha XenarociuieHaneH T-kieTbueH JTuM(OM, TIPH JIeUueHHe C
nHIMKCUMAO, ca pu nanueHTH ¢ 6onect Ha Crohn Wi yIIIEPO3eH KOIUT, KaTO TIOBEYETO OT TAX ca
ChOOIIaBaHU MIPH IOHOLIH WIIM MIIAJICKH OT MBXKH 10J1. [loTeHIManHusIT prucKk 0T KOMOMHHPaHE Ha
AZA wim 6-MP ¢ nngnukcumab TpsiOBa BHUMATEIHO a Ob1e oOmucieH. [Ipu nanueHTH, IeKyBaHH C
WHIMKCUMA0, HE MOXKE JIa Ce U3KJIFOUM ChIIECTBYBAHETO HA PUCK 32 Pa3BUTHE HA XEMATOCIICHAICH
T-xnerpueH mumdom (Bk. Touka 4.8).

[pu nanuentu, nexkyBanu ¢ TNF-010kep, BrounTenHo uHpiukcnmad (Bx.Touka 4.8) ce chobmaBa
3a MenaHoM 1 Mepken-kiieTbyeH KapuuHoM. [IpernopbuBar ce neproIudHu 1epMaToIOTHIHU
nperiean, oco0eHo MpY NALMEHTH C PUCKOBH (DaKTOPH 3a pak Ha KOXara.

B nomynanuoHHO peTpOCHEeKTUBHO KOXOPTHO MPOYYBaHE, U3II0I3BAI0 JaHHU OT HAllUOHAIHUTE
LIBEJCKHU 3IpaBHU PETUCTPH, € OTKPUTA ITOBUILIEHA YECTOTA HA LIEPBUKAJICH KAPLIUHOM IIPH XKEHU C
PEBMATOUJICH apTPUT, JIEKyBaHH ¢ HH(IMKCHMa0 B CpaBHEHHUE C MTAIMEHTH, KOUTO HE Ca JICKYBaHU C
OMOIOTMYHY MTPOAYKTH WM 00ILIATa NOMyJIanus, BKIIOYUTEIHO U Te3U Ha Bh3pacT Haf 60 roguHH.
[leprnoagnyHOTO CKPUHUHIOBO M3CIIeIBaHE TPAOBA a MPOABIIKH MIPU )KEHH, JIEKYBaHH C
nHGIMKCUMAa0, BKIIOYUTEIIHO NIPU TE€3U Ha BB3pacT Hax 60 roguHH.

Bcuuku nanyieHTH ¢ yuuepo3eH KONIUT, KOUTO ca ¢ MTOBUIIEH PUCK OT pa3BUTUE HA TUCILIA3UA WU
KapIMHOM Ha J1e0€I0TO YepBO (HAIPUMEp MALUEHTUTE C ABJITOTOIUIICH YIIEPO3ECH KOIUT WU
IIEPBUYCH CKJICPO3UPAIIl XOJAHTHT), KaKTO U TAKWBA C aHAMHE3a 3a AUCIUIA3HS WM KapIInHOM Ha
ne0enoTo YepBo, MPeIr 3all0YBaHe Ha TEpaIuATa U Ha PEJOBHUA MHTEPBAIIH CJIE]] 3aII0YBAHETO i
TpsOBa Ja ce U3cienBaT 3a HaTM4Ine Ha nuciuiasus. M3ciensaneTo TpsOBa 1a BKIFOYBA KOJTOHOCKOTIHS
¢ OMOIICHY CHIOPE MECTHUTE NPEnopbKU. HaumuyHUTe 0 MOMEHTA TaHHHU HE MOKa3BaT JICYSHUETO C
nHpIMKCUMAa0 12 MOBIIMSABA PUCKA OT Pa3BUTHE HA AWCIIIA3US WIH KapIMHOM Ha JIe0eI0TO YePBO.

[ToHeske pUCKBT OT pa3BUTHE HA KAPIIMHOM MU JIEKYBaHU C HHPIUKCUMAO MMAIECHTH U C

HOBOOTKpHUTA AUCIIIIA3UA HE € OLICHABAH, CbOTHOIICHUCTO MEXKAY PUCKaA U 110JI3aTa OT NPOABJIKUTCIIHA
TCpanus Tp?[6Ba BHHUMATCIHO Ja CC OLCHABA OT KIIMHUIIUCTA TP BCCKU OTACJICH MALIUCHT.
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C’LDHC‘IH& HEAOCTATBbYHOCT

Nudarkcumad TpsOBa 1a ce nmpuiiara ¢ MOBHIIIEHO BHUMAaHKE MTPH MAIUCHTH C JIeKa ChpJeuHa
nHepocraTpyHocT (I/I1 @K mo NYHA). [Tanmenture TpsioBa Aa ce mpociieisiBaT BHUMATEIHO H
JIeYeHHEeTO ¢ MHPIMKCHMa0 He TPsAOBa J1a ce MPOIbIKaBa IPH MAIlUEHTH, TIPYU KOUTO CE Pa3BUeE WU Ce
BIIOIITH CHIIIECTBYBAIA ChpJeYHA HEIOCTATHUHOCT (BXK. TOUkH 4.3 1 4.8).

XeMaTOoIOTHYHU PCAKIINN

CrpiiecTByBaT CHOOIICHHUS 32 CIIydan Ha MaHIIUTONIEHHS, JJIEBKOIIEHUS, HEYTPOIICHUS U
TPOMOOIIMTOIIEHHS TIPY TTALMEHTH, rony4asanin TNF-0nokepu, BKIrounTenHo nHGIMKcuMab. Bermukn
MalMeHTH TPsOBa Ja ObJaT NOCHBETBAHH Jja MOTHPCAT He3abaBHA MEAMLIMHCKA TOMOIL, aKO Pa3BHUT
MPU3HALM U CUMITOMH, KOMTO MPEANoaraT HaIuyie Ha KpbBHA AUCKPa3us (HaIlp. IEPCUCTHPAIL
(ebpunuret, KpbBOHACAAAHUS, KbpPBEHE, OsieanocT). [Ipy mauuenTu ¢ ycTaHOBEHH 3HAUNMHU
XEMaTOJIOTUYHN aHOMAJIMH TPsIOBa Ja ce 00CHIU MPEeKpaTsIBaHE HA JICUCHUETO ¢ MHPIUKCHMAO0.

ﬂpyrn

AKO ce IJIaHupa onepaliys, Mol BHUMaHue TPsOBa Ja ce B3eMe ABJTUAT MOTYKHBOT Ha
nHpaukcuMa0. [lanpueHTuTe, Ipy KOUTO CE Hajlara onepaiiys o BpeMe Ha JISYSHHUETO C
nHpIMKCUMa0, TpsAOBa J1a ce MPOCIIeIBaT BHUMATEIHO 32 pa3BUTHE Ha NH()EKIINO3HU U
HEeUH(EKIINO3HY YCIIOKHEHUS, U IPU HY KA TPsIOBa Ja ce B3UMAaT HEOOXOIUMHUTE MEPKH (BK.
Touka 4.8).

JluncaTa Ha OTroBOp NpH MareHT ¢ 6osiect Ha Crohn Moe a TOBOpH, Y€ MAlMEHTHT UMa
(UOPOTHYHH CTPUKTYPH, KOUTO MOXE Jla U3UCKBAT XUPYPrUYHO JeueHue. JINIcBar JaHHu, KOUTO Ja
Mperoarar, ye HHGJIMKCUMA0 BOAM J0 MPOTPECcHsl Ha CTPUKTYPHUTE WM MPUIHHSIBA PAa3BUTHE HA
CTPUKTYpH.

Crenuaiagy nonyiainu

Cmapuecka 6v3pacm

UYecroTara Ha cepro3HU UHQEKITUH TPH IMAMEHTH, Ha BB3PACT 65 U MoBeUe TOANHY, JISKyBaHH C
nH(pINKCUMA0, € TO-BUCOKA OT Ta3M MPH MalUeHTH Mo 65-roumiHa Be3pact. Hskou oT T4x ca Omim
¢ nerajieH u3xo. [Ipu jJeueHneTo Ha MalyMeHTy B cTapyecka Bb3pacT TpIOBa Ja ce 0ObpHE CIIEIHaTHO
BHUMAaHHE 110 OTHOIIICHHE Ha PUCKa OT UHGEKIUs (BK. Touka 4.8).

Heduampulma nonyaauus

Unghexyuu
B xnuHMYHKTE MpoyYBaHMs HH(EKLIUH ca ChOOIABAaHH IPH ITO-BUCOK MPOLECHT NMEeAUAaTPUIHN
MAIMEeHTH, OTKOJIKOTO MPH Bb3PACTHH MAIlUEHTH (BX. TOUKa 4.8).

Baxcunayuu

[Ipu nmeauaTpuyHu MAlMEHTH Cce MPETOPBHUBa, aKO € Bb3MOXKHO, ITPEIN 3all0YBaHe Ha JIEUEHUETO C
WHPIMKCUMAO J1a ce HAIIPaBAT BCHYKU BAKCUHAIIMY B ChOTBETCTBUE C MMYHH3AIMOHHUS KaJIeH Iap.
[Ipu nenguaTpuyHy NaUKMEHTH, JIEKYBaHU ¢ HHPIMKCHUMa0, MOTaT /1a ce IPaBsAT CAHOBPEMEHHO
BaKCHHH, C U3KJIIOUEHHUE Ha )KUBH BaKCHHHU (BXK. TOUkU 4.5 1 4.6).

3noxawecmeenu u rumponponugdepamueru 3a60a16aHUSL

B mocTMapkeTHHTOBH YCIIOBUS IMa CHOOIIEHHUS 32 37I0KaYeCTBEHH 3a00JSIBAHUS, HAKOU C JIeTaJieH
W3XO0J, TIPH JIeTIa, IOHOIIHN 1 MJIafu xopa (10 22-ToauliHa Bb3pacT), TekyBanu ¢ TNF-0iokepu,
BKJIFOUUTENIHO MHMIMKCUMA0 (Hayaio Ha jieueHreTo < 18-roauiiHa Bb3pact). [Ipubnuzureano
MTOJIOBMHATA OT Te3H cliydau ca tuM@omu. [[pyrure cirydan o0XBamaT Hali-pa3IudHHU 370KAYECTBEHH
3a00JIIBaHUS M BKIIFOUBAT PEJKU 3JI0KaUSCTBCHH 3a00JIABaHuUs, CBbP3BaHN OOMKHOBEHO C
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HUMYHOCYIIPCCHUH. HpI/I JAclla U FTOHOIIIH, JICKYBAaHU C I NF—6J’IOKepI/I, HC MOXKC a CC M3KJIIOYU PUCK OT
Pa3BUTUC HA 3JIOKAYCCTBCHU 3a00IIIBaHUS.

B nmocTMapkeTHHTOBUS TIEpHOJT MMa CHOOIIEHUS 3a CITydau Ha XenaTrocIuieHaIeH T-KIeThYeH JIuMpOM
(HSTCL) npu nauuenty, nexyBanu ¢ TNF-Onokepu, BkitounTesiHo nHPIUKCUMa0. To3u psabK THIT
T-kneTpueH TuMGOM € ¢ MHOTO arpecuBeH X0/ Ha IPOTUYAHE U OOMKHOBEHO € C JICTAaJICH U3XOI.
[TouTr BCHYKY MAIIMEHTH ca MOYyYHiIn JieueHue ¢ AZA win 6-MP enqHoBpeMeHHO WTH
HenocpeactBeHo npenu TNF-6nokep. [lo-ronsiMaTta gact oT cirydauTe Ha XenaTociuieHaneH T-
KJIEThYEH TUM(OM MpH JeUeHre ¢ HHPIUKCUMa0 ca npH nanueHTH ¢ 0onect Ha Crohn uiny yiepo3ex
KOJIUT, KaTO TIOBEYETO OT TSIX ca ChOOIIaBaHU MPH FOHOIIH WIIM MIIAJIC)KH OT MBXKKH ITOJI.
[MoreHumanHusT prick oT kKoMOUHHUpaHe Ha AZA wmu 6-MP ¢ undmukcrumatb TpsiOBa BHUMATEIHO J1a
O0bpae oomucned. [lpu nanuenTH, 1eKyBaHu ¢ HHGINKCUMAO, HE MOXKE J1a ce€ U3KIIIOUM PHUCK 3a
pasBuTHE Ha XenaTociuieHa’ieH T-kieTbueH muMdom (Bk. Touka 4.8).

CowOvporcanue Ha Hampuul

Inflectra cpabpprxka mo-manko ot 1 mmol Hatpwii (23 mg) Ha 1034, T.€. MPAKTUIECKU HE ChIbPKa
Hatpuil. Inflectra oGaue ce paspexxaa B uH(}py3uoHEH pa3TBOp Ha HaTpueB xjaopua 9 mg/ml (0,9%).
ToBa TpsOBa #a ce B3eMe MpeIBUA IPU MALMEHTUTE Ha JUETa ¢ KOHTPOJIMPAH IpUEM Ha HATpHUil (BX.
TouKa 6.6).

Covovporcarue na noaucopboam 80

Inflectra cabppxa 0,5 mg monucopdat 80 BHB Bcekn (IiakoH, KOUTO ca ekBuBasieHTHH Ha 0,05 mg/ml.
[MonucopbaruTe Morar Aa NPUYHHST aJIePTUIHN PEaKIIHU.

4.5 BzaumopeiicTBHe ¢ IPYIrd JeKapCTBEHH NPOAYKTH U ApYyru (popMH Ha B3auMojaelicTBHe
He ca npoBexxnanu npoydBaHus 3a B3aUMOJACHCTBUSATA.

Wwma nanHu, ye mpu NauyMeHTy C PpeBMaTOUACH apTPUT, IcCOpUaTH4eH apTpuT u 6osect Ha Crohn,
CBIIBTCTBAILOTO NMPHUJIOKEHUE HA METOTPEKCAT U APYTH UMYHOMOYJIaTOPH HamassiBa 00pa3yBaHETO
Ha aHTHTENa cpelly WHPINKCUMal | BOJIU JI0 TIOBUIIIaBaHE HA IJIA3MEHUTE My KOHIIEHTpaluu. Bee
TaK, Te3u JJaHHU HE ca HAIThJIHO CUTYPHH MOPaJy OTPaHUYEHHUATa Ha METOANTE 3a U3CJIeIBaHE Ha
KOHIIEHTpalMUTe Ha MH(IMKCUMA0 U aHTHTENaTa cpeury HHQIMKcuMab B cepyM.

I/I3FJIC)KZIa, Y€ KOPTUKOCTCPOUIUTEC HE IIPOMEHAT (bapMaKOKI/IHeTI/IKaTa Ha I/IH(l)JII/IKCI/IMa6 B KIIMHUYHO
3Ha4YnMa CTCIICH.

EnnoBpemMeHHOTO nprarane Ha MHPIUKCUMA0 ¢ IPYTH OMOJIOTHYHH JICKAPCTBEHU MPOAYKTH,
W3II0JI3BAHHM 32 JICUCHUE Ha CHIINUTE 3a00JsIBaHMUs, 38 KOUTO CE M3M0JI3Ba HHPIUKCUMA0, BKIIIOUUTEITHO
aHaKWHpa U abdaTalent, He ce npenopbuBa (BXK. Touka 4.4).

[IpenopryBa ce 10 BpeMe Ha JICYCHHETO ¢ HHIMKCUMA0 J1a HE Ce IPAaBAT BAKCHHAIMH C )KHBH
BakcuHH. CBILO Taka ce MPernopbyuBa 1a He Ce MPaBAT BAKCHHALIMHU C KMBH BAKCMHH Ha KbpMadeTa
cliesl ekcno3uis Ha nHGIuKcuMao in utero 12 Mecena cieq| paxaane. AKO CEpyMHHUTE HUBA Ha
WHQPIMKCUMAO MPH KbPMAYETO ca HEYCTAHOBUMU I HHQIIMKCUMAO € TpUiTaral caMmo Ipe3 MbpBUs
TPUMECTHP Ha OPEMEHHOCTTa, MOXeE Jja c€ OOMUCIIN MPUJIOKEHUE HA )KMBA BAKCHHA Ha IIO-PaHEH eTarl,
aKo MMa sICHa KJIMHWYHA TI0J13a 32 OIpeeNIeHO KbpMade (BK. Touka 4.4).

He ce nmpenoppruBa npuiioskeHre Ha *KUBa BAKCHHA MTPH KbpMade, IOKaTo MaiKaTa IoiryJaBa
nH(pIUKCIMAa0, OCBEH aKo CEpYMHHUTE HUBA Ha WHQIMKCHUMAO TPU KbPMadeTo ca HEYCTAHOBUMH (BIK.
ToukHU 4.4 1 4.6).

[IpemopryBa ce Aa He ce MpriIaraT TepaneBTHYHN HH(EKIFO3HU CPEICTBA STHOBPEMEHHO C

nHpIMKCUMa0 (BXK. ToUKa 4.4).
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4.6 Depruaurter, )PpEeMEHHOCT U KbPMEHe

Kenu ¢ JACTCPOACH ITOTCHITHNAI

XKenu ¢ nereposieH MoTeHIMAN TPsAOBa 1a OOMHCIAT ynoTpebdara Ha afeKBaTHa KOHTPALSTIIU 32
npeanasBaHe 0T OPEMEHHOCT U Jla MPOIBJDKAT J1a sl U3MOJI3BAT MOHE 6 Mecela Clie]l IOCISJHOTO
MpuiIoKeHue Ha HHMIHKcUMao.

Bbpemennoct

Criopel IPOCTIEKTUBHO CHOMPaHU TAaHHHU, CPETHUAT OpOi OPEeMEHHOCTH C EKITO3UIINS Ha
nHGIMKCUMAaO0, BOACIIM 10 PaskAaHe Ha )KUBO JETE C U3BECTEH M3XO0., BKJIIOUUTEIHO MPUOIU3UTEITHO
1 100 ¢ ekcrio3uIus 1Mo BpeMe Ha MbPBUS TPUMECTHP, HE MOKa3Ba MMOBUILIEHUE B YECTOTAaTa Ha
MashopMaIuy IPH HOBOPOIEHOTO.

B®3 ocHoBa Ha o0cepBaoHHO npoyyBane ot CeBepHa EBpomna, mpH eHr ¢ eKCIIO3ULUS Ha
nH}pIMKCUMa0 10 BpeMe Ha OpeMeHHOCT (Che Win 0e3 UMyHOMOIYIaTOPH/KOPTUKOCTEPOUIH,

270 6pemenHocTH) ce HabmronasaT nosuuieH puck (OR, 95% CI; p-cToiiHoCT) 3a 11€3apOBO CEYCHUE
(1,50; 1,14-1,96; p=0,0032), npexaespemenno paxaaune (1,48; 1,05-2,09; p=0,024), mo-HUCHK PBCT 3a
CBOTBETHATA TecTarionna ceamuta (2,79; 1,54-5,04; p=0,0007) u HUCKO TETJI0O HA HOBOPOJCHOTO TIPH
paxmane (2,03; 1,41-2,94; p=0,0002), B cpaBHEHHE C KEHU C €KCITO3UIIH CaMO Ha UIMYHOMOIYJIaTOPH
u/mim koptukoctepounu (6 460 6pemennocty). [loTeHIMATHUAT TPUHOC HA EKCIIO3UIMATA HA
UHGIMKCUMA0 W/MIH TEKECTTa Ha IMOAJISKAIIOTO 3200 sIBaHE IPH TE€3U MU3XOIU OCTABA HESCCH.

[opanu nnxubupanero Ha TNF,, NIpuIoKeHUAT 0 BpeMe Ha OpeMEeHHOCTTa MHPIMKCUMA0 MOXKeE J1a
MPOMEHU HOPMAJTHUSI UMYHEH OTTOBOP Ha HOBOPOJIEHOTO. [Ipy mpoy4BaHe Ha TOKCUYHOCTTA 32
Pa3BUTUCTO ITPU MUIIKH C aHAJIOTUYHO aHTUTAJIO, KOE€TO CCIICKTUBHO I/IHXI/I6Hpa (i)YHKHI/IOHaIIHaTa
akTuBHOCT Ha Muiusi TNF,, He ca ycTaHOBEHH JaHHHU 32 TOKCUYHM €EeKTH CIPSMO MalKara,
eMOPHOTOKCHYHOCT WJIH TepaToreHeH eekT (BXK. Touka 5.3).

HanuvHuAT KITUHWYEH OMUT ¢ orpannyeH. MHbIrkcuMad TpsAOBa Aa ce U3Moi3Ba o BpeMe Ha
OpeMEeHHOCT, caMO aKo € a0COJTFOTHO HEOOXOAUMO.

WNndnukcumad npeMruHaBa npe3 IUIALeHTaTa U ce YCTaHOBsIBa B cepyMa Ha KbpMaueTa A0 12 mecena
cien paxaane. Cief eKCro3unys Ha UHPIUKCUMAO in utero, KbpMadeTaTa MOKe Jia ca C MOBHIICH
PHCK OT pa3BUTHE HA MHDEKIIUS, BKIFOUUTEITHO TEXKKA TUCEMUHIpaHa UH(EKIIUs, KOSTO MOXKE Ja UMa
netaneH u3xoa. He ce mpenopruBa mpuioskeHue Ha xuBH Bakcunu (Harp. BCG Bakcuna) 12 mecena
CJIeZl paXKAaHeTo MPH KbpMaveTa, KOUTO ca OWIN ¢ eKCIO3UIMs Ha nHGIMKcUMad in utero

(Bk. Touku 4.4 u 4.5). AKo cepyMHUTE HUBA Ha HHGIMKCUMAO0 PH KbPMavyeTo ca HEYCTAaHOBUMHU MU
nHGIMKCUMAa0 € IpuiIarad caMmo Mpe3 MbPBUS TPUMECTHP Ha OpEMEHHOCTTa, MOXe Aa ce 0OMUCITH
MpUJIOKEHUE Ha )KMBa BaKCHHA Ha MO-paHeH eTarl, ako MMa sICHa KIIMHUYHA T10J13a 32 OTpeIeTICHO
kbpMaue. Ch0oOIIaBaHu ca ChINO CIy4Yad Ha arpaHysoiuTo3a (Bxk. Touka 4.8).

Kspmene

OrpaHuveHH JJaHHU OT IMyOJIMKyBaHaTa JTUTepaTypa MoKas3Bar, 4e HHQIMKCUMa0 € yCTaHOBEH B HUCKU
HUBA B KbpPMaTa B KOHIIEHTpAIUH 10 5% OT cepyMHUTE HHBA Ha Maiikata. HdInKcuMab ce oTkpuBa
CBIIO M B CEpyMa Ha KbPMAUEeTO CIIe/I KCTIO3UIHsI Ha HHIHMKcHMab upe3 kppmara. JlokaTo
CHCTEMHATa €KCIIO3HULHUS IPH KbPMAaveTo CE 0YaKBa J1a € HUCKA, 3al10TO HH(UKCUMA0 ce pasrpaxia
710 TOJISIMA CTETIEH B CTOMAIIHO-YPEBHHUS TPAKT, TO IPUIIOKEHUETO Ha KMBH BAKCHHH Ha KbpMade,
KOTaTo MaiKara rojryyaBa HHQJINKCUMAO0, HE € IPEHOPbYUTEIIHO, OCBEH aKO CEPYMHUTE HUBA Ha
WHQPIMKCUMAO MPH KbPMAveTo ca HeYCTaHOBMMHU. MosKe Jla ce 0OMuUCIM ynorpedara Ha
WHQIMKCUMAO 10 BpeMe Ha KbpPMEHE.

DepTUInTeT
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[IpenxnMHUYHUTE JaHHH HE ca JOCTAaThYHH, 3a Jja CC HAIPABAT 3aKJIIOYCHUS 3a BIMSHAETO Ha
nHpIMKCUMa0 BEPXY (epTHIIUTETa U 00IIaTa PerpoAyKTHBHA (GYHKIUS (BXK. TOUKa 5.3).

4.7 EdexTu BbpXy criocodHOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

Inflectra Mmo>xe na moBnusie B Majka CTeNeH cocoOHOCTTa 3a modupane u padota ¢ mamunu. Cnen
npuiokeHue Ha nHGIHKcMab MOXe Ja ce MOSBH 3aMastHOCT (BXK. Touka 4.8).

4.8 HexeaHu JIeKAPCTBEHH PeaKIuH

Pesrome Ha npoduna Ha 6€30IacHOCT

Haii—gecrara nexemnana nexkapctsena peakius (HJIP), 3a koaTo ce ch0011aBa B KITHHHYHATE
M3MUTBaHUS, € HHPEKIIMSA Ha TOPHUTE AMXATEIIHU ITbTHUINA, TOsBsSBaIia ce mpu 25,3% OT MalueHTHTE,
JIeKyBaHH ¢ HHPIMKCHUMab, B cpaBHeHue ¢ 16,5% oT koHnTponHuTe nanueHTH. Hai—cepruosuure HJIP,
cBbp3anu ¢ ynorpedara Ha TNF-010kepu, 3a KOUTO MMa ChOOIIEHHS ITPH JIeUeHHE ¢ MHDIUKCUMAO,
BKJTIOYBAT peakTuBaius Ha xernatuT B (HBV), 3acroitna cepaeuna negocrarsuroct (3CH), ceprozaun
nHGEKIHUN (BKIIIOYUTEIHO CETICUC, OMIOPTIOHUCTUYHU HHPEKINH U TyOepKyno3a), cepyMHa 0onect
(peakuu Ha 3a0aBeHa CBPBXUYBCTBUTEITHOCT), XEMAaTOJIOIMYHH PEAKLIUH, CUCTEMEH JIYITyC
epUTEMAaTO3yC/yITyC — MOJO0CH CHHIPOM, HapYIICHUS, CBbP3aHH C JIEMUCITHHU3AIINS,
xenaToounuapau Hapymenus, tuMbom, HSTCL, neBkemusi, Mepken-KieTh4eH KapIHOM, MEJIaHOM,
37I0Ka4eCTBEHH 3a00JIsIBaHuUs B MleAMATPUYHATA NOMYJIalus, CApKOU103a/CapKonA-I0o00Ha peaKIusl,
HMHTECTHHAJICH WM TiepuaHaieH adcuec (mpu 6osect Ha Crohn) ¥ ceprO3HU PEaKIMU, CBBP3aHU C
nHOy3uaTa (BK. Touka 4.4).

TabauyeH CIIUCHK HA HEXKEIAHUTE PCAKIINN

B Tabmuna 1 ca uzdbpoenu kakro HJIP, monyueHn Bb3 OCHOBA Ha OMUTA OT KIMHUYHH [TPOYYBAHUS,
Taka U HeXKENaHU PEaKIUU, HIKOW OT KOUTO C JIETAJIEH U3XO0J, ChOOIIEHHU MPH TIOCTMAPKETUHTOBHUS
oruT. B paMkuTe Ha CHCTEMHO-OPTaHHUTE KIIACOBE, HEXKEAHUTE PEAKIIUH Ca TPYIHPAHH 110 YECTOTa
KaKTO ciiefiBa: MHOTo uectd (> 1/10); gectu (> 1/100 go < 1/10); Heuectu (> 1/1 000 go 1/100); penku
(= 1/10 000 o < 1/1 000); muOTO peaku (< 1/10 000), c HeM3BecTHA YecTOTa (0T HAIMYHHUTE JAHHU HE
MOJe 1a ObJle HarpaBeHa olleHKa). [Ipu BCsAKo rpymupane B 3aBUCUMOCT OT YE€CTOTaTa, HeXKEIAaHUTE
JIEKAPCTBCHU PEaKIMH ce W30pOsIBAT B HU3XOJISIII PEJI TI0 OTHOIICHUE Ha TAXHATA CEPUO3HOCT.

Ta6anna 1
Hesxenanu jjekapcTBEeHH PeakIMU NPU KIUHUYHU MPOYYBAHUS H OT NOCTMAPKETHHIOB OMUT

Ungpexyuu u ungpecmayuu
MmHoro uectu: BupycHa unexys (Harp. TpuIl, Xepriec-BUpycHa HH(EKIus).
Yectu: bakrepuannu uHekiuu (Hamp. cerncuc, HeayuT, adciec).
Heuectu: TyOGepkyno3a, re0uunu uH(EKIMH, (HAp. KaHIU103a,

OHHXOMHKO032).

Penxn: MeHHHTHT, OMIOPTIOHUCTUYHN UH(PEKITUH (KaTO HAIIPpUMEP
VHBa3UBHU I'bOMYHU MH(EKIUH, [[THEBMOIIMCTHA THEBMOHUS,
XHMCTOIIA3MO03a, aCTIePThiI03a, KOKITUINONIOMHUKO32,
KPHUIITOKOKO03a, 0JJACTOMHKO32 ], 6akTepruaiHu HHPEKIIH
[aTUNHYHA MUKOOAKTEpHaIHa, IUCTEPUO03a, CAIMOHEN03a] U
BUPYCHH MH(EKIINYU [[TUTOMETaIOBUPYC]), MApa3UTHH
nH(pEKIUY, peaKTUBAIU Ha XermaTuT B.

C HensBecTHa 4ecToTa! Wnudexuns, npeau3Brukana OT BakCUHa (CIeN in utero

eKCHo3uIMsl Ha HHQIMKcHMab)*.

Heonnasmu — 0obpoxauecmeenu, 310kauecmsaen u Heonpeoeieny (6Ki. KUCmu u noaun)
Penxu: Jlumdom, HexomkkuHOB tuMdom, bonect Ha Hodgkin,
JICBKEMUSI, MEJIAHOM, T[ePBHUKAJICH KApPIIHHOM.
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C HeHM3BECTHA YECTOTA:

XenarocmieHnaneH T-kineTbueH TuM(poM (TITaBHO MPU FOHOIIN
U MJIaau MBxe ¢ 6onect Ha Crohn WK yIIIEPO3CH KOJUT),
Mepkel-KIeThUYeH KapIIMHOM, capkoM Ha Kaposi.

Hapywenus na kpvema u numgpnama cucmema

Yectu:
HeuecTn:
Penxu:

Heyrpomnenus, neBKoneHus1, aHeMHus, JTIUMQaIeHOnaTHsI.
TpomObouuTonenust, muMdoneHus, TMMQOIUTO3A.
ArpanynonnTo3a (BKJIIOUYUTETHO KbpMadeTa U3JI0KEHH in
utero Ha uH(pIUKCUMAa0), TPOMOOTHYHA TPOMOOIIUTOIICHHYHA
MypIypa, MaHIUTONECHH, XEMOJIUTUYHA aHEMUSI, UANOTIATHYHA
TpoMOOIMTONICHUYHA MYPIIypa.

Hapywenus na umynnama cucmema

Yectn: CHMNTOMH Ha peciUpaTOpHA aJleprHs.
Heuectn: Amnadunakruuna peakuus, Tymyc-noJo0CH CHHAPOM, CEpyMHa
OoJIeCT WK peakiysl, HarmoKo0sBaIa cepyMHa 00JIecT.
Penxun: AnadunakTHYCH IIOK, BACKYIUT, CAPKOHI-TIOJO0HA PEeaKIusl.
Hapywenus na memabonusma u xpanenemo
Hewectn: JIucaunuaemusi.
Hcuxuunu napywenus
UYectu: Jlempecust, Oe3chHHE.
Hedvectn: AMHe3us1, TpeBOXKHOCT, OObPKBaHE, CHHIUBOCT, HEPBHOCT.
Penxu: Amnarus.
Hapywenus na nepsnama cucmema
Mmuoro yectn: ['maBoOomue.

Yectu:
HeuecTn:

Penxu:

C Hen3BeCTHA YeCcTOTa:

CBeTOBBPTEXK, 3aMaSHOCT, XUIIECTE3MS, TAPECTE3NU.
I'bpy, HEBpODATHSL.

TpaHcBep3aeH MUEIHUT, JEMUACITMHU3UPAIIHN TIPOIIECH,
3acsrally IeHTpaJHaTa HepBHa cucTeMa (3a00JsaBaHe MOA00HO
Ha MHOXXECTBEHA CKJIEp03a U HEBPHUT Ha 3PUTEIHUS HEPB),
JIeMUCITMHU3UPAIIH TPOIECH, 3acsirally nepudepHaTa HepBHa
cucreMa (cuaapom Ha Guillain-Barré, xponnyna
BB3MAJUTETHA IEMUESITMHU3UPAIIA TIOJIMHEBPOIIATHS 1
MyITU(OKATHA MOTOPHA HEBPOTIATHS).

Mo03bUHO-CH/IOBH MHIIUJCHTH B TSICHA BPEMEBa BPh3Ka C
uHy3uATA.

Hapywenus na ouume
Yectu:
Heuectu:
Penkn:
C HeHM3BECTHA YECTOTA:

KoHIOHKTHBHT.

Keparut, nepuopOuTamHu 0TOLH, XOPICOTYM.

Ennodranmur.

[IpexonHa 3ary0a Ha 3peHHUETO MO BpEMe Ha WIIA B PAMKHTE Ha
2 yaca cien uHGpy3usITa.

Covpoeunu napyuenus
Yectu:
Heuectu:

Penkn:
C Heu3BeCTHA YECTOTA:

Taxukapaust, DaJIIATALIH.

CppredyHa HEAOCTATHYHOCT (HOBOOTKPHUTA HITH BJIOIIABAIIA
ce), apUTMUs, CHHKOII, OpaguKapaus.

[nano3a, nepukapaeH U3IUB.

MuokapaHa ucxeMust/uHpapKkT Ha MHOKap/a.

Cvoosu napyuwenus
Yecru:

Heuectu:
Penku:

XUIMOTOHMS, XMITEPTOHUS, €KXUMO3a, TOILIU BBJIHH,
3a4yepBsiBaHe.

[epudepna ucxemus, poM60¢hIEOUT, XEMaTOMA.
I{upkyJaTOpHa HEAOCTATHYHOCT, IETEXHUs, ChJIOB CIIA3bM.

Pecnupamopnu, epvOHU U MEOUACMUHAIHU HAPYULEHUSL

MpHoro uectu:
Yectu:

Wudexnns Ha ropHUTE TUXATEITHA THTUIA, CHHY3HT.
WHubekuus Ha TOTHUTE TUXATSIIHU IBTUIIA (HAamp. OPOHXHT,
ITHEBMOHHS ), TUCITHES, SITUCTAKCHC.
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Heuectn:
Penkn:

Benoapoben oTok, OpoHXOCTIa3bM, MIJIIEBPUT, IICBPAICH H3JIUB.
Wntepcrunuanna 6exoapodHa 60secT (BKIIOUYUTETHO OBP30
Mporpecupario 3abossBane, oenoapodHa Gpuodposa u
ITHCBMOHHT).

Cmomawno-upesnu HapyueHus
MHoro 4JecTH:
Yectu:

Heuectu:

bonka B kopema, rajieHe.

Kp’bBOI/ISHI/IB OT raCTPOMHTCCTUHAJIHUA TPAKT, AUapusl,
JUCIICTICHs, TacTpoe3odareaieH pediykc, 3amek.
UpeBHa nepdoparus, YypeBHa CTEHO3a, AUBEPTHKYIIUT,
[IAHKPEATUT, XCHUIIUT.

Xenamobunuapnu napywenus
YecTu:
Heuectn:
Penxu:
C HeM3BECTHA YECTOTa:

Hapyiena yepHoapoOHa (GyHKIHS, TOBUIICHN TPaHCAMHHA3H.
XemaTuTt, XenaToueryIapHo YBPEKIaHe, XOJICIUCTHT.
ABTOMMYHEH XEaTUT, UKTEP.

UYepHoipoOHA HEJIOCTATHYHOCT.

Hapywenus na xosrcama u nookoxcHama mvKkam

Yectu:

Heuectu:

Penkn:

C Hen3BeCTHA YeCcTOTa:

[losiBa mim BrOLIaBaHE Ha BeUe CHIIESCTBYBALI ICOPHUA3HC,
BKITIOUHTEITHO MYCTYJIO3€H MCOpHasnc (MPEAMMHO TIO JITIAHNTE
U XOJUIIaTa), ypTUKapusi, 00pUB, IPYPHUTYC, XUIEPXUAPO3a,
CyXxa KOka, IepMaTOMHKO03a, €K3eMa, aJoNenusl.

Bynosna epymmusi, cebopest, po3arest, KO>KHa ManuioMa,
XHIIEpPKepaTo3a, MPOMsiHa B KOXKHATA MATMEHTAIIUSI.
TokcnuHa enuaepMania HEKPOJIU3a, CHHIPOM Ha
Stevens-Johnson, epurema myatudopme, GypyHKyI03a,
nuHeapHa [gA 6ymno3na nepmatosza (LABD), ocTpa
reHepaIn3upana ek3anremarosHa mycryiosa (AGEP),
JMXCHOUIHU PEaKIHH.

BromaBane Ha CHMOTOMHTE Ha IGPMAaTOMHO3HT.

Hapymesz HA MYCKYJHO-CKelemHuama cucmema u CbeOUHUMENHAMA MBKAH

Yectu:

Aptpanrusi, Muanrus, 60Jika B rppoa.

Hapywenus na 6vopeyume u nukouHume nomuua

YecTu:
Heuectu:

Wudexnys Ha MUKOYHHUTE THTHIIA.
[Tuenonedpur.

Hapywenus na ev3npouzeooumennama cucmema u 2opoama

Heuectu:

Barunur.

Obwu napyuwienus u eghexmu Ha MACMOMO HA NPUTLOJICEHUe

MpHoro uectu:

Peaxmust, cBbp3ana ¢ uHy3usTa, 00JKa.

Yectn: bonka B repaute, ymopa, peOpuinTeT, peakius Ha MICTOTO Ha
WHXEKTHpaHe, BTpHCAaHe, OTOK.
Heuectu: 3abaBeHo 3apacTBaHe Ha paHH.
Peaxn:  OOpa3yBaHe Ha rPaHyJIOMH.
Uscneosanus
Heuectn: Tlos0)kKUTENIEH TECT 32 ABTOAHTUTENA, TOBULIEHO TETJIO .
Peaxun: OTkiIOHEHHE B CTOHHOCTHUTE HA KOMIUIEMEHTA.

Hapanssanus, ompassnus u
VCIOICHEHUSA, 8b3HUKHANU 6
pe3ynimam Ha UuHmepeeHyuu

C HensBecTHa yecToTa:

YcnoxxHeHne ciell HHTepBEHINS (BKIIOYUTEIHO HHPEKIIMO3HH
Y HeMH(EKIMO3HH YCIOXKHEHUSI)

* BIJIIOYHUTEITHO TOBEX A TyOepKyo3a (nucemunupana BCG ungexums), Bx. Touka 4.4

Ha mecerr 12 oT KOHTpONUpaHHs IEPUOA HA KIMHUYHNUTE U3IHUTBAHUS P BB3PACTHH IPH BCHYKK ITOKA3aHM,
Me/IMaHaTa Ha IMOBHUIICHUETO Ha TeIecHOTO Teruo ¢ 3,50 kg 3a manmenTuTe Ha nedenue ¢ nHdGaukcumad crpsimo 3,00 kg 3a
HalueHTuTe Ha riane6o. MequaHaTa Ha TIOBUILICHUETO HA TEJIECHOTO TEIJIO MPH BB3IAIUTEIHN YPEBHU 3200 IBaHUS €
4,14 kg 3a manueHTHTE Ha JIeueHue ¢ nHpmukcumad crpsmo 3,00 kg 3a manueHTHTe Ha M1anedo, a MeAnaHaTa Ha
MOBHILICHUETO Ha TEJIECHOTO TErJIO IIPU PEBMATOJIOTMYHHTE TToKa3anus e 3,40 kg 3a naieHTuTe Ha jJedeHue ¢ nHdiImkcumab
crpsimo 3,00 kg 3a manmenTute Ha mane0o.

1

19



Onwucanue Ha I/136DaHI/I HCXCJIaHU JCKAPCTBCHHU PCAKIIMHN

Peakinu CBBP3aHHU C I/IHd)V3I/I${Ta

[Ipy K IMHUYHUTE TPOYYBAHUS PEaklys, CBbp3aHa ¢ nH(Y3HATa, ce NepUHUpPa KaTO BCSIKA HEXeIaHa
peakiusi, Bb3HUKHAIIA 110 BpeMe Ha HH(Y3HUATA UM B paMKUTe Ha | yac cies kpast Ha uHby3usTa. [Ipu
18% ot nexyBaHuTe ¢ HHGINKCUMAO MAMEHTH B KIMHUYHU npoyuBanus ¢a3za 1l ca ce pazunn
peaknuu, CBbp3aHu ¢ HHPY3UATA, JOKATO MPH NOTyIniuTe mianedo — npu 5%. Karo msuto, no-romsim
JISUT OT MAIUeHTHUTE, MOJTyYaBaiy HHQIMKCHMa0 KaTo MOHOTEpaIIHsi, pa3BUBAT PeaKkIlus, CBbp3aHa ¢
WH(QY3UATA, B CPAaBHEHUE C TTAIIMEHTHUTE, TIOTYyYaBalll eTHOBPEMEHHO HHIMKCUMa0 U
nMyHoMoxyaaTopu. IIpu okoso 3% OT manMeHTUTE JEYEHUETO € MPEKPATEHO MOPATH PEAKIIHS,
CBBp3aHa ¢ MH(Y3UATA, KATO BCUYKH MAIMEHTH — 0€3 3HaYeHHe aJIU ce € Hajlarajao MeANKaMEeHTO3HO
JieueHHe UK He, ca ce Bh3cTaHoBWIH. OT JIeKyBaHHUTE ¢ MHPIUKCUMAO MAIMEeHTH, KOUTO ca UMaJIH
peakuusi, cBbp3aHa ¢ HHQY3usATa B IepruoJa Ha MHAYKIU mpe3 6-a ceamuua, 27% ca pa3BHIH
peakuusi, cBbp3aHa ¢ HHGY3HsATa [0 BpeMe Ha NOJAbPKALIHS IEPUOo] OT ceAMuULa 7 1o cenmuna 54.
OT nanmeHTHTe, KOUTO HE Ca UMAJIM PEaKIns, CBbp3aHa ¢ MH(Y3UATA M0 BpeMe Ha WHYIUPAIIUs
nepuon, 9% ca pa3BWIM TakaBa 10 BpeMe Ha MOAIbpPIKAIINS EPUO.

B xnuundHO npoy4uBane npu naruentu ¢ peematouzex aptput (ASPIRE), npoasmkuTenHocTTa Ha
nH}py3uuTe ¢ Orina okoo 2 yaca 3a mepeuTe 3 HHQY3UH. [IpoIbIDKATETHOCTTA Ha TIOCIIC/BAIIUTE
nH}y3un Ou Moria Ja ce ChbKpaTH OO0 He Mo-KpaTka oT 40 MUHYTH NP MAalUeHTH, KOUTO HE ca
Pa3BUIIM cepHO3HA PeaKius, CBbp3aHa ¢ MHPy3usaTa. B ToBa m3nutBane, npu 66% ot maruenture (686
ot 1 040) e ochlllecTBEHA MMOHE €/THA ChKpaTeHa HHY3HUS ¢ MPOABDKUTEITHOCT 90 MITH MO-MaJIKO
MUHYTH, a 1ipu 44% ot nanuenture (454 ot 1 040) e peanusupana nmoHe eaAHa CbKpaTeHa HHPY3HUS C
OPOABIKUTENHOCT 60 MK MO-Manko MUHYTH. OT JIeKyBaHUTE ¢ HHPINKCUMA0 MallMeHTH, IPU KOUTO
¢ peal3npaHa MoHe eJHa ChKpaTeHa HHDY3UsI, PeaKIuK, CBbp3aHu ¢ HH(PY3UITa ca HaOIr0IaBaH!
mpu 15% OT manMeHTUTe, a CEpUO3HU PEakiluy, CBbp3aHu ¢ HHGpY3uITa, ca HabmomaBanu npu 0,4% ot
MalUeHTHTE.

B knuHMYHO npoyyBane nipu nanpeHTH ¢ 6onect Ha Crohn (SONIC) cBbp3anu ¢ HHQY3usATa peakiuu
ca HacTeIuIH 1ipu 16,6% (27/163) oT nauueHTHTE, MOTyvYaBaIn HHPIUKCUMA0 KaTO MOHOTEpAIIus,
5% (9/179) ot nanuenTHTe, NOMy4YaBaan HHGIMKCUMAO B KomOuHanus ¢ AZA u 5,6% (9/161) ot
MalMueHTHTe, moinyvyaBan AZA kato MoHoTepanus. EnHa cepruosHa, cBbp3aHa ¢ MHPY3UATa peakius
(< 1%) e Bb3HUKHAJIA IPH MALIUEHT, JIEKyBaH ¢ HHQIMKCHMa0 KaTO MOHOTEpaIHs.

[Ipe3 mocTMapKeTHHTOBUS MIEPUO]T B PE3YITAT HA TIPUIIOKEHUETO Ha MHPIIMKCUMAO0 ca HaOIojaBaHn
cltyyad, HoA0OHN Ha aHA(MIAKTUYHU PeaKky, BKIIOYUTEIHO C OTOK Ha JJApUHKCA WK (papHHKca,
TEXBbK OPOHXOCIIAa3bM U I'bPUYOBE (BXK. TouKa 4.4).

Cro0maBa ce 3a cimydad Ha IPEXO0/IHA 3ary0a Ha 3peHHEeTO 10 BpeMe Ha WK B paMKUTE Ha 2 gaca clie
nH(y3uaTa Ha uHIMKcuMa0. ChoOmiaBa ce 3a ciydan (HIKOM C JICTAICH U3X0/]) Ha MHOKapIHa
nucxemus/uH(papKT Ha MUOKap/la U apUTMHUS, HIKOU B TSICHA BpeMeBa Bpb3Ka ¢ MH(]y3usiTa HA
nH(pIMKCMMa0; chOOIIaBa Ce ChINO 3a CIIydyal Ha MO3bUYHO-CHJIOBU HHIIUICHTY B TSCHA BpEMeBa
Bpb3Ka ¢ HHQYy3usTa Ha HHPIUKCUMAO.

20



Peakiym CBBP3aHH C I/IHd3V3I/I$ITa CJICA MOBTOPEH KYPC C I/IHd)J'II/IKCI/IMa6

Knuanano npoydBaHe py NAIMEHTH C YMEPEH /10 TeXbK IICOpPHUA3HC € pa3paboTeHOo Aa OLIEHU
edukacHOCTTa M OE30MMaCHOCTTA Ha ABJITOCPOYHOTO MOATBPIKAIIO JICUCHNE B CPABHEHHE C TIOBTOPEH
Kypc ¢ HHPIMKCUMA0 ¢ MHIYKIHOHEH pexXuM (MakcuMmyM 4 nndysuu Ha 0-Ba, 2-pa, 6-1a U

14-ta ceqmuua) cien o0ocTpsHe Ha 3a0ossaBaHeTo. [lanmenTUTe HE Ca MOTy4YaBaiu ChI'BTCTBAILO
UMYHOCYTIpECUBHO JiedeHue. [Ipy manuenTuTe B paMoTo Ha MOBTOPHO Jiedenue, 4% (8/219) ca
MOJYYHJIH CEPUO3HA PEaKIysl, CBbp3aHa ¢ HH(y3usTa, cripsamo < 1% (1/222) ot manueHTuTe Ha
noJabprKao jedeHue. [loBedeTo oT cepuo3HUTE peakLuy, CBbP3aHH ¢ HH(Y3UATA, ca HACTBIIMIN 1O
BpeMe Ha Bropara HH(Y3usI Ha 2-pa ceMuna. THTEpBaTbT Mex 1y rmocienHara oA IbpiKaia 103a 1
I'bpBaTa peUHAYKIMOHHA J103a Bapupa oT 35-231 nuu. CUMNTOMUTE BKIIIOYBAT, HO HE Ca OTPaHUYCHU
710, TUCITHES, YPTUKAPHs, OTOK Ha JINLETO U XUIIOTOHMSI. BB BCHUKH CTydau JIEYEHUETO C
HHIMKCUMAO0 € IPEeKPaTeHO W/HITH € Ha3HAaYeHO JIPYTo JICYCHUE C ITBITHO OT3By4YaBaHE Ha MPU3HAINTE
Y CUMIITOMHUTE.

3abaBeHa CBPBXYYBCTBUTCIIHOCT

B xnuHMYHKTE MPOYYBaHUS PAAKO ca HaOII0aBaHU PeaKkUUH Ha 3a0aBEeHa CBPbXUYBCTBUTEIHOCT,
KOHTO ca ce MPOSIBUIM CIIE IIepruoau 6e3 mprueM Ha HHPIUKCUMa0 mo-Manku oT 1 roguna. B
NPOYYBAHUATA 3a JICUCHUE Ha TICOPHA3UC, PEAKIIMUTE Ha 3a0aBeHa CBPbXUYBCTBUTEIHOCT ca
BB3HUKBAJIM TI0-PAHO B X0/1a Ha JIedyeHneTo. [Ipu3HaluTe 1 CHMITOMHTE BKJIIOYBAT MUAJITHU H/WITH
apTpairuu ¢ GeOpUIUTeT W/MIK OOPUBH, TIPH HAKOH MALMEHTH C IPYPUTYC, OTOK Ha JIHULETO, JJIaHUTE
WIN YCTHHTE, Trucdarus, ypTukapus, 00JKa B I'bPIIOTO U TIaBOOOIHE.

JlaHHUTE 32 YeCTOTa Ha PeaKUUUTE Ha 3a0aBeHa CBPbXUYyBCTBUTEIIHOCT cJe]l Ieproan Oe3 mpueM Ha
nHGIMKCUMA0, MO-ABJITH OT €HA FTOJUHA, Ca HEAOCTATh4YHHU, HO OTPaHUYEHHUTE JAaHHU OT KIMHUYHUTE
MPOYYBaHUS COYaT, Ue C yAbDKaBaHEe Ha eprojia Oe3 mpueM Ha HHPIUKCHUMA0, PUCKBT OT Pa3BUTHE
Ha 3a0aBeHa CBPBXUYBCTBUTEIIHOCT HapacTBa (BXK. Touka 4.4).

B eHOrOUITHO KITMHUYHO MPOYYBaHEe ¢ MHOTOKPAaTHH WH(Y3UH Ha TTalMeHTH ¢ 6oect Ha Crohn
(mpoyuBane ACCENT I), uectorata Ha Bh3HUKBaHE Ha HAMOJOOSBAIIM CEpyMHA OOJIECT PEaKIUK €
ouna 2,4%.

HNmyHOreHHoCT

[Ipu naumenTHTE, IPU KOUTO CE Pa3BUBAT aHTUTENA Cpelly HHMIMKCHMA0, € o-ToIsiMa BEPOSITHOCTTA
(mpubnu3uTenHo 2-3 MHTH) 3a Bb3HUKBAHE HA PEaKIUK, CBbp3aHu ¢ HH(pYy3usTa. M3rnexna, de
CHITBTCTBAIIOTO NPUIIOKEHHE C IMYHOCYIIPECOPH HaMajsiBa YeCcToTaTa Ha Bh3HMKBAaHE HA PEaKIHHTe,
CBBp3aHH ¢ HHDY3HITA.

B knvHWYHM pOyYBaHMS HA €JTHOKPATHO M MHOTOKPATHO MPUIIOKEHHE Ha HHPIMKCUMAO B 1031 OT |
1o 20 mg/kg, antuTena cpenry HHPIMKCUMao ca yctaHoBeHU nipu 14% OT maryieHTuTe, MoTydaBarin
OCBEH TOBa U HIMYHOCYIIPECOpH, 1 NIpu 24% OT NauMeHTUTe, KOUTO HE MOJIyyaBaT UMyHOCYIIPECOPH.
[Ipu nanueHTUTE C PEBMAaTOUAEH apTPHUT, JIEKYBaHU 110 IIPENIOPBYAHATA CXEMA C MHOIOKPAaTHO
NPUIOKEHHE HAa METOTPEKCaT, aHTUTeNa cpenly HH(IMKcuMab ca yctaHoBeHH mpu 8% oT
naruenTute. [Ipu manueHTuTe ¢ IICOpUaTUIeH apTPHT, JIEKyBaHU ¢ MHGIKCHMAa0 B 103a S mg/kg cbe
Wi 0e3 METOTPEKCaT, aHTUTEIA Cpelly HHPIUKCHMa0 ca yctaHoBeHH mpu 15% (ipu 4% ot
MAIUeHTHTE, MOTy9aBallil METOTpEKCaT, U ipu 26% OT MalMeHTUuTe, KOUTO He ca OWITM Ha JIeUYeHHe C
METOTpEKCaT B HA4aJIoTO Ha JieueHneTo ¢ napnukcumad). [Ipu nanuentute ¢ 6onect Ha Crohn, KouTo
ca OWJIM Ha MOIBPIKAIIIO JICYCHHUE, aHTUTEIIA Cpelly HHPIMKCUMab ca ycraHoBeHH o010 nipu 3,3% ot
MalMeHTHTE, MOTyYaBaiy UMyHocynpecopu u ipu 13,3% OT manueHTHTe, KOUTO HE ca ToTy4aBaii
MMyHOCYTIpecopr. YecToTaTa Ha pa3BUTHE HA aHTUTENA € 2 10 3 ITBTH MO-BUCOKA IIPH MAIlUEHTH,
JIEKyBaHU emu30An4dHO. [lopanyn MEeToA0I0THIYHUTE OTPaHHYEHUS, OTPUIIATEITHUAT Pe3yITaT He
H3K/II0OYBa HAJIMYUCTO HAa aHTUTCTIa CPCITY I/IH(bJ'II/IKCI/IMaG. HpI/I HAKOHU MAIMCHTH C aHTUTEIIa CPCILy
WHQIMKCUMA0 BHB BUCOKH TUTPU CE YCTAHOBSIBAT JJAHHU 32 HaMaJlsiBaHe Ha e()UKACHOCTTA Ha
nedenueTo. [Ipn npubmmsurenno 28% OT MaMeHTUTE C TICOPHUA3HC, TOTydYaBalld HHPINKCUMA0 KaTo
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MOJIBPIKALLO JIEUCHUE U 0€3 CHITBTCTBALIO JICUCHHE C UMYHOMO/YJIATOPH, CE YCTAHOBSIBAT aHTUTENA
cpemy nH¢pnukcuma0 (Bx. Touka 4.4: ,,Peakiun, cBbp3aHu ¢ HHPY3HUATA U CBPBXIYBCTBUTEIHOCT ).

Hndexuyu

[Ipu naumenty, nexyBaHu ¢ HHQIUKCHUMa0, ca HaOmoIaBaH TYOEpKyJ103a, OaKTepHaTHi HH(EKINH,
BKITIOUHTEITHO CETICUC U ITHEBMOHWY, MHBA3UBHU I'bOWYHHU, BUPYCHH U JIPYTH OMOPTIOHUCTHYHH
nHexuu. Haxkou oT Te3u nHpeKnn ca OMIM ¢ JIeTaleH N3X0M; Hail-4ecTo choOIIaBaHuTe
OTIOPTIOHUCTHUYHH WH(EKIIMU C YECTOTA Ha CMBPTHH CiIy4au > 5% BKIIIOYBAT THEBMOLIMCTHA
IMHEBMOHUS, KaHIU103a, JINCTEPHO3a U acIeprmio3a (Bx. Touka 4.4).

B xnmmandHMTE npoyuBanus mpu 36% OT moydaBanuTe HHPIUKCHUMA0 IMalueHTH Ce € HajJaraio
JICUCHHE ¥ Ha MH(PEKIUH, JJOKATO MPH MalUEHTUTE, MoIydaBaiu mianedo — npu 25%.

YecroraTa Ha CeprO3HUTE MHPEKIMHU, BKIIOYUTEITHO U Ha THEBMOHHY, B KIIMHUYHUTE TIPOYYBAHUS 32
JICYCHUE Ha PEBMATOUICH apTPUT € MO-BHCOKA IPH MAIMCHTHUTE, JIEKYBaHU ¢ HHPIUKCHUMA0
METOTpEKCAT, B CPAaBHEHUE C MAIUCHTUTE, JIEKYBaHU caMO C METOTpeKcaT, ocobeHo npu no3u 6 mg/kg
WJIM TTO-BUCOKH (BXK. TOUKa 4.4).

Cnopen CIIOHTaAaHHUTC ITOCTMAapPKECTUHI'OBU C’LO6H.[GHI/I$I Hal-4eCcTUTE CCPUO3HU HEKECIIaHU pCaKIU Ca
nHpeknuute. Hsikon ot Te3u ciryyan ca Ounu ¢ eraned uzxoJ. [Tpubmusurenno 50% ot cMbpTHHUTE

cllyyad, 32 KOUTO UMa ChOOIICHHS, ca OMIIM BbB Bpb3Ka ¢ nHpekuus. MimMa cpo01ieHns 3a ciayvyan Ha

TyOepKyIi03a, HIKOH OT KOUTO C JIETaleH M3X0l, BKIIFOYUTEIHO U Ha MIUTHApHA U EKCTPAITyIMOHAITHA
TyOepKyJo3a (BK. Touka 4.4).

310Ka4YEeCTBCHU U J'II/IMd)OHDOJ'II/Id)CDaTI/IBHI/I 3a00JIIBaHUS

B knuHUYHUTE IpOYyYBaHUs ¢ MHPIUKCHUMA0, B KOUTO ca JeKyBaHu 5 780 marueHTn

(5 494 manueHTOroAMHN), ca yCTAHOBEHH 5 citydas Ha TUMPOMHU 1 26 ciaydas Ha pa3iudHu OT
JuMGOMH 3JI0KaUYeCTBEHH 3a00JIBaHus, ToKaTo mipu 1 600-Te mamueHTH, moJrydaBajiy miamneoo
(941 nanMeHTOroIMHM), € OTKPHUT | ciydail Ha pa3InIHO OT JIUM(OM 3JI0KaYeCTBEHO 3a00JIIBaHe U
HUTO €IUH JTUM(POM.

B aparocpouHo npocieasBaHe Ha 0€30MaCHOCTTA NIPU KIIMHUYHHATE POYYBaHUs ¢ HHGIMKCUMab 10 5
roguau (6 234 manmenToroauan, 3 210 manueHTH), IMa ChOOIIEHNUS 32 5 CiIy4as Ha pa3BUTHE Ha
mumbomu 1 38 cayyas 3a pa3BUTHE HA PA3IMYHU OT TUMQOM 3JI0KaUECTBEHH 3a00IIIBaHUSI.

B noctmapkeTHHroBus neproj ce cho0IaBa 1 3a CIIy4ad Ha 3JI0Ka4eCTBEHH 3a00JIsIBaHUs,
BKITIOUUTEITHO TUM(OM (BXK. Touka 4.4).

B KJIMHUYHO MpOoy4YBaHEe MPH MAIUEHTH C YMEPEHO TexKa 10 Texkka XOBb — OuBIIM WTH HACTOSIIH
mymaun, 157 Bp3pacTHH NAIMEHTH ca JeKyBaHU ¢ HHPIUKCUMA0 B T03H, OJIM3KH JI0 MIPIIIATaHUTE TTPU
peBMaTouzieH apTpuT u 6osect Ha Crohn. [Ipu 9 oT Te3u manueHTH ca OTKPUTH 3JII0KaYeCTBEHU
3a00JIABaHuUs, BKIFOYUTEIHO M €WH JUM(PoM. MeauaHaTa Ha MPOIBJIKUTESIHOCTTA Ha
npocnensBaneTo e 0,8 rogunam (3a0oaeBaeMocT 5,7% [95% nosepurenen unrepsan 2,65%-10,6%]. B
KOHTPOJTHATA TpyTa OT 77 manueHTn uMa 1 choOIIeHHe 3a 3I0Ka4eCTBEHO 3a00IsBaHe [MeIraHa Ha
MIPOIBIDKUTETHOCT Ha TipocneasBaneTo 0,8 ronunu; 3aboneBaemoct 1,3% [95% moBeputeneH
uaTepBai 0,03%-7,0%]). OcHOBHaTa YacT OT 3J0Ka4eCTBEHHUTE 3a00JsIBaHUs ca Ha OenuTe ApoOoBe,
TrJIaBaTa W IIUATA.

B nmomynannoHHO peTpOCHeKTUBHO KOXOPTHO MTPOYYBaHE, € OTKPUTA MOBUIIIEHA YeCTOTa Ha
HEpBUKAJICH KapIMHOM IIPH KEHU C PEBMATOUJICH apTPHT, JIEKyBaHU ¢ MHPIUKCUMAO, B CpaBHEHNUE C
MalMEHTH, KOUTO HE ca JIEKyBaHU ¢ OMOJIOTHYHH MPOAYKTH WM 00IaTa MOMyJauus, BKIIOYUTEIHO U
Te3u Ha Bb3pacT Haa 60 rogunu (BxX. Touka 4.4).

B nonpnHenue, Ma NOCTMAPKETHHTOBU CHOOIIECHHS 32 pa3BUTHE Ha XemaTocIuieHaeH T-kiIeTbueH
nuM(OM MpH NaueHTH, JIEKYBaHU ¢ MHPIMKCHMA0, KaTo MO-ToJIsIMaTa 4acT OT TE3U CIIy4Yau
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BB3HUKBAT IpH NMauedTn ¢ 6osect Ha Crohn Wiy ynmepo3eH KOJUT, IIOBEYETO OT KOUTO Ca FOHOIITH
WM MJIaId MBKe (BXK. Touka 4.4).

CopieuHa HETOCTATLYHOCT

[Tpu ®a3za Il npoyuBane, 4uATO 11eM] € OMJIa OLIEHKA Ha JICYCHUETO ¢ MHPIUKCUMA0 IIPH NAlMEHTH ChC
3CH, npu nexyBanuTe ¢ HHGIMKCHMa0 NalMeHTH € YCTaHOBEHA MTO-BUCOKa CMBPTHOCT B PE3YJITaT Ha
BJIOIIaBaHE HA ChpJEYHATa HEAOCTATHUYHOCT, OCOOCHO NPH MALUEHTHUTE, JIEKYBaHU C BUCOKA /1032 —
10 mg/kg (T.e. AByKpaTHO MO-BUCOKA OT yTBBpJEHATa 103a). B ToBa mpoyusane 150 mamueHT cbe
3CH HI-IV ®K no NYHA (;ieBokamepHa (hpakiis Ha u3tiackBade < 35%) ca mojryyaBaiu 1o

3 undysuun Ha naGIIKCHMab B 103a 5 mg/kg, 10 mg/kg nnm nnane6o B IpoabIKEHUE HA 6 CEMUITH.
B pamkute Ha 38 cenmunu ca nounHaiu 9 ot 101 naumenTty, nexkyBanu ¢ nHGIUKcUMad (2 TeKyBaHU
B no3a 5 mg/kg u 7 nexyBanu B f103a 10 mg/kg), nokaro ot 49 manueHTH, IOJYYUIN TUTaeoo, ¢
MTOYMHAN CaMO EJHH.

[Ipe3 mocTMapkeTHHTOBHS TIEpHOJT MMa CHOOIIICHNS 3a BIIOIIaBaHE HA ChP/ICYHA HEAOCTATHYHOCT IPU
MAIMCHTH Ha JIeYeHUE ¢ HH(IMKCUMA0, KaTO YCTaHOBSIBAHETO HAa OTKIIIOYBAIIM (DAKTOPU B HAKOU
CJIy4ad € Bb3MOXHO, a B IpyTH — He. [Ipe3 mocTMapKeTHHTOBHS MIEPHO UMa M CHOOIIICHHUS 32
HOBOOTKpPHTA Chp/I€YHa HEJOCTATHYHOCT, BKIIFOUNTEIHO U TIPH MAIIMEHTH 0e3 TaHHH 32
MPEIIECTBAIIO0 ChPACUHOCHI0BO 3a0osiBane. Cpell Te3u MalMEHTH UMa U TaKKBa Ha Bh3PacT IO

50 roguHU.

XenaToOWIMapHU HAPYIIEHUS

B xnuHMYHM npoyuBaHUs 32 IedeHue ¢ MHPIMKcuMab ca HaO0AaBaH! CIyvau Ha JIEKO O YMEPEHO
nosumrasane Ha AJIAT u ACAT 6e3 nporpecus KbM TEXKKO YepHOIPOoOHO yBpexxaane. HabmogaBanu
ca nosuiraBanus Ha AJIAT > 5 et ropHara rpanuiia Ha Hopmara (Upper Limit of Normal, ULN)
(Bx. Tabnuma 2). [TopumaBane Ha Tpancamunasute (o-uecto Ha AJIAT, otkonkoro Ha ACAT) e
Ha0JrI01aBaHO TO-YEeCTO MPU NALMEHTUTE Ha JieueHHe ¢ MHPIUKCUMAa0, OTKOJIKOTO B KOHTPOJIHUTE
TPYIH — KaKTO TP MOHOTEpAIus ¢ MHPIMKCUMAO, TaKa U TIPU MPHIIOKCHAETO My B KOMOWHAIIUS C
MMyHOCYTIpecop. B moBeueTo ciryyau moBHIlIaBaHETO Ha TpaHCAMUHA3UTE € IIPEXOTHO; BCE TaK, MPH
MaJIKa 4acT OT MalUeHTUTE, EH3UMUTE Ca OCTaHAIH MMOBUILIEHU NO-TPOABIKUTENHO Bpeme. Haii-
00110, manueHTHTe, Ipu Kouto ce nopumanaT AJIAT u ACAT, ocTaBat acCHMITOMAaTHYHH H
CTOWHOCTUTE Ha EH3UMUTE C€ TIOHMKABAT WK C€ HOPMAJU3UPAaT U NP MPOIbIKAaBaHe, U TIPU
CIHMpaHe Ha JICYCHUETO ¢ HHPIUKCHUMA0, KAaKTO U MPH KOPEKLUs Ha ChIIbTCTBaara repanus. [Ipes
MOCTMAapKETHHIOBUS TIEPHOJ UMa ChOOIICHHUS 3a UKTEP U XEMaTHUT, IOHIKOTra ¢ XapaKTepUCTHKA Ha
ABTOMMYHCH XCIaTUT, IIPH NAIMEHTH, JICKYBaHU ¢ HHPIUKCHUMa0 (BXK. Touka 4.4).

Tao6auna 2
IIpouent Ha manueHTUuTe ¢ noBueHue Ha AJIAT npu KIMHUYHU POYYBAHHUS
IToxazanue Bpoit ManyueHTn’ Menunana Ha nepuoaa >3 x ULN >5x ULN
HA TIPOCIIeIBaHe
(cenmumm)*
wranebo | yaduukcu | Wwianebo | wHbIMKCH | Wianebo | MHQIMKCH | Wianebo | MHQIMKCH
Mab Mab Mab Mab
PeBmarounen | 375 1087 58,1 58,3 3.2% 3,9% 0,8% 0,9%
apTpur’
Bonecr na 324 1034 53,7 54,0 2,2% 4,9% 0,0% 1,5%
Crohn?
Bonecr na N/A 139 N/A 53,0 N/A 4,4% N/A 1,5%
Crohn nipu
nena
VueposeH 242 482 30,1 30,8 1,2% 2,5% 0,4% 0,6%
KOJIUT
Yueposex N/A 60 N/A 49.4 N/A 6,7% N/A 1,7%
KOJIUT IIPU
Jena
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IToxazanue bpoit nanuenTy’ Menuana Ha nepuozaa >3 x ULN >5x ULN
Ha TpocJiesiBaHe
(cenmumm)*
wranebo | maduukcn | Wwianebo | wHGIMKCH | Wianebo | MHQIMKCH | Wianebo | MHQIMKCH
Mab Mab Mab Mab
Anxkunosupai | 76 275 24,1 101,9 0,0% 9,5% 0,0% 3,6%
CITOHJTUJIUT
[Icopuatuuen | 98 191 18,1 39,1 0,0% 6,8% 0,0% 2,1%
apTpuT
[copuazuc ¢ 281 1175 16,1 50,1 0,4% 7,7% 0,0% 3,4%
TIJTaKU

1 TITanmenTtute B IuIanebo rpynuTe MOIy4aBaT METOTPEKCAT, TOKATO T€3H B TPYIIUTE Ha JICUCHHE C
nH}pIMKcHMa0 1mosy4aBaT KakTo HH(pIMKCHMa0, Taka U METOTPEKCAT.

2 TMaumenrtute B mianedo rpynure, npu nsere npoy4sanus daza I npu 6onect Ha Crohn — ACCENT I u

ACCENT II, nonyuaBar HauanHa 03a oT 5 mg/kg nHpmukcruMal B HA4aI0TO Ha MPOYYBAaHETO, KaTo MO

BpeMe Ha MoAabpiKaIiara ¢asa moxy4anar miare6o. [larpenTuTe, KOUTO ca paHIOMH3UPAHU B TPYIIUTE Ha

MTOJTBPIKAIIIO JICUEHHE, OTyYaBally [1arne6o, HO BIIOCIEACTBIE MUHABAT Ha JICUeHHE ¢ HH(INKCHUMA0, pu

ananm3a Ha AJIAT ca BKIIIOUEHH B rpyrmara Ha jiedeHre ¢ nHpiukcnMad. B m3nurBane ¢asa [1Ib mpu 6onect

Ha Crohn - SONIC, nanuenTute Ha manedo ca monydaBanu AZA 2,5 mg/kg/mHEBHO KaTo aKTUBHA

KOHTpOJIa B JOIIBIIHCHHE KbM HH(PY3UHUTE HA TUIane00 HHGIUKCHUMAO0.

Bpoii manuenTy, npu KOUTO ca oueHsiBaHu cToiHocTuTe HAa AJIAT.

4. Menuanara Ha IIepHoJia Ha MpocieIsiBaHe € Bb3 OCHOBA Ha OpOs Ha JICKYBaHHUTE MTAIIUEHTH.

W

Antnnykieapau anrurena (ANA)/anturena cpenry asorinosepmxkHa JJHK (anti-dsDNA)

[Ipu prOIM3UTETHO MOJIOBUHATA OT JICKYBAaHUTE B KIMHUYHU IPOYYBAHUS ¢ HHGIMKCHMA0
MAIUeHTH, KOUTO U3XOIHO ca Oy HeraTuBHE 32 ANA, B Xxo/11a Ha mpoyuBaHeTo ANA ca ce
MTO3UTHBHUPAIH — 32 CPAaBHEHHE TIPH MOMYUYMINTE TUianeto manueHTH ANA ca ce TO3UTUBHPAIU TpU
npubu3uTenHo 1/5. Anti-dsDNA aHTHTENna ce OTKpUBAT 3a IIbPBY BT HpHU IpubInu3uTenHo 17% ot
JISKyBaHUTE ¢ MHPIUKCUMAO MalMeHTH, J0KATO MPH MmoyryduiauTte mianedo — npu 0%. [To mocnenHu
naHHu 57% ot nexkyBaHuTe ¢ HH(IMKcUMab nanreHTH octasat anti-dsDNA nonoxwurennu. Benpekn
TOBA, ChOOIIICHHUATA 3a PA3BUTHE HA JYIyC-110,100€H CHHIPOM HE ca 4ecTH (BK. Touka 4.4).

HC,I[I/IaTDI/ILIHa nonyJianusa

Hayuenmu c 0eHueH peemamoudez—t apmpum

WNndnukcumabd e uzcneasan B KIIMHUYHO npoyuBaHe npu 120 nauuentyu (Ha Bb3pact 4-17 rogunn) ¢
AKTHBCH IOBEHUJICH PEBMATOUICH apTPUT BBIIPEKH JICUCHUETO C MeToTpekcar. [Ipu manuenture ca
npwiaranu 3 wim 6 mg/kg nadaukcumad kaTo 3-7030B UHAYKIIMOHEH pexxuM (Ha 0, 2 u 6 cenMulia
WK ChOTBETHO Ha 14, 16, 20 ceqmuia), mocieaBad OT MOAIBPKAIIO JICYCHNE BEIHBXK Ha BCEKU

8 ceaMuIi, CbBMECTHO C JICUEHUE C METOTPEKCAT.

Peaxyuu, cevpsanu ¢ ungysuama

Peakiuu, cBbp3anu ¢ nHQpY3UATA, ca ce pa3BUIX IpH 35% OT MaLUEHTUTE C IOBEHWICH PEBMATOHICH
apTpUT, JICKYBaHH C 103a 3 mg/kg, moKaTo npu manueHTUTe, JIeKyBaHu ¢ 1o3a 6 mg/kg, nHpy3uoHHU
peakuuu ca ce pa3suiu npu 17,5%. B rpynaTa nauuenTu, nekyBanu ¢ uHGaukcuMab ¢ go3a 3 mg/kg,
npu 4 ot 60-Te MaMeHTH ca HaOJII0AaBaH! CEPUO3HA UH(Y3MOHHH PEAKLUH, a TIPH 3 OT MALUEHTHUTE €
HMMaJIo CbMHEHHE 3a aHa(hUIaKTHYHA peakius (KaTo B 2 OT CIIy4auTe CE € Kacaelio 3a CepHOo3Ha
peakiusi, cBbp3aHa ¢ HHQy3usATa). B rpymara nanuenTH, gekyBanu ¢ 1o3a 6 mg/kg, npu 2 ot 57-te
MAaIMEHTH ca HAOJI01aBaH! CEPUO3HU PEAKLUH, CBBP3aHH C HH(Y3HATA, KATO B EIWHUS CIIydail e
MMalo ChMHEHHE 32 aHaQUIIAKTHYHA peakius (BXK. Touka 4.4).

Hmynoeennocm

Pa3BuTHe Ha aHTHTENa cpenty HHPIUKCUMa0 e Ha0moaaBano npu 38% OT MAlMEeHTHTE, JIEKYBaHH C
no3a 3 mg/kg, nokaTo npu marEeHTuTe, JeKyBaHu ¢ go3a 6 mg/kg — npu 12%. Tutpute Ha
aHTUTeNaTa ca OMIIM 3HAYUTEIHO MO-BHCOKH B IpyTiaTa MalMeHTH, JIEKyBaHu ¢ J03a 3 mg/kg,
OTKOJIKOTO B IpyIaTa MalleHTH, JIEKyBaHu ¢ fo3a 6 mg/kg.
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Unghexyuu

WNndexumu ca nabmronaBauu npu 68% (41/60) ot neuara, nexyBanu ¢ nHpaukcumad ¢ no3a 3 mg/kg B
MPOJbJDKEHUE Ha 52 ceamuiy, ipu 65% (37/57) ot neuara, JeKyBaHu ¢ HHPIMKCUMa0 ¢ 103a 6 mg/kg
B IIPOAb/DKeHUE Ha 38 cenmuiiu U ipu 47% (28/60) oT nenaTa, mojydaBaiy Iianedo B IpOabIDKEHUE
Ha 14 ceqmury (B. Touka 4.4).

bonecm na Crohn npu neduampulmu nayuernmu

B mpoyuBanero REACH crnemnuTe HexenaH! peakiiui ca ChOOIABaHU IMO-4eCTO NPU NeAUaTPUIHI
nanueHTH ¢ 6onect Ha Crohn (B. Touka 5.1), OTKOJIKOTO NPH BB3paCTHH MAIIMEHTH ¢ OOJIeCT Ha
Crohn: anemus (10,7%), kpbB B usnpaxuenusta (9,7%), nepxonenus (8,7%), 3auepssaBane (8,7%),
BupycHu nadexun (7,8%), Heyrponenus (6,8%), baxrepuanau undpexuu (5,8%), anepruaau
peaKIiy ¢ MPOSIBU OT CTPaHa Ha AUXaTeaHUTe mbTumia (5,8%). B nombiiHeHUe, ca chOOIEeHN KOCTHU
bpaxtypu (6,8%), 32 KOUTO 0bOayve HE € yCTAHOBCHA MPUUYMHHO-CIICACTBEHA Bpb3Ka. [1o-momy ca
N30pOCHU HAKOH MO-CHEUHAIHN ChOOPaKEHUSI.

Peaxyuu, cévpzanu c ungysuama

B npoyusanero REACH 17,5% OT paHIOMHU3MpPAaHNTE MALMEHTH ca Pa3BWIN | WM TOBEUE peakliny,
cBbp3aHu ¢ nHy3usITa. He e nmano cepuo3nn HH(Y3UOHHH PEeakLuy, a P JBaMa OT MallUeHTUTE B
REACH ca ce pa3puiy aHaQUIAKTUIHN PEAKIH, KOUTO He ca OWIIM CEpHO3HH.

HUmynoeennocm
AnTHTENa cperry HHPIUKCUMAa0 ca OTKpUTH rpu 3-Ma (2,9%) OT meauaTpuvHUTE NAIUEHTH.

Unghexyuu

B npoyusanero REACH cpobmienus 3a nadexnuu uma npu 56,3% ot paHAOMHU3UPAHNUTE MALUCHTH,
nexyBaHu ¢ MHpIKcuMao. ChoOImeHHsATa 38 MHPEKIMU ca TI0-YECTH TP MAUCHTH, IPU KOUTO
WH(QY3UU ca TIPaBeHH Npe3 8 CeIMUIIN, OTKOJIKOTO MPH IMAIUEHTH, ITPU KOUTO ca MTPAaBEeHU Ipe3

12 cenmuru (croTBeTHO 73,6% 1 38,0%), MOKaTO CHOOIIEHS 32 CEPHO3HN MH(PEKITUN UMa TIPH

3 manmeHTH B rpynara Ha MH(Y3uH mpe3 8§ ceJIMUIM U TIpH 4 MaMeHTH B TpyIaTa Ha WHPY3HUHU Tpe3
12 ceqmunu. Hait-uecto cro01aBanuTe HHPEKINU ca MHPEKIMUTE HA TOPHUTE JUXATEIHU ITHTHILA H
(apuHruTH, a Haii-uecTo choOIIaBaHaTa cepuo3Ha nHpekuus e abeuec. ima cpo0uienus 3a Tpu
cllyyasi Ha ITHEBMOHUS (€IHA CEpHO3Ha) U [1Ba CiIy4asl Ha XepIiec 30cTep (1 ABaTa HEe ca CEPHO3HH).

Yauepozen xonum npu 061461

Karo 1s1m0, HesxxenaHuTe JIeKapCTBEHN PEaKIMH, ChOOIICHHU B KIMHUYHOTO M3MUTBAHE TP YIILIEPO3CH
kot nipu Aena (C0168T72) u npoyuBaHusTa IPpH yIliepo3eH KoauT npu Bb3pactHH (ACT 1 u

ACT 2), ca cxogau. B C0168T72, Haii-uecTuTe HEXXEJTaHU peakiy ca HHPEKIUHU Ha TOPHUTE
IUXaTeIHU TbTUILA, (PapUHTUT, KOpeMHa 00JKa, IOBHUILIEHa TeMIiepaTypa u riasodonue. Haii-uecto
cpelaHaTa HeKellaHa Peaklys € BIOIIABAHE Ha YJILEPO3HHS KOJUT, YAATO YeCTOTa € Ouia mo-BUCOKa
MIpH ManueHTuTe Ha 12-ceMuYeH, B CpaBHEHHUE C Ta3W MU NAIMEHTUTE Ha 8-CEIMUYEH JJO30B PEKUM.

Peaxyuu, cevpsanu ¢ ungysusma

Karo 15170, 8 (13,3%) ot 60 jexyBaHN TAITUEHTH ca MOIYYWIH ¢THA WM ITOBEYE PEaKIINK, CBbP3aHH C
nHOpy3usTa, kato 4 ot 22 (18,2%) ca npu 8-ceqmuunus u 3 ot 23 (13,0%) npu 12-cenMuyaHus pexxuM
Ha TMOJyIbpoKalla Tepanus. Hsma choOIIeHr Cepruo3Hy Peakiiiuy, CBbp3aHu ¢ MHPy3uara. Bcuuku
peaxIum, CBhp3aHu ¢ HHPY3HITa, Ca JEKU 10 YMEPEHH 110 MHTEH3UBHOCT.

HUmynoeennnocm
AmnTHTeNna KbM HHPIMKCUMAO ca ycTaHoBeHU npH 4 (7,7%) mauuenTtu npes3 ceamuna 54.

Ungpexyuu

Wndexnuu ca cpobuienu npu 31 (51,7%) ot 60 nexyBanu naunentu npu CO168T72, a mpu 22
(36,7%) ce e HANOXKWIIO IEPOPATHO WM NAPEHTEPATHO AaHTUMUKPOOHO JieueHue. [IpoueHTsT Ha
narerTute ¢ napexuuu npu CO168T72 ¢ cxoaeH ¢ TO3M MPH NMEAUATPHUUHOTO MPOYIBAHE MPH 0OJIECT
Ha Crohn (REACH), HO 10-BHCOK B CpaBHEHHUE C POYYBAHUSITA TIPH Bh3PACTHH C YIIIEPO3€H KOJIUT
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(ACT 1 u ACT 2). Obuara gecrota Ha uHexnuu npu CO168T72 e 13/22 (59%) npu rpynata Ha
MOAIBPIKAIIIO JICUCHUE Ha Beeku 8 ceamunu U 14/23 (60,9%) npu rpynarta Ha MOIIBPIKAII0 JCUCHUES
Ha Bceku 12 ceqmuiiy. MHbekiuu Ha ropaure auxareadu mbruma (7/60[12%]) u dapunrut (5/60
[8%]) ca Hali-duecTo chOOIIAaBaHUTE MH(EKIIMK Ha TuXareinHara cucreMa. Ceprno3nu HHOEKIHK ca
cpobuienu npu 12% (7/60) oT BcHUKH JIeKyBaHH NAlUEHTH.

B ToBa npoy4BaHe e ¥Maino moBeue NalMeHTH B rpymaTa Ha Bb3pacT oT 12 1o 17 roauHn, OTKOIKOTO B
rpynara Ha Bb3pacT oT 6 10 11 rogunu (45/60 [75,0%]) cupsimo 15/60 [25,0%]). Benpeku de Oposit
Ha TAIIMEHTUTE BbB BCsAKA MOATPYIa € TBBPJC MaIbK, 32 Jla CC HAPAaBAT HAKAKBH OKOHYATCITHU
3aKJIFOUEHHUS] OTHOCHO BJIMSTHHUETO Ha Bh3pacTTa BhpPXY Ipoduia Ha 0€30IacHOCT, IIPH MO-BUCOK
MIPOLIEHT MAIMEHTH B TpyTaTa Ha MaJKUTe Jiella UMa CepUO3HH HEeXeIIaH! PEaKIluu U MPeKpaTsBaHe
MopajJy HeXXeJIaH! JISKAPCTBEHU PeaKIlii, B CPaBHEHHE C TPpyIlaTa Ha IOHOIUTe. BhIipexu ue
MPOIEHTHT Ha MalUEeHTHTE C MH(OEKINY € OWJI ChINO IMO-BUCOK B TPyIaTa Ha MaJKUTE Jela,
MPOLICHTHT Ha CEPHO3HUTE MH(MEKIMK € OUJI CXOJICH U B JBETE Bh3pacToBu rpymnu. Karo 1o,
MPOLICHTHTE Ha HEXKEJIAHUTE JICKAPCTBEHU PEaKIIMU ¥ PEaKIUUTEe, CBbP3aHu ¢ UH(Y3UUTE, ca OniH
CX0oHU Mexay Tpynute oT 6 10 11 u ot 12 g0 17 ronuHm.

Tlocmmapxemunzoe onum

[TocTMapKkeTHHTOBUTE CIOHTAHHH, CEPUO3HU HEXKENaH! pPeaklUy MPH MPUIIOKEHUETO Ha
nHGIMKCUMA0 MPH NeAnaTpUYHA MOMyJIAlys BKIIOUBAT PA3BUTHETO Ha 3JI0KaYECTBECHH 3a00NIABaHus,
BKJIIOUHTEITHO M HA XeNaTocIuieHaIeH T-KieTh4YeH JIMM(OM, IPEXOJHO OTKIOHEHHE Ha
YepHOAPOOHHUTE EH3UMH, JIYITYC-IT0I00CH CHHIIPOM H TIO3UTHBHPAHE 32 aBTOaHTHUTENA (BXK. TOUKHU 4.4
u 4.8).

HDVI‘I/I CIICIIMAJIHH ITIOITYyJIalTnu

Cmapuecka 6v3pacm

B knvHWYHY pOyYBaHMS TP PEBMATOUIEH apTPHT, YECTOTATA HA CEPHO3HU MH(EKIIUHU TIPH
naruenTuTe Ha 1 Hax 65 roaunn (11,3%), nexyBanu ¢ nHGIMKCHMAO0 TUTFOC METOTpeKcar, € Ouia 1mo-
roJIsiMa OT Ta3u NPH MAUeHTHTE oA 65-roaumna Be3pacT (4,6%). [Ipu nanuenTuTe, 1eKyBaHH caMo
C METOTpPEKCaT, YeCTOTaTa Ha CepUO3HUTE NHPEKIHHU € Oua 5,2% mpu MarueHTHTe Ha U HaJl

65 roaunu B cpaBHeHHE ¢ 2,7% NpyU MallMEHTUTE Mo 65 roauHu (BX. Touka 4.4).

C’BO6H_IaBaHe Ha 10A03MpaHd HCXCIIaHU PCAKITNN

Cro01aBaHeTo Ha TIOJJO3MPAHU HEeXEIIaH! PEeaklluy Clie]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOIYKT € BaKHO. ToBa IMO3BOJISIBA Ja PO IBIIKH HAOIIO/ICHUETO Ha CHhOTHOMIEHUETO IOJI3a/pPUCK 32
JICKapCTBEHUS POAYKT. OT MEAMIIMHCKUTE CIICIUAIMCTH CE M3UCKBA Jla ChOOIIaBaT BeIKa
MOJI03MPaHa HeXKEJIaHa PEeaKIlys Ype3 HaIlMOHAIHA CUCTEMa 33 ChOOIaBaHe, Moco4yeHa B [IpuiokeHue
V.

4.9 IlIpeno3upane

Crnyuan Ha ipefio3upaHe He ca choOmaBanu. [Ipunaranu ca equanaHn 1031 110 20 mg/kg 6e3 nmpossu
Ha TOKCUYHOCT.

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®apmakoAMHAMHMYHM CBOICTBA

dapMakoTepaneBTHYHA IPyIia: KMyHOCYIIPECOPH, UHXHUOUTOPH HAa TYMOP-HEKPOTH3UpaI] PaKkTop
anda (TNF,), ATC kox: LO4AB02

26



Inflectra e GuonornuHo ogo6€eH JekapcTBeH NpoaykT. [logpoOHa nHpOpMaIus e mperocTaBeHa Ha
yeOcaiita Ha EBporneiickara areHuus o nexapcrsara https:/www.ema.europa.eu.

Mexanus3sM Ha JEUCTBUE

WNndnukcumad € XUMEpHO YOBEIIKO-MHUIIE MOHOKJIOHATHO @HTUTSUIO C BUCOK aUHUTET KaKTO KbM
pasTBOpHMUS, Taka U KbM TpaHcmeMOpaHaust TNF,, Ho He u kbM muMpoTokcuH o (TNFg).

(I)aDMaKO JUMHAMWYHN ed)eKTPI

Nudnukcumad naxubupa GpyHknuonamnara aktuBHOCT Ha TNF, ipu u3cneBane ¢ roysiM Opoi

in vitro MeToax 3a OMoJOrnYHa akTUBHOCT. MH(pMKcrMab npeaoTBpaTsaBa pa3BUTHETO HA 0oJiecT IpU
TPaHCTEHHHU MUIIIKU, KOUTO OOJIEyBAaT OT IMOJIMAPTPUT B PE3YNITAT HA KOHCTUTYTUBHA EKCIPECHs Ha
yoBemkHn TNF,, a koraro ce mpuiara cjies OTKII0OUBaHEe Ha 00J1eCTTa, BOJH A0 Bh3CTaHOBSBAHE HA
CTaBHUTE €po3uH. [n vivo nHpmkcumad 0bp30 0Opa3yBa cTabuiiHN KoMIuiekcu ¢ doBemkus TNF,,
KaTo TO3M MPOLIEC MPOTHYA YCIIOPEAHO ChC 3arydara Ha OnonoruyHa akTUBHOCT Ha TNF,.

B craBHaTa TEYHOCT Ha MAllMEHTH C PEBMATOUAEH apTPUT CE€ YCTAaHOBABA MOBHILIEHA KOHLIEHTPALU HA
TNF, 1 Ta3u KOHIEHTpaLus KOpeJaupa ¢ akTUBHOCTTa Ha OosectTa. [Ipmiosxkennero Ha nHpIMKCUMA0
npu OOJIHU C pEBMATOMJICH apTPHUT BOJH JIO HaMalsiBaHe Ha MHQUITpalusATa Ha 3aCETHATUTE CTABU OT
KJIETKM Ha BB3MAaJICHUETO U OTpaHUYaBa eKCIPECHITa Ha MeIMaTOPH Ha KJIeThYHATa aIxe3us,
XEMOAaTPaKTaHTH, KaKTO M pa3pylIaBaHeTO Ha cTaBHUSA Xpywsu1. Cien nedeHnero ¢ nHGIMKcumMad npu
MAIMeHTHUTE Ce YCTaHOBSIBA MIOHMKaBaHE HAa CEPYMHOTO HUBO Ha MHTepyieBKUH 6 (IL-6) u
C-peaxtuBen nporenH (CRP) u noBuiiaBane HUBOTO Ha XEeMOTJIOOWHA MPH MAIMEHTH C PEBMATOUICH
apTpPUT, KOUTO Ca C MOHM)KEHO HMUBO HAa XeMOTJIOOWH, B CpPaBHEHHUE C U3XOAHUTE cToiHOCTH. He ce
YCTaHOBSBA 3HAUYMMO TOHIKaBaHe Ha Opos Ha TMMQOLUTHTE OT nepudepHa KpbB, HUTO HA
nposinepaTHBHUS OTTOBOP TIPH i1 Vitro MUTOTEHHA CTUMYJIAINS B CPABHEHUE C KIIETKUTE OT
HEJIEKyBaHU ManueHTH. [Ipy nanueHTy ¢ ncoprasuc JiedeHueTo ¢ MHQIMKCHMad BOU 110
OrpaHMYaBaHe Ha ENUICPMAIHOTO Bh3NAJCHUE U HOPMaJIM3HpaHe Ha JudepeHnuanmsaTa Ha
KepaTolUTHTE B IICOPHATHYHUTE TUTaku. KpaTkoTpaitHOTO Jieuenue ¢ nHIrMKcuMad Ha OOJTHU C
TICOPUATHYEH apTPUT BOJM 10 HaMaisiBaHe Ha Opost Ha T-KieTKkuTe U Ha KPHBOHOCHUTE ChJIOBE B
CHHOBHATA U ICOPUATUYHUTE MIJIAKH.

XHMCTOJOTMYHOTO M3CIICBAHE Ha OMOIICHH OT Je0esI0 YepBO, B3CTH IPEIH JICUSHUETO ¢ MHPIUKCUMa0
1 4 ceIMHIIN CIIe]] MPUIIOKEHUETO MY, TIOKa3Ba 3HAYUTENHO MoHmkaBaHe Ha TNF,. Jleuenuero Ha
narerTu ¢ 6onect Ha Crohn ¢ nHGIUKCHMAa0 € CBHP3aHO M ChC 3HAYUTEIHO MIOHMKaBaHEe Ha
cToriHocTUTE Ha YecTo nopuiieHus CRP. [Ipu nexkypanu ¢ nHGIMKCHUMAO MalueHTH OOLTUAT Opoil Ha
OenuTe KPbBHU KIIETKH B niepudepHa KpbB HE ¢€ IPOMEHS MHOTO, MaKap CTOMHOCTHTE Ha
TUMQOIUTUTE, MOHOITUTHTE ¥ HEYTPOPHUIIUTE J1a TIOKAa3BaT TEHACHIIMS KbM HOpManu3upane. [Ipu
JICKyBaHH ¢ HHPIMKCUMA0 MalueHTH MOHOHYKJICAPHHUTE KIICTKH OT IepudepHa KpbB ca ¢
HENPOMEHEH Mpor(epaTHBEH OTTOBOP MPH CTUMYJIAIUS B CPAaBHEHHE C HEJICKYBaHH MMAIlUCHTH, CIIC
JIeYeHNeTO ¢ MHPIMKCHMA0 He ce HaOIIt01aBa ¥ 3HaYMMa MPOMSHA B IPOAYKIUATA HA TUTOKHHU OT
CTUMYJIMPaHUTE MOHOHYKIICApPHHU KJIeTKH. V3cieiBaHeTo Ha MOHOHYKJICAPHU KIIETKH OT JIAMIHA
MPOIIPHS OT YPEBHA JINTABHIIA, B3€Ta Ype3 OMOIICHsI, IT0Ka3Ba, ue JICYCHUETO ¢ HHPIUKCUMAO BOIH 110
HamaJsiBaHe Ha Opos Ha KiIeTkuTe, ekcripecupaimu TNF, u nuarepdepos- y. Jombianrenau
XHMCTOJIOTUYHY U3CIIEIBAHUS MTOKA3BaT, Ue JICYCHUETO ¢ MHPIMKCUMAa0 BOIH JI0 HAMAJISIBaHE Ha
MHQUITPALMSITA Ha 3aCeTHATUTE OT 00JIECTTa YYaCThIM OT YepBaTa ¢ KICTKH Ha Bh3IAJICHUECTO U
HaMaJIsIBaHE Ha EKCIPECHSITa Ha MapKePH Ha Bh3IMAJICHUETO B ChIIUTE y4acThiM. MMa naHHu 3a
JIUTaBUYHO O3/IpaBsiBaHe, MMOJYICHH OT €HIOCKOIICKO M3CJIeIBAaHE HAa YPEBHA JINTABHIIA TTPH MAIHCHTH,
JIeKyBaHU ¢ HHIMKCHMAaO.

Kinnununa edrkacHOCT U 6€3001aCHOCT

Pesuamouoen apmpum npu 8b3pAacniiu

EduxacHoctra Ha nedyeHnero ¢ nHGIMKCUMAO € OlleHeHa B IB€ MHOTOLICHTPOBH, PaHIOMHU3HUPaHH,
nBoitHocneny, muioTHH knHu4HY npoyuBaHusi: ATTRACT u ASPIRE. U B nBete npoy4BaHus €
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Ouy1a mo3BOJIEHA €JHOBPEMEHHA yIoTpeOa Ha (oreBa KHCeInHa, epOpaIHi KOPTUKOCTEPOUIH
(< 10 mg/nHeBHO) W/MIU HecTepouAHU npoTuBoBb3nanureanu cpeactsa (HCIIBC) B nocTosHHH
T03H.

[IppBUYHUTE KpallHU TOYKHU ca OWJIM OBNA/sBAaHE HA MPU3HALUTE U CUMIITOMUTE, OLICHEHHU CIIOPEX
kpurepunte Ha AmepukaHckust Konex no Pesmaronorust (ACR 20 3a ATTRACT, ACR-N 3a
ASPIRE), npodunaktiupaHe Ha CTPYKTYPHO YBpeXKIaHe Ha cTaBata v (yHKIIMOHAIHO MOI00pEHHeE.
OBnaasiBaHETO HAa NPU3HALIMTE U CUMIITOMHUTE € JeHUHUpaHOo KaTo nogoopenue ¢ none 20%

(ACR 20) xakTo B Opost Ha OOJE3HEHHUTE, TaKa U Ha OTOYHHUTE CTaBH, KAKTO U B 3 OT CIIETHUTE

5 kputepus: (1) o0O1ma oreHka Ha jiekaps, (2) o01a oleHKa Ha manueHTa, (3) GyHKIMOHaIHA OlICHKA
Ha CTaBara, (4) omnpejeisaHe Ha CUilaTa Ha 0oJIKaTa [0 BU3yajHaTa aHAJIOrOBa cKaJia U (5) CKOpOCT Ha
yTasBaHe Ha epurpouutute win C-peaktuBer nporerH. ACR-N u3noisBa chIiuTe KPUTEPUU KaTO
ACR 20, nzumuciienu 3a Haii-cl1a00 U3Pa3eHOTO MOI00PEHKUE B OpOsl HA OTOYHUTE CTaBU U Opos Ha
OoJIe3HEHWTE CTABH, M MEJMaHaTa Ha OCTaBalIuTe 5 mokaszarens no kpurepuute Ha ACR.
CTpyKTYpHOTO yBpEXIaHE Ha CTaBUTE (EPO3UH U CTECHSIBAHE HA CTaBHATA LIETKa) KAKTO Ha CTABHUTE
Ha pblLIETe, TaKa U Ha CTaBUTE Ha KpakaTa, Ce OLICHBAILE 110 IPOMsIHATa B CPaBHEHHE C U3XOJHATA
cToiiHOCT Ha Mojudunupanus ckop no van der Heijde-Sharp (0-440). 3a onpenensitne Ha mpoMsiHaTa
Ha (U3MYECKOTO CHCTOSHIE B CPAaBHEHUE C M3XOAHOTO CE€ M3MOJI3BAIIE BHIIPOCHUKBT 3 OLICHKA Ha
3npaseto (BO3, 0-3 crenen).

B munanie6o-kortponupanoro npoyuBane ATTRACT e ouensiBan otroBopsT Ha 30, 54 u 102 cenmuia
npu 428 MalMEeHTH ¢ aKTUBEH PEBMATOUICH apTPHT, BBIIPEKH JICUCHUETO C METOTPEKCar.
Mpubmuzurenno 50% ca 6wy ot 111 pyHkimonaneH knac. [lanueHTrTe ca MoyryyaBaiy WiH mianedo,
i 3 mg/kg nmm 10 mg/kg napnukcumad Ha 0, 2 u 6 ceamuIia, cieji KOeTo — pe3 4 Wik § CeMUIIH.
Benuky nanpeHTH ca OMIM Ha MOCTOSIHHA J103a METOTpeKcar (cpenHo 15 mg/cenmMuyuno) B
MPOABIDKEHHE Ha 6 Mecela peJy BKIIOYBAHETO B IPOYYBAHETO U €A OCTABaJIM Ha ChILATA OCTOSHHA
7103a 10 BpeMe Ha ISTIOTO POYYBaHe.

Pesynrarute Ha 54 cenmuna (Bb3 ocHoBa Ha ACR 20, monuduunpanus ckop no van der Heijde-Sharp
u BO3) ca noka3anu Ha Tabmuna 3. [1o-Bucoka crenen Ha kimuaudeH otroBop (ACR 50 u ACR 70) ce
ycranoBsBa Ha 30 u 54 ceqMuIIa BEB BCHUKU TPYIIH, JIGKYBaHU ¢ HHPIMKCUMAO0, B CpaBHEHHE C
IpyNUTE Ha JICYUEHUE CaMO C METOTpEKCar.

3a0aBsHe Ha MPOrpecusaTa Ha CTPYKTYPHOTO YBPEKIAHE HA CTABUTE (EPO3HMH U CTECHSABAaHE Ha
CTaBHATA IIETKa) CE YCTAaHOBsIBA Ha 54 ceMUIla BEB BCUUKH TPYITH, JIEKYyBaHU ¢ HHPIUKCHMA0
(Tabmuma 3).

Edexrute, ycraHoBeHH Ha 54 ceqmuiia, ce 3aabpkat 1o 102 cenmuna. [lopaau 6post Ha ciiydauTte Ha
CIMpaHe Ha JICYCHUETO, 3HAUMMOCTTa Ha pa3sInKaTa MEXIY ABETE IPyNHU MalUeHTH — JIEKyBaHUTE C
WHQIMKCUMAO | JIGKYBAaHUTE CaMO C METOTPEKCaT, HE MOXKE JIa C€ OIPECIIH.

Tadauua 3
ACR 20, CTPpyKTYpHO yBpe:KIaHe Ha cTaBaTa U GU3NYECKO ChCTOsIHUE HA 54 cenmuIna,
ATTRACT

Nnpmukcumad®

Kontpors 3 mgk 3 mgk 10mgk 10mgk Bceuukn

arpymna® g g g g MallMEHTH Ha
mpe3 8  mpe34  mpe3 8 mpes 4 nHpIIKcUMad
CeIMUILl CEAMHI[ CeIMHI|  ceamun °
u u u u
IMaruentu ¢ orrosop ACR 20/ 15/88 36/86 41/86 51/87 48/81 176/340
OrnensiBanu manueHTH(%)° (17%) (42%) (48%) (59%) (59%) (52%)
0611 ckop? (MoauduLIUpan ckop
o van der Heijde-Sharp)
IIpomsiHa B cpaBHEHHE C 7,0+£10,3 13+ 1,6 £ 02+3,6 -0,7+ 0,659
M3XOJHATA CTOMHOCT (cpenHa + 6,0 8,5 3,8

SD¥)
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Nnpmukcumad®

Kontpors 3 mgk 3 mgk 10mgk 10mgk Bceuukn

arpymna® g g g g MTallMEHTH Ha
mpe3 8  mpe34  mpe3 8 mpes 4 nHpIUKcUMad
CEIMMIl  CEAMHI  CEAMMI  CeAMHUL[  °
u u u u
Menuana 4,0 0,5 0,1 0,5 -0,5 0,0
(MHTEepKBAPTUIICH AUAMa30H) (0,5-9,7) (-1,5- (-2,5- (-1,5- (-3,0- (-1,8-2,0)
3,0) 3,0) 2,0) 1,5)
[MarmenTtn 6e3 13/64 34/71 35/71 37/77 44/66 150/285
BJIOIIIABaHE/OLICHIBAaHH (20%) (48%) (49%) (48%) (67%) (53%)
narueHTH (%)°
IIpomsna BB BO3 cniopen 87 86 85 87 81 339
M3XOIHATa CTOMHOCT®
(oleHsBaHM TALIUEHTH)
Cpenno + SD¢ 0,2+0,3 04+ 0,5+ 0,5£0,5 04+04 04+04
0,3 0,4

a KOHTpOJIHA Tpyla = BCHYKH MAIMEHTH C aKTHBEH PA, BBIIPEKH JIEYCHUETO C METOTPEKCAT B IIOCTOSTHHA
J103a B IPOABIDKCHNE Ha 6 MeceIla ey BKIIIOYBAHETO, KaTO ca OCTaHAIM Ha MTOCTOSTHHA 1032
METOTpEeKcaT 110 BpeMe Ha IIpoydBaHeTo. J{omyckano ce € ChbBMECTHOTO MPUIIOKEHUE B TOCTOSIHHU
IIO3H Ha mepopaniu koprukocrepouau (< 10 mg/nuesHo) w/nnu HCIIBC, u ca naBaHu 100aBKH C
(onmeBa KucenuHa.

b BcnukM manyeHTH Ha MHQIMKCHMAO ca MOy9aBaId U METOTPEKcar ¢ (DOJIMeBa KHCEINHA, a HIKOH — U
koptukocteponau uw/mmu HCIIBC.

¢ p<0,001 3a Bcsika rpyma Ha JiedeHne ¢ MHGIMKCUMa0 Cpelly KOHTPOJIHATA IpyIIa.

d mo-BHCOKHTE CTOHHOCTH O3HAYaBaT ITO-TEKKO CTABHO YBPEkKIAHE.

e BO3 = BbsnpocHuk 3a OI[eHKa Ha 3APaBETO; MIO-BUCOKUTE CTOHHOCTH 03HaUaBaT M0-C1a00 U3pa3eHO

YBpEXIaHe.

B npoyusanero ASPIRE e oniensiBan oTroBopsT Ha 54 ceamuna rnpu 1 004 nanueHTH, HEJIEKyBaHH 10
MOMEHTA C METOTPEKCaT, C aKTUBEH PEBMATOMJICH apTPUT C MaJIKa TaBHOCT (IaBHOCT Ha 6oiecTTa

< 3 rogunu, menuana 0,6 ToguHN, MeTraHa Ha OpOst OTOYHH U OOJIE3HEHH CTaBH CHOTBETHO 19 1 31).
Benuky nanmeHTH ca OMIM OUI0KEH! Ha JISYeHUe ¢ METOTpeKcar (103a, ONTUMHU3UpPaHa Ha

20 mg/ceaMuuHO Ha 8 cenMuIla) B KOMOMHALMSA C 1Uiare0o0 uin nadaukcumad B 103a 3 mg/kg nnm

6 mg/kg Ha 0, 2, u 6 ceamuIia, CleJ] KOSTO BEIHBXK Ha 8 cenMuIy. Pesynrarute Ha 54 cenMuiia ca
npencraBeHu B Tabmuma 4.

Ha 54 ceamuiia oT jie4eHHETO C IBETE 103U MHPIMKCUMA0 + METOTPEKCaT € OTYCTCHO CTATUCTHYCCKU
3HAYMUMO TIO-TOJIIMO TTOA00pEHNE Ha TPU3HAIIUTE ¥ CHMIITOMUTE B CPAaBHEHHE C MOHOTEPAIIHSTA C
METOTpEKCaT, KaTo OI[CHKaTa € HalpaBeHa Bb3 OCHOBA Ha MPOIICHTA MMAIUEHTH, TIPYA KOUTO €
nocturnat ACR 20, 50 u 70.

Han 90% ot nauuenture B ASPIRE ca umanu noHe 2 noaxoasuiy 3a HHTEpIpeTaus
pentrenorpadun. Ha 30 u 54 cenqmunia B rpymnara Ha JieueHHe ¢ HH(IMKcHMal + MeToTpeKcarT e
YCTaHOBEHO IMO-U3pa3eHo 3a0aBsHEe Ha CKOPOCTTA Ha MPOrPecHs Ha CTPYKTYPHOTO YBpPEXKIaHE B
CpaBHEHUE C rpylara Ha MOHOTEpANUs C METOTPEKCaT.
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Tabnauua 4
ACR-N, CTpyKTYpHO YBpe:KkIaHe HA cTaBaTa U puznuecko cberosinne Ha 54 ceqmuna, ASPIRE

HNudnukcumad + MTX
[Trane6o + MTX 3 mg/kg 6 mg/kg Kombunmnpano
Bpoit pannomMu3upany narueHTH 282 359 363 722

[Ipouent Ha nogobpenue cropex ACR

Cpenno + SD? 24,8 £ 59,7 37,3+£52,8 42,0+473 39,6 + 50,1
IIpomsiHa B CpaBHEHHE C M3XOIHATA

CTOMHOCT Ha MOJAM(HUIIUPAH CKOP IO van

der Heijde-Sharp®

Cpenno = SD*? 3,70 £ 9,61 0,42 +£5,82 0,51 +5,55 0,46 £+ 5,68

Menuana 0,43 0,00 0,00 0,00
ITonobpenune BsB BO3 B cpaBHEHHE C

M3XO0JHAaTa CTOMHOCT—CPEIHO 3a IIepHoIa

ot 30 mo 54 ceamuia’®

Cpenno + SD¢ 0,68 + 0,63 0,80 + 0,65 0,88 + 0,65 0,84 + 0,65

a p<0,001 Bcska rpymna Ha JieueHHe ¢ HHOIMKCUMAO Cpely KOHTPOJIHATA rpyIa.

b  MO-BHCOKHTE CTOMHOCTH 03HAYaBaT MO-TEKKO CTABHO YBPEIKIAHE.

¢ BO3 = BsnpocHuk 3a OIleHKa Ha 37PaBETO; I0-BUCOKUTE CTOMHOCTH O3HAYaBaT MO-c1ab0o U3pa3eHo
yBpEXIaHe.

d p=0,030um<0,001 chOoTBETHO 3a rpyNHUTE Ha JIeUeHUE ¢ HHPIMKcuMab B 1o3a 3 mg/kg u 6 mg/kg cpenry
wiane6o + MTX.

JlaHHUTE, KOUTO MOAKPEIST TATPUPAHETO Ha J103aTa IIPH JICUCHUETO Ha PEBMATOMICH apTPHT, ca OT
npoyuBanusita ATTRACT, ASPIRE u START. START e pangomusnpano, MHOTOIICHTPOBO,
JBOMHOCIIAIO, IIapallesIHO I'PYIIOBO IIpoyuBaHe 3a O0e3omacHocT ¢ 3 pameHa. B eqHo oT pameHaTa
(rpyna 2, n = 329), npu nayeHTUTe C HEAOCTaThYCH OTTOBOP € AOIMYCKAaHO TUTPUpPAHE Ha 103aTa C IO
1,5 mg/kg — ot 3 mo 9 mg/kg. [lpu mo-ronsimata yact (67%) OT TE3U MaMEHTH HE CE € Hatarajo
TUTpUpaHe Ha go3aTa. OT MalMeHTUTe, IPU KOUTO € OMII0 He0OX0IMMO TUTPUpPAHE Ha J103aTa, MPH
80% e mocTUrHaT KIMHUYEH OTTOBOP, a IPH Mo-roysiMaTa yacT (64%) ot Ts1x e Ouna Heodxonuma
caMo eJHOKpaTHa KopeKuus Ha go3ata ¢ 1,5 mg/kg.

Bbonecm na Crohn npu ev3pacmuu

Hnoykyuonno nevenue npu cpedno medxcka 0o medicka 6onecm na Crohn 6 akmusen cmaouii
EdukacHocTTa Ha €THOKPATHO NPUIIOKEHNE Ha HHPIIMKCUMA0 e Ouia oneHeHa npu 108 maruenTH ¢
aktuBHa Oonect Ha Crohn (mHAekc 3a akTuBHOCT Ha OonectTta HAa Crohn (CDAI) > 220 <400) B
PaHIOMU3UPAHO, IBOMHOCIAIO, M1a1e00-KOHTPOIMPAHO MIPOYUYBAHE 103a-0TTOBOP. 27 OT

108-Te manmeHTH ca oMM JeKyBaHu ¢ HHMIMKcHMa0 B IpenopbpuBaHaTa g03a ot 5 mg/kg. Benuku
MAIMEHTH ca OMIM ¢ HEeJOCTAaThYHO MOBIHMSIBAHE OT MpEIIIecTBalla CTaHapTHa Tepanus. [IpoTokorbT
€ MO3BOJISIBAJl €THOBPEMEHHO MpHJIaraHe Ha CTaHJapTHH Tepaluy B IIOCTOSIHHU 103U U 92% ot
MaIMEHTHTE ca TPOIBIDKIIIH J1a TIONy4aBaT Te3U TePaInH.

[IppBHYHATa KpaiiHa TOUKA Ha IPOYYBAHETO € OMiIa OMpeNeNIIHETO Ha IPOLIEHTA NallUeHTH, IPH KOUTO
€ MOCTUTHAT KIMHUYCH OTroBOp, AeuHupan kato nonmwkenre Ha CDAI ¢ > 70 Touku Ha 4 ceqmuLa B
CpaBHEHME C U3XOJHaTa CTOMHOCT, Oe3 /1a ce Hajara OoBUIIIaBaHEe Ha J103aTa Ha PUJIaraHuTe
JIEKapCTBEHU MPOIYKTH MM orepanus 3a 6oaectra Ha Crohn. [lanmenture, oTroBOpuiIn Ha

4 cepMuna, ca Ouim mpocneasBanu 1o 12 ceamuna. Bropuunure KpaiiHu TOYKH Ha IPOYYBAHETO
BKJIIOYBAT OIpEJIENsIHE Ha MPOLIEHTA MallMeHTH, KOUTO ca B KIIMHUYHA pEMHUCHS Ha 4 ceMuIa

(CDAI < 150) u ompenensiHe Ha KIIMHAYHHS OTTOBOP 32 MO-IBJIBI IEPHO.

Ha 4 cenmuna, cien eqHOKpaTHO IpuiioxeHue, npu 22/27 (81%) oT manueHTUTe, JIEKyBaHH C
nHpakcuMa0o B 103a 5 mg/kg, € mocTUrHaT KIMHUYEH 0TroBop cpeuty 4/25 (16%) oT manueHTuTe,
noyuniu mianeoo (p < 0,001). Coio Ha 4 ceamuua npu 13/27 (48%) ot nekyBaHuTe ¢
nHpIMKCMMa0 ManueHTy e mocturHara knuangHa pemucus (CDAI < 150) cpemry 1/25 (4%) ot
ianebo-rpynata. [loBinusBaHeTo € 3ano4YBaio Ha 2 ceIMUIA Cie]] MPHIIOKEHUETO, KaTo € IOCTUTAIO
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MakcuMyM Ha 4 ceamuna. [Ipu nocnennara Bu3ura Ha 12 ceqmuma 13/27 (48%) oT JeKyBaHHTE C
nHGIMKCMMAa0 TAIMEeHTH BCE OIIe ca MMOKa3Balli MPU3HAIY Ha TTOBIIHSBaHE.

Tlooovporcawo nevwenue npu cpedno medicka 0o megicka borecm na Crohn npu 8v3pacmuu 8 aKmueeH
cmaoutl

EduxacHoctTa Ha IeU€HHETO C MHOTOKpAaTHU MH(Y3UH HHPIMKCUMA0 € Ouiaa 00eKT Ha 1-TouIIHO
kinuHIgHO npoyuBane (ACCENT I).

O6m10 573 manuenTy ¢ yMepeHa 10 TeKka akTuBHa gopma Ha O6onectta Ha Crohn (CDAI > 220 < 400)
ca OMJIH JIeKyBaHH ITbPBOHAYATIHO ¢ eAHOKpaTHa MHPy3us B 1o3a 5 mg/kg na ceamuua 0,178 ot 0010
580 BxutoueHH B npoyuBaneTo narueHTn (30,7%) ca omu ¢ Texkka Gopma Ha Oostectra (CDAI > 300
W CHITBTCTBAIIO JICYCHUE C KOPTHKOCTEPOUIN H/HITH HMYHOCYTIPECOPH ), KOETO ChOTBETCTBA Ha
nomynanusaTa, AepuHupana B nokazanusTa (Bx. Touka 4.1). Ha 2 ceqmuiia npu BCHUKM HalMEHTH €
Ouyia HampaBeHa OlleHKa Ha KIMHUYHOTO TIOBJIHSABAHE U ca OWIIM PaHJOMU3UPAHH B €/IHA OT

3-Te TpyIU Ha TOAIBPIKAIIO JICUEHHE: C MPUIIOKECHUE Ha TUIae0o, ¢ MpUIIoKeHHe Ha HHPIMKCUMa0

5 mg/kg u ¢ mpunoxenue Ha nHGukcumad 10 mg/kg. U 3-te rpynu ca mosryyaBajii MHOTOKPaTHU
nHdy3uu Ha 2 ¥ 6 ceaMHULA, CIIe] KOETO — Ha BCEKH § CEAMUIIH.

Ot pangomusupanure 573 nanuentH, npu 335 (58%) KIMHUYEH OTrOBOpP € OWJ MOCTUrHAT Ha
cenmuna 2. Te3u nauneHTy ca onpeaeneHd KaTo OTTOBOPHIIN HA CEAMMULA 2 U ca BKIIOYCHH B
nbpBUYHUS aHAW3 (BK. Tabnuma 5). OT nanueHTuTe, onpeIeieH! KaTo HEMOBIHSIN ce Ha
cenmuna 2, npu 32% (26/81) ot rpynara, nmony4asaia mianeto, u 42% (68/163) ot rpynara Ha
nedeHne ¢ nHGIMKCUMa0, € IOCTUIHAT KIMHUYEH OTTOBOp Ha cenmuia 6. Cies ToBa B TpPyIHTE HE €
MMaJIo pa3iiuKa M0 OTHOIIEHHE Ha KbCHUS OTTOBOP.

ChpBMeCTHUTE IPBUYHH KpalHU TOYKH ca OWJIM ONpeielisTHe Ha MPOIEHTa MAIlUeHTH, TIOCTUTHAIH
knuHIgHA pemucus (CDAI < 150) Ha ceamuma 30 u BpeMeTo 10 3ary0a Ha OTrOBOp A0 cenMuIa 54.
[NonmkaBaHe Ha J103aTa HA KOPTHKOCTEPOUINUTE € OMIIO IOMTyCKaHO Ciie]] ceiMuna 6.

Tabumna 5
EdexT BbPXY 0TTOBOpa ¥ NPOLEHTA HA MOCTHTaHe Ha pemucusi, 1aHHA 0T ACCENT I
(oTroBOpMJIM Ha ceMuNA 2)

ACCENT I (oTroBopuiu Ha ceqmua 2)
% MaIMEHTH

Hoanwpxkario IMoaawpixamio Hoaabpxkaio
JICUCHHUE JICUCHHE C JICUCHUE C
[Tnane6o uHpaKCUMad nH}pIMKCUMab
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-croitHOCT) (p croitHOCT)
Menunana Ha iepuoa Jo 3aryba Ha 19 ceqmunm 38 ceqmuiu > 54 ceqmunu
OTTOBOp 0 ceamuiia 54 (0,002) (<0,001)
Cenmuna 30
Knunuyen otroBop? 27,3 51,3 59,1
(<0,001) (<0,001)
Knunnuna pemucus 20,9 38,9 45,5
(0,003) (<0,001)
Pemucus 6e3 npuem Ha koptukoctepouau 10,7 (6/56) 31,0 (18/58) 36,8 (21/57)
(0,008) (0,001)
Ceamuna 54
Knuauden otroBop® 15,5 38,1 47,7
(<0,001) (<0,001)
Knuangna pemucust 13,6 28,3 38,4
(0,007) (<0,001)
Tpaiitna pemucus 6e3 mpuemMm 5.7 (3/53) 17,9 (10/56) 28,6 (16/56)
Ha KOPTHKOCTEpPOHIn® ’ (0,075) (0,002)

a  Ilonmxkenne Ha CDAI > 25% u > 70 TOUYKH.
b  CDAI< 150 na cenmuma 30 u 54, 0e3 marMeHTHT J1a € MOJTyYaBal KOPTHKOCTEPOUIH Ipe3 3-Te Mecema
npean ceaMuna 54 (3a MmarueHTH, KOUTO U3XOJHO Ca MOTy9aBald KOPTUKOCTEPOHIN).

31



3anoyBaiiku oT ceqmuna 14, npy nanyeHTUTe, OTTOBOPHIIN HA JIEUEHUETO, HO MPU KOUTO
BITOCJICICTBHE KIIMHUYHUIT OTTOBOP CE € 3aryOuJI, € IOMyCKaHo MpeMUHaBaHe Ha 103a HHPIMKcHMa0
¢ 5 mg/kg mo-BrucoKa OT 103aTa, Ha KOSITO 110 HAa4ao ca panaoMu3upand. OcemieceT 1 JeBeT
nporenta (50/56) oT marMeHTuTe, MPH KOUTO KIMHIUYHUAT OTTOBOP € OWII 3aryOeH TpH MO LTHPIKAIIO0
neuenue ¢ nHpukcumad B 1o3a 5 mg/kg, cien cenmuna 14 ca OTTOBOPHIIN HA JICYEHHETO C
nHpukcumab B 1o3a 10 mg/kg.

Ha cemvmunm 30 1 54 B rpynaTa HauyeHTH Ha TOAIbPIKALIO JICYeHUE ¢ MHPIUKCHMA0 € YCTaHOBEHO
nog00peHHe 0 OTHOLICHHE Ha TI0KAa3aTeNIUTE 32 KAYeCTBO Ha KHUBOT, HA CBBP3AHUTE ChC
3a00JIIBAHETO XOCTIUTAIM3AIMH M Ha IPUJIAaraHeTO Ha KOPTUKOCTEPOUIH B CPABHEHHUE C TpyraTa
MaIMEHTH, TOTy4aBad 1amneo.

Nudparkcumad cbe ninm 6e3 AZA e OligHEH B paHIOMH3UPaHO, JBOWHOCIIAIIO TPOYYBAHE C
pedepentes npoaykT (SONIC) npu 508 Bb3pacTHU MALMEHTH ChC CPEIAHO TEIKKA 10 TEKKA 00JIECT Ha
Crohn (CDAI > 220 < 450), xouTO HE ca MoJyyaBajay MpeJu ToOBa OMOIOTHYHH MPOAYKTH WIN
UMYHOCYTIPECOPH H Ca UMaJId MeAMaHa Ha MPOIbDKUTETIHOCT Ha 3a0oisiBaneTo 2,3 roaunu. Ha
M3XO0JIHO HUBO 27,4% OT MallMeHTHUTE ca MOIyYaBajid CHCTEMHH KOpTHKOcTepouau, 14,2% ot
MalMeHTHUTE ca Noxy4daBanu Oyne3onu u 54,3% oT nauueHTHTe ca morydaBaiu 5-ASA cbeANHEHHS.
[NanmenTuTe ca paHAOMH3HUPAHU J1a oTydaBaT AZA MoHOTepanusi, *HPIUKCUMa0 MOHOTEPAIUS HITH
KOMOHMHMpaHa Tepanus Ha nHdaukcumado iroc AZA. Madaukcumab e npuiarad B 1o3a oT 5 mg/kg
Ha ceamuu 0, 2, 6 1 ciell ToBa Ha Bceku 8 cenmuiin. AZA e naBaH B J1o3a ot 2,5 mg/kg nHeBHo.

[IppBUYHATA KpaiiHa TOYKa HAa POYYBAHETO € OMiia KITMHUYHA PeMUCHS 0e3 KOPTHKOCTEPOU/T Ha
cenmuna 26, nepunupana kato nanueHTy B kimangHa pemucus (CDAI ot < 150), kouTo moHe 3a

3 ceIMUIM He ca MPHEMaNY IEPOPATHA CUCTEMHHA KOPTUKOCTEPOUAH (IPEIHU30H UM EKBUBAJICHT)
unu Oyzne30Hu] B 1032 > 6 mg/nHeBHO. 3a pe3ynraTu BrkTe Tabnuua 6. [IpolueHThT Ha MAUeHTHTE C
03]IpaBsiBaHE Ha JIMTaBUIaTa Ha cenMUIa 26 € OU CUTHU(HUKAHTHO MO-BUCOK B TPYIIHTE HA
nHpaukcumad wioc AZA (43,9%, p <0,001) u uadpnukcumad kato monotepanus (30,1%, p = 0,023)
B CpaBHEHHUE ¢ rpymnaTta Ha AZA kato moHotepanus (16,5%).

Tao0auna 6
IIpoueHT ManMeHTH JOCTUTHAJM 10 KJINHUYHA PeMUCHSA 0€3 KOPTHKOCTEPOH/] Ha
ceqmumna 26-SONIC

AZA WNupnukcumabd kato  KoMmOuHHpana Tepanus
KaTo MOHOTEpanus MOHOTEpanus Nudnukcumabd + AZA
Ceagvuna 26
Bceuuku pannoMusupany nauueHTH 30,0% (51/170) 44,4% (75/169) 56,8% (96/169)
(p=0,006)" (p<0,001)"

* P-cTOIHOCTHUTE TPEACTABAT BCSKa IPyIia Ha JieueHne ¢ MHGIMKCUMab cpeiry AZA KaTo MOHOTepanmusl.

CXOAHU TeHACHINH 32 TIOCTUT'aHE Ha KJIMHUYHA peMHCHUS 0€3 KOPTUKOCTEPOU ca HabJo1aBaHu Ha
cenmuna 50. B nonpnnenue, ¢ nnpnrkcumad ce HaOMro1aBa Mo100pPEHO Ka4eCTBO Ha KHUBOT
n3mepeno upe3 IBDQ.

Huoykyuonno nevenue npu ucmynuzupawa, akmusua 6orecm na Crohn

EdukacHocTTa ¢ Oniia olieHEeHa B paHIOMHU3UPAHO, JBOWHOCIIAIO, TUTAIe00-KOHTPOIMPAHO TPOYUBaHE
npu 94 nanuenTy ¢ ucrynusupaiia 6onect Ha Crohn ¢ JaBHOCT Ha (PUCTYIIUTE MTOHE 3 Mecella.
Tpuiicer 1 eanH OT MaMEHTUTE ca OMIH JeKyBaHH ¢ HHpaKcuMab B no3a 5 mg/kg. [IpubnuzurenHo
93% oT maIMeHTUTE MPEAU TOBA ca OWJIM JICKYBaHHW C aHTUOMOTHUIN MM KMYHOCYTIPECOPH.

JlonyckaHa e eTHOBpeMEHHa yrnoTpebda chC CTAaHJAPTHH TEPaIKU B MOCTOSIHHA 11033, ¥ 83% oT
MaIMEHTHUTE ca TMPOIBIDKUIIN J1a TIONy4aBaT Te3u Tepanuu. Ha marpenTute ca npaBeHu 3 HHPy3UU Ha
iane6o win napaukcumad Ha 0,2 u 6 cenmuna. [leproabT Ha poCyeasIBaHe Ha MAIUESHTHTE € OWIT
1o 26 cenmuty. [IspBUUHaTa KpaifHa TOYKa Ha IPOYYBAHETO € OMIIa OonpeiessiHe MPOLIeHTa MallUeHTH,
MPU KOWTO € MOCTUTHAT KIIMHUYCH OTTOBOP, Ac(UHUpPAH KaTO HAMaJICHUE B CPABHEHHE C U3X0{HATA
cTorHOCT ¢ > 50% Ha Opost Ha (GUCTYIIUTE ChC CEKPELUS IIPH JICK HATUCK, YCTAHOBEHO IPH ITOHE /1B
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IOCJICA0BAaTCIIHUN BU3UTHU (npes 4 CG,Z[MI/II_II/I), 0e3 Ja CC HaJlara IOBHUIIIABAHC HA 103aTa Ha IIPpUJIaraHUuTeC
JICKApPCTBCHU IMPOAYKTHU WUJIK OIICpALlUs 34 oonectTa Ha Crohn.

Knuangen otroBop e 6mn nocturHar npu 68% (21/31) ot nanmenTure, JeKyBaHu ¢ HHQIMKCHUMa0 B
no3a 5 mg/kg, cpemry 26% (8/31) ot manmentute, nomyuni mianebo (p = 0,002). Menuanara Ha
nepuoja 10 MOsBa Ha OTIOBOP B IpylaTa NallMeHTH, JIEKyBaHU ¢ HHPIUKCUMa0, € Omia 2 ceqMuLu.
MenuanaTa Ha IPOABIHKUTEIIHOCTTa Ha OTTOBOpa € 12 cenmumu. OCBEeH TOBA, 3aTBapsSHE HA BCUUIKU
¢ductynu e 6uI0 MOCTUTHATO TpH 55% OT MaLMEHTHUTE, JIEKyBaH! C HHPIMKCUMAO0, JOKATO B T1ae0o
rpynata — npu 13% ot nanuenture (p = 0,001).

Tlooovporcawo nevenue npu gucmynusupawa, akmusua bonecm na Crohn

EduxacHoctra Ha MHOTOKpaTHU HH(Y3UH HHPIMKCUMAO0 MPH NAlMeHTH ¢ GucTynmu3upania 60JecT Ha
Crohn e Ouna oreHeHa B eqHoroauHo kauHudHo mpoyuBane (ACCENT II). O6mro 306 ca ounu
JISKyBaHH ¢ TPUKPATHO NpUiIoKeHHe Ha nHpIukcumad B 103a 5 mg/kg Ha 0, 2 u 6 cenmuiia. B
HA4YaI0TO Ha MPOy4BaHEeTo 87% OT MalMeHTUTE ca UMalM epraHainu puctynu, 14% - puctynu Ha
KopeMmHata cteHa, 9% - pekroBaruHaiau ¢puctynu. Menuanara Ha CDAl e 180. Ha 14 cenqmuna

282 marueHTH ca OWJIN OIEHEHH 32 KIIMHUYEH OTTOBOP M PaHIOMH3UpPaHH J1a TOJIyYaBaT Wi miamnebo,
nnu nHpauKkcuMad B go3a 5 mg/kg npe3 8 cenmunu 10 46 cenmuna.

OtroBopunute Ha ceamuna 14 (195/282) ca Owim aHanu3upaHy 3a MbPBUYHATA KpaifHa TOYKA -
BPEMETO OT PaHIOMHU3HUPAHETO 110 3arybaTa Ha otroBop (Bxk. Tabmuiia 7). [loHnkaBaHe Ha j03aTa Ha
KOPTHUKOCTEPOUINTE € AOMYCKAHO Clies ceaMuuna o.

Tadauuna 7
EdexT Bbpxy orroBopa, ganuu ot ACCENT II (orroBopuiu Ha cenmuua 14)
ACCENT II (otroBopmiu Ha cenMuna 14)

ITonabpxanio Tlopnbpxaiio p-CTOMHOCT

JIEUEeHHE JIEUEHHE C

[Tae60 uHpIMKCHMa0

(5 mg/kg)

(n=99) (n=96)
Menunana Ha iepuoja 1o 3aryba Ha 14 cenmuin > 40 cegMuLHA < 0,001
OTrOBOp A0 ceamuua 54
Ceamuna 54
OTroBop Mo OTHOIIEHUE HA 23,5 46,2 0,001
¢ucrymute (%)?
[IbneH 0TTOBOp MO OTHOIIICHHUE Ha 19,4 36,3 0,009

¢ucrynure (%)°

a Hawmanenue ¢ > 50% B cpaBHEHHE ¢ U3XOIHUS OpOil HAa ceKpeTHpamy GUCTYIIH 3a MEPUOT
>4 ceMHULIM.

b IIpnHa nunca Ha cekpeTHpany GUCTYIIH.

3anmouyBaiKku OT ceaMuIia 22, mpy MalueHTUTE, OTTOBOPIIIN Ha JICUSHUETO, HO TIPU KOUTO
BITOCJIC/ICTBHE KIIMHUYHUAT OTTOBOP € OWJI 3ary0eH, € JOMyCKaHO IPeMHHaBaHe Ha aKTUBHO IOBTOPHO
JieueHHe Ha BCEKU 8 ceaqMHLM ¢ HHPIUKCHUMal B 1032, 0-BUcoka ¢ 5 mg/kg oT no3ara, Ha KOATO MO
Hadayo ca Ownn pangomuzupand. OT MalUEHTUTE B Tpynara Ha jiedeHue ¢ nadpmukcnmad 5 mg/kg,
KOHUTO ca MPEeMHUHAIIM Ha HOBaTa cXxeMa Iopajau 3aryda Ha OTTOBOP 10 OTHOLICHHE HA (QUCTYIIUTE CIICH
cenmuna 22, 57% (12/21) ca oTroBopuiy Ha MOBTOPHOTO JieueHue ¢ nHpaukcumad B no3a 10 mg/kg
Ha BCEKHU 8 CEMMIIM.

Mexay rpynara Ha jiedeHue ¢ HHpIuKcuMad u manedo rpymnara HiMa 3Ha4YUTEIHa pasinKa B
MPOIICHTA MAIIMEHTH, TIPY KOWUTO 3aTBapsHETO Ha GucTynuTe ce 3aabppxa Ha 54 ceqmuna, KakTo | 1o
OTHOUICHUE Ha MPOKTANTHsI, abcriecy M NHPEKIMH Ha MUKOYHHUTE ITBTHINA U OpOsl Ha HOBOTIOSIBHIIH C€
B X0/1a Ha JICYCHUETO (PUCTYIH.

Mopnwspxkamoro nedeHne ¢ MHPIUKCHMAa0 Ha BCEKU 8 CEIMUIIM 3HAYUTEITHO € HAMAaJIHJIO CBbP3aHHUTE

¢ bomectTa XOCUTAIN3AalUU U OIICPAllA B CPABHCHHUC C MPUJIIOKCHUCTO Ha rmaue60. OcBeH TOBa ca
ounun YCTAaHOBCHHU U HaMaJIIBAHC HAa HYKAaTa OT KOPTUKOCTCPOUIU U HO,I[O6p$IBaH€ Ha Ka4€CTBOTO Ha
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KHUBOT.

Yauepozen xonum npu 6v3pacmuu

Be3zonacHocTTa M epukacHoCTTa Ha NedeHueTo ¢ uHaukcumad ca onenenu B ase (ACT 1 u ACT 2)
PaHIOMU3UPaHH, ABOHHOCIIEIH, TIAe00-KOHTPOIUPAHH KIMHUYHN POYYBaHUs IIPU BB3PACTHU
MAIMeHTH C YMEPEH J0 TeXbK aKTUBEH yirepo3eH koiaut (Mayo ckop 6 no 12; Engockorncku ckop

> 2) c HeOCTaThYEeH OTTOBOP HAa KOHBEHIIMOHAJIHA TepaNHus [IepopaTHi KOPTUKOCTEPOUIN,
aMHHOCATHLWIATH W/WIH uMyHOMoaynaTopu (6-MP, AZA)]. JlomyckaHo € ChbITBTCTBAIIO
MPUIOKEHUE HA TIEPOPATHA aMUHOCATUIIIIATH, KOPTUKOCTEPOUIA K UMYHOMOTYJIATOPU B CTAOMITHU
no3u. M B 1BeTe Mpoy4yBaHUs MALMEHTUTE Ca PAaHJOMU3UPAHH B TPU IPYIH — IbpBaTa C MPHIIOKCHUE
Ha 11anebo, BTopara U TpeTaTa CbOTBETHO C mpuiioxkenue Ha 5 mg/kg nadmukcumad u 10 mg/kg
nHpaukcumad Ha 0, 2, 6, 14 u 22 cenmurnia, a B ACT 1 — u Ha 30, 38 1 46 cenmuna. CiupaHe Ha
JICYEHUETO C KOPTHUKOCTEPOUIN Ce I0MycKa ciel] 8 CeIMHUIIa.

Taoauna 8
EdexT BbpXY KJIMHUYHUS OTTOBOP, KIMHMYHATA PEMUCHSI U JINTABUYHOTO 03/IpaBsiBaHe HA 8 U
30 cexmuua.
O6mu gannu ot ACT 11 2.
‘ HNudnukcumad

[Trae60 5 mg/kg 10 mg/kg Oobmo
Pannomusupanu nanueHTu 244 242 242 484
[IpoueHT NMaNMeHTH ¢ KIMHUYEH OTTOBOP U TPaeH KJIUHUYEH OTTOBOP
Knununyen otroBop Ha 8 ceamuia® 33,2% 66,9% 65,3% 66,1%
Knunuuen otrosop Ha 30 cenmuiia® 27,9% 49,6% 55,4% 52,5%
Tpaen oTroBop
(KIMHUYEH OTTOBOD U Ha 8, U Ha
30 cenmuia)® 19,3% 45,0% 49,6% 47,3%
I[poueHT NanMeHTH B KIMHAYHA PEMUCHS U TPaifHA peMHUCHSA
Knunangna pemucust Ha 8 ceqmuria® 10,2% 36,4% 29,8% 33,1%
Knunnuna pemucust Ha 30 ceamuiia® 13,1% 29,8% 36,4% 33,1%
Tpaiina pemucus
(pemucus u Ha 8, u Ha 30 cenmuIta)® 5,3% 19,0% 24,4% 21,7%
[IpoueHT MANMEHTH ¢ TUTABHYHO 03IPaBABaHE
JluraBuuHO 03ApaBsiBaHE HA
8 cemmuiia® 32,4% 61,2% 60,3% 60,7%
JluraBuuHO 03ApaBsiBaHE HA
30 cenmuia® 27,5% 48,3% 52,9% 50,6%

a p<0,001 3a Bcsika rpyrma MaMeHTH Ha JICYCHHE ¢ HHPIHKCUMAa0 cperry miamneoo.

B npoyuBaneto ACT 1 e onensiBana eUKacHOCTTa Ha JICYCHUETO ¢ MHPIUKCUMAO 110 54 ceaMuIia.
Ha 54 cenmuna 44,9% oT nanueHTHTe B IPyNUTE HA JieueHUe ¢ HHQIMKcHMab ca OTroBapsiId Ha
KpUTEpHUUTE 3a KIMHUYEH OTTOBOP, AOKaTO B manedo-rpynata — 19,8% (p< 0,001). Ha 54 cenqmuua B
IpyNuUTE Ha JieueHne ¢ NHPIMKCUMAO TIPH MO-TOJISIM TPOLIEHT OT MAlIMEHTUTE ca OWJIN TIOCTUTHATH
KJIIMHAYHA PEMECHSI M IUTABUYHO O37paBsiBaHE B CpaBHEHHE C rpymaTa Ha miaiebo (crotBeTHO 34,6%
cpenty 16,5%, p< 0,001 u 46,1% cpenry 18,2%, p< 0,001). Ha 54 ceqmuiia mponeHTHT Ha MIAITUCHTUTE
C TpaeH OTTOBOP W TpaiiHa peMHCHs € OWJI ITO-BUCOK B TpyIara Ha JIedeHue ¢ MHPIMKCHMa0,
OTKOIIKOTO B II1atedo-rpymnara (cbotBeTHO 37,9% cpeuty 14,0%, p< 0,001; u 20,2% cpermy 6,6%,
p<0,001).

Crniupane Ha kopTtukoctepornnute Ha 30 1 54 ceqmuIa U 3abpKaHe Ha KITMHUYHATA PEMUCHS € OUII0
BB3MOKHO MPH MO-TOJISIM IPOLIEHT OT NAlMEHTUTE B TPYIIUTE HA JICUCHHE C HHPIMKCUMAO, OTKOIKOTO
B tiane0o-rpynara (22,3% cpemy 7,2%, p < 0,001 3a 30 ceamuna, coopun nannu ot ACT 1 u ACT 2;
21,0% cpemy 8,9%, p = 0,022 3a 54 ceqmurna o ganau ot ACT 1).

Ananu3bT Ha cOopHute ganuu oT npoyusanusitTa ACT 1 u ACT 2 u TexHUTE NPOIBIKEHUS,

MOKpHUBaAILl BpEMETO OT HAYaJIOTO HAa MPOYYBAHCTO A0 CCAMMUILIA 54, IMOKa3Ba HAMAJICHUC HAa CBbP3aHUTC
C YJIICpO3HUA KOJUT XOCIMUTATIU3AUN U XUPYPIrUiIHU MHTCPBCHIIUH IIPU MMAIUCHTUTE, JICKYBAaHU C
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nHpmkcuMad. CBbp3aHUTE € YILEPO3HHUS KOIUT XOCIUTAIM3ALNH ca 3HAYUTEITHO I10-MaJIKO B
rpynuTe Ha JieueHue ¢ nHdaukcumad B 103a 5 u 10 mg/kg B cpaBHEHHE ¢ TpyIiaTa MalMeHTH Ha
iane6o (cpeaen Opoit xocnuranuzamuu Ha 100 manuenToroaunu: 21 u 19 cpemry 40 B rpymara Ha
tane6o; cbotBeTHO p = 0,019 u p = 0,007). BposiT Ha cBBp3aHUTE C YIEPOIHHUS KOIUT XUPYPTHUHH
WHTEPBEHLIMH CHILO € 3HAYUTEIHO [T0-MaIbK B IPYNUTE Ha JieueHHe ¢ nHpuKkcumad B 103a 5 u

10 mg/kg B cpaBHeHUe ¢ rpynara Ha mianedo (cpeleH Opoil XUpypruyHu HHTEPBEHLUH Ha

100 maruentroroguau: 22 u 19 cpemry 34; crotBeTHO p = 0,145 u p = 0,022).

[IponeHThT Ha MAIIMEHTHTE, TPU KOUTO € HAIIPaBEeHA KOJICKTOMUS B KOMTO U J1a € MOMEHT ITpe3
MBPBUTE 54 CEIMHIIN clie]l ITbpBaTa HHY3WS Ha MPOYUYBAHUS POIYKT, € ChOpaH u 00padOTeH Bb3
ocHoBa Ha npoyuBanusaTa ACT 1 u ACT 2 u texnute npoabnkeHus. Komekromus e HanpaBeHa pu
MO-MaJIKO MAIMEHTH OT Tpymara Ha jJeyeHue ¢ nHpuukcumad B 1o3a S mg/kg (28/242 unu 11,6%
[N.S.]) u oT rpynara Ha yiedenue ¢ nHpaukcuMab B no3a 10 mg/kg (18/242 wmm 7,4% [p = 0,011]),
OTKOJIKOTO MPH MalMEHTUTE OT Ipyrnara Ha miarebo (36/244; 14,8%).

HamansBanero Ha yecToTaTa Ha KOJIEKTOMUHUTE € TIPOYUYEHO M Bb3 OCHOBA Ha JAHHUTE OT JPYTO
panaoMu3upaHo aAoitHocsno npoyusane (C0168Y06) npu xocnutanu3upanu naqueHTy (n = 45) c
YMEPEHO TEXBK JI0 TEXBK aKTHBEH YJILIEPO3€H KOJIUT, KOUTO HE CE MIOBIUABAT OT MHTPABEHO3HU
KOPTHKOCTEPOUIN U KOUTO CJIEI0BATENHO Ca C MOBHILEH PUCK 3a KOJIEKToMUs. B pamkuTe Ha

3 Mecenia OpoST Ha KOJIEKTOMHUUTE € OWJI 3HAYUTEITHO TIO-MATBK TP MAIUEHTHTE, IOy YU
enMHNYHA 032 HHPIMKcHMao 5 mg/kg, B cpaBHEHHE C MAIIMEHTHTE, MOTYYHIH MU1anedo (CbOTBETHO
29,2% cpemy 66,7%, p = 0,017).

ACT 1 u ACT 2 noka3zBat, 4ye HHPIUKCUMa0 Mo100psABa KaYeCTBOTO Ha HUBOT, KOETO CE
MOTBBPXKIAaBA KAKTO OT CTATUCTHYECKH 3HAYMMOTO MOJ0OpEHHE B CIeUUGUIHHS 32 3a00JIBaHETO
BBIIpocHUK IBDQ, Taka ¥ OT MOA00pEHUETO B FTEeHEPUIHHS KPAThK (GOPMYJISIp 3a IPOYYBaHE C

36 Touku SF-36.

AHKMJZOSMDCIW CNOHOUAUM npu 8v3pacniiu

B 1Be MHOTOLIEHTPOBH, ABOMHOCIIEIH, TIAIe00-KOHTPOIUPAHH TPOYIBAHUS Ca OLIEHEHU
epuKacHOCTTa U 0€30MacHOCTTa Ha MHPIUKCHUMA0 MPH NMAMEHTH C aKTUBEH aHKUIJIO3UPAILl CTIOH TUITUT
(Bath Ankylosing Spondylitis Disease Activity Index [BASDAI] ckop > 4 u rppOHauna 601ka > 4 1o
ckana ot 1 mo 10).

B mepBoTO nipoyuBane (P01522), koeto e ¢ 3-mMeceuna jaBoiHOCHANA (aza, 70 manueHTH ca
noy4asaiu win o 5 mg/kg nadpmukcumad, wm miaunedo Ha ceqmuna 0, 2 u 6 (o 35 nauueHTH BbB
Besika rpyna). Ha cenmumna 12 mamueHTH OT rpynara, nojrydyaBamia mianedo, ca mpeMUHa I Ha
nedenue ¢ nuHpaukcumad S5 mg/kg Ha Bceku 6 ceamuliy o ceamuia 54. Cien mbpBaTa roJuHa Ha
NPOYYBAHETO, IPU 53 MAIIMEHTH TO € MPOABIDKIIO KaTO OTKPUTO MPOCIIEASBAIIO0 IPOYyYBaHE JI0
cenmuna 102.

B®B BTOpoTO KitnaMyHO mipoyuBaHe (ASSERT), 279 manuenTtu ca 6uiu paHAOMU3MpPaHU Aa
nomydvasat wiH mwianedo (I'pyna 1, n = 78), unn 5 mg/kg nundaukcumad (I'pyma 2, n =201) Ha
cenmuna 0, 2 1 6, ciael KOeTo Ha Bceku 6 ceqMuiy o ceamuiia 24. Cien ToBa BCUYKY ITAI[UEHTH ca
MPEMHUHAIM Ha MHPJIMKCUMa0 Ha BCeKU 6 ceamuiy a0 ceamuiia 96. [anuentute ot ['pyna 1 ca
nony4asaiu 1o 5 mg/kg nndnukcumad. B I'pyna 2, 3amouBaiiku ¢ nuady3usra Ha cenmuna 36,
narmerTute ¢ BASDAI > 3 nipu 2 mocneaoBaTenHd BU3NTH, ca Tody4aBaiy 1o 7,5 mg/kg
nHpIMKCUMa0 Ha BCEKH 6 CeIMUIM 10 ceamuiia 96.

B ASSERT mnomoOpenne o OTHOIIEHHE HA MTPU3HAIIMNTE M CUMITTOMUTE ce OTOeIsI3a OIIe Ha
cenmuna 2. Ha ceqmuia 24, OposTt Ha manudeHTHTe, oTroBoprin mo ASAS 20 kputepuute, ¢ 15/78
(19%) B mnane6o-rpymnara u 123/201 (61%) B rpynara Ha jieuenue ¢ 5 mg/kg nadaukcumad
(p<0,001). ITpu 95 naumenTu ot I'pyna 2 neyenneTo e npoabkuio ¢ 5 mg/kg Ha Bceku 6 ceaAMHULIN.
Ha cenmumnia 102, 80 manmeHTH ca Ouiau Bee olile Ha JedeHue ¢ nHpmkcnmad u oT Tx 71 (89%) ca
nokpust ASAS 20 kpuTepuuTe 3a OTTOBOP HA JICUEHUETO.
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B P01522 nogobpenue no oTHOIIEHHE HA IPU3HALIUTE U CUMIITOMUTE CHIO Ce 0TOENA3Ba OllIe Ha
cenmuna 2. Ha ceamuia 12 6posit Ha nokpusaiiutre BASDAI 50 ckopa e 3/35 (9%) B mane6o-
rpynara u 20/35 (57%) B rpynarta Ha yiedenue ¢ S mg/kg unduukcumad (p< 0,01). ITpu 53-ma
MAIMEHTH JICYCHUETO € MpoaAbDKuiIo ¢ 5 mg/kg Ha Bceku 6 ceamuuu. Ha ceamuna 102, 49 nanuenTu
Bce ole ca ouin Ha jJedeHne ¢ nHpumkcumad u ot Tx 30 (61%) ca mokpunu BASDAI 50
KPUTEPHHUTE 32 OTTOBOP.

W B nBete mpoyuBaHUsS (PU3NIECKUTE BH3MOKHOCTH M KA4E€CTBOTO HA JKHUBOT, onpeeneHu upe3 BASFI
ckopa (Bath Ankylosing Spondylitis Functional Index) u 4upe3 kacaermre GU3MIECKOTO ChCTOSHUE

BBIIPOCH Ha KPATKUs BBIIPOCHUK 33 KauecTBO Ha KMBOT SF-36, chIllo moka3BaT 3HAUMMO MTOI00pEHHE.

Ilcopuamuuen apmpum npu 8b3pacmuu

E(i)I/IKaCHOCTTa 1 0€30MacHOCTTa Ha JICUEHHETO C I/IH(I)J'II/IKCI/IM36 Ca OLCHCHHU B IBC MHOT'OIICHTPOBH,
,Z[BOﬁHOCJ'IeHH, HJ'IaI.Ie60—KOHTpOJ'II/IpaHI/I OpOy4YBaHUA MPU MANUCHTU C AKTUBCH IICOPUATUYCH aPTPUT.

B mepBoTo knuanuHO npoyuBane (IMPACT) edukacHocTTa 11 Oe30macHOCTTa Ha JIEYEHUETO C
nHpKcUMa0 ca oneHeny nipu 104 manuedTy ¢ monuapTHKyIapHa ¢popMa Ha aKTUBEH IICOPUATHICH
aptpurt. [To Bpeme Ha 16-ceqmuuHaTa BOMHOCHAMNA (ha3a, manueHTuTe (1o 52 BB BCSIKA IPyIia) ca
noJstyuaBaiy Wi napiukcumad S5 mg/kg, wiu mianedo, Ha 0, 2, 6, u 14 ceamuna. Ot 16 cenmuiia
MAIUEHTHTE OT IIanedo-rpynara ca mpeMUHaIM Ha JedeHre ¢ MHQIMKCHMA0, KaTo Be4e BCUIKH
MAIMEHTH ca MoJTy4aBay 1mo 5 mg/kg nHpIMKCUMad BeIHBK HA BCCKU 8 CEIMUIMU 10 ceaMuIia 46.
Crnen n3TM4aHe Ha MbpBaTa FOJMHA OT MIPOYYBAaHETO, 78 MAalMEHTH ca OCTAaHAIM Ha JICYeHHUE 10

98 cenMuIa KaTO OTKPUTO IIPOYUBAHE.

BB BTOpoTO KitmanuHO npoyuBaHe (IMPACT 2) edukacHocTTa 1 6€30I1aCHOCTTA Ha JICUSHHETO C
nHpIMKCUMa0 ca orieHeHu npu 200 ManueHTH ¢ aKTUBEH MICOPHATHYEH apTPHT (> 5 OTOYHH CTaBH U
> 5 6one3nenu crasu). [Ipu 46% OT manMeHTHTE € MPOABIKABAJIO U JICUCHHUE C METOTPEKCAT B
cTabuiHa 103a (< 25 mg/cenmuuno). [1o Bpeme Ha 24-ceaMUuHaTa JBOMHOCIIATA (ha3a, MAUEHTHTE
(o 100 BBB Besika Tpyma) ca mojaydaBain ik nHbaukcumad S5 mg/kg, wiu mianedo, Ha 0, 2, 6, 14 u
22 cepmuna. Ot 16 cenmuna 47 nanuenTH ot mianedo-rpynara ¢ < 10% nogobpenue B cpaBHEHHE C
HAYaJI0TO Ha MPOYYBAaHETO M0 OTHOLICHUE KAKTO Ha OTOKA, Taka U Ha OOJIKaTa B CTaBHTE, Ca
3aroYHai MHAYKIIMOHHO JieueHue ¢ nHpIMKkcuMad (paHHo npeBkirouBane). Ot 24 ceiMuIa BCUUKH
MalMeHTH OT Iane0o-rpynara NpeMUHABAT HA HHAYKIIMOHHO JieueHHe ¢ HH(IMKcHMab, KOeTo €
MPOABILKIIIO 0 46 cenMuUIa IpH BCUYKH MALlUEHTH.
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OcHoBuHuTE pe3ynTaTy 1o otHomenue Ha epukacHocTTa oT IMPACT u IMPACT 2 ca npencrasenu B
Tabmuna 9 no-noiy:

Taéauua 9
IMPACT n IMPACT 2 — Edexr Ha jedyennero Bbpxy ACR n PASI
IMPACT IMPACT 2*
[Mnane6o  Undnukcuma  Uupmukcuma  [Tnane6o Nupmukcuma  MHbmukcuma
(16 0 0 (24 0 0
ceamuna) (16 cemmuna) (98 cenmuria) CeZIMMIIA) (24 cenmumia) (54 ceqmuna)

Pannomusupanu 52 52 N/A? 100 100 100

MAIMCHTH

Otrosop mo ACR

(% oT manpeHTUTE)

N 52 52 78 100 100 100
Otrosop ACR 20* 5 (10%) 34 (65%) 48 (62%) 16 (16%) 54 (54%) 53 (53%)
Otrosop ACR 50* 0 (0%) 24 (46%) 35 (45%) 4 (4%) 41(41%) 33 (33%)
Otrosop ACR 70* 0 (0%) 15 (29%) 27 (35%) 2 (2%) 27 (27%) 20 (20%)

Otrogop o PASI

(% ot nanuenture)®

N 87 83 82
Otrosop PASI 1 (1%) 50 (60%) 40 (48,8%)

75**

*  Uzpwpmen [TT-ananms, kKaTo MalMEHTHTE, 32 KOUTO HAMA JaHHU, ca CMITaHHU 32 HCOTTOBOPHIIN Ha
JICYCHHUETO.

a Jlagaute ot 98-a cenqmuna B IMPACT BriltoYBaT KaKkTO MAIUCHTH, PEMUHANN OT IUIae0o Ha
nHpIUKCUMA0, Taka U MMAUCHTH, JISKyBaHU C HHOIUKCUMA0 U POIBIDKIIA B OTKPUTO IMPOYYBAHE.

b Ilamuentu ¢ PASI > 2,5 B Hauanoto Ha eueHneTo B IMPACT u manueHTH che 3acsaraHe OT IICOPHa3uc Ha
> 3% oT TeJjlecHATa ILIOI] B HayayoTo Ha jeuyenneTo B IMPACT 2.

** OrroBop PASI 75 ue e BitoueH B IMPACT nopaan mankus 6poit; p< 0,001 3a nHpmukcumad cpenry
miane6o Ha 24-a cenmuna 3a IMPACT 2.

B IMPACT u IMPACT 2 xiauHHMYEH OTTOBOp € HaOIIi01aBaH olle Ha 2-a ceaMulla, KaTo ce 3abpxKa
CBOTBETHO 10 98 cenmuia u 54 cenmuna. JleueHneTo € ehUKacHO KaKTO ChC CHITBTCTBALIOTO
MPUIOKEHHE HAa METOTPEKCAT, Taka U KaTo MOHOoTepanus. [Ipu nexyBanuTe ¢ HHGIMKCUMAO MaUeHTH
€ OTYETEHO MOHW)KaBaHEe Ha CTOWHOCTHUTE HA TIapaMeTpUTe, TUITWYHH 32 reprudepHa aKTUBHOCT Ha
MCOpUaTHYCH apTPUT (KaTo Opol Ha OTOYHHUTE CTaBH, OpOit Ha OOJNIE3HEHUTE CTaBH, JaKTHJIUT U
EHTE30IaTHs).

B IMPACT 2 ca oneHsiBaHH PSHTICHOJIOIMYHUTE TpoMeHH. HanpaBeHu ca peHTreHorpaduu Ha
JUTaHWUTE W XOJIMJIaTa U3X0QHO, Ha cenmunia 24 n Ha ceamuiia 54. Ha cenmuna 24 neueHueTo ¢
nH}pIMKCUMa0 MoKa3Ba 3a0aBsHe HAa CKOPOCTTa HA MPOrpecHs Ha Mepu(epHOTO CTABHO YBPEXKIAHE B
CpaBHEHHE C MPWIOKEHUETO Ha IJanedo (MbpBUYHA KpaiiHa TOYKa), H3MEPEHO Ype3 MpoMsHaTa B
CpaBHEHHE C M3XO0IHATA CTOMHOCT Ha 001us Moauduipan ckop Ha van der Heijde-Sharp (vdH-S
ckop; cpenuusT ckop + SD e 0,82 + 2,62 3a mnauebo-rpynara u -0,70 £+ 2,53 3a rpynara Ha JeYCHHUE C
uHpmkcumad; p< 0,001). B rpynara Ha nedenne ¢ uHPIUKCUMad cpegHaTa MpoMsiHa Ha OOLIHs
Momudunupan vdH-S ckop ocrasa mon 0 u Ha ceamuna 54.

[Ipu nexyBanuTe ¢ MHGIUKCMMAO MAMEHTH € HAOII0AaBaHO U 3HAYMMO (PyHKIIMOHATIHO Mogo0peHue,
oT4eTeHO Bb3 ocHOBa Ha BO3. B3 ocHOBa Ha BhIIpocHTE 3a (U3NUECKA AKTUBHOCT U TICHXHYHO

cberosinue B SF-36 € oTueTeHo 1 3HaYUMO 1mo100peHue Ha KkauecTBOTo Ha )kuBoT B IMPACT 2.

Ilcopua3zuc npu 6v3pacmuu

EduxacHocrra Ha nedyeHnero ¢ nHGIMKCUMAO € OlleHeHa B IB€ MHOTOLICHTPOBH, PaHIOMHU3HUPaHH,
nsoiiHocienu npoyusBanusa: SPIRIT u EXPRESS. B nBete npoyuBaHus ca BKIIOUEHH MALUEHTH C
XPOHUYEH IICOPHA3UC C TICOpHATHIHM iaku (¢ > 10% 3acsrane Ha TenecHaTa MOBBPXHOCT U PASI
ckop > 12). OcHOBHaTa 1e U B IBETE NPOYYBAHUS € Aa CE€ OLICHHU NMPOLEHTHT NAllMEHTH, IPH KOUTO Ha
10 ceamuna e moctTuraro nogodpenue ¢ > 75% na PASI B cpaBHeHue ¢ U3X01HATa CTOHHOCT.
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B SPIRIT e ouenena epukacHocTTa Ha HHGIMKCHMa0 KaTO HHAYKLMOHHO JiedeHue npu 249 nauueHtu
C TICOPUATUYHU TUTaKH, JIeKyBaHU peau ToBa ¢ PUVA uinu cucteMHu JIekapcTBeHH Ipenaparu. B
pa3IMYHUTE TPy ca npuiiarany uHpiaukcumad B 1o3a 3 mg/kg, nndnukcumad B 1o3a 5 mg/kg nim
mnane6o karo nHPy3us Ha 0, 2 u 6 ceamuna. [laupenTure ¢ > 3 ToOUkM ciopes OLIEHKATa Ha JieKaps ca
CMSITaHH 33 IOKA3aHU 3a JOIIbIIHUTENHA HHDY3Hs Ha 26 cenMuIa.

B SPIRIT nporenTsT manuentu, mpu kouto Ha 10 cenmuia e mocturaat PASI 75, e 71,7% B rpymara
Ha nedenue ¢ 3 mg/kg nadaukcumad, u 87,9% B rpynara Ha nedenue ¢ 5 mg/kg nndauxcuma,
nokaro B marebo-rpynara — 5,9% (p < 0,001). Ha 26 ceqmunia, 20 ceaqmunu ciies mociegHaTa
WHAYKIHOHHA 71034, oTroBOp PASI 75 e mocturnar mpu 30% oT maneHTuTe B rpymnaTa Ha JISUeHHE C
5 mg/kg nadnukcnmad, u pu 13,8% ot nanueHTuTe B rpynaTa Ha neueHue ¢ 3 mg/kg nHpaukcumad.
Mexay 6 u 26 ceqMuLIa CHMOTOMHTE Ha IICOpUa3uca MOCTENEHHO peLIMBIpaxa, KaTo MeAuaHara Ha
nepuoJa 10 penuauB Ha 6osectta € > 20 cenmuiy. He e HaOmonasan rebound-geHomeH.

B EXPRESS e oneHeHa epukacHOCTTa Ha MHIYKIIMOHHATA U TIOAbPIKaIaTa Tepamus ¢
nH}pmKcuMad npu 378 mauueHTH ¢ ICOPUATUYHU MIaky. [lannenTuTe nomydyaBaxa win
nHmkcumab B n1o3a 5 mg/kg, wim mnauedo karo uaysun Ha 0, 2 1 6 ceamuLa, NOCIEBAHN OT
MOABPIKAIIO JICUCHUE — HHPY3UH TIpe3 § ceaMuIly 10 22 ceMHULIA B TpyIiaTa Ha Iuiane0o, u 10

46 ceqmuua B rpynara Ha nHGaKcuMad. Ha 24 cegmuia nanueHTUTe oT mianedo-rpymnara
MpeMUHaxa Ha MHAYKIHUOHHO JieueHue ¢ nHdankcumad (5 mg/kg), mociaeaBano oT moaabpskaina
tepanus (5 mg/kg). [lcopnazuchT Ha HOKTHUTE € OlleHeH Ype3 MH/eKca Ha TeXeCT Py NCOpUasuc Ha
Hoktute (NAPSI). [Ipeau newenuero ¢ uadpmukcumad, 71,4% OT marreHTuTe ca OUiIH JIEKYBaHH C
PUVA, metoTpekcar, UMKIOCHOPHUH WM allUTPETHH, BBIPEKU Y€ HE BCHUKHU ca OWJIM C pe3UCTEHTHA
Ha Tepanus Gopma. OCHOBHHTE pe3ynTatu ca npejacraBeny B Tadbnuma 10. B rpynara Ha nekyBaHuTe
¢ nH(MKcuMab MalMEeHTH Ollle Ha IbpBaTa BU3UTa (BTOpa ceMHUIIa) € HabmoaaBaH otroop PASI
50, a Ha BTOpara Bu3uTa (1ecta ceamuna) — orroBop PASI 75. E¢ukacHoctTa B rpynaTta naueHTH,
JIEKyBaHH IIPeIH TOBA ChC CUCTEMHH JIEKApPCTBa, € CXOAHA ¢ 00m1ara e(uKacHOCT B IPOY4BaHETO.

Tadauna 10
Otrosop o PASI, otroBop no PGA u npoueHTa naijdeHTH ¢ M34MCTBaHe HA BCHYKU HOKTH HA
10, 24 u 50 cenmuna B EXPRESS

ITnaue6o — HNudnukcumad
Nudnukcumad 5 mg/kg
5 mg/kg
(12 24 cenmuna)

10 ceamuna

N 77 301
> 90% nogobpeHue 1 (1,3%) 172 (57,1%)*
> 75% nonobpenue 2 (2,6%) 242 (80,4%)*
> 50% nomobpeHwme 6 (7,8%) 274 (91,0%)
OrieHka Ha Jiekapsi — n34ucTBane Ha HOkTuTe (0) UITK JIEKO 3acsAraHe
Ha HoktHTe (1) 3 (3,9%) 242 (82,9%)®
Orienka Ha Jiekaps — u3urctBane Ha Hoktute (0), JIeKo 3acsiraHe Ha
HokTHTe (1) MM yMepeHo U3pa3eHo 3aciaraHe Ha HakTuTe (2) 14 (18,2%) 275 (94,2%)®
24 cexMHuIIA

N 77 276
> 90% nogo0peHue 1(1,3%) 161 (58,3%)*
> 75% nonobpenue 3 (3,9%) 227 (82,2%)*
> 50% nogo0penue 5(6,5%) 248 (89,9%)
OreHka Ha Jiekaps — U34ucTBaHe Ha HokTuTe (0) MK JIeKo 3acaraHe
Ha HOKTHTE (1) 2 (2,6%) 203 (73,6%)*
Orienka Ha Jiekaps — u3urctBane Ha Hoktute (0), JIeKo 3acsirane Ha
HokTHTe (1) MM yMepeHo u3pa3eHo 3aciaraHe Ha HakTuTe (2) 15 (19,5%) 246 (89,1%)*
50 ceamuIa

N 68 281
> 90% nogobpeHme 34 (50,0%) 127 (45,2%)
> 75% nonobpenne 52 (76,5%) 170 (60,5%)
> 50% nonobpenue 61 (89,7%) 193 (68,7%)
OreHKa Ha Jiekaps — U34ucTBaHe Ha HokTuTe (0) MK JIeKo 3acaraHe
Ha HokTHTe (1) 46 (67,6%) 149 (53,0%)
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[Tnane6o — Nudaukcumad
Nudnukcumad 5 mg/kg
5 mg/kg
(12 24 cenmuna)

OreHka Ha Jiekaps — n3uncTBaHe Ha HokTuTe (0), IeKo 3acsAraHe Ha

HokTuTe (1) MK yMepeHO U3pa3eHo 3acsraHe Ha HakTuTe (2) 59 (86,8%) 189 (67,3%)
M3yncTBaHe HA BCHYKH HOKTH®

10 ceqmuria 1/65 (1,5%) 16/235 (6,8%)
24 ceqmuria 3/65 (4,6%) 58/223 (26,0%)*
50 ceamuia 27/64 (42,2%) 92/226 (40,7%)

a. p<0,001 3a Bcsika rpyma Ha JieyeHne ¢ MHQIMKCUMa0 Cpelly KOHTPOJIHATA IpyIIa.

b. n=292.

¢. AHaiM3bT € HalpaBeH Bb3 OCHOBA HA U3XOAHMUS Opoif ManueHTH ¢ ncopuasuc Ha Hoktute (81,8% ot
naruenture). Cpexnute n3xoaau pesynrati mo NAPSI ca 4,6 u 4,3 chOTBETHO 3a TpyIaTa Ha JISUEHHUE C
nHpauKcuMab u 3a miamnedo rpymnara.

3HaunMO MoJ00peHe 0T U3X0IHOTO HUBO € Jokazano npu DLQI (p < 0,001) u npu pesyarature ot
¢usnyeckara u ncuxuiecka kommnonenta Ha SF-36 (p < 0,001) npu Besiko cpaBHsBaHE Ha

KOMIIOHCHTH.

HeI[I/IaTDI/I‘-IHa TIOoIyJIanusa

Bonecm na Crohn npu neduampuunu nayuenmu (6 0o 17 2oounu)

B mpoyuBanero REACH 112 manuenTu (Ha Bb3pacT oT 6 10 17 roauHu, Meiana Ha Bb3pacTTa

13,0 ronuam) ¢ ymepeHa 1o Texkka akTuBHa Oonect Ha Crohn (Meauana 40, ciopen CDAI npu
MeAUATPUYHH MALMEHTH) 1 HEAOCTaThYCH OTTOBOP HA CTAHAAPTHO JIedeHue ca nomyumwid 5 mg/kg
nHpaukcumad Ha 0, 2, u 6 ceamuiia. Bcuuku manyeHTH € TpssOBaio aa ObaaT Ha cTabuiHa 103a 6-MP,
AZA v MTX (35% oT 151X ca mosmyyaBajiy 1 KOPTUKOCTEPOUAN Ha N3X0AHO HUBO). [lanuenTure,
KOHTO IO MPELCHKa Ha M3CIIeI0BAaTENINTE ca MOCTUTHAIN KIMHUYEH OTTOBOp Ha cenmuna 10, ca
PaHJIOMHU3UPAHU Ha MTOAIbPXKAIIO JeueHue ¢ nHpIuKcuMad 5 mg/kg npes 8 uiu npe3 12 ceaMuIiy.
[Ipu 3ary0a Ha 0TrOBOpa MO BpeMe Ha MOAIBPKAIIOTO JIEYeHHE € OMII0 TT03BOJIEHO MPEMUHABAHE Ha
no-Bucoka no03a (10 mg/kg) n/unu npunoxxeHne Ha NO-KpaTKu UHTepBanu (mipe3 8 ceamunn). Takosa
MIpeMUHABaHe € OWJIO HAPaBeHO IIPH TPUAECET U ABaMa (32) oreHuMHU NeAUaTPUIHU HaIlACHTH

(9 ygacTHHIIM OT TpyIiaTa Ha IPWIOKEHHE MIPe3 8 CEMMUIIM U 23 yJaCTHUIM OT TpynaTa Ha
npuioxenue mpes 12 ceqmuum). Crnen npeMUHaBaHETO, IPH ABAJIECET M YETUPH OT TE€3U HalUeHTH
(75,0%) KIMHUYHHUAT OTTOBOP CE€ € Bh3CTaHOBHIL

[IponeHThT Ha yYaCTHUIIMTE ¢ KJIMHUYEH OTroBop Ha ceamuna 10 e 6mn 88,4% (99/112). [IpoueHTHT
Ha YYaCTHHUIIUTE B KIIMHUYHA peMucus Ha ceamuna 10 e oum 58,9% (66/112).

Ha ceqmuna 30 npoueHTHT Ha YYaCTHULIUTE C KIMHUYHA PEMUCHS € OWII O-BUCOK B rpynara Ha
MOAIBPIKAIIO JeueHue npe3 8 cenmuiiu (59,6%, 31/52), 0OTKOJIKOTO B Ipynara Ha IO IbpPKAIIO0
neuenue npe3 12 cenmuiu (35,3%, 18/51; p=0,013). Ha cenmunia 54 crorinoctute ca 6w 55,8%
(29/52) 1 23,5% (12/51) cpOoTBETHO 3a rPyNHTE HA MOATBPIKALLIO JIeueHHe npe3 8 u npe3 12 ceamuun
(p<0,001).

Hannu 3a ¢puctynute ca nonydenu ot PCDAI ckoposete. Ot 22-Ta y4aCTHUIH, KOUTO U3XOAHO ca
umany GucTynu, B rpynuTe Ha MOALBPIKAIIO JeueHue npe3 8 u 12 ceqmunn 63,6% (14/22), 59,1%
(13/22) u 68,2% (15/22) ca nmany meJIHA PpEMHCHS 110 OTHOIIICHHE Ha (PUCTYIIUTE CHOTBETHO HA
cenmuna 10, 30 u 54.

B JOITBJIHCHHEC Ca ounu YCTAaHOBCHHU CTATUCTHYCCKH U KIIMHUYHO 3HAYNMU HOIIO6peHI/I$[ 10
OTHOIICHUE HAa KAYCCTBOTO HA )XUBOT M BUCOYMHATA, KAKTO M 3HAYUTCIIHO HaMaJIIBaHC Ha J103aTa Ha

KOPTUKOCTCPOUAUTEC, CPABHCHU CIIPSIMO U3XOAHO HHUBO.

Yaueposzen konum npu deya (om 6 0o 17-200uwina ev3pacm)

BeszonacnoctTa 1 epukacHOCTTa HA MHPIUKCUMA0 ca OLIEHEHH B MHOTOLICHTPOBO, PaHIOMHU3HPAHO,
OTKPUTO, TTApajeTHO TPyNoBo KIMHUYHO npoyuBane (C0168T72) mpu 60 neanaTpuyHH MallMeHTH Ha
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BB3pacT oT 6 10 17 rogunau (MeauaHa Ha Bb3pacTTa 14,5 ToANHM), C yMEPEH 10 TeXbK aKTHBEH
ynuepo3eH KouuT (0T 6 10 12 Touku no Mayo; > 2 moATOYKH €HAOCKOIICKHU), C HEAOCTaThUeH OTTOBOP
KbM KOHBEHIIMOHAIHUTE Tepanuu. M3xonHo 53% 0T nanueHTUTe ca 1nojlydyaBajld UIMyHOMOAYJIUpaIla
tepanus (6-MP, AZA w/umu MTX) u 62% 0T nanMeHTHTe ca MoIy4aBaid KOPTHKOCTEPOU/IH.
CrniupaHe Ha JICYUEHHETO C UMYHOMOAYJIATOPU M KOPTUKOCTEPOUIH € OUIIO0 pa3peiieHo Cliek

cenmuna 0.

Benuky nanmeHTH ca momydwiid WHAYKIMOHHA Tepanus oT 5 mg/kg nadnukcnmabd Ha cenmuna 0, 2 u
6. [TarmmenTrTe, KOUTO HE Ca OTTOBOPHIIU HA JICUEHHETO ¢ MHpIUKCHMA0 Ha ceamuma 8 (n = 15), He ca
MOJTy4aBajIy MMOBEYE JICKAPCTBEH MPOIYKT U ca OCTaHAJIH 3a MPOcjeasBane Ha Oe3omacHocTTa. Ha
cenMuua 8, 45 manyeHTy ca paHIOMHU3HUPaHHM U ca rmoyiydaBaiu 5 mg/kg nadaukcumad Ha BCEKU

8 ceMuUIM WM Ha BCeKH 12 ceMUIM KaTo MO TbprKalla Teparusl.

[IpoleHTHT NAlMEeHTH ¢ KIIMHUYEH OTroBOp Ha ceamuiia 8 ¢ omi 73,3% (44/60). KnuHUYHUAT OTTOBOP
Ha ceAMHULA 8 € OMII CXOAEH MEXAy MAHMEeHTUTE ChC MM 03 ChIIbTCTBAIa UMYHOMOLYTHpAIla
Tepanus Ha u3XoaHo HUBO. KnHnynata pemucust Ha ceamuua 8 e 6una 33,3% (17/51), uamepeno
Ype3 TOUYKOB MHJEKC 32 aKTUBHOCTTA Ha neAuaTpuuHus yimneposeH koiaut (PUCAI).

Ha cenMuna 54, mpoueHTHT Ha MAUEHTHUTE B KIIMHUYHA peMucus, nsmepeHa upe3 PUCAI touku, e
38% (8/21), B rpynara Ha Mo IbprKalllo JieueHne Ha Bceku 8 ceamuiiu u 18% (4/22), B rpymnara Ha
MOAIbPKAIIO JieueHue Ha Bceku 12 cenmury. [Ipu manmenTure, momy4aBaiy KOPTUKOCTEPOUAN Ha
W3XOAHO HUBO, IPOLEHTHT MALMEHTH B PEMUCHS U HENOIy4aBaIld KOPTUKOCTEPOUIN TIpe3

54 cenmuria ¢ 6mi 38,5% (5/13), B rpynara Ha MOAAbPIKAIIIO JiedeHHe Ha Bceku 8 ceqmuiiy u 0%
(0/13), B rpynara Ha MOAIbPIKAIIIO JICUCHHUE Ha BCEKH 12 ceIMUIIN.

B ToBa npoyuBaHe € MMaio MoBeye MalUeHTH B IpynaTa Ha Bb3pacT oT 12 10 17 roanHu, OTKOJIKOTO B
rpymnara Ha Bb3pact ot 6 10 11 ronunu (45/60 cpsimo 15/60). Beripeku de OposT Ha MAIUEHTUTE BHB
BCsIKA TIOATPYTIA € TBBPJIE MATBK, 3a Jla CE HANPaBSAT TOYHH 3aKIIFOUEHUS 32 BIMSIHUETO HA Bb3pacTTa,
MIpY TO-TOJSIM Opoii MalMeHTH B rpymara Ha IMOo-MajKaTa Bb3pacT A03aTa € MOBHUILEHA WK TepanusiTa
€ CIpsiHa MOpajii Hel0CTaThuHa €PUKACHOCT.

Hpyeu neduampuuriu NOKA3aHust

EBpomneiickaTa areHIys 1o JeKkapcTBaTa 0CBOOOKAaBa OT 3aIbJDKEHHETO 3a IPEIOCTaBsSIHE Ha
pe3yATaTUTE OT MPOYUYBAHUATA C pehepeHTHHS JIeKapCTBEH MIPOAYKT, ChIbpKaIl HHPIUKCUMAO, BBB
BCHYKH NOATPYIH Ha MeAXATPUYHATA OMYJIanys IPH PeBMAaTOUICH apTPUT, IOBEHIICH WANOATHICH
apTpPUT, ICOPUATHYCH aPTPUT, AaHKWIIO3UPAIIl CIIOHIWIINT, Ticopuasuc u 6omect Ha Crohn (BXk.

Touka 4.2 3a uHQOopMaIHs OTHOCHO yroTpeda B eIUaTPHsTa).

5.2 @®apmakoKMHETHYHHU CBOHCTBA

Ennoxpatnara nngysus Ha napiukcumad B 1o3a 1, 3, 5, 10 wim 20 mg/kg Boan 10 MpONOPLUOHATHO
Ha J103aTa MOBHUILIABaHe Ha MaKCUMaIHaTa cepyMHa KOHLUeHTpauus (Cmax) U IUIOLITA O] KpUBATa
koHueHtpamusi-speme (AUC). PaBHoBecHuAT 06eM Ha pasnpenenenue (Menuana Ha Vq ot 3,0 1o

4,1 nuTpa) HE 3aBUCH OT NMPUIIOXKEHATa /1032 U NI0Ka3Ba, ue HH(IMKcHMab ce pa3npenens NpeauMHO
BBB BBTPECHI0BOTO NPOCTPaHCTBO. He € yctaHoBeHa (hapMaKOKHMHETHYHA 3aBUCUMOCT OT BPEMETO.
[IpTHIaTa HA eNMMMUHUpaHe Ha HHPIMKCUMAO He ca poy4eHu. B yprHaTa He ce oTKpuBa
HernpoMeHeH UH(mukcruMad. [Ipy maiueHTy ¢ peBMaTOUICH apTPUT HE € YCTAHOBEHA ChHIIIECTBCHA
3aBHCHUMOCT Ha KJIUpBbHCa 1 00eMa Ha pa3npeAeeHue OT Bb3pacTTa U TEIECHOTO TETJIO.
dapmakoknHeTHKaTa Ha HHQIMKCHMA0 TpH MAIMEeHTH B CTapuecka Bh3pacT He € poyyeHa. He ca
MpaBeHH MTPOYYBAHUS TP MAIEHTH C Y€PHOIPOOHU MM ObOpevHH 3a00sIBaHHUSI.

[Tpu npuarane Ha enuHrYHA 032 OT 3, 5 mim 10 mg/kg, croiiHocTuTe Ha MenuaHata Ha Cpax Ca
cboTBeTHO 77, 118 1 277 Mukporpama/ml. MenuanaTta Ha TEpMUHAITHHS TOJTYKUBOT TIPU TE3U JI03U
Bapupa ot 8 10 9,5 nuu. [Ipu nmoBeveTo narueHTH HHAIMKCUMA0 Ce OTKpUBA B CepyMa IOHE

8 cenmuLy cies NpUWIOKEHHE Ha penopbyBaHaTa eAMHMNYHA 103a oT 5 mg/kg 3a jeyenue Ha Oonect
Ha Crohn u mogabpikaiiara g03a ot 3 mg/kg BeIHbK Ha BCEKH 8 CEAMMIIM 32 PEBMAaTOMJICH apTPUT.
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[onappxamoro neuenue ¢ nHGIUKCcUMao (5 mg/kg Ha 0, 2 1 6 ceqMUIIa TIPH MAITUSHTH C
¢ductyausupaiia 6onect Ha Crohn, 3 nnm 10 mg/kg BenHbk Ha 4 win 8 Mecera MpH MalueHTH ¢
PEBMATOHJICH apTPHUT) BOJIH [0 JIEKO KyMYJIpaHe Ha WHPJIMKCUMAa0 B cepyma Cliejl BTopara J103a.
Crnen ToBa He Ce YCTAHOBSBAT JIaHHU 32 KIIMHUYHO 3HAYUMO KyMmynupase. [Ipyu moBeueTo naruenTy ¢
¢ucrynuzupama 6onect Ha Crohn nHGIMKCMMAa0 ce OTKpUBA B cEpyMa B IPOIBIDKEHHE Ha

12 ceamuru (oT 4 10 28 cenMuIin) cien Kpas Ha JICUCHUETO.

HC,I[I/IaTDI/ILIHa nonyJianusa

[MonynannoHeH GapMaKOKMHETUYCH aHAIN3, Bb3 OCHOBA HA JJAHHWTE, MOJYYCHU OT HAIMCHTH C
ynmeposer koiut (N = 60), 6onect Ha Crohn (N = 112), roBenunen pesmarounaeH aptput (N =117) u
6osect Ha Kawasaki (N = 16), ¢ rpaHuin Ha 1Mana3oHa Ha Bb3pacTTa OT 2 Mecena 0 17 ronuHu
MOKa3Ba, Y€ EKCIO3UIMITa Ha MH(IUKCHMA0 € B HEJIMHEHHA 3aBUCUMOCT OT TeJIeCHOTO Teriio. Cren
npwioxkeHue Ha 5 mg/kg nHGIMKCHMa0 Ha BCeKH § CeIMUIIN, IPOTHO3MPaHATa MeIuaHa Ha
EKCITO3UIIHSTA B CTAIIMOHAPHO CHCTOSTHUE HA MHPIUKCHMAO (TDIOMITA MOl KpUBaTa KOHIICHTPAIIHS —
Bpeme 1npH crarmonapao cberostuue, AUCss), TpU eguaTpudHy NalMeHTH Ha Bb3pacT oT 6 110

17 roguau e npubmusutenHo 20% Mmo-HUCKa, OTKOJIKOTO MTPOTHO3UpaHaTa MeIiaHa Ha eKCITO3UIUATA
B CTAIlMOHAPHOTO CHCTOSIHHE HA JIEKAPCTBEHUS MTPOAYKT IpU Bh3pacTHU. Menuanara Ha AUC,s ipu
MeAMAaTPUYHU MAIIMEHTH Ha Bh3PacT OT 2 TOJUHH U 110]1 6 TOAUHHM ce MporHo3upa aa obvae 40%
MO-HUCKA OT Ta3H MPH Bb3PACTHH, BBIPEKH Ye OPOAT Ha MAIMCHTUTE, B ITOJKPEIa Ha Ta3u OLICHKA, €
OTpaHUYCH.

5.3 IIpenkJMHUYHHU JAHHH 32 0€30MACHOCT

Nudnukcumab He pearnpa kpbetocano ¢ TNF, Ha Ipyru BUIOBE, Pa3THYHH OT YOBEK M IIIMMITAH3E.
[Topaau ToBa cTaHAAPTHUTE NPEIKIMHUYHH TaHHH 32 0€30MacHOCTTa Ha HH(IMKCUMA0 ca
OrpaHUYCHU. HpI/I M3CJICABAHC ITPU MUIIKH Ha TOKCUYHOCTTA ITO OTHOIICHHE HAa PACTCXKa U pa3BUTUCTO
Ha aHAJIOTUYHO aHTUTSIIO, KOETO CEJICKTUBHO MHXHOHpa (PYHKIIMOHATHATA AKTUBHOCT HA MHIIIHS
TNF,, He ca ycTaHOBEHH JaHHU 38 TOKCUYEH eeKT CIpsSMO MaiKarta, eMOPHOTOKCUIHOCT HITH
TepaToreneH edext. B uzciensane 3a edexra BbpXy HEepTHINTETA M PEIPOAYKTHBHHUS TIOTCHITHAI,
CJIe/T IPUIOKEHUE Ha CHIOTO aHAIOTHYHO aHTUTSIO, OPOAT HAa OPEeMEHHHUTE MUIIIKK ¢ Hamaust. He e
M3BECTHO JTAJTH TOBA CE€ IBJIXKH HA BH3JICHCTBUETO MY BBPXY MBXKHUTE, UM BhPXY JKECHCKHUTE MHIIIKH.
B 6-MeC€'—IHO H3CJICABAHC HAa TOKCUYHOCTTA NP MHUIIKKU C MHOT'OKPATHO IMPUIOKCHHUE HA CHIIOTO
AHAJIOTMYHO aHTHUTSJIO cperry muinus TNF,, B karcynaTa Ha jenara npi HIKOW OT MBKKUTE MUIIKA
ca yCTaHOBEHH KPUCTAIHU oTiaranus. [Ipu xopa He ca MpaBeHH CICIUATHN OPTAIMOJIOTHIHA
Tperie/y, 3a /1a ce MPOYYH PEICBAHTHOCTTA Ha Ta3W HAaXOJIKa.

He ca npaBenu aparorpaiiHu Npoy4YBaHMs 3a OLICHKA Ha KaHLEPOT€HHUS IOTEHINA Ha
nHpmKcuMao. U3cnenBannsra Ha MUIIKK, KOUTO He ekcripecupaT TNF,, He Toka3BaT MoBHIIaBaHEe
Ha 4ecTOoTaTa Ha BE3HUKBAHE HA TYMOPH IPH BB3JICHCTBUE C U3BECTHU HHUITMATOPH W/UITH
MIPOMOTOPH.

6. DPAPMALIEBTUYHU JAHHU

6.1 Chnucbk HA NOMONIIHUTE BellecTBa

3axapo3za

[Monucop6ar 80 (E433)

Harpues nquxunporengpochat MOHOXUAPAT

Hunatpues pocdar nuxuapat

6.2 HecnbBMecTHMOCTH

[Ipu nunca Ha mpoy4YBaHKS 32 HECHBMECTUMOCTH TO3M JIEKAPCTBEH MPOAYKT HE TPsiOBa J1a ce CMecBa C
JIpYTH JIEKApCTBEHU ITPOLYKTH.
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6.3 Cpok Ha rogHoCT

IIpenu pasrBapsige

5 rogunau npu Temnepatrypa 2°C — 8°C.

Inflectra Mmosxe na ce cbxpaHsBa pu TeMiepaTypa MakcuMyMm 25°C, eTHOKpaTHO 3a EpUO 1O

6 Mecena, HO He U cIIell CpOKa Ha FOJTHOCT, IOCOYEH BbPXY OnakoBkaTa. HOBUAT cpok Ha TOAHOCT
TpsiOBa 1a ObJie 3amKcad BPXY KapTOHeHaTa onakoBka. Ciie M3BaxIaHe OT XJaawiHuka, Inflectra e
TpsiOBa J1a ce BPhIlla OTHOBO 3a ChXpaHEHUE B XJIAIUITHUK.

Cren pasTBapsHe M pa3pexaaHe

Paspenenusar pa3TBop ocTaBa XUMHUYECKH U Pu3Huecku ctabmieH 1o 60 nau mpu Temmnepatypa ot 2°C
1o 8°C u B npoabiikeHue Ha oule 24 yaca npu 25°C cneg u3Baxaane oT xjaaauiHuka. Ot
MHUKPOOHOIOTHYHA TJIe/IHA TOYKa, HHQY3HOHHHUAT Pa3TBOpP TPIOBA Jla ce MPHIIOKH BEHATA.
Cna3BaHeTo Ha MPENOPbUAHUTE CPOKOBE U YCIOBHSI 32 ChbXpaHEHUE, IPEIH U IPH yrnoTpeoda, e
OTTOBOPHOCT Ha MOTPEOUTENsI 1 OOMKHOBEHO HE TPsiOBa /1a e moseye oT 24 yaca npu TeMieparypa ot
2°C no 8°C, oCBEH ako pa3TBapsSHETO/pa3pekIaHEeTO HE ca U3BBPIICHH MTPU KOHTPOIUPAHH U
BaJIMIMPAHU ACENTUYHH YCIOBUSI.

6.4 CrnenuaJiHu yCJIOBUSI HA CbXpPaHEeHHe
Ha ce cpxpansBa B xmagmiHuK (2°C — 8°C).

3a ycrnoBusTa Ha cbxpaHeHue 10 25°C npeau peKOHCTUTYHPaHEe Ha JIEKapCTBEHUS MPOAYKT BUKTE
Touka 6.3.

3a yclioBUsATa Ha CbXpaHEHHUE CIIe/] PEKOHCTUTYHPAHE Ha JIEKapCTBEHHUS IPOAYKT BHXKTE TOUKa 6.3.
6.5 Bwuau chabp:KaHME HA ONIAKOBKATA

CrokieH ¢nakon (Tum 1) ¢ (OyTHioBa) r'yMeHa Tala 1 alyMHUHHEBa 00KaTKa ¢ OTUYIBAIIO CE KaraJe.
OmnaxoBkwu ot 1, 2, 3, 4, 5 dhnakona.

He Bcruky BUOBE ONTAKOBKH MOTAT J1a OBJIAT IyCHATH Ha Ma3apa.

6.6 CrnenmaJHu NpeaNa3sHu MEPKH NPU U3XBbPJIsHE U padoTa

1. Tpsi6Ba na ce n3uucnaT no3ara u 6posaT HeoOxoaumu ¢uaxonu Inflectra. Beexu duakon
Inflectra ceappxa 100 mg nnpnukcumad. TpsOBa na ce U34ncIn HEOOXOAUMUAT 001 00eM
pastBopeHa Inflectra.

2. [Ipu acenTrunm ycnoBus Bceku ¢akoH Inflectra TpsioBa na ce pazropu ¢ 10 ml Bozxa 3a
WHKEKIINH, KaTo Ce U3IMoJ3Ba crpuHIioBka ¢ uria 21G (0,8 mm) win no-manka. OTcTpaHsBa ce
alyMHUHUeBaTa 00KaTKa, a TyMeHaTa Tara TpsOBa Jja ce MOYUCTH ¢ MapJis, HaroeHa cbe 70%
cnupt. Urnara Ha cipuHLIOBKaTa ce BKapBa BbB (PJIaKOHA, KaTo ce 3a0ue B IEHThpa Ha
TryMeHara Tamna, U CTpyiKara Ha BoJIaTa 3a MHXEKIIMU Ce HAcO4Ba KbM CTEHATa Ha ()JIaKOHA.
dnakoHbT TpsIOBa Ja € 3aBHPTH BHUMATEITHO HIKOJIKO ITHTH, 32 JIa ce pa3TBOpH npaxa. TpsoBa
Jia ce U305TBa MpeKaneHo AbIro wim 1eepae eHnepruyno Beprene. JJA HE CE PA3KIIAILIA.
[Ipu pazTBapsHETO MOXE a ce 00pasyBa IsiHa. Pa3TBOpBT TpsiOBa 1a ce ocTaBy 3a 5 MUHYTH.
PasTBOpBT TpsOBa A2 € omanecieHTeH 1 Oe3IBETEH 0 JIEKO XKBAT. Moxke a ObaaT 3abensa3anu
OTJCTHH NPO3PaYHU YACTHIH, TOHEKEe HHPIMKCHUMa0 e nmpoTenH. Pa3TBopbT He TpsiOBa na ce
W3I0J13Ba, aKO Ma MPOMSHA Ha LBETa, MAaTOBH WM APYTH YaCTHILIH.
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7.

Heo6xonumusrt odem ot npurorsenus pa3rsop Inflectra tps6Ba na ce paspenu 1o 250 ml ¢
nH}y3noneH pa3teop Ha 9 mg/ml (0,9%) Hatpues xaopun. He paspexaaiite npuroTBeHus
pa3tBop Inflectra ¢ HUKaKBB APYT pa3TBOPUTEIL. 3a pa3pexkaaHeTo OT 250-MUIHIUTpOBATa
CTBKJICHA OyTHJIKA WM UH(Y3UOHEH CaK ce U3Teris koaudectso 9 mg/ml (0,9%) pa3TBop Ha
HaTpHUEB XJIOPHUI, paBHO Ha oOema Ha mpuroTBenus pazteop Inflectra. Heo6xonumust obem ot
npurotBeHus pa3teop Inflectra ce 1o6aBs 6aBHO KbM 250-MuIMIMTpOBaTa OYyTHUIIKA WM CaK C
pa3TBOp Ha HATPHEB XJIOPUI M C€ CMECBa BHUMATENHO. [Tpu 00emu, mo-rojiemu ot 250 ml,
W3M0J3BATe WK MO-ToIM HHPy3uoHeH cak (Hamp. 500 ml, 1 000 ml), uau HAKOIKO
nH}y3noHHHU caka oT 250 ml, 3a ga rapaHTUpaTe, 4e KOHLUEHTPaLUUATa Ha HHPY3HOHHUS
pa3TBOp He HaapuIaa 4 mg/ml. AKO ce CbXpaHsBa B XJIaJUIHUK clie]l pPEKOHCTUTYHpaHE U
paspexnane, HHQY3UOHHHUAT pa3TBOp TPsIOBa J1a ce OCTaBH Ja Ce TeMIIepHpa IpH cTaiiHa
temneparypa 1o 25°C 3a 3 yaca npenu Crbnka 4 (uadysus). Cpxpanenue Hag 24 yaca npu
temmeparypa ot 2°C — 8°C e npunoxumo, camo koraro Inflectra € mpuroTBeH B HHGY3HOHHUS
Cax.

Wndy3noHHUAT pa3TBOp TPsAOBaA Aa ce MPHUIIOKH 332 BpEMe, HE MO-KPAaTKO OT MPErnopbUNTEIHATa
MPOJBIDKUTEHOCT Ha MHPY3usaTa (BK. Touka 4.2). TpsOBa na ce u3mos3a caMmo nHPY3MOHHA
cHcTeMa ChC CTEPHIICH, allUPOreHeH (YUITHP, KOWTO ci1abo CBBbp3Ba NPOTEHHH (C pa3Mep Ha
nopure 1,2 MUKpoMeTpa Ui 1o-MaibK). [loHeke B MHPY3MOHHUS pa3TBOP HE €€ ChAbPKAT
KOHCEPBAHTH, Ce MPeropbuBa HHPY3HATA JIa 3aII09HE KOJIKOTO CE MOXKE M0-0bP30, B PAMKHTE
Ha 3 yaca OT IPUTOTBSIHETO M Pa3pekJaHEeTO Ha Pa3TBopa. AKO HE ce W3I0I3Ba BeHAra,
CIa3BaHETO Ha MPENOPbYAHUTE CPOKOBE U YCIOBHUS 3a ChXpaHEHHUE IPEAH U MPH yrnoTpeda e
OTTOBOPHOCT Ha MOTPeOuUTENs, 1 OOMKHOBEHO He TpsiOBa J1a e rmoBeue oT 24 yaca npu
temmeparypa ot 2°C 1o 8°C, oCBeH aKo pa3TBapsHETO/pa3peiKIaHeTO HE ca U3BBPIICHU IIPU
KOHTPOJIMPAaHU ¥ BaJIMJUPAHH aCelITUYHH yCIOBHUs (BXK. Touka 6.3 mo-rope). Hensnonssauusr
pa3TBOp He TpsiOBa /1a ce ChXpaHsBa 3a MOBTOPHA ymoTpeoa.

[Ipenu 3anouBane Ha uHdpy3usaTa Inflectra TpsiOBa Aa ce oriea 3a HaJIMYUE HA YACTUIU WU
nmpoMsiHa Ha 1iBeta. He TpsOBa na ce m3mon3sa, ako ObaaT 3a0ens3aHu MpOMsIHA Ha [IBETa,

MAaTOBH WK APYTH YaCTUIIU.

Heusnon3panusr JICKApCTBCH NPOAYKT NI OTHAABYHUTC MAaTCPpUAJIN OT HCTO TpH6Ba Ja Cce
HU3XBBPJAT B CbOTBECTCTBUC C MCCTHUTC U3UCKBAHUA.

HNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrus

8.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/854/001
EU/1/13/854/002
EU/1/13/854/003
EU/1/13/854/004
EU/1/13/854/005

9.

JATA HA I'bPBO PA3ZPEIIABAHE/IIOJTHOBABAHE HA PASPELHLIEHUETO 3A
YIHOTPEBA

Jata Ha mepBo paspemanane: 10 cenremspu 2013 1.
Jara Ha mocneano noxHoBsiBane: 21 1orm 2018 T.

43



10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[ToapoOHna nxpopmanus 3a TO3H JEKapCTBEH MPOAYKT € MpeAocTaBeHa Ha yebcaiita Ha EBponelickaTa
areH1ys 1o JIeKapcTBaTa https://www.ema.europa.eu.
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HNPUJIOKEHUE 11
MNNPOU3BOJUTEJIN HA BUOJIOI'NYHO AKTUBHOTO
BEHIECTBO U NIPOU3BOJAUTEJL, OTTOBOPEH 3A
OCBOBOXKJABAHE HA ITAPTUIN

YCJOBUSA NN OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIOBUA U U3NCKBAHUSA HA PASPEIIEHUETO
3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUSA 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TTPOU3BOIUTEJIN HA BUOJOTNYHO AKTUBHOTO BEIIECTBO U
MNPOU3BOJAUTEJL, OTT'OBOPEH 3A OCBOBOXKIABAHE HA ITAPTUIN

Hme u aJIp€C Ha MPOU3BOAUTCIINTE HA OMOJIOTHYHO AKTUBHOTO BCIICCTBO

CELLTRION Inc.

23 Academy-ro,
Yeonsu-gu, Incheon, 22014
Peny6nuka Kopes

CELLTRION Inc. (Plant IT, CLT2)
20 Academy-ro 51 beon-gil
Yeonsu-gu, Incheon, 22014
Pemny0nmka Kopes

Lonza Biologics Tuas Pte Ltd
35 Tuas South Avenue 6,
Singapore 637377,

Cunramnyp

HmMe 1 agpec Ha IPOU3BOIUTEIS, OTTOBOPEH 32 0CBO0OOK/1aBaHE Ha MapTUANTE

Hospira Zagreb d.o.o.
Prudnicka cesta 60

10291 Prigorje Brdovecko
XbpBaTus

b. YCJIOBUSA WJIHN OTPAHUYEHUSA 3A JOCTABKA U YIIOTPEBA
JlexapCTBEHUAT MPOAYKT CE€ OTITYCKa IO OrPaHUUEHO JIeKapcKo npennucanue (Bx. [Ipunoxenne I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. JPYI'M YCJIIOBUA U U3BUCKBAHUSA HA PASPEILIEHUETO 3A YIIOTPEBA

. IHepnoanynu akTyaJu3upann 1okjaaam 3a 6esonacuoct (ITAJB)

M3uckBanmsTa 3a nogasane Ha [TAJIb 3a To3u IeKapcTBEH MPOAYKT Ca MMOCOUEHHU B CITUCHKA C
pedepentaute natu Ha EBponetickus c¢bio3 (EURD cnuchk), npeasuzieH B wi. 1078, an. 7 ot

Hupextuea 2001/83/EO, 1 BbB BCHUKH CIIEIBAIIN aKTyallU3ally, MyOIUKYBaHH Ha €BPOIICHCKUS
yeOmnopTaJ 3a JeKapcTBa.

. YCiIo0BUus Wi OI'PAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IputexaTensat Ha pasperienueTo 3a ynorpeda (IIPY) TpsbBa na u3BbpIIBa H3UCKBAHUTE JEHHOCTH U
JEeWCTBUS, CBBP3aHH C MIPOCIIEsIBaHE Ha JIEKapcTBEeHaTa 0€30MacHOCT, HocoyeHu B ogoopenus 11YP,
npezncraBed B Mozyn 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U BbB BCHUKH CJICABAIIH 0JI00pEHH
axkTtyanu3auuu Ha ITYP.

Axryanmzupas [1YP TpsiOBa na ce nmonasa:

o IO UCKaHEC Ha EBpOHGﬁCKaTa arcHuuys 1o JCKapCTBaTa,
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. BHHArd, KOTaTo ce U3MEHs CHCTeMaTa 3a yIpaBjieHHe Ha pHUCKa, 0COOEHO B pe3yiITaT Ha
MoJy4aBaHe Ha HOBa HH(OpMays, KOSATO MOXe Aa AOBEAE 10 3HAYMMHU IPOMEHH B
CHOTHOILCHHUETO TOJI3a/PUCK, WK CIIE/ IOCTUTaHE Ha BayKeH eTal (BbB BPb3Ka ¢ IPOCiIesIBaHe
Ha JIeKapCTBeHaTa 6€30MacHOCT WM CBEXaHe Ha PUCKA 0 MUHUMYM).

° I[OHLJ]HI/ITCJIHI/[ MEPKHU 3a CBCKIAHEC HA PUCKA 10 MUHUMYM

OOyuuTenHara nporpama BKJII0UBa HAIIOMHSALIA KapTa HAa MalMeHTa, KOSTO TOH/TS TpAOBa Ja HOCH.
Kaprara nma 3a 1en kakTo Jja Ciy>Ky 3a HaIIOMHSHE Jja C€ 3allUCBaT JAaTUTE U PE3yNTaTUTE OT
KOHKPETHH U3CJICABAHUS, TaKa U Ja YJICCHU MaleHTa Ipu 00OMsIHA Ha BaKHa HH(OpMAaIHs ¢
JIEKyBaIuTe ro MeauuHcku crerpanuctd (MC) 0THOCHO MPOABIHKABAIIOTO JICUEHUE C MTPOAYKTA.

HanomHusimara kapTa Ha nauumeHTa TpsiOBa 1a ChJbPKa CIETHUTE KITFOUOBH TIOCIIAHUS:

. HATIOMHSIHE Ha NAIMEHTUTE J]a TOKa3BaT HAIIOMHSIIATA KapTa Ha MallieHTa Ha BCHUKU
nexyBamy Td MC, BKIIOUMTEITHO NMPH CHEIIHH CIIyYau, KakTo U chodieHue 10 MC, ue
nanueHTsT u3nonsna Inflectra.
00sICHEHUE, Y€ THPrOBCKOTO MME ¥ MAPTHIHUAT HOMED TPsOBa Ja ObJAT 3aNHCaHH

o W3UCKBaHE Jla Ce 3alucBaT BU/Ia, 1aTaTa | pe3yJsirara oT ckpuHuHTHTe 32 Th.
TOBa, ue JieueHuero ¢ Inflectra Moxe Jja yBeMuu PUCKOBETE OT CEPUO3HU HH(DEKITUH/CEIICHC,
ONIOPTIOHUCTHYHH WH(EKIHH, TyOepKyn03a, peakTUBUpaHe Ha XenaTuT B u nngexus,
npeausBukana oT BCG BakcuHa npu KbpMaveTa cje]] eKCIIO3UIUs Ha HHPIUKCUMa0 in utero
WIN KbPMEHE, ¥ KoTa Jia ce noTbpcu oMoy ot MC.

. JlaHHU 32 BpB3Ka ¢ TPEANUCBAIIHS JIeKap
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HPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BBHHIIHA KAPTOHEHA KYTHUS

| 1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Inflectra 100 mg npax 3a KOHIIEHTPAT 32 UHPY3HUOHEH Pa3TBOP
nHpIMKCUMa0

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

Enun ¢nakon ceappka 100 mg undauxcumad.
Cren pa3TBapsiHe €IMH MIJIIITUTED Chabpka 10 mg nHdIrKcnMao.

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[TomomniHm BelecTBa: 3axapo3a, nonucopoar 80, HaTpueB TuXHaApPOreHdochaT MOHOXHAPAT,

nuHaTpueB GocdaT TuXuIpar.

| 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

[pax 3a koHIIEHTpAT 3a HH(Y3UOHEH PA3TBOP.

1 ¢pmakon

2 durakoHa
3 dnakona
4 pnaxona
5 dmakona

| 5. HAYMH HA ITPUJIOKEHUE U IbT(MIIA) HA BBBEXJIAHE

IIpenu ynorpeba npodereTe TUCTOBKATA.
WHTpaBeHO3HO MPUIIOKEHHE

PastBopere u paspenere npeny ynorpeoa.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IOTJVIEJA U TOCETI'A HA JTEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBHIIHO 34 [ACIA.

| 7. APYI'U CHEHUAJIHU NPEAYHIPEXIEHUS, AKO E HEOBXOJIUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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Axo He ce CbXpaHsBa B XJIAAUJIHHUK, TOACH OO:

| 9. CIIEIIUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsiBa B XJIaJIUITHUK.
Moxe 1a ce chXpaHsiBa IpH cTaifHa Temneparypa (1o 25°C) eqHOKpaTHO 3a mepuoa Ao 6 Mecena, Ho
HE U cJie/l CPOKa Ha TOJTHOCT, IOCOYEH BhPXY OMaKOBKaTa.

10. CHEHOUWAJIHU ITPEAITA3HA MEPKU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIHN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HMME U AJAPEC HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrns

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/854/001 1 dnakon

EU/1/13/854/002 2 dnakona
EU/1/13/854/003 3 dnakona
EU/1/13/854/004 4 ¢nakona
EU/1/13/854/005 5 ¢nakona

13. NAPTHUIAEH HOMEP

[TapTunen Ne

| 14. HAYUH HA OTIITYCKAHE

| 15. YKA3AHWUs 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero € ocHOBaHUE J1a HE ce BKIOYM nH(popMalus Ha bpaitiosa a30yka.
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| 17. YHHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mMepeH 0apKoa ¢ BKJIIOYEH YHUKAIECH HACHTU(DHUKATOP

| 18. YHMKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHMUMYM JAHHMU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EANMHUYHU
II'bPBUYHU OITAKOBKH

ETUKET BBPXY ®JJAKOHA

| 1. HUME HA JIEKAPCTBEHUS IMTPOAYKT U IBT(MIIA) HA BBBEXK/IAHE

Inflectra 100 mg npax 3a KOHIIEHTPAT 3a UHPY3HUOHEH Pa3TBOP
HHPIMKCUMaO
1.v.

| 2. HAYUH HA ITPUJIOKEHUE

3a MHTPABEHO3HO MPUIIOKECHHUE CIIEN pa3TBapsIHE U pa3pek/aHe.

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

T'onen no:

4. IHAPTUJAEH HOMEP

[TapTunen Ne

5. CBbABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

100 mg

6. JIPYIO
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Inflectra
100 mg npax 3a KOHIEHTPAT 32 UH(Y3UOHEH
pa3TBop

nHprkcuMad (infliximab)
HanoMmHsia kapTa Ha namueHTa

INoxaxkere Ta3u KapTa Ha BCEKU JieKap, KOITO
yJacTBa B JIeYeHHETO Bu.

Ta3u HanmoMHSIIa KapTa Ha TTALMEHTa ChAbpPXKa
BakHa MH(opMaIms, ¢ KosATo TpsOBa 1a ce
3a103HaeTe Mpe/In 3aMoYBaHe U 10 BpeMe Ha
neuenueto ¢ Inflectra.

Mme Ha manyeHTa:
Nwme Ha nexapsi:
TenedoHeH HoMep Ha JieKaps:

Korato 3anouneTe HOBa KapTa, 3amas3eTe Ta3u
KapTa 3a CIIpaBKa B MPOIbIDKEHNE Ha 4 Mecera
cien nociennara go3a Ha Inflectra.

Moutsi, mpeau 1a 3am09YHETE 3 W3I0JI3BATe TOBA
JICKapPCTBO, MPOYETETe BHUMATEIIHO JTUCTOBKATA
Ha Inflectra.

I[aTa Ha 3amouBaHe Ha jgeueHueto ¢ Inflectra:

Hacros1o jgeuenue:

Baxuno e Bue u Bamust nekap na 3anucpare
THPTOBCKOTO UME U MAPTUAHUS HOMEP Ha
Bamero nekapctso.

TBproecko ume:
[TapTuaen Homep:

[Momonere Bamms iexap aa 3anuiie mo-maoiry
BHJIa M ]aTaTa Ha MOCJICHOTO CKPUHHUHTOBO
n3clenBane (M3cieaBaHus) 3a TyOepKyo3a

(TB):

N3cnenBane: W3scnenBane:
Hara: Hara:
Pesynrar: Pesyarart:

Mounst, yBepeTe ce ChIIO TaKa, Y€ MPU BCIKO
CBOE€ MOCEUIECHUE NPU METULUHCKU CIICHUAIIHUCT,
HOCHTE ChC ce0€ CH CIIMCHK Ha BCHYKU APYTH
JIeKapcTBa, KOUTO IIpuemMare.

CruchK Ha aJepruu:

Nupexuun

IIpenu 3anouBaHe Ha jedyenueto ¢ Inflectra
e VBenomere Bamus nekap, ako umare
nH(pEKIYs, TOpH U JIeKa.

AKo HSIKOTa CTe 0OJIeyBaIHd OT
TyOepKyJI03a WM CTe UMaJIA KOHTAKT C
0osieH ot TyOepkyio3a (TB), e MHOrO
B)KHO J1a YBEJOMHTE 3a TOBA JICKaPs CH.
Bamusr nekap me Bu uscnensa, 3a na
MPOBEPH JTAIA UMaTe TyOepKyo3a.
[Tomornere ekaps cu 1a BIMIIE B KapTaTa
JaTaTa Ha IMOCIETHOTO CKPUHUHTOBO
n3cienBane (WU U3CIIeIBaHM) 32
TyOepKyIo3a u Bujia My (UM).

YBenomere Bamms nekap, ako umate
XenaTtut B, uiau ako 3HaeTe Wi
MOI03Upare, 4e CTe HOCUTEN Ha BHUpYyca Ha
xemaTutT B.

I1o BpeMme Ha nedyenueTo ¢ Inflectra

e He3zabasHo unpopmupaiite Bamus nexap,
aKo pa3BHETE CUMIITOMH Ha WHQEKIHS.
Te3n cuMNTOMH BKJIIOUBAT MOBHUILECHA
TeMIepaTypa, ymopa, (ynopura) Karuinma,
3ajyX, 3ary0a Ha TerJio, HOIIHO M3MOTSBAaHE,
nuapusi, paHu, MpoOJieMu chC 3B0UTE,
napeHe Mpy ypUHUPaHE HIIH
,»,TPUTIONOTIO0HN” CUMITTOMH.

EpeMeHHOCT, KbBPMEHE H BAKCUHALIUA

B ciyuaii ue monmyuasare Inflectra goxaro
cre OpeMeHHa WM KbPMUTE, € BAXKHO Ja
uHpopmupare nexaps Ha Bamero 6e6e 3a
TOBA MPEIH KaKBaTO U J]a € BAKCUHAIHMA Ha
0ebeto. Bamero 6e6e He TpsiOBa j1a Objie
BaKCHHHUPAHO C ,, kKnBa BakcuHa™ kato BCG
(u3mosI3BaHa 3a MPeIOTBPATsIBaHE HA
TyOepKyIo3a) B paMKuTe Ha 12 mMecena ciex
pakiaHe WM JOKaTo KbPMHTE, OCBEH aKO
JekapAaT Ha Bamrero 6ebe He nmpenoppya

JIpyTO.

Hocere Ta3u kapra B ceOe cu B IPOABKEHUE HA
4 Mecelia clie/i HOCJIEAHOTO MPUIOKESHUE Ha
Inflectra unu, B ciy4aii Ha OpeMEHHOCT,

12 mecena ciien paxxnane Ha Bamero 6e6e.
Hexenanu peakiiuu MOrar aa ce IpOSIBAT IbJITO
BpEeMeE CJIe]T IIOCICIHOTO MPUIIOKECHUE Ha
Inflectra.

54




CrinchK Ha IpyTH JeKapcTBa:
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b. IUCTOBKA
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JIncroBka: nHpopManus 3a NOTpeOHTEJIs

Inflectra 100 mg npax 3a KOHIIEHTPAT 3a UH(PY3MOHEH Pa3TBOP
napaukcuMab (Infliximab)

IIpoyeTeTe BHUMATEIHO HAJIATA JUCTOBKA, PEAH 1A 3all0YHETe 1A N3M10JI3BaTe TOBA
JIEKapCTBO, Thil KaTO THA ChAbP:Ka BajkHa 32 Bac undopmanms.

3amaseTe Ta3y JUCTOBKAa. MoXe fa ce HaJIOKU J1a g IPOUYETeTe OTHOBO.

Bammust nexap e Bu n1age u HanmomH:IIa KapTa Ha MaldeHTa, B KOSTO Ce ChAbpiKa BayKHA
nHopMarus 3a 6e30MacHOCTTa, C KOSATO TPsIOBa Aa ce 3aro3HaeTe, Ipear 1a 3al04He U 10
BpeMe Ha jedenueto Bu c Inflectra.

Koraro 3ano4ynere HOBa KapTa, 3ama3eTe Ta3| 3a ClipaBKa B MPOJBIDKEHUE HA 4 Mecela Clex
nocsieiHara 103a Ha Inflectra.

AKO nMaTe HIKAaKBH JONBIHUTEIHH BBIIPOCH, ToNUTalTe Bamms nekap.

ToBa nexapcTBo € mpeanucano Ju4yHo Ha Bac. He ro npeorcrensaiite Ha qpyru xopa. To Moxke
Jla UM HaBpey, HE3aBHCHUMO 4e MPU3HAIIUTE Ha TSIXHOTO 3a00sIBaHe ca ChIIUTE KaTo BammuTe.
AKO TOJTy4HTe HAKaKBH HEXEJIaH! JIEKApCTBEHU peakiiny, ypenomere Bamus nexap. Tosa
BKJIFOUBA M BCHUKH BB3MOKHU HEKEIAHH PEAKIIMH, HEONIMCAHH B Ta3MU JINCTOBKA. Brkre
TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

A e

1.

Kakso npencrapnsiBa Inflectra 1 3a kakBo ce H3M0NI3Ba
Kakso TpsiOBa na 3Haere, mpean aa u3non3sate Inflectra
Kak mie ce mpuiara Inflectra

BBb3MOXKHM HEXETaHU PEaKIUH

Kak na cexpansBare Inflectra

CwabppikaHre Ha OMIAKOBKATA W JIOIBITHUTETHA HH(DOpMAIUs

Kakso npeacrasisiBa Inflectra n 3a kakBo ce u3noJssa

Inflectra chabpIka AKTUBHOTO BEIIECTBO MHPIMKCHMAO, KOETO € OT YOBCIIKH M MHUIIU MTPOU3XOI.
I/IH(bHI/IKCI/IMa6 € MOHOKJIOHAJIHO aHTHUTAJIO — BU IPOTCHH, KOMTO ce CBBp3Ba C KOHKPETHA MHUIIICHA B
opranusma , HapeueHa TNF (Tymop-HekpoTusupail Gaktop) aida.

Inflectra mpuHaanexu KbM Ipyna JeKapcTBa, HapeueHHu ,,uaxuouropu Ha TNF”. M3non3Ba ce mpu
BB3PACTHH 32 JICUEHUE Ha CICTHUTE Bb3MAIUTEIHHU 3a00IsIBaHNUS:

PeBmaronnien aprpur

IIcopuartuueH apTpuT

Ankwmio3upan cioummt (6onect Ha bextepen)
IIcopuasuc.

Inflectra ce u3mo3Ba ChHIO Taka IPU Bh3PACTHHU U Jiela HaJ 6-TOIUIIIHA Bh3PacT MPH:

Bonect na Kpon
VYmepo3eH KoauT.

HetictBuero Ha Inflectra ce ochiiecTBaBa upe3 n3duparenaHo cepp3Bane KkbM TNF anda (Tymop-
HekpoTH3upamys Gakrop anda) u 6okrpane Ha HeroBoTo jaeicTBue. TNF anda yuactsa BbB
BB3MAIUTEIHATE MPOIECH B OPraHU3Ma M [Opay TOBa OJIIOKMPAHETO My MOXKE Jla TOTUCHE
BB3IAJIIEHUETO.

PeBmaTounnen apTpur
PeBMaTOMIHUAT apTPUT € BB3NATUTETHO 3a00JsIBaHE Ha CTaBUTE. AKO CTpaaaTe OT aKTUBCH
PEeBMAaTOMICH apTPUT, IbPBO 11e Bu neKyBat ¢ Apyru gekapcTBa. AKO Te3H JeKapcTBa HE AeHCTBAT
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JOCTaThuHO, Ie Bu 6b1¢ mpeanucano nedeHue ¢ Inflectra, npunarano B KOMOWHAIMS C IPYTO
JIEKapCTBO, HAPEUCHO METOTPEKCAT:

®  3aJa ce MOTHUCHAT MPU3HAINTE U CUMIITOMUTE Ha Bariara 6onecr,

e  3a7a ce 3a0aBH yBpEXKIAHETO Ha cTaBUTE BH,

e  3aja ce moxobOpu pusuueckoro Bu cheTosHME.

I[IcopuaTnyen apTpur

[IcopuaTHYHUAT apTPUT € BB3MATUTEIHO 3200/ IsIBaHE HAa CTABUTE, OOMKHOBEHO CHI'BTCTBAHO OT
rcopuasuc. AKO CTpajare OT aKTUBEH IICOPHATHYCH apTPUT, IbPBO 1l Bu nekyBat ¢ Apyru
JeKapcTBa. AKO TE3H JIeKapCTBa He JeCTBAT AOCTaThYHO, e Bu Obae mpeamucano iedeHne ¢
Inflectra:

. 3a Jla ce MOTHUCHAT MPU3HAIIMTE U CUMIITOMKTE Ha Baiata Oosecr,
. 3a J1a ce 3a0aBu YBpEeXKIaHETO Ha ctaBuTe B,
. 3a J1a ce moao0pu puznueckoTo Bu cherosHue.

AHKWI03Mpan cnoHIuINT (00s1ecT Ha bexTepen)

AHKUIO3UPAIIUAT CIIOHIWINT € B3NANUTEHO 3a00JI1BaHe HA IPBOHAYHUS CTBJIO. AKO CTpajaTe OT
AHKWJIO3MpAIll CHOHIMINT, IBPBO Iie By nekyBar ¢ apyru jgexapcTBa. AKO TE3H JIEKapcTBa He
JEHCTBAT AOCTAaThYHO, 1ie Bu Obe npennucano neuenue ¢ Inflectra:

° 3a J1a ce MOTHCHAT MPU3HAIUTE U CUMITOMHUTE Ha Bamara 6oecr,
. 3a 71a ce noao6pu ¢pusmueckoTo Bu cherosnue.
Ilcopnasuc

[IcopuasuchT e Bp3NANINUTENHO 3200IBaHe Ha KOXkKaTa. AKO CTpasaTe OT YMEPEHO TEeXBK HITH TeXBK
MICOpHUA3MC C IJIaKH, ITbPBO I1ie Bu JIekyBar ¢ Ipyru jJekapcTBa WK HarpuMmep dpe3 (oToTeparus.
AKO Te3H JIeKapCcTBa WM JICUSHHUS HE JACHCTBAT I0CTaThYHO, Iie By Ob/Ie npeanrcano JeueHue ¢
Inflectra, 3a ga ce moTUCHAT IPU3HAIIMTE ¥ CHMIITOMUTE Ha Oojectra Bu.

Yauepo3eH KoJIUT

VYIIepo3HUAT KOJHT € BH3MANUTENHO 3a00IIs1BaHe Ha JIe0eI0To YepBo. AKO CTpajare OT yIIepo3eH
KOJIUT, TBPBO ¢ By nekyBar ¢ Apyru JekapcTBa. AKO T€3H JIEKapCcTBa HE JEHCTBAT JOCTATHYHO, IIIe
Bu 6b11e npeanucano nedenue ¢ Inflectra 3a neuenue Ha Bamero 3abonsBane.

BoJaect Ha Kpon

Bonecrra Ha KpoH e Bb3manuTeaHo 3aboisBane Ha yepBara. Ako crpajare ot Oonectra Ha KpoH,

mBPBO 11Ie B JIeKyBaT ¢ Apyru JekapcTBa. AKO Te3M JeKapcTBa He ASHCTBAT JOCTaThUHO, e Bu Obe

npeanucano seuenue ¢ Inflectra:

. 3a J1a ce JIeKyBa akTHBHa (hopma Ha Oosiectra Ha KpoH,

o 3a Jla ce HamMaJIi OposIT Ha HeeCTECTBEHUTE KaHamueTa ((DUCTYIIM) MEXIy YepBOTO U KoXKara,
KOHUTO HE Ce MOJIaBaT Ha JICUCHHE C JPYTH JICKApCTBA WK Ype3 Omepanusl.

2. Kakso TpsadBa 1a 3Haere, npeau Aa usnonassare Inflectra

He Tpa6Ba na Bu ce npuaara Inflectra

. aKo CTE AJIEPTUYHN KbM HHMIMKCHMa0 MM KbM HSIKOSI OT OCTAHAINTE ChCTABKU Ha TOBA
JeKapcTBO (M30poeHu B TOUKa 6),

. aKo CTE ANEPTUYHH (CBPBXUYBCTBHTEIIHU) KbM IIPOTCHHU C MHUILHU TPOU3XO]I,

. axo uMare Tyoepkyno3a (TB) wiu apyra cepruo3Ha nH(EKIHS KaTO MTHEBMOHHMS UM CETICUC
(cepno3na OakTepuanHa HH(EKUUs Ha KPbBTA),

. aKo MMaTe YMEPEHO TEXKKa MJIM TEKKa ChpJevHa HEAOCTaTHUHOCT.

AKO HSIKOE OT U30pOCHUTE TIO-TOPE ChCTOSIHUS ce oTHAcs 3a Bac, Inflectra e TpsiOBa 1a Bu ce
npuiara. AKo He cTe CUTypHH, peau Aa Bu O0bne npunoxed Inflectra, o6cbaere Toa ¢ Bamus nexap.
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Ipexynpesxnennus u npeanasHu MepKu
I'oBopete ¢ Bamust nekap npenu uin 1o Bpeme Ha jedenuero ¢ Inflectra:

AKoO Bede cTe JIeKYBaHU C HIKOE JEKApCTBO, KOETO ChIbpKa NHDIMKCUMAD

. VYBenomere Bamust gexap, ako B MUHAJIOTO CT€ JIEKYBAaHU C JIEKAPCTBA, ChAbpPAKALIH
nH}pIMKCUMal U cera OTHOBO 3amnouBare jeueHue ¢ Inflectra.
. Ako neuennero Bu ¢ napnukcumad e Ouio npeKbcHATO 3a MoBeye oT 16 ceqMuIu, ChILECTBYBa

MOBHUIICH PUCK OT aJICPrUIHU pCaKIUH, KOraToO TO 3alI0YHC OTHOBO.

Hndexuyu

o Axo nmate nH(EKIH, T0pH U ChbBCEM JIeKa, yBeZOMeTe 3a ToBa Bamus sekap, npeau na Bu
O0bae npunoxeHna Inflectra.

o AKO HSIKOTa CTE JKMBEJIH HJIH ITBTYBAJIM B 00JIACTH, KBAETO MH(EKIIMH KaTo XUCTOIIa3M03a,
KOKIIMTHOMIOMHUKO3a WK OJIaCTOMHUKO3a Ca YeCTO CPEIlaHy, yBeloMeTe 3a ToBa Bamms nekap,
npenu na Bu 6b1e npunoxena Inflectra. Tesu nundexmum ca npuauHeHN OT cienupuIHN
BUJIOBE T'HOMYKH, KOUTO MOJKE J]a 3aCerHaT Oesus Apo0 MM APYTH YacTH OT Bamero Tsuio.

. o Bpeme Ha neyenueto c Inflectra Moske a cTe mo-noAaTiIMBY KbM pa3BUTHE HAa HH(EKINH.
Ako cte Ha 65 1 ToBeue TOANHU, PUCKBT IpH Bac e mo-BUCOK.
. Te3u nHpEKIMHU MOXKE Ja ca CEpUO3HU U BKITIOYBAT TYOEPKYJ103a, HHPEKIMH, TIPHIYUHEHU OT

BUPYCH, TBOWYKH, OAKTEPUH WM JPYTH OPTaHU3MH B CpeliaTa, KaKToO U CETICHC, KOMTO MOXe Ja
Obe J)KMBOTO3acTpalIaBanl. Y Beqomere HezabaBHo Barms nekap, ako 1mo BpeMe Ha JIEYeHHETO C
Inflectra pa3zsuere npusHany Ha HHQeKnUs. Te3n MPU3HALM BKIIOYBAT MOBUIIICHA TEMIIEpaTypa,
KallUTHIa, TPUIONOA00HH CHMIITOMH, HEPA3IOJIOKEHHE, 3a4epPBIBAaHE U 3aTOIUISIHE HA KOXKaTa,
pa3paHsBaHUs WM POOJIEMH Che 360UTE. Bammsr ekap Moxe 1a npenopbya BpeMEHHO
cnupane Ha Inflectra.

Ty6epkynoza (TB)

. AKO “MaTe W HAKOTa CTEe MMAaJIH TyOepKyJ103a, MU CTe OMITU B OJIM3BK KOHTAKT C YOBEK,
cTpazai wim OoJieyBai OT TyOepKyJio3a, € MHOTO BaXKHO Jia yBeJoMuUTe Barms siekap 3a ToBa.

. Bammsar nekap me Bu n3cnensa 3a tyoepkynosa. Ilpu nanuenTy, nekyBanu ¢ nHGIMKCUMaO0,

nma CT)O6HICHI/I$I 3a Cjiy4dau Ha TYGCPKYJ]O?,a, J0pH IIpU MalTUCHTH, BEYC JICKYBAaHU C JICKApCTBa
cpemy TB. Bamusr JICKAp HIC 3alriie TE3U U3CJICABAaHNUS BbB Bamrara HAaIllOMHsIIIA KapTa Ha

MarueHTa.

. Ako Bammst nekap cMsTa, ue ChIIEeCTBYBa PUCK JIa CTE 3apa3eHu ¢ TyOepKyno3a, mpeau
3anouBaHe Ha jieueHuneTo ¢ Inflectra Moyxe 1a Bu ObaaT mpeanucanu JekapcTsa 3a
TyOepKyJi03a.

. Ako 10 Bpeme Ha Jiedenueto ¢ Inflectra pasBuere cuMnToMu Ha TyOepKyJ103a, He3a0aBHO

YBCAOMCTC Bamms JICKAap 3a TOBaA. Te3u cuMnTOMU BKIIFOUBAT ynopuTa Kanuiuvia, 3ary6a Ha
TErjio, ymopa, moBUIlI€Ha TEMIICPATypa, HOIMHO U3MIOTABAHE.

Xenartut B

° YBenomere Baius nekap, npeau aa Bu ce npuinoxu Inflectra, ako cre HocuTenu Ha xenatut B
WJIM HKOTa cTe 00JIeIyBalli OT TOBA 3a00IsIBaHE.

° YBenomere Bamms nekap, ako cMsiTaTe, Y€ CTE U3J0KEHU Ha MOBUILICH PUCK OT 3apa3siBaHe C
xeraTutT B.

° Bamusr nekap me Bu uscnenBa 3a Bupyca Ha xenatut B.

° [Ipu manueHTH, KOUTO Ca HOCUTENH Ha BUPYyca HA XEMATHUT B, TedyeHneTo ¢ MHXUOUTOpH Ha

TNF, kato Inflectra, Mmoxe a toBee 10 peakTUBAIMA Ha BUPYCa, KOSITO B HSIKOU CITy4au MOXKE
na ObJie KUBOTO3acTpalllaBaIia.

° AKO TIONTyYuTe peakTHBAIlHs Ha XenaTuT B, Moxe 1a e HeoOxonumo BamusT nekap fa cripe
JieueHrneTo By u € Bp3MOkHO 1a By ipuiioxu jiekapcTBa, KaTo e)eKTHBHO aHTUBUPYCHO
JICUCHHE C MOAIbPIKAIA TEPATTHSL.
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IIpobaeMu cbC CHPLETO

° YBenomere Bamms ekap, ako umaTe KakKBUTO U J1a € MPOOJIEMHU ChC ChPIETO, KATO HAIIPUMED
JIeKa Chp/IeYHa HEAOCTATHYHOCT.
° Bammsr nekap e ciaeau BHUMATEIHO ChpIiieTo Bu.

He3abaBHo yBenomere Bamus siekap, ako mo BpeMe Ha jiedeHnueTo ¢ Inflectra pa3suere HOBU
WJIU CE BJIOIIAT CHUIECTBYBAIM CUMIITOMH Ha ChbpPACYHA HEJOCTATHYHOCT. €31 CUMITOMU
BKJIIOYBAT 3a4yX WJIM OTUYAaHC HaA KpakKara.

Pak u numdom

. AKoO UMaTe Wiy cte UMaia TuM¢poM (BHI pak Ha KPbBTA) WM KaKbBTO H Ja OUJIO APYT BUJ Pak,
yBenomete Bamst iekap 3a ToBa, npenu na Bu ce npunoxu Inflectra.

o HpI/I MaMUEHTUTE C TCKBK PECBMATOUICH apPTPUT C roJiAMa JaBHOCT PUCKBT OT Pa3BUTUC Ha
nuM(pOoM MOKe J1a € IO-BHCOK.

] [pu nena u BB3pacTHU npuitokenneTo Ha Inflectra Moske na moBwIM prCKa OT pa3BUTHE Ha
nuMQOM WM APYT BHJ pak.

. Hsixon nauuenTn, kouto ca 6unu Ha nedeHune ¢ TNF-uHXubutopu, BKIIOUUTETHO

WHIMKCUMA0, ca pa3BUIIM PSAABK BUJ PaK, HApEUEH XemaTocIuieHaleH T-KIeTb4eH TUMQOoM.
[To-ronsimaTa 4acT OT TE3 MALMEHTH ca OMIIM MJIaid MOMYETa WIIM MBbXE U TIOBEYETO OT TAX ca
uMaiy cbio win 6onect Ha KpoH, nim ynmeposeH koiaut. To3u Bu pak 0OMKHOBEHO 3aBBPIIBA
cbC cMBPT. [10UTH BCHYKY MAIIMEHTH Ca MOyYaBaly ChIO U JIEKAPCTBA, ChAbPIKAIIN
A3aTHONIPHH WJIM MEPKANTOIypHH B JombiHeHne KbM TNF-010kepw.

. Hsixon ot manmeHTuTe, JJeKyBaHu ¢ HHGIMKCUMAO, ca pa3BUIIN OIIPEelICHH BUIOBE pak Ha
koxxata. Kaxxere Ha Bammst nekap, ako 1o BpeMe Ha JICUCHUETO UIIH CIIE]] HETO Ce MOSBSIT
HSIKAKBU TIPOMEHH Ha KOXaTa Hin 00pa3yBaHHs 10 KOXKaTa.

. Hsixou xenu, nexyBanu ¢ HHQIMKCHMa0 3a peBMaTOHICH apTPHT, ca pa3BUIIM PaK Ha MIMHKATa
Ha Mmartkara. [1pu xenu, npuemainy Inflectra, BKIroUMTEIHO T€3H HA Bb3pacT Hax 60 roauHU:
Bammsat nexap Moxe aa Bu npenopbua pegoBHH Nperiiey 3a pak Ha IIUHKaTa Ha MaTKara.

Benonpobuu 3a00J1sIBaHKs WIM TIOTIOHONYIIIEHE

. [penu na Bu 0b1e npunokena Inflectra, yBenomere Baius nekap, ako cTpagare ot
Oenoapo6HO 3ab0isBaHe, HApEUEHO XPOHUYHA 00CTpYKTHUBHA GenoapodHa 6omnect (XOBB) unu
aKo TYyIINUTE MHOTO.

. [Tanuenture ¢ XOBb u manuenTuTe, KOUTO MyIIaT MHOT'O, MOKE J]a Ca C MOBUIIEH PUCK OT
pa3BUTHE Ha pak Mo BpeMe Ha yieuenuero ¢ Inflectra.

3a00sIBaHKS Ha HCpBHATa CUCTEMA

. VYBenomere Bammst nexap, npeau aa Bu 6bae npunosxkena Inflectra, ako ctpanate nnn Hskxora
CTe CTpasiaiu OT 3a00JIsIBaHe, 3acsrallo HepBHaTa cucreMa. ToBa BKIIOYBA MHOXKECTBEHA
CKJIepo3a, CHHAPOM Ha I'mien-bape, ako cTe ©Malu repuoBe UM HAKora Bu e mocrassaHa
JIMarHo3a ,,HeBPUT Ha 3pUTEIHUS HEPB .

Axo 1o Bpeme Ha jeueHuero ¢ Inflectra pa3Buere cuMnTOMHU Ha HEBPOJIOTUYHO 3a00IABaHE,

He3abaBHO yBenomete Barmms nekap 3a ToBa. Te3u CHMIITOMH BKJIIOYBAT IIPOMEHHU B 3pEHUETO,

c1abocCT B phlIeTe WM KpaKaTa, H3TPhIIBAaHE WK ,,MpaByUKaHe” Ha KOSTO U J1a € 4acT OT TsUI0To Bu.

HeecrecTBeHu KaHamdera B Ko)kaTa

. [Ipenu na 3amoune neyenneto ¢ Inflectra, yBenomere Bamms nekap, ako nmaTe HeeCTECTBEHU
KaHaja4era B Koxkata ((PUCTYJIH).
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Bakcunanmu

. VYBenomere Bammst jekap, ako ckopo ca Bu npaBeHun BakcuHauuu uin Bu npencTosT Takusa.

. [Ipenu 3anouBane Ha jgeuenueTo ¢ Inflectra, Tpsa6Ba na Bu 6paat HampaBeHn
npenopbYUTeNHNTe BakcuHanuu. [1o Bpeme Ha sieuenuero ¢ Inflectra moxe na Bu 0baar
MPUIIOKEHH OTIPE/IeIIeHN BAKCHHU, HO He TpsOBa a By ce mpuiarar »kuBU BakCHHHU (KOUTO
ChIBPIKAT KUB, HO OTCIa0CH NH(EKLUNO3EH areHT), Thii KaTo Te MOTraT Aa NPeAN3BUKAT
UHQEKIHH.

. Ako cre nonryyaBanu Inflectra, nokaro cte 6una OpemenHa, Bamero 6e6e cbio Moxke 1ia € ¢
MOBHIIICH PUCK OT pa3BUTHE Ha WHQEKIHS, B pe3yJITaT Ha NPUIIOKEHHE Ha )KHMBa BAaKCHHA TIpe3
bpBaTa TO/IMHA OT XKHUBOTA. BaxkHo e a mHpopmupare siekaps Ha Bamero 6ebe u npyrure
MEAWIMHCKY CIIenranucTy 3a JeueHuero Bu ¢ Inflectra, 3a na morar te na pemat kora Barmero
0ebe Moxe J1a ObJic BAKCHHUPAHO, BKITFOUMTEIHO ¢ KHBH BakcHM karo BCG BakcuHaTa
(m3mos3BaHa 3a MpeaoTBpaTsIBaHe HA TyOepKyI03a).

. AKO KbpMHTE, BaXXHO € J1a nHQopMupaTe jekaps Ha Bamero 6e6e 1 qpyrure MeTUIIMHCKA
crienuanucTy 3a aedeHuero Bu c Inflectra, mpenu na 6bae npuinokeHa KakBaTo U 1a € BAKCHHA
Ha Bamero 6e0e. 3a moBeye nHpOpMAIUs BUXKTE TOUKA ,,BpEMEHHOCT U KbpMEHe .

TepamneBTHYHHN I/IHd)eKIlI/IOSHI/I cpeacTrBa

. YBenomere Bammus sekap, ako Hackopo ca Bu npuitoxxuin unu Bu npencroun na Bu npuoxar
JIeYeHHE C TePaneBTHYHO HH(PEKIHO3HO cpeAcTBO (KaTo BiuBaHe Ha BCG, n3noisBaHo npu
JIeYeHUE Ha PaK).

OHeDaIH/II/I HJIM CTOMATOJJOTMYHH MAaHUITYJIAITUH

. YBenomete Bammms siekap, ako Bu mpeicTosT oneparuy Wik CTOMaTOJIOTHIHN MaHUITYJIaIiH.
. YBemomere XUpypra Wil CTOMATOJIOTa CH, Ue cTe Ha JieueHue ¢ Inflectra, karo UM mokaxere
Bamara HarmomHsIIa KapTa HA IAITUSHTA.

IIpoGaemu ¢ uepHus 1pod

. Hsixon mauneHTH, Ha KOUTO ce mpujara nHGIMKCUMa0, pa3BUBAT CEPUO3HU YEPHOAPOOHHI
npobyieMu.
. VYBenomere He3abaBHO Bamms nekap, ako uMate CHUMOTOMH Ha YepHOAPOOHH MpodiaeMu 1o

BpeMe Ha jieucHueTo ¢ Inflectra. [Ipu3HanuTe BKIFOUBAT MOXKBITABAHE HA KOXKaTa U OUHTE,
MOTHMHSBaHE Ha ypUHATa, OOJIKa HITH TOAYyBaHe B IICHOTO MOApeOpue, O0JIKa B CTaBHTE,
KOXXHH OOpWBU WM TIOBUIIIABAHE HA TEMIIEpaTypaTa.

ITouuxeH 6poil KPbBHU KIIETKU

. [pu HIKOW MAlMEHTH, HA KOUTO ce Tpriiara HHPIUKCUMa0, OPraHU3MbT HE € B ChCTOSIHUE 1A
MPOU3BEXKIA JOCTATHYHO KPbBHU KIIETKH, KOUTO Ja ce OOpsAT ¢ HH)EKUUHUTE U Ja CIIHpaT
KBpPBEHETO.

. VYBenomere HezabaBHO Bamms nekap, ako nMaTe CUMITOMH Ha MIOHMKEH OpOW KPBBHU KIICTKH

o Bpeme Ha jieueHueTo ¢ Inflectra. [Ipu3HammTe BKIIOYBAT MOCTOSHHA TEMIIEpaTypa,
KPBHBOM3IIMBY WIIX JIECHA TI0SBa HA KPHbBOHACSIAHUS, MKW YEPBEHU WJIM JINJIABU TIETHA,
MPEIM3BUKAHM OT MTOJKOXHO KbPBEHE, M OJIETOCT.

Hapymenne Ha UMyHHAaTa cucTeMa

° Hsaxon ManyveHTH, Ha KOUTO CC Ipujiara I/IH(i)HI/IKCI/IMaG, pa3BHUBAT CUMIITOMU Ha HAPYIICHUC Ha
HMYHHATa CUCTCMA, HAPCUYCHO JIYIIYC.
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. YBengomere He3abaBHO Bamus siekap, ako pa3BreTe CUMIITOMH Ha JIyIyc IO BpeMe Ha
neuenueto ¢ Inflectra. [IpusHanuTe BKIr0oUBaT 0OJIKA B CTABUTE MM YyBCTBUTEIHHU HA CI'IbHUCBA
CBETJIMHA OOpHUBH 110 Oy3UTe WK PBIIETE.

Jlena v roHOIIM
HHbopMaImsaTa mo-rope ce OTHACS CHINO 33 Jela ¥ FOHOIY. B nombaHeHue:

. [Ipu Hsixoun nena u roHowH, 1eKyBanu ¢ TNF-uaxuOutopu kato naparuKcuMab, ca ce pa3BHIN
paxoBU 3a00JIIBaHYS, BKIFOUUTEITHO HETUITMYHN BUJIOBE, KOUTO B HSKOW CITyYaH ca 3aBbPIIHIIH
CBhC CMBPT.

. B cpaBHeHHe ¢ Bp3pacTHHTE, TPH TIOBEYE Jelia, MpueMaiiy HHPIMKcuMa0, ca ce pa3BIIH
UHQEKIHH.

. [Ipenu 3anouBane Ha jeuyenue c Inflectra, Ha nenarta Tpsa6Ba na UM ObIAT HANIPABEHH

MpenopbYUTENHUTE BakcUHAIMKU. Ha nemara Mosxe J1a uM O'bIaT HalipaBeHH HAKOW BAKCUHH IO
BpeMe Ha siedenueTo ¢ Inflectra, Ho He TpsAOBa Ja UM ce TpUIIATaT )KUBU BAKCUHH JJOKATO UM Ce
npuiara Inflectra.

IIpu nena Inflectra TpsiOBa 1a ce u3mo3Ba caMo 3a jeueHue Ha Oosectta Ha KpoH nnum yiiepo3eH
konut. Te3u nera TpsOBa Ja ca HaBbPIIMIN 6 TOAUHU.

AKo He cTe CUTYpHHM JIaJIi HEeIllo OT U30pOeHOTO Mo-rope Baku 3a Bac, mpenu 3anouBaHe Ha
neuenueto ¢ Inflectra monuraiite Bammus nekap.

Apyru nexapcrBa u Inflectra

[TanmenTHTe C BH3NATUTEIHN 3a00JIIBaHMS IPUEMAT JIEKapCTBa 3a JICUCHHE Ha TIXHOTO ChCTOSHUE.
Te3u nekapcTBa MOXe Ja NPEAU3BHUKAT M0SBA HAa HEXeNaHU peakuuu. BamusT nexap me Bu
MOCHBETBA KOM APYTH JEKapCTBa Jia IPOIBIDKUTE Ja TpreMare B Xo/ia Ha JiedeHuero ¢ Inflectra.

TpsiOBa na kaxxeTe Ha Bammst nexap, ako H3MOI3BaTe, HACKOPO CTE M3MOI3BAJM WK € Bh3MOXKHO J1a
M3IIOJI3BATE JPYTH JIEKapCTBA, BKIIFOUNTEIIHO BCHUKH APYTH JIGKAPCTBA 32 JIeUeHHe Ha OonecTTa Ha
Kpon, ynmepo3eH KoauT, peBMaToOMACH apTPUT, aHKUIO3HPAIll CTIOHAMIUT, ICOPUATHYEH apTPUT WU
TICOpUA3NC, UM TaKUBa, KOUTO CE OTIyCKaT 0e3 perenta — KaTo BUTAMUHH WU PACTUTEITHH
npernapaTH.

B gactHoCT, yBetomeTe Bamms siekap, ako U3M0JI3BaTe HAKOE OT CICTHUTE JIEKapCTBa:

e  JlexapcTBa, MOBJIMSBAIIY HMyHHATa CHCTEMA.

o  Kineret (chabpixa anakuupa). Inflectra u Kineret He TpsOBa fja ce mpunaraT eJHOBPEMEHHO.
e  Orencia (cpappika abaranent). Inflectra u Orencia He TpsAOBa Ja ce MpuiaraT eHOBPEMEHHO.

He tpsibBa na Bu mpuiarar »xuBu BakCHHU JIoKaTo u3noiseare Inflectra. Ako cre u3mon3Banu
Inflectra mo Bpeme Ha OpemenHocT uinu Bu ce npuara Inflectra nokaro kppMuTe, KakeTe Ha JeKaps
Ha Bamerto 6e0e u ApyruTe METUIIMHCKY CIICIIHAIMCTH, KOUTO ce TprKart 3a Bamero 6ebe 3a
neuenueto ¢ Inflectra npenu na BakcuHupat 6e6eto Bu ¢ KakBUTO U a € BAaKCHHU.

AKO He CTe CHUTYPHH JaJH Hello 0T H30POeHOTO MO-rope Baxu 3a Bac, mochBeTBaiiTe ce ¢ Bamus
Jiekap win papmarieBT rpeau yrnorpedara Ha Inflectra.

Bpemennoct, kbpMeHe U pepTHIANTET

. AKo cTe OpeMeHHa WM KbPMHTE, CMSTATE, 4e MOXKeE Jla CTe OpeMEeHHA MW TUIaHHpaTe
OpeMeHHOCT, ochBeTBalTe ce ¢ Bamms nekap npeau ynorpebara Ha ToBa JiekapeTso. Inflectra
Tpsi0Ba J1a ce U3II0JI3Ba 10 BpeMe Ha OPEMEHHOCT WM JOKAaTO KbPMUTE, caMo ako Bamust
JieKap IpeleHH, e ToBa e HeoOxoaumo 3a Bac.

. ITo Bpeme Ha neuenueto ¢ Inflectra, kakTo U B MpoIbIDKEHNE Ha 6 Mecela cliesl Kpasi Ha
JieyeHneTo, TpsiOBa na u3bsareare 3abpemensBane. O0chaeTe ynorpedara Ha KOHTPALETITUBHH
CpeicTBa Ipe3 To3U nepuos ¢ Bamus nekap.
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. Axo cre nomyyaBanu Inflectra mo Bpeme Ha OpeMeHHOCTTa, Barero 6e6e Moke J1a € C MOBHIICH
PHCK OT pa3BHTHE Ha HHPEKIIHS.

° BaxxHo e 1a nndopmupare Jiekaps Ha Bamero 6e06e v ApyruTe MEIUIIMHCKH CIICIIUAIMCTH 3a
neyenuero Bu ¢ Inflectra npean na ObaaT NpritosKeHN KaKBUTO | J1a OMII0 BakcHHH Ha Barero
6e6e. Ako cte nonyuaBanu Inflectra mo Bpeme Ha OpeMeHHOCTTa, npuiaranero Ha BCG
BaKCcHHa (M3II0JI3BaHa 3a NpeA0TBpaTsIBaHe Ha TyOepKyJio3a) Ha Bariero 6e0e B paMKHUTE Ha
12 mecena ciien pakaaHeTo MOXKeE J1a JOBe/e 10 HH(PEKIHS ChC CEPHO3HH YCIIOKHEHHS,
BKJIFOUMTEITHO CMBPT. Bamero 6e6e He TpsiOBa 1a Ob/ie BAKCHHUPAHO C )KUBU BaKCHHU KaToO
BCG BakcuHarta B paMKHTe Ha 12 Mecela ciel pakaaHe, OCBEH ako JeKapsaT Ha Baiero 6e0e
HE Ipernopbya Apyro. 3a nmosedye MHHOPMAIHS BIKTE TOUKATa 32 BAKCHHAIHMH.

. AKO KbpMHTE, € BaKHO 1a HHpopMuparte jekaps Ha Bamero 6ebe 1 qpyrute MeTUIIMHCKA
CTICIMANNCTH 3a JiedeHneto Bu ¢ Inflectra, mpenu na Obe mpuitoykeHa KaKBaTo M Ja € BAKCHHA
Ha Barrero 0e6Ge. Bariero 0e0e He TpsiOBa 1a ObJic BAKCHHMPAHO C )KUBU BAaKCHHH, JOKATO
KbPMHTE, OCBEH aKo JiekapsT Ha Bamero 6e0e He nmpernopbya Apyro.

. CphoOI11aBaHu ca ClIy4au Ha CUITHO TIOHW)KEH Opoii OesTi KpbBHH KJIETKH MPU KbpPMaydeTa, POACHH
OT >KEHH, JIEKyBaHU ¢ HHpIHKcuMal 1o BpeMe Ha OpemeHHOcTTa. AKO Bamero 6e6e nma
MOCTOSIHHO TIOBHIIICHA TeMIIepaTypa Wi HHPEKINH, He3a0aBHO ce CBBPXKETE C JIeKapsi Ha
6ebero Bu.

Ilo¢upane u padora ¢ MAIIMHHA

He ce ouakga Inflectra na mosnusie criocooHocTTa Bu 32 modupane u padota ¢ MaIiMHUA. AKO ClIe[T
nHdy3usaTa Ha Inflectra yceTute yMopa, 3aMasiHOCT HITH HE ¢€ UyBCTBaTe 00pe, He modupante u
HEJICHTEe Ja U3MOJI3BaTe HHCTPYMEHTH WITH J1a pa0OTHTE ¢ MAIIHHH.

Inflectra ebabpika HaTPHI

Inflectra chabprka mo-manko ot 1 mmol Hatpwii (23 mg) Ha 103a, T.€. MOXKE Ja ce Kaxe, 4e
MpaKTUYECKH He ChIbpka HaTpuil. O6ave, npeau na Bu 0b1e npunoxena, Inflectra ce cmecsa ¢
pas3TBOp, KOWTO CchIbpka HaTpuid. Kaxkete Ha Bamms nekap, ako cTe Ha ueTa ¢ HUICKO ChABPKaHNE
Ha COJL.

Inflectra cbabpika mosmcopodar 80

Inflectra ceappxa 0,5 mg monucopdat 80 BBB Bceku ¢uiakoH, KOUTO ca ekBuBasieHTHH Ha 0,05 mg/ml.
[MonncopbaruTe Morat Aa NPUUMHSAT ANEPrUUHHU peakuuu. TpsaoBa na kaxxere Ha Bamms nekap, ako
uMare YCTaHOBCHH aJIepruu.

3. Kak mie ce mpusara Inflectra

Koako Inflectra me Bu ce npuniara:

° BamusT nexap me onpenenu go3zara Bu u konko yecto me Bu ce mpmiara Inflectra. Tosa e
3aBHCH OT 3a0oJsBaHeTO Bu, TenecHoTo BH Terio u kKojiko 100pe ce MOBIUABATE OT JICYCHUETO
¢ Inflectra.

. Janenara mo-fo:y Tabiiia MoKa3Ba KOJIKO YyecTo oOuyaiiHo e Bu ce nmpumnara nexkapcTBoTo

CJICI IbpBaTa A034.

Btopa no3a 2 CeIMHIIM CIIe]] ITbpBaTa Jg03a
Tpeta noza 6 cemMHUIIM CJe/ ITbpBaTa J103a
ITocnensamnu no3u Ha Bceku 6 10 8 ceaqmunu — copen 3abomnsiBaHeTo Bu

PeBmaTonnen apTpur
OoOwuuaiinara 103a € 3 mg 3a Bceku kg TelIecHO Tero.
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IIcopuaTnyeH apTpUT, aHKMJI03UPal] cIOHAWIUT (DosecT Ha BexTepeB), mcopuasuc, yianepo3eH
KOJMT U 0osiecT HAa Kpon
OoOwuuaiiHarta 103a € 5 mg 3a Bceku kg TelIecHO Tero.

Kak ce npniara Inflectra

. Inflectra me Bu ce npuiara B 60JHUIA HITH KIMHUKA OT JIEKap WIA MEIUIIMHCKA CeCTpa.
. BamusT nexap niu MeIUIIMHCKA CECTpa IIe MPUTOTBH JIEKAPCTBOTO 32 HH(DY3USL.
. JlexapcTBOTO T1I€ O'BJIE TPUITOKEHO KATO BIMBaHE (32 OKOJIO 2 Yaca) B €Ha OT BeHuTe Bu —

0OMKHOBEHO BB BeHa Ha pbkara. Cien Tpetata uHdpy3us, BamusaT nexkap Moxe Aa peiu aa Bu
npuiara gosara Inflectra 3a 1 gac.

. JHokaro Bu ce BiauBa Inflectra, kakTo u B mpoabiikeHue Ha 1 10 2 waca ciiel] ToBa, e Obaere
101 HAOJIIOICHHE.

Ynorpeda npu gena U WHOILIH
[Ipu nema (Ha 6 roIWHU U TIO-TOJIEMH) Ha JieueHue 3a 6oect Ha KpoH win ynepo3eH KOJIUT,
MpernopbhYUTETHATA 032 € ChIaTa KaTo 3a Bb3PacTHH.

Axo Bu e npuiiokeHa no-Bucoka ot Heooxogumara no3a Inflectra

[Tonexxe TOBa IEKapCTBO Ce MpUiIara OT JIeKap WK CECTpa, € MAJIKO BEpOsATHO 1a Bu 0bae npuoxena
TBBPZE BUCOKaA 03a. He ca n3BeCTHN HEXETaHH PEaKIMH B Pe3yITaT Ha MPUIOKEHNE HAa TBBPJIE
BHCOKa j03a Inflectra.

AKko 3a0paBuTe MM nponycHere nHGy3uaTa Ha Inflectra
Ako 3a0paBuTe WK NpoIycHeTe Ha3HaueHa nHQy3us Ha Inflectra, KoIKOTO MOKE O-CKOPO
YroBOpeTe HOBa HH(Y3HS.

AKO “MaTe HIKaKBH JIOITBIIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpeOaTa Ha TOBa JICKAPCTBO, MOMUTANTE
Bamus nekap.

4. Bb3MOKHH HeKeJTaHH pPe€aKkuuun

KaxkTto Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia NIPCAU3BHUKA HEKCIIaHU pCaKIHU, BBIIPEKH Y€ HE
BCEKH T mosiy4yaBa. [loBeueTo HeKeNIaH! PEaKIUH ca JISKU 10 yMepeHu. Bee mak, nmpu HIKOU
MaIMEeHTH MOTaT Jia Ce Pa3BUAT CEPHO3HU HEXKETaH! PEakIy, KOUTO Hajarat jJedenue. Hexxenanu
pEaKIK MOTaT Jia Ce Pa3BUT U ClIe/I ciupaHe Ha jieueHueTo ¢ Inflectra.

He3a0aBHo yBegomere Bamus Jjiekap, ako 3a0eJie;KuTe CJIeJHOTO:

. IIpu3Hanu Ha ajlepruyHa peakuusi KaTo NOoAyBaHe Ha JIMLETO, YCTHUTE, YCTaTa WK I'bpJIoTo,
KOCTO MOXKCE Jia IIPUYMHHA 3aTPYAHCHO MPETIIBIIAHE WK 3a1yX, KOXKCH O6pI/IB, KOIIpUBHA TPECKaA,
MoyBaHe Ha JJTaHWUTe, XOIUIaTa M Tie3eHnTe. HsKou OT Te3u peakimy MosKe J1a ca CepUO3HU
WM KUBOTO3ACTpaIlaBali. AJlepruiHa peakuys MoXe J1a ce pa3BUe B paMKHUTE Ha 2 Jaca cie]
uH}py3UATa WK HO-KbCHO. [Ipyry mpu3HaLy Ha HeXeJIaH! allepIrHYHH PeaKLH, KOUTO MOraT Aa
ce nposiBAIT 10 12 Hu crien MHQY3UsITa, BKIFOUBAT OOJNKH B MyCKYJIUTE, TPECKA, OOJIKH B CTABUTE U
YEJTIOCTUTE, OOJKU B T'BPIIOTO HIIH TIIaBOOOIIHE.

. Ipu3Hanu Ha Npo6JieMH ChC CHPUETO KaTo AUCKOMQOPT MU 00JIKa B I'bpauTe, 00K B
pbKara, 60JKa B CTOMaxa, 3ayX, TPEBOKHOCT, 3aMastHOCT, CBETOBBPTEX, IPUIATbK, IIOTCHE,
rajJicHe, MOBpBIaHe, TPENTEHE WIH CHITHO ChPIIeONEHE B I'bPIUTE, YCKOPEH WK 3a0aBeH
CbpJACYCH PUTHM U OTUYAHEC HA KpaKaTa.

. Ipu3nanu Ha nH$exkuusa (BKJIIOYUTETHO Ty0epKy103a) KaTo IOBUIIIEHA TeMIIepaTypa,
yMOpa, KallUTALA, KOSITO MOXKE J1a € YIIOpuTa, 3a1yX, TPUIMIONIO00HH CUMIITOMH, 3ary0a Ha
TErJ10, HOIMHO U3NOTABAHC, TUapusid, paspaHiaiBaHUA, HATPYIIBAHC Ha THOH B ycpBaTa U OKOJIO
anyca (abcriec), mpo0IeMH ChC 3bOUTE WK MAPELI0 yCellaHe PH YPUHUPAHE.

. Bb3MokHU MpU3HALIM HA PaK, KOUTO BKJIFOYBAT, HO HE CE OTPaHWYaBaT JI0 MO yBaHe Ha
nuMQHUTE BB31IH, 3ary0da Ha TerJo, IOBUILIEHA TeMIIepaTypa, HeoONYaiH! KOXKHU BB3IIH,
MIPOMEHHU B OCHKH WJIM IIBETA HA KOXKaTa, MM HEOOMUYailHO BarMHAIHO KbPBEHE.

64



IIpu3nauu Ha npodsemu ¢ 6esqnTe APOHOBE KATO KAUINIIA, 3aTPYTHEHO AUIIAHE UIIH CTATaHE
B I'bpIUTE.

Ipu3Hanu HAa HEBPOJOTHYHHU NMPOOJIeMHU (BKIIOYHTEIHO MPOOIEeMHU € 0YUTE) KaTo
MPU3HALM HA MHCYAT (BHE3AITHO U3TPBIIBAHE MIIH CIa0OCT Ha JIMLETO, phKaTa iU Kpaka,
0co0EeHO OT eJJHaTa CTpaHa Ha TSJIOTO; BHE3AITHO 00BbPKBaHE, 3aTPyAHEH FOBOP WM pa3Oupane;
3aTpyJHEHO BIDKAAHE C €HOTO WIH JABETE OYH, TPYAHOCTH P XOJICHE, 3aMasiHOCT, 3ary0a Ha
paBHOBECHE MM KOOPAWHALNS, UM CHITHO TIIaBOO0IINE), IPUIIaIbLiv, U3TPhIIBaHE/MPaByUKaHEe
Ha KOSTO M J1a € YacT OT TSUIOTO WM clIaboCT B pPBIIETE U KpaKaTa, IPOMEHHU B 3pEHHETO KaTo
HaTpUMep JBOWHO BWXKJAHE, HITH JAPYTH MPOOIEMHU C OUHUTE.

Ipu3nanu Ha npo6JieMu ¢ YepHUs APoO (BKIIOUUTEIHO XenaTuT B nH(peKms, Kkoraro cre
MMali XeraTuT B B MHHAIOTO) KaTo NOXBJITABAHE HA KOXKATa MM OUYUTE, HOTbMHSIBAaHE Ha
ypuHata, 00JIKa WM MOAyBaHe B ASCHOTO Mmojapedpue, O0JIKa B CTaBUTE, KOXKHH OOPUBHU HIIH
MOBHIIIEHA TEMIIEpaTypa.

IIpu3Hanu Ha HApyLIeHHe HA MMYHHATA cHCTeMa KaTo OOJIKM B CTABUTE HJIM YyBCTBUTEIHU
Ha CJIbHYEBA CBETJIMHA OOPUBH 10 Oy3HUTE WX phlieTe (JIyIyC) WK KallIuIia, 3a1yX, TpecKa
WJIM KOXKEH 0OpHUB (CapKoH103a).

IIpu3Hanu Ha NOHMKeH OPoii HA KPBLBHUTE KJIETKH KaTo IOCTOSIHHA TeMIIeparypa,
KPBBOM3JIMBU WJIK JICCHA IM0ABAa HA KPbBOHACAIAHW A, MaJIKW YCPBCHU WJIN JIMJIABU IICTHA,
MPEU3BUKAHN OT TTOJKOXXHO KbPBEHE, WIIH OJIEIOCT.

Ipu3Hanu HA ceprO3HU KOKHHM MPOOJIeMH KaTo YepBEHUKABH, II0I00HU Ha MHIIICHA TTIETHA
WM KPBIJIH [IETHA, YECTO C MEXYPH B LICHTHPA, PA3IOJIOKEHH IO TSUIOTO; TOJIEMH 00JIacTH OT
Oenema u momienia ce (ekcgoaupaia) Koxa, 3B B yCTaTa, I'bpJIOTO, HOCA, IOJIOBUTE OPraHu
" OYUTC WX MaJIKU ITOAYTUHHU, ITBJIHU C I‘HOI:I, KOHMTO MOT'aT Aaa CC pasnpoCTpaHAiT 110 TAJIOTO.
Te3u KOXKHU peakiy Morat Aa ObAaT NPUIPYKEHH OT MOBUIIEHA TEMIIeparypa.

He3zabaBHo YBCOAOMCTC Bamms JICKap, ako 3a0€NEeKUTE HIKOH OT I/I36pO€HI/ITC no-rope Ocnesu.

CrneHUTE HEXKENIaHU peakiuu ca HaOmonaBanu npu Inflectra:

MHoro 4yecTu: Mo:ke Aa 3acerHat nosede ot 1 na 10 qymmu

Bosnka B kopema, rajieHe

BupycHu nHQEKIIMN KaTo Xepriec WK TPHIT

I/IH(i)eKHI/II/I Ha TOPHUTC NUXATCIIHU IIbTHUIIA KaTO CUHY3UT
I'maBoGonue

Hesxenanu peakiuu, cBbp3aHu ¢ HHPY3UATA

Bouika.

Yectn: mo:xe xa 3acersar 10 1 Ha 10 xymm

[Mpomsina Ha QyHKIMATA HA YEpHUS IpO0, MOBUILIABaHE Ha YEPHOAPOOHUTE eH3UMHU (YCTaHOBSIBA
Ce OT M3CJICABAHUATA HA KPBB)

benoapoOHu iy rpbaHNA UHPEKIUM KAaTO OPOHXMT WM THEBMOHUS

3arpyaHeHO WM OOJIE3HEHO IuIliaHe, 00JIKa B I'bPANTE

KpbBou3nuBY B cTOMaxa WK B YepBaTa, IMapusi, HApyIIeHO XpaHOCMUIIaHE, KUCETIMHU B
cToMaxa, 3areK

KonpusHa Tpecka (00puB), chpOsiiy 0OpHB WM CyXa KOXa

Hapymeno paBHOBecHe Win 3aMassHOCT

[loBumiena TemMnepaTypa, MOBHILEHO MTOTEHE

Hapymenus Ha kpbBOOOpAILIEHHETO KATO HUCKO WJIM BHCOKO KPBBHO HAJISITaHE
[locunsBane, ropemy BIHU WM KbPBEHE OT HOCA, TOIJIA U 3a4e€pPBEHA KOXKa

Ymopa i cnaboct

Bakrepuannn nHpEKIuN KaTo OTpaBsiHE Ha KPbBTa, abclec i HH(PEKIus Ha KoXKaTa
(memyuT)

Wndexnus Ha Koxkara, MpeAU3BUKaHa OT I'bONYKH

[Ipobnemu ¢ KpBHBTA KATO aHEMUS WJIH HaMaJIeH Opoi Oenr KphBHU KICTKH

[omytn mumMdHA B3N
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Henpecusi, HapyllIeHUs HA CHHS

[Ipobnemu ¢ ounTe, BKIFOYBAIIN 3a4€PBSIBaHE M HHPEKIIUU

YckopeHa chpieuHa EHHOCT (TaXUKaAPAUs) WIH ChPIlcOneHE

Bornka B craBuTe, MyCKYyJIUTE HITH I'bpOa

WNudexnus Ha MMKOYHUTE THTHINA

[Ncopuaswuc, mpobieMu ¢ KOXkaTa KaTo ek3emMa U Kocomna

Peakiuy Ha MACTOTO Ha WHXKEKTUpaHE KaTo OOJIKa, TTOIyBaHe, 3auepBsBaHe UIH ChPOEK
CryneHu TpBIKH, HATPYIBAHE HA TEYHOCT IOJI KOXKAaTa, IPHYNHSBAIIO ITOTyBaHEe
WstppnBane nin "MpaByukane'.

HeuecTu: moxe na 3acernat a0 1 na 100 nymmnm

° Jlomo KPBBOOPOCSIBAHC, HaOBbOBaHE HA BEHA
° C’B6I/IpaHe Ha KPbB U3BBbH KPBbBOHOCHUTC CbJOBC (XeMaTOM) WX KPBBOHACAAHC
° HpO6J’IGMI/I C KOJXaTa KaTo 11osABa Ha MCXYpPHU, 6pa,[[aBI/II_[I/I, IIaTOJIOTHYHO OLBETABAHC Ha KOXKaTa

WJIM TIMTMEHTAIINH, [TOJlyBaHe Ha YCTHUTE, WK yAcOelsaBaHe Ha KOXKaTa, WK 3a4epPBCHa,
Oerera ce ¥ JII0CIecTa Koxa
. Texku aneprudau peakiuu (Harp. anaduirakcus ), IMyHOoOYyCIIOBEHO 3a00IIsiBaHe, HAPSUCHO
JYIyC, aJIEpTUYHU PEaKy KbM YyXIU IPOTCHHU
[To-6aBHO OT HOPMAJHOTO 3apacTBaHE HA PAHUTE
VYronemsBane Ha 4YepHUA APOO (XEMATHUT) WIK Ha XKIBUYHHUS MEXYP, YepHOAPOOHO YBpEKAaHe
PascestHOCT, pa3apa3sHUTETHOCT, OOBPKAHOCT, HEPBHOCT
[Ipobnemu ¢ ounTe KaTo 3aMBIVICHO WM O0TcIa0eHo 3peHue, IOAMyXBaHe Ha OUUTE, CUEMHUK
HoBooTkpuTa uinm Biomasaiia ce CbpAeYHa HeJOCTAThYHOCT, 3a0aBeHa ChpIeUHa YeCTOTa
IIpunagbk
KonByscuu, HapymeHus Ha HepBHATa CUCTEMa
[lepdopanms nin 3amymBaHe Ha YepBaTa, OOJKH B KOpeMa I KpaMIIH
VYronemsBaHe Ha aHKpeaca (ITaHKPEeaTHT)
I'eOnvHY MHpEKIUN KaTO KaHAM103a WU IbONYHI HH(EKIINYA Ha HOKTUTE
Benoapobuu npobiemu (kato 6€10ApOOEH OTOK)
HatpynBane Ha TeqHOCT OKOJIO OenuTe ApoOOBE (IIIEBpasICH U3JIHB)
CrecHsBaHE Ha BB3yXOHOCHUTE IIbTHUILA B OeUTE APOOOBE, MPUUMHABAIIO 3aTPYAHEHO
JUIIaHe
Bwananenue Ha nuraBunata Ha Oenus 1pod, IpeIn3BUKBAIIO OCTpa rphaHa 00JKa, KOSTO ce
BJIOLIABA MPH JUIIAHE (TIJICBPHUT)
Ty6epkymo3a
Wndexnum Ha Ob0peruTe
Hucbk Opoii TpoMOOIIUTH, BUCOK OpOii OelT KPHBHH KISTKU
Barunanan nHbeKIun
KpbBHUTE TeCcTOBE MOKa3BaT ,,aHTUTEIIA™ CPEIy COOCTBEHOTO TSLIO.
[IpomsiHa B HMBaTa Ha XOJECTEPOI M MA3HUHU B KPBHBTA.
[MoBumasane Ha TETJIOTO (IPH MTOBEYETO MAIMEHTH MMOBUIIABAHETO HA TETIIOTO € MAJIKO).

Penxn: mo:xe na 3acernar 10 1 va 1 000 xymm

. Bun pak Ha kpbBTa (JIUMPOM)

. [Ipenoc Ha HEAOCTATHYHO KOJIMYECTBO KUCIOPO OT KPBBTA IO OpPraHUTE, MPOOIEMHU C
KPBBOOOPAIIEHHETO KaTO CTECHSIBAaHE HA KPHBOHOCEH ChJT

Brananenue Ha MO3buHATa OOBUBKA (MCHUHTHUT)

Wnudexnum nopaau orciadbeHa UMyHHA clcTeMa

XenatuT B, ako B MUHAJIOTO CTE MMAJIM XeImaTuT B

Brananenue Ha yepHUs Apo0, MPUYMHEHO OT MPOOJIEM ¢ UMyHHATa CUCTeMa (aBTOMMYHEH
XeTIaTHUT)

[Ipobnem ¢ uepHust ApoO, MPUUUHSBALI TOKBIATSIBAHE HA KOXKATa WIM OYUTE (KBITCHHULA)
. [TaTomornyHy ThKaHHYU OTOLM WJIU pa3pacTBaHHSA
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. Texka ajgepruyHa peakiys, KOITO MOXKE Ja IPUUMHY 3ary0a Ha Ch3HaHUE U MOXKE Ja Oblie
JKUBOTO3acTpariapama (aHa(huIaKTHYEH MIOK )
VYnebensiBaHe Ha MAIKUTE KPbBOHOCHH ChJIOBE (BACKYJIHT)

. Hapymenuns Ha *MyHHaTa clCTeMa, KOUTO MOTaT Jia 3acerHart Oenute IpoboBe, KoKaTa U
nuMQHUTE BB3IH (KaTO HAapUMEp CapKona03a)

. HatpynBane Ha KJIETKM HAa IMyHHATa CUCTEMa B PE3YJITAT HA Bb3MAIUTEIIHA PEaKIUs
(TpaHyJIOMaTO3HH JIC3UH)

. He3zaunrepecoBanocT Wiy JuIica Ha €eMOLIMN

. Cepro3HH KO>KHH 3a00JIsIBaHMSL KATO TOKCHYHA ENHIepMalIHa HEKPOJIN3a, CHHAPOM Ha
CruBbHC-/[)KOHCHH H 0CTpa reHepalin3upaHa eK3aHTeMaTo3Ha MyCTy03a

. Jpyru npobnemu ¢ Koxkarta Kato epuremMa MyaTudopMme MeXypH u OeJela ce Koxa Wi THOWHH
mbIKH (QypyHKYI03a)

. Cepro3HH HapyILIeHUs HA HEpBHATA CHCTEMa KaToO TPaH3Bep3aJeH MUEINT, 3a00JIsIBaHe,
Haro/10051Ball0 MHOKECTBEHA CKIIEp03a, HEBPUT Ha 3pUTETHHS HEPB B CHHpOoM Ha ['unen-bape

. Bb3nanenue Ha 0KOTO, KOETO MOXKeE Ja MPEAU3BUKA IPOMEHHU B 3PEHHETO, BKIIOUUTETHO
crenora

HarpynBane Ha T€YHOCT MeK1y OOBHBKHTE Ha CHPIIETO (TIEPUKAP/ICH H3ITUB)

Cepuosnu 6eoapo0Hu MpodiieMu (KaTo MHTEPCTULIMATHA 0es101poOHa 6oiecT)

MenanoMm (BHI pak Ha KOXKaTa)

Pak Ha mmiikaTa Ha MaTKaTta

[Monwmxen Opoit Ha KPBBHHUTE KIIETKH, BKIFOYUTEIIHO CHITHO TIOHIDKEH Opoii 6er KpbBHU
KIIETKA

Marrku YepBeHU WM JIMJIaBH TIeTHA, IPEAM3BUKAHN OT IMOJIKOKHO KbPBEHE

JIMXeHOUTHYU peakiuu (ChpOSII YepPBEHUKABO-TIMIIAB KOXKECH OOPUB M/HMJIM HUIIKOBUIHN CUBO-
0eJM TMHUY BBPXY JIMTaBULIUTE)

. OTKJIOHEHUS B CTOMHOCTHUTE HA KPHbBEH NPOTEHH, HAPEYEH ,,KOMIUIEMEHT ‘, KOMTO € 4acT OT
UMYHHATa CUCTeMa

C HeM3BeCTHA YeCTOTA: OT HAJTUYHUTE JaHHHU HC MOXKEC Ja 61)}16 HallpaBC€Ha OLICHKA Ha YeCTOoTaTa

. Pak npu nena u Bb3pacTHU

. Psanbpk pak Ha KpBBTa, 3acsralll IJIaBHO MOMYETa B IOHOIIECKA B3PAcT WIIM MJIad MBbXe
(xematocruieHanaeH T-kieTbueH JIUMGOM)

. UepHoipoOHA HEAOCTATHYHOCT
Mepken-KiIeTh4eH KapIiHOM (BH]I pak Ha KOKaTa)

. Capkom Ha Kanormm — psiko cpeman pak, CBbp3aH ¢ HHOEKIUS ¢ YOBEIIKH XepIIeCeH BUpYC 8.
Capxkom Ha Kanommm Haii-uecto ce cpema noa ¢popmara Ha ypIypHH H3MEHEHHUS BBPXY
KOXara.

. BromaBane Ha ChCTOSTHHE, HAPEUEHO EPMATOMHO3UT (IPOSIBSIBA Ce KaTO KOXKEH 0OpHB,

MPUIPYKEH OT MYCKYJIHA CJIa00CT)

CopaeueH nHpapkT

Wncynt

BpemenHa 3ary0a Ha 3peHHETO 10 BpeMe Ha WM B paMKHTE Ha 2 4aca ciiesl HHPY3uITa
Wudexmust, 1pipkaia ce Ha ,,)KuBa“ BAKCHHA, TIOPaJIu OTCIadeHa MMyHHA CUCTEMa
[poGiemu cnen MeAUIIMHCKA TpoLieypa (BKITIOUBAIIY HH(EKIIMO3HH M HeHH(PEKIINO3HU
po0JIeMu )

JloNbJIHUTEJIHN HesKeJIAaHU PeaKl MM MPH Jela U IOHOLIU

Hena, kouto ca npueMain HHGIMKCHMab 3a edeHue Ha O6onectra Ha KpoH, ca nmokasanu HIKOH
Pa3IMKU B HEXXETIAHUTE PEaKIIMK, B CPAaBHEHUE C BB3PACTHHUTE, KOUTO ca MpHeMany HHQIMKcuMab 3a
neueHue Ha 6onectra Ha Kpon. Hexxenanute peakuuu, Bb3HUKHAIH [T0-9ECTO NPH Jela, ca: HOHIKEH
Opoli uepBeHU KPBBHH KJIIETKH (aHEMHUS), KPBB B U3MPAXHEHUATA, IIOHMKEH 00111 Opoii Ha Oenure
KPBBHU KJIETKH (JICBKOTICHHUSI), YSPBEHUHA WM U3UEPBIBaHE (3aucpBeHIBaHE), BUPYCHN MH(EKIINH,
MOHW)KEHU HMBA Ha OeHUTEe KPHBHH KIETKH, KOUTO Ce OOPAT ¢ MHPEKIMU (HEYTPOIICHHS ), CUyTBaHE Ha
KOCT, OakTepuaiHa HHGEKIHS U aJepriIHy peakiy Ha JUXaTeIHUTE IbTULIA.
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Chol0maBaHe HA HEeXKEJIAHH PeaKInu

AKO TIONTyYuTe HAKaKBU HEXKEIAHU JICKAPCTBEHH PEeakiuy, yBempoMere Bammus nekap, GapMmaieBT win
MeIUITMHCKA cecTpa. ToBa BKITIOYBA BCUUKU BH3MOKHU HEOIMCAHH B Ta3H JINCTOBKA HEXKEJIAHH
peakiuu. MoskeTe ChIIo J1a ChOOIINTE HEXKENaH! PeaKIiy TUPEKTHO Ype3 HallHOHATHATA CHCTEMA 32
choO1aBane, mocodeHa B Ilpunoxxenue V. Karo crobmiaBare HexenaHu peakiiuy, MOXKETE J1a JaieTe
CBOsI IPUHOC 3a MOJy4YaBaHe Ha MoBeue HH(opMaIHs OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Inflectra

Oo6uknoseHo Inflectra ce cbxpaHsBa 0T MEAUIIMHCKUTE CIEHUATUCTY B OOJHULIATA WK KIMHUKaTa. B

cllyyaii, 4e ce HyXJIaeTe OT M3UCKBAHUATA 332 CbXpaHEHHUE, Te ca:

. Jla ce cbxpaHsABa Ha MsCTO, HEJJOCTHITHO 32 JIENa.

. He u3non3BaiiTe ToBa JIeKapcTBO CIIE/] CPOKA HA TOHOCT, OTOEISI3aH BhPXY €THKETa U
KapTOHEHaTa OMAaKOBKa ciell ,,[ ogeH 10:”. CpoKbT Ha TOJHOCT OTrOBaps Ha MOCICTHUS ACH OT
MTOCOYEHHUS MECEIL.

. Ha ce cpxpansiBa B xsaguiaauk (2°C — 8°C).

. ToBa lekapcTBO MOXKeE Jja c€ ChXPaHsBa ChIIO U U3BBH XJIAJAWIHUK, B OpPUTHHATHATA OMIAaKOBKa
MIpH TemmepaTypa MakcuMmyM 25°C, eTHOKpaTHO 3a MEePHOJ 10 IIECT Mecella, HO He U ciel
CpOKa Ha TOJTHOCT, IOCOYEH BbPXY OMAaKoBKaTa. B TakbB ciryuail He ro BpblaiiTe 00paTHO 3a
ChXpaHEHHUE B XJIQAWIHUKA. Hanuimere HOBUS CPOK Ha FTOAHOCT BbPXY KapTOHEHATa OIaKOBKa,
BKJIFOUUTEITHO JIeH/Mecel/rouHa. V3XBbpiieTe ToBa JeKapCTBO, aKO HEe ObJIe U3I0J3BaHO B
paMKHTE Ha HOBHUS CPOK Ha TOJJHOCT WJIM CPOKA Ha FOJHOCT, HalledyaTaH BbPXY OMaKOBKAaTa, B
3aBHCHUMOCT OT TOBa KOH € MO-paHEeH.

. [IpenopbuBa ce, korato Inflectra ce moaroTss 3a nHQY3us, 1a ce U3MOI3BA MAKCUMAIHO OBP30
(B pamkute Ha 3 yaca). Bece mak, ako pa3TBOpBT c€ MPUTOTBU MIPU ACEIITUYHH YCIIOBUS, TOM
MOJKe Jia ce ChXpaHsABa B XJIaauiaHUK 10 60 qau npu temneparypa ot 2°C no 8°C u B
MpoAbIDKEHHE Ha o1e 24 Jaca nipu 25°C cien u3BaxaaHe OT XJIaJAnIHHKa.

e He n3nomn3Baiite ToBa JIEKapCTBO, aKO UBETHT My € IIPOMEHEH WM AKO ChIbPKA YACTULIH.

6. C'b)l'bp)l(aﬂl/le Ha OnMaKoOBKaTa U JO0IIbJJHUTEC/IHA HH(l)OpMaIII/Iﬂ

Kaxkso cbabp:ka Inflectra

. AKTHBHO BelecTBo: nHpauKcuMad. Beexu dutakon cpabprka 100 mg undaukcumad. Cien
MPUTOTBSIHE HA Pa3TBOPA, BCEKH MILTWIIMTHD ChAbpka 10 mg nHbIMKCcUMa0.
. Jpyru cberaBky: 3axapo3a, noiaucopbar 80 (E433), Hatpue auxuaporeHpocdar MOHOXUAPAT

u nuHatpueB pochat quxuapar (Buwxre ,,Inflectra cpapprka monucopdat 80 B Touka 2).

Kak m3riexna Inflectra nu kakBo cbABbpPKa ONAKOBKATA
Inflectra ce mocTaBs B cThKICHH (hJIAKOHU, ChIBPIKAIIY TIPaX 32 KOHIICHTPAT 32 WH(Y3UOHEH Pa3TBOP.
[IpaxbT € ¢ 65T 1BAT.

Inflectra ce mpousBexna B onakoBku ot 1, 2, 3, 4 unu 5 guakona. He BCUYKH BUI0BE OITAKOBKU MOTAT
na ObJaT MyCHATH Ha Ta3apa.

IIpuTtexaTes1 Ha pa3pelIeHUETO 32 yHoTpeda
Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles
Benrus

68



IIponsBoauten

Hospira Zagreb d.o.o.
Prudnicka cesta 60

10291 Prigorje Brdovecko
XbpBartus

3a JOIIBJIHUTCIIHA I/IHq)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIs, CBbPKCTC CC C JIOKAJTHUA
MNPCACTABUTCII HA IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Luxembourg/Luxemburg
Pfizer NV/SA

Tél/Tel: +32 (0)2 554 62 11

Bbarapus

[ aiizep JTrokcemOypr CAPJI, Kinon beirapus

Ten.: +359 2 970 4333

Ceska republika
Pfizer, spol. s r.0.
Tel: +420 283 004 111

Danmark
Pfizer ApS
Tif.: +45 4420 11 00

Deutschland
PFIZER PHARMA GmbH
Tel: +49 (0)30 550055-51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EAlLada
Pfizer EAMMGG ALE.
TnA: +30 210 6785800

Espaiia
Pfizer, S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tél: + 33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777
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Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel: +370 5 251 4000

Magyarorszag
Pfizer Kft.
Tel.: +36 1488 37 00

Malta
Drugsales Ltd
Tel: +356 21419070/1/2

Nederland
Pfizer bv
Tel: +31 (0)800 63 34 636

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.
Tel.: +48 22 335 61 00

Portugal
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L.
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podro¢ja
farmacevtske dejavnosti, Ljubljana

Tel: +386 (0)1 52 11 400



Ireland

Pfizer Healthcare Ireland Unlimited Company
Tel: +1800 633 363 (toll free)

Tel: +44 (0)1304 616161

island
Icepharma hf.
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Kvzpog

Pfizer EAMGG A.E. (Cyprus Branch)

TnA: +357 22817690

Latvija

Pfizer Luxembourg SARL filiale Latvija
Tel: + 371 670 35 775

Slovenska republika
Pfizer Luxembourg SARL, organiza¢na zlozka
Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

I[aTa Ha MOCJCAHO NMpepasrjec;kaane Ha JIMCTOBKaTa:

JApyru u3touyHunu Ha nHpopmManus

Honp06Ha I/IH(i)OpMaLU/ISI 3a TOBA JICKAPCTBO € MPEAOCTABCHA HA ye6ca171Ta Ha EBpOHeﬁCKaTa arcHuus

10 JIeKapcTBaTa https://www.ema.europa.eu.
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[Mocouenara mo-noxy uHMGOpMAIUs € TpeJHa3HaYeHA CaMO 32 METUIIMHCKY CIICIAJIHCTH:

Ha NalMCHTUTEC, KOUTO Ca Ha JICYCHHUC C I/IH(i)J'II/IKCI/IMa6, TpH6Ba Ja c€ MpeAOCTaBU HAITOMHSAIIA KapTa
Ha ImanucHTa.

Yxa3zanus 3a ynorpeda u padota — ycJ10BHS Ha CbXpaHeHHUe
Ja ce cpxpansiBa npu temieparypa 2°C — 8°C.

Inflectra Mmosxe na ce cbxpaHsBa pu TeMnepaTypa MakcuMyMm 25°C eIHOKpaTHO 3a MEpUo 110

6 Mecella, HO HE U CJIe/l CpOKa Ha I'OJTHOCT, II0OCOYEH BbpXY onakoBkara. HOBUAT cpok Ha roJHOCT
Tps6Ba 1a ObJIe 3amKcaH BbpXy KapTOHEHaTa onakoBka. Ciien u3BaXkiaHe OT XJaauiHuKa, Inflectra e
TpsiOBa J1a ce BPhILA OTHOBO 33 ChbXPaHEHHUE B XJIAIMUITHUK.

Yka3zanus 3a yHOTpeﬁa u paﬁoTa — pPa3TBapsaHe, paspeKiaHe U MIPUJI0KCHUE

3a ga ce moxoOpy NPOCIETUMOCTTa HA OMOJIOTHYHHUTE JICKAPCTBEHU MPOAYKTH, UMETO U TAPTUIHUAT
HOMEp Ha NMPHJIOKEHUS JISKAPCTBEH MPOIYKT TPIOBa SCHO Ja Ce 3aIlUCBaTr.

1. Tps6Ba na ce n3uucnaT no3ara u 6posaT HeoOxoanmu ¢uaxonu Inflectra. Beexu duakon
Inflectra coabprka 100 mg undukcumabd. TpsiOBa Aa ce U3UUCIN HEOOXOTUMHUIT 001 00eM
pastBopeHa Inflectra.

2. [Ipu acentrunu ycnous Bceku ¢nakoH Inflectra TpsioBa na ce pazropu ¢ 10 ml Boxa 3a
WHKEKIINH, KaTo Ce U3IoJ3Ba crpuHIioBka ¢ uria 21G (0,8 mm) win no-manka. OTcTpaHsBa ce
allyMHHHeBaTa 00KaTKa, a T'yMeHaTa Tama TpsOBa Jja ce MOYUCTH C MapJis, HaroeHa cbe 70%
cnupt. Wrinara Ha cipuHIIOBKATa ce BKapBa BbB (pJIaKoOHA, KaTo ce 3a0ue B IIEHThpa Ha
TryMeHara Tama, ¥ CTpyiKara Ha BoJlaTa 3a HHXXCKIIMU Ce HAcOYBa KbM CTCHATa Ha (JIaKOHA.
dnakoHBT TPsIOBaA Ja e 3aBHPTH BHUMATEITHO HIKOJIKO ITHTH, 32 JIa Ce Pa3TBOpH npaxa. TpsoBa
Iia ce U305rBa MpeKaneHo Abaro wim 1eepae eHnepruyno seprene. JA HE CE PA3KIIAIIA.
[Tpu pazTBapsiHETO MOXKeE /1a ce 00pa3yBa IsiHa. Pa3TBOPHT TPsOBS Aa ce OCTaBU 3a 5 MUHYTH.
PasTBOpBT TpsiOBa Aa € omanecueHTeH 1 Oe31BETEH 0 JIEKO XKBIT. Moxe ja Obaat 3abensa3anu
OTACTHH NPO3PAYHU YACTULH, TOHEXE HHPIUKCUMa0 e mpoTenH. Pa3TBopbT He TpsiOBa na ce
M3II0JI3Ba, aKO MMa ITPOMSIHA Ha [[BETa, MAaTOBH UJIHM JPYTH YaCTHLH.

3. Heo6xomumusar odem ot npurorsenus pa3tsop Inflectra tps6Ba na ce paspenu 1o 250 ml ¢
nH(py3uoHeH pa3TBop Ha 9 mg/ml (0,9%) nHatpues xmopun. He paspexnaiite mpuroTBeHus
pa3tBop Inflectra ¢ HUKaKBB APYT pa3TBOPUTEIL. 3a pa3pexkaaHeTo OT 250-MUIHIUTpOBaTa
CTBKJIeHA OyTHJIKA WJIM HH(PY3HMOHEH CaK ce U3Teris koauuectso 9 mg/ml (0,9%) pa3TBop Ha
HaTpPHUEB XJIOPHI, paBHO Ha o0ema Ha mpuroTeeHus paszteop Inflectra. Heo6xonumust o6em ot
npuroTBeHus pazreop Inflectra ce 106aBs 6aBHO KbM 250-MUITMINTPOBATa OyTHIIKA UITH CaK C
pa3TBOP Ha HATPHEB XJIOPUI M C€ CMEeCBa BHUMATEINHO. [Tpu 00emu, mo-rojiemu ot 250 ml,
W3M0J3BaliTe WK MO-roisaM HHpy3uoneH cak (Hanp. 500 ml, 1 000 ml), uau HAKOIKO
nH}y3noHHu caka ot 250 ml, 3a ga rapanTUpaTe, 4e KOHLUEHTPALUUATa Ha HHPY3HOHHUS
pa3TBOp He HaaBHIIaBa 4 mg/ml. AKO ce CbXpaHsBa B XJIaIUIHUK clie]l pPEKOHCTUTYHpaHEe U
paspexnane, HHQY3UOHHHUAT pa3TBOp TPsIOBa J1a ce OCTaBH Jia Ce TeMIIepHpa MpH cTaiiHa
temmneparypa 1o 25°C 3a 3 yaca npenu Cronka 4 (undysus). Cpxpanenue Hax 24 qaca npu
Temmeparypa ot 2°C—8°C e mpuioxumo, camo koraro Inflectra e npurorseH B MH(GY3HMOHHHS
Cak.

4. WHdy3noHHUAT pa3TBOp TPsiOBa Ja ce MPHUIIOKH 332 BpEME, HE MO-KPAaTKO OT MPENOpPbYUTEIHATA
MPOJBIDKUTENHOCT HAa HHPYy3usTa (BK. Touka 3). TpsaoBa na ce u3monspa caMo HHPY3HOHHA
crcTeMa ChC CTEPHIICH, allUPOreHeH (PUITHP, KOWTO c1abo CBbp3Ba NPOTEHMHH (C pa3Mep Ha
nopure 1,2 MUKpoMeTpa Wi 1o-MaibK). [loHeke B MH(PY3MOHHUS pa3TBOP HE CE ChIBPIKAT
KOHCEPBAHTH, CE MPEropbuBa HHPY3HUATA JIa 3AI0YHE KOJIKOTO C& MOKE MO-0bP30 B pAMKHUTE
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Ha 3 yaca OT IPUTOTBSIHETO U Pa3pekJaHETO Ha pa3TBOpa. AKO HE Ce W3I0JI3Ba BeIHAara,
CIa3BaHETO Ha MPENOPbYAHNUTE CPOKOBE U YCIOBHS Ha ChbXPaHEHHE PeIu U pu ynorpeoda, e
OTTOBOPHOCT Ha MOTPeOUTEIsI, U OOMKHOBEHO He TpsiOBa Jla € IoBeyve oT 24 yaca mnpu
temmeparypa ot 2°C 1o 8°C, oCBeH aKo pa3TBapsHETO/pa3peiKIaHeTO He ca U3BBPIICHU IPU
KOHTPOJIMPAaHU U BaIMJUPaHH acelITUYHH ycaoBus. HemsnonasBanus pa3TBop He TpsOBa 1a ce
ChbXpaHs;Ba 3a HOBTOpPHA ynoTpeoa.

Hpe;u/l 3al104BaHC HaA HH(bYBHHTa Inflectra TpH6Ba Ja C€ orjicaa 3a HaJIM4Yrue€ Ha 4aCTHUIM WIN
IMpoOMsHAa Ha LBCTA. He TpH6Ba Ja C€ U3I10J13Ba, aKO 6’BZ[aT 3a0ensa3aHu IMpOMsAHA Ha LIBCTA,

MAaTOBH WK APYTH YaCTUIIU.

Heusnon3panusr JICKAPCTBCH NMPOAYKT WJIW OTHAABYHUTC MATCPUAJTIN OT HECTO TpSI6Ba Ja Cce
U3XBBPJAT B CbOTBETCTBUC C MECTHUTC U3 CKBAHUS.
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