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.

3a IBIHUA CIIMCHK HA IIOMOIIHUTE BEIIECTBA BIDKTE TOUKa 6.1.

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

[IpaxbT € ¢ 65T 1BAT.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHHU NOKA3AHUS

PesMaronaeH apTputr

Inflectra, B koMOMHaIUsA ¢ METOTPEKCAT, € TIOKa3aH 32 HaMaJIIBaHe Ha MPU3HAIIUTE U CUMIITOMHTE,
KaKTO M MOCTHTaHe Ha OJ00pEeHUE BbB (pr3udeckara (hyHKIIMS, IPH:

. BB3pPACTHU MAIEHTH C aKTUBHA 00JIECT C HEJOCTaThueH OTTOBOP Ha JICUEHUETO C
Mouduuupany 6onectra antupeBmaroniiu cpeacrsa (DMARD), BkmounTenHo u
METOTpEKCAT.

. BB3pACTHH NAlMEHTH C TEXKa, aKTUBHA U IpOrpecupalia 00JecT, KOUTO He ca JIEKYBaHH C

MetoTpekcat win gpyru DMARD.
[Ipu Te3u naumeHTH ce HabIr0aBa 3a0aBsiHE HA MPOrpecHsTa Ha CTABHOTO YBPEKIAaHE, KOETO ce
JI0Ka3Ba peHTreHorpadceku (Bx. Touka 5.1).

Boaect Ha Crohn npu Bb3pacTHH

Inflectra e mokasau 3a:

. Jledenue Ha cpemHO TeXKa 110 Texka Oomect Ha Crohn B akTUBEH CTauil, IpU BH3PACTHH
IMAaIIUCHTH C HEOCTAThYCH OTI'OBOp Ha HpOBeIIeH IAJIOCTEH U aICKBATCH Kpr Ha Tepannﬂ C
KOPTUKOCTEPOUIN U/UIIM UMYHOCYIIPECOPY B MaKCHUMaITHA J103a; WJIM TAKHBa, KOUTO HE MOHACIT
WJIH TIPY KOUTO UMa MEIIUIIMHCKH MPOTUBOTIOKA3aHMs 32 TaKaBa TepaItusl.

° Jleuenue Ha puctynmusupama 6omect Ha Crohn B akTUBEH CTa Uil MPU BH3PACTHH MAIUEHTH C
HEAOCTAaTBhbUYCH OTFOBOp Ha ISIJIOCTCH Kpr Ha CTaHZ[apTHa TepaHI/ISI (BKJIIOT-II/ITCHHO C
MIPIJIO’KEHUE HAa aHTHOMOTHUITH, TPEHUPAaHe U IMYHOCYTIpecUpaIia Teparus).

Boaect Ha Crohn npu nenia

Inflectra e mokasan 3a neueHue Ha Texxka Oonect Ha Crohn B aKTHBEH CTaJMi MPH Jielia ¥ FOHOIIHN Ha
BB3pacT oT 6 1o 17 roguHu, KOUTO HE ca OTTOBOPUIIM HA CTaHJapTHA Teparwsl, BKIIFOYBaIla
KOPTHKOCTEPOUI, IMyYHOMOAYJIATOpP ¥ MEPBUYHA XPAaHUTEIHA TEPAIUS WIN KOUTO NMPOSBIBAT
HEMOHOCUMOCT, WM ITPU KOUTO MMa MPOTHUBOIOKA3aHMs 3a TakaBa Tepanus. [IpoyuBanusra c



W3I0I3BaHETO HAa MH(IMKCHMA0 ca MpaBeHH caMo IPH ChbBMECTHOTO MY IPWIJIOKEHHE ChC CTaHAapTHA
MMYHOCYIIpecHpala Teparnus.

Yauepo3eH KOJIUT

Inflectra e mokasaH 3a neueHHe HA YMEPEHO TEXBK JI0 TEKBHK aKTUBEH YIIEPO3CH KOJIUT MIPH
BB3pPACTHU MAIEHTH C HEJOCTAThueH OTTOBOP Ha CTAaHAAapPTHA TEpPaIlusl, BKIIOUUTEIHO U C
KOPTHUKOCTEpOUIH, 6-MepKanTonypuH (6-MP) unu azatuonpun (AZA), Wi TakuBa, KOUTO HE
MTOHACAT, WU IPX KOUTO UMa IPOTHBOIIOKA3aHUs 3a TaKaBa TEPaIHs.

VYauepo3eH KOJIUT IpH JIena

Inflectra e mokasaH 3a JeueHUe HAa TSKbK AKTUBEH YJIIICPO3CH KOJIMUT MPH JCIa U IOHOIIN Ha Bh3pacT
oT 6 10 17 roguHu, ¢ HEAOCTaTHYCH OTTOBOP HA CTaHJAPTHA TEpaIus, BKIIOUYUTEITHO C
KopTukocTepouau u 6-MP unu AZA, unu TakuBa, IpU KOUTO UMa HEIMTOHOCUMOCT KbM WU
MEIUITMHCKH MPOTHBOIIOKA3aHUS 32 TaKaBa TepaIusl.

AHKHIO3UpAI CITOHIUINAT

Inflectra e mokasaH 3a neueHHe Ha TEXBK, AKTUBCH aHKUIJIO3UPAIIl CIIOHTUINT ITPH BH3PACTHU
MalKEHTH, KOUTO €a C HEAOCTAaThbUEH OTTOBOP HA CTAHAAPTHA TEPAIIUs.

IlcopuaTnuen apTpuT

Inflectra e moka3aH 3a nedeHne Ha aKTUBEH U MPOTPECUPAII] IICOPUATUYCH apTPHUT NIPHU Bh3PaCTHU
MAalKEHTU C HEAOCTAaThUEH OTTOBOP Ha mpenuiecTBamia tepanusi ¢ DMARD.

Inflectra TpsiOBa na ce mpuiara:

® WM B KOMOMHAIUS C METOTPEKCAT

®  HJIM CaMOCTOSITEIHO MPH MAIlMEHTH ¢ HETOHOCUMOCT KbM METOTPEKCAT, WIH TIPU KOUTO
JICYEHUETO C METOTPEKCAT € IPOTUBOMIOKAa3aHO

JokazaHo e, 4ye nHPIUKCHMab mo1o0psBa Gpusnueckara GyHKIUS HA TTAUEHTH C ICOPUATHYCH
apTpuT U 3a0aBsg CKOPOCTTA Ha MPOrpecus Ha MepU(EPHOTO CTABHO YBPEKAAaHE, U3MEPEHO
peHTtrenorpadcku, MpH NaUeHTH C MOTMAPTPUTHU CUMETPUYHH (popmu Ha OorectTa (BK. TOuKa 5.1).

[Icopuasuc

Inflectra e mokasaH 3a JieueHHe Ha YMEPEHO TEKBK 10 TEKBK IICOPHUA3HUC C TUIAKH ITPH BB3PACTHH
MAIMEHTH, KOUTO HE OTrOBAPAT, UMAT MPOTHBOIOKA3aHHSI MIIM HETTOHOCUMOCT KbM JICUCHHUE C APYTH
CHCTEMHH TperapaT, BKIIOYUTEITHO UKIOCTIOPUH, METOTPEKCAT WK TICOPAJICH YITPAaBUOJIET-A
(psoralen ultra-violet A, PUVA) (Bx. Touka 5.1).

4.2 Jlo3UpOBKA M HAYMH HA NPUJIOKEHHE

Jleuenuero c Inflectra TpsiOBa 1a ce 3amouBa U MPOBEK/IA MO KOHTPOJIA HA KBATH(DUIIUPaH
CTEIHUAITUCT B ChOTBETHATA 00JIACT, C OMUT B JIMArHO3aTa U JICUCHUETO HA PEBMATOUICH apTPHT,
BB3MATUTETHH 3a00JIIBaHUS HA YepBaTa, aHKHIIO3UPAIl| CIIOH/HITUT, TICOPUATHYCH apTPUT WK
ncopuasuc. Inflectra TpsiOBa na ce npuiara uaTpaBeHo3Ho. MHgy3usTa Ha Inflectra TpssOBa na ce
MPaBU OT KBATU(HUIMPAH CIEIHATTICT, 00yUCH Jla pa3ro3HaBa CBbp3aHu ¢ HHPy3uaTa peakuuu. Ha
MalMeHTHTe, KOUTO ca Ha nedenue ¢ Inflectra, TpsaOBa Aa ce mpeaOCTaBH JIMCTOBKA 32 MAIUCHTA U
HAIIOMHSIIIA KapTa Ha MalkeHTa.

ITo BpPEMC Ha JICUCHUCTO C Inflectra TpH6Ba Ja €€ OITUMU3UPA N03aTa HA APYT'U NPOAYKTH, KOUTO CC
npuiaarat CbIIbTCTBAIO — HAIIP. KOPTUKOCTECPOUAU U UMYHOCYIIPECOPH.



EO3I/IQOBKa

Bwzpacmnu (> 18 200unu)

Pesmamouoen apmpum
3 mg/kg kaTo HHTpaBeHO3HA HHPY3HA, TIOCIEeIBaHA OT JOMBIHUTENTHN HH(DY3uHU B no3a 3 mg/kg Ha
2-ta ¥ 6-Ta ceMUIIA Clie TbpBaTa HHQY3Us, CIe]I KOSTO — Ha BCEKH 8 CEIMHUIIH.

Inflectra TpSI6Ba Ja CC npujiara CbIIbTCTBAIIO C METOTPCKCAT.

Hannunaure manHau mokaspar, 4e KIIMHHYECH OTTOBOP OOMKHOBEHO c€ TOCcTHra A0 12 ceaMuIu ot
HAYyaJIOTO Ha JIeueHNneTo. [Ipy mannueHTy ¢ HeI0CTaThueH OTrOBOP MIIH 3ary0a Ha OTTOBOP CIIEH Kpast
Ha TO3M IIEPUOJI, MOXKE JIa Ce OOMUCIIN MTOCTEIICHHO MOBUINIABAHE Ha J103aTa C IPUOIM3UTEIHO 10

1,5 mg/kg mo makcumaina go3a 7,5 mg/kg Bennbxk Ha Beceku § ceamui. Kato antepHatnBa Moxe J1a
ce 0OMHMCITN U TIpHIIoKeHHe B 103a 3 mg/kg Ha Bcekn 4 ceaMuUIM. AKO ce IOCTUTHE JOOBP OTrOBOP,
JICYCHUETO Ha MAaLMEeHTa TPsAOBa 1a MPOIBIDKY ¢ M30paHaTa 103a WK NP H30paHUTEe HHTEPBAIIH.
[TpoabkaBaHeTO Ha JICYEHHETO TPsiOBa Ja ce OOMUCIIY BHUMATETHO MPH MAIlMEHTH, IPU KOUTO HIMa
JaHHHM 32 TEPAIleBTHYHO MOBJIHSABAHE TIPE3 MbPBHUTE 12 CEAMUIN OT JEYSHHETO HIIH CJIe/T KOPEKIUS Ha
mo3ara.

Cpeono meoicka 0o meoicka 6onecm na Crohn 6 akmusen cmaouil

5 mg/kg kato nHTpaBeHO3Ha HH(Y3HUs, MOCIeIBaHa OT JONbIHUTENHA HHY3HA B 103a 5 mg/kg

2 ceaMuIM ciiel| mbpBaTta nHGYy3us. [Ipu nurca Ha TOBNUsBaHE Ciie]] BIMBaHE HA 2 JIO3H, JICYUEHHETO C
nHIMKCUMAa0 He TpsOBa 1a ce MpoabihkaBa. HannyHuTe TaHHM HE TIOJKPENST MPOABIKaBaHETO Ha
JIeYeHHeTo ¢ HHPIMKCUMAO0 MPpH MALMEeHTH, KOUTO HE Ce MOBJIMSABAT B PAMKUTE Ha 6 CEAMULU OT
bpBaTa HHQPY3HUS.

HpI/I MaIUEHTUTE, KOUTO OTTOBOPAT HA JICHCHUCTO, AJITCPHATUBHUTC CTPATETUHU 3a ITPOABJDKABAHE HAa
JICYCHUETO Ca:

. [Mopawprxkamio nedeHue: JonbIHUTEIHN HHDY3uH B 1o3a 5 mg/kg Ha 6-Ta cenMuna cieq
bpBaTa UHQPY3HUS, CiIe]] KOETO — Ha BCEKHU 8 CEIIMHUITU HITH
. [ToBTopen kypce: Uudys3us Ha 5 mg/kg, ako npu3HanuTe 1 CUMITOMUTE Ha OoecTTa

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

Makap f1a TUIcBaT CpaBHUTENIHU JaHHU, OTPAHUYEHUTE AaHHU [IPHU NalKUEHTH, ITbPBOHAYATHO
MOBIIMSITH C€ OT JieUueHHe B j1o3a 5 mg/kg, HO P KOUTO BIIOCIE/ICTBHE KIMHUYHUSIT OTTOBOP CE €
3aryOuJI, MOKa3Bar, ye MPH HAKOU HallMeHTH OTTOBOPHT MOXKE /1a C€ BH3CTAHOBH C IOBHILIABAHE HA
nozata (Bx. Touka 5.1). [IpogpmkaBaHeTo Ha TepanusiTa TpsOBa Aa ce 0OMHUCIN MHOTO BHUMATEIIHO
MpY TIALMEHTH, IIPH KOUTO HE ce HaOJII0jaBa TeparneBTH4eH epekT cliel KOpUrupaHe Ha J103ara.

Qucmynuzupawa akmuena bonecm na Crohn

Ho3a ot 5 mg/kg kaTo MHTpaBeHO3HA MH(DY3US, TOCIeIBaHa OT JIOMBIHUTETHH UH(Y3UH B 1032
5 mg/kg Ha 2-Ta u 6-Ta ceMuUIA ciiel MbpBaTa HHPY3HA. AKO MAIIMEHTHT HE OTTOBOPH CIIEH TE3H
3 no3u, TeyeHneTo ¢ nHGIMKCUMal He TPSAOBa Aa ce MPOABIIKABA.

[Tpu nanmeHTH, KOUTO OTTOBAPSAT HA JICUCHUETO, AITEPHATUBHHUTE CTPATETHH 3a MPOIbIKaBaHE Ha

JIYCHUETO ca:

) Monabpxaro neuenue: Jonbiaaurennu nHpy3uH B 103a 5 mg/kg Ha Bceku 8 ceMHIIN WITH

. [Moeropen kypc: Mudy3us B 1o3a 5 mg/kg, ako npu3HAIMTE U CUMIITOMUTE Ha 00JecTTa
peluaMBUpar, nocjienBanu oT HHPy3un B 103a 5 mg/kg Ha Bcexu 8 cenmuru (BK. ,,IloBTOpeH
Kypc” TO-70JTy, KaKTO U TOYKa 4.4).

Makap fa TUICBaT CPaBHUTENIHU JaHHU, OTPAHUYECHUTE JaHHH MIPU HalUEHTH, IbPBOHAYAITHO
MOBIIMSUTH C€ OT JieueHHe B j103a 5 mg/kg, HO TP KOUTO BIOCIE/ICTBHE KIMHUYHUSIT OTTOBOP CE €
3aryOmuJI, IOKa3Bar, ue MMPpH HIKOW MalMeHTH TOBIHSBAHETO MOKE JIa C€ BH3CTAHOBH C MOBHUIIIABaHE HA
nozata (Bx. Touka 5.1). [IpogpmkaBaHeTo Ha TepanusiTa TpsOBa Aa ce 0OMHUCIN MHOTO BHUMATEIIHO
[IpY TIALIMEHTH, IIPH KOUTO HE ce HaOJI0jaBa TepaneBTUIeH e(heKT cre KOpUrupaHe Ha 103ata.



OnutsT ¢ MOBTOPHHU KYPCOBC IMPU PCHUANB HA TPU3HALIUTC U CUMIITOMUTC Ha 6onect Ha Crohn e
OrpaHUYCH U HAMA CPABHUTCIIHU JaHHU 3a CbOTHOIICHUCTO HOJ'I3a/pI/ICK IIpyu AJITCPHATUBHUTEC
CTpaTeruu 3a nNpoabJKaBaHC HA JICHCHUCTO.

Yayeposen konum
5 mg/kg kaTo MHTPaBeHO3HA UH(Y3HsI, CIIEe]] KOSTO — TOIMBIHUTEIHN HH(DY3UH B 103a 5 mg/kg Ha 2-Ta
1 6-Ta ceMUIIA Cie]l TbpBaTa HH(Y3HUs, TOCIEeIBaHU OT HH(PY3UH HA BCEKH & CEIIMUITH.

Hanuanure JaHHH I'OBOPAT, Y€ KIIMHUYCH OTTOBOP OOMKHOBEHO C€ IIOCTUTA B pPaMKHUTE Ha 14 cCaAMHUI
OT HA4YaJIOTO Ha JICUCHHUETO, T.C. CJIC TpE€TaTa J103a. HpI/I ManreHTH, IIPHU KOUTO IIPE3 TO3U IEPHUO
HAMa JaHHU 3a TCPAICBTUYCH e(l)eKT, MNpoOABIZKaBaHCTO HA JICUCHUCTO Tpﬂ6Ba Ja ce ooMucIu
BHUMATCIIHO.

AnKunozupawy CROHOUIUM

5 mg/kg kato nHTpaBeHo3Ha UH(Y3HUs, ciell KOETO — JOIBIHUTENHN HHY3UHu B 103a 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
NAlMEeHTHT HE OTTOBOPH B PaMKUTE Ha 6 ceAMULH (T.€. ciell BTOpaTa 103a), JICYCHHETO C
nH}pIMKCcUMal He TpsAOBa Aa NPOIBIIKABA.

THcopuamuuen apmpum
5 mg/kg kaTo HHTpPaBeHO3HA MHPY3HS, CIIe]] KOETO — NOMBIHUTETHH nH(Y3UH B 103a 5 mg/kg Ha 2-Ta
1 6-Ta ceMHUIIA ClIel IIbpBaTa MHQY3HUs, IOCICABaHU OT MH(PY3UH HA BCCKU 8 CEIMUIIH.

Icopuasuc

5 mg/kg kato nHTpaBeHo3Ha UHQY3HUs, ciell KOETO — JOIbIHUTENH! nHY3uHn B 103a 5 mg/kg Ha 2-Ta
1 6-Ta ceMHUIIA CJIel IbpBaTa MHQY3HUs, TOCICABaHU OT MH(PY3UH Ha BCEKH 8 CEIMUITH. AKO
MalUeHTHT HE OTTOBOPH B paMKUTe Ha 14 cemMuIi (T.€. Ciex YeTBbpTAaTa J03a), JICUCHUETO C
nH}pIMKCUMal He TpsAOBa Aa NPOIBIIKABA.

Iloemopen kypc npu 6onrecm na Crohn u peemamouden apmpum

AKO MpHU3HALUTE U CAMITOMHTE Ha O0JIECTTa pELIMINBUPAT, MOXKE Ja CE 3all0YHE HOB KypPC C
nH}pIMKCUMab B paMkuTe Ha 16 ceaMuiy cieq nocnenHara nHQy3us. B kIMHU4YHUTE TpOyYBaHus ca
HaOJr0IaBaHy peakluy Ha 3a0aBeHa CBPBXUYBCTBUTEIIHOCT, KOUTO ca OMJIM HEYECTH U ca ce
MPOSIBSIBAIIM ciie]l meproan 6e3 npueM Ha nHpIMKcuMa, mo-Mayku ot 1 roauHa (BX. Toukd 4.4
4.8). besomacHocTTa 1 epUKaCHOCTTA IIPU IOBTOPEH Kypc ciel nepuo 0e3 npueM Ha uHpIUKcuMao,
MO-ABJIBT OT 16 ceAMHUIH, HE ca YCTaHOBEHHU. TOBa BakKM KakToO 3a nanueHTH ¢ 6onect Ha Crohn, Taka
Y 32 TIAIIMEeHTHU C PeBMATOUCH apTPHT.

Tloemopen kypc npu yayeposen Koium
Be3onacHocTTa M e(huKkacHOCTTa Ha MTOBTOPEH Kype, M3BbH CXeMarTa Ha Mpuiiarane Ha HHQy3us Ha
BCEKH § CeIMUIIH, HE ca yCTaHOBEeHH (BX. ToukH 4.4 u 4.8).

Tloemopen Kypc npu ankuno3upauy CnoOHOUIUM
BezomacHocTTa M ehmkacHOCTTa Ha TOBTOPEH Kypc, M3BBH cXeMara Ha Mpuiiarane Ha nH}y3us Ha
BcekH 6 110 8 ceaMUIly, He ca ycTaHOBeHH (BXK. Touku 4.4 u 4.8).

Tlosmopen Kypc npu ncopuamuien apmpum
BezomacHocTTa 1 emkacHOCTTa Ha TOBTOPEH Kypc, M3BBH cCXeMara Ha Mpuiiarane Ha nH]py3us Ha
BCEKH 8 CEIMUITH, HE ca YCTaHOBEHHM (BXK. Touku 4.4 u 4.8).

Ilosmopen kypc npu ncopuazuc

OrpaHuyYeHUST OIUT OT ITOBTOPEH KypC Ha JICUSCHHUE TIPH TICOPHA3UC C SAMHUYHA 71032 HHOIUKCUMA0
cien uHTepBat ot 20 CEIMUITU MMOKa3Ba, 4e e(h)UKaCHOCTTA HaMaJIsiBa, a YeCTOTaTa Ha Pa3BUTHUE Ha
JICKU JI0 YMEPECHU PEaKIIMU, CBbpP3aHu ¢ HH(Y3UsATa, HApPacTBa B CpaBHEHHUE ¢ HAYaHATA
WHAYKIIMOHHA Teparus (BXK. Touka 5.1).



OrpaHu4YeHUST OITUT OT IMTOBTOPEH KypC Ha JICUSHHE Cie]] 000CTpsIHE Ha 3a00ISIBAHETO, Upe3
PEUHIYKIIMOHHA CXEMa, MIPEATIoIara MOBHUIIIEHa YeCTOTa Ha WH(Y3UOHHU PEaKIIUH, BKIFOUUTEIHO U
CEPHO3HHM, B CPAaBHECHUE C 8-CEAMHUTHO MOIIBPIKAIIO JeueHue (BXK. Touka 4.8).

Tlosmopen Kypc 3a 6CuuKy NOKA3AHUS

He ce nmpenopbuBa peMHAYKIIMOHEH PEXKUM, B CITy4aid 4e MO IbPKAIIOTO JISICHHE € IPEKHCHATO U CE
Hajiara To Ja ObJie 3aI0YHaTO OTHOBO (BXK. Touka 4.8). [Ipu ToBa MoJiokeHUE JICUCHUETO TPsiOBa aa
3alo4He OTHOBO C €IMHUYHA 7032 HHOIMKCHUMAO, ITOCIIe/IBaHa OT OMHCAHUTE TTO-TOPE TPEMOPHKH 32
MTOITBPIKAIIH JTO3H.

Crenuaiasy nonyiaimu

Cmapqecmz 8vb3pacm

He ca mpoBexmann cienuuyHY MPOyYBaHUs 32 HHPIMKCUMA0 MU IMAlMEHTH B CTapUYeCcKa Bh3PacT.
B xnmHWYHY ipoyuyBaHUs HE ca HAOIIOIaBaHU TOJIEMHU, CBBP3aHU C Bb3pPACTTa, Pa3iiuKU B KIUPHHCA U
obema Ha pasnpenenenue. He ce Hanara kopurupase Ha jo3ata (BXK. Touka 5.2). 3a moBeve
nH(pOpMAIUI OTHOCHO 0€30MacHOCTTa Ha HHMIMKCUMA0 IIpY MAIMEeHTH B CTapuecka Bh3pacT (BUKTE
Touku 4.4 u 4.8).

Bvopeuno u/unu ueproodpobuo vepescoane

Nupavkcumad He € mpoydYBaH P T€3M MAlMEHTCKH MoMyianuu. [IpenopbKy 3a 103UpoOBKaTa He
MOTaT J1a ObJaT HalpaBeHU (BXK. TOUKa 5.2).

Tleduampuuna nonviayus

bonecm na Crohn (6 0o 17 2oounu)

5 mg/kg kato nHTpaBeHO3Ha UHPY3HUs, cIiell KOETO — AOIbIHUTENH! HHY3uHn B 1032 5 mg/kg Ha 2-Ta
1 6-Ta ceMHUIIA Clie]l ITbpBaTa MHQY3HUs, OCIeABaHu OT MH(Y3uK Ha BcekH 8 ceamuiiu. Hannunure
JIAHHU HE TIOJIKPETISIT MPOIbIKaBaHETO Ha JIeYeHHETo ¢ HHMIMKcHMal TpH Jiela U FOHOIIIH,
HEOTTOBOPHJIM B paMKuTe Ha 10 cenMuUIM OT 3amo4BaHe Ha JIeYeHHETo (BX. Touka 5.1).

HpI/I HAKOU MAIUCHTH 3a HOAABPKAHC HA KIITMHUYHUA e(beKT MOXE J1a Ca HGO6XO]II/IMI/I IIO-KbCH
HUHTCPBAJIN MCIKIY I/IH(1)y31/II/ITC, A0KaToO IpU APYTHU MOKE a Ca JOCTATbYHU U IMO-ABbJII UHTCPBAJIU.
HaI_[I/IeHTI/I, IIpU KOUTO Ca OUIN CKBbCEHU AO30BUTC UHTCPBAJIU OO IMO-MAJIKO OT 8 cCaAMHUIM, MOXKE 1a ca
C IOBHUIICH PUCK OT HEXKCJIIaHU pCaKIU. HpI/I TC3U MALUCHTH, IIPU KOUTO HE CC OTUNUTA JOIIBJIHUTCIIHA
TEparCBTUYHA I10J13a CJIC] CMsAHAaTa Ha JO30BUTC MHTCPBAJIU, TaKaBa IMIPOAB/DKHUTCIIHA TEPAITUA C
MO-KbCHU JO30BHU MHTCPBAJIN TpH6Ba BHHUMATCIHO a4 CC 0OMUCTIH.

BeszonacHocrTa M eprukacHOCTTa Ha MHPIUKCHMMA0 HE ca POYYEHH MPH JIela o]l 6-ToJUIIHA Bh3pacT
c 6onect Ha Crohn. Hannunure kbM MOMeHTa (papMaKOKWHETUYHH JaHHU Ca ONHMCAHU B TOYKA 5.2, HO
NPENopbKH 32 TO3UPOBKATA ITPH JIella Ha B3PACT M0J] 6 TOAWHH HE MOTaT Aa ObJaT HallpaBeHH.

Yayepozen xonum (om 6 0o 17 200unu)

5 mg/kg kato nHTpaBeHo3Ha HH(Y3HUs, MOCTIeIBaHa OT AOMBIHUTENHN nHY3uu oT 5 mg/kg, Ha 2-pa u
6-Ta cenMUIIa Clie/l TbpBaTa UHQY3Hs, MoceIBaHu OT MH(Y3UU Ha BcekH 8 cenMulin. Hammaaure
JIAHHU HE TIOJIKPETISIT MPOIbJKaBaHe Ha JIeYeHHeTo ¢ MHGIMKcHMal TPy MeNaTPUIHH TTallUeHTH,
HEOTTOBOPHJIM B PAMKHUTE HA IIBPBUTE § CEAMHUIIM OT 3all0YBAHE HA JICYEHHETO (BXK. Touka 5.1).

BeszonacHocrTa U eprukacHOCTTa Ha MHPIUKCHMMA0 HE ca IPOYYEHH MPH JIela Mol 6-ToJUIHA Bh3PacT
C yJnepo3eH KoiauT. HammyanuTe KbM MOMEHTa (hapMaKOKHHETHYHHU JaHHH ca ONUCAHH B TOUYKA 5.2, HO
NPENopbKH 32 TO3UPOBKATA ITPH JIella Ha B3PACT M0 6 TOAWHH HEe MOTaT Aa ObJaT HallpaBeHH.

Ilcopuazuc
BezomnacHocTTa 1 emkacHOoCTTa Ha MHMIMKCUMA0 TIpH AeTa ¥ FoHOIIH 1Mo 1 8-rouiiHa BB3pacT 3a
MMOKa3aHUETO TICOPUA3UC BCE OIE HE ca yCTaHOBeHHU. HamnIHNTE KHbM MOMEHTA JJAHHU Ca OMUCAaHU B



TOYKa 52, HO MPCTIOPBKU 3a JO3UPOBKATA HC MOTraT Ja 6’L,I[aT JaJCHH.

fOsenunen uouonamuuen apmpum, ncopuamuven apmpum u aHKUI03UPAay CROHOUIUM
BezonacHocrTa 1 eprukacHOCTTa Ha MHPIMKCHUMAO MPH Jella | IOHOIIH 1101 18-rouinHa Bh3pacT 3a
MTOKa3aHUATa IOBEHWICH HINONAaTHUEH apTPUT, IICOPHUATUYECH apTPUT U aHKWIJIO3UPAILL CIIOHAHUIINT BCE
OlIE HE ca YCTaHOBEHU. HannmuHnTE KbM MOMEHTA JAHHU Ca OMMCAHU B TOYKA 5.2, HO MPENOPHKH 32
J03UPOBKATa HE MOraT 7ia Ob1aT AaJeHH.

FOsenunen pesmamouden apmpum

Be3onacHoctTa 1 epukacHOCTTa Ha MHGIMKCUMA0 NP Aelia U FOHOIIH 1o 1 8-roIuIHa Bb3pacT 3a
MOKa3aHUETO FOBEHIWICH PEBMATOMICH apTPUT BCE OIIE HE Ca YCTaHOBEHU. HanmuHuTe IOHACTOSIIIEM
JIAaHHHM Ca ONMCcaHu B ToUkH 4.8 1 5.2, HO IPENOPBKH 3a JO3UPOBKATA HE MOTAT Jia ObJaT Ja/ieHu.

Haunn Ha npuioxxenue

WNndnukcumad TpsdBa fa ce mpuiiara MHTPaBeHO3HO 3a MEPUOJ OT 2 yaca. BCHuky manueHTy, Ha
KOHTO € TpWIIoKeH HHIMKCUMa0, TpsiOBa Jla ocTaHaT Moj| HaOoAeH!e MToHe 1-2 Jaca cief
nH(}Y3UATa ¢ OTJIe/l Pa3BUTHE HA OCTPH PEAaKLUH, CBbp3aHH ¢ HQy3usITa. TpsiOBa 1a uMa yclioBHs 3a
OKa3BaHE Ha CHELIHa oMo (aAPEHAINH, aHTUXUCTAMUHU, KOPTUKOCTEPOUIU U BB3MOKHOCT 32
uHTYOaIus). Moxe J1a ce HarpaBH NpeMeTuKaIns, HATPUMED C aHTUXUCTAMUH, XUJIPOKOPTH30H
W/WIM TapaneTaMo, a CKOpOCcTTa Ha HH(PY3HATa MOXKeE J1a c€ HaMaJlH, 3a 1a C€ OIPAaHUYHU PUCKBT OT
WH(Y3MOHHU peaKkny, OCOOCHO aKo MAIMEeHTHT UMa aHaMHe3a 3a TakuBa (BX. Touka 4.4).

CprameHa npoabﬂz)fcumeﬂl-tocm HA uH(.bv3uume 6 pdMKuUme Ha noKa3aHuAma 3a 6vb3pacmuu

[Ipu BHUMaTETHO OAOPaHU BB3pacTHH MALIMEHTH, KOUTO ca TOJEPUPAIN Hal-MaJjKo 3 HavyalHU
2-qacoBH MHQY3uHU Ha MHQIMKCHMa0 (MHIYKIMOHHA (pa3a) M oTyvaBaT MOIbpiKalla TEPaItus, MOXKe
1a ce OOMUCIH MPUWJIAraHeTo Ha MocieaBaly HHQY3HUN 3a HepHoJ He TO-MalbK OT 1 yac. AKo ce
pas3Bue nHPY3MOHHA pEaklys, CBbP3aHa ChC ChbKpaTeHa MPOABIKUTEIHOCT Ha HH]Y3usiTa, TpsOBa Aa
ce oOMucI 1o-0aBHa CKOPOCT Npu Obaeny HH(Y3HH, aKo ce Hajlara poIbKaBaHe Ha JICYSHUETO.
He ca npoyuBanu nH}pY3HUH ChC ChKpaTeHa MPOIBIKATEIHOCT MPH 031 > 6 mg/kg (Bk. Touka 4.8).

3a yKa3aHus OTHOCHO IMPUTOTBSIHETO U MPUJIAraHETO Ha Pa3TBOPA BUXKTE TOUKa 6.6.
4.3 IIporuBomokazanus

CBp’bX‘IYBCTBI/ITeJ'IHOCT KbM aKTUBHOTO BCUICCTBO, KbM JAPYI'd MUIIU IIPOTEUHU UJINW KbM HAKOC OT
TTOMOIIHUTE BEIECTBA, N30pOeHHU B Touka 6.1.

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

[aruenTn ¢ yMepeHo TexKa WM TexXka chpaedna HemoctarbuHocT (III/IV @K mo NYHA) (Bxk.
Touku 4.4 u 4.8).

4.4 Chnenuananu npeaynpesxaeHusi U NpeANa3HA MEPKH NPH ynoTpeda

IIpocaenumoct
3a fa ce momoOpu MPOCIeTMMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHU MPOYKTH, UMETO U MMAPTHIHUSAT

HOMEp Ha MPHUJIOKEHUS MMPOAYKT TPsIOBa SICHO Jla ce 3aIuCBaT.

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

[Ipu npunoxeHue Ha HHGIUKCUMAO0 ca HaOJII0JaBaHU OCTPHU PEaKIIUU, CBbP3aHu ¢ HHPY3HITA,
BKJIFOUUTEIIHO aHA(UITAKTHYCH MIOK, KAKTO M PEaKIui Ha 3a0aBeHa CBPBhXUYBCTBUTEIIHOCT (BIK.
Touka 4.8).



OcTtpuTte peakiuu, CBbp3aHu ¢ HHPY3HUITa, BKIIOYATEITHO U aHA(DUIAKTHYHU PEaKIUU, MOTaT Ja Ce
Pa3BHAT IO BpeMe Ha (32 CeKYH/H) WM JI0 HAKOJIKO Jaca clies nHy3usTa. AKO ce pa3BUsAT OCTpU
peakiuy, CBbp3aHy ¢ HHQPY3UsITa, HHPY3HUsITa TPIOBa J1a ce crpe BeaHara. TpsoBa 1a ©Ma yCIIOBHS 3a
OKa3BaHe Ha CIEIIHA TOMOII (alpeHaINH, aHTUXUCTAMUHU, KOPTUKOCTEPOUIHN U Habop 3a
uHTYyOa1ws ). Moxe J1a ce HalpaBy IPEeMENKAIVs, HAP. C aHTUXUCTAMUHH, XHIPOKOPTHU30H H/UITH
raparneTamod, 3a Mpo(UIaKTHKa Ha JICKU U MTPEXOTHU PEaKIIny.

BB3MOKHO € fa ce pa3BUsT aHTHUTEINA cpelly HHPIUKCUMa0, KaTo MOsBaTa UM € CBbp3aHa C IOBHILICHA
4YecToTa Ha peakUuTe, CBbp3aHu ¢ MH(py3usTa. Manka 9acT oT HH(PY3HOHHUTE PEaKLUU ca CEPHO3HU
aneprudHu peakiyu. OCBeH ToBa € HaOJII0AaBaHa M BPb3Ka MEX/y Pa3BUTHETO HA aHTHTEJIA CPEILy
WHOPIMKCUMA0 U HaMasieHa MPOIBIKUTETHOCT Ha peMUcHsITa. ChI'BTCTBAIIO MPUIOKEHHUE C
UMYHOMOJIyJIaTOPH € CBBP3aHO C MO-HUCKA YeCTOTa HA pa3BUTHE HA aHTHUTEJIA Cpery HHPIUKCUMal 1
MO-HHUCKA YeCTOTa HAa HHPY3UOHHUTE peakinu. EQEeKThT OT ChIIBTCTBAIOTO MPUIIOKEHHE Ha
WMYHOMOTyJIATOPH € TI0-M3pa3eH MPH NMAIUEHTH, JIEKyBaHU €MTU30IMYHO, OTKOJIKOTO MPH MAIIMEHTH Ha
nojabpxKamo jedenue. [lanueHTrre, mpyu KOUTO NPUIOKEHUETO HA UMYHOCYTIPECOPH € CIPSHO Ipean
3aloYyBaHe Ha JCYCHHUETO MU 110 BpeMe Ha JICYCHUETO ¢ MHIMKCUMA0, ca ¢ IOBUIIEH PUCK OT
pa3BUTHE HA aHTUTeNa. AHTUTENATa cpenry nHGIMKcuMal He BUHATH MOTaT Jia ObJaT OTKPHUTH B
cepyM. IIpu pa3BuTHE Ha CEPHO3HU pEaKLUry, TPAOBa [a ce 3all04YHE CHMITOMATHYHO JICYCHUE U Ja He
ce MpaBAT HOBHM WHGY3un HHMIUKCUMAaO (BXK. Touka 4.8).

B knvHUYHUTE TPOYyYBaHUs MMa ChOOIICHUS 3a peakllny Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT.
HanuunuTe 1anHU rOBOPAT 3a MOBUIIECH PUCK OT PEakIMy Ha 3a0aBeHa CBPbXUyBCTBUTEIHOCT MPU
yABIDKaBaHe Ha iepuoja 6e3 nmpuem Ha nHpIrKkcuMab. [TanmentuTe TpsOBa qa ObJaT MOCHBETBAHH
He3a0aBHO J1a THPCAT METUIIMHCKA IOMOIII TIPY pa3BUTHE Ha MPOSIBY Ha 3a0aBeHa HeXellaHa Peakius
(Bx. Touka 4.8). [lanenTH, IpU KOUTO CE MPOBEkKAa IOBTOPHO JICUECHHE CIIE/ MPOIBIIKUTEIICH
WHTEpBaJ, TPsOBa J1a ce MPOCiIeIsIBaT BHUMATEIIHO 3a MPU3HALM U CUMIITOMHU Ha 3a0aBeHa
CBPBXUYBCTBUTEIHOCT.

Undexnmn

[Ipenu, mo Bpeme Ha U ciieA JICYCHUETO C HHPIIMKCUMAO0 MallueHTUTe TPAOBa Ja ce MpocieaAsaBaT
BHUMATEIHO 33 Pa3BUTHE HA MH(EKINH, BKIIOUYUTEIHO U Ha TyOepKyno3a. IloHexxe ennMuHIpaHeTo
Ha nHpIMKcuMal MOXe Ja IPOIBIDKU 10 6 Mecela, HaOJII0JeHUETO TpsiOBa 1a MPOIBIKY MPe3 LEUs
neproa. AKO IPH Ja/IeH MAIEeHT Ce Pa3BUe CepHO3HA MH(EKIHS UIIH CEeTICHUC, JICUCHUETO C
nHpIMKCUMa0 He TPsAOBa Ja MPOIBIKABA.

C noBHIIICHO BHUMAHUE TpH6Ba Ja C€ moaxoxKaa rnpu O6C’L)K,I[aHe Ha JICYCHUC C I/IH(i)J'IHKCI/IMa6 npu
NManueHTH ¢ XpOHUYHHN I/IH(i)eKHI/II/I WM aHaMHE3a 3a pCKYPCHTHU I/IH(i)eKHI/II/I, BKJIFOYUTECIIHO ITPpHU
MAalUCHTH HAa CBIIBTCTBAIIO JICUCHHUEC C UMYHOCYIIPCCOPU. HaLII/IeHTI/ITG Tpﬂ6Ba Ja 6’B,Z[aT IIOCBBCTBAHU
Ja HM305rBaT M3JIaraHe Ha Bb3MOXKHU PUCKOBU (l)aKTopI/I 3a HHq)GKTHpaHG.

Tymop-nekporusupamust ¢pakrop anda (TNF,) e MeanaTop Ha Bb3MANIEHUETO U MOAYJIATOP Ha

KJIEThYHUSI UMYHEH OTroBOp. ExcliepuMeHTanHuTe JaHHU NoKa3Bat, ye TNF, € 0T OCHOBHO 3HaueHHE
B OopOara cpelly NpUIMHUTEINTE Ha BTPEKICThYHN HHPeKunu. KIMHUYIHUAT ONHUT NOKa3Ba, Ye MpH
HSIKOM MAlMEHTH, KOUTO Cca Ha JieueHHe ¢ HHPINKCUMAa0, aHTHUH(EKITMO3HUAT UMYHHUTET € OTCIIa0CeH.

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

[Naruenture, npuemanty TNF-0110kepH, ca Mo-moJaT/IMBH KbM Pa3BUTHE HA CEPUO3HHM MHPEKIINH.
[Ipu narueHTH, JIeKyBaHu ¢ HHQIMKCUMA0, € Ha0JI0IaBaHO Pa3BUTHE HA TYOCpKy03a, OakTepHaHu

I/IH(l)eKHI/II/I, BKJIIOYUTCIIHO CCIICUC U ITHCBMOHNA, WTHBa3HBHHU FBGI/I‘IHI/I, BUPYCHHU U IPYyTU
OINMOPTHOHUCTUYIHHA HH(bCKHHH. Hsxowu ot Te3u I/IH(I)GKLIPII/I ca OWJIH C JIeTalleH U3X0nm, Hail-4ecTo



C’BO6H_[aBaHI/IT€ OMOPTIOHUCTUYIHHA I/IH(l)CKI_II/II/I C 94€CTOTa Ha CMbPTHH CIIy4an > 5% BKIIIOYBAT
IMHCBMOIIMCTHA MTHCBMOHUA, KAHAU 034, JIUCTCPUO3a U ACTICPTrUIo3a.

[ManmenTH, KOUTO Pa3BHAT HOBA MHQEKIHS M0 BpeMe Ha JIeYeHUeTo ¢ MHpIrKcuMab, TpsioBa aa
OCTaHaT IO/ JIEKapCKO HAaOJII0IeHHE U 1a UM ObJie HarpaBeH 00CTOEH TUArHOCTHYCH MperJie]l.
[MpuembT Ha HHPIUKCUMAO TPIOBa J1a ObJle MPEYCTaHOBEH, aKO MPH MAIMEHTa Ce pa3BHe HOBa
cepro3Ha MH(EKIHUS WM CEeTICUC, KaTO Ce HA3HAUH MOAXOAAI0 AHTUMHKPOOHO MU IPOTHUBOI'BOUYHO
JieYeHue, 10KaTo nHpEeKIuATa He Obae OBIaIsSHA.

Tybepkynosa

[pu nanueHTH, 1eKyBaHU ¢ HHPIUKCHMMA0, UMa ChOOIIICHHUS 3a Pa3BUTHE HA aKTHBHA TyOEpKy03a.
TpsiOBa na ce oTOENEKH, Y€ TOBEUETO OT TE3U CHhOOIICHHS ca 33 SKCTpaIyJIMOHaIHa TyOepKyJi03a,
KOSITO C€ TPOSIBSIBA UJIM KAaTO JIOKATHO, WM KaTO TUCEMUHHPAHO 3a00JIBaHe.

[penu 3amouBane Ha JeUeHUE ¢ HHPIUKCUMA0, IPY BCHYKY MAIUCHTH TPIOBa J1a ObJie H3KIIIOYCHA
KaKTO aKTMBHA, TaKa U JIaATeHTHA TyOepKyio3a. ToBa BKIIOUBA MO jpoOHa aHAMHE3a C HACOYCHU
BBIPOCH 32 NIpeKapaHa TyOepKyJ103a UM Bb3MOKEH KOHTAKT C OOJIHHU OT TyOepKyno3a, KakTo U
MPeIX0Kaallia U/iii HACTOSIIA MIMyHOCYTIpecrBHa Tepanus. [Ipu BCHuky nanueHTy Tpsaosa ia ce
MPaBAT ChOTBETHUTE CKPUHUHTOBH M3CJICIBAHUS CIIOPE] MECTHUTE IPENOPHKU (HAMp. TyOEpKYJINHOB
KOXKEH TECT, peHTreHorpadus Ha IpbAeH KOII W/WiIK uHTepdepoH — rama tect). [Ipenopbusa ce
pe3ynTaTiTe OT TE3W M3CJIEABAHU 1a CE BIMIIAT B HAIIOMHSAIIATa KapTa Ha ManueHTa. JIeKyBamusT
nekap TpsOBa Ja Ma IpeIBU]] ChINECTBYBAIUS PUCK OT (haNIIHBO-OTPHUIIATENICH TyOSPKYINHOB
KOXKEH TECT IPH TEKKO OOJIHU MM KMYHOKOMIPOMETHPAHH MAlEHTH.

AXO ce TMarHoCTUIIMpa aKTHBHA TYOEpKYJI03a, He TpsOBa Jia ce 3aroysa JeueHne ¢ HHPIMKCUMao
(Bk. Touka 4.3).

ITpu cbMHEHuUE 3a JaTeHTHA TYOEpKyJy03a, IAMEHTHT TPAOBA a Ce KOHCYJITUPA C JIEKap C OIUT B
JIeYeHNeTo Ha TyOepkyo3a. [Ipy BcHuky onucaHu Mo-1oity ciiydan TpsOBa MHOTO BHUMATEIHO J1a ce
MPELEHN ChbOTHOLICHUETO T0MI3a/PUCK OT JICYCHUETO C HHPIUKCHUMAO.

AKo ce InarHoCTUIMpa JIATEHTHA TyOepKyi03a, Ipeiy 3all04YBaHe Ha JIEYEHHETO ¢ MHPINKCHMA0
TpsiOBa J1a ce 3al0YHe aHTUTYOEPKYJI03HA TEPAITUs B ChOTBETCTBUE C MECTHHUTE MPETIOPHKHU.

HpeI[I/I 3aI104YBAaHEC Ha JICUCHUCTO C HHq)J]PIKCPIMa6, IIpU MauCHTU C HAKOJIKO WX 3HAYMMHU PUCKOBU
(akTopu 3a TyOepKyJi03a U OTPUIIATEIICH PE3yJITaT OT U3CICABAHUATA 3a JIATEHTHA TyOepKyJio3a,
TpsI0Ba /1a ce 00CHIM 3all04BaHe Ha aHTUTYOEPKYI03HO JICUCHHE.

[Ipu nanueHTH ¢ aHAMHE3a 3a JJaTeHTHA WM aKTHBHA TyOepKyJjI03a, IPU KOUTO HE € CUTYPHO, Y€ ©
MPOBEJICH IThJICH KypC Ha JISYeHHUE, CHIIO TPSAOBA J1a ce 00CHAM MPOBEKIAHETO HA AaHTUTYOCPKYIIO3HO
JIeYeHUe TPEN 3alovBaHe Ha TepanusTa ¢ HHpIuKcumao.

ChoO11eHH ca HIKOH CITydal Ha aKTHBHA TyOepKyJio3a MpH MalueHTH, JIEKyBaH! ¢ MHQIMKCHMa0 1o
BpEMe Ha U cJel JJedeHHe Ha JJATeHTHA TyOepKy03a.

Bewnuku nanmenTa TpsoBa Aa 0ObaaT HHGOPMUpAHH Ja MOTHPCAT He3abaBHA MEAUIIMHCKA TTOMOII], aKO
MO BpEeMe Ha WIIK CIIe] Kpas Ha JICYCHUETO ¢ MHPIUKCHUMAO Pa3BUSIT MPU3HAIM/CUMIITOMH,
MOJICKa3Ballld HAJIMYKME Ha TYOepKyJi03a (HaIp. yIopuTa Kaluidiia, 3aryba Ha Terjio, cyoheopuinna
TeMIiepaTypa).

Hunsaszusnu 2vbuynu ungexyuu

AKO IIpH NAIMEHTH, JIEKYBaHU ¢ HHPIUKCHUMA0, ce pa3BUe CEPUO3HO CUCTEMHO 3a00IIsBaHe, TPsIOBa 1a
ce MoJ03Mpa HHBa3UBHA I'bOMYHA HH(EKLIKS KaTO aclepruiao3a, KaHau103a, THEBMOLMCTHA
MTHEBMOHHMS, XUCTOIIa3M03a, KOKIHUAMONIOMUKO3a WM OJJaCTOMHKO3a U OLe Ha paHEH eTal OT
W3CIIEeBAaHMATA HA TE3U MALMEHTH TPsiOBa 1a ce HapaBH KOHCYJITalus C JeKap, KOHTO € CrenuanucT
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B IMArsoCTuKara u JICUCHUCTO Ha MHBA3HMBHU rbONYHU I/IH(i)CKL[I/II/I.

HMuBa3uBHUTE I'bOMYHH I/IH(beKHI/II/I Morat Ja npoTekKar nmo-CKopo Kato JMCEMUHUPAHO, OTKOJIKOTO
JIOKaJIM3upaHo 3a00JI9BaHe U IIPpY HAKOU MallUCHTU C aKTUBHA I/IH(i)eKHI/ISI TECTOBCTEC 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)GKLIHSI,
TaKa 1 PUCKOBETC OT HpOTI/IBOF"b6I/I"IHaTa TCparmus.

[pu manmeHTH, KOUTO ca )KUBEIH WU ITTYBAJIN 110 MECTa, KbJIETO HHBa3UBHUTE I'bOMYHH MH(PEKIINU
KaTO XHCTOILIa3M03a, KOKIIMANOWIOMUKO3a MIIN OJIACTOMHUKO3a ca CHAEMHYHH, ITOJ3UTE U PUCKOBETE
OT JICYEHHETO ¢ MHPIMKCHUMa0 TpsAOBa BHUMATEIHO Ja ¢€ OOMUCIIAT, IPEH Ja Ce 3a0uHe JICUCHHE C
uHpIMKCUMa0.

DQucmyausupawa 6orecm na Crohn

[Ipu nauuentute ¢ puctynusupama 6oaect Ha Crohn ¢ ocTpu THOWHU QUCTYIM He TpAOBa 1a ce
3aroyBa JieueHrne ¢ HPIMKCUMA0, TOKATO He ce M3KIII0YH eBeHTYyalleH (hoKyc Ha MH(]eKus, Haii-Beue
abcuec (Bx. Touka 4.3).

PeaxktuBanusg Ha xenatut B (HBV)

[Ipu marueHTH, XpOHWYHA HOCUTENH HAa BUpPYyca Ha XenaTuT B, ekyBanu ¢ antaronuctu Ha TNF,
BKITIOUNTENTHO MH(MINKCUMA0, € HaOltoJaBaHa peakTHUBAIlKs Ha Bupyca. Hakou ot cirydanTe ca Oy ¢
JIETAJIEH U3XO/I.

[TanmenTure TpsiOBa na ObaaT uzcnensanu 3a HBV nndexnus npean 3anovyBane Ha JIEUEHHUE C
uHpnmkcumab. [Ipu naumentu, kouto ca no3utuBHU 32 HBV undexuus, ce npenopbuBa KOHCYATALUSL
C JIeKap, KOWTO MMa OIUT B JedeHueTo Ha xenatut B. Hocutenute Ha HBV, npu xouto ce Hanara
MPOBEXKaHE Ha JIedeHue ¢ nHMIMKcUMao, TpsiOBa ja ObIaT BHUMATEIHO MPOCIICASBAHH 32 IPH3HAIH
¥ cuMNTOMH Ha akTuBHa HBV undeknus mo BpemMe Ha JIeUEHHETO U B MIPOJABIDKCHNE HA HIKOJIKO
Mecela cies Kpas Ha jedeHrero. HaMa qocTaThyHO JaHHU 32 €IHOBPEMEHHO JeueHHe Ha HOCUTENN
Ha HBV c npotuBoBupycHu nexapctBenu npoayktu 1 TNF-antaronucTtH ¢ 1en npouiiakTuka Ha
HBYV peaxtuBanus. [Ipu nanuentuTe, mpu KOUTO ce pa3Bue peaktuBanus Ha HBV, neuenuero ¢
nH}pmkcuMalb TpsOBa 1a ce crpe U Aa ce 3aroyHe e()eKTUBHO MIPOTHBOBUPYCHO JICUCHUE U
MOIXOJAIIA TIOAbprKala Teparnus.

XenaToOWIMapHU HAPYIIEHUS

Ilo BpeMe Ha HOCTMAPKETHHTOBHSI Mepro] Ha MHPIUKCHUMA0 ca HaOI0AaBaH! CIyvau Ha UKTEp U
HEMH(EKLINO3EH XeNnaTuT, MOHAKOra C XapaKTepUCTHKa HAa aBTOMMYHEH XxenatuT. ma otnenHu
CIIydJau Ha 4epHOApOOHA HEIOCTATHYHOCT, BOJEIIA 10 HEOOXOIUMOCT OT YepHOAPOOHA
TpaHCIUIaHTaluAd, UJIn 10 CMBPT. HaHI/IeHTI/ITe CbC CUMIITOMU WJIM IIPU3HAIIU 3a HAPYIICHA
yepHOApoOHa (QYHKIIUS TpsOBa a ObJaT ONCHEHH 3a JaHHU 3a YePHOAPOOHO yBpexaaHe. AKo ce
pasBue ukrep w/unu AJIAT ce moBuiyM > 5 mbTH HaJ ropHATa IPaHULIA HA HOPMATA, JICYCHHUETO C
nH}pmKcuMab TpsOBa 1a ce Crpe U 1a ce HampassT NOAPOOHH W3CIEABAHUS 32 YTOUHSIBAaHE Ha
yepHOApoOHaTa PyHKIHS.

EnnoBpeMenHo npuiioxkenue Ha naxuonropu Ha TNF-anda u anakuapa

[Ipy KTMHUYHY IPOYYBAHUS HA €AHOBPEMEHHO NPUJIOKEHNE HA aHAKUHPA U €TaHEPLENT, IPYyT
TNF,-0nokep, ca HaOmM01aBaHU CEPUO3HU MH(PEKIINH U HEYTPOIICHUS, KATO KIMHUYHUAT ePEeKT He
MIPEBB3X0KIa TO3H OT CAMOCTOSITEITHOTO MPHUJIOKEHUE Ha eTaHeplenT. EcTecTBOTO Ha HeXXETaHUTe
pcakuuu, Ha6J]IOI[aBaHI/I IIpU IMPUIJIOKCHUC Ha KOM6I/IHaHI/IHTa OT €TaHCPUCIIT U aHaKUHpPaA, € TAKOBa, Y€
CXOIHH IMPOABU HA TOKCUYHOCT MOrart Ja c¢€ HaGJHO}laBaT " IIpU €AHOBPEMEHHO IIPHUJIOKCHUE HA
anakunpa u 1pyru TNF,-6mokepu. [lopaau ToBa He ce nmpenopbuBa eTHOBPEMEHHOTO NPUIIOKEHHE Ha
WHPIMKCUMA0 U aHAKHHPA.
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EnnospeMenno npmioxkenue Ha TNF-anda naxuburopu u abaranent

[Ipu KIMHUYHN TPOYYBaHUS €THOBpEMEHHOTO mpuiioxkeHne Ha TNF-anTaronncty u abatauent ce
CBBP3Ba C MOBUIIECH PUCK OT Pa3BUTHE Ha HH(EKUNH, BKIIOYUTEIHO CEPUO3HU HH(DEKIUH, B
CpaBHEHHE ChC camocTosATenHO euenue ¢ TNF-antaronncty, 6€3 mo-rojieMu KIMHAYHO 3HAYMMU
nomsu. He ce npenopruBa eJHOBPEMEHHOTO NPUIIOKEHUE Ha MHAINKCUMA0 U abaTalenT.

EHOBpEMEHHO IPUWIIOKEHHE C IPYTU OMOJIOTMYHH JIEKAPCTBEHU IIPOIYKTH

Hsma noctarsyno uH(GOpMaIIKS 10 OTHOIICHHE Ha ChIIBTCTRAIIATA YIIOTpeOa Ha MH(IUKCUMa0 ¢
JpyTH OMOJOTUYHU JIEKAPCTBEHU IMPOIYKTH, U3MIOJI3BaHH 34 JICUCHUE Ha ChLIUTE 3a00JsIBaHMs, 3a
KOHTO ce n3noy3Ba nHPmuKcumMad. CrIbTcTBaNIaTa ynorpeda Ha nHGIMKCUMal ¢ Te3u OMOJIOTHIHU
MPOAYKTH HE Ce MPETophuBa MOpajnu Bb3MOKHOCTTA 3a MOBUIIIABAHE HA PUCKA OT HHPEKIHS U JPYTH
MOTEHIUATHU (apMaKOIOTUYHU B3aUMOACHCTBHSI.

IIpemunasane ot exnu By onoisorndyeH DMARD kbM npyr

HCO6XO,I[I/IMO € MIOBHUIICHO BHUMAaHHUEC U MNAITUCHTUTC TpSI6Ba Ja NpoaABbJDKAT Aa 6’BILaT OpociICAdIBaHN
IIpU MPEMUHABAHC OT CANH OHOJIOTHYECH JICKApCTBCH NPOAYKT KbM JPYT, Thil KaTO MMPUTTIOKPUBAHCTO
Ha OMOJIOTMYHA AKTUBHOCT MOKE JAOI'BJIHUTCIIHO Aa MOBUIIK PUCKA OT HECXKCIIAHU PCaAKIUU,
BKIIOYUTCIIHO I/IH(I)CKHI/I?I.

Bakcunanmu

[IpenopruBa ce, ako € BH3MOXKHO, IIPEIU 3aroyBaHe Ha jiedeHueTo ¢ Inflectra ga ce HampaBAT BCUUKH
BaKCHHAIIMU Ha MAIMCHTHUTE, B ChOTBETCTBUE C MMyHHM3AIIMOHHM KasieHaap. Ha nanuenrture,
JIEKyBaHU ¢ UHPIUKCUMAO0, MOTAT J1a Ce MPaBsT €THOBPEMEHHO BAaKCHHU, C U3KITIOUCHHE HA KUBU
BakCHHH (BX. TOuku 4.5 1 4.6).

B moarpyna ot 90 Be3pacTHM NaIMeHTu ¢ peBmaTouzieH apTput B mpoyuBaneTo ASPIRE, mpu cxonen
MPOLICHT MALEHTH BHB BCSIKa IpyIa Ha JIedeHue (MeToTpekcar oc: mianedo [n= 17], 3 mg/kg
[n=27] unn 6 mg/kg nadauxcumad [n = 46]) ce nosBsBa eheKTUBHO IBYKPATHO YBEJINUYECHUE HA
TUTPUTE HA MOJMBAJICHTHA THEBMOKOKOBA BAaKCHHA, OKAa3BaIlo, 4e MHPIMKcHMa0 He MOBIUSIBA
T-KIeTPYHO HE3aBUCHMUS XyMOpaJIeH UMyHEH oTroBop. O0aue npoyuBaHusl OT MyOJIMKyBaHaTa
JUTEpaTypa Mpy pa3IMyHi WHAWKALMH (HaIlp. peBMaTOUICH apTPHUT, IIcopuasuc, 0onect Ha Crohn)
MpeIoiarar, ye He)KUBUTE BAaKCUHH, TIPUIIOKEHH IO BpeMe Ha JieueHue ¢ auTu-TNF mpoaykTu,
BKITIOUHUTEIIHO MHPIUKCHUMA0, MOXeE Jia IPEAU3BHUKAT T0-C1a0 HIMYyHEH OTTOBOP, OTKOJIKOTO TPH
MalMeHTH, KOUTO He Moiy4aBar JieueHue ¢ antu-TNF mpoxykT.

JKuBu BakcuHW/ TeparieBTUYHU MHGEKIIMO3HU CPEICTBA

JlaHHHTE 32 OTTOBOpA NPU BaKCHHUPAHE C )KWBU BAaKCHHU WX 32 BTOPUYHO Npe/iaBaHe Ha HHPEKIUSI
4pe3 KHUBU BAKCHHHU TPH MALUCHTH, KOUTO ca Ha jedeHue ¢ aHTu-TNF npoaykTH, ca orpaHHueHu.
VYnorpebara Ha )HBU BAKCUHH MOKE J1a JOBEJE 0 KIMHUYHU WH(EKINH, BKIIIOYUTEITHO
nuceMuHUpany nHdeknun. He ce nmpenopruBa eJHOBPEMEHHO NPUJIaraHe Ha )KUBH BAaKCHHH C
HHPIMKCUMAO.

Excnosunus Ha 6e0€eTo in utero

[Tpu xbpMaueTa, ¢ ekcro3uus Ha HHPIUKCUMAO in utero, € CbOOIIEH CITyYaid ¢ JIeTaleH U3X0.
nopaau nuceMuHupana undeknus ¢ oammi Ha Kanmer u [epen (Bacillus Calmette-Guérin, BCG)
cnen npuinarade Ha BCG Bakcuna cnen paxkaanero. [IpenopbuBa ce fa ce n34aka JBaHaIeceT Mecena
cIe]l pakiaHe IpeIy Mpuilaraie Ha )KMBY BaKCHHHU Ha KbpMaueTa, ¢ eKCIO3UIHS Ha HHPIMKCHMa0

in utero. AKo cepyMHHTE HIBA Ha MHQIMKCHMMA0 IPH KbpPMa4yeTo ca HEYCTAaHOBHMH WU
nH(IMKCHMAa0 e IpHUiIaral camo Mpe3 TbPBUS TPUMECTBP Ha OPEMEHHOCTTA, MOKE J1a C& OOMUCIH
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MPUIOKEHUE Ha KUBA BaKCHHA Ha MO-PaHEH €Tall, aKo UMa SICHA KJIMHUYHA T10J13a 32 ONPEIeIICHO
KbpMaue (BX. Touka 4.6).

Excnosunus Ha 6e0eTo Upe3 KppMara

He ce nmpenopbuBa mpuokeHre Ha ’KMBa BaKCHHA TIPH KbpMade, JOKaTo MaiikaTa mojIyJyaBa
HHOPIMKCUMA0, OCBEH aKO CEPYMHHUTE HHBA Ha HHPIUKCUMAO MPHU KbPMAYETO ca HEYCTAHOBUMU (BK.
TouKa 4.6).

TeDaHeBTI/I‘IHI/I I/IHd)eKIII/IO3HI/I arcHTH

Jpyra ynoTtpe0a Ha TeparneBTUIHU HHPEKIMO3HU CPEJICTBA KATO )KUBU aTCHIOMPAHU OaKTepUu
(mamp. BnuBane Ha BCG B NUKOYHMA MeXyp IpH JeueHHe Ha paK) MOKe /1a JOBee 10 KIMHUYHU
nH(EKINH, BKIIOYUTEIHO JruceMuHnpann nHdekuun. [Ipenoprusa ce na He ce mpuiiarat
TepaneBTHYHA UH(EKIINO3HN CPEICTBA €THOBPEMEHHO ¢ MH(PIUKCHMA0.

ABTOMMYHHH IPOIIECH

OtHocutenuuaT nepuut Ha TNF,, npeaussukan ot neueHue ¢ autu- T NF mpoaykTu, Moxe n1a
MIpeaN3BUKA OTKIIOUYBAHE Ha aBTOMMYHEH MPOIiec. AKO MPH JaJIeH MAIMEHT CIIE]T JICUCHUE C
nHpIUKCUMA0 ce MPOSBIT CHMITOMH, HACOYBAIIH KbM JIYITyC-TIOJJOOEH CHHIPOM, ChIIPOBOJICHU OT
MMO3UTHUBHPAHE HA aHTHUTENA cpeiy aporHoBepmkHa JJHK, He TpsiOBa na ce mpoBeXaaT HOBH KYpCOBE
¢ uH(pHKcuMad (BXK. Touka 4.8).

HCBDOJ'IOFI/I‘{HI/I CHOUTHS

VYnorpebara nHa TNF-Onokupamy cpeacTsa, BKIIOUATETHO HHPIUKCHUMA0, ce CBBP3Ba ChC CIydan Ha
OTKJIFOUBAHE WM OOOCTPSIHE HA KIMHUYHO W/MIIM PEHTI€HOJIOTMYHO U3sIBEHU IEMUIUCHU3HUPALIH
HapyILIEHUs, 3acAraliy [IEHTpaIHaTa HEPBHA CUCTEMA, BKIIIOUUTEIIHO MHOKECTBEHA CKIIEPO3a, KAKTO U
JIeMITHEHU3UPAIIY HapyIICHHsI, 3acsraliy nepudepHara HepBHA CHCTEMa, BKJIIIOUMTEITHO CHHIPOM Ha
Guillain-Barré. [Ipu naupeHTr ¢ aHaMHe3a 3a ChIIECTBYBAIIU HIIH 32 HACKOPO MOSIBHIIN CE€
JeMITHEHU3UPAIN HapYLICHUs, IPE/IN 3all0YBaHe Ha JIedeHHe ¢ MH(DIMKCMMad BHUMATEIIHO TPsIOBa
Jla ce MPELEHAT MOI3UTE U PUCKOBETE OT JieueHneTo ¢ auTu- T NF nmpoaykTu. Ako Te3n HapyIIeHus ce
pa3BuAT, TPsOBA Aa ce OOMUCIH NPEKpaTSIBaHE HA JICYCHUETO ¢ HHPIUKCUMAO0.

3iokadecTBeHU U auMdorpoandepaTUBHU 3a00BAHUS

B konTponupanute kinHUYHY poy4uBaHus Ha TNF-Onokepu cpes manueHTHTe, JISKyBaHH C
TNF-0510kep, ca HaOJIOJaBaHK [TOBEYE CIIyYan Ha 3JI0KAY€CTBEHHU 3a00ISIBAaHMS, BKIIOYUTEITHO U
nuMdomu, B CpaBHEHUE ¢ KOHTPOIHUTE TPYNH. B KIMHUYHUTE poy4BaHus Ha MHPIMKCHMAa0 3a
BCHUYKH OJJOOPEHHU TOKa3aHHS, YeCTOTAaTa Ha Pa3BUTHE Ha JIUM(OM IPH JIeKyBaHUTE ¢ HHPIUKCUMAO
MaIMEHTH € IMO-BUCOKAa, OTKOJIKOTO OYaKBaHATa B 00IIaTa MOMyJIalus, HO KaTo 1510 Pa3BUTHETO HA
J'II/IM(i)OM ocTaBa psAaKoO. B IMOCTMApPKETUHI'OBH YCJIOBUA UMa CT)O6III€HI/I$[ 3a Cliydar Ha JICBKECMUA ITIPpU
MaruenTy, iekyBanu ¢ TNF-anraronuct. [Ipu nanuenTy ¢ peBMaTOUICH apTPUT C TOJIsIMa JTAaBHOCT U
BHCOKA aKTUBHOCT Ha BH3MAJIUTEIHOTO 3a00JIsBaHe CHIIECTBYBA IOBUIICH PUCK OT MOsBa Ha TUMGOM
1 JIEBKEMHMsI, KOSTO YCJIOXKHIBA OlCHKATA Ha PHCKA.

B xnuHUYHO Mpoy4BaHe HAa NPUIOKEHHE Ha HHPIMKCUMAO0 MPH MAllMEHTH C YMEPEHa J0 TeXKa
XpOHUYHA 00cTpyKTHBHA OenoapobHa 6osect (XOBB) B rpynara Ha nekyBanute ¢ HHPIMKCHMAO
MaIMEeHTH UMa MoBeYe ChOOICHHUS 32 pa3BUTHE Ha 3JI0KAYECTBEHU 3a00JIIBaHNS, OTKOJIKOTO B
KOHTpOJIHATa rpymna. BcHyky nanueHTH ca ¢ aHaMHe3a 3a TEXKa 3710ynorpeda ¢ TioTioHomyieHe. [pu
o0CBhXIaHe Ha JieueHHe TPsOBa Aa ce MOIX0KIa C IOBUILECHO BHUMAHHE NPH MALlUEHTH C IOBUIICH
PHCK OT pa3BUTHE Ha 3JI0KaYECTBEHO 3a00JIsIBaHE BbB BPB3Ka C TEXKKATa 3JI0ynoTpeda ¢
TIOTIOHOITYILICHE.

BB3 ocHOBa Ha U3BECTHOTO 10 MOMEHTA HE MOJKE JIa CE M3KITFOUN CHINECTBYBAHETO HA MOBHIIIEH PHCK
3a pa3BHTHE HA TUM(OM WM APYTO 3ITOKAYECTBEHO 3200 sIBAHE TIPH MAIIMEHTH, JICKYBAHU C
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TNF-6mokep (Bx. Touka 4.8). Ilpu o6cwxaane Ha nedenue ¢ TNF-O10kep npu nauneHTy ¢ aHaMHe3a
3a 3JJ0Ka4eCTBEHO 3a00JsIBaHe, I IPU 00CHXKIaHe Ha MPOABIDKABAHE HA JICUCHUETO IIPH NalKEHTH,
IPU KOHMTO CE € Pa3BUJIO 3JI0Ka4eCTBEHO 3a00J11BaHe, TpsiOBa 1a ce MOAX0K/a C OBUIICHO BHUMaHHE.

C noBuIIeHO BHUMaHHE TPsOBa Jja ce MOAX0KIa U IPH MALHEHTH ¢ TICOpUa3ic U aHaMHe3a 3a
CepHO3HA MMYHOCYIPECHBHA Tepanus Wiu npoabrkutenana PUVA-tepamnust.

B nocTMapKeTHHTOBH YCIIOBHS UMa CHOOLICHNUS 3a 3I0Ka4YeCTBEHH 3200 sIBaHNUS, HAKOH C JIETaJIeH
W3XOJ, TIPH Jlela, IOHOIIX ¥ MiIagu Xopa (o 22-roguiHa Bb3pacT), JekyBanu ¢ TNF-6mokep,
BKJIFOUUTEIIHO MHGIMKCUMA0 (Hayaio Ha jieueHreTo < 18-roauiiHa Bb3pact). [Ipubnusureano
MOJIOBUHATA OT Te3U ciiydyan ca muMdomu. J[pyrute cimydan oOXBamar Haif-pa3aInyHy 3I0Ka4eCTBEHH
3a00JIsIBaHuUs, B T.4U. PEIKHU 3a00Js1BaHNs, OOMKHOBEHO CBBP3BaHU C UMyHocynpecus. [Ipu nanueHTy,
nexyBanu ¢ TNF-010kepu, He MOXe Jia ce U3KITIOYH PUCK OT IOsIBa Ha 3JI0KAYECTBEHH 3a00JIsIBaHHS.

B nocTmapkeTHHTOBUS IEPHO MMa ChOOIIEHHS 3a CIIydad Ha XeNaTocIuIeHaIeH T-KIeTh4YeH TuMpOoM
(HSTCL) npu nauuentu, nexyBanu ¢ TNF-Onokepu, BximountenHo nHpimkcumad. To3u paabpk
T-kneTpueH TMMQOM € ¢ arpecHUBEH X0/ M OOMKHOBEHO € C JieTaneH u3xo/l. [louTn BCHUKY MalueHTH
ca nomyumin jedenue ¢ AZA unu 6-MP cenpreTBamo wim Henocpenctseno npeau TNF-6mokep. Ilo-
rojsiMaTa 4acT OT CIy4auTe Ha pa3BUTHE Ha XenaTociieHaleH T-KieTbueH TuM(oMm, IpH JIeueHHEe C
nHIMKCUMAO, ca pu nanueHTH ¢ 6onect Ha Crohn WM yIIIEPO3eH KOIUT, KATO TIOBEYETO OT TAX ca
CHOOIIaBaHU MPH OHOIIH WIIM MIIAJIC)KH OT MBXKH 1oJ1. [ToTeHIManHusAT prcKk 0T KOMOMHHPaHEe Ha
AZA nnu 6-MP ¢ undamukcumad TpsiOBa BHUMaTeNIHO Aa Obae oOMucieH. [Ipu nanuenTH, IeKyBaHu C
WHIMKCUMAO0, HE MOXKE JIa Ce U3KJIFOUM ChIIECTBYBAHETO HA PUCK 32 Pa3BUTHE HA XEMATOCIICHAICH
T-knerbuen muMdom (BK. Touka 4.8).

[Ipu nauuentu, nexyBanu ¢ TNF-010kep, BkrounTenHo nHdiankcumad (Bx.Touka 4.8) ce cpobiiaBa
3a MeslaHOM 1 MepKen-KiieTbueH KapuuHoM. [IpernopbuBar ce nepuoIudHu IepMaTOIOTHIHI
Iperiean, ocoOeHO MPH MAIUEHTH ¢ PUCKOBH (DAKTOPH 3a pak Ha KOXKara.

B nonynannoHHO peTPOCHEKTUBHO KOXOPTHO MPOYYBaHE, M3MOI3BaII0 JaHHU OT HAIIMOHATHUTE
IIBEJICKH 3IPaBHU PETUCTPH, € OTKPUTA MOBUIICHA YECTOTA HA IIEPBUKAJICH KapIIUHOM TIPU YKEHU C
PEBMATOUICH apTPUT, JEKyBaHU ¢ HHPIUKCUMA0 B CpaBHEHHE C MMAIMEHTH, KOUTO HE Ca JICKYBaHHU C
OHMOJIOTMYHY MPOYKTH WK 00IIaTa MOIyJIanus, BKIIOYUTETHO U T€3U Ha Bb3pacT Haj 60 roquHuy.
[TeproAMYHOTO CKPUHUHTOBO M3CJICABaHE TPSOBA J1a IPOABDKU IIPH KECHHU, JICKYBaHHU C
nHGIMKCUMA0, BKIOYUTEIHO TIPU TE3U Ha Bh3pacT Haja 60 roauHu.

Bcuuku ManUeHTH C YJIIICPO3CH KOJIUT, KOUTO C€a C TIOBUIICH PUCK OT PAa3BUTUC HA JUCILIA3UA WA
KapIMHOM Ha 71e0esI0To YepBo (HarpruMep NauueHTUTE C IBJITOTOAUIICH YILEPO3€H KOMUT HITH
'BPBUYEH CKJICPO3HpAILl XOJAHTHUT), KAKTO U TAKHBA C aHAMHE3a 32 IUCIIa3usl WM KapLUHOM Ha
ne6e0To YepBo, IPEAN 3all0YBaHe HA TepalMATa U Ha PEJOBHU MHTEPBAJIH CJIE/I 3aII0YBAHETO i
TpsiOBa J1a ce U3CIIeABAT 3a HANW4ME Ha Auciuiasus. M3caenBanero TpssOBa Ja BKIIOYBA KOJIOHOCKOIHS
¢ OMoICHHM CIIOpe; MECTHUTE Mpenopbky. HamnyanuTte 10 MOMEHTa IaHHM HE MTOKa3BaT JICYCHUETO C
HHGIMKCUMAO J1a TOBJIMSIBA PUCKA OT Pa3BUTHE HA JTUCIIIA3HS WM KapIIUHOM Ha J1eOeI0To YepBo.

ITonexe PUCKDBT OT pa3BUTHUC HA KAPLIUMHOM IIPpU JICKYBAHU C I/IH(l)J'IPIKCI/IMa6 INalMCHTH U C
HOBOOTKpHUTA AUCIIIIA3UA HE € OLICHABAH, CbOTHOIICHUCTO MEXKAY PUCKaA U 110JI3aTa OT NPOABJIKUTCIIHA

TCpamnus TpSI6Ba BHHUMATECIHO Jia C€ OLCHABA OT KIIMHUIUCTA IIPHU BCECKH OTACIICH MAIUCHT.

C’LDHC‘IH& HEAOCTATBbYHOCT

WNndnukcumad tpsdBa fa ce npuiara ¢ MOBUILICHO BHUMAaHHUE IPH MALUECHTH C JIEKa ChpedHa
HenoctaTbyHoCT (I/II @K mo NYHA). ITanmenture TpsaOBa aa ce mpocieasBaT BHUMATEIHO U
nedeHreTo ¢ nHGIMKcHMab He TpsAOBa Ja ce MPoAbDKaBa MPU MAlUEHTH, IIPH KOUTO C€ pa3BUE WIIH CE
BIIOIIIM CHINICCTBYBAIA ChPACYHA HEAOCTATHUHOCT (BXK. Touku 4.3 u 4.8).
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XeMaTOoIOTHYHHU PCAKIINN

CrpIiecTByBaT CHOOIICHHUS 32 CIIy4ad Ha MaHIIUTONIEHHS, JJIEBKOIIEHUS, HEYTPOIICHUS U
TPOMOOIIMTOIICHHS TIPY TTALMEeHTH, rony4asanin TNF-0nokepu, BKiIrounTenHo nHGIKcuMab. Bermukn
MalMeHTH TPsOBa Ja ObJaT NOCHBETBAHH Jja MOTHPCAT He3abaBHA MEAMLIMHCKA TOMOIL, aKO Pa3BHUT
MPU3HALM U CHMITOMH, KOMTO MPEINoaraT HaJuyie Ha KpbBHA AUCKPa3us (HaIlp. HEPCUCTHPALL
(ebpunuret, KpbBOHACAIAHUS, KbpPBEHE, Oneanoct). [Ipy nauneHTu ¢ ycraHOBEHH 3HAUUMHU
XEMaTOJIOTUYHN aHOMAJIMH TPsIOBA Jia ce 00CHIU MPEKpaTsIBaHE HA JICUCHUETO ¢ HHPIUKCHMAO0.

AKO ce IJIaHHupa onepaliys, Mo BHUMaHue TPsOBa Ja ce B3eMe ABJITUAT MOTYKHBOT Ha
nHpaukcuMa0. [lanpueHTuTe, Ipyu KOMTO CE Hajlara onepaiiys o BpeMe Ha JICYSHHUETO €
nHpIMKCUMa0, TPsAOBa J1a ce MPOCIeIBaT BHUMATEIHO 32 pa3BUTHE Ha WH()EKIIMO3HU U
HeMH(EKITMO3HH YCIOXKHEHUS, ¥ IPU HYXKa TpsiOBa 1a ce B3UMaT HEOOXOIMMUTE MEPKH (BK.
Touka 4.8).

JluncaTa Ha OTroBOp NpH MareHT ¢ 6osiect Ha Crohn Moe fa rOBOpH, Y€ MAlMEHTHT UMa
(UOPOTHYHH CTPUKTYPH, KOUTO MOXE Jla U3UCKBAT XUPYPrUYHO JeueHue. JINIcBar JaHHu, KOUTO Ja
Mperoarar, ye HHGJIMKCUMA0 BOAM J0 MPOTPECcHsi Ha CTPUKTYPHUTE WM MPUIHHSIBA Pa3BUTHE HA
CTPUKTYpH.

Crenuaiagy nonyiainu

Cmapuecka 6v3pacm

UYecroTara Ha CepHO3HU MH(EKIIUH MPH MMALMEHTH, Ha Bb3PacT 65 U NoBeUE TOJUHH, JICKYBaHH C
nHpINKCUMA0, € TO-BUCOKA OT Ta3H MPH MalMeHTH o1 65-roumHa Be3pacT. Hskou oT T4x ca Omim
c nerajieH u3xo. [Ipu jJeueHneTo Ha MalyeHTy B cTapyecka Bh3pacT TpIOBa Jia ce 0ObpHE CIEIUaTHO
BHUMAaHHE 110 OTHOIIICHHE Ha pUCKa OT UH(EKIus (BK. Touka 4.8).

Tleduampuuna nonviayus

Unghexyuu
B xnuHH4HUTE pOoyYBaHUs HH(EKLIUH ca ChOOIABaHN IPH ITO-BUCOK MPOLECHT MEeAUaTPUIHN
MAIMEeHTH, OTKOJIKOTO MPH Bb3PACTHH MAIlUEHTH (BXK. TOUKa 4.8).

Baxcunayuu

[Ipu nearaTpuIHU MAIMEHTH CE MIPETIOPHYUBA, aKO € BE3MOXKHO, TIPEIH 3aII0YBaHE Ha JICUCHUETO C
nHpIMKCUMA0 Ja ce HaNpaBAT BCHUKHA BAKCUHAIIMM B ChOTBETCTBUE C UMYHU3AIMOHHHS KaJICHAAP.
[Ipu meauaTpdHM NAMEHTH, JTEKYBaHH ¢ HHPIUKCUMA0, MOTaT JIa Ce MPaBAT eTHOBPEMEHHO
BaKCHHH, C U3KJIFOUEHUE HA KUBHU BaKCUHH (BXK. TOukd 4.5 1 4.6).

3noxawecmeenu u rumponponugdepamueru 3a60116aHUL

B mocTMapkeTHHTOBH YCIIOBUS IMa CHOOIIEHHUS 32 37I0KaYeCTBEHH 3a00JSIBAaHUS, HAKOU C JIeTaJleH
W3XO0J, TIPH JIeTIa, IOHOIIHN 1 MJIaau xopa (10 22-ToauliHa Bb3pacT), TekyBanu ¢ TNF-0iokepu,
BKJIFOUUTEIIHO MHMIMKCUMA0 (Hayaio Ha jieueHreTo < 18-roauiiHa Bb3pact). [Ipubnuzureano
MTOJIOBMHATA OT Te3U cliydau ca tuM@omu. [[pyrure cirydan o0XBamaT Hali-pa3IUdHA 370KAYSCTBEHH
3a00JIIBaHUS M BKIIFOUBAT PEJKU 3JI0KaUSCTBCHH 3a00JIABaHuUs, CBbP3BaHN OOMKHOBEHO C
umyHocynpecus. [1pu aena u roHomy, jekyBanu ¢ TNF-01iokepu, He MOXKe Ja Ce U3KIIOYH PUCK OT
pa3BHUTHE HA 3]I0KAYECTBEHU 3a00JIIBaHNUS.

B nmocTMapKeTHHIOBHS MEPHO] MMa ChOOIIEHUS 3a ClIydad Ha XenaTociuieHaneH T-kieTbueH JuMbom
(HSTCL) npu nanuenty, nekyBanu ¢ TNF-0nokepu, BKITOUATETHO HHPIUKCUMAO0. To31 pSIBK THIT
T-xnerpueH muMdOM € ¢ MHOTO arpeCHBeH X0/ Ha MPOTUYaHE M OOMKHOBEHO € C JIETaJIeH M3XO0/.
[TouTH BCHYKY MAIIMEHTH ca MOYYHiIn JieueHue ¢ AZA win 6-MP enqHoBpeMeHHO MTH
HenocpencteeHo npeau TNF-0imokep. [To-ronsimMara 4act oT ciiydyauTe Ha XemaTocIuieHaaeH T-
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KJIETBYEH TUM(OM MpH JIeUeHrne ¢ HHPIUKCUMa0 ca nmpu nanueHTH ¢ 0onect Ha Crohn uinm yiepo3ex
KOJIUT, KaTO IOBEYETO OT TSIX ca ChOOIIaBaHU MPH IOHOLIH WIIM MJIA/ICKH OT MBXKKH I10J1.
[MoreHumanHuAT prick oT kKoMOUHUpaHe Ha AZA wmu 6-MP ¢ undnukcumatb TpsiOBa BHUMATEIHO J1a
Obae oomucieH. [Ipu maruenTH, JIeKyBaH! ¢ HHPIUKCUMA0, HE MOXKE JIa ce U3KITFOUU PHUCK 3a
pa3BUTHE Ha XenaTocmieHajeH T-kierbueH auMdom (Bx. Touka 4.8).

CrpappkaHue Ha HATpUH

Inflectra cpabppxa mo-manko ot 1 mmol Hatpwmii (23 mg) Ha 1034, T.€. IPAKTUIECKU HE ChIbPKa
Hatpuil. Inflectra obaue ce pa3pexaa B nH(GY3UOHEH pa3TBOp Ha HaTpueB xyuopua 9 mg/ml (0,9%).
ToBa Tps0Ba #a ce B3eMe MpeIBUA IPU MALMEHTUTE Ha JUETa C KOHTPOJIMPAH IpUEM Ha HATpHUil (BX.
ToYKa 6.6).

4.5 BzaumopeiicTBHe ¢ IPYrd JeKapCTBEHH NPOAYKTH U ApYyru (popMH Ha B3auMoaelicTBre
He ca npoBexxanu npoy4dBaHus 3a B3aUMOJCHCTBUATA.

Wwma nannu, 4e npy NaLMEHTH C PEBMAaTOUAEH apTPUT, IIcCOpUaTH4eH apTpuT u 6osect Ha Crohn,
CBIIBTCTBAILOTO NMPHUIIOKEHUE HA METOTPEKCAT U APYTH UMYHOMOYJIaTOPH HamalsiBa 00pa3yBaHETO
Ha aHTHTENa cpelly WHPIMKCUMA0 U BOJ JI0 TIOBUIIIaBaHE HA IJIa3MEHUTE My KOHIIEHTpaluu. Bee
TMaK, Te3u JJaHHU HE ca HAIThJIHO CUTYPHH MOPaJH OTPaHUUYEHHUATa Ha METOANTE 3a U3CJIeIBAaHE Ha
KOHIIEHTpaluuTe Ha HHQIMKcHMab U aHTHTeNaTa cpeury HHQIMKcuMad B cepyM.

Usrnexna, 4e KOPTUKOCTEPOUINUTE HE TIPOMEHSIT (hapMaKOKHMHETHKATa Ha HHPIUKCUMA0 B KIIMHUIHO
3HaYMMA CTEIIEH.

EnnoBpemMeHHOTO Nprarane Ha MHPIUKCHUMA0 ¢ APYTH OMOIOTHYHH JICKAPCTBEHU MPOAYKTH,
W3II0JI3BAHH 32 JICUCHUE Ha CHIINTE 3a00JsIBaHMUs, 38 KOUTO C€ M3M0JI3Ba HHPIUKCUMAO0, BKIIOUUTEITHO
aHaKWHpa U abdaTalent, He ce npenopbuBa (BX. Touka 4.4).

[IpenopryBa ce 1o BpeMe Ha JICYCHHETO ¢ HHIMKCUMA0 J1a HE Ce IPaBAT BAKCUHAIMM C )KHBH
BakcuHH. CBILO Taka ce MPernopbyuBa 1a He Ce MPaBAT BAKCHHALIMHU C KMBH BAKCHHH Ha KbpMadeTa
clies1 ekcno3uis Ha nHGIKcuMao in utero 12 Mecena cieq| paxaane. AKO CEpyMHHUTE HUBA Ha
WHQPIIMKCUMAO MPH KbPMAYETO ca HEYCTAHOBUMH I HHQIIMKCUMA0 € TIpUiTaral caMmo Ipe3 MbpBUs
TPUMECTHP Ha OPEMEHHOCTTA, MOXeE Jja c€ OOMUCIIM MPUJIOKECHUE HA )KMBA BAKCHHA Ha IIO-PaHEH eTarl,
aKo MMa sICHa KJIMHWYHA TI0J13a 32 ONpeeNIeHO KbpMade (BK. Touka 4.4).

He ce npenoppuBa npuiioskeHUe Ha )KUBa BAaKCHHA IPH KbpMade, J0KaTo MailkaTa Moay4aBa
nHGIMKCUMAa0, OCBEH aKO CEpYMHHUTE HUBA HA MHPIUKCUMA0 MPH KbPMAUETO Ca HEYCTAaHOBUMU (BXK.

To4KkHU 4.4 1 4.6).

[IpenopbuBa ce 1a HE ce MpUiIarat TepaneBTHYHN HHPEKIIMO3HH CPEICTBA €THOBPEMEHHO C
nHpIMKCUMa0 (BX. ToUka 4.4).

4.6 dDepruauTter, )PpEeMEHHOCT H KbPMEHe

Kenu ¢ JACTCPOJACH ITOTCHITIHNAI

Kenu ¢ nereposieH MoTeHIMAN TPsOBa 1a OOMHCIIAT ynoTpebdara Ha afeKBaTHa KOHTPALSTIIHU 32
npe/na3zBane oT OPeMEHHOCT | J1a MPOIBIDKAT A2 sl U3MOJI3BAT MOHE 6 Mecela ciel MOCISAHOTO
MpuiIokKeHue Ha HHMIHKcUMao.

Bpemennoct

Cnopeu MMPOCIICKTUBHO C’L6HpaHI/I JAaHHU, CPCOAHUAT 6p0171 6peMeHHOCTI/I C CKIIO3UIIMs Ha
I/IH(bJ'II/IKCI/IMa6, BOACIHIN O0 paKAaHC Ha KUBO JACTC C UBBCCTCH U3XO0M, BKIIFOUUTCIHO HpI/I6HI/ISI/ITCHHO
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1 100 ¢ ekcrio3uius Mo BpeMe Ha MEPBUS TPUMECTHP, HE NMOKa3Ba MOBUILICHUE B YECTOTAaTa Ha
MasihopManyu Npx HOBOPOAEHOTO.

B13 ocHOBa Ha oOcepBainorHo nmpoyuBaHe oT CeBepHa EBpoma, pH KeHH ¢ €KCIIO3UIINS Ha
nHGIMKCUMA0 10 BpeMe Ha OPEMEHHOCT (ChC MM 0€3 UMYHOMOY/IaTOPH/KOPTHKOCTEPOUIH,

270 OpemenHOCTH) ce HaOmoaaBaT nmouiineH puck (OR, 95% CI; p-cTOMHOCT) 3a 11e3apOBO CEUCHHE
(1,50; 1,14-1,96; p=0,0032), npexneBpemerno paxnaane (1,48; 1,05-2,09; p=0,024), mo-HUCHK PBCT 3a
ChOTBETHATA TecTalMoHHa cenqmuna (2,79; 1,54-5,04; p=0,0007) u HUCKO Terii0 Ha HOBOPOACHOTO NpH
paxnane (2,03; 1,41-2,94; p=0,0002), B cpaBHEHHE C KEHU C EKCIIO3UIUSI CaMO Ha UMYHOMO/IYJIaTOpH
n/uim koptukoctepounu (6 460 6pemennoctH). [loTeHIIMATHUAT TPUHOC HA SKCIIO3UIIMATA HA
WHQPIMKCUMAO0 W/WIIH TEKECTTa Ha TOJICKAIIOTO 3200 sIBAHE TIPH TE3W M3XOIH OCTaBa HESICEH.

[Mopann naxubupanero Ha TNF,, IpUIOKEHUSAT 1O BpeMe Ha OpeMEHHOCTTa HHPIMKCUMA0 MOXKeE J1a
MPOMEHU HOPMAJIHUSI UMYHEH OTTOBOP Ha HOBOPOJEHOTO. IIpu nmpoy4Bane Ha TOKCHYHOCTTA 32
Pa3BUTHUETO NPU MUIIKH C aHATOTUYHO AaHTUTSIIO, KOETO CEJIEKTUBHO MHXHOUpa (PyHKIMOHATTHATA
akTuBHOCT Ha MuInsi TNF,, He ca ycTaHOBEHH JJaHHH 32 TOKCHYHH €EKTH CIPSIMO MailiKara,
eMOPHOTOKCHUYHOCT WJIM TepaToreHeH edekT (BxK. Touka 5.3).

HanuvHausT KMTMHUYEeH onmuT e orpannyeH. MHdarkcuMab TpsOBa 1a ce H3MoI3Ba 1o BpeMe Ha
OpEMEHHOCT, CaMO aKo € a0COFOTHO HEOOXOAUMO.

Nuparkcumad npeMyHaBa pe3 IUIaleHTaTa i Ce YCTaHOBSABA B CepyMa Ha KbpMadera a0 12 mMeceria
cien paxaane. Cien ekcrio3uuys Ha HHPIUKCUMAaO in utero, KbpMayeTaTa MOKe J1a ca C MOBUIICH
PHCK OT pa3BUTHE HA MH()EKLMS, BKIIOUUTETHO TEKKA TUCEMUHIpaHa HH(EKIUs, KOSTO MOXKE Aa UMa
nerajieH u3xon. He ce npenopbuBa npuinoxkeHue Ha xuBH Bakcuau (Hamp. BCG Bakcuna) 12 mecena
ClIe/l paXKIaHeTo MPH KbpMaveTa, KOUTO ca OWIIN ¢ eKCIIO3UIHs Ha HHGIMKCUMAaO in utero

(Bxk. Touku 4.4 1 4.5). Axo cepyMHUTE HUBA Ha HHQIMKCUMAO TPH KbPMAaveTo ca HEYCTAaHOBUMH WITH
WHQIMKCUMAO0 € pUIIaral caMo IMpe3 MbPBUS TPHMECTHP Ha OPEMEHHOCTTA, MOXKe Jia ce 0OMUCITH
MIPWJIOKEHUE Ha )KMBA BaKCHHA Ha MO-paHEH €Tall, ako MMa sICHA KIIMHUYHA IT0J13a 32 ONPEAETICHO
kbpmade. CpoOILIaBaHu ca ChLUIO CIydYad Ha arpaHyJIonnuTo3a (BXK. Touka 4.8).

Kspmene

OrpanuveHy JaHHU OT IMyOJIMKyBaHAaTa JUTEpaTypa MoKas3Bar, 4e HHQIUKCUMA0 € yCTaHOBEH B HUCKHU
HUBA B KbpPMaTa B KOHLIEHTpauuu 10 5% OT cepyMHUTE HUBa Ha MaiikaTa. IHdankcumab ce oTkpuBa
CBLIO U B CEpyMa Ha KbPMAUeTO CJIe/l EKCIIO3UIMs Ha nH(pIrKcumal upes3 kbpmara. JlokaTo
CHCTEMHATa eKCIO3UNHUS ITPU KbPMadeTo ce 04aKBa Ja € HUCKA, 3al10TO HHPHUKCUMAO ce pasrpakaa
JI0 TOJISIMA CTETIeH B CTOMAIIHO-YPEBHHUS TPAKT, TO TPUIIOKEHUETO HA KMBHU BAKCUHH HAa KbpMade,
KOTaTO MaiKara 1mojryyaBa HHPINKCUMAO0, He € IPENOPhYUTEIIHO, OCBEH aKO CEpyMHHUTE HUBA HA
nHGIMKCUMA0 MPH KbPMAYETO ca HEYCTaHOBUMHU. Moske 1a ce oOMuciu ynorpedara Ha
nH}IMKCUMAa0 10 BpeMe Ha KbpPMEHE.

depTuaurer

[IpeaxnMHUYHUTE TaHHH HE ca IOCTAaThYHU, 32 J]a C€ HANPAaBAT 3aKIIFOYCHUS 32 BIMSIHACTO Ha
nHpIMKCUMa0 BEPXY (epTHIIMTETa U 00IIaTa pernpoAyKTHBHA GYHKLUS (BXK. TOUKa 5.3).

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

Inflectra Mmosxe na moBnusie B Majka CTENeH cocoOHOCTTa 3a modupane u padota ¢ mamunu. Cnen
npuiokeHue Ha nHGIMKcMab MOXe Ja ce MOSBH 3aMastHOCT (BXK. Touka 4.8).
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4.8 HexkeaHu JIeKAPCTBEHH PeaKIuH

Pesrome Ha npoduna Ha 6€30IacHOCT

Haii—uectara Hexenana nekapcteHa peakuus (HJIP), 3a kosiTo ce cho01maBa B KTHHUYHUTE
W3MUTBAHUS, € MH()EKLUS Ha TOPHUTE AUXATEeNIHH IIBTUIIA, TOsBSIBAILA ce IpH 25,3% OT maluueHTuTe,
JeKyBaHU ¢ MHPIMKCHMa0, B cpaBHeHue ¢ 16,5% oT koHTponHUTe nanuenTH. Hali—cepruosnurte HIIP,
cBbp3anu ¢ ynorpedara Ha TNF-010kepu, 3a KOUTO MMa ChOOIIEHHS IIPH JIeUeHHE ¢ MHYIUKCUMA0,
BKITIOUBAT peaktuBaius Ha xematuT B (HBV), 3actoiina cepneuna nenocrarsunoct (3CH), cepro3nu
nH(peKIUU (BKIFOYUTEIHO CEIICUC, ONIOPTIOHUCTUYHHM HHPEKIINU U TyOepKyJi03a), CepyMHa 0oJiecT
(peakuuu Ha 3a0aBeHa CBPBXYYBCTBUTEIHOCT), XEMaTOJIOTHYHHU PEaKIIii, CUCTEMEH JIyITyC
epUTEMAaTO3yC/MyITyc — MOJOOCH CHHAPOM, HAPYIICHUs, CBBP3aHH C IEMHUCITMHA3ALHS,
xenaToounuapau Hapymenus, tuMpom, HSTCL, neBkemusi, Mepken-KIeTh4eH KapIHHOM, MEJIaHOM,
37I0Ka4eCTBEHH 3a00JISIBaHUS B MIeIMATPUIHATA TIOMYJIaIHs, CAPKOUI03a/CapKOUI-0J00HA PeaKIusl,
WHTECTHHAJIEH WIH nepruaHaieH adcuec (mpu 6onect Ha Crohn) U cepro3HU peakuyu, CBbP3aHu C
uHdpy3usaTa (Bx. Touka 4.4).

TabauyeH CIIUCHK HA HEXKETAHUTE PCAKIINH

B Tabmuna 1 ca u3dbpoenu kakro HJIP, moyueHn Bb3 OCHOBA Ha OMUTA OT KIMHUYHH [TPOYYBAHUS,
TaKa ¥ HeXKEJaHU PEaKIINH, HIKOH OT KOHTO C JIETaJICH U3X0/I, ChOOIIEHH MPU TTOCTMAPKETUHT OBHSI
onuT. B paMKuTe Ha CHCTEMHO-OPTaHHUTE KJIACOBE, HEXKEIaHUTE PEaKLUH ca TPYIHPAHH [0 YeCTOTa
KakTo cienBa: MHoro uectd (> 1/10); wectu (> 1/100 no < 1/10); meuectu (> 1/1 000 mo 1/100); penxu
(> 1/10 000 o < 1/1 000); muoro peaku (< 1/10 000), ¢ Heu3BecTHA YecTOTa (OT HAIMYHHUTE JAHHU HE
MoOXe /1a Ob/ie HarpaBeHa OIeHKa). [IpH BCSIKO rpynupaHe B 3aBUCHMOCT OT YECTOTaTa, HEXKEIIAaHUTE
JIEKapCTBEHU PEaKLUK ce N30POsBAT B HU3XOIAI PEJ] IT0 OTHOIICHHE HA TAXHATA CEPUO3HOCT.

Tao6auna 1
He:xenanm JeKapcTBeHH PeaKINy NPH KINHUYHA MPOYYBAHUS H OT MNOCTMAPKETHHIOB ONHUT

Hngperxyuu u ungecmayuu
Mmnoro yectu: BupycHa nndexnus (Hamp. TpHIl, XepIiec-BUpycHa HH(EKus).
Yectu: bakrepuannu nHpexnun (Hamp. cerncuc, HeayInuT, adcuec).
Heuectn: Tybepkynosza, reOnuHN nHGEKIMH, (HATP. KAHIUI034,

OHUXOMUKO32).

Penxu: MeHUHTUT, OMOPTIOHUCTHYHHI WHPEKIUU (KaTO HAPHUMEP
WHBa3MBHU I'bONYHN MH(EKIINY, [ITHEBMOLIMCTHA ITHEBMOHMUS,
XHUCTOIIIa3M03a, aCTIePTHUII032, KOKIIUIUOUIOMHIKO3A,
KPHUIITOKOKO03a, 0JJaCTOMHKO32], 6aKTepHaIHu HH(EKIUH
[aTunuyHa MUKOOAaKTEpUaIHA, TUCTEPUO3a, CAIMOHEN03a] 1
BUPYCHH MH(EKIMU [[TATOMETAIIOBUPYC]), TTApa3UTHU
WH(EKINN, peaKTUBaIMsl Ha XenaTuT B.

C Heu3BeCTHa YeCTOTA:  Yfdekriust, MpeAU3BHKAHA OT BAKCHHA (CIIEIL in utero

eKcro3uiys Ha nHpIMKcuMab)*.

Heonnazmu — 0obpoxauecmeenu, 310Kauecmeeru U HeOnpeoeieHu (6Ki. KUCMu U NoIunu)
Penxu: Jlumdowm, HexomxkuHOB uMpom, 6onect Ha Hodgkin,
JICBKEMHSI, MEJIAHOM, IICPBUKAIICH KaPIIHHOM.
C HemsBecTHa yectora: XenarociieHaneH T-kieTbueH 1uM(oM (TIaBHO MPH IOHOIIH
U MJIaid MBXke ¢ 6osect Ha Crohn uim yniepo3eH KOJuT),
Mepken-KiIeTbueH KapIiuHOM, capkoM Ha Kaposi.

Hapywenus na kxpvema u aumgnama cucmema
Yectu: HeytpomneHnusi, 1eBKoONeHuUs, aHeMuUs, TUM(ageHOIaTHsL.
Heuectn: Tpombonuronenus, muM¢poneHus, JuMQpOLIUTO3a.
Penxu: ArpanynounTosa (BKJIIOYHTEIHO KbpMadeTa U3JI0KEHH in
utero Ha MHQPIUKCUMA0), TPOMOOTHYHA TPOMOOLIUTOTICHUYHA
MypITypa, MaHIIUTOIICHHSI, XEMOJIUTHYHA aHEMHUSI, UINOTIATHIHA
TPOMOOIIUTONICHHYHA MYPITypa.

17



Hapywenus na umynnama cucmema
Yectu:

Heuecrtu:

Penxu:

CuMIiToMH Ha pecpaToOpHa ajJeprus.

AnHauakTHIHA peaKiys, JIymyc-moJ00eH CHHIPOM, CepyMHa
0oJiecT WM peakius, Harmopo0sBaIa cepyMHa 0oecT.
AnHaduIaKTHYEH 10K, BACKYJIUT, CAPKOU/I-IOI00HA PEaKIIusl.

Hapywenus na memabonrusma u xpanenemo

Hewectn: Jducnunupemust.
Hecuxuunu napyuwenus
Yectu: [lempecus, 6e3chHUE.
Heuectu: AmHe3us1, TpEBOKHOCT, OOBbPKBaHE, ChHIMBOCT, HEPBHOCT.
Penxu: Amnarus.
Hapywenus na nepsnama cucmema
Msmuoro yectn: ['maBoOonwe.

Yectu:
Heuecrtn:

Penxu:

C Heu3BeCTHA YeCTOTa:

CBeTOBBPTEXK, 3aMasgHOCT, XUIIECTE3US, TAPECTE3HH.
I'bpu, HEBpOIIATHSI.

TpaHcBep3aJieH MUEIUT, JEMUCSITMHU3UPAIH ITPOIIECH,
3acsralliy IeHTpaJHaTa HepBHa crcTeMa (3a00J11BaHe TO00HO
Ha MHOXXECTBEHA CKJIEPO3a U HEBPUT Ha 3PUTEIHUS HEPB),
JEMHCITMHU3UPAIIHN TIPOLIECH, 3acsralny nepudepHarta HepBHA
cuctema (cunapom Ha Guillain-Barré, xponnuHa
BB3MAIUTEIHA JeMUESITMHI3UpAIIa MOJMHEBPONIATHS U
MynTHU(OKATHA MOTOPHA HEBPOTIATHS ).

Mo03bUHO-ChI0OBY UHIIMJICHTH B TSCHA BpEMEBa Bpb3Ka ¢
UH]Yy3UATA.

Hapywenus na ouume
Yecru:
Heuectn:
Penxu:
C HEeHM3BECTHA YECTOTA:

KoHroHKTHUBHT.

Kepatut, nepropOuTamHu 0TOIH, XOPACOIYM.

Enpodranmur.

[IpexonHa 3ary0a Ha 3peHHETO IO BpeMe Ha WIIH B PAMKHUTE Ha
2 yaca cjel HHPy3HsTa.

Cvpoeunu napyuieHus
Yectu:
Heuectu:

Penxu:
C HeHU3BeCTHA YECTOTA:

Taxukapaus, DalUTalHH.

Copreyna HeAOCTATHYHOCT (HOBOOTKPHUTA MIIM BJIOIIABAIA
ce), apUTMUSsI, CUHKOII, OpajuKapaus.

lnano3a, nepukapAeH U3IHB.

MpuokapiHa ucxeMus/uH(papKkT Ha MUOKapa.

Cvoosu napyuenus
Yecru:

HeuecTn:
Penxu:

XHUIMOTOHUS, XUIIEPTOHUS, CKXUMO3a, TOIUIN BBJIHH,
3a4yepBsiBaHE.

[Tepudepna ucxemus, Tpomo0haedUT, XeMaToma.
[{upkyiaTopHa HEAOCTAThYHOCT, METEXHsI, ChJIOB CIIA3bM.

Pecnupamopnu, 2pvonu u meouacmuraniu HapyueHusl

MHoro uecTu:
Yectu:

HeuecTn:
Penxu:

Wubexiys Ha TOPHUTE TUXATCITHU MTBTHUINA, CHHY3HUT.
WHpekuus Ha TOJIHUTE TUXATEIHU IbTUIIA (HATp. OPOHXHT,
MTHEBMOHHS ), TUCITHES], STIMCTAKCHC.

Benoapoben 0Tok, OpOHXOCHA3bM, MJICBPUT, TUICBPATICH H3JIUB.
WHuTepcTuimanta 0e10apooHa 00ecT (BKIFOUUTEIHO 0BbP30
mporpecupariio 3adossBade, oenoapodHa Gpudposa u
ITHEBMOHHUT).

Cmomawino-upegnu HapyueHus
MHoro uectu:
Yecru:

Heuecrtn:

Bosnka B kopema, rajeHe.

KppBOM31MB OT raCTpOMHTECTHHAIHMS TPAKT, JUAPHS,
JHcTIenichs, ractpoe3odareaiieH pediayke, 3amex.
UperHa nephopanusi, YpeBHA CTEHO3a, TUBEPTHKYIIUT,
IIAHKPEATUT, XCUIIUT.
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Xenamoburuapru Hapyuienus
YecTn:
Heuectu:
Penxu:
C Heu3BeCTHA YECTOTA:

Hapymena yeproapoOna ¢yHKLHS, TOBUIIEHN TPAaHCAMHHA3H.
XemnaTHuT, XenaToueayJapHo YBPEKIaHe, XOICUCTHT.
ABTOMMYHEH XeNaTHT, UKTep.

YepHonpoOHa HEJOCTATHYHOCT.

Hapywenus na xoxcama u noOKo#CHama mvKkaH

Yectu:

Heuecrtn:

Penxu:

C Heu3BeCTHA YeCTOTa:

[MosiBa min BIIOMIaBaHE HA BeYe CHIIECTBYBAIII ICOPHA3HC,
BKITIOUMTEITHO MYCTYJIO3EH NICOPHUa3nC (IPEAUMHO TIO IJIaHUTE
Y XOJUJIaTa), ypTHUKapusi, 00pUB, IPYPHUTYC, XUIIEPXUAPO3A,
cyxa KoXka, IepMaTOMHKO3a, €K3eMa, aJIOTeIHs.

byno3na epymius, cebopesi, po3aresi, KO>KHa ManuiaoMma,
XHUIIEPKepaTo3a, MPOMsHa B KOYKHATA AT MEHTALH.
TokcuuHa enuaepMaiHa HEKpoJIu3a, CHHAPOM Ha
Stevens-Johnson, epurema mynatudopme, GypyHKYI03a,
nuHeapHa IgA Oynosna nepmarosa (LABD), octpa
reHepajn3upana ek3anreMaTosHa mycryiosa (AGEP),
JMXCHOUIHU PEaKIIHH.

Brioniapane Ha CHMITOMHTE Ha JEPMAaTOMHUO3HT.

Hapywienus na myckynino-ckeiemnama cucmema i CbeOUHUmennama movkam

Yectu:

Aptpanrusi, MUanrHs, 60Jika B rppoa.

Hapywenus na ovopeyume u nukoynume nomuya

Yectu:
Heuecrtu:

Wudexnyst Ha MMKOYHUTE THTHUIIA.
[Iuenonedpur.

Hapywenus na evsnpouzsooumennama cucmema u 2opoama

Heuecrtn:

Barunur.

Obwu napyutenus u egpekmu Ha MACMOMO HA NPULOAHCEHUE

MHoro 4uecTu:

Peaknus, cBbpp3ana ¢ uHpy3usTa, OonKa.

Yectu: bonka B repante, ymopa, HeOpHIUTET, peakuus Ha MSICTOTO Ha
WH)XEKTHpaHe, BTPHCaHe, OTOK.
Heuectn: 3abaBeHo 3apacTBaHe Ha paHU.
Penxu:  OOpasyBaHe Ha TPaHyJIOMH.
Hzcnedsanusa
Heuectu: T10I0XKUTENEH TECT 32 ABTOAHTUTEJIA, TIOBUIIEHO TErJIo'.
Penxn: OTknoHEHNE B CTOMHOCTUTE Ha KOMIUIEMEHTA.

Hapanaeanus, ompassnus u
VCNOJCHEHUA, 8b3HUKHATU 8
pe3ymam Ha UHmMepeeHyuu

C HeHM3BECTHA YECTOTA:

YcnoxkHeHne ciell HHTePBEHIHs (BKJIIOYUTEIHO HHPEKIIMO3HH
Y HeMH(EKIIMO3HH YCIOKHEHMSI)

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

1

Ha MECCI| 12 ot KOHTPOJIMpPaHUus NEPUO Ha KIIMHUYHUTE U3IMUTBAHUSA ITPU BB3PACTHU IIPU BCUYKU IIOKa3aHUA,

MeIHaHaTa Ha MOBUIIICHUETO Ha TeJIECHOTO Tero ¢ 3,50 kg 3a marmeHTHTe Ha JieueHue ¢ nHpmkcumab copsimo 3,00 kg 3a
ManueHTuTe Ha mwiane6o. MequanaTta Ha MOBHIIICHUETO HA TEJIECHOTO TETJIO MPH BH3MATUTEIHN YPEBHHU 3a00ISIBAHIS ©

4,14 kg 3a nmanuenTuTe Ha tedeHue ¢ nHbukcumad crpsmo 3,00 kg 3a manueHTHTe Ha M1anedo, a MeAnaHaTa Ha
MOBUIIICHUETO HA TEIECHOTO TErJIO IPH PEBMATOIOTHYHUTE 1ToKa3aHus e 3,40 kg 3a manuenTute Ha iedyenne ¢ nHGIUKcuMab

copsmo 3,00 kg 3a marmeHTHTE Ha MTane0o.

Onucanue Ha I/I36D3HI/I HCXCIaHU JICKAPCTBCHHU PCAKITNHN

Peakiuu, cebp3anu ¢ nHby3UITA

[Tpu KIMHUYHUTE POYYBaHUS PEaKInsl, CBhp3aHa ¢ HPY3HATA, ce NePUHUPA KATO BCSIKA HEXKeTaHa
peaknysi, Bb3HUKHAIA 110 BpeMe Ha HH(Y3HUATa UM B paMKuTe Ha 1 yac cien kpas Ha uHysusta. [lpu
18% oT nexyBaHuUTEe ¢ HHPIMKCUMAO MAMEeHTH B KIMHWYHYU npoyuBanus (a3za 1l ca ce pazsuim
peakiuu, CBbP3aHu ¢ MHPY3HUATA, JOKATO MPH MoTydriuTe miamnebco — npu 5%. Karo usto, no-ronsm
J5UT OT MALUEHTHUTE, MOJTyYaBally HHPIMKcuMal KaTo MOHOTEpanusi, pa3BUBaT peakLus, CBbp3aHa ¢
nH(}y3UsATa, B CPAaBHEHUE C TALIMEHTUTE, TIOTy4aBaIll eTHOBPEMEHHO HH(IUKCUMa0 U
umyHoMorynaropu. [Ipu okono 3% OT manueHTHTe JISYEHUETO € TIPEKPATEHO MOPaaH PEaKITHs,
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CBBbp3aHa ¢ MH(PY3HUATa, KATO BCUYKHY MMAIUEHTH — 0€3 3HAYCHUE JIajli Ce € Hajlaraiao MeINKaMeHTO3HO
JIeYeHUE WK HE, ca ce Bh3CTaHOBWIHN. OT JIEKyBaHUTE ¢ MHPIMKCUMAO MAIUEHTH, KOUTO Ca NMaJH
peakiius, CBbp3aHa ¢ HH(QY3usITa B IEPHOA HA MHIYKIUS mpe3 6-a ceamuiia, 27% ca pa3BHiIn
peakiusi, cBbp3aHa ¢ HHQY3HsTA [0 BpeMe Ha TOIbPXKAIIHS IEPUOJ] OT ceAMUTAa 7 10 ceamuna 54.
OT manueHTHTe, KOUTO HE Ca MMAaJM PEaKIus, CBhp3aHa ¢ MH(Y3HUITA [0 BpeMe Ha WHAYIHPAIIHS
niepuon, 9% ca pa3BWIIM TakaBa 10 BpeMe Ha IMOIIbPIKAIINS IEPUO/I.

B xnuHMYHO mpoy4BaHe npu nanueHTy ¢ pesMatouaeH aptput (ASPIRE), npoabmkutenHocTTa Ha
nH}py3uuTe e Ouna okono 2 yaca 3a mepsute 3 HHQY3UH. [IpoabIHKUTETHOCTTa HAa OCIIEABALLIITE
nH}Y3uK OW MOTJIa Jia ce ChbKpaTH JI0 He Mo-KpaTka oT 40 MUHYTH NIPH MAIUEHTH, KOUTO HE ca
Pa3BUJIM CEpPHO3HA PeaKiys, CBbp3aHa ¢ MH(y3uara. B ToBa usnuteane, npu 66% ot narueHtute (686
ot 1 040) e ochlecTBeHa MTOHE eIHA ChKpaTeHa HH(Y3Us ¢ TPOABIDKUTETHOCT 90 HITH 1TO-MaIKo
MUHYTH, a ipu 44% ot naruenture (454 ot 1 040) e peanuszupaHa nMoHe e¢Ha ChKpaTeHa HHPY3Hs C
MPOABIKATENHOCT 60 WK TO-Manko MUHYTH. OT JIeKyBaHUTE ¢ HH(IMKCUMA0 MalMeHTH, IPA KOUTO
¢ peanu3upaHa MOHE eJHa ChbKpaTeHa HH(Y3Hs, PEaKLUH, CBbpP3aHu ¢ MHPY3HITa ca HaOI0JaBaH!
npu 15% oT nmauueHTuTe, a CEpHO3HU PEaKLUH, CBbP3aHu ¢ HHY3UsITa, ca Habmogasanu npu 0,4% ot
MaIUeHTHTE.

B xnmmandHO npoyuBane nipu narpenty ¢ 6omect Ha Crohn (SONIC) cBbp3anu ¢ nHPY3UATA PEaKIIH
ca HacTeIIIH 1ipu 16,6% (27/163) oT nanmeHTHTe, MOMyYaBaan HHPIUKCUMAO KaTO MOHOTEpAITus,
5% (9/179) ot manueHTHTE, NOIy4YaBaid HHPJIMKCUMA0 B KoMOuHanus ¢ AZA u 5,6% (9/161) ot
NanueHTHTe, noiny4yasanun AZA kato MoHoTepanus. EnHa cepruo3Ha, cBbp3aHa ¢ HHQY3UsATa peakuus
(< 1%) e BB3HMKHAJIA TIPH MAIMEHT, JIEKYBaH ¢ MHQIMKCUMA0 KaTO MOHOTEpAITHSI.

[Ipe3 mocTMapKeTHHTOBUS IEPUOJT B PE3YITAT HAa MPUIIOKEHUETO Ha MHPIMKCUMA0 ca HaOmoJaBaHu
cityyau, ToZI00HM Ha aHA(DMIAKTUYHU PeaKIiy, BKIIOUYUTEIHO C OTOK Ha JIApUHKCA WK (hapUHKCa,
TeXbK OPOHXOCIa3bM U I'bpUOBE (BXK. Touka 4.4).

CrobmaBa ce 3a ciIy4au Ha IpexoHa 3ary0a Ha 3peHHeTo M0 BpeMe Ha MM B PAMKHTE Ha 2 Jaca cief
nHdy3usaTa Ha nHGIMKcuMad. CpobiiaBa ce 3a cirydau (HSIKOU C JIeTaleH U3X0/) Ha MUOKapAHa
ucxeMus/uH(papKT Ha MUOKapJla U apuTMHUs, HAKOH B TSICHAa BpeMeBa Bpb3Ka ¢ MH(]y3usITa Ha
HHPIMKCUMAO0; chOO0IIaBa ce ChIIO 3a CIIy4au Ha MO3bYHO-CHJIOBU MHIIUICHTH B TSICHA BpEMEBa
BpB3Ka ¢ HHQYy3usITa Ha HHPIUKCUMAO.

Peakuuu, cBbpp3anu ¢ HHGY3UITA CIE IOBTOPEH KyPC ¢ MHGIMKcuMad

Knuan4no npoyyBaHe Npy MallMeHTH ¢ YMEPEH 10 TEXBK IICOPHA3HC € pa3padoTeHO Ja OLIeHU
edukacHOCTTa ¥ 6E30MMaCHOCTTA Ha ABJITOCPOYHOTO HOATBPIKAIIO JICUCHNE B CPABHEHHE C TIOBTOPEH
Kypc ¢ HHPIMKCUMAO ¢ MHIYKIHOHEH pexXuM (MakcuMmyM 4 nndysuu Ha 0-Ba, 2-pa, 6-1a U

14-ta ceqmuua) cien odocTpsHe Ha 3a0omsaBaHeTo. [lanenTrTe HE ca Mody4YaBaiy ChIIBTCTBAILO
UMYHOCYTIpECUBHO JiedeHue. [Ipy manuenTuTe B paMoTo Ha MOBTOPHO Jiedenue, 4% (8/219) ca
MOJYYHIIN CEPUO3HA PEaKIHsl, CBbp3aHa ¢ nHDY3usITa, cripsaMo < 1% (1/222) ot nanueHTure Ha
noabprKao jedeHue. [loBedeTo oT cepuo3HUTE peakLuy, CBbP3aH ¢ HH(Y3UTA, ca HACTBIIMIN 1O
BpeMe Ha Bropara nH(Y3usl Ha 2-pa ceMuna. HTEpBaTbT Mex1y mocienHara noAIbpiKaiia 103a 1
I'bpBaTa peUHAYKINOHHA J103a Bapupa oT 35-231 nuu. CUMOTOMUTE BKIIIOYBAT, HO HE Ca OTPaHUYCHU
710, TUCITHES, YPTUKApHs, OTOK Ha JINLETO U XUIIOTOHMS. BBB BCHUKM clIyyau JIEYEHUETO C
nHGIMKCUMA0 € IpeKpaTeHo W/ UM € Ha3HaYeHO APYTO JICUCHUE C IIBIHO OT3ByYaBaHE HAa MPU3HAINTE
Y CUMIITOMHUTE.

3abaBeHa CBPBXYYBCTBUTCIIHOCT

B knmMHUYHUTE MPOYYBaHUS PSAAKO ca HAOII0IaBaHH Peakluy Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT,
KOHTO ca ce MPOSIBUIIM CIIE]] IEpUoIu 0e3 mpreM Ha MHPIUKCUMa0 mo-Manku oT 1 roguna. B
NPOYYBAHUATA 3a JICUCHUE Ha TICOPHA3UC, PEAKIIMNTE Ha 3a0aBeHA CBPbXUYBCTBUTEIHOCT ca
BB3HUKBAJIM TI0-PAHO B X0/1a Ha JiedyeHneTo. [Ipu3HauTe 1 CHMITOMHTE BKJIIOYBAT MUAJITHU H/WITH
apTpairuu ¢ GeOpUIUTeT W/UIKM OOPUBH, TIPH HAKOH MALMEHTH C IPYPUTYC, OTOK Ha JIHULETO, JIAHUTE
WK YCTHHTE, qucdarus, ypTukapus, 00JKa B I'bPIIOTO U TI1aBOOOIIHE.
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JlaHHUTE 32 YECTOTa Ha PeaKLMUTE Ha 3a0aBeHa CBPBbXUYyBCTBUTEIHOCT CJe] eproan Oe3 mpueM Ha
WHQPIMKCUMAO, TO-TBJITH OT €/IHA TOJTUHA, ca HEJIOCTATHYHHU, HO OTPaHUYCHUTE IAHHH OT KIIMHUYHUTE
MPOYYBaHHUS COYAT, Ue C YAbDKaBaHE Ha eprojia Oe3 mpueM Ha HHPIUKCHUMA0, PUCKBT OT Pa3BUTHE
Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT HapacTBa (BXK. ToUKa 4.4).

B efHOrOIUIITHO KITMHUYHO MPOYYBaHE ¢ MHOTOKPAaTHH MH(Y3UHU Ha TalMeHTH ¢ oonect Ha Crohn
(mpoyuBane ACCENT I), yectotraTa Ha Bb3HUKBaHE HA HaNoJOOSBAIIH CepyMHa O0JIECT PEaKLIUH €
ouna 2,4%.

HNmyHOreHHOCT

[Ipu nanmeHTHTE, IPU KOUTO CE Pa3BUBAT aHTUTENA Cpelly HHMIUKCHMA0, € IO-ToJIsIMa BEPOsSITHOCTTA
(mpubnu3uTenHo 2-3 MHTH) 3a B3HUKBAHE HA PEaKIuy, CBbp3aHu ¢ HH(py3usTa. M3rnexna, de
CBITBTCTBAILOTO NPUJIOKEHHE C IMYHOCYIIPECOPH HaMallsiBa YECTOTaTa Ha Bb3HUKBAHE HA PEAKIUNTE,
CBBp3aHH ¢ HHDY3HITA.

B xnuHUYHM Npoy4YBaHUS HA €JHOKPATHO M MHOTOKPATHO MPUJIOKEHHE Ha HHGIMKCUMal B 1034 OT 1
1o 20 mg/kg, anTurena cpemty HHPIUKCUMAa0 ca ycTaHOBeHHU pH 14% OT manueHTuTe, mojryyaBaii
OCBEH TOBa U UMYHOCYIIPECOpH, U Tipu 24% OT MaIMeHTHUTE, KOUTO HE MOIy4aBaT UMYHOCYIIPECOPH.
[Ipu nanueHTUTE C PEBMAaTOUACH APTPUT, JIEKYBAHU 110 IIPENOPBYAHATA CXEMA C MHOI'OKPAaTHO
NPUIOKEHUE HAa METOTPEKCaT, aHTUTeNa cpeury HHpIMKcuMab ca yctaHOBeHH pu 8% oT
nanuenTure. [Ipu nanueHTUTe ¢ ICOpUATUICH apTPUT, JIeKyBaHH ¢ HHQIMKcUMa B 1o3a 5 mg/kg cbe
i 06e3 MeToTpeKcar, auTuTeNa cpenry naprkenmab ca yeranoBenu npu 15% (pu 4% ot
MalMeHTHTE, TOTyYaBalll METOTpeKcar, 1 npu 26% OT NalMeHTHTE, KOUTO HE ca OMJIM Ha JICUCHHE C
METOTpEKCaT B Ha4aJIoTo Ha JieueHueTo ¢ nHpnukcumad). [Ipu nanuentute ¢ 6onect Ha Crohn, KouTo
ca OWJIM Ha TMOIBPIKAIIIO JICUCHHUE, aHTUTENA Cpelly HHPIUKCUMa0 ca yctaHoBeHH o010 nipu 3,3% ot
MalMeHTHTE, MOyYaBaiy UMyHocynpecopy u ipu 13,3% OT manueHTHTe, KOUTO HE ca TOoTy4aBain
UMyHocCynpecopu. YecToTaTa Ha pa3BUTHE HA aHTHUTENA € 2 10 3 BT M0-BUCOKA NPH MMALlUCHTH,
JICKYBaHH €CTIM30ANYHO. Hopazu/I MCTOJOJIOTMYHUTC OTPAHNYUCHUSA, OTPULATCIIHUAT PE3YJITAT HC
H3KII0OYBa HAJIMYUCTO HAa aHTUTCTIa CPCITY I/IH(bJ'II/IKCI/IMaG. HpI/I HAKOHU MAIUCHTH C aHTUTEIIa CPCILY
nH}IMKCUMa0 BbB BUCOKU TUTPU CE YCTAaHOBSIBAT JaHHU 3a HaMaJlsiBaHe Ha e(pUKACHOCTTA Ha
neuenneto. [Ipu npubnuzutenno 28% OT nauueHTUTE ¢ TICOPUA3UC, TOTy4aBand HHYIUKCUMA0 KaTo
MOJUTBPIKAIIO JISUCHUE U 0e3 CHITBTCTBAIIO JICUCHHE C UMYHOMOJIYJIATOPH, CE YCTAHOBSIBAT aHTUTENA
cpewy nHpnukcuma0 (Bx. Touka 4.4: ,,Peakiun, cCBbp3aHu ¢ HHPY3HUATA U CBPBXIYBCTBUTEIHOCT ).

Hndexuyu

[Ipu naumenty, nexkyBaHu ¢ HHPIUKCHUMa0, ca HaOIIo1aBaHHU TYOepKyJ103a, OaKTepuanTHi HH(EKINH,
BKITIOUHTEITHO CETICUC U ITHEBMOHWY, MHBA3UBHU I'bOWYHHU, BUPYCHH U JIPYTH ONMOPTIOHUCTHYHH
nHOpekmu. Hakou oT Te3u nHpEeKH ca O ¢ JIETalleH W3X0J; Hall-4ecTo ChoOIIaBaHuTe
OTIOPTIOHUCTHUYHHU HH(EKIUU C YECTOTA Ha CMBPTHH CiIy4au > 5% BKIIIOYBAT THEBMOLIMCTHA
MTHEBMOHMS, KaHIM/103a, TUCTEPHO3a U aclepruiosa (Bx. Touka 4.4).

B xnuHnuHMTE poyuBaHus npu 36% OT mosryyaBaauTe HHPIUKCUMA0 MAMeHTH ce € Hajlarajio
JieuyeHne 1 Ha MHQEKIUH, JOKATO MPH MAlMEHTHTE, oTydyaBaiy mianedo — npu 25%.

YecroTara Ha CEpUO3HUTE WH(EKIINY, BKIIFOYUTEIHO U Ha THEBMOHUH, B KIIMHUYHUTE MIPOYYIBAHUS 32
JieueHHEe Ha PEeBMATOMACH apTPUT € IO-BUCOKA NPH MALUEHTUTE, JIEKyBaHU C HHPINKCUMAO U
METOTpEeKcaT, B CPaBHEHHE C MALIMEHTHTE, JIEKyBaHH CaMO ¢ METOTpeKcaT, ocodeHo npu no3u 6 mg/kg
WJIM TTO-BUCOKH (BXK. TOUKa 4.4).

Criopel CIOHTaHHUTE TOCTMAPKETHHIOBU ChOOIIEHHUS HAall-4€CTUTE CEPHO3HU HEXEJIaH! PeaKkIiy ca
nHpeknuute. Hsxon ot Te3u ciryyan ca Ounu ¢ seraned uzxo. [Tpubmusurenno 50% ot cMbpTHUTE

clly4yau, 32 KOUTO MMa ChOOIIECHUs, ca OWIIM BBB Bpb3Ka ¢ uH(pekius. ma choOlieHus 3a ciyvan Ha

TyOepKyI03a, HIKOH OT KOUTO C JISTAJICH N3XO0/1, BKIIFOUUTEIHO ¥ HAa MIJIMAPHA M eKCTPaIyJIMOHATHA
TyOepKyJio3a (BK. Touka 4.4).
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310Ka4EeCTBCHU U J'II/IMd)OHDOJ'II/Id)CDaTI/IBHI/I 3a00JIIBaHUS

B knmuHAYHUTE MpOYyYBaHUS ¢ MHPIUKCUMA0, B KOUTO ca JeKyBaHu 5 780 marueHTH

(5 494 manueHTOroMHN), ca yCTAHOBEHH 5 cirydas Ha TUMPOMHU U 26 ciaydas Ha pa3iudHu OT
nuMQomMH 3710KadecTBEHH 3a00saBanusl, JokaTo pu 1 600-Te manueHTH, IoTydaBaiy mianeoo
(941 nanMeHTOroAMHM), € OTKPHUT | ciiydail Ha pa3InYHO OT JIUM(OM 3JI0KaYeCTBEHO 3a00JIIBaHe U
HUTO €IUH JTUM(POM.

B aparocpouHo mpocieasBane Ha 0€30aCHOCTTA PU KIIMHUYHHATE POYYBaHUs ¢ HHGIMKCUMab 10 5
roguau (6 234 manuenToroauau, 3 210 manueHTH), UMa ChOOIICHHUS 3a 5 Cilydas Ha pa3BUTHE Ha
nuMdomu 1 38 cirydasi 3a pa3BUTHE HA Pa3IMYHU OT JIUM(OM 3JI0KaueCTBEHH 3200 sIBaHMUS.

B noctmapkeTHHroBus nepuoj ce cho0IaBa 1 3a CIIy4ad Ha 3JI0Ka4eCTBEHH 3a00JIsIBaHus,
BKITIOUUTEITHO TUM(OM (BXK. Touka 4.4).

B KJIMHUYHO MpOy4YBaHEe MPH MAIUCHTH C YMEPEHO TexKa 10 Texkka XOBb — OuBIIM MITH HACTOSIIH
mymaun, 157 Bp3pacTHH NAIMEHTH ca JeKyBaH! ¢ MHPIUKCUMA0 B T03H, OJIM3KH JI0 MIPHIIATaHUTE TTPU
peBMaTouzieH apTpuT u 6oiect Ha Crohn. [Ipu 9 oT Te3u manueHTH ca OTKPUTH 3JI0KaY€CTBEHU
3a6OJ]$IBaHI/I$I, BKIIFOUUTCIHO U €INH .]'II/IM(bOM. Mezu/IaHaTa Ha OpOABJDKUTCIIHOCTTA Ha
npocnenasaneTo ¢ 0,8 rogunu (3adosaeBaemocT 5,7% [95% noepurenen unrepnan 2,65%-10,6%]. B
KOHTpOJIHATa rpymna oT 77 nauueHTy uMa | choOlIeHue 3a 3710KadecTBEHO 3a00sBaHe [Mequana Ha
MPOABIDKUTEIHOCT Ha npociieasBaneto 0,8 rogunm; 3adonesaemoct 1,3% [95% noBepurencH
uaTepBai 0,03%-7,0%]). OcHOBHATa YacT OT 3J0Ka4eCTBEHHUTE 3a00JsIBaHMs ca Ha OenuTe ApoOoBe,
TrJIaBaTa W IIUATA.

B monmynannoHHO peTpOCHeKTUBHO KOXOPTHO MPOYYBaHE, € OTKPUTA MOBUIIIEHA YECTOTa Ha
HEpBUKAJICH KapIMHOM IIPH KEHU C PEBMATOUJICH apTPHT, JIEKyBaHU ¢ MHPIUKCHUMA0, B CpaBHEHHUE C
MalMeHTH, KOUTO HE ca JIEKyBaHU ¢ OMOJIOTHYHH MPOAYKTH WM 00IaTa HOMyJauus, BKIIOYUTEIHO U
Te3u Ha Bb3pacT Haa 60 rogunu (BX. Touka 4.4).

B nonpnHeHue, ”Ma NOCTMAPKETHHTOBU CHOOILECHHS 32 pa3BUTHE Ha XemaTocIuieHaeH T-kiaeTbueH
nuMQOM MpH NanueHTH, JIEKyBaHU ¢ MHPIMKCHMA0, KaTo MO-ToIsIMaTa 4acT OT TE3U CIy4Yau
BB3HUKBAT MPU MalMeHTH ¢ OosecT Ha Crohn niM ymniepo3eH KOJIHT, TOBEYETO OT KOUTO ca FOHOIIN
WM MJIaId MBKe (BXK. Touka 4.4).

CupieuHa HETOCTATLYHOCT

[Tpu ®a3za Il npoyuBane, 4uATO 11eM € OMiIa OLIEHKA Ha JICYCHUETO ¢ MHPIUKCUMA0 IIPH NalUEHTH ChC
3CH, npu nexyBaHuTe ¢ HHGIMKCMa0 NalMeHTH € YCTaHOBEHA MTO-BUCOKa CMBPTHOCT B PE3YJITaT Ha
BJIOIIABAHE HA ChpJ/IeUHATa HEOCTATHYHOCT, 0COOCHO P MAIMEHTHUTE, JIEKYBaHU ¢ BUCOKA 1032 —
10 mg/kg (T.e. AByKpaTHO MO-BHCOKA OT yTBBpJEHATa 103a). B ToBa mpoyusane 150 mamueHT cbe
3CH M-IV ®K no NYHA (neBokamepHa ¢paxius Ha nzrtinackane < 35%) ca momydyaBaiu 1Mo

3 undysun Ha naGIIKCEMab B 103a 5 mg/kg, 10 mg/kg nnm nnarne6o B IpoIbIKEHUE HA 6 CEMUITH.
B pamkute Ha 38 cenmuiu ca nounHaiu 9 ot 101 naumenTty, arexyBanu ¢ nH(GIUKcUMao (2 TeKyBaHu
B no3a 5 mg/kg u 7 nexyBanu B no3a 10 mg/kg), nokato ot 49 nauueHTH, MOIyYuIn mianedo, e
MTOYMHAN CaMO EJIHH.

[Ipe3 mocTMapkeTHHTOBUS TIEpUOJT UMa CHOOIIICHNUS 3a BJIOIIABaHE HA ChP/ACYHA HEAOCTATHYHOCT IPU
MAIMCHTH Ha JIeYeHUE ¢ HH(IMKCUMA0, KaTO YCTaHOBSIBAHETO HAa OTKIIIOYBAIIM (DAKTOPU B HIKOU
CJIy4ad € Bb3MOYKHO, a B IpyTu — He. [Ipe3 mocTMapKeTHHIOBHS MIEPHO UMa M ChOOIIICHHUS 32
HOBOOTKpPHTA ChpJI€YHa HEJOCTATHYHOCT, BKIIFOUUTEITHO U TIPU MAIIMEHTH 0e3 TaHHH 32
MPEIIIECTRAIIO0 ChPACUYHOCHI0BO 3a0osiBane. Cpell Te3u MalMEeHTH UMa U TaKKBa Ha Bh3PacT IO

50 roguHU.
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XCHaTO6I/IJ'H/IaDHI/I HapyIICHHUA

B knvHWYHYM npoy4YBaHus 3a JiedeHue ¢ MHQIMKcuMab ca Habo1aBaHy CIIyvau Ha JIEKO JI0 YMEPEHO
noeuinaBane Ha AJIAT u ACAT 6e3 nporpecust KbM TEKKO YepHOPOOHO yBpekaaHe. HabmonapaHu
ca noumasanus Ha AJIAT > 5 meTu ropHaTa rpannna Ha Hopmata (Upper Limit of Normal, ULN)
(Bx. Tabnuma 2). [loBumasane Ha TpaHcamuHasute (mo-decto Ha AJIAT, orkonkoro Ha ACAT) e
HaOJI01aBaHO TI0-YeCTO MPU MAMEHTUTE Ha JieueHrne ¢ NHPIUKCUMA0, OTKOJIKOTO B KOHTPOITHUTE
TPyIH — KaKTO MPH MOHOTEpaIus ¢ HHOIUKCUMAa0, Taka U TIPU MPHIIOKEHUETO My B KOMOWHAITHS C
MMYyHOCYTIpecop. B moBeueTo ciry4an moBHIlIaBaHETO Ha TPAaHCAMUHA3UTE € MIPEXO0/IHO; BCE TaK, MIPH
MaJIKa 4acT OT MAaIllMEHTHTE, CH3UMHUTE ca OCTAaHAIH MOBUIICHH MO-NIPOIBIKUTENHO Bpeme. Haii-
001110, manueHTUTe, pu kouto ce nopumanaT AJIAT u ACAT, ocTaBat aCUMITOMAaTHYHH U
CTOWHOCTUTE Ha EH3UMUTE CE TIOHMWKABAT WM C€ HOPMAITU3UPAT U MPH MPOIbIDKABAHE, U TIPU
CTIHpaHe Ha JICYCHUETO ¢ MHPIUKCHUMA0, KAaKTO U MPH KOPEKIUs Ha ChITbTCTBamara repanus. [Ipes
MOCTMApPKETHHTOBUS TIEPHOJT UMa CHOOIIICHUS 32 UKTEP U XEMAaTHT, IIOHIKOTa ¢ XapaKTepUCTHKA Ha
ABTOMMYHEH XeTIaTuT, IIPY MallUeHTH, JIEKyBaH! ¢ HHMIUKcuMab (Bk. Touka 4.4).

Taoauna 2
IIpouenT Ha manueHTHTe ¢ NOBHIIeHHe HAa AJIAT npu KJIMHUYHA NPOYYBAHHS
Tloka3anue Bpoii nanuenTn’ Menuana Ha nepuoza >3 x ULN >5x ULN
Ha MPOCIIesIBaHe
(ceamunm)*
rwranebo uH(IHKCH wranebo | UHQIUKCH | mmiane6o HHQIMKCH | TU1ane6o UHQIUKCH
Mab Mab Mab Mab

PeBmatounen | 375 1 087 58,1 58,3 3.2% 3,9% 0,8% 0,9%
aptpur!
Bonect Ha 324 1034 53,7 54,0 2,2% 4,9% 0,0% 1,5%
Crohn?
Bonect Ha N/A 139 N/A 53,0 N/A 4,4% N/A 1,5%
Crohn npu
Jiena
Yaueposen 242 482 30,1 30,8 1,2% 2,5% 0,4% 0,6%
KOJIUT
Vaueposen N/A 60 N/A 49,4 N/A 6,7% N/A 1,7%
KOJIUT MIPH
Jiera
Ankunosupai | 76 275 24,1 101,9 0,0% 9,5% 0,0% 3,6%
CITOHTUJTAT
IIcopuatuuen | 98 191 18,1 39,1 0,0% 6,8% 0,0% 2,1%
apTpuT
Icopmasuc ¢ 281 1175 16,1 50,1 0,4% 7,7% 0,0% 3,4%
TJTaKH

1 TlammenTtuTe B IIanebo rpynuTe MOIyd4aBaT METOTPEKCAT, TOKATO T€3H B TPYIIUTE Ha JICUCHHE C
nH}pIMKcHMa0 Mmosy4aBaT KakTo HH(pIMKCHMa0, Taka U METOTPEKCAT.

2 TMaumenrute B mianedo rpynure, npu nsere npoy4sanus daza I1I npu 6onect Ha Crohn — ACCENT I u
ACCENT II, nonyyaBar HavaiHa 1032 oT 5 mg/kg nHpmuKcruMal B HA4aI0TO HAa MPOYYBAHETO, KaTo MO
BpeMe Ha MoAbprKaIiara ¢asa moxyyanar miare6o. [larpenTuTe, KOUTO ca paHIOMH3HPaHH B TPYIIUTE Ha
MTOJTBPIKAIIIO JICUEHHE, TOTyYaBally [1are6o, HO BIIOCIEACTBHE MUHABAT Ha JICUeHNe ¢ HH(PINKCHUMA0, pH
ananm3a Ha AJIAT ca BKIIIOUEHH B rpyrara Ha JiedeHre ¢ nHpiukcnMad. B m3nurBane ¢asa [1Ib mpu 6onect
Ha Crohn - SONIC, nanuenTute Ha manedo ca monydaBanu AZA 2,5 mg/kg/mHEBHO KaTo aKTHBHA
KOHTpOJIa B JIOIIBIIHCHHE KbM HHPY3UHUTE HA TUTAe00 HHPIUKCHMAO0.

3. bpoii nanuenTy, pyu KOUTO ca oleHsaBaHu ctoiHoctute Ha AJIAT.

4. Menuanara Ha IepHoJia Ha MpocieIsiBaHe € Bb3 OCHOBA Ha OpOs Ha JICKYBaHHUTE MAIIUEHTH.

Antnnykieapau anrurena (ANA)/anturena cpenty nsoiiHosepmxHa JJHK (anti-dsDNA)

[Ipu prOIM3UTETHO MOJIOBUHATA OT JICKYBAaHUTE B KIIMHUYHU NPOYYBAHUS ¢ HHGIMKCHMA0
MAIUeHTH, KOUTO U3XOIHO ca Omin HeraTuBHE 32 ANA, B X012 Ha mpoyuBaHeTo ANA ca ce
MTO3UTHBUPAH — 32 CPAaBHEHHE TIPH MOTYJYMINTE TU1ane6o manueHT ANA ca ce TO3UTUBHPAIIN TPU
npubu3uTenHo 1/5. Anti-dsDNA aHTHTEna ce OTKpUBAT 3a IIbPBU BT HPpHU NpUOIn3uTenHo 17% ot
JISKyBaHUTE ¢ MHPINKCUMAO MalMeHTH, J0KATO MPH MmoyryduiauTte mianeoo — npu 0%. [To mocnenHu
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naHHu 57% ot nexkyBaHuTe ¢ nH(IMKcUMad nanreHTn octasat anti-dsDNA monoxwurennu. Benpekn
TOBa, ChOOIICHUATA 32 Pa3BUTHE HA JIyIyC-110JOOCH CHHIPOM HE ca 4ecTH (BX. Touka 4.4).

HeI[I/IaTDI/I‘-IHa TIOoIyJIanusa

Hayuenmu ¢ 106enuien peemamouder apmpum

Wndnukcumabd e u3cneasan B KIIMHUYHO npoyuBaHe npu 120 nauuentyu (Ha Bb3pact 4-17 rogunn) ¢
aKTUBEH IOBEHWJICH PEBMATOMJIEH apTPUT BBIIPEKHU JICUEHUETO ¢ MeToTpekcar. Ilpu nanuenture ca
npwiarany 3 wnu 6 mg/kg napmrKcHMab kaTo 3-1030B HHIYKIIMOHEH pexkuM (Ha 0, 2 1 6 cenmuia
WU ChOTBETHO Ha 14, 16, 20 ceamuria), mocienBad OT MOIbPKAIIO JICUSHNE BETHEK Ha BCEKH

8 ceMHIM, CBBMECTHO C JIEYEHHE C METOTPEKCAT.

Peaxyuu, ceévpzanu c ungysuama

Peakunm, cBbp3anu ¢ HHQY3UsTA, ca ce pa3BWiIM NpH 35% OT MaIlMEeHTUTE C FOBSHWICH PEBMATOH/ICH
apTpHT, JeKyBaHH ¢ j103a 3 mg/kg, TOKaTo Mpu MarueHTuTe, JIeKyBaHu ¢ go3a 6 mg/kg, nHdpy3noHHN
peakiuu ca ce pa3Buiu npu 17,5%. B rpynata naiuenTy, JiekyBanu ¢ nHgiukcumad ¢ mo3a 3 mg/kg,
npu 4 ot 60-Te MaMeHTH ca HaOJI01aBaH! CEPUO3HU HH(Y3UOHHU PEaKLUH, a IPH 3 OT MAIHEHTUTE €
MMaJIo ChbMHEHHUE 33 aHapMIAKTHYHA peakiys (KaTto B 2 OT CIly4auTe ce € Kacaeso 3a Cepro3Ha
peakiusi, cBbp3aHa ¢ HHQy3usTa). B rpymara nanuenTH, gekyBanu ¢ 1o3a 6 mg/kg, npu 2 ot 57-te
MAIMEHTH ca HAOI01aBaH! CEPUO3HH PEaKIUK, CBbP3aHH C HHPY3HUATA, KATO B SIWHUS CITy4dail e
MMaJIo ChbMHEHHUE 32 aHA(HUIAKTUIHA PeaKIys (BXK. Touka 4.4).

Hmynozennocm

Pa3ButHe Ha anTHTENa cpeity nHpIMKCUMao € HabmonaBaHo npu 38% OT MALMEHTHUTE, JIEKYBaHH C
no3a 3 mg/kg, nokaTo npu naueHTUTe, JeKyBaHu ¢ no3a 6 mg/kg — npu 12%. Tutpute Ha
aHTUTeNaTa ca O 3HAYUTEIHO MO-BHCOKH B IpyTiaTa MalMeHTH, JIEKyBaHu ¢ J03a 3 mg/kg,
OTKOJIKOTO B rpylaTa MalMeHTH, JICKyBaHu ¢ 103a 6 mg/kg.

Ungpexyuu

Nudexuuu ca HabmomaBanu npu 68% (41/60) ot neuata, JeKyBanu ¢ uHpGIukcuMao ¢ go3a 3 mg/kg B
npoabKeHne Ha 52 ceamun, npu 65% (37/57) ot neuata, nekyBanu ¢ nHpmkcumad ¢ go3za 6 mg/kg
B IpobJuKeHUe Ha 38 cenmunm U ipu 47% (28/60) ot maenara, mosryyaBaiiy mianedo B NIPOAbIKEHHE
Ha 14 cenmunu (Bx. Touka 4.4).

Bonecm na Crohn npu neduampuunu nayuenmu

B npoyuBaneto REACH criennuTe HexelaHH peakiiuy ca ChOOIaBaH! MMO-YECTO IPHU HeAUATPUIHH
naruenTu ¢ 6osect Ha Crohn (Bxk. Touka 5.1), OTKOIKOTO MPH BH3PACTHU MALMEHTH ¢ OOJIECT Ha
Crohn: anemust (10,7%), kpbB B u3npaxkHenusta (9,7%), neskonenus (8,7%), 3auepssiBane (8,7%),
Bupycuu uadpekuuu (7,8%), nHeyrponenus (6,8%), 6akrepuannu napexny (5,8%), anepruuau
peaKIuu ¢ MposIBU OT CTpaHa Ha AuxaTenHuTe mpTuima (5,8%). B nompnHenne, ca choOIIeHn KOCTHA
¢bpaxrypu (6,8%), 32 KOUTO 00ave HE € yCTaHOBEHA MPUYNHHO-CIIEACTBeHA Bpb3Ka. [lo-momy ca
N30pOCHU HAKOU MO-CHEIUATHN ChOOPaKEeHHSI.

Peaxyuu, cévpsanu c ungyzuama

B nmpoyusanero REACH 17,5% oT pannoMu3upaHuTe MalMeHTH ca pa3BIIN | WK MTOBeUe peakiiny,
cBbp3aHu ¢ uH(y3usITa. He e umano cepuo3Hn MHQY3UOHHY PEeakilny, a MPH JBaMa OT MAllUeHTUTE B
REACH ca ce pa3Buin aHaQUIAKTUYHN PEAKLIH, KOUTO HE ca OMJIM CEPHO3HH.

Hmynozennocm
AmnTHTeNa cpemty nHpIMKcuMal ca OTKPUTHU IpH 3-Ma (2,9%) OT meauaTpuIHNUTE MAHEeHTH.

Ungpexyuu

B npoyusaneTro REACH chobuienus 3a nndexnym uma npu 56,3% ot paHaoMHU3UpaHHTE MAIUCHTH,
neKyBaHH ¢ HHpIKcuMad. ChoOmeHnsATa 3a MHPEKIUU ca O-4eCTH IPH MAUCHTH, IPU KOUTO
WH(QY3UHU ca TIPaBeHH Tpe3 8 CeIMUIIN, OTKOJIKOTO MPH IMAIUEHTH, ITPU KOUTO ca MPaBEeHU Ipe3
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12 ceaqmuru (cpotBEeTHO 73,6% 1 38,0%), HOKAaTO CHOOIIEHHS 32 CEPHO3HU HH(EKIINHN UMa MpU

3 mauueHTH B rpynara Ha HH(y3uH mnpe3 8§ ceAMUIN U TP 4 MAIMEeHTH B TpyIiaTa Ha HH(Y3UU Ipe3
12 ceqmunu. Hait-uecto cro01aBanuTe HHPEKINU ca MHPEKINUTE HA TOPHUTE JUXATEIHU ITHTHILA H
(bapuHruTH, a Hali-uecTo choOIaBaHaTa cepruo3Ha nHdekuus e abcuec. MimMa cpobiieHus 3a Tpu
cllyyasi Ha ITHEBMOHUS (€1Ha CEpHo3Ha) U [1Ba CiIy4dasl Ha XepIiec 30cTep (1 ABaTa HEe ca CEPHO3HH).

Yaueposzen konum npu deya

Karto 110, HexxenaHuTe TeKapCTBEHN PEaKLUH, ChOOIICHH B KIMHUYHOTO M3MUTBAHE IPH YIILEPO3CH
kosuT nipu geua (C0168T72) u npoyuBanusiTa npu ynueposeH kKonuT npu Be3pactau (ACT 1 u

ACT 2), ca cxogau. B C0168T72, Haii-uecTuTe HEXXEJTaHU peakiy ca HHPEKIUHA Ha TOPHUTE
JIMXaTeHU THTHUILA, (PapUHTUT, KOpeMHa 00JIKa, TIOBUIIIEHA TeMIIepaTypa U riaBodonue. Haii-uecto
CpelllaHaTa HeXXelaHa Peakiys € BIOIIaBaHe Ha YJIIEPO3HUs KOJIUT, YUSATO YECTOTa € OMiIa Oo-BUCOKA
MIpH MarueHTuTe Ha 12-ceMuYeH, B CpaBHEHHUE C Ta3W MPHU NAIMEHTUTE Ha 8-CEIMUYEH JJO30B PEKUM.

Peakyuu, cevpzanu ¢ ungysuama

Karo 151710, 8 (13,3%) ot 60 jexyBaHN TAITUEHTH ca MOIYYWIH ¢THA WA ITOBEYE PEaKIINK, CBbP3aHH C
nHdpysusta, kato 4 ot 22 (18,2%) ca npu 8-ceqmuunus u 3 ot 23 (13,0%) npu 12-ceqMuyaaus pexxuM
Ha moaabprkaia Tepanus. Hima choOLeHn cepHo3Hu peakyy, CBbp3aHu ¢ nHQy3usaTa. Beuukn
peakuuu, CBbp3aHu ¢ HHPY3UATA, ca JIEKU A0 YMEPEHH 10 HHTEH3UBHOCT.

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

Ungpexyuu

Nudexunu ca crobienu npu 31 (51,7%) ot 60 nexysanu naruenty npu C0168T72, a mpu 22
(36,7%) ce e HAMOXKWIIO TIEPOPATHO WIIH MapEHTEPATHO aHTUMHUKPOOHO JedeHue. [IporeHTsT Ha
narerTute ¢ napexuuu npu CO168T72 € cxoaeH ¢ TO3M MPH NMEAUMATPHUUHOTO MPOYUBAHE MPH 0OJIECT
Ha Crohn (REACH), HO 10-BHCOK B CpaBHEHHE C IPOYUBAHUITA IPH BB3PACTHH C YJILEPO3€H KOIUT
(ACT 1 u ACT 2). O6mara gecrota Ha uHexuu npu CO168T72 e 13/22 (59%) npu rpynata Ha
MOJIBPIKAILO JIedeHne Ha Bceku 8 cenmuiy U 14/23 (60,9%) npu rpynaTa Ha mOAIBPIKAILO JCUCHHE
Ha Bceku 12 ceqmuiiy. MHbekiuu Ha ropauTe auxareadu nbruma (7/60[12%]) u dapunrut (5/60
[8%]) ca Hali-duecTo chOOIIaBaHNTe MH(MEKIMK Ha nuxaTeiaHara cucreMa. Cepro3Hu HH(EKIH ca
cbobmienu mpu 12% (7/60) OT BCHYKY JIEKYBaHH MAIIUEHTH.

B ToBa npoy4BaHe e ¥Maino moBeue NaueHTH B rpymnaTa Ha Bb3pacT oT 12 1o 17 roauHn, OTKOIKOTO B
rpynara Ha Bb3pacT oT 6 10 11 romunau (45/60 [75,0%]) cnpsimo 15/60 [25,0%]). Benpeku ge 6posit
Ha TAIMEeHTUTE BbB BCSAKA MOATPYIA € TBBPJC MaIbK, 32 Jla CC HAPAaBAT HAKAKBH OKOHYATCITHU
3aKJIFOUEHHUS] OTHOCHO BJIMSTHHUETO HA Bh3pacTTa BhpXY Ipoduia Ha 0€30IacHOCT, IIPH MO-BUCOK
MPOLICHT MAIMEHTH B Ipyrara Ha MaJKUTE Jiella UMa CePUO3HHM HEXEJIaHU PEaKIIuu U MPEKpaTsABaHe
MopajJy HeXXeJIaH! JISKAPCTBEHU PeaKkIlii, B CPAaBHEHHE C TPpyIlaTa Ha IoHOImuUTe. BhIpexu ue
MPOIEHTHT Ha MaIUeHTHTE C MH(OEKIUY € OWJI CHINO IMO-BUCOK B TPyIaTa Ha MaJKUTE Jela,
MPOIIEHTHT Ha CEPHO3HNTE MH(EKINH € OUII CXOJIEH U B JABETE Bh3pacToBU rpymu. Karo 1o,
MPOLICHTHTE Ha HEXKEJIAHUTE JICKAPCTBEHU PEaKIMU U PEaKIUUTEe, CBbP3aHu C MH(Y3UUTE, ca OMiIH
CXO0IHU MeXay Tpymnute oT 6 10 11 u ot 12 10 17 ronuHm.

Tlocmmaprxemunzos onum

ITocTMapKkeTHHIrOBUTE CIOHTAHHH, CEPHO3HU HEXKENAaHU PEAKIUU TIPU IPUIOKEHHETO Ha
nHGIMKCUMA0 MPH NeAnaTpUYHA MOIMyJIAlHs BKIIOUBAT PA3BUTHETO Ha 3JI0KaYECTBECHH 3a00IABaHus,
BKITIOUHTEITHO ¥ Ha XemnaTocIuieHaeH T-KIeTh4eH JIMM(POM, IPEXOJHO OTKIOHEHUE Ha
YepHOAPOOHHUTE EH3UMH, JIYITYC-IT0I00CH CHHIIPOM H TIO3UTHBHPAHE 32 aBTOaHTHUTENA (BXK. TOUKHU 4.4
u 4.8).
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HDVFI/I CIICHHAJIHHM ITOMyJalnn

Cmapqecmz 8vb3pacm

B ximmHUYHY poyYBaHUS PU PEBMATOUJICH apTPUT, YeCTOTaTa Ha CEPUO3HHU HHPEKIIUHU TTPU
narueHTuTe Ha 1 Hax 65 roaunn (11,3%), nexyBanu ¢ nHGIMKCHMAO0 TUTFOC METOTpeKcar, € Ouia 1mo-
roJisiMa OT Ta3| MPH MAIUEHTUTE 0] 65-roauiiHa Bb3pact (4,6%). [Ipu manmenTuTe, TeKyBaHH caMO
C METOTpEKCaT, YeCTOTaTa Ha CEpUO3HHUTE UH(EKIUH € Omna 5,2% Mpu manueHTHTe Ha U HaJT

65 roguHM B cpaBHEHUE ¢ 2,7% Ipu ManueHTure nog 65 ronunu (Bx. Touka 4.4).

Crpo0I111aBaHe Ha IIOA03MPAHU HEXKETAHU PEAKIINH

CpoOI11aBaHETO Ha MMOI03UPAaHH HEXKETTaHU PEaKI|K CJIe]] pa3peliaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUsI
HOPOIYKT € BayKHO. ToBa M03BOJISIBA 1a TIPOABIIKMA HAOIIOICHUETO HA ChOTHOILIICHUETO TT0J13a/PUCK 32
JIeKapCTBeHUS MPOAYKT. OT METUIIMHCKUTE CIICIUATUCTH CE U3UCKBA JIa ChOOIABAT BCSIKA
MOJI03MPaHa HEeXellaHa Peakius uype3 HallMOHAIHA CHCTEMa 3a ChoOIaBaHe, mocoueHa B [IpuioxeHue
V.

4.9 IIpepo3upane

Cnyuan Ha npefo3upaHe He ca choOmiaBanu. [Ipunaranu ca eauau4gHY 1034 10 20 mg/kg 6e3 nposBu
Ha TOKCHUYHOCT.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 @apmakoaMHAMHYHHU CBOHCTBA

dapmakoTepaneBTUIHA rPpyna: UMyHOCYIIPECOPH, HHXUOUTOPH Ha TYMOP-HEKPOTH3HUpAIL (akTop
anda (TNF,), ATC xox: L04AB02

Inflectra e GuonornuHo oA0O€EH JiekapcTBeH NpoaykT. IlogpoGHa nHpOpMaIus e nmperocTaBeHa Ha
yeOcaiita Ha EBporneiickara areHuus mo gexapctsara https:/www.ema.europa.eu.

MexaHU3bM Ha IEHCTBUE

Nudnmkcumad e XUMEpHO YOBEIIKO-MHUIIIE MOHOKJIOHAITHO aHTUTSIIO C BUCOK aMHUTET KaKTO KbM
pa3TBOpHMUS, Taka U KbM TpaHcmeMOpaHaust TNF,, Ho He u kbM muMpoTokcuH o (TNFg).

(-DaDMaKOIII/IHaMI/I‘-IHI/I ed)eKTI/I

Nudnukcumad nuxubupa pyHkunonagnara aktuBHOCT Ha TNF, mpu u3cneaBane ¢ roysim Opoi

in vitro MeToax 3a OnoJornyHa akTuBHOCT. MH(IMKcrMab npeaoTBpaTsBa pa3BUTHETO HA OoJecT Ipu
TPaHCTEHHH MUIIIKU, KOUTO OOJIEyBAaT OT IMOJIMAPTPUT B PE3YNITAT HA KOHCTUTYTUBHA EKCIPECHs Ha
yoBewku TNF,, a xoraro ce npunara ciesn oTKII0UBaHe Ha 0oJiecTTa, BOIM 10 Bh3CTAHOBSIBAHE HA
CTaBHUTE e€po3uH. [n vivo nHpmkcumad 0bp30 0OpasyBa cTabUiIHN KoMIUTeKcH ¢ YoBemkus TNF,,
KaTo TO3HU MPOIlec MPOTHYA YCIIOPEIHO Che 3arybara Ha OnonornyHa akTuBHOCT Ha TNF,,.

B craBHaTa TEYHOCT Ha MAalMEHTH C PEBMATOMACH apTPUT C€ YCTAaHOBABA MMOBHUILIEHA KOHLIEHTPALUsA HA
TNF, 1 Ta3u KOHIIEHTpaIUs KOpeupa ¢ akTHBHOCTTA Ha OonectTa. [IpuioskeHrero Ha HHPIMKCUMAO
npu OOJIHU C peBMATOMJICH apTPHUT BOJH JIO HAMalsiBaHe Ha MHQUITpalusATa Ha 3aCETHATUTE CTABU OT
KJIETKH Ha BB3MAJIEHUETO U OTPaHNYaBa eKCIIPECUATAa Ha MEINATOPH Ha KJIEThYHATA aIXe3us,
XEMOAaTPaKTaHTH, KaKTO M pa3pyllaBaHeTO Ha cTaBHUSA Xpywsi1. Cien nedeHnero ¢ uHpIukcumad npu
MAIMeHTHUTE Ce YCTaHOBSIBA MIOHMKaBaHE HAa CEPYMHOTO HUBO Ha MHTepyieBKUH 6 (IL-6) u
C-peaktuBen npoterH (CRP) u noBuiiapane HUBOTO Ha XeMOTJIOOMHA MPH MALUEHTH ¢ PEBMATOMICH
apTpPUT, KOUTO ca C MOHM)KEHO HMUBO HAa XeMOTJIOOWH, B CpaBHEHHUE C U3XOAHUTE cToiHOCTH. He ce
YCTaHOBSIBa 3HAUMMO TIOHIDKaBaHe Ha Opos Ha TMM(ONIUTHTE OT nepudepHa KpbB, HUTO Ha
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nposugepaTUBHUS OTTOBOP MPU i71 Vitro MUTOT€HHA CTUMYJIAllMs B CPABHEHHUE C KIETKUTE OT
HeJIeKyBaHU nauuenTu. [Ipu nauueHTy ¢ ncopuasuc JiedeHueTo ¢ MHQIMKCuMad BOIU 10
OrpaHMYaBaHe Ha EMUJICPMAIHOTO Bh3NallCHHE M HOpMaITU3UpaHe Ha TUQepeHIInaIHATa Ha
KepaTolUTUTE B IICOPUATUIHUTE TUTaku. KpaTkoTpaitHOTO Jieuenue ¢ nHdarkcuMad Ha OOIHU C
NICOPUATHYECH apTPUT BOJM A0 HaMansiBaHe Ha Opos Ha T-KieTkuTe u Ha KPbBOHOCHUTE CHIIOBE B
CHHOBHSITA U ICOPHATUYHUTE TUIAKH.

XHUCTONOTMYHOTO U3CIeBaHe Ha OMOIICHH OT 1e0eno YepBo, B3ETH MPEIH JCUCHUETO C HHPIMKCUMA0
1 4 ceqMHLN cliell TPUIOKEHUETO MY, TOKa3Ba 3HAYUTENHO moHmxkaBaHe Ha TNF,. Jleuenuero Ha
nanueHTH ¢ 6onect Ha Crohn ¢ HHGIMKCUMAO € CBBP3aHO M ChC 3HAYUTEITHO OHMKABaHE Ha
croitHocTuTe Ha yecto nopuiieHus CRP. [Ipu nekyBanu ¢ nHpIMKcMMab MalueHTy oomuaT Opoi Ha
OenuTe KPBBHU KJIETKH B TIepH(epHa KPbB HE € MPOMEHS MHOT'O, MaKap CTOMHOCTUTE Ha
TUMQOIMTUTE, MOHOITUTHTE U HEYTPO(MIINTE J1a TOKa3BaT TEHICHIINS KbM HOpMamu3upane. [Ipu
JIeKyBaHU ¢ MHQIMKCHMMA0 MalMeHTH MOHOHYKJICAPHUTE KIIETKU OT nepudepHa KpbB ca ¢
HETPOMEHEH NpoJuQepaTuBeH OTTOBOP IPH CTUMYJIALUS B CPAaBHEHHE C HEJICKYBAHU MTALUEHTH, CIIE]
JedeHneTo ¢ nHpIrKcumMal He ce HabJroAaBa ¥ 3HaYMMa MPOMSHA B IPOIYKIMATA HA IUTOKUHHU OT
CTHUMYJIUpaHUTE MOHOHYKJICApHH KJIETKH. M3cnenBaHeTo Ha MOHOHYKJICAPHH KJIETKU OT JIAMHHA
MPONpPHs OT YPEBHA JIMT'ABHLIA, B3€TA Upe3 OMOIICHs, TOKa3Ba, Ye JICYCHUETO C MHPIMKCUMA0 BOAU A0
HamaJsiBaHe Ha Opos Ha kietkure, ekcrpecupaiiu TNF, u uarepdepon- y. ombiaHuTenHul
XHCTOJIOTMYHH U3CJICABAHUS ITOKA3BaT, U JICUCHUETO ¢ MH(IMKCHUMa0 BOJIM IO HaMallsiBaHe Ha
WHOUITPAIMATA Ha 3aCETHATUTE OT OOJIECTTA YYACTBIM OT YepBaTa C KJIIETKH Ha BB3MAJICHUETO H
HaMaJsiBaHE Ha EKCHPEecHsTa Ha MapKepy Ha BH3NAJCHUETO B ChIIMTE y4acThlH. MiMa naHHH 32
JUTaBUYHO O3JIpaBsSBaHe, MOTYYCHU OT EHIOCKOIICKO U3CIICBAHE HAa YPEBHA JINTABUIIA [TPH MAIMEHTH,
JIeKyBaHU ¢ HHIMKCHMAaO.

Kinnununa edrkacHOCT U 6€3001aCHOCT

Pesmuamouoen apmpum npu 6b3pacimnu

EdukacHoctTa Ha nedeHnero ¢ nHGIMKCHMA0 € OlleHeHa B JIB€ MHOTOIICHTPOBH, PaHJIOMH3HPaHH,
nBoitHocneny, nuiaoTHU kuHnaan npoyuBanusi: ATTRACT u ASPIRE. U B nBete npoy4BaHus e
Ouy1a mo3BOJIEHA €JHOBPEMEHHA yroTpeda Ha (osneBa KHCeNnrnHa, epopaHi KOPTHKOCTEPOUIH
(< 10 mg/nHeBHO) W/MIU HecTepouAHU npoTuBoBb3nanurenanu cpeactsa (HCIIBC) B mocTosHHH
JI03U.

[IppBUYHUTE KpaiiHU TOUKU ca OUJIM OBNIa/IIBaHE HA MPU3HALUTE U CHMITOMHTE, OLICHEHH CIIOPEX
kputepuute Ha Amepukanckusa Konex o Pesmatonorust (ACR 20 3a ATTRACT, ACR-N 3a
ASPIRE), npodunaktiupaHe Ha CTPYKTYPHO yBpeXkKJIaHe Ha cTaBaTa v ()YHKIIMOHAIHO MOI00pEHME.
OBnaasiBaHETO HAa MPU3HALMTE U CUMIITOMUTE € IeHUHUpaHo KaTo nogoopenue ¢ none 20%

(ACR 20) kakTo B Opost Ha OOJIE3HEHUTE, TaKa U HA OTOYHHUTE CTABH, KAKTO U B 3 OT CIIETHUTE

5 kputepus: (1) o0Oia oneHka Ha jiekaps, (2) o01a oleHka Ha manueHTa, (3) GyHKIHoHalHa OllCHKA
Ha cTaBara, (4) onpezensHe Ha cuiiaTa Ha 00JIKaTa O BU3yajlHaTa aHAJIOroBa ckana H (5) cKopocT Ha
yTasBaHe Ha epurpouutute win C-peaktuBer nporerH. ACR-N u3nois3Ba chIuTe KPUTEPUU KaTO
ACR 20, nzumuciienu 3a Haii-cl1a00 U3pPa3eHOTO MOI00PEHKHE B OpOsl HA OTOYHUTE CTaBU U Opos Ha
OoJie3HEHHTE CTAaBH, U MEJHaHaTa Ha OCTaBaIIuTe 5 mokasarens no kpurepuute Ha ACR.
CTpyKTYpHOTO yBpeXIaHe Ha CTaBUTE (€PO3UH U CTECHIBAHE Ha CTaBHATA LIENKA) KAKTO HA CTABHUTE
Ha pBIIETe, TaKa U Ha CTABUTE Ha KpakKaTa, ce OIICHsBAIIIE 110 MPOMSIHATA B CPABHEHHE C N3XOJHATA
cToiiHOCT Ha Mojuduupanus ckop no van der Heijde-Sharp (0-440). 3a onpenensite Ha mpoMsiHaTa
Ha (U3MYECKOTO CHCTOSHIE B CPAaBHEHUE C M3XOAHOTO CE€ M3MOJI3BAIIE BHIIPOCHUKBT 3 OLICHKA Ha
3apaseto (BO3, 0-3 cremnen).

B nnanie6o-koutponupanoro npoyusane ATTRACT e ouensiBan otroBopsT Ha 30, 54 u 102 cenmuna
npu 428 MaLMEeHTH ¢ AKTUBEH PEBMATOUICH apTPHT, BBIIPEKH JICUCHUETO C METOTPEKCar.
Mpubmuzurenno 50% ca 6wy ot 111 pynkpoHaneH knac. [TlanueHTrTe ca moiydyaBaiu WK Iamneoo,
i 3 mg/kg nmm 10 mg/kg nnpnukcnmad Ha 0, 2 u 6 ceamuIia, cieji KOeTo — npe3 4 Wik § CeMUIIH.
Benuku nanyeHTH ca OMiIM Ha MOCTOSIHHA J103a METOTpekcar (cpenHo 15 mg/cenmMuyuno) B
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MMPOABJIZKCHUC Ha 6 Mecela nMpean BKIHOYBAHECTO B [IPOYUBAHCTO U Ca OCTABAJIM HA ChIIATa ITOCTOSIHHA
JA03a 10 BpEMC Ha LIAJIOTO IMPOYYIBaHC.

Pesynrarute Ha 54 cenmuna (Bb3 ocHoBa Ha ACR 20, monuguiupanus ckop 1o van der Heijde-Sharp
1 BO3) ca mokazanu Ha Tabmuna 3. [To-Bucoka crenen Ha kimHUYeH 0TroBOp (ACR 50 1 ACR 70) ce
ycranoBsBa Ha 30 u 54 ceqMuIla BbB BCHUKHU TPYIIH, JICKYBaHU C HHPIMKCUMAO, B CPAaBHEHHE C
TPYNUTE HA JICYUEHUE CaMO C METOTPEKCaT.

3abaBsiHe Ha MPOTPECUATA HA CTPYKTYPHOTO YBPEXKIAHE HA CTABUTE (SPO3UH U CTCCHIBAHE HA
CTaBHATa IIeTIKa) Ce yCTAaHOBSBA Ha 54 ceJIMUIIa BB BCHUYKH TPYIIH, JIEKYBaHU ¢ HHPIUKCHUMAO
(Tabnuua 3).

Edexrtute, ycranoBeHH Ha 54 ceamuiia, ce 3aabpkat 1o 102 cenmuna. [lopaau Opos Ha ciydauTte Ha
CIHUpaHe Ha JICUCHUETO, 3HAYMMOCTTA Ha pa3JIMKaTa MeKIY ABETE IPYIH MAI[UCHTH — JICKYBaHUTE C
nHpINKCUMAa0 U IEKyBaHUTE CaMO C METOTPEKCaT, He MOJKE JIa CE OMPE/IEIIH.

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

Hndnukcnmat®

Kontpors 3 mgk 3 mgk 10mgk 10mgk Bceuukn

arpyma’ g g g g MAIMEeHTH Ha
npe3 8  mpe34  mpe3 8 npes 4 nHpIIKCHMa0
CEIMUIl CEAMHI CEOMHI  CeAMHI  °
u u u u
[MammenTu ¢ otroBop ACR 20/ 15/88 36/86 41/86 51/87 48/81 176/340
OnensiBann manueHTH(%)° (17%) (42%) (48%) (59%) (59%) (52%)
06 cxop! (MogupuMpan ckop
o van der Heijde-Sharp)
[IpomMsiHa B cpaBHEHHE C 7,0+£10,3 13+ 1,6 £ 02+3,6 -0,7+ 0,659
M3XOJIHATa CTOWHOCT (CpeaHa + 6,0 8,5 3.8
SD°)
Menuana 4,0 0,5 0,1 0,5 -0,5 0,0
(MHTEepPKBApPTHIICH AWATIAa30H) (0,5-9,7) (-1,5- (-2,5- (-1,5- (-3,0- (-1,8-2,0)
3,0) 3,0) 2,0) L,5)
[ManenTtu G6e3 13/64 34/71 35/71 37/77 44/66 150/285
BIIOIIIaBaHE/OLICHABAHH (20%) (48%) (49%) (48%) (67%) (53%)
narueHTH (%)°
IIpomsna BB BO3 cnopen 87 86 85 87 81 339
M3XO0JIHATA CTOMHOCT®
(orIeHsIBaHU MALMEHTH)
Cpenno + SD° 0,2+0,3 04+ 0,5+ 0,5£0,5 04+04 04+04
0,3 0,4

a KOHTpOJIHA Ipyla = BCHYKH MAI[HCHTH ¢ aKTUBEH PA, BBIIPEKH JICUCHUETO C METOTPEKCAT B TIOCTOSHHA
J103a B IPOIBIDKEHNE Ha 6 Mecella Ipey BKIIOYBAHETO, KaTO Ca OCTaHAJIM Ha IOCTOSHHA J103a
METOTpeKcaT 110 BpeMe Ha NMpoyuBaHeTo. [lomyckaso ce € CbBMECTHOTO IPHIIOKEHHE B TOCTOSHHU
JI034 Ha mepopainu koprukocrepounu (< 10 mg/nuesHo) w/umu HCIIBC, u ca naBanu 100aBKH C
(onmeBa KuCeNNHA.

b BcuukM nanmeHTH Ha HHQIMKCHMAO ca IoJTydaBaid U METOTpeKcar ¢ (osmeBa KUcennHa, a HIKOU — H
koptuxocteponu w/um HCIIBC.

¢ p<0,001 3a Bcsika rpymna Ha JiedeHHE ¢ MHAIMKCUMAO Cpelly KOHTPOJIHATA IPyTIa.

d mo-BHCOKHMTE CTOWHOCTH O3HA4YaBaT IO-TEKKO CTABHO YBPEXKIaHE.

e BO3 = BsnpocHuk 3a OIleHKa Ha 3APaBETO; IO-BHCOKUTE CTOHHOCTH 03HaUaBaT M10-C1a00 U3pa3eHO

YBpEXKIaHe.

B npoyusanero ASPIRE e oniensiBan oTroBopsT Ha 54 ceamuna rnpu 1 004 nanueHTH, HEJIeKyBaHH 10
MOMEHTa C METOTpPEKCaT, C aKTUBEH PEBMATOUICH apTPUT C MaJIKa JaBHOCT (aBHOCT Ha OoyiecTTa

< 3 rogunu, menuana 0,6 ToguHN, MeTraHa Ha OpOst OTOYHH U OOJIE3HEHH CTaBH CHLOTBETHO 19 1 31).
Benuky nanueHTH ca OMiTM OJUTOXKEHH Ha JICYeHHE C METOTpeKcaT (1032, ONITUMHU3NpaHa Ha
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20 mg/ceamuuHO Ha 8 cenMuIa) B KOMOMHANMSA ¢ ruiane6o uiu nHpmukcnmab B 1o3a 3 mg/kg nmm
6 mg/kg Ha 0, 2, u 6 ceqmuIIa, CIIe]] KOETO BEIHBXK Ha 8 cenmuIt. Pesynrarute Ha 54 cenmuna ca
npenctaBeHu B Tabnuna 4.

Ha 54 cemmuria ot nedeHnETO ¢ IBETE 103U MHPINKCUMA0 + METOTPEKCAT € OTUYETEHO CTATUCTHUECKU
3HAYMMO TIO-TOJIIMO TTOA00pEHNE Ha TPU3HAIIUTE ¥ CHMIITOMUTE B CPAaBHEHHE C MOHOTEPAIIHSITA C
METOTpEKCaT, KaTo OIICHKATa ¢ HallpaBeHa Bb3 OCHOBA Ha MPOICHTA MAICHTH, IIPH KOUTO €
nocturaat ACR 20, 50 u 70.

Han 90% ot marmmenture B ASPIRE ca umanu rmoHe 2 moaxosIy 3a HHTEPIpeTaIus
pentrenorpadun. Ha 30 u 54 cenqmunia B rpynara Ha JieueHHe ¢ HH(IMKcHMal + MeToTpeKcaT e
YCTaHOBEHO MO-M3pa3eHo 3a0aBsHe Ha CKOPOCTTA HAa MPOTPECHs Ha CTPYKTYPHOTO YBPEKAAHE B
CpaBHEHHE C IpyrnaTra Ha MOHOTEpAaIs C METOTpeKcaT.

Tabauna 4
ACR-N, CTpyKTypHO yBpe:KIaHe HAa CTaBaTa U (l)lllzlmqeuco cberosinne Ha 54 ceqmuna, ASPIRE
HNudpnukcnmad + MTX
[Trane6o + MTX 3 mg/kg 6 mg/kg Kombunmnpano
Bpoit pannomMu3upany NaryueHTH 282 359 363 722

[Ipouent Ha nogobpenue copex 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
ITonoOpenune BsB BO3 B cpaBHEHHE C

U3XO0JIHATA CTOMHOCT—CPEHO 3a IepHoia

ot 30 1o 54 cenmmuma®

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

a p<0,001 Bcsika rpymna Ha eueHne ¢ HHOIMKCUMAO Cpelly KOHTPOJIHATA rPyIa.

b MO-BHCOKHTE CTOWHOCTH 03HAYABAT MMO-TEKKO CTABHO YBPEKIAHE.

¢ BO3 = BrmpocHuk 3a olleHKa Ha 3[[paBeTO; MO-BUCOKUTE CTOMHOCTH O3HAYaBaT MO-CIIa00 H3pa3eHo
YBpEKAAHE.

d p=0,030u<0,001 chOTBETHO 3a rPyNHUTE HA JIeUeHUE ¢ HHPIUKCUMa0 B 1o3a 3 mg/kg u 6 mg/kg cpemty
miamne6o + MTX.

JlaHHHTE, KOUTO MOAKPENAT TUTPUPAHETO HA J]03aTa IIPH JICUEHUETO Ha PEBMATOMIEH apTPHT, Ca OT
npoyuBanusita ATTRACT, ASPIRE u START. START e panaoMusnpano, MHOTOIICHTPOBO,
JBOWHOCIIATIO, TIApaJieIHO TPYIIOBO MpOoy4BaHe 3a Oe30macHoCT ¢ 3 pameHa. B eqHo ot pamenata
(rpyna 2, n = 329), npu nanueHTUTe C HEAOCTaThYCH OTIOBOP € AOIMYCKAaHO TUTPUpPAHE Ha 103aTa C IO
1,5 mg/kg — ot 3 mo 9 mg/kg. [pu mo-ronsimata 4act (67%) OT Te3u MaIUEHTH HE CE € Haxaraio
TUTpUpaHe Ha jo3aTa. OT MalMeHTUTe, IPU KOUTO € OMII0 He0OXO0IMMO TUTPHUpPAHE Ha J103aTa, MPH
80% e mocTUrHaT KIMHUYEH OTIOBOP, a IPH Mo-roysiMaTa yacT (64%) ot Ts1x e Ouna Heodxonuma
caMo eJHOKpaTHa KopeKuus Ha go3ata ¢ 1,5 mg/kg.

Bonecm 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 mareHTH ¢
aktuBHa Oonect Ha Crohn (mHAEKc 3a akTuBHOCT Ha OonectTta HAa Crohn (CDAI) > 220 <400) B
PaHIOMHU3UPAHO, IBOMHOCIIAIO, I1a1le00-KOHTPOIUPAHO MIPOYUYBAHE J103a-0TTOBOP. 27 OT

108-Te manmeHTH ca oMM JeKyBaHu ¢ HHMIMKcHMab B IpernopbpuBaHaTa 103a ot 5 mg/kg. Benuku
MAIMEHTH ca OMITM ¢ HeIOCTAaThYHO MOBIUIBAHE OT MpeIIecTBalla CTaHAapTHA Tepanus. [I[poTokombT
€ MO3BOJISIBAJl €THOBPEMEHHO MpHJIaraHe Ha CTaHJapTHHU Tepalyy B IIOCTOSIHHU 103U U 92% ot
MaIMEHTHTE ca TPOIBIDKIIIH J1a TIONy4aBaT Te3U TePaIui.
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[IppBHUHaTa KpaliHa TOYKA HAa MPOYYBAHETO € OMJIa ONpeNesITHETO Ha IPOLIEHTA NalMeHTH, IPH KOUTO
€ MOCTUTHAT KIIMHUYCH OTroBop, Aeuuupan karo nonmwkenre Ha CDAI ¢ > 70 Touku Ha 4 ceMHIIa B
CpaBHEHHE C U3XOJHATa CTOWHOCT, 0e3 J]a ce Hajara MoBUIIIaBaHe Ha JI03aTa Ha PUIaraHuTe
JIEKapCTBEHU MPOLYKTH MM onepanus 3a 6onectra Ha Crohn. ITanmenture, oTroBopuin Ha

4 cepMuna, ca OuiH mpocneasBanu 1o 12 ceamuna. Bropuunure KpaiiHu TOYKH Ha IPOYYBAHETO
BKJIIOYBAT OIpE/IENIHE Ha MPOLIEHTA MallMeHTH, KOUTO ca B KIIMHUYHA PEMHUCHS Ha 4 ceaMuIa

(CDAI < 150) u ompenensiHe Ha KIMHAYHESI OTTOBOP 32 IO-IIBIIBT IEPHO,.

Ha 4 cenmuna, cien eqHOKpaTHO IpuiioxeHue, npu 22/27 (81%) oT manueHTUTe, JIEKyBaHH C
nHpakcuMa0 B 103a 5 mg/kg, € mocTUrHaT KIMHUYEH 0TroBop cpeuty 4/25 (16%) oT manueHTure,
norryuni otane6o (p < 0,001). Ceimo Ha 4 ceqmua ripu 13/27 (48%) ot neKyBaHHTE C
nHGIMKCUMAa0 TalMeHTH € mocTurHara kiauauyHa pemucust (CDAI < 150) cpemy 1/25 (4%) ot
miamnebo-rpynara. [ToBIMsBaHETO € 3aIMo4Baio Ha 2 CEJAMHUIIA CIIC MPHIIOKEHUETO, KaTO € TIOCTUTAJIO
MakcuMyM Ha 4 ceamuna. [Ipu nocnennara Bu3ura Ha 12 ceqmumna 13/27 (48%) oT JeKyBaHHTE C
nHGIMKCMMAa0 TAIMEeHTH BCE OIIe ca MMOKa3Balld MPU3HAIY Ha MTOBIIHSBaHE.

Tlooovporcawo neuenue npu cpeono medicka 0o meaicka bonecm na Crohn npu 6b3pacmuu 6 akmueeH
cmaoutl

EdukacHocTTa Ha IeUeHHETO ¢ MHOTOKpaTHU HH(Y3UH HHPIUKCUMAO e Omia 00eKT Ha 1-ToIUITHO
kiuHIgHO npoyuBane (ACCENT I).

O6m10 573 manuenTy ¢ yMepeHa 10 TexKka akTuBHa gopma Ha O6onectta Ha Crohn (CDAI > 220 < 400)
ca OWJIM JICKYBaHU ITbPBOHAYAIHO ¢ ¢HOKpaTHa nH(Y3us B 103a 5 mg/kg Ha ceamuna 0,178 ot 06110
580 BruroueHu B npoyusaneto naueHtu (30,7%) ca ouu ¢ Texxka Gopma Ha Oostectta (CDAI > 300
U ChITBTCTBALLO JICYCHUE C KOPTUKOCTEPOUAN H/UIIH UMYHOCYTIPECOPH ), KOETO CHOTBETCTBA HA
nomynanusaTa, iepuHupana B nokazanusTa (Bx. Touka 4.1). Ha 2 ceqmuia npu BCHUKH TaLMEHTH €
Ouyia HampaBeHa OlleHKa Ha KIIMHUYHOTO TIOBJIHSABAHE U ca OWIIM PaHJOMU3UPAHH B €/IHA OT

3-Te TpyIU Ha TOAIBPIKAIIIO JICUEHHE: C MPUIIOKECHUE Ha TU1ane0o, ¢ MpUIIoKeHHe Ha HHPIMKCUMa0

5 mg/kg u ¢ mpunoxenue Ha nHpaukcumad 10 mg/kg. U 3-te rpynu ca mosryyaBaiu MHOTOKPaTHU
nHOY3UK Ha 2 ¥ 6 ceZIMHUIIA, CIIe]] KOETO — Ha BCEKH § CEMUITH.

Ot pangomusupanure 573 nanuentH, npu 335 (58%) KIMHUYEH OTrOBOpP € OWJ MOCTUrHAT Ha
cenmuna 2. Te3u nauueHTyu ca onpeaeneHd KaTo OTTOBOPHIIN HA CEAMMULA 2 U ca BKIIOYCHH B
IbpBUYHUS aHAW3 (BK. Tabnuma 5). OT nanueHTuTe, onpeIeieH! KaTo HEMOBJIHSIM ce Ha
cenmuna 2, ipu 32% (26/81) ot rpymnarta, nomydasana mianebo, u 42% (68/163) ot rpynara Ha
nedeHne ¢ nHGIMKCUMa0, € TOCTUIHAT KIMHUYEH OTTOBOp Ha cenmuia 6. Cies ToBa B TpPYIHUTE HE €
HMMaJIo pa3iiuKa Mo OTHOIIEHHE Ha KbCHUS OTTOBOP.

ChbBMeECTHHUTE TBPBUYHM KPalHU TOYKHU ca OWJIM OTIpeaesisiHe Ha MPOLEHTA MAallUeHTH, TOCTUTHATIN
knuHIgHa pemucus (CDAI < 150) na ceamuna 30 u BpemeTo A0 3ary6a Ha OTTOBOp A0 cenMuIa 54.
ITonmxkaBaHe Ha 103aTa HA KOPTHKOCTEPOUIUTE € OMIIO IOMyCKaHO ciel ceamuua 6.

Tabumna 5
E¢exT BbPXY 0TTOBOpa ¥ NPOLEHTA HA MOCTUTaHe Ha pemucusi, 1aHHA 0T ACCENT I
(oTroBopuJiM Ha ceqMuIIa 2)

ACCENT I (otroBopmim Ha ceqmuma 2)
% MaIUeHTH

Tlopnbpxaiio ITonabpxanio Tlopnbpxatio
JICYCHUEC JICYEHHUE C JICYCHUE C
[Tmane6o nHpIIKcHMad uHpaKCUMad
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-cToitHOCT) (p croitHOCT)
Mennana Ha meproza 1o 3aryoa Ha 19 cenmunu 38 cenmuI > 54 cegmuuu
OTroBOp A0 ceamuia 54 (0,002) (<0,001)
Ceamuna 30
Knunnyen otrosop? 27,3 51,3 59,1
(<0,001) (<0,001)
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ACCENT I (otroBopuiu Ha ceqmuua 2)

% MaIUEHTH

Tlopnspxaiio ITonabpxanio Tlopnbpxaiio
JIeYCHUE JIeUCHHUE C JICYCHHUE C
[Tmane6o nHpIIKcuMad uHparKCMad
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-cToitHOCT) (p croitHOCT)
Knunnyna pemucus 20,9 38,9 45,5
(0,003) (<0,001)
Pemucus 6e3 mpuem Ha kopTukocTepoumu 10,7 (6/56) 31,0 (18/58) 36,8 (21/57)
(0,008) (0,001)
Ceamuua 54
Knunangen otrosop? 15,5 38,1 47,7
(<0,001) (<0,001)
Knunanana pemucus 13,6 28,3 38,4
(0,007) (<0,001)
Tpaiina pemucust 6e3 mpuem 5.7 (3/53) 17,9 (10/56) 28,6 (16/56)
Ha KopTHKOocTepouau® ’ (0,075) (0,002)

a  Iloumxenne na CDAI > 25% u > 70 Toukn.
b  CDAI < 150 na cemmuna 30 u 54, 6e3 HaMeHTHT J1a € IoTyJaBall KOPTHKOCTEPOUIH Ipe3 3-Te Mecena

mpeau ceaMuna 54 (3a marueHTH, KOUTO U3XOIHO Ca TOTy9aBaId KOPTHKOCTEPOUIH).

3amouBaiiku OT ceamuIia 14, mpy marueHTUTe, OTTOBOPIIIN Ha JICUSHUETO, HO TIPU KOUTO

BIIOCJICACTBUC KIIMHUYHUAT OTTOBOP CC € 3ary61/m, € JOIYCKAHO IMPEMHWHABAHE Ha J03a I/IH(i)J'II/IKCI/IMaG

¢ 5 mg/kg mo-Bucoka ot j03ara, Ha KOATO T10 Hadayo ca pangaoMusupanu. OceMaeceT u AeBeT

nporenta (50/56) oT marMeHTuTe, MPH KOUTO KIMHIUYHUAT OTTOBOP € OnII 3aryOeH MpH MO LTHPIKAIIO0

neuenue ¢ nHpukcumad B 1o3a 5 mg/kg, cien cenmuna 14 ca OTTOBOPHIIN HA JICUEHHETO C

nHpukcumab B 1o3a 10 mg/kg.

Ha cegmuiu 30 u 54 B rpynara mauueHTy Ha IOAIBPIKAIIO JieueHHe ¢ MHPIUKCUMal € yCTaHOBEHO
noJo0peHre Mo OTHOIICHUE Ha MOKa3aTeINTe 3a KaYeCTBO Ha KUBOT, HA CBBP3aHUTE ChC
3a00JI1BaHETO XOCIUTAIU3AIMH U Ha MPUJIaraHeTo Ha KOPTUKOCTEPOU I B CpaBHEHHE C TpyTaTa

MaIMEHTH, TOTy4aBad 1amneoo.

Nudnrkcumad cbe nmm 6e3 AZA e OlleHeH B paHIOMHU3UPaHO, JBOWHOCIATIO MTPOYYBaHE C

pedepenten npoaykT (SONIC) npu 508 Bb3pacTHU MALUEHTH ChC CPEIAHO TEIKKA J0 TEKKA 00JIECT Ha

Crohn (CDAI > 220 < 450), xouTO HE ca MoJy4yaBajiy peJy TOBa OMOJOTHYHH MPOAYKTH WIN
UMYHOCYTIPECOPH H Ca UMaJId MeAMaHa Ha MPOIbDKUTETIHOCT Ha 3a0oisiBaneTo 2,3 roaunu. Ha
M3X0AHO HUBO 27,4% OT MAIMEHTUTE ca MOTy4JaBail CHCTEMHH KOpTUKocTepouau, 14,2% ot

MAIUEHTHUTE Ca MoJydaBaiy 0yae30HuI U 54,3% OT malueHTUTE ca nojidydaBaiu S-ASA cheqUHECHUS.
[MTanmenTHTe ca paHAOMU3UPAHH Jia Toiy4aBaT AZA MoHOTepanusi, THYIMKCUMAO MOHOTEPAITUs NI
KOMOHMHMpaHa Tepanus Ha nHdaukcumado iroc AZA. Madaukcumab e npunarad B 1o3a oT 5 mg/kg
Ha ceamuiu 0, 2, 6 U clel ToBa Ha Bceku 8 cenmunin. AZA e naBaH B J1o3a ot 2,5 mg/kg nHeBHo.

[IppBHYHATA KpaiiHa TOUKA Ha IPOYYBAHETO € OMiIa KIMHUYHA PeMUCHS 0€3 KOPTUKOCTEpOU Ha
cenmuna 26, nepunupana kato nanueHTy B kimHnaHa pemucus (CDAI ot < 150), kouTo noHe 3a

3 ceIMUIM HE ca MPHEMaNY IEPOPATHA CHCTEMHU KOPTHUKOCTEPOUAH (IIPEIHU30H WIH EKBUBAJICHT)
unu Oyzne30Hu] B 1032 > 6 mg/nHeBHO. 3a pe3ynraTu BkTe Tabmuua 6. [IpoueHThT Ha MAUeHTHTE C
03]IpaBsiBaHE Ha JIMTaBUIaTa Ha cenMUIa 26 € OU CUTHU(HUKAHTHO MO-BUCOK B TPYIHTE HA
nHpaukcumad wioc AZA (43,9%, p <0,001) u uadpnukcumabd kato monotepanus (30,1%, p = 0,023)
B CpaBHEHHUE ¢ rpymnaTta Ha AZA kato monotepanus (16,5%).
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Tadauna 6
IIpoueHT ManMeHTH JOCTUTHAJM 10 KJINHUYHA PeMUCHSA 0€3 KOPTHKOCTEPOH/] HA
ceqmuna 26-SONIC

AZA WNupnukcumabd kato  KoMmOuHHpana Tepanus
KaTO MOHOTEpanus MOHOTEpANHUs Nudaukcumabd + AZA
Ceamuna 26
Beuuku pannoMu3upany naiueHTH 30,0% (51/170) 44,4% (75/169) 56,8% (96/169)
(p=0,006)" (p<0,001)"

* P-cTOIHOCTHUTE MPENCTABAT BCsKA IPyTia Ha JieueHne ¢ MHGIMKCUMa0 cpeiry AZA KaTo MOHOTEparusl.

CXO0ITHM TEeH/ICHIINY 32 TIOCTUTaHe Ha KIIMHUYHA PEMUCHS 0€3 KOPTUKOCTEPOH/] ca HaOII0JaBaHl Ha
cenmuna 50. B nonbnnenue, ¢ nnrkcnmab ce Habro1aBa mo1o0peHo Ka4ecTBO Ha KHUBOT
n3mepeno upe3 IBDQ.

Huoykyuonno nevenue npu pucmynuzupawa, akmusna 6orecm ua Crohn

EdukacHocTTa ¢ OMila olieHEeHa B paHIOMHU3UPAHO, JBOWHOCIIAIO, IUTAIE00-KOHTPOIMPAHO TPOYUBaHE
npu 94 nanuenTu ¢ uctynusupama ooaect Ha Crohn ¢ JaBHOCT Ha (PUCTYJIUTE NOHE 3 Mecela.
Tpuiicer 1 eAMH OT MaMEHTUTE ca OMIHU JeKyBaHH ¢ HHparKcuMab B no3a 5 mg/kg. [Ipubnuzurento
93% oT maIMeHTUTE MPEAU TOBA ca OWJIM JICKYBaHH C aHTUOMOTHUIN MM KMYHOCYTIPECOPH.

JlonyckaHa e eTHOBPEeMEHHA yrnoTpebda chC CTAaHJAPTHH TEPaNKU B MOCTOSIHHA 11033, ¥ 83% oT
MaIMEHTUTE Ca NPOABJIKUIIN A IMMoJIydYaBaT TE3U TCpaInu. Ha MaOECHTUTE Ca IMMPaBCHU 3 I/IH(i)y3I/H/I Ha
iane6o win napaukcumad Ha 0,2 u 6 cenmuna. [leproabT Ha pocyeasIBaHe Ha MAIUSHTHTE € OWIT
10 26 ceamuiy. [TbpBUYHATA KpaliHA TOYKA HA TIPOYYBAHETO ¢ OMIa OMPEIEITHE MPOICHTA MAIUCHTH,
MPU KOWUTO € MOCTUTHAT KIIMHUYCH OTTOBOP, Ac(UHUpPAH KaTO HAMaJICHHUE B CPABHEHHE C M3X0{HATA
cTorHOCT ¢ > 50% Ha Opost Ha (GUCTYIIUTE ChC CEKPELUS IIPH JICK HATUCK, YCTAHOBEHO IPH ITOHE /1B
MOCJICIOBATEITHN BU3UTH (TIpe3 4 cenMuIin), 0e3 Ja ce Hajlara MOBHIaBaHe Ha J03aTa Ha MPHUIaraHuTe
JICKApCTBEHU TPOIYKTH WJIH orepanus 3a 6osiectra Ha Crohn.

Knuangen orroBop e 6un nocturHar npu 68% (21/31) ot nanmenTute, JeKyBaHu ¢ HHQIMKCHUMA0 B
no3a 5 mg/kg, cpemry 26% (8/31) ot manmentute, nomyunin mianebo (p = 0,002). Menuanara Ha
Teproa JI0 TIosiBa Ha OTTOBOP B TPYIIaTa MaIUeHTH, JeKyBaHH ¢ HHPIUKCUMA0, € Onia 2 CeIMUIIy.
MenuanaTa Ha IPOABHKUTEIIHOCTTA Ha OTTOBOpa € 12 cenmuru. OCBEH TOBA, 3aTBApsSHE HA BCUUIKU
¢uctynu e 6uI0 MOCTUTHATO NpH 55% OT MALIMEHTHUTE, JIEKyBaH! ¢ HHPIMKCUMAO0, JOKATO B T1ae0o
rpynata — npu 13% ot nanuenture (p = 0,001).

Tlooovporcawo nevenue npu ucmynusupawa, akmusua bonecm na Crohn

EduxacHoctra Ha MHOTOKpaTHU HH(Y3UH HHPIMKCUMAO0 MPH NalUeHTH ¢ GucTynu3upania 60jecT Ha
Crohn e Ouna oreHeHa B eqHoroauHo KauHudHO mpoyuBane (ACCENT II). O6rro 306 ca ounu
JISKYBaHH ¢ TPUKPATHO NpUiIoKeHHe Ha nHpIukcumad B 103a 5 mg/kg Ha 0, 2 u 6 cenmuiia. B
HA4YaI0TO Ha MPOy4BaHeTo 87% OT MaLMeHTUTE ca UMallu epraHainu puctynu, 14% - puctynu Ha
KopeMmHata cteHa, 9% - pekroBaruHaiaau ¢puctynu. Menuanara Ha CDAl e 180. Ha 14 cenqmuna

282 marueHTH ca OWJIN OIICHEHHU 33 KIIMHUYEH OTTOBOP M PaHIOMH3MpPaHH J1a ToJIydaBaT Wi iamneoo,
nnu nHpaukcuMad B go3a 5 mg/kg npe3 8 cenmunu 1o 46 cenmuna.

OtroBopunute Ha ceamuna 14 (195/282) ca Owim aHanu3upaHu 3a MbPBUYHATA KpaifHa TOYKa -
BpPEMETO OT paHJIOMHU3HPAHETO JI0 3arybara Ha otroBop (Bxk. Tabmuna 7). [lonmxkaBaHne Ha 1o3aTa Ha
KOPTHUKOCTEPOUINTE € AOMYCKAHO Cle/ ceamuuna o.

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

Tloanbpxkanio ITonabpxanio p-cToitHOCT
JIeUCHUE JIeYeHHUE ¢
ITnane6o nHpIIKCUMa0
(5 mg/kg)
(n=199) (n=96)
Mennana Ha meproza 1o 3aryoa Ha 14 cenmunu > 40 cenMUALA <0,001
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ACCENT II (otroBopuiu Ha ceamuria 14)

Tloanbprxkanio ITonabpxanio p-cToitHOCT
JiedeHue JIYCHHE C
[Tnamne6o nHpIUKCUMab
(5 mg/kg)
(n=199) (n=96)
OTTOBOp JI0 cenmunia 54
Ceamuua 54
OTroBop Mo OTHOLIEHHE Ha 23,5 46,2 0,001
¢ucrynure (%)
IIbnen oTroBop Mo OTHOLIEHHE Ha 19,4 36,3 0,009

uctynure (%)°

a Hamanenwue ¢ > 50% B cpaBHeHHE ¢ U3XOAHUS OpOH Ha CEeKpeTUpaIny GpUCTYIIH 3a IEPHOX
> 4 ceaMuITd.

b IIbnna nurca Ha cekpeTHpanid GUCTYIIH.

3ano4Baiiky OT ceaMuIia 22, IpH NalMeHTHTE, OTTOBOPUIIN Ha JICYCHUETO, HO IPU KOUTO
BIIOCJICACTBUEC KIIMHUYHUAT OTTOBOD € owni 3ary6eH, € JIOIIYCKaHO IMMPEMUHABAHE HA aKTHUBHO ITOBTOPHO
JieueHre Ha BCEKHU 8 ceMHIN ¢ MHPIUKCHMMa0 B 71032, M0-BUCOKa ¢ 5 mg/kg oT no3ara, Ha KOSTO MO
Hayaso ca O panaomusupand. OT MaMEeHTUTE B IpymiaTa Ha JiedeHue ¢ nHpmukcumad 5 mg/kg,
KOUTO ca IPEeMUHAIIM Ha HOBaTa CXeMa IopaJiy 3ary0a Ha OTTOBOP 10 OTHOLICHHE Ha (QHUCTYIIHUTE ClIe]
cenmuna 22, 57% (12/21) ca oTroBopuiiM Ha TOBTOPHOTO JieueHue ¢ nHdarkcuMad B 1o3a 10 mg/kg
Ha BCCKH 8 CEIMHUIIH.

Meskay rpymara Ha jiedenne ¢ HH(IMKcuMab 1 miamnebo rpymnara HiMa 3HaAYUTEIHA pasjivKa B
MPOIICHTA MAI[MEeHTH, TIPH KOUTO 3aTBApsHETO Ha (PUCTYNIHTE ce 3aabpika Ha 54 ceaMuIa, KakTo U o
OTHOIICHUE Ha MPOKTANTHSI, a0CIiec U NHPEKIMH Ha MTUKOYHHUTE MBTHIA U OPOsi HA HOBOTIOSIBUIIH CE
B XOJIa Ha JICYCHHETO pUcTyIu.

[MoxappxamoTro neueHre ¢ nHGIUKCUMa0 Ha BCEKH 8 CEIMUIN 3HAYUTEITHO € HaMaIlIWIO CBhP3aHUTE
c OoJiecTTa XOCIHTAIN3AIMH U OTIepallii B CPaBHEHHE C MPHIIOKeHNEeTo Ha tuiane6o. OcBeH ToBa ca
OWIM YCTAaHOBEHHU M HaMaJlsIBAHE Ha HYXJIaTa OT KOPTUKOCTEPOUIM U O00PsIBaHE Ha Ka4eCTBOTO Ha
YKUBOT.

Yauepozen xonum npu 6v3pacmuu

BeszonacHocTTa M eprukacHOCTTa Ha NedeHueTo ¢ uHaukcumad ca onenenu B ase (ACT 1 u ACT 2)
PaHIOMU3UPaHH, ABOHHOCIIEIH, TUIAIe00-KOHTPOIUPAHH KIIMHUYHY TIPOYYBaHUs TP BH3PACTHU
MAIMeHTH C YMEPEH J0 TeXbK aKTUBEH yirepo3eH koiut (Mayo ckop 6 mo 12; Engockorncku ckop

> 2) c HepoCTaThUYeH OTTOBOP HAa KOHBEHIMOHAJIHA TepaNHus [IepopaTHi KOPTUKOCTEPOUIN,
AMHHOCAHITUWIATH W/WIM UMyHOMOoaynaTopu (6-MP, AZA)]. JlonmyckaHo € ChITbTCTBAIIIO
MPUIOKEHUE Ha TIEPOPATTHA aMUHOCATUIIIATH, KOPTUKOCTEPOUIA K UMYHOMO/TYJIATOPU B CTAOWITHU
no3u. M B 1BeTe mpoy4BaHus MALMEHTUTE Ca PAaHAOMU3UPAHH B TPU IPYIH — I'bPBaTa C MPUIIOKCHUE
Ha 11anebo, BTopara U TpeTaTa CbOTBETHO C puiiokenue Ha 5 mg/kg nadmukcumad n 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
EdexkT BbpXY KIMHUYHUS OTTOBOP, KJIMHUYHATA PEMUCHUS U JIUTABUYHOTO 03IpaBsiBaHe HA 8 U
30 cexmuua.
O6mu gannu ot ACT 11 2.
‘ HNudnukcumad
[Trae60 5 mg/kg 10 mg/kg Oobmo
Panpomusupanu nanueHTu 244 242 242 484
IpoueHT NaMEeHTH ¢ KINHUYEH OTTOBOP U TPaeH KJIUHUYEH OTTOBOP
Knuauden otroBop Ha 8 ceamuiia® 33,2% 66,9% 65,3% 66,1%
Knunuuen otrosop Ha 30 cenmuiia® 27,9% 49,6% 55,4% 52,5%

33



\ Wudnukcumabd
[Tnane6o 5 mg/kg 10 mg/kg 06110
PanpoMusupanu nanueHTu 244 242 242 484
IIpoueHT NanMeHTH ¢ KJINHUYEH OTTOBOP U TPaeH KJINHUYEH OTTOBOP
Tpaen oTroBop
(KIMHUYEH OTTOBOD U Ha 8, ¥ Ha

30 ceamua)’ 19,3% 45,0% 49,6% 47,3%
IIpoueHT NanMEeHTH B KIMHUYHA PEMUCHS U TPaiiHA peMUCHS

Knunangnaa pemucust Ha 8 ceqmuria® 10,2% 36,4% 29,8% 33,1%
Knunuuna pemucust Ha 30 ceamuiia® 13,1% 29,8% 36,4% 33,1%
Tpaiina pemucus

(pemucus u Ha 8, u Ha 30 cepmuIa)® 5,3% 19,0% 24,4% 21,7%

IIpoueHT NaNMeHTH ¢ JTUTABUYHO 03/IpaBsiBaHe
JluraBuuHO 03ApaBsiBaHE HA

8 cemmuma® 32,4% 61,2% 60,3% 60,7%
JluraBu4HO 031paBsiBaHE Ha
30 ceqmuma® 27,5% 48,3% 52,9% 50,6%

a p<0,001 3a Bcsika rpyma nanyueHTH Ha JieueHHe ¢ HHMIMKCUMa0 cpely rramneo.

B npoyuBaneto ACT 1 e onensiBaHa eUKacHOCTTa Ha JICYCHUETO C MHPIUKCUMAO 110 54 ceaMuIia.
Ha 54 cenmuna 44,9% oT nanueHTHTe B IPyNUTE HA JieueHUe ¢ HHQIMKcHMab ca OTroBapsiIi Ha
KPUTEPUUTE 3a KIIMHUYEH OTIOBOP, AOKATO B Iiamnebo-rpymara — 19,8% (p< 0,001). Ha 54 cenmura B
IpyNUTE Ha JieueHne ¢ NHPIMKCUMAO TIPH MO-TOJISIM TPOLIEHT OT MAlIMEHTUTE ca OWJIN TIOCTUTHATH
KIIMHUYHA PEMUCHS U TUTaBUYHO O3/IpaBsiBaHE B CpPaBHEHHE C TpyIaTa Ha mianedo (chorBeTHO 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 € OHJI ITO-BUCOK B TpyIara Ha JiedeHue ¢ MHPIMKCHMao,
OTKOJIKOTO B ruarie6o-rpynara (ceoTBeTHO 37,9% cpemty 14,0%, p< 0,001; u 20,2% cpemty 6,6%,
p<0,001).

Crniupane Ha koptukoctepornute Ha 30 1 54 ceqMmuIa U 3abpKaHe Ha KITMHUYHATA PEMUCHS € OUII0
BB3MOKHO TPH MO-TOJISIM IIPOLIEHT OT NAMEHTUTE B TPYIIUTE Ha JIeUCHHE C NHPIMKCUMAO, OTKOIKOTO
B ianebo-rpymara (22,3% cpemy 7,2%, p < 0,001 3a 30 cenqmuna, coopuu aanuu 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 npoyuBanusita ACT 1 u ACT 2 u TexHUTE NPOIBIKEHHS,
MTOKPHBAIL BPEMETO OT HAYaJI0TO HAa MPOYUYBAHETO A0 ceaMuLa 54, moka3Ba HaMaJeHHE HA CBbP3aHUTE
C YJLIEpO3HUSI KOJIUT XOCIUTAIN3aUU U XUPYPIrUYHU HHTEPBEHIIUY IPY NAIIEHTUTE, JIEKYBAHH C
nHpIMKcUMa0. CBBP3aHUTE C YIIIEPO3HUS KOJIHUT XOCITUTAIM3AINH ca 3HAYUTEITHO IT0-MaJIKO B
rpynuTe Ha JieueHue ¢ nHdaukcumad B 103a 5 u 10 mg/kg B cpaBHEHHE ¢ TpyIaTa MalMeHTH Ha
tane6o (cpeaen Opoit xocnuranuzamuu Ha 100 manuenToroaunu: 21 u 19 cpemty 40 B rpymara Ha
mtane6o; cbotBeTHO p = 0,019 u p = 0,007). BposT Ha cBBp3aHUTE C YILEPO3IHHUS KOJIUT XUPYPTUUHU
WHTEPBEHLMH CHILO € 3HAYUTEIHO [T0-MaIbK B IPYNUTE Ha JieueHHe ¢ nHpuKkcumad B 103a 5 1

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

100 marmmentoronuuu: 22 u 19 cpemy 34; crorBetHO p = 0,145 u p = 0,022).

[IponeHTHT Ha MAIIMEHTHTE, TPU KOUTO € HATIPaBEeHA KOJICKTOMUS B KOMTO U J1a € MOMEHT ITpe3
IbpBUTE 54 ceMULIM ciell TbpBaTa NHPY3HU Ha MPOYUYBaHUS IPOAYKT, € CbOpaH 1 00padOoTeH Bb3
ocHoBa Ha npoyuBanusaTa ACT 1 u ACT 2 u Texnute npoabnkeHus. Komekromus e HanpaBeHa pU
MO-MaJIKO MAIMEeHTH OT Tpymara Ha jJeyeHue ¢ nHpuukcumab B 1o3a S mg/kg (28/242 unu 11,6%
[N.S.]) u ot rpynara Ha nedenue ¢ nHGaukcuMad B 1o3a 10 mg/kg (18/242 vnm 7,4% [p = 0,011]),
OTKOJIKOTO MPH MMAaIMEHTUTE OT Ipyrnara Ha miarebo (36/244; 14,8%).

HamansBanero Ha yecToTaTa Ha KOJIEKTOMUUTE € IIPOYUYEHO U B3 OCHOBA Ha JTAHHUTE OT JPYTO
panaoMu3upaHo aAoitHocsno npoyusane (C0168Y06) npu xocnuTanu3upanu nanueHTy (n = 45) c
YMEPEHO TEXBK JI0 TEXBK aKTHBEH YJLEPO3€H KOJIUT, KOUTO HE CE MOBIUABAT OT MHTPABEHO3HU
KOPTUKOCTEPOHUIN U KOUTO CJIeIOBATENHO ca C MOBHUILIEH PUCK 32 KOJEKTOMUs. B pamkuTe Ha

3 Mecenia OpoST Ha KOJIEKTOMHUUTE € OWJI 3HAYUTEITHO TI0-MATBK TP MAIUSHTHTE, TTOJTy YU
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ennHUYHA 1032 HHPIUKcHMad 5 mg/kg, B cpaBHEHHE C MALIMEHTHUTE, MOTYYHIIH I1anedo (CbOTBETHO
29,2% cpemy 66,7%, p = 0,017).

ACT 1 u ACT 2 nokassar, ue nHQIMKCHMa0 MoJ00psiBa KAaueCTBOTO Ha )KUBOT, KOETO CE
MOTBBPXKIABA KAKTO OT CTATUCTHYECKH 3HAYMMOTO MOJ00pEeHHE B CieUGUIHMS 32 3a00JIBaHETO
BeHpocHuK IBDQ, Taka 1 0T mogoOpeHrneTo B reHepHYHHS KpaThK GOpMYJISp 3a IPOYyYBaHE C

36 Touku SF-36.

Auxunosupauy CROHOUAUM NPU 8b3PACHIHU

B 1Be MHOTOIIEHTPOBH, JBOHHOCIIEITH, TUIAIIe00-KOHTPOIMPAHH TPOYUYBAHHUS Ca OIICHEHH
edukacHoCTTa U 0€30MacCHOCTTa Ha MHPIUKCUMA0 MPH NaUUEHTH C aKTUBEH aHKUJIO3UPAIL CTIOHIUIIUT
(Bath Ankylosing Spondylitis Disease Activity Index [BASDAI] ckop > 4 u rppOnauna 6onka > 4 1o
ckana ot 1 mo 10).

B mepBoTo mpoyusane (P01522), koeto e ¢ 3-mMeceuna aBoiHOoCHANA ¢asa, 70 maueHTH ca
noy4asaiu win o 5 mg/kg nadpmukcumad, mm mianedo Ha ceqmuna 0, 2 u 6 (10 35 nauueHTH BbB
Besika rpyna). Ha ceqmuna 12 nmainmeHTd OT rpymaTa, mojiydaBaliia miamne0o, ca MpeMHHAIH Ha
nedenue ¢ nHpaukcumad 5 mg/kg Ha Bceku 6 cemmuiiy 1o ceamuia S54. Cies mppBaTa roJiHa Ha
MIPOYYBAHETO, MPU 53 MALKEHTH TO € MPOABILKHIIO KaTO OTKPHUTO MPOCIENABAII0 IPOYUYBAHE JI0
cenmuna 102.

BB BTOpoTO KimanuHO nipoyuBaHe (ASSERT), 279 nauuenTn ca Ouian paHIOMU3UpPAHH Ja
nonydvapat win miane6o (Cpyna 1, n = 78), wmn 5 mg/kg nadaukcumad (I'pyma 2, n =201) Ha
cenmuna 0, 2 1 6, ciael KOeTo Ha BceKu 6 ceaMuiu o ceamuiia 24. Cien ToBa BCUYKH ITAI[UEHTH ca
MpeMUHAIHN Ha nHpIMKcuMal Ha Bceku 6 ceamuiy 1o ceamuna 96. [lanunenture ot I'pyna 1 ca
nony4asaiu 1o 5 mg/kg nndpnukcumad. B I'pyna 2, 3amouBaiiku ¢ nuady3usra Ha cenmuna 36,
narerTute ¢ BASDAI > 3 nipu 2 nmociiezioBaTeIHA BU3UTH, ca Hojy4aBaiud o 7,5 mg/kg
nHpIMKCMMa0 Ha BCEKH 6 ceqMuIy 0 ceamuia 96.

B ASSERT nono0penue o OTHOIIEHHE Ha MTPU3HAIUTE M CUMIITOMUTE e OTOENs3a Olle Ha
cenmuna 2. Ha ceqmuia 24, OposTt Ha manudeHTHTe, 0OTroBoprin mo ASAS 20 kputepuute, ¢ 15/78
(19%) B mnauebo-rpynata u 123/201 (61%) B rpynata Ha neuenue ¢ 5 mg/kg nndauxkcumad
(p<0,001). ITpu 95 narmenTu ot ['pyna 2 Je4eHUETO € MPOABDKIIO ¢ 5 mg/Kg Ha BCEKH 6 CEIMUIIH.
Ha cenmunia 102, 80 manuenTH ca OWIM BCe Ollle Ha JeueHue ¢ nHpmMkcuMao u oT Tx 71 (89%) ca
nokpunu ASAS 20 kpuTepuuTe 3a OTTOBOP HA JIEUEHUETO.

B P01522 nogo6penue mo OTHOLIEHHE Ha MPU3HAIIUTE U CUMIITOMHTE CHILO ce 0TOeINsA3Ba OIlle Ha
cenvuna 2. Ha ceamua 12 6posit Ha nokpusamute BASDAI 50 ckopa e 3/35 (9%) B mnane6o-
rpynata u 20/35 (57%) B rpynata Ha nedenue ¢ 5 mg/kg nadauxcumad (p<0,01). Ilpu 53-ma
MAIUSHTH JICUSHUETO € MPOAB/DKIIIO ¢ 5 mg/kg Ha Bceku 6 ceamuiii. Ha cenmuna 102, 49 nanuentu
BCe ollIe ca Oy Ha JeueHne ¢ nHpumkcumad u ot Tax 30 (61%) ca nmokpunu BASDAI 50
KPUTEPHUHUTE 32 OTTOBOP.

U B nBeTe npoyuBaHus PU3HYECKUTE BH3MOKHOCTH U KQ4€CTBOTO Ha )KUBOT, onpeaencHu upe3 BASFI
ckopa (Bath Ankylosing Spondylitis Functional Index) u upe3 kacaemute Gpu3NIEecKOTO CHCTOSHHE

BBIIPOCH HA KPATKUA BBIIPOCHUK 3a KAYCCTBO HA KUBOT SF—36, CBhIIO IMOKa3BaT 3HAYMMO HO}:[O6peHI/IC.

Ilcopuamuuen apmpum npu 8b3pacmuu

EdukacHocTTa 11 6€30MacHOCTTa Ha JICUCHUETO ¢ MHMIUKCUMA0 ca OICHCHH B JIBE MHOTOIICHTPOBH,
JIBOWHOCJIEITH, TUIale00-KOHTPOJIMPAHU NMPOYYBAHHS NIPH MAIUCHTH C aKTHBEH TICOPUATHICH apTPHT.

B mepBoTo knuHnuHO npoyusane (IMPACT) edukacHocTTa 11 Oe30macHOCTTa Ha JICYEHUETO C
nHIMKCUMA0 ca olleHeHu npH 104 nanueHTH ¢ moIuapTHKyIapHa GopMa Ha aKTUBEH NICOPHATHYCH
aptput. [To Bpeme Ha 16-cenmMuunaTa aBoiiHOCHANA (pasa, marueHTure (Mo 52 BB BCsAKa Ipyma) ca
nosrydaBanu win nHpaukcumad S5 mg/kg, umu mnanebo, Ha 0, 2, 6, u 14 ceaqmuna. Ot 16 cenmura
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MAIUeHTHTE OT IIanedo-rpynara ca mpeMUHaIN Ha JeueHre ¢ MHQIMKCHMA0, KaTo Be4e BCUIKH
MAIUeHTH ca MoJTy4aBaiu 1mo 5 mg/kg nHpIMKcuMad BeIHBXK HA BCEKU 8 CEIMUIHU 10 ceamuIia 46.
Cren u3TM4aHe Ha ITHPBATa rOJIMHA OT MPOYYBAHETO, 78 MAIUEHTH ca OCTaHAIN Ha JICYSHHUE JI0

98 ceamuIa KaTo OTKPUTO MPOYUIBAHE.

BB BTOpoTo kimanyHo npoyuBane (IMPACT 2) edukacHocTTa 1 6€30MacHOCTTa Ha JIEYEHUETO C
nHpIMKCUMa0 ca orieHeHu npu 200 ManueHTH ¢ aKTUBEH MICOPHATHYEH apTPHT (> 5 OTOYHH CTaBH U
> 5 6one3nenu crasu). [Ipu 46% OT manueHTHTE € MPOABIKABAJIO U JICUCHHUE C METOTPEKCaT B
ctabuina 1032 (< 25 mg/ceqmuyno). [lo Bpeme Ha 24-ceaMuyHaTa JBOWHOCIIATIA (ha3a, MAUEHTHTE
(o 100 BBB Besika rpymna) ca mojaydaBaiu ik nHbaukcumad S5 mg/kg, wiu mianedo, Ha 0, 2, 6, 14 u
22 cenmuna. Ot 16 cenmuna 47 naieHTH ot ianedo-rpynata ¢ < 10% nomoOpeHue B CpaBHEHUE €
HAYaJI0TO Ha MPOYYBAaHETO M0 OTHOLICHUE KAKTO Ha OTOKA, Taka U Ha OOJIKaTa B CTaBHTE, Ca
3aroYHai WHAYKIIMOHHO JieueHue ¢ nHpmkcuMab (paHHo npeBkirouBane). Ot 24 ceMuIa BCUUKH
MaIMeHTH OT TIae0o-rpynara NpeMHHABAT HAa HHAYKIIMOHHO JieueHHe ¢ HH(IHKcUMab, KOeTO €
MPOABIDKIIO A0 46 ceIMUIIa IPU BCUYKH MALIUCHTH.

OcHoBHHTE pe3ynTaTH 1o otHomenne Ha egukacHoctTa or IMPACT u IMPACT 2 ca npencraBenu B
Tabmuna 9 no-noiy:

Taéauua 9
IMPACT u IMPACT 2 — EdekT Ha Jeuyenuero Bbpxy ACR u PASI
IMPACT IMPACT 2*
IMnane6o  Wudmukcuma  MHbnukcuma [Tnae60 WNndnukcuma  Mudnukcuma
(16 0 0 (24 0 0
ceamuma) (16 cemmumia) (98 ceqmuiia)  ceaMuIA) (24 cenmunia) (54 cenmuna)

Pannomusupanu 52 52 N/A? 100 100 100

HaUeHTH

Otrosop no ACR

(% oT mareHTHuTe)

N 52 52 78 100 100 100
OtroBop ACR 20* 5 (10%) 34 (65%) 48 (62%) 16 (16%) 54 (54%) 53 (53%)
Otroeop 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%)

Otrosop o PASI

(% ot nauuenTute)®

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

75**

%

JICYCHUCTO.

M3Bwpmien ITT-ananus, kKaTo MallMEHTHUTE, 32 KOUTO HAMA JaHHU, ca CMSTAaHU 32 HEOTTOBOPUJIN Ha

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 TlammenTu ¢ PASI > 2,5 B Havanoto Ha nedenneTo B IMPACT u manueHTH Che 3acsAraHe OT IICOPUA3UC Ha
> 3% OT TeNecHaTa IO B HayajoTo Ha jgeueHuero B IMPACT 2.

** Orroop PASI 75 ne e Bximouen B IMPACT nopaan mankus 6poit; p< 0,001 3a nadumkcumad cpenty

mrarebo Ha 24-a ceqmuna 3a IMPACT 2.
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B IMPACT u IMPACT 2 xnuHHYEH OTTOBOp € HaOIII01aBaH olle Ha 2-a CeMUIIa, KaTo ce 3abpkKa
ChOTBETHO 10 98 cemmuria u 54 cenmuna. JleueHuero e epukacHO KaKTO ChC CHITBTCTBAIIIOTO
MPUJIOKEHUE Ha METOTPEKCaT, Taka M KaTo MOHOoTeparus. [1pu JiekyBaHUTe ¢ HHPIUKCUMAO MallueHTH
€ OTYETEHO MOHMKaBaHE Ha CTOMHOCTUTE Ha IapaMeTPUTE, TUITMYHH 3a Tepru)epHa aKTUBHOCT Ha
TICOpUATHYEH apTPUT (Kato Opol Ha OTOYHHUTE CTaBH, OpOil Ha OOJIE3HEHNUTE CTaBH, JAKTHIIUT U
EHTE30IaTHs).

B IMPACT 2 ca oueHsiBaHU peHTTEHOJIOTHYHUTE IpoMeHH. HanpaBenu ca peHTreHorpadun Ha
JUTaHWUTE W XOJIMJIaTa U3X0QHO, Ha cenmunia 24 n Ha ceamuiia 54. Ha cenmuna 24 neyeHueTo ¢
nHpIMKCMMa0 ToKa3Ba 3a0aBsiHe Ha CKOPOCTTA Ha IIporpecks Ha nepru(EepHOTO CTABHO YBPEXKIaHE B
CpaBHEHHE C MPUWIOKEHUETO Ha IJanedo (MbpBUYHA KpaliiHa TOYKa), H3MEPEHO Ype3 MpoMsHaTa B
CpaBHEHHE C U3XOAHATa CTOMHOCT Ha oOumsa Mmoauduuupan ckop Ha van der Heijde-Sharp (vdH-S
ckop; cpeauusT ckop = SD e 0,82 + 2,62 3a mnanebo-rpynara u -0,70 & 2,53 3a rpynara Ha JeUeHHUE ¢
nHpmkcumao; p< 0,001). B rpynara Ha ieyeHne ¢ MHPIUKCHMa0 cpeHaTa MPOoMsiHA Ha OOIIHS
momuduuupan vdH-S ckop ocrasa non 0 u Ha ceamuna 54.

[Ipu nexyBanute ¢ MHGIUKCUMAO MAIMEHTH ¢ Ha0JII0IaBaHO U 3HAYMMO (YHKIIMOHAJIHO MOI00peHHE,
OTYETEeHO BB3 0cHOBa HAa BO3. B3 0cHOBa Ha BHITPOCUTE 3a (PU3MUECKA aKTUBHOCT W IICUXUYHO

cberosiHue B SF-36 € oTueTeHo u 3HauMMo nojo0peHue Ha kauecTBOoTo Ha kuBoT B IMPACT 2.

Ilcopua3zuc npu 6v3pacmnu

EdukacHoctTa Ha nedennero ¢ nHGIMKCHMA0 € OlleHeHa B JIB€ MHOTOIICHTPOBH, PaHJIOMH3HPaHH,
nsoitnocneny npoyusanua: SPIRIT u EXPRESS. B naBete npoy4yBanus ca BKIIOYEHH MAIIUEHTH C
XPOHHUYEH IICOpHA3HC C MCOPUATUIHU Maku (¢ > 10% 3acarane Ha TenecHaTa moBbpXHOCT U PASI
ckop > 12). OcHOBHaTa 1e U B IBETE NPOYYBAHUS € Aa CE€ OLICHHU NMPOLEHTHT NAllMEHTH, IPH KOUTO Ha
10 ceamuria e moctTuraaro noxobpenue ¢ > 75% na PASI B cpaBHEeHHE ¢ U3X0IHATA CTOMHOCT.

B SPIRIT e ouenena epukacHocTTa Ha HHGIMKCHMa0 KaTO HHAYKLMOHHO JiedeHue npu 249 nauueHtu
C TICOPUATUYHU TUTaKH, JIeKyBaHU peau ToBa ¢ PUVA unu cucteMHu JIekapcTBeHH Ipenaparu. B
pa3IMYHUTE TPYNHU ca npuiiarany uHpiukcumad B 1o3a 3 mg/kg, nndnukcumad B 1o3a 5 mg/kg nim
mnane6o karo nHPy3us Ha 0, 2 u 6 ceamuna. [lanuenTure ¢ > 3 TOUKM criopex OLIEHKATa Ha JieKaps ca
CMSITaHH 33 IOKA3aHU 3a JOIIbIIHUTENHA HHDY3Hs Ha 26 cenMuIa.

B SPIRIT nporenThT manuentu, mpu kouto Ha 10 cenmuia e mocturaat PASI 75, e 71,7% B rpymara
Ha nedenue ¢ 3 mg/kg nadauxcumad, 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 napnukcnmad, u npu 13,8% ot nanueHTuTe B rpynaTa Ha neueHue ¢ 3 mg/kg napaukcumad.
Mexay 6 u 26 ceqMuLIa CHMOTOMHTE Ha IICOpUa3uca MOCTENEHHO peLUIuBIpaxa, KaTo MeAnaHara Ha
nepuo/ia 10 penuauB Ha 6osectta € > 20 cenmuiy. He e Habmonasan rebound-geHomeH.

B EXPRESS e oneHeHa epukacHOCTTa Ha MHIYKIIMOHHATA U TIOAbPIKaIaTa Tepamus ¢
nH}mKcuMad npu 378 mauueHTH ¢ ICOPUATUYHU Maky. [lannenTuTe nomyvyaBaxa win
nHmkcumab B 1o3a 5 mg/kg, wim mnauedo karo uaysuu Ha 0, 2 1 6 ceamuLa, NOCIEIBAHN OT
MOAIBPKAIIO JICUCHUE — HHPY3UH TIpe3 § ceaMuIly 10 22 ceMHUIIA B TpyIiaTa Ha Iianedo, u 10

46 ceqmuua B rpynara Ha nHGIKcuMad. Ha 24 cegmuna nanueHTUTe oT mianedo-rpymnara
MpeMUHaxa Ha MHAYKIHUOHHO JieueHue ¢ nHdankcumadb (5 mg/kg), mociaeaBano oT moaabpskaina
tepanus (5 mg/kg). [IcopnasuchT Ha HOKTHUTE € OlleHeH Ype3 MH/eKca Ha TeXeCT Py NCOpUasnuc Ha
Hoktute (NAPSI). [Ipean newenuero ¢ uaduukcumad, 71,4% OT marreHTuTe ca OUIIH JIGKYBaHH C
PUVA, metoTpekcar, UMKIOCHOPHUH WU allUTPETHH, BBIPEKU Y€ HE BCHUKHU ca OWJIM C pe3UCTEHTHA
Ha Tepanus Gpopma. OCHOBHHTE pe3ynTarTu ca npejactaBeny B Tabnuma 10. B rpynara Ha nekyBaHHTe
¢ nH(MKcuMab TAalMeHTH Ollle Ha IbpBaTa BU3UTa (BTOpa ceMHUIIA) € HabmoaaBaH otroBop PASI
50, a Ha BTOpara Bu3uTa (1ecta ceamuna) — orroBop PASI 75. E¢ukacHoctTa B rpynaTta naueHTH,
JIEKyBaHH MIPEeI TOBA ChC CUCTEMHH JIEKAPCTBA, € CXOJHA ¢ o0m1ara e(rKacHOCT B IPOY4BaHETO.

37



Tadauua 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
(1a 24 cenmuna)

10 ceamuna

N 77 301
> 90% nonobpeHue 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 — n3uucTBane Ha HOkTuTe (0) UK JIEKO 3acsAraHe
Ha HoktuTe (1) 3 (3,9%) 242 (82,9%)®
Orienka Ha Jekaps — u3urctBane Ha Hoktute (0), JIeKo 3acsiraHe Ha
HokTHTe (1) MM yMepeHo U3pa3eHo 3aciaraHe Ha HakTuTe (2) 14 (18,2%) 275 (94,2%)®
24 cexMHIIA

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 Jekapsi — u3urctBane Ha Hoktute (0), JIeKo 3acsiraHe Ha
HokTHTe (1) MM yMepeHo u3pa3eHo 3aciaraHe Ha HakTuTe (2) 15 (19,5%) 246 (89,1%)*
50 ceamuIa

N 68 281
> 90% nongobpeHme 34 (50,0%) 127 (45,2%)
> 75% nonobpenue 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%)
OreHka Ha Jiekaps — n3uncTBaHe Ha HoktuTe (0), JIeKo 3acsraHe Ha
HokTuTe (1) WK yMepeHO U3pa3eHo 3acsraHe Ha HakTuTe (2) 59 (86,8%) 189 (67,3%)
N3uncrBaHe HAa BCHYKH HOKTH®
10 ceqmuria 1/65 (1,5%) 16/235 (6,8%)
24 ceqmuria 3/65 (4,6%) 58/223 (26,0%)*
50 cenmuna 27/64 (42,2%) 92/226 (40,7%)

a. p<0,001 3a Bcsika rpyma Ha JiedeHHe ¢ HHPIUKCUMA0 cpelry KOHTpOIHATA IpyIa.

b. n=292.

¢. AHaiM3bT € HalpaBeH Bb3 OCHOBA HA U3XOAHMUS Opoif ManueHTH ¢ ncopuasuc Ha Hoktute (81,8% ot
naruenture). Cpexnute n3xoaau pesynrat mo NAPSI ca 4,6 u 4,3 cbOTBETHO 3a TpyIaTa Ha JICYEHHUE 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) mpu Besiko cpaBHsIBaHE Ha

KOMIIOHCHTH.

HeI[I/IaTDI/I‘-IHa TIOoIyJIanus

Bonecm na Crohn npu neduampuunu nayuenumu (6 0o 17 2o0unu)

B mpoyuBanero REACH 112 mauuenTu (Ha Bb3pacT oT 6 10 17 roauHu, Merana Ha Bb3pacTTa

13,0 ronuam) ¢ ymepeHa 1o Texkka akTuBHa Oonect Ha Crohn (Meauana 40, ciopen CDAI npu
MeAUaTPUYHH MALMEHTH) 1 HEA0CTaThYeH OTTOBOP HA CTaHAAPTHO JIedeHue ca nomydwi 5 mg/kg
nHpaukcumad Ha 0, 2, u 6 ceamuiia. BCHuku manyeHTy € TpsOBaio aa ObaaT Ha cTabuiHa 103a 6-MP,
AZA v MTX (35% oT 15X ca mosryyaBajgy 1 KOPTUKOCTEPOUAN Ha N3XOAHO HUBO). [lanuenTure,
KOHTO IO MPELCHKA Ha U3CIIeIOBATEINTE ca MOCTUTHAIN KIMHUYEH OTTOBOp Ha cenmuna 10, ca
PaHJIOMHU3UPAHU Ha MOAIbPXKAIIO JieueHue ¢ nHGIMKcuMad 5 mg/kg npes 8 uiu npe3 12 ceaMuiiy.
[pu 3ary0a Ha oTroBOpa MO BpeMe Ha MO IBPKALIOTO JISYUeHUE € OMIIO MO3BOJICHO MPEMUHABAHE HA
no-Bucoka n03a (10 mg/kg) n/unu npunoxxeHne Ha NO-KpaTKU MHTepBanu (mpe3 8 ceamunn). Takosa
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MpeMHUHAaBaHe € OWJIO HAalpaBeHO MU TpUeceT U nBaMa (32) OlleHUMU e UaTPUIHA TAI[HeHTH

(9 yuacTHHIIM OT TpyIIaTa Ha MPUIOKEHHE TIpe3 8 CeIMUI U 23 yYaCTHHUIM OT TpyIiaTa Ha
npuioxenue npe3 12 cenvunn). Ciaex npeMUHABAHETO, IPU ABAACCET U YSTUPU OT TE3H MAIIMCHTH
(75,0%) KIMHUYHUAT OTTOBOP CE € BH3CTAHOBMIL.

[IpoleHThT Ha YYaCTHUINTE C KIIMHWYECH OTToBOp Ha cenmuiia 10 e 6w 88,4% (99/112). IIpoueHThT
Ha YYaCTHULUTE B KIIMHUYHA peMucHs Ha ceamuua 10 e 6un 58,9% (66/112).

Ha cenmuria 30 porieHTHT Ha YIACTHUIIUTE C KIIMHUYHA PEMUCHS € OWIT IT0-BUCOK B TpyIiaTa Ha
MOTbPIKAIIO JeueHue mpe3 8 cenmuiu (59,6%, 31/52), 0OTKOIKOTO B TpyIara Ha IO IbpPHKAIIO0
nedenue npe3 12 cenmuru (35,3%, 18/51; p = 0,013). Ha cemmuna 54 croiiHoctute ca 6w 55,8%
(29/52) 1 23,5% (12/51) chOTBETHO 3a TPYNHTE Ha MOAIBPIKAIIIO JICUeHUE mpe3 8 u npe3 12 cenMuiiu
(p<0,001).

Hannu 3a ¢pucrynute ca nomydenu ot PCDAI ckopoBete. Ot 22-Ta y4aCTHUIIHM, KOUTO U3XOIHO ca
uMan GUCTyNH, B TPYIHTE HA TMOABPIKAIIO0 JeueHue npe3 8 u 12 ceqmunn 63,6% (14/22), 59,1%
(13/22) n 68,2% (15/22) ca imanu mbIHA PEMHUCHS IO OTHOIIICHUE HA (DUCTYIUTE CHOTBETHO HA
ceqvuaia 10, 30 u 54.

B JOITBJIHCHHUE Ca ounu YCTAHOBCHHU CTATUCTUYCCKU U KIIMHUYHO 3HAYNMU HOI[O6peHI/I$I 1o
OTHOIICHHUEC HAa KaYCCTBOTO HA )XUBOT M BUCOYMHATA, KAKTO M 3HAYUTCIIHO HaMaJIIBAHC HA J03aTa Ha

KOPTHUKOCTCPOUAUTE, CPAaBHCHU CIIPSAMO U3XOAHO HHBO.

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

BeszonacHoctTa M eprukacHOCTTa Ha MHPIUKCHUMAO ca OIICHEHH B MHOTOIICHTPOBO, PaHJIOMH3HPAHO,
OTKPHTO, NapaJIeIHO IPYNOBO KIMHUYHO npoyuBane (C0168T72) npu 60 neguaTpuyHy NalUCHTH HA
BB3pacT oT 6 10 17 rogunu (MeauaHa Ha Bb3pacTTa 14,5 ToANHM), C yMEPEH 0 TeXbK aKTHBEH
yamepo3eH KoauT (0T 6 10 12 Touku mo Mayo; > 2 moATOYKH €HIOCKOIICKH), C HEIOCTAaThYeH OTTOBOP
KbM KOHBEHIIMOHAIHUTE Tepanuu. M3xoaHo 53% oT manueHTuTe ca noxydaBajld IMyHOMOIY/IHpAaIa
tepamus (6-MP, AZA w/umu MTX) u 62% 0T manueHTuTe ca moily4aBaid KOPTUKOCTEPOHIH.
CriupaHe Ha JIECUSHHETO C UIMYHOMO/IYJIATOPU M KOPTUKOCTEPOH I € OWIIO pa3pelieHo Clie

cexmua 0.

Benuky nanmeHTH ca momydniii HHAYKIMOHHA Tepanus oT 5 mg/kg nadnukcnmabd Ha cenmuna 0, 2 u
6. [TareHTHTE, KOUTO HE Ca OTTOBOPHJIM HA JICUCHUETO ¢ MHGIMKCHMMA0 Ha ceamuia 8 (n = 15), He ca
MOJTy4aBaly MOBeYe JIEKAPCTBEH MPOYKT U ca OCTaHAJH 3a MpociensBaHe Ha Oe3omacHocTTa. Ha
cenMuna 8, 45 manyeHTy ca paHAOMHU3HPAHH U ca rmoirydaBanu 5 mg/kg nadaukcumad Ha BCEKU

8 ceaMuIM WIK HA BCEKH 12 cemMuIIM KaTo MO ThpIKaIa Tepamusl.

[IponeHTHT MaLMEHTH C KIMHUYEH OTrOBOp Ha ceamuua 8 e oun 73,3% (44/60). KnuHuaHUAT OTTOBOD
Ha ceZMHIIA 8 € OHJII CXO/IeH MEX/Ty MAIeHTHTE ChC MM 03 ChITBTCTBAIA MMYHOMOTYJTUpAINa
Tepanus Ha U3XO0AHO HMBO. KiimHn4HaTa peMucus Ha ceamuia 8 e ouna 33,3% (17/51), uamepeHo
Ype3 TOUKOB MHICKC 3a aKTUBHOCTTA Ha HeauarpuyHus yianeposeH koaut (PUCAL).

Ha cenqmuria 54, mporieHTHT Ha MAIMEHTUTE B KIMHUYHA pemucus, namepena upe3 PUCAI Touku, e
38% (8/21), B rpynara Ha OJIBPIKAIIO JICUCHUE HA BCeKH 8 cenMuin U 18% (4/22), B rpymnara Ha
MOAIBPIKAIIO JIeUeHUE Ha BcekH 12 cenmuiy. [Ipu nanueHTHTe, Moy4aBaiy KOPTUKOCTEPOUAH Ha
W3XO0JTHO HUBO, MPOIEHTHT MAlUEHTH B PEMHUCHS U HETOIyYaBallyd KOPTUKOCTEPOUIH IIpe3

54 cenmuria ¢ 6mi 38,5% (5/13), B rpynara Ha MOAABPIKAIIIO JIedeHHEe Ha Bceku 8 ceqmuiiy u 0%
(0/13), B rpynara Ha MOAIBPIKAIIIO JICUeHHE Ha BCEKU 12 ceIMUIIH.

B ToBa nmpoyuBaHe e MMaio MmoBeye MalueHTy B IpynaTa Ha Bb3pacT oT 12 10 17 roAnHU, OTKOJIKOTO B
rpymnata Ha Bb3pact oT 6 10 11 roxunu (45/60 cpsimo 15/60). Benpeku e OposT Ha MaLlUEHTUTE BbB
BCSIKa TIOATPYTIA € TBBPJE MATBK, 3a Jja C€ HAPaBAT TOYHH 3aKJIIOUEHU 3a BIMSIHUETO HA Bb3pacTTa,
MPY TIO-TOJISIM OpO¥i MalMEHTH B rpyIara Ha Mo-MajKarTa Bb3pacT J03aTa € MOBUIIIEHA WK TeparnusiTa
e CIpsiHa Mopajii Hel0CTaThbuHa €PUKACHOCT.
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Hpyeu neduampuuniu NOKA3aHust

EBpomneiickaTa areHIus 1o JeKkapcTBaTa 0CBOOOKAaBa OT 3aIbJDKEHHETO 3a IPEIOCTaBSIHE Ha
pe3yATaTUTe OT MPOYYBAHUATA C peepeHTHHS JIeKapCTBEH MPOAYKT, ChIIbpIKAIl HHPIUKCUMAO, BHB
BCHYKH NOATPYIH Ha MeAXATPUYHATA MOMYJIanys NPy PeBMAaTOUICH apTPUT, IOBEHIICH HANOATHYEH
apTpPUT, ICOPUATHUCH apPTPUT, AaHKUIO3UPALL CIIOHAWINT, Icopraszuc u 6onect Ha Crohn (Bx.

Touka 4.2 3a uHQOopMaIHs OTHOCHO yroTpeda B eIUaTpHsTa).

5.2 ®apMakoKMHETHYHM CBONCTBA

Ennoxparnara nndysus Ha napimkcumad B o3a 1, 3, 5, 10 wim 20 mg/kg Boau 10 MPONOPIMOHATHO
Ha J103aTa MOBHUILIABaHe Ha MaKCUMaIHaTa cepyMHa KOHUeHTpauus (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 MPHJIOKEHATA J103a U MT0Ka3Ba, ue HHPJIMKCUMA0 ce pasnpeacss IpeIuMHO
BBB BBTPECHI0BOTO NPOCTPaHCTBO. He € yctaHoBeHa (hapMaKOKHMHETHYHA 3aBUCUMOCT OT BPEMETO.
[IpTHIIaTa Ha enMMUHUpaHe Ha HHGIMKCUMal He ca mpoydyeHu. B ypunara He ce oTKpHuBa
HernpoMeHeH UH(muKcrMad. [Ipu maimeHTH ¢ peBMaTOUICH apTPUT HE € YCTAHOBEHA ChHIIIECTBCHA
3aBHCHUMOCT Ha KIUpBbHCa 1 00eMa Ha pa3npeaeeHue OT Bb3pacTTa U TEIECHOTO TETJIO.
dapmMakoKMHEeTHKaTa Ha HHPIMKCHMa0 IpH MAMEeHTH B CTapyuecKka Bb3pacT He € mpoydeHa. He ca
MpaBeHH MIPOYYBAHUS TP MAIEHTH C Y€PHOIPOOHU MM ObOpevHH 3a00sIBaHHSI.

[Tpu npunarane Ha enuHUYHA 1032 OT 3, 5 nim 10 mg/kg, croiiHocTuTe Ha MenuaHata Ha Cpax Ca
cboTBeTHO 77, 118 1 277 Mukporpama/ml. MenuanaTta Ha TEpMUHAITHHAS TOJTYKUBOT NIPU TE3H J03U
Bapupa ot 8 10 9,5 nuu. [Ipu nmoBeveTo narueHTH HHAIMKCUMA0 Ce OTKPUBA B CepyMa IOHE

8 cenMuLy cies NPUWIOKEHHE Ha IpenopbyBaHaTa eAMHMUYHA 103a oT 5 mg/kg 3a jeyenue Ha Oonect
Ha Crohn u moagpprkamara 1o3a ot 3 mg/kg BeAHBK Ha BCEKU 8 CEAMUIIM 3a PEBMATOUACH apTPHT.

[Monabpxaroro neuenue ¢ nHGaukcumad (5 mg/kg va 0, 2 u 6 ceMuIIa IPH TAIIUEHTH C
¢uctynuzupama 6onect Ha Crohn, 3 mnu 10 mg/kg Bennbx Ha 4 nnu 8 Mecena Mpy NAMEHTH C
PEBMATOHICH apTPHUT) BOJIH IO JIEKO KyMyJIpaHe Ha HHIIMKCUMAal B cepyMa Cliejl BTopara Jio3a.
Cren ToBa He ce YCTaHOBSIBAT JJaHHH 33 KJIMHUYHO 3HAYNMO Kymysupane. [Ipu moBeveTo mamnueHTu ¢
¢uctynuzupama 6onect Ha Crohn uHGIMKCMMAa0 ce OTKpUBA B cEpyMa B IPOIBIDKEHHE Ha

12 cenmuru (0T 4 1o 28 ceaAMHIIN) clie Kpasi Ha JICUYSHUETO.

HC,I[I/IaTDI/ILIHa nonyJianusa

[NonynanuoHeH GpapMaKOKMHETUYCH aHAIN3, Bb3 OCHOBA HAa JAHHWTE, MOJYUYCHU OT HAIMCHTH C
ynueposer koiut (N = 60), 6onect Ha Crohn (N = 112), roBeHuseHn peemarouaeH aptput (N =117) u
6onect Ha Kawasaki (N = 16), ¢ rpanuiu Ha 1uamna3oHa Ha Bb3pacTTa oT 2 Mecena 10 17 roquau
MOKa3Ba, 4e eKCIO3UIHTa Ha MHPIMKCHMA0 € B HEeMMHEHA 3aBUCUMOCT OT TeJIeCHOTO Teruo. Ciex
npuwioxkenue Ha 5 mg/kg nHGIMKCHMAa0 Ha BCEKU 8 CeIMUIIM, MPOTHO3UpaHaTa MeraHa Ha
EKCITO3UIIHSTA B CTAIIMOHAPHO CHCTOSHUE HA MHGIMKCHMAO (IDIOMITA MOl KPUBAaTa KOHIICHTPAIIHS —
Bpeme 1pH crarmonapHo cberostane, AUCs), TP e uaTpuvHy NAMeHTH Ha BB3pacT OT 6 110

17 roqunau e npudnu3utenHo 20% mo-HUCKa, OTKOIKOTO MPOTHO3HWpaHaTa MeIMaHa Ha eKCITO3UIIAATA
B CTAIlMOHAPHOTO CHhCTOSIHHE HA JIEKAPCTBEHUS MTPOAYKT IpU Bh3pacTHU. Menuanara Ha AUC,s ipu
MeANATPUYHU MAIMEHTH Ha BH3pacT OT 2 TOJUHH U 0] 6 TOAWHHM ce porHo3upa aa obv1e 40%
MO-HUCKA OT Ta3H MPH Bb3PACTHH, BIPEKH Ye OPOAT Ha MAIMCHTUTE, B ITOJKPEIa Ha Ta3U OLICHKA, €
OTpPaHUYCH.

5.3 IIpenkJMHUYHHU JAHHH 32 0€30MACHOCT

Wndnukcumabd He pearupa kpberocano ¢ TNF, Ha npyru BumoBe, pa3nIuuHi OT YOBEK M LIMMIIaH3€.
Ilopanu ToBa cTaHgapTHUTE MPEIKIMHUYHY JaHHU 3a 0€30MacHOCTTa Ha HHPIUKCHUMal ca
orpanndenu. [lpy u3cnenBane npu MUIIKA HAa TOKCHYHOCTTA IO OTHOIIEHUE HA pacTeXa U Pa3BUTHETO
Ha aHAIOTUYHO aHTHTSUIO, KOETO CEJICKTUBHO MHXMOUPA QYHKIIMOHATHATA aKTHBHOCT HA MUIIIHSI
TNF,, He ca ycTaHOBEHH JaHHU 3a TOKCHYEH e(EeKT CIpsMO MaiKata, eMOPHOTOKCHYIHOCT HIIH
TepatoreHeH edekt. B nzcnensane 3a edekra BbpXy QepTHIIMTETA M PEIPOAYKTHBHHS TIOTSHIUAT,
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CJICO MMPUJIIOKCHHUC HAa CHIOTO dHAJIOTUYHO AHTUTAIIO, 6p0$IT Ha 6peMeHHI/ITe MHUIIKH ¢ HamaisuL. He e
HN3BCCTHO AaJIM TOBA C€ OIBJIXKK HA BL3,I[CﬁCTBH€TO MY BbPXY MBXKXKUTC, WJIU BbPXY JKCHCKUTC MUIIIKU.
B 6-meceuno H3CJICABAHC HAa TOKCUYHOCTTA P MUIIKKU C MHOT'OKPATHO MMPUJIOXKCHNUE HA CHIIOTO
AHAJIOTUYHO aHTUTAJIO CPEILYy MULINUA TNFQ, B KaricyJjiaTta Ha Jieiara IIpu HAKOU OT MBbXXKUTC MHUIIKH
Ca YCTAHOBCHU KPUCTAJIHU OTJIaraHUA. HpI/I XOpa HE Ca NpaBCHU CIICHIUATTHN O(l)TaJ'IMOJ'IOFI/I"IHI/I
nperican, 3a a ¢ Mpoydun pCjICBaAHTHOCTTA HA Ta3UW HAXOJKaA.

He ca npaBenu aparotpaiiHu npoy4BaHus 3a OLIEHKA Ha KAHIIEPOT'CHHUS MOTEHIIMA Ha
nHpmkcumab. U3cnensannsata Ha MULIKH, KOUTO He ekcripecupaT TNF,, He Oka3BaT MoBHUILIABaHE
Ha 4ecTOoTaTa Ha BE3HUKBAaHE HA TYMOPH IPH BB3JICHCTBUE C U3BECTHU HHUITMATOPH W/UITH
MPOMOTOPH.

6. @®APMALEBTHUYHU JAHHU

6.1 Chnucbk HA IOMOIIHHUTE BellecTBa

3axapo3za

[Tonmmcop6ar 80

Harpues nquxunporengpochat MOHOXUAPAT

Hunatpues pocdar nuxuapar

6.2 HecnbBMecTHMOCTH

[Ipu nunca Ha mpoy4YBaHKS 32 HECHBMECTUMOCTHU TO3M JIEKAPCTBEH MPOAYKT HE TPsiOBa J1a ce CMecBa C
JpYTH JEKapCTBEHU MPOAYKTH.

6.3 Cpoxk Ha rogHoct

IIpenu pasrBapsige

5 rogunau npu Temnepatrypa 2°C — 8°C.

Inflectra Moske fa ce ChXpaHsABa IpU TeMmrepaTypa MakcuMyMm 25°C, eTHOKPATHO 33 EPHUOJ J0

6 Mecera, HO HE M CJieJl CPOKa Ha TOJTHOCT, IIOCOYEH BBPXY OnakoBKaTa. HOBUST CpOoK HAa TOAHOCT
TpsiOBa fa Ob/e 3amMcaH BbPXY KapTOHEHaTa onakoBka. Cie n3BaxaaHe oT XJIaawiHnka, Inflectra ve
TpsiOBa J1a ce BPhIlla OTHOBO 3a ChXPaHEHUE B XJIAIUITHUK.

CHG,Z[ Pa3TBApPAHC U paspCxKaAaHe

Paspenenusr pa3TBop ocTaBa XUMHUECKH U pU3HUECKH cTabuieH 1o 60 mau mpu Temmepatypa ot 2°C
1o 8°C u B npoabiikeHue Ha oule 24 yaca npu 25°C cnea u3Baxaane oT xjaaauiHuka. Ot
MHUKPOOHONIOTHYHA TIeIHA TOYKa, UHPY3HOHHUAT Pa3TBOp TPAOBa a ce MPHIIOKH BEAHAra.
Cna3zBaHeTo Ha MPENOpPbhUAHUTE CPOKOBE U YCIIOBHSI 32 ChbXpaHEHHUE, MIPEJIH U MpH yrnoTpeda, e
OTrOBOPHOCT Ha MOTPEeOUTENsI 1 OOMKHOBEHO HE TPsiOBa /1a e moseye oT 24 yaca npu TeMieparypa ot
2°C o 8°C, oCBEH aKo pa3TBapsHETO/Pa3pexKIaHETO HE ca U3BBPIICHH MIPU KOHTPOJIUPAHH U
BaJIMIMPAHU ACENTUYHH YCIOBUSI.

6.4 CroennaJHu yCJIOBHSI HA CbXpPaHEeHHe
Ha ce cpxpansaBa B xmaauiHuk (2°C — 8°C).

3a ycrnoBusiTa Ha chxpaneHue 10 25°C npeau peKOHCTUTYHPaHe Ha JIEKAPCTBEHUS MPOAYKT BUKTE
TO4YKa 6.3.

3a YCIIOBUATA HAa CbXPAHCHHUC CIICA PCKOHCTUTYUPAHC HA JICKAPCTBCHUA MMPOAYKT BHIKTC TOYKA 6.3.
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6.5

Bua u CbAbP/KaHUEC HA OITAaKOBKaTa

CrokiieH ¢nakon (Tum 1) ¢ (OyTHioBa) r'yMeHa Tala 1 alyMHHUEBa 00KaTKa ¢ OTUYIBAIIO CE KaraJe.

OmnaxoBkwu ot 1, 2, 3, 4, 5 dhnakona.

He Bcuuku BUI0BE OMAKOBKU MOTaT Ja ObJIAT MyCHATH Ha Ia3apa.

6.6

CrnenyaJIHu NPeANa3sHA MEPKH NPU H3XBbPJIsTHEe H padoTa

Tpsi0Ba na ce M3uuCHAT n03ata u 6posT Heodxoaumu (iakonu Inflectra. Beexu duakon
Inflectra ceappxa 100 mg nnpnukcumad. TpssOBa na ce U34ncIn HEOOXOAUMUAT 001 00eM
pastBopena Inflectra.

[Ipu acenTrunm ycnoBus Bceku ¢nakoH Inflectra TpsioBa na ce pazropu ¢ 10 ml Boxa 3a
WHXXEKITNH, KaTo ce M3Moi3Ba crpuHIioBka ¢ uria 21G (0,8 mm) um mo-manka. OTcTpaHsBa ce
alyMHUHUEBaTa 00KaTKa, a TyMeHaTa Tara TpsOBa Jja ce MOYUCTH ¢ MapJs, HaroeHa cbe 70%
cnupt. Urnara Ha cipuHILIOBKaTa ce BKapBa BbB (JIaKOHA, KaTo ce 3a0ue B IEHThpa Ha
ryMeHara Tamna, ¥ CTpyiKara Ha BOJlaTa 3a HHXEKIMH CE HAcO4Ba KbM CTEHAaTa Ha (JlaKoHa.
dnakoHbT TpsIOBa Ja e 3aBHPTH BHUMATEITHO HIKOJIKO ITBTH, 32 JIa ce Pa3TBOpH npaxa. TpsoBa
Ila ce n305TBa NMpeKaneHo AbIro Wiu TBepae enepruyno Beprene. JJA HE CE PA3SKITAIIA.
[Ipu pazTBapsHETO MOXE a ce 00pasyBa IsiHa. Pa3TBOpBT TpsiOBa a ce ocTaBy 3a 5 MUHYTH.
PasTBOpbT TpsiOBa A2 € onanecieHTeH 1 Oe3IBETEH 0 JIEKO XKBAT. Moxke a ObaaT 3abensa3anu
OTJETHH NPO3PaYHU YACTHIH, TOHEKE HHIMKcHMab e nmpoTenH. Pa3TBopbT He TpsiOBa na ce
W3I0J13Ba, aKO MMa MPOMSHA Ha LBETa, MAaTOBH WJIM APYTH YaCTHIIH.

Heo0OxomumustT o6eM ot npurorseHus pa3rBop Inflectra TpsOBa aa ce paspean 10 250 ml ¢
nH(y3uoHeH pa3TBop Ha 9 mg/ml (0,9%) Harpues xyopun. He paspexnaiite mpuroTBeHus
pastBop Inflectra ¢ HUKaKBB APYT pa3TBOpUTEI. 3a pa3pekIaHeTo oT 250-MUIMIUTpOBaTa
CTBKJICHA OyTHJIKA WM UH(Y3HUOHEH CaK ce U3Teris koaudectso 9 mg/ml (0,9%) pa3TBop Ha
HATPUEB XJIOPHUJ, PABHO Ha oOeMa Ha npuroreenus pa3teop Inflectra. HeoOxomumust odbem ot
npuroTBenus pazteop Inflectra ce 1o6aBs 6aBHO KbM 250-MuIMINTpOBaTa OYyTHUIIKA WM CaK C
Pa3TBOp Ha HATPUEB XJIOPUJ U ce cMecBa BHUMaTenHO. [Ipu o6emu, nmo-ronemu ot 250 ml,
W3MON3BaiiTe Wi Mmo-roysiM uHPy3uoneH cak (Hanp. 500 ml, 1 000 ml), unu HAKOIKO
nH}y3noHHHU caka oT 250 ml, 3a ga rapaHTUpaTe, 4e KOHLUEHTPaLUUATa Ha HHPY3HOHHUS
pa3TBOp He Haasuasa 4 mg/ml. AKo ce cbxpaHsBa B XJIaIWIHUK ClIel PEKOHCTUTYHPaHE U
paspexnane, HHQY3UOHHHUAT pa3TBOpP TPsIOBa J1a ce OCTaBH Ja ce TeMIIepHpa IpH cTaliHa
temneparypa 1o 25°C 3a 3 vaca npenu Cronka 4 (uadysus). Cbxpanenue HaJ 24 yaca npu
temneparypa ot 2°C — 8°C e npunoxxumo, camo korato Inflectra e mpurorseH B HH(PY3UOHHHS
Ccax.

Wndy3noHHUAT pa3TBOp TPsAOBaA Aa ce MPHUIIOKH 332 BpEMe, He MO-KPAaTKO OT MPErnopbUNTEIHATa
MPOABIDKUTENHOCT Ha HHPY3usaTa (BX. Touka 4.2). TpabBa na ce u3moss3sa caMo HHPY3HOHHA
crcTeMa ChC CTEPHIICH, alupOreHeH (GUIThP, KOUTO cllabo CBBbp3Ba MPOTEHHH (C pa3Mep Ha
nopure 1,2 MUKpoOMeTpa Wi 1o-MaibK). [loHeke B MHPY3MOHHUS pa3TBOP HE €€ ChAbPIKAT
KOHCEPBAHTH, Ce MPernopbyuBa HHPY3HUATA J1a 3aII09HE KOJIKOTO CE MOKE M0-0bP30, B PAMKHTE
Ha 3 yaca OT IPUTOTBSIHETO M Pa3pekJaHETO Ha Pa3TBopa. AKO HE ce W3I0J3Ba BeIHAra,
CIa3BaHETO Ha MPENOPHYAHUTE CPOKOBE M YCIOBHS 32 ChXpaHEHHUE NPEH U MPH yrnoTpeda e
OTTOBOPHOCT Ha MOTPEeOHUTENsI, 1 OOMKHOBEHO HE TpsiOBa 1a € moBeue oT 24 yaca npu
temmeparypa ot 2°C 1o 8°C, oCBeH aKo pa3TBapsHETO/pa3peiKIaHeTO HE ca U3BBPIICHU IPU
KOHTPOJIMPAHH M BAIMTUPAHH aCCTITUYHU YCIIOBUS (BK. ToUka 6.3 mo-rope). HensmonzBanusit
pa3TBOp He TpsiOBa /1a ce ChXpaHsBa 3a MOBTOPHA ymnoTpeoa.

[Ipenu 3anouBane Ha uHdpy3usaTa Inflectra TpsiOBa Aa ce orieqa 3a HaJIMYUE HA YACTUIU WU

npoMsiHa Ha 1iBeTa. He TpsiOBa na ce n3non3sa, ako ObaaT 3a0es3aHu MPOMsIHA Ha [[BETA,
MAaTOBH HJIH JAPYTU YaCTHIIH.
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6. Heusnon3panusr JICKApPCTBCH NPOAYKT NI OTHAABYHUTC MAaTCPUAJIN OT HCTO TpH6Ba Ja Cce
HU3XBBPJAT B CbOTBECTCTBUC C MCCTHUTC U3UCKBAHUA.

7. 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 T'bPBO PA3ZPEINIABAHE/TIOJJTHOBABAHE HA PASPEILIEHUETO 3A
YIHOTPEBA

Jara Ha mepBo paspemasane: 10 cenremBpu 2013 .
Jara Ha mociaeano noxHoBsiBane: 21 rorm 2018 T.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoOHa nH(OpMAaIUs 32 TO3M JIEKapCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 10 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 OTPAHUYEHUS 3A BE3OITIACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOIUTEJIN HA BUOJOTMYHO AKTUBHOTO BEIIIECTBO 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

HMe 1 agpec Ha IPOU3BOIUTENIS, 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
JlekapCTBEHUAT MPOAYKT CE€ OTIIyCKa [0 OrPaHUUEHO JIEKapcKo npennucanue (Bx. [punoxenne 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.

. YCiI0BUs Wi OI'PAHUYEHUS 3A BE3OITACHA U E@EKTUBHA 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 M3MEHs CHUCTeMaTa 3a yIpaBjieHne Ha pIUCcKa, 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 TAIMEHTUTE J]a TOKa3BaT HAIIOMHSIIATA KapTa Ha MallUeHTa Ha BCHUKU
nexyBamy Td MC, BKIIOUMTEITHO NMPH CHEIIHH CIIyYau, KakTo U chodieHue 10 MC, ue
nanueHTsT u3nonsna Inflectra.
00sICHEHUE, Y€ THPTOBCKOTO MME ¥ MAPTHIHUAT HOMED TPpsOBa Ja ObJAT 3aNHCaHH

o W3UCKBaHE Jla Ce 3alucBaT BU/Ia, 1aTaTa | pe3yJyirara 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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MNPUJIOKEHMUE 111

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

BBHIIHA KAPTOHEHA KYTHUS

| 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Inflectra 100 mg npax 3a KOHIIEHTPAT 3a UHPY3HUOHEH Pa3TBOP
HHPIMKCUMaO

| 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Ennn gnakon ceappka 100 mg undmukcumad.
Cren pa3TBapsiHe €IMH MIJIIITUTED Chabpka 10 mg nadIrKcuMao.

| 3. CIIMCBK HA IOMOIIHUTE BEIIECTBA

[Tomomniam BelecTBa: 3axapo3a, nonucopoar 80, HaTpueB nuxHaporeHdochaT MOHOXHUAPAT,
nuHaTpueB Gocdart AUXuapaT.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

[Ipax 3a KOHLIEHTpAT 32 HH(Y3UOHEH PA3TBOP.

1 dhakon

2 ¢naxona
3 dnakona
4 dakona
5 dnakona

| 5.  HAYMH HA MPUWIOKEHME M TbT(MIIA) HA BbBEXKJIAHE

[Ipenu ymorpebda mpoverere IMCTOBKATA.
WHTpaBEeHO3HO NPUIIOKEHNE

PastBopere u paspeznere npenu ynorpeoda.

6. CHHEHNUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT INOTVIEJA U TOCEI'A HA IELIA

Jla ce cpxpaHsiBa Ha MSCTO, HEJOCTHITHO 3a JICTIA.

| 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO
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| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'oneHn no:
AKO HE ce ChbXpaHsBa B XJIAJUIIHUK, TOJICH J0:

| 9. CIHHEIIUAJIHU YCJIOBHUSI HA CbXPAHEHUE

Jla ce cbxpaHsBa B XJIaIUITHUK.
Moske n1a ce chxpaHsaBa IIpH cTaiiHa Temmeparypa (1o 25°C) eqHOKpaTHO 3a epHoI 10 6 Mecena, HO
HE U CJIe/] CPOKa Ha TOTHOCT, IOCOYECH BhPXY OMAaKOBKATA.

10. CHEHOUWAJIHU IIPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIHN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJAPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrus

12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/13/854/001 1 dmakon

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

13. HAPTUIAEH HOMEP

[TapTugen No

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWUs 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

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

JByn3mMepeH 0apKoa ¢ BKJIIOYEH YHUKAIECH HACHTU(DHUKATOD

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

PC
SN
NN
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MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJMHUYHHU
I'bPBUYHHU OITAKOBKH

ETUKET BbPXY ®JIAKOHA

| 1. HUME HA JIEKAPCTBEHUS ITPOAYKT U I'BT(MIIA) HA BBBEXK/IAHE

Inflectra 100 mg npax 3a KOHIIEHTPAT 3a UH(PY3HUOHEH Pa3TBOP
nHpIMKCUMa0
1.v.

| 2. HAYMH HA ITPUJIOKEHUE

3a MHTPABEHO3HO MPUIIOKECHHUE CIIEN pa3TBaPsIHE U pa3pek/aHe.

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

T'onen no:

4. IHHAPTUAEH HOMEP

[TapTunen Ne

5. CBbABbPKAHUE KATO MACA, OBEM WJIN EJUHUIINA

100 mg

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

pa3TBop IIpeau 3anouBaHe Ha jJeyeHueto ¢ Inflectra
e VYBenomere Bamms nekap, ako umate
uHnukcumab (infliximab) MH(EKINsA, TOpH U JIeKa.
e Axo HsKora cre 00JIelyBajii OT TyOepKyJi03a
HamoMHsIIa KapTa Ha MalHEeHTa WM CTE UMaJH KOHTaKT ¢ OOJIEH OT
TyOepkyino3a (TB), e MHOTO BayKHO Ja
[Tokakere Ta3u KapTa Ha BCEKH JeKap, KOUTO YBEJIOMUTE 3a TOBa JieKaps cu. Bammsr
y4acTBa B JieueHHeTo Bu. nexap mie Bu nzcnenBa, 3a 1a mpoBepH ainu
umate TyOepkyino3a. [lomonere nekaps cu na
Ta3u HamOMHSIIIIa KapTa Ha MalueHTa ChAbpika BITUIIIE B KapTaTa JlaTata Ha IIOCIIETHOTO
BakHa MH(OpMaIms, ¢ KosATo TpsOBa 1a ce CKPUHHMHIOBO M3CleBaHe (MK
3aIio3HaeTe Mpe/y 3aroYBaHe v Mo BpeMe Ha W3CIIEIBaHMS) 32 TYOCpKyJI03a ¥ BUJa MY
nedeHueTo ¢ Inflectra. (um).
e VYBenomere Bamms nekap, ako umate
Nwme Ha maruenra: XemaTuT B, Wiu ako 3HaeTe Wiu Mo03upare,
Nwme Ha nekaps: Yye CTe HOCUTEII Ha BUpyca Ha XenaTut B.

TenedoneH HoMep Ha JieKaps:
ITo Bpeme Ha jeuennero ¢ Inflectra

Koraro 3ano4ynere HOoBa KapTa, 3ama3eTe Ta3u e HezabaBHo nnpopmupaiite Bamms nexap,

KapTa 3a cIipaBKa B IPOJbJDKEHUE Ha 4 Mecera aKo pa3BHeTe CHMITOMH Ha uHpekuus. Te3n

cien nocieaHara o3a Ha Inflectra. CHUMIITOMH BKJIIOYBAT MOBHIICHA
TeMIiepaTypa, ymopa, (yrmopura) Kamniuria,

Mounsi, mpeau Ja 3a0YHETE 1a U3I0JI3BATE TOBA 3a1yX, 3ary0a Ha TerJio, HOIIIHO U3MOTsIBaHe,

JIEKapCTBO, MPOYETETE BHUMATEIHO JHCTOBKATA Japwsi, paHu, Ipo0JIeMH ChC 350HTE, apeHe

Ha Inflectra. NpU YPUHUPAHE WIH ,,TPUIIONOA00HN”
CUMIITOMH.

I[aTa Ha 3amouBaHe Ha jgeueHueto ¢ Inflectra:
BpeMeHHOCT, KbPMEHEC U BAKCHUHAIIUS

Hactosmio neuenue: e B ciyuaii ue nonyuasate Inflectra mokaTo
cTe OpeMeHHa WM KbPMHUTE, € BaXKHO 112
Baxuno e Bue u Bamust nexap na 3anucBate uHopmupare nexaps Ha Bamero 6e6e 3a
TBPrOBCKOTO M€ U HAPTHIHHUS HOMED Ha TOBa MPEAM KaKBaTO U J1a € BAKCUHALIUS Ha
Barero nekapctBo. 6ebero. Bamrero 6e6e He TpsiOBa 1a Ob1ie
BaKCHHUPAHO C , kKuBa BakcuHa' kato BCG
TBproBeko nMe: (u3MmoI3BaHa 3a MpeoTBpaTsIBaHe Ha
[MapTunen Homep: TyOepKyno3a) B paMKuTe Ha 12 Mecena cienq
paKIaHe WM JOKAaTO KbPMHUTE, OCBEH aKO
[Tomonere Bammus nexap fa 3anwuiie mo-10iry nexapsT Ha Bamero Oebe He mpenopbya
BUJA U J1aTaTa Ha MOCJIEAHOTO CKPUHUHTOBO IpyTo.
u3cneaBane (n3ciensanus) 3a Tyoepkynosa (TB):
Uzcnenpane: Uscnenpane: Hocere Ta3u kapTa B cebe cu B IPOABIDKEHHE HA
Hara: Hara: 4 Mecena ciief] MOCIEAHOTO MPHUIIOKEHUE Ha
Pesynrar: Pesyarart: Inflectra nim, B cayvait Ha OpeMEHHOCT,

12 mecena cnen paxkaane Ha Bamero 6ebe.
Moz, yBepeTe ce ChIIO TaKa, 4e IPH BCAKO CBoe | HekenaHu peakimu MOTaT Jja ce MPOSIBAT IBITO
MOCELEHNE TPU MEAUIIMHCKH CIEIUAIIHUCT, BpEMe clie]l IIOCJIEAHOTO NPUIIOKEHUE Ha
HOCHUTE ChC ce0e CH CIMCHK Ha BCUYKH IPYTH Inflectra.

JIEKapCTBa, KOUTO IIpUeMare.

CruchK Ha aJepruu:
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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
nHprkcuMab (Infliximab)

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

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

Bammust nexap uie Bu nage u HanmomHsIIa 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 IPOJBIDKEHUE 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 TIOJTy4HTe HAKAaKBH HEXEJIaH! JIEKapCTBEHU peakilny, yBenomere Bamms nekap. Tosa
BKJIFOUBA ¥ BCHUKH BB3MOKHU HEXKEJIAHHW PEAKIINH, HEOIIMCAHU B Ta3M JINCTOBKA. Brkre
TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

A e

1.

Kakso npencrapnsiBa Inflectra 1 3a kakBo ce H3M0NI3Ba
Kakso TpsiOBa na 3Haere, npean na 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, HapeueHu ,,uuxuouropu Ha TNF”. M3non3a ce npu
BB3PACTHH 32 JICUEHUE Ha CICTHUTE Bb3MAIUTEIHHU 3a00IsIBaHNUS:

PeBmaronnien aptpur

IIcopuartnueH apTpuT

Ankwmiosupan ciouammt (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 ochiecTBaBa upe3 n3duparenaHo cepp3Bane KkbM TNF anda (Tymop-
HekpoTH3upamys Gakrop anda) u 6okupane Ha HeroBoTo jaeiicTBue. TNF anda yuactsa BbB
BB3MAIUTEIHATE MPOIECH B OPraHU3Ma M [Opay TOBa OJIIOKMPAHETO My MOXKE Jla TOTUCHE
BB3IAJIIEHUETO.

PeBmaTounnen apTpur
PeBMaTonIHUAT apTPUT € BB3NATUTEIHO 3a00JsIBaHE Ha CTaBUTE. AKO CTpaaare OT aKTUBCH
PEeBMAaTOMICH apTPUT, IbPBO 11e Bu neKyBat ¢ Apyru JekapcTBa. AKO T€3H 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 3a0aBM yBpEXKIAHETO Ha cTaBUTE Bw,

e  3aja ce moxobOpu pusuueckoro Bu cheTosHME.

I[IcopuaTnyen apTpur

[IcopuaTHUHUAT apTPUT € BH3MATUTEIHO 3200/ IsIBaHE HAa CTABUTE, OOMKHOBEHO CHITBTCTBAHO OT
rcopuasuc. AKO CTpajare OT aKTUBEH IICOPHATHYCH apTPUT, IbPBO 1l Bu nekyBat ¢ Apyru
JeKapcTBa. AKO TE3H JIeKapCTBa HE JeCTBAT AOCTaThYHO, e Bu Obae mpeanucano iedeHne ¢
Inflectra:

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

AHKWI03Mpany cnoHAWJINT (0osecT Ha bexTepesn)

AHKUIO3UPAIIUAT CIIOHIWINT € B3NANUTEHO 3a00JI1BaHe HA IPBOHAYHUS CTBJIO. AKO CTpajaTe OT
AHKWJIO3MpAIll CIIOHAMINT, 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 IOCTaThYHO, 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 1i¢ 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 JAeUCTBAT J0CTaThUHO, 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 M KoXKara,
KOHUTO HE Ce MOJIaBaT Ha JICUCHHE C JPYTH JICKApCTBa WK Upe3 Omepanusl.

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

He Tpa6Ba na Bu ce npuaara Inflectra

. aKo CT€ AJIEPTUYHN KbM HHMIMKCHMA0 MM KbM HSIKOSI OT OCTAHAINTE ChCTABKU HA TOBA
JeKapcTBO (M30poeHu B TOUKa 6),

. aKo CTE ANEPTUYHH (CBPBXUYBCTBHTEIIHU) KbM IIPOTCHHU C MHUILH ITPOU3XO]I,

. axo uMare Tyoepkyino3a (TB) wiu apyra ceprno3Ha nH(EKIHS KaToO MHEBMOHHMS UM CETICUC
(cepno3na OakTepuanHa HH(EKUUs Ha KPbBTA),

. aKo MMaTe YMEPEHO TEXKa MM TeKKa ChpJevHa HEJOCTATHUHOCT.

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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Ipexynpesxnenns u npeAnasHu MepKu
I'oBopete ¢ Bamust nekap npenu nin 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

° Axo umate nH(EKIUs, TOpU U ChBCEM JIeKa, yBeloMeTe 3a ToBa Bamus nekap, npenu na Bu
O0bae npunoxeHna Inflectra.

° AKO HSIKOTa CTe KUBEJIH WIH IHTYBAIH B 00JaCTH, KBIETO NH(MEKIINN KaTO XMCTOIIA3MO032,
KOKITHIMOWIOMIKO3a WIH 0J1aCTOMUKO3a ca YeCTO CPEIIaHy, yBEAOMETE 3a ToBa Bamus jgekap,
npenu na Bu 0b1e npunoxkena Inflectra. Te3u nHpeknny ca MpUYUHEHH OT CHIEUPUIHA
BHJIOBE I'bOMYKH, KOUTO MOJKE JIa 3aCerHaT Oeus 1po0 WK IpyrHu 4acTy oT Barero Tsio.

. o Bpeme Ha neyenueto ¢ Inflectra Moske a cTe mo-noAaTIMBY KbM pa3BUTHE Ha HH(EKLINH.
Ako cte Ha 65 1 ToBeue TOANHU, PUCKBT IpH Bac e mo-BUCOK.
. Te3u nHpEKIMU MOXKE Ja ca CEpUO3HU U BKITIOYBAT TYOEPKYJ103a, HHPEKIMH, IPHIUHEHU OT

BUPYCH, TBOWYKH, OAKTEPUH WM JPYTH OPTaHU3MH B CpeliaTa, KaKToO U CETICHC, KOMTO MOXe Ja
Obie J)KMBOTO3acTpalIaBanl. Y Beqomere HezabaBHo Barmms nekap, ako 1mo BpeMe Ha JIEYEHHETO C
Inflectra pa3zsuere npusHany Ha HHQeKnUs. Te3n MPU3HALM BKIIOYBAT OBUIICHA TEMIIEpaTypa,
KallUTHIa, TPUIONOA00HH CHMIITOMH, HEPA3IOJIOKEHHE, 3a4epPBIBAaHE U 3aTOIUISIHE HA KOXKaTa,
pa3paHsBaHMs HJIM TIPOOJIEMH ChC 3b0UTE. Bammsr sekap Moxe a npenopbya BpeMEHHO
cnupane Ha Inflectra.

Ty6epkynoza (TB)

. AKO MMaTe WM HAKOTa CTe UMaJi TyOepKyI03a, WU cTe OMIIN B OJIM3BK KOHTAKT C YOBEK,
cTpazai wim OoJiemyBai OT TyOepKyJio3a, € MHOTO BaXKHO Jia yBeJoMuTe Bamms nekap 3a Tosa.

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

nma CT)O6HIGHI/I$I 3a CJIydau Ha Ty6epKyno3a, 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 sieueHueTo ¢ Inflectra Mmoyke 1a Bu ObaaT mpeanucanu JekapcTsa 3a
TyOepKyJi03a.

. Ako 10 Bpeme Ha Jiedenueto ¢ Inflectra pasBuere cumMnToMu Ha TyOepKyj103a, He3a0aBHO

YBCAOMCTC Bamms JICKAap 3a TOBaA. Te3u cuMnTOMU BKIIFOUBAT ynopuTa Kanuiuvia, 3ary6a Ha
TErjio, ymopa, moBUIlI€Ha TEMIICPATypa, HOIMHO U3MOTABAHE.

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, ledeHnero ¢ MHXUOUTOpH Ha

TNF, kato Inflectra, Mmoxe na 1oBee 10 peakTHBAIMA Ha BUPYCa, KOSITO B HIKOU CIIy4and MOXKE
na ObJie KUBOTO3acTpalllaBaIia.

° AKO TIONTyYuTe peakTHBAIlHs Ha XenaTuT B, Moxe 1a e HeoOxonumo BamusT nekap fa cripe
JieueHneTo By u € Bp3MOKHO 1a By priioxku jiekapcTBa, KaTo e()eKTHBHO aHTUBUPYCHO
JICYCHUE C MOAAbPKAIA TEPATTHS.
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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.

He3abarHo yBenomere Bamus siekap, ako o BpeMe Ha jieueHueTo ¢ 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(poM MOoKe J1a € O-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 XemnaTocIuieHaleH T-KIeTh4eH JIMMQpOM.
[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 KOXKaTa 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 Iperiiey 3a pak Ha IIUiKaTa 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 CIIenuanucTy 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, BXXHO € J1a nHQopMupaTe jiekaps Ha Bamero 6ebe 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 n1a Bu npunoxar
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
mpooyieMu.
. 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 OOpUBU WU TIOBUIIIABAHE HA TEMIIepaTypara.

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 Bammis jekap, ako nMaTe CUMIITOMH Ha IIOHMKEH OpOW KPBBHH KIIECTKH

o Bpeme Ha jieueHueTo ¢ Inflectra. [Ipu3HammTe BKIIOYBAT MOCTOSHHA TEMIIEpaTypa,
KPBHBOM3IIMBY WIIX JIECHA TI0SBa HA KPHbBOHACSIAHUS, MKW YEPBEHU WJIM JINJIABU TIETHA,
MPEIM3BUKAHM OT MOJIKOXHO KbPBEHE, MIIH 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 MJIM YyBCTBUTEIHU 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 nenara TpsOBa n1a UM ObAAT HANPABEHH

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.

[Ipu nena Inflectra TpsiOBa na ce u3mo3Ba caMo 3a jeueHue Ha Oosectta Ha KpoH unum 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  JlekapcTBa, 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 »xuBH BakCHHU JIoKaTo u3noiseare Inflectra. Ako cre u3mon3panu
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 W KbPMHUTE, CMSITaTe, 4e MOXKe Jia CTe OpeMEeHHA WM TUIaHUpaTe
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 IpelieHy, Ye ToBa € 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 Tpernopbya Apyro. 3a mopede MHOOPMAIHS BIKTE TOUKATa 32 BAKCHHAIIHH.

. AKO KbpMHTE, € BaXXHO J1a HHpopMuparte jgekaps Ha Bamero 6ebe 1 qpyrute MeTUIIMHCKA
CTICIMANNCTH 3a JiedeHneto Bu ¢ Inflectra, mpenu na Obe mpuitoykeHa KaKBaTo M Ja € BAKCHHA
Ha Barrero 0e6e. Baiiero 0e0e He TpsiOBa 1a ObJic BAKCHHMPAHO C )KUBU BAaKCHHH, JOKATO
KbPMHTE, OCBEH aKo JiekapsAT Ha Baiero 6e6e He mpernopbya 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 HHPEKIUH, He3a0aBHO ce CBBPIKETE C JIeKaps 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
HeJIeHTe Ja U3MOJ3BaTe HHCTPYMEHTH WK J1a pa0OTHTE ¢ MAIIUHH.

Inflectra ebabpika HaTPHI

Inflectra chabpika mo-manko ot 1 mmol Hatpwii (23 mg) Ha 103a, T.€. MOXKE Ja ce Kaxe, 4e
MPaKTUYECKH He ChAbpka HaTtpuit. 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.

3. Kak mie ce mpunara Inflectra

KoJaxo Inflectra me Bu ce npusara:

. Bammsar nekap e onpenenu qozara Bu u koiko yecto me Bu ce npunara Inflectra. Tosa mie
3aBHCH OT 3a0ouisiBaHeTo Bu, TenecHoTro Bu Terio u xonko 1o6pe ce moBiusBaTe OT JEYEHHETO
c Inflectra.

. Janenara mo-fo:y Tabiuia MoKa3Ba KOJIKO YyecTo oOnuyaiiHo e Bu ce npumnara nexapcTBoTo

CJICI IbpBAaTa A034.

Btopa noza 2 CeIMHIIM CIIEH MbPBaTa J03a
Tpera mo3a 6 cenMUIIM CIe MbPBaTa J03a
Tlocimensamny mo3u Ha Bceku 6 1o 8 ceqmunu — criopen 3a0omsiBaHeTo Bu

PeBmaTonnen apTpur
OoOwuuaiinara 103a € 3 mg 3a Bceku kg TelIecHO Tero.

IIcopuaTnyeH apTpUT, aHKUJI03UPaLl cIOHAUIUT (0os1ecT Ha BexTepeB), mcopuasuc, yianepo3eH
KOJIUT M 0osecT Ha Kpon
OoOwuuaiiHarta 103a € 5 mg 3a Bceku kg TelIecHO Tero.

Kak ce npniara Inflectra
. Inflectra me Bu ce mpuiara B 60HUIIA WK KIMHUKA OT JIEKap WM MEIUIMHCKA CECTpa.
. BammwsT nexap i MeJMIIMHCKA CECTpa Ie PUTOTBH JIEKAPCTBOTO 38 HHPY3HSI.

62



) JlexapcTBOTO 111€ OBJIC TIPUIIOKEHO KaTO BIMBaHE (3a OKOJIO 2 Yaca) B €[Ha OT BeHUTe Bu —
0OWKHOBEHO BBHB BeHa Ha pbhkara. Cien TpeTara uHOY3us, BamusaT nexkap Moxxe aa pemu 1a Bu
npuiara gosara Inflectra 3a 1 gac.

° Jokaro Bu ce BnuBa Inflectra, kakTo u B mpoabinkerne Ha 1 10 2 4aca ciief] ToBa, e Obaere
101 HaOJII0ICHHUE.

Ynorpeda npu gena U WHOIIH
[Ipu nena (Ha 6 TOAWHYU U TTO-TOJIEMH) Ha JieueHre 3a Oosect Ha KpoH wiu yiepo3eH KOJuT,
MpenopbYUTETHATA JI03a € ChIaTa KaTo 33 Bb3PACTHH.

Axo Bu e npuJjioxkena no-Bucoka ot Heooxoaumara ao3a Inflectra

[Tonexxe TOBa JIEKapCTBO Ce MpHIIara OT JIeKap WK CeCTpa, € MaJIKo BepoATHO Ja Bu Obae mpunoxeHa
TBBpPJIC BUCOKA J103a. He ca M3BeCTHU HEXETaHH PEeaKIMH B PEe3yJTaT Ha MPUIOKEHNE Ha TBHPIIE
BHCOKa /o3a Inflectra.

AKko 3a0paBuTe MM nponycHere nHGy3uaTa Ha Inflectra
Axo 3a0paBuTe WM IponycHeTe Ha3HaueHa HH(py3us Ha Inflectra, KOIKOTO MOe MO-CKOPO
YroBOpeTe HOBa HH(Y3HSI.

AKO UMaTe HIKaKBU JIOTBIHUTEIHH BHIIPOCH, CBBP3aHH C YyIIOTpedaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Bamus nekap.

4. Bb3MOKHH HeKeJTaHH pPe€aKkumuun

KakTto Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia NIPCAU3BHUKA HEKCIIaHU pCaKIHU, BBIIPEKH Y€ HE
BCEKH T'd mosiyyaBa. [loBeUeTo HeKeNIaH! PEaKIUK ca JISKU 10 yMepeHu. Bee mak, mpu HIKOU
MaIMEeHTH MOTaT Jia Ce Pa3sBHAT CEPHUO3HU HEXXETaH! PEaKIiy, KOUTO Hajarat jJeuenne. Hexxemanu
pEaKIK MOTaT Jia Ce Pa3BUT U ClIe/I ciupaHe Ha JieueHueTo ¢ Inflectra.

He3a0aBHo yBegomere Bamus Jjiekap, ako 3a0eJiesKuTe CJIeJHOTO:

. IIpu3Hany Ha ajieprU4YHA peaKMs KaTo IOJyBaHe Ha JIMILIETO, YCTHUTE, yCTaTa WM T'bpIoTo,
KOCTO MOXKCE Jia IIPUYMHHA 3aTPYAHCHO MPETIIBIIAHE WK 3a1yX, KOXKCH 06pI/IB, KOIIpUBHA TPECKa,
MOyBaHE Ha JJTaHHUTE, XOIUJIaTa W IIe3eHnTe. HIKOM OT Te3H peakiuy MoKe J1a ca CEpUO3HU
WY )KUBOTO3acTpalaBaly. AJEpruyHa peakiys MOKe Jia CE pa3BHE B PAMKUTE Ha 2 Jaca Clef
nH(}Yy3UATa WK I0-KbCHO. [Ipyry MpU3HAILIY HA HeXEJIaH! allepTHYHH PEeaKIuH, KOUTO MOTaT Ja
Cce MposBAT 10 12 aHM ciien I/IH(I)y:;I/I;ITa, BKJIFOYBAT OOJIKU B MYCKYJIHUTE, TPECKA, OOJIKH B CTAaBUTE U
YeJTIOCTUTE, OOJIKU B I'BPIIOTO HJIH TIIaBOOOIIHE.

. IIpu3Hanu Ha NpodJieMH CbC ChbPLETO KaTo AUCKOM(OPT MU 00JKa B I'bpauTe, 00K B
pbKara, 00JKa B CTOMaxa, 3aJ1yX, TPEBOXKHOCT, 3aMastHOCT, CBETOBBPTEXK, MPHUITAIEK, TIOTCHE,
rajieHe, IOBpPbBIaHe, TPENTEHE WM CHIHO ChpIeONeHEe B I'bpIUTE, YCKOPEH W 3a0aBeH
ChpJEUYEH PUTHM U OTHYAaHE Ha KpaKara.

. Ipusnanu Ha nHpexkuus (BKJIIOYUTETHO Ty0epKya03a) KaTo IOBUIIIEHA TeMIepaTypa,
yMOpa, KallUTALA, KOSITO MOXKE J1a € yIIOpuTa, 3a4yX, TPUIIONIOJ00HH CUMIITOMH, 3ary0a Ha
TErJ10, HOIMHO U3NOTABAHC, TUapusid, paspaHiBaHUA, HATPYIIBAHC Ha THOH B gcpBaTa U OKOJIO
anyca (a0cuec), mpobaeMu cbC 3b0UTE WK MApEeLIo yCelaHe Ipyu YpUHUPaHe.

. Bb3MoKHM PpU3HALM HA PAK, KOUTO BKIIIOYBAT, HO HE CE OIpaHMYaBarT /0 MOAyBaHe Ha
nuMQHUTE B3I, 3ary0da Ha TErJo, IOBUILIEHA TEMIIepaTypa, HeoOUYaiiH! KOXXHU BB3IIH,
IIPOMCHU B OEHKHU WIIH IBE€TA Ha KoXKara, Ui HeoOMYaiiHO BarMHAIHO KbpPBCHE.

. IIpu3nanu Ha npodsemu ¢ 6esqnTe APOHOBE KATO KAUINIA, 3aTPYTHEHO AUILIAHE UIIN CTATAHE
B I'bp/INTE.
. IIpu3Hany Ha HEBPOJOTHYHH MPO0JIeMH (BKIIOYMTEIHO NMPOOJIeMH ¢ 0YMTe) KaTo

MpU3HAIM HA WHCYINT (BHE3aITHO U3TPHIIBAHE WITH c1a0OCT Ha JINIETO, phKaTa WU KpakKa,
0co0EeHO OT eJJHaTa CTpaHa Ha TSJIOTO; BHE3AITHO 00BbPKBaHE, 3aTPyAHEH FOBOP MM pa3OupaHe;
3aTPYAHEHO BIDKIAHE C €IHOTO MM IBETE OUM, TPYIHOCTH IIPHU XOACHE, 3aMasHOCT, 3aryba Ha
paBHOBECHE WIIM KOOPAUHAIUS, WM CHITHO TJIaBOOOIHE ), MPUTIAAbIIN, H3TPHIIBAHE/MpaByYKaHE
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Ha KOSTO M []a € 4acT OT TSUIOTO WM clIaboCT B pPBIIETE U KpaKaTa, IPOMEHHU B 3pEHHETO KaTo
HampUMep JBOWHO BMXKIaHE, MU APYTH MPOOIEMHU C OUHUTE.

IpuzHanu Ha npo6JieMu ¢ YepHUs APod (BKIIOUUTETHO XenatuT B nHdexuus, xorato cre
HMMali XeraTuT B B MHHAIOTO) KaTo MOXBJITABAHE HA KOXKATa MU OYUTE, TOTEMHSBaHE Ha
ypuHara, 00JIKa MM MOJyBaHe B JSICHOTO MoJipedpue, O0JIka B CTABUTE, KOXKHH OOPUBH HITH
MOBHIICHA TEMIIEpaTypa.

IIpu3Hanu Ha HApyHIeHHe HA UMYHHATA CHCTeMa KaTo OOJIKM B CTABHUTE WIIM YyBCTBUTEIHU
Ha CITbHYEBA CBETIMHA OOPUBH 10 Oy3UTe WK phLeETe (JIyIMyC) WIK KAlLIULA, 3a1yX, TPecKa
WJIM KOXKCH OOpHUB (CapKOM103a).

Ipu3Hanu Ha NOHUKeH OPOif HA KPHLBHUTE KJIETKH KaTo IMOCTOSIHHA TEMIIeparypa,
KPBBOU3JIMBYU HJIH JIECHA MOSIBA HA KPBBOHACSIAHHS, MAJIKM YSPBEHH WM JIIABU TI€THA,
MPEIU3BUKAHN OT MOAKOXXHO KbPBEHE, WK OJIe10CT.

IIpu3Hanu Ha cepruO3HU KOKHHM MPOOJIeMH KaTo YepBEHUKABH, II000HU HAa MHIICHA IETHA
WM KPBIIH [IETHA, YECTO C MEXYPH B IICHTHPA, PA3MOJIOKEHH TI0 TSUIOTO; TOJIEMHU 00JIacTH OT
Oenerma u sromena ce (excomupaia) Koxa, 3BU B ycTara, I'bpJI0TO, HOCA, IOJIOBUTE OPraHH
W OYMTE WM MAJIKU TIOAYTHHH, IIBJIHU C THOH, KOUTO MOTAT JIa c€ Pa3lpOCTPAHSAT 10 TSJIOTO.
Te3u KOXKHU peakIiy Morar Jia ObJaT MPUIPYKEHH OT MOBUIICHA TEMIIepaTypa.

HezabaBHo yBenomete Bamms siekap, ako 3a0ee:KuTe HIKOU OT H30POSHHTE MO-rope Oees .

Crennure HeXeNaHU peakuu ca HabmromaBanu npu Inflectra:

MHoro 4yecTu: Moxke Aa 3acerHar nmosede or 1 Ha 10 qymm

Bonka B kopema, rameHe

BupycHu nH(EKIM KaTo Xeprec Wiy Tpun

Nudexnnn Ha ropHUTE AWXATESIHU MHTUINA KATO CHHY3HUT
I'nmaBoOoine

Hexenanu peakium, CBbp3aHu ¢ HHPY3HITA

Bbomka.

Yectu: mo:ke aa 3acersar 1o 1 Ha 10 xymm

[Ipomsina Ha (pyHKUMATA HA YepHUS Jpo0, MOBHUILIABAHE HA YEPHOAPOOHUTE EH3UMHU
(ycTaHOBSIBa C€ OT U3CIIEIBAHUATA HA KPBB)

Benoapobuu iy rpbaHn HHOEKIUH KaTo OPOHXUT MIIH THEBMOHHS

3arpyaHeHo iy 00JIe3HEHO JuIIaHe, 00JIKa B TbPAUTE

KpbBon3nuBu B cToMaxa Wi B YepBarta, IUapusi, HapyLIeHO XpaHOCMUJIaHEe, KUCEIHHH B
cToMaxa, 3areK

KonpusHa Tpecka (00puB), ChpOsII 0OpHB WIIH CyXa KOXKa

Hapymeno paBHOBecHe WM 3aMastHOCT

[NoBumieHna Temneparypa, MOBHIICHO MTOTEHE

Hapyurenust Ha KpbBOOOpAILIEHUETO KAaTO HUCKO MJIH BHCOKO KPBBHO HAJISITAHE
[NocunsiBane, ropely BLIHU WM KbPBEHE OT HOCA, TOTIIA U 3a4epBeHa Koxka

YMopa uiu ciadboct

Bakreprannu uH(peEKIMM KaTo OTpaBsHE Ha KPHBTA, abciiec WM MHQEKIUs Ha KoKaTa
(memymuT)

Wndexnusa Ha KoxkaTa, NpEeAU3BUKAHA OT IBOMYKU

[Ipobnemu ¢ KpbBTa KaTO aHEMUsI WM HaMaseH Opoi Oesin KpbBHH KIETKH

[oaytu numdHU BB3TH

Hemnpecusi, HapyIEHUs Ha ChHSA

[Ipobnemu ¢ ounTe, BKIIOYBAILM 3a4epBABaHE U HHPEKINU

VYckopeHa chpledHa JeHHOCT (TaXuKapaus) Win chpLedreHe

Bonka B craBuTe, MyCKyIUTE WK I'bpOa

Wndexnus Ha MUKOYHHUTE TBTHILA

[Icopuasuc, mpobiaeMu ¢ KoxkaTa KaTo eK3eMa 1 KOconas

Peakiuu Ha MACTOTO Ha MH)KEKTHpaHE KaTo OOJIKa, MOLyBaHe, 3a4epBsBaHe WK ChPOexK
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CryneHu TpBIIKH, HATPYIIBAHE HA TEYHOCT T0J] KOXKAaTa, IPUIHHSBAIIO [TOTyBaHEe
WstpbnBane nnm "MpaByukane'.

HeuecTu: moxe na 3acernat a0 1 na 100 nymm

Jlowmo kpeBOOpOCsBaHEe, HAOBOBaHE HAa BEeHA

CnOunpane Ha KpbB U3BbH KPHBOHOCHHUTE CHIOBE (XEeMaToOM) WIIH KpbBOHACSIAHE

[Ipobnemu ¢ koxkaTa KaTo MosBa Ha MEXypH, OpaJaBUIIH, TATOJOTHYHO OLBETSIBAHE HA KOXKaTa
WJIM TIMTMEHTAIINH, [T0JlyBaHe Ha YCTHUTE, WK yAcOeNsaBaHe Ha KOXKaTa, W 3a4epPBCHa,
Oenella ce U JII0CIIECTa KOKa

Texku anepruyau peakiuu (Harp. anaduirakcus ), IMyHOOOYCIIOBEHO 3a00JIsiBaHe, HAPCUCHO
JYIyC, aJEpTUYHU PEaKy KbM YyXKIU IPOTCHHU

[To-6aBHO OT HOPMAJIHOTO 3apacTBaHE HA PAaHUTE

VYronemsBane Ha YepHHUS APOO (XENMATUT) WK HA XKITBYHHUS MEXYp, YSPHOAPOOHO YBpEKAaHEe
PascestHOCT, pa3apa3HUTETHOCT, OOBPKAHOCT, HEPBHOCT

[Ipobaemu ¢ ounTe KaTo 3aMBIJICHO MM OTCIa0CHO 3peHHe, TOAITyXBaHEe Ha OUUTE, EUEMHK
HoBooTkpura unu BioIIaBaia ce CbpAeYHa HeJOCTaThYHOCT, 3a0aBeHa ChPIECYHA YECTOTA
[Ipunagpk

KonByncuu, HapyiieHns Ha HepBHaTa CHCTEMa

[ephopanms iy 3amymBaHe Ha yepBaTa, OOJIKM B KOpEMa MU KpaMITi

VYronemsiBane Ha nmaHKpeaca (MTAHKPEATHT)

["'bOMYHM MHQEKIUN KaTo KaHAU/03a WU IbONYHA WH(GEKIINN Ha HOKTUTE

Benoapobuu npobnemu (kato 6e10ApoOEH OTOK)

HatpymnBane Ha Te4HOCT OKOJIO OenuTe ApoOOBe (IIEBPaieH U3JIHB)

CrecHsiBaHE Ha Bb3IyXOHOCHHUTE IIBTHUILA B OenUTe APOOOBE, MPUUMHSBAIIO 3aTPYAHEHO
JIUIIaHe

Bp3nanenue Ha auraBunata Ha Oesust Ipo6, IPeAN3BUKBALIO OCTpa rpbaHa 00JKa, KOSTO ce
BJIOIIaBA MPH IUIIaHE (TUIEBPUT)

TyOGepkyio3a

WNudexnuu Ha 060penuTe

Hucsk 6poii TpoMOoITH, BUCOK OpOoit Oenr KphBHHU KIETKU

Barunanau uHpexmmn

KpwBHHTE TECTOBE MOKA3BaT ,,aHTUTENA" CPENTY COOCTBEHOTO TSLIO.

[MpomsiHa B HUBaTa Ha XOJIECTEPOT M MAa3HUHHU B KPBBTA.

[NoBumaBane Ha TErJIOTO (TP IMOBEYETO MAIUCHTH MMOBHUINIABAHETO HA TETJIOTO € MAJIKO).

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

Bun pak Ha kpBpBTa (JIuMdOM)

[Ipenoc Ha HETOCTATHYHO KOIMYECTBO KUCIOPOJ OT KPBBTA A0 OpPraHuTe, IpoOIeMu ¢
KPBBOOOPAIIIEHHETO KaTO CTECHSIBaHEe HA KPHBOHOCEH ChJT

Brananenue Ha Mo3bpuHaTa OOBHBKA (MEHUHTHUT)

WNudexnmn nopaau orcinadbeHa IMyHHa CHCTEMA

Xematut B, ako B MUHAJIOTO CTE UMAaJIM XeaTuTt B

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

[Ipobnem c yepHust apo0, MPUUNHABALL MOKBIATIBAHE HA KOKaTa WM 0YNUTE (KBITCHHLA)
[laTonorn4nm ThKaHHU OTOLU WJIM Pa3pacTBaHUs

Texka anepruyna peakuusi, KOsITO MOXKE /1a IPUUMHY 3ary0a Ha Ch3HAHUE U MOXe Ja ObJe
JKUBOTO3acTpalapaiia (aHaQuiIaKTHICH IIOK)

VY nebensiBaHe Ha MAIKUTE KPHBOHOCHH ChIOBE (BaCKYJIHT)

Hapymenus Ha nMyHHaTa cucTemMa, KOUTO MOTarT Jia 3acerHar oenure qpoOose, KokaTta U
JUM(PHUTE B3I (KaTO HAIIPUMEP CapKOM103a)

HarpymnBaHe Ha KJIETKH HA IMyHHATa CUCTEMa B PE3YJITAT HA BH3MAIUTEIIHA PEaKIIUs
(TpaHyIOMaTO3HU JIE3UH)

HezannaTtepecoBaHOCT WM JIMIICA HA €MOLIUU
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. Cepro3HH KOKHU 3a00JISIBAHUST KATO TOKCHYHA ENUJIepMallHa HEKPOJIN3a, CHHIPOM Ha
CrtuBbHC-/[)KOHCHH U OCTpa TeHepalln3upaHa eK3aHTeMaTO3Ha ITyCTyI03a

. Jpyru mpobieMu ¢ KokaTa KaTo eputemMa My ITudopMe MeXypH 1 Oejelia ce Koxa WIn
rHOMHM BIKHY (PypyHKyII032)

. Cepro3HU HapyIlIeHUs] Ha HEPBHATA CHCTEMa KaTO TPaH3Bep3aJeH MUEIHT, 3a00IsIBaHe,
Haro10051BaIl0 MHOKECTBEHA CKIIEp03a, HEBPUT Ha 3pUTETHHS HEPB B CHHpOM Ha ['unen-bape

. Br3manenue Ha OKOTO, KOETO MOXKeE J]a MPEAU3BUKA IIPOMEHU B 3PEHUETO, BKIIFOUUTEITHO

cienora

HarpymnBane Ha Te4HOCT MeX/Ty OOBUBKHTE Ha CHPIIETO (TIEpUKapJICH U3JIHB)

Cepuo3nu 0e101poOHM MPOoOJIeMH (KaTo MHTEPCTUIIMAIHA Oe10[poOHa OoIecT)

Menanom (BUJ paKk Ha KOXKaTa)

Pak Ha mmiikaTa Ha MaTKaTta

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

KIIETKA

Masnku 4epBEeHU WIIY JIUJIaBH ME€THA, TPEIN3BUKAHH OT ITOJKOXHO KbPBEHE

. JluxeHnouiHU peakiuu (ChPOSII YepPBEHUKABO-TTUIIAB KOXKEH OOPHUB H/WITN HAIITKOBUIHU CHBO-
OeJu JIMHUK BbPXY JIUTaBUIINTE)

. OTKJIOHEHHS B CTOMHOCTHTE Ha KPBBEH MPOTEWH, HAPEYEH ,,KOMILIEMEHT, KOMTO € 4acT OT
UMYHHATa CHCTeMa

C HeM3BeCTHA YECTOTA: OT HAJTUYHHUTE JaHHU HC MOXKE da 6T),Z[e HallpaBC€Ha OLICHKA Ha 4YeCToTaTa

. Pak npu nena 1 Bb3pacTHU

. Psnbk pak Ha KpBBTa, 3acsralll TJIaBHO MOMYETa B IOHOIIECKA Bb3PacT MU MJIaJl MBKE
(xenmatocruieHanaeH T-kieTbueH JIUMGOM)

. YepHoapoOHA HEOCTATHYHOCT
Mepxken-KieTp4eH KapIHOM (BH]I paKk Ha KOXKaTa)

. Capkom Ha Kanomm — psiJiko cpeliaH pak, CBbp3aH ¢ HHOEKIH ¢ YOBEIIKH XepIieceH BUpYC 8.
Capxkom Ha Kanommm Haii-uecto ce cpema noa ¢popmara Ha IypIypHH H3MEHEHUS BBPXY
KOJXKaTa.

. BromaBane Ha ChCTOSTHHE, HAPEUCHO IEPMATOMHO3UT (IPOSIBSIBA Ce KaTO KOXKEH 0OpHB,

MPUIPYKEH OT MYCKYJIHA CJIa00CT)

CwpaeueHn nHpapkT

Wucynt

Bpemenna 3ary0a Ha 3peHHETO 110 BpeMe Ha MJIM B paMKUTE Ha 2 4yaca cieq nH}y3usara
Wudexnus, n1pmoKaiia ce Ha ,,KHBa™ BAKCHHA, TIOPaJId OTCIa0eHa MMyHHA CUCTEMa
[IpoGyiemu ciiea MeIUIIMHCKA MTpolieaypa (BKIOYBAIIN HHPEKIIMO3HA U HEUH()EKIINO3HU
npo0eMn)

JloNbJIHUTEJIHM HesKeJIAaHU PeaK MM MPH Jela U IHOLIU

Hena, kouto ca npueMaiu HHGIMKCHMao 3a edeHue Ha O6onectra Ha KpoH, ca mokasainu HIKOH
Pa3IMKU B HEXXETIAHUTE PEaKIIMK, B CPAaBHEHUE C BB3PACTHHUTE, KOUTO ca NMpreMany HHQIMKcuMab 3a
neueHne Ha 6onectra Ha Kpon. Hexxenanute peakuuy, Bb3HUKHAIH [TO-9€CTO NPH €A, ca: HOHIKEH
Opoli uepBeHU KPBbBHH KJIETKH (aHEMHUS), KPBB B U3MPAKHEHUATA, IIOHMKEH 00111 Opoii Ha Oenure
KPBBHU KJIETKH (JICBKOTICHHUS1), YePBEHNHA WJIM U3UEPBIBAHE (3auepBeHIBaHE), BUPYCHN MH(EKIINH,
MOHWKEHU HMBA Ha OeNTEe KPHBHH KIETKH, KOUTO Ce OOPAT ¢ MHPEKIMU (HEYTPOIICHHS ), CUyTBaHEe Ha
KOCT, OakTepuaiHa HHGEKIHS U aJlepriIHy Peakiy Ha JUXaTeIHUTE IbTUILA.

Cho0maBaHe Ha HeKeJIAHH pPeakInu

AKO MOJTyuuTe HAKaKBU HEXXEJaH!U JIEKapCTBEHH Peakluy, yBeaomere Bamus nexap, GpapmaneBT win
MeAUIMHCKA cecTpa. ToBa BKIIIOUBAa BCHUKU BH3MOXKHU HEONHCAHM B Ta3H JINCTOBKA HEKEJIAHH
peakiy. Moxere ChII0 Ja ChOOIIUTE HeXKENaHH PEeaKIMy JUPEKTHO Ype3 HallMOHAJIHATa CHCTeMa 3a
choOIaBane, mocodeHa B Ilpunoxxenue V. Karo cpobuiaBare HexenaH! peakuy, MOXKETe J1a JaieTe
CBOsI IPMHOC 3a MOJy4aBaHe Ha MoBeue HH(opMaIHs OTHOCHO 0€30I1acCHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na cexpansiBate Inflectra

Oo6uknoseHno Inflectra ce cbxpaHsBa 0T MEAUIIMHCKUTE CIIEHUATUCTY B OOJHULIATA WK KIMHUKaTa. B

ClIydaif, ue ce Hy)KJaeTe OT U3UCKBAHMATA 332 CbXPaHEHHE, TE ca:

. Ja ce chxpaHsiBa Ha MsICTO, HEIOCTBITHO 32 JIeHa.

. He u3non3BaiiTe ToBa JIeKapcTBO ClIe CPOKA Ha TOIHOCT, OTOEN3aH BhPXY €THKETa U
KapTOHEHaTa OIMaKoBKa cien ,,I'ofeH 10:”. CpoKbT Ha TOJHOCT OTTOBAps Ha MOCIEIHMS ICH OT
MTOCOYEHHUS MECEIL.

Ja ce cpxpansiBa B xmammiauk (2°C — 8°C).

o Tosa JICKapCTBO MOXKCE 1a CC€ ChbXpaHABa ChbIIO U U3BBH XJIAAWIHUK, B OpUTMHAJIHATA OITaKOBKa
py TeMmepaTypa MakcuMyMm 25°C, eTHOKpaTHO 3a IEpHOJ [0 IIECT Mecela, HO He U Clie]
CpOKa Ha rOJIHOCT, TIOCOYEH BbPXY ONaKOBKaTa. B TakbB cilydaii He ro BphIlaidTe 00paTHO 3a
ChXpaHEHHUE B XJIQAWIHUKA. Hanuiere HOBUS CPOK Ha FTOJHOCT BbPXY KapTOHEHATa OIaKOBKa,
BKJIIOUHTEINIHO AeH/Mecel/roanHa. M3xBepiere ToBa JIEKapcTBO, aKO He ObAe U3MOI3BAHO B
PaMKUTEC Ha HOBUA CPOK Ha TOAHOCT WUJIM CPOKA HA 'OJHOCT, HAallC4aTaH BbpPXY OIIaKOBKAaTa, B
3aBUCUMOCT OT TOBa KOU € MO-paHEeH.

. [IpenopbuBa ce, koraro Inflectra ce moaroTBs 3a HHPY3HUs, J1a ce U3MOI3BA MAKCUMAITHO OBP30
(B pamkute Ha 3 yaca). Bce mak, ako pa3TBOpBT c€ MPUTOTBHU MPH ACEIITUYHH YCIOBHSA, TOH
MOJKE Ja C€ ChXpaHsBa B XJaAuIHUK 10 60 nquu npu temneparypa ot 2°C no 8°C u B
MpoabIDKeHre Ha ome 24 gaca npu 25°C cien n3BaxaaHe oT XJIaJAnTHHUKa.

. He n3non3zBaiite ToBa JIEKapCTBO, aKO LIBETHT MY € IIPOMEHEH WIH aKO ChAbpKa YaCTULIH.

6. ChbabpikaHue HA ONIAKOBKATA M JONNBJIHUTEIHA HH(pOpManus

Kakso ceabp:ka Inflectra

. AKTUBHO BemecTBo: nHpukcumad. Beeku ¢makon cpabpxa 100 mg nndpnukcumad. Cnen
MPUTOTBSIHE HA Pa3TBOPa, BCEKHU MILTHIUTHD ChIbpxka 10 mg uHpmukcrumao.
. Jpyru cheraBku: 3axapo3a, nonucopoOar 80, HaTpueB AuXuIporeHpochar MOHOXUAPAT U

nuHaTpueB GocdaT TuXuIpar.

Kaxk m3rnexna Inflectra u kakBo Cbabp:Ka ONaKOBKATA
Inflectra ce mocTaps B cThbKjICHH (DJIAKOHU, ChIBPIKAIIH TPaxX 32 KOHIICHTPAT 3a HH(Y3UOHEH Pa3TBOp.
[Ipax®bT € ¢ 051 UBAT.

Inflectra ce npousBexna B onakoBku ot 1, 2, 3, 4 unu 5 ¢uiakona. He BCHUKK BUIOBE OITAKOBKH MOTaT
na ObJaT MyCHATH Ha Ta3apa.

IMpureskaTes Ha pa3penIeHNETO 3a yHoTpeda

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrns

IIponsBoauten

Hospira Zagreb d.o.o.
Prudnicka cesta 60

10291 Prigorje Brdovecko

XbpBaTus

3a fonbIHKUTENHA HH(POPMALIUS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE€ C JIOKATHUS
MpPEICTABUTEN HAa MPUTEKATEIS HA Pa3pelIeHHeTo 3a yrnorpeda:
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Belgié/Belgique/Belgien
Luxembourg/Luxemburg
Pfizer NV/SA

Tél/Tel: +32 (0)2 554 62 11

Bbarapus
[aiizep JlrokcemOypr CAPJIL, Knon bearapus
Ten.: +359 2 970 4333

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

Danmark
Pfizer ApS
TIf.: +4544 20 11 00

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

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

EA\rada
Pfizer EAMGG A.E.
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

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
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Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel: +370 5 251 4000

Magyarorszag
Pfizer Kft.
Tel.: +36 14883700

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 podrocja
farmacevtske dejavnosti, Ljubljana

Tel: +386 (0)1 52 11 400

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



Kvnpog

Pfizer EAAGg A.E. (Cyprus Branch)

TnA: +357 22817690

Latvija

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

IlaTa Ha MOCJECAHO MpepasrjacikaaHne Ha JJUCTOBKaTa:

JApyru u3touyHunu Ha nHpopManua

IMoapoOHa nHbopMaIKs 3a TOBA JIEKAPCTBO € MPeIocTaBeHa Ha yebcaiita Ha EBporeiickara areHus
IO JIEKapcTBaTa https://www.ema.europa.cu.
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[Mocouenara mo-noxy uHMGOpMAIUs € TpeJHa3HaYeHA CaMO 32 METUIIMHCKY CIICIAJIHCTH:

Ha NalMCHTUTEC, KOUTO Ca Ha JICYCHUC C HH(bHHKCHMa6, Tpﬂ6Ba Ja CcC MpeaAOCTaBU HAIIOMHAIIA KapTa
Ha ImanucHTa.

Yxa3zanus 3a ynorpeda u padota — ycJ10BHS Ha CbXpPaHeHHUe
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 na ObJIe 3anKcaH BbPXy KapTOHEHaTa onakoBka. Ciies u3BaXk1aHe OT XJajuiHuKa, Inflectra e
TpsiOBa J1a ce BPhILA OTHOBO 33 ChbXPaHEHHUE B XJIAIMUITHUK.

VYka3zanus 3a ynorpeda u padora — pa3zrBapsine, pa3pexaaHe U NpuioKeHHe

3a ga ce moxoOpy NPOCIETUMOCTTA Ha OUOJIOTHYHHTE JICKAPCTBEHU NPOLYKTH, 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 U3Io3Ba 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 (pJIaKOHA, KaTo ce 3a0ue B IEHThpa Ha
TryMeHara Tama, ¥ CTpyiKara Ha BoJlaTa 3a HHXCKIIMY Ce HAcOYBa KbM CTCHATa Ha (JIaKOHA.
dnakoHBT TPsIOBaA Ja e 3aBHPTH BHUMATEITHO HIKOJIKO ITHTH, 32 JIa Ce Pa3TBOpH npaxa. TpsoBa
Jia ce U305rBa MpeKaneHo AbIro wim 1eepae eHneprudno seprene. JA HE CE PA3KIIAIIA.
[Tpu pazTBapsiHETO MOXKeE /1a ce 00pa3yBa IsiHa. Pa3TBOPHT TPsOBS Aa ce OCTaBU 3a 5 MUHYTH.
PasTBOpBT TpsiOBa Aa € omanecieHTeH 1 Oe3IBETEH J0 JIEKO XKBIT. Moxke ja Obaat 3a0ensa3anu
OTACTHH NPO3PAYHU YACTULH, TOHEXE HHPIMKCUMa0 e mpoTenH. Pa3TBopbT He TpsiOBa na ce
M3II0JI3Ba, aKO MMa ITPOMSIHA Ha [[BETa, MAaTOBH UJIHM JPYTH YaCTHLH.

3. Heo6xonumusar odem ot npurorsenus pa3tsop Inflectra tps6Ba na ce paszpenu 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
CTBKJICHA OyTHJIKA WJIM HH(PY3HMOHEH CcaK ce U3Teris koaudectso 9 mg/ml (0,9%) pa3TBop Ha
HaTpPHUEB XJIOPHI, paBHO Ha o0ema Ha mpuroTeeHus paszteop Inflectra. Heo6xonumust o6em ot
npuroTBeHus paztBop Inflectra ce 106aBs 6aBHO KbM 250-MUITMIINTPOBATa Oy THIIKA UITH CaK C
pa3TBOP Ha HATPHEB XJIOPUJ M C€ CMEeCBa BHUMATENHO. [Tpu 00emu, mo-rojiemu ot 250 ml,
W3M0J3BaliTe WK MO-roisaM HHpy3uoneH cak (Hanp. 500 ml, 1 000 ml), uau HAKOIKO
nH}y3noHHHU caka oT 250 ml, 3a ga rapaHTUpaTe, 4e KOHLUEHTPaLUusATa 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
temneparypa 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
MPOJBIDKUTEHOCT Ha HHPY3usaTa (BK. Touka 3). TpsaoOBa na ce u3monspa caMmo HHPY3HOHHA
cHcTeMa ChC CTEPHIICH, allUPOreHeH (YUITHP, KOWTO c1abo CBBbp3Ba NPOTEHHH (C pa3Mep Ha
nopure 1,2 MUKpoMeTpa Wi 1o-MaibK). [loHeke B MH(PY3MOHHUS pa3TBOP HE CE ChIBPIKAT
KOHCEPBAHTH, CE NMPENopbuBa HHPY3HITA J1a 3aII0YHE KOJIKOTO C€ MOXKE MO-0bP30 B pAMKHUTE
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Ha 3 yaca OT IPUTOTBSHETO U Pa3pekJaHETO Ha pa3TBOpa. AKO HE Ce W3I0JI3Ba BeIHAara,
CIa3BaHETO Ha MPENOPbYAHNUTE CPOKOBE U YCIOBHS Ha ChbXPaHEHHE PeIu U pu ynorpeoda, e
OTTOBOPHOCT Ha MOTPeOuUTENs1, 1 OOMKHOBEHO He TpsOBa Jia € rmoBeye oT 24 yaca npu
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 JICKApPCTBCH HNPOAYKT NI OTHAABYHUTC MATCPpUAJIU OT HCTO TpH6Ba Ja Cce
HU3XBBPJIAT B CBOTBETCTBUC C MECTHUTEC U3UCKBAHUS.
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