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 CBCTAB

Enun ¢naxon ceappxka 100 mg nadmaukcumad (infliximab)*. Cien pa3rBapsiHe BCEKU MUIHIUTBD
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

Pesmartouaer apTpur

Inflectra, B koMOMHAITUS ¢ METOTPEKCAT, € TIOKa3aH 32 HaMallsiBaHe Ha MTPU3HAIIUTE M CUMITTOMHUTE,
KaKTO U TIOCTUTaHe Ha TI0J00peHre BbB (u3ndeckaTa QyHKIUS, MIPH:

. BB3PACTHU TMAIUEHTHU C aKTUBHA OOJIECT C HEIOCTATHUYCH OTIOBOP HA JICUCHUETO C
Moauduimpany oonectra anTupeBMaTou iy cpenctsa (DMARD), BkirounTenHO 1
METOTpPEKCaT.

. BB3PACTHH MAIMEHTH C T€XKa, aKTHBHA U TIporpecupaia 60JecT, KOUTO He ca JIEKYBaHU C

MetoTpekcat win gpyru DMARD.
[Ipu Te3u nauneHTH ce HabIr0aBa 3a0aBsiHE Ha MPOrpecHsTa Ha CTABHOTO YBPEKAaHE, 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
MMAUEHTH ¢ HENOCTATHhYEH OTTOBOP HA MIPOBEJEH LJIOCTEH KypC Ha TEpaIus ¢
KOPTUKOCTEPOUIN U/UIIM UMYHOCYIIPECOPY B MaKCHUMaITHA J103a; WJIM TAKHBa, KOUTO HE MOHACIT
WJIM TIPU KOUTO UMa MEITUITMHCKH IMPOTUBOTIOKA3aHMSI 32 TaKaBa Teparusl.

° Jleuenue Ha puctynmusupama 6omect Ha Crohn B akTUBEH CTa Uil MPU BH3PACTHH MAIUEHTH C
HEJ0CTaThYCH OTTOBOP Ha IIOCTSH KypC Ha CTaHIapTHA Tepanus (BKIYUTEIHO C
MIPIJIOKEHUE HAa aHTHOMOTHUIH, TPEHUPAHE U IMYHOCYTIpEecUpaIia 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 10 17 roguHu, KOUTO HE ca OTTOBOPUIIM Ha CTaHJapTHA Teparwsl, BKIIOYBAIa
KOPTHKOCTEPOH I, IMYHOMOAYJIATOP ¥ MbPBUYHA XPAHUTEIHA TEPAIUS WM KOUTO NMPOSBIBAT
HEMOHOCUMOCT, WM ITPU KOUTO MMa MPOTHUBOIOKA3aHMs 3a TakaBa Tepanus. [IpoyuBanusra c



W3I0JI3BaHETO HAa MH(PIMKCcHMA0 ca MpaBeHH caMo IPH ChbBMECTHOTO MY IPWIJIOKEHHE ChC CTaHAAapTHA
MMYHOCYIIpecHpala Teparnus.

Yanuepo3eH KOJIHUT

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), Uian TakuBa, KOUTO HE
MTOHACAT, WU IPX KOUTO UMa IPOTHBOIIOKA3aHUs 3a TaKaBa TEPaIHs.

VYauepo3eH KOJIUT IpH JIena

Inflectra e mokasaH 3a JieueHUE HAa TSKbK aKTUBEH YJIIICPO3CH KOJIHUT MPH JCla U IOHOIIU Ha Bh3pacT
oT 6 10 17 roguHu, ¢ HEMOCTATHYCH OTTOBOP HA CTaHIApTHA TEePaIusl, BKIIOUUTEITHO C
KopTukocTepouau u 6-MP unu AZA, unu TakuBa, IpU KOUTO UMa HEIMTOHOCUMOCT KbM WU
MEIUITMHCKH MPOTHBOIIOKA3aHUS 32 TaKaBa TepaIusl.

AHKHI03UpAIl CTIOHIUINAT

Inflectra e mokasaH 3a neueHHe Ha TEXBK, AKTUBCH aHKUIJIO3UPAIIl CIIOHTUINT ITPH BH3PACTHU
MalKEHTH, KOUTO €a C HEAOCTAThbUYEH 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 npuiara:

® WM B KOMOMHAIUS C METOTPEKCAT

®  HJIM CaMOCTOSITEIHO MPH MAIMEHTH ¢ HETOHOCUMOCT KbM METOTPEKCAT, WIH IIPU KOUTO
JICYEHUETO C METOTPEKCAT € IPOTUBOMIOKAa3aHO

JokazaHo e, 4ye nHPIUKCHMab mo1o0psBa Gpusnueckara GyHKIUS HA TTAUEHTH C ICOPUATHYCH
apTpuUT U 3a0aBs CKOPOCTTA Ha MPOrpecus Ha Nepu(EepPHOTO CTABHO YBPEKAAaHE, U3MEPEHO
peHTtreHorpadcKu, Mpy NalUeHTH C MOTMAPTPUTHU cUMETPUYHH (opMmu Ha OorectTa (BK. TOuKa 5.1).

[Icopuasuc

Inflectra e mokasaH 3a JieueHHe Ha YMEPEHO TEKBK 10 TEKBK IICOPHUA3HUC C TUIAKH ITPH BB3PACTHU
MAIMEHTH, KOUTO HE OTrOBApPAT, UMAT MPOTHBOMOKA3aHHSI WIIA HETOHOCUMOCT 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 NMPUJIOKEHHE

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, aHKHIIO3HUPAIl| CIIOH/HITUT, TICOPUATHYCH apTPUT HUIIH
ncopuasuc. Inflectra TpsiOBa na ce npuiara uHTpaBeHo3Ho. MH(y3usaTa 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
HATIOMHSIIIA 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)

Pesmamouoden apmpum
3 mg/kg kaTo HHTpaBeHO3HA MH(Y3HS, TIOCTIEIBaHA OT JOIBIHUTENHN HH(DY3uu 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.

Hanuunute naHHM moka3BaT, Y€ KIMHUYCH OTTOBOP OOMKHOBEHO C€ MOCTHUra A0 12 CeaMUIM OT
HaYaJoTo Ha jiedyeHuero. [Ipu manueHTr ¢ HemoCTaThUEH OTTOBOP WIIH 3ary0a Ha OTTOBOP Clel Kpas
Ha TO3U NIEPUOJI, MOXKE J1a C€ OOMHUCIM ITOCTEIICHHO MOBUILIABAHE HA 703aTa C MPUOIU3UTEIIHO 10

1,5 mg/kg mo makcumaina jo3a 7,5 mg/kg Bennbxk Ha Beeku § ceamui. Kato antepHatnBa Moxe J1a
ce oOMICITH | TIpriIoKeHHe B 1o3a 3 mg/kg Ha Bcekn 4 ceamuiid. AKO ce TIOCTUTHE T00Bp OTTOBOp,
JISYEHUETO Ha ManreHTa TpsA0Ba Ja MPOIbIKH ¢ U30paHaTa J103a WU MPU H30paHUTE WHTSPBAJIH.
[IpoasmkaBaHeTO Ha JICUEHHUETO TPSAOBA Ja c€ OOMUCIIM BHUMATEITHO MPH MAIUEHTH, PH KOUTO HAMA
JTAHHM 32 TEPAINeBTUYHO MOBJIHSIBAHE MTPe3 MbPBUTE 12 CEIMUIN OT JICYCHUETO WM CJe]l KOPEKIHUs Ha
Jo3ara.

Cpeono medicka 0o meoicka 6onecm na Crohn 6 akmueen cmaouil

5 mg/kg kato nHTpaBeHO3Ha HH(Y3Us, TOCIeIBaHa OT AOIbIHUTENHA HHY3H B 103a 5 mg/kg

2 ceaMuIM ciiel| mbpBaTta nHGYy3us. [Ipu nurca Ha TOBNUsBaHE Ciie]] BIMBaHE HA 2 JIO3H, JICYUEHHETO C
nH}IMKCUMAaO He TpsiOBa J1a ce MpoabJhkapa. HannmuHuTe TaHHNA HE TIOJKPEIST MPOABIKABAHETO Ha
JedyeHneTo ¢ nHpIMKcuMal TPy MAIMEeHTH, KOUTO HE Ce MOBJIUSABAT B PAMKUTE Ha 6 CEAMULU OT
bpBaTa HHQPY3HUS.

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

. [opawpxaro nedeHue: JOMbIHUTEIHN HHDY3UH B 103a 5 mg/kg Ha 6-Ta cenMuna cneq
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 1a TuIcBaT CpaBHUTENHU JaHHU, OTPAaHUYCHUTE JaHHU MIPH NAlUEHTH, ITbPBOHAYATHO
MOBJIMSUTA C€ OT JieUueHHe B j103a 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 TepanusTa 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 xaTo nHTpaBeHO3HA MH(DY3US, IOCIIEIBaHa OT TOIBJIHUTETHA HH(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.

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

JIYCHUETO ca:

) Monabpxaro aeuenue: Jonbiaaureanu nHGY3UH B 103a 5 mg/kg Ha Bceku 8 ceMMIIN HITH

. [Moeropen kypc: Mudy3us B 1o3a 5 mg/kg, ako npu3HAIMTE U CUMIITOMUTE Ha 00JecTTa
peluaMBUpar, mocjienBanu oT HHPy3un B 1o03a 5 mg/kg Ha Bcexu 8 cenmuiu (BK. ,,[loBTOpeH
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 €
3aryOwuJI, IOKa3Bar, ue NMPH HAKOW MAalMeHTH TTOBIHSBAHETO 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 CPABHUTCIHU JaHHU 34 CbOTHOIICHUCTO non3a/p1/1c1< IIpyu AJITCPHATUBHUTEC
CTpaTeruu 3a nNpoabJKaBaHC HA JICHCHUCTO.

Yayeposen konum
5 mg/kg kaTo MHTPaBeHO3HA UH(Y3HsI, CIIe]] KOSTO — TOMBIHUTEIHN 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 JICUCHUETO, T.C. CJIC TpETaTa 1034a. 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]l IIbpBaTa MHQY3HUs, TIOCICABAaHU OT MH(PY3UK 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.

Ilcopuamuuen apmpum
5 mg/kg kato nHTpaBeHo3Ha UHQY3HUs, cIiell KOETO — AOIMBIHUTENHN nHY3HU 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 Clie]l IIbpBaTa MHQY3HUs, TOCICABaHU OT MH(PY3UU 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 CHMOTOMHTE Ha OOJIECTTA PELMIUBUPAT, MOXKE Ja Ce 3all0YHE HOB KypC €
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 cJie]l Teproar Oe3 nmpueM Ha HH(IMKcHMao, 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 ceAMHUITH, HE ca YCTaHOBEHHU. TOBa BaXKH KaKTO 3a manueHT ¢ 6osect Ha Crohn, Taka
Y 32 TIAIMEeHTH C PeBMAaTOMACH 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 CnoHOUIUM
BezomacHocTTa M emkacHOCTTa Ha TIOBTOPEH Kypc, M3BBH cXeMara Ha Mpuiiarane Ha nH(py3us Ha
BcekH 6 110 8 ceaMUIly, He ca ycTaHOBeHH (BXK. Touku 4.4 u 4.8).

Tlosmopen Kypc npu ncopuamuien apmpum
BezomacHocTTa M emkacHOCTTa HAa MOBTOPEH Kypc, M3BBH CXeMaTa Ha MpuiiaraHe Ha HHPY3Hus 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 uHTepBa ot 20 CeIMUITU MMOKa3Ba, 4e e(hUKacCHOCTTA HaMaJIsiBa, a YCTOTaTa 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
PEUHIYKIITMOHHA CXEMa, MPETIoiara MOBUIIIeHA YeCTOTa Ha WH(Y3UOHHHU PEaKIuH, BKIFOUNUTEIHO U
CEPHO3HHM, B CPAaBHECHUE C 8-CEAMHUTHO MOIIBPIKAIIO JeueHue (BXK. Touka 4.8).

Tlosmopen Kypc 3a 6CuuKy NOKA3AHUS

He ce nmpenopbuBa peMHAYKIIMOHEH PEXKUM, B CITyJaid 4e MO IBPKAIIOTO JISICHHE € IPEKHCHATO U Ce
Hajiara To Ja ObJie 3alI0YHaTO OTHOBO (BXK. Touka 4.8). [Ipu ToBa MoJyiokeHUE JICYCHUETO TPsiOBa aa
3alo4He OTHOBO C €IMHUYHA 7032 HHOIMKCHUMAO, ITOCIIe/IBaHa OT OMHCAHUTE TTO-TOPE TPEMOPHKH 32
MTOITBPIKAIIH JTO3H.

Crenuaiasy nonyiaimu

Cmapqecmz 8vb3pacm

He ca mpoBexnann cienuuyHY MPOyYBaHUs 32 MHPIMKCUMA0 MU MAlMEHTH B CTapyecKa 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 moBeue
nH(pOpMAIU 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
U 6-Ta ceMHUIIA Clie]l ITbpBaTa MHQ Y3, MOCIeABaHu OT MH(Y3uK Ha BcekH 8 ceamuiiy. Hannunure
JIAHHU HE TIOIKPETISIT IPOIbIKaBaHETO Ha JIEYEHUETO ¢ MHMIMKcHMa0 TpH Jielia U FOHOIIIH,
HEOTTOBOPHJIM B paMKuTe Ha 10 ceMUIM OT 3am04BaHe Ha JIEYEHHETO (BK. 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, AO0KaTO IpU APYTHU MOKE [1a 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 OTUNTA JOIIBJIHUTCIIHA
TEpariCBTUYHA I10J13a CJIC] CMAHAaTa Ha JO30BUTC MHTCPBAJIM, TaKaBa IIPOABIDKHUTEIIHA TEPAIIUA 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 ONHMCAHM 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, MOCIeIBaHa OT AOMBIHUTENHN nHY3uu oT 5 mg/kg, Ha 2-pa u
6-Ta ceMUIIA CJIe/] MbpBaTa UHQY3Hs, MOCIeIBaHN OT UHQY3UHU Ha BcekH 8 cenMuIii. Hammaaure
JIAHHU HE TIOJIKPETISIT MPOIbJKaBaHe Ha JIeYeHHeTo ¢ MHGIMKcHMal TPy MeNaTPUIHH TTallUeHTH,
HEOTTOBOPHJIM B PAMKHUTE HA IIBPBUTE § CEAMUIM OT 3all0YBaHE Ha JEYCHUETO (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 M0J] 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 MPCIOPBKU 3a JO3UPOBKATA HC MOTraT Ja 6’L,I[aT JaJCHU.

fOsenunen uouonamuuen apmpum, ncopuamuven apmpum u aHKUI03UPAay CROHOUIUM
BezonacHocrTa 1 eprukacHOCTTa Ha MHPIMKCHUMAO MPH Jella | IOHOIIH 1101 18-rouinHa Bh3pacT 3a
MTOKa3aHUATa IOBEHWJICH HIUONIATHYEH apTPUT, TICOPHUATUUEH apTPUT U aHKWIJIO3UPAILL CIIOHAMIIUT 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 FOHOIIM 1o 1 8-roIuIHa Bb3pacT 3a
MOKa3aHUETO IOBEHIWICH PEBMATOUICH 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 PO OT 2 yaca. Bcuku manuenTy, 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 CIELIHa oMol (aIPEHANNH, aHTUXHUCTAMUHHU, KOPTUKOCTEPOUIN U BB3MOKHOCT 32
uHTYOaIus). Moxe J1a ce HarpaBH NpeMeTuKaIns, HATPUMEp C aHTUXUCTAMHH, XUJIPOKOPTH30H
W/WIM TapaneTaMo, a CKOpOCcTTa Ha HH(PY3HATa MOXKeE J1a c€ HaMaJlH, 3a 1a C€ OIPAaHUYHU PUCKBT OT
nH(Y3MOHHHU peakiny, 0COOCHO aKo MAMEeHTHT UMa aHaMHe3a 3a TakuBa (BX. Touka 4.4).

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

[Tpu BHUMaTETHO MOAOPaHH BH3PACTHH MAIIMEHTH, KOUTO Ca TOJICPUPANN HA-MaJIKO 3 Ha4aH!
2-qacoBu MHQY31HU Ha MHQIMKCHMa0 (MHIYKIMOHHA (pa3a) M oTyvaBaT MOIbpIKalla TePaITusl, MOXKe
Jla ce OOMUCIIM TIpUJIaraHeTo Ha MmociienBaliy HHQy3un 3a Iepros He mo-MalrbK oT 1 gac. Ako ce
pa3BHe HH(PY3MOHHA peaKius, CBbpP3aHa ChC ChbKPAaTeHA MPOABIDKUTEIHOCT HAa HH(Y3UsTa, TPOBa 1a
ce 00MuCIH 1Mo-0aBHA CKOPOCT IpU ObJCINN HH(Y3HUH, aKO Ce HaJlara MpojIb/DKaBaHe Ha JICYCHUETO.
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 B€UICCTBO, KbM JAPYI'd MUIIHU IIPOTECUHU 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 HenoctarbuHocT (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 MMAPTHTHUSAT

HOMeEp Ha MPHUJIOKEHUS MPOJYKT TPsIOBa SICHO J1a ce 3aIHuCBaT.

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 PEaKIi1, MOTaT Ja Ce
Pa3BHAT 1O BpeMe Ha (32 CeKYH/IH) WM JI0 HIKOJIKO Jaca cliel MHPY3usaTa. AKO ce pa3BUsAT OCTpHU
peakiuy, CBbp3aHu ¢ HHPY3UsITa, HHPY3HUITa TPAOBA a ce crpe BeaHara. TpsOBa 1a ©Ma yCIOBHS 3a
OKa3BaHe Ha CIENIHA TOMOII (aIpeHaINH, aHTUXUCTAMUHHU, KOPTUKOCTEPOUAN 1 Habop 3a
nHTYyOa1ws ). Moxe J1a ce HalpaBy IPEeMEINKAIVs, HAlp. C aHTUXUCTAMUHH, XUIPOKOPTHU30H H/UITH
raparneTamod, 3a Mpo(UIaKTHKa Ha JICKU U MTPEXOTHU PEaKIIny.

BB3MOKHO € fa ce pa3BUSAT aHTHUTENA cpenly HHPIUKCUMa0, KaTo MOsBaTa UM € CBbp3aHa C MIOBHILICHA
YecToTa Ha peakUuTe, CBbp3aHu ¢ HH(Py3usTa. Manka 9act oT HH(PY3HOHHUTE PEaKLKU ca CEPUO3HU
aneprudHu peakiyu. OCBeH ToBa € HaOJII0AaBaHa M BPb3Ka MEX/y Pa3BUTHETO HA aHTHTEJIA CPEILy
WHOPIMKCUMA0 W HaMasleHa MPOBIKUTETHOCT Ha peMUcHsITa. ChI'BTCTBAIIO MPUIOKEHHUE C
UMYHOMOJIyJIaTOPH € CBBP3aHO C MO-HUCKA YECTOTa HA pa3BUTHE Ha aHTHUTEJIA Cperry HHPIUKCUMal 1
MO-HHUCKA YeCTOTa HAa HHPY3UOHHUTE peakinu. EQEeKThT OT ChIIBTCTBAIOTO MPUIIOKEHHE Ha
WMYHOMOJTyJIATOPH € TIO-M3pa3eH MPH MAIUEHTH, JIEKyBaHU €MU30IMYHO, OTKOJIKOTO MPH MAIIMEHTH Ha
noabpxKamo nedenue. [lanueHTure, npyu KOUTO NPUIIOKEHHETO HA HMYHOCYTIPECOPH € CHPSHO Ipean
3aloYyBaHe Ha JCYCHHUETO MU 110 BpeMe Ha JICYCHUETO ¢ MHIMKCUMA0, ca ¢ IOBUIIEH PUCK OT
pasBUTHE HA aHTUTeNa. AHTUTENATa cpelry nHGIMKcMMal He BUHATH MOTaT Ja ObJaT OTKPHUTH B
cepyM. IIpu pa3BuTHE Ha CEPHO3HU peakUny, TPSIOBa J1a ce 3al0YHE CUMITOMATUYHO JICUCHHUE U J]a HE
ce MpaBAT HOBHM WHGY3un HHMIUKCUMAaO (BXK. Touka 4.8).

B knvHUYHKTE MTpOyYBaHUs IMa CHOOIICHUS 3a peaklluy Ha 3a0aBeHa CBPBXUYBCTBUTEITHOCT.
HanuunuTe 1anHU rOBOPAT 3a MOBUIIECH PUCK OT PEakIMy Ha 3a0aBeHa CBPbXUyBCTBUTEIHOCT MPU
yABIDKaBaHe Ha iepuoja 06e3 mpueM Ha nHpIrKkcuMab. [TanuentuTe TpsaOBa na ObJaT MOCHBETBAHH
He3a0aBHO Jia THPCSIT MEIUIIMHCKA TIOMOIII TIPY pa3BUTHE Ha NMPOSIBY 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 ciiel JICUYCHUETO ¢ HHPIMKCUMAO0 MallUeHTUTe TPAOBa Ja ce MpocieaAsBaT
BHUMATEIHO 33 Pa3BUTHE HAa MH(EKINH, BKIIOUUTEIHO U Ha TyOepKyo3a. IloHexke ennMuHIpaHeTo
Ha nHpIHKcuMal MOXe Ja IPOIBIDKU 10 6 Mecela, HaOI0JeHUEeTO TpsiOBa 1a MPOIBIIKY Mpe3 LEIHs
neproa. AKO IPH Ja/IeH MAIEeHT Ce Pa3BUe CepHO3HA MH(EKIHS UIIH CEeTICHUC, JICUCHUETO C
nHpIMKCUMa0 He TPsAOBa Ja MPOIBIKABA.

C noBHIIICHO BHUMAHUE TpSI6Ba Ja C€ nmoaxoxxaa rnpu 06C’L)K,I[3_He Ha JICYCHHUEC C I/IH(i)J'IHKCI/IMa6 npu
NManUueHTH C XpOHUYHHN I/IH(beKHI/II/I WM aHaMHE3a 3a pEKYPCHTHU I/IH(i)eKHI/II/I, BKJIFOYUTCIHO ITPU
MAalUCHTH HAa CBIIBTCTBAIIO JICUCHHUEC C UMYHOCYIIPCCOPU. HaLII/IeHTI/ITG Tpﬂ6Ba Ja 6’B,Z[aT IIOCBBCTBAHU
Ja HM30rBaT U3JIaraHe Ha Bh3MOXKHH PUCKOBU (baKTOpI/I 3a HHq)CKTHpaHC.

Tymop-nekporusupamust ¢pakrop anda (TNF,) e MeanaTop Ha Bb3MATEHUETO U MOAYJIATOP Ha

KJIEThYHMS IMYHEH OTTOBOp. EXclIepuMeHTanHUTE JaHHU NIoKa3Bat, ye TNF, € 0T OCHOBHO 3HaueHHE
B OopOara cpelly NpUIMHUTEINTE Ha BTPEKIICThYHN HHPeKunu. KIMHUYIHUAT ONHUT TOKa3Ba, Ye MpH
HSIKOM MAlMEHTH, KOUTO Ca Ha JIeueHHEe ¢ HHPINKCUMAO0, aHTHHH(EKIHOZHUAT UMYHHUTET € OTCIIa0CH.

TpsioBa na ce otbenexw, e moruckanero Ha TNF, Moske Jla Mackupa HSIKOW CHMITOMH Ha HHQEKIIH,
KaTo HampuMep MOBUIICHATa TeMIlepaTypa. PaHHOTO pa3mo3HaBaHe Ha aTUIIMYHU KIMHUYHH TPOSIBH
Ha CepHO3HHU MH(EKIINU 1 HA TUITMYHH KJIMHUYHU TPOSIBU HA PEIKH U HEOOMYalHI 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 CEPUO3HH MHPEKIINH.
[Ipu narueHTH, JiekyBaHu ¢ HHGIMKCUMA0, € HaOJIl0JaBaHO Pa3BUTHE HA TYOepKy03a, OakTepHalTHu

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/ITC OINMOPTHOHUCTUYIHHA HH(bCKHHH C 94€CTOTa Ha CMbPTHHU 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 HAOJIOICHNE U 1a UM ObJie HarpaBeH 00CTOEH JUArHOCTHYEH IperJie]l.
[MpuembT Ha HHPIUKCMMAO TPIOBa J1a ObJle MPEYCTaHOBEH, aKO MPH MAIUEHTa Ce Pa3BHe HOBa
cepro3Ha MH(EKIHUS WM CEeTICUC, KaTO Ce HA3HAUH MOAXOAAI0 AHTUMHKPOOHO MU IPOTHUBOI'BOUYHO
JieueHue, 10KaTo nHpEeKIuATa He Obae OBIaaIHA.

Tybepkynosa

Ipu nanueHTH, 1eKyBaHU ¢ HHPIUKCHMMA0, UMa ChOOIIICHHUS 3a Pa3BUTHE HA aKTHBHA TyOepKyio3a.
TpsiOBa na ce oTOENEKH, Y€ TOBEUETO OT TE3U CHhOOIICHHS ca 33 SKCTpaIyJIMOHaIHa TyOepKyJi03a,
KOSITO C€ TPOSIBSIBA WJIH KAaTO JIOKATHO, WA KaTO TUCEMUHUPAHO 3a00IIABaHe.

[penu 3amouBane Ha JeueHUE ¢ HHPIUKCUMAO, IPU BCHUYKH MAIUCHTH TPIOBa J1a ObJie H3KIIIOYCHA
KaKTO aKTMBHA, TaKa U JIaATeHTHA TyOepKyio3a. ToBa BKIIOUBA MO jpoOHa aHAMHE3a C HACOYCHU
BBIPOCH 32 NpeKapaHa TyOepKyJ103a UM Bb3MOKEH KOHTAKT C OOJHHU OT TyOepKyino3a, KakTo 1
MPEIX0KAalla U/iii HACTOSIIA UMyHOCYTIpecuBHA Tepamnus. [Ipu Bcuuky manuenTty TpsoBa 1a ce
MPaBAT ChOTBETHUTE CKPUHUHTOBH M3CJICIBAHUS CIIOPE] MECTHUTE IPENOPHKU (HAMp. TyOEpKYJINHOB
KOXKEH TECT, peHTreHorpadus Ha IpbAeH KOII W/WiIK uHTepdepoH — rama tect). [Ipenopbusa ce
pe3ynTaTUTe OT TE3W M3CJIECABAHM J1a CE BIMIIAT B HAIIOMHSAIIATa KapTa Ha ManueHTa. JIeKyBamusaT
nekap TpsOBa Ja Ma IpeIBU]] ChINECTBYBAIUS PUCK OT (haNIIHBO-OTPHUIIATENICH TyOSPKYINHOB
KOXKEH TECT IPH TEKKO OOJIHU MM KMYHOKOMIPOMETHPAHH MAlEHTH.

AKO ce TMarHoCTHIIMpa aKTHBHA TYOEpKYJI03a, He TpsiOBa Jia ce 3arnoysa JeueHne ¢ HHPIMKCUMao
(Bk. Touka 4.3).

[Ipu cpMHeHue 3a TaTeHTHa TyOepKyJ03a, MalUeHThT TPSOBa 1a ce KOHCYJITHpA C JeKap C OIUT B
JieueHHeTo Ha TyOepKyo3a. [Ipu BCHYKH OMHCaH| MO-I0y CIIydau TPsSOBa MHOTO BHUMATEITHO J1a Ce
MPELEHN CHbOTHOILICHUETO TOJI3a/PUCK OT JICYCHUETO C HHPIUKCHUMAO0.

AKo ce InarHoCTUIMpa JIATEHTHA TyOepKyi03a, Ipeiy 3all04YBaHe Ha JIEYEHHETO ¢ MHPINKCHMA0
TpsiOBa J1a ce 3arovHe TYOCePKYJIOCTaTUYHA TEPAIHsl B ChOTBETCTBHE C MECTHHUTE MPETIOPHKH.

HpeI[I/I 3aI104YBAaHEC Ha JICUCHUCTO C HHq)J]PIKCPIMa6, IIpHU MaUCHTU € HAKOJIKO WX 3HAYMMU PUCKOBU
(akTopu 3a TyOepKyJi03a U OTPUIIATEIICH PE3yJITaT OT U3CICABAHUATA 3a JIATEHTHA TyOepKyJio3a,
TpsI0Ba /1a ce 00CHIM 3al0UYBaHE Ha TYOCPKYJIOCTATUYHO JICUCHHUE.

[Ipu marueHTH ¢ aHaAMHE3a 3a JIATEHTHA WM aKTUBHA TYOepKYyJy03a, IIPYU KOUTO HE € CUTYPHO, Y€ €
MPOBE/ICH IThJICH KypC Ha JISYeHHUE, CHIIO TPSAOBA /1a ce 00CHAM MPOBEKAAHETO HA TYOSPKYIIOCTATUIHO
JIeYeHUE TIPEN 3alovBaHe Ha TepanusTa ¢ HHpIuKcumao.

ChoO11eHH ca HIKOH CITydal Ha aKTHBHA TyOepKyJio3a MpH MalueHTH, JIEKyBaH! ¢ MHQIMKCHMa0 1o
BpEMe Ha U cJe]l JJedeHHe Ha JIATeHTHA TyOepKy03a.

Bewnuku nanmenTa TpsoBa Aa 0ObaaT HHGOPMUpAHH Ja MOTHPCAT He3abaBHA MEAUIIMHCKA TTOMOII], aKO
MO BPEMe Ha WITH CIIe] Kpas Ha JICYCHUETO ¢ MHPIUKCUMA0 Pa3BUSIT MPU3HAIM/CUMITTOMH,
MOJICKa3Ballld HAJIMYKME Ha TYOEpKyJi03a (HaIp. yIIOpUuTa Kaluiuila, 3aryba Ha Terjo, cyogeopuiiHa
TeMIiepaTypa).

Hunsaszusnu 2vbuynu ungexyuu

AKO IIpH NAIMEHTH, JIEKYBaHU ¢ HHPIUKCHUMA0, ce pa3BUe CEPUO3HO CUCTEMHO 3a00IIsBaHe, TPsIOBa 1a
ce MoJ03Mpa HHBa3UBHA I'bOMYHA HH(EKIKS KaTO aclepruiaosa, KaHau103a, THEBMOIMCTHA
MTHEBMOHHMS, XUCTOIIa3M03a, KOKIHUAMONIOMUKO3a WM OJJaCTOMHKO3a U OLe Ha paHEH eTal OT
W3CIIEBAHMATA HA TE3U MALMEHTH TPsIOBa 1a ce HampaBH KOHCYJITalus C JeKap, KOHTO € CrenuanucT
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B IMArsoCTuKara u JICUCHUCTO Ha MHBA3HMBHU rbONYHU I/IH(i)CKL[I/II/I.

WuBasuBHHTE IEOMYHN HHPEKIIMH MOTAT Jia IPOTEKAT MO-CKOPO KaTO IUCEMHHUPAHO, OTKOIKOTO
JIOKaJIM3UpaHo 3a00JsIBaHE U MIPH HIKOM MAIMEHTH C aKTUBHA WH(EKIIHS TECTOBETE 38 aHTHI'CHU U
aHTUTeIa MOTaT Jja ca OTpULaTesHU. TpsOBa qa ce 0OMUCIN MOAXOASIIA EMINPHUYHA
MPOTUBOTrBEOMYHA TEpamus, KaTo ce B3eMe 10 BHUMAaHUE KaKTO PUCKa OT TeKKa I'bONYHa HH(EKLus,
Taka ¥ PUCKOBETE OT MPOTUBOI'bOMYHATA TEPAIIHSI.

[pu manmeHTH, KOUTO ca )KUBEJU WU TTYBAIN 110 MECTa, KbJIETO HHBa3UBHUTE I'bOMYHH MH(PEKIINU
KaTO XMCTOILIa3M03a, KOKIIMANONIOMUKO3a WM OJIaCTOMHUKO3a ca CHAEMHYHH, [TOJ3UTE U PUCKOBETE
OT JICYEHHETO ¢ MHPIMKCHUMa0 TpsAOBa BHUMATEIHO Ja ¢€ OOMUCIIAT, IPEH Ja Ce 3a0uHe JICUCHHE C
nHpIMKCUMa0.

DQucmyausupawa 6orecm na Crohn

[Ipu nauuentute ¢ puctynusupama coaect Ha Crohn ¢ ocTpu THOWHU QucTynu 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,
BKIJTFOUUTENTHO WH(MINKCHUMA0, € HaOltoJaBaHa peakTHUBAIlKs Ha Bupyca. Hakou ot cirydanTe ca Owmitu ¢
JIETAJIEH U3XO/I.

[TanmenTure TpsiOBa na ObaaT uzcnensanu 3a HBV nndexnus npean 3anodBaHe Ha JIEUEHHUE C
nHnmkcumab. [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
MPOBEXKIaHE Ha JIedeHue ¢ MHQIMKcUMa0, TpsiOBa a ObIaT BHUMATEIHO MPOCIICASBAHU 32 IPH3HAIH
¥ cuMNTOMH Ha akTuBHAa HBV undeknus mo BpemMe Ha JIeUEHHETO U B MIPOABIDKCHUE HA HIKOJIKO
Mecela cies Kpas Ha jedeHrero. HaMa qocTaThyHO JaHHU 32 €IHOBPEMEHHO JeueHHe Ha HOCUTENN
Ha HBV c npotuBoBupycHu nexapctsenu npoayktu 1 TNF-antaronucty ¢ men npouiakTuka Ha
HBYV peaxtuBanus. [Ipu nanuentuTe, mpu KOUTO ce pa3Bue peakTuBanud Ha HBV, neuenuero ¢
nH}pmkcuMalb TpsOBa 1a ce crpe U Aa ce 3aroyHe e()eKTUBHO MIPOTHBOBUPYCHO JICUCHUE U
MOIXOJIAIIA TIOAbpoKala Tepanus.

XenaToOWIMapHU HAPYIIEHUS

Ilo BpeMe Ha HOCTMAPKETHHTOBHSI Mepro] Ha MHPIUKCHUMA0 ca HaOI0AaBaH! CIyvau Ha UKTEp U
HEMH(EKLINO3EH XENaTUT, MOHAKOTA C XapaKTePUCTHKA HAa aBTOMMYHEH xenatuT. ma otnenHu
CIIy4Jau Ha 4epHOApoOHa HEJOCTaThYHOCT, BOJCIIA O HEOOXOAUMOCT OT YepHOAPOOHa
TpaHCIUIaHTaluAd, UJIn 10 CMBPT. HaHI/IeHTI/ITe CbC CUMIITOMU WJIM IIPU3HAIIU 3a HAPYIICHA
yepHOApoOHa (QyHKIUs TpsiOBa 1a O'bIAT OIICHEHH 3a JaHHH 332 YePHOAPOOHO yBpexaaHe. AKo ce
pasBue ukrep w/unu AJIAT ce moBuimM > 5 mbTH HaJ ropHATa IPaHULA HA HOPMATA, JICYCHHUETO C
nH}pmKcuMab TpsOBa 1a ce Crpe U 1a ce HampassT NOAPOOHH W3CIEABAHUS 32 YTOUHSIBAaHE Ha
yepHOApoOHaTa PyHKIHS.

EnnoBpeMenHo npriioxkenue Ha naxuonropu Ha TNF-anda u anakuapa

[Ipy KIMHUYHY IPOYYBAHUS HA €AHOBPEMEHHO NPUJIOKEHNE HA aHAKWHPA U €TaHEPLENT, IPYyT
TNF,-0nokep, ca HaOmM01aBaHU CEPUO3HU MH(PEKIINH U HEYTPOIICHUS, KATO KIMHUYHUAT ePEeKT He
MPEBB3X0KIa TO3H OT CAMOCTOSITEITHOTO NMPHUJIOKEHUE Ha eTaHeplenT. EcTecTBOTO Ha HEXEnaHuTe
pcakuuu, Ha6J]IOI[aBaHI/I IIpU IMPUIJIOKCHUC Ha KOM6I/IHaHI/IHTa OT €TaHCPUECIIT U aHaKWHpa, € TAaKOBa, Y€
CXOIHH IMPOABU HA TOKCUYHOCT MOrart Ja c¢€ HaGJHO}laBaT " IIpU €AHOBPEMEHHO IIPHUJIOKCHUE HA
anakunpa u 1pyru TNF,-6mokepu. [lopanu ToBa He ce nmpenopbuBa eTHOBPEMEHHOTO PUIIOKEHHE 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 MOBHUIIIEH PUCK OT pa3BUTHE Ha HH(PEKLUNH, BKIIOYUTEIHO CEPUO3HU HH(DEKIUH, B
CpaBHEHHE ChC camocTosATeNnHO edenue ¢ TNF-antaronncTy, 6e3 KIMHUYHO 3HaYMMu oy3u. He ce
MpenopbyBa eHOBPEMEHHOTO NMPHUJIOKECHNE Ha MHIMKcMa0 U abaranerr.

EHOBpEMEHHO IPUWIIOKEHHE C IPYTU OMOJIOTMYHY JIEKAPCTBEHU IIPOIYKTH

Hsma noctarsyno uH(GOpMaIIKS 10 OTHOIICHHE Ha ChIIBTCTRAIIATA YIIOTpeOa Ha MH(IUKCUMa0 ¢
JpyTH OHOJIOTUYHU JIEKAPCTBEHU HMPOIYKTH, U3MIOJI3BaHH 34 JICUCHUE Ha ChIIUTE 3a00JsIBaHMs, 32
KOHTO ce n3noy3Ba nHPmuKcuMad. CrIbTCTBaNIaTa ynorpeda Ha nHGIMKCUMa0 ¢ Te3U OHOJIOTHIHH
MPOIYKTH HE Ce MPENnophuBa MOpaanu Bb3MOKHOCTTA 32 MOBUIIABAHE HA PUCKA OT HHPEKIHS U JPYTH
MOTEHIUATHU (apMaKOIOTUYHU B3aUMOACHCTBHSI.

IIpemunasane ot exnu By onoisorndyeH DMARD kbM npyr

HCO6XO,Z[I/IMO € IIOBUIICHO BHUMAaHHEC W MMAIUCHTUTC Tpf[6Ba Ja IpoabJDKaT aa 6’I>I[aT npociIcAdBaHU
IIpU MPEMUHABAHC OT CAUH OHOJIOTHYEH JICKApCTBCH NPOAYKT KbM JPYT, ThI KaTo IMPUTTIOKPUBAHCTO
Ha OMOJIOTMYHA AKTUBHOCT MOKE JAOI'BJIHUTCIIHO Aa MOBUIIK PUCKA OT HECXKCIIAHU PCaAKIUU,
BKIIOYUTCIIHO I/IH(I)CKHI/I?I.

Bakcunanmu

[Ipenoprura ce, ako € Bb3MOXKHO, ITPEIU 3amo4yBaHe Ha iedeHueTo ¢ Inflectra ga ce HampaBAT BCUUKH
BaKCHHAIIMU HA MAIMCHTUTE, B ChOTBETCTBUE C MMYHHM3AIIMOHHMS KasieHaap. Ha nanuenrture,
JIEKyBaHU ¢ UHPIUKCUMAO0, MOTAT J1a Ce MPaBsT €THOBPEMEHHO BAaKCHHU, C U3KITIOUCHHE HA KUBU
BaKCHHU (BX. TOUkH 4.5 11 4.6).

B moarpyna ot 90 Be3pacTHM MaIleHTu ¢ peBMaTouzieH apTput B mpoyuBaHeTo ASPIRE, npu cxonen
MPOLICHT MALEHTH BHB BCSIKa IpyIa Ha JIedeHue (MeToTpekcar oc: mianedo [n= 17], 3 mg/kg
[n=27] unu 6 mg/kg undauxcumad [n = 46]) ce nosBsABa €PEKTUBHO ABYKPATHO YBEINUCHUE HA
TUTPUTE HA MOJMBAJICHTHA THEBMOKOKOBA BAaKCHHA, OKAa3BaIlo, 4e MHPIMKcHMa0 He MOBIUSIBA
T-KIeTPYHO HE3aBUCHMUS XyMOpaJIeH UMyHEH oTroBop. O0aue npoyuBaHusl OT MyOJIMKyBaHaTa
JUTEpaTypa Mpy pa3IuyHu WHAWKANH (HaIllp. peBMaTOMIEH apTPHT, Icopuasuc, donect Ha Crohn)
MpeIoiarar, ye He)KUBUTE BaKCUHH, TIPUIIOKEHH IO BpeMe Ha JieueHue ¢ auTu-TNF mpomykTu,
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 BAKCHHU WM 32 BTOPUYHO Npe/iaBaHe HAa HHPEKIUS
4pe3 KHUBU BAKCHHHU TPH MALUCHTH, KOUTO ca Ha jedeHue ¢ aHTu-TNF npoaykTH, ca orpaHHueHu.
VYnorpebara Ha )KHBU BAKCUHU MOKE J]a JOBEE 10 KIMHUYHU WH(EKINH, BKIIOYUTEITHO
nuceMuHupany nHdeknun. He ce mpenopruBa eJHOBPEMEHHO NpUJIaraHe Ha )KUBH BaKCHHH C
HHPIMKCUMAO.

Excnosunus Ha 6e0€eTo in utero

[Tpu xbpMaueTa, ¢ ekcro3unus Ha HHPIUKCUMAO in utero, € CbOOIIEH CITydaid ¢ JIeTajleH U3XO0.
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
cIie]l paskiaHe Ipey MpuilaraHe Ha )KMBY BaKCHHHU Ha KbpMaueTa, ¢ eKCIO3UIMS Ha HHPIMKCHMA0

in utero. AKo cepyMHHTE HIBA Ha MHQIMKCHMMA0 IPH KbpPMa4yeTo ca HEYCTAaHOBHMH WU
nH(IMKCUMA0 € IpriIaral camo Mpe3 TbPBUS TPUMECTHP Ha OPEMEHHOCTTA, MOKE J1a C& OOMUCITH
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MPUIOKEHUE Ha KUBA BaKCHHA Ha MO-PaHEH €Tall, aKo MMa SICHA KJIMHUYHA 110132 33 ONPEACICHO
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/IHCbEKHI/IOSHI/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 JuceMUHupann nHdekuun. [lpenoprusa ce qa He ce mpuiiarat
TepaneBTHYHH MH(EKIIMO3HU CPEICTBA €THOBPEMEHHO ¢ MHPIUKCHMAO0.

ABTOMMYHHH IPOIIECH

OtHocutenuuaT nepuut Ha TNF,, npeaussukan ot neueHue ¢ autu- T NF mpoaykTu, Moxe n1a
Mpean3BUKa OTKIIOUYBAHE Ha aBTOMMYHEH TPoIiec. AKO MPH aJieH HaIlUeHT Clie] JICUCHHUE 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-Onokupary cpeacTa, BKIIOUATETHO HHPIMKCHUMA0, ce CBBP3Ba ChC CIydan Ha
OTKJIFOUBaHE WM OOOCTPSIHE HA KIMHUYHO W/MIIM PEHTI€HOJIOTHYHO U3sIBEHU IEMIIUCHU3HPALIH
HapyILIEHUs, 3acAraliy [IEHTpaIHaTa HEPBHA CUCTEMA, BKIIIOUUTEIIHO MHOKECTBEHA CKIIEPO3a, KAKTO U
JIeMITHEHU3UPAIIN HapYIICHUsI, 3acsraly neprudepHata HepBHA CUCTEMa, BKIIFOYUTEIHO CHHIIPOM Ha
Guillain-Barré. [Ipu naupeHTr ¢ aHaMHe3a 3a ChIIECTBYBAIIU HIIH 32 HACKOPO MOSIBHIIN CE€
JeMITHEHU3UPAIK HapYLICHUs, TIPE/IN 3all0YBaHe Ha JIedeHHe ¢ MH(DIMKCMMad BHUMATEIIHO TPsIOBa
Jla ce MPELEHT MOI3UTE U PUCKOBETE OT JieueHueTo ¢ auTtu- T NF npoaykTu. Ako Te3n HapyIIeHus ce
pa3BuAT, TPsOBA Aa ce OOMUCIH NPEKpaTSIBaHE HA JICYCHUETO ¢ HHPIUKCUMAO0.

3iokadecTBeHU U auMdorpoandepaTUBHU 3a00BAHUS

B xonTponupanute knHUYHY poy4uBaHus Ha TNF-Onokepu cpej manueHTHTe, JIEKYBaHH 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 OJIOOPEHHU MOKa3aHHs, YECTOTAaTa Ha pa3BUTHE Ha TMM(OM Mpu JIeKyBaHUTE ¢ HHPIUKCHUMAO
MAIMEHTH € IMO-BUCOKA, OTKOJIKOTO OYaKBaHaTa B 00IaTa 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
naruenTy, iekyBanu ¢ TNF-anraronuct. [Ipu nanuenTy ¢ peBMaTOUEH apTPUT C TOJIsIMa JTABHOCT 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
XpOHWYHA 00cTpyKTHBHA OenoapooHa 6osect (XOBB) B rpynara Ha nekyBanute ¢ MHPIMKCHMAO
MaIMEeHTH UMa MoBeYe ChOOICHHUS 32 pa3BUTHE Ha 3JI0KAYECTBEHU 3a00JIIBaHNS, OTKOJIKOTO B
KOHTpOJIHATA Ipyna. BcHUky manueHTH ca ¢ aHaMHe3a 3a TEXKKa 3710ynorpeda ¢ TioTioHomyieHe. [pu
o0CBHXKIaHe Ha JIeueHHe TPsAOBa Ja ce MOIX0XKJa C IMOBUILIEHO BHUMAHHE NPH MALUEHTH C TIOBUIICH
PHCK OT pa3BUTHE Ha 3JI0KaYECTBEHO 3a00JIsIBaHE BbB BPB3Ka C TEXKKATa 3JI0ynoTpeda ¢
TIOTIOHOITYIIICHE.

BB3 ocHOBa Ha U3BECTHOTO 10 MOMEHTA HE MOJKE JIa CE M3KITFOUN CHINECTBYBAHETO HA IMOBUIIIEH PHCK
3a pa3BHTHE HA TUM(OM HIH APYTO 3IT0KAYECTBEHO 3200 sIBAHE TIPH MAIIEHTH, JICKYBAHU C
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TNF-6mokep (Bx. Touka 4.8). Ilpu o6cwxaane Ha nedenue ¢ TNF-O10kep mpu nauueHTy ¢ aHaMHe3a
3a 3JJ0Ka4eCTBEHO 3a00JsIBaHe, I IPU O0CHXKIaHe Ha MIPOABIDKABAHE HA JICUCHUETO [IPH NalKEHTH,
IPU KOHMTO CE € Pa3BUJIO 3JI0Ka4eCTBEHO 3a00J11BaHe, TpsiOBa 1a ce MOAX0K/a C OBUIICHO BHUMaHHE.

C noBuIIeHO BHUMaHHUE TPsIOBa [a ce MOAX0KIa U IPH MALHEHTH ¢ TICOpUa3iC U aHaMHe3a 3a
CepHO3HAa HIMYHOCYIPECHBHA Tepanus Wiu npoabrkutenana PUVA-tepanust.

B nocTMapKeTHHTOBH yCIIOBHS UMa CHOOLICHNUS 32 3JI0KaUYeCTBEHH 3a00JsIBaHNUS, HAKOH C JIETaJIeH
W3XOJ, TIPH Jlela, IOHOIIX ¥ MiIagu Xopa (o 22-roguiHa Bb3pacT), JekyBanu ¢ TNF-6mokep,
BKJIFOUUTEIIHO MHGIMKCUMA0 (Hayaio Ha jieueHreTo < 18-roauiiHa Bb3pact). [Ipubnuzureano
MOJIOBUHATA OT Te3U cliydan ca nuMdomu. J[pyrute cimydan oOXBamar Hai-pa3anyHy 3I0Ka4eCTBEHH
3a00JIsIBaHuUs, B T.4U. PEIKU 3a00s1BaHNs, OOMKHOBEHO CBBP3BaHU C UMyHOcynpecus. [Ipu nanuenTy,
nexyBanu ¢ TNF-010kepu, He MOXe Jia ce U3KIIOYH PUCK OT IOsBa Ha 3JI0KAUYECTBEHH 3a00IIsIBaHHSI.

B noctmMapkeTHHTOBUS IEPHUOJT MMa ChOOIIEHU 3a CIIydad Ha XeNaTocIUIeHaIeH T-KIeTh4YeH TuMpOoM
(HSTCL) npu nauuentu, nexyBanu ¢ TNF-Onokepu, Bximountenno nHpimkcumad. To3u paabk
T-kneThueH TMMQOM € ¢ arpeCHUBEH X0 M OOMKHOBEHO € C JeTaneH u3xo/l. [louTn BCUUKY MalueHTH
ca nomyumin jedenue ¢ AZA unu 6-MP cenpreTBamo wim Henocpenctseno npeau TNF-6mokep. Ilo-
rojsiMaTa 4acT OT CIy4auTe Ha pa3BUTHE Ha XenaTociieHalieH T-KieTbueH TuM(om, Ipy JIeueHHEe C
nHPIMKCUMAO, ca pu nanueHTH ¢ 6onect Ha Crohn Wi yIIIEPO3eH KOIUT, KaTO MIOBEYETO OT TAX ca
CHOOIIABaHU MPH FOHOIIH WIIA MIIQJICKH OT MBXKKH 10J1. [loTeHIMaTHUAT prCcK OT KOMOMHHpaHE Ha
AZA nnu 6-MP ¢ undaukcumad TpsiOBa BHUMaTeNHO Aa Obae oOMucieH. [Ipu manuenTH, IeKyBaHu C
WHPIMKCUMAO0, HE MOXKE JIa Ce U3KJTFOUH 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, 0coOSHO MPH MAIUEHTH ¢ PUCKOBH (DaKTOPH 3a pak Ha KOXKara.

B monynanroHHO peTPOCIEKTUBHO KOXOPTHO MTPOYYBaHE, M3I0I3BAII0 JaHHU OT HAIIMOHATHUTE
IIBEJICKH 3/IPaBHY PETUCTPH, € OTKPUTA MOBUIICHA YECTOTA HA IIEPBUKAJICH KAPIIUHOM TIPU YKEHU C
PEBMATOUICH apTPUT, JEKyBaHU ¢ HHPIUKCUMA0 B CpaBHEHHE C MMAIIMEHTH, KOUTO HE Ca JICKYBaHU C
OHMOJIOTMYHY MPOYKTH WK 00IIaTa MOIyJIanus, BKIIOYUTETHO U T€3U Ha Bb3pacT Haj 60 roquHuy.
[leproAMYHOTO CKPUHUHTOBO M3CJICBaHE TPSOBA J1a IPOABIDKU P KCHU, JIEKYBAHH C
nHGIMKCUMA0, BKIIOYUTETHO IPU TE3M Ha Bh3pacT Haja 60 roauHu.

Benuky manuenTy ¢ yiepo3eH KOJIUT, KOUTO ca C ITOBHUILEH PUCK OT pa3BUTHE Ha AUCIUIA3US WU
KOJIOpEKTaJICH KapIMHOM (HapuMep MalUeHTUTE C IBJITOTOIUILEH YIILEPO3€eH KOJIUT WK ITbPBHYCH
CKJIEpPO3UpALL XOJIAaHTUT), KAKTO ¥ TAKMBa C aHAMHE3a 3a JUCIUIa31s MM KOJIOPEKTAICH KapLHHOM,
MIpeiy 3aII0YBaHe Ha TepalusaTa U Ha peOBHU MHTEPBANIHN CIIe]] 3aTI0YBaHETO i TpsiOBa 1a ce
W3CIeBaT 3a HaJu4yue Ha quciuia3ud. M3cnenBaHeTo TpsiOBa 1a BKIIIOYBA KOJIOHOCKOIUS ¢ OMOTICHHT
CIOpeN MECTHHTE Npenopbku. HaanuHuTe 10 MOMEHTA JTaHHU HE [TOKa3BaT JICYEHUETO C
WHIMKCUMAO J1a TIOBJIMSBA PUCKA OT Pa3BUTHE HA IUCILIA3MSI WIIH KOJIOPEKTAJICH KapIUHOM.

ITonexe PUCKDBT OT pa3BUTHUC HA KAPLIUMHOM IIPpU JICKYBAHU C I/IH(i)J'IPIKCI/IMa6 INalMCHTH U C
HOBOOTKpHUTA AUCIIIIA3UA HE € OLICHABAH, CbOTHOIICHUCTO MEXKIAY PHUCKaA U 1T0JI3aTa OT NPOABJIKUTCIIHA

TCpamnus TpSI6Ba BHHUMATECIIHO Jia C€ OLCHABA OT KIIMHUIUCTA TP BCEKH OTACIICH MAIIUCHT.

C’LDHC‘IH& HEAOCTATBbYHOCT

WNndnukcumad tpsdBa fa ce npuiara ¢ MOBUILICHO BHUMAaHHUE IPH MALUECHTH C JIEKa ChpedHa
HenoctaTbyHoCT (I/II @K mo NYHA). ITanmenture Tpsa6Ba aa ce mpocieasBaT BHUMATEIHO U
nedeHreTo ¢ nHGIMKcHMab He TpsAOBa Ja ce MPOAbIDKaBa MPU MAlUEHTH, IPH KOUTO C€ pa3BUE WIIH CE
BIIOIIIM CHINICCTBYBAIA ChPACYHA HEAOCTATHUHOCT (BXK. Touku 4.3 u 4.8).

XeMaToJIOTUYHU pPEeaKIIuU

13



ChbimecTByBaT ChOOLICHNUS 32 CIy4au Ha HAaHIUTOICHUS, JIEBKOIICHHS, HEYTPOIICHHS 1
TPOMOOIIMTOIICHHS TIPY TTALMEeHTH, rony4asanin TNF-0nokepu, BkIrounTenHo nHGIKcuMab. Bermukn
MaIMeHTH TPsOBa Jia ObJIaT OCHBETBAHU J]a MOTHPCAT He3abaBHA MEAMIIMHCKA MTOMOIIL, aKO Pa3BHUT
MpU3HAIM U CUMIITOMH, KOUTO TIpeojaraT HaJTuure Ha KpbBHA TUCKpa3us (HaIp. IepCUCTHPAII
(eOpunuret, KpbBOHACAAAHUS, KbpPBEHE, Oneanoct). [Ipy nauneHTu ¢ ycraHOBEHH 3HAUUMHU
XEMaTOJIOTUYHN aHOMAJIMH TPsAOBa Aa ce 00CHIM MPEeKpaTsIBaHe HA JICUCHUETO ¢ HHPIUKCUMAO0.

ﬂpyrn

OnuThT MO OTHOIICHUE HAa 0€30MACHOCTTA MPH JICUCHUETO ¢ MH(IUKCUMA0 Ha MalluEeHTH, TOJIOKCHU
Ha XUPYPTUYHH OTIePaIlVH, BKIFOYUTEITHO apTPOIUIACTHKA, € OTpaHr4YeH. AKO Ce IJTaHupa omneparus,
o1 BHUMaHue TpsiOBa Ja ce B3eMe JABJITHSAT IMONYXUBOT Ha HpIuKCUMa0. [lanmenTure, mpu KOUTO
ce HaJlara oreparysi o BpeMe Ha JICYCHUETO ¢ HHPIMKCUMA0, TpIOBa Jja ce MPOCIIEAsBAT BHUMATEITHO
3a pa3BUTHE Ha MHPEKIIUHN U TIPH HYK7a TpsiOBa Ja ce B3UMAaT HEOOXOIUMUTE MEPKH.

JluricaTa Ha oTrOoBOp TpH MareHT ¢ 6osiect Ha Crohn MoXe Jja TOBOPH, Y€ MAIIMEHTHT HMa
(UOPOTHYHH CTPUKTYPH, KOUTO MOXKE Jla U3UCKBAT XUPYPTrUYHO JieueHue. JIuIcBar JaHHu, KOUTO Ja
Ipearonarar, ye HHGJIMKCUMal BOAM A0 MPOrpecus Ha CTPUKTYPUTE WM NPUUHHSIBA Pa3BUTHE HA
CTPHUKTYpH.

CHCI_II/IaJ'IHI/I nonyJjganvu

Cmapqecmz 8vb3pacm

YecroTara Ha CEpUO3HU MH(EKLUH [IPU NaLUEHTH, HA Bb3pacT 65 1 oBe4e TOAWHH, JIEKYBAaHU C
WHIMKCUMAO, € TI0-BUCOKA OT Ta3M MPH NalyeHTH 1o 65-rouiHa Bs3pacT. Hsakon ot Ts1x ca Ouiu
¢ neraneH usxo[. IIpy jgedeHneTo Ha MaIMEHTH B cTapuecka Bb3pacT Tpsa0Ba Aa ce 00bpHE CHEUATHO
BHUMAaHUE 110 OTHOILCHHE Ha pUCKa OT HHpEKUus (BX. Touka 4.8).

Heduampulma nonyaauus

Unghexyuu
B knuHUYHUTE TpoyYBaHUs HHMEKIIUH ca ChOOIABAaHH MPH ITO-BUCOK MPOIICHT MeMaTPUIHN
MAIMEeHTH, OTKOJIKOTO MPH Bb3PACTHH MAIlUEHTH (BX. TOUKa 4.8).

Baxcunayuu

[Ipu nmeauaTpyHu MalMEHTH Cc€ MPEToPBHUBa, aKO € Bb3MOXKHO, IIPEIN 3all0YBaHe Ha JEUEHUETO C
nHGIMKCUMAa0 J1a ce HANpaBAT BCHYKY BAKCHHAIMK B ChOTBETCTBUE C MMYHH3ALMOHHUS KaJleHaap.
[Ipu neaguaTpuyHy NaUKMEHTH, JIEKYBaHU ¢ HHPIMKCHUMA0, MOTaT J1a ce IPaBsAT CAHOBPEMEHHO
BaKCHHH, C U3KJIIOUEHHUE Ha )KUBH BaKCHHHU (BXK. TOUkU 4.5 1 4.6).

3noxauecmeenu u rumponponugdepamueru 3a60116aHUL

B nmocTMapKkeTHHTOBY YCIIOBHS UMa ChOOIICHHUS 32 31I0KaYeCTBEHH 3200 IsIBAHNUS, HAKOHU C JICTaJICH
W3XO0J, TIPH JIeTIa, FOHOIIHN 1 MJIaau xopa (10 22-ToauliHa Bb3pact), TekyBanu ¢ TNF-0iokepu,
BKJIIOUHTENIHO HHPIUKCHUMa0 (Havyano Ha jJedeHneTo < 18-romumna Be3pact). [Ipubnusurenno
MOJIOBWHATA OT Te3U ciiydyan ca muMdomu. J[pyrute cimydan oOXBamar Haif-pa3anyHy 3I0KaYeCTBEHH
3a00JIsIBAHUS M BKITFOUBAT PEJIKH 37I0KAYECTBEHHU 3a00JIIBaHS, CBEP3BAHH OOMKHOBEHO C
umyHocynpecus. [Ipu geua u roHomw, nekyBanu ¢ TNF-61okepu, He MoXe Jja ce H3KJIIOYH PHCK OT
pa3BUTHE HA 3JI0KaYECTBCHH 3a00JIABaHUSL.

B nocTmMapkeTHHTOBUS IEPHO MMa ChOOIIEHHS 3a CIIydau Ha XeNaTocIUIeHaIeH T-KIeTh4YeH TuMpOoM
(HSTCL) npu nauuenty, nexyBanu ¢ TNF-Onokepu, BkitounTeHo HHPIUKCUMa0. To3u psabK THIT
T-kneTh4eH TMMQOM € ¢ MHOTO arpecuBeH X0/ Ha TIPOTUYaHE U OOMKHOBEHO € C JICTAJICH U3XO/I.
[TouTr BCHYKY MAIIMEHTH ca MOYYHIIn JieueHue ¢ AZA win 6-MP eqHoBpeMeHHO WMTH
HenocpeactBeHo npenu TNF-6nokep. [lo-ronsiMaTta gact oT cirydauTe Ha XenaTociuieHaneH T-
KJIEThYEH JTUMQOM TpH JIeUeHrne ¢ MHPIUKCHUMa0 ca mpH narpeHTy ¢ 6onect Ha Crohn wimy yiiepo3eH
KOJIUT, KaTO TIOBEYETO OT TSIX ca ChOOIIaBaHU MPH FOHOIIH WIIM MIIAJIC)KH OT MBXKKH ITOJI.
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[NorenumanHusT puck oT KoMOuHUpane Ha AZA unu 6-MP ¢ undnukcumad TpsiOBa BHUMATEIHO 1
O0bae oomucnes. [Ipn nanuenTH, 1eKyBaHu ¢ HHGINKCUMAO, HE MOXKE J1a ce U3KIII0UM PUCK 3a
pasBUTHE Ha XenaTociuieHajieH T-kieTbueH muMdom (Bk. Touka 4.8).

CopabpkaHue Ha HATPUHU

Inflectra chabprka mo-manko ot 1 mmol Hatpuit (23 mg) Ha 1034, T.€. MPAKTUUECKU HE ChIAbPKa
natpuil. Inflectra oGaue ce paspexxaa B uH(}py3uOHEH pa3TBOp Ha HaTpueB xjaopua 9 mg/ml (0,9%).
ToBa Tps0Ba #a ce B3eMe MpeIBUA IPU MALMEHTUTE Ha JUETa C KOHTPOJIMPAH IpUEM Ha HATpHUil (BX.
TouKa 6.6).

4.5 BzaumMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH NPOAYKTH B ApYyru (popMH Ha B3auMoaelcTBre
He ca npoBexx1anu npoy4BaHus 3a B3aUMOJEHCTBUATA.

Wwma nanHu, 4e mpy NallMeHTH C PEBMATOWICH apTPUT, TICOpUaTHYCH apTpuT u 6osiect Ha Crohn,
CBITBTCTBAIIOTO NMPHJIOKEHUE HA METOTPEKCAT U IPYTH UMYHOMOTYJIaTOPH HamalsiBa 00pa3yBaHETo
Ha aHTHUTENa cpelly HHGIMKcHMal 1 BOIH 10 MOBUIIIaBaHE HA IJIa3MEHUTE My KOHIEHTpauuu. Bee
NakK, Te3u JaHHU HE ca HAIIbJIHO CUTYPHU MOPAAN OTPaHUYECHUATA HA METOJUTE 32 U3CTIeIBaHE Ha
KOHIICHTpAIMUTe Ha HHMIMKCUMa0 U aHTHTeNaTa cpenly HHQIMKCUMad B cepyM.

HSFJ’IG)KI[&, Y€ KOPTUKOCTCPOUAUTC HE IPOMCHAT (l)apMaKOKI/IHeTI/IKaTa Ha I/IH(I)J'II/IKCI/IM36 B KIMHHUYHO
3Ha4YnMa CTCIICH.

EnHoBpemMeHHOTO npritaraHe Ha MHPIMKCUMA0 ¢ APy OMOJIOTUYHH JICKAPCTBEHU MPOTYKTH,
M3IIOJI3BaHM 3a JICUEHUE Ha ChIMUTE 32a00IIIBaHNUs, 32 KOUTO C€ U3I0NI3Ba NH(MINKCUMA0, BKIIOUUTEITHO
aHaKWHpa U abaTallenT, He ce IpenopbuBa (BK. Touka 4.4).

[IpenopbuBa ce Mo BpeMe Ha JICYCHUETO C HHIMKCUMAO J1a He Ce MPaBAT BAKCHHALIMU C KUBH
BAaKCHUHMH. C'[)HIO TaKa C€ NIpENopbUBa Ja HE CC IMMPAaBAT BaKCMHAIIMU C )KUBU BAKCMHU Ha KbpMaucTa
cliesl ekcno3uiys Ha nHGIMKcuMao in utero 12 Mecena cieq| paxaane. AKO CEpyMHHUTE HUBA Ha
nHGIMKCUMA0 NMPH KbPMAYETO ca HEYCTAHOBHUMH HJIM HHGIMKCUMAO0 € puiiarad caMmo Ipe3 MbpBUs
TPUMECTHP Ha OPEMEHHOCTTA, MOXeE Jla c€ OOMUCITU MPUIIOKECHUE Ha )KWBA BAKCHHA Ha TT0-PaHEH eTarl,
aKo MMa sicCHa KJIMHUYHA 107132 32 OIIpe/IelIeHO KbpMaue (BXk. Touka 4.4).

He ce npenoppuBa npuiioskeHUe Ha )KUBa BAKCHHA IPH KbpMade, J0KaTo MailkaTa Mojay4aBa
WHQIMKCUMA0, OCBEH aK0 CEpYMHHUTE HHBA Ha MHPIMKCUMAO MPH KbPMAYETO ca HEYCTaHOBUMHU (BK.

Touku 4.4 u 4.6).

[IpenopbuBa ce 1a He ce MpUIIaraT TeparneBTHYHN HHPEKIIMO3HU CPEJCTBA SHOBPEMEHHO C
nHpIMKCUMa0 (BXK. ToUKa 4.4).

4.6 ®DepTHauTET, )PEMEHHOCT U KbPMeHe

KeHu ¢ geTepoacH IMOTCHIINAI

Xenu ¢ nereposieH noTeHIMan TpsioBa Ja OOMUCIIAT yrnoTpebaTa Ha aJieKBaTHA KOHTpALICTIIHS 3a
Ipeana3BaHe OT OPeMEHHOCT U J1a MPOIBIDKAT Ja sl U3MOJI3BAT MoHE 6 Mecela clie]l IOCIEJHOTO
npUiIoKeHue Ha HHGIUKcHMao.

BbpemenHocT

Criopes1 MpOCIIEKTUBHO CHOMPAHU TAaHHH, CPETHUAT Opoit OPEMEHHOCTH ¢ KIIO3UIHS Ha
nHGIMKCUMA0, BOJCIIN 10 paXKIaHEe Ha KUBO JETE C U3BECTEH M3XO0/I, BKIIOYUTEIHO IPUOIU3UTEITHO
1 100 ¢ excrio3unus Mo BpeMe Ha MbPBUS TPUMECTBP, HE MOKa3Ba MOBUIICHUE B UYECTOTATA Ha
MaQopMaluy Ipu HOBOPOICHOTO.
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BB3 ocHOBa Ha oOcepBaronHo mpoyuBane ot CeBepHa EBpomna, mpu KeHH ¢ eKCIO3UIHS Ha
nHpIMKCUMA0 10 BpeMe Ha OPEMEHHOCT (ChC WM 0€3 UMYHOMOY/1aTOPU/KOPTUKOCTEPOHIH,

270 OpemenHOCTH) ce HaOmoaaBaT nmouiineH puck (OR, 95% CI; p-cTOMHOCT) 3a 11e3apOBO CEUCHHE
(1,50; 1,14-1,96; p=0,0032), npexaeBpemenno paxaaune (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 Tersi0 Ha HOBOPOACHOTO NpH
paxnane (2,03; 1,41-2,94; p=0,0002), B cpaBHEHHE C KEHU C EKCIIO3UIUSA CaMO Ha UMYHOMO/IYJIaTOpH
n/nnu koptukoctepounu (6 460 6pemeHHOCTH). [[OTEHIIMATHUAT IPUHOC HA EKCITO3UIINATA HA
WHQPIMKCUMAO0 W/MIH TEKECTTa Ha IMOJJICIKAIOTO 3200 IsIBAHE TP TE3U M3XOIM OCTABA HESICEH.

[Mopanu naxubupanero Ha TNF,, IpUIOKEHUSAT 11O BpeMe Ha OpeMEHHOCTTa HHPIMKCUMA0 MOXKe J1a
MIPOMEHU HOPMAJIHUSI UMYHEH OTTOBOP Ha HOBOPOJEHOTO. IIpH nmpoyuBaHe Ha TOKCHYHOCTTA 32
Pa3BUTHETO TIPU MUIIKH C aHAJOTUYHO aHTHUTSUIO, KOETO CEJICKTUBHO MHXHOUpa QYHKIIMOHATTHATA
akTuBHOCT Ha MuIusi TNF,, He ca ycTaHOBEHH JJaHHH 32 TOKCHYHH €EKTH CIPSIMO Malikara,
eMOPHOTOKCHUYHOCT WJIM TepaToreHeH edexT (Bxk. Touka 5.3).

HanuvausT KMTUHUYeH onmuT e orpannyeH. MHbarkcuMab TpssOBa 1a ce M3MoI3Ba 1o BpeMe Ha
OpEMEHHOCT, CaMO aKo € a0COIIOTHO HEOOXOANMO.

Nupaukcumad npeMrHaBa Mpe3 IUIaleHTaTa i Ce YCTaHOBSABA B CepyMa Ha KbpMadera a0 12 mMecelia
cien paxaane. Cien ekcro3uuys Ha HHPIUKCUMA0 in utero, KbpMayeTaTa MOKe J1a ca C MOBUIICH
PHCK OT pa3BUTHE HA MH(EKLHS, BKIIOUATETHO TEKKA TUCEMUHIpaHa HH(EKIHUs, KOSTO MOXKE Aa UMa
neraieH u3xol. He ce npenopbuBa npuinoxkeHue Ha xuBH Bakcuau (Hamp. BCG Bakcuna) 12 mecena
CIIe/l paXKIaHeTo MPH KbpMaveTa, KOUTO ca OWIIN ¢ eKCIIO3UIHs Ha HHMIMKCUMAao in utero

(Bk. Touku 4.4 1 4.5). Axo cepyMHUTE HUBA Ha HHQIMKCUMAO PH KbPMAadeTo ca HEyCTAaHOBUMH WITH
WHQIMKCUMAO0 € IpUIIaral caMo IMpe3 MbPBUS TPHMECTHP Ha OPEMEHHOCTTA, MOXKe Jia ce 0OMUCITH
MIPWJIOKEHUE Ha )KMBA BAKCHHA Ha MO-paHEH eTall, ako MMa sICHAa KIMHUYHA 07132 32 ONPENEICHO
kbpmade. CpoOLIaBaHyU ca ChIIO CIydYad Ha arpaHyJIonnTo3a (BXK. Touka 4.8).

Kspmene

OrpaHuveHH JaHHHU OT IMyOJIMKyBaHAaTa JIUTEpaTypa MoKa3Bar, 4e HHQIMKCUMa0 € YyCTaHOBEH B HUCKU
HUBA B KbpMaTa B KOHLIEHTpauu 10 5% OT cepyMHUTE HUBA Ha MaiikaTa. IHdiankcumad ce oTkpuBa
CBLIO U B CEpyMa Ha KbPMAUeTO CJIe/l EKCIIO3UIHs Ha nHpIHKcumMal upes3 kbpMara. JlokaTo
CHCTEMHATa €KCIIO3HLUS MPH KbPMAaveTo Ce 0YaKBa /1a € HUCKA, 3a10TO HH(PUKCUMA0 ce pasrpaxia
JI0 TOJISIMA CTETIeH B CTOMAIIHO-YPEBHHUS TPAKT, TO MPUIIOKEHUETO HA KMBHM BAKCUHH Ha KbpMade,
KOTaTO MaiKara 1mojryyaBa HHPJINKCUMAO0, He € IPENOPhYUTEIHO, OCBEH aKO CEpyMHHUTE HUBA Ha
WHQIMKCUMAO MPH KbPMAveTo ca HEYCTaHOBMMHU. MosKe Jla ce 0OMuUCIM ynorpedara Ha
nH}IMKCUMAa0 10 BpeMe Ha KbpPMEHe.

DepTUIuTeT

[IpenxnyHUYHUTE JaHHU HE ca IOCTAaThYHH, 32 J]a CC HANPABAT 3aKJIIOYCHUS 32 BIMSHAETO Ha
nHpIMKCUMa0 BEPXY (epTHIIMTETa U 00IIaTa pernpoAyKTHBHA QYHKLUS (BXK. TOUKa 5.3).

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

Inflectra Mo>ke fa MOBIIKsIC B MaJIka CTEIICH CIIOCOOHOCTTA 3a Iodupane u padoTa ¢ mamuHu. Ciex
npuiokeHue Ha nHGIHKcMab MOXe Ja ce MOSBH 3aMastHOCT (BXK. Touka 4.8).

4.8 HexkeaHu JIeKAPCTBEHH PeaKIuH

PesroMe Ha npoduna Ha 0€30MacHOCT

Haii—gecrara nexemnana nexkapctsena peakius (HJIP), 3a koaTo ce ch0011aBa B KITHHHYHATE
M3MUTBAHUs, € UHEKIUA Ha TOPHUTE AMXATEIIHU ITBTHUINA, TosABSBaiia ce mpu 25,3% OT MalueHTHTE,
JIeKyBaHH ¢ HH}PIMKCUMao, B cpaBHeHue ¢ 16,5% oT koHTponHuTe nanueHT. Hai—cepruosuure HJIP,
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cBbp3anu ¢ ynorpedara Ha TNF-010kepu, 3a KOUTO MMa ChOOIIECHHS IIPH JIeUeHHE ¢ MHYIUKCUMA0,
BKITIOUBAT peaktuBaius Ha xematuT B (HBV), 3actoiina cepneuna nepocrarsunocT (3CH), cepro3nu
nH(peKIUU (BKIFOYUTEIHO CEIICUC, ONIOPTIOHUCTUYHHM HHPEKIINU U TyOepKyJi03a), CepyMHa 0oJiecT
(peaknmy Ha 3a0aBeHa CBPBXUYBCTBUTEITHOCT), XEMATOJIOTHYHH PEAKIIUH, CUCTEMEH JIYITYC
epUTEMaTO3yC/yITyc — MOJOOCH CHHAPOM, HAPYIICHUs, CBBP3aHH C IEMHUCITMHA3ALHS,
xenaToounuapau Hapyuenus, tuMpom, HSTCL, neBkemusi, Mepken-kiaeTp4eH KapLHOM, MEJIaHOM,
37I0Ka4eCTBEHH 3a00JISIBAHUS B MIeIMATPUIHATA TIOMYJIaus, CApKOU103a/CapKouI-0J00Ha peaKIusl,
WHTECTHHAJICH WU nepuanaien adcuec (mpu 6onect Ha Crohn) U cepro3HU peakyu, CBbP3aHH C
uHdpy3usaTa (Bx. Touka 4.4).

TabnurueH cMChK Ha HEXKEIAHUTE PCaKII

B Tabmuna 1 ca u3dbpoenu kakro HJIP, monyueHn Bb3 OCHOBA Ha OMUTA OT KIMHUYHH MTPOYYBAHUS,
TaKa ¥ HeXKEJNaHU PEaKIINH, HIKOH OT KOHUTO C JIETaJIeH U3X0/I, ChOOIIEHH MTPU TOCTMAPKETHHT OBHSI
onuT. B paMkuTe Ha CHCTEMHO-OPraHHUTE KIIACOBE, HEXKENaHUTE PEAKLUH Ca TPYIHUPAHU I10 YECTOTa
KaKTo cieqBa: MHOTO dectH (> 1/10); gectu (= 1/100 go < 1/10); mewectu (> 1/1 000 no 1/100); penku
(> 1/10 000 go < 1/1 000); muoro peaku (< 1/10 000), ¢ Heu3BecTHA YecTOTa (OT HAIMYHKUTE JAHHU HE
MOJe Ja ObJle HarpaBeHa olleHKa). [Ipu BCsAKO Tpymupane B 3aBUCUMOCT OT YE€CTOTaTa, HeXKEIAaHUTE
JIEKApCTBEHU PEakLK ce N30posiBaT B HU3XOMSI Pl TI0 OTHOLIEHHE Ha TAXHATa CEPUO3HOCT.

Tao6auna 1
Hesxenanm JJeKapcTBeHH PeaKINy MPH KINHUYHA MPOYYBAHUS H OT NOCTMAPKETHHIOB ONHT

HUngpexyuu u ungpecmayuu
Mmnoro yectu: Bupycha nndexnus (Hamp. TpHIl, XepIiec-BUpycHa HH(EKus).
Yectu: bakrepuanun nHpexnun (Hamp. cerncuc, HeayiauT, abcLec).
Heuectn: Tybepkynosza, reOnuHN HHGEKIMH, (HATP. KAHIUI034,

OHUXOMUKO32).

Penxu: MeHUHTUT, OMTOPTIOHUCTHYHHI WHPEKIMU (KaTO HApHUMEp
WHBa3MBHU I'bONYHY MH(EKIINY, [ITHEBMOILIMCTHA ITHEBMOHMUS,
XHUCTOIIa3M03a, aCIepruiio3a, KOKIHIHONIOMHUKO3a,
KPHUIITOKOKO03a, 0JJaCTOMHKO032], OaKTepHanHu HH(EKIUH
[aTunuyHa MEUKOOAaKTEpHAIHA, TUCTEPUO3a, CAIMOHEN03a] 1
BUPYCHU MH()EKLUUH [[ITUTOMETraJIoBUpPYC]), Mapa3uTHU
WH(EKINY, peaKTUBaIysl Ha XenaTuT B.

C Heu3BECTHA YECTOTA:  [fpdyexrust, MPEAN3BHKAHA OT BAKCHHA (CIIEI in utero

eKcro3uiysl Ha nHGIMKcuMab)*.

Heonnazmu — 0obpoxauecmeenu, 310Kauecmeeru U HeOnpeoeieHu (6Ki. KUCmu U noauni)
Penxu: Jlumdowm, HexomxkuHOB uMpom, 6onect Ha Hodgkin,
JICBKEMHUS, MEJIAHOM, IICPBUKAJICH KapIIUHOM.

C HemsBecTHa yectora: XemnarociieHaneH T-kineTbueH TuM(oM (TIaBHO MPH IOHOIIH
U MJIaJii MBXke ¢ 6osect Ha Crohn uim yniepo3eH KOJuT),
Mepken-KIeThueH KapuHoM, capkoM Ha Kaposi.

Hapywenus na kxpvema u aumgnama cucmema
Yectu: HeytpomneHnust, 1eBKONeHUs, aHeMuUs, TUM(ageHOIaTHSL.
Heuectn: TpomOonuronenus, muM@poneHus, JuMEPOLIUTO3a.
Penxu: ArpanynounTosa (BKJIIOYHTEIHO KbpMadeTa U3JI0KEHH in
utero Ha MHQPIUKCUMA0), TPOMOOTHYHA TPOMOOLIUTOTICHUYHA
MypITypa, MaHIIUTOIIEHHS, XEMOJIUTUYHA aHEMHUSI, UIUOTIATHIHA
TPOMOOIIUTONICHHYHA MYPITypa.

Hapywenus na umynnama cucmema
Uectu: CuUMNTOMU Ha pecliUpaTOpHA aJeprusl.
Heuectn: AmnaduiakTudyHa peakiys, JIynyc-oqo0eH CHHIPOM, CepyMHa
0oJecT WM peakiys, Harnoo0sBaIa cepyMHa 00JecT.
Penxu:  AnaduiakTHYeH IIOK, BACKYJHUT, CAPKOU-TIOJJO0HA PEaKITHs.

Hapywenus na memabonusma u xpareremo
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Heuectu:

Hucaunuaemust.

Hcuxuunu napywenus

Yectu:
HeuecTn:
Penxu:

Jenpecusi, 6e3chHUE.
AMHe3us, TPEBOKHOCT, 00BbPKBaHE, CHHINBOCT, HEPBHOCT.
Anatusi.

Hapywenus na nepsnama cucmema

MHuoro uectu:
Yectu:
Heuecrtu:

Penxu:

C HeHM3BECTHA YECTOTA:

I'nmaBoGoune.
CBeTOBBPTEK, 3aMasTHOCT, XUIIECTE3HsI, TTAPECTE3NH.
I'bpu, HEBpOTIATHS.

TpaHcBep3aJieH MUEIIUT, AEeMUCITMHU3HPAILH ITPOLECH,
3acsArauy HeHTpajJHaTa HepBHA cucTeMa (3a0oJsiBaHe OA00HO
Ha MHOYKECTBEHA CKJIEpO3a U HEBPUT Ha 3PUTEIIHUS HEPB),
JEMHCITMHU3UPAIIN TIPOLIECH, 3acsralny nepudepHara HepBHA
cucrema (cuaapom Ha Guillain-Barré, xponnuna
BB3NATUTEIHA JIEMUCITUHU3UPAIIA TOJTMHEBPONATHS 1
MyATH(OKATHA MOTOPHA HEBPOTIATHS).

Mo3b4YHO-CHI0BH MHIIUICHTH B TSICHAa BpeMeBa Bpb3Ka €
UH]Y3UATA.

Hapywenus na ouume

Yecru:

HeuecTn:

Penxu:

C HeM3BECTHA YECTOTA:

KOHIOHKTHBUT.

Keparut, nepropOuTamHu OTOIHN, XOPACOIYM.

Ennmodranmur.

[IpexonHa 3ary0a Ha 3peHHETO 0 BpEMe Ha WJIM B PAMKHUTE Ha
2 gaca cnet HQY3UATA.

Cvpoeunu napywenus

Yectu:
Heuecrtn:

Penxu:
C Heu3BECTHA YECTOTA:

Taxukapaus, maamuTaIHu.

Copredyna HeAOCTATHYHOCT (HOBOOTKPUTA MIIM BJIOIIABAIIA
ce), apuTMUs1, CHHKOII, OpainKapaus.

Ilnano3a, nepukapaeH U3JIuB.

MuokapiHa ucxeMus/uHbapKkT Ha MUOKap/a.

Cv0o6u HapywieHus

Yectu:

Heuecrtn:
Penxu:

XUNOTOHUS, XUIIEPTOHUS, EKXMMO3a, TOILIH BBJIHH,
3a4yepBsIBaHE.

[epudepna ucxemusi, rpomb0PpaedUT, XeMaToMa.
[{upKynaTopHa HEAOCTATBYHOCT, IETEXHsl, CHJIOB CIIa3bM.

Pecnupamopnu, epvonu u meduacmunannu HapyuleHus

MpHuoro uectu:
Yectu:

Heuecrtn:
Penxu:

WHdekiust Ha TOPHUTE TUXATSITHU TBTHIIA, CHHY3HT.
Wudekuyst Ha JOTHUTE TUXATSTHH ITBTHIIA (HAIp. OPOHXHT,
THEBMOHHS), TUCITHES, ETTHCTAKCHC.

benonpoben oTok, OpoHXOCTa3bM, IUIEBPHT, IJICBPAJICH U3JTHB.
Untepcrunmanua 6enoapobdHa 6onecT (BKIIOUUTETHO OBP30
nporpecuparo 3adossBane, Oenonpodbna Gpudposa u
MTHEBMOHUT).

Cmomawno-upesnu HapyuieHus

MHoro uecTu:
Yectu:

Heuecrtu:

Bonka B kopema, TajicHe.

KpbBOU3IHB OT TaCTPOUHTECTUHATHUS TPAKT, JUAPHS,
JIUCTICTICUS, TacTpoe3odareaneH pediykc, 3amexk.
UpepHa niepdopaiiys, YpeBHA CTCHO3a, TUBEPTHKYIIUT,
MAHKPEATUT, XCHUJIHT.

Xenamoburuapuu HapyuieHus

Yecru:

HeuecTn:

Penkn:

C HeM3BECTHA YECTOTa:

Hapymena yeproapoOHa (yHKIIUS, TOBUIIIEHU TPAHCAMHHA3H.
XenaTuT, XernaTouenyjaapHoO YBPEKAaHE, XONCUCTHUT.
ABTOHMMYHEH XETaTHT, HKTEP.

UepHopoOHa HEAOCTATHYHOCT.

HapymeHuﬂ Ha Kodcama u nOOKONCHAMA MbKAH
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Yectu: IlosBa mnm BioIIaBaHe HA Beue ChILECTBYBAIL IICOPUA3HC,
BKJIIOUUTENTHO MYCTYJIO3€H NCOPHUA3UC (PEAUMHO IO AJaHUTE
Y XO/WJIaTa), ypTUKapus, 0OpUB, IPYPUTYC, XUTIEPXUAPO3a,
cyxa KoXa, IepMaTOMHKO3a, €K3eMa, aJloTeIIHs.

Heuectn: bynosna epymmus, cebopest, po3ares, KO>KHa Manuaoma,
XHUIIEPKepaTo3a, IPOMsIHA B KOKHATA ITUT'MEHTALIUS.

Penxu: TokcuuHa enujiepMaiiHa HEKPOJIU3a, CHHAPOM Ha
Stevens-Johnson, epurema myntudopme, GypyHKYI03a,
nuHeapHa IgA Oynosna gepmarosa (LABD), octpa
reHepanu3rpaHa ekzanremaro3Ha mycrynosa (AGEP),
JMXCHOUIHU PEaKIIHH.

C HeusBecTHa yectoTa: BiomasaHe Ha CUMITOMHUTE Ha JEPMAaTOMHUO3HT.

Hapywienus na myckynino-ckeiemnama cucmema u CbeOUHUMmenHama movkam
Uectu: Aptpanrus, Muanrusi, 0ojika B Iepoa.

Hapywenus na 6v0peyume u nukoynume nomuwya
Yectn: HWHpeknus Ha MUKOYHHUTE MBTHIIA.
Heuectu: Iluenonedpur.

Hapywenus na ev3npouzgooumennama cucmema u 2bpoama
Heuectn: Barunwr.

Obwu napyuwienus u egpexmu Ha MACMOMO HA NPUTLOAHCEHUE
Mmoro yectu: Peaknus, cBbp3ana ¢ nH(y3usaTa, 60JIKa.
Uectn: bounka B repaute, ymopa, peOpuinTeT, peakius Ha MICTOTO Ha
WHXCKTUPaHe, BTPUCAHE, OTOK.
Heuectn: 3abaBeHo 3apacTBaHe Ha paHU.
Penkn: OOpaszyBaHe Ha TpaHYJIOMH.

Hzcneosanus
Heuectu: IlonoskuTeneH TECT 3a aBTOAHTUTENA, TIOBUIIEHO TETIIO' .

Penkn: OTKIOHEHHE B CTOMHOCTUTE HA KOMIUIEMEHTA.

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

! Ha mecerr 12 oT KOHTpONUpaHHs IEPUOA HA KIMHUYHHUTE U3IHUTBAHUS P BB3PACTHH IIPH BCHUYKH ITOKA3aHMS,
Me/IMaHaTa Ha IMOBHUIICHUETO Ha TeIecHOTO Teruo ¢ 3,50 kg 3a manmenTuTe Ha nedenue ¢ nHdGaukcumad crpsimo 3,00 kg 3a
HalUeHTHTE Ha rane6o. MenuaHaTa Ha IIOBUILICHUETO HA TEJIECHOTO TETJIO IIPH BB3IAIUTEIHN YPEBHU 3200 IBaHUS €
4,14 kg 3a nauuenTuTe Ha tedeHue ¢ nHbukcumad crpsmo 3,00 kg 3a manueHTHTE HA MU1anedo, a MeAnaHaTa Ha
MOBHILICHHUETO Ha TEJIECHOTO TEIJIO IPU PEBMATOJIOTHYHHUTE HokazaHus e 3,40 kg 3a manpeHTHTe Ha JeueHue ¢ HHGIMKCHuMao
crpsimo 3,00 kg 3a manmenTuTe Ha mane0o.

Onucanue Ha I/I36D3HI/I HCXCIaHHU JICKAPCTBCHHU PCAKITNHN

Peakiuu, cebpp3anu ¢ nHby3UITA

[Tpu KIMHUYHUTE TPOYYBAHUS PEaKIHs, CBbp3aHa ¢ HHPY3HATA, ce NePUHUPA KATO BCSIKA HEXKeTaHa
peaxnus, Bb3HUKHANA 110 BpeMe Ha HH(Y3HUATa UM B paMKuTe Ha 1 yac cien kpas Ha uHysusrta. [lpu
18% ot nexyBaHuTe ¢ HHGINKCUMAO MAMEHTH B KIMHUYHU npoyuBanus ¢a3za 1l ca ce pazBunn
peakKiuy, CBbp3aHu ¢ HH(Y3HUIATA, JOKATO MPH MOJIyUMIUTe Tianedo — mpu 5%. Karo 1o, mo-romisim
J5UT OT MALUEHTHUTE, MOJTyYaBaly HHPIMKcuMal KaTo MOHOTEpanus, pa3BUBaT peakLus, CBbp3aHa ¢
nH(}y3UsATa, B CPAaBHEHUE C TALIMEHTUTE, TIOTy4aBaIll eTHOBPEMEHHO HH(IUKCUMa0 U
umyHoMorynatopu. [Ipu okono 3% OT manueHTHTe JICYEHUETO € TIPEKPATEHO TTOPaH PeaKIusl,
CBBbp3aHa ¢ HH(DY3UsITa, KATO BCHYKH MAIIMEHTH — 0e3 3HaYeHUE AU Ce € HaJlarajo MeJUKaMEeHTO3HO
JIeYeHHE WM HE, ca ce Bb3cTaHOBWIM. OT eKyBaHUTE ¢ MHPIMKCUMA0 MallMeHTH, KOUTO ca UMalii
peakius, cBbp3aHa ¢ HHGY3HUsITa B IEPHOIa HA MHIYKIHS Mpe3 6-a ceamuiia, 27% ca pa3BHiIn
peakiusi, cBbp3aHa ¢ HHQY3HsATA [0 BpeMe Ha MOIBPKAIIHS IEPUOJ] OT CeAMUIa 7 10 ceaMuna 54.
OT naumMeHTHTe, KOUTO HE Ca UMaJIM PEaKLusl, CBbp3aHa ¢ HHPY3usATa [0 BpeMe Ha HHIYLUPAIINs
nepuon, 9% ca pa3BWIM TakaBa 10 BpeMe Ha MOAIbPIKAIINS EPUO.

B xnuHu4HO npoy4uBane npu naruenTy ¢ peematouze aptput (ASPIRE), mpogpmkurennocTTa Ha
nH}py3uuTe e Oumna okono 2 yaca 3a mepsute 3 HHQY3UH. [IpoabIHKUTETHOCTTa HAa OCIIEABALIITE
nH}pY3un OU MOTJIa Jia ce ChKpaTH JI0 He Mo-KpaTka oT 40 MUHYTH NIPH MAlUEHTH, KOUTO HE ca
Pa3BUIIM cepHO3HA PEeaKIus, CBbp3aHa ¢ HPy3usaTa. B ToBa u3nurBane, npu 66% ot mamuenture (686
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ot 1 040) e ochlecTBeHa MTOHE eIHA ChKpaTeHa HHPY3Us ¢ TPOABIDKUTETHOCT 90 HITH ITO-MaIKko
MUHYTH, a 1ipu 44% ot nanuenture (454 ot 1 040) e peanusupana noHe efAHa CbKpaTeHa HHPY3HUS C
MPOABIKATENHOCT 60 WK TO-Manko MUHYTH. OT JIeKyBaHUTE ¢ HHMIMKCHMA0 MalMeHTH, IPA KOUTO
¢ pealn3upaHa IoHe eJHa CbKpaTeHa HH(Y3Usl, peaKkny, CBbP3aHu ¢ HHY3UATA ca HAOII01aBaHU
npu 15% oT nauueHTuTe, a CEpHO3HHU PEaKLnH, CBbpP3aHu ¢ HHY3usITa, ca Habmogasanu npu 0,4% ot
MAIUEHTHTE.

B ximmandHO npoyuBane mpu namuerTu ¢ 6omect Ha Crohn (SONIC) cBbp3anu ¢ nHPY3UATA PEaKIIH
ca HacTeImIH 1ipu 16,6% (27/163) oT nauueHTHTE, MOTyvYaBaIn HHPIUKCUMA0 KaTO MOHOTEpAIIus,
5% (9/179) ot manueHTHTE, NOTyYaBaiud HHPIUKCHMA0 B KoMOuHanus ¢ AZA u 5,6% (9/161) ot
MalueHTHTe, moiy4yapan AZA kato MoHoTepanus. EnHa cepruo3Ha, cBbp3aHa ¢ HHPY3UsTa peaKius
(< 1%) e Bb3HUKHAJIA IPH MALIMEHT, JIEKyBaH ¢ HHQIMKCHUMAa0 KaTO MOHOTEpaIHs.

[Ipe3 mocTMapKeTHHTOBUS MIEPUOJT B PE3YJITAT HA TIPUIIOKEHHETO Ha MHPIIMKCUMA0 ca HaOJIt0JaBaH!
citydau, ToZI00HM Ha aHA(UIIAKTUYIHU PEaKIiy, BKIIOYUTEIHO ¢ OTOK Ha JJApUHKCA WK (aphHKca,
TeXbK OPOHXOCIa3bM U I'bpUOBE (BXK. TOUKa 4.4).

CrolmaBa ce 3a ciIy4au Ha IpexoHa 3ary0a Ha 3peHHeTo M0 BpeMe Ha MM B PAMKHTE Ha 2 Jaca ciel
nHdy3usaTa Ha nHGIMKcuMad. CpobiIaBa ce 3a cirydau (HSIKOU C JIeTaleH U3X0/l) Ha MUOKapAHa
nucxemus/uH(papKT Ha MUOKap/la U apUTMHUS, HIKOU B TSICHA BpeMeBa Bpb3Ka ¢ MH(Py3usiTa HA
HHPIMKCUMAaO0; chOO0IIaBa ce ChIIO 3a CIIy4au Ha MO3bUYHO-CHJIOBU HHITUICHTH B TSICHA BpEMEBa
BpB3Ka ¢ HHQYy3usITa Ha HHPIUKCUMAO.

Peakuuu, cBbpp3any ¢ HHGY3UITA CIE IOBTOPEH KypC ¢ HHGIMKcuMad

Knuan4no npoyyBaHe Npy MaMEeHTH ¢ YMEPEH JI0 TEXBK IMICOPHA3HC € pa3pad0TeHO Ja OLIEHU
edukacHOCTTa M 6€30MMaCHOCTTa Ha ABJITOCPOYHOTO MOAIBPIKAIIO JICYCHHUE B CPABHEHHE C TIOBTOPEH
Kypc ¢ MHPIMKCUMAO ¢ MHITYKIIMOHEH pexuM (MakcumyM 4 nndysun Ha 0-Ba, 2-pa, 6-T1a U

14-ta ceqmuua) cien odocTpsaHe Ha 3a0ossaBaHeTo. [lanmeHTHTE HE Ca MOTyYaBaI ChIIBTCTBAILO
UMYHOCYTIpecuBHO Jedenue. [1pu manuenTuTe B paMoTo Ha MOBTOPHO Jeuenue, 4% (8/219) ca
MOJYYHIIN CEPUO3HA PEaKIHsl, CBbp3aHa ¢ HHDY3usITa, cripsaMo < 1% (1/222) ot nanueHTuTe Ha
noabprKaio jedeHue. [loBedeTo oT cepuo3HUTE peakLnuy, CBbP3aHH ¢ HH(Y3HUTA, ca HACTBIIMIN 1O
BpeMe Ha BTopata HH(Y3Hs Ha 2-pa ceaMuna. HTepBambT Mexay mociaenHaTa HoAIbpiKalia 103a 1
I'bpBaTa peUHAYKINOHHA J103a Bapupa oT 35-231 nuu. CUMOTOMUTE BKIIIOYBAT, HO HE Ca OTPaHUYCHU
710, TUCITHES, YPTUKAPHS, OTOK Ha JINIETO U XUMIOTOHMS. BbB BCHUKH clTyyau JIEYEHHUETO C
nHGIMKCUMAa0 € IPeKpaTeHo W/ UM € Ha3HaYeHO APYTO JIEUCHUE C IIBIHO OT3BYUYaBaHE HA MPU3HALINTE
Y CUMIITOMHUTE.

3abaBeHa CBPBXYYBCTBUTCIHOCT

B knmHAYHUTE TPOYYBaHUS PSAAKO ca HAOIr0IaBaHH Peakluy Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT,
KOHTO ca ce MPOSIBUIIM CJIE] IEpUo iU Oe3 mpreM Ha HHPIUKCUMa0 mo-Manku ot 1 roguna. B
MPOYYBAHUSATA 32 JICUEHUE HA TICOPHA3HC, PEaKMUTE Ha 3a0aBeHa CBPBXUYBCTBUTEIHOCT Ca
BB3HUKBAJIM TI0-PAHO B X0/1a Ha JiedyeHneTo. [Ipu3HaluTe 1 CHMITOMHTE BKJIIOYBAT MUAJITUU H/WITH
apTpairuu ¢ GeOPUITUTET W/UITK OOPUBH, TIPU HAKOH MAIIMEHTH C MPYPHUTYC, OTOK Ha JIMIIETO, [UTAHUTE
WK YCTHUTE, Aucharus, ypTukapus, 00JKa B I'bPJIOTO U II1aBOOOIHE.

JlaHHHTE 3a YecToTa Ha peakIMuTe Ha 3a0aBeHa CBPbXUYBCTBUTEIHOCT CJIe eproan Oe3 mpueM Ha
nHGIMKCUMAO, MO-ABJITH OT €HA FTOJUHA, Ca HEAOCTAThYHHU, HO OTPaHUYEHHUTE JAaHHU OT KIMHUYHUTE
MPOYYBaHUS COYaT, Y€ C YABIDKaBaHE Ha neproa 0e3 mpueM Ha HHPIUKCUMA0, PUCKBT OT Pa3BUTHE
Ha 3a0aBeHa CBPBXUYBCTBUTEIIHOCT HapacTBa (BXK. Touka 4.4).

B CAHOIOAUIIHO KIMHUYIHO MPOYYBAHC C MHOT'OKPATHHU I/IH(l)y3I/II/I Ha IManueHTH C 6onect Ha Crohn

(mpoyuBane ACCENT I), uectorata Ha BE3HUKBaHE Ha HAIOJOOSIBAIIN CEpyMHA OOJIECT PEaKIuK €
6una 2,4%.
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HNmMyHOTreHHOCT

[Ipu nanmeHTHTE, IPU KOUTO CE Pa3BUBAT aHTUTENA Ccpelly HHMIMKCHMA0, € O-ToJsiMa BEPOsSITHOCTTA
(mpubnu3uTenHo 2-3 MHTH) 3a Bb3HUKBAHE HA PEaKIuy, CBbp3aHu ¢ HH(py3usTa. M3riexna, de
CBITBTCTBAILOTO NPUJIOKEHHE C IMYHOCYIIPECOPH HaMallsiBa YECTOTaTa Ha Bb3HUKBAaHE HA PEAKIUNTE,
CBBp3aHH ¢ HHY3HITA.

B knuHUYHM npoy4YBaHMS HA €JHOKPATHO M MHOTOKPATHO MPUJIOXKEHHE Ha HHGIMKCUMAal B 1034 OT 1
1o 20 mg/kg, anTurena cpemty HHPIMKCUMA0 ca yCTaHOBeHU NpH 14% OT manueHTuTe, moryyaBaii
OCBEH TOBa M UMYHOCYIIpeCOpH,  Tipu 24% OT MalMeHTHUTE, KOUTO HE MOIydaBaT UMYHOCYIIPECOPH.
[Tpu nanmeHTHTE C peBMATOUJICH apTPHT, JIEKYBaHH 110 MTpernopbyaHaTa cXeMa ¢ METOTpEeKcar,
aHTuTena cpeury nHpIMKcuMab ca ycraHoBeHH ipu 8% oT nmauuentute. [lpu nanuenture c
MICOpPHATHUECH apTPHT, JeKyBaHH ¢ HH(IMKcMab B 103a 5 mg/kg che uim 6e3 MEeToTpeKcaT, aHTUTeNa
cpeury uHGIUKCHMA0 ca yctaHoBeHH mpu 15% (nipu 4% OT MalueHTHTe, MoJTy4aBalyd METOTPEKCaT, U
npu 26% OT MalMeHTHTE, KOUTO HE ca OMJIM Ha JICUCHHE C METOTPEKCaT B HAYaJIOTO HA JICYEHHETO C
nHpaukcumad). [Ipu manmenTute ¢ 6omect Ha Crohn, KOUTO ca OWIIK Ha TTOIIBPIKAIIO JICYCHHUE,
aHTUTeNa cpeury nHpIMKcuMab ca ycraHoBeHH 00110 npu 3,3% OT nanueHTHTe, MoTyvYaBan
umyHocynpecopu u ipu 13,3% 0T nauueHTuTe, KOUTO HE ca MOITy4aBald HIMyHOCYIIPECOPH.
YecroTara Ha pa3BUTUE HA aHTUTENA € 2 10 3 IBTU MO-BUCOKA MIPY MALMEHTH, JIEKYBaHH €IH30HYHO.
[Mopamu MeTO0MOTUYHUTE OTPAHUYCHHSI, OTPULIATEITHUAT PE3yITaT HEe U3KITI0OUBA HATMYNETO Ha
anTuTena cpeury nHparkcuMab. [Ipu HAKOM MAIMEHTH ¢ aHTUTENA Cpelly WHPIMKCUMa0 BbB BUCOKU
TUTPH C€ YCTAHOBSIBAT JaHHH 32 HAMaJsIBaHE Ha e(pUKACHOCTTa Ha JeueHueTo. [Ipu npubnusureaHo
28% OT ManUeHTHTE C ICOPHA3UC, MTOTyYaBaal HHPIMKCUMAO KaTo MOIbPIKAIIO JIeYeHUE U 0e3
CBITBTCTBAIIO JICYCHNE C UMYHOMO/TYJIATOPH, C€ YCTaHOBSBAT aHTUTENA Cpelly HHPIUKcUMa0

(Bx. Touka 4.4: ,,Peakunu, cBbp3aHu ¢ HH(Y3UATa U CBPBXUYBCTBUTEITHOCT”).

Hndexuyu

[Ipu naumenty, nexkyBaHu ¢ HHQIUKCHUMa0, ca Ha0MoIaBaH TYOEpKyJ103a, OaKTepHaTHi HH(EKINH,
BKITIOUHTEITHO CETICUC U ITHEBMOHWH, MHBA3MBHU I'bOWYHHU, BUPYCHH U JIPYTH OMOPTIOHUCTHYHH
nHOpekmy. Hakou oT Te3u nHpEeKH ca OUITH ¢ JIeTalleH W3X0J; Hall-4ecTo choOIIaBaHuTe
OTIOPTIOHUCTHYHH WH(EKIIMU C YECTOTA Ha CMBPTHH CiIy4au > 5% BKJIIOYBAT THEBMOLIMCTHA
MTHEBMOHMS, KaHIU/103a, TUCTEPHO3a 1 aclepruinosa (Bx. Touka 4.4).

B xnuHnuHMTE poyuBaHus npu 36% OT mosryyaBaauTe HHPIUKCUMA0 MAMeHTH ce € Hajlarajio
JieyeHne ¥ Ha MHQEKIUH, JOKATO MPH MalMEeHTHTE, ToydaBaiy mianedo — npu 25%.

YecroTaTa Ha CCPUO3HUTEC I/IH(beKIlI/II/I, BKJIIOYUTCIIHO U HA THEBMOHWH, B KIIMHUYHUTEC IIPOYyYBaHUA 3a
JICYCHUE Ha PEBMATOUICH apTPUT € MO-BHCOKA NP MAMCHTHUTE, JIEKyBaHU ¢ HHPIUKCHMA0 1
METOTpEKCAT, B CPaBHEHUE C MAIUCHTUTE, JIEKyBaHU CaMO C METOTpeKcaT, ocobeHo npu no3u 6 mg/kg
WJIM TTO-BUCOKH (BXK. TOUKa 4.4).

Criopel CIOHTaHHUTE TOCTMAPKETHHIOBU ChOOIIEHHUS HAali-41€CTUTE CEPHO3HU HEXXEJIaH! PEaKkIiy ca
nHpeknuute. Hskon ot Te3u ciryyan ca Ounu ¢ neraned uzxoJ. [Tpubnusurenno 50% ot cMbpTHUTE

cllyyad, 32 KOUTO UMa ChOOIIEeHHS, ca O BbB Bpb3Ka ¢ nHpekuus. Mima cpo01ieHns 3a ciayvan Ha

TyOepKyo3a, HIKOH OT KOUTO C JIETaJCH U3X0/I, BKIIOYUTEIHO U Ha MUJIHapHa U eKCTpaIlyJIMOHATHA
TyOepKyJio3a (BK. Touka 4.4).

310Ka4YECTBCHU U J'II/IMd)OHDOJ'II/Id)eDaTI/IBHI/I 3a00JIIBaHUS

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

(5 494 manueHTOroAMHN), ca yCTAHOBEHH 5 citydas Ha TuM(POoMHU 1 26 ciaydas Ha pa3iudHu OT
nuMQomMH 3710KadecTBEHH 3a00saBanusl, JokaTo pu 1 600-Te manueHTH, IoTydaBaiy mianeoo
(941 nanMeHTOroAMHM), € OTKPHUT | ciydail Ha pa3IndHO OT JIUM(OM 3JI0KaYeCTBEHO 3a00JIIBaHe U
HUTO eAMH JTUMpOM.
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B npnrocpodHo npocneasiBane Ha 0€30MaCHOCTTA MPH KIMHUYHUTE MMPOYYBaHUS ¢ HHPIUKCUMao 1o 5
roguau (6 234 manuenToroAauawM, 3 210 manueHTH), IMa ChOOIIEHHUS 32 5 CiTy4as Ha pa3BUTHE Ha
sumbomu 1 38 ciyyas 3a pa3BUTHE HA Pa3IMYHU OT JTUMGPOM 3JI0KaUCCTBEHH 3a00JIIBaHNU,.

B nocTmapkeTHHTOBUS IEPHUOJ Ce CHOOIIABA U 3a CIIyYad Ha 3JI0Ka4eCTBEHHU 3a00JsIBaHN,
BKITIOUUTEITHO TUM(OM (BXK. Touka 4.4).

B xnmmHWYHO npoy4vBaHe MpH MAIMEHTH C YMEPEHO TexKa 10 Texka XObb — OuBim nin HacToAIN
mymaud, 157 Bp3pacTHH NAIMEHTH ca JeKyBaH! ¢ MHPIUKCUMA0 B T03H, OJIM3KH JI0 TIPHIIATaHUTE TPU
peBMaTouicH apTpuT 1 6osiect Ha Crohn. I1pu 9 oT Te3u MalMEeHTH ca OTKPUTH 3JI0KAY€CTBEHU
3a00JIABaHuUs, BKIFOYUTEIHO M €WH JUM(PoM. MeauaHaTa Ha MPOIBJIKUTESIHOCTTA Ha
npocnensBaneTo e 0,8 rogunam (3a0oaeBaeMocT 5,7% [95% nosepurenen unrepsan 2,65%-10,6%]. B
KOHTpOJIHATA IpyIia OT 77 MalueHTH uMa 1 ChOoOIIEHHUE 3a 3JI0Ka4eCTBEHO 3200 sABaHe [MeIruaHa Ha
MIPOIBIDKUTETHOCT Ha TipocneasBaneTo 0,8 ronunu; 3aboneBaemoct 1,3% [95% moBeputeneH
naTepan 0,03%-7,0%]). OcHoBHaTa 4acT OT 37I0Ka4YeCTBEHHUTE 3a00MsIBaHuS ca Ha OennTe ApoOoBe,
TrJIaBaTa W IIUATA.

B nomynannoHHO peTpOCIEKTUBHO KOXOPTHO MPOYYBaHE, € OTKPUTA MTOBUIIICHA YECTOTA Ha
LIEPBUKAJICH KapPIIMHOM IIPH JKEHU ¢ PEBMATOMICH apTPHT, JICKYBaHU ¢ HHPIMKCUMA0, B CPaBHCHHE C
MAIUCHTH, KOMTO HE ca JIKyBaHW ¢ OMOJIOTMYHH MPOIYKTH WIIM 00IIaTa MOIMyJIalus, BKIOYUTEITHO U
Te3H Ha Bb3pacT Hax 60 roguHu (BK. Touka 4.4).

B nonbnHeHue, Ma MOCTMAapKETHHTOBU CHOOIIEHHS 3a pa3BUTHE Ha XeraToCIuieHaeH T-KiIeThueH
nuMQOM IpH NaNKeHTH, JIEKYBaHU ¢ MHPIMKCHMA0, KaTo MO-ToJIsIMaTa 4acT OT TE3U CIIy4Yau
BB3HUKBAT MPU NauueHTu ¢ 6ojxect Ha Crohn niM yaepo3eH KOJIHT, TOBEYETO OT KOUTO ca IOHOIIN
WM MJIad MBXKe (BX. Touka 4.4).

C’LD,Z[G‘IHa HECAOCTATBbYHOCT

[pu da3za Il npoyuBaHe, 4uATO 1l € OKiIa OIIEHKA Ha JICYCHUETO ¢ MHPIUKCHUMAO MTPH NAIUEHTH ChC
3CH, npu nexyBaHuTe ¢ HHQIMKCUMa0 MalMeHTH € yCTaHOBEHA MO-BUCOKA CMBPTHOCT B PE3YJITaT Ha
BJIOIIABAaHE HA ChpJEYHATa HEAOCTATHUYHOCT, 0COOCHO IPH MALUCHTHUTE, JICKYBaHU C BUCOKA /1032 —
10 mg/kg (T.e. ABYyKpaTHO MO-BUCOKA OT YTBBpJIeHaTa J103a). B ToBa mpoyuBane 150 maiueHT cbe
3CH M-IV ®K no NYHA (neBokamepHa dpakius Ha uztinackane < 35%) ca momydaBaiu 1o

3 undys3uu Ha nHpAMKCcHMab B no3a 5 mg/kg, 10 mg/kg nnm nnane6o B npoabiDKEHUE Ha 6 CEAMULIN.
B pamkuTe Ha 38 cenmuiu ca nounHanu 9 ot 101 namueHTy, iekyBanu ¢ nHGIMKCUMA0 (2 JIeKyBaHU
B 103a 5 mg/kg u 7 nexyBanu B no3a 10 mg/kg), nokato ot 49 nanueHTH, MoTyYuIIu miamnedo, e
MOYMHAJI CaMO €JIUH.

[Ipe3 mocTMapKeTHHTOBHS TIEPHOJT UMa ChOOIIICHHUS 3a BJIOIIABAHE HA ChPJACYHA HEAOCTATHYHOCT MPU
MAIMCHTH Ha JICYeHHE ¢ HMIMKCUMA0, KaTO yCTaHOBSIBAHETO HA MPELUMUTHPAIIH (AKTOPU B HAKOU
CJIy4ad € Bb3MOXHO, a B IpyTu — He. [Ipe3 mocTMapKeTHHTOBHS MIEPHO UMA U ChOOIIICHHUS 32
HOBOOTKPHTA ChpJI€YHA HEJOCTATHYHOCT, BKIFOUUTEIIHO M ITPH MAIUCHTH 0€3 TaHHH 3a
MPEIIIECTBAIIO0 ChPACUYHOCHI0BO 3a0osaBane. Cpell Te3U MalMeHTH UMa U TaKMBa Ha Bh3PACT IO

50 roguHMA.

XenaToOWIMapHU HAPYIIECHUS

B xnmmHWYHY ipoyuyBaHUA 3a JedueHue ¢ nHGIMKCUMAa0 ca HaOIII0IaBaHU CITydal Ha JIEKO 0 YMEPEHO
noeuinaBane Ha AJIAT u ACAT 6e3 nporpecust KbM TEKKO YepHOPOOHO yBpekaaHe. HabmonapaHu
ca nosuiaBanus Ha AJIAT > 5 et ropHara rpanuiia Ha Hopmara (Upper Limit of Normal, ULN)
(Bx. Tabnuma 2). [loBumasane Ha TpaHcamuHazute (mo-decto Ha AJIAT, orkonkoro Ha ACAT) e
Ha0JII0/TaBaHO MO-YE€CTO MPH MALMECHTUTE Ha JIeYeHHE ¢ NHPIUKCUMA0, OTKOJIKOTO B KOHTPOJIHUTE
IPYIH — KaKTO MPH MOHOTEpaIus ¢ MHOIMKCUMa0, Taka U IIPU MPHIIOKESHUETO My B KOMOWHAIIMS C
MMYyHOCYTIpecop. B moBeueTo ciryyan moBHIIaBaHETO Ha TPAHCAMUHA3UTE € MIPEXO0IHO; BCE TaK, MPH
MaJiKa 4acT OT MalUeHTHTEe, CH3UMHUTE Ca OCTAHAH IMOBUIICHU MO-TIPOIBIKUTEIHO BpeMe. Haii-
001110, manueHTHUTe, pu kouto ce nopumanaT AJIAT u ACAT, ocTaBat aCUMITOMAaTHYHH U
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CTOMHOCTUTE Ha EH3UMUTE C€ TIOHMXKABAT WIH C€ HOPMAIU3UPAT U NIPH NPOIBIDKABaHE, U IIPU
CIHMpaHe Ha JICYCHUETO ¢ HHPIUKCHUMAa0, KAaKTO U MPH KOPEKLHs Ha ChIIbTCTBaara repanus. [Ipes
MOCTMApPKETHHIOBUS TIEPHOJT UMa CHOOIICHUS 32 UKTEP U XEMAaTHT, IIOHIKOTa C XapaKTepPUCTHKA Ha
ABTOMMYHCH XCIaTUT, ITPH NAIUEHTH, JICKYBaHU ¢ HHPIUKCHUMA0 (BK. Touka 4.4).

Tadauua 2
IIpouenT Ha manueHTUTe ¢ NoBueHue Ha AJIAT npu KIMHUYHU POYYBAHHUS
Tloka3anue Bpoii nanuenTn’ Menuana Ha nepuoza >3 x ULN >5x ULN
Ha TpOoCJIesiBaHe
(cenmunm)*
mianedo | yudnukcu | Wianedo | uHQAUKCH | muanebo | uHQIMKCH | muauebo | MHGIMKCH
Ma6 Mab Mab Mab

Pesmarounen | 375 1087 58,1 58,3 3,2% 3,9% 0,8% 0,9%
apTpuT!
Bonect Ha 324 1034 53,7 54,0 2,2% 4,9% 0,0% 1,5%
Crohn?
Bonecr Ha N/A 139 N/A 53,0 N/A 4,4% N/A 1,5%
Crohn npu
Jena
Yaueposen 242 482 30,1 30,8 1,2% 2,5% 0,4% 0,6%
KOJIUT
Ynueposen N/A 60 N/A 49,4 N/A 6,7% N/A 1,7%
KOJIUT MIPH
Jena
Amnkuosupani | 76 275 24,1 101,9 0,0% 9,5% 0,0% 3,6%
CHOHIMIIAT
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%
TUTaKA

1 TMaumenrtute B miane0o rpynuTe MOJy4aBaT METOTPEKCAT, JOKATO TE3H B TPYIHTE Ha JICUCHHUE C
nHpIUKcHMa0 MOTyYaBaT KakTo HHPIMKCHMA0, Taka U METOTPEKCar.

2 TMaumenrture B mianebo rpynure, npy asere npoyusanus daza I1I npu 6omect Ha Crohn — ACCENT I n
ACCENT II, nonyuaBar HauanHa 032 oT 5 mg/kg nHpmukcruMal B HA4aI0TO Ha MPOYYBAHETO, KaTo MO
BpeMe Ha MMoAabpiKaiiara ¢asa moxydyanart miane6o. [larmenTuTe, KOUTO ca paHAOMHU3HPAHH B TPYIIUTE Ha
MTOUTBPIKAIIIO JICUEHHE, TOTyYaBally [1are6o, HO BIIOCIEICTBHE MUHABAT Ha JIeUeHNe ¢ HH(PIUKCHIMA0, pH
ananm3a Ha AJIAT ca BitoueHu B Tpymnara Ha Jedenne ¢ uHpnukcumad. B nsnureane daza I1Ib npu 6onect
Ha Crohn - SONIC, nanuenTure Ha mianebo ca noxyuaBanu AZA 2,5 mg/kg/nHeBHO KaTo aKTHBHA
KOHTpOJIa B IOMBJIHEHNE KbM HHY3UHTE Ha IUIane0o nHdaukcnmao.

3. bpoit nanueHTu, npu KOUTO ca olleHsaBaHu cToiHocTuTe Ha AJIAT.

4. Menuanara Ha TIepHoJia Ha MpocCieIsiBaHe € Bb3 OCHOBA Ha OpOs Ha JICKYBaHHUTE MAIIMEHTH.

Autunykieapuu auturena (ANA)/antutena cpenry asoitHoseprxkHa JIHK (anti-dsDNA)

[Tpu npuOIM3UTENHO MOJIOBUHATA OT JICKYBaHUTE B KIIMHUYHU MTPOYUYBAHUS C HHPINKCUMAO
MalUeHTH, KOUTO U3XOAHO ca 6mnn HeratuBHH 3a ANA, B X01a Ha npoyuBaneTo ANA ca ce
MO3UTUBUPAIIN — 32 CPABHEHHUE MIPU NOITydWInTe 1mianedo nanueHTd ANA ca ce HO3UTHBHPAIU MIPH
npubnuzutenHo 1/5. Anti-dsDNA aHTHTena ce OTKpHUBAT 3a IbPBU BT MIpH NpuOIM3UTENIHO 17% OT
JISKyBaHUTE ¢ MH(PIUKCUMA0 MalMeHTH, JOKATO MpH MoyryduiuTe mianedo — npu 0%. [To mocnenHu
naHHK 57% OT JeKyBaHHUTE ¢ MH(IMKCMMA0 HarueHTy octaBaT anti-dsDNA nosoxurensau. Berpeku
TOBa, ChOOIICHUATA 32 Pa3BUTHE HA JIyIyC-110JJ00OCH CHHIPOM HE ca 4ecTH (BX. Touka 4.4).

HeI[I/IaTDI/I‘-IHa TIOoIyJIanus

Hayuenmu ¢ 106enuien peemamouder apmpum

Wudnukcumabd e u3cneasan B KIIMHUYHO npoyuBaHe npu 120 nauuenty (Ha Bb3pact 4-17 rogunn) ¢
aKTHBCH I0BCHUJICH PEBMATOMICH apTPHUT BBIIPEKH JIeUeHUETO ¢ MeToTpekcaT. [lpu manuenture ca
npwiaranu 3 wim 6 mg/kg nadaukcumad kaTo 3-7030B UHAYKIIMOHEH pexxuM (Ha 0, 2 u 6 cenMulia
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WM ChOTBETHO Ha 14, 16, 20 ceqmuiia), mocieBaH OT MOAIBPIKAIIO JISYCHNE BEAHBXK Ha BCEKU
8 ceqMuIM, CbBMECTHO C JICUEHUE C METOTPEKCAT.

Peaxyuu, ceévpzanu c ungysuama

Peakunm, cBbp3anu ¢ HHQY3UsTA, ca ce pa3BWiIM NpH 35% OT MalMEeHTUTE C IOBSHWICH PEBMATOH/ICH
apTpHT, JeKyBaHH ¢ j03a 3 mg/kg, TOKaTo Mpy ManMeHTuTe, JIeKyBaHu ¢ go3a 6 mg/kg, nHdpy3noHHN
peakiuu ca ce pa3Buiu npu 17,5%. B rpynara namueHTy, JiekyBanu ¢ nagiukcumad ¢ mo3a 3 mg/kg,
npu 4 ot 60-Te MaMeHTH ca HaOJI01aBaH! CEPUO3HU HH(Y3UOHHU PEaKLUH, a IPH 3 OT MAIHEHTHUTE €
MMaJo ChbMHEHHME 33 aHa(MIAKTHYHA peakiys (KaTto B 2 OT CIly4auTe ce € Kacaeyo 3a CepHo3Ha
peakiusi, cBbp3aHa ¢ HHQy3usTa). B rpymara nanuenTH, giekyBanu ¢ 1o3a 6 mg/kg, npu 2 ot 57-te
MAIMEHTH ca HaOI01aBaH! CEPUO3HH PEaKIUK, CBbP3aHH C HHPY3HATA, KATO B SIWHUS CITydali e
MMaJIo ChbMHECHHUE 32 aHA(HIAKTUYHA PeaKIys (BXK. Touka 4.4).

Hmynozennocm

Pa3ButHe Ha aHTHTENA cpenty HHPIUKCUMa0 e Ha0moaaBaHo npu 38% OT MAlMEeHTHTE, JIEKYBaHH C
no3a 3 mg/kg, nokaTo npu nanueHTUTe, JeKyBaHu ¢ no3a 6 mg/kg — npu 12%. Tutpute Ha
aHTUTeNaTa ca OMIIM 3HAYUTEIHO MO-BHCOKH B IpyIiaTa MalMeHTH, JIEKyBaHu ¢ j03a 3 mg/kg,
OTKOJIKOTO B IpyIaTa MalleHTH, JIeKyBaHu ¢ fo3a 6 mg/kg.

Ungpexyuu

Wudexuuu ca HabmomaBanu npu 68% (41/60) ot neuata, JeKyBanu ¢ uHpGIukcuMao ¢ go3a 3 mg/kg B
npoabDKeHne Ha 52 ceamun, npu 65% (37/57) ot neuara, nekyBanu ¢ nHpnukcumad c go3za 6 mg/kg
B IPOAb/DKeHUE Ha 38 cenmuiiu U ipu 47% (28/60) oT nenaTa, mojydaBaiy Iianedo B IpOabIDKEHUE
Ha 14 cenmunu (Bx. Touka 4.4).

Bonecm na Crohn npu neduampuunu nayuenmu

B npoyuBaneto REACH crnemuute HexeaHu peakiiy ca ChOOIAaBaHU MMO-YECTO IPU HeAUATPUIHH
nanueHTH ¢ 0onect Ha Crohn (BX. Touka 5.1), OTKOJIKOTO P BB3pacTHH MALIMEHTH ¢ 0OJIeCT Ha
Crohn: anemust (10,7%), kpbB B u3npaxkHenusTa (9,7%), neskonenus (8,7%), 3auepssiBane (8,7%),
Bupycuu napekuuu (7,8%), nHeyrponenus (6,8%), 6akrepuannu napexny (5,8%), anepruaau
peaKnuu ¢ MposiBH OT CTpaHa Ha auxaTeianuTe nbrua (5,8%). B nonbianenue, ca cho0LIIeHN KOCTHH
¢dpaktypu (6,8%), 3a KOUTO 0Oave He € yCTaHOBEHA IPHUYMHHO-CIIEACTBEHA Bpb3Ka. [lo-nomy ca
M30pOCHU HAKOU MO-CIEIUATHN ChOOPaKeHHUSI.

Peaxyuu, ceévpzanu c ungyzuasma

B npoyusanero REACH 17,5% oT pannoMu3upaHuTe MalMeHTH ca pa3BIIN | WK MOBeUe peakiiny,
cBbp3aHu ¢ uH(y3usITa. He e umano cepuo3Hn HHQY3UOHHY PEeakilny, a MPH JBaMa OT MAlUeHTUTE B
REACH ca ce pa3BuiIn HETEXKH aHAPUIAKTHYHH PEAKIIIH.

Hmynozennocm
AmnTHTeNa cpeity nHpIMKcuMal ca OTKPUTHU IpH 3-Ma (2,9%) OT meauaTpUuIHNUTE MALHEeHTH.

Ungpexyuu

B npoyusanetro REACH cpobuienus 3a nndexnun uma npu 56,3% ot panaoMHU3UpaHHUTE MALIUCHTH,
nexyBaHu ¢ HHpIuKcuMad. CroOmeHusTa 3a HHPEKIUU ca MO-4eCTH NP MAUCHTH, IPU KOUTO
WH(QY3UU ca TIPaBeHU Tpe3 8 CeIMUIIN, OTKOJIKOTO MPH IMAIUEHTH, ITPHU KOUTO ca MPAaBEHU Ipe3

12 ceqmuru (cpotBeTHO 73,6% 1 38,0%), TOKaTO CHOOIIEHHS 32 CEPHO3HU HH(MEKITUH UMa MpU

3 mauueHTH B rpynara Ha HH(y3uH mnpe3 8 ceAMUIM U IIpH 4 MAIMEeHTH B TpyIiaTa Ha HHQY3UU Ipe3
12 ceqmunu. Hait-uecto cpo01aBanuTe HHPEKINU ca MHPEKIIMUTE Ha TOPHUTE JUXATEITHU ITHTHILA H
(bapuHruTH, a Hali-uecTo choOIIaBaHaTa cepruo3Ha nHdekuus e abcuec. MimMa cpobiieHus 3a Tpu
cllydasi Ha ITHEBMOHHUS (€HA TEeXKa) U 1Ba CIy4as Ha XepIec 30cTep (1 ABaTa HETEKKN).

Yaueposzen konum npu deya

Karto 1510, HexxenaHuTe IEKapCTBEHN PEAKLUH, ChOOIICHH B KIMHUYHOTO M3MUTBAHE IPH YIILEPO3CH
kosuT nipu Aeua (C0168T72) u npoyuBanusita npu ynuepo3eH konuT npu Be3pacTau (ACT 1 u
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ACT 2), ca cxogau. B C0168T72, Haii-uecTuTe HEeXEJaHU PeakUy ca NHPEKIUHA Ha TOPHUTE
JIMXaTeIHU THTHUILA, (PapUHTUT, KOpeMHa 00JIKa, TIOBUILIEHA TeMIIepaTypa 1 riaBodonue. Haii-uecto
CpelllaHaTa HeXKeJlaHa Peakiys € BIOIIaBaHe Ha YJIIEPO3HUs KOJIUT, YUSATO YECTOTa € OMiIa MOo-BUCOKA
MIpH ManueHTuTe Ha 12-ceMudeH, B CpaBHEHHUE C Ta3W MU MAIMEHTUTE Ha 8-CEIMUYEH JJO30B PEKUM.

Peaxyuu, cevpzanu c ungyzuasma

Karo 10, 8 (13,3%) ot 60 nekyBaHM NauueHTH ca MOTYYHMIN €AHA WM ITOBEYE PEaKLUH, 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 Tepanusi. Hima choOIeHn cepHo3Hu peakyy, CBbp3aHu ¢ nHQy3usaTa. Beuukn
peaKinu, CBbp3aHu ¢ UHPY3UATA, Ca JISKH 10 YMEPEHH TI0 HHTEH3UBHOCT.

Hmynozenunocm
Amntutena kpM infliximab ca ycranoBenu npu 4 (7,7%) nanueHTH npe3 cenMuiia 54.

Ungpexyuu

WNudexmu ca cpobmenu npu 31 (51,7%) ot 60 nexyBann nanuenty npu CO168T72, a pu 22
(36,7%) ce e HAMOXKWIO TIEPOPATHO WIIH MapEHTEPATHO aHTUMHUKPOOHO JeueHue. [IporeHTsT Ha
narerTute ¢ napexuuu npu CO168T72 € cxoaeH ¢ TO3M MPH NMEAUATPHUUHOTO MPOYIBAHE MPH 0OJIECT
Ha Crohn (REACH), HO 10-BHCOK B CpaBHEHHE C IPOYYBAHUITA IPH BB3PACTHH C YJILEPO3€H KOIUT
(ACT 1 u ACT 2). Obuara gecrota Ha uHexauu npu CO168T72 e 13/22 (59%) npu rpynata Ha
MOJIBPIKALLO JIedeHNE Ha Bceku 8 cenmuin U 14/23 (60,9%) npu rpynaTa Ha MOLABPKAILO JCYCHNE
Ha Bceku 12 ceqmuiiy. MHbekiuu Ha ropaure auxareadu meruma (7/60[12%]) u dapunrut (5/60
[8%]) ca Hali-uecTo chOOIIAaBaHUTE MHMEKIIMK Ha TuXareinHara cucreMa. Ceprno3nu HHOEKIUH ca
cbobmienu npu 12% (7/60) OT BCHUKH JIeKyBaHH MAIUEHTH.

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%]) cpsimo 15/60 [25,0%]). Benpeku ge 6posit
Ha TMAIMEeHTUTE BbB BCsAKA MOJATPYIa € TBBPC MaTbK, 32 Jla CC HAPAaBAT HIKAKBH OKOHYATCITHU
3aKJIFOUEHHUS] OTHOCHO BJIMSTHHUETO Ha Bh3pacTTa BhpPXY Ipoduia Ha 0€30IacHOCT, IIPH MO-BUCOK
MPOLICHT MAIMEHTH B IpyraTa Ha MaJKUTE Jiella MMa CEPUO3HHM HEXEJIaHU PEaKIIuU U MTPEKpaTsABaHe
Mopajy HeXeJlaH! JISKAPCTBEHU PeakIlii, B CPaBHEHHE C TPyIlaTa Ha IOHOIUTe. BrIipexu ue
MPOIEHTHT Ha MAIUEHTHTE C MH()EKINY € OWJI CHINO IMO-BUCOK B TPyIaTa Ha MaJKUTE Jela,
MPOIEHTHT Ha CEPHO3HNTE HH(EKINH € OUIT CXOJIEH U B JABETE Bh3pacToBU rpymu. Karo 1o,
MPOLICHTUTE Ha HEXKEJIAHUTE JICKApPCTBEHU PEaKIMU U PEaKIUUTe, CBbP3aHU C MH(Y3UUTE, ca OMiH
CXOoHU Mexay Tpynute oT 6 10 11 ot 12 g0 17 ronuHm.

Tlocmmapkemunzoe onum

[TocTMapKkeTHHTOBUTE CIOHTAHHH, CEPUO3HU HEXKENaH! PeaKLUy MPU IPUI0KEHUETO Ha
nHGIMKCUMA0 MPH NeInaTpUYHA MOIMyJIalys BKIIOUBAT Pa3BUTHETO Ha 3JI0KaYECTBECHH 3a00IABaHus,
BKITIOUHTEITHO ¥ Ha XenaTocIiuieHaeH T-KIeTh4eH JIMM(POM, MPEXOJHO OTKIOHEHUE Ha
YepHOAPOOHHUTE EH3UMH, JIYITYC-IT0I0OCH CHHIIPOM H TIO3UTHBHPAHE 32 aBTOaHTHUTENA (BXK. TOUKHU 4.4
u 4.8).

HDVI‘I/I CIICIIMAJIHH ITOITYyJIalTnuu

Cmapuecka 8v3pacm

B knMHWYHY pOyYBaHUS MIPU PEBMATOMJICH apTPHT, YECTOTATA HA CEPHO3HA MH(EKIIUHU TIPH
nareHTuTe Ha 1 Hax 65 roaunn (11,3%), nexyBanu ¢ nHGIMKCHMAO0 TUTFOC METOTpeKcar, € Ouia 1mo-
rojsiMa OT Ta3! MpH MaeHTuTe o 65-roauirHa Bb3pacT (4,6%). [Ipu nanuenTuTe, 1eKyBaHU caMo
C METOTpPEKCaT, YeCTOTaTa Ha CepPUO3HUTE HHPEKIHHU € Ouna 5,2% mpu MarueHTUTe Ha U HaJl

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

Cro0I11aBaHe Ha IIOA03MPAHU HEKEITAHN PEAKIINU
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Cro011aBaHeTo Ha TIOJJO3MPAHN HEeXEIIaH! PEaKIluy Clie]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOYKT € BaKHO. ToBa IMO3BOJISIBA Ja PO IBIIKH HAOIIO/ICHUETO Ha ChOTHOIIEHUETO MOJI3a/PUCK 32
JICKapCTBEHUS POAYKT. OT MEAMIIMHCKUTE CIICIUAIMCTH CE U3UCKBA Jla ChOOIIaBaT BeIKa
MOI03MPaHa HeXKEIaHa PeaKIlys Ype3 HAIlMOHAIHA CUCTEMa 3a ChOOIaBaHe, Moco4YeHa B [IpuiokeHue
V.

4.9 IlIpeno3upane

Cryvaun Ha npeno3upane He ca cboOmaBanu. [lpunaranu ca enuanyau 1o3u 10 20 mg/kg 6e3 nposiBu
Ha TOKCUYHOCT.

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 ®apmakoAMHAMHMYHM CBONCTBA

dapMakoTepaneBTHUHA IPyIia: IMyHOCYIIPECOPH, UHXHOUTOPH HAa TYMOP-HEKPOTH3UpaI] PakTop
anda (TNF,), ATC kox: LO4AB02

Inflectra e GuonorunyHoO MO100EH JIeKapcTBEH MPOAYKT. [1oapoOHa nHpopmalys e npeaocTaBeHa Ha
yeOcaiita Ha EBponeiickaTa areHIys 1o jJeKapcTBaTa http://www.ema.europa.eu/.

MexaHus3bsM Ha JEUCTBUE

Wndnukcumad € XMMEpHO YOBEIIKO-MHUIIIE MOHOKJIOHAIHO aHTUTSUIO C BUCOK aMHUTET KAKTO KbM
pa3TBOpuMUS, Taka U KbM TpaHncmeMOpanuus TNF,, Ho He u kbM uMpoTokcuH o (TNFs).

(-DaDMaKOIII/IHaMI/I‘-IHI/I ed)eKTI/I

Nudnukcumad naxubupa GpyHknuonamnara aktuBHOCT Ha TNF, ipu u3cnieBane ¢ roysiM Opoi

in vitro MeToH 3a OMOJOrHYHA aKTHBHOCT. MH(pMKcnMab npeioTBpaTsaBa pa3BUTHETO Ha OoJiecT pu
TPAaHCT€HHHU MUILKH, KOUTO OOJIEAyBaT OT MOJMAPTPUT B PE3YITAT HA KOHCTUTYTUBHA EKCIPECHs Ha
yoBewku TNF,, a xoraro ce npuara cies oTKII0UBaHe Ha 0oJiecTTa, BOIHU /10 B3CTAHOBSIBAHE HA
CTaBHUTE epo3uu. In vivo uHpIuKcuMad 0bp30 00pa3yBa CTAOMIHU KOMILUIEKCH ¢ yoBemkus TNF,,
KaTo TO3M MPOLIEC MPOTHYA YCIIOPEAHO ChC 3arydara Ha OnonoruyHa akTUBHOCT Ha TNF,.

B craBHaTa TE€YHOCT Ha ALMEHTHU C PEBMATOUIEH APTPUT CE€ YCTAHOBSIBA NOBUILIEHA KOHLICHTPALU Ha
TNF, 1 Ta3u KOHIIEHTpaIUs KOperpa ¢ akTHBHOCTTA Ha OonectTa. [IpriioskeHreTo Ha HHPIMKCUMAO
npu OOJIHU ¢ PEeBMATOUIEH apTPUT BOAH O HAMaIsABaHE Ha MHQUITpaLUATa HA 3aCETHATUTE CTAaBU OT
KJIETKM HA BB3IAJICHUETO U OIPAHUYaBa EKCIIPECUsATa HA MEAUATOPH HA KJIEThYHATA aJIXE3Usl,
XEMOATPaKTaHTH, KaKTO ¥ pa3pyliaBaHeTo Ha cTaBHUs xpyuisut. Cien neueHnero ¢ nHGIUKcuMab pu
MAalMEHTHUTE CE YCTAHOBSBA TIOHM)KaBaHEe HA CEPYMHOTO HUBO Ha MHTEpIIeBKHH 6 (IL-6) u
C-peaxtuBen npotenH (CRP) 1 noBuinaBaHe HUBOTO Ha XeMOIJIOOWHA MIPH NALUEHTH C PEBMAaTOUACH
apTpPUT, KOUTO ca C MOHWKEHO HIUBO HAa XeMOTJIOOWH, B CpaBHEHHUE C U3XOHUTE CTOHHOCTH. He ce
YCTaHOBSBA 3HAUYMMO TIOHIKaBaHe Ha Opos Ha TMMQOUUTHTE OT nepudepHa KpbB, HUTO HA
nposnepaTUBHUS OTTOBOP IIPU i1 Vitro MUTOT€HHA CTUMYJIAllMs B CPABHEHHUE C KIETKUTE OT
HeJIEKyBaHU ManuenTy. [Ipy nanueHTy ¢ mcopuasmc JieueHueTo ¢ HHQIMKCHMad BOU JI0
OrpaHMYaBaHe Ha EMUJICPMAIHOTO Bh3NallCHHE M HOpMaTTU3UpaHe Ha TUQepeHIInaIHATa Ha
KEepaTOLUTHUTE B ICOPHATUUHUTE TUIaku. KpaTkoTpaitHoTO sieuenue ¢ nHpaukcuMad Ha GOJIHH C
TICOPHATHYEH apTPUT BOJIM JI0 HAMansiBaHe Ha Opost Ha T-KiIeTKHUTe U Ha KPHBOHOCHHUTE CHJIOBE B
CUHOBUSATA U [ICOPUATUYHUTE IUIAKU.

XHUCTONOTMYHOTO U3CIeBaHe Ha OMOICHH OT J1e0eno YepBo, B3€TH MPEaH JCUYCHUETO C HHPINKCUMA0
1 4 cenMUIIA Ciel MPIIOKEHUETO MY, IOKa3Ba 3HAYNTEIHO ToHkaBane Ha TNF,. JleuenueTo Ha
nanueHTH ¢ 6onect Ha Crohn ¢ HHPIMKCUMAO € CBBP3aHO M ChC 3HAYUTEITHO TOHIKaBaHE Ha
CTOMHOCTHTE Ha yecTo mosuiIeHus octpodaszon Oentsk CRP. [Ipu nexkyBanu ¢ nndpnnkcumad
MaIlMeHTH OOIIMAT JIEBKOLIMTEH OPOi HE ce MPOMEHsI MHOTO, MaKap CTOMHOCTUTE Ha TUM(OIIUTHTE,
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MOHOLIUTHUTE M HEYTPOPHUIUTE Aa TIOKA3BaT TEHACHIM KbM HOpManu3upane. [lpu nexyBanu ¢
nHIMKCUMA0 MaMeHTH MOHOHYKJICapHUTE KIETKH OT IeprdepHa KPbB ca ¢ HeIPOMEHEH
nposnepaTUBEH OTTOBOP MIPH CTUMYJIAINS B CPABHEHUE C HEJICKYBaHH MAIIMEHTH, CIIE/I JICYCHUETO C
nHpIMKCUMAa0 He ce HaOroIaBa v 3HaYMMa MPOMSIHA B IPOYKIIUATA HA TUTOKUHU OT
CTUMYJHMpaHUTE MOHOHYKJICApHHU KJIETKH. V3cnenBaHneTo Ha MOHOHYKJIEApHU KIIETKH OT JaMHUHA
MPOMpPHs OT YPEBHA JIMT'ABHLIA, B3€TA Upe3 OMOIICHs, TOKa3Ba, Ye JICUYCHUETO C MHPIMKCUMA0 BOAU A0
HamalsBaHe Ha Opost Ha KieTKuTe, ekcripecupaiy TNF, u uarepdepon- y. JlombIHATETHHI
XHMCTOJIOTMYHM U3CJICABAHUS MTOKA3BaT, Y€ JICUCHUETO ¢ MH(PIUKCUMAa0 BOAU 10 HaMaJlsiBaHe Ha
WHHUATpALMATA HA 3aCETHATUTE OT OOJIECTTA YYaCThLH OT YepBaTa C KJICTKH Ha Bb3MAICHUETO U
HaMaJIsIBaHE Ha EKCIIPECUsATa Ha MapKEPH Ha BB3MAJICHUETO B ChINUTE yyacTblU. VIMa naHHU 3a
JIMTAaBUYHO O3JPABSIBAHE, NIOJYUYEHU OT €HJIOCKOIICKO U3CJIEABAHE HA YPEBHA JINTABULIA IIPU MTALIMEHTH,
JIeKyBaHH ¢ HH(IUKcUMAaO.

Kinnnnuna edrkacHOCT U 0€300aCHOCT

Pesmamouden apmpum npu 6vb3pacmuu

EduxacHoctra Ha nedeHnero ¢ nHGIMKcHMa0 € OlleHEeHa B IB€ MHOTOLICHTPOBH, PaHIOMHU3HUPAHH,
nBoiHoceny, nmuioTHU kmHu4HY npoyuBanus: ATTRACT u ASPIRE. U B nBere npoy4BaHus €
Ouyia mMo3BoJIeHa eJHOBPEMEHHA yroTpeda Ha (oyreBa KHCEIHHA, IEPOPATHI KOPTUKOCTEPOUIH
(< 10 mg/mHeBHO) W/WiIK HECTEPOUAHM TPOTHBOBB3NanuTeaHu cpeactsa (HCIIBC) B mocTosHHU
JO3H.

[IbpBUYHUTE KpallHU TOYKHU ca OWJIM OBNA/IIBAHE HA MPHU3HALIUTE U CUMIITOMUTE, OIICHEHU CIIOPE]T
kpurepunte Ha AMepukaHckus Konex no Pesmaronorust (ACR 20 3a ATTRACT, ACR-N 3a
ASPIRE), npo¢dunaktupane Ha CTpyKTYPHO YBpeXJaHe Ha cTaBaTa U (yHKIHMOHAIHO MOJOOpEHHE.
OBJasBaHETO Ha MPU3HAIIUTE U CUMIITOMUTE € Ie(PMHUPAHO KaTo mojo0penue ¢ mone 20%

(ACR 20) xakTo B Opost Ha OOJIE3HEHUTE, TaKa U Ha OTOYHHTE CTaBH, CIIOPE]] IOHE 3 OT CIIEIHUTE

5 kputepus: (1) oOma oneHka Ha nekaps, (2) o0Ia oreHka Ha manueHTa, (3) QyHKIHOHaTHA OIleHKa
Ha CTaBara, (4) omnpejessaHe Ha CUilaTa Ha OoJIKaTa [0 BU3yajHaTa aHAJIOrOBa cKaJia U (5) CKOpOCT Ha
yTasiBaHe Ha eputporutute win C-peaktuBer nporerd. ACR-N u3nois3sa chliuTe KPUTEPHU KaTO
ACR 20, n3uncnenu 3a Hali-c1a00 U3Pa3eHOTO MOJOOPEHHNE B OPOsi HA OTOUYHHUTE CTABU M Opos Ha
OoJie3HEHHTE CTAaBH, U MEJHaHaTa Ha OCTaBalIuTe 5 mokaszarens no kpurepuute Ha ACR.
CTpyKTypHOTO YBpEX/IaHE Ha CTaBUTE (€pO3UH U CTECHSIBAHE HA CTaBHATA IIeTKa) KaKTO Ha CTaBUTE
Ha pblLIETe, TaKa U Ha CTaBUTE Ha KpakaTa, Ce OLICHIBAILE 110 IPOMIHATa B CPAaBHEHHE C U3XOJHATA
croitHocT Ha Monuduuupanus ckop no van der Heijde-Sharp (0-440). 3a onpenensne Ha npoMsHaTa
Ha (PU3HYECKOTO CHCTOSHIE B CPAaBHEHUE C U3XOJHOTO CE€ M3IOJI3BAIlIe BHIIPOCHUKHT 3 OIICHKA Ha
3apasero (BO3, 0-3 crenen).

B munanie6o-kontponupanoro npoyuBane ATTRACT e ouensiBan otroBopsT Ha 30, 54 u 102 cenmuia
npu 428 manueHT ¢ akKTUBEH PEBMATOUICH apTPUT, BBIIPEKH JICUEHHUETO C METOTPEKCaT.
[pubnuzutenno 50% ca 6unu ot Il pynkumonanen knac. [lanuentuTe ca mosryyaBany wid miane0o,
nnn 3 mg/kg nnmn 10 mg/kg nndmmukcumad Ha 0, 2 1 6 ceamuua, cie; KOeTo — npe3 4 1 § CeAMULH.
Bceuuky nanueHTy ca OWiIM Ha IMOCTOsSIHHA [103a METOTpeKcaT (cpenHo 15 mg/ceaMuyHo) B
MpOABIDKEHNE Ha 6 Mecela peay BKIIOYBAHETO B IPOYYBAHETO U Ca OCTaBAJIM Ha ChIIATA IIOCTOSIHHA
7103a 10 BpeMe Ha ISJI0TO MIPOyUYBaHe.

Pesynrarute Ha 54 cenmuna (Bb3 ocHoBa Ha ACR 20, monuduiupanus ckop no van der Heijde-Sharp
n BO3) ca mokazanu Ha Tabmuna 3. [To-Bucoka crenen Ha kimHUYeH 0TroBOp (ACR 50 1 ACR 70) ce
ycTaHoBsBa Ha 30 1 54 cenMuIla BbB BCHUYKHU TPYIIH, JIEKYBaHH ¢ HHGIMKCUMA0, B CPaBHCHHE C
TPYNUTE HA JICYEHUE CaMO C METOTPEKCaT.

3abaBsHe Ha nporpecusiaTa Ha CTPYKTYPHOTO YBPCXKAAHC HA CTABUTC (eposnn " CTCCHABAHC HA

CTaBHATAa IIETKa) CE YCTAaHOBsIBA Ha 54 ceIMUIla BbB BCUYKHU TPYITH, JIEKYBAaHU ¢ HHOIMKCHMA0
(Tabnuua 3).
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Edexrute, ycranoBenu Ha 54 ceqmuiia, ce 3aaspxkat 1o 102 cemmuna. [lopaau Opos Ha cimyvante Ha
CIIUpaHE Ha JICYCHUETO, 3HAUMMOCTTA Ha pa3iuKaTa MEXy IBETE IPYIU HAllUCHTH — JICKYBAHUTE C
HHGIMKCUMA0 U JIEKyBaHUTE C METOTPEKCAT, HE MOJKE J1a CE OIPEICIIH.

Tadauua 3
ACR 20, CTPpyKTYpHO yBpe:KIaHe Ha cTaBaTa U PU3NYECKO ChCTOsIHUE HA 54 cenmuia,
ATTRACT

Nnpmukcumad®

Kontpors 3 mgk 3 mgk 10mgk 10mgk Bceuukn

arpymna® g g g g MTallMEHTH HA
mpe3 8  mpe34  mpe3 8 npes 4 nHpIIKcHMab
CeIMUIl CEAMHMIL[ CeAMHI]  ceaMuI °
u u u u
IMaruentu ¢ orrosop ACR 20/ 15/88 36/86 41/86 51/87 48/81 176/340
OrensiBann nanueHTH(%)¢ (17%) (42%) (48%) (59%) (59%) (52%)
O6m1 cxop! (MoauduIIpan ckop
o van der Heijde-Sharp)
[IpomsiHa B cpaBHEHME C 7,0+£103 13+ 1,6 £ 02+3,6 -0,7+ 0,659
M3XO0JHATA CTOMHOCT (CpeiHa + 6,0 8,5 3,8
SD¢)
Menunana 4,0 0,5 0,1 0,5 -0,5 0,0
(MHTEpKBapTHIICH pa3Max) (0,5-9,7) (-1,5- (-2,5- (-1,5- (-3,0- (-1,8-2,0)
3,0) 3,0) 2,0) L,5)
[Marnuentu 6e3 13/64 34/71 35/71 37/77 44/66 150/285
BJIOIIIABAHE/OLICHBAHH (20%) (48%) (49%) (48%) (67%) (53%)
narueHTtH (%)°
[Ipomsana BB BO3 cniopen 87 86 85 87 81 339
HU3XO0JHATa CTOMHOCT®
(orIeHsIBaHU MALIMEHTH)
Cpenno + SD¢ 0,2+0,3 04+ 0,5+ 0,5+05 04+04 0,4+04
0,3 0,4

a  KOHTpPOJIHA IpyIla = BCHYKH MAIIMEHTH ¢ aKTHBEH PA, BBIIPEKH JICUEHHETO C METOTPEKCAT B IIOCTOSIHHA
71032 B ITPOIbIDKEHHE Ha 6 Mecela IIpeIy BKIIOUYBAHETO, KaTO ca OCTaHAIM Ha IOCTOSIHHA 71032
METOTpeKcaT Mo BpeMe Ha Ipoy4yBaHeTo. Jlomyckalo ce € CbBMECTHOTO MPHIIOKEHNE B IOCTOSIHHU
JI037 Ha repopaiau Koptukocrepornnu (< 10 mg/maesno) n/wmm HCIIBC, u ca naBaHu 100aBKH C
(honmeBa kucenuHa.

b  BCHYKHM MalpeHTH Ha UHQIMKCUMAO ca MoJy4aBalid U METOTpeKcar ¢ (hoJreBa KHCeJInHa, a HIKOH — U
koptuxoctepouau u/uan HCIIBC.

¢ p<0,001 3a Bcsika rpymna Ha JiedeHHe ¢ HHPIMKCUMAO cpelry KOHTpOoJIHATa TpyIa.

d mo-BHCOKHMTE CTOWHOCTH O3HAYaBAT IO-TEKKO CTABHO YBPEKIAHE.

e BO3 = BbnpocHuk 3a OIleHKa Ha 3ApaBETO; IO-BHCOKUTE CTOHHOCTH 03HaUaBaT M0-C1a00 U3pa3eHO

YBpEXIaHE.

B nmpoyuBanero ASPIRE e onensiBan otroBopsT Ha 54 ceamuria ipu 1 004 manmenTH, HEIEKyBaHH 10
MOMEHTa C METOTPEKCAT, C aKTUBEH PEBMATOU/ICH apTPUT C MaJIKa JJABHOCT (IaBHOCT Ha OoyiecTTa

< 3 ronunu, meauana 0,6 ronuHu, MeaaHa Ha Opost OTOYHHU U OOJIE3HEHU CTaBU ChOTBETHO 19 u 31).
Bcenuky nanueHTy ca OMIM HOUI0KEHN Ha JICUeHUE ¢ METOTPeKcar (J103a, ONTUMHU3UpPaHa Ha

20 mg/ceamuuHO Ha 8 cenMuIa) B KOMOMHANMS ¢ 1uiarne6o niu nHpaukcnmab B 1o3a 3 mg/kg nmm

6 mg/kg Ha 0, 2, u 6 ceqmuIIa, CIIe] KOETO BeIHBXK Ha 8 cenMuIi. Pesynrarute Ha 54 cenmmuna ca
npenctaBeHu B Tabmuna 4.

Ha 54 cemmuna ot nedeHneTo ¢ nHPIUKCHMa0 + METOTPEKCaT € OTYETEHO CTATUCTUYECKH 3HAUNMO
MO-TOJISIMO TIOJJOOPEHKE Ha MPU3HAIIMTE U CHMIITOMHUTE B CPaBHEHUE C MOHOTEpAIuUsTa ¢
METOTpPEKCaT, KaTo OI[CHKATa € HallpaBeHa Bb3 OCHOBA Ha MPOICHTA MAIIMEHTH, TIPH KOUTO €
nocturaat ACR 20, 50 u 70.

Han 90% ot marmenture B ASPIRE ca umanu rmoHe 2 moaxo sy 3a HHTEPIpETaIus
pentrenorpadun. Ha 30 u 54 cenqmunia B rpymnara Ha JieueHre ¢ HHQIMKcUMab + MeToTpeKcaT e
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YCTAaHOBCHO IMO-U3pa3CHO 3a0aBsSHE HA CKOpPOCTTa Ha MMporpeCud Ha CTPYKTYPHOTO YBPCIKIAHC B
CpaBHCHHUC C IpyliaTa Ha MOHOTCpPAIIUA C MECTOTPCKCAT.

Ta0auna 4
ACR-N, CTpyKTYpHO YBpe:KIaHe Ha CTABATA U (l)l:lmqeuco cberosinue Ha 54 ceamuua, ASPIRE
Nudnukcumad + MTX
[Tmame6o + MTX 3 mg/kg 6 mg/kg KomOunmpano
Bpoit pangomMu3upaHy NarueHTH 282 359 363 722

[Tpouent Ha nogobpenue copex ACR

Cpenno = SD* 24,8 £ 59,7 37,3+52,8 42,0+473 39,6 50,1
[IpomsHa B cpaBHEHHE C N3X0/HATA

CTOHHOCT Ha MOJU(PHULINPAH CKOP I10 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
[Nono6penne BB BO3 B cpaBHEHME C

M3XOJHATa CTOMHOCT—CPEIHO 3a Ieproa

ot 30 no 54 cenqmuna’

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

a p<0,001 Bcsika rpyna Ha nedeHne ¢ MHQOIMKCUMa0 Cpelly KOHTpOJIHATA rPyTa.

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

¢ BO3 = BsnpocHuk 3a OIleHKa Ha 37paBETO; I0-BUCOKUTE CTOMHOCTH O3HAYaBaT MO-c1ab0 U3pa3eHo
yBpEXIaHe.

d p=0,030u<0,001 chOTBETHO 3a TpyNHUTE Ha JieueHue ¢ nHpIuKcuMad B 1o3a 3 mg/kg u 6 mg/kg cpenry
wiane6o + MTX.

JlaHHUTE, KOUTO MOAKPEIST TATPUPAHETO Ha J103aTa IIPH JICUCHUETO Ha PeBMATOMICH apTPHT, ca OT
npoyuBanusita ATTRACT, ASPIRE u START. START e panaoMusnpano, MHOTOLIEHTPOBO,
JBOMHOCIIAIO, MApaAJICIHO TPYIIOBO NPOYyYBaHe 3a 0€30MaCHOCT ¢ TpU paMeHa. B equnus ot norouute
(rpyna 2, n = 329), npu nayeHTUTe C HeAOCTaThYCH OTTOBOP € AOIMYCKAaHO TUTPUpPAHE Ha 103aTa C IO
1,5 mg/kg — ot 3 mo 9 mg/kg. [lpu mo-ronsimara yact (67%) OT Te3u MALUEHTH HE CE € Hatarajio
TUTpUpaHe Ha no3ara. OT MalUeHTUTe, MPH KOUTO € OUII0 He0OOXOAMMO TUTPHPAHE Ha J03aTa, IPU
80% e mocTUrHAT KIIMHIYEH OTIOBOP, a IPH Mo-roysiMaTa 9acT (64%) ot Tsx e Ouiia Heooxoauma
caMo eJHOKpaTHa KopeKuus Ha go3ata ¢ 1,5 mg/kg.

Bbonecm na Crohn npu ev3pacmuu

Huoykyus na pemucusi npu cpedrno meaicka 00 medxcka bonrecm na Crohn 6 akmuger cmaouii
EdukacHocTTa Ha €THOKPAaTHO NPUIIOKEHNE Ha HHPIIMKCUMA0 e Ouia oneHeHa npu 108 marueHTH ¢
aktuBHa Oonect Ha Crohn (mHAeKc 3a akTuBHOCT Ha Oosectta HAa Crohn (CDAI) > 220 <400) B
PaHIOMU3UPAHO, IBOMHOCIAIO, M1a1e00-KOHTPOIUPAHO, 103a-KOHTPOJIUPAHO NpoyuBaHe. 27 OT
108-Te manmeHTH ca oMM JeKyBaHu ¢ HHMIMKcHMa0 B IpenopbpuBaHaTa 103a ot 5 mg/kg. Benuku
MaIMEHTH ca OMITU ¢ HeJIOCTATHYHO MOBIUSIBAHE OT MPE/IIeCTBAIA CTAaHJapTHA Teparus. [[poTOKOIbT
€ MO3BOJISIBAJ €THOBPEMEHHO NMpHJIaraHe Ha CTaHJAPTHH TEPaluy B IIOCTOSIHHU 103U U 92% oT
MalMEeHTHUTE ca IPOIBIDKIIIN A2 TIOIy4aBaT Te3U TEPAIUH.

[IppBHYHaTa KpaiiHa TOYKA HAa MPOYYBAHETO € OMJIa ONpeNesITHETO Ha POLIEHTa MALlMeHTH, IPH KOUTO
€ MMOCTUTHAT KIMHUYEH OTroBop, AeuHupan kato nonmwkenne Ha CDAI ¢ > 70 Touku Ha 4 ceqmuLa B
CpaBHEHME C U3XOJHaTa CTOMHOCT, 0e3 /1a ce Hajara OBUIIIaBaHE Ha J103aTa Ha PWIAraHuTe
JIEKapCTBEHHU MPOJYKTH MM orieparius 3a 6onectra Ha Crohn. [TarmenTure, OTrOBOpHIH Ha

4 cepMuna, ca Oum nmpocneasBanu 10 12 ceamuna. Bropuunure kpailHu TOUKH Ha IPOYYBAHETO
BKJIIOYBAT OIpE/IENsIHE Ha MPOLIEHTA MallMeHTH, KOUTO ca B KIIMHUYHA PEMUCHS Ha 4 ceMHuIa

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

Ha 4 cepmunia, cnen eqHOKpaTHO Iprtokenue, npu 22/27 (81%) oT manueHTHTe, JIeKyBaHH C
nHpakcuMad B 103a 5 mg/kg, € mocTUrHaT KIMHUYEH oTroBop cpeury 4/25 (16%) oT manueHTuTe,
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noryunia ttane6o (p < 0,001). Coino Ha 4 ceqmuta mipu 13/27 (48%) oT 1eKyBaHHUTE C
nH}IMKCUMAa0 MauenTy € nocturara kimangHa pemucust (CDAI < 150) cpemy 1/25 (4%) ot
ianebo-rpynata. [loBiusBaHeTo € 3ano4YBaio Ha 2 ceIMUIA Cie]] MPHIIOKEHUETO, KaTo € IOCTUTAIO
MakcuMyM Ha 4 ceamuia. [1pu nocnennarta Bu3uta Ha 12 ceamuna 13/27 (48%) oT JeKyBaHHUTE C
nHGIMKCUMAa0 MAMEHTH BCE OIIE ca MOKa3Balli MIPU3HAIM Ha MOBIIMSBAHE.

Tlooovporcawo newenue npu cpedno medicka 0o megicka borecm na Crohn npu 6v3pacmuu 8 aKmueeH
cmaouii

EduxacHocTTa Ha 1€U€HHETO C MHOTOKpaTHU MH(Y3uKN nHGINKCUMa0 e 6uia 00eKT Ha 1-TogUIIHO
kiuHugHO npoyuBane (ACCENT I).

00110 573 manueHTH ¢ yMepeHa /1o Te)kKa akThuBHa (hopMa Ha 6ojiectra Ha Crohn (CDAI > 220 < 400)
ca OMJIH JIeKyBaHH ITbPBOHAYATIHO C eAHOKpaTHa MHPy3us B 1o3a 5 mg/kg Ha ceamuua 0,178 ot 00110
580 BxutoueHH B npoyuBaneto naiuertn (30,7%) ca ownu ¢ Texxka Gopma Ha Oostectra (CDAI > 300

W CHITBTCTBAIIO JICYEHUE C KOPTHKOCTEPOUIN H/HIIH UMYHOCYIIPECOPH ), KOETO CHOTBETCTBA Ha
nomynanusaTa, iepuHupana B nokazanusTa (Bx. Touka 4.1). Ha 2 ceqmuia npu BCHUKH HalMEHTH €
Ouya HampaBeHa OLCHKA Ha KIIMHUYHOTO MOBJIMABAHE U ca OMIIM PaHIOMHU3UPAHH B €1HA OT

3-Te rpynu Ha MOJIBPIKAILO JICUEHHE: C IPUIIOKEHNE Ha I1anedo, ¢ MpuIokeHue Ha nH(IMKcumMab
5 mg/kg u ¢ npunoxenue Ha nuHGakcuMad 10 mg/kg. U 3-te rpynu ca mosryyaBajii MHOTOKPaTHU

I/IH(i)YSI/II/I HAa2ub6 ceamMuna, CJIEA KOCTO — Ha BCCKHU 8 CCOMMIIN.

Ot pangomusupanute 573 nanuenTy, npu 335 (58%) KIMHUYEH OTrOBOP € OWII IOCTHTHAT Ha
cenmuna 2. Te3u nauueHTy ca onpeaeneHd KaTo OTTOBOPHIIN HA CEAMMULA 2 U ca BKIIOYCHH B
MbpBUYHUS aHAU3 (BK. Tabnuma 5). OT nanueHTuTe, onpeIeiIeH! KaTo HEMOBIHSIN ce Ha
cenmuna 2, npu 32% (26/81) ot rpynara, nony4asaia miareto, u 42% (68/163) ot rpynara Ha
nedeHne ¢ nHPIMKCUMa0, € TOCTUIHAT KIMHUYEH OTTOBOp Ha cenmuia 6. Cien ToBa B TpyNHUTE HE €
MUMaJo pa3iifKa 10 OTHOLICHNUE Ha KbCHHUS OTTOBOP.

CBBMECTHHUTE MBPBUYHH KPAWHM TOUKHU ca OUITN ONPECIITHE Ha MPOIICHTA MAIlUEHTH, ITOCTUTHAIIN
knuHgHA pemucus (CDAI < 150) Ha ceamuma 30 u BpeMeTo A0 3ary0a Ha OTTOBOp A0 cenMuia 54.

[NoHmkxaBaHe Ha J103aTa Ha KOPTHKOCTEPOUINUTE € OMIIO IOITyCKaHO Ciie]] ceiMuna 6.

Tadauna 5

EdexT BbpXy 0TTOBOpPA M IPOLIEHTA HA IOCTUTaHe HAa pemucusi, JaHHu oT ACCENT I
(oTroBopuJiM Ha ceqMuIIa 2)

ACCENT I (otroBopuim Ha ceqmuma 2)

% TaneHTH

IMoanwpixamio Hoanbpxkamio IToanwpixarnio
JICUCHHE JICYCHUE C JICUCHHE C
[Tnane6o nHpIIKCUMa0 uHpIMKCHMa0
5 mg/kg 10 mg/kg
(n=110) (n=113) (n=112)
(p-cToiHOCT) (p cToitHOCT)
Menunana Ha nepuoaa 7o 3aryba Ha 19 ceqmunu 38 cemmunu > 54 ceqmutu
OTTOBOp 0 ceamuna 54 (0,002) (<0,001)
Cenmuua 30
Knunnyen otrosop? 27,3 51,3 59,1
(<0,001) (<0,001)
Knunnyna pemucus 20,9 38,9 45,5
(0,003) (<0,001)
Pemucus 6e3 mpuem Ha kopTukKocTepoumu 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 pemucus 6e3 puem 5.7 (3/53) 17,9 (10/56) 28,6 (16/56)
Ha KOPTHKOCTEpOUIH’ ’ (0,075) (0,002)

a  Iloumxenne Ha CDAI > 25% n > 70 Toukn.
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ACCENT I (otroBopuiu Ha ceqmuua 2)
% manueHTn

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)

b  CDAI < 150 Ha cemmuna 30 u 54, 6¢3 TalMEHTHT JIa € IMoTyJaBall KOPTHKOCTEPOUIH Mpe3 3-Te Mecena
mpeau ceaMuna 54 (3a marueHTH, KOUTO U3XOIHO Ca TMOTy9aBad KOPTHKOCTEPOHIH).

3amoyBaiiku oT ceamuna 14, npu naryeHTuTe, OTTOBOPHIIN Ha JICUEHUETO, HO IIPU KOUTO
BITOCTIC/ICTBHE KIIMHUYHUAT OTTOBOP C€ € 3aryOuJl, € JOIMyCKaHo MpeMUHaBaHe Ha 103a HHpIMKcuMa0
¢ 5 mg/kg mo-BrucoKa OT 103aTa, Ha KOSTO 10 Havajio ca paHjaoMu3upand. OcemieceT 1 JeBeT
nporenTa (50/56) oT marMeHTuTe, Mpu KOUTO KIMHUYHHUAT OTTOBOP € OWII 3aryOeH MpH MO LTHPIKAII0
neuenue ¢ nHpukcumad B 1o3a 5 mg/kg, cnex cenmuna 14 ca OTTOBOPHIIN HA JICYEHHETO C
nHparkcumab B 1o3a 10 mg/kg.

Ha cemvmumm 30 1 54 B rpynaTa manyeHTH Ha TOAIbPIKAIIO JICYeHUE ¢ MHPIUKCHMA0 € YCTaHOBEHO
nog00peHHe 0 OTHOLICHHE Ha TI0KAa3aTeNIUTE 32 KAYeCTBO Ha KHUBOT, HA CBBP3AHUTE ChC
3a00JIIBAHETO XOCTIUTAIM3AIMH M HA PUJIAraHEeTO Ha KOPTUKOCTEPOHIH B CPABHEHHUE C TpyIaTa
MaIMEHTH, TTOJTyYaBald 1amneoo.

Nudparkcumad cbe nnm 6e3 AZA e OlieHeH B paHIOMH3UPaHO, JBOWHOCIIAIIO TPOYYBAHE C
pedepenten npoaykT (SONIC) npu 508 Bb3pacTHHU MAaLUEHTH ChC CPEIAHO TEXKKA J0 TEXKKA O0IECT Ha
Crohn (CDAI > 220 < 450), xouTO HE ca MoJy4yaBajiy peJy ToOBa OMOJOTHYHH MPOAYKTH WIN
UMYHOCYTIPECOPH H Ca UMaJId MeAMaHa Ha MPOIbDKUTETIHOCT Ha 3a0oisiBaneTo 2,3 roaunu. Ha
M3XOJTHO HUBO 27,4% OT MalMeHTHUTe ca MOIy4aBajii CHCTEMHH KOpTHKocTepouau, 14,2% ot
MAIUCHTHUTE Ca MoJydaBaiy 0yae30HuI U 54,3% OT HmalueHTUTe ca nojdydaBaiu S-ASA cheTUHECHUS.
[NanuenTuTe ca paHAOMH3MPaHU 2 oIydaBaT AZA MoHOTepanusi, *HPIUKCUMa0 MOHOTEPAIUS HITH
KOMOMHMpaHa Tepanus Ha nHdaukcumad wiroc AZA. Madaukcumab e npuarad B 1o3a oT 5 mg/kg
Ha ceamuu 0, 2, 6 1 ciell ToBa Ha Bceku 8 cenmuiin. AZA e naBaH B J1o3a ot 2,5 mg/kg nHeBHo.

[IppBHYHATa KpaiiHa TOUKA Ha MPOYYBAHETO € OMiia KIMHUYHA PeMUCHS 0€3 KOPTUKOCTEpOU Ha
cenmuna 26, nepunupana kato nanueHTy B kimangHa pemucus (CDAI ot < 150), kouTo moHe 3a

3 ceIMUIM He ca MPHEMANIU IEPOPATHA CHCTEMHU KOPTHUKOCTEPOUAH (TIPEIHU30H MM EKBUBAJICHT)
nunu Oyzne30Hu] B 032 > 6 mg/nHeBHO. 3a pe3ynraTu BrkTe Tabmuua 6. [IpoueHThT Ha MAaMEeHTHTE C
03]IpaBsiBaHE Ha JIMTaBUIaTa Ha cenMUIa 26 € OU CUTHU(HUKAHTHO MO-BUCOK B TPYIUTE HA
nHpaukcumad wioc AZA (43,9%, p <0,001) u uadpnukcumabd kato monotepanus (30,1%, p = 0,023)
B CpaBHEHHUE ¢ rpymnaTta Ha AZA kato moHotepanus (16,5%).

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

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

* P-cTOMHOCTHTE TIPEICTABAT BCsAKA Tpylia Ha JieueHne ¢ nHPJIMKcuMab cpenry AZA KaTo MOHOTEparwsl.

CXOaHU TeHACHINH 32 TIOCTUT'aHE Ha KJIMHUYHA peMHCHs 0€3 KOPTUKOCTEPOU ca HabJIIo1aBaH Ha
cenmuna 50. B nonpnnenue, ¢ nnpnrkcumad ce HaOMo1aBa Mo100pEeHO Ka4eCTBO Ha KHUBOT
n3mepeno upe3 IBDQ.

Huoykyus na pemucus npu pucmyausupawa, axkmugua oonecm na Crohn

EdukacHocTTa € OMiia olieHEeHa B PaHIOMHU3UPAHO, JBOWHOCIIAIIO, TUIAIe00-KOHTPOIMPAHO TPOYUYBaHE
npu 94 nanuenTy ¢ ucrynusupaiia 6onect Ha Crohn ¢ JaBHOCT Ha (PUCTYIIUTE TTOHE 3 MeceTla.
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Tpuiicer 1 eAMH OT MaMEHTUTE ca OMIH JieKyBaHH ¢ HH(paKcuMad B no3a 5 mg/kg. [Ipubnusurento
93% OT manMeHTHTE Npeay TOBa ca OWIIM JIEKYBaHU ¢ aHTUOMOTHIY WJIH UMYHOCYIIPECOPH.

JlonyckaHa € ¢IHOBpEMEHHa yroTpeda ChC CTaHAAPTHU TEPAIlUH B MOCTOSHHA 11034, U 83% oT
MaIMEHTHUTE Cca TMPOIBIDKUIIN J1a TIOTyYaBaT Te3u Tepanuu. Ha nanueHTure ca npaBenu 3 uHQy3un Ha
miane6o nin nadaukcrumad Ha 0,2 u 6 cenmuiia. [lepHoasT Ha Mpocie/sIBaHe HA MAIIMEHTUTE € OWJT
10 26 cenmuiy. [IbpBUYHaTA KpaliHa TOYKa HA TIPOYYBAHETO € OWJIa ONpe/eNITHE MTPOICHTA MAI[UCHTH,
MPU KOWUTO € MOCTUTHAT KIIMHUYCH OTTOBOP, Ac(PUHUPAH KaTO HAMAJICHHUE B CPABHEHHE C M3X0THATA
cToiiHOCT ¢ > 50% Ha Opost Ha GUCTYIHTE ChC CEKPENHs MIPH JIEK HATUCK, YCTAHOBEHO IIPH ITOHE JIBE
nocye0BaTeHN BU3UTH (TIipe3 4 cenmMuIn), Oe3 a ce Hajara MoBHIIaBaHe Ha J103aTa Ha MPUJIaraHuTe
JICKapCTBEHU IIPOAYKTH HIIM orepanus 3a 6onecrra Ha Crohn.

Knuangen orroBop e 6w nocrurHar npu 68% (21/31) ot nanuenTure, 1eKyBaHu ¢ HHQIMKCHMa0 B
no3a 5 mg/kg, cpenty 26% (8/31) ot manuentute, noayunu mianebo (p = 0,002). Menuanara Ha
Hepro/ia JI0 TOosIBa Ha OTTOBOP B Ipyliara MalueHTH, JIeKyBaHu ¢ HHPIUKCHMa0, € Oua 2 CeMHIIN.
Menuanara Ha IPOXBIDKUTEIHOCTTA HAa OTroBopa € 12 cemmunu. OcBeH TOBa, 3aTBapsiHE HA BCUYKU
¢ducTyu e OUI0 MOCTUTHATO TIPH 55% OT MallMEHTHUTE, JIEKYBaHU C HHPIMKCUMAO, TOKATO B TUIAIe00
rpynata — rnpu 13% ot nanuenture (p = 0,001).

Tlooovporcawo nevenue npu gucmynusupawa, akmusua bonecm na Crohn

EdukacHoctTa Ha MHOTOKpaTHU MH(Y3UHM HHPIMKCUMAO TPH NMAIMEHTH ¢ QUCTyIM3upaiia 6oJaecT Ha
Crohn e 6una oneHena B exaoroauntHo knuHngHO mpoyuBane (ACCENT II). O6mro 306 ca 6unu
JIEKYBaHU C TPUKPATHO MPHIIOKeHHE Ha MHPIUKcMao B 1o3a 5 mg/kg Ha 0, 2 u 6 cenqmuna. B
HAYaJI0OTO Ha POy4YBaHeTO 87% OT MAllMEHTUTE ca UMaJli IiepuaHanHu uctynu, 14% - bucTynu Ha
KopeMmHata cteHa, 9% - pekroBaruHaiaau ¢puctynu. Menuanara Ha CDAl e 180. Ha 14 cenqmuna

282 manueHTH ca OMIIN OLICHEHH 33 KIIMHUYEH OTTOBOP M PaHIOMHU3UPAHH Jia MOTy4aBaT WK mianeoo,
i nHGIMKcuMab B 103a 5 mg/kg npe3 8 ceamuriu 1o 46 cenMuiia.

OtroBopunute Ha ceamuua 14 (195/282) ca Owin aHanu3upanu 3a IbpBUYHATA KpaiiHa TOUKa -
BPEMETO OT paHJIOMHU3HPAHETO JI0 3arybara Ha otroBop (Bxk. Tabnuna 7). [lonmkaBane Ha 1o3aTa Ha
KOPTUKOCTEPOUJUTE € JOIIyCKaHO ClIe/l ceaMuua 6.

Tabumuna 7
Edext Bbpxy otroopa, 1aniu ot ACCENT II (otroBopu/iu Ha cenmuia 14)
ACCENT II (otroBopuiu Ha ceamuria 14)

Tlopnbprkanio ITonabpxanio p-cToitHOCT

JICYCHUEC JICYEHHUE C

[Tnamne6o nHpIUKCUMab

(5 mg/kg)

(n=199) (n=96)
Mennana Ha meproza 1o 3aryoa Ha 14 cenmunu > 40 cenMUAIA <0,001
OTrOBOp A0 ceaMuua 54
Cenmuna 54
OTroBop Mo OTHOLIEHHE Ha 23,5 46,2 0,001
¢ucrynure (%)
IIbnen oTroBop Mo OTHOLIEHHE Ha 19,4 36,3 0,009

ducrynute (%)°

a Hawmanenwue ¢ > 50% B cpaBHEHHE C U3XOTHUS Opoii Ha CeKpeTHpald (GUCTYIH 3a IepHO
>4 ceaMuITy.

b IIbnna nurnca Ha cekpeTHpanid GUCTYIIH.

3anmouyBaiKku OT ceaMuIia 22, mpy MarueHTUTE, OTTOBOPIIIA Ha JICUCHUETO, HO TIPU KOUTO
BITOCJICJICTBHE KIIMHUYHUAT OTIOBOP € O 3ary0eH, € J0MyCKaHO IpeMUHABaHe Ha aKTUBHO
MTOIThPKAIIO JICUCHUE Ha BCEKH § ceAMHIN ¢ HHPIUKCHMab B 103a, mo-Bucoka ¢ 5 mg/kg ot nozara,
Ha KOSITO TI0 Hadayo ca Omim pangoMusupanu. OT MaleHTHTE B TPyIIaTa Ha JedeHne ¢ MHPIUMKCUMao
5 mg/kg, KOoUTO ca MpeMUHAIIM Ha HOBaTa cXeMa Iopaju 3aryda Ha OTTOBOP MO OTHOILICHUE Ha
¢ductynure cien ceqmuna 22, 57% (12/21) ca oTToBOpHIIM Ha MTOBTOPHOTO JieUeHHE ¢ HHPIMKCHMAO B
no3a 10 mg/kg Ha Bcexu 8 cenMuIy.
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Mexay rpynara Ha jedeHue ¢ nHpaukcuMad u mianedo rpynara HiMa 3HaYUTEIHa pasjiuKa B
MPOIICHTA MAIMEeHTH, TIPY KOUTO 3aTBapsHETO Ha QUCTynuTe ce 3aabppxa Ha 54 ceqmuIa, KakTo | 1o
OTHOIICHUE Ha MPOKTANTHsI, abcriecy 1 MHPEKIMY Ha MTUKOYHHUTE ITBTHIIA U OpOsi Ha HOBOTIOSIBHIIH C€
B X0/1a Ha JICYCHUETO (PUCTYIIH.

[Moxappxaiioro eueHue ¢ HHOIUKCUMa0 Ha BCEKU 8 CEIMUIM 3HAUUTEIIHO € HaMaJIUJIO CBhP3aHUTE
¢ OoJrecTTa XOCIUTAIN3AIIMY U OTIEpAIlK B CPAaBHEHHE C MPUIIOKEHUETO Ha riare6o. OcBeH ToBa ca
OWITM YCTAaHOBEHU M HaMAJISIBAHE HA HYXKJIaTa OT KOPTUKOCTEPOUIN U TIOJOOpsIBaHE HA KAYeCTBOTO Ha
JKHBOT.

Yaueposen kxonum npu ev3pacmuu

Be3zonacHocrTa n eukacHocTTa Ha JTedeHneTo ¢ nHmukcruMab ca onenenu B ase (ACT 1 u ACT 2)
paHIOMU3UPAHU, TBOHHOCIEIH, TUANe00-KOHTPOIMPaHH KIIMHUYHY IPOYYBAHUS IPU BH3PACTHU
MAIUeHTH C YMEPEH 0 TeKbK aKTUBEH yirepo3eH koiut (Mayo ckop 6 mo 12; Enmockorcku ckop

> 2) ¢ HeoCTaThb4€H OTTOBOP HAa KOHBEHIIMOHAHA Tepanus [[IepopaTHi KOPTUKOCTEPOUIH,
aMUHOCAHIIMIATY W/WIM UMyHOMOopyaropu (6-MP, AZA)]. JlomyckaHo € ChITBTCTBAIIO
MIPIJIO’KEHUE HA TIEPOPATHA aMUHOCAIHIIAIIATH, KOPTUKOCTEPOUIU U UMYHOMOTYJIATOPH B CTAOMITHI
no3u. M B nBeTe MpoydYBaHUs MAIMEHTUTE Ca PaHIOMHU3HUPAHH B TPH TPYIH — IIbpBATa ¢ MPHIOKCHUE
Ha 11ane6o, BTopara i Tperara CbOTBETHO C Ipuiioxkenue Ha 5 mg/kg nadmukcumad u 10 mg/kg
nHprkcumad Ha 0, 2, 6, 14 1 22 cenqmuna, a B ACT 1 — u na 30, 38 u 46 cenmunia. CimpaHe Ha
JICYEHHUETO C KOPTUKOCTEPOUIHN Ce I0MyCKa CiIe]l 8 ceMHIIa.

Taoauna 8
EdexT BbpXy KIMHUYHUSA OTTOBOP, KIMHUYHATA PEMHUCHUS U JIUTABUYHOTO 03/IpaBsiBaHe HA 8 1
30 cexmuna.
O61mm nanam ot ACT 1 u 2.
\ Wudnukcumabd

[Tnane6o 5 mg/kg 10 mg/kg 06110
PanpoMusupanu nanueHTu 244 242 242 484
[IpoueHT MaNMeHTH ¢ KIMHUYEH OTTOBOP U TPaeH KJIUHUYEH OTTOBOP
Knununyen otroBop Ha 8 ceamuia® 33,2% 66,9% 65,3% 66,1%
Knunuyen otrosop Ha 30 cenmuna® 27,9% 49,6% 55,4% 52,5%
Tpaen oTroBop
(KIMHUYEH OTTOBOD U Ha 8§, U Ha
30 cenmuia)® 19,3% 45,0% 49,6% 47,3%
IIpoueHT NauUeHTH B KIMHUYHA PEMUCHS U TpaliHa peMucHsi
Knunnyna pemucus Ha 8 ceqmuna® 10,2% 36,4% 29,8% 33,1%
Knunnuna pemucus na 30 ceamuna® 13,1% 29,8% 36,4% 33,1%
Tpaitna pemucus
(pemucus u Ha 8, u Ha 30 cenmuria)® 5,3% 19,0% 24,4% 21,7%
IIpoueHT MAIMEHTH ¢ JJUTABUYHO 03/IpaBsiBaHe
JluraBu4HO 031paBsiBaHE Ha
8 cenmmia® 32,4% 61,2% 60,3% 60,7%
JluraBuuHO 03paBsiBaHE HA
30 cenmmma® 27,5% 48,3% 52,9% 50,6%

a p<0,001 3a Bcsika Tpyma ManueHTH Ha JiedeHue ¢ nHQIUKCuMad cpenry 1iane6o.

B npoyusaneto ACT 1 e onensBana erkacHOCTTa Ha JIEYCHUETO C MHPIUKCUMAO 10 54 ceaMuIa.
Ha 54 cenmuna 44,9% OT nanueHTHTe B TPYIHTE Ha JieueHHe ¢ nHGIMKcMab ca OTroBapsuIi Ha
KpUTEpHUHUTE 33 KIMHUYEH OTTOBOP, AOKAaTO B manedo-rpynata — 19,8% (p< 0,001). Ha 54 cenmuua B
IpynuTe Ha JieueHHe ¢ HHPIMKCUMAO IPH MO-TOJISIM MPOLEHT OT MAlUEHTUTE ca OMIIN MOCTUTHATH
KJIIMHAYHA PEMECHS ¥ IUTABUYHO O37paBsiBaHE B CPaBHEHHE C rpymara Ha mianebo (crorBeTHO 34,6%
cpeuty 16,5%, p< 0,001 u 46,1% cpemty 18,2%, p<0,001). Ha 54 ceqmuiia nporieHTHT Ha MAIUEHTHUTE
C TpaeH OTTOBOP M TpaiiHa peMHCHs € OWJI ITO-BUCOK B IpyIara Ha JIedeHue ¢ HHPIMKcuMao,
OTKOIIKOTO B II1anedo-rpymnara (cbotBeTHO 37,9% cpeuty 14,0%, p< 0,001; u 20,2% cpemry 6,6%,
p<0,001).
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Crimpane Ha kopTuKocTepouante Ha 30 u 54 ceqmulia u 3apprkaHe Ha KIMHUYHATA PEMUCHS € OHITO
BB3MOXKHO TIPH TO-TOJIIM IPOIICHT OT MAI[MCHTUTE B TPYIIUTE HA JICYCHHE ¢ MH(PIUKCUMAO, OTKOIKOTO
B ianebo-rpymara (22,3% cpemy 7,2%, p < 0,001 3a 30 cenqmuiia, coopau ganuu ot ACT 1 u ACT 2;
21,0% cpemy 8,9%, p = 0,022 3a 54 ceqmuna o nanau ot ACT 1).

Anamu3bt Ha coopuute nanau ot npoyuBanusaTa ACT 1 u ACT 2 u TeXHHUTE IPOABIDKEHNUS,
MTOKPUBAII] BPEMETO OT HA4aJI0TO Ha MPOYYBAHETO A0 cenMuIia 54, moka3zpa HamajieHHE Ha CBHP3aHUTE
C YJILEPO3HHS KOJUT XOCTIUTAIN3ALNH U XUPYPTUYHN HHTEPBEHIMY TP MALEHTHUTE, JICKYBaHH C
nHbpmKkcuMad. CBbp3aHUTE € YILEPO3HUS KOIUT XOCIUTAIH3ALMH €A 3HAYUTEIHO [10-MaJIKO B
rpynuTe Ha JedeHue ¢ nHpukcumad B 1o3a 5 u 10 mg/kg B cpaBHEHHE C IpynaTa NalMEHTH Ha
tane6o (cpeaen Opoit xocnuranuzauu Ha 100 maruenToroauau: 21 u 19 cpemy 40 B rpymnara Ha
iane6o; cboTBeTHO p = 0,019 u p = 0,007). BposiT Ha CBBp3aHUTE C YIEPO3IHHS KOTUT XHUPYPTHUHH
WHTEPBEHIINH CHIIO € 3HAYMTEIHO [TO-MaIIbK B IPYNUTE HA JieueHue ¢ nHGIMKcuMad B J103a 5 1

10 mg/kg B cpaBHeHue ¢ rpynara Ha mianedo (cpeneH Opoil XUpypruuHi HHTEPBEHLUH Ha

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

[IponeHThT Ha MAIIMEHTHTE, TPU KOUTO € HAIIPaBEHA KOJICKTOMUS B KOMTO U J1a € MOMEHT Ipe3
MbPBUTE 54 CEIMHIIN clie]l ITbpBaTa HHQY3WS Ha IPOYUYBAHUS POIYKT, € ChOpaH U 00pabOTeH Bb3
ocHoBa Ha nipoyuBanusiTa ACT 1 u ACT 2 u Texunute npoabpkeHns. Konekromus e HapaBeHa Mpu
MO-MaJIKO MAIlMEeHTH OT Tpylara Ha jedeHue ¢ nHpaukcumad B no3za 5 mg/kg (28/242 nmm 11,6%
[N.S.]) u oT rpynara Ha yiedenue ¢ nHpaukcuMab B no3a 10 mg/kg (18/242 wmu 7,4% [p = 0,011]),
OTKOJIKOTO NIPH MAaIMEHTHTE OT IpymnaTa Ha mianedo (36/244; 14,8%).

HamansBanero Ha yecToTaTa Ha KOJIEKTOMUHUTE € MPOYYEHO ¥ Bh3 OCHOBA HA JaHHUTE OT JIPYTO
panzomMu3upano aBoitHocsno npoyusane (C0168Y06) mpu xocnuranu3upanu maureHT (n = 45) ¢
YMEPEHO TEXBK A0 TEXKBK YIIIEPO3EH KOJIHUT, KOUTO HE CE MOBIUIBAT OT MHTPABEHO3HU
KOPTHUKOCTEPOUIH U KOUTO CIICAOBATEIHO Ca C MOBUIIIEH PUCK 3a KOJIEKTOMUs. B pamkure Ha

3 mecena OposIT Ha KOJIEKTOMHUUTE € OWJI 3HAYUTETHO TO-MATBK IPH MalUSHTUTE, IOy
eIMHNYHA 1032 HHPIUKcMao 5 mg/kg, B cpaBHEHHE C MAIIMEHTHTE, MOTYYHIH IU1anedo (CbOTBETHO
29,2% cpemy 66,7%, p = 0,017).

ACT 1 u ACT 2 noka3zBat, 4e HHPIUKCUMa0 Mo100psiBa Ka4eCTBOTO Ha JKHUBOT, KOETO Ce
MOTBBPXKIABA KAKTO OT CTATUCTHYECKH 3HAYMMOTO MOJ00pEeHHEe B cieuGUIHMS 3a 3a00JI1BaHETO
BepocHuK IBDQ, Taka u 0T mogoOpeHneTo B reHepruYHHs KpaThK GOpMYJIsp 3a IPOy4BaHE C

36 Touku SF-36.

Auxunosupauy CROHOUAUM NPU 8b3PACIIHU

B 1Be MHOTOIIEHTPOBH, IBOWHOCIIEITH, TUIAIIe00-KOHTPOIMPAHH TPOYUYBAHHUS Ca OIICHEHH
epuKacHOCTTa U 0€30MacHOCTTa Ha MHPIUKCHUMA0 MPH NAUEHTH C aKTUBEH aHKUIJIO3UPAIIl CIIOHTUIIUT
(Bath Ankylosing Spondylitis Disease Activity Index [BASDAI] ckop > 4 u rppOnauna 6onka > 4 o
ckana ot 1 mo 10).

B mepBoTo npoyusane (P01522), koeto e ¢ 3-mMeceuna aBoiHocmAna ¢asa, 70 manueHTH ca
nonyvasaiu wid o 5 mg/kg nadaukcumad, wm mianedo Ha ceamuna 0, 2 u 6 (1o 35 nauueHTH BbB
Besika rpyna). Ha ceqmuna 12 nmanueHTHd OT rpymaTa, mojiydaBaliia miamnebo, ca IpeMHHAIN Ha
neuenue ¢ nHpukcumad 5 mg/kg Ha Beeku 6 cenqmunu 1o cenmuna 54. Cnen mppBara roquHa Ha
MIPOYYBAHETO, MPU 53 MALKEHTH TO € MPOABIKUAIIO KaTO OTKPUTO MPOCIEAABAIIO0 IPOYYBaHE 10
cenmuna 102.

BB BTOpoTO KimanuHO nipoyuBaHe (ASSERT), 279 nauuenTu ca 6uau paHIOMU3UpPAHH Ja
nony4vapat 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 ceqMuiu o ceamuiia 24. Cien ToBa BCUYKY ITAI[UEHTH ca
MpeMHUHAIHN Ha HHpIMKcuMal Ha Bcekd 6 ceamuiy 1o ceamuna 96. [lanuenture ot I'pyna 1 ca
nony4asaiu 1o 5 mg/kg nndpnukcumad. B I'pyna 2, 3amouBaiiku ¢ nady3usra Ha cenmuna 36,
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nanmenTute ¢ BASDAI > 3 npu 2 nocnenoBaTeIHi BU3HUTH, ca Mofly4yasaiu 1o 7,5 mg/kg
nH(pIMKCUMa0 Ha BCEKH 6 ceqMuIy 10 ceamuia 96.

B ASSERT nono0peH#ue 1o OTHOIICHHE Ha MIPU3HAIIUTE M CHMIITOMHTE C€ OTOENsI3a OIle Ha
cenmuna 2. Ha cenmuna 24, 6podar Ha nauneHTute, orroBopuiu no ASAS 20 kpurepuute, € 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 Je4yeHUETO € MPOABDKIIO ¢ 5 mg/Kg Ha BCEKH 6 CEIMUIIH.
Ha cenmumnia 102, 80 manmeHTH ca Ouiau Bee olile Ha JedeHue ¢ nHpmkcnmad u oT Tx 71 (89%) ca
nokpunu ASAS 20 kpuTepuuTe 3a OTTOBOp HA JIEUEHHUETO.

B P01522 nogo6penue nmo oTHOILIIEHHE HA TPU3HAIIUTE U CUMIITOMHUTE CHILO ce OTOENA3Ba OIlIe Ha
cenvuna 2. Ha ceamua 12 6posit Ha nokpusamute BASDAI 50 ckopa e 3/35 (9%) B mnane6o-
rpynara u 20/35 (57%) B rpynata Ha yneuenue ¢ 5 mg/kg unduukcumad (p< 0,01). ITpu 53-ma
MAIUSHTH JICUSHUETO € MPOAB/DKIIIO ¢ 5 mg/kg Ha Bceku 6 ceamuiii. Ha cenmuna 102, 49 nanuentu
Bce ole ca ouiu Ha jJeueHne ¢ nHpumkcumad u ot Ts1x 30 (61%) ca nokpunu BASDAI 50
KPUTEPUUTE 32 OTTOBOP.

W B nBete mpoyuBaHUsS (PU3NYECKUTE BH3MOKHOCTH M KA4ECTBOTO HA XKHUBOT, onpeeneHu upe3 BASFI
ckopa (Bath Ankylosing Spondylitis Functional Index) u upe3 kacaemute GpuU3NIECKOTO CHCTOSTHHE

BBIIPOCH Ha KPATKHUS BBIIPOCHUK 3a KauecTBO Ha KUBOT SF-36, chIllo Moka3BaT 3HAUMMO [TOI00pEHHE.

Tcopuamuuen apmpum npu 6vb3pacmuu

EdukacHocTTa 11 6€30MacHOCTTa Ha JICUCHUETO ¢ MH(IUKCHMa0 ca OICHCHH B JIBE MHOTOIICHTPOBH,
JIBOMHOCIIEITH, TIAIe00-KOHTPOIMPAHU MPOYYBAHHS MPH MAIUCHTH C aKTHUBEH TICOPUATHYCH apTPHUT.

B mepBoTo knmangHO npoyuBane (IMPACT) edukacHOCTTa M O€30MaCHOCTTA HA JISYEHHETO C
nHpIMKCUMA0 ca olleHeHu npH 104 nanueHTH ¢ moauapTHKyIapHa GopMa Ha aKTUBEH NICOPUATHYCH
aptput. ITo Bpeme Ha 16-cenmuunaTa ABoiiHOCHANA (paza, marueHTuTe (Mo 52 BbB BCsAKa Ipyma) ca
nony4apaiu win nHIKkcuMab 5 mg/kg, wim mnane6o, Ha 0, 2, 6, u 14 cenmuna. Ot 16 ceamuna
MAaIMEHTHUTE OT IUIale0o-rpynaTa ca IpeMUHAIN Ha JieueHHe ¢ HHPIMKCUMA0, KaTo BeYe BCUYKH
MalMEeHTH ca noiay4asaiu mo 5 mg/kg nnpnrukcumal BeIHBK Ha BCEKH § CeAMUIM O ceamuna 46.
Cren u3Tn4aHe Ha TbpBaTa rOJUHA OT MPOYYBAHETO, 78 MAMEHTH ca OCTAHAIN Ha JICYCHUE J10

98 cenMuIia KaTO OTKPUTO MPOYUBAHE.

BB BTOpoTo kimanyHo npoyuBane (IMPACT 2) epukacHocTTa 1 6€30MacHOCTTa Ha JIEYEHUETO C
nHpIMKCcUMad ca orieHeHu npu 200 ManueHTH ¢ aKTUBEH MICOPHATHYEH apTPHT (> 5 OTOYHH CTaBH U
> 5 6one3nenu crasu). [Ipu 46% OT marueHTUTE € MPOIBIDKABAIIO U JICUCHUE C METOTPEKCAT B
crabuiHa 103a (< 25 mg/ceqmuyno). [lo Bpeme Ha 24-ceaMuyHaTa JBOWHOCIIATIA (ha3a, MAUEHTHTE
(o 100 BBB Besika rpyma) ca mojaydaBain ik nHbaukcumad S5 mg/kg, wium mianedo, Ha 0, 2, 6, 14 u
22 cenmuna. Ot 16 cenmuna 47 naieHTH ot ianedo-rpynata ¢ < 10% nomoOpeHue B CpaBHEHUE €
HAYaJIOTO HA IPOYYBAHETO MO OTHOIIICHUE KAaKTO HA OTOKA, TaKa U Ha DOJKaTa B CTaBUTE, ca
3aroYHaIM WHAYKIIMOHHO JiedeHne ¢ nHpmukcumMab (panHo mpeskirouBane). OT 24 ceqMuiia BCHYKH
MaIMeHTH OT TIare0o-rpynara ca 3aoYHaId HHIYKIIMOHHO JICUeHHE ¢ HHPIIMKCUMAO0, KOETO €
MPOBIDKIIIO 10 46 ceMUIIA TPU BCUYKH MAITUCHTH.
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OcHoBHHuTE pe3ynTaty o oTHowmeHue Ha epukacHoctTa oT IMPACT u IMPACT 2 ca npencraBeHu B
Tabmuna 9 no-noiy:

Tadauua 9
IMPACT n IMPACT 2 — Edexr Ha jgedyennero Bbpxy ACR n PASI
IMPACT IMPACT 2*
IMnane6o  Wudmukcuma  MHbnukcuma [Tnae60 WNndnukcuma  Mudnukcuma
(16 0 0 (24 0 0
cenmuna) (16 cenmuma) (98 ceqmuma) ceIMUIa) (24 cegmuna) (54 cenmumia)

Pannomusupanu 52 52 N/A? 100 100 100

MAICHTH

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%)
Otroop 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**

*  Uzpwpmen [TT-ananus, kKaTo MaIMEHTHTE, 32 KOUTO HAMA JaHHU, Ca CMATAHH 32 HCOTTOBOPHIIH HA
JICYCHHUETO.

a Jlagaute ot 98-a cenqmuna B IMPACT BriltoYBaT KaKkTO MAIUCHTH, PEMUHANN OT IUIae0o Ha
nH}pIMKCHMa0, Taka U MAIUCHTH, JICKYBaHU C HHQIUKCUMA0 U MPOIBIDKIIA B OTKPUTO MPOYYBAHE.

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

** Orroop PASI 75 e e BitoueH B IMPACT nopaau mankus 6poit; p< 0,001 3a unpmukcumad cpenry
miane6o Ha 24-a cenmuna 3a IMPACT 2.

B IMPACT u IMPACT 2 xiauHHMYEH OTTOBOp € HaOIIi01aBaH olle Ha 2-a ceaMulla, KaTo ce 3abpxKa
CBOTBETHO 10 98 cenmuna u 54 cenmuna. JleueHneto € ehUKacHO KaKTO ChC CHITBTCTBALIOTO
MPUIOKEHHE HAa METOTPEKCAT, Taka U KaTo MOHOTepanus. [Ipu JekyBaHuTe ¢ MHPIUKCUMAO MaUeHTH
€ OTYETEHO MOHW)KaBaHEe Ha CTOWHOCTHUTE HA TIapaMeTpUTe, TUITWYHU 32 reprudepHa aKTHBHOCT Ha
IICOpUaTHYCH apTPUT (KaTo Opoii Ha OTOYHHUTE CTaBH, OpOM Ha OOJNIC3HEHUTE CTaBU, JAKTHIUT U
EHTE30IaTHs).

B IMPACT 2 ca oneHsiBaHH PSHTICHOJIOIMYHUTE TpoMeHH. HampaBeHnu ca peHTreHorpaduu Ha
JUTaHWUTE W XOJIMJIaTa U3X0QHO, Ha cenmunia 24 n Ha ceamuiia 54. Ha cenmuna 24 neueHueTo ¢
nH}pIMKCUMa0 1MoKa3Ba 3a0aBsHe HAa CKOPOCTTa Ha MPOrpecHs Ha NMepuepHOTO CTABHO YBPEXKIAHE B
CpaBHEHHE C MPWIOKEHUETO Ha IJanedo (TbpBUYHA KpaifHa TOYKa), U3MEPEHO Ype3 MpoMsHaTa B
CpaBHEHHE C M3XO0JIHATA CTOMHOCT Ha 00IIus Moauduimpan ckop Ha van der Heijde-Sharp (vdH-S
ckop; cpenuust ckop + SD e 0,82 + 2,62 3a mnauebo-rpynara u -0,70 £+ 2,53 3a rpynara Ha JeUeHHUE C
uHpmkcumad; p< 0,001). B rpynara Ha jeyeHne ¢ MHPIUKCUMa0 cpegHaTa mpoMsiHa Ha OOLIHs
Momudunupan vdH-S ckop ocrasa mon 0 u Ha ceamuna 54.

[Ipu nexyBanuTe ¢ MHQIMKCMMAO MAMEHTH € HAOMI0AaBaHO U 3HAYMMO (PYHKIIMOHATIHO Mogo0peHue,
oT4eTeHO Bb3 ocHOBa Ha BO3. Bb3 ocHOBa Ha BhIIpocHTE 3a (U3NUECKA AKTUBHOCT U TICHXHYHO

cberosiue B SF-36 € oTueTeHo 1 3HaYUMO 1o100peHne Ha KauecTBoTo Ha kuBoT B IMPACT 2.

Ilcopua3zuc npu 6v3pacmuu

EdwukacHoctTa Ha nedenuero ¢ nHGIMKCUMAO € OIleHeHa B B MHOTOIICHTPOBH, PaHIOMHU3HUPAHH,
nsoitHocienu npoyuBanusa: SPIRIT u EXPRESS. B nBete npoyuBaHus ca BKIIOUEHH MALUEHTH C
XPOHUYEH IICOPHA3UC C TICOpHATHIHM I1aku (¢ > 10% 3acsirane Ha TeliecHaTa MOBBpXHOCT U PASI
ckop > 12). OcHOBHATa 1Ie ¥ B IBETE MPOYYBAHUS € J1a CE& OIICHH MPOIEHTHT MAIUEeHTH, ITPH KOUTO Ha
10 cenmuria € mocturHaro mogoopenue ¢ > 75% Ha PASI B cpaBHeHHE ¢ N3X0IHATA CTOMHOCT.
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B SPIRIT e ouenena epuxacHocTTa Ha HHGIMKCHMa0 KaTo JieueHHE 32 MHAYKLUS Ha PEMHUCHS TIPU
249 manyeHTH ¢ ICOPUATUYHH IIJTaKH, JeKyBaHU npeau ToBa ¢ PUVA unu cucTeMHH JIeKapCTBEHH
npenapaTty. B paznuunnTe rpynu ca npuiaranu nHGmkcuMab B 1o3a 3 mg/kg, napaukcumad B 103a
5 mg/kg nim riane6o kato uHQy3us Ha 0, 2 u 6 ceamuna. [lannenture ¢ > 3 TOUKU CrIOpes OLIEHKATA
Ha JIeKaps ca CMITaHH 3a IOKa3aH! 3a JOIIbIIHUTENHA HH(Y3HS Ha 26 ceqMuIa.

B SPIRIT nporenTsT manuentu, mpu kouto Ha 10 cenmuia e mocturaat PASI 75, e 71,7% B rpymara
Ha neuenue ¢ 3 mg/kg nadaukcumad, u 87,9% B rpynara Ha nedenue ¢ 5 mg/kg nndauxcuman,
nokaro B marebo-rpynara — 5,9% (p < 0,001). Ha 26 ceqmurnia, 20 ceaqmunu cies mociegHaTa
WHAYKIWOHHA 7033, oTroBop PASI 75 e mocturnar mpu 30% oT maneHTuTe B rpynaTa Ha JISUeHHE C
5 mg/kg nadnukcnmad, u pu 13,8% ot nanueHTHTe B rpynaTa Ha neueHue ¢ 3 mg/kg napnukcumad.
Mexay 6 u 26 ceqMuLIa CHMOTOMHTE Ha IICOpUa3uca MOCTENEHHO peLUIMBIpaxa, KaTo MeAnaHara Ha
nepuoJa 10 penuauB Ha 6osectta € > 20 cenmuiy. He e HaOmonasan rebound-geHomeH.

B EXPRESS e oneHeHa eprkacHOCTTa Ha MHAYKIIMOHHATA U TIOAbPIKAIIaTa TePaIus ¢
nH}pmKcuMad npu 378 mauueHTH ¢ ICOPUATUYHU MIaky. [lannenTuTe nomydyaBaxa win
nHmkcumab B 1o3a 5 mg/kg, wim nminauedo karo nays3un Ha 0, 2 1 6 ceamuLa, NOCIEIBAHN OT
MOAIBPIKAIIO JICUCHUE — HHPY3UH TIpe3 § CeaMUIM 10 22 ceMHIIA B TpyIaTa Ha mianedo, 1 10

46 ceqmuua B rpynara Ha nHGIKcuMad. Ha 24 cegmuna nanueHTUTe OT mianedo-rpymnara
peMUHaxa Ha MHAYKIHUOHHO JieueHue ¢ nHdankcumad (5 mg/kg), mociaeaBano oT moaabpskaina
tepanus (5 mg/kg). [Icopua3uchT Ha HOKTHTE € OlleHEeH upe3 MHeKkca Ha TEXKECT MpU IICOpUa3uc Ha
Hoktute (NAPSI). [Ipeau nevenuero ¢ unduukcumad, 71,4% OT manueHTuTe ca OUIH JICKYBaHH C
PUVA, metoTpekcar, TUKJIOCIOPHH MM allUTPETHH, BRIPEKU Y€ He BCUUKU ca OMJIM C PE3UCTCHTHA
Ha Tepanus Gopma. OCHOBHHTE pe3ynTatu ca npejacraBeny B Tadbnuma 10. B rpynara Ha nekyBaHuTe
¢ nH(MKcuMab MalMEeHTH Ollle Ha IbpBaTa BU3UTa (BTOpa ceMHUIIa) € HabmoaaBaH otroop PASI
50, a Ha BTOpara Bu3uTa (1ecta ceamuna) — orroBop PASI 75. E¢ukacHoctTa B rpynaTta naueHTH,
JIEKyBaHH MIpeIH TOBAa ChbC CUCTEMHH JIEKApCTBa, € CXOAHa ¢ 00m1ara e(rKacHOCT B IPOY4BaHETO.

Tadauna 10
Otrosop o PASI, otrosop no PGA u nponeHTa naigeHTH ¢ M34MCTBaHE HA BCHYKU HOKTH HA
10, 24 u 50 cenmuna B EXPRESS

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

10 ceamuna

N 77 301
> 90% nonobpeHue 1 (1,3%) 172 (57,1%)*
> 75% nonobpenue 2 (2,6%) 242 (80,4%)*
> 50% nomobpeHwme 6 (7,8%) 274 (91,0%)
Orenka Ha nekaps — nurcBa 6ouect (0) wru nekxa 6onect (1) 3 (3,9%) 242 (82,9%)®
Orenka Ha nekaps — nurcBa 6ouect (0), nmexa 6onect (1) wmm
yMepeHo u3paszeHa oomnect (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% nogo0peHue 5(6,5%) 248 (89,9%)
Orrenka Ha Jiekaps — aurncsa oostect (0) wiu seka oosect (1) 2 (2,6%) 203 (73,6%)*
Ouenka Ha Jiekapst — nuncBa 6onecrt (0), neka 6omect (1) wm
yMepeHo u3paszeHa oomect (2) 15 (19,5%) 246 (89,1%)*
50 ceamuIa

N 68 281
> 90% nogobpeHme 34 (50,0%) 127 (45,2%)
> 75% nogobpenue 52 (76,5%) 170 (60,5%)
> 50% nomobpeHme 61 (89,7%) 193 (68,7%)
Orrenka Ha Jiekaps — aurncsa oosect (0) wiu seka oosect (1) 46 (67,6%) 149 (53,0%)
Ouenka Ha Jiekapst — nuncBa 6onecrt (0), neka 6omect (1) wim
yMepeHo u3paszeHa oonect (2) 59 (86,8%) 189 (67,3%)
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[Tnane6o — Nudaukcumad
Nudnukcumad 5 mg/kg
5 mg/kg
(12 24 cenmuna)

HN3uncTBaHe HA BCHYKH HOKTH®

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

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

b. n=292.

C. AHaIM3bT € HalpaBeH Bb3 OCHOBA HA U3XOIHMS Opoii manueHTyn ¢ ncopuasuc Ha Hokture (81,8% ot
nanuentute). Cpenante usxonuu pesynrar mo NAPSI ca 4,6 n 4,3 ch0TBETHO 32 rpynaTa Ha JISUeHHE C
nHpIMKcHMa0 ¥ 3a I1anedo rpymnara.

3HaunMO MoJ00peHHe OT U3X0AHOTO HUBO € Jokazano npu DLQI (p < 0,001) u npu pesyarature ot
¢usnyeckara u nicuxuuecka kommnoneHta Ha SF-36 (p < 0,001) npu Besiko cpaBHsIBaHE Ha

KOMIIOHCHTH.

HC,I[I/IaTDI/ILIHa nonyJianusa

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

B mpoyuBanero REACH 112 mauuenTu (Ha Bb3pacT oT 6 10 17 ronquHu, Meana Ha Bb3pacTTa

13,0 romunm) ¢ ymepeHa 1o Texxkka aktuBHa 6onect Ha Crohn (Meauana 40, ciopen CDAI mpu
MeANATPUYHY MMAMEHTH ) U HEIOCTaThUeH OTIOBOP Ha CTAaHAAPTHO JICUCHHE ca MoIydnin 5 mg/kg
nHpakcuMad Ha 0, 2, u 6 ceamuna. Bcnuky manueHTH € TpsOBaio na ObaaT Ha cTadmiHa 103a 6-MP,
AZA v MTX (35% oT TsX ca moJiyqaBaii 1 KOPTUKOCTEPOUIN Ha U3XOAHO HUBO). [lanmenture,
KOUTO TIO MPEIeHKa Ha M3CJIEJOBATEINTE Ca IIOCTHTHAIIM KJIMHUYEH OTTOBOp Ha ceamuna 10, ca
PaHIOMHU3UPAHU Ha MOIbPXKAIIO JieueHue ¢ nHpukcuMad S mg/kg npes 8 umu mpe3 12 ceqmuriy.
[Ipu 3ary6a Ha OTroBOpa MO BpeMe Ha MOThPIKAIIOTO JICYCHUE € OMJI0 MTO3BOJICHO TPpEeMUHABAHE Ha
no-Bucoka jo3a (10 mg/kg) v/unu npuiiokeHne Ha MO-KpaTku uHTepBaH (mpe3 8 ceamuiy). TakoBa
MIpeMHUHAaBaHe € OWJIO HAallpaBeHO MpHU TpUeceT U nBaMa (32) OlleHUMU e UaTPUIHA TTAI[eHTH

(9 ygacTHHIIM OT TpyIiaTa Ha IPUIIOKEHUE TIPe3 8 CEIMUIM U 23 yJaCTHUIM OT TpynaTa Ha
npuioxkenue npe3 12 ceqmurin). Cien npeMUHaBaHETo, IPH ABAJECET U YETHPH OT Te3H MallUeHTH
(75,0%) KIMHUYHHUAT OTTOBOP CE€ € Bb3CTaHOBHIL

[IpoleHThT Ha YYaCTHUIIUTE C KIMHUYEH OTroBop Ha cenmuiia 10 e 6w 88,4% (99/112). IIpoueHThT
Ha YYaCTHHUIIUTE B KIIMHUYHA peMucus Ha ceamuna 10 e oum 58,9% (66/112).

Ha cenmuria 30 mpolieHTHT Ha YYACTHUIINTE C KIMHAYHA PEMUCHS € OWJI TO-BHCOK B TPyIaTa Ha
MOTBPIKAIIO JieueHue rpe3 8 cenmuiu (59,6%, 31/52), OTKOIKOTO B TpyIara Ha IO IbPHKAIIO0
nedenue npe3 12 cenmuiu (35,3%, 18/51; p=0,013). Ha cenmuria 54 crorinoctute ca owmnu 55,8%
(29/52) 1 23,5% (12/51) chOTBETHO 3a TPYNHTE Ha MOAIBPIKAIIO JICUCHUE mpe3 8 u npe3 12 cenMuiiu
(p<0,001).

Hannu 3a ¢puctynute ca nomydenu ot PCDAI ckoposete. Ot 22-Ta y4aCTHUIIHM, KOUTO U3XO/IHO ca
uMany GucTynH, B TpyNUTe HA MOALBPIKAIIOo JeueHue npe3 8 u 12 ceqmunu 63,6% (14/22), 59,1%
(13/22) n 68,2% (15/22) ca imanu mbIHA PEMHUCHS IO OTHOIIICHUE HA (DUCTYIUTE CHOTBETHO HA
cenmuna 10, 30 u 54.

B JOIIBJIHCHHUEC Ca ounu YCTAHOBCHHU CTATUCTUYCCKU U KIIMHUYHO 3HAYUMU HO)IO6pGHI/I$I oo
OTHOIICHUE HAa KAYCCTBOTO HA )KHUBOT M BUCOYMHATA, KAKTO M 3HAYUTCIIHO HaMaJIIBaHC Ha J103aTa Ha

KOPTHUKOCTCPOUIUTE, CPABHCHU CIIPSAMO M3XOAHO HHUBO.

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

BeszonacnocTTa M epukacHocTTa Ha infliximab ca oLeHeHn B MHOTOLIEHTPOBO, PaHAOMHU3HPAHO,
OTBOPEHO, MapaeIHo rpynoBo KIMHUYHO mpoyusane (C0168T72) npu 60 nenuatpuyHy NauyueHTH Ha
BB3pacT oT 6 1o 17 roqunu (MeanaHa Ha Bb3pacTTa 14,5 rogunn), ¢ yMepeH /10 TeXbK aKTHUBEH
yamepo3eH KoauT (0T 6 10 12 Touku mo Mayo; > 2 moaTOYKH €HIOCKOTICKH), C HEIOCTAaThYEH OTIOBOP
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KbM KOHBEHIIMOHANHUTE Tepanuu. M3xonHo 53% OT mauueHTuTe ca noiy4yaBajid UMyHOMOAYJIUpalla
tepamus (6-MP, AZA w/umu MTX) u 62% 0T manueHTuTe ca molydaBaid KOPTUKOCTEPOHIH.
CriupaHe Ha JICUSHHETO C UIMYHOMO/IYJIATOPU M KOPTUKOCTEPOH I € OWIIO pa3pelieHo Clie

cenmuna 0.

Benuky nanueHTH ca noiydYuian HHAYKIHOHHA Tepanus oT 5 mg/kg infliximab na cenmuna 0, 2 u 6.
[TarueHTHTE, KOUTO HE Ca OTTOBOPHIIM Ha JieueHueTo ¢ infliximab Ha cemmuria 8 (n = 15), He ca
MOJTy4YaBajy OBeYE JEKapCTBEH MPOAYKT U Ca OCTaHAIIM 3a IIpociieAsBaHe Ha Oe3omacHocTTa. Ha
cenmuia 8, 45 manyMeHTH ca paHJOMHU3UpaHH U ca nomydaBanu 5 mg/kg infliximab Ha Bceku

8 cemqMuIM WIK HA BCEKH 12 cemMuIy KaTo Mo IbprKaIa Tepamnusl.

[IponeHTHT MaLMEHTH C KIMHUYEH OTroBOp Ha ceamuua 8 e oun 73,3% (44/60). KnuHnaHUAT OTTOBOD
Ha ceZMHIIA 8 € OMJII CXO/IeH MEX/Ty MAIeHTHTE ChC MM 03 ChITBTCTBAIA MMYHOMOIYTUpAINa
Tepanus Ha U3XOAHO HMBO. KimHn4yHaTa peMucus Ha ceamuia 8 e ouna 33,3% (17/51), uamepeno
Ype3 TOUKOB MHICKC 3a aKTUBHOCTTA Ha HeauarpuyHus yaneposeH koaut (PUCAL).

Ha cenqmuria 54, mporieHTHT Ha MAIUEHTUTE B KIIMHUYHA pemucus, maMmepena upe3 PUCAI touku, e
38% (8/21), B rpynara Ha MOJABPIKALIO JIEUCHNE HA BCeKH 8 cenMuim U 18% (4/22), B rpynara Ha
NOJIBPIKAILO JIedeHne Ha Bceku 12 ceamuuu. [Ipu nanmenTuTe, momydaBaiiyd KOPTUKOCTEPOUIN Ha
W3XO0JTHO HUBO, MIPOIEHTHT MAIlUEHTH B PEMHUCHS U HETOIyYaBallyd KOPTUKOCTEPOUIH IIpe3

54 cenmuria ¢ 6 38,5% (5/13), B rpynara Ha MOAAbPIKAIIIO JiedeHHEe Ha Bceku 8 ceqmuiiy u 0%
(0/13), B rpynara Ha MOAIBPIKALIIO JICUEHHE Ha BCEKU 12 ceIMUIIH.

B ToBa npoyuBaHe e MMaio MmoBeye MalMeHTy B IpynaTa Ha Bb3pacT oT 12 10 17 roAnHU, OTKOJIKOTO B
rpymnata Ha Bb3pact oT 6 10 11 roxunu (45/60 cnpsimo 15/60). Benpeku ue OposiT Ha MallEHTUTE BbB
BCSIKA TIOATPYIIA € TBBPAC MAIIBK, 33 Ja Ce HAPaBAT TOYHM 3aKJIIOUEHHS 32 BIUSIHUETO HA Bb3pacTTa,
MPU TIO-TOJISIM OpO¥i MalMEeHTH B rpyIara Ha Mo-MajKaTa Bb3pacT J03aTa € MOBUIIICHA WK TeparnusiTa
e CIpsiHa Mopajii Hel0CTaThuHa €PUKACHOCT.

Lpyeu ne()uampulmu noxKasanusi

EBpomnelickaTa areHims 1o JiekapcTBaTa 0cBOOOKAaBa OT 3aIBJDKCHUETO 3a MIPEJOCTaBSIHE Ha
pe3yATaTUTE OT MPOYUYBAHUATA C pehepeHTHHS JIeKapCTBEH MIPOAYKT, ChIbpIKaIl HHPIUKCUMAO, BbB
BCHUYKH TMOATPYIN Ha MEANATPUYHATA MTOMyJIalys IPU PEBMATONICH apTPUT, IOBEHWIECH UANOTIaTHYEeH
apTpPUT, ICOPUATHYCH APTPUT, AaHKUIO3UPALLl CIIOHAWINT, Ticoprasuc u 6omnect Ha Crohn (Bx.

Touka 4.2 3a uHQopManKs OTHOCHO yIoTpeda B IeIUaTPHTA).

5.2 @®apmakoOKMHETHYHHU CBOHCTBA

Ennoxparnara nndysus Ha nHpimkcumad B fo3a 1, 3, 5, 10 wu 20 mg/kg Bou 10 MpOmopuoHaIHO
Ha J103aTa IMOBUIIIaBaHe Ha MaKCHUMaHaTa cepyMHa KOHIEHTPAUS (Cax) ¥ MJIOLITA IO KpUBaTa
koHueHTpanus-speme (AUC). PaBHoBecHUAT 00eM Ha pasnpenencHue (Meauana Ha Vg ot 3,0 1o

4,1 nuTpa) HE 3aBUCH OT NMPUIIOXKEHATa /1032 U NI0Ka3Ba, ue HH(IMKcHMab ce pasnpenens NpeauMHO
BBB BBTPECHIOBOTO MPOCTPaHCTBO. He e yctaHoBeHa (hapMaKOKHMHETHYHA 3aBUCUMOCT OT BPEMETO.
[IpTHmaTa Ha enMMUHUpaHe Ha HHIMKcUMal He ca mpoydeHu. B ypuHara He ce OTKpHBa
HenpoMeHeH uH(aukcuMad. [Ipy manmenTy ¢ peBMaTOUAEH apTPUT HE € YCTAHOBEHA ChIIECTBEHA
3aBUCUMOCT Ha KJIMpbHCA U 00eMa Ha pa3IpesieeHUe OT Bb3pacTTa U TEJIECHOTO TEIJIO.
dapmakoknHeTHKAaTa Ha HHPIMKCUMA0 TpH MAIMEeHTH B CTapuecka Bh3pacT He € mpoydeHa. He ca
MpaBeHH MIPOYUYBAHUS NPH MALUEHTH C YePHOIPOOHU Ml Ob0peuHn 3a00IBaHHUS.

[Tpu npuarane Ha enuHAYHA 1032 OT 3, 5 wim 10 mg/kg, croliHocTrTe Ha MenuanaTta Ha Cpax Ca
cboTBeTHO 77, 118 m 277 Mukporpama/ml. MeananaTta Ha TEpMUHATHUA TOTYKUBOT IPU TE€3U A03U
Bapupa ot 8 10 9,5 nuu. [Ipu noBevero nauneHTr HMHGIUKCUMAO ce OTKpUBA B CEpyMa TIOHE

8 cemMuIIM clies IPUIIOKEHNE Ha MpernopbyBaHaTa eIMHNYHA J103a oT 5 mg/kg 3a jneyeHue Ha Ooect
Ha Crohn u mogabpikaiiara g03a ot 3 mg/kg BeIHbK Ha BCEKH 8 CEAMMIIU 32 PEBMATOMJICH apTPUT.
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Iopawpxamoro neyenne ¢ uHGaukcuMad (5 mg/kg Ha 0, 2 1 6 cenMuIIa NPy MALTUCHTH C
¢uctynuzupama 6onect Ha Crohn, 3 mnu 10 mg/kg Bennbx Ha 4 nnm 8 Mecena py NaUEHTH C
PEBMATOHJICH apTPHUT) BOJIH JI0 JIEKO KyMYJIpaHe Ha HHPJIMKCUMAa0 B cepyma Cliejl BTopara Jio3a.
Cren ToBa He ce YCTaHOBSIBAT JIaHHU 33 KIIMHUYHO 3HAYMMO Kymynupane. [Ipy moBedeTo manmeHTy ¢
¢uctynuzupama 6onect Ha Crohn nHGIMKCHMMa0 ce OTKpUBA B cepyMa B IPOIBIDKEHHE Ha

12 cenmuru (0T 4 o 28 ceaAMHIIN) cie Kpasi Ha JICUESHUETO.

HC,I[I/IaTDI/ILIHa nonyJianusa

[MomynanuoneH GpapMaKOKHHETHYCH aHAJIN3, Bb3 OCHOBA HA JaHHUTE, TOJyYCHHU OT MAIUCHTH C
ymeposer kosuT (N = 60), 6osect Ha Crohn (N = 112), roBenmnen pematouyeH aptput (N =117) u
6osect Ha Kawasaki (N = 16), ¢ rpanniu Ha 1uamna3oHa Ha Bb3pacTTa oT 2 Mecena 1o 17 roquau
MOKa3Ba, 4e eKCIO3UIIHTa Ha MHPIMKCHMA0 € B HEeNMHEHA 3aBUCUMOCT OT TeJIeCHOTO Terio. Ciex
npuwioxkenue Ha 5 mg/kg nHGIMKCHMAa0 HA BCEKU 8 CeIMUIIY, MPOrHO3UpaHaTa MeIaHa Ha
EKCITO3UIHSTA B CTAIIMOHAPHO CHCTOSHUE HA MHGIMKCHMAO (TIIONITA MO KpUBaTa KOHIICHTPAIIHS —
Bpeme 1pH crarmonapHo cberostane, AUCs), TpH e uaTpuvHy NaMeHTH Ha BB3pacT OT 6 110

17 roquau e npudnmu3utenHo 20% Mmo-HUCKa, OTKOJIKOTO MPOTHO3WpaHaTa MeIMaHa Ha €KCIIO3UIIAATA
B CTAIlMOHAPHOTO CHhCTOSIHHE HA JIEKAPCTBEHUS MTPOAYKT IpH Bh3pacTHU. Menuanara Ha AUC, ipu
MeANATPUYHU MAIMEHTH Ha Bh3PacT OT 2 TOJUHH U T10]T 6 TOAWHHU ce mporHo3upa aa obv1e 40%
MO-HHUCKA OT Ta3W NPH BE3PACTHU, BBIIPEKH Ue OpOST HA MAIMEHTHTE, B MOJIKPETia Ha Ta3H OLICHKA, €
OTpaHHYEH.

5.3 IIpenkJMHUYHHU JAHHH 32 0€30MACHOCT

Wndnukcumabd ne pearupa kpberocano ¢ TNF, Ha npyru BumoBe, pa3audHi OT YOBEK M LIMMITaH3€.
[lopanu ToBa cTaHOapTHUTE MPEIKIMHUYHY JaHHU 3a 0€30MacHOCTTa Ha HHPIUKCHUMab ca
orpannyend. [lpu u3cnenBane npu MUIIKKA HAa TOKCHYHOCTTA IO OTHOIIIEHUE HA PacTeXa U pa3BUTHUETO
Ha aHAIOTUYHO aHTHUTSIIO, KOETO CEJIEKTUBHO HHXHOMPa (PYHKIIMOHATHATA AKTUBHOCT HA MHIIHS
TNF,, He ca ycTaHOBEHH JaHHU 3a TOKCHYEH e(EeKT CIpsMO MaiKaTa, eMOPHOTOKCHYIHOCT HIIH
TeparoreHeH edekr. B nzcnensane 3a edekra BbpXy GepTHMTETa M PEIPOAYKTHBHHS TIOTSHIIUAI,
Clie/l MPUIOKEHUE Ha CHIOTO aHAIOTHYHO aHTUTIIO, OpOsT Ha OpeMEHHHUTE MUIIKK € Hamausil. He e
W3BECTHO JJAJIM TOBA C€ IBJKH Ha BB3JCHCTBUETO MYy BBPXY MBXKHUTE, HJIH BbPXY KEHCKUTE MHIIKH.
B 6-MeceuHo n3cnenBaHe Ha TOKCHYHOCTTA IPU MULIKK C MHOTOKPATHO NMPHJIOKEHUE HA CHILOTO
aHAJIOTUYHO aHTUTsUIO cpenty mumus TNF,, B kancysnara Ha femiara npu HIKOH OT MBXKUTE MUIITKU
ca yCTaHOBEHH KpHCTanHu oTiaranus. [Ipu xopa He ca nmpaBeHH crielnaHu 0QTaIMOIOTHIHI
MIpeTJIeIN, 3a 1a ce MPOYUYH PEIEBAHTHOCTTA HA Ta3W HaXOJKa.

He ca npaBenu apiroTpaliHu Npoy4BaHus 32 OIICHKA Ha KaHIICPOTCHHUS MMOTEHIIMAT Ha
nHpnmkcumab. M3cnensanusaTa Ha MUIIKH, KOUTO He ekcripecupaT TNF,, He OKka3BaT MoBHUILIABaHE
Ha 4ecTOoTaTa Ha BH3HUKBAaHE HA TYMOPH IPH BB3JICHCTBUE C U3BECTHU HHUITMATOPH W/UITH
MPOMOTOPH.

6. @®APMALEBTHUYHU JAHHU

6.1 Chnucbk HA IOMONIIHHUTE BellecTBa

3axapo3a

[Tommcop6ar 80

Harpues nquxunporengpochat MOHOXUAPAT

Hunatpues pocdar nuxuapar

6.2 HecnbBMecTHMOCTH

[pu nunca Ha MpoyYBaHUs 32 HECHBMECTHUMOCTH TO3H JICKAPCTBEH MPOIYKT He TPsiOBa Jla ce CMecBa ¢
JPYTH JEKapCTBEHHU MPOAYKTH.
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6.3 Cpok Ha rogHoCT

IIpenu pasrBapsige

5 rogunau npu Temneparypa 2°C — 8°C.

Inflectra Moske fa ce ChxpaHsBa Ipu TeMmrepaTypa MakcuMyMm 25°C, eTHOKPATHO 33 NEPHUOJ J0

6 Mecera, HO HE W CJieJl CPOKa Ha TOJTHOCT, IIOCOYEH BBPXY OnakoBKaTa. HOBUST CpOK HAa TOAHOCT
TpsiOBa a Ob/e 3amMcaH BbPXY KapTOHEHaTa onakoBka. Ciie/ n3BaXIaHe OT XJIaawianka, Inflectra ve
TpsiOBa J1a ce BPhIlla OTHOBO 3a ChXpaHEHUE B XJIAIUITHUK.

CHG,Z[ Pa3TBaApPAHC U Pa3pCXKAAHC

Paspenenusr pa3TBop ocTaBa XUMHUECKH U pU3HUECKH cTabuieH 1o 60 mau mpu Temmepatypa ot 2°C
1o 8°C u B npoabiixeHue Ha oule 24 yaca npu 25°C cneg u3BaxaaHe oT xjJaguiHuka. Ot
MHUKPOOHONIOTHYHA TIeHA TOUKa, MHPY3HOHHUAT Pa3TBOpP TPAOBa Ja ce MPHIIOKH BEAHAra.
Cna3zBaHeTo Ha MPENOpPbhUAHUTE CPOKOBE U YCIIOBHSI 32 ChbXpaHEHHUE, IIPEJIH U MpH yrnoTpeda, e
OTrOBOPHOCT Ha NMOTPEeOUTENsI U OOMKHOBEHO HE TPsiOBa /1a e moseye oT 24 yaca npu TeMreparypa ot
2°C o 8°C, oCBEH aKo pa3TBapsHETO/pa3pekIaHETO HE ca U3BBPIICHH IPU KOHTPOJIUPAHH U
BaJIMIMPAHU ACENTUYHH YCIOBUSI.

6.4 CroennaJHu yCJIOBHSI HA CbXpPaHEeHHeE
Ha ce cpxpansasa B ximaguiHuk (2°C — 8°C).

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

3a yclioBUsiTa Ha ChXpaHEHUE CIIe] PEKOHCTUTYHUPAHE Ha JIEKAPCTBEHUS POAYKT BIKTE TOUKa 6.3.
6.5 Buau chabpi:kaHue HA ONAKOBKATa

Crorier ¢nakon (Tum 1) ¢ (OyTrioBa) rymMeHa Tarma U alfyMHHHAEBa O0OKaTKa C OTYYIIBAIIO CE Karadge.
OmnaxoBkwu ot 1, 2, 3, 4, 5 dhnakona.

He Bcuuku BUIOBE ONAKOBKK MOTart Ja ObJAT MyCHATH Ha Ia3apa.

6.6 CrennaJHu NpeANa3sHU MEPKH NIPH U3XBBPJIsiHEe H padoTa

1. Tps6Ba na ce m3uuCHAT n03ata u OposT Heodxoaumu (iakonu Inflectra. Beexu duakon
Inflectra ceappxa 100 mg nnpnukcumad. TpsiOBa na ce U34nCcIn HEOOXOAUMHUAT 001 00eM
pastBopeHa Inflectra.

2. [Ipu acenTrunm ycnoBus Bceku ¢akoH Inflectra TpsioBa na ce pazropu ¢ 10 ml Bozxa 3a
WH)KEKLUH, KaTO Ce U3M03Ba cripuHioBka ¢ uria 21G (0,8 mm) unu no-manka. OTcTpansBa ce
alyMHUHHUeBaTa 00KaTKa, a TyMeHaTa Tara TpsOBa Jja ce MOYUCTH ¢ MapJisl, HarmoeHa cbe 70%
criupt. Mrnata Ha CIpUHIIOBKAaTa ce BKapBa BB (D1akoHa, KaTo ce 3a0He B IEHThpa Ha
ryMeHara Tamna, ¥ CTpyiKara Ha BoJlaTa 3a HHXEKIMH Ce HacOuBa KbM CTeHATa Ha (piakoHa.
@nakoHBT TPAOBa Ja ce 3aBBPTH BHUMATEIHO HIKOJKO ITBTH, 32 JIa C€ pa3TBOpH npaxa. Tpsdsa
I ce n305TBa MpeKaieHo AbIro Wwin Teepae enepruuno Beprene. JJA HE CE PA3SKITAIIIA.
[Ipu pazTBapsHETO MOXE a ce 00pasyBa IsiHa. Pa3TBOpBT TpsiOBa a ce ocTaBy 3a 5 MUHYTH.
Pa3TBOpBT TpsOBa Aa € onanecueHTeH 1 Oe31BETEH 0 JIEKO XKbAT. Moxe 1a ObaaT 3a0ensa3anu
OTJEIHH NPO3PaYHU YACTHIH, TOHEXKEe HHIMKcHMab e nmpoTenH. Pa3TBopbT He TpsiOBa na ce
M3II0JI3Ba, aKO MMa MPOMSIHA Ha [[BETa, MAaTOBH UJIM JIPYTH YaCTHUIIH.
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7.

Heo6xonumusr odem ot npurorsenus pa3tsop Inflectra tps6Ba na ce pazpenu 1o 250 ml ¢
nH}py3noneH pa3teop Ha 9 mg/ml (0,9%) Hatpues xaopun. He paspexnaiite npuroTBeHus
pa3tBop Inflectra ¢ HUKaKBB APYT pa3TBOPUTEIL. 3a pa3pexkaaHeTo OT 250-MUIHIUTpOBATa
CTBKJIeHA OyTHJIKA WJIM HH(PY3HUOHEH CaK ce MU3Teris koaudectso 9 mg/ml (0,9%) pa3TBop Ha
HaTpHUEB XJIOPHUJ, paBHO Ha oOema Ha mpuroTBenus pazteop Inflectra. Heo6xonumust o6em ot
npurotBeHus pa3teop Inflectra ce 1o6aBs 6aBHO KbM 250-MuIMINTpOBaTa OYyTHUIIKA WM CaK C
pa3TBOp HA HATPHEB XJIOPUJ M C€ CMECBa BHUMATENHO. [Tpu 00emu, mo-rojiemu ot 250 ml,
W3M0J3BaliTe WK MO-ToisaM HHpy3uoneH cak (Hanp. 500 ml, 1 000 ml), uau HAKOIKO
nH}y3noHHHU caka oT 250 ml, 3a ga rapaHTUpaTe, 4e KOHLUEHTPaLUUATa Ha HHPY3HOHHUS
pa3TBOp He HaapuIIaa 4 mg/ml. AKO ce CbXpaHsBa B XJIaJUIHHUK clie]l pPEKOHCTUTYHpaHe U
paspexnane, HHQY3UOHHHUAT pa3TBOp TPsIOBa J1a ce OCTAaBH Ja Ce TeMIIepHpa IpH cTaliHa
temmneparypa 1o 25°C 3a 3 yaca npenu Crbnka 4 (uadysus). Cpxpanenue Hag 24 yaca npu
temmeparypa ot 2°C — 8°C e npunoxumo, camo koraro Inflectra € mpuroTBeH B HH(PY3HOHHUS
Cax.

Wndy3noHHUAT pa3TBOp TPsAOBaA Aa ce MPHUIIOKH 332 BpeMe, He MO-KPaTKO OT MPErnopbunTEeIHaATa
MPOJBIDKUTEHOCT Ha MHPY3usaTa (BK. Touka 4.2). TpsOBa na ce u3mos3a caMmo nHPY3MOHHA
cHcTeMa ChC CTEPHJICH, allUPOreHeH (YUITHP, KOWTO c1abo CBBbp3Ba NPOTEHHH (C pa3Mep Ha
nopure 1,2 MUKpoMeTpa Wil 1o-MaibK). [loHeke B MHPY3MOHHUS pa3TBOP HE €€ ChIBPIKAT
KOHCEPBAHTH, CE MPeropbuBa HHPY3HATA JIa 3aII09HE KOJIKOTO CE MOXKeE M0-0bP30, B PAMKHTE
Ha 3 yaca OT IPUTOTBSIHETO M Pa3pekJaHEeTO Ha Pa3TBopa. AKO HE ce W3I03Ba BeHAara,
CIa3BaHETO Ha MPENOPbYAHUTE CPOKOBE U YCIOBHUS 3a ChXpaHEHHUE IPEAH U MPH yrnoTpeda e
OTTOBOPHOCT Ha MOTPeOuUTENs, 1 OOMKHOBEHO He TpsiOBa J1a e rmoBeue oT 24 yaca npu
temmeparypa ot 2°C 1o 8°C, oCBeH aKo pa3TBapsHETO/pa3peiKIaHeTO HE ca U3BBPIICHU IPU
KOHTPOJIMPAaHU ¥ BaIMJUPAHH aCelITUYHH yCIOBHUS (BXK. Touka 6.3 mo-rope). Hensnonssauusr
pa3TBOp He TpsiOBa /1a ce ChXpaHsBa 3a MOBTOPHA ymoTpeoa.

[Ipenu 3anouBane Ha nHby3usaTa Inflectra TpsiOBa Aa ce orvieqa 3a HaJIMYUE HA YaCTUIU WU
mpoMsiHa Ha 1iBeta. He TpsiOBa ma ce m3mon3sa, ako ObaaT 3a0ensi3aHu MPOMsIHA Ha [IBETa,

MAaTOBH WJIN APYTH YaCTUIIU.

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

HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrus

8.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

9.

JATA HA I'bPBO PA3ZPEIIABAHE/IIOJJTHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jata Ha mepBo paspemanane: 10 cenremspu 2013 1.
Jara Ha mocneano noxHoBsiBane: 21 rorm 2018 T.
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10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[ToapoOHna nxpopmanus 3a TO3H JEKapCTBEH MPOAYKT € MpeAocTaBeHa Ha yebcaiita Ha EBponelickaTa
areHIys 1o JIeKapcTBaTa http://www.ema.europa.eu.

43



HNPUJIOKEHUE 11
MNNPOU3BOJUTEJIN HA BUOJIOI'NYHO AKTUBHOTO
BEHIECTBO U IPOU3BOJAUTEJI, OTTOBOPEH 3A
OCBOBOXKJABAHE HA ITAPTUIN

YCJOBUSA NN OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIOBUA U U3NCKBAHUSA HA PASPEIIEHUETO
3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUSA 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOIUTEJIN HA BUOJOTNYHO AKTUBHOTO BEIIECTBO U
MNPOU3BOJAUTEJL, OTT'OBOPEH 3A OCBOBOXKIABAHE HA ITAPTUIN

Hme u aJIp€C Ha MPOU3BOAUTCIINTE HA OMOJIOTHYHO AKTUBHOTO BCIICCTBO

CELLTRION Inc.

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

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

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

Cunramnyp

HmMe 1 agpec Ha 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€ OTITYCKa IO OrPaHUUEHO JIeKapcKo npennucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

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

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

M3uckBanmsTa 3a nogasane Ha [TAJIb 3a To3u IeKapcTBEH MPOAYKT Ca MMOCOYEHU 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.

. YCJI0BUus Wi OI'PAHUYEHUS 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IputexaTensaT Ha pa3perienuero 3a ynorpeda (IIPY) tpsbBa na u3BbpIIBa H3UCKBAHNUTE JEHHOCTH U
JEeWCTBUS, CBBP3aHH C MIPOCIIEsIBaHE Ha JIEKapcTBEeHaTa 0€30MacHOCT, HocoyeHu B ogoopenus 11YP,
npezncraBed B Moayn 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U BbB BCHUKH CJICABAIIH 0JI00pEHH
akTyanusauuu Ha ITYP.

Axryanmzupas [1YP TpsiOBa na ce nmonasa:

o IO UCKaHEC Ha EBpOHGﬁCKaTa arcHuuys 1o JCKapCTBaTa,
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. BHHArd, KOTaTo c€ M3MEHs CHCTeMaTa 3a yrpaBJIeHne Ha pHUCKa, 0COOEHO B pe3yiITaT Ha
MoJy4aBaHe Ha HOBa HH(OpMays, KOATO MOXe Aa AOBEAE 0 3HAYMMU IIPOMEHH B
CHOTHOILCHHUETO TOJI3a/PUCK, WK CIIE/ IOCTUTaHE Ha BayKeH eTal (BbB BPb3Ka ¢ IPOCiIesIBaHe
Ha JIeKapCTBeHaTa 6€30MacHOCT WM CBEXaHe Ha PUCKA 0 MUHUMYM).

° I[OH"I).]'[HI/ITeJ'IHH MEPKHU 3a CBCKIAHEC HA PUCKA 10 MUHUMYM

OOyuuTenHara nporpama BKJIIOUBa HAIOMHSALIA KapTa Ha MallMeHTa, KOSATO TOH/TS TpAOBa a HOCH.
Kaprara nma 3a 1en kakTo Jja Ciy>Ky 3a HaIIOMHSHE Jja C€ 3allUCBaT JAaTUTE U PE3yNTaTUTE OT
KOHKPETHH U3CJICABAHUS, TaKa U Ja yJIECHHU MaleHTa pu oOMsIHa Ha BaxkHa MH(OpMaIus C
JIEKyBaIIKTe ro MeAUIMHCKH creranucti (MC) 0THOCHO MPOABIKABAIIOTO JICUEHUE C MTPOAYKTA.

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

. HATIOMHSIHE Ha MAIMEHTUTE JIa TOKa3BaT HAIIOMHSIIATA KapTa Ha MMallieHTa Ha BCHUKU
nexyBamy Td MC, BKIIOUNTEITHO NPH CHEIIHH CIIyYau, KakTo U chodieHue 10 MC, ue
nanueHTsT u3nonsna Inflectra.
00sICHEHUE, Y€ THPTOBCKOTO MME ¥ MAPTHIHUAT HOMED TPpsOBa Ja ObJAT 3aNHCaHH

. W3UCKBaHE Jla Ce 3alucBaT BU/Ia, 1aTaTa | pe3yJirtaTra oT ckpuHuHruTe 3a Th.
TOBa, e JieueHnero ¢ Inflectra Moxe Ja yBeiuu pUCKOBETE OT CEPUO3HU HH(DEKITNH/CEIICHC,
ONIOPTIOHUCTHYHH WH(EKIHH, TyOepKyn03a, peakTUBUpaHe Ha XenaTuT B u nngexus,
npeausBrkana oT BCG BakcuHa npu KbpMadeTa cie]] eKCIIO3ULIUs Ha HHPIUKCUMa0 in utero
WIN KbPMEHE, ¥ KoTa Jia ce noTbpcu oMoy ot MC.

. JlaHHU 32 BpB3Ka C 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 TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA KYTHUS

| 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Inflectra 100 mg npax 3a KOHIIEHTPAT 3a UHPY3UOHEH Pa3TBOP
HHPIMKCUMaO

| 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

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

| 3. CIIMCBK HA IOMOIIHUTE BEIIECTBA

[Tomoniau BelecTBa: 3axapo3a, monucopobar 80, HaTpueB nuxuaporeHdochaT MOHOXHUAPAT,
nuHaTpueB Gocdart AUXuapaT.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

IIpax 3a KOHLIEHTpAT 3a HH(Y3UOHEH PA3TBOP.

1 dhakon

2 ¢naxona
3 dnakona
4 dakona
5 dnakona

| 5. HAYMH HA ITIPUJIOKEHUE U I'bT(UIIA) HA BBBEXKJIAHE

[Ipenu ymorpebda mpoverere IMCTOBKATA.
WHTpaBEeHO3HO NPUIIOKEHNE

PastBopere u paspeznere npenu ynorpeoda.

6. CHHEHUAJIHO NPEAYHPEXIEHHUE, UE JTEKAPCTBEHUAT HNPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT INOTJVIEJA 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. CIIELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cbxpaHsBa B XJIAHITHUK.
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 € ocHOBaHUE J1a HE ce BKIOYM nHpopMaIus Ha bpaitioBa a30yka.
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| 17. YHHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mMepeH 0apKoa ¢ BKJIIOYEH YHUKAIECH HACHTU(DHUKATOD

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

PC
SN
NN
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MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJMHUNYHHA
I'bPBUYHHU OITAKOBKH

ETUKET BbPXY ®JIAKOHA

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

Inflectra 100 mg npax 3a KOHIIEHTpAT 32 HHGY3UOHEH Pa3TBOP
nHpIMKCUMa0
1.v.

| 2. HAYMH HA ITPUJIOKEHUE

3a HHTPABEHO3HO MPUIIOKECHHUE CIIE/ pa3TBAPSIHE U pa3pekaHe.

| 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) MHQEKIHS, TOPH U JIeKa.
e Axo HsKora cre 00JIelyBajii OT TyOepKyJi03a
Hanomusima kapTa Ha manueHTa WM CT€ UMaJIH KOHTaKT ¢ OOJIEH OT
Ty6epkyno3a (TB), e MHOTO BaxkHO 112
[Tokakere Ta3u KapTa Ha BCEKH JeKap, KOUTO YBEJIOMUTE 3a TOBa JieKaps cu. Bammsr
y4acTBa B JIe4ueHHeTo Bu. nexap e Bu u3cnenga, 3a 1a nposepu gaiu
umare Tyoepkynosa. [lomonere nekaps cu na
Ta3u HanoMHSIIIa KapTa Ha MaIMeHTa ChIIbpKa BITUIIIE B KapTaTa JlaTata Ha IIOCIIETHOTO
BakHa MH(opMaIwms, ¢ KosaTo TpsOBa 1a ce CKPUHHMHIOBO M3CleBaHe (MK
3aIio3HaeTe Mpe/y 3aroYBaHe v Mo BpeMe Ha U3CIIeIBaHus) 3a TYOEpPKyYJI03a U BUJa MY
neuenueto ¢ Inflectra. (1m).
e VYBenomere Bamms nekap, ako umate
Nwme Ha maruenra: XemaTuT B, Wiu ako 3HaeTe Wiu Mo03upare,
Nwme Ha nekaps: 4e CTe HOCUTEN Ha BUpyca Ha XemaTuT B.

TenedoneH HoMep Ha JieKaps:
ITo Bpeme Ha jeuennero ¢ Inflectra

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

KapTa 3a cIipaBKa B IPOJbJDKEHUE Ha 4 Mecera aKo pa3BHeTE CHMITOMH Ha HHpeKuus. Te3n

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

Mous, mpeau a 3al0YHETE A2 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 KbPMUTE, € BaXKHO J1a
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
BaKCHHHUPAHO C , kKuBa BakcuHa' kato BCG
TBproBeko nMe: (u3MmoI3BaHa 3a MpeoTBpaTsIBaHe Ha
[MapTunen Homep: TyOepKyo3a) B paMKuTe Ha 12 Mecena ciefq
paKIaHe WM JOKAaTO KbPMHUTE, OCBEH aKO
[Tomonere Bammms nexap f1a 3amnwuiie mo-10iry nexapsT Ha Bamero Oebe He mpenopbya
BUJA U J1aTaTa Ha IOCJIEAHOTO CKPHHUHTOBO 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 nnm, B cayvait Ha OpeMEHHOCT,

12 mecena cnen pakaane Ha Bamero 6ebe.
Moz, yBepere ce ChILIO TaKa, 4e IIPHU BCAKO cBOe | HekenaHu peakmu MoraT Jja ce MPOSIBAT IBITO
MOCEIIEHNE TP MEIUIIMHCKH CIIEIIHAINCT, BpeMe clie]l TIOCJICAHOTO MPUIIOKEHNE Ha
HOCHTE ChC ce0€ CH CIUCHK Ha BCHYKHU APYTH Inflectra.

JIEKapCTBa, KOUTO MpUeMare.

CruchK Ha aJepruu:
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CrinchK Ha IpyTH JeKapcTBa:

54




b. IUCTOBKA
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JIncroBka: nHpopManus 3a NOTpeOHTEJIs
Inflectra 100 mg npax 3a KOHIIEHTPAT 3a UH(Y3MOHEH Pa3TBOP

naparkcuMad (Infliximab)

IIpoyeTreTe BHUMATEIHO LSJIATA JIUCTOBKA, IIPEAH 1A 3all0YHETe 1A N3110JI3BaTe TOBA
JIEKapCTBO, Thil KaTO THA ChAbP:Ka BajkHa 32 Bac undopmanmus.

3amazere Ta3u JMCTOBKA. MoJke a ce HaJIOKH J1a 5 IPOYETeTe OTHOBO.

Bammust nexap uie Bu nage u HanmomHsIIa KapTa Ha MaldeHTa, B KOSTO Ce ChAbpiKa BayKHA
nHopMaLus 3a 6e30MacHOCTTa, C KOSATO TPSOBa Aa ce 3alo3HaeTe, Ipean 1a 3al04He U 10
BpeMe Ha jedenueTo Bu c Inflectra.

Koraro 3ano4ynere HOBa KapTa, 3ama3eTe Ta3| 3a ClIpaBKa B MPOJBIKEHUE HA 4 Mecela Cles
nocienHara no3a Ha Inflectra.

AKO UMaTte HAKaKBU OMBJIHUTEIHU BBIPOCH, MONUTaNTe Bammus nekap.

ToBa nexapcTBo € mpeanucano Ju4yHo Ha Bac. He ro npeorcrensaiite Ha qpyru xopa. To moxke
Jla UM HaBpe.IH, He3aBHCHUMO e TIPU3HAIINTE Ha TAXHOTO 3a00JsBaHe ca ChIUTE KaTo BammuTe.
AKO TIOJTy9UTe HSIKAaKBH HEXKEJIAHU JICKApCTBEHH peakinu, yBegoMmere Bamms nexap. Tosa
BKJIFOUBA ¥ BCHUKH BB3MOKHU HEXKEJIAHHW PEAKIINH, HEOIIMCAHU B Ta3M JINCTOBKA. Brkre
TouKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

A e

1.

Kakso npencrapnsBa Inflectra 1 3a kakBo ce H3MOI3Ba
Kakso TpsiOBa na 3Haere, npean aa u3non3sate Inflectra
Kak mie ce mpuiara Inflectra

BBb3MOXKHM HEXETaHU PEaKIUH

Kak na cexpansBare Inflectra

CwabppikaHre Ha OMIAKOBKATA W JIOIBITHUTETHA HH(DOpMAIUs

Kakso npeacraBiasiBa Inflectra n 3a kakBo ce nu3noJ3sa

Inflectra chabpIka AKTUBHOTO BEIIECTBO MHPIUKCUMAO, 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 GpakTop) aida.

Inflectra npuHaanexu KbM Ipyna JeKapcTBa, HapeueHu ,,uaxuoutopu Ha TNF”. M3non3Ba 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 Kpoun
VYmepo3eH KoauT.

HetictBuero Ha Inflectra ce ochiecTBaBa upe3 n3duparenaHo cepp3Bane KkbM TNF anda (Tymop-
HekpoTH3upamys Gakrop anda) u 6okupane Ha HeroBoTo aeiictBue. TNF anda yuactsa BbB
BB3MAIMTEIHATE MPOIECH B OPTraHU3Ma M IOpaiy TOBa OJIIOKMPAHETO My MOXKE Jia 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 nedenue ¢ Inflectra, npunaraHo B KOMOWHAIMS C IPYTO
JIEKapCTBO, HAPEUCHO METOTPEKCAT:

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

e  3a7a ce 3a0aBU YBpEXKIAHETO Ha cTaBUTE BH,

e  3aja ce moxobOpu pusuueckoro Bu cheTosHME.

I[IcopuaTnyen apTpur

[IcopuaTHUHUAT apTPUT € BB3MATUTEIHO 3200/ IsIBaHE HAa CTABUTE, OOMKHOBEHO CHITBTCTBAHO OT
Mcopuasuc. AKO CTpajare OT aKTUBEH IICOPUATHUYCH apTPHT, IBPBO Iie Bu jiekyBar ¢ apyru
JeKapcTBa. AKO TE3H JIeKapCTBa He JeCTBAT AOCTaThYHO, e Bu Obae mpeamucano 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.

AHKMWI03Mpan cnoHIHINT (0osecT Ha bexTepen)

AHKUIO3UPAIIUAT CIIOHJWINT € BB3MAIUTEHO 3a00JBaHe HA IPhOHAYHUS CTBIIO. AKO CTpazaTe OT
AHKWJIO3MpAIll CIIOHAMINT, IBPBO Iie By nekyBar ¢ apyru jgexapcTBa. AKO TE3H JIeKapcTBa He
JEHCTBAT AOCTAaThYHO, Iie Bu Obe nmpennucano neyenue ¢ Inflectra:

o 3a Jia ce MOTUCHAT MPU3HALUTE U CUMITOMUTE Ha Bamara Gosect,
. 3a J1a ce moao0pu pusuueckoTo Bu cherosiHume.
Ilcopnasuc

[IcopuasuchT e Bp3NANINUTENHO 3200IBaHe Ha KOXkKaTa. AKO CTpasaTe OT YMEPEHO TEeXBK HITH TeXBK
MICOpPHA3MC ¢ IJIaKH, IbPBO Iii¢ B JIekyBaT ¢ Ipyru jJekapcTBa WK Hanpumep dpe3 (oToTepanusi.
AKO Te3H JIeKapCcTBa WM JICUSHHUS HE JCHCTBAT JOCTaThYHO, Iie By ObIe npeanrcano JeueHue ¢
Inflectra, 3a ga ce moTUCHAT IPU3HAIIMTE ¥ CHMIITOMUTE Ha Oojectra Bu.

Yauepo3eH KoJIUT

VYIIepo3HHUAT KOJHUT € BH3MANUTEHO 3a00IsIBaHe Ha 1e0e0To YepBo. AKO CTpajare OT yIIepo3eH
KOJIUT, ITBPBO 1i¢ Bu niekyBat ¢ Apyru JekapcTBa. AKO TE€3H JIEKapCcTBa HE JCHCTBAT JOCTATHYHO, IIIe
Bu 6b11e npeanucano nedenue ¢ Inflectra 3a neuenue Ha Bamero 3abonsBane.

BoJaect Ha Kpon

Bonecrra Ha KpoH e Bb3manuTenHo 3aboisBane Ha yepBara. AKo cTpajare ot Oonectra Ha KpoH,

mBPBO I1ie By NiekyBat ¢ qpyru aekapcTBa. AKO Te3M JeKapcTBa He ASHCTBAT J0CTaThUYHO, e Bu Obe

npeanucano seuenue ¢ Inflectra:

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

o 3a Jla ce HamMaJIi OposIT Ha HeeCTECTBEHHUTE KaHamueTa ((DUCTYIIM) MEXIy YepBOTO M KoXKara,
KOHUTO HE Ce MOJIIaBaT Ha JICUCHHE C PYTH JICKApCTBA WK Ype3 Ornepanusl.

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

He Tpa6Ba na Bu ce npuaara Inflectra

. aKo CTe AJePrUYHU KbM HHMIMKCUMA0 WM KbM HSKOSI OT OCTAHAINTE ChCTABKU HA TOBA
JeKapcTBO (M30poeHu B TOUKa 6),

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

. ako uMare Tyoepkyios3a (TB) win apyro cepro3HO Bb3NATUTEIHO 3200/ IBaHEe KATO THEBMOHUS
unu cerncuc (cepruo3na OakTepuanHa HHPEKIHI Ha KPbBTA),

. aKo MMaTe YMEpPEeHO TEXKKa WM TeKKa ChpledHa HEAOCTaThUHOCT.

AKO HSIKOE OT U30pOCHUTE TIO-TOPE ChCTOSIHUS ce oTHAcs 3a Bac, Inflectra e TpsiOBa 1a Bu ce
npuiara. AKo He cTe CUTypHH, peau Aa Bu O0bae npunoxed Inflectra, o6cbaere Toa ¢ Bamus nekap.
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Ipenynpesxaenust ¥ NpeanasHA MEPKH
T'oBopere ¢ Bamms siekap mpe/u wim 1o BpeMe Ha JedeHueto ¢ Inflectra:

AKoO Bede cTe JIeKYBaHU C HIKOE JEKApCTBO, KOETO ChIbpKa NHDIMKCUMAD

. VYBenomere Bamst jgexap, ako B MUHAJIOTO CT€ JIEKYBAaHU C JIEKAPCTBA, ChAbpPAKALIH
nH}pIMKCUMal U cera OTHOBO 3amnouBare jeueHue ¢ Inflectra.
. Ako nedennero Bu ¢ napnukcumad e Ouio npeKbcHATO 3a MoBeye oT 16 ceaqMuIy, ChIECTBYBa

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

Hndexuyu

° Axo nmate nH(pEKIHA, TOpU U ChBCEM JIeKa, yBeloMeTe 3a ToBa Bamms nekap, npenu na Bu
O0bae npunoxeHna Inflectra.

° AKO HSIKOTa CTe KUBEJIH WIH IHTYBAIH B 00JaCTH, KBIETO NH(MEKIINN KaTO XMCTOIIA3MO032,
KOKITHIMOWIOMIKO3a WIIH 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.
AKko cTe Ha 65 1 ToBeue TOANHU, PUCKBT NP 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
Obe J)KMBOTO3acTpalIaBanl. Y BeqoMere HezabaBHO Barms 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 IPOOJIEMH ChC 360UTE. Bammsr exkap Moxe 1a npernopbya BpeMEHHO
cnupane Ha Inflectra.

Ty6epkynoza (TB)

. AKO MMaTe W HAKOTa CTE€ MMAaJIi TyOepKyJ03a, MU CTe OMIIN B OJIM3BK KOHTAKT C YOBEK,
cTpazai wim OoJiemyBai OT TyOepKyJio3a, € MHOTO BaXKHO Jia yBeJoMuTe Bamms nekap 3a Tosa.

. Bammsar nekap me Bu nzcnensa 3a ty6epkyinosa. Ilpu nanuenTy, nekyBanu ¢ nHGIMKCUMaO0,

nma CT)O6HICHI/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.

o Ako Bamust nekap cMsTa, ue ChIIEeCTBYBa PUCK Jla CTE 3apa3eHu ¢ TyOepKyno3a, mpeau
3anouBaHe Ha sieueHuneTo ¢ Inflectra Moyke 1a Bu ObaaT mpeanucanu JekapcTsa 3a
TyOepKyJi03a.

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

YBCAOMCTC Bamms JICKap 3a TOBA. Te3u cuMnTOMHU BKIIFOYBAT ynoopuTa Kaniuia, 3ary6a Ha
TErjio, ymopa, moBUIlI€Ha TEMIICPATypa, HOIMHO U3MIOTABAHE.

Xenartut B

° YBenomere Baius nekap, npeau aa Bu ce npuinoxu Inflectra, ako cre HocuTenu Ha xenatut B
WJIM HAKOTa cTe 00JIeIyBalli OT TOBA 3a00IIsIBaHe.

° YBenomere Bamms nekap, ako cMsiTaTe, Y€ CTE U3J0KEHU Ha MOBUILICH PUCK OT 3apa3siBaHe C
xeraTuT 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 a oBee 10 peakTUBAIlMsA Ha BUPYCa, KOSITO B HSIKOU CITy4an MOXKE
na ObJie )KUBOTO3acTpalllaBala.

° AKO TIONTyYuTe peakTHBAIlHs Ha XenaTuT B, Moxe 1a e HeoOxonumo BamusT nekap fa cripe
JieueHneTo By U € Bp3MOKHO J1a By Ipriioxu jekapcTBa, KaTo e()eKTUBHO aHTUBUPYCHO
JICUCHHE C MOAIbPIKAIA TEPATTHSL.
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IIpobaeMu cbC CHPLETO

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

He3abarHo yBenomere Bamus siekap, ako 1o BpeMe Ha jieueHueTo ¢ Inflectra pa3suere HOBU
WJIU CE BJIOIIAT ChUIECTBYBAIIM CUMIITOMU Ha ChbPJCYHA HEJOCTATHYHOCT. Te3u CUMITOMU
BKJIIOYBAT 3a4yX WJIM OTUYAaHC HaA KpakKara.

Pak u numdom

. AKO UMaTe Wiy cte uMaian TuM¢poM (BHI pak Ha KPbBTa) WM KaKbBTO M JAa OWUJIO APYT BUA PaK,
yBenomete Bamst iekap 3a ToBa, npenu na Bu ce npunoxu Inflectra.

o HpI/I MaMUECHTUTE C TCXKXBK PCBMATOUICH apPTPUT C rojisiMa JaBHOCT PUCKBT OT Pa3BUTUC Ha
nuM(pOoM MOKe J1a € IO-BHCOK.

. [pu nena u BB3pacTHU npuitokenneTo Ha Inflectra Moske a moBHIIH prCKa OT pa3BUTHE HA
nuMQOM WM APYT BHJ pak.

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

WHPIMKCUMAO, ca pa3BUIIM PSAABK BUJ PaK, HApEUEH XemaTocIuieHaleH T-KieTh4eH JTUMQpOoM.
[To-ronsimaTa 4acT OT TE3 MALMEHTH ca OMIIM MJIaid MOMYETa WIIM MBbXXE U TTOBEYETO OT TAX ca
uMaiy cbio win 6onect Ha KpoH, nim ynmeposeH koaut. 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, IeKyBaHu ¢ HHPIMKCUMAO, ca pa3BUIIN OIIPEIelICHH BUIOBE PaK Ha
koxkata. Kaxkere Ha Bamus nekap, ako 1o BpemMe Ha JICYSHHUETO WIIH CIIe]] HETrO Ce MOSBIT
HSIKAKBU TIPOMEHH Ha KOXaTa Wik 00pa3yBaHHs MO KOXKaTa.

. Hsixou xenu, nexyBanu ¢ HHQIMKCUMa0 3a peBMaTOHICH apTPHT, Ca Pa3BUIIM PaK Ha MIMHKATa
Ha Mmartkara. [1pu xenu, npuemainy Inflectra, BKIrounTEIHO T€3U HA BBh3pacT Hax 60 roauHU:
Bammst nexap Moxe aa Bu npenopbua pegoBHH Nperiienu 3a pak Ha IIKiKaTa Ha MaTKara.

Benonpobuu 3a00J1sIBaHKs WIM TIOTIOHONYIIIEHE

. [penu na Bu 0bae npuinokena Inflectra, yenomere Baius nekap, ako cTpagare ot
OenoapoOHO 3ab0sBaHe, HapeueHO XPpOHUYHA 00cTpyKTHBHA Oenoapodna 6onect (XOBB) nn
aKo TYyIINUTE MHOTO.

. [Tanuenture ¢ XOBb u manuenTuTe, KOUTO MyIIaT MHOT'O, MOKE J]a Ca C MOBUIIEH PUCK OT
pa3BUTHE Ha pak 1o BpeMe Ha Jieuenuerto ¢ Inflectra.

3a00sIBaHKS Ha HCpBHATa CUCTEMA

. VYBenomere Bammst nekap, npeau aa Bu 6bae npunoskena Inflectra, ako ctpamate nnn Hsxora
CTe CTpaJiajiu OT 3a00JIsIBaHe, 3acsralo HepBHaTa cuctemMa. ToBa BKIIOYBA MHOXKECTBEHA
CKJIepo3a, CHHAPOM Ha I'mien-bape, ako cTe uMaiu repuoBe UM HAKkora Bu e mocraBsaHa
JIMarHo3a ,,HeBPUT Ha 3pUTEIHUS HEPB .

Axo 1o Bpeme Ha jeueHuero ¢ Inflectra pasBuere cuMnTOMHU Ha HEBPOJIOTUYHO 3a00IIBaHE,

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

c1a00CT B pBIIETE WM KpakaTa, H3TPhIIBAHE WK ,,MpaByUYKaHe” Ha KOSITO U J1a € 4acT OT TsUI0To Bu.

HeecrecTBenu kaHamdera B Ko)kaTa

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

. YBenomere Bamist jekap, ako ckopo ca Bu npaBeHu BakcHHANMU Wi Bu TpeicTOAT TakuBa.

. Ipenu 3amouane Ha jgeuenueTo ¢ Inflectra, Tps6Ba na Bu Ob1aT HampaBeH!
npenopburTeHUTe BakcHHaIMu. [1o Bpeme Ha neuenueto ¢ Inflectra Mmoxe na Bu Obaat
MIPIJIO’KEHH OIPEeIeIeHN BaKCHHH, HO He TpAOBa f1a Bu ce npuiarar )XuBH BaKCHHU (KOUTO
CHIBPIKAT JKUB, HO OTCIA0CH MH(EKIIMO3CH areHT), Thil KATO TE MOTAT Ja NMPEAU3BUKAT
UHEKIHH.

. Ako cre monyuyaBanu Inflectra, mokaro cte 6una 6pemenHa, Bareto 6e6e chIlo MOXKe Jia € ¢
MOBHIIICH PUCK OT pa3BUTHE Ha WHQEKIHS, B pe3yJITaT Ha PUIIOKEHHE Ha )KHMBa BAaKCHHA TIpe3
bpBaTa rojinHa OT KMBOTa. BaxkHo e na nHdopmupare jekaps Ha Bamiero 6ede u apyrute
MEUIUHCKY CTICUATUCTH 3a JieueHreto Bu ¢ Inflectra, 3a ma Morar te na perat kora Barirero
0ebe Moxe J1a ObJic BAKCHHUPAHO, BKITFOUMTEIHO ¢ KHBH BakcHM karo BCG BakcuHaTa
(u3Mmos3BaHa 3a MpeIoTBpaTsIBaHe Ha TyOepKyI03a).

° AKO KbpMHTE, BaXXHO € J1a nHQopMupaTe jiekapsi Ha Bamero 6e6e 1 qpyrute MeTUIIMHCKA
crienuanucTy 3a nedeHuero Bu ¢ Inflectra, mpenau 1a 6b/e npuiokeHa KaKBaTo U J1a € BAKCHUHA
Ha Bamero 6e0e. 3a moBeue HHGOPMAITUS BHXKTE TOUKa BpeMEHHOCT U KbpMEHE.

TepaneBTUYHHI I/IHd)eK]_[I/IO?,HI/I cpeacTrBa

. YBenomere Bammus siekap, ako Hackopo ca Bu npuitoxxwin unu Bu npencrou na Bu npunnoxar
JIeYeHHE C TePaneBTHYHO HH(PEKIMO3HO cpeAcTBO (KaTo BiuBaHe Ha BCG, n3noisBano npu
JIeYeHUE Ha PaK).

OHeDaIH/II/I HJIM CTOMATOJJOTMYHH MAaHUITYJIAITUH

. YBenomere Barmus siekap, ako Bu mpecTosT oneparuy Wik CTOMaTOJIOTHIHN MaHUITY IaIiH.
. YBemomere XUpypra Wil CTOMATOJIOTa CH, Ue cTe Ha JieueHue ¢ Inflectra, karo UM mokaxere
Bamara HarmomHsIIa KapTa HA TIAITUCHTA.

IIpoGaemu ¢ uepHus 1pod

. Hsixon mauneHTH, Ha KOUTO ce mpujara HHGIMKCUMAaO0, pa3BUBAT CEPUO3HU YEPHOIPOOHHI
mpooyieMu.
. VYBenomere He3abaBHO Bamms nekap, ako uMate CHUMOTOMH Ha YepHOAPOOHH MpodiaeMu 1o

BpeMe Ha jieueHueTo ¢ Inflectra. [Ipu3HanuTe BKIFOYBAT MOXKBITABAHE HA KOXKaTa U OUHTE,
MOTHMHSIBaHE Ha ypUHATa, OOJIKa WU MOAyBaHe B ISICHOTO MOApeOpue, O0JKa B CTaBHTE,
KOXXHH OOpPMBH WJTU IOBUIIIABAHE HA TEMIIEpaTypaTa.

ITouuxeH 6poil KPbBHU KIIETKU

. [pu HsIKOW MAIUEHTH, HA KOUTO ce Tpuiara HHGpIMKCHMa0, OpraHU3MbT HE € B ChCTOSIHUE 1A
MPOU3BEXKIA JOCTATHYHO KPBBHU KIIETKH, KOUTO Ja ce OOpsT ¢ MHMEKIUHUTE U a CIHpaT
KBpPBEHETO.

. VYBenomere He3abaBHO Bamms nekap, ako uMate CUMITOMH Ha IIOHMKEH OpOW KPBBHU KIIETKH

1o Bpeme Ha jieueHueto ¢ Inflectra. [Ipu3HanuTe BKIIOYBAT TOCTOSHHA TEMIICpaTypa,
KPBHBOM3IIMBY WIIH JIECHA TI0SBa HA KPHbBOHACSIAHUS, MAJTKW Y€PBEHU WJIH JIMIIABU TICTHA,
MPEeIM3BUKAHM OT MOJIKOXHO KbPBEHE, M OJIETOCT.

Hapymenne Ha UMyHHAaTa cucTeMa

° Hsaxon ManyveHTH, Ha KOUTO CC Ipujiara I/IH(i)HI/IKCI/IMaG, pa3BHUBAT CUMIITOMU HAa HAPYHICHUEC Ha
HMYHHATa CUCTCMA, HAPCUYCHO JIYIIYC.
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. YBenomere HezabaBHO Bamus ekap, ako pa3BreTe CUMIITOMH Ha JIYIyC TIO BpeMe Ha
neuenueto ¢ Inflectra. [IpusHanuTe BKIr0oUBaT 0OJIKA B CTABUTE MM YyBCTBUTEIHHU HA CI'IbHUCBA
CBETJIMHA OOpHUBH 110 Oy3UTe WK PBIIETE.

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

. [Ipu Hsxou mena u roHoIH, JeKyBaHu ¢ TNF-unxuOutopu kato naparukcuMab, ca ce pa3BIIN
paxoBU 3a00JIIBaHYS, BKIFOUUTEITHO HETUITMYHN BUJIOBE, KOUTO B HSKOW CITyYaH ca 3aBbPIIHIIH
CBhC CMBPT.

. B cpaBHeH#He ¢ Bp3pacTHHTE, TPH TIOBEYE Jella, MpueMaii HHPIMKcuMa0, ca ce pa3BIIH
UHQEKIHH.

. [Ipenu 3amouBane Ha jeuyenue c Inflectra, Ha nemara Tps6Ba 1a UM ObAAT HAIPABEHH

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

[Ipu nena Inflectra TpsiOBa 1a ce U3MmoJ3Ba caMo 3a jieueHHe Ha OosectTa Ha KpoH min yirepo3eH
konut. Te3u nera TpsOBa Ja ca HaBbPIIMIN 6 TOAUHU.

AKo He CTe CUTYpHHM JIaJIu HEeIllo OT U30pOeHOTO Mo-rope Baku 3a Bac, mpenu 3anouBaHe Ha
neuenueto ¢ Inflectra monuraiire Bammus nekap.

Apyru nexapcrBa u Inflectra

[TanmenTHTe C BH3NATUTEIHN 3a00JIIBaHMS IPUEMAT JIEKapCTBa 3a JICUCHHE Ha TIXHOTO ChCTOSHUE.
Te3u nekapcTBa MOXe Ja MPEAU3BHUKAT M0SBA HAa HEXKeNaHU peakuun. BammsaT nekap me Bu
MOCHBETBA KOH APYTH JEKapCTBa Jia MPOIBIDKUTE Jia IIpreMare B xojia Ha JiedeHuero ¢ Inflectra.

TpsiOBa na kaxxeTe Ha Bammst nexap, ako H3MOI3BaTe, HACKOPO CTE M3MOI3BAJM WK € Bh3MOXKHO J1a
M3II0NI3BATE JPYTH JIEKapCTBA, BKIIFOUNTEIIHO BCHUKHY APYTH JIGKAPCTBA 32 JIeUeHHe Ha OoecTTa Ha
Kpon, ynmepo3eH KoauT, peBMaToUACH apTPUT, aHKUIO3HpaIll CIIOHAMIUT, ICOPHATHYEH apTPUT WU
TICOpUA3NC, UM TaKUBa, KOUTO CE OTIyCKaT 0e3 perenta — KaTo BUTAMUHH WU PACTUTEITHH
npernapaTH.

B gactHocT, yBetomeTe Bamms siekap, ako U3M0NI3BaTe HAKOE OT CICTHUTE JIEKapCTBa:

e  JlexapcTBa, MOBJIMSBAIIY HMyHHATa CHCTEMA.

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

He tpsibBa na Bu mpuiarar »xuBu BakCHHU JIoKaTo u3noiseare Inflectra. Ako cre u3monsBanu
Inflectra mo Bpeme Ha OpemenHocT uinu Bu ce npuara Inflectra nokaro kppMuTe, KakeTe Ha JeKaps
Ha Bamerto 6e0e 1 ApyruTe MEITUIIMHCKY CIICIIMAIMCTH, KOUTO ce TprKar 3a Bamero 6ebe 3a
neuenueto c Inflectra npenu na BakcuHupat 0edeto Bu ¢ KakBUTO U 1a € BAKCHHU.

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

Bpemennoct, kbpMeHe U pepTHIANTET

. AKo cTe OpeMeHHa WM KbPMHTE, CMSTATE, Y€ MOXKeE Jla CTe OpeMEHHA WM TUIaHUpaTe
OpeMeHHOCT, ochBeTBalTe ce ¢ Bamms nekap npeau ynorpebara Ha ToBa JiekapeTso. Inflectra
Tpsi0Ba J1a ce U3II0JI3Ba 10 BpeMe Ha OPEMEHHOCT WM I0KaTO KbPMUTE, caMo ako Bamust
JieKap IpeleHH, e ToBa e HeoOxoaumo 3a Bac.

. ITo Bpeme Ha sedenueTo ¢ Inflectra, kakTo U B poIbIDKEHNE Ha 6 Mecela cliesl Kpasi Ha
JieyeHneTo, TpsiOBa na u3bsareare 3abpemensBane. O0chaeTe ynorpedara Ha KOHTPALETITUBHH
CpezcTBa Ipe3 To3u nepuos ¢ Bamus nekap.
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. Axo cre momyyaBanu Inflectra mo Bpeme Ha OpeMeHHOCTTa, Barero 6e6e Moke J1a € ¢ 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 MpuitosKeHN KakBUTO | J1a OMII0 BakcHHH Ha Barero
6e6e. Ako cte nonyuaBanu Inflectra mo Bpeme Ha OpemMeHHOCTTa, npuiaranero Ha BCG
BaKCcHHa (M3II0JI3BaHa 3a NpeA0TBpaTsIBaHe Ha TyOepKyJio3a) Ha Bariero 6e0e B paMKHUTE Ha
12 mecena ciiest paxaaHeTo MOXKeE J1a TOBe/Ie 10 MH(MEKIHS ChC CePUO3HH YCIOKHEHUS,
BKJIFOUMTEITHO CMBPT. Bamero 6e6e He TpsiOBa 1a Obie BAKCHHUPAHO C )KUBU BaKCHHU KaTO
BCG BakcuHarta B paMKHTe Ha 12 Mecela ciel pakaaHe, OCBEH ako JeKapsaT Ha Baiero 6e0e
HE Tpernopbya Apyro. 3a mopedye MHHOPMAIHS BIDKTE TOUKATa 32 BAKCHHAIIHH.

. AKO KbpMHTE, € BaKHO J1a HHpopMupaTte jekaps 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 BaKCHHH, JOKATO
KbPMHTE, OCBEH aKo JiekapsT Ha Bamero 6e0e He nmpernopbya Apyro.

. CphoOI11aBaHu ca ClIy4au Ha CHUITHO TIOHW)KEH Opoii OesTi KPbBHH KJIIETKH MIPU KbpPMaydeTa, POACHH
OT >KEHH, JIEKyBaHU ¢ HHpIHKcuMal 1o BpeMe Ha OpeMeHHOCTTa. AKO Bamero 6e6e nma
MOCTOSIHHO TIOBHIIICHA TeMITepaTypa Wi HHPEKINH, He3a0aBHO Ce CBBPXKETE C JIeKapst Ha
6ebero Bu.

Ilo¢upane u padbora ¢ 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 ¢e YyBCTBaTe 00pe, He modupanTte u
HEJICHTEe Ja U3MOJI3BaTe HHCTPYMEHTH WITH J1a pa0OTHTE ¢ MAIIHHH.

Inflectra ebabpika HaTPHI

Inflectra chabprka HaTpuii, mo-Manko ot 1 mmol (23 mg) Ha 1034, T.€. MIPAKTHYECKU HE ChABPIKA
Hatpuid. O0ave, npeau na Bu ce nmpuioxu, Inflectra ce cmecBa ¢ pa3TBoOp, KOHTO ChIIbpiKa HATPHM.
Kaxere na Bamus ngexap, ako cTe Ha AMETa C HUCKO ChIBP)KAHKUE Ha COJL

3. Kak mie ce mpusara Inflectra

Koako Inflectra me Bu ce npuiara:

° BamusT nexap me onpenenu go3zara Bu u konko yecto me Bu ce mpuara Inflectra. Tosa mie
3aBHCH OT 3a0oJisiBaHeTo Bu, TenecHoTo BH Terio u koiiko 1o0pe ce MOBIUABATE OT JICYCHUETO
¢ Inflectra.

. Janenara mo-fo:y Tabiuia MoKa3Ba KOJIKO YyecTo oOu4aiiHo e Bu ce npumnara nexapcTBoTo

CJICI IbpBaTa A034.

Btopa noza 2 CeIMHIIM CIIEH MbPBaTa J03a
Tperta mo3a 6 ceMHUIM CIie] MbpPBaTa J103a
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 ¥ 60secT Ha Kpon

OoOwuuaiiHarta 703a € 5 mg 3a Bceku kg TelIecHO Tero.

Kak ce npuaara 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.
. JlexapcTBOTO 111€ O'BJIe MPUIIOKEHO KAaTO BIMBaHE (32 OKOJIO 2 yaca) B €Ha OT BeHuTe Bu —

O0OMKHOBEHO BbB BeHa Ha pbKara. Ciiex Tperara nuHdy3us, Bamusat nexkap Moxe aa pemn ga Bu
npuiara go3ata Inflectra 3a 1 gac.
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. JHokaro Bu ce BiauBa Inflectra, kakTo u B mpoabikeHue Ha 1 10 2 vaca ciiel] ToBa, e Obaere
101 HAOJIIOICHHE.

Ynorpeda npu Aena U OHOIIH
[Ipu nena (Ha 6 TOAWHYU ¥ TTO-TOJIEMH) Ha JieueHre 3a Oosect Ha KpoH wim yiepo3eH KOJuT,
MperophYNTETHATA 032 € ChIIaTa KaTo 32 Bb3PaCcTHH.

Axo Bu e npuioskena mo-sucoka ot Heooxogumara no3a Inflectra

IToHexe TOBa JEKapCTBO ce MpHiIara oT JIeKap WK CEeCTpa, € MaJIKO BEpOsATHO Aa Bu Obae npuioxena
TBBPJIC BUCOKA 103a. He ca M3BECTHU HEXENaH! PeaKkIK B PE3yNITaT Ha MPUIOKEHUE HA TBBPJIE
BHcoka no3a Inflectra.

AKko 3a0paBuTe uiu nponycHere nHgys3usta Ha Inflectra
Axo 3a0paBuTte WM IponycHeTe Ha3HaueHa HH(Dy3us Ha Inflectra, KOJIKOTO MOe MO-CKOPO
YTroBOpeTe HOBa HHQY3HSI.

AKO MMaTe HIKAaKBU JOIBIHUTEIIHH BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKAPCTBO, IIOMHUTANTE
Bamms nekap.

4. BB3MOKHN HexkeTaH! peaKkuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1da TPCAN3BUKA HCIKCIIAHNU PCAKINU, BBIIPCKU Y€ HC
BCCKH I'l ITOJTy4aBa. IToBedeTo HEXEIaHU p€aKknunu ca JICKHU 10 YMCPCHU. Bce MaK, nIpu HAKOH
MalMeHTH MOraT Aa C€ pasBUAT CCPUO3HU HEKECIIaHU PCaKINKU, KOUTO HajlaraT JICHCHUC. Hexenanu
pCaKknuun MOraT Aa CC pa3BUAT U CJICA CIIMPAHC HA JICUCHUCTO C Inflectra.

He3a0aBHo yBegomeTe Bauus Jjiekap, ako 3a0esieskuTe CJIeJHOTO:

. IIpu3Hanu Ha ajiepruYHa peakMs KaTo IMOAyBaHe Ha JIMILIETO, YCTHHUTE, yCcTaTa WiH T'bPioTo,
KOETO MO>KE Ja MPUYMHHM 3aTPyIHEHO MPETITbIIaHe MM 3a1yX, KOKEH OOpHB, KOIIPHBHA TPECKA,
MOAyBaHe Ha AJaHUTE, XOAUiIaTa WK rae3eHuTe. Hakon oT Te3u peakium MoXe /1a ca CepHO3HU
WM JKMBOTO3acTpalaBaiy. AJlepruyHa peakiys MOXe Jia ce pa3BHe B paMKUTeE Ha 2 Jaca cie
uH}y3UATa WK TO-KbCHO. [Ipyry mpu3HaLy Ha HeXeJlaH! allepIrMYHH PeaKLUH, KOUTO MOraT Aa
ce IposBAT 10 12 auu cnen nHQy3usiTa, BKIIOYBAT OOJIKH B MyCKYJIUTE, TPECKa, OOJKH B CTaBUTE U
YEJIOCTHTE, OOJKU B TBPIIOTO WIIH TIIaBOOOITHE.

. IIpu3Hanu Ha NpodJieMH CbC ChbPLETO KaTo AUCKOM(OPT MU 00JKa B I'bpauTe, 00K B
pbKara, 00JIKa B CTOMaxa, 3aJ1yX, TPEBOXKHOCT, 3aMastHOCT, CBETOBBPTEX, MPHUITAIEK, TIOTCHE,
rajeHe, MOBphIIAHEe, TPENTEHE WK CHITHO ChpLeOHeHe B I'bpAUTE, YCKOPEH WK 3a0aBeH
CBpJICYEH PUTHM M OTUYaHE Ha KpaKarTa.

. Ipu3nany Ha nHpeKkIus (BKJIIOYUTETHO Ty0epKya03a) KaTo IOBHUILIEHA TEMIIEPATYpa,
yMopa, KalllIHIIa, KOSITO MOXe JIa € YIOPHTAa, 33yX, TPUIIONOA00HN CUMIITOMH, 3ary0a Ha
TErJI0, HOIIHO U3IOTSIBaHe, Iuapusl, pa3paHsIBaHusl, HATPyNBaHEe HA THOW B yepBaTa WM OKOJIO
anyca (a0cuec), mpobaeMu cbC 3b0UTE WM MapEeLIo YCelaHe Ipy YpUHUPAHe.

. Bb3MOKHU NPU3HALM HA PaK, KOUTO BKJIIOYBAT, HO HE C€ OTPaHNYaBaT 10 MOJyBaHE Ha
nuMQHUTE BB31IH, 3ary0ba Ha TerJo, TIOBUIIIEHA TeMIIepaTypa, HeoONYallH! KOXKHU BB3ITH,
MIPOMEHHU B OCHKH WM IIBETA HA KOXKaTa, MM HEOOMYailHO BarMHAIHO KbPBEHE.

. IIpu3nanu Ha npodsemu ¢ HeanTe APoOOBe KATO KAUINIIA, 3aTPYTHEHO AUIIAHE UIIH CTATaHE
B I'bpIUTE.
. IIpu3Hany Ha HEBPOJOTHYHH NMPOOJIeMH (BKIIOYMTEIHO NMPOOJIeMH ¢ 0YHMTe) KaTo

MpU3HAIM HA HHCYJT (BHE3AITHO U3TPBIIBAaHE WIIH c1abOCT Ha JIMIETO, phKaTa MU Kpaka,
0co0EeHO OT eJJHaTa CTpaHa Ha TSJIOTO; BHE3AITHO 00BbPKBaHe, 3aTPyIHEH TOBOP MM pa3OupaHe;
3aTpyAHEHO BIDKAAHE C €HOTO WM ABETE OUM, TPYAHOCTHU MPH XOJCHE, 3aMasHOCT, 3ary0a Ha
pPaBHOBECHE MU KOOPAWHAIINS, MM CHITHO TTIaBOOOJINE), IPUTIaIbIIM, U3TPhIIBAaHE/MPABYUKaHE
Ha KOSITO ¥ J]a € YacT OT TSUIOTO WIIH clIaboCT B PhIIETE U KpaKaTa, MPOMEHHU B 3pEHHETO KaTo
HampUMep JBOWHO BMXKIAaHE, MM APYTH MPOOIEeMHU C OUHUTE.
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. Ipu3Hany Ha MpPodJIeMH ¢ YepHHS APod (BKIIOUYUTEIHO XenaTUT B nH(peKkIus, Korato cTe
MMaJIi XeTmaTuT B B MHHATIOTO) KaTo MOXKBITABAHE Ha KOXKAaTa WM OYUTE, TOTEMHSBaHE Ha
ypuHaTa, 00JIKa WX TIOyBaHe B ASICHOTO moapeOpue, O0JIka B CTaBUTE, KOXKHA OOPHUBH WITH
MOBHIIICHA TEMIIEPaTypa.

. [Ipu3Hanyu Ha HApYIIeHNEe HA HMYHHATA CHCTeMA KaTo OOJIKH B CTABUTE WJIH YyBCTBUTEITHU
Ha CJIbHYEBA CBETJIMHA OOPUBHU 10 OY3UTE WX phlieTe (JIyIyC) WK KalIuIia, 331X, TPecKa
WM KOXXEH 0OpHUB (CapKoH103a).

. IIpu3Hany Ha NOHMKEH OPOii HA KPHLBHUTE KJIETKH KaTo IIOCTOSIHHA TEMIICPaTypa,
KPBHBOM3IIMBY WIIX JIECHA TI0SBa HA KPHBOHACSIAHUS, MAaJIKH YEPBEHU WJIM JINJIABU TIETHA,
MPEIM3BUKAHM OT MOJKOXHO KbPBEHE, HJI OJICIOCT.

. IIpu3HayU HA CEPUO3HU KOKHHM MPOOJIeMH KaTo YepPBECHUKABH, ITOJI00HN Ha MUIIICHA MTETHA
WM KPBITIH METHA, YECTO C MEXYPH B IIEHTHPA, PA3MOJIO0KEHH I10 TAIOTO; TOJIEMH 00JIACTH OT
Oenera u moreia ce (ekchoimpaiia) Koxa, 3BU B yCTaTa, I'bpJ0TO, HOCA, IIOJIOBUTE OPTraHu
" OYUTC WX MAJIKU IMOJAYTUHH, ITBJIHU C FHOI>'I, KOHMTO MOT'aT aa CC pas3npoCTpaHAiT 110 TAJIOTO.
Te3u KOXKHHU peakIiy Morar Jia ObAaT MPUIPYKEHH OT MOBUIICHA TeMIIepaTypa.

HeszabaBHo yBenoMeTe Barims siekap, ako 3a0€Ie:KUTe HIKOU OT H30POSHHUTE MO-Tope OenesH.
CrneHUTE HEXKENIaHU peakiuu ca HaOmonaBanu npu Inflectra:

MHoro yecTu: Mo:ke 1a 3acerHat nose4e ot 1 Ha 10 nymmn
Bboinka B kopema, rajiene

BupycHu uH}peKInu Kato xeprec Wid rpurl

I/IH(beKHI/H/I Ha TOPHUTEC TUXATCIHU IIbTUIA KATO CUHY3UT
I'maBoGonue

Hesxenanu peaknuu, CBbp3aHu ¢ MHPY3UATA

bouka.

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

° [Ipomsina Ha pyHKIIMATA HA YepHUS P00, TOBUIIIABaHE HA YSPHOAPOOHUTE EH3UMHU
(ycTraHOBsIBa c€ OT M3CJICIBAHIATA HA KPBB)
° BenonpoOHu niu rpbaHA HHPEKIIUU KaTO OPOHXUT WIIH THEBMOHUS

3arpyaHeHo Wi 00JIE3HEHO quiane, 00JIKa B TbPAUTE

KpbBon3nuBu B cToMaxa MM B YepBara, Tuapusi, HapyIeHo XpaHOCMIJIaHe, KUCEITHHH B
cToMaxa, 3areK

Konpusna tpecka (00puB), chpOsI] 0OpHB WK CyXa KOXKa

Hapymeno paBHOBecHe WM 3aMastHOCT

[loBumiena remneparypa, OBHIICHO ITOTEHE

Hapyennst Ha KpbBOOOpAILIEHHETO KAaTO HUCKO WM BUCOKO KPBBHO HAJISITAHE
[locunsiBane, ropeiy BbIHM WM KbPBEHE OT HOCA, TOILJIA U 3a4€PBEHA KOXa

VYmopa i cnaboct

BaxTepuannu nH(EKIMM KaTo OTpaBsiHEe HA KPBBTA, a0cIiec miu WHGEKIUS Ha KoXKaTa
(memyuT)

Nudexnns Ha KoXKaTa, MPEeIU3BUKAHA OT T'HOMYKH

[IpobGiiemu ¢ kpBBTa KaTO aHEMHS WM HaMaJIeH Opoii OelTi KPbBHU KIIETKH

HonxyTtn muMdHA BB3TH

Jlenpecusi, HapyIIeHUS Ha CHHS

[Ipobnemu ¢ ounTe, BKIIOYBAILM 3a4epBABaHE U HHPEKINU

YckopeHa chpedHa JEHHOCT (TaXUKapAns) WK NalmuTanuy (ChprieOnueHe)

Bonka B craBuTe, MyCKyJIUTE HITH T'BpOa

WNudekuns Ha MUKOYHUTE THTUIIA

INcopuasuc, mpobieMu ¢ KoxkaTa Karo ek3eMa H OnajaHe Ha KOCMU

Peakiuu Ha MCTOTO Ha WHXKEKTHpaHE KaTo OOJIKa, MTOIyBaHe, 3a4epBsBaHe WA ChPOexK
CryneHu TpBIIKH, HATPYIIBAHE HA TEYHOCT T0J] KOXKAaTa, IPUIHHSBAIIO [TOTyBaHEe
WaTtprnBane win "MpaByukaHe'.
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HeuecTu: moxe na 3acernat a0 1 na 100 nymmu

Jlomo kpeBOOpOCsBaHEe, HAOBOBaHE HAa BEeHA

CnOnpane Ha KpbB U3BBbH KPHBOHOCHHUTE CHIOBE (XeMaToOM) WM KpbBOHACSIAHE

[Ipobnemu ¢ koxkaTa KaTo MosBa Ha MEXypH, OpaJaBUIIH, TATOJOTHYHO OLBETSIBAHE HA KOXKaTa
WJIM TIMTMEHTAIINY, TT0TyBaHe Ha YCTHUTE, WIN yAcOeNsaBaHe Ha KOXKaTa, WK 3a4epPBCHA,
Oeella ce U JII0CIECTa KOKa

Texku anepruyau peakiuu (Hamp. anaduirakcus ), IMyHOOOYCIIOBEHO 3a00JIsiBaHe, HAPCUCHO
JyIyC, aJIepTUYHU PEaKy KbM YyXKIU POTCHHU

[To-6aBHO OT HOPMAJIHOTO 3apacTBaHE HA PaHHUTE

VYronemsBane Ha 4epHHUS APOO (XENMATUT) WIIK HA XKITBYHHUS MEXYp, YSPHOAPOOHO YBpEKAaHEe
PascestHOCT, pa3apa3HUTETHOCT, OOBPKAHOCT, HEPBHOCT

[Ipobnemu ¢ ounTe KaTo 3aMBIICHO MM OTCIa0CHO 3peHHe, TOAITyXBaHe Ha OUUTE, EUEMHK
HoBooTkpura unu BioIIaBaia ce CbpAeYHa HEJOCTAaThYHOCT, 3a0aBeHa ChpIeYHa YECTOTa
[Ipunagpk

Konsyncuu, Hapyiienns Ha HepBHaTa CHCTEMa

[ephopanms nnu 3amymBaHe Ha yepBaTa, OOJIKM B KOpEMa MU KpaMIIi

VYronemsBane Ha naHKpeaca (MTAHKPEATHT)

["'b0MvHY MHQPEKIUN KaTo KaHAU/03a WU IhONYHA 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
JUIIaHe

Br3nanenue Ha auraBunata Ha Oenust Ipo0, IPeAN3BUKBALIO OCTpa rpbAHa 00JIKa, KOSTO ce
BJIOIIAaBA MPH IUIIaHE (TUIEBPUT)

TyGepkyio3a

WNudexnuu Ha 060penuTe

Hucwk Opoii TpoMOOIITH, BUCOK OpOit OeNi KPhbBHU KIIETKH

Barunanau uHpexmmn

KpwBHHTE TECTOBE MOKA3BaT ,,aHTUTENA" CPENTY COOCTBEHOTO TSLIO.

[MpomsiHa B HUBaTa Ha XOJECTEPOI U Ma3HUHHU B KPBBTA.

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

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

Bun pak Ha kpBpBTa (JIuMdOoMm)

[IpeHoc Ha HEIOCTATHYHO KOIMYECTBO KUCIOPOJ OT KPBBTA A0 OpPraHuTe, IpoOIeMu ¢
KPBBOOOPAIIIEHNETO KaTO CTECHSIBAaHE HA KPHBOHOCEH ChJT

Brananenue Ha Mo3bpuHaTa OOBHBKA (MEHUHTHUT)

WNudexnmu nopaau orcinadeHa IMyHHa CHCTEMA

Xematut B, ako B MUHAJIOTO CTE UMAaJIM XeaTuTt B

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

[Ipobnem c uepHust Ipo0, MPUUNHSBALL MOKBIATSIBAHE HAa KOXKaTa WM OYUTE (KBITCHHLIA)
[laTonorn4nm ThKaHHU OTOLU WJIM Pa3pacTBaHUS

Texka anepruyna peakuusi, KOsITO MOXKE /1a IPUUMHY 3ary0a Ha Ch3HAHUE U MOXe Ja ObJe
JKUBOTO3acTpaliapaiia (aHaQuIaKTHICH IIOK)

VY nebensiBane Ha MaJIKUTE KPHBOHOCHH ChIOBE (BaCKYJIHUT)

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

HarpymnBaHe Ha KJIETKH HA IMyHHATa CUCTEMa B PE3YJITAT HA BH3MAIUTEIIHA PEAKIIUs
(TpaHyIOMaTO3HH JIE3UH)

HezannaTrepecoBaHOCT WM JIMIICA HA €MOLIUU

Cepro3HH KOKHH 3200 sIBAHUS KATO TOKCHYHA €NHepMaliHa HEKPOJIn3a, CHHAPOM Ha
CruBbHC-/[)KOHCHH H 0CTpa reHepalin3upaHa eK3aHTeMaTo3Ha MyCTy03a
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. Jpyru mpobieMu ¢ KoxkaTa KaTo eputemMa My ITudopMe MeXypH U Oejelia ce Koxa WIn
rHOMHM BIIKK (PypyHKYyII032)

. Cepro3HH HapylICHUs] HA HEpPBHATA CHCTEMa KaTO TPaH3BEP3aJIeH MUEIHUT, 3a00IIBaHe,
HATo100sBaI0 MHOXKECTBEHA CKIIEP03a, HEBPUT Ha 3PUTEIHUS HEPB U CHHAPOM Ha | mnen-bape

. Br3nanenue Ha OKOTO, KOETO MOXeE Ja MPEAU3BHKA IPOMEHHU B 3pEHHETO, BKITIOUUTEITHO

ciernora

HatpynBaHe Ha TedHOCT MEXTy OOBHBKUTE Ha CHPIIETO (TIEPUKAP/ICH U3IIHUB)

Cepuosnau 6emoipoOHY MpodIIeMH (KaTo MHTEPCTHIIMAITHO Oe1opoOHo 3ab0saBanHe)

MenanoMm (BUJ pak Ha KOXKaTa)

Pak na muiikara Ha MaTkaTta

[Tonmxken Opoli Ha KPBBHUTE KIIETKU, BKJIFOUUTEITHO CHITHO TIOHWXKEH Opoii Oenn KphBHU

KIIETKH

Marrku YepBeHU WM JIMJIaBH TIeTHA, IPEM3BUKAHN OT IMOJIKOKHO KbPBEHE

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

. OTKJIOHEHHS B CTOMHOCTHTE Ha KPBBEH MPOTEWH, HAPEUEH ,,KOMIUIEMEHT, KOWTO € 4acT OT
UMYHHATa CUCTeMa

C HeM3BeCTHA YeCTOTA: OT HAJTUYHHUTE JaHHHU HEC MOXKE aa 6’[))2[6 HalipaBC€Ha OLICHKA Ha YeCTOoTaTa
o Pak Ipu ae1a U Bb3paCTHU

. Psnabk pak Ha KpBBTa, 3acsralll TJIaBHO MOMYETa B IOHOIIECKA Bb3PAcT MU MJIaJl MBKe
(xenarocruieHaneH T-KiIeThYeH TUMEPOM)

. UepHoIpoOHA HETOCTATHYHOCT

. Mepken-KieTbueH KapIuHOM (B paK Ha KOXKaTa)

. Capkom Ha Kanomm — psiiko cpelias pak, CBbp3aH ¢ MHPEKIHs ¢ YOBELIKH XepIeceH BUPYC 8.
Capkom Ha Kanommu Haii-uecto ce cpeina moj ¢popmara Ha ypIypHA U3MEHEHUS BEPXY
KOJXKaTa.

. BromraBane Ha ChCTOSTHEE, HAPEUECHO JIEPMATOMHUO3UT (TIPOSIBSIBA CE KaTO KOKEH OOpHB,

NpUAPYKEH OT MYCKYJIHA C1a00CT)

CopaeueH nHdpapkT

Wncynt

Bpemenna 3ary0a Ha 3peHHETO IO BpeMe Ha WM B PaMKUTE Ha 2 Yaca ciell nHpy3usaTa
Wndexuus, npoxama ce Ha ,,)KUBa“ BAKCHHA, TIOPay 0TCIa0eHa HIMyHHA CHCTEMa

JlOMbJIHUTEIHE HesKeJIaHU PeaKMy MPH Jela U IHOLIU

Jlena, xouTo ca nmpueMain nHpIMKCUMa0 3a iedeHune Ha OosiectTa Ha KpoH, ca moka3aiy HIKOU
Pa3IuKU B HEXXEJIAHUTE PEaKLUH, B CPAaBHEHUE C BB3PACTHUTE, KOUTO ca MpHeMany HHQIUKcuMab 3a
neueHue Ha 6onectra Ha Kpon. Hexxenanute peakuuu, Bb3HUKHAIH [T0-9€CTO NPH Jela, ca: HOHIKEH
Opoli YepBeHU KPbBHH KJIICTKH (aHEMHSI), KPBB B U3MPAXKHEHUATA, TIOHMKEH 0011 Opoii Ha Oeure
KPBBHU KJIETKH (JIEBKOICHMS), YEPBEHNHA WM U3UEPBsBaHE (3auepBeHsIBaHE), BUPYCHU HH(EKLUH,
MOHW)XEHU HUBA Ha OeIHUTe KPBBHU KIETKH, KOUTO ce OOPAT ¢ MHPEKIHMU (HEYTPOIICHHS ), CUyTIBaHE Ha
KOCT, OakTepuaHa HHQEKIHS U aJlepriIHN peakiy Ha JUXATeTHUTE IHTUIIA.

CpolImaBane Ha HeKeJAHH PeaKIHH

Axo IMOJIYYUTE HAKAKBH HCXKCJIAHU JICKAPCTBECHU PCAKIIUHN, YBEIOMETC Bammnms JICKap, Q)apMaueBT 501050
MCIUIMHCKA CECTpa. ToBa Bk/II0YBa BCUYKH BH3MOKHH HEOMMCAHU B Ta3H JIMCTOBKA HEXKEJIaHU
peakuun. MoxeTe ChII0 1a ChOOIIUTE HeXKETaHH PEaKIMy TUPEKTHO Ype3 HalMOHAHATA CHCTeMa 3a
cho0maBane, nocoveHa B [Ipmnoxkenne V. Karo cro0iaBare HeXeTaHN pEakLUK, MOKETE J1a 1aJeTe
CBOSI IIPMHOC 32 MOJTy4aBaHe Ha MoBeue HH(GOpMALs OTHOCHO 0E30MacCHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na coxpansBate Inflectra

OoukHoBeHO Inflectra ce chbxpaHsBa OT MEIUIIMHCKUTE CICIIMAIMCTY B OOTHUAIIATA WM KJIMHUKATa. B
CiTy4ail, 4ue ce HyXKJaeTe OT U3MCKBAHUATA 32 ChXpaHEHHUE, TC ca:
° Ja ce cpxpaHsiBa Ha MSICTO, HEAOCTHITHO 32 AENa.
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6.

He u3non3BaiiTe ToBa JIeKapcTBO ClIe]] CPOKa Ha TOIHOCT, OTOEINS3aH BhPXY €THKETa U
KapTOHEHaTa ONaKkoBKa ciex ,,l'ogeH 1o0:”. CpoKbT Ha TOJHOCT OTrOBapsl Ha MOCIEIHUSA IE€H OT
MTOCOYEHHUS MECEIL.

Ha ce cpxpansBa B xmagmiHUK (2°C — 8°C).

ToBa lekapcTBO MOXKeE Jja c€ ChXPaHsBa ChIIO U U3BBH XJIAJAWIHUK, B OpPUTHHATHATA OMTAaKOBKa
MpH TemmepaTypa MakcuMmyM 25°C, eTHOKpaTHO 3a MEePHOJ 10 IIECT Mecella, HO He U Ciel
CpOKa Ha TOJTHOCT, TIOCOYCH BbpPXY OMaKoBKaTa. B TakbB cirydail He ro BpblaiiTe 00paTHO 3a
ChXpaHEHHUE B XJIQAWIHMKA. Hanuimere HOBUSI CPOK Ha TOJHOCT BbPXY KapTOHEHATa OIaKOBKa,
BKJIIOUHTEINTHO AeH/Mecel/roanHa. M3xBepiere ToBa IEKapcTBO, aKo He ObAe U3MOI3BAHO B
PaMKUTE Ha HOBUA CPOK Ha T'OAHOCT UJIM CPOKA HA 'OJHOCT, HAallC4aTaH BbpPXY OIIaKOBKAaTa, B
3aBHCHMOCT OT TOBa KOH € MO-paHEH.

[penopbuBa ce, koraro Inflectra ce moaroTes 3a UHPY3MUs, Ja ce U3MOJI3BA MAKCUMAIHO OBP30
(B pamkuTe Ha 3 yaca). Bce mak, ako pa3TBOPBT c€ NIPUTOTBU MPH ACEITUYHH YCIOBHS, TOH
MOXKe€ J1a C€ ChXpaHsiBa B XJIaMWiIHUK 10 60 mau npu temmeparypa ot 2°C mo 8°C u B
MpoAbIDKeHre Ha ome 24 gaca npu 25°C cien u3BaxaaHe OT XJIaAWTHHUKA.

He n3non3Baiite ToBa JIEKapCTBO, aKO L[BETHT MY € IPOMEHEH WM aKO ChAbPXKa YACTULIH.

ChabpikaHue HA ONMIAKOBKATA M JONbJIHUTEIHA HH(pOpMaLus

Kaxkso cbabp:ka Inflectra

AKTUBHO BemecTBo: nHpukcumad. Beeku ¢makon cpabpxa 100 mg nndnukcumad. Cnen
MPUTOTBSIHE HA Pa3TBOPa, BCEKHU MILTHIIUTEHD ChIbpxka 10 mg uHpmukcrumao.

Jpyru cbcTaBKH: 3axapo3a, noaucopoar 80, HaTpueB auxuaporeHpocdaT MOHOXUAPAT U
nuHaTpueB Gocdart AuXuapaT.

Kak m3riexna Inflectra n kakBo chbABbpPKa ONAKOBKATA
Inflectra ce mocTaBs B cThKICHH (DJIAKOHU, ChIBPKAIIH TIPaX 32 KOHIICHTPAT 32 WH(Y3UOHEH Pa3TBOp.
[Ipax®bT € ¢ 051 UBAT.

Inflectra ce npousBexa B onakoBku ot 1, 2, 3, 4 uu 5 ¢uiakona. He BCHUKK BUIOBE OITAKOBKU MOTaT
na ObJaT MyCHATH B IIpoAakoa.

IIpuTe:kaTen Ha pa3pelIeHHETO 32 yHOTpeda

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrns

IIpounsBoauten

Hospira Zagreb d.o.o.
Prudnicka cesta 60

10291 Prigorje Brdovecko
XbpBaTus

3a mombJIHUTETHA HHOPMAIIHSI OTHOCHO TOBA JIEKapPCTBO, MOJISI, CBBPKETE CE C JIOKATHUSI
Mpe/ICTABUTEN HA MPUTEKATEISI HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva
Luxembourg/Luxemburg Pfizer Luxembourg SARL filialas Lietuvoje
Pfizer NV/SA Tel: +370 5 251 4000

Tél/Tel: +32 (0)2 554 62 11
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Bbarapus
[atizep JTrokcemOypr CAPJI, Kion beirapus
Temn.: +359 2 970 4333

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

Danmark
Pfizer ApS
TIf: +45 44 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 ALE.
TnA: +30 210 6785800

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

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

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland

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

Kvmpog
Pfizer EAAGg A.E. (Cyprus Branch)
TnA: +357 22817690

Latvija
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Magyarorszag
Pfizer Kft.
Tel.: +36 1 488 37 00

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

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

Norge
Pfizer AS
TIf: +47 67 52 61 00

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

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

Portugal
Laboratérios 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

United Kingdom (Northern Ireland)
Pfizer Limited
Tel: + 44 (0)1304 616161



Pfizer Luxembourg SARL filiale Latvija

Tel: +371 670 35 775

JlaTa Ha nocJieiHO Npepa3rJie;kAaHe Ha JUCTOBKaTAa:
JApyru n3rouHunM Ha MHGpopManus

[MonpoGHa nHOpMAaIIKs 3a TOBA JICKAPCTBO € Ipe0CTaBeHa Ha yeOcaiita Ha EBporietickaTa areHIus
10 JIeKapcTBaTa http://www.ema.europa.eu.
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[Mocouenara mo-noxy uHMGOpMAIUs € TpeJHa3HaYeHA CaMO 32 METUIIMHCKY CIICIAJIHCTH:

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

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

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

6 Mecella, HO HE U ClIe/l CpOoKa Ha I'OJJHOCT, IIOCOYEH BbpXY onakoBkara. HOBUAT cpok Ha roJHOCT
Tps6Ba 1a ObJIe 3amKcaH BbpXy KapTOHEHaTa onakoBka. Ciien u3BaXkiaHe OT XJaauiHuKa, Inflectra e
TpsiOBa J1a ce BPhILA OTHOBO 332 CbXPAaHEHUE B XJIAJAWUITHUK.

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

C nen nonoOpsiBaHe HA MPOCIEIUMOCTTA HA OMOJIOTMYHHTE JICKAPCTBEHU POIYKTH, THPTOBCKOTO UME
W MIAPTUHUAT HOMEP Ha MPHIOKEHNUS JIEKAPCTBEH MPOAYKT TPSIOBa SCHO Ja CE 3aIlUCBaT.

1. Tps6Ba na ce n3uucnaT no3arta u OposaT Heodxoaumu ¢uakonu Inflectra. Beexu duakon
Inflectra cabprka 100 mg undukcumabd. TpssOBa Aa ce U3UUCIH HEOOXOTUMHUSIT 001 00eM
pastBopeHa Inflectra.

2. [Ipu acenTrunu ycnous Bceku ¢nakoH Inflectra TpsioBa na ce pazropu ¢ 10 ml Boxa 3a
WHKEKIINH, KaTo Ce U3IMo3Ba crpuHIoBka ¢ uria 21G (0,8 mm) uim 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
ryMeHara Tama, ¥ CTpyiKara Ha BoJlaTa 3a HHXEKIMU Ce HAcO4Ba KbM CTeHAaTa Ha (priakoHa.
dnakoHBT TPsIOBaA Ja e 3aBHPTH BHUMATEITHO HIKOJIKO ITHTH, 32 JIa Ce Pa3TBOpH npaxa. TpsoBa
Ja ce U305TBa MpeKaneHo AbIro wim 1eepae eneprudno sepreHe. JA HE CE PA3KIIAILIA.
[Tpu pazTBapsiHETO MOXKeE J1a ce 00pa3yBa IsiHa. Pa3TBOPHT TpsOBs Aa ce ocTaBy 3a 5 MUHYTH.
PasTBOpBT TpsiOBa Aa € omanecueHTeH 1 Oe31BETEH 0 JIEKO XKBIT. Moxe ja Obaat 3abensa3anu
OTACTHH NPO3PAYHU YACTULH, TOHEXE HHPIMKCUMa0 e mpoTenH. Pa3TBopbT He TpsiOBa na ce
M3II0JI3Ba, aKO MMa ITPOMSIHA Ha LBETA, MAaTOBHU MJIH IPYTH YaCTHLH.

3. Heo6xomumusar odem ot npurorsenus pa3tsop Inflectra tps6Ba na ce paspenu 1o 250 ml ¢
nH(py3uoHeH pa3TBop Ha 9 mg/ml (0,9%) nHatpues xmopun. He paspexnaiite mpuroTBeHus
pa3tBop Inflectra ¢ HUKaKBB APYT pa3TBOPUTEIL. 3a pa3pexkaaHeTo oT 250-MUIHIUTpOBaTa
CTBKJICHA OyTHJIKA WK UH(PY3HMOHEH caK ce U3Teris koauuectso 9 mg/ml (0,9%) pa3TBop Ha
HaTpPHUEB XJIOPHI, paBHO Ha o0ema Ha mpuroTeeHus paszteop Inflectra. Heo6xonumust o6em ot
npuroTBeHus pazteop Inflectra ce 1o6aBs 6aBHO KbM 250-MUITMIMTpOBaTa OyTHIIKA WK CaK C
pa3TBOP Ha HATPHEB XJIOPU M C€ CMEeCBa BHUMAaTENHO. [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 rapanTupate, 4e KOHUCHTPALUATA HAa HHPY3MOHHUS
pa3TBOp He HaaBuInaBa 4 mg/ml. AKO ce CbXpaHsIBa B XJAIWIHUK clie]l pPEKOHCTUTYHPaHE 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 MHGY3MOHHHS
Cak.

4. WHdy3noHHUAT pa3TBOp TPsiOBa Ja ce MPHUIIOKH 332 BpEME, HE MO-KPAaTKO OT MPENOpPbYUTEIHATA
MPOABIDKUTEHOCT Ha MHPY3usaTa (BK. Touka 3). TpssOBa na ce usnonspa caMmo WHPY3HMOHHA
cucTeMa ChC CTEPHIICH, allUPOreHeH (PUIThp, KOWTO cabo CBbp3Ba 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 IPUTOTBSIHETO U pa3pekJaHETO Ha pa3TBOpa. AKO HE ce W3I0JI3Ba BeIHAara,
CIa3BaHETO Ha MPENOPbYAHNUTE CPOKOBE U YCIOBHS Ha ChbXPaHEHHE PeIu U pu ynorpeoda, e
OTTOBOPHOCT Ha MOTPeOuUTENs1, 1 OOMKHOBEHO He TpsiOBa Jia € rmoBede oT 24 yaca npu
temmeparypa ot 2°C 1o 8°C, oCBeH aKo pa3TBapsHETO/pa3peikKIaHeTo 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
IMpoOMsHa Ha LBCTA. He TpH6Ba Ja C€ MU3II0J3Ba, aKO 6’B,Z[aT 3a0es3aHu MpoMsAHa 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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