NPHJIOKEHNE T/

KPATKA XAPAKTEPI/ICTIQ&HA IMPOAYKTA



vTosn JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMIBIIHUTEIHO HaOMoqeHre. ToBa 1ie mo3Boiu Obp30To
yCTaHOBSIBaHE HAa HOBa HMH(OPMAITHS OTHOCHO Oe30macHOCTTa. OT METUITHHCKUTE CIICITHAIMCTH Ce
M3KCKBa Jla ChOOIIaBaT BCsKa MOI03MPaHa HeXKeIaHa peakiius. 3a HauMHa Ha ChOOIaBaHe Ha
HEXEJIaHU PeaKkluu BUXKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS ITPOAYKT 60
Eksunbi 130 mg koHIeHTpat 3a nH}Y3UOHEH Pa3TBOP &QQ/
2.  KAYECTBEH U KOJIMYECTBEH CHbCTAB Q

Bceku daakon chabpika 130 mg ycrekunymad (ustekinumab) B 26 ml (5 mg/ml). /b

MPOU3BEACHO B KJIEThYHA JIMHUS OT SMYHUK Ha kuTaiicku xamcrep (CHO) ¢ 1ITa Ha

YerekuayMad e m3isio yoBemko [gG 1k MOHOKITIOHATHO aHTHUTSIIO KbM HHT(@{SKHH (IL)-12/23,
pexombunanTHa JIHK TexHomorus. &

3a ITBJIHAS CITMCHK Ha ITOMOIIHHATE BENIECTBA BHKTE Touka 6.1. QQ/

(%

3.  JIEKAPCTBEHA ®OPMA Q

KoHuenTpat 3a uHQY3HOHEH pa3TBOP QIQ
Pa3TBOpBT € OUCTHP, OE3MBETEH 10 OICTOKBIT U € (bopz}nnpa}l mpu pH 6,0 £ 0,3. OcmoTraHOCTTA
Ha pastBopa ¢ 290 £+ 30 mOsm/kg. Qj

N
<

4.  KIMHUYHU JAHHH Q

&

Bosect na Crohn @)

Eksunbi e mokasaH 3a jieyeHne Ha ACTHH TAIMEHTH C YMEPEHa JI0 TeKKA aKTHBHA 6OJIeCT Ha
CI‘Ohn, KOHUTO Ca CC IMOBJIIUAIIN e[KOCTaT'I)IIHO, BCUC HC CC NIOBJIUIABAT UJIUX UMAT HCIIOHOCUMOCT KbM
KOHBEHI[MOHATHATA TEPAIIHs KbM antaronnct Ha TNFo, Win uMat MeIUIHCKH
IPOTHBONOKA3aHHS 34 Taxg eparmm.

4.1 TepaneBTHYHU NOKA3AHUA

YAuepo3eH KOaut Ov

Eksunbi e nokazan SQGQCHHG Ha BB3PACTHU MALUEHTH C YMEPEH 0 TEeKBbK aKTHBEH YJIIIEPO3eH
KOJIUT, KOUTO Ca C JIMSUTM HEIOCTAaTh4YHO, BEU€E HE CE MOBJIMABAT WIM UMAT HEIOHOCUMOCT KbM
KOHBEHIIMOHAJIHATA Tepanus WK KbM OMOJIOTHYEH JIeKapCTBEH MPOAYKT, MM UMAT MEIUITUHCKU
IIPOTHUBOIIOK s 3a TAaKHMBa Tepanuu (BXk. Touka 5.1).

4.2 I[Q‘&BK& ¥ HAYHMH HA MPUIOKEHHe

Eksunb) koHieHTpar 3a uH(y3MOHEH pa3TBOP € MpeJHa3HaueH 3a yrnoTpeda moja pbKOBOJICTBOTO U
H a Ha JIeKap C ONUT B JIMArHOCTUIIMPAHETO U JiedeHreTo Ha 6onect Ha Crohn win yiiepo3eH
uT.
sunbi KOHIIEHTpAT 3a MH(Y3UOHEH Pa3TBOP TPsOBA Jla CE U3II0JI3BA CaMO 32 UHTPABEHO3HATA
%Hnyxumonna 7103a.



EO3I/I[20BK3

bonect Ha Crohn u yniiepo3eH KOJIuT
Jleuenuneto ¢ Eksunbi Tps6Ba 1a ce 3amouHe ¢ eIMHIYHA HHTPaBEHO3HA 71033, OCHOBaBaIla ce Ha
TenecHOTOo Terio. MH(Yy3noHHUAT pa3TBOp TPAOBA Ja ce MPUTOTBHU OT HAKOJKO ¢urakoHa Eksunbi

130 mg, xakTo e yka3zaHno B Tabmuma 1 (Bx. Todka 6.6 32 IPUTOTBIHETO). b
Ta6amuna 1: Havyaana nutpaBeHo3Ha no3a Ha Eksunbi Q/
TesecHo TerJio Ha nauuedTa I[IpenopbunrTenHa  Bpoii puaakonn ,&
KbM MOMEHTA Ha NpujiaraHe npo3a* Eksunbi 130 mg O
<55kg 260 mg 2 Q
> 55 kg no <85 kg 390 mg 3 A
> 85 kg 520 mg 4 /O
*  TIpubnusurenso 6 mg/kg ’b

[IvpBara nokokHA 1032 TPAOBA J1a Ce MPUIIOKU HA CEMUIIA 8 CIIe/ HHTpa %aTa no3a. 3a
JIO3UPOBKATa MpHU MOCIEIBAIIATA CXEMA HA NOJKOKHO MPUIOKEHUE BUKT uka 4.2 ot KXII na
Eksunbi umxekImnoHeH pa3TBop B IPEIBAPUTEITHO HAITBJIHEHA CITPHHI]

Cmapuecka év3pacm (= 65 coounu) Q
He e neoOxonnMo agantupaHe Ha 103aTa MPH MANCHTH B CTapq@l BB3pacT (BX. ToUKa 4.4).

bvopeuro u uepnodpobro yepesicoane @
He ca npoBexIaHu Mpoy4BaHus C yCTCKMHYMaO MpH Te3W Moy anuy nandenTd. He Moske 1a ce mpaze

IperopbKa 3a 103ara. ~2‘

Tleouampuuna nonyrayus
be3omacHocTTa M epuKacHOCTTa HA yCTeKHHyMa@H nedyenne Ha 6osect Ha Crohn wim ymepo3eH
KOJIUT TIPH JIeTia Ha Bh3pacT o 18 romuau Bce@ae HE ca yCTaHOBEHHU. JIUICcBaT JaHHMU.

Hauwz Ha npuioxeHne

Eksunbi 130 mg e camo 3a HHTpaBeHo3H&pHno>KeHHe. Toti TpsibBa na ce mpuiiara B MpOabIKEHHE
Ha Hali-MaJIKO €/IMH Yac.

3a yka3aHus OTHOCHO pa3pe>1<uane@ JIEKapCTBEHUS MPOIYKT MPEIH MPHIOKEHHE BIKTE TOUKa 6.6.

4.3 IIpoTuBomoOKa3aHUA &\

CBpPBXUYYBCTBHTEIHOCT Kb MBHOTO BEILECTBO WM KbM HIKOE OT IIOMOIIHUTE BEIECTBA,
n30poeHu B TouKa 6.1. v

Kmmanano 3HaqHMa@TI/IBHa nHpeKIus (Hamp. akTHBHA TyOepKyy103a, BK. Touka 4.4).

4.4 Cneunaw Nnpeaynpe:xIeHns U MpeANa3Hu MepPKH NPH ynoTpeda

3a nace OpH ITPOCIIEANMOCTTA Ha OMOJIOTUYHUTE JIGKAPCTBEHH MPOAYKTH, IMETO U MAPTUIHUSIT
HOMeE @'Ippmoxcem/m MIPOAYKT TpsiOBa SICHO Ja ce 3alucBar.

eKMHyMa0 MOKe /1a IMa TIOTeHLMA 1a YBeJINYaBa pUcKa OT HHPEKIHUN U Jja PEaKTUBUPA

TeHTHU HH(peKIun. [Ipy KITMHUYHY TpOyYBaHUs ¥ IOCTMAapKETHHIOBO 00CEPBALIMOHHO POYYBaHE
MIPU MAIMEeHTH C IICOPUA3NC ce HabIII0JaBaT CEPHUO3HN OaKTepHallHU, T'BOUYHH U BUPYCHHU HH(EKIUN
NpY MalUEeHTH, IPUEMaIy yCTeKnHyMao (BK. Touka 4.8).

[Ipu manmenTH, TeKyBaHU C YCTEKHHYMa0, ce choO0IIaBa 3a ONMOPTIOHUCTUYHNA WH(EKITNH, BKITFOYBAIIH
peakTUBUpPAHE Ha TyOepKyJ103a, JPYTH OMOPTIOHUCTHYHU OaKTepraTHi HHOEKIMK (BKIFOYUTEITHO
aTUMMYHA MUKOOAKTepUaTHA UH(EKIUSI, MCHUHTUT, PUYMHEH OT Listeria, THEBMOHUS, MPUYMHEHA OT

3



Legionella, n Hokapano3a), ONOPTIOHUCTUYHA MUKOTHYHH WH(EKINHU, OTIOPTIOHUCTUYHU BUPYCHH
MH(EKIMY (BKIIOYUTEITHO eHIe(aIUuT, IPHIMHEH OT XePIIeC CUMIUICKC 2) U Mapa3uTHH HHQEKIHH
(BKJIFOUMTETHO OYHA TOKCOIIIa3MO03a).

TpsbBa 1a ce MoAX0XKa ¢ MOBHUIIIEHO BHUMaHHE, KOTAaTO ce 00CHkK/Ia MPHUIIOKEHUETO Ha yCTEKHHYyMa0
TIPY MTAITUEHTH C XPOHWYHH WHEKITNHN WITH aHaMHe3a 33 peluAnBHpaIia HHPEKIus (BK. TOUKa 4%:

[Ipenu 3amouBaneTo Ha JeUeHUE C yCTEKMHYMal MallueHTUTe TPsIOBa Ja ce u3cienBaT 3a Q/
TyOepKyI03Ha HHPEKIH. Y CTEKHHYMa0 He TPsOBa Ja ce Mpriara IpH MarieHTH ¢ aKTUBHA Q
TyOepkyno3a (Bxk. Touka 4.3). JleueHneTo Ha naTeHTHA TyOepKyJI03Ha HH(EKIHs TPsOBa n@moqﬂe
npean NPUIOKEHHETO Ha ycTeknHyMa0. [IpoTuBoTyOepKyno3HaTa Tepanust ChIo TPsO Obae
00Ch/IcHA TIPS/ HAYATIOTO HAa JICUCHHUE C YCTEKHHYMA0 NpH MAIMCHTH ¢ aHaAMHe3a 32 #aXCHTHA HITH
aKTHBHA TYOEpKYJI03a, PH KOUTO HE MOXKE JIa Ce IOTBBP/H a/ICKBATCH KypC Ha JICUBHUE.
[MaruenTure, npuemaiiy ycTeKuHyMao, TpsOBa fa ce HaOIr01aBaT BHUMATEITHO 3@3&11114 u
CHUMITTOMH Ha aKTHBHA TyOEpKYJI03a 10 BpEMe Ha JICUSHUETO U CJIE]] HeTo. sz\

[ManmenTure TpsiOBa 1a OBJAAT HHCTPYKTUPAHU JIa TOTHPCAT JIEKAPCKU ChB zlco C€ MOSIBAT IIPU3HALIN
WJIA CUMIITOMU, MPEANoiaraimy nHQeKius. AKO MalueHT pa3Bue CGpI/IO3$H(I)CKHI/IH, CBCTOSIHUETO
My TpsiOBa BHMATEITHO J1a Ce CJIETI ¥ YCTeKMHYMa0 He TpsOBa 1a ce ara, JokaTo HH(EKIuATa He
Oblie OBIANHA. 0)

3n0KadecTBEHH 3a00IIBaHUSL fb
NmyHOCYyTIpecopu KaTo yCTeKHHYyMad UMaT IMOTeHIHAN J1a YBGH%BEIT pHUCKa OT 3J10Ka4eCTBEHU
3a0onsaBanus. Hsaxou marueHT, KOUTO ca mpueMain YCTGKP@M36 B KJIMHUYHU NPOYYBAHUSA U B
MMOCTMAPKETHHIOBO 00CEPBAIlMOHHO MPOYYBaHE TIPU nau@TI/I C TICOpHUA3HC, Ca PA3BUIM KOKHHU U

HEKO>XKHU 3]I0KaUYeCTBCHU 3a00JIIBaHUS (B)K. Touka 4.8 CKBT OT 3JIOKQYECTBECHH 3a00JIIBAHUS MOXKE
J1a € MO-BUCOK ITPpHU MauCHTU C IICOpHUa3nucC, KOUTO C@eKyBaHI/I C Apyru OMOJIOTHYHHU JICKapCTBa B
X0Ja Ha 3a00JI9BaHETO. \>

He ca mpoBexxaanu npoydBanusi, B KOUTO yt{@@% MAIMeHTH C aHaMHe3a 32 3JI0KaUYeCTBEHH
3a00JIIBaHUs WM B KOUTO MPOJIbJDKABA JICYCHUETO HA MALMEHTH, Pa3BUIIM 3JI0KAUYECTBEHO 3200 sIBaHE
10 BpeMe Ha IpreMa Ha yCTeKnHyMmao. 3 TpsiOBa J1a ce MOJIX0XK/1a C MOBUIICHO BHIMAaHUE,
KOTaTo ce 00CHKIa MPHIOKEHUETO H%l‘ KHHYyMa0 TIpY Te3U MalueHTH.

Bcuuku NannueHTHU, MO-CIICHUAaJIHO 1 HaJ 60 roavHu, MaluCHTU C aHaMHE3a 3a MPOAbJIKUTCIIHA
UMYHOCYIIpECHBHA Tepallns WIN TaKuBa ¢ aHamHe3a 3a [ITYBA-tepanus, TpsiOBa na ce HabmromaBar 3a

MosIBa Ha paK Ha KoXkaTa (BX. &Iﬁﬁ 4.8).

CucremMHu u pecnurparop, CaKIIMHW Ha CBPBXYYBCTBUTCIIHOCT

Cucmemnu
CepHo3HH peakiuu Qp’bX‘IyBCTBI/ITeJ'IHOCT ca JIOKJIaJIBaHU B IIOCTMAPKETUHTOBH YCJIOBUS, B HAKOU
CITy4Yau HAKOIKO en nedeHueto. Mima cinydau Ha aHaWITaKCHsl M aHTHOEeM. AKO ce TIOSIBH

aHaMIaKTHYHA WITH pyra CepHO3Ha PEeaKIlis Ha CBPhXYYBCTBHTEIHOCT, TPSIOBA J]a ce Ha3HAYN
MOIXO/ISINA TEPENHS U TIPIIIOKEHUETO Ha yCTeKUHYyMab TpsOBa 1a ce mpeyCcTaHOBH (BK. Touka 4.8).

Peaxunn,lg%)saHH ¢ undysusara

B xnuH TE U3NUTBAHMS ca HAOJIF0IaBaHU PEaKIIMU, CBbp3aHu ¢ nHpy3usaTa (BK. Touka 4.8). [1o
BpeM [MOCTMaPKETUHIOBOTO HAOIIOJICHHUE Ce ChOOIIaBa 3a CEPUO3HU PEAKIIMU, CBBP3aHU C
UH Ta, BKIFOYHUTEITHO aHA(DMITAKTUYHHN PEaKkIui KbM HHPY3uATa. AKo ce HabIr01aBa cepro3Ha

Hs&-ﬂKHBOTosaCTpamaBama peaknus, TpsSOBa 1a ce 3aIoYHe MOAXOIIa Tepanus U MPUI0KESHUETO Ha
eKHHyMa0 Ja ce MPeyCTaHOBH.

Pecnupamopnu

Crnyuau Ha aJleprUyeH ajBEOJIUT, CO3MHO(GUITHA THEBMOHUS U HeMH(EKIINO3Ha OrpaHU3upaIia
ITHEBMOHHUS ca ChOOIICHU 10 BpEME Ha IOCTMapKETUHIOBaTa yrnorpeda Ha ycTekuHyMal. Kitmanunute
MPOSIBY BKIIIOYBAT KAIIUIUIIA, TUCITHES] 1 UHTEPCTHIIMATHA WHOUITPATHU CIIE]] €THA IO TPH JI03H.
Cepro3HUTE TTOCIEIUITN BKITIOYBAT AUXAaTETHA HEMOCTATHUYHOCT M MPOIBIDKATEITHA XOCITUTATH3AITHS.



[NonoGpenue e cro0IAaBaHO Cliell IPEYCTAaHOBIBAHE HA JICUCHUETO C YCTEKUHYMal 1 B HAKOU CITy4yau
IpY IPUIIOKEHUE Ha KOPTUKOCTEPOUIU. AKO ObJIe N3KITI0OYCHA HH(EKIUS U TMarHo3ara ce MoTBbP/H,
IPUJIOKEHHETO Ha YCTEKHHyMal TpsIOBa /1a ce MPeyCTaHOBHU U J1a CE 3all0YHE MOAXOAAIIO JIeUeHHe
(BX. TOuKa 4.8).

ChpJIeYHOCHI0BU CHOUTHUS fb
[Ipu marueHTH ¢ ICOPHA3KC, C EKCIO3UIIMS Ha YCTEKMHYMa0, B TOCTMapKETUHIOBO 00CEPBAIHO
MpOyYBaHe ca HAOJII0JaBaHH ChPJICYHOCHIOBH CHOUTHS, BKIFOUUTEITHO HH(PAPKT HA MUOKApP/Ia
MO3BHYHO-CHJI0B HHIIUICHT. PHUCKOBUTE (haKTOPH 32 ChPACYHOCHIOBO 3a00JIIBaHE TPSOBA 12 ;Q
OIICHSIBAT PEIOBHO TI0 BPEeME Ha JICYCHUETO C YCTEKUHYMa0. O

<
Bakcunaiuu
IIpenopwuBa ce 1a He ce MPUIIATraT )XUBU BUPYCHH WJTH KMBH OaKTepHaTHU BaKCHHPKATO BI)K)
€JIHOBPEMEHHO ¢ ycTeknHyMa0. He ca mpoBek/jaHi KOHKPETHH MTPOYYBaHUS TIPU SHTH, BBPXY
KOUTO HACKOPO € TpriiaraHa )KuBa BUPYCHA WM KHBa OakTepuanHa BakcuHa. Hamd maHHu 3a
BTOPWUYHO NpeAaBaHe Ha MH(EKIHA Ype3 KUBU BAKCHHHU MIPH MAIUEHTH, IO aIy ycTeKnHyMao.
JleuenuneTo ¢ ycreknHyMab TpsiOBa Ja ce MpeycTaHOBU Hal-MaJKo 3a 15 ceaM#Iu ciie1 mocieHara
J103a MPeIu OCTaBSIHETO Ha KUBA BUPYCHA WIIH XKUBa OaKTepHUaaHa BaKC ¥ MOXeE J1a C€ Bh30OHOBHU
Hali-MaJIKo 2 CeIMUIIM CJIe]l BaKCUHUpaHeTo. JlekapuTe, mpeanucBany @capCTBOTo, TpsiOBa 1a

HanpaBAT cripaBka ¢ KpaTrkara xapakTeprucTika Ha MPOAYKTa 3a KO HaTa BaKCHHA 3a
JOIBITHATENHA HH(GOPMALIUS M yKa3aHUs 3a ChIIBTCTBALIOTO IPH. HUE Ha UMYHOCYTIPECUBHHU
JIeKapCTBa Clie/l BAKCUHUPAHE. Q

He ce nmpenoppuBa npuarane Ha >KHBA BaKCHHU (KaTo BLDI@AKCHHa) IIPU KbPMAueTa, C €KCIO3ULUS
Ha yCTeKUHyMab in utero, B IpOIbIDKEHUE HA ,uBaHanece'@eceua ClIeZ PasKAaHETO UIIH JOKATO
CepyMHHUTE HMBA Ha yCTEKHHYMa0 Ipu KbPMayeTo ClIagHaT [10]] HUBOTO HA IETEKIHUs (BXK. TOUKU 4.5 U
4.6). AKO ¢ HaJIMIIe KaTeropuyHa KIIMHUYHA T0J13a 33-0TJICITHOTO KbpMayie, MOXe Jia ¢& 00MUCIH
IIpUJIaraHe Ha *H1Ba BAKCHHA B MO-PaHEH MOMCHT&HC ce OTKpHUBAT CEpyMHHU HMBA Ha

YCTEKHHYMao. @

HaHI/ICHTI/ITe, KOHUTO ynOTpe6}1BaT yCTCKI/IHgag;, MOXKE [1a 10JIy4aT €AHOBPEMCHHO MHAKTUBUPAHU
niIn y6I/ITI/I BaKCHHH. &

-
JBIATOCpOYHOTO JIeYeHNnE C YCTEKUH HE TTOTHCKA XyMOPAJTHUS UMYHEH OTTOBOP KbM
ITHEBMOKOKOBUTE HonnsaxapHnHH@CHHH WU KbM BaKCHHHUTE CPEILy TeTaHyc (BX. Touka 5.1).

EnHOBpeMeHHA MMyHOCYIIpecHBHS Teparus

[Ipu npoy4Banus pu ncop C HE ca OIICHsABaHU 0€30MaCHOCTTa U e(pUKACHOCTTA HA YCTEKUHYMA0
B KOMOHHAITUS C UMYHOC COpH, BKJIFOUUTEITHO OMOJIOTHYHHU MPOAYKTH Wik GoTorepanus. [lpu
MPOYYBaHUS MIPHU TICOP €H apTpUT, ChITBTCTBAIIOTO NMpuUiokeHue Ha MTX He nmoBnusiBa
Oe3omacHocTTa U e ocTTa Ha ycrekuHyma0. B npoyuBanusita npu 6osect Ha Crohn u
YIIIEPO3eH KOJUT TCTBAIIOTO MPUJIOKEHHIE HA IMYHOCYIIPECOPH T KOPTUKOCTEPOUIH
M3TIISK/1a HE TIOBIIIBA O€30MMacHOCTTA WK e(hUKaCHOCTTa Ha yeTekuHyMa0. TpsoBa fna ce moaxoxmaa
C IOBUIIIEHO B aHue, KOTaTo ce 00CHKa ChITBTCTBANIOTO MPIIIOKEHIE HA IPYTH UMYHOCYTIPECOPH

U YCTEKUHY JIM TIPU IPEMUHABAHETO KbM JICUCHHE C IPYTH OMOJIOTUYHU UMYHOCYIIpecopH (BXK.
TOUYKA 4.5'<

M anust

Ve yMab He € OICHSBaH MPH MAIMeHTH, KOWTO ca MoJIaraHi Ha UMyHOTepanus 3a aineprun. He e

MSBECTHO JJAJIM YCTEKNHYMa0 MOXe J1a Ce OTpa3u Ha UMyHOTEpaIusITa Py aJeprim.

€pUO3HU KOXKHU 3200JIBaHUS
[Ipu manmeHTH ¢ ICOpHasuc ce choOIaBa 3a cirydan Ha eKC(hOIMaTUBEH IEPMATHUT CIIe/T JIedeHHe C
ycTeknuHyMab (Bxk. Touka 4.8). [larueHTuTe ¢ makoB MCOPHUA3NC MOXKE J1a Pa3BHUIT €PUTPOICPMIUCH
TICOPUA3UC KaTO YaCT OT €CTECTBEHUSI X0 Ha 3a00JIIBAHETO ChC CUMIITOMHU, KOUTO MOKE OT KIIMHIUYHA
TJIeJIHAa TOYKa J]a He Ce OTJIMYaBar OoT ekcponmaTuBHUS nepMartuT. Jlekapure TpsOBa 1a BHUMaBaT 3a
CHUMIITOMH Ha €PUTPOJICPMHUUCH TICOPUAZHC WU €KC(HOTHATHBEH IEPMATUT KATO YaCT OT




MOHHTOPUPAHETO HA TICOPHA3KCa PU MAIIMeHTa. AKO TE3U CHMIITOMH Ce TOSBAT, TPAOBa Jia ce
3armovHe noaxo Ao nedenue. [IpueMbT Ha ycTeknaymMab TpsOBa a ce MpeyCTaHOBH, aKO UMa
CHMHEHHS 32 JIEKapCTBEHA PEaKIusl.

3abonsBaHus, CBEP3aHU C JIYITYC

Crydvaun Ha 3a00JIIBaHsI, CBBP3aHH C JIYITyC, Ce ChOOIIABAT MPH MAIIMEHTH, JIEKYBaHU C YCTEKUHY @
BKJTFOUMTEITHO KOYKEH JIYIyC €PUTEMATOJIEC U JIyITyc-oJ00cH cCHHIpoM. [Ipu Bh3HUKBaHE Ha Jie3
0COOCHO Ha U3JI0KCHHUTE Ha CIBHIIC YYaCThIU HA KOXKATa, WIIU aKO T€ CE ChITBTCTBAT OT apTpa /
MAaIEeHTHT TPSOBA Ja MOTHPCH He3a0aBHO JeKapCcKa MOMOIT. AKO ¢e IOTBBPIAT 3a00IsIBaH

CBBP3aHH C JIYIyC, YCTEKMHYMa0 TpsiOBa Jla ce MPEYCTAHOBH U JIa C€ 3aII0YHE ITOAX OIS0 @eHHe.

CrienyaiTHy TonyJIaruu A
Cmapuecka év3pacm

B xIMHUYHUTE U3NUTBaHUS MIPH 0JI00PEHUTE MTOKa3aHUs HE Ce HA0JIF01aBaT ChII| HU Pa3Inyuus B
eukacHOCTTa MM 0€30MaCHOCTTA IIPY MAIMEeHTH Ha 65-TOANIITHA BB3PACT U MQ-TOIIEMH, KOUTO
MoJTyJaBaT YCTEeKHHYMa0, B CpPaBHEHHE C MTO-MJIaay HanueHTH. bpost Ha ma THTE Ha BB3pacT

65 TOIMHYU U TIO-TOJIEMU 00ade HE € JOCTATHYCH, 32 J1a CE ONPEICIIH NI C HOBIHUIBAT PA3IMIHO OT
MO-MJIaIUTE MalueHTH. Thi KaTo pa3npoCTPaHCHUETO Ha MH(EKINK cpemcrapuecKara momyiaus
KaTo IISJI0 € TI0-TOJISIMO, JISYEHUETO TIPY TAIlMeHTH B cTapyecka B’beaQ si0Ba J1a ce Tmpuiara

BHUMATEJTHO. ,.,
CopabpprkaHue Ha HATPUI fb

YcerekunHyMad Chabpika mo-Maiko oT 1 mmol HaTpwmii (23 mg) HAYI03a, T.€. MOXKE J1a ce Kaxe, Je
NpPaKTUYECKU HE ChAbpiKa HaTpuil. YcreknHyMab obaue ce exJa ¢ nHQY3MOHEH Pa3TBOp Ha
HaTpueB xjopua 9 mg/ml (0,9%). Tosa TpsiOBa na ce HM@ez[BI/m MpH MALMEHTH Ha JUETa C
KOHTPOJIMpaH IMpreM Ha HaTpui (BX. TOUKa 6.6). \2\

Homnmcopbar 80 Q/

Ycrexkunymab cpabpka 10,4 mg momucopbat 8Q+E433) BBB Besika 1032, KOATO € SKBUBaJICHTHA Ha
0,40 mg/ml. I[Tonucopbarure Morar a npud QIEPTHYHH PEaAKIINH.

4.5 BsaumogpeiicTBue ¢ Apyru nexap@}m NPOAYKTH U APYru (popmMu HA B3anMojJelicTBHE
J
’KuBu BakcuHU HE TpsOBa 1a ce Hpn@ €IHOBPEMEHHO C YCTEKMHYMa0.

He ce mpenopbuBa npuiarane Ha >kuBH BakcuHHU (kKaTto BIDK BakcwHa) pu KbpMadeTa, ¢ €KCIO3UITUS
HA YCTeKHHYMaO in utero, B MPOIHDKEHNE HA IBAHAIECET MECEIA I PAIAHETO HIIM JOKATO

CEpYMHUTE HHUBA HAa YCTEKU 0 pu KbPMAUETO CIAJHAT IO/ HUBOTO Ha JETEeKIMs (BXkK. TOUku 4.4 1
4.6). Ao ¢ HaJTUIIE KaTeT) Ha KJIMHAYHA I10J13a 33 OTJIETHOTO KbpMaye, MOXKe Ja ce OOMUCIH
TIpAJIAraHe Ha KUBA Ba B MO-PAHEH MOMEHT, aKO HE C€ OTKPHUBAT CEPYMHU HUBA HA

yCTEeKHHYMao. Q

[Ipu dhapmakokuHE™MYHN aHATIM3H Ha MOITYJIALMATA, HAIIPAaBEeHU B IpoyuBaHus (aza 3, e u3ciieiBaH
e(eKTHT Ha HAHATECTO eJTHOBPEMEHHO NMPHEMaHH JICKAPCTBEHH MPOIYKTH NPH TAIUCHTH C TICOPUA3HUC
(BKJTIOUMTE napareramos, H0ynpodeH, aleTHICATUIIIOBA KUCETHHA, MET()OPMHUH,
aToOpBacT , ICBOTUPOKCHH) BbPXY (papMakOKWHETUKATa Ha ycTeknHyMao. He ca nabnronaBanu
HpmHa@/rJ a B3aUMO/IEIICTBHE C T€3W €THOBPEMEHHO NPUEMAHH JeKapCTBEHHU MPoIyKTH. OCHOBA Ha
TO3U Qnm e QakTbT, ye Haii-manko 100 nauuenTn (> 5% OT HU3ciIeBaHAaTA MOMYJIAINA) Ca JICKyBaH!
em@p MEHHO C T€3H JIEKapCTBEHHU MPOAYKTH 1pe3 mone 90% ot neproja Ha MpOyYBAHETO.
Cll&ymaKOKHHeTHKaTa Ha YyCTEKHHYMab He ce € NOBJIMsIa OT ChIIbTCTBAILOTO MIpuiokeHne Ha MTX,
@CHBC, 6-MepKanTONypHH, a3aTHOTIPUH U NIEPOPATHA KOPTUKOCTEPOHIN IIPH TTAIIUEHTH C
Qﬂcopnamqeﬂ apTpuT, 6os1ect Ha Crohn niM yJmepo3eH KOJIHT, WM OT NpeALIecTBaIla eKCIIO3UIUS Ha
autu-TNFa cpencTsa, mpu MarueHTH ¢ IICOpHaTHIeH apTpuT wim 6oirect Ha Crohn, wiy ot
MIpeIIecTBalla eKCIO3UIUI Ha OMOJIOTHYHH JIEKapCTBEHU POoAyKTH (T.€. anTu-TNFa cpencrsa n/nnm
BeJ0IM3yMal) MPU MALUEHTH C yIEPO3EH KOJHT.



Pesynararute oT npoyuBase in vitro v OT npoyuBane ¢aza | mpu y4acTHHIIM C aKTUBHA OOJIECT Ha HE
npeAnoiaraT HeoOX0AUMOCT OT aaNTHPaHEe Ha J03aTa MPU MAIUSHTH, KOUTO MOJTyJaBat
ennoBpemenHo CYP450 cybcTpatu (BxK. Touka 5.2).

[Tpu nmpoyuBaHus TP ICOPUA3KC HE Ca OIEHIBAHU 0E30IIaCHOCTTA U e(hPUKACHOCTTA HA YCTEKHHYMa0
B KOMOMHAIMS C UMYHOCYIIPECOPH, BKJIIOUUTEITHO OMOJIOTHYHH cpeacTBa Wi pororepanus. [Ipu
NPOYYBaHUS MPH NICOPUATHYECH apTPUT, CHITBTCTBAIIOTO NpHioxkeHne Ha MTX He moBnusiBa b
Oe3onacHocTTa U eprKkacHOCTTa Ha ycTekuHyMal. B mpoyuBanusita npu 6onect Ha Crohn u Q/
YJIIEPO3eH KOJIHUT CHITBTCTBALIOTO MTPUIIOKEHNE HAa UMYHOCYIIPECOPH T KOPTHKOCTEPOUT Q
M3MICKA HE TIOBIUsIBA 0€30MaCHOCTTA WM e()MKACHOCTTA Ha YCTeKMHYMa0. (BXK. TOYKa 4.@

<&

4.6 @eprHauTeT, )PpEeMEHHOCT U KbPMeHe A

Kenu c nerepojieH noTeHInaN f?b

Kenu ¢ nereponeH noTeHuan TpsOBa 1a U3MOJI3BAT €PEKTUBHU METOIH Ha K($p LEMIH 110 BpeMe
Ha JIEYEHHE U 10 15 ceAMHUIN Cllef] ICYEHUETO. Qj

bpemenHoct &

[IpocnieKTUBHM JaHHU OT HETOJIIM OpOil citydan Ha OpeMEHHOCT Cllel %ﬁomum Ha YCTEKHHYMab ¢
M3BECTEH M3X0J1, BKIIOYUTETHO ToBede oT 450 ciryyas Ha OpeMeHH €KCIIO3MLMSI 1IPe3 IbPBUS
TPUMECTBP, HE MTOKA3BaT MOBUIIEH PUCK OT FOJIEMHU BPOAECHU Mall aIluy IPU HOBOPOJIEHOTO.

[Ipoy4BaHusTa TP )KUBOTHH HE TIOKA3BaT MIPEKH WU HETIPe I/Igezmn e(exTH, CBbpP3aHu C
OpEeMEeHHOCTTa, eMOPHOHAIHOTO/(PETATHOTO Pa3BHUTHE, paxczébm WJIU TIOCTHATATHOTO Pa3BUTHE (BK.

TOYKa 5.3). Q/

HannuuusaT xivHu4eH onuT obade e orpannueH. Kazg npeamasna Mapka e 3a mpearoynTaHe Ja ce
n30srBa ynorpedara Ha yCTeKHHYyMal 10 Bpeme H£€MCHHOCT.

YcrexknHyMab npeMuHaBa mpes3 IiareHTara %’I‘KpI/IBa B C€pyMa Ha KbpMayeTa, pOJAEHH OT JKEHHU,
JIEKYBaHH € YCTEKHMHYMa0 1o Bpeme Ha OpeMeHHocTTa. KIIMHMYHOTO BB3/ACHCTBHE HA TO3U (aKT HE €
W3BECTHO, HO PUCKBT OT UH(EKIUS TPU avera C eKCIIO3UIUS Ha YCTeKHHYyMa0 in utero MOxe 1a
ObJie IOBULIEH clIe paxkaaHeTo. He oé %noquBa TIpuIarane Ha >kuBHM BakcuHH (kato BIDK
BaKCHHA) MPH KbpPMAYETa, C EKCIT03H, Ha YCTEKUHYMaO0 in utero, B IPOIbIDKEHIE HA IBAHAIECET
Mecena ciel] paXIaHeTo WM JOK CpYMHHUTE HUBA HA YCTEKHHYMa0 MPHU KbpMaueTO CMaHaT MO/
HUBOTO Ha NETEKIHUA (BXK. TOUKA 4.4'1 4.5). AKO € HaJIWIle KaTeropuyHa KJIMHUTHA 10132 32
OTACIIHOTO KbpMauc, MOXKEC [ 66MI/ICJ'II/I ImpujiaraHe Ha XMBa BaKCHHA B IIO-paHCH MOMCHT, aKO HE
Ce OTKpHBAT CEpyMHH HUBA CTEKHHYMa0.

KbpmeHe Q”
OrpaHHYeHN TaHHH, MKYBaHHM B JIUTEPATypaTa, MOKa3BaT, ue yCTEKHHYMaO ce eKCKPETHpa B

qoBelIKaTa KbpMa Oro MaJIKu KoindecTBa. He e u3BecTHO nanm ycTeknHymab ce abcopoOupa
CHCTEMHO cieq mornwbpiiane. [lopaan morenmana 3a nposiBa Ha HeXeJIaHH JIEKapPCTBEHH PEAKIINN KbM
yCTEKHHYMa0 KbpMaueTara, Tpsi0Ba /ia ce B3eMe pelIeHNe Jalu Jla ce PEyCTaHOBU KbPMEHETO
10 BpeMe H (aenue u 1o 15 cenvuuu ciex JICYEHUETO, UJIH Ja Ce MPEyCTaHOBHU TEpaIusTa ¢
YCTEeKHHYMH0, KaTo ce B3eMaT MPEeABU/ OJI3aTa OT KbPMEHETO 3a JIETETO U [oJI3aTa OT TepamnusTa ¢
yCTeKm@l 0 3a JxeHaTa.

R

De TeT
THT Ha YCTEKHHYMa0 BBPXY (PEPTHIUTETA IPH XOpa HE € OIleHEeH (BXK. Touka 5.3).

Qlﬂ EdexTu BbpXy cnoco6HoCTTa 32 ogupaHe U padora ¢ MALIMHH

YcTekuHyMal He TIOBJIUSABA HITH TIOBJIHSIBA MPEHEOPESIKUMO CITOCOOHOCTTA 32 Iodupane u padoTa ¢
MaIlIHHY.



4.8 HexenaHu JeKapcTBeHH peaKIUu

0060061eHre Ha poduia Ha 0€30HaCHOCT

Haii-uecTute HexXenaHu JCKapCTBEHU peakuu (> 5%) B KOHTPOJIMPAHUTE TIEPUOIU OT KIHHUIHHUTE
NPOYYBAHUS MPH BH3PACTHHU C MICOPHA3ZKC, ICOPHATUYCH apTPpHT, OonecT Ha Crohn U yIIepo3eH KOTUT
¢ ycteknHyMab ca Ha3o(hapuHTHT U Ti1aBoOosue. [loBedeTo OT TSAX ce CUMTaT 3a JIGKH U He Hajara
MPEeKbCBaHE Ha MPOYYBAHOTO JiedueHue. Haii-cepro3naTa HexelaHa JISKapCTBEHA PEaKIIus, KOSITO,
ChOOINaBaHa 3a YCTEKUHYMa0, € CepUo3Ha PEaKius Ha CBPhXUYBCTBUTEIHOCT, BKIFOYUTEITHO
anadunakcns (BXK. Touka 4.4). O6muat npoduit Ha 6€30MMacHOCT € MOA00eH IPH MMAIlHEeHTH (&Q
NICOpPHA3MC, ICOpUATHUCH apTpuUT, OosiecT Ha Crohn U yJIIepo3eH KOJIHT. O

<
TabauueH cIUChK HA HEXKEIAHUTE PEaKIIuu
JananTe 32 6€30MaCHOCT, MIPEIOCTaBEHU T0-/I0IY, Ca TIOMYUYESHH CIIE]l €KCITO3HIIHS CTEeKUHYMald
npu Bb3pacTHU B 14 npoyuBanus ¢aza 2 u daza 3 npu 6 710 manuentu (4 135 ¢ a3uc u/unm
IICOpHaTHUeH apTpuT, 1 749 ¢ 6onect Ha Crohn u 826 manueHTH ¢ ynuepo3eH kQIUT). Toa BKItouBa
EKCITO3UIMS Ha YCTEKHHYMa0 B KOHTPOJIMPAHUTE U HEKOHTPOIHPAHHUTE TIEp Ha KIIMHAYHATE
MIPOYYBaHUS MPU MALMEHTH C TICOPHA3UC, ICOPUATHYEH apTPUT, OOJIECT Ha N WK YIIepo3eH
KOJIMT B IPOABDKEHUE HA Hall-Manko 6 mecena (4 577 naiueHTH) Wik It roguHa
(3 648 marmuenTn). 2 194 manmenTy ¢ ncopuasuc, 6oaect Ha Crohn mix QduepozeH KOJIUT ca ¢
eKCIIO3UIHS 3a ToHe 4 roaunu, AokaTto 1 148 manuenTu ¢ mcopuas 6omect Ha Crohn ca ¢
€KCIIO3ULIUS 32 IIOHE 5 TOJUHHU. /VO'%)

B Tabnuna 2 e nokazaH CUCHK C HEXKEIAHUTE JICKAPCTBCHU ee&nm OT KJIMHUYHU NPOYYBAHUS TIPU
BB3PACTHHU C TICOPHUA3KC, TICOPUATHUCH apTPUT, OOJIECT Ha C&a’n W YILIEPO3CH KOJIUT, KAKTO U
HEXENAHUTE PEaKIiK OT OCTMAPKETHHIOBATa yHOTpe6a@e>xenaHHTe PeaKInu ca KIacu(PpUIUpaHu
10 CCTEMO-OpTaHHH KJIAaCOBE W YECTOTA CHIIIACHO CJI Ta KOHBeHIW: MHOr0 yecTH (= 1/10),
Yecru (> 1/100 go < 1/10), Heuectu (> 1/1 000 mo <J/100), Penxu (> 1/10 000 no < 1/1 000), MHuoro
penku (< 1/10 000), ¢ HeusBecTHa YyecToTa (OT HaZIyIAuTe JaHHHA HE MOXKe Ja ObJlc HaIIpaBeHa
orieHka). [Ipu BCIKO rpynupaHe B 3aBUCUMOCT €CTOTaTa HeXEJaHNUTE JICKAPCTBEHH PEAKIIUH Ce
n30pOsABAT B HU3XOSII e 10 OTHOIICHHE H&Ham CEpHO3HOCT.

Tabanna 2: CHuCbK HA HelKeJIAaHH peagilga

CucreMo-opraHuu ‘IecToQ'\ €KeJIAHU peaKunu
KJIacOBe )
"4
WNudexuun u uadecramm I—Ie<&¢: WH(EKIUS Ha TOPHUTE JUXATCIHU TTUINA, HA30()apUHTUT,
CHUHY3HT

AHe\{eCTH: HENYJIAT, TeHTATHN HH()EKINH, Xeprec 30CTep, HH(PEKIH

& Ha JOJHUTE TUXATCIIHA IbTHUIIA, BUPYCHHA I/IHq)eKHI/II/I Ha TOPHUTEC
A JAUXAaTCJIHU I'bTUIA, BYJIBOBArnHAJIHA MUKOTUYHA I/IH(l)eKLII/ISI
O ;

Hapymenus Ha HM@fna Heuecrtu: peakuyu Ha CBPBbXIYBCTBUTEIHOCT (BKIIOUUTEITHO O0pPUB,

cucTeMa Q ypTUKapusi)
Penxu: ceprno3Hu peakiyy Ha CBPbXUyBCTBUTEIHOCT (BKIIFOUUTEITHO
\2‘ aHa(UIAKCHs, aHTHOE/IEM)
2
chxnl@qapyme}mﬂ Heuectu: nenpecus
—

Haj €HUs Ha HEpBHATA Uectn: 3amaiiBaHe, T71aBOOOJTHE
c a Heuecru: nuieBa napanusa

fF'eanpaTopHH, IPBIHH U Yectu: opodapunreanta 0omka

Q MeANAaCTUHAIHU Heuecrtu: Ha3aiHa KOHTeCTHS

HapyIIeHus Penxu: anepruyueH aaBeonnT, €O3MHOPHUIHA THEBMOHHUS
MHOT0 penKy: opraHu3upania IMeBMOHHS ™

CroManrHo-4peBHU UecTu: quapus, rajeHe, NOBpbIlaHe
HapylLIEHUs




Hapymenus Ha koxara u Yectu: cppbex

IIOAKOXHAaTa ThbKaH Heuectn: IIyCTYJO3CH IICOpHa3uc, CKC(I)OJ'II/IaLII/IH Ha KOXKaTa, aKkHC
Penxu: excdonmaTuBeH IepMaTUT, XUTIEPCCH3UTHBEH BACKYITUT
MsHoro penku: Oyno3eH neM(QUron 1, KOXKeH JIyIyC epUTeMaToIeC

Hapymienns Ha myckymHo-  YecTw: 60JKH B T'pp0a, MUANTHS, apTpaITus 6 r

CKeJIeTHaTa CUCTeEMA U MHoro peku: Jymyc-1mo1o0eH CHHIPOM Q/

CbCIMHUTCIIHATA ThKaH N

OO0y HapymIeHUs u Uectu: yMopa, epuTeMa Ha MACTOTO Ha UHXKEKTUPAHE, 60JIK&)€3<

e(bCKTI/I Ha MsCTOTO Ha MSCTOTO Ha MHXXCKTHPAHE

IIPUIIOKECHUC Heuectn: PCaKIM Ha MACTOTO Ha MHXCKTUPAHE (BKJIIO"!@JIHO
KPBbBOU3JIMB, XEMATOM, BTBBPASABAHEC, IOAYBAHE U CHP ), aCTCHUA

V4.8
*  Bwkre Touka 4.4, CHCTEMHH M PECIIUPATOPHU PEAKIIMH Ha CBPHXUYBCTBUTEIHOCT. /bu

Onucanue Ha I/I36DaHI/I HCXCJIaHN JICKAPCTBCHHU PCAKITMHN

Undekunn &

B murane60-koHTpOIHpaHu MPOyYBaHHS NIPH MTAIUSHTH C TICOPUA3UC, c@;ﬁ/]amqeﬂ apTpuT, OoJecT Ha
Crohn 1 ynepo3eH KOJUT NPOLEHTHT Ha HH(PEKLIUUTE U CEPHO3 MHPEKIUN € CXOAEH NPH
NalKeHTUTE, JIEKYBaHH C YCTEKUHYMaO, U P JIEKyBaHUTE C IJ1a . B miianie60-koHTpONIMpaHus
HEepUOJ] HA T€3U KIMHUYHY NIPOYYBaHMA 4€CTOTaTa Ha HH(EKuy, 1,36 3a manueHToroAuHa
MIpOCIesIBaHe MPH MalUeHTH, JIEKYBaHU C YCTeKUHYMa0, u 1,34 < mpu nmaiuenTy, JIeKyBaHH ¢
wiane6o. [losBunuTe ce cepro3Hn HHQPEKLIUH ca ¢ YecToTa ,03 3a manueHToroANHa NpociesBaHe
MIPH MMAIIMCHTH, JICKyBaHHU ¢ ycTekuayMab (30 ceprno3Hu ekiuu 3a 930 nanueHToroIMHU
npocnensaBane), 1 0,03 npu nmanueHTH, JeKyBaHH C HH$ (15 cepro3nu uHGpEKIUN 3a

434 manmMeHTOTrOIMHM MpociesaBaHe) (BXkK. ToUKa 4.

B xoHTpONMHMpaHNTE M HEKOHTPOJIUPAHUTE TIEPH Ha KIIMHUIHUTE MPOYUYBAHUS TP TICOPHA3HC,
TICOpUaTUYCH apTpuT, 6onect Ha Crohn u yi €H KOJIUT, MIPEICTABIIABAIIN

15 227 nanueHToroAMHU eKCIO3HIINS C YCTeKUAYMa0 npu 6 710 nmanueHTy, MeJuaHata Ha BpeMeTO Ha
npocieasBane € 1,2 rogunu; 1,7 rogunu ﬁpquBaHmTa npu ricopuasuc, 0,6 TouHU 3a
npoyusanusTa npu cosect Ha Crohn # &rogmHn 3a IPOYYBAHHUATA C YJILEPO3€H KOJIUT. IIpoeHThT
Ha uHdekuute ¢ 0,85 3a manueHTor; a IpOCIIe/ISIBAHe MIPH MAI[UCHTH, JIEKYBAaHHU C YCTEKUHYyMa0, a
MIPOLIEHTHT Ha CEPHO3HUTE HH(]PEK tipu Tsix e 0,02 3a manMeHToroInHa MpocieIsiBaHe

(289 cepro3nu undekmu 3a 15 227 nareHTOroAUHU IPOCIISASBAHEe) U ca JOKJIaJBaHU CEPUO3IHHU
MH(EKIIUHU, BKIFOYUTEHO ITH o1, aHaIeH abcriec, LETYJUT, TUBEPTUKYIHUT, TACTPOCHTEPUT U

BUPYCHH MH(EKIUH. \

B npoBeaenu kimHU4 YUIBaHUS TAITUCHTH C JTaTCHTHA TYyOEepKyJ03a, KOUTO ca OWiTH
€IHOBPEMEHHO JIEKY C U30HHUA3H]I, HE Ca Pa3BHJIM TyOepKyJo3a.

31oKa4YeCcTBEHU Sa&HBaHI/IH

B rmaue6o—1<on%?oﬂnpaﬂna MEePUO/I HA KIMHUYHU [IPOYYBAHUS IIPU IICOPHA3UC, ICOPUATHUCH apTPUT,

Oorect Ha Cl%h Y YJIIEpO3eH KOJIHUT YeCTOTaTa Ha 3JI0KaYeCTBEHUTE 3a00IIIBaHus, C U3KITIOUSHIE Ha

HeMenaH@ pak Ha koxara, € 0,11 3a 100 mareHTOroJMHU MpoCeasiBaHe NPy MalueHTH,

JIEKyBa ycreknayMma0 (1 manuenT 3a 929 nanueHToroAnHM mpociensBade) B cpapaenue ¢ 0,23

npu IQ:eHTHTe, nexyBaHH ¢ Tane6o (1 manueHT 3a 434 ManMeHTOTOMHA MTPOCIIEIBaHE).

Ye a Ha HeMeJIaHOMEH pak Ha koxata € 0,43 3a 100 nanueHToroIMHu NpocieasiBaHe 3a
nﬁ&HeHTMTe, JIeKyBaHU ¢ ycTeKnHyMao (4 manueHTy 3a 929 marmeHToroiMHy MpoCeIsiBaHe) B

&HBHGHHe ¢ 0,46 pu manUeHTUTE, JICKYBaHU ¢ Iianedo (2 manueHTy 3a 433 manueHTOroIMHN

poclieiIBaHe).

B xoHTpONMpaHuTE M HEKOHTPOJIUPAHUTE EPUOAH HA KIMHUYHUTE MPOYUBAHUS MPU TICOPUABHC,
[IcopuaTH4eH apTpuT, OosecT Ha Crohn M yIiepo3eH KOJIUT, IPEICTaBIISIBAIIH

15 205 marueHToroIMHN eKCIIO3HUIINS ¢ YCTeKHHyMab mpu 6 710 marueHTy, MequaHaTa Ha BpeMeTo Ha
npocneasBane € 1,2 roguna; 1,7 ronuHu 3a Mpoy4YBaHUATa IpH ricopuasuc, 0,6 roauHu 3a



npoyuBaHusTa npu 6osect Ha Crohn u 2,3 TouHM 332 IPOYYBAHUSATA C YIIEPO3EH KOJUT.
3nmokadecTBeHH 3a00IIBaHNUs, C U3KIIOUCHUE Ha HEMEIIAaHOMEH paK Ha KOKaTa, ca JOKJIaJBaH! NpH

76 maumenTH 3a 15 205 manmenToroauan Ha npocieassane (dectora ot 0,50 Ha 100 manyeHTOroMHHA
Ha TpOCIIe/sIBaHE MTPH MAIUCHTH JICKYBaHU C YCTeKHHYMa0). Te3u ciaydyan Ha 3710KaYeCTBEHU
3a00IsiBaHus, CHOOIICHH TIPY MAIUEHTH, JIKYBAHU C YCTEKHHYMa0, ca CpaBHUMHU C OUYaKBaHUTE
Cily4ad B oOI1aTa momyamnus (cTannaptusupad koedunmeHT Ha yectora = 0,94 [95% mosepuren
untepsai: 0,73, 1,18], kopurupan 3a Bp3pacT, 1o u paca). Haii-uecto HabmonaBanuTe f‘%
3JI0KQYECTBEHU 3a00JIIBaHUS, PA3IUYHHA OT HEMEJIAHOMHUS KapIIMHOM Ha KOXarta, ca KapIuHO
IpocTaTara, MeJIaHOM, KOJIOPEKTAIeH KapIiHOM M KapIIMHOM Ha repara. Cirydanrte Ha HEM OMEH
KapIuHOM Ha kokata ca 0,46 Ha 100 manueHTOro[uHu Ha MPOCIIESIBaHE MIPHU HAIUCHTH, n@lBaHH C
ycrekunymab (69 manuenTs 3a 15 165 nanueHToroanHu Ha npocienssane). ChOTHOIIIS 0 Ha
MarueHTy ¢ 6a3alieH CrpsIMO CKBaMO3HOKJIEThUCH KapIIMHOM Ha Koxkara (3:1) e cpaBHn.k) ChC
CHOTHOIIICHUETO B 00IaTa momyianus (BX. Touka 4.4). ’b

Peakiiny Ha CBPBbXYYBCTBUTEIHOCT M pEAKIIUU KbM HH(Y3UATA O)

B npoyuBanmsTa ¢ MHTpaBEHO3HA HHAYKIHS MpH O0ojecT Ha Crohn 1 ynIepo3Sd, KOJIUT He ce
ChOOINABAT CHOUTHS Ha aHA(DHMIAKCHS WK JAPYTH CEPUO3HH PEAKIIMH KbM 3UATa CJIC] SAUHUYHA
HWHTpaBeHO3Ha A03a. B Te3u npoyusanus 2,2% ot 785 marueHTu, JeKyBa mwrane6o, u 1,9% ot
790 narueHTH, JeKyBaHU C TIPETIOPHUYNTEITHATA J]03a YCTEKHHYMao, c@amm HEXKeJIaHu ChbOMTH,

BB3HUKHAJIH 110 BpeMe Ha W B PAMKUTE Ha CJTUH 9ac OT HHQY3UST BpeMe Ha
MMOCTMAapKETHHI'OBOTO HAOJIOACHHUE Ce ChOOIaBaT CEPUO3HU pea , CBbp3aHH ¢ MHDY3UITA,
BKITFOUMTEITHO aHA(PWIAKTUIHH PEaKIH KbM UHQY3HITA (BK. 4.4).

TleqnaTpuuHa monyJiamus @

Tleouampuunu nayuenmu Ha 6 200uHU U NO-204eMU C NI ncopuasuc

be3omacHocTTa Ha yCTeKMAYMa0 € MpoydeHa B ABE TIp auus (aza 3 Ipu MeIuaTpPUIHN TAITUSHTH C
yMEpEeH J10 TeXbK IIaKoB rncopuasuc. IIspBoro npoyusane e npu 110 nmanuenTy Ha Bb3pacT oT 12 10
17 ronuHu, TeKyBaHH B poAbuKeHue Ha 60 ceaMullW, a BTOPOTO IpoyuBaHe € npu 44 manueHTH Ha
BB3pacT oT 6 1o 11 roguHu, 1eKyBaHU B MPOIb. Hue Ha 56 ceamury. Kato 15510 cp0o0mesure
HEXKeJIaH! ChOUTHS B T€3H JBE IPOYUBAHUS C 1 3a 6e3o0macHoCT 10 1 roarHa ca mogo0OHU Ha
Te3U, HaOJIF0IaBaHU B TIPEIUIITHU npoymsagﬂ PY BB3pACTHU C IJIAKOB IICOPHUA3KC.

Cpo0I1aBaHe Ha I10I03UPAHH HeXKETaHIN)CAKITHN

Ch00I11aBaHEeTO HA MOI03UPAHU HEWK 1o hu peaKIuu ciel pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBESHUS
MPOAYKT € BaxkHO. ToBa MO3BOIISAB TIPOBIKY HAOJIOJCHUETO Ha ChOTHOIICHUETO TMOJI3a/PUCK 3a
JICKapCTBEHUS IPOAyKT. OT MEAUIIMHCKUTE CIIEIHAIMCTH CE€ U3MCKBA Ja ChOOIIaBaT BCAKA
MOI03UpaHa HeXKeIaHa peaKH‘nﬁ\qb% HaIlMOHAJIHA CUCTEMA 3a CHOOIIaBaHe, IOCOYECHA B

[punoxenue V. &t-
4.9 TIlpeno3upane OQ"
Enuanann no3u 1 g/kg ca mpuaraHu HHTPABEHO3HO B KIIMHUYHU NPOYYBaHUs Oe3

orpaHHyaBaiia J[03aTa TOKCHYHOCT. B ciryuaii Ha mpeno3upane ce mpenopbhuBa NaueHTUTE Ja ce
HAOJII0IaBaT 3aIPU3HALIM WIIM CUMIITOMH Ha HEKEJIaHU PeakIiy U He3a0aBHO J1a Ce MPHIIOKHU
MOJIX OISO @HTOMaanHo JICUCHUE.

,&
5. QQ(PMAKOJIOFI/I‘IHI/I CBOWCTBA

5{- dapMakoAUHAMHYHHU CBOlicTBA

QbapMaKOTepanequHa rpyna: ImyHnocynpecopu, HHxuOuTopu Ha uHTepiaeskuaa, ATC kox:
LO4ACO05

Eksunbi e 6uononoben nekapcrser npoaykr. [logpoOua nHopmanus e npegocTaBeHa Ha yeocaiita
Ha EBporneiickara areHIus 1o jJekapcrsara https://www.ema.europa.cu.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
https://www.ema.europa.eu/

MexaHu3bM Ha JciCTBUE

Ycereknnymab e m3nsio 4oBemko 1gG 1k MOHOKIIOHATTHO aHTUTSAJIO, KOETO CE CBBP3Ba ChC
cnenupUIHOCT KbM 001aTa MpoTenHoBa cyOeanHuna p40 Ha YOBEIIKUTE IUTOKUHA HHTEPIICBKUH
(IL)-12 u IL-23. Ycrekunymab noTrcka OnoakTuBHOCTTa Ha YoBemkute 1L-12 u IL-23, kato
npenoTBpatsBa cebp3BaHeTo Ha p40 ¢ IL-12RB1 penentoper npoTenH, pa3mnoiokeH Ha MOBbPXHOCTTa
Ha UMyHHHUTE KJICTKH. Y CTeKHHYMa0 He Moxe 1a ce cBbpxe ¢ IL-12 wmm ¢ IL-23, konuTto Bede ca
cBbpp3anu ¢ IL-12RPB1 penentopu mo kieThuHaTa TOBBPXHOCT. CIIEIOBATETHO € MAJTKO BEPOSITHQ, b
yCcTeKnHyMab Ja yyacTBa B KOMIUIEMEHT- WM aHTUTSIIO-MEIUApaHaTa IUTOTOKCHYHOCT Ha KJI e
¢ perenrropu 3a 1L-12 w/wmm 1L-23. IL-12 u [L-23 ca XeTrepoauMepHH ITUTOKUHH, CEKPETUPA
AaKTUBUPAHU aHTUT'CH-TIPE/ICTABAIIN KIETKH, HAIPUMEp Makpodary 1 IEHAPUTHH KIECTKH aTta
UTOKUHA y4acTBaT B UMyHHHTE QyHKIMK; [L-12 cTUMynpa ecTecTBEHUTE KIETKU y6n@ﬂ (NK) n
npenu3BrkBa qudepennuanysata Ha CD4 + T knerkure kM T 1 xenmepen (Th1) Q)eHaT%I, IL-23
nHaynupa neTsa Ha T 17 xenmepute (Th17). A6HopMmHara perynarus Ha [L-12 u IL,23 obade ce
CBBP3Ba C UMYHHOMEIMUPAHH 3a00JISIBaHUS KaTo IICOPHA3HC, ICOPHATUICH aprJ@) nect Ha Crohn

" yJIHICpO3CH KOJHT. %

Upes cepp3Bane Ha obmata cybennanna p40 na [L-12 u IL-23 ycTekunym 0’K€ J]a OKa3Ba CBOUTE
KIMHAYHU eEeKTH IPH IICOPHA3HC, IICOPUATHIEH apTpuT, 6osect Ha Cro YJILEPO3€H KOJIUT upe3
npekbeBane Ha mpTHIara Ha Thl u Th17 muTokuHN, KOUTO ca B OCHO, Qd Ha MaToJIOTHUsATA Ha TE3U
3a00msBaHUs. O)Q

[Ipu naruentu ¢ 6osect Ha Crohn Ne4eHUETO C YCTEKUHYMAaO BORPYI0 HAMAJIIEHUE Ha
BB3MATUTEITHATE MapKkepH, BKIounTenHo C-peaktuBeH npotenH CCRP) u ekaseH KanmpoTeKTHH mo
BpeMe Ha MHIYKIIMOHHATa (asa, KOeTo Clie]l TOBa ce Hozun)pézl npe3 1puiaTa nojuspxkama daza. CRP
€ OIIEHEH 110 BpeMe Ha MPOIBIDKEHUETO Ha MPOYYBAHETO @aManeHmTa, HaOII0JaBaHM 10 BpeMe Ha
roAabprkamara ¢aza, OOMKHOBEHO Ce 3aIma3BaT JI0 ZSQQuMHua.

[Ipu nanueHTH ¢ yimepo3eH KOJIUT JICYCHHETO C Y HyMma0 BOJIY JIO HAMAaJICHHUE Ha
BB3MAJUTETHUTE MapKepH, BKIrounTenHo CRP €KaJICH KaJpOTEKTHH 0 BpeMe Ha
WHIYKITMOHHATA (Pa3a, KOeTo ce MOIIbpIKa I1 s1aTa o TbpiKaria ga3a u IpoabIDKEHUETO Ha

npoyuBaneTo A0 cexmuna 200.

O
Umynuszaumu J K
ITo Bpeme Ha IBATOCPOYHOTO NPOAH ue Ha mpoyuBane npu ncopuasuc 2 (PHOENIX 2),
BB3pPACTHUTE MALUEHTH, JIEKYBaHU TeKnHyMa0 3a Hall-Manko 3,5 TOAWHM, ca Jaji aHTHTSUIO-
OTIOBOPH Ha THEBMOKOKOBH NOJIM3aXapUIHU BAKCUHH U BAKCHHU CPEIy TETaHyC, CXOAHU C TE3H IIPU
KOHTPOJIHATA TPYTIa MALMEHTH 0Ny IaBaIIH HECHCTEMHO JICUEHHE Ha coprasic. CXOIeH IPOLEHT OT

BB3PACTHUTE MALUCHTH, JIC U C YCTCKUHYMa0 M Te3W B KOHTPOJHATA TPYIIa, Ca Pa3BUIH 3allUTHH
HMBA HA aHTUITHEBMOKOK AHTUTCTAHUYHH aHTHUTEJA, U TUTPUTE HA AHTHTENATA UM Ca CXOJIHH.
Knnanuna ed)mcaCHosp

Bonecr na Crohn Q
Be3onaCHOCTTa.z¥:<bHKaCHOCTTa Ha YCTEKHHYMa0 ca OILICHEHHU B TPH PaHJIOMH3UPAHH, IBOHHOCIICIIH,

mIane6o0-Ko JIUPAHU, MHOTOIICHTPOBH MTPOYYBaHUS IIPU BH3PACTHU MALMEHTH C yMEPEHA JI0 TEKKA
aKTHUBHA ct Ha Crohn, ¢ Maaekc Ha akTuBHOCTTA Ha Oosectta Ha Crohn (Crohn’s Disease
Activit ex, CDAI > 220 u < 450). [Iporpamara 3a KIHHHYHO pa3pabOTBaHE C€ ChCTOU OT JIBE 8-

cezm% npoyuBanus ¢ uHTpaBeHo3Ha HHAYKIUS (UNITI-1 u UNITI-2), nocnenBanu ot
44 YHO PaHJOMHU3UPAHO NPOYUBaHE C MOAKOXKHO MPHIOKEHNE HA TTOAIbprKama go3a (IM-
1), mpencraBisBamm 52-ceqMUIHA TEpaITHSL.

poyuBanusTa ¢ uHIyKiwms BkimouBat 1 409 (UNITI-1, n = 769; UNITI-2 n = 640) naruenTu.
[IppBHYHATA KpaiiHa TOUYKA 3a IBETEC MHIYKIIMOHHU IPOYUYBAHUS € IPOLEHTHT HA YUACTHULUTE C
KIIMHWYEH O0TroBop (ompeneneH kato Hamanenue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceamuna 6.
Jannute 3a epuKacHOCT ce chOMpAT U aHATTU3UPAT O CeIMHIA 8 3a IBETE MPOYUYBAHUS.
EnHOBpeMEHHOTO NMPUIIOKEHHE Ha MIEPOPATHU KOPTUKOCTEPOUIM, UMYHOMOYJIaTOPH,
aMUHOCAIHIINIATH M aHTUOMOTHIIN € pa3pemieHo u 75% oT manueHTuTe MpoabKaBar Ja MmoJrydaBar
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Haii-MaJko eJHO OT Te3H JIeKapcTBa. B 1BeTe mpoy4yBaHus MalMeHTUTe ca PaHJOMHU3UPAHH Ja
HOJTy4YaT €THOKPATHO MHTPABEHO3HO MPENOPBUUTEIHATA 1033 OT NpuoIm3uTenHo 6 mg/kg B
3aBHCUMOCT OT TeJIECHOTO TerIo (Bxk. Tabnuua 1, Touka 4.2), pukcupana go3a 130 mg ycreknaymad

wiu ianebdo Ha ceqmuna 0.

ITarmmentute B UNITI-1 ca nekyBaHM HEyCIENTHO WJIM UMAT HEMTOHOCUMOCT KbM Mpe/iiecTBalia
TNFa tepamust. [Ipubnuszutentno 48% oT manueHTUTe ca JICKyBaHHU HEYCIEITHO ¢ 1 mpemecTBa

antu-TNFa Tepanus, a 52% ca nekyBaHu HeycHemHo ¢ 2 niu 3 npeamectsaniy antu-TNFo T

u.

B toBa npoyuBane 29,1% oT manMeHTHTE MMAT HEJAOCTATHYEH HadajeH OTTOBOD (IbPBUYHH &
HepecnoHaepn), 69,4% ca ce MOBAMIN, HO ca MPECTAaHAIN Ja CE TOBIHUABAT (BTOPUYHU O
HEepecnoHiepu), a 36,4% umaT HermoHOCUMOCT KbM aHTU-TNFo Tepanuu.

BKJIFOYHUTCIHO KOPTUKOCTCPOUIN UJIIM UMYHOMOAYJIATOPU, KaTO UJIN HE Ca JICKYB

ITarmmentute B UNITI-2 ca nekyBaHu HEyCHENTHO Hal-MaJIKo ¢ €/{Ha KOHBeHuHOZIjg Tei)anm,

TNF-a tepanust (68,6%), uinu ca nosyyaBanu npeau Tosa antu-TNFa Tepanu

seycrenmaa (31,4%).

Q

occra ¢ aHTu-

;izlio s € Owila

B nBere UNITI-1 u UNITI-2 3Ha41MO MO-TOJISIM MPOILICHT OT MAIIMEHTUT pynara, JeKyBaHa C
YCTeKHHYyMab, ca ¢ KITMHIHYEH OTTOBOP U PEMUCHS B CPaBHEHHE C TIIa
OTTOBOP Y PEMUCHSITA ca 3HAYMMH OIIl€ Ha CeAMUIIA 3 TIPH IMAIIHECHT

Te TPOJBIDKBAT JIa Ce MoA00psABaT 1o cenmuiia 8. B te3u npquBy&
M0-BHCOKA M c€ TOJIbPiKa Mo-A00pe B TpyIaTa ¢ 1032 B 3a3ncw§
cpaBHEHUe ¢ rpynara ¢ go3a 130 mg u nopaau ToBa npu I/IH'I@B

JO3UPAHETO B 3aBUCUMOCT OT TCJICCHOTO TCIJIO.

(Tabmuma 3). KinuauaausT
NMEeKyBaHH C YCTEKHHYMal, 1

Taoauna 3: Unaykuus Ha KIMHHUYEH OTTOBOP U peuﬁg{ﬂ B UNITI-1 u UNITI 2

C MHAYKUMS e(pUKACHOCTTA €
OT TEJIECHOTO TerJIo, B
03Ha MHIYKIUS ce MPernopbuBa

ceaMuiia 8

UNITI-1* UNITI-2 **
Maane6o™~ Hpenopbunte| Ilnanedo |[IpenopbumTe
N= JIHA 1032 N=209 JIHA 1032
@ YCTEeKMHYMAa0 YCTEeKMHYMAa0
A~ N =249 N =209
Kimanuna pemucusi, ceamuna 8 ,(‘bS’(7,3%) 52 (20,9%)* | 41 (19,6%) 84 (40,2%)*
Knuanuen otrosop (100 Toukn), J\ N o 0/°G o 0/ a
cenvua 6 0&53 (21,5%) | 84(33,7%) 60 (28,7%) | 116 (55,5%)
Kantutaent otrosop (100 rouin), "= |- oo (20,2%) | 94 (37,8%)" | 67(32,1%) | 121 (57,9%)"

y 4
70-TOYKOB OTT'OBOP, cez[MI/mé‘}» 3

67 (27,1%)

101 (40,6%)°

66 (31,6%)

106 (50,7%)°

70-TOYKOB OTTOBOP, CEAMMITE 6

75 (30,4%)

109 (43,8%)°

81 (38,8%)

135 (64,6%)°

CDALI ckop ¢ Haii-MaJKo

KW WA CbCTOSIHUEC B KIIMHUYHA PEMUCUA

Knuandnata pemucus e onp@a kato CDAI ckop < 150; KiuHIYHUAT OTTOBOp € ONpeeieH KaTo HaMaJICHHE Ha
o

70-TOUYKOBHST OTTOBOP
*  Heycnex Ha aHTH,
** Heycriex Ha KOH

 p<0,001 \2\
0
P @

Tepanust
HOHaJIHaTa Teparus

niesieH kato Hamanienue Ha CDALI ckop ¢ Hail-manko 70 Touku

B npoy%ﬁ&o ¢ noaxsprkama tepanus (IM-UNITI) ca onenenun 388 nmaruieHTH, KOUTO JOCTUTAT

100-to
u
I

KJIMHUYEH OTTOBOP Ha ceAMHUIIa § OT HHAYKIMATA ¢ ycTeKuHyMa0 B mpoyuBanus UNITI-1
U@—Z ITarmenTrTE Ca paHIOMU3UPAHU HA CXeMa Ha MOIbPIKAIIO JICUSHHUE C MTOJIKOKHO
wenne Ha 90 mg ycrekunymab npes 8 ceamuiy, 90 mg ycrekuHymab npes 12 ceqMunm wim

11e00 B IpOaAbDKeHNE Ha 44 ceqMuIy (3a IpernopbhbUnuTeIIHATA MO IbpIKaIla 1032 BXK. Touka 4.2 OT
I1 Ha ycTexmHyMab WHKEKIIMOHEH pa3TBOP B PEBAPUTEHO HATBIHEHA CIIPUHIIOBKA.

3HaYMMO MO-TOJISIM MPOLEHT MALMEHTH B IPYNHUTE, JIEKYBaHU C YCTEKHHYMa0, MOAIbPKAT KIMHAYHA
peMucus 1 OTrOBOp Ha ceamuLa 44 B cpaBHEHHUE ¢ TpymaTa Ha mtanedo (Bx. Tabnuna 4).
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Taéamua 4: Ilonabp:kane Ha KIMHNYHAA 0TTOBOP M pemucusi B IM-UNITI (cenmuna 44;
52 ceaMuuM OT 3am0YBaHe ¢ HHAYKIMOHHATA [103Q)

Il1anedo* 90 mg 90 mg
ycTeKMHYMa0 | ycTeKHHYMad
npes npes
8 ceqmuuu 12 cez[Mm%/C?
N=1317 N= 12@
N =128 P\
Knuanyna pemucus 36% 53%? 4)@&
KJIMHUYEH 0TTOBOp 44% 59%° @%6
Knunuuna pemucusi 0€3 KOPTUKOCTEPOU U 30% 47%" ‘043%‘3
KnvHHYHA peMUCHS P MAIMECHTH: N
B PEMHCHA B HAAAIOTO Ha HOJUILPAAIATA | 4600 (36/79) | 67% (52/78);33} 56% (44/78)
Tepanus
KOWTO C€ BKJIFOYBAT OT MPOyUYBaAHE o o 5 o
CRD3002} 44% (31/70) | 63% (4(577.@3 57% (41/72)
N4
KOMTO HE Ca JICKyBaHH JI0Cera C aHTH- 49% (25/51) 65‘V®l/52)3 57% (30/53)
TNFa Tepanus ~
X/
KOMTO C€ BKIIIOYBAT OT NPOY4BaHE 0 o o
CRD3001 26% (16/61) O-\QA) (23/56) 39% (22/57)

Knunnunara pemucus e onpenenena kato CDAI ckop < 150; Knuuuunust oﬂ@ﬂe OIpE/IEIIEH KaTO HaMaJIeHUe Ha
CDALI cxop ¢ Haii-manko 100 Touku Uiy CbCTOSHKUE B KIMHUYHA peMI/ICQ

* TI'pynara Ha riane0o ce CbCTOM OT NALJUEHTH, KOUTO Ca e HOBIHMSUIN OT ySTeKMHYMa0 U ca paHIOMHU3HMPAHH 1

MOTy4aBaT Manedo B Ha4anoTo Ha MOJIbprKallaTa Tepamusl.

[Nammentn, kouto uMat 100-TOYKOB KIMHUYECH OTTOBOP KbM yCTzHme B HAYAJIOTO HA MOJABPIKAIIATA TEPAITUS

1, HO He aHTu-TNFo Tepanus

ke

HaLlI/ICHTI/I, KOHUTO HE Ca CC MOBJIMAJIM OT KOHBCHIIMOHAJITHATA %
HaLII/IeHTI/I, KOHUTO Ca pe(bpaKTepHH WJIK UMaT HEIIOHOCHUMOCT

p<0,01 Q
p<0,05 N

HOMHHaITHO 3HaunMa (p < 0,05) &

B IM-UNITI 29 ot 129 nanuentn He HOHI@X(&T OTTOBOpa KbM YCTEKHHYMa0 IIPpH MPHUIIOKEHHE TTpe3
12 cemuiy 1 € TI03BOJICHO KOPUTHPay 'ﬁq Jl03aTa Taka, 4e Jja [0Jy4aBaT YCTeKMHyMal IIpe3

8 cemmurtu. 3arybata Ha otroBop e onupgaencHa karo CDAI ckop > 220 Touku u > 100 Touku

anTu-TNFa Tepanus

(S

MOBHUIICHUE cpAMO uzxoanus CD op. [Ipu Te3u manMeHTy KIMHUYHA PEMUCUS CE TTOCTUTa IIPU
41,4% ot manmenTute 16 cenMUIIM€lie] KOpUTHpaHe Ha J03aTa.
\

[NaruenTuTe, KOUTO HE ca H(%[_ HaJIM KIIMHWUYEH OTIOBOP KbM MHJYKIIHS C yCTEKUHYyMal Ha
ceaMuIa 8 ot npoytmamm%ﬂ naayknus UNITI-1 u UNITI-2 (476 nanuenTn), ca BKIIOYCHH B
HepaHJIOMU3UpaHaTa 4ya poyuBaHeTo ¢ moaaspskama Tepamust (IM-UNITI) u ca mory9wmm
MTO/IKOXHA WHKEKITHS &{KHHyM% 90 mg no ToBa Bpeme. Cien ocem cenmuiu 50,5% ot
MAI[MEHTUTE ca nocn@:am& KIIMHWYEH OTIOBOP U ca MPOABDKIIH I TIOJTy4aBaT Mo IbpiKaIia
Tepanus mpe3 8 ¢ u. [loBedyeTo OT Te3u ManueHTH ¢ MPOABIDKATENTHA TTOIbPIKaIIa Teparus
noaIbpkat orroRop (68,1%) u mocturat pemucust (50,2%) Ha cenmuiia 44, KaTo IPOIEHTHT UM €

moJI00eH Ha MIpY MAIMEHTHUTE, KOUTO IIbPBOHAYAIHO Ca C€ MOBIHUUIN OT MHAYKLUA C
YCTEKUHY

Ot 13 G.aﬁmeHTM, KOHTO ca ce HOBJIHSAIN OT MHIYKINS C YCTEeKHHYMab U ca paHIOMU3HPAHU B

rpy Ha 1iane0o B HAYAIOTO Ha MPOYYBAHETO C MOIbpIKaIa Tepanus, 51 BrocneacTeue ca

3a JIX OTTOBOpA CH | ca morydriid 90 mg ycTeknHyMab MmoaKokHo Tipe3 8 ceamurty. [loBedero ot
HWCHTHTE, 3aI'yOUJIM OTTOBOPA CH U TIOJHOBUJIM JICUCHUETO C YCTEKUHYMa0, ca ro HalipaBHJIU B
MKHTE Ha 24 ceIMUIIM OT MHAyKIMoHHaTa nH(py3us. Ot te3u 51 manuenTu 70,6% mocturat
KJIMHAYEH OTroBop U 39,2% MocTurar KIMHWYHA peMUCHs 16 ceIMULY cle MOIy4aBaHETO Ha
ITHpBaTa MOIKOXHA 10332 yCTEKUHYyMa0.

B IM-UNITI nauuenTuTe, 3aBbPIIKIM IPOYUBAHETO A0 ceamuua 44, ca moAXOoAsAIIN Ja IPOAbIIKAT
JIEYCHUETO B MPOIBIDKEHNE HA TIpoy4uBaHeTo. [lpu Bcrukure 567 marueHTH, BKIIOYSHH Ha U JICKYBaHU
C YCTEKUHYMa0 B MPOJIBIIKCHUETO HA IPOYYBAHETO, KIMHUYHATA PEMUCHSI U OTTOBOPHT OOMKHOBEHO
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ce moJAbpKat A0 ceamuua 252, kakto npu 6omHute ¢ Heycnex Ha TNF-TepanuuTte, Taka u npu
NalyeHTUTE ¢ HeyCleX Ha KOHBCHIMOHAIHUTE TePaItu.

He ca YCTaHOBCHU HOBH C’bO6pa)K€HI/I}l 3a 0€30IaCHOCT Opu yAbJDKaBaHE Ha TOBA IMPOYYBaHC 10
5 TOAVHHA Ha JICYCHUC IIPU MMAUCHTH C 6onect Ha Crohn.

{(
Enoockonus b

BBHIIHUAT BUA Ha IUTaBHLATa € OLUEHEH €HJOCKOICKU NpH 252 MalMeHTH ¢ TOAXO0 A H3X0
€H/IOCKOTICKAa aKTHBHOCT Ha 3a00JIsIBaHETO B €IHO MOAINIpoyYBaHe. [IspBHUHaTa KpaliHa TOq

MPOMSIHA OT U3XOTHOTO HUBO Ha OmpoCcTeHus eHI0CKOICKH cKop Tipu Oormect Ha Crohn (Siffplified
Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcraBen ckop ot 5 -KOJIOHHU
CErMEeHTa 3a HaJnuue/pa3Mep Ha S3BUTE, IPOICHT Ha JIMTaBUYHATA MMOBBPXHOCT, TOKPKIA OT SI3BH,
MIPOLIEHT Ha JINTaBUYHATA MOBBPXHOCT, 3acerHaTa OT APYTH JIE3UH, U HaJTHIne/BUL
CTecHsIBaHMsATa/CTpUKTypuTe. Ha cenmuna 8, cren ennHMYHA MHTPaBEHO3HA UH]T OHHa 71034,
npomsHaTta B SES-CD ckopa e no-roisiMa B rpynara Ha ycTekuHymab (n = 155,cpénna

poMsiHa = -2,8) OTKOJIKOTO B Tpymara Ha mramnebo (n = 97, cpemna npOMﬂHaQ—*jbj, p=0,012).

Hosnussane na gpucmynume &
B eqna moarpyna manueHTH ¢ ApeHupamy GUCTYIH Ha U3XOIHO HHUBO, %; n = 26), pucrynure Ha

12/15 (80%) OT JeKyBaHUTE C YCTEKMHYMaO MAI[MCHTH CE ITOBJIHSB poabDKeHHE Ha 44 cenMuIm
(ompeneneno kato > 50% HamaneHue OT U3XOJAHO HUBO B npqus?%o C MHAYKIUS Ha Opos Ha
npeHupamute Guctynn) B cpaBaenue ¢ 5/11 (45,5%) ¢ rmaue6Q

Kauecmeo na sorcugom, cevp3ano cvc 30pagemo @

KadecTBOTO Ha KUBOT, CBBP3aHO ChC 3APABETO, € OLICHE ocpeacTBOM BbrnpocHuK npu
BB3NAINTETHH 3200 saBanms Ha yepBaTa (Inflammato wel Disease Questionnaire, IBDQ) u
BenpocHum SF-36. Ha cemmuria 8 manueHTHTe, MOJyYaBaliy YCTeKHHYMAa0, TTOKa3BaT CTATUCTHIECKU
3HAYUMO TO-TOJISIMO ¥ KIIMHUYHO 3HAYUMO 1000 e Ha oOmmst IBDQ ckop u Ha SF-36 Mental
Component Summary Score B UNITI-1 u UNIT#2 n na SF-36 Physical Component Summary Score B
UNITI-2 B cpaBHeHUE ¢ miare6o. B mpoyusa IM-UNITI no cenmuria 44 Te3u mogoOpeHus
OOWMKHOBEHO CE€ MOAIbPHKAT MO-T00pe MpH gaﬂn C YCTEeKUHYMa0 MalMeHTH B CPAaBHCHUE C
iane6o. [lomoOpeHneTo Ha Ka4ecTBOTO ﬁI/IBOT, CBBP3aHO ChC 3[[PaBETO, OOMKHOBEHO Ce
MOJIbPIKa Mpe3 ISTI0TO nponbnmenne@&enm&ua 252.

Yauepo3eH KOJUT
be3omacHocTTa M1 epUKaCHOCTTA Ha YCTEKUHYMa0 ca OIICHEHH B JIBE paHIOMH3UPAHH, TBONHOCIIEIH,
iane0o-KOHTPOIMPaHH, MHO éﬁTpOBI/I NpOYYBAaHUSA IIPU BE3PACTHU MTALIMEHTH C YMEPEH 10 TEKBK

aKTHBEH YJLEPO3EH KOJIUT no Mayo 6 1o 12; eanockoncku cyockop > 2). [Iporpamara 3a
KJIMHUYHO pa3paboTBaHe CTOH OT €IHO MIPOYYBaHE C MHTPABEHO3HA MHAYKIMS (HAPEUCHO
UNIFI-I) ¢ nedenwne no JIMUIIH, TIOCTIe/IBAaHO OT 44-ceIMUYHO MPOYUYBaHE C MOAIBPAKAIIO0
JIEYEHUE C MTOAKOXKH JI0’)KE€HHE, C paHAOMU3HpaHO ciMpaHe Ha JiedeHnero (HapeueHo UNIFI-M),

KOETO HpeﬂCTaBﬂﬂé H-MajKo 52 ceIMULIM Ha TEPAIHUs.

HpeI[CTaBeHI/I’ISbZiynTaTI/I 3a epukacHoct ot UNIFI-I u UNIFI-M ce ocHOBaBaT Ha IIeHTpaJieH
Iperies Ha CKOITUUTE.

UNIFI-@’%{IOqBa 961 marmentu. [IppBUYHATA KpaliHa TOYKA B MPOYYBAHETO C MHITYKITHS €
npo1l T Ha YYaCTHUIIUTE B KJIIMHUYHA peMuUcHs Ha cenMula 8. [lannenTure ca paHAOMU3MpaHU Ja
non@a €IHOKPaTHO MHTPABEHO3HO MpENopbhuuTeNHaTa qudepeHupana 1o3a 6 mg/kg (Bx.
éjﬂ%ﬁnua 1, Touka 4.2), pukcupana qo3a 130 mg ycreknayMad wim miarnedo Ha cenmuia 0.
a3pelICHO € eHOBPEMEHHO NPUIIOKECHHE Ha IEpOPaTHI KOPTUKOCTEPOUIH, MMYHOMOIYJIaTOPH U
aMUHOCAIMIMNATH, KaTo 90% OT manueHTuTe NpoabIKaBaT Ja IoJIydaBaT Hall-MalKko €HO OT TE3H
JexapcTBa. BriouennTe manyeHTH TpsOBa fa ca MpeMUHAIN HeyCIellHa KOHBEHIIMOHATTHA Teparnus
(KOPTHKOCTEPOUIN MK HMYHOMOIYJIATOPH) WUIIK JIEYEHUE C HalH-MaJIKO €IHO OMOJIOTHYHO
aexkapcTBeHo cpeactBo (antaronucT Ha TNFa n/unn Benonuzymadb). Ilpu 49% ot nanuenTure
KOHBEHI[MOHAIHATA Tepanus € HEYCIENIHa, HO He U JICYCHHETO ¢ OMOJIOTMYHO JIEKapCTBEHO CPECTBO
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(ot xouTO 94% He ca NeKyBaHU Jocera ¢ OMOJIOTMYHY JISKApCTBEHU NPOAYKTH). 51% 0T mauueHTuTe

ca JICKyBaHH HEYCHELIHO MM UMAT HETIOHOCUMOCT KbM OHOJIOTUYHO JIEKAPCTBEHO CPEACTBO.
[pudnusutento 50% oT MarMEHTUTE ¢a JIEKYBaHU HEYCICIIHO ¢ Haii-Majko | mpeiiecTpania aHTH-
TNFa tepanus (ot kouto 48% mBpBUYHO HE Ca ce MOBIUIN), a 17% ca umanu Haili-manko 1 Tepamus

¢ aatu-TNFa cpencTBo u Beponmmzymao. fb

B UNIFI-I 31aunMo 1mo-roJiiM OpoOLEHT OT MallMeHTUTE ca B KIMHUYHA PEMUCHS B Tpynara, JIEKy,

C YCTEeKHHYMa0, B cpaBHeHHE ¢ 1uiare0o Ha cenmuna 8 (Tadmuna 5). Ome va Ceqmunia 2, Haii-
paHHaTa IJIaHWpaHa BU3WUTAa B IPOYYBAHETO, U IIPU BCSIKA BU3HUTA CJIE/ TOBA IO-TOJISIM IIPOLIE Q
MAIMEeHTH C YCTeKUHYMa0 HAMAT PEKTaIHO KbPBEHE WIIM IIOCTUTaT HOpMaJlHa YeCTOTa Ha ;@eKaum{
B CpPaBHEHUE C MalUeHTHUTE Ha Iiane6o. HabmogaBanu ca 3HaYMMU pa3iiuKu MEXIY yCTERMHYMa0 U
Tane0o B YaCTUYHUS CKOp o Mayo u cuMnToMaTHYHaTa pemucus omle Ha Ceqmuria

EdukacHocrTa € mo-Bucoka B rpynara ¢ audepenmnupanara go3a (6 mg/kg) B cpa We C rpymnara ¢
no3a 130 mg o oTHOIIEHHE Ha U30paHK KpallHU TOYKH M TIOPaJX TOBa TU(EpeHIMPaHOTO T03UpaHe

ce IperopbyBa KaTo 032 32 MHTPABEHO3HATa MHAYKIIHSL. Qj
Tabanna 5: Pe3roMe Ha ocHOBHHTe pe3yaTaT 3a epukacHocT B UNIRLY (Cexmuna 8)
Ilna IIpenopbunTe/iHa
N= 1032 ycTeKHHYMa6®
N N=322
Knuanuna pemucust* [\‘5% 16%*
X
[Ipu nanmeHTy ¢ HeycHenIHa KOHBEHIMOHATHA, HO @% (15/158) 19% (29/156)°
HE ¥ OMOJIOTHYHA Tepamnus
IIpu manueHTH ¢ HeycnenHa 6uonornyna teparmus () 1% (2/161) 13% (21/166)°
IIpu nanueHTH ¢ HeyCIEIIHA Tepaus KakTo ¢ TNlQ" 0% (0/47) 10% (6/58)"
TakKa " ¢ BeJoJIn3yMad fo N
Knuauden otrosop’ N 31% 62%"
[pu MaIMEHTH ¢ HeyCTIenHa KOHBEHIOHAGfA, HO 35% (56/158) 67% (104/156)°

HE ¥ OMOJIOTHYHA Tepanus
[Ipu manuenTy ¢ HeycnenHa ONOJIOTHHHA Eeparmﬂ%é 27% (44/161) 57% (95/166)°
[Ipu manueHTu ¢ HeycnenrHa Tepe}jﬂﬁ@ﬁmo ¢ TNF, 28% (13/47) 52% (30/58)°
TakKa U C Be0Jnu3ymMad \v

JIurapuuno 03/1paBsiBane’ . (@) 14% 27%"
IIpH NALMEHTH C HeyCIIeIIHA REABCHIMOHAIHA, HO

21% (33/158) 33% (52/156)"

HE ¥ OMOJIOTHYHA Tepalisl, o

TPy IALMEHTH C HeyCIIeHIHA OHOIOTHYHA TepaITHs 7% (11/161) 21% (35/166)°
CuMIToMaTu4Ha peMI/ICI/LAv 23% 45%°
KOMOGHHHPAHO CHMITOMASIYHA PEMHCHS 1 JINTABHIHO 6

' 8% 21%

o3/ipaBsBaHe’ (@)

)Iosa 3a I/IH(l)y?,I/IH TeKI/IHyMa6 1Py U3I0JI3BaHE HA CXEMa Ha IpujiaraHe Bb3 OCHOBA Ha TEJICCHOTO TEIJIO, YyKa3daHa

B Tabnuya 1.

*  KnuHu4YHATa PEMHUCHS e OMpeens KaTto ckop mo Mayo < 2 myHkTa, 6e3 HHauBUIyaneH cyockop > 1.
TOBOD C€ OIpeJieis KaTo HaMaJlsiBaHe CIPSMO M3XOJHOTO HUBO Ha ckopa 1o Mayo ¢ > 30% u >3

Y Komnnunn
MyHKTa, Qlanmsaﬂe CIIPSIMO MU3XOIHOTO HUBO Ha CyOCKOpa 3a peKTATHO KbPBEHE > | MM cyOCKOp 3a PeKTaIHO
K’preé}mH 1.
¥ Angarohucr na TNFo n/mu BEI0JIN3yMa0.
I Qqnom 03]paBsiBaHE Ce OIpeellst KaTo eHJOCKOICKU cyockop mo Mayo 0 ww 1.
i TOMaTHYHATa PEMHCHS ce OTpees kKaTo cyockop mo Mayo 3a gectora Ha aedekanusata 0 nwnmu 1 u cyOckop 3a

CKTaTHO KbpBeHe 0.
@ KomOuHaIuaTa 0T CHMIITOMaTHYHA PEMUCHS M JINTABUYHO O3/IpaBsiBaHE Ce ONpPeIes KaTo CyOCKop 3a 4eCcTOTa Ha
Q nedexannsta 0 unm 1, cydckop 3a pekranHo kbpBene 0 u enmockoncku cyockop 0 wim 1.
p < 0,001

Homunanuo 3naunmo (p < 0,001)

Homunanuo 3naunmo (p < 0,05)

B UNIFI-M ca onenenu 523 manueHTH, TOCTUTHAINA KIMHHYEH OTTOBOP C €THOKPATHO 1.V.
npunoxenue Ha ycrekuaymad B UNIFI-I. [Taunenture ca paHIoMu3upaHy 3a MoJy4yaBaHe Ha
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noJyIbpokaia cxema ¢ 90 mg ycTekuHyMab MoJAKOXKHO Ha Bceku 8 ceqmuiiy, 90 mg ycTekuHyMab Ha
Bcekd 12 cemMuIy uiH ramnedo B MpobiDKeHNE Ha 44 ceIMULIH (32 MperopbYnTeTHaTa
noJiIbpokalia o3a BrwkTe Touka 4.2 Ha KXII Ha ycTeknHyMal MH)KEKIIMOHEH Pa3TBOP B
MPEIBAPUTEIIHO HAITbJIHEHA CIIPUHIIOBKA.

3HAYMMO MO-TOJISIM TPOLICHT MAIMEHTH ca B KJIMHUYHA PEMHCHS B IBETE TPYIIH, JICKYBaHHU C /O
yCTEeKHHYyMa0, B CpaBHEHHUE C Tpymara ¢ miarnedo Ha cenvuna 44 (Bx. Tadnuma 6). Q/b

Taouauna 6: Pesrome Ha ocHoBHHMTe u3MepuTeu 3a epukacHoct B UNIFI-M (cenmuua 4&Q
52 ceaMuum OT 3am0YBaHe HA HHAYKIIMOHHATA J103Q)
Inanedo* 90 mg QQ‘(Y mg
N=175 YCTeKHHYMAa0 TEeKHHYMAa0

npes ’Z} npes
8 cezIMmmo) 12 cepmunu

N=176_ N=172
Knuanana pemucus** 24% 44%,‘(‘ 38%°
[Ipu manueHTH ¢ HEeycnenHa \d
KOHBEHIIMOHAJIHA, HO HE U OMOJIOTUYHA 31% (27/87) 48 /85)" | 49% (50/102)"
Tepans PR
[TpH nauKEHTH ¢ HeycneiHa 17% (15/88) 0;}2% (36/91)" | 23% (16/70)
OHMOJIOTHYHA Tepans 7/l
[Tpy manuenTy ¢ HeyCIenHa Teparms o ¥ N " N "
kakTo ¢ TNF, Taka u ¢ Benoau3zymao 15% (4/2,7,) Q 33% (7121) 23% (5/22)
N4
Houzmpmaﬂg Ha KIIMHWYEH OTTOBOP JI0 459 7192 68%°
ceammuia 44° N
IIpu nanyieHTH ¢ HEyCHelHa
KOHBEHIMIOHAIHA, HO HE U OMOJIOTHUYHA 5@ (44/87) 78% (66/85)° | 77% (78/102)°
Tepanus RN

IIpu nanyieHTH ¢ HEyCHelHa
OMONIOTUYHA Teparus

HpI/I MalCHTU C HCYCIICIIHA TCpanusd o 0 1 o 1
canro ¢ TNF. taxa n ¢ Beﬂomgym@@ 41% (1127) | 67% (1421 | 50% (11/22)

D399, (34/88) | 65% (59/91)" | 56% (39/70)"

JIuraBuyHO o311paBsIBaHeT \ 29% 51%°? 44%5
Homabpiiatie Ha kHiHa peMHﬁ@O 38% (17/45) 58% (22/38) | 65% (26/40)"
cenmuna 44

Knuanuna pemucus 6e3 KOPTHKQCTEPOUS 23% 42%° 38%°
IpoxbiokuTenta pemucus’ (> 35% 57%" 48%"
CHMITOMATHYHA pEMHCHIY, 45% 68%" 62%"

KOM6I/IHI/IpaHO CHUMIITO 1{Ha peMucuia u

\ 28% 48%" 41%"
JIMTaBHYHO 03/IPABSBAHE

D
&
>
oF
N
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*  CrneJl MOBNUSIBAHE OT 1.V. YCTEKUHYMaO.

** KiuHHYHATA PEMHUCHS e ONpees KaTto ckop nmo Mayo < 2 myHKTa, 6e3 HHIMBUIyaeH cyockop > 1.

KimHUUHUAT OTroBOp ce onpeaess KaTo HamalisiBaHe CIIPsIMO U3XOHOTO HUBO Ha ckopa 1o Mayo ¢ > 30% u >3

MYHKTa, C HAMaJSIBaHE CHPSIMO U3XOJHOTO HMBO Ha CYOCKOpA 3a PEKTAIHO KbpBEHE > | Mtk CyOCKOp 3a peKTalHO
kbpBeHe 0 nu 1.

AmnTaronuct Ha TNFo w/unu Benonusymao.

JIuraBUYHOTO 031paBsiBaHE Ce OIpeJielIs KaTo eHIOCKONCKH cybekop mo Mayo 0 wm 1. bfb
IMopaspxanero Ha KiuHUYHA pemucus 10 Cenmuia 44 € onpeaeeHo KaTo MAlUeHTH B KIMHIYHA PEMHUCHS 10 Q/
Cenmunia 44 cpen manyeHTHTE B KITMHUYHA PEMICHS Ha M3XOJHOTO HUBO Ha MOIABpXKamara ¢asa.
Kinuungnara pemucus 6€3 KOPTUKOCTEPOU/ CE ONPe/Iesisi KaTO MAlMeHTH B KIIMHUYHA PEMHUCHS, KOUTO He “&Q
koprukoctepouau Ha Ceamuria 44. O
IMpoaemkuTEIHATAa PEMUCHS CE ONPEIeIIsl KaTo YacTHYHA peMucus 1o Mayo npu > 80% 1npu BCHUKH B@a‘n npean
Cenmunia 44 1 yactiyHa pemucus o Mayo nipu nocnensara susuta (Ceamuiia 44).

BaT

CuMmnrToMaTnyHaTa peMucusd ce onpeaciia KaTto Cy6CKOp 1o Mayo 3a 4e€CTOTa Ha Z[e(i)eKaHI/IﬂTa 0 u 1 Cy6CKOp 3a
PEKTAIIHO KbPBCHE 0.

KomOunanusita 0T ciMITOMaTHYHA PEMUCHS U JINTABUYHO 031PABSBaHE CE ONPEIEs KaTo cy@)p 3a 4eCTOTa Ha
nedexanusra 0 mm 1, cybckop 3a pekranHo kbpBeHe 0 1 eHnockoncku cyoexop 0 mm 1. Q\

Z p <0,001 Q

p <0,05 &
®  Hommnamso 3HaumMO (p < 0,001)

Homunanuo 3uaunmo (p < 0,05) Q®

be3 craTuctuuecka 3HayuMOCT

BrnaronpusatHusT epekT Ha yCTeKHHYMAa0 BbPXY KIMHUYHUS O 0p, TUTaBUYHOTO O3/paBsiBaHE U
KIIMHUYHATA PEMUCHS € HaOIF01aBaH MpH WHAYKIUS U TTOAIEPIKAIIO JICUSHUE KaKTO MPH MAIUSHTUTE
C HeyCIHelIHa KOHBEHIIMOHATTHA, HO HE ¥ OMOJIOTHYHA Tepaliil, Taka U MPH IMalMeHTUTE C Hali-MaJKo
€JlHa Mpe/IIecTBallla HEYyCIECIIHA Tepaus C aHTarOHKC @IT NFo., BKIIOYUTEIHO IpU MAIUEHTH,
KOUTO TBPBUYHO HE Ca CE MOBJIUSIN OT TEPAIUs C aHT:Zz\HHCT Ha TNFa. braronpusten edekr e
HaOJI0aBaH CHIO ¥ NIPH WHAYKIWS IPH MAIEeHTH (JHal-Mallko elHa HEyCIelTHa peAIIecTBaIa
Tepamnus ¢ antaroHuct Ha TNFao u BeI[OJII/I3yMa6,£DOSIT HAa MalMeHTUTE B Ta3u MOATPYyIa € TBhp/Ie
MaJbK, 32 J1a C€ HAMPaBsT KaTErOPUIHU 3al<mo'@/m OTHOCHO ONaronpusTHUs e(eKT 1Mo Bpeme Ha
MOJUTbpoKaIIaTa Tepanus B Ta3u rpyma.

Tlayuenmu, nosnusaeawu ce om uHOykgu& yemexkunyma6 na Ceomuya 16

Ha nauuenture, IeKyBaHH ¢ YCTEKUH , KOUTO HE ca MoJy4mwin oTroBop Ha cenmuna 8 B UNIFI-I,
e npuitoxeH 90 mg ycTeknHyMao s cenmuna 8 (36% ot manuenture). Ot Tax 9% oT
NAIMEHTHUTE, KOUTO ITbPBOHAYAIH paHIOMH3UPAHU 32 MOTyYaBaHe Ha MPENOPbhUUTETHATA
WHIYKIIMOHHA 71033, TOCTUTAT }entmqﬁa pemucus, a 58% MOCTUraT KIMHUYEH OTTOBOP Ha

Cenmurna 16. \&

ITarmuenture 6€3 KHHHH@FOBO}) KbM UHJYKIUS C YCTEKUHYMa0 Ha ceIMUIla 8 B IPOYYBAHETO
UNFI-I, 1o ¢ otroBop @ nmuia 16 (157 nanuenTy), ca BKIFOYEHU B HEpaHIOMHU3UpaHaTa 4yacT Ha
UNIFI-M u ca HpOﬂQ(I/IHI/I Jla TIOJTy4aBaT MOJAbprKalia 103a Ha BCEKU 8 CEIMUILIN; TIOBEYETO OT Te3U
naruenTtu (62%) 1@1 pakat otroBopa, a 30% mocTuraT pemucus Ha ceqMuia 44.

B UNIFI 1 HTUTE, 3aBBPIIIN IPOYIBAHETO A0 ceamuIia 44, ca moAXOAsIIH a TPOIBIIKAT
JeYeHUEeTOB PO IbDKeHNE Ha TpoyuBaneTo. Cpen 400-Te manuenTu, KOUTO ca BKIIOYEHH Ha U

Hpodwafceé%efg npoyyYBaHemo

JIEKyB YCTeKHHYMab Ha BCeKH 12 wiu § ceMUITN B MPOIBIDKEHUETO Ha TIPOYUYBAHETO,
CUM aTHYHATAa PEMUCHS OOMKHOBEHO ce 3ama3Ba g0 200-Ta cemMuIla Ipy MalueHTH, C HeYCIIenTHA
K UOoHaTHa (HO He ¥ OMOJIOTHYHA TepaIlusl) U Te3U C HeyCIelHa OMoIOTHYHa Teparus,

IOUUTEITHO TE3U C Heycnex KakTo ¢ aHTH-TNF, Taka u ¢ Begonuszymab. CpeJ manueHTUTe, KOUTO ca

JYYHITH 4-TOJMIIHO JICUCHHE C YCTEKHHYMA0 U ca OIEHEHH ¢ TIOMOIITa Ha IBJIHHS CKop Mo Mayo 3a

norbpkane Ha ceamuia 200, cboTBeTHO 74,2% (69/93) 1 68,3% (41/60) momabpxar 3a31paBsiBaHETO
Ha JINTaBUIIATa ¥ KIMHUYHATA PEMUCHSL.

AHanmu3bT 3a 6e3omacHoCT, BKrouBanl 457 naruenTd (1289,9-nanmmenToronnam), IpocieneHu 10
220 cemmuIy, mokasa, uye npo@uibT Ha Oe30nmacHOCT MexAy 44 u 220 ceaMuIia, € CpaBHUM C TO3H,
HaOmronaBsad 1o 44-ta ceqMuIIa.
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He ca ycranoBeHM HOBU choOpaskeHUs 32 6€30MaCHOCT MPHU TOBA MPOIBIDKEHIE HA TIPOYYBAHETO MPHU
MAIUEHTH C YIIEPO3CH KOJIUT, ICKYBaHU J0 4 TOIMHH.

Enoockoncko nopmanusupane

EnmockoIckoTo HOpManu3upaHe € ONpeIeIeHO KaTo eHI0CKOIICKH cyOckop mo Mayo 0 u e fb
HabmogaBano omre Ha cenmuna 8 B UNIFI-I. Ha cenmuria 44 or UNIFI-M To ce moctura npu 249

29% OT manueHTuTe, IEKyBaH! ¢ YCTeKUHYMal ChOTBETHO Ha BCeKH 12 wiu § ceaMuIy, B cpa e

¢ 18% ot manmeHTHTE B Tpymara c miamnedo. &

Xucmono2uyno u Xucmo-eHOOCKONCKO TUSABUUHO 030passeane O
XHUCTONOTUYHOTO O3/IpaBsiBaHe (ONpeneseHo KaTo HeyTpodriHa nHpuiTpanus B < 5%.QT KPUTITUTE,
0e3 paspymiaBaHe Ha KPUITUTE U O3 epo3uH, yIIepaluy WK TPaHyIalliOHHA THK3H,) € OIEHsIBAaHO Ha
ceamuna 8 B UNIFI-I u na Cenmuna 44 8 UNIFI-M. Ha cenmunia 8, cien eqHOKp WHTpPaBEHO3HA
WHIYKIMOHHA 1034, 3HAYHMO ITO-TOJISIM MPOIICHT MAIMEeHTH B rpyIaTa ¢ Ipernopb4ATeNHaTa 1032
MOCTUTAT XUCTOJIOTUYHO 037paBsiBane (36%) B cpaBHEHHE C MAIMEHTHUTE B Ta ¢ iane6o (22%).
Ha Ceamuia 44 nogabspixane Ha To3u eeKT ce HaOIr01aBa Py 3HAYMMO € TIAITUEHTH C
XHCTOJIOTMYHO O3/paBsiBaHe B TPYIUTE C YCTEKHHYMab Ha Bcsikal2-ta cemyivua (54%) v Ha Besika 8-
Ma cenmutia (59%) B cpaBHeHwue ¢ Tuiane6o (33%).

KomOunupana kpaiiHa TOYKa — XUCTO-EHAOCKOIICKO JTUTaBHYHO O@SBEIHG, OTIpeIeNIeHO KaTo
YYaCTHHUIH C €THOBPEMEHHO JIMTAaBUYHO U XUCTOJIOTHYHO O3] He, € OLICHEeHa Ha ceaMuIa & B
UNIFI-I u Ha cenqmunia 44 8 UNIFI-M. [lanmeHTHTE, TOTyYaBaTHSy CTEKHHYMA0 B MIpeHOphUATETHATA
71033, TI0Ka3BaT 3HAYMMO MOJI0OpEHNEe Ha KpaifHaTa TOYKa, Xéio-eHHOCKOHCKo JUTaBUYHO
03/IpaBsiBaHE Ha CEAMHIA 8, B IpylnaTa ¢ yCTeKHHyMa0 (1@) B CpaBHEHHE ¢ Tpynara c mianedo (9%).
Ha cenqmuna 44 monmbprkane Ha TO3H ePekT ce HaOJIIo IIPH 3HAYMMO TOBEYE MAIUEHTH C XUCTO-
€H/IOCKOTICKO JINTaBUYHO O3][paBsiBaHe B IPYIHTE C yCTeKNHYMa0 Ha Beska 12-ta ceqmuna (39%) u Ha
Bcsika 8-Ma ceamuna (46%) B cpaBHEHHE C rmaue§9s 4%).

Kauecmeo na srcusom, cevpsano cve 30page @

KauecTBOTO Ha KHBOT, CBBP3aHO ChC 3/IPABLTO, € OIICHIBAHO Ype3 BBIPOCHUK NP Bb3MATUTECITHU
3abonsBanus Ha yepBara (Inflammatory el Disease Questionnaire, IBDQ) u Bpnpocaunute SF-36
1 BuroQoL-5D (EQ-5D). J&

Ha ceqmuna 8 B UNIFI-I manuent MOJTyYaBaIM yCTEKHMHYMa0, TIOKa3BaT 3HAUMMO MO-T'OJISIMO U
KIIMHAYIHO 3HAYNMO Tomoopenune Ha oomust IBDQ ckop, EQ-5D u EQ-5D VAS, u SF-36 Mental
Component Summary Score 386 Physical Component Summary Score B CpaBHEHHE C ILIAIEe60.
ToBa mogoOpeHue ce moaa MIpH MAIUEHTHUTE, JIeKyBaHU ¢ ycrekunyma0, B UNIFI-M no
cenmuna 44. [TogoOpenn a Ka4eCTBOTO Ha )HUBOT, u3MepeHo ¢ IBDQ u SF-36, o0ukHOBEHO ce
MOJTbPIKa Mpe3 ISII0T wIKeHNE 10 ceamuia 200.

Ha]_[I/IeHTI/ITC, IoJ QJTI/I yCTCKI/IHyMa6, nMat 3Ha4ruMoO I10-IroJIsIMO 1'[0}_'[06peHI/I€ Ha IPOAYKTUBHOCTTA
Ipu pa60Ta, OLCHEC qpe3 No-rojisiMO HaMaJIsIBaHE Ha O6H_IOTO HapyHnIeHUeC Ha pa60TaTa " Ha

HApYIIaBaHET aKTHBHOCTTA, OlleHeHH 4upe3 BhIpocHuka WPAI-GH, oTkoNKOTO AarueHTuTe,
NOJTy4aBa 11e00.
Xocnu sayuu u onepayuu, cvpsanu ¢ yayeposer koaum (VK)

Ho c@nua 8 B UNIFI-I nmporeHThT HA YyYACTHUITUTE C XOCTIUTAIU3AINH, CBBp3aHu ¢ YK, € 3HaunmMo
no-@c K [IPY YYaCTHHULIMTE B TpyIaTa c MpernopbuuTenHaTa qo3a ycrekunymad (1,6%, 5/322) B
Cc CHME C yYaCTHHULMTE B rpymara ¢ mianebo (4,4%, 14/319), kato HUKOH OT y4acTHULIHTE,
y4aBaJf YCTeKUHYMa0 B MPeTNophUYNTEIHATA HHIYKIIMOHHA /1033, HE € TIOJIOKEH Ha OTeparus,
%BpraHa ¢ YK, B cpaBaenue ¢ 0,6% (2/319) ot yyacTHUIMTE B Tpymara C miamedo.

Ho cemmuria 44 8 UNIFI-M 3Ha4mMO TTO-HUCHK OpOii XOCTIMTATN3alNH, CBBp3anHu ¢ YK, e

HaOJII0/IaBaH MPH YYACTHUIIMTE B KOMOMHUpPaHaTa rpyna ¢ ycrekunymab (2,0%, 7/348) B cpaBHeHUE ¢
y4acTHUIIMTE B Tpymata ¢ mianedo (5,7%, 10/175). UucneHo mo-mManbk Opoi y4acTHUIM B rpynara ¢
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ycrekunymab (0,6%, 2/348) ca moanoxeHu Ha onepanus, cCBbp3aHa ¢ YK, B cpaBHEeHHE C
y4acTHUIHTE B Tpymarta ¢ mianebo (1,7%, 3/175) no cenqmua 44.

HmyHoreHHocr
ITo Bpeme Ha JeueHne ¢ ycTeKHHyMa0 MoraT Jja ce Pa3BUSAT aHTUTEINA CPElly YCTEKHHYMal U

MOBEYETO OT TAX ca HeyTpamusupanii. OOpa3yBaHETO Ha aHTUTENIA CPENTy YCTEKHHYyMab e CBhp3a
MOBHILIEH KJIMPBHC Ha YCTEKUHYMab MpH naiueHTy ¢ 6onect Ha Crohn unm ynueposen konut. H
HaOmroaBaHa HamaneHa edukacHocT. He ce HaOmogaBa oueBHIHA 3aBUCIMOCT MEXKAY HAJIHY Ha
aHTHTEJa CPelly YCTEeKHHyMal 1 MosBaTa Ha PEakIiy Ha MICTOTO Ha HHXEKTHpaHE. &

IlenuaTpuyna monyJanus
EBpomneiickara areHnus mo jJekapcTBaTa oTiiara 3aJIbJDKEHHETO 32 MPEIOCTaBsIHE Ha P TaTUTE OT
MPOYyYBaHUATA C yCTeKNHYyMal B e/IHa WM TIOBeYe MOATPYIH Ha NleinaTpuIHaTa nognaum{ pH

6onect Ha Crohn u ynuepo3eH KonuT (Bx. Touka 4.2 3a ”HGOpPMaLUs OTHOCHO Y 0a B
TIeINATPHATA). Q\

5.2 ®apmakoKMHETHYHM CBOlicTBa §/

Cren npenopbunTENHATAa MHTPABEHO3HA MHAYKIMOHHA 1032 MEJUAHA MaKCHMaJHaTa CepyMHa
KOHIICHTpAIKs Ha ycTeKuHyMa0, HabmoaaBaHa 1 yac cien nHpy3u 126,1 pg/ml mpu

nanueHTute ¢ 6onect Ha Crohn u 127,0 ug/ml npu nauueHTute Clﬁ pPO3€H KOJIHT.

PasnpeneneHue Q
MenuanaTta Ha oOemMa Ha pasnpeeiCcHHe B TepMUHAIHATA q)zd (Vz) cnen emHOKpaTHO HHTPABEHO3HO
MPWIOKEHUE MPU NAUEHTH C IICOPUA3UC Bapupa oT 57 3@3 ml/kg.

Buorpanchopmarius
ToYyHMAT BT HA META0OTU3UPAHE HA yCTeKHHyMa{%@ € U3BECTEH.

<

EnumuHupane %
Menuanata Ha cuctemuus kiupbHC (CL) caea €MHOKpaTHO UHTPABEHO3HO MPUIOKEHUE TIPU

MAIMEeHTH C IICoprasuc Bapupa ot 1,99 4 ml/nen/kg. MennanaTta Ha IOTY>XHUBOTA (t12) HA
yCcTeKnHyMa0 € npuOIn3nuTenHo 3 cea@ IIpY TIALMEHTH C YJIEepOo3€eH KoauT, Oosnect Ha Crohn,
MICOPUA3UC W/WIIK TICOPUATUICH amp@ Bapupa oT 15 10 32 qHY BBB BCUUKH NMPOYYBAHUA HA
MICOPHA3UC U TICOPHATHYCH aPTPHT.

JIuHelHoCT Ha Jio3aTa & \
CucremMHara eKCIo3UIMS H %eKHHyMaﬁ (Cimax 1 AUC) ce yBennyaBa 1o HauuH, TPUOIH3UTEIHO
NPOMOPLUHOHANICH Ha 033Ta\ciIe]] €MHOKPATHO HHTPABEHO3HO NMPHUJIOKECHUE Ha 103U B TPaHHULIATA

mexay 0,09 mg/kg u 4 ’kg.

Coenuannu non\/n@l

Hsama nanmmaan %@AaKOKHHeTWIHH JaHHHM [IPH MAIUEeHTH ¢ yBpeneHa Ob0pedHa mim 4epHoapoOHa

¢ynkuus. He OBEJIEHN KOHKPETHH NMPOYYBAHUS C HHTPABEHO3HO MPUIIOKEHNE Ha YCTEKHHYMao
IIpH [anue crapuecka Bb3pacT WU IeAUATPUYHY ITALIUCHTH.

IIpu na &xm ¢ 6osiect Ha Crohn 1 yJiiepo3eH KOJUT BapuaOUIHOCTTA Ha KIMPHhHCA HA YCTEKUHYMA0
ce no%maa OT TEJIECHOTO TETJIO, HUBOTO Ha CEPYMHUS aJIOYMUH, I10JIa ¥ CTaTyca 10 OTHOIIIEHUE Ha
aH Ta Cpelly YCTeKHHYMa0, TOKaTO TEIECHOTO TETJIo € Hai-3HauynMaTa KoBapuaTa, BIusela
Bs&xy obema Ha pasnpenencaue. OcBeH ToBa mpu 6o1ecTTa Ha Crohn KIUPBHCHT ce moBiusBa ot C-
KTUBHUSA IPOTCHUH, CTAaTyCa IO OTHOUICHNUE HA HCYCIICX HA JICHCHUCTO C TNF-antaronucTu u

acara (a3uaTCKH CIIPSAMO Hea3uaTCKH Mpou3xon). Be3ielcTBUeTo Ha Te3n KOBapUaTH € B paMKHUTE Ha
+20% oT TMnMYHaTa UK pedepeHTHaTa CTOWHOCT Ha choTBeTHUSI DK mapamersp, mopany ToBa He €
HEoOX0/JMa KOPEKIHS Ha J]03aTa 3a Te3u KoBapuaTH. ChITbTCTBAIIOTO NMPHUIIOKECHUE HA
HMYHOMO/IYJIaTOPY HAMA 3HAYUTEIHO BIMSIHUE BHPXY Pa3NpellelIeHUEeTO Ha YCTEeKHHYMao.
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Perynupane na CYP450 ensumu

Edexrute Ha IL-12 wmu IL-23 Bepxy perynupanero Ha CYP450 eH3umute ca OIIeHEHU B in Vitro
MPOYYBaHE C U3IOJI3BAHE HA YOBCIIKH XEMaTOIMTH, KOeTO moka3ea, 4e 1L.-12 u/wmm IL-23 ¢ HuBa ot
10 ng/ml He mpomensT aktuBHOCTTa Ha YoBenmkuTe CYP450 emsumu (CYP1A2, 2B6, 2C9, 2C19, 2D6
i 3A4; Bxk. Touka 4.5).

(%
[IpoBeneno e oTkpuTo npoyuBane (asa 1 3a nexkapctBenu B3aumoaeicTBust CNTO1275CRD100 b
OlLIeHKa Ha epeKTa Ha YyCTeKUHyMal BbpPXY €H3UMHATa aKTUBHOCT Ha muToxpoM P450 criex un S
¥ TIOITBPIKAIIO MpHUiIaraHe Mpy MaueHTH ¢ akTuBHA Oostect Ha Crohn (n=18). He ca mabmio 151
KJIMHUYHO 3HaYMMU NMPOMEHH B ekcrio3unmsara Ha kodend (CYP1A2 cyGcerpar), Bapdapua
(CYP2C9 cy6erpar) omenpazon (CYP2C19 cy6erpar), nekctpomeropdan (CYP2D6 cy@paT) WIH
mupaazonaMm (CYP3A cyGcerpar), koraTo ce U3M0I3BaT ChIIBTCTBAIIO € YCTEKMHYMAa0 npr01o0peHara
TIpENoPBINTENTHA JO3UPOBKA MPH HarueHTH ¢ 6osect Ha Crohn (Bxk. Touka 4.5). ’b

)

5.3 TlpeakIMHWYHM JaAHHH 32 0€30MaCHOCT sz\

HexnmuHuYHUTE TaHHKM HE TIOKAa3BaT OCOOCH PUCK (HAIP. TOKCHYHOCT Ha O T€) 3a XOpa Ha 0a3zara
Ha MIPOYYBAHMUS 32 TOKCHYHOCT MIPU MHOTOKPATHO MpHJIaraHe, TOKCUYHO Pa3BUTHETO U
PEMPOIYKTUBHA TOKCUYHOCT, BKIIOYUTEITHO U (PapMaKOIOTHIHHUTE O 3a 6e3omacHocT. [lpn
NPOYYBaHUS 32 TOKCHYHOCT 32 PA3BUTHETO U PEMPOTYKTHBHA TOKC T IIPH BITOONAIIATH MaKaIll
HeE ce HaOI0AaBaT HeXeNaH! eeKTH BbpXY QPepTUINTETa IPU M Te, KaKTO U BpoJeHH AeeKTn
WJIM TOKCUYHOCT 3a pa3BUTHETO. He ce HaOmoqaBaT HexenaH! TU BBPXY (hepTUiInTeTa npu
JKEHCKHTE TIPH YIIoTpebaTa Ha aHAJIOTHYHO aHTHTSIIO cperty 1L-12/23 mpu Murkwy.

Jlo3oBUTE HHBA B MPOYYBaHUS MPHU )KUBOTHU ca O1Iu30 4 TH MO-BUCOKH OT Hal-BUCOKaTa
€KBUBAJICHTHA J103a, IPEIBWKIAHA 32 IPHIOKEHHE P LIUEHTU C TICOPUA3HC, U BOAST 110
MaKCHMAaJIHA CEPYMHH KOHIICHTPAITHH TP MaiMyHBs, KouTo ca Hax 100 IbTH MO-BUCOKH OT
KOHILIEHTpaLUUTe, HAOII0JaBaH! TIPH X0Pa. N

He ca IIPOBEKIAHU IPOYUYBAHUA 3a KAPILUHOLT, CT C yCTeKI/IHYMa6 rnmopaau JmricaTra Ha InoaxXoasaniu
MOJIEIN 3a aHTUTSUIO Oe3 KpbCTOcaHa peaxgﬂ cT kbM 1L-12/23 p40 Ha rpu3aun.

W&
6. DAPMAIEBTUYHHA I[AH@

6.1 Choucbk Ha IOMOLIHNTE BelleCTBa

AN
XUCTUANH \&

XUCTUIUHOB XUIIPOXIIOP. OHOXUIPAT
Metnonun

[unartpues enerart O

3axaposa Q

[Hommcop6ar 80 (E%33)

Bopa 3a unxe

6.2 He&@{ecTnMocrn

[Mopafiyiurca Ha Mpoy4BaHUs 38 HECHBMECTUMOCTH, TO3H JIEKAPCTBEH MPOAYKT He TpsiOBa 11a ce

cM IOpyry nexapcTBeHu npoayktu. Eksunbi TpsOBa na ce paszpekaa ¢ pa3TBOp Ha HATPUEB

xs&pm[ 9 mg/ml (0,9%) 3a undyszus. Karo anrepnarnsa Mmoxe aa ce uznoissa 250 ml nndysnonen
, ChIbpKar Hatpues xiopun 0,45% umkekmoneH pastsop, USP.

Eksunbi He TpsiOBa 1a ce mpuiara eIHOBPEMEHHO B €HA U ChIA MHTPABEHO3HA CUCTEMA C JPYTH
JIEKapCTBEHU MPOJYKTH.
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6.3 Cpoxk Ha roaHocT

Ilpenu pazpexaane

18 mecena

Ja He ce 3ampassiBa. c /O

Cren pa3pexaaHe QQ/

JlokazaHa e XuMHU4HA U (U3NIHA CTAOMITHOCT mpH yrorpeda a0 72 yaca npu 30 °C. Ako e O
HE00X0IMMO, pa3peICHUAT HH(PY3UOHEH Pa3TBOP MOXKe Ja ce chxpanspa mpu 2 °C 10 8 Quo 1 mecenn
u npu craiiHa Temneparypa 1o 30 °C 3a ouge 72 yaca ciel u3BaxkaaHe OT XHaHHHHHKa,.*J‘II-O‘{I/ITGHHO

reproia Ha HHQY3US. ’b

Ot MuKpoOHOIOrMYHa TIeIHA TOYKA HH(Y3HOHHHAT pa3TBOP TPsIOBa Jia ce mp &/I He3a0aBHO. AKO
HE ce N3M0JI3Ba He3a0aBHO, BPEMETO U YCIOBHUATA HAa ChXPAaHEHUE MPEIN YII a ca OTTOBOPHOCT Ha
noTpeOuTeIst 1 OOMKHOBEHO He TpsiOBa J1a HaaxBbpIAT 24 yaca nipu 2 °C 11 C, ocBeH ako
paspexIaHeTo He € U3BBPIICHO PU KOHTPOJIUPAHH U BaIUIUPaHH acenm&n yCIIOBUSI.

6.4 CroenuajHu ycJI0BHS HA CbXpaHeHUe O)Q

Ha ce cpxpansia B xsaauiauk (2 °C — 8 °C). [la ve ce 3aMpa3ﬂQaa
CoxpansBaiite (1akoHa B KapTOHEHATa OIIAKOBKa, 3a J1a ce HECI{ 34 OT CBETJIMHA.

3a ycnoBusATa Ha ChXpaHEHHE CIIEA Pa3peKaaHe Ha neKa}@eHm MPOAYKT BIXKTE TOUKa 6.3.

NS

6.5 Buau chabp:kaHUe HA ONMAKOBKATA Qj

26 ml konuentpat B 30 ml ¢yiakoH OT CTBKIIO T \},SaTBOpeH ChC 3aIylIajiKa OT XJIOPOOyTHIOBa
ryma. Eksunbi ce pasnpocTpansBa B OIIaKOBK 1 ¢pmakon.

6.6 CrnenuanaHu npeanasHu MepKHU l}@BXBLpJIHHe H padora
J

PastBopbT BBB (utakona Eksunbi He Ba J1a ce paskJiama. Pa3TBopbT TpsIOBa 1a ce mpoBepH
BHU3YyaJIHO 3a HAJIMYMUETO HaA BI/IHI/IM?CTI/IHI/I WJIK NIpOMsIHA Ha OBETA, NpE€an Ja C€ IPUIIOKU.
Pa3TBOpBT € OMCTEp, OE31BETEH IO OIETOKBIIT. JIekapcTBEeHUAT MPOAYKT HE TPIOBa 1a ce
yIoTpeOsiBa, ako Pa3TBOPHT € &p\)MeHeH IBSIT WJIK MBTEH WM aKO B HETO Ce 3a0eIsI3BaT BUIUMU

UyKOU 9aCTHULH. :

Paspexiane Q”
Eksunbi koH1IEHTpAT, H(Y3HOHEH pa3TBOp TpsiOBa J1a ce pa3pelny U Aa ce MOATOTBU OT

MCIUIMHCKHA CIIC CT C IIOMOIITA HAa aCCIITUYHA TCXHUKA.

1. H3qncne®103am u Opos Ha HeoOxoaumuTe duakonu Eksunbi Bb3 ocHOBa Ha TErJIOTO Ha
naru 1@ (Bk. Touka 4.2, Tabnuua 1). Beexu dnakon Eksunbi ¢ 26 ml koHueHTpaT chabpxa
13 ycrekuayMa0. M3nonsBaiite camo mbiaHu prnakorn Eksunbi.

2. I/@e JIeTe ¥ U3XBBpIIeTe 0T HHPY3HOHHUS cak oT 250 ml 06eM OT pa3TBOpa Ha HATPUEB XIJIOPH]T

g/ml (0,9%), paBen Ha o6ema Eksunbi, koliTo TpsiOBa aa ce n06aBu. (u3xBBHpIETE 26 Ml
TPHEB XJIOPHJI 32 BCEKH HeoOxomuM ¢uiakoH Eksunbi, 3a 2 ¢prmakona n3xsbpaere 52 ml, 3a

3 ¢makona uzxBepitere 78 ml, 3a 4 pmakona uzxewpiere 104 ml). Karo anteprarnBa Moxe aa
ce m3noa3sa 250 ml undy3uoHeH cak, Chabpxail HaTpues xiopus 0,45% UHKEKIIMOHEH
pastBop, USP.

3. Nzternere 26 ml Eksunbi ot Bcekn HeE0OX0uM (hiIakoH U TH go0aBeTe KbM WH(Y3HOHHUS Cak
ot 250 ml. Kpaitaust o6em B nH(Yy31OHHHMS cak TpsOBa na o0b1e 250 ml. BHumarenHo cmecere.
4. [Ipean npunokeHUETO MPOBEpETE BU3YaIHO paspeaeHus pa3tBop. He ro ynorpebsiBaiite, ako ce

Ha6J'IIOI[aBaT BU3YyaJIHO HCTIPO3pAYHU YaCTHULH, [IPOMsHA HA IBETA WJIN TYXIU YaCTULIH.
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5. IIpunosxete pa3zpeneHus pa3TBOp 3a NEPHUOA OT Hal-MajKko equH yac. Ciesn Kato ce paspen,
NpUIaraHeTo Ha HHQY3UOHHUAT Pa3TBOP TPSAOBa Ja ce M3BBPIIM B pAMKUTE Ha 72 Yaca IpH
craiina temneparypa 1o 30 °C ot pa3pexnaHeTo B MHPY3HOHHUS cak. AKO € HE0OX0/ MO,
paspeaeHusIT HHPY3UOHEH pa3TBOp MoKe Ja ce chxpansaBa npu 2 °C go 8 °C no 1 mecen u npu
craiina Temneparypa 10 30 °C 3a ouie 72 daca cien U3BaXkIaHe OT XJIaJAUIHUKA, BKIIOUUTETHO

mepuo/ia Ha HHQY3UsL.

6. W3non3eaiite camo HaObop 3a HH(QY3Us C BrpajicH, CTEPUIICH, ATUPOTeHEH PHITHD ChC cna@
CBBbp3BaHe Ha NpoTenHU (pa3Mep Ha nopute 0,2 MUKpoMeTpa).

7. Bceeku hmakoH € camo 32 €THOKPATHO TIPIIIOKCHUE W HEU3ITOI3BAHMST JICKAPCTBEH TI[) T
TpsiOBa Jla c€ U3XBBPIIH B ChOTBETCTBUE C MECTHUTE U3UCKBAHUSI. QO

7. NPUTEXATEJ HA PASPEILIEHUETO 3A YIIOTPEGA ,bA

Samsung Bioepis NL B.V. O)

Olof Palmestraat 10 ‘2\

2616 LR Delft Q

Hunepnangus &

“Z

8. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA /5’)

EU/1/24/1858/003 Q

Q

9. JATA HA ITBPBO PASPEINABAHE/TIO ABAHE HA PASPEHIEHUETO 3A
YIHOTPEBA Qj

[ara Ha mepBo paspemasane: /] mecen I'TTT Q/

Q

10. JATA HA AKTYAJII/BI/IPAH];@ TEKCTA
J

IToapo6nHa nHGOpMAaITHS 32 TO3U nex@*&m MPOIYKT € IpeIoCcTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTta
areHIys 1O JIeKapcTBaTa https://w@;ema.europa.eu/ .

AN
@%
O
&
o

L

ero
&
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https://www.ema.europa.eu/

vTosn JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMIBIIHUTEIHO HaOMoqeHre. ToBa 1ie mo3Boiu Obp30To
yCTaHOBSIBaHE HAa HOBa MH(OPMAITHS OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICITUAICTH Ce
M3KCKBa Jla ChOOIIaBaT BCsKa MOI03MPaHa HeXKEeIaHa Peakiiys. 3a HaurHa Ha ChoOIaBaHe Ha
HEXEJIaHU Peakluu BUXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT 60
Eksunbi 45 mg uHXeKIIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAIBJIHEHA CIIPHHLIOBKA QQ/
Eksunbi 90 mg nHXeKIMOHEH Pa3TBOp B MPEABAPUTEIIHO HAITBJIHEHA CIIPUHIIOBKA &

2. KAYECTBEH U KOJIMYECTBEH CbCTAB A

Eksunbi 45 mg WHXEKIIMOHEH PAa3TBOP B IPEIBAPUTEIIHO HA'BJIHEHA CIIPUHIIOBK
Bcska mpeaBapuTeTHO HaITBIHEHA CIIPUHITOBKA ChABPXKA 45 mg yCTEeKHHYMa0 s2\0,5 ml.

Eksunbi 90 mg WHXEeKIIMOHEH Pa3TBOP B MPEIBAPUTETHO HAITbJIHEHA cnpvuhg{ma
Bcesika npeaBapuTenHO HabJIHEHa CIPUHIIOBKA chABpka 90 mg yCTeKP@Qz% B | mlL

Ycereknnymab e m3usio yoBemko [gG 1k MOHOKIOHATHO aHTHTSIIO urepneBkuH (1L)-12/23,
npousBeneHo B CHO kieTs4Ha THHUS ¢ TOMOIITa HA PEKOMOUH JIHK texnonorus.

3a IIBJIHASA CIIMCHK HA IIOMOIIHATE BEIECTBA BIHKTE TOUYKA 6@

Q

3. JIEKAPCTBEHA ®OPMA QO

Eksunbi 45 mg MHXEKUMOHEH PA3TBOP B NPEABADICIHO HAIIBIHCHA CIIPHHLOBKA
WHXEeKIMOHEH Pa3TBOp. Q

Eksunbi 90 mg mHKeKIMOHEH Pa3TBOp B I1pe/(BAPHTEIHO HANIbIHEHA CIPUHLIOBKA
WHXeKIMOHEH Pa3TBOp. 5 A

PasTBOpBT € OUCTBp, OE3BETEH 10 @uox&m u e hopmynupan npu pH 6,0 £ 0,3. OcMoTHYHOCTTa
Ha paztBopa e 320 + 32 mOsm/kg.\%

AN

4. KIIMHUYHU JAH

4.1 Tepal‘leBTH‘lH“@;iﬂaHl/lﬂ
[lnakos ncopnasn(\\Q

Eksunbi e mokasaH 3a jieueHre Ha YMEPEH JI0 TEXKbK IUIAKOB IICOPHA3UC MPH Bb3PACTHH, KOUTO HE ca
T MPOTHBOINOKA3aHHs I HETIOHOCUMOCT KbM JIPYyTH CUCTEMHH TepaIuH,
ocriopuH, MetoTpekcat (MTX) nnu [ITYBA (nicopanes u ynTpaBUOJIETOBH A JTHYH)

[lna COPHA3UC NPH NeAUATPUYHH NAITMEHTH
E i ¢ NOKa3aH 3a IeYeHNe Ha YMEpEH 10 TeXbK IUIaKOB IICOPHA3HC IPH JIE1la U MAIEHTH B
Iiecka Bb3pacT Ha 6 TOMUHH U MO-TOJIEMH, IIPU KOUTO MMa HEOCTATh4YeH KOHTPOJI TN
Q TIOHOCHMOCT KbM JIPYTH CUCTEMHH Tepanuu uin GoTroTepanuu (Bx. Touka 5.1).

IIcopuatnuen aprpur (PsA)

Eksunbi, camocTosrenno wiu B komOuHarms ¢ MTX, e mokasaH 3a JieueHHE Ha aKTUBEH [ICOPUATHYCH
apTPUT MIPH BB3PACTHU MAIMEHTH, IPH KOUTO OTTOBOPHT KbM MPEAIISCTBAIIO JICUSHUE C
HEOMOJIOTHIHU MoTudHUIHpaIiy 0ojiecTTa aHTHpeBMaTonIHu JiekapctBa (DMARD) e 6w
HEeJOoCTaTh4eH (BX. Touka 5.1).

23



Bonect va Crohn

Eksunbi e moka3aH 3a jieueHHE Ha Bb3PACTHU MALMEHTH ¢ yMEPEeHa JI0 TeKKa aKTHBHA 00JIECT Ha
Crohn, KOUTO ca ce TMOBIHSUTH HEJOCTATHYHO, BeUe HE CE MOBIUABAT UM UMAT HEITOHOCUMOCT KbM
KOHBCHI[HOHAITHATA TePAITUs UK KbM aHTaroHuct Ha TNFa, Wi uMaT MeIUIIUHCKA
NPOTHUBOIIOKA3aHHS 33 TAKHBA TEPAITHH. b’b

YIepo3eH KoJIuT Q/
Eksunbi e moka3zan 3a jieueHre Ha BH3PACTHH MAMCHTH ¢ YMEPEH 110 TSKBK aKTHBEH YIIIIEp &
KOJINT, KOUTO Ca C€ IOBJIHAIIN HCAOCTAThYHO, BEUC HC CC IMMOBJINABAT UJIN UMAT HCIIOHOCH KbM
KOHBEHIIMOHAIHATA TEPANUs WIH KbM OHOJIOTUYCH JCKAPCTBEH MPOIYKT, UM UMAT Men@mcm
MIPOTUBOIIOKA3aHUs 34 TaKMBa Tepanuu (BxK. Todka 5.1).

4.2 Jlo3MpOBKa M HAYMH HA MPUJIOKEHHE /;;b

Eksunbi e npemnaznaden 3a ynorpebda 1moj prKOBOACTBOTO M HaI30pa Ha Jie OTIUT B
JIMarHOCTUITUPAHETO U JICYCHUETO Ha 3a00s1siBaHmsl, 32 KouTo Eksunbi e mo

Eksunbi ce npemrara kato npeaBapuTEIIHO HAITBJIHEHN CITPUHIIOBKH O @mg u 90 mg 3a MOIKOKHO
WH)KEKTUPaHE U TIOpaJy TOBA HE € Bh3MOXKHO J1a CE MpHIara mpH Iie, PUYHU MAIMEHTH (TErJI0

<60 kg), KOUTO ce HykIasiT OT O-MaJIKO OT II'bJIHA J103a OT 45 m TpuiIaraHe Ha 1034 moja 45 mg,
TpsiOBa J1a ce M3MOJI3BAT APYTH MPOIYKTH, ChABPKAIIH YCTEKH

O3HPOBKaA @

IInaxoB ncopmasuc
[penoppunrtennara no3uposka Ha Eksunbi e H&‘I%ﬂol’)a 45 mg, npuiokeHa MoK0KHO,

mocJjeiBana oT 103a 45 mg 4 ceAMUIIM MO-KBCHO JT TOBA HA BCEKH 12 ceIMUIIN.

[Ipu manmeHTH, KOMUTO HE Ca CE MOBJIUSAIH OT &mem 10 28 ceaMuIy TpsioBa Jia ce OOMHCITH
MpeKpaTsBaHe Ha TepaIusiTa. o)

Iayuenmu c menecno mezno > 100 kg’ *
3a marenTu ¢ TexaecHo teryio > 100 @ ‘bpBOHaYaIHaTa 7103a € 90 mg, mpuoxeHa MoAKOXKHO,
nocienBana ot no3a 90 mg 4 cen MO-KBCHO U cJie/ TOBa Ha Bceku 12 ceqmuru. [lpu te3u
MMaleHTH J03aTa oT 45 mg ChINOo € ¢PUKacHa, HO MO-ToysiMa epruKacHOCT uMa mo3ata ot 90 mg. (Bx.
Touka 5.1, Tabnuma 4) &

{_
IIcopuarnuen aprpur (P
IIpenopruBanaTa 103 Ha Eksunbi e HavanHa mo3a 45 mg, mpriIokeHa IMOAK0KHO, TIOCIeABaHA

oT no3a 45 mg 4 cen MO-KBCHO U CJIENl TOBA HAa BCEKU 12 ceaAMUIIN. ANTEPHATUBHO, IPU
HanyeHTH C Tene06 1o > 100 kg, moxe na ce nzmonssat 90 mg.

IIpu nauneHTuy@nTo HE ca ce TOBJIHSIH OT JICYEHUETO /10 28 ceMHIU TpsiOBa Jla ce OOMHCITH
MpeyCcTaHOB € Ha JICYCHUETO.

Cmapy éw3pacm (= 65 2o0unu)
Hee Q XOAMMO aJanTHpaHe Ha Jj03aTa MU NalueHTH B cTapyecka Bb3pacT (Bk. Touka 4.4).

E&vetmo U YepHOOPOOHO yepedicoane
@,e ca MPOBEXKJAHM MTPOYUBAHUS C YCTCKMHYMaO MpH Te3u Momyialiuy naiueHTd. He Moxe 1a ce naje
Qﬂpenopbxa 3a j103aTa.

Ileduampuuna nonyrayus

BesonacHocTTa M e(hrkacHOCTTa Ha yCTEKMHYMa0 TIpH JIella ¢ IICOPUa3Kc Ha Bb3PAaCT Mo 6 TOAUHU
WM TIPH JIeTia ¢ TICOPUATUYEH apTpUT o]l 18-rouiiHa Bb3pacT BCe Olle He ca YCTAHOBEHH.
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[11aKOB TICOPUA3KC TIPHU IETUATPUIHN TANKUSHTH (6 TOIMHU ¥ [O-TOJIEMH)

[penoppuntennata g03a Ha Eksunbi 3a neguarpuyna nomynanus ¢ TenecHo Terao Haxg 60 kg e
nokaszana no-noiny (Ta0numa 1). Eksunbi TpsoBa na ce mpuiara Ha ceaqmuim 0 u 4, cjie TOBa Ha BCEKH
12 cenmurin.

Ta6uauna 1: [lpenopbunTesina 1032 YCTEKMHYMA0 NIPH NeAUATPUYHH NANMEHTH C ncopnasnc/"b

TesecHo Teriio KbM MOMEHTA HA MnmpuJjarate HpeHOPL‘lHTeﬂHa a03a ~
> 60-< 100 kg* 45 mg A~
> 100 kg 90 mg AX

* Eksunbi He ce mpemiara 3a HareHTH, KOUTO Ce HYXIasT OT I0-MajKa OT IThJIHATA 1034 @45 mg.
AKO ¢ HeoOx0IuMa anTepHaTHBHA J103a, TPSI0Ba J1a Ce M3MOJI3BaT APYTH MPOIYKTH C YC yMao,
KOUTO TpeJyiaraT TakaBa Bhb3MOYKHOCT.

He e manume gpopma Ha nozupane 3a Eksunbi, KosITo 1a 1M03BOJIsABA JO3UPAHE BH3 l%’gBa Ha TETJIOTO
Y TeJJMaTPUIHU auenTy mox 60 kg. sz\

ITanmentn ¢ Terso mox 60 kg TpssdBa na 6b1aT TOYHO NO3UpPAHK Ha Oa3a
JIpYT MPOAYKT, ChIBPXKAI YyCTEKHHYMa0, 45 mg WHXEKIIMOHEH Pa3TBOP,
TOBa IpejJara JI03upaHe Bb3 OCHOBA Ha TeraoTo. CaMo MalueHTH C T
JIO3UPaHU ¢ IOMOIITA Ha MPEBAPUTEIHO HATBJIHEHA CITPUHIIOBKA

, KaTo ce U3I0JI3Ba
(h1aKOHHU, KOUTO BMECTO
Haxa 60 kg morar na Ob1aT
cHpaHa J03a.

[Ipu nanueHTH, KOUTO HE Ca C€ MOBIMSIIUA OT JICYCHUETO 10 28 QI/IHI/I, TpsiOBa Ja ce 0OMUCIN
IPEYCTaHOBSIBaHE HA JICYEHUETO. @

Bousect Ha Crohn u yiiiepo3eH KoJuT Q/
B cxemara Ha nedenue mepBaTa qo3a Ha Eksunbi ce np!%hra WHTPABEHO3HO. 3a JO3UPOBKATa MPH
WHTPaBEHO3HA CXE€Ma Ha IIpHJIaraHe BIKTE TOYKA 4.@T KXII na Eksunbi 130 mg koHIeHTpar 3a

UH(Y3UOHEH Pa3TBOP. N

II'spBOTO MOAKOXKHO NpUiokeHue Ha 90 mg %mbi Tps0Ba Ja ce U3BBPIIU HA CEAMHUILIA 8 CIie]
MHTpaBeHo3HaTa J103a. Ciex ToBa, ce npen@vma npuioXxkeHue mpes 12 ceamury.

[TarueHTH, KOUTO HE CE TOBIMIBAT uwwﬁo JI0 8 CeMUIIM ClIe]T ITbpBaTa IMOAKOXKHA /1032, MOXKe
Jla TIOJTyJaT BTOpPA MOAKOKHA 71034 n@) a Bpeme (BX. Touka 5.1).

[MaruenTn, npy KOUTO MMa 3ary0a Ha OTTOBOP IPH MpHIIarane npe3 12 ceMUIM, MOXKE J]a MMaT 107132
OT TIOBHUIIIEHHE Ha YeCTOoTaTa noxeHue npe3 8 cenMuIy (BxK. Touka 5.1, Touka 5.2).

Bnocnencrsue no3zara m %ua ce MpuIiara Ha NalMeHTUTe Npe3 8 ceAMULIM WK Tipe3 12 cenMuIy Bb3
OCHOBa Ha KJIMHUYHA HKa (BXK. Touka 5.1).

Tpsab6sa na ce 06M¢ MIpeyCTaHOBSBaHE Ha JICUEHUETO NP MalMEeHTH, KOUTO HE IMOKa3BaT JaHHHU 32
TepaneBTUYHA T34 16 ceaMULH cieq 1.v. MHAYKIMOHHA 1032 WK 16 ceAMHUIH cie] TpeMUHaBaHe
KBbM IIpHJIara HOATbpIKAIIa 103a pe3 8 ceAMUIN.

[Mpunox %o HA MIMYHOMO/IYJIATOPHU /WU KOPTUKOCTEPOUIM MOKE JIa IPOABJIDKU 10 BpeMe Ha

nequI/I@ ¢ Eksunbi. [Ipu nmanuenTure, KOUTO ca ce MOBIUSIN OT JieueHueTo ¢ Eksunbi,

HpI/IJIQHI/IeTO Ha KOPTUKOCTEPOU M MOXKE Jia C€ HaMaJId MJIU J1a Ce MIPEYCTAaHOBU B CHOTBETCTBHE ChC
p

CTg@ a Ha JICUCHHE.

%I/I oosect Ha Crohn miy yimepo3eH KOJHT, aKO TepamusTa ce NpeKbCHe, MOHOBSIBAHETO Ha
JIEYCHUETO C TIOJIKOXKHO MPHUIIOKEHHUE TIpe3 8 ceaAMUITH € 0€3011acHO B e(PeKTUBHO.

Cmapuecka év3pacm (> 65 200unu)
He e HeoOxonmnMo KopurupaHe Ha J03aTa MpY MAIUEHTH B CTApUYECKa BB3pacT (BK. Touka 4.4).
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bvbopeuro u uepnodpobro yepesicoane
VYcrekuHyMab He € MpoydYBaH IPH TE3H MOMyJIAIMK naiueHTd. He Morat fna ce HanpaBsaT npenopbKu
3a JI03UpaHe.

Tleouampuuna nonyrayus
be3omacHocTTa M1 epKacHOCTTa Ha yCTEeKUHYyMab Tpu JieueHue Ha Oosect Ha Crohn mmm ynuepoz%‘ 2 7‘
KOJIUT TPH JIeTa Ha BB3pacT 1o 18 romuHu Bee olle He ca ycTaHOBeHH. JIumcBar qaHHwM.

Hauun Ha npusioxeHue Q
Eksunbi 45 mg u 90 mg npeaBapuTeTHO HAITBITHEHN CIIPHHIIOBKH €a CaMoO 32 ITOAKOXKHO
nHXekTupaHe. [1o Bb3MOKHOCT KOKHHUTE YUacThLH C U3SBEH MICOpHa3nC TpsOBa aa ce H@maT KaTo
MSICTO HA HHXEKTHPAHE.

CHGZ[ IIOAXOOAIII0 o6yqu1/Ie 3a TCXHUKATa Ha MIOAKOKHO MHKCKTHUPAHC HaIII/ICHTI/vﬁ?H/I TCXHUTEC

OonHornexaun Morat aa umwkektupar Eksunbi, ako nekapsr permu, ye ToBa € y 0. Bece nmax
JeKapsT TpAOBa a OCUTYpH HOAXOIAIIO [IPOCIeAsBaHe Ha manuenture. [la TUTE WU TEXHUTE
6oxHOTNIEHaYH TPsAOBa na ObAAT MHCTPYKTHPAHU J]a MHKEKTHUPAT MPEIHC 0 konmuecTBo Eksunbi
CBIJIACHO YKa3aHUsTa B TUCTOBKaTa. [logpoOHM yKa3aHuUs 3a MPUI0KEH JTa/IeH! B JINCTOBKATA.

3a mo-HaTaThUIHK YKa3aHUS 3a IPUTOTBSHE U CIIEIUATHU HpezmasH}prKn npu paboTa BHXKTE

TOouKa 6.6. /O

4.3 IIporuBOomoKa3aHus Q
CBpBX4YYBCTBUTEIHOCT KbM aKTUBHOTO BEIECTBO WIIH K’f@-IHKOC OT MTOMOIITHUTE BEIECTBA,
M30poeHH B TOUKa 6.1. \2\

Knuanvno 3HaunMa, akTHBHA WHQEKIHs (Hamp. ag@aa TyOepKyIo3a, BK. Touka 4.4).
4.4 Cneuuajanu npeaynpesxaeHus u npeQ%}m MepKH NpH ynorpeda

[Ipocneaumoct &?
3a nma ce momoOpu IPOCICTUMOCTTA Ha’@ OTUYHUTE JIEKAPCTBEHU MPOTYKTH, IMETO U AP THIHUAT

HOMEp Ha MPUIIOKEHUS TPOTYKT Tp;l SICHO J1a CE 3aIliCBar.

Hudexrmn

YcreknnyMabd Moxke ja uma qtﬁgéunan Jla yBeJIMYaBa pUcka OT HHGEKIIUU U J]a peaKTUBUPA
nareHTHU uHpekuu. [pu ‘&HHI{HH MPOYYBaHUS U MOCTMAPKETHHIOBO 00CEPBAIIMOHHO TIPOYYBaHE
NP MAIUEHTH ¢ TICOpra3 HAOJIOIaBaT CEPUO3HH OAKTECPUATHH, MBOMYHY U BUPYCHH WHPEKIMU
MIPH TMTAIMCHTH, TTPHEM cTeknHyMao (BXX. Touka 4.8).

[Tpu maumenTwy, e U C YCTeKHHyMa0, ce ChoOIaBa 3a ONIOPTIOHUCTUYHH NH(EKIMH, BKITFOUBAIIH
peakTHBHpaHe Ha TYOEpKy03a, IPYTH ONMOPTIOHUCTHYHN OaKTepruaTHi HHOEKINN (BKITIOYUTEITHO
aTUNHMYHA MUK TepruanHa HHQEKIHsI, MEHUHTUT, MPUYHHEH OT Listeria, MHEBMOHUS, PUYWHEHA OT
Legionella, KapJ103a), OMOPTIOHUCTUYHU MUKOTUYHU MH(EKLIUH, OTIOPTIOHUCTHYHH BUPYCHU
UHDEKIH JFOYUTEITHO eHIe(aTUT, IPHYMHEH OT XepIIeC CUMIUIEKC 2) U Mapa3suTHH HH(EKIHN
(BKnmqélHo OYHa TOKCOIIIa3M03a).

Tpx@a a ce TOAX0XK/1a C MOBUIIICHO BHUMAHHUE, KOTAaTO Ce 00CHkK/a MPHUIIOKCHUETO HA YCTCKUHYMaO
#aunemn C XpOHUYHH WH(EKITNHN WIIH aHaMHe3a 3a peluauBuparia HHQekius (Bx. Touka 4.3).

pezm 3aMOYBAHETO HA JICUCHUE C YCTEKHHYMa0 MalMeHTUTE TPOBA Ja ce M3CIeIBaT 3a
TyOepKyI03Ha HHPEKINA. Y CTEKHHYMa0 He TPsOBa Ja ce Mpriara IpH MalieHTH ¢ aKTUBHA
TyOepkyno3a (Bxk. Touka 4.3). JleueHneTo Ha jJaTeHTHA TyOepKyIo3Ha HH(EKIHS TPAOBA Ja 3all0YHe
npean IPUIOKEHHETO Ha ycTekuHyMa0. [IpoTHBoTyOepKyio3HaTa Tepanus Chblo TpsiOBa ga Obae
00Ch/IcHA TIPEIM HAYATIOTO HAa JICUCHHUE C YCTEKHHYMa0 MU MAIMCHTH ¢ aHaAMHEe3a 32 JJATEHTHA WK
aKTHBHA TYOEpKYJI03a, PH KOUTO HE MOXKE JIa Ce IOTBBP/H a/ICKBATEH KypC Ha JICUCHHE.
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Ha]_[I/ICHTI/ITe, nmpuemMaliu yCTeKI/IHyMa6, TpSI6Ba Ja ce Ha6J’IIO}_'[aBaT BHHUMATCIHO 3a IPpU3HAIU U
CHUMIITOMH Ha aKTHBHa Ty6ep1<yno3a 10 BpEMC Ha JICUCHUCTO U CJICI HETO.

[Maruenture TpsiOBa 1a OBJAT HHCTPYKTUPAHU J1a TIOTHPCAT JIEKAPCKU CHBET, aKO CE MOSBAT MPU3HAIN
WM CUMIOTOMH, TIpEAnoaramy HHEKIus. AKo MalueHT pa3Bre cepruo3Ha HHAEKIHUS, ChbCTOSHUETO
My TpsiOBa BHUMATEITHO JIa C€ CJIETH M YCTEKHHYMa0 He TpsOBa 1a ce mpuiara, J0Kato HHGEKITIs
Oble OBIANIAHA. é;%

3n0KadyecTBEHH 3a00IBaHUs Q
NmyHOCynpecopu KaTo yCTeKHHYMad UMaT MOTEHIMAN J1a YBEIMYaBaT PHUCKa OT 3JI0Kauec "
3abomsiBaHus. Hskou manueHTH, KOUTO ca MprueMaii YCTeKHHYMad B KIIMHUYHU MPOYYB uB

MMOCTMAPKETHHIOBO 00CEPBAIlMOHHO MPOYYBaHE NIPH MAIMEHTH C IICOPUA3HUC, Ca PA3BUMAL, KOXKHA U
HEKO)KHH 3JI0KaueCTBeHH 3a00IsBaHus (BK. TOUKA 4.8). PHCKBT OT 3110KauecTBEHH 3a00IISIBAHNS MOXKE
Jla € MO-BUCOK TIPY MAIMEHTH C MCOPUA3UC, KOUTO Ca JIEKYBaHU C JAPyTU OHOJIOTH eKapcTBa B
X0/1a Ha 3a00JISIBAHETO. ~2~

He ca HpOBe)KJIaHI/I Hpoy‘IBaHI/IH, B KOUTO y‘-IaCTBaT INAaIMCHTHU C aHAMHE3a OKAQUCCTBCHU
3a00JIIBaHUS WIK B KOUTO MPOIbIDKABA JICUCHUETO HA IMAIUCHTH, pa33nn&oxaqecmeﬁo 3a00s1Bale
10 BpeMe Ha IpreMa Ha yCTeKrMHyMma0. 3aToBa TpsOBa Ja ce MOIX0K, QdOBHmeHO BHHMAaHHE,
KOIaTo ce 00ChK/a MPUIIOKECHUETO Ha YCTEKMHYMA0 Py Te3u naug;gﬁn.

Beunuky nanueHTH, mo-creruanto Te3u Haj 60 roauHu, maue aHaMHe3a 3a MPOABDKUTEITHA
UMYHOCYIIpECHBHA Tepallns WU TaKuBa ¢ aHamHe3a 3a [TYBA-1&panus, TpsiOBa na ce HabmromaBar 3a
MOsIBa Ha pak Ha Kokata (BXK. Touka 4.8).

CHCTEMHM U PECIIUPATOPHHU PEAKIIUU Ha CBpquyBCTBK@HOCT

Cucmemnu

CepHo3HH PeaKIMK Ha CBPbXYYBCTBUTEITHOCT Ca JI JIBAaHU B IOCTMAPKETUHTOBH YCJIOBUS, B HAKOU
CIIy4Yau HAKOJIKO JTHH CIIeA JeueHueTo. Mima ciy; Ha aHa(UIAKCHS U aHTHOeIeM. AKO Ce MOSIBH
aHa(pUIIAaKTUYIHA WM JPyTa CepUO3HA PEaKIn CBPBXYYBCTBUTEIIHOCT, TPSAOBA Jla CE HA3HAYH
MOJIXOIAINA TePaAVsl U IPUIOKEHUETO Ha 86 nHyMal TpsOBa Jla ce MPEYyCTaHOBH (BXK. ToUKa 4.8).

W&

Pecnupamopnu
Crnyyan Ha ajlepTUYeH ajaBeoHT, €0 (mTHAa THEBMOHUS U HeMH(EKIMO3HA OpraHu3upaIia
MTHEBMOHHUS ca ChOOIICHHU TI0 Bpe MOCTMAPKETHHIOBATa YIOTpeda Ha ycTeKuHyMa0. Kimnanunute

MIPOSIBH BKJTIOYBAT KAIUIHIIA, TUCITHES M HHTEPCTUITHATHE HHPMITPATH Clie ] €IHa 10 TPH IO3H.
Cepro3HUTE TTOCTIEIUITN BKIT a} IuxaTenHa HEMOCTATHYHOCT U MIPOIBIDKATEITHA XOCTTUTATH3AITHSL.

[TonoOpenue e crobmaBan J1 IPEYCTAaHOBSIBAHE HA JICYCHUETO C YCTEKUHYMAa0 U B HAKOU CITydan
MpH NPUIIOKEHUE HA KOP cTepouii. AKO ObJie M3KITFOUeHA HH(EKIU U JUarHo3ara ce moTBbP/IH,
MPUIIOKEHUETO HA YCT Mab TpsOBa 1a ce MPEyCTAHOBH U Ja CE 3all0YHE TOIXOIAIIO0 JICUCHHE

(Bk. TOuKa 4.8). Q

CLDHCHHO—CLHOBI&GI/ITI/IH

Ipu nauneHTthcopnasnc, C CKCIIO3MIIUS Ha YCTEKUHYMa0, B TOCTMapPKETHHIOBO 00CEPBAI[HOHHO
poyYBaHe OJII0JTaBaHU CHPJICYHO-CHIOBU CHOUTHS, BKIIFOUUTEIHO HH(PAPKT HA MUOKap/a U
MO3BYHO-, @)B HHIMJCHT. PHCKOBHTE (haKTOPH 3a ChPJACYHOCHI0BO 3200 sIBaHEe TPsAOBA 1a ce
oueH;IB(r}&@eHOBHo 0 BpEME Ha JICUCHUETO ¢ YCTEKHHYMaO.

Ba 407
OpBYBA CE J1a HE Ce TPUJIarat )XUBHW BUPYCHH WJTH KMBH OakTepruaaHu BakcuHH (kato bIXK)
OBpPEMEHHO ¢ ycTekuHyMab. He ca mpoBexaaHu KOHKPETHH MPOYYIBAHUS IIPH MAIIMEHTH, BEPXY
OHMTO HACKOPO € MpHJIaraHa KrBa BUPYCHA WK )KUBa OakTepuaHa BakcuHa. Hama nanHu 3a
BTOPHYHO TIpeaBaHe Ha HHPEKIHS Ype3 )KIUBU BAKCHHHY MPH TAITUSHTH, ITOJTyJIaBaIly YCTEKHHYMa0.
Jleuenueto ¢ ycTekuHyMab TpsOBa Jia ce IpeyCTaHOBU Hal-MaJIKo 3a 15 ceaMuIM ciie/ ociaeaHaTa
J103a MpeIy OCTaBSIHETO Ha KUBA BUPYCHA WM XKUBa OaKTepHaaHa BAKCHHA U MOXE JIa C& Bhb30OHOBU
Hali-MaJKo 2 ceqMUIM ciell BakcuHupaHneTo. JlekapuTe, mpeImiucBally JIEKapcTBOTO, TpsiOBa aa
HaIpaBsT cupaBka ¢ KpaTkara xapakTeprucTHUKa Ha IIPOYKTa 32 KOHKPETHATa BAKCHHA 32
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JOII'BJIHUTCIIHA I/IH(I)OpMaL[I/ISI 1 yKa3aHuA 3a CbIIbTCTBAIIOTO MPUJIOKECHUC HAa UMYHOCYIIPECUBHU
JICKApPCTBa CJICA BAKCHMHHPAHEC.

He ce npenopbuBa npunarane Ha sxuBu BakcuHU (kato BILK BakcuHa) npu kbpMayeTa, ¢ €KCIIO3UIUS
Ha YCTEeKUHYMa0 in utero, B IPOIBIDKEHHUE HA IBAHAECCET Mecela Clie]] paXKIaHETO WIIN JTOKATO
CEepyMHHTE HUBA Ha yCTeKHHYMal MpH KbPMadeTO CHaIHAT 10T HUBOTO HA JETEKIHS (BXK. TOUKH 4.
4.6). AKO ¢ HaJIMIIe KaTeropuyHa KJIMHUYHA T10J13a 3a OTACTHOTO KbpMaye, MOXe Jia ¢& 0OMHUCIIH
MpHJIaraHe Ha >KMBa BaKCHHA B IIO-PAHEH MOMEHT, aKO HE Ce OTKPUBAT CEPYMHHU HUBA Ha Q/
yCTEeKUHYyMao. &Q

[NanuenTHTE, KOUTO YHOTPEOSIBAT YCTEKHHYMAa0, MOXeE Jja OTy4aT eTHOBPEMEHHO HHaKQsMpaHH
WIN YOUTH BaKCHHH.

JABArocpovyHOTO NeUeHHE C yCTEeKHHYMa0 He MOTHUCKA XYMOPaTHUSI UMYHEH OTFOQ?{QLM
THEBMOKOKOBHUTE MOJIM3aXapuIHU BaKCUHH WM KbM BaKCHHHTE cpelly TeTaHy¢ (Bk. Touka 5.1).

EnHOBpeMeHHa IMYHOCYTIPECHBHA TEPAITUS Q/
[Ipu npoy4BaHus IpH ICOPUA3UC HE ca OLEHIBaHU 0€30MacHOCTTa 1 e@m&nocna Ha yCTEeKUHYMab
B KOMOMHAIMS C UMYHOCYIIPECOPH, BKIIOYUTEITHO OMOIIOTHIHH MTPOJT w pororeparms. [Tpu
NPOYYBAHUS MPH MICOPUATHYECH APTPUT, CHITBTCTBAIIOTO MPHIOKECH MTX He noBmwusiBa
Oe3onacHocTTa U epUKacHOCTTA Ha ycTeKuHyMal. B mpoyuBanus u 6onect Ha Crohn u
YJIIIEPO3eH KOJHUT CHITBTCTBALIOTO MPUIIOKEHNE HAa HMYHOCYTIP, U WIA KOPTUKOCTEPOHTH
M3TIISK/1a He TIOBNIHsIBA O€30MMaCHOCTTA WIIH e(hUKAaCHOCTTa Ha yCTekuHyMa0. TpsiOBa a ce moaxoxaa ¢
MOBUIICHO BHUMAaHHUE, KOTaTO c€ 00CHK/Ia ChITBTCTBALIOTO :ﬁnomeﬁne Ha JIPyTd HIMYHOCYIIPECOPHU U
yCTeKHMHYMa0 MJIM TIPH NPEMUHABAHETO KbM JICUCHHE C z[@n OMOJIOTMYHH UMYHOCYTIPECOPH (BXK.

Touka 4.5). \2\

HmyHoTtepanus \)?j
YcTekuHyMab He € OleHSIBaH MPH MallUeHTH, go ca moJylaraHu Ha UMyHoTepanus 3a anepruu. He e

U3BECTHO Al yCTEKHMHYMa0 MOXe 1a Ce OTp, a IMyHOTEpanuaTa Ipu ajlepruu.

Cepro3HH KOXXKHU 3a00JsIBaHNS O
[Ipu nauuentu c ncopuasuc ce cbod 'Sa Cllydad Ha eKc(hoImaTHBEH IEPMAaTHUT CIIE/ JIEICHUE C
ycTekuHyMab (Bxk. Touka 4.8). [lamm T€ C IUIAKOB IICOPUA3UC MOXKE J1a PA3BUAT EPUTPOACPMUYECH
MICOPHA3UC KAaTO YacT OT €CTECTBEHMA-X0/1 Ha 3200 ISIBAHETO ChC CUMITOMH, KOUTO MOXE OT KJIMHUYHA
IJIeIHA TOYKa a He Ce OTIMYaBar oT eKc(OoIMaTUBHUA AepMaTHT. JlekapuTe TpsOBa f1a BHUMABAr 3a
CHMITTOMH Ha epPUTPOAePMIUeIOpHasnC 1M eKC(OTHATHBEH JePMATHT KAaTO YaCT OT
MOHHUTOPHPAHETO Ha TICOPUAPCA NP MAMEHTA. AKO T3 CUMIITOMH C€ MOSBAT, TpsiOBa /1a ce
3aI0YHe MOAXOIAIIO JieY . [IpuemsbT Ha ycTeknHyMal TpsiOBa 1a ce IpeyCTaHOBH, aKO UMa
CBbMHEHHMS 32 HeKapCTBa

3abomnsBaHus, CBLD&A C JIymyc

Crydan Ha 3a6onﬂ}aHHﬂ, CBBP3aHU C JIYITyC, c€ CHOOIIaBaT NpH MAIMEHTH, JICKYBaHH ¢ YCTEKUHYMao,
BKJTFOUUTEITHO €H JIyITyC €pUTEMATOIEC U JYIyC-10g00eH CUHIPOM. [Ipy Bh3HMKBaHE HA JIC3UH,
0CO0CHO Ha JKEHUTE Ha CI'BHIIC YYACThIM Ha KOXKAaTa, UK aKO T€ CE ChITBTCTBAT OT apTpaIrus,
narueH s10Ba J1a MOTHPCH HE3a0ABHO JieKapcKa MOMOII. AKO ce OTBBPIAT 3200 sIBaHu,

CBBp3a TyIyc, yCTeKUHYMab TpsiOBa Jja ce MPeyCTaHOBHU U Jia Ce 3ar0YHe MOIXO/AIIO JICUeHHE.

Cnti&mn HOIYJIALIHA

A
C@H@CK(Z 8b3pacm

JIMHUYHUTE U3MUTBAHUS TIPU 0JJOOPCHUTE MOKA3aHUS HE ¢ HAOJIOaBaT ChIICCTBCHH Pa3Inyus B
¢mkacHOCTTa MM 0€30TACHOCTTA IIPU MAIMEeHTH Ha 65-TOAMIITHA BB3PACT U MO-TOJIEMH, KOUTO
MoJTyJaBaT YCTEeKHHyMa0, B CpPaBHEHHE C ITO-MJIaIy alMeHTH. bposT Ha manueHTHTe Ha BH3pacT
65 ToaMHU U Mo-roJIeMH 00aye He € IOCTaThYEeH, 32 J1a Ce ONPE/eNN A C€ IOBIUABAT Pa3IHYHO OT
MO-MJIaIUTE MarueHT. Thi KaTo pa3npoCTPaHCHUETO Ha MH(EKIUK CPeJl CTapuyecKaTa MoIyJialus
KaTo IISJI0 € TI0-TOJISIMO, JICUEHUETO TIPH TAalUeHTH B CTapuecKa Bbh3pacT TPSAOBa Jla ce Mpriiara
BHHUMATEITHO.
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Hommcopobar 80
Ycrekunymab cpabpxa 0,04 mg (90 mg/1,0 ml) wmu 0,02 mg (45 mg/0,5 ml) nonucop6ar 80 (E433)

BBB BCsIKa 71033, KOsATO ¢ ekBuBajeHTHa Ha 0,40 mg/ml. [TonmucopbaTure MoraT aa MpUIHHAT
QIEPrUYHH PEAKLIUH.

(%

4.5 BzaumopeiicTBHe ¢ IPYrHd JeKapcTBEHH MPOAYKTH M APYTrH (POPMH Ha B3aUMoeiicTB
JKuBu BakcuHM He TpsIOBa J1a ce MpUiIaraT €JHOBPEMEHHO C YCTEKHHYMa0. ,&

He ce npenopbuBa npunarane Ha xuBu Bakcuuu (kato BIXK Bakcuna) mpu kppmauera, CIIO3UIIUSA
Ha YCTEKWHYMAaO0 in utero, B IPOIbIDKEHIE HA IBAHAJIECET MECeIla CIIe]] PaXIaHEeTO WHIJOKATO
CEepyMHHTE HUBA Ha yCTeKHHYyMal NpH KbPMAadyeTo CIafHaT [0l HUBOTO Ha ,z[eTeKuq&Bxc. ToukH 4.4
4.6). Ao e HanuIlEe KaTeropuyHa KIMHUYHA TI0J13a 32 OTACIIHOTO KbpMade, MOXKE odMucH
MpuiaraHe Ha )KMBa BaKCHHA B ITO-pPaHEH MOMEHT, aKO HE Ce OTKPHUBAT cepyMHglv/%a Ha

YCTEKUHYyMa0. Qj

[Ipu papmakOKMHETHYHN aHAJIHM3H HA MOMYJIAUATA, HAIPABeHU B Hpqu@ﬁ ¢asza 3, e u3cnenBaH
edeKTHT Ha HA-9eCTO eTHOBPEMEHHO IIPUEMaHH JIEKapCTBEHH POy, PH MalMEHTH C TICOPHA3MC
(BKITIOUMTEITHO W TIapareTaMos, noynpodeH, aneTHICAIHUIIIIOBA K QH&, MeThOPMUH,
aTOpBacTaTHH, JEBOTHPOKCHH) BbPXY (papMaKOKMHETHKATA Ha YC I%HYMaﬁ He ca nabmogaBanu
MIPU3HAIM HA B3aUMOJIEHCTBHE C TE3U €THOBPEMEHHO TIpUeMaH apctBeHu npoaykTu. OcHOBa Ha
TO3M aHaiu3 € (pakThT, e Hai-manko 100 mamuentn (> 5% or n3GnenBaHaTa MOMyJalys) ca JEKyBaHH
€HOBPEMEHHO C Te3H JIEKapCTBEHN MPOAYKTH Tpe3 more 90%/T1 neprosa Ha MpoydBaHETO.
dapMakOKWHETHKATa HA YCTEKUHYMa0 He ce € nommna@%m&cmamom npwioxkeHne Ha MTX,
HCIIBC, 6-MepkanTonypuH, a3aTHONIPUH U nepopanHlQomeOCTeponzm MpHY MalUEeHTH C
TICOpHATHYCH apTpUT, OosecT Ha Crohn win ynmepo3gH KOJIUT, WIIH OT MPE/IIeCcTBAIa SKCIIO3HIIHS Ha
antu-TNFa cpencrsa, npy nanueHTy ¢ ICOpuaTH prput wim 6onect Ha Crohn, uinu ot
MpeIIecTBaia eKCIo3uIus Ha OHMOIOTHYHY JISKRCTBEHU NPOoaAyKTH (T.€. anTu-TNFo cpencrsa n/unm
Bemoym3yMad) TIpH MalUeHTH C YIEPO3eH K&

Pesynratute oT npoy4BaHe in vitro u OT )@ﬂmaﬂe (haza 1 mpu y4acTHUIIM C aKTUBHA OOJIECT Ha
Crohn He npeamonarar Heo6X0MMOCP QT dIaNTUPAHE HA 103aTa MPH MALMEHTH, KOUTO TOJTy4aBar
ennoBpemenno CYP450 cyOcTpatu @ TOoYKa 5.2).

IIpu npoydBanHus pH TICOPHUA3KC HE ca OICHIBAHN 0€30TaCHOCTTA M €(pUKACHOCTTA Ha YCTEKUHYyMa0
B KOMOHMHAITHS C MMyHocynpeeﬁpl}, BKJTIOUMTEITHO OMOJIOTHYHH cpejicTBa win (ororepamnus. [Tpu
NPOYYBaHUS MPH ICOPUATH PTPUT, CHIIBTCTBAIOTO MpuiokeHue Ha MTX He mosnusiBa
Oe3omacHocTTa 1 e(hrKac Ta Ha yCTeKknHyMa0. B npoyuBanusta npu 6osnect Ha Crohn u
YILIEPO3EH KOJIUT ChIT MIOTO TIPIITIO’KEHHE Ha UMYHOCYITPECOPH WIIA KOPTUKOCTEPOHTU
M3TJIEK/a HE TTOBIIU 30MaCHOCTTA WK e(h)UKACHOCTTA HAa yCTeKHHYyMa0. (BK. Touka 4.4).

4.6 (I)ememTeQ OpeMEeHHOCT H KbpMeHe

Kenu ¢ net €H IMOTEHIINAII
Kenu ¢ )3% OJIeH TOTEeHIHAJ TPAOBA J]a M3MMOI3BAT €PEeKTHBHA METOI Ha KOHTPAIETIIHSA 10 BpeMe
Ha Heqe@ ¥ 10 15 cenMuiy ciien JIeYeHUETO.

b OCT
MMEKTHBHY TaHHU OT HETOJISIM OpoH ciIydan Ha OPEMEHHOCT CJIe/ eKCTIO3HITHS Ha YCTEKHHYMAa0 C
©CTEH M3XO0/l, BKIIIOUNUTETHO MmoBede oT 450 cirydast Ha OpEeMEHHOCT C €KCITO3UIIUS TIPe3 IbPBHUS
Q‘pI/IMeCT’bp, HE TI0Ka3BaT MMOBUIIICH PUCK OT FOJIEMH BPOJICHH MapopMaIliy TPH HOBOPOIEHOTO.

[IpoyuBanusiTa MK )KUBOTHHU HE TIOKA3BAT NMPEKH WIIM HETIPEKH BPEHH €(PEKTH, CBHP3aHU C

OpeMeHHOCTTa, EMOPUOHATHOTO/(PETATHOTO Pa3BUTHE, PAXKTAHETO WIIH MTOCTHATATHOTO Pa3BUTHUE (BK.
TOYKa 5.3).
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Hannunust knuandeH onuT obaue e orpanuded. Kato npeanaszHa Mspka e 3a MpearnoYnTaHe aa ce
n30sTBa ynorpedaTa Ha ycTeKHHYyMal 10 BpeMe Ha OpeMEeHHOCT.

Ycreknnymad nmpeMuHaBa Ipe3 IJIalleHTaTa i ce OTKpUBa B cepyMa Ha KbpMadeTa, POJCHHU OT JKEeHH,
JIEKYBaHH C YCTEKMHYMal 1o BpeMe Ha OpeMeHHOocTTa. KIIMHMYHOTO BB3/ACHCTBHE HA TO3U (aKT HE €
W3BECTHO, HO PUCKBT OT MH(EKLUSI IPU KbPMadeTa, C €KCIIO3ULUA Ha YCTEKMHYMA0 in utero Mox
ObJIe MOBUIIIEH cief paxaaneTo. He ce mpenopbuBa mpuiarane Ha xuBH BakcHHH (kaTto BIDK
BaKCHHA) MPH KbpMaveTa, ¢ eKCIIO3UINS Ha yCTeKUHyMal in utero, B IpOIBIDKEHIE HA Q/
JBaHAJECET MECela ClIel PAXKIaHETO WM AOKATO CEPYMHHUTE HUBA HAa yCTEKUHYMal IpH Kb QTO
CIaJHAaT IMOJ] HUBOTO Ha JeTeKmws (BX. Touku 4.4 u 4.5). Ako € HajIuIe KaTerOpudHa KJH/I}@Ha nomi3a
3a OTAEIHOTO KbpMaue, MOKe Jja ce 0OMHUCIIN MpUaraHe Ha KUBa BaKCHHA B NIO-paHEH n@aeHT, aKo
HE ce OTKPUBAT CEPyMHHU HHBA Ha yCTEKUHYMao.

Kopmene /)gb
OrpaHunueHu 1aHHY, MyOJIMKYBaHU B JINTEPATypaTa, MOKa3BaT, 4e YCTEKHHYMaQ,ce TKCKpeTrpa B

YOBeIIKaTa KbpMa B MHOTO MaJIKH KonrdecTBa. He € n3BecTHO Janm ycTekn ce abcopbupa
CHUCTEMHO ciiefi orimbinane. Ilopaay noreHIrana 3a nposiBa Ha HeXKeJIaHU PCTBEHHU PEAKIIUU KbM
YCTEKHMHYMa0 Mpu KbpMaueTaTa, TpOBa Jia ce B3eMe PEIICHUE TalH J1a CJIPCYCTAHOBU KbPMEHETO

0 BpeMe Ha JICUeHHE 1 0 15 ceaMuIy cliel] JICUEHUETO, Wi J1a ce 11 aHOBH TEPAIHATA C
YCTEKUHYMa0, KaTo ce B3eMarT MpeABHU/I MoI3aTa 0T KbpMEHETO 3a U TI0J13aTa OT TeparusTa ¢
YCTEKHMHYMa0 3a *KeHara. /O

DepTUIUTET Q

EdexTsT Ha ycTeknHyMal BBpXY (GepTHIINTETa IIPH X0pa HeQ[)ueHeH (Bk. TOuKa 5.3).
4.7 EdexTn BbpXy cnocoOHOCTTA 32 opupane pg?%na ¢ MAIIMHHA

YCTGKI/IHYM36 HC IIOBJIMsBA WM IIOBJIMABA npeﬂe@gﬁ/mo CITOCOOHOCTTA 32 HIO(l)I/IpaHG u pa60Ta C

MalllvuHHA. @

4.8 Hexenanu JeKapcTBeHN peaKumIOQ
O600menne Ha npoduia Ha 6C3OHaCHbQ(&
Haii-yecture Hexenanu neKapCTBeH@&KuHM (> 5%) B KOHTpOIMpPAHUTE IEPHUOAH OT KIMHUYHUTE
MIPOYYBaHUs IPH BB3PACTHH C TICO UC, ICOPUATHYCH apTPHUT, 6ojecT Ha Crohn u yniepo3eH KOJIuT
¢ ycTeKknHyMa0 ca Ha30(apHHTUT U I1aBoOosue. [loBedeTo OT TSAX ce cuuTar 3a JIeKH M He Hajarat
pPeKhCBAHE Ha MPOYYBAHOTO Jeudwue. Haii-cepro3HaTa HexeIaHa JeKapCTBEHA PEaKIis, KOSTO ¢
cboOIIaBaHa 3a yCTEKUHYM CEpHO3Ha peaKkysi HA CBPbXUyBCTBUTEITHOCT, BKIIOUUTEITHO
aHadunakcus (BX. TquaSA. OO6uwmaT npodui Ha Ge30macHOCT € MoK00eH MPH HaUEHTH C

TICOPHA3UC, TICOPUATH TpuT, 6ostecT Ha Crohn u ynmepo3eH KOuT.

TabnuyeH cUChK AdMEKENaHUTE PEAKIUN

Jannawnte 32 6e30nﬁHOCT, MpeI0CTaBEeH! TI0-/I0TY, Ca TIOJIYUYESHH CIIe]] eKCTIO3HUINS Ha YCTeKHHYMao

IIPU BB3PacTH 4 npoyuBanus ¢asza 2 u ¢pasza 3 npu 6 710 naumentu (4 135 ¢ ncopuasuc u/wim

IICOpUATHYE Tput, 1 749 ¢ 6onect Ha Crohn u 826 manueHTH ¢ yepo3eH koaut). ToBa BKIIOUBa

€KCITO3U a YCTeKHHYMa0 B KOHTPOJIMPAHUTE U HEKOHTPOJIMPAHUTE TIEPUOIU Ha KITMHUYHUTE

IPOyYB gg IIpH MAIUEHTH C TICOpPHUA3NC, TICOPUATHIEH apTpHT, 6osecT Ha Crohn winu yimeposex

Konn%pom)ﬂmem/le Ha Haii-Manko 6 Mecena (4 577 manueHTH) win one 1 roguHa

3 @@ nueHTH). 2 194 nanuenTy ¢ ricopuasuc, 6onect Ha Crohn mim ynepo3eH KOIUT ca ¢

e 3UITHS 32 TTOHE 4 ToauHH, mokaTo 1 148 manmentn ¢ mcoprasuc uiu 6onect Ha Crohn ca ¢
MO3UIIMS 3a IIOHE 5 TOIUHHU.

B Tabnura 2 e nokazaH CUCHK ¢ HEXKEIAHUTE JICKAPCTBEHU PEAKIMH OT KIMHUYHH IPOYYBAHUS TIPU
BB3PACTHU C TICOPUA3HC, TICOPUATHYCH apTPHUT, OosiecT Ha Crohn u ¢ ynepo3eH KOJIHT, KaKTO U
HEXEJIaHUTE PEaKIMU OT OCTMAPKETHHIOBaTa yrnorpeda. Hexxenanure peakiuu ca KiacUpUIMpaHU
MO CHCTEMO-OPTaHHHU KJIACOBE M Y€CTOTa ChITIACHO CIICAHATA KOHBeHIUs: MHoro vectu (> 1/10),
Yecru (> 1/100 1o < 1/10), Heuectu (> 1/1 000 mo < 1/100), Penxu (> 1/10 000 no < 1/1 000), MHuoro
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peaku (< 1/10 000), ¢ Hen3BecTHA YecTOTa (OT HATUYHUTE TaHHU HE MOJKeE J1a ObJIc HallpaBeHa
orieHka). [Ipu BCAKO rpynupane B 3aBUCUMOCT OT YECTOTATa HEXKENAHUTE JICKAPCTBEHH PEAKIIUH Ce
H30pOsIBAT B HU3XOJAI PEJI IO OTHOIICHUE Ha TAXHATA CEPUO3HOCT.

Tabumna 2 CnuChbK HA HeJKeJIAHHM PeaKIuu

CucreMo-opraHuu
KJIACOBe

Yecrora: He:kenanm peakunu bq:
7>

WNuadexunn u nHpectanmun

UYectu: MHQEKIUSA Ha TOPHUTE AUXATCITHY ITHTHIIA, Ha30(bapm@4,/
CHUHY3HT
HeuecTn: nemynur, neHTarHn HHOEKITHNH, XepIiec 30CTep, p@)exum
HAa JIOJIHUTE TUXATEIIHUA IbTHIIA, BUPYCHU MH(EKIIMK Ha HUTE
JIUXaTEHN MhTUIIA, BYJIBOBAarMHATTHA MUKOTHYHA HH ust

I

Hapymenust Ha UMyHHAaTa
cucrema

Heuectu: peakiyu Ha CBpbXUyBCTBUTEITHOCT (BK@'&TeHHo o0puB,
ypTUKapusi)

Penxu: cepruo3Hu peakiuu Ha CBpI,quBCTBM@;z?OCT (BKJTFOUUTETTHO
aHa(UIIaKCHsl, aHTHOEIEM )

£

[NcuxuyHM HApyILIEHUS

Heuectu: nenpecus

]
A

Hapymenusa na HepBHaTa
cucTeMa

YectH: 3amMaiiBaHe, TJ1aBO0OJIHE /O/
Heuectu: nmuresa mapanmnsa Q

PecniuparopHu, TpbIHH U
MeANAaCTUHAIHU
HapyIeHNs

O
UYecru: opodapunreanna 6olied
Heuectn: Hasanna KOHreérys
Penku: anepruuen amsc%’n, €03UHO(UIHA THEBMOHUS
MHoro penku: oprawnpama ITHEBMOHUS ™

N

CromanrHo-4peBHU
HapyIIeHUs

Yectu: mapus, Gijiene, noBphInane

Hapymenus Ha koxxaTa U
MOJKOKHATA ThKaH

g

YecTH: cb

Heqec;m&):ynose}l Tcopuasmc, ekchomanus Ha KoxaTa, akHe
Penxu: (hoJIMaTUBEH IEPMATUT, XUTICPCCH3UTUBCH BACKYJIUT
M}&@peuxnz Oy703eH eMpUTON I, KOKEH JIyIyC epuTeMaToIec

CKC€JICTHaTa CUCTEMA U

Hapyenust Ha MyCKyJIHO-

q%}TI/IS 00JKHM B rbp0a, MUAITHUS, apTPaITUs

! HOT'O PeAKH: JIYIyC-I0J00CH CHHAPOM

e(eKTH Ha MICTOTO }@
NPUIIOKEHUE Q

ChCIMHUTEHATA ThKaH :
OO0mu HapyIICHUS U v

Yectu: ymMopa, epuTeMa Ha MsICTOTO Ha HHXEKTHpaHe, 00JKa Ha
MSCTOTO Ha HHKCKTHPAHE

HeuecTn: peakiuu Ha MSICTOTO Ha HHXKEKTUPAHE (BKIIOYUTEIIHO
KPBHBOU3IINB, XEMaTOM, BTBBPISIBaHE, TIOTyBaHE U CHPOEK), ACTCHHUS

*  Bmxre TW@(Z, CHCTEMHH U pecIupaTOPHU PEaKIUU Ha CBPbXUyBCTBUTEIHOCT.

OHHC&HI/I“5§ I/136D3HI/I HCXCIaHN JICKAPCTBCHHU PCAKITMN

I/Ingerg;g

B

0-KOHTPOJINPaHU MIPOYUYBAHUS MPH MALMEHTH C TICOPHA3HC, ICOPUATHYEH apTPUT, OOJIECT HA

Crd{{ghv ¢ ynuepo3eH KOJIUT MPOLEHTHT Ha WHPEKIIMUTE WK CEPHO3HUTE HH(PEKLINH € CXOJIeH MPH
CHTUTE, JIEKyBaHU C YCTEKUHYMa0, ¥ IIpH JIeKyBaHUTe ¢ mianebo. B miane®o-koHTpoIupaHus

A\

PHOJ Ha Te3U KIMHUYHY IIPOYYBaHUS YecToTara Ha nHpekuuure e 1,36 3a manueHToroquHa
pociensBaHe IpY NaIMEeHTH, JIEKyBaHH ¢ ycTeKnHymao, u 1,34 — npu manueHTH, JeKyBaHH C

ane6o. [osBunuTe ce cepro3nu uHdekuuu ca ¢ yecrtora ot 0,03 3a maMeHTOroJMHA POCIEsIBaHEe
TP TAIUEeHTH, JeKyBaH! ¢ yeTekuayMad (30 ceproszan nHbekuy 3a 930 manueHTorouHu
npocneasasane), U 0,03 — npu NaKUeHTH, JeKyBaHHu ¢ ianeto (15 cepuo3nu uHdekmun 3a

434 manMeHTOTOAMHM MpociensBaHe) (BXK. Touka 4.4).
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B xoHTpoONMpaHUTE U HEKOHTPOJIUPAHUTE MEPUOAN Ha KIMHUIHUTE MPOYUYBAHUS MIPHU IICOPUA3HUC,
TICOPUATHYEH apTpuUT, 6oJect Ha Crohn U yJIepo3eH KOJIHT, IpeACcTaBIIsIBAIIH

15 227 manueHTOroIMHU eKCIIO3MIHUs ¢ ycTeKnHyMab nipu 6 710 manueHTH, MequanaTta Ha BpeMeTo Ha
npocneasBane € 1,2 rogunu; 1,7 roauHy 3a Mpoy4YBaHUsATa IIpH ncopuasuc, 0,6 roauHu 3a
npoyuBaHusTa rnpu 6onect Ha Crohn u 2,3 TouHM 3a MPOyYBaHUATA C yIIepo3eH KomuT. [IporeHTsT
Ha nHdekmuuTe ¢ 0,85 3a marueHToroANHAa MPOoCieAsIBaHe IPH MTAIIHEeHTH, JICKYBaHH C YCTEKUHY
NPOIIEHTHT Ha cepro3HuTe UHpeknnu npu Tsx e 0,02 3a manueHToroJiHa IpoCie/sIBaHe

(289 cepro3nu uHbekmu 3a 15 227 NarueHToroAMHU IPOCIIeASBaHe) U ca JOKJIAJBAHU CEPUQ
HH(EKITHH, BKITIOUYNTEITHO THEBMOHUS, aHAJICH a0cIiec, IeIyuT, TUBEPTUKYIIHT, raCTpoeHTe;K

BHUPYCHH MH(EKIHH. O

B npoBeneHn KIMHUYHY MPOYYBaHUS MMAIUEHTH C JIATEHTHA TyOepKyi03a, KOUTO ca 6@
€HOBPEMEHHO JIEKyBaHH C M30HHUA3H]I, HE Ca PAa3BHIN TyOEpKyIo3a. ’b

310Ka4YeCTBEHHU 3a00JIIBAHUS O)

B mtarie60-koHTpOIMpaHus IepHo ] Ha KIIMHWYIHY TPOYYBAHMSI IPU TICOpHa3 copraTHIeH apTPHT,
6osect Ha Crohn U y/Iepo3eH KOJIUT YeCTOTaTa Ha 3JI0KaYeCTBEHUTE 3200 W, C U3KIIOYCHHE Ha
HEMeJIaHOMEH pak Ha kKoxkata, € 0,11 3a 100 manreHToOroguHHI MpOCIes MpY MaLKUEHTH,
JIeKyBaHU ¢ ycTekuHyMa0 (1 mamueHT 3a 929 nmarueHTorofuHy IPOCT He) B cpaBHeHwue ¢ 0,23
IIPU MAIEeHTUTE, JeKyBaHH ¢ manedo (1 manuent 3a 434 nmanueHT HU TIpOCTIe/IgBaHe).
YecToTaTa Ha HEMelIaHOMEH pak Ha koxara ¢ 0,43 3a 100 marue JVHHU MPOCIEASBAHE 32
MAIUeHTHTE, JIEKyBaHH C ycTeknHyMao (4 mamueHTH 3a 929 na H”ﬁorom{m{ MPOCIIE/IIBAHE) B
cpaBHenue ¢ 0,46 TIpH MAMEHTHTE, JICKYBaHU ¢ Iarne6o (2 manienTy 3a 433 marueHToroIHHA
MIPOCIIEAsBaHE). @

B xoHTponmpanuTe M HEKOHTPOJIMPAHNUTE TIEPUOTU HA QﬂHI/mHme MPOyYBaHUS TPH TICOPHA3HC,
MICOpHATHYEH apTpHT, OojecT Ha Crohn  yIIepo3eB~KOJIHT, MPEICTABIIIBAIIH

15 205 manueHToroANHU eKCIO3UIIUS C YCTEKUHY pu 6 710 manuenTu, MmeMaHaTa Ha BpeMeTO Ha
npocnensaBane € 1,2 roguna; 1,7 ronvHu 3a Npoy¥BaHuUsATa Ipu rcopuasuc, 0,6 roauHu 3a
npoyuBanusTa npu 6osect Ha Crohn u 2,3 ro 3a IPOYYBAHMSATA C YJILIEPO3EH KOJIUT.

3J10Ka4eCTBEHU 3a00JIsIBaHMS, C M3KIFOUCHUE HA HEMEJIAHOMEH PaK Ha KOXara, ca JOKJIAJIBaHH MTPH

76 mauuentu 3a 15 205 maumueHTOroquH ﬁpocnemmaﬂe (gectota ot 0,50 Ha 100 maIUEHTOrOTMHA
Ha NPOCIIESBaHe IIPY TAIUEHTH JIEKYHS ¢ ycrekuHyMa0). Te3u ciyyan Ha 3710Ka4eCTBEHH
3a00J1BaHus, CHOOIICHH ITPH MAI[UCHTY, JICKYBAHHU C YCTEKHMHYMa0, ca CpaBHUMH C OYaKBAHUTE
ciydau B o0Iara momyJarus (cTa THU3upaH koeduimeHt Ha yectora = 0,94 [95% noeeputencH
naTepBat: 0,73, 1,18], kopurupad 3a BB3pacT, IO U paca). Hali-decTo HaOIro1aBaHuTe
3JI0KAQ4eCTBEHH 3a00JIIBaHMUS, YHHM OT HEMEJIAHOMHMSI KapIIMHOM Ha KOKaTa, ca KaplMHOM Ha
MpoCcTaTara, MeJIaHOM, KOJI QJICH KapIIMHOM M KapIIMHOM Ha rbpjaara. CiiydyanTe Ha HEMEJIaHOMEH
KapIIMHOM Ha KOXaTa ca Ha 100 manMeHTOoroIMHU Ha TIPOCIIEASBaHE MIPH MAIUEHTH, JICKYBaHH C
ycTeknHyMao (69 marn 3a 15 165 manuenToroawHu Ha pocieasBane). ChOTHOIICHHETO Ha
ManyeHTy ¢ 6a3aieH MO CKBaMO3HOKJIETHYEH KapIIMHOM Ha Koxkarta (3:1) € cpaBHUMO ChC

Peaknnu Ha CBPHXIYBCTBUTEIHOCT U PEAKIINU KbM HHDY3UATA

C MHTPaBEHO3HA MHAYKLUUS 1pu OonecT Ha Crohn 1 yJmepo3eH KOJIHUT He ce

OuTHs Ha aHaUIAKCHSI WK APYTH CEPUO3HHU PEaklMy KbM HHY3UATA ClIel eAMHUYHA

WHTpaB Ha 103a. B Te3u npoyuBanus 2,2% ot 785 nmanuenTy, JeKyBaHH ¢ manebo, u 1,9% ot

790 CHTH, JIEKYBaHU C IPENOphUMTENHATA 1032 YCTEKHHYMa0, choOIIaBaT HeXKeIaH!u ChOUTHS,

BLS@( aJIM TI0 BpeMe Ha WJIM B paMKHUTE Ha euH Jac oT nHdysusara. [lo Bpeme Ha

nq&quapKeTnHmBOTo HaOIIOACHNE ce ChOOIaBaT CEPHO3HH PEAKIIUH, CBBP3aHU C HHPY3UATA,
FOYUTENTHO aHA(pMIAKTUYHH peakIii KbM HHPY3UATa (BXK. Touka 4.4).

Ileouampuuna nonynayus

[leguaTpruHy ManXeHTH HAa 6 TOJUHH U TIO-TOJIEMH C IJIAKOB IICOPHA3HC

BezonacHocTTa Ha ycTeknHyMab e mpoyueHa B IBe poyuBaHus (paza 3 npu neauaTpuvHu MAaLUCHTH C
YMEpPEH JI0 TeKBK I1aK0oB ncopuasuc. [IspBoto npoyusane e npu 110 nmauvenTu Ha Bb3pacT oT 12 10
17 roguHu, TeKyBaHH B MPOAbIDKeHNE Ha 60 ceaMHIIM, a BTOPOTO Ipoy4BaHe € npu 44 manueHTH Ha
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BB3pact ot 6 1o 11 rojauHwu, JIeKyBaHU B MPOIbIDKEHHE HA 56 ceqmuim. KaTo 1sio choOmeHuTe
HEe)KeTIaHW ChOWUTHS B T€3M JIBE IPOYUYBaHUsI C JaHHU 3a 6e30macHoCT 10 1 roanHa ca mogoOHU Ha
Te3U, HaOJIF0IaBaHU B IPEAMIIHYU MPOYYBAHUS ITPHU BB3PACTHHU C ILUIAKOB IICOPHUA3HLC.

Cro0I1aBaHe Ha MOJIO3UPAHU HEWKEIIAHH PEAKITUH

Cro0IaBaHeTo Ha IOJI03MPAHU HeXKENIaHH PEeaKIUK Clie]] paspeliaBaHe 3a ynorpeba Ha JIeKapCTB
MPOAYKT € BakHO. ToBa M03B0JIsABA A2 MPOIBIKHA HAOIIOJCHUETO Ha ChOTHOIIICHUETO IM0JI3a/PHUC
JIeKapCcTBEeHUs MPOAYKT. OT MEAUIIMHCKHUTE CIICI[HATHCTH CE H3MCKBA Jla ChOOIIABAT BCSIKA
MOJI03MPaHa HeXeNlaHa peakiisl Ype3 HalMOHAIHA CHCTEMa 32 ChOOIaBaHe, IIOCOYCHA B &Q

[punoxenue V. O
4.9 Ilpeno3upane $

Ennanunn no3u go 6 mg/kg ca npuinaraHu HHTPaBEHO3HO B KIIMHUYHU npoy%amﬂfg3
orpaHMyaBalla J103aTta TOKCHYHOCT. B ciyuaii Ha mpego3upane ce npenopbuBa JaufieHTUTe 1a ce
HaOJr0aBaT 3a NPU3HAIM WIKM CUMITOMH Ha HE)XEJIaHU PEaKIUU U He3a6aB}@j ce MIPUII0XKHU

HOAXOISIN0 CUMITOMATHYHO JICUCHUE. &
5. ®APMAKOJIOTUYHU CBOMCTBA ’,)Q
5.1 ®apmakoaMHAMUYHHU CBOMCTBA be

®dapmakoTepaneBTiuHa rpyna: ImyHocynpecopu, I/IHXH6MT@I} Ha uaTepneBknna, ATC kox:
L0O4ACO05 Q/
Ha EBpomnelickaTa areHIus 1o JiekapcrBara https:// .ema.europa.eu.

MexaHus3bsM Ha IEUCTBHUE ?Z
Ycrexkuaymab e usnsiio 4oBenko [gG 1k MQHOKIIOHATHO aHTUTSIIO, KOETO CE CBBP3Ba ChC

Eksunbi e 6uomno00eH JeKkapcTBEH MPOIYKT. Hozgg?’va uHpopMaIlus € IpeaocTaBeHa Ha yeOcaiita

cneuupUIHOCT KbM 0011aTa IPOTEHHOB earHnna p40 Ha YOBEIIKNUTE HUTOKUHU HHTEPIICBKUH
(IL)-12 u IL-23. Ycreknnyma6 noTucKaQHoakTHBHOCTTa Ha YoBemkute 1L-12 u IL-23, kato
MpeaoTBpaTsBa cBbp3BaHeToO Ha p40 -12RB1 peuentopeH NpoTerH, pa3noIokeH Ha TTOBbPXHOCTTA

Ha UMYHHUTE KJIETKU. Y CTEKUHYM ¢ Moxe 11a ce cBbpike ¢ IL-12 nnum ¢ IL-23, xouTo Beue ca
cBbpp3anu ¢ IL-12RPB1 penenrropu mo kiieThuHaTa TOBBPXHOCT. CIICOBATEITHO € MAJIKO BEPOSITHO
YCTEeKHHYMa0 11 ydacTBa B KQENIIEMEHT- WTH AHTHTSIIO-MEIMUPAHATA [IATOTOKCHYHOCT HA KICTKUTE
c peuentopu 3a [L-12 w/mmygNE=23. IL-12 u [L-23 ca xerepoarMepHU IUTOKWHH, CEKPETHPAHU OT
AKTHUBHPAHU aHTUTEH-IIP BAIIM KJIETKU, HApUMep Makpodaru 1 JeHAPUTHH KIETKU U JBaTa
[IUTOKWHA yJacTBaT B nre pyaknuy; [L-12 ctumynupa ectectBennTe kieTkn yominu (NK) u
npean3BUKBa audep anuara Ha CD4 + T knerkute kM T 1 xenmepen (Thl) ¢penorun, 1L-23
WHAYIUpa TBTSI H xenmmnepure (Th17). AGHopmHuaTa perymanus Ha IL-12 u [L-23 obaue ce
CBBP3Ba ¢ UMyHHOMEINHPAHH 3a00JIIBaHHS KaTO TICOPHUA3MC, ICOPHATHIEH apTPpHUT, Oosect Ha Crohn
1 yJIEpO3eH K .

Upes CBL}@% Ha oOmata cyoenuauna p40 na [L-12 u IL-23 ycrekuHymab MoxKe J1a OKa3Ba CBOUTE
KITMHU (deKxTH IpH TIcoprasuc, ICopuaTHYCH apTpuT, Ooect Ha Crohn M yJmepo3eH KOJIUT upe3
HpCK%HG Ha mprrumara Ha Th1l u Th17 uuTokuHM, KOUTO ca B OCHOBAaTa Ha MATOJIOTHATA Ha TE3H

3@ HUSL.

@pn manueHTy ¢ 6osect Ha Crohn jedeHneTo ¢ yCTeKHHYMaO BOJIM A0 HaMaJCHHE Ha

%TBHEUII/IT@IHHTC Mapkepu, BKIrounTenHo C-peaktuBeH npotenH (CRP) u hekanen kanmpoTeKTHH 110
BpeMe Ha MHAYKITMOHHATA (ha3a, KOeTOo CJIe]] TOBa ce MOAIbpika Mpe3 IisiaTa moaabpxamma daza. CRP
€ OIICHEH I10 BpeMe Ha MPOJIBIKCHUETO Ha TIPOYYBAHETO U HAMAJICHUTA, HAO0aBaHU 110 BpeMe Ha
nojabprKamara ¢asa, OOMKHOBEHO Ce 3ama3Bat 70 252 ceaMHua.
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[Ipu naumeHTH ¢ yaepo3eH KOJIHT JICYCHUETO ¢ YCTEKHHYMal BOAM A0 HaMalleHHe Ha
BB3MAIUTEIHUTE MapKepH, BkitounTenHo CRP u ¢exanen kaampoTeKTHH 1O BpeMe Ha
MHIYKIIMOHHATa (a3a, KOeTo ce MOAIbprKa Ipe3 IslaTa HoAIbpskamia (¢as3a U Mpoab/DKEHUETO Ha
npoyuBaHeTo A0 cenmuna 200.

ITo BpeMe Ha ABATOCPOUHOTO MPOABIDKEHUE Ha IpoyyBaHe rpu ncopuasuc 2 (PHOENIX 2),
BB3PACTHUTE MAIMEHTH, JIEKYBaHU C yCTEeKHHYMab 3a Hal-Maiko 3,5 TOAMHU, ca Jald aHTHTS
OTIOBOPH HA THEBMOKOKOBH MOJIM3aXapUIHU BAKCUHU U BAKCHHHU CPEIIly TETaHYyC, CXOIHHU C JQ pu
KOHTpOJIHATa rpyma MalueHTH, ody4yaBalld HeCUCTEMHO JIeueHHe Ha rncopuazuc. CxoaeH @OHCHT oT
BB3PACTHUTE MAIEHTH, JIEKYBaH! C YCTEKHHYMa0 U Te3W B KOHTPOJIHATA IPyIa, ca pa3 3alUTHU
HHUBA Ha aHTUITHEBMOKOKOBH M aHTUTECTAHWYHHU aHTHUTENA, U TATPUTE HA aHTUTETaTa HM&@ CXOIIHH.

Nmynunzanmmn bfb
<

Knnnnuna eukacHocT o;b

IInakoB ncopuasuc (Bb3pacTHU MAIMEHTH) ‘2\

besonacHocTTa 1 epukacHOCTTa Ha ycTeKMHyMa0 ca orieHeHu nipu 1 996 1 HTU B

JIBE paHJAOMU3UPAHHU, JIBOHHO-CIICIH, IUIaie00 KOHTPOIMPAHH MTPOYYBaH PY TAIUEHTH C yMEpPEH
JI0 TeXBK IIAKOB TICOPHA3NC, KAaHAUIATH 3a (hOTOTEepaIus WIH CHCTE eparusi. OCBEH TOBa B €IHO

paHIOMU3UPAHO, aKTUBHO KOHTPOJIUPAHO TIPOYUBAHE CHC 3aCIICIICH UTEeJl € CPAaBHEHO JAEUCTBUETO
Ha YCTEKMHYMal ¥ eTaHEepLENT MPH MalUEHTH C YMEPEH JI0 TEXb %KOB MICOPUA3UC, KOUTO HE ca ce
TIOBITHSUTH, TIPOSIBIIIHA Ca HETIOHOCUMOCT HITH Ca UMAJTH MTPOTUB ?Qsam/le KbM IuKIoctiopud, MTX
unu [TYBA Ttepanus. Q(Q

B npoyusane npu ncopuazuc 1 (PHOENIX 1) ca oueHeH@66 nanueHTu. 53% oT TsIX He ca ce
TIOBJIMSIITH, TIPOSIBUJIA Ca HETIOHOCHMOCT WIIM Ca HMaJIHJPOTUBOIIOKAa3aHNE KbM JIpyTra CHCTEMHA
tepanus. [lannenTHTe, paHIOMU3UPAHH 3a JeUEHHE £, yCTeKNHYyMa0, ca MpHeH 103U OT 45 mg nin
90 mg B ceaqmuiu 0 u 4 1 ca IPOIBIKUIHN 1A TIPH CchIlaTa J03a Ha BCEKH 12 CeqMHUIIH.
[laruenTure, paHAOMU3UPAHU 32 JICUCHHE C LT o B ceamunu 0 1 4, ca MpeMUHATN KbM JICUESHHUE C
ycTeknayMab (45 mg uimu 90 mg) B cenMunm @ 16, ciem KoeTo ca MPOIBIDKUAIH J1a TprueMaT
chlllaTa fo3a Ha Bceku 12 cenqmuny. IlanuedTy, mbpBOHaYaIHO paHIOMU3UPAHH 32 JISYEHHUE C
yCTeKHHYyMa0, KOUTO ca JOCTUTHAIH HUB é TIOBJIMSIBaHE 75 10 MHJIEKCA 32 TUIOII Ha 3acsraHe U
TexecT Ha rcopuasmc (Psoriasis Area- &Severity Index, PASI) (momo6penne mo PASI ot MuanmMym
75% B cpaBHEHHUE C U3XOTHUTE CTOU 1) B ceamun 28 u 40, ca MOBTOPHO paHIOMHU3UPAHH 32
JIeueHHe C YCTEeKNHYMab Ha BCEKU eIMUIM WK ¢ TuIane0o (T.e. OTTErJIsIHE OT TepamnusTa).
[TanreHTHTE, TOBTOPHO PaHIOMU3MPAHH 3a JIeUeHHE ¢ Tuanedo B ceamuna 40, ca Bb300OHOBIIIH
Tepanuara ¢ yCTeKHHyMal B dHAUATHATA CH CXeMa Ha JO3MPAHE, CIIe/] KATO MTOI0OPEHHETO MM 110
PASI B cenmunia 40 e Ham ¢ muaumMyM 50%. Beuuku manueHTy ca OpociieieHd 3a MepUo 10
76 ceaMuIy ciel MbPBO WJI0KECHHUE Ha M3CIIEABAHOTO JICUCHHE.

B mpoyuBane npu 1 3uc 2 (PHOENIX 2) ca onienenu 1 230 manuentu. 61% ot TsX He ca ce
TTOBJIUSLITH, TIPOSIB HEMOHOCUMOCT HJIH ca UMAaJId IPOTHBOIIOKa3aHNE KbM JpyTra CHCTEMHA
Tepanus. [lanmeHTitTe, paHIOMHU3MpaHH 32 JIEYeHNE C YCTEeKHHYMa0, ca puenu 1031 oT 45 mg uimn
90 mg B cemM U 4, ocJjieBaHy OT JOIBJIHUTEIHA 103a B ceamuiia 16. ITanuenture,

paHIOMHU3U 3a nedyenwue ¢ miarnedo B ceamuim 0 u 4, ca mpeMUHAIN KbM JICUCHHUE C yCTEeKUHYyMa0
(45 mgu mg) B ceqmuiy 12 n 16. Bcuuky manueHTH ca mpocieieHn 3a EPHOA 10 52 CeIMUII
ClIenl THPBOTO MPHUIIOKEHUE HA U3CICABAHOTO JICUCHHE.

B r@QBaﬂe nipu nicopuasuc 3 (ACCEPT) ca onenenn 903 manueHTH ¢ yMEPEH JI0 TEXBK ICOPUA3UC,
KQ&PO HE ca ce TIOBJIHUIN, IPOSIBIII Ca HEMOHOCHMOCT HJTH Ca UMaJId IPOTHBOITOKa3aHUE KbM JpyTa
@R:TeMHa tepanua. CpaBHEeHa € eUKACHOCTTa Ha YCTEKMHYMa0 C Ta3W Ha €TaHEPLENT U € OlleHeHa
QGEBOH&CHOCTT& Ha ycTekuHyMab u eranepuent. [lo Bpeme Ha 12-ceiMUUHATa aKTUBHO KOHTPOJIMPaHa
9acT OT MPOYYBAHETO MAIIMEHTUTE Ca PaHAOMHU3HPAHH Ja IpreMar etanepuent (50 mg aBa meTH
CeAMHUYHO), ycTekuHyMab 45 mg B cenmuru 0 u 4 wim ycreknaymad 90 mg B ceamunu 0 u 4.

W3xomHauTe XapakTepuCTUKH Ha 3a00JIIBAHETO Ca MPUHITUITHO TTOCIICIOBATEIIHA BB BCUYKH IPYITH Ha
JIeYeHNE B MpOyYBaHe MpH rncopuasuc 1 u 2 ¢ mennana Ha PASI ckopa Ha n3xoaHo HUBO OT 17 10 18,
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¢ MeZiMaHa Ha TejecHa moBbpxHOCT (BSA) Ha n3xoaHo HUBO > 20 1 ¢ MeAMaHa Ha IepMaTOJIOTHICH
WHJIeKC 3a kadecTBO Ha kuBOT (Dermatology Life Quality Index, DLQI) B rparunute ot 10 mo 12.

bnuzo enna Tpeta (mpoyuBaHe MpH rcopuasuc 1) u eHa 4eTBbPT (IpOyUBaHe MpH IICOpHUaszuc 2) oT
nmanueHTuTe UMaT rncopuatuieH apTput (PsA). [TomoOHa TexxecT Ha 3a00msBaHeTO ce HAOIIOAaBa U
IpU IPOyYBaHe MPHU Icopuasuc 3.

IIspBUYHaTA KpaifHa TOYKA B TE3W MIPOYIBAHUS € CHOTHOIICHUETO HA MAITUEHTUTE, TOCTUTHATTN @
Ha noBnusBaHe 1o PASI 75 cnpssMo M3XOIHUTE CTOMHOCTH B ceiMunia 12 (BxK. Tadmuiu 3 u 4)Q

Taéanua 3: O0001eHNe HA KIMHUYHOTO NMOBJIUsIBaHE B IPOYYBaHe MPHU MCOPHUA3MC 10
(PHOENIX 1) n npoyuBane npu ncopuasuc 2 (PHOENIX 2)

Q

2 nos3u (ceamuria 0 u cenmua 4)

Cenmura 12

Ceam

128

3 uosn,ﬁ:z[m/ma 0,
ceaqmun@A v ceamuia 16)

[Tname6o 45 mg 90 mg 45 Qg 7 90 mg
IIpoyuBane npu Qj
ncopuasuc 1 R
Bpoii N
paHIOMHU3UpPaHU 255 255 256 4 Q/ 250 243
MaIEeHTH ) Q
IloBnusBaHe 1O o 0/ a o o
PASI 50, 6p. (%) 26 (10%) 213 (84%) 220 (82‘.@ 228 (91%) 234 (96%)
IlosnusBaHe 1O o o/\a ‘0( a o o
PASI 75, 6p. (%) 8 (3%) 171 (67%) 17((2964) 178 (71%) 191 (79%)
[ToBnusBaHe 1o o o/ a o/\a o o
PASI 90, 6p. (%) 5 (2%) 106 (42%) \2@ (37%) 123 (49%) 135 (56%)
OOJI° 32 m3uncTeHH
VI MUHUMAITHH, Op. 10 (4%) 151 (59%)?/ 156 (61%)* 146 (58%) 160 (66%)
(%) <&
Bbpoit nauuenTn
<100 ke 166 (\%8 164 164 153
[ToBnusiBane 1o o > o o o o
PASI 75. 6p. (%) 6 (4%) .)\524 (74%) 107 (65%) 130 (79%) 124 (81%)
Bbpoit nauuenTH O
> 100 kg 89 \% 87 92 86 90
[ToBnusiBane 1o o o o o N
PASI 75. 6p. (%) 2&/05 47 (54%) 63 (68%) 48 (56%) 67 (74%)
A\
IpoyusaHe npu QD
ncopuasuc 2
Bpoit
paH,I[OMI/I3I/IpaHI/IQ 410 409 411 397 400
MAlMEeHTH N
IloBnusiBaH o o/ a o/\a o o
PASI 50}@ %) 41 (10%) 342 (84%) 367 (89%) 369 (93%) 380 (95%)
Iosn € 110 o o/ a 0/\a o o
PASJIS 6p. (%) 15 (4%) 273 (67%) 311 (76%) 276 (70%) 314 (79%)
I1 BaHE 110 o o/ a 0/ 2 0 0
90, 6p. (%) 3 (1%) 173 (42%) 209 (51%) 178 (45%) 217 (54%)
JI° 3a u3umncTenn
b MM MUHMMAJIHH, Op. 18(4%) 277 (68%)* | 300 (73%)* 241 (61%) 279 (70%)
(%)
Bpoit nanyenTn
<100 ke 290 297 289 287 280
[ToBnusiBane mo o o o o o
PASI 75. 6p. (%) 12 (4%) 218 (73%) 225 (78%) 217 (76%) 226 (81%)
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Bbpoii mauuenTu

> 100 kg 120 112 121 110 119
IloBnusBaHe Mo o . . . .
PASI 75, 6p. (%) 3 (3%) 55 (49%) 86 (71%) 59 (54%) 88 (74%)

p < 0,001 3a ycrexkunymab 45 mg nm 90 mg B cpaBHeHue ¢ miane6o (PBO)

OOJI = O6mia oLeHKa Ha JIeKapst 60

Taéanua 4: O0001eHNe HA KIMHUYHOTO NMOBJIHUsIBaAHE B MPOYYBaHe NpHU ncopuasuc 3
(ACCEPT) Ha ceamuna 12 &Q

Mg

Ilpoy4BaHe npu ncopuasuc 3 (@)
Eranepuent YcrekunyMmal Q
24 no3u 2 no3u (ceamuna 0 u [MHLA 4)
(50 mg nBa mbTH 45 mg /b 90 mg
CEMHYHO) o)
Bpoii panoMu3rpaHu MalueHTH 347 209 i 347
[osnusiane mo PASI 50, 6p. (%) 286 (82%) 181 (87%) o & 320 (92%)°
[NosnusBane o PASI 75, 6p. (%) 197 (57%) 141 (67%1\" 256 (74%)°
[TosmusBane o PASI 90, 6p. (%) 80 (23%) 76 (36);)?7 155 (45%)*
OOJI 3a U3YUCTEHN WIIH o Y a o/a
MuHIMATHH, 6p. (%) 170 (49%) 13%1 %) 245 (71%)
Bpoii marmentu < 100 kg 251 @fSl 244
(r(f/‘;f““’ma‘*e no PASLS, op. 15461%) | Koo (720%) 189 (77%)
Bpoii nauuentn > 100 kg 96 1 58 103
ITosnusBane no PASI 75, 6p. o g o o
%) 43 (45%) Qs 32 (55%) 67 (65%)

p <0,001 3a yctexkunymab 45 mg mnu 90 mg B cpaBHeHu@raHepuenT.

0 p = 0,012 3a ycteknaymMab 45 mg B cpaBHEHHE C €TaH T.

B npoyuBane npu ncopuasuc 1 nouubpmaHeT@a PASI 75 e 3HaunTETHO TTO-BUCOKO TIPH
MPOIBIDKUATETHO JICUCHUE, B CPABHEHUE C @a npu otreryisiae oT gederueTo (p < 0,001). [Togo6uM
pe3ynTaTu ce HabIIoAaBaT NpH Besaka gQlavycrekunymab. Ha 1% roguna (ceqmuna 52) 89% ot
MAUEHTUTE, TOBTOPHO PAHIOMU3UP a IOAIBPKAIIO JeUeHue, ca ce nopnausin no PASI 75, B
cpaBHeHHe ¢ 63% OT MareHTuTe, OpHO paHIOMH3MPAHH 3a Mare0o (OTTErsHE OT JIEYCHHUETO)
(p <0,001). Ha 18-Tus mecern (cea§y7ua 76) 84% OT mManMeHTUTE, TOBTOPHO PaHAOMU3UPAHHU 32
MOAABPIKALIO JICUEHHE, CA CE g%mymnn o PASI 75, B cpaBaenue ¢ 19% OT nanueHTUTE, IOBTOPHO
paHIOMU3MPAHU 33 rmaue60% ernsiHe oT JieuenneTo). Ha 3-ta roanna (ceqmuma 148), 82% ot
MAIMEeHTUTE, TOBTOPHO PaHNOMU3MpPAaHU 32 IOIBPIKAIIO0 JIeueHue, ca ce moBnusian no PASI 75. Ha
5-ta ronuHa (ceamuna 2 % OT MaIMEeHTUTE, MOBTOPHO PaHIOMHU3UPAHU HA MOABPIKAIIO JICUCHHE,
ca ce TMOBJIHSIU 10 PA@ .

ITpu nauHeHTHTe,@TopHo PpaHIOMU3UPaHH 32 TIae00, KOUTO OTHOBO Ca MPEMHUHAIIN KbM
ITbPBOHAYATTHATACH CXeMa Ha JICYeHHe C YCTeKHHYMa0 ciiest 3arybaTa Ha > 50% mogoOpeHue 1o
PASI, 85% c cTaHOBWIH TToBiMsiBaHeTO 10 PASI 75 B pamkuTe Ha 12 cenmuru cien
BL306HOB;1@xe Ha TEpanwusITa.

cp, 3xonHuTe croifHOCTH HAa DLQI BBB BCsSIKa OT TpyIUTe HA JICYCHHUE C YCTEKHHYMal B
c enue c miane6o. [lonoopenuero ce 3amassa 1o ceamuna 28. [Tono6HO 3HaUUTETHO TOKOOpEHHE
é&?@noz[asa B IIpOYyYBaHe NpHu rncopuasuc 2 B ceamuuu 4 u 12, koeto ce 3amas3sa 1o ceamuua 24. B
poydBaHe IpH Ticoprasuc 1 mogoOpeHusTa B HOKbTHHS NICOPHA3UC (MHAEKC 3a TeXKECTTa Ha HOKBTECH
nicopuasuc, Nail Psoriasis Severity Index), B o01mara oreHka Ha (PU3HMYECKOTO ¥ EMOIIMOHATHOTO
cberosiHue 1Mo SF-36 1 BbB BU3yaIHO-aHAJIOTOBATa CKajla 3a ONpeAeliTHE Ha CTOWHOCTTAa Ha OoKaTa
pu cbpOek (VAS) ChIO ca 3HAYUTEIHN TIPH BCAKA TpyIia Ha JICUSHUE C YCTEKHHYMa0 B CpaBHEHHE C
mwrane6o. B mpoyuBaHe npu rncopurasnc 2 KIMHAYHATA CKajla 3a TpeBoKHOCT U nenpecus (Hospital
Anxiety and Depression Scale, HADS) u BbnpocHUKBT 3a paboTHH orpaHuueHus (WLQ) oo

B npo;gndﬁe 1Ipu ricopuasuc 1 B cenmuma 2 u ceamuiia 12 ce Habro1aBa 3HAYUTETHO TOA00PECHHE
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MOKa3BaT 3HAYUTEIIHO MMOJI00PEHUE BbB BCsAKA OT IPYIHUTE Ha JICYCHUE C YCTEKMHYMa0O B CPAaBHEHUE C
mwianeo.

TIcopuatnuen aprpurt (PsA) (Bb3pacTHU MAIIMEHTH)

JlokazaHo e, 4ye yCTeKHHyMa0 1mo1o0psiBa MpU3HAIUTE U CUMIITOMUTE, (PU3NIECKOTO ChCTOSHUE H
CBBP3aHOTO ChC 37PABETO KAUECTBO HA JKMBOT M HAMaJISIBA CTETICHTA Ha TIPOrpecHst Ha epudepHO,
CTaBHO YBpEXIaHE NMPU BH3PACTHU MAIIUCHTH C aKTHBEH PSA. $

be3omacHocTTa M epUKacCHOCTTA Ha YCTEKUHYyMa0 ca OTleHEHH py 927 maIueHTy B IBE &Q
paHIOMU3UPaHU, TBOHHOCIEIH, TUIAIe00-KOHTPOIMPAHH TIPOYYBAHUS TIPU TAITUSHTH C aK@eH PsA
(> 5 noxyTtu craBu U > 5 OOJIE3HEHU CTaBH) BBIIPEKH yIOTpeOdaTa Ha HECTEPOUHU
npotuBopb3manurenHu cpeactsa (HCIIBC) wmu mogudumupamu 601ecTTa aHTHPEB UJIHU
nexapctBa (DMARD). IlaruenTuTe B TE31 MPOYIBAHMS Ca UMAJTH TTOCTaBeHA z[Har?a PSA naii-

MaJiko oT 6 Mecena. BkilloueHn ca manyeHTH ¢ BCIKaKbB OATUT Ha PsA, Bkirou 0
MOJTUAPTUKYJIAPEH apTPUT Oe3 TaHHU 32 peBMaToUIHH BB3IH (39%), cionanut ¢ fiepudepeH apTput
(28%), acumerpuuen nepudeper aptpur (21%), ¢ ydactre Ha qucTanHa nHTEP@ATanreanHa crapa
(12%) u unBamuausupam aptpur (0,5%). Hag 70% u 40% ot nanuenture eTe MPOy4YBaHHUs ca
HMaJIid CbOTBE€THO €HTC3UT U JAKTHUJIIUT HAa U3XO0JHO HHUBO. HaHI/IeHTI/ITC C AOMU3HUPpAHU Na
ToJTy4aT JiedeHue ¢ ycTeknaymao 45 mg, 90 mg, i miamne6o nomco;@lﬂa cenqmuiiv O u 4,

MOCJICIBAHU OT Mpuiarane Ha Bceku 12 ceqmurtu (q12w). [Tpubmus 0 50% ot marmeHTuTe ca
MPOABIDKUIM Ha TocTosiHHA 103a MTX (<25 mg/cenmuia). /O

T II), crorBeTHO 80% 1 86% OT

B PsA mpoyusane 1 (PSUMMIT I) u PsA npoyusane 2 (PS%
¢ OWJIO MO3BOJICHO MPEMIITHO JICUCHHE

narnueHTure, ca omm nexysanu ¢ DMARD. B npoyusane 1
C aHTaroHUCT Ha TyMop-HekpoTusupan] gakrop anda (TNF)o. B npoyuBane 2, moBe4eTo ManueHTH
(58%, n = 180) ca OwTn TeKyBaHU € €HO WK TIOBEYE -TNFa cpenctBo(a), karo ot Tax Han 70%
ca npeycTaHoBuiiu cBoeto aHTu-TNFa euenue, HO@I/I nuTca Ha €PUKACHOCT MITH HETIOHOCHUMOCT,
T10 BCSIKO BpEME. N

Ilpusnayu u cumnmomu Z

Jleuenuero ¢ YCTGKI/IHYM36 BOIHU A0 3HA4UH JI& HOI[OGpeHI/I}I B UBMCPUTCIIUTC 3a aKTUBHOCT Ha
3a00JIsIBAHETO B CPaBHEHHE € MJianedo H éMnua 24. IIspBrYHATA KpaifHa TOYKA € MPOLEHTHT Ha
MAIMEHTHUTE, TIOCTUTHAIN OTTOBOP 201 9%I/ITepane Ha AMEPHKaHCKHS KOJIEXK MO PeBMATOJIOTHS
(American College of Rheumatolog}@ R) nHa cenqmuma 24. OcHOBHUTE pe3yiTaTh 3a e(hUKaCHOCT ca

MpEeACTaBeHH B Ta0IHIA 5 no-nony,%

Tabauna 5: Bpoii Ha manue
IIpoyuBane 1 (

Te, MOCTHrHAIH KJIMHHYEH 0TTOBOP MPH NCOPHATHYEH APTPUT
MMIT I) u llpoyusane 2 (PSUMMIT II) na cenmuua 24

Oy4BaHe NPHU MCOpPUATHYEH IIpoyuBaHe npu nNcopuaTHYEH
aprpur 1 apTpur 2
vHAnanedo 45 mg 90 mg I1anedo 45 mg 90 mg
Bbpoit Q\(
PAHIOMUBHPAHHU 206 205 204 104 103 105
namueHTu
OAng}é </ %) 47 (23%) | 87 (42%)* | 101 (50%)* | 21 (20%) | 45 (44%)* | 46 (44%)*
0A®)Bo‘g N (%) 18 (9%) | 51 (25%)* | 57 (28%)* 7 (7%) 18 (17%)° | 24 (23%)*
\& ?TFOBZ)S) N (%) 502%) | 25(12%)* | 29 (14%)* 3 (3%) 7 (7%)" 9 (9%)"
e ot e 146 145 149 80 80 81
ol 0
PASI 75 o 0/a 0/\a 0 0/)a 0/)2
orrosop, N (%) 16 (11%) | 83 (57%) 93 (62%) 4 (5%) 41 (51%)* | 45 (56%)
PASI 90 o 0/\a 0/\a 0 0/ )a 0/
otrosop. N (%) 4 (3%) 60 (41%) 65 (44%) 3 (4%) 24 (30%)* | 36 (44%)
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KomOunnpan
i/g’; 273 " 8 (5%) | 40 (28%)" | 62 (42%) | 2(3%) | 24 (30%)* | 31 (38%)"
otrosop, N (%)
?i?}lg Eg"“e““‘ 154 153 154 74 74 73 6
OAngBig, N (o) | 39C5%) | 67(44%) | T8(51%) | 17(23%) | 32(43%) 3;{@‘02)
?3‘2/7: o 105 105 11 54 58 <§) 57
Eﬁiﬂgﬁ, N (%) 14 (13%) | 64 (61%) | 73 (66%) 4(7%) | 31 (5%,')4» 32 (56%)
I:;;t()}lg Il:zllueHTH 52 52 50 30 bev 31
OAngBig, Ny | 8U5%) | 2038%) | 23(46%) | 4(13%) @ 45%) | 12 (39%)
?3%/2 };?Zi%mu ‘ 41 40 38 26 § Q?y 22 24
T Ny | 26 | 1908w | 2053% ,z;b\‘ 10(45%) | 13 (54%)
¢ peoos. @Q
® p=NS

" Bpoit marmenty ¢ > 3% BSA 3acernata IcopHaTHuHa KOKa H%HHO HUBO

ACR 20, 50 u 70 oTTOBOpPHU MPOIBIKABAT A CE TIO

sIBAT WJIM C€ TIOJIBbPIKAT 10 ceamuia 52 (PsA

[IpoyuBane 1 u 2) u ceamumna 100 (PsA HpquBa@\l . B PsA Tlpoyusane 1, ACR 20 otroBopu Ha
cenmuria 100 ca mocturHatu mipu 57% u 64%, c@rBeTHo 3a 45 mg u 90 mg. B PsA IIpoyuBane 2,
ACR 20 otroBopu Ha ceamuria 52 ca Hocmn@[ ipu 47% u 48%, croTBeTHO 32 45 mg u 90 mg.

[IponeHTHT Ha MaLMEHTHTE, HOCTHFH@I/&FOBOp o moguduuupanu PsA kpurepuu Ha otroBop (PsA

response criteria, PSARC) cpiio e 3Ha
¢ rane6o Ha ceamuna 24. Otros
TOJISIM TIPOIIEHT OT MAIUEHTHTE, JI¢

Lo

JIHO TI0-TOJISIM IIPH IPYIMTE Ha YCTEKHHYMa0, B CpaBHEHUE
ARC ce mogawpikar mmo Bpeme Ha ceamuiu 52 u 100. Io-
aHM C YCTCKHHYMa0, KOUTO Ca UMAJIM CIIOHTUITUT ¢ iepudepeH

apTPUT KaTo OCHOBHA zmarHoz«;/gnQKamaT 50 u 70 mporieHTHO MOAOOpEeHHE B cKopa o baT mHmekc 3a
aKTHBHOCT Ha 3a00JIIBAaHETO

Activity Index, BASDAI) B

OtroBopute, HaOIIO

u 100. I[Marmentu
ca MOCTUTHAJIN
(ACR 20 ortr,
15%; p <0,

ankuosupain cionauaut (Bath Ankylosing Spondylitis Disease
BHEHHE C I11ane0o Ha cenMuna 24.

TIpU TPYTIHTE, JICKyBAaHU C YCTEKHHYMa0, ca CXOJIHU TPH MAIIUCHTHTE,
KOMUTO IOJIy4aBaT mﬁ gte noJiy4aBaT enHoBpeMeHHO MTX u ce mogabp:kar 1o BpemMe Ha ceaMuIy 52
yBaHM npeau ToBa ¢ antu- TNFa cpencTBa, KOUTO ca MONTyYHIN YCTeKUHYMaO0,

-rOJISIM OTIOBOP Ha ceMHUIa 24 B CpaBHEHHE C MAIIMEHTHUTE, TOJIYYaBaly mianedo
Ha ceamutia 24 3a 45 mg 1 90 mg e ceoTBeTHO 37% U 34% B cpaBHEHUE C TUTAIE00
U OTTOBOPHUTE C€ MOIBbPIKAT IO BpeMe Ha cenMuIa 52.

Ilpu nn gueHTH C SHTE3UT W/WIH MAKTWIUT Ha W3X0HO HUBO, Ipu PsA IlpoyuBane 1 ce HabmromaBa
3Ha@ MoJ00peHNe B CKOPOBETE 33 €HTE3UT U NAKTUIIUT MIPU TPYIIUTE Ha yCTEKUHYMal B cpaBHEHHE
¢ giare6o Ha cenmuna 24. B PsA TIpoyuBane 2 ce HabmoAaBa 3HaYUMO TOAOOPEHUE B CKOpa 3a
3UT W YHCJICHO MOA00OpeHue (He € CTAaTHCTUYECKH 3HAYMMO) B CKOpa 3a JaKTHIIMT pH TpyIiaTa Ha
teknHyMab 90 mg B cpaBHeHHe ¢ 1uianedo Ha ceamuna 24. [TogoOpeHusITa B CKOpa 3a SHTE3UT U B
CKOpa 3a JaKTWINT ca MOAIbPKaHU o BpeMe Ha ceamuiiu 52 u 100.

Paouoepagpcru omeosop
CTpyKTYypHO YBPEKJaHE B JBETE PHIIC U KpaKaTa ce U3pa3siBa KaTo MPOMSIHA CIPSIMO M3XOJIHOTO HUBO
B 06mus van der Heijde-Sharp ckop (vdH-S ckop), momudurpan 3a PsA ape3 nobassiHe Ha
JMUCTATHUTE UHTep(aTaHreaHi CTaBU Ha pblieTe. [IpoBesieH € npeaBapuTeIHO AePUHUPaH
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MHTErpUpaH aHAU3 Ha KOMOMHHUPaHU NaHHU OT 927 manuenty B aBete PsA IlpoyuBanus 1 u 2.
YcreknHyMab Mmokas3Ba CTaTUCTHYECKH 3HAUMMO HaMalleHHE B CTEIIEHTa Ha IPOrpecHsi Ha
CTPYKTYpPHOTO YBpEKAaHEe B CpaBHEHHE C IUIa1e00, M3MEPEHO Ype3 MPOMSIHA CIIPSAMO U3XOIHOTO HUBO
10 24 ceamuna B o6mmst moaudunupan vdH-S ckop (cpenen + SD ckop e 0,97 + 3,85 B rpymnara Ha
rutane6o, B cpaBHeHue ¢ 0,40 £ 2,11 u 0,39 + 2,40 mpu choTBEeTHO ycTeknHyMab rpynu 45 mg
(p <0,05) m 90 mg (p < 0,001). Tosm edpext ce mbwku Ha PSA [Ipoyusane 1. EQexTsT ce cunra 3
JIOKa3aH, HE3aBUCUMO OT CBIIBTCTBAIOTO NpHiIokeHHe Ha MTX U ce nmogabppxa 1o Bpeme Ha ab
ceamuiy 52 (unaterpupat aHanus) u 100 (PsA Ilpoyusane 1). Q/
o~

Du3uyecko cbCcmosHUe U C8bP3AHO CbC 30PABEMO KAYECMB0 HA HCUBOM

[ManmenTH, IeKyBaHU ¢ ycTeKMHyMa0, ca IOKa3ainy 3HAaUUTeIHO nogoOpenue Ha pu3ndegkeTo
ChCTOSIHHE, KaKTO € OI[CHEHO I10 MHJIEKCa 32 MHBATUAHOCT OT BBIIPOCHUKA 32 OILICHKa J{PaBETO
(Disability Index of the Health Assessment Questionnaire, HAQ-DI) na ceqmura Zadlpouem"m Ha
MAIUCHTUTE, MOCTUTHAIM KIMHUYHO 3HaunMo > 0,3 nomoOpenune Ha HAQ-DI ck pAMO
M3XOJTHUTE CTOMHOCTH, CHIO € 3HAYUTEITHO TO-TOJISIM TIPH TPYIHUTE Ha YCTEKH 01\%, B CPaBHEHHE C
mare6o. [omoopenne Ha HAQ-DI ckop cpsiMo HU3XOAHOTO HHBO C€ TTOIIH 110 BpeMe Ha

ceaqmur 52 u 100. &

Nwma 3raunrenso mogobpenne B DLQI ckopoBeTe mpu rpymnuTe Ha ycC yMa0, B CpaBHEHHE C
mwrane6o Ha ceamuiia 24, KOeTo ce MoAbpiKa M0 BpEMe Ha CeIMUIT 100. B PsA IIpoyuBane 2
HUMa 3HaYUTEIIHO IOJJOOpEHHE B CKOPOBETE 32 (PYHKIIMOHATIHA OI a TepamnusTa 3a XpOHUYHO
3abonsiBane - ymopa (Functional Assessment of Chronic Illness apy — Fatigue, FACIT-F) npu
IpynuTe Ha yCTEKHHYMa0, B cpaBHEHHE ¢ Iianebo Ha cenmuua 24. I[IponeHThT Ha MalueHTuTe,
JOCTHTHATHM KIIMHAYHO 3HAYMMO Mos1o0peHue Ha ymopata (4&duku o FACIT-F) cbio e 3Ha4nTeIHO
MO-TOJISIM TIPH IPYNHUTE HA YCTEKHHYMa0, B CPaBHEHUE C @ue6o. [ono6penusta na FACIT-F ckop
ce Mo AbpIKaT 1o BpeMe Ha cenqMuiia 52.

IleauaTpuyHa MOMyIalus @
EBpOHeﬁCKaTa arcHuus I10 JICKapCTBaTa OoTjiara BIDKCHHUCTO 34 MPCAOCTABAHEC HA PE3YIITATUTC OT
Impoy4BaHuATa C yCTeKI/IHYMa6 B €JIHA WUJIH IIO, MMOATrpyIK Ha ne€auaTpuiHara mnoIryjamnus ¢

IOBEHIJICH WAMOMAaTHYCH apTPHT (BK. Toqmbél. 3a uH(OpMaIHs OTHOCHO yroTpeda B eIUaTPHITa).
IInakos ncopuasuc npu neduamquH»@'«ueHmu
Jlokazano e, ye ycTeKuHyMab 1mo1o00 MPU3HAIMTE ¥ CUMIITOMUTE, (GU3NUECKOTO ChCTOSIHUE U
CBBP3aHOTO ChC 3][PaBETO Kaqecm@ JKUBOT MPH NIEANATPUYHH MAIIMEHTH Ha 6 TOJUHU U [O-TOJIEMH
C IUTAKOB TICOPHA3HC.

AN

(12-17 200unu)

a0 e npoyueHa ripu 110 meguaTpuvHM NAIMEHTH Ha BB3pacT oT 12 1o

K IUTaKOB IICOPHA3HC B MHOTOLIEHTPOBO, PAHJOMHU3UPAHO, IBOWHO-

pano npoyusane ¢aza 3 (CADMUS). [lanuenTrTte ca paHAOMHU3UPaHU 1
MOJTy4aBaT HITH II 0 (n = 37), Wiy npenopbYUTeNHaTa 1032 ycTeKuHyMao (Bk. Touka 4.2; n = 36),
WY TIOJIOBUHATA J(ghpenopI,qI/ITenHaTa 1032 ycTekMHyMab (n = 37), upe3 MOJKOKHO MHKEKTHPaHE Ha
ceamutti 0 u 45¢hen ToBa npwiarane Ha Bceku 12 cenmunm (q12w). Ha ceqmunia 12 marueHTHTe,
JIEKyBaHHU C €00 ca mpeMHUHaIIM Ha YCTEKMHYMa0.

Tayuenmu 6 1onowecka 6w
EdwukacHocrTa Ha ycTek
17 roguHu ¢ yMepeH 1
CIIAMO, IIanedo KoH

[Tanme & PASI > 12, PGA > 3 u 3acernara tenecHa noBbpxaoct (BSA) mone 10%, xouto ca 6mmu

KaHILQTH 3a CHCTEMHA Tepanus Wik GoToTepanusi, ca OTTOBapsUIM Ha yCIOBUATA Ha IPOYYBAHETO.

II nTerHo 60% OT manueHTHTe ca OWIIK MOJIOKEH! Ha MPeAIIecTBalla KOHBEeHIIMOHATTHA

C'&EEMH& teparmus win dotorepanus. [Ipudbmusurtento 11% oT manueHTHTE ca MK MPE/IIecTBaIa
amust ¢ OMOJIOTUIHH CPEACTBA.

ITepBUYHaTa KpaliHa TOYKa € ChOTHOIIIEHUETO Ha MAllMeHTUTE, KOUTO ca nocturHainu PGA oiieHka Ha
n3uucrenu (0) nmu muanMmanau (1) mmaku Ha ceamuna 12. BropuuHuTe KpaitHU TOYKH BKJIIOYBAT
PASI 75, PASI 90, npoMsHa cipsiMO U3XOHOTO HUBO Ha /[epMaToIorH4eH HHAEKC 32 KayecTBO Ha
xwuBoT npu Aena (Children’s Dermatology Life Quality Index, CDLQI), npomsiHa cripsiMo U3XOAHOTO
HHBO Ha o0IIaTa OIleHKa 10 CKajaTra Ha BempocHuK 3a kauecTBO Ha KUBOT Tipu nera (Paediatric
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Quality of Life Inventory, PedsQL) Ha cenqmuma 12. Ha ceamunia 12, maniueHTHTE TPETUPAHU C
yCTeKHHYMa0 MOKa3BaT 3HAYUTEIHO MO-TOJISIMO MO00PEHHE Ha TICOPHA3KCa U CBBP3aHOTO ChC
3/IpaBETO Ka4€CTBO HA HMBOT B CpaBHEHUE ¢ Iuiane6o (Tadbnuia 6).

Bcenuky nanmeHTy ca mpocieasaBaHu 3a epUKaCHOCT 3a Meproja OT 52 CeAMHUIIN CIIe]] TEPBOTO
MIPIJIO’KEHUE Ha U3MTUTBAHS JIeKapCcTBEeH MpoayKT. ChoTHOIIeHneTo Ha nanueHTuTe ¢ PGA oren ’O
Ha m3urctenu (0) win MmuanManay (1) Tiaku U CbOTHOIIEHHETO Ha nmocturHanute PASI 75 HOK@
pasiuka MEeXIy Tpyrara JIKyBaHa ¢ yCTeKHHyMa0 U 1iane0o rpynaTa Ha ITbpBaTa BU3UTA Ha

ceaMmuIia 4 cien HadaJlHaTa, JOCTUTAKH MakcuMyM Jo ceamutia 12. [lomoOpenusta B PGA, & I,
CDLQI u PedsQL ce nogaspxat 10 ceamuna 52 (tadnuia 6). O

Tab6umna 6: O0001menne HA MBPBUYHATE H BTOPUYHUTE KPaiiHA TOYKH HA CeIM 2u
ceamMuia 52 P
MeauaTpuyuno npoyusane npu ncopuasuc (CADMUS) (Bn3pact 2247 r.)

Cenvuna 12 N~ /CenMnua 52
Iane6o [Tpenopbunrenna "(‘ [penopbunrenna
71032 Y CTEKHHYM: no3a Y CcTeKnHyMab
N (%) N (%) N N (%)

PannoMu3upanu nanueHTH 37 36 A 35
PGA n)\{
PGA na m3uncrenu (0) wmm 2 (5.4%) 25 (G0 20 (57,1%)
MuHUMaIHH (1)
PGA na usuncren (0) 1(2,7%) A7 37.2%) 13 (37,1%)
PASI i
PASI 75 pecionaepu 4 (10,8%) \Q/ 29 (80,6%)* 28 (80,0%)
PASI 90 pectionnepu 2 (5,4%) Y& 22 (61,1%)° 23 (65,7%)
PASI 100 pecrionaepu 1 (2,7%) 14 (38,9%)" 13 (37,1%)

<@
N

6(162%0 |
KL

CDLQI
CDLQI ot 0 mmn 1° |

18 (50,0%)" | 20 (57,1%)

PedsQL

IIpoMsiHa CIIPAMO U3XOIHO @)

HUBO 3,@(.10,04) 8,03 (10,44)" 7,26 (10,92)
Cpemno (SD)" PR

& p<0,001 |/

0 CDLQI: CDLQI e nepmarosiornuex I/IkprMeHT 3a U3MepBaHe Ha e(eKTa Ha KOKHUS POOJIEM BEPXY CBBP3AHOTO

CbC 3PaBETO Ka4eCTBO HA )KI/IBKIN[ nenuatpuynaTa nomyaanus. CDLQI ot 0 mim 1 mokassa, ue HsiMa eeKT BBPXY
Ka4ecTBOTO Ha JKUBOT Ha ,E[CTCIO.

® p=0,002

T
PedsQL: PedsQL e o6 3a M3MEepBaHe Ha CBBP3aHOTO ChC 3[PaBETO Ka4eCTBO Ha )KUBOT, pa3paboTeHa 3a
ynoTpeda B Hor[ynaun@ a Jieria ¥ roHom. 3a mianedo rpynata Ha cenmuna 12, N = 36

A p=0,028

ITo Bpeme Ha 1 ug)-KOHTpoanaHm nepuo 1o cenmuna 12, epuKacHOCTTa Ha JIBETE JO30BH
TPYIH, MPETIO éhTenHaTa Y TIOJIOBHHATA OT MPENOPhUUTENIHATA, KAaTO LSJI0 € CPAaBHUMA B
II'bPBUYHAT fiHa Touka (69,4 n 67,6% CbOTBETHO), BRIIPEKH Y€ NMa JJaHHU Ha JI030B OTTOBOP 3a
MO-BHUCO %ofx’mocn/l Ha KpuTepuute 3a euracHocT (Hanp. PGA na uzuucrenu (0), PASI 90). Cien
ce)lMHU@ , ©PMKAaCHOCTTA KaTO ISUI0 € IMO-BUCOKA U MO-TPOIBIIKUTETHA IIPY rpynara ¢
npendpbunTeNIHa 1033, B CPABHEHHUE C TPyIaTa Ha MOJOBHHATA OT MPEMOPbUYUTENHATA 7032, IPH
KO Q Ha0IroaBa MO-9eCTO yMepeHa 3aryoa Ha e(hUKacHOCT B Kpas Ha BCEKH 12-ceTMUYICH 1030B
Baj. [Ipodunure Ha 6€30MaCHOCT Ha MPEMOPHUUTEIIHATA /103 U HA TOJIOBUHATA OT
eMOpBHUNTENTHATA 1032 Ca CPABHUMH.

Heya (6-11 200unu)

EduxacHocTTa Ha ycTeknHyMab e nmpoydyeHa npu 44 nequaTpuyHy NaUEHTH Ha BB3pacT oT 6 110

11 ronuHaM ¢ yMepeH A0 TEXbK IUIAKOB IICOPHA3UC B OTKPUTO, MHOTOLIEHTPOBO IIpoy4BaHe ¢asa 3 ¢
exano pamo (CADMUS Jr.). [TanuenTuTe ca IeKyBaHH C MPETNOPHUNTETHATA 1032 YCTEKNHYMa0 (BXK.
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Touka 4.2; n = 44) upe3 moaKoKHA UHKEKIHs B cenMuiin 0 u 4, mocaeABaHO OT MpUaraHe BEIHBXK Ha
Bceku 12 cemmunu (q12w).

ITammmenTtn ¢ PASI > 12, PGA > 3 u c¢bc 3acernata BSA naii-manko 10%, KOMTO ca KaHAUIATH 3a
CUCTEMHA Tepamnus uiH GoToTeparnus, ca O MOIXOASIIH 3a mpoyuBaneTo. [IpubnmsurenHo 43% ot
MMalHCHTUTE UMAT MPE/IIIeCTBAINA SKCTIO3HUITHSA Ha KOHBESHITHOHATHA CUCTEMHA TepaIvs UiTH
¢dororeparnus. [TpubnuzutenHo 5% OT MaMEHTHTE UMAT MPE/IIIECTBAIA EKCIIO3UIUS Ha 6Honor&<jgf1

cpencraa.
~

[IbpBUYHATA KpaiiHa TOYKa € MPOICHTHT MAllMeHTH, TOCTUTHAIN cKop Ha PGA m3uuctenu (0 miu
MuHuManHu (1) Ha cenmuna 12. Bropuunure kpaiinu Touku BkiatouBat PASI 75, PASI % IIpOMsIHA
CHPSMO M3XOJHOTO HUBO Ha J[epMaTOIOTHYHHS WHAEKC 32 Ka4eCTBO HA JKUBOT IIPH [ hildren’s
Dermatology Life Quality Index, CDLQI) Ha ceqmuma 12. Ha cemmuria 12 nmarueHTHIE, TEKyBaHU C
yCTeKnHyMa0, MMoKa3BaT KIMHUYHO 3HAYMMO 1MOo100peHue Ha Icopra3nca u cm:p@o ChC 3/IpaBeTo
KavecTBO Ha >KMBOT (Tabmuua 7). Q\

Bceuuky naiMeHTy ca mpociiesiBaHu 3a epUKacHOCT 10 52 CeMUIIHU Clie] 0TO TIPIJIOKCHHE HA
MIPOYYBAHOTO JIEKapCcTBO. [IpOLIeHTHT Ha MalIMEHTUTE ChC CKOp HAa PGA crenu (0) wum
vuHauManHu (1) Ha cenvuma 12 e 77,3%. EduxacHocT (onpeneneHa K GAOwmm 1) e
Ha0JII0JaBaHa OIlle IPU IBPBOTO MOCEIICHUE CIEA U3XOIHOTO HUBO eamuIia 4, a IPOIEHTHT Ha
ManyMeHTuTe, focTurnanu ckop Ha PGA 0 wiu 1, ce moBuimasa Jo, una 16, kato ciex ToBa ocTaBa
OTHOCHTEHO cTa0OumiieH o cenmuiia 52. [loqoopenusita va PG SI u CDLQI ce moaabpxar 10
ceamuria 52 (tabnuma 7). @

Tab6umnna 7: O6001menne HA MBPBUYHATA U BTopannQ}cpaﬁHn TOYKH Ha ceaMuna 12 u Ha

ceamuua 52
MeauaTpuuno npoyusane npu ncopuazuc (CADMUS Jr.) (Bu3pacr 6-11r.)
Ceu&nﬁn\c{z Ceamuua 52
Hpeno@(ﬁeHHa J103a IIpenoppunrenna no3a
ycTekuHymab yCTEeKHHYMao
(O N (%) N (%)

Bxirrouenn nmanueHTH J (\\ 44 41

PGA O\\

i Sﬁ‘n f;f;;‘g;e“ @mm = 34 (77,3%) 31 (75.,6%)

PGA na m3unctenn (0) A 17 (38,6%) 23 (56,1%)

PASI N

PASI 75 pecrionepd ==\ 37 (84,1%) 36 (87,8%)

PASI 90 peCHOH,EleI/I,\V 28 (63,6%) 29 (70,7%)

PASI 100 pecriosngpir’ 15 (34,1%) 22 (53,7%)

CDLQI’ ANX

[Mamuentu ¢ C LDI > 1 Ha (N=39) (N=36)

U3XOJTHO HU

CDLQI 0 a1 24 (61,5%) 21 (58,3%)

a
CDL@%LQI € IepMaTOJIOTYeH HHCTPYMEHT 32 OLIeHKa Ha e)eKTa Ha KOXKHHS IPOOIeM BbpXY CBBP3aHOTO ChC

3apdBeFo KayecTBO Ha XKUBOT Ipu nepuarpuunara nomynanus. CDLQI 0 wiu 1 nokassa, ue HsiMa e(eKT BbPXY

IQCTBOTO Ha JKHBOT Ha JICTETO.

Bdu-e@cT Ha Crohn
@OHaCHOCTTa 1 e(pUKACHOCTTA HA YCTEKUHYMAa0 ca OIICHEHU B TPU PaHJAOMU3UPAHU, IBOHHO-CIICIH,
nare00-KOHTPOIMPAHH, MHOTOLIEHTPOBH MPOYYBAHUS TP BH3PACTHU MAIIMEHTH C YMEpEeHa JI0 TeXKa
aktuBHa OosiecT Ha Crohn, ¢ Munekc Ha akTMBHOCTTA Ha OosiectTa HAa Crohn (Crohn’s Disease
Activity Index, CDAI) > 220 u < 450). [Iporpamara 3a KTHHUYHO pa3padOTBaHe ce ChCTOU OT JBE 8-
ceIMUYHHM ITpoy4uBaHus ¢ nHTpaBeHo3Ha HHIYKIusA (UNITI-1 u UNITI-2), mocnenBanu ot 44-
CEIMHUYHO PAHIOMHU3UPAHO IMPOYUYBAHE C TOJIKOXKHO MPHUIIOKEHUE Ha morbpxkaia go3a (IM-UNITI),
MPEJICTABIIABAIIHN 52-CeIMUYHA TEPAIIHS.
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[IpoyuBanusra ¢ naaykuus BkmouBaT 1409 (UNITI-1, n = 769; UNITI-2 n = 640) narnuenTy.
IIspBUYHaTA KpaifHa TOYKA 32 ABETE HHAYKIIMOHHHU TIPOYYBAHIS € MPOIICHTHT HA YUYACTHUITUTE C
KJIIMHUYEH O0TroBop (ompeneneH kato Hamanenue Ha CDAI ckopa ¢ > 100 Toukn) Ha ceamuiia 6.
JlanHnTE 32 €PUKACHOCT C€ CHOMPAT U aHATM3UPAT JI0 CeIMUIIa § 3a IBETE MPOYUBAHMSL.
EnHOBpeMEHHOTO NPHIIOKEHHE Ha ITEPOPATHU KOPTUKOCTEPOUAH, UMYHOMOIYIIATOPH, fb
aMUHOCANINLIMIATY M aHTUOMOTHIIM € pa3perieHo u 75% oT mareHTruTe NpoIbKaBaT Ja Moy b
Hali-MaJKo €IHO OT Te3U JEKapCcTBa. B ABeTe mpoyuBaHUs MAIUEHTUTE Ca PAHIOMU3UPAHU 1a @
MOJTYYaT €THOKPATHO WHTPABCHO3HO MPEMOPBUHNTETHATA 1033 OT MpUOIM3uTEIHO 6 mg/kg B Q
3aBHCHMOCT OT TeiecHOTO Terio (BuwxkTe Touka 4.2 ot KXIT na Eksunbi 130 mg KOHHeHTan
MPUTOTBSIHE Ha WH(Y3HOHEH pa3TBOp), pukcupana no3a 130 mg ycrekunymad nin rmeu@o Ha
cenmuna 0.

ITanmenture B UNITI-1 ca nekyBaHM HEYCHEIIHO WM UMAT HETOHOCUMOCT KbM up%uecmama aHTH-
TNFa repanus. [Ipubnusutento 48% oT naundeHTUTE ca JIEKyBaHU HEYCIICIHOC 1 ipeniiecTama
anTu-TNFa tepanus, a 52% ca jieKyBaHM HEYCIIEUIHO ¢ 2 WM 3 NPEALIECTB antu-TNFo Tepanuu.
B toBa npoyusane 29,1% oT man@eHTuTe IMaT HeI0CTaThueH HadyaleH OT (TBpBUYHU
HepecnoHepn), 69,4% ca ce MOBIUSIIN, HO Ca MPECTAHAIH JIa CE MOBIUABAY (BTOPHUUHU
HepecroHaepn), a 36,4% uMat HemoHocuMocT KbM aHTh- TNFa Tepa%

BKJIFOUUTEITHO KOPTHKOCTEPOUIN I UMYHOMOYJIaTOPH, KaTQ, HE ca JIKyBaHH J0Cera ¢ aHTU-
TNF-a Tepanus (68,6%), wiu ca morydaBaiy npeay ToBa aHTH- INFa Tepamms, HoO T e Omia
meycnemrHa (31,4%). é

[Marmenture B UNITI-2 ca nexyBaHu HEyCHEIIHO Hali-MaJIKo C gg{%HBeHuMOHaﬂHa Tepanus,

B neere UNITI-1 u UNITI-2 35aunMO0 1o-royisim npoue%s OT MALIMEHTUTE B IpyIaTa, JJEeKyBaHa ¢
YCTEeKHHYyMa0, ca ¢ KITMHUYCH OTTOBOP M PEMUCHS B gpaBHEHUE C muianedo (Tabmuna 8). Kimuaunaausat
OTTOBOP U PEMHUCHSATA ca 3HAUUMH OIIE HA CEAMHIL @ﬁpn MAIMEHTHTE, JEKYBAaHH C YCTEKHHYMa0, U
T€ MPOABIIKBAT Ja Ce MO00pABaT 10 CEAMUIIA @esn MPOYYBAHUS C MHIYKIHS ePUKACHOCTTA €
II0-BHCOKA ¥ C€ IO Ibprka Mo-100pe B rpyHaQ? 03a B 3aBUCHMOCT OT TEJIECHOTO TerJjo, B
CpaBHEHUe ¢ rpynara ¢ f1o3a 130 mg 1 mopau ToBa NpH UHTPABEHO3HA UHIYKIHS c€ MpernopbhiBa
JO3UPAHETO B 3aBUCUMOCT OT TCJ'ICCH(BFO & 0.

Tabauna 8: UHaykuus Ha KJIMHH *[TOBOP u pemucust B UNITI-1 u UNITI 2

= UNITI-1* UNITI-2**
N [lnanedo |IIpenopbuurte| Ilnanedo |IIpemopbuure
& \ N =247 JIHa 103a N =209 JIHA 103a
*& yCTeKMHYMa0 yCTeKMHYMa0
N N=249 N =209
KinHuuHa pemucns, geiMrina 8 18(7,3%) | 52(20,9%)* | 41(19,6%) | 84 (40,2%)*

KnuH1YeH oTroBo TOYKH),
ceamuna 6 I\

Komumen OTZEE‘R’ (100 Touxu), 50 (20,2%) | 94 (37,8%)* | 67 (32,1%) | 121 (57,9%)"
ceamuna 8 >

70-TOUKOB-OFFOBOP, CEAMHIA 3 67 (27,1%) | 101 (40,6%)° | 66 (31,6%) | 106 (50,7%)"
70-T0qw:‘o'Tr01aop, ceaMuua 6 75 (30,4%) | 109 (43,8%)° | 81 (38,8%) | 135 (64,6%)*
Kimnnyaga pemucus e onpenenena kato CDAI ckop < 150; KinuHUYHHAT OTIOBOP € OIpeJiesieH KaTo HaMaJIeHUe Ha

CDAQop ¢ Haii-Manko 100 TOYKH WK ChCTOSHUE B KIMHUYHA PEMUCHS
BUAT OTTOBOP € ompezesnieH kato Hamanenue Ha CDAI ckop ¢ Haii-manko 70 Touku

7;“’@“‘
* eycnex Ha aHTH-TNFo Tepamus

53(21,5%) | 84(33,7%)° | 60 (28,7%) | 116 (55,5%)"

Heycnex Ha KOHBEHIIMOHAJIHATA TEPATIUs
Q p <0,001
® p<0,01
B mpoyusanero ¢ nogubspixkaria tepamus (IM-UNITI) ca onenenn 388 manueHTH, KOUTO TOCTUATAT

100-TOoYKOB KITMHUYICH OTTOBOP HA CEAMUIIA 8 OT HHAYKIHITA ¢ ycTeKnHyMab B npoyuBanus UNITI-1
u UNITI-2. [TanmenTure ca paHAOMU3HPAHU HA CXeMa Ha MOAIBPIKAIIO0 JICYCHHUE C MTOAKOKHO
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npunoxkenre Ha 90 mg ycrekuaymad npes 8 cenmuny, 90 mg ycreknnymab npes 12 ceaMuny uin
wiane0o B Npoab/DKEHHE Ha 44 ceqMHLU (3a MpEeNopbUYUTEIHATa HOAIbpKALIA 1032 BXK. Touka 4.2).

3HaYMMO MO-TOJISIM MPOLEHT MALMeHTH B TPYNHUTE, JIEKYBaHU C YCTEKUHYMa0, MOAIbPKAT KIMHAYHA
pPEeMHUCHSI U OTTOBOp Ha ceAMHLa 44 B cpaBHEHHE ¢ rpynara Ha mianebo (Bx. Tabmuma 9).

Tabauua 9: Hogabp:kane Ha KIUHUIHUA 0TroBOP M pemucusi B IM-UNITI (cenmumna 44; b
52 ceaMuum OT 3am0YBaHe ¢ HHAYKIIMOHHATA 103Q) ,\Q/

[nanedo* 90 mg 9
YCTeKMHYMa0 ycT@HyMaﬁ
npe3 lee:s

8 cexmuum ceIMHMIH
N=131f + ,.<> =129t
N=128" )4
Knuanuna peMucust 36% 53%" . 7 49%°
Knunnuen otrosop 44% 59%,’(‘ 58%°
Knuanana pemucust 6€3 KOPTUKOCTEPOH U 30% {%" 43%"°
KnvHWYHA peMuCHs IPH MAIMCHTH: N

7>
\/
B pCMUCH B HAYAJIOTO HAa NOAABPIKAIIATA 46% (36/79) ‘Q%) (52/78)a 56% (44/78)

TCpaIus
4
‘é‘i{‘;‘; gg;““m“ OT MPOYHBAHE 44% (3 1/7@§Z> 63% (45/72)" | 57% (41/72)
_ N
;‘1’\?132 f:p‘;?_{ ﬁf{“yBaH” jlocera ¢ ath 49% (26151) | 65% (34/52)° | 57% (30/53)
‘é‘i{‘;‘; ggl‘;““m“ OT HpoyHBaHe 2@%( 6/61) | 41%(23/56) | 39% (22/57)
Knunnunara pemucus e onpenenena kato CDAI ckop < 150; HUYHUAT OTTOBOD € ONPEAENICH KaTo HaMaJIeHUe Ha
CDALI cxop c¢ Haii-manko 100 TOUKH HIH CHCTOSIHUE B K YHA PEMUCHS

* TI'pynara Ha mmane6o ce ChCTOU OT HAI[MEHTH, KOUTO €@ Ce MOBIMSUIN OT YCTeKHMHYMAal U ca paHIOMHU3HPAHH 12
MOTy4aBaT IuIanedo B Ha4anoTo Ha r[omn,p)KaLuaT% TS
ManuenTn, kouro umat 100-TOYKOB KIMHAYEH OTTOBOP KbM yCTEKHHYMal B HA4aJIOTO HA MOJbpIKAIIaTa Tepamus

PR,

[TarmenTy, KOUTO HE ca c€ MOBIUSUIN OT KOHB@IOHaJIHaTa Tepanus, Ho He aHTu-TNFo Tepanust
IMauuenTu, kouto ca pedpakTepHu WK uy MMOHOCUMOCT KbM aHTH-TNFa Tepanus

p<0,01
@)

p<0,05
®  womummanHo 3HaummMa (p < 0,05) &

(= I

B IM-UNITI 29 ot 129 nang {I%/I\He NOJIBPXKAT OTTOBOPa KbM YCTEKHHYMa0 NpU NMPHIIOKEHHE TIPe3
12 cenMuIy 1 € IO3BOJICH %I/IFHP&HQ Ha JIo3aTa Taka, 4e Jia MoJIy4aBaT yCTeKnHyMal mpe3

8 cemmuru. 3arybara Ha op e onpenenena kato CDAI ckop > 220 touku u > 100 Touxu
MTOBUILIEHUE CIIPSIMO M:@ Hust CDAI ckop.Ilpu Te3u nanueHTu KIMHUYHA pEMUCHS ce TIOCTHra Ipu
41,4% ot HaLII/IeHTI/IQ6 CEIMHILIM CJIE]T KOpUTUPAHE Ha 103aTa.

0 HE ca IMOCTUTHAJIM KIMHUYEH OTTOBOP KbM MHAYKIIUS C YCTeKHHYMal Ha
yuBaHusATa ¢ uHAYKIKUa UNITI-1 u UNITI-2 (476 nanuentn), ca BKJIIOYEHH B
aHarta yacT oT poyuBaHeTo ¢ noaxbpxamia tepanus (IM-UNITI) u ca momyumin
nozuconcan kekmwst ¢ yeteknaymMad 90 mg o ToBa Bpeme. Ciienr ocem ceamutta 50,5% ot
narue € ca TIOCTHI'HAJIHM KJIMHUYEH OTTOBOP U ca MPOIBJDKIIIM A2 TOIy4aBaT MoLabprKalia
Tep npe3 8 cenmuny. [loBeueTo OT Te3n MaueHTy ¢ NPOABJLKUTENIHA MTOIbPrKaIla TePartus
I pxat otroBop (68,1%) u mocturat pemucus (50,2%) Ha cenmuna 44, KaTo MPOIEHTHT UM €
00CH Ha TO3M MPHU MAUEHTUTE, KOUTO ITBPBOHAYAIHO €A CE€ IMOBJIMSIIH OT HHIYKIIHUS C
TeKHHYMao0.

ITaniuenture, K

Ot 131 manuenTH, KOUTO ca ce MOBJIUSIN OT MHAYKINA C YCTEKHHYMal ¥ ca paHAOMHU3HPAHH B
rpymnata Ha mianedo B Ha4ajloTo Ha MPOYYBaHETO ¢ MOJAbpKalla Tepanus, 51 BrocieacTeue ca
3aryOMiIM OTTrOBOpa cu | ca noxyurid 90 mg ycreknHyMad noaxoxHo npe3 8 ceqmuuu. [losedero ot
MAIUeHTHTE, 3aryOniIi OTTOBOPA CH U TIOJHOBWIIM JIEUEHHETO C YCTEKMHYMa0, ca ro HallpaBHIIH B
pamkuTe Ha 24 ceMUIM OT HHAYKIMOHHAaTa nHGY3us. Ot Te3u 51 nanuentu 70,6% mocrurar
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KJIMHUYEH OTroBOp U 39,2% mocTurar KIMHUYHA peMUcHus 16 ceaMuIu ciell mojy4aBaHeTo Ha
IbpBaTa MOJKOXKHA /1032 YCTEKHHYMaO0.

B IM-UNITI nmauuenTrTe, 3aBBPIIMIN IPOYUBAHETO 10 ceamuna 44, ca MoAXOAAIIN a TPOAbIKAT
JICYCHUETO B MIPOIBJDKEHUE Ha poyuBaHeTo. [Ipu Bcuukute 567 maleHTH, BKIIOYEHHU Ha U JIEKyBaHU
¢ ycTeknHyMal B MTPOIBIDKEHUETO Ha MPOYYBAHETO, KIIMHUYHATA PEMHUCHS U OTTOBOPHT OOWKHOB

ce ToIbpIKaT 10 ceamuIa 252, kakTo mpu 6omaute ¢ Heycnex Ha TNF-Tepanuure, Taka u npu
MalMEHTUTE C HEYCIIEX HA KOHBEHI[MOHAITHUTE TEPAIUU. QQ/

He ca yctaHoBeHM HOBU ChOOpakeHUs 32 O€30MaCHOCT TP YABDKaBaHE HA TOBA HpOY‘IBEl@HO
5 ToAvHM Ha JieueHHe TPy nanueHTH ¢ 6onect Ha Crohn. Q

Enoockonus

BoBHIIHUAT BU]T HA IMTABUIIATa € OLIEHEH €HJOCKOIICKHU IpH 252 MAIUEHTH C TOJ a U3XO0JHAa
€HTOCKOTICKa aKTUBHOCT Ha 3a00JISIBAHETO B €THO MOANpOyYBaHe. [IspBUYHaTAKpdHHA TOUKA €
MPOMSIHA OT U3XOTHOTO HUBO Ha OTMPOCTEHUS SHIOCKOIICKH CKOp TIpH OoJrec rohn (Simplified

Endoscopic Disease Severity Score for Crohn’s Disease, SES-CD), cbcraB
CerMeHTa 3a HaIM4Ke/pa3Mep Ha SA3BHUTE, IPOLCHT Ha JIMTaBUYHATA [TOBE
MPOLICHT Ha JIMTaBHYHATa IOBBPXHOCT, 3acerHara OT APYTH JIE3UH, U ne/BUj Ha
CTecHsIBaHHATa/CTpUKTYpUTe. Ha cenmunia 8, criex eiMHIYHA HHTP 3Ha MHYKIIMOHHA J1034,
npomsHaTta B SES-CD ckopa e no-ronsima B rpynaTa Ha yCTEKUHY, 3J%(n =155, cpenna
mpoMsiHa = -2,8) 0TKOJIKOTO B IpymnaTa Ha mianedo (n = 97, cpe pomsiHa = -0,7, p = 0,012).

Op OT 5 WJIE0-KOJIOHHU
CT, IOKpUTAa OT SA3BH,

Iosnussane na ucmynume @

B exna moarpymna naumeHTy ¢ ApeHupanyu GUCTysu Ha H@;{HO HuBO (8,8%; n = 26), uctynure Ha
12/15 (80%) ot s1lekyBaHUTE C YCTEKMHYMa0 MalMeHTH OBIIMSBAT B MMPOIBIDKEHNE Ha 44 ceqMunn
(ompeneneno xato > 50% HaManeHne OT U3XOAHO HEBO B MPOYYBAHETO C HHAYKIHSA Ha Opos Ha
JIpeHupammre GUcTyan) B cpapaenue ¢ 5/11 (45,2& ianeoo.

Kauecmeo na Hcusont, C6bP3AaHO CvbC 30]9066
KauectBOTO Ha JKMBOT, CBBbP3aHO CHC 3IpaBLTO, € OLICHCHO MMOCPEACTBOM B’prOCHI/IK npu

BB3MAJUTEITHN 3200IIIBaHUs Ha YyepBarTa mmatory Bowel Disease Questionnaire, IBDQ) u
pbapocHuni SF-36. Ha ceamuna 8 naf UTe, MOTyYaBalld yCTEeKHHYMa0, TTOKa3BaT CTATUCTUIECKI
3HAYNMO I10-TOJIIMO M KJIMHAYHO 3H o mogoOpenue Ha oomus IBDQ ckop u Ha SF-36 Mental

Component Summary Score 8 UN u UNITI-2 u Ha SF-36 Physical Component Summary Score B
UNITI-2 B cpaBrenue ¢ mianebo. B mpoyusanero IM-UNITI no cenmuma 44 Te3u mogoOpeHus
OGHKHOBEHO Ce MOUIbPXKAT IEAoBpe IpH JIeKyBaHHU ¢ yCTeKHHYMA0 MAIMCHTH B CPABHEHHUE C
iane6o. [TogobpenueTo H €CTBOTO Ha KHMBOT, CBbP3aHO ChC 3/IPABETO, OOMKHOBEHO CE
MIOTbPKA MPE3 MSLTOTO JHDKSHUE JI0 cenMmuna 252,

Vi1epo3eH KOJIUT O

Be3onacHocrTa 1 CHOCTTa Ha yCTEKHHYyMal ca OIICHEHH B JIB€ PaHIOMHU3UPAHH, TBOMHOCIIEITH,
m1are00-KOHTPOIHPAHN, MHOTOIICHTPOBH IIPOYYBAHUS TIPU BB3PACTHU MAITUEHTH C YMEPEH JI0 TEKBK
aKTHBEH YJIIIE H KoyuT (cKop mo Mayo 6 o 12; eamockonicku cyockop > 2). [Iporpamara 3a
KJIUHUYHO 0OTBaHE Ce ChCTOM OT €THO MPOYYBaHE C MHTPABEHO3HA MHIAYKIHS (HApEUCHO
UNIFI-I) eHue 10 16 ceamuiy, nocueaBaHo ot 44-ceIMUYHO MPOYUBAHE C MOAABPIKALLO
JIeYeHUE ¢, 110JIKOKHO MPUIIOKEHNE, C PaHIOMU3HpPAHO crupaHe Ha JedeHuero (HapeueHo UNIFI-M),
KOCT(Q)GL[CT&BJ‘MB& Hal-MaJKo 52 ceJMHIIY Ha TEePaIusl.

l—%ﬂCTaBCHI/ITC pesynraru 3a epukacaocT oT UNIFI-I1 u UNIFI-M ce ocHOBaBaT Ha IIEHTpaJICH
Q@iemez[ Ha €HJIOCKOITHUTE.

UNIFI-I BxitouBa 961 nanuentu. [TbpBudHaTa KpaliHa TOYKa B IPOYYBAHETO C UHYKIIMS €
MPOIEHTHT Ha YUYACTHHUIIUTE B KIIMHUYHA peMucus Ha ceamuiia 8. [laiueHTure ca paHIOMU3UPaHH J1a
OJTy4aT €THOKPATHO MHTPAaBEHO3HO MpernophunTeHaTa nudepeHnupana 103a 6 mg/kg (Bx.
Tabnuma 1, Touka 4.2), dukcupana go3a 130 mg ycrekunymad i rrane6o Ha ceamuna 0.
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Pa3pemeH0 € CAHOBPCMCHHO MPHUIIOKCHUEC Ha MEPOPATHU KOPTUKOCTECPOUINU, UMYHOMOAYJIATOPU U
aMHUHOCAJIMIHJIaTHh, KaTO 90% ot MaOUCHTUTEC NPOABJKABAT Aa IMOJIydaBaT Hak-MaJIko €IHO OT TC3HU
JICKapCTBa. Bxmtouenure MMaIuCHTHU Tp$[6Ba Jla ca IpE€MHHaJIN HCYCIICIIHA KOHBCHIIMOHAIHA Tepanund

(KOPTHKOCTEPOUIN M HMYHOMOYJIaTOPH) WK JISUEHUE C HalH-MaJIKO €IHO OMOJIIOTUYHO
nexkapcTBeHo cpeactBo (antaronucT Ha TNFa n/unu Benonuzymad). [lpu 49% ot nanuenTure

(ot xkouTO 94% He ca eKyBaHU Jlocera ¢ OMOJIOTUYHH JIEKAPCTBEHU POYKTH). 51% OT marmeHT,

KOHBCHIMOHAJIHAaTa TE€pAIusd € HEYCIICIITHA, HO HE U JICUCHUECTO C OHOJIOTHYIHO JICKaApCTBCHO CpCZ[C-s‘?

ca JIEKyBaHHU HEYCIICITHO WM UMAT HEMOHOCUMOCT KbM OMOJIOTHYHO JICKAPCTBEHO CPEJICTBO.
[IpubnmsutenHo 50% oT ManMeHTUTE ca JEKyBaHN HEYCIENIHO ¢ Haii-Mako 1 mpeamecTBa
TNFa Tepamust (0T kouto 48% MHPBUYHO HE Ca ce MOBIUSUIH), a 17% ca umanu Hai-MajK

¢ autu-TNFa cpeactBo u Benonusymad.

B UNIFI-I 3HaunMo 1mo-roJiiM NpoOLEHT OT MallMeHTUTE ca B KIMHUYHA PEMUCHUS
C YCTeKnHYMa0, B cpaBHeHHUe ¢ miare0o Ha cenmuiia 8 (Tadmuna 10). Ome Ha C
paHHATa TIAHUPaHA BU3UTA B MPOYYBAHETO, U TIPU BCSAKA BU3UTA CIIE/ TOBA I
MAIMEeHTH C YCTeKUHYMaO HAMAT PEeKTaTHO KbPBEHE WIIM IOCTUTAT HOPMAaITH

B CpaBHEHHE C MAIMCHTHUTE Ha Ii1amne6o. HabmogaBanu ca 3HAaUMMU pasiii
1ane0o B YaCTUYHUS CKOP 1o Mayo ¥ CUMITOMATUYHATA PEMUICHS OIS

QTI/I—
(giepamm
<

BT, éa, JIeKyBaHa
e@ia 2, Haii-

M TIPOLICHT
TOTa Ha Medexars

CXKIy YCTEKUHYMa0 U
eaMuIa 2.

EdukacHocTTa € mo-Brucoka B rpymnara ¢ audepeHmnupanara g03a (6 ﬂg‘@(g) B CpaBHEHHE C rpyIara ¢

no3a 130 mg mo oTHoIeHNe Ha M30paHU KpaltHU TOUYKH U nopaay@

CC MPEIOPBHYIBA KAaTO N03a 3a MHTPABCHO3HATA MHAYKIH.

Q

IQepeHIUpaHOTO 03UpaHe

Tabauua 10: Pe3roMe Ha OCHOBHUTE Pe3YJITATH 32 e(])nKaGi'OCT B UNIFI-I (Cenmuna 8)

(Z/ IInanedo IIpenopbuuTenna
\zm N=319 /1032 ycTeKMHYMao*
N =322
O
Knunnuna pemucus* R \1‘/ 5% 16%*
[Ipu maumenTyn ¢ HeycnenHa KOHBeHuHOHaI@ HO He 9% (15/158) 19% (29/156)°
1 OMOJIOTMYHA TEPAIus [e,)
I1p¥ IAMEHTH C HEYCIICIIHA GHOIOTHYH TCPAITHs 1% (2/161) 13% (21/166)°
IIpu nanueHTH ¢ HeyCHemHa Tepagnxga{m ¢ TNF, 0% (0/47) 10% (6/58)"
Taka M C BeJ0Iu3ymMad N
Knuunyen otrosop® ) O‘ 31% 62%*
IIpu nanuenTu ¢ HeycnenHa Ko&xeruHOHanHa, HOHE| oo, (56/158) 67% (104/156)°
1 OMoNIOTHYHA Tepanus
TPy MALMEHTH C HeyCrenfINGHOIOrHYHA TepaIHs” 27% (44/161) 57% (95/166)°
[Ipu nanuenTu ¢ Heycn a tepanus kakto ¢ TNF, 28% (13/47) 52% (30/58)"
TaKa U C BEOJIM3YMa@\,,
JIuraBudHO 03/1paBsBafmy 14% 27%*
IIpu mauuenTu CQ)IrcnemHa KOHBEHIIMOHAJIHA, HO HE 21% (33/158) 33% (52/156)"
u OuonornyHagepanus
[Ipu manuensy ¢ HeycnenrHa OMOJIOTHYHA Tepamus 7% (11/161) 21% (35/166)°
CHMITOMATH9HA peMuCcHs’ 23% 45%°
T
i(;h;il;m CHUMIITOMaTHYHA PEMUCHS U JTUTAaBUYHO 89 2194

QV
&Q
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Z[osa 3a I/IH(i)y?)I/ISI Ha yCTeKI/IHyMa6 1pH U3II0JI3BAHEC HAa CXEMa Ha IpujIaraie Bb3 OCHOBA Ha TEJICCHOTO TEIJIO, YyKa3aHa B

Tabruya 1.
*  KiIMHMYHATa pEeMHUCHS CE OTpeelis KaTo ckop mo Mayo < 2 myHKTa, 6e3 HHAUBUAyaleH CyocKkop > 1.

Y Kounnunusr OTTOBOP C€ OIpeIessl KaTo HaMaJIsiBaHe CIIPSIMO U3XOJHOTO HUBO Ha ckopa 1o Mayo ¢ >30% u >3
MMyHKTa, C HAMAJIIBAaHE CIPSIMO M3XOJJHOTO HUBO Ha CyOCKOpa 3a PEKTaTHO KbPBEHE > 1 Win cyOCKOp 3a PEKTaIHO
kbpBeHe 0 um 1.

¥ Anraronucr na TNFo u/uimu BEJ0JIN3yMa0. @

T Jurasmanoto 03/IpaBsBaHE C€ OMPENEs KaTo eHAOCKONCKH cyockop mo Mayo 0 mwm 1.

Y Cumnromarmunara pemucus ce onpeens KaTo cyockop mo Mayo 3a yecrora Ha aedekanusata 0 wim 1 u cyGCl@a
pexTanHo kbpBeHe 0.

+ KoMOuHanusATa OT CHMITOMATHYHA PEMHCHS M JTUTaBUYHO O3/[paBsiBaHE CE ONpPeJIes KaTo cyOcKkop 3a yecfoda Ha
nedexkanusita 0 win 1, cyockop 3a pekTanHo kbpBeHe 0 u eHmockoncku cyockop 0 win 1.

@ 5 <0,001 A
®  Homumano 3xaunmo (p <0,001) ’O
Homunanno 3naunmo (p < 0,05) /b

B UNIFI-M ca ouenenu 523 naiueHTH, IOCTUTHAIN KIIMHUYEH OTIOBOP C ez%baTHo 1.v.
npmwioxkenne Ha ycteknaymMad B UNIFI-I. [lanmentute ca panmoMu3upanu OJIyyaBaHe Ha
nojabpxania cxema ¢ 90 mg ycrekmHyMal MOJIKOKHO Ha BCEKU 8 ceqMu 0 mg ycrekunymab Ha

Bceku 12 cenmury wiu mianedo B mpoabikeHue Ha 44 ceamunu (3a phUUTEIIHATA
oAabpskaima go3a Brkte Touka 4.2 aa KXI1 sa Eksunbi nmxexknnorew) pa3TBop B IpeABapUTEITHO
HaIlTbJIHCHA CIIPUHIIOBKA. @

3HAYNMO IO-TOJISIM MPOIICHT MAIMEHTH ca B KJIMHUYHA peMI/ICI/IS{QI[BeTe IPyIH, TEKYBaHH C
YCTEKHHYyMa0, B CpaBHEHHUE ¢ Tpymara ¢ miarne6o Ha cenmund44 (Bx. Tadmuma 11).

Tadauua 11: Pe3ome Ha OCHOBHUTE U3MepHUTEIH %mcacnocr B UNIFI-M (cenmuna 44;
52 cenMMUM OT 3alI0YBaHe HA MHAYKIIMOHHATA 103a)

\)ﬁefaueﬁo* 90 mg 90 mg
@ N=175 ycTeKMHYMa0 | ycTeKHHYMa0
Q7 npe3 npe3
8 cexmunmn 12 ceamunu
O N =176 N=172
Knuanyna pemucusg™* {‘\\ 24% 44%°* 38%°
ITpu manueHTy ¢ HeyCrenHa O‘
KOHBEHILIMOHAJIHA, HO HE U 6HQ&Aqua 31% (27/87) 48% (41/85)" | 49% (50/102)"
Tepanus
\
Hpi manuert ¢ Heyini@ 17% (15/88) | 40% (36/91) | 23% (16/70)"
OMOJIOTHYHA TEPAITHS” |
[Tpu mamuenTy ¢ He Ha Tepams o o " N "
kakto ¢ TNF, Taka X se/ionm3ymad 15% (4/27) 33% (7/21) 23% (5/22)
[Moxnbpxane Ha K €H OTTOBOP JI0 N o/ a o/ a
commma 445 AN 45% 71% 68%
[Tpu nmanue THC HEeyCIIeIIHA
KOHBeHu&nHa, HO HE M OMOJIOTMYHA 51% (44/87) 78% (66/85)° | 77% (78/102)°
Tepanms ¥
HpH&MeHm C HEyCIIeIIHA o o . o v
oudioruuna Tepams® 39% (34/88) 65% (59/91) 56% (39/70)
MAIMCHTU C HeYCIIeITHA Teparus 0 0 B o B
) o ¢ TNF, Taka 11 ¢ BeOTH3YMA0 41% (11/27) 67% (14/21) 50% (11/22)
L JHiraBiaHO 031paBsiBane’ 29% 51%"* 44%°
Qsﬂoﬂmp’“a‘? Ha IGTHHIIHA PEMHCHA 20 38% (17/45) | 58%(22/38) | 65% (26/40)*
ceamuna 44
Knnanuna peMucus 6e3 KOPTHKOCTEPOU 23% 42%* 38%°
[IpobIKUTENHA pEMUCHS 35% 57%" 48%"
CHMITOMAaTHYHA PEMHCHS 45% 68%" 62%"
Kombunmnpano CI/IMHTOM?TI/I‘IHa pemucus u 28% 48%" 41%"
JUTaBUYHO 03/IpaBsiBaHE
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*  CrneJl MOBNUSIBAHE OT 1.V. YCTEKUHYMaO.

** KiuHHYHATA PEMHUCHS e ONpees KaTto ckop nmo Mayo < 2 myHKTa, 6e3 HHIMBUIyaeH cyockop > 1.

KimHUUHUAT OTroBOp ce onpeaess KaTo HamalisiBaHe CIIPsIMO U3XOHOTO HUBO Ha ckopa 1o Mayo ¢ > 30% u >3

MYHKTa, C HAMaJSIBaHE CHPSIMO U3XOJHOTO HMBO Ha CYOCKOpA 3a PEKTAIHO KbpBEHE > | Mtk CyOCKOp 3a peKTalHO
kbpBeHe 0 nu 1.

AmnTaronuct Ha TNFo w/unu Benonusymao.

JIuraBUYHOTO 031paBsiBaHE Ce OIpeJielIs KaTo eHIOCKONCKH cybekop mo Mayo 0 wm 1. bfb
IMopaspxanero Ha KiuHUYHA pemucus 10 Cenmuia 44 € onpeaeeHo KaTo MAlUeHTH B KIMHIYHA PEMHUCHS 10 Q/
Cenmunia 44 cpen manyeHTHTE B KITMHUYHA PEMICHS Ha M3XOJHOTO HUBO Ha MOIABpXKamara ¢asa.
Kinuungnara pemucus 6€3 KOPTUKOCTEPOU/ CE ONPe/Iesisi KaTO MAlMeHTH B KIIMHUYHA PEMHUCHS, KOUTO He “&Q
koprukoctepouau Ha Ceamuria 44. O
IMpoaemkuTEIHATAa PEMUCHS CE ONPEIeIIsl KaTo YacTHYHA peMucus 1o Mayo npu > 80% 1npu BCHUKH B@a‘n npean
Cenmunia 44 1 yactiyHa pemucus o Mayo nipu nocnensara susuta (Ceamuiia 44).

BaT

CuMmnrToMaTnyHaTa peMucusd ce onpeaciia KaTto Cy6CKOp 1o Mayo 3a 4e€CTOTa Ha Z[e(i)eKaHI/IﬂTa 0 u 1 Cy6CKOp 3a
PEKTAIIHO KbPBCHE 0.

KomOunanusita 0T ciMITOMaTHYHA PEMUCHS U JINTABUYHO 031PABSBaHE CE ONPEIEs KaTo cy@)p 3a 4eCTOTa Ha
nedexanusra 0 mm 1, cybckop 3a pekranHo kbpBeHe 0 1 eHnockoncku cyoexop 0 mm 1. Q\

Z p <0,001 Q

p <0,05 &
®  Hommnamso 3HaumMO (p < 0,001)

Homunanuo 3uaunmo (p < 0,05) Q®

be3 craTuctuuecka 3HayuMOCT

BrnaronpusatHusT epekT Ha yCTeKHHYMAa0 BbPXY KIMHUYHUS O 0p, TUTaBUYHOTO O3/paBsiBaHE U
KIIMHUYHATA PEMUCHS € HaOIF01aBaH MpH WHAYKIUS U TTOAIEPIKAIIO JICUSHUE KaKTO MPH MAIUSHTUTE
C HeyCIHelIHa KOHBEHIIMOHATTHA, HO HE ¥ OMOJIOTHYHA Tepaliil, Taka U MPH IMalMeHTUTE C Hali-MaJKo
€JlHa Mpe/IIecTBallla HEYyCIECIIHA Tepaus C aHTarOHKC @IT NFo., BKIIOYUTEIHO IpU MAIUEHTH,
KOUTO TBPBUYHO HE Ca CE MOBJIUSIN OT TEPAIUs C aHT:Zz\HHCT Ha TNFa. braronpusten edekr e
HaOJI0aBaH CHIO ¥ NIPH WHAYKIWS IPH MAIEeHTH (JHal-Mallko elHa HEyCIelTHa peAIIecTBaIa
Tepamnus ¢ antaroHuct Ha TNFao u BeI[OJII/I3yMa6,£DOSIT HAa MalMeHTUTE B Ta3u MOATPYyIa € TBhp/Ie
MaJbK, 32 J1a C€ HAMPaBsT KaTErOPUIHU 3al<mo'@/m OTHOCHO ONaronpusTHUs e(eKT 1Mo Bpeme Ha
MOJUTbpoKaIIaTa Tepanus B Ta3u rpyma.

THayuenmu, nosnussawu ce om quykgu& yemexkunymab na Ceomuya 16

Ha nauuenTture, 1eKyBaHU C YCTEKUH , KOUTO HE ca Moy4mwIn oTroBop Ha ceqmuna 8 B UNIFI-I,
e npuitoxeH 90 mg ycTeknHyMmao s cenmuna 8 (36% ot manmenTure). OT 151X 9% OT
MAIMEHTUTE, KOUTO IbPBOHAYAIH PaHIOMHU3UPAHU 32 MOJTy9YaBaHe Ha MPENOpbhUNTEeNTHATA
MHIYKIIMOHHA /1032, TOCTUTaT }eutmtn{a pemucusi, a 58% nocTuraT KIMHAYEH OTTOBOP Ha

Cenmumna 16. \&

ITaruenture 6€3 KHHHH‘@TOBOP KbM UHJYKIUS C YCTEKMHYMa0 Ha cenqMuIia 8 B MPOYYBAHETO
UNFI-I, 1o ¢ otrosop @ mvutia 16 (157 nanuenTty), ca BKIIOYSHH B HEpaHAOMHU3MPAaHATa YacT Ha
UNIFI-M u ca HpOI[Q(I/IJH/I Jla TI0JTy9aBaT MOJAbprKalla 103a Ha BCEKU 8 CEIMULIN; TIOBEYETO OT Te3U
naruentu (62%) r@l p>kat oTroBopa, a 30% mocTuraT pemrcus Ha ceqMuia 44.

B UNIFI 1, HTUTE, 3aBBPIIIN IPOYIBAHETO A0 ceaMuIia 44, ca moaXOsIIH a IPOIbIIKAT
JIeYeHHEeTOB PO IbKeHNEe Ha poyuBaneTo. Cpen 400-Te manuenTu, KOUTO ca BKIIOYEHH Ha U

Hpodwwcegf npoyyY8aHemo

JIEKyB YCTeKMHYMab Ha BCeKH 12 wiu 8§ ceMUIN B MPOIBIDKEHUETO HA TIPOYYBAHETO,
CUM aTHYHATAa PEMUCHS OOMKHOBEHO ce 3ama3Ba g0 200-Ta ceaMuIia Ipy MalueHTH, C HeYCIIenTHa
K UOoHaTHa (HO He ¥ OMOJIOTHYHA TepaIlusl) U Te3U C HeyCIelHa OMoJIOTHYHA Tepartus,

FOUUTEITHO TE3U C Heycnex KakTo ¢ aHTH-TNF, Taka u ¢ Begonuszymab. Cpe/ manueHTUTe, KOUTO ca

JYYHITH 4-TOJMIIHO JICUCHHE C YCTEKHHYMA0 U ca OIEHEHU ¢ TIOMOIITa Ha IBJIHHS CKop Mo Mayo 3a

nojbpkane Ha ceamuia 200, cboTBeTHO 74,2% (69/93) 1 68,3% (41/60) momabpxar 3a31paBsiBaHETO
Ha JINTaBUIIATa ¥ KIMHUYHATA PEMUCHSL.

AHanmu3bT 3a 6e3omacHoCT, BKirouBanl 457 naruenTd (1289,9-nanuenToronnHm), IpocieneHu 10
220 cemmuIy, okasa, 4ye npouibT Ha 0e30nmacHOCT MexAy 44 u 220 ceaMuIia, € CPaBHUM C TO3H,
HaOronaBad 1o 44-ta ceqMuIIa.
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He ca ycranoBeHM HOBU choOpaskeHUs 32 6€30MaCHOCT MPHU TOBA MPOIBIDKEHIE HA TIPOYYBAHETO MPHU
MAIUEHTH C YIIEPO3CH KOJIUT, ICKYBaHU J0 4 TOIMHH.

Enoockoncko nopmanusupane

EnmockoIckoTo HOpManu3upaHe € ONpeIeIeHO KaTo eHI0CKOIICKH cyOckop mo Mayo 0 u e fb
HabmogaBano omre Ha cenmuna 8 B UNIFI-I. Ha cenmuria 44 or UNIFI-M To ce moctura npu 249

29% OT manueHTuTe, IEKyBaH! ¢ YCTeKUHYMal ChOTBETHO Ha BCeKH 12 wiu § ceaMuIy, B cpa e

¢ 18% ot manmeHTHTE B Tpymara c miamnedo. &

Xucmono2uyno u Xucmo-eHOOCKONCKO TUSABUUHO 030passeane O
XHUCTONOTUYHOTO O3/IpaBsiBaHe (ONpeneseHo KaTo HeyTpodriHa nHpuiTpanus B < 5%.QT KPUTITUTE,
0e3 paspymiaBaHe Ha KPUITUTE U O3 epo3uH, yIIepaluy WK TPaHyIalliOHHA THK3H,) € OIEHsIBAaHO Ha
ceamuna 8 B UNIFI-I u na Cenmuna 44 8 UNIFI-M. Ha cenmunia 8, cien eqHOKp WHTpPaBEHO3HA
WHIYKIMOHHA 1034, 3HAYHMO ITO-TOJISIM MPOIICHT MAIMEeHTH B rpyIaTa ¢ Ipernopb4ATeNHaTa 1032
MOCTUTAT XUCTOJIOTUYHO 037paBsiBane (36%) B cpaBHEHHE C MAIMEHTHUTE B Ta ¢ iane6o (22%).
Ha Ceamuia 44 nogabspixane Ha To3u eeKT ce HaOIr01aBa Py 3HAYMMO € TIAITUEHTH C
XHCTOJIOTMYHO O3/paBsiBaHe B TPYIUTE C YCTEKHHYMab Ha Bcsikal2-ta cemyivua (54%) v Ha Besika 8-
Ma cenmutia (59%) B cpaBHeHwue ¢ Tuiane6o (33%).

KomOunupana kpaiiHa TOYKa — XUCTO-EHAOCKOIICKO JTUTaBHYHO O@SBEIHG, OTIpeIeNIeHO KaTo
YYaCTHHUIH C €THOBPEMEHHO JIMTAaBUYHO U XUCTOJIOTHYHO O3] He, € OLICHEeHa Ha ceaMuIa & B
UNIFI-I u Ha cenqmuna 44 8 UNIFI-M. [lanmeHTHTE, OTyYaBaTHay CTeKHHYMA0 B MIPEHOpBHUATETHATA
71033, TI0Ka3BaT 3HAYMMO MOJI00OpEHNEe Ha KpaifHaTa TOYKa, Xéio-eHHOCKOHCKo JUTaBUYHO
03/paBsiBaHE Ha CEAMHIA 8, B IpynaTa ¢ yCTeKHHyMa0 (1@) B CpaBHEHHE ¢ Tpynara c mianedo (9%).
Ha cenqmuna 44 monmbprkane Ha TO3H ePeKT ce HaOJIIo IIPH 3HAYMMO TOBEYE MAIUEHTH C XUCTO-
€H/IOCKOTICKO JINTaBUYHO O3][paBsiBaHe B IPYIHTE C yCTeKNHYMa0 Ha Beska 12-ta ceqmuna (39%) u Ha
Bcsika 8-Ma ceamuna (46%) B cpaBHEHHE C rmaue§9s 4%).

Kauecmeo na srcusom, cevpsano cve 30page @

KauecTBOTO Ha KHMBOT, CBP3aHO ChC 3JIPABLTO, € OLICHSBAHO Upe3 BBIPOCHUK MPH BH3MATUTEITHH
3abonsBanus Ha yepBara (Inflammatory el Disease Questionnaire, IBDQ) u Bpnpocaunute SF-36
1 EuroQoL-5D (EQ-5D). J&

Ha cenmuna 8 8 UNIFI-I maruent MOJyYaBajIl yCTEKUHyMa0, MOKa3BaT 3HAYUMO MO-TOJISIMO U
KIIMHAYIHO 3HAYNMO Tomoopenune Ha oomust IBDQ ckop, EQ-5D u EQ-5D VAS, u SF-36 Mental
Component Summary Score 386 Physical Component Summary Score B CpaBHEHHE ¢ ILIAIEe60.
ToBa mogoOpeHue ce moaa MIpY MAIUEHTHUTE, JIeKyBaHU ¢ ycrekunyma0, B8 UNIFI-M no
cenmuna 44. [TogoOpenn a Ka4eCTBOTO Ha )HUBOT, u3MepeHo ¢ IBDQ u SF-36, o0ukHOBEHO ce
MOJIbpIKa MPe3 1sUI0T BpIDKeHUE 10 ceamuia 200.

Ha]_[I/IGHTI/ITC, I0J1 QJTI/I YCTCKI/IHyMa6, nMat 3Ha4yruMoO I10-IroJIsiMO HOILO6pGHI/Ie Ha IPOAYKTUBHOCTTA
Ipu pa60Ta, OLCHE qpe3 No-rojyisiMO HaMaJIsIBaHE Ha O6H_IOTO HApyHICHUC Ha pa60TaTa " Ha

HApPYIIABaHET aKTHBHOCTTA, OlleHeHH upe3 BhIpocHuka WPAI-GH, 0TKONKOTO TarueHTuTe,
NOJTy4aBat 11e00.
Xocnu sayuu u onepayuu, cvpsanu ¢ yayeposer koaum (VK)

Ho c@nua 8 B UNIFI-I mporeHThT Ha yYaCTHUITUTE C XOCTUTAIU3AINH, CBBp3aHu ¢ YK, ¢ 3HaunmMo
no-@c K [IPY YYaCTHHULIMTE B TPyIaTa c MpernopbuuTeInaTa qo3a ycrekuaymad (1,6%, 5/322) B
Cc CHME C yYaCTHHULMTE B rpymnara ¢ miaunebo (4,4%, 14/319), kato HUKOH OT y4aCTHULHTE,
y4aBaJf YCTeKUHYMal B MPeTNopbUYNTEIHATAa HHIYKIIMOHHA /1033, HE € TIOJIOKEH Ha OTeparus,
%Bbpwﬂa ¢ YK, B cpaBaenue ¢ 0,6% (2/319) ot yyacTHUIMTE B Tpymara c miamedo.

Ho cemmuria 44 8 UNIFI-M 3Ha4mMO TTO-HUCHK OpOi XOCTIMTATN3aluH, CBEp3anu ¢ YK, e

HaOJII0/IaBaH MPH YYACTHUIIMTE B KOMOMHUpPaHaTa rpymna ¢ ycrekunymab (2,0%, 7/348) B cpaBHeHUE ¢
Y4acTHUIIMTE B Tpymata ¢ mianedo (5,7%, 10/175). HucneHno nmo-mManbk Opoi y4aCTHUIM B rpynara ¢
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ycrekunymab (0,6%, 2/348) ca moanoxeHu Ha onepanus, cCBbp3aHa ¢ YK, B cpaBHEeHHE C
y4acTHUIHTE B Tpymarta ¢ mianebo (1,7%, 3/175) no cenqmua 44.

HmyHoreHHocr
ITo Bpeme Ha JeueHne ¢ ycTeKHHyMa0 MoraT Jja ce Pa3BUSAT aHTUTEINA CPElly YCTEKHHYMal U

MOBEYETO OT TAX ca HeyTpamusupanii. OOpa3yBaHETO Ha aHTUTENIA CPENTy YCTEKHHYyMab e CBhp3a
MOBHILIEH KJIMPBHC Ha YCTEKUHYMab MpH naiueHTy ¢ 6onect Ha Crohn unm ynueposen konut. H
HaOmroaBaHa HamaneHa edukacHocT. He ce HaOmogaBa oueBHIHA 3aBUCIMOCT MEXKAY HAJIHY Ha
aHTHTEJa CPelly YCTEeKHHyMal 1 MosBaTa Ha PEakIiy Ha MICTOTO Ha HHXEKTHpaHE. &

IlenuaTpuyna monyJanus
EBpomneiickara areHnus mo jJekapcTBaTa oTiiara 3aJIbJDKEHHETO 32 MPEIOCTaBsIHE Ha P TaTUTE OT
MPOYyYBaHUATA C yCTeKNHYyMal B e/IHa WM TIOBeYe MOATPYIH Ha NleinaTpuIHaTa nognaum{ pH

6onect Ha Crohn u ynuepo3eH KonuT (Bx. Touka 4.2 3a ”HGOpPMaLUs OTHOCHO Y 0a B
TIeINATPHATA). Q\

5.2 ®apmakoKMHETHYHM CBOlicTBa §/

AGcopbuus Q/

MenuanaTta Ha BpeMe 3a TOCTUTaHe Ha MaKCHMallHa CEpyMHa KOHH?@HI/IH (tmax) € 8,5 mHU cien
€JIHOKPaTHO MnpuiokeHre Ha 90 mg MOKOKHO MPH 3/IpaBU MMaln . MennaHaTa tmax Ha
YCTeKHMHYMab cie]l eTHOKPATHO MpHiIokeHue Ha 45 mg wu 90 OJIKOXHO TIPY TAIIMEHTH C

TICOPHA3KC Ca CXOJHH C HAOIFOTaBaHUTE TIPH 37IPaBU H&HI/ICHEI/I.

AOcomoTHaTa OMOHAIMYHOCT Ha YCTCKI/IHYM8.6 CIICa eﬂH@aTHO MMOAKOXHO MMPHUIIOKCHUC €

n3uucieHa Ha 57,2% mpu ManueHTy ¢ IICOpHasuc. \2\
Pasnpenenenue Q/

Menuanara Ha obema Ha pasmnpejelicHue B Tepymannata dasza (Vz) ciiel eTHOKpaTHO HHTPABEHO3HO
MIPUJIOKEHHE MTPH MAI[USHTH C IICopua3uc Bapupd oT 57 mo 83 ml/kg.

Buorpanchopmars /%O

ToYHUAT BT HA META0OM3NpPaHEe Ha 5’&@ WHyMa0 HE € U3BECTCH.

Enuvunupane
Menunanara Ha cucteMmans KaphHC (CL) cimen emHoKpaTHO HHTPABEHO3HO MPHUIIOKEHUE TIPH

MAIUEHTH C TICOPHA3UC Bapnpa‘qT\l,99 1o 2,34 ml/nen/kg. MenuaHnarta Ha 1moyty>kuBoTa (i) Ha
yCTeKUHyMa0l € MpUOIN3UT ﬂ&u 3 ceIMUIM NpU MALUEHTH C TICOPUA3UC, ICOPUATHYECH apTPUT, 0OJIECT
Ha Crohn wim ynmepose T ¥ Bapupa oT 15 10 32 n1HM BB BCUUKHU NPOYUYBAHUS HA IICOPUAZHUC U
[ICOPUATHYEH apTPHUT. CHO TpoBeJeH (hapMaKOKMHETHUYCH aHAJIN3 Ha IOMyIalusATa IPUBUIAHUAT
kmupbHe (CL/F) 1 mHUAT o0eM Ha pasnpenenenue (V/F) ca ceorBerHo 0,465 1/d u 15,7 1 mpu
MALUEHTH C TICOP CL/F Ha ycTeknHyMa0 He € 3aBUCHM OT HoJja. PesynraTu ot nomynaunnoHexH
(hapMaKOKMHETHUCH aHATIN3 I0Ka3BaT, Y€ MMa TeHJCHLIUS KbM I10-BHCOK KJIUPBHC HA YCTEKHHYMa0
MIPY MAIMEeHTH Ay TIOJIOKUTEINIEH Pe3yNTaT Ha N3CIIeIBAHETO 3a aHTUTENIa CPEIly YCTeKUHYMao.

HI/IH@P’IHOQ@& o3ara

Cucre excro3unys Ha yeTeKHHYMAO (Crax 1 AUC) ce yBennuaBa 1o HauuH, TPUOIH3UTEITHO

pongPuHOHANIEH Ha 103aTa, cje]l eTHOKPaTHO MHTPaBEHO3HO MPHIIOKECHUE Ha 103U B TpaHHLIATa

Me ,09 mg/kg u 4,5 mg/kg nnu cien eTHOKPATHO MOAKOKHO MPUIIOKEHHE Ha JI03U B TPaHMIIaTa
y 24 mg u 240 mg npu NaiueHTH ¢ copuasuc.

JAMHUYHA CPElly MHOTOKpAaTHa J103a

[Ipodunute Ha cepyMHa KOHIEHTpALUSI-BpEMe Ha yCTEKUHYMa0 ca MPUHIMITHO IPEABUINMU CIIEN
MOJIKOKHOTO TIPUJIOKEHNE Ha €THOKPAaTHH U MHOTOKpaTHH 103u. [Ipu manuenTy ¢ ncopuasuc
CTallMOHAPHUTE CEPYMHH KOHIICHTPAIMK Ha yCTeKMHyMal ca JOCTHIHATH B ceAMula 28 ciexn
II'bPBOHAYAIHY ITOAKOXXHU 1034 B ceamuuy 0 U 4, mocieaBaHy OT 103U HA BCeKU 12 ceamuIy.
Menunanara Ha cTallioHapHaTa cepyMHa KOHIIEHTpanus € B rpanuiure Mexay 0,21 pg/ml u
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0,26 pg/ml (45 mg) u mexnay 0,47 ug/ml u 0,49 pg/ml (90 mg). Hsima odeBUIHO KyMyIUpaHe B
cepyMHaTa KOHIICHTpalus Ha YCTeKUHYMad ¢ BpeMeTOo, KOraTo ce Mpuiiara oJK0KHO Ha BCEKU
12 cenmury.

[Ipu maruenTu ¢ 6onect Ha Crohn u yInmepo3eH KOIUT cliel MHTpaBeHO3Ha /1o3a oT ~6 mg/kg ce
TpuIIara MoIKOXKHA o TbprKaIia Tepanus ot 90 mg ycrekuayMad mpes 8 wim 12 ceaMuITy, KosT
3arouBa Ha ceqmuia 8. KoHIeHTpays Ha yCTeKHHYMa0 B CTallIOHAPHO ChCTOSHUE CE JOCTHTa
HaYaJIoOTO Ha BTOpaTa Mmojaabpxaia n1o3a. [Ipu manuenTu ¢ 6onect Ha Crohn MenuaHara Ha Hay
HHUCKHUTE KOHIICHTPAITUHU B CTAIlMIOHAPHO CHCTOsTHUE Bapupa ot 1,97 ug/ml no 2,24 pg/ml u o Q

0,61 ug/ml o 0,76 pug/ml 3a ycrekuaymad 90 mg cbOTBETHO Hpe3 § CEAMHIIM WM ITPE3 12®Z(MI/IHI/I.
HpI/I MNalUEeHTH C YJIICPO3CH KOJIUT ME€AaHaTa Ha Hal-HUCKUTE KOHICHTpAIMU B CTAllU HO
chbcTOsiHUE Bapupa ot 2,69 ng/ml o 3,09 pg/ml u ot 0,92 pg/ml go 1,19 pg/ml 3a 90 WCTeKHHyM%
Ha BCEKH & ceIMUIIM WK Ha Bceku 12 cenqmuiiv. Hall-HuCKUTe HUBA HA YCTEKMHYM3@\B CTallMOHAPHO

ChCTOsTHUE, ToJyueHH rpu 90 mg ycreknuHymal npe3 8 ceIMUIIM, Ca CBbP3aHH C [FOsBYICOKA YECTOTa
Ha KJIMHAYHA PEMUCHS B CPABHEHHUE C HA-HUCKHUTE HUBA B CTAIMOHAPHO CLCT%—I cien 90 mg mpe3
12 cenmunn. Qj

BJ'II/ISIHI/IG Ha TCIJIO0TO BHPXY d)aDMaKOKI/IHCTI/IKaTa &

B nposenen nonynanuoneH ¢papMakOKUHETHYIEH aHAJIN3, KbAETO ca 1
C TICOpHAa3NC € KOHCTaTHPAHO, Y€ TEJIECHOTO TETJIO € Hal-3HaunMaT
KJIMpBHCa Ha ycTekuHyMad. Menuanata Ha CL/F npu nanuenTu 0> 100 kg e npubauzurenHo ¢
55% mo-Bucok B cpaBHeHue ¢ nauueHTu ¢ terno < 100 kg. Me ta Ha V/F mipu mamuenTu ¢ Terio
> 100 kg e npubmmzurenso ¢ 37% mo-BUCOK B cpaBHeHHe ¢ naruenTty ¢ terno < 100 kg. Mennanara
Ha MUHMMAJTHU CEPYMHH KOHIIEHTPAIIUK Ha YCTEKMHYMa0 n@]auHeHTn C TO-TOJIIMO TETJIO

(> 100 kg) B rpynara ¢ no3a 90 mg ca moJoOHN Ha Te3U r@ MarueHTuTe ¢ mo-mMainko terio (< 100 kg)
B rpymara c po3a 45 mg. [logoGHu pe3ynaTaTu ca Moy OT MOTBHPANUTEICH (hapMaKOKHHETHICH
TIOTTYJIAIIMOHEH aHaJIN3, KBAETO Ca M3MOI3BaHU IaHHK OT MallUeHTH C ICOPHATUYEeH apTPUT.

Kopurupasne Ha yecTtoTaTa Ha MPUI0KCHUE %
Bb3 ocHoBa Ha HaOIOMaBaHUTE JAHHU U IIOIT nonauTe OK ananu3u npu narueHTy ¢ 00JIecT Ha
Crohn u ¢ ynmepo3eH KoJaut paHI[OMI/BI/Ipai&TC YYaCTHHULIM, KOUTO MPECTAHAT [1a CE MOBJIHIBAT OT

3BaHU JAHHU OT IALUEHTH
apuara, Biausiela Bbpxy

JICUCHUCTO, UMAT IMMO-HUCKU CEPYMHHU KO panru Ha yCTCKI/IHyMa6 BBB BPEMCTO B CPABHCHUC C

YYaCTHHUIIUTE, KOUTO HE ca 3aryOnin Bop. [Ipu 6onecrra Ha Crohn KopurHpaHeTO Ha J103aTa OT
90 mg Ha Bceku 12 cenmunu Ha 90 BCEKU 8 CEIMUITU € CBBhP3aHO C TIOBHUIIIABAHE HA Hali-
HUCKHUTE KOHIICHTPAIIUU HA YCTEK a0, KaTo TOBA C€ CHITLTCTBA C MOBHINIABAHE HA C(PUKACHOCTTA.

IIpu ynueposen konut nomynanuoneH @K mojien nokassa, ye KOpUTrUpaHeTo Ha j1o3ata oT 90 mg Ha
Bceku 12 cemmuIy Ha 8 cez[Mi'/rﬁu MosKe 1a ce ouaKBa 1a T0BEE A0 3-KPATHO YBEIMUICHHE HA HAli-
HUCKHUTE KOHLEHTPAINH Ha %EKHHyMa6 B CTaIlMOHApHO cheTosAHME. OCBEH TOBA, Bb3 OCHOBA Ha

JaHHU OT KIIMHUYHUTC U aHWs, IIPU MAIMUCHTH C YJIICPO3CH KOJHUT € YCTAHOBCHA MMOJIOKHUTCIIHA
BPB3Ka CKCIIO3UIUA-OT, MEXOy Hal-HACKUTE KOHOCHTpAalUN U KIMHUYHATA pEMUCHA U
JIMTAaBUYHOTO O34pa c.

CrenuanHy IomyJIHIU
Hsama manngu PMaKOKMHETHYHU JaHHU MPY MAIUEHTH ¢ YBpeAcHa 0B0pedHa i YepHOAPOOHA
(hyHKISL. ?@ MIPOBEICHU KOHKPETHU MPOYYBAHUS IIPU MMALIMEHTH B CTapuecKa Bb3pacT.

®apMa®HeTnKaTa Ha yCTeKI/IHYMa6 KaTo O4J10 € CpaBHUMa MEXKAY MAIlUCHTHU C IICOPpUa3ncC u
YJ'IIIGQGH KOJIUT OT a3UAaTCKU U HCA3UATCKU ITPOU3XO/.

Hq&rnauneHTH ¢ 6osect Ha Crohn 1 ynepo3eH KOJIUT BapuaOMIIHOCTTa Ha KIIMPHHCA Ha YCTEKUHYMao
MOBJIMSIBA OT TEJIECHOTO TETJIO0, HUBOTO HA CEPYMHUs al0yMHH, T10JIa M CTAaTyca 110 OTHOIIICHHE Ha
HTHUTEJaTa CPelly YCTEeKHHyMa0, JOKaTO TEIeCHOTO TETJIO € Hali-3HaunMaTa KoBapHuara, Birseria
BBpXyY oOeMa Ha paznpeneicHue. OcBeH ToBa mpu Oosectra Ha Crohn KIMPBHCHT ce MoBIUsABA OT C-
PEaKTHBHUS MPOTEHH, CTAaTyca M0 OTHOLICHUE Ha HeycleX Ha JedyeHneTo ¢ TNF-anTaronucTy u
pacara (a3uaTcKu CIpsIMO Hea3uaTCKH Mpou3Xo.). Br3aelicTBreTo Ha Te3U KOBapHUaTH € B PAMKHTE Ha
+ 20% oT TUnHYHAaTa WK pedepeHTHaTa CTOWHOCT Ha choTBeTHH DK mapamersp, mopaau ToBa He €
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H€O6XOI[I/IMEI KOpPCKIUA Ha J034aTa 3a TC3U KOBApHUATH. C’BH’LTCTB&H_[OTO MMPUJIIOKCHUC Ha
HMYHOMOAYJIATOPU HAMA 3HAYUTCIIHO BJIMAHUC BBPXY PA3NPCACITICHUCTO HA YCTCKI/IHYMa6.

Pesynratu oT papMakOKMHETHYEH aHANIN3 Ha MOMYJIAUATa HE TIOKa3BaT BIUSIHKUE HA TIOTIOH WK
AJIKOXOJI BbPXY (DapMaKOKHHETHKATa Ha yCTEKUHYyMao.

(%

CepyMHHTE KOHIICHTPAI[H Ha YCTEKUHYMa0 TpH MeAHaTPUYHH MTAIUSHTH C TICOPUA3HUC, Ha B3P T
6 1o 17 roauHu, JIEKyBaHH C MPENOPHUUTEIHATA 1032 CIIOPE] TEIECHOTO TErJIo, Ca CPaBHUMHU
IIpY BB3pacTHATA MOITyJIAIHs C ICOPUA3HUC, JIEKYBaHa € 1032 33 Bb3pacTHU. CEpyMHHTE KOH Ay

Ha YCTEeKHHYMal MpH NMeJUaTpUYHN MalMeHTH Ha Bh3pacT 12-17 ronuHu ¢ mcopuasuc (CA@I S),
JICKYBaHH C ITOJIOBHHATA OT NPENOPhUYHTEIIHATA 1032 CIIOPE]] TEJIECHOTO TETJO, ca 3Haqﬂ@ﬂ{o mo-
HHUCKHU OT T€3H IPH BH3PACTHH NALUCHTH.

Perynupane na CYP450 ensumu /I?’O
Edexrute Ha IL-12 wmu IL-23 Bepxy perynupanero Ha CYP450 eH3umute ca olieHEHU B in Vitro
NMpOy4YBaHE C U3MOJ3BAHE HA YOBEIIIKM XEeNaTOIIMTH, KOETO MoKa3Ba, ye [L-1 yin IL-23 ¢ HuBa ot

10 ng/ml He npomensT aktuBHOCTTa Ha YoBenikuTe CYP450 enszumu (CYP , 2B6,2C9, 2C19, 2D6
unu 3A4; Bx. Touka 4.5). Q/

IIpoBeneno e oTkpuTo npoyuBane (asa 1 3a nekapcTBeHU B33HM0):[9§Q3H51 CNTO1275CRD1003 3a
OIICHKA Ha e()eKTa Ha YyCTEKUHYyMal BbPXY €H3UMHATA aKTUBHOCT utoxpom P450 crien nHayKIHS
U TOJITBPIKAINO MPUJIaraHe MpH MaIMeHTH ¢ aKTUBHA 00JiecT H n (n=18). He ca nabmoaBanu
KJIMHAYHO 3HAYMMHM IMPOMEHH B ekcrio3uiusTa Ha kodenH (CYPTA2 cyOcTpar), Bapdapur

(CYP2C9 cybctpar) omenpason (CYP2C19 cy6erpar), z[ech;bMeTop(baH (CYP2D6 cyberpar) wnu
muaazonam (CYP3A cyOcrpar), koraTo ce U3noi3Bar ChfBFCTBAIIO ¢ YCTEKHHYMa0 npu ogo0peHara
MPENOPBHINTETHA JO3UPOBKA ITPH MAIUCHTH ¢ OOJIECT &hn (Bk. Touka 4.5).

5.3 IlpeakJMHUYHU JAHHHU 32 0€30MACHOCT \)?j

HexnuHUYHUTE HaHHU HE TTOKa3BaT 0coOeH p Q(Hanp. TOKCHYHOCT Ha OpraHuUTe) 3a Xopa Ha Oa3ara
Ha MPOYYBAHMUS 32 TOKCHYHOCT MIPU MHOTOKPATHO MpHJiaraHe, TOKCHYHOCT 33 Pa3BUTHETO U
pPEenpoOayKTUBHA TOKCUYHOCT, BKnquTeg@ (hapMaKoJIOrHYHHUTE OLICHKHU 3a Oe3omacHocT. [pu
MPOYYBaHUS 32 TOKCHYHOCT 3 Pa3BUHIGEO M PENPOYKTUBHA TOKCHYHOCT TIPH JIBJITOONAIIATH MAKAIN
HE ce HabJoJaBaT HeXKeIaH! e@em@xy (depTuUTETa IPH MBKKUTE, KAKTO U BPOJCHHU NeEKTH
WJIM TOKCUYHOCT 32 Pa3BUTHETO. HaOJronaBaT HeXelnaHu epeKTH BEpXyY (epTHUIIUTETa MpH
JKEHCKHTE TIPH yIIoTpebaTa Ha aHAIOTUYHO aHTHTsIIO cperty 1L.-12/23 mpu Mummkwy.

Jo30BUTE HUBA B IpOyYBa PY J)KUBOTHH ca 01130 45 MbTH MO-BUCOKH OT Hal-BUCOKATa
€KBUBAJICHTHA 1034, Ipe NaHa 3a MPUIOKEHUE MPU MAUEHTH C IICOPUA3UC, U BOIAT 0
MaKCUMAaJIHU CEPYMHH SHTpalUM MPU MaiiMyHH, KouTo ca HajJ 100 mbTH MO-BUCOKH OT
KOHIICHTPAINHTE, H TaBaHU [IPHU XOpa.

He ca npOBemuaHonquaHm 3a KapUUHOT'€HHOCT C yCTeKMHyMa0 IOpay JIMIIcaTa Ha HOAXOISIIIN
MOJIENH 33 aHTHLWIO Oe3 KpbcTocaHa peakTuBHOCT KbM 1L-12/23 p40 Ha rpuzaun.

Q

6. MALNEBTUYHU JTAHHHN

6.1/@1]{1&,]« Ha MOMOIIIHUTE BellecTBa

&

QIICTHJII/IH
%(I/ICTI/I,I[I/IHOB XUIPOXJIOPHU MOHOXUAPAT

ITomucopo6ar 80 (E 433)
3axapo3sa
Bopna 3a unxkexkuuu
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6.2 HecbBMECTHMOCTH

[lopanu nurca Ha MPOyYBaHMS 32 HECHBMECTUMOCTH, TO3U JIEKApCTBEH MPOIYKT HE TpAOBa /1a ce
CMECBa C JAPYTH JIEKAPCTBEHU MPOIYKTH.

6.3 Cpok Ha roaHoCT b’b

Eksunbi 45 mg nHXeKIMOHEH Pa3TBOP B MPEABAPUTEIIHO HAITBIHEHA CIIPUHIIOBKA Q/
24 mecena ,&
Eksunbi 90 mg nHxeKOHEeH pa3TBOp B MPEIBAPUTEIHO HAIBIHEHA CIIPHHLIOBKA Q

24 Mmecena

OTnenHuTe NpeABapUTENHO HAITBIHEHH CIPUHIIOBKH MOXKE /1a CE ChbXpaHsIBaT Ip HiHa
temmneparypa 10 30 °C eqHOKpaTHO 3a MakcHMaJleH Iepruoio 1 Mecel B Opur aTa KapTOHEHa
OIIaKOBKa, 32 /1a CE MPEAMNa3AT OT CBETJIMHA. 3allUIlIeTe AaTaTa, Ha KOSTO IIPE WTEITHO HaIl'bJIHEHATA
CTIPUHIIOBKA € U3BaJICHA 3a IIbPBU ITBT OT XJIAIMIHUKA Ha 0003HAYEHOTO H TOHEHATa OMaKOBKa
MscTo. B kpas Ha To3u nepuoj NpoAyKTHT MOXe Aa Obe BbpHAT B XJIa, Ka. M3xBbpiere
CIPUHIIOBKATa, aKO HE Ce U3II0JI3Ba CJIe]l CbXPaHEHHUE NIPU CTaliHa T Typa B paMKuTe Ha 1 Mecer
WIW cIie]l U3THYaHe Ha OPUTUHAIIHHS CPOK Ha TOIHOCT, B 3aBUCHMO TOBa, KOE€ OT JIBETE HACTHITH
MO-PaHo. /O

6.4 CheumajHM ycJ0BHMS HA ChbXpPaHEeHHUeE Q

<

Jla ce cpxpansBa B xnaauinHuK (2 °C — 8 °C). [la He ce BQ@HSSIBQ,.

CoxpaHsBaiiTe peBapuTEIHO HAITbJITHEHATA can/IHqus B KapTOHEHaTa OIaKOBKa, 3a Ja ce
Mpeanasu OT CBETINHA.

AKO e He00X0IUMO, OTAETHUTE MPeIBAPUTETHO H HEHH CIIPUHIIOBKH MOJKE J1a Ce ChXpaHABaT NMPHU
craiiHa Temneparypa 10 30 °C (Bx. Touka 6.3). @

6.5 Buau chabp:kaHue Ha OHaKOBKaTb

Eksunbi 45 mg vHkeKIMOHEH pa3TBOR &ez{BapmenHo HaIThJIHGHA COPUHIIOBKA

0,5 ml pazrBop B 1 ml cnpuHIoBKa CtbK10 Trn | ¢ (uKcupaHa uria oT HepbKaaeMa CTOMaHa U
NpeAna3uTes Ha Uriarta, ChbIbpiKa y4yK, 1 OpoMOyTHIIOBa 'yMeHa TiiaBa Ha OyTaio.
CrpurHITOBKaTa € CHAOIeHa ¢ YCTPOMCTBO 3a ITACHBHA 3aIlIHUTA.

Eksunbi 90 mg I/IH)KGKIII/IOH&’{&_UZBTBOD B IIPEIBAPUTEIHO HANBIHEHA COIPUHIIOBKA

1 ml paztBop B 1 ml crip BKa OT CTBHKJIO THT | ¢ (pMKCHpaHa Uria oT HepbiKaaeMa CTOMaHa U
MpeAIa3uTell Ha UTJIaT BprKala Kayayk, 1 OpoMOYTHIIOBa TyMEHa rilaBa Ha OyTaio.
CrpuHIIOBKATa € CH a C YCTPOWCTBO 3a IMacHBHA 3aIlIKTa.

Eksunbi ce pasilfi)%)amsa B OIIaKOBKa OT | MpeaBapuUTETHO HAITBIHEHA CIIPUHITOBKA.
6.6 Cne&}m NpeAna3Hu MePKH NPH U3XBBPJIsAHe U padoTa

PazTBO & MpeIBapUTEIHO HalmbHeHaTa cipuHiioBka Eksunbi He TpsiOBa 1a ce paskiaiia.
Past T Tp)l6Ba Ja C€ NpOBECPU BU3YAJIHO 3a HAJIMYMUECTO HA BUAMMU YaCTUIU WUJIK IPOMSAHA Ha
mwf%%ezm Jia ce MPUJIOKH MOJKOKHO. Pa3TBOPHT € OUCTBP, OE3I[BETEH 10 OJICAOKBIT U MOXKE Ja
c JKa HAKOJIKO PEOHU MOTyTPO3pAYHH WITA O€IH YaCTUIM MPOTeHH. TO3U BHHIICH BH/ HE €
@o%qaeﬂ 3a MPOTEMHOBUTE Pa3TBOPH. JIEKapCTBEHUAT NPOAYKT HE TPsiOBa Ja ce ynoTpedsiBa, ako
%anmpm € C MPOMEHEH I[BAT WM MBTEH, WK ChAbPIKA BUIUMHU yXK/IM YacTHIN. [Ipenu npunarase
Eksunbi Tps6Ba ma qocTurHe cTaifHa TeMIrepaTypa (IpUOIM3UTEIHO 332 OKOJIO TIOJIOBHH Yac).
[MonpoOHu ykazaHust 3a yrorpeba ca MpeloCTaBeHH B JINCTOBKATA 32 MallMEHTA.

Eksunbi He chabpIka KOHCEPBAHTH, 3aTOBA HEU3MOI3BAHUSIT JICKAPCTBEH MPOAYKT, OCTAHAT B
CIIPUHIIOBKATA, HE TPsIOBa Aa ce u3non3Ba. Eksunbi ce mocTasst kaTo cTepuiHa MpeIBapUTEITHO
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HaIllbJIHCHATa CIIPUHIIOBKA 3a €AHOKpPATHA yHOIpe6a. CHpI/IHHOBKaTa HE Tpﬂ6Ba Ja CC U3I0J3Ba
IIOBTOPHO. Heunsnomn3paunusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MAaTCpUATIN OT HECTO Tp${6Ba Ja ce
HU3XBBPJIAT B CbOTBETCTBUE C MCCTHUTC U3MCKBAHUS.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA 60

Samsung Bioepis NL B.V. Q/
Olof Palmestraat 10 &Q
2616 LR Delft

Hunepnanaus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

O
<
%

Eksunbi 45 mg MHKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA
EU/1/24/1858/001 Q/

Eksunbi 90 mg WHXEeKIMOHEH Pa3TBOP B MPEIBAPUTEIHO HAITbJIHEHA cnm&oma
EU/1/24/1858/002

QQ
9. JATA HA ITbPBO PASPEIHABAHE/HOI[HOBSIB@ HA PASPEHIEHUETO 3A
YIIOTPEBA @

Hata na mepBo paspemanane: ][ mecen ITIT 1. Q/

NS

10. JATA HA AKTYAJIN3UPAHE HA TE A

@Q/

IMoapobHa uHbopMalus 3a TO3H nexapc;@npoz[ym ¢ mpelocTaBeHa Ha yebcaiita Ha EBponeiickata
areHnys 110 JlekapcTsara https:/www=ma europa.eu/.
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https://www.ema.europa.eu/

MPUJIOKEHUE 1/
NPOM3BOUTEIM HA BI/IOJIOF@O AKTHBHOTO
BELIECTBO ¥ TPOM3BOJINTE,I, OTTOBOPEH 3A
OCBOBOKJIABAHE HA IAPTWM
YCJIOBUS WIH orPAHl&fmﬂ 3A TOCTABKA M YIIOTPEBA

JAPYI'U YCJIOBUS 1 CKBAHMSA HA PABPEHIEHUETO 3A
YIHHOTPEBA J&

YCJIOBUA HHWL‘@PAHI/I‘IEHI/IH 3A BE3OITIACHA 1
EOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA TPOAYKT
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A. TIPOU3BOJAUTEJIN HA BUOJOTI'NMYHO AKTUBHOTO BEIIECTBO U
IMPOU3BOJUTEJIL, OTTOBOPEH 3A OCBOBOXIABAHE HA ITAPTUIN

HMe u aapec Ha IPOU3BOAUTCINTE HA OMOJIOTUYHO AKTHUBHOTO BCIICCTBO

AGC Biologics A/S b’b
Vandtarnsvej 83B Q/

Soborg, 2860
Hanus &Q

HMe u aapec Ha IPOU3BOAUTENS, OTTOBOPEH 32 OCBO60)K}IaBaHe Ha MapTuauTe Q

Samsung Bioepis NL B.V. ’b
Olof Palmestraat 10, 0)
2616 LR Delft

Hunepnanus Q;2\
b. YCJOBUSA NI OTPAHUYEHUS 3A TOCTABKA U Y&PEBA

JlexapcTBEHUAT MPOIYKT c€ OTITycKa 110 OIPAaHUYEHO JIEKapCKO npéﬁacaﬂne (Bx. [Ipunoxenue I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2). Q

<

B. JPYI'M YCJIOBUSA U UBUCKBAHUSA HA PWE[[IEHI/IETO 3A YIIOTPEBA

. IleproauyHm aKTyaJU3UPAHH JTOKIATAU 32 @.onacnon (ITAAB)
MsuckpanusTa 3a nogaBane Ha [TAJIb 3a To3u PCTBEH IIPOAYKT €A [IOCOYEHHU B CIIUCHKA C
pedepenTHuTe natn Ha EBpornelickus chio3 ( CIHCHK), IpeaBuaeH B uwi. 1078, an. 7 ot

HupexrtuBa 2001/83/EO, 1 BB BCHUKH cnegaum aKTyaJIM3alliy, MyOJIUKyBaHHU Ha €BPOTIEHCKIS
yeOropTa 3a JeKapcTBa. &
)
r. YCJIoBusun OFPAHH‘I@I}I 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUS HPO]Z\[ KT

. ILnan 3a ynpasnenﬁ'ﬁ pucka (ITYP)

IIpurexarendr Ha pa3 HueTo 3a yrnorpeba ([IPY) TpsbdBa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U

JIeHCTBHSA, CBBP3aHU ocJeqsBaHe Ha JeKapcTBeHaTa 0€30MacHOCT, mocoueHu B oqoopenus [1YP,

MIPEJICTABEH B Mo% .8.2 Ha pa3pemieHIeTo 3a yrnorpeda KakTo ¥ BB BCHUKH CIIEIBAIIN OA00pEeHU
P

aKTyaJTu3aluu P\g\

AKTyaHI/ISI/%&—IYP TpsiOBa Ja ce mojaBa:

. 1o, He Ha EBporeiickara areHius 1o JiekapcTBara;

o B@yim, KOTaTo ce M3MEHs CICTeMaTa 3a yIpaBJlieHHe Ha prucKa, 0cOOEHO B pe3yJTar Ha
TydaBaHe Ha HOBA HHPOPMAIIHS, KOSTO MOXKE JIa TOBEAE 10 3HAYNMHU MPOMEHH B

@(:LOTHomeHHeTo M0JI3a/pUCK, WK CIIe/l JOCTUTaHEe Ha BaKEH eTal (BbB BPb3Ka C MpOCIeIsiBaHe
Q;& Ha JIeKapcTBeHaTa 0€30MacHOCT MM CBEXKAAaHE Ha PUCKA 10 MUHIMYM).
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MPUJIOKEHNE )

JAHHU BBPXY OHAKOB&IA N JIMCTOBKA
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A. TAHHU BbPXY OMAKOBKATA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

BBbHIIHA KAPTOHEHA KYTHS (130 mg)

Vo N
1. WME HA JJEKAPCTBEHHUS IIPOJAYKT Y
<o
Eksunbi 130 mg koHIeHTpaT 32 UH(Y3UOHEH Pa3TBOP Q
yCTeKHHYMab é
N
| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) N\
(o
Bceeku dnakon cpappika 130 mg ycrekuaymad B 26 ml. Qs’b
3. COUCHK HA IOMOUIHUTE BEUIECTBA N
[

[MomorHY BelecTBa: XUCTUANH, XUCTHIUHOB XUAPOXIOPHT MOHO)@T, METHOHHH, TAHATPUECB
enerar, 3axapo3sa, moxucopoar 80 (E 433), Boga 3a HHKEKITIH fb
a)

| 4.

JEKAPCTBEHA ®OPMA U KOJJMYECTBO B EJIFFA OTAKOBKA

<

KoHuenTpat 3a uHQY3UOHEH pa3TBOP Q/

130 mg/26 ml QO
1 pnakon Qj

N
&

B

HAYHUH HA TIPUJIOKEHUE U H'@I'/IHIA) HA BBBEXKJIAHE

[a He ce paskiamia. B &O
[Ipenu ynotpeda npouerete HHCTOBK&S&
Camo 3a eTHOKPAaTHO MPUII0KEHHE.
MHTpaBeHO3HO MPHIIOKEHHE ciell PI3pexKIaHe.

AN

6.

CHELMAJHO MPEAYNPEKIEHUE, YE JTJEKAPCTBEHUMST NPOJIYKT TPSIGBA
JIA CE CbXPAHSBA HA MSICTO JIAJIEYE OT NOTJIEJA M JOCETA HA JIELIA

O(
I[a CC CbXpaHsBa I—&QCTO, HEAOCTBIIHO 3a AfcLAa.
0.3
| 7. IPYT@ CTIEIMAJIHM IPEJYTPEXKIEHMS, AKO E HEOBXOJJMMO
I~
| 8. (WXTA HA U3TUYAHE HA CPOKA HA TOJJHOCT
S

gm JI0:

9.

CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsaBa B XJIaAWITHUK.
a He ce 3ampa3siBa.
CoxpansBaliTe prakoHa BB BHHIIIHATA KAPTOHEHA OMAKOBKA, 32 JIa Ce MPEAINAa3y OT CBETIHHA,
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10. CIHEIUAJIHU ITPEAIIA3HU MEPKHU ITPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT

TSX, AKO CE UBUCKBAT TAKUBA ~
©°
&
11. HUME U1 AAPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA (M)
&‘Q
Samsung Bioepis NL B.V. O
Olof Palmestraat 10 Q
2616 LR Delft A
Hunepnannus 0;0
Q>
12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA ‘Q/
EU/1/24/1858/003 Q/&
13. MNAPTHUJIEH HOMEP<, KOJOBE HA I[APEHI/IETNQ{A MNPOAYKTA>
ITapt.No: @
>
| 14. HAYMH HA OTIIYCKAHE o
\"4
N
<
| 15. YKA3AHMS 3A YIIOTPEBA %)

O

| 16.  MHOOPMALIMSI HA BPAILAOBA A3BYKA

|9/
[Ipuero e ocHOBaHME Ja HE ce BKJIR;EI uH(opmanus Ha bpaiinosa az0yka.

\é\

| 17.  YHUKAJEH WIEHTUOGUKATOP — IBYU3MEPEH BAPKOJI

JByn3mepeH 6apKonQmoqu YHHKaJIeH HACHTH()UKATOD

aN
‘ 18. YHI/IKA{IEH NIEHTUD®UKATOP — JTAHHU 3A YETEHE OT XOPA

e O
SN &Q7
NN (J

Q
QQ’Q
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MHUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXKXAT MAJIKUTE EJVHUYHU
II'bPBUYHU OITAKOBKH

TEKCT HA ETUKETA HA ®JIAKOHA (130 mg)

i~

1. MME HA JEKAPCTBEHMS IPOIYKT M MBT(MILA) HA BBBEJKJAHE |

Eksunbi 130 mg xoH1eHTpaT 32 HHOY3HS ’&

YCTEeKUHYMao AQO

| 2. HAYUH HA IPUWJIOKEHUE JReo} |
9
3a i.v. IPUJIOKEHHE CIIE]T pa3pekIaHe sz\
I[a HE CC pas3Kjialia. &Q
Q
| 3.  JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT _{)
>

EXP Q

4. TIAPTUJIEH HOMEP Q)

Lot Q/

N
o
5. CbJIbP)KAHHME KATO MACA, OBEM WJIM EJJUHULIU
130 mg/26 ml .)&/&0
O

6. JPYTO X
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSITA HA IPEJABAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA (45 mg)

(0
1. MME HA JIEKAPCTBEHMSI TPOYKT o> |
Eksunbi 45 mg WHKEKITMOHEH pa3TBOP B IPEIBAPUTEITHO HAITBIIHEHA CITPUHITOBKA &Q
YCTeKHHyMa0 QO
2. OBSIBAABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) A’O ‘
L4

Bcska mpeaBapuTeTHO HAITBIHEHA CIIPUHIIOBKA ChABPKA 45 mg yCTeKI/IHyMa&z@,S ml.

N

3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA ‘Q/V ‘
IToMomHM BemecTBa: XUCTUANH, XUCTHINHOB XUAPOXIOPU] MOH part, nomucop6at 80 (E 433),
3axapo3a, BoJa 3a HHXKCKIUU. 3a IOMMbIHUTEITHA HH(POPMAITHSI € JINCTOBKATAa.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBOB,EJHA OITAKOBKA ‘

S

MHXeKIMOHEeH pa3TBOp B MPEABAPUTEIHO HATBIHEHY CIPUHIIOBKA
45 mg/0,5 ml N
1 mpeBapuUTEIHO HAMTBJIHEHA CIIPUHIIOBKA @

Q

o
5. HAYMH HA ITIPMJIOKEHHUE IQT’I)T(I/II]IA) HA BBBEXJIAHE

Jla He ce pa3KIama. \%O

ITonkoXHO NMPUIIOKEHUE
Camo 3a eqHOKpaTHa ynorpeo \
IIpenan ymotpeba mpoderere 51/1 OBKAaTa.

NN
6. CHEHI/IAJIH(@¥E)_‘[VHPE>KILEHI/IE, YE JJEKAPCTBEHMSAT NPOJAYKT TPSIGBA
JA CE CbXEAHSIBA HA MSICTO JIAJIEYE OT MOIJIEJA M IOCETA HA JIELA

¢
)la CC ChbXpaHid a MACTO, HCAOCTBIIHO 3a Jc1a.

| 7. WM COELMAJIHM IPEAYIPEAJEHMSL, AKO E HEOBXOJIUMO |
\"4

Q

| 8:5= JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT |

Hamumere JaTaTa Ha U3BAXKAaHE OT XJIaAUJTHHUKA
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQAMITHUK.
Ja He ce 3ampassiBa.
CobxpansBaiiTe IpeIBapUTEIITHO HAITBJIHEHATA CIIPUHIIOBKA B KAPTOHEHATA OTTAKOBKA, 32 J1a Ce

Ipeanasy OT CBETINHA. ’O
Moxe na ce cbxpansBa IpH cTaifHa Temneparypa (1o 30 °C) 3a enHokpaTeH nepuox 1o 1 mecery
HE MO-IBJIr0 OT OPUTMHATIHUSA CPOK HA TOJTHOCT. Q
O
10. CHEIMAJIHU NIPEAIIASHU MEPKH IIPU U3XBBPJISAHE HA HEU3II BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MA AJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA o3
9.3
11. HUME U AJJPEC HA IPUTEXATEJISI HA PA3PEHIEHI/IETO‘®\7HOTPEEA
Samsung Bioepis NL B.V. Q
Olof Palmestraat 10 Q
2616 LR Delft &)
Hunepnannus Q’O
<Q

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

X

EU/1/24/1858/001 Qj
N
(Z/.
13. TMTAPTUJAEH HOMEP [%s)
ITapt.No: &O

i)

| 14. HAYMH HA OTITYCKAHE-

AN

| 15.  YKA3AHMSI 3A YINOTPEBA

o

| 16.  MH®OPMANMSI HA BPAILJIOBA A3BYKA

\‘

Eksunbi 45 mg\

o)

| 17.  YHAPKAJEH UWJIEHTUOHUKATOP — JIBYU3MEPEH BAPKO/I

Dl f&peﬂ 0apKo[ ¢ BKIIIOUEH YHUKaJICH UACHTH()UKATOD

q\‘(s' YHUKAJIEH WAEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXKXAT MAJIKUTE EJVHUYHU
II'bPBUYHU OITAKOBKH

TEKCT HA ETUKETA HA IIPEIBAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA (45 mg)

i~

1. UME HA JEKAPCTBEHMSI IPOAYKT U MbT(MIIA) HA BBBEXKJIAHE  7,” |

K

Eksunbi 45 mg nmkexmus

YCTEKUHYMao O
S.C. AQ
Jo:
| 2. HAYMH HA IPMJIOKEHUE &) |
‘@
| 3.  JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT N |
o
EXP Q
“d
o\
4. TIAPTUJEH HOMEP X
v
Lot Q/

NS

o,
5. CbIbPKAHHE KATO MACA, OGEM WIH EJMHULIN

45 mg/0,5 ml Q

6. JIPYIO R\
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JAHHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

TEKCT HA KYTUSTA HA ITIPEJBAPUTEJIHO HAITBJIHEHATA CITPUHITOBKA (90 mg)

Vo
1. WME HA JJEKAPCTBEHHUS IIPOJAYKT Y
Qo
Eksunbi 90 mg nHXxeKIMOHEH pa3TBOp B MPEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA Q
yCTeKMHYMah é
N
2.  OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A) = |

s

Bcska mpeaBapuTeTHO HaITBIHEHA CIIPHHITOBKA ChABpKa 90 mg ycTeKMHyMal B {Ql.

%)

3. CIIMCHK HA IOMOIIHUTE BELIECTBA Y |

7

TTomolHu BeliecTBa: XUCTUIMH, XUCTUUHOB XUIPOXIOPH]L MOHO)@T, nosmcopdar 80 (E 433),
3axapo3a, BOJa 3a MHXKEKIMH. 3a IOMbJIHUTEIHA HHOopMaIHs BH){8 HCTOBKaTa.

Q

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B KHHA OITAKOBKA ‘

MHXeKIMOHEH pa3TBOP B IPEJBAPUTEIIHO HAIIbJIHEHA HIIOBKa
90 mg/1 ml Qj
1 mpenBapUTETHO HAITBJTHEHA CIIPUHIIOBKA N
%)
‘ 5. HAYMH HA ITIPUJIO)KEHUE U ABT(MIIA) HA BbBEK/JAHE
A4

J
Jla He ce pa3kiaia. ¢
Tlok0XHO MpUIIOKEHUE. O
Camo 3a emHOKpaTHA yroTpeoa. ‘%

[Ipenu ynotpeda npoyerete HKFQBK&T&.

Py

6. CHELIMAJIHO HREAYIPEXIEHWE, YE JEKAPCTBEHMST ITPOJAYKT TPSIEBA
JIA CE CbXPATISIBA HA MSICTO JAJIEYE OT MOTJIEJIA U JOCET A HA JIELIA

I[a CC€ CbXpaHsBa Q/IXCTO, HCIOOCTBITHO 3a ACIIA.

NS

)
| 7. 1PY®M CIIEIMAJHU MPEIYIPEXIEHUS], AKO E HEOBXOJAMMO |

N
&
| 8. 2YTATA HA M3THYAHE HA CPOKA HA TOIHOCT |

\{_

JCH 10:
aAllMIICTC JaTaTa Ha M3BaXXJAaHEC OT XJIaAUJTHHUKA
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIQAMITHUK.
Ja He ce 3ampassiBa.
CobxpaHsBaiiTe IpeIBApUTEITHO HAITBJIHCHATA CIIPUHIIOBKA B KAPTOHEHATA OTIAKOBKA, 32 J1a Ce

Ipeanasy OT CBETINHA. ’O
Moxe na ce cbxpansBa IpH cTaifHa Temneparypa (1o 30 °C) 3a enHokpaTeH nepuox 1o 1 mecery
HE MO-IBJIr0 OT OPUTMHATIHUSA CPOK HA TOJTHOCT. Q
O
10. CHEIMAJIHU NPEAIIASHU MEPKH INPU U3XBBPJISAHE HA HEU3II BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MA AJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA o3
9.3
11. HUME U AJJPEC HA IPUTEXATEJISI HA PA3PEHIEHI/IETO‘®\7HOTPEEA
Samsung Bioepis NL B.V. Q
Olof Palmestraat 10 Q
2616 LR Delft &)
Hunepnannus Q’O
<Q

12. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

X

EU/1/24/1858/002 Qj
N
(Z/.
13. TMTAPTHUJAEH HOMEP [%s)
ITapt.No: &O

i)

| 14. HAYMH HA OTITYCKAHE-

AN

| 15.  YKA3AHMSI 3A YINOTPEBA

o

| 16.  MH®OPMANMSI HA BPAILJIOBA A3BYKA

\‘

Eksunbi 90 mg\

o)

| 17.  YHAPKAJIEH MJIEHTUOHKATOP — JIBYU3MEPEH BAPKO/I

Dl f&peﬂ 0apKo[ ¢ BKJIIOUEH YHUKaJICH HACHTH()UKATOD

q\‘(s' YHUKAJIEH WAEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMMYM JAHHU, KOUTO TPABBA JIA CbABPXKXAT MAJIKUTE EJVHUYHU
II'bPBUYHU OITAKOBKH

TEKCT HA ETUKETA HA IIPEIBAPUTEJIHO HAITBJIHEHATA CIIPUHIIOBKA (90 mg)

i~

1. MME HA JEKAPCTBEHMS IPOIYKT M MBT(MILA) HA BBBEJKJAHE o |

K

Eksunbi 90 mg nmxexmus

YCTEKUHYMao O
S.C. AQ
Jo:
| 2. HAYMH HA IPMJIOKEHUE &) |
‘@
| 3.  JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT N |
o
EXP Q
“d
o\
4. TIAPTUJEH HOMEP X
v
Lot Q/

NS

o,
5. CbIbPKAHHE KATO MACA, OGEM WIH EJMHULIN

90 mg/1 ml @

6. JIPYIO R\
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b. JII/ICTOB@
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JIncroBka: nHpopManus 3a NOTpeOUTEJIs

Eksunbi 130 mg koHueHTpaT 3a uH(Qy31M0HEH Pa3TBOP
ycrekunyMab (ustekinumab)

vTo31/1 JIEKapCTBEH MPOIYKT MOMJICKH Ha JOIBJIHUTEIHO HaOmroAeHue. ToBa Ie mo3Boiu 0b
YCTaHOBSIBaHE Ha HOBa WH(OpMAIMs OTHOCHO Oe3omacHocTTa. MoKeTe 1a najete CBOs MPUHO 0
CHOOIMTE BCSIKA HEXellaHa PEakIus, KOSATO CTe MONyYWId. 3a HauMHa Ha ChoOIIaBaHe Ha H@ aHu
peaKIuu BIKTE Kpas Ha Touka 4. O

IIpoyeTeTe BHUMATEIHO ISJIATA JUCTOBKA, MPEIH 1A 3aM0YHeTe 1a H3NM0JI3BaTe T
JIEKAPCTBO, Thil KATO T ChAbP:Ka Ba:kHa 3a Bac nndopmanus.

Ta3u JHCTOBKA € HANIMCAHA 32 MAIeHTa, KOHTO MpHeMa JIeKapcTBOTO. O)

- 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJOXH JIa sl MPOYETETEe OTHOB Q\

- AK0 UMaTe HAKaKBU JOMBIHUTEIHU BBIIPOCH, MONUTaiiTe Bammst i niu (hapMmarieBT.

- AKO MOTy4YuTe HIKAKBU HEXKENIAHU peaKkuu, yBeaomeTe Barmus wn apmaneBt. ToBa
BKJIIOYBA ¥ BCUYKH Bb3MOKHH HEKEJIAHW PEAKLUH, HEOIIHCAHY, 34 JIUCTOBKA. Brkre

Touka 4. {;)
(;

KakBo chabp:ka Ta3u JHCTOBKA Q

1. Kakgo npencrasnsBa Eksunbi u 3a kakBo ce U3Mo3B

2. Kakgo TpsiOBa 1a 3HaeTe, Mpeu Ja U3IoJ3BaTe Eksufgj

3. Kak me ce mpunara Eksunbi

4. BBb3MOXHH HEXENaHU peakluu \2\

5. Kak na cexpansBare Eksunbi

6. ChbabprkaHUe Ha OITAKOBKATA M IOIBIHATELNA HHDOpMALmst
1. Kaxkso npeacraBasasa Eksunbi n aKBO Ce M3I10JI3Ba

A

. J
Kakgpo npeacrasiasisa Eksunbi ¢
Eksunbi cbrbpika aKTHBHOTO BEIIE @ ,»YCTEKHHYMa0”, KOETO € MOHOKJIOHAIHO aHTHUTSLIO.
MOHOKIIOHATHUTE aHTUTEIA Ca TP HU, KOUTO Pa3Mo3HaBaT U CBBP3BAT ONPEACICHH CIICIIUPHIHU
MIPOTEHHU B OPraHU3Ma. & \

Eksunbi npunamnexu KbM %&na JIEKapcTBa, HAPEUEHN ,,MMyHOocyIpecopu”. Te3un jekapcTBa
JeicTBaT, KaTO HaMaJIsiB HWBHOCTTA Ha 4acT OT UMYHHATa CHUCTEMa.

3a KaKkBo ce U3MoJI kaunbi

Eksunbi ce uznon JIEUEHHE Ha CIIEAHUTE BB3IAJNTEIHHN 3a00JIIBaHHUA:
. YMepeHaso Texxka 6onect Ha KpoH — ipu BE3pacTHH

o yMepe@%Te)K”bK YIIIIEPO3€H KOJNUT — TIPH BB3PACTHU

Boaecr l&?pOH

Bonec a KpoHn e Bp3nanurenHo 3a0oisiBaHe Ha yepBarta. Ako uMare 0osect Ha KpoH mbpBo mie

Bu JIaT IpyTH JeKapcTBa. AKO HE ce MOBJIHSACTE JOCTAaThUHO HIM HMAaTe HETOHOCHMOCT KbM TE3H

1 TBa, MOke J1a Bu ce nane Eksunbi 3a HamansBaHe Ha MPU3HAUTE M CAMIITOMUTE HA
E&JI;[BaHeTo Bu.

QY.ﬂuepoaeH KOJIUT

VYILepo3HUAT KOJTUT € BB3MAIUTEHO 3a00s1BaHe Ha yepBaTa. AKO UMare yIlepo3eH KOJIUT, IbPBO
me Bu ce magat npyru nekapcra. Ao He ce HOBJIUSBAaTEe J0OpE WM UMaTe HEIIOHOCUMOCT KbM TE3H
nexapcTBa, Moxe 11a Bu ce nane Eksunbi 3a HamansBaHe Ha pr3HAIMTE U CUMITOMUTE Ha Barrero
3a0oJsBaHe.
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2. Kakso TpsOBa 1a 3Haere, npeau Aa usnouspare Eksunbi

He n3noassaiite Eksunbi

. AKO cTe aJIEeprHYHH KbM YCTeKMHYMAa0 WK HIKOSI OT OCTaHAINTE ChCTABKU HA TOBA
nexapcTBo (M30poeHH B TOUKA 6). C :/O
o AKo0 MMaTe akTHBHA HHEKIHUs, KOATO Bammar nekap Hamupa 3a 3HaunMa. Q/

AKO He CTe CUTYPHH JTajIi HIKOE OT M30pPOCHUTE TIO-TOpe Cce OTHACA 3a Bac, mochBeTBaiiTe CQQ 0S8
nexap win (hapmareBT, npeau na u3noi3sare Eksunbi. O

Q
IIpenynpesxkaeHus U nMpeana3sHu MepKu A
T'oBopete ¢ Bamms nekap nim ¢papmaneBt npeau aa usnomssare Eksunbi. Bamusar jrekap e nposepu
cbcTosAHUETO By npeam neyenuero. YBenpomere cBos Jekap 3a Beska Bara 6oine €11 JICYCHUETO.
Croimo Taka wHGOpMHUpaiiTe Bamms rekap, ako HACKOpO CTe OMJIM B KOHTAKT C YOBEK, KOWTO MOXKE Ja
uMa TyOepKyno3a. Bamusr nekap mie Bu nipersiena u mme HanpaBu u3ciensa %Ty6epxyno3a, npeau
na m3non3Bate Eksunbi. Ako Bammsr siekap cMsita, 4e cTe N3JI0KEHH Ha PUCR’OT TyOepKyJI03a, MOXe
na Bu npenamnuie nexapcTsa 3a JICYSHUETO H.

Crenere 3a cepruo3HU HeKeJIAHH PeAKIUHU Q
Eksunbi Moske f1a nmpeau3BHKa CEpHO3HHA HEXXETAaHH PEaKIIHU, BK oy?TenHo aJICPTUIHY PEAKIINH U
uHdeknuu. TpsOBa Ja cieaure 3a onpeieieH MPU3HAI Ha 3 BaHUsI, JokaTo npueMate Eksunbi.

Buxre ,,Ceprno3Hu HexeNnaHu pekalui’”’ B TOUKA 4 3a MbIHULCIIEHK Ha TE3U HEXKEJIaHU peaKLny.

Mpean na usnoazsare Eksunbi ungopmupaiite Bauu@ekap:

. AKO HAIKOTa €Te MMAJIU AJIEPTUYHA PeaKIus ycTeKMHYMAa0. AKO HE CTe CUTYpPHH,
nonuraiite Bamus nekap.

. AKO HSIKOTa CTe HMAJIN HAKAKBLB B/l PAK)S TOBA €, 3a110TO UMYHOCYTIPECOPUTE KaTO
ycTeknHyMab oTciadBat 4yacT oT HMyHHa@HCTeMa. ToBa MOke Aa MOBHILHN PUCKA OT PaK.

. AKO cTe JJeKyBaHH 32 IICOPHA3HC ¢ H}@ﬂ OMOJIOTHYHH JIEKAPCTBA (JIEKApPCTBO,

NMPOU3BeAEHO OT OMOJIOTHYEH 1/13Tocjmc U O0MKHOBEHO NMPUWJIATAHO Ype3 MHIKEKIUA) -
PHUCKBT OT pak MOKE J1a € TI0-BU

o AKO UMaTe MJIH HACKOPO cTe u@ﬂn uHdeKIUs WK AKO UMaTe HAKAKBH HeoOH4YaiiHu
0TBOpH N0 Koxkata (pucry

o AKO MMaTe HOBH MJIM MPOMENSIIM ce JIe3UH B YUaCTBIUTE C IICOPUA3HC WU 110
He3acerHaraTa Koa. \

o AKo0 noJjiyyapare Apyro JedeHue 3a NCOPUAZUC U/WJIM NICOPUATHYEH APTPUT — KaTo IPYTH
MMYHOCYIIPECOPH U %ETOTepaHI/IS[ (xoraTo TSIIOTO ce JeKyBa ¢ THl yiarpasuonerosa (UV)
cBeTiInHA). Te3u S CBIIO MOXeE Ja OTCNIA0SIT 4acT OT UMyHHaTa cucteMa. M3mon3BaneTo
Ha Te3U neqeﬂn@ THO C yCTeKMHyMal He e u3cienBaHo. Bp3MoxkHO e obaye, TO 1a yBenn4u
pHCKa OT 3a0 aHWs, CBHP3aHU C 0TCIa0BaHE HA UMyHHATa CHCTEMA.

o AKo nosy Te WM HIAKOra cTe IOJy4aBa/Ji HHXKeKIHH 32 JieYeHUue Ha aJIepruM — He €
W3BECTHO WA YCTEKHHYMa0 MOJKe J]a OKaKke BIUSTHHE BBPXY TSX.

o Axo cgf ¥ HaJ 65 roauHu — MOXe J]a CTe MO-CKIOHHH KbM WH(EKIIHH.

Axko He CUTYPHH JIalil HAKOE OT TOper30poeHHTe ce oTHAcs 3a Bac, mochBeTBaiiTe ce ¢ Bamus
JeKap, (dhapmarieBT, npenu aa u3noisare Eksunbi.

& MAIMEeHTH TOTy4aBaT JyITyC-1I0I00HN peaKlu, BKIFYUTEIHO KOKEH JTYIyC epUTEMATOIEC 1
yc-1o100€H CHHAPOM, TI0 BpeMe Ha JIedeHre ¢ ycTeKuHyMao. ['oBopere Bennara ¢ Bamms iexap,
KO TOJIYYHTE YEPBEH, HATUTHAT, JTIOIIEIT ce OOPUB, TOHIKOTA C TO-THMHHU TPAHULIY, B U3TI0KCHUTE
Ha CITBHIIC YYACTHIM Ha KOXKATa WIH CTAaBHU OOJIKU.

ChbpaeyeH HHPAPKT M HHCYJITH

WndapkT 1 HHCYNITH ca HaOJII0JaBaH! B IPOyYBaHEe IPH MAHEHTH C TICOPUA3UC, JIEKyBaHU C
ycTekuHyMa0. Bammsrt nekap peioBHO 1ie IpoBepsiBa pUCKOBUTE (PAKTOPH 3a ChPIEUHO 3a00IsIBaHe U
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HUHCYJIT IIpU Bac, 3a 1a € CUTYPHO, Y€ TC CC JICKYBAT 11O NOAXOAAII HAaYWH. He3zabasno OOTBPCETC
MCONIINHCKA ITIOMOIL, aKO IMOJIYIUTC OoIka B r'bpaUTe, ¢1a00CT WK HEOOWYAWHO ycemraHe OT €AHaTa
CTpaHa Ha TAJIOTO, OTIYCHATOCT Ha JIMIETO NI IT'OBOPHU WX 3PUTCIIHA CMYIICHUSA.

Jeua u roHomu
YcereknHyMa0 HE ce penophUBa 3a ynorpeda mpu aena moxa 18 ronuau ¢ 6oect Ha Kpon wm c fb

VIIEPO3CH KOIUT, 3aII0TO HE € MPOYYBaH IPH Ta3H Bb3pacToBa rpyra. Q/

Jpyru nexapcrBa, Bakcuau 1 Eksunbi &Q

Tpsi6Ba na kaxxere Ha Barmus sekap uimu dhapmarieBT:

o AKo nprieMaTte, HaCKOpO CTe MPUEMalli WIH € Bb3MOKHO JIa TIPUEMETe JPYTH neKz@rBa.

. Axo Hackopo Bu e npaBena winu miaHuparte 1a Bu ce nmpaBu BakcuHanus. Jlokare€u3non3Bare
Eksunbi, Hs1xoM BHIOBE BaKCMHM (3KMBHM BaKCHHH) HE TpsIOBa Aa ce mmpujarat

o Axo cre nonyyaBanu Eksunbi mo Bpeme Ha OpemeHHOCTTa, TpsiOBa Aa Kamd% a JleKaps Ha
0eberto Bu 3a neuenuero ¢ Eksunbi, npeay To 1a momy4n KakBaTo M Jia €-BaKCHHA,
BKJTFOUHMTEITHO JKUBH BakchHH, KaTo BIJK BakcwHa (M3mon3Bana 3a mp &B&He oT
TyOepkyJo3a). JKuBUTE BaKCHHU HE ce IpenopbuBar 3a Bariero 6e €3 IbPBUTE JABaHAJIECET
Mecella ciell paXaaHeTo, ako cre noiaydaBanu Eksunbi mo Bpeme E€MEHHOCTTa, OCBEH aKO
JekapsAT Ha BameTo 6e6e He IpenophIa Ipyro. Q

BpeMeHHOCT U KbPMeEHe 0)

o AKko cTe OpeMeHHa, cMATaTe, Y€ MOXKE J1a CTe OpeMeHHa I%rmaﬂnpaTe OpeMeHHOCT,
MTOChBETBAlTE ce ¢ Bamms nekap npenn ynmorpedara Ha, TOBa JIEKapCcTBO.

. He e nabimrotaBaH 1mo-BUCOK PHCK OT BPOJICHU z[eq)elc:%pn 0cbeTa, M3I0’KEHN HA YyCTEeKUHYMa0

B yTpoOara. [lanauTe OT ymorpedara Ha yCTEKUH pu OpeMEeHHH JKeHU obaue ca
orpanuyenu. [lopanu ToBa € 3a mpeanoYnTaHE mé% n30srBa ynorpebara Ha YCTEKHUHYMA0 110
BpeMe Ha OpEMEHHOCT.

o AKO CTe 5eHa ¢ JIeTepO/IeH TIOTEHINA, KeQFFEIIHO € J1a He 3a0peMEeHsBAaTe U J1a H3II0NI3BaTe
MOIX OIS TPOTHBO3a4aThueH METO/I, KO@O M3II0JI3BaTe yCTeKnHyMab u moHe 15 ceamumn
cJe MOCIEeIHOTO MpUIaraHe Ha YCTEeKmEyMao.

o YcrekuHymMad MOKe Jia IPeMUHE IT JaleHTaTa B HepoAeHOTO Oebe. AKO cTe MoydaBalu
Eksunbi mo Bpeme Ha 6peMeHHE)j: cH, 6edeto Bu Mmoxe 1a uMa 1mo-BUCOK PUCK OT HH(EKIIHSL.
o BaxHo e 1a KakeTe Ha JICKapuT Bamero 6e6e 1 Apyru MeIUIMHCKHU CTICLUATIMCTH, aKO CTe

nmosrydaBanmu Eksunbi mmo Bpe Qa OpeMeHHOCTTa cH, pean 6e0eTo Aa MoTydr KakBaTo  Ja €
BakcuHa. JKuBu BakcuHH, Kato bLJK BakcuHa (M3moii3BaHa 3a Impeaa3BaHe oT TyOepKyno3a),
HE ce MpernopbyBaT 3a B@QTO 0eOe mpe3 MbpBUTE ABAHAAECET MECela clie]l paXKJaHeTO, aKo
CTe MOJTy9aBai Eksuggi_ 0 BpeMe Ha OpEeMEHHOCTTa, OCBEH aKo JeKapsaT Ha Bammero 6ebe He
npenopwya Apyro. %
. Ycreknnymad Mo>? IIPEMUHE B KbpMaTa B MHOI'O MaJIKU KoaudecTsa. [locsBeTBaliTe ce ¢
Bamus nekap, a@ pMHTE WM aKO TUTaHUpaTe Aa KbpMuTe. Bue n Bamust nekap TpsaoBa na
pemunTe z[an&@@aa J1a KbPMUTE WM A2 U3N0JI3BaTe YCTEKMHYMa0 — HE TIpaBeTe U JBETE.

Mlodupane n {LﬁOTa ¢ MALIUHU
YCTeKHHyMa@ MOBJIHMSIBA WM TIOBJIMSBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a mopupaHe U padboTa ¢

MAaIlIUHH. @
A

Eksunbi-ébabpika HaTpuii
Eks ChIBpiKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha 1034, T.e. MOXKE J1a Ce Kaxe, ue
Il YECKU HE ChABPKA HATPUil.
v 1a Bu 011 npuitoskeH obaue, Eksunbi ce cMecBa ¢ pa3TBop, KOWTO ChAbPKA HATPHIA.
oBopeTe ¢ Bammus nekap, ako cTe Ha AueTa ¢ HUCKO ChABbPKAaHUE Ha HATPUH.

Eksunbi ¢csabpska noaucopoar 80 (E433)

Tosa nexapctBo cpabpika 10,4 mg nomucopOat 80 (E433) BbB Bceku diaakoH (30 ml), kouto ca
exBuBasieHTHH Ha 10,4 mg/26 ml. [Tonucopbarure Morar qa MPUYMHSAT aJlepTUIHU peakuuu. Tpsosa
Jla KakeTe Ha Bammms nekap, ako IMaTe yCTaHOBEHHU aJIepTHH.
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3. Kak mie ce npuaara Eksunbi

Eksunbi e npennaznauen 3a ynorpe0a nojx ppKOBOACTBOTO M KOHTPOJIA HA JIEKap C OIMT B

IUArHOCTHKATa M JiedeHneTo Ha Oonect Ha KpoH mim Ha yiepo3eH KOJHUT. Q ’O
Bamust nexap me Bu npunoxxu Eksunbi 130 mg koHIIEHTpAT 32 HHPY3HOHEH pa3TBOP 4pe3 K 0
BJIMBaHE BHB BEHaTa Ha pbKara (MHTPaBeHO3HA HH(Y3HS) B MPOIbIDKEHIE HA HAM-MAJKO €1 C.

ITocwkBeTBaiite ce ¢ Bamus nekap 3a ToBa, Kora e By ce moctaBsaT HHKEKIIMUTE U KOTra m@a
CJeIBaIlUTe KOHTPOIHH MPETJIeIu. Q

KakBo koandyectBo Eksunbi ce mpuiara
Bamusit nexap mie pemm kakBo koyimdectBo Eksunbi TpsiOBa na mosyuure u 3a Ka&lepuon oT

BpeMe.
X

Bnb3pacTHu Ha 18 roiMHU WM MO-roJ1eMH Q/
o JlexapsrT 11e n3uncIu npenopbrUMTeNHaTa 3a Bac 103a 3a nHTpaBe a nH(Y3MsI Bb3 OCHOBA Ha
TeaecHoTo Bu Terio. PR
Bamero TenecHo Terio Ho3za ,,_‘\2
<55kg 260 n1g, 7
> 55 kg no <85kg 39 17?
> 85 kg 520 g
\ ¥4

. Crien HayajTHaTa MHTPaBEHO3HA J103a 1ie Bu Ob1 @tnomeﬂa cnenpaiiara go3a 90 mg Eksunbi
Ype3 UHKEKITHS MOJ] KoxkaTa (MOIKOKHA HHIKEK cyiesl 8 CeZIMUITH U CIIe]T TOBA HA BCEKH

12 ceqmunn. Qj
Kak ce npuaara Eksunbi Q
. ITspBara 103a Eksunbi 3a neuerne na Gaject Ha KpoH Wi yIIepo3eH KOTHT ce IpHara oT

JIeKap Ype3 KarKoBO BIMBaHE BB BgHA B phKaTa (MHTpaBEHO3HA HH(Y3US).
T'oBopeTe ¢ Baiusg nekap, ako umare BBROCH OTHOCHO TIPUIIATaHETO HA Eksunbi.

AKO cTe NPOIYCHAJIM 12 U3M0J3B @Eksunbi
AKo cre 3a0paBuiIn WM CTe MIPOIYEHaIN yaca CH 3a IpUlaraHe Ha J103a, CBbprkeTe ce ¢ Bamus nexap
3a IUIAaHUPaHE Ha HOB 4ac. & \

Ako cte cnpesau ynorpedataria Eksunbi
He e omacuo na cripere )@I ebara Ha yCcTeKMHYMa0. Ako obaue s cripeTe, Bammre CUMITOMH MOXE
Jla C& Bh30OHOBSIT. O

Axo nmare H;{Kam@(gm;nHmean BBIIPOCH, CBBP3aHU € yroTpebara Ha TOBa JICKAPCTBO, MOMHUTANTe
Bamms nexap IQQ (hapmarieBT.

<

4. Bﬁ&nﬂm HE)KeJIaHU peaKlumn

Kax WYKH JIEKapCTBa, TOBA JIEKAPCTBO MOXKE Ja TIPEIN3BUKA HEXKEIIaH! PEaKIui, BHIIPEKH Ue He
BCg@FI/I MoJTy4JaBa.

Q €pPHO3HH HEKEJIAHH PeaKIuu
Hsikou MaIMenTH MOKe J1a MMaT CEpUO3HH HEKelaHH PeakiliH, TP KOUTO Jia Ce Hajlara CrerHo

JICUCHUC.
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AJIepru4HM peakuuy — MosKe 1a U3MCKBAT cielHo JeveHue. UHdpopmupaiite Bamust
JieKap WM He3a0aBHO NOTbpPceTe CNelIHA MeJMIMHCKA MOMOIII, aK0 3a0eseskuTe HAKOM 0oT
cJIeIHUTE MPU3HALH.
. CepHo3HHTE aNepruIHU peakyH (,,aHapriIaKcus’’) ca peJKd Py Xopa, MprueManii
ycTekuHyMab (Moxke na 3acersat jo 1 Ha 1000 qymm). [Ipu3HanuTe BKIIFOYBAT:
o 3aTpyAHEHO AUILAHE WM MPErTbLIaHe fb
o HUCKO KPBBHO HaJsITaHE, KOETO MOJKE J1a MPUYMHH 3aMastHOCT WJIH CBETOBBP
o MolyBaHe Ha JINIETO, YCTHUTE, yCTaTa UK I'bPJIOTO.
. UecTHTe Mpu3HAILK HA AJIEPTUYHA PEAKIMs BKIIOYBAT KOKEH 0OpUB U ypTHKapv;k Ke
na 3acerHat 10 1 va 100 mymm).
N

Peaxkuum, cBbp3aHu ¢ HHQY3UATA — aKO ce JIeKyBaTe 3a 0oJiecTTa Ha Kpon n&n 3a
yJILepo3eH KOJHT, MbPBAaTa 1032 HA YCTEKNHYMA0 1e ce MPUJIOKH Ype3 KOBO BJIMBaHe
BbB BeHa (MHTpaBeHO3HA UH(Yy3usi). Hsaxon nanueHTn nojyyaBar cep U aJIepruYHu

peakuuu 1o BpemMe Ha HHQy3HusATAa. ‘2\

B penxu ciayyau ce cb0011aBaT ajeprudHu 0eJI0ApoOHU peakiy eJ10Apo0HO
Bb3lIaJleHUe NPU NallMeHTH, KOUTO M0JIy4aBaT yCTeKHHYMAao. loMeTe BenHara Bammus
JieKap, aKko NoJy4nuTe CHMIOTOMH KaTo KALJIMIA, 321yX U B a TemMmeparypa.

AKXo moJlyuuTe cepuo3Ha allepruiHa peaxius, Bammst ne@gn?once na pemrd, ue Bue He TpsOBa
na ynorpebssare Eksunbi otHOBO. Q

Nudpexnun — Moxke 1a M3UCKBAT CIECIIHO neqenne.%ﬁq)opanaﬁTe Bamms nekap, ako
3a0eJie;kuTe HAKOM OT CJIeTHUTE MPU3HALIM.

. MH(EKITMUTE Ha HOCA WIIH ThPIIOTO U TIPO aTa ca 4ecTH (MOXe Ja 3acerHar g0 1 Ha
10 mymm)

° WHQEKIUUTE Ha JIOJHUTE I[I/IX&TGJIHP@LTI/IHRI (rpbaHu HH(DEKIMK) ca HeYeCTH (MOXKE Ja
3acerrar a0 1 Ha 100 gymm) @

° BB3IAJICHUETO HA MTOAKOKHATA T@H (memynuT) e HeuecTo (MOXe Ja 3acerHe 10 1 Ha
100 mgymm)

. xeprec 30ctep (BHUI 60nejﬂ&%pma C MeXypH) e HedecT (MOJKe /1a 3acernar a0 1 Ha
100 mymmm)

®)

YcTexkuHyMad Moxe 1a HaMh&H crmocooHocTTa BH na ce 6opute ¢ nHpekuu. Hakon napexnmm
MOJK€ JIa CTaHaT CEpUo3 MO’K€ Ja BKJIIOYBAT MH(EKINH, TIPUINHEHN OT BUPYCH, IHONYKH,
OakTepuu (BKIIFOYUTEIHO TyOepKyJI03a) WK apa3uTH, BKIFOUUTEITHO HHDEKIIMH, KOUTO
BB3HUKBAT MPETUMHO\ITPH XOpa ¢ 0TCiIadeHa UMyHHA CUCTeMa (OMTOPTIOHUCTHYHHN MH()EKIINN ).
[Tpu nanueHTyH, NQMYYABANIM YCTEKUHYMAa0, ce ChoOIIaBaT OMOPTIOHUCTUYHU HHPEKIH Ha
MO3bKa (CHHC(I)E@%CHI/IHFHT), OenuTe 1poOOBE U OYHTE.

Joxaro yno@e%BaTe yCTeKHHYMa0, TpsOBa a ciaeuTe 3a Mpu3HaM Ha HHpeKms. Te
BKITIOYBAK;

o Ka TeMIIepaTypa, TPUITONOI00HN CUMIITOMH, HOIITHO TIOTEHE, 3ary0a Ha Terio
o opa WM 3a/1yX, YIIOpUTa KallTHIa

o TOTIIA, 3a4epBeHa U O0JIe3HEHA KOXKa WK O0JIe3HEH KOXKEeH OOPHB ¢ MEXypH
Q(/ napeHe npy ypUHUpaHe

@ Iuapus
\i_ . 3PUTENHO CMYLICHUE WK 3ary0a Ha 3peHue
. ri1iaBobonre, CKOBaHOCT Ha BPaTa, YyBCTBUTEIHOCT KbM CBETJIMHA, TAZICHE WIIH

Q 00BPKAHOCT.

Wndopmupaiite Bamms nexap Begnara, ako 3a0eneXuTe HIKOW OT Te3W MPU3HALN Ha
nHpeknus. Te morat na ObIaT MPU3HAIM HA MHPEKIUH KaTO TPBIHA HH(PEKINH, KOXKHU
WHQEKINHU, XepIec 30CTep WIN ONOPTIOHUCTUYHU MH(EKLIMHU, KOUTO MOTaT Aa AOBeAaT 110
cepHo3HU ycioxkHeHus1. Hpopmupaiite Bamms nexkap, ako MaTe HSIKaKkBa yIOPHUTa HIIH
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MOBTapsIIa ce nHpEeKIH. BamusT gekap Moxke 1a peiy, 4e He TpsiOBa 1a ynotpeodsiBate
yCTeKHHyMa0, 1okato nHpEKIHUITa He Obae U3NeKyBaHa. YBegoMere Bamus nekap, u ako
uMare OTBOPECHHU paHH WM HapaHsSBaHUs, ThI KaTO MOXKE J1a ce MH(EKTHUpar.

JIlomeHe HA KOKaTAa — HHTEH3WBHOTO 3a4epBsIBaHE U JIIOIIeHe HA KOKATa Ha MO-ToJIsIMa
IO IO TAJIOTO MOKe 1a CA CHMIITOMH HA ePUTPOAEPMHYEH NCOPHA3UC HIIH
eKxc(oINaTHBEH JePMAaTHT, KOUTO €A CEPHO3HH KOXKHH 3200/Is1BaHUs. AKO 3a0eJiesxku
HAKOMH OT Te3W NMPH3HAIH, TPsi0Ba Aa nHopMupaTe Bammus jiekap He3abaBHo.

&

I[pyrn HEKECJIAaHU pCaKIUuu

uapust
rajicHe

MOBPBIIAHE ‘z\
yMopa Qj
3aMasiHOCT &
riaaBo0oine

chpOex (TIpypuUTYyC) QQ/
>

YecTn HexeNaHU peakum (Moxe 1a 3acerrar a0 1 Ha 10 qymm): $

OoJika B rbp0a, MyCKYJIMTE HJIH CTABUTE

BB3MAJICHO I'BPII0 /O
3a4yepBsiBaHe U 00JIKa Ha MICTOTO Ha I/IH)KCKTI/IpaHQ
UHQEKINs Ha CHHYCHTE

HeuecTn HexkeJaHU peaknuu (MOXe Ja 3acerHdi 1 Ha 100 gymm):

o WHQEKINN Ha 30UTe

. BarnHaJIHa MHQEKIHsI, IPUYMHEeHA OT\@HKH

. Jerpecust @

. 3alyImieH HOC WK Xpema

. KbpBEHE, IOCHHSBaHE, BTBBP, &, MoJlyBaHe U CbpOEX Ha MSCTOTO Ha MHXKEKTHpaHe

. ycelllaHe 3a ciaboct

. cHajilaHe Ha KJernaya 1 1 sIBaHE Ha MYCKYJIUTE Ha €JjHaTa MOJOBHHA Ha JUIIETO
(,,JTumieBa mapanmza’ mi apanmu3a Ha ben’), KosTO OOMKHOBEHO € BpeMeHHa

. IIPOMsIHA Ha TICOpHa3 'BC 3aUEPBSABAHE U HOBU MAJIKH, )XBJITH WM OETH MEXypH T10

KOXKaTa, TIOHSIKOTa, TPHPYKEHH ¢ TeMIeparypa (IyCTyI03¢H ICOPHA3HC)
OclleHe Ha KOXa %ccbonnaum Ha KOXaTa)

° aKHC !

Peaxu nexena KapcTBeHM peakmuu (Moxe na 3acerHat 1o 1 Ha 1 000 mgyn)
° 3aqep3%;1e M JIIOIIEHE Ha KOKaTa Ha MO-TrojIsMa IUIOIL 110 TSI0TO, KOUTO MOXKE Ja
%p6@( na ca 6one3HeHu (excdomaTtuBeH aepmarnt). [lomooHu cuMnToMu

MOKIKOra Ce pa3BUBAT KaTO €CTECTBEHA MPOMSIHA HA BH/Ia HA CHMIITOMHU Ha IICOPHA3UC
TPOAECPMUYECH IICOPHA3HC)
o 3MaJICHHE HA MAJIKUTE KPbBOHOCHHU CB/IOBE, KOSTO MOXKE JIa JOBEJIE 10 KOXKEH OOpHB C
A MayKy uepBeHt WK THIABHU TIOYTHHH, TEMIIEPATypa Wik GOJKa B CTABHTE (BACKYJIHT).

O

HOTO PeIKH He:KeJIaHM JIeKapCcTBeHH peakuuu (Moxe Aa 3acerrar o 1 Ha 10 000 mymm)

!®o OOpa3yBaHe Ha MEXypH 110 KOXKaTa, KOsITO MOXe Jia Ob/ie 3auepBeHa, ChpOsIIa 1

QQ/

0oze3Hena (Oyno3eH nemduronn)

o KOJKEH JIyITyC epUTEMATOEC U JIYIyC-I0J00CH CHHIPOM (YepBEH, HaIUTHAT, JTFOLICII Ce
OOpHB B M3JI0KEHHUTE HA CITBHIIE YIACTHIN HA KOXKaTa, KOUTO MOXeE /1a € IPHIPYKEH OT
0OJIKU B CTaBUTE).

Cpbol1iaBaHe HA HesKeJIaHU PeaKUMu
AKO TIOJIy4YHTe HIKAKBH HEXEJIaHH JICKAPCTBEHU Peakiliu, yBeJoMeTe Baius ekap win GpapMalienT.
ToBa BKJIIOYBA M BCUUKH BH3MOKHU HEONMCAHU B Ta3U JIMCTOBKA HEXKEJIaHU pCaKkuuu. Moxete ChIIIO
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Jia ChOOIIUTE HeXKEJTAaHW PEAKIHK JUPEKTHO Upe3 HAIlMOHAHATA CHCTEMA 3a ChOOIIaBaHe, MOCOUeHa B
[punoxenue V. Karo chobiaBare HexenaHu peakiiuy, MOXeTe J1a TaJeTe CBOsI MPUHOC 3a
HoJTyyaBaHe Ha MoBede HHPOPMAIIKs OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kax na cexpanssate Eksunbi b’b

o Eksunbi 130 mg koHIeHTpaT 32 WHPY3HOHEH pa3TBOP ce Mpuiiara B OOJHHIA HITH KIMH HE
ce Hajara HalydeHTUTe Ja ro ChbXpaHsIBaT MM Ja OOpaBsT C HETo. &

o [a ce cpxpaHsiBa Ha MICTO, HEIOCTBITHO 32 JIela. O

. [a ce cpxpansBa B xnaguiHuk (2 °C—-8 °C). [la He ce 3ampa3siBa. Q

o CoxpansBaiiTe (1akoHa B KapTOHEHATa OMAKOBKa, 3a Jla ce Mpeanasy oT CBCTJ‘H/Y'A

[ ]

He pasxumamaiite ¢rakonute Eksunbi. [IpoabmkuTenHOTO eHEprudHO p%mt@aHe MOXKe J1a
HOBpEIH JICKApCTBOTO.

He u3non3BaiiTe TOBa JIeKAPCTBO: Q;2\

° CJIe]] CpOKa Ha TOJHOCT, OTOeNsI3aH BbPXY €TUKETa U KapTOHCHATa OBKa ClIe]
»EXP“/,,I'onen no“. CpoKbT Ha TOJTHOCT OTIOBaps HA MOCIEIHN OT IIOCOYEHUS MECELL.

. aKO TEYHOCTTA € C IIPOMEHEH IIBSIT, MbTHA WJIH B Hesl ce 3a0en TUTYBAIH 9YKIA YaCTHUIU
(BmxTe ToukKa 6 ,,Kak usrnexna Eksunbi u kakBo chabpika o QK&Ta“ .

. aKo 3HAETE WM CMsTaTe, Y€ MOKE J1a € Ouia U3I0KeHa Ha @TpeMHH TeMIiepaTypH (KaTo
MHIUJICHTHO 3aMpBh3BaHE WM 3arpsiBaHe).

. aKO MPOJYKTHT € OWJI EHEPTUYHO Pa3KIIATCH. @

. aKko oOKaTkaTa € CuyIcHa. Q/

Eksunbi e camo 3a emHokpaTHa ymoTpeoa. Pa3pezerm?%\H(by3H0HeH Pas3TBOP WJIM HEHU3MOI3BAHHST
IMPOAYKT, OCTaHaJl BbB q)HaKOHa U B CHpHHHOBKa’I&@IGBa Ja €€ U3XBBHPJIU B CbOTBETCTBUC C
MECTHUTE U3UCKBAHUS. @

Q

6. Cbabp:kaHue HA OMAKOBKATA U k@nmnenﬂa uHpopManus
J
KakBo chabp:xa Eksunbi ¢
. AKTHUBHO BEIIECTBO: YCTEKU 0. Beceku diakon chabspka 130 mg ycrekunymad B 26 ml.
. Jpyru cbCTaBKU: XUCTHINH, XRUCTHINHOB XUIPOXIOPUI MOHOXHIPAT, METHOHUH, THHATPHCB

enerar, 3axapo3sa, nmoaugdpéar 80 (E 433), Boma 3a HHXKEKIUH.
p

Kak usraexna Eksunbi KBO ChIbP:Ka OMAKOBKATA

Eksunbi e ouctsp, 0e3 J10 OJIEZIOXBIT KOHIIEHTPAT 3a MH(Y3uOHEH pa3TBop. JJocrass ce B
KapTOHEHA OMAaKOBKa bbp)}(ama 1 crorieH ¢nakon ot 30 ml ¢ enunuyHa 103a. Beeku durakon
ceabpxka 130 mg vy, nHyMa0 B 26 ml KOHIIEHTpAT 3a HHPY3UOHEH Pa3TBOP.

Ipurexaren a3penIeHneTo 3a ynorpe6a u mponu3BOAUTEN
Samsung Biogpss NL. B.V.

Olof Pal@aat 10
2616 L 1ft

Hune s
3 BIHUTEIHA HHGOPMAIUS OTHOCHO TOBA JISKAPCTBO, MOJISL, CBBPKETE CE C JOKATHHUS
TICTaBUTEJ HA IPUTEXKATEISI HA Pa3pEIICHUETO 3a yroTpeoda:
QBelgié/Belgique/Belgien Lietuva
Sandoz nv/sa Sandoz Pharmaceuticals d.d filialas
Tél/Tel: +32 2 722 97 97 Tel: +370 5 2636 037
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Bbnarapus Luxembourg/Luxemburg

Canpnos bearapus KUT Sandoz nv/sa
Ten.: +359 2 970 47 47 Tél/Tel.: +32 2 722 97 97
Ceska republika Magyarorszag
Sandoz s.r.0. Sandoz Hungaria Kft. 60
Tel: +420 225 775 111 Tel.: +36 1 430 2890 Q/
Danmark/Norge/Island/Sverige Malta &Q
Sandoz A/S Sandoz Pharmaceuticals d.d. O
TIf: +45 63 95 10 00 Tel: +35699644126 $
Deutschland Nederland /b
Hexal AG Sandoz B.V. 0)
Tel: +49 8024 908 0 Tel: +31 36 52 41 600 ‘2\
Eesti Osterreich Q/
Sandoz d.d. Eesti filiaal Sandoz GmbH &
Tel: +372 665 2400 Tel: +43 5338 20@/
EA\rada Polska /é’)
SANDOZ HELLAS MONOITPOXQITH A.E. Sandoz Pol@) p. Z 0.0.
TnA: +30 216 600 5000 Tel.: +42%2 970 00
Espaiia Portigsl
Sandoz Farmacéutica, S.A. Sa Farmacéutica Lda.
Tel: +34 900 456 856 @1: +351 21 000 86 00
France Romaénia
Sandoz SAS @ Sandoz Pharmaceuticals SRL
Tél: +33 1 49 64 48 00 O Tel: +40 21 407 51 60
Hrvatska "& Slovenija
Sandoz d.o.0. O Sandoz farmacevtska druzba d.d.
Tel: +385 1 23 53 111 \ Tel: +386 1 580 29 02
\
Ireland é Slovenska republika
Rowex Ltd. A Sandoz d.d. - organizacna zlozka
Tel: + 353 27 50077 Q Tel: +421 2 48 200 600
Italia Q Suomi/Finland
Sandoz S.p.A. Sandoz A/S
Tel: +39 02 96§2.l Puh/Tel: +358 10 6133 400
Kvmpog Qg
SANDQ, LLAS MONOITPOXZQITH A.E.
TnA: 16 600 5000

Lt,\Qa

doz d.d. Latvia filiale
el: +371 67 892 006

JlaTa Ha mocJeaHo mpepasriexaaHe Ha gucrokata MM /I'TIT.

Apyru uzrounnum Ha nagopmanus
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[MonpoOHa nHOpMaIUs 3a TOBA JIGKAPCTBO € IpEJ0CTaBeHa Ha yeOcaiita Ha EBporielickaTta areHIus
1o JiekapcTBata https://www.ema.europa.eu/.

[Mocouenara mo-noxy uHMGOpMAaIHs € peJHa3HaueHa caMo 338 MEIUIIMHCKY CIICIIHATHCTH: Q/b

IIpocaenumoct ,&

3a na ce moo0pu MPOCIeTUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHU MPOYKTH, UMETO H@TH;{HH}H
HOMEp Ha MPHUIIOKEHSI TPOYKT TPsiOBa SICHO Ja ce 3alucBar. A

Ykasanus 3a paspexaane: o;b

Eksunbi xoHmenTpar 3a nH}y3HOHEH pa3TBOp TPSAOBA Ja ce pa3pean U Ja ce @z?omn oT
MCIUIIMHCKHU CIICUAJIUCT C IIOMOIITa HAa aCCIITUYHA TCXHUKA.

1. W3uancnere nosara u 6post Ha HeoOXoaumuTe durakorn Eksunbi OCHOBa Ha TETJIOTO Ha
nanueHTa (Bx. Touka 3, Tabnumna 1). Beeku gnakon Eksunb ml ceabpxa 130 mg
ycTekuHyMao.

2. Uzrernere u n3xBbpiaere oT HHPY3UOHHUS cak oT 250 m M OT pa3TBOP Ha HATPUEB XJIOPU]

9 mg/ml (0,9%), paBen Ha obema Eksunbi, ko#iTo TpsOBa & ce mobaBu. (n3xBBpIeTe 26 ml
HaATPHEB XJIOPHI 32 BCEKU HEOOXOIUM (IIaKOH Eksun@sa 2 (nakoHa u3xBbBpIeTe 52 ml, 3a

3 ¢nakona uzxBbpiaere 78 ml, 3a 4 hnakona H3XBE@¢T6 104 ml). Karo anTepHaTiBa MOXe 1a
ce m3non3Ba 250 ml napy3noHeH cak, %m;pn(au@»anHeB xmopup 0,45% WHXEKINOHEH
pastBop, USP.

3. Uzrernere 26 ml Eksunbi ot Bceku Heo6x05@¢)naK0H U T4 [o0aBeTe KbM HH(PY3HOHHUS CaK
ot 250 ml. KpaiinustT o6em B nHGY3UOHHMA,cak TpsioBa na Obae 250 ml. BHumarenno cmecere.

4, [Ipenn mpuIoXKEHNETO MPOBEPETE BU3YAIHIO paspeaeHus pa3TBop. He ro ymorpebsBaiite, ako ce
HaOIr0/1aBaT BU3yallHO HEMIPO3PaYHILUACTHIIN, TPOMSIHA Ha [[BETA WIIM YY>KAW YACTHUIIH.

5. [Tpunoxere pa3peneHus pa3TBop noJ OT Hail-masiko equH 4yac. Ciiesr KaTo ce pa3pen,
IPUIaraHeTo Ha HHq)yspIOHHnﬂ’ BOp TpsiOBa /1a ce M3BBPIIN B pAMKHUTE Ha 72 yaca cieq
paspexxaaneTo B HH(Y3MOHHU . AKO e He00X0IUMO, pa3peACHUAT HHPY3HMOHEH Pa3TBOP
MoOke Jia ce cbxpansaBa npu H°C o 8 °C mo 1 mecen u nipu craiina temmneparypa 1o 30 °C 3a
owie 72 Jaca ciel U3BaXK1aHe OT XJIaJAWIHUKA, BKIIOYUTEIIHO IIepHoa Ha HHY3HS.

6. M3non3Baiite camo Ha60&3§ nH(}Y3HsI ¢ BrpajIeH, CTEPIIICH, allIPOTeHEH (PIITHD ChC C1abo
CBBP3BAHE HA MIPOTE pa3zMep Ha nopute 0,2 MUKpoMeTpa).

7. Bcexku dnakos e ¢ a eIHOKPATHO MPHUIIOKEHUE W HEU3IOI3BAHUAT JICKAPCTBEH MPOTYKT
TpsiOBa 1a ce u3 B CHOTBETCTBHE C MECTHHUTE M3UCKBAHUSI.

CobxpaHeHue QQ
Pazpenenusar nay3rOHEH pa3TBOP MOXKE J1a C€ ChbXpaHsIBa IIpH cTaiiHa Temmeparypa mo 30 °C mo 72

yaca, BKIIOYHN o uH(y3uATa. AKO € HEOOXOIUMO, pa3peICHUAT HHPY3UOHHHUSIT Pa3TBOP MOXKE Ja
ce CbhXpaHs u 2 °C o 8 °C no 1 mecen u npu ctaitHa Temnepatypa 10 30 °C 3a ome 72 yaca cnen
U3BaXIa % XJIQIWJTHUKA, BKIIIOYUTEJIHO NIepuoaa Ha nHoy3ud. Jla He ce 3ampasspa.

@Q(J
&
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JlucroBka: uHgopmManus 3a norpeduTeIs1

Eksunbi 45 mg uH:xeKIMOHeH pa3TBOP B MPeABAPUTE]HO HANTbJIHEHA CIIPUHIIOBKA
ycrekuayMab (ustekinumab)

(%

' To3u nexkapcTBeH MPOAYKT MOJUICKH Ha JIOMBIHUTEIHO HaOmrogeHue. ToBa 1me mo3Boiau 0 0
YCTaHOBSIBaHE Ha HOBa WH(OpMAIlHsl OTHOCHO Oe3omacHocTTa. MoXeTe a nazere cBos npmx% Kato
CHOOIUTE BCSIKA HEXeJlaHa PEakIus, KOATO CTE MOJYUYHIIA. 3a HaYMHA Ha ChOOIIaBaHe Haéq JIaHU
peakIuu BIXKTE Kpas Ha Touka 4. QO
IIpoyereTe BHMMATEIHO LslJIATA JMCTOBKA, IIPeAU 1A 3alI0YHeTe a2 U3I0J13BaTe 1‘(1;@
JIEKAPCTBO, Thil KATO THA ChAbP:Ka BaxkHA 32 Bac nndgopmanus. /b
Ta3u JIUCTOBKA € HAIIMCAHA 32 MalUeHTAa, KOWTO MpreMa JIeKapcTBOTO. AKQ,.CTe POANTES HIH
HACTOIHUK, KO¥iTO e mpuiara Eksunbi na nere, mossi npoyerere BHU JIHO Ta3U

undopmanus. &

- 3amasere Ta3u JIMCTOBKA. MoKe 1a ce HaJIOXKH J1a s IPOUYETETE BO.

- AKO uMate HAKaKBH JOIBIHUTEIHN BBIPOCH, IonuTaiite B Jiexap uiu GapMareBr.

- Tosa nekapceTBo e npeamucano mvHo Ha Bac. He ro npeow@iwiiBaiite Ha apyru xopa. To moxe
Jla UM HaBpeIr, HE3aBUCHMO Y€ IPU3HALUTE Ha TAXHOTOBAPONIsIBaHe ca ChIIUTE KaTo BammuTe.

- AKo ToNTyunTe HSIKaKBH HEXXEIaHU peaKilnu, yBenoMmepe Bams nekap mwin ¢papmarieBt. Tosa
BKJIIOYBA M BCHUKU BB3MOKHHU HEKEJNaHU PEaKIIny, He@ncaﬂn B Ta3u JIUCTOBKA. Brkre

TOYKa 4.
<

Kakso CbABbpPiKa Ta3u JJUCTOBKaA

1. Kakgo mpencrasnssa Eksunbi u 3a kakBo cq)enomBa

2. Kakso Tps0Ba jia 3Haete, npenu Aa usnor@sare Eksunbi

3. Kak na usnonssare Eksunbi

4. Bb3M0OKHU HeXenaHu peakluu O

5. Kak na cwxpansBare Eksunbi

6. CpappikaHre Ha OIIaKOBKaTa 1/15 JTHUTETHA WH(POPMAIHS
{_

1. Kakgo npeacrasiasipa %S{mbi 1 32 KaKBO ce U3I10J13Ba

Kakso npeacrasasBa Ek%?ﬁi
Eksunbi cpabppika aKTI/IB§ BEILECTBO ,,yCTEKHHYMA6”, KOCTO € MOHOKJIOHATHO aHTHTSIO.
MOHOKJIOHAIHUTE aHT@ a ca MPOTCHHHM, KOMTO Pa3lio3HaBaT U CBbP3BAT ONPECICHH CIICIUBUIHN

MIPOTEUHH B OpFaHI/IQ.

Eksunbi HpHHm%me KBbM TpyTIa JeKapcTBa, HapeueH! ,,iMyHocynpecopn” . Te3u mexapcTpa
I[GI\/’ICTBaT, Ka@ MaJIABaT aKTUBHOCTTA HA YaCT OT UMYHHAaTa CUCTCMaA.

3a KaKBg(ngnnonsBa Eksunbi
Eksunb{ce n3non3sa 3a sieuenue Ha ClIETHATE BB3MATUTETHH 3a00/I5BAHKS:
o AKOB IICOpHAasucC - Ipu BB3paCTHU U I€1a Ha BB3PacCT OT 6 TOAWHHU U ITIO-TOJIEMHU
. COpPUATUYCH apTPUT — IIPU Bb3PACTHU
Q/\% YMepena 10 Texka 6osect Ha Kpon — npu Bb3pacTHr
Qe YMepeH 10 TEXBK YILEPO3EH KOJIUT — IPU Bb3PACTHU

IlnaxoB ncopuasuc
,,Il71aKoB TIcoprasuc” € KOXKHO 3a00i1sIBaHe, KOSTO BOIM JI0 BB3IMAJICHHUE, 3aCATaIl0 KOXKaTa 1 HOKTHUTE.
Eksunbi HamansiBa Bb3MAJICHUETO U IPYTUTE IPU3HALM Ha 3a00JIIBaHETO.

Eksunbi ce n3momn3Ba mpu Bb3pacTHU ¢ yMEpEH 10 TeXbK IJIAKOB IICOPHA3NC, KOUTO HE MOTaT Ja
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HU3IOJI3BAT HUKIIOCIIOPUH, METOTPEKCAT UJIHU (bOTOTCpaHI/IH, WK KOraTo TE3u JICUCHUA HE I[CP'ICTBBT.

Eksunbi ce u3mosn3Ba npu jielia ¥ FOHOIIN Ha B3PACT 6 TOAMHU U MO-TOJIEMHU ¢ YMEPEH JI0 TEXKBK
TUTAKOB TICOPUA3UC, KOUTO UMAT HEMTOHOCHUMOCT KbM (DOTOTEpAITUsS WK APYTH CUCTEMHU TEPAIUH, WU
KOTaTo TE€3U JICUEHUs HE JIeHCTBAT.

(%
IlcopuaTnyen apTpuT b
[IcopuaTrueH apTpUT € BB3MATUTEIHO 3200 sIBaHE HA CTABUTE, OOMKHOBEHO CHITBTCTBAHO OT Q/
Tcopraszuc. AKO IMaTe akKTHBEH IICOPHATHYCH apTPUT, ITBPBO Iie Bu j1ekyBar ¢ Apyru jgekap, . Ako
HE CE TMOBIMACTE JOCTATHIHO JOOpE OT Te3H JICKapCcTBa, MOXe 1a Bu ce mpeamme Eksunl@a Ja ce:
° HaMaJIsIT IpU3HAIINTE U CHMIITOMUTE Ha 3a00JsBaneTo Bu; Q
° noxo0pu pusrueckoro Bu cherosiHue; A
. 3abaBu yBpexaaHeTo Ha BamuTe crasu. ’b
%)
BoJaecr na Kpon
ﬁzga Kpon mbpBo 1118

Bbonectra Ha Kpon e Bp3nanurenHo 3a00sgBaHe Ha YepBaTa. AKO UMaTe 60J12{
Bu ce Aaqat Apyru JICKapCTBa. AKo He ce MOBIuseTe JO0CTaThb4YHO WJIHN UM CIIOHOCHUMOCT KbM TE3U
nexapcTBa, Moxe 1a Bu ce nane Eksunbi 3a HamassiBaHe Ha IpU3HAITUT MITTOMHTE Ha

3aboisiBaneTo Bu. Q

YaueposeH KoauT

VAepo3HUAT KOJUT € BB3IMATUTEIIHO 3a00JIIBaHe Ha IIepBaTa I/IMaTC YIILEPO3EH KOJIUT, ITLPBO
e Bu ce magat apyru gekapcTBa. AKO HE ce TTOBIHSBATE 1T JIM UMAaTe HEMMOHOCUMOCT KbM TE3U
JeKapcTBa, Moxke aa Bu ce nane Eksunbi 3a HamasnsgBaune Ha(J@BHauHTe U cuMmnromMure Ha Bamero

3a00JIsIBaHeE. \2\

2. Kakso TpsdBa 1a 3Haete, npeau aa n3n0@%Te Eksunbi

<

He usnounssaiite Eksunbi @

. AKO cTe aJIepruaHu KbM yCTeKl/IHBaﬁ WITH HSKOSI OT OCTAHAJIUTE ChCTABKU Ha TOBA
JieKapcTBO (M30pOEHU B TOUKA ).

. AKO MMaTe aKTHBHA nnq)elcu@(o;no Bamust nekap Hamupa 3a 3HaUMMa.

AKO HE CTE CUTYpPHHU JIalii HAKOE OY&B6pOCHI/ITe no-rope ce oTHacd 3a Bac, mocbBeTBaiite ce ¢ Bamus
nexap win (hapMmarieBT, Ipeau ,{a yanonspare Eksunbi.

Ipenynpexnenus u npex ﬁn MepKHU

T'oBopete ¢ Bamus neka (dhapmarieBT nipenn na u3nomsBate Eksunbi. Bammsar nekap me mposepu
checTosiHMeTo Bu npen %0 nedeHue. YBeJIOMETe CBOs JieKap 3a Besika Barra Gomect mpenu BCsKo
nedenue. ChIoO Tak QmpanaﬁTe Bamus nekap, ako HaCKOpO cTe OMIIM B KOHTAKT C YOBEK, KOMTO

MOXe Jla uMa Ty6 03a. BammsT nekap e Bu niperiiesia u e HanpaBu U3cieIBaHe 32
TyOepKyJi03a, mpenu aa usnoispare Eksunbi. Ako Bamwust nekap cMmsiTa, 4e CTe M3JI0KEHU Ha PUCK OT
Tybepkyosa ¢ na Bu npeanuiie 1ekapcTra 3a JCUCHUETO .

CHe}IeTe&erHOSHI/I HeKeJIAaHU peaKknuu

Eksunb(yome Jla PEIU3BUKA CEPUO3HH HEXEIIaHU PEAKINY, BKIIFOUUTEITHO AJICPTHYHY PEAKIUH U
uH n. TpssOBa na ciriemuTe 3a ONMpeeIIeHH TPU3HALK Ha 3a00JIIBaHMs, ToKaTo mprueMare Eksunbi.
B& ,,CEepHO3HN HEXKETIaH! peakiuy’ B TOUKa 4 3a IBJIHUS CIIHCHK HA T€3H HEXXEJIaHW PEaKIi.

%f)ezm Aa uznoaseare Eksunbi undopmupaiite Bamus nexap:
Q AKO HSIKOTa cTe HMAJIM aJIePIrUYHA peaKuus KbM YCTeKHHYMAa0. AKO HE CT€ CUTYPHH,
nonuraiite Bamus nekap.
o AKO HAKOTa cTe HMAJHM HAKAKBB BUJ PaK — TOBA €, 3al[0TO UIMyHOCYTIPECOPHUTE KaTo
yCTeKHHYMab 0TCIabBaT 4acT OT UMyHHaTa cucTeMa. ToBa MOXe Jia TOBUIIIN PUCKA OT pak.
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. AKO cTe JIeKYBaHH 32 MCOPUA3UC C APYTH OMOJTOTUYHH JIEeKAPCTBA (J1eKaApPCTBO,
NMPOMU3BeeHO 0T OM0J0TNYeH U3TOYHUK U O0UKHOBEHO NPUJIATAHO Ype3 MHKeKIMSA) -
PHUCKBT OT paK MOXKE JIa € ITO-BHCOK.

. AKo0 MMaTe UM HACKOPO CTe MMAJIM HH(peKuus.
. AKO MMaTe HOBHM MJIM IPOMEHSIIIM ce JIe3UH B YJacThLUTE C IICOPUA3HIC WU 110

He3acerHaraTa Koxa. fb
o AKo mosry4yaBate Jpyro JieueHue 3a COPUA3MNC U/MJIU MCOPUATHYEH aPTPUT — KaTo 1

HMYHOCYIIPpECOPU WA q)OTOTCpaHI/IH (KOI‘aTO TAJIOTO C€ JICKyBa C TUII YJITPAaBHUOJICTOBA
CBGTJ'II/IHa). Te3u neueHus ChIIO0 MOXC Oa OTCHA0AT YacT OT HMYHHATa CUCTEMaA. I/I3HO@ €TO

Ha TE3W JICUCHHS 3a¢THO C YCTEKHHYMa0 HE € H3CiIeIBaHo. Bs3MoxHO € 0bade, To eJINYH
pHUCKa OT 3a00JIsIBaHUs, CBEP3aHU C OTCIIa0BaHE HA IMYHHATa CUCTEMA.

) AKO moJiyyaBaTe WM HAKOra cTe MoJy4YaBaJid HHKEKI[UH 32 JeYeHue Ha a!’l&mn —Hee
W3BECTHO JJAJIA YCTEKHUHYMa0 MOXKeE J1a OKaKe BIHUSHUE BBPXY THX.

. AKoO cTe Ha M HaJ 65 roaqMHM — MOXKE [1a CTE IO-CKJIOHHU KbM I/IHq)eKuHI/I.O)

AKO He CTe CUTYPHH JIajIi HIKOE OT TOPen30poeHUTE ce oTHAcs 3a Bac, Hoc@ame ce ¢ Bamus
nekap uin apManesT, npeau aa usnonssare Eksunbi. &

Hsxoun manueHTH mory4aBar JIymyc-TIoJOOHHN PEaKIiy, BKIIOUYUTETH €H JIyIlyC €pUTEMATOAEC U
JTymyc-moao0eH CHHIPOM, M0 BpeMe Ha JISYeHUE C YCTEKHHYMa0. Fe)? Te BeAHara ¢ Bammms nekap,
aKo MOJIYYHTE YepBEH, HAJAUTHAT, JIIOLIEI] ce OOPUB, TOHAKOI'a C r@ 'bMHU TPAHULH, B U3JI0KEHUTE
Ha CITBHIIE y4acThIM Ha KOXAaTa UM CTaBHU OOJIKH. Q

Copaeyen HHGAPKT M MHCYJITH @

WndapkT u uHCYNITH ca HaOMIOAaBaHU B IIPOYUYBAHE TP HEHTH C [ICOPHUA3UC, JIEKYBaHH C
ycreknHyMa0. Bammsit ekap penoBHO 1ie npoBepsiBa plCkoBuTe (HaKTOpH 3a ChPIIEYHO 3a00IIBaHE U
MHCYAT nipu Bac, 3a 1a e curypHo, ue Te ce neKyBaT® nojaxonsnl HauuH. He3abaBHO moThpceTe
MeIMIIMHCKA TIOMOIII, aKO MOJTy4HTe GOJIKA B I'hPAURE, CIa00CT Wil HeOOMYAHO yCelaHe OT eHaTa
CTpaHa Ha TSJIO0TO, OTIyCHAaTOCT Ha JIMLIETO HHH@BopHH WIN 3PUTEIIHU CMYLICHUS.

Jleua u roHomu

YcTexkuHyMab He ce pernopbyBa 3a ygotﬁg a TIpY Jielia Ha BB3pacT 1Mo 6 TOIUHY C TICOPHA3UC HITH
TIpH JIeTia Ha BB3pacT moj 18 roaumHu pUATHYCH apTpHT, ¢ 6oecT Ha KpoH wim ¢ ynepo3eH
KOJIUT, 3aII0TO HE € MPOYYBaH MpU \g BB3pacToBa IpyIa.

Jpyru nexapcrBa, Bakcunu i Eksunbi

TpsbBa na kaxere Ha Bamms Ke«ap win (hapMarieBT:

. Ako mpuemare, Ham%%w MIpUEMalTi WK € Bb3MOXKHO J1a TIpUeMeTe IPYTH JIEKapCTBa.

. Axko Hackopo Bu €Ha WY TiaHupare 1a Bu ce npasu BakcuHanus. JlokaTo U3MOI3BaTe
Eksunbi, H;IKOH&]?@ BaKCHHH (KMBU BaKCHHH) HE TpsIOBa Jla ce Ipuiiarar.

o AKo cTe nmoxn anu Eksunbi no Bpeme Ha OpeMeHHOCTTA, TPAOBa [1a KayKeTe Ha JeKaps Ha
0ebero Bu eiyennero ¢ Eksunbi, npenu To 1a mosmydn KakBaTo u Ja € BaKCHHa,
BKJIFOUHUTEIHO KMBU BakcuHU, kKaTo BIK Bakcuna (u3mnon3Bana 3a npeama3BaHe OT
TyOep \%?:). JKusute BakcuHU He ce mpenopbyBar 3a Bamero Oebe npe3 mbpBUTE IBaHAIECET

Mecefja ClieT pask1aHeTo, ako cTe mosrydaBanu Eksunbi o Bpeme Ha OpeMeHHOCTTa, OCBEH aKo
hi§ AT Ha Bamero 6e0e He mpernopbya IpyTo.

Bp% HOCT U KbpMeHe

J \&_ AKko cTe OpeMeHHa, cMATaTe, Ye MOXe J1a cTe OpeMeHHa W IJIaHupaTe OpEeMEeHHOCT,

Q/ HochBeTBalTE ce ¢ Bamus nekap npenu ynorpedara Ha TOBa JIEKapCcTBO.

Qc He e nabmojaBan mo-BUCOK PHUCK OT BpoAeHHU AedexTn mpu 6edera, N3I0KeHN Ha yCTEeKMHyMa0
B yTpobata. JlaHHHTE OT ynoTpedaTa Ha yCcTeKHHYMab Npu OpeMeHHH KeHU obade ca
orpannuend. Ilopaau ToBa e 3a mpeAnoYnTane 1a ce N304rea ynorpedara Ha yCTeKUHYMab 1o
BpeMe Ha OPEeMEHHOCT.

79



° AKo cTe keHa ¢ JACTCPOJACH IMOTCHIIHAI, XKEJIATCIIHO € /1a HE 336peMeHHBaTe H 1a U3I10JI3BaTre
MoAXO A1l ITPOTHUBO3a4aTh4CH METO/, KOIraTO U3M0JI3BAaTE YCTCKI/IHyMa6 u noHe 15 CCOAMHIIN
CJICA MMOCJICAHOTO IMMpUjIaraHe Ha yCTeKI/IHYMa6.

o Eksunbi moxxe na nmpeMuHe npe3 1uianeHTara B HepojaeHoto 0ede. Ako cre momyyaBanu Eksunbi
1o BpeMe Ha OpeMeHHOCTTa cH, 6edbeTo By Moxke /1a iMa TI0-BHCOK PUCK OT WH(EKIHS.

. BaxHo e 1a kaxkere Ha JiekapuTe Ha Bamero 6e6e v Apyru MEAUIIMHCKY CIICIIHATIICTH, aKO
nonyuaBanu Eksunbi o Bpeme Ha OpeMEHHOCTTa CH, ITpeu 0e0eTo /1a MOayYH KaKBaTo U
BakcuHa. JKuBu Bakcuuy, kato BIJK BakcuHa (M3mos3BaHa 3a mpezna3BaHe OT TyOepKy, HE

ce mpenopbhuBaT 3a Bamrero 6ede mpe3 mepBUTE ABaHAIECET MECeIa Cie pamuaHeTo,& Te
nonyvaBanu Eksunbi o Bpeme Ha OpeMeHHOCTTa, OCBEH aKo JiekapsT Ha Barrero 6@1{6:
MperopbYa JpyTo.

o YcreknaymMad Moke Ja MPeMHUHE B KbpMaTa B MHOTO MaJIK{ KOJIMYECTBA. HOCLBeXgaﬁTe cec
Bamus nexap, ako KbpMHUTE WIM aKO TUIaHUpaTe na kbpmute. Bue u Bamus ap TpsOBa 1a
pemnTe 1anu TpsiOBa Aa KbPMHTE WM Ja U3II0JI3BATe yCTEKMHYyMal — He H@eTe U JIBETE.

logupane u paéora ¢ MalIMHK Q\
YcTekuHyMa He TOBJIMABA WK TIOBJIUSIBA IIPEHEOPESIKUMO CIIOCOOHOCTTA odupane u paboTa ¢

MaliuHHU.
<

Eksunbi cbabp:xa noaucopoar 80 (E433) Q
Tosa nekapctBo chabpka 0,02 mg nomrcopbar 80 (E433) BbB B n%penBapmenHo HaIIBJITHCHA
cnpunnoBka (1 ml), kouto ca exkBuBanenTHu Ha 0,02 mg/0,5 ml{ [JonucopbaruTe Morar 1a IPUUUHST
anepruyHu peakiun. TpsOBa na kaxere Ha Bamms nekap, a@/l T€ YCTAaHOBEHHU aJIEPTUH.

3. Kak na nsnoasBare Eksunbi Q/

~2*

Eksunbi e npemnasnaden 3a ynorpeda mom pLKOBOB@OTo ¥ KOHTpPOJIa Ha JIEKap C OIUT B JICUCHUETO
Ha 3a00/15BaHys, 38 KOUTO € mokasan Eksunbi. O\

BuHaru usznosnzBaiite ToBa JIEKapCTBO TOUHO @To Bu e ka3an Bamusar nekap. Ao He cTe CUTYpHU B
Hewo, nonutaiite Bamwus nekap. IloceBeTpaiite ce ¢ Bamus nexap 3a ToBa, kora e Bu ce mocrasst

WHXEKIMHUTE U KOra IIe ca cnezmamnge POJIHU MPETJICN.
Kakgo xoanyectBo Eksunbi ce i ra

BamusT nekap e pem kakBo kosirectBo Eksunbi TpsiOBa 1a monyuure U 3a KakbB MEPUO] OT
BpeMe.

AN

Bnb3pacTau Ha 18 ronuHu éﬁno-roneMn

IIcopuasuc nian ncopu 4(511 apTpuT

HavanHa n1o3a € 45 mg Eksunbi. [TanuenTn ¢ Terno Han

g) MOJKe J1a 3armoyHaT ¢ f103a 90 mg Bmecto 45 mg.

o Crnen Hava no3a, cnenBamarta Bu no3za me 0b1e 4 ceAMHUIH [T0-KBCHO U CJIE TOBA HA
BCEKHU 12QQJIMI/IHI/I. Crenpaiure 1034 OOMKHOBEHO ca ChIUTE, KATO HaYaJIHATa J1034.

Boaecr Ha H WJIH yJIEPo3eH KOJUT
o Hdﬁp Me Ha JieueHHeTo Banmsr nekap 1ie Bu npuioxu mbpBara 103a OT MPUOTH3UTEITHO
/kg Eksunbi upe3 kankoBo BiIMBaHE BHB BeHA Ha pbKata (MHTpaBeHO3Ha HHOY3us). Cren
yaJiHaTa J103a, e MoJIyduTe clieapamara go3a 90 mg Eksunbi crnex 8 ceqmuiy, cien Tosa
npe3 12 ceIMUII Upe3 UHIKEKITHSI O] KoxaTa (MOIKOKHO).
Q/\% Ipu HsIKOW TAIMEHTH, CJIe]] MhbpBaTa MOAKOKHA Hikekius, 90 mg Eksunbi moxe na ce
Q npuiara npe3 8 ceMUIM. Bamust ekap e peniu kora Tpsi0Ba Jia MoJIyduTe CleABaIiara Cu
J103a.

Jena u 10HOIIM HA 6 TOIMHM WM NO-T0JIEMH

Ilcopunasuc

. Eksunbi He e moka3aH 3a nmeguaTpuvHU NAIMEHTH C IJIAKOB IICOPHA3NC, KOUTo Texat nof 60 kg,
Thi kato Eksunbi ce mpeara caMo KaTo NpeBapUTEIIHO HAIbJIHEHA CIIPHHIIOBKA OT 45 mg u
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90 mg 3a moAKoXXHO WHKeKTHpaHe. CleoBaTeTHO HE € Bb3MOKHO Aa ce npuiara Eksunbi Ha
MalKEHTH, KOUTO CEe HYXIAsAT OT MO-MaJIKo OT IIbJIHA 032 OT 45 mg. Ako e HeoOxoanma
alTepHATHBHA /1033, BMECTO TOBa TPsA0Ba J1a ce U3MOII3Ba APYT MPOIYKT, ChABPIKAII
ycTeknHyMa0, 45 mg MHKEKIIMOHEH pa3TBOP BBB (IIAKOHU, KOWTO Mpeajiara Jo3UpaHe Bb3
OCHOBA Ha TETJI0TO.

o JlekapsT TpsOBa a ompenenu NpaBHiHATA 3a Bac 103a, BKIIOYUTETHO U KOTHYIECTBOTO (00
Eksunbi, xoiiTo TpsiOBa /1a ce MHXKEKTHPA, 33 Ja € MpaBmiTHA Jo3arta. [IpaBuiHara mo3a 3a
1Ie 3aBUCH OT BaleTo TejecHo Terio 1mo BpemMe Ha BCsika J103a.

o Axo texure ot 60 kg no 100 kg, npenopwsunrtennara go3a e 45 mg Eksunbi. &Q

o Axo texute noeue ot 100 kg, mpenoppunrtennata go3a € 90 mg Eksunbi. O

° Crepn HavajiHaTa J03a, cieaBainara Bu go3a me 0b11e 4 ceAMULIM II0-KbCHO U CJI a Ha

BCEKH 12 ceaMUIIn.

o

Kak ce npuiara Eksunbi

. Eksunbi ce npuiara kato HHXKEKIUs MO Koxara (moKoxHo). B HauanoyQ Ha Bameto
neuenne, Eksunbi Moxxe 1a ce MHKEKTHpa OT JeKap WM MEIUIMHCKA pa.

. Bue u Bamust nekap, obaue Moxe aa pemnte, ye Bue camu Mmoske U UHXKEKTHUpaTe
Eksunbi. B TakbB cinyyaii me npemuHeTe o0yueHe KakK J1a CH U upare Eksunbi
CaMOCTOSITEIIHO.

. 3a ykazaHus Kak ja uHxektupare Eksunbi Bmxre ,,yKa3aHI/I@QpI/IHO)KeHI/Ie” B Kpast Ha Ta3u

JIMCTOBKA. /O

FOBOpeTC ¢ Bamus JICKAp, akO UMAaTC BBIIPOCH OTHOCHO TOBa KQ&MH Ja IIOCTaBATC MHXXCKIHATA.

AKO cTe M3M0JI3BAJIN NOBeYe 0T HeoOxoauMaTa a03a E Sl%l

AKO CTe M3IOoJI3BAIIM WK ca Bu npuitoxxuiu mosede ot xonumara jo03a Eksunbi, He3abaBHO ce
MOCHBETBalTE ¢ Jiekap win ¢apManeBT. Bunaru HoceT ac KapTOHEeHaTa OllaKOBKa Ha
JIEKapCTBOTO, IOPH H JIa € Ipa3Ha. Qj

N

AKO cTe NPOILYCHAJM Ja U3M0J13BaTe Eksunb@
AKO CcTe IIpOITyCHAIIM J103a, CBBPIKETE CE C Ba@ﬂ nekap win hapmaneBt. He npuaraiite gBoiiHa
J03a, 3a 1a KOMIICHCHpaTe MpoIycHaTaTa @a.

J
AKoO cTe cipesiu ynorpedéara Ha Eksu&bl
He e ommacuo na cripere ymorpebat @yCTeKI/IHYMaG Axo obaue 51 cripere, Bamure cumMnToMu MOXe
Jla C& Bh30OHOBSIT. 2&

AKO MaTe HIKAKBHU JOIBJIH /eSHH BBIIPOCH, CBBP3aHH ¢ yrmoTpebara Ha TOBa JIEKAPCTBO, TIOMHUTATE
Bamus nexap wiu papma y

4

4.  Bb3mokHH H@%J‘lal{l/l peaKuHu

KakTo Bcrukm apCTBa, TOBa JICKAPCTBO MOXKE a IMPEAN3BUKA HEXEIIAHU PECAKIIUN, BBIIPEKHU Y€ HE
BCCKH TI'H IIO. a.

Cepnoml\gemenann peakunu
Hsxo HUCHTU MOXKE 1a UMaT CEPHUO3HU HCKCJIaHU PCAKIIUH, IIPHU KOUTO Ja C€ Hajlara CII€IIHO
HCH?#.

Q/\% AJlepruyHy peakumu — MosKe J1a M3MCKBAT cnelHo jJeyenue. Uudopmupaiite Bamus
Q JieKap WiN He3a0aBHO MOTbpPceTe CNelHa MeIUIMHCKA MOMOIII, AK0 3a0eJIeskuTe HAKO oT

cJieIHUTE MPU3HALM.

. Cepuo3HHTE aJIEPrUYHU PeakiuH (,,aHa(umakcus’™) ca peAKH MPU Xopa, MpUeMaIiu
ycTeknayMab (Moxke na 3acersHat jo 1 Ha 1000 qymm). [lpu3HanuTe BKIIFOYBAT:
o 3aTPyAHECHO AUIIIAHE WU MPETTbIIaHe
o) HHCKO KPBBHO HAJIATAHE, KOETO MOXKE JIa IPUYNHU 3aMassHOCT WJIA CBETOBHPTEXK
o) MOAYBaHE Ha JMIIETO, YCTHUTE, YCTaTa WIH I'BPIIOTO.
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. UectHTte Mpu3HAIK HA QJICPTHYHA PEAKIUs BKIIIOUBAT KOKEH OOPUB U yPTUKApHs (MOXKE
na 3acersat 1o 1 Ha 100 gymm).

B penxu ciyyau ce ch001IaBAT ajleprudHu 0eJI0APOOHU peakiuu 1 6e10PooHO
BBh3NAaJIeHHE NP NAIAEHTH, KOUTO MOJIy4YaBaT YCTeKHHYMa0. YBeqomeTe BeqHara Bamms

JieKap, aKo MoJy4YHTe CAMITOMH KaTO KalJIMIA, 3ayX H BUCOKA TeMIepaTypa. c:
AKoO TIOITyuHTe Cepro3Ha ajJepruiHa peakius, Bamust gekap Moxe na pemy, 4e Bue He, Ba
na ynorpedssare Eksunbi otHOBO. &

Nudexnun — Mmoske 1a U3UCKBAT clielIHO JeyeHue. Undpopmupaiite Bamus ﬂ@sp, aKo
3a0esieskUTe HAKOI OT cCiIeHUTE MPU3HALM.

. MHQPEKIMUTE Ha HOCA WK T'BPJIOTO U IIPOCTY/IaTa Cca YeCTH (MOXKe J1a 3?5FH3T mo 1 Ha
10 mymm)

. MH(PEKIMUTE Ha JIOJHUTE TUXATEIHH MbTHINA (TPBIHA I/IH(l)eKLII/II/%a HedecTH (MOXe J1a
3acerHat a0 1 ma 100 gymm)

. BB3MAIICHAETO Ha MOJKOXHATA THKaH (IIEIYJIHT) € HEIeCTO ( na 3acerHe jo 1 Ha
100 mymrm)

o xeprec 3octep (Bua 00Je3HEH OOpUB C MEXYpH) € Heuec ’Ke J1a 3acer”ar 10 1 Ha
100 mymm) /))

YcrexknayMad Moke a Hamanu criocobHoctTa Bu ia ce I/ITe ¢ napexnun. Hakon nadexkunn
MOJXKE JIa CTAHAT CEPUO3HU M MOXKE JIa BKIIFOYBAT MH(QKIINY, IPUIMHEHU OT BUPYCH, T'bOUYUKH,
OakTepun (BKIIOYHTEITHO TYOSpKYJI03a) W Mapa3uTH, BKIIOYUTEITHO HHPEKIINH, KOUTO
BB3HUKBAT MPEIUMHO IIPH X0Opa ¢ oTciIabeHa UMyHEa/ cucTeMa (OMOPTIOHUCTHYHN MH(EKIINH ).
[Ipu nanuenTH, NoIyvyaBaiy yCTEKUHYMa0, ce I[aBaT OMIOPTIOHUCTUYHU UH(PEKIUHN Ha
MO3bKa (eHIe(aInuT, MEHUHTHT), OennuTe ﬂpO@@ U OUHUTE.

Jlokato ynotpe0siBate ycTekuHymao, Tpﬂ@ Jla CIIeIUTE 3a MPU3HAIM Ha UH peKms. Te

BKJIIOYBAT:

o BUCOKa TEMIIEpaTypa, rpnnon@o6m/1 CHUMIITOMH, HOIITHO MOTEHE, 3ary0a Ha TerjIo
o yMOpa Il 3a11yX, yIIOPUTa Mna

o TOIJIa, 3aUepBeHa u Ooe a KoXa win 00JIe3HEH KOKeH 00pHB ¢ MeXypH

o napeHe npu ypUHUPaH

o THapus \g

o 3PUTEIHO CMyme;Qeﬁunn 3ary0a Ha 3peHue

[ ]

riaBooosnue, CKQ%aHOCT Ha Bpara, YyBCTBUTEIHOCT KbM CBETJIHHA, TaJICHE WIH
00BPKaHOCT.

Wudopmupaiit @ Wsl JIeKap BeHAra, ako 3a0enexuTe HAKOHM OT Te3H MpHU3HALM Ha
HH)EKIHs. raT J1a ObJaT MpU3HAIK Ha HHPEKIINHA KaTo TPhIHN HHPEKIIUH, KOXKHHI
WH(EKINH, XEPIIEC 30CTep WIH ONMOPTIOHUCTUYHH WH(PEKIINH, KOUTO MOTaT J1a IOBEAAT 10
cepuo3 noxuaenus. Mapopmupaiite Bamms nekap, ako nmare HIKaKBa yIopuTa Win
HOBT&I@I& ce nHoeknus. BamusaT nekap Moxke a pemy, ye He TpsiOBa 1a ynorpedsiBare
yCT! ymab, nokato nH(peEKnuATa He Ob/le H3NIeKyBaHa. Y BeqoMeTe Bamms nekap, u ako
nMare OTBOPEHU paHH WIIM HapaHsSBaHUsI, ThH KaTo MOXKE J1a ce HH(EKTUpar.

@ 1eHe HA KO’KATa — HHTEH3MBHOTO 3a4epBsiBaHe U JIONIeHEe HA KOKAaTa Ha MO-roJisMa
\i_ IUIONI MO TSJIOTO MO3KE 2 ¢a CAMITOMHU HA ePUTPOAEPMUYEH MCOPUAZHC WIH
Q/ ekcouATHBEH JePMATHUT, KOUTO €A CEPUO3HU KOKHU 3a00/11BaHUs. AKO 3a0ejieskuTe
Q HAKOM OT Te3M NpU3HAIU, TPsiOBa 1a uHGopmupaTe Bamus iekap He3a0aBHoO.

I[pyl"lfl HEKEJIAaHU pCaKIUU

YecTu HexkeaHu peakiuu (Moxe n1a 3acerHat no 1 Ha 10 gymm):
. Iuapus
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rajicHe
MOBpBILAHE

ymopa

3aMastHOCT

ri1aBo0osme

chpOesk (MpypuTyc) bfb
0oJika B rbp0a, MyCKYJIUTE WM CTABUTE Q/

BB3MAJICHO I'BPIIO0 /&

3a4CpBABaHC U 0o0JIKa HAa MSCTOTO Ha WHXCKTHPAHC

WHQEKIHs Ha CHHYCHTE QO

HeuecTn HexkeaHu peaknum (Moxe aa 3acerHat a0 1 va 100 gymmm):

° nH(EKIMN Ha 3p0HTe ’b

. BarvHaj Ha WHPEKINS, TPUIUHEHA OT I'bOMYKH 0)

. Jerpecust sz‘

. 3aIymIeH HOC WM Xpema Q/

. KbPBEHE, MOCHHIBAHE, BTBLP/IIBAHE, MIOyBAHE U ChPOEK Ha@CTOTo Ha WH)KEKTUPaHE

. ycelmane 3a ciadocT

. CTaJjaHe Ha KJiernavya U H3KPUBSBaHEe HAa MyCKYJIUTE Ha Ta IMOJIOBMHA HA JIUIETO
(,JuiieBa mapanusa’” Wi ,,napanmsa Ha ben”), KosT KHOBEHO € BpeMEHHa

. MPOMsIHA Ha TICOpUAa3nca ChC 3a4epBsIBaHE  HOBH 1, XBJITH WU Ol MEXypH 110
KOXara, TIOHSAKOTa MPUJPYKECHU C TeMITepaTypa,(IryCTyI03eH IICOPHA3HC)

. OeJeHe Ha KokaTa (excomanus Ha KoxkaTa)

o AKHC Q/
<

Penku HexkeTaHU JIeKAPCTBEHU peaKkiuu ( e fa 3acerrar 70 1 Ha 1 000 myrmm)

. 3auepBsiBaHE M JIOLICHE HA KOXaTa HAMO-TOJIIMa ILIOL 110 TSUIOTO, KOMTO MOXE Ja
ChpOSAT WK Ja ca 00JIC3HCHH (CKC(@I/IaTI/IBeH nepmatut). [loqoOHM cumnToMu
MOHSKOTA CE Pa3BHBAT KaTo ecTe€fBeHa MPOMsIHA Ha BUIa HA CUMIITOMUTE Ha MCOPUA3KC

(eputpomepMHUICH ncopnaznc@
. Br3nanenue Ha ManKkuTe K HOCHU CBJIOBE, KOETO MOXKE J]a TOBEJIE 0 KOXKEH OOPHUB C
MAJIKA Y€PBEHU WIIH JIUIT OJyTHHH, TEMIIEpaTypa WK O0JKa B CTaBUTE (BACKYJIUT).

®)

MHoro peaku HesKkeJIaHu n’e&ﬁchBeﬂn peaxmum (Moxe ma 3acerHat A0 1 ma 10 000 gymm)

. OO6pa3zyBaHe Ha M XYPH TIO KOKATa, KOATO MOXKE 11 Oble 3auepBeHa, ChbpOsIIa U
Ooneznena (Oyna3el nempuromnn)

. KOXKEH nynyc%)%eMaToz{ec U JIyIyc-noJJ00CH CHHAPOM (Y4epBEH, HAJIUTHAT, JTFOILEII Ce

oOpuB B 1/131?9 WTE HA CITBHIIE YYaCThIM Ha KOKaTa, KOUTO MOXKE JIa € PUAPYKEH OT

T

Gosku B ofdphTe).

CpofdmaBane Ha@ JIAHH PeaKIuu

AKO TIONyuHnTe BAKAKBU HEXKEJIAHU IEKAPCTBEHN PEakIny, yBenoMeTe Bamms nexap unm apManesT.
ToBa BKITIOUB&IPBCHYKH BH3MOXKHI HEOITHCAHH B TA3M JIHCTOBKA HEKENAHN peakui. MoeTe ChIIo
1a choo1I eXKeJIaHy PeakIiy AUPEKTHO Ype3 HAlMOHAIHATA CHCTEMA 33 CHOOIaBaHe, MOCOUeHa B
[pwio V. Kato cho01aBaTe HesKeaHu peakiiii, MOKETe Ja AajieTe CBOs IPUHOC 32

oy ¢ Ha TToBeYe HH(OPMAIUS OTHOCHO GE30TaCHOCTTA HA TOBA JIEKAPCTBO.

v

@& Kak na coxpansiBate Eksunbi

Qo Jla ce chxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JIela.

Ja ce cexpanssa B xmammraEK (2 °C—8 °C). [la He ce 3ampassBa.

CoxpaHsiBaliTe peIBAPUTEITHO HAITBIHEHATA CIIPUHIIOBKA B KAPTOHEHATa OMAKOBKa, 32 JIa ce
Mpe/na3y OT CBETIUHA.

o AKO € He00X0TUMO, OTICITHUTE MPEIBAPUTEIHO HAITBTHEHU CIPUHIIOBKH Eksunbi Moxke chIno
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Jla ce ChXpaHsBar IpHu cTaifna temnepatypa 10 30 °C eqHOKpaTHO 32 MaKCUMAaJIEH TIEPUOJT 10

1 Mecen B OpUrHMHAIHATa KApTOHEHA OMAKOBKa, 3a []a C€ MPeanassT OT CBETIMHA. 3aluiIeTe
JaTaTa, Ha KOSTO MPEeIBapUTEIHO HAITbIHEHATa CIIPUHIIOBKA € M3BajleHa 33 IbPBU BT OT
XJIQJAWTHAKA Ha 0003HaYeHOTO HA KapTOHEHATa OaKOBKa MsIcTo. B kpast Ha To3u nepron
MNPOAYKTHT MOJKE J1a c€ TIOCTaBH OOPaTHO B XJIAAWIHUKA. VI3XBBpIIeTe COPUHIIOBKATA, aKO HE €&
M3I0J13Ba CJIe]l ChbXpaHEHHUe MIPY CTaliHa TeMIlepaTypa B paMKUTe Ha 1 Mecell Wi cliex
M3TUYaHE Ha OPUTHHAIHUS CPOK HA TOJHOCT, B 3aBHCUMOCT OT TOBa, KO€ OT JIBeTe HACThII

paHo.
. He paskianiaiite npeBapuTeIIHO HATBIHEHUTE clIprHIIOBKY Eksunbi. Hpo,uLJDKI/ITeJIpQQ
SHEePTUYHO pa3KIIaliaHe MOXKe Ja IIOBPEIH JIEKapCTBOTO. O

<

He u3non3BaiiTe TOBa JIEKAPCTBO:

. CJIe] CpOKa Ha TOJHOCT, OTOENsI3aH BbPXY €TUKETa U KAPTOHEHATA OMAKOBKA LS
»EXP“/,,Tonen no:“. CpoKbT Ha TOHOCT OTTOBAPS HA MOCIEIHUS ACH OT SHUS Mecell;

. aKO TEYHOCTTA € C IPOMEHEH IIBST, MbTHA WJIH B Hesl ce 3a0es3BaT 11y W 9y>KTU YaCTHUIIH
(BmxTe Touka 6 ,,Kak m3rnexmaa Eksunbi u kakBo chIbprka OakoBKaTay )3

. aKO 3HACTE WJIM CMSATATE, Y€ MOJXKE JIa € Oujia U3JI0KEeHA Ha EKCTPEM eMmIiepaTypH (Kato
WHIMICHTHO 3aMPb3BaHe WM 3arpsiBaHe);

. aKO MPOJYKTHT € OWJI GHEPTUYHO Pa3KIIATCH. QQ/

Eksunbi e camo 3a emHokpaTHa ymoTpeda. HensmomsBanusT mpo ; OCTaHaJ B CIIPUHIIOBKATA,

TpsiOBa Aa ce M3xBbpian. He M3XBBpisiiTe TeKkapcTBaTa B KaHATH3AMATA TN B KOHTEIHepa 3a
noMmaiHu otnaasiy. [lonuraiite Bamms dpapmaneBT kak na@m pIISITE JIEKAPCTBATA, KOUTO BEUe He
n3nosnssare. Te3n MEepKH Ilie CIOMOTHAT 3a OIIa3BaHE Ha OKOJIHATa cpela.

S

6. Chabp:kaHue HA ONIAKOBKATA U zmmxnmn@a uHpopmauus

Kakso cbpabp:xa Eksunbi @

. AKTUBHO BEILIECTBO: YCTEKHHYMa0. Bc@ MIpeIBapUTEIHO HAITBIHEHA CIIPUHIIOBKA ChAbPKa
45 mg ycrekunyma6b B 0,5 ml.

o Jpyrute ChCTaBKH Ca XUCTHIIIH, xﬁQTnz[HHOB XUIPOXJIOPUA MOHOXHUAPAT, monucopdar 80
(E 433), 3axapo3a, Boj1a 3a HHX .

Kak m3riaexna Eksunbi n Raknoﬁﬁhpma OnaKoBKaTa

Eksunbi ¢ Ouctsp, Oe311BeTCH (ineuo;mm HHKEKIIMOHEH pa3TBOp. Toi MoXke 1a ChabpKa HIKOJIKO
JpeOHH MOTyIPO3pauHu Wik Oeltn yacTuiy npoterH. JloctaBs ce B KapTOHEHA OMAaKOBKa, ChIbprKalila
€JIHa CThKJICHA npem;apm% HaIbJIHEHA CIIPUHIIOBKA OT 1 ml ¢ eauHuyHa no03a. Beska
MpeIBapuTeTHO HambiaHefa,CIpUHIIOBKA Chbpka 45 mg ycrekuayMab B 0,5 ml nHXeKImoHeH

pasTBop. O

[purexarena Ha @p LIEHHUETO 32 yNoTpeda u NMPOU3BOIUTEI
Samsung Bioepig NL B.V.

Olof Palmest, 10

2616 LR

an[epnaéq 1

3a % HHUTCJIIHA I/IH(bOpMaHI/ISI OTHOCHO TOBaA JIEKapCTBO, MOJId, CBBPKETEC CC C JIOKATTHUA
II ABUTCJI HA MIPUTECIKATCIIA HA pa3pCIICHUCTO 3a yHOTpe6a:

&elgié/Belgique/Belgien Lietuva
Sandoz nv/sa Sandoz Pharmaceuticals d.d filialas
Tél/Tel: +32 2 722 97 97 Tel: +370 5 2636 037
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bnarapus Luxembourg/Luxemburg
Canpno3 bearapus KUT Sandoz nv/sa
Ten.: +359 2 970 47 47 Tél/Tel.: +32 2 722 97 97

Ceska republika Magyarorszag

Sandoz s.r.0. Sandoz Hungaria Kft. 60
Tel: +420 225 775 111 Tel.: +36 1 430 2890 Q/
Danmark/Norge/island/Sverige Malta &Q
Sandoz A/S Sandoz Pharmaceuticals d.d. O

TIf: +45 63 95 10 00 Tel: +35699644126 $
Deutschland Nederland /b

Hexal AG Sandoz B.V.

Tel: +49 8024 908 0

Tel: +31 36 52 41 600 Q\fb
<

Eesti Osterreich

Sandoz d.d. Eesti filiaal Sandoz GmbH

Tel: +372 665 2400 Tel: +43 5338 20(&@
EALGda Polska 0)
SANDOZ HELLAS MONOITPOZQITH A.E. Sandoz Pol ’Qf) Z 0.0.
TnA: +30 216 600 5000 Tel.: +48 22 209 70 00
Espaiia Port

Sandoz Farmacéutica, S.A. Sa Farmacéutica Lda.

Tel: +34 900 456 856 '@1: +351 21 000 86 00

France Romania
Sandoz SAS @ Sandoz Pharmaceuticals SRL
Tél: +33 1 49 64 48 00 O Tel: +40 21 407 51 60
Hrvatska '@ Slovenija
Sandoz d.o.o. O Sandoz farmacevtska druzba d.d.
Tel: +385 123 53 111 g Tel: +386 1 580 29 02

\
Ireland é Slovenska republika
Rowex Ltd. A Sandoz d.d. - organizacna zlozka
Tel: + 353 27 50077 Q Tel: +421 2 48 200 600
Italia Q Suomi/Finland
Sandoz S.p.A. Sandoz A/S

Tel: +39 02 9@241 Puh/Tel: +358 10 6133 400

Kvnpog

SAND ?ELLAS MONOIIPOZQIIH A.E.
Tna: 216 600 5000

atvija
doz d.d. Latvia filiale
el: +371 67 892 006

IIpocnemumMocrt:

3a 1a ce mogo0pH MPOCIETUMOCTTa Ha OHMOJIOTHYHUTE JICKAPCTBEHH MTPOYKTH, UMETO U MAPTUTHHST
HOMeEp Ha MPHUIIOKEHUS MPOIYKT TPSOBaA SICHO JIa CE 3aIrCBarT.
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Jara Ha mocyaeqHo npepasrJiexaane Ha aucropkata MM /I'TTT.
JApyru u3rouyHMIM Ha HHPOpMAaLUs

[TonpoGHa nH(OpMaIKs 3a TOBa JIEKAPCTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBpormefickarta arenu@b
1o JekapcTBata https://www.ema.europa.eu/. @

L
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YkazaHus 3a NpUJI0:KeHUe

B Hayanoto Ha JeUEHUETO MEIUITMHCKH CIICIUANCT e Bu mocrasu BamaTa mbpBa nmxekius. Bue
u Bamust nekap obaue Moxe aa perute, 4e Bue camu Moxke na cu umxkektupare Eksunbi. B TakbB
ciIy4ait me nmpeMuHeTe o0ydeHune kak na nmkektupate Eksunbi. ['oBopere ¢ Bamms nekap, ako
BBIIPOCHU OTHOCHO IMOCTAaBAHCTO HAa MHKCKIUATA. %

He cmecnaiite Eksunbi ¢ agpyru TeUHOCTH 32 MHKEKITHS.

He pasknamiaiite mpeqBapuTeIHO HATbIHEHUTE CpUHIOBKY Eksunbi. [Ipuunnata 3a ;QQ e, ue
CHJIHOTO Pa3KIlalllaHe MOJKe J1a oBpe/H JiekapeTBoto. He ynorpebssaiite nexkapctsdry, ako e
OWMIIO CHITHO pa3KJIaTeHO.

Ha ¢urypa 1 e mokazaHo Kak U3rJexkaa NpeABapUTEIIHO HAITbIHEHATA canHHOBKa/O

Kanaye Ha urnata Mrna Etuker Q/

KoHTponHo Kopnyc
nposopye

el (L e
'|I.'HIII| b

‘2\ naga Ha
byTanoto
q)y.;}% 1

<

1. ITIpoBepeTe Oposi HA MpeIBAPUTEIHO HamHeHnTe CTNIPUHIIOBKM U MOJATrOTBETE MaTepuajIuTe:
[ToaroToBka 3a U3MOI3BaHE HA npe,uBapHT@o HaI'bJIHEHATA CITPUHIIOBKA

QQJ

W3Basiete npeBapuTEIHO HANBJHCHATA CIPUHIIOBKA/CIIPUHLIOBKH OT XJaAunHuKa. OcTaBeTe s
Jla IPECTON OKOJIO TIOJIOBUH YacBBBHH KyTHATa. TOBa IIE MMO3BOJIM HA TEYHOCTTA J1a IOCTUTHE
MOJX0/IA1Ia TeMIIepaTypa 3a eKkThpaHe (cTaifHa Temriepatypa). He 3atorsiite
MpEeIBaPUTEITHO HAITBIHEHATA.CIIPUHIIOBKA [0 HUKAKbB JPYT HA4YMH (HAIIpuUMep HE 5
3aTOIUISITE B MHKpOBLJ}g(:I\a nevka UM B ropeia Boja). He cBandiite kanaukara Ha UIJiara,
JIOKaTO TEYHOCTTA He AOCTUTHE CTaliHa TeMIleparypa.

XBaHeTe KopIyca %HHHOBKaTa TakKa, 4e MOKPHUTATa C Karayka UIJja fja Couu Harope.

He xBamaiite rna a OyTtasnoro, OyTajnoTo, CTpaHULMTE HA IPEANIa3UTeNsl Ha UIJlaTa WK
KaraJykaTa Ha 1 .

He m3gppns OyTanoTo.
He cBangiit ITa4YyKaTa Ha urjiata OT CIIpUHIOBKATa, TOKATO HE MPOYCTETC B MHCTPYKIMATA 3a

TB.&

HpOBepe}@ez{BapmenHo HaITbJIHEHATa CIIPUHIIOBKA/CIIPUHIIOBKH, 32 J]a C€ yBEpHUTE, Ue

0, Ha IpE€ABAPUTECIHO HAITBJIHEHUTE CIIPUHIIOBKH U KOJIUYECTBOTO HA aKTUBHOTO BEIIECTBO
30Ba C/IMHUIIA Ca BCPHU

ako Bamara no3za e 45 mg, mie nonyuute enna 45 mg npeABapUTEIHO HAITbIHEHA

\&_,,b' crpunnoBka Eksunbi;
o

ako Bamata no3a e 90 mg, me nmomyunte aBe 45 mg NpeaBapuUTEIHO HATBIHEHU
cupuHioBku Eksunbi u 1ie TpsiOBa ja cu nmocraBute JABe MHkeKiuu. M30epere nBe
Pa3InYHU MECTa HAa MHXKEKTUpaHe (HanpuMep eHATA WHXKEKIUS B SICHOTO Oe/po, a
Jpyrara — B JIIBOTO) ¥ TH HAIIpaBeTe €AHA CJIe]] APYra;

TOBA € MPABHIIHOTO JICKAPCTBO;

CPOKBT Ha TOJAHOCT HE € U3TEKbJI;

MPeIBAPUTEIHO HalbJIHEHATA CIPUHIIOBKA HE € ITOBPE/cHA;
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o Pa3TBOPBT B CIIPUHIIOBKATA € OMCTHP U OC3IBETEH 10 OJICIO0 KBJIT;
o Pa3TBOPHT B CIPMHIIOBKATa HE € C IPOMCHEH UBAT WM MBTCH U HE ChbAbPiKA YYy)KIWU YaCTUIU,
o PasTBOPHT B CIIPHUHIIOBKATA HE € 3aMpPB3HAI.

CL6epeTe BCUYKHU MATCpUaJIU, OT KOUTO CC HYKAACTC U I' IOCTABCTC BbPXY YHUCTA IIOBBPXHOCT. Te
BKJIIIOYBAT aHTUCCIITUYHU KbPIIUYKHA, [TaMYYHH TaMIIOHU WJIX MapJil U KOHTeﬁHep 3a OCTpH Hpeﬂhf@

2. N30epeTte 1 NOATOTBETE MSACTOTO 32 HHIKEKTUPaHe: Q/

N3bepete MsaCTO 32 HHKEKTHpaHe (BX. Gurypa 2) &Q

. Eksunbi ce mpuara upe3 HHKEKIIHS O] KOXkaTa (TI0IKOKHO).

o [Momxonsamu Mecta 3a MHXKEKTHpaHe ca TOpHATa YacT Ha OepoTo mim objacTra 0 Kopema
Ha Pa3CTOAHUE HAM-MAJKO 5 CM OT IbIIa. A

o AKO € Bb3MOXHO, HE U3I0JI3BalTe 00IACTH OT KOKaTa C MPHU3HAIY Ha ncopu@xc.

. Axo HsKo¥ Bu momara npu mocTaBsHETO Ha HHKEKIIMSTA, TON/TS MOXE ﬂa%epe W ropHara
4acT Ha phKaTa KaTo MsICTO 32 HHKEKTUPaHE. Q\

< i

*30HUTE B CUBO Ca Hpel’[Op’B’-{BaHI/IT €CTa 3a UHKCKTHUPAHE.

@6%31 2

IToaroTBeTe MSACTOTO 32 MHKEKTUPAHE @

. W3mwuiiTe ppiieTe cu MHOTO 100pe @:aHyH U TOIUIA BOJA.

° ITourcrere KOXKaTa HA MICTOTO_8 JKEKTUPAHE C aHTHCETITUYIHA KhPIIHYKA.
° He nokocBaiiTe moBeue Tazu CT 0 TIOCTaBSHETO Ha MHXKCKITUATA.

° HepeiiTe 1a BeeTe U HE 1y BbpPXY UHCTaTa 30HA.

3. CBaJjieTe KamaykaTa Ha nvﬁam (Bk. ¢urypa 3):

o Kamaukara Ha urnar ps0Ba 11a ce cBaIsl, JOKATO HE CT€ TOTOBH JIa HHXKEKTHUPATE 103aTa.

o Bsemere npenBap 0 HaIThJIHEHATa CIIPUHIIOBKA M XBAaHETE KOPITyca i ¢ elHa phKa.

. Psi3ko uznbpnai [TaykaTa Ha urjaTa B IIpaBa Iocoka U s u3xpbpJiete. JlokaTo npaBute
TOBA, HE JIOKO ¢ OyTanoro.

3
<
Q ®urypa 3

o Mosxe na 3abenexuTe Bh3AYyIIeH MEXyp B IIPEIBAPUTEIHO HAIThITHEHATA CIIPUHIIOBKA HJIH
KaIka TEYHOCT Ha BbpXa Ha Urjara. ToBa ¢ HOPMaJHO U HE € HEOOXOAUMO JIa C& OTCTPaHSBAT.
o He noxocBaiiTe uriara u He s AONUpANTE B IPYTU MOBBPXHOCTHU.
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° He u3nom3paiite MMPpEABAPUTECIIHO HAITBJIHCHATA COPUHIIOBKA, KO 4 U3IIYCHETE C OTBOPCHA UIJIa.
Axo ToBa ce CJIy4H, C€ CBBPIKETC C Bamus JICKap Ujin (I)apMaL[CBT.
L HH)KGKTHpafITe Jo3aTta B€JHara, 1joM CBaJIMTC KalladyKaTa Ha urjara.

4. NnxexTHpaiiTe 103aTa:

o XBaHeTe MpeABapUTENHO HAIbJIHEHATA CIIPUHIIOBKA MEXKIY CPEIHUS MPBCT U TOKa3aera %’O
e/lHaTa pbKa M [oCTaBeTe Majela CH BbpXy IIaBaTa Ha OyTasoTo, a ¢ Apyrara pbKa JIeKO Qj
CTHCHETE OYHMCTeHAaTa KOXKa MEeXKAy Majena 1 nokasaneua. He cruckaiite cumno.

. He m3gppnBaiite OyTanoTo. &Q

o C enHo OBP30 ABWKEHUE BKapaiiTe Urinara B KOXkaTa, JOKBAETO MOXe (BXK. Guryp

a4
£

Qurypa 4 Q

. WNmxekTupaiTe MsUI0TO KOJTUIECTBO OT JIEKAPCTBOTO, glo HaTHCKaTe 0yTanoTo, T0KaTo
rJaBaTa My JOCTUTHE MEXIY CTPaHULIUTE Ha npen@meml Ha urnara (Bx. ¢purypa 5).

o Korato 6ytanoto
U TIyCHETe KO)& BX. urypa 6).

Q

<
Q ®urypa 6

o baBHO oTcTpaHeTe manena cu OT riiaBara Ha OyTanoTo, 3a J1a TO3BOJUTE Ha Ipa3HaTa
CTIPUHIIOBKA JIa c€ MPUBUKH HArope, J0KaTo I[sJ1aTa UIJia ce MOKPHUE ¢ MPeanasuTes, KakTo e
MMoKa3aHo Ha ¢urypa 7:
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5. Cnen uH:KeKTHpaHe:

6. M3xBbpasine:

@urypa 7 AQ

[IpuTncHeTE aHTHCENTHYHA KbPIHYKA BPXY MSACTOTO Ha MHXKEKTHPaHE BJIPOIBDKCHNE Ha
HSIKOJIKO CEKYHJIH, CJIe/l KaTO TIOCTaBUTE WHIKEKIUATA. QQ
BB3MOXKHO € Ha MACTOTO Ha HWHXCKTHUPAHE J1a UMa MAJIKO KOJIUYECT PBB UJIU TEUYHOCT. Tosa
€ HOpPMAJIHO.
Mosxe 1a IpUTHCHETE MICTOTO HAa HHXEKTHPAHE ¢ HaMydeH Ta W MapJis ¥ 1a
3agppxute 10 cexyHmu.
He pa3rbpkBaiiTe KoXkaTa Ha MACTOTO Ha MHXKEKTHpPAHE. A@ HEOOX0NMO, MOXKeE /1a CIIOKUTE
MaJIKa JIETICHKa BbPXY MSCTOTO Ha HH)KEKTUPAHE.

<

U3non3BanuTe CIpUHIIOBKH TPsIOBa Jla ce IOCTaB @Henpo6nBaeM KOHTEWHEep, KaTo
KOHTeHHepa 3a ocTpH mpeaMeTH (Bk. (hurypa 8).N8a Bamrara 6e30macHOCT U 37[paBe u 3a
0e3omacHOCTTa Ha IPYTUTE, HUKOTa He H3non@me MTOBTOPHO CHPUHIIOBKHUTE. 3XBBpIIsiiTe
Bamms koHTeitHep 32 OCTpH IPEIMETH B C €TCTBHE C MECTHUTE pasmopeaou.
AHTUCEITUYHHUTE KBPIIUYKU U IPYTH KO aTHBH MOXE J]a C€ U3XBBPIIAT B OO OOKITYK.

Odurypa 8
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JIncroBka: nHpopManus 3a NOTpeOUTEJIs

Eksunbi 90 mg nH:KeKIIMOHEH Pa3TBOP B MPeABAPUTETHO HATBJIHEHA CIPUHIIOBKA
ycrekunyMab (ustekinumab)

vTo31/1 JIEKapCTBEH MPOIYKT MOMJICKH Ha JOIBJIHUTEIHO HaOmroAeHue. ToBa Ie mo3Boiu 0b
YCTaHOBSIBaHE Ha HOBa WH(OpMAIMs OTHOCHO Oe3omacHocTTa. MoKeTe 1a najete CBOs MPUHO 0
CHOOIMTE BCSIKA HEXellaHa PEakIus, KOSATO CTe MONyYWId. 3a HauMHa Ha ChoOIIaBaHe Ha H@ aHu
peaKIuu BIKTE Kpas Ha Touka 4. O

IIpoyeTeTe BHUMATEIHO ISJIATA JUCTOBKA, MPEIH 1A 3aM0YHeTe 1a H3NM0JI3BaTe T
JIEKAPCTBO, Thil KATO T ChAbP:Ka Ba:kHa 3a Bac nndopmanus.

Ta3u JUCTOBKA € HAITMCAHA 32 MALMEHTA, KOWTO NpueMa JeKapcTBOTO. AKO ﬁ, poauTes Win
HACTOIHHK, KoHTO me mpuiara Eksunbi Ha nere, MoJisi npoyeTeTe BHUMATEIHO Ta3U

HHpopmanus. Qj

- 3anaszere Ta3u JUCTOBKA. MOXe 1a ce HAJO0XU Ja i IPOUYETETE O

- AKo0 MMare HIKaKBH JOITBIHUTEHN BBIIPOCH, TIOTIMTaiTe Bamy Kap WiIn papMareBT.

- ToBa nekapctBo € npennucato JuyHo Ha Bac. He ro npeotc Wte Ha 1pyru xopa. To Mmoxe
Jla UM HaBpeIly, HE3aBHUCHMO Y€ TIPU3HAIIUTE Ha TAXHOTO 3 SIBaHE ca ChIIUTE KaTo BamuTe.

- AKO TOTy4HTe HIKAKBH HEXXETIaHW PEaKINH, yBEIOMETE %mxm nexap win apmarneBT. ToBa
BKJIFOYBAa U BCUYKH BB3MOXHU HCXKCJIAaHU PCAKIIUH, H WICAHU B Ta3W JIMCTOBKa. BukTre
TOouKa 4.

Q

KakBo ¢babpika Ta3u JUCTOBKA \2\

Kak na cexpansiBate Eksunbi %
ChbabpsKaHKE Ha ONAKOBKATA U 50& UTeIHA UHPOPMALIUS

®)

1.  Kakso npeacrasisiBa Eksu&bi M 32 KAKBO C€ H3M0/13Ba

Kakgo npeacrasiasBa Eks@ \

Eksunbi cprbpxa aKTI/IBH(mk €IIeCTBO ,,YCTEKHHYMa0”’, KOETO € MOHOKJIOHATTHO aHTHUTSLIO.
MOHOKIIOHAJTHUTE aHTHT@ a IPOTEHHH, KOUTO Pa3Mo3HaBaT U CBHP3BAT ONMPEIACIICHH CIIeTN(DHIHN
MPOTEUHU B OPTaHU3M

1. Kakso npencrasnssa Eksunbi u 3a kakBo ce L@onsBa
2. Kakso Tpsi6Ba jja 3HaeTe, mpeau Ja u3nomsedre Eksunbi
3. Kaxk na usnonssare Eksunbi Q

4. BBb3MOKHH HEXENAHU PEaKIUU @

5.

6.

Eksunbi mpuran zm rpyna JeKapcTBa, HapedeHH ,,AMyHocynpecopu”. Te3u nmekapcTBa
JIEHCTBAT, KaTo $M3JI$IB3T aKTHBHOCTTA Ha YaCcT OT MMYHHATa CUCTEMA.

3a kakBo nos3Ba Eksunbi
Eksunbi QQ [10J13Ba 3a JICUYEHHE Ha CJIEIHUTE Bh3MaIUTEIHH 3200 IIBaHMI:
KOB IICOPHA3KC - IIPU BB3PACTHH M Jelia Ha Bb3PACT OT 6 FOJUHM U TO-TOJIEMHU
° OpHaTHUYEH apTPUT — IPHU Bb3PaCTHU
. \%%MepeHa 110 TeKa 6osiecT Ha KpoH — nipu Bb3pacTHU
Q/ YMepeH 10 TeKbK YIILEPO3eH KOJIUT — IIPH Bb3PACTHH

Qﬂnaxos ICOPHA3HUC

,,L [ITakoB TIcoprasuc” e KoKHO 3a00IIsIBaHe, KOETO BOJIU JI0 BB3MAJIEHHE, 3acATall0 KOXaTa U HOKTHTE.
Eksunbi HamasiBa BB3MMaJICHUETO U APYTHUTE MIPU3HAIIN Ha 3a00JIIBAHETO.

Eksunbi ce nsnon3ea IIpU BB3PACTHU C YMEPCH A0 TCIKBK IUIAKOB IICOPUA3NC, KOUTO HE MOTraT a
HM3II0JI3BAT MUKIIOCTIOPHUH, METOTPEKCAT UIIN (I)OTOTepaHI/ISI, WJIM KOraTo TE3U JICUCHUA HE HeﬁCTBaT.
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Eksunbi ce usnonssa IIpu A€la U FOHOIIN Ha Bb3pacT 6 TOAWHU U IO-T'OJIEMU C YMEPCH O0 TCIKBK
IJIaKOB IICOpHUa3ncC, KOMTO UMAaT HCIIOHOCUMOCT KbM @OTOTepaHI/IH WK Jpyru CUCTEMHU TEparinuu, Ui
KOrarTro T€3H1 JICUCHHUA HE I[eﬁCTBaT.

IlcopuaTnyueH apTpur fb
IIcopmatnuen apTpuT € BB3MATUTEIHO 3a00JsIBaHe HA CTABUTE, OOMKHOBEHO CHITHTCTBAHO OT b
Tcopuasuc. AKO UMaTe akTUBEH IICOPUATUYCH apTPUT, TBPBO Iie Bu nekyBar ¢ Apyru ekapcTpa&AKo
HE CE TIOBIIUSAETE JOCTATHIHO JOoOpE OT Te3H JICKapCcTBa, MOXe 1a Bu ce mpeammire Eksunbi,& ce:
. HaMaJIsIT IPHU3HAIINTE U CHMIITOMUTE Ha 3a00J1sBaHeTo Bu; O
. nogoopu pusudeckoTo Bu cheTosHME; Q
o 3a0aBu yBpexaaHeTo Ha Bammre crasu. A
BoJect Ha Kpon 02’(0

a Kpon mepBo 11e

Bonectra Ha KpoH e Bb3nanutenHo 3abomsiBaHe Ha yepBara. AKo uMate 6osec
Bu ce magat apyru jgekapctBa. AKO HE C€ IOBIHUSAETE JOCTAThUHO HIIM UMAT %OHOCI/IMOCT KBbM TE3H
nekapcerBa, Mmoxe Jia Bu ce nane Eksunbi 3a HamansBaHe Ha npuU3HALIUTE NITOMHUTE Ha
3a0osBaneTo Bu. Q/

Yauepo3en koauT Q

VY ILepo3HUAT KOJIHUT € BB3MANUTETHO 3a00s1BaHe Ha yepBaTa. A aTe yalUepo3eH KOIUT, IbPBO
me Bu ce nanar npyru nekapctBa. AKo He ce oBnusiBaTe 100p€ Wik UMaTe HETOHOCUMOCT KbM TE3H
nekapcTBa, Moxe ja Bu ce nage Eksunbi 3a HamansBane Ha @43 aIuTe ¥ CAMIITOMUTE Ha BarmeTo

3a0011BaHeE.

2. Kakso TpsadBa 1a 3HaeTte, npeau aa H3H0.]13®Te Eksunbi

He n3noazsaiite Eksunbi @

. AKO cTe aJIepru4Hu KbM yCTeKnHyM@/mI/I HAKOSI OT OCTaHAJUTE ChbCTABKU Ha TOBA
JIEKapCTBO (M30pOCHM B TOUKA 6). Q

. AKO UMaTe AKTMBHA nmbencugﬂ& TO BamusT jexap HaMmupa 3a 3Ha4yuMa.

Axo He cTe CUTYPHHU JAJIU HAKOC OT, @pOCHHTe MO-rope c€ OTHacsd 3a Bac, IOChBETBalTE ce ¢ Bamms

nexap win papMareBT, Ipeau aa nm3BaTe Eksunbi.
n \
peaynpe:kIeHus: U mpean MepKH
I'oBopere ¢ Bamus nekap apMarieBT npeau aa u3noisare Eksunbi. Bammusat ekap e nposepu

chcTosiHUEeTO Bu mpeu JeyeHne. Y BeJoMeTe CBOs JieKap 3a Besika Barra 6osecT mpeau Besko
neyenne. ChIIo Taka vpKanaﬁTe Bamms nekap, ako HacKopo cTe OMIIM B KOHTAKT C YOBEK, KOWTO
MOJKe J1a uMa Tyoepiyno3a. Bammsat nekap me Bu npernena u me HanpaBy u3clieBaHe 3a
TyOepKymo03a, mpe m3non3Bare Eksunbi. Ako BammsT nmekap cMsTa, 9e cTe U30KEHN Ha PHUCK OT
TyOepKyo3a, MQKe 1a Bu mpeanuie ekapcTBa 3a Je4eHUETO .

Cuenere 3 MO3HU HeKeJIAaHU peaKIuu

Eksunbi MQ% Jia IpeIN3BUKa CEPUO3HH HEXKEIIAaHHU PEaKLUH, BKIIOUNTEITHO aJlepIrHYHH PEAKIIUH U
HH(beKL@. Tps0Ba 1a cieaute 3a onpenesieHH MPU3HALM Ha 3a00JsBaHus, okato nmpuemare Eksunbi.
BI/I)K’IQCGpI/IOSHI/I HE)KeJIaH! PeakiK’~’ B TOYKA 4 3a IIBJIHMS CIIUCHK HA TE3W HEXKEIIAaH! PEaKIIUH.

au na usnoassare Eksunbi nngopmupaiite Bamms nekap:

AKO HAIKOTa cTe HMAJIN aJIepPruYHa peakuus KbM YCTeKHHYMAa0. AKO HE CTe CUTYPHH,
Q nonuranTe Bamms ekap.
o AKO HSIKOTa CTe HMaJIM HAKAaKbB BUJ PaK — TOBA €, 3aI[0TO UMYHOCYIIPECOPUTE KaTO
yCTeKMHyMab oTciabBar 9acT OT UMyHHaTa cucTeMa. ToBa MoJKe /1a TIOBHIITM PUCKA OT Pak.
o AKoO cTe JIeKyBaHH 32 IICOPHA3MC ¢ APYTH OMOJOTMYHH JeKapcTBa (J1eKapcTBo,

MMPOU3BEAECHO OT 0HMOJIOrMYEeH H3TOYHHK M 00MKHOBEHO npujaaraHo 4pes3 HH)ReKlIHﬂ) -
PHUCKBT OT paK MOXKC [a € IO-BUCOK.
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° AKo nMaTe W HaCKOpoO CT¢ UMaJIN l/lH(l)eKIII/IH.

o AKO UMaTe HOBH WJIM IPOMEHSIIIM ce JIe3NU B yJacCThLUTE C ICOPUA3UC UITH 110
He3acerHaraTa Koxa.
o AKo mosy4aBarte Jpyro JedeHue 3a COPHA3HNC U/UJIH MCOPHATHYEH apTPHUT — KaTo APYTH

UMYHOCYTIpECOpH WM (oToTepamnust (Koraro TsIOTO ce JIeKyBa ¢ THIl yarpasuonerosa (UV)
cBeTnrHA). Te3u JeueHns ChII0 MOXKE JIa OTCIIA0AT YacT OT UMyHHAaTa cucteMa. M3mon3sa
Ha Te3M JICUeHHsI 3a¢JHO C YCTEKMHYyMal He € u3cieaBano. BeaMokHO e obaue, TO 1a yBe
pHcKa oT 3a00JIIBaHMsI, CBBP3aHH C OTcIa0BaHe HA UMyHHATa CHCTEMA.

J AKO 10JTy4aBaTe HJIH HAKOTA CTe MOJY4aBAIN HHAKEKIMH 32 JIeueHHe Ha ajepruf fie ¢
U3BECTHO JIaJIM YCTEKMHYMA0 MOKE 11a OKaKe BIMSAHHE BbPXY TAX. O
J AKo cTe Ha M HaJ 65 roAMHH — MOKE J1a CT€ MO-CKJIOHHU KbM HH(EKIUH. :Q

AKO HE CTE CHIYpHH Jlaliu HAKOS OT ropens0poeHnTe ce oTHacs 3a Bac, mocheerBaiipe.ce ¢ Baums
nexap ni hapManesT, Ipeau aa usnoassare Eksunbi. O)

Hsikon mauueHTH nony4aBaT Jymyc-IIOA00OHU peaKkiiy, BKIIOYHTEIHO KOXKEHALYITyC epuTeMaToaec 1
JTymyc-1mono0eH CHHIPOM, [0 BpeMe Ha JIeYeHHE C YCTCKMHYMa0. Fosope;?anara ¢ Bamms nexap,
aKo MOIy4YHTe YEepPBEH, HAJAUTHAT, JIIOIIEN] ce OOPHB, IOHAKOTa C TIO-Th PaHUIN, B U3T0KECHNTE
Ha CITBHIIC yYacThIM Ha KOXKaTa WM CTaBHU OOJIKH. Q

>

CobpaeveH MHPAPKT U UHCYJITH

WHpapkT 1 nHCYATH ca HAOJI0AaBaHU B IPOYYBaHE MPU naune@ C TICOpPHA3HNC, JIEKYBaHH C
ycTekuHyMa0. Bamust gekap peloBHO 11 IpOBEpsSIBa PUCKOBHTE (haKTOPH 3a CHPACYHO 3a00JsBaHE U
WHCYNT 1ipu Bac, 3a 1a e curypHo, 4e Te ce JIeKyBart 10 nom(gﬂm HaunH. He3abaBHO moTbpceTe
MEUITMHCKA ITOMOIII, aKO TIOJIyJuTe O0JIKa B THPIAUTE, C CT WJIM HEOOWYaifHO ycelIaHe OT eJHaTa
CTpaHa Ha TAJIOTO, OTIIYCHATOCT Ha JIMIIETO WUJIK I'OBOP JIA 3pUTCIIHA CMYIICHUS.

Jleua u 0HOWH \>s®

Ycrexnnymab He ce Ipenopbusa 3a yrnoTpeda iy eria Ha Bb3pact Mo 6 FOAMHHU C ICOPHA3HIC HITH
IIpH Jielia Ha BB3pacT 1oj 18 rogunu ¢ ncopuégdueH apTpurt, ¢ Gosnect Ha KpoH wmm ¢ ynueposex
KOJIAT, 3QILIOTO He € NPOYBAH [IPH Ta3H BYSRACTOBA IPYIIa.

Jpyru jiekapcrBa, BAKCHHU U Eksu')
Tps6Ba na kaxere Ha Bamus nexap, @1 ¢dapmareBT:

o AKo ipremMaTte, HacCKOpOo CTENIPHEMAITH MITH € Bb3MOXHO J1a TPUEMETe IPYTH JIeKapCTBa.

. Ako Hackopo Bu e npaB/gii\Hnn miaHupare na Bu ce npasu BakcuHanus. Jlokato usnonspare
Eksunbi, asxon Bu0oBE BAKCHHN ()KWBU BaKCHHH) HE TPsOBa J1a ce Ipuiiarar.

. AKO cTe ToJTyJaBaI sunbi 1o BpeMe Ha OpEeMEHHOCTTA, TPSIOBa Jja KaXKeTe Ha JieKaps Ha

0ebero Bu 3a 1eu o ¢ Eksunbi, npeau To fa mony4n KakBaTo U Jia € BAKCHHA,
BKITFOUUTEITHO x&awnnn, karo BIK Bakcuna (M3non3BaHa 3a IpeAmna3BaHe OT
TyOepkyno3ap {BiTe BaKCHHU He ce IpenophuBar 3a Bamero 6ede mpe3 mbpBUTE JBAHAIECET
Meceria cie TTAaHeTo, ako cTe mosydaBanu Eksunbi mo Bpeme Ha OpeMEHHOCTTa, OCBEH aKo
JeKapsT }\kaameTo 0eOe He mpenopbya Ipyro.

BpeMeI—lHo@@K’bpMeHe
o AxO¢Te OpeMeHHa, cMsTaTe, ue MOXe J1a cTe OpeMeHHa WITH IJIaHupaTe OpEeMEHHOCT,
BeTBaliTe ce ¢ Bamms nekap npeau ynorpedaTta Ha TOBa JICKapCTRO.
o ¢ ¢ HaOJIroIaBaH MO-BUCOK PUCK OT BpoJicHH Ae(eKTH rnpu 0edeTa, H3I0KEeHN Ha YCTEKUHYMal
\@ B yTpobata. JlanauTe OT ynoTpedaTta Ha ycTeKnHyMab npu OpeMeHHH KeHU obade ca
Q/ orpanmdecHu. [lopanu ToBa € 3a IpeamOYUTaHe Ja ce U30srBa yrnorpedara Ha yCTEKUHyMab 1Mo
Q BpeMe Ha OPEMEHHOCT.
o AKO cTe JKeHa ¢ JISTepOCH OTSHIIUA, KeJaTeJHO € Aa He 3a0peMeHsBaTe 1 J1a U3M0I3BaTe
MOJXOIAII NPOTHBO3auaTh4eH METOI, KOraTo M3MOJ3BaTe yCTeKUHyMal u noHe 15 cenmunm
ClIe]T TIOCITIEJHOTO MPUJIaraHe Ha YCTEKHHyMao.
. Eksunbi mo>xe na mpemuHe npe3 TuianieHTaTa B HepoaeHoTo 0ede. Ako cre nomydaBanu Eksunbi
0 BpeMe Ha OpeMeHHOCTTa cH, 0ebeTo Bu Moxxe a nMa 1o-BUCOK PUCK OT UH(EKITHS.
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o BaxHo e 1a kaxkere Ha JiekapuTe Ha Bamero 6ebe v ApYTy MEIUIIMHCKY CIIEIUATUCTH, aKO CTE
nonyvaBaiu Eksunbi mo Bpeme Ha OGpeMeHHOCTTa cH, mpenu 0ebeTo Aa MOoIydr KakBaTo | Ja €
BakcuHa. JKuBu Bakcuuy, kato BIJK BakcuHa (M3mosi3Bana 3a mpeana3BaHe OT TyOepKyo3a) He
ce mpernopbuBar 3a Bamreto 6e0e npe3 MbpBHUTE IBaHAIECET Mecela Cie]] paKaaHeTo, aKo CTe
nonyuaBaiu Eksunbi mo Bpeme Ha OGpeMeHHOCTTa, OCBEH aKo JeKapsT Ha Bamiero 6ebe He
npernopbya Apyro.

o YcreknHyMab MoXe Ja MpeMHUHE B KbpMaTa B MHOTO MaJIKu KojnuecTBa. [lockBeTBaiite ¢
Bamus nexap, ako KbpMHUTE WIM aKO TUIaHUpaTe aa kbpmute. Bue u Bamuar nekap tps a
pelmTe 1anu TpsOBa Ja KbpPMUTE WIK JIa M3II0JI3BAaTE YCTEKNHYMA0 — HE MpaBeTe U HB‘{ {

Iodupane u paéora ¢ MAIIMHHA Q
YcrekuHyMal He MOBJIMSABA HIIK TIOBJIUSIBA MPEHEOPESIKUMO CITIOCOOHOCTTA 32 Hiodupa pabora c

MalluHH. @

JIHO HaIlbJIHCHA
orat aa Npu4uHAT
BCHU aJICPTUU.

Eksunbi ¢coabpika moaucopoar 80 (E433)
Toga nekapctBo chabpka 0,04 mg nomucopbar 80 (E433) BbB Besika MpejiB
cnpunioBka (1 ml), kouto ca exkBuBanenTHu Ha 0,04 mg/ml. [Tonmcopbar
anepruyHu peakiuu. TpsoOBa na kaxere Ha Bammst ekap, ako nmare yc

AR

Eksunbi e npeana3nauen 3a ynorpeda 1oy phbKOBOJICTBOTO H@)&pona Ha JIEKap C OMHT B JICUCHUETO
Ha 3a00JIIBaHus, 3a KOUTO ¢ moka3aH Eksunbi.

3. Kak na n3noasBare Eksunbi

Bunaru n3nonspaiite ToBa JIEKapcTBO TOYHO KAKTO BHQRa:;aJI BamusaT nexap. AKo HE CTe CUTYPHH B
Helo, nonutaite Bammus nekap. IlocsBeTBaiite ce g=Bamus gekap 3a ToBa, kora e Bu ce mocrassaT
HMHXXEKIMUTE U KOTa I Ca CIEeIBAIIUTE KOHTPOIH erIIe/IN.

Kakso koaundectBo Eksunbi ce npuaara
Bammsar nekap me pern kakBo konnuecTBe-Eksunbi TpsiOBa 1a moiayunTe U 3a KaKbB NEPUOJ OT

BpeMe. 5 &

Bob3pacTan Ha 18 ronnan wim no—r&an
Ilcopua3uc uim ncopuaTuyexH ap;&a-nT

) [Ipenopruntennara HauamHa 1032 € 45 mg Eksunbi. [lanmenTu ¢ Termo Hax
100 xumorpama (kg) m 3amovHaT ¢ 1o3a 90 mg Bmecto 45 mg.
° Crnepn HavajiHaTa 703 enBaiata Bu no3a mie 0b1e 4 ceIMUIM MO-KbCHO U CJIe] TOBA Ha
BCEeKH 12 ceamuir JBAIIIMTE T03U OOMKHOBEHO Ca CHIUTE, KATO HaYaaHATa J034.
Boaect na Kpon u epPo3eH KOJUT
. IIo Bpeme eHnero Bammsar nekap me Bu npuinoxu mbpBara 103a 0T IPUOIM3UTEITHO
6 mg/kg Eksunbi upe3 kanmkoBo BIMBaHE BbB BeHa Ha pbkaTa (MHTpaBeHO3HA HHOY3us). Cien
Hayam J103a, 1ie momyuute ciueasamara qo3a 90 mg Eksunbi cnex 8 cenqmunu, cien ToBa
npe3 SIIMUITN 9Ipe3 WHKEKIIHSI O] KOKaTa (TIOJKOXKHO).
) IT KOH TIAIUEHTH, CJIe]] ITbpBaTa moakokHa umxeknus, 90 mg Eksunbi moxe ga ce
ara npe3 8 ceamuin. Bamusar jgexap 1me pemu kora TpsioBa ga Mmoxy4yuTe cleaBaiiara cu

3a.
X%
2 M OHOIIM HA 6 TOTUHM WJIM MO-T0JIEMH
copunasuc

o Eksunbi He e mokazaH 3a reAuaTpUYHU MAUEHTH C TUIAKOB MICOPHA3NC, KOUTO Texat mox 60 kg,
Thii Kato Eksunbi ce npeanara camo kaTo npeaBapUTEeTHO HAITBJIHEHA CIPUHIIOBKA OT 45 mg u
90 mg 3a moAKOXXHO WHXKEeKTHpaHe. Clie0BaTEeIHO, aKo € He00X0uMa ajlTepHaTHBHA 1034,
TpsiOBa J1a ce M3MON3BAT APYTH NPOLYKTH, ChABPIKAIIY YCTEKHHYMAO, peuiaraiy TakaBa
BB3MOKHOCT.
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. JlexapsT TpsiOBa fa ompesenu mpaBuUiIHATa 3a Bac 103a, BKIFOUHTETHO B KOJUYECTBOTO (00ema)
Eksunbi, xoiito TpsiOBa 1a ce MHXKEKTHPa, 32 Jla € IpaBuiIHa no3ara. [IpaBunHara 103a 3a Bac
1€ 3aBUCH OT BalleTo TeIecHo TEeryio Mo BpeMe Ha BCAKa J103a.

o Axo Texxute ot 60 kg mo 100 kg, npenoppuntennara no3a e 45 mg Eksunbi.

o Axo Texxute moseue ot 100 kg, npermoppuntenHara no3a e 90 mg Eksunbi.

o Crnen HawanmHaTa 7034, cieqBaiara Bu no3a me 0b1e 4 ceqMuIy Mo-KbCHO | CIIe]] TOBA Ha bfb
BCEKH 12 cenMMUIIN. Q/

Kak ce npuaara Eksunbi &Q

. Eksunbi ce mpunara kato mHXeKIus 0 KoxaTa (TI0K0kHO). B HavanoTto Ha Ba e@
nedenne, Eksunbi Moke 1a ce MEYKEKTHpA OT JIEKap WIIH METUITMHCKA CeCcTpa. %

. Bue u Bammsr nexap obade Moxe na pemmure, 4e Bue camu Moxe 1a cu I/IH)I(CK?A&TC Eksunbi.
B TaxbB ciryuaii me npeMuHeTe o0ydeHue Kak Aa cu nHxkektupare Eksunbi @OCTOHTeHHo.

. 3a ykazaHus kak na umxektupare Eksunbi BmwkTe ,,YKa3aHus 3a npymome}@’ > B Kpas Ha Tazu
JIUCTOBKA. %\

I'oBopere ¢ Bamus nekap, ako mMare BBIIPOCH OTHOCHO TOBa KaK caMU Jia Tl BATE MH)KEKIIHATA.

AKO CcTe U3M0JI3BAJIM MOBe4ye OT HeoOxonumaTa q1o3a Eksunbi &

AKO CTe M3IO0JI3BAIIN WK ca Bu Mpuitoxxuiy rmopeve ot HeoOXoauMa 3a Eksunbi, He3a0aBHO ce

MOCHBETBANTE ¢ Jekap i ¢apmarieBT. Bunaru Hocete ¢ Bac KapT@ Ta OIIAKOBKA Ha

JIEKapCTBOTO, IOPH U J1a € Mpa3Ha. fb

Ako cTe nmponmycHau aa udnojassare Eksunbi
AKO cTe IpoIyCHaJIM 1033, CBbpKeTe ce ¢ Bamms nexap yin (papmanest. He npuitaraiite 1BoiiHa
J103a, 32 Ja KOMIIEHCHpaTe MpOoITycHATaTa J103a. \2‘

Ako cTe cnipesn ynorpedara Ha Eksunbi M}g/
He e onmacno na crpere ynotpebara Ha yCTeKMHYM@6. Ako o0aue s cripete, BamuTe cuMntoMu Moxke
Jia c€ Bb30OHOBSIT.

AKO UMare HAKaKBH JONMBIHUTEIHU anpc@, CBBp3aHH ¢ ynoTpedara Ha TOBa JIEKapCTBO, MOMHUTANTE
Bamms nexap nnu ¢papmanesT. J &

)

4. Bb3MOKHH HeKeJIaHU peak&ﬁu

Kaxkto Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAU3BHUKA HEKECIIaHNU pCaKIIUU, BBIIPEKH Y€ HE
BCCKHU I'l 110JTy4aBa. s

Cepuo3nn Heme.na}m@?:unn
Hsxou nanuentu Me@ Jla UMaT CEPUO3HHU HEXKEJIaHU PEaKIiu, PH KOUTO Jla CE Haylara CIICIIHO

JICUEHUE.

Anepruanu MU — MO%Ke /1A M3UCKBAT crnelHo Jedenue. Mudopmupaiite Bammus jiekap uiu
He3a0aBH bpceTe CIelHa MeUIMHCKA MOMOIII, K0 3a0e/1e;KuTe HIAKOI 0T cleHUuTe
NPU3HA

° O3HUTE AIEPTUYHH PeaKInH (,,aHauimakcus’™) ca peaKu Mpu Xopa, MpUeMaIiu

TekuHyMab (Moxxe fa 3acerrar 10 1 Ha 1000 gymm). [Ipu3HanuTe BKIIFOYBAT:
!® o 3aTPYIHEHO JUIIAHE WK NPETIIbIIaHe
o

@ HHUCKO KPBBHO HAJIATAHE, KOCTO MOXKE J1da MIPUYINHHU 3aMadHOCT NI CBECTOBBPTECIK
Q (0] oAyBaHC Ha JIMLIECTO, YCTHUTE, yCTAaTa UJIH I'bPJIOTO.
L4 Yecture MMPpHU3HAOW Ha AJICPTUIHA PCAKIUA BKIIIOYBAT KOKCH 06pI/IB " ypTUKapHusi (MO)KG Ja

3acersar a0 1 va 100 gymm).

B peaxu ciayyau ce cb001aBaT ajJepruyHu 0eji0Apo0HN peakuuu 1 0eJI0ApOOHO Bb3NaJIeHUe
NpH NanMeHTH, KOUTO MOJy4aBaT ycTeKUHYyMa0. YBeoMeTe BegHara Bauus jekap, ako
NMOJIy4uTe CHMIITOMH KaTO KAaIIMIA, 3aAyX M BUCOKA TeMIlepaTypa.
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AKO MoJTyuHTe Cepro3Ha allepruyHa peakius, Bammst nekap Moxe Ja peuin, 4e Bue He TpsiOBa na
ynotpebsiBate Eksunbi oTHOBO.

HNudexuun — Moxe 1a N3MCKBAT cieliHo Jeyenue. Uudgopmupaiite Bamus jgexap, ako

3a0esiekuTe HAKOM OT CJIeIHUTE MPU3HALM. /O
. WH(EKITMUTE Ha HOCa WIIA ThPJIOTO M MPOCTYIaTa ca 9eCTH (MOXe JTa 3acerHar A0 1 Ha b
10 mymm) Q/
° MHQPEKIUUTE Ha JOJHUTE NUXATEIHH MbTHINA (IPhIHA HHPEKIIUN) ca HeuecTH (MOXKe J(QQ
3acernar a0 1 Ha 100 gymm) O
. BB3IMAJICHUETO Ha TIOJIKO’KHATA ThKaH (LIEIYJINT) € HedecTo (MOKe J1a 3acerHe J0 l@
100 mgyrmm) A
. xeprrec 30ctep (B O0JIE3HEH OOpUB ¢ MEXYpH) € HEUECT (MOXKE J1a 3acerHaTAB 1 Ha
100 mymim) fb
Ycreknaymab Moske 1a Hamanu criocobHocTTa Bu na ce Gopure ¢ I/IH(l)eKHI/I%KOI/I WH(PEKIUN MOXKE
Jla CTaHAT CEPUO3HU U MOXKE JIa BKJIFOUBAT UH(PEKIIUHU, IPUUUHEHH OT BUP TbOMYKH, OaKTEPUHU
(BKJITFOUMTETHO TYOCPKYJI03a) HITU MMapa3uTH, BKIIFOUUTEITHO HHPEKIINY, 0 BB3HUKBAT MPEIUMHO
TIpH XOpa ¢ oTcinabeHa UMyHHA cucTeMa (OMOPTIOHUCTHYHU HH(EKIH PH MalMEHTH, TOTyYaBalln
YCTEKHHYyMa0, ce ChOOIIaBaT OMOPTIOHUCTHYHNA HHMEKITUH Ha Mosvg HIleaTuT, MCHIUHTHUT),
Oenute qpoOOBE U OUHTE. fb

JlokaTo ymoTpebsBare ycTeKuHyMa0, TpsiOBa J1a CienuTe 3a pgaun Ha uHpekusa. Te BKIIoYBarT:
BHCOKa TeMIIEpaTypa, TPHUITONOI00HH CUMIITOMH, Hougé NoTeHe, 3aryba Ha TerJio

yMOpa WK 3a]1yX, YIIOPUTA KaIlLTHIIA

TOITA, 3aUepBeHa M O0JIe3HEHA KOXKa HITH 60)‘[63@ KOXKEH OOPHB C MEXypH

napeHe NpH ypHHUPaHE Q

IAapus \)‘

3pUTENTHO CMYIIIEHHNE WK 3ary0a Ha 3pe @
riiaBobore, CKOBaHOCT Ha BParTa, quc%TenHOCT KbM CBETJIMHA, TaJIeHe WM 00BPKAHOCT.

WNudopmupaiite Bamms nekap Beanara 3a0eNeXnuTe HAKOW OT Te3H Npu3HaIM Ha nHpekuus. Te
Morar Aa ObAaT Npu3HaLy Ha HH(EK KaTO TPbIHM UH(EKUNH, KOXKHU HHPEKINH, XEPIIEC 30CTEP
WM ONOPTIOHUCTHYHU MH(DEKInH, 0 MOTaT /1a AOBEJAT JI0 CEPUO3HHU YCIOKHEHHS.
Wudopmupaiite Bamms nekap, ako MMaTe HAKaKBa yIIOpUTa WK MOBTapsia ce nHdekuus. Bammsr
JIeKap MOKE Ja eIy, ue He Tp@na Ja ynoTpebsBaTe ycTeKuHyMa0, 1okato nHpeKnuara He Obae
H3JIeKyBaHa. YBejomeTe Ba JileKap, 1 ako UMaTe OTBOPEHHU paHU WM HapaHsSBaHUS, Thi KaTo
MOJKe J1a ce MH(EeKTHpar.

JlomeHe Ha KoxkaTa @ TeH3UBHOTO 3a4epBsiBaHe U JIOLIEHe HA KOKATAa Ha M0-roJisiMa 1oL
10 TAJOTO MOKe CHMNTOMM HAa ePUTPOAEPMHYEH NMCOPUAUC WIH eKcPOTUATHBEH
AepMATHUT, KOUT CEepPHO3HH KOKHU 3200/11BaHus. AKO 3a0esieskuTe HAKOM OT Te3W NPU3HAILH,
TpsOBa 1a HHszanaTe Bamms nexap He3a0aBHO.

Apyrn Hf&a}m peakuuu

Yecr eJaHU peakuuu (Moxxe 1a 3acerrar a0 1 Ha 10 qymm):
o apus
o rajicHe
Q/ MOBPBIIAHE
Q yMopa
o 3aMastHOCT
o riaBobosme
. chpOex (IpypuTyC)
. 0oyKa B rbpOa, MyCKYJIUTE WA CTABUTE
o

BB3MAIEHO T'BPII0
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o 3a4yepBsiBaHe U 0OJKa HA MICTOTO HA WH)KEKTUpaHE
o WHQEKINs Ha CHHYCHTE

HeuecTn HeskeaHu peakuuu (Moxke 1a 3acersar fo0 1 Ha 100 gymm):

WH(pEKIUN Ha 360UTE

BarvHaJHa HHQEKIHS, TIPUINHEHA OT I'bONYKH b’b
JieTpecust Q/
3aIyIleH HOC HIIM Xpema Q
KbpBEHE, TOCHHIBAHE, BTBHPASIBAHE, TOAYBaHE U ChpOEK Ha MACTOTO Ha HH)KeKTHpaIé\
ycemaHe 3a cabocT O
crlajiaHe Ha KJiermada ¥ N3KpUBsBaHE HA MyCKYJIUTE Ha eHAaTa TIOJIOBMHA Ha JIUI] ,,JINLIEBA
napanmsa’ Wil ,,apannsa Ha benr’), KosTo 0OMKHOBEHO € BpeMeHHa

. MPOMsIHA Ha MICOPHA3Uca ChC 3aUEPBABAHE M HOBH MAJIKH, JKBJITH HIIN OCIIH )@rpn 10 KOXKaTa,
MOHSIKOTA MPUAPYKEHU ¢ TemriepaTypa (IyCcTyJI03¢H IICOPUa3uC)

. OeseHe Ha KokaTta (ekconmanys Ha KoxkaTa)

L AaKHC &

Penxu HexxeJIaHM JTeKAPCTBEHH peakuuu (MoKe Ja 3acerHar 1o 1 Ha@ 0 mymm)

° 3a‘IepB$IBaHe " JIIOIICHC HA KOXXaTa Ha I10-ToJIsIMa IUTIOMT I10 TS, 0, KOUTO MOXEC 1a C’bp6§[T N
Ja ca Oore3HeHU (CKC(bOJ'H/IaTI/IBCH )IepMaTI/IT). HO,Z[O6HI/I CH MU MMOHAKOIr'a C€ pa3BUBAT KaTO
CCTCCTBCHA IPOMAHA HAa BUJld HAa CUMIITOMHUTC Ha IICOpUa CpUTPOACPMUYICH HCOpI/IaSI/IC)

L4 Bnb3naneHnne Ha ManIKkuTe KPBbBOHOCHHU CBAOBEC, KOCTO MOQX{& JOBEAC 10 KOXKECH 06pI/IB C MaJIK1

YepBEHU WU JIMJIABY IOy THHH, TEMIIEPAaTypa WK 6(@%1 B CTaBUTE (BACKYJINT).

MHoOro peaKH HeKeJIaHH JIEKAPCTBEHH peakuun (M Tia 3acerHat 1o 1 Ha 10 000 mymm)

o OO0pa3yBaHe Ha MEXypH TI0 KOXaTa, KOITO MOe Jla ObJie 3auepBeHa, chpOsia u 00ne3HeHa
(bymnozen memdurony) é/

o KOXKEH JIYITyC epUTeMaToieC U JYIMyC-0/j00eH CHHIPOM (YepBEH, HAJUTHAT, JIFOLICIL ce OOpHB
B U3JIOKCHUTEC Ha CJIBHIIC YHaCThIHU Ha. aTa, KOMTO MOXeE Jia € IpUJAPYKEH OT 0O0JIKH B
CTaBUTE).

O
Cho0maBane Ha HEKEJIAHN peakid &
AKO MOTy4YuTe HIKAKBU HEXKEIAHU n@ﬁcme}m peakuuu, yBenoMeTe Bamus iekap wiu gapMareBT.
ToBa BKIIFOYBA ¥ BCHYKU BB3MOXK OTMCaHU B Ta3W JMCTOBKA HEXKEJIAHH PeakIiu. MoxeTe ChIIo
Jla ChOOIIHNTE HEXKETTAaHW PEAKIMK JUPEKTHO Upe3 HAI[MOHAIHATA CHCTEMA 32 ChOOIMaBaHe, TOCOYEHA B
[punoxxenue V. Kato ¢»00 T® HEKETaHH peaKkuuu, MOXKeTe Ja JaJeTe CBOS IPUHOC 32

IMOoJIYy4aBaHC HAa MOBEYC I/IH& aliysi OTHOCHO 0e30IMacHOCTTa Ha TOBA JICKapCTBO.

5. Kak na cbxp aTe Eksunbi

L4 ﬂa ce %;2;%% Ha MACTO, HCAOCTBHIIHO 3a AC1a.

. Hacec HsBa B xyaauiaHUK (2 °C-8 °C). Jla He ce 3ampa3siBa.

o Cox é&aﬁTe MpeIBapUTETHO HAIThJTHEHATa CIIPUHIIOBKA B KAPTOHEHATA OIIaKOBKa, 32 Ja ce
npyq%zn OT CBETJIMHA.

. A@ € Heo0X0IMMO, OTACITHATE TIPEIBAPUTEITHO HAITBIHEHH CIIpHHITOBKY Eksunbi Moske chImmo

ce ChXpaHsABaT MpH cTaifHa Temmepatypa a0 30 °C emHOKpaTHO 3a MaKCUMAJICH ITEPUOJ 10
@1 Mecel] B OpUTHHATHATa KapTOHEHA OMAaKOBKa, 32 JIa CE MPEJINa3siT OT CBETIMHA. 3alHIlIeTe
‘% JlaTaTta, Ha KOsITO MPEJIBAPUTEITHO HAIThJIHEHATA CIIPUHIIOBKA ¢ N3BaJICHA 32 MBPBHU BT OT
Q/ XJIQINTHUKA Ha 0003HAYEHOTO Ha KAPTOHEHATA OMAaKOBKa MSCTO. B Kpast Ha TO3u mepuo
Q MPOAYKTHT MOXKE J]a C€ IOCTABU O0PaTHO B XJIaAWiIHUKA. V3XBBHpIIeTe CIPUHIIOBKATA, aKO HE Ce
M3M0JI3Ba CJIe]] ChXPaHEHHUE MPU CTaliHa TeMIepaTypa B paMKUTE Ha | Mecell Wi cliet
M3THYaHe HAa OPUTHHAIHUS CPOK HA TOAHOCT, B 3aBUCUMOCT OT TOBA, KOE OT JIBETE HACTBIIH I10-
paHo.
. He paskianaiite npeBapuTeIIHO HanbJIHeHUTE cripuHIOBKU Eksunbi. [IponbmkuTenHoTo
EHEPTUYHO Pa3KJIallaHe MOXKE J1a MOBPEH JICKAPCTBOTO.
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He n3non3Baiite ToBa J1eKapcTBO:

. CJIe/I CPOKa Ha TOHOCT, OTOENSI3aH BhPXY €TUKETa U KapTOHEHATA OMAKOBKA CIIC
»EXP“/,,Tonen no:“. CpoKbT Ha TOJAHOCT OTTOBAPS Ha MOCICAHUS JCH OT TOCOYCHHUS MECEII,

. aKO TEYHOCTTA € C MPOMEHEH I[BST, MbTHA WJIM B Hesl Ce 3a0esI3BaT IUIYBAIH YYKIH YaCTUIIN
(BmxTe Touka 6 ,,Kak usrnexna Eksunbi u kakBo chabpika omakoBkara®); b’b

° aKO0 3HACTe WM CMSATATe, Ye MOXKE Jia ¢ Onia N3JI0JKeHa Ha EKCTPEMHU TeMITepaTypu (KaTOQ/
WHIIUJCHTHO 3aMPbh3BaHE WK 3arpsiBaHe);

. aKo MPOAYKTHT € OUJI CHEPIrUYHO Pa3KIaTeH. &Q

O

Eksunbi e camo 3a enHokpaTHa yrorpeba. Hen3non3BaHUsT IpOIyKT, OCTaHAN B cnpn;@am,

TpsiOBa fa ce u3XBbpiH. He M3XBHpIsAiTE NeKapcTBaTa B KaHAM3AIUATA TN B KOHTE asa
nmoManrHu oTnaasiy. [lonuraiite Bamms GapmarieBT kak ga H3XBBPIIATE HeKapCTB% KOHTO BEYE HE
u3noi3Bare. Te3n MEepKH I1ie CIIOMOTHAT 3a OIa3BaHe Ha OKOJIHATA cpeja. 0)

2

6. Chabp:kaHue HA ONIAKOBKATA M JONMbJIHUTETHA MHpOopManus &

KakBo cbabp:xa Eksunbi Q/

o AKTHBHO BEILIECTBO: YCTEKHHYMa0. Besika npeaBapuTetHo Hzggﬂena CIIPHUHIIOBKA ChIbpXKa
90 mg ycrekuaymab B 1 ml. fb

o Jpyrure cbCTaBKU Ca XUCTHIUH, XUCTHUIUHOB xm[poxno@l MOHOXHpAT, nonucopdar 80
(E 433), 3axapo3a, Bo/1a 32 HHKCKIIHH. @

Kak usraexna Eksunbi u kakBo cbabpxa OHaKOB%

Eksunbi e 6uctbp, Oe31BeTEH 10 OJICI0KBIT HHKEKI H pa3TBop. Tol MOXe Jia ChbpiKa HAKOJIKO
JPeOHU TONTYTIPO3pAYHH WA OCTH YaCTHIIN HpOTGH@IOCTaBH ce B KapTOHEHA OTMAaKOBKa, ChAbpIKAIIa
e/lHa CTHKJICHA IIPEIBAPUTEIIHO HAIIBJIHEHA CIPURLPBKA 0T 1 ml ¢ euanuHa 103a. Besika
IPEABAPUTEHO HAITBJIHEHA CIIPUHIIOBKA ChIb @90 mg ycTeknuyMab B 1 ml HEKEKIHOHEH
pasTBoD. &)

IIpuTexaTtes Ha pa3pelleHHETO 3a )Bwﬁp%a U NIPOM3BOANTE]
Samsung Bioepis NL. B.V.

Olof Palmestraat 10 O
2616 LR Delft \%
Hunepnannus & \

3a fomBIHUTETHA HHPOPM \kOTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHUS
MpeCTaBUTeN Ha npme@g s Ha paspelIeHreTo 3a ynorpeoda:

Belgié/Belgique/Bélgien Lietuva
Sandoz nv/sa Sandoz Pharmaceuticals d.d filialas
Tél/Tel: +32 242297 97 Tel: +370 5 2636 037
anrapng?qj Luxembourg/Luxemburg
CannosApirapus KUT Sandoz nv/sa
Temn.: @9 29704747 Tél/Tel.: +32 2 722 97 97
¢ (@'{1 republika Magyarorszag
ndoz s.r.o. Sandoz Hungaria Kft.

el: +420 225 775 111 Tel.: +36 1 430 2890
Danmark/Norge/island/Sverige Malta
Sandoz A/S Sandoz Pharmaceuticals d.d.
TIf: +45 63 95 10 00 Tel: +35699644126
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Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

EA\rada

SANDOZ HELLAS MONOITPOZQITH A.E.

TnA: +30 216 600 5000

Espaiia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 1 49 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385 12353111

Ireland
Rowex Ltd.
Tel: +353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 96541 (@)

J
Kvnpog

SANDOZ HELLAS MONOHPOE@H AE.

Tni: +30 216 600 5000
" AN
Latvija

Sandoz d.d. Latvia ﬁliﬁle$
Tel: +371 67 892 006 Q

IIpocnenumoct: Q

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich

Sandoz GmbH ’O

Tel: +43 5338 2000 b
Q

QL

O
R
Portugal

Sandoz Farmacéutica Lda. /;;O
Tel: +351 21 000 86 00 ~2~

Romania Q/
Sandoz Pharmaceutic RL
Tel: +40 21 407 SQ

Polska
Sandoz Polska Sp. z 0.0.
Tel.: +48 22 209 70 00

Slovenija 0)
Sandoz fa tska druzba d.d.
Tel: +386q§0 29 02

Slovefoka republika
San“z\Z d.d. - organizacna zlozka
”@ +421 2 48 200 600

(Z) Suomi/Finland

Sandoz A/S
Puh/Tel: +358 10 6133 400

3a Ja ce HOH%HPOCHGI{HMOCTT& Ha OMOJIOTHYHHTE JICKaPpCTBCHU NPOAYKTHU, UMETO U MAPTUAHUAT

HOMEp Ha Ip

€HUS MPOTyKT TPSIOBA SCHO 1A CE 3aIrCBarT.

Hdara H&f&wnﬂo npepasrie:xxgane Ha gucropkara MM /I'TTT.

I[pbeBToqlmun HAa HH(popMaL U

poOHa nHpopMaIys 3a TOBa JIEKapCTBO € MPeoCcTaBeHa Ha yebcaiita Ha EBponelickara areHuus

0 JIekapcTBaTa https://www.ema.europa.eu/.
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YkazaHus 3a NpUJI0:KeHUe

B Hayanoto Ha JeUEHUETO MEIUITMHCKH CIICIUANCT e Bu mocrasu BamaTa mbpBa nmxekius. Bue
u Bamust nekap obaue Moxe aa perute, 4e Bue camu Moxke na cu umxkektupare Eksunbi. B TakbB
ciIy4ait me nmpeMuHeTe o0ydeHune kak na nmkektupate Eksunbi. ['oBopere ¢ Bamms nekap, ako
BBIIPOCHU OTHOCHO IMOCTAaBAHCTO HAa MHKCKIUATA. %

He cmecnaiite Eksunbi ¢ agpyru TeUHOCTH 32 MHKEKITHS.

He pasknamiaiite mpeqBapuTeIHO HATbIHEHUTE CpUHIOBKY Eksunbi. [Ipuunnata 3a ;QQ e, ue
CHJIHOTO Pa3KIIalllaHe MOJKe J1a oBpe/H JiekapeTBoto. He ynorpebssaiite nexkapctsdry, ako e
OWMIIO CHITHO pa3KJIaTeHO.

Ha ¢urypa 1 e mokazaHo Kak U3rJexkaa NpeABapUTEIIHO HAITbIHEHATA canHHOBKa/O

Kanaye Ha urnata Mrna Etuker Q/

KoHTponHo Kopnyc
nposopye

el (L e
'|I.'HIII| b

‘2\ naga Ha
byTanoto
q)y.;}% 1

<

1. IIpoBepeTe Oposi HA IpeABAPUTEIHO HamHeHnTe CTNIPUHIIOBKM U MOJATrOTBETE MaTepuajIuTe:
[ToaroToBka 3a U3MOI3BAHE HA npe,uBapm@o HaI'bJIHEHATA CIIPUHIIOBKA!

s

M3Basiere npeBapuTEIHO HANBJHCHATA CHPUHIIOBKA/CIIPUHLIOBKH OT XJaAunHuKa. OcTaBeTe s
Jla IPECTON OKOJIO TIOJIOBHUH Yac'BBBHH KyTHATa. TOBa IIE MMO3BOJIM HA TEYHOCTTA J1a IOCTUTHE
MOJX0/IA1la TeMIIepaTypa 3a eKkThpaHe (cTaifHa Temriepatypa). He 3atorsiite
MpEeIBaPUTEIHO HAITBTHEHATA.CIPUHIIOBKA [0 HUKAKbBB JPYT HA4YMH (HAIIpuUMep HE 5
3aTOIUISITE B MHKpOBLJ}g(:I\a nevka WiM B ropema Boja). He cBansiite kanmaukara Ha uriaTta
JIOKaTO TEYHOCTTA He AOCTUTHE CTaliHa TeMIleparypa.

XBaHeTe KopIyca %HHHOBKaTa TakKa, 4e MOKPHUTATa C Karayka UIJja fja Couu Harope.

He xBamaiire ria a OyTasioTo, OyTaJoTO, CTPAHULMTE HA IPEANIA3UTENsl HA UIJlaTa WK
KaraJykaTa Ha 1 .

He m3gppns OyTanoTo.
He cBangiit ITa4YyKaTa Ha urjiata OT CIIpUHIOBKATa, TOKATO HE MPOYCTETC B MHCTPYKIMATA 3a

TB.&

HpOBepe}@ez{BapmenHo HaIbJTHEHATa CIPUHIIOBKA/CIIPUHIIOBKH, 32 J]a C€ YBEPHUTE, de:

0, Ha IpE€ABAPUTECIHO HAITBJIHEHUTE CIIPUHIIOBKH U KOJIUYECTBOTO HA aKTUBHOTO BEIIECTBO

30Ba CIMHUIIA Ca BCPHU:

/0 ako Bamara noza e 90 mg, me nonyuute enna 90 mg npeaBapUTEIHO HAITbIHEHA

cripuHIioBKa Eksunbi;
TOBA € MPABHIHOTO JIEKAPCTRO;
CPOKBT Ha TOJHOCT HE € U3TEKBJI;
MpEeIBAPUTEIIHO HATBIIHEHATA CIIPUHIIOBKA HE € ITOBPEJICHA;
pPa3TBOPBHT B CIPUHIIOBKATA € OUCTHP U OE3IBETEH 0 OJICII0 KBIIT;
Pa3TBOPHT B CHPUHIIOBKATA HE € C TPOMEHEH IBAT MM MBTCH M HE ChABPIKA UYXKIU YACTHUIIH;
Pa3TBOPHT B CHPUHIIOBKATA HE € 3aMpPh3HAIL.
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CLGCpCTe BCUYKHU MaTCpHraJid, OT KOUTO CC€ HYKAACTEC, U ' MMOCTABETC BbPXY YUCTAa NOBBPXHOCT. Te
BKJIFOYBAT aHTUCCIITUYHU KBPIIMYKHA, [TAMYYHH TAMIIOHU WJIW MapJin U KOHTeﬁHep 3a OCTpH NPEAMCTH.

2. N36epeTte u moAroTBeTE MACTOTO 32 HHKEKTHPaHe:
N3zbepere mscTo 3a MHXKEKTUpaHe (BXK. (urypa 2)

° Eksunbi ce nmpunara upe3 WHXeKIHs o1 Koxkarta (ITOKOXKHO). /O
o [Momxonsmu Mecta 3a MHKEKTHpPaHE ca TOpPHATa YacT Ha OepoTo Wir 00J1acTTa OKOJIO KO
Ha pa3CTOSIHUE Hal-MaJIko 5 CM OT ITbIIa.
. AKO € Bb3MOXKHO, HE U3T0NI3BaiiTe 00JacTH OT KOXKaTa C MPU3HAIM Ha TICOPHA3HC. &Q
. Axo HIKO¥W Bu momara npu IocTaBsSHETO Ha HHXKEKITHSITA, TOHM/TS MOKe Ja u30epe HaTa

4acCT Ha pbKaTa KaTO MACTO 3a MHXXCKTUPAHEC.

K\

.

*30HMTE B CHBO Ca NPENOPHYBAHUTE MECTA 3ANHIKCKTHPAHE.

Q

Qurypa 2 Q/
IToarorBere MACTOTO 3a MH)KEKTHPaHE ‘2\
. N3mwuiiTe phiieTe cu MHOTO 00pe Che carryH @onna BOJIA.
o [louncrere KOkaTa Ha MACTOTO 32 HHXKEKT € C aHTHUCENTUYHA KbPIHYKA.
. He noxocBaiiTe nmoBeue Ta3u obmact H&T&BHH@TO Ha UHXXEKIUATA.
. HepeiiTe 1a BeeTe U He JyXalTe BbpXY wlcTaTa 30Ha.
3. CBasleTe Kanma4ykaTa HA UrJaTa ( urypa 3):
. KamaukaTa Ha urnara He Tpsi0 ce CBaJIs, I0KaTo He CTe TOTOBU Ja MHXKEKTHUpaTE J103aTa.
. Bsemerte npensaputenHo Ha% eHaTa COPUHIIOBKA U XBaHETE KOpPITyca i C elHa pbKa.
. Psi3k0 m3abppmaiite kamaukaTa'Ha UTIaTa B [paBa IMOCOKa U 1 U3XBbpiere. JlokaTo mpaBuTe

TOBA, HE IOKOCBAMTE 6?@1&0.

(J Qurypa 3

o %\Q/Iome Jla 3a0eNeXnTe Bh3AYIICH MEXYP B IPEIBAPUTEITHO HAIThIHEHATA CIIPUHIIOBKA WA
‘&' KaIlka TEYHOCT Ha BbpXa Ha Urjara. ToBa e HOpMaIHO U HE € He0OXOAUMO J1a CE OTCTPaHSBAT.
He nokocpaiiTe uriara v He 51 AOIUPANTE B APYTH MOBHPXHOCTH.
o He m3non3BaiiTe mpeaBapuTeTHO HATBITHEHATA CIIPUHIIOBKA, aKO 51 M3ITyCHETE C OTBOPEHA HTJIA.
AKO TOBa ce CcllyuH, ce CBbpkeTe ¢ Barms nekap wim apmarieBT.
. WNmxexTupaiite no3ara BeHara, oM CBAJINTE Kamaykara Ha UTaTa.
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4. Un:kekTHpaiiTe 103ara:

o XBaHeTe MpeABApUTEIIHO HAIbJIHEHATA CIIPUHIIOBKA MEXIY CPEIHUS MPBCT U TOKa3asera Ha
elHaTa phKa U MOCTaBeTe Mayella CH BhPXY IJIaBaTa Ha OyTanoTo, a ¢ ApyraTta pbKa JIeKo
CTHCHETE TIOYHCTeHAaTa KOKa M1y Majela u nokasanena. He cruckaiite cuimHo.

o He nznbpnBaiite Oytanoro.

. C enHo OBP30 IBMKCHUE BKapaiTe UrjaTa B KOXKarta, JJOKbAECTO MOXKe (BXK. (urypa 4). b’b

<

®Ourypa 4 &

o NmxexTupaiiTe IAI0TO KOJIHMYECTBO OT JIEKAPCTBOTO, KATO H:&#Me OyTanoTo, T0KaTo
rJIaBaTa My JOCTUTHE MEXy CTPAHUITUTE Ha npe,una3meng§ rinata (Bx. purypa 5).

O Qdurypa 5
A

J
o Korato 0yTanoTo cTurae ao K@{e OTITyCKalTe HATHCKA BbPXY TJIaBaTa My, U3BaJIeTE UIJIaTa
Y ITyCHETe KoXKaTa (BK. q)nr& )

<
@ ®durypa 6

o OTCTpaHeTe Majela CH OT IJ1aBaTa Ha OyTanoTo, 3a Ja TI03BOJIMTE Ha Mpa3HaTa
PHUHIIOBKA J1a C€ MPHUJIBUXKK HArOpe, JOKATO [SJIaTa UTJIa CE MMOKPHE C MPEATAa3UTENs, KaKTO €
Ka3aHo Ha Qurypa 7:

QQ/
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5. Cnen uH:KeKTHpaHe:

6. M3xBbpasine:

@urypa 7 AQ

[IpuTncHeTE aHTHCENTHYHA KbPIHYKA BPXY MSACTOTO Ha MHXKEKTHPaHE BJIPOIBIDKCHNE Ha
HSIKOJIKO CEKYHJIH, CJIe/l KaTO TIOCTaBUTE WHIKEKIUATA. QQ
BB3MOXKHO € Ha MACTOTO Ha HWHXCKTHUPAHE J1a UMa MAJIKO KOJIUYECT PBB UJIU TEUYHOCT. Tosa
€ HOpPMAJIHO.
Mosxe 1a IpUTHCHETE MICTOTO HAa HHXEKTHPAHE ¢ HaMydeH Ta W MapJis ¥ 1a
3anbppxkute 10 cexyHau.
He pa3rbpkBaiiTe KoXkaTa Ha MACTOTO Ha MHXKEKTHpPAHE. A@ HEOOX0NMO, MOXKeE /1a CIIOKUTE
MaJIKa JIETICHKa BbPXY MSCTOTO Ha HH)KEKTUPAHE.

<

U3non3BanuTe CIpUHIIOBKH TPsIOBa Jla ce IOCTaB @Henpo6nBaeM KOHTEWHEep KaTo
KOHTeHHepa 3a ocTpH mpeaMeTH (Bk. (hurypa 8).N8a Bamrara 6e30macHOCT U 37[paBe u 3a
0e3omacHOCTTa Ha IPYTUTE, HUKOTa He H3non@me MTOBTOPHO CHPUHIIOBKHUTE. 3XBBpIIsiiTe
Bamms koHTeitHep 32 OCTpH IPEIMETH B C €TCTBHE C MECTHUTE pasmopeaou.
AHTUCEITUYHHUTE KBPIIUYKU U IPYTH KO aTHBH MOXE J]a C€ U3XBBPIIAT B OO OOKITYK.

Qurypa 8
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