Wyeth-Lederle Pharma GmbH., Enbrel EC approved Annexes (11/40 psoriasis+pack sizes) Oct04

A-1150 Vienna AUSTRIA
MIHHWCTEPCTBO HA 3APABECNASBARETO

KPATKA XAPAKTEPUCTUKA HA MPORYKTA | fpusoxetie ko
pagpepleniie 32 ynope

1. MME HA NEKAPCTBEHWA NPORYKT I M&% a,’f, %Z ‘

Enbrel 25 mg npax n pasteopuTen 3a MHXEKUMOHEH pasTBop

gale \\=4 2.0% 1\\1 Nrd

2. KOIMNMYECTBEH 1 KAYECTBEH CbCTAB
Bceku dnakoH cbabprka 25 mg etanercept.

Etanercept npepcrasnaea cBbP3BaL, MPOTENH, CLOTBETCTRAELL, Ha peuenTopa prd
Fc 3a yoBelwkus TymopHeKpoTMaMpall daktop u Fc dparmenta Ha IgG1,
npousseneH Ypes pekombuHaHTHa OHK TexHornorms ot ekcnpecuorHaTa cuctema
Ha srdHKUKM Ha MnekonmTaewm Kutanckn xamctepu (CHO). Etanercept e gumep
Ha XUMeEpeH TMPOTEWH, nNPou3BEeReH 4Ype3 CheduVHsBaHe Ha  CBbp3Balvs
eKcTpallenynapHa suraHga  H[oMenMH Ha  pelerniop 2 Ha o MOBeLLKuS
TyMOpHekpoTusmpall daktop (TNFR2/p75) ¢ Fc gparmerTa Ha yosewkus IgG1.
To3u Fc komnoHeHT ceabpxa Bpb3kata, CH, u CH; pervonu, Ho He u CHjy
pervioHa Ha IgG1. Etanercept ceabpka 934 aMUHOKMCENUHU W ¥UMa MONEKYITHO
Terno okono 150 kunoganToHa. [loTeHTHOCTTa € onpeaeneHa Ypes uaMepeaHe
Ha BBL3MOXHOCTTA Ha etanercept pa Heytpanuaupa TNF- a-meaumpaHoTo
NOATUCKaHe Ha pacTexa Ha A375 wietku. CneumnduyHaTa axTUBHOCT Ha
etanercept 1.7 x 10 ° U/mg.

3a noMoLLHNTE ChCTaBky BOK T. 6.1

3. HEKAPCTBEHA ®OPMA
Mpax 1 pasTBOpUTEN 3a MHKXEKLMOHEH pasTRop.

4. KNMHNYHW BAHHEW

4.1 TepaneBTUUHK MHOMKALIMA

Enbrel moxe na ce npunara camocTosTenHoe unv B KomouHaums ¢ methotrexate
3a JieYeHWe Ha aKTKUBEeH PEBMaTouAEeH apTpuT Npy Bb3PacTHW, KOraTo nuncsa
apeKksareH OTrOBOP Ha mMoavduLupawm BonectTa aHTUpPeBMaTUYHN NEeKapcTBa,
skntountenHo methotrexate (ocBeH B ciyyanTe, KOrato e rnpoTUBONOKasaH).

Enbrel e nokasax 3a neveHWe Ha TEXbK, aKTUBEH N NpOrpecupalll peBMaTouaeH
apTpuUT NpK Bb3pPacTHY NaumenT, HenekysaHy ¢ methotrexate.

Mpw naupeHTy © pesmaTomaeH aptpwut, Enbrel camoctosirenHo, wnu B
koMmBurauwms ¢ methotrexate Bogn Ao 3abaBsHe Ha NPorpecsaTa Ha CBbLbP3aHuTe
CbC  3abonABaHETO  CTPYKTYPHWM  YBPEXAaHWs,  KOETOo-- ~e. [OKasaHo
peHTreHorpadcKi. : R
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MM KOUTO ca NoKasanyt HenoHOCUMOCT KbM JledeHeto ¢ methotrexaie. Enbrel se
€ W3NMTBaH Npu geLa noj 4 romilHa Bb3pactT.

fleuervie Ha aKTUBEH U Nporpecupalt] NcopuarvieH apTpuUT NpY Bb3pacTHX crieq
HeafekeaTeH OTIOBOP Ha npejwectealia moauduumpalya sabonsiBaHeTo
Tepanusi,

JieyeHme Ha TEXbK, aAKTMBEH aHKWMO3EeH CAOHAWMNUT Apyv BB3pactHU cnef
HeajeKsareH OTrOBOD Ha KOHBEeHUMOHaNnHa Teparius.

JleueHne Ha ymMepeHU N0 TEXKW NCOPUETUYHW MFIAKKW NPU Bb3PACTHU NEKyBaHU
HEYCHELUHO, WM C TMPOTUBOMNOKA3aHWs, WKW HETOMEpPaHTHU KbM APYr BUL
cucTEMHa Tepanua BKI. cyclosporine, methotrexate PUVA (ex. Pasgen 5.1)

4,2 [Oo3upoBKa M HAYMH Ha NpusioxKeHne

JlesenueTo ¢ Enbrel Tpabea ga ce 3anoyHe v Aa ce PHLKOBOAW OT MEeAMUMHCKU
creymanucTii ¢ ONKUT B guarHoctukara n Tepanusita Ha peBMaToOuaHUS apTpuT,
MCOPUATUYEH apTPWT, aHKUMO3EH CHOHAWUMNT UITW MCOPUaTMYHI TaKH.

CrabpxumoTo Ha dnakod Enbrel 25 mg ce paateaps B 1 ml Boga 3a nHXekLum
npenv ynotpeda 1 ce npunara Kato NOAKOKHa NHXEKLS.

Bw3pactiu (18-64 roannu)

PesmamoudeH apmpum

MpenopbvypaHara [o3a, fokasaHo edexTveHa M BesonacHa € 25 mg Enbrel
rpUNoXeH ABa MbTW ceaMudHo uiv 50 mg eavH neT CeAMUHHO (KaTto nBe
VHXEKUMK OT 25 mg NpUnoXeH NpubnnsuTENHO Mo efHO U ChLI0 Bpeme) (BX. T.
5.1).

MNcopuatudeH apTpuT Y aHKUINO3EH CrIoHAWIIAT
MNperiopryeaHaTa fosa e Enbrel 25 mg aBa nuTM cegmyyHo. He ca nipoyysann
[03K, pasnuyHy oT 25 mg ABa MbTM CEAMUYHO.

lNcopuamuyHu nnaxku
MpenopryuBaHaTa goaa e Enbrel 25 mg ABa nMbTWM CEAMUYHO. ANTEPHATUBHO, MOXE
fa ce npunoxar 50 mg Aea nbTM CagMWYHO 3a He nosede o7 12 cegmuiy,
nocrneasaH npy HeobxoaumocT OT 25 mg ABa NbTY CEAMMUYHO. JleweHneTto ¢
Enbrel Tpsabea ga npoabmki 40 A0 NMOCTUraHeTO Ha pemucus, HO He rnoseve oT 24
ceamuun. JleueHMETO ce npekpartaBa Mpy nauMeHTy, KOUTo He pearupar ciieg 12
cepmmuHa Tepanus.
lopHuTe npenopbku TpsibBa Aa Ce cnasear, ako e npejgnncaHo nocnensallo
nevermne ¢ Enbrel. Josata e 25 mg aBa NbT CEAMUHHO.

MaunenT B HanpegHana Bb3pacT (>65 roauHn) b
He ce nanckea npomsiHa Ha pozaTta. [Jo3mpoBkaTa U HauYMHBT Ha.- npmnomeHMe ca
ChLUUTE KAKTO NPpW NauueHTH Ha BbapacT 18-64 roguHun, ; , g
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Heuna u oHomn (>4 fo <18 roguHn)

0.4 mg/kg {no makcumanHa efHokpaTHa f03a OT 25 mg) cnef pasTeapsHe Ha 25
mg Enbrel 8 1 ml Boga 3a nHKekLun, NMPUnoXKeHW ABa NbTU CEAMUYHO NMOAKOXKHO
npes nHrepean ot 3-4 RN Mexay fosvTe.

Bx6peuyHo u wepHOAPOOHO yBpeXaaHe
He ce nanckea kopekLus Ha fjosara.

4.3 TlpoTuBRONOKa3aKus

CBpPBXHYBCTBUTENHOCT KbM JIEKApCTBEHOTO BELLECTBO UMK HAKOE OT NOMOLUHWUTE
BellecTra.

Cernicuc wnm puck oT cencuc.

Jleuenneto ¢ Enbrel He TpabBa pa ce npegpnpuema fpy nauneHTy ¢ akTUBHW
VHMEKLWY, BIKITIOYUTESTHO XPOHWUYHI USTW NOKanuanpaH NHEKLN,

4.4 Cneunansu npeaynpexacHMst U npeanasHv MEPKV Mpy yrioTpeba
W ndrekuyn

CuobLieHn ca cnyyaun Ha CEMncuc 1 cepuosHn MHGEKLMK, CBbp3aHn ¢ yrnotpebara
Ha Enbrel (netanHw, XuBoTo-3acTpallapaliy UNW U3NCKBAaLLWM XOChUTanuaaLus
Wi BEHO3HO MpuroXeHue Ha aHTubuotuum) (8K 7. 4.8). MHOoro oT Tesu
cepuosHn cubutns ca HabriopgaBanHn npu MauMeHTM C©  Npyuapyxasaum
3abonsBaHnus, KOWTO 3aefHO C peBmaronpHwusi aptput Buxa mornuv Az ru
npeapasnonoxar KbeM uHpekyn. [laumeHTuTe, KOUTO pPa3BMBAT  HOB
Bb3nanuTeneH npouec rno BpemMe Ha nedyeHweto ¢ Enbrel, Tpabea pa bvpar
Habmogasanu BHumartenHso. Tpunoxenmwetro Ha Enbrel Tpsbpa pa 6bpe
NpeycTaHoOBeHO ako MNauMeHTLT pasBue cepuosHa uhgexkuus. flekapute
TpsiOea pa 6bvaar ocobeHo BHUMATENRHW MpW HasnauasaHeTo Ha Enbrel Ha
NauueHT € aHaMHes3a 3a PEeKYPEHTHW UMM XPOHUYHW MHGpEeKUUM urni Cbe
CbMLTCTRALLM 3a60onaBaHWs, KOMTO nNpeppasronarar auneHTUTe KbM UHdeKuY,
KaTo HarnpeaHan unv Hegobpe kKomneHcupaH pnaber.

EnnoBpemenHo nponoxerue Ha Enbrel n anakinra

EnHoBpemerHoTO mipurioxenve Ha Enbrel n anakinra e cBbp3aHO € NOBMLLIEH
PUCK OT CEPUO3HN MHDEKLIIM W HEYTPONEHUA B CpaBHEHNE CbC CamOCTOATENHOTO
npunoxerue Ha Enbrel. Tasn komBuHaumsa He e nokasana no-ronsiva KnuHW4Ha
nonaa. CrnegopaTenHo kombunupaHata yrnotpeba Ha Enbrel n anakinra He ce
npenopbuBa. (BWK pasgen 4.5 1 4.8)

Arniepruynn peakuum

AneprudHn peakLy, CBbpaaHin ¢ npuitaraqeto Ha Enbrel ca coobiyaparn HecTo.
AneprmyHUTe peaKkLm BKNIOYBAT aHrkoeseMa U YPTVKapWs, KaKTo, 1 CepuoaHm
aneprudHn peakuni. AKO Ce MOosiBU Cepuo3Ha anepriyHa Win' aHadinakTuuxa
peakLwsi, npusioxeHneTa Ha Enbrel Tpsitea fa 6bae npeycraHoBeHs HeaabasHo
1 fia ce 3aroyHe MoAXOASALI0 SleveHne. Y .
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myHocynpecus

CouwecteyBa BbamoxHoCT aHTU-TNF TtepanusATa, sinouitenHo Enbrel, aa
NOATUCHE 3aALUUTHUTE MEXaHM3MMK CpeLlly MHMEKUMM 1 MannrHEHN rpoLech, TbA
kato TNF meauvpa pw3nanitenHna Npouec M MOZYIMpa KNeThbYHUS UMYHEH
otroBop. [Flpe3a nocTMapKeTUHIoBWUst Mepuvoj ca nonyydeHn CcboOLeHns 3a
pasfinyHK 3fIoKa4ecTBEH HOBOODpasyBaHns (BKIIOYBALLY KapUMHOM Ha rbpgara
n 6enua apad u mvdiom) - Bk pasgen 4.8. Tpy npoyyBaHe Ha 49 nayueHTy ¢
pesmMaTtonaer apTput nekysanm c Enbrel He Osxa HamepeHn pannn 3a
rloaTuckaHe Ha 3abaBeHns TN CBPLXYYBCTBUTENHOCT, NOHWXaBaHe HWBata Ha
MMYHOrMoBYNMHATE MNK NMPOMsiHa B YWUCNIEHOCTTa Ha ©(eKTOPHUTE KNSTBYHU
nonynauun. He e wuaBecTHo janu neyedneto ¢ Enbrel moxe pa nosrmse
pasBUTUETO W MPOTUYAHETO Ha 3noxayecTBeHM HoBooDpasyBaHus U aKTUBHUTE
wivnu xpoHnuHy uHekumm. besonacHocTTa 1 edekTMHocTTa Ha Enbrel npu
MaLmeHT C MMYHOCYTIPECUS WIMK XPOHUHHWN MHGEKLWK HE € OLeHEHa.

Mpwn gBama naumeHTn C KOBEHUSTEH XpOHWYeH apTpuT € HabmogaBaHa Bapuyena
W APU3HALY N CUMITIOMW Ha acenTu4eH MEHWHIUT, KOUTO e npemuHan bes
nocnegcTeua. [lauMenTn M3NOXKEHW Ha 3HaUUTENeH KOHTaKT C Bupyca Ha
Bapuluena TpsibBa BPeMeHHO Ja MpeycTaHoBST neueHneTo ¢ Enbrel u pa 6bae
ofcbfieHa HeobXxoaMMOCTTa OT npodwmnakTuiHo nedeHne ¢ Varicella Zoster
Immune Globulin.

NmyHunsaummn

He TpsbBa Aa ce npunaraT XMBW BakCcvHW efnHospemenHo ¢ Enbrel. Jiuncear
AaHHW 33 BTOPUMHOTO TpefaBaHe Ha UHMEKUWM 4Ypes KUBK BakCuHM Npu
naumeHTy, nonyyaeawu Enbrel. MpenopbyBa ce npefu HavanotTo Ha Tepanuara
¢ Enbrel, naumentnte C XpoHWYEeH OBEHWNEH apTPUT A0 BB3MOXHOCT A& ca
3aBbPIUMIIA BCUYKA MMYHU3ALIMM  ChITIACHO [EWCTBAlLOTO PBbKOBOACTBO 3a
UMYHM3aUMN (MMYHU3aLUMOHEH Kanenzgap).

QbpasyBaHe Ha aBToaHTUTENa

flevenneto ¢ Enbrel moxe ga fgosege 4o obpasyBaHETO Ha aBTOUMYHHA
aHTuTena (BX. pasgen 4.8).

XemMaronornyHm peaxkumm

Croblaear ce pefku ciydvyan Ha rNasUUToNeHNS Y U3KIMYUTENHO pefkn cnyyam
Ha annacTuyHa aHemusi, HAKOW OT KOMTO ¢ dataneH kpai, npy nauueHTw,
nexkyeaHu ¢ Enbrel. Tpsbea pa ce obbpHe ocobeHo BHUMaHWe Npy nauveHTy,
KOWTO ce nekyBat ¢ Enbrel n umar aHamMHesa 3a kpbBHa Juckpasus. Boudkn
nauueHT™M Tpsatea pa Gbaar yBEAOMEHW A& NOTLPCAT HesabasHO nexapcku
CbBET, @Ko MpW TsX Ce MOABST MpMU3HaLK 1 CUMNTOMW, NOACKa3Ballin:3a KpLBHA
AucKpasna unv uHdekuyn (Hanp.rnocrosHHa Temnepatypa, -600Kku B . repsioTo,
HaTbpTBaHe, KbpBeHe, 6negHoCT) Mo speme Ha TeparnuaTa ¢ Enbrel. Ha Takupa
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naumeHtTy Tpsbea ga ce HanpaBsaT HezabaBHO MEZVLUMHCKM U3CNEeSBaHvs,
BKMIOYUTENHO MbIiHa KPLBHa KapTuHa W Aa ce npekpat npuema Ha Enbrel, ako
Ce NOTBBLPAW HANIMYMETO Ha KPbBHA SUCKPAa3US.

Hapywenus BB thyskuumte Ha LIHC

CulecTeyBaT pefkm cboOLieHWA 3a HapyleHus BbB GyHkuuute Ha LHC,
CBbP3aHW C AeMUENnUHU3aUMATa rpy naumeHTy, nekysadn ¢ Enbrel (BX. pasgen
4 8); cBbp3aHOCTTa M C TepanuaTa ¢ Enbrel acraBa HemsacHeHa. Bounpekn, ye
He ca NPOBeXAaHW npoyYBaHns, oUeHABalWm TepanusiTa ¢ Enbrel npy nauuedti ¢
MyFITUIIIEHa CKNepP0o3a, KIMHWYHUTE npoyyuBaHns Ha Apym TNF aHTaroHmcTy npu
TakMBa nauveHT NoKaseaT VYBenuueHa aKTWMBHOCT Ha 3abonssaHero.
MpenopbuyBa ce BHMMATENHO OUEHSABAHE Ha CbOTHOLUEHWETO pPUCK/MOon3a,
BKFIOMUTENHO OLIEHKa Ha HEBPONOrMYHUS cTaTyc, KoraTto ce npeanvesa Enbrel Ha
nayueHTh C npeaBapuTenHO CbhlUEeCTBYBAlUM WM HEacKopo  HacThhWU
HapylueHns BbB hyHkumuTe Ha LIHC, cBbp3anM ¢ ageMuennHu3aumsTa unu Ha
MaupeHT ¢ MoBUWIIEH pUCK OT passButhe Ha 3abonseaHe CBbpP3aHo ¢
JeMuenmMHmaanng.

KomOuumnpano neuenne

MpY enHOroAULLHO KOHTPOSIMPEHO KIMHWYHO MpoyyBaHe MpW TauueHTn C
PEBMATONLAEH apTPUT HE ca yCTaHOBEH HeouakBaH AaHHU 3a 6esonacHocTTa Ha
komOuHaumsaTa Enbrel u methotrexaten npodwuna Ha GeocanacHocT Ha Enbrel nipu
KoMOuHMpaHeTo My ¢ methoirexate e nogoBeH Ha npoduna nNpU MpoyYBaHus c
Enbrel u methotrexate camocroaTenHo.

BesoracHocTra B AbnrocpodeH nnaH Ha Enbrel B kombuHauus c  gpyri
moancuLmpallm SonecTTa aHTMPEBMATUYHIM NEKapCTBa He e yCTaHoBeHa.
Ynotpebata Ha Enbrel 8 kombunauus C ApyrM CUCTEMHO Teparian unm
hoTOoTEpanWs 3a feYeHVe Ha NCopuasmc He e NpoyyBaHa.

BxOpeyHo U yepHoapoOHO yBpEeKpaHe

Bb3 ocHoBa Ha (hapmakokmHeTWqHM danku (Bwx paspen 5.2) He ce Hanara
KOpeKLMsi Ha [03ata Npr nauueHTn ¢ 6u6peyHo nnn yepHogpobHO yBpexgaHe;
KIMAHUYHUSIT OMUT C TaKWUBa NMauueHTn e orpaHndeH.

KoHrectMBHa ChpaeuyHa HeBOCTaThYHOCT

Nekapute Tpabsa ga ca sHUMAaTenHU, Korato npunarat Enbrel Ha naupertn ¢
KOHFECTUBHE cCbpgevHa HepoctatbuHoct (KCH). Wma noctmapkeTuHrosw
CLODWEeHMs 33 BrioweHa CbPAEYHA HejocTaTtbyHOCT CbC  um ©es
nipeapasnonaraui GakTopy ApW nayvedTn, npueamay Enbrel. HOse roremm
KNMHWYHK NpoydBanus Ha yriotpebata Ha Enbrel 3a neueHMe Ha KOHrectuBHa
CbpAieyHa HEAOCTATBYHOCT Ca MpekparteHu [o-paHo, Mnopagn HeAOCTaTbYHE
ethukacHocT. Bwnpexn, ue He ca ybeawtenhu, peaynTaTMTe “OT. €AHOTO
MpoyyBaHe nokasBaT Bb3MOXHa TEHASHLUMA 3a BriotiasaHe 'Ha. KOHI'eCTVIBHa

ChpeYHa HefOCTaTLYHOCT MPU NaumMeHTUTe, no,n,nomel-u;i Ha neqel-me c Enbrel
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45 Bsaumopgencramsi ¢ pgpyru JekapetBa u  apyru  cdopmm  Ha
B3auMOAeNCTBUe

MpyU kNKMHWYHWTE UW3NMUTBAHKWSA HE ca HabmojasaHy B32WMOLEUCTBUA NPW
npuroxerneTo Ha Enbrel ¢ rrokokopTukowayw, cannuunarty, HeCTepouaHw
npoTueoBbananuTenHy cpeacrea (HCIBC), ananretuum unu methotrexate. Hama
AarHu 32 ediekTa OT BaxCcuHaumy npy nauueHTw, nonyvasauu Enbrel. Buxre
pasfen 4.4 3a npenopbk NPKU UMYHN3aLWA.

EnvoBpemeHHo nipunoxeHue Ha Enbrel n anakinra

Mpu naumentute, nekysaHu ¢ Enbrel v anakinra e HabritogaBaHa nosuiueHa
YeCTOTa Ha CepuosHW MWHMEKUMM B CPaBHEHWE C NauuexTUTe, fekyRaHu
camocrosaTesnHo ¢ Enbrel nim anakinra (no ucropuyecky gaHH).

Oceen ToRa, B ABOVHO-CANO MNauebo-KOHTPONMPaH0 VBNUTREHE MpW NaumeHTn
Ha chbnbTcTBalUla Tepanus ¢ methotrexate, e HabnopasaHa no-Bucoka YecroTa
Ha cepurosHinTe nAgexuUmmn (7%) 1 HeyTpOneHUSTa NPU TE3N, KOUTO Ca NEKYBaHW C
Enbrel n anakinra B cpasHeHue ¢ nayuneHTuTe nonydasaiwm Enbrel (i pasgen
44 w 4.8). KombuHaumsta Enbrel m anakinra He e nokasesa no-ronama
TepaneBTMyHa nonsa u CnesjosaTesnHo He ce NPenopbLYea.

46 BpeMeHHOCT U KbpMEHEe

Hama npoyusaHua 3a MpunoxeHwueTo Ha Enbrel nipy OpeMeHHW XKeHWu.
TOKCUKONOMMYHM MPOYUBZHUS MPOBEAEHN BLPXY MITLXOBE W 3aiili He nokasaxa
RaHHY 3a yBpexpaHe Ha (eTyca unn HOBOPOASHUTE NITbXOBE, AhiDKallK Ce Ha
etanercept. Jivnceat NPEAKITMHNYHK AaHHK 3@ Nepu- 1 NocTHaTanHa TOKCUYHOCT
Ha etanercept 1 3a ecbexra My BbpXyY hepTnnuTtera 1 obiyara penpogyKTUBHOCT.
flo ToawHauuH ynortpebaTa Ha Enbrel npy BpemeHHM ek He ce npenopbLYea U
XeHuTe B ieTepoaHa Bbapact Tpsabea fa 6baat cbBeTRaHn Aa He 3abpemeHsisar
no BpemMe Ha neyeHuneTo ¢ Enbrel.

Ynorpeba no BpeMe Ha KbpPMeHe

He e wussectHo ganmm etanercept ce ekckpetvipa B Kbpmara. [bi karo
MMYHOrMOBYNIMHWTE, KaKTO MHOIO HPYrM NEeKapcTBeHM NPOAYKTW, Morar ha ce
oTAENAT C KbpMaTa, Tpadea pa ce npeueHy HeobxopuMmocTTa OTF cnvpaHe Ha
KbPMEHETO Wik nipekpaTaBaHe ynotpetarta Ha Enbrel no epeme Ha KbpMeHe.

A7 Edext Bupxy cnocobxocTUTe 3a wodupatrie n pabota ¢ MalinHn.

He ca npoeeseHu Npoy4BaHns Ha edekta Bbpxy cnocobHocTute 3a wodupaqe n
paboTa ¢ MalLWHW. T

4.8 HexenaHnn peakijun
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Enbrel e uanutax Bupxy 2680 naLueHTh C peBMatouaeH apTpuT no Bpeme Ha
OBOMHO-Cren W OTKPUTY KIMHWYHKM M3nuTBaHuA. HaHuure BKOYBaT ABE
rrayebo- KOHTPOSIMPpaHu KIMHWYHK msnuTeaHna (349 naumveHTy, ronyyasatim
Enbrel n 152 naumenTn, nosiyyasawy nnauedo) u ase aktMBHO-KOHTpONMpaHn
MU3NNTBaHWS, eSHO aKTUBHO KOHTPONMPaHO U3nuTBaHe 3a cpaBHeHue Ha Enbref u
methotrexate (415 naumentun, nonyyasanu Enbrel wn 217 nauueH™m c
methofrexate) 1 Apyro aktMBHO-KOHTPONMPaHO W3nuTBaHe, cpasHsBawo Enbrel
(223 nauynentn), methotrexate (228 nauumenT) M Enbrel B xombuHauus c
methotrexate (231 nauvenTy). CHOTHOWEHWETO Ha NauMeHTUTEe, MNpeKpaTvnv
neYeHVEeTo Nopanu HexenaHy cwebuTis, € eHaKbB 1 3a gBeTe rpynuy Ha Enbrel n
nsatebo. MNpu NMbPBOTO aKTMBHO-KOHTPONUPEHO Mpoy4YBaHe, npexparssaHe Ha
neYeHVeTo ce Habnogasa 3HauuTenHo No-4YecTo 3a rpynara ¢ methotrexate
(10%) 3a pasnuka o1 rpynara ¢ Enbrel (5%).

BbB BTOPOTO aKTUBHO-KOHTPONKMPEHO Npoy4YBaHe, NpekpaTsBaHeTo Ha neYyeHneTo
nopagn HexenaHy IeKapcTBeHW peakumn e efjHaxkeo B Tpute rpynu. Enbrel
(11%), methotrexate (14%) vie Enbrel B komBuHauyms ¢ methotrexate (10%).
OceeH ToBa, Enbrel e npoyuysan ripu 131 nauueHTu ¢ ncopmuatuueH apTpuT,
y4acTealim B ABe ABOWHO cnerny nnauebo-KoHTponupaHn M3nuTBaHuA ¥ e[HO
OTKPUTO MNPOABIMKEHNE Ha KNMHWYHO ripoydyeane. 203 naumeHTU C aHKWUIO3eH
cnogunut ca nekyesanu ¢ Enbrel B 3 pBonHo-cnienu nnauebo-koHTponupasn
U3nnTBaHus.

Enbrel e npoyusaHx v npn 1084 naymeHTy Che NcopuaTnyHa NNaky, ydacreann B 3
LBOWHO-Crieny nsauebo-KoOHTponuUpaH MPoyHBaHus ¢ MPOLABLIDKUTENHOCT A0 ©
mMecella.

[ipr ABOMHO-CRenvTe KWWHWIRKM Npoy4uBanus, cpasHsealym Enbrel ¢ nnauebo,
peakuni Ha MWHDKEKUMOHHOTO MSCTO Ca HaW-YecTMTe HeXenaHw cubutns B
roynara Ha nagmeHtuTe, JiekysaHu ¢ Enbrel. Cpen naumeHtute ¢ pesMaronieH
apTput  ydacTtBalim B nnauebo-KOHTpOnMpaHu  MSMUTBaHWUS, CepUO3HWUTE
HexenaHu cvbuTna ca Habmopasann ¢ vectota or 4% 3a rpynara or 349
naumeHTh, nekysanm c Enbrel B cpaeHenve ¢ 5% npu 152 nauveHTy,
nonyyasally nnagedbo. [llpn MbpBOTO  aKTUBHO-KOHTPONWPEHO  KNUHWYHO
M3NUTBEHE CEprO3HUTE HeXenaHu ckbutna ca HabrironasaHu ¢ vecroTa o1 6% 3a
415 nauneHTn, nekyBaHu ¢ Enbrel B cpaeHeHue ¢ vectotara or 8% npw 217
naumeHT, nekyeanHu ¢ methotrexate. lpn BTOPOTO aKTMBHO-KOHTPOMPaHO
KIUHWYHO U3MWTBaHE YECTOTaTa Ha CePVO3HUTE HEXEenaHu peakumn € nogobHa s
Tpute tpyriv  (11% npu naumeHTM nekyeaHu ¢ Enbrel, 12% npu paumertn
nekyeaHn ¢ methotrexate n 8% npyw naumeHT™, nexkysaHu ¢ Enbrel w
methotrexate). Mpn 933 naumeHTV ¢ plaque ncopwasmc, nexkyeaHn ¢ Enbrel B
nnauedo-koHTpoNupaHi NMpoy4BaHwus, JecTtoTarta Ha HeXeraHu nexkapcTBeHu
peakun € 11%, B cpasHenue ¢ 1% ripu 414 nagmeHtn ot nnauebo-rpynara.

MpeacraBeHnAT Mo-Aony CHNMCHK OT HEXEenaHW peakuyn ce OCHOBaBa Ha onuTa
OT KMUHWYHK W3NUTBEHWA NPW Bb3PacTHW NaLneHTH W NOCTMapKETUHTOBUTE
cbobLleHus.

MocoveHuTe 3a OTAENHUTE CUCTEMU U OpraHin HEXenaHn peak
Mo dectora (Bpoil nauWeHTw, 3a KoUTO Ce o4vaKea ja no
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HEeXenaHa peaKuus) Kato Ca W3MOonaBaHy CNEeAHUTE KarerOpuW: MHOFO 4Y4eCTh
(>1/10); wectn (>1/100, <1/10); He TonkoBa uectu (>1/1000, <1/100); penku
(>1/10000, <1/1000); mHoro pegku (<1/10000).

Nrdekunmn u napasurosu

Muoro yect: uwHdpekUMKM (BKROUATENHO WHMEKUMWM Ha fopHUTE AUXaTenHW
NBTULWE, BPOHXUTU, LICTUT, KOXHIK UHeKLmKn)*

He Tonkoea YecTu: CepuO3sHA MHMEKUMN (BKIIIOYUTENHO NHEBMOHWSA, LEnyrinT,
CernTu4yeH apTpuT, cencuc)”

Penxu:. Tybepkynosa

3abonaBaHMs Ha KPBLBOHOCHATAa ¥ nNumdHara cucTema

He Tonkosa 1ectu: TpombouuToneHns

Pepkn: aHemMusi, NEBKONEHWUS, HEYTPONEHWS, NaHUUTONEHNS™

MHoro pegiy: annactudHa aHemus™

HapyweHust Ha UMyHHaTa cucTema

Uect: anepriuHy peakumum (BDK YBpexAaHust Ha Koxara ¥ MOAKOKHUTE
TbKaHn)*, obpasyBaHe Ha aHTUTena

Pefkn:  CEpUOsHKM  anepruvHu/aHadunaktmyHn - peakumm  (BKITHOMMTEnHO
aHrmoepema, BpoHxocnasbm)

HapyweHus BbB (byHKUMUTE Ha HepBHATa cUcTeMa

Pepxu: repyoBe, pascrpoiictsa BbB dyHkuunTe Ha UHC, cebpsann ¢ npouecure
Ha AeMUEeNMHM3aLIAS, TOBOPeLUWM 38 MyNTUMMieHa CKneposa unn cbeTosHus Ha
fioKkannaMpaHa gemMmenMHuaaLns, KakbBTO € HeBpUTa Ha 3pUTernHust Heps U
TpaHcBep3aneH MuennT (BWwk pasgern 4.4).

3abonsiBanyst Ha KoXara W NoOKOXHUTE ThKaHn

Yectu: npyputyc

He Tonkosa 4yecTu: aHroegem, yprvkapus, sadepesasaHe

Penku: KoxeH Backynut (Bxn. leukocytoclastic vasculitis)

MycKyrHO-CKerneTH!, CbeAVNHUTESHO-TbKaHHN 1 KOCTHY YBpPeXaaHus

Penku: nofocTbp KOXEH fyNyC €puUTEMaTO3YyC, AWCKOUAEH Nyryc epuTemarosyc,
riynyc -riogoSeH CUHAPOM.

061K HapyweHUs M peakLn Ha MACTOTO Ha npunarane

MHOro YecTu: peakuus Ha UHKXESKHMOHHOTO MSCTO (BKIHOUUTE,
HapaHsBaHe, epuTeM, cbpbex, Bonka, oTok)™
UecTu: Temnepartypa
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Chpoeunm yBpexnaHusa

Wma chobllerus 3a BnoaBaHe Ha KOHIeCTUBHETA CbpPASYHE HEAOCTATBYHOCT
(s pazgen 4.4).

*Buwx QonbaHutenHa uHdopmMauma no-4ony.
HonwruurenHa nHgopMaums .
Cepno3Hn HexeNaHy peakuun, CLOGIIEHN B KITMHWUYHW N3NUTBaHUSA

Cpen nauueHTWTE C peBMaTOMAEH apTpuT, NCOPUATUYEH apTPWUT, aHKWMNO3eH
CHOHAVMSIUT W TCOPKMAa3NC, BKIKOMEHW B nnauedo-KOHTporvpaHy, aKTyueHO-
KOHTPONMMPaH U OTKPUTK KNUMHUYHW uanuTBanma Ha Enbrel uma cwobwenn
criydan Ha 3riokavectseHn HoooOpasyBanuns (B No-fory), acrma, nHgeKLmn,
CbpAeYHa HEAOCTaTh4HACT, MUOKapPEEH MHMapKT, MMoKapaHa NexXemuss, rpeaHa
Borika, cuHkor, uepebpanHa WCXeMUs, XUNEPTOHWUS, XWUNOTOHWUS, XONEeUMCTUT,
NMaHKpeaTuT, FaCTPOUHTECTMHANEH KpbBOWU3nuB, BypcuT, 0ObpKBaHe, fenpecns,
LVChHes, HapylleHo 3a3gpaesiBaHe Ha padu, 6bbpeyHa HEeAoCTaTb4YHOCT,
OubpeuHa kankynosa, nbnboka BeHosHa Tpombosza, OCenogpobHa embonus,
MeMOpaHo3eH rmoMepynoHedpUT, NonMMMosn, Tpombodgnedur, uvepHogpobHo
yBpexiaHe, NeBKOTIeHWs, napesa, Napecresns, BepTUro, anepruieH arBeosivT,
aHrmoesem, cxneput, dpakTypy, nuMmdopeHonatus, ynueposeH KOnuT W
UHTecTuHanHa obCTpyKUus.

3nokavecTBeHu HOBOOGpaszyBanus

TpvpeceT M pBe HOBOMOSBUNM Ce  3nokayectBeéHW HoeooOpasypeanus ca
HabrniaasaHn cpes souukuTe 2680 nauveHT ¢ peBMaToufieH apTRWUT, NeKyBaHu
¢ Enbrel no Bpeme Ha KAWHWYHK M3MUTBaHUS C NOPABIMKUTENHOCT 10 48 MeceLia,
Bk, 231 nauymeHTn nexkyesanu ¢ Enbrel B komBunaums c methotrexate B
SAHOrOANIHO aKTUBHO-KOHTPONMPaHo uamnureane. HabnogasaHarta YyecToTa Ha
3abonesaemMocT NO BpeEME Ha TE3U KIMHUYH U3NUTBaHNA € CX04Ha C ovaKBaHaTa
3a npoydsaHara nonynaums. MNpu HUTC egnH NauneHT C NCopUaTuyer apTpuT He
€ pasBuTO 3nhoKadecTeeHo sabonsisaHe o Bpeme Ha ABoiHo-crnsiu nnauebo-
KOHTPONMPaHK TIPOYYBaHUA C MPOABITKATENHOCT A0 6 Mecela, BKMouBaum 131
GonHn nekysanu ¢ Enbrel. 23 cboblijenmns 3a 3anokauecTseHn 3abonssaHus ca
AoknageaHu rpy 1261 nauveHTV C ncopuatudHv niakw, nekyeadn ¢ Enbrel B
LBOWMHO-CREnn 1 OTKPUTY U3NITBaHMS C NPoRbImxMTeNHocT o 15 mecetia.
Coobwienns 33 pasnuyHKM  3510KayecTBEHN HoBooGpasyBaHus (BKIICUUTENHO
KapuuHOM Ha mneynuTe xanesn 1 Benusa gpod u nkmdom) ca nonyyeHu npes
NOCT-MapKETUHIoOBUsA nepuog. (BuK pasaen 4.4).

Peakun Ha MHXXEKLIMOHHOTO MSICTO
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obukHOBEHO cCe rosBsBaT npes nbpeus Mecetl, oT nedeHuweto. Cpeanara
NPoOALIKUTENHOCT Ha peéakumuTe OGetue npubnmautenHo 3 go 5 gHu. [Mpwm
[MOBEYETO OT OKaNHWTE peakumn HabriopasaHW B rpynata Ha Enbrel He e
fipuriaraHo fieveHne, a GonMHCTBOTO OT NauueHTUTe, rNpu KOUTO HeXernaHaTa
peakims € Buna nekysaHa, ca Nornyynnv Npenapartyi 3a foKanHo MPUoXeHne
K&TO KOPTUKOCTEPOWMLM VAWM repopanHyM  aWTUXMCTaMMHOBY  nperapari.
[onbNHUTENHO, HAKOWM naumeHTW ca passunv 3abaBeHa noOKanHa peakums,
Xapakrepuampalia ce C KOXHa peakuust Ha MPEeaullHU MHKEeKUMOHHW MecTa
£RHOBPEMEHHO C PEaKUWs Ha NocnefHOTO MHXEeKLMOHHO MSACTO. Tean peaxymu
ca Bunm NpexoaHN U He ca ce NosaBsABaBaru OTHOBO B X0/a Ha NeYeHneTo.

B KOHTpPONWMpaHW M3NUTRaHWUS C NauveHT G NCOPUaTUYHW NInaky, Npes Nbpeute
12 ceammun oT FnedenneTo, npubnuantenHo 14% oOT mauveHTUTe NnekyBaHn C
Enbrelc ca passunu peakuus Ha MACTOTO Ha UHXEKTMpaHe, cpasHeHo ¢ 6% oT
naumeHTuTe, npuemanu nnauedo.

Mudherunn

MpY KAKHWYHATE WN3MUTBAHMA KHGMEKUMUTE Ha TropHUTE AuXarenHu nbTulla
("npoctygn"} n cuHysuTKUTE ca Hak-4ecTo cbobljasaHuTe WHQEeKUM npy
naumeHtuTe, nonydYaeawm Enbrel unu nnauebo. lNpu nnauebo-xoHTponupanuTe
NBNUTBEHUA YeCToTaTa Ha MHMEKLMWTE Ha ropHUTE auxaTenHy netuvwa e 17% aa
rpyniara nonyyasana rnaueto n 22% cpegn naumeHtute, nekyeaHu ¢ Enbrel. Mpu
naumeHTUTe C pEBMaTOMAEeH arpwuTt, ydacTeawy B nnauebo-KoHTponupanm
nanuTeaHns ca Habnwogaeanu 0,68 HexenaHy cbOUTUA 3a efHa roguHa nNedexue
Ha nauueHT B rpynara c nnaudebo u 0,82 Hexenann cubutns 3a efHa roguHa
neverne c Enbrel Ha nayyeHT B cnyyanTe, Korato HabmogeHneTo € NpoAbIBKUNo
no-pwunro. MNpy nnauebo-KoHTPOIMPaHY KIMMHWYHW UsnMTBanns Ha Enbrel He e
HabrmoaaBaHo YBEMMYEHNe Ha YecToTara Ha cepuosHuTe nHdeKUMn (C netaneH
M3XOA, XXWUBOTO-3acTpallaBallil UM M3UCKBaLLM XOCmMTanuMsauus Wnu BEeHO3HO
npunoxeHve Ha aHTMbuoTum). Cpen 2680 nauveHsTn ¢ pesmarTouieH apTpur,
nexkyeaHw ¢ Enbrel B npoabmkermne 4o 48 meceua (BkI. 231 naumeHT, iekysaHn
¢ Enbrel B kombuhaums ¢ methotrexate s egHOrOAMLIHO aKTUBHO-KOHTPOMMPAaHO
manuteane), npu 170 ca HabmopaBaHw CepuosHM WMHMEKLUY, BKMIOYBaLLY,
Hanpumep, abcuec (C pasnuuHa fokanusauws), baxrepruemns, BPOHXUT, BypeuT,
LeMyfAT, XONEUUCTUT, Auapus, AWBSPTUKYNWT, eHAOKapauT (CbMHeHue 3a
TaKbB), rACTPOEHTEPUT, XenaTuT B, xepnec 3ocTep, S3Ba Ha Kpaka, MH(peKLNA Ha
YCTHaTa KyXwHa, OCTEOMUWENWT, NEPUTOHUT, NMHEBMOHWS, MMENOHEMPUT, CEncuc,
CENTUYEH apTPUT, CUHY3UT, MHEKUWS Ha KoXaTa, A38a Ha Koxara, VHMeKUns Ha
MAKOYHWTE NbTUWLE, BacKyMT U uHbeKkuns Ha pada. llpn egHOroAulHOTO
aKTMBHO-KOHTPOSMPAHO MNpPOoYyYBaHe, MpW KOETO MauueHTuTe ca neKyeBaHu C
Enbrel, methotrexate wnu komOuHauws ©OT ABaTta npoaykra, Jecrorara Ha
cepuosHiTe MHMEKUMN e nofgobHa B TpUTe TepaneBTu4Hu rpynu. Tosa obadve He
U3KIoYBa, CBB3BaHEeTO Ha kombuHaumsTa Enbrel u methotrexate ¢ yBerinveHa
YecToTa Ha nosisa Ha NHbeKUun.

Mo Bpeme Ha nMnauebo-KoOHTPONMVIPaHW KIUHUYHN WU3NUTBaHWUS NP
NCoOpUaTnyeH apTpuT WM TNCOpUaTU4yHK TIIakMh He ca ycTad
yecToTata Ha uHeKunTe cpeg naumeHTuTe, nekysadu ¢ E
ca nony4aeanu nnauebo. B npoyysaHuATa € ncopuatyy

- 10
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HabritogaBaHy CepuosHU WHQEKLMKM MpX nausweHTuTe, nexkysann ¢ Enbrel. B
ZBOHO-CNENUTE 1 OTKPUTUTE UINUTBaHUS NpW NauueHTn ¢ plague ncopuasuc ¢
npogbpkuTenHoCcT A0 15 meceua, ca HabnmogaBaHn CepuosHy WHMpeRLMY npw
nauumeHTuTe, nekysaHn ¢ Enbrel, BKkf. uenynuT, ractpoeHTepuUT, MHEBMOHWS,
XOFELMCTIAT, OCTEOMMENUT 1 aBLec.

CepuosHn 1 dartanHn nHbeKumn ca cbobLlUeHW KU Npyu FNoCTMapKeTUHroBaTa
ynotpeba Ha Enbrel. CxobwenuTe natorenn BrkarodsaT Bakrepuu, MukoGakrepuy
(BrrouMTENHO TYBEPKYIIO3HY), BUPYCY ¥ rebudky. HsikoW OT TsX ca ce nosisssani
Npe3 MbPBUTE HAKOMKO cegMuuyM OT HayanoTo Ha nedeHweto ¢ Enbrel npu
MauMeHTM CbC CbNMbTCTBAWWM 3abonseaHms (Hanp. Akaber, KOHrecTueHa
cbpaeyHa HeaoCTaTb4HOCT, MNpekapaHyu akTuMBHW Wn XPOHWYHW MHEeKUKWu) B
JOMbIHEHWE KbM peBmarongHua apTput. (BwK paspaen 4.4). [HanHute oOT
KIHWYHO NMpoyYBaHe Ha cencuca He camo rpu NaLeHT C peBMaTtonieH apTpuT
couaT, 4e neueHueTo ¢ Enbrel Moxe fa ysenudyn cMbpTHOCTTA NP NaumeHTUTe C©
YCTaHOBEH CEercuc.

ABToaHTUUTENA

CepyM OT MauueHTTE € TECTYBaH 32 Hamvuve Ha aBTOaHTUTena Ha pasnuyrn
eTann oT nevenmeto. Cpeg naymeHTUTe C PeBMaTOMAEH apTpuUT, NMpuU KOWUTO ca
y3cneaBaHn aHTuHyKneapHn antutena (AHA), npoueHT®T Ha nauneHTUTe,
passunu Hoew nioavTueHKM AHA (>1:40) e no-BuCoK B rpynarta Ha nonyyasanure
Enbrel {(11%), oTkONKOTO B rpynata Ha rnonyyapanure nnadebo naupeHtn (5%).
MpPOUEHTET Ha NauMeHTUTe, KOWTO Pas3BMBaT HOBWM MOSUTUBHWM aHTU-ABOWHO
BepwkHn-flHK  antuTena Oewe CblWO MNO-BMCOK NpU  NPOBEOEHOTO
pafuoMMyHONorMYHO uacnegBane (15% 3a nauuenture, nekysann ¢ Enbrel B
cpasHerne ¢ 4% npy nauueHTuTe, NekyBaHu C nnauebo) u npy mscrnesBarde ¢
Crithidia iuciliae (3% oT nayveHTuTe, nexysann ¢ Enbrel B cpasHeHne ¢ nuncara
Ha aHTUTena npy nauueHTuTe, nonydvaBanu nnayebo). ChOTHOWEHWETO Ha
nalKMeHTUTe, NekyBan ¢ Enbrel, kouTo pasBuMBaT aHTUKapAMOMWnWH aHTuTena
ChLLO € 3aBMLLIEHO B CpaBHEeHMEe C Tesu, nonyyasany nnauebo. BnnaHueTo Ha
APOABITKUTENHOTO reyenne ¢  Enbrel 3a pasBuTMETO Ha aBTOWMYHHW
3abonsBaHnsa € HEM3BECTHO.

Wma pegkn cbobLUeHWs 32 rauumeHTy, BKIIOYMTENHO MauneHTy ¢ NonoXKUTeneH
TECT 3a peBmaTouaeH PaKTop, Npu KOMTO ¢a YCTaHoBEHY APYri aBToaHTUTENRa U
nynyc-negoteH cuHEPOM nnm oSpuBwM, NOAOBHU Ha NOAOCTLP KOXKEH Nyryc wunn
AVCKOMASH FiyryC Cropes KIMMHUYHUTE NPosBu 1 pesynrartute oT buorncunara.
MaHuuTONEHWMS M annacTUyHa aHEeMUS

Hsxon oT CLODLLEeHUTE chiyyan Ha NaHUMTONeHUS u arnnactudHa aHemust ca C
dhararien usxop (Bwx paszen 4.4).

fiaboparopHu nscrnensaHns

~ 91




Wyeth-Lederle Pharma GmbH., Enbrei EC approved Annexes {[I/40 psoriasis+pack sizes) Oct04
A-~1150 Vienna AUSTRIA

basuvpalikn ce Ha pesynTatute OT KIVMHWYHK NpoyYBaHvs, OOWKHOBEHO He ce
Hanara MPOBEXAAHETO Ha creupdnuHK nabopaTopHN M3CHefBaHns, OCBEH
BHUMATESTHATE MELAWLIWHCKA TPy 1 Habnmoferne Ha GonHuTe.

EpnoepemenHo npunoxesue Ha Enbrel u anakinra

Mpyi KIMHWMYHKW TpOydYBaHWs, KOFaTo nauueHTMTe ca nekyBanu ¢ Enbrel un
anakinra e HabslogaBaHa MoOBMLUEHa 4ecToTa Ha CepUO3HU WHGbekun B
CpaBHEHWe CBbC CaMmOCTOATENHOTC npwunoXenwe Ha Enbrel v npn 2% ot
naunertuTe (3/139) e HabnogaeaHa HeyTponeHns (abcosoTeH 6poil HeyTodunu
<1000 mm®, EAnH naumeHT ¢ HeyTPoneHus pasBmuBea LIENyIIuT, KOWTO NPpeM1HaBs
cnep xXocrnivtanuanpaxe Ha bonuns (Bwk pasgen 4.4 n 4.8).

Hexenann peaxKuin fpn Aela ¢ HBEHUIIEH XPOHHUYEH apTPUT

OGVKHOBEHO HEXEenaHuTe peakumn npy aela ca nopgobHY N0 YecToTa v BUf Ha
Te3n, HabngaeaHu nMpu BL3PAcTHKM nauneHTn. Pasnuunata oT HexenaHute
peakumm npy Bb3pacTHM W apyry ocoBeHOocTK ca pasrnefaHn B crieasalliute
naparpadmn.

TexKuTe HexenaHu peakuun, chobuleHW B npoyyBaHe Ha 69 nauueHtTM C
toBEHWNEH XpOHWIEH apTPWT Ha Bb3pacT OT 4 fo 17 roanHN BKIIHYBAT Bapulena
C NPU3HALIA WU CUMITOMW Ha acenTu4eH MEHWHIWT, KOWTO Ca npemuHarm Oes
NOCTEACTBUA (BWK CbLUO pasgen 4.4), racTpoeHTepUT, Aenpecus/pasCTponcTBo
Ha NUYHOCTTA, KOXHWM 53BW W €30Marut/racTput, CenTuYeH 1UoK, MPUYMHEH OT
CTPENTOKOKW rpyria A, Tvn 1 3axapeH avabeT n uHMEKUMN Ha MeKOTbKaHHW 1
AOCTONepaTneHy paxi.

Uetupnaecet n Tpy ot 69 feuna (62%) ¢ oBEHWNEH XPOHWYEH apTPUT passusar
MHMEKUUA o BpeMe Ha neveHneTo ¢ Enbrel B TpumeceyHOTO npoy4yeaHe (nmbpsa
YaCT Ha OTKPWUT ONUT) W YecToTaTa W TexecTTa Ha uHdekUmMTe ca nofgobHn npu
58 naumenTn, 3apbpinn  12-mMeceyHO NPoAbITKEeHWe Ha  JIGYEeHUETO.
PaznmuHute nHdekuun Habnogasandy npu nauueHTuTe ¢ IBeHUNeH XPOoHWYeH
apTpuT 0OUKHOBEHO Ca NeKy 1 CXOFHY ¢ 0BuyanHo cpellaHuTe B ambynaropHata
neguarpyNHa npaktuka. BuabT M uecToTata Ha Hexenanute cbbutua ripu
NaLMeHTUTe C HOBEHWUNEH XPOHUYEH apTpuT ca noaobHun Ha HabniofasaHuTe Nnpu
nsnutTeaHnaTa Ha Enbrel ripy Bb3pacTHW nauveHTu ¢ peBMaTtouieH apTput K
BOMLMHCTBOTO OT TSX ca Neku. Hsikonko Heskenann cuoutus ca chobliaeanm no-
YecTo NpY 62 NaUWeHTU C I0BEHWUSIEH XpOoHWYeH apTpuT, noriyyasalm 3 Mecela
Enbrel B cpasHeHue ¢ 349 Bb3pacTHX MaLMEHTV C peBMaTouieH apTpur. Te
BkrroyeaT rnasobonme (19% oT nauueHTute, 1.7 HeXenaHn CbouTus Ha nauneHT
3a egHa roamHa), ragere (9%, 1.0 Hexenann cbbutna Ha nNaLWeHT 3a egHa
roauHa), kopemHa Sonka (19%, 0.74 nexenaHu cubuTua Ha naumeHT 3a egHa
roguna), nospbilane (13% ot naumenTute, 0.74 HexenaHn cbBUTNA Ha NauneHT
3a efiHa rogmHa).

4.9 [lpeposwvpane

- 42
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1o Bpeme Ha KNNMHWYHUTE M3NMUTBaHWUA NPY NaLneHTU ¢ peBMaTonaeH apTpuT He
e HabmopgapaHa [o3a-3asuciiMa TOKCMMHOCT. Hali-Bucokara OleHeHa josa e
MHTPaBEHO3Ha HauarnHa Aoaa oT 32mg/M°, nocnessaHa ot 16mg/M> HpUNoXeHM
FIOZKOXHO AiBa MbTH CEAMUYHO. EAWMH NaumeHT ¢ peBMaTonaeH apTpuT NnorpeLlHo
npunara noakoxHo 62mg/m®* Enbrel ABa mbTV CEOMWYHO B NpOALITKEHVE Ha 3
ceamuL 6e3 aa ca HabnwaaeaHyu HeXenaHn peakuun, Hama n3BecTeH aHTuioT
Ha Enbrel.

5. DAPMAKOJOIMYHY CBONCTBA

5.1 dapmakofmHaMU4HM CBOICTBA

PapmMakoTepanesTuuHa rpyna: CenekTMBHY MMyHOCYTPECHBHUN areHTH.
ATC kon: LO4AATY

TymopHusaT HekpoTusupalw, daxtop (INF) e OCHOBEH LWTOKMH, y4yacTeall B
rnatoreHesaTta Ha BbananuTesHua Npouec npu  PeBMaTOuHWUA apTPuT.
YBenuuenn HuBa Ha TNF ca HabnopasaHy CblUl0 B CUHOBUATA Mnpy NMauneHT ¢
ficopuaTnyeH apTpuT 1M ncopuaridHn nnaku. Etanercept KoHKypeHTHO npeyu Ha
cBbpaBaHeTo HAa TNF ¢ peuentopure Ha KneTb4HaTa NOBbPXHOCT KaTo Mo TO3n
Hadme TNF octaBa ©mMonornyHo HeaktmeeH TNF W NMGOTOKCUHET ca LIUTOKUHINA,
OTFOBOPHM 33 Bb3NaneHWeTo, KOUTO Ce CBBLP3BaT C onpeaeneHy peLenTopy Ha
KNeTbYHaTa NoBbPXHOCT. 55-kunoaanToHos (p55) n 75-kunogantoHoB (p75) TNF
peuentopu. [eara Buaa peuentopy HOPManHO ce Cpeluar Karto CBbp3aHu ¢
membpaHaTa 1 pasTeopuMu dopmu. Cunta ce, Ye pasTRopUMUTE OPMY Ha Te3u
peLenTopn perynnpat drnonormyHaTta akTusHoOCT Ha TNF.

TNF ¥ rumcboTOKCHMHBT €& cpetttaTt NPeAnMHO Kato XOMOTPUMEPHK KaTo TaxHaTa
OvIonorMuHa akTMBHOCT 3&BWCK OT CBBLP3BAHETO C MOBBLPXHOCTHUTE KIIETLYHU
peuenTopy 3a TNF. BumepHuTe pasTeopuMmn pelenTopy, kakeeTo e Etanercept,
rpuTeXasart No-BUCoK apuHmMTet Kbm TNF, OTKONKOTO MOHOMEPHUTE peLenTopu
1 Ca 3HAYUTENHO NO-MOLLHY KOMRSTUTUBHN WHXMBUTOPW Ha cBBbP3BaHeTo Ha TNF
C HEeroBuTe KNetTbuHM petentopy. B ponbrHeHWe, W3SNOMIBaHETO HE
nMyHornodynuHoeust FC doparMeHT KaTto CBbP3BaLl ENEMEHT B KOHCTPYKUMATE Ha
BumepeH peuenTop 0bycnaesi No-Abiibr CEPYMEH NOMNYXMUBOT.

Mexanu3pM Ha gencreue

lonsva yacT OT cTaBHaTa naTtonorus rpy PeBMAaTOUAHWUA apTPUT, aHKWUo3Hus
CMOHOWNUT W KOXHaTa Nartonorms, acouuupada ¢ ncopuatudHy nnakum  ce
obycrniass OT MEeguaTopt Ha Bb3NaneHWeTo, KOUTO Ca CBhp3aHu B CUCTema,
KOHTponupaHa ot TNF. lMNpeanonara ce, 4Ye MEXaHW3MbLT Ha AEUCTBUE Ha
etanercept e cBLpP3aH C KOMNETUTUBHO UHXMOWPaHe Ha cBbpsBaHeTo Ha TNF ¢
ROBBLPXHOCTHUTE KneTbuHu peuenTopwu 3a TNF, npeporepatsasaik TNF-

BeamoxxHo e etanercept cbio fAa wmaMeHs  Buonoruy
KOHTPONNPEHN Ypes LOMBMNHUTENHO OTAensHN OuonormyHo-aKTdalpriser B

o]
:ff‘-:
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{Hanp. UMTOKMHY, 8OXE3MBHU MOSIEKYIM UMK NPOTEXHA3M), KOUTO Ce MHAYLMpaT
unu perynnpat ot TNF.

KnvHyuny 3nuTBaHng

Edexrueroctra Ha Enbrel e npoyueHa B 4 paHZOMU3NPEHW KOHTPONMpaHn
M3NUTBaHKA C NaUMeHTX C PeBMaTOMAEH apTput, 1 npoyyBaHe C HOBEHMNEH
XpoHW4eH apTput 1 npoyyYBaHe ¢ ncopuatudeH aptput, 1 npoy4eBaHe cC
8HKMNO3EH CNOHAMNKUT ¥ 3 NPOYYBaHKS C NCOPUATUMYHI MIaKu.

PesmaTongeH aptpur

EdexrmBroctTa Ha Enbrel e oyereHa B paHEOMKU3NPpaHO gBOVHO-CNANo, niawlebo-
KoHTponupaHo npoyyeaHe.llpoyyBaHeTo ouensea 234 pauveHTh € aKTvieeH
PEBMaTOMLAEH apTPUT Ha Bb3pacT >18 roguHu, KOUTO He ca umanu edekr oT
NeYeHreTo C MOHE €4HO W HEe foBeYe OT 4eTvpu mMoaudumLmpau Bonectta
aHTupesmMaTiibeKM nekapctea. lNpunaranm ca posu o1 10 go 25 mg Enbrel unu
nnauebo NOAKOXHO gBa MbTU CEAMWYHO B MPOALIDKEHME Ha 6 nopeaHn Mecela.
Pesyntature OT TOBa KOHTPOIMPAHO W3NWTBEHE ca nNpencTaBeHW B MPOLEeHT
nopoBpeHne Ha peBMaTOWAHUS apTpPUT, U3NOM3BanKy KpUTEPUUTE 32 MoBRMABaHE
Ha AMEpPWVKaHCKnNs konex ro pesmaronorus (AKP).

Otrosopu 20 1 50 no AKP ca rioBese ripu navueHTuTe nonyyasany Enbre] Ha Tpetn
LIEeCTV MEecell, B cpaBeHne C NauueHTuTe, noryyasary nnavedo: (AKP 20: Enbrel
62% n 59%, nnauebo 23 % u 11% Ha 3-Tus 1 6-Ta mecel, pecnexTusHo; AKP 50:
Enbrel 41% 1 40%, rinauedo 8 % u 5% Ha 3-Tns u 6-Tyusi MECEel, PEecneKkTUBHO,
p<0.01 Enbrel vs. Placebo BtB Bouuku Toukm 3a otrosopu 20 1 50 o AKP).
MpubnuantendHo 15% ot naymenTuTe, nofyyasanu Enbrel, e nocturat AKP
otrosop 70 Ha TpeTus 1 Ha LWeCTUs MECEL, B cpaBHeHne ¢ Ao-Manko ot 5% oT
nauneHTUTe B rpynara Ha nnauyebo. MNpwu nauvenTtute, nonydvasany Enbrel,
KNMHWIHKAT edekT OOMKHOBEHO Ce nosBsiea B nbpeBute 1-2 cegmuum OT
Ha4anoTo Ha fIeYeHneTo U MOYTK BuHarM Ao 3-ua mecel. OTtOerisizaH e fosa-
3aBMCUM edekT; pesyrnTatite oT goaa 10 mg ca cpeghn mexay nnayebo n 25
mg. Enbrel nokaszea 3anauiTenHo no-godpuw pesynrtatm oT nnadebo no
OTHOLUEHWE Ha BCWYKM KOMMOHEHTW Ha KpuTepuuTe 3a rnoenusBaxe Ha AKP
KaKTO U Ha APYIMTE MEPKW 32 aKTUBHOCTTa Ha peBMaTouaHus apTpuT, KOUTO He

ca ekitodyeHn B ckanara Ha AKP, kato cytpelwsHara ckosaHocT. Benpochuk sa
oueHka Ha 3ppaeeto (BO3), kolTO BKNHOYBZ HETPYAOCTOCODHOCT, XUSHEHOCT,
MICUXMYECKO CLCTOsiHME, OOl 3apapeH CTatyc W CBbp3adn € apTpura
noKasaTenu OT 3gpaBHUs CTaTyc, € NoMbhABaH Ha BCEKW TPW Mecela no speme

Ha umanuteaHeTo. Mo Bouuku pasgenm Ha BO3 e otyeteHo nopobpeHue Ha
nauveHTuTe, nekyearn ¢ Enbrel B cpaBHeHWe ¢ KOHTpoOnuUTe Ha TPeTUs N Ha
LuecTus MeceLl.

Cnen npekpartsisaHe Ha nedveHueto c Enbrel, cumntommure Ha aptpuTta
NnocTeNeHHO Ce& MposBABaT OTHOBO B pamMkute Ha eguH Mecell. Cropes
pe3yrTaTtmMTe OT OTKPUTK NpoyYBaHwus, NMOBTOPHOTO npunoxeHue Ha Enbrel crieg
MpeKbCcBaHe Ha NeYeHWeTo B NPoAbivkeHne Ha 24 meceua BoAW [0 Chlyus o
BENUYMHE TEPANEBTUYEH OTIOROP KAKTO MPY NauueHTUTE, KO
Enbrel 6e3 npexkbceaHe. llpopgbmxurteneH TpaeH Tepa Qﬁﬁ -
HabnogasaH Ao 48 wmecela rnpu  OTKPUTO FlpO,D,'an{l{lT\ L
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ApoyyBaHe, npv Koeto nauueHTwTe ca nonyvasanu Enbrel 6e3 npekwceaHe;
NIANCBAaT AakHy 3a No-3HLIrOCPOYHO NeYeHme.

Mpu TpeTo paHAOMW3MPaHO aKTUBHO-KOHTPONMPAHO KMUHWYHO W3NUTBaHe Cbe
3acneneHa paguonorMyHa OUEeHKa KaTo OCHOBHa Uef, € CcpaBHsBaHa
eekTmBHoCcTTa Ha Enbrel ¢ nepopanHo npunaraH methotrexate npn 632
RaurerTa ¢ aKTUBeH peBMaTouaAeH apTpuUT (MPOABIMKUTENHOCT >3 rOAVHN), KOUTO
Hukora He ca nekyBaHm ¢ methotrexate. [launeHTTe ca Burm ¢ >12
YYBCTBUTEMNHY cTaBu, >10 ctasnm otouu 1 ESR >28 mm/hr, CRP>2.0 mg/dL unn
cyTpeluHa cKosaHocT 3a >45 myH. [losn ot 10mg wnm 25 mg Enbrel ca npunarann
MNOAKOXHO J[Ba IMTbTM CeaMUYHO B MpoabitkeHne Ha 24 wmeceua. [osure
methotrexate ca yeenwyaeanHm ot 7,5 mg cegMuyHo Ao makcumanHo 20 mg
CeAMUYHO Mpe3 NBPBUTE OCEM CEAMULM Ha W3NWTBAHETO U Ca MPOABIMKEHN A0
24 mecela. KnvHWYHOTO nogebpenre, BKNOYBALLO Hadyano Ha AeicTBre 40 ABe
ceamuuM npy npunarade Ha 25 mg Enbrel e nogobyo Ha HabnogasaHoTo nipn
APYTATE ABE KNUHWYHN U3NUTBAHWA M € NoSAbpKaHo A0 24 mecetla. B Havanoto
nauveHTUTe ca ChC CpefHa CreneH Ha HeTpygocnocobHocT W cpepHn HAQ
ousHkm ot 1,4 po 1,5. Jlewenmero ¢ 25 mg Enbrel Boaw [0 3HAYMTENHO
nogodpeHue cnen 12 mMeceua, kato npu 44% OT nauMeHTUTE Ca MOCTUTHATK
HopmManHu cpearn HAQ oueHkn (nog 0,5). Tosu edekT e noaaspxaH WU npes
BTOPATa roinHa oT fIe4YEHNETO.

lpy ToOBa nNpoyyBaHe CTPYKTYPHUTE CTaBHM YBPEXAAHUS Ca OLEeHSIBaHN
PafnororMyHo 1 u3paseHy Ypes ripomaHa B Total Sharp Score (TSS) u HefinuTe
KOMIOHEHTW, CTEMeHTa Ha epo3us W CTeCHABaHe Ha BbTPeCcTasHOTO
npoctpaHcTBo (JSN). PentreHorpadum Ha pobUeETe/RUTKWTE M Xopgunara ca
npaBeHy B HAYanoTo Ha npoyysaHeTo 1 Ha 6, 12 1 24 meceua. [flosata ot 10 mg
Enbrel uma nocrosHHO no-cnab edekT BbPXy CTPYKTYPHUTE YBpeXaaHus B
cpaBHeHue ¢ posarta ot 25 mg. Enbrel 25 mg e anaunrenHo no-edekTuBeH OT
methotrexate no oTHoteHKe Ha eposmmTe Ha 12 1 24 mecel,. Pasnukmite B TSS n
JSN nmpu Enbrel 25 mg wn methoirexate He ca cratucTMyeckn 3HaYUMW.
Pesyntatute ca nokasasu Ha urypata ro-gony.

PALOUOIrPA®CKO PA3BUTUE 3A 24 MECELIA

25 - 12 25 - Py p—
2 - 2
15 15
1 4 1 4
05 - * (VI
758  Eosions JSN TSS Erosions  JSN
0O X O Mx
B Enbrel 25nym B Enbrel 250
*p<0.05 *p<0.05
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B Apyro akTMBHO-KOHTPONMPAHO, KBOWHO-CRSNO, PaHAOMWM3UPEHO MpoyyRaHe e
oleHeHa KNMHWYHaTa edeKTUBHOCT, 6es0nacHOCT W PaguorpadckoTo paseuTue
npu 682 nallueHTy ¢ akTUBEeH peBMaTouaeH apTpuT, riekysaru ¢ Enbrel (25 mg asa
b gHesHo), methotrexate (7.5 go 20 mg ceamnyuHo, MeauanHa posa 20 mg) whn
c xombunauus otr Enbrel v methotrexate. MNauneHTUTe ca nekyBaH B NpogbImKeHNe
Ha 6 mecela p0 20 roauHn (Megnana 5 roguHy) U MMaT He3a40BONUTENEH OTIOBOP
kbM noHe 1 GonecT-moanbULMpalllo aHTUPEBMaTUYHG JIEKApCTEa, PAasivMyHO OT
methotrexate. .

flaupeHTuTe npuemann egHoepemenHo Enbrel u methotrexate 3a wmanm
3HauMTenHo no-sucokk crtomHoctT no AKP:20, 50 n 70 u nopobpeHve Ha
croiHocture 3a DAS n HAQ Ha 24-tata n 52-ceamuua B cpaHeHne ¢ NaumeHTuTe
Ha MOHOTepanus (peaynraTuTe ca nokasaHu B Tabnuuara rno-gony)

KrinnnyHa egektmHocT: CpaBHeHune mexpy Enbrel u methotrexate u
KOMDOMHauMATa Ha [BaTa NPOoSYKTa NPy NauneHTH ¢ PEeBMAaTOUAEH apTpUT npu
6 meceuHo Ao 20 rogMmHoO rnevyeHne

T - Eabie] +
e inbrct Metholrexatc

5 tak Mothotrexate l.abrc:. ex

Erdpot {n = 328} {n = 233} {n =231}

ACR Responses af woek

?‘ i

’ ACR 20 75.0% 75.8% 84,80,
ACR 50 42.5% 48 4% 69.3% 1
ACIL T 18.9%, 24.7% 42.6% .

DAS ) - ;
Buseline score’ 3.5 51 % i "
Week §2 semre’ 3.0 3.0 S
Remigsion” 4% 18% YL

HAQ g 18
Basciine 1.7 1.7 .gf’#
Week 52 1,1 18 £

a0 Valaes for DAS are e,

b: Remission is defined as DAS <1.6 ‘ - )
TPairwise commparison prvalues: § =p < (.03 for comparisons of Enbrel + methotrexale vs

methotrexate znd § == p < 685 for comparisons of Fnbrel + methotrexate vs Enbrel

Papuorpadckoto passutue npes 52-pa ceamumua e 3HauMTENHO No-Manko npun
nauuMeHTuTe, nekyeaHu ¢ Enbrel, B cpaBHeHue ¢ Teau, nekyBadn ¢ methotrexate,
Aokato kombuHaumsTa OT BBata NPOAyKTa nokasea no-gobpu _peayntatv B
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30 ﬁ [} Mathiotrexaie
: ¥R Enbrel
2.5 4 S Enbret+ Mothotrerale
20 1.8
]
37 : 112
; .

Shange from Baseiine

BS54

50 —~T§S— ~Erosiops—~ —JISN—

Pajewise comparison pevaluest * = p < 0.05 for comparisons of
Hnbrel vs metholrexate, T+ p < 0.03 for conparisans of Tnbref +

MNMpoueHTLT naunentn Ges nporpecua (MpomsHa B TSS<0.5) e no-sucoK nipu
naumeHTn, nexkyBanHu ¢ Enbrel B kombuHaums ¢ methoirexate n ¢ Enbrel
CaMOCTOSTESHO, B CpaBHeHWe ¢ naumeHTuTe, npuemalu came methoirexate npes
24-ta cepmuua (74%, 68% n 56% pecniektusHo, p<0.05) 1 npes 52-pa cegmuua
(80%, 68% 1 57% pecnexkTmeHo, p<0.05).

BesonacHoctTa v edektueHocTTa Ha Enbrel 50 mg (npyinarad kato ABe NOAKOXHN
vHXeKLUKn o1 25 mg), npunarad 1 NbT CegMUUHO e oueHeHa B [BOWHO-CHAMNO,
rnauebo-koHTponupaHo uanuTeaHe npu 420 nayueHrta ¢ akTMBEH peBMaTonfeH
apTput. B nanuteaneTo 53 nauweHta ca nonyyasanu ninaueto, 214 — 50 mg Enbrel
elHn NbT cepmmubo U 153 naumedta ca nekyeaHe ¢ 25 mg Enhbrel asa nbTH
ceaMuuHo. Mpodunure Ha BeaonacHoCT W eHEeKTUBHOCT Ha JBETE Ipynu, NekysaHu
¢ Enbrel, cpaeHenn B 8-mata cegmuLa MO edekra BbLPXY CUMMITOMUTE U
NMpu3HauuTe Ha PeBMaTonieH apTpuT ca cpaBHUMK, a faHHuTe oT 16-ta cegmua
HE ca CpaBHUMM.

lOBeHMREH XPOHMYEH apTPMT C NONKaPTUKYNaPHO 3acsiraHe

' BesonacHocTTa M edhexTMBHOCTTa Ha Enbrel e oueHeHa B KIMHMYHO M3NUTBaHe B

ABe vacty npu 69 pela ¢ nonuapTUKyNapHO NPoTUYall, FBEHUIEH XPOHWYEH
apTpuT C ronsiMo pasHoobpasne Ha Tuna Ha HadannmuTe npossn. BrrmoveHn ca
nauuveHT Ha BuapacT oT 4 Ao 17 rogmHU ChC CPefHO TEXKa 1 TeXxka dopma Ha
aKTMBEH IOBEHUIIEH XPOHWYEH apTpuT C  NonuapTUkynapHo
pedpakrepHs WMnNM  WMHTONEpaHTHW KbM  methotrexate.  [MaumeTt
NoaABbPXaHK C NOCTOSHHA fl03a Ha efAMH HeCcTepouaeH npomsoeﬁ's@ _
fpenapat wnnm ripegHusoH (<0.2 mg/kg/aen unu 10 mg Makcum i
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ObpPBUS €Tarn Ha Mpoy4YBaHeTo BCWYKM nauueHTy ca nonyydasarm 0.4 mglkg
(MakcumanHo 25 mg eauHuuHa goza) Enbrel aBa nbTU CeAMUUHO HOBKOXHO.
Mpes BTOpWMs eTan nauveHTUTe, C KNMHWYHO TMoBMMABaHe Ha 90 geH ca
paHgoMuanpadKu B rpyra, octaeaw@a Ha Enbrel unm B rpyna, nonyyasauin
rnnauebo 3a 4 meceua ¥ rnpocnegeHM 3a HOB Tnackk Ha OoneciTa.
TepaneBTUYHUAT OTTOBOP € KU3MEpBaH Kato € W3NonsBaHo ONpeneneHueTo 3a
nopoBpenne (O311) Ha JRA, koeTo Bkritouea =30% nogobpeHue Ha NoHe Tpu OT
wect ¥ 230% BrnowaesaHe Ha HE nOBEYe OT €4WH OT WECTTe OCHOBHW Fpynuv
kputepun Ha JRA, BkimouBallid Gpoit Ha aKTUBHWTE CTaBW, OIPaHMMEHMUs] Ha
ABUWKEHMETO, LSNOCTHM OUEHKWM Ha Fekaps W nauveHTalpoauTens, oueHka Ha
(YHKUMOHANHOTO CbCTOSIHWE WU CKOPOCT Ha yTasBaHe Ha eputpountute (CYE).
TnacbkeT Ha 3abonsiBaneTo ce gedwmHupa xato >30% enowaeaHe Ha Tpwu oT
LUECTTE OCHOBHU Fpyny Kputepun Ha JRA 1 230% nogobpeHune Ha He nosede oT
€4MH OT TE3W KPUTEPUY N Hannyne Ha MAHMMYM ABE akTUBHI CTaBM.

B nbpeara yact Ha npoyysaHeto 51 or 69 naumeHtn (74%) ca nokasanu
KMvHMYeH OTrOBOP W Ca BKIKOYEHW BbB Bropara 4act. BoB Bropara vacr npu
lwecT ot 25 nauuentn (24%), nonyyasaluu Enbrel, e otbenssaH HOB THackKk Ha
3abonseaHeTo B cpaBHeHue ¢ 20 ot 26 nauvenTtun (77%), nonyqasatiy nnauebo
(p=0.007). OT HayanoTo Ha BTOPUS €Tan CPEefHUAT Nepuon AC HacTLMBaHE Ha
HOB Tnacbk Ha 3abonseaHeTo e =116 gHW 3a naymeHTTe, nony4vasawiy Enbrel v
28 nHn 32 nauuenTute, nonydasawm nnauedo. flpu nauveHTUTe ¢ KnvHuJeH
oTroBop Ha 90 HeH, BKIKMEHW BbB BTOPWSI €Tan Ha NPOyYBaHETO, HSKOW' OT
nRauueHTuTe octaHann Ha Enbrel npogbnkasaT fa ce nogobpsaBar OT TPETUA A0
CeAMUA MEeceL!, AOKaTO Te3I KoUTo nonyyasar nnayebo, He ce nogobpsasar.

He ca nposeneHn npoy4saHus npy NauueHT ¢ I0BEHNNER XPOHWYEH apTpuT 33
oueHKa Ha eekTa oT ABNrocPOHHO feveHre ¢ Enbrel Ha naumeHTy, KouTo He ca
OTFOBOPUMM Ha NBPBOHAYANHOTO TPU-MECeuHO nedveHue ¢ Enbrel kakto v Ha
KombuHmpaxara tepanusa ¢ Enbrel u methotrexate.

B'bspacn-m NayveHTy ¢ ncopuaTiyeH apTpuT

EdekrmBHoctta Ha Enbrel e npoyyeHa B pangommaupaHo rninauebo-
KOHTpOhupaHo npoyyBaHe npyv 205 nauveH™ C NCOpUaruyeH  apTpur.
MMaumerTuTe ca Ha Bb3pact mexay 18 v 70 roauHu 1 ca ¢ aKTMBeH rncoprarnyeH
apTpuT (>3 oTouHK cTaBu ¥ >3 GonesHeHW CTaBn) B NOHe eaHa OT cregHuTe
dopmu: (1) AuctanHo  wHTepdanadreandHo  (AWN®)  sacarane;  (2)
nofnmMapTuKynapeH apTput (nunca Ha peBMaToOUAHM Bb3NMWM U Hanundmwe Ha
ncopurasnc); (3) myTunupatl apTput; (4) acuMeTpuyeH ncopuarnieH apTpur, unn
(5) cnongunmT-nogobra ankmnosa. lNalneHTuTe ca Chillo C NCOPUaTUYHW MNaxkn
CbC CbLOTBETHM TapPreTHM nesum >2 cM B Auametwhp. [laumentute ca
NMpesBapuUTErHO TEKYBaHW C HECTEePOouUAHW NPOTUBOBLANaNUTENHY IeKapcTea
(86%), momuunuvpaly Oonecita aHtupeBmarToungHn nexkapcrsa (80%) u
KopTukoctepouan (24%). MauueHTnte Ha Tekywa Tepanusg
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ce Ha fo3a-onpefenslunTe rnpoyusaHns NpY nNaLmeHTu ¢ peBMaTonaeH apTpuT)
Win rnauebo ABa NbTY CeAMUHHO MOAKOKHO B MPOALIDKEHME Ha 6 Mecelia.

Pesyntature ca n3paseHn Kato MPOoLEeHTH OT nauueHTuTe, LOCTUrHaMNM oTrosop
no AKP 20, 50 n 70 1 npoueHTnTe ¢ nopaobperne, CbInacHo Kputepunte 3a
TepanesTuyeH OTroBop npu ncopuaruder aptput (PsARC). Pesyntature ca
obobLern B Tabninuara no-gony:

OTrOBOPY HA NTALIUEHTHU C ITCOPUATUYEH
APTPUT IIPH ITITALIEBO-KOHTPOJTUPAHO

U3NMNTBAHE
% IMALIKEHTH
Nnayebo EnbrefF
Omeoeopu (n=104) (n=101)
AKP 20
Mecey 3 15% 59%°
Mecey 6 13% 50%"
AKP 50
Meceu 3 4% 38%"
Mecey 6 4% 37%"
AKP 70
Mecey 3 0% 11%"
Meceu 6 1% 9%°
PsARC
Mecey 3 31% 72%"
Meceuy 6 23% 70%"

a: 25 mg Enbrel S.C. dea nbmu ceGMuYHO.
b: p <0.001, Enbrel vs. Placebo
c: p <0.01, Enbrel vs. Placebo

meceqHoTO rievenne. Enbrel e sHaunTenHo rno-edekTmeeH oT
noKa3aTeny 3a akTMBHOCT Ha 3abonapadeTo (p<0.001) n otroB
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MeXZy rpyrnute ¢ 1 Bes cbrnbTeTBaWO nederne ¢ methotrexate. Kavecrsoro Ha
XUBOT MpY NaLMeHTUTe C NCopuaTuHeH apTpPUT € OLEHSABaHO Ha BCeKW ertan ¢
noMoWwTa Ha uHgekc Ha wHBanuamsaums HAQ. OueHkarta nio To3W MHAEKC €
3HaUATENHO NoRobpeHa Ha BCeKW eTan npy NauueHTUTE ¢ NMCOPUaThyeH apTpuT,
nekysany ¢ Enbrel 3a pasnuka oT Tean, nonyqasalum nnauedo (p<0.001). Hama
Zl0CTaTbYHO JlaHHW 3a edekTueHoCcTTa Ha Enbrel npu nauymweHTn ¢ aHkunoanpalya
CNIOHAUAUT-NO00Ha ncopuaTtyHa apTponaTis nopaan Mankus 6pol npoyusaqHn
NauueHTU.

Bi:3pacTHi NaLNEHTU C GHKUITO3EH CROHOVUINT

EdextneHocTtta Ha Enbrel e oueneHa B Tpu panHgomMmsypani, LBOMHO-Crieny,
rnauebo-KoHTPonNnMpaHn W3NUTBaHus, B KOWTo ca ydactBarv 401 nauvenTa C
aHkunozeH cnoHgunurt, 203 or kouTo ca nekyeanu ¢ Enbrel.B Hali-ronamoto or
Te3u npoyysaHua (N=277), naumeHTure Ha BbapacTt oT 18 o 70 roguHm C aktueeH
8HKUNO3EH CroOHAMNUT ca OofNpeaenunu no BuayanHa aHanoroea ckana (VAS)
pesyritati 230 3a NPOABITKUTENHOCTTa M WHTEH3UTETa Ha CyTpeLuHaTa CKOBaHOCT
u VAS =30 3a noHe gBa oT criegHuTe Tpu napametspa: obia oueHka Ha
rnauvenTa, cpefHun cromHocTh Ha VAS 3a HowHu Gonkm B repba 1 obio Bonku B
repba , cpeaHus pesyntar o 10-Te Bbnpoca Ha BASFI (Bath Ankylosing Spondilitis
Functional Index). [lauuertnTe, rnekyBaHn c wMoauduumpawy 6Honkara
aHTVpeBMaTiuH nexapeTea, HeCTeporgHN NPOTUBORL3NANIMTESTHY NekapcTea Unu
KOPTUKOCTEPOUZM MoraT fa MpoabikaTr ga M npyuemMar B HENpoMeHEHW
kofvyecrea. lMaumeHT © MbrHa ankunosa Ha rpubHayHust cTLnO He ca Bunn
BKITFOYEHM B Npoy4yeaHeTo. 138 naumetiti ca npuemanu 25 Mg Enbrel un nnauebo
KaTO NOJKOXHY UHKEKLIMM 2 MbTX CeaMUYHO B NMpoabivkeHne Ha 6 mecella.
fipeasaputenHara oueHka Ha edektBHOCTTa (ASAS 20) e 6una 220%
nogoBpexue npu noHe 3 oT 4 noxasarens 3a OLUeHKa Ha aHKUITO3HUS CNOHAUNNT
(ASAS) (obuia oueHka Ha nauueHTa, Gonkn B ropba, BASFI 1 Bbananenune) v
OTCBLCTBME Ha BROLlaBaHe B OcTaHanuTe nokasarenu. ASAS 50 u 70 otroeapar

Ha 50% wn 70% nopoBGpadue, pecniextuBHo. B cpasBHenwe ¢ nnauedo,
nevenneto ¢ Enbrel nokaszea sHauuTenHo nogodperne Ha ASAS 20, 50 n 70
fiBe CeiMULIM Chep 3arnodBaHe Ha TepanuaTa.
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OTroOBOPH HA NTALIMEHTHU C AHKUITIO3EH
CrIOHOWITAT MNPU ITITALIEEO-KOHTPOJTUPAHO

UINMNTBAHE
% MALIMEHTH
IMnaye6o Enbref
Omzosopu {(n=139) (h=138)
ASAS 20
Cedmuuya 2 22 46°
Mecey 3 27 60°
Mecey 6 23 58°
ASAS 50
Cedmuya 2 7 24°
Mecey 3 13 45°
flecey 6 70 42°
ASAS 70
Cedmuuya 2 2 12°
Mecey 3 7 29°
Mecey 6 15 28°

a: 25 mg Enbrel S.C. dea nomu cedmuyno.
b: p <0.001, Enbrel vs, Placebo

Cpes nauneHTuTe C aHKWNo3eH CroHBWIWT, nexkyeann ¢ Enbrel, knuHu4HUTE
OTFrOBOpY ca 3abenexymMn OLLE O Bpeme Ha NMbpPBOTO noceweHne (2 ceamuLn} 1
ca nopcreassanHu ro Bpeme Ha 6-meceynar arepanus. KnmnniHuTe OTroBopH He
ce pasfnuyaBat Mnpy NaumneHTyu, KOUTo ca UMK He ca rpuemMarni Apyry nekapersa
npu 3ano4usaHe Ha Tepanusita ¢ Enbrel.

[Tofobrit pesynTaty ca nonyYery K rnpu 2 rno-Manky uanuTBHaus ¢ naLueHT ¢
aHKNIO3eH CNOHANINT.

Bt3pacthy naumeHT ¢ NCOPUaTUyIHK fnraku
Enbrel ce npenopsyea 3a ynoTpeba npu NauyeHTy, Mpr KOUTo ANNCBa afekBareH
otroBop (BX. pasaen 4.1) (PASI<S0 vnn PGA e no-marnko ot 4obpe), Bnolwasar
ce NO BpeMe Ha fIeYeHWETO M KOUTO ca MpueMann lekapCTBOTO AOTaTb4HO
NbLATO, 38 Aa Ce OUEHW OTroBOpa C TIOHE &4Ha OT TPUTE HasiMyHW CUCTEMHN
Tepanus.

EdextueroctTa Ha Enbrel cnpamo gpyrM cMCTeMHW Tepanuii Npyu nauueHTn c
YMEPEH A0 TEXBK NCOprasnc (NoBrnuseall ce oT APYri CUCTEMHW Tepanum) He e
OUEeHHeHa B MPOYYBaHNS, KOUTO AWPEKTHO cpasHssar Enbrel ¢ Apyrn cuctemin
Tepanun. beaonacHocTTa W edekTusHocTTa Ha Enbrel
paHaoMmanpaHn, ABOWHO-CRenw, nnayebo-KoHTPOr
MbpBOHauanHara oueHka Ha edexkTMBHOCTTa € rpon
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BCsika rpyna, kouto pocturatr PASI 75 (1.e. 75% nogoBpenve B nnowra Ha
ncopuaryiHaTta nnaka u MHAEKC Ha TexecTtTa) cneg 12 ceamuiin.

poyuBaHe 1 e npoyysare BbB BTOpa (hasa npu NaumeHTH C OCThP, HO KIMHUUHO
crabuner ncopuasmnc, sacsaraly 10% OT NOBbLPXHOCTTa Ha TANOTo (218 roguHN).
112 nauyperTa ca Gunm pasgoMusupann, ga nonydar 25 mg Enbrel (n=57) unu
nnauedo (n=55) 2 nuTH ceaMUYHO B NpoabIDKEHWE Ha 24 cefmuun.

MpoyysaHe 2 ougHsea 652 nNauueHTa C XPOHWYHW MICOPUaTUHMM MNaKK U 1UMa
CbLUMTE BXOAALUM KPUTEPWM KakTo npoyysBaHe 1, C M3KMOYEHWEe MUHKMManHa
ncopratnyHa nnow u PASI noHe 10. Enbre] e npunaran B gosu ot 25mg envH
NbT ceamuyHo, 25 mg aABa nbTv cegMuyHo 1 50 mg ABa NbTW ceaMUYHO 33 6
nocrneposarenHy Meceua.llpes nbpBUTe 12 ceaMuLm, MauMeHTUTE npuemar
nnauebo wmnum HUTO epHa oT Tpu gosu Enbrel. Crien 12 cegmuum nevenue,
naduweHTuTe B nnauebo rpynara 3anoysart neyeHve, a nalueHTuTe B rpynute 3a
aKTUBHO neJeHne NPOLBbIvKaBaT oT 24-ceamuiia, Karto cnasBaTt [03aTta, C KOATo
ca paHZoMU3npaHi.

Fipoyusane 3 oueHspa 583 naumeHT W MMa ChlUUTE BXOASLLM KPUTEPUK KaKTo
KpuTepumnTe B NpoyuraHe 2. NaumenTnre, yyacTeaitiy B TOBa NPOyYBaHe npuemar
Enbrel 25 wrm 50 mg wnn nnauebo 2 nbTW ceaMnMyHo , B NMPOALIBKEHME Ha 12
ceiMuUK, Cref KOeTo BCUYKM nauueHTn nonydasat 25 mg Enbrel 2 puiun
CEeAMNYHO 3a ote 24 cegmuLiu. .

B rpoyusaHe 1, B rpyrnata fiekyeaHa ¢ Enbrel Mma sHauMTenHo noseye nauneHT
¢ PASI 75na 12-ta cegmuua (30%), B cpaeHenme c nnauebo rpynara (2%,
p<0.000). Crneg 24 ceamuyn, 56% OT nauueHTUTe, nNekyeanHw ¢ Enbrel
riocturHaxa PAS! 75, B cpaBHenve 5% npu nayneHTuTe, npuemawin nnayeto.
LannuTe oT npoyyusanns 2 n 3 ca npeacTaBeHn No-4ony:

OTtroeopu Ha NaUMeHTH ¢ MCopuasnuc Npu ripoyyusannn 2 u 3

- LW T ) R R N T e i ‘Study‘ 2“" Study B“Mﬁm-'_
Finbrel Enbref
Placeb Placeh 251 SO0mg
‘ O 25 map BIW 50 g BIW 0 BIRW BIW
n=i66 a=162 n=102 p= n= tu=193 =196 n=1%06

wik 12 wkl1z whad 164 164 wki2 wklz wkl2
wi 12wk 24

_Response
58+ 77 y gar TP
3, % (4 sme 70 4 _
f’iss;i 5,;3’ " 4 34r 44 49% 59 3 4% 4g
sGGA Y. clear or almost .
3::;,:’4 o 5 w4 39 49F 55 4 wr SyE

1 £ 0.0001 compared with placebo : o - -
ap No statisticn] comparisons to plasebo were made 1t week 24 in Study 2 becavse the original placebo

aroup began recaiving Brbrel 25 m BIW from week 13 tc:.vcck 25‘.
b, Dermaologist Siatic Global Asscssment, Clear or almost siear defined g2
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Cpea nauueHTUTe C NPOCTaTUNHN [IakK, NeKkysaHn ¢ Enbrel, npes noeuTte gse
ceZMuLIM OT NPoy4BaHeTO ca HabmnijasaHK 3Ha4My OTroBOpK OLUE MPY MLEPBOTO
noceLeHmne, KOUTO ca npoyyBaHu npes uenvs 24-cegMmiueH cpok Ha KITMHUYMHOTO
uacnegsaHe.

[lpyv npoyysare 2  naumentutTe ¢ nogobpeHne Ha PASI none ¢ 50% 3a 24
cepgMuUW, cnvpat nieveHuneTo. [laumeHTuTe ca HabnogaBaHu cnej cnupaHe Ha
ne4eHneTo 3a NoBTOPHA nosiBa Ha 3abongasaHeTo (PASIZ150% ot baseline) u of
BPEMETO 3a NMOBTOPHA Nnosea Ha npusHaumuTe (4edurHMpaHo KaTto saryba Ha noHe
Ha nonoBuMHAaTa MOCTUIHaTO noAcdpeHne Mexzy 3anoyBaHe Ha NEeYEeHWETO U
ceamuLia 24). o BpeMe Ha nepuoaa Ha CnvpaHe Ha NeYeHNETO, CUMINTOMUTE Ha
NMCOPUEsNC MOCTENEeHHO Ce 3aBpbliarT Karo CPefHOTO BpemMe 38 MOBTOPHO
nosBsBaHe Ha npusHauuTe € 3 meceua. He e HabnogasaH rebound-eekT u He
ca [OKMaABaH VHEXENaHW NeKapcTBEHN peakLuM, CBBbP3aHM C NCopuasunca.

B npoyusaHe 3, npu no-ronamara 4act ot nayuentute (77%), paHaoMusnpann
nepBoHavanHo ¢ 50 mg Enbrel apa nbTM ceagMMYHO, RO3aTa € HamaneHa npes
ceammnua 12 Ha 25 mg aea rietn cegmudHo (PASI 75 po 36-ta ceammua).llpn
naumeHTuTe, nipuemawy 25 mg Enbrel gBa nvTM ceamuyHO npes LAnoTO
npoyuBaHe, PAS! 75 npogwmxasa aa ce nopgobpsiea B nepuoaa mexay 12 v 36-
Ta cegmmLa.

Axtutena kum Enbrel

HokasaHy ca He-HeyTpanuavpally aHtutTena kem Enbrel npu 4 ot 96 nauueHTn €
peBMaTOMAEH apTpuT, nonydyaeaium Enbrel B fosa 25 mg oBa nbTU CEAMUYHO C
MaxkcumanHa TPOAbIDKMTENHOCT Hag 3 meceua npu nnauebo-KoHTponupaHo
uanuteaHe. fipy akTUBHO-KOHTPONMPaHO KNHWYHGC usnuteaHe 11 (2.8%) ot 400
nekyeaHW ¢ etanercept naumeHTV ROKa3BaT NMOHE e4WH NONOXWUTEreH pesynTar,
HO HWTO €4WH OT Te3u NaUWeHTU HAMAa NOMOXUTENEH TECT 3a HeyTpanuaupalym
aHtutena. Pesynmatuie npu NauMeHT C HBEHWNEH XPOHWYEH apTpuT ca
nofoBHY Ha TE3U MPY BL3PACTHUTE NaLMEHT C PEBMATOULEH apTPUT JSIEKYBaHM,
¢ Enbrel. Ot 98 naymenTn ¢ nCopnaTnueH apTpuT, KOUTo ca Bunn npoyyenmn, HUTo
eavH naumeHT He e pasBBa aHTuTena kbm Enbrel Ha 24-ta cegmuuya. Ot 175
nauyeHTa C aHKWIIO3EH CRIOHAWIWT, nekyeaHu ¢ Enbrel Tpuma ca nspabotunn
aHTUTEna, KouUTo He ca Bunu HeyTpammanpanu. MNpwn ABONHO-Crierny fpoy4BaHus C
naLveHT! G NCOPUaTnyHX Nnaku, ¢ NPoAbIMKUTENHOCT A0 6 mecetla okono 1% oT
1084 nauveHTa ca passunu aHTurena keM Enbrel.

anpeKm Ye TO3WM OMUT HEe W3KIIoYBA Bb3MOXHOCTTa 3a MosiBa Ha KIMHWYHO
3Haunm eCpeKT, HE e HabniopaBaHa BPb3Ka MeXAay nosaparta Ha adTuhTena W
KNWUHNHYHIMA OTTOBOP UIK HEXXelaHnTe cuouTHs.

5.2 dapmakoKMHeTU4HU CBOMUCTBA

CepymHute HuBa Ha etanercept ca uameppann ¢ metoga Ha ELISA, kouto
onpegensi ELISA-peaktBHM pasnagHu NPOOYKTA  KaKTo
cwepuHenve. Etanercept ce abcopbupa 6aBHO OT MACTOT)
UHPKEKLWS, BOCTUraiku makcumarnHa KoHUeHTpauwsi npuol
cnen eauvHWdHa fosa. AbconmioTHata buoHanuuHocT & 769
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ABYKDaTHW A03KM 33 efHa ceAMulla ce nociura rnocrosiHHa (steady-state)
KOHLIEHTpaLWs, KOsSTO e NpubnManTenHo ABa MbTu Mo-BUCOKa OT HabnofasaHaTta
cnep epHoxpatHa aosa. Cnepg epuHudHa NogkoxHa fgosa or 25 mg Enbrel
HabriofaBaHara cpejHa MakcumanHa CepyMHa KOHLEHTPauua Mpu 3apasu
pobposony e 1,65 + 0,66 pg/ml, a yactta nog kpueara e 235 + 96,6 ug - yac/ml.
He e onpepensHa nponopumoHanHOCT Ha [03aTa, HO He e orBenssaHa sBHa
caTypauusa Ha KNupbHca Npu pasnuydHnTe 403N,

Heofxogyma e GueKkcrioHeHumManHa Kpuea, 3a fa ce NpPejCcTaBn KpuBaTa Ha
KOHUEeHTpauvoHHOTO Bpeme Ha etanercept. LeHTpanhmar ofem Ha
pasnpegerieHne Ha etanercept e 7,6 |, gokaTto o6eMbT Ha pasnpegpersnieHne npw
steady-statee 10,4 1.

Etanercept ce otriens 6aBHo oT oprannama. MNepuogbT Ha NOMYKMBOT € AbITLS,
npubnusutenHo 70 uvaca. KnvpeHceT e npubrmaurenHo 0,066 Ifuac nipu
naumeHT © pesMaTonaeH apTpuT, Marnko No-HUCBK OT cTolHocTite oT 0,11 llbac,
Habntofgasanm npu 3apaEu gobposonun. dPapmakokmHeTukata Ha Enbrel npw
nadueHT ¢ pesMaTonieH apTpuT, aHKMnoseH CRoHAUNUT U NMCOPUaTUYHK Miakn
ca nofoBHN. '
CpenHute CepyMHW KOHUeHTpauun B steady state npw nekyBaHu naumeHT# C
peBmatougeH aptput ca Cmax 2,4 mg/l cpewty 2.6 mg/l, C min 1.2 mg/l cpelgy
1.4 mg/l n yactruna AUV 297 mgh/l cpeity 316 mgh/l 3a 50 mg Exdwmes eguH
nbT cegmuyHo (N=21), cpaBHeHo ¢ 25 mg Enbrel aBa nbTK ceagmmuHo (N=16).
Buripexkn ye e HabniogaeaHo envMMKUHpaHe Ha PaguoakTBHOCT B ypuHaTa crnep,
NpUAcKEHNe Ha pafauoakTMBeH etanercept Ha nauuneHTn M foBposonuy, He ca
Habrogasakn yBenumueHn KosUeHTpauum Ha etanercept npy nauweHTH ¢ ocrpa
6rbpeyHa unn yepHoapobHa HefocTaTbLYHOCT. HamuumeTo Ha BbOpeqHn vmm
YepHOAPOOHM yBpeXaaHust He WBWCKBA ApOMsAHa B poaupaHeto. Hama ssHy
hapMaKoKMHETUYHW pPasfuuMa MEXXLY MBXKETE U KEHWTE.

Methotrexate He noenusBa hapmakokmHeTukata Ha etanercept. EdekTsT Ha
Enbrel supxy thapmakokuHeTukaTa Ha methotrexate B HOBELLKMSA OPraHnsbm He e
Npoy4BaH.

ffauuenTy B HanpegHana BL3pacT

BrivsHWeto Ha HanpegHanata Bb3pacT € NPOy4YeHOo Mpy  rionynauucHeH
dapMaKkoKuHETUMEH aHann3 Ha CepyMHUTE KOHUeHTpauwuM Ha etanercept.
KnvpbHCHET U 00eMbT Ha pasnpegernenne npy nayneHtTu Ha Bb3pact 65 - 87
roguHv ca nogobHK Ha onpefeneHuTe NPy NauneHT Ha Bb3pacT nofl 65 roguHn.

HOBEHUINEH XPOHUYEH apPTPUT C NONNaPTUKYIapHO 3acsaraHe

B egHo npoyusare Ha Enbrel npu 69 naumeHT (Ha Bb3pacT oT 4 1o 17 rofiuHn) ¢
NoanapTUKynapHO NpoTU4all KBEHWUNEH XPOHWYEH apTpuT € npuonogxer 0.4 mg
Enbrel /kg gBa nbTv cegmMuuHO B MPOALIDKEHME Ha 3 M

KOHLEHTpauUuny ca CXOfHW Ha Te3w, HabmogasaHn np
pesMmaronfeH apTput. I'Ipm Han-mankute geua (4 ro
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(12 rogmwnm) 1 BbapacTHW. CumynaumaTa Ha A03MpaHeTo Mokassa, Ye AoKaTo
no-ronemmrte feta (10-17 rogutiHy) L4e vMat cepymHM HuBa GrivsKku A0 Tesn,
HabnoAaBaHy Npy Bb3pacTHUTE, TO NO-MankUTe Aeld Le UMAT 3HaYUTENHO Mo-
HYICKK HMBA.

5.3 [lpepknuunuynn gaHHy 3a 6esonacHocT

lMNpw TokcukonoruHUTe NpoyysaHus Ha Enbrel He e ycTaHoBeHa posa-sasucuMa
vrM oprasocneyugyHa TokoudHoct. Enbrel He ce cmsTta 3a reHoTOKCHuYeH
cnopej pesyrratite OT cepust in vitro u in vivo nsnuteakuns. He ca nposepeHn
uanuiBaHna Ha Enbrel 3a kaHuyeporeHHOCT © cTaHgapTHa OUEHKa Ha
(epTunuTeTa W MOCTHATASHAETE TOKCMYHOCT Mopaaw rosesata Ha
HeyTpanuanpatly aHTUTENa npu FpusaymTe,

Enbrel He wHayuvpa netanurer WM BUAMMU NpPU3HAUM HA TOKCWMYHOCT MpW
MULLKW UM TSTBXOBE CIIe] NPUITOXKEeHWe Ha efHoKpaTHa NoakoxHa fosa ot 2000
mg/kg wnn egHokpaTHa MHTPaBeHO3Ha fosza of 1000 mg/kg. Enbrel He nokasa
[l03a-3apucuma unn opraHocreyu@mnyHa TOKCUYHOCT Mpy U3NUTBaHWS BBPXY
MaliMyHK B fo3a 15 mg/kg ABa MbTU CEAMUYHO MOAKOXHO B NMPOAbItKeHMe Ha 4
unu 26 nocriefoBaTenHy CEAMILIM, B PE3YNTAT HA KOETO € AOCTUrHaTa cepyMHa
KOHLIEHTpauus Ha nekapcTBoTO Hag 27 NbTWU NO-BUCOKa OT Tasu npw xopa cneg
MPUrIoXeHWe Ha rnpenopbYBaHaTa f03a o1 25 mg.

6. SAPMALIEBTVYHY CBOUCTBA
6.1 CnunchbK Ha NOMOIHKUTE BellecTBa

Mpax:

Mannitol 40 mg

Sucrose 10 mg
Trometamol 1.2 mg
Tromethamine pH kopekTms
Bopna 3a nkexkuym go 1 mi

PasTeopurest:
water for injection

6.2 HectBMecTMMOCTH

Tl KaTo He ca NPOBELEHU MPOoy4YBaHWs 3a HECbBMECTMMOCT, NPOAYKTbT He
TpsibBa fa ce cMecBa C APYriA NEKAPCTBEHWN MPOLAYKTH.

6.3 Cpok Ha rogHoCT

3 roguHN
PasTBopeHunaT nNpopykr TpsibBa fa Ce M3nonsesa Hesa
CbXpaHsiBa npu Temnepartypa 2 - 8°C).
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6.4 CpeumanHy ycroBus 3a cbhbXpaHeHne
Ha ce cexpaHsiBa npu Temneparypa 2 - 8°C. [la He ce sampassea.
6.5 BwugucbabpxkaHue Ha onakoBKarta

CrekneHn cdnakoHn (4 mi, cTbkno Tn 1) ¢ rymeHu 3anywanki 3anevyaraqHy ¢
anymmHueBo (pornno 1 NoaBWKHK nNnacTmacoBm xanadku, Enbrel ce npepocTaes ¢
NPeABAPUTENHO HanbIHEHN CIPWUHLOBKY C Boaa 3a urpkekum. CnpuHUoBKuTe ca
OT CThKIO TUN 1 € Urnu oT Hepwxaaema cTomaHa. Kytusita ceabpxa 4 dhnakoHa
¢ Enbrel, 4 npeaBapuTenHo HambNHEHW CAPWHUOBKKM, 4 WrMn,4 apganTopy 3a
thriakoHn, ¢ 8 TaMnoHa CkC CrPT.

6.6 WucTpykumu 3a ynotpeda, pabota n yHMIlOXKaBaHe Ha  OTHaAbLMUTE

Enbrel 25 mg ce pasteaps ¢ 1 ml Boga 2a urxekumn. Enbrel He cbabpxa
aHTUbaKkTepuanHy KoHCepBaHTK, NOPaan KOSTO pasTBOPLT, NPUFOTBEH C BOAA 32
nHXeKLMW TpsabBa ga ce npUrioXmn Bb3MOXMHO Han-6bp3o B pamkute Ha 6 yaca
cnep pasrsapsHeTo. PastreBopbt TpsidBa Aa bbae npospader v BeaupeteH, bes
Oyukiym mnv vactuyn. BbB bnakoHa MOxe fa uma Manko hsHa — ToBa €
HopmanHo. He nanonaeante Enbrel , ako npaxsT HE Ce pasTBROPK B paMkuTe Ha
10 muHyTW. i3nonaeaiire BegHara Apyr OnaxkoH.

BcaKo HewsnoriaBaHo KONMWYECTBO OT MNPORYKTa WM OTRafbuyHu marepuanu
TpAbBa fa ce YHULOXKAT CNopes MECTHUTE N3NCKBaHWS,

7. MPUTEXATEN HA PASPELLUEHUETO 3A YITOTPEBA B LEHTPAIHA
N U3TOYHA EBPOTA

Wyeth Lederle Pharma GmbH,
Storchengasse 1
A - 1150 Vienna, Austria

8. PEFMCTPALUNOHEH HOMEP HA NMPOOYKTA

{1-2664

S. DATA HA MbPBO PASPELHEHVE/YOBITKABAHE HA
PA3PELUEHUE 3A YNOTPEBA

Hexemspu 2000

10. JOATA HA MOCJHERHATA PEOQAKUMA HA TEKCTA

Centemepu 2005
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