liiﬁﬁHi’i{;T EPCTED 1A JEFABEONASBALETO
KPATKA XAPAKTEPUCTUKA HA NTEKAPCTBEHUS NEORYKT 1Y, 0%
paspetieniie saynonebalt 14 138 -0

1 WME HA REKAPCTBEHUSA MPOAYKT (F/,g_/ 43.03 o 3 W]

Ceptykan / Certican® 0,1 mg aucneprvpaluy ce TabneTkn / dispersible tabtets
Cepruran / Certican® 0,25 mg gucrneprupaiuu ce Tabnetkm / dispersible tablets

2 KONMWYECTBEH W KAMECTBEH CBCTAB

Besaka aucnieprispalum ce Tabnetka cuabpia 0,1 vnu 0, 25 everolimus.
3a nMbneH CnuckEK Ha NoOMOoLURMTE BellecTsa, Bk 6.1,

3 JIEKAPCTBEHA ®OPMA

Iucneprupaliy ce TabneTkn

TabneTkuTe ca Geny J0 XBATEHUKABYN, MPAMOPHM, KOBIN, [NOCKK, CBC CKOCEHW KpauLlia.
0,1 mg: ¢ napgnne “I” ot egHata ctpaHa n “NVR” ot gpyrara.
0,25 mg: ¢ nagnue “JO” oT eaHaTta cTpana u “NVR” ot gpyrara.

4 KnHW4YHY AHHN

4.1 TepaneBTUYHU NOKazaHus

Certican e nokasaH 32 NPoWNaKTVKA Ha OTXBbPNsaHe Ha NpUCanKW Nnpu BB3PACTHW
NAaLVeHTV C HWUCBK MNWM yMEpeH UMYHOnorMdyeH puck NpuU anoreHHa TpaHchnaHTauus Ha
6ubpek v cwpue. Certican TpsBea na ce npunara B kKomBuHaums ¢ ciclosporin
MUWKPOEMYITCUST Y KOPTUKOCTEPOUAN.

4.2 Lo3upoBka ¥ HayWH Ha ApUoXeHue

NeueHre ¢ Certican TpaAbea pa 3anovHe W 2 ce NPoBEXAd, Camo OT NeKapn ¢ onuT B
MMYHOCYIMpecHUBHaTa Tepanus Crnef TpaHCcnnaHTauMs Ha opraHy, 1Malli BB3MOXHOCT Ja
npocneasBat HUBaTa Ha everolimus B UAnara KpbB.

Bt3pacTHH

Hauannata goavposka ot 0,75 mg apa nbTv AHEBHO ce npenopbysa 3a obara nonynawms
naunexT ¢ TpaHcnnaHTMpad 6B0peK wam Cepue, KaTo ce fpurnara BbB BbL3MOXHO Hall-
KpaThK CPOK Cnep TpaHcinaHTauuata. OxeBHarta gosa Certican BuHaru TpsGea pa ce
npuema nepopanHo, pasgerieHa B Asa npuema, ¢ unu 6es xpaHa (Bx 5.2 ) 1 e{HOBpEMEHHO
c ciclosporin Mukpoemyncua (BK Tepaneenuyer neKapcmseH MOHUMOPURE).

Certican e camo 3a nepopanHa ynoTpeba.
3a no-HaTaTbLUHN MHCTPYKLIMK BX. 6.6.

MNpuemalymTe Certican naLmMeHTy MOXE Aa Ce HyMOasT OT KopuiipaHe Ha Jo3upoBkaTta B
3aBUCUMOCT OT OOCTUrHATATA KOHLUESHTPAUMs B KPBBTA, NOHOCMMOCTTA, WHAWBWUIYanHUs
OTIOBOp, NPOMSIHA B ChABLTCTBALLWTE NEKapcTBa WM KAWHWMHWA cratyc. KopuripaHe Ha
[03MpoBKaTa MOXe Oa ce NpaeW Ha uHTepBann oF 4-5 aHn (BUX Te
JIeKapcmeer MOHUIMOPUHE).




[lauvexTn ot HerpouaHata paca: YectoTara Ha ycTaHOBEHO ¢ BMONCKs OCTPO OTXBbpIisiHE
Ha OpFaky Npy NalveHTUTe OT HEFpOMAHAaTa paca € 3HaYMTENTHO MO-BIUCOKa B CPaBHEHWE C
naunMeHTuTe OT ApYrM pack. Kima orpasMyeHo KONWYECTBO LaHHW, KOWTO covar, e
nauueHTTe OT HerpoMaHaTa paca MoXe Aa ¢e HYXAasT oT no-ronemu fosu Certican, 3a ga
ce NoCTUrHe cxofHa euKacHOCT C Tasw npy hauveHTWTe OT Opyru pacu (Bwx 5.2).
MoHacToAllemM AaHHUTEe 3a edwmKkacHocT M BesonacHoCT ca TBbPAS HelocTaTbYyHu, 3a Aa
MoXe fAa Gboar HanpaBenu cneuudmuby npenopbky 3a ynotpeba Ha everolimus npu
RauUMeHTn OT HerpovaxaTa paca.

YnotpeGa npu feua v nogpacreawy: Hama foctaTbyHO onuT, 3a 428 ObLAdaT HanpasBeHu
npenopbku 3a yrioTpebata Ha Certican npy feua U noapacrsawn. Mima camo orpanunueHa
nHhopmaLma 3a 6LOPEeYHO TpaHCNaHTUPaHy NeaAuaTPUYHK NauueHTy (81K 5.2).

NaumenTit B HanpenHana 8b3pact (=65 roaudn). KNUHWMHWAT OMWT Apu nauuedTty > 65

roguHY e orpatudeH. Bunpeky Yye gaHHMTe ca OFrpaHudeHu, HAMa OYeBUAHW pasiiuky BbB
thapmakoKknHeTUKaTa Ha everolimus npw nayueHTu 265-70 roamky (BUx 5.2).

Maumentn ¢ yepeneHa 6ubpeyna cyHkums: He e HeobxoanMo KOpUrMpaHe Ha BO3UPOBKaTa
(Bux 5.2 ).

MaumeHTN C yBpeseHa JepHoapobHa dyHkums: KoHueHTpauuuTe Ha everolimus B KpbBTa

TpaGBa fa ce cnensAT BHUMATENHO FpW RaUMeHTWTe © yBpedeHna YepHogpobHa yHKUus.
Mpu nauueHTUTE ¢ NEKO [0 YMEPEHO TEXKO yBpexaaHe Ha yepHoapobHata dyHKuuA (knac
A v B no Child-Pugh) gosnposkaTta Tpsibea na ce HaMalli HanonoBMHa OT HopmanHaTa
npW KOUTO M Ja ca Ape OT cnegHute obcrosTencTea: Gunvpybud >34 pmolfl (>2mg/dl),
anbymny <35g/L (<3,5g/dl), INR>1.3(npoTpOMBMHOBO BpemMe >4 CekyHan yabrikenue). lo-
HaTaTbLUHOTO TUTPMPaHe Ha fo3ata Tpadsa fa ce OCHOBaBa Ha TepaneBTYHWUA NeKapcTeeH
moHuTopuHr (Bux 5.2). Everolimus He € oOlLeHsiBaH NPy NauMeHT ¢ TEXKO yBpexaaHe Ha
yepHogpoBHata dyHkuMs (knac C no Child-Pugh, Bk 4.4).

Tepanesinied nekapcTeeH Mouutopubr: [ipenopbysa ce PSAOBHO FRpocnehsBaHe Ha
TepaneBTUYHKUTE HUBA Ha everolimus B LusnaTa KpbB. Bb3 0cHOBa Ha aHanus Ha eKcnosuums-

edukacHocT U excnosuLma-tesonacHocT Gelle yeTaHoBEHO, Ye NpU NauneHtuTe, Gocturatm
paBHOBECHM KOHUeHTpauun 23,0 ng/ml, uecToTata Ha [foKasaHdo C 6Moncus OCTPO
OTXBbPNAHE Ha TpaHcnnaHTupaH 6BBPeK MK CbpLe € No-HUCKa OT Tasy npu AauueHTuTe ¢
KOHLEHTpauui B KpbBTa nog 3,0 ng/ml. Ipenopeisa ce ropHaTta rparuua Ha TepaneBTUeHNA
pvianasoH ga 6bge 8 ng/mil. Excrnozmuma Hag 12 ng/ml He e npoyysaHa. Teau fpenopbyaHi
AvianasoHn 3a everolimus ce OCHoBaBaT Ha XxpomMarorpadcky aHanns.

Ot ocofGeHo 3HavyeHWe e Aa ce MOHWTOPUPAT KOHLEHTpauuKn Ha everolimus B KpLBTa fipw
NMauveHTUTe C yBpexaaHe Ha uepHoppobHata hyHKUMS Mo BpeMe Ha efHOBPEMEHHO
NPUNOXEHUe CbC CUMHW MHOYKTOpK Wi uHxmbutopun Ha CYP3A4, Korato ce npomeHst
ChLCTABLT WWNK aKo A03NPOBKaTa Ha ciclosporin ce Hamansea YyBCTBUTENHO (BUX 4.5). [pu
ynotpeba Ha Aucneprnpalin ce TabBneTku KoHUeHTpauuute Ha everolimus moxe fa ca
ManKo Mo-HUCKM.

OnTUManHo KopurMpaHeto Ha poavpoekata Ha Certican Tpsibea fAa ce ocHoBaBa Ha
HamansBal HwWBa, NonyyeHn >4-5 Onw crieq npegxofHaTa MpoMsHa Ha A03MpoBKata.
Ciclosporin  BzauMopelictBa ¢ everolimus u BCNEACTBUE Ha TOBA KOHLUEHTpauuuTe Ha
everolimus MoOXe [a cnagHaT, ako eKcnosuuusaTa Ha ciclosporin YyBCTBUTENHO ce Hamann
(7.€. Hamansran HuBa <60 ng/ml).

(Tpenopbky 3a [03MpoBKa Ha ciclosporin npy 6LOpPeYHa TpaHchNaHTaLuns:

Certican He TpsaGBa Aa e ynoTpebsasa 3a NpoAbIBKUTENHU NEPUCIN €BHOBPEMEHHOD C MbITHU
nosu ciclosporin. Hamanenata ekcrnosnuust Ha ciclosporin napn npuemauwmrte Certican
nauveHTy ¢ GubpeuHa TpaHcnnaHTauus nonobpsiea 6xOpeuHara yHKUmA. MoHwgeHneTo
Ha excnoauuuaTa Ha ciclosporin TpabBa Aa sanoyHe 1 mecel cnep TpaHcnnaurarigTa, B

OCHOBAa Ha JaHHUTEe OT KMWHMYHO npoyysaHe A2306 (Bumx 5.1) ce npenopquaT cne.qh\vg;\




TapreTHY OuanasoHW Ha ekcnoauumsi Ha ciclosporin, AeduHupaHy cnoped npoTokona Ha
fpoyYBaHeTo (KoHUEeHTpaumy Ha ciclosporin B kpbBTa, M3MepeHn 2 vaca cnep NpUnoxeHne
Ha posara (C2)): ceagmuum 0-4, 1000-1400 ng/mi, ceamuum 5-8, 700-800 ng/mi, cegmnum 9-
12, 550-650 ng/ml, cepmuum 13-52, 350-450 ng/ml. B ToBa KNWHWYHO mMpoyysaHe
M3MEpPeHUTE KPbBHU HamarsBallM KoHUeHTpauum Ha ciclosporin (CO} (ng/ml) ca: npes
mepBus Mecell 239 + 114; npes Tpetns Mecety;: 131 + 85; npes wWecTns Mecel: 82 + 60; npes
12-TMa Mmecel: 61 + 28. 3a ga ce ceefe 00 MUHUMYM PUCKa OT HEYCnex, e BaXXHO Az ce
B3eMe NpenBua, Ye KOHUEHTpaLmmuTe KakTo Ha everolimus, Taka v Ha ciclosporin He Tpsibsa
[da cnafar noa TepaneeTHHMA AVanascH CKOPo crief TpaHcnnauTatmaTa.

MNpeoy HamansisaHe Ha Ao3upoBkaTta Ha ciclosporin Tpsbea Aa ce ocurypsT steady-state
HaMarnsaBally KoHLEeHTpaLmKn Ha everolimus s obLoTo kphBoobpatlexue Haii-manko 3 ng/ml.

Vima orpadudeHn gawHn 3a gosuposkara Ha Certican npyt HaManABaliy KoHUeHTpalun Ha
ciclosporin nog 50 ng/mt unu C2 nog 350 ng/ml no epeme Ha noaAbpXKalara dasa. AKo
MaUneHTLT He MOXe A3 MOHece NOHWKeHaTa eKkcrnosuuus Ha ciclosporin, Tpabea na ce
cBcban no-HatarsliHaTa ynotpeGa Ha Certican.

[lpenopbxn 3a A03VPOBKa Ha ciclosporin Apy chpAsYHa TPaHChTaHTauus:

3a ga ce nopobpu 6ubpeunarta hyHKUUA ApWU NaLMeHTUTe CbC ChpAeYHa TpaHCnnaHTauus
nO BpemMe Ha rogabpxawara asa, 103upoBkaTa Ha ciclosporin Tpabea fa ce Hamann
cboBpasHo NOHOCUMOCTTA. AKO YBpexaaHeTo Ha ObbpeyHata (yHKUMA e mporpecupanio
VMK aKO W3UNCNEHUAT KPEaTMHUHOB KMMpLHE € <60 mi/min, TepanesTuiHuAT pexxum Tpadsa
ha ce kopurmpa. [lpy nauueHTWTE CHC CbPAEYHa TPaHCMNaHTauWs OnpenensiHeTo Ha
Ao3npoBKaTa Ha ciclosporin MoXe Aa ce OCHOBaBa Ha HEFOBWTE KPBBHM Hamarnsisaly
koHUeHTpauwy (B  Tabnuuya “B253: Cymapha CTaTMCTMKA Ha  HamansBatuy
KOHLIEHTpauuuTe Ha ciclosporinA (CsA) (C0) B paspen 5.1).

Mpy nauueHTUTE CbC CbPAEYHZ TPaHCMNaHTauWA WMa Camo OrpaHuyesu AaHHW 33
Aoavposkata Ha Certican npu HamansBawy KoHueHTpauuu Ha ciclosporin nog 175 ng/mil
npes nbpeuTe 3 mecela, nog 135 ng/ml Ha wecTtna meceu 1 nog 100 ng/ml cnep 6 Meceua.

Mpean pegyuvpaHe Ha poaupoBkata Ha ciclosporin Tpsbsa Aa ce ocurypsaT steady-state
Hamanssawy KoHUeHTpaumn Ha everolimus Hai-manko 3 ng/ml.

4.3 MpoTueonokasaHus

Cerlican e nporuBonoKasaH nNpW NauMeHT# ¢ W3BECTHA CBPbLXYYBCTBUTEINHOCT KbM
everolimus, sirolimus nnu HAKoe OT NOMOLHUTE BELLECTRA.

4.4 CneumasiHy npedynpexaeHns U cnelyanku npeanasHn Mepkn 3a ynotpeba

B ycrioBusita Ha KNMHWYHAW uanuteanus Certican e npunarad ycriopegHo ¢ ciclosporin
Mukpoemyncus, basiliximab u koptuxkoctepouau. Certican He e afeKsaTtHO Npoy4yeH B
kOMBUHAaUMS ¢ apyri MMYHOCYNPecopn, pasnnyHK oT CAOMEHaTUTe.

Certican He e ageKksaTHO NPOYyYEH MPK NALMEHT C BUCOK UMYHOSIOTUMER PUCK.

dapmaKkokuHeTukaTa Ha everolimus He e npoyyeHa Npy NaLMEeHTW C TEXKO YBpeXaaHe Ha
uepHogpobHaTa yHKuws. Tipy Tesn NnaLueHT ce NpenopsYBa BHUMaTENHO MOBUTOpHUpaHe
Ha KpbBHUTE trough KoHLeHTpauwK Ha everolimus.

CbNBTCTRALLOTO NPUIONKEHVE CbC CUMHY UHXUBKUTOPK Ha CYP3A4 (Hanpumep ketoconazole,
itraconazole, voriconazole, clarithromycin, telithromycin, ritonavir) u  uHaykropu
(hanpumep rifampicin, rifabutin) He e NpenoOpBLYUTENHO, OCBEH aKo €BESHTYAITHUTS I
NPEBULLEBAT pUCKa.




Mpenopwbysa c& MOHUTOPUPWHT Ha KPBBHWTE HamMansBally KOHUeHTpauuu Ha everolimus
BUHar, KOraTo efHOBPEMEHHO C Hero ce npunarar NHAyKTopyu unn uHxubutopn va CYP3A4
U cref, npekpaTaBaHe Ha npuema um (six 4.5 ).

MauueHTUTE, NpYeMatl MMYHOCYMPECUBHN NeKapcTBeHn NPoayKTy, BilouuTenHo Certican,
ca W3rOKEeHW Ha MNOBUMILEH PUCK OT PasBUTUE Ha NMMgoMU 1 OpYri 3MNOKa4YeCTBEHN
oBpasyBaHus, No-crieumanHo no koxarta (Buk 4.8 ). AGCOMOTHUAT PUCK Marnexaa cBbp3aH
noseyve ¢ MPOOBIDKUTENHOCTTA M MHTEH3UTETA Ha WMMYHOCYNPECUATa, OTKOIKOTO C©
ynotpebara Ha efuH creLpmditiyeH nexapcTeeH nponykT. [laumentute Tpsbsa ga Gvaar
npernexaaHy pefoBHO 3a Heonnasmu W ga 6baaT cbBeTBaHW Ja cBepart 4O MUHWMYM
WaNaraHeTo CYU Ha YNATPaBUONETOBW NbYYW, CIbHYEBa CBETNWHE, KaKTo U fa ynotpebasat
NOAXOASLUN CITBHUS3AWMTHI NPCAYKTY.

lMpekomepHaTta WMYHOCYNpecus npeapasnofiara KoM MHEKUMW, Ro-crieuvanHo
OROPTIOHUCTUYRY fiaToreHy. Mima choblienns 3a NHgeKLMy 13 CENcUC C haTtarneH Uaxoa (BUK
4.8).

B xona Ha kiuHWYHKM npoyusauuss Ha Certican npes nbpeute 12 mecela cnef
TpaHchNiaHTauusaTa e npunaraHa aHTuMukpobuania npodmnakTvka cpety Pneumocystis
jiroveci (carinii) pneumonia. Mpodunaktuka cpewty cytomegalovirus (CMV) ce npenopsyea
3a nepvoga Ha NbpBUTe 3 Mecela cried TpaHcnnaHTaluaTa, no-creumanHo npu nasMeHTy ¢
AOBULUEH PUCK OT MHbekLmns ¢ CMV.

YeniopegHoto npuniokeHue Ha Certican W ciclosporin MUKpOeMyncust npy nauMeHt ¢
TpaHCNNaHTaUuMy Ce acouuMpa ¢ NoBKILEHWE HA CepyMHMS XOMEeCTepon W TpUravLepnaw,
NP1 KOETO MOXE Ja Bb3HUKHE HeoBxoauMocT oT Nevenne. MNMpuemalumte Certican nawyeHT™
Tpabea pa 6bAaT MOHWTOPMPEHW 3a XUNepnurnaemws U Npu HYXAa [a ce npusarar
noHMmKaBalliv NUNUMAHUTE KOHLEHTpaLMy NeKapcTBeHy RPOAYKTY U MOAXOASLLIM KOPeKUvn Ha
XpaHnTenHua pesxum (Bux 4.5 ). Heobxoauma e olieHka Ha CbOTHOLLEHWETO puck/nornsa npu
MaluWeHT ¢ YCTaHORSHa XUnepnMnngemMus, npegw ga ce 3anodyHe KWMyHOCYMpecuBHa
Tepanus, BkmouuTenHo cbc Certican. TMo nopoBen nauuH TpabBa ga ce NpeolieHu
CBOTHOLUEHUETO puck/inonaa npu ynotpeba Ha Certican oT nauveHTyt ¢ Texka pedpakrepHa
XUNEpPSIUMUuaEMUs.

MauveHT4, npy KoMTo ce npunara uHxuoutop Ha HMG-CoA peaykrasata wunu ¢mbpar,
TpsAGea fa 6bAaT MOHUTOPUPEHY 338 Bb3MOXHO Pa3BUTHE Ha HEXENaHUTE peakuum, onucann
B KpaTKuTe XapakTepucTMKM Ha CLOTBETHUTE NeKkapetea (BuX 4.5).

MpK BCWYKW NALMEHTU Ce MpenopbyBa pPefoBeH MOHWTOPUPMHN Ha ObbpeuHarta (yHKUMS.
Mpw nauweHTUTE C MOBULLEHW CepyMHW HMBa Ha kpeaTwHwHa TpsGea pa ce pasmeja
ROAXoAsila KOPEKUWS Ha WMYHOCYNPECUBHUS peXum W MO-CNeuuanHo pefykuus Ha
Jo3upoBkaTa Ha ciclosporin. [a ce nogxoxaa BHUMATENHG NPYU e4HOBPEMEHHO NpunaraHe ¢
EDYTU NeKapcTBEHN NPOAYKTY, 3a KOUTO © W3BECTHO, Ye umat HebnaronpuateH edekT BbpXy
ouhpevnata hyHKUMA.

MauveHTTe C pehKus HacrnegeTeeH NPobreM ranakTo3Ha HENnoHOCUMOCT, Lapp naxraseH
AehULMT WhK rIIOKO30-ranakTosHa manabcopbuus cbiuo He TpsiOBa aa rpuemar To3w
neKapcTeeH APoAYKT.

BakcuHauus: lMmyHocynpecaHTuTe, BKNHOYUTENHO MOXEe Aa NOBNUAAT OTroBopa  Ha
BakcuHaumsTa. o BpeMe Ha NeyeHue ¢ UMyHOCYNpecaHTd, B ToBa uucno u  evorolimus,
edeKTVBHOCTTa Ha BakCuHaLMsiTa MOXe Aa Ce NoHwku. Ynotpebarta Ha XuBK BakCUHW
Tpsbea pa ce uabarsa.

4.5 FiexapcTBeHW ¥ APYr4 B3aUMOAENCTBUS

Everolimus ce metaGonusupa npegumto ot CYP3A4 B uepHust Apob 1 [0 usBecTHa: CTelT-E\J'I\\\“:

B UpeBHaTa CTeHa W NpeAcTaensAea cybcTpaT Ha MynTUReKkapcTeeHaTa ecbnykcua nomna P—
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rukonpoTerH. Tlopagn ToBa pe3opbumaTta v nocnenBaloTo ennMinHMpane Ha CUCTEMHO
pesopbupaHust everolimus Moxe A3 ce MOBMWMAAT OT NexapcTBeHW NPOAYKTW, KOUTO
nHxubnpatr CYP3A4 wunu P-rmukonportenna. EOHOBPEMEHHOTO RPUINOXEHWE Ha CUMHW
nHXMBUTOpPM WNKM uHAykTopu Ha 3A4 He e npenopvuuTenHo. Wuxubutopute Ha P-
TIMKOTIPOTEMHA MOXEe Aa HamanaT ednykca Ha everolimus oT YpeBHWTe KreTk v Aa
MOBULIAT KPbLBHWUTE KOHUEHTpauuu Ha everolimus. /n vitro, everolimus e KOHKypeHTeH
uraxudutop Ha CYP3A4 n CYPZD6, kato rnoTeHUWanHo MOBULLABa KOHLUEHTpauuuTe Ha
nexapcTBeH MPOAYKTHA, KOMTC ce meTabonuaupar ot Tesu eHaumu. CneposarenHo, Tpsabea
4a Ce NoaxoXJa BHUMATENHO Mpy eQHOBPEMEHHO NpuoXeHue Ha everolimus u cybeTpaTn
Ha CYP3A4 1 CYP2D6 c TeceH TepaneBTWdeH wuHAEKC. BcuuKM npoy4BaHnsi Ha
BaauMogelicteusaTa i vivo ca Gunn npoBegdeln OGe3 eAHOBPEMEHHO MPUIOXEHNe Ha
ciclosporin.

Ciclosporin (uuxmburop Ha CYP3A4/PgP): BuonanuuHocTTa Ha everolimus 3Hauumo ce
noBvLLIaBAa [PWU e4HOBPEMEHHG NpunoxeHue Ha ciclosporin. Mpu npoyysaHua Ha ciclosparin
3a mukpoemyricus (Neoral) B eguHu4HM JO3K Npu 3gpask gobposonuy AUC Ha everolimus
ce yBenuuaea cuc 168 % (ot 46 % Ao 365 %), a Cmax - ¢ 82 % (o1 256 % po 158 %) B
cpaBHeHMe C MoHoTepanusi ¢ everolimus. Bb3MOXHO € fa Bb3HuKHe HeoDXogumoct oT
KOpeKuus Ha foaupoBkarta Ha everolimus npw npomaHa Ha poskiposkaTa Ha ciclosporin (BIK
4.2). Certican HAMa KNMHUYHO 3HaYMMO BrMsiHWE BBPXY (hapMakoKMHeTukaTa Ha ciclosporin
npy nauvedTn ¢ 6bBpeuHa WM CbpAevHa TpaHcrmnaHTaums, npuemauw ciclosporin 3a
MUKPOEMYIICHS.

Rifampicin (Muayktop Ha CYP3A4): Ipu neveHve Ha 3apaski SoOpOBONUM G MHOFOKPaTHM
foay rifampicin, nocneaBaHn oT eguHuyHa posa Cerlican, knupbHca Ha everolimus ce
yBenuyaea npubnuanTenHo Tpy nbTh, Cmax ce noHwkaea ¢ 58% u AUC cbllo Ce NoHWKaBa
¢ 63%. KomBunauuwsTa c rifampicin He ce npenopbysa (X 4.4).

Atorvastatin (cyOctpar Ha CYP3A4) u pravastatin (cyBGerpat Ha PgP): NpunoxeHneTo Ha
equHuuHm poau Certican ¢ aforvastatin unu pravastatin npu sppasm pobposorniun He
noenusisa hapMakokuHeTukaTa Ha atorvastatin, pravastatin u everolimus, kakro v oflara
GuoaxTUBHOCT Ha nnasmeHata HMG-CoA pepykTaza B KIMHWYHO 3Hauuma creneH. Tesn
pesynTaTi He MoXe pa 6bAaT ekcTpanonupaHun 3a apyru WHxubutopn Ha HMG-CoA
pepykTasata.

Maunentute TpaGBa fa ObAAT MOHUTOPUPaHW 3a pasBuThe Ha pabgomuonusa W Apyra
HeXenaHu NeKapcTBeHy peakumu, ONUCaHu B KPaTKUTE XapaKTepUCTUKW Ha WHXubWUTopuTe
Ha HMG-CoA pegykrasara.

[pyrv Bb3MOXKHY B3auMoelcTBus: YMepernute uHxubutopn Ha CYP3A4 w PgP moxe na
MOBMLLAT KPBBHUTE KOHLIEHTPaUMN Ha everolimus (Hanpumep npomueoabbuyHu eewecmnsa:
fluconazole; makponudHy anmubuomuuu: erythromycin; 6roxkepu Ha kanuuesume KaHanu:
verapamil, nicardipin, diltiazem; npomeasHu unxubumopu: nelfinavir, indinavir, amprenavir.
Wugyxtopute Ha CYP3A4 moxe ga younat metabonuama Ha everolimus u fa noHwkar
KpbBHUTE KOHLIEHTPaLMKN Ha everolimus (HarpuMep XbnT KaHTapnoH Hypericum perforatum),
aHmukoHeyricasmu: carbamazepine, phencbarbital, phenytoin; anmu-HIV nexkapcmeenu
npoBykmu: efavirenz, nevirapine).

MMriog 1 cox OF rpeiindpyT NOBAWSIBAT HEraTUBHO akTMBHOCTTa Ha cytochrome P450 n PgP u
nopanm ToBa Tpsibea Aa ce wabarear.

Bakcunayusa: ViMyHOCYNpecaHTUTe MOXe Aa NOBMWAAT OTroBOpa Ha BakcuHauuaTta u aa
MoHWKaT edexTusHocTTa i Mo Bpeme Ha nedeHwe cwe Certican. Ynotpebata Ha xusu
BaKkcuHK TpsaGea Aa ce usbarea.

4.6 BpeMeHHOCT ¥ KbpMeHe

npy  MUBOTHW NOK23BaT edekTn Ha




emBbpurofderoTokcuurocT (K 5.3). lMotenumaniuar puck 3a JOBEKa He € W3BeCTeH.
Certican He Tpsabea Aa ce npvema oT GpeMeHHU KeHU, OCBeH aKkO O4aKBaHWUTE FoNsy He
MpeBULLIaBaT NMOTEHLMANHUA PUCK 3a nnoga. XKeHuTe ¢ AeTepogeH noteHuwan Tpabea ga
Obhar chBeTBAHM Ja WanoN3BaT eMKaCHM METOAM 3a KOHTpauentus, OOKato npuemar
Certican 1 go 8 ceamuuy cneq npekpaTdsaHe Ha fIe4YeHNeTo.

He e ussecTHO gany everolimus ce eKkckpeTvpa B KbpMarta nph JYoseka. pu uscneasaHus ¢
YUBOTHW everolimus nunu Herosute Metabonutn 6bP30 U NECHO NPEMUHaBaT B MIAKOTO Ha
KbpMel nnbxoee. [Nopagu Tasw npuuuHa, npuematmte Certican e He Tpsbea fga
KBPMAT.

4.7 EdekTu BBpXY criocobHocTTa 3a wedmpaHe 1 paboTa ¢ MalMHu
Ethextute BbpXy cnocoBHocTTa 2a Wwodmpade 1 patoTta ¢ MallMHKU He Ca NMpoyYBani.
4.8 HexXenaHi nexapcTBeHy peakumuu

Uectotata Ha MabpoeHuTe RO-JONY HexenaHu peakyuy € u3BedeHa B X0Aa Ha Tpu
KNWHWYHY NpoyYBaHus v APeACTaBnsBa OKpynHeHa uHcbopmauus or 1198 naumenTn. Toea
ca 3 paHgomMu3MpaHy, ABOMHO-CNIeNt, KOHTPONUpaHu, MyrTULEHTROBY MpoydusaHus: 2 npu
de novo 6uOpeyHn TpaucnaasTauuu 1 1 Npy de NOvo CbPOeYHU TPAHCTIAHTaLUWUW, B KOWTO
Certican ce npunara B gosvposku oT 1,5 mg wm 3,0 mg gHEBHO B NPOALIMKEHUE Ha Hal-
manko 12 Meceua, ycnopeoHo ¢ ciclosporin mukpoemyncua 1 KoptukocTepougn. B
JonbAHeRue e BKMoYeHa WHopMauMa 3a YecToTata Ha HexenaHuTe peakuuu oT fBe
OTBOPEHW KNWHW4HW npoydsaHus. B Tean npoyusaHus ce oueHABa edMKacHoOCTTa U
GesonacHocTTa Ha Certican 1,5 » 3 mg gHeBHO B KOMOKHaUMS C HaManeHa ekernosuumsa Kem
ciclosporin npu de novo petManeHT™ Ha 6bGPEeUHN TpaHCnNaHTaHT.

Hexxenanute peakumy ca noapeseHn GeINacHo cnegHuTe kareropun:

Muoro yectm >1/M10

Yecmn >1/100 n <1/10
Heuectn =1/1 000 n <1/100
Penxu >1/10 000 v <1/1 000

MHoro pegkn <1/10 000

[pepcrageHata no-gony Tabnuua 1 cbObpXa HEXEnaHuTe peakuum, BL3MOXHO WK
BEpoATHO CBbpaaHn ¢ Certican u HabniogaBaHy B KIMHWYHK npoyusanua dasa Il (npw
ObbpeyHa ¥ cbpAeuHa TpaHcmnaHTauus). Tabnwmuara e cbcTaseHa cboOpasHo
cTaHAapTHaTa Knacudukaums no opraHy u cuctemm MedDRA:




Taonmoa 1

Cucrema YecroTa HexenaHa nexapcTBeHa peakums
Wndiekumin u Yectn Bupychu , BakTepuanHi U reGuyHn
vHhecTaLun NHDEKLIMK, CENCUC.

Heuectn Wndekunn Ha pasi

Hapywienws Ha
KpbBOHOCHaTA W
AumcpHaTa cucrema

EnpoxpurAN
HapyLeHns

MeTtabonntHn n
XpaHnTenHu
HapyLeHus

Cbaosyu HapylueHus

PecniMpatopHy,
TOpaKanku n
MefuacTeHanHun
HapyLienus

Factpo-
VHTECTUHaNRHK
HapyLueHma

XenatobunuapHu
HapyLUeHus:

HapyweHus Ha
KoMara u
MOAKOMHUTE ThKaHN

Hapywexuns Ha
OMOPHOABUraTENHNA
anapar

Brbpeyty 1
ypUHapHN
HapyLeHus

OBWwn HapyLueHUsa 1
CBCTOAHUA B
MACTOTO Ha
npUnoXxeHue

Muoro vecTi

UecTn

Hevectu

Hevectu

MHoro Hectn

Yectn
UecTin

Uectn

HeuecTin
Yectn

Heuectn

Yectn

Heuectn

Heuectn

Yectun
Heuectn

Yectn

JeBkoneHust'

TpomBouuTonenus', aHemus®,
KoaryronaTtis, TPOMBOTU4Ha
TpOMBOLMTORMYHE NYPHYPa/XEMONUTIYHO-
YPEMUHEH CUHAPOM

Xemonnaa

XnnoroHagnabM MbXKKW (ROHMKEH
TECTOCTEpPOH, nosuLeH LH)

XunepxonecreponemMus, Xunepnunuaemms

XuneprpurnuuepuaemMmms

XuneproHus, numcouene?,
BeHOo3eH TpoMBoeMBonM3LM

MHeBMoHUA

MHEBMOHWT

KopemHa Borika, guapus, rageHe,
foepblLUaHe

XenamT, yepHogpofHYu HapylweHus,
JKBITEHNLIA, OTKMOHEHNS: BbE
thyHKUMOHaNHKWTE YepHoApobHK TecTore®

AHIVIOHEBPOTUYEH ereM’, aKHe, YCroKHEeHNe
Ha XUPYPIVMHA paHn

OBpue

Muanrus

MHeKLIMI Ha MMKOUHUTE NBTULLA

TyBynapHa Hekpoaa Ha 6ubpeka’,
rinernoHedpnT

Otok, Bonka
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Noaoaaencum edhekT e yeTaHoBeH Ui & HabionaBsaHa IHAUWTENHO NO-BUCOKE YEGTOTA PN NALMEHTHTE Ha 3
mg BHEBHO

2l'lpm 6u6peuHa TpaHcnnaHTauus

% MNoruwenn y-GT, AST, ALT

* PEAVMHO NPY NaLVMeHTy, NoNyYaBsal eAHOBPEMEHHO Nieyenne ¢ ACE nHxnGuTapy

Rvimchonmu unu numdonponudepatveHa bonecT passueat 1,4 % OT nauneHTUTe, NpUemMaLimn
Certican (1,5 mg wunu 3,0mg AHeBHO) B KomBuHauws ¢ ApYr4 MMYHOCYNpecopn B
KOHTPOSIMPpaHN KNUHUYHU NPOYYBaHus, KouTo ca Gunu npocriedeHn Hail-Mariko efHa roguHa.
3nokavecTeeHn obpasyBanis Ha Koxarta ce pasemear y 1,3 % OT nauveHTuTe, ApYrY TUROBE
3nokauecTseHn 06pasyBanmns ce passusaty 1,2 % o1 nauueHTUTe.

Uectotata Ha nNposiea Ha HEXenaHWTe neKapcTeeHW peakuuy MOoXe [a 3aBucu OT
UMYHOCYNPECUBHINA PEXUM (HanpuMep TeXeCT W NpoabIMKMTENTHOCT). B LeHTpanusnpasute
KMMHWYHKA NpOoyYBaHna npy nauvenTvre, npuemauy Certican B koMOuHaLws ¢ nbiHa fosa
ciclosporin Mukpoemyrnicns, ce Habniogasaxa noBULLIEHN HABA Ha CEPYMHUWS KpeaTuHWH ¢ No-
BMCOKa 4YecToTa B CpaBHEHWEe ¢ KoHTponHute rpymu. [lpn pegyuupada HO3MpoBKa Ha
ciclosporin Mukpoemyncua obLiarta Yectora Ha HexenaHuTe peakuuu Oelle no-HucKka (BUK
5.1).

fpoduneT Ha nekapcteeHa GesonacHocT Ha Certican B ABeTe OTBOPEeHM KITMHUYHM
Npoy4BaHKs € CXOAEH C TO3W OT TPUTe LEHTpanuaupaHu NpoyyBaHunsA, C WM3KIMOYeHWe Ha
NOBULLEHWSTA Ha CepyMHWS KPESaTMHMH, 4YMATO YecToTa € MO-HWCKA, & cpefHuTe W
MEXOMHHUTE CTOMHOCTA HA CepYMHUA KpeaTMHWH Ca MO-HWCKW B cpaBHeHue ¢ asa [l —
npoyqBaHuaTa.

4.9 IpeposupaHe

B npoyuBaHMa TIpM JKMBOTHW everolimus fAemoHCTpUpa HWCBK MOTeHuuan 3a ocTpa
TOKcuuHOCT. Crieg npUnoMXeHue Ha efuHUIHM nepopanHn aosu ot 2000 mg/kg (orpaHuyeHo
nacnegasaHe) He ce HabnaaBaT CMBPTHY Criydan Ui TeXKa TOKCUMHOCT HUTO MPW MULLIKA,
HUTO NPV NTbXOBE.

JoknaasaHusT onuT nNpy npeaosupaHe y YoBEKa € MHOro OfpaHudeH, UMa eanH eOUHCTEEH
cnydail Ha cnydaiiHo norneliane Ha 1,5 mg everolimus oT 2-roAuiLHO geTe, fpk KOWTOo He ca
HabniogaBaky Hexenanu peakuuy. Eqvunydn gosu o 25 myg ca npunaaraly Ha nauveHTy
creq TPaHCONaHTauUWs G NpUeMnnBa NoHoOCUMOCT MPY 0CTPa TOKCHHHOCT.

Bue BCUYKW criyuan Ha npefosupade Tpabea Aa ce npeanpuemar oblm nNoAgbpxailu
MepKu.

5 OAPMAKONOTAYHA BAHHN

51 dapMakoaMHaMMYHW CBOWCTBA

dapmakoTepanesTUYHa rpyna; cenexiuaseH uMmyHocynpecaHT. ATC koa: LO4A A 18.

Everolimus, nuxmbuTop Ha nponugepatnBHuTe CUrHanu, NpegoTBpaTsaBa OTXBLPAAHETO Ha
MPUCaZEHUS OpraH ¥ rpys3adn 1 HedoBeKonoAobDHW npumaTy crefl anoTpaHcinaHTadus.
MpoAyKTBET OCbLUECTBSIBA WMYHOCYRPECUBHOTO CW  AelicTBUe 4pes uHxubupane Ha
nponuepauvaTa ¥ OTTamM Ha KIIOHanHaTa eKCiiaH3usi Ha aHTUIEHHO aKTUBWPaHW T-KIeTHN,
KOSITO C& NPeAM3BUKBa OT T-KNeTb4HO creumduuHn UHTepReBKWHN, HanpuMep UHTEPSIEBKNH-
2 1 uHTepneBknH-15. Everolimus uHxubupa BbTpekneTbUHWTe CUIHaNHN MBETULLE, KOUTO C&
OTKMIOMBAT MPY CBBP3BAHETO Ha Tean pacTexuy (akTopu Ha T-KNETKUTE CbC CLOTBETHWTE
MM peLenTopy, HOpPManHo ToBa BOAW A0 KIeThYHA nponwcpepau,ml Bnompaﬁe?e“n 03K
curdan ot everolimus Boan [0 apecT Ha KreTkuTe Ha ctaguit Gy ot KﬂeTb’«-IHI/IB’ﬂMK'b.I'Ih.




Ha mMonekynsipHo HuBo everolimus ofpasysa KoMOneke ¢ uvTonnasmenus npotews FKBP-
12. B npuckCTBMETO Ha everolimus CTUMYNUMPAHOTO OT pacteXeH dhaktop (ocdiopunnpane
Ha p70 S6 kuHasaTa ce uHxMOMpa. Toil kaTo docdopunupareTo Ha pr0 S6 kuxazarta ce
OCLILECTBABE MoA koHTpona Ha FRAP (Hapuuar cbiuo m-TOR), Tasn Haxodka Hasexga Ha
MUCHNTE, Ye KoMnraexkchbT everolimus-FKBP-12 ce cBbpsBa KbM HEMC ¥ N0 TO3W HAYWH
noenusiea yHkumuaTa va FRAP. FRAP e knioyoB perynupally NpoTeuH, KOWTo ynpasnsaea
mMeTabonuama, pactexa 1 AponudiepalnsaTa Ha KNeTkuTe; MOTUCKaHETO Ha (YHKUUATZ Ha
FRAP obscHaBa criupaHeTo Ha KNeTbYHus LKL, NPegusBukaHo ot everolimus.

Everolimus, cneposaTtenHo, Ma MexaH3bM Ha BeiiCTBUe, pasnivyeH oT Toau Ha ciclosporin.
B npepknuHudHM Mofenn Ha anoTpaHennaHtauus kombuHaumsaTa Ha everolimus wn
ciclosporin e no-edMKkacHa OT MOHOTEpaNUATA ¢ gBaTa NpogykKra NCoTAenHo.

EdexreT Ha everolimus He ce orpadnuaBa camo go T-kneTkuTe. Tofi no-Ckopo mHxubupa
obwara cTuMynMpada oT aktop Ha pacteda nponudepalus Ha XeMaTonoeTHUdHW U
HEXeMATONOSTUYHN KIMEeTKY KaTo Harnpumep KreTkWTe Ha [najkata Myckynatypa Ha
cbaoseTe. CTumynmpaHaTa OT pacTexHua daktop nponudepauus Ha cbhosBarta [ragka
MYCKYFaTYpa, KOSTO ce OTKMOYBA MpU HapaHABaHe Ha eHJOTenHW KMeTkM W BoAW A0
oOpasyBaHe Ha HEOMHTMMAa, WIpae KhloYoBa pons B NATOreHesata Ha  XPOHWYHOTO
OTXBBPISHE.

KrmMHW4HY M3NMTBaHKA

Exbpeyna mpancnnanmauyts

Certican BbB hukcupanu aosu oT 1,5 mg fHesHo M 3 mg AHEBHO, B KOoMOWHaLmsi Cbe
CTaHRapTHY o3y ciclosporin MUKpoeMynchs U KOPTUKOCTEPOWAW, € W3CTesBay B XoHa Ha
ABe kriMHuIHY npoyysarus dasa lll npu de novo 6v6peuHa TpaHcnnanTauus (B201 u B251).
Karo petheperteH npogykT ce uanonssa mycofenolate mofetil (MMF) 1 g ABa nbTH AHEBHO.
KomBuHupannTe nbpeudKy KPUTEPWK 38 PESYNITAT OT JIeYeHWETO Ga nurnca Ha eUKacHocT
(HoxasaHo ¢ Buoncus OCTPO OTXBbpyIsHe, 3aryba Ha npuUcafkaTta, CMbPTEH Maxon wau
HesABABaHe Ha NauueHTa) Ha [ecTUs Mecell 1 3aryba Ha npucagKara, CMbLPT Nk HesiBABaHe
Ha [auneHT 3a npocnefsisane Ha 12-Tia mecew. Kato Usno, B 783M KIMHWYHKW fpoy4BaHis
Certican e He no-manke edimkaced ot MMF. YectoTata Ha AokaszaHoTo © BUONCKA OCTPO
OTXBBLPNSHE Ha npucaaxaTa Ha Mecel] 6 B npoyusaHs B201 e cxoTteeTHO 21,6 %, 18,2 %, 1
23,5 % 3a rpynute Ha Certican 1,5 mg aHeBHo, Certican 3 mg aHesHo 1 MMF. B npoyusaHre
B251 uectotute ca 17,1 %, 20,1 % u 23,5 % cwoTtBeTHO 32 rpynute Ha Certican 1,5 mg
AHesHo, Certican 3 mg gHesHo 1 MMF.

Pepyunpana cyHkuMs Ha nNpuMcagkata C© NOBULLIEHM cepyMHM HUBA HA KpeaTuHuHa ce
Habroaasa no-4ecto cpeq nauveHTuTe Ha Certican B komBuHaLwst ¢ bitHa fosa ciclosporin
MUKDPOEMYICUsT B cpaBHeHue ¢ nauneHTuTe Ha MMF. Tosu egiekT HaBexda Ha MUCENTA, Ye
Certican noeBuwaea HedpoTOKCUMHOCTTa Ha ciclosporin. EdekTeT MoXe Aa 6bae obpatim
npy NOHMKaBaHe Ha JO3UPOBKAaTa Ha ciclosporin.

B ABe knuHuuHM npoyyranus chaza llib (A2306 n A2307) y peuunueHty ¢ de rovo
TpaHcnnaHTauua ce ollexsasa edukacHocTTa K BesonacHocTTa Ha Certican 1,5 u 3 mg
OHEBHO (HauanHa J[03upoBKa, NOCNefBallata go3vpoeka — OasupaHa Ha TapreTHute
Hamanseawy Huesa =3 ng/ml) B komBuHaLus ¢ penyumpaHa excrnosuuus Kbm ciclosporin,
MoHUTOpUpaHa Ype3 C2. B xoaa Ha npoyyBaHe A2306 tapreThute KoHuUeHTpauun C2 ca
cneanute: ceamuum 0-4, 1000-1400 ng/mi, cegmwum 5-8, 700-900 ngfml, ceamuum 9-12,
550-650 ng/mi, cegmuum 13-52, 350-450 ng/ml. B xoga Ha A2307 (B kombuHauust CbC
Simulect) TapreThute C2 KOHUEHTpauuK ca: cegmuuym 0-8, 500-700 ng/ml, cegmmum 9-52,
350-450 ng/mil.

BelcTBUTENnHWTE Hamanazawy Husa (CO) n C2 npu npoyysaHeTo A2306 ca npe.qc;'fa
Tabnuua 2 ne-fony: 4 \,&u e
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Ta6nuua 2 Mpoy4eaHe A2306: CymapHa cTaTucTuKa Ha Hamanssalute Huea (C0) n C2
KOHLeHTpauvuTe Ha ciclosporinA (CsA)

Tadnuua 2
CpepHu Hamanseallu H1Ba Ha CpegHun C2 koHUeHTpauumn Ha CsA (ESD)
CsA (£SD)

Busuta Everolimus 1.5 Everolimus 3mg Everolimus 1.5mg Everolimus 3 mg
mg

HOeHn7 250 % 114 262 + 133 1259 + 323 1224 + 324
N=110 N=121 N=111 N=123

Heu 28 239+ 134 278 + 207 1121 + 359 1167 £ 410
N=101 N=110 N=103 N=119

Meceu3d 131+85 140 + 99 685 £ 284 ’ 754 £ 362
N=%1 N=101 N=95 N=103

Mecen8 82460 83+ 67 534 £ 265 545+ 318
N=80 N=96 N=84 N=89

Meceu12 61+28 71+44 412 +180 403 + 153
N=73 N=86 N=75 N=88

B knuHnuHO npoyveaHe A2306 pesynTatuie Ha Mecel 12 3a nonynauuaTa ¢ Hamepenue 3a
neverue (ITT N=237; 112 wa Certican 1,5 mg puesHo u 125 na 3,0 mg AHeBHO)
JeMOHCTPUpaT YecToTa Ha foKasaHo ¢ buoncua oTxebpnske 25,9 % B rpynata Ha 1,5 mg
OHeBHO W 19,2 % B rpynata Ha 3 mg AdHesHo. CpaBHeHusiTa Mpes LANoTO fpoyvBade
NoxkasearT, Ye yHKUMATa Ha npucagkaTta € no-aobpa B cpaBHeHMe ¢ Tasu, Habniogasaxa B
npoyusanuATa ¢ Certican ¥ rbriHa Aosa ciclosporin. CpegHUTe CTOAHOCTW Ha CepyMHus
KpeaTUHUH 3a Nepuoia Ha aKTMBHO NedeHne Ha mecell 12 ca 122 pmol/l B rpynata Ha 1,5
mg u 126 umolfL B rpynata Ha 3 mg Certican (cpegHo: 126 w 134 uymol/l). CpepHute
CTOWHOCTW HA KpeaTtuHuHoBWA knMpbHe no Cockcrofi-Gault 3a nepuoga Ha aKTWBHO
rieyeHue ca cLoTBeTHo 69 1 62 mi/min B geeTe rpynu Ha Certican (cpepHo: 69 n 65 mi/min).

KnuauuHoto npoyuBaHe A2307 wma cxogeH Ha A2306 pwsaid ¢ pobassHe Ha 2 Joan
basitiximab 20mg B geH O u feH 4, KakTo U NO-HUCKKM TapreTHW KoHueHTpauun C2 3a
ciclosporin Apes NbpBUTE 8 ceamuLn crieg, TpaHcnnaHTauusita (ceamuuy 0-8: 500-700ng/ml,
meceumn 3-12; 350-450ng/ml). AHanuauTe Ha pesynTatute Ha mecel 12 (ITT, N=256; 117 Ha
Certican 1,5 mg gHesHo u 139 Ha 3,0 mg OHEBHO) BEMOHCTPUPAT YeCTOTH Ha A0KasaHo C
Buoncus oTxebpnsiHe 13,7 % B rpynaTa Ha 1,5 mg gHeeHo u 15,8 % B rpynata Ha 3 mg
AHeBHO. CpeaHUTe CTOMHOCTY Ha CePYMHUA KpeaTuHMH 3a Nepuola Ha aKTMBHO Jieverne Ha
mecell 12 ca 128 umol/L B rpynata Ha 1,5 mg n 126 pmol/l B rpynata Ha 3 mg Certican
(cpesHo: 132 u 132 pmo¥L). CpepHuTe CTOMHOCTM Ha KpeaTMHWHOBUA KNWPBLHC RO
Cockeroft-Gault 3a nepnoga Ha akTUBHO nedeHue ca ckoTeetHo 64 n 65 mi/imin B Asete
rpynu Ha 2 Certican (cpeaHo: 68 n 65 ml/min).

CupdeyHa mpaxcnnaHmauyus

B wimHuvHoTo npoyusaHe (B253) dhasa Il Certican 1,5mg gHeBHO U 3 mg [JHEBHO B
koMEuHaLMsl CbC cTaHAapTHM Joau ciclosporin 3a MUKpPOeMyrcua M KopTUKocTepouan ca
npoy4yeHu B cpaBHenue ¢ azathioprine (AZA) 1-3 mg/kg/aeH. TTbPBUYHMAT KpUTepuin 3a
pesynTaT oT NeYeHneTo e koMBuHupaHaTa YectoTa Ha ocTpo oTxBbprisiHe 2ISHLT crenex
3A, OCTPO OTXBBLpisSiHE, aCOLMMPAHO C XeMOAWHaMWYHO KOoMnpomeTupaHe, saryba Ha
NpUcafKaTa, CMBbPT WU HesiBsiBaHe Ha NaLMeHTa 3a npocnegssaxHe Ha meceumn 6, 12 1 24. U
neete poaupoeku Ha Certican npesbaxoxpar AZA B mecel 6, 12 n gf}~;:q§§:“fa a Ha
JAoKasaHoTo ¢ Buoncus ocTpo oTxebpnsaHe =ISHLT creneH 3A B Meceu__;ifffi:?;g??;ép%f
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Ha 1,5 mg aHesHo, 19 % B rpynarta Ha 3 mg gHesHO W 41,6% B rpynata Ha AZA (p = 0,003
3a 1,5 mg cnpsiMo KoHTponHara rpyna, < 0,001 32 3 mg cnpsMo KOHTPONHATA rpyna).

B3 OocHOBa HA AaHHW OT BLTPEWHCOCHLAOBO MIcNedBaHe ¢ ynTpassyK Ha KOpoHapHaTa
apTepust ce odOpMsi MOAIPYRa NauueHTW, B KOATO W ABeTe posuposki Ha Certican ca
CTaTUCTMYECKW 3Ha4yuMo no-edmkacHy oT AZA no oOTHOWeHWe MNpegoTepaTnABaHe
BacKynonatusa Ha npucagkara (gecuHnpaHa Kato yeenuueHue Ha Maxkcumantara geGenvxa
Ha WHTUMAaTa B CpaBHeHWe ¢ usxoguuTe ganHyu oT 20,5 mm B Hal-Manko eguH ot
nopeguUaTa CPe3oRe NpW aBTOMaTUYHO U3TErNsHE), €OuH BaxeH puckos dakrop sa saryba
Ha npucajkata B GbMAroCpoYeH NiaH.

Ho3anpoekuTe Ha ciclosporin ce 0CHOBaBaT Ha TapreTHUTE HamarsBalluy HUBA, KaKTo cnejea:
3a ceammum 1-4: 250-400 ng/ml, 3a meceuy 1-6: 200-350 ng/ml, 3a meceum 7-24; 100-300
ng/mi.

HelictButenuute Hamanseawm Hua (CO) ca nokasaxn Ha Tabnuua 3 no-gony:
Tabnurna 3 KnuHuyHo npoyusaHe B253: Cymapia cTaTUCTHUKA Ha Hamasissalll HUBa
{C0) Ha ciclosporinA (CsA)
CpegHun Hamanasali Huea Ha CsA + 8D

Busunra Everolimus 1.5 mg Everolimus 3.0 mg

Ceommua i 220+ 120 226 +132
N =167 N =167

Meceu 1 270+ 119 255+ 111
N =163 N =159

Meceu 6 201 £109 185+ 87
N=112 N=115

Mecel, 12 166 = 84 148+ 70
N=99 N=294

Mecey 24 150 £ 92 137 £ 55
N =65 N =158

KoxuenTpauuuTe (ng/ml) npepcTasnneart cpeaHn croHoctu £ SD.

MoBulLeH cepymeH KpeaTWHWH ce Habngaea no-vyecto y nauweHTure Ha Certican B
komBuHAUMA C MbiHa 4o3a ciclosporin MMKPOEMYIICHS, OTKOSIKOTO Npu naLeHTuTe Ha AZA,
Toan edpekT Hasexaa Ha mucbnTa, ve Certican yBenuvaea uHgyumpaHaTta oT ciclosporin
HethpOTOKCUMHOCT. TOBa ChCTOsIHME MoXe fAa Bbiie obpaTMMo ¢ MoHWKeHne Ha ao3ata Ha
ciclosporin, BBRpekn ToBa AaHHUTE 3a Jo3upoBkarta Ha Certican npk HamansiBalin HYBa Ha
ciclosporin nog 100ng/ml 6 mecela cnep cbpAeyuHa TPaHCNNaHTaLUms ca orpaHuieHn.

5.2 dapMaKoKMHeTUYHU CBOMNCTBA

Pesop6uusa;_lpyn nepopaneH fpyvem Makcumanhute KOHUeHTpauum Ha everolimus ce
noctvrart cneg 1 oo 2 vaca cneg npuema, KpbBHWTE KOHUEHTpauwu Ha everolimus npu
ASUWEHTU C TpaHcnnawTaumsa ca j[go3c3asvcumn B guanasoda 0,25 go 15 mg.
OTHocuTenHara BUoHaNMWYHOCT Ha Jucneprupawmte ce TabneTkn B CpaBHEHWE ¢
TabneTtunTe e 0,80 (90%, poeepureneH uuTepean 0,76-1,07), usuncneda Bb3 OCHOBA Ha
cuoTHotueHWeTo mexgy AUC Ha geata npopykra. Edekt Ha xpanata: Cmax u AUC Ha
everolimus criagat ckC cboTBeTHO 60% u 16% npw npuem Ha TabnetkaTta ¢ Borata Ha
MasHuHU XpaHa. 3a ceexaaHe Ha BapuabunHocTTa go muHumym, Certican TpsGea fa ce
npuema no e4uH 1 ChLUY Ha41H — Camo C XpaHa UnK camo Ha rnagHo.

< a1t h

Pasnpedenenue: CbOTHOWEHVETO KPBB KbM nNRasma Ha everolimus /ganrc"“cry}l
KOHLIeHTPaLuMTe U Bapupa B guanasoHa or 17% po 73% B fo3osus ,qwanasoH’o;z;\}:qo




ng/ml. CBLP3RAHETO ¢ NNasMeruTe NpoTewHn e npudnuantento 74% y 3apasu gobposonuy
W NauMeHT# C YMepeHO yBpexfaHe Ha uepHogpobHata doyHkuua., OBembT Ha
pasnpegerieHye, acouMmpad ¢ TepMuHanHaTta chasa (VZ/F) y nauveHts ¢ ObbpedHa
TpaHCMNaHTauua npu NOEALPXKaLL0 feveHne, e 342 £ 107 L.

Memabonussm: Everolimus npepctaBnsiea cybctpatr Ha CYP3A4 u P-ravkonporeuH.
CnaeruTe NbTHLA Ha MeTabonuabM, MAEHTUDULMPaHK ¥ YOBEKa, ca3 MOHOXMAPOKCUNupaHe
u O-neankunupaHe. Ypes xugponnaa Ha NakroHOBWUSA NpbeTeH ce obpasysat [Ba OCHOBHU
meTaboruTa. Everolimus € rMaBHUAT LWMPKYNMpal] B KPpbBTa KOMMOHEHT. HUTo efuH OT
OCHOBHWUTE MeTabONNTI N3FNEX/Ia He AONPUHACS B 3HaYMMa CTENSH 38 WMYHOCYRPECUBHOTO
JelicTelne Ha everolimus.

Exckpeuus: Criefi npyuem Ha eauHKMYHa Jo3a papuoakiuesHo Gensasax everolimus oT nauueHT
C TpaHchnanTauws, npwemaw) ciclosporin, npeofnagasawoTo Konuuecteo (80 %)
pPaavoaKTMBHOCT Ce YCTaHOBABA BB dheleca, a camo HesHauuTesHo Konudectso {5 %) ce
eKckpeTnpa B ypuHaTa. Vi3XoaHOTO NekapcTBO He Ge YCTaHOoBSABa B YpuHaTa 1 eleca.

PapmakokuHemika e _pasHOsecHo cuomoaHue; DapMaKOKWHETVMKATA Npu MalMeHTh ¢
6ebpeysa 1 cbpAeuyHa TpaHcnnavTauus, npuematyn everolimus gea MbTM BHEBHO,
ycnopegHo ¢ ciclosporin 3a MUKpOEMYNcHs, € CBIOCTaRMMA. FPaBHOBECHOTO ChCTOAHNE Ce
NIOCTUra KbM JIeH 4, KaTo KYMYNMPaHETO B KpBbBTa € 2 A0 3-KPaTtHO No-foNisiMo B CPaBHEHWE C
eKcrnosuuMaTa cneg nbpearta fosa. Tmax HacTenea 1 go 2 4aca crefi npueMa Ha aosara.
Cmax za 0,75 n 1,5 mg ABa b1 AHEeBHO Bapupa B rpavuumTe 11,1 £ 4,6 u 20,3 £ 8,0 ng/mi,
a AUC eapupa cbotBeTHO Mexay 75+ 31 u 131 £59 ng.h/iml. Kpberute Hamanssaliu
KOHUeHTpauuy npeay rnpuem (Cmin) 3a 0,75 1 1,5 mg gBa NbTW QHEBHO BEPUPAT CBLOTBETHO
mexay 4,1 £ 2,1 1 7,1 £ 4,6 ng/ml. Excnosuuuata kem everolimus octaga ¢rabunda BbB
BpeMeTo Npes MbpBaTa rofguHa cres TpaHcnnaHTayuaTa, Cmin B 3Haumma crenex Kkopenvpa
¢ AUC c rkoedhmupmeHT Ha kopenauvs mexay 0,86 n 0,94, Bb3 ocHoBa Ha nonynaumoHeH
dhapMaKkoKMHETUHEH aHanua KIMPLHCHT Ha nepopanHo npueta fosa (CL/F) e 8,8 L/h (27%
BapuaLmMs Mexay oTAenHuTe NaumeHTu), a ueHTpanuuaT obem Ha pasnpegenenuve (VefF) e
110 L (36% Bapraums Mexay ortaenHure nauventu). OCTarbuyHata BapuabunHocT Ha
KPbBHUTE KOHLEHTPaUWMK € 31%. EnuMuHaumonHuaT nonykueot e 28 £ 7 h.

UepHodpobHo yepexdaxe; [Npn 8 nauueHTa ¢ yMepeHO yBpexaHe Ha depHogpobHata
cdyrxuma (knac B no Child-Pugh), AUC Ha everolimus ce yBenuyasa cpegHO 2 MbTW B
cpaBHenne ¢ 8 3apasum gobposonun. AUC Kopenwupa nNOSUTUBHO C KOHLEHTpauuuTe Ha
cepymMHus GUNMPYOMH U C YOBSDKABAHETO Ha NMPOTPOMOVHOBO BPEME; KOpenupa HeraTmeHo ¢
KOHUEeHTpauuuTe Ha cepymHusi anbymuH. AUC Ha everolimus nokassa TeHAEHUMA 32
YBENMYEeHn CTORHOCTN Npy 34pasuTe NoCPOBONUW B CNy4anTe, KOrato BunmpyouksT e >34
umol/L, INR>3 (npoTpomMOMHOBO Bpeme > 4 seC YABIKEHWe) WWnu KoHLieHTpauus Ha
anbymuna <35 g/L. BnnsuueTo Ha yepHogpoBbHo Texko yepexaare ( knac C no Child-Pugh)
He & OoLEeHsIBaHo, HO uMa BeposiTHOCT edekTbT Ha AUC Ha everolimus ga 6uae ronam unu
No-ronsm B CpasHeHe ¢ YMEPEHO TEXKOTO yepexaaHe. Bk 4.2.

BEubpeuHo yBpexnaHe: CrnefTpaHCaHTalMoHHOTO yBpexaaHe Ha Oubpednara dyHKLms
(vutepean Ha Clcrea 11-107 m¥min) He noBnusiBa HeraTMBHO chapMaKOKUHETUKaTa Ha
everolimus.

Heua: CL/F Ha everolimus ce ysenuyasa NMHENHO B 3aBUCUMOCT OT Bb3pacTTa Ha nauneHTa
(ot 1 po 16 roanHu), TenecHaTa NoBbPXHOCT (0, 49 1,92 m?) u TenecHara maca (11-77 kg).
PaBHobecHoTo cheTosiHue CLIF e 10,2 + 3,0 L/h/m?, a enumnHaUMOHHNAT nonyxusoT e 30 +
11 h. JleBeTHageceT neauaTpUHHN RALMEHTU ¢ de novo GrGpevHa TpaHennanTaums (oT 1 ,l:go
16 ropuhn) npuemat Certican pucneprupalyy ce TabneTkm B AosupoBka 0.8 mg/m?
(makcumym 1,5 mg) OBa nbTW BHEBHO, 3aedHO C ciclosporin mepoemyncu;l Atf@;ﬁa
everolimus nipu Tax goctura 87 + 27 ng-h/ml - cTOWHOCT cXodHa ¢ Taavl npm BEF pga_:ui

npuemawy 0,75 mg Asa nbTW OHEeBHO. HamanseawmTe KOHUEHTpaum Ha paanoaegﬂ ¥

cwCTOsiHMe ca 4,4 + 1.7 ng/ml. e 5 :




MauveHT® B HanpefHana Bb3pacT: [Py BL3pacTHU naumeHTy (Bb3pacT Ha NauneHTuTe B
XoAa Ha npoyyeakusTa 16-70 roAvHN) e KoHCTaTupaHa orpaHuyeHa pefykuns Ha KipsHGa
Ha everolimus cneg nepoparied npuem (CL) ¢ 0,33 % Ha roguHa. Kopexkuust Ha AO3MpoBKaTa
He ce cyuTa 3a Heobxoauma.

EThuyecku npousxod: Bb3 0CHOBa Ha nonynauvoHeH apMakokMHeTudeH aHanus
KMMPBHCHLT fipu nepopaneH npuem (CL/F) e cpegto ¢ 20 % no-BUCOK Y nauueHTuTe OT
HerpougHaTa paca, PeUMnMeHT Ha TpaHcrnaHTauus. Bk 4.2 .

OTHolleHNe eKcrioauuma-oTroeop: CpefHaTta HaMansaBallW KOHUEHTpaLws Ha everolimus
3a MbpBuUTe 6 Mecela cnied TpaHCcnnaHTauuaTa MMaT BPhaka C 4ecToTaTa Ha AoKas3aHoTo ¢
BKorNcUst OCTPO OTXBLPNAHE Ha npucagkata u Ha TpomBouuToneHuATa NpKU NauueHTuTe ¢
6u6peyHa UK cbpheuHa TpaHennaHdTauws. (Bux Tabnuua 4 no-gony).

Tabauna 4

Eu6peyHa TpaHCnnaHTaumus:

Hamansasalin <34 3.5- 46- 58-7.7 7.8-15.0
KOHUeHTpaunsa {ng/mil} 4.5 5.7

Bes oTxBbprsHe 68 % 81 % 86 % 81 % M %
TpomBounToneHust (<100x  10% 9% 7% 14 % 17 %
10%L)

Cupaeusa TpaHcriaHTaums:

Hamanssawm =3.5 3.6~ 54- 74-102 10.3-21.8
KOHLEHTpaums (ng/mil) 5.3 7.3

Bes oTxBLprisHe 65 % 69 % 80 % 85 % 85 %
TpomBoumTonerus (<75 X 5% 5% 6 % 8% 9%
10%L)

53 MpegKnUHKUYHK JaHHW 3a 6e30onacHoCT

MpeaknnknunusT npocurt Ha nekapcreeHa BesonacHocT Ha everolimus ce oueHsiBa npy
MULLKW, TbXOBE, Marnky npaceHua, MaimyHn ¥ 3aiuy. [naBHMTE NPULENHW OpraHn ca
MBKKaTa U XEeHCKaTa PenpogyKTusHa cucTema (fereHepalms Ha TecTUKynapHute TyOynu,
HaMareHo KONWYECTBO criepMa B enuanaumnTe U arpocusi Ha MmaTkaTa) npy HAKONKO Buaa,
M — camo Npu fnbxoee — Genus Jpol0 (MOBMILEHW anBeonapHu makpodaru) u ouute
(FIeHTUKYNapHoO MOMbTHSBaHe B oBnacTTa Ha npefHus wes). HesHauymTenHw npomesu B
6u6peuuTte ce HabriogaBaT npu nnbxoee (eksalepbalysi HA CBbLP3aHMA ¢ Bb3pacTTa
nAunocycumH B TyOynapHusi ennten) u muwky (exsauepbauma Ha BGasuchu nesum). Hama
npu3Haum Ha 66peyHa TOKCUHHOCT Y MaliMyHUTe UNi MarnkuTe npaceHua.

CrioHTaHHO HacTbiBaluTe noanexawn 3abonsBaHus (XpoHWYeH MWUOKapdWuT Y NITbXoEBe,
Coxsackie BUpycHa WH(EKLMS B NAa3MaTa U CbpLETo Y MaiiMyHl, KokoBa uHdecTauus B
FACTPOVHTECTUHANHUS TPaKT Y Mankyu NpaceHua, KOXHU flesu ¥ MULLKA ¥ MaiMyHy) ce
ofiocTpaT oT neyenneTo ¢ everalimus. Tesn HaxoAku kaTo UANG ce HabniopasaT npu Huea
Ha CUCTEMHA EBKCMO3UMUMA B AMarasoHa Ha TepaneBThuHa eKCriosuLMA WNu MpesullaBallm
f0, G MSKMOMEHWE Ha HaXOAKMTE Yy TUTbXOBE, KOUTO Ce MNosBABarT [og HUBOTC Ha
TeparnesTU4HAa eKCNo3uLYs Nopagy BUcoKaTa CTeneH Ha pasnpefenenme B TbKaHuTe.

Ciclosporin B KoMBuHauma ¢ everolimus Npefu3BUKBa NO-BUCOKA CUCTEMHE EKCMo3nuua Ha
everolimus v nosullieHa TOKCUYHOCT. HAMa HOBU APULIENHM oprann y mibxoeete. Tpu
MaliMyHuTe ce Habniogaea Nosiea Ha KPLBOW3MNMB N apTepuT B HAKOIIKO opraHa.

Mpwu nacriensaKe Ha MBXKUA DepTUAUTET Y NBbXoBE MOPdONorusTa
yepexaa npv posu 0,5 mg/kg 1 noeeye, a MOABMKHOCTTA Ha cniep
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CNepMaTo30MAM 1 HUBATA Ha NNasmMeHns TeCTOCTEPOH ce NoHwxasaT npn 5 mglkg, Koeto e
B AvanasoHa Ha TepanesTWYHa €KCROsUUMSE W NPUYKMHABA NOHWKEHWe Ha MBXKUA
dreptunuTeT. KeHckuAT hepTUnMTET He ce 3acara, Ho everolimus npemuHasa npes
nnauleHTata © e TOKCMMeH 3a m[noda. Y  nnbxose everolimus rnpepussukea
emMOpuo/heTOTOKCUYHOCT NPM CUCTEMHA EKCRo3WUMSt Noj4 TepanesTu4HaTa, ToBa ce
MaHudecTMpa Kato MOpTanuTeT W HaManeHo Terno Ha nnoga. Yecrorara Ha CKENneTHUTe
Bapuaumn u mandoopmauuy ripy 0,3 v 0,9 mg/kg (Hanpyumep pasuensaHe Ha CTepHyMa) e
noBulleHa. EmMBpPUOTOKCHMYHOCTTa Y 3ailuMTe Ce MposBsABa KaTo yBEfWYeHWE CTENeHTa Ha
nosea Ha 3abaeeHa pesobpuus.

[MpoyyBaHMATa 3@ reHOTOKCUYHOCT, KOUTO NOKPUBaXa MPUMIOKKMI KpUTepunt 3a PesyrTar, He
MOKa3BaT KnacvoreHHa WNM MyTareHHa TokeudHocT. [punoxeHneto Ha everolimus ¢
NMPOALITKUTENHOCT A0 2 FOAWHK HE NOKasa HWKaKbB OHKOrEeHeH MoTeHLuan y MUKW ©
TUTEXOBE NpY Hal-ronemuTe A03K, CLOTBETCTBalM Ha 8,6 n 0,3 btk oMaksaHaTa KrWHWYHa
EKCNOo3nLs.

6 DAPMALEBTUYHN OAHHM

6.1 CnucbK Ha MOMOLHUTE BetllecTBa

Butylated hydroxytoluene (E321)
Magnesium stearate

Lactose monchydrate
Hypromellose

Crospovidone

Lactose anhydrous

Colloidal anhydrous silica

6.2 HeckBMeECTUMOCTH
Mpu egHoBpeMEHHO npunoxenue Ha ciclosporin mukpoemycuss u  Certican npes

HasoracTpanHa confa, ciclosporin Mukpoemycus TpsiGea ga ce npunoxm npeau Certican.
[eaTa nexapcTeeHn Npogykra He TpsbBa Aa ce cmecsar.

6.3 CpoK Ha rogHoCT
3 rogyHu
6.4 Creyuansdn YCnoB#s Ha cCkXpaHeHue

[a ce cbXpaHsiBa B OpUrMHanHaTa ONakoBka ¢ Uen 3awura oT CBeTnKHa 1 Bnara.
6.5 OaHuK 3a onakoBKaTta

Brnuctep oT anymuHuia/nonnamua/anymuHnii/PVC.
OnakoBkata cbibpxa 50/60/100/250 tabneTtiw.

6.6 MHCcTpyKUMM 3a ynoTpeba u CeXpaHeHne
/\/w’ A4 rr,;,\

Oucneprupawy ce TabnekTn

fipunoxerue 4ypesz 10 mi nepopanya crpuHyogka
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MocraeeTe gucnieprupawmTe ce TabneTtkn CepTukad B cnpuHUoska. MakcumManHoTo
KonuuecTso CepThkad, K0eTo MOXe Aa ce Aucneprupa B cnpuHuoska or 10 ml e 1.25 mg.
JobaseTe Boga Ao MApkaTa aa 5 ml. Mavaxaitte 90 cek., kato neko pasknaiare. Cneg
OUCNeprMpaHe NpUNoXeTe NekapcTBOTO Hanpaee B yoTaTta. MannakHeTe cnpuHUoBKaTa ¢ 5
ml Boaa ¥ OTHOBO BLBefeTe B ycTata. [la ce usnmar owe 10 go 100 ml soaa unun paapeaex

CHpon.
fpunoxeHue Ypea AAacmmacosa Yatuxa

MNMoctapeTe gucneprupatyuTe ce Tabretky Ceptukad B okorio 25 ml Boga B nnactmacosa
valuka. MaxkcumanHoTo Konuyectso CepTukaH, KoeTo MoXe fia ce aucrniepripa B 25 ml Boaa
e 1.5 mg. TabneTkuTe ce ocTaBsAT 3a NPUBNMAUTENHO ABE MUHYTH A& ce ANCReprnpar,
Yallikata BHUMaTENHO ce pasknalla npeam ynotpeba. BegHara crieg nornbliaHe Ha
pasTeopa JvaillkaTa Tpadea ga ce uannakHe ¢ owe 25 mi BoAa W NONy4eHusaT Pa3Teop 3a

nanne.
lpunoxeHue Yypes Hasozacmparnsa coHda:

MocraeeTe gucneprmeawmte ce Tabnetku Ceptukad B Manka nadoparopHa 4Yalua, KOsTo
cbabpxa 10 ml Boga u nayakaiite 90 cek. kKaTo nexo pasknallare. [locTasere gucnepcnsaTa
B CNPUHLIOBKA Y UHXekTupaiiTe BasHo (okono 40 cek.) B cTomatuHaTa coHga. MannakHerte
valara U CNpYHLOBKaTa Tpu NbTYH ¢ NMo 5 ml Boga 1 OTHOBO UHKeKTVpaliTe B coHgara.
Hakpas npomuiite coHpata ¢ 10 ml Boga. CtomatuHarta coHfa Tpabea Aa ocTaHe 3aTBopeHa

noHe 3a 30 MuH. cnep npunaradeTo Ha CepTuKaH.

7 VME 1 ARPEC HA NPUTEXATENS HA PASPELUEHWETO 3A YTIOTPEBA

Novartis Pharma GmbH,
Roonstrasse 25,
90429 Nuernberg, Germany

8 MPOWU3BOHWTEN

Novartis Pharma Siein AG
Schaffhauserstrasse
CH-4332 Stein
Switzeriand
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9 PErMCTPALMOHEH HOMEP

Certican disp. tabl. 0,1 mg: 20050109
Certican disp. tabl. 0,25 mg: 20050108

10 JATA HA MEPBOTO PA3PELUEHME 3A YNOTPEBA/TIOQHOBSIBAHE HA PASPEILEHMETO 3A
YNOTPEEA B EBITTAPKA

1 HATA HA NOCHEQHA PEQAKLWS HA TEKCTA
01.2006r.
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