KPATKA XAPAKTEPUCTWKA HA NEKAPCTBEHWA MPOAYKT

1 VIME HA NEKAPCTBEHWA NPOAYKT

CepTukaH / Certican® 0,1 mg aucneprupaluy ce Tabrietku / dispersible tablets
Ceptukan / Certican® 0,25 mg aucrieprupatuy ce Tabnetku / dispersible tablets

2 KOnYECTBEH ¥ KAYUEGTBEH CBCTAB
Beska pucneprupaiun ce Tabnetka coabpia 0,1 nnn 0, 2 RS
3a NoMOLLHWTE BelllecTBa, Bux 6.1. [ MURMCTEPCTBO HA 3[PABEONA3BAHETO
Mpunoiense xom - 19284 (- 10990
3 JFIEKAPCTBEHA ®OPMA
paspeuenie 3a ynorpeda Ne 1.0%. M,
Aucneprupauy ce TabneTkn 668 / &8 -0 .I17,

TabneTkute ca 6enu Jo XbNTeHUKaBY, MPaMOPHK, KPBINK, MITOCKKW, ChC CKOCEHW Kpauwld. '
0,1 mg: ¢ Hagrive “I” ot egHarta cTpana n “NVR” oT gpyrara.
0,25 mg: ¢ vagnue “JO" oT egHaTta cTpada n “NVR” oT Apyrara.

4 KnMHUYHN JAHHW

4.1 TepaneBTUYHM NoOKa3zaHUs

Certican e nokasax 3a NPoguaKTMka Ha OTXBBPIIAHE Ha Opraxi NpY BL3PacTHW NaUUEHTH C
HWUCBK WA YMEPEH VMYHONOIMHYEeH PUCK Mpu anoréHHa TpaHcrnadHTtauma Ha 6ubpexk unm
cbpue. Certican TpsibBa ga ce npunara B kombuHauuAa c ciclosporin Mukpoemyncus y
KOPTUKOCTEPOUTN.

4.2 Jlo3MpoBKa ¥ Ha4YKH Ha NpPUNcKeHue

Jleyenne ¢ Certican Tpabsa pga aancvHe W ga ce NpOBeXAaa, caMo OT JIEKapy ¢ OnuT B
MMYHOCYNPECUBHATa Tepanus criel TpaHCnnasHtauus Ha opraHu, uMaly BL3MOXHOCT Aa
npocneanasat HUBaTa Ha everolimus B UsnaTa Kpbs.

Btapactuu

Hauvanrata fgosvpoBka ot 0,75 mg ABa NbTY JHEBHO CE Nnpenopbyea 3a obuiara nonynauwn
naumeHT ¢ TpaHchnaHTupad 6LOpeKk unM chpue, KaTo ce npunara BbB Bb3MOXHO Hali-
KpaTbK CPOK crief TpaHcrnnaHuTauusaTta. [OHeeHata gosa Certican BuHarm TpaGea ga ce
npuema nepoparnHo, pasfeneHa B ABa NpuemMa (ABa NbTU AHEBHO), ¢ Ui 6e3 xpaHa (BuX
5.2 ) v egHoBpeMeHHO ¢ ciclosporin Mukpoemynoust (BWK TepariesmuyeH JieKapcmeeH
MOHUITIOPUHZ). '

Certican e camo 3a nepopanua ynotpeba.
3a no-HaTaTbLUHK NHCTPYKLUMK BX. 6.6. “UHcTpyKUMK 3a ynoTpeba u cexpaHeHue”

Mpuemawmre Certican naumeHT MOXe fa Ce HYWAaAT OT KopurupaHe Ha
3aBMCKMMOCT OT OOCTUrHaTaTa KOHUSHTpauus B KPbBTa, MOHOCMMOCTTA,
OTFOBOP, NPOMAHA B CLMbLTCTBALMTE NEKAPCTBA WM KIMHUYHWA CTaTyc.




LO3MpOBKaTa MOXE [a Ce NpaeBi Ha uHTepBanu oT 4-5 fAnm (BUX TepanesmuyeH
JieKapcmeer MOHUMOPUHE).

fauuenTn oT HerpouaHara paca: Yectorata Ha yCTaHOBEHO G BUOMGHA 0GTPO OTXBLPIIAHE
Ha opraHu Mpy NauveHTWTE OT HEerpoupHaTa paca € 3HauMTENHO ro-BUCoKa B CpaBHeHWE ¢
nauMeHTUTE OT Apyrv pacu. Mma orpaHMueHO KONMMYECTBO SaHHW, KOWTO codar, 4e
naLyeHTUTe OT HErpougHaTa paca MoXe fla ce Hyx#aasT ot ro-roremu fosu Certican, 3a ga
Cce TNOCTWrHe cxofHa egUKacHOCT C TasuW NpW MauveHTUTe OT HApyr pack (Bux 5.2).
IMoHacTosilem gaHHuTE 3a eduKacHOCT W BesonacHOCT ca TBbpAe HedocTaTbYHu, 32 43
MoXe fa ObAar HanpaBeHW cneudnyHK rperniopbku 3a ynoTpeba Ha everolimus npu
nauveHTH oT HerpomgHara paca.

Ynotpeba npu geua M nogpacrtBamyu: HAma goctaTteYHo ONKUT, 3a Aa 6bAaTr HanpaBeHu
npenoptky 3a ynotpebarta Ha Certican npu geula v nogpacrsawy. Mima camo orpaHuyeHa
nHbopmaLus 3a 6u6peyHo TpaHecNNaHTMpaKHn NeguaTpuyHy NauneHT (BuK 5.2).

MaumeHTn B HanpegHana BbL3pacT (265 roguHK): KnuHUYHUAT ONKUT Npy nauueHtr > 65
rogvHn e orpaHudeH. Bunpekn Ye faHHWTE Ca orpaHuyeHM, HFMa OUYEBMAOHN pasnuky BbE
thapmakokumHeTukaTa Ha everolimus npu nauveHTn 265-70 roanHn (B 5.2).

MaunenT c yBpegeHa 6bLOpewyHa dhyHKUMs: He e Heobxogumo Kopurupakne Ha
Josnpoekara (Bux 5.2 ).

MauuenTn ¢ yBpegeHa yepHogpobHa dyHkuma: KosueHTpaLuuTe Ha everolimus B KpbBTa
TpAGBa fa ce CregAT BHUMATENHO NpW NauvenTuTe ¢ yBpefeHa vepHogpobua gyHKuns.
Mpw nauueHTUTE C NEKO A0 YMEPEHO TEXKO yBpexaaHe Ha uephoapobHaTa dyHkuma (knac
A wnn B no Child-Pugh) gosuposekaTta Tpsabea fa ce Hamani HanornosuHa OT HopmManHaTta
npyu KouTo W na ca gee oT cneghute obcTosTencTea: GunupyouH >34 umol/L (>2mg/dl),
anBymuH <35g/L (<3,5g/dl), nporpombuHoso Bpeme >1,3 INR (yawrmkeHwe >4sec). [lo-
HaTaTbIUHOTO TUTPUPaHe Ha Ajo3aTa TpsibBa fa ce ocHOBaBa Ha TeparneBTUYHNSA NEKapcTBeH
mMoHuTOpuHr (B 5.2). Everolimus He e oueHsiBaH npu NauWeHTH C TEXKO yBpexpaHe Ha
YepHoRpobHaTta thyHkums (kac C no Child-Pugh, sux 4.4).

TepaneBTUYEH JICKaPCTBEH MOHUTOPMHI: [lpenopkysa ce pefOoBHO MpocnefsisaHe Ha
TepaneeBTUIHUTE HKXBA Ha everolimus B LsAnaTa Kpbs. Bb3 ocHOBa Ha aHanusa Ha excnosuums-
eUKaCHOCT W ekcrnosniimsa-6e3onacHocT Bellle yeTaHoBEHO, ve NPy nauveHTuTe, JocTuraLiv
paBHOBecHW KoHUeHTpaumm 23,0 ng/mL, uectoraTa Ha [pokasaHo ¢ Ouoncus oOCTpO
OTXBBPMAHE Ha TpaHcnnanTupaH 6u0pek nnu chplie € No-HUCKa OT Tasu Mpy nauueHTuTe ¢
KoHUeHTpauum B KpwkBta hog 3,0 ng/mlL. [lpernopbyBa ce ropHata rpakuua Ha
TepaneBTUMHMA aunanas3oH ga 6bge 8 ng/mb. Excriosnums Hag 12 ng/mL He e npoyusaHa.
Tesu npenopbyaHn Anana3zoHn 3a everolimus ce ocHoBaBaT Ha XpoMaTtorpadCcki aHanua.

OT ocoBeHo 3HayeHue e Aa ce MOHMUTOPUPAT KOHUEHTpauuy Ha everolimus B KpbBTa fipu
NaLyWeHTUTE C yBpeXgaHe Ha depHogpobHaTa hyHKUWS Mo BpemMe Ha ©HOBPEeMEHHO
MPUACKEHNE CbC CUIHU WHAYKTOpW W mHxubutopn Ha CYP3A4, korato ce npomeHs
CBbCTaBbLT UMNK ako [O3NPOBKATA Ha ciclosporin ce Hamanssa YyscTBuTEnHo (8K 4.5). INpu
ynotpeba Ha aucnieprupaily ce tabrneTkn KoHUeHTpauumure Ha everolimus moxe ga ca
ManKo No-HUCKN.

OntumanHo KopurMpaHeTo Ha pfosuvposkata Ha Certican TpsabBa ga ce ocHosasa Ha
Hamanseal HWBa, nonydenn >4-5 oUW cnep npeaxoaHaTa MpomsAHa Ha LO3NpPOoBKaTa.
Ciclosporin Bsaumogeiictea ¢ everolimus ¥ BcregcTBMe Ha TOBa KOHLUEHTpauuvmte Ha
everolimus mMoxe fa cnagHat, ako excrnoanuuaTa Ha ciclosporin HyBCTBUTENHO c& Hamanw
(T.e. HamansaBalwy HUBa <50 ng/mL).

lMpenoptku 3a fO3UPOEKa Ha ciclosporin npu 6LGpeyHa TpaHcHnanTa
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Certican He Tpsabea na e ynotpebsiBa 3a NpoaL/KATENHN Nepruon eaHOB
[osu ciclosporin. HamaneHata ekcnioswius Ha ciclosporin fipu rpu




natveHTn ¢ 6ubpevHa TpaHcnnaHTauma nogobpsasa ObbOpevHara dyHkuuaA. TloHWKeHWeTo
Ha eKcrnoauumsTa Ha ciclosporin Tpabea fa 3arioude 1 mecel cnep TpakcnnaHTauvsATa. Bu3
OCHOBA Ha JaHHWTE OT KNMMHWYHO npoyusaHe A2308 (sux 5.1) ce npernopwysat CriegHuTe
TapreTHW AUanas3oHM Ha ekcnosuums Ha ciclosporin, gedmHupaHun criopel, NpoToKoNna Ha
npoyyBaHeTo (koHLeHTpauun Ha ciclosporin B KpbBETa, U3MEPEHN 2 Yaca Crief NPUIoKeHVe
Ha poszarta (C2)): cegmuum 0-4, 1000-1400 ng/mL, cegmmum 5-8, 700-200 ng/mL, ceamuum 9-
12, 550-650 ng/ml, cegmuum 13-52, 350-450 ng/mb. B TOBa KNWHWYHO npoyyBaHe
M3MEpPEHUTE KPBBHW HamanaBawi koHueHTpauwm Ha ciclosporin (C0) (ng/mL) ca: npes
nbpeuA Mecell; 232 + 114; npes Tpetuns mecel: 131 + 85; npes wectus mecew: 82 + 60; npes
12-Ts Mecel: 61 + 28. 3a Aa ce cBefe A0 MUHMMYM pUCKa OT Heycrex, € BaxKHO ga ce
B3eMe Nnpensua, Ye KOHUEHTpauuuTe Kakro Ha everolimus, Taka v Ha ciclosporin He Tpsibsa
fa cragar noj repaneBTUMHNS ANariasoH CKOPo GHel TpaHcnnaxTaumaTa.

Mpegn HamansBaHe Ha JosupoBkaTa Ha ciclosporin Tpabea fa ce ocurypaT steady-state
HamansBall KOoHUeHTpauwn Ha everolimus B o0bworo KpbeoobpalleHwe Hail-manko 3
ng/mL.

Wma orpaHuyeHn AaHHW 32 Aosupoekata Ha Certican npw Hamanssally KOHLEHTPaUMK Ha
ciclosporin nog 50 ng/mL unn C2 nog, 350 ng/mb. no Bpeme Ha nopgbpxallata gasa. Ao
NauMeHTbT HEe MOXKEe [a NoHece NOHWKeHaTa eKcnoauLms Ha ciclosporin, TpAbsa Aa ce
obcban No-HataTblUHaTa ynotpeba Ha Certican.

lipenopbku 3a BO3UPOBKa Ha ciclosporin Mpu chpaeyHa TPaHCNaHTauus:

3a pa ce nogobpy 6LOpevyHaTa yHKUMA NPU NALUMEHTUTE CbC ChpAedHa TpaHcnaaHTauus
no Bpeme Ha noAnbpawiara casa, fosupoexara Ha ciclosporin Tpabea aa ce Hamanu
cbobpasHo MOHOCUMOCTTa. AKO yBpexgaHeTo Ha OnbpevHarta yHKUMA e nporpecupailo
UMY aKO USHUCIIEHUAT KpeaTVHUHOB KNupbHe e <60 mL/min, TepaneBTu4HNAT pexvm Tpadea
ga ce Kopurmpa. [py naumeHTMTE CbC CbPAEYHA TPaHCMnaHTauusA OonpefensHeTo Ha
JoaupoBkata Ha ciclosporin MoXxe ha ce OCHOBaBa Ha HEroBuUTe KPbBHW Hamanssalim
koHUeHTpauum (Bwxk Tabnuua “B253: CymapHa cratucTuka Ha Hawmanasalu
koHUeHTpauuuTe Ha CsA (CO) B paspen 5.1).

Mpy nauveHTUTE CBC CbPAeYHa TPaHCINaHTauus MMa camMo OrpaHvueHn pfaHHu 3a
posvposkata Ha Certican npu Hamanssalyy KoHUeHTpaLmu Ha ciclosporin nog 175 ng/mL
npe3 Nbpeute 3 Meceua, nog 135 ng/mL Ha wectus mecey u nog 100 ng/mlL cnep 6
Meceua.

Mpean pepyuvpaHe Ha SosupoBKaTa Ha ciclosporin TpaGBa TpabBa Aa ce ocurypsiT steady-
state HamansBalUK KOHUEHTpaLMK Ha everolimus Hair-manko 3 ng/mL.

4.3 MpoTuBONOKasaHUs

Certican e npoTUEOMOKA3aH npU MauMeHTW ¢ WU3BECTHa CBBLPXYYBCTBUTEITHOCT KbM
everolimus, sirolimus wnm HAKoe OT NOMOLLBKTE BELLlECTBA.

4.4 Crieunantu npeaynpexneHus u crieLuaniu npeanasHu Mepku 3a ynotpeba

B ycnoeusTa Ha KkuHuWuHKM nanuteanus Certican e mpunarad ycnopepHo ¢ ciclosporin
muxpoemyncusi, basiliximab u koptukoctepomgu. Certican He e apfeXeaTHO MpoyyeH B
kKoMBUHaLMS C OPYFM UMYHOCYNPeCcopu, pasniyHu oT CrioMeHaTuTe.

Certican He e ageKkBaTHO NPOYYEH NPY NAUMEHTW C BUCOK UMYHOMOMMYEeH PUCK.

dapMaKkoKMHEeTMKaTa Ha everolimus He e mpoyyeHa Mpv nauueHTh ¢ TEXK
yepHogpobHaTa (yHKUMA. [Tph Te3n nauneHTu ce npenopbyea BHUMaTEN
Ha KpbBHUTE frough KoHLIEHTpaLumK Ha everolimus.
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ChNBTCTBALLOTO HPUINOXKEHNE CbC cunku uHxnbutopn Ha CYP3A4 (Hanpumep ketoconazole,
itraconazole, voriconazole, clarithromycin, telithromycin, ritonaviry ¥ uEgYKTOPKM
(Hanpumep rifampicin, rifabuiin} He e npenopBEYATENHO, OCBEH aKO EBEHTYaNHUTE Non3sn He
MpeBuULLaBaT PUCKa.

Mpenoptyea ce MOHWUTOPUPUHI HA KPBBHUTE Hamanssalll KoHUeHTpauun Ha everolimus
BUHAIW, KOTaTo eAHOBPEMEHHO C HETO Ce npunarar UHRYKTopu unn uxubutopu Ha CYP3A4
W crieq npexkpartaBaHe Ha npuema nm (Bmx 4.5).

FaumerTute, npuemauiv MMYHOCYNPECUBHY FIeKapCTBEHN NPoayKTy, BricuuTenHo Certican,
Ca WM3NOXEHW Ha NOBULUEH PUCK OT pasBuiMe Ha numdomn n Apyrv 3noxavecteeHu
o0OpasyBakusA, no-cnelmuanto no koxara (BuMK 4.8 ). ADCONMOTHUAT PUCK M3rneXn[a CBbp3aH
noBede C MPOSBLIMKUTENHOCTTA W WHTEH3WTETA Ha WUMYHOCYNpecusATa, OTKOITKOTO ¢
ynoTpeGarta Ha eauH cneuwcuder nekapcreeH npofykT. Mauventute TpsaBea ga Obgar
npernexgaln pepfoBHO 3a HeornasvMu 1 fa OblaT chBeTBaHW ga ceefiat A0 MUHUMYM
M3NaraHeTo CU Ha YNTPaBUONETOBK JTbYM, CNEHYEBA CBETIMHA, KakTo M ga ynotpebsiear
AoAxoAsLW CiibHUE3alLUNTHY NPOAYKTI.

MpekomepHaTa WMyHOCYNpecusi npeppasnonara KbMm  UHGexuun, no-cneyuanHo ¢
OMOPTIOHNCTUYHYM RaToreHn. Mma cbobLUeHns 3a VHMEKLMN 1 cencnc ¢ daTtaneH uaxof, (Brx
4.8).

B xoma Ha KnuMHWuMHM rpoydBaHust Ha Certican npes nbpsute 12 Meceua crieg
TpaHCnnaKTauusita € npunaraHa aHTUMUKpoGuanHa npodwmnakTika cpelly Pneumocystis
jiroveci (carinii) pneumonia. MpodunaxTuka cpelly cytomegalovirus (CMV) ce npenopbusa
3a nepuoda Ha nbpeuTe 3 Mecela creq TPaHCNaHTaumaTa, no-crneuyanyo Npu nauveHTn ¢
NoBULLEH pUCK OT MHbekUns ¢ CMV.

YcriopegHoto npunoxenwe Ha Certican u ciclosporin MUKpOEMYNCKA FApW NauueHTM ¢
TpaHCNnaHTaUuum ce acouuvpa G NoBULIEHWE Ha CEepyMHUst XOnecTepon W TpUurnuuepuaw,
FIPY KOBTO MOXE Ja Bb3HWKHe HeobxoaumocT ot riederne. MNpuemawte Certican nauveHT!
TpsbBa ga GbAaT MOHATOPWMpaHW 3a XUNEpnuUnuAeMus U MpY HYXOa Aa ce npunarar
AOHWXaBaLLW NMUNMEHWTE KOHLUEHTPaUMK fieKapcTBeHW NPOAYKTU W NOAXOAAWN KOPeKUnK Ha
XpanuTenHus pexum (eux 4.5 ). HeoBxoguma e olleHka Ha CbOTHOLEHWETO pUck/nonaa npu
NauMeHT ¢ YCTaHOBEeHa XuMnepnunuaeMns, Npegu ja ce 3anodHe WMMYHOCYNpecuBHa
Tepanua, BkmiounTenHo obc Certican. Mo nopobeH HaumH Tpsafea da ce npeoleHu
CLOTHOLUEHWETO puckinionaa npu ynotpeba Ha Certican oT naumeHTy ¢ Texkka pedipakrepHa
Xurepnmnngemus.

MaLmeHTH, Npy KouTo ce npunara uHxubutop Ha HMG-CoA pepaykrasata wunm ¢mbpar,
Tpsabea aa 6baaT MOHUTOPUPaHK 38 BL3MOXHO PasBUTHE HA HEXESaHUTe peakunu, oncaHi
B CbOTBETHUTE KpaTKWTE XapaKTepUCTUKA Ha Te3W NlekapcTea (BUX 4.5).

lMpk BCWUYKM MaUMEHTN ce MpenopbyBa PefoBEH MOHUTOPUPMHT Ha GbBpeuHara dyHKUMs.
Mpy naumeHTUTE C HOBUIEHW CEPYMHM HMBa Ha KpeaTuHuHa Tpsfea fa ce pasrnefa
MOAXOAsiLE KOPEeKUMS Ha WUMYHOCYRPECUBHWA pPEeXuM W no-creuuanHo peaykums Ha
[fo3suposkara Ha ciclosporin. [a ce nofgxoxaa BHAMATENHO fpKU é4HOBPEMEHHO NpurnaraHe ¢
APYr NEeKapcTBEHN NPOSYKTY, 33 KOUTO e MSBECTHOD, |4e Mar HebnaronpuaTer edekT BbpXxy
Ou0peyHaTa (hyHKUWA.

MaumeHTUTE ¢ pelKusi HacnegcTBeH npobnem ranakTosHa HermoHOGMMOCT, Lapp nakTaseH
AeuumMT win roKko3o-ranaktosHa manabcopbums cbllo He Tpsbba fa npuemar Tosu
riexapcTBeH NPOAYKT.

4.5 TlekapcTBeHM U APYrA B3aUMOAEUCTBUA

Everolimus ce meTabonuaupa npegumHo of CYP3A4 B yepHus apob u g
B YpeBHaTa cTeHa i NPeACcTaBnABa cyGeTpar Ha MyNTunekapcTeeHaTa e n‘yx{q;-r“
rriukonpoTeunH. Mopagu ToBa pes3opbuusaTa W focrneasaloTo envMnHA a”l’i :
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pesopbupanua everolimus Moxe fa ce MOBINUAAT OT NEeKapcTBEHW NPOAYKTH, KOWUTO
uexubupat CYP3A4 wnm P-rnvkonpotenHa. EAHOBPEMEHHOTO nNPUSIoXeHWe Ha CWUitHW
uHXMBUTOPM wunn uHpykTopu Ha 3A4 He e npenopwvuuTenHo. MHxubutopure Ha P-
[MUKONPOTEUHA MOXE Az HamansT ednykca Ha everolimus oT upeBHUTE KNeTkn W 4a
MOBULLAT KPLBHUTE KOHUeHTpauum Ha everolimus. /n vifro, everolimus e KOHKYpeHTeH
naxuburop Ha CYP3A4 n CYP2D6, kato noreHuuanHo nosuilaBa KOHLUeHTpauumTe hHa
flekapCTBEHW APOAYKTH, KOUTO ce MeTabonuanpar oT Tean eHsumun. CriegosaTenHo, Tpabdea
La ce NoAXoKAa BHAMATENHO NpY efHOBpeMeHHO npunoxeHue Ha everolimus u cyberpatu
Ha CYP3A4 un CYP2D86 ¢ TeceH TepanesTWyeH wHgekc. Bovuku npoyysaHuA Ha
B3auMofeiicTBMATa in vivo ca Bunm npoeepeHn 0e3 efHOBPEMEeHHO npunoXeHue Ha
ciclosporin.

Ciclosporin (nHxnwbutop Ha CYP3A4/PgP): BuonanuuHocTTa Ha everolimus sHayumo ce
noBULLIABa NPYU egHOBPEMEHHO NPUITOXeHWE Ha ciclosporin. MNpu npoydsanns Ha ciclosporin
3a mukpoemysicusi (Neoral) B eguHuyrM fosu npu sgpasit gobposonun AUC Ha everolimus
ce yBenuuasa ckc 168 % (o1 46 % fo 365 %), a Cmax - ¢ 82 % (o1 25 % pno 158 %) B
cpaBHeHWEe ¢ moHoTepanus ¢ everolimus. Bb3amMoxHO € [a BL3HWKHE HeobXoAMMocT OT
KOpEeKLMst Ha Ao3MpoBKaTa Ha everolimus npu npoMaHa Ha Jo3vpoeKaTta Ha ciclosporin (Bux
4.2). Certican HAmMa KNMUHUSHO 3HAUMMO BIUAHWE BBPXY apmaKkokMHeTukaTa Ha ciclosporin
npu nauveHtTn ¢ 6uOpeuHa WK CbpAgYHA TpaHcNnaHTauws, npuemalwy ciclosporin 3a
MUKPOEMYNCUS.

Rifampicin (nnpyxrop Ha CYP3A4): lMpu nevenne Ha 3gpasu AoOPoBONUM € MHOFOKpPaTHY
posn rifampicin, nocriegeaHn oT eguHuyHa posa Certican, KnupbHCa Ha everolimus ce
yBenuyaea npubnuanTesniHo Tpu My, Cmax ce nounkaea ¢ 58% n AUC cobllo ce NoHwkKasa
¢ 63%. Komburaupsita ¢ rifampicin He ce npenopbysa (81X 4.4).

Atorvastatin (cy6ctpar Ha CYP3A4) u pravastatin (cybctpaT Ha PgP): MpunoxeHueTo Ha
eavHnuHM fosn Certican ¢ atorvastatin wnu pravastatin npu sppasu pofBpososniuy He
noenusBa hapmaxkokMHeTukata Ha atorvastatin, pravastatin n everolimus, xaxkro v oblaTa
BuoakTmBHocT Ha nnasmerata HMG-CoA pegykrasa B KIMHWYHO 3Haumma crteneH. Teau
pesynTati He MOXe ga Obaar excTpanonupaHyu 3a Apyrn uHxubutopu Ha HMG-CoA
peaykrasara.

MauvenTuTe TpaAbba Aa ObAaT MOHUTOPUPaAHM 3a pasBuTME Ha pabgomuonusa v apyrm
HEXernaHy NeKapCTBEHW peakUni, OnucaHn B KPaTKUTE XapaKTepUCTWKM Ha WHXbuTopute

Ha HMG-CoA pegykrasara.

Hpyau enamoxHu e3aumodelicmeusi: YmepeHute uixubutopu Ha CYP3A4 n PgP moxe
Aa TOBWLIAT KPLBHUTE KOHUeHTpauuyu Ha everolimus (Hanpumep HNpPOTUMBOIrLOMYHU
BemecTBa: fluconazole; makponugHu anTMOMoTUUM: erythromycin; ©Onokepyu Ha
KanuuesuTe Kakanu: verapamil, nicardipin, diltiazem; npoteasnn nHxuburopu: nelfinavir,
indinavir, amprenavir. Wngykropute Ha CYP3A4 moxe pa younat mertabonuama Ha
everolimus M Aa MOHWKAT KPLBHWTE KOHUEHTpauuu Ha everolimus (Hanpumep XBbnT
KaHTapuoHn Hypericum perforatum), aHTMKOHBYRcaHTH: carbamazepine, phenobarbital,
phenytoin; antu-HIV nexkapcTBeHM npogykTu: efavirenz, nevirapine).

IMroa v CoK OT rpeindpyT NOBAKUABAT HEFaTUBHO aKTMBHOCTTa Ha cytochrome P450 n PgP 1
nopagn ToBa Tpsibea fa ce usbarear.

Bakcunaumsa: MmyHocynpecaHTuTe MOXe [a MNOBnUAAT OTToBOpa Ha BakchHauwAta v fa
noHwxaT edexkrusHocTTa W No Bpeme Ha nedeHune cue Certican. YnoTtpebata Ha XvBu
BakcuHW TpAbea ga ce nsbarsa.

4.6 BpemeHHOCT U KbpMeHe

fipy  JKUMBOTHM MOKasBaT edeKTh Ha penpogykTuBHa TOKCUYHO
embpuol/detorokeniHoct (Bwk 5.3). lNoTeHUManHuAT PUCK 3a doBeKa
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Certican He TpsbBa ga ce npuema 0T OpeMEeHHM XeHW, OCBEH aKko O4YaKsaHuTe NMOnNsu He
fpeBULIaBaT NOTEHUMaNHWS PUCK 3a nnoga. XKeHuTte ¢ AeTepofeH noTexuman TpAbBa Aa
OvAaT CbBETBaHW Aa M3NOn3BarT eduKkacH MeToan 3a KOoHTpauenuus, Aokato npuemar
Certican 1 o 8 ceamnLy cneg npexpataeaHe Ha neveHuneTo.

He e n3secTHo aanu everolimus ce ekCkpeTupa B KbpMaTa npu voseka. Fpu uscriesanus ¢
JKUBOTHU everolimus n/unu Herosute metabonmTit 6LP30 U IECHO NPEMUHABAT B MIISKOTO Ha
KbpMeELWM firibXoBe. lMopagn Tasu ripudmHa, Npuemawmte Certican XeHy He Tpabea pa
KbPMSIT,

4.7 EdekTu BbpXy cnocoBHocTTa 3a Iodupate U pabora ¢ MaliMHN
EdpexTuTte BbpXY crnocoBHocTTa 3a wodupaHe 1 paboTta ¢ MalluHK He ca npoy4YBaHu.
4.8 Hexenanu siekapcTBeHM peaxkunn

YecTtoTata Ha n3BpoeHWTE MO-QONY HEXEMNaHW peakun € W3BefeHa B Xofa Ha Tpu
KMUHUGMHW [POYYBaBis W ripeacTasnsiba okpynHeHa wHdopmauma ot 1199 nauveHT. Tosa
ca 3 paHgoMuanpaHy, ABOMHO-CRENW, KOHTPOMUPaHK, MYFRTULEHTPOBU NpoyqBaHmsa: 2 npu
de novo 6u0pesHn TpanchnanTau u 1 npu de novo cbpaeyuHn TPaHCnnaxwTauwm, B KOUTo
Certican ce npunara B goaupoeky ot 1,5 mg unv 3,0 mg AHEBHO B NPOABLIDKEHWE Ha Hall-
mManko 12 wmeceua, ycrniopegHo ¢ ciclosporin  MUKpOEmMyncusi M KopTukocTepouau. B
JOMbIHEHVE € BKMOMeHa WHdbopMaUms 33 YeCcTOTaTa Ha HEeXenaHute peakuvn OT fABe
OTBOPEHM KIMMHWYHKM npoyyBaHusa. B Tesn rnpoydsaHus ce oueHsasa edurkacHocTTa M
BeaonacHoctTa Ha Certican 1,5 1 3 mg fHeBHO B KoMBuHaLua ¢ HamaneHa eKcrno3uUns KbM
ciclosporin npu de novo peLunyeHT Ha OBOPEYHN TPaHCINaHTaHTK.

HesxxenaHuTte peakumy ca nofpeaeHn CbiNacHo cnegHUTe KaTeropun:

MHoro Yectn > 1/10

YecTH >1/100 1 <1/10
HeuecTn >1/1 000 n <1/100
Pepku > 110000 n <1/1 000

MHoro pepkn <1/10 000

MpegctaBeHata no-gony Tabnuua CcbAbPKE HEXENaHUTe peakuul, BbL3MOXHO Whn
BEpONTHO cBbpaahu ¢ Certican v Habniogasaku B KNWHWYHM npoyusaHua dasa I (npw
6ubpeuHa W CcbpaedHa  TpaHchniaHTauws). Tabnvuata e cbcTaBeHa cbobpasHo
craHaapTHaTa Kiacudukaums no oprakm u cuctemmn MedDRA:




Cucrema YecToTa Hexenaka nekapcTeeHa peakuus
WHdekun n Uectu BupycHu , 6aktepuantm un reOussn
vHGecTaLmmn WHEKLMN, CENCUC.

HeuvecTn WHcbekunu Ha paHu

Hapytuenna Ha
KpLBOHOCHaTA U
nmmdcHaTa cucTema

EHLOKPUHHN
HapyLueHus

MeTabonutHu 1
XpaHUTEITHN
HapylweHus

Cbpoen HapyLlweHns

PecniupaTopHu,
TOpakanHu n
MeauacTeHanHu
HapyLueHus

lactpo-
WHTECTUHArHU
Hapywerus

XenatobunvuapHu
HapyLleHus

Hapylenus Ha
Koxata n
MOAKOXHWUTE ThKaHM

Hapyiierus Ha
OnopHOABUraTeEnHNA
anapar

Bwbpeunn 1
YpUHapHW
HapyLUEHUs:

OOLLM HapyuleHus
ChCTOAHMA B
MSICTOTO Ha
NpUSioKeHne

MHoro yectu

Uectin

Heuectn

HeyvecTtun

MHoro yecthn

YecTtn
YecTtn

Uectn

Heuect
Yectn

Hevyectn

YecTtn

Heuectit

HeuecTn

UecTtn
Hevecth

Yectn

Teekonenus'

TpomBoruTonenus', anemns’,
KoarynonaTus, TpomGoThqHa
TpomboLuTonuyHa nypnypa/xemonuTuyHo-
ypemMuYeH cuHapom

Xemornnsa

XWnoroHagnabEM MBEXKY (NOHWXKEH
TECTOCTEPOH, nosuLleH LH)

Xunepxonecreponemumsi, Xurnepnunaemms

aneprmrnmuepm,qemwﬂ

XunepTohus, numdoLene’,
BeHO3eH TPOMBOEeMBOT3bM

i THeBMOHKA

[HEBMORUT

KopewmHa Gorika, guapus, rageHe,
noBspbltiaHe

Xenatnt, 4YepHoApobHK HapyLueHus,
KBMATEHULA, OTKIMOHEHWS BbB
hYHKLMOHANHUTE YepHOLPOBHN Tecrose’

AKHe, YerioXHeHMe Ha XUpYRriiHn paHin

Obpus

Muanrus

WHdekummn Ha NUKOYHUTE NbTULLa

TyBynapHa Hekposa Ha Br6peka?,
fivenoHetpuT

OToK, Gonka

NosozaBncum edekT e ycraHoseH UK e HabnaasaHa sHaUNTENHO NO-BMCOKa YECTOoTa fp

iy AHEBHO

MNpu 6u6peyra TpaHCRNaHTaLUNS




®

? NoeuweHn y-GT, AST, ALT

Fumdbomu unm numdonponmaepateHa Sonect passusar 1,4 % 0T nauueHTTe, Npremalln
Certican (1,5 mg ww 3,0mg pHesHO) B KOMBWHauwa ¢ ApyrM MMyHOCYnpecopn B
KOHTPOIMMPaHU KIMHWYHA NPoYyYBaHWsA, KOUTO ca Bunu npocnenexn Han-manko efHa roavHa.
3riokayecTeeHU obpasyBaHus Ha koxaTta ce paseueat y 1,3 % ot naumeHTUTE, QpPYru TUNoBe
sanokavecTeeHr obpasysarHus ce passusat y 1,2 % ot nauneHTuTe.

UecToTaTa Ha NposiBa Ha HEXenaHuTe JeKapcTBEeHW peakuuy MOoXe h[a 3aBuck oT
MMYHOCYNPECUBHUA PeXuM (Hanpumep TEXECT M NPoALMKUTENHOCT). B UeHTpanusupaHuTe
KIMUHWYHW NpOoYyYBaHUA Npu nauuerTuTe, npuemallyn Certican B komGuHaumMa ¢ nbiHa [osa
ciclosporin Myukpoemyncus, ¢e Habnlofasaxa noBULLEHU HMBA HA CePYMHUA KpeaTuHUH C Mo-
BMCOKA YecTOoTa B CPaBHEHWE G KOHTponHute rpynu. Tpu pegyuupadHa A03MpoBKa Ha
ciclosporin Mukpoemynicvs obliaTa YecToTa Ha HexenaHnTe peakuun Gelle no-HUCKa (BUK
5.1).

MpodomneT Ha nekapcTBeha OesonacHocT Ha Certican B fABeTe OTBOPEHW KIWHWYHW
MPOYYBaHKUs € CXOHLEH C TO3W OT TPUTE LEHTpanuavpaHy npoyysaHus, ¢ M3KIoYeHue Ha
MOBWILEHNATA HA CEPYMHUSA KPEaTWMHWH, YUATO YecToTa € [o-HUCKa, a CPEegHuTE U
MEXOMHHUTE CTOWHOCTW Ha CepYMHUsT KpeaTWHWH ca No-HUCKU B cpaBHeHue ¢ ¢asa Il —
npoy4BaHuATA.

4.9 lMpegosupaHe

B npoyyBahua npu KMBOTHW everolimus [eMOHCTpMpa HUCBK noTeHUuuarn 3a ocTpa
TOKCHYHOCT. Crepa npurioXeHue Ha eguHUYHN nepoparniun fosu ot 2000 mg/kg (orpaHnyeHo
nacnepsaHe) He ce HabnogaeaT CMBPTHK Criydan UAK TeXKa TOKCUYHOCT HWTO Py MULLIKY,
HWUTO NpK NITEX0BE.

JoknafBaHUAT OMUT NpY NpegosnpaHe y YoBeKa € MHOTO OrpaHWYeH, uma e4uH eNHCTBEH
cryyait Ha cnyyailHo nornbiade Ha 1,5 mg everolimus oT 2-roguillHe fete, Npu KOWTO He ca
Habnopasakt Hexxenanu peakiuy. EQMHWYHKM J03KM Ao 25 mg ca npunarabin Ha naueHTy
cres TpaHennaHTauma ¢ npuemnea NoHOCUMOCT NPY OCTPa TOKCUYHOCT.

BbB BCUYKYA CriydYau Ha npegosupaHe TpabBa Ga ce npegnpuemar obly nogpbpKaiiy
MEPKM.

5 DAPMAXCINOINAYHM AAHHU

5.1 dapMakogMHaMUYMHK CBOMCTBA

dapmakoTepaneBTUdHa Tpyna: cenekTueeH uMyHocynpecanT. ATC koa: LO4A A 18.

Everolimus, nHxmbuTop Ha nponudepaTUBHUTE CUFHaNN, NPefoTBpaTaBa OTXBbPAHETO Ha
npucageHnsl opraHd y Tpusadm W HevoBeKornoAobHW npumatTy cred anoTpaHcriaHTauus.
MpoayKTbT OCHLLIECTBSIBA MMYHOCYNPECWBHOTO G4 [feficTBue 4Ypes WHxubupaHe Ha
nporncdepalMaTa M OTTam Ha KAOHanHaTa eKCliaHaWst Ha aHTUIEHHO aKTUBUpaHn T-KieTiu,
KOSITO Ce MPeAU3BrKBa OT T-KNeTbYHO CHeUndUYHN UHTEPNEBKMHY, HANPUMEDP UHTEPIIeBKNH-
2 v unTepneekun-15. Everolimus nHxubupa BLTPEKNETLYHUTE CUrHarHm NbTulla, KoUTo ce
OTKMIOYBAT NPW CBLP3BaHETO HA Te3W pacTexxHW dakTopy Ha T-KNeTKUTe CbC CbOTBETHUTE
UM peLienToph, HOPManHo ToBa BoAW A0 KIeTbuHa nponidepacusi. bnokupaHeTo Ha TO3U
curHan ot everolimus BoAY [0 apecT Ha KIeTkuTe Ha cTaguin Gy oT KNeTEYHUSA w—

1
Ha monekynsapHo HuBO everolimus oBpasyBa KOMIIIEKC ¢ umronnaame]-m:afl}pogeﬁﬂ“ KBP:

12. B npucbeTBrUETo Ha everolimus CTUMYNMpaHoTO OT pacTexeH (akTop ocd)oggg%:;aﬁ
B /Kwﬁa“"éarrg‘

Ha p70 S6 kuHasara ce uHxmbupa. Tbii KaTo thochopunupareTo Ha p7Q &ﬁww &

ocbllecTesBa Nog, koHTpona Ha FRAP (HapuyaH cblo m-TOR), Tasn Ha
MUCLNTa, Ye komrnekchbT everolimus-FKBP-12 ce cBbp3Ba KbM Hero

' Et!.(a



noenusBa yHKkLMATa Ha FRAP. FRAP e xniovos perynupatll NpoTeuH, KOWTO ynpaenssa
meTabonuama, pacTexxa U nponudepaumaTa Ha KNeTKUTE; NOTUCKaHeTO Ha dyHKUMATA Ha
FRAP 0BsicHsBa CMpaHeTo Ha KNeTBYHUA UMKBI, NPEAN3BUKaHO OT everolimus.

Everolimus, cnegosatenHo, UMa MeXaHsbM Ha AelicTBre, pasnuyeH oT To3n Ha ciclosporin.
B rpesknMHUYHM MOBENY Ha anoTpaHcraHTauust kombBuHauuata Ha everolimus u
ciclosporin e rno-ethukacka oT MOHOTEpanUsTa ¢ ABaTa NPoayKTa fO0TAENHO.

EchextsT Ha everolimus He ce orpaHu4asa camo [0 T-KieTkuTe. Toit no-ckopo mHxubupa
obwara cruMmynupana oT akTop Ha pactexa nponudepaums Ha XemaTornoeTudHn Y
HEXeMAaTONOETUYHM KIMEeTKA KaTo HafpuMep KAETKWTE Ha [hagkara Myckynatypa Ha
cbaoseTe. CTUMyNupaHaTa OT pacTeXXHusi chakTop nponuepaumn Ha chAosaTta MMnaaka
MYCKynatypa, KOSTO ce OTKNioYBa FNpu HapaHAsaHe Ha €HHOTernHW KneTku v BOogW Ao
obpasyBaHe Ha HeOVMHTUMa, Wrpae Kn4yosa pons B NaToreHesaTa Ha XPOHWYHOTO
OTXBBPIISIHE.

KrinHuyHY n3nntBaHus

EnbpeyHa mpaHcrnnasmayus

Certican BbB hukcupann gosu or 1,5 mg gHeBHO M 3 mg AHEeBHO, B KOMOUHaUuWs CbC
cTaHaapTHN Ao3u ciclosporin MUKPOEMYNCUs U KOPTUKOCTEPOUAW, € uscrnedsal B Xofia Ha
[iBe KMUHMYHK npoyysaHus dasa Il npn de novo 6b6peuna TpaHennanTaums (8201 n B251).
Kato pediepeHTeH npoaykT ce usnonssa mycofenolate mofetil (MMF) 1 g gea nbTv gHEBHO.
KomBuHmMpaHuTe MbpBUMHY KPUTEPWUY 33 PE3YNTaT OT NEUEHWETO ca Nnrnca Ha edukacHocT
(nokazaHo c Oworicus oGTPO OTXBBPNAHE, 3aryGa Ha npucagkaTta, CMBbPTEH MSXoh Wru
HefABsABaHe Ha NauvneHTa) Ha LWeCcTUs Mecey 1 3aryba Ha npucagKarta, CMbPT Wik HesABsIBaHe
Ha nauveHT 3a npocnegsisade Ha 12-TuA mecey. Kato LsNo, B T€3M KNUHWYHKW nipoyYBaHns
Certican & He no-Manko edukaced ot MMF. Yectotata Ha pokasaHoTo ¢ Buoncus OcTpo
OTXBBLPMSAHE Ha NpucaakaTta Ha Mecel, 6 B npoyyBaHa B201 e cboteeTHO 21,6 %, 18,2 %, 1
23,5 % 3a rpynuTe Ha Certican 1,5 mg gHesHo, Certican 3 mg gHesdo u MMF. B npoy4ysaks
B251 uectotute ca 17,1 %, 20,1 % u 23,5 % cwoTBeTHO 3a rpynure Ha Certican 1,5 mg
pHesHo, Certican 3 mg gHesHo 1 MMF.

Pepyumpada ¢yHKUMA Ha npucagKkata C MoBWMILEHW CepyMHY HWBE Ha XpeaTuHWHa ce
Habniopara no-4ecTo cpeg nauveHTuTe Ha Certican B komGuHaUMst ¢ MbnHa fosa ciclosporin
MUKpOEMYICUs B cpaBHeHne ¢ nauueHTuTe Ha MMF. Tosy edekr HaBexpaa Ha MUCENTA, Ye
Certican nosuiuaBa HepOTOKCMYMHOCTTa Ha ciclosporin. EdekibT moxe ga fwae obpatum
Nnpy NoHWXkasaHe Ha JosvposkaTa Ha ciclosporin.

B gBe knMHWYHM npoyusaHua dasa lllb (A2306 u A2307) y peuunneHtM ¢ de novo
TpaHcnnaHTaums ce oueHsBsa edmkacHocTTa v BesonacHocTra Ha Certican 1,5 n 3 mg
BHEBHO (HaJyarHa [o3WpOBKa, MocnepBalyata [osnposBka — BasupaHa Ha TapretHute
Hamansealy HMBa >3 ng/mbL) B KOMEBMHALMS ¢ pegyuMpaHa ekcrosuuusi KbMm ciclosporin,
moHuTOpUpaHa ypes C2. B xoga Ha A2306 TapreTHWTe KoHueHTpauun C2 ca cnepgHute:
ceamvum 0-4, 1000-1400 ng/mL, ceamuum 5-8, 700-900 ng/mL, cepgmuuy ©-12, 550-650
ng/mL, cegmuum 13-52, 350-450 ng/mL. B xoaa Ha A2307 (B kombuHauma cbe Simulect)
Taprethute C2 KOHUeHTpauum ca: cegmuuy 0-8, 500-700 ng/ml, cegmuum 8-52, 350-450
ng/mL.

elicTBuTenkute Hamanseawm HyBa (CO) n C2 npu npoyyeaHeTo A2306 ca npefcTaBeHn B
Tabnnuara no-gony:




Tabnnuya A2306: CymapHa craTucTuka Ha Hamanssalwute Huea (CO) v C2 koHueHTpauuuTe

Ha CsA
Cpefnun Hamansasally HUBa Ha CpegHu C2 xoHueHTpatmm Ha CsA (+SD)
CsA (£SD)

Busura Everolimus 1.5 Everolimus 3 mg Everalimus 1.5 mg Everolimus 3 mg
mg

Aen 7 250+ 114 262 +£133 1259 + 323 1224 + 324
N=110 N=121 N=111 N=123

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

Meceu3 131+85 140 + 99 685 + 284 754 + 362
N=91 N=101 N=85 N=103

Mecen6  82+60 83 +67 534 + 265 545 + 318
N=80 N=96 N=84 N=99

Meceu 12 61+28 71+44 412 +180 403 + 153
N=73 N=86 N=75 N=88

B knHnaHo npoyusaHe A2306 pesynTatute Ha mecel 12 3a nonynauuaTa ¢ HaMmepeHue 3a
nederne (ITT N=237; 112 Ha Certican 1,5 mg gHesHo u 125 Ha 3,0 mg [HEBHO)
AEMOHCTPMUPaT YecToTa Ha JoKasaHo ¢ Buoncus oTxebprisHe 25,9 % B rpynara Ha 1,5 mg
oHesHo u 19,2 % B rpynata Ha 3 mg gHeBHo. CpaBHEHWsATa npes UANOTO Npoy4ysaHe
MoKassaT, Ye yHKUMATa Ha npucaakata e no-aobpa B cpaBHenue ¢ Ta3u, HabniofasaHa B
npoyusanusita ¢ Certican n nmbnHa posa ciclosporin. CpepgHUTe CTOMHOCTM Ha CEPYMHUs
KpeaTWHVUH 32 Neproga Ha akTMBHO neveHve Ha mecell 12 ca 122 pmol/L. B rpynata Ha 1,5
mg n 126 pmol/L B rpynata Ha 3 mg Ceriican (cpegHo: 126 n 134 ymol/L). Cpegrute
CTOWHOCTM Ha KpeaTuhuHoBMA KnupwHC no Cockcroft-Gault 3a nepuofa Ha axkTUBHO
neveHue ca cwoTBeTHO 69 1 62 mbL/min B gBeTe rpynn Ha Cerlican (cpegHo. 69 u 65
mL/min).

KnvknuyHoTo npoyqeaHe A2307 uma cxogeH Ha A2306 gusanH ¢ fobassHe Ha 2 A03n
basiliximab 20mg 8 gen 0 1 aeH 4, KaKTO ¥ NO-HUCKY TapreTHW KoHUeHTpauwn C2 3a
ciclosporin npes bpeuTe 8 cegmuUM cnep TpaHconnaWtTauuata (cegmuuw 0-8: 500-
700ng/ml, meceun 3-12: 350-450ng/mL). AHanuaute Ha pesynratuTte Ha Mecel 12 (ITT,
N=256; 117 Ha Certican 1,5 mg gHeBHo 1 139 Ha 3,0 Mg AHEBHO) AEMOHCTPUPAT YECTOT Ha
LokasaHo ¢ Buoncus otxsbpnsHe 13,7 % B rpynara Ha 1,5 mg gHesHo u 15,8 % B rpynata
Ha 3 mg AHEBHO. CpefHMTE CTOMHOCTM Ha CepyMHUs KpeaTwHWH 3a nepuofa Ha akTUBHO
nevenne Ha mecel 12 ca 128 pmol/L B rpynata Ha 1,5 mg 1 126 pmol/L B rpynara Ha 3 mg
Certican (cpesiHo: 132 1 132 pmol/L). Cpeghute CTONHOCTU Ha KPeaTUHUHOBWSA KIIMPBHC Mo
Cockeroft-Gault 3a nepuoaa Ha aKTUBHO flievyeHue ca cboTBeTHO 64 1 65 mL/min 8 agete
rpyny Ha 2 Gertican (cpegHo: 68 1 65 mL/min).

Crpdevrna mpaHcernadmatius

B knuHnyHoTO npoyueane (B253) dasa Il Certican 1,5mg pgHesHo m 3 mg AHEBHO B
KoMOMHaLMA CbC CTaHAapTHKU Ao3u ciclosporin 3a MUKPoOeMyncus U KOPTUKOCTEpOKAM ca
npoyyeHu B cpaBHeHwe ¢ azathioprine (AZA) 1-3 mg/kg/nen. [MepBUUHUAT KpUTepun 3a
pesynTaT or feUeHWeTo e KomGuHMupaHaTa YecToTa Ha ocTpo oTxewbpnaHe 2ISHLT crenen
3A, OoCTpo OTXBBLPRSHE, acouMMpaHo ¢ XemMoAuHaMUYeHo KOMI'IpOMETMpa {B,aamﬁ
npucaaxara, CMbPT UMY HEABABaHE Ha NaLMeHTa 3a NpocneiABaHe Ha M ,vc\”{QuM A
nsete AoanpoBku Ha Certican npeswbaxoxpat AZA B meced 6, 12 n e\i-leeTﬁ?@l'a\ﬁa
‘&d}f‘h" )
poKkazaHoTo ¢ Buoncus ocTpo otxebprsHe 2ISHLT crerieH 3A B mecell 6 bF/:ZT /8 /9; B rpyggx\g.z
gL

Ha 1,5 mg pgHeBHo, 19 % B rpynaTa Ha 3 mg gHeBHo W 41,6% B rpynata haAZA

3a 1,5 mg cnpsMo KoHTponHaTa rpyna, < 0,001 3a 3 mg cnNpamMo KOHTponHATA Qg sl
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Bb3 ocHoBa Ha AaHHW OT BBLTPEIUHOCBOOBO W3cnegBaHe C YNTPasByK Ha KOpOHapHaTta
apTepus ce odopMsi foarpyna nauweHTw, B KOATO W asete posuposkn Ha Certican ca
CTATUCTMYECKM 3HauuMo no-edpukacHu oT AZA o OTHOLUeHWe fpegoTeparsigaHe
BacKyrionaTust Ha npucagkarta (AedmHnpaHa kaTo yBenuueHue Ha mMakcuManHara gedenvda
H& WHTUMaTa B CpaBHeHWe ¢ usxopHute fdadHHu of =0,5 mm B Hah-manko efwH oT
ropeanuaTa cpesose MpU aBTOMaTUMHO U3TEIMAHE), €ANH BaXKeH PUCKOB chakTop 3a 3aryba
Ha NprcagKaTa B Abiir0OCPOYEH NiaH.

HosupoBkuTe Ha ciclosporin ¢& ocHOBaBaT Ha TapreTHUTE HaManaBsalluM HUBa, KaKTo crnefea:
3a cegmnum 1-4: 250-400 ng/mL, 3a meceum 1-6: 200-350 ng/mL, sa meceuu 7-24: 100-300
ng/mL..

[elicTBuTenHuTe Hamanssalwm HuBa (CO) ca nokasaHu Ha Tabnuuata no-gony:

Ta6bnuua B253: CymapHa cTatucTuka Ha Hamanseau Husa (C0) Ha CsA

CpefHn Hamansisawym Husa Ha CsA + SD

Busura Everolimus 1.5 mg Everolimus 3.0 mg
Ceampmua 1 220+£120 226 132
N =167 N = 167
Mecen 1 270 £ 119 255 =111
N =163 N =159
MeceL 6 201 £109 185 £ 87
N=112 N=115
MeceL 12 166 £ 84 148 £ 70
N=99 N =94
MeceL 24 150 £92 137 £ 55
N=65 N =58

Konuentpauuure (ng/ml) npencraenssart cpegHi cTofiHocTh + SD,

MoBuleH cepyMeH KpeaTuHWH ce HabmiogaBa no-yecto y nauveHtute Ha Certican B
KOMBUHALMS € MbiHa [03a ciclosporin MUKPOeMYyTICUst, OTKOSIKOTO TIpK NauneHTuTe Ha AZA.
Tosu edekT Hape¥aa Ha mucenTa, Ye Certican ysenuuasa uHayuupaHata oT ciclosporin
HedpoToKcM4HOCT. ToBa ckCToAHNE MOXe Aa Obae obpaTuMo C NMOHWXEeHWe Ha fosaTa Ha
ciclosporin, Bbiipekn TOBa AaHHWUTE 3a Aoavpoekarta Ha Certican npu Hamanasatuy HUBa Ha
ciclosporin nog 100ng/mL 6 mecela cnea chpAeyHa TpaHcninaHTalms ¢a orpaHuieHu.

5.2 dapMakOKMHETUYHN CBOUCTEA

Pezop6uus: [pu nepopaneH NpueM MakcumarHuTe KoHLEeHTpalum Ha everolimus ce
pocturat cnep 1 [o 2 vyaca cnieq nipuema. KpbBHUTE KOHUeHTpauun Ha everolimus npu
maluveHTh ¢ TpaHcniaHTauus ca gososasucumi B Avanasona 0,25 po 15 mg.
OTHocuTernHata ©GUOHaNMMYHOCT Ha gucneprupawmTte ce TabneTkm B CcpaBHeHWe c
Tabnetkute e 0,90 (90%, poseputeneH uHtepsan 0,76-1,07), usuucneHa Bb3 OCHOBa Ha
choTHoleHneTo mexgy AUC Ha gearta npogykra. Edpexr Ha xXpanara: Cmax u AUC Ha
everolimus chnagat cbc ckoTBETHO 60% 1 16% npw nNpuem Ha TaﬁneTKar':'g‘,/efﬁcfr?

. pieYiy )
MasHUHK XpaHa. 3a cBexgaHe Ha BapuabunHocTTa o mMuHMMym, Certica 5.46’?3‘ g =
npMema rno efamH 1 CblUW HauYH — Camo € XpaHa Un CamMo Ha rmagHo. ,«3‘ ’ﬁ%&gﬁ@ )
g ! n*ﬁ‘ﬁv.}:}..

Pasnpepienenue: ChOTHOWIEHNETO KpbB KbM nnasma Ha everolinds f%ﬁ%B}ng B0
KOHLIEHTpaLMTe 1 Bapmpa B AwanasoHa oT 17% [o 73% B [O30BUs ANaNaseH\O7, @é’g@@@
ng/mL. CBbp3BaHETO C MMasMeHWTe nNPOTEMHW € MpubnManTenHo O




[0BPOBOALM 1 NaLMeHT ¢ YMepeHo yBpexgaHe Ha JepHofpobHaTa yHkUunA. OBeMbT Ha
paanpefeneHue, acouuuMpaH ¢ TepwmuHanuata dasa (Vz/F) y nauvertm ¢ 6v6peuna
TpaHcnnaHTaums fpu NoAgbPXKaLo neveHue, e 342 + 107 L.

Mevabonuabm: Everolimus npegcraenasa cybetpat Ha CYP3A4 1 P-rnvKonpovenH.
[nasHuTe NMeTULA Ha MeTabonnabM, WAeHTUULMPAHK ¥ HOBEKa, Ca MOHOXWPOKCUnupaHe
1 Q-peankunupade. “pes Xupponusa Ha NakToHOBUA NMPLCTeH ce obpasyBar ABa OCHOBHMW
meTtabonuta. Everolimus e rmaBHWAT UMpKynvpaw, B KpbBTa KOMMOHeHT. Huto eauH ot
OCHOBHUTE MeTabonuTti U3rnexaa He AonpuHacs B 3HaUMMa creneH 3a MMyHOCYMpPeCUBHOTO
pelicTeue Ha everolimus.

Exckpeuus: Crieq npuem Ha eavHWyHa fo3a papuvoakiueHo Genssad everolimus oT
nauvieHT ¢ TpaHcnnanTaums, npuemauy ciclosporin, npeobriaagasalloTo konuiecTso (80 %)
paaMoaKTMBHOCT CE YCTaHOBsiBa BbB heLieca, a camo HesHaunTenHo konuyecrtso (5 %) ce
exckpeTupa B ypuHata. MaxoaHoTo NekapcTeo He e yeTaHoBsABa B ypuHaTa 1 goelieca.

dapmakokuHeTnka B steady-state: dapmakokuHeTWkaTa npu nauveHtn ¢ Gwbpeuna u
chpfevHa TpaHcnnaHTauws, npuemawy everolimus gbBa nbTu LHEBHO, YcnopegHo ¢
ciclosporin 3a mMuxkpoemyricus, e cbliocTasuma. Steady-state ce goctura Kem feH 4, karo
KyMynMpaHeTo B KpbBTa € 2 fo 3-kpaTHO MNo-FOrNsAiMO B CPaBHEHWE C eKCnosuuusaTa criel
nbpBaTa [o3a. Tmax HacTeiBa 1 Bo 2 Yaca cnej npuema Ha aosata. Cmax sa 0,75 n 1,5
mg [Ba MbTW QHEBHO Bapupa B rpaHuumte 11,1 £4,6 v 20,3 £ 8,0 ng/mL, a AUC Bapupa
cboTBETHO Mexgy 75+31 u 131 £59 ng.h/mL. KpbBHUTE HamanABaly KOHUEHTPaLUuK
npepn npuem (Cmin) 32 0,75 n 1,5 mg ABa NbTM GHEBHO BapupaT CLOTBETHO Mexay 4,1
2,11 7,1+ 4,6 ng/mL. Excrioanuuata kbm everolimus octasa crabuiHa BbB BpEMETO Npes
MLpBaTa rogvHa crefl TpaHcrnaHTauvsaTa. Cmin B 3HauMma creneH kopesimpa ¢ AUC ¢
KoeUUMeHT Ha kopenauusi mexgy 0,86 u 0,94, Bba ocHoBa Ha nonynauuoHeH
(hapMaKoKMHETMHEH aHann3 KiMpBLHCBLT Ha MepoparHo npueta Acsa (CL/F) e 8,8 Lh (27%
Bapualuus MeXGY OTASNHUTE NauueHTh), a ueHTpanHuat obem Ha pasnpepnesnerue (Vc/F) e
110 L (36% Bapuauus mexgy otgenHurte nauuenty). OcrathuHara bBapuabuiHoCT Ha
KpbBHUTE KOHLEHTpalum e 31%. BpemeTo Ha nonyenumuHupare e 28 + 7 h.

YepHoppobHo yBpexaane: lNpy 8 naluenTa ¢ yMepeHo yBpexgaHe Ha yepHogpobHaTa
dyHkums (xnac B no Child-Pugh), AUC Ha everolimus ce ysenuyasa CpepHO 2 nkTh B
cpaBHeHve ¢ 8 sppasu pobBposoniu. AUC Koperwpa MOSUTMBHO C KOHLEHTpauuuTe Ha
cepyMHUst GUNMPYBIMH 1 C YABMKABAHETO Ha NPOTPOMBMHOBO Bpeme; Kopernnpa HeratusHo ¢
KOHLeHTpaLpuTe Ha cepymHus anbymuH. AUC Ha everolimus nokasea TeHAeHUWs 32
yBenMUEeHN CTOMHOCTI ApW 3ApaBuTe AobpoBonUM B criy4auTe, korato GunmpyouHeT e >34
umolL, nporpomBuHoso Bpeme >1.3 INR (> 4 sec yAbIDKeHWe) n/unn KOHUEHTpauus Ha
anbymuna <35 g/L. BrinsHueTo Ha YepHopobHO Texko yepexuane ( knac C no Child-Pugh)
He e oLeHsBaHo, HO UMa BeposTHocT edekTsT Ha AUC Ha everolimus ga Gege ronam unmm
No-ronsiM B CpaBHEHKUE C YMEPEHO TEXKOTO yBpeXiaHe. Bk 4.2,

BEb6peuHo yBpexaare: CriefTpaHCiNaHTaLUMoHHOTO yepexaaHe Ha Gb0peurara dyHkumsA
(uHtepsan Ha Clcrea 11-107 mL/min) He noerwsBa HEraTMBHO (PapMaKOKWHeTMKaTa Ha
everolimus.

Nena: CL/F Ha everolimus ce ysenwyasa NHEHO B 3aBUCMMOCT OT Bb3pacTTa Ha nauveHTa
(ot 1 go 16 roguHM), TenecHarta nOB'bprOCT (0,49-1,92 m?) u TenecHata maca (11-77 kg).
Steady-state CL/F e 10,2+3,0 L/h/m?, a BpemeTo Ha nonyenumuHupane e 30 + 11 h.
[eseTHaneceT NegnaTpuyHy naumeHT ¢ de novo 6ubpeyHa TpaHcnnaHTauus (OT 1p016
roanHW) npuemat Certican gucrnieprvpalum ce TabneTtku B fosuposka 0,8 mg/m? (MEKCVIM M
1,6 mg) ABa MbTK OHEBHO, 3aeaHo ¢ ciclosporin Mukpoemyncus. AUC Ha everolimuy

poctura 87 + 27 ng-h/mL - cTORHOCT cxofgHa ¢ Task Npy Bb3pacTHMK, npmemau.;//m

neTH AHesHo. Steady-state HamansBaww koHUeHTpauuuTe ca 4,4 + 1.7 nglmL/

NaumeHTV B HanpegHana BuapacT: lNpu BL3pacTHY nauneHTu (BL3pacT H
Xofa Ha npoyqBaHuaTa 16-70 roguHn) e KoHcTaTupaHa orpaHnyeHa pegyky




Ha everolimus crnies nepopariex npuem (CL) ¢ 0,33 % Ha roavHa. Kopekuus Ha Ao3vpoBkaTa
He ce cunTa 3a Heobxoguma.

ETHUYECKM MpousXos: Bba OCHOBa Ha MOnynauMoHeH (apMakoKUHETUMEH aHanws
KMUPLHCHLT Npu nepoparied npuem (CL/F) e cpegHo ¢ 20 % Mo-BMCOK y nauneHTUTe oT
HerpougHara paca, peUnUeHTU Ha TpaHonnanTauma. Buxk 4.2 .

OTHOWEHMe eKcroanumMs-oTroBop: Cpefkara Hamanssaluy KOHLeHTpauus Ha everolimus
3a nbpBUTE 6 MECeLa crefl TpaHCNNaHTaLuuaTa uMaT Bpb3ka ¢ YecToTaTta Ha BoKasaHoTo C
BUOMNCUA OCTPO OTXBBPIIAHE Ha NMpUcafKkatTa 1 Ha TPOMOOLUTONEHWATa Npu NauneHTuTe
6LOpeyHa UK cbpdeuHa TpaHcnnanTauus. (Buk Tabnuuara no-gony).

Bb6pevHa TpaHChnaHTauns:

Hamanasawu =3.4 3.5- 46- 58-77 7.8-150
KoHueHTpauws (ng/mL) 4.5 5.7

Bea oTxBbprsiHe 68 % 81 % 86 % 81 % 91 %
TpomboumToneHus (<100x 10 % %% 7% 14 % 17 %
10%/L)

Chbpaeyra TpaHcnnaHTauus:

Hamansasawm =3.5 3.6 - 54- 7.4-102 103-21.8
KoHUeHTpauwst (ng/mL) 5.3 7.3

Bes oTxebpnsHe 65 % 69 % 80 % 85 % 85 %
TpomBouuToreHus (<75 x 5% 5% 6 % 8% 9%
10%L)

53 MpeAKNMHUYHN JaHHN 3a De3onacHoCcT

MpepKknuHUYHKUAT Npodun Ha nexapcTBeHa BesonacHoCT Ha everclimus ce oleHABa rpu
MWLLIKIA, TUTBLXOBE, MarkuM npaceHla, maimydu v saium. [nasHuTe npuuUenHu oprann ca
MBHKATa W XKEHCKATa penpopyKTUBHA cucTema (AereHepaliUsi Ha TecTuKynapHuTe TyOynu,
HamMareHo KONMMHYECTBO crepMa B enuangumuTe M aTtpodna Ha MaTkata) npu HAKONKO Buia,
n — camo npu nibxope — Benma gpob (NoBuWeHN anBeoniapHu Makpodpary) o ouuTe
(FeHTUKYNapHO MOMbLTHsIBaHe B o6MacTTa Ha npegHWs LWee). HesHauuTernHu npomeHy B
6ubpeunte ce HabriogaeaT npu NNbXoBe (eksallepbaums Ha CBBP3aHMA C BbIpacTTa
nmnodycLMH B TyBynapHusi enuTen) U MUILKW (eksauepbaums Ha BasucHu neswm). Hsma
npuaHauu Ha 6bOpeYHa TOKCUYHOCT Y MaliMyHUTE UMk Mank1Te npaceHa.

CrioHTaHHO HacThhABALMTE Noanexalln 3abonseaHus (XPOHWMEH MWOKapAWUT Y NiTbXoBe,
Coxsackie BUpycHa WH(EKUMs B MnasMata v CbpUEeTO ¥ MaliMyHKu, Kokuuguanda
WHecTaUua B raCTPOMHTECTUHANHUS TPaKT Y Manku npaceHua, KOXHW Fiesun Y MULLKKA 1
maiimyHu) ce ofocTpaT oT nedveHueTo ¢ everolimus. Teaw Haxofkn kato UsAno ce
Habnopaesar npyu HWBa Ha CUCTEMHA eKcnosvuMs B JuanasoHa Ha TepaneBTudHa
eKCMOo3ULIMA WY NpesuliaBally o, C U3KIIYEHWEe Ha HaxXoAkuTe Y NIbXOBE, KOMTO Ce
MosBsiBAT MOL4 HWBOTC Ha TepaneBTMYHa eKchno3uuMs fopagu BUCoKaTa CTeneH Ha
pasnpegeneHne B ThKaHuTe.

Ciclosporin B kKomMOuHauma ¢ everolimus npeanssuKea No-BUCOKa CUCTEMHa EKCMosvLua Ha
everolimus 1 MOBMLIEHA TOKCWMHOCT. HAMa HOBU npuuenHu opradu y rrexosete. lpu
mMaliMyHUTe ce HabmoaaBa NosiBa Ha KPbBOWINME U apTEPUT B HAKOIKO OpraHa.

Fpn n3acnegBaHe Ha MbXKUS DEpPTWIMTET Y NNbXoBE MopgonormATa Ha TeCr Kyﬂme@g,
yBpexga npy pgosu 0,5 mg/kg v noBeue, a NOABWMXKHOCTTEZ Ha cnepmamaam
CNepmaTo30oMan 1 HYBaTa Ha fnnasMeHuA TECTOCTEPOH Ce MOoHMXaBaT npu ?4/ mg/l(/T~~|<oeTo
B jAwanasoHa Ha TepaneBTUHMHa eKCeno3mumsa N NpUYnHAB2 MOHWKEe
dhepTunuTeT. XKeHckuaT cepTunuTeT HEe ce 3acsAra, HO everolimus




nnaleHTaTa WM e TOKeWdeH 3z  nnoda. Y  nnbxose  everolimus  npeuvsBUKBa
emBpyo/EeTOTOKCMYHOCT MpW CUCTEMHE EKCno3uuMs Moj TepaneBTuyHara, ToBa ce
MaHudecTUpa Kato MopTanvTeT U HamaneHo Terno Ha nnoja. Yecrorara Ha ckeneTHUTe
sapuauuu 1 mandopmaumn npy 0,3 1 0,9 mg/kg (Hanpumep pasUensaHe Ha cTepHyMma) e
noBuileHa. EMBPUOTOKCMYHOCTTa Y 3aliumTe ce NPoRBABA KaTo YBENWYeHue CTeneHTa Ha
nosiea Ha sabapeHa pe3obpuus.

Mpoy4BaHuATa 32 FEHOTOKCUYHOGT, KOWTO MOKPHBaXxXa fpuioxuMi KpUTepun 3a pesynTar, He
MoKasBaT KracToreHHa WM MyTareHHa TokeudHocT. [Mpunoxernnero Ha everolimus ¢
NPOABLIMKATENHOCT BO 2 TOAWHW He Mokasa HUKaKbB OHKOreHeH MoTeHuwan y MUWRW n
NNbXOBE NpU Hal-ronemuTe o3Y, cLoTBETCTBAMM Ha 8,6 1 0,3 Ty odakeaHata KninKu4Ha
eKkcnoanLusA.

6 DAPMALEBTUYHW AAHHK

6.1 CnKucibK Ha NOMOLLKENTE BEWECTRa

Butylated hydroxytoluene (E321) (BytunaT xugpoKcutonyeH)
Magnesium stearate " (marHesueB cTeapar)

Lactose monohydrate (fiaKTo32 MoHOXMApPaT)
Hypromellose (xvnpomeriosa)

Crospovidone (KPOCTOBKMAOH)

Lactose anhydrous (nakrosa aHxugpar)

Colloidal anhydrous silica (konougeH Ge3BOKEH CHUmMKa-ren)
6.2 HectBMecTUMOCTH

Mpy enHoOBpemeHHO Tnpunoxenne Ha ciclosporin mukpoemycusi - Certican  mpes
HasoracTpanHa coHga, ciclosporin MukpoeMycust TpsbBa aa ce npwurnoxu npepu Certican.
[iBara nekapcTeeHy NpoAyKTa He Tpatea Aa ce cmecsar.

6.3 Cpok Ha rogHoCT
3 rofuHn
6.4 CrneypanHr ycrioBusl Ha CbXpaHeHue

[la ce chxpaHssa B opUrMHanHaTa onakoska ¢ Ueft 3alumTa o7 CBeTNikHa U Brara.
6.5 JanHn 3a onakoBKarta

Briuctep ot anymunui/nonunamua/anymiHnia/PVC.
OnaxoskaTa cuabpka 50/60/100/250 TabneTku.

6.6 WHcTpykumm 3a ynotpeba 1 cbXxpaHeHue
Oucneprupaiy ce TabnexkTy
lMpunoxenue vypes 10 ml nepopanHa cripuHyoekKa

MocraseTe gucneprupawuTte ce Tabnetkn CepTukaH B cnpuHLoBka. Makcu

konuiecTso CepTuKaH, KOETO MOXE ga Ce AUcneprupa B CrIpMHLOBKA OT 10




[obaseTe BoAa Ao mMsApkaTa 3a 5 ml. Wsvakatite 90 cek., kaTo neko pasknaiate. Crep
Oucneprispale NpUNoXeTe NakapcTBOTO Harnpaso B yoTara. MannakHeTe cnpuHUoBKkaTa ¢ 5
mi BoAa 1 0THOBO BbBefeTe B ycTata. a ce usnuat owwe 10 ao 100 mi Boga unu paspeneH

cupon.
lpunioxernue ypes3 nracmmMacoea Jaluka

lMocraeeTe gucnieprupatiure ce Tabnetkn CepTukaH B okono 25 ml Boga B NNacTMacosa
yaluka. MakcmanHoTo KonudecTso CepTukaH, KOeTo MoXe Aa ce gucneprupa B 25 ml Boaa
e 1.5 mg. TabneTkure ce OCTaBAT 3a NpMbNM3uTenHo 4Be MUHYTU A8 ce Aucneprupar,
Yalkara BHMMATENHO C& pasknawa npegu ynotpedba. BegHara cnep normbsluaxe Ha
pasTBopa vallukaTta Tpsbsa fa ce uannakHe ¢ olte 25 ml Bofa W Mony4eHUAT pas3Teop 3a

nsnue.
fipunoxeHue ype3 HazozacmparnHa coHda:

MocTaBere AncneprusalinTe ce TabneTk CepTukaH B Manka nabopartopHa Jalla, KosTo
ceabpxa 10 ml Boga v usvakatite 90 cek. kaTo nexo pasknatiare. [ocTaseTe gUCHiEpCUATa
B CrpUHLIOBKa 1 uHxexTupaliTe 6aeHo (okonio 40 cek.) B cTomallHaTa coHga. MannakxeTe
yaliaTta 1 crpuHLIoBKaTa Tpi NbTy ¢ No 5 ml Boga 1 OTHOBO MEXeKTMpanTe B coHaaTa.
Haxpan npomuiite cosgata ¢ 10 ml soga. CtomatitHaTa coHfa Tpabea fia ocTaHe 3aTBOpeHa

notHe sa 30 MuH. cneg npunaradeTo Ha CepTukaH.

7 WME 1 AGPEC HA MPUTEXATENSA HA PASPELUEHWETO 3A YIIOTPEEA

Novartis Pharma Services Inc.
Lichtstrasse 35

CH-4056 Basel

Switzerland

8 rrPow3BOANTEN

Novartis Pharma Stein AG
Schaffhauserstrasse
CH-4332 Stein
Switzerland

9 PEFMCTPALMOHEH HOMEP

0,1 mg:
0,25 mg:

5ﬂﬁgr
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10 JIATA HA NBPBOTO PA3PEILUEHUE 3A YNOTPEBA/MOJHOBSBAHE HA PA3PELIEHMETO 3A
YMOTPEEA B ELITTAPUS
11

,[lATA HA NOCHERHA PEQAKUMA HA TEKCTA
28 roHu 2004 r.
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