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1. HME HA JIEKAPCTBEHMSA ITPOJAYKT
Certican® 0,1 mg dispersible tablets / Ceprukan 0,1 mg QUCHeprrpalm ce 'Eaﬁnencﬂ
Certican® 0,25 mg dispersible tablets / Cepruxan 0,25 mg Ducneprupaiy ce TabneTky

2. KAYECTBEH U KOJIMYMECTBEH ChCTAB
Bceaka pucneprupama ce tabnerka ceabpxa 0,1 unu 0, 25 eseponmumyc (everolimus).

3a ITBJIHKS CIIMCHK HA IMTOMOIIHHUTE BCIICCTBA, BHXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Hucneprapamm ce tabnerku

Hucneprupamure ce Tabnerku ca 6enn 10 KBATEHUKABH, MPAMOPHH, KPBIJIH, IUIOCKH, ChC CKOCEHH
Kpauia.

0,1 mg: ¢ Hannue “I” oT eanara cTpada ¥ “NVR” or apyrara.

0,25 mg: ¢ Haanuc “JO” ot egHara cTtpaHa M “NVR” ot gpyrara.

4. KJIAHWYHM JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

Certican e moka3aH 3a npodHWIAKTHKa Ha OTXBBPJIAHE Ha IIPUCANKH NPH BE3PACTHU MALHEHTH ¢ HUCHK
WM YMEpPEH HMYHOJIOTHUYEH PUCK MPH AIOTeHHA TpaHCIUTaHTauuA Ha 6p6pek win cupie. Certican
TpAOBa /1a ce mpuiara B KOMOHHaIMA ¢ HUKJIOCTIOPHH MHKPOEMYJICHI U KOPTHKOCTEPOHIM.

4.2 Jo3HpOoBKAa H HAYHH HA KPHJIOKECHHE

Jleuenue ¢ Certican TpsaOBa Aa 3ano4He M J1a ce MPOBEXJIa, CAMO OT JIEKAPH C OIIHT B
HMYHOCYTIPECUBHATA TEpaNnMA CJie] TPAHCIUIAHTALUMA Ha OpraHy, HMAalllH Bb3MOXXHOCT Ja npocieasBar
HHBATa HA €BEPOJIMMYC B LIAJ1aTa KPbB.

BhipacTHH

Hauanuata gosuposka ot 0,75 mg ABa ITbTH AHEBHO e MPENOpBYBa 3a oOlLara MoIyialus MalueHTH ¢
TPaHCIUIaHTHpaH O6BOpeK WIM ChpLE, KAaTO CE NpUiara BB BE3MOXKHO HAH-KPAaTbK CPOK CHEH
TpaHCIUIaHTalMATa, JIHerHata ao3a Certican BUHary Tpsabea na ce npueMa rnepopaiHo, pasaeiceHa B 1Ba
npUeMa, ChC MK 6e3 xpaHa (B TOYKA 5.2 ) ¥ e THOBPEMEHHO C LMKJIOCIIOPHH MHKPOEMYJICHA (BHK
Tepanesmuuer 1eKAPCMBEH MOHUMOPUHZ).

Certican e caMo 3a nepopaiHa ynotpe0a.
3a no-HaTaTHUIHH HHCTPYKIIMH BXK. TO4YKA 6.6.

ITpuemamnTe Certican MalMeHTH MOXE Ja €€ HYXKIAAT OT KOPUTHPaHE Ha JO3HPOBKATA B 3aBHCHMOCT
OT AOCTUIHATATA KOHLICHTPALUA B KPbBTA, HOHOCUMOCTTa, HHAHBUYAJIHHS OTTOBOP, IPOMAHA B
CBHIIBTCTRANIUTE JIEKAPCTBA W KIMHUYHHA cTatyc. KopHrupane Ha A03MpPOBKaTa MOXE Zia Ce IPaBH Ha

HHTEepBaIM OT 4-5 nhu (BUXK Tepanesmuven AeKxapcmeen MOHUMOPUN?2). TR
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[TauWEHTH OT HErpoHAHAaTa paca: HecToraTa Ha YCTAHOBEHO C OHOIICHUs OCTPO OTXBD \gﬁﬁawopfaﬂh'ﬂ:, -*.

[pH MAUMEHTHTE OT HErPOMAHATA paca € 3HAUYMTENHO NO-BHCOKA B CPABHEHME C MALMEHTHTe OTTIPYTH, -
pacH. IMa orpaHM4eHo KOIHYECTBO JAHHH, KOUTO COMAT, Y€ MAaLlMEHTHTE OT HErpo e A

Na Ce HY>KAa4T oT no-rojeMu jgo3u Certican, 3a 13 ce MOCTHTHE CXOAHA €(PHKACHO
NAalHEHTHTE OT APYry pacH (BHK Touka 5.2). [ToHacTosAeM aHHUTE 3a epHKaCHO
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TEBpIEe HEAOCTATHYHH, 3a Ja MOXe Aa ObJaT HANpaBeHH crieluHYHH NPENOPBKY 3a yIoTpeda Ha
€BEPOJIHMMYC NMPH NAaLUEeHTH OT HETPOHIHATA paca.

Ynorpeba 11py Aelia ¥ noapacTBairy: HiMa QoCTaTBYHO OIMT, 3a 1a ObAAT HAIIPAaBEHH NPETIOPHKH 33
ynoTpe6ara Ha Certican npu 2ienia u noapactsamy. HMma camo orpanmvena uHpopmanus 3a 66peuHo
TPAHCIUIAHTHPAHHK MEIUATPHYHYU NTAUMEHTH (BIDK TOYKA 5.2).

[laiMeHTH B HampeaAHada B3pacT (=65 roauuu): KIHHHYHUAT ONUT NpH NaUHEHTH > 65 FOAWHH e
orpaHu4eH. Berpeks ye JaHHUTE ca OTPaHMMEHH, HAMA OUCBHIHH PA3/IMKU BBB (PapMaKoKHHETHKATA

Ha €BEPOIMMYC MPH NAUMEHTH 265-70 roaunu (Brk To4ka 3.2).

[laumenTu ¢ yBpenena 6u6peuna ¢pynkima: He e Heo6xoquMo KopHrupaHe Ha JJO3UPOBKATA (BIDK TOYKA
52).

[laumeHTH ¢ VBpeieHa YepHoApo6Ha ¢ynkums: KoHueHTpaUMiTe Ha eBepOIMMYC B KpbBTa TpiOBa J1a
ce ClIeAsT BHUMATEIHO MPH NALMEHTUTE C yBpeieHa uepHoapoOHa GyHKumA. [Ipy nauneHTHTe ¢ JIEKO
J10 YMEPEHO TEKKO yBpexaaHe Ha gepHoapoOHara dyrkimsa (knac A i B no Child-Pugh)
7103MpOBKaTa TpA0Ba Aa ce HAMAIM HATOJOBHHA OT HOPMaJIHATA NIPH KOMTO H Ja Ca JIBE OT CICAHUTE
o6crosrencrea; 6uwmupy6bHn >34 umol/L (>2mg/dl), anbymun <35g/L (<3,5g/dl), INR>1.3
(MpoTpOMOKHHOBO BpeMe >4 CeKyHAH yAbDKeHHe). [10-HaTaThbIUHOTO THTPHPaHE Ha A03aTa TpsaOBa na
ce OCHOBABA HAa TEPANEBTHUHHA JICKAPCTBEH MOHUTOPHHT (BIK TOYKa 5.2). EBeponmumyc He € OLieHABaH

NpH MALMEHTH C TEXKO YBPEXKAaHe Ha YepHoapoOHaTa yHkuus (knac C mo Child-Pugh, Brwx TouKka
4.4).

TepanerTHyeH nexapcTBeH MOHHTOPHHT: [Ipenopbuea ce peAOBHO NPOCICAABAHE Ha TEPANeBTUIHHTE
HUBA Ha €BEPOSIMMYC B Lif1a KpbB. Bb3 OCHOBa Ha aHAIM3 HAa EKCTIO3HLMA-(PHKACHOCT U €KCTIO3MLINS-
GezonacHocT Oelle YCTAHOBEHO, Y€ NpPH NMANMEHTHTE, AOCTHTrallM HaW-HUCKH HUBA Ha €BEPOJIMMYC B
w1a Kpee >3,0 ng/ml, vecToTara Ha JOKa3aHO ¢ OMOICHA OCTPO OTXBEP/AHE Ha TPaHCIVIAHTHPAH
OBOpeKk WK Chplie € MO-HUCKA OT Ta3H MpH MaLMEHTHTE ¢ KOHUEHTPAaUMH B KpBBTA NOA 3,0 ng/ml.
[IpenopsiBa ce ropHATA TpaHMLA HAa TEPaneBTHYHHA AuanasoH ja 6bae 8 ng/ml. Excriosuimsa Han 12
ng/ml He e mnpoyusana. Te3W mpenopbuyaHH [MANa3OHH 3a CBEPOJIMMYC C€ OCHOBaBAT Ha
xpoMaTorpag)cK1 aHaJIm3.

Ot ocobeHO 3HAYEHHE € 1a c& MOHHTOPHPAT KOHLICHTPAIMH HA €BEPOIMMYC B KPBBTA NPH NALMCHTATE
C YBpEX/aHe Ha YepHOPOOHaTa (PyHKIIMA MO BpeMe Ha €(HOBPEMEHHO NPUIIGKECHHE ChC CHITHH
UHAYKTOPH Wiy uHXHOHTOpH Ha CYP3 A4, Koraro ce MpoMeHs JICKapCTBEHATA ¢bopma WHIIH aKo
O3MPOBKATA HA LIMKJIOCTIOPMH Ce HaMaIABa YyBCTBHTENHO (BiK 4.5). Ilpw yrnotpeOa Ha
[MCTIEPTUpallH ce TabJIeTKH KOHIICHTPAlMHUTE Ha €BEPOUMYC MOXKE 114 Ca MaJTKO [HO-HHUCKH.

OnTHMAIHO KOPHIHpaHe Ha Jo3upoBkaTa Ha Certican TpafBa fa ce OCHOBaBa Ha HAH-HUCKHTE HHBA,
[OJTy4eHH >4-5 JIHH Clie TIpeIXOaHATA IPOMsHA Ha A0o3upoBKaTa. LlukiocnopuH B3aMMOJICHCTBA C
eBEpOMMYC H BCIIECTBUE HA TOBA KOHIIEHTPALIMHTE Ha €BEPONIUMYC MOXKE Na CTIalHAT, aKo
eKCTIO3MLMATA HA LIMKJIOCTIOPHH YYBCTBHTEIHO Ce HaMaiH (T.¢. Hal-HHCKY HuBa <50 ng/ml).

[IpenopeKM 3a I03APOBKA HA UMKIIOCTIOpHH IIpH 6h6pedHa TpaHCIIAHTAINAS.

Certican He Tpsa6Ba 1a € ynoTpeGgBa 3a NPOALDKUTEHHA NIEPHOAM €AHOBPEMEHHO ¢ ITB/THH 103U
muxaocnoprH. HaMaieHaTa eKCMosHIMA Ha HMKJIOCTIOPHH TIpy npuemaiute Certican NalHeHTH ¢

6B6peuna TpaHcIUIaHTauua noaoopsasa 6u6peunara ¢yHKIUA. [IOHHKEHHETO Ha €KCIIO3HLINATA Ha
LHKJIOCTIOPYH TpAOBa Ja 3anouHe | Mecen ciel TpaHCIUIaHTalHATa. B3 OCHOBA Ha JAHHUTE OT

KIMHU4YHO NpoyuBaHe A2306 (BK Touka 5.1) ce npenopbyBaT CJICAHATE TAPTeTHH JHANAa30HH Ha
EKCTIO3HIIMA Ha LIMKIIOCTIOPHH, ACHHHUPAHH CrIope]] IPOTOKOJIA HA MPOYYBaHeTO (KOHLIEHTPAlMH Ha
IIMKJIOCTIOPHH B KPBBTA, H3MEPEHH 2 Yaca ciefl NpHiioxKeHre Ha no3ara (C2)): ceAMHIM 0-4, 1000-1400
ng/ml, cenmumm 5-8, 700-900 ng/mli, ceamum 9-12, 550-650 ng/ml, ceamuuu 13-52, 350ﬁi6ng/mlB¢w\
TOBA KJIMHMYHO TIPOYYBAHE H3MEPEHHTE Hal-HUCKH KPHBHH KOHLICHTPALIMU HA HKJIOCT: WH (COY . N
(ng/ml) ca: npe3 mepeus Mecews: 239 + 114; npes TpeTha Mecell: 131 + 85; mpe3 mecT! M“eﬁemszi ENT 3
60; npez 12-Tus Mecewr: 61 + 28. 3a 1a ce cBeae 10 MHHMMYM PHCKa OT HEYCIIEX, € Baj accmeme ‘ E L‘} }
peBH, Ye KOHIICHTPALMHTE, KAaKTO Ha €BEPONIMMYC, TaKa U Ha LIMKJIOCTIOPUH HE TP oa | *
NoJ TepaneBTHYHUS ANAana3oH CKOpo Cliel] TPaHCIJIaHTalkATa.
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[Tpenu samansipaHe Ha JO3UPOBKATA HA IMKJIOCTIOPHH TPAOBa Na ce ocUrypAT steady-state Hali-HUCKH
KOHLIEHTPALIHH HA €BEPOJAMMYC B I1471a KpbB PaBHH WIHM NO-BHCOKHM OT 3 ng/ml.

WMa orpaHu4eHH JaHHH 3a J03MpoBKarTa Ha Certican npu HaW-HUCKH KOHLICHTPAIMH Ha LIHKJIOCNIOPHH
noa 50 ng/ml i C2 nuea noa 350 ng/ml no BpeMe Ha noaabpikamiara ¢gasa. AKO NaLUEHTHT HE MOXKE
1a TIOHECE MOHMKEHATa eKCIIO3HLIMA Ha [IMKIOCTIOpKH, TpA0Ba Aa ce 00ChAW NMO-HATATHLIHATA
ynorpeba Ha Certican.

HQEHOE'BRH 3a JO3HPOBKA HA MHKNOCIIOPHH TIPpH CEPACYHA TPAHCIUIAHTAIINAL.

3a na ce nmoaoOpu OpOpeuHaTa ¢GyHKUMA NPH NALMEHTHTE CHC CHPACYHa TPaHCIUIAHTALMA 10 BpeMé Ha
noaaep:KaiaTa ¢asa, J03HPOBKATA HA LIMKJIOCTIOPHH TpAOBa Aa ce HaMaJld ChOOpa3HO MOHOCHMOCTTA.
Axo yepexnaHeTo Ha 6BOpeunara GyHKIUA € IpPOrpecHpaIlio MIH aKO H3YHCIACHMAT KPEeaTHHHHOB
KMpeHC € <60 ml/min, TepaneBTHYHMAT pexuM TpsAOBa na ce kopurumpa. IIpH nanpeHTHTE CBC
ChpJ€YHAa TPAHCIUTAHTALUA ONPEAC/IHETO HA JO3WPOBKATA HA IHMKJIOCTIOPHH MOXKE /la €€ OCHOBaBa Ha
onyra oT npoyusade 2411, B koero Certican e npunaraH ¢ IHKJIOCIOPHH ¢ PEIYLMPAHH HaH-HUCKH
nuea (C0) kaxro cnensa: npes nupsus mecell: 200-350 ng/ml, npe3 sropusa meceu: 150-250 ng/ml, npes
3-4 mecer: 100-200 ng/ml, npe3 5-6 mecew: 75-150 ng/ml, npe3 7-12 mecew: 50-100 (usmepenuTe H1Ba
ca MpeACTaBeHU B TouKa 3.1).

[Ipy nauuedTHTE CHC CHPACYHA TPAHCIUIAHTALMA UMAa CaMO OrpaHMYEHH JaHHM 32 JO3MpPOBKAaTa Ha
Certican npH Haii-HHCKH HMBa Ha 1MKiIocnopHH noA 50-100 ng/mL cinen 12 mMecena. AKO NallUEHTHT HE
MOKE /12 MTOHECE MOHIDKEHATA EKCIO3MLHMA Ha LMKIOCMHOPHH, TpAbBa fa ce o0ChAH TMO-HATAaTHLUTHATA
yrnotpeda Ha Certican.

IIpenu HamMa/IIBaHe Ha JIO3MPOBKATa HA LIMKJIOCTIOpHH TPAOBa Aa ce ocurypsT steady-state Hal-HUCKM
KOHLIEHTPALMK HA eBEPOJIMMYC B LfU1a KPBB PABHH WIH NIO-BUCOKH OT 3 ng/ml.

4.3 IIpoTHBONOKA3AHHA

Certican € MPOTHBOIIOKA3aH NPH MALIHEHTH ¢ U3BECTHA CBPBXYYBCTBUTENHOCT KBM €BEPOJIHMYC,
CHPOJINMYC HJIM HAKOE OT MOMOIIHHTE BEIECTRA.

4.4 ChnenuMa/JIHHE NpeAyNPexXACHHS U NPeANAZHA MEPKH NPH ynoTpeda

B ycnosHATa Ha KITMHHYHH W3nuTBaHua Certican e NpHiarad yCropeaHo ¢ IHKIOCNOPHH
MHKPOEMYJICHA, GasinHkcuMab 1 KopTHKocTeponan. Certican He € afeKBaTHO MPOyYeH B KOMOHHALMA
¢ APYrd HMYHOCYTIPECOPH, Pa3IHYHH OT CTIOMEHATHTE.

Certican He € a1eKBATHO MPOYYEH MPH MALHEHTH ¢ BUCOK HMYHOJIOTHYEH PHCK.

dapMaKOKHHETHKATA Ha €BEPONHMYC HE € IPOYyYeHa NPH NALUHEHTH C TEXKO YBPEXKAAHE Ha
yepHoapoOHaTa GyHKUHMA. [IpH Te3H NaLMCHTH Ce NMpenopbiBa BHUMATEIHO MOHHTOPHPAHE Ha
KPBBHUTE Ha¥-HHCKH KOHLICHTPAIHH Ha EBCPOTIUMYC.

CHITLTCTBAILIOTO MPHIIOKEHHE ¢bC CIHA nHxHOUTOpU Ha CYP3 A4 (HanpuMep KeTOKOHa3017],
MTPaKOHAa30J, BOPHKOHA30J1, KJIAPUTPOMMIIMH, TEINTPOMHIIHH, PHTOHABHMD) H HHAYKTOPH
(nanpuMep pudaMnuLMH, prudabyTHH) HE € NPENOPHUHTENHO, OCBEH aKO €BEHTYAIHHTE IO/13H HE
NPEBHLIABAT PHCKA.

[IpenopphuBa ce MOHHTOPHHT HAa KPBBHUTE Hal-HHUCKH KOHLIEHTpali¥ Ha €BEPOJIMMYC BUHArH, KOraTo
eZTHOBPEMEHHO C HETO Ce IPIIAaraT HHAYKTOPH Wi HHXUOUTOpH Ha CYP3 A4 W cnen npexpaTsBaHe Ha
npueMa UM (BX Touka 4.5 ).
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M3TI0KeHH Ha MIOBHINEH PUCK OT Pa3sBUTHE Ha TMMGPOMH U IPYTH 310KaUECTBEHH 00pa3yBaH
CIEHHATHO T10 KoXKaTa (BuX Touka 4.8 ). AOCOMIOTHHAT PHCK H3TJIEKIa CBBP3aH MOBEYE C 7 j-*r / G, ;:\ R
NMPOABLDKHTEHOCTTa M HHTEH3HTETa Ha HMYHOCYTIPECHATa, OTKOJIKOTO ¢ ynorpedara Ha eglg‘i' { m _
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[TaruenTiTe, TIPHEMAITN MMYHOCYNIPECHBHH JIEKApPCTBEHH NPOAYKTH, BrmouurenaHo Certican ca
M3J0’KEeHHM Ha [TOBHUIEH PHCK OT pa3BHTHE Ha HHPEKUMH, HO-CIELHAAIHO ¢ ONOPTIOHHCTHYHH NATOreHH.
Mma chobIeHns 3a HHOEKUMH H CENCHC ¢ ¢aTalieH U3X0X NpH nauueHTH nekysaHu ¢ Certican (Brx
Touka 4.8 ).

B xona Ha KIMHMYHM npoyusaHusa Ha Certican npes mepBuTe 12 Mecena caen TPaHCIUTAHTALUATa €
NpularaHa aHTUMHUKpoOHanHa npodunakTika cpery Pneumocystis jiroveci (carinii) nHEBMOHHA.
[IpodunakTtuka cpeiry cytomegalovirus (CMV) ce npenopsusa 3a Nepuoja Ha MBPBUTE 3 MeCeLla CIeA
TPaHCIUIAHTALMATA, [I0-CNELMAITHO MPH MIALMEHTH C MOBHLIEH PHCK OT uHpexkuua c CMV.

Venopenuoro npuwioxkenne Ha Certican ¥ IMKIIOCIIOPHH MHKPOEMYJICHS NPH NALUCHTH C
TPAHCIVIAHTALIMH C€ aCOL[MHpa ¢ MOBHLICHHE Ha CEPYMHHA XOJIECTEPOIT H TPHINIHUEPHAH, KOSTO MOXKE
Aa H3ncksa jedenue. [Ipuemamure Certican nauueHTy Tpsabsa 1a 62T MOHUTOPHPAHH 32
XHIIEPIHITHAEMHAS U TIPH HYX/1a [a e NMPHIaraT MOHWKABALH JTHITHIHATE KOHLICHTPALMH JIEKAPCTBCHH
NPOAYKTH M MOXXOMALIM KOPEKLIMH Ha XPaHUTETHIA pexxuM (Bibk Touka 4.5 ). Heobxonuma e onenka
Ha CHOTHOIIEHHETO PHCK/TION3a MPH MAIMEHTH ¢ YCTAHOBEHA XUIICPIMITAASMI, MPEJH /1a CE 3arl04He
HMyYHOCYTpECHBHA Tepamua skmousama Certican. ITo nogo6en HaumH TpsabBa na ce npeoLieHH
CHOTHOLIEHHETO PHCK/TION3a npH yrioTpeba Ha Certican OT MallHEHTH ¢ TEXKKa pedpakTepHa
XMIIEPJTAMHACMUAL.

TlaupeHTy, MpH KoUTo ce Ipunara uaxubuTop Ha HMG-CoA penykrasarta u/unm ¢gubpar, TpaOBa fa
6'b1aT MOHHTOPHPAHH 32 BE3IMOXKHO Pa3BUTHE HAa HEXEJIAHWTE peaklliy, OMMCaHH! B KPATKHTE
XapaKTEpPUCTHKH Ha CHOTBETHHUTE JICKAPCTBa (BHDK TOYKA 4.5).

[IpH BCHMKM MALMEHTH ce MpenopbyuBa peoBHO Npocaenapane Ha 6p0peunara dyHkuys. Ilpn
MalHeHTHTe C MOBUIICHH CEPYMHH HUBA Ha KpeaTHHHHaA TpAOBa Aa ce pasriiea noaAxoAdlla KOpeKIHa
Ha MMYHOCYIIPECHUBHHS PEKUM H TO-CIIELHATHO PeIyKUKMA Ha JO3HPOBKATa Ha LIMKJIOCTIOPHH.
Heo6XoauMo € TIOBHIIEHO BHHMaHKeE MPH €IHOBPEMEHHO TNpHIIaraHe ¢ ApPYTH JISKapCTBCHH MPOXYKTH,
33 KOMTO € M3BECTHO, Ye MMaT HebnaronpuareH egekT pppxy On0peunara QyHKIHA.

IMaLueHTUTE ¢ PeAKH HACIeACTBEHH NPoGIeMH KaTo ralakTo3Ha HEMOHOCHMOCT, Lapp nakTaseH
neGUIHT WK [IOKO30-TajlakTo3Ha MatabcopOLHA crito He TpsA0Ba 1a MpHeMaT TO3H JIEKApCTREH

NPOAYKT.

Bakcanauus: HMyHocynpecopuTe MOrar ja IOBIHAAT OTTOBOpa Ha BakcuHalMATa. 11o Bpeme Ha
JIEUEHHE ¢ MIMYHOCYTIPECOPH, B TOBA YHCIIO ¥ €BEPONINIMYC, e)eKTHBHOCTTA Ha BAKCHHAIIMATA MOXE /1a
ce MOHWKY. YnorpebaTa Ha )KHBH BakCHHH TpaOBa 1a ce u30dAraea.

JIuarHosa HHTEpCTHLHAAHO GenonpobHo 3abonapane (Mb3) Tpsadea aa ce nMa nipeaBU NPH NALHCHTH,
KOWTO HMAT CHMITTOMH Ha MHGMEKIMO3HA THEBMOHHUS, HO HE OTTOBApAT Ha ICHEHUETO C AHTHOHOTHLIM H
ApH KOMTO UH(PEKUHO3HH, HEOTUIACTHYHM Y APYTH He JIEKApCTBERH NPUYHHHM €3 OTXBBPIICHH HOCPEICTBOM
noaxoadu wcneasanus. Ciaydan va UB3 ca crobwenu npu nedeHue ¢ Certican, KOUTO OTIIYMABAT Clie/T
MPEYCTAHOBABAHE HA JIEYEHHETO C WK €3 Tepanus ¢ MIIOKOKOPTHKOMAHN (BHXK TOYKA 4.8).

4.5 BiaumopeiicTBHe ¢ APYTH JEKAPCTBEHH NPOJYKTH H ApyrH ¢opmMna Ha B3auMOJeHCTBHE

Erepomumyc ce MeTaGonusupa npeaumuo ot CYP3A4 B yepHus Apo0 U 0 H3BECTHA CTETICH B
YpEeBHATA CTEHA M MPEICTABISBA CyOCTPaT Ha MyATHICKAPCTBEHATA euryKCcHa romna, P-
riaukonpoteun. [Topaau ToBa pe3opbumaTa H NMOCIeABAOTO €TMMHHHPAHE Ha CHCTEMHO
pe3opOHpaHKs eBEpOTUMYC MOXE Ja Ce TIOBIMAAT OT JNEKAPCTBEHH NMPOIYKTH, KOUTO MOBJIMABAT
CYP3A4 unu P-ruxonpoTerHa. EAHOBpEMEHHOTO NPHIOKEHNE HA CHIHM MHXUOHTODH HITH
MHIYKTOPH Ha 3A4 He e npenopbunTeNHo. MHxubuTopuTe Ha P-rmHKonpoTeHa MOXKE 1a HAMAJIAT
edyKca Ha eBEpPOJMMYC OT YpEeBHHUTE KJIETKH H [ia MOBMUIAT KPBBHATE KOHLEHTPAlMHK Ha €BCPOJIUMYC.
T T

In vitro, epeponumyc € koHkyperten Haxu6uTop Ha CYP3A4 u CYP2D6, kato HOTEHHHRHHCF““' ; "R,

i
B3aMMOJICHCTBISATA i1 Vivo ca OWiH ripoBeieHH 6€3 ¢ JHOBPEMEHHO HpPlJ'lO}KEHHe Ha mocmpﬂﬂ : ;ﬁ ¥ .‘E
kinocnopud (mHxuoutop Ha CYP3A4/PgP): bHoHainvHOCTTa Ha €BEPOJTUMYC 3HA 1% Ee HDBHIHBB&“ <
o ;
MPH €HOBPEMEHHO NMPIIOKESHHE HA HKJIOCIIOpHH. [1pH npoyvBaHui Ha HUKIOCIIOPH }1{@*‘* ,

(Neoral) B eauHuuny 1034 npH 3apaBu Aobposonun AUC Ha eBepoTMMYyC ce yBenu4YaBa



46 % no 365 %), a Cmax - ¢ 82 % (ot 25 % g0 158 %) B cpaBpHEHHE ¢ MOHOTEPAIIHA C €BEPOJIMMYC.
BE3MOXHO € 12 BE3HUKHE HEOOXOAMMOCT OT KOPEKLMA Ha JO3ZUPOBKATa Ha €BEPOIMMYC IIpH NIPOMSIHA
Ha O3MPOBKATA Ha LIMKIOCTIOPHH (BIDK To4Ka 4.2). Certican UMa MaJIKO KJIHHHYHO BIHAHHE BBPXY
¢apMaKOKHHETHKATA HA LIMKJIOCTIOPHH MIPH NalKeHTH ¢ OpOpedna Wi chpAeyHa TpaHCIVIAHTALKA,
IpHEMALH LIUKIOCIIOPHH MHKPOEMYJICHS.

Pudammuiun (naaykrop Ha CYP3 A4): [Ipu neveHue Ha 3paB¥ AOOPOBOJILIM ¢ MHOTOKPATHH I03H
pudaMITHIIKH, TIOCTEABAHHN OT eAUHUAYHA f03a Certican, KMMPBHHCA Ha EBEPOIUMYC C€ yBE/IMIaBa
npuGIH3HTENHO Tpy mbTH, Cmax ce noHmwkaea ¢ 58% u AUC cbino ce nonnxkasa ¢ 63%.
KoMOuHanuaTa ¢ pudaMIIHIHH He Ce TIpenopb4Ba (BHXK TOUKa 4.4).

AropsactaTuH (cybcrpar Ha CYP3A4) n nmpasacratuH (cy6ctpar Ha PgP): Ilpunoxennero Ha
eIMHUYHHM 03K Certican ¢ aTOPBAaCTaTHH WIH NPABaCTaTHH IPH 3ApaBH ACOPOBOIM HE MOBJIHABA
¢apMaKOKMHETHKATa Ha aTOPBACTATHH, MPaBaCTATHH K €BEPOTUMYC, KaKTO H 00lllaTa OHMOaKTHBHOCT Ha
HMG-CoA peaykTasaTa B [UlazMaTa B KITMHHYHO 3Ha4uMa cTeneH. Te3H pesynratd He Moxe 1a ObaaT
eKCTparnoiaupanu 3a apyra HHxuburopu Ha HMG-CoA peaykra3zara.

[TauuenTure TpsaOBa Aa 6bAAT MOHHTOPHMPAHH 32 HACTHIIBAHE HAa PpabJOMHONK3A K APYI'Y HEXKENAaHH
JNIEKAPCTBEHH PEaKIMH, OMMCAHH B KPaTKUTe XapaKTepUCTHKH Ha HHXHOuTopuTe Ha HMG-CoA
peayKTasara.

JIpyrd BB3MOKHY B3auMoJIeiicTBHA: Y MepeHHTe HHXHOHTOpH Ha CYP3A4 u PgP Moxe na nopuuar
KPBBHATE KOHLICHTPaLKH Ha everolimus (HanpHMep npomuso2sbuunuy éewjecmea: HITyKOHa3oM,
MAKPOAUOHY aHmubuomuyy. EpUTPOMHULIMH; O0KepU HA KAlyuesume KAnam: BepanaMun,
HUKAPIKIHH, JHITHA3eM; HpomeasHu unxubumopu. HelIPUHABHDP, HHIWHABHP, aMIIPCHaBHP.
Unayxropure Ha CYP3A4 Moxe na ycwiaT MetabonH3Ma Ha €BepOIMMYC U 12 MIOHWXKAT KPHBHUTE
KOHLICHTPALliHM Ha €BEPOIMMYC (HANPUMED JKBAT KaHTapuoH Hypericum perforatum),
anmuxonayrcanmu. xapbamasepus, penobapOuran, heHutonn; anmu-HIV nexapcmeenu npoOyKmu.
epaBUPEHLl, HCBHpAIuH).

TInoa M COK OT rpeindpyT NOBNKABAT aKTHBHOCTTA Ha uHTOXpoM P450 n PgP 1 nopamm Tosa Tpabea na
ce u30Arear.

BakcuHauus: UMyHOCYIIpECOpHTE MOTaT /1a MOBJIMAAT OTTOBOPA Ha BAKCHHALMATA H BAKCHHHUPAHETO 1O
Bpeme Ha neuenue ¢ Certican Moxe aa 6pae mo-cnabo edexTuBHO. YmoTpebaTa Ha XXMBM BaKCHHH

TpsAOBa Ja ce n3bAraa.

4.6 bpeMeHHOCT H KbLPMeEHE

Hsama gocTaThyYHM JaHHH 3a ynoTpebarta Ha Certican npu 6peMeHHH keHH. M3cneBaHus NpH )KHBOTHH
noka3BaT e)eKTH Ha PeNpOIyKTHBHA TOKCHYHOCT, BKIIOYHTENHO eMOpHO/(PeTOTOKCHYHOCT (BIK TOUKA
5.3 ). TIoTeHLIMATHHAT PHCK 32 YOBeKa He € usBecTeH. Certican He Tpa6Ba Jla ce mpHema OT OpeMEeHHH
’KE€HH, OCBEH aKO MOTEHIMANHUTE I0JI3H HE NPEBUILIABAT NOTEHIMAIHMA PUCK 3a rutoaa. KeHure ¢
IeTepoieH MoTeHua TpAGea Ja 6BAAT CHBETBAHH A H3MON3BAT €QHKACHH METOMH 32 KOHTPaLICILIHA,
aokarto npreMar Certican W 1o 8 ceAIMHLM cieJl IPEKpaTABaHe Ha JICYCHHETO.

He e U3BECTHO AAMH €BEPONIUMYC CE€ EKCKPeTHpa B KbpMaTa IpH YoBeka. I1pH uscneBaHus ¢ XXMBOTHH
eBEPOTMMYC M/WJIH HErOBUTE MeTabomuTH 6Hp30 M JIECHO IIPEMHHABAT B MJIAKOTO Ha KbPMEILH
mwrsxoee. [lopaayn TasH npuuuHa, npueMamure Certican xkeHH He TpAOBa 1a KbPMAT.

4.7 Edexrn Bbpxy cnocobnocTTa 3a modnpane # paboTa ¢ MAKIHHY

Edektute BBpXY crocoGHOCTTA 3a modupaHe ¥ paboTa ¢ MAUIMHH HE Ca MPOY4BaHH.
4.8 Hewxenanu JeKAPCTBEHH PEAKIAH o

YecroTaTa Ha H30pOSHUTE TO-A0JIY HEXENAHH peaKLIHH € H3BeJCHa B X0/1a Ha TPH eI - e
NPOyYBaHMs M rnpeacTariBa o6o6mena nHdopmauus or 1199 narmuentu. Tosa ca/ _;ga;-lﬁommnpaﬂﬂ o
ABOMHO-CJIENH, KOHTPOJIHPAHH, MYJITHLEHTPOBH MpOyJBaHus: 2 NpH de novo 6p0pesm i

TpaHCTIIaHTamHK B 1 Npu de novo CHPACYHN TpaHCIAaHTaHH, B KouTo Certican ﬁp aI‘a B A3 *’* j T ]
,«yé{lapegm & _f‘ & /
LMKTOCTIOPHH MHKPOEMYJICHS M KOPTHKOCTEPOUAK. B IOMbIHEHHUE e BKITIO4YeHa HHBQPMALNE 33 . Ny
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YeCTOTATA HAa HEXKEJTAHUTE PEaKkiiiy OT ABE OTBOPECHHU KIMHUYHM Npoy4dBaHud. B Te3n npoyusaHus ce
oneHsBa ehpUKacHOCTTa K 6e3onmacHocTTa Ha Certican 1,5 1 3 mg qHeBHO B KOMOMHAIUA C HAMAJIEHA
eKCIIO3ULHA KbM LIMKJIOCIIOPHH TIPH de novo peurnyeHTyd Ha 00peyHH TPaHCIUIAHTAHTH.
Hexenanure peakuuu ca roApeieHH ChITIaCHO CIEAHUTE KaTeropum:

MHoro decTu > 1/10

YectH >1/100 u <1/10
HeuecTH >1/1 000 » <1/100
Penxu > 1/10 000 u <1/1 000
MHOro peiaku

HAINPaBCHA OLICHKA)

<1/10 000, ¢ HewzBecTHA YecToTa (OT HAJIMMHUTS JaHHH He MOXKe Aa ObAe

TIpeacraBeHata no-gony Tabnuna 1 chabpika HEXKEJIAHHUTE PEaKIlMM, Bh3MOXKHO HIIM BEPOATHO
cpbp3anu ¢ Certican W HabmogaBaHM B KIIMHUYHH npoyuBaHus ¢aza III (npu 666peuna u cupaeyHa
TpaHcmanTalma). Tabnuuara e checTaBeHa chOOpa3HO CTAHAApTHATA KIIACH(PHKALNA 1O OpraHH

cucreMn MedDRA:
Tabanna 1
Cacrema YecToTa Hexes1aHa JieKapCTBEHA PeakIHA
Hupexuuu 1 YectH BupycHu , 6akTepranHu U reOMYHH HHOEKIHH,
NapasuTo3u CeICHC.
HeuecTH PaneBa nHpekumus
i
Hapymenus na MHoro yecTH JleBKOMEHHA

KPBBOHOCHATA U
JTAM(HATA CUCTEMA

CopAevYHH HapyLIEeHHA

EHOOKpHHHH
HapYILICHHA

MeTaboIuTHH U
XpPaHUTEITHH
HapyUICHUs

Cba0BU HApYIUCHHSA

PecninpaTtopHHy,
TOPAKAJIHY U
MEAHACTCHAIIHH
HapyILLIECHUS

["acTpo-uHTECTHHAMHHA
HapyILICHHUS

YectH

Heuectnn

MHoro uectH

HevecTHn

MHOro 4ectu

YecTH

YecTH

MHoro uectH
YecTH

HeuecTH
Peaxu
YecTn

1
Tpomﬁoumoneﬂnﬂl, aHEMHUSA , KOaryJaonarus,
TPOMOOTHYHA TPOMOOLIMTONIHYHA
NypIypa/XeMOJIMTHYHO-YPEMHYECH CHHJIPOM

XeMo/iu3a

[TepukapauaiHa edy3ns’

XUMoroHagu3bM IMpH Mbxke (TIOHHKEH
TECTOCTEPOH, NoprimeH LH)

XunepxonecTeponeMus, XHIEPIHITHACMHUA

XMnepTpurivLepHacMus

3
Xuneprouus, tumdouene’,

BEeHO3eH TpoMO0oeMOOIN3BM
2
[TneBpanHa e@y3us

I THeBMOHHA

Unrepctunmanio 6ex0apobHo 3a00/14BaHe
benoapobua anseosiapha NPOTEUHO3A o=,

.. r e " H.'ﬁ
R TEPIEN

o~ b
KopeMHa 00nka, fMapus, raficHe, Mapkpearur, '
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XenaToOunHapHu Heuecrn Xemnartut, “epHOAPOOHU HAPYILICHH, KBIITEHHIIA,

HapYLIEHHA OTKJIOHEHHS BBB (PYHKIMOHAIHHTE YepHOAPOOHH
TECTOBE
Hapyrenua Ha xoxara “ecru AHIMOHEBPOTHYCH elieM’, aKHe, YCIIOKHEHHE Ha
Y MOJKOKHHUTE ThKaHH XUPYPrU4YHH paHH
Heuectn Ob6pus
Hapymienus Ha Heuectu Muanrus
OTMOPHOBUT ATETHHUS
arapar
brOpeunu v ypuHapan  Yectu HWH}eKkiMy Ha TUKOYHHUTE ITETHIIA
HapYIICHHA Heuvectu TyGynapHa HeKpo3a Ha 6u6peKa’, mienoHedpuT
O6111 HapyIIeHHS U Yectu Orok, bonxa

CHCTOSHHA B MACTOTO
Ha NPHJIOKEHHE

' Mo3ozaBrcHM edeKT € yCTAHOBEH WIH € HabNoaBaHa 3HAYHTEITHO NI0-BUCOKA YECTOTa MPH
NaLMEHTHTE Ha 3 mg AHEBHO

TIpu chpAeYHA TPAHCILIAHTALMA
*TIpyu 6B6peuHa TPaHCIUIaHTAL
* Nosumenu y-GT, AST, ALT

> HpeAMMHO MPH NALMEHTH, NOTy4aBallld eJHoBpeMeHHo neueHue ¢ ACE nixuburopy

JInmbomu nnm umdponponudepaTHBHO 3abosBaHe HacThbnBa IpH 1,4 % OT MauHMeHTHTE, NPHEMALLH
Certican (1,5 mg win 3,0 mg AHeBHO) B KOMOMHAlIMA ¢ JAPYTrH HMYHOCYNPECOPH B KOHTPOJHpaHH
KIMHUMHM TIPOYYBAaHWA, KOHTO ca OWIM TIpociefeHH Hai-MalKo €XHa TroJWHa. 3JIOKa4ECTBEHM
obpasyBaHHsd Ha Koxarta ce pa3BueaT y 1,3 % oOT naupieHTHTe, APYTH THIOBE 3JIOKA4CCTBEHH
obpasyBaHua ce pa3euBat y 1,2 % oT naupeHTHTE.

YecTOTaTa HAa MNPOSBA HAa HEJKENIAHWTE JICKAPCTBEHH PEaKLIHU MOXE Ja 3aBUCH OT HMYHOCYNIPECHBHUA
pexxuM (HanpuMep TEXECT M NPOAB/DKHTENHOCT). B LeHTpalu3HpaHUTe KIHHHYHH NPOYHBaHUA TIpH
nanmeHTyTe, npuemaind Certican B KOMOWHAIMA ¢ MBJIHA 1033 LHKIOCIIOPMH MHKPOEMYIICHA, CC
HabmoZiaBaxa MOBHMIIEHH HHBA Ha CEPyMHMS KPEaTHHHH C IO-BHCOKAa 4Y€CTOTa B CPaBHEHHE C
KOHTPOJIHHTE rpynH. [IpH peayumpaHa JO3HPOBKA Ha IMIJIOCTIOPMH MHKPOEMYJICHA 001ara 4ecToTa Ha
HEXENaHHUTE PEaKIMH € MTO-HUCKA (BIDK TOUKa 5.1).

[TpodwrsT Ha nekapcTBeHa Ge3omacHOCT Ha Certican NpH NPUICKEHHE ¢ pelyLimpana 1032
LUKAOCTIOPHH € CXO/ZIEH C TO3H OT TPUTE LIEHTPaAH3HPaHK NpOy4BaHHs, IPH KOUTO € NMpHIaraHa NbJjIHa
032 LHKITOCTIOPHH, ¢ H3KTIOUEHHE Ha NIOBUILICHUATA HA CEPYMHHS KPEATUHHUH, YUATO 4ECTOTA € MO-
HHCKA, a CPEIHHTE M MEKIHHHUTE CTOMHOCTH Ha CEpYMHHS KPEaTHHHMH Ca MO-HHCKH B CPaBHEHUE C
¢aza 1II — mpoyupaHusTa.

CryuauTe Ha HHTEPCTULHANHO Genoapobro 3aonsBane, BIIIOYBALLM NAPEHXUMHO BenonpobHo
Bb3nasieHue (IIHEBMOHHT) WM GHUGPo3a ¢ HEHH(EKIMO3HA ETHONOTUSA, HIKOM OT KOUTO ¢ (paTasie
H3X0/1, HACTBNBAT NPH NALMEHTH, KOUTO [101YYaBaT PANlaMHUMAH Y NMPOU3BOIHH, BIUIIOUUTETHO
Certican. KaTo 114710, CECTOSHMETO OTIIYMSBA CIIE IIPEyCTAHOBABaHe Ha AeueHueTo ¢ Certican WHIK
npuOaBAHETO HA MIIOKOKOPTHKOHAH.

4.9 TIlpemosupane T

T Ty

B npoyuBaHHs NpH )XUBOTHH €BEPOIMMYC JEMOHCTPHPA HUCHK NOTEHLKA 33 OCTpa Toxggj & C_J.Ief frrk;.a:f\ :
e S

NPHIOKEHHE Ha €AMHHYHH repopainHu ao3m oT 2000 mg/kg (orpaHuyeHo H3ciieJBaHe) vié f ST

HaOMIOAABAT CMBPTHH CITy4YaH HIIH T€KKa TOKCHYHOCT HUTO IIPH MHUIUKH, HUTO fIpH nmsx&pe \-‘_1 E

'
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HoknaaBaHUAT OIHT NPH MPEAO3UPAHE Y YOBEKA € MHOTO OIpaHHYeH, HMa CIHH eI[HHC‘ll\BeH cnyqaﬂ Ha fgf J oo

CJTy4aifHO MorTeINaHe Ha 1,5 mg eBepoMMyC OT 2-TOAHIIHO AETE, IPH KOUTO He ca HﬂﬁW&BﬂI—IH j . /
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HeXKeJlaHu peakuuH. EAMHHUYHM 103U A0 25 mg ca NpWIaraH! Ha NalMeHTH CJie]] TPaHCIUIAHTALIMA C
[PHEMJIHBA TTIOHOCUMOCT IIPpH OCTPa TOKCUYHOCT.

BB BCHUKH CITydad Ha npeao3npaHe TpaOBa Aa ce npeanpueMar o0y NOIBPKAIIH MEPKH.

5. ®APMAKOJIOTHYIHH CBOHCTBA

5.1 ®dapmakoaHHAMHYHH CBOMHCTBA
PapMakoTepaneBTHYHA IpyIa: cellektTuBHH UMyHocyrnpecopH. ATC kon: LO4A A 18.

EBeponumyc, HHXMOUTOP Ha NpOIHGCPATHBHATE CUTHAJIH, IIPSAOTBPATABA OTXBHPJISHETO HA
NMpHCaACHUS OpraH y rpu3ady B HeHOBEKONOAO0OHH IIPHMATH el aloTpaHciuiaHTamus. IIpoaykreT
OCBLIECTBIBA HMYHOCYIIPECHBHOTO CH ACHCTBME Ype3 HHXHOMpaHe Ha NpoiaudepaluiTa 4 OTTaM Ha
KJIOHAIHATA €KCMNaH3uA Ha aHTHI€HHO aKTHBHPaHHU T-KJIeTKH, KOSTO ¢e NPEeAN3BUKBA OT T-KJIE€ThYHO
cneU(pUIHA HHTEPICBKHUHH, HAlIpUMEDP HHTEPJIEBKHH-2 U HHTEpIEeBKHH-15. EBeponumyc uuxubnpa
BBTPEKJICTHYHUTE CUTHATHH NNBTHILA, KOUTO C€ OTKIIOUBAT IPH CBHP3BAHETO HA TE3U PACTEIKHU
(akTOpH Ha T-KJIETKUTE CBC CHOTBETHATE MM PELICIITOPH, HOPMAJIHO TOBA BOJHU JI0 KJEThYHA
npoyindepannd. biiokupaHeTo Ha TO3M CHIHAN OT €BEPOJIMMYC BOAM ACQ CTON Ha KNETKHUTE B CTaauii (G
OT KJIETHYHUA HUKBJL.

Ha MonekynspHO HHBO €BEpOIUMYC 00pa3yBa KOMIUIEKC ¢ UHTOIIasMeHuA nporeudH FKBP-12. B
[IPHUCHCTBHETO HA €BEPOIUMYC CTUMYJIMPAHOTO OT pacTeskeH ¢akrop docdopuinpare Ha p70 S6
KMHa3aTa ce HHxubupa. T xato pocdopunupaHero Ha p70 S6 kHHa3aTa ce OCBIECTBABA 10
koHTpoia Ha FRAP (Hapuuan ceuio m-TOR), Tazn Haxoika HaBEKAa HA MHCHJITA, Y€ KOMIUIEKCHT
esepoiuMyc-FKBP-12 ce cBBp3Ba KbM HEro M Mo TO3M Ha4uH nosnussa GpyHkuusaTa Ha FRAP. FRAP e
KJIIOMOB peryaupalll NpoTeuH, KOUTO ynpapisa MeTaboJIM3Ma, pacTeka U NpoaudepauulaTa Ha
KJIETKUTE, MOTHCKaHeTO Ha GyHkumATa Ha FRAP 0bscHaBa cnupaHeTo Ha KNETHYHUA LHKBII,
MPEAU3BHKAHO OT €BEPONTUMYC,

EBEPOJ’IHMYC, cneaoBarciiio, HMa MCXaHH3IbBM Ha ,[[EﬁGTBHB, Pa3JIMHCH OT TO3H Ha UMKJIOCIIOPHH. B
NpeaAKNInHUYHHA MOJIC/IH Ha aJIOTpaHCITaHTallkuA KOMOHHaIUATa Ha CBCPOIITMMYC H HUKJIOCIIOPHH € I10-
ec];mrcacna OT MOHOTCPpaIIITA C ABAaTa IIPOAYKTA ITOOTIIC/IHO.

EdexTsT Ha eBEpPOJIMMYC HE Ce orpaHu4aBa camo a0 T-knerkure. Tol no-ckopo uHxubupa odiarta
CTHMYJTHpaHa oT GaKTop Ha pacTexka nponddepalda Ha XeMaTONOSTHYHH H HeXeMaTOIIOSCTHYHH
KJIETKH, KaTO HalpUMeEp KJIETKUTE Ha IIaAKaTa MyCKyaTypa Ha cpiosere. CTUMYJIMpaHaTa OT
pacTexHus (pakTop nponudepalia Ha ChIOBATA I1aJKa MYCKY/IaTypa, KOATO €€ OTKIIOYBa MpH
HapaHsABaHE HAa €HJIOTENIHH KJIETKH B BOAU [0 00pa3yBaHe HAa HEOMHTHMA, Hrpac KJIIOYOBa PoJid B
NMaToreHe3aTa Ha XpOHHYHOTO OTXBEpIHE. [IpeqrimHndHNTe NpoyYBaHNA ¢ €BEepPOIHMYC MOKa3BaT
nHXxuOupaHe Ha 00pa3yBaHeTO HA HEOMHTHMA B aJIOTPAHCIUVIAHTALIMOHEH MOEN MPH a0opTa Ha IUTHX,

KIMHWYHM U3IMUTBAHUSI

bvopeuna mpancnnaumayun

Certican BbB PUKCHpaHHK 1024 OT 1,5 mg AHEBHO U 3 mg JHEBHO, B KOMOHHALIMA CBC CTaHJAAPTHH NO3H
LMKJIOCTIOPHH MHUKPOEMYJICHA B KOPTHKOCTEPOUAH, € H3C/IE[BaH B X0JIa Ha JB€ KIIMHUYHU NPOYyYBAHUA
¢hasa Il npu de novo 6B6peuna TpancimanTanua (B201 u B251). Karo pedepeHren npoaykr ce
v3non3sa MukodgeHonat Mmopetna (MMF) 1 g nBa me™1 AHeBHO. KOMOMHHApaHWTE TBEPBUYHHA KPHTEPUH
3a PE3YNTAT OT JICUCHUETO Ca JIMNCa Ha ¢(PHKACHOCT (AOKA3aHO ¢ OHOIICHA OCTPO OTXBBPIHE, 3aryda
Ha fpycankaTa, CMBPTECH U3X0[ WIH HeABABaHE Ha MMAlHECHTa) Ha IIECTHA Mecell K 3aryda Ha
[pUCaZIKaTa, CMBPT WK HeABABAHE Ha MALMEHT 3a npocheagsaHe Ha 12-tus meceu. Karo ndno, B

KJIMHWYHH rpoyuBaHusa Certican e He no-mManko eduxaced or MMF. UectoTaTa Ha JOKa3aHOT WA ;:;;\{'\3

OHoOnCcHE OCTPO OTXBBPIIAHE HA MPHCAAKATA Ha Mecel 6 B npoyuBaHa B201 e cvorBeTHO 21 VA Hm."fi;.,‘h
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Yo, 1 23,5 % 3a rpynute Ha Certican 1,5 mg nueeno, Certican 3 mg quesHo u MMF. B npoyasafie ") = e s, X

B251 yecrorure ca 17,1 %, 20,1 % u 23,5 % crorBeTHo 3a rpynure Ha Certican 1,5 mg njﬂaﬁ , wia R Ve i
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cpaeHeHHe ¢ nauMeHTHTe HAa MMF. To3u edexr HaBexaa Ha MUCBITA, de Certican moBHIIABa
He(PPOTOKCHYHOCTTA Ha HukiocnopuH. EdQexkTsT Moxe 1a 6bae oOpaTiM npu noHmwxapaHe Ha
JMO3HPOBKATA HA IMKIOCTIOPHH.

B nBe xkn1nHHYHH npoy4yeaHus daza [IIb (A2306 u A2307) y peuurmenTu ¢ de #ovo TpaHCIUIaHTaLHA ce
oueHABa epuKacHoOCcTTa U HezonacHocTTa Ha Certican 1,5 1 3 mg nHeBHO (HaYaTHA JO3HPOBKA,
rocieABallaTa AO3MPOBKa — 6a3upaHa Ha TapreTHUTE Hal-HHUCKM HMBA >3 ng/ml) B KOMOMHAIHS C
penyLHpaHa eKCIIO3HLUI KbM LMKJIOCTIOpUH, MOHHUTOpUpaHa upe3 C2. B xoaa Ha npoyuBane A2306
TapreTHATE KoHUeHTpauuu C2 ca cnegnure: ceamuun 0-4, 1000-1400 ng/ml, ceamuum 5-8, 700-900
ng/ml, ceqmunu 9-12, 550-650 ng/ml, ceamunm 13-52, 350-450 ng/ml. B xona Ha A2307 (B
komOHHALMA cbe Simulect) Tapreture C2 KOHUEHTpaUurH ca: ceamun 0-8, 500-700 ng/ml, ceqmuim
9-52, 350-450 ng/ml.

HeHcTeurenuure Hai-HUCKH HMBA (CO) 1 C2 nipu npoyusaneTo A2306 ca npeacraseHu B Tabnuna 2

Mno-no.ry:

Tabnana 2 Ilpoyusane A2306: CymapHa craTuctuka Ha HaH-HMCKuTe HUBA (C0) 1 C2 Ha
KOHHEHTPALMHTE HA LUKIOCNOpHH A (CsA)

Cpenny Hali-HHUCKH HHBA Ha CsA (1SD) Cpennu C2 HuBa Ha CsA (£SD)

Buszura Esepomumyc 1.5 Esepomumyc 3 mg Esepomumyc 1.5 mg Ereponumyc 3 mg
mg

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

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

Mecen 3 131 £ 85 140 + 99 685 £ 284 754 + 362
N=91 N=101 N=93 N=103

Mecen 6 82 £ 60 83 + 67 534 £ 265 545 + 318
N=80 N=96 N=84 N=99

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

B xinHH4gHO npoyuBaHe A2306 pesynraTture Ha Mecell 12 3a nomyIalMiaTa ¢ HAMEPECHHE 32 JICHEHHE
(ITT N=237; 112 na Certican 1,5 mg nueBHo 1 125 na 3,0 mg fHEeBHO) JEeMOHCTpUpPAT YECTOTA HA
NoKa3zaHo ¢ GHOIICKHA OTXBBp/dHe 25,9 % B rpynarta Ha 1,5 mg aHeBHO U 19,2 % B rpynaTa Ha 3 mg
nHeBHO. CpaBHEHHATA Npe3 IAIOTO MPOYYBAHE NOKA3BAT, Ye PYHKIMATA Ha NIpUcaJKaTa € no-aodpa B
CpaBHeHHMe ¢ Ta3d, Ha0/oaBaHa B npoy4uBaHuaTa ¢ Certican W IThJIHA 4032 LUKAOCNOPUH. CpeHHTE
CTOMHOCTH Ha CEpYMHHSA KPSaTHHHH 3a MEPHO/IA HA aKTHBHO JledeHHe Ha Mecell 12 ca 122 pmol/L B
rpynarta Ha 1,5 mg 1 126 pmol/L B rpynara Ha 3 mg Certican (cpento: 126 u 134 pmol/L). Cpexuure
CTOMHOCTH Ha KpeaTHHHHOBHA KIHpBHC no Cockcroft-Gault 3a nepuona Ha akTHBHO JIeYeHHE ca
C¢HOTBETHO 69 B 62 ml/min B ABeTe rpynu Ha Certican (cpeano: 69 u 65 ml/min).

Kmunnunoro npoyusade A2307 uMma cxoneH Ha A2306 auzaiin ¢ godassaHe HA 2 1031 Oa3UINKCHMA0
20 mg B nen O u AeH 4, KaKTO ¥ IO-HUCKH TapreTHU koHHeHTpauuu C2 3a ciclosporin npe3s nopsuTe 8
ceAMHULH c¢ien TpaHcianTtaunara (ceamuu 0-8: 500-700ng/ml, mecenm 3-12: 350-450ng/ml).
AHanu3ute Ha pesyarature Ha Mecel 12 (ITT, N=256; 117 na Certican 1,5 mg aueBHo 1 139 Ha 3,0 mg
JTHEBHO) JIEMOHCTPUPAT Y€CTOTH Ha JioKa3aHo ¢ 6uorncus orxeepasne 13,7 % B rpynara Ha 1,5 mg
nHeBHO H 15,8 % B rpynara Ha 3 mg aseBHO. CpeaHATE CTOMHOCTH Ha CepYMHHS KpEaTHHHH 3a
MepHoAa Ha aKTHBHO neueHne Ha mecell 12 ca 128 umol/L B rpynara Ha 1,5 mg u 126 pmol/L B
rpynara Ha 3 mg Certican (cpexnno: 132 u 132 umol/L). Cpennure CTORHOCTU Ha KpeaTHH
knupsHC no Cockcroft-Gault 3a neproaa Ha aKTUBHO JICYEHHE Ca CHOTBETHO 64 U 65 ml/
rpyniy Ha 2 Certican (cpeaHo: 68 1 65 ml/min). |

Cepoeuna mpancnaaumayus



KOMOMHUpaHaTa 4ecTOoTa Ha oCTpo OTXBbpiIAHE 2ISHLT crenen 3A, ocTpo OTXBBpAsAHE, aCOLMHPAHO C
KOMIIPOMETHPAHE Ha XeMOJUHAMHKaTa, 3aryba Ha npHucazkaTa, CMbPT WIH HEABABAHE Ha INALIUCHTA 3a
npocaeasBaHe Ha mecenu 6, 12 u 24. U nBere aoszuposkH Ha Certican npepu3xoxaaT AZA B Mecel 6,
12 n 24. YectoTara Ha Aoka3aHOTO ¢ OHoncusa ocTpo oTxeepisaHe 2ISHLT creneHn 3A B Mecer 6 € 27,8
% B rpynara Ha 1,5 mg nHeBHO, 19 % B rpynaTta Ha 3 mg aqHerHO U 41,6% B rpynara Ha AZA (p =
0,003 3a 1,5 mg cnpsmo koHTpoHaTa rpyna, < (0,001 3a 3 mg cnpaMo KOHTpONHaTa rpyna).

B3 OCHOBa Ha JaHHH OT M3CJIEJBAHE ¢ MHTPAKOPOHAPEH YATPAa3BYK MOJYYEHHM OT NOATPYIA NALHEHTH
Ha H3CJI¢IBAHATA IMOIMyJIalliA, ¥ JBeTe J03HpoBKH Ha Certican ¢a CTATUCTHMECKH 3HAYHUMO I10-
e(pHKacHH oT AZA 1o OTHOIEHME NMPEAOTBPATABAHE BA30MATUA Ha NpHcajKkaTa (AedpHUHHpaHa KaTo
yBEIHUYEHUE HA MAKCUMaJTHaTa AcOc/IMHa Ha HHTHMAaTa B CPAaBHEHUE C M3XOAHMTE JaHHH oT 20,5 mm B
Haif-MaJIko eIHH OT MMOpeIHIIATa CPE30BE TIPH AaBTOMATHYHO H3TETJIfHE), €HH BakeH PHUCKOB (pakTop 3a
3aryba Ha NMpHCcaJKaTa B IBJIrOCPOMEH IUIAH,

INoBuinIeH cepyMeH KpeaTHHHH ce Ha0ogaea no-uecto y naupenrure Ha Certican B koMOHHaIm ¢
ITRJIHA 1032 LIMKJIOCTIOPHH MHKPOEMYJICHA, OTKOJIKOTO npH naipeHTure Ha AZA. Tesn pesynraTu
rokassar, 4ye Certican yBenH4aBa HHAYLHPAHATA OT IHKJIOCTIOPHH HEPPOTOKCHYHOCT.

[IpoBeaeHMAT aHaAU3 NMOKa3Ba odave ue OrOpeyHara PpyHkUHs MOXe aa Obie noaodpeHa upes
NOHUXKABAaHe R03aTa Ha HUKJIOCTIOPHH A0 CTOMHOCTHM 0e3 3ary0a Ha e(pMKaCHOCT KaTO KPBBHM HMBA Ha
eBepPOSIMMYC Ce OAABPKAT Hajx HeoOxoaumus nipar. [Ipoeeaeno e npoyusane A2411 ¢ Ta3m uen.

Knuununoro npoyusate A2411 ¢ paHIOMHUIHPAHO, OTBOPEHO, 12 MECEUHO, B KOETOC Ce CpaBHABA
Certican B KOMOHHALIHA ¢ HAMAAEHH 03K LHKAOCTIOPHH MUKPOSMYJICHS U KOPTHKOCTEPOUIHU C
mukodenonmar moperwsi (MMF) 1 cTanaapTay A03K LHKIOCTIOPHUH MHKPOEMYJICUS H KOPTHKOCTEPOH
rnpy de-novo MalMEeHTH CbC ChpAedHa TpaHcIutanTauus. Certican € pHilarad B 4o3a o7 1,5 mg Ha ACH 4
€ KOPUrHpaHa 10 NOJIbpKaHE HA TapreTHUTe KPHBHU HAW-HUCKU HUBA Ha eBeponumMyc oT 3-8 ng/mlL.,
MMF e npunaran B aosuposka or 1,500 mg. JJo3ure Ha UUKIOCITOPHH MHKPOEMYJICHA €A KOPUTHPAHH
110 JOCTHTaHe Ha CJIEAHUTE Hal-HUCKHM HUBA (ng/mL):

'_l:apre*rm_! HUBA HA Mecen 1 Mecei 2 Mecen 3-4 Meceu 5-6 Mecen 7-12
ciclosporin C0
Certican rpyna 200-350 150-250 100-200 75-150 50-100
MMF rpyna 200-350 200-350 200-300 150-250 100-250

W3MepeHuTe 1eMCTBUTEIHY KPBBHH HUBA Ca fTpeCTaBeHH B Tabuia 3.

Tabdauna 3
A2411: Cymapna ctaTHCTHKA Ha CsA KpLBHN HHBA* (cpeaHo + SD)
Certican rpyna MMF rpyna
{N=91) (N=83)
Buiura Co o0
HHen 4 154 £ 71 155+96
n=/9 n=74
Mecen 1 245 £ 99 308 =96
n=76 n=71
Mecen 3 199 + 96 256 £ 73
n=70 =70
Meceu 6 157 £ 61 219 + 83
n=73 n=67
Meceu 9 133 £67 187 £ 58
n=172 =64
Mecen; 12 110 £ 50 180 £ 55
n=68 n=64
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A2411: Ilpomsana HA KXPEAaTHHAHOBHUS KNHPBHC NO BpeMe HA {IPOYHBAHETO (HALHCHTH ¢
ABOIKA Pe3y/ITATH)
CToliHocTH Ha KpeaTnHuHOB KaupbHCe (Cockroft-Gault)*
mL/mn
HA3xoauu Crofinocra npu Pazauka Mmexny
AAHHH timepoint rpynuTe
Cpeano (+ SD) Cpeano (£ SD) Cpeano (95% Cl)
Mecer | Certican {n=87) 73.8 (+27.8) 68.5 (£ 31.5) -7.3
| MMF (n=78) 77.4 (£ 32.6) 79.4 (% 36.0) (-18.1,3.4)
Mecelr 6 Certican {(n=83) 74.4 (= 28.2) 65.4 (+24.7) -5.0
MMF (n=72) 76.0 (= 31.8) 72.4 (£ 26.4) (-13.6, 2.9)
Mecer 12 Certican (n=71) 74.8 (= 28.3) 68.7 (£ 27.7) -1.8
MMF (n=71) 76.2 (£ 32.1) 71.9 (= 30.0) (-11.2, 7.5)
* BKJTIOUBA NMALMEHTH Ch¢ CTOMHOCTH OT H3XOJHH JaHHK H BU3HTA
Tabanma 5
A2411: Croitnocts 3a ch6HTHA HA epuracHoCT (decTota npd ITT nonynannsra)
Kpaiina Touka 3a Certican MMF Pa3jiuKa B HUBATA HA
e(PARACHOCT n=92 n=84 ChORTHATA
Cpeauo (93% Cl)

Ha 6 Meceua
JlokazaHo ¢ ODKonCcud oCTPO

OTXBbpJIAHE 18 (19.6%) 23 (27.4%) -7.8 (-20.3,4.7)
> ISHLT ctenen 3A

Kom0buHnpana aunca Ha 0 o Yy
eduacHocT* 26 (28.3%) 31 (36.9%) 8.6 (-22.5,5.2)

Ha 12 Meceua
JiokazaHo ¢ BUONCHA OCTpO

OTXBBPAAHE 21 (22.8%) 25 (29.8%) -6.9 (-19.9, 6.1}
> [SHLT crenen 3A

KomOKuRupaHa JIANCa HA 0 o o1(
euKacHoCT* 30 (32.6%) 35(41.7%) 9.1(-23.3,5.2)

CMBpT Hny 3aryba Ha
npHUCaaKa/peTpaHCcIUIaHTalus
* KoMOunupaHa nurca Ha e()UKacHOCT: TIOPajd HAKOE OT CEAHOTO - OCTPO OTXBBPIAHE 2 CTENCH 3A,
OCTPO OTXBBPIUAIHE ¢ KOMIIPOMETUPAHE HA XEMOAMHAMEKATA, 3ary0a Ha MpHCcaaKa, CMbPT WK
HEBB3MOXKHOCT 32 TIPOCeagBaHe,

10 (10.9%) 10 (11.9%) -

5.2 ®dapMaKoKHHETHYHH CBOHCTBA

Pezopbuwms; [1pu nepopaien npHeM MAKCHMATHUTE KOHLICHTPALMK Ha eBepoauMyc ce pocrurar 1 no 2
yaca ciell nprema. KpBBHHTE KOHIICHTPaUMH Ha €BEPOJIMMYC NP NAalIHEHTH C TPaHCIVIAHTalllA ca
N0303aBHCHMH B amariazona 0,25 o 15 mg. OTHocHuTenHaTa OHOHAIMYHOCT Ha JUCTICPrHpAIMTE C¢
TabneTky B cpapHeHHe ¢ TaGneTkute e 0,90 (90%, noseputenen uurepsan 0,76-1,07), H34nCICHa BE3
OCHOBA Ha choTHomeHHeTo Mexxry AUC na apara npoaykTa. Edexr Ha xpanara: Cmax n AUC Ha
eBEpOJIMMYC CTIAJaT che choTBETHO 60% M 16% npu npuem Ha TabieTkara ¢ borata Ha Ma3HAHH XpaHa.
3a cBexAaHe Ha BapuabwIHOCTTa 10 MHHMMYM, Certican Tpa0OBa aa ce npHeMa no €MH 1 ChbIIX HAYHH
— €aMo ¢ XpaHa WIH caMO Ha T'TajJHo.

Pasnpenenenre: ChOTHOIICHUETO KPBB KbM IL1a3Ma Ha €BePOTMMYC 3aBHCH OT KOHLIEHTPALIMHTE H
papHpa B Auanazona ot 17% 10 73% B posoeua guanasol ot 5 1o 5000 ng/ml. Cbp3BaneTo C
[UTa3MEHUTE NPOTEHHH € MPHOAM3UTENHO 74% Y 3ApaBH NOOPOBONILM H NIALMECHTH C YMEPEHO
yBpeXJaHe Ha uepHoApobHaTa GyHxuma. OOeMBT Ha pasnpeaesieH1e, acoOMMpal ¢ TCPMHHAARAT:
dbasa (VZ/F) y naupenTH ¢ 6s0peuHa TpaHCIUIAHTalMs PH NOLAbPKALIO JIeUeHHe, © 342 47 13 _ﬁ ;

MeTta6onusbM: Eseponumyc npencrapsisaea cybcrpat Ha CYP3A4 u P-rnukonpoTeuH. I JIEIB}:IHTB e
MBTHIIA Ha MeTabOITH3bM, HACHTHOHILHpaHH y YOBEKa, 2 MOHOXHAPOKCHIHpaHe U O q 3
Upes XHApOsN3a Ha JIAKTOHOBHA MPBCTEH ¢ 00pa3yBar Ba OCHOBHH meTtabonuta. EBepan U
[JIABHUST LIAPKYJIHPAlL B KPBBTa KOMNIOHEHT. HUTO eiMH OT OCHOBHHTE METa0OIMTH H ﬁeyk,u& He S

[IONIPMHACS B 3HAYHMA CTelIeH 3a MMYHOCYIIPECHBHOTO IEHCTBHE Ha €BEPOTUMYC. o




Exckperus: Ciieq npHeM Ha eIMHHYHA [03a PaJiHOAKTHBHO OeJIfA3aH €BePOIMMYC OT IIALIHEHT C
TPaHCIIAHTALMA, PHEMALL LIHKITOCTIOpHH, peobianapamoTo koauuecTso (80 %) paaHOaKTHBHOCT Ce
YCTaHOBSBA BEB (hereca, a cCaMo HE3HAUHTENHO KONH4YECTBO (5 %) e eKCKPETHPa B ypUHATA.
H3x0HOTO 1EKApPCTBO HE C€ YCTAHOBABA B YPHHATA M (elieca.

DapMaKOKUHETHKA B PABHOBECHO cheTogHMe: DapMakoKHHETHKATA NPH NalHeHTH ¢ 650peuHa H
CHpACYHA TPAHCIUIAHTALIMSA, IPHEMALIH €BEPOIMMYC [IBa ITHTH AHEBHO, YCTIOPEAHO ¢ HHKITOCIIOPHH
MMKPOEMYJICHS, € CBIIOCTABMMA. PABHOBECHOTO CHCTOSIHHE CE IOCTHIa KBM JICH 4, XKaTO0 KyYMYJIUPAHETO
B KPBBTA € 2 A0 3-KpaTHO NO-TONIAMO B CPaBHEHME C SKCTIO3HLIMATA CJIEA ITbpBaTa A034. Tmax HacTbIBa
1 no 2 4aca caen mpveMa Ha go3ara. Cmax 3a 0,75 1 1,5 mg ABa IbTH AHEBHO BapHpa B IPAaHHULATE

11,1 + 4,6 u 20,3 + 8,0 ng/ml, a AUC Bapmpa cboTBeTHO Mexay 75 £ 31 m 131 & 59 ng.h/ml. Kpbrute
Hali-HUCKHM KOHUEHTpaLH npeay npueM (Cmin) 3a 0,75 u 1,5 mg ABa MbTH JHEBHO BapHPAT CEOTBETHO
mexay 4,1 £2,1 u 7,1 = 4,6 ng/ml. EkciosuumaTa KEM eBEpO/IAMYC OCTaBa CTabHIHA BBB BPEMETO
Ipe3 ThpBAaTa FOAWHA cJie] TpaHCIUTaHTaugTa. Cmin B 3HAYHMA CTETIEH KOpEnupa ¢ AUCc
koeULHEHT Ha Kopenatus Mexay 0,86 u 0,94. Be3 ocHOBa Ha IMOIMTyTalIHOHCH (papMaKOKHHETHYCH
aHAIN3 KIMPLHCHT Ha NepopaiHo npueta Ao3a (CL/F) e 8,8 L/h (27% sapnaims MEXIY OTACTHHTE
nauueHTH), a LeHTpaTHHAT o6em Ha pasnpenenenue (Ve/F) e 110 L (36% papuaid Mexay OTACIHUTE
nanpent). OcTaTbuHaTa BAPHAGMIIHOCT Ha KPBBHHTE KOHLIEHTPALKH € 31%. EMMMHHAUMOHHHAT
noJy>kueoT € 28 = 7 h.

YepHoapobHo yepexcaane: IIpy 8 malueHTa ¢ yMEpeHO yBpeX/aHe Ha yepHOompoOHaTa QPyHKIMA (KIac
B nio Child-Pugh), AUC Ha eBeponuMyc Ce yBeJIHYaBa Cpe/iHO 2 ITbTU B CpaBHEHHE ¢ 8 3IpaBH
nobposonim. AUC kopenupa MO3UTHBHO ¢ KOHLICHTPALIMHTE HAa CCPYMHIA 6HpyOuH H ©
yABJDKABAHETO Ha MPOTPOMOHHOBO BpeMe; KOpeIHpa HEraTHBHO ¢ KOHLIEHTPALMHTE Ha CCPYyMHMA
an6ymun. AUC Ha eBepOIMMYC NMOKa3Ba TCHCHLMSA 32 MO-BACOKH CTOHHOCTH B CPaBHEHHE ChC
3[paBHTE JIMLA B CTy4aHTe, korato 6umpyounst e >34 pmol/L, INR>3 (mpoTpoMOUHOBO BpeMe > 4
sec yAbJDKEHHE) WM KOHUEHTpaluus Ha anbymuna <35 g/L. BnuAHueTo Ha YepHOAPOOHO TEXKKO
yspexaate (kac C no Child-Pugh) He e oneHs#BaHO, HO HMa BEPOATHOCT edexThT BEpXy AUC Ha
eBEPOJIMMYC J1a GbJe TOJIKOBA FOJIAM MK NO-TOJIAM B CPaBHCHHE ¢ YMEPEHO TEXKOTO YBPEKIAHE. Bk
Touka 4.2.

Br6peuno yepexaane: CneATpaHCIUIaHTALMOHHOTO YBpeXKaaHe Ha 6B0peuHara QyHKIMA (MHTEpBAI Ha
Clcrea 11-107 mi/min) He rioBnMABa HETATUBHO GapMaKOKHHETHKATA HA €BCPOITUMYC.

Jleua: CL/F Ha eBeponuMyc ce yBenM4yaBa JMHEHHO B 3aBUCMMOCT OT BB3pACTTa Ha NallMeHTa (ot 1 po
16 rogunn), TenecHara nopspxHocT (0,49-1,92 m®) u Tenecnara maca (11-77 kg). PaBHOBECHOTO
cherosHue CL/F e 10,2 £ 3,0 L/h/m?, a enumuHamoHHMaT noayxuBoT € 30 + 11 h. JleserHanecer
NeIMaTPHYHH NALMEHTH ¢ de novo HsOpevHa TpaHCIUIAHTALMA (ot 1 mo 16 ronuam) npuemat Certican
nUcTIieprupamy ce TabaeTku B go3upoeka 0,8 mg/m’* (MakcuMyM 1,5 mg) 1Ba ITETH JHEBHO, 3a€/THO C
nuKinocropuH MukpoeMyncui. AUC Ha eBeponuMyC NIPH TAX JOCTHTA 87 £+ 27 ng-h/ml - cTORHOCT
CXOZIHA ¢ TA3M MPH BB3PACTHH, MpueMaiy 0,75 mg apa bTH AHEBHO. HaH-HACKUTE KOHLCHTPALHK Ha
paBHOBECHOTO CheTOAHHE ca 4,4 £ 1.7 ng/ml.

[MaupenTn B HanpeaHana pbapact: [Tpu BBH3pacTHH NaLMEHTH (BB3PacT Ha MAMEHTHTE B X0Aa Ha
npoyuBaHuaTa 16-70 rogHHH) € KOHCTATHPaHA OrPaHKYEHA PeyKIUA Ha KIMPBHCA Ha EBREPOTIMMYC
cnen nepopaie npueM (CL) ¢ 0,33 % Ha roguHa. Kopekiins Ha NO3HPOBKATa HE CC CHHTA 3a
HeoOxoauma.

Etnxyeckd 1pon3xo: Br3 0CHOBA Ha MOMy/IALHOHEH (PapMAKOKWHETHYCH aHANK3 KIMPBHCET NMpPH
nepopaiex npueM (CL/F) e cpenno ¢ 20 % mo-BUCOK y MallMCHTHTE OT HETPOHHATA paca, PeLHIHCHTH
Ha TpaHCIIaHTaT. Bk Touka 4.2 .

OTHOLIEHHe eKCHOo3HIMA-0TToBOp: CpeaHaTa HaH-HHCKA KOHUCHTPalHA Ha CBCPOIHMYC 3a ITbPBUTE 6

Mecela clie/] TPAHCIUIAHTALMATA MMAT BPB3Ka ¢ UECTOTaTa Ha I0Ka3aHOTO € dHoncus oCTpo /f&ﬁg ﬂh\\
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Tadauna 6

BrOpeuna TpaHCILIAHTALS:

Hal-HuCKO HUBO (ng/ml) <34 3545 46-5.7 5.8-17.7 7.8-15.0
be3 oTXBBPIAHE 68 % 81 % 86 % 31 % 91 %
TpomGotmronenus (<100 x 10 % 9 % 7% 14 % 17 %
10°/L)

CopaeyHa TpaHCTUIAHTAIIHA:

Hafi-HUCKO HMBO (ng/ml) <3.3 3.6-5.3 54-73 74 -10.2 10.3-21.8
Be3 oTxBBpIIsHE 65 % 69 % 80 % 85% 85 %
TpomGouuronerns (<75 x 10°/L) 5 % 5 % 6 % 8 % 9 %

5.3 IlpeaxnHHH“HA JaHHH 3a Oe3onacHoOCT

[pe A THHAYHUAT Tpod Ui Ha iekapcTBeHa 0€30MIaCHOCT Ha €BEPOJIMMYC C€ OLICHABA NIPH MHUIIKH,
[UIBXOBE, MAJIKH [IPaceHLa, MaliMyHH H 3aiuy. I TaBHMTE MPULETHH OPraHu €2 MBXKKaTa H XKEHCKaTa
PENpPONYKTHBHA CHCTEMA (iereHepallis Ha TECTHKYJIapHHTE TYOY/IH, HAMAJICHO KOJIM4ECTBO CriepMa B
eNUIMAHMUTE U aTpodHsa HAa MATKATA) IPU HAKOJIKO BHAA, H — CAMO MpPH IUTbX0Be — e apob
(NOBHIIEHH ANBEONAPHU MaKpodarH) H ounTe (JICHTHKYJIapHO TIOMBTHABAHE B obyacTra Ha NpEeIHNA
wies). Heznaunrennn npoMenn B 656peuure ce HabMonasar Npy mwisxoe (exsallepOaiya Ha
CBBP3aHUA ¢ BB3PACTTa NMNodYCIMH B TyOynapHus enuTen) X MHIIKH (exzanepbanma Ha OasHCHU
ne3nu). Hama npusHai Ha 60pedHa TOKCHYHOCT Y MaMYHHTE WIH MAJIKHTE NpaceHLa.

CIIOHTAHHO HACTBIBAIIMTE MOJUIEKALH 3a60IABanmA (XpoHUUEH MHOKapauT y rrexose, Coxsackie
BUPYCHa MHOEKLMA B IUIa3MaTa H ChpLeTO y MAHMYHH, KOKIMHAJIHA uHpecTauys B
racTPOMHTECTHHAITHMS TPAKT Y MaJIKH MPACCHIA, KOXKHH JIE3WH Y MHLIKY U MaliMyHH) ce 000CTpAT OT
JIEYEHHETO C eBepoNMy<. Te3n HaXOAKHU KaTo HAN0 ce HabmoqaBaT IPH HHBA HA CHCTEMHA
EKCINO3HIMA B JHANAZ0HA HA TepaneBTUIHA eKCIIO3HIMA WTH NIPEBHIIABAIIM 0, C H3KIIIOYCHHE Ha
HaXOJIKHTE Y ITHXOBE, KOKHTO C€ NOABIBAT N0/ HUBOTO Ha TePaNeBTHYHA CKCMO3HIHA N0pajn BHCOKATa
CTEMNEH Ha pa3lpeleieHHe B ThKaHUTE.

[MKI0CTIOpHH B KOMOMHALMA C €BEPOTHMMYC MPEAH3BHKBA I10-BUCOKA CHCTEMHA EKCTIO3HIIMA Ha
€BEpPONHMYC U MIOBHIIEHAa TOKCHYHOCT. HaMa HOBH NMPHLE/IHA OpraHH y IUIbXOBETE. [Ipy MaliMyHUTE C€
Hab/OAaBa MOABa Ha KPBBON3IIMB H apTEPHUT B HAKOJIKO OpraHa.

Tpu H3ciIeBaHe HA MBHKKUS HEPTHINTET y ILTBXOBE MOPQOJIOTHATA HA TECTUKYJIMTE CC yBPEKIA IPH
no3u 0,5 mg/kg ¥ noBeye, a MOJBHKHOCTTA HA CIEPMATO30K/UTe, OPOAT CIEPMATO30MIN H HHBATA Ha
[IIA3MEHHA TECTOCTEPOH C¢ MOHIKaBat npH 5 mg/kg, KoeTo e B Anana3oHa Ha TCpaneBTHiHa
eKCITO3HLMS ¥ IPUYHHSABA OHIKEHHE Ha MBKKHS epTumuret. HanHie ca AokasaTencTsa 3a
o6parumocT. JKeHCKHAT QepTIINTET He Ce 3acsra, HO eBepoIMMYC NPEMUHABA Mpe3 MUIALICHTATa W €
TOKCUYEH 32 1U104a. Y IUTBXOBE €BEPOMMYC NpeIn3BUKBa eMOPHO/PETOTOKCHYHOCT NPH CHCTEMHA
eKCIIO3HIIMA TI0/l TEpaneBTHYHATA, TOBA C& MAHKH(PECTHUPA KAaTO MOPTATTHTET H HAMAJICHO TEIJIO HA
wiona. YecToTaTa Ha CKeJIETHHTE Bapuauns ¥ MandopMauun npu 0,3 u 0,9 mg/kg (Hanpumep
paslienBaHe Ha CTepHyMa) € NoBHIeHa. EMOPHOTOKCHYHOCTTA Y 3aMUMTE C€ POSBABA KaTO
yBeIUYEeHHE CTENEHTa Ha M0ABa Ha 3a6aBeHa pe3oOplus.

[IpoyuBaHHATa 332 F€HOTOKCUYHOCT, KOHTO NIOKPHBAT MPUJIOKUMH KPHTEPHH 34 pe3yJITaT, HE [10Ka3BaT
KJIACTOTEHHA WIH MYTareHHa TOKCHYHOCT. [IpunoxxeHHeTo Ha eBepoIuMyC ¢ MPOABIDKUTETHOCT 10 2
FOIMHM He JTOKA3a HUKAKHB OHKOPEHEH IMOTEHIMA Y MUIIKH H [UTBXOBe NPH HaH-TOJIEMHTE J103H,
CHOTBETCTBAIIM HA 8,6 ¥ 0,3 MeTH OYaKBaHATaA KIIMHHYHA CKCIIO3HIIMA.
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6.2 HecbBMeCTEMOCTH

IIpH eXHOBpEMEHHO NPUIOKEHHE Ha LMKIOCTIOPHH MUKpoeMycus U Certican npe3 Ha3oracTpajiHa
COHZa, LIMKJIOCTIOPUH MHKpOoeMycHua TpAOBa Ja ce mpwioxau npeau Certican. J[BaTa nexapCTBEHH
NpoAyKTa He TpAOBa 1a ce CMECBAT.

6.3 Cpok Ha roaHocT
3 roIMHH

6.4 CpoenHaJlHH YCJIOBHS HA ChXpaHEeHHE
Ila ce chbXpaHaBa B OPUTHHAIHATA ONIAKOBKA C LIEJI 3alllMTa OT CBECTJIMHA M BIara.

6.5 lannu 3a omakoBKaTa

Brnuctep or anymuumii/momiamMuy/aryMmuanit/ PVC.

OnakoBkata ceabpxa 50/60/100/250 tabnetkn.

He BCHYKH BMIOBE ONIAKOBKH MOXe jia OBAAT IMycHaTH B npoJaxba

6.6 CrhnenHaJHH NpeANA3HH MEPKH NPH H3XBbpJsaHe H padoTa

{ucneprupamH ce TadJeTKH

Hpunoscenue upes 10 ml nepopanna cnpunuoska

I[TocTaBere mucneprupaumre ce Tabnerku Certican B CpHIOBKa. MakKCHMaIHOTO KOTHHECTBO
Certican, KOeTO MOXe Jia ce aucreprupa B cnpunnoeka ot 10 ml e 1.25 mg. JlobaseTe Boja 10 MApKaTa
3a 5 ml. Usuakaiire 90 cek., kaTo Jeko pasknaware. Cnejl AHCTIEPTHpaHe MPHJIOKETE JIEKapCTBOTO
HanpaBo B ycTaTa. MaliakHere CHIPHHIIOBKATA ¢ 5 ml BOJIa H OTHOBO BEBEACTE B yCTATa. Ha ce u3nmar
ome 10 no 100 ml soga wik pa3peaeH CHPOIL.

Hpunoxcenue upes n1acmMmMacoea LauiKa

TloctaBete xucneprupamute ce Tabnerku Certican B okos10 25 ml BozAa B I1aCTMACOBa Jallika.
MakcHMATHOTO KosHuecTBo Certican, KoeTo MOXe Ja ce aucnepripa B 25 ml poga e 1.5 mg. Haikara
ce OCTaBd 3a MPHO/M3NTESHO ABE MUHYTH 32 JIa MOTaT TalJIeTKHTE a CC AUCIIEPrHpaT 1 BHUMATC/IHO
ce pa3kiallia npejiu yrnotpeba. BeaHara cne NOrmbIIaHE Ha pa3TBOpA HallkaTa TpaOBa Aa ce HM3IUIaKHE
c omie 25 ml BOJa M MOMyHYEHHUAT Pa3TROP 3a H3MHE.

Hpunoscenue upes Ha302acMpanna conoa:

TTocTaBeTe mucneprupaure ce Tabnerku Certican B Majika 1aGopaTopHa 4auia, KosSTo ChAbpxka 10 m]
poja ¥ u3uakaiire 90 cek. KaTo neko pasiiamare. [loctapere AucnepcuaTa B CIIPUHLIOBKA H
uKeKTHpaiiTe 6aBHO (okono 40 cek.) B cToManiHaTa coHfa. M3nnakneTe yaiara ¥ CHpHHLIOBKATA TPH
TLTH ¢ 10 5 ml Bolia ¥ OTHOBO MHKeKTHpaiiTe B connaTta. Hakpas npomuiite coniata ¢ 10 ml Boaa.
CroMalllHaTa cCOHNa TpAOBa 1a OCTaHe 3aTBOpEHa MOHe 3a 3() MUH. CJIEA NpHJIaraHeTo Ha Certican.

7. IIPHUTEXATEJ HA PA3PEINIEHMETO 3A YIIOTPEBA

Novartis Pharma GmbH,
Roonstrasse 25, 90429 Nuernberg, I'epmanua

8. HOMEP(A) HA PA3PEIIEHHUETO 3A YIIOTPEBA
Certican disp. tabl. 0,1 mg: 20050109

Certican disp. tabl. 0,25 mg: 20050108 /;:.:“ﬁﬁfmﬁm
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9. JIATA HA I'bPBO PA3PENIABAHE/MOJHOBSIBAHE HA PASPEIIEHMETO 34" V", )
VIIOTPEBA TSy T

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
17.03.2008




