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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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1. ¥IME HA JEKAPCTBEHHS IIPOLYKT N {-7 / O d" oL A

Certican® 0,1 mg dispersible tablets / Cepruxan 0,1 mg nucneprupamiu ce TaGneTku // 6“? 63 / 2.0 42040

Certican® 0,25 mg dispersible tablets / Ceprixan 0,25 mg AxCIEPrHPAIIH ce TaGIeTKA

2. KAYECTBEH Y KONUWYECTBEH CHCTAB
Bcska pucneprupamia ce Tabnerxa chaspxa 0,1 v 0, 25 eseponumyc (everolimus).

3a NDEIHAA CIHCBK HA MOMOLIHHTE BEIECTBRA, BIHMTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Jucneprupany ce TabieTky

Jucneprupamure ce TabaeTky ca 6eIu K0 JKBITEHUKABH, MPAMOPHH, KPBIJH, OCKH, ChC CKOCEHH
Kpauua.

0,1 mg: ¢ nagnue “I” or egHaTa crpana H “NVR” or npyrara.

0,25 mg: ¢ nagmuc “JO” ot exHaTa cTpaHa 1 “NVR” ot gpyrara.

4.  KJIDHEYHI JAHAT

4.1 TepanepTHYHH HOKAZAHHS

Certican e noxazaH 32 mpohHNaKTHKA Ha OTXBBPIIAHE Ha IPHCAKH NP BL3PACTHH NAMEHTH ¢ HHCBK
K YMEPEH HMYHOJIOIMYeH PHCK IIPH aloreHHa TpaHcIanTanus Ha 6s6pek 1w cepne. Certican
TpA0Ba fa ce mprnara B KoOMOBHAIMA ¢ UHKIOCTIOPHH MHKPOEMYJICHS K KOPTHKOCTEPOHIH.

4.2 JozHpOBKA H HAYAE BA HPHI0KEHHE

Jleuenne ¢ Certican Tpa6sa Ja 3all0YHE H Aa ce NPOBEKIA, CAMO OT JIEKApH C OIIUT B
HMYHOCYTIDECHBHATA TEPANs Cle] TPaHCIVIAHTALHA HA OPTaHH, HMallld BE3MOXKHOCT J1a TIpocieaaBaT
HUBATa Ha EBEPOJIMYC B LiIaTa KPhB.

Br3pacToa

HauanHarta acsuposka or (0,75 mg nBa OBTH JHEEBHO Ce NpenoprhyBa 3a o6IiaTa Monylannd NANHeHTH ¢
TPaHCINaHTHpaH OBOPeK WM CHPLE, KATO ce NPHIAra BbB Bh3MOXKHO Hali-KPaTEK CPOK Clie
TpaHcIuiaHTauaTa. JiHeeHata noza Certican BuHaru TpaoRa 1a ce mpreMa IepopanHoe, pasjelieHa B JBa
npreMa, ¢bC B §e3 XpaHa (BIK TOYKA 5.2 ) H ¢AHOBPEMEHHO C IHKJIOCTIOPHH MHUKPOEMYJICHS (BH:K
Tepanesmuyen nexapcmeer MOHUMOPUHE).

Certican e camo 3a nepopanna yrorpeda.
3a No-HaTaTBIIHH HHCTPYKIIHH BX. TOYKA 6.6.

[Mpuemamute Certican MalMeHTH MOXKE Ja ¢¢ HY>KJadT OT KOPHTHPAHE Ha JO3UPOBKATA B 3aBUCHMOCT
OT JIOCTHIHATATA KOHLEHTPALHA B KPBBTa, IOHOCHUMOCTTA, HHAHBHIYATHHS OTrOBOP, IIPOMSIHE B
CHIIFTCTBAIIMTE JISKapCTBa M KITMHHYHKA cTaTyc, Kopurupade Ha 03upoBKaTa MOKE Jla Ce IpaBy Ha
HHTEepBaau OT 4-5 nuu (BYok Tepanesmuen nekapemeen Monumopuue)

TTaupenTy oT serpornnara paca: Yecrorara Ha ycTaHOBeHO ¢ GHO, o o sg gpg;p@ p"rxa'spnﬂﬂe Ha OpraHM
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TP [TALIMEHTHTE OT HErPOUHATA Paca € 3HAYHTENHO 1I0-BHCOK. ,E'c’:ﬁa Heﬂne-d rr H@Hm're OT Apyri

pacu. HMa orpaHiYeHO KOJIMYECTBO aHHU, KOMTO COYAT, Ye I m;eH'ime ornerpom aTa paca Moxe

Ia ce Hy KAaaaT oT mo-roneMu ao3m Certican, 3a 2a ce OCTHIH @ mia ecbm{ac}ro H NIpH

IalMEHTHTE OT ApYrH pacy (Bik Touka 5.2). [ToHacToaeM A; @t{\e Ba*hq:fmc,acg /ﬁesonacnocr ca
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TBBpJIe HEAOCTATEYHH, 32 Ja MOXe Aa OBbAT HalpaBeHH cIeU(MYHHE IPETOopEKA 3a YIoTpeba Ha
eBEepOIMMYC IIPH TAIMEHTH OT HErpOHIHATA paca.

Ynotpeba npy nena pu gonpacream: HaMa foctaTeyuHo ONMT, 32 fa 6BAAT HANPaBEHM HPEHOPBKH 34
ynorpebara Ha Certican nipy Jeua 1 nogpacTsaui. MMa camo orpannueHa unrdopManus 2a 650pedso
TpaHCHNAHTHPAHH NeAUaTPHHYHA HalHeHTH (BIK TO4Ka 5.2).

TanpenTH B Hanpennana BB3pacT (=265 ronuup): KNHHWYAUAT ONMKUT NDPH NANUEHTH > 65 roqHu e

orpaHuyeH. BeOpekd Je JaHHWUTE ca OrPaHHYeHH, HAMa QUeRBHIHM PA3IHKH BEB (hapMaKOKHHETHKATA
Ha eBepONIMMYC HpH nanuesTy =65-70 ronuHy (pix Touka 5.2).

Iarenty ¢ yppenena 6x6peyna Gynkius: He ¢ BeoOxonumo KOpHIHpaHe Ha JO3UPOBKATa (BIK TOYKA
5.2).

IManuenTa ¢ yepeaeHa yepHonpobHa dhynrupa: KoHUEHTpalupTe Ha SBEPOIIMMYC B KPhBTa Tp:AORa na

ce CleAAT BHMMATENHO [IPH NaMeHTHTE ¢ YBpeaeHa YyepHoApoGHa GyHK. ITpy naupeHTHTe C TeKo
J0 YMEPEHO TEXKO YBpeKaaHe Ha depHoapoOHara pyHxuma (knac A win B no Child-Pugh)
JO3MpoBKaTa TpAORA Aa ce HAMAJTH HAMOMOBHHA OT HOpManHaTa IPH KOHTO | 12 ¢a JABE OT CIICAHUTE
obcroarenctsa; 6umupy6un >34 pmol/L (>2mg/dl), anbymun <35g/L (<3,5g/dl), INR>1.3
(mpoTpoMOuHORO BpeMe >4 cekyHAH yabukenne). [Io-HaTaTHIIHOTO THTPHpaHe Ha o3aTa TpaOBa Aa
ce OCHOBaBa HA TepaneBTHYHMS JIEKAPCTEEH MOHUTOPHHT (BIK Touka 5.2). ErepoiMycC He e oeHABaH
NpH MallHeHTH ¢ TeXKO YBpeXKaaHe Ha depHoupobHaTa yHkuus (xiac C mo Child-Pugh, Brox Touxa
4.4).

TepareBTUYEH AeKapcTBEH MOHMTOPHHL: [Ipenopbuea ce PeMOBHO MpOCHEAsBaHe HA TEPANICBTHIHHTE
HUBA Ha €BEPONHUMYC B 112 KpEB. Bh3 OCHOBA HA aHAAHN3 Ha €KCIIO3HMIMA-e(DHKACHOCT U €KCIIO3HIMA-
OezonacrocT Gelle yCTaHOBEHO, Ye IPH ITALHEHTHTE, JOCTHralld Half-HHCKH HHBa Ha €BEpONIIMYC B
usana kpeB 23,0 ng/ml, gecToTaTa Ha HOKazaHO ¢ OHONCHS OCTpO OTXBBLPNSHE HA TPaHCILIAHTHUPAaH
6u0pex MM CHplie € MO-HHCKA OT Ta3H NPH MAIMEHTHTE C KOHLEHTpalmu B KpsBTa nopa 3,0 ng/ml.
IpenopsuBa ce ropHata rpaHMIa HA TepaNeRTHYHHA AuanazoH na 6sae 8 ng/ml. Excnozums xHan 12
ng/ml He e npoyuysama. Tesu mpenopbuaHd NHAlla30HH 32 CBEPOIMMYC CE OCHOBaBaT Ha
xpoMaTorpahCki aHaIH3.

Ot 0cobGeHo 3HateHye € f]a ¢& MOHHUTOPUPAT KOHLSHTPAIMH Ha eBEPOIMMYC B KPBBTA IPH MallHeHTHTE
¢ YBpeKIaHe Ha yepHoapoOHaTa hYHKIIHA [0 BpeMe Ha €JHOBPEMEHHO NPUIOKEHHE ChC CHITHH
UHAYKTOpA WK rHxubrTOpy Ha CYP3A4, KoraTo ce npoMens nekaperBeHata dopMa W ako
JO3MPOBKATA Ha HKJIOCTIOPHH ce HaManaBa wyecTBUTENHO (Brk 4.5). I1pu ynotpeba na
IHCTIEPrUpaly ce TabeTKH KOHUECHTPAIHATE Ha EREPOIIAMYC MOXE JIa Ca MaNKO ITO-HHUCKH,

OrrruMaiTHo KopurupaHe Ha fosuposkata Ha Certican Tpa6Bsa Xa ce ocHOBaBa Ha Half-HMCKHTe HHBA,
HOMy4Yend >4-5 oHU ciel IpeIxoaHaTa NpoMaHa Ha Jo3HpoRKaTa. LIHKIoCiopyH B3aHMOAEICTBA ©
SBEPONMMYC H BCNISICTBHE Ha TOBA KOHUSHTPALMHTE Ha €BEPOJIMMYC MOJKE Jla CIIAAHAT, aKo
GKCIIO3HIHATA HA LIMKIIOCIIOPHH YYBCTBHTEIHO ce HaManH (T.e, Hali-Huckd Huea <50 ng/ml).

HpenoppKy 33 NO3NPOBKA Ha THKIOCTOPHH Ipy 6e0peuna TpaHCcHNaETALIHN:

Certican He Tpsafsa Ia e ynoTpebssa 3a NPOALILKHUTETHM NEPUONH SOHOBPEMEHHO C ITBIIHH NO3H
muEsocnopud. HamaneHaTa eKcriozunia Ha HHKJIOCIIOPHH Npu npueMatiure Certican NaLHeHTH ¢
6B0peyHa TpaHcINaHTaLus noxobpasa 6s0peuHaTa GpyHKIMs. IToHIKeHHETO Ha EKCIOZHLMATA HA
UMIJIOCIOPYH TpadBa Na 3aroyse 1 Mecell cllef TpaHCIaHTaumMaTa. B3 OCHOBA HAa JAHHUTE OT
KIHHMYHO npoyusaHe A2306 (Bmx Touka 5.1) ce mpenopbYBaT clIeTHATE TAPTreTHH JHAIIa30HH Ha
€KCIIOZHIIMA Ha WHKTOCIIOPHH, KethMHHPAHHK CHOpe] IPOTOKONA Ha NpoyuBaHeTo (KOHLUEHTpallHH Ha
IMKJIOCTIOPHH B KPBBTA, H3MEpeHH 2 Haca Cliell IpHIoKeHHe Ha no3ata (C2)): cenmuim 0-4, 1000-1400
ng/ml, ceqvuny 5-8, 700-900 ng/ml, cenmun 9-12, 550-650 ng/ml, ceqmuum 13-52, 350-450 ng/m!l. B
TOBA KIIMHMYHO IPOYYBAHE U3MEPEHHTE HAl-AMCKH KPBBHY KOHLCHTpali-Ha- T ioenopuy (CO)
/fgmﬁ‘@ﬁfem‘ mecel;: 82 &

60; npe3 12-tux Mecen: 61 + 28, 3a ma ce cBege A0 MHHMMYM pHC
NpefIBHI, Y€ KOHUEHTPAIMHITE, KAKTO Ha €BEPONIMMYC, TaKa H Ha
IO/ TePaNeBTHYHMA JHATIA30H CKOPO CIIEH TPaHCIIIAHTALMATA.
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INpenu HamansBaHe Ha AO3MPORKATA Ha WHKIOCTIOpHH TPAGBa Oa ce OCHTYpAT steady-state Hali-HHCKH
KOHIEHTPAlHH Ha eBepOIUMYC B LSUIa KP'BB PABHH KM [10-BHCOKH OT 3 ng/ml.

Hma orpannueHn ganuy 3a gosupoBkarta Ha Certican npy Hali-HHCKH KOHICHTPAUMH Ha IHKAOCTIOPHHE
nox 50 ng/ml win C2 muea rox 350 ng/ml o BpeMe Ha moANBpKalIaTa Ghasa. AKC NALMEHTHT HE MOKE
Ja TIoHece MOHMKeHaTa eKCIIO3HIMA Ha IMKNOCTIOpHH, TpIOBa Ha ce 00CHIH [10-HaTaThIIHATA
ynoTpeda Ha Certican.

H[!GHOQT:KH 34 JOIUPOBKA HA IHKIOCNIOPHH PH ChpASYHA TPAHCIITAHTALAA:

3a nma ce nopobpu GrOpevHaTa (hYHKIHA MMPY TANHUEHTHTE ChC CHPIACYHA TPAHCILTAHTALMS 110 BpeMe Ha
noAAbpKawaTa (asza, DO3HPOBKATA HA LEKIOCIOPHH TpAORA Ja ce HaMamH cbobpazHo MTOHOCHMOCTTA,
Axo yBpexpnaHero na OnOpeunaTa (QYHKIMSI € IMPOTpecHpalle MM aKe W3YHCISHHAT KPEeaTHHHHOB
KiMpeHe € <60 ml/min, TepameBTHYHMAT pexxuM TpaOGBa na ce Kopurepa. IIpM NauHeHTHTe CbC
chbpJieuHa TPAHCIUTAHTAIHA ONpPe/IesHETO Ha NO3UPOBKATA Ha LUKIOCIIOPHH MOXKE Ja C€ OCHOBaBa Ha
OmuTa OT mpoyurare 2411, B roero Certican € NpuIaran ¢ HUIIOCTIOPHE © PeAyLpaHH HaH-HUCKH
nusa (C0) kaxro cnempa: npes mepeua Mecew: 200-350 ng/ml, npes propus mecew; 150-250 ng/ml, npes
3-4 mecer: 100-200 ng/ml, npe3 5-6 mecer: 75-150 ng/ml, npes 7-12 mecew: 50-100 (HamepeHHTE HUBA
¢a npeacTapend B Touka 5.1).

Ilpu nanueHTHTE CHC CHPACYHA TPAHCIVIAHTALMA HMa CaMO OTPaHHYEeHH JAHHM 3a IO3HpOBKaTa Ha
Certican npy Hai-HHICKH HUBA Ha UHKIOCTIOPUH moA 50-100 ng/mL cnen 12 Mecena. AKO IALHEHTHT He
MOJKE Jla TTOHECe MOMIDKEIfaTa eKCHO3HIMA Ha LHKIOCIOpHH, TpsOpa Ia ce ofchau mo-HararThilHaTa
ynorpeba ya Certican.

Tlpenu HamasABaHe Ha MO3KMPOBKATA Ha HMKJIOCTIOPHH TPAOBa Na ce ocHrypsT steady-state Hali-HHCKH
KOHIEHTPAUMH Ha eBepoIuMYC B IS/Ia KPhB PaBHY KM [10-BHCOKM OT 3 ng/ml,

4.3 Hporneonoxkasanns

Certican ¢ MPOTHBONICKA3AH INPH NAIlHCHTH ¢ H3BECTHA CEPBXITYBCTRATCIHOCT KBM €BEPOIIHMYC,
CHPOJIEMYC HJIH HAKOE OT NOMOIIHHTE BCIIECTBA,

4.4 Crpennaidnn npegynpexneHHs H NpelIazan MepKH NPpH ynoTpeda

B ycnosuaTa Ha xuH#AYHA u3nuTBanus Certican e npuiaran yeropeaHo ¢ HUKJ0CTIOPHH
MEKpOeMyIIcHS, OasumikcumMab u KopTurocTepouny, Certican He € aJeKBaTHO NpPoy3eH B KoMOHHALA
¢ IpyTH HMYHOCYIIPECOPH, PasiHYHU OT CIIOMEHATHTE.

Certican we e afeKBaTHO NMPOYYEH NMPH NALHEHTH ¢ BHCOK MMYHOJIOTHYEH PHCK.

dapmarxOKHHETHKATa HA eBEPONIMMYC He ¢ IPOyUeHa IIpH HALMEeHTH C TeKKO YBPEKIAHe Ha
uepHOApobHaTA QyHKIMA. IIpH Te3H NarHeHTH c¢ NpenophyBa BHUMATENHO MOHHTOPHpaHe Ha
KPBBHHUTE Hal-HUCKH KOHUEHTPALIHH Ha CBEPOANMYC.

CHITBTCTBAIOTO NPHIOKEHHE ChC CHITHH HHXHOHTOpH Ha CYP3 A4 (HanpHMep KeTOKOHAaz oI,
ATPaKOHa30]I, BOPHKOHA30M, KIAPHTPOMHLIMH, TEHTPOMHIME, PHTOHABHP) H HHIYKTOPH
(nanpumep pudramnui, pudabyTHH) He € IPENophYATENHO, OCBEH aK0 SBEHTYAIHHTE I10J13H He
IpeBUILABAT PHCKA.

IlpenopbuBa c& MOHHTOPHHT HA KPBBHHTE HAH-HUCKH KOHIICHTPAllMH HAa €BEPOMMYC BUHArH, KOFATO
eHOBPEMEHHO ¢ HEeTO ce MPHaraT MHAYKTopy uimm naxubutopn Ha CYP3 A4 w cnen npexpataBane Ha
npueMa UM (BIK Touka 4.5 ).

IMaupenTyre, NpHeMalH HMYHOCYIIPECHBHH JIEKapCTEeHH NPOAYKTH, Brunounrenno Certican, ca
M3JI0’KEHH Ha MOBHIIEH PHCK OT Pa3BUTHE HA JHM(OMH M IPYFH 3JI0KAUECTBEHH 00pazyBaHuA, 110-
CTNELHATTHO MO KOxkaTa (BIK Touka 4.8 ). ABCONIOTHHAT PHCK H3IJI 'g:'%pa;}ﬂ ngneqe c
MIPOABJKHTENHOCTTA W HHTEH3UTeTa Ha UMYHOCYPECHATA, OTK ﬁg’f‘é‘ c—yrromé@a; ‘Ha eJHH
crieuuIYeH seKapeTBeH NpoaykT. YaupenTure tpsbsa na O,
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[MayuenTuTe, npreMany HMYHOCYNPECHBHH JIGKAPCTBEHH NpPOAYKTH, Brmouwrenso Certican ca
M2JI0XKSHHA Ha TTOBHLIEH PHUCK OT PAZBUTHE HA HE(EKINH, IO-CIIEHaIHO ¢ ONOPTIOHHCTHYHH [TATOIEHH.
Hma crobienns 3a uHexuy H celicuc ¢ daraneH H3XOA NpH fanuenTH nexyeagu ¢ Certican (Bk
Touka 4.8 ).

B xoza Ha KIMHHYHM npoyqeanmd Ha Certican npe3 nhpeuTe 12 Meceua clel TpaHCI/IAHTALHATA €
npuaaraHa aHTHMUKpoOuanHa npodunakTuka cpemy Pneumocystis jiroveci (carinii) maesMoHMS.
IIpodunaxruka cpeury cytomegalovirus (CMV) ce npenopbyea 3a Neproaa Ha IHPBUTE 3 Mecena cell
TPAHCIUTAHTALNATA, O-CIIELHAJIHO NPH NaLHEeHTH ¢ NOBHINEH pUcK oT HHGexmusa ¢ CMV,

VYenopenHoTo nipmiaoseHye Ha Certican M IUKIOCTIOPHHE MUKPOEMYJTICHS [IPH IALPCHTH C
TPaHCIUIAHTAIIMH CE acOLMMpa ¢ TIOBMIICHHE Ha CEPYMHHA XONECTEPOs H TPUITIMLEPHH, KOETO MOXKE
Ja uzuckea gevenue. [puemaumre Certican naupenTH Tpsabea Aa 6bAaT MOHUTOPHPAHH 34
XUNICPIAMAASMHS ¥ pH. HY KA 12 Ce YIpuiaraT NOHWKABAMY TRIHHATE KOHNEHTPalHH JIeKapCTBeHH
TIPONYKTH H IOAXOAAMM KOPSKIHM Ha XpaHHUTENHHA pexcuM (Brk TouKa 4.5 ). Heobxonuma e onenka
Ha CBOTHOIICHHETO PHCK/IION3a NPH MalHEHTH ¢ YCTaHOBEHA XUNEPIHIIHASMYS, TIPSIH Ja Ce 3all0YHe
AMYHOCYTIpecHBHa Tepanud Biousama Certican. ITo nopoGer HauMH TpsOBa na ce Ipeouenn
CBOTHOIIEHHETO PHCK/TIoN3a NpH Yrotpeba Ha Certican oT nanueHTH ¢ Texka pedpakTepHa
XHITSpIHITHACMHES.

IMarmenTy, npu kouro ce npuaara uaxuburop Ha HMG-CoA penykrasata w/unu pubpar, Tpadea fa
OBIAT MOHUTOPHPAHH 32 BE3MOKHO Pa3sBUTHE HA HEXGNAHUTE PEaKIHH, OIMCARH B KPATKUTE
XapaxTepHCTHKM HAa CHOTBETHUTE JIeKkapeTBa (BIDK TOUKa 4.5).

ITpy BCHYKM MALMEHTH ce NPEeNnophyBa peJOBHO NpocieaseaHe Ha 6b0peunara dyHxuma. Ilpu
MaLPIeHTHTE ¢ IOBHINEGHN CSPYMHH HHBA Ha KPeaTHHHHa TpsaOBa Jla ce pasrirela NOIXosIia KOpeKLHs
HAa UMYHOCYIIPECHBHMS PEAMM H IO-CIELHAIHO PEAYKIMA Ha JOSHPOBKATA R LIKIOCIIOPHH.
HeoGxonuMo € NOBHIMEHO BHUMaHNE YIPH eIHOBPEMEHHO NPHIIaraHe ¢ Npyry JIeKapCTBEHH TIPOAYKTH,
33 KOWTO € U3BECTHO, e HMAaT HebJlaronpusaTes edexT Bbpxy Op0pednata QyHKIMA.

Hauuemme C peOKK HacneaACTBeHH IIpOﬁJ'leMI/I Kato ranakTosHa HeIlIOHOCHMOCT, Lapp JIAKTa3eH
,ueclmum HIIH [AOKO30-ralakKTOo3Ha Maﬂaﬁcop(ium CBLIO HE TpHSBa Ja pueMat TO3H JIEKapCTBEH

NPOIYKT.
Bakcumamnsa: FIMyHocynpecopuTe MOTAT a TIOBIMAAT OTTOBOPa Ha BakcuHarmaATa. [1o Bpeme Ha

JIeYeHHEe ¢ UMYHOCYIPECOPH, B TOBA YHCIIO K eBepONTIMYC, e()eKTHBHOCTTA Ha BaKCHHALIMATA MOXKE Ja
ce [OHWKH, YroTpefaTa Ha )KMBY BaKCHHM TpsIOBa Aa ce n3bsrea.

Huariiosza uaTepeTHURATHO Senonpobuo zadomnsane (MB3) Tpabsa na ce mmva npeABH/T IpH NaLKErNTH,
KOMTO MMaT CHMHATOMI Ha HH()EKUHO3Ha THEBMOHHS, HO He OTFOBapAT Ha JIEUeHHETO ¢ AHTHOHOTHLY H
IpU KOUTO MHPEKIMO3HH, HEOIIACTUYHH W IPYTH HE NEKAPCTBEHT NPHYHHM ¢2 OTXBBPIEHH MOCPSACTBOM
noaxonai uscaensanus. Ciydau Ha FB3 ca crobiienn npu sievenne ¢ Certican, KOMTO OTIYMABAT Clie]
NPeYCTAHORABAHE Ha JIEUSHHETO ¢ HNY 0e3 Tepanus ¢ NOKOKOPTHKONY (BIDK Touka 4.8),

4.5 BzammogeiicTBue ¢ APYIH JEKAPCTBEHHA NPOIYKTH M APYTH (POpMH A B3aNMOAeiCTBHE

Ereponumyc ce MeTaGonusupa npequmuo ot CYP3A4 p uepiua xpob U 0 H3BECTHA CTEIIEH B
ypeBHaTa CTeHa M NpejcTaBlaea cybeTpaT Ha MynTHIeKapeTEeHaTa edilykeHa omna, P-
riuxonpotedH. Ilopany ToBa pezopbisTa U HOCTEABANOTO eMHMAHHPAHE HA CUCTEMHO
pe3opOMpanis eBEPOTUMYC MOXKE Ja ce MOBIHALT OT JIEKApCTBEHH JIPONYKTH, KOHTO NIOBJIHABAT
CYP3A4 unu P-rnuxonporenna. ETHOBpeMeHHOTO NPIIIOKEHNE HA CHITHE HHXHOHUTOPH HIIH
HUHOYKTOPH Ha 3A4 He e npentoppunTento. Muxuburopure Ha P-minkonpotenHa Mose 1a HaMaIAT
eduryKca Ha eBEpONIMMYC OT YPEBHUTE KNETKH W Ja MOBHIIAT KPBEBHHTE KOHLIEHTPAllUH Ha eBEPONHMYC.
In vitro, eseponumyc ¢ KOHKypenTeH HHxuOuTOp Ha CYP3A4 n CYP2D6, xaTo NOTEHLMAIHO
MOBHINaBa KOHUEGHTPaLUKUTe Ha IEKAPCTREHH IPOYKTH, KOUTO ce MeTabosi3upar OT Te3H eH3UMH.
CnepoaTenHo, Tpsa0ra ia ce NOAX0KAA BHHMATEITHO IPH €AHOBPEMEHHO NPHIQKEHKE Ha SREPOTIHMYC
v cyGerpard Ha CYP3A4 u CYP2D6 ¢ TeceH TepaneBTHYEH MHIEKC. Bﬁkﬁk’@p&ﬁgy‘ﬁb@m Ha
B3aMMOACHCTBHATA i vivo ca GHIM NpoBeeH: 63 eHOBPEMEHHO Iquéx‘?enne ﬁﬁiﬁﬁ{@gcmpnn.

TR -
Luxnocnopus (MaxuGutop Ha CYP3A4/PgP): BuosangumnocrTa /qg”ega‘nxim}?gg.lg@ ifi0\ce noprIaBa
TIpH eXHOBPEMEHHO MPIIOAEHNE Ha uKnocnopas. 1lpu npoyusafss aﬁhgﬁdudﬁnopng
opia 1 A

55 iﬁ POEMYIICHS
(Neoral) B emuerasu nosu npu sapasu foSposonuu AUC Ha eBepQIi aqﬁ{fij&“z}aéé’c c 168 % (o1
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46 % [0 365 %), a Cmax - ¢ 82 % (o1 25 % mo 158 %) B cpaBHenye ¢ MOHOTEpaNHA ¢ €BEPOAUMYC.
BE3MOKHO € J1a BE3HEKHE HEOOXOQUMOCT OT KOPEKIHsA Ha NO3HPORKATa HA €BEPOJIHMYC IIPH [IPOMAHA
Ha JO3UPOBKATA HA IMKIIOCMIOPUH (BIK Touka 4.2). Certican nMa MaIko KIHHHYHO BIHAHHE BBPXY
hapMaKOKHEETHKATA Ha IMKIOCIIOPHH NIPH NAaLieHTH ¢ OB0pedHa WIH ChpAeyHa TPaHCIIAHTALM,
NpHeMally LHKIOCIOPHH MUKPOEMYACHA.

Pudamnuey (uanykTop Ha CYP3A4): Ipu nedenue Ha 37paBH ZOOPOBOJILM ¢ MHOTOKPATHH 03U
prdaMIULEH, TOCAeABaHH OT eAHHMYHa 1o3a Certican, KIMPBHHCA Ha BEPONHMYC Ce YBEINYaBa
npuGnusKTenHo TpH nbTH, Cmax ce noHmwxkaea ¢ 58% 1 AUC crio ce nonuxasa ¢ 63%.
KomGunaimsra ¢ pudaMiiyH He ¢e Ipenopsusa (BIK Touka 4.4).

Atopaacratun (cy6erpar va CYP3A4) u npasactatun (cyderpar Ha PgP): IlpusoxeHueTo Ha
equuryaM qo3u Certican ¢ aTOPBACTATHH M TIPABACTATHH MPH 31paBy A0OPOBONLY HE IOBIIIABA
(hapMAKOKMHETHKATA HA ATOPBACTATHH, NPABACTATHH U eBEPONMMYC, KaKTO M 001aTa OHOAKTHBHOCT Ha
HMG-CoA. peaykTazaTa B I1a3MaTa B KIHHHYHO 3Ha4YMMa crelned. TesH pesynTaTh He Moxe fa Opaar
eKCTparonupanu 2a apyru uaxuburopy Ha HMG-CoA pemykrasara.

ITaunenTure TpaGea ya G'pHAT MOHHTOPHPAHH 33 HACTEIIBAHE HAa PabAOMHOMM3a H IPYTH HEKeJaHH
NMeKapCTBEHH PeaklMy, OIACAHN B KPaTKHUTe XapakTepucTHKM Ha unxuburopure Ha HMG-CoA
peAyKTasara,

Ipvry Bb3MOKHM B3aHMONESHCTRHA: YMeperuTe HHXuOuTOpH Ha CYP3A4 1 PgP moxke na nosuuar
KPBBHUTE KOHUESHTpaluy Ha everolimus (Hanpumep npomueozebuyny sewecmsa; GIryKoHa3om,
MAKPORUOHY GHIMUGHOMUYY, EPUTPOMULIUH, OIOKepY HA KaNYHeGUMme KAHA Iy, BepanaMull,
HUKAPIUIINH, TWITHASEM; nponeasHy unxubumopy: HelPUHABMD, HHAHHABHD, GMIIPEHABHP.
Hunyxropute Ha CYP3A4 MOXe Ja yewisaT MeTabonHu3Ma Ba BEpONAMYC U Ia TIOHKKAT KPLBHATE
KOHLIEHTPALHH Ha eBepONUMYC (HAIIpHMep KBIT KaHTapyuoH Hypericum perforatum),
anmuxongyRcanmu. kapbamazepus, denobapuran, Gennrounn; anmu-HIV nexapcmeenu npodyxmu.
edhaBUpeHL, HEBUPAITHH).

IToM ¥ coK OT TpefindpyT NOBNMABAT aKTHBHOCTTA Ha HuToxpoM P450 u PgP n mopanu Tora Tpsbea na
ce u3lArpar.

Baxcunaups: iMyHocynpecopere MOTaT 1a HOBJMAST OTTOBOPA Ha BAKCHHANMATA H BAKCHHHPAHETO O
BpeMe Ha Jiewenwe ¢ Certican moxke na Gbae mo-ciiabo eeKTHRHO. YnoTpedaTa Ha MKHBH BaKCHHH
Tpabra ma ce U3bATEA.

4.6 BpemenHocT H KbpMeHe

Hsma noctaThubM JadHH 32 ynorpebata na Certican ripu GpeMeHBHM eHu. MacneasaHua NpH JKABOTHA
ITOKa3BaT eheXTH Ha PENpPOIYKTHEHA TOKCHYIHOCT, BKIFOUHTENHO eMOpHO/GeTOTOKCHYHOCT (BIDK TOYKA
5.3 ). TloTeHIBAMHIAT PHCK 3a HOBeka He ¢ usbecteH. Certican He Tps6Ba a ce npreMa OT OpeMeHHU
JKEHM, OCBEH aKO TIOTCHIMATHUTE IIOJ3H He NPeBHIIABAT NOTEHIMANHIA pUCK 3a Tona. JKenure ¢
JeTepoled NoTeHuua TpsabBa fa Obaar CHBETBAHM 12 M3MON3BaT ehUKACHH METOAM 33 KOHTpalemnLus,
nokaro nipuemaT Certican 1 o 8 ceAMMIM crep NpexparasaHe Ha JSYSHHETO.

He ¢ U3BECTHO JANIM €BEPONEMYC Ce eKCKPETHpa B KbpMaTa IIpH yoseka, IIpH uacneaBaHus ¢ JKHBOTHH
eBEPOIUMYC M/ IiH HerosiTe MeTabonuTH 6BP30 1 IECHO TIPEMUHABAT B MIKOTO Ha KBPMEIIH
wrsxoge. Jlopanun Tasu npuunHa, npuemanture Certican JeHH He TpAOBa Ja KBPMAT.

4.7 Ederra gopxy cnocofHOCTTa 32 mwodupane H paGora ¢ MAMHHE

Edexrtute BBpxy cnocobrocrTa 3a mopupane u paboTa ¢ MallMHA HE ¢a MPOYUBaHH.
4.8 Hexenanu JIEKAPCTBEHH PeaKlHH

Yecrorara Ha H3OpOSHHTE HO-HOIY HEXKEAaHN PEakLivH € M3BEIECHA B X /1:@ 2 TRY KITHHITIHY
NpoyYBaHUA U peAcTaBisnsa 0006meHa uHdopmMan#s ot 1199 mauu § ?c'a‘{a‘* aH,E[OMHSHpaHPI
JBOHHO-CIIETIH, KOHTPOJIUPAHY, MyHATHLICHTPOBH NPOYYBAaHKUA: 2 II 9V0“61>6pet1
TPaHCIUIAHTAIMH H | TIpH de novo ChpAeHHH TPaHCIUTAHTANHHY, B Q;l"r Certican ce‘npnq raB
Jo3upoBiy o 1,5 mg unn 3,0 mg ZHEBHO B NIPOIBIDKEHHE Ha H 1{@ lg Mecelia ‘\y&n PEeIHO C
LHKIIOCTIOPHH MHKPOEMYJICHS H KOPTHKOCTEpOUIH. B nomsnne kmnv—ieﬂa,mﬂpjépmé v 323
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4ecTOTaTa Ha HeskeNaHHTe Peakiyy oT ABe OTBOPEHH KIMHHYHH Npoy4BaHui. B Tesu npoyusanus ce
oreHsBa edukacHocTTa M Ge3onacHocTTa Ha Certican 1,5 1 3 mg mHeBHO B KOMOMHALY ¢ HAMAsIEHA
EKCIIO3HIIMA KBM LMKJIOCTIOPHH NP de novo peruiuenTy Ha 660peuHn TpaHCIUIaHTaHTH.
HeskenaHuTe peakimu ca NOApeJeHH CBIIACHO CIIeHHTE KaTerOpHH:

Muoro uect > 1/10
YecTn >1/100 u <1/10
Heuectn >1/1 000 u <1/100

Penxu > 1/10 000 1 <1/1 000
<1/10 000, ¢ HexzrecTHA HeCcTOTA (OT HAMMHUTE JAHHH He MOXKe 14 Obe

MHoro penku

HamnpasCHa OI.IeI-lKa)

IpencraBerara no-momy Tabnuua 1 ceabpxKa HeXKENAHHTE PEAKIIMH, BE3MOKHO WK BEPOATHO
cebp3anH ¢ Certican u HabionaBany B KIHHUIHA Ipoyysanus ¢asa I (npu 6x6peyna u cepacyHa
TpaHcIUTaHTauuA). Tabnuuarta e cheTaBena cro0pasHo crannapTHaTa KIacHbuKanys 1o OpraHy b

cucteMu MedDRA;
Tabanua 1
Cucrema YecroTa Hexenana JieKapcTBeHA PEAKIHS
Hudexupu u UecTu Bupycau , Gaxrepuanis i rbOHYHH HHOEKIMH,
HApa3HTO3N cerncue.

Heuectn Panesa undexus

Hapywenus Ha
KPBBOHOCHATA U
mambnara cucreMa

CeprieuHn HapyLIEHHsA

Ennoxpunnu
HapyleHHA

MeTabonuTHE B
XpaHUTETHH
HapyweHHs

CrpoBu HapyiueHus

PecriparopHn,
TOpaKaIHU K
MeHacTeHATHH
HapyIieHHA

CacTpo-HHTECTHHAIHA
HapylIeHus

MHuoro uecTH

YeceT

Heuecnn

Muoro gyecTH

HegectH

Mmuoro yectu

Hectu

YecTH

Muoro uecT
Yectu

Heyectn
Penxu
Yecru

JlerkoneHus’

TpoMBOMMTONIEHH S, AHEMHS', KOATYIOMATHS,
TpoMOOTHIHA TPOMOOLHTOTIYHA
Iy PIypa/XeMONUTHIRO-YpeMIUEH CHHAPOM

Xemomuza

Teprxapauanta edysus

XunoroHanu3sM Npy MBxke (TTOHIDKEH
TeCTOCTEPOH, nopuuen LH)

Xﬂnepxonecreponemm, XHOCPIHIMASM A

XunepTpurinepuneMus

Xunepronus, mumdonene’,
BEHO3EH TpoMOoeMOOIH3BM

,
TInespanua edysus”
TTnesMoOHHg

HurepcTuiuanso Senoapodiio 3abonapsaxe
Benogpobua anseosapHa IPOTEHHO34
Kopemua Gonka, nﬂapnwneﬂe MaHKpPEaTHT,
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XenatoOHanapHn Heswectn Xenatut, yepHOAPOSHH HAPYLWIEHHs, XKBATEHHNA,

HapyIICHH OTKIOHEHH? BLB $YHKIMOHANHHTE YepHONPOOHH
Tectope’
Hapymenns na xoxkara Hectn AHTHOHEBPOTHYEH eieM’, aKHe, YCNOKHEHNEe Ha
H MIOIKOXKHUTE THKAHH XHMPYPrHYHHA PaHH
Heuecrn Ob6pre
Hapymennsa na Heyectn Muanrus
ONOPHONBUTATEITHH
anapar
brOpeunu u ypuHapsn  Yectn Hudexupu Ha NHKOUHHTE THTHLIA
HapyIMeHu] Heuectn Ty6ynapHa Hexpo3a Ha G6pexa’, MHeToHeGPHT
O61m HapyeHss Yectn Otok, Gonka

CbCTOAHUA B MACTCTO
Ha NPHIOKeHNE

1,7_[0303a3ncHM e(hexT e YCTAHOBEH WM € HaGmoAaEasa 3HAYHTETHO [I0-BHCOKA YECTOTA IIPH
HAIMEHTUTE Ha 3 mg JHERHO

Tlpn chpheyYHa TPAHCTUIAHTALIHA

*Tpu 6B6peyHa TPAHCILIAHTALEA

* ITopyumenu y-GT, AST, ALT

* IpENIMMHO MPY TALHEHTH, NOYHABAIM eAHOBpeMEHHO nedenye ¢ ACE naxuburopu

Jnmdomu mmm numbonponudepaturHo 3abonaBaHe HacThIBA NpH 1,4 % OT INaNHEeHTUTE, NPHEMAaIH
Certican (1,5 mg wim 3,0 mg gueBHO) B KoMOMHALMS C APYrH HMYHOCYIPECOPHM B KOHTPONHPaHH
KIMHHYHY TIpOY4BaHMA, KOMTO ca Omid nNpocleleHH Hal-Manko eapa TOoAuHA. 3MOKAYECTBEHH
obpazypaHus Ha KoxkaTa ce pa3eveaT y 1,3 % or DanuenTHTe, ApPYrHM THIOBE 3/M0KAYECTREHU
obpasyBanus ce passueaT y 1,2 % oT nanmeHTHTe.

YecToTaTa HA TPOsBA Ha HEYKEIAHUTE JIGKAPCTBEHY PEaKiWd MOKe Ja 3aBHCH OT HMYHOCYIIPECHBHHA
pexceM (HampuMep TEKeCT M {IPOABIDKUTENHOCT). B NeHTpanu3upaHiTe KIMHUYHH MPOYYBAKUA TIPH
narnuenTHTe, npuemamy Ceriican B koMOMAaUus ¢ MBIHA 1033 [UKIOCIOPHH MUKpPOSMYICHA, ce
HabmoAapaxa MOBHINEHH HHBA Ha CEPYMHMA KpEaTHHHMH C IIO-BHCOKA YeCTOTa B CpaBHEHHE ¢
KOHTpONHuTe rpyn. Tpy peaywyipaHa AO3KPOBKa Ha IHKNOCTIOPHH MHKpPOSMYJICHA 00IaTa 4eCTOTa Ha
HexKeIaHHTe peaKLHH e Mo-HHcKa (B Touka 5.1).

YpodunsT Ha nexkaperpeHa GezonacHocT Ha Certican Npy DPHIOYKEHHE C peAyLMpaHa 103a
LMKSIOCTIOPHII € CXOMEH ¢ TO3M OT TPHTE LEHTPAIM3HPAHH NPOYYBAHMA, IIPH KOUTO € IPHIArasa MbiHa
J102a UMKIOCHOPHH, ¢ H3KIIOYEHHE Ha NIOBHIUGHUATA HA CEPYMHEA KPeaTHHHH, YHATO YeCTOTa € 110~
HHCKa, 8 CPeHATE H MEXAMHHHTE CTOHHOCTH Ha CEPYMHIS KPEaTHHUH ¢a HO-HUCKH B CPABHEHHE C
dasa Il — npoyuranugTa.

Crnyyante Ha METEpCTALHANHO OenonpobHO 3a0onssate, BRIIOUBAIIY NapeHXxuMio 6enoapobHo
BE3TANICHHe (THEBMOHHT) W/ Pubposa ¢ HeHH(EKIIHO3Ha ETHOOI |, HAKOH OT KOUTO ¢ daTaneH
H3XOJI, HACTBIIBAT Py [ALMEHTH, KOHTO [101y4aBaT PANaMULIAH 1 NPOH3BOLAHH, BIJIOYHTEIHO
Certican. Kato uano, cbCTOABMETO OTLIYMABA Cile] NPEyCTaHOBARANE 1A nedeHHeTo ¢ Certican w/Huau
MpHOaBIHETO HA TIIIOKOKOPTHKOMIH,

4.9 Ilpemozupane

B mpoyuvBaHmMA NpH KHUBOTHH €BEPOIHMYC AEMOHCTPHPA HUCHK IIOTEHIHA] 34 08 spa TokcnyHocT. Cren

1
[IPUIOKEHHE Ha ¢AMHHYHM Iepopantn no3d ot 2000 mg/kg (orpa 9@}{3“ l:3:'(;* § ;ﬁ{& HE ce
Ha0IIoAaBaT CMBPTHM CITYHaH MIH TEXKA TOKCHYHOCT HHUTO MPH I@%& O_\I$I:[\J rhXoBe.
g s;. oht KN o
JoksanBaHusT ONUT NMPH NIPEJIO3UPaHE Y YOBEKA € MHOT(Q Orpa tig a.fégﬂd _eﬁ H ciyuali Ha

cyuaiiHo mornplane Ha 1,5 mg eBeponumMyc oT 2-TOMHIHO A€ .e;g} »K(én‘ib HE, ca Hm6 OaBaHH
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HexxeNaHH peakiMi. EnuHIYAN 034 10 25 mg ca NpUiarady Ha NanyeHTy clel TPAHCIUTAHTAIMS ©
APHEMIIMEA IOHOCHMOCT TIPH OCTPA TOKCHYHOCT.

BB BCHHUKH ClIy4au Ha Npefo3HpaHe TpadBa Aa ce peanpHeMaT o0  NOIXBPKALH MEPKH.

5. ®APMAKOJOIHYHH CBOHCTBA

51 @apmaxoAmHaMEUHH CBOHCTEA
dapmMakoTepaneBTHYHA Ipyna: ceNeKTHBRA uMyHocynpecopu. ATC xom: LO4A A 18.

Ereponumyc, HEXHOHTOP Ha niposHdepaTHRHAITE CHIHANK, NPENOTEPATABA OTXBBP/ISHETO HA
NpHCATEeHAs Oprad Y IpH3auy ¥ HeuoBeKONOHOGHHU IIpHMAaTH Clie]] aloTpaHCIUTaHTalus. IIpoayKTsT
OCBINECTBABA HMYHOCYIIPECHBHOTO CH JeHCTBIE ypes HHXuOnpaHe Ha npoaud)epaliaTa ¥ OTTaM Ha
KIOHAIHATA SKCIIAH3HS HA AHTHIEHHO AKTHBHPaHH T-KIETKH, KOATO Ce MPeJU3BHKBA OT T-KIeTEYHO
crenHUIHN HHTePJICBKUHH, HaIpIMep HHTepAeBKHH-2 U HATepNeBkun-15. Eseponmmyc uHxnbHpa
BETPEKAECTHYHHTE CHTHANHE ITBTHIA, KOMTO C& OTKJIFOYBAT NPH CEBPEBAHETO HA TE3H PaCTEKHH
thakTopH Ha T-KJIETKUTE ChC CHOTBETHHTE UM PeLIEITOPH, HOPMAJTHO TOBa BOAH A0 KICThYHA
nponudeparid. brokupaHeTo Ha TO3H CHTHAN OT eBepONIMMYC BOJH IO CTOI HA KIETKHTe B cranuil G
OT KJIETHYHMS IHKBH.

Ha monexynsapHo HHBO eBeponuMyc oOpasyBa KOMIUIEKe ¢ nuromasMenns nporeu FKBP-12, B
NPHCBCTBHETO HA ERSPONHMYC CTUMYJIHPAHOTO OT pacTexeH gakrop doctopunupaHne Ha p70 S6
KHHazaTa ce HHxubupa. Toil kato dochopunupanero Ha p70 S6 kuHa3aTa ce OCHIIECTBABA YO
koHrpona Ha FRAP (Hapuuad cpio m-TOR), Ta3u HaxoAxa HaBeXAa Ha MUCHITA, 4€ KOMIDIEKCET
epeponuMyc-FKBP-12 ce cRBpp3Ba KBM HETO M IO TO3H HAUHH NHoBMIRa pyHkimaTa Ha FRAP. FRAP e
KIIIOYOB peryaupall] IPOTeHH, KOHTO yripasisiBa MeTabou3Ma, pacTexa H Ipoludepansara Ha
KIICTKHTS; MOTHCKaHeTo Ha (QyHKuata Ha FRAP obsacHapa cniMpaHeTo Ha KICTBYHHA UMK,
HPEeIU3BHKAHO OT EBEPOIIUMYC.

EpeponumMyc, ceIoRaTeNHO, MMa MEXAHNZEM Ha JeHCTBHE, pa3/InyeH OT TO3H Ha NUIUIOCIIOPHH. B
NPeAKITHHAYHE MOJEJH Ha aNOTPaHCIUIAHTAINA KOMOWHAIMATA HA EBEPOIHMYC H IHKIOCIIOPHH € JIO-
eyKacHa OT MOHOTEPAIHATA C ABATA IPOAYKTa NOOTIEHHO.

EdekTsT Ha eBepONEMYC He e orpannyara camo a0 T-knetkute. Toit no-cxopo maxubupa obmara
CTUMYNHpasa oT GhakTop Ha pacTeXa MPoNTU(epalya Ha XeMATOMOSTHYHH H HeXeMaTOOSTHUHHM
KHETKH, KaTO HalpAMep KIeTKUTE Ha IVIaIkaTa MycKyJaTypa Ha ceRoBeTe, CTHMy/IHpaHaTa OT
pacrexxHuA (akTop MpoNHQepala Ha CHA0BATA [NIaNKa MYCKYNATypa, KOATO C& OTKIIOUBA [PH
HapaHsBaHe HA eHJOTENHH KIETKH M BOAH N0 00pa3yBaHe Ha HEOUHTHMA, HIpae KIr0YoBa Polls B
[ATOreHe3aTa Ha XPOHHIHOTO OTXREpPJIHe, [IpeAKTHHIMHHTE MPOYYBaHKA C €BEPOIIMYC NTOKA3BAT
uHXHOHpane Ha o6pasyBaHeTO Ha HEOHHTHMA B aJJOTPaHCIIIaHTAHOHEH MOJIEN TIPH a0pTa Ha IUThbX.

KHyHHE H3MHTEAHUA

Fobpewna mpancnranmayus

Certican BBB (uKcupany 1034 OT 1,5 mg qHesHo ¥ 3 mg XHeBHo, B KOMOHHALMA ChC CTaHAAPTHM 03K
LHKIIOCTIOPHH MHKPOEMYJICHA M KOPTHKOCTEPOH/IH, € H3CAEABAH B X0/a Ha JiBe KIHHIYHH [IPOYiBaHKA
tasa I1I npu de novo 6p0peuna Tpancnnantauua (B201 u B251). Karo pedepeHTeH NPONYKT ce
usnonzea Mukopenonar Moderun (MMF) 1 g apa npTH aeBH0. KoMOHHHpanHuTe MBPBUYHA KPUTEPHH
33 Pe3yNTaT OT JIEYEHHETO Ca JIUNCA Ha epHKACHOCT (HOKa3aHOo ¢ GHONCHA 0CTPO OTXBBPIIIHE, 3aryda
Ha TIPHCaIKaTa, CMBPTEH M3XOM WIH HeABSABaHe Ha NMaleHTa) Ha [ecTHA Mecel| H 3aryba Ha
IpHCaJKaTa, CMBPT WK HesBABAHE Ha MANMEHT 3a npochienssane Ha 12-tus mecen. KaTo 1o, B Te3u
KIMHUYHHE npoy4Banus Certican e He no-mManko eduxaced or MMF. HecroTtara Ha JOKa3aHOTO ¢
GHONCHA OCTPO OTXBBPIAHE Ha NpHcazKaTa Ba Mecell 6 B ipoyusaus B201 e croTBeTHO 21,6 %, 18,2
%, 1 23,5 % 3a rpynure Ha Certican 1,5 mg nuesno, Certican 3 mg ﬂHenﬂgwwnpowBane

Certican 3 mg OHeRHEO n MMIF

Q.T fur 4 3.
Pemynupana dyHKUMS Ha IPUCAAKATA C TOBHALIEHH CEPYMHH HUBA HY B arﬂ{i@gaﬁce Al
YyecTo cped nanuenTHTe Ha Certican B KOMOMHALESA ¢ OB 1034 11 NOPHAH MUKD
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cpashenue ¢ nanuenTure Ha MMF, To3u edexr HaBexZa Ha MHCBITA, ye Certican nosuiasa
He(POTOKCHYHOCTTA Ha IHKIocnopuH. EdextsT Moxke a Gbne 0OpaTHM py NOHHKABAHE Ha
JIO3MPOBKATa HA HUKIOCIIOPHH.

B ape rnmamynn npoyusanya dasa b (A2306 n A2307) y peuniniuents ¢ de #novo TpaHCIIAHTALHS CE
oueHsBa euracHocTTa 1 HesonacHocTTa Ha Certican 1,5 U 3 mg AHesHO (HavaiHa JO3MPOBKA,
focseBalliaTa IO3HPOBKa — OasupaHa Ha TapreTHUTe Haii-Hucky Huea >3 ng/mi) B koMGuHauus ¢
pemyuypaHa eKCIO3HIHA KbM LHKIOCTIOPHE, MOHKMTOpHpaHa upe3 C2. B xoaa ma npoyusase A2306
TapreTHUTE KonLeHTpaumu C2 ca caepnnre: cenymuy 0-4, 1000-1400 ng/ml, cenpmuy 5-8, 700-900
ng/ml, cemmum 9-12, 550-650 ng/ml, cenmuum 13-52, 350-450 ng/ml, B xopa ya A2307 (B
KkoMGuHauus cbe Simulect) TapreThute C2 KoHUEHTpawnH ca: ceamuuy 0-8, 500-700 ng/ml, cemvumu
9-52, 350-450 ng/ml.

HeitcTenTensuTe Hali-Hucke Husa (CO0) 1 C2 npu npoyusarero A2306 ca npencrasend s Tabmana 2
NO-ZI0My:

Tatmana 2 IIpoyasane A2306: CymMapHa cTtaTHCTHKA Ha Haii-Huckute HHBa (C0) 1 C2 Ha
KOHIIEHTPaLMHTE Ha LUKIOoCTIOpHH A (CsA)

CpenHu Hait-uuckd Husa Ha CsA (£8D) Cpemun C2 Hupa Ha CsA (£SD)

Busura Eseponmmyc 1.5 Esepomimyc 3 mg Esepommmyc 1.5 mg Eseponumyc 3 mg
mg

Hen 7 250+ 114 262+133 1259 + 323 1224 +324
N=110 N=121 N=I111 N=123

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

Mecen 3 131485 140 £99 685 +284 754 +362

=91 N=101 N=95 N=103

Mecen 6 . 8260 83+67 534 +£265 545 +£318
N=80 N=96 N=84 N=99

Mecen 12 61428 71+44 412 + 180 403 + 153
N=73 N=86 N=75 N=88

B xnusmuno npoydusane A2306 pesyntarrTe Ha Mecell 12 3a OMyanuaTa ¢ HaMepeHHe 3a feueHne
(ITT N=237; 112 na Certican 1,5 mg auesno 1 125 Ha 3,0 mg AHEBHO) AEMOHCTPUPAT HeCTOTa Ha
JIOKa3aHo ¢ GHONCHS OTXBEpIAHe 25,9 % B rpynata Ha 1,5 mg nuerHo u 19,2 % B rpynara Ha 3 mg
JHepHo. CpaBHEHKATA Ipe3 LANOTO NpoyYBaHe NI0Ka3BaT, de QVHKIMITA Ha IpUCcaIKaTa e no-godpa B
cpaBHenue ¢ Tasy, Habmonasana B npoyuyeanusra ¢ Certican U nenHA 1033 LWKAOCHOpUH. CpelHETE
CTOHHOCTH Ha CepyMHMS KPEaTHHHH 3a HepPHOAA Ha AKTHBHO JieueHHe Ha Mecen 12 ca 122 pmol/L B
rpynata Ha 1,5 mg u 126 umol/L 8 rpynara Ha 3 mg Certican (cpeano: 126 u 134 pmol/L). Cpenunre
CTOIHOCTH Ha KpeaTHHHUHOBHA KWIHpBHC no Cockeroft-Gault 3a neprosa Ha aKTHEHO JIeYeHHE ¢a
choTBeTHO 69 1 62 ml/min B ABeTe rpynu Ha Certican (cpeaso: 69 u 65 ml/min).

Knnnnunoto npoy4ysane A2307 uma cxomeH Ha A2306 ausaitu ¢ nofarane na 2 1034 6asunukcuMab
20 mg B neH ( 11 AeH 4, KaKTO M IIO-HHCKHM TapreTHH koHUeHTpauuu C2 3a ciclosporin npes nepeuTe 8
CEIMHIM cJiel TpaHcmanTanraTa (ceamunu 0-8; 500-700ng/ml, mecenm 3-12: 350-450ng/ml).
AnameuTe Ha pezyatatute Ha Mecen 12 (ITT, N=256; 117 na Certican 1,5 mg mueBno u 139 na 3,0 mg
JAHEBHO) NIEMOHCTPHPAT YECTOTH Ha JIOKasaHo ¢ Ouoncus orxpepiasue 13,7 % s rpynara Ha 1,5 mg
naesHo M 15,8 % B rpynara Ha 3 mg auerHo. Cpenuure CTOMHOCTH Ha CepyMHHS KPEaTHHHH 32
NEPHOAA HA aKTHBHO JiedeHHe Ha Mecerl 12 ca 128 umol/L s rpynarta wa 1,5 mg ¢ 126 pmol/L B
rpynara Ha 3 mg Certican (cpenno: 132 1 132 pmol/L). Cpeauure cToHHOCTH Ha KPeaTHHHHOBHA
xiapeHe 110 Cockeroft-Gault sa nepuoaa Ha aKTHBHO JieYeHUe ca ChHOTB ﬁ 6" Gf n»é&ml/mm B JIBETE
rpynu Ha 2 Certican (cpeguo: 68 1 65 ml/min).

Cupoeuna mpancnnanmayus é-‘ L
: =/

B wimHmuBoTo npoyusane (B253) ¢asa III Certican 1,5 mg nuepn¢ i

CTAHJAPTHHU J03H umcnocrioan MHKPOEMYJICHA H KOPTHKOCTEPO



KOMOMHEpaHaTa YecToTa Ha ocTpo oTxBhpiane 2ISHLT crenex 3A, ocTpo OTXBBLPIIAHE, ACOLMUPARO C
KOMIIpOMETHpAKE Ha XeMORMHAMHKATA, 3aryda Ha NpHcajKkaTa, cMBPT HITH HesIBIBAHE Ha MailHeHTa 32
npocnenaeade Ha Mecel 6, 12 u 24. 1 nsere no3uposku Ha Certican nipepesxoxknaT AZA B Mecell 6,
12 1 24. YectoTata Ha nokazanoro ¢ Ouoncns ocrpo orxeepiade 2ISHLT crenen 3A B mecen 6 € 27,8
% B rpynara Ha 1,5 mg nuesro, 19 % B rpynara Ha 3 mg quesHO M 41,6% B rpynara Ha AZA (p=
0,003 2a 1,5 mg cnpsmo koHTponHaTa rpyna, < 0,001 3a 3 mg cnpaMo KOHTpONIHATA rpyHa).

B13 0CHOBaA HA JaHHH OT H3C/IE/IBAHE C HHTPAKOPOHAPEH YITPa3ByK NOMYYEHH OT NOATPYNa NALMEHTH
Ha M3CAe/IBaHAaTa IOMyNailkd, ¥ ABeTe No3upopky Ha Certican ca CTaTHCTHUECKH 3HAYHMO [10-
edukacHi 0T AZA 1o OTHOLICHHE NPEROTBPATABAHE BA30TIATHA HA NPHCafKaTa (AedHHMpaHa KaTo
yBeNIHYeHHE Ha MAKCHMalTHaTa AeOesiHa Ha MHTHMATa B CPaBHEHYE ¢ H3XOHUTE JaHHHM oT 20,5 mm B
Hali-ManKo eJIHH OT IOpeIuLaTa Cpe3oBe NPH aBTOMATHYHO U3TEITIAHE), SIHH BAXEH PHCKOB (akTop 3a
sary0a wa rnprcamKaTa B JBJITOCPOYEH IIaH,

TloBHIUEH CepyMeH KpeaTHHHH ce Habmoaaea no-yecto y naupentare #a Certican B koMGHHanus ¢
IIBIIHA 033 IMKIOCTIOPHH MEKPOEMYIICHS, OTKONKOTO NpH nanuesTHTe Ha AZA. Te3u pesyrrath
nokasear, e Certican ysenuyara HHIYIHPaHaTa OT IMKIIOCTIOPHH He()POTOKCHIHOCT.

[MposenenusT aHaMH3 Noxazpa obave ve GbOpeunaTa pyHKIMA Moxe Ja 6bae nonobpena upes
TOHIKABAHE 03aTa Ha LMKAOCHOPHH A0 CTOMHOCTH §e3 3ary6a Ha epMKACHOCT KaTo KPbBHM HMBA Ha
eBepONIHMYC Ce TIOTBPIKAT Hal Heobxoaumua npar. Tposeneno e npoyusane A2411 ¢ Tasu uen.

Knuauusnoto npoyueare A2411 e paHnoMI3HPaHO, OTBOPEHO. 12 MeceuHo, B KOETO Ce CpaBHABa
Certican B koMBUHaUM ¢ HAMATEHH JO3H LHKIOCIIOPHH MHKPOEMYJICHA M KOPTHKOCTEPOHAH C
MmukodeHonat modetin (MMF) 1 cTanaapTHH A03H LHKAOCTIOPHIT MHKPOSMYJICHS H KOPTHKOCTEPOAU
npH de-novo NALMEHTH Che ChpaetHa TpaHcnanTanua. Certican e mpuiaras B 503a oT 1,5 mg Ha ieH 4
e KOpHMrupaHa J0 NOJAbPKAHE HA TAPTeTHHTS KPLBHH Hall-HHCKM HUBa Ha eBeponumyc oT 3-8 ng/mL.
MMF e npuaarad B 1o3upoeka oT 1,500 mg, Jo3uTe Ha LHKIOCTHOPHH MUKPOSMYJICHS CA KOPUTHPAHK
JIO IOCTHTaHe Ha CENHATE Hak-HHcKkn HuBa (ng/mL):

T:a])l"QTHl.l HHBA Ha Mecer, | Mecen 2 Mecen 3-4 Mecenr 5-6 | Mecen 7-12
ciclosporin CO
Certican rpyna 266-350 150-250 100-200 73-150 50-100
MMF rpyna 200-350 200-350 200-300 150-250 100-250

HaMepennTe NCHCTBHTENHH KPbEHH HHBA Ca NPelCcTaBeHH B Tabmiua 3.,

Tadanama 3
A2411: Cymapna cratueTaka Ha CsA KpLBEN HEBa* (cpenno = SD)
Certican rpyna MMF rpyma
{N=91) (N=83)
Buzura Co Co
Henr d 154+71 155+ 96
n=79 n=74
Mecen 1 245 £+ 99 308+96
n=76 n=71
Mecen 3 199 £ 96 25673
n=70 n=70
Mecen 6 157+ 61 219+ 83
n=73 n=67
Mecen 9 133 £ 67 [87 £ 58
n=72 n=64
Mecen 12 110% 50 180 % 55
n=68 n=64

*:nafl-uucki Husa (CO)

TIpoMmenuTe B 6u0peuiiata (hyHKHKI ca HpeAcTaBeHy B Tabnuua 4.
[IpefcTaBeHy B Tabnina 5.
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Tabauna 4

A241t: TIpomMsiHa Ha KpeaTHHHHOBHSA RIAAPBHC N0 BpeMe HA NPOYYBaHeTo (HANHNEHTH ¢
ABOHKA PE3YNTATH)
CroitnocTa Ha kpeaTunnnos kmupnac (Cockroft-Gault)*
mL/mn
Hzxopan CroirrocTn npa Paznuka mexay
JAHHN timepoint rpynuTe
Cpepnio (= 5D) Cpeano (£ SD) Cpemio (95% CI
Mecert | Certican (n=87) 73.8 (£ 27.8) 68.5 (£ 31.5) ~1.3
MMEFE (n=78) 774 (% 32.6) 794 (£36.0) (-18.1.3.4)
Mece 6 Certican (n=83) 74.4 (= 28.2) 65.4 (247 -3.0
MMF (n=72) 76.0 (= 31.8) 72.4 (£26.4) (-13.6.2.9)
Mecew 12 Certican (n=71) 74.8 (+ 28.3) 687 (271N -1.8
MMEFE (n=71) 76.2 (£ 32.1) 71.9 (= 30.0) (-11.2,7.5)
* BRIIFOYBA DALNIEHTH CbC CTOHHOCTH OT H3XOMH NAHHH 11 BH3MTA
Tadauua 5
A2411: CroiiiocTi 32 ¢cH0UTHS Ha edaracnocT (vectoTa nipa ITT nonyﬂamm"ra)
Kpaiina Touxa 3a Certican MMF Pazmika B HHBATA 1A
ehHHURACHOCT n=92 n=84 CHONTHATA

Cpeano (95% CI}

Ha 6 mecena
Joxazano ¢ Guorncus ocTpo

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

Kombunupana Jimca #a aé {78 10 o R £ (A7 "
edbicacoeT 26 (28.3%) 31 (36.9%) 8.6(-225,52)

ua 12 mecena
JHoxazano ¢ Ororicys ocTpo

OTXBEPIAHE 21(22.8%) 25 (29.8%) -6.9(-19.9,6.1)
= ISHLT cremen 3A

Kombrsnpana nurca Ha 5 (9 o e "
edbracHoCT! 30(32.6%) 35 (41.7%) 9.1(-233,52)
CMBPT w1k 3ary6a Ha 10 (10.9%) 0 (11.9%) -

npiicafika/peTpaHCIfIaHTallH
* KomGHHHpaHa JIHTICa Ha eHKACHOCT: TIOPaIll HAKOE OT CJIENHOTO - OCTPO OTXBBPIAIE 2 CTEMEH 3A,
OCTPO OTXBBPJIALE ¢ KOMIPOMETIIPAHE Ha XeMOAHIIAaMHAKATa, 3aTy0a Ha NpHCAIKd, CMBPT Wil
HeBB3MOKHOCT 34 HpocHeiiBante,

52 ®apMakoKHHETHYHH CBOHCTBa

PesopGumsa: [Ipx nepopalieH IpHeM MakCHMATHWTE KOHISHTPALHH Ha eBepOIIMYC ¢e NocTHrar 1 1o 2
yaca cief nprema. KpheHATe KOHIEHTPAIMH Ha €BEPOIMMYC IIPH IAUHEHTH ¢ TPAHCHNAHTALNS ¢a
H0303aBHCHMH B quanazona 0,25 j1o 15 mg. OtHocuTenHaTa BHOHAIUYHOCT Ha JHCIICPTHPaNiTe Ce
TaGneTky B cpasHeHHe ¢ Tabnerkure e 0,90 (90%, nosepurenen uaTepsan 0,76-1,07), u3uucnena B53
OCHOBa Ha choTHomenuero Mexkny AUC Ha geara nponykra. Edexr na xpanara: Cmax u AUC Ha
eBEPOTAMYC CIAfIaT ChC ChOTBETHO 60% 1 16% npu npreM Ha Tabnertkara ¢ Gorata Ha MasHHHY XpaHa,
3a ceexcaane Ha BapuaGUIHOCTTa 10 MHHHUMYM, Certican Tpa6sa na ce npHeMa 110 €HH K CHLIM HAYHH
— caMo C XpaHa WM caMo Ha ITIafHo.

Paznpenenenyie: ChOTHOMIEHUETO KPBB KbM TIa3Ma HA €BEPONUMYC 3aBHCH OT KOHIEHTpalMHTe U
Bapupa B Auanazona ot 17% no 73% B no3oBus auanazod ot 5 go 5000 ng/ml. Ceup3saneTo ¢
TUIa3MEHHUTE IPOTEUHH € NpHOnu3uTenHo 74% y 3Apay AOOPORONLUM H NALHEHTH C YMEPEHO
yBpeKane Ha uepHoApoOHaTa ¢yHkims. ObeMbT Ha paznpeneenne, aCoMMpal ¢ TepMUHATIHATA
taza (VZ/F) y mauuente ¢ 656peyHa TpaHCIIAHTALIAS HPH MOANBPKALIO neqeﬂg‘g\ e 342+ 107 L.

MeraboiasM: Eseponumyc npeacTaensea cyberpaT Ha CYP3A4 u Pfﬁlukeﬂﬁb“ré?ﬁg F\JL&BHI/ITG
OBTHIIA HA MeTaboNN3bM, HACHTH(DHIMPaHH Y YOBEKa, Ca MOHOX
Upes XHApoid3a Ha JaKTOHOBHA IPECTEH ¢¢ 00pa3yRaT /IBa OCHOB




ITaBHAAT IHPKYIUpall B KpbBTa kKoMnoneHT. Huto efun oT ocHOBHMTE MeTaGOMHTH Ha3riexaa He
JOMPUHACS B 3HAYNMA CTETCH 32 HMYHOCYNPECUBHOTO NeHCTBHE Ha eBEPOTHMYC.

Exckpenps: Caen npdeM Ha ¢IMHAYHA 1033 PaJHOaKTHBHO Gena3aH eBepOTMMYC OT NALHEHT ¢
TPaHCILUTAHTAIMSA, HPHEMAII LIHKIIOCIIOPHH, NpeofiafapamoTo komrdectso (80 %) panuoakTHRHOCT ce
YCTaHOBsBA BEB (hereca, a caMo HE3HATUTETHO KOMHYECTBO (5 %) ce eKCKpeTHpa B YPHHATA.
VizxonHOTO NexapcTBO He Ce YCTaHOBARA B ypHHATa U delieca,

PapMaKOKHHETHKA B PAaBHOBeCHO CheTosHHe: DapMakoxuHeTHKAaTa MPH NalHeHTd ¢ 6r0peyna 1
ChpACYUHA TPAHCTIIAHTALMA, NIPHEMANIH €BEPOTIMMYC Ba IIBTH NHEBHO, YCIIOPEAHO C LHKJIOCIIOPHH
MHKPOSMYICHS, € ChIIOCTaBUMa. PAaBHOBECHOTO CBCTOSHME Ce AOCTHIA KbM ASH 4, KaTO KyMYJIMPAHETO
B KPBETA € 2 0 3-KpaTHO IO-TOIAMO B CPABHEHHE C SKCTO3HLMATA Ciell MbpBaTa A03a. Tmax HacThMea
1 no 2 vaca cnen npuema Ha nozata. Cmax 2a 0,75 u 1,5 mg apa nbTH JHERHO BapHpa B IPaHHLUTE

11,1 = 4,6 u 20,3 £ 8,0 ng/ml, a AUC Bapupa chorBeTHO Mexay 75 2= 31 1 131 £ 59 ng.h/ml. Kpeerute
Hali-HUCKH KOHLeHTpaiuy npeny npueM (Cmin) 3a 0,75 1 1,5 mg x8a MeTH HHEBHO BapHpaT CHOTBETHO
mexcay 4,1 £2,1 17,1 £ 4,6 ng/ml. ExcriozuuusTa KbM €BEpOAHMYC OCTAaBa CTAOHIHA BBE BPEMETO
npes MbpBaTa rogMHa ciel TpaHCIVIaHTalpsITa. Cmin B 3HawMMa cTeneH xopeiupa ¢ AUC ¢
KoeHIUNeHT Ha kopeaanma Mexay 0,86 n 0,94, B3 ocHOBa Ha NOIy/alHOHEH dapMaKOKUHeTHUCH
aHanu3 KIMPBHHCET Ha nepopanHo nprera jo3a (CL/F) e 8,8 L/h (27% papualiys MesxIy OTASITHHTE
HalMeHTH), a LGHTPANHEIT 06eM Ha paznpeneneHue (Ve/F) e 110 L (36% sapraumst MexIy OTASIHATE
naiyenTa), OcTaThYHATA BapMadHUAHOCT Ha KPBRHHTE KOHLSHTpaIlH e 31%. EnuMurHaHOHHIAT
nomyxuBoT e 28+ 7 h.

YepHoapobno yepexknane: [lpr 8 nanpenTa ¢ ymepeHo yspexxnane Ha yepHOUpoOHaTa byHxumA (xiac
B o Child-Pugh), AUC Ha eBepolumMyc ce yBeHYaBa CPEIHO 2 IETH B CpaBHEHHUE C § 3ApaBH
no6pososu. AUC kopeiupa BO3HUTHBHO ¢ KOHLEHTPALMHTE Ha CepyMHMs OumupyOud u ¢
YIBIDKABAHETO HA MPOTPOMOHHOBO BpeMe; KOPenypa HEraTHBHO ¢ KOHIEHTPAMHTE Ha CEPYMHIS
anbymun. AUC Ha eseponuMyc roka3pa TEHASHIAS 3a NO-BHCOKH CTOMHOCTH B CPaBHEHHE CBC
3APABUTE JIKLIA B CITy4anTe, Korato GHmupyounsT e >34 umol/L, INR>3 (nporpombunoso Bpeme > 4
sec yABJUKeHHe) WK KOHLeHTpalud Ha anbymuna <35 ¢/L.. BnugaueTo Ha 4epHOAPOOHO TEKKO
yBpesxaane (xnac C no Child-Pugh) Be e ouenseano, Ho UMa BeposTHocT edexrsT Brpxy AUC Ha
eBEPOTHMYC J1a Gble TOKOBA TOJIAM KITH T0-TOJISIM B CpaBHEHHE ¢ YMEPEHO TEKKOTO YBpexane. Brok
Touka 4.2.

Brbpeuno yepesxaane; CleATpaHCIIAHTALMOHHOTO YEperkiane Ha 6u0peunarta GyHkus (MBTeppan Ha
Clerea 11-107 ml/min) He MOBNHARA HeraTHRHO (apMakOKHHETHKATA Ha eBEPOTHMYGC.

Hena: CL/F ua eBeponuMyc ce yBeiH4apa ﬂnﬂeuﬂo B 3aBMCHMOCT OT Bb3pacTTa Ha nauuenra (ot 1 xo
16 romuHm), TenecHaTa non'bpxnocr (0,49-1,92 m?) u Tenecnara Maca (11-77 kg). PaHOBECHOTO
cperosane CL/F e 10,2 + 3,0 L/h/m?, a enuMHHAMOHHEAT HOMykHBoT e 30 £ 11 h. Jlesethamecer
NIeAMaTPUYHM SIALMEHTH ¢ de novo 6L6peqﬂa TpancmsaHTawEs (ot 1 xo 16 ronunm) npaemar Certican
IMCIIEPTHPALLH ce Tab/IeTKH B J0o3HpoBKa 0,8 mg/m’ (MakcuMyM 1,5 mg) fsa ITHTH JAHEBHO, 328AHO C
LHKTOCTIOprH Mukpoemyichs. AUC Ha esepomuMyc pH Tax. aoctura 87 = 27 ng-h/ml - eroiinoct
CXOZIHA C Ta3M NpH BB3pacTHH, npueMain 0,75 mg aBa ety jgHesro. Hali-HUCKHTE KOHUEHTPALMH Ha
PaBHOBECHOTO ¢heToanme ca 4,4 + 1.7 ng/ml.

IanpexTy B HanpenHana Be3pact: IIpy BE3pacTHH NalKeHTH (Bh3pacT Ha NALMeHTHTE B X0/a Ha
npoyyBanuaTa 16-70 roMHN) e KOHCTATHPAaHA OrpaHHyeHA PeAYKIHA Ha KIMPBHHCA Ha eBepOIHMYC
caexn nepopaneH npaem (CL) ¢ 0,33 % na roguda, Kopekuus Ha O3MpOBKATa He C€ CUHTA 32
HeoOxomMMa.

Ernyyecky npousxoy; B3 ocHOBA Ha NONYNALHOHEH (hapMakOKHHETHYeH aHalH3 KRHPBHCET IPH
nepopaned npueM (CL/F) e cpenso ¢ 20 % 10-BHcoK y MallieHTHTE OT HErPOMIHATA paca, peLdIHEeHTH
Ha TpadciuanTar. Biok Touka 4.2 ,

OTHomeHue eKCno3xuus-0Tropop: CpeAnarta Hail-HACKA KOHLIGHTpaLs 7 Ha, BEPOITAMYC 32 IEPBUTE 6
Mecelia Clie/t TPaHCTNaHTAlUATa HMAT BPB3Ka ¢ 4eCTOoTaTa Ha noxa;anmgqﬁudpcuﬂ 0CTpO
OTXBHPJIANE HA IPUCANKATA K Ha TPOMOOUUTOTICHMATA IPH Hali: 'm””r 0636peqna J{I«I ChpAEYHA
TpancrnanTauus. (Brok Tabnuua 6 mo-nomy). &

= uzvamé‘ﬁ
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Tabanuna 6

Brlpeuna TpaHcINaHTaLMA:

Half-HcKko HMBO (ng/ml) <34 35-45 4.6-5.7 5.8-7.7 7.8-150
Be3 oTxeopisane 68 % 81 % 86 % 81 % 91 %
TpomGounronenus (<100 x 10% %% 7% 14 % 17 %
10°/L)

CoppredHa TpaHCIIARTALMA:

Half-HHECKO HHABO (ng/ml) <35 3.6-53 54-173 74-102 10.3-21.8
be3 oTXBBpILANE 65 % 69 % 80 % 85 9% 85%
TpomGonuronenus (<75 x 10%L) 5% 5% 6% 8% 9%

5.3 IIpeaxksaunm<aHn JAMHM 32 0e30ACHOCT

IMpeATHHAYEUAT PO KT Ha BeKapeTBeHa De30TIaCHOCT HA eBePOIIHMYC C¢ OLUCHABA TIPH MHLIKH,
IUTBXOBE, MAJIKH NpaceHna, MaiMyHy 1 3aiiliil. I naBHHTe NpHileIHH OPraHy ca MBXXKaTa M JKeHCKaTa
penpoyKTHBHA CHCTeMa (fleTeHepala Ha TeCTHKYJIapHUTE TyOYIIH, HaMajleHO KOJHMYECTBO CIiepMa B
eNUIUANMHITE H aTpo(duA HAa MATKATA) IIPH HAKOIKO BHIA, H — CAMO [P INTLX0BE — Genud apob
(noBuIneHH anseonapHu Makpodaru) H o4HTe (TEHTHKYIAPHO IOMBTHABAHE B 00JIACTTA HA IIPEIHUA
wieB). HeznauuTennu npoMeHy B 656penuTe ce HabMoaasat NpH IbXoBe (eK3auepbanys Ha
CEBP3aHHA ¢ BB3PACTTa NMIO(YCIMH B TyOyIapHus eruresn) 1 MEWKY (ek3auepbaims Ha GasHCHH
nesvn). HamMa npuznauy na 650peyna TOKCHIHOCT ¥ MaliMyHHTE W MAJIKUTE NIpaceHia.

CrioHTaHHO HaCTHIIBAUHTE NOANIEKAITH 3a00ABaHHA (XPOHMUEH MHOKapANT y sxose, Coxsackie
BHpPYCHA MB(EKIHA B IIa3Mara | ChpUeTo y MaiMyHy, KOKUMAHATHA HEdecTalys B
racTPOHMHTECTHHATHHISA TPAKT Y MIKH IPAceHIla, KOXKHY JIE3HH Y MHIIKK M MaliMyHu) ce obocTpar oT
JIEYEHHETO C €BEPOIEMYC. Te3H HAXOIKK KaTo L0 ce HabMmonasaT NPH HHBA HA CHCTEMHA
eKCIIO3UIIMA B AHana30Ha Ha TepaleBTHIHA eKCIO3KIMIA WIK MPEeBUIIABALIHM I'0, C H3KIIOUCHHE Ha
HaXOAKHTE Y IABXO0BE, KOUTO ¢¢ TIOABARAT MO HUBOTO Ha TEPalleBTHYHA EKCIIO3HIIXA NOPpaTy BHCOKaTa
CTelleH Ha pasnpejesieHHe B ThKaHMTE.

[uxnocnoprH B koMOHHALIMA ¢ €BEPOIIMMYC IIPSAH3EHKBA NMO-BHCOKA CHCTEMHA SKCIIO3HINA Ha
€BEepOJIHMYC H NOBHLIEHA TOKCHYHOCT. HiMa HORH NpHIENHH OpraHy y exosete. [lpu MaliMyHATe ce
HabGmoxapa NOARA HA KPLROWBIHE M APTEPHHT B HAKOIKO OpraHa,

Tpu u3cnenpase HAa MBKKKA GEPTHIHTET Y INILX0BE MOPONIOrHATA Ha TECTHKYNHTE C& YBPEKAA IPU
nosu 0,5 mg/kg 1 noseye, a MOABIKHOCTTA Ha CIIEPMATO30HAMTE, OpOAT CIIEPMATO30MAH M HMBATA Ha
IUIa3MeHHs TeCTOCTEPOH ce NOHIDKABAT IpH 5 mg/kg, koeTo e B JHaNa30Ha Ha TepaneBTHIHA
eKCTIO3HLIAA U IPHUHMHABA TIOHIDKEHHEe Ha MEXKKHS (epTrnarer. Hannue ca nokazatencrsa 3a
obpatumoct. JKeHckuaT depTHIMTET HE CE 3acATa, HO eBepoNIUMYC NIPEMHHABA Mpe3 IUIaleHTaTa | €
TOKCHYEH 34 IU10Aa, Y TUTEXOBE €BEPOTMMYC NPEAH3BHKBA eMOPpHO/heTOTOKCHYHOCT MPH CHCTEMHA
€KCIIO3MLINA TIOR TepaleBTHYHaTa, TOBA ce MaHHdecTHpa KaTO MOPTAIHTET M HaMaJleHO TErJo Ha
nnoga. YectoTara Ha ckenerHute Bapuanuu ¥ Mandopmanun npu 0,3 u 0,9 mg/kg (nanpumep
paslieTiRaHe Ha CTepHyMa) ¢ ITOBHIIeHa, EMOPHOTOKCHIHOCTTA ¥ 3afiliiTe ce NpoARIBa KaTo
YBEIIHUEHHE CTeNCHTa Ha 1T0sABa Ha 3a0aBeHa pe3obpuus.

TIpoyupaHusTa 33 TEHOTOKCHYHOCT, KOUTO HOKPHBAT NPUIIOKIMHE KPHTEPHH 32 PesyNITaT, He IIOKa3BaT
KITaCTOTCHHA MITH MyTareHHa TOKCHIHOCT. IIpHIoKeHHeTO Ha eBepOITHMYC ¢ IPONEIDKHTENHOCT A0 2
FOJMHH He NOKa3a HHKAKBB OHKOTEHEH IOTeHIHA Y MHILKH H IUTbXOBE NPH Hali-roleMuTe 0034,
CROTBETCTBAIRM Ha 8,6 1 0,3 NBTH OUaKBaHATA KIHHIYIHA eKCIIO3HIIHA.

6. PCAPMALEBTHIHN TAHHH

6.1 CHHCBK Ha nOMONMMETE BellecTBa

OyTinoB xuapokcuronyed (E 321), MarHe3HeR CTeapar, 1aKro3
KpOCIIOBUIOH, Oe3B0HA JTaKTo3a, Oe3B0AeH KOJIOHIEH CHNHLHE
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6.2 HecneMecTHMOCTH

Ipu enpOBpEMEHHO NPHIIOKEHHE HA LIMKJIOCTIOPHH MuKpoemycHs i Certican npes HazoracTpansa
COHJa, HHKAOCTIOPHH MUKpOeMycHs TpaOBa a ce npuioxu npenu Certican. Jlpara tekapcTeeHu
IPONYKTa He TpiIOBa Aa e CMECBAT.

6.3 Cpox Ha rogsocT
3 roavBM

6.4 Cnennannn ycXxoBHs Ha ChXpameHHe
Ha ce cBXpaHABa B OpHTMHANHATA OIIAKOBKA C €] 3aIATa OT CRETVIMHA H BJIara.

6.5 lanud 33 onaKoBKATA

Brnuctep or anmyMuHmil/monnamMu/anymunuii/PVC.

OnaxoBkara ceabpia 50/60/100/250 Tabnetks.

He Benuxy BHAOBE ONAKOBKY MOKe Na GBAAT IyCHATH B TIpoaax6a

6.6 Cpmenmanay APeXNA3HE MEPKH NPH H2XBBPJNNE H paGoTa

JAmcneprupamy ce Tabaerku

Hpunoxncenue upes 10 ml nepopanua cnpunvoska

ITocrasere nucneprupammre ce tabmerkn Certican B CipuHIOBKA. MaKCHMANHOTO KOJIMYECTBO
Certican, koeTo MOXe Jia ce Fucieprupa B crpinioska ot 10 ml e 1.25 mg. Jlobasere Bona 1o MApKata
3a 5 ml. Mzqaxaiite 90 cek., xaTo exo pasiiaiare. Clen IucHeprupaHe OPHIOKETS JEKAPCTBOTO
Hanpaeo B yctara. Msmnaksere cnpuunoekara ¢ 5 ml 5oga ¥ 0THOBO BeBefeTe B yeTara. Jla ce M3rmisT
ome 10 zo 100 ml rosa wmw paspeaen cuporL

Ipunoscernue upes nacmmacosa wawra

Iocrasere pucneprupanre ce Tabnetku Certican B oxoso 25 ml BOAa B NA3CTMACORa YALIKA.
Makcumannoro xonuuectro Certican, koeTo Moxe 1a ce aucnieprupa B 25 ml Boga e 1.5 mg. Yamkata
Ce 0CTaBA 3a IPHOMH3HTEIIHO e MUHYTH 34 Ja MOTAT TabNeTKUTe Aa c¢ QUCRIEPTUpPaT 1 BHAMATEHO
ce paskiama npeau ynorpeba. Bennara cnes norThIaHe Ha pasTBOpA YalIKaTa TPAORa Ka ce H3MakHe
¢ ome 25 ml Boxma M nony4YeHMAT pa3TBOp 32 HIMHE.

Ilpunoicenue upes HA3020CMPATHA COHOA:

IlocTasere mucneprupamure ce tabnetku Certican B MaNka JJaGopaTopHa Yalua, Kosato chabpxka 10 ml
BOAa ¥ uzyakaiite 90 cek, kaTo neko pasxnamare. [locrasete qUCIEPCHATA B CIPHHLOBKA H
MEDKeKxTHpatiTe GaeHo (oKosc 40 cex.) B cToMamHaTa coHza. H3makaeTe yamara ¥ CHpAHIIOBKATA TPH
IBTH € TI0 5 ml BoJa ¥ OTHOBO MEJKEKTHpaiiTe B conpara, Hakpas npomuiite conmara ¢ 10 ml sona.
CromaiuHaTa cOHAa TpAOBA Aa OCTaHe 3aTBOpena roHe 3a 30 Mun. cnex npunarasero Ha Certican,

7.  IIPATENKATEJ HA PABPEIIEHHETO 3A VIIOTPEBA

Novartis Pharma GmbH,
Roonstrasse 25, 90429 Nuernberg, Iepmarnus

3. HOMEP(A) HA PASPEINIEHUETO 3A YIIOTPEBA
Certican disp. tabl. 0,1 mg: 20050109
Certican disp. tabl. 0,25 mg: 20050108

9. JTATA HA IBPBO PA3PEINABAHE/MIOXHOBSIBAHEHA /)i
YIIOTPEBA

22.02.2005

10. JATA HA AKTYAIHM3HPAHE HA TEKCTA
17.03.2008
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