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1. NME HA JEKAPCTBEHHUSA ITPOAYKT
Certican® 0,25 mg tablets / Ceprukan 0,25 mg TabneTkn

lllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

Certican® 0,5 mg tablets / Ceprukan 0,5 mg Tabnerkn

Certican® 0,75 mg tablets / Ceptuxan 0,75 mg TabneTku
Certican® 1,0 mg tablets / Cepruxan 1,0 mg Tabaetku

2, KAYECTBEH U KOIHYECTBEH CHCTAB

Bceska Tabnerka cpanpxka 0,25 mg unm 0,5 mg, winu 0,75 mg, unu 1,0 mg eseponumyc.
3a MbJTHUSA CITHCHK HA NMOMOLLHHWTE BeleCTBa, BIOKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnetkn

TabneTkure ca 6eny 10 HKBATEHAKABH, MPaMOPHH, OBAJHH, TVIOCKH, CbC CKOCEHH Kpaulla.
0,25 mg: ¢ napnue “C” ot eqnara ctpana ¥ “NVR” ot apyrara.

0,5 mg: ¢ vaanuc “CH” or eqnata crpana v “NVR ot gpyrara.

0,73 mg: ¢ naanuc “CL” ot eanara ctpana u “NVR” ot apyrara.

1,0 mg: ¢ naanuc “CU” or egnara ctpana H “NVR” ot apyrara.
4, KJINMHUYHHU JTAHHU

4.1 TepaneBTHYHH NOKAIAHHA

Certican e noka3zaH 3a npodUNakTHKa HA OTXBBPJIAHE Ha MPUCAAKH MPH BB3PACTHH MAUHEHTH ¢ HHCBK
WU YMEPEH UMYHOJIOTHYEH PUCK NPH aloTeHHa TpaHcnaaHTauua Ha 6u6pex win chpue. Certican
TpaBsa aa ce npunara B KOMOMHALMA ¢ LUKJIOCTIOPHH MUKPOEMYJICHS M KOPTHKOCTEPOUAH.

4.2 /lo3HpOBKA H HAYHMH Ha NPHJIOKEHHE

Jleuenwme ¢ Certican TpsaOBa a 3af104HE U J1a ¢€ TIPOBEX]a, CaMO OT JICKapH C OIHT B
KWMYHOCYTIPECHBHATA TEPAINA CJIel TPRHCIVIAHTAIMA HAa OPTaHy, MMALIH BE3MOXKHOCT J1a MPOCNICAABAT
HUBATa Ha EBESPOJIMMYC B LILNAaTa KPbB.

BrnzpacTHH

Havannata aoszuposka ot 0,75 mg ABa MbTH AHEBHO C€ MpENopbYBa 3a o01ara nomyauxs nalkdeHTH
¢ TpaHcnnanTupad 6LOpeK Ui cbplie, KaTo ce NpUara BbB Bb3MOXKHO HaH-KPaThK CpOK CJie/
TpancniianTaumara. JlnepHara nosa Certican BuHaru Tpabsa a ce npHeMa nepopajiHo, pasaeiicHa B
1Ba MpHeMa, ¢bC WK 6e3 XpaHa (BHXK TOUKA 5.2 ) H €AHORPEMEHHO ¢ UMKAOCHOPHH MHKPOSMYNCHA
(Bux Tepanesmuven 1eKapcmeeH MOHUMOPUHZ).

Certican e camo 3a nepopanHa ynorpeba.

Ta6netkute Certican Tps6Ba j1a ce npreMar LeNH, ¢ Yalua BoJa K He TpsOBa na ce ynAaT npeau
ynorpeba. 3a naLUMeHTHTE, KOMTO HE MOraT Ja NOrTbuiaT TabJIETKUTE LIeNH, €2 Ch3AaieHH p—
nucneprupauy ce Tabnetku Certican (Bik Kparkara xapakrepuctrika Ha Certican qucneprup
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CHITBTCTBALMTE NEKAPCTRA U KIIMHWYHUA cTaTyC. Kopurupane Ha R03MpOBKaTa MOXE /ia CC NpaBH Ha
WHTepBanH oT 4-5 ann (BHx Tepanesmuter 1eKAPCMBEH MOHUMOPUHZ).

[MaukeHTH OT HerpoxaHara paca: YectoTaTa Ha YCTAHOBEHO € OHOINCHA OCTPO OTXBBPJ/IAHE HA OpraHy
[PH NALMEHTHTE OT HEFPOUAHATA Paca € 3HAYHTEJIHO MO-BUCOKA B CPABHEHHE C NALIHCHTHTE OT JAPYTH
pacH. iMa orpaHHyeHO KONMYECTBO JaHHH, KOUTO COUat, Ye NaLMeHTHTE OT HErpoM/IHATA paca MOXEe
/1a ce Hy»/asaT oT no-rojiemu go3u Certican, 3a Ja ce MOCTHUrHE CXOAHA e(PUKACHOCT C Ta3H INPH
NaLMEeHTHTE OT APYrH pacH (BrK Touka 5.2). ITonacToseM JaHHUTE 32 €PHKACHOCT M 6€30MacHOCT
ca TBbPJIE HEAOCTAThYHH, 32 [1a MOXKe Ja ObAaT HanpaBeHH CNELMPHYHH NPETIOPbKH 33 ynotpeba Ha
eBepOAMMYC NPH NAUNEHTH OT HEFPOHHATA paca.

Vrnorpeba npu aeua u noapacTsauiy. HiMa 1ocTaTb4HO ONKT, 33 Aa OBbJAaT HalpaBeH! MPENOPHKH 32
yrnotpeGara Ha Certican npy Jelia 1 noApacTBaly. ¥ima camo orpanunyicHa undopmauus 3a 6BOpevHO
TPAHCIIAHTHPAHH NEAWATPHYHH NANMEHTH (BHX Touka 5.2).

[TauvenTy B HanpeaHana Bb3pact (65 roguyn): KiTMHWYHKUAT OTIMT NIPH NMALMEHTH Ha BB3pacT ~ 635
FOAMHMU € orpaHuueH. BeNpekH ue JaHHUTE Ca OTPaHHUEHH, HAMA OYEBH/IHH PA3/IMKH BB

(hapMaKkOKMHETHKATA Ha €BEPOJIMMYC MPH NALMEHTH HA BB3PACT 265-70 roauHu (BM3K TOUKa 5.2).

[Maiuentd ¢ yBpeaeHa Gh0peuna dyHkuus: He e HeobxoanMo KOpUrapaHe Ha 103MpoOBKaTa (BIDK
To4Ka 5.2 ).

[TauyenTH ¢ yBpeieHa yepHoapobHa dyHkums: Hal-HUCKWTE KOHICHTPAIMA HA €8EPOAMMYC B KpLETA
TpAOBa Na ce CleAST BHUMATEITHO NPH MAaliueHTHTE C yBPE/ICHA uepHoaApoOHa gyHxum. 11pu
MALHEHTHTE C JIEKO 10 YMEPEHO TEXKKO YBPEKIAHe Ha 4epHOAPOOHATa QyHKIHA (knac A wim B mo
Child-Pugh) nosuposkata TpsaOBa fa ce HamMay HaMoJIOBHHA OT HOPMAITHATA PH KOWUTO U J1a Ca N1Be
OT cienHnTe obcTosTecTBa: 6Grmupy6uH >34 umol/l (>2mg/dl), anbymun <35g/1 (<3,5g/dl), INR>1.3
(npoTPoMOKHOBO BpeMe >4 CEKYHAH YAbibkeHHe). [10-HaTaTbIIHOTO THTPHPAHE Ha 103aTa TpsOBa aa
ce OCHOBABA HA TEPANCBTHYHHA IEKAPCTBEH MOHHTOPHUHT (BIK TOUKA 5.2). EBeponvumyc He €
OUEHABAH TIPH MALMEHTH C TEXKO YBPEXAaHe Ha YepHOApodHaTa dyrxums (knac C no Child-Pugh,
BMX TOUKa 4.4).

TepaneBTHYEH JICKApCTBEH MOHWUTOPUHT: TIpenopbusa ¢ peOBHO MPOCICAABAHE Ha TEPaneBTUYHHTE
HWBA Ha €BEPONTMMYC B /1A KPbB. Bb3 OCHOBA Ha aHAJIN3 HA eKCMO3ULIMA-€PUKACHOCT ¥ €KCIIO3IULNA-
5e30NMacHOCT Belle YCTAHOBEHO, Y€ NPH MALKEHTHTE, JOCTHIAIIM HAH-HUCKH HHBA HA CBEPOIMMYC B
uana kpes 23,0 ng/ml, wecroTaTa Ha AOKA3aHO C GUOTICHUS OCTPO OTXBBHPJISHE Ha TPAHCILTAHTHPAH
6GBOPEK MIIM CHPLIE € NO-HUCKA OT Ta3u MPH NALMEHTHTE ¢ KOHUCHTPALHH B KPBETA NOA 3,0 ng/ml.
[Ipenopb4Ba ce ropHaTa rpaHHLa Ha TEPANCBTUYHNA HATIa30H /ia 6bae 8§ ng/ml. Excnosuuma Han 12
ng/ml He ¢ npoyyBaHa. Te3n NPeNopBLYAHH AMANa3OHH 3@ EBEPOIUMYC CC OCHOBABAT Ha
XPOMATOrpaCcKu aHanns.

Or ocobeHo 3HAUEHE e 1a CE€ MOHMTOPUPAT KOHLUECHTPAllUK Ha €BEPOJIMMYC B KPbhBTa NPpH
NaLMEHTUTE ¢ YBpEXkaane Ha YepHoapobHaTa (pyHKUMS N0 BpeME Ha SAHOBPEMCHHO NMPHUJIOKCHHC CBE
CHJTHU MHIYKTOPH MK uHxnOHTopy Ha CYP3A4, xorato c¢ ipoMeHs dapmalleBTUHHATA Qopmya
W/UAK aKO A03HPOBKATA HA IIMKJIOCTIOPHH ce HaMaJlABa HyBCTBUTC/THO (Bvk Touxa 4.5). Ilpu ynorpeba
Ha qucneprapaiiy ce TabieTkiH KOHLEHTPaLUKTE Ha EBEPOTMMYC MOKE J1a €2 MAIKO TO-HHCKH.

OnTHMaNnHO KOpUrupaHe Ha ao3uposkara Ha Certican TpsaOBa 1a ce OCHOBaBa Ha HaH-HUCKH HUBA,
nonyueHu >4-5 JHH CNeA NPEeAXOAHATa NPOMAHA Ha AO3HPOBKATA. L{AKTOCTIOPHH B3aUMOIENACTBA C
eBEPONIMMYC W BC/IEJICTBHE Ha TOBA KOHLCHTPALMUTE HAa €BEPOTMMYC MOXKC /13 CrIaiHat, aKo
EKCITOZMLIAATA Ha LIMKJIOCTIOPUH HYBCTBHTEHO C€ HaManH (T.€. HaH-HHCKH HUBa <50 ng/ml).

[penopbky 3a_ 103NPOBKA HA UMKIIOCMIOPHH 1TPH ObOpeuHa TpaHCIJIaHTalus:

Certican ne Tps6Ba na ce ynorpebsBa 3a NPOAB/LKHTE/HN NEPHOAN C€AHOBPEMEHHO C MBIHIEADSH: ...,

IUKIOCHOpUH. HaManeHaTa eKCro3Hius Ha IMKITIOCTIOPHH NPY NMPHEMALIHTE Certican BAQMEHTH € "™,
61.6peuHa TpaHCIaRTaLmA nogoGpsea 6uOpeunara QyHKuua. [IOHKEHHETO Ha eKEHOSHUMATE Ha-. "
LIMKOCTIOPUH TpABGBa Aa 3anouHe 1 Mecew cie TpaHCnaHTaluATa. Bb3 ocHoBa HA JAHHHTE OT %, , By
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KNMHW4HO nipoy4paHe A2306 (Brxk Touka 5.1) ce npenophpUsat CACAHUTE TapreTHH nnanaagﬁu Ha_f'
eKCIMO3ULMA HA UMKIOCHOPpHH, AehUHHPpaHH CIIOpe] NIPOTOKOA HA NPOYHBaHCTO (i&di;ucﬂfpanyﬂ HA
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LMKJTOCTIOPHH B KPbBTa, H3MEPEHH 2 4aca cliefl puIoxkenye Ha gosara (C2)): ceamuum 0-4, 1000-
1400 ng/ml, ceamuum 5-8, 700-900 ng/ml, ceamunu 9-12, 550-650 ng/mi, ceqmuum 13-52, 350-450
ng/ml. B ToBa KTMHUYMHO NPOY4YBaHE H3MEPCHUTE KPbBHY HaH-HHCKHM HHBA Ha LIMKJIOCTIOPHH (CO)
(ng/ml) ca: npe3 mupBus mMecew: 239 + 114; npe3 Tpetra Mecewt: 131 £ 85; npes mecTa MECeLL: 82 +
60; npes 12-tus mecen: 61 + 28. 3a 1a ce ceene 10 MUHMMYM PUCKA OT HEYCIIEX, € BAXHO /1 CE B3EME

NpeBK, 4¢ KOHUEHTPAIMUTE KaKTO HA CBEPOJIMMYC, TaKa H HA LMKIOCTIOPHH He TpabBa ga cnajgat
MO/ TEPANEBTUUHHUS AXaNa3oH CKOpO Ciiell TPaHCIUIaHTaLHATa.

[Mpeay HamansABaHe Ha JO3WPOBKATa Ha LMKJIOCTIOPHH TPsOBa 1a € OCHIypAT steady-state Hali-HUCKH
HHMBA Ha €BEPOJIMMYC B LA KPbB PABHH HIIH MO-BHCOKHM OT 3 ng/ml.

HMima orpaHuyeHH JanHH 3a Jo3dpoekara Ha Certican Npu Hal-HUCKH HHBA Ha LIMKJIOCTIOPHH TIOL 50
ng/ml win C2 noa 350 ng/m! no BpemMe Ha moaabpKaiLara ¢aza. AKO MAUMEHTHT HE MOXKE [1a TIOHECT
OHMKEHATA eKCIIO3UIIMSA Ha LIMKJIOCTIOPHH, TpabBa na ce o6chbau no-HaTaTblIHaTA YNoTpeda Ha
Certican. '

[penopuKkH 32 J03HPOBKA HA HKJIOCTIOPHH NPH CHPACHHA TPAHCIVIAHTANHS

3a 1a ce noao6pu 6ropeuHata GyHKLMA NPH NALMCHTHTE CC ChpACUHA TPAHCIIaHTallkA 110 BpEME Ha
no/xbpKalaTa hasa, J03MPOBKATa HA LMKIOCMIOPHH TpA0Ba N1a ce HaMalK ¢cbO0pa3HO MOHOCHMOCTTA,
AKO yBpexaaHeTo Ha ObOpeunara QyHKUHS € NPOrpecHPallo WK ako H3YNCIICHUAT KPpEaTHHRHOB
KAUPBHE € <60 ml/min, TepaneBTUHHUAT PexXnM TpAOBa J1a C& KOPHTHpa. [Tpn nalMeHTUTE CBC
Chp/ACYHHA TPAHCIUIAHTALWA ONPEC/AHETO Ha I03UPOBKATA HA LIMKIIOCIIOPHH MOXE /1a €€ OCHOBaBa Ha
onuta or npoyusare 2411, B xoeto Certican € npuijiaraH ¢ LIMKI0CHOPHH C peAyliMpaii HAK-HUCKH
uuea (C0) kakTo cnaeasa: npes nbpeus mecelt: 200-350 ng/ml, npes BTOpua Mecetl: 150-250 ng/mni,
npe3 3-4 mecew: 100-200 ng/ml, npes 5-6 Mecew: 75-150 ng/ml, npes 7-12 meceu: 50-100
(M3MEpPEHHTE HWBA Ca IPEACTABEHN B TOUKa 5.1).

[p¥ NALMEHTHTE Che CHPAEHHA TPAHCIUIAHTALIMA MMa CAMO OFPaHMMCHH JaHHHU 33 I03HPOBKATA HA
Certican npy Hali-HMCKH HMBa Ha LMKIocnoput noa 50-100 ng/mkL. caen 12 meceua. AKO NAMEHTLT
He MOKe HA [TIOHECE MOHMKEHATa eKCTIO3HUMS Ha LHKIOCTIOPHH, TpabBa Ja ce 00CHAH f10-
nararbinara ynorpeba Ha Certican,

[1peay HamansaBaHe Ha J03MPOBKATA Ha UMKAOCIIOPHH TpaOBa fla C€ OCHUTYPAT steady-state Hal-HUCKU
HMBA HA €BEPOJIAMYC B LiANa KPLB PABHH HIIM [T0-BUCOKH OT 3 ng/ml.

4.3 IIporHBomoKazanus

Certican e POTHBONOKA3aH NP NALMEHTH ¢ U3BECTHA CBPBXYYBCTBHTEIHOCT KbM CBEPOITHMYC,
CUPOAUMYC WJIH HAKOE OT NMOMOILLHHTE BEIICCTBA.

4.4 Cneunajau npeaynpexicHus H Npeanasny MEPKH NpH ynorpeoda

B yc0BUATA HA KIMHHYHK M3NKWTBaHKs Certican € Mpuiarad yCrnopeaHo ¢ LIMKIIOCHOpHH
MHUKpOEMY.ICHA, 6a3UTMKCHMA0 U KOPTHKOCTEPOHAH. Certican He € a€KBaTHO NPOYYEH B
KOMOMHALIMS ¢ APYrd UMYHOCYTIPECOPH, pa3IUYHH OT CIIOMEHATHUTE.

Certican He e aleKBaTHO MPOYYEH MPH NaLKUEHTH ¢ BUCOK HMYHOJIOIH1EH PHCK.

(apMaKOKMHETHKATA Ha eBEPOTHMYC HE € MPOYYeHa TIPH NAUMEHTH C TEKKO YBPEKAAHE Ha
yepHoApoGHaTa GyHkUuMA. TTpy Te3u NALMEHTH Ce NPenopbYBa BHUIMATETHO MOHHTOPHPAHE Ha Hail-
HUCKHMTE HHBa Ha €BEPOJIMMYC B KPHBTA.

CLOBTCTBALLOTO TIPHIIOKEHHNE ChC CHITHM HHXUOUTOPH Ha CYP3A4 (narpumMep KETOKOHA30/,
WTPaKOHAa30J1, BOPHKOHA3041, KJIAPUTPOMKLIHH, TEIHTPOMHIIKH, PUTOHABHP) K HHIYKTOPH
(Haripumep pudaMnuuuH, pudabyTHH) He € IPENOPBLUUTENTHO, OCBEH KO CBCHTYAIRHTC OSB3 AE ™
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[TauueHTHTe, MPHUEMAIIM HIMYHOCYTIPECHBHM JICKAPCTBEHH NPOAYKTH, BKmounTeaHo Certican, ca
W3JT0XKEHH Ha MOBUIIEH PHCK OT pa3BWTHE Ha TMMQOMHU 1 APYTH 3/TOKAUECTBEHH 00pasyBaHusl, Nno-
CTIEL[HAJTHO MO KoXKaTa (BHK TouKa 4.8 ). AGCOMIOTHMAT PUCK H3TJIEXKAA CBHP3aH MOBEYE C
NPOXBLKUTENHOCTTA U HHTEH3NTETa HA MMYHOCYTIDECHATA, OTKOJIKOTO ¢ ynoTpebara Ha enA
cneurdmuen nekapereen npoaykt. [Tauventure Tpabea aa ObaaT Nperyiex/iaH! PeAOBHO 32
HEOTIU1a3MHM Ha KOXKaTa W Aa ObAaT CbBETBAHM Ja CBEJAT A0 MHHHMYM H3J1araH¢ToO CH Ha
yITPABHONETOBH JIbYH, CIIBHYEBA CBETIIHHA, KAaKTO H Ja YNOTpeOABaT MOAXOAALIH CIBHUCIAIWTHH
NPOXYKTH.

[TalHeHTHTE, NPHEMALLIH KMYHOCYTIPECHBHY JIEKAPCTBEHU TPOAYKTH, BIounTenHo Certican ca
H30XKEHHN HA NOBHLLIEH PUCK OT pa3BUTHE HA HHPEKLHMH, NMO-CIELHATHO C ONOPTIOHUCTHYHH
naroreHyu. UMa cpo0LeHHs 3a HHQEKLMH B cencuc ¢ GaTaaeH U3Xo/ MpH NAUHEeHTH IEKYBAHY ¢
Certican (BH>X Touka 4.8 ).

B xoaa Ha KnMHXRYHK npoyuBanus Ha Certican npe3 mepeuTe 12 Mecena cliel TPAHCIUIAHTAUMATA €
Mpuaarana aHTUMuKpoGuania npodunakTika cpewly Pneumocystis jiroveci (carinil) THEBMOHUS.
Mpodunaktyka cpemy uuromeranosupyc (CMV) ce npenopbuba 3a nepuoja Ha MbPBUTE 3 MECeLA
C/e[l TPAHCIIIAHTALUSATA, NO-CIIELIMAIHO NMPH MALIMEHTH ¢ MOBHUICH PUCK OT nHdeKkuns ¢ CMV.

YenopenHoto npunoxkeHue Ha Certican W HHKIOCTIOPMH MHKPOEMYJICHA NPH NALUEHTH C
TPAHCIJIAHTALIMH C€ aCOLMHPA ¢ NOBUILEHHE HA CEPYMHHA XOJIECTEPO M TPHITTKIEPHIIH, NTPH KOCTO
MOKE 112 Bb3HHKHE HeobxoaumMoct ot neuenue. [Tpuemainre Certican nauyeHTH Tpa6Ba na Obaar
MOHHTOPHPAHH 38 XUIICPAKHITHAEMHS Y TP HY>KJIa 1a C€ NpUarat NoHWKaBal JIMITHATE
KOHLEHTDPALIMH JIEKAPCTBEHH NPOLYKTH M MOAXOAALLN KOPEKIHH Ha XPAHHUTETHHS PeKHUM (BHIK TOUKA
4.5 ). Heo6xoanma € OLEHKA Ha ChOTHOLIEHHETO PHCK/TION3A MPH MALMEHTH C YCTaHOBEHA
XMNEPIUNUIEMHA, NPEeH J1a CE 3arMoYHe UMYHOCYNIPECHBHA TEpanus BKIOYBALIA Certican. Ilo
nojoBeHn HaYMH TPAOBA Ja ce MPEOLEHH CHOTHOMIEHHETO pHCK/nios3a npy ynortpeba Ha Certican oT
NALUEHTH C TeXKKa pedpaKTepHa XHIIEPAUNUACMHUSL,

[laumeHTH, NMpy KouTo ce npuiara nHxubutop Ha HMG-CoA penykrasara w/unu ¢ubpar, Tpadsa na
6bIaT MOHUTOPHPAHH 3a Bb3MOXKHO PAa3BUTHE HA HEXKENTAHUTE PEaKLMH, ONMHCAHH B KpaTKaTa
XapaKTePUCTHKA Ha CHOTBETHHTE JIEKapCTBa (BIK ToUKa 4.5).

[1p¥ BCHHKH NALMEHTH CE TIPENophYBa PEOBEH MOHHTOPHHT Ha OBOpeHaTa ¢bynxumsa. [Ipn
NalMeHTHTE C MOBHLIEHH CEPYMHH HHBA Ha KpeaTUHUHA TpAOBa Ja ce pasriie/a NoaXoadIla KOpeKIys
HA UMYHOCYITPECHBHHS PEXHM H TIO-CNICHHATHO PEAYKLMS Ha I03MPOBKATa Ha LMKITOCTIOPHH.
HeofX01MMO € NOBHUICHO BHHMAHHE TPH €JTHOBPEMEHHO MpPHJIAraHe ¢ Apyry JIEKapCTBCHH NMPOAYKTH,
32 KOMTO € W3BECTHO, e UMaT HeGnaronpusaTeH eekT BbpXy OnOpeunaTa GyHKIH.

[MauneHTHTe C peAKH HACNEACTBEHH NPo0ieMH KaTo ralakTo3Ha HENOHOCUMOCT, Lapp nakTraseH
nebHUNT WK FIIOK030-ranakTo3Ha ManabcopOums ChIlo He TPSOBa a MpHeMaT TO3H JIEKapCTBCH

MPOIYKT.

Baxcuuauns: VIMyHOCYNpecOpHTe MOraT a MOBJIMAAT OTroBOpa Ha BakCHHaUuMATa. 1o Bpeme Ha
IeYEHHE C HMYHOCYTIPECOPH, B TOBA YHCIO U EBEPONMMYC, €PCKTHBHOCTTA HAa BAKCHHALIMATA MOXeE J1a
ce NOHWKH. YnoTpebaTa Ha )XHBH BaKCHHH TpAOBa 1a ce n3darea.

JlnarHosa nurepeTuumanto Geaoapoduo 3abonseane (Mb3) TpaGea na ce nMa npeiBr Mpw
NaUMEHTH, KOUTO UMAT CHMNTOMU Ha UHGEKHHOIHA NMHEBMOHNA, HO HE OTIOBAPAT Ha JIEUCHHETO C
AHTUOUOTULIM M MPH KOMTO WHGDEKLIMO3HH, HEOMNACTHYHN K IPYTH HE IEKAPCTBOHU [IPUIHHK Ca
OTXBBLPICHU NOCPEACTBOM FIOAXOAALLM n3cneasaHns, Ciayvau vna Mb3 ca croduuenun npu nevenue ¢
Certican, KOMTO OTIYMABAT CJ1€A NPEYCTAHOBABAHE HA IEUEHHETO ¢ MiIK Oe3 Tepanua ¢
FIFOKOROPTHKOWAN (BHIK TOYKA 4.8).

4.5 BianmoaeicTBHe ¢ APYTH JEKAPCTBEHH NPOAYKTH A APYrd GOpMH HA B3anMo/cH

#

Eseponumyc ce MeTabonusupa npeaumuo ot CYP3A4 B uepnus apod # 10 H3BECTHA

YpeBHATa CTEHa M MPEeACTaBIsBa CybCTpaT Ha MyJITHIEKapCTBEHATa eITyKCHA NOMIT Ry
rauxonpoteuH. [Topaayn ToBa pezopObumsiTa U NOC/ICABALLOTO STHMHHHPAHE HA CHC L [V
pe3opGHpaHus eBEpPOTMMYC MOXKe J1a C€ TIOBIHSAT OT JISKAPCTBEHH MPOTYKTH, KO BHXMOWpPaT




CYP3A4 vnn P-raukonporenna. EZHOBpeMEHHOTO NMPHIOXKEHHE HA CHIIHU UHXUOUTOPH WK
MHAYKTOPH Ha 3A4 He e npenopbunTenHo. MHXHOUTOpUTE HA P-rIIMKOMPOTEHHA MOXE 1d HAMAIAT
eyKca Ha eBEPOJUMYC OT YPEBHUTE KJIETKH M Aa MOBHIAT KPBBHATE KOHUEHTPALIUM Ha
eBepoSIUMYC. In vitro, eBeponumyc € kKonkypedTeH HHxuOuTop Ha CYP3A4 n CYP2D6, kato
MOTEHIMATHO MOBHUIABA KOHHUEHTPALIMNTE Ha JIEKAPCTBEHH NPOIYKTH, KOUTO C€ MeTabOMU3HpaT OT
te3u eHauMu. Cienorarenno, Tpadea ga ce MoAX0XKAa BHUMATETHO IIPH €IHOBPEMEHHO NPHIOKEHHE
Ha eseponnmyc W cybcTpatu Ha CYP3A4 n CYP2D6 ¢ Tecen TepanesTHieH HHACKC. BeHuky
NPOyYBaHHsA Ha B3aUMOACHCTBUATA in vivo ca 61K npoBeAieHH 6€3 € ITHOBPEMEHHO MPHIOKEHHE Ha
LIMKJIOCTIOPHH.

HuknaocrnopuH (naxubutop Ha CYP3A4/PgP): bhoHaIHYHOCTTa HA €BEPOJINMYC 3HAYMMO CE
MOBHILLIABA NPH €HOBPEMEHHO NMPHIIOXKEHHE Ha HUKIocnopHH. [1pH npoy4BaHHsa Ha LUMKIOCNIOPHH
mukpoemyncus {(Neoral) B eanauaan 1034 npu 3apaeH godpoeoiniy AUC Ha eBeposiHMycC ce
ypesanuana cbe 168 % (o1 46 % 1o 365 %), a Cmax - ¢ 82 % (ot 25 % 10 158 %) B cpaBHEHHE C
MOHOTEPANNA ¢ €BEPOIHMYC. BB3MOXKHO € J1a Bb3HUKHE HEOOXOAUMOCT OT KOPEKLIMA Ha JI03HPOBKAaTa
HA EBEPOJIMMYC TIPH ITPOMSAHA Ha JO3MPOBKATa Ha UMKJIOCTIOpHH (BHK Touka 4.2). Certican uma ciabo
KJIMHUYHO BIUAHHE BLPXY PapMaKOKMHETHKATa Ha LIMKITOCTIOPHH NPH NMaLMeHTH ¢ 6b0peuHa uim
ChbpJeYHa TPAHCIWIAHTALMA, NPUEMAIIIN LIMKIIOCIIOPHH MUKPOEMYJICHA.

Pudamnuumn (niaykrop Ha CYP3A4): Ipu nedenne Ha 3apaBu 100pOBOITLIM ¢ MHOIOKPAaTHH 03K
prdaMIUUVH, NOC/IeABAHY OT eAMHMYHA J03a Certican, KIMPbHCA Ha €BEPOJTUMYC CE€ yBEINYaBa
npubausuTenHo Tpy bTH, Cmax ce nonnxkasa ¢ 58% u AUC cbilo ce moHnkasa ¢ 63%.
KomGunaumaTa ¢ pudamMniLMH He ce npenopb4sa (Biok Touka 4.4).

AtopBactatut (cyocrpaT Ha CYP3A4) u npaBactatun (cybctpar Ha PgP): Ilpunoxennero Ha
eavHKuHM 1034 Certican ¢ aTOPBACTATHH W/IH MTPABACTATHH NPH 34paBy A00POBOJILIK HE MOB/MABA
hapMaKOKHHETHKATA Ha ATOPBACTATHH, MPABACTATHH K €BEPOJIMMYC, KakTO 1 ofiara OHOAKTHBHOCT
na HMG-CoA peayxrasa B ryiasMaTa B KJIHHHYHO 3HauMMa CTeneH, Te3n pe3yTaTh He MOXKe J1a
Obnat ekcTpanonvpans 3a apyru uaxuburopn Ha HMG-CoA penykra3sarta.

[TauueHTHTE TpsaOBa Aa OBAAT MOHHTOPHPAHH 3a HACTHIIBAHE HA PAOIOMHOININ3A ¥ PYTH HEXEITAHH
NEKapCTBEHHN PEAKLIMH, ONTUCAHH B KPATKMTE XapaKTEPUCTHKX Ha WHxubuTopure Ha HMG-CoA
peAYKTa3aTa.

Jlpyry BB3MOHH B3aumoneicTeus: YmMepennte uHxuburopu Ha CYP3A4 u PgP morxe fa nosuar
KPbBHHTE KOHUEHTPALMK Ha EBEPOJIAMYC (HanpuMep npomusozbbuunu sewjecmsa. (GIyKoHason,
MAaKpORUOHYU GHMUOUOmMUYY. EPUTPOMHLIMH; OAOKepU HA KAYUe6Ume Kananu: BEpariaMull,
HUKAPAUIIVUH, JWITHA3EM; NpOmMeasHy unxubumopu. HeN(hHHaBUp, HHAMHABHUP, aMTIPEHABHD.
Unayxropure Ha CYP3A4 Moxe 1a yCHIAT MeTaboIH3Ma Ha eBEPONTUMYC H A3 NNOHHXAT KPbBHUTE
KOHLIGHTPALMK Ha €BEPOJIMMYC (HanpUMeEp XbAT KaHTapHOH Hypericum perforatum),
anmuxonsyicanmu. kapbamasenuH, perobapburan, dbenuTonn; awmu-HIV nexapcmeenu npooykmu:
ehaBUpEHLl, HEBUPATNHH).

ITnoa ¥ cok OT rpeindpyT NoBNUABAT aKTUBHOCTTA Ha MTOXpoM P450 u PgP 1 nopaan Tosa Tpsidsa
na ce u3barasar.

Bakcunauus: MMyHocynpecopHTe MOraT Aa NMOBAMAST OTTOBOPA HA BAKCHHALMATA U BAKCHHHPAHETO
no BpeMe Ha Jeyenue ¢ Certican Moxe na 6bae no-cnabo edextusHo. Yiorpebara Ha HHBH BAKCHHH
TpAabBa na ce n3darsaa.

4.6 DbpeMennocT H KhpMeHe

Hsama nocrarbunm nanum ot ynorpebarta Ha Certican npu OpeMeHHH KeHu. U3cnesaHus npu
YKUBOTHH 1OKa3BaT e)eKTH HA PENMPOAYKTHBHA TOKCHUHOCT, BKJIFOUUTETHO eMOPHO/PETOTOKCHYHOCT
(Bvx Touka 5.3 ). [loTeHUMAAHHAT PHCK 3a YOBeKa He € n3BecTeH, Certican He TpabBa 2ia ce mpyema ot
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He e n3BecTHO Aa/TH €BEPOJIMMYC C€ EKCKPETHPA B KbpMATa IIpH w0oBeKa. IIpH H3ciieaBaHMs C )KHBOTHH
€BEPOJIMMYC U/UAHM HETOBUTE MeTabouTH OBP30 U JIECHO NPEMHUHABAT B MIAKOTO HAa KbPMELUH
nbxose. [lopaan Ta3sn npuunHa, npuemawure Certican xeHH He TpsOBa a KbpMST.

4.7 EdekTH Bupxy cnocobHocTTa 3a modupane H padbora ¢ MANIHHHA

Edextnre BbpXy criocobHocTTa 3a WwogHpaHe ¥ paboTa ¢ MallIMHK HE ca NPOY4YBaHH.

4.8 Hexenanu iekapcTBEHH PEaKi NN

HectoraTta Ha U30pOEHHUTE MO-A0J1y HEXENAHN PEaKLIMH € M3BeJIeHa B X0/1a HA TPH KIMHHYHU
Npoy4BaHHAA U npeacTasnsasa 00o0uena nnpopmaums ot 1 199 nauuenty. Tosa ca 3 paHIOMU3HPaHH,
ABOMHO-CNENH, KOHTPOJIUPAaHH, MYJTHLUEHTPOBH NPOYyYBaHuA: 2 npu de novo 0u0peuny
TpaHCIVIAaHTauuH U 1 NpH de novo cepaeyHHU TpaHCnnaHTauuy, B Kouto Certican ce npuara B
D03UPOBKH OT 1,5 mg nnu 3,0 mg AHEBHO B NPOABHKEHUE HA HAal-Manko 12 Mecela, ycnopegHo ¢
LMKJIOCTIOPMH MUKPOEMYJICHS H KOPTHKOCTEpOUIHU. B normbinHenne e sBiunoueHa uHgopMays 3a
YECTOTaTa Ha HEXKETAHUTE PEAKLiMM OT JABe OTBOPEHH KIIMHHYHH ITPOyUYBaHHA. B Te3H npoydBaHus ce
oueHsBa eukacHocTTa W 6e3onacHocTTa Ha Certican 1,5 ¥ 3 mg nHeBHO B KOMOMHaLMs ¢ HAMAJICHA
EKCIMO3NLMA KbM LIMKIIOCTIOPHH TNpH de novo peLIMITUEHTH Ha Ob0peyHH TpaHCILIaHTaTH.

HexxenaHure peakiiuy ca MOAPEASHN ChIVIACHO CJIEIHUTE KaTEerOPHH:

MHoro 4ectH > 1/10

Yectr > 1/100 n <1/10
Heuectn > 1/1 000 n <1/100
Penku > 1/10 000 n <1/1 000

MHOro peaxku <1/10 000, ¢ HenspecTHa YecTOTa (OT HATMYHKUTE AAHHW HE MOXKeE Aa Oble
HanmpareHa OLEHKA)

[IpencraBenara no-goay Tabnuua 1 ceabpika HEXENAHUTE PEaKIMM, Bh3MOKHO HITH BEPOATHO
cebp3any ¢ Certican n HaOmoaaBaHH B KJIIMHHYHA npoyusaHus dasa 111 (mpu 6p6peyHa u crpaeuna

tpancnnanraums). Tabnvuara € cbecTapeHa CboOPA3HO CTAHAAPTHATA KiIaCH(HKALMA 110 OpPraHy U
cuctemu MedDRA.:

TaGauna 1
Cucrema YecToTa Hexellana JeKapcTBEHA peakuus
Undekunn n napectaumn  Yecrw Bupychum , 6akrepnalHi H reOMYHH HHEKLWH,
CEMCHC.
Heuectn PaneBa uH(ekuus
1
HapyuieHus Ha Muoro yectH  JleBKoneHus
KPpbBOHOCHATA M AUM{(HATA
cucTeMa
YectH TpoMGOLIITONEHHA , AHEMHS' , KOATY/I0NATHS,
TpoMOOTHYHA TPOMOOHUHUTONHYHA
MypHypa/XeMOMMTUYHO-YPEMUYEH CHHIAPOM
HeuecTH XeMonu3a
2
Cbpae4Hu HapylleHVs Mhoro vectn  Ilepukapauanna edysus
EHAOKPHUHHH HAPYLICHHA Heuectu XHMNOroHaAU3BM IPH MBKE (TTOHMKEH
o
TECTOCTEPOH, nosuiieH L.H) o “‘m\
- PR V1L ¥ ~
Hapyuienus Ha MHoro wecTH  XHIMEPXONECTEPONIEMHS, XUITE M&ﬂ MHS -7 e
pY PRI e TN
MeTaboNMHU3Ma 1 XpaHEHETO ;;f/ N IR
UecTn XHNepTPHIITHLIEPHAECMHA | R
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CbaA0BUW HapYLIEHHS YecTH Xuneptonus, aumdouene”,
BEHO3EH TPOMOOEeMOOTHIEM

| .
PeanPaTngH’ TOpaKaHH MHoro uectu Hﬂﬁ‘BpﬂJlHﬂ ECIJ}’.SHH
H MEAHACTEHAJIHH
HapyILEHHA
YecTH [THeBMOHMA
Heuvect Hutpectrunanto denonpodro 3abonssaxe
Peaxy [lynmoHanya anBeoapHa npoTenHo3a
CroMaulHO-4YpeBHH YectH KopemHa 6onka, Anapud, rageHe, NaHKpeaTur,
HapyLueHHs MOBpPbLLUIAHE
XenaroOMNuapHH Heuectn XenaTtur, 4epHOAPOOHH HapyLIEHHH, XKBITCHHLA,
HapyLIEHHS OTKJIOHEHHS BB (YHKIIMOHAITHUTE YEpPHOAPOOHU
Tecrose’
HapylueHus Ha KoxaTta v YectH AHTHOHEBPOTHYEH €AEM’, aKHE, YCTOXHEHHE Ha
MOAKOKHATA ThKaH XUPYPTUYHH PaHH
HevecTy Obpus
Hapyuwienus Ha HeuectH Muanrus
ONOPHOABHIATEIIHUS
anapar
Hapywenus Ha Os0peunre YectH HMudekumu Ha NMKOYHKUTE NBTHLIA
H [THKOYHYTE IThTHIA HeuecTu TyGynapHa Hekposa Ha 6b6pexa’, nuencHedpur
O0mu HapyleHus H Yectn Otok, 6onka
ChCTOSHUSA B MACTOTO Ha
MpUAOKEHHUE

'TMo3ozaBucM e(eKT € YCTaHOBEH Wi € HaGmoaaBaHa 3HAUWTENHO [MMO-BHCOKA HECTOTa IpH
nauueHTnTe HA 3 Mg AHEBHO

3l'[pH ObOpeuHa TpaHcIulaHTanns
* Hosumuenn y-GT, AST, ALT
> NpeIMMHO NP MALIMEHTH, TIOyyasaly eaHoBpemenHo neuenure ¢ ACE nHxuburopH

Jlumdomu wim numdonponmdeparuso 3abonasane passuear 1,4 % or NaUNCHTUTE, NMpHEMaLIH
Certican (1,5 mg wiu 3,0 mg nHeBHO) B KOMOUHALMA ¢ APYIrH HMYHOCYNPECOPH B KOHTPOITHPAHH
KJIMHWUYHU NPOYYBAHHS, KOMTO ca GUIIN Mpoc/ielcHH Hal-ManKo €4Ha rOAYHA, 3N0KaYeCTBEHH
obpasyBaHus Ha KoXaTta ce pa3sueat y 1,3 % OT mauueHTHTe, APYTHU THIIOBE 3JIOKAUECTBCHH
obpa3zyeanus ce pa3suBat y 1,2 % oT nauneHTHTE.

YecToTaTa HA MPOSBA HA HEXEJIAHUTE JIEKAPCTBEHH PEAKIiMM MOXKE 12 3aBUCH OT HMYHOCYNIPECHBHHA
peaKuM (HanpuMep TEXKECT U NPOIBLKHTENHOCT). B LeHTpau3upaHuTe KIWHWYHH NpOoy4BaHHA [1pH
naLueHTuTe, npuemaimm Certican B KOMOMHALMA € ITHJIHA J03a LHKJIOCIIOPHH MHKPOEMYJICHS, C€
HaOonaBaxa MOBHLIEHH HUBA Ha CEPYMHHS KPEATHHHUH ¢ NMO-BHCOKA 4€CTOTA B CPAaBHEHUE C
koHTponuuTe rpynu. Ipy peayumpade 103MPOBKATa Ha IHKIOCHIOPHH MUKPOEMYJICHA obiaTa
4EeCTOTa HA HEXKENAHUTE PEaKLIMM € NO-HUCKa (BHX TOouKa 5.1).

[TpodunsT Ha nekapcTBeHa HesonacHocT Ha Certican fpH APUACKEHHE C pelyudpana 103a
LIMKAOCTIOPUH € CXOEH ¢ TO3H OT TPUTE LICHTPATHIHWPAHHN NPOYUBAHHUA, TPH KOWTO eﬂpﬁﬂ'ﬁra“f{&x
bJIHA 1038 UHKAOCTIOPHH, ¢ H3KITIOUYEHHE Ha NNOBHILECHHATA HA CEPYMHUA era'ruaﬁﬁ, HHH;I‘I.} qecm'rﬁ‘
€ NO-HUCKA, 4 CPEAHHTE H MEIKAUHHHTE CTOAHOCTH Ha CEPpYMHHA KPEATHHHH Ca ffémuﬂku B N
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Certican. KaTo Ls10, ChbCTOAHHETO OTIIYMABA CJIeA MPeyCTaHOBRBaHE Ha seyeHuero ¢ Certican wwiu
NpUOABAHETO HA ITFOKOKOPTHUKOH/IH.

4.9 Ilpenosupane

B npoyuBaHHs MpH XKMUBOTHA €BEPOTUMYC AEMOHCTPHPA HUCHK NMOTEHLIMAN 38 OCTPa TOKCHUYHOCT.
Cnefl NPpUIIOKEHHE Ha eIMHMYHH riepopanHd 1034 ot 2000 mg/kg (orpannyeHo HscneaABaHe) He ce
HabroAaBaT CMBPTHH CITyYan UM TEXKKE TOKCHYHOCT HUTO NPH MHULUKKA, HATO TNPH TUTbXOBE.

JloKknazBaHHSAT OTUT MPH MPEAOIUPAHE Y YOBEKA € MHOIO OrpaHHYEH, HMa €/IMH €AMHCTBCH ClTyYaHd Ha
cyuaiiHo rorysliade Ha 1,5 mg eBepoNHUMYcC OT 2-rOAMIIHO JETE, NPH KOHUTO HE ca HabJIroJaBaHu
HEXeNaHM peakuny. EavHuyuHy 03K 110 25 mg ¢a Npriaraid Ha NaUMCHTH CJIEA TPaHCIUIaHTaluA ¢
NMPUEMIIMBA TTIOHOCHMOCT MPH OCTPa TOKCHYHOCT.

B1B BCHUKM C/iyuad Ha mpeao3npane Tpaba Aa ce nmpeaAnpyeMar obLiy MoJRbPKALK MEPKH.

5. @GAPMAKOJOI'MYHHN CBOMCTBA

5.1 ®apMaKOAHHAMHYHH CBOHCTEA
DapMakoTEpaneBTHYHA Ipyna; cenekTuBHU uMyHocynpecopH. ATC xox: LO4A A 18.

Eseposinmyc, HTHXHOHUTOP Ha NpoarQepaTHBHATE CHTHAIK, NPeAOTBPATABA OTXBBPJIAHETO HA
NpHCAAECHHA OPraH Y TPU3aun H HEUOBEKOINOAOOHH IPHMATH Cjlell anoTpaHcnianTanus. IponykreT
OCBIUECTBABA UMYHOCYNIPECHBHOTO CH JCHCTBHE Upe3 MHXHONpaHe Ha nponaudepanunsTa u oTTaM Ha
KJIOHAJTHATA eKCNAaH3KUA Ha aHTUT€HHO akTHBHpaHHM T-K/IeTKH, KOATO ce NPeAU3BHKBA OT [-KIeTHhYHO
cneurHUHN MHTEPNEBKHHH, HAPUMEP UHTEPAEBKHH-2 K HHTEep/IeBKHH-15. EBeponuMyc nnxubupa
BLTPEKAETHYHUTE CHTHAJTHH [TBTHIIA, KOUTO CE€ OTK/IKOUBAT NPH CBBLP3BAHETO HA TE3N PACTEXHH
bakropy Ha T-KJIETKHATE CBC CHLOTBETHHTE UM PELIENTOPH, HOPMAJIHO TOBA BOJH A0 KNCTBYHA
nponutepauns. BAOKMPaHETO Ha TO3M CHFHAT OT EBEPONIMMYC BO/IM JI0 CTOM Ha KJIETKHUTE B CTAAKH G
OT KJIETHUHHAS LIUKDA.

Ha MoseKyJISpHO HHBO €Beponumyc oGpasyBa KOMIUIEKC ¢ UMTOMIasmeHns nporend FKBP-12. B
NPUCECTBHETO Ha €BEPOJIMMYC CTHMYJIMPAHOTO OT pacTexeH dakrop dpochopunnpane Ha p70 S6
KMHa3aTa ce MHxubupa. Thit xato docdopunrpaneto Ha p70 S6 xuHa3aTa ce OCHIUICCTBABA IO
xontpona Ha FRAP (Hapuuan cbiio m-TOR), Tasu Haxolka HaBeX/1a Ha MHCHIITA, Y€ KOMIUICKCHT
esepoiumyc-FKBP-12 ce cBbp3Ba KbM HETO H 1O TO3H HAYMH MOBJIMABA QYHKLMATA HA FRAP. FRAP
e KJIIOUOB Pery/iupatll IPOTCHH, KOWTO ynpaeisea metabonusma, pacTexa H npoirdepalnsTa Ha
KJIeTKUTE, MOTHCKaHeTo Ha GpyHKumATa Ha FRAP 00acHsaBa CiMpaHeTo Ha KIEThbYHIA UMK,
NpeAn3BUKaHO OT €BEPOITUMYC.

EBeposinMyc, CAEAOBATENHO, MM MEXaHHIbM Ha JeHCTBHE, PasTM4eH OT TO3U Ha LIMKIIOCTIOPHH. B
NPEeAKITHHUYHM MOEJIH Ha aJIOTPAHCIUIaHTALMs KOMOMHALMATA HA €BEPOJTMMYC H LIMKJIOCTIOPHH € TO-
edMKaCHa OT MOHOTEpanuATa ¢ ABaTa MPOAYKTa MOOTAEITHO.

EtexTsT Ha eBepoNMMYC He ce orpannyaba camo Jio T-knetkure. Tol no-ckopo vHxHOHpa obiara
CTUMYAHpaHa OT pacTexeH dakTop nponudepanus Ha XeMaTONOSTHIHH H HEXEMATONOETHIHH
KIETKH, KaTO HaNpUMEp KAETKHTE Ha riaakara MycKyJaTypa Ha cbaoseTe. CTHMYIHpaHaTa oOT
pacTexHus (paktop nponudepaums Ha ChAOBATA TJIaJIKa MYCKYyJIaTypa, KOATO C€ OTKIKOYBA MPpH
HAPAHABAHE HA EHAOTENIHH KJIETKU M BOAH 10 0OpasyBaHe Ha HEOWHTHMA, Hrpae KIKO40Ba poss B
MaToreHe3aTa Ha XpOHHYHOTO OTXBhpgHe. [IpeAKNMHAYHHTE MPOYYBaHHUs C €BEPOTHMYC FOKa3BaT
HHXHOUpaHe Ha 00pa3yBaHeTO HA HEOMHTHMA B ANIOTPAHCIIAHTALHOHEH MOJIEI TIPH a0pPTa Ha IUTHX.

K1YHUYHY H3NUTBAHHUA
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NPOAYKT ce n3non3sa mukodenonat Mmoderun (MMF) 1 g asa nuTH AneBHo. KoMOUHMpaHuTe
MbPBHYHH KPHUTEPHH 32 PE3YATAT OT JICUEHHETO Ca JIWNCA Ha e(HHKACHOCT (A0Ka3aHO ¢ OHONCHS OCTPO
OTXBBPJIAHE, 3aryda Ha NMPpUcaaKaTa, CMbPTEH H3XOA MITH HEABABAHE HA NAaLMEHTAa) Ha LIECTHA Mecell U
3aryfa Ha npucajaKaTa, CMBPT WM HesdBsSBaHE Ha NMALMEHT 3a rnpocieaaBaHe Ha 12-tus Mecenl. Karto
A0, B TE3H KIKHWYHK npoyuBanus Certican e He no-manko epukaceH or MMF. Yectorara Ha
JI0Ka3aHOTO ¢ BUOINCHSA OCTPO OTXBBLPIISHE Ha NMpHUcagkaTa Ha mecell 6 B npoyusanusa B201 ¢
cbOoTBETHO 21,6 Y%, 18,2 %, n 23,5 % 3a rpynute Ha Certican 1,5 mg auesHo, Certican 3 mg JHEBHO
MMF. B npoyusane B251 uectorure ca 17,1 %, 20,1 % u 23,5 % cboTBeTHO 32 rpynuTe Ha Certican
1,5 mg auesHo, Certican 3 mg aHeeHo 1 MMF.

Peayurpana GpyHKLMA Ha NpHCagKaTa ¢ MOBMIEHN CEPYMHH HUBA HA KPEaTMHWHA Ce Habmoaasa Mo-
yecTo cped nauueHTHre Ha Certican B KOMOMHALMA ¢ ITH/IHA 1033 UHKJIOCIOPHH MUKPOEMYJICHSA B
cpaBHeHue ¢ naumeHTHTe Ha MMF. To3u edekT HaBexkna Ha MUCHATa, ue Certican NoBUINaBa
He(ppOTOKCHYHOCTTA Ha LIMKAOCTIOpUH. EdekTsT MoXke aa 6bae o0paTnM npH NOHWXKABaHe Ha
NO3UPOBKATA HA LIMKIIOCTIOPHH.

B nase knvHUuHK npoyuBahnsa daza [1Ib (A2306 u A2307) y peLMIIHEHTH ¢ de novo TPaHCTUTAHTALMS
ce olieHsaBa edprkacHocTTa M Ge3onacHoctTa Ha Certican 1,5 v 3 mg aneBHO (HavasiHa JO3MPOBKa,
nocseaBaltaTa A03MpOBKa — 6asupaHa Ha TapreTHHUTE Hal-HUCKU HHBa 23 ng/ml) B koMOHHAaLMA C
pelyLMpaHa €KCNO3HLMA KbM LMKIOCTIOPUH, MOHNTOpHpaHa upe3 C2. B xona Ha npoyusane A2306
tapreTHuTe kKoHueHTpauun C2 ca cieannte: ceamuum 0-4, 1000-1400 ng/ml, ceamuum 3-8, 700-900
ng/ml, ceamuun 9-12, 550-650 ng/ml, ceamuum 13-52, 350-450 ng/ml. B xona Ha A2307 (B
komGuHalMa cbe Simulect) TapreranTte C2 koHUeHTpaunn ca: ceamuu 0-8, 500-700 ng/ml, ceamuun
9-52, 350-450 ng/ml.

TeiicTBurenHuTe Hail-uucky HUBa (CO) u C2 npu npoyusanero A2306 ca npeactasenn B Tabnnua 2

no-ao0ny:

Ta6.anna 2 [Ipoyusane A2306: CymapHa craTUcTUKA Ha Hal-HHCKkHUTE HUuBa (CO0) n C2
KOHLEHTpaLHHTe Ha NAKAOCTIOpHH A (CsA)

Cpennn Hal-HHCKH HUBa Ha CsA (1SD) Cpennu C2 xoHueHTpauuu Ha CsA (£5D)

Buinta Eseponumyc 1.5 mg  Emeposnumyc 3 mg Eseponumyc 1.5 mg EsecpoanMyc 3 mg

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

Jlen 28 2391+ 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=95 N=103

Meceu 6 82 + 60 83 + 67 534 + 2635 545 + 318
N=80 N=96 N=84 N=99

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

B xnuHnuHO npoyuBaHe A2306 pesyntature Ha Mecell 12 3a nomynauMaTa ¢ HAMEPEHHE 32 JICHEHHE
(ITT N=237; 112 na Certican 1,5 mg aneBno u 125 Ha 3,0 mg AHEBHO) AEMOHCTPUPAT YE€CTOTA Ha
nokaszaHo ¢ 6uoncus oTXpepasHe 25,9 % B rpynara Ha 1,5 mg aHeBHo ¥ 19,2 % B rpynara Ha 3 mg
nHeBHO. CpaBHEHHATA MIPE3 LIOTO MPOYYBaHe N0Ka3BaT, Ye GYHKUNATA Ha MPHCAKaTa e o-100pa B
CpaBHEHHME ¢ Ta3y, HaGmoaaBana 8 mpoyusanusTa ¢ Certican v mbiHa 1032 UMKIOCTIOPUH. CUpeaHuTe
CTONHOCTH HA CEPYMHMA KPeaTHHHH 3a NIeproja Ha akTHBHO JieveHre Ha mecent 12 ca 122 pmol/L B
rpynara Ha 1,5 mg u 126 pmol/L B rpynara Ha 3 mg Certican (cpeano: 126 u 134 umol/L). Cpeanvre
cTONWHOCTH Ha kpeaTuHHHOBHA KAMpEHC no Cockeroft-Gault 3a nepuoaa Ha aKTHBHO HB‘IGHH%

cboTBeTHO 69 1 62 mi/min B nBeTe rpynu Ha Certican (cpeano: 69 u 65 ml/min). / S MIEs \
P ¥
Knuanunoro nipoyysane A2307 uma cxoaeH Ha A2306 nuzalid ¢ nobaBsHE Ha 2 103U wﬁﬁuﬂuﬁCHMaﬁ 5 "ﬂi‘x
20 mg B AeH 0 W JeH 4, KAKTO U NMO-HHCKH TApreTHH KorUeHTpauyy C2 3a UMKIOCIop 1:31363 "*-\' a4
nbpBUTE § CEAMHULM ciex TpaHcnaanTauuaTa (ceamuur 0-8: 500-700ng/ml, meceun 3-112:‘ 35&- SE U IOI B }
. ".i'. . Y ""i_.a’ﬂ _ﬁ'::_:"!"' j!r"
VT AN
xu, .f'l:.{';-; o :.1*:‘}}'; !;;, :"""j



450ng/ml). Ananuzute na pesynrarure Ha mecent 12 (ITT, N=256; 117 na Certican 1,5 mg anesHo u
139 Ha 3,0 mg AHEBHO) AEMOHCTPHPAT Y€CTOTH Ha AOKa3aHO ¢ Ouorcus orxeepisaHe 13,7 % B
rpynara Ha 1,5 mg anesHo v 15,8 % B rpynara Ha 3 mg aneBHO. CpeIHHTE CTOMHOCTH Ha CepyMHHS
KpeaTUHHH 3a NepuoJa Ha aKTUBHO JieueHue Ha Mecell 12 ca 128 pmol/L B rpynata na 1,5 mg u 126

umol/L B rpynarta Ha 3 mg Certican (cpeaHo: 132 u 132 umol/L). Cpeaxure cToHOCTH Ha
kpeaTHHHHOBUA KnMpbHC No Cockcroft-Gault 3a nepuoaa Ha aKTUBHO JIeUEHUE ca ChOTBETHO 64 M 65
mi/min B aBeTe rpynu Ha Certican (cpeaHo: 68 u 65 ml/min).

Cwvpoeyna mpancnaanmayun

B xinHuudoTto npoyusane (B253) daza III Certican 1,5 mg aqueBso 1 3 mg qHEBHO B KOMOHHALUS ChC

CTaHAAPTHH A03H HHKIOCTIOPHH MHKPOCMYJICHA H KOPTHKOCTCPOHIH Ca MNMPOYUCHH B CPABHCHHC C

azaTionpuH (AZA) 1-3 mg/kg/neH. [TopBMYHUAT KPUTEPHH 3a pe3yaTaT OT JICHEHHETO €
KOMOMHHpaHaTa YyecToTa Ha ocTpo oTxBbpiiaHe ZISHLT crenen 3A, ocTpo OTXBBPIIAHE, aCOLMHPAHO
C KOMINPOMETHPAHE Ha XeMOAHHAMHKAaTAa, 3aryba Ha nNpyucaakara, CMBPT HWIM HEABABAHE Ha NMAIUEHTA
3a npoclieassaHe Ha Meceud 6, 12 n 24, U nsere noszupoeku Ha Certican npepb3xoxaaT AZA B Mecell
6, 12 u 24. Yecrorara Ha JokazaHoTo ¢ Ononcus octpo orxeepisHe 2ISHLT crenen 3A B Mmecen 6 ¢
27,8 % B rpynara Ha 1,5 mg nHesHo, 19 % B rpynata Ha 3 mg auesHo U 41,6% B rpynata Ha AZA (p
= 0,003 3a 1,5 mg cnpaMo KOHTpoaHaTta rpymna, < 0,001 3a 3 mg cnpsamMo KOHTpoO/IHaTa rpyrma).

B13 ocHOBa Ha JaHHW OT HU3CIEABAHE ¢ HHTPAKOPOHAPEH YJITPa3ByK NOJNYUEHH OT NOArpyna nauueHTH
Ha M3CNe[BaHaTa NOITynalns, U JReTe A03MpoBKH Ha Certican ca CTaAaTHCTHYECKH 3HAYHMO T10-
erkacHu oT AZA No OTHOIIEHNE NPEeNOTBPaTABAHE Ba30TaTHA Ha rpucankaTa (IeQUHIUPaHa KaTo

yBe/IMYeHHE Ha MaKCHMaTHaTa AcOesiMHa Ha MHTHIMATa B CPABHEHHE € M3XOAHHTE JaHHH oT 20,5 mm
B Hal-ManNKo €1MH OT NopeJILIaTa CPE30BE NMPH ABTOMATHYHO U3TETIIIHE), €AHH BAXCH PHCKOB
dakTop 3a 3aryba Ha npucaKaTa B IbJArOCPOUEH NNaH.

[ToBMIIEH CEpYMEH KpeaTHHHUH ce HaOMoaaBa no-uecTo y naundeHTuTe Ha Certican B KOMOMHaUKA €

IbJIHA 1032 LHKIOCMOPHH MUKPOEMYJICHSA, OTKOJIKOTO IpU NAaUMEeHTHTE Ha AZA. Tesn pesyliratd

nokazgar, ye Certican ypeJig4aBa HHIYIMpaHaTa OT LMICIOCIIOPYH HEPPOTOKCHYHOCT.,

[TposeeHHAT aHaNn3 nokassa obave ue ObOpeunara GyHkuMa moxke aa Objae nogodpexa upes
MOHHXKABAHE A034ATA HA UHKAOCTIOPHH A0 CTOHHOCTH 6e3 3aryda Ha e(PMKACHOCT KATO KPBBHH HHBA Ha
eBEPOIHMYC Ce NOIbPKAT Haa Heobxoaumus npar. TlposeaeHo e npoyusade A2411 ¢ Tasu uen.

Kannnunoto npoyusate A2411 e paHaoMH3MPaHO, OTBOPEHO, 12 MECEUHO, B KOCTO C€ CpaBHsABa
Certican 8 KOMOHHAUHA ¢ HAMAJICHH 103H LMKJAQCCIIOPHH MUKPOEMYIICHS B KOPTUKOCTEPOHAH C

Mukodenonar mogetun (MMFE) W cTanaapTHH 034 UMKIIOCTIOPHH MUKPOEMYICHA U KOPTHKOCTEPOIN
npH de-novo NaudeHTH Che ChplcdHa TpaHcrniadTalua. Certican € npuiarad B 1o3a oT 1.5 mg Ha aeH
W € KOPHIHMpaHa 10 NOAAbPXKAHE HA TAPTETHUTE KPbBHU HAH-HUCKN HHBA HA €BEPOAMMYC OT 3-8
ng/ml.. MMF e npunaras B 1o3upoBka o7 1,500 mg. Jiozute Ha UHKIOCNOPWUH MUKPOEMYJICHA ca
KOPUTHPAHY IO NOCTHTAHE Ha ClIeARNUTE Hal-HUCKH HHBa (ng/mL):

T,HP"ETH':' Hhba Mecew | Mecen 2 Meceu 3-4 Meceur 5-6 | Meceu 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
MimepeHyTe JeHCTBUTEAHU KPBBHY HYBA Ca NPEACTaBeHU B TadMLa 3.
Tadauua 3
A2411: Cymapua craTHcTHRKA Ha CSA KpbBHH HHBAY (cpeaHo + SD)
Certican rpyna MMF rpyna - —
(N=91) (N=83) L R
Busnura Co Co0 AR T
et 4 154 + 71 155 £ 96 /S
n=79 n=74 Kl TGS PR
Meceu | 245 + 99 308 + 96 ﬁ SR
n=76 n=7 | A




Meceu 3 199 + 96 256+ 73
n=70 n=70
Mecen 6 157 + 61 219 4 83
n=73 n=67
Meceu 9 133 4 67 187+ 58
n==72 n=64
Mecen 12 110 £ 50 {80 £ 535
n=68 n—=64

* wati-Huckn Husa (C0)

[TpomenuTte B 6L0peunaTa hyHKUMA ca npeacTapenn B Tabnnna 4. JlanuuTe 32 eprKacHOCTTA ¢
NpeacTaBeHU B Tabnumuia 5.

Tadanna 4
A2411: MNpomaBEa HAa KPEATHHUHOBHA KJHPLNC T0 BpEMe HA APOYYBAHETO (NALMENTYH C
ABOHKA Pe3YNTATH)
CroiinocTn Ha kpeatuHuHoB KAUpLAC (Cockroft-Gault)®
mL/mn
Hixoanwu CroiHOCTH NIpH Pa3invuka mexay
JAHHH timepoint rpynuTe
Cpenno (= SD) Cpeano (= SD) Cpeano (95% C1)
Meceil | Certican (n=87) 73.8 (£ 27.8) 68.5 (= 31.5) | -7.3
MMF (n=78) 77.4 (£ 32.6) 79.4 (x 36.0) (-18.1, 3.4)
Mecen 6 Certican (n=83) 744 (£ 28."") 65.4 (= 24.7) -—S‘.{} |
MMF (n=72) 760 (= 31.8) 72.4 (= 26.4) (-13.6.2.9)
Mecert 12 Certican (n=71) 74.8 (£ 28.3) 68.7 (ﬂ: 217 -1.8 )
MMF (n=71) 76.2 (£ 32.1) 71.9 (= 30.0) (-11.2.7.5)
* RKAFOUBA NALLEHTH CbC CTORHOCTH OT M3XOIHH JAHHK 11 BH3UTA

Tabmua 3
A2411: CroinocTh 3a chOnTHS Ha ehuracrocT (dectoTa npu ITT nonyaaunara)
Kpalina Touka 3a Certican MMF Pasnanka B HUBATA HA
eburacHocT n=92 n=84 cpOuTHRTA

Cpeano (95% C1)

Ha 6 Mecela

HokazaHo ¢ OHOncus ocTpe
OTXBbP/IAHE 18 (19.6%) 23 (27.4%) -7.8 (-20.3.4.7)
KomOnHupaHa AHNCE Ha
e(puKacHoCT™

Ha 12 mecena

Jokazano ¢ GuoncHa ocTpo
OTNBBDASHE | 21 (22.8%) 25 (29.8%) -6.9(-19.9, 6.1)
> ISHLT crened 3A

KomOiHIpana aunca Ha
¢hpUracHOCT”

CMBPT uay 3arvda Ha
NPHCAAKA/ PETPAHCTHIARTALINA
* KoMOUHUPAHA JTHNCA HA ePHKACHOCT: MOPALH HAKOE OT CJE/THOTO - OCTPO OTXBbPIIAHE = CTENEH 3 A,
OCTPO OTXBBPAAHE ¢ KOMNPOMETHPAHE HA XEMONMHAMHUKATA, 3ary0da Ha npucanka, CMbPT UK
HEBBLIMOMKHOCT 34 NPOCIEARBAHE.

20 {28.3%) 31 (36.9%) -8.6(-22.3,35.2)

30 (32.6%0) 35 (41.7%) 9.1 (-23.3, 5.2)

10 (10.9%) 10 (11.9%) i

5.2 <PapMaAKOKHHETHYHH CBOHCTBA

,,..r'"- . T,
Pesop6buus: [Tpn nepopajied npUeM MaKCHMATHHTE KOHLIEHTPAIIMH HA €BEPONIMMYC Ce NOCTHRATICAER, "
1 no 2 yaca cnen nipuema. KpbBHUTE KOHLIEHTPALMH HA €BSPOIMMYC NPH NMALIMEHTH C l'[ﬂfﬁ-ﬁ‘ﬁ]lﬂﬂ-*’ ﬁ
N
ca 10303aBMCHMH B AnanasoHa 0,25 10 15 mg. OtHocHTenHaTa OMOHAIMYHOCT Ha ,HHMTQPFHP&HIHTE CE ¥ "‘\

TabneTkn B cpaBHeHue ¢ Tabnerkure e 0,90 (90%, noseputenen unrepsan 0,76-1 079,, H3YHUCTICHA! B'E:S : R
ocHOBa Ha choTHOWeHHeTo Mexay AUC Ha asara npoaykra. E¢exT na xpanara: Cim&x n AUC HEI S



eBEPOIMMYC cnaaar ¢be ¢boTBETHO 60% 1 16% npu npueM Ha TabneTkara ¢ borata Ha MasHHHH

XpaHa. 3a cBeX/iaHe Ha BapHabuIHOCTTa 1o MUHHMYM, Certican TpaOBa a ce npreMa rno eiuH 1
ChLIH HAYMH — CaMO ¢ XpaHa WIKH CaMO Ha IIaJHo,

Pasnpenenenvie: ChOTHOLIEHUETO KPLB KBM MJIa3Ma Ha €BEPOTMMYC 3aBUCH OT KOHLICHTPALIHHTE H
Bapupa B Avana3ona oT 17% mo 73% B nososua auanasod ot 5 10 5000 ng/ml. CeepsBanero ¢
MAa3MEHNTE NPOTENHYM € npubnusutento 74% y 3apaeu JOOPOBOJILM M MALHEHTH C YMEPEHO
yBpexKJaHe Ha uepHoapoOHaTa pyHkums. OOeMBT Ha pasnpeAeneHNe, aCOUMHpPaH ¢ TEPMUHAIIHATA
hasza (Vz/F) y naunenty ¢ 6n6pevHa TpaHCIUIaHTaLMs NIPH NOAABPKALIO JieyeHue, € 342 £ 107 L.

Metabonuzbm: Eseponiumyc npeacrtasmiea cybetpat Ha CYP3A4 w P-rnukonporenH. I'nasHure
MbTHIA HA METAOOIU3BM, HACHTHOUIIMPAHH Y YOBEKa, A MOHOXHIAPOKCHIMpaHe U O-aeaiKunHpaHe.
Upes XHAPOaM3a HA TAKTOHOBHA NPBCTEH ce 06pa3yBar JBa 0CHOBHU MeTaboymTa. EBeponnmMyc ¢
FNABHUAT LMPKY/HpaLl B KpbBTAa KOMIIOHEHT. HUTO eayH OT OCHOBHHTE METAa0OIHTH U3IJIENKAA HE
JIOTIPHHACA B 3HAMUMa CTENEH 33 UMYHOCYNIPECHBHOTO ACHCTBHE Ha CBEPOJIAMYC.

Exckpeuns: Criea MpUeM Ha eAMHUYHA 033 PafiHOaKTHBHO Oe€Na3an eBepOTUMYC OT MAaLUEHT C
TpaHCIAAHTALKM, IPHEMaIll IMKJIOCNOPHH, npeobnaaasaioTo koaudecTso (80 %) paaMoaKTHBHOCT
ce YCTaHOBSABA BB (heleca, a CaMo He3HAUYUTENHO KOMHYECTBO (5 %) ce eKCKpeTHpa B ypHHaTa.
U3x0aHOTO NEKApPCTBO HE CE YCTAHORSBA B YPHHATA H (eleca.

DapMakOKHHETHKA B PABHOBECHO CheTosAHUe: DapMaKOKMHETHKATA NPH NALMEHTH ¢ 0bOpeYHa 1
ChpAEUHa TPAHCIJIAHTALUA, NPUEMALIH €BEPOJIUMYC JIBE IIBTH JHEBHO, YCNOPEAHO ¢ LIHKIIOCTIOPHH
MHKpOEMYJICHA, € ChIOCTaBUMa. PABHOBECHOTO ChCTOAHKE C€ JAOCTHIa KbM JCH 4, KaTo
KyMYJIHPAHETO B KPbBTa € 2 0 3-KpaTHO MO-TOJIAMO B CPAaBHEHHE C CKCIO3MILIMATA CJIEA TbpBaTa
nosa. Tmax HactTensa | o 2 yaca cieq npueMa Ha fo3ata. Cmax 3a 0,75 u 1,5 mg nBa mbTH AHEBHO
Bapupa B rpanuumre 11,1 + 4,6 n 20,3 £ 8,0 ng/ml, a AUC sapupa coTBETHO MEKAY 75+ 31 U

131 £ 59 ng.h/ml. Hait-nucknte HyuBa B kpbBTa nipean npuem (Cmin) 3a 0,75 1 1,5 mg ABa neTH
[IHEBHO BApHpaT cboTseTHO Mexay 4,1 + 2,1 n 7,1 + 4,6 ng/ml. EkCnosznuusaTa KbM €BEPOTHMYC
ocTasa crabunHa BbB BPEMETO Npe3 MbPBATA FOJIMHA ciiell TpaHcrulanTanuara. Cmin B 3HaUMMA
crened kopeanpa ¢ AUC ¢ koeduureHT Ha kopenauna mexay 0,86 u 0,94. B3 ocHoBa Ha
NOMy/alMOHEH HapMAKOKHHETHUESH aHANM3 KIIMPBLHCHT Ha nepopanHo npueta ao3a (CL/F) e 8,8 L/h
(27% BapMalys MEX/Y OTAETHHTE NMAUNWEHTH), 4 UEHTPAHUAT 00eM Ha PasNpeae/IeHHE (Vc/Fye 110
L (36% BapHauus MEKAy OTAeNHUTe nauueHTH). OcTaThuHaTa BapHabITHOCT Ha KPBEBHHTE
kOHIIeHTpaLyH € 3 1%. EnMMHHALMOHHUAT NOmyXHBOT € 28 + 7 h.

YepHoapobuo yepexaaHe: [1pu 8 nanpenTa ¢ ymepeHo yBpexaaHe Ha yepHoapoOHaTa pyHKkLus (Krac
B no Child-Pugh), AUC Ha eBeposiimyc ce yBeliHyaBa CpeIHO 2 IITH B CPABHEHHUE ¢ 8 3paBH
nobpososiny. AUC kopenupa NO3UTHBHO ¢ KOHUCHTPALIMUATE HA CEPYMHUA 6nHpyOuH U C
yIbJKABAHETO HA NPOTPOMOHHOBO BpEME; KOpEenHpa HEraTHBHO ¢ KOHLICHTPALIMATE Ha CEpyMHHS
anGymuH. AUC Ha eBepoMMyC TIOKa3Ba TEHJEHIINSA 3a TI0-BUCOKH CTORHOCTH B CPABHEHHE CBC
3paBuTE IMLA B CIyYauTe, Korato GUIHpyGuHeT € >34 umol/L, INR>3 (mporpoMbUHOBO Bpeme > 4
sec YABIPKEHHE) WHIN KOHLUEHTpauus Ha anbymuna <35 g/L.. Bauanuero Ha yepHOAPOOHO TEXKKO
yepexaane ( kiac C no Child-Pugh) He e ouensaBaHO, HO HMa BEPOATHOCT €QEeKTHT BBPXY AUC Ha

eBEpPOTHMYC 13 OBAE FONSM WITH NO-TOJIAM B CPaBHEHHUE C YMEPEHO TEKKOTO yBpEKaHe. Buxk Touka
4.2,

Bu6peuno yspesxaane: [ToCT-TpaHCIIaHTALIMORHOTO YBpeXkKAaHe Ha ObOpeuHaTa QpyHKUHs (uHTEpBA
Ha Clerea 11-107 ml/min) He noBAKABa HETaTUBHO (PApMAKOKWHETHKATA HA EBCPOIMMYC,

Jleua: CL/F Ha eBeponuMyC ce yBelu4aBa JTHHEHHO B 3aBUCHMOCT OT Bb3pacTTa Ha nauneHTa (ot 1 1o
16 rogunn), TesecHaTa nosbpxHocT (0,49-1,92 m-) ¥ Teneckara mMaca (11-77 kg). PaBHOBECHOTO
cberosinne CL/F e 10,2 + 3,0 L/h/m’, a enuMunausonsHuaT nony:xusot e 30 £ 11 h. Jlesetnanecer
NeAHATPUIHU NALUMEHTH ¢ de novo GbbpeyHa TpaHcaHTauus (0T 1 20 16 roMHK) NpHEMAE: IeR0
aMcnieprupauiy ce TabneTku B go3upoexa 0,8 mg/m’ (MakcuMyM 1,5 mg) Ba Wb TH ﬂHpﬁ%Wﬂﬂ@lgx
UMKI0CTIOpHH MUKpoeMyacusa. AUC Ha eseponumMyc npy Tax gocrura 87 + 27 ng-h/mﬁ( ;&?ﬁﬁﬁﬂﬂf *

CXO/1HA C Ta3W MPH BBL3IPACTHH, npuemaniy 0,75 mg ABa MbTH JHEBHO. Hailt-Hucknre/ kOHLEHTH AHMY -~

Ha PaBHOBECHOTO CbeToAHMe ca 4,4 + 1.7 ng/ml. |5
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[MauyeHTH B HanpeaHaia Bb3pact: 1Ipy Bb3pacTHU NALMEHTH (BB3PACT HA MAllMEHTHTE B XOJa Ha
npoy4ysaHusaTa 16-70 roguHM) € KOHCTaTUPaHa OrpaHHWYCHa PEAYKLMA Ha KIHPBHCA Ha EBCPONIHMYC
ciien nepopasied npuem (CL) ¢ 0,33 % Ha roanrHa. Kopekuna Ha A03MpOBKaTa HE CE CUMTa 3a
HeoDXoAMMA.

Etnnueckn npousxo/: B3 ocHOBa Ha NOMy alMOHEH PapMaKOKHHETHYEH aHAIU3 KIIHPBHCHT NpH
nepopaneH npuem (CL/F) e cpeano ¢ 20 % no-BUCOK y NALMEHTHTE OT HErpouaHara paca,
PELUITUEHTH Ha TpaHchnaHTaT. Buk Touka 4.2 .

OTHOLIIEHHE eKCMO3HLMA-0TroBop: CpeIHHTe Hal-HUCKY HUBA HA €BEPONMMYC 3a MbPBHUTE 6 MeceLa
CEA TPAHCIIIAHTALMATA MMAT BPB3Ka ¢ YECTOTATa Ha JIOKA3aHOTO ¢ OMOINCHA OCTPO OTXBbPAAHE Ha
NPUCAAKATA M HA TPOMOOLMTONEHHATA NPYH NAaUUEHTHTE ¢ OL0pevHa WK ChpJCUHA TPAHCHIAHTALUA.
(Byx Tabnuuara no-pony).

Taoauna 6

 brbpeuHa TpaHCIUIAHTAlINA:

Hali-HUCKW HuBa (ng/ml) <34 3.5-4.5 4,6 - 5.7 5.8-7.7 7.8-15.0
be3 oTXBBLpNAHE 68 % 81 % 86 % 81 % 91 %
TpomGoumTonenns (<100 x 10°/L) 10 % 9 % 7 % 14 % 17 %
Crpaeuna TpaHCMIaAHTALHA!

Hali-Hucku HuBa (hg/ml) <3.5 3.6-53 54-73 74-102 103-21.8
be3 oTxBbpiaHe 65 % 69 %o 80 % 85 % 85 %
TpomGouuronenns (<75 x 10°/L) 5 % 5 % 6 % 8 % 9 %

5.3 IIpeakJAuHHYHH JaHHH 32 D€30NACHOCT

[TpeAKNTHHUYHHUAT Npod T HA TeKapcTBEHa 0€30MacHOCT Ha eBEPOIUMYC CE OUCHABA NPH MHULLIKH,
IbXOBE, MAIKH MpaceHLa, MaiMyHH W 3allM. [ NTaBHUTE NPULICTHH OPraHy Ca MbXKaTa M )KeHCKaTa
PENPOLYKTHBHA CHCTEMa (IercHepaLivs Ha TECTHKYapHUTe TyOy/H, HAMAICHO KOJIMYECTBO CTiepMa B
enUAMAMMHKTE W aTpodis Ha MATKAaTa) NPU HAKOAKO BHAA, U — CaMo NpH TUTbxose — Genns apod
(noBWlIeHK anBeonapHu Makpodaru) n ourrte (ICHTHKYIaPHO NOMBTHABaHE B 001aCTTa HA NPEAHMS
wes). HeznauvwtenHu npomeny B 6b6perite ce HaGmoAaBaT NPH TUTHXOBE (eK3aliepbalivs Ha
CBBLP3aHHS ¢ Bb3PACTTa AUNOGYCUNH B TYOYIapHUA eNNUTEN) H MHLUKH (ex3auepbanus Ha Oa3ncHH
nesun). Hama npusHauyn Ha 6u0pevHa TOKCMYHOCT y MaiMYHUTE WK MANKUTE NpaceHua.

CrOHTaHHO HACTBNBALIMTE NOANEKamy 3a6onaBaHus (XpOHHYEH MHOKapIWT y rwrsxobe, Coxsackie
BUpYCHa MHQEKLIMA B IUIA3MaTa M ChPLIETO Y MaiMyHH, KOKIIWHaIHa HHDECTALKs B
raCTPOMHTECTHHATHHS TPAKT y MAIKH TIPACceHLa, KOXHH JIC3HHM Y MMINKH ¥ MaiiMyHu) ce 000CTPAT OT
JIG4EHMETO ¢ eBeposiumMyc. Te3n HaxoAKH KaTo U0 ce Habmoaasar Npu HUBA Ha CHCTEMHA
eKCIIO3NLMS B JJAaNa30Ha Ha TEPAneBTUYHA €KCITO3HLMA WIH MPEBHIIABALIM IO, C H3KITIOYEHHE Ha
HAXOAKHTE Y TUTBXOBE, KOWTO Ce NOABABAT 110/ HUBOTO HA TepaneBTHYHa EKCNO3ULMA nopain
BUCOKATA CTCNCH Ha pasnpeac/ieHHe B ThKaHUTE.

LiMwiocnopud B kKOMGHHALUSA C €BEPOIMMYC NPEAH3BHKEA NO-BUCOKA CHCTEMHA EKCITO3HLINA Ha
eBEPOAMMYC ¥ MOBHIIEHA TOKCHYHOCT. HAMa HOBH NpPHLIENHH OpraHy y rursxosere. 11py MaiMyHHTe
ce HabJl01aBa 1osiBa Ha KPLBOU3JIUB U apTEPUNT B HAKOJIKO OpraHa.

[pu n3ciensaHe Ha MBXKKHA QEPTHIHTET y TTHXOBE MOPQONOrUATa Ha TECTHKYJIUTE C€ YBPEXKAA TIpH
nosu 0,5 mg/kg v nopeve, a NOABWKHOCTTA HA CTIEPMATO30UIMTE, OPOAT CriepmMaTo30MIM U HUBATa Ha
Ja3MeHUs TECTOCTEPOH ce NoHIkasar npH 5 mg/kg, KOeTo € B iManasoHa Ha TepaneBTHYHa
EKCTIOZHLIMS Y MPHUMHABA MOHMKEHUE Ha MBbXKkus depTranTeT. Hanuue ca 1okas3aresiCTaa 34
obpatumocT. KeHckuaT GepTUTHTET HE Ce 3acira, HO eBeposiIMMYC MPEMUHABA NPE3 nAaueHTaTa ge
TOKCHUEH 32 TUIcAa. Y TUTEXOBE €RepONIMMYC NPeAM3BUKBA eMOPHO/(PETOTOKCUYHOCT TIPH cmm f‘\\
¥
e
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eKCMO3KIMA 110 TepaneBTUYHATA, TORA CE MAHU(PECTHPA KATO MOPTAIUTET U HAMANCHO CAG HA -~ T, N
o oL TaoF N

nnoaa. YecToTara Ha cKeJaeTHHTe BapuaLumu ¥ Mandopmaumu npu 0,3 1 0,9 mg/kg (magpumepy 7 )

pa3lEenBaHe Ha CTeEpHyMa) € NoBHiIeHa. EMOPHOTOKCHYHOCTTA Y 32HILIMTE CE MPOABAB atg L e

yBEIMHEHHE CTENEHTa Ha nossa Ha 3abaseHa pe3oOpLus. ,| S BN SR I
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[1poyuBanusTa 32 FEHOTOKCHUHOCT, KOUTO TIOKPHBAXa NPUIIOKUMH KPHTEPHM 38 PE3YJITAT, HE
MOKa3BaT KJIACTOreHHA HAH MyTarcHHa TOKCH4YHOCT. [Ipuno)keHHeTo Ha eBEPOTUMYC C
MPOABJDKUTENIHOCT 0 2 FOAHHH HE MOKa3a HHKAKbB OHKOTEHEH NOTeHUWAN Y MHIIKH H ITHXO0BE NpH
HaH-ToJIEMUTE N03U, CHOTBETCTBAIIM Ha 8,6 ¥ (0,3 ITbTH O4YaKBaHATA KJIMHMYHA €KCITO3HLIMAL.

6. @®APMAIEBTHUYHHA JIAHHU

6.1 Cnuchbk HAa TOMOUIHMTE BEIECTBA

OyTunos xuapokcuroayeH (E 321), Mmarsesnes creapar, 1aKT03a MOHOXH/PAT, XHITPOMEN03a,
KPOCHOBUAOH U O€3BOAHA JIaKTO34.

6.2 HecnBMeCcTHMOCTH
Henpuioxnmo

6.3 Cpox Ha rogaocr
3 roavHM

6.4 Crnenna/JHH YCTOBHA HA CLXPAaHEHAE

,HE! CC CbXpaHsABRa B OpUTI'HHAJIHATA ONAKOBKA C LISJ1 3alUTa OT CBETJIHHA H BJiara.

6.5 /lannw 3a onakoBkara

bimcrep ot anymuHui/nonwamua/anymunniit/PVC,
OnakoskaTa ceaAbpAkKa 50/60/100/250 Tabnetku.

He BCHYKHW BUOOBE OMakOoBKM MOTaT fa Ob4aT IMyCHaTH B npoaaxba

6.6 CreunajHu NpeaAna3HH MEPKH NPH W3XBbLJIAHE <H pabora>
HsamMa cneuyaini U3HCKBaHHS.

7. IIPUTEXATEJI HA PASPEINIEHHUETO 3A YIIOTPEBA
Novartis Pharma GmbH,

Roonstrasse 25, 90429 Nuernberg, 'epmaHus

8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA

Certican tabl. 0,25 mg 20050110
Certican tabl. 0,5 mg 20050111
Certican tabl, 0,75 mg 20050112
Certican tabl. 1 mg 20050113

9. HJATA HA ITBPBO PAZPEIIABAHEMIOTHOBABAHE HA PASPEIHIEHHUETO 3A

VIIOTPEBA =
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