KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA



1. HUME HA JIEKAPCTBEHHSA MPOAYKT

Canaumyn Heopan 100 mg/ml nepopanen pastsop _
Sandimmun Neoral 100 mg/ml oral solution Kem Pez. Ne y)\O Oi QL(YSk(

BG/MA,/MP- :i %BD‘L /_. t ‘;’w -Ug- _’(\?6

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Ogobpenue Me ........................... Jecssississsise gt |

1 ml nepopainen pa3TBop chabp:ka 100 mg HHMKIOCTIOPHH.

[ToMOLIHHM BElIeCTBA C U3BECTHO JICHCTBHE:

Etanon: 94,70 mg/ml. Sandimmun Neoral nepopazen pa3tBop cbabpxka 12% o/o eranon (9,5% m/0).
[Tponuaenraukon: 94,70 mg/ml.

MakporoarjiuieposioB XuapokcueTeapat/ noaMokeua 40 XuAporeHMpaHo PUIMHOBO Maciio:

383,70 mg/ml.

3a IbJIHHA CMMCHK HA MOMOLHHUTE BELIECTBA BHKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
[lepopanen pa3TBop
BucTbp, 61e105KBAT /10 KahABO-XKBIT PasTBOP.

Jlekapcreenara dpopma na Sandimmun Neoral € MHKPOEMYJICHOHEH MPEKOHLICHTpAT.

4. KJIUWHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3aHHA

[Mokazanus B 06;1aCTTa HA TPAHCILUIAHTALMATA

Tpancnaanmayus na conuoHu opeanu

[penoTBparsBaHe Ha peaKLMs Ha OTXBbPJIAHE HA TIPUCAJIKATA ClIe/l TPAHCILIAHTALMSA HA COTM/IHH
OpraHu.

Jleuenue Ha peakuus Ha KJIETHhYHO OTXBBPJIAHE HA npycajikara npu natMeHTH, npueMatii 1pyry
HMYHOCYNpeCHpallH CpeacTna.

Tpancmanmazﬂw HA KOCMEH MO3BK
Flpe)mTBpaTﬂBaHe Ha peakuHsATa HA OTXBBPJISHE HA NpHCaJKaTa Cle/] aJlJoréeHHa KOCTHOMO3b4Ha
TpaHCIJIAHTAUMs WA TPaHCIJIaHTallMs Ha CTBOJIOBH KJIETKH.

[MpodunakTika UK NedeHne Ha 60ECTTa, MPEIM3BUKAHA OT PEAKIMATA Ha NPHUCATIKATA CpeLLy
npuemarens (graft versus host disease - GVHD).

[TokazaHus W3BBLH 00JaCTTa HA TPAHCIIAHTAUMATA
Enoocenen yseum

Jleuenue Ha 3aCTpallABalll 3PEHHETO HHTEPMEIHEPEH HITH 3a/IEH YBEHT OT HEMH(EKIIMO3EH NPOH3XO/L
MPH NALMEHTH, NPH KOMTO KOHBEHLIHOHAJIHATA Tepanus e Ouia HeycrielHa K e Mpean3BUKaa
HENPHEMJIMBH HEKEJIAHH PEaKLMH.

Jleuenue Ha yBeuT nipu GosiecT Ha bexyeT ¢ pelnIMBHpaLIK Bb3MATHTETHH PEaKinH, 3agf
peTvHaTa npH nauMeHTH 0e3 HEBPOJIOTHYHH MPOSBH.



Heghpozen cunopom

CTeponI-3aBHCHM H CTEPOMI-PE3UCTEHTER HEDPO3EH CHHAPOM, BCEICTBHE ITbPBHYHH [TIOMEPYIHH
3a00ngBaHHs KaTO HEPPONATHA ¢ MHHUMATHH H3MEHEHHA, OKANHA H CErMEHTHA MIOMEpPYAOCKIIEPO3a
uIn MeMBOpaHO3eH rIIOMepynoHedpHT.

Sandimmun Neoral Moxe aa ce H3NONI3Ba 33 HHAYKUMA H NOAAbPXKAHE HA peMUcHs. Moske Ja ce
H3MOM3BA ChILO TAKA 33 MOATb[KAHE Ha CTEPOH/-HHIY UIHPaHa PEMHCHS, TIO3BO/IABAKKH CIIHPaHe Ha
KOPTHKOCTEPOHIHTE.

Pesmamouden apmpum
JleueHHe Ha TeXbK, AKTUBEH PEBMAaTOMIEH apTPHT.

Heopuasuc
JleueHue Ha TEXBK NMCOPHA3IMC NPH MALKEHTH, fIPH KOHTO KOHBECHUHOHANHATA TEPaNH €
HENOAXOALAE HWIH Oe3 eeKT.

Amonuuen depmamum
Sandimmun Neoral e nokazaH npu NaUKEHTH C TEKBK ATOMHYEH AEPMATHT, MPH KOHTO ¢ HeobxoaHMa
CHCTEeMHA TeparHs.

4.2 Jlo3MpOBKa H HAMHH HA NPHIOKEHHE

,ﬂoaupoaxa

anJ'IO)KeHHTe CXEMH 3a NEPOPAIIHO MPHIOKEHHE Ca CaMO HAaCOYBAallIH.

JlHeBHaTa no3a Ha Sandimmun Neoral Tps6pa na ce pasaenu Ha Apa OTACHH MpHeMa, pasnpefieneHH
Ha PaBHH UHTEPBAJIH Mpe3 JeHa. [lpenoprusa ce j1a HMa NOCIEAOBATENHA CXeMa Ha NMpHIaraHe Ha
Sandimmun Neoral no oTHOLIEHHE Ha BPEMETO OT JIEHA H BPb3KaTa C XPaHEHETO.

Sandimmun Neoral Tpa6ea fa ce NpeANHCBa CaMo OT, HIH B TACHA KOMabopauua ¢, 1eKap C OTMT B
MMYHOCYIPECUBHATA TEPANMA W/HIH OPraHHATa TPAHCTUIAHTALIAA.

Tpancnaanmayus
Tparncnaanmayua Ha COMUGHU OP2aHU

Jleuenneto cbe Sandimmun Neoral Tpa6sa na ce 3anoqHe B paMKHTe Ha 12 yaca npeau OnepaluyaTa B
no3a ot 10 no 15 mg/kg, pasaenena Ha 2 npuema. Tazu noza Tpabea na ce moaabpXKa KaTo JIHEBHA
N03a B NPOABLIDKECHUE Ha | 10 2 ceAMMUM ClIE]l ONEPaLMATE, KATO NOCTENEeHHO Ce HaManaBa B
CHOTBETCTBHE ¢ NA3MEHHTE HUBA, B ChOTBETCTBHE C JIOKATHHUA HMYHOCY IPECHBEH NPOTOKOJ 10
AOCTHraHe Ha MpEeNopBLYHATENHATA NOATbpXKAIIA 032 OT okono 2 10 6 mg/kg, mpunoxena B 2 oTAENIHH
npHeMa.

Koraro Sandimmun Neoral ce npunara ¢ Apyrs HUMyHOCYTIPECOPH (Harnp. KOPTHKOCTEPOHAN WK KaTO
YACT OT TPOIHa MM YETBOPHA JIEKAPCTBEHA TEPANHA ), MOXE a Ce NPUJIara B MO-HUCKH K034 (Hanp. 3
10 6 mg/kg, NPUIICKEHH B 2 OTAENHH NPHEMA NMPH 3aII04BaHE Ha NEYEHHETO).

Tpancnnanmayus Ha KOCMEH MO3bK

Hayanuara no3a TpsbBa ja ce aane B A€HA NPEaH TpaHCIIaHTaUMATA. B nopeueTo cnyyau 3a Tasu Hen
ce MpeAnoYxTa NpuiaraHeTo Ha Sandimmun KOHLEHTPAT 32 HHY3HOHEH Pa3TBOP.
TMpenopbuKTeNHaTa HHTPaBeHO3HA 11034 € 3 10 5 mg/kg/nen. Mudysudra npoabnxkasa B ChllaTa 4032
10 BPEME HA HEMOCPE/ICTBEHHA NIOCTTPAHCIIAHTALMOHEH NIEPHOA J10 2 CCAMMLIK Cliell
TPAHCIIAHTAIIMATA, MPEAM 1A C€ MPEMMHE KbM NIEPOPAIHA NIOUThpXalua Tepanus cx¢ Sandimmun
Neoral B aHeBHa 1032 oT okojo 12,5 mg/kg, npunoxkeHa B 2 OTAENHH IPHEMA.

[oanbpHKALIOTO JleueHue TpAOBa Aa NPOIBIKH NOHE 3 Meceua (3a peanounTane 6 Mec
0O3aTa NOCTENEHHO Aa ¢e HAMANHK 10 Hyna, | roaMna chell TPaHCINAHTALHATA.



AKO NpH 3anouBase Ha iedennero ce npwiara Sandimmun Neoral, npenopbuunTennara aneBHa 103a e
12,5 no 15 mg/kg, npunoxeHa B 2 OTACNHH NPHEMA, KATO C€ 3an04YBa B IeHA Npeax
TpaHCITaHTaLUATA.

Moske J1a ce HaJIOXH PHaraHeTo Ha No-BUcokH 1034 Sandimmun Neoral nny npunaraxe Ha
MHTPABEHO3HO NieveHne cbe Sandimmun NpH HaMUYHE HA CTOMALLTHO-YPEBHH HAPYLIEHHSA, KOUTO
MOraT fia HaManat abcopluuira.

[Tpu HAKOH NAUMEHTH Cle/l CIHPAHE HA TCUEHHUETO ¢ UMKJIOCNIOPHH MoXe Aa Bb3HHkHe GVHD, Ho
OBGHMKHOBEHO e NOBIHABA O1arONPHATHO CAE NMOAHOBABAHE HA JICUEHHETO. B TakuBa cnyuau
MbPBOHAYAIHO CE MIPUIIAara NepopanHo HaTorapsaula aosa ot 10 ao 12,5 mg/kg, cnen koeto ce
NpUnara NoAALPKALIATA 1034, KOATO Mpead To8a € 6una ¢ 106sp edexT. [pn neueHue Ha neka
xpornyHa GVHD Tpa6sa na ce npunarat Hucku f1o3u Sandimmun Neoral.

Hoxazanus uzebn 06aacMmMa HA MPAHCRAAHMAUUIMA
Korato Sandimmun Neoral ce H3non3sa nopaan HAKOE OT YCTaHOBEHHTE NOKA3aHHA H3BbH obnacTTa

Ha TpaHCIiaHTauuATa, TpﬂﬁBa Aa ¢€ CneararT ClI€AHUTE OGUJ,H npaBuna:

Ilpeau 3ano4uBaHe Ha neueHHeTo TPAGBA MOHE ABYKPATHO Ja C€ HANPaBH OLEHKA HA M3XOAHATA
616peuna $pyHkuus. Msuncnenara ckopocT Ha rnomepysHa ¢untpauus (eGFR), uzumucnena mo
dopmynara MDRD, moxe aa ce W3non3sa 3a olieHKa Ha 610peyuHaTa QyHKIMA TIPH BB3PAaCcTHH
NaLMEHTH, a CHOTBETHATA noaxoadua Gopmy.ia 3a aelia Tpabea Aa ce u3nonssa 3a oueHka Ha eéGFR
TpH NeAxaTpuuHK nauseHTH. Thif kato Sandimmun Neoral mosxe na yspeau 6n6peutara GpyHKuuA, €
HeoGX0MMMO HeCTO Ja ¢e npapu oueHka Ha 6Opeunarta dynkuma. Ako eGFR ce noHHxH ¢ noseue otT
25% ¢cnpaMO H3XOAHATa CTOHHOCT NPH IOBEYE OT €IHO U3MEPBAHE, 103aTa Ha Sandimmun Neoral
Tpabea na ce namand ¢ 25 g0 50%. Ako nowmwkenHero Ha eGFR cnpsamo u3xoaHara CTOHHOCT € Hax
35%, Tpa6Ba aa ce HMa MpeABMA NTO-HATATHIIHO HAMAJABAHE Ha 103aTa Ha Sandimmun Neoral.
[IpenopbKUTE ca BATMIHK, AOPH KOTATO CTOMHOCTHTE MPH CHOTBETHHUS NALMEHT CA B PAMKHTE Ha
HOPMAaJTHHTe 1aGopaTOPHH CTOMHOCTH. AKO HAMANABAHETO HA /103aTa He A0Be/e 10 NoAoOpeHHe Ha
eGFR B paMkuTe Ha eaMH Mecell, JiedeHneTo cbe Sandimmun Neoral Tpabsa na ce npeycTaHoBu (BXK.
TouKa 4.4).

Heo6x0AMMO € peJOBHO NpocieAABaHe Ha KPLBHOTO HallsAraHe.

[IpenopsuBa ce onpeaensHe Ha GWIHPYOHHA H HA OCTAHANIMTE NOKA3ATENH 32 OLEHKa Ha
uepHoapoGHaTa GyHKLMSA MPeH 3aNoUBaHe HA NEYEHUETO, KAKTO H BHUMATENHOTO UM NPOC/IEAIBAHE
1o Bpeme Ha Nieuenuero. [lpenopbupa e CHILO TaKa ONIPEAENSHE HA CEPYMHMTE JIMIIMIH, HUBOTO Ha
KaNHii, MarHezuii ¥ MHKOYHA KUCENMHA, NPeH 3ano4BaHE HA JICYCHUETO ¥ NIEPHOAMHHO MO BPEME HA
JeYEeHHEeTO.

Moske /1a ce HanoXKH M3BBHPEIHO MpocaeAsBaHe HA HHBOTO Ha UMKIOCTIOPHH B KPbBTA MPH
NpHJIAraHeTo My NPH MOKAZaHHA H3BLH 06/1aCTTa Ha TPAHCIUIAHTALMATA, HANp. fIPH NpHNaraHe Ha
Sandimmun Neoral eJHOBPEMEHHO ¢ BELIECTRA, KOHTO MOTAT [1a MOBJINAAT HapMaKOKHHETHKaTa Ha
LMKJIOCMOPHH KITH B ¢y4ail Ha HeoOHYaeH KIMHHUYEH OTTOBOP (Hamnp. NHMca Ha eHKACHOCT HIH
MOBMUIEHA IEKAPCTBEHA HEMOHOCHMOCT, KaTo Hanpumep 6upeuna ancdyHKum).

O6uuaiiHUAT HAYHH Ha NPUIOKEHHE € Npe3 yeTaTa. AKO Ce H3MON3Ba KOHLEHTPaT 38 HH(Y3HOHEH
pasTBOp, TPsAfBa Ja c€ BHUMaBa JIa Cé OCHTYPH MPHIIAraHeTo Ha aJieKBaTHa HHTPABEHO3HA /1033, KOATO
[a ChOTRETCTBA Ha MepopaiHaTa fo3a. Ilpenopbusa ce€ KOHCYNTALHNA C JIEKap ¢ ONHT B PHAAraHETo
Ha LIHKJIOCTIOPHH.

C M3KTIOYEHHE HA NALMEHTHTE ChC 3aCTPAILABALL 3PEHUETO EHAOTEHEH YBENT H Ie1iaTa ¢ HedposeH
CHHApPOM, 0611aTa THEBHA J03a He TPA0Ba HuKora fa npesuasa 5 mg/kg.

3a noAAbLPIKAILO NIEUEHHE Hali-HUCKATa e)eKTHBHA H n06pe noHocHMa 103a Tpabea fa
WHOMBHYalTHO,



[Ipu nauMeHTH, IPH KOKTO 32 OTIpeJeNeH NEPHOJ OT BpeME (32 MO-KOHKPETHA MHAOPMAUMA BHUXKTE 110
101Y) He C€ MOCTHUTHE 3a[0BONHTENICH OTTOBOP MM e)eKTHBHATA /1032 HE € ChBMECTHMA C
YCTAaHOBEHHTE Npenopbky 3a HezonacHocT, neueHneTo cbe Sandimmun Neoral Tpabea na ce cnpe.

Enoozenen ygeum

I[TspeoHauanHo ce npenopbusar 5 mg/kg THEBHO MEPOpanHO, pasaeseHu B 2 NpHeMa, 10KaTo ce
MIOCTHTHE PEMMCHS Ha AKTUBHOTO Bh3NANcHUE Ha yBeaTa M noaobpeHue Ha 3puTenHata ocTpoTa. [lpu
pedpakTepHH Clyuau 503aTa MOXE J1a ce NOBHIIK 10 7 mg/kg THEBHO 32 OrpaHuyeH MepHOA OT
BpeMe.

3a MOCTHraHe HA HAYAJTHA PEMUCHA HITH 332 HEYTPAIH3HPaHE Ha €MM30M HA OYHO Bb3NAJICHHE MOKE
Ja ce MpHiara AOMbAHMTENHO CHCTEMHO KOPTHKOCTEPOH/IHO JIEUEHHE ¢ AHEBHH 1034 oT 0,2 110

0,6 mg/kg NpeAHN30H WM HETOB €KBUBAJIEHT, aKO CAMOCTOATENHOTO NpWIOKeHHe Ha Sandimmun
Neoral e BoaM A0 3a70BONUTENEH KOHTPON Ha cheToaHHeTo. Crenl 3 Mecelia no3ara Ha
KOPTHKOCTEPOMIMTE MOXKE J1a C& HaMa/li 10 Hali-HMCKaTa edeKTHBHA 103a.

3a noAbPKALLO IeUYeHHe 103aTa TPAOBa HaBHO Aa e HAMANH 10 MHHHMANHOTO €EKTHBHO HHEO,
KOeTO BbB (a3nTe Ha pCMUCHA He TpAGRa na HanBuLiasa 5 mg/Kg THEeBHO.

Tpabea na ce u3kmouaT HHPEKLHOZHH TPHUHHHTENH Ha YBEHT Npeaun ynorpedara Ha
HMYHOCYTIPECOPM.

Hecposzen cunopom
3a MOCTHraHe Ha peMyCHs NPEMOPBYHTENHATA JIHEBHA 1032 C€ pasliend B 2 NepopaiHy NpHeMa.

Ako 6B6peunara GyHKLMS € HOPMATHA (C H3KITIOUEHHE HA NPOTEHHYPHA), NPENOPbYHTENHATA IHEBHA
J103a € Ce/IHaTa:

- Bp3pacTHR: 5 mg/kg

- geua: 6 mg/kg

Ipu naumenTy ¢ HapyweHa Gb0peyHa dYHKLUMA HauanHaTa 03a He TpsOpa aa naasuwasa 2,5 mg/kg
AHEBHO.

Kom6uHanusaTa ot Sandimmun Neoral 1 HUCKH 1034 NEPOPATHH KOPTHKOCTEPOHIH Ce NPenopbyBa
TIPH JIMNCA Ha 3a70BoNMTeNeH edeKT OT CaMOCTORTENHOTO NpHnoxenye Ha Sandimmun Neoral,
0C0GeHO TIPH CTEPOUA-PE3UCTEHTHH NALMEHTH.

Bpemero 3a 6naronpyATHO NOBAMABAHE Bapupa OT 3 10 6 Mecela B 3aBUCHMOCT OT BH/a Ha
rnomepynonarusTa. [Ipy nunca Ha nogo6Gpenne cnei TO3H MEPHOA OT BPEME, JIEYSHHETO ChC
Sandimmun Neoral Tps68a na ce cnpe.

JTo3uTe ce onpenensT MHAMBUAYAIHO crope/ epHUKAacHOCTTa (BPOTeMHYPHs) M 6e30MacHOCTTA, HO He
TpabBa na HajeMwasat 5 mg/kg AHEBHO NPH BL3PAaCTHH W 6 mg/kg NHEBHO MpH Aeua.

3a NOAALPAALLO JleueHHe A03aTa TpAGsa GaBHO Ja ce peyLiMpa 10 HAH-HUCKOTO €EKTHBHO HHEO.

Peamamouden apmpum

I1pes mbpeuTe 6 CEAMMLIM OT NIEYEHHETO NPENOpBLYMTENHATA 4032 e 3 mg/Kg IHEBHO MepopaHo,
pasneneHy B asa npuema. [Ipy HeocTaTh4eH edekT IHEBHATA 1032 MOXKE 12 C€ MOBHILM NIOCTENCHHO,
JI0 FPaHMLIATA HA MHAMBMAYATHATA MOHOCUMOCT, HO He TpA6Ba aa Haasuwasa 5 mg/kg. 3a nocTuraHe
Ha ONTHUMAIHA eEKTHBHOCT MOXE 1a CE HATIOXKH 10 12-cenmuuHo nederue che Sandimmun Neoral.

Haii-HUCKOTO e)eKTHBHO HHMBO.

Sandimmun Neoral Moxe Ja c€ KOMOHHAPA C HHCKH 1030 KOPTHKOCTEPOHIN WHIIM HEC
NMpoTHBOBb3NaAMTEHN AekapcTeenH cpeacTsa (HCIBC) (Bx. Touka 4.4). Sandimmun




1a ce KOMOHHHMPA K ¢ HHCKH JI03H METOTPEKCAT CEIMHUYHO IPH NALMEHTH, KOMTO He Ce IOBIMABAT
JNOCTATBYHO OT CAMOCTOATENHO MPHJIOKEHHS Ha METOTPEKCAT, KaTO MPBOHAYAITHO C€ H3IOA3BAT
2,5 mg/kg Sandimmun Neoral 1HeBHO, pa3aeneHu B 2 0TAeNHH NPHEMA ¢ BB3IMOKHOCT 103aTa 1a ce
MOBKIIH, aKO MHIHBHAYANHATA TOHOCHMOCT NO3BOJIABA.

Heopuazuc

Jleuenuneto cbe Sandimmun Neoral TpaGBa aa ce 3ano4He OT JIEKAPH C OMHT B IHATHOCTHLMPAHETO W
ieYeHHeTO Ha ncopHasuc. [lopaay pasHooGpa3HeTo Ha TOBA ChCTOAHME, ieHeHneTo TpabBa na Gbae
HHAHBHAYANHO. 34 MOCTMraHe Ha PEMHCHS NpENopbYHTENHATA HaYaHa 1034 € 2,5 mg/Kg AHEBHO
nepopasHo, pasjenena B 2 OTAENHH NpHeMa. Ako A0 | Mecen He nocneasa nonoGpenue, AHeBHaTa
71033 MOYKE MOCTENEHHO 1A Ce NOBHILIK, HO He TpAbBa na Haxsuwiasa 5 mg/kg. Jleuennero Tpabea aa
ce TIPEyCTaHOBM NPH NAUKEHTH, [IPH KOHTO XKEJIAHOTO NMOBIHABAHE HA ICOPHATHYHKTE Ne3uu He Obae
HOCTHrHATO 3a 6 ceaAMHUIM ¢ 5 mg/kg AHERHO WK eeKTHBHATA 1033 HE € CHBMECTHMA C
M3MCKBaHWATA 3a 6e30MmacHOCT (BXK. Touka 4.4).

Hauanuu 1034 oT 5 mg/kg AHEBHO ca ONpaBAaH# IPH NALMEHTH, YHETO ChCTOSHHE H3UCKBA OBP30
nogoBGpeHne. BeaHnk cien KATO ¢ NOCTHIHE 3a0BONUTENEH edeKT, TepanuaTa cke Sandimmun
Neoral Moxe J1a ce NpeyCTaHOBH, a MPH CleBanl peLuauB Ja ce H3nonzea oTHoBo Sandimmun Neoral
B nipeAuiuHata edeKTHBHA 103a. [IpH HAKOH NIAUHEHTH MOXKE Ja CC HANOXKH NPONBIDKHTEIHA
noaabpKalla TEpanHs.

3a MoANBPKALLO JIeUCHHE 103HTE TPAOBA Aa Ce THTPHPAT HHIWBHAYAIHO 10 HAH-HUCKOTO €QEKTHRHO
HHUBO, KaToO He TpabBa na HansuuwaBaT 5 mg/kg AHEBHO.

Amonuuen oepmamum

Jeuenuero cbe Sandimmun Neoral TpsaGea aa ce 3anodHe OT JieKapH ¢ OMKT B AHATHOCTHLIMPAHETO H
JleYeHHeTo Ha aTonuyeH aepmatur. [lopaau paznooGpasHus XapakTep Ha ToBa 3aD0nsBaHe,
neveHneTo Tpabea aa 6bae nuuBMayanHo. [penopeunTtennara 103a BapHpa ot 2,5 1o 5 mg/kg
AHEBHO, pasnpefeneHa B 2 OTAENHM NepOPaNHU Npuema. AKO NpH HavaiHa ao3a ot 2,5 mg/kg aHesHo
HE Ce NOCTHIHE 32]0BOTHTENEH PE3YATAT B IPOJBIKEHHE HA 2 CeMMLIN, JHEBHATA J103a MOXeE Obp30
1a ce noBUILM 10 MakcuMyM 5 mg/kg. [Ipu MHOrO TEXKHM Cltyuyan € NO-BEPOATHO 1a Ce NOCTHIHE Obp3
M a7eKBaTeH KOHTPON Ha 3a60/ABaHETO NPH Hauanua no3a oT 5 mg/kg nuesHo. Caen karo ce
NOCTHTHE 3a20BOAMTENEH eeKT, 1o3aTa Tp2OBa IOCTENEHHO [a C& HAMAJIH M 2KO & Bb3MOXKHO,
Sandimmun Neoral aa ce cnipe. CaeliBall peLMane Moske Aa Obie OBNa/IAH ¢ HOB TEPANeBTHYEH Kype
¢be Sandimmun Neoral.

HesaBucumo, 4e npu 8-c¢IMHHHO JIeHeHHEe MOKE a e NOCTUIHE aA€KBATHO NOBNHABAHE,
ChLUECTBYBAT JaHHH 3a eheKTHBHOCT  106pa MOHOCHMOCT Ha TepanuaTa 10 1 roiMHa, npH cnassaHe
Ha MpenopbLKUTE 332 MOHHTOPHPAHE.

Ipemunasane om Sandimmun nepopanna gopma xem Sandimmun Neoral nepopanna gopma
HanuuHKuTe NaHHHM NOKa3BaT, vye caea npeMuHasane 1:1 ot Sandimmun nepopanna gopma KM
Sandimmun Neoral nepopaina ¢opMa, Hali-HUCKHTE KOHLIEHTPALHK Ha LIMKIOCMIOPHH B UANa KPbB Ca
cpaBHiMu. TIpH MHOTO naureHTH 06a4e, MOXE a HACTBIIAT MO-BUCOKY NUKOBH KOHLEHTPaUkH (Crax)
M NOBMILICHA eKCro3uiMs Ha akTHBHOTO BelilecTBo (AUC). [Tpn Manbk Opoit NALHEHTH TE3H NPOMEHH
ca M0-W3Pa3eHH U MOXKeE Ja UMAT KITHHUYHO 3na4eHHe. OcBeH ToBa, aGCopOUMATA HA LIMKITOCTIOPHH OT
Sandimmun Neoral nepopanua ¢popma e no-Maiko BapHaGHIHA W KOpenauusaTa Mex 1y HaH-HUCKHTE
KOHUEHTPALUHUK HA LIMKIIOCMIOPHH H eKcrioznumaTa (B cMuch Ha AUC) e no-cunta, B CPaBHEHHE ChC
Sandimmun nepopaJiHa Gopma.

TMopany BB3MOXHOCTT 33 IOBHLUEHA EKCIIO3ULIMA HA IIMIIOCTIOPKH NPH NIpeMyHaBaHe oT Sandimmun
nepopanta gpopma kbM Sandimmun Neoral nepopanna dopma, TpAGBa 1a ce CMa3BaT CEIHUTE
npaBuia:

[Npu TpaHcnnaHTHPaHH NALMEHTH TPAGBA /1a ce 3aMouHe ChC CHLINTE JIHEBHH 103H HA
Neoral riepopanna dopma, KAKTO H Ha Mpeau ToBa H3non3eakus Sandimmun nepop
HAYANOTO HAN-HHCKATA KOHLIEHTPaLMA Ha IIMKIOCTIOPHH B Lis1a KpbB Tpabea na ce nt



pamkuTe Ha 4 10 7 AHM crieA npeMunasaHeTo kbM Sandimmun Neoral nepopanta gopwma. Oceen ToBa,
Mpez MbPBHTE 2 Mecela criel NpeMutaBaneto kbM Sandimmun Neoral nepopansa gopma e
HeoBX0aMMO A Ce CIIEAAT KIMHHUHHATE napaMeTpu 3a fezonacHocT, kato 6u6peuna dyHkumMa 1
KpPBBHO Hansrade. B cayuaii, ye Haii-HUCKHTE KPLBHH HHBA HA LIMKNOCMIOPHH Ca H3BLH
TEPANEBTHHHNS UHTEPBAT H/WIIH Bb3HHKHE BIIOLIABAHE HA NApPaMETPHTE 3a KIHMHHYHA 6€30MacHOCT,
no3ara TpAOBa 1a ce aianTUpa B ChOTBETCTBHE C TOBA.

INpu natmeHTH, NEKyBaHH 33 NOKA3aHHS H3RLH 00/1aCTTa Ha TpaHCIaHTauuATa, Sandimmun Neoral
nepopanta Gopma TpSO6Ba /1a Ce 3aNouHe B CHUIHTE AHEBHHU JI03H KAKTO M3NON3BauA Sandimmun
nepopanna dopma. Ha BTopaTa, YeTBBLPTATA H OCMATA CEZIMMLIA ClIE/L IPEMAHABAHETO KbM Sandimmun
Neoral nepopanHa ¢popma Tpadea xa ce npocneasT 6u6peunara GpyHKUHA H CTOAHOCTHTE HA KPBBHOTO
HansraHe. AKO CTOHHOCTHMTE HA KPLBHOTO HAIATaHe 3HAUMTE/THO HAABMILABAT CTOMHOCTHTE MPEH
npeMuHaBaHeTo kKbM Sandimmun Neoral nepopanta dpopma nnm ako ¢GFR ce noHniH ¢ nosete ot
25% cnpAMO W3MepeHaTa CTOMHOCT Tpe/iM TepanuaTa ck¢ Sandimmun nepopanua dopma, Npu nosee
OT €IHO U3MepBaHe, A03aTa TpabBa Aa ce peayunpa (BHX Cbulo “JoMbIHUTENHH IPEANasHH MEPKH™ B
Touxa 4.4). B ciyuail Ha HeOuaKBaHa TOKCHYHOCT WM HeeteKTUBHOCT Ha UHKNOCNOpKH TpaGBa Aa ce
MOHMTOPHPAT H Hal-HUCKHTE KPbBHH HHBA.

IIpemunasane om eOnHa nepopaing dopma yuxrocnopun 6 opyea

TIpeMHHaBaHETO OT €/iHA Nepopata (HopMa LIMKIOCTIOPUH KbM Apyra TpAdaa Aa cTaga MO/ IEKApCKo
HabmoaeHue, BKTIOUBAILIO MPOC/IeAABAHE HA KPBBHHUTE HUBA HA LIMKAOCTIOPHH 1py
TpaHCTUTaHTHPAHHUTE NALMEHTH.

Creyuannu nonyAQyuy

Hayuenmu ¢ 6v6peuno yspedicoate

Bcuuku nokazaHus

LIMKI0CIIOPHH Ce eJTMMMHHMPa B MaJiKa cTeneH 4pes Gu0peunTe M HeroBaTa apMaKoKHHETHKA He ce
NOBJMABA 3HAYHTENHO NpH 6b0peuHo yBpexaane (Bk. Touka 5.2). Brrnpeky To8a, opaau
HePOTOKCHYHEA MOTEHLMaN (BXK. TO4Ka 4.8), ce npenopb4sa BHUMATETHO MPOCAEABAHE HA
6nOpeunata GyHkuHA (BXK. TOuKa 4.4).

IMokazanus W3BBH 001aCTTa HA TPAHCILIAHTALINATA

C M3KIIOUCHHIE HA NALMEHTHTE, KOUTO Ce JIEKYBaT 3a Hethpo3eH CHHAPOM, NALMEeHTHTE ¢ HapyllieHa
6b6peuna dyHkuma He TpaOGBa Aa NpUEMAaT LIMKNOCTOPHH (BX. MOATOUKATA 32 IONBIHHTETHH
NpeayNpexAeHHA NPH MOKa3aHUA u3BbH 001aCTTa Ha TPAHCITAHTALMATA B TOUKA 4.4). Tlpu nauueHTH
¢ Hedpo3eH CHHIPOM ¢ HapyuieHa 6bOpeuHa byHKUMS HavanHaTa 103a He TPAOBA 13 PeBHILaBA

2,5 mg/kg/nen.

Hayuenmu c veprodpobno yspexcoane

I{uxnocnopun ce MeTabonu3upa B rojiiMa CTeNeH oT uepHus Apod. Moxe na ce Habmonaea
npuBAM3HTENHO 2 10 3 ITH NOBHILEHHE HA EKCMO3HLIMATA HA LIMKJIOCTIOPHH MPH NALMEHTH C
yepHOAPoOHO yBpexaaHe. Moxe na e Heo0X0AMMO HaMaNSBaHe Ha 103aTa NPH MAUHEHTHTE C TeXKa
cTEneH Ha YepHOAPOOHO YBpexkKAaHe, 3a Aa ce MOAABPKAT [IT1a3MEHH HHBA B PAMKHTE Ha NPULIETHHA
MHTEpBaN (BxkK. TOUKH 4.4 1 5.2) ¥ ce npenopbisa MPOCNEIABAHE HA IL1A3MCHUTE HHBA Ha
UMKAOCTIOPHH A0 AOCTHIaHe Ha CTaOHIIHH CTOMHOCTH Ha HUBATA.

Heouampuuna nonyrayun

KnuHHuHHTE Npoy4YBaHHS BKJIOUBAT [€La HA Bb3pacT Haj | roauua. B peauua npoyusanus npu
MeaMaTPHYHHTE NalkeHTH ca GUTM HEOGXOIMMH H Ca Ce NIOHACANH N0-100Pe NMO-BUCOKN J03H HA
LIMKNOCNIOPHH HA KWIOTPaM TEJIECHO TErJIO, OTKOJIKOTO MPH BBL3PACcTHH.

Vnorpe6ara Ha Sandimmun Neoral nipu feua 3a leueHue Ha MOKa3aHKA H3BBH 06NacTTa Ha
TPAHCIUTAHTALIMATA, C H3KIKOYEHHE Ha HEpO3en CHHAPOM, HE Ce mpenopbUsa (BX. TOKa 4

Hayuenmu 6 cmapuecka gvipacm (na ge3pacm 63 200unu u nogete)
OmuTeT cbe Sandimmun Neoral npu MalHeHTH B CTApYECKA Bb3PacT € OrpaHHHEH.



B KIMHHYHH [IPOYYBAHHA TPH PEBMATOMAEH APTPHT C UMKJIOCTIOPHH, MALHEHTHTE Ha Bb3pacT

65 roIMHHA M MOBEYE UMA MO-TOJIAMA BEPOATHOCT /1a pa3BUAT CHCTOMHA XMINEPTOHKA NPH JIEYEHHETO H
€ NO-BEPOATHO Ja ce HaboaaBa NOBHUIEHHE HA CEPYMHHSA KpeaTHHHH > 50% Hag U3XOAHOTO HMBO
cnen 3 go 4 meceuHa Teparnus.

M360pbT Ha 032 NPH NaLKEHTH B CTAapdecKa Bb3pacT TpAORA Aa CTaBa ¢ NOBHIIEHO BHUMAHHE, KATO
0OGHKHOBEHO C€ 3aM104Ba ¢ Hai-HUCKATA TepaneBTHYHA 1034, HMaHKH IIPSABUA MO-BHCOKATA YECTOTA
Ha NOHWKEHA YepHOIpoGHa, 61LOpetHa UM ChpAECUHOCHA0BA QYHKIHA, KAKTO H HA NPUADPYKABALIH
3a6012BaAHHA WM JPYTH JIEKaPCTBEHN TEPATHH H MNOBHILEHATA YyBCTBHTENHOCT KbM HHBIEKLMH.

HavuH Ha npunoxeHHe

[epopaio NpHAGKEHHE

Iepopanuuat pasreop Sandimmun Neoral TpaGsa na ce pa3spesiM, 3a BPEANOYUTAHE C NIOPTOKANOB
WK 20BAK0B cok. MOsKe Aa Ce W3NON3BaT U ApYrH 0e3anKoXOoNHH HAMTKH CNope] HHAMBHAY AJTHHA
Bkyc. HenocpeacTeeHo npean npueMase, pa3TBOpbT 3a MueHe Tpabsa na ce pasbupka nobpe. [lopanm
BB3MONKHOCTTA 3a B3AHMOAEHCTBHA ¢ uWToxpoM P450-3aBucuMara eH3uMHa cucTeMa, Tpabea na ce
u36area paspexaaHe ¢ rpeiindpyT HiH ¢be cOK oT rpeindpyT (BX. Touxa 4.5). CnpHHUOBKATa HE
TpAGBa 13 BliH3a B KOHTAKT ¢ paspelHTens. AKO C¢ Halara No4/CTBaHe Ha CIIPHHLIOBKATA, TA He
TpabBa a ce M3MNAKBA, 4 1a ce u3bbpIle OT BHHUIHATA CTPaHa ChC CyXa Kbpna (Bk. TouKa 6.6).

Ipednaznu mepru, xoumo mpabea da bxoam ezemu npeou paboma CvC UAY NPUIONCEHUE HA
ReKaAPCMBEHUs NPOOYKM
3a yKazaHua OTHOCHO pa3peskJaHeTo Ha 1IeKApCTBEHHA NPOAYKT MPERH NPIIOKEHHE BIKTE ToUKa 6.6.

4.3 IlIpoTHBONOKa3AHHA

CBpBbX4yBCTBHTEIHOCT KbM AKTHBHOTO BEILECTBO HITH KbM HAKOE OT MOMOLUHHTE BELLECTBA, n3bpoeHn
B TOUKa 6.1.

KoM6uHHpane ¢ npoaykTH, coabpxawuy Hypericum perforatum (#bnt kaHTapioH) (BX. Touka 4.5).

KoMGHHHpaHe ¢ leKapcTBa, KOMTO ¢a cybeTpaTy Ha epiyKCHHA TPaHCTIOPTEP 3@ MHOTO JIEKapcTBa
P-rmuxonportenn (P-gp) Wik Ha NPOTEHHUTE, TPAHCNIOPTHPAIM opraHuuny aHroHH (OATP), npu
KOMTO MOBHLIEHHTE TUIA3MEHH KOHLEHTPALHH €8 CBbP3aHH ChC CEPHO3HH WWIH
HBOTO3ACTPALIARAIIM CHOMTHA, Hanp. GOceHTaH, NabUraTpaH €TEKCHIAT M ATMCKUPEH (BXK. TOUYKA
4.5).

4.4 CnennaHH npeAyNpeXIEHHs H NIPEINA3HH MEPKH NPH ynoTpeda

Jlekapcko npocienapane
Sandimmun Neoral cnenpa aa ce Ha3HAYABA CAMO OT JIEKAPH € ONHT B 001acTTa Ha

MMYHOCYTIPECHBHATA TEpany, KOUTO Ca B ChCTOAHWE 1a MPOBEXAAT HEOOXOAUMOTO NPOCNeAABaHE Ha
GonHHTe, BKIOYBALIO PENOBHU TBIHH KIHHHYHH MPETNENH, USMEPBaHe HA KPBERHOTO HANATaHEe H
KOHTpON Ha nafopaTopHuTe NapaMeTpH, CBLp3aHu ¢ Ge30nacHocTTa. TpaHCIIaHTHPaHUTE NALHEHTH,
TIONy4aBAILH TO3M JICKAPCTRBEH NPOAYKT, TpaGea fa 6naat obcnyxBaHK B GONHHYHH 3aBE/IEHNA,
paznosarallly ¢ NOAXOAALIO KIIMHHKO-1a00paTopHO 0GopyaBaHe H MCAHLMHCKH pecypcH. Jlekapar,
KOHTO KOHTpOJIMpa MPOBEXAAHETO Ha NOAABPKAILATA Tepanng, TpAORa 1a pasnonara ¢ MbjHaTa
HHpopMalud, HeobX0AHMA 33 NPOCIIEABAHETO HA MALMEHTA.

HHMQOMH M ApVTH 3N0KaYECTBCHH 3abongBaHMg

To106HO Ha APYrM MMYHOCYPECOPH, LIMKIOCHIOPHH YBENMYaBa PHCKA OT Pa3BHTHE Ha nmM¢om
JpPYTH 30Ka4eCTBeHIt 00pasyBaHHs, 0OCOGEHO TakHBa Ha KoXKaTa. [IOBUILICHHAT PHCK H3TIe
3aBHCH NOBEYE OT CTEMEHTA H BPEMETPACHETO Ha HMYHOCYNPECHATA, OTKOJIKOTO OT BHJA
CcreUHUHYHUTE areHTH.




Mopaam ToBa, pexMM Ha leYeHHe, BKIIFOYBALI MHOKECTBO HMYHOCYIPECOPH (BKIIIOUYNTENTHO
UMKJIOCTOpHH), TpAORBa /2 ce NpHiara BHHMATENTHO, Thid KATO MOXe Jla AoBeae 10
numdonponudepaTHBHH 3a601ABaHUA H CONMAHM TYMOPH Ha OPraHMTE, NPK HAKOH OT KOHTO HMa
CbODLIEHNS 32 JIETATIEH U3XO0A,

C orfeq NOTEHUHMATHHSA PHCK OT 3/10KaY€CTBEHH 3a00/IABAHHMS HA KOXKATA, NALMEHTUTE Ha JICYEHHE ChC
Sandimmun Neoral, v Mo-ceUHaTHO TE3H, KOWUTO Ce JIEKYBAT 3a [ICOPHA3UC HJIM ATOTNIMYEH AEPMATHT,
TpaGBa na Gbaat npepynpeseHy na u30ArsaT Aa ce Manarar Ha CabHUE O3 CTbHLE3alNTa H 1a He
ObaaT AeKyBaHH M0 ChLIOTO BpeMe ¢ ynTpasHoneTopa B Tepanus unu PUVA doTtoxumuotepanus.

HUudexumu

KakTo Apyrd HMyHOCYNPECOPH, LMKIOCTIOPHHE NPeApasnoara MauHeHTHTE KbM pasBHTHE Ha
pasnH4YHK GaKTepHaNHy, rEOMHHH, Napa3sMTHH M BUPYCHU HHQEKLMH, YECTO NpeIH3BHKaHN OT
OMOPTIOHHCTAYHY naroreHy. I1py nauKeHTH, NPHEMAILM LIMKJIOCNOPHH, € HalmonaBaHo akTHBHpPaHe
Ha naTeHTHa Polyomavirus ungekims, kosTo Moxe aa aoseae Ao Polyomavirus cebp3ana
uedponarusg (PVAN), no-cneunanno BK BrpycHa nepponatus (BKVN), win no JC Bupyc cabp3ata
nporpecueHa MynTH(okanHa nesxoenuedanonarusa (PML). Tean cayyau yecto ca CBbP3aHH € BHCOKO
06110 MMyHOCYNpecHBHO obpeMeHABane M TpAOBa Aa ce HMAT NPEABHI NIPH AHdepeHUHaIHaTa
AMArHO3a Ha HMYHOCYPECHPAHM MAaLMEHTH C BloweHa 6b0peuHa GYHKUHS WK HEBPONOTHYHU
cHMOTOMH. MiMa choOUIEHHA 3a CEPHO3HM [IOCIIEICTBHA W/WIH TakuBa ¢ netaneH u3xon. Tpabea na ce
NPWI0XKH edeKTHBHA NpeBapUTeNHa TepaneBTUUHA CTPATErAs, 0CODEHO NPH NAUMEHTH, NIOJNOKEHH
Ha NOBeue OT €/IHa ABLIMOCPOUHA HMYHOCYMPECHBHA TEPanH4.

B10OpeuHa TOKCHYHOCT
Yecto HAOMIOAaBAHO M NOTEHUHANHO OMACHO YC/IOXKHEHHE € MOBHIUABAHETO HA CEPYMHHA KPEaTHHHH

M ypes, KOETO MOXKe Ja HaCTBIIH N0 BpeMe Ha neueHHeTo c¢be Sandimmun Neoral, Tesu
dyHKUMOHANHY NPOMEHH Ca A0303aBHCHMH H ITbPBOHAYAIHO ¢a 0OPATHMH, KATO OGHKHOBEHO Ce
MOBNHABAT OT NOHHXKaBaHe Ha A03aTa. [Ipn npoaL/IKHUTENHO NeueHne NPH HAKOU GOIHK MOXKe Ja ce
Pa3BMAT CTPYKTYPHHM npomeHH B Gb6penyTe (Hanp. uHTepcTHRtHanHa ¢pubposa), kouto, npu 610peyHo
TPaHCIUIAHTHPaHH NalXeHTH, TpabBa 1a ce pasrpaHH4ar OT NPOMEHHTE NPH XPOHUYHO OTXBbPIIAHE Ha
npucanxara. [lopaay Ta3u IPUYHHA Ce HIMCKBA YECTO NPOC/eaABane Ha GuOpeuHaTa GyHKuMS,
CBIIACHO MECTHHUTE PHKOBOACTBA NPH CHOTBETHOTO NOKazaHue (BxkK. Toukd 4.2 n 4.3).

XenaToTOKCHYHOCT

Sandimmun Neoral Moxe CBLIO TaKa 4a NpeaH3BHKa J10303aBHCHMO, 0OpaTHMO NOBHLIEHHE HA
cepyMHHa 6GUnupyGHH H Ha 4epHOIpPOOHKTE eH3HMH (Bk. Touka 4.8). MiMa 1LieneHaco4eHo ThpCeHH H
CHOHTAHHHM NOCTMAPKETHHIOBH CHODILEHHS 32 XENATOTOKCHYHOCT H YEPHOAPOOHO YBpeKIaHe,
BKJTIOYHTETHO XONECTA32, K b/JTEHHLA, XENATHT M YePHOIPOOHA HEAOCTATBYHOCT MPH MALHEHTH,
JIEKYBaHH ¢ IMKJIOCTIOpHH. [ToBeueTo cLOGLISHNKS ca OT MALMEHTH CHC 3HaUMMA KOMOPBHAHOCT,
NOUIEKANIH CBCTOAHKA U APYTH CMYlLaBaLIH (aKTOPH, BIVTIOUHTETTHO MHAEKUHO3HH YCIOKHEHNSA U
KOMEQMKALMA C XEMaTOTOKCHYEH MOTEeHLUMa. B HAKOH ¢llyuaH, NpeIMMHO NpPH TPAHCIUIAHTHPaHH
naLMeHTH, ce choOlaBa v 3a neTtaneH uixol (XK. Touka 4.8). Heobxonnmo e CTpHKTHO npocneaasaye
Ha MOKAa3aTe/IKTE 3a OLEHKa Ha 4epHOAPOOHATA (PYHKLHSA H NPH OTKJIOHEHHS OT HOPMAIHUTE
CTOMHOCTH MOXe [1a Ce HANOXH HaMansBaHe Ha 103aTa (BX. TOYkH 4.2 1 5.2).

nauHeHTH B CTApYECKA BL3pAacT (Ha Bb3pacT 65 roaguHu U noBeYe)

Tpa6pa aa ce nabmonaea ¢ ocobeHo BHMMaHue 6b0peynaTa $yHKUMS NPH NALMCHTH B CTApUECKa
BB3pacT.

[IpocneassaHe HA HUBATA HA LMKIIOCTIOPHH (BX. TOuka 4.2)
Koraro Sandimmun Neoral ce npunara npH TpaHcIIaHTHPaHH MALKUEHTH, PYTHHHOTO NPOC/EAABaHE
HA HUBATa Ha UMKIOCMOPHH B KPHETA € BXKHA MApKa 3a 6€30MacHOCT. 3a KOHTPOJ HA HWBATA Ha

LMKTOCTIOPHH B LA KPLE Ce NPeAnourTaT CnenmpuIHi MOHOKIOHANHH aHTHTe A (H3MepBaHe
H3XOIHOTO NEKAPCTBEHO BELIECTBO); MOXKe Ja ce u3nonsea i HPLC MeToa (Bucoko edekTH
xpoMaTorpadus), NpH KOHTO CHILO CE ONMPENIENs H3XOHOTO JIeKapcTBeHO BeiecTso. [ip
Ha NJ1a3Ma WK CepYM € 3aJBIDKHTETHO J1a Ce CNasBa CTAHJAPTHAHA MPOTOKOI 34 pa3aens
TemmepaTypa). 3a HauaJHO MOHHTOPHPAHE Ha MALMEHTH ¢ TPAHCIUIAHTHPAH YepeH Ipo




H3NOA3BAT WITH Cl'lel.lH(bH‘-lHPl MOHOQKJIOHANTHH aHTHTENA, UK a C€ NIPOBEXK AT {1apaji€iiHd
H3CNEIBAHHA CbC cneuuck)}{qnu H HCCHBHHdJH'—IHH MOHOKJIOHA/THH aHTHTENA, 3a Ja CE€ Onpeaciin
JO3HpOBKATa, ocUrypsBalla aA€KBaTHa HMYHOCYIIPECHA.

T1py NaUKEHTH, TEKYBAHH C LMKIIOCTIOPHH 3a MOKa3aHHA U3BbH 00/1aCTTa HA TPAHCIUIAHTALMATA, Ce
NpenopbYBa HIBLHPEAHO MPOC/EAABAHE HA HMBATA HA LIMKIOCTIOPHH B KPBBTA, HArp. IPH NPHITaraHe
ua Sandimmun Neoral eJHOBpeMEHHO ¢ BEUICCTRBA, KOWTO MOTaT Ja MOBIHAAT PapMaKOKHHETHKATA Ha
LMK/IOCTIOPHH MJTH B CTyuaii Ha HEOOMYaeH KITHHHYEH OTrOBOP (Hamp. JIAMNCA Ha eUKACHOCT WiH
{I0BUIIEHA JIEKAPCTBEHA HEMIOHOCHMOCT, KaTo HanpuMep 6pbpeuna ancdyHkums).

He Tpabea aa ce 3a6paBs, 4e KOHLEHTPALMATA HA LIMKIOCNIOPUH B KPbBTA, 11a3MaTa WK cepyMa e
camo eauH OT (aKTOpUTe, ONpeeNsill KTHHHYHHA CTaTyc Ha nauuenTa. CleaoBaTenHo pe3ynaTaTure
61 TpAGBANIO Na CILY)KAT CaMo 3@ OPHEHTHD KbM OIpe/eieHa J03MPOBKaA, KATO C& OTUHMTAT H PYTHTE
KJIMHHYHH H N1abopaTopHH NapaMeTpH.

Xunepronua
Tlo Bpeme Ha neuenne che Sandimmun Neoral e Heo6xOMM NMEPHOAMUEH KOHTPON HA KPBBHOTO

HANAraHe; OpH XHNIEPTOHHS € HeOOXOTHMO HA3HAYABAHETO Ha A\CKBATHO AHTHXHIEPTEH3WBHO
neuenme. Tpabea na ce MpeanoveTaT aHTHXMNEPTEH3NBHY CPEACTBA, KOUTO HE OKa3BaT BIIMAHHE
BBPXY (PAPMAKOKHHETHKATA Ha [IMKJIOCTIOPHH, HANP. HCPAAMNHKH (BXK. To4Ka 4.5).

IloeMmaeade Ha JUNKAKWTE B KPLBTA
Tbil KaTo HMa cHODLIEHHA 3a ClTyuay Ha oOpaTHMO JICKO NNOBHUIIABAHE HA JIHNHAWTE B KPbBTA OT

Sandimmun Neoral, ce npenopb4Ba onpeneisHe HA NUMKHABHA CTATYC Npeay 3aM0YBaHE Ha ICYEHHETO
W eMH Mecel, ¢lell ToBa. [Ipy HanKume Ha NOBHLUIEHH CTOMHOCTH CllefiBa Ja ce 00CHAH BE3MOXKHOCTTA
3a OrpaHHyaBaHe Ha PHEMa HA MA3HHHM C XPaHaTa M aKo € NOAXOAALIO, PeAyKLMA Ha 103aTa.

XunepkaniemHs
LIMKIOCHOPHH MOBHILABA PHCKA OT XUNEpKanHeMis, ocobeHo npH nauneHTH ¢ 6x6peuHa

auchyHkuus. HeoGXxoaMMO € NOBHLIEHO BHUMAHHE, KOTaTO WHIUIOCHIOPUH C€ NPHITara 3aeHo ¢
KATMH-ChXpaHsABallli IeKapcTBa (HanNp. KaIHH-ChXPaHABALIE MY PETHLIM, HHXHOMTOPH Ha
aHTHOTEH3HH-KOHBEPTHPALUMSA €H3HM, aHTHOTEH3MH I peLienTOpHH aHTArOHHCTH) WU KAITHA-
ChABPKAIIM NEKaPCTBEHH NPOLYKTH, KAKTO M MPH NALMEHTH, MONIOKEHH Ha HoraTa Ha Kanuh auera.
B Te3u cnyyau ce NpenopbyuBa KOHTPOI Ha KATHEBHTE HUBA.

XunoMarHesneMusa

LIMKITOCNOPHH NOBHILIABA MATHE3HEBNA KIMpBLHC. ToBa MoKe 21a IoBe/ie 10 CHMITOMATHYHA
XHIIOMAaTHE3EMHA, 0COBEHO B NEPHTPAHCIINAHTALIKOHHNA Neproa. CleaoBaTeNHO ¢e NpenopbyBa
KOHTPOJT Ha CEpyMHHTE HUBA HA MarHE3HH B NIEPUTPAHCILIAHTALHOHHHA NEPHOL, ocobeHo ako
IPHCHCTBAT HEBPOJIOTHYHH CHMITTOMU/NPH3HALM. AKO C€ CMETHE 3a HeOOX0AHMO, MOXKE J1a ce
NPHUIOKH TOMBIHHTENHO MArHE3HH.

XunepypHKeMHs
HeoBx0ouMO € N0BUIIEHO BHUMAHHE NPH JIEYEHHE HA MTALMEHTH C XHNEPYPUKEMHA.

XKuBH-aTeHIOUpaHH BAKCHHH
[o Bpeme Ha eUEHHE C LIMKIOCIOPHH € BB3MOXKHO BAKCHHHTE Jia 6baaT no-cnabo epukacHu. Tpadra

na ce n36area ynorpeba Ha )KMBH aTEHIOMPAaHH BAKCHHH (BXK. Touka 4.5).

B3auMoaeHCTRHA
Heo6Xx0IHMMO € MOBHLIEHO BHHMAHHE NP eIHOBPEMEHHO MPUNaraHe Ha UMKJIOCIIOPHH C JIEKAapCTBa,

KOHTO 3HAYMTENHC MOBUILABAT MITH HAMAJIABAT TUIA3MEHUTE KOHUIEHTPALMH Ha UMKIIOCNIOPHH, KAaTO
uHxH6upat un uiayunpat CYP3A4 u/unu P-gp (Bx. Touka 4.5).

Bu6peunara TokcH4HOCT TpsOBa Aa Ce NpoCieasBa NPH NpUIaraHe Ha UMKI0CTOPHH €HOB
AKTHBHH BeIeCTBa, KOMTO MOBHIUABAT HHBATA HA UHKJIOCITOPHH HIIH BELLECTBA, KOUTO Ap
CHHEpri4Ha HePOTOKCHUHOCT (BK. Touka 4.5). KJIHHHYHOTO CBCTOAHHE HA NALMEHTA T




Haﬁmonaaa BHHMATENHO. MOXe Aa ce HAOXHU npocneasaBaHe HA HHBOTO Ha HUKJIOCNOPHH B KPLBTA H
KOpPHIHpaHe¢ Ha 103aTa LUKIIOCIIOPHH.

EnrospeMeHHaTa ynoTpe6a Ha LMKAOCTIOPHH W TAKPOIHUMYC TpAOBa Jia ce uabarsa (Bxk. Touka 4.5).

Luknocnopun € naxudutop Ha CYP3A4, ednykcHus TpaHCIopTep 32 MHOTO nekapeTsa P-gp 1
NPOTEMHHTE, TPAHCHIOPTHPALLH OpraHHHK aHHOHU (OATP) 1 MOXKE N2 NOBHIIN NNAZMEHHTE
KOHIEHTPALMH HA CbBMECTHO MPH/I0KEHY JIEKAPCTBA, KOHTO €a CyGCTpaTi Ha TO3H €H3UM W/HIH
tpancnoprep. Heo6XoauMO € NOBHLIEHO BHHMAKHE NIPK NIPHIIAraHe Ha LMKIIOCTIOPHH ¢ TAKHBA
NEKApPCTBa WK SAHOBPeMeHHaTa ynoTpe6Ga Tpabea na ce n3barsa (Bx. Touka 4.5), LluknocnopuH
HOBMLIABA eXcro3uLMATa Ha kHxuOuTopute Ha HMG-CoA peaykrtasara (craTung). Tlpu
€IHOBPEMEHHO NPKIAraHe ¢ LMKIOCTIOPHH 103aTa Ha CTATHHHUTE TpAOBa 1a e HamanH, a ynoTpebata
Ha onpejeneHu CTaTHHN Tpabpa na ce n3darsa, ChrIIACHO NPENOPBKUTE B ChOTBETHATA NPOLYKTOBA
vHGopmaums. JIeYSHHETO ChC CTATHHH TPAGBA BPEMEHHO Aa Ce CMpe Wik Aa Ce NPeKpaTH NpH
NALMEHTH C MPHIHALM M CUMITTOMH Ha MHONATH, KAKTO M NPH Te3H C PHCKOBH hakTopH,
npepasnonaraiy KbM TeXKO YBpeskaaHe Ha Gpbpenure, BIITHOUHTENHO 6bOpeyHa HelOCTaTLYHOCT
BCneACTBHE HA pabaomMuonusara (BxK. Touka 4.5).

TIpu eHOBpEMEHHO NpWIArade Ha LMKIoCTIOpuH U aepxanudunun AUC Ha NepKaHM/IMITHH ce
nopuwasa Tpy nuTH, a8 AUC Ha LysutocniopuH ce nosriuasa ¢ 21%. [lopaan Tasu npuunHa
KOMOMHHPAHETO {10 €]IHO U CHILO BPeMe Ha LWKIOCTIOPHH H NEPKaHMAWITHH TpsOBa Ja ce n3daraa.
TpHNaraHeTo Ha UMKIOCHIOPHH 3 4aca cnen iepKaHHaMNuH He Boau ao npomend B AUC Ha
nepkannaunuH, Ho AUC Ha UMKNOCTIOpHH ce nosMiaea ¢ 27%. [opaau tasn npu4MHa TasH
koMGuHaLMa TpaAGBa a ce npuiara ¢ NOBHILICHO RHHMAHKE C HHTEPBAJl OT NoHe 3 vaca.

JonbaHATEHU IPEANA3HK MEPKU NPH NOKA3aHUA W3BTLH 00NAcTTa HA TPAHCIIAHTALMATA
[MauuenTH ¢ yepeaeHa 6bOpeuna dyHKMA (¢ M3KITIOUEHHE HA NALMEHTH ¢ Hebpo3eH CHHAPOM, ¢

JOMycTHMa cTeneH Ha GBOpeUHo YBpekaaHe), HEKOHTPOIMPAHA XUIIEPTOHMS, HEKOHTPOTHpPaHH
MHOEKLIMH WITH HIKAKBO 30KaYecTBeHo 3abonapane, He TpAOBa 1a M10/1y4aBaT MKIOCTIOPHH.

Tlpeay 3anousane Ha neveHHeTo Tp2OBa NOHe ABYKPATHO /1a C¢ HAMPABH OLCHKA Ha H3XOIHATa
6uOpeuna hynkuus upes usmepsase Ha eGFR. brOpeunara gynkuns Tpabsa a ce NpocnesBa 4€CTo
B XOJ2 Ha JICUEHHETO, C Orie]l KOPHTHpaHe Ha f03aTa (BxK. Touka 4.2).

gOII'bIlHHTCJlHH npennasHyi MCPKH NpPH eHJOreHeH YBEUT

Sandimmun Neoral Tpsa6sa 1a ce npuiara ¢ OBULIEHO BHUMAHHE NMPH nauuenTH ¢ Gonect Ha bexuer
C HEBPOJIOTHYHH NpoABH. HeBPOMOrHUHMAT CTATYC Ha TE3H NaukeHTH TpabBa BHUMATEINIHO Ja Gbae
NpocieaeH.

KMma orpanuuen onut ¢ ynotpebara Ha Sandimmun Neoral npu neua ¢ eHAOreHeH yBCHT.

EOH’H’IHHTeJ'lHH npeanaini MEpKH TpA HBSbQOZCH CUHIOPOM

TTauMeHTHTE ¢ HIXOJHH HapylleHus B OhOpeunara GpyHkums Tpabsa na 6baar NeKyBaHH
TbPBOKAYATHO ¢ 103a 2,5 mg/kg/aen u na 6baaT npocneeHH MHOTO BHHMATENTHO.

TMpH HAKOH MALMEHTH MOXeE Ja € TPY/IHO Ja ce YCTaHOBH NpeiM3BHKaHa oT Sandimmun Neoral
6nOpeuHa mucdyHKINMA, NOPaAH NpoMeHn B GBOpeuHaTa GyHKUMA B PE3yNTaT Ha CaMHs HeposeH
curapom. Tosa ofacHABa 3aL10 B peAKH cnyuau ce HaGmonasat Sandimmun Neoral-acounupaun
CTPYKTYpHH 660peunn yBpexKaaHHA 6¢3 MOBHILABAHE Ha CEPYMHUA KpeaTuHuH. Tpabea na ce
npeaBHaK 6u6peuHa SHONCHS NPH NALMEHTH ChC CTEPOM/I-3aBUCHMA HE(POIIATHA ¢ MMHHMANIHK
H3MeHEHMs, TIPH KOMTO € MpOBeXAaHo nedeHne che Sandimmun Neoral 3a noeeve ot | rofuHa.

Tpu naupenTy ¢ HepPO3eH CHHAPOM, NEKYBAHHA C KUMYHOCYTIPECOPH (BKITIOUHTENHO LMKIOC
cHOBLIaBa 3a CIyYaH Ha 3N0KauyecTBEHH 3a60M9BaHKs (BITIOYHTENHO XOMKKHHOB Aumdbo,
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JoNbAHUTENHN NPEANA3HH MEPKH NIPH DEBMATOHIEH apTPUT
Cnep 6 MeceuHo neueHHe, 6ubpeunata GyHKUHA TpsOBa fa ce OLIEHABa Ha BeexH 4 10 8 cenMHuM B

3aBHCHMOCT OT CTabDMIIHOCTTA Ha 3a00NABAHETO, MPUIIATAHOTO CLIILTCTBALLO /ICYCHHE H
NpUIpy*kasawure 3a60138aHHA. [To-4ecTH u3cnenBaHns ca HEOOXOIMMH NMpH NOBHLIABAHE Ha [103aTa
na Sandimmun Neoral unu npu 3anousaxe sa cbbTeTRanio nevenre ¢ HCIIBC wnn npu
NMOBHILABAHE Ha J03aTa HM. B1L3MOXKHO € 1a C& HAJIOXHM CIMpaHe Ha JiedeHHeTo ¢be Sandimmun
Neoral, ako nosasunaTa ce B X0/ia Ha JICYEHHETO XHNIEPTOHUA HE MOXKE La Ob/e KOHTPONHpaHa upes
CBOTBETHA TEpPAIHsl.

KakTo W npu ApyruTe NpOABL/LDKHTETHH MMYHOCYTIPECHBHH NIeueHUA, TpaOBa 1a C€ HMa NMpeaBHA
NOBMIEHNS pUcK oT numbonponudepaTnern 3abonasanns. HeoGx0aHMMO € cieuHaHo BHHMaHHe
npu npunarade Ha Sandimmun Neoral B koMGrHALIMA ¢ METOTPEKCAT, NOPaJH CHHEPrHYHA
HedpOTOKCHYHOCT.

EOH'I:HHHTCJ'IHPI NpeAnasHi MEPKH NMPH MCOpHa3HC

[penoprusa ce cnupaxe Ha jedeHHero cbe Sandimmun Neoral, ako nosswuiara ce B X0Ja Ha
JIEYUEHHETO XHITEPTOHHA HE MOXKe /1a 6bJie OBNaJAHA CbC ChOTBETHATA TEPAIHS.

[MaumeHTHTE B CTapuecka BB3pacT TpaOBa fa 6haT NoanaraHy Ha EYEHKE CaMO NPH HATHYKE Ha
HHBAJIMM3MPALL [ICOPHANC, TIPH CTPHKTHO cnesiene Ha GbOpeunara GyHKmA.

YmMa orpanuden onut ¢ ynotpebara Ha Sandimmun Neoral npu fneua ¢ ncoprasuc.

TIpH NalMeHTH ¢ NCOPHA3HKC, JICKYBAHH C LIMKIOCMIOPUH, KAKTO U NPH TE3H HA KOHBEHLIMOHATHA
HMYHOCYMPECHBHA TEPAIHS, ChLIECTBYBAT JAHHH 32 PA3BUTHE HA 30KAYECTBEHH 3a0011BaHNS
(3acaraLuy npeauMHEO KoXaTa). [IpH KOXHH Ne3nH, HETHNHUYHH 33 NICOPHA3KC, HO CbMHHTEIIHH 32
KaHLepo3a WK Npe-KaHuepos3a, TpAGBa Na ce HanpaBH GHONCcHs Npely Aa ce Ha3HauK TEePamnus CbC
Sandimmun Neoral. I1p# 0auMeHTH CbC 3TOKAYECTBEHH HITH MNPe-KaHUEPO3HH KOXKHH MPOMEHH MOXKe
na ce npanara Sandimmun Neoral camo cie/l NOAXOAAIIO €4EHHE Ha FOPEeCrOMEHATHTE JIC3HH U NPH
YC/IOBHE, 4¢ HE CHLIECTBYBA JpYa TCPaNeBTHYHA ANTePHATHBA.

OnucaHy ca HAKOJIKO CJTyuas Ha nuMbonponupepaTurHy 3a00n9BaHHs NPH MALKEHTH ¢ NICOPHA3KC,
nexyBanu ¢x¢ Sandimmun Neoral. Te ca ce mopnuanu 6naronpuaTHO OT HE3abaBHOTO
NpeyCTAHOBABAHE Ha JICUEHUETO.

[Nauuenrure, nekyBanu cbe Sandimmun Neoral, He TpafBa Ja NMoOMy4aeaT N0 CHIIOTO BpeMe
yitpaeuonerosa B Tepanus win PUVA ¢otoxumnotepanus.

JONBIHUTEHHM OpEANa3sHH MEPKH NPH aTONHYEH JEPMATHT
TNpenopsuBa ce cnupaHe Ha jeuenneTo ¢x¢ Sandimmun Neoral, ako nossunara ce B X01a Ha

JEYEHHETO XHITEPTOHUA He MOxe Aa Ob/ie OBNaJAHA CHC CLOTBETHATA TEPAMHA.
OnutbT cue Sandimmun Neoral npu Aena ¢ aTONUYEH AEPMATHT € OTPaHHYEH.

[auueHTHTE B cTapuecKa BL3pacT TpAGBa Aa 6bAAT MOMAIATaHH Ha JIEYeHHEe CAMO MNPH HATHYHE Ha
MHBAIMAM3NPALL ATOMHYEH JEPMATHT, IPH CTPHKTHO ciienexe Ha 6b6peunara GyHKUmS.

Jlo6pokavecTBenara tiMdaneHoNaTHa 0GMKHOBEHO ce CBBP3Ba C 00OCTPAHE HA ATONHUHHA ACPMATHT
M OT3By4aBa CTIOHTAHHO WJIH B PaAMKHTE Ha 0610To nogoGpenue npu 3abonsaBaHeTo.

JlumbapesonaTva, HabmogaBaHa NO BPEME Ha JIeUeHHE C LIMKIIOCTIOPHH, TpsbBa 1a ce npocnenssa
PENOBHO.

IMpy numdanenonaryus, KOATO NEPCHCTHPA HE3ABHCHMO OT NOAOCOPEHMETO B OCHOBHOTO 320
TpaGBa na ce nposee GHOINCKA, KATO NPEANa3Ha MAPKA 33 HIKIIOYBAHE Ha TMMPOM.
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Mpenu 3anousaue Ha Tepanus cbe Sandimmun Neoral Tpabsa na ce TpeTHpaT akTUBHUTE herpes
simplex MH}EKLIMH, HO TAXHA TIOABA B XO/1a HA JICYCHHETO HE HAara 3a/b/KHTEIHO 1PeyCTaHOBABAHE
HA TepaIMATa, OCBEH aKO HHOEKLHATA HE € TEXKKA.

Kosxuute uadexuuu ot Staphylococcus aureus He ¢a aDCONIOTHO NPOTHBONOKA3AHHE 32 TEPAIINA ChC
Sandimmun Neoral, Ho Tpa0Ba a ce KOHTPOJIUPAT ¢ NOAXOAALIM aHTHOaKTepranHu cpenctaa. [la ce
M304rea NepopanHus epUTPOMHLIHH, 33 KOHTO € U3BECTHO, Y€ MOTEHUMPa NTOBHIIABAHETO HA
KOHLEHTPALMATA Ha LIMKIOCIOPHH B KPBBTa (B, TouKa 4.5), a IPH JIMACA Ha JIpyra alTepHaTHEa, ce
NpenopbYBa MOHMTOPHUPAHE HA N1A3MEHNTE HHBA HA UMKIOCTIOp#H, 6bOpeuHaTa GyHKLMS H NOsBaTa
Ha HEXeNIaHH ePEKTH.

MauventuTe, Aekypank cbe Sandimmun Neoral, He Tpa6ea fa nogy4aBaT no ChWIOTO Bpeme
ynTpasHonetora B tepanus nnn PUVA doroxumuoTepanus.

[leanatpruxa ynotpe6a NpH MokasaHud W3BbH 061ACTTA HA TPAHCIUIAHTALAATA

C M3KIIIOYEHHE HA JIEYEHHETO Ha He(IpO3eH CHHAPOM, HAMA 33/I0BOJIMTENEH ONMUT C MPUIAraHeTo Ha
Sandimmun Neoral. [1punaraneTo npH aeua Ha BL3pacT NoA 16 roaKMHH 3a NOKa3aHAA M3ELH o6nacTTa
Ha TPAHCTNAHTALMATA HE MOXKE 1A CE Mpenopbya.

Cneunantiy nomoiiHH Bemectea: [loanokenn 40 xMAporeHy#paHo pULIHHOBO MAcTo
Sandimmun Neoral cbabpxa nonHokcH1 40 XMAPOreHMpaHo pHIHHOBO Maco, KOETO MOXe Aa

NpHYHHK CTOMAIUHO HEPA3SNMONOKEHHE H Adapus.

Coeumanty noMoutHu seuiectea: EtaHon
Sandimmun Neoral cuaspxa 94,70 mg ankoxon (eTaHO/) BbB BCEKH M, KOETO € EKBUBAIEHTHO HA

12% o/o. Eana no3a ot 500 mg Sandimmun Neoral chabpxa 500 mg eTaHos, exBHBAICHTHH
npubnu3surenHo Ha 13 ml 6upa win 5 ml BuHO.

MankoTo KOMTHYECTBO ANKOXO/ B TO3M NEKAPCTBEH NPOAYKT HAMA 1a UMa HAKaKBY 3abenexumu
edexTh.

4.5 BsauMoaelicTBHE ¢ ApYT'H JI€KAPCTBEHH NPOAYKTH K APYrH GopMH Ha B3aMMOAeHCTBHE

B3anMoaeiCcTBUA C TeKapCTBa
OT MHOTOTO JIEKApPCTRA, 3a KOHTO € YCTAHOBEHO, Y€ B3aHMOJIEHCTBAT ¢ LMKIOCNOPHH, No-A0MYy Ca

H36POCHH TE3H, 33 KOHTO € YCTAHOBEHO U ChOTBETHO JOKA3aHO, Y€ MMAT KITHHHYHO 3HA4YCHHC,

TMo3HaTH ca MHOrO BELIECTRA, KOWTO MOBMILABAT WM HAMANABaT HUBATA HA LUMKJIOCNOPHH B nia3iMara
HIK B L2 KPbB, OOWKHOBEHO pe3 MHXHOHpaHe KIH MHAYKLHA HAa €H3HMH, BKITIOUCHH B
MeTaboH3Ma Ha UMKIOCOpHH K B YacTHoeT CYP3A4.

Liuiiocnopuy e cbino uuxuburop Ha CYP3A4, ednykcHHa TpaHCTIopTep HA MHOTO NekapcTsa P-gp u
NPOTEHHUTE, TPAHCMIOPTHPALIH opranuyny auuonk (OATP) 1 Moxe 1a MOBHILM NJIA3MEHHTE HHBA HA
CHITBTCTBALLUTE JIEKAPCTBA, KOMTO ca CyGCTPaTH HA TO3H EH3KM W/ TPAHCTIOPTEPH.

JlekapcTBEHM MPOAYKTH, 3@ KOMTO CE 3HaE, 4€ NOHWKABAT MIH OBULIABAT GHOHAINYHOCTTA Ha
uakiocnopus: [IpH TPAHCIIAHTHPAHHTE NALMEHTH € HEODXOAMMO YECTO NPOCNEAABAHE HAa HUBATA Ha
LIMKJIOCTIOPHH M MPH HEOBXOMMMOCT KODHTHPaHE Ha J103aTa, 0C00eHO NMPH BLBEX/AHE WIH CTIMPaHE Ha
CBIBTCTBALLO JieueHHe. IIpH He-TPaHCTINAHTHPAHHTE MALMEHTH BPB3KATa MEXTY KPBBHHTE HHBA H
KITMHHYHMTE edekTH € mo-cnabo uapaseHa. IIpn eNHOBpeMEHHO NpUNAraHe Ha JIEKAPCTBEHH
TIPOAYKTH, 32 KOUTO CE 3Hae, Ye MOBHILABAT HUBATA HA LIMKIOCMOPHH, YECTOTO H3C/C/IBAHE HA
6bOpeyHaTa QyHKLMA M BHHMATEITHOTO NPOC/e/lsBaHe 3a NOSBa HA CBBP3aHH C LIHKI0CMOPHH
HEXENAHH PeaKilMi, O GWIO NMO-NOAXONALIO OT H3CAEABAHETO HA HUBATA HAa LIMKIIOCMIOPHH B KPBBTA.

Jexapcmea, KOUMo ROHUNCABAM HUBAMA HA YUKAOCHODUH
Benuxy unayxtopu Ha CYP3A4 u/wnn P-gp ce o4akea 1a NOHWKAT HABATA HA LMKIOCHIO
ITpumepH 3a JieKapcTea, KOUTO MOHHXABAT HUBATA HA LMKJIOCMIOPHH Ca:
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Bapbumypamu, xapbamazenun, oxckapbaszenun, enumoun, nagyuaun, cyidaoumudun iv.,
npobyxon, opaucmam, Hypericum perforatum (JCoam KGHMAPUON), MUKIORUOUH, CYAQUHNUPA3ON,
mepbunaghun, bocenmat.

MpoxyxTy, chabpxatuu Hypericum perforatum (XbNT KaHTapHoH) He TpabBa na ce u3noassar
enHOBpeMeHHO ¢b¢ Sandimmun Neoral nopaau pucka OT NOH¥XaBaHE HAa HUBATA HA LIMKJIOCNIOPHH B
KPBBTA, @ OTTaM W HaManABaHe Ha edekTa My (Bx. Touka 4.3).

Pughamnuyun uHayUHpa UPEBHHA M HePHOAPOOHHS MeTaboM3bM Ha uMknocnopud. Moxe na ce
HAIOKH TIOBMUIABAHE Ha J03aTa HA UHKJIOCMOPHH 3 0 5 MBTH NPH €IHOBPEMEHHO NpUJIaraHe.

Oxmpeomud Hamanssa nepopaiHara abcopOiua Ha LMKNOCNIOPMH H MOXKE 112 CE HAJIOXKH MOBHILABaHe
Ha J03aTa Ha LMKI0CNOpHH ¢ 50% WK NPEMBHABAHE KbM HHTPABEHO3HO NIPUIOKEHHE.

Jexapcmea, xoumo ROGUWASAM HUBAMA HA YUKIIOCHOPUN

Bewuky uHxuburopu Ha CYP3A4 w/unm P-gp Morart fa noeenar o MOBHIIABAHE HA HHBATA HA
LUMKJIOCTIOPHH, HATIPUMEP:

Huxapounun, Memoxaonpamud, nepopaiky KOHMpPAyenmuey, MEmunpeoHu3onon (6Ucoku 003u),
ARONYPUHOR, XONEEA KUCENUHA U NPOUIGOORUME T, NPOMEA3H UNXUOUMOPU, UMAMUHUB, KOAXUYUN,
Hegazodon.

Maxponudnu anmubuomuyu: Epumpomuyun Moxe na MOBHILIM €KCNIO3HUMATA HA LMKIIOCTIOPHH 4 10
7 bTH, KOETO MOHAKOra MOXeE 1a 0Beae A0 HedpoTokcuuHocT. Chobinasa ce, ue KiapumpomMuyur
YIBOSBA €KCMO3HLMATA Ha UMKIOCTIOPHH. A3umposmutjun IOBHILABA HUBATA HA LMKIJIOCNIOPHH C OKOJIO
20%.

Azonnu AHMUMUKOMUYU. KEMOKOHA3Z0A, ¢leKOHG3OJI. UMPAKORAZ0 U 6OPUKORA30], MOTaT 1a
[TOBUILIAT NOBEYE OT ABa [TBTH CKCNO3HLNATA HA HHKJIOCOPHH.

Bepanamun NOBMILABA KOHUEHTPALIMATA HA LIMKIOCMOPKH B KPBBTA 2 110 3 MbTH.

EQHOBPEMEHHOTO NPUIATAHE C Melanpesup BOIU A0 npubnniutento 4,64 MbTH NOBMILABAHE Ha
HopManu3HupaHata ekcrnozuuua (AUC) Ha 1032 LHKIIOCTIOPHH.

AmuoOapoH 3Ha4MTENHO NOBHLIABA NJTA3MEHATA KOKLEHTPAUMS HA UMKIIOCTIOPHH €AHOBPEMEHHO C
IOBHLIABAHETO HA CEPYMHMA KpeaTHHWH. TOBa B3aMMO/IEHCTBIE MOXKE /12 BB3HHKHE QL0 Bpeme
CJIe/l CIMPAHETO HA aMUOAAPOH TIOPaHM ABATHA My NonyxueoT (oxono 50 AHK).

C'bOGI.uaBa ce, 4e OarazoN MOBULLIABA KOHueHTpaLlPlﬂTa Ha IHKINOCIIOPHH B Kp’hBTa HpH6ﬂH3HTeJ'lHO C
50%.

Jurmuaszem (B 103u ot 90 mg/neH) MoXe 1a NOBHILK [U1a3MeHATa KOHLIEHTPALIMA Ha LHKIOCMIOPHH €
oo 50%.

Hmamunub MOXe N1a NOBHIIH €KCNO3HIMATA ¥ Cmax Ha LHKNOCIOPHH ¢ okono 20%.

Kanabuouon (unxubumop na P-gp): Ima cboblueHHs 3a NOBHILIABAHE HA HHBATA HA KAUHHEBPHHOB
MHXMOGHTOP B KPHETA NPH CHITBTCTBAILA YrIoTpeba ¢ kanabuauon. Tora s3aMMofeHCTBHE MOXKE N
Bb3HHKHE Nopaau HuxubHpaHe Ha epnykca na P-gp B uepBaTa, KOETO BOAH 10 MOBHILIEHA
GHOHATHUHOCT Ha KANLMHEBPHHOBHA HHXHOUTOP. ClleI0BaTENHO LIMKIOCMIOPHH W KaHabranon Tpadea
J1a Ce NPHJIAraT eAHOBPEMEHHO ¢ NOBHIIEHO BHHMAHKE, KATO Ce C1eAH BHHMATEIIHO 33 HEXE/IanH
peakuuu. [1py peLunHeHTH Ha TPAHCIIAHTAT TPAOBa Aa Ce CEMAT Haf-HUCKHTE KOHLIEHTPaUKH Ha
UMKJIOCTIOPHH B 114712 KPBB H 4 Ce aanTHpa J03aTa Ha UMKIIOCTIOpHH, ako e Heobxoaumo. [1pu
nauueHTH 6e3 TpaHcnuiaHTar TpaOBa a ce o6MHCAK POC/IeaABaHe HA HHBATA Ha LHKJIOCNOP
KPbBTA ¢ KOPUTHpaHe Ha J03aTa, aKo € Heobxoaumo (Bxk. ToukK 4.2 u 4.4).

13



B3aumopeiicTeua ¢ XpaHa
YcTaHOBEHO €, Y€ eHOBPEMEHHOTO MPHEMAHE Ha rpeindpyT niun cok ot rpedndpyT noeuLasa

OHOHATHYHOCTTA HAa LIMKTOCTIOPHH.

KoMOHHAUMK ¢ TOBHIIIEH pUck OT HePPOTOKCHYHOCT

Heo6x0aMMO € MOBHIIIEHO BHHMaHHE, KOFaTO CE W3MON3BA LUHKIOCIOPHH €JHOBPEMEHHO C APYTH
AKTHBHH BEILECTBA, NPOABABALIY HEPPOTOKCHUEH CHHEPIH3IbM KATO: AMUHOAUKOIUOU (6KA.
enmamuyun, mobpamuyun), amgomepuyun B, yunpoghroxcayun, sankomuyun, mpumemonpum

(+ cynghamemoxcazon); npoussoonu Ha Gubpunoeama xuceruna (nanp. besagubpam, penogubpam);
HCIIBC (sxniouumenno OuKiogenax, Hanpokcer, CymunHoax), meaganan, xucmamun Hy-peyenmopnu
QHMAZOHUCTIYU (HAND. YUMEMUOUH, PAHUMUOUR), Memompexcam (8oic. mouka 4.4).

ITo BpeMe Ha eIHOBPEMEHHOTO H3MOM3BAHE HA JIEKAPCTBA, KOHTO MOXKE /12 MPOABST HEPPOTOKCHHEH
CHHEprH3bM, Tps0Ba a ce MpaB 4eCTO MOHMTOPUpaHe Ha ObOpeuHarta dyHkuKa. Ako uMa
IHAUMTEIIHO YBpEkKJaHe Ha OnOpeuHaTa QyHKLIMSA, 103aTa HA €IHOBPEMEHHO MPHUIATAHUSA JIEKAPCTBEH
npoayKT TPs6Ba Ja ce pesyLHpa WK Aa Ce MPEeLeHH ANTEPHATHBHO JIeHeHHUE.

EnuospeMeHHaTa ynoTpe6a Ha UHKAOCTIOPHH Y TaKpoluMyc Tpabsa na ce n3b4rea nopagu puck ot
HedpOTOKCHUHOCT K (hapMaKOKMHETHUHH B3anmoneiicTeHa upe3 CYP3A4 u/unu P-gp (Bx. Touka 4.4).

Buagedicteue Ha DAA Tepanus
DapMaKOKHHETHKATA HA LHKIOCIIOPHE MOXe N1a Oble NOBIMAHA OT POMEHH BbB (YHKLUHOHHUpPAHETO

Ha YepHHs Apo6 o BpeMe Ha JUPEKTHO AeHcTBalla aHTHBHpycHa Tepamus (DAA), cabpsana ¢
n3unctease ot HCV Bupyca. Tpabsa Ja ce OCHFYPH BHHMATENHO HabmoaeHHe H NPH HEOOX0ANMOCT
KOPMTHpaHE Ha 103aTa UMKIOCMIOPHH, 33 8 CE rapaHTHPA NPOAbIDKHTENHA ehUKACHOCT.

EdexTi Ha UUKIOCNIOPHH BBDPX. ' JAEKapcTRa

ITnknocnopuH € uuxuburop Ha CYP3A4, ednykcHusa Tpaacnoprep Ha peinua nexapcrsa P-gp u
NPOTEHHUTE, TPAHCNOPTHPaUIH opraHnyay annonk (OATP). EaHoBpeMeHHOTO NpuiaraHe Ha
nexapcTea, kouTo ca cyberparn Ha CYP3A4, P-gp n OATP, ¢ uMKIOCNOpHH, MOXE [1a TOBAMIH
[UIa3MEHHTE HUBA Ha JIEKapCTBaTa, KOWTO ca cyBcTpaTH Ha ChOTBETHHA €H3HM M/HITM TPaHCTOPTEp.

Mo-pony ca u30poeHN HAKONKO NPUMEpA:

1MKNOCTIOPHH MOXeE Aa PeyLHpa KIHPbHCA Ha duzokcun, koaxuyun, HMG-Cod pedyxmasznume
unxubumopu (cmamunu) u emono3uo. [lpu exHOBpeMeHHa yntoTpeba Ha HIKOe OT Te3M JIeKapCTBa ¢
LHMKJIOCTIOPHH, € He0DX0AKUMO Jia ce OCHIYpPH BHHMATETHO KITMHHYHO Hallio/IeHHe, C Hell paHHO
OTKPHBAHE Ha TOKCHYHHTE MPOSBH HA JIEKAPCTBEHUTE MPOLYKTH, NOCIEABaHO OT [IOHMKECHHE Ha
1103aTa WM IPEYCTAHOBABAHE Ha NMpHeMa HM. [IpH CLBMECTHO NpUnaraHe Ha CTATHHH C LHKJIOCTIOPHH,
[103aTa UM TpAOBa a ce HAMANM, a ChBMECTHaTa ynoTpeba ¢ onpesieieH! cTaTHHK TPAOBa aa ce
W36ArBa, CLIAACHO NPENOPHLKUTE B CLOTBETHATA NpoaykToBa HHpopMaiwua. [ipomernTe B
eKCIIO3UIMATA HA Hal-4eCTO NPWIAraHHTE ¢ IIMKIOCHOPHH CTaTHHK ca 06obulenn B Tabnuua .
Heo6x0aHMMO € NEUEHHETO Cb¢ CTATUHH A3 Obae BpeMEHHO MPEKBLCHATO WITH CIIPAHO IPH NALIMEHTH C
NMPH3HALM U CUMITTOMM Ha MHUONATHS WM TAKMBA C PHCKOBH (aKTOPH, MpeApa3noaralii KbM TEXKO
6B6peuHo YBPEKaHe, BKIIIOYHTENHO GBOPeyHa HEJOCTATEYHOCT BCIIECACTRHE HA pabroMHoans3a.
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TaGnuua 1 O6061eHHE HA IPOMEHUTE B EKCIIO3UUMATA HA HAH-4€CTO [PUIAraHUTE CTATHHH, MPH
CBLBMECTHO NPUIIOKEHHE C UHMKIIOCTIOPHH

CraTtnn Haauanu 3034 Tlpomana Ha
eKCIO3HIHATA B
NBTH NpH
CHBMECTHO
NPHI0KEHHE ¢
HHKJIOCHOPHH
ATOpBacTaTHH 10-80 mg 8-10
CumMBacTaTHH 10-80 mg 6-8
dnypacTaTHH 20-80 mg 2-4
JlopacTaTud 20-40 mg 5-8
[paBacTaTHl 20-80 mg 5-10
PocysacTaTiH 5-40 mg 5-10
[TurapacTaThH 1-4 mg 4-6

Heo6x0auM0 € MOBHIIEHO BHHMAHHE NPH €AHOBPEMEHHATA yNoTpeda Ha LMKIOCTIIOPHH ¢
nepKaHuIMNHH (Bi. To4Ka 4.4).

TIpu eNHOBPEMEHHO MpPHIAraHe Ha LMKIOCTIOPHH U anyckuper Crax Ha ATMCKHPeH - cyOeTpar Ha P-gp
ce nosuwaBa npubausuTento 2,5 by, a AUC npubnusntento 5 nsTH, GapMakOKHHETHIHHAT
npodun Ha UHKNOCMOPHH He Ce H3MEHA 3HauuTenHo. He ce npenopbisa ¢IHOBPEMEHHO NIPUNATaHe Ha
LIMKNOCTIOPMH M aTMCKHpeH (Bx. Touka 4.3).

EZHOBPEMEHHOTO NIPUIIOKEHHUE C Ja0HraTpaH eTeKCHIAT He C¢ NpenopbuBa nopamu P-gp
MHXHOUTOpHATa aKTUBHOCT HA LWKIOCTIOPHH (B3, Touka 4.3).

ENHOBpEMEHHOTO NpHAAraHe Ha HugedunuH ¢ UMKI0CNOPHH MOXKe 12 JOBE/E A0 NOBHLICHA CTENEH
HA NI0SBA HA TMHTMBAIHA XMIIEPILIA3KA, B CPABHEHME C Ta3H [IPH CAMOCTOATENHA ynoTpeba Ha
LUMKJIOCTIOPHH.

EAHOBPEMEHHOTO H3MON3BAHE Ha OUKAOPEHAK M UMKNOCTIOPHH BOAH 10 3HAHUTEIIHO YBENHHABAHE
GMOHANMUHOCTTA HA JUKIO(EHAK ¢ BBIMOXNHO MOCTEACTBHE 00paTuMo yBpexcaane Ha GbOpeuHara
dyHKuua. [ToBMLaBaHeTO HA GHOHANTHYHOCTTA HA IMKITOdEHAK e NBIDKH Hai-BEpOATHO HA
penyLMpaHeTo Ha HeroBus napasex “first pass” eexr. Koraro 3aeaHo ¢ UMKIOCNIOPHH Ce NpUiaraT
HCIIBC cue cnabo uspazen “first pass” edexT (Hanp. aueTHICAMIIMAOBA KHCENIHHA) HE C¢ OUaKBa
NOBHIIEHHE Ha GHOHAIHHHOCTTA MM.

IMo BpeMe Ha [POYUBAHMATA C €6ePOIUMYC WK CUPOAUMYC C€ HAOTIIO/IaBa I0BHILIABAHE HA CEPYMHHKS
KpeaTHHHH MpPH eAHOBPEMEHHO MpHNaraHe ¢b¢ CTAHAapTHA 032 LIMKIOCNOPHH MHKPOEMY/ICHA.
EdekThT 4ecTo MbTH € 0OpaTHM NPH HaMalsBaHe Ha 03aTa Ha uuKiocnopuy. Epeponumyc u
CHPONMMYC TIOBJIHABAT HE3HAYHTENHO (HAPMAKOKHHETHKATA HA LMKNOCNOPHH. EAHOBpEMEHHOTO
NpUAaraHe ¢ UAKIOCTOPHH 3HAYHTEIHO MOBHIUABA HUBATA HA CREPONMMYC M CHPOJIMMYC B KPBETA.

Heo6Xx0AMMO € MOBULIEHO BHUMAHHME, KOTaTO IIMKIIOCTIOPHH Ce NIPUNAra 3ae1HO C KAAUl-CoXPAHABau{U
nexapcmeenu npodyKmu (Hanp. KANi-CoXPanaeaiyu OUypemuyu, UHXuGUMOPU Ha aHZUOMEHIUN-
KOHBEPMUPAU{UR eN3uM, anzuomen3un I peyenmopuu anmazonucmuy) WK ¢ Kani-CoObpacaryu
AeKapcmeeny npoOyKmy, Thil KATO Te MOTaT Aa A0BEAAT A0 3HAYNTENHO NOBUILABAHE HA HUBATA Ha
Kanuii B cepyma (Bx. Touka 4.4).

LMKIOCTIOPHH MOXE /1a MOBHLLHN MIA3MEHNTE KOHLIEHTPALIMK HA penaziunud 1 Taka Jia YBesH
OT XHIOTITHKEMHA.

EAHOBPEMEHHOTO NpHAAraHe Ha focenman ¥ LHKIOCTIOPHH TIPH 31paBH Kobposonuy no
EKCIIO3HIMATA Ha 6OCEHTaH HAKOJKO ITBTH U TIOHIKABa ¢ 35% eKcno3uuMsiTa Ha LIMKII0C
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npenopLYBa eJHOBPEMEHHOTO MPHJIAraHE HA LMKIIOCIOPHH H 60CeHTaH (BXK. MO-rope MoATovKa
“JlekapcTBa, KOMTO MOHWKABAT HHBATA HA LIMKIIOCTIOPHH™ K TO4Ka 4.3).

MHOroKpaTHOTO NIPHNIAraHe Ha aMOpuceNman A UHINIOCTIOPHH MPH 31paBH 106pOBOIUM BOAH 10
npuGIH3KTENHO ABYKPATHO NOBHLIABAHE HA EKCNO3MLMATA HA aMOpHCEHTaH, I0KATO eKCNO3HLNATA
Ha LIMKJIOCTIOPHH Ce I10BHINABa He3HaunTenHo (npubausurento 10%).

Habnonasa ce 3HAYMTETHO MOBUILABAHE Ha €KCNO3HLIMATA HA aHMpayukiunosume anmubuomuyu
(nanp. OokcopyGuyun, MUMOKCANMPOH, OayHOpyOUYuH) NPH OHKOAOTHYHH NTALMEHTH, NIPH KOHTO Ce
TIPHAAraT €IHOBPEMEHHO HHTPABEHO3HO HTPAUHIITMHOBH aHTUOMOTHUH K MHOTO BHCOKH 1031
LHIJIOCTIOPHH.

T1o Bpeme Ha JIEYEHHETO ¢ LIMKAOCMIOPHH BAKCHHALINKTE MOTaT 14 GbJAT N0-MaNko e(eKTHRHH, a
ynoTpefaTa Ha XKHUBH aTEeHIOHPaHH BakCHHM Tpa6Ba na ce n3dArea.

Bzaumodeticmsusn, s0dewju 00 HAMATABGHE HA HUSAMA HA Opy2U Kexapcmea

EAHOBPEMEHHOTO MPHIOKEHHE HA LIMITIOCTIOPHH M MUKOGDEHONAT HaTpHil Uik MukodeHonar
MOGETHIT NIPH NALMEHTH ¢ TPAHCILUTAHTALMA MOXKE 112 HAMANH CPEHATA EKCIIO3HLIHA HA
MuKodeHon0Ba kucenuHa ¢ 20-50% B cpaBHEHHE ¢ IpyrH uMyHOCynpecopH. Tasn nHpopmaums
TpaGBa 1a ce uMa fIpelBu, 0COOEHO B CiTy4aH Ha PEKbLCBAHE WIH PEYCTAHOBABAHE Ha TEpanHATa ¢
UHKJIOCTIOPHH,

EAHOBPEMEHHOTO MPHAOKEHUE Ha €/IMHHYHA 1033 LMKIIocnopyH (200 mg nin 600 mg) ¢ eaunHuyna
no3a enrpombonar (50 mg) Hamansasa nasmenara AUCinf ua entpom6bonar ¢ 18% 10 24% n Cmax ¢
25% no 39%. [To3pongBa ce KOPMIrHpaHe Ha 103aTa Ha enTpoMOonar no BpeMe Ha EUEHHETO B
3aBUCUMOCT OT 6poa Ha TpomBonuTHTe Ha MauuenTa. Bpoat ua TpoMbouwTHTe TPabea na ce
NPOCTIE/BA NMOHE BEAHBK CEAMHYHO B NPOTLIDKEHME HA 2 10 3 ceIMMUM, KoraTo eiaTpomGonar ce
npHeMa eHOBpPEMEHHO ¢ LIMKIIOCTIOpHH. Moxe 12 € HeoBX0AMMO NOBHLUIABAHE HA 1033Ta Ha
entpomGonar Bb3 0CHOBa Ha Opos Ha TpombouuTHTE.

[enuaTpy4na nofrynalus
IlpoyuBahus 3a B3aMMOAEHCTBHA Ca MPOBEXKAAHH CAMO NPH BLIPACTHH.

4.6 @epTHAHTET, OPEMEHHOCT H KbEPMEHE

BpemenHocT
HAMa DoCTAThUHH WIH L06pe KOHTPOAKPAHH KIHHHYHH NPOYYBAHHA NPH OPEMEHHH KEHH,

M3N0M3BAINM LMKIIocTopuH. HMa HeronsM o6eM JaHHH OT ynoTpebaTa Ha LHKNOCHOPHH NIPH
fpeMeHHH NMAalKHEHTKH OT MOCTMAPKETHHIOBUA OMHT, BKNKOYHTENHO PETUCTPH 32 TPAHCTIIAHTAUHH H
nyGAMKyBaHa TMTEpATYpa KATO NO-TONAMa 4acT OT CIIy4aHTe ¢a ChODIIEHH OT MALHEHTKH ¢
TpaHcnnanTauuy. BpeMeHHHTE, TIPH KOMTO CNEA TPAHCIUIAHTALHS CE IPOBEXKAAa HMYHOCYPECHBHO
AeyeHue, BRIIOYHTENHO ¢ LIMKJIOCIIOPHH KITH LIMKJIOCTIOPHHOBH NPOM3BO/IHHM, Ca H3JIOXKEHH Ha PHCK OT
npexaeBpeMeHHo paxnaHe (< 37 ceamMuun).

[Mpoyusanua 3a emGpHo-deranto paspuTue (embryo-foetal development, EFD) npn nurbxobe v 3aiinu
€ LMKJIOCTIOPHH NIOKa38aT eMOpHo-deTanHa TOKCHYHOCT NPy A030BH HHBA NOJI MAKCHMAasIHATa
npenopbUMTENHA 4032 NpH xopa (maximum recommended human dose, MRHD) b3 ocHoBa Ha
TenecHa nopupXHOCT (body surface area, BSA) (Bx. Touka 5.3).

Sandimmun Neoral He Tpa6ea na ce npunara no BpeMe Ha 6peMEHHOCT, OCBEH aKO NMOTEHLMATIHHTE
NON3H 3a MaliKaTa He HAZIBMILABAT MOTEHUMANHUS PHCK 3a TUTofa. ChABLPXKAHHETO HA ANIKOXON B
Sandimmun Neoral Tpa6pa chuIO Aa ce MMa NPEIBHA NPH OpeMeHHH xenH (BX. TouKa 4.4).

[Ty6nukysanuTe raHHKM oT HauponanHus peructbp Ha 6peMeHHOCT cnea TpancnnaHTaums (N
Transplantation Pregnancy Registry, NTPR) onncear pesyntatu ot GpeMeHHOCT NPH HeHK
TpaHcriaHTauus Ha 6u6pek (482), gepen Apo6 (97) m chpue (43), nonyvasalu LHKNOCNO
JlanHuTe Moka3BaT ycnewHa GpeMeHHOCT ¢ NIPOLIEHT Ha sknHBopoaeHn 76%, 76,9% u 64%
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npu peuunueHTH ¢ 6b0peuna, yepHoapoOHa 1 Cbp/eyHa TpaHcIianTauua. [ipexnespeMeHHo
paxaane (< 37 ceamuna) ce crobuiaBa cboTBETHO ipH 2%, 35% 1 35% OT peLMNHEHTHTE ¢
6b0peyHa, YepHOIpobHA M ChpAEYHA TPAHCILIAHTALIMA.

Crofiara ce, 4& NPOLCHTUTE HA CMOHTAHHW a6OPTH M Ha 3HAYHMH BPOJEHH JIe)EeKTH Ca CPABHHMH C
npoueHTHTe, HabnwaaBaHH B oduaTa nonynauys. He Moxe aa ce M3KMOUM NOTEHUHANEN IUPEKTEH

eeKT Ha UMKITOCTIOPKH CBBP3aH C XUNEPTOHHA NIPH MaHKaTa, MPESKNaMNCHA, HH(EKIMM UK auabeT
NPeABHA OrPaHUHEHHATA, IPUCHILH HA PETMCTPHUTE H MOCTMAPKETHHIOBHMTE I0KNaIH 3a D€30MacHOCT.

Hanuuum ca orpanuueH 6poit HabmoaeHUa nNpH Jeua Ha Bb3pacT NPHONHIMTENHO 10 7 TOAMHH, C
eKCTIO3HIMA Ha LMKAOCTIOPHH in utero. brOpeuHaTa (pyHKLHA H KPBLBHOTO HAIATaHE MPH TE3M LA Ca
HOPMAaJTHH.

Knpmene
Llnkiocnopyun npemMrHnasa B kbpMara. LIHK10CHOpHH NPpEMHHARa B KbPMAaTa OOHKHOBEHO B MANKH

KO/MH4YECTBa, HO HHBATA B KbPMATa MOTaT Aa Bapupar. [Tpu obuyaiiny HUBa Ha LMKIOCMOPHH B KPbBTa
Ha MaiKaTa, KbpMaue, KOeTo € M3LAN0 Ha ECTECTBEHO XpaHeHe, OOMKHOBEHO 1IIE MONYYH HE MOBEYE OT
npubnuznTento 2% OT 103aTa, KOPUrMpaHa CnpAMO TErIOTO Ha Makikata. [1pu noBeueTo Kbpmauera
LMKJIOCTOPHH He C¢ OTKPHBA B KPBLBTA, HO B HAKOH CITy4aH Ca H3MepPeHH KPbBHH HHBA, BApHPaUIX OT
OTKPHBAEMH A0 TEpaneBTHYHH HHBA, JOPH KOraTO HHBATa Ha UMKJIOCMOPHH B KbpMATa ca HUCKH. 11pu
npocieqaBaHe NPH KbpMayeTa He ¢a yCTAHOBEHH HEXXENaHH eEKTH, HO AbJArOCPOUHHTE PHCKOBE HPH
€KCNO3HLUS JOPHM HA MANKH KOJIMUECTBA BCE OLUE HE Ca U3BECTHH.

LIMKIOCTIOPHH HE CE MPenopbYBa N0 BPEME HA KbPMEHE NMOPaIH NOTEHLHANA 32 HEXKENAHN PEAKLIMH
[pH KbPMAUETO.

ChaBpKAaHHETO Ha ankoxon B JiekapcTeeHute Gopmu Ha Sandimmun Neoral ¢ouio Tpabea ga ce uma
npeaBu NpH )KEHH, KOMTO KBPMAT (BX. Touka 4.4).

DeprnnTer
HMMa orpaHHueHd AaHEH oTHOCHO eekta Ha Sandimmun Neoral Bepxy deprunnrera npu xopa. He ce

HaBNIOaBaT HexXenaH eeKTH BPXY DepTUINTETA, MPH MBXKKH H XKSHCKH TUTX0BE 10 15 mg/kg/nen
(nox MRHD 8313 ocHoBa Ha BSA) (Bx. Touka 5.3).

4.7 EdexTn BHpXy cnocobnocyTa 3a modupane H pabora ¢ MAIIHHK

Sandimmun Neoral Moxe [ia IpU4HHH HEBPONROTHYHH H 3PHTENTHH HapyIUeHHA (BXK. Touka 4.8).
Sandimmun Neoral Moxe na NoB/KsAe B yMePEHa CTEMNeH cnocobHOCTTa 32 Wwodupate H pabora ¢
MalrHHH. Heo6XoauMo € NoBHILIEHO BHHMAHHE TIpH WogUpaHe HA MOTOPHO [PEBO3HO CPEACTBO HITH
paboTa ¢ MalIHHH.

He ca npoexanm npoyusaHus 3a edexrute Ha Sandimmun Neoral Bppxy cnocobHocTTa 3a
wogupane u paboTta ¢ MallMHH.

4.8 Hexenanu JeKAPCTBEHH PLAKIHN

O60o61enue Ha npoduia 3a HezonacHoCcT

OCHOBHHTE HEKENAHH peakUmH, HabNi0AaBaHH B X043 HA KIIHHHYHUTE H3MHTBAHKSA, CBbP3aHH C
TIPHAraHeTo Ha LMKIOCHOPHH BKIIO4BAT GhOpevHa AMCHYHKIHS, TPEMOP, XHP3YTH3bM, XHIIEPTOHHA,
JAMapHs, AHOPEKCHA, FaJieHe U NOBPBLIAHE.

MHoro HexXelaHH peakUMH, CBbP3aHH C TEPAMHATA ¢ UIMKIOCIOPHH, Ca I0303aBUCHMH H ThPIAT
06paTHO pasBHTHE NpH HAMANABaHe Ha 103aTa. [Ipy pasnHuHHTe NOKa3aHMs OOLUMAT CIIEKTHP Ha
HEXXENIAHHTE PEAKLMH € Hali-00110 €HAKbB, HO HMA Pa3THKH B YECTOTATa M TexkecTTa uM. B posl
Ha BHCOKMTE HAuaJHH 103H K IBIroTpaiiHaTa noAabpikallia Tepanus, H3HCKBaua ce ciiell
TpaHCINAHTALHA, HEKETAHHUTE PEaKLHK Ca NO-4eCTH U ODMKHOBEHO [O-TEXKH MNPH TPAHC
NALKMEHTH, OTKOJIKOTO MPH ITALMEHTH, JIEKYBaHH 33 JIPYrH HHAHKALIUH.
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Uudexumu u undecrauyu

[py naUMEHTH, KOUTO €a Ha JISYEHHE C HMYHOCYNPECOPH, BKITHOUYHTENHO LIMKIOCTIOPHH H
LHKAOCHOPHH-ChAbPIKALLY PEXKHMH, ChIECTBYBA NOBHLIEH PHCK OT HHGEKLMH (BUPYCHH,
GakTepHanHu, rbOMUHM, napa3nuTuu) (BXK. Touka 4.4). Morar za ce Habnogasar kakTo 061y, Taka H
NOKaTHN MHOCKIHAH. Moxe 1a HacTLIM 3aAbI00UABAHE HA BEYE CHILECTBYBAIIN MHOEKLIMH, KAaKTO U
noBTOpHO akTuBMpake Ha Polyomavirus HHdekLHA, KoATO MOXe na nosese 1o Polyomavirus
cabp3aHa Hedponatus (PVAN) umn g0 JC Bupyc cBbp3aHa NporpecHBHa MyntudokaiiHa
neskoenuedanonatis (PML). Hma cpobIueHHs 3a ceprHO3HH NOCEACTBUSA H/WiK TAKHBA C IETANEH
HIXOA.

HeomnasMu - 1o6pokayecTBEHH, 310KaYeCTBEHH H HEONPERAETEHH {BKJI. KHCTH M TIOJIHNK)

[py NauMeHTH, KOMTO Ca Ha JIEYeHHE ¢ HMYHOCYNPECOPH, BKITHOYUTENHO LIMKIOCTIOPHH H
LHKIOCMOPHH-CHIBPKALLM PEKHMH, ChLIECTBYBA NOBHLIEH PUCK OT Pa3BATHE HA NUMGOMH MK
mumdonponudepaTHBHH PasCTPONCTBA U APYTH 3IOKAUECTBEHH 00pazyBaHKs, 0COOEHO Ha KOXATa.
YecToTaTa Ha 3OKAYECTBEHUTE 00pa3yBaHHA Ce YBEIMHABA C HHTEH3HTETA M IPOAB/KHTEIHOCTTA HA
TepanuaTa (Bx. Touka 4.4). Hakon 3nokauectsenn o6pasyBaHHs Morat ga 6bAaT ¢ neTaneH H3xoa.

TabauuHo c6obWe e Ba HeXeTaAHUTE IEKAPCTBEHH PEAKIMN OT KIMHUYHUTE M3NWTBAHUA
HexenaHure NekapeTBEHH peakuuu oT KITHHHYHHTE uanuTBanus (Tabnuua 2) ca n3bpoenu crriacHo

MedDRA 1o cucteMo-opraHnM knacose. B paMKHTE Ha BCEKM CHCTEMO-OPTAHEH KNac HEXENaHUTE
NEKApPCTBEHH PEAKLMH Ca [PYNHPaHH MO YeCTOTa, KaTo HaH-uecTute ca MbpeH. [Ipu Besko rpynupate
B 3aBHCHMOCT OT YECTOTATa HEKeNaHHTe NeKapcTBeHU peakliHy ca NPeACTaBEHH B HH3XOAA1l pel o
OTHOUIEHHE Ha TAXHATa cepuo3HOCT. OCBEH TOBRA, 3@ BCAKA HEXENAHA PeakUus ChOTBETHUTE
KATEropHH YECTOTH Ca NPEACTaBEHH ChrnacHo cneaxara kouseHuus (CIOMS [II): Muoro vectn

(= 1/10); uectn (> 1/100, < 1/10); Heuectu (> 1/1 000, < 1/100); peaxu (= 1/10 000, < 1/1 000), mmoro
peax# (< 1/10 000), ¢ HenasecTHa uecTOTA (OT HANMYHHTE AaHHH HE MOXe Ja Obie HanpageHa
OLIEHKA).

Tabauna 2: Hexkenann 1eKapcTBeHH PeaKIHH OT KIIHHHYHH H3NHTBAHUA

Hapymenus Ha KpbBTa H THM$HATA CHCTEMA

YectH Jleskonenus

Heuectu TpoMGOLIMTONEHHS, AHEMHSA

Penku XeMOMHTHYHO YPEMHUYEH CUHAPOM, MHKPOAHFHOTIATHHHA XEMOJIUTHHA
aHemMus

C HeuzBecTHA TpoMGOTHUHA MUKPOGHIHONATHA, TPOMOOTHYHA TPOMOOLMTONEHHYHA

qecToTa® nypmnypa

Hapyuienna na MeTaboan3ma H XpaHeHeTo

MHoro vecTH XunepnunuaemMus

Yectu XunepriavkeMus, aHOPEKCHs, XHITEPYPHKEMHA, XHIEPKATHEMMHS,
XUMOMAaTHE3HEMHS

HapyumieHHS HAa HEPBHATA CHCTEMA

MHoro yecTu Tpemop, rnapobomnue

Yectn KoHByicHH, NapecTe3nu

HeuectH EHuedanonatyd, BKIHOMHTETHO CHHAPOM Ha 3a0Ha obpaTtuma

enuedanonarus (Posterior Reversible Encephalopathy Syndrome, PRES),
TNIPU3HaLK U CUMIITOMH KaTO KOHBY/ICHH, 00BPKAHOCT, I30pHeHTaLns,
3a6aBeHH PCAKLIHH, TPEBOXKHOCT, He3CHHHE, 3PHTENHH HAPYLIEHNS,
KOPTHKAIHA C/IenoTa, KOMa, Nape3a U uepebenapHa aTakCus

Penku MoTopHa noJIMHEBpONAaTHA

Muoro peaku Enem Ha ONTHUHHS HEPE, BKJIKOYKTEIHO OTOK HA MANHIATA C BhIMOXKHO
3PHTENTHO YBpexAaHe BCAEACTBHE Ha 106pOKaYeCcTBEHO NIOBHLIABAHE Ha
BBTPEUEPENTHOTO HAlATaHe

C nemspecTHa MmurpeHa

qectora®
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Hapyuienus Ha yX0To H Ja0HpHHTA

C Heu3BeCTHa VapexaaHe Ha cyxa’

yecToTa*

CHLA0EH HADYWICHHHA

MHoro uecTn XuneproHua

Yecrn MouepeeHsapaHe

CToMalIHO-4pPEBHH HADYIICHUS

YecTH I"'aneHe, NOBpbIIAHE, CTOMalLeH AuckoMbopT/Ooaka, AMapHs, rHHTHBATHA
XHNepIUia3n, eNTHYHA 93B3

Penxn [NankpeaTur

XenaTobuaHapHH HAPYUICHHS

YecTH Hapyuwasane Ha uepHoApoOHaTa GyHKuma (Bx. Touka 4.4)

C Heu3pecTHa XenaToTOKCHYHOCT H 4epHOAPOOHO YBpeKAaHe, BIUIIOMUTEITHO XO/1eCTasa,

yectora* ACBITEHHUL, XEMATHT H YePHOAPOOHA HEAOCTATLYHOCT, TIOHAKOTaA ¢ JIETANeH

H3xoa (mk. Touka 4.4)
HapyuieHHs HAa KOXATA H MOAKOKHATA ThKAH

Mmnoro uectu Xup3yTussm

Yectn AKHe, XHIIepTpHUXo3a

Heueetn AnepruveH cbpus

HapyumieHus Ha MYCKYJIHO-CKEJIETHATA CHCTEMA H CheJHHHTETHATA ThKaH
YecTH MHuanrus, MycKkyJTHH KpamIitH

Penkn Myckynxa cnabocT, MHONATHA

C HeH3BecTHA Bonka B A0ONHUTE KpalHULIH

yectoTa*

Hapywenns Ha 6n0pennTe  NHKOYHATE METHINA

MHoro yectu Bropeuna aucyHkuHa (Bx. Touka 4.4)
Hapymenus Ha Bb3npoH3BOJHTENHATA CHCTEMA H IbpAaTa
Penku MeHcTpyanHH HApYLIEHHA, THHEKOMACTHA
O0wH HapymeHH 0 eeKTH HA MACTOTO HA NPHJIOKEHHE
Yeetn [Mupekcus, ymopa

Hevectn OTtoK, NOBKILABAHE Ha TEIJIOTO

* Hemenanu chb6uUTHA, CHOGILEHH NO BpeMe Ha MOCTMAPKETHHIOBHA OIUT, KbETO uecTorata Ha HJIP
€ HEH3BECTHA N0Pa/I1 KNcaTa Ha obLl 3HaMeHaTell.

* B nocTMapkeTHHroBata (aza e cbobLIeHO YBPEXKAaHe Ha CyXa MPH MAUKEHTH ¢ BHCOKH HHBA Ha
LIMKJIOCTIOPHH.

ﬂpyl‘ﬂ HEXENAHH NEKAPCTBEHH PEAKIIMHA, CLOGQCHH IO BPEME HA MOCTMAPKETHHIOBHA ONHT
Hma LENEHACOYEHO ThPCEHH H CITOHTAHHH NOCTMAapPKETHHIOBH C'I:Oﬁl.l.leHHS[ 34 XeNATOTOKCHYHOCT H

4epHOAPOBHO YBpeXIaHe, BKIIOYHTEHO XO/ECTA3a, JHBITEHHILA, XENaTUT H YepHOAPOGHa
HEAOCTATBLYHOCT MPH NAUHEHTH, JICKYBaHH ¢ LHKI0OCTIopHH. [Toseuero choblueHus ca OT NalHEeHTH
ChC 3HAYHEMA KOMOPGUAHOCT, NIOAEKALIM CHCTOAHHA H APYTH CMyIIaBaluH (akTOpH BRIKOUHTENHO
HHOEKLMOIHH YCNOKHEHHS W KOMEIMKALIMA C XENIATOTOKCHYEH NOTeHUHan. B HakoH cnyyan,
NpeAHMHO NPH TPAHCITAHTUPaHH NALMEHTH, ce chobLiaBa U 3a neTaneH U3xoA (Bx. Touka 4.4).

OcTpa ¥ XpoHHUHA HePPOTOKCHYHOCT

TManHeHTHTE, NPOBEKAAIIM NeYeHHe ¢ KATLMHEBPHHOBH HHXHOUTOPH (CNI), BRIIOHHTENHO
LMKJIOCTIOPHH M LAKIOCIIOPHH-CBBPIKALLH PEXXHMH, €4 H3/I0XKEHH HA NIOBHLUICH PHCK OT OCTPA MU
XPOHHYHA HePOTOKCHYHOCT. MMa choGUIEHNS OT KIIMHH4HY U3NHTBAHHSA H OT MOCTMAPKETHHTOBHA
OMHUT, CBBP3aHH ¢ ynotpebara na Sandimmun Neoral. CnyuauTe Ha ocTpa HePOTOKCHHHOCT ca
CBBP3aHH C HapylUeHHs B HOHHATa XOMEOCTa3a KaTO XHIIEPKAIHEeMHA, XHIOMarHE3HEMHS U
xunepypukemus. CllyyauTe Ha XpOHHUHH MOP(ONIOr1HHM MPOMEHH Ca CBbP3aHH C apTepHo/IapHa
XMANMHO33, TyOynHa atpodus H unTepcTALMania Gubpo3a (BX. Touka 4.4).

Bonka B IONHUTE KpaHHALIA
Hsonupasu ciay4da Ha 00/Ka B IOJIHHTE KPaiHHLM ca 6HIIH CRODLIEHH PEB BPb3Ka C LIKKI

Boakata B JOMHUTE KPaiHHULIM CHIIO € OTOENA3aHa KaTO YACT OT KalUHHEBPHH-UHXHONTO
uHAyLmpaHus 6onkor cunpoM (Calcineurin-Inhibitor Induced Pain Syndrome - CIPS).
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HeauaTpuyna nomynauus
KnauHKuHKTE npoyyBaHHA, BKIIOYBALIH €U Ha Bb3pacT Haj | roaKHa NpH NpUIOKEHHE Ha

CTaHJapTHA A03WPOBKa UHKIIOCIIOPHH, €a CbC CpaBHHM HpOCl]HJ'I Ha 6e30MacHOCT ¢ TO3H npu
Bb3pacTHHUTE MALHCHTH.

Cnof11apane Ha IOJO3HPAHH HEWKENAHH PEAKIIMH

CrobL1aBaHeTo Ha NOAO3HPAHH HEXENAHH PEaKLHHK CIIej pa3pellaBaHe 3a yNoTpeOa Ha neKapcTBeHHs
npoaykT € Baxkno. ToBa Mo3BONABA A2 POABIKE HAGMIONEHHUETO HA CLOTHOLIEHHETO M07132/PHCK 32
nexapcTBeHnA NpoAYKT. OT MEIMUMHCKHTE CNIELIHATIMCTH C€ H3MCKBA 12 ChOOIIABAT BCAKA
NI003MpaHa HeXeaHa PeaKLHMA Ype3 HAUHOHATHHSA PErynaTopeH opraH Ha aapec:

Buarapus

HanbanuTenHa aresius no Jiekapersara
yi. Jdamau I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiit: www.bda.bg

4.9 IlIpenosupane

Nepopannata LDso Ha unknocnopus e 2 329 mg/kg npy Muwky, | 480 mg/kg npu nisxose H
> 1 000 mg/kg npu 3aiiun. UntpasenosHara LDso € 148 mg/kg npu Muuikw, 104 mg/kg npu rursxose
1 46 mg/kg npu 3afium.

Cumnromu

OnuTeT OpH OCTPO NPEO3NPAHE C LIMKIOCNOPHH € orpanuyeH. [lepopantuTe 1031 HA LHKIIOCMIOPHH
no 10 g (oxono 150 mg/kg) ce MOHACAT C OTHOCHTENHO HO-MAKH KAMHHYHH NOCNICACTRBHS, TAKHBA
KaTO NOBPbBUIAHE, CHHIMBOCT, FaBOGOHE, TAXHKAP/KA, U NPH MANTKO Ha GPOM NALKEHTH, YMEPEHO
TexKo, 06paTHMO Hapylenue Ha Ob0pedHata dynkunsa. Obave, CEpUO3HM CHMIITOMH Ha
HHTOKCHKALMA ca JOKJIAABAHH BCIEACTBHE Ha MHLHAEGHTHO NapEHTEPANHO NPEAO3HpaHe ¢
LMKJIOCTIOPHH NMpH HeAOHOCceHH bebera.

JeveHHe

Ipy BCHYKH CiydaM Ha npenosupane TpabBa aa ce npeanpuemMar 00110 MOAIBPKALLH MEPKK M 14 C&
IPHNIOKH CHMIITOMATHYHO JieueHHe. [IpUHYIMTENHO MOBPBILAHE H TIPOMHMBKA HA CTOMAXA MOTaT /a
6baaT OT MOJI3a MPE3 MbPBUTE HAKOJIKO Yaca Cliell NepopalHus NpHeEM. LIMKI0CIOpHH HE ce NojJaBa
NECHO Ha [IMANN3a, HHTO ce eNMMHHUPA JIECHO Ype3 XeMonepdy3uns C akTHBEH BbIJIEH.

5. ®APMAKOJOTHYHH CBOMCTBA
5.1 ®apMaKoIHHAMHIHM CBOiHCTBA

dapmakoTepaneBTHIHA rpyna: UMyHOCYNpeCHBHH CPEICTBA, KaTUHHEBDHHORH unxubnTopu, ATC
xom: LO4ADOI1

1{MKnocnopkH (M3BECTEH CHILO KATO LIKKIOCTIOPHH A) € LIMIJTHHYEH NOTKNENTHI, CHCTABEH OT

11 amMHHOKHCceNHHH. TIpeacTaBnsBa MOLHO HMYHOCY IPECUMBHO CPE/ICTBO, KOSTO NPH EKCMEPUMEHTH €
*KHBOTHH YABLKABA CPOKA HA IPEKHBABAHE Ha ANOr€HHH TPAHCIUIAHTAHTH HA KOXa, CbpLE, 616pex,
NaHKpeac, KOCTEH MO3BK, THHKO uepBo Hiu 641 Apob. [IpoyusanuaTa MOKa3sar, 4€ UMKAOCTIOPHH
[IOTHCKA Pa3BUTHETO Ha KIETBHHO-MEIUHPAHUTE HMYHHU PEaKIIHH, BKIIIOUHTENHO HMYHHTETA HA
anorpadTa, KoxHA CBPBXYYBCTBHTENTHOCT OT 3a0aBeH THI, EKCTIEPHMEHTANIEH aNepruyeH
eHLIehaNOMMENHT, a10BaHTEH apTpHT Ha (DpoiHI, peaklHA Ha NPHUCANKATA CPELLy MpHEMa
versus host disease - GVHD), kakTo 1 T-K1eTh4YHO 3aBHCHMOTO 06pasyBaHe Ha aHTHTeNa. fig
KIIETBYHO HHBO TOM HHXHOHPA NPOAYKUMATA H OCBOGOX/IaBAHETO HA MTUMBOKHHH, BKIIO
nnrepneskuH 2 (T-kietsueH pactexet paxrop, TCGF). O4eBHAHO LIHKAOCMOPHH 6510KH
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nuMouHTHTE B MOKO# BbB (aza Go uan G Ha KNETHYHHA LIMKBJI H TIOTHCKA aHTHI€H-TIPOBOKHPaHOTO
ocBOGOXK/aBaHe HA TUMQOKHHH OT aKTUBUPAHUTE T-KIETKH.

BCHUKM HATAUHH AAHHH NIOKA3BaT, Y€ UHKJIOCTIOPHH OKa3Ba creuuduyHo H 00paTUMO Bb3aeHCTBHE
BBPXY AAMGOLHTHTE. 32 pas/iHKa OT LIMTOCTATHLMTE, TOH HE MOTHCKA XeMOMOoe3aTa U He BJIHAE BhPXY
(byHKUHATA Ha aroLMTHTE.

H3BBLpUICHH Ca YCNEWHH TPAHCIUIAHTaLMH Ha COTMAHH OpTaHH H KOCTEH MO3BK IIpH X0pa ¢
H3MON3BAHE HA LMKJIOCTIOPHH 33 NPeJOTBPATABAHE H JIEUEHHE HA OTXBBP/LIHE HA TPAHCNNAHTAHTA H
GVHD. Lluknocnopus e npuiaral ycrewHo kakto npu xenatut C supyc (HCV) no3nTHBEH, Taka H
npu HCV BeraTMBHH 4epHOAPOGHO TPAHCIUIAHTHPAHH NALMEHTH. Braronpuatiu epexTH ot
TepanuaTa ¢ UIMKIOCTIOPHH ca HabMIoIaBaHH NPH peauLa 3a00NIBaHKs ¢ 10Ka3aHa Wi
npeanonaracMa aBTOMMYHHA €THOJIOTHS.

[leauaTpuyHa nomynauus: LMKI0CHOpHH € JoKasan cBoATa eGHKACHOCT IPH CTEPOHA-3ABHCHM
Hedpo3eH CHHIPOM.

5.2 ®@apmMaKoKHHETHYHH CBOHCTBA

Abcopbuus
Cnen nepopatHo npuiarade Ha Sandimmun Neoral nukoBa nitasMeHa KOHUEHTPALIHA HA

LHKIIOCTIOPHH CE IOCTHIa B paMKHTe Ha 1-2 uaca. AGcomoTHara nepopaina GHOHANMUYHOCT Ha
LMKIIOCTIOPKH cnen npunarane Ha Sandimmun Neoral e 20 1o 50%. Ha6nionasa ce okono 13 u 33%
norwkerne Ha AUC 1 Cpax pu npunarade Ha Sandimmun Neoral ¢ xpasn ¢ BUCOKO ChABPXaHHE Ha
Ma3HuHK. Bpbikara Mex1y npunoxeHata 103a H ekcnosuuuara (AUC) Ha UMKIIOCTIOPHH € JIHHeHHa B
paMKMTe Ha TepaneBTHYHHA 1030B HHTepBan. Bapuabuinoctra Ha AUC H Crax MEXAY OTIENHHTE
MHIMBHIH H Ta3H NPH eIHH H ChLIM HHIUBKA ¢ IpuGausuTento 10-20%. Sandimmun Neoral pasrsop
M MEKWTE JKEJaTHHOBY Kancysii ca 6HOEKBHBANEHTHH.

TMpunarakero Ha Sandimmun Neoral Boau 10 59% no-sucoka Cmax 1 npubmusutento 29% no-sucoka
HrOHATHYHOCT OTKOJIKOTO Sandimmun. HanWYHMTE NaHHYM FOKA3BAT CEAHOTO: NPH NpeMuHaBaHe |:1
oT Sandimmun MeKH skenaTHHOBH kancynn kbM Sandimmun Neoral Meky sxenaTMHOBH KarncyJi, Hai-
HMCKWTE KOHLEHTPALMH B LsJ1a KPBB Ca CPaBHEMH U CE 3aMa3Bar B XKENAHHA TCPaNeBTHHEH HHTEPBAIL.
Tpunaranero Ha Sandimmun Neoral noenysea 6naronpuaTHO THHEHHOCTTA Ha EKCTIO3ALMATA Ha
unitocriopun (AUCs). Toil npeniara no-nocrosHen npodun Ha abeopOLKs, KOHTO ¢ Bayse no-
MAJKO OT MPHEMA HA XPaHa WK OT PUThMA Ha IeHd 3a pasiuka oT Sandimmun.

Pasnpeaenenne
HMKJIOCTIOPHH Ce pasnpeaens B roAAMa CTeNeH H3BbH obema Ha LHPKYHMPaLaTa Kpba, ¢ NPUBHACH

ofem Ha pasnpeaenenne ot 3,5 I/kg. B kpbaTa 33 10 47% € HanuueH B I1asMara, 4 o 9% B
numbountHTe, 5 20 12% B rpaHynounThTe M 41 10 58% B epuTpoUMTHTE. B nnazmara
npubnuzutento 90% e cBbp3aH ¢ NPOTCHHUTE, NPEAUMHO ¢ THNONPOTEUHHUTE.

BuorpaHcdopmaums

LIMKAOCROPHH Ce MeTaGONH3Kpa B rONIAMa CTeneH 10 MpubausuTento 15 metaGonnra. MetaGonmambT
ce OCHIIECTBARA MNABHO B uepHus Apob upes uMtoxpom P450 3A4 (CYP3A4) v OCHOBHHAT MBT Ha
MeTaboH3UpaHe BKIKOYBA MOHO- W JIMXHIPOKCHIMpaHe H N-IEMETHIMpaHe Ha Pa3NA4HK y4acTbLH
OT MOneKynata. Bcuuku uieHTHOUUHPaHA MeTaboNMTH ChABPKAT LWIOCTHATA MICNTH/IHA CTPYKTYpa
HA OCHOBHOTO BELLECTBO, HAKOH MPHUTEXkaBat ¢aba MMYHOCYTPECHBHA aKTHBHOCT (40 eAHa feceTa oT
Ta3H Ha HEMPOMEHEHOTO BELLECTBO).

Enumunupane
EAHMHHHpaHETO € NPeJMMHO 4pe3 XJIIbUKaTa, eaBa 6% OT MepopaiHaTa 103a C€ EKCKpETHpa

ypunaTta H camo 0,1% OT eKCKPETHPAHOTO B YPHHATa € B HENPOMCHEH BHA.

JlasHuTe 33 KpailHUs NONYKHBOT Ca NPOTHBOPEUHEH M Ca B NPAKA 3aBUCHMOCT OT MCTOJA
W3CneBaHE U TapreTHaTa nomynauus. KpaiiHHAT NOyxHBOT BapHpa oT 6,3 Haca npu 3ap
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A06poBosuK 10 20,4 4aca PH NALKEHTH C TeXKO depHOAPoGHO 3abonaBane (BXK. ToukH 4.2 n 4.4).
ENMMHHALMOHHHAT NOTYKHMBOT MpH 6bOPEUHO TPAHCILNAHTHPAHH NALMEHTH € NPHOIH3HTENHO
11 yaca, c uHTEpBaN Mexay 4 H 25 uaca.

CnelManyy NOMmyIalHH
ITayuenmu c 6vbpeuno yepescoane

B npoy4sane, NPOBEAEHO NPH MALMEHTH C TepMUHaIHA OBOpeuHa HEAOCTATLUHOCT, CHCTEMHHAT
KAMPBHC € APUGIIH3NTEITHO JIBE TPETH OT CPEAHHA CHCTEMEH KAHPBHC TIPH NALMEHTHTE ¢ HOPMAlTHA
616peuna dyHkuma. [lo-manko ot 1% ot npuaoxkeHaTa 103a Moke 1a ObJe OTCTpaHeHa 4pes3
AHATH3A.

Hayuenmu c ueprnodpobHo yepexcoare

Moxe aa ce Habmoaasa 2 10 3 NbTH NOBRIIABAHE HA €KCHOZHLMATA HA LHMK/IOCTIOPHH MPH MAalMEHTH C
4epHOIPoGHO yBpexkaane. B npoyuBane NpH NALMEHTH C TEXKA CTEMEH Ha YepHOAPODOHO yBpexaate,
¢ GHOMCHYHO JIOKA3aHA LHPO3a, KPAHHUAT nonyxueoT e 20,4 vaca (uurepsan mexay 10,8 no

48,0 uaca) cnpamo 7,4 ao 11,0 yaca npy 30paBH HHIUBHIH.

IleanaTpyyna NOMyJatHA

DapMakOKMHETHYHUTE JaHHH OT npuioxkeHHeTo Ha Sandimmun Neoral nnn Sandimmun npu
neJHAaTPHYHH NIALUHEHTH ca MHOTO orpannyenH. [Ipn 15 6x6peuHo-TpaHCNNAHTHPaHH NAaUMEHTH Ha
Bb3pacT 3-16 roaMHM, KIMPBLHCHT HA LIMKIOCTIOPHH OT LANa KPbB CJIC MHTPABEHOZHO NPHNOKEHHE Ha
Sandimmun e 10,6+3,7 ml/min/kg (onpezenen upes: Cyclo-trac cneupdiuueH HMYHOEH3IUMEH METOL).
B npoyusate npu 7 6b6peUHO TPAHCIIAHTHPAHH NALMEHTH Ha Bb3pacT 2-16 roquHH KIHPBHCET Ha
uMKIocnopuu Bapupa ot 9,8 1o 15,5 ml/min/kg. Ilpu 9 yepHoapOOHO TPAHCNNAHTHPAHH NALMEHTA HA
pb3pacT 0,65-6 ronunn KIMpBHCSHT € 9,3+5,4 ml/min/kg (onpenenen upes: HPLC meton). [lpn
CpaBHEHHE C BL3PACTHH TPAHCILTAHTHPAHH NALIMEHTH, PasiHKaTa B OHOHATHYHOCTTA MEXLY
Sandimmun Neoral u Sandimmun npu eua e cpaBHUMa ¢ Ta3H, HabM101aBaHa NPH Bb3PACTHH.

5.3 IlpeaxkIHUMYHH JAHHM 32 GesonacHoOCT

L{HKT0CMOpHH He MOKa3Ba NOKA3aTeNCTBa 32 TEPATOreHHH €EKTH NPH MITbXOBE H 3aHLIA NPH
nepopaiHo npunoxenue (a0 300 mg/kg AnerHo). Linknocnopuu € eMOpHO- H GETOTOKCHYEH, KOETO
Ce MOKa3Ba OT HAMAEHOTO TErJI0 Ha TUI0/1a M CBBP3aHOTO € HErO H30CTABAHE B CKENETHOTO PasBUTHE.
Husata 6e3 HabmonasaH edekt (no observed effect level, NOEL) ca nox Makcumannara
npenopruMTeaHa ao3a npu xopa (MRHD) Be3 ocnosa Ha TenecHara nopbpxHoet (BSA). Ipn
GpEeMEHHHU TUTbXOBE, KOMTO MOJIyUasaT LUMKIOCNopHH 6 ¥ 12 mg/kg nHeBHO HHTPABEHO3HO (1104
MRHD B3 ocHoBa Ha BSA), deTycHTe ca ¢ MOBMILEHA YECTOTA HA MOSBa HA BEHTPHKY/NapeH
cenTalieH aedeKT.

B nBe my6aMKyBaHH H3CNENOBATENCKH IIPOYYBAHHSA, 3aHLM HA BB3PACT 10 35 CEAMHLIA, H3/IOKEHH Ha
UHKTOCTIOpHH in utero (10 mg/kg JHEBHO MOAKOXKHO) ca NMoKa3anu noHnxkeH 6poi Ha HedpoHHTE,
6b6peuHa XMnepTpoQHs, CHCTEMHA XHIEPTOHHUA U nporpecuBHa 61b0peuna HeaocTaTh4HOCT. Tesu
HAXOJKU He ca BUAM yCTaHOBEHH MPH APYTH BUAOBE M TAXHATA BAJHAHOCT NPH XOPa € HEU3BECTHA.

B npoyuBaHe 3a mepH- ¥ MOCTHATAIHO PA3BUTHE TIPH MTHXOBE UMKIIOCTIOPHH NOBHLIABA IPe- H NOCT-
MMIUIaHTAIMOHHATA CMBPTHOCT HA MOTOMCTBOTO H BOJH 0 TIOHKXKEHO HAAaBaHE HA TEIECHOTO
TErNO Ha OLie/eIMTEe MAIKH MPH Hai-Bucoka Jo3a 45 mg/kg anesHo. NOEL e non MRHD Bb3 ocHoBa
Ha BSA

Tpu npoyusaHe 3a EPTHIHTETA IPH [UTBXOBE He ca HabonaBaHK HexenaHn edeKTH BbPXy
depTHIIHTETa ¥ penpodykTHBHOCTTa 10 |5 mg/kg nuesHo (nog MRHD Bb3 ocHoea Ha BSA) npu
MBKKH M JKEHCKH [UTBXOBE.

LIMKIOCTIOPHH € NPOYUBAH B PEHLA int Vifro U in vivo WICIEIBaHHA 33 FEHOTOKCHHHOCT 6¢
KNMHHYHO 3HaYHM MYTarc¢HeH MoTeHUHal.
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[Mpoy4BaHus 3a KAHLEPOreHHOCT Ca NPOBEACHH NPH MBXKH H XKEHCKH IUTHXOBE H MHLIKH. B
78-ceIMHMUYHO NPOYUYBAHE TIPH MMLUKH, NPy 303k OT |, 4 1 16 mg/kg NHEBHO ca OTKPHTH
JOKA3aTeJICTBA 33 CTATUCTHYECKH 3HAYMMO MOBHUIEHHE Ha TIMMGPOLIMTHH THMGBOMHU NIPH KEHCKHUTE
EKIEMILIAPH, 4 YECTOTATA HA XENaTOLENyNapHUA KapHHHOM MPH CPEAHUTE JO3UPOBKH NPH MbKKHTE
3HAYMTETHO HAJBMILABA KOHTPONHaTa CToHHOCT. B 24-ceAMH4HO MPOYUBaHE MpPH MIIBXOBE,
nposeaeHo ¢ 202u ot 0,5, 2 1 8 mg/kg nHEBHO, NPH HHCKHTE A03UPOBKH, MNOABATA HA aICHOMH Ha
OCTPOBHMTE KJIETKH B NAHKpeaca 3HaYHTENIHO HaiBHILIABA KOHTPONHATA CTOHHOCT.
XenarouenynapHuTe KapLUMHOMH M aICHOMH Ha OCTPOBHMTE KJIETKH Ha NaHKpeaca He ca Onnn
J10303aBUCHMH.

6. OAPMANNEBTHYHU JAHHHU
6.1 CnHcbK HA IOMOMHHTE BeliecTBA

Anda-Tokodepon

EraHon, Ge3poaeH

[Mponunenrnukon

3bpHEHH MACTHH-MOHO-AN-TPHTITHLIEPUAH

Makporo/rjHLEpONoB XHAPOKCHCTeapaT / noauokcui 40 XUaporeHHpaHo puitMHOBO MAciIo

6.2 HecbBMeCTHMOCTH
Henpunoxumo
6.3 Cpox naroanocr

3 roauHn
Jla ce u3nonasa o 2 Mecela ciiel AbPBOKaYaIHOTO OTBApAHE.

6.4 CnemHANHH YCIOBHA HA ChbXpaHeHHe

Sandimmun Neoral nepopanen pa3Teop TpaGBa fa ce chxpanasa Mexxay 135 u 30°C, o ne noa 20°C
3a noBeue ot 1 Mecel, Thif KaTo ChAbPXKA ECTECTBEHH Ma3HHHH, KOHTO HMAT CKIOHHOCTTA Ja ¢e
BTBBLPAABAT NPH HKCKK Temneparypu. [pu Temnepatypa noa 20°C moxe aa ce obpasysa
sKenenonobHa TEeYHOCT, KOATO ce BTeUHABA OOPaTHO MPH NOBHLIABAHE HA TEMMeEpaTypara Ha
cbxpanenne a0 30°C npexu ynorpeba. BramoxkHo € a ce HabaoaaBaT MAIKH JIIOCTIH HTH JIEKO
yranBane. Te3n eHOMEHH He BIUAAT BbPXY eduKacHOCTTa M 6€3011aCHOCTTa Ha MPOAYKTa H
OTIPENIEASHETO Ha I03aT4 C [IOMOLITA Ha NMIETaTa OCTaBa BCE TaKa TOMHO. 3a yCIOBHATA 32
CbXpaHeHHe Cilell [TbPBOHAYANHOTO OTBAPAHE Ha IEKAPCTBEHUS NPOAYKT, BHXKTE ToUKa 6.3.

6.5 BHA H CLABPKAHAE HA ONAKOBKATA

50 ml 6yTHAKa OT KadsiBO CTBKIO, ¢ AyMHUHHEBA OTYYIIBALIA CE Kanmauka H ryMeHa 3amylIanKa.
OcurypeH e 1 KOMIUIEKT 3a 103HPaHE Ha NPOAYKTa.

Onakoska ot 50 ml nepopaneH pa3TBop ¢ 2 KOMILIEKTa (CIPHHLIOBKH) 32 MEPOPAIHO 103HpaHE.
6.6 CneuMaTHH NpeaNna3HH MEPKH NPH HIXBLpJsiHe

Sandimmun Neoral nepopaneH pa3Teop ce npejnara ¢ [Be CIIPUHUOBKH 32 M3MEPBaHe Ha J103aTa.
CnpsruopkaTa ot | ml ce W3ro/3Ba 3a M3MEPBaHe Ha I03H NO-MaIKA WK paBhy Ha 1 ml (8cska
mapkHposka ot 0,05 ml croTBeTcTBa Ha 5 Mg UMKOCTIOpHH). CripusuoBKaTa oF 4 ml ce u3ng
u3MepBaHe Ha 03H no-ronemd oT 1 ml u no-manku ot 4 ml (Bcsaka Mapkuposka ot 0,1 ml
chOTBETCTBA HA 10 Mg UKKIOCIOPHH).
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ILpeonauanna ynorpeda Ha Sandimmun Neoral nepopasien pa3reop

1. [ToBaurHeTe Kama4yeTo B LEHTHPa HA METAJIHUA MPbCTEH.

2 CpasieTe HAMMBITHO METAJIHMS MPLCTEH.
3. M3pazere cHBaTa ryMeHa 3anyLiaika v g W3XBbpJieTe.
4. [locraBere M HaTucHeTe TphbOMUKaTa ¢ Oenus HakpalHUK B

I'bPAOTO HA OyTHIIKATA.

5. H36epeTe cpMHIIOBKATA B 3aBUCHMMOCT OT NPENUCaHns 00eM.
3a 06eMH Nno-MaJiki Wiy pagHd Ha 1 ml, nanonspaiire
cnipuiokara ot 1 ml. 3a obemu no-rosiemu ot | ml,
uznon3gaiite cnpuHiopkarta ot 4 ml. [locrasere Bbpxa Ha
CMNPUHLIOBKATA B OEIHA HAKpalHHUK.




6. Haabpnaiite OyTanoTo, 10KaTO U3TEMIHTE NPEANMCAHOTO
KOJIMYECTBO JIEKAPCTBO (J10JIHATA YaCT Ha NPbCTEHa Ha OyTanoTo
TpsAOBa 71a ChBNA/HE ¢ MAPKMPOBKATA HA CIIPHHLIOBKATA, KOATO
nokasea obemMa Ha U3Ter/1eHOTO JIEKapCcTRO).

Py

T H3ronere roeMure MeXypueTa 4pe3 HaTHCKaHE H M3TCrIIAHE Ha
6yTaﬂ0T0 HAKOJIKO ITbTH, MPEIH Jla U3BaJIMTE CIIpHHLIOBKATA,
ChAbpiKalla npeandcaHaTta 103a OT 6yTHﬂKaTa. Hanuuuero Ha t
HAKOJIKO MAJIKH Bb31IYIIHH MEXypHeTa € 0e3 3HaueHHe U HAMA 2
Ja OKakaT BJIMAHHE BbpPXY A03aTa No HHKaKbLB Ha4HH.

8. [TocTaseTe EKapCTBOTO OT CIPHHIIOBKATA B MAJIKa CTHKJIEHA
yaiua, ChabprKalla HAKAKBa TEYHOCT (HO HE M COK OT
rpeindpyT). U30areaiite BcekH 10NMpP HA CIPUHIIOBKATA J10
TEUHOCTTa B yaiiaTa. JlekapcTBOTO MOKe J1a ce 100aBH
HenocpeaAcTBeHO npean npuema. PasObpkaiite u u3nuire
A1aTa cMec BeHara. BelHbK NpUroTBEHO JEKapCeTBOTO
TpabBa /1a ce npHeMe He3abaBHO.

9. Cnen ynorpeda, camo 10/ICyLIeTe CpHHIIOBKATA OTBBH Che
cyxa kbpna u s npubepere oOpatHo B KyTuaTa . Ocrasere
6enus HakpaWHHMK W TphOMUKaTa B OyTHiIKaTa. 3aTBOpETE
OyTHaKaTa ¢ OCMrypeHara Karauka.

IMo-HaraTbiHa ynoTpeda
3ano4HeTe OT TOYKa 5.

Hewusnonzpauusar JIGKapCTBEH NPOAYKT HJIH OTNAIbYHHTE MAaTCPHAJIH OT HEro TpHGBa Ja CC U3XBBPJIAT
B CbOTBETCTBHE C MECTHHTC H3HCKBAHHSA.

7. IMPUTEXATEJ HA PABPELLEHHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnanaus
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8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

20010484

9. JATA HA ITBPBO PA3PEINABAHETIOAHOBSIBAHE HA PA3PEHIEHHETO 3A
YIIOTPEBA

Jlata Ha nbpEO pa3pewanane: 21 1oHK 1994 1.

Jlata Ha nocneano noaHosagawne: 21 anpun 2011 1.

10. JATA HA AKTYAJIM3IHPAHE HA TEKCTA

[Moxpo6ha WHdopMaLKs 3a TO3U IEKAPCTBEH MPOAYKT € NpeocTaBeHa Ha yebcaiita na HManbinurenta
areHuMs Mo jexapcrBata www.bda.bg
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