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1301kt UTERHA ATEHUMS MO NEKAPCTBATA

1. UME HA JIEKAPCTBEHUSA ITPOJAYKT

| Kpamrka xapaxmepucmuka Ha npogyxma - [Tpuaoxmerue 1

A00LOYEA | B2

Canaumyn Heopan 25 mg MeKH Kancysiu .
Canaumyn Heopan 50 mg Meku kancynu { Kom Pez. Ne

. I PaspewsHue e
Sandimmun Neoral 25 mg soft capsules | ' ,L g @ _84 q9p
Sandimmun Neoral 50 mg i capsules } BG/MAMP - ... S 0.0.7 . o er e el

9 KAYECTBEH H KOJIMYECTBEH CbCTAB

Beska kancyna Sandimmun Neoral 25 mg ebabpika 25 mg UMKIOCMIOPHH.

[loMo1HY BelllecTBa ¢ U3BECTHO JIEHCTBHE:

Eranon: 25 mg/kancyna. Sandimmun Neoral mekn karncysin ebabpakatr 11,8% o/o eranon (9.4% m/o).
[Tponunenraukon: 46,42 mg/kancyna.

Makporoarauieponos xuapokcucreapar / Ioarokenn 40 XMAporeHHpaHO PHUMHOBO Maci1o:

101,25 mg/kancyna.

Beska kancyna Sandimmun Neoral 50 mg chabpxka 50 mg UHKIOCMIOPHH.,

[ToMO1IHH BELIECTBA C 3BECTHO JIEHCTBHE:!

Eranon: 50 mg/kancyna. Sandimmun Neoral mexu kancyiu cvabpxat 11,8% o/o eranon (9,4% m/o).
[Tponunenraukon: 90,36 mg/ kancyna.

Makporonrinueponos xuapokeucreapat / Toanokenn 40 XMaporeHMpaHO PULIMHOBO Maclo:

202,5 mg/kancyna.

3a NbJIHKUA CIUCHK HA MOMOLLHHTE BEUIECTBA BHKTE TOoUKa 6.1,

3. JJEKAPCTBEHA ®OPMA
Mekwu kancyiu

Sandimmun Neoral 25 mg - CuHbO-CHBA, OBajIHA, MEKA >KeJJAaTHHOBA KaricyJia, ¢ Ha/lMUC B YEPBEHO
“NVR 25mg”.

Sandimmun Neoral 50 mg - )KbaTo-6s/1a, npoAbAroBara, MeKa sKeJJaTHHOBA Karicyia, ¢ HaJll1e B
yepreHo “NVR 50mg™.

4. KJIUMHHYIHH JAHHHU

4.1 TepaneBTHYHH NOKA3AHMA
[Toka3zanus B 06J1acTTa Ha TPAHCIUIAHTALIMATA
Tpancnaanmayus na CONUOHU OP2anUl

[lpenoTBpaTsBaHe Ha peakLMs HA OTXBbPIISHE HA NPHCAJIKATA CJie/l TPAHCTIIAHTALMS HA COJIMIHM
OpraHu.

Jleuenue Ha peaKlHs Ha KJIETbYHO OTXBbPJIAHE HA MMPUCaJIKaTa NpH NMalMeHTH, NTpUEMaALLH 1pyry
HUMYHOCYTIpECHpallH Cpe/ICTBa.

Tpancn.-’taumm;uﬂ Ha KOCMeH MO3bK
npeﬂ,OTBpaTﬂBﬁHe Ha peaKlMATa HA OTXBBPJIAHE Ha NpHCcaZKaTa CJie aJloreHHa KOCTHOMO3b4Ha
TpaHCIUIaHTAlMA WJIH TPAHCIUIAHTALMA Ha CTBOJIOBH KJICTKH.

npOCIJHJ'[aKTHKEl HJIH JIEYCHHUEC Ha 60.HGCTT3, npemt?,amcal-[a OT p€aKuLuAaTa Ha ﬂpl’lCﬂﬂ.KaTa cpe
npuemarens (graft versus host disease - GVHD).



[Mokazanug H3BLH 00J1aCTTa HA TPAHCIIAHTALUATA

Endozenen yaeum

JleueHHe Ha 3aCTpALUABALL 3PEHHETO UHTEPMEAHEPEH HITH 3aJIeH YBEHT OT HEMH(EKIMO3EH TIPOH3X0A
IPH TNIALKEHTH, NP KOHTO KOHBEHLIMOHATIHATA Tepanks € Ouia HEYCNewHa 1K € IPEAN3BHKaIa
HENPHEMITMBH HEXE/IAHH PCAKLHH.

JleuexHe Ha yBeuT npu Gonect Ha bexyer ¢ peunaMBHpallH BL3NANUTENHH PEAKUMH, 3aCATaliH
peTHHATa MPY NauMeHTH G€3 HEBPOIOTHYHHM MPOABH.

Hegposen cunopom

CTepoHI-3aBHCHM M CTEPOM/I-PE3HCTEHTEH HEPPO3EH CHHAPOM, BCIEACTBHE TbPBHYHH [IOMEPYIHU
3abonaBaHua KaTo HedPONATHA C MMHMMAIHH H3MEHEHHA, GoKanHa H CerMEeHTHa INIOMEpYIOCKIIepo3a
HITH MeMOpaHo3eH TIoMepyIoHeppHT.

Sandimmun Neoral Moxe 12 ce H3MON3Ba 32 HHAYKUHA W NOJAbLPIKAHE HA peMHCHA. Moxe na ce
M3MOJI3BA ChIIO TaKa 3a MOALBPYKAHE HAa CTEPOHI-HHAYLIMPaHa PEMUCHA, NO3BOJIABAHKH CIIHPAHE Ha
KOPTHKOCTEPOHIHTE.

Peeuamouden apmpum
JleueHue Ha TEXbK, AKTHBEH PEBMATOH/IEH apTPUT.

Hceopuazuc
JleueHue Ha TEXBK [ICOPHA3KC MPH MALMEHTH, NPH KOMTO KOHBCHUHOHANHATA Tepanus €
Hernoaxoasnila uin 6e3 epekT.

Amonuven depmamum
Sandimmun Neoral € noka3aH Npyu NaUKeHTH ¢ TEXbK aTONMHYEH JIEPMATHT, NPH KOUTO € HeobxoanMa
CHCTEMHA Tepanus.

4.2 JTo3upoBka H HAYAH Ha NPHJIOKEHHE

EOSHQOBK&

[MpunoxeHUTe CXeMH 32 NEPOPATHO MPHIOKEHHE Ca CaMO HACOUBALLH.

JlnesHaTa 103a Ha Sandimmun Neoral Tpafra na ce pasnenu Ha 1Ba OTAENHM NPHEMA, pa3NpeaeIeHH
HA pPaBHH HHTEPBANM rpe3 AeHd. Ipenopbusa ce 1a MMa NOCIEN0BATEIHA CXEMA HA MPHIIATaHe Ha
Sandimmun Neoral no oTHOLIEHKE Ha BPEMETO OT AEHA H BPH3KATa ¢ XPAHEHETO.

Sandimmun Neoral Tpafea aa ce npeanncesa caMo OT, WiH B TACHa Konabopauma ¢, Jikap ¢ OMHT B
MMYHOCYTIPECHBHATA TEPallug H/WIIM OPraHHaTa TPAHCILIAHTALIHS.

Tpancnaanmayus

Tpancnranmayus Ha CONUOHYU OP2aKy

Jleueuneto cbe Sandimmun Neoral TpaGpa na ce 3ano4He B pamkuTe Ha 12 Yaca npeaM onepaumaTa B
no3a ot 10 a0 15 mg/kg, pazneneHa Ha 2 npueMa. TasH Jo03a Tpabea na ce NOANLPKA KaTo JHEBHA
1033 B NPOAb/LKEHHE Ha | 10 2 ceAMMLM C/EA OTIEPaUMATa, KaTo NOCTENEHHO Ce HaMasBa B
CBLOTRETCTBHE C MJ1a3MEHHTE HHBA, B CbOTBETCTBHE C JIOKAIHHA HMYHOCYTPECHBEH NPOTOKON A0
JOCTHIraHe Ha MPenopbYUTEAHATA IOATbPXKALLA 1034 0T okono 2 1o 6 mg/kg, npunoxena B 2 oTAETHH
npuema.

Koraro Sandimmun Neoral ce npunara ¢ Apyrd AMyHOCYIIPECOPH (HaNp. KOPTHKOCTEPOMAM HIIH KATO
4acT OT TPOiiHA UK YETBOPHA EKAPCTBEHA TEPAMHA), MOXE /1a CE MpHIara B 110-HUCKH 103K (Hanp
1o 6 mg/kg, NPUICKEHH B 2 OTAEIHH IPHEMA MPH 3arI04BaHE HA IEHCHHETO).

Tpancnaanmayusn Ha KOCMEH MOTBK g
HauanHara f103a TpsaGBa fa ce najie B 1¢HA NPEAH TPaHCILIAHTaUMATa, B noBeyeTo cayyau 3
Ce MpeAnoYUTa NpIIaraHeTo Ha Sandimmun KOHLEHTPAT 3a MHGY3HOHEH Pa3TBOP.



[IpenopwunTenHaTa HHTpaBeHo3Ha A03a € 3 Ao 5 mg/kg/ned. UnpysuaTa npoabikasa B CbluaTa 033
110 BpEME Ha HEMOCPEACTBEH!S MOCTTPAHCIIAHTALHMOHEH MEPHOA 0 2 CeIMHLM Ciel
TPAHCIUIAHTALIHATA, MPESH Aa ¢ NPEMKHE KM NepopaHa MnoaabpxKaima Tepanud ¢be Sandimmun
Neoral B qHeBHa A03a oT 0k0J10 12,5 mg/kg, npunoxkena s 2 OTASNHM MpHEMA.

IMoaaspxalloTo NeueHke TpAGBa Aa NPoAb/IKH MoHe 3 Mecela (3a npeanouKTaHe 6 Meceua) mpeau
103aTa [IOCTENEeHHO Aa Ce HAMallKd [0 Hyna, | roaqvHa ciej TpaHCHIaHTalUHATa,

AKo TIpH 3ano4BaHe Ha ieueHureTo ce npuiara Sandimmun Neoral, npenopbuunTenHata AHeBHa 103a €
12,5 no 15 mg/kg, npunoxeHa B 2 OTAENHH NPHEMA, KATO Ce 3aMoYBa B ACHA Npeax
TPaHCIUIAHTALIHATA.

Moske Aa ce HANOXKHM MPUIAraHeToO Ha NO-BHCOKH 1031 Sandimmun Neoral uin npunarane Ha
MHTPaBEHO3HO JleYeHKe cbe Sandimmun NpH HalKYHE HA CTOMALUHO-4PEBHE HAPYLIEHH, KOUTO
MoraT Aa HamanaT aGcopbuuarTa.

TpH HAKOM NALMEHTH CIIEJ| CIIRPAHE HA JIEYEHHETO C IIMKNOCNOPHH MOJe /12 Bu3HukHe GVHD, Ho
OGMKHOBEHO Ce MOBNHUABa OIaronpHATHO Cle]l NOQHOBABAHE HA Neuennero. B Takuea ciyuan
MbPBOHAYATTHO CE [IPHIAra 1epopanHo HaToBapeaula ao3a ot 10 no 12,5 mg/kg, cnen xoeto ce
npunara NOAABPKAIIATA J03&, KOATO NpeaH Tosa € Guna ¢ nobbp ediexr. [1pu neuenre Ha neka
xponnusa GVHD Tpa6ea na ce npunarat Hucku no3u Sandimmun Neoral.

Hoxazanua uzevH obracmma HQ MPANCRAGHMAYUANMA
Korato Sandimmun Neoral ce H3nonzsa Nopaan HAKOE OT YCTAHOBEHHTE NOKA3aHHA H3BLH 06nacTTa

Ha TpaHCIUlaHTalAsTa, TpAGBa na ce cnearar cneanute ofuim npasuna:

[Npeau 3anouBaHe Ha NEYEHHETO TPAGRA NOHE ABYKPATHO /1a Ce HANpPaBy OLIEHKA HA U3XOJHATa
616peuna dynkuma. M3uucnenara ckopocT Ha romepynHa guntpauus (¢GFR), usuncnena no
(opmynata MDRD, Moxe 1a ce H3M0/13Ra 32 OLEHKa Ha G1bOpeyHaTa QyHKIMA NPH BB3PaCTHH
[ALMEHTH, 2 ChOTBETHATA NOAXOoAAWA GopMyra 3a aella TpAGBa Ja ce u3non3ea 3a ouenka Ha eGFR
Mpw neauaTpuuni nauueHTH, Ti kaTo Sandimmun Neoral moxe fa yepeau Gx0pednarta yHkums, e
HeoGX0MMO HECTO Jia ce NMpaBH oLeHka Ha Or6peynara dynkumsa. Ako €GFR ce nonmiku ¢ noseue oT
25% cnpAMO H3XORHATA CTOMHOCT TIPH MOBEYe OT €HO M3MepBaHe, 1o3aTa Ha Sandimmun Neoral
Tpabea na ce Hamanu ¢ 25 10 50%. Axo nommwkeHueto Ha eGFR cnipamo u3sxonHata cToOHHOCT € Han
35%, TpsOBa a ce KMa MpeIBHJ MO-HATaTLIHO HAMANABAHE Ha 03aTa Ha Sandimmun Neoral.
IpenopbkuTe ca BATHAHH, JOPH KOMaTO CTOWHOCTUTE NPH CHOTBETHHA NALUEHT Ca B PAMKHTC Ha
HOPMAJTHHTE 1aGOpPaTOPHH CTOHHOCTH. AKO HaMaJIABAHETO Ha JI03aTa He A0Belle A0 NoAobpeHIe Ha
eGFR B pamkuTe Ha equH Mecetl, ieveHneTo cbe Sandimmun Neoral Tpabea na ce npeycTaHOBH (BX.
TovKa 4.4).

Heo6xoauMo e peloBHO NPoCieAaBaHe HA KPbBHOTO Hansraxe.

IIpenoprusa ce onpenensHe Ha OMTUPYOHHA H HA OCTAHANUTE NOKA3ATE/H 3a OLCHKA HA
yepHoApobHaTa GyHKUKMA NP 3aN0UBAHE HA JIEYEHHETO, KAKTO H BHUMATCTHOTO WM NpPOC/IEAABaHE
1o BpeMe Ha Jieuenrero. [Ipenopbupa ce ChILO TaKa ONPEAEHAHE HA CEPYMHHTE JIHIHIH, HHBOTO Ha
Kanuif, MarHe3sHH W MMKOYHA KHCENMHA, NPENH 3aMOYBAHE Ha NIEYEHHETO H NEPHOTHYHO M0 BpEME Ha
JeUYeHHETO.

Moske Ja ce HATOXKHK H3BBLHPENHO IPOCNEAABAHE HA HUBOTO HA LIMKJIOCTIOPHH B KPBBTA NPH
MpHJIaraHeTo My MPH MOKA3aHHA H3BBH 00/acTTa Ha TPAaHCINAHTALUMATA, HANP. MDY NPU/IAraHe Ha
Sandimmun Neoral eqHOBpeMEHHO ¢ BelECTBa, KOHTO MOTaT 1a IOBIMAAT GpapMaKOKHHETUKATA Ha
LMKIOCTIOPHH UITH B Cydail Ha HeoGHUaeH KIMHHYEH OTTOBOP (HAMmp. JIMICA HA epUKACHOCT WK
MOBMLICHA IEKAPCTBEHA HENOHOCKMOCT, KaTO HanpuMep GubpeuHa THChYHKLIHS).

O6MuaiiHUAT HAYMH HA TIPHIIOXKEHHE € Fpe3 yeTaTa. AKO C¢ H3MON3BA KOHLIEHTPAT 38 HHpY3M
pasTBop, TpA6Ba /1a ce BHHMAaBa 1a CE OCHTYDH NPWIAraHETO Ha a/IeKBATHA MHTPABCHO3HA AQ!
I



Ja CbOTBETCTRA HA MEpOopaiHaTa 103a. Hpenopvlsa C¢ KOHCYNITalHA C NEeKap € ONHUT B NPUNAraHeTo
Ha LHKIOCIOPHH.

C H3KJIIOYEHHE HA ALMEHTUTE ChC 3aCTPALlaBAaLlL 3p€HHETO EHAOTEHEH YBEHT H JeliaTa ¢ HedposeH
CHHOpPOM, ob1aTa AHeBHa 1032 He TpaGBa HHKora Aa npeskiaea 5 mg/kg.

3a noABLPKALLO SIeYeHHe Haid-HHCKaTa eeKTHBHA K 100pe noHoCHMa 1032 TPAOBa Ja ce onpeien
HHAHBRTYAITHO.

[1py nauMeHTH, NPH KOUTO 33 ONpeAesieH NEPHOA OT BpeMe (3a No-KOHKPeTHa HHGOPMALIHA BHXXTE 110~
A0AYy) HE Ce TIOCTHTHE 3a10BONMTENIEH OTIOBOP WK €(eKTHBHATA 1034 HE € ChbBMECTHMA C
YCTAHOBEHMTE NPENOPBKH 3a 0€30NacHOCT, NeyeHHeTo ¢be Sandimmun Neoral Tpabea na ce cipe.

Enoocenen yeeum

[MTbpBOHAYATHO ¢ MpenopbyBaT 5 mg/kg AHEBHO NepopanHo, pasfie/ieHH B 2 NnpUeMa, JoKaTo ce
NOCTHIHE PEMHUCHA HAa AKTHBHOTO BBL3MATIEHHE HA YBEATa H nNoJodpeHye Ha 3pHTenHaTa octpoTa. [1pu
pedpakrepHu ciydau no3arTa MoKe Ja ce noeuid A0 7 mg/kg AHEBHO 3a OrpaHHYEH NEPUO] OT
BpEME.

3a IOCTHraHe Ha HA4alHa PEMUCHA WJIH 33 HEYTPAIM3UpaHe Ha €NU30AH Ha OMHO Bb3NAJICHHE MOXe
Ja Ce npuiara JOMbJHHTENHO CHCTEMHO KOPTHKOCTEPOHIHO IEUEHHE ¢ IHEBHH A03H oT 0,2 1o

0,6 mg/kg npeAHH30H HITH HETOB EKBHBAIIEHT, aKO CAMOCTOATENHOTO NPUIOKeHHe Ha Sandimmun
Neoral He BoAM 10 380BONUTENIEH KOHTPOII HAa cheToAHMETO. Cnea 3 Mecella no3aTa Ha
KOPTHKOCTEPOHIHTE MOXE 14 C& HAMAJIH J10 Hak-HuckaTa edekTHBHA A03a.

3a noaaLpxawo feyeHne aozata Tpabsa 6aBHO Aa ce HaMaIH 10 MHHHMAIHOTO €eKTHBHO HHBO,
KOETO BbB (ha3ute Ha peMHCHA He TpAOBa 1a Haasuiiaea 5 mg/kg aHeBHO.

Tpabea aa ce U3KIFOUAT HHPEKLMO3HH NPHIHHUTEAH HA YBEHT NpeAH ynotpebaTa Ha
HMYHOCYTIPECOPH.

Hecgpposzen cunopom
3a NOCTHraHe Ha peMHCHS MPENOPbYNTENHATA THEBHA /103a CE pa3liens B 2 NepopaiH{ NpHeMa.

Ako 616peynaTa GpyHKUHS € HOpMaJTHA (C W3KIIOUEHHE Ha POTEMHYPHA), NPENOPBUHTEIHATA IHEBHA
1032 € CeiHaTa:

- Bb3pacTHH: 5 mg/kg

- nena: 6 mg/kg

[Ipu nauuenTy ¢ Hapyilena ObOpevHa hyHKLUMA Ha4aNHaTa io3a He TpaOBa na Hansuinasa 2,5 mg/kg
NHEBHO.

Kombunaumara ot Sandimmun Neoral 1 HUCKH 103K NEPOPAIHH KOPTHKOCTEPOHAM C€ NPEnopbLBa
NpH JANCA Ha 3210BONMTENEH ebeKT OT CAMOCTOATEAHOTO Npunoxenue Ha Sandimmun Neoral,
0Cc0oBEHO NpH CTEPOUA-PEIUCTEHTHH NIALIMEHTH.

BpemeTo 3a GnaronpHaTHO NMOBJHABAHE BapHpa OT 3 10 6 meceua B 3aBHCMMOCT OT BHAA Ha
rnoMepynonatuata. [1py nknca Ha nogoOpeHHe ciell TO3H MEPHO OT BPEME, JIEHEHHETO ChC

Sandimmun Neoral Tpa6Ba fa ce cripe.

Jlo3uTe ce onpeaensT MHAUBHAYAIHO cnopel edhHKacHOCTTa (MPOTEHHYpHs) M HE30MACHOCTTa, HO He
Tps6Ba na Haasuwaear 5 mg/kg NHEBHO Npy BBE3pacTHH H 6 mg/kg AHesHO NpH Aeua.

3a NOJUIBPKALIO NeueHue A03ara TpAOBa GaBHO Ja ¢& peAyLHpa A0 HaH-HHCKOTO eeKTHBH




Peemamouoen apmpum

ITpe3 nbpBUTE 6 CeAMULM OT €YEHHETO NpenopbunTeHaTa Ao3a e 3 mg/kg AHEBHO nepopanHo,
paznenexu B ABa nprema. IIpn HenocTaTbueH €EKT IHEBHATA 1032 MOXKE /12 C€ NIOBHLIH NIOCTENEHHO,
JI0 rPaHMLIATa HA MHIMBHIYaNHATA MOHOCHMOCT, HO He TpAOBa Aa HajeMinaea 5 mg/kg. 3a nocTuraHe
Ha ONTHMAaNHA e(DeKTHBHOCT MOXKE A1 C€ Hanoxu 10 12-ceaMuuno aeueHue cbec Sandimmun Neoral.

3a noaabLpKAaLe NeYeHre 103aTa TPAORA a ce TUTpHpa Coped MHAWBHAYaNHATA MOHOCHMOCT JI0
HAH-HHCKOTO €)eKTHBHO HHBO.

Sandimmun Neoral Moxe J1a ce KOMOMHHPA C HUCKH 1034 KOPTHKOCTEPOHAH H/WITH HECTEPOHAHH
npoTtueoBb3nanurTentu nekapcteenu cpeacrea (HCIBC) (Bx. Touka 4.4). Sandimmun Neoral Moxxe
Ja ce KOMOHHHpA H C HUCKH J103H METOTPEKCAT CEIMKUYHO NPH NALMEHTH, KOHTO HE CE MOBIHABAT
JOCTATBYHO OT CAMOCTOATEJIHO IPHITOKEHHE HAa METOTPEKCAT, KaTo IMbPBOHAYAIHO C€ H3MON3BAaT
2,5 mg/kg Sandimmun Neoral fueBHO, pa3acNeHd B 2 OTACTHH NIPHEMA C BB3MOXKHOCT J03aTa Aa ce
MOBHLUM, KO HHAUBHIYaJIHaTa MOHOCHMOCT N103BOJIABA.

Hcopuazuc

Jledenueto cue Sandimmun Neoral TpaGea 1a ce 3aM0UHE OT TEKapH C OMUT B AHATHOCTHIMPAHETO U
NeueHueTo Ha ncopuasuc. [lopaan pasnooOpa3nero Ha TOBa ChbCTOAHME, NleyeHHeTo Tpabsa da Obae
MHIMBHAYaNHO. 3a NOCTUraHe Ha PEMHCHA MpPENOPbYMTENHATA HAYAIHA 1032 € 2,5 mg/kg nHeBHO
nepopaHo, pasjeneHa B 2 OTAeNHH npHeMa. AKo 10 1 Mecen He nocneapa nogoSpeHue, AHEBHATA
1032 MOXeE M0CTETNIEHHO 1a Ce MOBHULIM, HO He TpaOra fa Haaemwaea 5 mg/kg. JleweHuero Tpabea na
Ce MpeyCTaHOBH NPH NALMEHTH, PH KOWTO 2KENIAHOTO NMOBNHABAHE HA [ICOPHATHYHHTE JIe3NH He 6bae
NOCTHIHATO 3a 6 cenmuuM ¢ 5 mg/kg NHERHO MU ePEKTHBHATA N03a HE € CHBMECTHMA ©
H3UCKBaHHATA 3a Oe3onacHocT (BK. Touka 4.4).

Hauanuu nosu ot 5 mg/kg nHeBHO ca ONpaBAaHy NPH NALMEHTH, YHETO ChCTOAHHE M3UCKBA OBP30
noaoOpenune. BeaHbxk cnen KaTo ce MOCTHIHE 3a0BOJIMTENCH edeKT, Tepanuara cbe Sandimmun
Neoral MoKe Aa ce npeycTaHOBHM, a MPH cIeABALl PeLMIUB 1a ce H3noa3sa oTHOBO Sandimmun Neoral
B NpeaMiiHaTa edekTHBHA 103a. [IpH HAKOH MALMEHTH MOXKE 1A C€ HAMOXH MPOABIDKHTEIHA
NOAIbPIKALLA TEPATHA.

3a MoAAbPKALIO JIeueHHe 1o3KTe TpAGBA Ja C€ THTPUPAT HHAWBHAYANHO A0 HAH-HUCKOTO €EeKTHBHO
HMBO, KaTO He TpAOBa na HansuwasaT 5 mg/kg AHEBHO.

Amonuuen oepmamum

Jleuenneto ¢be Sandimmun Neoral TpaOBa Aa ce 3an04He OT NEKAPH C OIIHT B AMAIHOCTHLIMPAHETO H
NeYeHHETO Ha artonuyeH NepMmatHt. [lopagu pasHoobpa3HHs xapakTep Ha ToBa 3a00naBaHe,
neyeHueTo TpAGBa Aa Obae MHAHBKAYanHo. [IpenopbunTenHara no3a Bapipa oT 2,5 1o 5 mg/kg
JHEBHO, pasnpezelieHa B 2 OTAENHH NepopanHi npHeMa. AKo Npyx HavanHa Jo3a ot 2,5 mg/kg AHeBHO
He Ce NOCTHIHE 3aJ0BOJHTE/NEH PE3YNITAT B MPOIBIDKEHHE Ha 2 CeIMHLIM, THEBHATA 1033 MoXKe 6bp30
Ia ce MOBHIIH A0 MakcuMyM 5 mg/kg. [1pd MHOTO TEKKH Cly4aH € Mo-BeposTHO Na ce NOCTUrHe O1p3
M aJIeKBaTeH KOHTPO. Ha 3a0onsaBaHeTo NpH HavanHa no3a ot 5 mg/kg anesno. Crnen Kato ce
NOCTHTHE 33J0BOJIHTENEH eekT, Ao3aTa TpaOBa NOCTENEHHO Aa C& HaMAallH H aKo € BE3MOXHO,
Sandimmun Neoral na ce cnpe. Cneapain peunaus Moxke Aa 6bJ1e 0BNAJAH C HOB TEPaNeBTHYEH KYPC
¢be Sandimmun Neoral.

Hezaeucumo, ve npy 8-ceIMUUHO Jie4eHHe MOKE Ja € NOCTHIHE a€KBATHO NOBIHABAHE,
CHUIECTBYBAT AaHKEH 32 €EKTHRHOCT H A06pa NOHOCHMOCT Ha TepanuaTa 1o | roauHa, npx cnassaxe
Ha [PENOPHLKHUTE 38 MOHUTOPHpPAHE.

[Ipemunasane om Sandimmun nepopanma opma kem Sandimmun Neoral nepopaa dopma

HannuHHTE AaHHH MOKA3BAT, Ye cnel npemuHagade |:1 ot Sandimmun nepopanna dopma Kb
Sandimmun Neoral nepopanHa ¢opma, HAH-HUCKHTE KOHLIEHTPALHHM Ha UMKIOCTIOPHH B LA
cpasHuMu. [1py MHOrO nauneHTH obaue, MOXKE Aa HACTBNAT NO-BUCOKH MHKOBH KOHUEHTP
H MOBMLIEHA EKCIO3HLIMA Ha aKTHBHOTO BewecTBO (AUC). [pu Mantk 6poii nauMenTy Te




Ca MO-M3Pa3scHU U MOXE @ MMaT KIMHUYHO 3HaveHHe. OCBeH Topa, abcopbLyaTa Ha LIMKIIOCTIOPHH OT
Sandimmun Neoral nepopanna $opMa e no-Majiko BapHabHiiHa M KOPEAlLHATA MEKY HaA-HMCKUTE
KOHLIEHTPALMH Ha LMKJIOCNOPHH W excrozuumaTa (B cMHChA Ha AUC) e no-cunHa, B CpABHEHHE CBC
Sandimmun nepopanHa popma.

Mopaau BB3MOXHOCTTA 3a MOBHLIEHA €KCIIO3HLMS HA UMKIOCTIOPHH NPH NpeMUHaBaHe OT Sandimmun
nepopanHa dopma kbM Sandimmun Neoral nepopanna gopma, Tpabea n1a ce cnassar c/ieiHUTE
npapuna:

Tlpu TpaHCIUIAHTMpPaHH NaLMEHTH TPAOBA a Ce 3aNOoYHE ChC ChLIMTE AHEBHHU A03H Ha Sandimmun
Neoral nepopanHa ¢opma, KakTo H Ha Npe/Id ToBa M3nonzpaHus Sandimmun nepopanHa gopma. B
Ha4alI0TO Hali-HUCKATa KOHIEHTPALMA Ha LMKJIOCTIOPHH B LiANa Kpb8 Tpa6Ba Aa ce NpocnelH B
paMKuTe Ha 4 10 7 Hu cied npeMuHaBaneTo kbM Sandimmun Neoral nepopanta dopma. OcseH ToBa,
npe3 MbpBHUTE 2 Mecella cel npeMHHaBaHeTo KbM Sandimmun Neoral nepopanna gopma e
HeoOXO0AMMO Aa Ce CIENAT KIHHUYHHTE napaMeTpH 3a Oe3onacHocT, kato 6uhpeuna GyHKUHA 1
KPBbBHO Hasrae. B cayual, ue HaH-HHCKMTE KPbBHHM HMBA HAa LMKIOCTIOPHH Ca M3BhH
TepaneBTHYHUA HHTEPBAI W/HIIH Bb3HUKHE BJIOLIABAHE HA NAPAMETPHTE 3a KIHHH4HA 6€30MacHOCT,
no3ara TpaGea Aa ce aaanTHpa B ChOTBETCTBHE C TOBA.

Tpy NallMeHTH, 1EKYBaHHM 3a MOKA3aHMA H3BBH 00N1acTTa Ha TpaHcIUlaHTauuATa, Sandimmun Neoral
nepopanna gopMa TpaGBa na ce 3aMOYHE B CBIHTE AHEBHH 03K KAKTO W3non3sanxs Sandimmun
nepopanna popma. Ha BTopara, HeTBBLPTaTa H OCMATa CEAMHLA CNIE/ IPEMHHABAHETO KbM Sandimmun
Neoral nepopanHa ¢popma Tpsabsa aa ce npocieadar 6b6peunara pyHKUMA H CTORHOCTHTE Ha KPLBHOTO
HaNAraHe. AKO CTOHHOCTHTE Ha KPbBHOTO HAaNAraHe 3HAYMTEITHO HaABHILABAT CTOMHOCTHTE MIPEIH
npeMuHaeaHeTo kbM Sandimmun Neoral nepopanna dopma nnu ako ¢GFR ce noHmkH ¢ noeeye ot
25% crpamo H3MepeHaTa CTOHHOCT Npefi TepanuaTa Cb¢ Sandimmun nepopanHa ¢opma, NpH noseve
OT eJHO H3MepBaKe, fo3aTa TpsaOBa aa ce peayuHpa (BHxk cbiio “JIONbAHHTENHH NPEANAa3HH MEPKH ™ B
Touka 4.4). B ciyvail Ha HeoyakBaHa TOKCHYHOCT HITH HeePeKTUBHOCT Ha UMKIOCNOpHH TpsOBa na ce
MOHHTOPHPAT U Hali-HUCKHUTE KPHBHM HHBA.

IIpemunasane om eoHa nepopaing dopma yuxrocnopun 6 o0pyea

TNpemMHHABAHETO OT €aHA NepopalHa PopMa IMKIOCMOPHH KbM Apyra TpabBa 1a CTasa 1o 1ekapeko
HabnIoeHKe, BKITKOUBAIIO MPOCNeAsBaHe HA KPbBHHTE HHBA Ha LIMKJAOCTIOPHH NpH
TpaHCIVIAHTUPAHHTE MALMEHTH.

Cneyuannu nonyaayut

IHayuenmu c 6o6peyno yepexcoare

BCHYKH noKa3aHHui

LIMKAOCTIOPMH C€ ENTMMHHMPA B MAJIKA CTeNeH upes 6b0peunTe M HeropaTa GpapMakoKHHETHKA HE CE
MOBJIHABA 3HAYMTENHO NpH 6B6peuHo yBpexaaHe (Bxk. Touka 5.2). Benpexu 1083, nopaau
nedpoTOoKCHYHKA moTenuran (Bxk. Touka 4.8), ce npenopbYBa BHHMATEHO NMPOC/eISBaHE Ha
O6bOpeunara QyHKLHA (BXK. Touka 4.4).

[Moka3anus U3BHH 00AACTTA HA TPAHCILUIAHTALMATA

C M3KIIOYEHHE HA MALUEHTHTE, KOUTO C€ JICKYBAT 33 HeQpO3EH CUHAPOM, NALMEHTHTE ¢ HapyHieHa
6n6peura GpyHKUMA He TpAOBa 1a NpHeMAaT LMKJIOCTIOPHH (BK. MOJATOYKATA 32 IOMBIHHTETHH
MpeayNpexASHAs NIPH [OKa3aHHA H3BBH 00/1aCTTa HA TPaHCMNaHTaunATa B TouKa 4.4). [Ipn nauneHTH
¢ nedposeH cHHApOM ¢ HapymeHa 6bOpeyHa dyHKLMA HaYanHaTa 1034 He TPAOBA 1a MpeBHLIasa

2,5 mg/kg/nen.

Hayuenmu ¢ ueprnoopobuo yspexcoare
1{uknocnopiH ce MeTabonu3upa B rongmMa CTeneH oT uepHus Apob. Moxe aa ce HaGnonaea

NPUGIHIUTENHO 2 10 3 NIBTH MOBKILIEHHE HA €KCMO3HUMATA Ha UHKIOCTIOPHH IPH NAUMEHTH C
uepHOApoGHO yBpexaaHe. Moxe Jla € HeOOXOIMMO HaMaNABAHE HA 103aTa NPH NAIMEHTHTE,
CTENEH HAa YepHOAPOOHO YBpEXk/aHe, 3a Ja ce NOAABPXKAT MUIa3MEHH HHBA B PAMKHUTE Ha N




uHTepBan (BXK. TOUKH 4.4 1 3.2) ¥ ce npenoppysa NPOCicAABaHe HA ILTA3MEHHTE HHBA Ha
LMKIIOCMOPHH A0 AOCTHIaHe Ha cTabWIHK CTOHHOCTH Ha HUBATA.

Heduampuuna nonyaaiyus

KnuHHusHTE 1pOYYBaHKA BKJIFOYBAT AELA HA Bb3PacT Hax | roauHa. B peanua npoyusaHus npu
feMATPUUHHTE MALMEHTH ca GUTH HEOOXONHMH H Ca Ce MOHACANM M0-A00pe NO-BUCOKH 103M Ha
LMKJIOCTIOPHH HA KUIIOTPaM TeJIECHO TEN0, OTKOJIKOTO MIPH BL3PaCTHH.

Vnotpebara Ha Sandimmun Neoral npu Acua 3a neveHne Ha NoKa3aHHA U3BBH 00NacTTa Ha
TPaHCTLNAHTALMATA, C H3KIOUEHHE Ha Hepo3eH CHHAPOM, HE Ce NPEnopbyBa (BXK. TouKa 4.4).

Tayuenmu 6 cmapuecka 6b3pacm (Ha evspacm 65 200unu u nogeve)
Onurer ¢b¢ Sandimmun Neoral npH nalugeHTH B CTApHECKa BB3PACT € OrpaHHYCH.

B KIMHHYHH NPOY4BaHHA NPH PEBMATOUJER apPTPHT ¢ LMKJIOCTIOPHH, NALMEHTHTE Ha Bb3PacT

65 FOJMHH H NOBEUE MMA MMO-TONAMA BEPOSTHOCT 13 Pa3BHAT CHCTOJIHA XUNEPTOHHA MPH JICYEHHETO H
€ NO-BEPOATHO fia ce HabioIaBa NOBUILIEHHE Ha CEPYMHHUS KPeaTHHHH > 50% Hax U3XOQHOTO HHBO
cnen 3 0o 4 MecedHa TepariuA.

U36opbT Ha 1033 NPH MAUKMEHTH B CTapUecKa Bb3pacT TPAOBA 1a CTaBa ¢ MOBHILCHO BHUMAHHE, KaTO
OOHKHOBEHO CE 3an04Ba ¢ Haii-HUCKATa TepaneBTHYHA 1033, MMaiKH [IpeABH MTO-BHCOKATA YECTOTa
Ha MOHWKeHa YepHOAPoGHa, GbOpeyHa MK ChpAEYHOCHA0BA (yHKUMA, KAKTO H Ha IPHAPYKABALLH

3a60/ABAHHA WM APYTH IEKAPCTBEHH TEPANHH H NMOBHILEHATA YyBCTBHTEIHOCT KbM HH(EKLHH.

Hauund Ha npunoxeHye
IMepopanHo npunoxenHe

Kancynure Sandimmun Neoral Tpa6sa na ce nornbmar uenw.
4.3 IIpoTHBONOKA3AHHA

CBpPLX4YBCTBHTENHOCT KbM aKTHEHOTO BELIECTBO WM KbM HAKOE OT NOMOILIHHTE BEILECTBa, H3GpoeHH
B TOouKa 6.1.

KoMGuHMpaHe ¢ npoTyKTH, chabpxaiu Hypericum perforatum (JbAT KAHTAPHOH) (BK. TOUKa 4.5).

KoM6uHHpaHe ¢ 1eKapCTBa, KOMTO ¢a CyGeTpaTH Ha eyKCHHS TPaHCTIOPTEp 3a MHOTO JIeKapcTBa
P-rikonpoTenH (P-gp) niau Ha NPOTEHHHTE, TPAHCNOPTHPAILM opraHuuHK aHuoHH (OATP), npu
KOMTO NOBHLIEHUTE IUIA3MEHH KOHLIEHTPALMH Ca CRBP3aHH CbC CEPHO3HM H/HIU
’KMBOTO3aCTpaliaBalld chOUTHS, Hanp. GoceHTaH, naburaTpaH eTeKCHIAT M ATTHCKHPEH (BX. TOYka
4.5).

4.4 CneuMaJHn NpeaynpexIeHHA H NPeANa3HH MEPKRA NPH ynoTpeda

Jlekapcko NpocaengBaHe

Sandimmun Neoral ciienBa Aa ce Ha3HA4aBa CaMmo OT JIeKapH ¢ ONHT B obacTTa HA
MMYHOCYIIPECHBHATA TEPAIHS, KOUTO €4 B ChCTOAHHE Jla NPOBEKAAT HEOBX0AHMOTO MPOC/eAABaHe Ha
GOHMTE, BKTIOUBALIO PEACBHH ITBJIHH KAMHHYHH NMPETIe1H, H3MEPBAHE HA KPBBHOTO HAIATAHE U
KOHTpPOJT Ha NaBopaTOPHHUTE MapamMeTpH, CBbP3aHH ¢ 6e3onacHoCTTa. TpaHCIIAHTHPAHHTE MALMEHTH,
0JTy4aBallly TO3H IEKAPCTBEH NPOAYKT, TP6Ba 1a 6uaaT obcmyxBanin B GONHUYHY 3aBEACHHA,
Pa3MOJIATALLHA ¢ NOAXOAALIO KIHHHKO-1a60paTopHo 06opyABaHE M MEAMLIMHCKH pecypeH. Jlekapar,
KOMTO KOHTPONHpa NPOBEKAAHETO HA MOMbPXKAILIATA Tepanus, Tpa6sa Aa pa3nosara ¢ MbiHaTa
uHopmaLus, HeoGX0AHMA 3a NPOCNEAABAHETO Ha NALHEHTa.

ﬂHMiOMH A APYTH 310Ka4Y€CTBCHH 3abonspaHus

IMoao6HO Ha APYIH HMYHOCYTIPECOPH, LMKJIOCTIOPHH YBENX4YaBa PHCKa OT Pa3BHUTHE Ha va&_)
JPYTH 3710Ka4eCTBEHH 06pasyBaHni, ocobeHo TakiBa Ha koxkaTa, [MoBHIIEHUAT puCK uarsfe



3aBMCH MOBEYE OT CTEMEHTA H BPEMETPAeHETO Ha HMYHOCYIIPECHATA, OTKOJIKOTO OT BH/a Ha
cneurndUIHHTE areHTH.

[lopaau ToBa, pexHM Ha NEYEHHE, BIIIIOYBALL MHOKECTBO HMYHOCYNIPECOPH (BKJTIOUMTEITHO
UMKJIOCTIOPHH), TpAOBA Jla ce nMpwiara BHHMATENHO, ThH KAaTO MOXeE Aa JoBeae 10
anmdonponndepaTBHK 3a00ABAHNA M COMMIHH TYMOPH Ha OPTaHHTE, NMPH HIKOK OT KOUTO HMa
CHOOLLEHNS 34 NIeTAJIEH H3XO.

C orie/ NOTEHLUHATHHA PHCK OT 3/10KAYECTBEHH 3a00/1ABaHUA HA KOXKATa, NALIMEHTUTE Ha JIEUYEHHUE ChC
Sandimmun Neoral, 4 no-CrelMaNHO TE3H, KOUTO C€ JIEKYBAT 32 ICOPHA3NC WK ATOMHUYEH AEPMaTHT,
Tpabra aa 6baar npeaynpeIeHH Ja U30ATBaT a ce H3narat Ha CbHUE €3 CIbHUE3alnTa H 13 He
6BaaT NEKYBAHH MO CHILOTO BpeMe ¢ yaTpaBHonetoBa B Tepanus nnn PUVA doTtoxumuoTtepanus.

Hudexuuu

Kakro apyrn uMyHocynpecopy, UHKIOCNOPHH NPEpa3noiara NauHeHTHTE KbM pa3BUTHE Ha
pasNMyHH GakTepHaTHH, FrEOHYHH, NAPA3HTHH W BUPYCHH HHGEKLMH, YECTO NPEAH3BUKAHH OT
ONOPTIOHUCTHYHK NaToreHH. [1py nauMeHTH, MPHEMALH LHKIOCIIOPHH, € Hab/1o0AaBaHO aKTHBHpaHe
Ha natentHa Polyomavirus uHdexuus, koaTo Moxe aa noeexne 1o Polyomavirus cebplaHa
Hedponatua (PVAN), no-cneunanuo BK supycna nedponarus (BKVN), nau no JC supyc cebpsana
nporpecusHa My1TH(OKaTHa eBKkoeHuedanonaTis (PML). Te3n cny4aun 4ecTo ca CBbP3aHU C BUCOKO
0610 UMYHOCYTIpeCHBHO 00peMeHsaBaHe W TPAOBA 1a Ce HMAT NpeABUA NPH NMpepeHLHanHaTa
JMarHo3a Ha UMYHOCYTIpECHpPaHH NaLKMeHTH ¢ BiollleHa 6u6peyHa GYHKUMA MITH HEBPONOrHUHH
cumnromu. MMa cuobienus 3a cepHoOsHH NOCIEACTBHA H/HAHN TakKBa ¢ JieTanen u3xon. Tpabea na ce
NpUIIOAKH eeKTHBHA PEABAPUTENHA TEPareBTHYHA CTPATErHa, 0COOEHO NPH NMAUHEHTH, MOLNOKEHH
Ha NOBEYE OT e/1Ha ABJIrOCPOUHA HMYHOCYNPECHBHA TEpanus.

BLOpeyHa TOKCHYHOCT

YecTo HabMOAABAHO M MOTEHLMAIHO ONIACHO YCNOKHEHHE € NOBHIIABAHETO HA CEPYMHHA KPEaTHHHH
M ypesl, KOETO MOXe [ HaCTBIH No BpeMe Ha nevenueTo cbe Sandimmun Neoral. Tesn
GYHKUMOHATHA NPOMEHH Ca J0303aBUCHMH W ITbPBOHAYAITHO ¢a 06paTHMH, KaTo 0OHKHOBEHO Ce
HOBAHABAT OT HOHHKABAHE Ha Ao3aTa. [IpK NpoabIKUTENHO NIeUeHHE NPH HAKOH DOITHH MOJKe fa ce
pa3BHAT CTPYKTYPHH npoMerH B 6b0penute (Hanp. uHTepcTHUMANHa ¢pubposa), kouTo, npu 616peuno
TPaHCIIAHTHPAHH MALMEHTH, TPAOBA a ce pasrpaHHYaT OT NPOMEHHTE NMPH XPOHHYHO OTXBbPJIAHE Ha
npucaakara. [lopanay TasH NpHYHHA CE H3HCKBA Y€CTO MpocieaaBaHe Ha OuOpeuHaTa dyHKums,
CBIIACHO MECTHHTE PHKOBOACTBA NPH CHLOTBETHOTO TOKa3aHHe (Bik. ToukH 4.2 1 4.8).

XenaroTOKCHYHOLT

Sandimmun Neoral Moxe CBILO Taka [a Npeqq3BYKa 10303aBUCHMO, 00paTHMO NOBUILIEHHE Ha
cepyMHHA OMmupyOHH M Ha YepHOAPOOHHTE eH3UMH (BiK. Touka 4.8). MiMa uenieHacoueHO ThPCeHH U
CTIOHTAHHH MOCTMAPKETHHIOBH CHODLIEHHA 32 X€NAaTOTOKCHYHOCT H 4epHOAPOOHO YBPEXKIaHe,
BKJIOMHTEIHO XONECTA34, JKBATeHHUA, XeNaTHT W YEPHOAPOOHA HEAOCTATHHHOCT NPH MALHUEHTH,
NeKyBaHM ¢ LHKA0CTOpHH. [1oBeueTo chobUIeHHA Ca OT MALMEHTH CHC 3HAYHMA KOMOPOHUTHOCT,
MOIEXKAIIH CHCTOAHUA M IPYTH CMYLIABALIM $aKTOPH, BKIIOYHTEIHO HHPEKIIHO3HH YCIOKHEHHS H
KOMeAHMKaLHUA C XeNaToTOKCHYEH MoTeHUUan. B HAKOM cyvaH, MpeAHMHO NIPY TPaHCIIAHTHPAHH
NAalKENTH, ce choblara 1 3a feTaneH H3xod (Bx. Touka 4.8). Heobxoaumo € CTPHKTHO NpocnenspaHe
Ha MOKA3aTe/IUTE 3a OlleHKa Ha YepHoapoOHaTa PyHKLHA H IPU OTKIOHEHHSA OT HOPMAHHUTE
CTOMHOCTH MOXE J1a CE HAJI0XKH HAMATABAHE Ha 103aTa (BX. Toukd 4.2 n 5.2).

[lauuenTH B cTapyecka Bb3pacT (Ha Bb3pacT 65 roJMHU M MOBevie)

Tpatea na ce Habnonasa ¢ ocoGeHo BuuMaHHe ObOpeuHaTa GyHKUMA NPH NalHEHTH B CTapYecka
BB3pacT.

[Tpocneaspane Ha HHBATA HA UMKIOCNOPHH (B, Touka 4.2)

HA HMBATA Ha IIMKIOCTIOPHH B KPBBTA € BaKHA MAPKa 3a 6€30MacHOCT. 3a KOHTPO HA HHB
LIKJIOCTIOPHH B 118712 KPBB Ce MPEANOYHTAT CIICLIMGHYHA MOHOKIIOHAHH aHTHTenA (HM3M
M3XOIHOTO JIEKAPCTBEHO BELLECTBO); MOxe Aa ce u3mon3sa u HPLC meroa (Bucoko ede
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XpoMatorpags), npH KOHTO CBLLC Ce onpenens H3XOAHOTO JIEKapcTBeHo BetecTro. [Ipu H3nonseane
Ha M1a3Ma WK CEPYM € 3aIbJKHTEITHO Ja ce CNa3Ba CTAHAAPTHHS NPOTOKOI 3a pas/iensHe (Bpeme H
TeMnepaTypa). 3a HauaTHO MOHHTOPHpPaHE Ha NALMEHTH ¢ TPaHCIUIAHTHPaH YepeH Apob Tpabea na ce
M3M10/138aT HIH crielddHUHH MOHOKIIOHAIHH aHTHTENA, HIH Aa ce MPOBEXKAAT Napane/iHK
H3CAEABAHUSA CbC ceMdUUHM M HecnelMdHYHH MOHOKIOHAIHH aHTHTENA, 3 [1a CE ONpEacin
J03MPOBKATA, OCHIYPARAINA AI€KBATHA MMYHOCYTIPECHH.

TIpy NauMeHTH, NEKyBaHH C UMKJIOCNOPHH 3a MOKa3aH!A W3BbH 00/1aCTTa HA TPAHCIIAHTALIMATA, Ce
fIpenopb4Ba U3BLHPEAHO NPOCIIE/ISBAHE HA HUBATA HA LIMIJIOCTIOPHH B KPbBTa, HANp. NPH MPUIaraHe
Ha Sandimmun Neoral €1HOBPEMEHHO C BEILECTBA, KOUTO MOTAT A3 NOBIHAAT GapMaKOKMHETHKATA Ha
UMKIOCTIOPHH WM B cNy4aii Ha HeoOHuaeH KIMHHYEH OTroBop (Hanp. NHIca Ha €pHKAaCHOCT WITH
NOBHLIEHA JIEKAPCTBEHA HEMOHOCHMOCT, KaTo HarnpuMep 616peuna nuchyHKuus).

He Tpsbea na ce 3abpaps, 4e KOHLEHTPALMATA Ha LIMKAOCTIOPHH B KPBHRTA, N1a3MaTa HIH CepyMa e
CaMo efIHH OT PaKTOpUTe, ONpelendily KIMHHYHAS CTaTyC Ha nauueHTa, Clle10BaTENHO Pe3yTaTHTE
61 TpAGBANO 14 CNYXKAT CaMO 32 OPHEHTHP KbM ONpec/ieHa T03HPOBKA, KaTO C& OTUMTAT U JpyrHTe
K/IHHHYHH ¥ J1a60paTOPHH MapameTpH.

XHOepTOHHUA
[To BpeMe Ha neyeHue cbe Sandimmun Neoral € HeoOX0AWM NEPHOIMUEH KOHTPOJ HA KPBBHOTO

HANIAraHe; NPH XHUMEPTOHHA € HeOOXOIMMO HAa3HAYABAHETO HA AIEKBATHO AHTHXHIEPTEHIUBHO
neuenue. Tpa6pa 1a ce MpeANoOUeTaT aHTHXMNEPTEHIUBHU CPEICTBA, KOUTO HE OKA3BAT BIIMSHUE
BbpXY (papMaKkOKHHETHKATa Ha UHIJIOCTIOPHH, HaMp. HCPAIMIHH (BX. TouKa 4.5).

llopyiagane Ha JSHNWIHTE B KPbBTA

TwH kaTo uMa cLOOLIEHHS 38 CJTyYad Ha 0OpPaTHMO JIEKO MOBUIIABAHE HA JIMIIMAMTE B KPbBTA OT
Sandimmun Neoral, ce npenopsuBa onpefienstie Ha JTHIMHIHKA CTATYC [IPEQH 3AMOYBAHE HA JICUEHHETO
W eIMH Mecell ciesl ToBa. [Ipy HanH4Ke Ha MOBHINEHH CTOHHOCTH CleBa Ja ce 00ChH BB3MOXKHOCTTA
3a OrpaHM4aBaHe Ha MPHEMa Ha MAZHMHHU C XPaHATa H aKO € NOAXOMALLO, PeaYKLKMsS HA 103aTa.

XunepxanveMus
IMKknocnopyH NOBKILABA PHCKA OT XHNepKalHeMus, ocobeHo npy nauvenTH ¢ 6L6peyHa

nuchyHKUHA. Heo6Xx0AHMO € MOBULIEHO BHHMAHKE, KOraTO UKJIOCTIOPHH CE [IPHITAra 3aeAHO ¢
KaJIHii-ChXpaHABALLM NeKapeTBa (HaNp. KaaHi-ChXpaHARallH IHYPETHLH, HHXHOHTOPH Ha
aHPMOTEH3MH-KOHBEPTHPALLMA €H3HM, AHTHOTEH3HH ] peuenTopHu aHTArOHHCTH) HITH KaJTHii-
CBIBPIKALLH IEKAPCTBEHH NPOAYKTH, KAKTO W NPH NMaLMEHTH, NOANOXKEHH Ha DoraTa Ha Kaui AUeTa.
B Te3u cnydau ce penopbyuBa KOHTPON Ha KATHEBHTE HHUBA.

XHIOMAarHe3ueMHus

LIMKIOCNOPHH NOBHILIABA MAarHE3UEBHS KITMPBHC. ToBa MoXe 1a foBeje A0 CHMNTOMATHYHA
XHIMIOMarHe3HeMus, 0CoBeHO B EPHTPAHCIUIAHTALIMOHHNA nepuon. CneaosaTesiHo ¢e npencpbysa
KOHTpO!l Ha CepyMHHTE HUBA HA MarHe3WH B NMEPUTPAHCIIIAHTALIHOHHHA NIEPHO, 0CODEHO ako
NPHCHCTBAT HEBPOIIOTHYHM CHMITOMW/IIPU3HALH. AKO CE CMETHE 32 HEODXOMMO, MOXE J1a Ce
MPHJIOXH AOTBIHHTENHO MATHE3HH.

XWnepypHKeMuUs
HeofxoanMo € NoBHIEHO BHAMaHHE NTPH NeYeHHE Ha MALIMEHTH ¢ XHNEPYPHKEMHA,

JKHBK-aTEHIOMPAHHU BAKCHHH
[lo BpeMe Ha NeueHHe ¢ UMKJOCTIOPHH € Bb3MOXKHO BakCHHHTE Aa Obaat no-ciabo eduxacuu. Tpadsa

Aa ce u3barea ynotpeba Ha >KMBH aTEHIOHMPAaHH BAKCHHH (BXK. Touka 4.5).

BaanMoneicTeus
Heo6xoa1umo e noBHIICHO BHUMaHHE [IPYU eJHOBPEMEHHO NpiaraHe Ha OHKIOCIOPHH ¢ EKa

uHxuOupat win uHayunpat CYP3A4 w/unmn P-gp (BX. Touka 4.5).



BrOpeunara TOKCHYHOCT TpaGBa a ce Npocne/IgBa NPH NPHIIAraHe Ha LIMKIIOCNIOPHH €IHOBPEMEHHO C
AKTHBHH BELIECTBA, KOMTO MOBHLIABAT HUBATA HA UMKIOCTIOPHH MM BEILECTRA, KOMTO MPOABABAT
cHHepru4Ha HedpoTokCHUHOCT (BXK. Touka 4.5). KnHHHYHOTO CHCTOAHME Ha NauKeHTa TpAGBa na ce
HabmoaaBa BHRMATETHO. Modke J1a ce HAOMH NpocJleisBaHe HA HUBOTO HA LHKIOCIIOPHH B KPbBTA H
KOPHTHpaHe Ha J03aTa LIHKJIOCMOPHH.

EnHorpemennara ynotpeba Ha LIMKIOCTIOPHH H Takponumyc Tpsabsa aa ce u3barsa (Bx. Touka 4.5).

Hnwiocnoput e uixuburop Ha CYP3 A4, eQnykcHus TpaHCTIOPTED 3a MHOIO NekapcTsa P-gp u
NPOTEHHUTE, TPAHCNIOPTHPALIN oprank4HK aHHoHH (OATP) n MOXMe 1a NOBMILIM NIA3MEHHTE
KOHLIEHTPALMK Ha ChBMECTHO NPWIOKEHH JIEKAPCTBA, KOHTO ¢a CyOCTpaTH Ha TO3H CH3HM H/WIH
tpaHcnoprep. HeobxoauMo € noBuiieHO BHHMAHHE TIPH NPHIAraHe Ha LIHK/IOCTIOPHH ¢ TAKMBA
JIeKapcTBa MIK eAHOBpeMeHHaTa ynorpeba Tpabsa fa ce u3barea (Bx. Touka 4.5). Linknocnopun
NOBHILIABA €KCNO3HiMATa Ha HHXHOUTOpuTe Ha HMG-CoA peaykra3ara (ctatunn). [1pn
€NHOBPEMEHHO MpHNaraHe ¢ LMKIOCTIOPHH 103aTa Ha CTaTHHHTE TPAORa Ja ce HaManH, a ynorpebara
Ha ONpeAeNCcHH CTATHHH TPAGBa na ce 30Area, ChIVIaCHO NPENOPbKUTE B ChOTBETHATA NMPOYKTORA
uHdopmauua. JleyeHHeTo CbC CTATHHHM TPA0Ba BPEMEHHO 1a C& CNpe WK Ja Ce NpeKpaTH pH
NaLHUEHTH C MPHU3HALM M CHMIITOMH Ha MHOMATHA, KAKTO W MPH TE3H C PHCKOBH GaKTopH,
npeapasnoiarallid KbM TEXKO YBpexaaHe Ha OnOpeumTe, BIIOUHTENHO GbOpetHa HEAOCTATHYHOCT
BCNleICTBHE HA pabnoMuonuiara (Bx. Touka 4.5).

Tpu e AHOBPEMEHHO NpUIAraHe Ha LMKIOCNOPUH H aepkanudunun AUC Ha NepKaHHIHNHH ce
nosMiiasa TpH 0bTH, 2 AUC Ha uniiocnopuH ce nopHiuaea ¢ 21%. [opaau Ta3u npuunHa
KOMBHHAMPAHETO M0 €IHO U CBIUO BPEME Ha LIMKIIOCTIOPHH H JIEPKaHWAMIIHH Tpabea na ce u3barea.
IIpunaraHero Ha LMKIOCTIOPHH 3 yaca clie/l IEPKaHHANMHH He Boau a0 npoMend B AUC Ha
nepkaHuaunuH, Ho AUC Ha uuknocnopun ce nosuinasa ¢ 27%. Topaau tazu npuumMHa Tasu
koMGHHaUKMs TpabBa fa ce mpriiara ¢ NOBHILIEHO BHUMAHHE C HHTEpBaN OT MoHe 3 yaca.

JombAHNTETHA NPEANa3HH MEPKH NMPH NOKA3aHHA H3BBH 06J1aCTTa HA TPAHCILIAHTALIWATA
[NauneHTH ¢ yBpeaeHa Ob0peyna GyHkUMA (C H3KIIOYEHHE HA NALIMEHTH ¢ Hepo3eH CHHAPOM, C
IOMYyCTHMA cTeneH Ha 6BOPeYHO YBPEKAAHE), HEKOHTPOIMPAHA XHIIEPTOHHSA, HEKOHTPOJIMPAHH
HH(EKUHH WK HAKAKBO 3I0KAYECTBEHO 3abonaBane, He TPAORa a NOMy4aBAT UHKIOCMNOPHH.

[1peau 3anousaHe Ha NedeHHeTo TpAOBA NMOHE ABYKPATHO [a C€ HANPAaBH OLEHKa Ha U3XOHATA
6b6peuna GyHkuHsa upes namepsane Ha eGFR. Bu6peunata dyHkuUMA TpabBa na ce npocreassa 4ecTo
B XOA3a HA JICHUEHHETO, C OTNIEA KOPHIMpaHe Ha Ao3aTa (Bxk. Touka 4.2).

OMMBbJIHUTENHH NPEANa3HKH MEPKH [PH €HOTE€HEH YBEHT
Sandimmun Neoral Tpatea aa ce npuiara ¢ NOBHILEHO BHHMAaHKe NPH nauMeHTH ¢ 6onect Ha bexuer
€ HEBPONOrHYHH NPOABH. HEBPONOrHUHHAT CTATYC HA TE3H NALMEHTH TpabBa BHUMaTeNHO Aa 6bae
NpOoCTeaeH. '

Wma orpanuueH onut ¢ ynotpebara Ha Sandimmun Neoral npu neua ¢ eHaoreHeH yseur.

ON'LIHHUTENHH NpeANasHi MepKH NpH Hedpo3eH CHHAPOM
IMauueHTHTE ¢ M3XOAHM HapyieHHs B ObOpeyHaTa pyHKUNA TpAGBA Na 6bAAT NEKYBaHH
NbPBOHAYATHO ¢ 1032 2,5 mg/Kkg/neH u na 6paaT npocneaeHH MHOTO BHUMATE/HO.

TIpM HAKOM NALMEHTH MOXe 12 € TPY/HO A C¢ YCTAHORM MpeansBukaHa ot Sandimmun Neoral
6b6peuHa AHchYHKLNUS, OPaaH NPOMEHH B Os0peuHaTa GyHKLKHA B PE3yITAT Ha CaMHs HedposeH
cunapoM. ToBa o6acHaBa 3al0 B peakH ciyyau ce HabmonasaT Sandimmun Neoral-acoundpanu
CTPYKTypHu GBOpedHH yBpekaaHua Ge3 MoBUILIABAHE HA CepyMHUs kpeaTuHuH. Tpabea na ce
npeaBHan 6nOpeyHa GHOTICKA IPU NALMEHTH ChC CTEPOMA-3aBHCHMA HedponaTys ¢ MHHEMAT

IIpn nauueHTH ¢ Heppo3eH CHHIPOM, NE€KYBAHH C HMYHOCYNPECOPH {BKINOUMTETHO UMK
chO6IIABRA 23 CTY4aH Ha 3710KauecTBEeHN 3a60nABaHH (BIJTFOYHTENHO XOMKKHHOB MM wﬂ,
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lQOI'I’I).J'IHPITEJ'!Hlfl npeanal3Hy MepkH MpH pEBMaTOHAEH ApTPHUT

Caen 6 Meceuno nevenne, OpOpeunara ¢oyHxkuus Tpadpa na ce oleHABa Ha BcekH 4 1o 8 ceaMuLy B
3aBHCMMOCT OT cTabunHocTTa Ha 3a00/19BaHETO, NPHIAraHOTO CHITLTCTBALIIO JIEYEHHE H
npuapyxasawite 3a6onsBaHus. Io-4ecTn U3cNeABaHHA ca HEOOXOAMMM NPH NOBHIIABAHE Ha A03aTa
Ha Sandimmun Neoral unu npy 3anoupate Ha cbNbTCTBAWE JedeHue ¢ HCTIBC nav npu
OBUILIABAHE Ha 103aTa M. BB3MOXKHO € Aa ce HAOXKU cNMpaHe Ha edeHHeTo cbe Sandimmun
Neoral, ako noseunara ce B X04a Ha JICHEHHETO XHIIEPTOHHA He MOXKe Aa Obae KOHTpoNIMpaHa vpes
CbOTBETH TEepamnus.

KakTo H npw JipyruTe NpoAbIDKATEIHA HMYHOCYIPECHBHH NIEUeHHUA, TpAOBa a ce MMa NpeBU
NOBHUIEHHUA PUCK OT TUMbonponudepaTusHu 3abonasanns. HeobxoauMo e cneumanHo BHHMaH1e
npH npunarade Ha Sandimmun Neoral B kOMOWHALMA ¢ METOTPEKCAT, IOPAIA CHHEPIHYHA
HEePPOTOKCHUHOCT.

AOHMHH’I’BJ’!HH Npeana3HH MEPKH NPH NCOPHAINC

INpenopbuBa ce cMUpaHe Ha JleueHneTo cbe Sandimmun Neoral, ako noseunara ce B xona Ha
JIeYeHHETO XMMEPTOHHA He MOXe 1a Ob/ie 0BNajISHA ChC CHOTBETHATA TEPAMHA.

[MaunenTHTe B CTapUecKa BbIpacT TpAOBa Aa 6bAAT MOMAIAraHH Ha IEYEHHE CaMO NPH HATHYHE HA
HHSaJIHAM3MPALL ICOPHA3HC, NIPH CTPHKTHO clieleHe Ha OpOpeuHara hyHknus.

Uma orpannucH onut ¢ ynotpebara Ha Sandimmun Neoral npH Aena ¢ ncopuasmc.

TIpH NalMeHTH C NCOPHA3HC, IeKyBaHH C LMKIIOCTIOPHH, KAKTO H TPH T€3H HA KOHBEHLIMOHANHA
MMYHOCYIPECHBHA Tepariis, CHIIECTBYBAT IAHHH 33 PA3BUTHE HA 3/T0KAUYECTBEHH 3a00/1ABaHMA
(3acaray npexMMHO Koxara). [IpH KOKHH JTe3HH, HETHIIMYHH 3a ICOPHA3NC, HO CHbMHUTENTHH 3a
KaHIIEpO3a MITH npe-KaHUepo3a, Tpabea Ja ce Hanpapy GHOMNCHSA Apeid Aa Ce HA3HAYH TEPanHs Cbe
Sandimmun Neoral. [Tpy maLHeHTH ¢bC 3N0KaYE€CTBEHH WIH Npe-KaHLEPO3IHH KOXKHH NMPOMEHH MOXeE
na ce nipunara Sandimmun Neoral camo cien MoAXOAALIO NEUEHHE HA TOPECTIOMEHATHTE IE3MH H NIPH
YCIIOBHE, Y€ HE ChLIECTBYBA ApPYra TepaneBTHYHA anTEepHATHBA.

Onucanu ca HAKOJIKO Cliyyas Ha numponponudepaTHBHA 3ab04BaHNA NPU MALKHEHTH C MCOPHA3KC,
nekysanu cbe Sandimmun Neoral. Te ca ce nosnusny 61aronpHaTHO OT He3abaBHOTO
NPEeYCTAHOBABAHE HA JIEHEHHETO.

[TaunenTHTe, nexyBaHH ¢bc Sandimmun Neoral, He TpaOBa Aa Mony4asaT Mo CHIIOTO BpEME
yntpaesuoneroba B tepanua unu PUVA doroxumHoTepanus.

JonbaHKTETHH NPeANazHY MEPKH NPH ATONHYEH AEPMATHT
[Tpenopbuea ce cnupane Ha neuyeHHeTo ¢b¢ Sandimmun Neoral, ako nogpunara ce B X0/1a Ha
JIEYEHKETO XHNEPTOHHA HE MOXeE fia ObJie OBNaNsgHa CbC ChOTBETHATA TEPanuA.

OnutbT ¢be Sandimmun Neoral npy aela ¢ aTOMHYEH AEPMAaTHT € OrpaHHYEH.

[TaumerTHTE B CTapUecKa Bb3pacT TpAOBa Aa 6BAT NOATAFaHH HA IEYEHHE CAMO MPH HaIMYKe Ha
MHBANMAM3UPALL aTONHYEH JEPMATHT, NIPH CTPHKTHO cnejeHe Ha GpOpeunara GyHKUNA.

HobpoxauecTeeHara numbaneHonaTHs oOHKHOBEHO ¢e CBbP3Ba ¢ 000CTPAHE HA aTONUYHKA AePMATHT
¥ OT3BY44Ba CMOHTAHHO WIIH B paMKHTe Ha 00110To noaobpenne npu 3abo/1aBaHETO.

Jlumdanexonarus, HabnroqapaHa o BpeMe Ha NEUeHHe ¢ LIMKNOCNOPHH, TpAGBa aa ce npocnensnsa
pelOBHO.

Tpu numdaneHonaTus, KOATO MEPCHCTHPA HE3ABHCHMO OT N0A0OPEHHETO B OCHOBHOTO 330
TpabBa fa ce npoBese GUONCHA, KaTo NpeAnasHa MAPKA 3a H3KITIOYBaHe Ha THMGOM.
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Ipeau 3anoueane Ha Tepanud cbe Sandimmun Neoral Tps6Ba aa ce TpeTnpar aktueHHTe herpes
simplex uudekUnH, HO TAXHA NOABA B X072 Ha JICUEHHETO HE HANara 3aJb/DKHTENHO NpeycTaHoBABaHE
HA TEpaNmHUATA, OCBEH aKO HH(EKLHATA He € TexKKa.

Koxxuute undexuun ot Staphylococcus aureus e ca abConoTHO MPOTHBOMNOKa3aHHE 3a TEPANuA Cbe
Sandimmun Neoral, Ho Tpa6Ba fa ce KOHTPOJIMPAT ¢ NOAXONALN aHTHOaKTepHalniK cpeacTtsa. [la ce
H304rBa NEPOPATHUA EPUTPOMHLIMH, 33 KOHTO € H3BECTHO, Y€ NMOTEHLMPA MOBHLIABAHETO HA
KOHLIEHTPALMATA Ha LIMKJIOCTIOPHH B KPLBTA (BX. TOUKa 4.5), a MpH JIMNCa Ha Apyra anTepHaTHBa, ce
Mpenopb4Ba MOHHTOPHPAHE Ha I1a3MEHHTE HHBa Ha LIMKIOCHIOPHH, On0pednarta GyHKUHA H noasaTa
Ha HEeXKe/MaHMu edeKTH.

IManuenTuTe, nekysalu ¢b¢ Sandimmun Neoral, He TpabBa na nosy4aBar no CbUIOTO BpeMe
yarpasronetoea B repanua wnu PUVA dotoxumuoTepanus.

[NeanaTpHuna ynotpeba npu Nokazanud W3ELH 001acTTa HA TPAHCIUIAHTAUMATA

C 3KIIOYEHHUE HA ICUEHHETO Ha He(PO3EeH CHHAPOM, HAMA 3a[J0BOMUTENEH ONMT C IIPUIATAHETO Ha
Sandimmun Neoral. [Tpunaraneto npH Aela Ha BB3pacT N0 16 roJHHH 3a NOKa3aHUA H3BBH 00JacTTa
Ha TPaHCIIaHTALIMATA HE MOJKE Aa Ce Npenopbya.

Cneumanum nomouiHu seliectsa: Monuokeun 40 xMaporeHHpaHO PHUMHOBO MAco
Sandimmun Neoral ¢cbabpxa nonuokcun 40 XMAPOreHHPaHO PHLMHOBO MAc/I0, KOETO MOKe Ja
NPMYHHH CTOMAILIHO HEpPa3NooKeHHe H THApHA.

Crieumannu noMoIHK BewlecTsa: Eranon

Sandimmun Neoral cbaspxa csoTBeTHO 25, 50 mg ankoxon (€TaHon) BbB BeAka 235, 50 mg xancyna
Sandimmun Neoral, koeto e exsusaieHTHO Ha 11,8% o/0. Exna no3a ot 500 mg Sandimmun Neoral
chabpka S00 mg eTaHoN, eKBMBANEHTHH Npu6nuznuTenHo Ha 13 ml Gupa unm 5 ml BuHo.

MaIKOTO KONHYECTBO AIKOXOJI B TO3M JIEKApCTBEH NMPOAYKT HAMa []a HMa HAKaKBH 3a0enexnumMu
edexTn,

Crienpanny nomoliHN Beiuectra: Harpuid
To3u NeKapcTBeH NPOAYKT ChAbPXKA 110-Mako oT | mmol Hatpuit (23 mg) BLB BeAka Kancyna ot 25

unK 50 mg, T.e. MOXe J1a ce Kake, Y NPAKTHYECKH HE ChIbpXKa HATPHH.

4.5 BiaumoeiicTBHE ¢ APYTH JIEKAPCTBEHH NPOIYKTH H JIPYTH $OPMH HA BIaHMO/IeHCTBHE

B3aumoneHCTBHA ¢ NeKapcTBa
OT MHOTOTO JIEKAPCTEA, 33 KOHTO € YCTAHOBEHO, Ue B3aHMOJAEHCTBAT ¢ LMKIOCNOPHH, MO-101y Ca

HBGPOCHH TE3H, 32 KOUTO € YCTAHOBEHO H CHOTBETHO A0KA3aHO, Y€ HMAT KIHHHYHO 3HAUCHUCE.

TMo3HATH ¢a MHOTC BENIECTBA, KOMTO MOBHIIABAT WK HAMAIABAT HHBATA HA LUKIOCIIOPHH B I1a3Mara
HIH B LAN1a KPEB, 0OMKHOBEHO Upe3 HHXHOHPaHE WIH MHIYKLHA HAa EH3HMH, BKJIIOUEHH B
meTaGonn3Ma Ha LMKTocnoprH H B HacTHocT CYP3AA4.

LinknocnopuH e cbiuo uuxuburop Ha CYP3 A4, ednykcHHs TpaHCTIOPTEP Ha MHOTO nekapcTsa P-gp 1
MPOTEHHHTE, TPAHCIIOPTHpAWIK opraHuiHu aHHOHK (OATP) 1 moXe 1a MOBHILIK Na3MeHHTe HHBA Ha
CBHITLTCTBAILMTE NIEKAPCTBA, KOMTO ¢a CyOCTpaTH Ha TO3H €H3HM H/HIIH TPAHCMOPTEPH.

JlekapcTBeHH NPOIYKTH, 32 KOMTO C€ 3HAE, Ye NOHIKABAT WIH NOBHINABAT OUOHATMMHOCTTA Ha

LHKA0CTIOpHH: [1pH TpaHCMIAaHTHPAHKUTE TALHEHTH € He0BX0AMMO 4ECTO Npoc/easaBaHe Ha HHBATa Ha
LHKJOCTIOPHH K NPH HEOOXOAMMOCT KOPHTHPAHE Ha J03aTa, 0coBeHO NPy BLBEXIAHE HITH CIHpaHe Ha
CBIOBTCTBALIO J1eueHHe, [1pH He-TPaHCNIIaHTHPAHKTE NALMEHTH BPB3KaTa MEXKAY KPbBHMTE HHBA H
KnuHH4HMTe ePeKTH € no-cnabo u3pasexa. [1pH e1HOBPEMEHHO NpUIIAraHe Ha 1IEKapPCTBEHH
NPOAYKTH, 33 KOMTO CE€ 3Hae, Ye NOBHUILABAT HMBATA HA LHKJIOCTIOPHH, YECTOTO H3CIEBaHE HA,
616pevHaTa GyHKUNA 1 BHHMATETHOTO NPOCNEAABAHE 34 NOABA HA CBBP3aHH ¢ LHKIOCTIOPH
HEXKeNaHM peaklnH, 61 6110 No-noaXoAao OT H3C/IENIBAHETO HA HHBATA HA LIMKJIOCTIOPHH
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Jexapcmea, xoumo noHUNXcagam KUsama Ha YUKIOCHODUH

Benukn vHayktopu Ha CYP3A4 w/unu P-gp ce ouaksa na NOHMXAT HABATA HA LIMKIOCMIOPHH.
[puMepH 3a NeKapcTBa, KOMTO [IOHHXKABAaT HHBATa Ha LIMKJIOCNOPHH ca:

Bapbumypamu, kapbamaszenun, oxckapbazenun, geHUmMouH, Haphyurun, cyrghaoumuoun i.v.,
npobyxoa, opaucmam, Hypericum perforatum (JCbam KAHMAPUOH), MUKRONUOUH, CYIGURNUPasOH,
mepburHaghun, bocenman.

[IpoaykTH, ceabpxawu Hypericum perforatum ()bNT KAHTAPHOH) He TPAOBA Aa C¢ M3ION3BAT
eHOBpeMeHHO cbe Sandimmun Neoral nopaau pucka oT NOHWKaBaHe HA HUBATA HA LIMKJIOCNOPHH B
KPbBTa, a OTTaM H HaMalsABaHe Ha edexta My (Bx. Touka 4.3).

Pugpamnuyun vuayuMpa UpeBHHA M 4epHOIPoOHNA MeTabonu3bM Ha LMKnocnopud. Moxe na ce
HAIOKH NOBHILABaHE HA A032Ta HA UMKJIOCTIOPHH 3 A0 5 NBTH NPH €AHOBPEMEHHO MPHIIAraHe.

Oxmpeomuo HaMalABa nepopaiHara abcopOuUMa Ha LIMKIIOCTIOPHH H MOXKE 114 € HAIOXKH MOBHILIaBaHe
Ha J03aTa Ha [MKIOCNOpHH ¢ 50% WK NpeMHHABaHe KbM HHTPABEHO3HO NPHIIOKEHHE.

ﬂexapcmea. KOUuUmMo nosuiiasam Hueama Ha Yuxiocnopun

Beuukn uuxuburopn Ha CYP3A4 w/nnu P-gp Morart 1a 1oBejar A0 NOBHILABaHE Ha HHBATa Ha
LHKJIOCAOPHH, HATIPUMED:

Huxapounun, Memoxionpamuo, nepopariu KOHMPAayenmuey, Memuinpeonu3oson (BUcoky 003u),
anonypuKON, XORE8A KUCEAUHA U NPOUIBOOHUME 1, RPOMeQ3HU UHXUOUMODU, UMAMUHUD, KOAXUYUH,
Heghazodom.

Maxpoauonu aumubuomuyu: Epumpomuyur MOXKe 1a IOBHLIN EKCTIO3HLIMATA HA LIMKIOCTIOpHH 4 1o 7
ITbTH, KOETO MOHAKOra MOXe Aa JoBese A0 HedpoTokcHuHOCT. ChoOLIaBa ce, Ye KiapumpoMuyun
YIBOABA EKCIIO3ULHATA HA UHKIOCTIOPHH. A3umpomuyuH NMOBHIIABA HUBATa HA LIMKIOCTIOPHH ¢ OKOJIO
20%.

A3zonHu AHMUMUKOMUYU, KeMOKORAQ301, q‘myxonasm, UMPAKOHA30]1 U 6OPUKOHA301, MOTaT Aa
MOBULIAT NMOBEYe OT ABA IBETH CKCMO3HIIHATA HA THKTOCITIOPHH.

Bepanamua NoBMILIaBa KOHUEHTPALMATA HA LMKIOCNIOPHH B KPbBTA 2 110 3 NBTH.

EHOBPEMEHHOTO NpUJIAraHe ¢ meranpesup Boau Ao npubnuzurento 4,64 nbTu NOBULIABAHE HA
HopMmanuavpaHaTa excno3uuus (AUC) Ha 1032 LIMKIOCTIOPHH.

Amuodapon 3HaUMTENTHO NOBHILARA [LTA3MEHATA KOHLCHTPAIIHA HA HMKIOCTOPHH eAHOBPEMEHHO C
[OBHILABAHETO HA CEPYMHMA KpeaTHHUH. ToBa B3aUMOJIEHCTBHE MOXKE [1a BL3HHKHE ALIAr0 BpEME
cJIel CIHMPAHETO HA AMHOJAPOH MOPALH ABJITHE MY MONTYKMBOT (0kono 50 gHK).

CrpobLiaBa ce, ue dana207 NOBHILABA KOHLEHTPALMATA HA LHK/IOCTIOPHH B KPBBTA MPUOIH3HTENHO C
50%.

Juimuazem (B go3n ot 90 mg/acH) MoXe 1a MOBUILM MJ1a3MEHATA KOHUEHTPALIHA HA IIMKIIOCTIOPHH €
a0 50%.

Hmamunu6 Moxke 1a MOBHILH eKCNOZHUMATA H Chax Ha LHMKIOCTIOPHH ¢ okono 20%.

Kanabuouon (unxubumop na P-gp): iMa cboOl1eHHs 32 MOBHILIABAHE HA HUBATA HA KATLIWHEBPHHOB
MHXMOWTOp B KPBBTa NpH CbITbTCTRaNIA ynoTpeba ¢ kaHabuauon. Tosa B3anMOACHCTEBHE MOXKE 18
BB3HUKHE nopann HHxubupane Ha ediykca Ha P-gp B uepBaTa, KOETO BOAHM RO NOBHLIEH
GHOHANMYHOCT HA KANHHEBPHHOBHA HHXHGUTOP. CneioBaTeHO LIMKIOCMIOPHH H KaHabuamuog
11 ce MpUNarat e JHOBPEMEHHO ¢ MOBHIIEHO BHHMAHHE, KATO Ce C/IEIH BHHMATE/HO 32 HeXQAR
peakuuu. [IpH pelnMeHTH Ha TpaHCNNAHTAT TpAOBa a ce CIeAAT HAH-HUCKHTE KOHIICH
HMKIOCMIOPHH B Lg/1a KPBB M Ja Ce a/IalTHpa J03aTa Ha UHKIOCTIOPHH, ako € Heo0X0aMM
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naudeHTH 6e3 TpaHCIUIaHTaT TpSOBa aa ce oOMHCAH NpocieAABaHe HA HUBATA HA LIMIUIOCTIOPHH B
KPBBTa ¢ KOPHIHpAaHEe Ha J103aTa, ako € HeoOX0AHMO (BK. ToukH 4.2 n 4.4).

BianmoneicTena ¢ XxpaHa
YcTaHOBEHO e, e ¢EHOBPEMEHHOTO NpHEMaHe Ha rpedngpyT UM cok ot rpeiindpyT noruiuaea
OMOHATHYHOCTTA HA LIMKJIOCTIOPHH.,

KOMGHH&I;I,HH C TIOBHIUIEH PHCK OT HCQQOTOKCHLIHOCT

Heofx0aUMO € NOBHIIEHO BHUMAHHE, KOraTo €€ H3NOA3Ba LHKIOCIIOPHH €NHOBPEMEHHO C APYTH
AKTMBHH BELIECTBa, MPOABABALUH HEPPOTOKCHUEH CHHEPrH3bM KaTO: GMUHOAUKOZUOU (8K
eHmamMuyun, mobpamuyun), ampomepuyun B, yunpogroxcaijun, 8aHKOMUYUR, MPUMEMOnPpUM

(+ cyaghamemorcazon), npoussooHu Ha Pubpurosama xucenuna (vanp. bezagubpam, genoubpam);
HCIIBC (srniouumenro ouxaogenax, Hanpoxkcew, cyaunoax), meaganan, xucmavur Hr-peyenmopnu
AHMAZOHUCIU (HARD. YUMEMUOUH, PAHUMuOun); memompexcam (8xc. moyxka 4.4).

[To BpeMe Ha €AHORPEMEHHOTO H3I10/3BaHE Ha IEKAPCTBa, KOKWTO MOXeE J1a TPOABAT HepPOTOKCHUEH
CHHEPIH3bM, Tpa0Ba 4a ¢ NPaBH YECTO MOHHTOPHPaHe Ha 6B0peyHaTa PyHKUMA. AKO HMa
3HAYKTENHO yBpexaaHe Ha ObOpeyHaTa GyHKIHA, 103aTa HA €AHOBPEMEHHO MPUIATAHHA JIEKapCTBEH
NpOAYKT TpAbBa Ja ce pedyLHpa HiH [a ce NPELEHH ANTEPHATHBHO JICYEHHE.

EnHoepeMeHHaTa ynoTpefa Ha LIMKIIOCTIOPHH M TaKpOaMMYyc TpaGBa aa ce u36irea nopaau puck ot
HedpOTOKCHUHOCT M bapMakoKHHeTHYHH B3auMoaekcTeua upes CYP3A4 u/unu P-gp (Bx. Touka 4.4).

Bnaneiictene Ha DAA Tepanus

®apMaKOKHHETHKATA Ha LMKJIOCHOPHH MOXKe 12 Objie MOBIHAHA OT NPOMEHH BbB (PyHKLIHOHHPAHETO
Ha HYepHHA apo Mo BpeMe Ha AUPEKTHO AeficTBallla aHTHBHpYCHa Tepanua (DAA), cebpsaHa ¢
u3urcteade or HCV Bupyca. Tpabsa na ce ocurypu BHMUMaTeNnHO HaGnioaeHUE H NMPH HeOOXOIHUMOCT
KOPHrHpaHe Ha 103aTa LMKIOCMOPHH, 3a 12 Ce FapaHTHPa MPOAB/KUTENHA eHKACHOCT.

EdekTn Ha HHKNOCHOPHH BbDPX. M NEKApCTBA

Luknocnoput e vHxubHuTOp Ha CYP3 A4, ednyKkcHHA TpaHCNOPTED Ha peAMila eKkapcTsa P-gp u
NPOTEHHUTE, TPAHCNOPTHpaLH opraHiyHM aHHoHH (OATP). EnnoBpeMeHHOTO npunaraHe Ha
nekapcTBa, kouTo ca cyberpard na CYP3A4, P-gp n OATP, ¢ UHKNOCMOPHH, MOXKE A2 MOBHILK
nna3sMeHHTE HUBA Ha JIEKAPCTBATa, KOMTO ca CyGCTPaTH HAa ChOTBETHHA €H3HM W/HIH TPaHCNopTep.

[lo-gony ca u3bpoeHH HAKONKO NIpHMeEpa:

Linknocnopus Moxe Ja peAyLHpa KAHpBHCa Ha ouzoxcun, koaxuyun, HMG-CoA pedykxmasnume
unxubumopu (cmamunu) u emono3uo. I1pu enHoBpeMeHHa ynotpefa Ha HIKOE OT Te3H JIeKapeTBa ¢
LIMKJIOCTIOPHH, € HeOBXOAMMO A4 Ce OCUIYPH BHHMATE/HO KITHHHUYHO HabMIOIEHHE, ¢ Liel PaHHO
OTKPHBAHE HA TOKCHYHHMTE NPOABH Ha JICKAPCTBEHHTE NMPOAYKTH, HOCAEABAHO OT MOHHKEHHE Ha
J034aTa WIH IPeYCTaHOBABaHE Ha npueMa WM. [1pH cbBMecTHO npuilaraHe Ha CTATHHH ¢ LMKJIOCTIOPHH,
no3ata uM TpaGBa Aa ce HAMAH, 4 CbBMECTHaTa ynotpeba ¢ onpeaeneHH cTaTHHU TpabBa na ce
u36Area, CbriIaCHO NPENOPbKHTE B CLOTBETHATAa NpoAyKToBa HHpopmauusa. [pomennTe B
€KCIO3HLIMATA HA HAN-YECTO NPHJIATaHHTE ¢ LMKIOCNOPHH CTATHHH ca o6obweny B Tabnuua 1.
Heo6x0auMO € JIeUEHHETO ChC CTATHHH Na 6bae BpeMEeHHO NPEKbCHATO MM CNPAHO NPH NMALKHEHTH C
MPH3HALM ¥ CUMIITOMH Ha MHONATHA WITH TAKMBA C PHCKOBH (GaKTODH, Mpeapasnonaraiii KbM TEXKO
616peuHo yBpexaaHe, BKIIOUKTENHO OBOPEUHa HEOCTATBYHOCT BCIEACTBUE HAa pabaoMuonmsa.
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TaGauua 1 OGo6lIEHHE HA NPOMEHHTE B EKCIIO3ULIMATA Ha HaH-4€CTO NPHAAraHHTe CTATHRH, NpH
CBBMECTHO NMPHIOKEHHE C LIMKJIOCTIOPHH

Crarnn Hasu4H4 1034 Ilpomsina Ha
eKCMO3HIHATA B
NbTH NPH
ChBMECTHO
MPHJI0XKEHHE €
HK/I0CIIOPHH
Atopeactatin | 10-80 mg 8-10
CHMBACTaTHH 10-80 mg 6-8
DnyBacTaTHH 20-80 mg 2-4
JloBacTaTHH 20-40 mg 5-8
[IpaBacTaTiH 20-80 mg 5-10
PocyBacTaTHH 5-40 mg 5-10
IluraBacraTuH 1-4 mg 4-6

Heo6x0auMo € MOBHINEHO BHHMaHKE MPH eAHOBpeMeHHaTa ynoTpeba Ha LIMK/IOCTIOPHH C
JepKaHHWAHIHH {BK. Touka 4.4).

[TpH €AHOBPEMEHHO MpPHIAraHe Ha LMKIOCTIOPHH H aMCKHUPEH Crmax Ha aNMCKHpeH - cybeTpar Ha P-gp
ce NoBHIIAaBa NPUOIH3UTENHO 2,5 MbTH, a AUC npubnusurento 5 mbTH. PapMaKOKHHETHUHUAT
npodHI Ha UKHKJIOCIOPHH HE Ce H3MeHs 3HauMTeMHO. He ce npenopbusa eAHOBPEMEHHO NpHIaraHe Ha
LIMKJIOCTIOPHH H alTUCKHPeH (BX. To4Ka 4.3).

EnHoBpeMeHHOTO NPHIOKEHHE ¢ NabHraTpaH eTeKCHIAT HE ce npenophusa nopaau P-gp
HMHXHOHTOPHATA AKTUBHOCT Ha LIMKJIOCIIOPHH (BXK. TouKa 4.3).

EnHOBpeMeHHOTO NpUiaraHe Ha Hugedunus ¢ UMKJIOCIIOPHH MOXE J1a IOBE/IE 10 NOBUILIEHA CTENEH
Ha MOABA HA TMHIHBATHA XHIEPILIA3Us, B CPaBHEHHE € Ta3H MPH CaMOCTOATENHA ynoTpeba Ha
LIMKJIOCTIOPHH.

ENHOBPEMEHHOTO M3MON3BaHE HA OUKAOHEeHAK v LIMKIIOCTIOPHH BOJTH /IO 3HAYMTE/IHO YBENIH4aBaHe
GHOHAJIMYHOCTTA HA AMKIO(EHAK C BBIMOXKHO NOCNEACTBME 00paTHMO yBpeskaaHe Ha Onbpeunarta
dyuxums. [loBHmaBaHeTo Ha GHOHAMYHOCTTA HA AHKIO(EHAK Ce ABDKH Hail-BEpPOSTHO Ha
peayuMpaHeTo Ha Herous HipaszeH “first pass” edext. Korato 3aeaHo ¢ UMKIOCNIOPHH C¢ npUiarat
HCIIBC cbe cnabo uspaseH “first pass” edekT (Hanp. aLeTHACATHLHIOBA KHCENTHHA) HE CE OYaKBa
MOBHILUEHHE Ha OMOHANTHYHOCTTA HM.

Ilo BpemMe Ha NPOYYBAHUATA C e8ePOIUMYC WK CUPOTUMYC C€ HAONIOaBa NNOBHILABAHE HA CEPYMHUS
KpPEeaTHHHH MpH eJHOBPEMEHHO NIPHIIAraHe ChC CTAHAAPTHA J03a UMKIOCHOPHH MHKPOEMYIICHS.
EdeKTbT 4ecTo bTH € 0OpaTHM NpH HaMaNABaHe Ha 103aTa Ha LIMKITIOCOpHH. EBeponumyc 1
CHPOJMMYC MMOBJIMABAT HE3HAYUTETHO (PAPMAKOKHHETHKATA Ha LMKIOCHOpHH. EaHoBpeMeHHOTO
NpUIaraHe ¢ UAKIOCHOPHH 3HAYHTENHO MOBHLIABA HABATA HA €BEPONTMMYC H CHPOIHMYC B KPBBTA.

Heo6x0aHMO € MOBULIEHO BHUMAHHE, KOTATO LMKIIOCIIOPHH €& NPHIAra 3aelHO ¢ KaIuli-CoXPaHAsawi
nexapcmeenu npodyKmu (HAnp. KAIUL-CoXPAHABAUU OUYDEMUYY, UHXUOUMOPY HA AHZUOMEHIUH~
KOHEEPMUPaUUS eN3um, aneuomensun Il peyenmopnu anmazoHucmu) uil ¢ KaAul-CoObpICAYU
nexapcmeenu npodykmu, Thil KaTO Te MOTaT Ja I0BEAAT IO 3HAYMTENHO NOBULIABaHE HA HUBATa Ha
Kanuii B cepyma (Bx. Todka 4.4).

LMx10CnOpUH MOKE 3 MOBMILM MU1a3MEHHTE KOHLEHTPALMH Ha penazauHud v Taka 1a yBeu
OT XHMIIOTJIHKeMUS.
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NpenopbLYBa €JHOBPEMEHHOTO IIPHIIaraHe Ha LMIIIOCTIOPHH W BoceHTaH (BK. NO-rope NoATouKa
“JlexapcTBa, KOMTO MOHWXARAT HHBATa Ha LMKIIOCMOPHH™ W Touka 4.3).

MHOrOKPaTHOTO NPUIIATAHE HA amBpucesman M IKKIOCTIOPHH NPH 371paBu 100poBONLK BOAM /10
NpHOAN3IHTENHO IBYKPATHO TIOBHILABAHE HA €KCTIO3ULUMATA Ha aMOPHCEHTaH, 10KATO EKCIO3HLHATA
HA LIHKJIOCTIOPHH Ce MOBHLIABA He3Ha4YHTeNnHO (nprbin3urento 10%).

Ha6monaga ¢e 3Ha4HTENHO NOBMILABAHE HA €KCITO3MLIMATA HA GHMPAYUKIUHOGUME aQHMUOUOMULY
(nanp. QOKCOPYBUYUH, MUMOKCARMPOH, OAYHOPYOUYUK) NPH OHKONOTHYHH NALMEHTH, NPA KOHTO ce
MPWIATaT €AHOBPEMEHHO HHTPABEHO3HO AHTPALIMKIHHOBH AHTHOHOTHLM H MHOTO BHCOKH J103H
LIUKIOCTIOPHH.

ITo BpeMe Ha JIgueHHeTO C LIMKIOCTIOPHH BAKCHHALIMMTE MoraT Aa 6bJaT no-Manko eheKTHRHH, a
ynoTpefara Ha )KMBH aTEHIOMPaHH BAKCHHH TpA0Ba Ja ce W3bsarea.

Biaumoodeticmeun, sodewiu 00 HaManasane Ha HUBAMAa na Opy2u lexapcmea

EAHOBPEMEHHOTO NPUNOKEHHE HA LMIJIOCTIOPHH H MHKO(EHOAT HaTpHH WK MHKOGEHOoNaT
MOGETHIT PH MAUKEHTH ¢ TPAHCMIAHTAUNA MOXE 1a HAMANH CPEJTHATA EKCNO3HLMA Ha
MUKodeHONOBa KucenrHa ¢ 20-50% B cpaBHeHHe ¢ ApYrH HMyHocynipecopu. Tasu uHdopmauma
TpAGBa Ja ce HMa npeaBHz, ocobeHo B Cayual Ha NPEKbCBAHE MK NMPEYCTAHOBARAHE HA TEPANHATA ¢
IMKNOCTIOPHH.

ENHOBpEMEHHOTO NPHIOKEHHE Ha €MHHYHA 1032 LHKIOCTOpHH (200 mg Hau 600 mg) ¢ eaAnHHYHa
no3a entpombonar (50 mg) Hamansaea nnazmeHata AUCinf Ha entpombonar ¢ 18% 10 24% u Cmax ¢
25% no 39%. [No3sonaBa ce KOpHrHpade Ha A03aTa Ha enTpoMOoNar No BpeMe Ha JISYEHHETO B
3aBHCHMOCT OT Opof Ha TPOMOOLIMTHTE Ha NaitMeHTa. bpoaT Ha TpombouuTHTe TpAOBa Na ce
MpOC/eAsEa TIOHE BEAHBK CEAMHYHO B IPOAbJDKEHHE Ha 2 10 3 ceAMHLM, KoraTo entpombonar ce
npHeMa €HOBPEMEHHO C LIMKJIOCIIOPHH. Moske fia € HeobX0IMMO NOBHIIIABAHE HA /103aTa Ha
enTpombonar Bb3 OCHOBa Ha Opos Ha TpoMOoLHUTHTE.

[leauaTpryHa nonynauus
[IpoyuBaHus 3a B3aMMOJEHCTRHA Ca NPOBENKAAHH CAMO NPH BB3PacTHM.

4.6 @epTHARTET, OPEeMEHHOCT H KbPMEHE

Bpemennoct

Hsama aocTaTbyHH HIH 100pe KOHTPOIHPaHH KIMHHYHH IIPOYUYBAHHA NPpY OPEMEHHH KEHH,
u3noa3BalK uuKnocnoprH. MMa Heronam o6em aaHHHM oT ynoTpebara Ha LMKIOCTIOPHH NPH
GpeMEeHHH NALHEHTKH OT MOCTMAPKETHHIOBUSA OMUT, BKJHOYHTETHO PETHCTPH 38 TPAHCIUTAHTALIMH H
nyGAHKYyBaHa JTATEPATYPa KaTo NO-TONAMA YacT OT CIYYaHTe Ca ChOOLIEHH OT NALUEHTKH C
TpaHCIUIaHTaUuMH. BpeMeHHUTe, TIPH KOKTO Ciefl TPAHCITAHTALMA CE MPOBEXKIA HMYHOCYTIPECHBHO
NeYeHHe, BKIOYHTETHO ¢ IHKIOCTIOPHH HIH LHIJIOCTIOPHHOBH NPOH3BOAHH, Ca H3NOKEHH HA PHCK OT
npeXIeBpeEMEHHO paxaaHe (< 37 ceaMuLK).

TMpoyusauns 3a eMOpuo-etanHo passutne (embryo-foetal development, EFD) npu niexoge u 3aiun
¢ UKKJIOCTIOPHH NOKa3BaT eMOpHO-(eTalHa TOKCHYHOCT NPH J1030BH HUBA [10] MakCHMAJIHATa
npenopbLUMTENHa 1032 npu xopa (maximum recommended human dose, MRHD) Bb3 ocHoBa Ha
tenecna nosbpxHocT (body surface area, BSA) (Bx. Touka 5.3).

Sandimmun Neoral ne TpaGBa aa ce npunara no Bpeme Ha SpeMEHHOCT, OCBEH aKO MOTCHLUHAIHHUTE
NON3HK 3a MaiikaTa He HaJBHILABAT NOTEHUHAJIHMA PHCK 33 NnoAa. ChAbPKAHUETO HA AJTKOXOI B
Sandimmun Neoral Tpa6sa cbiuo 1a ce HMa NpeaBH/ NpH GpeMeHHH JKeHH (BK. TouKa 4.4).
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JlaHHMTE NOKA3BaT YCMellHa GPEMEHHOCT ¢ MPOLIEHT Ha XKHBOpPoAeHH 76%, 76,9% u 64% cboTBeTHO
npH peirnuenTH ¢ 616peuHa, yepHoaApoOHA K cbpAeyHa TpaucivtanTauus. [pexaespemeHHo
paknane (< 37 ceamuua) ce cbodiaBa CLOTBETHO NPH 52%, 35% 1 35% OT peUHNHEHTHTE ¢
6b6peuna, yepHoApoGHA W ChpAEYHA TPAHCILIAHTALMA.

Cro611aBa ce, Ye MpOLEHTHTE Ha CMIOHTaHHH aDOpTH M Ha 3HAYMMH BPOJCHH AedEKTH ca CPaBHHMH ¢
npoueHTHTe, HabMmoAaBany B oOwaTa nonynaund. He Moxe a ce H3KAOUM NOTEHLHMANIEH AMPEKTEH

edeKT Ha LHKJIOCIOPHH CBBP3aH C XHNEPTOHHA NPH MakKaTa, npeeKaMncks, HHhEeKLHH MK aHaber
npeasH OrpaHHYEHHATA, IIPUCHILN HA PETUCTPHTE M MOCTMAPKETHHIOBHTE AOKIAaNHM 3a 6e30nacHoCT.

Hanuuku ca orpannded 6poit HabMoNeHHA NMPH lela Ha Bh3PacT NPUOIHIHTEAHO A0 7 FONHHMH, C
eKCMO3HUMA HA LUMKIIOCMOPHH in utero. brbpeunata GyHKLUHA ¥ KPBBHOTO HajAraHe NpH Te3W JeLa ca
HOPMAJIHH.

Kspmene
[luknocnopuH NpeMUHABA B KbpMaTa. LIMK10cnopHH MpeMUHaBa B KbpMaTa 00HKHOBEHO B MAITKH

KOJIHYECTBRA, HO HHBATA B KbpMaTa Morar 1a sapupar. [1pu obuuaiiny HHBa Ha LMKIOCTIOPHH B KPLBTA
Ha MajikaTa, KbpMaye, KOETO € H3UAJIO HA eCTECTBEHO XpaHeHe, OOMKHOBEHO 1€ MOTYUH He TIOBEYe OT
npubauzuTenHo 2% OT 103aTa, KOPUrHpaHa COpAMO TErNOTo Ha Maiikara. [1pu noeeueTo kbpMayeTa
LHKJIOCIOPHH He Ce OTKPHBA B KPBBTA, HO B HAKOH C/Ty4aH Ca H3MEPEHU KPbBHH HHBA, BAPUPALLH OT
OTKPHBAEMH 0 TEPaNeBTHYHH HHBA, 1OPH KOraToO HYBATA HA LIMKIOCIIOPHH B KbpPMaTa ca HHCKH. T1pu
npocnenaBaHe NpHd KbpMaueTa HE Ca YCTAHOBEHH HEXeNaHH €(heKTH, HO IBJIOCPOMHHTE PUCKOBE MPH
€KCMO3MLMA TOPH HA MATIKH KOJTHYECTBA BCE OLLUE HE €a H3BECTHH.

LIMKnocnopaH He ce npenopbYBa Mo BpeMe Ha KbPMEHE NOopajH NOTEHLMANA 33 HEXXE/IaHH peaKLMH
NpH KbPMa4eTo.

ChAbpKAHHETO HA AIKOXOJ B NeKapcTBeHHTE popMHu Ha Sandimmun Neoral cbiio Tpadsa aa ce uma
npeasua NPH XKEHH, KOHTO KBPMAT (BK. Touka 4.4).

deprunurer
Hma orpanHueHH JaHHH OTHOCHO edekTa Ha Sandimmun Neoral Bbpxy depraanTera npu xopa. He ce

Hab1101aBaT HexenaHu edeKkTH BbpXy (epTHAHTETA, IPY MBXKKH M XKEHCKH rurbXxose Jo 15 mg/kg/nen
(noa MRHD b3 ocHoBa Ha BSA) (Bsk. Touka 5.3).

4.7 Edexrn Bupxy cnocofHocTTa 3a modupane 1 padora ¢ MAIIMHK

Sandimmun Neoral Moxe 1a MPUYHHH HEBPOJOrHYHH H 3pUTENIHH HapyLieHUs (BK. Touka 4.8).
Sandimmun Neoral Moxe na nosnHAe B yMepeHa cTeneH cnocobHocTTa 3a wodupaHe U paboTa ¢
mamHHH. Heo6x0auMo e noBUIIEHO BHUMaHHE NMPH WohHPaHe HA MOTOPHO MPeBO3HO CPEJICTBO HIH
paboTa ¢ MalUMHH.

He ca nposexaann npoyusanus 3a edexrure Ha Sandimmun Neoral Bppxy cnocobnoctTa 3a
wodHpaHe U paboTa c MaLIKHH.

4.8 HexenanH 1eKAPCTBEHH PEAKIHH

O60o61enne Ha npoduaa 3a bezonacHocT

OCHOBHHTE HEXENAHU peakLMi, HabNio1aBaHH B X0/1a Ha KIHHHYHHTE H3MHTBAHHSA, CBBP3AHH C
TPHNAraHeTO Ha LWKIOCNOPHH BKAKOYBAT Ob0peyuHa AUChYHKUHA, TPEMOP, XHP3YTH3bM, XHIIEPTOHHMS,
JHapHs, AHOPEKCHA, FaeHe M MOBPBLIAHE.

MHOTr0 HEXe/laHH PeakLiH, CBbP3aHH C TEePAITHATA ¢ LIHKIOCMOPHH, €4 IO303aBHCHMH H THPOAT
o6paTHO pa3sBHTHE NpPH HaManaBaHe Ha jo3ara. [Ipu pasnHunHTe NOKasaHHA OOLIMAT CMIEKTHP H
HeXKeTaHUTE PeaKLMy e Haii-o01l0 eAHaKbB, HO HMa Pa3/IMKH B YECTOTATA W TEXECTTa M. B p
Ha BHCOKHTE HAuaJiHH JO3H H ObAroTpaiHaTa NoANbLpKaLla Tepanusa, U3HCKBaLlA CE CIIE
TPAHCILUIAHTALIMA, HEXKEAHHUTE PeaKLIHH Ca M0-4eCTH H OOUKHOBEHO MO-TEXKKH NPH TPaHCIIT
NAaLMEHTH, OTKONKOTO MPH NMAIHEHTH, NEKYBaHH 3a APYrH HHAWKALIMH.
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Hudekumnn u uudectarnu

TMpH nauKeHTH, KOUTO Ca Ha JIEYEHHE C HMYHOCYTIPECOPH, BKIIOUHTEIHO LHKIOCTIOPHH H
LIMKAOCTIOPHH-CHABPKALIY PEKHMH, ChIIECTBYBA NOBUIIEH PUCK OT HHOEKLHH (BUPYCHH,
HakTepuantu, reOHYHY, Mapa3sHTHH) (BX. Touka 4.4). Morar f1a ce HabnionaBat KakTo oOilH, Taka H
JOKaNHK MHeKuuH. Moxke 1a HAacThIY 3a0b1004aBaHe Ha BEUYE CHILECTBYBAUIH HHPEKUHH, KAKTO H
NOBTOPHO akTUBMpane Ha Polyomavirus HHdekuua, KoATo MOKe ia AoBeae 10 Polyomavirus
cebp3aHa Hepponatha (PVAN) unu no JC sBupyc cBbp3aHa porpecHBHa My nTHdokaina
neskoeruedanonarua (PML). Hma cbo6LueHHA 3a CEpHOIHH NOCIEACTBHA H/WIH TaKHBA C NIETAIEH
H3XO0J.

Heonnasmu - no6pokayecTBEHH, 3M0Ka4ECTBEHY M HeonpeleaeHH (BKI. KHCTH U MOJIHUIH

[Mpy nauueHTH, KOUTO Ca Ha JIEUEHHE C MMYHOCYTIPECOPH, BKIIOUHTEIHO LHKJIOCMOPHH H
HHKIOCTIOPHH-CHABPKAILH PEXHMH, CHLIECTBYBA NMOBHUIEH PHUCK OT Pa3BUTHE Ha AMMBOMH UK
nmumbonponudepaTHBHH pascTPoNCTBA H APYTH 3TOKAUECTBEHH 00pa3yRaHni, 0co0eHO Ha KoXkKaTa.
YecTorara Ha 30KA4ECTBEHHTE 00pa3yBaHHA C€ YBEIHYABa ¢ HHTEH3WTETa H NPOABb/KUTENHOCTTA Ha
tepanusaTa (Bx. Touka 4.4). Hakon 3nokauecTreHn o6pazyBanusa Morar fa 6b]aT ¢ neTaneH u3xoa.

Tabnuuno 0606iLEHHE HA HEKENAHHTE NEKADCTBEHH PEAKUHH OT KIHHHYHHTE H3NHTBAHHA
HexenaHuTe IEKapcTBEHH PEaKLUK OT KIHHHYHKHTE H3nuTBaHHA (Tabnuua 2) ca u3bpoeHH ¢vrnacHo
MedDRA no cucTeMo-opraHHH knacoee. B pamkuTe Ha BCeKM CHCTEMO-OPraHeH Kiac HeXXeNnaHHuTe
JIEKAPCTBEHH PEeakLMH €a IPYMAPaHH M0 YeCTOTa, KATO HalH-4ecTHTE Cca I1bpBH. TIpH BCAKO rpynHpaHe
B 3aBHCHMOCT OT H€CTOTaTa HeXeNAHMTE IEKAapCTBEHH PeakiMi ¢a NpEICTaBEHH B HH3XO0AALL Pea Mo
OTHOIIEHHE HA TAXHATA CepHO3HOCT. OCBEH TOBA, 3a BCAKA HEXKEJIaHA PEAKLMA CbOTBETHHTE
KATeropHMH 4eCTOTH ca NPeACTaBEeHH CbIacHo cieasara konserima (CIOMS II1): MHoro yectn

(= 1/10); uectu (= 1/100, < 1/10); veuectn (= 1/1 000, < 1/100); peaku (= 1/10 000, < 1/1 000), mHoro
peaxu (< 1/10 000), ¢ Heu3BeCTHA YecToTa (OT HANHYHHTE JaHHH He MOXe Aa ObJie HanpaBeHa
OLIEHKaA).

Tabauua 2: Hexke1anu JeRapCTBEHH PeaKIHH OT KINHHIHH H3MHTBANHSA

HapymeHHs HA KPLBTA H THM{HATA CHCTEMA

YecTH JleBkonenun

Heuectn TpomOouHTONEHHA, aHEMHA

Penku XEeMOJIMTUYHO YpeMHYeH CHHAPOM, MHKPOAHFHOMATHYHA XEMONHTHYHA
aAHEMHA

C neunspecTHa TpomGoTHUHA MMKPOAHIHONATHA, TPOMOOTHYHA TPOMOOLHTOTIEHHYHA

yecToTa* nypmypa

Hapymenns Ha MeTa001H3Ma H XPaHEHETO

MHoro yecTu XHmepaunuaeMus

Yectn XHneprinkemus, aHOPeKCHs, XHIEpYPHKEMUS, XHITEPKATHEMHA,
XHIMOMarHe3HeMHA

HapywmweHHA HA HEPBHATA CHCTEMa

MHoro uecTH Tpemop, rnasobonue

Yectnn KouByncHH, napecTe3un

Heuectn EHuedanonatus, BKIFOYHTETHO CHHAPOM Ha 3aHa obpaTHMa

eHuedanonarus (Posterior Reversible Encephalopathy Syndrome, PRES),
NPU3HALK H CHMIITOMH KaTO KOHBYJICHH, 00BPKaHOCT, 1€30pHEHTaLHA,
3afaBeHH peaKLiu, TPEBOXKHOCT, 6€3CEHNE, 3pHTENHI HapYLLSHNS,
KOPTHKAJIHA CIIENOTa, KOMa, 1lapesa H uepebenapHa arakcus

Penxu MoTopHa noaHHeBpONaTHA

MHoro peakn EneM Ha ONTHYHHSA HEPB, BKITIOMHTENHO OTOK HA NAMKIATa ¢ Bb3MOXKHQ
3PUTENHO YBPEXJaHe BCIIEACTBHE Ha N0OPOKaYECTBEHO MOBHILIABAH
BBTPEUEPENHOTO HaNATaHES

C HenspecTHa Mmurpena

yecTora*
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Hapyumienus Ha X010 H Ja0HpHHTA

C HeunspecTHa YBpexaaHe Ha ciyxa’

yecToTa*

CbO0BH HADYIIEHHS

MHoro uecTH XuneproHus

Yectn Touepsenssane

CToOMAmMHO-YPEBHH HAPYLICHHA

Yectn [anese, noBpbliaHe, CTOMALEH AUCKOMMOPT/Gonka, AMapHa, THHIHBANTHA
XHUMepnnasus, nenTH4Ha A3ea

Penxn [Tankpearnt

XenaTo6HIHAPHH HAPDYIICHHHA

Yecrn HapyiuaBane Ha yepHOapoOHaTa PyHKLHA (BXK. TOUKA 4.4)

C HeM3BeCTHa XenaToTOKCHYHOCT K UepHOAPOOHO YBpEKIaHE, BKIFOUHTETHO XONECTa3a,

yectoTa* KBIATEHHIIA, XETIATHT H Y4epHOAPOOHA HEIOCTATBYHOCT, MOHAKOra € NeTaieH

H3xoH (BxK. TouKa 4.4)
Hapywenus Ha KOXKATA H NOJAKOXKHATA ThKaH

Muoro yecTn XHp3yTH3eM

Yectn AKHe, XUNepTpUxo3a

Heuecrn AnepruyeH o6pHB

Hapyuwienns Ha MYCKYJIHO-CKEJIETHATA CHCTEMA H CheAHHHTEIHATA ThKaH
Yectn Muanrus, MyCKy/IHH KpamIin

Penku Myckynna cnaboct, MHONaTHs

C HeuzpecTHa Bonka B nonHuTe KpanHHLIM

yecToTa*

Hapymenna na 6b0peninTe H NHKOYHATE NbTHINA

MHoro yecTH Bropeuna aucdyHkumna (Bx. Touxa 4.4)
HapymeHH# Ha Bb3NPOH3BOANTETHATA CHCTEMA H IbpAATA
Peaxn MeucTpyaniy HapylU€HHA, THHEKOMACTHA
O6mu Hapymennn H epeKTH HA MACTOTO HA NPHIOKEHHE
YectH IMupekcHa, ymopa

HeuectH OToK, NOBULIARAHE HA TEIVIQOTO

* HexxenaHu c6uTHA, CHOOLIEHH MO BPpEMe Ha IOCTMapKETHHIOBHA OIIUT, KbAETO YecToraTa Ha HJIP
€ HEM3BECTHA NOpaH JIMIcaTa Ha o6l 3HaMeHaTen.

" B nocTMapkeTHHroBaTa aza € cho0leHo yBpexaHe Ha CITyXa MpH MALUMEHTH ¢ BHCOKH HHBa Ha
LIMKJIOCNIOPHH.

Jpyru HexeaHy J€KapCTBEHH PeaKUWH, ChoOLIEHH MO BPEMEe Ha NOCTMAPKETHHIOBHA OMUT

Mma 1eneHacoueHo ThPCEHH M CNIOHTAHHH NOCTMAPKETHHTOBH CHOOLIEHHS 32 XENaTOTOKCHYHOCT H
YEpPHOAPOGHO YBpEXKIaHe, BKIOUHTENHO XO1€CTA3a, XKBITEHHIIA, XEAaTHT U HepHoapo6Ha
HEJOCTATLUHOCT MPH NMALMEHTH, IEKYBaHH ¢ LMKIOCIIOPHH. [ToBeueTo cHOOIIEH A Ca OT NaUMEHTH
CBHC 3HAYHMA KOMOPOHAHOCT, MOAJIEXKALIH ChCTOAHUA H APYTH CMYILABALIH GaKTOPH BKIKOUHTENHO
HH(EKLIMO3HH YCIOKHEHHS H KOMEHKALIMA C XeNaTOTOKCHYEH NOTeHUHaN. B HAKOM ciyuau,
NpeAMMHO NPH TPAHCIUIAHTHPAHH MAalMEHTH, ce choOlIaBa 1 3a NeTalneH u3Xol (BXK. Touxa 4.4).

OcTpa ¥ XpOHHYHA HEPPOTOKCHYHOCT

[TauueHTHTE, NMPOBEXKAAILM JEYCHHE C KAILUHEBPUHOBH HHXHOHTOPH (CNI), BRIIIOUMTENHO
LUMKIOCTIOPHH H LMKJIOCTIOPHH-CBHABPIKALUH PEXXHMH, C& H3/0KEHHI Ha MOBHLIEH PHCK OT OCTPa WK
XPOHH4HA HeppoTOKCcHHHOCT. HMa CHOGLIEHHS OT KIHHHUYHHK H3MUTBAHUA H OT NOCTMAPKETHHIOBHA
OMHT, CBBP3aHH ¢ yrnorpebara Ha Sandimmun Neoral. Ciyuaute Ha ocTpa HepOTOKCHYHOCT ca
CBBP3aHM C HAapyLeHHs B HOHHATAa XOMEOCTa3a KaTO XUIICPKATTMEMHSA, XMITOMAarHe3sHeMus 1
XHnepypukeMusa, Cilyuyante Ha XpOHHYHH MOPHONOTHYHH POMEHH Ca CBBP3aHH C apTepHOiapHa
XHaNHHO3a, TyOynHa atpodus U HHTepcTHIMAaNHA GuOpo3a (BikK. Touka 4.4).

Bonka B AorHKuTe KpaliHULK
H3onupans ciy4au Ha 6onka B JOMHHTE KPaiHHKLH ca GHIH CHOOLIEHH BbB BPB3Ka € LUHKIO

BonkaTa B JONHATE KpaiHULKM Cbillo € 0TOens3aHa KaTo YacT OT KaNnUMHEBPHH-HHXHOHTOp
uHayuMpaHus 6oskos cuagpom (Calcineurin-Inhibitor Induced Pain Syndrome - CIPS).
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[MeanaTpHyHa OOMyNaIMs

K/IMHHUHKUTE NpOy4BaHMA, BKIIOYBALLHM A€ila HA BH3PacT Hal | rolWHa NpH MNPUIOKEHHE HA
CTAHAAPTHA A03MPOBKA LIMKJIOCNOPHH, €2 CbC CpaBHUM NMpodun Ha 6e30MacHOCT ¢ TO3M MpH
BhLIPACTHUTE NALHEHTH.

CrobOuagaHe HAa MOJO3HPAHK HeXelaHH peakunH

CrofuwasaHeTo Ha MOJAO3HPAHH HeXeNaHH PeakLHH cliell pa3pelraBate 3a ynotpeda Ha NneKapCTBEHHS
NPOAYKT € BaxkHo. ToBa NO3BONABA Aa NPOXAL/DKH HaGMIOACHHETO Ha ChOTHOILCHHETO NOJ13a/PHCK 32
neKapcTBeHus NPOAyKT. OT MEIMLMHCKHTE CIELIMATMCTH CE H3MCKBA 1a ChOOLIABAT BCAKa
no,uoanpana HEXCJ1aHa peaK[lHH qpe3 HAaUHOHA/IHHA pEryJiaTOPCH OpraH Ha aapec:

boarapus

H3nbnHATENHa aresuMs 110 IeKapcTaara
yn. ,Jdamau [pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeGeaiiT: www.bda.bg

4.9 Ilpenoznpane

Mepopanxata LDsp Ha uxknocnopus e 2 329 mg/kg npa mutnky, 1 480 mg/kg npu nasxore u
> 1 000 mg/kg npw 3ainum. UuTpaseHosHara LDso € 148 mg/kg npy muwky, 104 mg/kg npy nnbxose
u 46 mg/kg npu 3afum.

CuMnToMH

OnUTHT NpH OCTPO NPeNO3UPaHe C LMKINOCMOPHH € orpaHuycH. [lepopanHuTe 2034 Ha UMKJIOCTIOPHH
a0 10 g (okomo 150 mg/kg) ce noHacAT ¢ OTHOCHTEHO NO-MaNKH KIHHHUYHH NOCNEACTBHS, TAKHBA
KaTO NOBPbLIAHE, CHHIHMBOCT, rMapoboIHe, TAXUKAPAKS, H IPH MATKO Ha OO MaLIMEeHTH, yMepeHo
TEeXKO, 06paruMo HapyleHne Ha 6b6peuHaTa gyHkuna. Obaue, CepHO3HH CHMITOMH Ha
WHTOKCHKALIHA Ca JIOKJIaJBaHH BCIEACTBHE HA HHLIWAEGHTHO MapeRTepaNHO NPEAO3HPaHE C
1IMKAOCTIOPHH NMpH HeaoHoceHH 6ebeTa.

Jleuenue

[pu BCHUKH Cy4au Ha pefO3HpaHe TpAORa 1a ce MpeanpueMaT obL10 MOAALPKAILM MEPKH H 1A C&
NPWIOXKH CHMNTOMATHYHO AeueHHe. [IpuHyAUTENHO NOBPBIIAHE H IPOMHMBKA HA CTOMAXa MOTaT ia
6baatT OT no/I3a npe3 MbPBHTE HAKOJIKO Yaca /e nepopatHua npueM. LIuknocnopuH He ce noaaasa
7IECHO Ha AHASTH3a, HUTO CE ETMMHMHKPA JIECHO Ype3 XeMonepdy3ua ¢ aKTHBEH BBIVICH.

5. ®APMAKOJIOTHYHHM CBOHMCTBA
5.1 ®apmMakoTHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: IMyHoCynpecHBHM cpecTBa, KalUMHEBPHHOBH HHXuOHTOpH, ATC
kox: LO4ADOI

LuknocnopHH (M38eCTEH CBLUO KaTO LMKJIOCIIOPHH A) € LIMKIIHYEH MOJTHIENTH], CHCTABEH OT

11 amunokucenuny. TpeacTaBnsasa MOILHO HMYHOCYPECHBHO CPEACTBO, KOETO MPH EKCNEPHMEHTH ¢
HBOTHH YB/KABA CPOKA HA NIPEXKMBABAHE HA ATOT€HHN TPAHCIUIAHTAHTH Ha KOXa, cbple, 6b0pex,
NaHKpeac, KOCTEH MO3BK, ThHKO 4epBo WK 6an apob. [lpoyusannsra noka3sar, 4e UHKIOCTIOPH
NOTHCKA PA3BHTHETO Ha KJIETHYHO-MEIHNAPAHNTE HMYHHH PEaKLMH, BKIIOYHTENHO HMYHHTET, CTBATA
anorpadita, KOXHa CBPbXUYBCTBHTENHOCT OT 3a0aBEH TUM, €KCNEPUMEHTANEH anepruyieH
eHIe(ATOMHAENNT, aMI0BaHTEH apTPHUT Ha DpoiHA, peaklHa HA NPHCANKATA CPELLY MpHEM
versus host disease - GVHD), kakTo H T-kneTbvHO 3aBHCHMOTO 0OpasyBaHe Ha aHTHTEA. Fg
KJIETBYHO HHBO TOH HHXHOHpa NPOAYKLHATA H OCBOGOKAABAHETO HA TUMGOKHHH, BIUTIOUM
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untepnepkH 2 (T-knerbued pactexed gakrop, TCGF). Ouesuano uvknocnopus 61okupa
nuMpouMTHTE B NOKO# BBB taza Gp WK G Ha KJIEThYHHSA LHKD] U MOTHCKA AHTUTEH-IPOBOKMPAHOTO
ocBofoXIaBaHe Ha TUMGOKHHY OT aKTHBHUPaHHTE T-KIETKH.

BcHuKM HATMYHH JaHHH [IOKA3BaT, Ye UHMKIOCNOPHH OKa3Ba crielMdpHuHO U o6paTHMO Bb3AeHCTBHE
BBPXY AumMdoLuTHTE. 3a pa3iuKa OT UUTOCTATHLNTE, TO} He MOTHCKA XEMOMNOE3aTa H HE BJIMAC BbPXY
($YHKOMATA Ha (aroLMTHTE.

M3pbplieHH ca YCNEWHH TPAHCIUIAHTALIMM Ha COJTMAHN OPraHH U KOCTEH MO3BK IPH X0pa ¢
H3II0JI3BAaHE HA UMKIOCTIOPHH 32 MpelOTBPaTABAHE W JIEUEHUE HA OTXBBLPJISHE HA TPAHCIUIAHTAHTA U
GVHD. LirknocnopHH e npunarad yCneiHo Kakto rnpH xenatut C supyc (HCV) no3suTueHH, Taka H
npu HCV seraruBHH 4epHOApOOHO TPAHCIUTAHTHPaHK NalMeHTH. braronpuarik edext or
TEePANuUATa C LMKIIOCIIOPHH ca HabMI0aBaHy TIpU peuua 3a0onABaHHA C A0Ka3aHa WH
npeanoiaraéMa aRTOMMYHHa €THOJIOTHA.

HeanarpuyHa nonynans: LIMKN0CNopHH € JoKa3an cBOATa ePHKACHOCT NPH CTEPOH/I-3aBHCHM
HedpOo3eH CHHAPOM.

5.2 @®apMakoOKHMHETHYHH CBOHCTBA

Abcopbuua
Cnea nepopanHo npunarane Ha Sandimmun Neoral nukoBa nnazMeHa KOHLIEHTpaLHs Ha

LMKJIOCTIOPHH C€ AOCTHIa B paMKHTE Ha 1-2 yaca. AGcontoTHaTa nepopaiHa GHOHANMYHOCT HA
LUMKNOCTIOPHH cilel npunarate Ha Sandimmun Neoral € 20 no 50%. Habmoaasa ce oxono 13 u 33%
noHwxkenue Ha AUC u Chax npe npunarade Ha Sandimmun Neoral ¢ xpaHH ¢ BHCOKO ChABPXaHHE Ha
Ma3HUHK. Bpbikata mexay npunoxeHata no3a H ekcrnosuumaTa (AUC) na UMKNOCHOPHH € NHHeHHA B
PAMKHTE HA TepaneBTHYHHA 10308 HHTepBan. Bapuabuwinoctra Ha AUC ¥ Crax MEXIY OTAENHHTE
MHIMBHMH H Ta3H [PH €AHH M CbLM MHAKBHA e MpubansuTenno 10-20%. Sandimmun Neoral pa3teop
H MEKHTE XENaTHHOBH Kancyu ¢a GHOCKBHBANEHTHH.

[lpunararero Ha Sandimmun Neoral Boau 10 59% no-sucoka Cmax H npubnuautento 29% no-pucoka
6uoHannuHocT oTkoakoTo Sandimmun. HanvuHuTe JaHHW NOKa3BaT CeJHOTO: NpH NpeMHHaBaHe 1:1
ot Sandimmun MekH xenaTHHOBK Kancyld KbM Sandimmun Neoral MeKH yeTaTHHOBH KancynH, Hai-
HUCKHTE KOHUEHTPALMH B 4712 KPBB €4 CPABHHMHM M C€ 3ana3BaT B SKeNaHHA TEPANEBTHUEH HHTEPBAL.
Mpunaradero Ha Sandimmun Neora! noBanABa 61aronpHATHO IMHEHHOCTTA HA EKCIIO3ULAATA HA
unxnocnopus (AUCs). Toii npeanara no-nocrosuer npodun Ha abcopbuns, koiTo ce BaHAe No-
MAaJIKO OT MPHEMa Ha XpaHa WIH OT PUTbMA Ha JCHA 3a pasnuka ot Sandimmun,

PaznpenencHue
LIMKNOCNOPHH Ce pa3npeens B rojsama CTeNneH W3BbH obemMa Ha LMPKY/IHpalllaTa KpbB, ¢ PHBHACH

obem Ha paznpenenenne oT 3,5 I/kg. B kpebTa 33 no 47% e HaiMueH B rasMara, 4 1o 9% B
aumdoumTuTe, 5 10 12% B rpanynouuthte H 41 10 58% B epuTpouuTHTe. B nnazmara
npubnuzutento 90% e cebp3aH ¢ MPOTEHHHTE, NPEAHMHO C JIHINONPOTEHHHTE.

brnorpancdopmatns

LinknocnopuH ce MeTabonM3upa B roaMa creneH 1o npubnusutenso 15 metabonura. MetabonuambT
Ce OCBLIECTBABA MIABHO B UepHHA Apob upe3 unutoxpom P450 3A4 (CYP3A4)  OCHOBHMAT IIBT Ha
MeTaGOoNIM3HpaHe BKIIIOYBA MOHO- M JUXHAPOKCHAKpaHe M N-1eMeTHITHpaHe Ha pa3inyHH yUacTbUH
oT Monekynara. Bcnuku uaeHTHGULIMpaHH METabONMTH CHABPKAT UANOCTHATA NENTHAHE CTPYKTYpa
Ha OCHOBHOTO BELUECTBO, HAKOM MPUTEXKaBat cnaba UMYHOCYNpPEeCHBHA aKTHBHOCT (JI0 €/1Ha AeCeTa OT
TA3d Ha HETIPOMEHEHOTO BELLECTBO).

EnuMuHnpaHe
EnMMHHApaHETO € NpeIMHO upe3 XUTbyKaTa, eaBa 6% OT NepopanHaTa 103a ce eKCKpeT

ypuHata 1 camo (,1% oT eKCKpeTHpaHOTO B YPHHATa € B HENPOMEHEH BHA.
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JlaHHHTE 3a KpalHUA MONYXHBOT Ca POTHBOPEYHBH H Ca B TIPAKA 3aBHCHMOCT OT METO/a Ha
M3cNeBaHe M TapreTHaTa nomynauua. KpaiHHAT nonyKkuBoT Bapupa ot 6,3 4yaca npu 3apasu
ao6poeonuy 10 20,4 yaca NPH MANKEHTH C TeXKKO uepHoApoGHO 3abongeane (Bxk. ToukH 4.2 1 4.4),
ENMMHHAUHOHHHAT MNONYXHUBOT NpH OBOPEUHO TPAaHCNINAHTHPAHH NMAUMEHTH € NPUONHU3NTENHO

11 yaca, ¢ uHTepBan Mexxay 4 ¥ 25 vaca.

Coenuaniy nonyaauuy
Hayuenmu c 6v0peyno yspexcoane

B npoyyBaHe, MPOBEAEHO MPH NALHEHTH ¢ TEPMUHATHA OBOPEUHa HEAOCTATBYHOCT, CHCTEMHHAT
KJIMPBHC € NPHONM3UTENHO ABE TPETH OT CPEHAS CHCTEMEH KIMPBHC NPH NaLUMEHTHTE C HOpMaiHa
6n6peuna pyHkuua. [Mo-manko ot 1% oT npunoxkeHata n03a MOXKe Aa Oblie OTCTpaHeHa upes
JHAIH3A.

Iayuenmu ¢ wepnodpobHo yepesicoane

Moske ga ce Habmonaea 2 10 3 NBTH MOBHLLABAHE HA €KCMO3HLMATA Ha LMKJTOCTIOPHH NPH MALHEHTH ¢
uepHoApoBHO yBpexaaHe. B npoyuBaHe NpH MaLMEHTH ¢ TEXKKA CTEMEH HA YEPHOAPOBHO YBPEKIAHE,
¢ BHOMCHYHO I0Ka3aHa LUMPO3a, KpalHUAT nony>kHeoT € 20,4 yaca (uHrepsan Mexxay 10,8 no

48,0 yaca) cnpamo 7,4 no 11,0 yaca npu 3apaBH HHAHBHAH.

TeavaTpyyvHa Noyaauxa
dapMakOKHHETHYHUTE JAHHH OT npunoxeHueTo Ha Sandimmun Neoral nam Sandimmun npu

NEeAHATPHUYHY NALMEHTH ca MHoro orpannuenH. [Ipu 15 6v6pedHO-TpaHCINAHTHPAHH NALMEHTH HA
BB3pacT 3-16 roaMHH, KIHPBHCHT Ha UMKJIOCTIOPHH OT 14714 KPBE CNE/l HHTPABEHO3HO NPHIOKEHHE HA
Sandimmun e 10,6+3,7 mI/min/kg (onpenenen upes: Cyclo-trac cneundryeH HMyHOEH3HMEH METOA).
B npoyusane npu 7 60peyHo TpaHCNIAHTHPAHH NALIMEHTH HA Bb3pacT 2-16 roJMHH KIHPBHCHT Ha
unknocnopus Bapupa ot 9,8 no 15,5 mli/min/kg. Ipu 9 wepHoapobHO TpaHCTIIAKTHPaHH NALMEHTH Ha
Bb3pact 0,65-6 roanHu KNHPBHCBT € 9,3+5,4 ml/min/kg (onpeaenen upes: HPLC meroa). [pu
CPaBHEHHE ¢ Bb3PACTHH TPAHCIINAHTHPAHH MaLMEHTH, PA3/IMKaTAa B OHOHANIHYHOCTTA MEXKIY
Sandimmun Neoral u Sandimmun npu feua e cpaBHMMA ¢ Ta3H, HaGMIOAaBaHA MPH BL3PACTHH.

5.3 IlpeAK.THHHYHH JanHH 32 Ge3onmacHocT

[{MKIOCIIOpPHH He NOKa3Ba NOKA3aTENCTBA 32 TEPATOr€HHH €PEKTH NPH MTbXOBE H 3aklK NpH
nepopainHo npunoxerne (10 300 mg/kg nHepHo). Liuknocnopun e em6pro- 1 PeToToKCHUEH, KOETO
Ce MOKa3Ba OT HAMANEHOTO TETJIO Ha MI0JIa M CBbP3aHOTO C HETO M30CTABaHE B CKENETHOTO PA3BHUTHE.
Hupara 6e3 HaGmomasan edekt (no observed effect level, NOEL) ca noa makciManHarta
npenopbuuTenHa a03a npu xopa (MRHD) B3 ocHOBa Ha TenecHaTa nosbpxHOCT (BSA). Ilpu
OpeMeHHH NIIBXOBE, KOMTO NMOJYYaBaT IMKIOCTIOpHH 6 n 12 mg/kg aAHeBHO MHTpaBeHO3HO (MO
MRHD 13 ocHoBa Ha BSA), deTycuTe ca ¢ NOBHLLIEHA YECTOTA Ha NOABA HA BEHTPHKYJIapeH
cenTancH aeeKT.

B npe ny6nuKyBaH# M3CA€40BATENCKH MPOYYBAHMA, 3aHLIM Ha BB3PAcT A0 35 CeAMHLM, H3N0XKEHH Ha
HMKI0CnopuH in utero (10 mg/Kg JHEBHO NOAKOXKHO) ca NOKa3alu NoHWkeH 6poH Ha nedponuTe,
61b6peuna xunepTpodus, cHCTEMHA XHTICPTOHKA U nporpecneHa 6B6pevHa HeaocTaThuHOCT. Tesn
HaxO[KH He ca OWIIH YCTAHOBEHH NpH APYrH BUIOBE U TAXHATA BATHAHOCT MPH XOPa € HEH3BECTHA.

B npoyusaHe 3a NepH- K MOCTHATAHO Pa3BUTHE NPH ILIBXOBE UHIUIOCTIOPHH NOBHILIABA Tpe- U MOCT-
HMIUTAHTALHOHHATA CMBPTHOCT HA NIOTOMCTROTO M BOAM A0 MOHKWKEHO HA[JaBaHE Ha TENECHOTO
TErJIO Ha OLENENHTE MalKH Npy Hali-Bicoka no3a 45 mg/kg anesHo. NOEL e non MRHD B33 ocHosa
Ha BSA

[1pu npoyuBase 3a HepTHIHTETA MPH MITBXOBE HE ca HabMOAABAHN HEXENAHH eEKTH BBPXY
depTiaMTeTa M penponykrueHocTTa 10 15 mg/kg anerno (moag MRHD Bw3 ocHoa Ha BSA)
MBIKKH H HKEHCKH TUTBXOBE.

LIMKJIOCMOPHH € NPOY4BaH B PeHLA in Vitro Y in Vivo U3CNEABAHHA 32 NEHOTOKCHHHOCT Oe
KAHHHYHO 3HA4YMM MYTarcHeH noTeHLIHal.
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TMpoysBaHua 3a KAHLUEPOreHHOCT €A IPOBEACHH NPH MBXKKH K XKEHCKH ILTBXOBE H MULuKH. B
78-ceAMHUYHO NPOYYBAHE NPH MHLIKH, TPH 103H oT 1, 4 n 16 mg/kg AHeBHO ca OTKpHTH
JOKA3ATENICTBA 32 CTATHCTHYECKH 3HAYMMO MOBHLICHHE HA NTHMQOLIHTHH THM(OMH NPH JKEHCKUTE
€K3eMIUIAPH, & YECTOTATa Ha XEMaToleyNapHHA KapLIMHOM MpH CPEAHHUTE JIO3MPOBKH MPH MBIKKHTE
3HAYMTENHO HAABUINABA KOHTPOJIHATA CTOHHOCT. B 24-ceamMuyHO NpOyyBaHe MpPH NIBLXOBE,
nposeneHo ¢ no3u ot 0,5, 2 u 8 mg/kg AHeBHO, MPH HACKHTE JO3HPOBKH, NOARATA HA AJICHOMH Ha
OCTPOBHHTE KJIETKH B MaHKPeaca 3Ha4HTE/HO HalIBUIlIaBa KOHTPOIHATa CTOHHOCT.
XenarolenynapHUTe KApUWHOMH H aI€HOMH Ha OCTPOBHHTE KJIETKH Ha naHkpeaca He ca 6uin
J0303aBHCHMH.

6. OAPMAIIEBTHYHHA JAHHH
6.1 CnHcBK HA TOMOIHHTE BEIECTRA

Sandimmun Neoral 25 mg meku kancynu

CrabpXkaHKe Ha Kancynara

Anda-tokodepon

Eranon, 6e3soaeH

[Mponmmnenrnukon

3BpHEHH MACTHH-MOHO-IH-TPHIJIHLEPHIN

MaKpOoroNriHIEpoioB XKAPOKCHETeaparT / monHokeHn 40 XHAPOreHHpaHo PHLMHOBO Macio

OO0BUEBKA HA KANCYNaTa
XKenesen okcun uepeH (E172)

Tutanuer auokcHa (E171)
{nuuepon 85%
[lponuneHrnukon
Kenarun

Hannwic
Kapmuuoea kucennHa (E120)

ANyMHHHEB XJIOPH]I XEKCaXHapaT

Hatpuep xMIpOKCHI

Iponunenraukon

Xunpomenosza / XnapoKCHUNponun MeTHIUETy03a 2910
H3onponanon / M3onponunoe ankoxon

Sandimmun Neoral 50 mg mMeku Kancynu

CoabpxanHe Ha Kancysara

Anda-Toxodepon

Eranon, 6e3soaeH

IMponuneHrnukon

3bpHEHH MacTHH-MOHO-IU-TPHUTTHIEPHIH

Makporonrnuuepoios XHAPOKCHCTeapaT / NOJTHOKCHN 40 XMAPOTEHHPaHO PHLIMHOBO MACIIO

O0BuBKa HA KanNCyNaTa
Turanues nvokcua (E171)
Cmuuepon 85%
[ponunenrnukon
Kenatun

Haanuc
Kapmunosa kucenusa (E120)

ANYMHHHEB XN10pHI XEKcaxHapat
Harpues xuapokcun
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ITponunenrnukon

Xunpomenoza / XuapoKCHITpONKHR MeTuiuerynosa 2910

Hzonponanon / U3onponunos ankoxosn

6.2 HecbBMecTHMOCTH

HenpunoxuMo

6.3 Cpoxk Ba roanoct

2 roaMHH

6.4 ChoeuuaJHH YCI0BHA HA CHXPAHEHHE

Jla He ce chxpansBa Haa 25°C. Jla ce cbXpaHsRa B OPUrHHATHATA ONAKOBKA, 32 1a CE Npeanasy oT
snara. [ToBHiueHna Ha TeMniepatypara 20 30°C B npoab/ukeHHe Ha MaKCHMYM 3 MeceLia He OKa3BaT
BIIMAHME BLPXY KaueCTROTO Ha npoaykta. Kancynure Sandimmun Neoral tpafsa na 6vaar ocraBeHH
B GiTMcTepHATa ONaKoBKa A0 ynotpedara um. [IpH oTBapaHe Ha bniHcTepa ce ycelua XxapakTepHa
mupu3Ma. ToBa e HOpMaNHO M HE 03HAYaBa, Y€ HEILO HE € HapeR ¢ KancyJaTa.

6.5 BuAa H chAbpXKAHHEE HA ODAKOBKATA

BiucTepHH ONAaKOBKM ¢ ATyMHHHI OT ABETE CTPAHH, CHCTOAILH CE OT

nonuaMua/anymuHuit/ noanerannxnopun (PA/AL/PVC) or monxaTa cTpaHa M almyMHHHEBO (OHO OT
ropHara cTpaHa.

Sandimmun Neoral 25 mg u 50 mg mekH Kancyiau

Onakoeka ¢ 50 Mekn KancynH

He BcHuKH BHAOBE ONMAKOBKW MoOraT ja ObaT NyCHaTH Ha Masapa.

6.6 ChnenHAIHR NpeaNa3HH MEPKH NPH H3XBLPAAHE

Hsama cneuHanHu H3HCKBAHUA.

HeM3non3paHHAT JIeKapPCTREH MPOLYKT MITH OTNAIBYHHTE MAaTEPHATH OT Hero TpsOBa J1a ce H3XBBPNAT
B CHOTBETCTBHE ¢ MECTHHTE M3HCKBAHHMA.

7. IIPUTEXATEJ HA PABPEIIEHHETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Hpranau4

8. HOMEP(A) HA PA3PEIIEHHETO 3A YIIOTPEBA

Sandimmun Neoral 25 mg - 20010481
Sandimmun Neoral 50 mg - 20010482
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9. JIATA HA NTBPBO PASPEIIABAHETIONHOBSBAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

Jata Ha mbpBo pazperuaBaHe: 21 tonu 1994 1.
Jata Ha mocneano nog#Hosagade: 21 anpun 2011 r.

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA

[ToapoGHa uHbOpMaLMa 3a TO3M IEKapCTBEH NPOAYKT € NPEeAccTaBeHa Ha yebcaiita Ha ManbnnurtennHa
areHOus o AekapcTeara www.bda.bg
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