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1. HUME HA JJEKAPCTBEHHUA NPOAYKT K paTIKa XapAKMEPLCIUKE Ha NPOgYkMa  [Ipupoxemue 1
Ao re9rs
KM P2, Ne oG ettt eas st ern s
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2. KAUECTBEH H KOJJMUECTBEH CBLCTAB |Qgobperuefe................ceooooo: R

Beska karnicyna Sandimmun Neoral 100 mg ceabpixka 100 mg HHKIOCIIOPHH.

[loMOIHYU BelllecTBA ¢ H3BECTHO JeiicTBHE:

Eranom: 100 mg/kancyna. Sandimmun Neoral MexH kancyiu csaspxar 11,8% o/o eraHon
(9.4% M/0).

[Ipomunenrnukon: 148,31 mg/ kancyna.

MakporonrinneposioB xuapokcucreapat / Tonnokcun 40 XMaporeHUpaHoO pHIMHOBO MAC/IO:
405,0 mg/xancyna.

3a MBJIHUA CIIHCBK HA ITOMOILLHATE BEIUIECTBA BHXKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Mexu kancynu

Sandimmun Neoral 100 mg - CuHBO-CHBA, NPOIBJIrOBaTa, MEKA XKENATHHOBA KAICyJIa, C HAITHC B
yepseHO “NVR 100mg”.

4. K/IHHHYHMH JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

[Tokazanus B 06,1aCTTa HA TPAHCIIAHTALIHATA

Tpancrnanmayws #a conuonu opeanu

IlpenoTeparsBane Ha peakilus Ha OTXBBPJISHE HA MPUCAJKATA CIe] TPAHCINAHTALKMA HA COTHAHK
OpTraHHu.

JleyeHne Ha peakiids HA KJIETBYHO OTXBBPJAHE HA NMPUCAAKATA MPH NALHCHTH, TPUEeMailld ApYru
HMYHOCYIIpeCHpailli CPeACTBA.

Tpancnnpanmayus Ha KOCMeH MOIbK
[IpeaoTeparaBaHe Ha peaKUMATAa Ha OTXBBPJIAHE HA MPUCAIKATA CIeA AJIOT€HHA KOCTHOMO3bYHA
TPAHCILIAHTALHS WY TPAHCILTAHTALHS HA CTBOJIOBH KIIETKH.

[IpodinakTvka WIK NedeHHe Ha 6onecTTa, NPeAM3BHKAHE OT PEaKLHMATA HA ITPHCAAKaTa Cpenly
nmpHemarens (grafi versus host disease - GVHD).

[ loxa3aHus n3BbH 001ACTTa HA TPAHCIJAHTALMATA

Enodozenen yeeum

JleueHue Ha 3acTpaliaBaill 3pEHHETO HHTEPMETHEPEH HIIH 3aJIcH YBEUT OT HEHH(MEKLHO3CH MPOH3X0/]
MpH NallMeHTH, IPH KOHTO KOHBEHLIMOHAIHATA Tepanyd € Ouia HEyCNELIHA WK € IIpeIn3BHhkana
HENPUEMIINBH HEXE/TAHH PeakLvH.

Jleyenue Ha yBeHT NIpH GoniecT Ha BexueT ¢ peLlMANBUpALIM BH3NAUINTENHH PEaKLMH, 3acATallH
peTyHAaTa IIpH NaUeHTH 6e3 HEBPOIOTMYHH NPOABRH.




Hegpposen cundpom

CTepoHa-3aBHCHM H CTEPOU-PE3UCTEHTEH HEQPOICH CUHAPOM, BCICACTBUE IMBPBUYHH IIOMEPYTHH
3a00JIABaHMA KaTO HedponaTHd ¢ MHHAMAJTHU H3MCHEHHA, QOKA/IHA H CEIMEHTHA TTOMEPYJIOCKIEepO3a
WIIH MEMOPaHO3EH IMOMEPYJIOHEPPHT.

Sandimmun Neoral Moxe na ce ¥3M0J3Ba 33 HHAYKUUA W NOAXbpXKaHe Ha peMucHd. Moxe aa ce
H3MOJI3BA CBIIO TaKa 33 NOAAbPKAHE HA CTEPORA-UHAYUHPaHa PEMHCHS, TO3BOJIABAHKY CIMPaHe Ha
KOPTHKOCTEPOMIHTE.

Peamamoucen apmpum
JleueHHe Ha TEXKBK, AKTUBEH PEBMATOUACH APTPHT.

Hcopuasuc
JleyeHne Ha TEXBK NCOPHA3MC NMPH MALKUEHTH, [IPH KOXTO KOHBEHLIHOHAJIHATA TEpanud €
HENnoAXoAsa Win 6e3 edexT.

Amonuuen depmamum
Sandimmun Neoral € nokasal npy NalMeHTH ¢ TEXBK aTOMHYEH JEPMATHT, TIPH KOHTO € HEOOX01MMa
CHCTEMHA Tepanus.

4.2 Jo3MpOBKa M HAYHH HA RPHJI0KEHHE

J03HpOBKa
TIpunoxkeHHTe CXEMH 3a NEPOPATHO IPHIOKEHHE €2 CaMO HACOYBAILIH.

JueBuara no3a Ha Sandimmun Neoral TpsOBa aa ce pa3feld Ha JBa OTJAEHH NpUeMa, pas3npeicieHH
Ha paBHW HHTEPBAH Nnpe3 AeHs. [Ipenopsyba ce 1a HMa NMOCICAOBATENIHA CXEMa Ha IpuiaraHe Ha
Sandimmun Neoral o cTHOLUEHKWE HA BPEMETO OT AEHA W BP'h3KaTa ¢ XPaHEHETO.

Sandimmun Neoral TpafBa aa ce mpeaANMcBa caMo OT, UIIK B TACHA K0abopaLus ¢, leKap C ONMT B
MMYHOCYIIPeCHBHATA TEpanya W/WM OpraHHara TPaHCIUIaHTaLHUS.

Tpancnaanmayus

Tpancnianmayui Ha COAUOHU OP2aHU
JledenneTo cbC Sandimmun Neoral Tpabsa na ce 3anmouyHe B paMkTe Ha 12 yaca mpeau onepauusaTa B

ao3a ot 10 no 15 mg/kg, paznenena Ha 2 mprema. Tasy 703a TpA0GBa Aa ce mOAAbPXKA KaTo AHEBHA
1033 B NpoAbJIKEeHHE Ha 1 10 2 ceaMUIM ClI¢/ OnepalidaTa, KaTo MOCTENeHHO ¢e HAMalABa B
CbOTBETCTBUE C IUIA3MEHUTS HUBA, B ChOTBETCTBHUE C JOKAJIHIA HMYHOCY IPECHBEH IMPOTOKO JI0
AOCTHTaHe HA NMPEMOPbYMTENHATa MOATbPkKaLlA 1033 OT okono 2 Ko 6 mg/kg, npunoxeHa B 2 OTAETHH
npueMa.

Korato Sandimmun Neoral ce npunara ¢ Apyrd HMyHOCYIIpeCOpH (HaIlp. KOPTHKOCTEPOMIHN HIIH KaTO
YacT OT TPOIHA WM YETBOPHA JIEKAPCTBEHA TEPAINS ), MOXKE A4 Ce Npujara B o-HACKH 1034 (Harp. 3
1o 6 mg/kg, npunoxeHM B 2 OTAENHH NpHeMa IPH 3aMovuBaHe Ha e4eHUeTa).

Tpancnnanmayusd Ha KOCMEH MO3BK

Hauyanzata no3a Tps20Ba 1a ce gaae B A€HS Npefy TpaHCIUIaHTauusaTa. B nopeueTo ciayyvan 3a Tasu el
ce MpeanouMTa NpHIaradeTo Ha Sandimmun kOHUEHTPAT 33 HHQY3UOHEH pa3TBOp.
ITpenoprunTenHaTa HHTpaBeHO3Ha 103a € 3 10 5 mg/kg/nex. Uudy3uara npoabixkasa B ChIUATA A032
MO BpeMe Ha HETIOCPEACTBEHHS NMOCTTPAHCIUIAHTALIMOHEH NEPUOL A0 2 CEAMULIH Cel
TPAHCIUIAHTALMATA, TIPSAH a Ce MPEMHHE KbM NIepopaiia MoAAbpalia Tepanus ¢b¢ Sandimmun
Neoral B nreBHa go3a ot oko10 12,5 mg/kg, npunoxeHa B 2 OTAENHH IPHEMA.

[NoaawpaxaimoTo JeueHue TpaGesa J1a NPOObIKH MOHE 3 Mecella (3a NpeanoyrTaHe 6 Mecewa)
Jo3ara OCTENeHHO Aa ¢¢ HaMallu A0 Hyna, | roguHa Cliea TPAHCIUIAHTALUATA.




AKO NpU 3aN04YBAHE Ha NeYeHHeTo ce npuiara Sandimmun Neoral, mpenoppYdTenHaTa JHEBHA 1032 €
12,5 no 15 mg/kg, npunoxkeHa B 2 OTAEHH ITPHEMA, KAaTO Ce 3all04Ba B JICHA Npeu
TPAHCILTAHTAUMSATA.

Moxe 13 ce HaIOXH TPUIIATAaHETO Ha N0-BHCOKH A03H Sandimmun Neoral wiu npunarade Ha
HHTPABEHO3HO NeYeHHe Cbe Sandimmun MpY HAJIMYKE HA CTOMALIHO-YPEBHHY HapYIICHKA, KOHTO
MOrar Aa HaManart abcopouunara.

[IpH HAKOU TAUMEHTH CNE CIUPAHE HA JIEYEHHETO ¢ LMKIIOCIIOPHH Moxe Aa Be3HNKHe GVHD, Ho
OOHKHOBEHO c€ MOBIUABA GraronpusTHO CAEA MOJHOBIBaHE HA JIeYeHHeTO. B TakuBa Ciiydau
MHPROHAYANHO CE fipUnara HepopanHo HaToBapeaiia go3a ot 10 10 12,5 mg/kg, cnen xoeTo ce
NpHilara NoATbpKAINATA 1033, KOSTO NMpeau ToRa € Ouia ¢ no0bsp edexr. [Ipu neyeHune Ha JieKa
xpoHHuHa GVHD 1padea aa ce mpuymaraT Hucky no3u Sandimmun Neoral.

Hoxazanun wzewH obracmma na mpaxschRagRmayusma

Koraro Sandimmun Neoral ce W3nosspa nopaiy HIiKoe OT YCTAHOBEHUTE [TOKA3aHUs U3BBH 00/1acTTa
Ha TpaHCILIaHTallHATa, Tps0Ba Aa ce cneABaT ClleqHUTe OO MpaBHia:

[Tpenu 3anoyBane Ha feUeHMETO TPsORa NOHE ABYKPATHO Ja C¢ HaNpaBH OLICHKA HA W3XOAHATa
OBOpeyHa QpyHkuda. M3uncneHara ckopocT Ha raoMepynHa ¢urrpaums (eGFR), H3uHcneHa no
popmynara MDRD, moxe na ce u3mon3ea 3a oueHka Ha Ob0peuHaTa (yHKIUA NPU Bb3PACTHH
MAaIVEHTH, a CBOTBETHATA NNOAXOAAILA PopMyia 3a nena Tpa0Ba Aa ce H3Moa3Ba 3a oueHka Ha eGFR
MpH NeauaTpy4Hy nauuentd. Teit kato Sandimmun Neoral Moxe 1a yBpeau 6x0peusara gyHKUMS, €
HEeODXOIMMO YECTO Aa Ce MpaBH oLeHKa Ha Obbpednara ¢pyHkuys. Ako eGFR ce noHKXKH C TOBEYE OT
25% cnpaMo U3XOIHaTa CTOMHOCT NPH NOBEYE OT eIHO H3MepBaHe, J03aTa Ha Sandimmun Neoral
TpAOBa Aa ce HaMasH ¢ 25 10 50%. Ako noHmwkeHHeTo Ha eGFR cnpaMo u3xoaHara CTOMHOCT € Hajl
35%, TpaOBa fAa ce MMa IPeABW NO-HATATHIHO HaManaBane HA A03ata Ha Sandimmun Neoral.
[IpenopbkuTe ca BANUAHM, JOPH KOraTto CTOMHOCTHTE NPH ChOTBETHHA MTAlIHEHT ca B PAMKHTE Ha
HOpMAJIHUTE Nab0paTOPHK CTOMHOCTH. AKO HAMAIABAHETO HA J03aTa He JoBeAe A0 NONoOpeHue Ha
eGFR B pamkuTe Ha equH Mecel, NedenneTo cbC Sandimmun Neoral Tpabea aa ce npeyCTaHOBH (BXK.
Touka 4.4).

Heobxoaumo e penoBHO npocneasBane Ha KPbBHOTO HalIATaHe.

Mpenopsusa ce onpeacnsne Ha OHIMPYOMHA 1 HA OCTAHANWTE TIOKA3ATENH 32 OLICHKA Ha
4epHOAPOOHaTa PYHKIMA NPEAH 3aMOYBAHE HA JICUCHHETO, KAKTO M BHHMATEIIHOTO WM ITPOCIesBaHe
1o BpeMe Ha JieuerHeto. [Ipenoprysa ce ChILO Taka ONpeIeisHe Ha CepyMHUTE JIMMHIH, HUBOTO Ha
KaJIHi, Marge3uii ¥ MIKOYHA KHCEMMHA, TIPEIH 3aMI0UBAaHE HA JEUEHHETO U NIEPHOANYHO N0 BPEME Ha
NeYeHHETo.

Mo:ke fa ce HanoXH U3BBHPEIHO NPOCICAABAHE HA HHBOTO Ha LIHKJIOCIIOPHH B KPBBTA TIPH
NMPUNATraHETO MY MMPH NOKA3ZAHHA U3BLH 00/1acTTa Ha TPAHCIUTAHTALMATA, HANp. NPH NpUNaraHe Ha
Sandimmun Neoral exHOBpeMeHHO ¢ BEIIECTBA, KOWTO MOTAT J1a NOBIKAAT (PapMaKOKIHETHKATA Ha
LIMKJIOCMIOPHH HJIH B CiTy4Yall Ha HeoOMUYaeH KNMHWYEH OTroBOp (HAIp. I4ica Ha e(pUKaCHOCT HITH
TNOBHIICHA IEKAPCTBEHA HENOHOCHMOCT, KaTo HanpuMep 6u6peuna IucdyHKIs).

OOHYaliHHAT HaYKH Ha MPHIIOXKEHHE € Tpe3 YeTaTa. AKO ¢e H3M0JI3BA KOHLESHTPAT 33 HH(Y3HOHEH
pa3TBOp, TpAbBa Aa Ce BHUMAaBa Jla ce OCHTYpPU NPHUNAraHeTo Ha aeKBaTHa HHTPaBEHO3HA 1033, KOATO
Ja ChOTBETCTBA HA NEepOpanHara Joza. [IpenopbyuBa ce KOHCYTalMs ¢ JIEKap ¢ ONUT B MPUJIaraHero
HA WHKJIOCTIOPHH.

C M3KMOYEHHe Ha MAIHEHTHTE ChC 3aCTPALIABALIL 3PEHHETO SHAOTEHEH YBEUT H AelaTa ¢ He(pposeH
CHHAPOM, 0011aTa JHEBHA 4032 He TpAOBa HUKOra Ja mpeBuiiaBa > mg/kg.

HUHIUBHIYTHO.




[1pu malHeHTH, MPH KOUTO 3a ONpeAETieH IEPHOA OT BpeMe (3a NO-KOHKPETHA HH(POPMAIIHA BHKTE NO-
A0JIy ) HE C€ [NOCTUTHE 3a[0BOJIHTENIEH OTTOROD UITH e(peKTHBHATA J034 HE € ChbBMECTHMA C
YCTaHOBEHUTE TIPEIIOPBKH 3a Ge30macHoCT, eyeHHeTo cbe Sandimmun Neoral Tpabsa aa ce cripe.

Endozenen ygeum

[ITepBOHaYaIHO ce npenopbuBar 5 mg/kg NHEBHO NEpOpaNHO, pa3deNicHH B 2 IpHeMa, J0KATO ce
MOCTUTHE PEMHMCHA HAa AKTHBHOTO Bb3MAJIEHHE Ha YBEATa H NoA00peHHe Ha 3pUTeHaTa octpoTa. I1pu
pedpaKkTepHH CIyYau 03aTa MOXKe Ja €€ MOBHIIM A0 7 mg/kg NTHEBHO 3a OrpaHHYEH IEPHO OT
BpEME.

3a NOCTHraHe Ha HA4YallHa PEMHCHA WM 33 HEYTPaNW3HpaHe Ha eTIM30/M Ha OYHO BB3NAJIiCHHE MOXeE
J1a ce TNpIIara JOMbJIHUTEHO CHCTEMHO KOPTHKOCTEPOUAHO eyMeHHe ¢ NIHeBHH no3u oT 0,2 10

0,6 mg/kg nmpenqHW30H WK HErOB €KBHBAJIEHT, aKO CAMOCTOATENHOTO NpUIoKeHUE Ha Sandimmun
Neoral He BOOM 10 3300BONKTENEH KOHTPOA Ha checToAHMETO. Citell 3 Mecela 03aTa Ha
KOPTHKOCTEPOHINTE MOXKE 14 C€ HaMaJl IO Hal-HACKAaT4a eeKTHBHA A03a.

3a NOANbPAKALLO JieYeHHe Ao3ara TpAOBa 6aBHO Ja ce HAMAJTH A0 MHHHMAHOTO €EKTHBHO HHBO,
KOEeTO BEB (ha3uTe Ha peMHCHA He TpA0BA Ja HAABHINABRa 5 mg/kg AHEBHO.

TpabBa na ce H3KkmouaT HHGEKIHO3HH IPAMHHKUTENY Ha YBEUT NpEaH ynoTpedara Ha
HMYHOCYIIPECOPH.

Heghposen cundpom
3a MOCTHraHe HA PEMUCHA NPETIOPLYMTEHATA JHEBHA 1103a Ce paslelid B 2 IEPOPAIHA NpyeMa.

Ako OB0peunara PyHKUMA e HOpMaiHa (C H3KJIIOUEHHE HA IPOTEHHYPHS), NPENOPLYHTENHATA FHEBHA
A03a € CIe/IHaTAa:

- BB3pACTHH: 5 mg/kg

- pena: 6 mg/kg

Ipu nauveHTH ¢ HapymeHa GrOpeuna GyHKUMS HAUAHATA 11034 He TpsOBa Aa HaaBumaea 2,5 mg/kg
JHEBHO.

Komb6uHanuara ot Sandimmun Neoral ¥ HICKH Z03H NepopalHi KOPTHKOCTEPOHUIH C€ NPenophiBa
[pH JIMICa Ha 3a[0BOJIMTENEH edeKT OT CaMOCTOATENHOTO MpUIoKeHUe Ha Sandimmun Neoral,

OCOOEHO MPH CTEPOUI-PE3UCTEHTHH NAIASHTH.

BpemeTo 33 OnaronpHaTHO MOBNIMSBAHE BapHpa OT 3 10 6 Mecelia B 3aBHCHMOCT OT BHIA HA
rmoMepynonatuaTa. [Ipu nunca Ha noZodpeHne cie To3u NePUc OT BpeMe, TEYeHHETO Cbe
Sandimmun Neoral Tpa6Ba na ce crpe.

Jo3uTe ce onpeaensT HHAMBHAYATHO CrIope e(pUKACHOCTTA (POTEHHYPUA) M 0€30NacHOCTTa, HO HE
TpaAOBa Aa HaaBHiuaeaT 5 mg/kg nHeBHO NPpH BH3pacTHH U 6 mg/kg NHEBHO NP AeLia.

3a mopABPKAlLO IeYeHHe no3ara Tpsadsa 6aBHO Aa ce peayLMpa A0 HaH-HHCKOTO €(eKTHBHO HHBO.

Peamamouoden apmpum

[Ipe3s wbpBHTE 6 ceAMMIIM OT JIEYEHHCTO TIPENOPBINTENHATA 1032 € 3 mg/kg AHEBHO NEPOPAIHO,
paszaencHH B ABa npueMa. [Ipn HegocTarbucH edEKT THEBHATA 4032 MOXKE Ja C€ MOBUIIK NOCTENCHHO,
A0 rpaHHIIATA HA UHAMBHIYAJTHATE IOHOCHMOCT, HO He Tpsdea 1a HagsKiaea 5 mg/kg. 3a nocrurane
Ha ONTHMaJIHA €PeKTHBHOCT MOXeE 1A C& HalloKH 10 12-ceaMudHo JedeHHe cbe Sandimmun Neoral.

3a oAXBPKALIO JIEYEHHE A03aTa TpSOBa Ja ce THTPHpA CIope] HHANBHRYATHATA IIOHOC
Hali-HHCKOTO €(heKTUBHO HHBO.




Sandimmun Neoral Moxe 1a ce KOMOMHMpPA ¢ HICKH 030 KOPTHKOCTEPOUIH H/HWIA HECTEPOHIHH
POTHBOBR3NANHTENHU NekapereeHH cpeacTea (HCTIBC) (Bx. Touka 4.4). Sandimmun Neoral Moxe
Jia ¢€ KOMOMHHpPA U C HACKH 031 METOTPEKCAT CEAMHYHO MPH MALHEHTH, KOMTO He C¢ MOB/IUABAT
JOCTATBYHO OT CaMOCTOATEHO MPUIOKEHHUE HA METOTPEKCAT, KATO MbPBOHAYAIIHO CE€ H3ION3BAT
2,5 mg/kg Sandimmun Neoral aaeBHO, pazaeneHy B 2 OTAEIHE NPHEMA ¢ BE3MOXKHOCT J03aTa J1a Ce
TIOBHLIH, aKO HHAWBHIYAIHATA [TOHOCHMOCT NO3BOJLBA.

lIcopuazuc

Jleuenneto cve Sandimmun Neoral Tps6Ba na ce 3aMo4YHe OT JiekapH ¢ ONAT B AHArHOCTHIMPAHETO H
NEYSHHETO Ha ncoprasuc. [lopanyu pazHooOpa3HeTo Ha TORA CLCTOSHME, JIEUEHHETO TPAOBa Na Obae
HHAWBHIYAITHO. 3a NOCTHIAHE Ha PEMHCHA NpernophyHTeNHaTa HaqyaiHa ao3a e 2,5 mg/kg nHesno
EPOpaHO, pa3fie/ieHa B 2 OTIe/IHY npueMa. Ako 0 1 Mecell He mocneaBa nogoOpeHUe, THEBHATA
11033 MOXKE MOCTEIIEHHO Ja ce NOBUUIA, HO He TpsAOBRa Ja HaaBuHIIaBa 5 mg/kg. JleueHuero TpdOBa aAa
C€ MPEYCTaHOBH NMpPH MALHEHTH, IPH KOUTO XXEJTAHOTO NMOBJHABAHE HA [ICOPHATHIHHUTE NE3UH He OBIe
MOCTUIHATO 33 6 ceAMMLUM ¢ 5 mg/Kg NHEeBHO WK epeKTHRHATA 7032 HE € ChBMECTHMA C
H3HUCKBaHHATA 3a Oe30nacHOCT (BK. Touka 4.4).

Haganuu no3u ot 5 mg/kg AHEBHO ca ONpaBIaHH NPH [TALUEHTH, THETO ChCTOIHHE H3HCKBA Obp30
noaodpeHue. BexnHb:k cies kato ce MOCTHTHE 3aH0BONUTENEH e(eKT, TepanuaTa cbe Sandimmun
Neoral Moxe na ce npeycTaHOBH, a IMPH CJIEABaL] PELIMAME A CE U3N0J13Ba 0THOBO Sandimmun Neoral
B MpeauiIHaTa ¢PeKkTHBHA fo3a. [IpyU HAKOH MAHEHTH MOXKE Ja C€ HAJIOXKH MPOIBIDKHTEIHA
NOAObPIKAULA TEPATMSA.

3a NoIBPAKALLO JIeYEHHe AO3UTE TPAOBA 1a ce THTPHUPAT HHAMBHIYAIHO 10 Hal-HUCKOTO edeKTHBHO
HHBO, KaTo He TpsadBa Na Haasuiuagar 5 mg/kg nHeBHO.

Amonuven depmamum

Jleuenunero ¢ve Sandimmun Neoral TpsGBa 1a ce 3an04He OT JEKAPH € OIMHT B JUATHOCTALIMPAHETO U
JICYEHHETO Ha aTONWYEH AepMaTHT. [lopanu paznooOpazHus XapakTep Ha TOBa 3a00/BaHe,
JIeUeHHEeTO TpAOBA 14 6b1e MHAMBHOYATHO. [IpenopbunTenHara 2o3a Bapupa ot 2,5 1o 5 mg/kg
AHEBHO, pasnpe/ieNieHa B 2 OTAE/IHA NEpOPATHY NpHeMa. AKO IIpM HadasiHa 103a ot 2,5 mg/Kg THEBHO
HE C€ NOCTHIHE 330BOIMTEIEH PE3YJITAT B NPOABIDKEHUE HA 2 CEAMHLIM, JHEBHATA 1032 MOXE OBP30
Jia Ce IIOBHIIM 10 MaKCHMYM 5 mg/kg. IIpd MHOro TeXKH CIy4aH € 1N0-BepOATHO J1a Ce NOCTUIHE Obp3
¥ aJIeKBaTeH KOHTPOJ Ha 3a00nsBaHeTo MIpyU HavYanHa j1o3a ot S mg/kg nuesHo. Cren kato ce
[IOCTHTHE 33J0BOJIMTEJIEH e(eKT, A03aTa TpsAOBa [TOCTENCHHO Ja C& HAMAIH M aKO € Bb3M(MKHO,
Sandimmun Neoral za ce cnipe. Crneapaui peLHIHB MOxe Aa 6b/ie OBAAISH C HOB TEPANEBTHYCH KYpC
¢b¢ Sandimmun Neoral.

Hezasucumo, Yye 1pn 8-ceqMuUHO JicdeHHE MOXKE [a Ce MOCTHIHE 41E€KBATHO MOBJIHABAHE,
ChLIECTBYBAT JAHHH 32 ¢(heKTHBHOCT U A00pa NOHOCHMOCT Ha TepanuaTa A0 | roguHa, IpU CNa3BaHe
Ha NPeNnopLKUTE 332 MOHHTOPUpAHE.

lIpemunasane om Sandimmun nepopanua opma kom Sandimmun Neoral nepopanna gopma

HannuHure maHHH nokassar, ue ciea npeMuHapaHe 1:1 ot Sandimmun nepopanna GopMa_KbM
Sandimmun Neoral nepopanza ¢opma, Hali-HHCKHTE KOHLIEHTPAUHA HA LIHKJIOCTIOPHH B 1IUTA KPbB €2
cpaBHHMH. [1pu MHOrO naumenTHn obave, MoXKe 13 HACTBIIAT TIO-BUCOKH IMHKOBH KOHHEHTPALMH {Cumax)
¥ NIOBUIIEHA €KCTIO3ULIMA Ha aKTUBHOTO BenecTBO (AUC). I1pn Manbk Opoii manueHTH Te3H IPOMEHH
Ca NO-U3pa3eHU ¥ MOXeE Ia HMAT KJIMHHYHO 3HaueHHe. OCBeH ToBa, abcopOumsaTa Ha LUKIOCTIOPHH OT
Sandimmun Neoral nepopanHa $popma e 110-Majiko BapHaOKUITHA H KOPENALHATa MeXKIY Hal-HACKHTE
KOHLEHTPaUHH Ha [HKJIOCTIOPHUH U €KCTIO3HLMATA (B ¢MHUCBI HAa AUC) e 10-CHIHA, B CPaBHEHUE ChC
Sandimmun nepopaiiHa gopma.

Ilopaau gb3MOXKHOCTTA 32 MOBHMUIEHA EKCTIO3MLMSA HA LMKJIOCHOPHMH NPH NpeMuHaBane oT Sand

NpaBHJIa;



I1pH TpaHCILTAHTHPaHN NALMEHTH TpA0Ba Aa Ce 3an04YHEe ChC CHILMTE JHEBHH A03W Ha Sandimmun
Neoral nepopanta $popMa, kakTo 1 Ha [IPeAH TOBA M3Moa3BaHHA Sandimmun nepopanHa ¢opmMa. B
HAvYanoTO HaH-HUCKaTa KOHUEHTPALUUs Ha UMKJIOCTIOPHH B LANA KPbB TpadBa Ja ce pociean B
paMKHTE Ha 4 pO 7 [HM ciien npeMrHaBaHeTo KbM Sandimmun Neoral nepopansa ¢popma. OCBeH TOBa,
[pe3 ITbPBHTE 2 MECELa Cile]l IpeMiHaBaHeTo KbM Sandimmun Neoral nepopanna gopma e
He0OX0AUMO Ja € CIIeAAT KITHHHYHHTE NapaMeTpH 3a 6e30nacHoOCT, KaTe O60peina GpyHKLUSA U
KpBBHO HAMATaHE. B ciy4aid, ye Hal-HHCKHTE KPBBHH HHBA Ha LIMKIIOCTIOPHH €A H3BbH
TEPANCBTHYHHA HHTEPBAI H/WIH Bb3HUKHE BNOLIABAHE HA MapaMETPUTE 3a KTHHHYHA O€30TacHOCT,
Ao3aTa TpsadBa 1a ce aJjanTHpa B CbOTBESTCTBHE C TOBA.

I1pu maupeHTH, NEKYBaHH 32 MOKA3aHWA W3BBH 00J1aCTTa Ha TpaHCIUIaHTaumsTa, Sandimmun Neoral
nepopaiHa gpopMa TpaOBa /1a Ce 3ar0YHe B ChILUTE JHEBHH H03H KAKTO H3M03BaHMs Sandimmun
nepopayHa ¢opma. Ha Bropara, yeTBbpTaTa H OCMaTa CEAMHLIA Cilef IPEMUHABAHETO KbM Sandimmun
Neoral nepopanna gopma TpsabBa na ce npocnenat 6b0peuHaTa PyHKIUHS U CTOHHOCTUTE Ha KPbBHOTO
HAIATaHe. AKO CTOMHOCTHTE Ha KPBBHOTO HANATAHE 3HAYHTEHO HABHIIABAT CTOHHOCTHUTE MIPEIH
npeMHHaBaHeTo KbM Sandimmun Neoral nepopanna gopma mnu ako eGFR ce MOHMKH C TIOBEHYE OT
25% cnpaMo HU3MepeHaTa CTOMHOCT npean TepanusTa ¢he Sandimmun nepopainna Gopma, NpH NoOBEYE
OT €/IHO U3MEPBaHe, fo3aTa TpAOBa 1a ce penyuupa (BuX ¢bio “JIOMbIHMTENHYU NPEeAIa3Hu MEPKH B
TOYKa 4.4). B ciy4daii Ha HeoyaKkBaHa TOKCHYHOCT WIH HeeeKTHBHOCT Ha HKIOCNOPHH TpA0OBa Aa ce
MOHHTOPHPAT H Hali-HUCKHUTE KPbBHH HHEA.

IIpemurqeane om edna nepopanna Gopma UKROCHOpUH 8 Opy2a

I IpemMHHaBaHeTO OT elHa nepopayiHa (OpMa LIMKJIOCTIOPHH KbM JApyra TpsOBa Aa CTaBa IO JIEKAPCKO
HabsoIeHHe, BKIIKOYBAILO NPOC/IEAABAHE HA KPHBHHTE HHBA HA LIHKJIOCTIOPHH TIPH
TPaHCIUIAHTUPAHUTE IMALIMEHTH.

Cneyuainy nonyaayuu

Layuenmu ¢ 6vOpeyro yapexcoare

BcuykH nokasasus

LIMKITOCTIOpHH ce eTMMHHKPA B MaNKa CTETIeH upe3 6bOpelinTe H HeropaTa (PapMakOKHHETHKA He Ce
MOBUARA SHAYHTETTHO NMpH 0BOpeyHO yBpexAaHe (BxK. TO4Ka 5.2). BeIpeKH ToBa, NOpaaIu
He(pPOTOKCHYHMS MOTEHUMAN (BXK. Touka 4.8), ce npenopbyBa BHUMATENHO [IPOCEsIBaHe Ha
ObOpedynara Gpyukims (B:X. Touka 4.4).

[Toka3aHus W3BBH 00NIacTTa HA TPAHCIUIAHTALMSITA

C M3KIIFOYEHHE HA TALMEHTUTE, KOUTO CE JIEKYBAT 3a He()po3eH CHHIPOM, MALMEHTUTE C HapylleHa
0B6peyHa GpyHKIMS He TPAGBA Ja NPHEMAT LIMKIOCTIOPHH (BXK. TIOATOYKATA 38 AOIBIKHUTETHH
NpeAyNpEXACHHUS TIPH NMOKA3aHKA H3BBH 00J1acTTa Ha TpaHCIUIaHTAUUATA B TOUKA 4.4). I1pn naupentu
¢ He(pO3eH CHHIAPOM C HapyuieHa OLOpeyHa (PYHKLHA HAYaHATA 1032 He TpsA0Ba Ja IpeBHILABa

2,5 mg/kg/nen.

Hayuenmu ¢ wepnoopobno yepesxcoane

[{Mx10cnopHH ce MeTabou3upa B rolaMa CTelleH OT YepHuA apob. Moske na ce Habntonasa
NPUOJH3UTENHO 2 10 3 NHTH MOBHILCHHE HA €KCIO3HLIMATA HA LIMKIOCTIOPHH TTPH NALMEeHTH C
4YepHOAPOOHO yBpexaane. Moxe fa ¢ HeoGXOAMMO HaMA/IABaHe Ha 03aTa MPU MALUEHTHTE ¢ TEXKa
CTENEH Ha YEPHOAPOOHO YBpEXKaHe, 3a 4a ce NOJUTBPKAT IUIA3MEHH HUBA B PAMKMTE HA MPHLETHUS
HHTEPBAT (BXK. TOUKHA 4.4 1 5.2) ¥ ce ApenopbYBa NPOC/IEAABaHE HA IUIA3MEHHTE HUBA Ha
[IAKJIOCNOPHUH A0 NOCTUraHe Ha ¢TaOMAHU CTOMHOCTH HA HUBATA.

Heduampuuna nonyaayus
KnuHWYHHATE IMpoyUYBaHHs BKJIIOYBAT A€la Ha BB3PacT Hal | roavHa. B peauMua npoy4uBaHus Ipy
NEAUATPHYHHNTE NAUHEHTH ca OWIH HeOoOXOMMMH 1 ¢a CE MOHACAIHN 110-100pe NO-BHCOKH 1034 Ha
IUKIIOCTIOPHH HA KWIOTPAM TEMECHO TErjio, OTKONKOTO NPH BL3PACTHH.

Ynorpebara Ha Sandimmun Neoral npu Aena 3a edeHre Ha HOKA3aHHUS U3BBH 06JIac
TPaHCIUIAHTALMATA, ¢ H3KTIOYCHHE Ha HEDPO3EH CHHAPOM, He ce NMpenopbuba (BXK. T



[Hayuenmu 6 cmapyecka 8b3pacm (Ha ee3pacm 65 200uHuU u noseye)
Onuret ¢be Sandimmun Neoral npu nanMeHTH B cTapuecka Bb3PacT € OrpaHHyeH.

B XNMHHYHHA NpOYyyYBaHHUs MPH PEBMATOUAEH APTPHUT C LIMKJIOCIIOPHH, MALHEHTHTE HA Bb3pacT

63 rOAHHU ¥ NOBEYE UMA TIO-TOJIAMA BEPOATHOCT [ja pa3BUAT CHCTONIHA XUNCPTOHKS NPH JIEYSHHETO U
€ NO-BEPOATHO 1A & HAOMoAaBa MOBHUICHUE HA CEPYMHMA KpeaTHHUH > 50% Haa H3X0/AHOTO HHBO
cnel 3 10 4 MecevHa Teparu.

HM360pBT Ha 1034 NpPH MALMEHTH B CTapyecka Bh3pacT TpSOBa Jia CTaBa C MOBHILECHO BHUMAHHE, KaTo
OOHMKHOBEHO Ce 3aI04Ba ¢ Hali-HHCKATA TepaneBTHYHA 1033, HMaHKH NMpeaBUA NO-BHCOKATA YECTOTA
Ha MOHUKeHa YePHOIPOoOHa, 6bOpEUHA HITH ChpACYHOCHAOB (PYHKLMA, KAKTO H Ha NPHApPYKABalliH
3a001ABAHKSA MM APYTH JIEKAPCTBEHU TEPanuyl U NOBULICHATA YYBCTBHTENHOCT KbM MHGEKIIHH.

HauuH Ha OpUIoXKeHHE
[lepopanHo npunoxeHue
Kancynure Sandimmun Neoral Tpa6Ba 1a ce DOrTsIIAT LETH.

4.3 IlpornBonokazaHusn

CBPBLXYYBCTBHTEIHOCT KbM AKTHBHOTO BEILECTRO WM KbM HAKOE OT MOMOIIHHUTE BElIeCTBA, H30pOcHH
B TOYKa O.1.

KomGuuupase ¢ npoaykTH, Coabpxkaid Hypericum perforatum (XBbIT KAHTAPUOH) (BX. TOYKa 4.5).

KoMOuHMpaHe ¢ nexkapcTsa, KOMTO ca cyOcTpaTi Ha €(QIYKCHHA TPAHCIIOPTEP 338 MHOIO JIEKapCTRa
P-rnuxonporenH (P-gp) WK Ha NpoTenHUTe, TPAHCTIOPTHPALIM OprasyHl aHHoHH (OATP), npu
KOHTO NOBHIICHHTE ILIA3MEHH KOHLICHTPALIMM €a CBbP3aHH ChC CEPHO3HH W/HITH

’KABOTO3ACTpallaBaluy cbOMTHA, Hanp. foceHTaH, NabMraTpaH eTEKCHIAT M ATHCKHPEH (BXK. TOUKa
4.5).

4.4 Cneunaaun npeaynpexaeHns H NpeanazHd MepKH npH ynotpeda

JIEKapCKO npocnendapaHe

Sandimmun Neoral cnensa na ce HazHauaBa caMo OT JIEKapH ¢ OIIUT B 061acTTa Ha
HMYHOCYIIpECHBHATa TEPAIH, KOMTO Ca B CHCTOSHHUE Aa NPOBEXKIAT HEOOXOAUMOTO [TPOCeiABaHe Ha
OOJIHHUTE, BKIHOYBALIC PEAOBHH IThJIHU KJIHHHUYHH NPErneiH, H3MEpBaHe Ha KPBbBHOTO HANSTaHe H
KOHTpOJI Ha Ta0OPaTOPHHTE NMapaMeTPH, CBbP3aHH ¢ 6e30MacHOCTTa. TpaHCIUIAHTHPAHHTE TTAllUEHTH,
NoJiy4aBalll¥ TO3H JIEKapCTBEH APOAYKT, TpsiOBa na Obaar obcny:kBaHU B OOJTHHYHH 3aBEICHHA,
pasnonaratiii ¢ MoAXONAIIO KIMHUKO-NabopaTopHo o6opyaBaHe H METHLIMHCKH pecypeH. Jlekapar,
KOHTO KOHTPOIIHpA IIPOBEKAAHETO HA NO/LIBPXALIATA Tepanus, TpsdBa Ja pasnonara ¢ ITbJiHara
HH(pOpMaLHs, HeoOXOAHUMA 3a NPOCIEAIBAHETO Ha MALHEHTA.

JlumpoMH 4 ApyTH 3n0KadYecTBeHH 3a001IBaAHHS

[TonobHO Ha APYTH HMYHOCYTIPECOPH, LIHKNOCIIOPHH YBEHUABa PHCKA OT Pa3sBHTHE HA JIUM(OMH U
IPYTH 3N10Ka49eCTBEHHN 00pa3yBaHMs, 0co0EHO TAKHBA HA KOXaTa. [ [OBUILIEHHAT PUCK H3TJIEKIA
3aBHCH MOBEYE OT CTEIECHTA H BPEMETPACHETO HA HMYHOCYIIPECHATA, OTKOJIKOTO OT BUJIA HA
cneUnpHIHITE areHTH.

[lopanu ToBa, peXuUM Ha NeUCHHE, BKIIOYBALL MHOKECTBO HMYHOCYTPECOPH (BKIHOUHTEIHO
LIMKJIOCTIOPHH), TpAOBA J1a ¢e Npuiara BHUMAaTEHO, Thif KaTo MOXe Aa JOBeIe A0
NMMponponudepaTuBHK 3a00SBAHKS M COJMIMAHH TYMOPH Ha OPraHHTE, MPH HAKOH OT KOUTO HMa
ChOOIIEHHA 3a NeTAJIeH U3X0/.




TpAOBa 1a ObAaT npeaynpeleHy 1a u3BArBaT 1a C€ M3Narat Ha CTBHIE 6e3 CIbHLe3alIMTa H 1a He
OBAAT ICKYBaHH MO CHIIOTO BpeMe ¢ yaTpaBHoieToBa B Tepanus mwnu PUVA ¢goToxumMuoTepanus.

Hudexunu

Kakro Apyrd MMYHOCYNPECOPH, ITHKIIOCTIOPHH IIPEApa3noiara naiHeHTHTE KbM Pa3BUTHE HA
pa3H4HH OaKkTepHaIHK, MNEOUYHY, NAPAZUTHY H BUPYCHH HHQEKLIMH, YECTO MPEAN3BHKAHH OT
OMOPTHOHUCTHYHH NAaTOreHu. IIpu nanyeHTH, npueMaliy LHUKIOCTIOPHH, € HaDMioaaBaHO aKTHBHpaHe
Ha JlaTeHTHa Polyomavirus uudexims, koaro Moxe Aa aoBene no Polyomavirus cBpp3ana
Hegponartus (PVAN), no-cneunanio BK BupycHa Hedponarus (BKVN), unu 1o JC Bupyc CBbp3aHa
IIPOrpeCHBHA My MTTH(OKaNHA NeBkoeHuedanonatus (PML). Tean cmyvau 4ecTo ca CBbP3aHH C BUCOKO
001110 IMYHOCYIIPECUBHO 0OpeMeHsBaHe M TPsAOBa J1a ¢& MMaT NpeABUA Npu AUPEepeHLHAIHATA
AHArHo3a Ha IMyHOCYIIPECHPAHH MAaLMEHTH ¢ BlolleHa 060pevHa PyHKUHMA WIN HEBPOJIOTHYIHHA
cumIrroMu. MiMa cro0imerus 3a cepro3Hy MOCIeICTBUA /UMK TAKKBA ¢ fieTalieH u3xoA. Tpabsa aa ce
(PHIOKH €(EKTHBHA NpeBapyUTeHA TEPANeBTHYHA CTpaTerus, 0co0eHo NPH MAUHEHTH, IOMIOKEHH
Ha NMOBEYE OT €IHa ABITOCPOHA UMYHOCYNIPECHUBHA Teparus,

br6pedHa TOKCHUHOCT

Yecto HabMOAABAHO U NOTEHLMATHO ONMACHO YCIOXKHEHNE € NOBHIIABAHETO HA CEPYMHUS KPEaTHHHH
H ypesi, KOETO MOKE Ja HACTBITH 10 BpeMe Ha JieueHHeTo ¢he Sandimmun Neoral. Tesu
(OYHKLHMOHATHU NPOMEHU Ca 0303aBUCHMH ¥ ITbPBOHAYAIHO ca 00paTHMH, KaTO OOHKHOBEHO CE
MIOBITMABAT OT TIOHM>KABAHE Ha A03aTa. [1pH NpoabMKHTENHO NeYeHue Npu HAKoH OONHH MOXE J1a ce
Pa3BHUAT CTPYKTYPHH IIPOMEHH B OBOpelinTe (Hanp. HHTEepCTHIMAIHA Gubpo3a), KOUTO, NpH OBOPEUHO
TPaHCILIAHTHPaHH MAUKEHTH, TPAOBA Aa Ce pa3rpaHuyaT OT IPOMEHHTE [PH XPOHUYHO OTXBBLPIISHE Ha
npucankara. ITopaad Ta3u pHYHMHa c€ H3UCKBA YECTO NpochieaaBaHe Ha GpOpeuHaTa GyHKINA,
ChITIACHO MECTHHTE PBKOBOACTBA NPH ChOTBETHOTO NNOKA3aHUE (BxK. TOUkH 4.2 1 4.8).

XenaToTOKCHYHOCT

Sandimmun Neoral MOXe CBLO Taka J1a NPeAR3BHKA J0303aBHCHMO, 00paTUMO NIOBULLIEHUE HA
CepyMHHMA OIIMPYOHH K Ha 4epHOOPOOHHTE eH3MMH (BX. ToUuKa 4.8). UMa ueneHacoueHO ThbPCCHU K
CIIOHTAHHH MMOCTMAPKETHHIOBH ChOOILEHH 3a XEMAaTOTOKCHYHOCT H 4ePHOAPOOHO YBPEKIaHe,
BKJIIOYHTENHO XONECTa3a, SKbATEHHLA, XEMATHT U YEPHOXPOOHA HEAOCTATHYHOCT MPH NALHEHTH,
JIEKYBaHH € LHUKJIOCHIOPUH. [loBeueTo cboOlLierHs ca OT NalMeHTH CbC 3HAUMMa KOMOPOUIHOCT,
MOJJICKAIIH ChCTONHUA H APYIH CMYLIABAK (PaKTOPH, BKIFOYHTEIHO HHPEKIHO3HH YCIOXHEHHS H
KOMEIUKALMA C XEMATOTOKCHYEH MOTEeHUHA. B HAKOH ¢iiydan, npeZUMHO IIpH TPAHCILIaHTHPAaHH
NalMEeHTH, ce ChOOILAaBa H 3a JieTaneH u3xox (Bx. Touka 4.8). HeoOx0AMMO € CTPHKTHO NIpOocTesiBaHe
Ha IMOKA3aTeUTE 33 OLIEHKA HA YEPHOAPOOHATA (YHKIMA H IPH OTKJIIOHEHHS OT HOPMAITHUTE
CTOMHOCTH MOXE [1a C€ HAJIOMKH HaMaIsSBaHe Ha 103aTa (BxK. ToukH 4.2 1 5.2).

[TalMenTH B cTapyecka Bb3pacT (Ha Bh3pacT 65 ToAHHH H TIoBeYe)
Tpsabsa 1a ce HabnrOAaBa ¢ 0cobeHO BHHMaHKue Op0peuHara (hyHKIIHA NPH NAlMEHTH B CTapyecka
Bh3PacCT.

[IpocnegBaHe Ha HUBATA HA WAKIOCHOPHH (BX. TOYKA 4.2)
Koraro Sandimmun Neoral ce npunara npy TpaHcIIaHTHPaHH NMAalMEHTH, PYTHHHOTO MPOCTEAABAHE

Ha HMBATa Ha LIHKJIOCIIOPHH B KPBRTA € BAXKHA MAPKA 34 0€30MacHOCT. 3a KOHTPOI HA HHBATA HA
LHUKIOCTIOPUH B 11512 KPbB €& IpenovrTaT COeH()UIHA MOHOKIOHAMHH aHTHTEA (M3IMEpBaHe Ha
H3XOAHOTO JICKAPCTBEHO BEUIECTBO); MOKe 1a ce H3non3ea 1 HPLC meton (Bucoko eekTUBHA TEYHA
xpomarorpadus), npr KOHTO CBIIO ce ONpeaeid U3XOHOTO JIEKapCTBEHO BelecTro. [Ipy Hanon3sane
Ha IUTa3Ma Wil CepyM € 3aIbJDKUTENIHO A3 Ce ClIa3Ba CTAaHAAPTHHA NPOTOKOI 3a pasiae/isHe (BpeMe H
TEMIIEPATypa). 3a HaualHO MOHUTOPHPaHE Ha NALHEHTH C TPAHCILIAHTHPAH YepeH aApob TpadBa aa ce
H3MOJI3BAT WIH CTICLHU(PHIHA MOHOKIOHAJIHA AHTHUTENA, WIH JIa C& TIPOBEXKIAT NapaieiHi
M3CNEeABAHUA CbC CICHUPUIHHA H Hece UG HUHN MOHOKAOHAIHY aHTHTENa, 3a J1a ce OTpeacIH
JNO3HMPOBKATA, OCUIYpsBallla aJleKBaTHA HMYHOCYTIPECHS.

[Ipu nanmeHTH, JeKyBaHW ¢ LUMKJIOCTIOPHH 3a MOKa3aHKA H3BLH 00J1acTTa Ha TPAHCIL
NIpenopbYBa H3BRbHPEAHO NPOCNCIABAHE HA HUBATA HA IIUKJIOCHOPHHE B KPRBTA, HAMP.
Ha Sandimmun Neoral eTHOBpEeMEHHO ¢ BEILECTBA, KOMTO MOTaT Aa MOBIMAAT dapMa
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LIMKJIOCTIOPHH WITH B Clly4ail Ha HeoOM4aeH KIIMHUYEH OTroBop (Hamp. JINCa Ha eGUKACHOCT WM
NIOBHLIEHA NIEKapCTBEHA HETIOHOCMMOCT, Karo HanpuMep Gp0peuHa qTuchyHKLNS).

He TpsbBa na ce 3a0pags, 4e KOHLEHTPAaLUATa Ha IMKIOCTIOPHH B KPBBTA, [11a3MaTa WK CEpyMa €
CaMo ¢IHH OT (GaKTOPHTE, ONPEACIAIIN KIHHMYHHUA CTATYC HA nanvedTa. ClegoBaTeIHO pe3yITaTUTe
o1 TpaBBano Aa cIyXKaT caMo 3a OpPUEHTHD KbM OnpeneieHa NO3MPOBKa, KaTO CE OTYHTAT H IPYTHTE
KIMHHYHH H JIaDOPATOPHH IMapaMeTPH.

XUNEPTOHHUSA

[1o BpeMe Ha neueHHe cbe Sandimmun Neoral ¢ Heo8X0IUM NEPUOAHUYEH KOHTPOI Ha KPBBHOTO
HAJIAraHe; NPH XUNEPTOHUA € HEOOXOMMMO Ha3HAYaBaHETO HA aJIeKBATHO AHTHXUIIEPTEH3HBHO
nevyenue. TpsaOea Aa ce IpeaAnoOYueTaT aHTHXUIIEPTEH3MBHH CPEICTBA, KOUTO HE OKA3BaT BIMAHHE
BBPXY (PpapMaxkoKWHETHKATA Ha LWHMKIIOCIIOPHH, HAIIP. HCPaAMNKH (BX. ToUKa 4.5).

[ lopmuapane Ha JUNWAWTE B KPHBTA

T kaTO UMa CHLOOLIEHHS 32 CiTydaH Ha OOpaTHMO JIeKO TIOBHILABAHE HA IMIIUIWTE B KPBBTA OT
Sandimmun Neoral, ce npenoprsysa onpeaensHe Ha JHIMHAHUA CTATYC IIPEAH 3alOYBaHe HA JeUSHUETO
H eAHH Mecell criell ToBa. IpH Hanuyke Ha MOBMIIEHHU CTOMHOCTH Ceasa Ja ce 00ChAM Bb3MOXHOCTTA
3a OTpaHHYABAHE Ha NpHEMA Ha MA3HHHYU C XpaHaTa ¥ aKo € MOAXOAAO, PEAYKIUA HA A033aTA.

XUNepranuemMma
LIMX10CTIOpHH NTOBHUILIABA PUCKA OT XMNEPKATUEMHA, 0COOEHO NpH nauueHTH ¢ 6pOpeuHa

AMCHyHKLM. HeoOX0onMMo € NoBHIeHO BHUMAaHKUe, KOraTo LUKJIOCIIOPHH Ce NpUIlara 3ae/iHo C
KaTHA-ChXpaHABallH JIEKapCcTBa (Hanp. Kajlui-ChbXpaHspallly ARYpPETHLH, HHXHOHTOPHU Ha
aHTHOTEH3UH-KOHBEPTHPALLKA €H3UM, aHTMOTEeH3HH Il peuenTopHH aHTarOHUCTH) HIM KaJlih-
CBIBPXKALUM JICKAPCTBEHU NPOAYKTH, KAKTO H ITPH NaLUeHTH, IOANOXKEHH Ha foraTa Ha Kaiui A4eTa.
B Te3H ciyqan ce npenopnuBa KOHTPOJI HA KAJTHEBHTE HHBA.

XHIIOMATHE3HEMUA

[IMKII0CMOPHH NOBHILIABA MArHE3UeBHs KIMPBHC. TORA MOXKeE A2 AOBEIAE N0 CUMITTOMATHYHA
XHIIOMAarHe3ueMus, 0CODEHO B NMEPUTPAHCIIAHTALMORHHUA NepHoa. CeaoBaTenHo CE Npenopbysa
KOHTPOJ Ha CEPYMHMTE HHBa HA MarHe3uii B IEpUTPaHCILIAHTAIMOHHNS NIEPHOA, 0COOEHO aKo
MPUCHCTBAT HEBPOJIOTHYHH CHMITTOMU/TIPU3HALIKA. AKO C€ CMETHE 32 HeOOXOIHMO, MOXE J1a ¢
NPUNIOXKH OOITBJIHUTETHO MarHE3HH.

XHNEpYypUKeMHUd
HeobxoauMo € NoBHILIEHO BHUMAHHE TIPH JIEYEHHE HA MALHEHTH ¢ XUNEPYPUKEMHA.

JKUBH-aTEHIOHpAHU BAKCHHH
[To BpeMe Ha JIeUEHHE ¢ HHKNOCTIOPHH € Bb3MOXKHO BakCHHHATE A4 Ghaar no-ciabo euxacHu. Tpadsa
na ce U364rea ynorpeda Ha »WHUBH aTEHIOMPaHHU BakcrHM (BK. Touka 4.5).

Bzaumopelicteug

HeobxonuMo e noBHIlIEHO BHUMaKKe TIPH €IHOBPEMEHHO MpHJIarade Ha LHKIOCTOPHH C JIEKapCTRa,
KOUTO 3HAYMHTENHO MOBUUIABAT HWJIM HAMAABAT IUTA3MEHUTE KOHUCHTPALIMH Ha IIHKJIOCIIOPHH, KaTO
HHXHOupatT win ueayuMpatr CYP3A4 w/unu P-gp (Bx. Touka 4.5).

bpOpeuHaTa TOKCHYHOCT TpsOBa aa ce MpociiesBa IIPY PUIAraHe Ha UMKIOCHOPHH €AHOBPEMEHHO ¢
AKTHBHH BEIISCTBA, KOWTO MOBHIIIABAT HHBATA HA LHKJIOCTIOPHH HITH BEILIECTBA, KOMTO POABABAT
CHHEpru4yHa HeppoTOKCHYHOCT (BXK. Touka 4.5). KIIMHUYHOTO ChCTOAHME Ha MaleHTa TpA0Ba aa ce
Ha0/oJaBa BHUMaTEIHO. MOXe a ce HanoKH NpocieaaBaHe Ha HHBOTO HA LIMIJIOCTIOPHH B KPBBTA H
KOPUrHpaHe Ha 103aTa LHKIOCIOPHH.

EnnoepemenHaTa ynorpeba Ha UHKIOCIIOPHH H TAKpOIMMYC TpaOBa ga ce n36srea (BXK. Touka 4.5).




TpaHcnoprep. HeobdxoauMo ¢ nOBUILIEHO BHUMaHHE NPU NpUIarade Ha HUKIOCIIOPHH ¢ TARKMBA
JIEKapCTBa MITH eqHOBpeMeHHaTa ynorpeda Tpadsa ga ce uzbarea (Bx. Touka 4.3). LIuknocnopux
TMOBHILABA ¢KCNO3ULMATA Ha MHXuOuTOpUTe HAa HMG-CoA penykrasara (cratunu). [1pu
SIIHOBPEMEHHO TIPHMIAraHe ¢ UHKJIOCIOPHH JI03aTa HAa CTAaTHHHTE TPAOB2 Ja ce HamalH, a ynorpedara
Ha ONpeAe/ieHH CTaTUHH TpAOBa /1a ce u30ArBa, CBrIacHO NMPENOphKATE B ChOTBETHATA MPOAYKTOBA
nHPopMaums. JledeHHeTo Che CTaTHHH TpA6BA BpEeMEHHO J1a ce CIpe HWIIH Ja Ce NIPEKPATH IIpH
MAUMEHTH C IPU3HALKY H CHMITTOMH Ha MHOMATHA, KAKTO H [TPH TE3H € PHCKOBH (PaKTOPH,
[IpeAPpa3noJIaramH KbM TEXKO YBpeX1aHe Ha Ob0pennTe, BKIKYMTENHO OBOpeUHa HEAOCTaTHUHOCT
BCIIEACTBHE HA pabxomuonusara (BXK. Touka 4.5).

[Ipy eAHOBpeMEHHO TpIIaraHe Ha UHKIOCNOPHH U aepranuounuy AUC Ha JCpKaHKHITHH Ce
MOBULIABA TPH ITbTH, 2 AUC Ha HMKIOCIIOPHH ¢e noBUIIaBa ¢ 21%. [Hopanu tasu npUiMHa
KOMOMHHPAHETO MO €HO H CBHILO BpEMe Ha UMKJIOCTIOPHH U JIepKaHHIUIUH TpAOBa Aa ce u3bArsa.
[IpraraneTo Ha UMKIOCNOPHH 3 yaca Clie/l TEPKAaHWAKIIMH He BoAH 1o npomeHH B AUC Ha
JepKaHHAUIHH, Ho AUC Ha IHKIOCNOPHH ¢ NMOoBHIAaBa ¢ 27%. [lopaau Ta3y npH4YHHa Ta3H
koMOMHaLMs TpaOBa fa ce Mmpuiara ¢ NOBHIIEHO BHUMaHKE ¢ MHTEPBaN OT MOHE 3 yaca.

OITLIHHTEIHHY MIPEANA3HA MEPKH [IPU [TOKA3AHHA H3BBH O0JIACTTa HA TPAHCINIAHTAIMATS
[TaumeHTH ¢ yBpeacHa 6u0peuHa GyHKUKA (¢ H3KIIOUCHHE Ha MALMEHTH ¢ HE(PPO3EH CHHIPOM, C
AOMYCTHUMA CTeNeH Ha 6p0peuHO YBPEKIaHE), HEKOHTPOIMpaHa XMIIEPTOHH, HEKOHTPOJIHPAaHH
MH(PEKLKMN HIIH HAKAKBO 3710Ka4yecTBEHO 3a0onsBane, He TpAOBa fa NOoy4aBaT HMKJIOCIIOPHH.

[1peau 3anoyBaHe Ha neuyeHWeTo TpAOBA MOHE ABYKPATHO /1a ¢ HAlIPaBH OLEHKA Ha M3XOAHATa
Op6peuHa pyHKUHA Ypes uaMepbane Ha eGFR. brbpeuHara ¢pyHKIHA Tpabsa Aa ce npocneasBa 4eCTo
B X0/a Ha IEYEHHETO, C OLJIEA KOpUrHpaHe Ha Jo3ara (Bx. Touka 4.2).

ﬂOH'BHHHTBRHH NpeanasHyd MEPKH MPH CHAOI'CHCH YBCHT

Sandimmun Neoral Tpa6Ba n1a ce mpuiara ¢ MOBUILIEHO BHUMAaHKE MPH MALMEHTH ¢ 60JIeCT Ha bexuyer
C HEBPOJIOTMYHH MposiBi. HEeBpONOrHuHMAT CTATYC Ha T€3H MAalHEHTH TpAOBa BHUMATENHO Aa Obae
MPOCNEIEH.

Hma orpanmyeH onur ¢ ynorpebara Ha Sandimmun Neoral npu aelia ¢ eHIOreHEH YBCHT.

JONbIHUTENHN NpeAnasHi MEPKH NTpH Hedpo3eH CHHAPOM
[lauMeHTHTE C H3XOAHHK HapylucHKA B OpOpeuHaTa gyHKUHA Tpabpa Aa OBAAT NEKYBaHH
TbpPBOHAYANHO ¢ 1032 2,5 mg/kg/neH U na ObaaT npocaeaeHd MHOI'0 BHUMATEIHO.

Flpu HAKOM NaLMEHTH MOXe Ja e TPYAHO /A Ce YCTAHOBH NMpean3BHKana ot Sandimmun Neoral
ObpOpeuHa aucdyHKUMA, MOpadH IPOMEHH B ObOpeuHaTa (yHKIIHA B PE3YITAT HA caMUA HeDpo3eH
CHHAPOM. ToBa 00ACH:ABa 3a1110 B pedkH clydau ce Habmoaasat Sandimmun Neoral-acoLuHpaHH
CTPYKTYpHM Gb0peuHH yBpexaanus 6e3 NOBHUILABAHE HA CepyMHHS KpeaTuHuH. Tpabsa aa ce
npeasuau 6uOpeuna 6MONCHA NpH MALMEHTH CbC CTEPOHI-3aBHCHMA HedponaThd ¢ MUHHMAIHH
H3MEHEHHA, NNPH KOMUTO € NPOoBexIaHo NieueHue cke Sandimmun Neoral 3a noseye oT 1 roauHa.

[1pu nmanMeHTH ¢ HepO3eH CHHAPOM, NEKYBaHH C HMYHOCYIPECOPH (BKIIOYHMTETHO LIHKIOCIIOPHH), C€
cpOOILABA 3a CITyYau HA 3TOKa4eCTBEHH 3a00MABAHUS (BKTIOYUTEAHO XOMIKKHHOB JTHMPOM).

JOIBPIHUTENHH TIPEATIA3HA MEPKH OPU PEBMATOMAEH apTPHT
Cren 6 MeceuHo neueHue, 6bOpeynara pyHkua Tpa6Ba Aa ce OLEHABA HA BCeKH 4 10 8 ceAMHULH B
3aBHCUMOCT OT CTa0HJIHOCTTA Ha 3aD0JIABaHETO, [IPUJIAraHOTO CHITBTCTBAILIO JIEUEHHE H
NpUApPYXaBalure 3adbonsasaius. [To-uecTy uscneapanus ¢a HeoOXO0IHMH IPU MOBHIIIABAHE HA N03ATa
Ha Sandimmun Neoral vnu npu 3anouBane Ha chirbTeTBanlo eveane ¢ HCIIBC wiu npu
MOBUIIABAHE HA 03aTa UM, BBH3MOXKHO € /ia Ce HAIOXKH CIIHpaHe Ha JeYeHHeTo ¢b¢ Sandimmun_.
Neoral, ako NOfBMAATA € B X043 Ha JEUEHHETO XUNEPTOHMS He MOXKe 1a 6hae KOHTPOIIH X
ChOTBETHA TEpaIuA.
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KakTo W npu xpyrure npoxb/KHTEIHY HMYHOCYTIPECHBHH JedeHns, TpabBa Aa ce UMa IIpeaBU
NOBHILICHUS PHCK OT JTHMPornponydepaTuBHM 3abonspaHui. HeobxonumMo € crieliualIHo BHUMAHHE
npu npuaarade Ha Sandimmun Neoral B KOMOHHALIHS ¢ METOTPEKCAT, MOPAIH CUHEPTHYHA
HEPPOTOKCHUHOCT.

JorbIHVTENHY IPEANIA3HY MEPKH MPH NICOPHA3HC
INpenopwuea ce crvpaHe Ha NeueHHeTo cbe Sandimmun Neoral, ako nossuiiara ce B X0Aa Ha

JISHEHHETO XUMEpPTOHHA He MOXe J1a HB/e OBJIANSHA ChC CHOTBETHATA Tepamnus.

[TanmesTuTe B cTapuecka BBE3pacT TpAOBa Aa ObJaT NoAJIaraHy Ha JIEYCHHE CaMo NpH HalTHIKe Ha
WHBaNKAM3Upall ICOPHA3NC, IPH CTPUKTHO ClleAeHe Ha Ob0peuHaTa GyHKIMs.

Hma orpanuueH omnHr ¢ ynorpedara Ha Sandimmun Neoral npu nena ¢ ncopuasuc.

[IpH NarHeHTH ¢ rICOPHA3HUC, IEKYBaHH C HKJIOCNOPHH, KAKTO W IPH TE3H Ha KOHBEHIIHOHAIHA
MMYHOCYTIDECHBHA TEpallys, ChIIECTBYBAT JaHHU 3a Pa3BUTHE HA 3JIOKAYECTBEHY 3a00NABaHH
(3acsAraliy NpeIUMHO Koxara). [Ipy KOXKHH Ne3HH, HETHIIMYHA 33 TICOPHA3UC, HO CbMHHTENIHH 33
KaHIIEPO3a WIH Npe-KaHLepo3a, TpaOBa Aa ce HallpaBy OHONCHA [IPSIU A4 C€ Ha3HAYH TEPanusa ChC
Sandimmun Neoral. IIpa nanueHTH ¢be 3M0KaY€CTBEHH WIH NPE-KAHLIEPO3HH KOXHH MPOMEHH MOXE
na ce npunara Sandimmun Neoral camo ciiel IOAXOAALIO NeYEHHE HA TOPECIIOMEHATHTE JIE3UH H IIPH
YCIIOBHE, Y€ HE CbIIECTBYBA ApYyra TepaneBTHYHA alTEpHATHBA.

Onmcany ca HAKOIKO Clyyas Ha JTnMdonponadepaTHBHY 3a6019BAHUS TIpH TALEHTH ¢ [ICOPHA3HC,
neKyBaHH c¢be Sandimmun Neoral. Te ca ce ToBNHAIH GIArONPHATHO OT He3abaBHOTO
[IpeyCTaHOBSABAHE HA JICYSHUETO.

[TarenTUTe, TekyBanu cbe Sandimmun Neoral, He TpsOBa Aa NOAYYABAT O ChUIOTO BpeME
ynrpaBHonerosa B Tepamis uau PUVA ©oToXuMHOTEpannA.

JOMbIHUTEIHY NPEANa3HH MEPKH [TPH aTOMHYEH NePMATHT
[IpenopbuBa ce cnupaHe Ha JedeHnero ¢be Sandimmun Neoral, ako nogBHIaTa ¢e B X044 Ha
JIEYCHUETO XHUIIEPTOHHUA He MOXKeE /1a OBbAE OBNAIAHA ChC CHOTBETHATA TCPATTHA.

OnureT cb¢ Sandimmun Neoral npu feua ¢ aTOMHYEH JEPMATHT € OFPaHUHEH.

[lanmenTuTe B cTapyuecka Bb3pacT TpAOBa Ja OBAAT NOMJIAraHy Ha JICYSHHE CaMO IPH HATHYHE Ha
MHBATHAH3Hpall] aTONNYEH AEPMATHUT, NPXA CTPUKTHO cle/ieHe Ha ObOpeYHaTa GyHKIHA.

HobpokavecTrenara taMdaneHonaTHS COMKHOBEHO Ce CBLP3Ba ¢ 000CTPAHE Ha aTOIIHYHHS JEPMATHT
M OT3BY4aBa CTIOHTAHHO HIIH B PAMKUTE Ha 00110TO mofobpeHe NpH 3ab00Ns1BaHETO.

JInmdpanenonarus, Habmogasana 1o BpeMe Ha JIeUeHHe ¢ LMKJIOCTIOPHH, Tpsa0Ba Aa ce mpociieaisa
PEAOBHO.

[Tpu MuMpaeHONATHA, KOSTO NEPCHCTHPA HE3ABUCHMO OT NOA00OPEHHETO B OCHOBHOTO 3a00IsBaHe,
TpAOBa J1a ce NMpoBee OHOICHS, KaTo mpeAnasHa MApKa 3a H3KIoYBaHe Ha MAMQOM.

[1penn 3anogBaHe Ha Tepanus cbe Sandimmun Neoral TpaOBa Aa Ce TpeTHpAT aKTHBHMTE herpes
simplex MH(pEKLHH, HO TAXHA NOSBA B X0I2 Ha JICYEHHUETO He HaJlara 3alb/DKHTEIHO TIPEYCTAHOBIBAHE
HA TEPanuATa, OCBEH ako MHAEKUHATE He € TeXKKa.

Koxnure uHpexunH oT Staphylococcus aureus He ca aGCOMOTHO MPOTUBOIIOKA3aHKE 3a TEpani ChbC
Sandimmun Neoral, Ho Tpsi6Ba Jia ce KOHTPOJIMPAT ¢ NOAXOAANUIM aHTHOAKTepHanHH cpeacTaa. [la ce
H30ArBa NEPOPATHUS SPHTPOMHIIMH, 32 KOMTO € H3BECTHO, Y€ NOTEHIMPA MOBHIIABAHETO H =

Ha HEXENaHH e(eKTH.
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[laneHTHTe, Mexysann ¢b¢ Sandimmun Neoral, ve TpsaOra Aa OMyYaBar [0 CHUIOTO BpeMe
yiaTpasyonerosa B tepannsa uma PUVA doroxumMuoTepamnus.

INeanarpuuna ynorpe6a pH noka3zaHus H3BbH 061aCcTTa HA TPaHCIUIAHTALMATA

C H3KNIOYCHHE HA JICUCHHETO HA Hedpo3eH CHHAPOM, HIMa 3310BOJIMTENCH OMUT C IIPHIAraHeTO Ha
Sandimmun Neoral. [TpinaraseTo npu nelia Ha Bb3pact no/ 16 roIMHH 3a MoKa3aHKs H3BbH 001acTTa
Ha TPAHCTUIAHTALMATA HE MOXKeE Ja ce IpeTopbya.

ChierManyy noMonlsy seniectsa: [oguoxkcena 40 XHIPOreHHPaHO PHIMHOBO MACIIO
Sandimmun Neoral cbrbpka nonsokcnn 40 XuaAporeHUpaHo PHLUHHOBO MACIIO, KOETO MOXKE
PHYHHH CTOMAILHO HEPA3MNONOKEHHE 1 AHAPHS.

Crnenransy NOMOLIHY BetecTBa: ETanon
Sandimmun Neoral cpappika 100 mg ankoxon (eranon) sbs Besikal (00 mg kancyna Sandimmun

Neoral, koeto e ekBuBaneHTHO Ha 11,8% o/0. Eaxa no3a ot 500 mg Sandimmun Neoral cbabpixka
500 mg eTanon, eKBUBAJICHTHH MpuOm3uTenHo Ha 13 ml 6upa wy 5 ml BHHO.

MakoTO KOMMYECTBO aNKOXOJ1 B TO3M NEKapCTBEH IPOAYKT HAMa J]a MMa HAKaKBH 3a0enexuMu
edexrh.

CrelyaiHyd IOMOIIHHK BEIIecTRAa; Harpuii

To3H JieKapcTBeH MPOAYKT ChAbPkA NMO-MAIKo oT | mmol warpuii (23 mg) BpB BCAKA Karcyna oT
100 mg, T.e. MOXe J1a c€ KaKe, Ue NPaKTHIECKH He ChAbpKa HATPHIA.

4.5 B3anMojeiicTBHE ¢ APYrH JeKapPCTBEHH NPOAYKTH H ApYrH (opMH Ha B3aHMoOJelcTBHE
B3auMONEHCTBHS C JIEKAPCTRA

OT MHOTOTO JIeKapCTEA, 38 KOMTO € YCTaHOBEHO, Y€ B3aUMOISHCTBAT ¢ LIMKJIOCTIOPHH, 110-101y ¢a
H3OPOCHH TE3H, 332 KOUTO € YCTAHOBEHO H ChOTBETHO JI0KAa3aHO, Y€ HMAaT KIMHAYHO 3HaYEeHHe.

[To3HaTH Ca MHOIO BeLECTBA, KOWTO NTOBHLIABAT HJIH HaMaJIBAT HMBATA HA LMKJIOCIIOPHH B NNa3MaTa
WIH B L2 KPBB, OOHKHOBEHO Ype3 HHXHOHpPaHe WK WHAYKLHS Ha eH3UMH, BKITFOUYEHH B
MeTaboNM3Ma Ha IMKTOCTIOPHH M B yactaOcT CYP3 A4,

LIHKnOCOpHH € ¢biyo HHXubutop Ha CYP3 A4, eiyKCHHA TPAHCTIOPTEP HA MHOTO JiekapeTBa P-gp U
MPOTEHHHTE, TPaHCHIOPTHPAINK OpraHsiyHH aHHOHH (OATP) U MoXe Ja NOBUIIH INTA3MEHHTE HHBA Ha
ChITBTCTBRIHTE JIEKApPCTBA, KOMTO ca CyOCTpaTH Ha TO3H €H3MM W/HIIH TPAHCIIOPTEPH.

JlexkapCTBEHHU NPOAYKTH, 33 KOHTO CE 3Hae€, Y€ TIOHMKABAT WM NOBHILARAT OHOHAJIMYHOCTTA Ha
LHKIOCIOPHH: [Ipy TpaHcnnaHTHpaHUTe MALMEHTH € HEOOXOAMMO YECTO NMPOCISAsBAHE HA HUBATA HA
LMKIIOCNIOPHH H MPH HEOOXOAUMOCT KOPUIMpaHe Ha JI03aTa, 0COOCHO ITPH BbBE)KAAHE HITH CIIHPAHE Ha
CHITBTCTBALIO NieyeHKe, [Ipy He-TpaHcIUIaHTHpaHKTe MalHEHTH Bpb3KkaTa Mex 1y KPhBHHTE HHBA U
KIMHHYHUTE ePeKTH ¢ 110-cabo uspazena. [Ipy enHOBpeMEHHO NpHlaraHe Ha JIGKAPCTBECHH
MPOAYKTH, 34 KOHTO C€ 3Hae, 4e NOBUIIABAT HUBATA HA HHKJIOCIOPUH, YECTOTO H3CJIEABAHE HA
ObOpevHaTa GYHKIMA ¥ BHUMATEIIHOTO NMPOCIENABAHE 3a NMOsABa Ha CBbP3AaHM ¢ LIHKIOCIIOPHH
HEXKENaHH peakiyy, 64 OHIIO NO-MOAXOAAIIO OT U3CJEABAHETO HA HUBATA HA ITHKIOCTIOPUH B KPbBTA.

Jlexapcmea, Koumo nOHUNCABAM HUBAMA HA YUKAOCHODUH
Benuky uunyktopu Ha CYP3A4 w/unn P-gp ce ovyakBa 1a MOHWXAT HUBATA Ha LMKIOCMOPHH.
IIpumepHn 3a nexapcTea, KOUTO IIOHHKABAT HHBATA Ha LIMKJIOCTIOPHH ca:

bapbumypamu, kapbamazenun, oxcrapbazenun, erumour, nagyunur, cyagpaoumMuoun i.v.,
npobyxon, oprucmam, Hypericum perforatum (2ceam KaHMAPUOH), MUKIONUOUH, CYAPUHRUPA3OH,
mepGunaun, 6ocenmar.

[Iponyxri, ceabpxaiu Hypericum perforatum (XbIT kaHTapHOH) He TpAbBa ga ce H3Mno
eTHOBPEMEHHO ¢he Sandimmun Neoral nopaayu prcka OT NOHHXaBaHE HA HUBATA HA LM
KPBBTA, a4 OTTaM H HAaMaJIBaHE Ha edekTa MYy (BX. TouKa 4.3).
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Pughamnuyun iaayUHpa YpeBHUA U 4epHOOpOOHHA MeTabO0JIH3bM Ha LMKJIOCNOPHH, Moxe za ce
HAJI0XKH NOBHIUABAHE Ha J034Ta Ha UMKJIOCNOPUH 3 0 5 ITBTH NPH €1HOBPEMEHHO TPHIIaraHe.

Uxmpeomuo HaMaJABa MepopaiHara abcopOuus Ha IUKIIOCTIOPHH H MOXE Ja & HAJIOXKH MMOBHIIABAHE
Ha X03aTa Ha UHKNocnopHH ¢ 50% Unu npeMHHaBaHE KbM MHTPABEHO3HO NIPHIIOKEHHE.

Jlexapcmea, Koumo noeuwasam HUeAMA Ha YUKAOCHOPUH

Beuuku naxubutopu Ha CYP3A4 w/nnu P-gp Morar a JoBeaar A0 NOBUIIARAHE HA HUBATA HA
LIMKJIOCTIOPUH, HAITPHMEP:

Huxapounun, memoxaonpamud, nepopatHi KORMPAYENMUBU, MEMUANPEOHUIONOH (BUCOKU 003U),
QAONYPUHON, XONCBA KUCETUNA U NPOUIEOOHUME U, NPOMEASHU URXUOUMOPU, UMAMUKUD, KOIXUWUN,

HePa3oOoH.

Maxponudnu anmubuomuyu: Epumpomuyur MOXe Ja TIOBHIIH €KCIMO3UUMATA HAa WHKNOCIIOPHH 4 1o 7
NMHTH, KOSTO MOHAKOra MOXKe Ja ROBeJIe 10 HePpoTOKCHUHOCT. ChoOINaBa ce, 9 KIGPUMPOMUYUH

YABOSIBA €KCIIO3HIMATA HA UHKITOCTIOPHH. 43umpomuyuy TIOBHIIIABA HHBATA HA IHKJIOCIIOPHH C OKOJIO
20%.

A308HYU QHMUMUKOMUYU: KeMOKOHA30N, (QAYKOHA30, UMPAKOHA30A U BOPUKOHA30M, MOTAT 1
NOBHULIAT [TOBEYE OT ABA ITHTH EKCIO3HLMATA HA IIUKJIOCIIOPHH.

Bepanamun NOBHILABA KOHLICHTPALMATA HA LIMKNOCTIOPHH B KPBBTA 2 10 3 ITBTH.

EQHOBPEMEHHOTO NpHJIATaHe C meranpegup BOAU 10 NPUOTH3UTENHO 4,64 MbTH HOBHIIABAHE HA
HOpManu3upasara ekcnosuima (AUC) Ha no3a UHKIOCTIOPHH.

Amuodapon 3HAYHTENHO NOBHILABA IJ1a3MEHATa KOHLEHTPALHA HA UMKJIOCTIOPUH €HOBPEMEHHO ¢
[IOBHIIABAHETO HA CEpPYMHMA KpeaTUHHH. ToBa B3aumozeficTBHE MOXE 1a BE3HHKHE ABJT0 BPEME
Clell CNUPAHETO Ha aMHOLAPOH MOpaH ALJITHA MY MOJIYXHBOT (okono 30 aHH).

Crvo01asa ce, ue danaszon MOBHEIABA KOHLUEHTPALMATA HA WHKIOCNOPHH B KPbBTAa NPHOIH3HTENHO C
50%.

Hunmuazem (B ao34 0T 90 mg/aeH) MoXKe a NOBHILH IIa3MeHATa KOHLUEHTPALUMS Ha LIMKIOCIIOPHH C
Jo 50%.

Hmamunub MOXe a NOBHAMH eKCTO3UINATA H Cppax Ha HHKJIOCTIOPHH ¢ 0KOJIO 20%.

Kanabuouon (unxubumop na P-gp): iMma coo0lLieHns 3a IOBHLIABaHe HA HABATA HA KAMHEBPHHOB
HHXUOUTOpP B KPBbBTA NPH ChITHTCTBALIA yNoTpeba ¢ kanabuanos. Topa B3aUMOAEHCTBHE MOKE Aa
BB3HHKHE Nopaay HHXubHpaHe Ha epiykca Ha P-gp B uepBaTa, KO€TO BOAH A0 NOBHIIECHA
OHOHATMYHOCT Ha KANIHHEBPUHOBHA HHXHOUTOD. CnepopareHo LHKIOCNOPHH U KaHaOuaMon Tpsadsa
Jla ce TIpHiarat eAHOBPEMEHHO ¢ MNOBUIIEHO BHUMAHKE, KaTO CE CJIeAH BHUMATEIIHO 32 HEXENaHH
peakuuH. [Ipy peuMnueHTH Ha TPaHCIJIAHTAT TPAOBA Jia Ce CEIAT Hali-HUCKHTE KOHLICHTpaLHH Ha
LIMKJIOCTIOPHH B LiANa KPbB U 1a CE aJlaliTHpa 103aTa Ha [HMKJIOCTIOPHH, aKo € HeoOXoauMo. I1pu
NalMEHTH Oe3 TpaHcIiaHTaT TpAdBa 1a ce OOMUCHH npociieaaBaHe Ha HUBaTa Ha IHKAOCIIOPKH B
KpPbBTa ¢ KOPHUIHpaHe Ha J03aTa, ako € HeoOXoauMo (BX. ToukH 4.2 u 4.4).

B3anMONEHCTBUS ¢ XpaHa
YCTaHOBEHO €, 4e eTHOBPEMEHHOTO NMpiemMaHe Ha rpeindpyT Wik cok o rpeindpyT noBuILaBa

OHOHANMMYHOCTTA HA LMKIOCTOPHH.

KoMOMHALUWY ¢ NOBHIIEH PHCK OT HEPPOTOKCHUHOCT

HeobxoauMo e TOBHIIEHO BHHMAHHE, KOTaTO ¢& M3IMOJI3Ra HHKIOCTIOPHH €IHOBPEMEHHO
aKTHBHH BELIECTBA, MPOABIBAINM HEPPOTOKCHUYEH CHHEPTHIBM KATO: aMUHOSAUKO3UOU
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2eHmamuyun, mobpamuyun), amgpomepuyun B, yunpoghnoxcayun, 6aHKOMUWUHR, MPUMEMONPUM

(+ cyachamemoxcazon); npouzeodnu na Gubpunosama xucenuna (nanp. 6ezagubpam, denogubpam);
HCIIBC (srrouumenno Ouxnoghenax, Hanpoxeen, cyrundax); meaganan, xucmamun Hz-peyenmopru
AHMAZORUCTY (HAND. YUMEMUOUH, DAHUMUOUH); Memompexcam (8C. mouka 4.4).

[lo BpeMe Ha eJHOBPEMEHHOTO H3HOM3BAHE HA JIEKAPCTBR, KOUTO MOXE 12 MPOSBAT HEPPOTOKCHYEH
CHHEPTH3bM, TpsAOBA a ce NpaBH YecTO MOHUTOpHUpaHe Ha Obp0Opeunara QyHKUHA. AKC HMa
3HAUHTENHO YBpeKAaHe HA ObOpeuHaTa PyHKUHNA, J033aTa Ha €IHOBPEMEHHO NPHIAraHHsl JIEKApCTBCH
NpOAYKT TpsiOBa Aa ce peayuupa WM Ja C€ NpeLieHU aTepHAaTUBHO JIeYEHHE.,

EnnoBpeMeHHarTa ynorpefa Ha LMKIOCTIOPHH U TaKpOTMMYC Tps6Ba Ja ce H30rBa opaaH pUCK OT
HEe(QPOTOKCHYIHOCT M PapMaKOKHHETHYHY B3aumoneicTaus upes CYP3A4 w/unu P-gp (Bx. Touka 4.4).

Bo3neiicTeie Ha DAA Tepanug

DOapMakOKHHETHKATA Ha LMKJIOCHIOPHH MOXeE J1a Ob/ie MOBNHAHA OT IPOMEHH BbB (PYHKLHOHHPEHETO
Ha YEPHUA Apod MO BpeMe Ha AMPEKTHO ACHCTBAlla aHTHBHpYCHA Tepanud (DAA), cBbp3aHa ¢
m3ukcTBane oT HCV Bupyca. Tpa6Ba ga ce ocurypu BHMMaTeIHO HAOMOACHHE U IIPU HEOOXOAUMOCT
KOpPHTHpaHe Ha A03aTa LUMKJIOCTIOPHH, 3a [a C€ rapaHTHpa NMPOIbKUTENHA E)UKACHOCT.

EQEKTH Ha NHKIIOCNOPHH BLPX T'd JIeKapcTha

Luknocnopun e urxuburop Ha CYP3A4, ednykcHus TpaHCopTep Ha peaulia nexapersa P-gp u
IPOTEHHHUTE, TPAHCTIOPTHPALIH opraHiiHd aHMOHH (OATP). EnHoBpeMeHHOTO MpHiiaraie Ha
JIeKapCcTBa, KOMTO ca cyberpatu Ha CYP3A4, P-gp u OATP, ¢ LIMKJIOCTIOPHH, MOXE 114 IIOBHIIH
TIa3MEHUTE HUBA HA NIEKapCTBaTa, KOUTO ¢a cyGCTpaTH Ha ChOTBETHHA SH3MM M/WIH TPaHCIOPTED.

[lo-mony ca n3bpoeHn HAKOIKO pUMepa:

LiuknocnopuH Moxke fa pefyuMpa KIMpbHCa Ha dueokcur, koaxuyur, HMG-Cod pedyxmasnume
unxubumopu (cmamunu) u emono3ud. [lpy eAHOBpeMeHHa yroTpe6a Ha HIKOe OT TE3H JIEKapCTBa €
LMKIIOCTIOPHH, € He00XOANMO /la ¢€ OCUTYPH BHUMATEIHO KJIMHHYHO HaOMoAeHue, ¢ LIeJ pPaHHO
OTKPHBAHE HA TOKCHYHUTE NPOABH HA NIEKAPCTBEHUTE NPOAYKTH, NIOCIIEABAHO OT MOHMXECHHE Ha
J03aTa HAH NPEYCTAHOBABAHE HA IIPHEMA MM. [IpH CBBMECTHO NIpHUAaraHe Ha CTATHHH C LIMKJIOCTIOPHH,
7103aTa UM TpsOBa fa ce HaMaly, 2 CbBMecTHaTa ynorpeba ¢ onpeae/icHH CTATHHA TpAOBa 1a ce
M305rBa, CbIIIACHO MPENOPBKUTE B ChOTBETHATA MPOAYKTOBa HHGopMauus. [TpoMeHuTe B
EKCTIOINLMATA HAa HAl-4eCTO NpUJTaraH|Te ¢ LMKNOCIIOpHH CTatuiu ¢a 0bobuenu B Tabmna 1.
HeobxonuMo € NeYeHHeTo Che CTAaTUHY Ja Oble BpEMEHHO NPEKbCHATO WK CIPAHO NPH MMALMEHTH C
[IPU3HALM U CHMITTOMH Ha MHUOMATHA HIH TAKHBa C PUCKOBH (PaKTOpH, NPEAPasnoIarally KbM TEXKO
OBOpEeUHO yBpeXKaHe, BKIIOYHTENHO §BOpeuHa HENOCTATHYHOCT BCISACTBHE HA PabAOMHONH3A.

Tabmuua 1 OOo6ieHHe Ha MPOMEHHUTE B EKCIIO3WIUATA Ha HAf-4ecTO NPHIAraHNTe CTATHHH, IIPH
CbBMECTHO NMPUNOKEHHE C UMKIIOCIIOPHH

Cratun Haxnuau a03u IIpomana Ha

CeKCNO3HLMATA B

NbTH OPH

CHLBMECTHO

IPUJIOKEHHE C

UHKJIOCTIOPHH
AtopBactatun | 10-80 mg 8-10
CHMBACTATHH 10-80 mg 6-8
OyRacTaTHH 20-80 mg 2-4
JloBacraTul 20-40 mg 5-8
[lpaBacTaTuH 20-80 mg S-10
PocyBacratud | 540 mg 3-10
[furapacratun | 1-4 mg 4-6 15 g
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HeobxonuMo € noBHILEHO BHUMaHHE TPH EAHOBPEMEHHaTa yoTpeda Ha LMKIOCTIOPHH C
JIEPKaHAAWUIIHH (BX. Touka 4.4).

[1pu eqHOBPEMEHHO NMpUIAraHe Ha UHMKIOCTIOPHH K anckuped Cmax HA AMUCKHUPEH - cyOcTpaT Ha P-gp
ce moeHllIaBa npubauzurento 2,5 meTy, a AUC npubmmsurento 5 mbTu. PapMakOKHHETHUHHAT
NpopHI Ha [IHKIIOCNIOPHH HE Ce H3MEHA 3HauUTeNHO. He ce npenoppyBa eJHOBPEMEHHO NPHAAraHe Ha
LUKJIOCIIOPHH U aNHCKUpeH (BXK. ToYKa 4.3).

EQHOBpEMEHHOTO NPHUIOKEHHE C fabMraTpaH eTeKCHIIaT He ce npenopbuea nopaiu P-gp
MHXUOHTOPHATA aKTHBHOCT HA LIMKJIOCTIOPUH (BX. Touka 4.3).

EnnoBpeMeHHOTO NpUarane Ha #ugedunuy ¢ UMKNOCTIOPHH MOXeE a 10Bee 10 MOBHIIEHA CTENEH
Ha [10s1BA HA THHI'MBAJIHA XHNISPILIa3UA, B CPABHEHHE C Ta3H MPH CAMOCTOATENHA ynoTpeba Ha
LMKJIOCTIOPHH.

EnHOBpeMEHHOTO H3NOM3BAHE HA JukAoPenax W IHKIOCTIOPUH BOAU 0 3HAUMTEIIHO YBETHYABAHE
OHOHATHYHOCTTA HA JMKNIO(eHaK ¢ BbIMOXKHO NOCNEACTEHE 00paTUMO YBpexaane Ha 6p0peyHaTa
Gynxuua. [osumasaneTo Ha GHOHARMYHOCTTA Ha AMKIOGdEHAK C€ IbJDKH Hal-BEPOATHO Ha
peAyuMpaHeTO Ha HeroBHs u3paseH “first pass” edext. KoraTo 3a€HO ¢ LHKJIOCIIOPHH CE MpMnarar
HCIIBC cbe cnabo u3pazeH “first pass” edekT (Hanp. ameTHWICATHLIAIOBA KUCEIHHA) HE CC 09aKBa
[IOBHIIEHHE HA OHOHATTHYHOCTTA HM.

ITo BpeMe Ha MPOYYBAHUATA C e8epoAUMYC UM CHpoauMyc ce HaDMIOAaBa MIOBHILABAHE HA CEPYMHMS
KpCaTUHHUH NP €JHOBPEMEHHO NpHiaraHe CbC CTaHAApTHA 1032 LHKJIOCIIOPHH MHKPOEMYJICHA.
EdexTbT YeCcTO IbTH € 00paTHM Npu HaMaJsBaHe Ha X03aTa Ha UMKIocropuH. EBeponnmMyc u
CHPOJIUMYC [MOBIIHABAT HEIHAYUTENHO PapMaKOKMHETHKATA Ha LMKIIOCTIOPHH. EAHOBPEMEHHOTO
NpHiiaraie ¢ QUKIOCNOPHH 3HAYUTETHO IOBHILIABA HUBATZ HA €BEPOJIMMYC W CHPONMMYC B KPBBTA.

HeoOxo1HMOo € NOBUIICHO BHHMAHKE, KOTATO WHMKJIOCTIOPHH ¢e NMPHJIAra 3ae/iHO C KQAUti-CoXPAHABAULU
REeKapCmeeHu RPOOYKMY (Hanp. Kaui-CoXPanagauiy OUypemuyy, UHXUOUmopy Ha QH2UOMEHIUH-
KOHGepMUPQAWUA eH3um, anzuomerizun Il peyenmopru anmazonucmu) uau ¢ KAAui-CoObpHCaAY
Rexapcmeeny npooyKkmuy, Thi Karo Te¢ MOrarT Jia JOBeaT JI0 3HAYMTE/IHO IIOBHIIABaHEe Ha HUBATA Ha
Kaiui B cepyma (BXx. Touka 4.4).

LIMKIIOCHOPHH MOXE a NOBUINY NIA3MEHUTE KOHIIEHTPALWH HA penasaurud U Taka 1a yBeJdudH PHCKa
OT XHIOTAHKCMNA.

EnHoBpeMEHHOTO NipUarane Ha Hocenmar W UHKIOCIIOPHH TIPH 34paBd J00POBOJILIH ITOBHILIABA
€KCMO3NLIHATA Ha DOCEHTAH HAKONKO ITHTH U IOHHXaBa ¢ 35% ekcno3ulMATa Ha WHKTocnopuH. He ce
MPEIOpbYBa €AHOBPEMEHHOTO MPUJIAraHe Ha HUKJIOCNOPHH U 60CEHTaH (BX. M0-rope NoAToYKa
“JlekapcTBa, KOMTO [TOHMKABAT HIBAaTa HAa LHKJIOCTIOPUH™ 1 Touka 4.3).

MHOroKpaTHOTO IpUIAaraHe Ha amMGpucenman U LUKJIOCTIOPHH MU 3ApaBH A0GPOBOIILIH BOAK 1O
NPUOJH3ATENHO ABYKPATHO NIOBMILABAHE HA EKCMO3UUMATA Ha aMOpHCEHTaH, 10KATO SKCMO3HIHATA
Ha IUKJIOCNIOPHH Ce NOBHILIaBa He3HaYUTeNHO (pubnusuTtento 10%).

HabnronaBa ce 3Ha4YUTENHO MOBHINABAHE Ha eKCTIO3HLIMATA Ha aHMPAyUKIUHosume anmubuomuyu
(Hanp. doxcopybuyun, Mumokcanmpon, OayHopybuyur) NPA OHKOJNIOMHYHH MALHEHTH, IPH KOHUTO CE
npwiaraT ¢AHOBPEMEHHO HHTPABCHO3HO AHTPALMKIHHOBH AHTHOUOTHIH X MHOTO BHCOKH JIO3H
LIHKJOCIIOPHH.

[1o BpeMe Ha NIEYEHHETO C LMKIIOCTIOPHH BAKCHHALMHMTE MOTAT Jia 6bAAT NO-Mayiko €(EeKTHBHH, a
ynorpebaTa Ha )XHBH aTeHIOMpaHH BAKCHHH Tpabea na ce W3bArea.

Biaumooeucmsusn, eodewgu 00 HAMARABAHE HA HUBAMA HA OPYeU AEKADCTNEA
EAHOBPEMEHHOTO HPHIOXKEHHE Ha [IMKJIOCTIOPHH U MHKO(EHO/1AaT HATPHIA MITH MUKO]
MOGETHIT TIPH NMAIMEHTH ¢ TPAHCILIAHTALIMS MOXeE Ja HaMATH CPEAHATa CKCIIO3MLHA
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MUKO(]eHomoBa kucenrHa ¢ 20-50% B cpaBHEHHE ¢ JApyrH uMyHOcynpecopH. Taszu undopManys
TpAOBa Aa ce uMa NpeaBui, 0coOeHo B ClTyyaii Ha MPeKhCBAaHE MITH NMPEYCTaHOBABAHE HA TCPAIMAITA C
LIMKIOCTIOPHH.

ENHOBPEMEHHOTO NIPUNONKEHUE HA eHHMYHA H03a UAKIocnopuH (200 mg win 600 mg) ¢ eAnHHYHA
no3a exrpombonar (50 mg) namangsa nnazmeHara AUCInf Ha errpom6onar ¢ 18% g0 24% 1 Cmax ¢
25% no 39%. Ho3BonsBa ce KOpUTHpaHe Ha J03aTa Ha enTpomOonar no BpeMe Ha JeYEHHETO B
3aBHCHMOCT OT OpoA Ha TPOMOOUMTHTE Ha nankeHTa. bpoat Ha TpoMmGonuTuTe TpsOBa aa ce
MPOCHACasIBa [IOHE BEAHBXK CEIMHYHO B MPOXBIDKEHHE Ha 2 0 3 CeaMHLM, Korato exrpombonar ce

- MpHEMA eXHOBPEMEHHO ¢ HHKIOCTIOpHH. Moxke J1a € HeoOX0IMMO MOBMIIABAHE Ha A03ATa Ha
enrpomboInar Bb3 OCHOBa Ha Opod Ha TPOMOOIIUTHTE.

IleanarpuyHa nonyaamnus
ITpoyuBanus 3a B3aUMOACHCTBUSA ca NPOBEXKAAHH CAMO MPH Bh3PaCTHU.

4.6 DepTHAUTET, OPEMEHHOCT H KbPMeEHE

bpeMeHHOoCT

Hsama aoctaThunn uan nobpe KOHTPONHpaHH KIHHHYHY TIPOYUBAHUA NIPH OpeMEHHHU JKeHH,
M3IION3BAIIM HUKAOCIOPHH. MMa Herosiam ofemM maHHM OT ynorpefaTa Ha HUKIOCIOPHH IIpH
OpeMeHHH MAlMEHTKH OT IOCTMAPKETHHIOBUSA OITMT, BKJIHOUHTEIHO PETHCTPH 32 TPAHCIUIAHTALMN H
myONMKyBaHa TUTEPATYpa KaTo TIO-rojIaMa YacT OT CITy4anTe ¢a ChOOIIEHU OT TALMEHTKH C
TPAHCIUIAHTALMH. bpeMEHHHTE, MPH KOUTO CNE] TPAHCILTAHTALMA CE MPOBEXIa HMYHOCYIIPSCHBHO
nedyeHue, BIUTIOUHTENTHO ¢ UUKIOCTIOPHH WK UMKIOCIIOPHHOBH IIPOU3BOIHH, €A H3MOXKEHH HA PUCK OT

NpeKACBPEMEHHO paxaane (< 37 ceaMULH).

ITpoyuBaHus 3a em6puo-peranto passurHe (embryo-foetal development, EFD) npu misxoBe u 3aiLiu
¢ UMKJIOCTIOPHH TOKa3BaT eMOpHO-(eTalHa TOKCHYHOCT ITPH JO30BH HAB& I10J1 MAKCHMAJIHATA
NpenopBYMTE/IHA J03a NpH xopa (maximum recommended human dose, MRHD) 853 ocHOBa Ha
TeJecHa MoBBpXHOCT (body surface area, BSA) (Bxk. Touka 5.3).

Sandimmun Neoral He Tps0Ba 1a ce npunara Mo BpeMe Ha GPeMEHHOCT, OCBEH aKO TTOTEHIHAIHATE

MNOJI3K 33 MalKaTa He HaJBULIABAT NOTCHUMATHHUS PUCK 33 M10Ra. ChABPKAHUETO HA AJIKOXOJT B
Sandimmun Neoral Tps6Ba IO Ja ce UMa OpeARU/ NTPH GpeMeHHHM KeHH (BX. Touka 4.4).

[lybnukysanure naHHu ot HaumMonainus perucTsp Ha OpeMeHHOCT chell TpaHciuanTaurs (National
Transplantation Pregnancy Registry, NTPR) onucsar pe3ynTaTi 0T 6peMEHHOCT NpPH SKSHH C
TpaHCTIaHTalMA Ha Ob0pexk (482), yepen apob (97) n copue (43), nojly4yaBaly THKIOCIOPHH.
JaHHHTE NOKa3BaT ycremHa 6peMeHHOCT ¢ MPOLIEHT Ha )HBopoxeHH 76%, 76,9% u 64% CBOTBETHO
[PH PEUMNIHEHTH ¢ ObOpeyHa, YepHOAPoOHa U ChpaeyHa TpaHCIUlaHTauws. [IpexneBpeMeHHo
paxnaHe (< 37 ceaMuLa) ce cbobinapa CbOTBETHO MpH 52%, 35% u 35% OT peLUnHeHTHTE ¢
OB0OpeuHa, uepHOApOOHA ¥ ChpAeYHA TPAHCIUIAHTALIHA.

CobolliaBa ce, 4e NPOLSHTHTE Ha CTIOHTaHHK aboPTH U Ha 3HAYMMH BPOJCHU AeeKTH ca CPaBHUMH C
POLEHTHTE, HabmonaBaHy B ofiiara nomyJaius, He MOKe Jla ¢ce H3KIOYM IOTEHUHaNEH JUPEKTEH

e(pexT Ha UMKIIOCTIOPHH CBBP3aH ¢ XHIIEPTOHHS NMPH MaliKaTa, peekaamMncud, UHGeKIH UK AHabeT
MPeXBUA OrPaHHUYECHHATE, IPUCHLIIN HA PErHCTPUTE U TIOCTMAPKETHHTOBUTE JOKIIAIH 32 6e30MacHOoCT.

Hanmunu ca orpanuyeH Opoit HabmogeHus MpH Jelia Ha BB3PAcT NPUGIH3HTENHO 10 7 TOAUHH, C
CKCIIO3HLMA HA UMKIIOCIIOPHH in utero. brOpeyHaTa yHKUMA H KPBBHOTO Handrase npH Te3M JACUA ¢a
HOPMAJTHH.

KbpMeHe “*""-l\:
[luxnocnopuH npeMiHaBa B KbpMata. Maiikure, KouTo ce Jiekysar cbe Sandimmun Neot Qr

A KbpMAT, IOpanu NoTeHUHana Ha Sandimmun Neoral la peAU3BHKa CEPHO3HN HEKSAREN ~ | ,ai"mj%
NEKAPCTBCHH PEAKIIHH Y HOBOPOACHOTO/KbpMaueTo. Tpabea aa ce BieMe pellueHue 1a) "
¥
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IIPCYCTAHOBH KbPMEHETO HITH J1a C¢ NIPEYCTAHOBRH NPHEMA HA IEKAPCTBEHHA NMPOAYKT, KaTo C& B3EMaT
IpeABHA [TON3aTa OT KbPMEHETO 3a HOBOPOACHOTO/KBPMAUETO W NON3aTa OT EKAPCTBEHUAT NIPOAYKT
32 Maiikara.

HFma orpaHW4eHH JaHHH, KOMTO MIOKA3BaT, Y€ ChOTHOLIEHHETO HA KOHLUEHTPAUMSATA Ha LIMK/IOCTIOPHH B
KbpMaTa CIIPIMO KOHLEHTpaLHATa Ha WHKIOCTIOPHH B KPBBTA HA Maiikata e B uHTepRana ot 0,17 1o
1,4. B3 ocHoBa Ha nNpuema Ha KupMa oT Oebero, Hali-BACOKaTa H3YHCIIEHa 1032 WMKIIOCTIOPHH,
TIPUETA YPEe3 XPAHEHE OT H3LAJIO KbpMEHO 0ebe, € npubnnzurenHo 2% oT A03aTa, KOPHrHpaHa CIpsiMo
TErTI0TO HA MakKaTa.

ChOBPKAHHETO Ha ANKOXOJ B JiekapcTBeHUTe opmu Ha Sandimmun Neoral cbino tpabsa 1a ce uMa
NpeABH] [IPH XCHH, KOUTO KbpMAT (BXK. TOUKa 4.4),

Qeprunurer
Mma orpaHMueHn faHHH OTHOCHO edrekTa Ha Sandimmun Neoral Bepxy depTrnvreTa mpu xopa. He ce

Ha0MmoaBaT HeXeNaHy edekTH BEpXY PepTIIIHTETa, IIPH MBKKH H XKEHCKH ITbxoBe Ao 15 mg/kg/nen
(noa MRHD %3 ocHOBa Ha BSA) (BX. Touka 5.3).

4.7 EdexTn BLpXY cnoco0HOCTTA 32 odHpaHe U pafoTa ¢ MAIUHHA

Sandimmun Neoral Moxe Ja IpHYMHE HEBPOJIOTHYHH H 3PHTEAHH HApyLleHns (BX. Touka 4.8).
Sandimmun Neoral MO€e Ja noBiHAe B YMEPEHa CTeNeH cnocoOHocTTa 3a modupane 1 padora ¢
malnuHU. HeobxoauMo e nosHineHo BHUMAaHHE [IPH WIOGUPAHE HA MOTOPHO MPERO3HO CPEACTBO WIH
padoTa ¢ MalLIMHH,

He ca nposexnann npoy4sanus 3a edpektHte Ha Sandimmun Neoral BEpXy cnocoSHOCTTA 32
wodupane U padora ¢ MalIHHH.

4.8 HexelanH JleKapcTBeHN peaKUHH

O60b1enye Ha npoduna 33 6€30MacHOCT

OCHOBHMTE HEXENAHH peaKUWH, HabMI0AaBaHH B X04a HA KIIHHUMHHMTE M3MUTBAHMA, CBBP3AHH C
PUJIAraHETO HA [UKJIOCTIOPHH BKIIKOYBAT Ob0peuHa JUCHYHKIMA, TREMOP, XHP3YTU3BM, XHUIIEPTOHHA,
JHAPUsl, aHOPEKCHSA, MaJEHE H [I0BpPBIIAHE.

MHOro HeKenaHH peakiMi, CBbP3aHH € TEPAIIHATA ¢ UHKJIOCIOPHH, €a J0303aBUCHMH H ThPITAT
00paTHO pasBHUTHE NPH HaMAIABAHE HA J03aTa. [IpH pasiMyHUTe OKA3AHHUS OOLIMAT CTIEKThP Ha
HEXKENaHHUTE peaKkLiy € Hail-001mo eqHaKbB, HO HMa pa3jiMKH B 4eCcToTaTa | TexecTTa MM. B pesyntar
Ha BUCOKMUTC Ha4aJiHH NO3H U ABIroTpaliHaTa noaabpxalla Teparnisa, H3MCKBalla ce ciel
TPAHCILIAHTALMA, HEXEJNAHHTE PEaKLHH €a [10-YECTH U OOMKHOBEHO ITO-TEXKH IIPH TPaHCINIAHTHPAHH
NALHUEHTH, OTKOJIKOTO NMPH NALMEHTH, IEKYBAHH 34 IPYrd HHAKMKALHH.

Hudexuuu u nadecranun

[Ipy manmeHTH, KOMTO ca Ha JIeYeHHe ¢ HMYHOCYTPECOPH, BKIIOYHTENHO LIMKIOCTIOPHH B
IUKJIOCIIOPHH-CBOBDKALIH PEXUMHU, ChILECTBYBA NOBUILLIEH PHCK OT HHPEKIHH (BUPYCHH,
OakTepHaIHH, rbOMYHH, Iapa3HTHR) (BXK. TouKa 4.4). MoraT aa ¢e Halmogasar Kakro o0y, Taka u
JIOKA/IHH MHQEeKIMU. Moxe nja HacThnM 3a06100uaBate Ha BEYE ChINECTBYBAIH HH(EKLHH, KAKTO U
MOBTOPHO aKTHBHpaHe Ha Polyomavirus nadekus, KosaTo Moxe J1a goeae no Polyomavirus
CBBp3ana Hedponatus (PVAN) unn no JC BUpYC CBbp3aHa NporpecHBHa My aTH(OKANHA
nesxoeHuedanonarus (PML). UMa ¢choOleHH 3a CepHO3HH NOCEACTBUA H/WIIH TAKHBA C JIeTaleH
H3XO0.

Heonna3mu - 106pokavecTBEHH, 3N0KAYECTBEHH U HeonpeaeieHd (BKI. KHCTH W MOJIAIK)

[1py nanueHTH, KOUTO ca Ha JIeYeHHE ¢ UMYHOCYNIPECOPH, BRIKOYHATENHO HMKIOCIIOPHH H
IMKJIOCNIOPHH-ChIbPKALIM PEXHMH, ChIIECTBYBA IIOBKIIIEH PHCK OT pa3BUTHe Ha JIMMGOMHU I
IAMQPONpOIUPEpaTUBHE Pa3CTPOICTBA U APYTH 310Ka4YeCTBEHH 00pasyBaHus, 0co0eHo oﬁhﬁﬂf&_fﬁ
HecroTara Ha 310KaYECTBEHUTE O0pa3yBaHHA ¢ YBEIHYABA ¢ HHTEH3HTETA U TIPOXbIIK egiﬁ‘ T
TepanuAaTa (BX. Touka 4.4). Hakou 3nokauecTBedu obpasyBaHus MOTaT ga GuaaT ¢ 1 |
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TabmyHO 00001IEHUE Ha HEXENAHUTE JEKAPCTBEHH PeaKLiK OT KIMHHYHUTE H3HTBAHHUS
HexenaHuTe JIeKapcTBEHHM peakiMH OT KIIHHHYHHTE W3NMUTBanud { 1abnuua 2} ca H30pocHH ChIIacHo
MedDRA no cucreMo-opraHHM Knacoe. B paMkuTe Ha BCEKH CHCTEMO-OPTAHEH KI1ac HEXEJIaHUTE
JCKApCTBEHH PEAKLIMK Ca PYIMUPaHH 10 YECTOTA, KaTo Hal-uecTUTE ¢a mMbpBH. 11pH BCAKO rpynupaHe
B 3daBHCHUMOCT OT Y€CTOTaTa HEXKEIaHUTE NEKAPCTBEHH PeaKLHH Ca MPEACTABEHH B HH3XOAAIL PEA MO
OTHOLIEHHE Ha TAXHATa CepHO3HOCT. OCBCH TOBA, 3a BCAKA HEXe/laHa peaKIUg ChbOTBETHHTE
KaTerOpHH YECTOTH Ca MpeACTaBeHH ChracHo clnefHara konseHuus (CIOMS III): MHoro 4ecTH

(= 1/10); yectu (= 1/100, < 1/10); weuectu (> 1/1 000, < 1/100); peaxu > 1/10 000, < 1/1 000), mHOrO
peaxu (< 1/10 000), ¢ HeusBecTHa yecToTa {OT HAIMUHKUTE JAHHH He MOXe 1a Obae HanpaBeHa
OLICHKA).

Tabanua 2: Hexenann JexapcTBeHH PEAKUHAH 0T KIHHHYHHE H3NHTBAHHA

Hapyniennn na KpnLBTa H JiMM@pHaTa cucrema

Yectn JleBkomenun

Heuectu TpoMOOLMTOTIEHUA, aHEMKS

Penxu XEMOJIMTUYHO yPEMHYEH CUHAPOM, MHKPOAHIHONATHIHE XEMOJIHTHYHA
aHeMHUA

C HEH3BECTHA TpomOoTHUHA MUKpOAHTHONATHA, TPOMOOTHYHA TpoMOOLUTONEHNYHA

yecroTa* nypnypa

Hapywenunsa na Metaboin3Ma i XpaHeHETo

MHoro 4ecTH XHIepnHnuaeMus

Yectn XUMNepriaiukeMHus, AaHOPEKCHs, XHNEPYPUKEMHUs, XHTIEpKaIHEeMIiA,
XHIOMAarHe3sHeMus

HapymeuHns Ha HepBHATA cCUCTeMA

MHoro yecTu Tpemop, rnasobonue

Hectu KoHnByncuu, mapecresnu

HeuectH Enuedanonarus, BKIIOYHTEIHO CHHAPOM HA 331Ha oOpaTHMa

eHuedanonarus (Posterior Reversible Encephalopathy Syndrome, PRES),
NpPU3HAUM H CHMIITOMH KaTO KOHBYJICHH, OOBPKAHOCT, AC3OPUEHTALNA,
3a0aBeHH peaKldH, TPEBOKHOCT, Oe3ChHHE, 3pUTSIHH HAPYICHAY,
KOPTUKAIHA CJIENOTa, KOMa, napesa u uepedenapia aTakcus

Penxu MoTopHa noniMHeBponaTHs
MHoro penku EneM Ha oNTHYHUA HEPB, BKIIFOYUTENHO OTOK HA ITAMMIIATA ¢ BE3MOXHO

3PHTENHO YBPEKIAHE BCIEACTBHE HA 10OpOKauecTBeHO IIOBHILIABAHE Ha
BBLTPEUEPEIIHOTO HANATaHE

C neunssecTHa Murpena

yecrora®

HapymeHus Ha yX0TO H JJaGHpnHTA

C HenzsecTHa YBpexnane Ha cayxa”®

yecroTa®

CraoBH HapyIeHus

MHoro YecTn XHNEePTOHHS

Yeceru [loueppensapaHe

CroManiHO-4YpeBHH HAPYHIEHHS

Yectu ['aneHe, noppbIUaHe, CTOMAalleH AUCKOMGOPT/O0NKa, AMapus, THHTUBAIHA
XMNEpIIa3ys, HENTHYHA A3Ba

Penxu [Maskpeatur

XenarodHIMapHH HAPYIIEHHS

Yectn HapywapaHe Ha yepHOApoOHaTa PpyHKkuuA (BX. TOUKA 4.4)

C Heu3BeCcTHa XemaToTOKCUYHOCT U YepHOApOoOHO yBpekaaHe, BKIIOYUTEIHO X0/1ecTasa,

yecroTa* KBITCHHLA, XETATHT H YEPHOAPOOHA HEIOCTaTHUHOCT, MOHAKOTA C JIETAICH

H3X0J (BX. TOUKa 4.4)
HapyuwieHus Ha KOXKAT2 H NOAKOXKHATA THKAH
MHuoro yectu XUP3YTHIBM
Yectu AKHE, XHNIepTpHXxo03a

18



HeuecTu AneprudeH oOpuB
HapymeHns Ha MyCKYJTHO-CKeJIETHATA CHCTEMA H CheHHHTEIHATA ThKAH

Yectn Muanrus, MycKyJIHH KpaMIIu

Penku MyckynHa ¢1abocT, MUOTIaTHA

C HeusBecTHa bonka B gonHuTE KpaitHULIH

yectoTa*®

Hapymenus Ha 6L.0penHTe H NHKOYHHTE NBTHINA

MHuoro gectu brOpeuna aucdhynkuua (Bx. Touka 4.4)
HapyuwieHusI HA BLb3NPOH3BOAHTEIHATA CHCTEMA H IbPIAATA
Penku MeHcTpyaiHy HapyLIeHKHA, THHEKOMACTHA
O0wmn Hapymienns U epeKTH HA MACTOTO HA NIPHJIONKEHHE
Yectn ITupexcus, ymopa

HeuecTu OT0oK, NoBHIIIABAHE HA TErjIoTo

* Hewenanu ce0MTHS, CHOOLIEHH MO BpeMe Ha MOCTMAPKETHHIOBHA OITAT, KBJETO uecToTaTa Ha HJIP
€ HEU3BECTHA NOPaIH JIUNCcaTa Ha 00Ul 3HAMEHATE]L.

* B mocTMapKeTHHroBaTa (haza € choBLIEHO yBPEKAAHE Ha CITyXa IIPH MALMEHTH ¢ BUCOKH HHBA Ha
HHKJTOCTIOPHH.

JIPYI'H HEeXENaHW NeKAPCTBEHH PEaKIKH, ChOOLIEHH IJ0 BpEME Ha MOCTMAPKETHHIOBHS OMUT

HMMa rieneHaco4eHo ThbpCeHH U CTIOHTAHHE TIOCTMAPKETHHTOBH ChOOLIEHHS 34 XENaTOTOKCHYHOCT U
YEPHOAPOOHO YBpPEIKAAHE, BKIIOYHTENHO XONECTA34, XBATEHHIA, XeMaTHT H YepHOApobHa
HEAOCTATHYHOCT [IPH NALHEHTH, JEKYBAHH ¢ LUKIOCTIOPUH. [ToBeueTo ChoOLUEHHA ¢& OT NauHeHTH
ChC 3HAYHMMA KOMOPOHIHOCT, NOAJICKAIM CHCTOSHHA ¥ IPYTH CMYILABAIH (PAKTOPH BKJIKOYUTEIIHO
UHPEKUNO3HH YCIIOKHEHHA H KOMEIHKAIINA C XeNATOTOKCHYEH MOTeHIHAlL B HAKOH CiTydaH,
NpEIHMHO MPH TPaHCILUIAHTHPAaHH NMaLUKHeHTH, ¢e ¢hoOllaBa v 3a JieTajieH u3xol (BXK. Touka 4.4).

Octpa ¥ XpoHHYHA HeDPOTOKCUYHOCT

IlaupeHTHTE, MPOBEKAANIM NICUSHHE C KATLUMHEBPUHOBH HHXUOUTOPH (CNI), BKIIOIUTETHO
[IHKJIOCTIOPHH ¥ LIMKJIOCTIOPHH-CBIBPKALIH PEXKUMH, ¢4 HITOKEHH Ha NOBHIIEH PHCK OT OCTPa KIIM
XpOHHYHA HEPPOTOKCHIHOCT. MIMa ChOGILEHHS OT KNHHUYHH H3NUTBAHHUSA B OT IOCTMAPKECTUHTOBHS
O[MT, CBbP3aHH ¢ yroTpebara Ha Sandimmun Neoral. Ciryuante Ha ocTpa HePPOTOKCHYHOCT €a
CBBP3dHHU C HADYIICHUA B HOHHATa XOMEOCTa3a KaTO XUNEePKATHEMHUS, XUIIOMarHe3HeMus 1
XunepypukeMus. CiiyyanTe Ha XpOHUYHH MOPQONOrHYHH NIPOMEHH Ca CBBP3aHH C apTEpHOIapHa
XHaNHHO34a, TyOYJIHa aTpodus U UHTepcTHLHATHA (ubGpo3a (BXK. Touka 4.4).

bonka B onHWTE KpaitHUIH

H3omHpanu cmyyan Ha 6onka B TOJTHHTE KpaiHMIIH ca GHITH CHOOINEHH BbR BPh3Ka C LIMKIOCTIOPHH.
Bonkara B NONHUTE KPaiHHULIM CBHILO € OTOENI3aHa KaTo YacT OT KaJlIHHEBPHH-HHXHOUTOP
HHOyuupaHus 6onkos cuHapom (Calcineurin-Inhibitor Induced Pain Syndrome - CIPS).

[lenuaTpHuba nomynauus
KJaMHUYHUTE NpOyYBaHH4, BKIIOYBALIH JELA HA BB3PACT HAL | rOAMHA [IPU [IPUIOKEHHE Ha

CTaHAAPTHa AO3HPOBKA LIMKIOCIIOPHH, Ca ChC CPAaBHUM Npothu/1 Ha H€30MacHOCT ¢ TO3W MpH
Bb3PACTHHTE NALHCHTH.

Croliiapade Ha [I003RPAHH HEXENAHH peaKIInH

Coho0maBaHeTo Ha NOJ03HPAHH HEXENAHH PeaKIMK Clell pa3pellaBase 3a ynorpe6a Ha ieKapcTBeHHS
MPOAYKT € BaXXHO. TOBa MO3BONABA Ja IPOABIKH HAOMIOEHHETO Ha CHOTHOIIEHHETO MOJI3a/PUCK 34
JEKAPCTBEHUA NPOAYKT. OT MEIHIMHCKUTE CISIHATWCTH C& U3HCKBA Aa ChOOIIABaT BCAKA
NMO03MPaHa HEXKEJIAHA peaKUHA Ype3 HalMOHAAHMA PEryJIATOPEH OpraH Ha aJpec:

bnarapns

HM3mBNHUTENHA areHIMs 1o JIEKapCTBATa
yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +3359 2 8903417

yebcaiit: www.bda.bg
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4.9 IlpenosHpate

[epopannara LDse Ha unkiocnopus e 2 329 mg/kg npu mumky, 1 480 mg/kg npH mrexoee |
> 1 000 mg/kg npwm 3aiiun. MutpaseHo3Hata LDsg e 148 mg/kg npu muwkn, 104 mg/kg npu nabxose
v 46 mg/kg npu 3aiiny.

CuMoToMu

OnMTHT [IPH OCTPO NPERO3HPAHE C IMKIIOCIIOPHH € orpaHuyeH. [lepopanHuTe 2034 Ha LMIUIOCTIOPHH
10 10 g (oxoso 150 mg/kg) ce MOHACAT C OTHOCHTEITHO MO-MaJIKH KIMHUYHHU MOCTEACTBHA, TAKUBA
Karo MOBPbIIAHE, CHHIIMBOCT, r1aBO0ONIHE, TAXHKAPIHA, U TIPH MATIKO HA OpOH MallieHTH, YMEPEHO
TEXKO, 00parHMo HapylieHue Ha Op0peunara gyukims. Obave, CEpHO3HU CUMIITOMH HA
WHTOKCHKALMA ca JIOK/IaJBaHH BCIICACTBUE HA HHUMAEHTHO [IAPEHTEPAJIHO NPE0O3HPaHE ¢
LIMKJIOCTIODHH NPH HeAOHOCEHHU OebeTa.

JleyeHue

Ilpyn Bcuuky cnyyau Ha npenozrpaHe TpAGBa Aa ¢e npeanpHeMar o0uo oA bpKALIH MEPKH U Ja C¢
NIPIIOKH CHMITTOMATHYHO JieyeHHe. [ [pUHy IHTENHO OBPBIIAHE H IIPOMHBKA Ha8 CTOMAXa MOrar Ja
OBAAT OT MoJI3a Npe3 ITbPBHTE HAKOJKO Yaca clied nepopatHud npueM. L{uknocnoput He ce noagasa
JIECHO HA JHATIH3a, HUTO C¢ eNUMHHIPA IECHO upe3 xemonepdy3Hs ¢ aKTUBEH BBIJICH.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 @apmaxoaHHAMHYHH CBONCTBA

(DapMakoTepaneBTHYHA rpyna: UMyHOCYNpeCHBHY Cpe/ICTBA, KANIHHEBPHHOBH MHXHOUTOPH, ATC
koa: LO4ADO]

LIMKNOCTIOPHH (M3BECTEH CBIIO KATO LMKIOCAOPHH A) ¢ LHKIIHUYEH [TOJIMNSNTHA, ChCTABEH OT

11 amusiokucenunu. [Ipexcrapigsa MOIHO HMYHOCYTIPECHBHO CPEACTBO, KOETO [IPH EKCTIIEPUMEHTH C
)KHBOTHH YABJKaBA CPOKA HA NPEKUBABAHE HA AIOT€HHU TPAHCIUIAHTAHTH HA KOKA, ChplIe, Ob0OpeK,
naHKpeac, KOCTEH MO3bK, ThHKO 4epBO WK O Apol. [Ipoy4yBaHusTa NOKa3BaT, Y€ UHKJIOCIIOPHH
NOTHCKA Pa3BUTHETO HA KNETHLYHO-MEOHMPAHUTE UMYHHH PEaKUiH, BKIIOUHTETHO HMYHUTETA Ha
anorpadTa, KOXHa CBPbX1YBCTBUTEIHOCT OT 3a0aBeH THIT, EKCIIEPAMEHTaJIeH aJlepru4eH
eHIehaTOMUENHT, aN0BaHTEH apTpHT Ha OpONH/, peakLys Ha PUCAAKaTa cpelly npuemarens (graft
versus host disease - GVHD), xakTo u T-KieTh4HO 3aBHCHMOTO 00pa3yBaHe Ha aHTHTena. Ha
KJIETHYHO HUBO TOH HHXHOHpa MpOayKUMsTa H OCBODOK/IaBAHETO HA TUM(POKHHH, BKIIOUHTEITHO
MHTepIIEBKHH 2 (T-kneTpueH pactexeH daxtop, TCGF). OueBraHO LHKIOCMIOPHH ON0KHpa
JMMPOLMTHTE B TIOKOH BB daza Go Wi G) Ha KIEThUHHSA LMKBI H TIOTHCKA aHTHI¢H-IIPOBOKMPAHOTO
0CBODOXKAABaHE HA IUM(OKHUHH OT aKTUBHPaHUTE T-KINETKH.

BCHYKH HAIHYHM JaHHH [IOKA3BAT, Ye LIMKIOCIIOPHH oKa3Ba crelliudHO U 06paTHMO Bh3AeHcTBHE
BBPXY JUMGOIUTHTE. 3a pa3jiiKa OT UMTOCTATHLIMTE, TOH He MOTHCKA XEMOIIOe3aTa H He BIIMAC BEPXY
hyHKUMATA Ha daroLMTHTE.

H3BBPIICHH €2 YCNEUHN TPAHCIUIAHTALMM HA COMMAHY OPTraHH M KOCTEH MO3IBK [IPH Xopa ¢
U3M0JI3BAHE HA LHKJIOCIIOPHH 34 NPEACTBPATABAHE H JICYEHHE HA OTXBHPIAHE HA TPAHCTITIAHTAHTA H
GVHD. HeknocnopuH € npuiiaras yenemso Kakto npd Xenatut C pupyc (HCV) no3uTuBHY, Taka U
npu HCV Heratuenu yeproapoGHO TpaHCMNAHTHPaHHU NalMeHTH. braronpuaTHi epeKkTH oT
TEpaNnUATa ¢ UMKIOCIIOPUH ca HabmoiaBaHU TIpK peanla 3a00nIBaHUs ¢ JOKa3aHa HIH
OpeAnoJaraéMa aBTOMMYHHA €THOJIOT HA. | e

[leanarpyyna nonynauus: [{HKIOCTIOPUH € A0Ka3al CBOATA e(hMKACHOCT IIPH CTEPOUA-3 K
He(po3eH CHHAPOM. ‘
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5.2 ®apMaKoOKHHeTHUYHH CBOHCTRA

AOcopbipsa
Ciea nepopanso mpunarase Ha Sandimmun Neoral nukosa nja3MeHa KOHIEHTpaLWA Ha

[HKJIOCTIOPHH C€ JOCTHra B PAMKHTE Ha 1-2 uaca. AGCOKOTHaTa MepopaiHa OHOHAIHYHOCT Ha
LIMKJIOCTIOPHH ¢iea npuaarade Ha Sandimmun Neoral e 20 ro 50%. Habmopasa ce oxonio 13 u 33%
noHmxeHue Ha AUC 1 Cra TpH npuiarase Ha Sandimmun Neoral ¢ XpaHH ¢ BACOKO ChABPXaHHE HA
Ma3HHHH. Bpb3kara Mexay NpuIokeHata 103a 1 excrnozuimara (AUC) Ha HUKIIOCTIOPHH € NHHEHHA B
PaMKHWTE HA T€parleBTUYHUA A030B HHTepBan. BapuadunHoctra Ha AUC # Ciax MEXKIY OTACTHHTE
MHIWBWH U Ta3M MPU €IHH H ChILK UHAUBH] € npuOminsuTenHo 10-20%. Sandimmun Neoral pasrsop
M MEKHMTE KEJIATHHOBH KaICyJiM ¢a OHOEKBHBAJIEHTHH.

[1prnaranero ra Sandimmun Neoral Bonu 20 59% no-erucoka Crax # npHOIH3MTENHO 29% HO-BACOKA
OMoHanMYHOCT OTKOJIKOTO Sandimmun. HanuuuuTe 7aHHy nokassar cneIHOTO: IpH npemuHaBaue 1:1
OT Sandimmun MeKH eTaTHHOBH Kancyn KbM Sandimmun Neoral MeKH KeTaTHHOBH KamcCyJH, Hak-
HHCKUTE KOHLICHTPALMK B IsUIa KPBB Ca CPABHMMHE H C€ 3ana3Bar B XKeNAHHUA TepareBTHYECH WHTEPBaI.
[Ipunaranero Ha Sandimmun Neoral noBnusea 61aronpyUsaTHO JHHEHHOCTTA HA EKCIIO3HLIMATA Ha
IMKnocopHH (AUCe). Toll npeanara no-nocrostHeH npodui Ha abcopOILIMA, KOHTO ce BJIHMAE MOo-
MaJIKO OT TIpYeMa Ha XpaHa WK OT PHTEMA Ha JIeHs 3a pas/nka oT Sandimmun.

Paznpeaencuue

[{uxnocnopuH ce pasnpenend B roisMa CTeNeH H3BbH 00eMa Ha HPKYJIMPamaTa KpbB, ¢ IPHBUREH
o0eM Ha pasnipezencHue ot 3,5 kg, B kpeBra 33 10 47% e HayM4eH B ru1a3mara, 4 10 9% s
smaMonuTure, S 1o 12% B rpanynountuTe H 41 10 58% B eputpouuTHTe. B miazmara
NpHOIH3HTENHO 90% € CBBp3aH ¢ MPOTEHHHUTE, MPEAMMHO C THUNONPOTEHHHTE.

buotpancopMauus

LMxnocnopHH ce MeTabonm3Mpa B rojigMa creneH Ao npuGiusurenHo 15 Merabonura. MeTabonn3MbT
C€ OCBILECTBABA I1ABHO B YepHua Apod upes uutoxpom P450 3A4 (CYP3A4) H OCHOBHMAT BT Ha
MeTaboMU3KPaHe BKIIOYBA MOHO- M JHXHAPOKCUNHPAHE U N-AeMETHIIHpaHe Ha Pa3iHyHH YYacThLH
OT MOJICKY1aTa. BCHYKA HAEHTHQHUMPaHH MeTab0IUTH ChABPKAT LIAIOCTHATA NENMTHIHA CTPYKTYpa
Ha OCHOBHOTO BEILECTBO, HAKOHM NIPUTEXaBar cJlaba MMyHOCYNpecHBHa aKTHBHOCT (10 €Ha JAeCeTa OT
Ta3H Ha HEIIPOMEHEHOTO BEILIECTRO).

EavMunupane
EnMMMHHPaHETO € peTUMHO Ype3 XIThUKaTa, eBa 6% oT mepopaiHara A03a C€ eKCKPeTHpa B
ypHHarta 1 caMo ,1% OT eKCKpeTHpaHOTO B YPUHATA € B HEIIPOMEHEH BHA.

JaHHHTE 32 KpaiiHUA MONYKHBOT A MPOTHBOPEYHBH H Ca B NIPAKA 3aBUCHMMOCT OT METO/A Ha
H3C/IEABAHE H TApPreTHaTa nomyjiauus. KpaliHHAT noiyxMBOT BapHpa ot 6,3 yaca NpH 34paBu
nodpoeoiuy 10 20,4 yaca npy NaUMEHTH € TEXKO YepHoApobHO 3abonapane (BX. ToukH 4.2 U 4.4).
ENMMHHAMOHHUAT NONYXHUBOT NpH 6bOPEeYHO TPAHCILIAHTHPAHH MAIMEHTH € NPUOTH3UTETHO

11 1aca, ¢ uHTEpBaN Mexmy 4 U 25 gaca.

CrienyanHy nonyialuy

Ilayuenmu ¢ 6vbpeuno yepescoane

B npoyusane, npoeeeHO Npu NAaLMEHTH ¢ TEPMUHAIHA OEOpeyHa HeIOCTATBHHOCT, CHCTEMHUAT
KJIHPBHC € NPHONH3UTENHO ABE TPETH OT CPEIHHA CHCTEMEH KIHPBHC NpH NMALHEHTUTE ¢ HOPMaJTHa
OnOpeyHa Qynkuua. [To-manko ot 1% oT MpHIOKEHATa 1032 MOXKe Ja 6bAe OTCTPaHEHA upes
JHaJIH3a.

layueumu ¢ yeprnoopobro yepeoxoane

Moxe na ce Habmioaasa 2 A0 3 ITbTH MOBMIIABAHE HA EKCMIO3MLIMATA HA AKIOCTIOPUH (IpH na;m'eﬂ‘m\\
YEPHOAPOOHO YBpexaaHe. B npoyuBaHe IpH MALMEHTH ¢ TEXKA CTENEH Ha YEPHOAPOOHO HRpEH '_' e.;g R
¢ 6MONCHYHO A0Ka3aHa LUPO3a, KpalHUAT oMy xHBoT ¢ 20,4 yaca (HHTepBaT MEXITY 10.8 O '
48,0 yaca) cipamo 7,4 no 11,0 yaca npu 3ApaBy HHIHBH/IH. PRRRIN (5 1 &
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[lenpaTpuyna nonynanyvs

DapMakOKHHETHYHHUTE NaHHH OT NpuioxkeHueTo Ha Sandimmun Neoral wix Sandimmun NMpH
MeIHATPHYHH MALHEHTH ca MHOTO orpaHnueHd. [Ipu 15 616pedHO-TpaHCIIaHTHpAHH TALUEHTH HA
Bb3paACT 3-16 rozinny, KIMPBHCHT HE UKIIOCIIOPHH OT LA KPBB ClIe HHTPABSHO3HO NPHIIOXKEHHE Ha
Sandimmun ¢ 10,6=3,7 m/min/kg (onpenenen upe3: Cyclo-trac cnenu¢prdeH IMyHOSH3HMEH METO).
B npoyuBane np# 7 6u0peuHO TpaHCIIAHTAPAHH TTALJHEHTH HA BL3pacT 2-16 roaMHu KIMPHHCHT Ha
LMKIOCNOPHH BapHpa oT 9,8 no 15,5 m/min/kg. Tlpu 9 yepHOAPOOHO TPAHCIUTAHTHPAHHU ITALMEHTH HA
Bb3pact 0,65-6 roluHH KIHPBHCET € 9,3+5,4 ml/min‘kg (onpeaenen upes: HPLC meToxn). I1pu
CPaBHEHHE ¢ BB3PACTHH TPAHCIJIAHTUPAHH NaUUCHTH, Pa3iMKaTa B OHOHATHYHOCTTA MEXKTY
Sandimmun Neoral u Sandimmun npu Aglla € ¢cpaBHHMA ¢ Ta3H, HabMoJaBaHAa MPH Bb3PACcTHH.,

5.3 IlpeakIHHHYHH JaHHH 3a 6e30NACHOCT

LlzKIocnopyH He NOKa3Ba JOKA3aTe)ICTBA 3 TEPATOreHHH e()eKTH NpH TUYBX0BE H 32l NPH
nepopanHo npunoxkenre (10 300 mg/kg aAnepHo). L{uknocnopHH € eMOpHO- M PETOTOKCHYEH, KOETO
C€ MTOKA3Ba OT HAMAJICHOTO TErNO Ha MI0/Ia M CRBP3aHOTO C HErO M30CTaBaHe B CKEJIETHOTO Pa3BUTHE.
Hupata 6¢3 nabnwonasan edekt (no observed effect level, NOEL) ca nox makcumaiHaTa
IpenopbyYnTeHa no3a npu xopa (MRHD) B3 ocHOBa Ha TenecHaTa roespxHocT (BSA). I1pu
OpeMEHHU TUTBX0BE, KOHTO MOMy4YaBaT UHKIOCIIOPHH 6 1 12 mg/kg AHEBHO MHTPABEHO3HO (IOA,
MRHD Bb3 ocoBa Ha BSA), eTycHTe ca ¢ noBMIIEHAa YeCTOTA HA MOABA HA BEHTPUKYJIApEH
CenTaneH AcheKT.

B nBe myOGnuKkyBaHy W3CNen0BaTENICKH NPOYUBAHKA, 3aili4 HA BB3PACT A0 35 ceaMULIM, HITOKEHH Ha
WHKJIOCTIOPHH in utero (10 mg/kg nqHeBHO MOAKOKHO) Ca NOKA3ATH MOHWKEH Opoii Ha HEPPOHHTE,
OB0peuna xunepTpodua, CHCTEMHA XMIIEPTOHHS M NporpecuBHa ObOpevdHa HemocTarb4HOCT. Tesu
HaXOAKH He ca OHJIH YCTAHOBEHH MpH JPYTH BUAOBE M TAXHATA BAIMAHOCT TIPU XOpa € HEU3BECTHA.

B NPpOYYBaHE 3a NEPH- K NNOCTHATANHO PA3BUTHE IIPH MIbX0BE HAKNIOCIIOPHH NOBHINABA IIPEC- H ITOCT-
HMILTaHTAUUOHHATa CMBbPTHOCT Ha ITIOTOMCTBOTO U BOAH A0 MOHWKCHO HaAAaBaHE HA TCICCHOTO

TErJIO Ha OlIe/IeNITE MAJIKH NpH Haii-BucoKa fo3a 45 mg/kg queBHo. NOEL e nog MRHD Bb3 ocHOBa
Ha BSA

[Ipu npoy4BaHe 3a PepTHINTETa MPH IILXOBE HE ¢a HAOII0NaBaH! HeXeNlaHu eeKTH BbpXY
¢eprunuTera B penpoaykTupHoctTa A0 15 mg/kg awepno (not MRHD BB3 ocHoBa Ha BSA) npu
MBbKKH U KEHCKH ILTBXOBE.

LMkiocriopuH € MpoyyBaH B peAuLa in vifro | in vivo N3CIeABaHKA 3a TeHOTOKCHYHOCT 0€3 JaHHH 3a
KIMHHYHO 3HAYHM MYyTareHeH MOTEHIMA.

[IpoyuBaHMs 32 KAHIEPOTEHHOCT Ca NPOBEACHH IIPH MbKKHM H XESHCKH [UThXOBE H MHIUKY. B
78-ceIMUYHO NpOYYBAHe NPH MHUIIKH, NPH 1034 OT 1, 4 1 16 mg/kg NHEBHO ¢ca OTKPUTH
JOKA3aTENCTBA 334 CTATHCTHYSCKH 3HAYMMO MOBHIIEHHE HA NHMPOLUWUTHH NUMQOMI ITPH XKEHCKUTE
€K3EMIUIAPH, a YeCTOTaTa Ha XeNaTrouenyapHUs KApUHUHOM NPH CPEAHHTE AO3HPOBKHU MIPH MEBXKKHTE
3HAYMTENIHO HAJBHMIIIABA KOHTPONHATA CTOMHOCT. B 24-ceqMu4YHO IPOYUBAHE NPH ILThXOBE,
NpoBeneHo ¢ 103 0T 0,5, 2 v 8 mg/kg AHEBHO, MPH HUCKUTE AO3UPOBKH, NIOABATA HA 3ICHOMH Ha
OCTPOBHHTE KIICTKH B ITAHKPeaca 3HAUMTEIHO HAABHILIARA KOHTPOJIHATA CTONHOCT.
XenaToLe/lyTapHATE KapLUWHOMH 1 aJlcHOMH Ha OCTPOBHHTE KJIETKH Ha TAHKpeaca He ¢a Omwim
A0303aBHCHMH.

6. ®APMALEBTHYHH IAHHH

6.1 ChnHcbk Ha NOMOLIHHTE BeIIeCTBA

Sandimmun Neoral 100 mg Mexu kancymm

CeabpkaHie Ha KANcyaaTa
Anda-Tokodepon
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Eranon, 6ezroneH

IIponuneRramMKon

3bPHEHH MaCTHH-MOHO-A-TPUITTHUEPHIH

MakporojrnueposioB XuapokcHcreapar / ToNMOKCH 40 XHAPOreHHpaHo PHLHHOBO Maco.

O6BHBKA Ha KancyaaTa
Kenesen okcua uepen (E172)
Turanues auokcua (E 171)
["'mauepon 85%

I IponuneHrnuKkon

Xenarnu

Haxanmc
Kapmunosa kucennna (E 120)

AJlyMHHHEB XNOPUI, XEKCAXUAPAT

Hatpuer xuopoxcun

[Tponunenraukon

Xunpomenosa / XuAPpOKCUNPONHI METHALIENYI03a 2910

W3onponanos / H30nponuios ankoXod

6.2 HecbBmecTHMOCTH

Henpunoxumo

6.3 Cpox Ha roguoct

2 rogvHu

6.4 Choendannu ycioBMs Ha ChXpaHenHe

Ja He ce cbxpansBa Hazl 25°C. Jla ce cpXpaHABa B OPHTHHAHATA ONIAKOBKA, 3 J1a CE [PEenasy oT
Bniara. [ IoBuweHHs Ha TeMreparypata 10 30°C B npoas/KEHHE Ha MAKCHMYM 3 Mecelia He oka3BaT
BJIMSIHKE BbPXY KauecTBOTO Ha npoaykra. Kancyaure Sandimmun Neoral Tpsa0Ba na &paaT 0CTaBeHH
B OMCTEpHATa ONIAKOBKa JI0 ynoTpebaTa uM. ITpy oTBapsHe Ha 61McTepa ce yeemma XapakTepHa
MupH3Ma. ToBa € HOpMaJIHO M He 03HaYaBa, 4e HELO He € Hapea ¢ KalcynaTa.

6.5 Bua H chAbpXKaHHE HA ONAKOBKATA

bryCTepHH ONAKOBKY ¢ aJlyMUHHE OT ABETE CTPAHH, CHCTOSILIH CE OT
nonHAMKL/ asty Mt/ ionuBERIXII0pUI, (PA/AL/PVC) oT monuara cTpaHa U alyMMHHAEBO (JOJTHO OT
rOpHATa CTPaHa.

Sandimmun Neoral 100 mg MekH kancysiu

OnakoBka ¢ 50 Meku xarncynu

He BCHYKK BUROBE ONAKOBKY MoraT Ja Obar NMyCHATH Ha Na3apa.

6.6 CoeunaTHn NpennasHA MepKH IPH H3XBEPJISTHE

Hsama ciena ue M3HCKBaHMUA.,

Heu3non3eauuaT nexapcTBeH NPOAYKT HIIH OTNATBYHHTE MATEPHANTH OT HEro TpAGBa Aa Ce U3XBBPIAT
B CBOTBETCTBHE C MECTHUTE U3UCKBAHUS.

——_ A Ry
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7. NIPHTEXATEJ HA PASPEIIIEHHUETO 3A YIIOTPEBA

Novartis Pharma GmbH

Roonstrasse 25

90429 Niirnberg

I'epManun

8. HOMEP(A) HA PABPEUHIEHHETO 3A YIIOTPEBA

Sandimmun Neoral 100 mg - 20010483

9. JATA HA ITBPBO PASPEINABAHE/TIONHOBSBAHE HA PAZPELLIEHUETO 3A
YIIOTPEBA

JlaTta Ha MbpBO pa3pemaBane: 21 1ouu 1994 r.
Jlara Ha nocneano nogHoBsBane: 21 anpun 2011 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
24 maii 2023 1.

[logpobHa uHpopMaLus 3a TO3M NeKapCTBEH NPOAYKT € NpenocTasesa Ha yebcalfta Ha M3nbiiHHTE IHA
areHuMd no Jiekapcreara www.bda.bg
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