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1. HME HA JEKAPCTBEHHUSA NPOAYKT W3MbNHUTETHA ATEHUMSA MO NEKAPCTBATA

Kpamxa XapaKmepucnuKa Ha NpOgYNa - [ ipuromeiive 1

Canaumys Heopan 25 mg Mexn Kancynu
CanaumyH Heopan 50 mg Meku KancyJu

Sandimmun Neoral 25 mg soft capsules
Sandimmun Neoral 50 mg soft capsules

2. KAYECTBEH A KOIMMECTBEH CbCTAB

Besxka kancyna Sandimmun Neoral 25 mg cpabpka 25 mg UMKIOCTIOPHH.

[ToMOUIH#M BELLECTBA ¢ H3BECTHO JICHCTBUE:!
Etanon: 25 mg/kancyna. Sandimmun Neoral Meku kancynn ceaspxar 11,8% o/o eranon (9,4% m/o).

[IponuneHrnukon: 46,42 mg/kancy.na.
Makporoaridueponos xuapokcucreapar / [Tonnokcun 40 XxuaporeHHpaHo pULIMHOBO MACo:
101,25 mg/kancyna.

Beska kancyna Sandimmun Neoral 50 mg ceaspxa 50 mg LUKIIOCIOPHH.

[ToMOLIIHK BELIECTBA C UIBECTHO ACHCTBHE:
Erauon: 50 mg/kancyna. Sandimmun Neoral Mexu kancynn ceabpxar 11,8% o/o eranon (9,4% m/o).

[Mponunenrnuxon: 90,36 mg/ kancyna.
Makporonrauueponoe xuapokcucreapar / [ossokcun 40 xunporeHHpaHO pHLIMHOBO MacIo:

202,5 mg/kancyna.

3a MKW CIIHCHK Ha MOMOLIHHUTE BelUleCTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®@OPMA

Mexu kancyny

Sandimmun Neoral 25 mg - CHbO-CHBa, OBalTHA, MEKa XKEJNATHHOBA Kancyna, ¢ HallMHC B YEPBEHO

“NVR 25mg”.
Sandimmun Neoral 50 mg - )Ksnro-0s1a, npoasiaroeBara, MEKa JKeJIaTHHOBA KalcyJia, ¢ HAANWC B

yepseHo “NVR 50mg”.

4. KJIMHAYHU JAHHH

4.1 TepaneBTHYHH NOKA3IAHHS

[lokazanus B 061a¢TTA HA TPAHCIUIAHTALIMATA
Tpancnaanmayus Ha COTUOHU OP2AHU

[IpenoTBpaTABaHe Ha PeaKLiMA Ha OTXBBPJISHE Ha IPHCALKATA CJICA TPAHCTUIAHTALKA Ha CONTHAHY
OpraHu.

Jleuenue Ha peaklUHs Ha KAe€TbYHO OTXBBPJIAHE HA MPHCAAKATA MPH NAUMECHTH, NPUEMALLH APYTH
HMYHOCYNIpecHpallH CPeCTBa.

Tpancnaanmayun Ha KOCMEH MO3bK
[IpeaoTBpaTsaBaHe Ha peakUHUaTa Ha OTXBBPJIAHE Ha MPHUCAAKATA CAC alOr¢HHa KOCTHS
TPaHCIJIAHTALIKA WIH TPAaHCIUIAHTALIMA Ha CTBOJIOBM KJIETKH.

[IpodunakTuka WM JeueHre Ha 60s1ecTTa, NPeAM3BHKaHa OT peakLMATa Ha npHcany
npuemarens (graft versus host disease - GVHD).




[Mokazauus U3RbLH 00JIACTTA HA TPAHCILIAHTALMATA
Enoocenen yseum

JleueHne Ha 3acTpalIaBalll 3PEHHETO HHTEPMEINEPEH HITH 3a[1€H YBEHT OT HEeHH(EKLIHO3EH NPOU3X0oa
NP MALMEHTH, MPH KOMTO KOHBEHLHOHAJIHATA Teparnua € Onia HeycnelHa Wi e npeau3BruKana
HEMPHEMIHBH HEXXENIaHU PeaKLHH.

Jleuenue Ha yBeuT npu Oonect Ha bexuer ¢ peLMAMBHPALIM BB3NANHTEIHN PEAKLMH, 3acarally
peTHHATA NPH NAHEHTH O€3 HEBPONOrHYHH NMPOABH.

Hedpozen cunopom

Ctepoua-3aBHCHM H CTEPOHI-PE3UCTEHTEH HEPPO3EH CUHAPOM, BCIIEACTBHE MbPBHYHH ITIOMEPY.THH
3a60NABaHKA KaTO He()PONATHA ¢ MHHHMAJIHM H3MEHEHUS, POKATHA W CerMEHTHA rMOMEPYIOCKIepo3a
HiK MeMOpaHO3€H rMoMepyIOHEQPHT.

Sandimmun Neoral Moxe n1a ce M3n0a38a 3a MHAYKUHKA U NoJObpaKaHe Ha peMHCcHA. Moxke aa ce
M3MOJI3RA ChILO TAKA 38 NOANBPIKAHE Ha CTEPOHA-HHAYLIMPAaHa PEMHCHA, NO3BOJISBAHKH CNTHPAHE Ha
KOPTHKOCTEPOUIHTE.

Peemamouoen apmpum
JleueHYe Ha TEXKBK, aKTUBEH PEBMATOH/EH apTPHT.

[Icopuazuc
JleueHHe HA TEXDK NCOPHAZKC NPU NALMEHTH, IPH KOUTO KOHBCHLIHOHANHATA TEPANHA €

HENMOAXOAALLA WK 6e3 edexT.

Amonuven oepmamum

Sandimmun Neoral e nokasan npy NalHEHTH ¢ TeXDbK aTONHYEH JEPMATHUT, IPH KOHTO € HE0OX0AUMa
CHCTEMHA Tepanus.

4.2 Jo3HpPOBKA H HAYHH HA NMPHJIOKEHHE

Zlo3HpoBKa
[TpunosxxeHUuTE CXEMH 33 NEPOPATTHO MPWIOKEHHE Ca CAMO HACOUBALIH.

IHerHaTa no3a Ha Sandimmun Neoral TpaOBa ga ce pazaesny Ha ABa OTAETHM [IpHeMa, pasnpeacaeHH
HAa paBHH MHTEpBaNIHM npe3 geHd. [Ipenopbusa ce Aa HMa MOCASAOBATEHA CXEMA Ha NNPHUIIAraHe Ha
Sandimmun Neoral mo OTHOLIEHHE HA BPEMETO OT ACHA H BPB3KaTa ¢ XpaHCHETO.

Sandimmun Neoral Tpsa6sa 13 ce Npeanucsa caMo OT, WIH B TACHA Konabopauug ¢, 1eKap C ONUT B
MMYHOCYTNPECHBHATA TEPANHUs H/WJIK OpraHHaTa TPARCIIAHTALIHAL.

Tpancnagumayus
Tpancnaaumayus Ha CONIUOHU OP2aHU

Jleyennero cve Sandimmun Neoral TpaOBa aa ce 3anouHe B paMKHUTE Ha 12 yaca mpeau onepaLunaTa B
nosa ot 10 go 15 mg/kg, pasnenena Ha 2 npuema. Tasu qo3a TpaOBa aa ¢¢ noAAbpxKa KaTO JHEBHA
1032 B MPOIb/uKeHHe Ha 1 10 2 ceIMHULIM CNell ONepaLuaATa, KaTo NOCTENEHHO C¢ Hamalsea B
CHOTBETCTBUE ¢ IUTA3MEHHUTE HUBA, B CHOTBETCTBUE C NOKAIHHA UMYHOCYTIPECHBEH IMPOTOKON 10
NOCTHraHe Ha FMPENOPBUHTEAHATA NOAABPIKALIA 032 OT 0KOJI0 2 10 6 mg/kg, NpUIoXKeHa B 2 OTAENHH
npHeMa.

Korato Sandimmun Neoral ce npunara ¢ Apyrd UMyHOCYTIpeCOpH (Hamnp. KOPTHKOCTEPOL,
4acT OT TPOMHA WK YETBOPHA JIEKAPCTBEHA TEParnHs), MOXKe J1a Ce Npyiara B 1o-HHCK
10 6 mg/kg, NpUNOXKEHH B 2 OTAEHH pHEMa NPH 3aMI0YBAHE HA JICUSHHETO).

Tpancnaaumayusi Ha KOCMEH MO3bK
HauanHara mo3a TpaGBa Aa ce Jajie B AeHs NpeaM TpaHcIuianTauuaTa. B noseuero ¢
ce Mpeano4rTa NpuiaraHeTo Ha Sandimmun KOHUEHTPAT 33 HHY3HOHEH Pa3TBOD.




IpenophuMTeNHaTa MHTPaBeHO3HA A03a € 3 10 5 mg/kg/nen. MHdy3uaTa npoanIKasa B CblIATa 1032
[0 BpEME HA HEMOCPEACTBEHUA NMOCTTPAHCILIAHTALIHOHEH NEPHUOA 10 2 CEAMHMLIM CIC]
TpaHCIUIAHTALIMATA, NIPeAM J1a c€ NPEMHHE KbM f€popaliHa MOJAbpIKalla Tepanus Cbe Sandimmun
Neoral B qHeBHa A03a oT okonio 12,5 mg/kg, npunokeHa B 2 OTAEIHH IPHEMA.

NoagspxaioTo Nevenne Tpabsa 1a MPOaBIKHM NMoHe 3 Mecelia (3a npeanounTaHe 6 Mecena) npeau
103aTa NOCTENEHHO 1a C& HaManM [0 Hyha, | roaHHa ciel TpaHCIUIaHTalUuATa.

AKO TpH 3aMloYBaHe Ha JieueHneTo ce npunara Sandimmun Neoral, npenopbuHTenHaTa AHEBHA 1034 ©
12,5 mo 15 mg/kg, npuiackeHa B 2 OTACIHH IPHEMA, KATO CE 3anoysa B ACHA Npean
TPaHCIUIAHTALUATA.

MoJKe a ce HATOXKH NPHUAaraHeTo Ha no-BUCokH A03M Sandimmun Neoral wiu npunarase Ha
MHTPABEHO3HO JieueHHe cbe Sandimmun NpH HaMMYKE Ha CTOMALIHO-YPEBHH HAPYILEHH, KOHTO
MOraT ga HaManat abcopouudra.

[Tpu HAKOM NALIMEHTH CNEJ CTIMPaHe Ha JIEYEHHETO ¢ LMKIIOCTIOpHH Moxe Aa Bb3HMKHe GVHD, Ho
OGHKHOBEHO C€ MOBIHUABA ONArONPHATHO clef MOJHOBIBAHE HA feUeHHETO. B TakkBa cinyyau
MBPBOHAYATHO Ce NpKara nepopaiHo HaToBapsaila fo3a ot 10 no 12,5 mg/kg, cnen xoeto ce
npwiara NoUNbKAILATa 1033, KOATO npeau ToBa ¢ 6una ¢ no6bp epekT. Ilpu NeveHne Ha nexa
xpoununa GVHD Ttpsa6Ba na ce npunarat HMckd J03u Sandimmun Neoral.

Hoxazarnus u3evbl obiacmma Ha mpaHcRAGHMAayuAma
Koraro Sandimmun Neoral ce u3nonssa nopaam HAKOE OT YCTAHOBEHHTE NOKa3aHHA W3BLH 00nacTra

Ha TPaHCIUIAHTALMATA, TpAOBa na ce cneABaT ClICAHUTE OOLIH NMpaBua:

[Tpeau 3anouBaHe Ha €HEHHETO TPAOBa MOHE ABYKPATHO Ja Cé HAallpaBH OLICHKA Ha H3X0AHATA
6n6peuna pynxuua. M3uncnenara ckopocT Ha rnoMepyiHa ¢puntpauus (eGFR), uzuncnena no
dopmynata MDRD, Moxe aa ce H3Mo3Ba 3a olieHKa Ha 6b0peuHaTa PYHKLKA NPH BL3PACTHH
MalMeHTH, a ChOTBETHATA NOAX0AA1la (opMmyna 3a aeLa TpsabBa Aa ce u3nonspa 3a ouenka Ha eGFR
npu NeAMaTpUUHH nauenTy. Toii kato Sandimmun Neoral Moxe na yspean 6s0peunara pyHkums, €
HeoOXOAMMO YecTo Aa ce MpaBM olieHKa Ha ObOpeunaTa pyHkuMa. Ako eGFR ce nonwxku ¢ nopeve o1
25% crpsAMO M3XOHATa CTOMHOCT NP NOBe4e OT €AHO H3MepBaHe, Ao3ara Ha Sandimmun Neoral
TpbBa na ce Hamanu ¢ 25 no 50%. Ako noHwkenHeTo Ha eGFR cnipaMo H3XxoaHata CTOKMHOCT € Hall
35%, Tpsa6Ba Aa ce MMa MpeaBH I NO-HATATHLIHO HaMaJlsBaHe Ha [o3aTa Ha Sandimmun Neoral.
[IpenopbKHTE ¢a BATUAHH, JOPH KOraTo CTOHHOCTUTE NPH CHOTBETHHA MALIMEHT Ca B PAMKUTE Ha
HOPMAITHHTE IaBOPAaTOPHU CTOMHOCTH. AKO HAMAIABAHETO Ha 103aTa HE A0BEAE A0 NOACOpeHHE Ha
eGFR B paMkuTe Ha equH Mecel, Neuennero che Sandimmun Neoral Tpa0sa fa ce npeycraHOBH (BXK.

Touka 4.4).
Heo6xoauMo € peIoBHO NpocieAABaHe HA KpPbBHOTO HaIAraHe.

[Tpenopbusa ce onpejensHe Ha 6WIMpyOMHA M HAa OCTAHAIUTE MOKA3ATENH 3a OLEHKA Ha
yepHoApo6HATA (PYHKLMA NPeaH 3aMOUBAHE HA JICYCHHETO, KAKTO H BHUMATETHOTO UM MPOC/CABaHe
o BpeMe Ha jedeHueTo. [Ipenopbusa ce Chilo TaKa ONpee/IAHE HAa CEPYMHHTE THNHIAH, HHBOTO Ha
KaNHi, MarHe3nii 1 MUKOYHa KUCEIMHA, NIPEAH 3a[I0YBAHE HA JICUCHHUETO M NIEPHOAMUHO MO BpEME Ha

NEHYCHHUCTO.

Moake 51a ce HaNOKH H3BBHPENHO NMPOCIEAIBAHE HA HUBOTO Ha LIMKJIOCIOPHH B KPBbBTA NPH
NpWIaraHeTo My MpH MOoKazaHUA W3BbH 00/1aCTTa Ha TPAHCTIINAHTALIMATA, HAMP. MPH NpUaaraHe Ha
Sandimmun Neoral eZHOBPEMEHHO C BELIECTBA, KOUTO MOIaT Ja MOBJIHAAT (apMaKoky /, R
LUKJIOCTIOPHH M B CTyHail Ha HeoGH4aeH KITMHHUYEH OTroBOp (Hamp. JMrca Ha eprjs Mﬁa
MOBHLIEHA JIEKAPCTBEHA HEMOHOCHMMOCT, KaTo Hanpumep 616peuna auchyHkua). K3 46(20

O6uyaliHuaT HAaYWH Ha NMPUIOKEHUE € Mpe3 YCTaTa. AKO CE€ H3IMO/13Ba KOHUECHTpA _
pasTBop, TpAOBA Na ce BHMMAaBa Aa C& OCUTYPH IIpHJIaraHeTo Ha aJCKBATHA HHTPAE l% ¥
CEANE
o



7a CHOTBETCTBA HA Nepopasinara Jo3a. [IpenopbuBa ce KOHCYITALMA C JIEKAP C OMUT B MPHUNAraHeTo
Ha IIMKJIOCTIOPHH.

C u3KIIOUeHHE Ha NALMEHTHTE ChC 3aCTpalliaBalll 3PEHUETO EHAOTeHEH YBEUT H Ae1aTta ¢ Heppo3eH
CHHApOM, o6IIaTa AHEBHa J03a He TpA0Ba HUKOra Aa npesviiasa 5 mg/ke.

3a NOAXBPKAINO JIEUEHHE Hail-HUCKaTa edekTHBHA U nobpe noHocKuMa 103a TPAOdBa Aa ce onpeseny
HHIWBUIAYATHO.

[Tpu nauMeHTH, NPM KOUTO 32 ONpEAeNeH NEPHOA OT BpeME (3a MO-KOHKpeTHA HHHOPMAIIHA BHXKTE N0-
IOy ) HE C€ MOCTUTHE 3aJOBOJIUTENEH OTTOBOP WIH €PEKTHBHATA 1032 HE € CHBMECTHMA C
yCTaHOBEHHTE NpenopbKH 3a Ge3onacHocT, neueHueto ¢be Sandimmun Neoral Tpabea na ce cripe.

Enoozenen yeeum

[TepBOHAauANTHO ce mpenopbusaT 5 mg/kg AHEBHO NEPOPAHO, pa3/IeNicHH B 2 npHeMa, 0KaTO Ce
NOCTUIHE PEMHUCHS HA AKTUBHOTO Bh3NANEHUE Ha yBeATa H noaodpenne Ha spuTenHara octpora. [pu
pedpakTepHH CITydan 103aTa MOXKE Aa Ce MOBUILK A0 7 mg/kg THEBHO 32 OrpaHUHeH MepHOA OT

BpEME.

3a NOCTHUraHe Ha HAYaTHa PEMHUCHA HITH 32 HEYTPalIHu3HpaHe Ha eNH30JH HAa OYHO BB3IMNaJICHHE MOXe
Na ce Mpuiara JOIbJIHUTENHO CHCTEMHO KOPTHKOCTEPOMIHO IeueHHe ¢ AHeBHM 103k oT 0,2 no

0,6 mg/kg npeAHU30H WX HETOB EKBHBAJIEHT, AKO CAMOCTOATEIHOTO NPWIOKEHHE Ha Sandimmun
Neoral He BoAM [0 3aJ0BOMTENIEH KOHTPOA HA CheToAHUeTO. Criel 3 Mecewna J03ara Ha
KOPTHKOCTEPOHANTE MOXKE [a C& HaMallM 10 HaH-HUCKATa €peKTHBHA 103a.

3a nOAIbPKALIO JIEYEHHE o3aTa TPAGBa 6aBHO fa ce HAaMANH 10 MUHUMATHOTO eé(peKTHBHO HHUBO,
KOeTO BBB (ha3uTe Ha peMHcHs He TpAOBa Aa HaJABHIIABa 5 mg/kg NHEBHO,

TpabBa Aa ce U3KMOYAT HHPEKIIMO3HH NPUUKHHHTE/H HA YBEHT Npeay ynorpedara Ha
UMYHOCYTIPECOPH.

Hegpozen cunopom
3a OCTHUTaHE HA pEMHUCHA MIPENOPbLYUTEIHATA JHEBHA 1032 C€ pa3liens B 2 NepopaiHu MpHeEMa.

Ako 6n6peunara GyHKIMA € HopMaJiHa (C U3KTIOUEHUE HA MPOTEUHYPUA), MPENOpPbUUTEIHATA AHEBHA
103a € Cle/lHaTA:
- Bb3pacTHu: 5 mg/kg

- nena: 6 mg/kg

Ipu nauMeHTH ¢ HapyweHa 6b6peuHa GyHKLUMA HavaaHaTa 103a He TpaOBa aa Hanenwaea 2,5 mg/kg
IHEBHO.

KomOunaumsaTa or Sandimmun Neoral ¥ HHCKH JO3H NEPOpATHA KOPTHKOCTEPOHH C€ MPpENnopLYBA
[pH JIATICA HA 38J0BOJIMTENEH €(EKT OT CAMOCTOATETHOTO NpuinokeHue Ha Sandimmun Neoral,
oco0eHO npH CTEPOUI-PEIHCTEHTHH NMALHCHTY.

BpeMero 3a 61aronpiaTHO MOBIMABAHE Bapypa OT 3 10 6 Mecelia B 3aBUCHMOCT OT BHAA Ha
rnomepynonaruata. [Ipu nunca Ha nofgoOpeHHe Ciea TO3M NEPHOA OT BPEME, NEYEHHETO ChbC
Sandimmun Neoral Tps0Ba aa ce cnpe. -

Jlo3uTe ce ONpeAE/IAT HHIHBUAYATHO CrIopes epuKacHOCTTa (MPOTEMHYPHA) U 6e30)
TpabBa Aa HaaBHLIaBaT 5 mg/kg NHEBHO NPH BB3PaCTHH H 6 mg/kg nHeBHO NpH /

3a noaBpKaILO NeueHue ao3ara Tpsbea GaBHO a ce peAyLUHpa 10 HaH-HHUCKOTO ¢



Pesmamouoen apmpum

INpe3 nepsuTe 6 CEOMHLH OT JIEUEHUETO NPENOPHYUTENHATA 1032 € 3 mg/kg AHEBHO NEpOpanHo,
pa3fieneHu B qBa npueMa. I1pu HenocTarbueH epekT JHEBHATA 1032 MOXKE J1a C¢ NOBHIIHK NMOCTENEHHO,
10 IPAHMULIATA HA HHAMBHUAYAIHATA MOHOCHMMOCT, HO He TpaOBa Aa HajBuwaBa 5 mg/kg. 3a mocTuraHe
Ha ONTUMANTHA eEKTHBHOCT MOXKE Ja C€ HAJIOXKH A0 12-ceqMHUUHO aedeHHe che Sandimmun Neoral.

3a moAOBPKALIO JieueHHe f03aTa TpAOBa Aa C€ TUTPHUpa CMopea HHAWBAIY&THATa NTOHOCUMOCT A0
Hal-HHCKOTO €(PeKTHBHO HHUBO.

Sandimmun Neoral Moxe 1a ce KOMOMHMpa ¢ HUCKH JJO3H KOPTHKOCTEPOHAH /MK HECTEPOUIHH
npoTHeroBBL3NANHTENHK NekaperseHu cpeactsa (HCIIBC) (Bxk. Touka 4.4). Sandimmun Neoral Moxe
Aa ce KOMOHHHMPA ¥ ¢ HUCKH 1031 METOTPEKCAT CEAMHUYHO MPH NALMEHTH, KOHTO HE C€ NMOBIMABAT
JAOCTATBYHO OT CAMOCTOSATETHO MPHUNOKEHUE HA METOTPEKCAT, KaTO MbPBOHAYATHO C€ U3ION3BaT

2,5 mg/kg Sandimmun Neoral n1HeBHO, pa3e/€HH B 2 OTIE/THH NpHeMa ¢ Bb3MOXHOCT /1034Ta Aa Ce
MOBHMILM, 8KO MHAWBHIYANHATA NOHOCHMOCT MO3BOJIARA.

[lcopuazuc
JTeuenuero ¢ue Sandimmun Neoral Tpadea aa ce 3anouHe OT JieKapH ¢ OMHMT B AHATHOCTHLIHPAHETO U

neyeHuero Ha ncopuasuc. Iopaau pasHooGpa3ueTo Ha TOBA CbCTOAHHE, JIEUEHHETO TPAOBa Aa Obae
WHOMBMAYANHO. 3a MOCTHraHe Ha PEMHCHA NPENOpbUMTENHATA HavyalHa o3a € 2,5 mg/kg nHeBHO
MepopasiHoO, pa3fe/ieHa B 2 OTACTHH NpHeMa. AKO o | Mecew He nocneBa NoAoOpeHNue, AHEBHATA
1033 MOXe TMOCTENEHHO Aa ce MOBHILH, HO He Tpa6Ba na HaaBuiuara 5 mg/kg. Jleyennero Tpsabaa na
ce TNpeyCcTaHOBH NPH MAUMEHTH, MPH KOWTO XKeNaHOTO NOBIHABAHE HA NICOPUATUUHHTE Jie3HH He Obae
MOCTUTHATO 33 6 cenMHLIM ¢ 5 mg/kg AHEBHO WAM e(eKTHBHATA 4032 HE € CbBMECTHMA C
M3UCKBAHMATA 33 Oe30nacHOCT (BXK. Touka 4.4).

Hauanuu no3u ot 5 mg/kg AHEBHO ¢a ONMpaBAaHU MPH NALMEHTH, YHETO CHCTOAHHE U3HCKBa OBP30
nopobpeHue. BeHBXK clie]] KAaTO Ce MOCTHIHE 38/10BOJIMTE/IEH €eKT, TepanusTa che Sandimmun
Neoral Moxe Ja ce IpeyCTaHOBH, a NP CJIEABALI PELIMHUB a ce H3Mno/3pa oTHOBO Sandimmun Neoral
B NpeAUIIHATA edexkTHBHA 103a. [IpH HAKOM MALMEHTH MOXeE /1a C€ HAJIOXH NPOABIKUTEHA
noaabLPIKAlla Teparus.

3a NOAXBPHKALLO JE€UEHHE NO3UTE TPAGBA 1a Ce THTPUPAT HHAHBHAYATHO 10 Ha-HUCKOTO €EKTUBHO
HHBO, KaTO He TpaOBa Aa HagBuuasaT 5 mg/kg AHEBHO.

Amonuuen oepmamum
JTeuenuero c¢xe Sandimmun Neoral TpabBa aa ce 3aMo4He OT JieKapy ¢ ONMUT B AHATHOCTHLIUPAHETO H

AeYeHHEeTOo Ha aTonHueH acpMaTHT. [Topaay pasHooOpa3HUA XapaKTep Ha TOBA 3a00/14BaHEe,
neuenueTo Tpabpa aa 6pae MHaMBKAYanHO. [IpenopbunTennaTa n03a BapHpa oT 2,5 40 5 mg/kg
IHEBHO, pa3npeaesicHa B 2 OTASIHH NEPOPATHH pHeMa. AKO NPH HadalHa 1038 OT 2,5 mg/kg AHEBHO
He Ce MOCTHIHE 3aA0BOIMTENEH PE3YTAT B IPOAB/LKEHUE HA 2 CEAMMLIM, IHEBHATA 1032 MOXKE Obp30
71a ce MOBHIUM 10 MaKCHMYM 5 mg/kg. TIpx MHOrO TeXKH CTy4au € no-BepOATHO /1a C€ NOCTHrHE Obp3
M afeKBaTeH KOHTPOI Ha 3a00J11BaHETO NpH HavyainHa Jo03a oT 5 mg/kg nuesHo. Cnen karo ce
NOCTUrHe 3a8JI0BONIKTENEH edeKT, AJo3aTa TpAOBA MNOCTENEHHO Aa C€ HaMalH H aKO € Bb3MOXHO,
Sandimmun Neoral na ce cripe. Cnepail peudauB Moxe fia ObAe OBNafH C HOB TEPANeBTHUEH KypC
cbe Sandimmun Neoral.

Hezapucumo, ue npu 8-ceAMHYHO JICUEHHE MOXKE 12 C€ NOCTHIHE aleKBATHO NMOBNHABAHE,
CBUIECTBYBAT AIaHHH 33 €(PEKTHBHOCT U A00pa MOHOCHMOCT Ha TepanuATa o | ronuHa, fpu cra3saHe
Ha MPENOpPbKHUTE 32 MOHHTOPHPAHE. —
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Ipemunasane om Sandimmun nepopanna opma xom Sandimmun Neoral nepopgf@Ruop g
HanuyHuTe AaHHY MOKa3Bart, ye ciea npeMyHaeade 1:1 or Sandimmun nepopan V¥is
Sandimmun Neoral nepopanHa ¢gopma, Hali-HHCKHTE KOHLEHTPALMH Ha LIUKJIOC
cpaBHuMH. [1pn MHOTO naumeHTH obaue, MOXKe 1a HACTHIAT MO-BUCOKH MHKOBH
M MOBHILEHA eKCcno3uuMa Ha akTHBHOTO BeulecTBo (AUC). Ipu mansk Opofi na
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Ca MO-U3pa3eHy ¥ MOXeE [1a UMaT KIMHHUHO 3HaYcHHe. OcBeH ToBa, abcopOdLUMATa Ha LUHKIIOCTIOPHH OT
Sandimmun Neoral nepopaita ¢opma € no-Manko Bapuadbunsa v KopealunaTa MeXxay Hau-HUCKUTe
KOHLIEHTPAllMi Ha LIMKJIOCNIOPUH K €KCno3uLuATa (B cMHUCBIT Ha AUC) e ro-cuilHa, B CpaBHEHHE CBbC

Sandimmun nepopaiHa gopma.

[Topany BE3MOXKHOCTTA 38 MOBHLIEHA KCTIO3ULIMA HA LMKIOCTIOPHH NPH NpeMKHaBaHe oT Sandimmun
nepopanxa dpopma kbM Sandimmun Neoral nepopaiHa gopma, TpabBa a ce cna3Bat ClieJHHTE
npaBHia;

[Ipu TpaHCIIAHTHPAHK MALMEHTH TPSOBA [a Ce 3aMOYHE ChC ChiMTe AHEBHM 1031 Ha Sandimmun
Neoral nepopanna Gopma, KAKTO M HA npeau TOBa H3non3BaHHg Sandimmun nepopanHa gopma. B
HAYANOTO Hal-HUCKATA KOHLIEHTPALMA HA LIMKIIOCTIOPUH B Lis1a KpbB TpAOBa 1a ce NpociieNH B
paMkuTe Ha 4 10 7 OHU ciell npeMHHaBaHeTo KbM Sandimmun Neoral nepopanHa ¢opma. OcBeH ToBa,
npe3 TEPBHTE 2 Mecella ¢l npeMUHaBaHeTo kbM Sandimmun Neoral nepopanta ¢opMa e
HeoOX0AMUMO [1a Ce CelAT KIMHHYHHTE napaMerpu 3a 6e3onacHocT, kato 6v0peuna dyHkuus U
KpBLBHO Hasrase. B ciyyait, ye Hai-HUCKHTE KPBbBHH HHBa Ha LIKKJIOCTIOPHH €A U3BBH
TepaneBTHUHHS MHTEPBAJl W/WNY BL3HHKHE BAOLIABAHE HA NapaMeTpuTe 3a KIHHUYHA §e30macHocCT,
n03aTa TpAOBA Ja ce ananTupa B ChOTBETCTBHE € TOBA.

[Ipy NauMEHTH, NEKyBaHH 3a MOKAa3aHHA W3BbH 00,1aCTTa HA TPAHCIUIAHTALIUATA, Sandimmun Neoral
nepopanHa ¢opma TpAOBa Aa ce 3aMOYHE B ChILHTE JHEBHA 03U KAKTO H3MOJI3BaHus Sandimmun
nepopanHa ¢opma. Ha BTOpaTa, UeTBbpTaTa H OCMAaTa CEAMMLA Cliell IPEMMHABAHETO KeM Sandimmun
Neoral nepopanna ¢opma Tpabea na ce npocneast 6vOpeuHaTa GyHKUMA U CTOHHOCTHTE HA KPBBHOTO
HaiaraHe. AKO CTOMHOCTHTE Ha KPbBHOTO HANATaHE 3HAYUTENIHO HAIBHMIHABAT CTOHHOCTHTE NMpEaH
npemHHaBaHeTo KbM Sandimmun Neoral nepopanna gpopma nin ako eGFR ce noHwku ¢ noseye ot
25% cripAMO H3MEPEHATA CTOMHOCT Mpeay Tepanuarta ck¢ Sandimmun nepopanHa ¢opma, npu nosede
OT eJIHO U3MEepPBaHE, A03aTa Tps6Ba Aa ce penyumpa (BWK cbillo “JIOMbIHATENHY NPEANA3HA MEPKA™ B
Touka 4.4). B cmyuail Ha HeOYaKBaHAa TOKCHYHOCT WIHM HE€(EKTUBHOCT Ha LIMKJIOCMIOPUH TpAOBa aa ce
MOHHUTOPHPAT H HAl-HUCKHUTE KPbBHU HHBA.

[Ipemunasane om eOHa nepopansa Gopma YuKiocnopuK 8 opyaa

[TpeMHHABAHETO OT €AHA nepopanHa hopma UMKIOCNOPHH KbM Apyra TpSOBa Aa cTaBa Noj JIEKapCKO
HabmoAeHKEe, BKIIIOYBAIIO NPOC/ieAABaHE HA KPBBHHATE HHBA HA LIMKITOCTIOPUH MNMpPH
TPaHCIUIAHTHPAHHUTE NALMEHTH.

Crneyuannu nonyaayuu

ITayuenmu c 6v6pevno yepesxcoare

Beuuky nokasaHus
[1MKxa0CNOPpHH ce eIMMHUHHAPA B MAJIKa CTETNICH Ype3 OBOpeLMTe M Heroeara (papMakKOKWHETHKA HE Ce

MOBJIMABA 3HAYUTETHO Npu OOpeUHo yBpexaaHe (BXK. Touka 5.2). Brnpeku ToBa, nopaau
HEDPOTOKCHYHMA NIOTEHLUHAN (BXK. Touka 4.8), ce npenopbHBa BHUMATEHO POC/IeIBAHE HA

OLOpeunaTa pyHKuus (BK. Touka 4.4).

[Tokasanus H3BBH 00acTTa Ha TPAHCILTAHTALMATA

C H3KTI0YEeHHEe Ha MaLMEHTHTE, KOUTO Ce JICKYRAT 33 He(pO3CH CHHAPOM, MALMEHTHTE C HApYyllIeHa
6b6peuna GyuKipa He TPAORA a MpHEMAaT UMKIOCMOPHH (BX. MOATOYKATA 33 OMBJIHHUTETHH
npeynpexacHus NPH NoKalaHHa N3BLH 00NacTTa Ha TPaHCIUIAHTaLUATa B TOUKa 4.4). 1Ipn mauuenTH
¢ Hedpo3eH CHHIPOM ¢ HapylleHa GpOpeuHa QyHKIMA HaYaIHaTa 103a He TPAOBA a npeBHIlaBa

2,5 mg/kg/nen.

ITayuenmu ¢ weproopobHo yspercoane

Lluxnocnopus ce MeTabonM3upa B rojisMa CTENEH OT YepHUa Apob. Moxe 1a ce
NpUOAU3UTENHO 2 10 3 TLTH NOBUILIEHHE HA eKCITOZHLIMATA Ha UUKJIOCTIOPHH Np
uyepHOApOOHO yBpekaaHe. Moxe na € HeoOxoaMMO HamasiaBaHe Ha 103aTa NpH
cTeleH Ha YepHoAPOoOHO YBpPEXXAaHE, 3a [a ¢ MOAABPIKAT NjiasMeHH HMBA B paM
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uHTEPBAJ (BX. TOUKH 4.4 K 5.2) U ce NpenopbuBa NPOCICAABAHE HA IUIa3MEHUTE HHBA Ha
LUHMKJIOCIOPHH A0 AOCTUraHe Ha cTabWiHK CTOWHOCTH Ha HMBATa.

[Teduampuuna nonyrayui

KnuHMYHKTE NPOYUYBaHHA BKIIOYBAT JCLa HA Bb3pacT HaA | roauHa. B peanua npoy4ysaHud npu
NeAMATPHUYHHTE MaLMEHTH ca GWiTH HEOOXOIUMH H ca Ce MOHACSIH [0-100pe No-BUCOKH JI03M Ha
HHKIIOCIIOPHH Ha KHJIOrPaM TEJIECHO TErNO, OTKOAKOTO MPHA BB3PaCTHH.

Vnorpe6ara Ha Sandimmun Neoral npH felia 3a feucHye Ha N0Ka3aHHs U3BBH 001aCTTa Ha
TPaHCTINMAHTALMATA, C H3KITIOYEHHUE HA HE(PO3eH CHHAPOM, He Ce NPenopb4Ba (BXK. TOUKA 4.4).

Iayuenmu 6 cmapuecka b3pacm (Ha gv3pacm 65 200unu U nogeve)
Onurer ¢be Sandimmun Neoral npu naudeHTH B CTapUuecKa Bb3pacT € OrpaHUyeH.

B KAWHHYHH NPOYUBaHHA NIPH PEBMATONISH aPTPHT ¢ LHKIOCMIOPHH, NALUCHTUTE HA BB3PacT

65 roAMHHU ¥ Nnoseye UMa Mo-ro/iAMa BEPOATHOCT Ja pa3BHAT CHCTONHE XHITEPTOHUA HPH JIEHEHHETO U
€ NO-BePOATHO Aa ce HabMio1aBa MOBHILEHUE HA CEPYMHHS KpeaTuHHH > 50% Haa M3XOTHOTO HHBO
cnen 3 go 4 MecevyHa Tepanus.

M360peT Ha 4032 [IPH NALMEHTH B CTAp4YECcKa BB3pacT TpAOBA 1a CTaBa C MOBHLIEHO BHUMAHHE, KaTo
OOMKHOBEHO C€ 3an0uBa ¢ Haf-HUCKATa TeparneBTUYHA 038, HMaiKH NpeABU NO-BUCOKATA YECTOTA
Ha MOHW)KEHa YepHOApoOHa, 6BOpevHa HNKM CLPASYHOCHAOBA QYHKLIMA, KaKTO M Ha NIPHJIpY>KaBally
3a60JISIBaHMS WIH JPYTH JIEKAPCTBEHH TEpanuy 1 MOBULICHATA UyBCTBUTE/THOCT KbM HHPEKLIHH.

Ha4yuH Ha NpUIOXKEHHE
[TepopanHo NPUIOKECHHE
Kancynure Sandimmun Neoral Tpsa6Ba 1a ce nornsilar uenu.

4.3 IIporHBONOKA3AHHA

CBpBX4YBCTBUTEIHOCT KbM aKTHBHOTO BELUECTBO MM KBM HAKOE OT MOMOIIHHTE BELIECTRA, u30poeHn
B TOUKg 6.1.

KomGuHHpaHe ¢ NPOAYKTH, ChAbpKawy Hypericum perforatum (Xbs/T KaHTapHoH) (BXK. TOUKa 4.5).

Kom6unupase ¢ nekapcTea, Kourto ca cybcTpaTi Ha eduryKCHHA TPAHCTIOPTEp 3a MHOrO JIEKapCTBa
P-rnuxonpotenH (P-gp) WiH Ha NPOTEHHHUTE, TPAHCMOPTHPAILH OpPraHH4HH @aHHOHH (OATP), npu
KOWTO TOBHILEHHUTE INa3MEHH KOHLICHTPAlMH Ca CBBLP3aHH ChC CEPUO3HU W/NIH
’KABOTO3aCTPAIUABAILM CHOHTHA, HAMp. GoceHTaH, aburarpan eTeKCWIAT U ATUCKUPEH (BXK. TOUKA

4.5).
4.4 ChnenuaJHn NpejynpekIcHAS H NpeANna3HH MEPKH NpH ynoTpeda

Jlekapcko npociensBaHe
Sandimmun Neoral cieapa ga ce Ha3HauaBa CaMo OT JIEKapH C ONKUT B 00J1aCTTa Ha
HMYHOCYMPECUBHATA TEPAIMs, KOUTO €A B ChCTOSHHE J1a NMPOBENAAT HE0OXOAMMOTO MPOC/ICAABAHE HA
GONHUTE, BIUTIOYBALIO PEIOBHH MbJIHA KJIMHUYHH NPErJIeaH, H3MEPBaHE HA KPBBHOTO HaJIAraHE H
KOHTPOJI Ha N1a00paTOpHUTE NapameTpH, CBbp3aHH ¢ He3onacHoCcTTa. TpaHCNNaHTHPAHHUTE MAUMEHTH,
MOJTYHABALLM TO3H JIEKAPCTBEH NPOAYKT, TpAGBa na 6baat 06cnyxBaHy B OONHUYHU 3aBE/ICHNA,
pa3noNaraiy ¢ NOAXOAAUIO KITHHMKO-1a60paTopHO 060pyABaHe U MEAMLIMHCKH pecypcH. Jlekapsr,
KOMTO KOHTpPONMpa NPOBEkKIaHETO Ha NOAABbpKAILATa Tepanus, TpAOBa a pasnonara ¢
uudopmaimg, HeoOXoarMa 3a NPOCSAABAHETO HA NALMECHTA.

JIuMGbOMH 1 APYTH 3/10KAYECTBEHH 3a0019BaHUA
[ToaoOHO Ha APYTH HMYHOCYAPECOPH, LIMKJIOCTIOPHH YBEIH4aBa PHCKa OT pa3B
IPYTH 310KauecTBeHH 06pa3yBaHus, 0cobeHO TakuBa Ha Koxara. [loBHIIEHUAT




3aBHCH MOBEYE OT CTENeHTa U BPEMETPACHETO HA UMYHOCYIIPECHATA, OTKOJIKOTO OT BU1a Ha
CHELIMPUUHHTE AreHTH.

ITopagu TOBA, PEXKKMM Ha JIeYEHHE, BIIIFOYBAI MHOXECTBO MMYHOCYTNPECOPH (BK/TIOYHTENTHO
LMKJIOCTIOpHH), TpAOBa Na ce npunara BHUMATeIHO, ThH KaTo MOXe a JoBeAE A0
numbonponudepariBHU 3a00NABaHHSA M COMTHIHH TYMOPH Ha OPraHUTe, PU HAKOU OT KOMTO HMa
CHOOLIEHHS 32 JIeTaleH U3XO0/.

C ornien NOTEHUHANHUS PHCK OT 3JIOKAYECTBEHH 3a00/IBAHNA HA KOXKATA, MALIMCHTHUTE Ha JICUEHHE ChC
Sandimmun Neoral, 1 no-cneuxaiHo Te3n, KOUTO Ce JIEKYBaT 32 NCOpPHa3sHC HIIM aTONMHYCH ACPMATHT,
TpabBa Aa 6LaaT nNpeaynpeaeHy Aa u3dArear Aa ce UanaraT Ha CitbHIE Oe3 CIbHLE3ALINTa U 12 HE
6bAAT IEKyBaHH M0 CHIOTO BpeMe ¢ yaTpasuonetosa B Tepanus win PUVA doroxumuorepanua.

Hudekuuu

KakTo Apyrd HMyHOCYNPECOPH, UHKIOCNIOPHH NpeApa3Noara nalHeHTHTE KbM Pa3sBHTHE HA
pa3nuYHU GaKTEpHANHH, IBOWUHY, TTAPA3HTHH U BUPYCHH UHPEKLIMH, YECTO NPeJU3BHKaHHU OT
OTIOPTIOHUCTHYHM NaToreHu. [1py NauueHTH, NPHEMAIIK LMKIOCTIOPHH, € HAOM0AaBAHO aKTUBHPAHE
Ha nareHTHa Polyomavirus undexuus, xoato Moxe aa goseae 10 Polyomavirus canpsana
Hedponatua (PVAN), no-cneuuanso BK pupycra nedponarus (BKVN), unu no JC supyc cbp3ana
nporpecuBHa MynTHdokanHa neskoeHuedanonatus (PML). Teau cmyyau wecTo ca cBbp3aHN ¢ BHCOKO
0610 MMYHOCYIIPECHBHO 00peMeHaBaHe U TpabBa Aa ce UMAT NpeaBUA npy JudepeHIHaTHaTa
AMarHo3a Ha HMYHOCYIPECHPAHH MAalUHEHTH ¢ BionieHa 650peuna QyHKIMS WIH HEBPOIOrHYHH
cuMnToMu. ma ¢boOLIeHNs 3a CepHO3HY NOCeICTBHA W/WINH TakHBa C JeTaicH u3Xxoa. Tpabea aa ce
NpHIokKH eEeKTHBHA NpeBapHTEITHA TEPANEBTHYHA CTPATETHS, OCOOEHO MPH NALMEHTH, NOATOKEHH
Ha MOBEYE OT €llHa ABJIroCpotHA HMYHOCYIPECUBHA TEPAarHs.

brOpeuHa TOKCHYHOCT
YecTo HAOMOIABAHO Y MTOTEHIHAIHO ONACHO YCA0KHEHHE € MOBULIABAHETO HAa CEPYMHHUS KpeaTHHHH

1 ypesi, KOETO MOXE [1a HACTBNM N0 BpeMe Ha JieyeHHeTo cbe Sandimmun Neoral. Tesu
GYHKLMOHAIHH IPOMEHHM Ca J0303aBUCHMH H MBPBOHAYAIHO ¢a 0OpaTUMHM, KaTO OOMKHOBEHO ce
AOBAMABAT OT MOHIKABAHE Ha Jo3aTa. IIpH MPOaBL/KUTENHO IEHEHHE NPH HAKOW OONMHM MOXeE Ja ce
PA3BMAT CTPYKTYPHH NIPOMEHH B Gp0peunte (Hanp. uaTepcTHUHanta ¢pubposa), KouTo, npu H1OpeuHo
TPaHCIUIAHTHPAHM NalLUeHTH, TpAOBa Ja ce pa3rpaHHyar OT NPOMEHUTE NPH XPOHUYHO OTXBBPIITHE HA
npycanxata. [Topaau Tasu NpUYMHA ce U3UCKBA YECTO Npocneapate Ha ObOpeunaTa dyHxung,
CBIVIACHO MECTHHUTE PbKOBOACTBA MPH ChOTBETHOTO NOKa3zaHHe (BXK. TOUKM 4.2 1 4.8).

XenaToTOKCHYHOCT

Sandimmun Neoral Moske CBILIO Taka fa NpeaAn3BHKA A0303aBUCUMO, 00paTHMO MOBHUICHHE HA
cepyMHHA GUITHPYOHH M Ha YepHOAPOOHHTE eH3UMM (BX. TouKa 4.8). MMa LeneHaco4eHO ThPCEHH H
CMIOHTAHHM MOCTMAPKETHHIOBH CHOOLIEHHA 33 XENAaTOTOKCHYHOCT U YEPHOAPOOHO YBPEIKIAHE,
BIJTIOYMTEJTHO XO0JIECTA3a, K BJITEHHLA, XEeMATHT U YEpHOAPOoOHAa HEAOCTATBYHOCT NPH NALMEHTH,
neKyBaHH ¢ uuknocnoput. [oseuero cboBIIEHNS €a OT MALIMEHTH ChC 3HAYMMA KOMOPOUAHOCT,
NOJIENALUN ChCTOAHHA H IPYTH CMYILaBaiiy GaKkTOpH, BKIIOUHTEIHO HHPEKIIHO3HH YCIOXKHEHHS U
KOMEIMKALIUA ¢ XeNaTOTOKCHUYEH MOTEHLHAN. B HAKOH ciiyyaM, NpeAMMHO MPH TPaHCIIAHTHPAaHH
nalKeHTH, ce CLoOIaBa U 3a JieTaieH u3xona (Bx. Touka 4.8). Heobxonumo € CTPUKTHO npocaeassaHe
Ha MOKAa3aTe/IUTe 34 OlIeHKa Ha YepHoapobHaTa GyHKLUHA H NIPH OTKIIOHEHHA OT HOPMAJIHHUTE
CTOMHOCTH MOJXE JIa C€ HAJIOXHU HaMaisBaHe Ha Jo3ata (BX. Touku 4.2 u 5.2).

[TaLMeHTH B cTapyecka Bh3pacT (Ha Bb3pacT 635 roMHH ¥ noseve)

Tpabea aa ce Habmonaea ¢ ocobeHo BHHMaHHe 6BOpeuHaTa GpyHKUMA NPH NALMEHTH B CTApUECKa
BB3PACT.

[IpocnenspaHe Ha HUBATA HA LIMKIOCTIOPHH (BXK. TO4ka 4.2)
Korato Sandimmun Neoral ce npunara npy TpaHCINAHTUPAHH NMAUYEHTH, PYTH

Ha HHBAaTa Ha LMKJOCMIOPHH B KPHBTa € BaXKHa MApPKa 3a 6e30nacHocT. 3a KOHTP
LMKJIOCTIOPKH B LIAJIA KPbB C€ MPEANOYHTAT CELMPHIHH MOHOKIOHAIHH aHTH
M3XOIHOTO JIEKapCTBEHO BELLECTRBO); MOXe Aa ce hanon3sa © HPLC Meton (Buco
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xpoMmaTorpadus), MpH KOKTO ChLLO CE ONPENEs H3XOQHOTO JIEKAPCTBEHO BeruecTso. IIpyu uinonasaHe
Ha rU1a3Ma WIIH CEPYM € 3abJDKHTENIHO A2 Ce CTa3Ba CTaHIapTHHA MPOTOKOJI 34 pasfengHe (BpeMe
TeMnepaTypa). 34 HaYaJHO MOHUTOpUpAHE Ha NMALIMEHTH C TPAHCIUIAHTHPAH YepeH Apob TpAbea na ce
M3MOJI3BAT WM CNeUH(PUYHM MOHOKNOHAIIHH @HTHTENA, WIH J1a ¢€ NPOBEXK AT NapaieiHu
H3CJIeABaHMA ChC crelindUYHN U HecnenPUUHN MOHOKIIOHANHH aHTHTENA, 34 Aa Ce ONpeAeH

JO3HpPOBKATa, OCHrypsasaila anckBaTHa HMYHOCY MMPCCHAL.

[pH naLMeHTH, JIEKYBAHH ¢ HUKIOCTIOPHH 3a MOKA3aHKA M3BBH 00/1aCTTa Ha TPAHCILIAHTALMATA, Ce
MPENOpbUBA U3BBLHPEIHO MPOC/IeIBAHE HA HUBATA HA LIMKJIOCTIOPHH B KPLBTA, Hallp. NpH npuiaraHe
Ha Sandimmun Neoral eZHOBPEMEHHO C BELIECTBA, KOUTO MOTAT Ja NOBAMAAT HAapMAKOKMHETHKATA HA
LIMKJIOCTIOPHMH WIH B ClTy4ail Ha HeoOW4aeH KIMHMYEH OTroBOp (Hanp. ynca Ha e(PUKacCHOCT WK
[OBMILEHA JIEKAPCTBEHA HENOHOCHMOCT, KaTo Hanpumep 6b0peuna auchyHkums).

He Tpsa6Ba na ce 3a6pass, ye KOHUEHTPALMATA Ha LHMKIOCMOPHH B KPbBTa, I1a3MaTa MK CEpyMa ¢
caMo eMH 0T GaKTOpHTE, ONpeAeNALd KIMHUYHIA CTaTyC HA nauueHTa. ClieI0BaTeNHO pe3yaraTire

61 TpAGBAIO A CITYAT CaMO 32 OPUEHTHP KbM OMNpeaeeHa NO3UPOBKA, KATO Ce OTHNTAT K APYTHTE
KTHHUYHH M 1abOpaTOpHH NapaMeTpH.

XHUNEPTOHUA
ITo BpeMe Ha steuerue cbe Sandimmun Neoral € HeoOX0AUM NMEpHOAHUEH KOHTPOJ HA KPBBHOTO

HaJIATaHe, TIPH XUIIEPTOHKSA € Heo0X0ANMO Ha3HA4YaBaHETO HA a/1eKBATHO aHTUXUNEPTEH3UBHO
neyenue, Tpsabpa Na ce npeanoyeTaT aHTUXHUIIEPTEH3UBHU CPE/ICTBA, KOUTO HE OKA3BaT BIUAHHUE
BBPXY (hapMaKOKMHETHKATa Ha LIMKJIOCTIOPHH, HAIpP. HCPAAUIIHH (BX. TOYKa 4.5).

[ToBuiapaHe Ha JHNHAKTE B KPbBTA
Tbii kKato MMa CHOOLLEHHA 3a CyHaHd Ha O0paTHMO NEKO NMOBULLIABAHE HA JIMITUANTE B KPBHBTA OT

Sandimmun Neoral, ce npenopsuBa onpeaesHe Ha JIMIMHAHHSA CTaTYC MPEan 3arouBaHe Ha JICUCHHETO
M eIMH Mecell cnel Toa. [IpH HalKuHe Ha MOBHMILIEHH CTOHHOCTH cleaBa /a ¢€ 00ChAN Bb3MOXKHOCTTa
3a OrpaHH4YaBaHe Ha MpHeMa Ha Ma3HMHM C XpaHaTa H ako € MOAXOAALL0, pelyKUHs Ha 103aTa.

XHIepKaaueMus
[{MKNOCNOPHH MOBHIIABA PHCKA OT XUIIEPKATHEMHUA, 0COGEHO NMPH NauKeHTH ¢ ObOpeuna

anchynxuma. HeobxoauMo e NOBUIIEHO BHUMaHHe, KOTaTO LIMKIIOCTIOPHH Ce Mpriara 3aeiHO ¢
KaJIMi-ChXPaHABALIY IEKapCTRa (Hanp. KajHi-CbXpaHABAILM JHYPETHIIH, HHXHOUTOPH Ha
AHTHOTEH3UH-KOHBEPTHPALIMA €H3UM, AaHrHOTeH3UH I peuenTopHH aHTarOKHCTH) WITH Kanui-
CLABPKALIH JEKAPCTBEHH NPOAYKTH, KAKTO H TIPH NALMEHTH, NOJJIOKEHH Ha Oorara Ha KalHH auera.
B Te3u cnyuau ce npenoppusa KOHTPOJ Ha KaIMEBUTE HUBA.

XunoMartHesueMus

[{MxnocnopyH NOBMILABA MArHE3WEBHA KIMPBHC. ToBa MOXe a osefie 10 CHMITTOMAaTH4Ha
XHIMOMarHe3neMHus, 0cob0eHO B MEPHTPAHCIUIAHTALIMOHHHSA niepro. ClieaoBaTeNnHo ce npenopbpyea
KOHTPOJI Ha CEpYMHHTE HUBA Ha MarHe3WH B NEPUTPAHCIUIAHTALMOHHNSA IEPHOL, 0CODEHO ako
IPHUCHCTBAT HEBPONOTHYHH CHMITTOMH/TIpH3HALM. AKO C€ CMETHE 32 HEOOXOAMMO, MOXKE Jla ce
MPHII0XKH JOMTBIHUTEIHO MATHE3HH.

XHIEepYPUKEMHUS
Heob6xoauMo € MOBHIIEHO BHHMAHHE MPH JICHEHUE Ha MaLlUEHTH C XHINEPYPUKEMHA.

KVMBH-aTEeHIOWpAHH BAKCHHH
[To Bpeme Ha NeUeHME ¢ LMKJIOCTIOPHH € BB3MOXKHO BAKCHHHUTE 1a 6baat no-cnabo epukacH. Tpnﬁaa

Aa ce u3barea ynorpe6a Ha )KMBH aTEHIONPaHH BAKCHHH (BX. TOUKA 4.5).

B3auMoaencTBHSA
HeofxoquMo € NMOBUILIEHO BHHMaHHE Npu €AHOBPEMEHHO NMPHIAraHe Ha LIUKIOC

KOUTO 3HAMMTENTHO MOBUILARAT WIH HaMaaABAT IJIa3MEHUTE KOHLEHTPALMH Ha Ll
unxubupar unmn unayudpat CYP3A4 w/unu P-gp (8X. Touka 4.5).




br6peunaTa TOKCHHHOCT TpsAGBa Aa ce Mpoc/ie/14Ba NPH NpUaraHe Ha UHKIIOCTIOPHH €AHOBPEMEHHO C
AKTHBHM BelECTBA, KOUTO MOBHMILIABAT HUBATA HA LMKJIOCNIOPHH WIH BEWECTBA, KOUTO NPOABABAT
CMHEpPrHYHa HeQPOTOKCHUHOCT (BIK. TouKa 4.5). KIMHHUHOTO ChCTOAHHME Ha NaLMeHTa Tpadsa fa ce
Habmonara BHUMATENHO. Moxe [1a ce HallOAKH NpOC/eAsBaHe HA HHBOTO HA LIMKIIOCTIOPHH B KPbBTA U

KOpMTrHpaHe Ha A03aTa LIHKIIOCIIOPHH.
EqnoepemeHHaTa ynotpefa Ha LMKIOCTIOPUH M TAKPOIMMYC TpabBa Aa ce n3bAraa (BXK. Touka 4.5).

Lluxnocnopud € uuxubutop Ha CYP3 A4, edaykCHUA TpaHCOOpTEp 38 MHOTO NnekapcTsa P-gp 1
NPOTEHHHTE, TPAHCNOPTHPALLH OpraHHuHu aHHoHH (OATP) U MOXKe A2 MOBHILH [UTA3MEHHTE
KOHLEHTPALMH Ha ChBMECTHO MPHJIOKEHH JIEKAPCTBA, KOMTO ¢a CyOCTpaTH Ha TO3H CH3UM W/ UNH
tpaHcnoprep. Heobxonumo e nosuieHo BHHMaH1e NPH NpHiaraHe Ha UHKIOCTIOPHH ¢ TaKUBa
IeKapcTBa WITH €HOBpeMeHHaTa ynorpeba Tpabea aa ce nibarea (Bx. Touka 4.5). LiukiocnopuH
[MOBHILIABA eKCrno3uLuATa Ha nuxuburopure Ha HMG-CoA peaykrasara (ctatuin). [1pu
eAHOBPEMEHHO NpHIaraHe ¢ LMKJIOCNOPMH J103aTa Ha CTATUHWTE TPAOBA Ja ce Hamaru, a ynotpebara
HA OMpeC/IEHH CTaTHHHU TPAOBa na ce U30Area, ChIIACHO NpPernopbKUTE B CHOTBETHATA MTPOJYKTOBA
uHpopMaums, JleueHHeTo cbe CTATHHH TPAOBA BPEMEHHO a €€ Crpe WK [a CC NPEKPaTH NpH
NaLMEeHTH ¢ IPH3HALM H CHMIITOMM Ha MHOMATHSA, KAKTO H MPH TE3H C PUCKOBH DaKTOpH,
npeapa3NoNaraliy KbM TEXKO yBpexaaHe Ha 6u0pennTe, BKIIOUMTENHO 6B0peuHa HEAOCTATHYHOCT
BCIICACTBHE HA pabaomMuonu3ara (Bx. Touka 4.5).

[Tpu eaHOBpPEMEHHO NpWIAraHe Ha LHKIOCNOPUH U aepxanudunux AUC Ha nepKaHUAUNNH Ce
nosuiuasa TpH MbTH, 4 AUC Ha UMKIIOCTIOpHH ce nopuiuasa ¢ 21%. [lopaay Tasu npH4HHa
KOMGHHHPAHETO MO €JHO H CHIIO BPpeMe Ha LMKIIOCTIOPHH 1 IEPKaHHWAMNKH TpAdBa 1a ce H3dArea.
ITpunaraHeTo Ha LIKKAOCTIOPHH 3 yaca cnej IEPKaHUANITMH He BoaM Ao npomend B AUC Ha
nepxanuaunuHd, Ho AUC Ha UMKIOCTIOPUH ¢e noBHLIaBa ¢ 27%. Ilopaau Ta3u NpuinHa TasH
koMGHHaLKs TpabBa Ja ce mpuaara ¢ NOBUIIEHO BHUMAHKE ¢ MHTEPBAJI OT NOHe 3 uaca.

JonmbJHHTETHH [IPEANAa3HH MEPKH NPU NOKA3aHKA W3BBH 00/1aCTTa HA TPAHCIUIAHTALIUATA
[MaimenTH ¢ yBpeacHa 6x6peuna GYHKLKA (C M3KITIOYEHHE HA NAILMEHTH ¢ HEQPO3EeH CUHIPOM, C
NOMYyCTHMA CTeneH Ha 66pevHo yBpexKaaHe), HEKOHTPONMPAHA XUIEPTOHUSA, HEKOHTPOIHPaHH
HH}EKLIHK WK HAKAKBO 3/I0KauecTBeHO 3abonaBaHe, He TPAOBA Aa Nomy4aBaT UHMKIOCIOPHH.

[Tpens 3anouBaHe Ha JieueHHETO TPAOBA MOHE ABYKPATHO /1a C€ HanpaBH OLIeHKA Ha U3XO0AHaTa
6b6peuHa GyHkuus upes usmepeaHe Ha €GFR. BrOpeunara ¢yHkuus Tpsabsa fa ce NPOC/ICAABA YECTO
B X0J1a Ha EYEHHETO, C OrJIe] KOPUrupaHe Ha no3aTa (Bx. Touka 4.2).

EOH'I:JTHHTEJ'IHH npeana3sivu MCpKH NpH CHAOICHEH YBCHUT

Sandimmun Neoral Tps6Ba aa ce npuiara ¢ MOBULIEHO BHUMAHHE NMPH NALUMEHTH ¢ OonecT Ha bexyer
¢ HEBPOJIOTHYHH NPOsiBH. HEBPONOrHYHUAT CTAaTYC Ha TE3H NALMEHTH TPAGBA BHUMATEIHO 1a 6bae

MPOCIEICH.

Hma orpanuyeH onut ¢ ynorpebara Ha Sandimmun Neoral npu aena ¢ eHAOr€HEH YBEHT.

JIoNbAHUTENHH IPe/ANasHU MEPKH OpH HEPPO3CH CHHAPOM

[TalMeHTHTE C U3XOAHHU HapylleHus B Ob0peuHara GyHKuus TpadBa 1a ObJaaT JieKyBaHH
MBbPBOHAYATHO ¢ 1032 2,5 mg/kg/neH u ga 6baaT npocaeeHH MHOrO BHUMATEHO.

[Tpu HAXOM MALKEHTH MOXeE Aa € TPYAHO a C€ YCTAaHOBM NMpeau3srKaHa oT Sandimmun Neoral
6b6peuHa qucdyHKUMS, mopaad npoMeHy B 6b0peyHaTa GyHKUMS B pe3yTaT Ha CaMHs He@po3eH
cuHapoM. ToBa o6aCHABA 34110 B peaKH ciyuau ce Habmonasat Sandimmun Neoral-acoupsmpany

CTPYKTYpHH 6B6petHn yBpexaaHus 6e3 NoBuilaBaHe Ha CepyMHUs KpeaTuHHH. T 7"" Ao %

npeaABUAN 61L6peuna GHONCUA TIPH NALMEHTH CBC CTEPOM/I-3aBUCHMA Hepponar 7
M3MEHEHUS, IPH KOHTO € NpoBexaaHo neveHre cb¢ Sandimmun Neoral 3a nos :
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Jlonb/IHUTENHY NPEAna3Hd MEpKK NpYU PEBMATOWCH apTpUAT

Cnen 6 Meceuno neueHue, 6b6peunara GyHkuMs TpLOBa Aa ce OUEHABA Ha BCEKH 4 10 8 ceAMHULIM B
3aBUCHMOCT OT CcTa0MITHOCTTa Ha 3a00AABAHETO, NMPHIAraHoTO ChITETCTRALLO JICHCHHE U
npuApyxasaiuute 3abonasaHus. [lo-uecTu u3cneaBanus ca HEOOXOAMMH IPH MOBHIIABAHE Ha 103aTa
Ha Sandimmun Neoral unu npu 3anousane Ha cbibTeTBaLO Nevenne ¢ HCIIBC win npu
MOBULLIABAHE HA N103aTa WM. BB3MOKHO € [1a ce HANIOXKH CMHpaHe Ha ledeHHETo C¢be Sandimmun
Neoral, ako nosBUIaTa ce B X0Ja Ha JISYEHHETO XHUIIEPTOHHA He MOXKe Aa ObAe KOHTPOIHpPaHa Ype3

CBbOTBETHA TEpanus.

Kakto ¥ npy APYIHTE NPOABL/DKKTE/THH UMYHOCYTIPECHBHH IeUeHHs, TpAOBa a ce MMa NpeaBUa
MOBKILEHUS PHCK OT auMponponndepaTHBHy 3abonapaHua. Heobxonnmo e cneunanHo BHUMaHKe
npu npuiarade Ha Sandimmun Neoral B koMOuHaLMA ¢ METOTpPEKCAT, NOpaAH CHHEPrHiHa
He(PPOTOKCHYHOCT,

EOI’[’LIIHHT&J'IHH Nnpeana3Hd MEpPKH INpPpH INCOPHA3HNC

[penopbuBa ce cnupaHe Ha NedeHueTo cbe Sandimmun Neoral, ako nodBunara ce B Xo4a Ha
JIeYEHUETO XUMEPTOHUA He MoXke Ja Opae OBIaAsgHa ChC ChOTBETHATA TeparmA.

[TaupeHTHTE B CTapYEcKa Bu3pacT TpabBa na 6baaT no/uiaraHd Ha Ie4YeHHe caMo NpU HAJTM4YHE Ha
MHBATMAM3HMPALL [ICOPHA3UC, TIPH CTPHKTHO caeacHe Ha Ob0peunara GpyHKUMA.

Vima orpaHuueH onuT ¢ ynotpebata Ha Sandimmun Neoral npu geua ¢ ncopuasuc.

ITpu NALMEHTH C TICOPHA3KC, JIEKYBAHH ¢ LMKIOCTIOPHH, KAKTO M NPH Te€3H Ha KOHBCHIIHOHATHA
HMYHOCYIPeCHBHA TEPaKs, ChLUECTBYBAT NAHHH 33 Pa3BUTHE Ha 310KaYE€CTBEHH 3a00/5BaHNS
(3acsraiiy NPpeAUMHO Koxara). [IpH KoXHH NIe3MH, HETUIIMYHU 32 NICOPHA3HC, HO CHMHMUTEITHH 32
KaHLIEpO3a WK Npe-KaHLepo3a, TpabBa na ce HanpasH OHONCHA NpeH Ja ce Ha3HaYH TepanHus Cbe
Sandimmun Neoral. [Ipu naiMeHTH CBC 3/10KAYECTBEHH HIH NPE-KaHLEPO3HH KOKHH MPOMEHH MOXKeE
na ce npynara Sandimmun Neoral caMoO c€A NMOAXOAALLO JIeYEHHE Ha rOpeCNIOMEHATHTE NE3HH K MPH
YCIIOBHE, Y€ He CHLUECTRYBA JIpyra TepaneBTHYHA ANTCpHATURA.

OnKcaldH ca HAKONKO ciyuas Ha suMdonponudepatuBHy 3ab0nsaBaHus NPH NAUKHEHTH ¢ NCOpHA3NC,
nexkyBaHu cbe Sandimmun Neoral. Te ca ce noenusaam 61aronNpUATHO OT He3a6aBHOTO
NpeyCTAHOBABAHE HA JICHEHHETO.

[TaumenTHTE, NEKyBaHH ¢he Sandimmun Neoral, He Tpa0Ba Aa noy4aBaT no CbUIOTO BpEMe
ynrpasuonerosa B Tepanus wid PUVA poroxumuoTepanus.

JonbIHUTENHY NTPEANa3HY MEPKH NPH ATONHYEH NePMATHUT
Ipenopbupa ce cMpaHe Ha JeweHuero cbe Sandimmun Neoral, ako noseuiiata ce B X04a Ha

JICYEHHETO XHIICPTOHHA HE MOXE N1a 6']:)1’3 OBJ1agfaAHAa ChC CHOTBCTHATA TCpAllHA.

OnutsT ¢be Sandimmun Neoral npu AcHa ¢ aTONMHYEH JICPMATHT € OrpaHUeH.

[TalHeHTHTE B CTapuecKa Bh3pact TpsbBa na 6bAaT NoAIaraHy Ha JIeYeHHe CaMo NpH HATHYUE Ha
HHBATHAM3HMPALL ATOMHYEH IEPMATHT, IPH CTPHKTHO chefieHe Ha OnBpeuHaTa QyHKuMA.

To6pokauecTBeHaTa NUMdaneHoNaTHs O6HKHOBEHO Ce CBbP3Ba ¢ 000CTPAHE HA ATOMHYHHS JEPMATHT
1 OT3BYHYaBa CIIOHTAHHO WM B pamkuTe Ha o6moTo noaobpeHue npy 3abonasaHeTo.

JInmdaneHonaTua, Hab0AaBaHa O BpeMe Ha IeUeHNe ¢ LMKNOCTIOPHH, TpsdBa Ja
pedOBHO.

[Tpy nuMdaacHONATHS, KOATO MEPCHCTHPA HE3ABHCHMO OT NOACOPEHHETO B OCH
TpsA6GBa aa ce nposeae OHONCHA, KAaTO NpeANa3Ha MAPKa 33 H3KTIOYBAHE Ha JIUM
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Mpeay 3anousane Ha Tepanus cbc Sandimmun Neoral Tpabsa aa ce TpeTupar akTHBHHTE herpes
simplex WHpEKLMH, HO TAXHA MOABA B X014 Ha JICYEHHETO HE Ha/lara 3ab/DKHTE/IHO NPEYCTaHOBABAHE
Ha TEPANMATA, OCBEH aKO HHpEKUMATA HEe € TEXKKa.

KoxxHure uudexuun ot Staphylococcus aureus He ca abCONIOTHO MPOTUBONOKA3aHHE 3a TEPanus Chbe
Sandimmun Neoral, Ho Tps6Ba fa ce KOHTPOAMpAT C NOAXOAALLM aHTHOaKTepyanHy cpeacTea. Jla ce
u36ArBa NEPOPATHUA EPUTPOMHIIMH, 32 KOHTO € M3BECTHO, Ye NOTEHUMpPA MOBHIIABAHETO Ha
KOHLIEHTPALMATA Ha LIMKJIOCTIOPHH B KPbBTA (BXK. TOUKA 4.5), a NPH JIMNCA Ha Jpyra anTepHATHREA, Ce
penopbYBa MOHUTOPHPAHE Ha IUTA3MEHUTE HHBA Ha LIMKIOCNOpHH, 610peuHara dbyHKLMA U TOABATA
Ha He)KeJlaHU e(PeKTH.

[MauuenTHTe, NekyBaHH ¢b¢ Sandimmun Neoral, He TpaOBa aa noiyyasart no ChiOTO BpeMe
ynrpasuonerosa B tepanus unn PUVA goToxumMuoTepanus.

[leauaTprusa ynorpeba npu nokasaHus H3BBH 001aCTTa Ha TPAHCIUIAHTAUWATA

C M3KTI0YEHHE HA JIEYEHHETO Ha Heppo3eH CUHAPOM, HAMA 3aJJOBOMTENEH OITHT C NMPHJIAraHeTO Ha
Sandimmun Neoral. [Tpiiaranero npH ieua Ha Bb3pacT oA 16 roayHy 3a NoKa3aHus U3BbH obnactTa
Ha TPAHCIUIAHTALMATA HE MOJXKE 14 C€ Npenopuya.

Cneunanay noMoulHy semiectpa: Ilonnokcun 40 XuaporeHMpaHo pHUHHOBO Macio
Sandimmun Neoral cpappxka nonuokcus 40 XuaAporeHHpaHo PHLMHOBO MacjIO, KOETO MOXe J1a

NpUYHHH CTOMAUIHO HCPAa3nolOXKEHNUC U NHAPDHA.

CrneuuManHy NOMOWHMK BellecTea: EtaHon
Sandimmun Neoral ceabpxka cporseTHO 25, 50 mg ankoxon (€raHon) BB Beaka 25, 50 mg kancyna

Sandimmun Neoral, koeTo e ekBuBaneHTHO Ha 11,8% o/0. Eana no3a ot 500 mg Sandimmun Neoral
chabpxa S00 mg eTaHos, eKBUBATEHTHH NpuOau3uTenHo Ha 13 ml 6upa unn 5 ml BHHO.
MaIKOTO KOJAMUYECTBO ATKOXOJ B TO3H JEKApCTBEH MPOAYKT HAMA Ja Ma HAKAKBH 3abenexHMu

edeKTH.

CrnelManHH NOMOLIHY BellecTBa: Hatpui
To3u feKapcTBEH NPOLYKT ChAbpka no-Manko ot 1 mmol Hatpuit (23 mg) BbB Besika Kancyna ot 25

wid 50 mg, T.€. MOXe Jla ce Kaxe, Ye PaKTHYECKH HE ChbABPAA HAaTPHH.

4.5 BiaamoaeHcTBRE € APYTH JEKAPCTBEAH NPOIYKTH H ApYrA GopMH HA B3IaHMOJCHCTBHE

BzanMonecTBUA C JIEKAPCTBA
OT MHOrOTO JICKapCTBa, 3a KOUTO € YCTAHOBEHO, 4e B3aUMOACHCTBAT C LIUKJIOCTIOPHH, MO-A0Y €4

u3GpOeHH TE3H, 38 KOUTO € YCTAaHOBEHO M ChOTBETHO NOKA3aHO, Y€ HMaT KIHHHYHO 3HA4YCHHE.

[Mo3HATH ca MHOTO BELIECTBA, KOUTO MOBHLIABAT WM HAMAISBAT HHBATA HA LIMKJIOCMOPHH B fL1asMara
WM B U712 KPBB, 0OMKHOBEHO Upe3 MHXHOHpaHe AW MHIYKUUS Ha €H3UMM, BKJIFOUCHH B
meTabonu3Ma Ha LMKIocnopyuH 4 B yactHocT CYP3A4.

Lluxnocnopus e cbiuo uaxubutop Ha CYP3A4, edrykcHus TpaHCTIOPTEp HAa MHOTO JieKapcTea P-gp 1
MPOTERHHKTE, TPAHCTIOPTHPaLuy oprannuny aiHoud (OATP) 1 moxe fa noBKIIH MUTA3MEHUTE HHBA HA
ChITBTCTBALLMTE IEKAPCTBA, KOWTO ¢a CyOCTpaT Ha TO3H €H3MM H/HIIM TPAHCIOPTEPH.

JlexapcTBEHH NPOMYKTH, 33 KOMTO C€ 3HAE, Y€ NMOHIDKABAT WIIM MOBHLIABAT OHOHANMYHOCTTA Ha
UKnocropHH; [IpH TPaHCIUIAHTHPAHHUTE NALMEHTH € HEOOXOIMMO YECTO NPOC/EABARE HA HYRATA Ha
HMKIOCHOPHH 1 NpK HeoOXOAHMOCT KOPHIHpaHe Ha 103aTa, 0c00eHO NpH B‘bBEH{,ﬂaH
ChITHTCTBALLO JieueHHe. [IpH He-TpaHCIIaHTHPAHHTE NALMEHTH BPB3KATA MEXAY K 7‘\ STC HHBa_}
KITMHHUHUTE edexTH € no-cnabo uspaseHa. [Ipu eIHOBPEMEHHO NPHIIAraHe Ha JERADEI BCHUL LEp
NPOAYKTH, 33 KOHWTO C€ 3Hae, Y€ NOBUILABAT HUBATA Ha LIMKJIOCTIOPHH, YECTOTO { Enhafleum ¥ 10

B, ¥

6n6peynara GyHKLUMA ¥ BHUMATENHOTO NPOC/IEAABAHE 33 110488 HAa CBBP3aHH C LI
HeKENaHH peakuuH, 01 GUI0 NO-NOAXOAALIO OT H3CNEABAHETO H2 HABATA HA LIMKY cg:;
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Jlexapcmea, Koumo ROHUNCA6AM Husama KA YUKIOCNODUH

Beuuku uHayktopu Ha CYP3A4 w/nnu P-gp ce ouakBa 1a noHWKAaT HABaTa Ha LIMKIOCMOPHH.
[MpumepH 3a JeKapcTBa, KOMTO NOHWXKABAT HUBATA HA LIMKJIOCMOPHH Ca.

Eapbumypamu, xapbamazenux, oxckapbazenun, heHumout, Hagyunun, cyahaoumuou i.v.,
npobyxon, opaucmam, Hypericum perforatum (Jcbam KaHmapuon), Mukionuour, cyﬂq'mnnupa?on
mepbunagun, bocenman.

[Mpomykry, chabpam Hypericum perforatum (AKbJIT KAHTAPHOH) HE TPAOBa fa Ce U3MON3BAT
eqHOBpeMeHHO cb¢ Sandimmun Neoral nopaay pucka OT MOHMWKABaHE HA HHBATa HA UMKJIOCTIOPHH B
KpbBTA, 4 OTTaM W HaMaiABaHe Ha edexTa My (BX. TO4ka 4.3).

Pugpamnuyur WHAYLHMpPA YPEBHUSA M HEPHOAPOOHHUS MeTa0OMH3BM HA LMKIOCTIOpHH. Moxe nia ce
HAI0XKH MOBULIABAHE HA J103aTa HA LMKAOCTOPUH 3 10 5 ITbTH [IPH €AHOBPEMEHHO MPUIIAraHe.

Oxmpeomu HaMansBa nepopanHara abcopOuus Ha LAKIOCIIOPHH ¥ MOXKE 1a CC€ HAIOXKH MOBHILABAHE
Ha 103aTa Ha LUKIocnopuH ¢ 50% wiu npeMUHaBaHe KbM HHTPaBEHO3HO MPWIOXKCHHUC.

Jlexapcmeaa, Koumo nosuwaeam HUBAMA Ha YUKNIOCHODUH

Beuuxu naxuburopun Ha CYP3 A4 w/unu P-gp Morat a noBeAar a0 NOBUILABAHE HA HUBATA HA
LHKJIOCTIOPUH, HATIPUMED:

Huxapdunuu, MemoxionpamMuo, nepopaniy KOKMpayenmusu, Memuanpeoru3onon (6UCOKU 003u),
QNONYPUHON, XOREEG KUCEAURA U NPOUIBOOHUME 1, NPOMEA3HYU UHXUOUMODU, UMAMUHUO, KONXUYUN,

He@Pa3000H.

Makponudnu anmubuomuyu: Epumpomuyur MOXe J1a MOBULIM €KCNIO3ULHUATA HA LIMKNOCTIOPHH 4 10 7
TbTH, KOETO NIOHAKOra MoXe Aa Joseae no HedpoTtokcHuHocT. ChoOllaBa ce, Ye KiapumpoMuun
yABOABA EKCMO3ULMATA Ha LIHKNOCTIOPHH. A3umpomuyur NOBULIABA HUBATA Ha LIMKJIOCTIOPHH € OKOJIO

20%.

A30aHYU QGHMUMUKOMUYN, KeMOKOHA3O0A, (OIYKOHA30, UMPAaKOHA30J U GOPUKOHA304, MOFaT Ja
MOBMILAT NOBEYE OT /1BA IMbTH EKCMO3HLMATA HA LIUKIIOCTIOPHH.

Bepanamun NOBHLLIABA KOHUEHTPALIUATA HA LIMKIOCIIOPHH B KPbBTA 2 110 3 MBTH.

EAHOBPEMEHHOTO NpHIIaraHe ¢ menanpesup Boiu 1o npubinsnrenHo 4,64 nbTH roBHIIABAHE Ha
HopManusnpaHata exkcno3duma (AUC) Ha no3a LIMKJIOCTIOpHUH.

AmuodapoH 3HAYMTEITHO MOBHILIABA [1a3MEHATA KOHUEHTPALIMA HA UHKJIOCTIOpHH €IHOBPEMEHHO C
[MOBUIABAHETO HA CEPYMHHS KpeaTHHHUH. TOBa B3aUMOAEHCTBHE MOXKE 12 Bb3HMKHE ABJIrO BpEMe
clie], CIMPaHETO HAa aMHOAAPOH NOpagy IBIrMA My MOTyKUBOT (0x0/10 50 AHH).

CrobliaBa ce, Ue OaHa3on NOBUILABA KOHUEHTPAUMATA Ha LIMKIOCNIOPUH B KPBbBTA NPUOIH3UTENHO C
50%.

Tunmuazem (B no3u ot 90 mg/neH) MoXKe Aa MOBKLUM MIa3MeHaTa KOHLUEHTpaluA Ha LIMKJIOCTIOPHH C
1o 50%.

Hmamunub Moxe 1a TOBHLIM eKCNO3HUMATA U Crax Ha LUKJIOCTIOPHH ¢ 0k0J10 20%,
Kanabuouon (unxubumop na P-gp): Uma cbho01eHKd 3a NOBHiABAHE HA HUBATA HA Kall

MHXHOMTOp B KPBBTA NPH CHIBTCTRaLLA ynoTpeba ¢ kaHaOuauon. Toa B3aHMOACHCTB)S
BL3HHKHE NOpaaN HHXUOHpaHe Ha eduiyKca Ha P-gp B UEpPBATA, KOETO BOAH A0 MOBHHH
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naieHT 6e3 TpaHciaHTaT Tpabsa aa ce 0OMUCIH NpocieasBaHe Ha HUBaTa Ha MKJIOCMOPHH B
KpBBTa C KOPHIUPaHE Ha J03aTa, aKO € HEOOXOANMO (BX. TOUKH 4.2 U 4.4).

B3auMOJEHUCTBHUA € XpaHa
VCTAHOBEHO €, Y€ eAHOBPEMEHHOTO MPHEMaHe Ha rpeindpyT WIH COK OT rpeHndpyT NoBHIIABA

OHOHATHYHOCTTA Ha LIMKJIOCTIOPHH.

KoMOHHALMH C IOBHLIEH PUCK OT HE(PPOTOKCHYHOCT
Heob6Xx0AUMO € NOBHUIEHO BHUMAaHHE, KOraTo €& M3MOJI3Ba LIMKJIOCTIOPHH €JHOBPEMEHHO ¢ IpYrH

AKTUBHH BEIECTBA, NPOABABALIN HEPPOTOKCHUEH CHHEPTH3bM KaTO: AMUHOZAUKOIUOU (8K,
2enmamuyun, moopamuyun), ampomepuyun B, yunpogroxcayumn, 6GHKOMUYUH, MPUMEMONPUM

(+ cyaghamemoxrcazon); npouzeodHu na ubpunoeama xuceauna (Hanp. besagpubpam, genogubpam);
HCIIBC (sxmouumenno OuUKIOpeHax, Hanpoxcex, CymuHoax), meaganau, xucmamur Hr-peyenmopnu
QHMAZORUCINY (HAND. YUMEeMUOUN, DAKUMUOUN); Memompexcam (6. moyxa 4.4).

[To BpeMe Ha eIHOBPEMEHHOTO M3TIOM3BAHE HA JIEKAPCTBA, KOMTO MOXKE Aa MPOABAT HEPPOTOKCHYEH
CHHEPru3bM, TPAOBa Ja ce MpaBH 4eCTO MOHHMTOPHpaHe Ha ObOpeunaTa ¢gyHkumua. AKo uMa
3HAYMTESTHO YBpexKIaHe Ha ObOpeuHaTa PyHKUHA, 103aTa HA eHOBPEMEHHO NpuUJlaraHus leKapcTBeH
npoaykT TpAOBa Aa ce peaylMpa WiH [a ¢€ NPELEHH aITEPHATHBHO JIeYeHHUE.

EnHoBpemeHHaTa ynorpeba Ha LMKJIOCTIOPHH M TAKPOJIMMYC TpaOBa Aa ce H3barsa nopaau pHCK OT
He()POTOKCHUHOCT ¥ PapMakoKHHETHYHH B3auMoacicTeHa upes CYP3 A4 w/nnu P-gp (Bx. Touka 4.4).

Br3neiicteie Ha DAA tepanusd

DapMaKOKMHETHKATA Ha LIUKIOCTIOPHH MOX¢e Aa Ob/ie MOBIHAHA OT NPOMEHH BbB (PYHKUMOHHPAHETO
Ha YepHHA APo0 Mo BpeMe Ha JHPEKTHO AeHcTBalla aHTHBHpYCcHa Tepanis (DAA), cebp3aHa ¢
m3uncreane or HCV Bupyca. Tpa6ea aAa ce ocuMrypn BHUMATENHO HabMIOAEHKE M NPH HEOOXOAKMOCT
KOPHUIrMpaHe Ha [103aTa LHKIOCIIOPHH, 3a Aa CE rapaHTHPa MpObL/KMTENHA €PUKACHOCT.

EdexTn Ha UMKAOCTIOPHH BHPXY APYIH N€KAPCTBA
[uxnocnopuH € unxuburop Ha CYP3 A4, edykcHUs TpaHCNoOpTep Ha peauua nekapctea P-gp u

IPOTEHHHTE, TpaHCNOPTHpaiuu oprannuHH aHHoHM (OATP). EAHOBpeMEHHOTO NpuiaraHe Ha
nexkapcTBa, kouto ca cyberpati Ha CYP3A4, P-gp n OATP, ¢ uMKIOCIIOpHH, MOXE /12 NOBHLIY
[UIa3MEHHTE HMBA Ha JIEKApCTBaTa, KOKWTO ca CyOCTpaTh Ha ChOTBETHHA €H3UM W/HIIH TPAHCIOPTED.

[To-pony ca n3bpoeHN HAKOJIKO NpHUMeEpa:

LlUKnOCTIOPHE MOKE Ja peayLuMpa KiupbHca Ha Jueokcur, xoaxuyun, HMG-CoA pedyxmasnume
unxubumopu (cmamunu) u emonosud. [lpu eqHOBpeMeHHa ynoTpeba Ha HAKOE OT TE3M JIEKapCTRa C
HUKTOCTIOPHH, € He0GXO0AMMO 1A Ce OCHI'YpPU BHUMATENHO KIHHHYHO HabMOAeHHE, ¢ Liesl paHHO
OTKPHBAHE HA TOKCHYHUTE MPOABH HA NEKAPCTBEHUATE NMPOAYKTH, NOCICABAHO OT [IOHHXXEHHE Ha
[03aTa WIH NPEYCTaAHOBABaHE HA npueMa UM. [IpH ChbBMECTHO npyiarate Ha CTaTHHH C LIMKNIOCNIOPHH,
no3aTa UM Tpa6Ba Aa ce HaMaW, a CbBMeCTHaTa ynorpeba ¢ onpeaeneHy CTaTHHU TpsAOBa za ce
130ArBa, CHINACHO NPENOPBKHTE B CHOTBETHATA NPOAYKTOBA HHGpOopMaLmd. IIpoMeHHTE B
EKCITO3MLIMATA Ha HAH-4eCTO NPHUIaraHKTe ¢ LHKIOCTIOPHH CTaTHHH ca 0bobtienn B Tabnnua 1.
Heo6X0aHMO € JIEYEHHETO CbC CTATHHH J1a Ob€ BpEMEHHO NPEKBCHATO HWIH CIPAHO NMPH NALMEHTH ¢
MIPH3HALM H CHMIITOMH Ha MHOIATHSA WIH TaKKBa ¢ PUCKOBH (PaKTOpH, MpeApasnosiaraii KbM TEXKKO
61L.6peuHo YBpEXaaHe, BKIIOUHTENHO 6hOpetHa HEAOCTATbYHOCT BCICACTBHE HA pabAOMHOIH3A.
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Tabnuua | O60611eHHe Ha MPOMEHUTE B EKCMTOZHLMATA HA HAW-4€CTO NPUIAraHUTe CTaTHHH, NPU
CBHBMECTHO NPHIOKEHHE C LUMKJIOCMIOPHH

CraTaH Hanu4Hn 203H IIpomsana na
€KCNO3HIHATA B
NbTH NPH
CLBMECTHO
NPHI0KEHHE ¢
NHK/JIOCIIOPHH
ATtoppactatidH__ | 10-80 mg 8-10
CHMBacTaTHH 10-80 mg 6-8
@dnyBacTaTHH 20-80 mg 2-4
JloBacTaTHH 20-40 mg_ 5-8
[IpaBacTaThH 20-80 mg 5-10
PocyBactaTiH | 5-40 mg 5-10
[MuraBactatud | 1-4 mg 4-6

Heo6x0aMMO € NOBHILEHO BHUMAHHE MPH eJHOBPEMEHHATA YII0TpeOa Ha LIMKNOCTIOPHH ¢
NepKaHUAKNHH (BXK. TOuKa 4.4).

[MpH eqHOBPEMEHHO NpWIaraHe Ha LUKI0CNIOPUH M ATMCKUPEH Crmax Ha AIUCKUPEH - CyOcTpar Ha P-gp
ce nopyiuaea npubnnsurento 2,5 metH, a AUC npubausuTento 5 neTi. GPapMaKOKHHETHYHHAT
npody1 Ha UMKITOCTIOPHH HE ce U3MEHA 3HaunTenHo. He ce npenopsuba €AHOBPEMEHHO NPHJIAIAHE HA
LIMKJIOCTIOPHH M AIHCKHUPEH (BX. To4Ka 4.3).

EIHOBPEMEHHOTO NMPHI0KEHUE ¢ JabHUraTpal €TEKCHIAT HE Ce MpenopbyBa nopany P-gp
HHXUOHUTOPHATA AKTHBHOCT HAa LIUKJIOCTIOPHH (BX. TOYKa 4.3).

EAHOBPEMEHHOTO NpWaraHe Ha HugeOunun ¢ WHKJIOCMIOPHH MOXE 1a 10BE/IE 10 MOBHILCHA CTENCH
Ha MOSABA HA TMHIUBAJIHA XUIEPILIA3HA, B CPABHEHHE C TA3M MPH CaMOCTOATENHA ynoTpeba Ha

HHKIOCTIOPHH.

EAHOBPEMEHHOTO H3MOJ3BAHE HA QUKTOPEHAK N HKIIOCNIOPKH BOAM 10 3HAYUTENHO YBEIHYABAHE
GHOHAIHYHOCTTA Ha AUKIO(EHAK ¢ BB3MOXHO MoceacTBUE ofpaTUMO YBpEKaAaHe Ha ObOpeuHara
dyuxuus. [TopuiiaBaHeTo Ha HMOHANTMYHOCTTA HA AUKIOMEHAK C€ AB/DKY HaH-BEPOATHO Ha
pelyLMPaHETO Ha HeroBus M3paseH “first pass™ eekT. Koraro 3aeaHO ¢ LHKJIOCTIOPHH C€ MpUIaraT
HCIIBC c¢ne cnabo uipaseH “first pass” edexT (Hanp. aueTUICANHLIWIOBA KHCETMHA) He Ce OUYaKBa
MOBHLICHHE HA ODHOHANHUYHOCTTA UM.

[To BpeMe Ha NPOYUBAHUATA C €6ePOAUMYC WIH CUPOAUMYC C€ HabMolaBa MOBHIIABAHE HA CePYMHHS
KpEaTHHHH NPH e¢IHOBPEMEHHO MMPWiaraHe ChC CTAHAAPTHA 1032 LIHKJIOCTIOPHH MHKPOEMYJICHS.
EdekThbT 4eCTO ITETH € 0OpaTHM NpH HAMAISBAHE HA J03aTa HA IMKJIOCTIOPHH. EBEpONIHMYC U
CHPOJTMMYC NOBTHABAT HE3HAYHTEAHO (PapMaKOKMHETHKATA Ha LINKIOCNIOPHH. EJHOBPEMEHHOTO
fpHAaraHe ¢ LMKJIOCTIOPHH 3HAYHTETHO OBHILABA HUBATa Ha €BEPOIMMYC H CHPOJIMMYC B KPbBTA.

Heo6x0nMMOo e NOBULIEHO BHUMAHKE, KOTATO LIMKJIOCTIOPUH CE MPWIAra 3a€iHO C KAAUl-ChbXPanAeaiyu
AeKaAPCMBERU RPOOYKMU (HAND. KATUU-COXPAHABAULY OUYDemul, UNXUOUMOPU HA AHZUOMEHIUH-
KOHBEPMUDGWYUR eH3UM, aH2uomen3un 11 peyenmopru anmazoRucmu) Wi ¢ KaIuu-co0bpicauy
AEKApCMBERY npoOyKkmu, ThbH KaTo T€ MOrar Aa A0BeJaT A0 3HAYUTENTHO NOBHINABAHE HA HUBATA HA
kanuif B cepyMa (BxK. Touka 4.4).
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npenopnL4Ba €JHOBPEMEHHOTO NMPHJIATraHe Ha LIMKJIOCMIOPHH U GOCEHTaH (BXX. 0-rope NoATouKa
“JlekapcTBa, KOWTO MOHIKABAT HHBATA HAa UMKJIOCMIOPHH ™ M TOUKa 4.3).

MHOrOKpPATHOTO NPWIAraHe Ha ambpucerman W LIMKJAOCMIOPHH NPH 3ApaBH A0OPOBOJILIM BOAU A0
NpHOIM3NTENHO ABYKPATHO MOBUIIIABAHE HA EKCIMO3NLIMATA HA aMOPHUCEHTaH, JIOKATO eKCMO3HLIHATA
Ha LIMKJIOCTIOPHH C€ MOBUILABA He3HauuTenHo (npubausurento 10%).

Ha6niogasa ce 3HAUMTENHO MTOBUILABAHE HA €KCIO3HLIMATA HA ARMPAYUKAUHoeume anmubuomuyu
(nanp. OOKCOPYOUYUH, MUMOKCARMPOH, OAYHOPYOUYUH) NPU OHKONOTMYHH NALHEHTH, TIPH KOUTO C¢
MPUIIaraT eJHOBPEMEHHO HHTPABEHO3HO AHTPALIMKIIHHOBY aHTUOUOTHLIM MU MHOTO BUCOKH 03K

LIMKJIOCTIOPHH.

[Mo Bpeme Ha NEUEHHETO ¢ UMKIIOCIOPMH BAKCHHALIMMTE MOraT ia 6bAaT no-Majiko e(EeKTHBHH, a
ynoTpe6ara Ha )KHBU aTeHIOMPaHH BaKCHHU TpsOBa 1a ce u3diArea.

Bzaumoodeticmeusl, 600eujti 00 HOMANABAHE HA HUBAMA KA OPY2U AeKapcmed

EQHOBPEMEHHOTO NPHIIOKEHHE Ha IIMKJIOCTIOPHH M MUKO(DEHONAT HATPHI WIH MUKOGdeHONAT
ModeTH NpH NMALKUEHTH ¢ TPAHCIUTAaHTALIMA MOXE 1a HAMaJIM CPEAHATA eKCITO3HLIKS Ha
mukotenonoa kuceaua ¢ 20-50% B cpaBHEHHE C APYTH HMYHOCYTIpecopH. Tasu ungopmanus
TpabBa 1a ce UMa NpeaBHA, 0coOEHO B CTyHal Ha NPEKHCBAHE WK NMPEYCTaHOBABAHE HA TEPANHATa C

LIMKJIOCTIOPHH.

EqHOBPEMEHHOTO NPWIOXKEHHE HA eNMHUYHA J03a uMKaocnopud (200 mg unu 600 mg) ¢ eauHHIHA
po3a entpombonar (50 mg) samansea rasmenara AUCInf Ha entpom6bonar ¢ 18% 10 24% u Cmax c
25% no 39%. [To3sonsBa ce KOpUTHpaHe Ha 03aTa Ha enTpoMOonar no BpeMe Ha JICUCHUETO B
3aBUCUMOCT OT 6posd Ha TpombGoLTUTe Ha nauueHTa. bposat Ha TpomOounTHTE TPAOBaA Aa ce
MpOC/IEAABA MOHE BEAHDBK CEAMHUYHO B MPOIBDKEHHE Ha 2 10 3 CeIMMUM, KOraTo earpomobonar ce
npUeMa eJHOBPEMEHHO C LMKJIOCTIOpHH. MoXe [1a € Heo0X0AMMO MOBHIIABAHE HA 1034Ta Ha
entpombonar Bb3 0OCHOBa Ha 6pod Ha TpoMOouuTHTE.

[TenuaTpyu4Ha DONyNALHS
FlpoyuBaHuA 33 B3aMMOJCHCTBHA Ca MPOBEKIaHH CaMO [PH Bb3PaCTHM.

4.6 PeprAanTET, OPEMEHHOCT H KLPMEHE

bpeMeHHOCT

Hsama mocTarbyHH wiH gobpe KOHTPOIHPaHH KIHHHYHY NPOYYBaHHA NPH OPEMEHHH JKEHH,
M3MON3BaLK LuKIocnopud. Mma veronsM obem naHHW oT ynoTtpebaTta Ha UMKJIOCIOPHH NpH
6peMEHHHU MALNEHTKU OT MOCTMAPKETHHIOBHA ONMT, BKJIIOUHTEHO PETMCTPH 38 TPAHCILIAHTALMH M
nyGIHKyBaHAa IMTEpaTypa KaTo Mo-roiMa YacT OT CJTyYauTe ¢a ChOOLIEHH OT NALMEHTKH C
TpaHCIUIAaHTalMK. bpemMeHHHTe, IpH KOMTO Clle] TPAHCIUTAHTaLKA C€ NPOBEXAa KMYHOCYNPECHBHO
JleYyeHue, BITIOYUTENHO C UMKIOCTIOPHH MIIH LHKJIOCTIOPHHOBH NPOU3BOAHH, Ca H3JIOKEHH HA PUCK OT
npexaeBpeMeHHo paxaaHe (< 37 ceIMMLH).

Ipoyuranus 3a em6puo-peranto pazsutie (embryo-foetal development, EFD) npu niexose 4 3aHuM
¢ LIMKJIOCNOPHH NoKa3BaT eMOpHo-(deTanHa TOKCHYHOCT NP TO30BH HHBA M0/ MAKCHMAITHATA
npenophYHTENHA 1032 npu xopa (maximum recommended human dose, MRHD) Bb3 ocHOBa Ha
TenecHa nMoebpxHocT (body surface area, BSA) (Bx. Touka 3.3).

Sandimmun Neoral se TpabBa 1a ce npunara rno BpeMe Ha OpeMEHHOCT, OCBEH aKo .,
NO3M 3a MAKaTa HE HAIBMIIABAT NOTEHLMANHHA PUCK 3a ioaa. ChAbPKAHHETO HA /,- d
Sandimmun Neoral Tpsa6Ba ¢bIlO Ja c& UMa MpeaBUA NMPH OpeMEHHH KEHH (BXK. TOUKH 4¥

[ly6nukysaHnte aauuu oT HaumoHanHH perucTbp Ha OpeMeHHOCT e TPaHCIUIaY
Transplantation Pregnancy Registry, NTPR) onucear pesynrati oT OpeMEHHOCT I
TpaHCIUIaHTaUMA Ha 6b6pek (482), yepen apob (97) v cbpue (43), nomyyaBallld LMK)E

16 S




JlaHHMTE NOKA3BAT ycnemHa OpeMEHHOCT ¢ MPOUEHT Ha XHBopoaeHH 76%, 76,9% n 64% cboTBeTHO
MpH peLUNIHEHTH ¢ 610peuHa, HepHOApoCHa U Chpae4Ha TpaHcIiaHTalus. lIpexxaeBpeMeHHO
paxcaaHe (< 37 ceamuiia) ce cbobIasa choTRETHO NPH 52%, 35% u 35% OT peLHnHEHTHTE ¢
6u0peuHa, yepHOApOOHA M CbPACYHA TPAHCIUIAHTALIMA.

Cnob1iiaea ce, 4e NPOLIEHTHTE Ha CAOHTaHHY a60PTH U HA 3HAYMMH BPOJECHH N€DEKTH CA CPABHUMM C
npolieHTUTe, HabmoaapaHyu B o0maTa nomynauus. He moxe aa ce H3KnOUH NOTEHIHANIEH AHPEKTEH

edexT Ha LMKIOCTIOPHH CBBP3aH C XMNEPTOHHA NPH MakikaTa, npeeknamrcHs, MHpeKLIHH KK AuadeT
NpeaBH OrPAaHHYEHHATA, PUCHLIM HA PETHCTPHTE H NOCTMAPKETHHIOBHTE OKIIAAHN 3a 6€30MacHOCT.

Hanuunu ca orpaHHuyeH Opoii HabnoaeHus Mpy Aela Ha Bb3pacT NpUOIU3UTENHO A0 7 TOAWHH, C
eKCIMO3ZULIMA Ha LHKIOCTIOPHH in utero. bubpeuynara pyHKUMA H KPBBHOTO HaAAraHe NpH TE3H AeLa ca

HOPMAJTHH.

KspMene
LluknocnopuH npemMrdHaBa B KbpMata. MaiikuTe, KOMTO ce nekyBat ¢b¢ Sandimmun Neoral, He Tpsabsa

Ja KbpPMAT, MOpaay noTeHLMana Ha Sandimmun Neoral 1a npeausBHka CEPHO3HN HEXENAHH
NIEKapCTBEHH PEAKLIKHM Y HOBOPOAEHOTO/KbpMaueTo. TpsOBa na ce B3eMe pelIEHHE Jai 1a Ce
ipEyCTAHOBH KbPMEHETO WIH [a C€ NPEyCTAHOBY NMPHEMA Ha JIEKAPCTBCHUA MPOJYKT, KaTo €€ B3CMAT
[peaBU/l MOA3aTa OT KbPMEHETO 32 HOBOPOJACHOTO/KBPMAYETO H [10J13aTa OT JICKAPCTBEHUAT NPOIYKT
3a MalKaTa.

Hima orpaHuyeHH AaHHH, KOUTO NOKA3BaT, Y€ ChOTHOMICHHETO HA KOHLUEHTPAUKATA HA UHMKIOCIIOPHH B
KbpMaTa CrpsaMO KOHUEHTPALMATA Ha IIMKIOCTIOPHH B KPBBTA Ha MaKHKaTa € B MHTEpBasia OT 0,17 no
1,4. Bu3 OCHOBa Ha NpHeMa Ha kbpMa oT 6e6eTo, Hal-BUCOKaTa H3UHC/IEHa 1033 LMKIIOCTIOPHH,
[pHETA upe3 XPaHEHe OT U3LsAN0 KbpMeHo 6ebe, € npubnuznTendo 2% ot no3ara, KOpHrupaHa CrpaMo
TErIOTO HA MalKara.

ChIBpHKAHHETO HA AKOXON B JiekapcTBeHHTe Gopmu Ha Sandimmun Neoral chiuto TpaOBa na ce uma
[peBUJ TIPH JKEHH, KOHTO KbpMAT (BXK. TOuKa 4.4).

OepTHIHTET

WMma orpanuueHH JaHHU OTHOCHO edexra Ha Sandimmun Neoral Bupxy ¢epruantera npu xopa. He ce
HabII0AaBAT HEXENAHH edEKTH BBPXY (QEPTHUINTETA, PU MBXKKH M XKEHCKH TUTbX0Be A0 15 mg/kg/neH
(non MRHD B3 ocHora Ha BSA) (8. Touka 5.3).

4.7 Edekrn BLpXy cnocofnocTTa 32 mopupaue 1 pabora ¢ MalIAAA

Sandimmun Neoral Mo>xe 1a NPHUHHH HEBPOMOTHYHH W 3PUTETHH HapYLUEHHA (BX. TOUKa 4.8).
Sandimmun Neoral Moxe na NOBAHSE B yMEpeHa crerneH cnocobHocTTa 3a modupane u pabora ¢
MmamruHH. HeoBxoaMMo € MoBHIIEHO BHHMAHKE TpH LIo(HpaHe HA MOTOPHO MPEBO3HO CPEACTBO WIH

paboTta ¢ MallWHM.
He ca npoexxnaHu npoy4saHri 3a edexrure Ha Sandimmun Neoral Bbpxy cnocobHocTTa 32

wodupaHe U pabora ¢ MalUHHH.

4.8 Hexenanu 1eKapCTBEHH PeaKIiHH

Q6001enne Ha npoduna 3a 6€30NacHOCT

OCHOBHUTE HEXEJaHHM peakLuM, Hab/oaaBaHu B X042 Ha KTMHHYHHTE H3NTMTBAHHUS, CBHP3aHH C
NPHIAraHeTO Ha UMKJIOCHIOPHH BIUTIOYBAT 6B0peuHa qucdyHKuus, TPEMOD, XHP3YTH3bM, XHIICPTOHHUA,
n¥apHsa, aHOPEKCHR, FaficHe W NMOBPHLIAHE.

MHOTr0O HE&Xe1aHW PEaKLMH, CBBP3aHH C TEPANHATA ¢ LIMKIOCMOPHH, ¢a A0303aBHCH
o6GpaTHO pa3BHTHE NMpH HaMasABaHe Ha Ao3aTa. [IpH pasnuuHHTE NoKasaHus obil
HEXKEIaHHTE PEAKUMH € Haii-001o eaHaKbB, HO MMa Pa3NiuKH B YECTOTATa H TEXKEC
Ha BUCOKHTE HAYa/lH¥ J03H W AbLAroTpaiiHaTa noaabpiKallia Tepanus, H3UMCKBalla
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TpaHCTIJIAHTALIUA, HEXKC/IAHWTC PCaKLIHH ¢a o-4ecTH 1 0OMKHOBEHO NO-TEXKH [IpH TpaHCIIAHTHPAHH
NalMeHTH, OTKOJIKOTO ITPH NALMEHTH, ACKYBAHH 32 APpYTr'¥ HHIHKALHH.

Hudekunu ¥ undpecraumu

[Tp¥ naLMeHTH, KOUTO €a Ha JIeYEHHE C HMYHOCYTPECOPH, BKITIOUHTETHO LIMKIOCMIOPHH H
LUKTOCTIOPHH-CHIbPIKALIH PEXXIUMH, ChILECTBYBA NOBHLIEH PUCK OT HHPEKLIHK (BUPYCHH,
GakTepuanHu, reOHYHK, napasuTHK) (BXK. Touka 4.4). MoraT aa ce nabiionasar kakto o0y, Taxa u
NOKATHA HHBEKLUMH. MoXe 12 HACTbNH 3aAbA00YaBAHE Ha BEYE CHIUECTBYBALIM MHPCKLIMH, KAKTO H
NOBTOPHO akTHBMpaHe Ha Polyomavirus nndexuus, KoaTo Moxe aa noseae Ao Polyomavirus
cBbp3aHa HedponaTus (PVAN) unu o JC Bupyc cBbp3aHa NporpecHBHa MyaTHQoKanHa
neskoeHuedanonarus (PML). Mma cbobLieHHs 33 CEPHO3HA NOCIEICTBHUSA H/MIIH TAKUBA C JIeTaNleH

H3XO0A.

Heomna3MH - JOOpOKayeCTBEHH, 31OKAYECTBEHH H HEONPEAEIeHH {BKII. KHCTH H NIOINNH

[TpH nalLMeHTH, KOMTO €a Ha JIEYEHHE ¢ HMYHOCYTIPECOPH, BKIIOUHTEIHO LIMKIIOCTIOPHH U
UMKAOCHOPHH-ChABPKALLM PEXXHMMH, CHLIECTBYBA MOBULICH PHCK OT Pa3sBUTHE Ha IMMGOMH KN
numdonponrdepaTMBHA pa3CTPOHCTBA H APYTH 3N0KaueCTBEHH 06pa3yBaHud, 0CODEHO Ha KOXKaTa.
YecToTaTa Ha 3JI0OKaYeCTBEHUTE 00pasyBaHUs CE YBENUYaBa ¢ HHTEH3UTETA H NPOAB/DKHTENIHOCTTA Ha
TepanuaTa (Bx. Touka 4.4). Hakou 3mokauecTBeHH 00pa3yBaHHA MOrar Ja ObJaT ¢ JIeTajleH H3XOx,

Tatauuno o6obleHHe Ha HEXENAHUTE JICKAPCTBEHH PEAKLIMH OT KITIHHWYHUTE WINHUTBAHUA
HexenaHuTe NeKapcTBEHH PEAKLIMM OT KIMHHYHUTE H3NHTBaHUA (Tabnnua 2) ca H30pOCHH CBIIacHO

MedDRA 1o cucTeMo-OpraHHiM KjiacoBe. B paMKuTe Ha BCEKM CUCTEMO-OPraHEH KNac HEXEJIAHNTE
NIeKapCTBEHH PEaKUMH ca rPyHpaHH 1o Y€CTOTa, KaTo Hali-uecTute ca mupeH. I1py BCAKo rpynypaHe
B 3aBHCHMOCT OT YECTOTATA HEXKEJIAHHTE JICKAPCTBEHHU PeakLIMK ca NPeACTABEeHH B HU3XOAALL pea no
OTHOIUEHHE HA TAXHATa cepro3HOCT. OCBEH TOBa, 32 BCAKA HEXENaHa peaKuua CEOTBETHHTE
KaTEropyH 4ECTOTH Ca NPEACTABEHH ChIIacHO cieanara koHseHuus (CIOMS I1I): Maoro yectu

(> 1/10); yectn (= 1/100, < 1/10); Heuect (> 1/1 000, < 1/100); peaxu (= 1/10 000, < 1/1 000), mHOTO
peaky (< 1/10 000), c Hen3BecTHa YeCTOTA (OT HATHYHHUTE JaHHH HE MOXE J1a OB1e HarpaBeHa
OlLIeHKA).

Tab6anua 2: HexxeaHH JIEKAPCTBEHH PpeaKnHH 0T KJIHHHYHHA H3MHTBAHHA

Hapymenns HA KPbBTA H IHMQPHATA CHCTEMA

YectH Jleskonenus

HeuectH TpombouuTonenus, aHemus

Penku X eMOMIUTHYHO yPeMUUYEH CHHAPOM, MUKPOAHI HOMNATUYHA XeMOJIMTHYHA
aHEMMS

C Hen3BeCTHA TpoMGOTHYHA MHKPOAHTHONATHA, TPOMOOTHYHA TPOMOOLMTONEHHYHA

qyecToTa* ayprypa

Hapymenusi Ha MeTa00/IH3MA H XPAHEHETO

MHoOro yecTH XHNepIunuaeMus

YectH X UneprivkeMus, aHOPEKCHs, XHIIEPYPHKEMHS, XHIIEPKaNHeMH4,
XHIIOMarHe3ueMus

HapymeHHs HQ HEPBRATA CHCTEMA

MHoro uecTH Tpemop, rnaBobomnue

YectH KoHByncuu, napecre3vu

Heuwectn Exuedanonatus, BKIOUYHTENIHO CHHAPOM Ha 3aJiHa 00paTHMa

enuedanonatus (Posterior Reversible Encephalopathy Syndrome, PRES),
[PH3HALKY K CHMITTOMM KaTO KOHBYJICHH, 00BPKaHOCT, Ae30pue
3a0aBeHH peaKLMH, TPEBOXKHOCT, O€3CHHHUE, 3PHTETHHA HApyll
KOpTHKaIHa CNIENOTa, KOMa, napesa H uepedbenapHa atakcu
Peaxu MoTopHa NOJIKHHEBPONATHA
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MHoro peaxku Enem Ha onTHYHHA HEPB, BKJIIOUYHMTE/NHO OTOK HA NANWiaTa ¢ Bb3MOXHO
3PUTENHO YBpEKAaHE BCJIECACTBHE Ha 100POKAYECTBEHO NOBKILIABAHE HA
BbTPEYECPENHOTO HANATAHE

C HeusBeCcTHa MurpeHa

yectoTa™

HapymeHns HA YXOTO H Ja0HPHHTA

C Heu3BeCTHa VBpexaaHe Ha ciayxa’®

yecTtora®

C1Ha0BR HapyIIeHAS

MHOro HecTH XHUneproHus

YecTn [louepBeHsBaHe

CroMallHO-"1peBHA HAPYIIEHHS

YecTu "aneHe, NoBphiNaHe, CTOMaUIEH AMCKOMGOpPT/O0Ka, AHapHs, TMHHTHBAIHA
XHNEpPIia3us, NenTHYHa A3Ba

Penxu [lankpeaTut

XenaToORANAPHH HAPYIIEHHR

YectH Hapywasaxe Ha uepHoapobHaTa QyHkuHs (BXK. Touka 4.4)

C HeH3BeCTHA XenaToTOKCHYHOCT H YepHOApoOHO yRpexKAaHe, BKIAIOUHTEIHO XO/1eCTa3a,

yectoTta* KBJTEHULIA, XEMATHT M HEPHOAPOOHA HEOCTATHYHOCT, NOHAKOTA C JIETANEH

U3xo/J {BXK. Touka 4.4)
Hapymennn Ha KOXKAaTa H NOXK0KHATA TbKaH

MHoOro uecty XUP3YTH3IEM

YecTH AKHe, XUNePTPHX03a

HeuecTu AnepruueH oOpuB

HapymeHns Ha MYCKY/THO-CKEJIETHATA CHCTEMA H CHeAHHATENHATA THKAH
Yectn Muanrus, MyCKYJIHH KpaMIH

Peaku MycxynHa cnabocrt, MUOnaTus

C Hen3BecTHA bonka B AoNHUTE KpaWHULIK

yecTtoTa™*

Hapymenus Ha 6n0penHTe H NHKOYHHTE METHINA

MHOr0 4ecTH Bropeuna nucdyHkims (BX. Touka 4.4)
HapymenHs Ha Bb3NPOR3IBOAHTEIHATA CHCTEMA B I'bpPAATaA
Peaknu MeHcTpyanHi HapylIeHH, FTHHEKOMacTHA
O6mn napymeHns # epeKTH HA MACTOTO HA NPHIOKEHHE
YecTH [Tupekcus, ymMopa

Heuectu OTOK, MOBHILIABAHE HA TETAOTO

* Heskenauu cbOUTHA, CHOOLIEHH IO BpEME Ha MOCTMAPKETHHIOBUSA OIMT, KbAETO yecToTaTa Ha HJIP
¢ HEU3BECTHA TI0paJH JiufcaTa Ha oy 3HaMeHaTe.

* B nocTMapkeTHHroBaTa ¢asa ¢ cbobLeHo yBpeK/aane Ha CjlyXa NpU NaLKWeHTH C BACOKH HHBA Ha
LIMKITOCTIOPKH,

Jpyry HexeNaHy JIEKapcTBEHH PEaKIiiH, ChOOIIEHH MO BpeMe HAa NOCTMApKETHHIOBHSA ONUT

MMa LIeNeHaCOYEHO ThPCEHH M CIOHTAHHU NOCTMAPKETHHIOBH CHOOLICHNS 32 XeNATOTOKCHYHOCT H
4epHOAPOGHO YBpexKIaHe, BKIIOUUTETHO X0/I€CTa3a, XKBITEHHULE, XeMaTHT W Y€PHORPOOHA
HeJOCTATHLUHOCT NPH MalUHEHTH, JeKYBaHH ¢ LMKIOCOpHH, [ToBeueTo cHOOLIECHNA ca OT NalMEHTH
ChC 3HAUMMa KOMOPOHAHOCT, MOLIEXKAILH CHCTOAHUA U IPYrH CMyHaBaulM paKkTopH BKIIOYHTENIHO
HHMEKUHO3HH YCIOKHEHHS H KOMEANKALMA C XENATOTOKCHYEH NMoTeHHal. B HAkou Ciiy4aH,
NpeLMMHO MPH TPAHCILIAHTUPAHH NALIMEHTH, ce CHOOILABA U 3a JIETaneH U3X0J (BX. TOuKa 4.4).

OcTpa ¥ XpoHn4Ha HEGPPOTOKCHYHOCT

[TauueHTHTE, NPOBEXKAALLHN JICUEHHE C KanuMHeBpUHOBH HHXUuOuTopu (CNI), BrltO y -
HUKIOCTIOPHH H LIMKIOCTIOPHH-ChIbPKALIM PEXHMMH, Ca H3JI0XKEHHU Ha NOBUILEH ¥

XPOHHYHA HePPOTOKCHYHOCT. iMa chOOLIEHHS OT KITHHMYHH H3NKUTBAHHA H OT
OTINT, CBBp3anH ¢ ynotpebara na Sandimmun Neoral. Cayuaute Ha octpa Hedf
CEBP3aHH ¢ HapylleHud B HOHHATAa XOMEOCTA3a KaTO XUIepKaTHEMHUs, Xunomar
xunepypukemus, CnyyauTte Ha XpOHHUHH MOPGONIOrHYHH NPOMEHH Ca CBBp3aH
XHANMHO3a, TyOyIHa aTpodus ¥ HHTepcTHLHANHA Gubpo3sa (BX. Touka 4.4).
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boJka B TONHUTE KpaHHUIIN
Usonupann ¢ciyyan Ha 60/Ka B JOJIHHTE KpaHHHLH Ca oMM CHOOIIEHH BBB BPBH3KA ¢ LIMKIOCIIOPHH.

BojkaTa B JOJHHTE KPaiiHHLH ChILO € oThend3aHa KaTo H4acT OT KaJIHHEBPUH-HHXHOUTOP
uHAyuMpanus Gonkos cunapoM (Calcineurin-Inhibitor Induced Pain Syndrome - C1PS).

[leapaTpu4Ha nomynauus
KnuHHUYHKHTE NpOYYBAHHKA, BKIIOYBALIH J€lia HA Bb3pacT Hal ] rogvHa npy NpUACKEHHE Ha

CTaHAAPTHA JO3MPOBKA LIMKIOCMIOPHH, Ca ChC CPaBHUM NPOHI Ha DE30MaCHOCT C TO3K NpH
Bb3PACTHHTE MALHEHTH.

CohobliaBaHe Ha NOAO3UPAHHN HEXENAHH PEAKL{HN
CohoOLIaBaHeTO Ha MOAO3UPaHH HEXKEJIaH! PEaKUHY CNeA paspeliiaBaHe 3a ynotpeda Ha JIeKapCTBEHHA

NPOAYKT € BaxkHO. TOBa MO3BOJIABA Aa NPOAB/KH HAGMIOACHUETO Ha CHOTHOLICHHETO N0/13a/PHCK 32
neKapcTBeHKS NpoAyYKT. OT MeJULIHHCKUTE CTIELIMANHMCTH Ce M3HCKBa a ChoOLIaBaT BCAKa
MoJI03MpaHa HEXENaHa peakliis Ype3 HaUMOHAIHHA PEryiaToOpeH OpraH Ha aapec:

bbarapus

H3nbnHuTenHa areHuus no JeKapcraara
yn. ,,Jlaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitT: www.bda.bg
4.9 IHpenosnpane

IMepopannara LDso Ha uuknocnopud e 2 329 mg/kg npu muiuky, 1 480 mg/kg npu nibxose u
> 1 000 mg/kg npw 3aiind. Uatpasenosnara LDso e 148 mg/kg npu Muiuky, 104 mg/kg npu nibxose
1 46 mg/kg npH 3aHLH.

CuMnroMu

ONUTHT NPH OCTPO Npeao3npaHe C LUKIIOCTIOPHH € orpaHuyeH. [lepopaiHuTe N03H Ha UMKJIOCTIOPHH
no 10 g (oxono 150 mg/kg) ce noHacsAT ¢ OTHOCHTENHO NO-MaJIKH KIWHHYHH NOCNEICTBUA, TAKHBA
KaTO MOBPBIIAHE, CBHIHBOCT, M1aBOGOINE, TAXHKAP/MS, K NIPH MAIKO Ha OPOH NalHeHTH, YMEPEHO
TEXXKKO, 06paTHMO HapyweHne Ha OrOpeudnara pyHkuuda. Obaue, CEpUO3IHH CUMIITOMU Ha
MHTOKCHKALIMA Ca AOKNAJABaHU BCIEACTBHE Ha HHLUHAECHTHO NapeHTepaTHO Npeo3UpaHe ¢
LIMKJTOCTIOPHH MNpH HepoHoceHH Gedera.

JleueHHe

IMpu BCHUKH CTyuaH Ha npeao3upaHe TpabBa fa ce npeanpyueMar ooLo NoJabPIKALIH MEPKH H J1a C¢
MPHIOXKH CHMITTOMaTHYHO NeuenHe. [IpuHyIMTeNHO NOBPBLIAHE M IPOMHBKA Ha CTOMAaXa MOTaT J1a
6bOAT OT MOJI3a Mpe3 NbPBUTE HAKONKO Haca cie NepopanHus npueM. LIkiocnopuH He ce noanasa
NECHO Ha JHANN34, HUTO C€ ETMMHHHUpA JIECHO Upe3 XeMorep@y3us ¢ aKTHBEH BBIVICH.

5, ®APMAKOJOINYHHU CBOUCTBA

§.1 ®apmakoaHHAMHYHH CBOHCTBA
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IOTHCKA Pa3BUTHETO HA KJIETbYHO-MEANHPAHUTE HMYHHH PEaKUHH, BKITIOUHTENHO MMYHHTETA Ha
anorpadra, KOXHa CBPBX4YBCTBHTENHOCT OT 3abaBeH THII, eKCIIEPHUMEHTAJIEH aNepruicH
eHUe(haTOMHENHT, AI0BAHTEH apTPUT Ha DpoiiH/, peakuus Ha MpUCaKaTa Cpely npHemarens (graft
versus host disease - GVHD), kakro u T-kaeTbuHO 3aBUCUMOTO 0DOpa3yBaHe Ha aHTHTe A, Ha
KJIEThYHO HUBO TOM MHXHOMPA MPOAYKLMATA K OCBOGOKARBAHETO HA TMM(OKHHH, BKITIOYHTETHO
uarepnekut 2 (T-kieTvueH pactexkeH daxrop, TCGF). OueBuaHo HHKIOCNIOPHH O0KHpa
numdoumuTuTe B nokoi Bb8 dasa Go win G Ha KNETbYHMS UMKBA W TOTUCKA AHTUT€H-MTPOBOKHPAHOTO
ocBoOoKAaBaHe Ha TMMMOKHHHU OT aKTHBUpAHHTE T-KAETKH.

BcHUKM HATMYHM AaHHH MOKA3BaT, Y€ LMKIOCMOPHH OKa3Ba cneliMpruiHo 1 00paTUMO Bb3AEHCTBHE
BbPXY JUMGPOLHTHTE. 3a pa3iHKa OT UMTOCTATHLMTE, TOH HE NMOTHCKA XEMOMOoe3aTa U He BJIMAE BbPXY

GyHK1HMATA HA PArOLIUTHUTE.

U3pbpilieHy ca YCNEUHU TPaHCIIaHTALMH Ha COJTUAHH OPraHH M KOCTeH MO3BK TIPH X0pa ¢
M3MOJI3BAHE HA LMKJIOCTIOPUH 33 NPeJOTBPATABAHE H JIEYCHHE HA OTXBbP/IAHE HA TPAHCTUIAHTAHTA U
GVHD. L{uxiocnopHH € npuiarad yenemHo kakto npu xenarut C supyc (HCV) nosurusuy, raka u
npu HCV HeraTHBHHM 4e€pHOAPOGHO TPaHCTUTAHTHPAHH MAUMEHTH. BAAronpUATHA €PEKTH OT
TepanuaTa ¢ UMKIOCMOPUH ca HabmoaasaHy npu peanua 3abosaBaHus ¢ Roka3aHa WiTH
npeanonaracMa aBTOMMyHHa €THOJIOTHA.

[Teanarpuuna nonynaums: LinkiocnopuH e Aoxa3an CBOATa e(PUKACHOCT NpPH CTEPOHI-3aBHCUM
He(pO3CH CHHAPOM.

5.2 DapMaKoKHHETHYHH CBOKCTBA

Abcopbuns

Cnen nepopanHo npunaraHe Ha Sandimmun Neoral nukoBa njiasMeHa KOHLUEHTpALMA Ha
LIMKIIOCTIOPHH CE JOCTHIa B paMkuTe Ha 1-2 yaca. AGCOMIOTHATa nepopanHa OMOHATHYHOCT Ha
LIMKIOCTIOPHH cJIen npunarade Ha Sandimmun Neoral e 20 go 50%. Habmoznaea ce okono 13 1 33%
noHwxeHue Ha AUC u Cpax ipu npunarade Ha Sandimmun Neoral ¢ XpaHu ¢ BUCOKO CbABPKAHHE HA
Ma3HUHH. Bpb3kaTa MeXTy puaoxkeHara 1o3a ¥ excnosuuuara (AUC) Ha UMKJIOCNIOPHH € IMHEHHA B
paMKMTE Ha TepaneeTH4HUA No308 HHTepBal. Bapuabunnoctra Ha AUC H Crax MEKIY OTACITHUTE
WHOMBHIM ¥ Ta3¥ TIPH €AHH M Chilld HHaWBKA e npubnusurendo 10-20%. Sandimmun Neoral pasteop
H MEKHTE XKeJaTUHOBH KaIICYJIH ¢a OMOCKBHBAJICHTHH,

[punaranero Ha Sandimmun Neoral poau 10 59% no-Bucoka Crax ¥ pubnusnTenHo 29% no-pucoka
6HOHAIMYHOCT OTKONKOoTO Sandimmun. HaiuyHKWTE JaHHH NOKa3BaT CIEAHOTO: NPH IpeMHHaBaHe 1:1

oT Sandimmun MeKH >KeIaTHHOBH KancyJid kbM Sandimmun Neoral MekH KenaTHHOBH KarCyJiH, HaK-
HHCKMTE KOHUEHTPALMH B Lf/a KPhB ca CpaBHHMH U Ce 3ama3Bar B XKenaHHUs TepaneBTHUCH HHTEPBAal.
[Mpunaranero Ha Sandimmun Neoral noenuaga 61aronpHATHO IMHEAHOCTTA Ha €KCTIO3HUMATA HA
muknocnopud (AUCs). Toit npeanara no-noctosHeH npodui Ha abcopbuus, KOHTO ce BUsAE I10-
MAJIKO OT MPHEMA Ha XPaHA WM OT PHTbMA Ha JACHA 3a pa3nuka oT Sandimmun.

Pa3npeneneHue

L{uKkiocnopHH ce pasnpenens B roisMa crenes H3sbH 00eMa Ha UMPKyTHpallaTa KpbB, C NPUBHIAECH
o6eM Ha pasnpeaenenne ot 3,5 I/kg. B kpbpBTa 33 10 47% e Hanudex B ruiasMara, 4 1o 9% s
muMbouuTHTE, 5 10 12% B rpaHynouuTuTe H 41 10 58% B epHTpoUMTHTE. B nutasMara
npubnusurenHo 90% e cBbp3aH ¢ MPOTEHHHTE, NPEAHUMHO C JIUTIONPOTCHHHUTE.

buoTtpancdopmaung
LiukiocnopyH ce MeTabonM3upa B roiimMa CTeneH A0 NPHOIU3NTENHO 15 MmeTabon
ce OChLIECTBABA FJIaBHO B uepHua npob upes uproxpoM P450 3A4 (CYP3A4) u g
MeTabonu3MpaHe BKIIOYBA MOHO- H AMXHApPOKCHAUpaHe H N-AeMETHIHpaHe Ha
OT MOJIeKyJ1aTa. Bcuuku naeHTHUUMpaHn MeTaboMMTH ChABPXKAT LWJIOCTHATA
HAa OCHOBHOTO BELLECTBO, HAKOH NPHUTEXKABAT cllaba HMYHOCYTNPECHBHA aKTHBH

Ta3K Ha HEMPOMEHEHOTO BELIECTBO).
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EnumMuHHUpaHe
EJTMMHHHpaHETO € NpeAHMHO upe3 JU1bYKaTa, €/18a 6% OT nepopanHara 2103a ce eKCKpeTHpa B

HHata ¥ camo 0,1% OT eKCKpPETHPAHOTO B YPHHATA € B HEIIPOMEHEH BHJ.
Yp

JTaHHUTE 38 KpaliHHa MONY>KHBOT Ca NMPOTHBOPEUYMBH M Ca B MpsAKa 3aBUCHMOCT OT METO/a Ha
M3cneABaHe M TapreTHara nomynauus. KpaliHuaT nonyskusot Bapupa ot 6,3 yaca npM 3/paBu
no6posonum a0 20,4 yaca NpH NALMEHTH € TEKKO YEPHOAPOOHO 3abonsaBaHe (BXK. ToUkH 4.2 U 4.4).
EAMMHMHALIMOHHHAT MOTYKHBOT NpH 6H0peYHO TPAHCILTAKTHPAHH NALMEHTH € NPHOAHIUTENIHO

11 yaca, ¢ HHTepBaa MexXay 4 U 25 yaca.

CneumanHy nonyiauuu
Iayuenmu ¢ 6vbOpeuno yspedcoane

B npoyusaHe, nposeaeHO NpH NALMEHTH C TEPMUHAIHA OBOpEYHA HEJOCTATEUHOCT, CHCTEMHHST
KJIMPBHC € NPHOJIN3UTEITHO ABE TPETH OT CPEIAHHA CHCTEMEH KNHMPBHC MPH MALMCHTHTE ¢ HOpMATHA
6u6peuna dpynxums. [o-manko ot 1% oT npunoxeHarta 103a MOXe 1a Obae OTCTpaHEeHa Ype3
auanuaa.

Hayuenmu ¢ uepHoOpobHO yepexcoane
Moxxke na ce Habmoaasa 2 10 3 METH NOBHILIABaHE HA EKCIIO3HLMATA HA LIMKIOCIIOPHH NMPH MALMEHTH C

yepHOAPOoOHO YBpeKaane, B npoyusaHe npy MALMEHTH ¢ TEXKA CTENEH Ha YePHOAPOOHO yBperkaaHe,
¢ 6vonCHYHO A0Ka3aHa LMpo3a, KpalHUAT nomyxuBoT € 20,4 yaca (MutepBan Mexay 10,8 no
48.0 yaca) cnpaMo 7,4 no 11,0 yaca npu 3apaBu HHAHUBHM.

[leanaTpu4Ha MOMYJIALHA

dapMaKOKMHETHYHMTE AaHHH OT npwioxeHHeTo Ha Sandimmun Neoral uin Sandimmun npu
neHaTpHYHy NaUMEeHTH ca MHOTO orpaHi4eHd. I1pu 15 6b0peviHo-TpaHCTUIAaHTHPaHH MALMEHTH Ha
pb3pact 3-16 roaMHH, KIHPBHCHT Ha LMKIIOCNOPHH OT LANA KPBB Cllel HHTPABEHO3HO [IPUIIOKEHUE Ha
Sandimmun ¢ 10,6+3,7 mI/min/kg (onpenenen upes: Cyclo-trac cneupgHrueH HIMYHOCH3UMEH METOA).
B npoyusasne npu 7 650peyHO TpaHCIVIAHTHPAHH NAUMEHTH Ha Bb3pacT 2-16 FOAHHH KIHPBHCHT HA
uHKIoCTIopyH Bapupa ot 9,8 po 15,5 ml/min/kg. [Ipu 9 yepHoapoOHO TpaHCIIAHTHPaHH NALMEHTH HA
BE3pacT 0,65-6 roguuu KMpbHCHT € 9,3+5,4 mi/min/kg (onpeaened upes: HPLC meton). Hpu
CpaBHEHHE ¢ Bb3PACTHU TPAHCIUIAHTHPAHHM NALMEHTH, PasfiukaTa B OMOHATHYHOCTTA MEKTY
Sandimmun Neoral u Sandimmun npu aeua e cpaBHUMa ¢ TasH, HaOIOAaBaHa NPK Bb3PACTHH.

5.3 IlpeaxnHHHYHH JaHEH 32 6€30NaCHOCT

HuknocnopyH He NoKa3ssa JOKa3aTeNcTsa 3a TEPATOr¢HHH €(PEKTH MPH TLTBXOBE H 3aHLY MPH
nepopanHo npunoxenye (10 300 mg/kg nHesHo). LinknocnopuH e eMOpHO- 1 PETOTOKCHUEH, KOETO
ce M0Ka3Ba OT HAMAIEHOTO TErJI0 HA TUI0Ja M CBBP3aHOTO ¢ HEro H30CTaBaHE B CKEJIETHOTO Pa3BUTHE.
Hupara 6e3 nabmogasan edekr (no observed effect level, NOEL) ca noa MmakcuManHarta
npenopbYMTEnHa Jo3a npu xopa (MRHD) 853 ocHoBa Ha TenecHaTa nosspxHocT (BSA). llpn
6peMeHHH TUTHXOBE, KOMTO MOTy4aBaT LIMKIOCNOPHH 6 1 12 mg/kg nHeBHO MHTpaBeHO3HO (Moa
MRHD BB3 ocHoBa Ha BSA), deTycHTe ca ¢ noBHUllIeHa YECTOTA HA MOABA Ha BEHTPHKY1apeH

cenTaleH ge(exT.

B nBe myGaMKyBaHH U3CAEAOBATENCKH IPOYYBAHNA, 321K HA Bb3pacT 10 35 ceAMULIN, H3JIOXKEHH Ha
LUKJIOCTIOPHH in utero (10 mg/kg AHEBHO MOAKOKHO) Ca MOKA3a/IM NoHwKeH Opoil Ha HedpoHHuTe,
6b6peuna xunepTpodus, CHCTEMHa XHNIEPTOHHA U NporpeckBHa 650peyHa HeA0CTaTBYHOCT. Tesn
HaXO/JKH He ¢a OMJIH YCTAHOBEHM NPH APYTH BUAOBE U TAXHATA BATMAHOCT NpHY XOpa € HEU3BECTHA.

B npoyuBaHe 3a Neph- W NIOCTHATAITHO Pa3BMTHE NPH [UTbXOBE UMKIOCTIOPHH NoBHIaBRARenw¥idin .
MMIUTAHTALMOHHATA CMBPTHOCT Ha TIOTOMCTBOTO M BOAM A0 NOHIKEHO HaAiaBaHe HY/fgycorlOn

TEro Ha OLENENUTE MANKH NpPH Hali-Bucoka no3a 45 mg/kg anesHo. NOEL e non MREL) soptxeh
Ha BSA VX
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[Tpu npoyupane 3a GepTIWIMTETA NPH IUTBXOBE HE Ca HAOMIOAABaHH HEXeNlaHH eeKTH BbpPXY
dbepTraHTeTa M penpoaykTHBHOCTTA A0 15 mg/kg aHesHo (nog MRHD Bb3 ocrosa Ha BSA) npu
MBKKH H KEHCKH IUTBXOBE.

L{MKAOCTIOpHH € NPOYHBAH B PEAMLA N Vilro W in vivo N3CNeBaHUA 33 FeHOTOKCHYHOCT §e3 AaHHH 3a
KNMHUYHO 3Ha4YMM MYTareHeH roTeHLHan.

[Tpoy4BaHHs 33 KAHLEPOreHHOCT Ca MPOBEAEHH NPH MBXXKH U XEHCKH TUTbXOBE H MHILKH. B

78-ce IMMYHO TMPOYYBAHE NPH MULUKM, MpH 03H OT 1, 4 1 16 mg/kg NHEBHO Ca OTKPUTH
AOKA3aTe/ICTBA 3a CTATHCTUYECKH 3HAYHMO MOBHilleHKe Ha TAMGBOLMTHH THMPOMH NPH KEHCKUTE
eK3eMILTAPH, @ 4eCTOTaTa Ha XENaToueayiapHHA KapLUMHOM NPH CPEAHATE AO3HPOBKH NPH MBKKHTE
3HAYUTESIHO HA/IBHIIIABA KOHTPOJIHATA CTOHHOCT. B 24-ceAMHYHO NpOy4BaHE NPH ILTbXOBE,
nposesacHo ¢ a03u oT 0,5, 2 u 8 mg/kg nHesHO, NMpU HUCKKTE NO3WPOBKH, NOABaTa HA a[ICHOMH Ha
OCTPOBHMTE KJIETKM B NIAHKpeaca 3HaYMTENHO HA/BUILABA KOHTPOIHATA CTOMHOCT.
XenaTouemyJapHUTe KAPLUMHOMH U aJIcHOMH Ha OCTPOBHHTE KJIETKH Ha MaHKpeaca He ca Dunm
N0303aBHCHMM.

6. DAPMAIEBTHYHH JAHHH

6.1 CnrchK HA NOMOIIHHMTE BellleCTBA

Sandimmun Neoral 25 mg meku kancynu

CoabpXKaHWE Ha KancyJara

Anga-Tokogepon

Eranon, 0e3roneH

[IporutneHr IMKON

3BbpHEHN MaCTHHU-MOHO-IH-TPHITIHLIEPHIH

MakpororiMUeponioB XuapokcUcTeapar / MoinHoKcui 40 xuaporeHHpaHo PUUMHOBO Mac/Io

OOBHBKa HA KalCcyJaTa
XKenesen oxcun uepeH (E172)
Tutaunes auokcua (E171)
I'auuepon 85%
[TponUNEHrIUKON

KenaTtus

Hannwe

Kapmunosa kucenuna (E120)

AyMHHHEB XJIOPH]I X€KCaxuapar

Hatpuep XxuapoKCcHA

[TponKIEeHITIHKOI

Xunpomenosa / XuapOKCHIIPOITHI METHILIENY103a 2910
Hsonponanon / U3onponunos ankoxon

Sandimmun Neoral 50 mg MekH KancyJu

CoabpxKaHUE Ha Kancynara

Anda-rokodepon

ETaHon, 6e3soacH

IIponuneHrnukon

3LpHEHH MaCTHH-MOHO-IK-TPUIJIHLIEPHIH

MakpororiMuepooB XHapoKcueTeapat / nosMokcii 40 XuAporeHHpaso pHLIMHO

OOBHBKa HA KAICY4Ta
Turauuer guoxkcua (E171)

"mauepon 85%
[IponuneHrnHKon
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Kenartun

Hannuc
Kapmunopa xuceauna (E120)

ANTyMHHHUEB XJIOPHJ XEKCaxXuApaT

Hatpyer XxuapoKcH
[IponwneHraukon
Xunpomenosa / XHAPOKCHIPOIIWIT MeTHILUETY 032 2910

Hsonponanon / U3onponunos ankoxoJ

6.2 HecbBMECTHMOCTR

Henpunoxumo

6.3 Cpoxk na roguocr

2 TOOHUHH

6.4 CHoeunanHH YCJI0BHA HA CHXPaHEHHE

ITa He ce cbxpausBa Han 25°C. Jla ce cbxpaHsiBa B OpUTHHAIHATA ONAKOBKA, 33 A4 C¢ NpeAnasH ot
gnara. [losuinenns Ha Temneparypara a0 30°C B Npoab/DKEHHE HA MAKCUMYM 3 Mecelia He OKa3Bar
BIIMSIHUE BBPXY KayecTBOTO Ha npoaykra. Kancyaure Sandimmun Neoral Tpabsa na 6naar octaBeHH
B GaMcTepHaTa onakoBka A0 ynorpebara um. [Ipu orapsaHe Ha bnncTepa ce ycellla XapakTepHa
MHUpH3Ma. TOBa € HOPMAJTHO U HE O3HAYABA, Y€ HEUIO HE e Hape[ C KalcyJaTa.

6.5 BHA H ¢bALPKAHHE HA ONAKOBKATA

BiucTepHH ONMAKOBKH € ATyMHHUH OT JIBETE CTPaHH, CBCTOALLH C€ OT
nonuamug/arymMuaui/nomusuHunxnopua (PA/AL/PVC) or nonxara ctpaHa u aryMHHHEBO (OTHO OT
rOpHAaTa CTpaHa.

Sandimmun Neoral 25 mg u 50 mg Meku kancysu

Onakoska ¢ 50 MEKH KancyJu

He BcvuKkM BUAOBE ONMAKOBKH MOraT Aa ObAaT IMyCHATH Ha nasapa.

6.6 Cnenuajiun ODpeANaiHH MEPKH NPH H3XBbPJIsSHE

HsaMma crielariHi H3UCKBaHUA.

Hen3non3BaHUAT NeKapcTBEH NPOAYKT WIH OTNaAbUHHTE MATEPHANH OT Hero Tpabea Ja ce U3XBBpAT

B ChOTBETCTBUE C MCCTHHTC H3IHCKBAHHA.

7. TIPHTEXATEJI HA PABPEIIEHHETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

WUpnanaus
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEDBA

Sandimmun Neoral 25 mg - 20010481
Sandimmun Neoral 50 mg - 20010482

9. JATA HA IThPBO PA3BPEIIABAHE/TIOAHOBABAHE HA PAPELLEHUETO 3A
YIIOTPEBA

Hata Ha mepBO paspewmasare: 21 roHu 1994 T,
Hata Ha nocaenHo nogHoeasane: 21 anpun 2011 r.

10. JATA HA AKTYAJM3UPAHE HA TEKCTA

Moapobxa nHopMauns 3a TO3H JEKAPCTBEH NMPOAYKT € MpelocTaBeHa Ha yebcaiita Ha M3nmbnHuTeNnHa
areHLys no Jekapcreara www.bda.bg
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