KPATKA XAPAKTEPUCTHUKA HA TTPOJAYKTA



1. MME HA JIEKAPCTBEHUS [TPOLYKT MANLAHWTENHA ATEHUWS 11O NEKAPCTBATA

Kparmka xapaKmepucimuka Ha NpogyKma ﬂ7bme~ue 1

CanauMyH Heopan 25 mg MekH Kancyiu y G /Y
CanaumyH Heopan 50 mg MekH Kancysu KuM Poa. Ne 4’!00/“’3}/ ..... -7/ .............

Paspewerie Ne
Sandimmun Neoral 25 mg soft capsules i & §J¥Yo ~ / , 27 -07- 013

Sandimmun Neoral 50 mg soft capsules | BG/MA/MP - 7.

2. KAYECTBEH U KOJIHYECTBEH CBCTAB

Beska kancyna Sandimmun Neoral 25 mg ceabpixa 25 mg 1IHKIOCTIOPHH.

[ IoMOIIHY BEIIECTBE C H3BECTHO AEHCTRHUE;

Eranon: 25 mg/kancyna. Sandimmun Neoral Meku kancym ceabpxat 11,8% o/o eranon (9,4% m/0).
[TponuneHrimkon: 46,42 mg/kancyna.

Makporoarauneponos xuapokcucreapat / [Monuokcun 40 XuaApOreHUpaHoO PHUHHOBO Macio:

101,25 mg/xancyna.

Beska xancyna Sandimmun Neoral 50 mg cpabpxa 50 mg LHKIOCTOPHH.

IToMOIIHY BELIECTBA ¢ U3BECTHO ASHCTBHE:
Etanon: 50 mg/karncymna. Sandimmun Neoral mexku xancynu ceappxat 11,8% o/o eranon (9,4% m/0).

[lporunenrnukon: 90,36 mg/ kancyna.
Makporonrarueponoe xuapokcucreapar / [Tomwokcun 40 XyaporeHHpaHo pULMHOBO MACIIO:
202,5 mg/kancyna.

3a ITbJIHHA CMMHACHK HA [IOMOIIHUTE BellleCTRa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
Mekwu kancynu

Sandimmun Neoral 25 mg - CiHBO-CHBA, OBAIHA, MEKA >KEATHHOBA KaNCyJa, ¢ HAAMKC B YEPBEHO
“NVR 25mg”.

Sandimmun Neoral 50 mg - XKba10-05114, IPOABITOBaTA, MEKA KENATHHOBA Kancy/a, C HaJIlIKC B
yepBeHo “NVR 50mg”.

4, KJIMHUYHHU JAHHH

4.1 TepaneBTHYHK NOKA3aHHHA

ITokazanus B 001aCTTA HA TPAHCIUTAHTALIUATA

Tpancnranmayun Ha COMUOHYU Op2aHil
[IpenoTBpatsiBaHe Ha peakiuus Ha OTXBLPIIAHE HAa NPHCAAKATa CNEH TPAHCIUIAHTALMSA HAa CONUIHM
OpraHH.

Jleuenune Ha peakiisi Ha KNETBYHO OTXBBPJISTHE Ha MMPHCAIKATA [IPH [IALIMEHTH, PUEMAILH APYTH
HMYHOCYTNIPECHPALLIH CPeICTBA.

Ipancnranmayus Ha KoCMex MO3bK
[lpenoTBpaTsBaHe Ha PEAKUMATA HA OTXBBPALHE HA TIPHCAIKATA CJie] AA0reHHA KOCTHOMOIbYHA
TPaHCIUIAHTAllA WIH TPAHCIUIAHTALMA HA CTBOJIOBH KJIETKH.

[TpodiiiakTika Wy neyeHre Ha GonecTTa, MPEAM3BHKAHA OT PEAKIMATA HA IPHC
npueMarens (graft versus host disease - GVHD).




[loka3zaHua H3BLH OBNACTTA HA TPAHCIIAHTAIIUATA

Enodozcenen yeeum

Jleuenue Ha 3acTpalraBaul 3peHHETO HHTEPMETHEPEH WIH 3a1€H YBEHT OT HEMH(PEKIMO3EH IPOH3X0
MPH MALHEHTH, MIPH KOUTO KOHBEHLIMOHAIHATA Tepanud € Oia HeycrneluHa WIH € NpeAu3BHKala
HENIPHEMITUBH HEXENIAHHN PeaKLUU.

JledyeHue Ha yBEHT Npy 6os1ecT Ha bextueT ¢ pellnANBHpallK Bb3NANUTENIHH PEAKLHH, 3acATallH
peTHHATA MPH NMALHEHTH 0€3 HEBPOJIOrHMHH NPOSBH.

Heghposzen cunopom

CTepoHI-3aBUCHM W CTEPOHI-PE3UCTEHTEH HE(PO3eH CHHAPOM, BCIEICTBHE [ThPBUYHH IJIOMEPYJIHHA
3a0ongBaHHs KaTo Hed)ponaTHA ¢ MUHUMAJIHY H3MEHEHUS, GOKanHa U CerMEHTHA MIOMEPYIIOCKIIepo3a
HITH MeMOpaHO3€eH rnoMepyIoHedpuT.

Sandimmun Neoral MOxe Aa ce H3NON3BA 33 HHOYKLHS ¥ NOLABPKaHe Ha peMucus. Moxe ia ce
H3M0138a CBLIO TaKa 32 IIOJIbPKaHE Ha CTEPOUA-UHAYLIHPaHa PEMHCHS, TIO3BOIABAHKH CITHpaHe Ha
KOPTUKOCTEPOHAHTE.

Peemamouden apmpum
JledeHHe Ha TEXBK, aKTHBEH PEBMATOUIECH apTPHT.

Hecopuazuc
JleueHHE Ha TEKBK NCOPHA3HC NTPH MALMEHTH, MPH KOMTO KOHBEHIIMOHANHATA TEpanus €
Henoaxonaua uinH 6e3 edexr.

Amonuven depmamum
Sandimmun Neoral e noka3zaH Mpu NanHeHTH ¢ TEXBK ATOMMMYEH JCPMaTHT, IPH KOUTO € HEOOX0AMMA

CUCTEMHA Tepanus.

4.2 Jlo3dpoBKa M HAYHH HA OPHIOKEHHE

Ho3upoerka
[IpHniokeHUTE CXEMH 3a MIEPOPATHO NPHAOKEHHE Ca CaMO HacOYBaIIlM.

JiHeBHaTa 1o3a Ha Sandimmun Neoral TpsOBa Aa ce pa3fieNly Ha [1Ba OTACJIHHW NIPpHEMa, pasnpe/eNicHH
Ha paBHU MHTEPBaNW npes AeHd. Ilpenopbusa ce Ja HMa NocneaoBaTeiHa CXeMa Ha IPWIaraHe Ha
Sandimmun Neoral no oTHOImEHKE Ha BPEMETO OT JICHS M BPB3KaTa C XpaHEHETO.

Sandimmun Neoral Tpabsa 1a ce npeANKCcBa ¢aMo OT, UITH B TACHA Kosabopalus ¢, IeKap C OHT B
MMYHOCYITPECHBHATA TEPANNA W/ UJIH OpraHHATa TPAHCILIaHTALIHA.

T pancnaanmayun

Tpancnranmayus Ha CORUOHU OPeaNi

JleyenneTo cue Sandimmun Neoral Tpsafea na ce 3amoune B pamkuTe Ha 12 qaca nNpeaM olepauunTa B
no3a ot 10 no 15 mg/kg, pasneneHa Ha 2 mpuema. Tazu 1o3a TpsbBa 1a ce MOATLPXKA KATO THEBHA
7032 B NPOABDKEHHE Ha | 10 2 ceIMULIM Clie OfepaLiMiTa, KaTo MMOCTENECHHO C¢ HaMalsBa B
CbOTBETCTBHE C IUIa3MEHMTE HHBA, B CbOTBETCTBHUE C JIOKATHNA HMYHOCYNPECHBEH NTPOTOKOI 10
JAOCTHTaHE Ha NMPENOPbYHTENHATa NOATEPXKAaIIA 1032 OT 0k0J0 2 A0 6 mg/kg, npuNoXeHa B 2 OT/ECIHH
TIPUEMA.

Koraro Sandimmun Neoral ce npunara ¢ Apyru UMyHOCYNpecopH (Hanp. KOPTUKOCTEPOKIH HITH KaTo
YacT OT TPOHHA WIM YE€TBOPHA JIEKapCTBEHA Tepanua), MOXKE 113 Ce MpWiara B II0-HHCKH 034 (Hamp. 3
1o 6 mg/kg, npunoxeHn B 2 OTIEIHH NPUEMA NPH 3aNOMBAHE HA NIEYEHHETO).

Tpancnranmayua HQ KOCMeH MOZbK
Hauannara nosa Tpadea na ce nane B AeHS Npeid TpaHCIUIAHTaLMATA. B nopeyer
Ce MpEeAnoYuTa MpUIaraHero Ha Sandimmun KOHLIEHTPAT 3a HHY3HOHEH pa3TB



IIpenoppynTennara uHTpaBeHO3HA A03a € 3 10 5 mg/kg/nen. Mudy3uara npoqkpKasa B ChIIATa 1033
N0 BpEME Ha HEMOCPEACTBCHHA HOCTTPAHCIIAHTALIMOHEH NMEPHOL A0 2 CEAMHLIH CIIS
TPAaHCIUIAHTALIMATA, MPENH /1a Ce MPEMHHE KbM TMepopaiHa Mmo/nbpkala Tepanus ¢be Sandimmun
Neoral B aAHeBHa no3a oT oxoJ0 12,5 mg/kg, npunoxkeHa B 2 OTJCIHE pUEMa.

[TonaspaxauioTo geyenue TpAOBA Na IPOABIKH NTOHE 3 Mecena (32 npeanoduTane 6 Meceua) npeau
J103aTa MOCTENEHHO 3 c€ HAMAJIK 00 HyNa, | roauHa ciea TpaHCIIaHTallHATA.

AKO MIPH 3a[10YBaHe Ha JleueHUeTo ce npwiara Sandimmun Neoral, npenopbyuTeHaTa JHERHA 1032 €
12,5 po 15 mg/kg, npunoxeHa B 2 OTOENHM NIPHEMA, KaTO CE 3aro4sa B A€HA [IPeay
TPAHCIUIAHTALHATA.

Moske A2 ce HaOKH NpUNaraHeTo Ha No-BucokK 103d Sandimmun Neoral unu npuiaraHe Ha
HHTPaBEHO3HO JIeueHHe Cbe Sandimmun MpH HaJiduKke Ha CTOMAIIHO-YPEBHH HAPYILIEHHS, KOHTO
MOraT a HaMaJIAT abcopOImnaTa.

IIpH HAKOW MALKMEHTH Che)| CIMpaHe Ha JIEYEHHETO C MKIOCHOpHH Moxe Aa Bb3HukHe GVHD, Ho
OOHMKHOBEHO C¢ ITOBIIKABA ONarompHATHO Clie)l NOAHOBIBaHe Ha leyeHreTo. B Takuea ciyyau
ITBPBOHAYANHO CE MIpUIara nepopaiHO HaropapBaina Ao3a ot 10 go 12,5 mg/kg, cnex koeTo ce
MpHUIara NoAXbpXailaTa A03a, KOATO npeau ToBa € 6una ¢ 1o6sp edekr. [1pH nedenne Ha neka
xpoHnyna GVHD T1ps6Ba na ce npunarat HuckH 1034 Sandimmun Neoral.

LHoxazanua usevn obracmma Ha mpancnraHmayuama
Korato Sandimmun Neoral ce H3ron3Ba nopaal HAKOE OT YCTaHOBEHHTE MOKA3aHWs H3BBH 001acTTa
Ha TPAHCILTaHTaLMsATa, TpAOBa /1a ce CIIeABaT CIeqHUTE OOIH TpaBHIa;

[Tpenu 3anoysane Ha JiedeHHETO TPAOBa NOHE ABYKPATHO Ja C€ HalpaBy OLICHKA HA M3XOMHATA
ObOpeuna ¢pynkung. M3uncmenara ckopoct Ha roMepyisa ¢punrpaums (€eGFR), v3uucnena 1o
¢Qopmynata MDRD, Moxe na ce W3no/I3Ba 3a olieHKa Ha OnOpeunara ¢pyHKIHS PA Bb3PACTHH
NAlHEHTH, a CbOTBETHATA MOAXOAAIIA (GopMyna 3a Aelia TpAOBa Aa ce H3IIOI3BA 3a olieHka Ha eGFR
TIpH NeAMATPHYHM NaieHTH. Thit kato Sandimmun Neoral Moxke Aa yepean 6s6pedHara GpyHKLHA, €
HeOOXOAHMO YECTO J1a ce NpaBH OLieHKa Ha 6sOpeuHata GyHxuma. Ako eGFR ce MOHWXKH ¢ NoBeye oT
25% cnpaMo M3XO0AHATA CTOHHOCT MPH NOBEYE OT SAHO U3MEpBaHe, 1o3aTa Ha Sandimmun Neoral
TpAOBa Aa ce HamanH ¢ 25 o 50%. Ako noHmwxkeHHeTo Ha eGFR cnpsMo H3XoaHara CTOHHOCT € Hall
35%, Tpabpa na ce Ma NMpeABH MO-HATATHIUHO HaMaIABaHe Ha Jo3ata Ha Sandimmun Neoral.
[IpenopexuTe ca BaHOHH, AOPH KOFaTO CTOMHOCTHTE NPH CHOTBETHHA MTALIMEHT Ca B PAMKHTE Ha
HOPMAJIHKTE NabopaTOpHU CTORHOCTH. AKO HAMAISBAHETO HA /103aTa HE AOBEAE A0 NOAOOPEeHHE Ha
eGFR B paMkuTe Ha eguH Mecel, neueHuero cve Sandimmun Neoral Tpgbea Ja ce npeycTaHoBH (BXK,
TOUKa 4.4).

HeobxoanMo e pefoBHO npociiegBaHe Ha KPbBHOTO HaJIAraHe.

IIpenopbysa ce onpenenaHe Ha OMTHPYOHHA 1 HA OCTAHANKMTE OKA3aTENM 3a OLICHKA Ha
YepHOAPOOHaTa yHKUMA MpeAH 3aloYBaHe HA JIEYCHHETO, KAKTO H BHHMATEIIHOTO HM MPOCIEaABAHE
10 BpeMe Ha JiedeHHeTo. IIpernoppuBa ce ChILO Taka ONPEASNSIHE HA CEPYMHBUTE JIMIMAIH, HUBOTO Ha
KAJIMH, Marde3uit 1 NMKOYHA KUCEAHHA, NIPE/IM 3AII0YBAHE HA JIEYEHHETO W NEPUOIHYHO N0 BPEME HA
NCYCHHETO.,

Moxe na ce HaloXH M3BBHPEIHO ITPOCIeAIBaHe Ha HUBOTO Ha LIMKJIOCTIOPHH B KPBBTA NP
MPHNAraHeTo MY NPH NMOKa3aHuA U3BbH 00ACTTa HA TPAHCIIAHTALIMATA, HANp. MPY MPUIAraHe Ha
Sandimmun Neoral eAHOBpeMEHHO ¢ BEIIECTBA, KOHTO MOTAT Ja MOBIHAAT (apMAKOKMHETHKATa Ha
LMKJIOCIIOPHH WM B Cly4aii Ha HeoOHYaeH KNMHWYEH OTroBOp (HAIIP. JTUINICA HA €PUKACHOCT MIH
NOBHIIEHA JIEKAPCTBEHA HEMOHOCHMOCT, KaTO HarlpuMep 0b0peuna auchyHKUys).

OOHYaHHHAT HAYHH Ha NPUIOKEHHUE € MPE3 ycTaTa. AKO C& W3M0J3Ba KOHLIEHTpaT 3
paszTBOp, TpAOBA Na c& BHUMABa J1a C& OCHI'YPH ITPUJIAraHeTO Ha afieKBaTHA HHTPAB



J1a CHOTBETCTBA Ha nepopanHara f1o03a. Ilpenopreysa ce KOHCYATALHMA C IeKap ¢ OMUT B IPHITAraHEeTo
HA LWKJIOCTIOPHH.

C M3KJIIOYEHUE HA TALIHEHTHTE CHC 3aCTPALIABAIL 3PSHHETO €HIOTEHEH YBEHT H AeLaTa ¢ HepoieH
CHHAPOM, 001llaTa AHEeBHA 1032 He TpA0Ba HHKOra Ja npeBHiuaBa 5 mg/kg.

3a noIbpKanio NeyeHUe Hal-HUCcKaTa eeKTHBHA M 1oGpe MOHOCHMa 4032 TpAOBA Aa ce onpeaeny
UHAUBUIYAJTHO.

[1py matieHTH, IpU KOKWTO 32 oNpe/iesieH NEPHOA 0T BpeMe (3a ITo-KOHKpeTHa HHPOPMALUs] BUXKTE TI0-
IOy } HE C€ NOCTUTHE 33A0BOJTUTENEH OTTOBOD WK e(peKTHBHATA 034 HE & CBBMECTHMA ¢
YCTaHOBEHUTE NPEeNophkH 3a 6e30MacHOCT, eyeHueTo ¢b¢ Sandimmun Neoral Tpabsa aa ce cripe.

Enoocenen yseum

IIbpBoHayanHo ce mpenopbuBat 5 mg/kg NHEBHO NMEPOPANHO, Pa3AencHH B 2 IpHeMa, JOKaTo ce
IIOCTHIHE PEMHCHS Ba aKTHBHOTO Bb3NAlCHUE Ha yBeATa M noo0peHue Ha 3pUTENHATa ocTpoTa. [1pH
pedPaKTEPHY CITyuaH J03aTa MOXKe J1a ce MoBUIuM 10 7 mg/kg NHEBHO 33 OrpaHHMEH NEPHOL OT
BpeMe.

3a MOCTHIaHE Ha HAYaJIHA PEMUCHS WITH 3a HEYTPAIM3UPaHe Ha €NH300M Ha OYHO Bb3MNATCHHE MOXKE
Na ¢e mpunara AOMbAHUTEIHO CUCTEMHO KOPTHKOCTEPOMIHO JieueHHe ¢ AHEBHH 1034 oT 0,2 110

0,6 mg/kg NnpeHN30H WK HETOB CKBHBAJICHT, KO CAMOCTOATEHOTO NPpHIOKEHHe Ha Sandimmun
Neoral He Boay 10 3300BOAUTENEH KOHTPO Ha cheTosiHneTo. Chen 3 Mecena Jio3aTa Ha
KOPTHKOCTEPOHIAHTE MOXKE J1a C& HAMAJIM 10 Hali-HUCKaTa €(heKTHRHA 034,

3a MOANBPKALIO JISUEHUE A03aTa TpAOBa GABHO /1a e HAMAITH 0 MUHHMAIIHOTO €(PEKTHBHO HUBO,
KO€TO BBB ()a3HTe Ha peMHCHA He TpAOBa Jia HaJBHIIaBa 5 mg/kg JHEBHO.

TpadBa na ce M3kmoOyaT HHPEKIMO3HH NPUYHHUTEM HA YBEHT Npeau yrnorpedaTta Ha
UMYHOCYTIPECOPH.

Hegpozen cundpom
3a nocTuraHe Ha peMUCHs IIPENOPLYMTE/HATA JHEBHA 1032 Ce pa3ielii B 2 ICPOPajHU IIpHeEMa.

AKko ObOpeyHaTa GyHKLKA € HOpMaJTHA (C M3KIIIOYEHHE HA IPOTEHHYPHSI), NPENOPBUHTENHATA AHEBHA
1034 € CIeAHATa:

- Bb3pacTHHU: 5 mg/kg

- Jeua: 6 mg/kg

IIpH nanxeHTH ¢ Hapyesa 6bs0pedHa (hyHKUNS HauaJiHATa JI03a He TpAOBa 1a HajBMuIaBa 2,5 mg/kg
IHEBHO.

Kombunanusara or Sandimmun Neoral # HUCKH 1031 TIEpOpaTHH KOPTHKOCTEPOU/IHU Ce IIPENopLYBa
[TPH JIMIICA HA 33JJ0BONHTE/CH e(eKT OT CaMOCTOSTEIHOTO NpiIokeHre Ha Sandimmun Neoral,
OCOOEHO [IPH CTEPOUA-PE3UCTEHTHH TTALIHEHTH.

BpemeTo 3a GnaronpusTHo NOBNUsIBAHE Baprpa OT 3 A0 6 Mecela B 3aBUCHMOCT OT BH& Ha
riiomepynonaruara. [Ipu numnca Ha monoOpeHue clnea TO3H MepHOI OT BpeMe, JIEUEHHETO ChC
Sandimmun Neoral Tpabea aa ce crpe.

HO3UTE Ce ONpeaenaT HHAMBUAYAIHO cropel epuKacHOCTTa (NPOTeHHYpHA) M 6€30MaCHOCTTa, HO HE
TpaGBa fa HaaBuIIaRaT 5 mg/kg AHEBHO NPH BB3pacTHH H 6 mg/Kg AHEBHO NPH AeLa.

3a noanBEpKaLIo NeueHue 103aTa Tpsidea 6aBHO 1a ce peaylHpa 10 Hal-HHUCKOTO ede




Pesmamouden apmpum

[1pe3 mbpBHUTE 6 CEAMUUM OT JIEUSHUETO MPENOpPbUYUTENHATA A03a € 3 mg/Kg NTHEBHO MEPOPANHO,
pa3aencHH B ABa npHeMa. I1pu HenocTarbuecH e)eKT JHEBHATA 1032 MOXKE [ CE MOBHUIIIH [TOCTENEHHO,
J0 TpaHHLATA Ha MHAMBHMIYaIHATA NOHOCHMOCT, HO He TpsOBa Aa HajRMIaBa 5 mg/Kg. 3a nocTurane
Ha ONTHMAJTHA €(PEeKTHBHOCT MO A Ce HANOXKH 10 12-ceiMu4HO NedeHHe cbe Sandimmun Neoral.

3a NoAAbPKALIO JeYSHHE A03aTa TPAORA JIa ¢e THTPHpa CIIOPeA HHIUBUAYAIIHATA ITIOHOCHMOCT 10
HAN-HHACKOTO €()eKTUBHO HHURBO,

Sandimmun Neoral Moxke Aa ce KOMOHHHDA ¢ HUCKH A03H KOPTHKOCTEPONIH H/HWIH HeCTEPOHIHH
MPOTHBOBB3NANHTENHH JekapeTBeHH cpeactea (HCITBC) (Bx. Touka 4.4). Sandimmun Neoral moxe
Aa c& KOMOHHUPA U C HHCKH 103H METOTPEKCAT CEAMHYHO NPH MAlHEHTH, KOHTO HE €€ MOBIHABAT
A0CTAaTb4YHO OT CAMOCTOSITENHO MPUNIOMEHHE HA METOTPEKCAT, KaTO IThPBOHAYAIIHO C€ H3MON3BAT

2,5 mg/kg Sandimmun Neoral q1HeBHO, pa3aeneHd B 2 OTJENHM NPUEMA ¢ BB3MOXKHOCT 103aTa Jla ce
NIOBHIIH, aKO HHAWBHAYAJIHATA NOHOCHMOCT O3BOJISBA.

lIcopuasuc

Jleyenneto cbe Sandimmun Neoral TpsabBa 1a ce 3anoyHe OT NEKapH ¢ OMUT B AMATHOCTHUMPAHETO H
NeYeHHeTo Ha ncoprasuc. [Topaau pazHooGpasHeTo Ha TOBA ChCTOAHHE, IEUEHHETO TpAOBa 1a Obae
HHIOHBMYAIHO. 3a [TOCTHIAHE HA PEMUCHA MIPENOPbYHTE/IHATA HaYaHa J03a € 2,5 mg/kg nueBHO
MEPOPaATHO, pa3ie/icHa B 2 OTHCIHM npHeMa. AKO 40 1 Mecel He oceBa NoaodpeH1e, JTHEBHATA
0032 MOMKE IIOCTENEHHO Ja Ce NMOBHIIH, HO He TpAOBa aa Haasumiasa 5 mg/kg. Jleuenuero TpaAbBa na
CC [IPEYCTAHOBH NMPH MALMEHTH, NPY KOUTO KEJIAHOTO NMOBJIUABAHE HA [ICOPHATHYHHTE JIE3HH He Obae
MOCTHIHATO 3a 6 CeAMMITU ¢ 5 mg/kg NHEBHO WK edeKTHBHATa J03a HE € ChBMECTHMA C
H3MCKBaHHATA 3a Be3onacHoCT (BX. TouKa 4.4).

Hauanuu go3u or 5 mg/kg nHeBHO ca onpaBOaHK NPH NAlMEHTH, YHETO ChbCTORHHE H3HCKBA OBP30
nonoopeHne. Beausxk cie) KaTo ce MOCTHTHE 3310BONKTENEH eeKT, TepanusTa ¢kc Sandimmun
Neoral Moxe 1a ce npeycranoBy, a NpH cleABall, pelXIKB A2 ¢¢ H3non3ea oTHoBo Sandimmun Neoral
B NpeAMINHATA epeKTHRHA 103a. [IpH HAKOM HALMEHTH MOXE Aa CE HATTOXKH TIPOIBIIKUTENHA
OAABPXAIIA TEPAITHA.

3a NOARbIKALLO JIEYeHHE AO3IMTE TPAOBA 12 ¢e THTPUPAT HHAMBHAYAIHO 10 Hal-HUCKOTO €EKTHBHO
HHUBO, KaTo He TpAGBa na HanBHmaBar 5 mg/kg AHEBHO.

Amonuven oepmamum

Jleuenuero cec Sandimmun Neoral TpaGea aa ce 3anouHe OT JEKapH ¢ ONMT B AHATHOCTHLMPAHETO H
NIeYCHUETO Ha aTonmuieH AcpMmatut. [lopanu pazHoobpa3Hus XxapakTep Ha TOBA 3a00NsBaHE,
neyeHHETO TpabBa na 6bae nHaHBKAYanHO. [penoppunTeinara 103a Bapupa ot 2,5 a0 5 mg/kg
JHEBHO, paslpesesieHa B 2 OTAENHH NIEPOpaiHU npuema. AKO npH HayajiHa no3a ot 2,5 mg/kg nHeBHO
HE C¢ [TOCTUIHE 3aI0BOIMTENCH Pe3yJITaT B MPOXbIDKEHHE HA 2 CSAMHLM, JHEBHATA 1033 MOXe Obp30
Ja ce MOBHIIH 10 MakcHMYM 5 mg/kg. I1pH MHOTO TEXKH CIYYaH € MO-BEPOSTHO J1a Ce MOCTHIHE OBP3
M AICKBATEH KOHTPOJI Ha 3aD0NIABAHETO MPH HAaYaIHA J03a oT S mg/kg nHesHo. Cnen Kato ¢e
MOCTUTHE 3a0BONUTENCH eiekT, 1o3aTa TpAOBA MOCTENEHHO 1a ¢€¢ HAMaH U aKO € BE3MOXKHO,

Sandimmun Neoral na ce cnipe. Cneapati pelauB Moxe Aa 6be OBJIAAMH ¢ HOB TEPANeBTHHYEH KYpPC
¢bC Sandimmun Neoral.

He3aBHcHMO, 4e npy 8-ceAMHYHO JedeHHe MOXKe Ja ¢e NOCTUrHe alleKBaTHO MOBNUABAHE,
CbIIECTBYBAT JAHHU 33 e(PEKTHBHOCT U 100pa MOHOCHMOCT Ha TepanuATa 10 1 roauHa, NPH Clia3sBaHe
Ha PEMOPbKUTE 32 MOHUTOPHPAHE.

{Ipemunasane om Sandimmun nepopanna opma kom Sandimmun Neoral nepopanua g
Hanuyxure naneu nokaszsar, ye cneyl npeMHHasaHe 1:1 ot Sandimmun nepopaina &

Sandimmun Neoral nepopanxa popma, Hail-HECKHTE KOHLEHTPAIHH HA IUKIOCTIO
cpaBHUMM. [IpH MHOrO nanueHTH o6aye, MOXKE J1a HACTBIIAT [TO-BUCOKH MHKOBU
Y NOBHLLIEHA eKCMO3ULIHA Ha akTUBHOTO BelecTBO {(AUC). [pu marsk Opoii 11




ca Mo-u3pa3scHH ¥ MOXKE Aa UMAT KJIMHHYHO 3HadYeHue. OcBeH ToBa, abcopOLMATA HA LHUKITOCNIOPHH OT
Sandimmun Neoral nepoparHa gopMa ¢ N0-Manko BapuabuiiHa ¥ kOpeTauuaTa MEXIy Hal-HHCKHTE
KOHLIEHTPAUKH Ha LMKNOCIOPHH ¥ €KCTIO3KIMATA (B cCMHCH Ha AUC) € mo-CHITHa, B CPaBHEHHE ChC
Sandimmun niepopanna gopMa.

[Topanan BE3MOXHOCTTA 32 MOBHILIEHA eKCIIO3MIMA Ha LIMKJIOCTIOPHH NIPH NpeMUHaBane oT Sandimmun
nepopanHa popma kbM Sandimmun Neoral nepopanna dpopMma, TpaOBa Ja ce crna3sar CIETHHTE
[IpaBUIIA;

[Ipu TpaHcnIaHTUPaHH IALMEHTH TPAOBA 1a ¢e 3al0uHe ChC ChIINTe JHEBHU J03M Ha Sandimmun
Neoral nepopanna dopma, kakTo 1 Ha nped TOBA H3noa3saHua Sandimmun nepopanxa gopma. B
Ha4yaJIOTO HAW-HUCKATA KOHLEHTpALUs HA HUKJIOCTIOPKH B LAJ1a KPBB TPAOBA Ja C€ IPoCieay B
paMKHTE Ha 4 10 7 QHHM clel NpeMHEHapaHeTo KbM Sandimmun Neoral nepopanta ¢popma. OCBeH T0B3,
Mpes3 [IbPBUTE 2 Mecella Cliel MpeMrHaBaHeTo KbM Sandimmun Neoral nepopanHa gopMa ¢
HeOOXOIMMO Ja ¢e CIIeAAT KIHHHYHHUTE MapaMeTpH 3a Be30nacHocT, kato 6e0peuna dyHKuua 1
KPBBHO HuMrane. B cnyyai, ue Hal-HUCKHTE KPBBHH HHBA HA LIUKIIOCNIOPHH €3 M3BbH
TEpaneBTHYHUS UHTEPBAN H/WIH Bh3HUKHE BJIOLIABAHE HA [TApaMETPUTE 3a KIIMHUYHA OE30MacHOCT,
Ao3ara TpsadBa 1a ce aJanTupa B ChOTBETCTBHE ¢ TORA.

[1py nauMeHTH, IEKYBaHH 3a 110KA3aHHS H3BBH 00/1aCTTa Ha TPaHCILTAaHTALUHATa, Sandimmun Neoral
nepopainza gpopma TpAOBa Jla Ce 3ar0YHE B ChIMTE JHEBHH JIO3H KakTO M3MOJ3BaHuA Sandimmun
nepopanHta ¢popmMa. Ha Bropara, yeTsbprara M OCMATa ceIMHIIA Cliell IPeMHHABAHeTO KM Sandimmun
Neoral nepopanna gpopma Tpa6Ba na ce npocnenat 6r6peynaTa GyHKUHS H CTOHHOCTHTE H3 KPEBHOTO
HandraHe. AKo CTOHHOCTHTE Ha KPBBHOTO HaJIATaHe 3HAYMTETHO HANBHINABAT CTOHHOCTHTE TIpEaH
npeMHHaBaHero kM Sandimmun Neoral mepopanna dopma unu ako ¢GFR ce noHHKH ¢ noBeye OT
25% cnpsaMo u3mepeHara CTOHHOCT Npeau TepanyirTa cse Sandimmun nepopanHa GopMa, IIpH [I0BeYe
OT €AHO U3MepBaHe, J103aTa TpA6Ba Aa ce peayLMpa (BUX Cbio “JIOMbIHUTEHN IPpeNa3Hi MEPKH™~ B
Touka 4.4). B cnyvaii Ha HeoyakBaHa TOKCHYHOCT WIM Hee()EKTUBHOCT Ha LIUKIIOCIIOPHH TpsOBa 1a ce
MOHHTOPHPAT ¥ HAli-HHCKUTE KPBBHH HHBA.

[Ipemunaeane om edna nepopanna Gopma YuKIOCNOPUH 8 dpy2a

[[peMHHaBaHeTo OT enHa nepopanHa popMa LHKJIOCTIOPHH KbM ApYra Tp0Ba a cTaBa Mo JIEKapCeKo
HaOMoACHME, BKAOUBAILO TPOC/IEAABAHE Ha KPBBHHTE HHBA HA LIMKJIOCTIOPHH IIpH
TPAHCTUIAHTHPAHUTE MalMEHTH.

Creyuantu nonyaayuu

Hayuenumu ¢ 6v6peuno yepexcoane

BcHuky nokazaHus

LIMKIIOCTIOpHH ce enMMUHKpA B Majika CreneH upes 6b0pennTe H HeropaTa GapMakOKHHETHKA HE Ce
MOBIUABE 3HAYKTEIIHO NPH Ob0pevro yBpexaase (Bxk. Todka 5.2). BplpekH TOBa, Nopaiu
HE(PPOTOKCHYHHA NOTEHUHAN (BXK. Touka 4.8), ce npenopbyea BHUMATENHO MPOCSAIBaHe Ha
OBOpedHara GyHKIHS (BK. TOUKa 4.4).

[lokasaHus W3BBH 00JACTTA HA TPAHCIUIAHTALIMATA

C U3KITIOYEHHE Ha ALMEHTHTE, KOMTO C€ JIEKYBAT 34 HEQPO3EH CHHIPOM, [TALMCHTHTE ¢ HapyILEHa
ObOpeuta GpyHkims He TpAOB2a fa MPUEMAT [IHKJIOCMOPHH (BXK. MOATOYKATA 33 AOMBIIHHTEIHY
NpeRYTIPEKACHUA IPU NOKA3aHUA W3BbH 00J1aCTTa Ha TpaHCIUIaHTAlMATa B To4Ka 4.4). Ilpy manueHTH

¢ He(po3eH CHHAPOM C HapylieHa Gp0peuna QYHKIMA HAYAIHaTa 1034 He Tpsa0Ba Ja MpeBHIIapa
2,5 mg/kg/nen.

flayuenmu c yepnodpobro yepescoane
LIMKNOCIIOpHH ce MeTabonu3upa B roasMa CTeneH oT yepHus apob. Moxe aa ce Habnko
NpUONU3UTENHO 2 10 3 TBTH NOBHIIEHHE HA EKCIO3HLMATA HA LIMKJIOCIIOPHH TIPU 11
4epHOAPOOHO yBpexaaHe. Moxe j1a e HeoOX0IMMO HaMa/IBaHE Ha J103aTa [IPH
CTETICH Ha YepHOAPOOHO YRPEKIAHE, 3a A4 Cce MTOANBPXAT [JIA3MCHU HHUBA B paM




HHTEPRAJ {BXK. TOYKH 4.4 1 5.2) ¥ c¢ NpenopbyBa NpocieAsBaHe Ha TNa3MEHUTE HUBa Ha
UHKNOCNIOPHH J0 JOCTUIaHe Ha CTA0UNHKM CTOMHOCTH HA HHBATA.

Heduampuyna nonynayus

KnuHuunyTe NpoyuBaHHA BKIIOYBAT Aclia Ha Bb3pacT Hal 1 roarHa. B peanua npoy4YBaHHs Npy
NEINATPHYHHUTE MALUCHTH ca OUNIM HEOOXOAUMH H €& Ce NOHACAJIH N0-A00pe NMO-BUCOKH 103K Ha
LEHMKJIOCNIOPHH Ha KHJIOTPaM TEIECHO TErio, OTKOJIKOTO MPH BE3PACTHH.

Ynorpebara Ha Sandimmun Neoral npu meua 3a ieveHne Ha TOKa3aHHs H3BBH 00NacTTa Ha
TPAHCIIAHTALHATA, C H3KNIOUEeHHE Ha HePO3EH CHHIPOM, HE Ce MpenophyBa (BXK. To4YKa 4.4).

Hayuenmu ¢ cmapuecka sv3pacm (Ha ev3pacm 65 200unu u nogeye)
OnuteT ¢be Sandimmun Neoral npH NauHEHTH B CTApYECKa Bh3PAcT € OrpaHH4YeH.

B KxNHHMYHE NPOYYBAaHHA NPH PEBMATOMAEH APTPHUT ¢ LMKJIOCTIOPUH, NALMEHTHTE HAa Bb3pacT

65 roaMHM M IOBEYE MMA NTO-TONAMA BEPOSTHOCT J1a Pa3sBUAT CHCTOJIHA XHUIIEPTOHMASA NPH JICHCHUETO H
€ NO-BEPOATHO Aa ce HaONOJaBa MOBULICHHE HA CepyMHHS KpeaTHHHH > 50% Haa H3XOAHOTO HHUBO
cnen 3 1o 4 MeceyHa Tepariis.

HM300pbT Ha 103a NPH MALMEHTH B CTAap4ecka Bh3pacT TpsOBa Ja CTaea C IIOBHIIEHO BHHMAHHE, KaTo
OOHKHOBEHO C€ 3aM04Ba ¢ Hali-HMCKAaTa TepalleBTHYHA J03a, HMANKH NpeIBHA MI0-BUCOKATa YECTOTA
Ha NIOHWXEHA YepHOoApoOHa, ObOpeyHa WK CoPASHHOCHAOBA PYHKIIMA, KAKTO H HA NIPHAPYKABAIIH
3a00/15BaHHSA WK OPYTH NEKAPCTBEHH TEPaliH W IOBUIIEHATA 4y BCTBHTETHOCT KbM HHOEKIIHM.

HauuH Ha npritoxeHHe
IlepopanHo npunoxenue
Kancynure Sandimmun Neoral Tps6Ba f1a ce norimbiuar uenm.

4.3 IIporuBOonOKA3AHMS

CBpPBXYYBCTBUTETHOCT KbM aKTHBHOTO BELICCTBO WM KbM HSIKOE OT NMOMOLLHUTE BELIECTBA, H3OPOSHH
B TO4Ka 6.1.

KomOunupaHe ¢ npoaykTH, cerbpkaliu Hypericum perforatum (3XeNT KaHTapHOH) (BX. TOYKA 4.5).

KomOHHMpaHe ¢ nexapcTea, KOMTO ¢a CYOCTPATH HA e(QIYKCHES TPAHCIOPTED 33 MHOTO JIEKAPCTRA
P-rinukonpotenH (P-gp) uiny Ha NpoTeUHHTE, TPAHCTIOPTHpAIUH opraHHYHH aHuoHd (OATP), npu
KOUTO MOBULICHHTE Ma3MEeHH KOHUEHTPALMH ¢4 CBBP3aHH ChC CEPUO3HH W/ WK

’KMBOTO3aCTpalLABAIIN CLOUTHSA, Hallp. 60ceHTaH, JaburaTpaH eTEKCHIAT H ATUCKHPEH (BXK. TOUYKA
4.5).

4.4 CneunaaHn npexynpexkIeHMs U IPeANAZHH MEPKH NIPH ynoTpeda

Jlekapcko npocnenspane

Sandimmun Neoral crenpa ja ce Ha3HauYaBa CaMo OT JIEKAPH C ONUT B 00J1aCTTa Ha
HMYHOCYNpECHBHATA TEPAIINA, KOUTO Ca B CbCTOSHHUE Ja [IPOBEXAAT HEOOXOOUMOTO NPOCIEAIBAHE HA
OONHKTE, BKAIOYBAIIO PEAOBHH ITHJIHH KIHHHYHHA Nperjean, H3MepaaHe Ha KPbBHOTO HAJTAHE U
KOHTPON Ha 1a00OpaTOpPHUTE apaMeTpH, CBbp3aHu ¢ Ge3onacHocTTa. TpaHCIIAHTHPAHHTE MALMCHTH,
NOTy4aBallH TO3U JIEKapCTBEH IPOAYKT, TpAOBa Aa Gbaar 00CIy:KBaHH B OOJIHHYHH 3aBEIEHHS,
pasnoJiaraiiy ¢ noaxXoAsue KIMHUKO-1ab0paTopHO 000pYABaHE U MEAULIMHCKH PECYPCH. JlekapAT,
KOHMTO KOHTPOJIHpa NPOBeXAaHETO Ha TIOATbPIKAILATA TEpalKs, TpAOBA qa pasmnosara ¢ IThJIHaTa
HH(OpMalns, Heo0X011MMa 33 TIPOCIICAIBAHETO HA TIALIHEHTA.

JInMbOMH M 310K3YECTBEHH 3a00/I9BaHHA
[lonobHo Ha apyrH HMYHOCYNPECOPH, UMKJIOCMOPUH YREIIMYABa PHCKA OT PasBH



3aBHCH TTOBEYE OT CTENEHTA W BPEMETPASHETO Ha HMYHOCYIIPECHATa, OTKOJIKOTO OT BHAA Ha
cneti(pUYHHUTE areHTH.

[lopanu TOBa, peXXUM Ha JIEYeHHE, BKIIOUBALL MHOKECTBO HMYHOCYNIPECOPH (BKJIIOUMTEIHO
LUHMKJIOCNIOPHH), TPAOBa Aa Ce mpHJIara BHHMAaTENHO, Thil kaTo MOXe A3 J0Bele 10
maMponponudepaTiBHE 3a60)19BAHAL B CONHIHM TYMOPH Ha OPTAHHTE, MPH HAKOH OT KOUTO UMa
CHOOLIEHHA 3a JIETAICH U3XO.

C orfien NOTeHIMATHAL PUCK OT 3/I0Ka4YeCTBEHH 3a00NIBaHMs HA KOKATA, MALMEHTHTE Ha JICYEHHE ChC
Sandimmun Neoral, 1 no-crielHaHO TE3H, KOUTO C€ NEKYBAT 34 [ICOPHAZHC HITH ATOTIMYEH JEPMATHT,
TpsA6GBa Aa ObAAT NpeaynpeneHy qa U30ArBaT Aa Ce W3IAraT Ha CITbHIE Oe3 CITBHLE3aNTa 1 a He
OBJIAT NeKyBaHHM 110 CBIIOTO BpeMe ¢ yiitpaBronerosa B tepanus win PUVA ¢oroxumuoTepamnus.

Hudexkuun

KaxkTo Apyry HMyHOCYNIPECOPH, AKIOCNOPHH Mpepa3nonara alHeHTUTe KbM Pa3BUTHE Ha
pa3nnvHn DaKkTepHanHy, reOMUHY, TAPa3UTHH ¥ BHPYCHH HHGEKIMH, YECTO NPeIH3BHKAHH OT
ONOPTIOHUCTHYHH NaToreHu. [lpy NauneHTH, NpUeMally LHKIOCIIOPHH, ¢ Ha0MOAaBaHO aKTHBHPaHE
Ha naTeHTHa Polyomavirus HHbexHa, KOITO MOKe Aa Aoseae 1o Polyomavirus cesp3ana
nepponata (PVAN), no-cneumanto BK supycHa Hedpomnarus (BKVN), win 1o JC BHpyc cBbp3aHa
nporpecHBHa My nTudokanua nepkoeHuedaronatia (PML). Te3n ciyydad 9ecTo ¢a CRbP3aHU ¢ BUCOKO
0010 HMYHOCYPECHBHO 06peMeHABaHe U TpsaOBa fa ce UMar IPeABUA MpH AuepeHIMaTHATA
AUarfHo3a Ha HMYHOCYIIPECHPAHH MALIMEHTH ¢ BioweHa ObOpeyHa OYHKUMA HIM HEBPOJIOTHUHH
cUMITOMHU. MMa chOOHICHHS 3a cepHO3HM TIOCIIEACTBUS H/WIK TAKMBA C JieTalieH u3Xxos. TpabBsa aa ce
NMPUAOKH eEeKTHBHA MpeBAPHTENHA TEPANIEBTHYHA CTPATErHs, 0CO0EHO TPH MALHEHTH, HOUIOKEHH
Ha MOBEYE OT €IHA ABJArOCPoYHA UMYHOCYIIPECUBHA TEPAITHS.

br6peuHa TOKCHYHOCT

Hecto HabmonaBaHO M MOTEHLKANHO OTIACHO YC/IOKHEHHE € [IOBHLIABAHETO Ha CEPYMHHS KPEaTHHUH
H yped, KOETO MOXe 1a HACTBIH 110 BpeME Ha NiedyeHueTo ¢be Sandimmun Neoral. Tesn
yHKLIHMOHAIHH MPOMEHH Ca A03032BHCHMH M IThPBOHAYAIHO ca OGpaTHMH, KATO OOUKHOBEHO Ce
MOBNHABAT OT NOHMXABaHe Ha no3ata. [Ipy MpoabikuTeIHO TedeHHUE IIPH HAKOH OO0NMHM MOXKE 14 Ce
pasBHUAT CTPYKTYPHH NpOMeHH B Ob0Opeuyre (Hanp. HHTepcTHLMANHA $udposa), kouTo, Npy 6EOpevHO
TPaHCIIAHTHPAHM [MALMCHTH, TPAOBA A4 Ce pa3rpaHU4ar OT IIPOMEHHUTE IIPY XPOHHYHO OTXBLPJIAHE HA
npucaakara. Ilopagu Tazu npuyrMHa ce H3UCKRBA YECTO MPOCHeaIBaHe Ha Ox0peunata GyHKiMA,
CBIJIACHO MECTHUTE PHKOBOJACTBA IIPH ChOTBETHOTO MNOKasaHHe (BX. ToUukH 4.2 u 4.8).

XENMaTOTOKCHYHOCT

Sandimmun Neoral Moxe ¢bLI0 Taka Aa OpeAH3BUKA J0303aBUCHMO, OOPAaTHMO MOBHILIEHHE HA
CepyMHHA OHIIHPYOHH M HA YepHOApOoCHHUTE eH3UMH (BX. Touka 4.8). Ma ueneHacoueHo ThpceHH U
CIIOHTa@HHH MOCTMAPKETHHIOBH CHOOLLIEHHUA 32 XEIATOTOKCHYHOCT W YepHOAPOOHO YBPEXKIaHE,
BKJTHOYHTENHO XOJIECTa3a, KBITEHUIA, XENATHT W YepHOAPoOHA HEIOCTATBYHOCT [IPY NTALMEHTH,
NeKyBaHU ¢ HHKNOCIOpHH. [ToBeuero cp001IeHUA ¢a OT MAllHEHTH CBC 3HAYUMAa KOMOPOHAHOCT,
IOANICKALIA CECTOAHHA | APYTH CMYILABALUM (PAKTOPH, BKIIOUMTETHO HHPEKIIMO3ZHN YCAOKHEHUA U
KOMENUKALHA ¢ XEMATOTOKCUYEH MOTEHUMaL B HAKOM cyuau, NPpeIUMHO TIPH TPAHCIIIAHTHPAHH
NALMEHTH, Ce ChOOINARA H 3a NieTaeH U3XoA (Bxk. Touka 4.8). HeobXoauMo € CTPHKTHO NIPOCIEAsABAHE
Ha MMOKA3aTENHTE 32 OlCHKA Ha YyepHOApodHaTa GyHKIMS W TIpH OTKJIOHEHNA OT HOPMATHUTE
CTOHHOCTH MOXeE A3 C€ HAJIOKH HAMAIABAHE Ha Jo3aTa (Bxk. TOUKH 4.2 H 5.2).

ITaljueHTH B cTApYECcKa Bb3pacT (Ha BB3pacT 65 roAnHY U NgBeYe)

Tpsabea na ce nabmonaea ¢ ocobGeHo BHUMaHHe GhOpeunaTa GyHKLHS TIPH NAUHEHTH B CTapUecka
BB3PacT.

ITpocnendeaHe Ha HHBATA Ha LIMKIOCHIOPHH (BK. Touka 4.2)

Koraro Sandimmun Neoral ce npunara npH TpaHcnIaHTHPaHH HALHEHTH, PYTHHH
Ha HMBATA Ha LIHKJIOCTIOPHH B KPHBTA € BaXKHA MAPKA 3a 0€30MacHOCT. 32 KOHTP
LIMKNOCTIOPHH B LIAJA KPBB C& MPEATIOYUTAT CHELMPUIHY MOHOKNOHAIHYA aHTHT
HW3IXOAHOTO JIEKAPCTBEHO BELUECTBO); MOXKe Ja ce u3rnoassa H HPLC mMeron (BUC

8



Xpomatorpadus), Ipy KOUTO CHILO Ce ONpe/eis H3XOAHOTO JeKapcTReHO BellecTro. [1pu usnon3sane
Ha N/1a3Ma WK CepyM € 3aQbJDKHTENHO Aa ¢ CNa3ea CTaHJIAPTHUA MPOTOKOI 3a pasfeisHe (BpeMe 1
TeMIlepaTypa). 3a HauaJIHO MOHUTOpHpaHe Ha NAUMEHTH ¢ TPAHCILIAHTHPAH YepeH Apod TpadBa Aa ce
M3MOJI3BAT WIK celWGMIHE MOHOKJIOHAJIHH aHTUTENA, HIIH Ja Ce MPOBESKIAT NapaeiHu
W3CACABAHMS CHC CNCNMPUTHN U HECTIEUMMHIHA MOHOKIIOHATHA AHTHTENA, 33 Ja C& ONpeleiH
JO3HPOBKATa, OCHTYPABalLa aACKBaTHA MMYHOCYHpECH.

[1pn nauxeHTH, JIeKyBaHU C LIUKIOCTIOPHH 3a MOKa3aHHg W38bH 06J1acTTa Ha TPAHCIUIAHTALUATA, Ce
MpenopbYBa H3IBRBHPEAHO NPOCIiCAABAHE HA HUBATA HA LMKNOCMOPHH B KPBbBTA, HANP. NIPH NPHJIaraHe
Ha Sandimmun Neoral eJHOBPEMEHHO C BELIECTBA, KOUTO MOTAT A IIOBIUIAT PapMaKOKHHETHKATA Ha
LIMKJIOCIIOPHH WK B CITy4aii HA HeoOHYaCH KNMHHYEH OTTOBOD (HAIp. JMNca Ha €pHKaCHOCT HITH
MOBMIICHA NEKAPCTBEHA HEMOHOCUMOCT, KaTo HanmpuMep Op0peuna AuchyHKIMs).

He TpadBa na ce 3abpapsl, 4e KOHLIEHTpALMATA Ha IMKJIOCTIOPHH B KPbBTA, IL1a3MaTa WK CEpyMa €
CaMO €HMH OT PAaKTOpUTE, OHPEREIAINM KIIMHHYHHA CTATYC Ha namuenTa. ClieoBaTenHO pesyaTaTHTE
Ou TpsOBanO a CMyXkaT CaMo 3a OPHEHTHDP KbM ONpEETiEHa JO3MPOBKA, KaTO ¢ OTYUTAT H JPYruTe
KIIMHHYHH H 1aDOpaTOpHU IIapaMeTpH.

XHIEPTOHHS

Ilo Bpeme Ha Jeuenue cbC Sandimmun Neoral € HeOGX0RUM NEPHOAWYEH KOHTPOJ HA KPBBHOTO
HajldraHe; Mpu XUnepToHuA € HeoOXoAUMO HA3HAYABAHETO HA a7SKBATHO AHTHXUIIEPTEH3UBHO
neueHHe. TpabBa 1a ce NpeANioYeTaT aHTUXUNEPTEHIHBHH CPEJCTBA, KOMTO HE OKA3BaT BIHAHHE
BbPXY (DapMAKOKUHETHKATA HA LMKIOCTIOPHH, HATIp. KCPAIMNHH (BX. Touka 4.5).

[lopHIlIaBaHE HA THNWUAKTE B KpBbBTA

Toi xaTo uMa cbobLIeHHA 32 CITyuad Ha 0OpPaTHMO JIEKO TIOBHIIABAHE HA JIMTTHAMTE B KPBBTa OT
Sandimmun Neoral, ce npenopsusa onpeaeasHe Ha JUMIHAHUA CTATYC IIPeAH 3a3[I0YBAHE HA JIEYECHUETO
H euH Mecel crel Toga. I1py HanvYKe Ha MOBHIIEHHU CTOHHOCTH ClieaABa Aa ¢€ 00ChAH Bb3MOKHOCTTA
34 OrpaHH4YaBaHe Ha MPHEMA Ha MAa3HHHH C XpaHaTa | ako € [MoaXooq1io0, peAyKIHA Ha K03arta.

XHIEepKAIHEMHUA
LIMKI0CTIOpHH OBHILABA PHCKA OT XHITEPKATHEMHA, OCOOEHO MpH NalleHTH ¢ 6p0peuHa

nuchyskis. Heo6xonuMo e MOBHINEeHO BHHMaHHE, KOTaTo LIUKJIOCNIOPHH Ce TIPUJIara 3aeIHO ¢
KaJIHH-CHbXPAHABALIH NeKAPCTBa (HAIp. KaIHH-ChbXpaHsBally JHYPEeTHi, HHXHOUTOPH Ha
aHTHOTEH3WH-KOHBEPTHPALLMS €H3UM, aHTHOTeH3HH Il pelenTOpHU aHTArOHUCTH) WITH KaJIHii-
ChIBPKaLH JIEKAPCTBEHH MPOAYKTH, KaKTO U IIpU NAI[MCHTH, NIOJI0KCHE Ha Oorara Ha KaJIHH JHeTa.
B Te3m cryyau ce npenopbsuBa KOHTPOJ HA KAJTMEBHTE HHBA.

XUIOMAarHe3neMus

[ IMKI0CTIOpHH NOBHMIIaBa MarHe3HeBUA KIIHPBHC. ToBa MOXKeE Ja JoBele 10 CHMITTOMATHYHA
XHIIOMAarHe3ueMHs, 0coOEHO B EPUTPAHCIUIAHTAHOHHHA nepHoa. CIeaoBaTEIHO Ce NPEnophyBa
KOHTPOJI HA CEpYMHHUTE HHBA HA MAarHE3ui B e pUTPAHCIUIAaHTAMOHHHSA Nepyon, 0COOeHO ako
NPUCHCTBAT HEBPOJIOrHUHH CHMIITOMM/NIPU3HALIM. AKO C€ CMETHE 32 HEOOXOIHMO, MOXKE Aa Ce
[IPWIOXH OOMTBITHUTEIHO MarHe3Hid.

XHMEPYPUKEMHS
Heo0X0nrMO € NOBHIIEHO BHHMAHHE TIPH JICYEHHE Ha MTALMEHTH C XUIIEPYPHKEMHS.

KHBH-aTeHIOHPaHH BAKCHHU
[1o BpeMe Ha neyeHne ¢ NUKJIOCTIOPMH € Bh3MOXKHO BAKCHHHTE Aa Obaat no-cinabo edrkacHu. Tpadsa
Ia ce U304rea ynorpeta Ha XMBU aTCHIOMPAHH BaKCHHH (BX. Touka 4.5).

BianMmoneicTBuUs
HeobxoarMo € MOBHIIEHO BHUMAHHE NMPH eAHOBPEMEHHO MPHJIAraHe Ha IMKJIOCTIOPH
KOHTO 3HAYHTEIHO MTOBUINABAT MM HAMAJIABAT IUIA3MEHHTE KOHUEHTPALNK Ha 11
HHXHOMPaT unu uHayuupat CYP3A4 wunu P-gp (Bx. Touka 4.5).




bbOpeyHaTa TOKCHYHOCT TpAOEA A3 C& NPOC/eaaBa IIpH MpHIaraHe Ha LUKIOCTIOPHH €4HOBPEMEHHO C
AKTHBHH BELIECTBA, KOUTO MOBUIIABAT HHBATA Ha LMKIIOCIIOPHH HITH BEIIECTBA, KOHTO MPOsABABAT
CUHEPTHYHA HePPOTOKCHYHOCT (BXK. ToUka 4.5). KIMHHYHOTO CHCTOSHHE HA MaLMeHTa TpAdBa /1a ce
Habmonasa sHUMaTenHo. Moxe J1a ce HanoKu Npoc/easBaHe Ha HUBOTO HA LMIUIOCITOPHH B KPBBTa H
KOPHIHpaHe Ha A03aTa LIMKIOCIIOPHH.

ExxoBpemenHata ynorpeba Ha [IAKIOCTTOPHH H TakpoiuMyc TpsOBa na ce u36sarsa (Bxk. TodKa 4.5).

Linknocniopun e uHxuburop Ha CYP3 A4, eduykcHust TpaHcnoprep 3a MHOro Jiekapersa P-gp u
NPOTCUHHTE, TPAHCTIOPTUPALIH OpraHuydHU aHHOHH (OATP) 1 MOXE a HOBHIIH IDIA3MEHHUTE
KOHLIEHTpaIMH Ha ChbBMECTHO MPUJIOKEHH JIEKAPCTRA, KOMTO €a CYOCTpaTH Ha TO3H €H3HM W/ HIIH
TpaHcnopTep. Heo6xonumo e noBHIIeHO BHUMAaHHKE IPH TIPHIArase Ha LIMKJIOCIOPHH C TaKHBa
JIeKapCTBa WK €XHOBpeMEHHaTa yrnoTpeba Tpsabea na ce u3bsarea (BXK. To4ka 4.5). LIMKNOCIOpHH
ITOBHUILABE €KCTIO3HLUMATA Ha HHXxHOUTOpUTe HA HMG-CoA penyxrasarta (cTatudu). [1pu
eAHOBPEMEHHO MpUJIaraHe ¢ MUKJIOCTIOPHH JI03aTa HA CTATHHHTE TPAOBA JIa ce HAMANH, a yrorpedara
Ha ONPENICIICHH CTaTHHH TpsAOBa Ia ce U30ArBa, CLIVIACHO NMPENopPbKUTE B CHOTBETHATA NMPOAYKTOBA
uH(popMarus. JleUeHHETO ChC CTATHHH TPAOBA BPEMEHHO J1a Ce CTIPE MK 1 C€ TIPEKPaTH NI
MAUMEeHTH ¢ IPH3HALUK M CHMIITOMH Ha MHOIMATHA, KAKTO U IIPH TE3H C PUCKOBH (haKTODH,
Mpenpasnonaraiy KbM TEXKO yBpex/aHe Ha 6u0peuuTe, BKoUYUTETHO 6p0peuHa HETOCTAThYHOCT
BCJICACTBHE Ha pabnoMuomisara (BxK. Touka 4.5).

[lpn enHOBpEeMEHHO MpHUNaraHe HA LHKNOCIIOPHH H zeprkanudunux AUC Ha TepKaHHIHIIHH Ce
MOBHINABA TpH NbTH, 8 AUC Ha UHKIOCIIOPHH ce noBUiIasa ¢ 21%. [lopaay Ta3u npHYHHA
KOMOHHHPAHETO 10 1HO H ChINO BpeMe Ha LHKIOCNOPUH M JIEpKaHWIMIHH TpadBa 1a ce U36Arsa.
[ IpyIaraHeTo Ha WMKAOCTIOPHH 3 1aca cleN NepKAHUIHIIMH He BOIW Ao pomeHd B AUC Ha
NEPKAHUAMIIHH, HO AUC Ha UMKIOCNOPHH ¢¢ noBHInana ¢ 27%. Ilopany Tazu NpUvHHA Ta3u
KOMOHHaLHs TpAOBa [a Ce mpujara ¢ NOBHIIEHO BHUMaHKE C MHTEpBa OT NoHe 3 vaca.

JOITbIHKTEIHY OPEANA3HA MEPKH [PU ITOKA3aHHA H3BbH 00/1aCTTa HA TPAHCIUIAHTALINATE
ITarmeHTH ¢ yEpeneHna 6uOpeuna QyHKLHA (C H3KIFOYEHHE Ha TAHEHTH C He(ppO3eH CHHAPOM, ¢
AOMYCTHAMA CTEINeH Ha Ob0peuHO YBpeXKaAaHe), HEKOHTPOIMPAHA XHIICPTOHHS, HEKOHTPOIHPaHU
HH(EKUNH WK HAKAKBO 3JI0KAYeCTBEHO 3a00/4Bane, He TpAOBa Ja NoyyaBaT UKJIOCTIOPHH.

[Ipeny 3amouBaHe Ha JedeHHeToO TPAOBA MOHE ABYKPATHO Jia Ce HATIPABH OLIEHKA HAa H3XOQHATa
OnOpeuHa ¢yHKIMn 9pes u3mepnaHe Ha éGFR. brOpeunara ¢yHKUMA TpAOBa Aa c€ MPOCIEIIBa YECTO
B XO/Ia Ha JICYEHUETO, C OrNe KOpUrupaHe Ha Jo3aTa {(Bx. Touxa 4.2).

ﬂOl‘I’BﬂHH’I’EﬂHH npeana3id MEpPKH NIPH CHAOTCHEH YBCUT

Sandimmun Neoral Tpa6Ba aa ce npuiara c NOBHINEHO BHMMaHKe NPX NauneHTH ¢ Gonect Ha Bexuer
C HEBPOJIOTHYHH NPosAEH. HeBpOIOrMUHMAT CTATYC HA T€3H NALHEHTH TPsOBa BHUMATENHO Aa ObIe
TIpOCTIeieH.

Hma orpanuyex onur ¢ ynorpebara Ha Sandimmun Neoral npy neua ¢ eHA0TeHEH yBEHT.

JOUbIHUTEHH NPEANa3HH MEPKHU TIPH HEDPO3CH CHHAPOM
[TalMeHTHTE ¢ U3XOAHMU HapylLieHns B OpOpeuHaTa GyHkums TpaOBa Aa &bAar JeKyBaHH

ISPROHAYANHO ¢ A032 2,5 mg/kg/aeH ¥ na ObaaT npocneeHH MHOTO BHUMATEIHO.

IIpy HAKOH MALMEHTH MOXKeE J1a € TPYAHO Ja ¢ YCTAHOBH Npeau3BukaHa ot Sandimmun Neoral
OB6peyHa TUChYHKIMA, IOpagH MPOMeHH B ObOpeynara QyHKIHS B PE3YJITAT HAa CAMHS He(poseH
cuH/IpoM. ToBa 00sACH#ABa 33110 B peAKH Cy4au ce Habmopasat Sandimmun Neoral-acomrupasy
CTPYKTYPHH OBOpeunn yBpexaaHia 0e3 NOBHILIABaHE HA cepyMHMS KpeaTHHHH. Tpabsa aa ce
npeaBuay OpOpeyHa GUOTICHA MPH MALMEHTH ChC CTEPOUI-3aBHCHMMA He(poTIaTHA ¢ MUHH
MU3MEHEHHA, NPH KOMUTO € MPOBEKIAHO NeyueHue cbe Sandimmun Neoral 3a noseue

[TIpy nauMeHTH ¢ HePpO3eH CUHAPOM, IEKYBAHH C HMYHOCYTIPECOpH (BKJIIOUUTE
cb0OIIaBa 33 CNYYAH Ha 3JI0KAYECTBEHH 3a00MBaHKs (BKIIOUUTENHO XOMKKHH
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OITBJIHUTEJIHH NMPEANa3sHi MEPKH NIPU PEBMATOMICH APTPHT
Crnen 6 MeceuHo nedenre, 6s0peunaTa GpyHKIRS TpAOBA Ja ce OLeHABA Ha BcekH 4 10 8 ceamuLy B
3aBUCHMOCT OT CTa0HJIIHOCTTA Ha 3a00/IMBaHETO, NPUIAraHOTO CHITBTCTEALLO JICUEHHE U
pUApPYXaBalKTe 3abongaBaHus. [lo-yecTu u3ciearaHua ca HeoOXOIUMH NpHY NOBHLIABAHE Ha J03aTa
Ha Sandimmun Neoral uau npy 3ano4yeaHe Ha chIbTCTRAIO NedeHre ¢ HCIIBC nnv npH
[TOBHIIIABAHE HA A03aTA UM. Bb3MOXKHO € [1a Ce HATIOXKH CNHpaie Ha JICUeHHeTo che Sandimmun
Neoral, ako nosBuNaTa ce B X0/a Ha JICHEHHETO XMIIEPTOHHUA HE MoXe 2 Ob1e KOHTPOJIHpPaHa upes3
ChOTBETHA TEparua.,

KakTo » pu ApyruTe NpOIBIKUTETHH UMYHOCYTIPECHBHHM JicueHus, TpAOBa 1a ce UMa NpeABHA,
[IOBHILEHUA PUCK OT numponpoardeparHBHH 3abonaeanna. HeoGxonuMo € creiaiHo BHUMaHHE
npx npHaarade Ha Sandimmun Neoral B koMOMHaLus ¢ METOTpeKcaT, NOpaay CHHEPruiHa
He(PPOTOKCHYHOCT.

JombIHWTENHH IPEANA3HY MEPKH [IPH IICOPHAZNC
[penopbuBa ce cnupaHe Ha NedeHHETOo ¢he Sandimmun Neoral, ako nossuiarta ¢ B X014 Ha
JIEYEHHETO XHIIEPTOHUA He MoXke Aa Obie OBNAAIHA ChC CHOTBETHATA TEPAITHSI.

llaieHTHTE B CTApuecka BE3pacT TpAOBa Aa OBAAT MOAMAraHH Ha JIEYEHHE CaMO ITPH HAJTHYME Ha
HHBAJIWOH3UPALll TICOPHA3KC, NPU CTPUKTHO cnefeHe Ha Op0peunara GyHKLIMA.

HMa orpanuyeH onwur ¢ ynorpebara Ha Sandimmun Neoral npH fena ¢ copHasHc.

I'pH DAlMEHTH ¢ MCOPHA3HNC, JIEKYBAaHH € LIMKIOCMIOPHH, KAKTO U IPH TE3H HA KOHBEHLIHOHANIHA
UMYHOCYIIPECHBHA TEPaliki, ChLISCTBYBAT JAHHH 3a Pa3BUTHE HA 3JIOKAUECTBEHH 3a00MABaAHNS
(3acdraiiy npeauMHoO koxara), [TpH KOXXHH Ne3uH, HeTHITHYHH 3a NICOPHA3HC, HO CBMHHTE/IHH 32
KaHLIEpO3a WK TIpe-KaHLiepo3a, TpabBa Aa ce HanpaBy OHONCHA NPEeNH Aa C€ HA3HAYH TePanus Che
Sandimmun Neoral. [Tpy naiueHTH CbC 3N0KAYECTBEHH WIH [Ipe-KaHIEPO3HHA KOXKHU IPOMEHH MOXE
Aa ce npuiaara Sandimmun Neoral camo criezi oaXoOAILIo JeUeHye Ha TOPecIIOMEHaTHTE JIESHH H IIPH
YCJIOBHE, Y€ He CBLIECTBYBA APYra TepaneBTHUHA ATTepPHATUBA.

OnucanH ca HAKONKO ciydas Ha nuMponponupepaTHBHA 3a00/9BaHUS NPH NAOUEHTH C [ICOPUA3HC,
nekyBaHH cbe Sandimmun Neoral. Te ca ce noBiMsany 6)1arcnpusaTHO oT He3a0aBHOTO
NpeyCTAHOBABAHE HA JICYEHHETO.

[lannenruTe, ekyBanu cbe Sandimmun Neoral, He TpsOBa Aa [IOTYYaBaT 110 ChLEOTO BPEME
ynTpasHosieToBa B repanus win PUVA dotoxuMuoTepanus.

LONBIHUTENHY NpeanasHi MePKH [IPH ATONHYEH JEPMATHT
IlpenoppyBa ce crnupane Ha jieyeHneTo ¢be Sandimmun Neoral, ako nmosBHiIaTa ce B Xo4a Ha

JICHYCHHUETO XHIICPTOHHA HE MOXE Ja Obae oBNaggHa CbC ChOTBETHATA TCPAIINA.

OnursT cbe Sandimmun Neoral npH aena ¢ aTomyyYeH ASpMATHT € OTPaHH4EH.

[TauMeHTHTE B CTapuecka Bh3pacT TpAOBa Ja ObAAT MOAIAraHH Ha JIeYeHHe CaMo IIpH HaJIW4Me Ha
HHBAJTMAW3UPALL ATOIMHYEH JEPMATHT, NIPH CTPUKTHO cnejeHe Ha 6bOpeynara QyHKIHS.

HobpokayecTBeHaTa nuManeHoNaTHA O0MKHOBEHO e CBbP3Ba C 00OCTPAHE HA ATONMUYHUA JEPMATHT
M OT3BY4aBa CIIOHTAHHO WIH B paMKHTE Ha 00OTO NoaoOpeHne nNpH 3a00/IABAHETO,

JlumpaneHonarus, HabmoxaBaHa MO BpeMe Ha JISUEHHE ¢ UMKIIOCNIOPHH, TpAGBA Aa ce mpocne/sBa
PEAOBHO.

[Ipu inMpaneHoONaTHA, KOATO IEPCHCTHPA HE3aBHCHMO OT NOZOOPEHHETO B OCHO
TpAOBa Ja ce npoBelie GHOMCHA, KATO NPeAnasHa MAPKA 32 H3KIOUYBAHe Ha JTUM
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[Tpenu 3anousaHe Ha Tepamis cbe Sandimmun Neoral Tp#0Ba Aa ce TpeTHpaT aKTHBHHTE herpes
simplex HHbeKUMH, HO TAXHA NOABA B X012 Ha JICYEHHETO He Halara 3abJKUTENHO IIPeYCTaHOBsBaHe
Ha TEPanuATa, OCBEH aKO HHPEKLHATA HE € TEKKA.

Koxnute nHdexkumn ot Staphylococcus aureus He ca abCOMOTHO NPOTUBOIIOKA3aHHE 32 Tepanus CbC
Sandimmun Neoral, Ho TpAGBa Aa ce KOHTPONUPAT ¢ IOAXONALM aHTHOaKTepUanHu cpeacTBa. Jla ce
U30srBa NEPOpaniug ePUTPOMULIYH, 38 KOWTO € M3BECTHO, Y€ MOTEHLMPA [TOBHIIABAHETO HA
KOHLICHTpALMATa Ha WHKIIOCTIOPHH B KPBBTA (BX. TOUKa 4.3), a NIpH JIMIICA Ha Apyra aJITCpHAaTHBA, CE
Npenopb4Ba MOHHTOPUPAHE Ha IUIa3MEHHTE HHBA HA IIMKJIOCTIOpUH, ObOpeunara PyHKIMA 1 MosgBaTa
Ha HEXENaHH e(eKTHh.

[laHeHTHTE, AeKYBaHH Cb¢ Sandimmun Neoral, He Tpa6Ba 212 nojMyyaBar no ChLUIOTO BPEME
yarpagHoneroBa B teparnus win PUVA dgoroxuMuoTepamnus.

[leanarpuvna ynorpeba NpHd NOKa3aHusa W3BbH 001acTTa HA TpaHCIIMAHTaUHATA

C M3KITIOMEHHE Ha JICYCHUETO Ha HEDPO3CH CUHAPOM, HAMa 3aJOBOJIMTENIEH OIHT C MPHJIAraHETO Ha
Sandimmun Neoral. Ilpunaranero npu Jena Ha Bs3pact noa 16 roguHy 3a noka3aH|s H3BbH 001acTTa

HA TPaHCIUIAHTALIHATA HE MOXeE JIa Ce Mpenoppya.

Cneuyainy NOMOUIHH BellecTRa: [Monnokcnn 40 XUAPOreHHPAHO PHLIMHOBO MACTIO

Sandimmun Neoral ¢babpxa nonnokcun 40 XUAPOreHMpParHo PHLUHOBO Macio, KOETO MOXeE J1a
MPUYHHH CTOMALIHO HEPA3NONOKEHHE H JJHAPHS.

Crienyainy NOoMONIHYA BelecTsa: Eranon

Sandimmun Neoral ceabpxka choTeeTHO 25, 50 mg ankoxon (eTaHON) BEB BCaka 25, S0 mg kancyna
Sandimmun Neoral, xoero e exkBiuBanesTHo Ha 11,8% o/o. Enua mosa or 500 mg Sandimmun Neoral
chabpxka- 300 mg eraHon, exsuBasieHTHA npuOnu3zuTenHo Ha 13 ml 6upa unu 5 mi BHHO.

MajkoTO KOJMUYECTRO AJIKOXO0 B TO3HM JIEKAPCTBEH NPOAYKT HAMA Ja HMa HAKAKBU 3a0eeKuMu
edexTH.

(IeuManHy IOMOIIHE BelecTsa: Hatpuit

To3u nexapcTBeH NpOOYKT ChABPaA Mo-Manko o1 1 mmol HaTpwii (23 mg) BBB BCKaA Kancyna oT 25
HiIH 50 mg, T.€. MOXE [1a C& Kaxe, Y€ MPaKTHYECKH He ChIbpPXKa HATPHIl.

4.5 B3anMoaelcTBHE ¢ IPYIrH JJeKAPCTBEHH NPOAYKTH H ApyrH GOopMH Ha B3aHMOJAEHCTBHE

B3auMoneHcTBHA ¢ JekapcTRa

OT1 MHOrOTO JIEKapCTRa, 32 KOMTO € YCTAaHOBEHO, Ueé B3aMMOAEHCTBAT ¢ LIMKAOCTIOPHH, NIO-10TyY ¢a
H30POECHH TE3H, 32 KOUTO € YCTAHOBEHO H ChOTBETHO JOKa3aHO, Y€ HMAT KIIMHUYHO 3HAYCHUE.

[1o3HATH Ca MHOTO BEILECTBA, KOMTO MOBUILABAT WK HAMANABAT HUBATA HA LMKIOCIIOPHH B NJ1a3MarTa
WIH B LA1a KPBB, O0MKHOBEHO Upe3 HHXHUOMpaHe WM UHAYKIUA Ha €H3MMH, BKJIKYECHH B
MeTa00IH3Ma Ha LUKJIOCTIOpHH U B YacTHOCT CYP3A4.

Lluxnocnopus ¢ ¢bio uaxubutop Ha CYP3A4, ediykcHiia TpaHCNOpTEp HA MHOrO JIckapeTBa P-gp o
MPOTCHHHUTE, TPaHCNOpTHpally OpranM4HK aHnOoHN (OATP) M Moke 1a NOBUIIH ITJTa3MEHHTE HHBA HA
CBIBTCTBAIMTE IEKAPCTBA, KOMTO Ca CyOCTpPaTH Ha TO3H €H3UM W/WIH TPAHCIIOPTEPH.

JlekapCTBEHH MPOMYKTH, 3a KOMUTO C€ 3HAe, Ye MOHHKABAT HIH NOBHIIABAT OHOHATMYHOCTTA Ha

HKIoCcTIOpHH: [IpH TpaHCIIaHTHPAHHUTE MALUEHTH € HeoOX0AMMO 1eCTO IpOCiedBaHe HA HUBATa Ha
LIMKIOCIIOPHH H NTPH HEOOXOOUMOCT KOPHUTHPAHE HA 103414, 0COOESHO IpY BhBEXKAAHE HIH CITHPAHE Ha
CBhITbTCTBALLO JIeUeHHE. [ IpH He-TpaHCILIAHTHPAHKTE [TALIMEHTH BPb3KaTa MEKAY KpBBHHTE B

NPOOYKTH, 32 KOHTO C€ 3HAe, Y€ MOBUILIABAT HUBATA HA LHUKIOCIOPHH, YECTOTO H3CH
ObvOpeyHara GyHKIMS ¥ BHUMATETHOTO NPOCIEAABaHe 3a MoABa Ha CBBP3aHH ¢ LI
HeXeNNaHH peakuuy, 61 6o no-MOIXoAAIIO OT H3C/IEABAHETC HA HUBATA HA UM
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Jexapcmea, Koumo RORUNCABAM HUGAMA HA UUKAOCRODUH

Benuku uHAyxropu Ha CYP3A4 w/unu P-gp ce ovyaksa J1a NOHI AT HUBATA Ha LMKIIOCTIOPHH.
[IpHMepH 3a IEKapcTBa, KOUTO MOHMXABAT HUBATA HA LIMKJIOCTIOPUH €A

bapGumypamu, xapbamazenun, oxcrkapbasenun, ernumoun, nagyurun, CYIPaAOUMUOUH i.v.,
npobyxon, oprucmam, Hypericum perforatum (xceam kaumapuon), muxknonuduH, CYIQUHRuUpason,
mepbunagun, bocenman.

[ponyxT, coabpxalln Hypericum perforatum (KXbAT KAHTapHOH) He TpAORa a Ce U3MOJI3BaT
enHoBpeMerHO ¢be Sandimmun Neoral nopanu pucka OT MIOHMXaBaHe HA HUBATA Ha LIUKIIOCTIOPHH B
KPBBTa, a 0TTaM H HaMaJIiBaHe Ha edekTa My (BX. Touka 4.3).

Pudpamnuyun MHAYLIHPA YpEBHUA U 4epHOApOOHHA MeTaboIM3bM Ha LIHKIOCHOPHH. Moxke Ja ¢
HAJIOXKH NOBHIIABAHE HA J03aTd Ha LMKIOCIIOPUH 3 10 5 IThTH OPH €IHOBPEMEHHO [IpHIaraHe.

Oxmpeomuo HaMalsABa NepopaiHaTa abcopOUrA Ha IUKIOCIIOPHH K MOXKE JIa Ce HANOXKH [IOBHIIABAHE
Ha f103aTa Ha UMKIOCIOPpHH ¢ 50% wnu npeMuyHaBaHe KbM WHTPAaBEHO3HO NPUIOKEHHE.,

Hexapcmea, koumo noguwasam nusama na YUKIOCHOPUN

Bewukk unxuburopn Ha CYP3A4 w/vnu P-gp Morar na fosezar 10 moBHIIaBaHE HA HUBATA HA
LUKITOCTIOPUH, HATIDUMED:

Huxapounun, memoxaonpamuo, nepopanHu KOHMpPayenmusy, MEmumpeOHu3010H (6UCOKY 0031u),
QRONYPUHON, XOREBA KUCEAUHA U NPOULOOHUME i, NPOMEAZHU UHXUOUMODU, UMAMUHUD, KOAXUYWUH,
Heha3zo0oH.

Maxponuonu anmubuomuyu: Epumpomuyun Moe 1a NOBUIIN €KCNO3KHLHATA HA UHKJIOCTIOPHH 4 10 7
IMBTH, KOCTO MOHAKOTa MOXKE J1a JoBeE A0 HEPpOoTOKCHYHOCT. ChO0IIaBa Ce, Ue KAaGpUmpOMuLuH
YZBOsIBA €KCIIO3HLHATA Ha UMKIIOCTIOPHH. A3sumpomuyuy TOBUIIABA HUBATA HAa LHKJIOCIIOPHH € OKOIO
20%.

Azonnu AHMUMUKOMUYL, KEMOKOHAIONA, ¢)ﬁyﬁf0Hﬂ3‘Gﬂ, UMPAKOHA30A 1 GOPUKOKA30J, MOIaT Ad
NOBHILIAT IMOBEYE OT ABA I'BETH €KCNOIULUUATA HA HHKJIOCITOPHH.

Bepanamun NOBUILABA KOHUEHTPALMATA HA LINKIOCIIOPUH B KPbBTa 2 A0 3 IIbTH.

EQHOBpEMEHHOTO NPHNAraxle ¢ meaanpesup BOTH 10 IPHOIH3UTENHO 4,64 TBTH TIOBUILABAHE HA
HOpMaH3npaHaTa ekcnosuimsa (AUC) Ha 1032 UHKIIOCTIOPHH.

Amuooapor 3HAYMTENTHO MOBHIIABA NIA3MEHATA KOHIIEHTPALMA Ha LIHKJIOCTIOPUH €THOBPEMEHHO C
[IOBHIIABAHETO HA CEPYMHHA KPEaTUHHH. TORa B3aUMOICHCTBHE MOXKE 12 Bb3HHUKHE ABJIrO BpeEMe
CJIeAl CNHPAaHeTO Ha aMHOAAPOH NOPaAM TBATHA MY MOy KHUBOT (OKoto 50 AHK).

Crobmaea ce, 4e 0gra307 NOBHUIABA KOHIIEHTPALIMSTA HA IMKJIOCIIOPHH B KPBBTa MPHOIH3UTENHO C
50%.

Hunmuazem (B 1031 oT 90 mg/AeH) MOXKe 1a MOBHIIH I1a3MEHATa KOHUEHTPAIIMA Ha IMKIIOCTIOPHH C
no 50%.

Hmamunub MOXe 1@ NOBUIIY €KCNO3HUUMATE U Cmax HA LIUKNOCTIOPUH ¢ OKOJIO 20%.

Karnabuouon (unxubumop na P-gp): ima ¢poOLIEHNS 32 NOBHINABAHE HA HABATa HA KAILMHECBPUHOB
MHXUOHTOP B KPBBTA NIPH CHITBTCTRAINE YoTpeba ¢ Kanabuauon. Tosa B3anmozelicTBre MOXE 12

OHOHANHYHOCT HA KANUUHEBPHHOBHA HHXHOUTOP. CleIoBaTENHO NMKIOCTIOPHH U K
Aa C¢ nmpHaraT €AHOBPEMEHHO C MOBHIUICHO BHUMAHUE, KaTO CE Clled BHUMATEITH
peakimy. [1pH penMnueHTH Ha TpauCIUIAHTAT TPAOBa Ja ce CieadT Hal-HHCKHTE
LMKJIOCTIOPHH B LiAJIa KPBB H [ia ce afanTHpa A03aTa Ha UMKIIOCTIOPHH, aKo € Heo
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nainuenTy Oe3 TpancTnaHTaT TpsOBa 1a ce OOMUCTH IIPoc/IeaaBaHe Ha HUBATa Ha IIMKJIOCNIOPHH B
KPBBT& ¢ KOPHIHpaHe Ha [03aTd, aKko e HeoOXonuMo (BXK. TOUkH 4.2 1 4.4).

B3aumMoneicTema ¢ XpaHa
YCTaHOBEHO €, Ye ¢AHOBPEMEHHOTO NpHueMaHe Ha rpefndpyT HIH cok oT rpeAndpyT MoBHIIaBa
OHOHANTMYHOCTTA HA LHKJIOCITOPHH.

KomMOWHalMH ¢ MOBUIIEH PHUCK OT H OTOKCHUHOCT

Heobxonumo e noBHLICHO BHUMAHHE, KOTATO Ce W3MO/3Ba IHMKIOCTIOPHH €IHOBPEMEHHO C ApYyTrH
aKTHBHH BEIICCTBA, MPOABABALIY HE(PPOTOKCHYEH CHHEPIHIBM KATO: QMUHOIUKOIUOU (BKA.
2eHmamuyur, mobpamuyur), amomepuyun B, yunpogroxcayux, aHKoMuyus, mpumMenonpum

(+ cynghamemoxcazon); npouzsoonu Na Gubpurosama Kuceruna (Hanp. besapubpam, denopubpam),
HCHBC (exniouumenno Quxnogenax, Hanpoxkcen, cyrunodax), meaganan, xucmamun Hr-peyenmopru
QHMA2OHUCU (HARD. YUMEMUOUH, DAHUMUOUN); Memompercam (8oic. mouxa 4.4).

[lo BpeMe Ha €THOBPEMEHHOTO M3MOJI3BAHE HA JICKAPCTBA, KOUTO MOXE JIa MIPOABAT HE(PPOTOKCHYCH
CHHEPIrU3BM, TPAOBA Ja ¢€ NPaBH YeCTO MOHHTOpUpaHe Ha OpOpeunara pyHKUHA. AKO HMa
3HaYUTEHO YBpexKIaHe Ha ObOpeuHaTa GyHKUNS, 103aTa HA €AHOBPEMEHHO NPHJIaraHyA JieKapCTBeH
NpOAYKT TpAOBa fa ce peayLUpa WM Ja ce NPEeUeHH afTepHATHBHO JISYeHHE,

EanospemennaTa ynorpeda Ha WHKIOCHOPHHE H TAKPOIUMYC TpA0Ba Ja ce n30Arasa nopajaH puck oT
HE(QPOTOKCHYHOCT H (JapMakOKHHeTHYHH B3auMonekcTaun upe3 CYP3A4 w/umnm P-gp (Bk. Touka 4.4).

Boaneficreue Ha DAA Tepanya

DapMaKOKMHETHKATa Ha LHKJIOCTIOPHH MOXe Aa Obe MOBIUAHA OT IPOMEHH BEB (PYHKIIHOHMPAHETO
Ha YepHuUs Apo0 Mo BpeMe Ha AUPEKTHO AelcTBama aHTUBUpyCcHa Tepanus (DAA), CBbp3aHa ¢
H3urcTBane or HCV Bupyca. Tpabsa na ce ocurypr BHHMaTenHO HabmogeHHe H MPH HEOOXOMUMOCT
KOPHUIHpaHe Ha 103aTa UHKJIOCIOPHH, 3a 1a C€ rapaHTHpPA MPOABLIDKUATENHA ePUKacHOCT.

Edexry Ha NHKAOCHOPHH BbPXY APYTH JE€KAPCTBE
Linknocropun € unxuburop Ha CYP3 A4, edaykcHus TpaHcnoprep Ha peauLia JekapcTea P-gp u

IIPOTEURBMTES, TPAHCTIOPTHPALK OpraHudHH aHHOHH (OATP). EZHOBpeMEHHOTO TIpAIAaraHe Ha
neKapcTBa, KoMTO ca cybetpatu Ha CYP3A4, P-gp u OATP, ¢ uukiI0CnOpUH, MOXE 13 TOBHILIH
IU1a3MEHUTE HHBA HA JIEKAPCTBATa, KOMTO Ca CYOCTPAaTH Ha CHOTBETHHS €H3MM WM TPaHCIIOPTED.

[lo-nony ca u3bpoeHu HAKONKO IIPHMeEpa:

LiuknocnopuH Moxke 1a peAyuupa KIUpPbHCa Ha Quzoxcun, komxuyun, HMG-CoA pedyxmaznume
unxubumopu (cmamunu) u emonosud. Ilpu ennoBpeMeHHa ynotpefa Ha HIKOe OT T€3H JIEKapCTBa C
HMKIIOCTIOPHH, € HEOOXOAUMO J1a C€ OCHIYPH BHHMATENHO KIMHHYHO HabNoae e, ¢ el paHHO
OTKPHBAHE Ha TOKCUYHHUTE NMPOABH HA JICKAPCTBEHUTE NIPOYKTH, MOCTEIBaHO OT IOHHKESHHE Ha
A033Ta WK NPCYCTAHOBABAHE Ha MpreMa UM. I1pu cbBMECTHO NpuJlaraHe Ha CTATHHH ¢ LIMKJIOCTIOPHH,
A03ara UM TpAOBA Aa C¢ HaMaJlH, a ChBMecTHaTa ynotpeba ¢ onpecneHH CTaTHHH TpsdBa aa ce
H304ArBa, CHIIIACHO NMPEMOPBKUTE B ChOTBETHATA NPOAYKTOBA HH(opMalua. [IpomeRrUTe B
CKCIIO3UIIMATA Ha Hali-4eCTO NPHIAaraHUTe ¢ LIMKIIOCIIOPHH CTATHHHM ca 06o01eny B Tabimna 1.
HeobxoquMO € IEYeHHETO Che CTATHHH Ja OBIE BPEMEHHO MPEKBCHATO HIIH CIIPSHO TIPY NALUEHTH C
[PH3HALKW M CHMNITOMH Ha MHOITATHA WJIH TaAKMBA C PUCKOBH (PAKTOPH, IIPeApa3noiarautd KbM TEXKO
OBOpeuHO yBpexIaHe, BRIIOYHTEIHO GhOpeYHa HEIOCTaThYHOCT BCAESICTRBHE Ha paGaoMuonmsa.

14




Tabmnia 1  O600LIEHHE Ha IPOMEHUTE B €KCTIIO3UIMATA Ha HAl-4eCcTo MpHiaraHUTe CTaTHHH, PH
CBBMECTHO MPHIOXKEHHE ¢ UHKIOCTIOPHH

CraTun Haan4yuu ao3n IIpomsana na
eKCNO3HIIHATA B
NBTH MPH
CHBMECTHO
NPHI0KEHHE C
LHKJIOCTIOpHH
AtopBactatTuH | 10-80 mg 3-10
CHMBACTATHH 10-80 mg 6-8
OyBacTaTHH 20-80 mg 2-4
JloBacraTuH 20-40 mg 5-8
[IpaBacTaTvy 20-80 mg 5-10
PocysactatnH | 5-40 mg 5-10
[luraBactatun | 1-4 mg 4-6

Heo0x0aMMO € NOBHIIIEHO BHUMAHHE TIPH €NHOBPEMEHHATa ynoTpea Ha LIMKJIOCTIOPHH ¢
JepKaHUAMIHH (BX. TO4Ka 4.4).

[Ipy eAHOBpEMEHHO IPHIAraHe Ha HHKIOCHOPHH H aTUCKUPEH Cmax HA &JTUCKUPEH - CyBeTpat Ha P-gp
Ce MOBHINABA NpHOIM3UTENHO 2,5 mbTH, a AUC npubmusurenHo S mbTH. GapMakOKHHETUUHHAT
MpOQUR Ha HUKIOCNIOPHH HE C€ H3MEHd 3HaYHTeaHo. He ce npenopbusa eTHOBPEMEHHO MPHIAraHe Ha
LIMKJIOCTIOPHH H aJIHCKHpeH (BX. Touka 4.3).

EnnoBpeMeHHOTO NPHIIOKEHHe ¢ JalHrarpaH eTeKCHIaT He ce TIpenopbyBa nopaad P-gp
HHXHOMTOPHATA aKTUBHOCT HA LIUKIOCMOPHH (BX. TOUKa 4.3).

EQHOBpPEMEHHOTO NMpUiiaraHe Ha wugedunun ¢ UMKNOCTIOPUH MOXE a AOBEAEe A0 MOBUIIEHA CTENEH
Ha I10ABa Ha THHIHBAJIHA XHIIEPILIA3KA, B CPABHEHHE C Ta3H [IPH cCaMocTosTenHa ynoTpeba Ha
LUHKJIOCTIOPHH.

EnHOBpEMEHHOTO H3NMON3BaHE Ha OuxIogenax U LMKIOCTIOPHH BOJH 0 3HAYHTEIHO YBEIIHYABAHE

OHOHANMHYHOCTTA HA THKIOPECHAK ¢ BB3MOXKHO MOCTIEACTBUE 00paTHMO YBpeXAaHe Ha ObOpeyHaTa

(pyukums. [ToprmasaHeTo Ha GMOHANMYHOCTTA HA TMKIO(EHAK ce ThDKH Hali-BEPOSTHO Ha

peAYUMpAHETO HA HErOBHA H3paseH “first pass” edext. Koraro 3aeHo ¢ NUKIOCTIOPHH CE NPHIarar

HCIIBC cue cnabo uspaseH “first pass” edekr (Hanp. aLeTHICATHLHIOBA KHCEJTHHA) HE CE OYAKBa
P

MOBHLICHUE HA OHOHAJIHYHOCTTA HM.

[To BpeMe Ha NPOYUBAHHATE C egepotMyC WIH cuposumyc ¢e Hablllo1aBa MOBHILIABAHE HA CEPYMHHA
KpEaTHHHH [IPH €THOBPEMEHHO NpHIArade CbC¢ CTAHAAPTHA 032 HUKIOCHOPHH MHKPOEMYICHS.
E¢exTbT 4ecTo MbTH € 06paTHM NpH HAMAIABAHE Ha J03aTa Ha WHKIoCNOPHH. EBeponuMyc 1
CUPONHMYC MOBIIHABAT HE3HAYUTEIHO (PapMAKOKMHETHKATA HA IHMKIOCTIOPHUH. EAHOBPEMEHHOTO
NpHNaraHe ¢ UUMKIOCNIOPHH 3HAYUTENHO [IOBHIIABE HUBATA HA EBEPOJITHMYC U CHPOJIMMYC B KPbBTa.

Heobxoaumo € NoBUILEHO BHIMaHHE, KOraTo LMKIOCIIOPHH Ce IPHJIara 3aeQHO ¢ KaIuli-CoXPArASauU
NeKapCcmeaenu npOOYKMu (HONP, KAnuti-CoXPaHABauiu OUypemuyy, UHXUGUMopu Ha GHZUOMEH 3UH-
KOHGepmupawua enzum, ancuomenzur Il peyenmopru anmazonucmuy) wi ¢ KAIUU-CoOBPICOWU
nexapemeenu npodykmu, Thbi KaTo Te MOraT [a ACBEJAT A0 3HAYHTEIHO [IOBHLIABAHE HA HHBATA HA
KaIH# B cepyMa (BX. TOuKa 4.4).

LIMKNOCTIOpHH MOKE A3 MOBULIH [UIA3MEHHTE KOHUECHTPALIHH Ha pengenunud 1 Taka Ja
OT XUITOTJTMKEMHA,

EQHOBPEMEHHOTO NpHIAraHe Ha 6ocexdman U LHKIOCIIOPHH NIPH 3/ipaBH 106poB
EKCITO3MLIMATA HAa DOCEHTaH HAKOJIKO ITHTH K IIOHHXKABA ¢ 35% eKCro3nmmara H
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NPEenopBYBa €IHOBPEMEHHOTO TIPHIaraHe Ha Lukiocnopus u HoceHTaH (BK. [TO-TOpe HOATOYKA
“JlexapcTRa, KOUTO NOHHKABAT HUBATA Ha LIMKIOCIOPHH™ M Touka 4.3).

MHOroKkpaTHOTO NpHUiaraHe Ha amépucenman 1 WAKIOCTIOPHH IIPH 30paBH ACOPOBOILH BOIH 10
MPHOIH3HTENHO ABYKPATHO [IOBHIIABAHE HA €KCMO3HLIMATA HA aMOPHCEHTaH, JOKATO EKCTIO3ULMATA
Ha HHKJIOCIIOPHH C€ MOBUILABA He3HauuTeHo (npubnuzntento 10%).

Habnonasa ce 3HAUMTENTHO NOBHINIABAHE HA EKCTIOZHLATA HA ANMPAYUKIUROBUME anmubuomuyu
(Hanp. OOKCOPYOUNUH, MUMOKCaHMpoH, Oayropybuyux) TP OHKOJIOTHYHH MalMEHTH, NIPH KOUTO e
NpuiaraT €JHOBPEMEHHO UHTPABEHO3HO aHTPaLMK/IMHOBH aHTHOMOTHIY H MHOT'O BHCOKH 03U
[IHKJIOCTIOPUH.

[Io Bpeme Ha NieueHHETO ¢ UMKIOCTIOPHH BaKCHHALIMMTE MOTaT Aa OBAAT Mo-Maiko eeKTHBHY, a
ynotpedara Ha )KUBH aTeHIOMPaHu BaKCHHHK TpAOBa Aa ce u30Arsa.

Bzaumooenucmeus, eooewu 00 HAMASBAHE HA HUBAMA HA OPY2U NEKAPCMEA

EnHOBpEMeHHOTO TIPUWIOKEHHE HA MKJIOCIIOPHH H MIKO(EHO/AT HATPUil WIH MUKOGEeHoIaT

MO(IIBT WI NIpH DalBRCHTH € TPAHCTUTAHTALUHA MOXKE J1a HaMalld cpeaHaTa €KCIIO3HNIIMA Ha
MHKO(eHONoBa kucenuHa ¢ 20-50% B cpaBHeHHE ¢ ApYrd HMyHOCYIIpecopH. Ta3n HHQOPMAIlHS
TpsA0Ba Jia ce MMa NpeABHS, 0cOOEHO B ClTyuail Ha IIpeKbCBaHe WU [IPEYCTAHOBABAHE HA TEPANUATa C
LUKJIOCIIOPHH.

EQHOBpEMEHHOTO NMPUICKEHHE Ha AMHHYHA A03a 1uknocnopuH (200 mg unu 600 mg) ¢ eAuHU4Ha
no3a enrpomGonar (30 mg) Hamansnsa nazmenara AUCinf Ha errpomGonar ¢ 18% mo 24% u Cmax ¢
25% no 39%. INo3BoJLiBa ce KOpUTHpaHe Ha J03aTa Ha eNTpoMOoNar 1o BpeMe Ha JIEYEHHETO B
3aBHCHMOCT OT Gpos Ha TpOMOGOLMTHTE Ha NaliwenTa. bposT Ha TpomBotinTHTe TpAOBa Ha ce
MPOCHEAABA NOHE BESANDX CEAMUYHO B NPOXBIKEHHE Ha 2 10 3 CEAMHILM, KOraTo enTpoMobonar ce
[MPHEMA €AHOBPEMEHHO € LIMKIOCTIOpHH. Moxe na € HeoOX0nuMO NOBUILIaBAHE Ha 1034aTa Ha
enrpoMbonar 853 OCHOBA Ha Opos Ha TPOMOOLIMTHTE.,

IleanarpuyHa nonynanus
ITpoy4BaHus 3a B3aHMOIEHCTBHA ¢a NPOBEXIAHM CAMO MPH BH3PACTHH.

4.6 DeprunnTeT, GPEMEHHOCT H KbpMeHe

bpeMeHnoct

HsimMa gocTaThyHi WK 106pe KOHTPOITHPAaHH KTUHHYHH NPOYYBAHHA TIPH OpeMeHHH XEHH,
U3IIOM3BallK LKMKIOCTIOpHH. MMa HerosaM obem faHHHM oT ynotpedara Ha HUKIOCTIOPHH IIpH
OpPEMEHHH NAIHEHTKH OT IOCTMAPKETHHIOBHSA OITHT, BKJIIOUMTENIHO PETHCTPH 33 TPAHCIVIAHTALMH U
nyOIMKYBaHA IUTEPATYPa KaTO II0-TOJNAMA HacT OT CIIy4YauTe ¢a ChOOLLIEHH OT MALHEHTKH ¢
TPAHCIIJIAHTALMM,. bpeMEeHHHTE, PH KOUTO C/Ie TPAaHCIUIAHTALKMA CE€ TIPOBEK A HMYHOCYIIPECHBHO
JIEYCHHE, BKIIKOYHTEIHO ¢ LHKIOCNOPHH HIH LHKIOCIIOPUHOBH MTPOH3IBOAHH, Ca HIIOKEHH HA PHCK OT
NpeX/ICBPEMEHHO paxaaHe (< 37 ceqMHLIM).

I1poyuBaHus 3a eMOpuo-¢peranno pazsutue (embryo-foetal development, EFD) npH IUTEXOBE H 3aiLH
C UMKJIOCIIOPHH TTOKA3BAT eMOpUo-(peTantHa TOKCHIHOCT IIPH JI030BM HUBA 110 MAKCHMaJIHATA
NpenophYUTENHA g03a MPH xopa (maximum recommended human dose, MRHD) Bb3 OCHOBa Ha
TenecHa nosbpxHocT (body surface area, BSA) (Bx. Touka 5.3).

Sandimmun Neoral e TpAOBa na ce mpunara no Bpeme Ha OPEMEHHOCT, OCBEH akoO MOTEHLHAIHATE
MOJ13M 3a MaliKaTa He HAABHIIABAT NOTEHLMATHUA PUCK 3a 1U10Aa. ChIBP/KAHHETO HA &JIKOXOT B
Sandimmun Neoral Tps6Ba cbII0 213 ce MMa NpeaBH PY GpEMEHHM sKEHH (BXK. TOUKa 4.4).

ITyOnukyBanuTe qanHH 0T HanuoHaNHUs perucThp Ha OpEMEHHOCT CIel TPaHCILI
Transplantation Pregnancy Registry, NTPR) onmicBat pe3yiTaTH 0T GpeMEHHOCT
TpaHcIIaHTanKs Ha Ou0pek (482), yepen apob (97) u cupue (43), nonyyaBamu
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JIaHHUTE TIOKa3BaT yeneuHa OpeMEHHOCT ¢ MPOLICHT Ha *KHBOpoaAcHH 76%, 76,9% H 64% CHOTBETHO
[IPH pEIMIHEHTH ¢ OpOpeyHa, YepHOApOOHA U ChpACYHA TPAHCILIAHTALMA. [ [pexaeBpeMeHHO
paxaHe (< 37 ceaMuIa) ce chodiIaBa ChoTBeTHO NpH 52%, 35% 1 35% OT peLUIIHeHTHTE ¢
OBOpeuHa, yepHOAPOOHA U ChpAeYHA TPAHCTIIAHTALMAL.

Cpobiasa ce, 4e NPOUEHTUTE Ha CMOHTAHHK a60pTH M Ha 3HAYMMH BPOJEHH AS(PEKTH Ca CPABHHUMH C
npoueHTHTe, HabmoaasaHy 8 obmara nonynanusa. He Moxe na ce M3KIIOYH TOTEHUHNATIEH JHPEKTEH

e(DeKT Ha LMKIIOCTIOPHH CBBP3aH ¢ XUIIEPTOHMS TIpH MalikaTa, MpeeKaaMIcHs, HHpekInH Unu auaber
NpeaBUI ONPaHUMEHUATA, IIPHCHIIA Ha PETUCTPUTE M TOCTMAPKETHHIOBUTE JIOK/IaAH 3a H€30MIacHOCT.

Haninuny ca orpanuuen Opoli Habmozenus npH gena Ha Bb3pacT pUOIH3UTENHO A0 7 TOAMHH, C
€KCTIO3HIMA Ha LIMKIIOCNOPHH in utero. brOpeunara GpyHKIMA ¥ KPBBHOTO HAJIATAHE IIPH TE3H JIeLa ca
HOPMAJIHH.

Kspmere

LinxrocnopyH ripeMUHaBa B Kbpmata. MaiikuTe, xouTo ce JekyBat ¢b¢ Sandimmun Neoral, He TpsOBa
Ja KbpMAT, TIOpaad moTeHuana Ha Sandimmun Neoral Aa npeau3BuKa CepHO3HH HEXETAHHN
NIEKAPCTBEHHU pEaKIMM Y HOBOPOJAEHOTO/KbpMadeTo. Tpadra ja ce B3IEME pellieHHe AaH Ja Ce
IPEYCTaHOBH KbPMCHETO HITH J1a C€ NPEeYCTaHOBH IIpHEMa Ha NEKapCTBECHHA MPOAYKT, KATO C€ B3EMAT
IIpeABH] ITOJ13aTa 0T KbPMEHETO 3a HOBOPOAEHOTO/KbPMAUYETO U MOJ3aTa OT AEKAPCTBEHUAT NPOIYKT
33 MaiKara.

HMMa OorpaHHYeHH JaHHH, KOUTO NOKA3BaT, 4€ ChOTHOMIEHHETO Ha KOHIGHTPALUATa Ha LIHK/IOCIIOPHH B
KbPMaTa CNPSIMO KOHIIEHTpaLlUATa Ha IIMKJIOCTIOPHH B KPBBTA Ha MalikaTa e B HHTepBana ot 0,17 1o
1,4. Bb3 ocHOBA Ha NpHeMa Ha KbpMa oT 6e6eto, Hali-RucoKaTa H3YHCIIEHA 1032 UHMKIOCTIOPHH,
MPpHETa Ype3 XpaHeHe OT H3LAN0 KbpMeHO 0¢he, ¢ npudmusuTenHo 2% OT Jo3aTta, KOpHrHpaHa CrpaMo
TErJOTO Ha Malikara.

ChIOBpKaHHETO HA AIKOXON B JleKapcTBeHUTe popMu Ha Sandimmun Neoral chino Tpabea na ce uma
NPEABHI NPH KEHH, KOUTO KbPMAT (BXK. Touka 4.4).

DepruHTeT

HMma orpann4yeHd JaHHH OTHOCHO edpexTa Ha Sandimmun Neoral Bepxy ¢epranmrera npu xopa. He ce
HaOMoNABAT HeXeNTaHH eeKTH BbpXy (PEPTHIHTETA, NPH MBXKH H EHCKU TUTbxoBe 10 15 mg/kg/aen
(non MRHD BB3 ocHOBa Ha BSA) (Bk. Touka 5.3).

4.7 E¢exTn BEpXYy cniocoGHocTTA 32 Inodupade H paboTa ¢ MAMIHHA

Sandimmun Neoral Moxe a2 npyaMHH HEBPOJIOTMYHH H 3PUTEIHH HapylieHus (Bx. Touka 4.8).
Sandimmun Neoral Moxe 1a noBiMse B yMepeHa CTeNneH cnoceBHOCTTA 32 Liodupade i pabora ¢
MatHHY. Heobxonumo e noBUineHo BHUMaHHe TIpH modHpaHe Ha MOTOPHO MPEBO3HO CPEACTBO HUIIH
paboTa ¢ MaiLHHA.

He ca nposexnany npoyusaHud 3a edexrure Ha Sandimmun Neoral Bepxy cnocoGHOCTTA 3a
mogupare 1 paboTa ¢ MaLIMHM.

4.8 HexenaHn JeKapeTBeHH PEaKHHH

O606nmeHre Ha npodmna 3a 6€30MaCHOCT

OCHOBHMTE HEXKETaHH PeakLUM, HaGNIFOJaBaHH B X0/a HA KIMHWYHHTE M3[IMTBAHHWA, CBBP3aHH C
MPpUIAraHeToO Ha UWMKIOCTIOPHH BKIFOUBAT OLOpeuHa AUcyHKIMA, TPEMOP, XUP3YTHIBM, XHIIEPTOHNS,
AUapHA, ARHOPEKCHS, FaICHE M NOBPBIIAHE.

MHOTro HeXKeaHW peaKLH, CBBP3aHU C TEPANHATA ¢ HMKIOCNOPHH, ca J0303aBUCHMH
OOpAaTHO pa3BHUTHE NMPH HAMANABAHE HA 03aTd. [IpH pazMHYHUTE MOKa3aHUA 06
HEXENAaHUTE PEaKUMH € Hal-0010 eAHAKBB, HO HMA Pa3/IMKY B YECTOTATA U TEK
HAa BUCOKHTE HAYaJIHH J03M U JBJroTpaiiHaTa moAAbpKAILA TEPAllk, H3UCKBAILL
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TPAHCNJIaHTaL U, HEXKeTlaHWTe PEaKIMH ¢a TO-YeCTH U OOMKHOBEHO MO-TEXKKH ITPH TPAHCIUIAHTHPAHH
NanUeHTH, OTKOJKOTO MPH NAllHEHTH, JIEKYBaHH 3a APYTH HHAHKALIMH.

Hudekirn u undecrauuu

I1pu maukenTH, KOUTO ca Ha JieUeHHe ¢ HMYHOCYTIPECOPH, BIIIOUYHTETHO MKIOCIIOPHH H
LUMKJIOCNOPHH-CBABPXKALLN PEXUMHU, CHUIECTBYBA MOBUIIEH PUCK OT HHPEKLKH (BHPYCHH,
OakTepHanHy, rbOMUYHHM, NapasHTHH) (BX. Touka 4.4). Morart 1a ce HabmoaaBaT KakTo ob1n, Taka U
JIOKaAHY HHGpeKuuH. Moxe Ja HacThIM 3aTpa00YaBaHe HA Beue ChLUIECTBYBAIUH HHPEKIHH, KAKTO U
TIOBTOPHO aKTHRHpaHe Ha Polyomavirus undekuus, kosTo Moxe aa nosene a0 Polyomavirus
CBbp3aHa Hedpponatus (PVAN) umu o JC BHpyc cBbp3aHa NporpecHBHa My ITH(POKAIHA
neskoexuedanonatus (PML). HMa cbobieHns 32 cepuo3HH NOCIEACTBUS W/HITM TAKKMBA C JIETAJIEH
M3XO0J.

Heonna3Mmu - ﬂGﬁEOK&‘IGC’I‘BEHH, 3NIOKAYECTBCHU U HeQNpeaeneHH (BKI. KHCTH H MOJIMUITH )

[Ipy manKMenTH, KOMTO Ca Ha NIeYeHHe ¢ HMYHOCYIIPECODH, BKAIOYHUTENTHO IIMKIOCTIOPYH U
LMKJIOCTIOPHH-CBABPKAIIM PEKUMH, CHLIECTRYBA IIOBHIBEH PHUCK OT Pa3BHTHE HA TMMPOMY WIH
numdonpormdepaTHBEY pa3CTPoiCTBa U APYrH 3J0KAYECTBEHH 00pa3yBaHni, 0COOCHO HA KOXaTa.
HecroTara Ha 310KavyecTBCHUTE 00pasyBaHus Ce yBEIHYaBa ¢ HHTEH3UTETA H IPOALIDKUTEIHOCTTA Ha
TEPANHUATa (BK. Touka 4.4). Hakou 3nokavecTBeHH o0pa3yBaHHa MOrar aa Opaat ¢ 1eTancH u3xod.

Tabnn4no 06obiieHKe Ha HEXETaHUTE JEKAPCTBEHH PEAKIWK OT KITMHIYHHTE H3HTBAHKS
Hexenanure JieKapcTBEHHM peaKiK OT KIMHHYHUTE H3NHTBaHKs (Tabauna 2) ca n30POCHH ChINIacHO
MedDRA 1o crcreMo-opralHHH kiacoBe. B paMKHTE Ha BCEKH CHCTEMO-OPTaHeH KIlac HeXeNnaHHTe
JICKapCTBEHH PeaKliK ca rpynyupaHy 110 YeCcToTa, KaTo Hali-uyecTuTe ca IrbpBU. [IpH BCAKO rpynupaHe
B 32BHCHMOCT OT Y€CTOTaTa HEXKEJIAHUTE JICKAPCTBCHH PEAKLIMH ¢a MIPSACTABEHH B HU3XOALI pEA TI0
OTHONICHUE Ha TAXHATa CEPHO3HOCT. (JCBEH TOBA, 3a BCAKA HEXEJ/IaHa peaKUUs CbOTBETHHUTE
KaTE€rOpHH YE¢CTOTH Ca [IPeACTaBeHH ChriacHo cienHara koHpeHuA (CIOMS III): Mporo uectu

(= 1/10); gyectu (= 1/100, < 1/10); HewecTn (> 1/1 000, < 1/100); peaxu (> 1/10 000, < 1/1 000}, MHOrO
peaxu (< 1/10 000), ¢ Hen3BecTHa yecTOTA (OT HANHYHHTE JAHHH He MOXe Aa ObJe HanpaBeHa
OUEHKA).

Tabauua 2: Hexxenann nekapcTBeHH peAKIHH OT KIHHAYHH H3NTHTBAHAA

HapyuieHus Ha KPBBTA M JHMGPHATA CHCTEMA

Yectu JIeBKOIEeHHA

Hedecrn TpomboLuTOneHMs:, aHeMus -

Penku XEMOJMTHYHO YPEMHYEH CHHAPOM, MUKPOaHFHONIATHYHA XEMOJIUTHYHA
aHeMMH

C HeH3BecTHa TpomOoTHYHA MEUKpPOAHTHOMATHS, TPOMOOTHIHA TPOMOOIIMTOIIEHHYHA

yecrora* nypnypa

Hapymenus na meTaGosim3Ma H XpaHeHETo

MHoro yectn XWIepIMIuaeMus

Yectu XUNeprivukeMus, aHOPEKCUs, XUTIEPYPUKEMHS, XUITEPKAJTHEMIA,
XHUMOMAarHe3ueMus

HapyieHns Ha nepBHaTa CHCTEMA

MHoro yecTn Tpemop, rnaBodbonne

YectH KoHByncHH, napecresnu

Heuecty ExnedanonaTs, BKIIOYHTENHO CHHAPOM Ha 3a1Ha 00paTHMa

exuedanomnarus (Posterior Reversible Encephalopathy Syndrome, PRES),
NPHU3HALH U CHMIITOMH KaTO KOHBYJICHH, OOBPKAHOCT, JE30PHEHTALHS,
3abaBeHHd peakUH, TPEBOKHOCT, 6€3CHHHE, 3PUTE/IHU HapyLICHHS,
KOPTHKaHa CIenoTa, KOMa, napesa u uepedeiapHa aTakcHs

Penxu MoTtopra nomMHEBpONIaTHA
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Mmuoro peaxu EneM Ha onTHYHHA HEPB, BKIKYHTEIHO OTOK Ha MManmwiara ¢ Bb3MOXKHO
3PUTE/IHO YBPEKIaHe BCAeACTBUE Ha JOOPOKAYECTBSHO MOBUIIABAHE HA
BBTPEUEPENTHOTO HANATaHE

C Hen3BecTHa Murpena

yectora®

Hapymenns Ha yX0TO H J1a6HpHHTA

C HeHM3BeCTHa VBpexaaHe Ha crnyxa’

yecrota*

Cha0BH HapyumeHus

MHoro yectu XHNepToHnd

Yectn [TouepeeHsBaHe

CroMalHO-upeBHH HAPYUIEHHS

Yecn ["anene, noBpullakle, CTOMakleH AHCKOM$opT/00Ka, uapHsi, THHIMBAJIHA
XUnepriasus, NenTHYHA A3Ba

Penxu [lankpeatur

XenaTotHIHAPHH HAPYIIEHHS

Yecru Hapymasane Ha yepHoApoOHaTa dyHkuMd (BX. To4ka 4.4)

C HeuzpecTHa XenaToTOKCHYHOCT B YePHOIPOOHO YBpEXKIaHe, BKIIHOUUTETHO X0JIeCTa3a,

yecToTa* ’KBATCHHLIA, XeNIATUT U YepHOAPOOHA HEAOCTATHUYHOCT, TOHAKOrA C JICTANICH

H3xoz (Bx. To4Ka 4.4)
Hapyuienns Ha KoxkaTa H NOAKOKHATA THKAH

MHoro 4ectu XHP3yTH3BM

Yecrn AKHe, XUIICPTPHX03a

Hedectn AJlepruvucH oOpHB

HapyumieHusi HA MYCKYJTHO-CKe/IETHATA CHCTEMA H CheAMHHTENHATA THKAH
Yectu Muanrug, MyCKyaHH KpamiH

Penku MyckynHa cnabocT, MHONATHS

C HensBecTHa bosnka B ponnuTe xpaifiHuLA

uecToTa*

Hapymenusn na 6n6pennre 4 MHKOYHHTE NBTHINA

MHoro JecTH bbbpeuna nuchyHkuMS (BX. TOUKa 4.4)
Hapymenna Ha BL3NPOH3BOAHTETHATA CHCTEMA M I'bPAATA
Penku MeHcTpyansH HapyLieHHs, THHEKOMACTHS
Ob0uH HapyUIeHHA U ¢)eKTH HA MACTOTO HA NPHJIOKEHHE
YecTr ITupexcus, ymopa

Hewectn OToK, NOBMILLIARAHE HA TETJIOTO

* Hexenanu cbOuTHA, CHOGILEHM 10 BpeMe Ha TIOCTMAPKETHHIOBHA OIHT, KbAETO YecTorata Ha HJIP

€ HEU3BECTHA NTOPanH NUIICATA Ha 001 3HaMeHaTen.
* B nocTMapKeTHHroBaTa (ha3a € ChoOHISHO yBpeXIaHe Ha CITyXa IPH NALHEHTH ¢ BUCOKH HHBA Ha
LIUKJIOCIIOPHH.

ﬂ[;}jI‘H HCXKCJIAHH JICKAPCTBECHHN PEaKlIUH, B']:OGQ,E!HH no BpEME Ha MOCTMAPKCTHHIOBHA OMHT

MMa 1ieieHacoueHo TBPCEHH W CIIOHTaHHH NOCTMAPKETHHIOBH CHODIIEHHS 33 XeNMaTOTOKCHYHOCT U
YCPHOAPOOHO yBpekAaHe, BKIIOUHTENHO XOJIeCTa3a, JKBATEHHLIA, XE[IATHT H YePHOAPOOHA
HEOCTAaTbYHOCT NPH MALEHTH, JIEKYBAHH C LHKIOCNIOpHH, [ToBedeTo chOOLIEHHs ca OT NalHEeHTH
CBbC 3HAUHMa KOMOPOMAHOCT, NOANEKAIM ChCTOSHUSA M APYFH CMYIIABaIlH GaKTOPH BKIIOYHTEITHO
MH(EKLHO3HH YCIIOKHEHHSA X KOMEIHKALIMA ¢ XEMaTOTOKCHYEH TTOTEHIMan. B HAKoM ciTyyau,
NPEAUMHO TIPHU TPAHCILIAHTUPAHH NAaLUEHTH, ce CHOOILABA H 3a JleTalneH H3Xoa (BXK. Touka 4.4).

OcTtpa M XpoHHYHA HEPPOTOKCHYHOCT

[1anueHTHTE, NPOBEXKAAUIY JIEUEHHE ¢ KAIIHHEBPHHOBH HHXHOUTOPH (CNI), BRIIOUHTETHO
HMKJIOCTIOPHH H LMKIOCMOPHH-CHABPKALLH PEXKHMH, Ca H3NOKEHH HA MTOBHILIEH PHCK OT OCTpa HIH
XPOHHYHA HEPPOTOKCHIHOCT. MMa ChOGIIEHHS OT KIIMHHMYHH H3HTBAHKS M OT NOCTMAPKETHHTOBHS
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boska B JoNHUTE KpaliHMLK

HM3onupanu cmydan Ha O0/IKa B JOMHUTE KpalHW1IM ¢a 61Ny choGiLIeHH BbB BPB3Ka C LIHKIIOCIIOPHH.
bonkara B nonHKTe KpaliHuLHM cbIIE € 0TOENA3aHA KATO YACT OT KANLMHEBPHH-HHXUOUTOD
HHAYHHpanua 6onkos cuaaApoM (Calcineurin-Inhibitor Induced Pain Syndrome - CIPS).

[leanaTpuyHa nonynanus

KnuHuyHuTEe NpoyvYBaHUA, BKIOUBAIIM A€lid Ha Bb3PAcT HaJ | roAMHa NpH NPHIOKEHHE Ha
CTaHAapTHA JO3HPOBKA LWKJIOCNOPHH, €A CbC CPaBHUM Npodui Ha 6e30MaCHOCT ¢ TO3H NPH
BL3PACTHHUTE IMALIHEHTH.

Cpobiasase Ha MOAO3UPAHN HEXENAHH PEeaKIHH

Cho0MaBasHeTo Ha MOAO3HPAHH HexXeNaHH peakUd Ciel pa3pellaBaHe 3a YNoTpeda Ha TeKapCTBeHHs
IMPOAYKT € BakHO. Topa MO3BOJIABA Ja IPOAB/IKH HAOGMONEHHETO Ha ChOTHOIIGHHETO 110133/ PHCK 3a
NeKapCTBeHUs NPOAYKT. OT MEIULIMHCKHTE CTICLIMATMCTH Ce M3UCKBA a ChOOIIaBAT BCAKA
NNOAO3HPpaHa HEXKENAHA PEAKLMA YPE3 HALIMOHANHHUA PeryJIATOPEH OpraH Ha aapec:

Bwarapas

H3menauTenHa areHIms Mo ekaperearta
yiL. ,,Jdamsas I'pyer” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg
4.9 Ilpeposupane

Itepopanmnara LDse Ha npknocniopus e 2 329 mg/kg npu mumky, 1 480 mg/kg npH mrsxose u
> 1 000 mg/kg npwu 3aiiny. MirTpaBeno3nara LDso e 148 mg/kg npu Muwuku, 104 mg/kg npu nubxose
H 46 mg/kg npu 3aiiuy.

CUMIOTOMMU

OnUTBT NPH OCTPO NpeJO3NpaHe ¢ UMKIIOCTIOPHH € orpandveH. [lepopanrauTe 1034 Ha UHKIOCIOPHH
10 10 g (oxono 150 mg/kg) ce ROHACAT C OTHOCHTENHO MO-MAJIKH KITHHUYHE TOCASICTBUSA, TAKHBA
KaTo NMOBpBLIAHE, CBHIMBOCT, [MIaBoboIMe, TAXUKAPAMS, U P MAIKO Ha Opoil ALHEHTH, YMEPEHO
TEXKKO, 00paTHMO HapymeHue Ha Os0pedHaTa Gyukuusa. O0ade, CepHO3HH CHMITOMH Ha
MHTOKCUKALHs €a JOKJI&/IBaHM BCIIEACTBUE HA MMLMIEHTHO NMapeHTePANHO NPESO3HPAHE C
UWHKJIOCTIOPHH NIPH HeAO0HOCEHH Gebeta.

JleueHue

I1pu BcHUKY Ciiyval Ha Npeio3HpaHe Tpa6Ba Aa ce npeanpHeMar o6IIo HoTbpKalllH MEPKH H a Ce
NIPHIOKHA CUMIITOMATHYHO JIEUEHHE. [ [pUHY IUTENHO MOBPBIIAHE U TIPOMHBKA HA CTOMaXa MOTaT Ja
OBAAT OT 0132 NPE3 MbPBUTE HAKOJIKO Yaca cliel nepopaitnus rpreM. LIMKAoCIopuH He ce moaaaBa
NECHO Ha HAJIA3a, HHTO € SJIMMHHHUPA JIECHO Ype3 XeMonepdy3Ha ¢ akTHBCH BBIJIEH.

5. @®APMAKOJIOTHYHH CBOMCTBA
5.1 MdapmakoaMHAMHYHM CBOHCTBA

DapMakoTepaneBTH4Ha rpyna: IMyHOCYNIpeCHBHH cpeicTBa, KalMHeBpHHOBY UHXHOHTOpH, ATC
kon: LO4ADO1

LMknocrniopuH (M3BeCTeH CHILO KATO HHKIOCHOPHHE A) € HHKIHYEH MONUMENTHA, Ch
|1 amuHokucenuuu. [pencrasnsea MOMIHO HMYHOCYIPECHBHO CPEACTBO, KOETO TP
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IIOTHCKA PA3BUTHETO HA KIETHUHO-MEAHUPAHUTE UMYHHU PEAKLMM, BKIIOYHTETHO UMYHHTETA Ha
anorpadra, KOXHa CBPbXIYBCTBHTEIHOCT OT 3a0aBeH THII, EKCIIEPUMEHTANICH aJlepru4eH
€HIIC(ATIOMHUEINT, AMIOBAHTEH apTpHT Ha DpoiiH/, peakLHs Ha NIPHCAJKATa cpelyy npHemarens (graft
versus host disease - GVHD), kakTo 1 T-KIeTBYHO 3aBHCHMOTO 00pa3yBaHe Ha aHTHTeNna. Ha
KJI€TBYHO HHBO TOH MHXUOHpa MpOAYKLIMATA H OCBODOKAaBaHETO Ha THM(POKHHH, BKITFOUUTEIIHO
uHTepNeBKKH 2 (T-kneTpuen pactexeH dakrop, TCGF). OueBuaHO MUKIOCTIOPHH 0I0KHpa
naMpounTHTe B NoKo# BbB (haza Go WK G Ha KIeThYHHS UHMKBI U TOTHCKA aHTHIEH-TIPOBOKAPAHOTO
0CBOOOKIaBaHe Ha TUMPOKHHH OT aKTHBHpaHHTe T-KIeTKMU.

BCHYKH HAMHYHH aHHM [10KA3BAT, 4¢ IMKNOCIOPUH 0Ka3Ba CNElMPUUHO 1 0OpaTHMOo Bb3AEHCTBHE
BBPXY NuMpouuTUTe. 32 pa3nuka OT WHTOCTATHLIMTE, TOH He MOTHCKA XEMOITIOe3aTa H He BIIHMAE BHPXY
byHKUHATA HA QATOLUTHUTE.

M3BBpIICHH Ca YCTICLIHN TPaHCTUIAHTAME HA COJIMAHH OPraHd H KOCTEH MO3bBK TIPH X0pa ¢
U3MOJI3BAHE HA [IHKJIOCIIOPHH 34 MMPENOTBPATABAHE H JICYSHHE HA OTXBbPIISHE HA TPAHCIUIAHTAHTA U
GVHD. LiykiocnopHH e npunara yeneluHo kakro rnpy xenarut C supyc (HCV) no3sHTHBHY, Taka U
npu HCV geratuBHH 4epHOAPOOHO TPAHCILTAHTHPAHHU NALMEHTH. BIarorpuaTHi €peKTH oT
TepanyuaTa ¢ UHKJIOCNOPHH ¢a Habn1ogasaHu Ipy peauua 3a00ABaHuA C 10Ka3aHA HIH
[IpeanojiaracéMa aBTOMMYHHA €THOJIOrHS.

Ilenvarpryna notrynanus: [IMkiocnoprH e 1oKa3an CBoATa e(PMKaCHOCT IIPH CTEPORI-3aBUCUM
He(PPO3EeH CHHIPOM.

S22 @apMaKOKHHETHUYHH CBOHCTBA

Abcopbia

Crien nepopanHo npunarase Ha Sandimmun Neoral ITHKOB2 1U1a3MeHa KOHLEHTpaLKA Ha
LIUKIOCTIOPUH C€ AOCTHIA B paMKHTE Ha 1-2 yaca. AGcomoTHaTa nepopaiHa OHOHAIHYHOCT Ha
LIMKJIOCNIOPHH Clien npunarane Ha Sandimmun Neoral e 20 no 50%. Habmoznasa ce okono 13 1 33%
nonrxxeHHe Ha AUC B Cyay ipH npunarase Ha Sandimmun Neoral ¢ XpaHH ¢ BUCOKO ChIbP3aHHUE Ha
Ma3HHHH. BpeikaTa Mexay npunoxenara 103a u excnosuiaTa (AUC) Ha UMKIOCTIOPHH € JIMHEeliHa B
PaMKHTE Ha TepaneBTHUYHUA 40308 HHTepBasl, Bapruabuanocrra Ha AUC M Chrax MEXAY OT/ICTHHTE
HHIUBWIHK U Ta3H MPY €UH U CbluM HHAUBHI € npubnmzutenHo 10-20%. Sandimmun Neoral pazrsop
¥ MEKHTE KETATHHORH KANCyJH ca OHOSKBHBAJICHTHH.

Ipunaranero Ha Sandimmun Neoral Boau 10 59% no-Bucoxa Cmax H pubAR3UTENHO 29% TNO-BHCOKA
CHOHAMMYHOCT OTKONKOTO Sandimmun. HanmM4yHuTe AaHHM MOKA3BAT CIEAHOTO: IPH MpeMuHaBaHe 1:1
oT Sandimmun MeKH >keTaTHHOBH Kancyny kbM Sandimmun Neoral MeKH XKeTaTHHOBH KaIICYJH, Haii-
HUCKHTE KOHIICHTPALHH B LA KPBB Ca CPABHHAMH M C€ 3aM1a3BaT B KeJNaHU TepaneBTHUCH HHTEPBAJl.
Ilpunararero Ha Sandimmun Neoral moBnusiBa 61aronpUATHO JIMHEHHOCTTA HA EKCIIO3ULMATA HA
rkocnopuH (AUCs). Toi npeanara no-noctosiHeH npodun Ha abcopbums, KolTo ce Biausie Io-
MaJIKO OT IIpHeMa Ha XpaHa WM OT pUTbMa Ha JeHA 3a pasiHka ot Sandimmun.

Pasnpenenenue

LlMKI0CTIOpHH ce pa3npenesnd B TO/AMA CTEIEH H3BbH 00eMa Ha IIUPKYIHPAIAaTa KPbB, C NIPUBHIEH
00eM Ha pasnpeaeneHue ot 3,5 I/kg. B xpuera 33 10 47% ¢ HanuueH B ruiasMara, 4 1o 9% e
naMpountute, 5 1o 12% B rpanynountute 1 41 ao 58% B epuTpounTHTe. B naMara
IpuOnH3uTeNHO 90% € CBBp3aH ¢ MPOTEHHUTE, MPEIUMHO ¢ JIHNOMPOTEHHHTE,

buotpanchopmais
[JUKNOCTIOpHH ce MeTabonM3Kpa B rojiAMa CTeneH A0 npudnusurenno 15 Metabonuta. MeTabonu3MbT
Ce OCBIIECTRABA INIABHO B YepHuA pod upes uutoxpom P450 3A4 (CYP3A4) v OCHOBHYAT IET Ha

Ha OCHOBHOTO BEIIECTBO, HAKOH NIPUTEKaBAT caba HMyHOCYIPECHBHA AKTHBHO
Ta3H Ha HEIIPOMEHEHOTO BEILIECTBO ).
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EnuMHBEHpaHe
EnvMuHUpaneTo € TPeANMHO upe3 KIThUKaTa, ¢18a 6% OT nepopajiHaTa 1034 Ce eKCKPETHPA B

ypunara u caMo 0,1% OT ekCKpeTHpaHOTO B YPHHATA € B HENPOMEHEH BHII.

JlaHHHUTE 3a KpaitHHA NOJYKHBOT Ca IPOTHBOPEYMBH M Ca B MPAKA 32aBUCHMOCT OT METO/IA Ha
H3CJIC/IBAHE H TapreTHaTa nonynauus. KpaliHUAT nony#HBOT BapHpa oT 6,3 Yaca IIp4 31paBH
no6posonLM 10 20,4 Yaca Npy NalMEHTH ¢ TEXKO YePHOAPOOHO 3a6osiaBaHe (BXK. ToukH 4.2 1 4.4).
EnvMUHALHOHHHAT MOTYXKUBOT NpH 0BOpeYHO TPAHCIIAHTHPAHH MAUMUEHTH € MPUONU3HTENHO

11 yaca, ¢ uHTEpBaN MeXAy 4 U 25 yaca.

Crienaiiy nonynanyu

Tayuenmu c 6v6peuno yepescdane

B npoyuysane, MpoBeICHO NPH IALMEHTH ¢ TEPMUAHATHA OBOpeuHa HeXOCTATHYHOCT, CHCTEMHUSAT
KITMPBHC € MPHONU3HUTENIHO JB€ TPETH OT CPeHUS CUCTEMEH KIMPBHC [IPH NaUHEHTHTE ¢ HOPMATHa
OBOpeuna PyHkuus. [To-Manko oT 1% oT npunioxeHara a03a Moxe 1a Obje OTCTpaHeHa upe3
Ayanusa.

Ilayuenmu c wepnodpobio yepexcoane

Moske na ce Habmoznasa 2 10 3 TETH NOBHILIABAHE HA KCIIO3HIMATA HA IIMKIOCTIOPHH NPH MALEHTH ¢
4epHOAPOOHO yBpexaaHe. B npoyusaHe NpH MALMEHTH ¢ TEXKA CTENEH Ha YEPHOAPOOHO YBpEXIaHe,
¢ OMOMICHYHO A0Ka3aHa LMP0o3a, Kpaliuust noxyxusoT ¢ 20,4 yaca (uarepsan mexay 10,8 1o

48,0 yaca) cnpamo 7,4 no 11,0 gyaca npu 31paBH HHIHBHIH.

[leanarpyuiHa nomynauus

OapMakOKHHETHYHWTE JAHHH OT MpuioKeHrdeTo Ha Sandimmun Neoral mwiu Sandimmun npu
NeAHaTPHYHH MalHeHTH ¢a MHOrO orpanudeHu. [Ipy 15 6u6peuHo-TpaHCNaHTHPAHHA MAaLUMEHTH Ha
BE3pAcT 3-16 ronuHy, KIMPHHCHT Ha UMKIIOCTIOPHH OT 1iAJIa KPBB C€A HHTPABEHO3HO MPHIOKEHHE Ha
Sandimmun e 10,6+3,7 ml/min‘kg (onpenenen upe3: Cyclo-trac cniemududen UMyHOEH3UMEH METOA).
B npoy4sane npu 7 60pevHO TpaHCILIAHTHPAHH TIALMEHTH Ha BB3pacT 2-16 roMHM KIHPHHCET Ha
LIMKNOCIIOPHH Bapupa oT 9,8 no 15,5 ml/min‘kg. Ilpu 9 yeproapoOHO TpaHCIIAHTHPEHH MALUMECHTH Ha
Bb3pact 0,65-6 roqunM KIUPBHCHT € 9,3+5,4 ml/min/kg (onpeaenen upe3: HPLC meton). [1pu
CPaBHCHUE C Bb3PACTHH TPAHCIUIAHTHPAHH TTALMEHTH, Pa3IHKaTa B OHOHAJIMMHOCTTa MEXIY
Sandimmun Neoral u Sandimmun npu neta e cpaBHHMa ¢ TasH, HabIOIaBaHa [IPH Bb3PacTHH.

5.3 [IIpeaxkHHHYHH ZRAHHH 32 6e30NACHOCT

LIMK10CTIOpHH He MoKa3Ba JOKA3aTENCTBa 33 TEPATOreHHH e)eKTH NMpH ILTBXOBE U 3aHUH TIpH
nepopanHo npunoxende (Ao 300 mg/kg nnesHo). LiMknocnoput e eMOpUHO- U (PETOTOKCHUEH, KOETO
C€ NOKa3Ba OT HAMAJICHOTO TETJIO Ha IUIOA& U CBBP3aHOTO C HETO H30CTABAHE B CKENETHOTO Pa3BHTHE.
Hueara 0e3 HabnronaraH edexr (no observed effect level, NOEL) ca mox MakcumManHaTa
NpenopburTeNHa ao3a 1pu xopa (MRHD) Bb3 ocHOBa Ha TenecHaTa moBEpxHOCT (BSA). Ilpu
OpeMeHHHM MUIbXOBE, KOUTC MOTYYaBaT LUKIOCTIOPHHE 6 U 12 mg/kg AHEBHO HHTPABEHO3HO (NOJ
MRHD B3 ocHOBa Ha BSA), derycuTe ca ¢ NoBHLIeHa 4eCTOTA HA MOSBA Ha BEHTPHKYJIApEH
CeNnTaleH AC(eKT.

B 1Be ny6nuKyBaHu H3CIIe10BaTEICKH TIPOYYBaHMS, 3ailH HA BB3PACT A0 35 ceAMHLIM, AIOKEHH HA
LUKIOCNopHH in utero (10 mg/kg THEBHO NOAKOXKHO) Ca NOKA3a/IH TIOHKXeH Gpol Ha He(POHHMTE,
OBOpeuHa xunepTpodus, CHCTEMHA XMIIEPTOHUA ¥ MPOrPpecHBHA 6B0peuHa HeAOCTaThUHOCT. Te3u
HaXOJKH He ca OHJIM yCTAHOBEHH NMPH APYTH BUAOBE M TAXHATA BAHIHOCT IIPY XOpa € HEH3BECTHA.

B NPpOY4BaHE 32 NICPH- U NIOCTHATAIHO Pa3BHTHE TIPH LTbXOBE LUWKIIOCIIOPHH MOBHILLIABA ITPE- H IOCT-
HMIUTAHTAHHOHHATa CMbPTHOCT HA ITIOTOMCTBOTO U BOAH A0 NMOHMXXEHO HAAJABAHE HA TCJICCHOTO




Ilpu nipoyuBane 3a QepTIIHTETA NTPH IUTEXOBE HE ca HAOI0/1aBAHH HEXEIAHU EPEKTH BBPXY
deprTiniuTeTa M penpoayKTHBHOCTTA A0 15 mg/kg auesno (nog MRHD b3 ochoBa Ha BSA) npu
MB3KKH H KE€HCKH ILTbXOBE,

L{Mk10CcTIopHH € NpoyYuBaH B PEAMLA in vitro U in vivo W3CNeqBaHUA 3a FeHOTOKCHYHOCT 0€3 NaHHU 32
KIIMHHUYHO 3HAYHUM MYTAr¢HeH MOTEHIHAJL.

IlpoyuBaHus 3a KAaHLIEPOT€HHOCT Ca NPOBEJCHH [IPH MBXKH M XEHCKH IUTbX0BE U MUIIKH. B
78-ceIMUTHO NPOYYBAHE IMPH MUILKH, BpK 1034 0T 1, 4 1 16 mg/kg AHEBHO Ca OTKPUTH
A0Ka3aTe/NCTBa 33 CTaTUCTHYECKH 3HAYHMO NOBUILIEHHE HA JTUMQDOLUTHA JTMM(POMH NIPH XKEHCKHUTE
EK3EMILTAPH, a Y€CTOTaTa Ha XEIaTOLeNy TAPHAA KapLUMHOM ITPH CPEAHNATE AO3HPOBKH IIPH MBKKHTE
3HAYMTE/THO HAIBHULIIABA KOHTPOIHATa CTOMHOCT. B 24-ceIMHYHO NpoyHdBaHe NPH NIIEX0BE,
npoBeacHo ¢ 1034 ot 0,5, 2 1 8 mg/kg nHeBHO, NMpH HUCKUTE JO3UPOBKH, NOIBaTa HAa AICHOMH Ha
OCTPOBHUTE KJICTKH B IAHKPEAca 3HAYHUTENIHO HaABUILABA KOHTPOJIHATa CTOHHOCT.

XenaToueny JapHUTE KaplMHOMH H aJIeHOMH Ha OCTPOBHHMTE KIIETKH Ha IaHKpeaca He ca OMTH
J0303aBUCHMH.

6. OAPMAHIEBTHYHHA JAHHHA
6.1 CHoHebK HAa NOMOIMHATE BellecTBA

Sandimmun Neoral 25 mg Mexud Kancyiq

Chbaspxkatine Ha Kancynara

Anda-Toxodepon

Eraxon, 6e3poaex

I TpOnUIIEHT THKON

3bPHEHHM MaCTHH-MOHO-AH-TPHIAHIEPHIH

MaxkporoarniuepoaoB XuapOKCHcTeapar / NOJHOKCHI 40 XHAPOreHHpaHO PHLHHOBO MACIO

OOBUBKA Ha Kancyaara
XKeneseH okcua depen (E172)
Turanues auoxcna (E171)
['muuepon 85%

I IponuieHr nuKonN

Kenatuu

Hanmwe
KapmuHoBa kucenuta (E120)

ANYMHHHEB XJIOPHI XEKCAXHIAPAT

Hatpuer xuapokcua

[ IponuneHrnuxkon

XunpoMmenosa / XuIpoKCHIPOTHN METUIILISNY 033 2910
Hzonponanon / M3omponunoB ankoxon

Sandimmun Neoral 50 mg Meku xarncyu

!:’bg'bE}KaHHE Ha KalcyJjiata

Anda-toxodepon

EtaHon, 6e3posieH

[TpomuneHrnukon

3BPHEHH MAaCTHH-MOHO-AU-TPUTTHIICPHIH

MaxporornnueponoB XHIpoKCHCTeapar / MOMHOKCH 40 XMAPOreHHPaHO PHLIMHOBO Mac

(OBHBKa Ha KancynaTa

Turanues nuokcun (E171)
['muuepon 85%
IIponuneHrauxon
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Kenatue

Haznuc
Kapmunopa kucemmna (E120)

AJlyMHHHEB XJIOPHJ XeKCaxuapar
HatpHeB xuapokcua

ITponunenrnuxon

Xunpomenosa / XHIPOKCUITPOITHI METHILEITYII03a 2910

Wizonponadon / Mizonponmnos ankoxon

6.2 HechBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHoct

2 TGAMHH

6.4 CneuHaJHH YCIGBMA HA CHXPAHEHHE

Ja He ce coxpansBa Haa 25°C. Jla ce chXpaHsaBa B OPUrMHAIHATA ONAKOBKA, 3a Aa Ce [Ipeanasy oT
Bnara. [lopuiienus Ha Temneparypara Ao 30°C B 1poab/keHUe Ha MAKCHMYM 3 Mecella He OKa3BaT
BIIHSHHE BBPXY Ka4e€CTBOTO Ha npoaykra. Kancynure Sandimmun Neoral Tpabea na &paar ocTaBeHH
B OJIMCTEpHATA OTaKoBKa 10 ynotpebara uM. [pu oTRapsaHe Ha Oiucrepa ce ycella XapakTepHa
MHpH3Ma. ToBa € HOPMANTHO U He O3HAYaBa, 4e HEINo He € Hapel C Karcynara.

6.5 Bua K chbABpKaHNe HA ONIAKOBKATA

BAMCTEPHH ONAKOBKH ¢ ATyMHUHHIA OT IBETE CTPAHH, CHCTOMIH CE OT

nonuaMu/anyMmuaut/ nomusunnaxaopu, (PA/AL/PVC) or aonHaTa CTpaHa W aTyMHHHEBO (POJIMO OT
ropHaTa CTpaHa.

Sandimmun Neoral 25 mg u 50 mg MekM kancysm

Onaxoska ¢ 50 MekH kancynu

He BCHUYKH BHIOBE ONAKOBKH Morar 1a ObJaT MycHaTH Ha masapa.

6.6 CnennalHu NpeANa3HA MEPKH NPH H3XBLPJIAHE

HsMa ciennanHy H3UCKBAHHAL.

Henanmon3paHuAT NeKapcCTBEH MPOAYKT HIIH OTNIAXBYHHTE MATEPHATH OT HEro TpatBa a ¢e H3XBBPIAT
B CBOTBETCTBHE ¢ MECTHHTE H3HCKBaHHSL.

7.  NIPHTEJKATEJI HA PASPEUIEHHETO 3A YIIOTPEBA

Novartis Pharma GmbH

Roonstrasse 25

90429 Niirnberg
['epManuns

24




8. HOMEP(A) HA PA3PELLIEHHETO 3A YIIOTPEBA
Sandimmun Neoral 25 mg - 20010481
Sandimmun Neoral 50 mg - 20010482

9. HATA HA ITBPBO PA3ZPEUIABAHE/MOJAHOBSIBAHE HA PA3PEHLIEHUETO 3A
YIIOTPEBA

Jlata Ha MepBRO paspemaBane: 21 oHu 1994 r.
JlaTta Ha nocieAHo nogHoesBaHe: 21 anpun 2011 r.

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA

24 mait 2023 1.

ITonpobHa uH(pOopMaLus 3a TO3M JIEKapCTBEH NPOAYKT e MpeAocTaBeHa Ha yeOcaifTa Ha MsmpnHuTeHa
are’ims no nekapcreara www.bda.bg
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