KPATKA XAPAKTEPHCTHUKA HA ITPOAYKTA

1. HME HA JJEKAPCTBEHHA ITPOAYKT

Ceprukan 0,25 mg Tabnetiy M3MLAHNTENHA ATEHUWS N0 NEKAPCTBATA
Certican 0,25 mg tablets — —— oo r
Ceptukau 0,5 mg Tabnerxky pamxax " PO
Certican 0,5 mg tablets Kom Pee. Ne . 22259 JLO A (AL D

Ceptukan 0,75 mg Tabnerku
Certican 0,75 mg tablets
Ceprukan 1,0 mg rabnerku
Certican 1,0 mg tablets

PaspetseHue Ne

2. KAYECTBEH H KOIHYECTBEH CHCTAB
Besaka Tabnerka ceaspxka 0,25/0,5/0,75/1,0 mg eBeponumyc (everolimus).
[ToMOLIHM BeLIECTRA C U3BECTHO ASHCTBHE

Beska Tabnetka chabpxka 2/4/7/9 mg nakrosza monoxuapar ¥ 51/74/112/149 mg nakro3a, 6e3s0aHa.
33 MbJIHUA CIIHCHK Ha MOMOLIHHUTE BEWECTBA BUXKTE Touka 6.1.

3. JIEKAPCTBEHA ©®OPMA

Tabnerka

TabneTkure ca 6enM 10 XBITEHUKABH, MPAMOPHH, KPbIH, TVIOCKH, ChC CKOCEHH KpauIlA.
0,25 mg (¢ avametTbp 6 mm): ¢ Haanue “C” oT eaHara crpaHa H “NVR” ot apyrara.

0,5 mg (c anametsp 7 mm): ¢ Haanuc “CH” ot eanara ctpana v “NVR oT apyrara.

0,75 mg (c auamerbp 8,5 mm): ¢ Haanuc “CL” ot exHara cTpaHa U “NVR” ot apyrara.
1,0 mg (¢ aHamMetsp 9 mm): ¢ Haanuc “CU” ot eanara cTpana u “NVR” ot apyrara.

4, K/IUHHYHH JAHHH

4.1 TepaneBTHYHH MOKA3AHHSA

bnOpeyHa U cbpaeYHa TPAHCIUIAHTALIHS
CepTHKaH € NMoKasaH 3a Npo(WIakTHKa Ha OTXBBPAAHE HAa MPHUCAAKH NP Bb3PAaCTHH MalHEHTH C

HUCHK WIH YMEPEH HMYHOJIOTHYEH PUCK MPH aNoreHHa TpaHCIaHTauus Ha ObOpek uiu copue. [lpu
6B6peuHa ¥ chpaevHa TpaHcrianTauus CepTHkaH TpAbBa Ja ce npuaara B KOMOMHALMSA C
[IUKJIOCNOPHH MHKPOEMYJICHA U KOPTHKOCTEPOUIH.

YepuoapoOHa TpaHCIIAHTALMS
CepTHKaH € NoKa3aH 3a npodHIaKTHKA Ha OTXBBPJISHE HA MPUCaJIKaTa NPH Bb3PACTHH NAUKEHTH Clel

yepHOApoOHa TpaHcLnanTauus. [Ipu yepHoapobHa TpaHcnnanTauus CeprukaH TpaOBa Aa ce npuara
B KOMOMHALHA C TAKPOJIUMYC U KOPTHKOCTEPOHIH,

4.2 JIo3HpPOBKA H HRYHH HA DPHJIOKEHHE

KOHLIEHTpALIHATA Ha EBEPOJIMMYC B LiAJ1a KPbB.




Ho3uporka

Bvapacmuu
HauvanieH 0308 peXXHM OT 0,75 mg ABa MbTU AHEBHO NIPH €1HOBPEMEHHA ynoTpeda ¢ UMKIIOCTIOPUH CE

npenopbypa 3a of11aTa Momyialus NauMeHTH ¢ TPAHCIIaHTHpaH ObOPEK WK ChpuE, KAaTo Ce npuiara
Bb3MOXKHO HAH-CKOPO CJI€A TPAHCIUIAHTALMATA.

[Tpu nauMeHTHTE ¢ YepHOAPOOHa TpaHCIUIaHTaLMA CE NPEenopbLYBa 103a oT 1,0 mg ABa bTH AHEBHO
[Py eXHOBpEMEHHA ynoTpeba ¢ TaKpONMMYC, KaTo JIEUEHHETO CE 3aM04Ba NPUONHIUTENRHO 4 CEIMULIM

C/ieQl TPaHCTUIaHTaLMATa.

[Npuemanure CepTUKaH NAUKMEHTH MOXKE a C€ HY)K/JIAAT OT KOPUrHpaHe Ha 03aTa B 3aBUCHMOCT OT
OOCTHrHATATa KOHLUEHTpALIMA B KpbBTA, MOHOCMMOCTTA, HHAWBHAYAJIHUA OTTOBOP, NPOMAHA B
CLIILTCTBALUMTE NNEKAPCTBA U KJIMHHYHUSA cTaTyc. KopHrHpaHe Ha 103ata MOXe a C€ npaBH Ha
MHTEPBAH OT 4-5 aHn (BX. ,,Tepanesmunen texapcmees MORUMOPUH2 "),

Cneyuannu nonyaayuu
Appoamepurxanyu

YecToTaTa Ha YCTAHOBEHO ¢ GHONCHA OCTPO OTXBbPJ/ISHE NpH adpoamepukaHLid ¢ ObOpeyHa
TpaHCNIAHTALIMA € 3HAYHTETHO MO-BHCOKa B CPABHEHHE C NMALMEHTHTE OT ApyrH pacu. Mma
OrpaHH4€HO KOJIHYECTBO JaHHM, KOHTO COYaT, Ye adpoaMepHKaHLMTe MOXeE Aa C€ HYXKaiT oT no-
ronemu 034 CepTHKaH, 3a Ja ce MOCTUIHE CXO/AHA e(pHKACHOCT C TasH NPH MALMEHTHTE OT ApPYTru
pacy (Bk. Touka 5.2). [loHacTosALEM NAHHUTE 3a €DHUKACHOCT U D€30MacHOCT Ca TBbpAC
HeJOCTaTb4HM, 33 A3 MOXe Aa ObAaT HanpaBeHH crietUHMUHY NPENOPBKH 3a ynoTpeda Ha
€BEpPOJIMMYC NMPH aPpoaMEPHKAHLIA.

Heouampuuna nonyrayus
[Tpu neanaTpu4HHU nauueHTH ¢ 6b6peuna n yepHoapobHa TpaHciuianTauua CepTHKaH He TpAOBa na ce

npunara. besonacHocTTa 1 epukacHocTTa Ha Certican Nnpy NeAHATPHYHH NAUHEHTH CbC CHPACYHA
TPaHCIUIAHTALIUSA HE ca yCTAHOBEHH (BXK. Tovka 5.1).

Iayuenmu 6 cmapuecka ev3pacm (265 200unu)
KJIMHAYHASAT ONUT NPH NaLKUEHTH HA BB3pacT >65 roMHu € orpaHuyeH. Benpeku ue naHHuTE Ca
OrpaHyyeHH, HAMa OYEBUIHU PATHKH BbB PapMaKOKHHETHKATA HA €BEPOJIMMYC TIpH NALUUEHTH Ha

Bb3pacT 265-70 roguHH (BX. TO4Ka 5.2).

ITayuenmu ¢ yepeodena 6vbpeuna gpynxyus
He e Heo6xoauMO KOpUrHpaHe Ha 103aTa (BXK. TovKa 5.2).

Iayuenwmu ¢ yepeoena ueproopobra QyHxyun

Hait-HMCKMTE KOHLIEHTpALUY Ha €BEPONMMYC B KPbBTA TpAOBa Aa Ce CJISAAT BHUMATENHO [1PH
NaLMEHTUTE C yBpeaeHa YyepHoapoOHa ¢yHkuus. Jo3ara Tpabsa na ce HaManu NpUOIN3UTENHO A0
IBE-TPETH OT HOPMAJIHATA NPH MIAUMEHTH ¢ Jieko YepHoapobHo yspexnaHe (knac A no Child-Pugh),
N0 NPUOIN3UTENHO NIONIOBUHATA OT HOPMATHATA J103a NPH MALHEHTH C YMEPEHO YEPHOAPOOHO
yepexaade (kaac B no Child-Pugh) v no npubnanantenHo eaHa rpera oT HOpManHaTa a03a npu
NALIUEHTH C TeXko YepHoapobHo yepexaane (knac C no Child-Pugh). [To-HaTaTbIIHOTO TUTPHUpaHE
Ha no3ara TpsOBa /1a Ce OCHOBABA Ha TepanieBTH4HHA JIEKAPCTREH MOHUTOPHHT (BXK. TOYKa 5.2).
CToliHOCTHTE Ha pelyLIMPaHHTE 1034, 3aKPbIIIEHH IPUOIM3UTEHO 10 N03aTa Ha TabneTkuTe, ca

NOCOMEHH B Tabayuara ro-nomny:




Ta6anua 1 Penynupane na 103ata Ha CepTHKaH NpH NANHEHTH ¢ YEPHOAPOOHO YBpeKIaHe
HopmanHa Jlexo YMepeHo Texko
yepHOAPOOHA yepHOAPOOHO yepaoIpobHO yepHOAPOOHO
pyHKund yBpexXJaHe YBpeXKRaHe yBpexJaaHe

(k1ac A no (knac B mo (xnae C no
Child-Pugh) Child-Pugh) Child-Pugh)
bnOpeuna n 0,75 mg dea 0,5 mg osa nvmu | 0,5 mg oéa nvmu | 0,25 mg osa
ChpPACUYHA HbMU OHEGHO OHEGHO OHEBHO nbmu OHEGHO
TPAHCANAHTALIHA
Yepuoapobna | mg dsa nomu | 0,75 mg dsa 0,5 mg dga nemu | 0,5 mg 0ea nemu
TPAHCIVIAHTAIHA | OHEBHO HBMU OHEBHO OHEBHO OHE8HO

TepanesTuueH JiekapcTseH MOHHTOPHHT
[IpenopbUBa ¢& H3MOJI3BAHETO HA TECTOBE 3a AHAIN3 C NOAXOAALIH XapaKTEPUCTHKH NPH TAPreTHPaHe

HAa HUCKH KOHLEHTPALMH Ha UHKJIOCMIOPHH WIH TaKpPOIHMYC.

CepTHKaH ¥Ma TeCEH TEPaneBTHYEH HHAEKC, KOETO MOXKE Aa HANOXH KOPUTHpaHe Ha A03UpOBKaTa 32
NOJNBPKAHE HA TEPanNeBTHYHHA oTropop. [IpenopbuBa ce penoBHO NpOCieAABAHE HA TEPaNiCBTHIHHTE
KOHUEHTPALHY Ha eBEepoiMMYC B Lif1a KpbB. B13 0CHOBA Ha aHAIH3 HA BPB3KHUTE EKCMO3ULUA-
ePUKACHOCT U eKCO3ULIHA-6€30NacHOCT € YCTAHOBEHO, Y€ NPH NALMEHTHTE, IOCTHralld HaH-HHCKA
KOHLIEHTPALMH Ha €BEPOIUMYC B Lyia KpbB 23,0 ng/ml, uecrorara Ha oka3aHO ¢ HHONCHA OCTPO
OTXBBLPJISIHE Ha TpaHCIUIaHTHpaH 61n0OpeK, Chplie WM YEpeH Apob € Mo-HMCKA OT TasH MPH NALUUEHTHTE
C KOHUEHTpalWH B KpbBTa noA 3,0 ng/ml. IlpenopbunresiHaTa ropHa rpaHulia Ha TepaneBTHYHUA
nuanascH e 8 ng/ml. Excnosuuus Haa 12 ng/ml He e npoyusana. Te3u npenopb4UTEIHH JHANA30HH 32
€BEPOIMMYC C€ OCHOBABAT Ha XpOMATOrpad)CKH aHAJIH3H.

Ot ocobeHo 3HauYeHHE € ia C€ MOHUTOPHPAT KOHLIEHTPALHHTE HAa €BEPOJIMMYC B KPbBTA NpH
NALMEHTHTE ¢ YBpEXKOaHe Ha YepHOApoOHAaTa QYHKUHA MO BpEME Ha €THOBPEMEHHO MPUTOXEHHE CbC
CWJIHM MHOYKTOPH Wi HHxuburopu Ha CYP3 A4, korarto ce npomeHs dapMaleBTHYHATA GopMyna
W/MIH aKO [103aTa Ha LIMKJIOCHIOPHH Ce HamansiBa YyBcTBUTeNHO (BXK. Touka 4.5). Ilpu ynotpeba Ha
AMCNEPrHpALLH CE€ Ta0NETKH KOHLICHTPALMUTE HA €BEPOTUMYC MOXKE /12 Ca MAJIKO NO-HUCKH.

OnTyManHo KopuriupaHe Ha go3upoBkata Ha CepTukaH TpaOBa Aa ce OCHOBaBA HA HaH-HUCKH
KOHLIEHTPALIMHK, MOJIy4eHH >4-5 THU ciied NpeAXOoAHAaTa NpoMsHa Ha Ao3aTta. llukiocnopus
B3aMMO/ICHCTBA ¢ €BEPOHMMYC U BCIEACTBUE HA TOBA KOHUEHTPALMUTE HA €BEPOJIMMYC MOXeE 12
CMAJHAT, KO €KCMO3ZULMATA Ha LIHKJIOCTIOPHH YyBCTBUTENTHO CE€ HAMaNH (T.€. HaH-HHUCKa

koHLeHTpauua <50 ng/ml).

[Tpy nauMEHTH ¢ YepHOAPOOHO YBpEXKAaHe Ca NPENOPLUYNTENTHH KOHLIEHTPALIMHY B TOPHATA IPaHKHLIA HA
TepaneBTHYHHWA AuanasoH 3-8 ng/ml.

Crnea 3arouBaHe Ha TepanuaTa WM Cled KOPpUIrHpaHe Ha 103aTa, MOHUTOpUpaHeTo TpabBa a ce
MPOBEX/1a HA BCEKH 4 10 5 AHH, JOKATO 2 NOCIEA0BATETHH H3IMEPBAHU Ha HAH-HUCKHUTE
KOHLICHTPALMH MTOKAXKAT CTaOHMHU KOHUEHTPALKH Ha €BEPOJIHMYC, Thil KaTO YIb/DKEHUTE BpeMeHa Ha
NOJNyeJTMMHHUPAHE NPH MALMEHTH C YePHOAPOOHH YBPEKAAHUS BOAAT 10 3a0aBEHO AOCTHraHe Ha
CTALHOHAPHO CheToAHKE (BX. TOukH 4.4 U 5.2). KopurupaHeTto Ha fo3ara Tpadsa Aa ce Oasupa Ha
cTaOWIHUTE Hal-HACKK KOHLIEHTpALMH Ha €BEPOJIHMYC.




[IpenopbKy 3a aAo3aTa HA UMKIOCTIOPUH NpH 6b0peyHa TpaHcnaHTaumns
CeprukaH He TpabBa ga ce ynotpe6asa 3a NPOAWDKHTENHH NEPHOAH €IHOBPEMEHHO € ITBIIHK A03H

LUIIOCNIOpHH. HamaneHaTa eKcrio3HLUMa Ha LIMKJIOCNOPHH Npy nipremMauinTe CepTikaH NauueHTH ¢
616peuna TpaHcIaHTaLmMs nofgobdpasa 6x6peuHara pyHKUHA. Bb3 0CHOBa Ha JAaHHWTE OT KJIHHHUYHO
usnuTeane A2309, HaMaIIBaHETO Ha EKCIO3MLHATa Ha LIMKJIOCNOPUH TpaOBa na 3anouHe He3abaBHO
cNel TPAHCIUIAHTALMATA, MPH CIEAHNUTE MPENOPLUHTENHM AHANA30HH Ha HAaH-HUCKHTE KOHLIEHTPaLMH
Ha MKJIOCTIOPHH B LAJIAa KPbB!

Tabanua 2 BbrOpeuna TPAHCIVIAHTAIMSA: NPENOPBYHTEIHH TAPFeTHH NHANAIONN HA HAH-
HHCKH KOHUEHTPANHY HA HKJIOCTIOPHH B USJIa KPHB

Taprerna KOHUEHTPANHA Mecen 1 | Mecenu 2-3 | Mecenu 4-5 Meceun 6-12
uukaocnopus Co (ng/ml)
'pynn Ceprukan 100-200 75-150 30-100 25-50

(Uamepennte Co # C2 kOHLEHTpaLMH ca MOCOYEHH B ToukKa 3.1).

ITpenu HamansBaHe Ha A03aTa HA LIMKIIOCIIOPHH, TPAOBA 1a C€ OCHTYPAT HaH-HUCKU KOHLICHTPALMH Ha
eBEPOJIMMYC B LiAN1a KPBB B CTALMOHAPHO CbCTOSHHE PABHH HJIM N0-BUCOKH OT 3 ng/ml.

WiMa orpaHMueHH AaHHH 3a J03upaHeTo HA CepTUKaH NpPH HaAW-HUCKU KOHLEHTpaLHMK Ha
nuknocnopuH noa 50 ng/ml unu C2 xonuentpauuun noa 350 ng/ml no Bpeme Ha noaabpxkanara ¢asa.
AKO MAaLHeHTHT He MOXKE Aa NOHECe MOHWKEHATA eKCIIO3MLMA HA LMKIAOCTIOpHH, TpsbBa Ja ce
MPEOCMMCIIM MO-HATaTbIIHATA yrnoTpeba Ha CepTHKaH.

[penophKH 3a 103aTa HA UMKIOCHOPHH [1PH ChPACUYHA TPAHCIIAHTALUA

I1py NMaLKEeHTH ChE ChPACYHA TPAHCILIAHTALUMA, 1034Ta HA LHKJIOCTIOPHH N0 BPpeMe Ha NoAJbpxKallara
daza TpabBa Ja c€ HAMaM CIIOpe] MOHOCHMOCTTA, ¢ OrfeA nojobpasate Ha 6bOpeuHaTa QpyHKUMA.
Ako yspexaaHero Ha 6nOpeunara GpyHKUHMA € NPOrpecHpaLlO HITH aKO U3UNCACHHUAT KPEaTUHHHOB
KIMpBHC € <60 ml/min, TepaneBTHYHHUAT pexcuM TPAOBA Aa c¢€ Kopurupa. 11p1 nauMeHTHTe Che
ChpAEYHA TPAHCIUVIAHTALMA, OTIPEACTAHETO Ha 103aTa Ha LIMKIIOCTIOPHH MOXE J1a Ce OCHOBaBa Ha HaH-
HUCKMTE KOHLIEHTPALMH Ha UMKIIOCTIOPHH B KpbBTa. BHKTE TOUKA 5.1 3a ONKTA ¢ peayUMpaHd KpbBHH
KOHLIEHTpALKH Ha UHKI0CTIOPHH.

[Ipu NALMEHTH ChC ChPASHHA TPAHCIUIAHTALMA MMA CAMO OrPaHUYEHH JaHHH 3a Jo3aTa Ha CepTukaH
NpHU Hal-HUCKK HUBa Ha Lukiocnopud ot 50-100 ng/ml cnea 12 mecena.

[Tpeau HaMansBaHe Ha 103aTa Ha UMKJIOCTIOPHH, TpAOBA 1a Ce OCHTYpAT HaH-HUCKH HUBA Ha
eBEPOIMMYC B 1141 KPbB B CTALIHOHAPHO CHCTOSHHUE PaBHH WIIH MO-BUCOKM OT 3 ng/ml.

[penophbKH 3a 403aTa HA TAKPOIWMYC NPH YEPHOIPOOHA TPAHCIIAHTALAS
[MTauneHTUTE ¢ vepHOApoOHa TpaHcIaHTauus Tpa0Ba Aa KMAT HAMANEHA €KCNO3ULIHA HAa TAKPOITHMYC,

3a 1a c€ MMHUMH3HMPa KalTl{HHEBpPUH-CBBp3aHaTa ObOpeyuHa TOKCHYHOCT. Jlo3aTta Ha TaKpOJUMYC
TpsaGBa Aa 3ano4He Ja ce HaMangpa NPHOIHU3HTENTHO 3 CEAMULM ClleA 3aMmouBaHe Ha €IHOBPEMEHHOTO
npuioxeHue cb¢ CepTHKaH, Bb3 OCHOBA Ha NPHULECTHA HAH-HUCKH KOHLICHTPALUMHK Ha TAKPOJIMMYC B
kpw8Ta (Co) oT 3-5 ng/ml. B koHTpONHpPaHO KNMHAYHO U3NUTBAHE, ITH/IHOTO NPCYCTAHOBABAHE HA
NpHEMa Ha TAKpOAUMYC € OM10 CBBP3AHO € NMOBMILIEH PHCK OT OCTPO OTXBBPJISHE HA MPHCAAKATA.

KDMﬁHHHpaHBTO Ha CepTHI{aH C IThJIHA 0034 TAKPOJIHMYC HE € OLUCHABAHO B KOHTPOJHPaHH KIHMHHYHH
H3ITHTBAHHA.

HayuH Ha NpUJIOXKEHUE
CepTHKaH € nMpeAHa3HaueH caMo 3a NepPOPaHO NMPHIIOKECHHE.




JlneBHara no3a Ceprtukad TpaOBa BUHArM Jla ce npuiara nepopaiHo, pasjeneHa B ABa OTACIHH
npyuema, Cb¢ WM 6e3 xpaHa (Bx. To4Ka 5.2), Mo ChLIOTO BpEMe, KOraTo €& NpHeMa H LIMKJIOCTIOpHH
MHKPOEMYJICUS WITH TaKPONUMYC (BXK. ,,Jepanesmuyen nexapcmeen MOHUMopuH2 ™).

Tabnerkure CepTukaH TpAOBa Aa ce MbATAT LIEJH C 4alla BOJAA U He TpADBA aAa ce YYNAT npeau

ynorpeda. 3a nalMeHTHTe, KOMTO HE MOTaT J1a bJITAT TA0NETKUTE LeH, ca Cb3AaACHH AHCNEPrupally
ce TabneTku CeprrkaH (BXK. ,,KpaTkarta xapakrepucTika Ha CepTHKaH Aucneprupaiy ce TabneTxu‘).

4.3 JIIpoTHBONOKA3AHHA

CepTHKaH € MPOTHBONOKA3aH IMPH NALMEHTH C U3BECTHA CBPbXYYBCTBUTETHOCT KbM €BEPOTHMYC,
CHPOIHMYC WIH HAKOE OT [IOMOLIHUTE BELIECTBA, H30pOeHH B ToukKa 6.1.

4.4 CneuHa/ HH npeaynpexieHud U NpeAna3HH MepPKH NPH ynoTpeda

[IpoBexxaaHe HAa KMYHOCYNIPECHUATA
B ycnopuaTa Ha KIMHUYHH U3NHTRaHUsA CepTHKaH € npuiarad yCnopeaHo ¢ LKKIOCNOPHH

MHKPOEMYJICHA, Basunukcumal HUITH ¢ TAKPOTUMYC H KOPTHKOCTEPOUIH. CEPTHKAH He e JOCTaThYHO
IpOyuYeH B KOMOHHALIUSA ¢ APYTY UMYHOCYNPECHBHH CPEACTBA, PA2IHHHHU OT CIIOMEHATHUTE.

CepTHKAH HE € AOCTATHYHO MPOYYEH MPH MaLUEHTH C BUCOK HMYHOJIOTHYEH PHCK.

KoMOHHauus ¢ TUMOrNoOyINHOBA MHYKLIUA
Heo6x0aMMO0 € NOBUILEHO BHUMAHHUE TTPH CHBMECTHO MpHIaraHe Ha TUMOrI00y/1HHOBA HHAYKIHA

(3a€LLKH AHTHTHMOLIUTEH IN00YJIHH) U Nieuenre cbe CepTHKaH/ LHKNOCTIOPHH/KOPTHKOCTEPOUIH. B
KIMHUYHO M3IIMTBAHE MPH MALMEHTH CbC ChpAeUHA TpaHcrlaHTauus (u3anureane A2310, sx.

Touka 5.1), e HabmonaBaHa MOBHILIEHA YECTOTA HA CEPHO3HH HH(EKLIMH, BKIOYHTENHO HH(PEKLMH C
NETANEH U3XO0A, B PAMKHTE Ha ITbPBHUTE TPH MeCeLia CIEA TPAHCIUIaHTAUMATA, B NIOArpyNnara NalMeHTH,
MpH KOHTO € 611a npuiaraHa WHAYKLUS CbC 3a€LIKH aHTHTUMOLIUTEH II00YIHH.

CepHO3HH W ONOPTIOHUCTHYHH HHGDEKIIHH

[MauMeHTHTE, NpHeMally HMYHOCYIPECHBHH JIEKapCTBA, BKIIOUHTETHO CepTHKAH, Ca H3JI0KEHH Ha
NOBMILIEH PUCK OT PA3BUTHE HA OMOPTIOHUCTHYHH HHeKuHH (bakTepHany, rbOHYHH, BUPYCHH H
nporo3oiinn). Cpe Te3u ONopTIOHMCTHYHH 3abonaBanus ca BK supyc-cabpsaHaTa Hegponatus u JC
BUPYC-CBbp3aHaTa NpOrpecHBHa MHOXECTBEHa JieBkoenLedanonarus (PML). Te3n nHpexuun yecTo
ca CRbP3aHH C BUCOKO 00IN0 MMYHOCYNPECHBHO oOpeMeHsBaHe U MOTaT Ja AOBEAAT 10 CEPHO3HH WK
NeTaJHH ChCTOAHKA, KOUTO JieKkapuTe TpaOBa /1a B3eMar o BHUMAaHHUE [IPH JUPEpPeHIHAIHA JHArHo3a
Ha UMYHOCYTIPECHPaHH NalMEHTH C BiolaBana ce 6b0peuHa QyHKLUHNA WIH HEBPOIOrHYHK
cumntoMu. Uma cbobitieHHs 3a HHEKLIHH K CENCUC ¢ JIETATIEH W3XO/ MPH MaLUHUCHTH JIEKYBaHU CbC
CeprukaH (BX. TOUKa 4.8).

B x0/1a Ha KIMHUYHK U3NHTBaHHUA ¢be CepTHKAH € OHII0 NPENOpBYAHO MTPOBEKIAHE HA
aHTUMHUKpOOHA npodunaxkTuka cpeury Prneumocystis jiroveci (carinil) IHEBMOHHA U
uuroMeranosupyc (CMV) cnen TpaHCIUIaHTALMATA, HO-CMEHMAHO NMPH NIALUMWEHTATE C NOBHILCH PHCK
OT pa3BUTHE HA OMOPTIOHHCTHYHU HHPEKLIUH.

YBpexaaHe Ha uepHoapodHata QyHKIIHS
[MpenopbuBa ce CTPUKTHO MOHMTOPHPAHE HAa HAH-HHCKHUTE KOHLEHTpAllMK Ha €BEPONIMMYC B KPbBTA

(Co) M KOpUTHpaHE Ha 103aTa Ha eBepOIMMYC MPH NALMEHTH C yBpeieHa uepHoapobta GyHKLus (Bxk.
TouKa 4.2).

T T
[Mopaau No-ABLJIrHTE BPEMEHA HA NOYEITMMUHUPAHE NPH NALMEHTH C 4yepHoApoOHO (932‘\
TOYKa 5.2), TepaneBTUUHUAT MOHUTOPHHT Ha €BEPOJIMMYC, CJICA 3aM04BAaHE Ha TEP U ceq <

KOpUIrMpaHe Ha f03aTa, TpsA0Ba Jla ce NpoBeXIa A0 IOCTHIaHE HA CTALIHOHAPHH K
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BiaumopnelicTBue ¢ nepopaniu cyberparu Ha CYP3A4
TpabBa na ce BHMMaBa, Korato CepTHKaH ce npieMa B KoMOHHaALMA C NepopaHu CyOCTpaTH Ha

CYP3A4 ¢ Tecen TepaneBTHUICH HHACKC, [I0PAAH B3MOXKHOCTTA 34 JIEKAPCTBEHH B3aUMOJEHCTBHA.
Axko CepTHKaH ce npwiara ¢ nepopainiu cyoerpatih Ha CYP3A4 ¢ TeceH TepaneBThueH HHACKC (Hanp.
nuMo3KA, TepeHaInH, ACTEMH30, LM3aNPHA, XHHIIHH WM €Pro-ajikanouiH), NauHeHTHT TpAdBa fa
ce HaOJIO1aBa 33 HEXKENAaHH JIEKAPCTBEHH PeaKiiuK, ONUCAHH B JIEKapCTBEHATa HHOOPpMALIHA Ha
choTBeTHHA nepopanto npunaran CYP3A4 cyberpar (Bx. Touka 4.5).

B3aumoaeiicTBHE CbC CHIHM HHXHOUTOpH uiny uHaykTopu Ha CYP3A4 w/unu P-raukonporenH (PgP)
F AHOBPEMEHHOTO NPHIOKEHHE CbC CHITHH HHXUOHTOpH Ha CYP3A4 n/unu edaykcHara nomMna 3a
penuua jiekapcTea P-rmukonporeuH (PgP) (Hanp. keTokoHa30I1, UHTPaKOHa30I1, BOPHKOHA30/1,
KJIAPUTPOMHLMH, TETUTPOMULIMH, PUTOHABUD) MOXKE /JIa yBE/IHYH HUBATa HA €BEPOJIMMYC B KPbBTA U
HE C€ MPEnopbhUBa, OCBEH aKO NOJA3aTa He MPEeBUILIABA PHCKA.

EHOBPEMEHHOTO MPHNOKEHHE CbC CHIHA HHAYKTOpH Ha CYP3A4 n/unm PgP (nanp. pudamnuuuy,
pudabytuH, kapGamasenuH, GEHUTOHH) HE CE NPENnopbYBa, OCBEH aKo N0/13aTa HE NPEBUILIABA PHCKA.
AKO eIHOBPEMEHHOTO MPWIOKEHHE ¢ MHAYKTOPH Win HHXUOUTOpH Ha CYP3A4 u/unn PgP He moxe
aa Objae u3berHaTo, ce NpenopbHBa NPOC/IIAABaHE HA HAN-HHCKUTE KOHLUEHTPALIMM Ha €BEPOIUMYC B
L4713 KPBB K KIMHAYHOTO CLCTOSHHME Ha MALUEHTA, JOKATO T€ C€ NpUnaraTr eJHOBPEMEHHO C
eBepONMMYC U CJIe[ CIIHpaHeTo WM. Moske Aa ce HaOXKH KOPHIHPaHEe Ha [03aTa eBepOTMMYC (BX.

TouKa 4.3).

JIumdoMu ¥ APYTH 310KAa4YECTBEHH 3a00NIBaAHNA

[TauneHTHTE, NPHEMAILH HMYHOCYTIPECHBHH JIEKAPCTBEHH NMPOAYKTH, BKIOUHTEIHO CepTHKaH, ca
M3/I0KEHM Ha MOBHMLLUEH PUCK OT Pa3BUTHE HA MTMMGOMH H APYTH 310Ka4eCTBEHHU 3aD0nsaBaHuA,
ocobeHo Ha Koxkara (BxK. Touka 4.8). AOCONIOTHUAT PHUCK H3TTIEXKAa CBbP3aH MOBEYE C
MPOABLIDKUTENHOCTTA U MHTEH3UTETA HA HMYHOCYTIPECHATA, OTKOJIKOTO ¢ ynoTpebara Ha cnelud e
nekapcTeed npoaykr. [Taunenrure Tpsabpa 1a ObAaT npernexaaHy peAOBHO 3a HEOIUIA3MH HA KOXKaTa
1 1a OLaaT CHLBETBAHM Ja CBEJAT 0 MUHHUMYM M31araHeTo CHU Ha YJTPABHOMETOBH JIbUYH U CIBHUEBA
CBETJIMHA, KAKTO U Jia ynoTpeOaBaT noAXOASIM CIBHLE3ALHTHH NPOAYKTH.

XUnepaunuaeMus

YenopeaHoto npunokeHne Ha CepTUKaH ¢ LIMKIOCTIOPHH MUKPOEMYJICHS UITH TaKPOITMMYC IpH
MAUMEHTH ¢ TPAHCIUIAHTALMH Ce acOLMHpa C NMOBHIICHHE Ha CEPYMHHKA XONECTEPOIT H TPUTIIHLIEPUIIH,
NPU KOETO MOXKE 1A Bb3HUKHE Heo0X0auMoCT oT jieueHne. [Tpuemawnte CepTvkaH nauneHTH TpsdBa
fa 661aT MOHMTOPHPAHHU 32 XUIIEPITANMUAEMHUA U TIPH HYXK/1a [a C€ MPHIAraT JIMIKAOTIOHHKaBalllX
NEKAPCTBEHH MPOAYKTH H MOAXOAALIH KOPEKLIMM HA XPAaHUTETHUA PEKUM (BXK. TOYKa 4.5).
Heobxoauma e olleHKa Ha CLOTHOLLEHHETO 10/138/PUCK MPH NMALHEHTH ¢ YCTAHOBEHA
XMNEPIUNHAEMHU, TIPEIH Aa CE 3al0oYHe HMYHOCYTIPECHBHA Tepanus, skmoysata CeprukaH. llo
nonobeH HayuH TpsaGBa A2 ce NPeoLeHH ChOTHOLLIECHHETO NMO3a/PHCK 32 MPOAb/DKABAHE HA JIEUCHHETO
cbc CepTHKAR NMPH NaLUeHTH ¢ TEXKA pedpakTepHa xunepaunuaemus. [lauuenTu, Ha KOUTO ce
npunara HuxubuTOp Ha HMG-CoA peayxrasa w/vnv ¢gubpar, tpadea aa 0b1aT MOHHTOPHPAHH 32
pabIOMHONK3A M IPYTH CTPAHWYHH €(EKTH, ONMCAHH B KPATKHTE XapaKTEPUCTHKH Ha CHOTBETHHTE
NeKapCTBEHH NMPOOYKTH (BX. Touka 4.5).

AHruoenem
CepTHKaH ce CBBP3Ba C Pa3BHTHE HA AHTHOCACM. B 0onumuKMHCTBOTO AOKITAJIRAHU ClTYUaH, MALHEHTHUTE

ca noyiyyaBand ACE-uHXuOHTOpU KATO CHIBTCTBALIO JIEYCHHE.

EBepoJMMYC W KaTLMHEBpHH-UHAYLMpaHa 6b0peuHa qUCOYHKINA
[Tpu nauueHTH ¢ 6LOpevHa M CbpcYHA TPAHCIIaHTalMsA, NpHIaraHeTo Ha CepTHKaH C I
LUKJIOCNIOPHH yBeIHuaBa pucka ot 6s6peyHa auchyHkums. HeodOxoanmu ca HamaneH Ay
LIMKJIOCTIOPHH, KOTATO ce Mpunara B koM6HHauus ¢xc CepTHKaH, 3a Aa ce u3berHe p
6uOpeuna auchyHkuug. [1py nauueHTH ¢ NOBUILICHH CEpYMHH HHBA HAa KPEaTUHUH
NpeABH/ NOAXOAALLO KOPHTHpaHe Ha HMYHOCY MPECHBHUA PEXKHM, MO-CIIELIHAIHO
103aTa Ha LHMKIIOCTIOPHH.




B KNIMHUYHO M3MMTBAHE MPH NALMEHTH ¢ YepHOAPOOHA TPaHCTI/IAHTALMA € YCTAHOBEHO, Y€
npunaraHeto Ha CepTHKAaH C HaMaICHa EKCNIO3HLMA Ha TAKPOIMMYC HE BOAM 0 BOLLABAHE HA
6uOpeuHaTa GYHKLHS, B CPABHEHHE C MPHJIAraHETO MY CbC CTAHAAPTHA EKCMO3HUKA Ha TAKPOIUMYC
6e3 CeprukaH. Ipu BCUYKH NALMEHTH Ce NPENOpbUuBa PEI0BHO MOHHTOpHpaHe Ha ObOpeyHaTa
dbyHkuua. Heo6xoquMo € nMoByuIeHO BHUMAHHE NMPH €AHOBPEMEHHO NpWJIaraHe ¢ Apyry NeKapcTBEHH
MPOAYKTH, 33 KOMTO € H3BECTHO, 4e uMaT HebraronpuateH edext BbpXy 6b0peyHaTa dyHxums.

[IpoTenHypus

[Mpunaraneto Ha CepTHKaH ¢ KalLWHEBPUHOBH MHHXHOHUTOPH TIPH TPAHCIUIAHTHPAHH NalUUeHTH Ce
CBbP3BA C YBENHYEHA NPOTEHHYPHA. PUCKBT Ce yBeIM4aBa NpH N0-BUCOKH KOHLUEHTPALIUK Ha
eBEPOIMMYC B KpBbBTa. [Ipn 6-0petHO TpaHCIIAHTHPaHH MALHEHTH ¢ JICKa NPOTEUHYpHA, MO Bpeme

Ha MOAAbPIKALIA HMYHOCYNPECHBHA TEpanus, BKIOYBALIA KanlMHeBpHHOB HHXHOUTOP (CNI), ce
cbo611ABa 3a BIIOLLIABaHe Ha ripoTenHypuaTa, korato CNI ce 3amenn cve Ceprukan. Habmonaea ce
o6paTUMOCT NpH npexparaBaHe npuema Ha CepTHKaH U MOBTOPHO BbBEKAaHe HA CNI. besonacHocTTa
n eukacHocTTa Ha npeMuHaBaHeTo OT CNI Ha CepTukaH npy TakMBa NaUHEeHTH He € YCTaHOBCHA.

[MauuenTrTe, nonyyanaim Ceprukan, TpaOBa aa ce NPOCHEAABaT 3a NPOTEHHYPUA.

Tpom6o3a Ha 6pOpeuHaTa npucanka
CroblaBa ce 3a MOBHILEH PHCK OT apTepHanHa U BeHo3Ha 6u6peuna Tpombo3a, Boaewa 1o 3aryba Ha

npucaakara, oOMKHOBEHO Npe3 NbpBUTE 30 qHM Cliell TPAHCIUIAHTALIMA.

VeIoKHEHHUS IPY 3apacTBAHE Ha paHH
Ceprukan, kakTo Apyrd mTOR-uHXHOUTOPH, MOXE J1a BIIOLIHW 3apacTBAHETO HA ONepaTHBHATA paHa,

YBEJIHYABANKH NOABATA HA MOCT-TPAHCILIAHTALHOHHHM YCTIOXKHEHHMA KaTo ACXUCLEHLHMA Ha paHarTa,
HATPYINBaHEe HA TEYHOCTH M UH(EKTHPaHE, KOUTO MOrar Jia HaJloXKar Moc/1€1BaIlia XupypruiHa
Hameca. Jlumdolene € Hall-4ecTo CpellaHUAT TaKbB CTy4ak npy ObOpeyHo TpaHcnnaHTHpaHH
NalydeHTH, ¢ TEHAECHIIHA 3a MO-BUCOKA Y€CTOTA NPH MALMEHTH C N10-BUCOK HHIAEKC Ha TeNeCHa Maca.
YecToTara Ha MEPHKAPAHH M TJIEBPAJIHH HITHBH € MOBHLUCHA NMPH NalHEHTH CbC ChpPACYHA
TPaHCIUTAHTALIMA, & YECTOTAaTa Ha HHLM3HOHHHTE X€PHHM € MOBHLIEHA NP NALIKEHTHUTE C

yepHOAPOOHAa TPAHCIUTAHTALIHA.

Tpom6oTnuna Mukpoanruonatus/TpomGoTHyHa TpOMOOLIUTONEHHHA Ty Pty pa/XeMOTUTHYHO-

YPEMHYEH CUHAPOM
EnHoBpeMeHHOTO npunarase Ha CepTykaH ¢ KaluuHeBpHHOB HHXHOUTOP (CNI) MOXKe na noBHMIIH

pucka oT CNI-MHIYLHPAH XEMOIUTHYHO-YPEMHUUCH CHHIPOM/TPOMOOTHYHA TPOMOOLIMTONECHHYHA
nypnypa/TpoMO0OTHYHA MUKPOAHTUONATHA,

BaxcuHauus
UmyHoCcynpecopuTe MOrar Aa MNOBIHIAT OTFOBOPA KbM BAKCHHALIUATA. [1o BpeMe Ha NeUeHUE ¢

HMYHOCYNPECOPH, B TOBA YHCJIO €BEPOIUMYC, €PEKTUBHOCTTA HA BAKCHHALMATA MOXKE 18 C& MOHUXKM.
YnoTtpeGara Ha )XMBH BaKCHHH TpaOBa na ce u3bsAraa.

UutepcTuinanto GenoapobHo 3abonsasane/Henudpekiino3eH NHEBMOHUT

Jnarso3a uHTEpCTHLIHANHO OenoapobHo 3abonasane (Mb3) Tpabsa na ce vMa npeasua npu
NalMEHTH, KOUTO UMAT CHMIITTOMH Ha HH(EKLIHO3HA THEBMOHHA, HO HE OTTOBAPAT HA JICUCHHUETO ¢
AHTHOMOTHLIK M NIPH KOUTO HHPEKLUHMO3HH, HEOIUIaCTUYHHU U JAPYTH HENCKAPCTBEHH NPUYHHH Ca
M3KMIOYEHH MOCPEACTBOM Nnoaxoasiu uicneasanus. Ciaydan Ha MB3 ca cbo0LueHN NpH NICUSHHE Che
CepTHKaH, KOHTO KaTO LIANO OTLIYMSIBAT CIIE/l IPeyCTaHOBIBAHE HA JICYEHHETO ChC U De3 Tepanus ¢
FNIOKOKOPTHKOUIH. BBIIpeKy ToBa ca cbhOGIIABAHM M CTyYaH C JieTalleH U3Xoj (BK. TO4Ka 4.8).

HoBOOTKpHT 3axapeH auadeT
YcTaHoBeHO e, ue CepTHKaH NOBHLIABA PHCKa OT pasBUTHE Ha HOBOOTKPUT 3aXapeH

TpaHcruianTaursa. HusaTta Ha kppBHaTa 3axap TpaOBa aa ce NpocneaaBaT BHUMATEN
NeKyBaHH cbC CEPTHKaH,




M1LKKH CTEPUIUTET
HmMa nurepaTypHH ¢HOOIIEHUs 3a 00paTHMa a300CTEPMHUS H OJTAFOCNICPMUs NPU MALMEHTH, JIEKyBaHU

¢ mTOR-uaxubutopu. Thbit KaTO NPEAKNMHUYHHTE TOKCHKOMOTHYHH H3MHTBAHUS NOKA3BaT, 4e
EBEPOIIMMYC MOXKE /1a HAMAJIH CHIEPMATOrEHE3aTa, MBXKKHAT CTEpUANTET TpAGBaA fa ce MMa NpeABUA
KaTO MOTEHUHANEH PUCK MPH NMPOIABIDKUTENHO NeueHre cbe CEpTHKaH.

PUCK OT HEMOHOCUMOCT KbM NNOMOLIHUTE BELICCTRA
CeprukaH TabeTKu ChABPXKAT JlakTo3a. [laLnueHTn ¢ peaKH HacIeACTBEHH NpodIeMH Ha
HEMOHOCHMOCT KbM TajlakTo3a, IThJIeH JIaKTa3eH AePHLIMT WIH IIOKO30-TanakTo3Ha Manadbcopbums He

TpabBa Aa NnpveMar ToBa NEKapCTBO.

4.5 BiaumojgelicTBHe C APYTH JIeKAPCTBEHH NPOAYKTH H APYrH (pOpMH HA B3aHMOJelCTBHE

Eseponumyc ce meraGonusupa npeauMHo ot CYP3A4 B yepHHA Apod W 10 H3BECTHA CTENEH B
YpeBHATa CTEHA M TNpeCTaBNABa cyOCTpaT Ha MyNITHACKAPCTBEHATA edTykCHa noMmna, P-
rnuxomnpotenH (PgP). [Mopanu ToBa, abecopbumsTa ¥ NOCISABALIOTO €TMMUHHPAHE HA CUCTEMHO
abcopOupaHHs eBEPOSTUMYC MOJXKE 12 Ce MOBIUAAT OT NeKapCTBEHH MPOLYKTH, KOUTO HHXHOHpaAT
CYP3 A4 w/wnu P-raukonporenda. EAHOBpeMEHHOTO NPUIO)KEHHE HA CHITHH HHXMOUTOPH HIIN
MHOYKTOpH Ha 3A4 He e npenopbuMTenHo. HHXHOHTOpHTE HA P-rankonpoTeHHa MoXKe 1a HaManaT
edyKca Ha eBEPONUMYC OT UPEBHUTE KIETKU H A3 NOBHUIAT KPLBHHTE KOHLIEHTPALUH Ha
esepostuMyc¢. In vitro, eBeponuMyc e KoHKypeHTeH HHXHOUTOp Ha CYP3A4 n CYP2D6. Benuku
M3MUTBAHUA HA B3aUMOACHCTBUATA in vivo ca OnnK nposeacHN H€3 eTHOBPEMEHHO MPHIIOXKEHHUE HA
LIHKJIOCTIOPHH.

Tabauna 3 Bausnue HA APYrH AKTHBHM BEUIECTBA BLPXY €BEPOJIHMYC

AKTHBHO BCUHIECTBO NPH Bianmopeilicrsie — [Ipomana B | [Ipenopbku oTHOCHO
B3ANMOJAEHCTBHETO AUC/C ,,; HA eBEPOTTHMYC €HOBPEMEHHOTO NPHJIAraHe
reoMeTPHYHO CPEeIHo
CLOTHOIICHHE

(mabnonaBaH HHTEPBAJ)

Cunriu CYP3IA4/PgP-unxuORTOpH

KeToxoHaszoux AUC 115,3 nbptH EaHOBpEMEHHOTO NPHIIOKEHHE
(uHTepran 11,2-22.5) cbe ciIHH CYP3A4/PgP-
Cmax 14,1 bTH HHXHOHTOPHU HE Ce NPEenopbUBa,
(uxareppan 2,6-7,0) OCBEH aKO [0J13UTE HE MPEBHLIBAT
PUCKOBETE.
HArpakornazod, He e npoyueH. Ouaksa ce rongmo

N03aK0HA30/1, BOPHKOHA30JI | IOBMLIABAHE HA KOHLICHTPaLUATA
Ha €BepOJIMMYC.

TeJRTPOMEIKH,
KJIAPHTPOMHIIHA
Hedazozon

Puromasup, aTa3aHaBHP,
CAKBHHABHD, 1apYHABHP,
HHABRHABHP, HCIPHHABHD




Ymepernu CYP3A4/PgP uuxu0OBTOpH

EpUTpOMARHH

AUC 14,4 nbTH
(uurepsan 2,0-12,6)
Chax 12,0-mb1H
(uaTepean 0,9-3,5)

HMaTuuud

AUC 13,7 nbTH
Crax 12,2 MbTH

BepanaMun

AUC 13,5 nbTH
(untepBan 2,2-6,3)
Crax 12,3 nbTH
(uHTepBanl,3-3,8)

ITepopaieH OHKIOCTIOPHA

AUC 12,7 nbTH
(natepBan 1.5-4,7)
Crax 11,8 mbTH
(uHTEpBaA 1,3-2,6)

Kanaonauos (AaXuOuTOp HA
P-gp)

AUC 1 2,5 nbTH
Cmax T 2,5 mbTH

DJIYKOHA30.]

JnaTHazemM, HHKAPARIHH

He e npoyueH. Ouaxsa ce
MOBHILEHA €KCMO3HLHS.

KOHLIEHTpaLIMKTE HA EBEPOTUMYC
B L9712 KpbB TpAOBa 11a ce cneaar,
KOraTo Ce MpWiIara eJHOBPEMEHHO
¢ uHxu6uTopu Ha CYP3A4/PgP u

Cnep TAXHOTO MpeyCTaHOBABAHE,

Heobxonumo € noBuiueHo
BHUMaHHE, KOraTo
€HOBPEMEHHOTO MPUIIOKEHHE HA
ymepeHd CYP3A4 uuxuburopu
uin PgP unxuburopy He MOXE na
ce u3berne. BuumarenHo
MpocaeaaBaHe 3a 1o4ABa Ha
HeXelaHU PeaKLMy U KOpUrupaHe
Ha J03aTa €BEPOJIMMYC, aKO €

HeoOXooUMO (Bx. TOUKH 4.2 H
4.4).

JAporenapon He e npoyueH. OQuakea ce
TIOBHILIIEHA €KCTIO3ULIMSL.
AMnpedaBHp, He e npoyuen. Ouaksa ce
docamnpeHaBHp MOBHLUIEHA €KCNO3ULNUA,
Cok ot rpeiindpyT H/IH He e npoyueH. Ouaksa ce KombuHauuaTa Tpabsa aa ce

APYrA XpaHH, NOB.IHABAIH

CYP3A4/PgP

[MOBHLICHA CKCITO3HIIHUA

(eheKTBT LLIMPOKO BapUpa).

H30araa.

Cunnn u ymepens CYP3A4 unpykrops

PujpaMnuunun

AUC |63%
(unTepBan 0-80%)
C,x 138%
(untepBan 10-70%)

Pudadbyrun

He e npoyu4en. Ouakpa ce
HaMaJIeHa eKCITO3HLIMSL.

Kapbamazenun

He e npoyueH. OuakBpa ce
HaMa/leHa €KCMO3HLHA.

QenuTOHN

He e npoyueH. O4aksa ce
HaManeHa eKCrno3uLmA.

EAHOBPEMEHHOTO NPHIOKEHHE
¢u¢ cuniu CYP3 A4-unaykropu
He Ce NPENopbYBA, OCBEH aKO

NON3HUTC HEC NPpCBHLIBAT PHCKOBCTC.

Penobapburan

He e npoy4en. Oyaxsa ce
HaMaJjieHa eKCro3uuusl.




EdaBupenn, HeBHpANHH He e npoyueH. O4aksa ce KOraTo ¢e Mpuiara € 1HOBPEMEHHO
HaMaJIcHa €KCMO3HLIUSL. ¢ uHAYKTOpH HA CYP3 A4 u cnen
TAXHOTO MPEyCTaHOBABAHE,

KbJaT KAHTAPHOH He e npoyueH. Ouakgea ce [TpenaparH, CbABLPXAIUH XKBJIT
(Hypericum perforatum) rojigMoO HamajieHue Ha KaHTapUuOH, He TpadBa Aa ce
€KCIMO3HLUMATA., {3M0JI3BAT 110 BPpeEME Ha JIECUEHHUETO

C €BEPOJIUMYC.

CEEECTB&: YHHTO JAZMEHH KOHICHTPAIIHH MOIr'aT ia 61:gaT NMOBJHAHH OT €BEPOJIUMYC,

OxrpeoTun
EnHOBpeMEHHOTO NpHIMKeHHE Ha eBeponuMyc (10 mg AHeBHO) ¢ Aeno GopMa Ha OKTPEOTHA

noBuilaBa Cmin HA OKTPEOTHA B CPEAHO reOMETPUYHO OTHOLUEHHE (eBeponuMyc/miauedo) ot
1,47 nuTH.

KJIOCIOPHH
CepTHkaH MIMa MEHUMAJTHO KJIMHHYHO BJMAHHE BbpXY (apMakOKMHETHKATa Ha LMKNOCNOPHH TpH

NauueHTH ¢ GbOpeyYHa U ChpaeyHa TPaHCTUIAHTALM, T10/1y4aBallH LIMKAOCNOPHH MUKPOEMYJICHS.

Aropsactatul (cyGcerpar Ha CYP3A4) v npapactatut (cyberpar Ha PgP)
[TpunoxeHueTo Ha eJUHHYHH 1034 CepTHKaH ¢ aTOpPBAaCTaTHH WIH NPaBaCTaTHH NPH 3ApaBH

no6GpOBONLM HE NOBIHABA PApMAKOKWHETHKATA Ha aTOPBACTATUH, [IPaBaCTaTHH H €BEPONUMYC, KAKTO
1 oBiara 6uopeakTueHoCcT Ha HMG-CoA peanyxTa3sa B nja3mara 8 KJIMHH4YHO 3Ha4MMa cTeneH. Tesu
pe3y/ITaTH obaue He Moxe Ja GbAaT excTpanoaupany 3a Apyrd uuxuburopu Ha HMG-CoA
penykTasara. [TauveHtute TpsbBa Ja 6bAaT MOHMTOPHPAHH 34 Pa3BUTHE HA pabAOMHONIN3A U APYTH
HEXeNaHH ChbOHTHA, OMUCAHH B MPOAYKTOBHTE KPaTKH XapaKTepHCTHKH Ha HHXHOuTOpHTE Ha HMG-

CoA penyxrasara.

[lepopanuu cybctpaty Ha CYP3A4A

B13 ocHOBa Ha pe3yATaTH in vitro, CHCTEMHATa KOHLUEHTpaLKUA, NOJTYyYeHa C/1eA NEpopalHa IHCBHA
no3a ot 10 mg, npasu unxubupaueto Ha PgP, CYP3A4 n CYP2D6 masiko BepoaTHO. HesaBucHMO OT
ToBa, nHxubupade Ha CYP3A4 u PgP B uepBaTa He MOXe A2 ce U3KIKOYH, M3nHuTBaHE 3a IEKapCTBEHH
B3aUMOJAECHCTBUA NpH 3IpaBy A0OPOBOJILM NOKa3Ba, Ye €IHOBPEMEHHOTO NPUIGKEHNE HA NIEPOPANTHH
no3u MuaasonaM, uyscteuresied CYP3A4 cyGerpar, ¢ eBepoaumMyc BOAH A0 25% NoBHLLIaBaHe Ha
Coax M 30% mosrasane Ha AUC Ha mugazonam. EQekThT MOXe Ja ce AbDkd Ha MHXHOUpaHe Ha
ypesHHa CYP3A4 ot eBeponumyc. Clie1oBaTENHO, EBEPOUMYC MOXeE [ia OBIHAEC OGHOHANHNYHOCTTA
Ha €IHOBPEMEHHO MpWiIaraHy nepopaiHu cyoctpard Ha CYP3A4. Benpekn ToBa, KITHHHYHO 3HAYHM
ebeKT BLPXY KCNIO3UIMATA Ha CHCTEMHO npunaranu cyocrpat Ha CYP3A4 He ce ovakBa. Ako
eBEepOIMMYC ce npHJiara ¢ nepopantu cyberpat Ha CYP3A4 ¢ TeceH TepaneBTHYEH HHAGKC (Hanp.
AUMO3HA, TEPPEHATUH, ACTEMH30J1, UM3ANPHI, XHHHIHH WIH €pro-ajikajonuau), NaUMeHTHT TpaOBa fa
ce HabmoNaBa 3a HeKeNaHu CbOUTHA, OTIMCAHM B JIEKapCTBEHaTa UHQOPMAaLHA HA CbOTBETHUA
nepopayied CYP3A4 cybcTpar.

BakcuHauuu
MMyHOCYnpecopUTe MOTaT [a NOBJIMAAT OTrOBOPa KbM BAKCHHALIMATA H BAKCHHMPAHETO MO BPEME Ha

neyeHue cbe CepTHKaH Moxe fa Obae no-Manko eekTuBHO. YnoTpebaTa Ha )XMBH BAKCHHH TpAOBa
na ce u3dbdarea.

[leanaTpuuyHa nonyJaaius
[TpoyuBaHHA 338 B3aUMOACHCTBHATA Ca NPOBEXKIaHH CAMO NPH Bb3PACTHH.




4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

bpeMeHHOoCT

Hsma noctaTbyHM JaHHH OT ynoTpebara Ha CeprukaH npy OpeMeHHH xeHM. [IpoyuBaHuaTa npH
KUBOTHH MOKA3BAT PEMPOLYKTHBHA TOKCHYHOCT, BKIIOYUTETHO eMOPHO/PETOTOKCHYHOCT (BXK.
Touka 5.3). [TOTEHLIMATHHAT PHCK 3a HOBeKa He € u3BecTeH. CepTUKaH He TpAOBa aa ce f1aBa Ha
6peMEHHH XEHH, OCBEH aKO OYaKBAHUTE MON3M HE MPEBULLIABAT NOTCHLIHAIIHMA PHCK 32 TJ10JA.
Kenure ¢ nereponaeH noreHuyan Tpabsa aa 6bAAT CHBETBAHM Aa U3NON3BAT €PCKTHBHU METO/M 32
KOHTpaLlenuud, Aokato npuemar CepTHKaH U A0 8 CeAMHULM CIEA NPEKpaTABaHe Ha JICUEHUETO.

KbpmeHe
He € u3BeCTHO AAIH eBEPOJIMMYC C€ EKCKpeTHpa B KbpMarta. B npoyyBaHHs NMPH KHBOTHH
€BEPOTHMYC W/HIIH HEFOBUTE METAabOMUTH JIECHO ¢a MPEMHUHABA/IM B MJIIKOTO Ha JIAKTHUPALIH TUTEXOBE.

Mopanu TasH npuuKHa, npuemawyte CepTHKaH XKeHH He Tp10Ba Aa KbpMAT.

QepTiimMTeT
Mma nureparypHu AaHHH 3a obpaTHMa a300CnepMusl H OJIMFOCTICPMHA NPH NALIMEHTH NEKYBAHH ¢

mTOR uHxubutOpH (BXK. To4kH 4.4, 4.8 1 5.3). [loTeHLMANBT Ha €BEPOTUMYC 12 NPUUHHSABE
NHPEPTHINTET IPU MBIKETE H HKEHUTE € HEH3BECTEH, BBIPEKH TOBA €A Hab/IIOAABAHH MBKKY
WH(EPTUIMTET U BTOPHUYHA aMEHOpe.

4.7 EdexTn BLpXYy cnocobHocTTa 32 wodupane n pabora ¢ MamueH

CepTHKaH He MOBAMABA WM NOBAMABA NpeHeGpexkuMo criocobHocTTa 32 modHpaHe H pabora ¢
MAalUUHH,

4.8 Hexenann NeKapcTBEHH PeAKNHA

a) O6o6uieHo npeacTasaHe Ha Npoduna Ha 6€30MacHOCT
YecToTaTa Ha H3GPOSHHUTE NO-J0NY HEXKENAaHW PeaKLIMH NMPOM3XO0XKAa OT aHann3a Ha | 2-MeceuHaTa

YeCcTOTA Ha HeXenaHU ChOMTHA, IOKIaJBaHK B X042 Ha MHOIMOLEHTPOBH, pAaHAOMH3HPAHH,
KOHTPOJHMPAHHN W3NUTBaHMA, H3cenBalty CepTKaH B KOMOHHALMS ¢ KaTIMHEBPHHOBH HHXHOHTOPH
(CNI) 4 KOPTHKOCTEPOUH NPH BL3PACTHH TPAHCIUIAHTHPAHH PELMNUEHTH. BCHYKH H3MUTBAHKA, C
M3K/TIOYEeHHE Ha ABE OT NMpoyusaHusaTa (pu 6b0peuna TpaHcnnanTauus), Bntoysat CNI-6asupann
CTAHIAPTHH TepanesTUuHH pameHa Ge3 CeprukaH. CepTHKaH, NPHIarad B KOMOHHALMSA C
LIMKJIOCTIOPHH, € MPOYYEH B [ET U3MUTBAHKUA NpH OBOPEUHO TPAHCINAHTHPAHY PELUTTHEHTH,
ob6xeamamy o61o 2 497 nauMeHTH (BKIIOUHUTENHO JABE U3NUTBAHHA 0€3 KOHTPOJIHA rpyIna MaLueHTH,
KOHTO He npueMat CepTHKaH) ¥ TpH H3NMTBAHHA MPH CbPAEUHO TPAHCIUIAHTHPAHH PELIMTTHEHTH,
obxpamamy o6mo 1 531 naumentH (Intent to treat (I1'T) nonmynauus, Bxk. Touka 5.1).

Kombunaiuata Ha CepTHKaH ¢ TAKPONMMYC € H3Y4aBaHa B €/IHO H3TIMTRAHE, BKIKOUBALLO 719
nanueHTH ¢ yeproapoGHa tpaucmianTauus (ITT nomynaums, BXK. Touka 3.1).

Hait-yecTre cbOUTHS ca: MHPEKIIMH, AHEMHS, XMTIEPIMIIUAEMHUSA, HOBOOTKPHT 3axapeH anader,
Oe3chbHUE, raBOOOIHE, XHIIEPTOHHSA, KALIWIHLA, 3aM€K, raaeHe, nepudepeH oToK, BAOLIEHO
1a3/paBiABaHe Ha ONepaTHBHATA paHa (BKIIOYHTENHO IUIEBPAIEH H MEPUKAPACH H3THB).

[MospaTa Ha HEXeNnaHH ChOMTHA MOXE J]a 3aBUCH OT IMYHOCYIPECUBHATA CXeMa (T.€. CTENEH U
POABIKATENHOCT). B n3anuTeaHus, komOUHNpaliu CepTukaH ¢ HIMKIOCTIOPUH, NNOBHLIEHH HHBA HA
CepyMHMS KPEATHHUH ¢e HabnoaaBaT no-4ecTo NpH NauMeHTH, npuemand CepTikaH B KOMOHHALHS C
IBJIHA 038 LIMKJIOCTIOPHMH MHKPOEMYJICHSA, OTKOJIKOTO B KOHTPOJNHUTE rpynu. Odwmara yeg: -

MHKpoeMyJicHs (BXK. Touka 5.1).

[TpogunbT Ha Oe3onacHoCT Ha CepTHKAH, MpUarad ¢ peayLupania 103a IMKJIOCHO l«@;,
MoJ0OEH HAa TO3M, ONUCAH B 3-Te OCHOBHW M3MHUTBAHHUA, MTPH KOUTO € OWa npunaraia: g




UUKIOCMOPHH, C H3KIOYEHHE Ha TOBA, Y€ NO-pAaKko € Ouno HabnoJaBaHO MOBUILABAHE HA CEPYMHHS
KpPEATHHMH H CPEHUTE CTOMHOCTH Ha CEpYMHHA KPEaTHHHH ca OuiM Mo-HUCKH, OTKOJIKOTO mpH (aza

[I11 U3NKUTBAHUATA.

6) TabauuHo 06o0LIeHNE HA HEXKENTAHHTE PEeaKIIHK
Tabauua 4 cpabpxka HexenaHure jgekapctenu peakuuu (HJIP), Bb3MOXKHO WK BEPOATHO CBbP3aHU

cwe CepTHkaH M HaGmoaaBaHK B KIIMHHYHH H3nuTBaHKus ¢asa lII. Oceen ako He e oTOenszaHo Apyro,
Te3M HApPYLUICHHA ca GHIM YCTAHOBEHM B PE3YJITAT Ha NOBHIIEHATA HM YECTOTa N0 BpeMe Ha ¢asa 111
M3NWTBAHMA, CPABHABALLM NAUMEHTH Ha JeueHHe Cbe CepTHKaH ¢ TAKMBA, KOUTO HE Ca Ha Tepanus Che
CepTHKaH, IPH CTAHAAPTEH TEPANEBTHUYEH PEXKHM, WK B PE3YNITAT HA €JHAKBA 4ECTOTA B CllyuaH, ye
crbuTHETO e napectHa HJIP Ha MPA | usnon3ead 3a cpaBHeHHeE, MPH U3NKUTBaHUA ¢ ObOpeuHo U
CBPAEUHO TPAHCILIAHTUPAHH NAUMEHTH (BX. Touka 5.1). C U3KIIIOUEHME Ha MECTaTa, KbIAETO €
oTOens3aHo Apyro, MpodWwIbT Ha HEXENAHHTE PEAKLIHK € OTHOCHTETHO NOCTOSHEH MPH BCHYKY
TeparieBTHYHHM nokasaHus. Tabnuuara € cbcTaBeHa CbOOpPa3HO CTAHAAPTHHTE CUCTEMO-OPraHHH

knacose no MedDRA.

Hexcenanume peakyuy ca u3bpoenu 8 3a8UCUMOCM Om 4eCmomama um, Kamo ce u3no/136a
ceonomo onpedenenue: muozo yecmu (21/10), wecmu (217100 oo <1/10), neuecmu (21/1 000 oo
<1/100), peoxu (21/10 600 o0 <1/1 000), mnozo peoxu (<1/10 000).

Tabnnua 4 Hexe/IaHH JIeKAPCTBEHH PEAKIAH Bb3MOKHO RJIH BEPOATHO CBBLP3AHH ChC
Ceprukan




Cucremo-
OpraHen KJIac

YecTOoTA

Hexenana peaxknusa

Nudekuum n
HHecTaluK

MHOro uecTu

YecTH

Hudexkunn (BHpYCHHU,
OaKTepuanHy,
rOHUHM), HHPEKLIUU
Ha rOPHU AMXaTE/IHH
bTHLIA, HHPEKUIHMH Ha
AOIHU IUXATEHM
nbTHINA K 6enoapobHu
WH}EKLIUH
(BKJIKOMMTENHO
MHEBMOHHS),
HHPEKUHK Ha NHKOYHH
NbTHLLA

Cencuc, paHesa
MHPEKIHA

HeonnazmMu -
nodpokauecTne
HH,
3JI0KaveCTBEHH
U
HEOTIpEECICHH

YecTH

Heuectn

3MOKAUECTBEHU WJIH
HeompeIeieHH TYMODH,
3JI0KAYECTBEHHU H
HEOIpeIe/IeHH KOXKHH
HEOILIA3MH

Jumbpomn /
NOCTTPAHCNNAHTAHHKOH
HH
numbonponudepaTHBH
1 Hapylienus (PTLD)

Hapywenug Ha
KPBBTa H
nuMHara
CHCTEMA

MHOTI0 uecTH

UecTH

JleBKOTEHHA,
aHEeMHS/epUTPONEHUS,
TPOMOOLIMTOMEHHA'

[TanupToneHus,
TpOMOOTHYHH
MHKpPOaHTHOMaTHH

( BKJIIOUHTENHO
TpoMOOTHUHA
TpoMOOLIUTONEHUYHA
My pITy pa/XeMOJTHTHYHO
-YPEMHUEH CHHAPOM)

ERAOKPHHHM
HapylEHHUS

HeuectHn

XHNOroHaau3bM Ipu
MBXKE (MOHWKEH
TE€CTOCTEPOH, [IOBHILEH

FSH un LH)

HapyimeHus Ha
meTabonu3Ma 1
XpaHeHeTo

MHoro 4ectu

XUMepIUNnUuaeMHA
(xonecTepon U
TPUTTTHLEPHIN),
HOBOOTKPHT 3aXapeH
nuabeT, XUnoKaliueMus

[IcuxpnyHK
HapyIEeHHS

MHoro yectH

be3cbHMe, TPEBOXKHOCT




HapyuieHns Ha

MHoro uecru

Cmasobonue

HepBHATa
CHCTEMA
ChpaeuHH MHoro yect  [lepukapieH H3aus’
HapyLLUEHUA
YecTu Taxukapaus
CbaoBH MHoro dectTh  XuNepTOHUA, BEHO3HH
HapyLIeHUA TpoMO0eMOOIHYHY
cbOUTUA
YecTH Jumdouene?,
enucTakcue, ObbpeyHa
Tpom6O03a Ha
npucaakara
PecnivupatopHu, Meuoro vecth  [lneBpaneH u3nus',
FPBAHY X Kalyua', aucnxes’
MeAMaCTUHAIH

1 HapylueHUs

14



Heuectn HUuTepcTuumnanso
6enoapobHo
3a60/18BaHe’

CromaiHo- Muoro yuecth  KopemHa bonka,
YpEBHH oUapus, rajcHe,
HapyLUeHUs MOBPbLLUAHE

YecTH [laHkpeaTur,
CTOMATUT/YIEpaLUi B
yCTaTa,
opodapuHreanHa 60ka

Xenarobmnuwapay  Hedectn Heunndekunosex

M HApYIHEeHHUs X€TAaTHUT, XKbIATCHHLA
Hapyuienns Ha  Yectn AHrnoeaeM®, aKkue,
KOXKaTa obpus

MOJKOMXHATa

TbKaH

Hapywexna Ha  Yectn Muanrus, apTpanrus
MYCKYJIHO-

CKeJleTHaTa

cucTeEMa

CheUHMTENHATA

TbKaH

Hapyiienus Ha  Yectu [MpoTeuHypus’,
O0ubpeuuTe U TyOyapHa Hekpo3a Ha
MHKOYHHTE 61n6peka’

NBTHIIA

Hapywenus Ha  YecTH EpexkTUiiHA
BbL3MPOU3BOAUTE OACPYHKLUA,

JIHaTa CUCTEMA H MEHCTPYaIHH
rbpaara HapyleHus

Heuectn (BKJIFOMHUTENHO
aMEHOopes U
MEHOparus)

Kucra Ha AH4YHHKA

O6mu MHoOro 4ectu [TepndepHu oToum,
HApYUIEHHUS H 0onxa, 3a6aBeHO
edeKTH Ha 3a3/IpaBABaHE, TPECKa
MACTOTO Ha
PHIOKEHHUE
YectH HMHUM3HOHHA XepHUA
H3cnensaHus Yectu Heobuuaiinu
CTOMHOCTH Ha
yepHOApPOOHUTE
eH3UMH®

4yecTH npH 6uOpeyHa U yepHoapoOHa TpaHCILIAHTALMSA
YECTH NMPH ChpAedHa U YepHOaApOoOHA TpaHCIUIAHTALIMA

CAYYaH.

Spe JMMHO NPH NALMEHTH, Noy4yaBauw egHoBpeMenHo ACE-HHXuOHTOpH
'npn 666peuHa TpaHCIAHTALHS

® nopuwenu y-GT, AST, ALT




B) OnucaHue Ha H30paHU HeXeNaHU PEaKUHH
[IpeAKTHHHYHHTE TOKCHKOIOTHYHHA M3NHTBAHHUA MOKa3BaT, Y€ €BEPOIMMYC MOXKE /1a HAMAIIH

clIepMAaTOreHe3ara, Nopaan KOeTO MbXKKHAT CTEPHIMTET TPAOBA [a ce MMa MpeABHA KaTo
[MOTEHLMAIEH PHCK MIPH MPOABL/KMTENHO NedeHHe cbe CepTrkan. Mma nutepaTypHu cbhoOLieHuns 3a
obpaTiMa a300CIEPMHA U OJIMTOCTIEPMHA NPH MALMEHTH, feKyBaHu ¢ mMTOR uHxHOHUTOPH.

B KOHTpONHpaHH KIMHWYHH U3NHTBaHKUA, MPH KoUTo 06110 3 256 nanuenTy, npremauiy CepTUkaH B
KOMOHMHALMA ¢ APYTH HMYHOCYnipecopy, ca OWIM NpocieiSBaly B IPOAB/DKEHHE Ha NMOHE | roauHa,
obuio 3,1% pa3BHBaT 310KauecTBEHH 3a00n4aBaHus, KaTo 1,0% pa3BvBaT KOXHH 310Ka4eCTBCHH
sabonasanus, a 0,60% pasBuBat MTUMd oM win TUMPonpoandepaTHBHH HApYLLIECHHU.

Cnyuau Ha MHTEpCTHLMATHO GenoapobHo 3ab6onsBane, BKIIOYBALIM MHTPANapeHXUMHO OeoapodHo
Bb3NajJeHue (MHEBMOHUT) WK $ubpo3a ¢ HeMHPEKIIMO3HA ETHOJIOTHS, HAKOK OT KOMUTO C JieTalleH
H3XOA, HACTBIIBAT MPH MALMEHTH, KOUTO NOSY4aBaT panaMHLHH H POXU3BOAHH, BKIKOUHTEIHO
Ceprukan. KaTo usano, ChbCTOAHUETO OTUIYMSABA CJIe/l IPEYCTAHOBABAHE Ha JieUeHHETO Cbe Ceprukau
H/unu nipn no0GaBsaHe Ha MNMIOKOKOPTHKOWAH. Burpeku ToBa ca A0KJIa[IBAHU U Clly4dau C JETANEH H3XOA.

r) Hesxenanm JieKapcTBEHH PEAKIIMK OT CNOHTAHHU ChOOLIEHUS B [IOCTMaPKETHHIOBHA MEPHOT
CnenHvTe HEXENAHH JIEKAPCTBEHH PEAKLIHH ¢4 MOMYHYEHH OT NOCTMAPKETHHIOBUS OTHT CbC CepTHKaH

ypes CIOHTAHHH CHOOIUEHHA M IHTEPATYPHY Cily4an. Thil KATO TE3H peakiMH ¢a choOdLaBaHH
10OpPOBOAHO OT MOMyALUA ¢ HEONPEAEIEHA MOJIEMMHA, HE € Bb3MOKHO [1a Ce HATNpaBy HaEXKAHA
OlLIeHKA Ha TAXHATA 4eCTOTa, B Pe3yJITAT Ha KOeTO Ca KaTeropyM3upaHH Karto ,,C HEM3BECTHA YECTOTa ™.
HexenaHnWTe NeKapcTBEHH PeaKLidH ¢a M30pOeHH MO CHCTEMO-OpralHHu knacose chrinacHo MedDRA,
B paMkHTE Ha BCEKM CHCTEMO-OPraHeH Kiac, HEXE/IaHUTE IEKaPCTBEHH peaklK ce H3OposBaT B
HU3XOAALL pell 10 OTHOLUEHHE Ha TEXECTTa HM.

Tabauna 5 HexenaHH JIEKAPCTBEHH PEaKilHH 0T CHNOHTAHRHHE JOKJIAAH H JINTEPATYPHH
CJIy4UaH (¢ HeHIBECTHA YeCToTa)

CHcTeMo-0praneH KJjac YecToTa Hexxenana pearuns

Hapywenns Ha C HeW3BeCTHA 4ECTOTA XKenesen peduuur

MeTabon3Ma H XpaHEeHeTo

Cb0BH HapyLIEHHS C Hen3BECTHA YECTOTA JIeBKOLIMTOKIACTHUEH BACKYJIMT,
numbpenem

PecniuparopHu, rppAHH M C HEH3BECTHa YECTOTA [lynmoHanHa angpeonapHa NpoTEUHO3a

MeANaCTeHATHU

HapylIE€HHS

Hapyinenus Ha koxxaray  (C HEHM3BECTHa Y€CTOTA EpuTpoacpmus

MOOAKOXHAaTA ThKaH

[legnaTpuuHa nomyaalns
Hudopmauusara 3a 6€300aCHOCT NPH A€Lia M IOHOLUM CE€ OCHOBABA HA JaHHU OT 36-MeceuHn

Mpoy4BaKus MPH NMEAUATPHUHM NMaUMEHTH ¢ 6bOpeyHa TpaHcmaHTauus 1 24-MeceuHH Npoy4BaHus
MpH NEANATPHUHH NALKUEHTH C YepHOAPOoOHa TpaHCILIAHTalUA (BX. TOYKa 5.1)

CrobuiaBaHe Ha NOKO3UPAHU HEXETAHH pPeaKLHK
Cro6laBaHeTo Ha NOJO3MPAHH HEXKENaHH peaklHu ClieA paspellaBaHe 3a ynoTpeda na jeKapcTBeHHs

ApOAYKT € BaXHO. TOBa MO3BOJIABA Ja NMPOABLKH HaOIIOJEHHETO HA CHOTHOILCHUETO NMON3a/
NekapcTBeHHA npoAyKT. OT MEAHLIHHCKHTE CIIELHAIMCTH C€ H3UCKBA f1a ChOOLIABAT BCA
MOJO3HpaHa HeXelaHa peaKLUs Ype3 HalHOHANHHS PEryaTopeH opraH Ha aapec:

byuarapas

HM3nbaHuTENIHA areHLUMs 10 IEKapceTBaTa
yn. ,,Jdamsan ['pyep” Ne 8

1303 Codmus




Ten.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 Ilpexosupane

B W3nuTBaHMA NPH XKHUBOTHH €BEPOJIMMYC NI0Ka3Ba HHCHK MOTEHLIMAN 32 OCTPa TOKCHYHOCT. Cnen
[PUIIOKEHHE HA €XMHUYHH Nepopantu ao3u ot 2000 mg/kg (orpaHH4eHO U3CEBAHE), HE Ca
HaGNIOJABaAHU CMBPTHH CITy4YaH WIM TeKKa TOKCHYHOCT HATO MIPH MHMILIKH, HUTO NPH TUTBXOBE.

Jlok/1afABAHUAT ONHT C NMPEAO3HUPAHE NPH XOpa € MHOTO OIPAHUYEH: UMa €IMH e\IMHCTBEH CITy4aH Ha
cay4aiiHO mornbinaHe Ha 1,5 mg eBepoUMyC OT 2-TOAMILHO ACTE, NPH KOHTO He ca HabmoaaBaHu
HeKeNnaHH peakuud. EquHM4HM 1034 10 25 mg ca NpWiarasyd Ha MaurueHTH ClIeA TPaHCIUIaHTaLUMA ¢
TiPUEMIIHBA OCTpa MMOHOCUMOCT.

BB BCHUKH CTyYad Ha MPeAo3upaHe TpAOBaA Aa ce fpeanpuemMar o0lM NoAIbLPAKALIY MEPKH.

5. ®OAPMAKOJOINYHU CBOMCTBA

5.1 ®dapMakoIJHHAMHYHH CBOKCTBA

dapmakoTepaneBTH4Ha rpyna: [1pHLenHH 3a panamMHiluH npy 6o3aiinnuy (mMTOR) kunashy
nuxubutopu. ATC kon: LO4AHO2

MexaHu3bM Ha JelCTBHE
EBeponumyc, HHXHOUTOP Ha MponudepaTUBHUTE CHTHAIM, NPEXOTBPATABA OTXRBPINAHETO Ha

MpHCAEHHA OpraH MpH rpu3a4u 1 HEHOBEKONoA0OHH NPUMATH CIell alnoTpaHCIUTaHTaluA. [IpOayKTET
OCHILECTBABA UMYHOCYIIPECHBHOTO CH JIeACTBUE Ype3 MHXUOHpaHe Ha NpojinepalraTa H OTTaM Ha
KJTOHAJTHATA EKCTIAH3UA HAa AHTUIEHHO aKTHBHPaHH T-KJeTKH, KOATO ce NPEAH3BHKBA OT T-KNeThuHO
crieLnHYHN HHTEPAEBKHEH, HATIPUMEDP WHTEPIEBKHH-2 W MHTEpIeBKUH-15. EBeponnmyc nHxnbupa
BLTPEKIECTBYHHTE CHCHANHY NbTHLIA, KOUTO C€ OTKIIIOYBAT MPH CBbP3BAHETO HA TE3H PaCTEIKHH
(haxTopu Ha T-KIETKUTE CbC CHOTBETHHTE UM PELIENTOPH, HOPMAJTHO TOBA BOAM N0 KIETHYHA
npoaudepauma. BIOKMpaHeTo Ha TO3M CHTHAT OT €BEPOJIMMYC BOJIM O CTOM Ha KieTKUTe B cTaaui G
OT KJIETHYHHA LHKBII.

Ha MonekyaspHO HHBO EBEPOUMYC 0fpa3yBa KOMIVIEKC C UMTOMa3MeHns npotrerH FKBP-12. B
MPUCHCTBHETO HA €BEPOIMMYC, CTHMYJ/IHPAHOTO OT pacTexeH dakrop gocdopunnpane Ha p70 S6
KHHazaTa ce uHxuOupa. Toil kato dochoprunnparero Ha p7/) 56 KMHa3aTa ce OCHLIECTBRBA O]
koutpona Ha FRAP (napnuaH ceuio mTOR), Ta3yu Haxoaka HABEXKA HA MUCHJITA, Y€ KOMIUICKCHT
eseponumyc-FKBP-12 ce cBbp3Ba KbM HErO M MO TO3W HauMH NoBAMABa pyHkunsTa Ha FRAP. FRAP
e K/IFOYOR Perynnpall NPOTEHH, KOITO ynpasiaea MeTaboIn3Ma, pacTexa u nponydgepaunsra Ha
KJIETKHTE, NOTHCKAHeTO Ha ¢pyHKLMATA HA FRAP 00iAcHABa CMHpaHeTO HA KIETHYHUA LMKDBI,
NPEIU3BUKAHO OT €BEPOTHMYC.

Cnea0BATEIHO €BEPONIMMYC HMA Pa3iIMdeH MEXaHH3bM Ha JEHCTBHE OT TO3H Ha LIMKJIOCTIOPHH. B
NPeAKAMHUYHN MOJIEIH HA alOTPAHCILIAHTalMsl, KOMOMHALMATA HA CBEPOJIMMYC H LIMKITOCTIOPHH € MO~
edHKacHa OT MOHOTEPANUATA ¢ ABATa NPOJYKTa NOOTAEIHO.

EdekThbT Ha €BEpOIMMYC He ce orpaHuyaBa camo 10 T-kieTkure. Toi HHXHOKpA CTHMYJIHpaHaTa OT

HCOUHTHMA B EJ]UT])&HCHH&HT&L[HOHEH MOAC) NPH a0pTa Ha ILTbX.




KnuHuuHa eprKacHOCT ¥ He30nacHOCT

Bvbpeuna mpancnaanmayus

CeprukaH BbB QUKCHpPaHH 103K OT 1,5 mg NHeBHO M 3 Mg AHEBHO, B KOMOHHALIWA CbC CTAHIAPTHH
[103H LHAKJIOCTIOPHH MUKPOEMYJICHS M KOPTHKOCTEPOHH, € U3C/ICABAH B XOJia HA B¢ KINHHHYHH
wsnureanud dasa Il nmpu de novo 616peyHa TpaHcnnanTauus npu Bu3pacthd (B201 u B251). Karo
pediepeHTEH NPOAYKT € U3non3BaH Mukodenonar moderun (MMF) 1 g n1Ba nbTH AHEBHO.
KoMGHHHpaHHTE MbPBUYHM KPaHHHM TOUKH Ca JIMNCa Ha ePHKACHOCT (J0Ka3aHo ¢ Guoncud ocTpo
OTXBBPISHE, 3aryba Ha NprucaaKaTa, CMbPTEH H3XOJl HITH 3ary0a Ha MaLMeHTa oT NpocnesBaHe) Ha
HIeCTUs Mecell M 3ary6a Ha NpUcaaKaTa, CMbPT WK 3aryba Ha mauMeHTa OT ApocyieisiBaHe Ha 12-Tus
mecell. KaTo usno, B Te3u KIMHAYHH npoyuBaHusg CepTHKaH € He no-manko epukacedH or MMF.
YecTOTaTa HAa JOKA3aHOTO ¢ GHONCHA OCTPO OTXBbPJ/IAHE HA MPHCAAKATA HAa MECELl 6 B U3NTHTBAHETO
B201 e cvotBeTHO 21,6%, 18,2%, 1 23,5% 3a rpynure Ha CeprHkan |,5 mg anesno, Ceprrikan 3 mg
nuesHo ¥ MMF. B u3nursanero B251 yectorure ca 1 7,1%, 20,1% u 23,5% cBOTBETHO 3a rPYNHTE HA
CeprHkan 1,5 mg auesHo, Ceprukan 3 mg auesHo 1 MMF.

PeayumnpaHa GyHKLMS Ha NPHCAJIKATA C TOBHLIEHH CEPyMHH HUBA HA KpeaTHHUHA ce HaboaBa no-
yecTo cpel nauueHTuTe Ha CepTHkan B KOMOHHALMA € MBJIHA 1032 HKKJIOCMOPHH MUKPOEMYJICHS B
cpapHenne ¢ nauneHTure Ha MMF. Tosu edekr npeanonara, ye Ceprukad NoBHLIaBA
HEe(POTOKCHUYHOCTTA HA LIMKJIOCTIOPHH. AHANH3BT HA 3aBUCHMOCTTA JIEKapCTBEHA KOHLEHTpALlMS-
(hapMmakoaMHAMMKE NOKa3Ra, e 6bOpeyuHaTa GyHKUKS He ce yBPEX/a NPH HAMAJICHa €KCIO3HLIUA HA
LHKJIOCNOPHH, MPH 3ana3BaHe Ha eQUKaCHOCTTa A0 TOraBa, JOKATO Ce NOAAbPXKAT HaH-HUCKH
IUTa3MEHM HUBA HAa eBeponuMyC Haa 3 ng/ml. Ta3n koHUENMUHUA € NOTBbPACHA NOCIEAOBATE/NHO B X044
Ha aBe no-HataThiueM dasa Il usnuteanus (A2306 1 A2307, BrToYBaILK CHOTBETHO 237 1 256
nalyeHTH), KOMTO oLeHaBaT edukacHocTTa U 6e3onacHocTTa Ha Ceprukal 1,5 mg u Ceprukan 3 mg
JIHEBHO (HayaiHa 11034, NOC/EeBALIOTO J03UPAHE Ce OfNpeae/s Bb3 OCHOBA Ha NPHLIETHH HaH-HHUCKH
[1a3MeHH HuBa > 3 ng/ml) B koMOWHALIMA C HAMANIEHa eKCMO3MUHA Ha UMKIIOCTIOpHH. B iBeTe
H3nuTBaHUA 61nOpeunaTa hyHKUKA ce 3ana3Ba 6e3 Aa ce KoMIIpoMeTHpa edukacHocTTa. B Te3n
M3NUTBaHus obaue He € UMano cpaBHUTENHO pamo Oe3 CepTukaH. B eano 3apbpmnno gasa Ili,
MHOTOLIEHTPOBO, PAHAOMHU3HPAHO, OTKPHUTO, KOHTPOJIKPAHO U3NHUTBAHE (A2309), 833 de-novo
6b56peyHO TPAHCIUIAHTHPAHH PELIMNHEHTH ¢a OMNK paHAOMM3HPAHH HA €MH OT ABaTa TEPANCBTHYHH
pexnMa cke CeprHKaH, paznnuaBally ce fo 103aTa, B KoMOUHALKA ¢ pelyLnpaHa 103a UHKIOCTIOPHH
WM CTAHJAPTEH TepaneBTHYeH pexnuM ¢ HaTpHes MukodeHonat (MPA) + LmMkiocnopHH u ca 6unu
IEKYBAHHM B Npoab/bkeHue Ha 12 Meceua. [1py BCHUKH NAUMEHTH € NpWiaraHa WHIyKUHOHHA Tepanus
¢ BaswinMkcuMad npeayd TPAaHCTIIAHTALMATA Y HA 4-UA ICH CNel TPaHCTUIAHTALIMATA.,
Koprukocreponam ca Oy JaBaHH pH HEOOXOAUMOCT B NEpHOJA Clel TPAHCTLIAHTALMATA.

HauanuuTe 1o3H B AseTe rpyny Ha Ceprukan ca 6uau 1,5 mg/aen v 3 mg/aeH, npunaradu B ase
pasfeSieHH J03H, BIOCICACTBHE el S-Ua eH Ca OMITM NPOMEHEHH TaKa, Y€ J1a e MOAABPXKAT
MPULIETHH HaH-HUCKH KOHLEHTPALMU Ha €BEPONMMYC B KpbBTa COTBETHO 3-8 ng/ml 1 6-12 ng/ml.
Jlo3ara Ha HaTpHeBUA MuKodeHonat ¢ 6una 1,44 g/nen. JIo3uTe Ha UWKIOCTIOPHH ca OHH
aZlaNTHPaHy TaKa, Y€ J1a Ce MOAAbpPKA ChOTBETHHS LEAEBU HHTEPBAI Ha HAH-HUCKH KOHLICHTPALIMH B
KpbBTA, TAKa KAKTO € Noka3aHo B Tabiuua 6. AKTyalHHTe CTOHHOCTH Ha U3MEPEHHUTE B KPHBTA
KOHLIEHTPALMH Ha eBeposinmyc U uuknocnopuH (Co 1 C2) ca mokaszanu B Tabauua 7.

BbIpeku 4e TEPaneBTHYHUAT PEXKUM C Mo-Bucoka 103a CepTHKaH € Oun ChLUO TONKOBA ePEKTHBEH,
KaKTO TO3HM C [0-HHCKA 034, KaTo W10 6e3zonacHocTTa My € Ovia no-joiia ¥ nopajy Ta3H NpuyvHa
TEPANEeBTHYHHUAT PEKUM € M10-BUCOKA 1032 HE C¢ NpenophLYBa.

[IpenopbyBa ce TEPANEBTHYHUS PEXUM C NO-HUcKa 103a Ha CepTukad (XK. Touka 4.2).

Tabauna 6 Hinutsane A2309; Ilpuuennu HHTEPBAJIH HA HAH-HHCKHTE KOHIICH
HHKJIOCNIOPHH B KPbLBTA




Ilpauenna KOHIEHTPALHA Mecen 1 Mecen 2-3 Mecen 4-5 Mecen 6-12
na nukiaocnopun Co

(ng/ml)

['pynn Ha CepTHKaH 100-200 75-150 50-100 25-50
['pyna na MPA 200-300 100-250 100-250 100-250

Tabauua 7 Hinursade A2309: U3mepenH HAl-HACKH KOHUEHTPAUHH HA RHKJIOCNOPAH A
€BEpPOJIEMYC B KPbBTA

Hai-aHCcKA I'pynn na Ceprukan MPA
KOHOEHTPANHH (HMCKa J103a Ha LUKJIOCTIOPHH) (CTaHJapTHa J03a Ha
(ng/ml) LIMKJIOCIIOPHH)
| Ceprukan 1,5mg | Ceprukan3,0mg | Myfortic 1,44 g
HuKAoCnOpHEK Co C2 Co C2 Co C2
Hen 7 195106 | 847412 | 192+ 104 | 718 £319 | 239+ 130 | 934 +£438
Mecen 1 17384 | 770£364 | 17799 | 762+£378 | 250£ 119 | 992 + 482
Mecen 3 122+53 | 580322 | 123+75 | 548+£272 | 182+65 | 821273
Mecen 6 88 £ 55 | 408+226 | 80240 | 426+225 | 163+103 | 751 £269
Mecen 9 5§+£24 | 319172 S51£30 | 296+183 | 149+69 | 648 £ 265
Mecen 12 55+38 | 291155 ) 49+27 | 281198 | 137+55 587+ 241
Esepoanmyc (IIpruenuu C, 3-8) (ITpuuenun C, 6-12)
Ien 7 4,5+ 2,3 83+48 -
Mecen | 53+22 8.6 +39 -
Meceir 3 6,0 2,7 8,8+ 3.6 -
Mecew 6 53+ 1,9 8.0+ 3,1 -
Meceu 9 53+19 7,7+2,6 -
Mecely 12 53+2.3 79+35 -

CroitnocTuTe ca cpeaHH = SD Ha uamepeHuUTe CTOHHOCTH NP C; = HaH-HHCKH TUIa3MEHH
koHueHTpauuu, C2 = cTOMHOCTTA 2 Yaca ¢lieq NpriiaraHe Ha 103ata.

[TbpBHuHaTa KpakiHa To4Ka 33 edpMKacHOCT € OUna CbCTaBeHa OT HAKOJIKO NMPOMEHIMBH 3a HEYCNEX Ha
nedeHrneTo (IoKa3aHo ¢ Huoncus ocTPo OTXBLPIIAHE, 3aryba Ha npucaaKaTa, CMbPT MM 3aryba Ha
MaLMEeHTa OT npocneassane). Kpaiinute pesynraru ca nokazanu B Tabnuua 8.

Tabnarua 8 Hanursane A2309: CoeraBHA M HHAHUBHAYAIHY KPpaiiHR TOUYKH 32 ePHKACROCT
Ha 6-tn H 12-Ti mecen (uectoTa B ITT monyaauns)

-

Ceprakan 1,5 mg
N=277
% (n)

6 mec 12 mec

Ceprukan 3,0 mg MPA 144 ¢
=279 N=277
% (n) % (n)
6 mec 12 mec 6 mec 12 mec

CrhcTaBHA KpaHHA TOUKA
(1° kpuTepnii)

Pasnuka % (Cepmuxan - MPA)
95% ClI

19,1 (53) 25,3 (70)

(,4% 1,1%
('652: ('6: 1 ’
6,9) 8,3)

16,8 (47) 21,5 (60) | 18,8 (52) 24,2 (67)

-1,9%
(-8'13 ’
4,4)

-2, 7% - -
('917! 453) - -

HuanBruaya HHa KpaiHH TOUKH
(2% kpurepus)
JlexyraHO f0Ka3aHO ¢ OHMoncus
ocTpo oTxBbpisaHe (BPAR)
3aryfba Ha npycagkara
CMmbpT
3aryba Ha nalueHTa oT
npocaeasiBaHe

10,8 (30) 16,2 (45)

4,0(11) 43(12)

2,2(6)  2,5(7)
3,6 (10) 4,3(12)

10,0 (28) 13,3 (37)

39(11)  4,7(13)

1.8(5) 3,2(9)
25(7) 2,5(7)




KomMOraHEpaHH KpaHHH TOUKH
(2° kpuTepus)
3ary0a Ha mpucaaKaTa/cMbpT 58(16) 6,5(18) |57(16) 7,5(21) (4,0(11) 3S,4(15)
3ary6a Ha 94 (26) 10,8(30) {8,2(23) 10,0(28) |5,8(16) 8,7(24)
npucaakaTa/cMbpT/3aryba Ha
MauneHTa OT MPOCeBaHe

mec=mecell, 1°= nbpeuuen, 2° = sropuuen, Cl = JoBepUTENIEH HHTEPBA, FPaHHLIATa 32
HenHpepropHocT € buna 10%

ChCcTaBHA KpaiiHa TOUKa: 1€KyBaHO J0ka3aHo ¢ 6uoncus octpo oTxsupasue (BPAR), 3aryba Ha
PUCaAKaTa, CMBPT WM 3aryba Ha [ALMEHTA OT NPOC/ie/IfBaHe

[MpoMenuTe B GEOpeuHaTa QyHKLMA, AEMOHCTPHPAHH Upe3 ONpelesHe Ha CKOPOCTTa Ha MIOMEPYJIHA
dbunrpauns (GFR) ¢ nomouira Ha MDRD ¢opmynara, ca npeacTaseHu no-aony 8 Tabnuua 9.

[MpoTenHypusiTa € GUna oOlleHEHa B PAMKHTE Ha HACPOUCHH BU3HTH ¢ NOMOLITA Ha ObP3 TECT 3a
OnpefesHe Ha CHOTHOLIEHHETO NPOTEHH/KpeaTHHHH B YpHHara (Bx. Tabnuua 10). YcraHoBeHo €
BJIUSHUE HA KOHLEHTPALIMATA, KATO CTENEHTA Ha MPOTEHHYPHUS € CBbP3HAHA C HAK-HUCKUTE
KOHIICHTPALIUH Ha €BEPOAMMYC B KPLETA, 0COGEHO NpH CTOHHOCTH Ha Crin Hag 8 ng/ml.

Hesxenauu ¢chOUTHA, ChOOWIABAHM I0-YECTO FIPH NPUIAraHe Ha NMpenopbUUTEIHUA (HUCKOA030B) PEXKHM
Ha CepTHKaH, OTKONKOTO NPH KOHTponHaTa rpyna Ha MPA, ca skmouenn B Tabnuia 4. Crobiuasa ce 3a
[10-HHCKA YECTOTa HA BUPYCHH MHGQEKIUH MPHU NAaUMEHTHTE Ha JieueHne cbC CepTHKaH, NPOou3Xoxaalla
NPHHLHMITHO OT NO-HACKATA YecToTa Ha JoknansaHn CMV undexunu (0,7% capamo 5,95%) u BK
sUpyCcHH HHGekunu (1,5% cnpamo 4,8%).

Tabauna 9 HinutBane A2309: bropeuna pyaxknusa (GFR niunciaena no popmynara
MDRD) na 12 mecer (ITT nonynanus)
Ceprukan 1,5 mg | Cepruxan 3,0 mg | MPA 1,44 g
N=277 N=279 N=277
Cpenna GFR (ml/min/1,73 m?) Ha 12-un 54,6 51,3 52,2
MeCeLl
Cpenna pa3nuka (esepoaumyc — MPA) 2,37 -0,89 -
95% C1 (-1,7, 6,4) (-5,0, 3,2) -

GFR Ha 12-us Mecell 3aMecTBaHe Ha JIMNCBALUM AaHHH: 3aryba Ha npucaakara = (); CMbPT WU
3aryfa Ha MauueHTa 3a npocneassaHe Ha 6nOpeuHa ¢pyukuna = LOCF 1 (noaxon mocieAHO
Habmoaenue npeneceHo Hanpen 1: Kpaii Ha neuenuero (10 12-ug Mecew)).

MDRD: npomsHa B guerara npu 6s0peuno 3abonsapaHe




Taoannma 10 HManuntBane A2309: CroTHOMIEHHE NPOTEHH/KPEATHHHH B YPHHATA
Kateropuu Ha nporennypHsa (mg/mmol)
HOpMAaJHA cyOoHedpoTHUNA
% {(n) aexa %(n) %(n) HePppOTHYHA
Jleuenue (<3,39) (3,39-<33,9) (33,9-<339) %(n) (>339)
12-Tn mecenn | CepTHKaH 04 (1) 64,2 (174) 32,5 (88) 3,0 (8)
(KJI) 1,5 mg
CeprHKaH 0,7 (2) 59,2 (164) 33,9 (94) 5,8 (16)
3 mg
MPA 1,44 g 1,8 (5) 73,1 (198) 20,7 (56) 4,1(11)

1 mg/mmol = 8,84 mg/g

KJI: Kpait Ha nedeHHeTO (CTOMHOCT Ha 12-1s Mecel|, WM NPH NOCIeAHOTO HABMOoIeH e IPEHECEHO

Hafnpen)

B 24-mece4Ho, paHIOMHU3UPaHO, MHOTOLICHTPOBO, OTKPUTO M3NHTBAHE ¢ 2 paMeHa (A2433),

2 037 Bb3PACTHH PELIUAIMEHTH ¢ HUCBK MMYHOMOTHYEH PHCK €8 PaHIOMU3UPAHH B PAMKHUTE Ha 24 yaca

cnen 6u0peyHa TpaHcIIaHTauMa Aa nonyvasar und eseponumMyc u CNI ¢ HaManeHa excno3uuys
(EVR+rCNI), unu MPA u CNI cbe crangaprHa excnosuums (MPA+sCNI). B rpynara ¢ EVR+rCNI
Ha4yaJIHATa A03a EBEPOIHMYC € 3 mg/aHeBHO, MpuUiaraHa ABa NbTH JAHEBHO No 1,5 mg (koraTto ce
Mpusara ¢ TaKpoauMyc) HiaM 1,5 mg/nuesHo, npuiaraHa asa MbTH JHEBHO M0 0,75 mg (korato ce
MpHiara ¢ LUKJIocnopuH). HectoTata Ha BCHYKH KpaHHHM TOYKH 32 e(pMKaCHOCT Ha Mecell 12 u
mecell 24 ca o6obmenu B Tabmuua 11. Haxoakure 3a 6€30MacHOCT ¢4 B CbOTBETCTBUE C U3BECTHHTE
npoduan Ha GezonacHOCT Ha eBepoauMyc, MPA, IMKIOCIOPHH H TaKkponuMyc. HecToTaTa Ha
supycHuTe HHpekuun, kato CMV u BKV undexuun, € croraetro 28 (2,8%) u 59 (5,8%) B rpynara
Ha EVR+rCNI, u cvoreetHo 137 (13,5%) u 104 (10,3%) B rpynara Ha MPA+sCNI.

Tatauna 11 Hinureane A2433: CpaBHeHHe MEXKAY J€YCHHATA MO OTHOIIEHHE HA YECTOTA HA
CLCTABHHTE KpaiHH TOUKH (ITbJeH HAbop OT aHA/IH3H)

Kpainu EVR+ | MPA+ | Pasiuka P EVR+ | MPA+ | Pailauka P

TOYKH 34 rCNI sCNI | (95% CI) | cmoi- rCNI sCNI (95% CI) | cmou-

eduxac- N = N = Hocm | N=1022 N = HoCcm

HOCT 1022 1015 1015

Mecen 12 ] Mecen 24

eGFR < 489 456 3,0 0,187 489 443 4,2 0,067

50 mi/muw/ | (47,9) | (44,9) | (-1,4,7,3) (47,9 | (43,7) | (-0,3,8,7)

1,73m* wn

tBPAR

tBPAR, 146 131 1,4 0,353 169 147 0,8 0,782

3aryba Ha (14,4) | (13,0) | (-1,6,4,4) (18,0) (17,3) | (-4,6,6,1)

npucanka

HJIH CMBPT

tBPAR 107 01 1,6 0,243 118 98 0,7 0,794
(10,8) 9,2y | (-1,1,4,2) (12,8) (12,1) | (-4,4,5,8)

3aryba Ha 33 28 0,5 0,542 37 32 0,5 0,572

npUcaaKa (3,3) (2,8) | (-1,0,2,0) (3,7) (3,2) (—1,1, 2,1)

CMmbpT 20 28 -0,8 0,234 32 36 -0,5 0,634
(2,0) (2,8) | (—2,2,0,9) (3,7) 4,2) (—2,7, 1,6)

3ary6a Ha 51 54 -0,3 0,732 67 635 0,0 o

npycajgka (5) (5.4) | (-2,3,1,6) (7,1) (7,1) (-2,5, % .

WUIH CMBPT [ & )

eGFR < 456 | 424 2.9 0201 | 474 423 4& R 3l
(44,6) | (41,8) | (-1,5,7,2) | (464 | (41,6) | (02)92) 1+ >




50 ml/min/
1,73m%*

95% CI u p-cToHHOCT ce H3cneaBar 3a nunca Ha pasnuka ([EVR+rCNI] — [MPA+sCNI] = 0);
KpaiiHaTa TO4Ka, 03HAYEHA C #, € CpaBHEeHa 1o HeoOpaboTeHH JaHHM 3a YeCTOTaTa Ha Bb3HHKBaHE, a
MpM APYrMTE KPaHHM TOMKM Y€CTOTHTE Ha Bh3HMKBAHE ca CpaBHeHH 1o Kaplan-Meier;

tBPAR: nekyBaHo AoKa3aHoO ¢ Guoncus octpo oTxsbpnsHe; Cl: nosepurened unreppan; eGFR:
M34KCIIEHa CKOPOCT Ha rioMepysiHa ¢puntpaumns; EVR: eseponnmyc; MPA: mukodeHONoBa KHCeTHHa;
rCNI: KanLWHEBPHHOB HHXHOUTOP ¢ HamaneHa excro3uid; SCNI: KanunHeBpUHOB HHXHOHTOP CBC

CTaHZapTHa €KCIIO3HLHA,

Covpoeuna mpancnaanmayus

B xinHuuHo u3nureane dasa Il (B253), asara pexxuma Ha CeprukaH 1,5 mg AHEBHO H 3 g IHEBHO
B KOMOHHALMA CbC CTAHZAPTHH J03M LIMKJIOCTIOPHH MUKPOEMYJICHA H KOPTHKOCTEPOHU/IH, Ca
H3CeIBAHH CIIPAMO azaTHonprH (AZA) 1-3 mg/kg/nen. [IbpBuuHaTa KpaiiHa TOUKa € ChCTaBHa OT
yectoTa Ha ocTpo oTXBbpasHe 2ISHLT cteneH 3A, ocTpo OTXBBpAAHE, AaCOLMHPAHO ¢
KOMIIPOMETHpPaKe Ha XeMOAMHAMHKaTa, 3aryba Ha mpHcajKaTa, CMbpT WIK HEABABAHE Ha NMaLIMEHTAa 34
npocieassaHe Ha Meceuu 6, 12 u 24. U neere no3upoBky Ha CepTukaH NpeBu3XoxaaT AZA Ha mecell
6, 12 u 24, YectoTaTa Ha AoKa3aHOTO ¢ Guoncus octpo orxbpisaHe 2ISHLT crenen 3A Ha mecen 6 €
27.8 % B rpynarta ¢ 1,5 mg nueBHo, 19% B rpynarta ¢ 3 mg aHesHo W 41,6% B rpynata Ha AZA (p =
0,003 3a 1,5 mg cnpsaMo KoHTposHaTa rpyna, < 0,001 3a 3 mg cnpamo KOHTpo/HaTa rpyna).

B13 0CHOBa Ha AaHHH OT HU3CJEABAHE ¢ UHTPAKOPOHAPEH YITPa3BYK, NOJYYEHHU OT NOArpyna
MAaLMEHTH B M3CNEABAHATA NOIMYJaLus, ABETE Z03HPOBKU HA CEPTHKAH Ca CTATUCTHUECKY 3HAYUMO
no-epexTHBHU OT AZA 10 OTHOLLEHHE MPEeNOTBpaTABAHE BA3OMNATHA Ha npucankara (neduHupaHa
KaTO yBeNHUEHHE Ha MakCUManHara fAedenyiHa Ha HHTHMATa B CPABHEHHE C M3XOAHUTE JaHHH C
>0,5 mm B Hal-MaJIKO €lMH OT MopearLaTa Cpe30BE NPH ABTOMATHYHO M3TETJIAHE), €AHH BaXKEH
pUCKOB thakTop 3a 3aryba Ha fipycaaKaTa B AbATOCPOUCH IUaH.

[ToBHien cepyMeH KpeaTHHMH ce HabnioAapa no-uecTo Cpell NaLuMeHTHTe Ha CepTHKaH B
KOMOHHALIMA C ITHJIHA A03a LUKJIOCHOPHH MHKPOEMYJICHS, OTKOJIKOTO IipH NalueHTHTE Ha AZA. Tesu
pe3yJITaTH Noka3spar, ye CepTHKaH yBeIH4aBa HHAyUMPAHATa OT UHKIIOCTIOPHH HEQPPOTOKCHUHOCT.

A2411 e paHZOMH3HpaHO, 12 MeceuHO, OTKPUTO H3NUTBAHE, CpaBHABALILO CepTHKaH B KOMOHHALMA C
HaMaJleHa 033 UMKIOCTIOPHH MUKPOEMYJICHA U KOPTHKOCTEPOHIN ¢ MUkodeHonar Mmoderun (MME)
B KOMBHHALMA ChC CTAHAAPTHA 1032 LIMKJIOCIIOPHH MHKPOEMYIICHA U KOPTHKOCTEPOU M NPH de novo
CBpPACYHO TPAHCIUIAHTHPAHH NauneHTH. CepTHKaH € Mpuiarad B 1o3a ot 1,5 mg/neH, kodTo e
KOPHTHpaHa TaKa, ye 1a ce MOANbPKAT PHLIEIHH HAH-HUCKH IU1a3MEHH KOHLECHTpaUWH Ha
eBepoMMyc Mexay 3-8 ng/ml. MMF e npunaras B go3a ot 1 500 mg nga nbrH 1HeBHo. [lo3uTe Ha
LIHKJIOCHOPHH MHKPOEMYJICHA Ca KOPUTHPaHH TaKa Y€ [a €€ NOCTHUIHAT CIEAHUTE MPHLIEIHN Hak-
HMCKH I1a3MeHH KOHLIEHTpaLuuH (ng/ml):

Ta6auuna 12 IIpunensn HAH-HHCKH KOHUEHTPARNHMH HA HHKJIOCNOPHH MO MecCelH

IIpuuenHHH HABA
#a ciclosporin Co Mecen 1 | Mecen2 | Mecen 3-4 | Mecen 5-6 | Mecen 7-12

CepTHKaH rpyna 200-350 | 150-250 | 100-200 75-150 50-100
MMF rpyna 200-350 4 200-350 | 200-300 150-250 100-250

H3aMepeHHuTe B JEHCTBUTENHOCT KPbBHH KOHUCHTPALMH ca moka3aHu B Tabnuua 13.




Taoauua 13  ITpoyusane A2411: OGo6menn NaHHH 32 HAH-HHCKHTE KPLBHH KOHUEHTPALIHH
(CsA)* (cpeano oTk10Heune = SD)
I'pyna na Cepruxan MMF rpyna
(N=91) (N=83)
Br3uTH Co Co
Nen 4 154 71 155+ 96
n=79 n=74
Mecen 1 245+ 99 308 £ 96
n=76 n=71
Mecen 3 199 £+ 96 256+ 73
n=70 n=70
Mecen 6 157 £ 61 219 + 83
n=73 n=67
Mecen 9 133 £ 67 187 £ 58
n=72 n=64
Mecen 12 110+ 50 180 £ 55
n=68 n=64

* Haii-HMCKa KOHLEHTpailksA B usana kpbs (Co)

[Tpomenute B 616peunara yHkuMs ca npeacTaseny B Tabnuua 14. E¢ukacHoCTTa € NpecTaBeHa B

Tabnuua 15.
Ta6aaua 14 IIpoyusane A2411: [IpomerH B KpeaATAHHHOBHE KJIHPBLHC 0 BpeMe HA
H3NHTBAHETO (NANHEHTH ¢ CBbP3aHU CTOHRHOCTH)
H3yuciaen kpearunuHoB KAHpBHC (Cockeroft-Gault)*
ml/mn
C Cpef; e CpeaHn cTOHHOCTH
peaIHH CTOHHOCT 1o D
H3X0HH HHBA BpeMe HA mesgny FpymHTE
(= SD) H3MEPBAHETO 0
( SD) (95% CI)
Mecen | Ceprukan (n=87) | 73,8 (= 27,8) 68,5 (x 31,5) -7,3
veelt MMF (n=78) 77,4 (+ 32,6) 79,4 (+ 36,0) (-18,1,3,4)
M 6 Ceprukan (n=83) | 74,4 (+ 28,2) 65,4 (= 24,7) -5,0
ceell MMF (n=72) 76,0 (£ 31,8) 72,4 (+ 26,4) (-13,6, 2,9)
Mecew 12 Ceprukan (n=71) | 74,8 (+ 28,3) 68,7 (+£27,7) -1,8
B MMF (n=71) 76,2 (£ 32,1) 71,9 (+ 30,0) (-11,2, 7.,5)

* BKNIOYBA NALMEHTH ChC CTOHHOCTH HA U3XOAHOTO HUBO M NPH BU3HTATA

Ta6anna 15  TIpoyusane A2411: CroiinocTn na epukacHocTTa (Mectora B ITT monyaanusTa)
Kpaiina Touxa Ha CepTHKaH MMF Pa3iHKa Mexay rpynure
edpukacnocT n=92 n=84 Cpeano (95% CI)

Ha 6 mecena
HokazaHo ¢ buoncus
OCTPO OTXBPBJISHE = 18 (19,6%) 23 (27,4%) -7.8 (-20,3, 4,7)
ISHLT crenen 3A
KombOunupana nunca o o - e
- - o A TN

Ha eduracHocT* 26 (28,3%) 31 (36,9%) 8,6 (-22,5, it 1 / g ';« N
Ha 12 mecena / ”r ) »\4 ?
JlokasaHo ¢ buoncus [ ENEES .i: i |_ T
OCTPO OTXBpPLJIFHE > 21 (22,8%) 25 (29,8%) -6,9 ('I%P{ﬁa{l) - H o o :E’
ISHLT crenen 3A ARSI Py A

A Qti‘-"“__,.




CbCcTaBHA KpaiiHa
TOYKA 32 HEYCNneEX B
nevyeHueTo™*
CMBpT WK
OTXBbPJISHE Ha
npucaaka/pe-
TpaHCIUIAHTALIMS

* CheTaBHa KpaiiHa TOYKa 3a HeycrneX B JIEYEHHETO: HAKOE OT U30POEHHUTE — OCTPO OTXBBP/AHE
> cTeneH 3A, 0CTpO OTXBBP/ISHE CBBP3aHO € XEMOJAUHAMHYHO KOMIIPOMETHPAHE, OTXBbPJIAHE
Ha NpUCcaaKa, CMBPT WK 3aryba Ha npocneasaBaHe.

30 (32,6%) 35 (41,7%) -9.1(-23,3,5,2)

10 (10,9%) 10 (11,9%) -

A2310 e ¢asa IIl, MHOrOUEHTPOBO, PAHAOMH3UPAHO, OTKPHTO M3MNHTBAHE, CPABHABALIIO €PHKACHOCTTa
1 6e30MacHOCTTA Ha [BA TEPANeBTUUHU pexkiMa, BkatouBaiiy CepTUKaH/HaMaleHa 103a
UWMKII0CIIOPHH cnpaAMo MukogeHonat Moderwt (MMF)/ctanaapTha n03a UMKIOCTIOPHH B
npoab/DkKeHHe Ha 24 Meceua. [IpunaraHero Ha MHAYKLIHOHHA TEpanus ¢ 3aBUCEN0 OT KOHKPETHHSA
LEHTBP, KATO BAPMAHTHTE ca OMIIH JIMIICA HA WHIYKLMA WK HHIYKUAA ¢ 6asninKcumab, nnm

THMornoOyauH. BcHuky mauyeHT ca noay4aBaid KOPTUKOCTEPOUIH.

Hauannure go3m B apere rpyny Ha CepTukal ca 6unu 1,5 mg/aeH U 3 mg/aeH, BIOCIEACTBHE
KOPUIHPAaHM TaKa 4e Ja ce NMOAXbPXKAT NPULETHH HaH-HUCKH IJ1a3MEHH KOHLICHTPAllUK Ha
€BEPOJIMMYC, ChOTBETHO, OT 3-8 ng/ml u 6-12 ng/ml. Jlosata na MMF ¢ 6una 3 g/new. osuTe Ha
LIMKIIOCTIOPHH ¢a OWITH KOPUTHpaHH, Taka 4e Ja ¢€ MOANbPXKA ChIKS MPHLIENESH HHTEPBAJl HA Hak-
HUCKM ILIa3MEHM KOHLICHTPALMH, KakTo B y3nuTeaHe A2411. KoHueHTpalyuTe Ha eBEPOTUMYC H
IIMKJIOCTIOPHH B KpbBTa ca noxka3zauy B Tabnuua 16.

Ha6upaHeTo Ha NMaLMEHTH B EKCIIEPHMEHTAIHOTO TEPaneBTHUHO PaMo ¢ NMO-BUCOKaA 103a Ha CepTHKaH
NpeKASBPEMEHHO € NPEKPATEHO NOPaH NMOBHUICHATA YECTOTA HA JIETANIHM Cllyday BCJICACTBUE
HWHGEKLMH U ChPAEUHO-CHAOBH HApYLIeHUs, Bh3HUKBALlK npe3 nbpeuTe 90 AHH crel
paHAOMM3ALUATA.

Taonauna 16 Hanursane A2310: Usmepenu Hali-HHCKH KOHHEHTpalHH HA WHKJIOCIOPHH
(CsA) n eBepoIHMYC B KPbBTA

Ceprukan 1,5 mg/namanena noza CsA MMF 3 g/cranpapTha

E“!;:;pi?:: 13 IN=279 a03a CsA
N=268

eseposnmyc (Co ng/ml) | uuknocnopuH (Co ng/ml) | unksiocnopus (Co ng/ml)
4-Ty¥ neH 5,7 (4,6) 133 (103) 151 (101)
1-81 Mecell 5,2 (2,4) 247 (91) 269 (99)
3-TH Mecell 5,4 (2,6) 209 (86) 245 (90)
6-TH Mecell 5,7(2,3) 151 (76) 202 (72)
9-TH Mecell 5,5(2,2) 117 (77) 176 (64)
12-TH Mecell 3,4 (2,0) 102 (48) 167 (66)

CTOMHOCTHTE ¢a cpeAHH (CTaHJapTHO OTK/IOHEHUE) Ha U3MEePEeHUTE CTOHHOCTH ¢ Co=HaH-HHUCKH
M1a3MeHH KOHLEHTPALHHK

EdukacHoctra Ha 12-TUd Mecel e npeAcTaBeHa B Tabnuua 17,

Taoanua 17

B oTaeaunTe TepaneBTHYHH rpynd (ITT nonynamus - 12 meceuen aHan3)

Hiannteane A2310: YecToTa HA BH3HHKBAHE HA KPAHHHTE TOYKH 332 €PHKACHOCT

Ceprukan 1,5 mg
N=279 i
Kpaiina Touka 3a epHKACHOCT n (% i
IIbpByuRa: CHCTABHA KPAHHA TOYKA 32 Heycnex B JICUeHHETO 99 (35,1) !l




Ceprakan 1,5 mg MMF
N=279 N=271
KpaiiHa TouKa 33 ¢pHKACHOCT n (%) n (%)
- OcTpo OTXBBPASHE CBBP3aHO ¢ XEMOAHHAMH1HO 11 (3,9) 7(2,6)
KOMIIPOMETHPAHE
- NoxazaHo ¢ 6Honcus ocTpo oTxepbigHe ISHLT crenen > 3A 63 (22,3) 67 (24,7)
- CmbpT 22 (7,8) 13 (4,8)
- 3aryba Ha npucaaKaTa/peTpaHciaHTalus 4(1,4) 5(1,8)
- 3ary0a Ha MalHEHTa OT MpocieapaHe™ 9(3,2) 10 (3,7)

CbcTaBHa kpaiiHa TOUKa 3a Heycrex B JieueHueTo: Enuso Ha Joka3zaHo ¢ OMONCHA OCTPO OTXBBPIISHE
(BPAR ) ISHLT ctenen >3A, ocTpo OTXBLPJISHE CBBP3aHO C XEMOJMHAMUYHO KOMIIPOMETHPAHE,
3ary6a Ha NpHCAKaTa/peTPaHCIIAHTALMA, CMBDPT MK 3ary0a Ha MauMeHTa OT NPOC/IEAABaAHE.

[To-BHCOKATA 4eCTOTa Ha JeTalHU ¢cbOuTHa B pamoTo Ha CepTukaH oTHeceHa kbM pamoTo Ha MMF e
[OJTy4eHa MPEAMMHO B Pe3yJITaT Ha MOBHIIEHATA YECTOTA HAa HEXKEIaHU CHONTHA BCIIEACTBHE
nHQEKLHHK NTpe3 MbPBUTE TPH Mecelia OT JIEYeHHETo ¢he CepTHKaH B MOArpynara Ha NaudeHTUTE, MpH
KOHTO ¢ 6ina npunarasa TuMorno6yIMHOBa HHAYKLHOHHA Tepanus. JIucObanaHchT no OTHOLEHHE Ha
NIeTATHUTE CHOMTHSA B pAMKHTE HA THMOTI00Y/IMHOBAaTa NOArPyIa € 0CO0EHO U3paseH NpH
NalKeHTHTE, KOUTO ca OWIM XOCnHTATU3UPaHH NPeaH TPAaHCIUIAHTALIMATA W TE3H C YCTPOHCTBA,
noanoMaraniy GyHKIHMATA HA iSBaTa KaMepa (Bak. Touka 4.4).

BrOpeuHaTa ¢pyHKLMA B X0Aa Ha uanuTBaHe A23 10, oleHeHa Ype3 M3UMCIIABAHE HA CKOPOCTTA Ha
rinoMepynHa ¢untpauus (GFR) ¢ nomorura Ha MDRD dopmynara, e 6una ¢ 5,5 ml/min/1,73 m’
(97,5% CI -10,9, -0,2) mo-HucKa B rpynara Ha eseponaumMyc 1,5 mg Ha 12 meceu.

Ta3su pasnuka ce HabNIOaBa IMaBHO B LEHTPOBE, KbAETO CPETHHTE KOHLEHTPaLMH Ha LIKKJIOCMIOPHH
ca 6MnM CXOAHHU B LIEHs NEPHOJ Ha H3NHTBAHETO MPH NALUMEHTH, Npremaiiy CepTHKaH, 1 NpH
[alJHEHTH, PaHAOMH3HPaHK KbM KOHTPOMHOTO paMo. Ta3K KOHCTATaLMA No4epTaBa 3HAUEHHETO Ha
HaMaJIIBaHeTO HAa KOHLIEHTPALMUTE HAa HUKJIOCIIOPUH B KOMOMHALIMSA C €BEPOTIMMYC, KAKTO € NOCOYEHO

B Tabnuua 18 (Bx. ¢hILO TOUKA 4.2):

Ta6auna 18 [IpanennH HAH-HACKH KOHUEHTPAlUlHH HA MHK/IOCNOPHH N0 MecenH

Ipanenny Mecen 1 Mecen 2 | Mecen3-4 | Mecen 35-6 Mecen 7-12

KOHICHTPARHH HA
uukraocnopuH Co

CepTHkaH rpyna 200-350 150-250 100-200 75-150 50-100
MMF rpyna 200-350 200-350 200-300 150-250 100-250

OcBeH TOBa, pasMKaTa IPOU3XO0XKA MPEIUMHO OT Pa3jIMKaTa rpe3 MbPBHA MECELl CJIEA
TPAHCIUIAHTALIMATA, KOTATO MALHEHTHTE Ca BCE OLIE B YCIOBHA HA XEMOAMHAMHMYHA HECTAOUNHOCT,
KOETO BEpOATO CMYLIaBa aHanM3a Ha 6b0pedHaTa GyHKUMA. BriocneacTsie HAMAIABAHETO Ha
cpeanara GFR ot 1-ua o 12-ua mecen e OHM0 3HAUKTEHO M10-MAJIKO B rpynara Ha €BepOJIUMYC,
OTKOJIKOTO B KOHTponHarta rpyna (-6,4 cnpamo -13,7 mi/min, p=0,002).

ChluecTBYBa TCHAEHLMA IPOTEMHYPHATA, NPEICTABEHA YPE3 CHOTHOLUEHHETO NMPOTEHH/KPEAaTHHHH B
ypHHaTa, M3MepPEeHH upe3 Obp3H YPHHHH TECTOBE, Aa ObA€ NO-BUCOKA NPH MALKEHTUTE Ha NCUCHHE CBC
Cepruxan. Cy6HehpoTHYHH CTOWHOCTH ca HabmoaasaHu npu 22% OT NAUKUEHTHTS, NpHEMallH
CeprMKaH Npu cpaBHeHue ¢ NaieHTuTe, npemau MMF (8,6%). Crobiaea ce chILO Taka,

Touka 4.4). 05N
'{7*) A ST LN T \
% A 1

HabnionaBaHUTE HEXKENAHH PEAKLIMM B IpynaTa Ha €éBepoNuMYycC 1,5 mg no BpeMe Ha ﬂHTB&HeTD ) 2
A2310 cHLOTBETCTBAT Ha HEXKENAHMTE PeaKiuu, npeactaseHu B Tabiuua 4. Io- Hucxaw{'(aﬁe!gm Ha - i 3 ) |
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OKNa/BAaHH BUPYCHH HH(PEKLMH NpU NALIMEHTH Ha JieueHHe ChC CepTHKaH Ce ABJDKM MPUHLIMITHO Ha
O-HHCKATa 4ecToTa Ha aoknaasaHu CMYV uHdexkuuu npu cpaeHsrane ¢ MMF (7,2% cnpamo 19,4%).

YeproopobHa mpancnaaimayus

Beb (aza Il uanuTeane Npy BH3pacTHH MALMEHTH CIE] YEPHOAPOOHA TpPaHCTNAHTALIHA (H2304),
TaKpOJUMYC, IPUATaH NPK HaMaleHa excro3uumi, u Ceprukan 1,0 mg n8a Ty AHeBHO ca OKWIH
[IPWIAraHy NPH NALKMEHTH, PY MbPBOHAYaNeH npHeM Ha CepTHKad NpUOIM3UTENTHO 4 CeIMMLIM Clief
TPaHCIUTAHTALIMATA, M ca GWIH CBIIOCTABEHH ChC CTAHAPTHA €KCNIO3ULIMA Ha TakposuMmyc. Jlolara Ha
CeprukaH e Ouna KOpUrMpasa, 3a Jia C€ NOJAbLPXKAT HaH-HACKH NPULEIHN KOHUCHTPaLnH Ha
eBEPOJIMMYC B KpbBTa MexIy 3-8 ng/ml B pamoTo CepTHKaH + HaMalieHa 103a TaKpOJIHUMYC.
BriocheacTBHeE A03aTa HA TAKPOJIMMYC € KOPHrHpaHa, 3a 1a ce NOCTHrHatT HaH-HUCKH MPHULIETHH
KOHLIEHTpaLUHU Mexay 3-5 ng/ml 3a nepuoa ot 12 meceua B pamoro CepTHKaH + HamaneHa 103a

TaKpOIKMYC.

Camo 2,6% ot yuacTHHLMTE B poyuBaHeTo H2304 ca abpoaMepHKaHIIM, Taka u€ TOBA NPOyUuBaHe
peJOCTaRS CAMO OrpaHHueHH JaHHH 32 e(UKACHOCTTa M 6€30MacHOCTTa NPH Ta3K NOMyNalMs (BXK

Touka 4.2).

KaTo uano, B HarpaseHusa 12-MeceueH aHaNu3, YeCToTaTa Ha MOCTHraHe Ha KOMOMHUpaHaTa KpaiHa
touka (tBPAR, 3ary6a Ha npucaakaTa WiH cMbpT) € 61na no-HucKa B paMoTo CepTHKaH + HaManeHa
11032 TaKpolHMYyC (6,7%) cipsMo KOHTPOJIHOTO paMo Ha TakponauMyc (9,7%), KaTo Te3u pe3ynTaTu ce

3ana3BaT U Ha 24-tua Mecel (Tabauua 19).

Pe3ynTaTHTE OT OTAEHUTE KOMITIOHEHTH Ha ChCTABHATA KpaiiHa Touka ca nokasand B Tabauua 20.

Tatanna 19 Hinureane H2304: CpasHeHHe MeX1Y TEPaNeBTHYHHTE IPYNH Ha HE€CTOTATA HA
NLPBAYHHTE KPalHH TOUKH 32 epukacnocT, onpeaenenn no Kaplan-Meier (KM)
(ITT nonynanns — anaau3 Ha 12 n 24 mecen)
CraTuctnka EVR+namanena no3a TAC TAC kounTpoaa
N=245 N=243
12-ti mecenr | 24-TH Mecen 12-TH 24-Tn
Mecel Mecell
bpoit ciyuan HAa HEMOCTUrHATa 16 24 23 29
KOMOKMHHpaHa KpaiHa To4YKa 32
epukacHocT (tBPAR, 3ary6a na
NpHCaAKaTa WIH CMBPT) OT
- panaomuzanaTa a0 24/12-usg mecel
H3uucnena no KM wectora Ha 6,7% 10,3% 9,7% 12,5%
HETIOCTHUTaHe Ha KOMOMHHpaHa KpaHHa
Touka 3a epuxacHocT (tBPAR™, 3aryba
HA MPHUCAAKATa WM CMBPT) Ha 24/12-us
Mecell
Paznuka B n3uucnennata no KM (cnipamo -3,0% 2,2%
KOHTPOJ1aTa)
97,5% CI 3a paz1vkara (-8,7%, (-8,8%,
2,6%) 4,4%)
P-ctoiinocT Ha Z-tecTt npu (EVR + 0,230 0,452
HamasieHa no3a TAC - KoHTpona = ()
(TECT 3a JIMIICA Ha pa3/ikka)
P-cToitHocT* Ha Z-TecT npu (EVR + <(,001 <0,001
Hamanexa no3a TAC - koutpona > ,12) /1 o
(TecT 3a HeUHDEPHOPHOCT) s !w ’ .

* tBPAR = treated Biopsy Proven Acute Rejection (n1exyBaHo AoKka3aHo ¢ OHONCHA ﬂc:‘rﬁo:i S

OTXBBPISHE).



Ta6auna 20 HinurBane H2304: CpaBuenne MexAy TepaneBTHYHHTE FPYNH HA YECTOTATA HA
BTOpEYHHTE Kpaiiun Toukn 3a epuxacnoct (ITT nonysauns — ananus Ha 12 u

24 Mecen)

KpaliHH TOYKH 32 EVR/ TAC Pazinka B pucka P-cToiiHoCT*
epAKACHOCT HAaMaJleHa 1032 | KOHTpoaa (95% CI)

TAC N=243

N=245 n (%)

n (%)
3aryba na
APHCAAKATA
12-Tn mecelt 6(2,4) 3(1,2) 1,2 (-7,8, 10,2) 0,5038
24-tH Mecell 9(3,9) 7(3,2) 0,8% (-3,2,4,7) 0,661
CMLpT
12-T1 Mecel 9@3,7) 6(2,5) 1,2 (-7,8, 10,1) 0,6015
24-Ttn Mecell 12 (5,2) 10 (4,4) 0,8% (-3,7, 5,2) 0,701
BPAR!
12-T Mecell 10 (4,1) 26 (10,7) -6,6 (-11,2, -2,0) 0,0052
24-Tn Mecell 14 (6,1) 30 (13,3) -7,2% (-13,5, -0,9) 0,010
tBPAR”
12-TH Mecery 7(2,9) 17 (7,0) -4.1 (-8,0, -0,3) 0,0345
24-TH Mecell 11 (4,8) 18 (7,7) -2,9% (-7.,9, 2,2) 0,203

' BPAR = Biopsy Proven Acute Rejection (qokazaHo ¢ GHONCHA OCTPO OTXBBPJISHE); 2 tBPAR =
treated Biopsy Proven Acute Rejection (JiekyBaHO 10Ka3aHO ¢ OHONCHA OCTPO OTXBBPIISHE)
*BcHYKM P-CTOMHOCTH €a 3a ABYCTPaHEeH TECT W ca CPABHEHM ¢ HYBO Ha 3HauuMoct 0,05.

CpaBHEHHETO MEX Y TepaneBTUuHUTe rpynH 3a npomsaHara B €GFR (MDRD4) [ml/min/1,73 m?] oT
BpeMeTo Ha panaomu3aums (aed 30) no 12-us u 24-tus Mecel nokaspa no-aodpa 6s0peuna ¢pyHkums
3a pamoto CepTHKaH + pexyLupaHa Jo3a Takpoiaumyc (Bx. Tabnuua 21).

Tataaua 21 H3nurBane H2304: CpaBrerue MeXAY TEPANEBTHYHHTE IPYUH N0 OTHOILICHHE
aa eGFR (MDRD 4) ua 12-na mecen (ITT nonyaanns — ananu3 na 12 n 24

Mecen)
Painuka COpiMo KOHTPOJIA
LSM
mean
LS mean /Cpeana
/CTolinocT | CTOHHOCT
RA HAH- HA HaH-
MAJIKHTEe MaJKHTE P- P-
KBaaparTn/ Kpaapatu/ CTOHHOCT CTOHHOCT
Jleuenue N (SE) (SE) 97,5% CI | (1) (2)
EVR+uamanena
no3a TAC
12 mecent 244 -2,23(1,54) | 8,50 (2,12) | (3,74, <0,001 <0,001
13,27)
24 Mecel 245 -7,94(1,53) | 6,66 (2,12) | (1,9,11,42) | <0,0001 0,0018
TAC xoutpona —
12 mece 243 [-10,73 (1,54) ’:T:_;
24 Mecell 243 | -14,60 (1,54) / T e “

Least squares mean - CTOIHOCTUTE Ha Haii-MaTKHMTE KBaapaTH, 97,5% NOBEPUTETHUT pmgpnalm f{p—
croitHocTuTe ca oT ANCOVA moaen, ceabpaxain neuerdnero 1 HCV craryca karo ¢a Tapu K. LT I
u3xoaHaTa eGFR karo KonpoMeH/IHBa. Vo, b _'r.j;_' e
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P-croittocT (1): TecT 3a HeMH(EPHOPHOCT ¢ TpaHKLa 32 HerHdepropHocT = -6 ml/min/1,73 m?,
eIHOCTPaHeH, ¢ HHBO Ha 3HauumocT 0,0125.
P-croiitocT (2): TecT 3a npeBb3X0ACTBO, ABYCTPAHEH, C HUBA Ha 3HaUMMOCT 0,025,

24-MeCeUHO, MHOTOLIEHTPOBO, OTKPHTO, PAHAOMU3HPAHO, KOHTPOJIHpaHo H3nuTBaxe, (H2307) mpu
BB3PACTHH PELIMMTHEHTH TPAHCIUVIAHTHPAHH ¢ uepeH Apob ot xkus noHop (living donor liver transplant,
LDLT), € npoBeAeHO ¢ €BEpONHMYC B KOMOHHALIMA C TAKPOJIMMYC C HAMaJIeHa eKCIIO3ULINS
(EVR+rTAC) B cpaBHEHHE C TAKpPONUMYC ChC cTaHaapTHa ekcnoduuma (sTAC), 3a na ce
NEMOHCTpHpa CpaBHHMa e(pHMKaCHOCT, H3MEpPEHa Ype3 ChCTaBHATA KpaHHa TOUYKA 32 HEYCNEX B
neuennero (tBPAR, 3ary6a na npucaaxara wid cMbpT) H noHe cpasiuMa eGFR. Tlo Bpeme Ha
H3MUTBAHETO CE [TOAABPXKA MPENOPLYNTENHATA KOHUEHTPALKA B LAJ1a KPbB Nped CyTpellHaTa 403a
(C-0h) npu Haii-aucka ekcnosuums (3 Ao 8 ng/ml) za pamoro EVR+TAC. Lenesuar avanasoH ot 3
no 5 ng/ml Ha TaxponuMmyc B KOMGHHalMA ¢ eBepoMMYC € H3bpaH 3a pamoTo Ha sSTAC. To3u noaxon
e NOJIKpeneH oT 12-mMeceuHuTe JaHHU OT 3nuTeaHe H2304. B Tosa u3nuTBaHe Mo-rojgMara 4act
(N=223, 78,5%) OT NauHMeHTHTE ca OT a3HaTCKH NpOH3X0A. 284 NaLuMeHTH ca paHAOMU3UPAHH B
rpynata EVR+rTAC (N = 142) unu sTAC rpynara (N = 142). Ouenkure no KM 3a yectorara Ha
MBPBHYHHTE CHCTABHM CHOMTHA 32 Heycnex B eueHueto (tBPAR, saryba Ha npucaaka WM CMBPT) Ha
mecell 12 u mecell 24 ca cpasHumu 3a koHTponHute pameHa Ha EVRHITAC u sTAC. eGFR ce
nono6pssa Ha Mecen 12 u ce moaabpka NocTosHHO 10 Mecel 24. B rpynata EVR+rTAC Ha
uanuteate H2307 nexenaHuTe peakuyy ca B CbOTBETCTBHE C pe3ysITaTHTe 3a 0€30nacHOCT OT
OCHOBHHUTE W3MUTBAHHUA, IPEACTABEHH B TouYKa "He)kenaHu nekapCTBEHH pEaKLMH'.

Ileouampuuna nonyirayus

CepTukaH He TpaGBa Ja ce npwiara NpH NeAXaTPHYHH NAUUEHTH ¢ 5b0peuHa n YepHOApOOHa
TpaHcIaHTaums. EBponelickaTa aresuus Mo AeKapcTeaTa 0¢s8000xk1aBa OT 3a/bIKEHHETO 32
IIPeNOCTaBAHE Ha PE3YITATHTE OT NMPOYYBAHHA NPH NEAHATPUYHU MALMEHTH CBC ChPACYHA
TpaHCIUIaHTaUuA (BXK. TouKa 4.2).

[Tpu nenuMaTpUuHK peuunreHTH ¢ 6s6peueH anorpadr (1-18 roauwna Bb3pact, n=106), Ceprukat e
OLIEHEH B PpaMKHTe Ha 12-MeceuHO U3NUTBaHe ¢ 24-MeCcevHO MoC/eaBaulo npocneaaBade. Topa
MHOFOLIEHTPOBO, PAHAOMH3HPaHO, OTKPHTO M3NUTBAHE ¢ JBe napanesHu rpynu (1:1), ouenssa
yrorpebara Ha CeprukaH B koMOHHALIMA ¢ HamMalleHa 1034 TaKpOJIMMYC M ClIHpaHe Ha
KOPTHKOCTEPOKINTE Ha 6-Hs Mecel] ciieA TPAHCTLTAHTALMATA CIPAMO MHKOGeHONAT MOdeTHN B
KOMOHMHALIUA ChC CTAHAAPTHA f03a Takponumyc. Ha 12-usg Mecen edukacHoctTa HA CEpTHKAH C
HaMaJIeHa J103a TAKPOIIMMYC M CIIMpaHe Ha KOPTHKOCTEPOHAMTE € CPpaBHHMA € Tasyu Ha MHUKogeHonar
ModeTHI ¢bC CTaHAapTHA Ao3a Takpoaumyc [9,6% (5/52) cnpamo 5,6% (3/54)] no oTHoLIEeHKEe Ha
MBPBHYHATA CHCTABHA KpaiHa Touka 3a unca Ha epukacHocT (CEF), srimousama BPAR, 3ary0a Ha
npucankara U cMbpT. Beuuku Habmonasanu cvburus ca BPAR; HAMa CMbpPTHM clty4au H CiiyyaH Ha
3ary6a Ha npucajakara. Cnen 36-meceuno npocnenssane, CEF Toukara € 6una cxoaHa npu asere
TeparneBTHUHU IPynH, AoKaTo nekysaHo BPAR ce HabatoaaBa npy neTiMMa NaudeHTH OT BCAKA rpyna.
Otuerena e 3aryba Ha npucaaka npy eAuH nauueHT (2,1%) B rpynara, npuemauia CepTukaH ¢
HAMAJIEHa 1033 TAKPOJIMMYC, CIPSIMO ABaMa nailueHTH (3,8%) B rpynara, npuemalla MUKOGEHOIAT
MOQeTIT CBC CTAHAAPTHA A03a Takponumyc. HaMa AoKknaaBaHu CMBPTHH ClTydad 1o BpeMe Ha
uanuTBaHeTo. EkcTpanonauvsTa Ha JaHHH OT NMPUIIOKEHUETO Ha CepTHKaH NpH Bh3PAacTHH Clien
6bOpeyHa TPaHCILIaHTaLMA B NEAUATPHYHOTO Npoy4BaHe ch¢ CepTHKaH M uTepaTypaTa noKa3sar, 4e
CTOMHOCTHTE, MOTYHEHH 3a ChCTABHATA KpaiiHa TO4Ka, Ca NO-HUCKH OT Hab/iro1aBaHUTE NpH
Bb3pacTHH. brOpeunara QyHkuUMA, ONpeaeieHa Ype3 U3UHCIICHATa CKOPOCT Ha TMOMEpYHa
dunrpanus (eGFR), € cpaBHMMAa nNpH ABETE H3MUTBAHK IPYNH.

I1pu 06wo 35% (18/52) ot manmeHTHTe B rpynara Ha CepTHKaH Cnpamo 17% (9/54) B mmjp,oﬂﬂ&m o
rpyra e CnpaHa rnpoyuBaHaTa Tepanus nopann HeKEnaH cpbutua (HC) mndekunu. IosgMerqor: -~ -
HC/undexuunTe, JOBEAM A0 MPEKASBPEMEHHO NPEYCTAHOBABAHE HA MPOYYBAHOTO JI€ "m'gr;‘éa.a,u N _“',* N

GWIH eJHHHYHH CHOUTUA U He ca chOOLLABaHM NPY NOBEYE OT €AMH NnauyeHT. [Ipu A m&nﬂuumﬁ B T;’;;\

rpynata Ha CepTHKaH B KOMOWHALMsA ¢ HAMAJICHA 1033 TAKPOJIUMYC € CHODLIEHO 3a I rf:: : e j:’ \ _ \

MOCTTPAHCIUIAHTAIMOHHO NuMonponudepaTHBHO 3a00NABaHE U NMPH €HH NALUEHT \3 | o SR e /’ - );'

X€NaTOLEAYNaPeH KaplUHHOM. ;J'ﬁ-'j . R ;;
RGNS S
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TTpu neguaTpu4HH PELMITUEHTH Cliel YepHOApoOHa TpaHCcmnaHTauus (Ha Bb3pact | mecell-18 roauny;
n=>56), NOMYYWIY LA YepHOAPOGeH anorpadT MIN TEXHHYECKH MOIMPULIMPaH YepHOApOoDeH
anorpadT OT TpyNeH WIH KuB AoHOpP, CepTHKaH ¢ HaMaleHa J03a TAKpOIMMYC WIH LUKJIOCTIOPHH €
OLEHEH B PAMKHTE HA 24-MECEUHO, MHOTOLIEHTPOBO NPOyYBaHe C €IHO pamo. Jluncara Ha epHKacHOCT
e neduHMpaHa KaTo CbeTaBHa kpaiiHa Touka (tBPAR, 3aryda Ha npucaakara WM CMBpT Ha

12-ua Mecew). Ot 56 naljHeHTH, ABaMa NalMeHTH NOKPHBAT MbPBUYHATA CHCTABHA KPaHHA TOYKa 32
nurnca Ha epUKaCHOCT UAH HAKOH OT HEHHHUTE KOMITOHEHTH. HAMa CMBPTHH Cllyyau WM CITy4aH Ha
sary6a Ha npucajKaTa B PAMKHTE Ha 24-Mece4HOTO JeucHHe. [Tonobpenuero B 60peunara GpyHKLms,
H3MEPEHO Ype3 HAPACTBAHETO HA CpefHaTa CTOHHOCT Ha U34MCIIEHATa CKOPOCT Ha ITIOMEPYJiHa
dunrpaums (€GFR) oT panaoMusaumsaTa Ao 12-ua mecely, € 6,3 ml/min/1,73 m®. [Tono6penue B
6b6peunaTa GpyHKuMa ce HabnwoaBa W Ha 24-us MECELl C HAPACTBAHE Ha cpenHaTa cToftHocT Ha eGFR
¢ 4,5 ml/min/1,73 m? oT U3XOAHOTO HHBO.

[Ipy neanaTpHUHKTE peLMNUEHTH Cle YepHOAPOOHa TpaHCIUIAHTALMS He ce HaONoaBa HEraTHBHO
B/IMHHME BBLPXY pacTexka Wi MOJOBOTO Ch3pABAHE. Y CTAHOBEHH €2 TPH OCHOBHM ONAceHHs, CBbP3aHH
¢ 6e30MacHOCTTa, PY aHAJTH3a Ha JaHHUTE 3a 6e30MacHOCT NpH NeAHaTPpHYHH PCLIMITUEHTH cefl
yepHOApPOOHA TPAHCIUIAHTALIMSA B CPABHEHUE C Bb3PACTHUTE PELIMITMEHTH W ITyONIMKyBaHaTa
NIUTepaTypa: BUCOK MPOLEHT Cly4Yad Ha NMPEeXACBPEeMEHHO NPeyCTaHOBABAHE HA MTPHEMa HA
NpOYy4YBaHOTO JIEKAPCTBO, CEPHO3HH MHOEKLMH, BOASILM 10 Xocnuranusaums, 1 PTLD
(MOCTTPaHCIUIaHTALMOHHH TUMponpoarbepaTHBHH HapyiieHys). Hectora Ha ciyyante Ha PTLD B
rpynaTa Ha Be3pacT 2 - <18 rogunn 1 ocobeHo npu Jielia Ha Bh3pacT o 2 roAWHH, KOKTO €a
OTpHLIaTeHH 3a BUpyca Ha Enwaiin-bap (EBV), e no-sucoka cnpsaMo HabnioaaBaHaTa npy Bb3pacTHH
MauMeHTH ¥ ONMcaHaTta B IMTepaTrypaTta. Bb3 OCHOBA Ha QaHHHTE, CBEP3aHH ¢ 0€30MacCHOCTT],
npodMILT MON3a/PUCK HE MOAKPENs NPENOPbKUTE 3a ynorpeda.

5.2 @dapMaKoKHHETHYHH CBOiCcTBA

Abcopbums
Cnen nepopanHo NPHUIOKEHHE, MAKCUMAJIHUTE KOHLIEHTPALMHY HA €BEPONHMYC €€ NOCTHTAT Clle]] 1 no

2 yaca cnea npuema. KppBHUTE KOHLIEHTPALMHM HA €BEPOIMMYC NMPH NAaLUEHTH C TPAHCIUIAHTAlKA Ca
N0303aBHCHMH B AWanasoHa 0,25 po 15 mg. OtHocuTe/HaTa OHOHATHYHOCT Ha IMCNIEPrUpaLiuTe ce
Tabnetkyu B cpaBHenHe ¢ Tabnerkure e 0,90 (90% CI (zosepurened untepsan) 0,76-1,07), usuncnena

RBb3 OcHOBA HA AUC.

Ecpexm na xpanama
Caax H AUC Ha eBepoNMMyC HaMaISBaT Cbe ¢bOTBETHO 60% M 16% npu npuem Ha TabneTkara ¢

Gorara Ha Ma3HUHM XpaHa. 3a cBexaaHe Ha BapHabwiHocTTa 0 MHHHMYM, CepTHkaH TpsbBa aa ce
npyema o €IMH U ChLIM HAYMH — CaMO ¢ XpaHa WK CaMO Ha MTaHo.

PasznpeneneHue
CHOTHOLIEHHETO KPBB KbM [J1a3Ma Ha €BEPOAHMYC 3aBUCH OT KOHLEHTPALIMHMTE U BapHpa B

auanasoHa oT 17% a0 73% B nosoeus Axanazol ot 5 1o 5000 ng/ml. Cebp3BaHETO C MIa3MEHHUTE
NPOTeHHH € npubnusntento 74% npu 3paBu JOOPOBOILM H MAUKHEHTH C YMEPCHO YBPEXAAHE Ha
yepHOApoOHaT2 QyHKuMs. O6eMBbT Ha pasnpenelcH)e, acCOUMHpaH ¢ TepMuHantara dasa (VZ/F) npu
MaLMeHTH ¢ 6EOpeUHa TPaHCILIAHTALIHA NIPH MOATBPXKALLO JieueHHME, € 342 + 107 uTpa.

buoTpacgopMauus

Eseponumyc e cybctpar Ha CYP3A4 u P-rnukonpotens. Cnen nepopajiHO NpUIokKeHHe TOH €
OCHOBHHAT LIMPKY/IHpalll KOMIIOHEHT B KpbBTa. LllecT 0CHOBHM MeTabONMNTa Ha EBEPOIMMYC G
uAeHTHGHMLUMPAHU B KPHBTA HA YOBEK, BKITIOUBAIUY TPH MOHOXHAPOKCHITUPAHH MeTabonysd, BBAE T Ty N
XHAPOKCHIIMPAHH TIPOAYKTA ¢ OTBOPEH NPBCTEH H GOCHaTHINIXONUHOB KOHIOTAT Ha € cpdﬁ;m}%? N

Tesu MeTaBONHMTH ca 6K ChIIO HIEHTHOULIMPAHH U TIPH KUBOTHHCKM BUAOBE, IPH H3CTeABasms 4a

TOKCHYHOCT M Noka3sat npubnuzutenno 100 meTH no-cnaba akTMBHOCT OT caMus GB?OI_IHM}?C.- R

P Ay .o e

CnenoBaTelHO C€ CYHMTA, Y€ H3XOAHOTO BEILECTBO JAONPHHACA 3a NO-TOAsAMaTa 4acT O ,}p_ﬁm_a-;a Lo
dbapMaKoJIOrHYHa aKTHBHOCT Ha €BEPOJIUMYC. N S
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EnuMuHMpade
Cnen npydeM Ha ¢JUHKHYHA [03a paJHOAKTHBHO OenszaH eBepoOSIMMYC OT NAUMEHTH C TPAHCTINAHTALIHA,

NPHEMAILH LKKJIOCNIOPHH, MpeobiafaBaloTo KonuuecTBo (80%) paainOaKTHBHOCT CE€ YCTAHOBABA BbB
delieca, a caMo He3HAYUTETHO KOJIMHECTBO (5%) ce eKCKpeTupa B ypHHaTa. M3X0[HOTO 1€KapeTBO He
ce YCTAHOBARA B YpUHATA H (eileca.

(DapMaKOKMHETHKA B CTALIMOHAPHO CHCTOAHUE

dapmMakOKMHETHKATA NPH NaLueHTH ¢ OpOpeuHa U ChpleuHa TPaHCIIaHTaLH, NpYeMallH
€BEPOJIMMYC JIBA IIbTH AHEBHO, YCMIOPEIHO € LMKJIOCHIOPHH MUKPOEMYIICHS, € ChbIIOCTaBUMA.
CTalMOHAPHO CLCTOSHHE CE IOCTHra KbM JIeH 4, KaTO KyMyAHpaHaTa B KPbBTa KOHLEHTpalus e 2 1o
3-KpaTHO MO-TOASMA B CPABHEHHE C eKCTIO3HLIMATA CJIEA TbpBaTa 103a. Tmax HacTBLNBA 1 10 2 yaca
cneq npueMa Ha a103ata. Cpeanara cTOWHOCT HA Cuax € 11,1 = 4,6 1 20,3 + 8,0 ng/ml, a cpennara
croiiHocT Ha AUC e 75 = 31 w 131 £ 59 ng.h/ml cvoreeTHo npu 0,75 u 1,5 mg aBa MbTH AHEBHO.
CpeaHuTe CTOMHOCTH Ha Hail-HUCKHUTEe KOHLCHTPALMH B KpBBTa npeau npreM (Cmin) 32 0,75 1 1,5 mg
ABa MbTH JHEBHO ca ¢hotrBetHo 4,1 + 2,1 n 7,1 £ 4,6 ng/ml. Excniozuuiudara Ha eBeponuMycC ocraBa
cTabuiHa BbB BPEMETO Npe3 IIbPBATa rOJHHA Cnefl TPaHCTUTAHTALMATA. Crmin B 3HAYMMA CTENEH
kopenaupa ¢ AUC ¢ koedHuHeHT Ha kopenauns mexay 0,86 v 0,94. B3 ocnora Ha nomny/auHoHeH
hapMaKOKMHETHUCH aHANU3 KIWPBHCHT Ha nepopanso npuera go3a (CL/F) e 8,8 Vh (27% Bapunauus
MEXY OTAEHUTE MAlMEHTH), 2 LEHTpanHusT obeM Ha pasnpeneneHue (Ve/F) e 110 1(36% esapuarus
MEXAY OTACNHHUTE naudeHTr). OcTaTb4HaTa BapHabWIHOCT HAa KPBBHMTE KOHUEHTpaLMu € 31%.
EnvMHHALGOHHHUAT NOJYKHUBOT € 28 + 7 yaca.

Crneunanuy nonyjialuu
Yeproopobro yepesicoare

B cpaBHenre ¢ AUC Ha eBepoMMYC MpPH NaLMEHTH ¢ HOpMaliHa YepHoApoOHa GyHKUuA, cpeaHaTa
AUC Ha 6 nauyeHTH ¢ Jeko uepHoapobHo yspexaane (knac A no Child-Pugh) e 6nna 1,6 nb1H no-
BHCOKA; B JIBE¢ HE3ABHCHMO MPOYUEHH IPYNH OT MO 8 U 9 NaLEHTH ¢ YMEPEHO YE€PHOAPOOHO
yspexkaaHe (knac B no Child-Pugh), cpennara AUC e 6una cboTBeTHO 2,1 nbTH M 3,3 NbTH N0-
BHCOKA, a MPH 6 naLHedTH ¢ Texko yepHoapobHo yspexaaHe (knac C no Child-Pugh) cpennara AUC
e 6una 3,6 MbTH No-BUcoka, CpeHHUAT MOMYXXHBOT € CbOTBETHO 32, 59 n 78 uaca npu JIEKO, YMEPEHO
H TE&XKKO YEPHOAPOOHO YBpexXaaHe. Y BETHUEHUAT NMOMYXHBOT 3abaBs BpEMETO 3a JOCTHIaHE Ha
CTALIHOHAPHOTO CHCTOAHUE HA KOHLIEHTPALHATA Ha €BEPOJIMMYC B KpbBTA.

bvbpeuno yepedcoane
[ToCT-TpaHCIUIAaHTALIMOHHOTO yBpexxaaHe Ha OnOpeunara dyHkums (uarepsan Cer 11-107 ml/min) He
NOBIUABA HEFATHBHO (papMaKOKHHETHKATA HA €BEPOJIHMYC.

Ileouampuuna nonysayus

YerupuHaaeceT NEAHATPHYHH NaLKUEHTH ¢ de novo 660peuHa TpaHciuiaHTauua (ot 2 ao 16 ronntn) ca
npueMasn CepTHKaH AUCTeprupally ce Tabnerku B no3a 0,8 mg/m? (MakcumyM 1,5 mg) 1Ba MbTH
JHEBHO, 3a€AHO ¢ LIMKIIOCTIOPHH MHUKpOeMyicHs. TEXHHTE N03H BIIOCICACTBHE Ca
MHAWBUYAJIM3HPaHH Bh3 OCHOBA Ha TEPANEBTHUHHA JIEKAPCTBEH MOHHTOPHHT 32 MOAAbLPIKAHE HA
Hali-HUCKH KOHLIEHTPALMK Npeid J03aTa Ha eBepoanuMycC >3 ng/ml. B cTaunoHapHO ChCTOAHKE, HAH-
HUCKHMTE HMBa Ha eBepOSTUMYC ca 6,2 + 2,4 ng/ml, croiHocTHTE HA Cax ca 18,2 + 5,5 ng/ml 1 na AUC
118 + 28 ng.h/ml, kOUTO Ca CpaBHHUMH C TE€3U NpPHU Bb3PACTHH, Npuemanu CepTrkaH, ¢ noaodHH
LieJIeBH Hall-HUCKM KOHUEHTPALlMM B KPbBTa npeau npueM Ha aosara. CL/F npu craunoHapHo
cberosuue e 7,1 £ 1,7 Vh/m? u spemero Ha nonyenumuHupane € 30 £ 11 h npn neauarpuunu
NaLHECHTH.

Iayuenmu 6 cmapyecka sv3pacm

[Ipu BL3pacTHU MALUMEHTH (Bb3PACTOR IHANA30H Ha MAaUMEHTHTE B XO/1a Ha NPOY4BaHM
FOAMHH) € KOHCTaTHPaHa OrpaHHueHa PEAYKLUHSA Ha KIMPHHCA HA €BEPONIUMYC Clie] e bpare
¢ 0,33 % ua roanHa. Kopekuus Ha 103aTa HE ¢ce CYMTA 32 HeoOXoaumMa. Bt
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Emnuyecku npousxoo
Bb3 OCHOBa Ha NOMyJIaLMOHEH (apMaKOKMHETHUEH AHAIH3 KIHPBHCHT NpH nepopaneH npueM (CL/F)

e cpeHo ¢ 20 % No-BUCOK MPH TPAHCIUIAHTHPAHHU adpoamepHKaHLy. Buk Touka 4.2,

OTHOLIEHHE EKCMO3ULIHA-OTIOBOP

CpeAHHTE HAM-HHCKM HMBA Ha €BEPOIMMYC NIPE3 MBPBUTE 6 Mecella Cle/l TPaHCIUIaHTauuATa e Ouna
CBbp3aHa ¢ YECTOTAaTa Ha A0KA3aHOTO ¢ OHONCHS OCTPO OTXBHPJISHE HA NPUCAJKATA U HA
TpoMGOLMTONEHNATA NPU NaLKeHTHTe ¢ 61bOpevHa WK CbpAeuHa TpaHCanTauusa (Bx. Tabnuua 22).
[Tpu nauMeHTH ¢ YepHOAPOOHA TPAHCIUTAHTALHMSA, 3aBUCHMOCTTA MEXAY CPEAHHTE CTOHHOCTH Ha HaH-
HHUCKHUTE KOHLIGHTPALIMHM Ha €BEPOIMMYC M YECTOTATA Ha A0KA3aHOTO ¢ OHOICHA OCTPO OTXBBPIIAHE HA
rnprcaakaTa e no-ciabo nepunupana. He ¢ HanonaBana Kopesnaums Mexay no-BUCOKaTa €KCro3HLMs
Ha €BEPONMMYC U HEXeNlaHHU ChOuTHA, KaTo TpoMOouuToneHus (Bx. Tabnuua 22).

Tabanpa 22 OTHoIIEeHHE eKCNO3HIHA-OTIOBOP 32 €BEPOJHMYC NPH TPAHCIVIAHTHPAHH

NANHEHTH
brOpeuna TPAHCIIAHTAIHS
Haii-HHCKa KOHLICHTpaLuA <34 3,5-4.5 4.6 -5,7 5877 7.8 -15,0
(ng/ml)
be3 oTXBLpnsiHE 68% 81% 86% 81% 91%
TpomGountonenus (<100 x 10°/1) 10% 9% 7% 14% 17%
Copaeuta TPAHCIJIAHTANRHSA
Ha#-Hucka KOHLUEHTpaL1A <3,5 3,6 —35.3 54-73 | 74-102 { 10,3-21,8
(ng/ml)
be3 OTXBBLPISHE 65% 69% 80% 85% 85%
TpomGougronenus (<75 x 107/1) 5% 5% 6% 8% 9%
YepuoapobHa TPpaRCNIAHTANHA
Haii-HucKka KOHUEeHTpauud <3 3-8 >8
(ng/ml)
Jlunca Ha nexyBano BPAR 88% 98% 92%
TpomGouuronenns (<75 x 10°/1) 35% 13% 18%

5.3 IlpeaxkanHAYHHA AaHHH 3a De3oMaCHOCT

[Tpe AKNHHUUYHUAT NpodUn Ha 6e30MaCHOCT HA €BEPONHMYC € OLICHABAH NPH MHIIIKH, TUTBXOBE, MAJIKH
rpaceHua, MaiiMyHH H 3aiily. [ TaBHUTE NPULEIHY OpraHy ¢a OMNY MBKKATA U XKEHCKaTa
pENpOAYKTHBHA CUCTEMA (AereHepalus Ha TeCTUKY1apHuTe TyOYJIH, HaMaleHO KOMMEeCTBO CriepMa B
eNMAIUIMMUTE ¥ aTpo(Ha Ha MaTKaTa) MPH HAKOJIKO BUIA, @ CaMO NPH IITEX0BE - Benust Apod
(NMOBULLIEHH aNBEONapHH MaKkpodaru) H ounre (JIEHTUKYJIAPHO NMOMLTHABaHE B 00/1aCTTa Ha NPEAHNA
wes). HesHauuTeHU npoMeHH B Op0pennte ca HabmogagaHi MpH IWTbX0Be (ek3auepdaning Ha
CBBbP3aHMA C Bb3PACTTa TMNOdYCUMH B TyOynapHus enuTen) U MHLIKH (ek3alepOaums Ha 6a3ucHH
nesun). JIuncpany ca npyu3Haum Ha 6b6peuHa TOKCHYHOCT NPY MaHMYHHTE WIH MAJIKWTE MPaceHLa.

CrnoOHTAHHO HACTBIBALKTE NOAJIeKaly 3a00aBaHua (XpOHUYEH MHOKAPAMT NPH IUTbXOBE,
Coxsackie BupycHa HH}EKUMS B TUIa3MaTa U CHPLETO NPH MakMYHH, KOKLMIHAIHA HHPECTAUHNA B
racTPOMHTECTHHATHUS TPAKT MPH MaJIK{ MPaceHLia, KOXXHHM JIE3HH TNIPH MUIIIKK ¥ MalMYHMH) ca ce
0BOCTPANH OT JIEYEHHETO C eBEPONUMYC. Te3n HaxOaKH KaTo LAJI0 ca HabAKAaBaHH NpH
KOHLIEHTPALMK Ha CHCTEMHA EKCTIO3MLMA B IHANA30Ha HA TEPANeBTHYHA €KCNIO3HIMA WK HaJl HEl
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eBEpPOJIMMYC M MOBHILIEHa TOKCHYHOCT. JIuncBany ca HOBH MPHLIE/THH OpraHu fpy nnsxobere. Ipn: - |
MaiiMyHHUTe ce HabntoAaBa nosisa Ha KPbBOU3NUB M APTEPUT B HAKOJKO OpraHa. A R A

€KCnOo3nLHMA 1nopaad BUCOKATa CTCTICH HA PA3NpPCACTICHHC B TbKaAHHTEC.
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[lpu M3acneaBaHe Ha MBXKUA GEPTUIHTET MPH ITHXOBE MOPGOIOTHiTa HA TECTHKY/IUTE CE €
yBpexaana npu nosu 0,5 mg/kg v noseue, a MOABWKHOCTTA HA CNIEPMATO30HAMTE, OPOAT
CIIEpMATO30MM ¥ HHBATA Ha [U1a3MeHHA TECTOCTEPOH Ca Ce MOoHWXasanu npH 5 mg/kg, Koero e B
IUANAa30Ha Ha TePArieBTUYHA EKCIO3ULIMS H PUYHHABA [IOHHKEHHE HA MBXKHA epTunurer. Hanuue
ca AOKa3aTe/iCTBA 32 06paTUMOCT. JKEHCKUAT QepTUIMTET HE CE 3aCAra, HO €BepOIMMYC NPEMHUHABa
npe3 fUIaleHTaTa 1 € TOKCHUEH 3a T1oka. [1pH nibxoBe eBEpOJIMMYC € HPEAN3BHKBAT
eMOPHO/PETOTOKCHYHOCT MPH CHCTEMHA eKCTIO3MLMA N0 TEPANeBTUYHATA, TOBA CE € MaHH(eCTHpano
KaTO MOPTAAMTET M HaMalleHo TETJIO Ha TUIoAa. YecToTaTa Ha CKEJIETHUTE Bapuauvy H MangpopMarium
npu 0,3 u 0,9 mg/kg (Hanpumep pasuenBaHe Ha cTepHyMa) € Onna nosuisena. EMOproTokcHYHOCTTA
[pu 3aiiLUTe ce € TIPOABABA/IA KATO YBENHYEHHE CTENEHTa Ha n10ABa Ha 3a0aBeHa pe3opouus.

M3nuTBaHMATA 33 FréeHOTOKCUYHOCT, MOKPHBAIIM MTPHUIOKUMH KPaHHHA TOUKH 38 Fr€eHOTOKCHYHOCT, HE
MOKa3BaT KNACTOrE€HHA WIH MyTareéHHa TOKCHUYHOCT. [IpHNOXKEeHHETO Ha €BEPOIHMYC C

MPOAB/DKMTENHOCT IO 2 FOAHHM HE € 10Ka3aJl0 HHKaKbB OHKOT€HEH MOTEHLHa MPH MHULLKH H
ILIBX0BE A0 Hali-BUCOKUTE J03H, NPEeBHILaBalH cboTBeTHO 8,6 1 0,3 mbTH O4akBaHaTa KIIHHHYHA

CKCIIO3HULHA.

6. PAPMAIEBTHYHHA JAHHHU
6.1 CoHMcbK HAa MOMOIMHHTE BEHIECTBA

ByrunxuapokcuronyeH (E 321)
Marnesues creapar (E 470 B)
JlakTo3a MOHOXHIOpAT
Xunpomenosa tan 2910
Kpocnosuaos tun A

JlakTo3a, 6e3B0aHa

6.2 He¢bBMECTHMOCTH
Henpunoxumo

6.3 Cpox Ha rogHocr

3 roauHH

6.4 Cnenuajnu ycJIOBHS HA ChXpaHEHHE

To3m nexapcTBEH NPOAYKT HE N3UCKBA ClIeLiHaIHY TEMNIEPATYPHH YCIOBHUA Ha CbXPaHEHHE,
Tla ce cbXpaHsBa B OPMrHHATHATA ONAKOBKA, 3a Ja C€ npe/anasu OT CBET/IHHA H BJIara.

6.5 Bua B cbALPKAHRE HA ONAKOBKATA

Baucrep ot anymunuii/nonnamun/atyMuanid/PVC,

Onaxoskarta chabpxa 50/60/100/250 Tabnetkm.

He BcuuKkM BAAOBE OMAKOBKY MOraT Aa Obaar nycHaTH Ha rnasapa.

6.6 CnenHnajlHH NpeANa3HH MEPKH NPH HIXBbLPJAsHE

Hsama crierfManHy U3HCKBAHHUS.
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7. IMPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpraunus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Certican 0,25 mg tablets 20050110
Certican 0,5 mg tablets 20050111
Certican 0,75 mg tablets 20050112
Certican 1,0 mg tablets 20050113

9. JIATA HA ITHPBO PASPEHIABAHE/MTIOAHOBSABAHE HA PAZPEIIEHHETO 3A
YINOTPEBA

Jlata Ha mbpBO paspeluaBaHe: 22 geppyapu 2005 r.
JlaTa Ha nocneaHo nojgHoBsBaHe: 14 gpespyapu 2017 1.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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