IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

CEPTUKAH
(CERTICAN®)

Cknag:

Aitoya peyosmHa: everolimus,

1 Tabnetka MictuTb 0,75 Mr eBeponimycy;

[ONOMI>KHI peyoBuHK: 6yTunrigpokcutonyon (E 321), marHito cTeapat, 1akTo3n MOHOriApaT, rinpomMenosa, KpocnoBifoH, NakTo3a 6e3804Ha.

JlikapcbKa thopma. TabneTku.
OCHOBHI (Di3nKO-XiMiYHI BNaCTMBOCTI: TabNeTKM Bif 6iN0ro A0 XKOBTYBATOr0 KOMbOPY, 3 BKPanIeHHsMKU, KPYrAi, NAOCKI, 3i CKOLIEHUM KpaeMm; rpaBipyBaHHS «CL» 3
0AHOro 60Ky i «NVR» — 3 iHLOrO.

dapmakoTepaneBTUYHA rpyna. AHTUHEONIaCTUYHI Ta IMyHOMOAY/HOOYI 3ac06U. IMyHocynpecaHTW. CenekTueHi imyHocynpecaHTn. Kog ATX LO4A Al8.

dapmakosoriyHi B1acTmBOCTI.

dapmakofnHaMiKa.

EBeponimyc, iHribiTop curHany nponigepadii, YAHUTb IMYHOCYMNPECUBHY [it0 LUIAXOM iHri6yBaHHA nponidepauii T-KNITUH, aKTUBI30BaHWX aHTUIEHOM, i, OTXe,
KMIOHa/IbHOrO  30i/IbLLUEHHS, KepPOBaHOro iHTepnelrkiHamu, cneumgiyHmx T-KNITWH, Hanpuknag iHTepnerkiHoM-2 i iHTepnelikiHoM-15. EBeponimyc iHribye
BHYTPILLUHBOKNITUHHY nNepefavy CUrHany, WO 3a3BUYail NPU3BOAMTL A0 Nponigepauii KNiTUH y pasi 3B’A3yBaHHA LMX (haKTOPiB POCTY T-KAITUH 3 TXHIMU
peLienTtopaMu. BIOKyBaHHSA LIbOro CUTHasTy €BepONiMyCOM BUK/IMKAE MPUTHIYEHHS KNITUH Y cTagil Gq-KNiTMHHOIO LMKy .

Ha MonekynspHoMy piBHi €BEPO/IIMYC YTBOPHOE KOMMEKC i3 uuTonnasmMatuyHnmM 6inkom FKBP-12. Y npucyTHOCTI eBepoiiMyCy NPUTrHiYyeTbC (hOCHOPUNHOBAHHS
p70 S6-KiHa3n, CTUMYyNboBaHe hakTopom pocTy. OCKiNbKn (ochopuntoBaHHA p70 SB6-KiHa3M 3HaxoauTbea nig KoHTponem FRAP (Takox HasmeaeTbest mTOR), TO
MpUNycKaroTb, L0 KOMMeKC eBeponiMyc-FKBP-12 38’A3yeTbes 1y Takuid cnocib Bnaveae Ha PyHKLito FRAP. FRAP — 0CHOBHWIA perynaTopHuia 6inok, LWo Kepye
mMeTaboniaMmoM KNiTUH, POCTOM i nponigepauieto; y Takuid cnoci6 nopylueHHs yHKUiT FRAP npu3BoanTh A0 NPUrHIYEHHS KNITUHHOMO LUWKAY, BMK/MKAHOIO
€BePO/IiMYyCOM.

OTXXe, eBepoNiMyC BiAPI3HAETLCA Bif, LMKIOCMOPMHY 3a CNOCO60M fil. Ha AOKNIHIYHUX MOAENAX anoTpaHcniaHTawii KoMoiHalis eBeponiMycy i LMKIOCMopuHy 6yna
0iNbLLU e(heKTUBHOH, HiXK TIiET UM IHLLIOT CMOMYKN OKPEMO.

[is eBeponiMycy He o6MexyeTbcs T-KniTHamu. EBeponiMyc NOBHICTIO MPUrHiYye nponidepayito KPOBOTBOPHUX i HEKPOBOTBOPHUX KMITUH, CTUMY/IbOBAHMX
(haKTOPOM POCTY, TakMX SK CYAMHHI KNITUHW TNagkuxX M’A3iB. YHacnifok nponidepayii CyauHHUX KNITUH TNagkux M’A3iB, CTUMY/IbOBaHUX (PakTOPOM pOCTY,
YWKOLKYOTbCA eHAoTeNiabHI KNITUHW, WO NPU3BOANTb A0 YTBOPEHHSA HEOIHTUMU, fKa Bifirpae rofloBHy Po/b Yy NaTtoreHesi XPoHiYHOro BigTOPrHeHHA. JLOKNiHIYHI
LOCNILKeHHSA eBepoiMycy NPOAEMOHCTPYBa/IM IHTiOYBaHHS YTBOPEHHS HEOIHTMMM Ha MOZENI a/loTpaHCnaHTaTa aopTy Lypa.

PapmakoKiHeTuKa.

A6copbuist. MiKoBi KOHLEHTpaLT eBeposiiMycy gocsiranncs vyepes 1-2 roamHu nicns 3acTocyBaHHSA nepopasibHoi 403K, KOHLUEHTpaL il eBeponimMycy Y KpoBi NauieHTIB,
AKi MepeHec/In TpaHcnaHTaLito, nponopuiHi fo3i 0,25-15 mr. BigHocHa 6i040CTYMHICTbL AUCNepProBaHoT TabneTkn y NOpPiBHAHHI

3 6i0A0CTYMHICTIO 3BMYaHOT TabneTkn ctaHoBUTbL 0,90 (90 % CI 0,76-1,07), 3 ornsagy Ha cnisBigHoweHHs AUC.



Bnnme Ki. Chgx | AUC eBeponimycy 3Hmxysanncs Ha 60 % i 16 % BiAnoBiAHO, KoM TabneTku npuiAmMann 3 LyXe XUPHOK Dketo. LLLo6 MiHimi3yBaTu
BapiabenbHicTb, CepTukaH cnif npuimaty abo nig yac ign, abo Mixx npuiiomamu Ki.

Posnogin. PiBeHb KOHLEHTpaLiin eBeponiMycy Y KpoBi i nnasMi 3HaxoauTbes B Agiana3oHi 5-5000 Hr/mn i cTaHoBUTL Big 17 % [0 73 %. 3B’s3yBaHHA 3 6Ginkamu
nnasMn KpPoBi CTaHOBUTbL NMPU6IM3HO 74 % Y 340p0BMX A06POBOMLLIB i Y NaLiEHTIB i3 MOMIPHOK MeYiHKOBOK HepocTaTHicTio. O6’eM po3noginy, NoB’s3aHnin 3
TepMiHanbHO hasoto (VZ/F), y nayieHTis, AKi NepeHecn TpaHCnaHTauito HAPKK, CTaHoBUTL 342 + 107 1.

MeTab6oniam. EBeponimyc € cybectpatom ang CY P3A4 i P-rnikonpoTeiny. Micns npuinoMy BcepeanHy BiH € OCHOBHUM LMPKY/IOKOYMM Y KPOBi KOMMOHEHTOM. LLicTb
OCHOBHMX MeTaboniTiB eBeponimycy Oynu BWUSABMEHI B KPOBI NIOAWMHKW, Y TOMY YMCAI TPWU MOHOTIAPOKCUIbOBaHI MeTabonitv, ABa MeTaboniTy 3 BIAKPUTUM
rAPONITUYHUM KiflbLLEM Ta KOH’tOrat eBeponimycy ¢ochaTtuannxonid. Lii meTtabonitm TakoX 6ynm BUABMEHI Yy TBapUH Y AOCMIIKEHHAX TOKCUYHOCTI Ta Masu
npuénusHo B 100 pasiB MeHLWY aKTWMBHICTb, HXK BflacHe eBeponimMyc. TakMM YMHOM, BBAXKAETbCA, WO OiNbLUICTb 3arasbHOI (hapMaKooriyHOT aKTUBHOCTI
eBeposiiMycy 06yMOB/eHa BUXIAHOK PEYOBUHOLO.

BuBegeHHs. Micna o4HOPa3oBOro 3aCTOCyBaHHA MIYEHOro pajioi3oTonoM eBeposiiMycy Y NauieHTIB, AKi NepeHecnn TpaHCNNaHTauito i OAePXYHTb LIMKNOCNOPUH,
OCHOBHa YacTuHa pagioakTuBHOCTI (80 %) 6yna BUsABNeHa Y (hekanisix i nnwe He3HavyHa YacTuHa (5 %) BUBOAMNACS 3 ceyeto. 3aIMLLKK NTiKapCbKOro 3acoby He Bynu
BUABNEHI Hi Y Cedi, Hi y (hekanisx.

PapmakokiHeTuKaromeocTasy. PapMakoKiHETUYHI MapameTpy Y pasi 3aCTOCYBaHHS eBeponiMycy

2 pasv Ha AeHb | LMKIOCNOPUHY Y BUMASA4I MIKPOEMYNbCIi 6yM NOPIBHAHHI Y NALIEHTIB, AKI MEpeHecn TPaHCMIaHTaLil0 HUPKK, |y NauieHTIB, AKi nepeHecnu
TpaHcnnaHTauito cepusd. Momeoctas 6yB JOCATHYTUA Ha 4-I [eHb 3 2—-3-KpaTHUM HakKOMWYEHHSM Y KPOBi Y MOPIBHAHHI 3 BM/MBOM Mic/s nepwol A03n. Tmax
pocaranoca yepes 1-2 rogmHu nicnga 3actocysaHHs fo3u. Mpu npuitomi fosm 0,75 Mr 2 pasu Ha fieHb Cpax CTAHOBWIO Y cepefHbomy 11,1 + 4,6 Hr/mn, a AUC

CTaHOBW/IO

y cepefjHboMy 75 + 31 Hr rog/mn. MNpwu 3acTocyBaHHi 03K 0,75 Mr 2 pa3v Ha jeHb MiHIMasIbHI PiBHi

Y KpoBi (Ciyin) 4O 3aCTOCYBaHHA HACTYMHOT 4031 CTAHOBUAW Y cepefHboMy 4,1 + 2,1 Hr/mn. [lis eBeponimycy 3anuiianaca ctabisibHo NpoTarom 1-ro poky nicns
TpaHcnnaHTauii. Cpin iCTOTHO KopentoBaio 3 AUC, KoediLieHT kopensuii ctaHosuB 0,86-0,94. 3a pesynbTatamu aHaniy (apMakoKiHETUYHMX MapameTpiB Y
nawieHTiB Micns nNepopasbHOro 3acTocyBaHHs, KnipeHc npenapaty (CL/F) ctaHoBuB 8,8 n/rog (Bapiayii M nayieHTamu — 27 %) i LeHTpa/lbHUin 06°eM po3noginy
(Vc/F) ctaHoBmB 110 n (Bapiauii Mk nauieHTamu — 36 %). 3annuKoBa BapiabenbHICTb

Y KOHUEHTpauisx npenapaty y Kposi ctaHoBuna 31 %. MNepiof HaniBBNBELEHHSA — 28 £ 7 rofinH.

dapmakoKiHeTMKay 0Co6AMBKX rpyn NawyieHTIB

MopyLeHHs GoyHKLIT NeviHkK. Y 6 nauieHTiB 3 MOPYLUEHHAM (YHKLIT NeYiHKN Nerkoro ctyneHs (knac A 3a knacugikauieto Yainnga-’to) cepenHe 3HauyeHHs AUC
eseponiimycy 6yno B 1,6 pasa BULLMM, HDDK Y MauieHTIB 3 HOPMa/IbHOK (DYHKLIEK MEYiHKW. Y ABOX He3aNeXXHUX AOCNIMKeHHAX rpyn no 8 ta 9 nauieHTis 3
NOPYLLEHHAM DYHKLIT NeYiHK1 noMipHoro cTyneHs (knac C 3a knacudikauieto Yainnga-’to) cepeaHe 3HadyeHHss AUC 6ynoB 2,1 Ta 3,3 pasa BULLMM. Y 6 nauieHTiB 3
TSXKKOIO NEeYiHKOBOK HefocTaTHICTHO (Knac C 3a Knacudgikauieto Yannga-N’to) cepefgHe 3HaveHHss AUC 6yno B 3,6 pasa BuwmmM. CepeHi nepioan HaniBBMBEAEHHS
MPU He3HAYHMX, NOMIPHUX Ta TSXKKMX po3nagax PYHKUIT nediHku ctaHoBuAM 52, 59 Ta 78 roauH BignosigHo.

MMopyLUeHHs PYHKUIT HUPOK. TopyLUeHHsA YHKLIT HUPOK Y nauieHTiB nicng TpaHcnnaHTauii (gianasoH Clgeq 11-107 MA/XB) He BNAMBaN0O Ha (hapMakoKiHEeTUYHI
napameTpu eBeposlimycy.

3acTocyBaHHsa y neaiaTpii. CL/F eBeponiMycy NiHiiiHO 36i/bLUYBaBCA 3a/1e)HO Bif BiKy nauieHTa (Big 1 0 16 pokis), nnouli nosepxHi Tina (0,49-1,92 mM2) i macu
Tina (11-77 kr). FomeocTas CL/F ctaHosus 10,2 + 3,0 n/roa/m2, a nepiog HaniseveeaeHHs — 30 = 11 roguH. 19 naujieHTiB agnTayoro Biky (Big 1 Ao 16 pokiB) i3
HUPKOBMM TpaHCM/IaHTaToM de Novo 3acTOCOBYBann AvcreproBaHi TabneTkm CepTukaHy y Aosi 0,8 mr/m2 (Makcumym 1,5 Mr) 2 pasu Ha fileHb OAHOYacHO 3
LIMK/IOCMOPUHOM Y BUTNAAI MiKpoeMy bCii. Y Liel KaTteropii nauieHTiB AUC eBeposiimycy gocarano 87 + 27 Hr rog/mn i 6yno Takum y opociunx, fKi 3aCTOCOBYBa/N



0,75 Mr npenaparty 2 pas3u Ha feHb. CtauioHapHi MiHiManbHi piBHi (Cp) cTaHoBUAM 4,4 £ 1,7 Hr/mn.

MayieHTn NiTHLOro BiKy. MpaHMYHe 3HMKEeHHA CL nepopanbHO 3aCTOCOBYBaHOro eseposnimycy Ao 0,33 % Ha pik 6yn0 OuUiHEHO Yy AopocanX (A0CHimKyBaHWI
BiKOBWIA fliana3oH cTaHOBMB 16—70 pokiB). MoanikaLis 1031 He NOTpibHa.

ETHiYHa Hane>KHicTb. 3rigHo 3 aHani3oM (hapMaKOoKiHETUYHUX MapameTpiB nonynsauii, KnipeHC npenapaty nicns nepopansbHoro 3actocyBaHHA (CL/F) 6ys (y
cepefHbOMY) Ha 20 % BMLLMM Y NaLiEHTIB HErPOIAHOT pacu, SKi NepeHecIn TpaHCcnaaHTalio.

3ane>kHiCcTb «fis-BianosigHa peakuis». CepefHa MiHiManbHa KOHLUeHTpauis eseponimycy (Cp) npotarom 6 micauis nicna TpaHcnnaHTauii 3anexana Bif 4acToTu
BUMaAKiB NiATBEPAXKEHOro 6iONCiet0 rocTPoro BiATOPrHEHHS | TPOMOOLMTOMNEHIT Y NawuieHTIB, AKi NepPeHec/In TpaHCcnaaHTawito HUPKK i cepus (AmB. Tabnuuio 1).

Y peuunnieHTiB Ne4iHKOBOr0 TpaHCnaHTaTa He CrnocTepirasiocb 04EBUAHONO 3B’ A3KY MiXK MiHIMaNIbHUMW KOHLEHTpaLisMy eBeponimMycy Ta KNiHIYHUMUK ABULLLAMM.

Tabnuus 1

TpaHcnnaHTayis HUPOK

MiHim. piBeHb (Cg) (Hr/mn) £34 3,5-4,5 4,6-5,7 5,8-7,7 7,8-15,0

BifcyTHICTb BIATOPrHEHHA 68 % 81 % 86 % 81 % 91 %

Tpom6oumToneHis (< 100 x 109) 10 % 9% 7% 14 % 17 %

TpaHcnnaHTauis cepus

MiHim. piBeHb (Cg) (Hr/mn) £ 35 3,6-5,3 5,4-7,3 7,4-10,2 10,3-21,8

BifcyTHICTb BIATOPrHEHHSA 65 % 69 % 80 % 85 % 85 %

Tpom6bouyuToneHis(< 75 x 109n) 5% 5% 6 % 8% 9%

KniHIYHI XapaKTepUCTUKM.

lNoka3aHHS.

TpaHcnnaHTauis HAPKK i cepus

MpodhinakTnKa BILTOPrHEHHA TpaHCnIaHTarTa y AOPOC/VX NALIEHTIB i3 HU3bKUM | MOMIPHUM IMYHOMOTIYHUM PU3MKOM NICAS &/I0reHHOT TpaHcnaHTawii HUpPKK abo
cepus. CepTuKaH Cnif, 3aCTOCOBYBaTW Yy KOMOIHALIT 3 MIKPOEMY bCIEt0 LIMKIOCMOPUHY | KOpTUKOCTepoigamu. Heo6xigHWIA NOCTIMHWIA MOHITOPUHT TepaneBTUYHUX
KOHLLEHTpaLiil 3 BUMipIOBaHHSM PiBHIB €BEPOIMYCY i LUKIOCNOPUHY B KPOBI.

MpoTunokasaHHs.
CepTuKaH NPOTUMOKa3aHWn NauieHTam i3 BiOMOK TinepyyTAMBICTIO L0 €Beponimycy, cuponimycy abo Ao 6yab-AKoi 3 LOMOMIKHMX PeqyoBUH. IHAYKYBaHHS
aHTW-T-niMGouUTapHUM iMyHOr106YNiIHOM NPOTUMNOKA3aHo, AKLLO Npenapat nokasaHui Npy TpaHcnaaHTau i’ cepus.

B3aemogis 3 iHLLIMMK NiKapCbKUMKM 3ac06aMu Ta iHLWi BUAW B3AEMOSIA.

EBeponimyc mMeTabosi3yeTbCA roIOBHAM YMHOM Y MeYiHUi | 4eAKOK MIpot0 — Y CTiHUi KuweyHuky nig aieto CY P3A4-i3odepMeHTy. BiH Takox € cybcTpaTom Ans
CUCTEMU BMBELEHHSA 6araTbOX NiKapcbKuX npenapatis, P-rnikonpoteiny (PgP). ToMy nikapcbKi npenapatu, siki BnavneatoTb Ha CY P3A4 i/ab6o PgP, MOXyTb BNMBATY
Ha abcopbuito eBeposiiMycy i MOro nofasbLue BUBEAEHHS.

MapanenbHe nikyBaHHs BUpaxeHumn CY P3A4-iHribiTopamu i/abo iHAyKTOpammn He peKoMeHAYeTbCs. IHriGiTopn PgP MOXYTb 3MeHLLIYBaTV BUBEAEHHS eBepOsliMyCy
3 KNITUH KULWEYHUKY i NiABWLLYBaTN KOHLUEHTpaLio eBeponimMmycy y KpoBi. In vitro eBeponiMmyc 6yB KOHKYpeHTHo3daTHUM iHri6iTopom CYP3A4 i CYP2D6, Lo
MOTEHLINHO 36iNblUye KOHLEHTpaLii /likapcbKuxX 3acobiB, AKi MeTabonisyloTbCs LMK PepMeHTamu. TakuM YMHOM, CAif AOTPUMYBATUCA OOEPEXHOCTI Mpu
0fjHo4YacHOMY 3acTocyBaHHi eseponiMmycy 3 CYP3A4- i CYP2D6-cy6cTpataMu, SiKi MatoTb BY3bKWUIA TepPaneBTUYHMI IHAEKC. YCi AOCNIIKEHHS B3aeMOMii in vivo



npoBoAMNNCA 6e3 CynyTHbOr0 3aCTOCYBaHHA LMK/IOCTOPUHY.

Buau B3aemogii, Wo cnocTepiramck, 3 ornagy Ha siki CynyTHE 3aCTOCYBaHHA He PEKOMEHAYE T bCA

PucpamniyunH (ingykTop CYP3A4). MonepeaHe 3acTocyBaHHSA 340POBUM [06POBO/bLAM 6araTtopasoBux 403 pudamniumHy NprsBoanno A0 36iNblUeHHS KipeHcy
eBeposiimycy Npnbnn3Ho y 3 pasu Ta 3HMKEHHA Cg Ha 58 % i AUC Ha 63 % nicna o4HOpa3oBoro 3actocysaHHA CepTukaHy (4uB. «OC0oB6MBOCTI 3aCTOCYBAHHSA»).
KeTokoHason (iHrioiTop CYP3A4). MNonepedHe 3acTOCyBaHHA 3[40POBMM [0OPOBO/bLUAM Haratopa3oBuX A03 KETOKOHa30/y Npu3BOAWM0 A0 36inblieHHA Crgx
eseponimycy B 3,9 pasa i AUC B 15 pasiB nicis 04HOPa30Boro 3actocyBaHHsA CepTukaHy (aAmB. «Oco6MBOCTI 3aCTOCYBaHHS»).

OuikyBaHi BUAM B3aEMOSii, 3 0S4y Ha AKi CynyTHE 3aCTOCYyBaHHA He PeKOMeHAY€ETbCA

MoTy>KHi iHri6iTopu/inaykTopn CYP3A4. CymicHe 3acTocyBaHHA CepTUKaHy 3 NOTY)XXHUMU iHri6iTopamu Ta/abo iHagykTopamu CY P3A4 (TaknMmu 5K iTpakoHasor,
BOPUKOHA30/1, KNapuTpOMiLUH, TeNITPOMILMH, pUTOHABIp Ta/abo pudamniuuH, puadyTuH) (4nB. «OCco6MBOCTI 3aCTOCYBAHHS»).

Buam B3aemogil, Lo cnocTepiranucs, AKi Cnif BpaxoBysaTw

B3aemogil, L0 BNMBAKThb Ha 3acTOCyBaHHA CepTuKaHy

LinknocnopuH (iHriciTop CYP3A4/PgP). BiofocTynHICTb eBeposiiMyCy ICTOTHO NiABULLYBanaca npu CyMiCHOMY 3aCTOCYBaHHI 3 LMKIOCMOPUHOM. Y AOCNILKEHHI
0[]HOPa30BOi [1031 MpenapaTy, Ky 3aCTOCOBYBa/M 3[0POBMM [06POBO/bLAM, LIMKNOCTIOPUH Y BUMNAAi Mikpoemynbcii (CaHaumyH Heopan®) 36inbliysas AUC
eseponimycy Ha 168 % (giana3oH 46-365 %) i Ciax Ha 82 % (gianasoH 25-158 %) y MOPIBHAHHI 3 TaKUMW NPU 3aCTOCYBaHHI Ti/IbKX eBeponiMycy. Y pasi 3MiHu
[,031 LMKNOCNOPUHY MOXe ByTK NOTPiGHA KOPeKLis f03U eBeponiMycy.

EpuTpomiunt (iHriciTop CYP3A4). MNonepefHe 3aCTOCYBaHHA 340POBMM [OOPOBO/LLAM 6aratopasoBux 403 eputpoMiLmHy nigsuilysano Cpg €8eponimMycy B 2
pasn i AUC - B 4,4 pa3sa nicna 0gHOPa3oBoro 3actocyBaHHA CepTuKaHy.

Bepanawmin (iHri6iTop CYP3A4). MNonepefHe 3aCTOCyBaHHA 340pOBMM J06POBO/bLAM Haratopasosux 03 Bepanaminy nigsuLLysano Cyax €BepOnimycy B 2,3 pasa i
AUC -B 3,5 pasa.

B3aemofiT, LU0 BN/MBAOTb HA 3aCTOCYBaHHSA IHLLUX NpenapaTiB

LinknocnopuH (iHri6iTop CYP3A4/ Pgp). AKLLO LMKNOCNOPUH Y BUIISAI MIKPOEMY/bCIT 3aCTOCOBYHOTb CYMICHO i3 CepTUKaHOM, MOXe 6yTW HEOOXiAHNUM He3HauHe
3MEeHLLEHHA [,03K1 LmknocnopuHy (9-20 %) ans SOCATHEHHA PEeKOMEHA0BaHNX MiHIMaIbHUX PiBHIB LKiocnopuHy (Co).

OkTpeoTua. OAHOYacHe 3aCTOCYBaHHsI €BeponiMycy 3 fAeno OKTpeoTuay nifsuilyBano Cpin, OKTpeoTuay npu 1,47-KpaTHOMY CepefHbOMY FeoMeTpUUYHOMY

CniBBIAHOLLEHHI eBeponimyc/nnauebo.

ATopBacTaTuH (cybcTpaT CYP3A4) i npaBacTaTuH (cy6cTpaT Pgp). OpHopasoBe 3acTtocyBaHHs CepTuKaHy 340pOBMMM [O6GPOBOMbLAMU OLHOYACHO 3
aTopBacTaTMHOM ab0 MpaBacTaTMHOM KNIHIYHO 3Hauyylle He BMAMBa/I0O Ha (DapMaKOKIHETWKY aTopBacTaTWHY, npasacTaTvHy i €BeponiMycy, fK i Ha 3arajibHy
6iopeakTmBHIicTb TMIM-KoA-peaykTasun y nnasmi KpoBi. OfiHaK Lii pe3ynbTaTh He MOXKYTb eKCTpanosoBaTucs Ha iHWi iHrieitopu TMIM-KoA-peaykTasu.

CTaH nauieHTiB, AKi 3aCTOCOBYHOTb iHri6iTopn MMIT-KoA-pesykTasu Ta/abo ibpatu, He0OXigHO KOHTPOMOBATHU, a[pKe MOX/IMBUIA PO3BUTOK pabAoMionisy Ta iHLLIMX
No6iYHNX edeKTiB.

Migasonam (cy6cTpaT CYP3A4A). Y nepexpecHoOMy [OCNimKeHHI NikapCbKOi B3aeMofii, WO CKnaganocs 3 [ABOX nepiofiB, 25 340poBUX [0OPOBO/bLIB
3aCTOCOBYBa/IM MepPOpasibHY pPas3oBy LO3Y

4 mr migasonamy B 1-My nepiogi. B 2-my niepiofi BOHW 3aCTOCOBYBasiM eBeposiimyc 10 Mr oAuH pa3 Ha [leHb NpoTArom 5 AHiB i ogHopa3oBy 403y 4 MI Mifa3onamy 3
OCTaHHLOW [03010 eseponimycy. Chax Mifasonamy 36inbwmnack y 1,25 pasa (90 % Al, 1,14-1,37) i AUCe 36inbwmnaca y 1,30 pasa (1,22-1,39). Mepiog,
HaniBBMBEAEHHA Mifa3onamy 3anmilaBcs He3MiHEHUM. Lie JocnimKeHHS noKasano, Lo eBeposiiMyc € cnabkum iHricitopom CY P3A4.

IHWI MO>KNVBI B3aEMOLIT.

MomipHi  iHgykTOopn  CYP3A4. IHgykTopn CYP3A4  (Hanpuknag  3Bipo6ili,  aHTUKOHBYNbCaHTW, KapbGamaseniH, eHob6apbiTan,  (EHITOIH,
aHTU-BIJ1-npenapaTu: idaBipeHL,, HeBipaniH) MOXYTb NiABWLLYBaTN MeTab0Ni3M eBEPONIMYCY | 3MEHLLIYBaTK PiBEHb EBEPOIMYCY Y KPOBI.



MomipHi iHriéiTopn CYP3A4 i Pgp (Hanpvknag npoTurpubKosi 3acobm (pykoHasos), MakponigHi aHTMbioTUKM (epUTPOMILNH), 6/10KaTOPK KaslbLieBUX KaHaUB
(Bepanamin, HikapauMiH, AMnTiaseM); iHri6iTOpK NpoTeasn (HendiHasip, iHAMHABIP, aMNPEHaBip) MOXYTb MiABULLYBaTK PiBHI €BeposliMyCy Y KPOBI.

IHri6iTopKn Pgp. IHri6iTopn Pgp MOXYTb 3HKYBATV BUBINIbHEHHA eBeponimycy 3 KniTuH LUKT i nigsuilyBaTy iKOro piBeHb Y KPOBI.

CybcTpaTtun CYP3A4 Ta CYP2D6. In vitro eBeponimyc 6yB KOHKYpeHTHO3A4aTHUM iHri6iTopom CYP3A4 i CYP2D6, AKuii NOTEHLIAHO 36inblUye KOHLEHTpauii
NiKapCcbKMX npenaparis, W0 MeTabo/i3ytoTbCs UMK lepMmeHTamMu. Takum YMHOM, Clif AOTPUMYBATUCSA 06ePEXHOCTI NMPY 04HOYACHOMY 3aCTOCYBaHHI eBepOsiMYCY 3
CYP3A4- i CYP2D6-cybcTpaTtamn, SiKi MatOTb BY3bKWIA TepaneBTUYHUIA IHAEKC. YCi OCNifKEHHS B3aEMO/IT in vivo NpoBoannncst 6e3 CynyTHbLOIO 3aCTOCYBaHHS
LMK/OCMOPUHY.

IHri6iTopn AM®. CynyTHE 3acTocyBaHHA CepTuKaHy Ta iHri6iTopis AMNd Moxke 36iNbWLNTY PUSNK aHFIOHEBPOTUYHOIO HabPSIKY .

B3aemogis npenapaTy 3 i>Keto/Hanosmu. FpeindpyT i rpeingpyToBMiA CiK BNIMBaKOTL Ha aKTUBHICTb LMTOXpoMy PA50 i Pgp, ToMy A0ro BXXMBaHHS Cif YHUKATU.
BakuuHauis. IMyHocynpecaHT MOXYTb BN/IMBATW Ha BIAMOBIAHY peakuito Ha LeneHHsa, TOMy BaKUMHaLif, NpoBeaeHa nifg vac nikyBaHHA CepTUKaHOM, MOXe OyTu
MEHLL epeKTMBHO. 3aCTOCYBaHHSA XWBUX BaKLUUH Cif YHUKATW.

Oco6MBOCTI 3aCTOCYBaHHS.

IMyHocynpecis

ICHYtOTb 06MeXeHi faHi npo 3acTtocyBaHHs CepTukaHy 6e3 iHribiTopa KanbumHeBpuHy (IKH), 30Kpema uMKnocnopuHy abo Takponimycy. MigBuieHnii prsmk
rOCTPOro BiATOPrHEeHHS CNOCTepiraBca y nayieHTiB, AKi npunuHuan npuiiom IKH, NopiBHAHO 3 TUMW, AKI NPOA0BXYBanu npuiimatn IKH.

Y KNiHiYHUX BUNPoOYBaHHAX CepTUKaH 3aCTOCOBYBa/IM O4HOYACHO 3 MIKPOEMY/bCIEHD LIMKIOCMOPUHY abo 3 TakKpoiiMycoM, 6a3nnikcmaboM i KOpTUKOCTepoiamu.
AJeKBaTHI JOCNiIPKEHHA 3acTOCyBaHHA CepTuKaHy y KOMGiIHaUIT 3 iHLWXMK iIMyHOCYnpecaHTaMu, KpiM 3a3Ha4yeHnX, He MPOBOAMNCS.

AJeKBaTHI JOCMIIKEHHA 3aCTOCyBaHHA CepTUKaHy navieHTaM 3 BUCOKUM IMYHOIOTIYHUM PU3UKOM He MPOBOAUINCS.

PeLnnieHT! HUPKOBMX TPaHCMIaHTaTIB NPW X0N0A0BIN ilwemii > 40 roguH, NO3UTUBHUM KPOC-MapKepoMm T-KAiTWH 3i cneymgiyHO AOHOPCLKOK TpaHCchys3ieto bynun
BUK/IKOYEHI 3 KNIHIYHUX JOCNiMKeHb. Y KNiHIYHI BUNPo6YyBaHHS NPU CepLeBMX TpaHCMNaHTaTax He Oynv BKIKOYEHI NaLieHTU 3 NaHeNb-peakTUBHUM aHTUTINIOM
(PRA) > 20 %. Mpy 060X NOKa3zaHHAX NauieHTV Bynn BUKNOYEHI, AKLWO BOHU Main MnepecasKy KifibKOX COMIAHMX OpraHis (BK/IOYaoum Bifibll HIXX OA4HY HUPKY),
SIKLLLO Y HMX Byna nonepeaHs TpaHcnaHTawis opraHa abo SKLL0 BOHM 6ynm oTpumyBavem ABO-HeCcyMiCHUX opraHiB. IMyHONOriYHWIA pU3KK Y NaLieHTIB, SKi He B6ynn
BUKJ/THOYUEHI 3 BUNPOOGYBaHb, 3rifHO 3 BULLE3a3HAYEHMUN KPUTEPISMU, BBAXKABCS HEBE/TMKUM.

TpaHcnnaHTauis cepus: NnpoTUNnoKasaHHs iHAYKyBaHHA aHTU-T-niMoLuTapHUM iMyHOrno6yniHom

IHOYKYBaHHSA aHTU-T-MiMGOUMTAPHUM  IMyHOr106y/1iHOM i3 CyNyTHIM 3acTocyBaHHsSM CepTuKaHy/UMKNIOCNOPUHY/CTEPOIAiB MPOTUMNOKa3aHe. Y  K/iHIYHOMY
[OCNiPKEHHI 3a y4acTHo NalieHTiB, SKMM NPOBOAUIACh TpaHCnaHTauis cepus (gocnifpxeHHa A2310), iCTOTHO NigBULLEHWI piBEHb CMEPTHOCTI | 3aXBOPIOBAHOCTI Ha
Cepro3Hi iH(eKLiT cnocTepiraBcs MpOTAroOM Mepliyx TPbOX MICALIB Micns TpaHCnNaHTauil B Nigrpyni MauieHTiB, AKi OTpUMyBa/M IHAYKLiAHY Tepanito 3
3aCTOCYBaHHAM aHTU-T-NiMOUUTApPHOro iMyHOrno6yniHy i eseponimycy (EBP), B NOPIBHSHHI 3 aKTMBHOK KOHTPO/LHOK FPYNo, B SKilA BBOAMBCS MOMETUNY
mikogpeHonat (MM®). 3pocTtaHHA cMepTHOCTI 6y/1I0 0CO6/MBO MOMITHUM Y MauieHTIB, rOCNITaNi30BaHUX [0 TPaHCMAaHTauil i akum 6yna noTpibHa JOMOMDKHA
LwnyHoukosa cuctema (VAD) (cmepTb npu 3actocyBaHHi EBP 5/9 (55,6 %) nopiBHAHO 3 MM® 1/14 (7,1 %)). He3anexHo Big QyHKLUiIT HUPOK, CMePTHICTb Oyna
3Ha4YHO GiNbLLUOK MPW 3aCTOCYBaHHI €BePONiMyCy B MOPIBHAHHI 3 MikotheHonatom y nigrpyni aHTU-T-niMgoumMTapHOro iMyHornobyniHy. OgHak y nauieHTis 3
MopyLUEHOI (hYHKUier0 HMPOK (LUK® < 40 mn/xB) yYacTKa cmepTeld 6yna ocobnMBo BUCOKOH, Maike 30 % (cmepTb npu 3actocyBaHHi EBP — 6/21 (28,6 %)
nopieHaHO 3 MM® 2/20 (10 %)).

Cepiio3Hi i ONOPTYHICTUYHI iHeKuiT

MauieHT, AKi 3aCTOCOBYHOTb IMyHOAenpecaHTn, y Tomy yucii CepTukaH, MatoTb NIABULLEHWIA PU3MK OMOPTYHICTUYHUX TH(eKLin (6akTepiasbHUX, rpubKOBKX,
BIPYCHUX i NPOTO30MHMX). MOBIAOMNANOCA TaKOXX NPO NeTanbHi IHPEKLIT | cencuc y nauieHTIB, Wo oTpumyBann CepTuKaH.

Cepefi ONOPTYHICTUYHUX TH(EKLIN, A0 AKMX MOXYTb OYTU CXWbHI NalieHTW, SiKi 3aCTOCOBYHOTb IMyHOAEenpecaHTW, € MOoMioMaBipyCHI IH(EKUii, cepes HUX:



BK-BipycacoujiiioBaHa HegponaTis, WO MOoXKe NpuU3BECTN A0 BTpaTW TpaHCniaHTata HUpKK, i JC-BipycacoLliiioBaHa nporpecytoya poscisHa neinkoeHuehanonaris
(PML), Wo mMoxe MaTu netasibHWin Hacnigok. Lli iHgeKLiT 4acTo NoB’si3aHi 3 BUCOKMM 3aras/ibHUM IMYHOCYMNPECUBHUM HaBaHTaXKEHHAM, LLLO MOBUHHI BpaxoByBaTu
nikapi npy audepeHUiHiin giarHocTMLi NayieHTiB 3 0cnabneHUM iMyHITETOM i MOTiPLUEHHAM (YHKLIT HUPOK a60 HEBPOMOTIYHUMYM CUMNTOMaMM.

Y KNIHIYHUX gocnigpkeHHAX CepTukaHy NpoTMMIKPO6Ha NpodinakTuka NHEBMOHIT, CnpuymMHeHol Pneumocystis jiroveci (carinii), i uMtomeranosipycy (LLMB) 6yna
pPeKOMeHA0BaHa Nicns TpaHcnnaHTaui’, 0co6MBO AN NaLieHTIB, CXUbHMX A0 NiABWLLEHOIO PUSMNKY OMOPTYHICTUYHUX IHEKLLIN.

MopyLUeHHs YHKLIT NeYiHKu

Y nauieHTiB i3 NOPYLUEHHAM PYHKLIT NeYiHKM HEeOOXigHO peTeslbHO KOHTPO/HOBATU MiHIMaNbHI PiBHI eBeposiimycy Y KpoBi (Cp), Ta PEKOMEHAYETLCA KOPUTYBaHHSA

[031 eBeponimycy (amB. «Cnocib 3aCTOCYBaHHA Ta [03U»).

B3aemogis 3 NOTYy>XHUMM iHriGiTopamu, iHaykTopamu CYP3A4

CyMicHe 3acTocyBaHHA CepTuKaHy 3 BUpaXeHUMU iHri6iTopamy CYP3A4 (Hanpuknag 3 Takumu, SIK KETOKOHa30/1, iTpakoHa30/1, BOPMKOHA30/1, KIapUTPOMILH,
TeNiTPOMIUMH, puTOHaBIp) Ta iHaykTopamn CY P3A4 (Hanpyknag 3 pudamniyyHom, pudabyTUHOM) He PEKOMEHAYETLCS, AKLLLO KOPUCTb He NepPeBULLLYE PUSKK.
MOHITOPUHT MiHIMa/IbHUX PIBHIB eBeposiimycy Y LinicHin KpoBi (Cg) PEKOMEHAYETLCA MPOTArOM OLHOYACHOI0 3aCTOCYBaHHSA iIHAYKTOpIB abo iHribiTopis CYP3A4, a

TaKOX MiCNs 3aKiHYEHHS X 3aCTOCYBaHHS (AMB. «B3aeMOAis 3 iHWMMM NiKapCbKUMYM 3ac06aMK Ta iHLWI BUAW B3aEMOLIN»).

Nlimhomu Ta iHLWI 3N109KICHI HOBOY TBOPEHHS

Y nauieHTiB, AKi 3aCTOCOBYOTb IMYHOCYNPECcaHTH, BKIoUatoum CepTrKaH, MOX/IMBUIA NiABULLEHUIA PU3MK PO3BUTKY NIMJOM a60 iHLLIMX 3/105KICHUX HOBOYTBOPEHD,
0c06mBO WKipy (aunB. «IMo6iuHI peakuii»). MepenbayvaeTbes, WO abCONOTHUA PU3UK CKOPILLe MOB’A3aHWIA i3 TPUBANICTIO Ta IHTEHCMBHICTIO IMYHOCYNPECIT, HiX i3
3aCTOCyBaHHSAM MEBHOr0 NiKapcbKoro 3acoby. MauieHTaM HeobXigHO pPerynspHo 06CTeXYBaTUCA Ha HasBHICTb HOBOYTBOPEHb LLKIpPW, peKOMEH0BAHO 06MeXyBaTu
BM/IMB COHAYHOr O CBITNa Ta Y/NbTpadioNeToBMX NPOMEHIB, C/if BUKOPUCTOBYBATY BiAMNOBIAHWI COHLLE3aXUCHUIA KPeM.

linepninigemis

CymicHe 3actocyBaHHA CepTuKaHy | MIKPOeMY/bCiT LUMKIOCMOPUHY MauieHTaMm, AKi MepeHecnM TpaHChnaHTauito, Oyno noB’a3aHO 3i 36i/bLUeHHAM PiBHA
XONeCTepuHy i Tpurniuepuiis y cuposaTtuli KpoBi, WO MOXe MoTpedyBaTy BIAMOBIAHONO NiKyBaHHA. Y Maui€HTIB, AKUM npudHadeHo CepTukaH, MOTPiGHO
KOHTPO/OBATK piBeHb NiNifiB i y pasi HeobXiAHOCTI NPOBECTM Teparito, L0 BKIOYAE NpenapaTtu, Ki 3HUXKYHTb PiBeHb NiNigiB, i NpU3Ha4MTK BigNOBIAHY AiETY
(amB. «B3aemogis 3 iHWMMM NiKapCbKUMK 3ac06aMn Ta iHLLI BUAM B3aEMOSIN»).

[N nayieHTiB i3 HasABHOLO rinepninigemieto nepes novaTKkoM iMyHOCYNPECUBHOI Tepanii, BKoYatoum CepTukaH, Cnif 3BaXKMTN NOTEHLiAHY KOPUCTb Bif NiKyBaHHS
npenaparoM i MOX/MBUN pU3MK. Tak caMO HeoOXifHO Lie pa3 3BaXUTU KOPUCTb | PU3MK MPOLOBXeHHs Tepanii CepTMKaHOM [AJ1 XBOPUX i3 TSHKKOK CTiliKOK
rinepninigemieto.

Y nauieHTiB, fKi 3aCTOCOBYIOTb CepTuKaH y NoeAHaHHi 3 iHri6iTopom MMIMT-KoA-peaykTasm i/abo ¢ibpaTom, cnif KOHTPOMOBATM MOXK/IMBMIA PO3BUTOK pabaomionisy
Ta IHWKUX NOBIYHUX edheKTiB, AK ONNCAHO Y BIANOBIAHIN IH(pOPMAaLT PO NPU3HAYEHHSA LUX NTIKAPCbKMX 3ac06iB (AUB. «B3aemMofif 3 IHLIMMM liKapCbKUMK 3acobamu
Ta iHLWI BUAM B3aEMOAI»).

AHTiOHEBPOTUYHUIA HABPSK

CymicHe 3actocyBaHHa CepTuKkaHy i iHri6itopis AlN® yacTo NpM3BOAMIO SO BUHUKHEHHS aHTIOHEBPOTUYHOIO HAOPAKY. (4UB. «B3aemogis 3 iHWNMUN NiKapCbKNMK
3acobamu Ta iHLLI BUAW B3aEMOAIN» Ta « MoBiUHI peakLii»).

HepoTOKCHYHICTb

3actocyBaHHs npenapaty i3 BUCOKMMW [03aMW LMKNOCMOPUHY MiABULLYE PUSUK BUHWKHEHHS MOPYLUEHb (YHKLUiI HUPOK, TOMY HEOOXifHe 3HVXXEHHS [03W
LMKNOCMOPUHY, AKWNIA 3aCTOCOBYHOTb

y KombiHauii 3 CepTMKaHoM A5 NpogifakTUKMU NOpYLLEHb (YHKLIT HUPOK.

PerynspHuii MOHITOPUHT PYHKLiT HUPOK peKOMeHAY€ETbCA BCiM NauieHTam. Cnig MaTv Ha yBasi, Lo nalieHTam i3 NiABMLLEHNM PiBHEM KpeaTUHIHY Y CMPOBaTLLi KPOBi
6yae noTpibHa BignoBigHa MoAMdiKaLis pexumMy imyHocynpecii. HeobxigHO A0TpUMYBaTUCS 06EPEXHOCTI MPWY OAHOYACHOMY MPU3HAYEHHI 3 IHLUUMK NpenapaTamu,



fIKi HEraTMBHO BM/IMBAKOTH HA (PYHKLIKO HAPOK.

MpoTeiHypis

3acTocyBaHHA CepTukaHy 3 iHri6iTOpoM KanbumHeBpuHy (IKH) y nauieHTiB i3 HMPKOBUM TpaHCN/IaHTaTOM de novo MoXKe CynpOBOKYBATUCA MOCWUIEHHSIM
NPOTeIHYpIT. PU3unK 36iNbLIyeTbCA NPY NigBULLEHI PIBHIB €BEPONIMYCY B KPOBI. Y MaLi€HTIB i3 HUPKOBMM TpaHCNNaHTaTOM Npu cnabo BUpaXKeHii NpoTeiHypil nig
yac NPoBefeHHA NiATPMMYOYOT Tepanii iIMyHOAenpecaHTaMm, BKIKOYakoUM iHTiBITOP KalbLMHEBPUHY, Oy MOBIAOMIEHHS NPO 306iNbLUEHHS PiBHSA NPOTETHYPIT, KoMK
3amictb IKH npusHavanm CepTukaH. Mpy NpUnmnHeHHI 3actocyBaHHA CepTuKaHy Ta NOBepHEHHI A0 3acTocyBaHHA IKH BigMiyanacs 380pOTHA peakLisi. Y nauieHTis,
AKi 3aCTOCOBYOTb CepTUKaH, He06XiAHO KOHTPO/IHOBATU PiBEHb MPOTETHYPIT.

Tpom603 HAPKOBOIO TpPaHcniaHTaTa

Bynn NoBifoM/IEHHS NPO 36iNbLUEHHSA PU3NKY BUHUKHEHHS TPOMOO03Y apTepiil Ta BEH HUPKW, L0 NPU3BOAMB [0 BIATOPrHEHHS TpaHcniaHTarta. Lie ABuLle HalvacTille
crnocTepiranock npotsarom neplumx 30 AHIB Nicns TpaHcniaHTauii.

YCKnafiHeHHSA NPU 3aroeHHi paH

CepTukaH, SK i iHWi iHriéitopu mTOR, MoXe nocnabnoBaTy NPOLEC 3ar0eHHA paH Ta NPU3BOAUTU A0 TaKMX YCKNaAHeHb MiCNsA TpaHCNaHTauil, K PO3X0MKEHHS
Kparo paHu, HaKOMUYEHHS PiAVHK, paHOBa IH(EKL IS, MPU AKX MOXXe Bye NOTPi6He A0AaTKOBE XipypriuHe BTPYYaHHS.

Haibinbw yacto nosigomnsnoca nNpo niMdouene y peyunieHTiB HUPKOBOMO TpaHCM/laHTaTa i3 TeHAeHL 0 nepeBaXKaHHS Yy NauieHTiB 3 6iflbll BUCOKMM iHLEKCOM
macu Tina.

MepvkapAianbHWid | nnespanbHUA BUNIT

YacToTta nepvkapgiasibHOro i niespaibHOro BAMOTY NifBKMLLEHA Y PeLMMNIEHTIB CepLEBOro TpaHCcnaaHTara; Wi asuwa BigoysaroTbea 34e6iboro npotarom 30 AHIB
(6inbwe 75 % BuNagkis).

Yornosiye 6e3nnigas

B meanuHiiA niTepaTypi MOBIiJOMASETLCA NPO 0BOPOTHY a300CMepMmito i ofirocnepmito y nauieHTiB, AKi 3acTocoByBasn iHri6iTopy mMTOR. [oKniHiYHi
TOKCUKONOTiYHI JOCNIKEHHA MOKa3asn, WO eBeposliMyc MOXe 3MeHLWWUTU criepMatoreHes. Yonosive 6e3nnigaa cnif posrnsgatvt AK NOTEHUINHWMIA pu3nK npu
Tpusanini Tepanii CepTrkaHOM.

TpPOMOOTMYHI MiKpOaHrionaTU4Hi po3naan

Mpn ofgHo4yacHOMYy 3acTocyBaHHIi CepTuKaHy Ta iHri6iTopa KanbuuHeBpuHy (IKH) MoXe nigsuulyBaTtuUCA pPu3MK  BUMHUKHEHHA |KH-iHAyKoBaHOro
remMoniTMKO-ypPeMidHOro CMHAPOMY / TPOMBOTUYHOT TPOMOOLMTONEHIYHOT Nypnypy / TPOMBOTMYHOT MiKpoaHrionarii.

rMopyLLEeHHsI 06MiHY peyoBUH/ HeNepeHOCUMICTb JOMOMIMKHUX PEYOBUH

MauieHTam i3 pigKiCHUMK cnagKoBMMM POpMamMy HeMepPeHOCUMOCTI ranakTosu, AediuMToM nakrasm abo 3 CUHAPOMOM F/1HOK030-raaKTo3HOT MasibabcopbLii He chif
3aCTOCOBYBATH Lieii npenapar.

Llein nikapcbKunin 3acib6 MiCTUTb N1aKTO3Y, TOMY AIKLLO Yy Bac BCTAHOB/IEHO HEMEepeHOCUMICTb AeSKMX LKPIiB, MPOKOHCYNbTYATECA 3 NiKapeM, NepLL HiXXK NpUMaTK Lei
niKapcbKuii 3acio.

IHTepcTULianbHI 3aXBOPHOBAHHSA NEreHiB

Bunagku iHTepCcTULiaNIbHOMO 3aXBOPHOBAHHSA NEreHiB, TOOTO iHTpanapeHXiMaTO3HOr0 3anasieHHs nereHiB (MHEBMOHIT) Ta/abo (hibpo3y HeiHMEKLINHOT eTioNOriT, AesiKi
3i NeTa/lbHUM HACNiLKOM, CMIOCTepirancs y XBopmx, aki 0TprMyBasn panamiumH abo oro noxifgHi, y Tomy uncni CeptukaH. [iarHo3 iHTepcTULiafbHUA NOIKICTO3
nereHb (ILD) HeobXxigHO AndepeHUitoBaTM Y MaLEHTIB i3 CUMNTOMaMK IH(EKLINHOT MHEBMOHIT, Sika He NiAAAETbCs NiKyBaHHIO aHTUGIOTUKaMK, ane IH(EKLinHI,
HeoMMaCTUYHI Ta iHWI HeMeAMKaMEHTO3HI NPUYMHI By BUK/KOYEHI NpW NPoBeAeHHI BianoBigHMX 06CcTexXeHb. CTaH MaLuieHTiB, AK NpaBunio, NoKpallyBascs nicns
BiAMIHV CepTukaHy Ta/abo npw npusHayeHHI rIOKOKOPTUKOIAHOTTepanii. MpoTe TakoX Bif3HAYa/IMCh NIeTa/lbHI BUNALKW.

Hosi BuNagku LyKpoBoro giabeTy

Mpn 3actocyBaHHI CepTuKaHy crocTepirasoca 36i/blUeHHA PU3NKY BUHWKHEHHA LYKPOBOro fAiabeTy nicnd TpaHcniaHtauii. ToMmy cnif KOHTPOMtoBaTu



KOHLLeHTpaL,ito ITHOKO3M Y KPOBi NaLieHTIB, AKI 3aCTOCOBYHOTb CepThKaH.

BakumHauis

IMyHOCYynpecaHTU MOXYTb BNAMBATU Ha BIAMOBIAHY peakLito Ha LUEneHHs, TOMY BakLMHauis, npoBefeHa Mig yac NikyBaHHS CepTMKaHOM, MOXe OyTV MeHLL
eheKTMBHOI. 3aCTOCYBaHHS XUBWX BaKLMH CNij YHUKATU.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHA rpyaato.

He icHye afiekBaTHWMX [JaHWX LWOAO 3acTocyBaHHS CepTukaHy Yy nepiog BariTHOCTI. [OCNifKeHHA Ha TBapuvHaxX MPOAEMOHCTPYBa/M edeKTV PenpoayKTUBHOT
TOKCUYHOCTI, BKNHOYAKOUMN EMOPIOTOKCUYHICTb Ta )eTOTOKCUMYUHICTb. MOTEHUIAHNIA PU3MK He BCTaHOBNEHUI. CepTKaH He MOXKHa Npu3HavaTu y nepiof BariTHOCTI,
AKLLO MOTEHLiHA KOPUCTb A1 BariTHOI He NepeBULLYE NOTEHUIMHWUIA pu3nK ana nnoga. XKiHOK penpojyKTUBHOIO BiKy He06XifHO NPoiH(OpMyBaTK Mpo Te, LLO M
CNiJ BUKOPWUCTOBYBATU e(heKTUBHI METOAN KOHTpaLenyii nig vac Tepanii CepTMKaHOM i MPOTAroM 8 TWXKHIB NIC/S NPUNUHEHHS NTIKYBaHHS.

HeBifiomMO, 4Yn NPOHMKAE eBEPONIMYC Y rPyAHE MO/IOKO, afie B JOCNIIKEHHSAX Ha TBapnHaxX eBeposiimyc Ta/abo 1oro MeTaboniTi Nerko NPOHNKann B rpyaHe MOJIOKO
LypiB. ToMy Ha nepiog NikyBaHHA NpenapaTom Cif NPUNUHATY rofyBaHHA rpyAAHo.

30aTHICTb BNAMBATM Ha LWBMAKICTb peakuii Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHWMMU MexaHi3Mmamu.
JocnifpkeHHs BNAVBY npenapary Ha 34aTHICTb KepyBaTy aBTOTPAHCMOPTOM i MpaLtoBaTu
3 IHWMMW MexaHi3MaMun He NPOBOAWNCS.

Cniocib 3acTocyBaHHSA Ta A03Mu.

NikyBaHHA CepTUKaHOM Mae MPOBOAMTU B YMOBaxX CTauioHapy /uwie fikap, Y fKOro € A0CBiA iMyHOCYMNpPecuBHOT Tepanii i NiKyBaHHA MauieHTIB nicnd
TpaHCNNaHTaLiT OpraHiB i SKUA Mae JOCTYN L0 KOHTPOJIO PiBHIB €BEPOIMYCY Y LiNICHIA KPOBI.

[opocni. JoboBy fo3y CepTukaHy Cnij, 3aCTOCOBYBaTW NepopasibHO, PO3MNOAINMBLUN Ha 2 NpUitoMn

(2 pasu Ha fo6y). CepTukaH cnif npuiimati abo 3 keto, abo MiXK npuitomamMm Ki, B O4UH i TOW Xe caMuid yac, Lo i uuknocnopuH (y BUMAAAI MiKpoemynbCiT) abo
Takponimyc.

CepTuKaH NpU3HaYeHNn e 418 NepopaibHOro 3aCTOCyBaHHS.

Tabnetkn CepTuKaHy C/if KOBTaTU LiIMK, 3anmBatoumn 1 CKISHKOK BOAM Ta He NOAPIGHIOKYM Nepes 3aCTOCYBaHHSAM.

[nda nayieHTiB, AKi oTpUMytoTb CepTuKaH, MoXe 6yTn He0OXiAHUM KOPUTYBaHHS 03U, WO 3a/1eXNTb Bif AOCATHYTUX PiBHIB €BEPONIMYCY Y KPOBI, NePEHOCMMOCTI,
iHAVBIAYabHOT BIAMOBIAHOT peakLil, 3MiH Y CYNyTHbOMY JliKyBaHHI i KNiHIYHIA KapTuHI. KopuryeaHHs 031 MOXHa 3[iACHIOBATH 3

4-5-neHHMU iHTepBasiamu (AVB. «MOHITOPUHT TepaneBTUYHMX KOHLIEHTPaLii»).

[o3a 3 Mr npoTmnokasaHa, OCKiNIbKW Pi3Hi 4OCNIIKEHHSA NoKasann NiABULEHHA CMEePTHOCTI NMPW 1T 3aCTOCYBaHHI.

TpaHcnnaHTauis HUPKK | cepus. PekomMeHZ0BaHa NnoYaTKoBa f03a npenapary cTaHoBUTL 0,75 Mr [Biyi Ha ileHb Ta MOBMHHA 3aCTOCOBYBATMCA AKOMOTa LUBMLLE NiCs
TpaHcnnaHTauii. LlinboBMin MiHiManbHWiA piBeHb cknagae 3-8 Hr/mh.

MayieHTn HerpoigHoT pacu. YactoTta nigTBepaAXeHnX Biorncieto BUNaLKiB rocTporo Bi4TOPrHeHHA TpaHcnnaHTaTa 6yna 3Ha4yHO BULLOKO Y NaUieHTIB HErpoiAHOI pacu,
HDK Y NpeAcTaBHUKIB iHWMX pac. [loTenep faHi Npo eeKTUBHICTL | 6e3neky npenapaTty 06mexKeHi, abu faTv MeBHI PpeKoMeHau T WoAo NiKyBaHHSA €BEpOsIiMyCOM
nawieHTiB HErpoigHOI pacu.

AiTw. JocTaTHi faHi wopo 3actocyBaHHA CepTuKaHy A5 NiKyBaHHA AiTei BigCYTHI, W06 NiATBEPAUTM MOr0 NpM3HaYeHHs nauieHTam Wiel BikoBol rpynu. OaHak
iICHYE 06MeXXeHa iHhopMaLis Npo nepecagpkeHHs HUPKK y aiTel (AnB. «PapMaKonoriyHi BNacTUBOCTI»).

MauieHTn NiTHLOro BiKy (= 65 pokiB). KniHiYHMIA A0CBIf4 3acTOCYBaHHA MpenapaTy MauieHTaM BiKOM NoHag 65 pokiB 06mexeHuid. OfiHaK HemMae O4YeBUAHMX
PO3XOMKeHb Y (PapMaKOKiHeTUL i eBeponiMycy Y nauieHTiB 65—70 pokiB I CTapwmMx y MOPIBHAHHI 3 (DapMaKOKIHETUKOK Y NauieHTIB 6ifibll MOMOAOr0 BiKy (AMB.



«®DapMaKosIoriyHi BNIaCTUBOCTI»).

MauieH T 3 HUPKOBOK HeJOCTaTHICTI0. KopuryBaHHs 1031 He NOTPi6He (AnB. «PapMakoioriyHi BlacTUBOCTI»).

MayieHTn 3 Ne4iHKOBOK HEAOCTATHICTIO. Y MaUieHTIB i3 MOPYLUEHHAM PYHKLIT NeYiHKM HeOOXiAHO PeTeslbHO KOHTPOOBATU PiBHI €BEPO/IIMYCY Y LiNICHIMA KPOBI
(Cp)- MaujeHTaM i3 NeYiHKOBOK HELOCTATHICTIO Bif, NErkoro o NOMIPHOro CTyneHs (knac A 3a knacudikauieto Yainga-n’o) fosy cnif 3MeHWUT NpUMBansHO 40

[BOX TPETMH 3BUYaHOT A03W. [N NauieHTIiB i3 NeYiHKOBOK HeAOCTaTHICTHO Bif MOMIPHOIro A0 TSXKKOro ctyneHs (knac B a6o C 3a knacudikauieto Yaiinga-’to)
[03y HEoOXifHO 3MEHLMTU NPUOAN3HO [0 MONOBUHM 3BMYAHOI [03W. Mojasiblie TUTPYBaHHA LO3WM Mae FPYHTYBaTUCA Ha MOHITOPUHIY TepaneBTUYHUX
KOHLEHTpaLiiA.

MOHITOPUHI TepaneBTUYHNX KOHLEHTpaLii. PeKOMeHAYETbCA KOHTPONb TepaneBTUYHOrO PIiBHA €BeponiMyCy Y LifiCHIN KpoBi. 3rigHo 3 JaHWMWM aHanisy
«BMN/IMB—eMEKTUBHICTb | BNIMB—Oe3neka», NauieHTH, y AKUX MiHIMafbHWUIA piBeHb eBeponiMycy Y uinicHii Kposi (Cg) gocaras > 3 Hr/M, Maiy HUXKYY 4YacToTy

Ni4TBEPAKEHOr0 GIOMNCIED rOCTPOro BIATOPrHEHHS SK HMPKOBOrO, Tak | CepLeBOro TpaHcnjaHTara. PeKoMeH0BaHa BEPXHS MeXa TepaneBTUYHOro fianasoHy He
NMoBMHHA MepeBumLLyBaTn 8 Hr/mn. [o3a noHag 12 Hr/mn He pgocnifxysanaca. OnucaHi Bulle PeKOMeHAOBaHi Aiana3oHn eBeposiiMycy IPYHTYHOTbCA Ha [JaHuX,
OTPMMaHuX MeTofamu PiAMHHOT XpomaTorpadii i TaH4EMHOI Mac-CreKTPOMETPII.
OC06/1IMBO BaXK/IMBO KOHTPO/IHOBATU KOHLIEHTpaLit0 €BEPONIMYCY Y KPOBI NawuieHTIB i3 MeYiHKOBOK HeAOCTaTHICTIO; MPWY O4HOYACHOMY 3aCTOCYBaHHI BMPaXKEHUX
iHaykTopiB CYP3A4 Ta
P-rnikonpoTeiHy abo iHribiTopis, a TaKoX Mic/s 3aKiHYeHHS X 3aCTOCYBAHHSA; NP ICTOTHOMY 3HVKEHHI J03M LMKNOCNOPUHY abo NPUNUHEHHI AOr0 3aCTOCYBaHHS
(anB. «B3aemogis 3 iHWMMKM NiKapcbKUMM 3ac06amm Ta iHLLI BUAW B3aEMOLIN»).
OnTnmManbHo, LWo6 Kopekuis fo3nm CepTukaHy 3filCHIOBanaca Ha MiAcTtasi GiNbll HiXX OAHOr0 BUMIPKOBaHHS MiHiMasbHOT KOHUeHTpauii (Cp), NpoBeAeHoro He
paHiwe HiXK yepe3 4-5 AHIB MiCNsA OCTaHHLOI 3MIHW A03W. Y MauieHTIB 3 MeYiHKOBOK HeJOCTaTHICTIO KOPWUryBaHHA [03M Mae rpyHTYBaTUCA Ha 2 MOCNILOBHMX
BMMIPIHOBaHHAX MIHIMA/IbHOIO PIiBHA 3 ypaxyBaHHAM TPMBA/IOro nepiogy HanisBMBeAeHHS eBeponimycy. OCKIfIbKM LMKNOCTMOPUH B3aEMOZIE 3 eBepo/iMycoM, PiBHI
€BeposliMyCcy MOXYTb 3HWXKYBATUCA NPV 3MEHLLUEHHI [03U LMKIOCMNOpUHY (TO6TO MiHiManbHa KoHueHTpauis (Cp) < 50 Hr/mn) (gus. «Bsaemopgis 3 iHWMMMK
NiKapcbK1MM 3aco6amu Ta iHLLi BUAMN B3aEMOAI»).
PekomMeHA0BaHi 03X LMKNOCMOPUHY NpK TpaHcniaHTauii HUpoK. CepTMKaH He C/if 3acTOCOBYBaTW MPOTATOM TPUBAIOr0 Yacy OAHOYACHO 3 BMCOKMMWU [03amu
LIMKIOCMOPUHY. BHACNIAOK 3HVKEHHSA [03U LIMKNOCMNOPUHY Y MaLieHTIB i3 HUPKOBMM TPAHCN/IAHTATOM, fKi 3aCTOCOBYOTb CepTuKaH, NoinwWyeTbCs PYHKLIA HAPOK.
Tepanito CepTMKaHOM Ta 3MeHLUEHHS 403W LMKIOCMOPUHY | CTEpOiAiB NOTPIGHO noymnHaTK odpasy Micna TpaHcnnaHTayii HUpKKU. CepTKaH He CNif 3aCTOCOBYBaTU
0[JHOYAaCHO 3 BMCOKMMM [03aMW LIMKIOCMOPUHY. Y xoai gocnimkeHHs A2309 cepefHs Mo4vaTKoBa [03a LMKIOCMOPUHY CTaHoBuNa 5,21 + 2,72 mr/kr/goby. B
noAanbLLIOMy [03Y KOpUryBan O [OCATHEHHA PEKOMEHZOBaHOro LifIbOBOr0 PiBHA LMKIOCMOPUHY B KPOBI (4MB. Tabnuuio 2) 3 MOCTYMNOBMM 3HUXKEHHAM [0
cepeHbOT fo3n 1,49 + 0,68 mMr/Kr/foby i cepefHbOr0 MiHIMa/IbHOIO PiBHSA LMKIOCNOPUHY B KPOBI 55 + 38 Hr/mn o 12-ro micsug.
Tabnuus 2
PekoMeH0BaHWi fiana3oH MiHiManbHUX PiBHIB LMKNOCMOPUHY B KPOBI Y NauieHTIB, AKi npuiiMatoTb CepTuKaH
Mpenapat 1-i micsup 2-3- micaui 4-5-i micaui | 6-12-i micaui
Huknoenopuit Co |16 500 75-150 50-100 25 50
(Hr/mn)
AKWO CKOPOYEHHS BMIMBY LMKIOCMNOPUHY MPU3BOAMTL [0 O3HaK BIATOPrHeHHA TpaHCniaHTata, CAif nepernsaHyTW AOUINbHICTL MOAANIbLUONO NiKyBaHHS
CepTuKaHoOM.
Mepeq 3MEHLUEHHAM [031 LIMKIOCMOPUHY HEOOXiAHO BCTAHOBUTH, LLO PiBHOBAaXKHA MiHIMasIbHa KOHLiEHTpaL,is eseponimycy Y winicHiin kposi (Cg) = 3 Hr/ma.
[na Tpusanoi Tepanii (6inbwe 12 micAuis), icHye obMexeHa iHopmauis oo fo3 CepTukaHy 3 MiHiManbHUM piBHeM uuknocrnopuHy (Cg) Hxk4e 50 Hr/mn abo

piBHeM Co HuKue 350 Hr/mn.




PekomeHf0BaHi [031 LMKIOCMOPUHY NpU TpaHcnnaHTaLii cepus. MauieHTn, AKi nepeHec/n TpaHCMnaHTauito cepus, y NiATPUMYOYIA (asi NiKyBaHHSA MOBUHHI
OAEeP>KyBaTu 3MeHLLEHY [03Y LMKNOCNOPUHY K AOMYCTUMY L03Y 3 METOK MOJIMNLWEHHSA HAPKOBOT PYHKLLT

(aus. Tabnuuto 3). Y nauieHTIB, AKi NepeHecnn TpaHCnaaHTauilo cepud, 403a LMKIOCMOPMHY MOXKE rPYHTYBaTUCA HA MiHIMa/IbHUX PIBHAX LMKNOCMNOPUHY Y KPOBI,
BKaszaHuX y Tabnuui 3.

Tabnmus 3
TpaHcnnaHTauis cepus: PeKOMeHA0BaHI MiHiMasbHI PiBHI LMKMNOCNOPUHY Y NaLieHTIB, SKi npuiimatoTb CepTuKaH
Mpenapat 1-i micaup | 2- micaus | 3—4 micaui | 5-6 micaui | 7-12 micsui
LinknocnopuH
Co (Hr/Mn) 200-350 150-250 100-200 75-150 50-100

PeKkoMeHAYETbCA NPOAOBXKYBATU LOTPUMYBATUCS 3HUXEHUX MiHIMa/IbHUX PiBHIB umknocnopuHy (Cg)_50-100 Hr/mMn nig yac 3acTOCyBaHHS MOro y KoM6iHauii 3

CepTMKaHOM NpoTArom 12-micsA4Horo nepiofy nikyBaHHs. NpoTe AaHi WOAO NaLieHTIB 3 TpaHCNIaHTaLie0 cepus, SKi MPOAOBXKYBaIN LEi PeXNM NiKyBaHHS 6ifbLu
HiDXK 12 micsLiB, Hapasi 0OMeXeHi.

PiBHI LMKIOCMOPWHY CNif peTeNbHO KOHTPONIOBATK Ana 3abe3rneyeHHs 1X BifnoBiAHOCTI peKOMeHA0BaHOMY fiana3oHy A8 3HVKEHHS PU3NKY He()POTOKCUUYHOCTI
(amB. «OCOBNMBOCTI 3aCTOCYBaHHS»).

MauieHTn, y SKUX NOCTINHWIA PU3MK BIATOPrHEHHS TpaHCMIaHTaTa NepeLlKomKae TUTPYBAHHIO 40 3HVXXEHOr0 PiBHA LMK/IOCNOPUHY B KPOBI, MatOTb MiABULLEHNI
PU3MK HE(POTOKCMYHOCTI. Y TaKMX BUNaAKax Chif nepernsgHyTv AoLiNbHICTb NOAANbLLIONO NiKyBaHHA CepTUKaHOM 3 ypaxXyBaHHAM iHLINX BUAIB Tepanii.

Mepef 3MeHLLEHHAM [J03M LIMKI0CNOPUHY HEO6XiZHO BCTAHOBUTY, LLLO PIBHOBXXHWUIA MiHIMa/IbHUIA piBeHb eBeponiMycy B KpoBi (Cp) CTaHOBUTL = 3 HI/MN.

[iTwn. [locTaTHi AaHi Wwo/0 3acTocyBaHHst CepTuUKaHy AN NiKyBaHHA AiTei BiACYTHI (AMB. «Cnoci6 3acToCyBaHHS Ta A03n»).

Nepeno3yBaHHSA.

[aHi nNpo nepefo3yBaHHsI Ay>Xe 0OMeXeHi. BigoMo npo oAHe BMMaAKoBe 3acTOCYBaHHA 1,5 Mr eBeponiMycy 2-piuHOK AMTUHON, ane Hiski nob6iuHi Aail He
cnoctepirannca. OgHopasosi 403U 40

25 Mr, AKi 3aCTOCOBYBa/IM navjieHTam Micns TpaHcnaaHTawil, 4obpe NepeHoCHnCS.

3arasibHi NiATPYMYHOYi 3aX04M HeO0OXiLHO MPOBOAUTM B YCIX BUMaAKax Nepeao3yBaHHs.

Mo6iuHi peakuil.

CepTukaH y KOM6IHaLiT 3 LMKIOCMOPUHOM BUBYaIN B M’ATU LOCNIIKEHHAX Y PELMMIEHTIB HUPKOBOrO TpaHCMnIaHTaTa, 3aranom 2497 nauieHTis (BKIOYaoun 4sa
focnifgkeHHs 6e3 KOHTPONboBaHOT CepTMKaHOM rpynu), i y TpbOX AOCMIMKEHHAX Y PeuunieHTIB TpaHcniaHTata cepud, 3arasiom 1531 nauieHT (BMbipKa «BCI
nayieHTn, WO noYaan OTPUMYBATHN JTIKYBaHHSN»).

Kpim Toro, CepTtukaH y KomOGiHauii 3 TaKpo/iMyCOM BMBY&IN B OAHOMY AOCHIIKEHHI, AKe BKNHOYaNo 719 peummnieHTiB TpaHCniaHTara neviHku (BMbipKa «BCi
nalieHTu, WO NoYaan OTPUMYBATH JTIKYBaHHSA»).

YacToTy nobiyHMX peakLuiil, HaBeLeHUX HMKYe, OYN0 BU3HAYEHO 3 aHasli3y BUNaAKiB, SKi cnocTepiranncs npoTarom 12 micsuis y 6araToLeHTPOBMX paHA0Mi30BaHUX
KOHTPO/bOBAHWX [LOCMIIKEHHSAX, WO BMBYa/M 3acToCyBaHHA CepTuKaHy B KOMOIHaUii 3 IHri6iTOpaMu KaslbLMHEBPUHY | KOPTUKOCTEPOigaMun peuumnieHTam
TpaHcnnaHTata. Bei gocnimkeHHs BKOUanu rpyny nikyBaHHa 6e3 CepTuKaHy Ha OCHOBI CTaHAapTHOT Tepanii IKH.

[ani nogaHo No6iyHi peakuii, LLO MOXXIMBO abo MOBIPHO NOB’A3aHi 3 CepTMKaHOM i CnocTepirannca B KNiHIYHMX JocnimpkeHHAX dasu 111, AKL0 He BKa3aHO iHLUe,



Ui po3nagun 6ynn BUAB/IEHI 3 NIABMLLEHOK YaCTOTOK Y JoCNiKeHHAX hasm 111, B akmx nopisHioBann CepTuKaH 3i CTaHAAPTHUMK cxemamu Tepanii 6e3 CepTukaHy,
ab0 3 TaKo XX 4aCTOTOH, SKLLO edieKT OyB BiZOMUM NOGIYHMM edieKTOM npenapaTy nopiBHAHHA (MikotheHonoBa KMCNOTa) B AOCMIIKEHHAX 3 TPaHCMIaHTaLie0
HUPKK Ta cepug). Mpodinb NOBIYHNX PeakLiiil € BiAHOCHO MOCTIAHMM NPU BCIX MOKa3aHHAX MIC/s TpaHcniaHTalii. oro cknafeHo BifnoBifHO [0 CTaHAaPTHUX
KnaciB opraHiB 3a MedDRA.

Mo6iYHI peakui’ Ha NiKapcbKi 3ac06M, OTPMMaHI B KNIHIYHUX AOCNIMKEHHAX, NepepaxoBaHo BiAMOBIAHO A0 KnaciB cucteM opraHiB MedDRA. Y MeXax KOXXHOro
Kflacy cucTeM opraHis no6iyvHi peakwuil Ha NiKapcbKWii 3acib KnacugikyoTbCs B NOPALKY 3MEHLLEHHSA YacToTu. Kpim Toro, BifnoBifHa KaTeropis 4actoTu 415 KOXHOT
nobiyHOT peakLii 6as3yeTbcs Ha Takil knacudikauii (CIOMS I11): ayxe vacto > 1/10, yacto > 1/100 i < 1/10, iHogi > 1/1000 i < 1/100, pigko > 1/10000 i < 1/1000,
Ay>Xe pigko < 1/10000 Ta HeBigoMO.

IH(pekuiT Ta iHBas3Il.

[ly>Ke yacTo: BipyCHi, 6akTepianbHi i rpnbkoBsi iHpeKuUii (63,1 %), iHPeKuiT BepXHIX AnxanbHUX Wwnsaxis (24,8 %), iHgeKyii cevoBMBIgHNX WnsxiB (24,8 %; yacTo
npu TpaHcnaHTauil cepus), IHPeKUiT HKHIX AUXabHUX LWAAXIB, Y TOMY YMCi MHEBMOHIA (12,9 %; YacTo npwv TpaHCcnnaHTauii HUPKK).

YacTo: cencuc, paHesa iH(eKLis.

HoBOy TBOpPEHHS AO6POSAKICHI, 3N05IKICHI Ta HeBU3HaUeHi (y TOMY unchi KicTKU Ta noninu).

YacTo: 3n0AKICHI 860 HEBM3HAYEHI MYX/IMHW, MYXINHW LLKIPW.

HeuacTo: nimdomu, nimdonponichepaTmBHi po3nagu.

Kpos i nimhaTnyHa cucTema.

[y>Ke yacTo: aHemis/epuTponeHis (41,9 %), nelikoneHis (15,8 %), Tpom6ouuToneHis (11,1 %).

YacTo: naHUMTOMNEHIs, TPOMOOTUYHO-MIKpOaHrionaTuyHi po3nagm (TPOM60TUYHA TPOMOOLMTONEHIYHA Nyprypa, reMONITUYHUIA YPEMIYHWIA CUHAPOM, TPOMOOTUYHI
MiKpoaHrionarir).

EHOOKPVHHI NOPYLLEHHS.

HeuacTo: rinoroHagm3M y 4o/oBiKiB (3HVXEHWI piBeHb TECTOCTEPOHY, NiABULLEHHS PiBHSA (DOMIKYNOCTUMY/IHOKOUOIO i NHOTETHI3YHOUOro rOPMOHIB).

MopyLueHHA 06MiHY PeYOBWH | XapuyBaHHS.

[y>Ke yacTo: rinepninigemis (xonectepon i Tpurniyepuan) (52,2 %),

BrepLLe AiarHOCTOBaHWU LlyKpoBuia giabeT (21,2 %), rinokaniemis (12,9 %).

McuxiuHi posnasu.

[y>Ke yacTo: 6e3CoHHSA (26,9 %), TPUBOXKHICTL (15,1 %).

MopyLueHHs 3 6OKY HepBOBOT CUCTEMMU.

[y>Ke YacTOo: ronoBHUiA 6inb (28,0 %).

CepLeBi NOpYLUEHHS.

Ay>Ke YacTo: nepukapaiansHuii BUNIT (Npy TpaHcnnaHTauii cepus) (39,8 %).

YacTo: Taxikapgis.

CyZVHHI NOPYLUEHHS.

[y>Ke yacTo: apTepiasibHa rinepteHsis (46,2 %), BeHo3Ha Tpomboembornis (12,2 %).

YacTo: nimiouene (Mpy TpaHcnaHTaw it HAPKKU Ta cepud), HOCOBa KPOBOTEYa, TPOMOO03 TpaHCMniaHTaTa HUPKMK.

PigKo: NenKounToKNaCTUUHWIA BaCKyNiT*.

Hesigomo: nimoesema.

MopyLuUeHHs 3 6OKY AnXanbHOT, TOpakanbHOT | Mefiac TUHAIbHOI CUCTEMU.

Ay>Kke yacTo: nnespasbHU BUNIT (25,4 %; YacTo Npy TpaHcniaHTauii HUpKK), Kawenb (20,4 %; yacTo Npu TpaHcnnaHTaw il HUPKK), 3aauLika (16,8 %; vacto npu



TpaHcnaHTaLii HUPKN).

YacTo: nHeBMOHis.

HeyacTo: iHTepcTuLiabHa XBOPO6a NereHb.

Pigko: nereHeBwuii anbBeONSPHUIA NPOTETHO3Y .

rMopyLUeHHs 3 60Ky TPaBHOT CUCTEMM.

Ay>Kke yacTo: 3anop, abgomiHanbHWI 6inb (18,4 %), siapes (19,2 %), HyzoTa (29,6 %),

6ntoBaHHA (14,6 %).

YacTo: opothapuHreanbHWiA 6inb, NaHKpeaTuT, CTOMaTUT/BUPa3KM B POTOBIA NOPOXHWHI.

MopyLUeHHs hyHKLIT NMeYiHKM | XKOBYHOIO Mixypa.

HeuacTo: HeiH(eKLinHWIA renaTuT, XXOBTAHULIA.

LLIkipa I nigWwKipHa TKaHWHa.

YacTo: akHe, BAcun.

Pigko: eputpogepmin*.

MopyLUeHHs 3 6OKY IMYHHOI CUCTEMU: MOX/IMBI peakLiii rinepyyTMBOCTI.

CKeneTHO-M’430Ba CUCTeMA i Cro/lyyHa TKaHUHa.

YacTo: apTpanris, mianris.

CevoBuginbHa cucTemMa.

YacTo: npoTeiHypis, HEKPO3 HUPKOBMX KaHasbLiB (NpW TpaHCMAaHTaLil HUPOK), HUPKOBA HeLOCTaTHICTb, B OCHOBHOMY Y pa3i 3aCTOCYBaHHS 3 MOBHOK [030t0
iHri6iTOpa Ka/bLMHEBPUHY — LIMKIOCMOPUHY.

MopyLUeHHs 3 60Ky penpoiyKTVBHOI CUCTEMU Ta MOJIOYHUX 3a/103.

YacTo: epekTunbHa AUCHYHKLIS, KICTa AeYHMKa* .

3ara/ibHi MOpYyLUEHHA Ta MOPYLUEHHSA Y MICLL BBELEHHS.

[y>Ke yacTo: nepugepnyHnii Habpsik (44,9 %), NopyLLEHHS 3aroeHHs paH (32,5 %), NMxoMaHKa

(18,6 %), 6in1b (15,4 %).

YacTo: aHrioOHeBPOTUYHWI HABPSK, NepeBaXXHO A3MKa Ta rNO0TKMW, FO/IOBHUM YMHOM MpY 3aCTOCYBaHHI iHribiTopis AMd, rpmka nicnsonepayiinHoro pyous.
JlocnigKeHHs.

YacTo: nopyLueHHs, BUABEHI NPy aHani3i PYHKUIT nediHky (NigBuLLeHHs piBHIB raMma-GT, ACT, AJT).
*MoCTMapKeTUHI OBI JAOC/IIPKEHHS.

Y KOHTPONbOBAHWUX KNIHIYHUX BUNPOOYBaHHAX, Ae 3256 nauieHTiB oTpumyBan CepTvKaH Yy KOMOIHaUiT 3 IHWWMK iMyHOCynpecaHTaMn | NpoXoauaun
CMOCTEPEXEHHA NPOTAroM MiHiMym 1 poky, y 3,1 % naujieHTiB PO3BUHYNCH 3/105KICHI HOBOYTBOPeHHS (1,0 % — 3105KiCHI 3axBoptoBaHHA LWKipn; 0,6 % — nimgomn
abo nimdonponicepaTMBHi po3nagn). BUHUKHEHHA MNO6IYHMX e(eKTIB MOXe 3anexaTu Bif CTYyNeHs i TPpMBanocTi pexumy imyHocynpecii. B OCHOBHMX
[OCNIIKEHHAX NIABULLEHHA PIBHA KpeaTUHIHY Y CMpOBaTLi KPOBI CMOCTEPIrasiocs YacTille y nauieHTiB, ki oTpumyBanv CepTukaH Yy KOM6IHALiT 3 NOBHOK 03010
LMKIOCMOPUHY Y BUINAA4I MIKPOeMy bCii, HXK Y MauieHTiB KOHTPO/IbHOI rpynu. 3arasibHa 4actoTa BUHUKHEHHS NOGIYHMX eDeKTIB Byna HXKYOK NPU 3MEHLLEHHI
L0311 LMKNOCNOPUHY (Y BUTNALI MIKPOEMYNLCIT).

Y KNiHIYHUX [OCNIKEHHAX PEKOMEHA0BaHUA Ha CbOTOAHI PEXMM 3aCTOCYBaHHS LMKIOCMNOPUHY pa3oM 3 CepTMKaHOM Y HU3bKIiM [03i 00yMOBWB MOKpPaLLeHHS
HMPKOBOI (DYHKLIT NOPIBHAHO 3 NonepesHiMU JOCNIIKEHHAMU, B SKMX CepTvKaH BBOAWIN OAHOYACHO 3 MOBHWMU [03aMU LMKNOCMOPUHY. Mpodint HebakaHWX
ABULL, 3a3HaYeHUIA BULLE, B LIiIOMY 6YB NPUBIM3HO CXOXMM HE3a/IEXHO Bif 3aCTOCYBAHHSA PEXIMMY [103YBaHHS 3 MOBHOK ab0 3HXEHOH J030H0 LIMK/IOCMOPUHY.



TepMiH NpUAATHOCTI. 3 POKMK.

YMoBW 36epiraHHs.
36epiraty npu Temnepatypi He Bulle 30 °C y 3axuMLLIEHOMY Bif BMBY CBITNA i BOMOTY MicLli. 36epiraTi y HefjloCTyNHOMY A/1s fiTeil MicLj.

YnakoBkKa.
Mo 10 Tabnetok y 6/1icTepi; No 6 GnicTepiB y KOPoOL,i 3 KAPTOHY NaKyBa/lbHOrO.

KaTeropis Bignycky. 3a peLenTom.

BupobHuK.
HogapTic ®apma LLTeitH Al / Novartis Pharma Stein AG.

Micue3HaxomkeHHA BUPOOHMKa Ta M0ro agpeca MicUsi MPOBagKeHHS AisNIbHOCTI.
LLladhpxaycepLutpacce, 4332 LUTelH, LLBeiuapis / Schaffhauserstrasse, 4332 Stein, Switzerland.
JaTta ocTaHHLOro nepernsagy.



