ITHCTPYKIOIA

IJISI MeTHUIHOT0 3aCTOCYBaHHS JIIKapChKOT0 3aC0o0y

ATIBATPA®®

(ADVAGRAF®)

Cknao:
ditoua pevoB8uHA: TaKPOIiMYyC:
1 kamcyna MicTUTh TakpoimMycy (y BUrIsagi kpuctasnorigpaty) 0,5 mr abo 1 mr, abo 3 mr, abo 5 Mr;

0onoMmidicHI peyoguHU: TIpOMeno3a, eTUIIENI0I03a, JTAKTO3W MOHOTiIpaT, MarHilo cTeapar;
o0ostoHKa Karcynu: Tutany miokcun (E 171), 3amiza okcup xkoptuit (E 172), 3amiza okcum 4epBOHUM
(E 172), xenaTuH, HATpil0 maypuncynbdat; npykapchka ¢papba (Opacode S-1-15013): menaxk,
JIEIUTUH (COEBUI), CAMETHUKOH, 3aili3a okcup uyepBouui (E 172), rimpono3a.

JIikapcbka ¢opma. Karcynu mpoioHroBaHol fil.

OcHoBHi (pi3uko-xiMmiuHi BmacTuBOCTi: Kancynu 0,5 Mr: TBepmi xKenaTuHOBI Kancynu Ne 5, Ha Omigo-
JKOBTIM KPUINI KaIlCyIu HaHeCeHU! YepBOHUYU Hamuc «0,5 mg», Ha KOBTOTaps4oMy KOPITycCi
KaICyJu - « [xl647». Bmict Karcyn - 6i710ro KoJbopy IOPOIIOK;

Kancynau 1 Mr: TBepi xkenaTuHOBI Karcynu Ne 4, Ha Oiftifl KpUIIi KancyTu HaHeCEHUN YePBOHUM
Hanuc «1 mg», Ha XKOBTOrapsA4oMy KOPIIYCi KaIllCyu - « (xl677». Buict KaIcys - 6i710To Konbopy
IIOPOLIOK;

KAIICYy/I¥ 3 MI: TBEP[i XKeJlaTUHOBL Kancynu Ne 1, Ha KoBTOrapsdiyl KpUIIlli Karncyiau HaHEeCeHU
YEepPBOHUY HaNUC «3 my», Ha KOBTOraps4oMy KOPIYCi KAIICYyNIH - « x637». Buict KaIncyn - 6imoro
KOJIbOPY IIOPOLIOK;

KalCyau 5 MI: TBepHi XKenaTuHOBI Karcyiu Ne 0, Ha cipyBaTO-4epBOHIN KPHUILLILI KaIlCy/Ii HaHEeCEeHU!
YePBOHUY HAIKC «5 my», Ha KOBTOTapsa40oMy KOPIYCi KalCyJIu - « =l687». Buict Karcyn - 6imoro
KOJIbOPY IIOPOLIIIOK.

dapMaKkoTepaneBTHYHA rpymna. IMyHocynpecaHT. IHTri6iTop KanblIMHEBPUHY .

Kom ATX L04A DO2.

®apmMaKoJIOriyHi BIaCTHBOCTI.



®apmakoOuHamika.

Ha monekynsaproMy piBHI e(peKTH i BHYTPIIIHBOK/IITUHHA KyMYyJIALis TAKPOIIMYCy 3yMOBIIEH]

3B'si3yBaHHAM 3 1KUTO30/bHUM OinkoM (FKBP 12). Komnnekc FKBP 12-takponimyc crienugigso i

KOHKYPEHTHO iHTi0y€ KanblIHHEeBPHH, 3a0e3euyoun KasblliidanexHe 6JI0KyBaHHS LMUISXIB mepegayi
T-KIiTUHHUX CUTHAJIIB i 3amobiraroun TpPaHCKPUIIIl IUCKPETHOTO PSAny JIiM(GOKIHHUX TeHiB.

TakposniMyc - BUCOKOQKTUBHUY IMyHOLEIIpecaHnT. B ekcnepuMeHTax in vitro i in vivo Takposimyc
YiTKO 3MEHIIIyBaB YTBOPEHHS IUTOTOKCUYHUX JTIM(POLUTIB, IO BifirpatoTh KIIOYOBY POJIb Y peakiiil
BiITOPTHEHHS TpPaHCIJIaHTaTa. TaKpoJiMyC NPUTHIYY€e YTBOPEeHHS JTiM(OKiHiB (IHTepnenkin-2, -3,

y-iHTepdepoH), akTuBaLio T-KIITHH, €KCIIPECii0 peLenTopa iHTepIeuKiny-2, a TaK0X
3aJIeXkHY Bif T-xennepis mpomnideparito B-kmiTus.

dapmakoKiHemuxka.

AGcop6irist

BcTaHOBIIEHO, 1110 B OPraHi3Mi IIOOUHN TaKPOIIMYC IIBUAKO aOCOPOYETHCS Y MITYHKOBO-KUIITKOBOMY
TpakTi. Anarpad” (Kamcymu IpoIoOHI0BaHol fil) - mpemapaT B IiKapchKii Gopmi, o 3abe3mnedye
TpuBay adcopOIlii0 TaKPOJIiMyCy Y IIUIYHKOBO-KUIIKOBOMY TpakTi. CepenHiit yac mocaraeHHs C,,,
CTAHOBUTH NPUONMU3HO 2 roguHu. AGcopbuis TakponiMycy BapiabenbHa (BapiabenbHicTs abcopbuil y
IOPOCTIUX MallieHTiB CTaHOBUTH 6-43 %). BiogoCTYNHICTh TaKPOJIiMyCy IPY IPUKOMi BHYTPIIIHBO y
BUTJISAI KaIICYyJI CTAHOBUTH y cepegHboMy 20-25 %. BiogoCcTynHICTh, a TaKOXK IMBUAKICTE 1 CTYIiHb
abcopOi1il TakpoJiMyCy IIpy OMHOYACHOMY TIPUMOMI 3 13Kel0 3HUKYIOThCSA. XapaKTep KOBYOBUAIIEHHS
He BIIJIUBa€ Ha abcopOirito mpenapaty. [Ticns mocsarHeHHs PiBHOBaXKHOI KOHIIEHTpAllil TaKpoIiMycy
npu npuiiomi Anarpady® Bin3HauaeThCsl BUCOKA Kopensanis Mixk AUC i migimansaumu (Co) piBHAME
TaAKPOJIMyCy V KpoBi. ToMy MOHiTOpUHT MiHiManbHUX (Co) KOHIIEHTPAIi TaKPOJIiMyCy ¥ KPOBI 1a€
MOXKJIUBICTh BUSIBUTUA CUCTEMHY €KCIIO3UIIiI0 IIpenapary.

Po3mnopin Ta exiMiHalisg

Po3nopin TakponiMycy B OpraHi3mi JTIOAWHY IiC/IS BHYTPIIIHBOBEHHOTO BBEEHHS Ma€ ABO(Ga3HUU
XapakTep. Y CUCTeMHOMY KPOBOTOIIi TaKpoJiiMyc 1o6pe 3B’SI3YETLCA 3 EPUTPOLIUTAMH.
CriBBifHOLIEHHS KOHIIEHTPALIM TaKPOJIIMyCy Y LiNbHIN KPOoBi i mna3Mmi ~ 20:1. 3HayHa yacTka
TaKpoJIiMycy mia3mu (> 98,8 %) 3HaXOOUTHCS Y 3B's13aHOMY 3 GiTKaMu I17Ta3MHU KPOBi (CHPOBATKOBUM
anbO0yMiH, a-1-KUCTIUY TIiKOIPOTEIH) CTaHi.

TaxpoJimMyc MKUPOKO PO3NOAINIETLCS B opraniami. CtarioHapHuit 06’€M PO3MOAiNY 3 ypaXyBaHHSIM
KOHIIEHTPAIIi#l y m1a3mi KpoBi ctaHoBUTh npubnu3Ho 1300 11 (y 3mopoBux oOPOBOJIBIIIB), a 3a
IIOKa3HUKaMH IIiJIbHOL KPOBi - ¥ cepegHboMy 47,6 1.

TakpomiMyc - pe4oBrHA 3 HU3bKUM KJIipeHCOM. Y 300p0oBUX NOOPOBOJIBIIB CEpeaHil 3arambHUN
KJIipeHC, pO3pax0BaHUM 3a KOHLIEHTPAL[iIMH y IiIbHIN KPOBi, CTAHOBUTSH 2,25 71/T0A. Y HOPOCIUX
MallieHTiB MiCId MepecagKy MeviHKy, HUPKY i cepls KiIipeHc ctaHoBuB 4,1 n/rom, 6,7 n/rox i 3,9 n/ron
BigmoBigHO. HU3bKMII TeMaTOKPUT i TiOIPOTeIHEMiS CIPUSIOTEH 30iNbIIEHHIO He3B 13aH01 PpakKiiil
TaAKPOJIIMyCy, TPUCKOPIOI0YY KIIipeHC TaKpoaiMycy. KOpTUKOCTEPOIaH, 1110 3aCTOCOBYIOTHCS IIPHU
TPaHCIUIAHTAllil, TAKOX MOXYTh HiIBUIIUTHA iIHTEHCUBHICTh MeTab0/Mi3My i TPUCKOPUTH KITipeHC
TaKpoJIiMyCy.

[Tepion HamiBBHBeIEeHHS TAaKPOJIiMyCy TPUBaIWH i MiHMUBUHA. Y 3M0pOBUX JOOPOBOJIBINB CEPEIHiN
nepion HalliBBUBEEHHS Y IiJIbHIN KPOBI CTAaHOBUTH MalxKe 43 rONUHMU.



MeTabomi3Mm i 6ioTpaHchopMaliisa

TaxposimMmyc akTUBHO MeTabo0Ii3yeThCS y MediHlli, TOJIOBHUM YMHOM 3a JOIIOMOI00 IIUTOXPOMY

P450-3A4. MeTab0:i3M TaKpoJiMyCy iHTEHCUBHO IIPOTIiKa€ y CTIiHI[I KUIIEYHUKY.
ImenTHdikoBaHO Kinbka MeTaboIiTiB TaKpoiiMycy. B ekcriepuMeHTax in vitro 6yso mokasaHo, I10
TiIBKM OOWH i3 MeTaboMiTiB Ma€ iMyHOCYIPECUBHY aKTUBHICTh, 6JIM3bKY 00 aKTUBHOCTI TAaKPOIiMYyCy.
[nmi MmeTabosiTH BigpisHAMKCS c1abKoio iMyHOCYIPEeCUBHOIO aKTUBHICTIO abo ii BigcyTHicTO. ¥
CHCTEeMHOMY KPOBOTOLIi BUSIBJIEHO TiJIbKM OOUH i3 MeTabo0IiTiB TaKpOJIiMyCy Y HU3BKUX
KOHILIeHTpalisax. TakuM 4WHOM, (hapMaKoJIOTiuHa aKTHBHICTh IIpenapaTy MpakKTU4YHO He 3aJIeKUTh Bif
MeTaboJTiTiB.

Ekckpeliig

ITic7s BHYTPIIIHBOBEHHOTO i IepopanbHOro BBeNeHHs ‘C-MideHOro TaKpOIiMyCy OCHOBHA YacTKa
pamioaKTUBHOCTI BugBIsANacsa y ¢hexkamisax. [Ipubnusno 2 % pafioakKTUBHOCTI peecTpyBaiocs B cedi. Y
cedi i pekanisx mpubau3Ho 1 % TakpomiMycy BU3HaudaBCa ¥ He3MiHEHOMY cTaHi. OTXKe, TaKpOIiMyc
nepeq eiMiHalli€lo MPakKTUYHO IiNKOM MeTabo0Ii3yBaBCs; OCHOBHUM LIISIXOM efliMiHallii Oyia xKoBd.

KiiniuyHi XxapaKTepHUCTHKH.
Iloka3anHus.

[TonepenKeHH4 i JTiKyBaHHS BIITOPTHEHHS aJ0TPaHCIIaHTaTa IIe4YiHKY, HUPKU Y OPOCIIUX
Malli€HTiB.

JIikyBaHHS BiITOPTHEHHS aJ0TpaHCIJIaHTaTa, PE3UCTEHTHOTO 40 CTAHJAPTHUX PEXKUMIB
IMyHOCYTIDECHBHOI Teparil y JOPOCIUX Mali€HTIiB.

IIpomunoka3saHnus.

[inepuyyTnuBicTh [0 TAaKPOJiMyCy, iHIMKUX MaKpoJIifiB abo mo Oyab-SKO0I 3 JOTIOMiXKHUX
PEYOBUH.

B3aemodia 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodil.

CucTeMHO JOCTYIHUM TakponiMyc MeTabomi3yeThes y nedinni CYP3A4. IcHYIOTh TaKOXK J0Ka3u
IIJTYHKOBO-KUIIKOBOT0 MeTabomniamy CYP3A4 y crinni kummeyHuky. OmHOYACHUYN IPUKOM IIpelapaTiB
3 YCTaHOBJIEHOM iHTi0y049010 abo iHayKyo4oio fmieto Ha CYP3A4 Moxke BifIOBIAHO MigBUIITUTH a0
3MEHIIUTH KOHIIEHTpallil TaKpOIiMyCy y KPOBi.

CyBOpO PEKOMEHYETHCSI YBaKHO CTEKUTHU 3@ PiBHEM TAaKpOJIIMYCy B KPOBi, @ TAKOX
3anopoBxkeHHSIM iHTepBany QT (EKI), KoHTposoBaTy GQYHKIIiI0 HUPOK Ta iHII M06iuHI eeKTH, mpu
OJHOYAaCHOMY 3aCTOCYBaHHi PEYOBHH, 1110 MalOTh NOTeHMiasl, 100 3MinuTu MeTtabonizam CYP3A4, abo
iHIIMM YWHOM BIIJTMBAIOThH Ha PiBHI TaKpoIiMycy B KpoBi, i y pa3i HeoOXigHOCTI mpu Heo6xigHOCTI,
nepepBaTu abo 3MIHUTH NO3Y TAKPOJIMYyCy OIS MiATPUMKY eKBiBaleHTHOI €KCII03Ullii TaKPOJIiMyCy
(muB. po3minu «Crmoci6 3acTocyBaHHs Ta 0o3u», «OCOBIUBOCTI 3aCTOCYBaHHS»).



IHz2i6imopu CYP3A4, w0 nomeHuyitiHo npu3sodsams 00 36inbWeHHS pi8HA MAKpoAiMycy Kposi

s HUXK4Ye3a3HaueHUX PEYOBUH KITiHIYHO 0YJ10 TOKa3aHO MOXK/IUBICTh 30i/IbIIeHHS PiBHSA
TAKpOJIiMyCy y KpoBi. CHIbHI B3a€MOfii criocTepiranucs 3 MpOTUTPUOKOBUMHU areHTaMu, TAaKUMHU SK
KeTOKOHAa30J1, (JIyKOHa30J1, iTpaKOHAa30JI, BOPUKOHA30JI Ta i3aByKOHA30JI, MAaKPOJIigHUM
aHTUOIOTMKOM epuUTpOMilIMHOM, iHTibiTOpamu mpoTteal3u BIJI (Hampukiiam, puToHaBip, HendiHagip,
cakBiHaBip) abo iHridbitopamu mpoteasu HCV (Hanpukmiap, Tenanpesip, 6omenpesip i KombiHalisa
oMm0iTacBipy Ta IapuTamnpeBipy 3 PUTOHABIPOM IIPH 3aCTOCYBaHHi 3 facaObyBipoM abo 6e3 HHOTO0) UK
IPOTUBIPYCHUM 3aCcO00M [IJIs JTIKyBaHHS IIUTOMETAJIOBIPYCHOI iH(eKIIil 1eTepMoBipoMm,
(hapMakKOKiHEeTUYHUM IIigCHITI0OBaYeM KOOIIIMCTATOM Ta iHTiOiTOpaMu THPO3WHKIHA3HM HiIOTHHIOOM Ta
iMmaTuniGOM.

OpHOYacHe 3aCTOCYBaHHS LIMX PEYOBUH MOXKe CIPUYMHUTH HeOOXiOHICTh 3MEHIIUTH 03U
TaAKPOJIIMyCy MaikKe y BCix namieHTiB. [locmifxeHHsa ¢papMaKOKiHETHKY IT0Ka3aso, 1[0 PiBEHb
TAKPOJIIMyCy B KPOBi 30i/IbIIYETHCS B OCHOBHOMY Y pe3yJbTarTi 30inbIIeHHs 610M0CTYIHOCTI
BHACJIIIOK iHTiOyBaHHS LITYHKOBO-KUIITKOBOTO MeTabomi3My. BriiuB Ha neYiHKOBUM KJTipEHC MEHII
Bupaxenui. Ci1abKi B3a€MOJil CITOCTepiraaucs 3 KJI0TPUMa30JI0M, KITapUTPOMIITHOM,
OKOo3aMillMHOM, HipeaumiHoM, HiKapaUIIiHOM, IU/ITia3eMOM, BepalaMilioM, aMioJapoHOM,
OaHa30JI0M, eTHHiTeCTPadiosIoM, oMenpa30JioM, Heda30m0HOM i JTiKapCbKUMHU 3aco0aMu, 10 MiCTSTh
eKCTpakKT TUMOHHUKA (Schisandra sphenanthera), BigoMoro sk miBAeHHa MarHOJIisl BUHOIPagHOL JI03U
YU MiBIEHHA Arofa 3 5 CMaKaMU.

Y mocnimkeHHSX in vitro Taki pedoBUHM OyJIM BUAiNEHI SK MOTEHIiMH] iHri6iTopu MeTabomniamy
TAKPOJIiMyCy: OPOMOKPUIITHH, KOPTHU30H, [AlICOH, eproTaMiH, TeCTOfIeH, JligoKaiH, MedeHiTOoiH,
MiKOHA30JI, Mifla3071aM, HilTBaiuIIiH, HOPETUHPOH, XiHiTWH, TaMOKCU(eH, (TpHUalleTHII)
0JIeQHOOMIIIUH.

['peindpyToBui CiK, SIK IOBIIOMISETHCS, MOXKe 30iBIIUTH PiBEHb TAKPOIIMYCYy B KPOBi, TOMY CIIif
YHUKATH MOTO BXKUBaHHS.

JlaHCOmpa301 i HMKJIOCIIOPYH MOTEHIIIMHO MOXKYTh iHTiOyBaTu npotiec CYP3A4-onocepeqKkoBaHOTO
MeTab0i3My TaKpoIiMycy i, 0TKe, 30iIbIINTY TOKA3HUKK KOHIIEHTpallil TaKpOoIiMyCy B KPOBI.

IHwWi 83aemo0ii, siIKi nomeHuitiHo Nnpu3800smb 00 36iAbWEHHS PiBHSA MAKPOAiMYyCy Kposi
TakpomiMyc 3HaYHOI MipoI0 3B'sI3y€ThCs 3 OimKamMu maa3Mu KPoBi. MoXKIMBi B3aeMOfil 3 iHIIUMHU
aKTHBHUMU PEYOBUHAMH, [JI SKHUX BCTAHOBJIEHO, 1110 BOHU MAIOTh BUCOKY CIIOPimHEHICTh 3 GimkaMu
nna3Mmu (Hanpukian, HII33, mepopanbHi aHTHKOATyISHTY abo repopasibHi npotuaiabeTHyHi 3acobn).
[H1Ii TOTEHIINHI B3a€EMO/Iil, Ki MOXKYTh 30iTBIIUTH CUCTEMHUM BIIJIUB TAaKPOIIMYCY, BKITIOYAIOTh
B3aEMO[Il 3 MPOKIHETUYHUMHU areHTaMu (TakKi SK MeTOKJIOIpaMif i Iu3amnpun), a Takox 3
AMETUAVHOM 1 MarHiii-aTlOMiHIA-TiZPOKCUIOM.

Inoykmopu CYP3A4, Axi nomeHUiliHO npu3800simb 00 3HUMCEHHA PiBHA MAKPOAIMYCY KpO8i

Ha migcraBi kiHivHOTO HOCBimy 0YJ/10 BCTAHOBJIEHO, 110 KOHIIEHTPAIII0 TAaKPOJIiMyCy B KPOBi MOXKYTh
3MEHIUTY HUKYe3a3HavyeHi IIpenaparTy.

CunbHi B3aemofiii crioctepiranucs 3 pudamminuHoM, GeHiTOIHOM, TiKapChbKUMM 3aco0aMu Ha OCHOBI
3Bip00010; IpU LHOMY MOXKe OyTH HeOOXigHUM 30i/bLIIeHHS 003U TaKPOIiMyCy MaiXKe y BCiX XBOPHUX.
KniniyHo 3HauyIi B3aemopii crmocTepiranucs Takox 3 penobapbiTanom. [TinTpumytoui no3u
KOPTUKOCTEPOIMIiB 3HUKYIOTh KOHILIEHTPAIIiI0 TAKPOIIiMyCy B KPOBI.

Bucoki [o3u npenHi30n0Hy ab0 MeTUIIPEeNHI30JI0HY, 1110 3aCTOCOBYIOThCS [JIs1 JTiKyBaHHS TOCTPOTO
BiITOPTHEHHS, MOXKYTh 30inblIyBaTu ab0 3MEHIIYBaTH PiBHI TAKPOIIMyCy B KPOBI.



Kapbama3erniH, MeTaMi30 Ta i30Hia3ug MOXKYTh 3HUXKYBaTH KOHIIEHTPALlil TAKPOJIiMyCy B KPOB.
BnnuB TakposiMycy Ha MeTa00mi3M iHIMX TiKapCchbKuX 3aco0iB

Takpomnimyc - Bigomuti inribitop CYP3A4, ToMy ofHOYaCHE 3aCTOCYBAHHS TaKPOIIMYyCy 3
nikapchkuMU 3acobamu, sKi MeTaboni3yoTbcs 3 yyacTio CYP3A4, Moxke BIIMBATU Ha MeTabo1i3M
TaKUX JIiIKapChKUX 3aco0iB.

[Iepion HamiBBUBEOEHHS LIUKIOCIOPHHY IMOJOBXKYETHCS, KOIM OMHOYACHO BBOAUTHCS TAKPOJIIMYC.
Kpim Toro, MoXnmuBUl CHHEPTiYHUM ePeKT / JOmaTKOBUY HEDPOTOKCUYHUM BIIJIUB. 3 LIUX IPUYNH
KoMOiHOBaHe BBEHEHHS IIUKJIOCIIOPUHY i TAKPOIIMyCy He PEKOMEHAYETHCS, a JIiKapio CJIifl IPOSBIATH
00epexkHiCTh NIpY NIpH3HaYEHHI TaKPOJIiMyCy TallieHTaM, SKi paHillle OTPUMYBaJIu IUKIOCIIOPUH (IUB.
po3nin «Crocib 3acTocyBaHHS Ta go3u» i «OCOOIMBOCTI 3aCTOCYBAHHSI»).

g TakponiMycy O0ysio moKa3aHo, II0 AaHWi JTiKapChbKUYM 3acib MOoXKe CIPUYMHUTH MigBUIIEHHS PiBHS
(beHiTOiHy B KpOBI.

OCKiTbKM TaKpOIiMyC MOXKe 3MEHIINTH TepaleBTUYHU [ialla30H TOPMOHAa/IbHUX KOHTPAIENITUBIB,
110 3a3BUYal IPU3BOAUTH [0 30ibIIIEHHS TOPMOHAIBHOI €KCII03UIlil, CJIifi IPOSIBIATH 0COOJIUBY yBary
i 06epeXHiCTh TPU NPUUHSATTI PillleHHs PO MeTOOU KOHTpalentii. Ha gaHui yac HeIOCTaTHLO
indopMarril Ipo B3aEMO[i0 MiXK TaKpoJIiMycoM i cTaTuHaMu. KitiHiuHi faHi CBif4aTh PO Te, 110
(dhapMakKoKiHeTMKa CTaTUHIB 3HAYHOIO MipOI0 He 3MiHIOETHCS IIPU OOGHOYACHOMY 3aCTOCYyBaHHI 3
TaKpOJIIMyCOM.

HocrnigXeHHS Ha TBapHHaX IOKa3ajlH, 1[0 TaKPOIiMyC MOXKe IIOTEHLIMHO 3MEHIIUTH KITipeHC i
30iNbINUTY IEepiof HaliBpo3maay nmeHTo0apbiTany Ta aHTUIIPUHY.

MikodeHo/10Ba KHCIOTA

Cnipm goTpuMyBaTHCh 00€PEXKHOCTI IIPU TepeBeeHHI XBOPHX, SKi 0lepKyI0Th KOMOiHOBaHY Tepariio 3
IIUKJIOCIIOPUHOM (SIKUH BIJIMBAE Ha EHTEPOreNaTUUHy PELUPKYIALii0 MiKoheHOI0BOl KUCIO0TH), Ha
TAKPOJIIMYC, Y IKOTO TaKui e(heKT BiICYTHiM, OCKINIbKY 1€ MOXK€e IIPHU3BECTH 10 3MiHU BIIJIUBY
Miko(eH0J10BO1 KuCIOoTH. [IpenapaTy, SIKi BIIMBAIOTh HA €HTEPOTeNaTUYHUY IIUKJI MiKOGEHOI0BO1
KVMCJIOTH, MOXYTb 3HU3UTHU PiBEHb Y IJla3Mi Ta e(eKTHUBHICTh MiKO(EHOI0BOI KUCIIOTH.

[Tpu nepexofi 3 MUKIIOCIIOPUHY Ha TaKPOJIiMyc abo HaBmaKu Moxe OyTH JOLiTbHUM IIPOBEIeHHS
MOHITOPUHTY TEPaANeBTUYHOTO e(PeKTy MiKO(PEHOTI0BOI KUCIIOTH.

[HIIi B3aeMo(ii, 1110 MPU3BOOATH [0 KIIHIYHO MKiOIMBUX HACTiOKiB

OpmHOYacHe 3aCTOCYBaHHS TAKPOIIMYCY 3 JTiIKApCHKUMHU 3aco0aMH, [ SIKUX BCTaHOBJIEHA
HepPOTOKCHYHA a00 HEHPOTOKCUYHA Mist, MoxkKe 30imbIuTh 1i eeKTH (HallpUKIIag, aMiHOTIIIKO3UOH,
inribiTopu ripa3u, BaHKOMIIIHH, KO-TpuMOKca30s1, HIT3I1, raHnukIIoBip abo amuKIIoBip).
BimsHauaeThcs migBuilleHa HeQPOTOKCHYHICTH Mic/s 3acTocyBaHHS aMboTepullnHy B Ta ibynpodeny
y IOENHAHH] 3 TAKPOIIMYyCOM.

OcCKinbKM NiKyBaHHS TaKpOIiMyCcoM Moxe OyTH ITOB'sI3aHO 3 TinepkasieMieio abo Moxe 30iMbIIuTH
IIPOSIBY BKe iCHYI04OI rinepKaieMmil, Ciifl yHUKaTU MigBUIIEHOT0 IPUMOMY KaJito abo 3aCTOCyBaHHS
Kastii36epirarounx NiypeTUKiB (HaIpUKIa, aMilopul, TpHaMTepeH abo CIipoHoIaKToH) (IUB.
po3pain «Oco0IMBOCTI 3aCTOCYBaHHS»).

IMyHOCYIIpecaHTH MOXKYTh BIUIMHYTH Ha BiTIOBiAb Ha BaKIMHAIIil0, TOMY IIPOBENEHHS BaKUKHAIIil
IIPH JIiKyBaHHI TaKpoJiMycoM MoxKe OyTu MeHI edeKTUBHUM. CIIifi yHUKaTH 3aCTOCYBaHHS



ocnabneHnX XUBUX BaKIUH (OIUB. po3ain «OcoOMMBOCTI 3aCTOCYBaHHS»).

Oco06.1ueocmi 3acmocyeaHHsi.

Binm3Hauanmuch MOMUIKY IIPH 3aCTOCYBaHHI TiKapChKOro 3aco0y, y TOMY YKCIIi ITPU BUTIATKOBOMY,
HEHaBMHUCHOMY a00 HEKOHTPOJILOBAHOMY 3aMillleHHi TiKapchKuX (GOPM TaKPOIiMyCy HETalHOT0
BUBiIbHEHHS ab0 MPoJIOHTOBaHOi popmu. 1le MoXkKe MPU3BECTH N0 BUHUKHEHHS CEPHO3HUX O0IUHUX
peaxliiif, y ToMy YHCJIi 10 BiITOPrHEHHS TPaHCIaHTaTa, abo iHMKX MoO6iYHUX peakilii, SKi MOXKYThb
OyTtu HacnigkoM abo HegocTaTHLOI, ab0 HagMipHOI fii TakponiMycy. [TallieHTH TOBUHHI OTPUMYBATH
OJHY JIiKapChKy OpMy TaKpOJIiMyCy 3 BiTIOBiZHUM IIIOAEHHUM PEeXKUMOM NO3yBaHHS; 3MiHU
mikapchkux popMax abo pexKMMiB MOBUHHI BifOyBaTUCS TiMbKY IIif PeTEIbHUM HarisgoM ¢axiBis 3
TpaHCIUTaHTaMii (muB. po3min «Crocib 3acTocyBaHHS Ta m03u» i «I[1o0iuHi peakirii»).

Anparpa¢® He peKOMEHMIYETLCA 171 3aCTOCYBaHHS MiTAM dyepe3 oOMexeHi faHi 3 6e3neku Ta/a6o
e(eKTUBHOCTI #0T0 3aCTOCYBaHHS [JI Ili€l KaTeropili maiieHxTis.

Y mopociux MalieHTiB BifCyTHI KIIiHIYHI faHi mono 3acTocyBaHHsa Agsarpady® IpOJIOHTOBAHOI mil
IIPY BiATOPTHEHHi, pepakKTepHOMY [I0 Tepallil iHIIKXMY iMyHOJ eI peCaHTaMH.

Ha maHwuit yac HeMae KIiHIYHKUX JaHHX IIOMI0 3aCTOoCyBaHHsS AgBarpady® 3 merTon
npoilakTUKY BiITOPTHEHHS TPaHCIIaHTaTa P IlepecafKeHHi cepus.

Y n104aTKOBOBHUI IOCTTPAHCIIJIAHTALIIMHNY IE€PIOA CIi IPOBOOUTH PETYIIPHUN MOHITOPUHT TaKUX
napaMeTpiB: apTepianbHui THCK, EKI', HeBposoriyHuii cTaTyc i cCTaH 30py, PiBeHb IJIikeMil HaTile,
KOHIIEHTPAIlis eJIeKTPOIIiTiB (0COOIMBO KaJlifo), MOKAa3HUKHU MTeYiHKOBOI i HUPKOBOI PYHKITI,
reMaToJIOTiuHi TOKAa3HUKHM, KOaryJiorpaMa, BU3HaYeHHS PiBHS 0inika B KpoBi. IIpu HasIBHOCTI KITiHIYHO
3HAUYIIUX 3MiH HeoOxigHa KOPEKIisl iMyHOCYIIpeCUBHOI Teparrii.

[Tpu omHOYaCHOMY 3aCTOCYBaHHi JTiIKapChbKUX 3aC00iB 3 MOTEHI[INHUME B3aEMOLISIMU, 0COOIIUBO
inridiTopie CYP3A4 (Takux sIK Tenamnpesip, O0menpesip, puTOHABIp, KETOKOHA30JI, BOPUKOHA30JI,
iTpakoHa30J1, TemiTpoMiluH abo KimapuTpoMinuH) abo inaykTopiB CYP3A4 (Takux K pudaMIiinmH,
pudabyTuH), HeoOXifHO KOHTPOJIIOBATU PiBeHb TAKPOJIIMyCY B KPOBi, 1100 miATpUMyBaTH HEOOXigHi
MTOKAa3HUKM EKCIIO3UIIil TaKPOIiMyCy.

IIpu 3acTocyBanHi Anarpady® cIiif yHUKaTy IpU3HAYeHHS POCIMHHKX IIPEHapaTis, 0 MiCTATh
3Bipo0ili (Hypericum perforatum), 4epe3 pu3uK BUHUKHEHHS B3a€MOiN, 1110 TPU3BOALTE [0
3HMKEHHS PiBHA TaKpOJiMyCy B KpOBi i TepaneBTudHOro epexry Agsarpady’.

Cnig yHUKaTH OOHOYACHOTO 3aCTOCYBAHHS IIMKJIOCIIOPUHY i TaKpoliMycy, 3 06epexkHiCTIO
3aCTOCOBYBATH TAKpOJIMYyC IalieHTaM, SKi paHillle OTpHMYyBaJd HUKJIOCIOPUH (IuUB. po3ainu «Crocib
3aCTOCyBaHHS Ta I03U» i «B3aeMopis 3 iHIMMMU TiKapCchKUMU 3aco6aMu Ta iHIi BUOW B3aEMOTIN»).
Cnip yHMKaTH IpHUAOMY TIpernapaTiB/IPOayKTiB, 10 MiCTSTh BUCOKY KilbKiCTh KaJiiio, abo
Kasi30epiraounx OiypeTukis (IuB. po3min «B3aemofist 3 iHIIMMY TiKapChKUMU 3aco0aMu Ta iHImi
BUMM B3aEMOTIN»).

[Tpu omgHOYaCHOMY 3aCTOCYBaHHI TaKpPOMIMYyCy 3 JIiKapChKUMHU 3ac0b6aMu 3 BioMOI0 He(POTOKCUYHOIO
a00 HEMPOTOKCUYHOIO [Ii€l0 MOXKe IiIBUIIYBATHCS PU3UK BUHUKHEHHS HE)POTOKCUYHUX i
HEeWPOTOKCUYHUX peakiii (quB. po3min «B3aeMopmist 3 iHIMMME JTiKapChKUMHU 3ac00aMu Ta iHIIi BUIH
B3aEMOMIN»).

IMyHOCYyTIpeCaHTH MOXKYTh BIUIMHYTH Ha BiIOBiOb Ha BaKIMHAIIiI0, BaKLIKHAllis MOxe OyTH MEHII



e(heKTHBHOIO MpH JiKyBaHHiI TakponiMycoM. Cif YHUKATH BUKOPUCTAHHS KUBUX 0CJIa0IeHUX
BaKIIMH.

LI 1yHK080-KUWKOBI p031a0U.

Y namieHTiB, SIKi OTPEMyBalIM TaKpPOIiMyC, TOBIZOMIISINIOCH NP0 IUTYHKOBO-KUIIKOBI Iepdopatiil.
[Tepdopallig MIyHKOBO-KUIIKOBOTO TPAKTy € MEJWYHO BaKJIMBUAM YCKJIaHHEHHSM, 110 MOXKe
IIPU3BECTH 10 CTaHy, IKUM 3arpoxKye KuTTi0. ClIil HeraHo Ipy MOSBI Mif03PiiuX CUMIITOMIB
IIPU3HAYUTH afleKBaTHE JIIKyBaHHS.

[Tpu pmiapei piBHI TakpoJiMycCy B KPOBi MOXKYTh 3HAUHO 3MiHIOBaTHUCS; IIPU BUHUKHEHH] fiapel
HeoOXiiHWI peTebHUY MOHITOPUHT KOHIIEHTpAallil TaKPOIiMyCy B KPOBI.

CepIieBi 3aXBOPIOBAHHS

Bunapgku rineprpodii mtyHouKiB abo rineptpodii meperopomok cepiis, Ipo SKi MOBigoMIISIOCS SK
PO KappioMiomnarTii, Tpanisiucs pigko, aje CIocTepiranucs y namienTis, ki nputiManu I[Iporpad, i
TOMY MOXJIMBI Ip¥ NiKyBaHHI AfBarpadom®. ¥ GinbmocTi BunaKis rimeprpodis Miokappa 6yma
000pOTHa i criocTepiranacs Ipu KOHIEHTPAIiSX TaKPOJIIMyCy B KPOBI, 110 II€PEeBUIIYIOTh
MaKCHUMalbHi peKoMeHAoBaHi piBHi. [lo iHIIMX (HaKTOPiB, 110 MiABUIIYIOTh PU3UK LLOTO He0axKaHOTO
SIBUIIA, HAJIEXKWTh: HAABHICTh TONIEPETHLOTO 3aXBOPIOBAHHS CEPIS, 3aCTOCYBaHHS KOPTUKOCTEPOILIB,
aprepianbHa rinepTeH3is, HUPKOBa i mediHKoBa AuchyHKIisA, iHdeKIil, rinepBonemisi, HaOPSIKU.
[TamienTaM, gKi MalOTh BUCOKMY PU3UK Ta OTPUMYIOTh iHTEHCUBHY IMYHOCYIIPECUBHY Tepallilo, 10 i
micIIs TpaHCIUTaHTallil (depe3 3 micsri i moTiMm yepes 9-12 Mmics1iB) HeoOXiTHO TPOBOIUTH
exokappiorpadiunuit Ta EKI-KOHTPOIb. fAKIIO BUABISAIOTHCSA aHOMAJIl, CITif PO3TISAHYTH MUTaHHS
Tpo 3HMXKEHHs 034 ABarpady” a6o 3aMiHu Ipenapaty Ha iHIIKH iMyHOJEIpecaHT.

Takponimyc Moxe nmogoBxkyBaTH iHTepBan QT i cnpuuunATH torsades de pointes. Crmifg
NOTpUMYyBaTUCS 00ePeKHOCTI IIPX 3aCTOCYBaHHI MallieHTaM 3 ¢pakKTopaMy PU3UKY ITONOBXKEHHS
inTepBany QT, BKIOYal04yy MallieHTiB 3 iHAUBITyaTbHUM YU CIIAJKOBUM IIOA0BKeHHSIM iHTepBany QT,
TAITiEHTIB i3 3aCTiMHOIO CEePIIEBOI0 HEMOCTATHICTIO, OpagiapuTMi€lo, MOPYIIEHHSIM PiBHS €JTeKTPOJIITiB.
Cnipg goTpuMyBaTHCs 00€peKHOCTI MallieHTaM 3 [iarHOCTOBAHUM a00 ITig03p0BaHUM BPOIKEHUM
CHHOPOMOM mopoBxKeHHs iHTepBany QT abo HaOyTuM momoBxkeHuM iHTepBasioM QT Ta maiieHTaM, sKi
OJHOYACHO IIPUUMaIOTh JTiIKapChKi 3aco0H, 1110 IOO0BXKYI0Th iHTepBan QT, BKIIIOYal0Yy IOPYIIeHHS
PiBHS €MEKTPOJIiTiB YK BimoMe IigBUINIEHHS PiBHS €JIeKTPOJIITiB (IUB. po3min «B3aeMomis 3 iHIITUMH
JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKU B3AEMOiN»).

JlimponpoaichepamusHi 3ax80PHOBAHHA | 310AKICHI HOBOYMBOPEHH A

Y nami€HTiB, SKi JiKyBaJKUCS TaKPOJIiMyCOM, MOXKJIMBHAY PO3BUTOK IMOCTTPAHCIJIAHTALIMHUX
nimdonpomidhepatuBHux 3axBoproBans ([ITJI3), acouiioBanux 3 BipycoM Enmreiina-bapp (EBV) (gus.
po3min «ITob6iuni edexTr»). IIpu OMHOYACHOMY 3aCTOCYBaHHI iMyHOCYIPECOPiB 3
AHTUIIM@OLUKMTaPHUMH aHTUTINIaMHU (TaKUMHU K Ga3unikcumal, Jakiizymal) migBUIMYETbCS PU3UK
BUHUKHEHHS IIOCTTPAHCIJIaHTAl[INHUX HiMonpoipepaTuBHUX 3axBopioBaHsb (I1TJI3), acomiioBanux
3 Bipycom Enmteiina-bapp (EBV). TakoX € BifOMOCTI IIpO MigBUILIEHHS PU3UKY BUHUKHEHHS
niMmdornporidhepaTUBHUX PO3JafiB y nalieHTiB 3 HeraTuBHUM EBV-VCA (BipyCHUY KalCUOHUN
antures). ToMy nepeq npu3HadeHHsM Ansarpady® il Ipymi DAieHTIB CIIij] MIPOBECTH CEpPOJIOriyHe
nocnigxenHs Ha EBV-VCA. ¥ nporieci nikyBaHHS PEeKOMEHAYETHCS IPOBOAUTH PETEIbHUM
MoHiTopuHTr EBV 3a momomoroio nomimMepa3Hoi naHmorosoi peaxirii (ITJIP). ITosautuBaa EBV-TIJIP
Moxke 30epiraTucs NpoTATroM Mic4IiB i cama 1o cobi He € cBigueHHIM [1TJI3 abo nimdpomu.

K 1 Onig iHIIUX CUJIBHUX IMYHOCYIIPECHUBHUX IIpeliapaTiB, pU3UK BUHUKHEHHS BTOPUHHOTO paKy



HeBimomu (muB. po3min «IToGiuHi peakiii»).

4K i gns iHIMX IMyHOCYTIPECUBHUX IIPelaparTiB, Y 3B'93Ky 3 NOTEHLUIWHNM PU3UKOM BUHUKHEHHS
37I09KiCHUX HOBOYTBOPEHB IIKipy He0OXimHO 00MeXKyBaTH BIIJIUB COHIYHOTO CBiT/Ia Ta
ynbTpadioeToBOro BUMIPOMiHIOBAHHS, CJIil HOCUTH 3aXWCHUM OOST i BAKOPUCTOBYBATHU
COHIIE3aXMCHUY KPEM 3 BUCOKUM (HaKTOPOM 3aXUCTy.

[Hbex1il, BKIIOYa0YM ONMOPTYHICTUYHI iH(eKITil

Y mauieHTiB, fKi OTPUMYIOTh IMYHOAETIPECAHTH, Y TOMY YUCIIL AnBarpa(b®, iCHy€ MigBUILIEHUY PU3UK
BUHUKHEHHS ONOPTYHICTUYHUX iH(eKIil (0akTepianbHUX, TPUOKOBUX, BIDYCHUX Ta MPOTO30UHUX),
0co0NMBO Takux, sIK Hedpomatisi, 3ymoBneHa BK-Bipycamu, i MmynbTudoKanbHa JeiKoeHedanonaTis
(TIMJT), 3ymoBineHa JC-BipycaMu. Y Malli€eHTiB TAKOXK iCHY€ MiABUINIEHUN PU3UK BUHUKHEHHS
iH(peKUiNHNUX BIpDyCHUX TelaTUTIB (HallpuKiaj peakTuBallid remaTuTiB B Ta C ta/a6o HOBE
iHpiKyBaHHS, a TAKOXK remnaTuty E, sKuil Moxke mepeiTu y XpoHiuHy popmy). Lli iHdexkil vacto
II0B'A3aHi 3 BUCOKUM 3arajibHUM iMyHOCYIIPECUBHUM HaBaHTaXKEHHSM 1 MOXKYTb IIPU3BOOUTH 0
cepito3nux abo neTanbHUX HACIIAKIB, 110 CITifg 6paTy [0 yBaru JlikapsM Py MPOBedeHHi
nudepeHItianbHol JiarHOCTUKY Y MallieHTiB 3 0c/1abeHUM iMyHITeTOM TP MOTipiIeHH] QyHKIII
mMeviHKK a00 HMPOK YH MOSIBi HEBPOJIOTIYHKMX CUMITOMIB. [TpodimakTHKa Ta TiKyBaHHS IIOBUHHI
BigIIOBigaTH YMHHUM KJIiHIiYHMM HaCTaHOBAM.

CungpoM 3amHbol 000poTHOI eHIledanomnatii (PRES)

4K mOBIIOMANOCSH, Y TALI€HTIB, IKi OTPUMYyBaJI TaKPOJIIMYC, PO3BUBAETHCS CUHAPOM 000POTHOL
nocTepiopHol eHuedamnonartii (PRES). AKIro y naIi€eHTiB, Ki IpUUMaOTh TaKPOIIMYyC, Bif3HAYal0ThCS
cumntomu PRES, Taki gk ronoBHMM 6inb, 3MiHU IICUXiYHOT'0 CTaHY, CYIOMH Ta IIOPYLIEHHS 30DPY, CIIiN
IIPOBOJIUTH BigIOBiAHI AiarHOCTUYHI mpouenypu (Hanpukiag MPT). IIpu miarHoCTyBaHHI CHHAPOMY
PRES Heo0xigHO HeraHO IPUNMHUTU CUCTEMHE 3aCTOCYBaHHS TAKPOJIIMyCy, IPOBECTU aleKBaTHUH
KOHTPOJIb PiBHSI apTepiasibHOr0 TUCKY 1 OSIBU CyZOM. BiNbIIiCTh Mal[ieHTiB IIOBHICTIO OQYXKYyBaslu
IiCJIs IPOBENEHOr0 BiANOBITHOIO JIIKyBaHHS.

[TopyIlieHHS 30PY

Y matieHTiB, SKi OTpHMyBaJK TaKPOIIMYyC, TOBIIOMIISAIOCS IIPO MOPYIIEHHS 3 60Ky opraHiB 30py, 110
iHOMi mporpecyBasy g0 BTPaTH 30PY. Y OKpeMUX BUIIafKaX [TOBIJOMIISIA IIPO BUPIIIEHHS NUTaHHSI
II0ZI0 IIEPeX0Ay Ha aJlbTepHATUBHY IMYHOCYIIPECUBHY Tepalio. [TallieHTiB Cllif monepeguTy po
HeoOXiIHICTh MOBIOMIISITH IIPO 3MiHU TOCTPOTH 30Dy, 3MiHU CIPUUHSATTS KOIbOPIiB, IOMYTHIHHS 30py
abo mosBy nedekTy mosst 30py; B TaKUX BUIagKaX PEKOMEHIYEThCSI HerailHe 00CTeXKEeHHS 3
HalpaBJIeHHSIM [0 0 TanbMOoJIoTa, SKIIO Ile HeoOXimHo.

Bunadku icmuHHoi epumpoyumapHoi anaasii

Y narmieHTiB, SIKi OTPEMYyBaId TaKpPOJIiMyC, ITOBIHOMIISNIOCS IIPO BUMAOKHU iCTUHHOI €PUTPOLIATAPHOL
amnasii (IEA). V Bcix narienTiB Oynu HasiBHI pakTopu pu3uky IEA, Taki aK iHQeKIis mapBoBipycy
B19, HasiBHICTH OCHOBHOT'O 3aXBOpPIOBaHHSI a00 OMHOYACHUM IIPUNOM JTiKapChKUX 3aC00iB, ITOB'I3aHUX
3 [EA.

Ocob.ausi nonyasauii

IcHye 0O6MeXeHUM KITiHIYHUM [OCBig 3aCTOCYBaHHS IIpelapary nallieHTaM HeeBPOIIiOifHOI pacH i
nalieHTaM 3 MiABUIIEHUM PHU3UKOM iMyHOJIOTiYHUX MTOPYIIeHb (HallprKiaz, IIPY peTpaHCIIaHTallii,
HasBHOCTI ITaHeJIi peaKTUBHUX aHTUTiN, PRA).



[TarieHTaM i3 TSXKKUMHU yPaXkKeHHSIMU MTeYiHKKA MoxKe OyTH HeoOXimHUM 3HUKEHHS M03U (IUB. PO3MiN
«Croci6 3aCcTOCYBaHHS Ta HO3U»).

JonomidxicHI peyosuHu

Kancymu Anparpady® MicTATh NakTo3y (kamcyina mo 0,5 Mr Mictuts 51,09 Mr 1aKTO3H, Karcyia o
1 mr - 102,17 mr nakrto3y, Kancysa 1o 3 mr - 306,52 Mr 1akTo3y, Kancysa 1no 5 Mr - 510,9 mr
JIaKTO3H BIiITIOBIIHO), TOMY He CJIifj 3aCTOCOBYBaTH IIpelapaT MallieHTaM 3 PiIKiCHUMU CIagKOBUMU
3aXBOPIOBaHHAMY, II0B'SI3aHUMHU 3 HEIIEPEHOCUMICTIO rajlakKTo3H, HeJOCTATHICTIO JlakTa3u Jlanmna
(Lapp) abo manbabcopOIrieto TiI0K030-TaTaKTO3M.

Ipykapcbka ¢pap6a, 110 BUKOPUCTOBYEThCS [JIs II03HaYeHHs Kancynl Agsarpady®, MiCTUTh HE3HAUHY
KinbKicTh (cmipu) coeBoro nemutuny (0,48 % y 3aranbHOMY CKiafi gpykKapchKol Gpapou). s
TIAIlieHTIB 3 TiMepYyTIUBICTIO OO0 apaxiCoBHUX ab0 COEBUX IPOAYKTIB CJIifl 3BaKUTU KOPUCTD Bif
3acTocyBaHHg AfgBarpady’ 3 MOXKIJIMBAM PU3MKOM i TAKKICTIO PeaKIiil Tiep4yTIuBOCTi.

1 kancyna A;[Barpa<by® (mo 0,5 mr, 1 Mr, 3 MT Ta 5 MI') MiCTUTB MeHIIIe HiX 1 MMOIb HaTpio (23 mr).

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
BariTHicTb

[laHi IpO 3aCTOCYBaHHSA JIIOOAM [10Ka3YIOTh, 110 TAKPOJIIMYC IPOHUKAE Yepe3 IJIALlEeHTY YV XKiHOK.
OOMeXeHi JaHi peIUIIieHTIB micng nepecagky OpraHiB MOKa3yTh BiICyTHICTh NOKa3iB iCHyBaHHS
TiIBUIIIEHOTO PU3UKY BUHUKHEHHS MOOIYHUX BIIJIUBIB Ha nepelir i Hacmimok BariTHOCTI npu
3aCTOCYBaHHI TaKPOIIMyCy MOPIBHSHO 3 iHIIKMM iMyHOCYIIPECUBHUMH JIiIKapPCHKUMHU 3acOo0aMu.
Opuak Oyu 3apeecTpoBaHi BUMTAAKY CIIOHTaHHOTO abopTy. Ha maHu#t yac BimcyTHi iHIm BigmoBimHi
enigemiosioriyni gaxi. JIikyBaHHS TaKpOJIIMyCOM BariTHUX XKIHOK MOXKHa AOIYCKATH JIUALIE Y
BUIIa[IKaX, KOK BificyTHs Oe3MeyHilla anbTepHaThBa i KOJIM MOXKJIMBa KOPUCTH AAJIS BariTHOI
BUIIPABIOBY€E MOTEHIIMHUY PU3UK [JIS MJIOAA. 3 METOI0 BUSBIIEHHS MOTEHIIINHNUX MO0iYHUX e(PEKTIB
TaKpOJIIMyCy PEKOMEHAYEThCI KOHTPOJIIOBATH CTaH HOBOHAPOAXKEHUX, MaTepi IKUX IIif Jyac
BariTHOCTI MpUUMa¥ TaKpoJiMyc (0COOIMBO CTaH HUPOK). ICHY€ pU3UK BUHUKHEHHS IepeqdacHuX
nonoriB (<37 TuxkHIB) (yacToTa 66/123 HapomxeHb, TOO6TO 53,7 %, IPOTe JaHi MOKa3yBasy, 0
OiNBIIiCT, HOBOHAPOAXKEHUX IIPU HAPOMXKEHHI May HOpMaJIbHy Macy Tina Ojis ix recTalifHOTO BiKY),
a TaKOX iCHy€ PU3UK IIOSIBU TillepKaslieMil B HOBOHApOAXKeHOoro (4actora 8 3i 111 HOBOHApPOMXKEHUX,
T00TO 7,2 %), IKa, OOHAK, CAMOCTiifHO HOPMaJIi3yE€ThCH.

Y mocnifKeHHSX Ha IIypax i KPosX TaKpoJliMyC CIPUYUHSB IIPOsiBU eMOpiodeTanbHOI TOKCUYHOCTI
IIPY 3aCTOCYBaHHI y 103aX, L0 aCOLIITHCS 3 TOKCUYHICTIO 711 MaTepi.

QepTUNLHICTS.

Y mypiB BifMiduaBCsl HETaTUBHUY BIIJIUB TAKPOJIIMyCYy Ha YOJI0Bi4Yy (PEepTUTBHICTh, 3HUKEHHS
KiJIbKOCTi CTIepMaTO30I/iB i iX pyX/IUBICTE.

[lepion rogyBaHHA IPYOII0

IlaHi IOKa3yI0Th, 0 TAKPOJIIMyC IPOHUKAE ¥ IPYIHE MOJIOKO. OCKIJIbBKY BUK/IIOYUTYU
HeCIPUATIIVBUY BIIJIUB TAKPOJIIMYyCy Ha HOBOHAPOOXKEHOT0 HEMOXKI/IUBO, XKiHKaM, Kl
npuiMaioTh AgBarpad®, ciin IPUIMHATYE TONyBaHHS TPYIIO.



30damuicmsb eniueamu Ha weudKicmob peakuii npu KepyeaHHi asmompaHcnopmom a6o
podomi 3 iHwumu mexaHizmamu.

TakponiMyc MoXe CIPHYMHUTH 30POBi i HEBPOJIOTiuHi po3nIau, 0co6NIuBO y moeaHanHi Agsarpady® 3
aJIKOT 0JIEM.

BifcyTHi mocifzKeHHs BIIMBY TakKpoiiMycy (Amsarpady®) Ha 3MaTHICTh KEPYyBATH aBTOTPAHCIIOPTOM
abo mpaloBaTy 3 iHITUMU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Anparpa¢® - nepopansHa GpopMa TaKpoJIiMycCy, [0 3aCTOCOBYETLCA 1 pa3 Ha moly. Tepamis
AnBarpadoM® BUMarae peTenbHOro KOHTPOIIIO 3 GOKy IIepCOHay, 10 BOIOAIE BiIOBiAHOI
KBasidikalieto i Mae y po3nopsaKeHHi BignoBigHe o0nagHaHH. Lleit mikapchbKuil 3aci6 MOXKYTh
IIpu3HavaTH i BHOCUTH 3MiHU Y KyPC iMYHOCYIIPECUBHOI Tepallii, 1110 TPOBOOUTLCS, TIMbKK JIiKapi, AKi
MaloTh OCBifl TPOBEeHHS iIMyHOCYIIPECUBHOI Tepallil y MallieHTiB 3 IepecagKeHUMHU OpraHaMu.

Pi3ui mepopanbHi opMu TaKposiMycy He Cllif 3aMiHOBaTH 0€3 KIiHiYHOT0 HaTIsAdy.

BumagkoBa, HeHaBMECHA a60 HEKOHTPOIbOBaHA 3aMiHa Pi3HUX ITePOPaIbHUX TiKapChKUX (HopM
IIpernapary 3 PisHUM BUBITbHEHHSM € HeOe3meyHo10. 1le MoXke MPU3BECTH [0 BiITOPTHEHHS
TPaHCIUTaHTaTa abo 30iibIIeHHsT BUNAKIB IOOIYHUX peakKIliit, y TOMy YUCJIi HegOoCTaTHbOI abo
HagMipHOI iIMyHOCYIIpeCil, y 3B'3KY 3 KJIIHIYHO 3HQYYIUMU BiIMIHHOCTSIMU § CHCTEMHOMY BIIJIUBI
TakposiMycy. IlallieHTH TOBUHHI JOTPUMYBATHCS PEXUMY 3aCTOCYBaHHS OfHI€E] TiKapChKol (opMHU
TaKpOJIIMyCY 3 BigIOBIIHUM IIOfleHHUM I'padikoM [[03yBaHHS; IPH IIbOMY 3MiHH JTiKapCchKol hopMu
abo pexXUMy 3aCTOCYyBaHHS IIOBUHHI BiOyBaTHCS TilbKHU IIifl peTeIbHUM HariasgaoM (axiBis 3
TpaHCIUTaHTaMii (IuB. po3minu «OcoOnMuBOCTi 3acTocyBaHHA», «I100iuni edhexTu»). Ilicns
niepeBefleHHs Ha OyIb-sIKy iHIY allbTepHaTUBHY JTiKapCcbKoi ¢hopMy HeoOXigHO KOHTPOJIIOBATH
KOHIIEHTpALlil0 TAKPOJIIMYCY y KPOBI i IPOBOAUTY KOPEKIIiI0 03U IpenapaTry Ajsd MigTPUMKU
CHCTEMHOI eKCII03HUllii TaKPOIiMyCy Ha afleKBaTHOMY DPiBHi.

Cnocib 3acmocy8aHH s

PexoMeH0BaHi IOYATKOBI 103U, IPELCTaBlIeHl HUXKYe, € OPIEHTOBHUMU.

V mouaTKoBUI micnsfonepariiauii nepion Ansarpad® 3a3Budaii ciif 3aCTOCOBYBaTU OMHOYACHO 3
iHIMMMY IMyHOCYTIpECUBHUMH JTiKapChKUMHU 3aco0amiu. [103y MOXKHa 3MiHIOBAaTH 3a/Ie3KHO Biff 00paHo1
iMmyHOCynpecuBHoi Tepamii. [Jo3yBaHHs ABarpady® moTpi6HO BCTAHOBIIOBATH y HepIly 4epry Ha
OCHOBI K/TiHiYHOI OIIiHKM PU3UKY BiITOPTHEHHS Ta iHAWBiTyaIbHOI IEPEHOCUMOCTI JTiIKapChKOTO
3aco0y, a TaKOXK 3BazkKalouM Ha [laHi MOHITOPUHTY PiBHS TAKPOJIIMyCy B KPOBi (OUB. HUXKYe Y PO3Misi
«TepaneBTUYHUN MOHITOPUHT JTiKapChKOro 3acoby»). [Ipu mosBi KTiHIYHUX CUMIITOMIB BiITOPTrHEHHS
He0oOXiTHO PO3TISHYTH MUTAaHHS HEOOXiMHOCTI ITPOBeieHHs KOPEKIIil peXUMy iMyHOCYTIPECHUBHOI
Teparrii.

Y namieHTiB micns nepecajkyu HUPOK i nediHku de novo noka3Huk AUC,,, TaKpoOJiMycCy AJis
nikapceKoro 3aco0y Ansarpad® Ha 1-i mess 6yB Ha 30 % i 50 % HMKYKAM HOPIBHSHO 3 TAKMM IIPH
IIPY 3aCTOCYBaHHI TaKol K 003U JIiKapChbKOTO 3aco0y y iKapchKill ¢popMi Karcys HeraiHoro
BuBinbHeHHS ([Iporpad). Ha 4-Ty moby cucTeMHa eKCIO3Ullisg TaKPOJIiMyCy (BUMipIOBaIXCs
MiHiManbHi piBHi ¥ ma3mi KpoBi) Gyia omHaKOBa AJIS IBOX BUIEBKa3aHUX JIIKAPCHKUX (GOpM



TaKpOJIIMyCY y TAIliEHTIB 3 ITepecafikoi0 HUPOK i Tepecafikolo MediHKu. 3 MeToi0 3a0e3nedeHHs
afleKBaTHOI eKCIO03HIlil TAKPOIiMyCy IpH JiKyBaHHI AnsarpadoM® IpOTATOM HepluX 2 THXKHIB Hicns
TPaHCIIaHTallll PeKOMEHIYEThCS PETYISPHUM i peTebHUY MOHITOPUHT MiHiManbHOI KOHIIEHTpalil
TaKpomiMycCy ¥ KpoBi. OCKiIbKY TaKpOJIIMyC - pe4Y0BUHA 3 HU3BKUM KIIIPEHCOM, [JIS JOCSITHEHHS
PiBHOBaXKHUX KOHIIEHTPALIi# Iicss KOPEKIIil mo3u AnBarpad)y® Moxke OyTy MOTPiOHO AeKinbKa [AHiB.

s npodinakTKY BifTOPTHEHHS TPaHCIIJIaHTaTa CTaH iMyHOCYIIpecil HeoOXigHO MigTPpUMyBaTH
IIOCTiMHO; OTKe, TPUBAJIICTh Tepallil HeoOMeKeHa.

IIpodirakmuka 8i0mopeHeHHA MpdHCNAdHMAmdad HUPKU

I[TepopaneHy Tepamio AgsarpadoM® Ciif po3noduHaTH 3 f060Boi fo3u 0,2-0,3 Mr/Kr/noby, aKy
3aCTOCOBYIOTH 3a OUH IIpUKoM BpaHi. [IpuiioM npenapaTy po3MOYUHATH IPOTATOM 24 FOAWH Mics
TPaHCIJIaHTallil.

Ilo3y ApBarpady” 3a3Budaii CIIif] 3MeHIIYBaTH y IOCTTPAHCIUIaHTAIL[IMHNI Tepiof. Y mesaKux
BUIIa[IKaX MOXKJ/IMBA BigMiHa CyIyTHBOI iIMyHOCYIIPECHBHOI Teparil, 10 IPU3BOOUTH 40 MOHOTEpaIlil
Anparpadom®. [TocTTpaHCIUIaHTaLlifHI 3MiHM CTaHy HallicHTa MOXYTh 3MIiHUTH (apMaKOKiHETHKY
TAKpOJIIMyCy i BUMararty IOfla/bIIoro KOPUIyBaHHs 1034 AnBarpady’®.

[Ipoginakmuka 8i0mop2HeHHA MPAHCNAAHMAMAd NevyiHKu

I[TepopaneHy Tepamio AgsarpadoM® Ciif po3noduHaTy 3 fo60Boi mo3u 0,1-0,2 Mr/kr 1 pa3 Ha o0y,
BpaHui. [Ipuiiom npenapaTy po3nodynHaTy yepel 12-18 roguH micng TpaHCIUTaHTAIl.

o3y AnBarpa(by® 3a3BUYan CJif 3MEHIIyBaTH y IOCTTPaHCIJIaHTAl[iMHUY nepiof. V mesakux
BUIIa[IKaX MOKJ/IMBA BigMiHa CyImyTHBOI iIMyHOCYIIPECHUBHOI Teparlil, 110 TPU3BOOUTh 40 MOHOTEpaIii
Anparpadom®. TTocTTpaHCIIaHTaLiHI 3MiHK CTaHy MallieHTa MOXYTh 3MiHUTH (papMaKOKiHETHKY
TaKpOJIIMyCy i BUMaraTy MOfasbIIoro KOPUryBanHs go3u Axsarpady’.

ITepesedeHHs nauieHmia 3 AikyeaHHsA npenapamom IIpozpad Ha Adsazpad®

SIKIII0 TaI[i€HTIB MiCIIs aJI0TPAHCIIIaHTallii, aKi npuiiManu [Tporpad® (Kamcynu) y migTpuMyodii
mo3i ABivi Ha Ho0y, HEOOXiAHO mepeBecTy Ha npuiioM Ansarpady® 1 pas Ha 00y, CIHiBBiIHOIIEHHS
no00BUX [103 Y IIE€Piof] Tepexony IOBUHHO CTaHOBUTH 1:1 (Mr:Mr). AJIBarpa(b® CJIiT 3aCTOCOBYBATH
BpaHIIi.

V crabinbHMX DallieHTiB, IepeBeeHux 3 Kancyn [Iporpad (mBiui Ha gens) Ha Agsarpad® (1 pas Ha
IeHb) y criBBigHOMIEHH] 1:1 (Mr: Mr) 3a 3arajbHOIO0 1060BOIO 03010, CUCTEMHA €KCIIO3HUIIis
Takponimycy (AUC ,,,) mia Agsarpady® Gyna npubmusHo Ha 10 % Huxkya, HiX #d [Iporpady®.
CriBBigHOILIIEHHS MiX MiHiManbHUM piBHEM Takponimycy (C,,) i cuctemHow ekcrnosuuieio (AUC ,,,)
nns Agsarpady® Take X, sk mns [Iporpady®. Ipu nepexopi 3 kancyn [Iporpady® Ha Kancynu
Apnparpady® ciif BUMipioBaTH MiHiMaIbHY KOHIIEHTpAIliio IpenapaTy y IIa3Mi KpoBi [0 Iepexofy i
IIPOTSATOM [IBOX THXKHIB micns nepexony. Ilicis nepexony HeoOXigHO KOHTPOJIIOBATH MiHiMaTbHUH
piBeHb TAKPOIIMyCy y IIJ1a3Mi KpoBi i y pa3i Heo6xigHOCTI KOperyBaTu fo3y s MifTPUMKHU TaKoi XK
CHCTEMHOI ekcmo3ullii. HeoO0XigHO TPOBOIUTH KOPEKIIiIo M03HU IS MifTPUMKKM CHCTEMHOI €KCIIO3MITil
TaKpOJIIMyCy Ha II0IIepPeIHbOMY PiBHI.

ITepexid 3 UUKAOCNOPUHY HA MAKPOAIMYC

Cnipm goTpuMyBaTHCh 00€PEXKHOCTI ITPK TTepeBeieHHi mallieHTiB 3 6a30B01 Teparii HUKIOCTIOPHHOM Ha
6a30By Tepariio TakposiMycoM (muB. po3minu «OcoOnMMBOCTi 3aCcTOCYBaHHA» Ta «B3aemopmis 3



iHIITMMHM NTiKapCcbKUMM 3aco0aMu Ta iHII BUOM B3aEMO[ii»). He peKOMEHIYETHCST OMHOYACHE
3aCTOCYBaHHsA LMKIJIOCIIOPUHY i Takponimycy. Tepamito Agsarpadgom® HeOGXiAHO PO3IOYHHATH IICIA
BM3HaYEHHS KOHIIEHTpallil IMKJIOCIIOPUHY Yy IJIa3Mi KPOBi Ta aHasli3y KJIiHIYHOTO CTaHy Malli€eHTa.
[lepexip ciig BigK/IacTU IIpU MigBUILEHOMY PiBHI IIUKIOCIOPUHY B KpoBi. Ha mpakTu1i teparis
TaKPOJIIMyCOM PO3IOYUHAETHCS Yyepe3 12-24 roguHu micis IpUNUHeHHs 3aCTOCYBaHHSA
UKJiocnopuny. [licis nepexony peKOMEHAYEThCS KOHTPOJIIOBATH PiBEHD LIUKIIOCIIOPUHY B KPOBI,
OCKiTbKM MOXKJIMBUH BIIJIUB Ha KJIipeHC LUKJIOCIIOPUHY B KPOBI.

JlixyeaHHA 8i0mop2HeHHA dA0MPAHCNAdHMama

3 MeTO10 KyIipyBaHHS BiATOPTHEHHS TpPaHCIJIaHTaTa PEKOMEHOYIOThCS TakKi MigXOOu: MiABUILEHHS
[03U TAKpOJIIMYCY, IIOCUAJIEHHS Tepallil KOPTUKOCTepoigaMu, KOPOTKi KypCH Teparllil MOHO-
/IOJIKIIOHANIBHUMY aHTUTIIaMu. [1py BUHMKHEHHI 03HAK TOKCUYHOCTI TAKpOIiMyCy (HalmpuKiag,
TAKKi 100iyHi peakuii (muB. po3nin «I1o6iuHi peakirii»), Moxe OyTH MOTPiOHE 3MEHIIIEHHS 003U

Anparpady®.
JIiKyBaHHA 8i0mMOp2HEeHHA aA10MmpPaHCNAaHmMama HUpKuU abo neyiHku

IIpu mepexofi 3 iHIIKX iIMyHOMIEIIPECAHTIB Ha 3acTOCyBaHHSA AnBarpady® TiKyBaHHS CIIif
PO3MOYMHATH 3 IOYATKOBUX IIEPOPAIbHUX 03, 0 PEKOMEHAYIOTHCS IS IPO(iTaKTUKH
BiITOPTHEHHS TPaHCIJIaHTaTa IIPU TPaHCIJIaHTallil HUPOK i MeYiHKY BiAMOBIOHO.

JIikysaHHs 8i0mopeHeHHs a10MpaHcnAaHmama nicis mpaHcnaaHmauii cepus

Il1g mopoCnuX IallieHTiB, MePEBEIEHUX Ha AnBarpa(b®, IMoYaTKOBa MepopanbHa f03a
CTaHOBHUTH 0,15 Mr/kr/mo6y BpaHIi.

JIiKyBaHHA 8i0MOp2HeHHA a10mpaHcnaaHmama nicAs mpaHcnaaHmauii iHwux
aaompaHcnaaHmamis

Kniniuauy gocBif 3aCTOCyBaHHSA AuBarpa(by® IJIs JIIKyBaHHS TAI[iEHTIB MiCIs TPaHCIIaHTalil
JIeTeHb, MAIUTYHKOBOI 3a103U, KUIIEYHUKY BifcyTHiN. JIiKapchKui 3acid I[Iporpad® crig npusHavaTu
[JIS TiKyBaHHS MAI[iEHTIB IMiCIg TPaHCIJIaHTAallil IeTeHb Y II04YaTKOBIil TepopabHii

mo3i 0,10-0,15 mr/kr/mo0y, malfieHTam micis TpaHCIIaHTallil MiAIUTyHKOBO1
3aJ103H - y [I0YATKOBil nepopasnbHii f103i 0,2 Mr/Kr/mo0y i micis TpaHCIIaHTalii KUIIEYHUKY - Y
TI0YaTKOBIi epopanbHiit f03i 0,3 Mr/Kr m00y.

TepanesmuyHul MOHIMOPUH2 AIKAPDCbKO20 npenapamy

Bubip 703 MOBUHEH I'PYHTYBATHCS Ha KITiHIYHIN OLiHI iHOWBiNyanbHOTO PU3UKY BifTOPTHEHHS i
IIePEeHOCHUMOCTI IIpenaparTy, a TakoX Ha JaHUX MOHITOPUHTY TepaleBTUYHOI0 MiHIMaJIbHOTO PiBHSI
TaKpOJIIMyCy B KPOBI.

s BuOOpy ONTHMaNbHOI HO3H CJIifi 3aCTOCOBYBATH KijlbKa METO/iB BU3HAYEHHS KOHIIEHTpallii
TaKpOJIIMyCY y LiNbHi# KpoBi. [IopiBHAHHS pe3yJIbTaTiB MOHITOPUHTY, ONy0IIiKOBaHUX y JIiTEpaTypi, 3
pe3ynbTaTaMy MOHITOPUHTY B OKpeMill KJIiHilll HeoOXigHO 34iliCHIOBATH 3 ypaxXyBaHHSIM
3aCTOCOBYBAHOTO METOMY BU3HAUYEHHS KOHIIEHTpALlil TaKPOJIiMyCy B KPOBi. Y CcydacHid KIiHIYHIN
MIPaKTHUIIl PiBHI TAKPOJIIMYCYy B KPOBI KOHTPOJIIOIOTHCS MEPEBAXKHO 3a AOIIOMOT 00 METO/IiB
iMmyHoaHamnidy. Kopensnis Mixk MiHiManbHUM piBHEM KoHIeHTpalil (C,,) i CHCTeMHOIO eKCIIO3HUIIiE€I0
(AUC,,,) TakponiMyCy B KPOBi IIpH 3aCTOCyBaHHi 060x npenapatis (Agsarpad® i IIporpad®)
IPaKTUYHO OJHAKOBA.

Y nocTTpaHCIIaHTalliiHUM epion HeoOXigHO KOHTPOJIIOBATH MiHIMalnbHUY PiBEHb TaKPOIIIMYCY Y



KpoBi. MiHiManbHUY PiBEHb TAKPOIIMYCY ¥ KPOBI CJIifi BU3HAYATH IPUONINU3HO Yepe3 24 TOOUHU MiC/Isa
noyaTKy npuiioMy Agsarpady® mepeq HaCTYIHMM IIPAAOMOM. Y Iepili 2 THXHI Iicasa
TPaHCIIaHTallil pPeKOMEHIY€EThCS YaCTillNi KOHTPOJIb MiHiMaIbHOTO PiBHS TAKPOJIIMYyCy, a IOTiM, ¥
nepiof MigTPUMYI0UO0i Teparil, - MepioguYHK MOHITOPUHT. TepaneBTUYHNM MiHiMaIbHUY PiBEHb
TaKpOJIIMyCy Y KPOBI CJIifi 0COOJIMBO PeTeNbHO KOHTPOIIOBATH Hics nepexony 3 [Iporpady® Ha
Anparpa¢®, mpu npoBefeHH] KOPEeKIii 03K, IIpK BHECEHHI 3MiH y PeXKKM iMyHOCYIIPeCHBHOI Teparii
abo mpu OMHOYACHOMY 3aCTOCYBaHHI JIiKapChbKUX 3aco0iB, 1110 MOXKYTh 3MiHIOBAaTH KOHIIEHTPAIIiI0
TAKPOJIIMYCy B KpOBi (quB. po3min «B3aemofis 3 iHIIMMHM TiKapChbKUMHM 3aco0aMH Ta iHIM BUIU
B3a€EMO[iK»). YacToTa MOHITOPHHTY PiBHS JIIKapChKOTO 3aC00y BU3HAYAETHCS KITIHIYHOIO
HeoOxifmHicTI0. OCKIiIbKK TaKpOJIIMYC - 1le PeY0BHHA 3 HU3bKKM KITiPEHCOM, [AJISI HOCSATHEHHS
PiBHOBAaXXHMX KOHIIEHTpALi#l TAKPOJIIMyCy B KPOBi Iic/a Kopekuil fo3u Agsarpady”® Moxe 6yTH
mOTPiOHO KinbKa [HIB.

3rigHo 3 JAaHUMMU KJTIHIYHUX [OCHiXKeHb, y OibIIOCTI BUMIA[KIB JTiKyBaHHS MAI[iEHTIB YCIillIHe IPH
TepaneBTUYHNX MiHIMalbHUX PiBHSAX TaKpoJiMycy B KpoBi He Buine 20 Hr/mi. [Ipu iHTeprpeTartiii
IaHUX [P0 TepalneBTUYHY MiHiMallbHYy KOHIIEHTPAIIiI0 TAaKPOJIiMyCy B KPOBi HeoOXimHO OpaTyé 40 yBaru
KJIIHIYHUN CTaH MallieHTa. 3a HagBHUMHU JaHUMH, ¥ IOYAaTKOBUY IMOCTTPAHCIJIaHTALliIMHUY TIePiof y
MAIliEHTIB MMiC/A TPaHCIJIaHTAallil MeYiHKY TepalleBTUYHUY PiBeHb IpenapaTy B KPOBi 3HAXOAUTHCS B
miama3oHi 5-20 Hr/mi, a micns nepecamkeHHs HUPKU abo ceprst - 10-20 ur/mi. ITig gyac
HiATpUMYI04Y0i iMyHOCYIIPECUBHOI Teparmil y IallieHTiB micnsa nepecagky nevyinku, HUpKu abo cepus
KOHIIEHTPAIlis IIpenapaTy B KPoBi 3a3Buyaii nepedyBa€ y Mexkax 5-15 Hr/mi.

Ocob.auei nonyasauii

ITeuiHkosa HedocmamHicmb

[TamieHTaM i3 TAKKUMU MOPYIIEHHIMU QYHKIII MeYiHKu OJIA DifTPUMKH MiHiMaIbHOTO PiBHSA
TAKpOJIIMyCy B KPOBi y MexKaxX pPeKOMEHI0BAHOT'0 TePaleBTUYHOTO [iianla30Hy Moxke 6yTu IoTpibHO
3HUXKEHHd 1034 Ansarpady’.

Hupxosa HedocmamHicmb

Ockinbky QYHKIIiS HUPOK He BIIMBa€ Ha ¢papMaKOKiHETUKY TaKpOJIiMycCy, HeOOXigHICTh y KOPeKIIil
no3u BifcyTHS. [IpoTe y 3B'513Ky 3 He(POTOKCUYHUM IIOTEHIIaJI0M TaKpOIiMyCy peKOMeHOOBaHUMI
peTenbHUN MOHITOPUHT (QYHKIII HUPOK (BK/II0Yal0UX MOKAa3HWKY KOHIIEHTpallili KpeaTUuHiHY B
CHPOBATIIi KPOBi, pO3paXyHOK KJIIpEeHCY KpeaTUHiHy Ta MOHITOPUHT Hiypesy).

Paca

[TarieHTaM HErpoigHOl pacu AJisl JOCATHEHHS aHaJIOTiYHUX MiHiMalIbHUX KOHIIEHTPAIlill TaKpoIiMycCy
y IIy1a3Mi KpoBi MOXKYTh OyTH OTPiOHI GiNTbII BUCOKI LO3U TAKPOIIMyCy ITOPIBHSIHO 3 €EBPOIIEOITHOIO
pacoio.

Cmampb

BimcyTHi OKa3wy, IO MallieHTaM Y0JI0Bidol i XKiH0Yol cTaTi HeoOXifHi pi3Hi 103U IpenapaTry
IJ1S1 MOCSAAITHEHHS aHAJIOTiYHOl MiHIMaIbHOI KOHIIEHTPallil ¥ IJIa3Mi KPOBi.

ITayieHmu AiMHbO20 BIKY
CBigueHHS PO Te, 110 TalliEHTaM JiTHLOTO BiKy HeoOxigHi 0coOnuBi 103U IpemnaparTy, BifCyTHi.

Memo0 3acmocysaHHA.

I[TepopansHy H060BY 703y AnBarpada® peKOMeHAyeThCS IpUiMaTy BpaHLi 1 pa3 Ha mo0y.



[Tpuitom Kamncyn Anparpada® nponosrosaHoi fii 3milicHIOBaTH 0fpa3sy MiC/s TOTO, K 1IX BUUHATH 3
omictepa. [1alieHTiB CIif moMepeguTH PO HasBHICTh B YIIAKOBIIi BOJIOTOIOTIMHAYA (lTaKeTHUKa i3
CUJIIKOTeJIeM), 1110 He TPU3HAYeHUN s npuiioMy. Karncynu peKoMeHIyETbCS TPUNMaTH LiTHMH,
3alUBaTH PigKMHOIO (IIepeBaXkHO BOHOI0). 15 JOCATHEHHS MaKcuMalbHol abcop6uii Ansarpad®
PEKOMEHIY€EThCS MPUMMaTH Ha TIOPOXKHIY IUIYHOK: 3a 1 roguHy o abo yepes 2-3 TOOUHU MiCsa
npuiiomy ixi. [Tpomyieny no3y HeoOxigHO IPUNHATY TKHaAUIIBUIIE, 0akaHO Y TOM XKe [IeHb; He CIIif
IpUUMATU IOMBiIMHY 03y HACTYIIHOI'O PAHKY.

Ins maltieHTiB, gKi He B 3M03i MpuAMaTH IepopabHi JikapchKi 3aco0u ogpa3y micis mepecafku
opraHa, Moxe OyTH iHillilloBaHa Tepamnis TaKpOJiMycOM i3 BHYTPilIHEOBEHHUM BBEIEHHSM (IUB.
iHCTPYKILiIO 71 MEOWYHOT0 3aCToCyBaHHA nys IIporpady®, 5 MI/MII, KOHIIEHTPATY OJIs
IPUTOTYBaHHS PO3UMHY s iHDy3iH) y mo3i. mpubnusno 1/5 Big peKkoMeHmOBaHOI
IIepopasbHOI 103H [JIS BiTIOBIMHUX ITOKa3aHb.

Himu.

besneka Ta epeKTUBHICTh 3aCTOCYBaHHS AnBarpad)y® OiTSIM [0 LbOTO YacCy He BCTaHOBJIEHA.
HocTynHi o6MexkeHi maHi, aye Ha iX OCHOBI He MOXKYTb OyTH 3p00ieHi HisKi peKoMeHallil o0
N03yBaHHA.

Ilepedo3yeanHsi.

BimomocTi mpo nepemo3yBanHs oOMexkeHi. [ToBimOMIIsAIOCS PO KilbKa emi3ofliB BUIagKOBUX
nepeo3yBaHb Yy MAlli€HTiB, SKi MpUUMany TakposiMyc. CUMITOME BKJIIOUAIN TPEMOP, TOIOBHUM Oifb,
HynoTy, 67t0BaHHS, iH(EKII], KpOIIUB STHKY, TeTapriiHuii CTaH, MiABUIIEHUN BMIiCT a30Ty CEUOBHHU B
KPOBi, CHPOBATKOBOI'0 KpeaTHHIHy Ta ajlaHiHaMiHOTpaHC(epasu.

Ha cporopgni He icHye crienudigyHUX aHTUAOTIB IO TaKPOIiMycy. Y pasi mepeno3yBaHHS He0OXimHO
BXUTH CTAHNAPTHUX MIATPUMYIOYUX 3aXO/iB 1 IPOBOLUTY CUMIITOMaTAYHE JIIKYBaHHS.

3 OrJIsify Ha BUCOKY MOJIEKYJIIPHY MacCy TakKpoJIiMyCy, IOTaHy PO3UYUHHICTh V BOAL 1 BUpaXkeHe
3B'SI3yBAHHS 3 ePUTPOIMTaMHU i OinmkaMu IyIa3Mu fiani3 Hee@eKTUBHUHU. [I7151 OKpeMUX MallieHTiB 3
IyKe BUCOKMMU KOHIIEHTPAIli MU TaKPOJIiMyCy B KpPOBi Oynu epekTuBHI reModinbTpartis abo
miadinbrpauis. Y pasi nepopanbHOro mepeno3yBaHHS MOXYTh OyTH eheKTHBHI TPOMUBAHHS IITyHKA
i/abo 3acTocyBaHHS ancopOeHTiB (HanpUKIal akTUBOBAHOTO BYTi/IJIsA), SKIIIO ITi 3aX0AM PO3I0OYaTH
ofpasy Iicisd IpuruoMy Impemnapary.

ITo6iuni peakuii.

Y 3B's13Ky 3 0COOMMBOCTSIMU OCHOBHOTO 3aXBOPIOBAHHS i BEJIMKOIO KiNIbKiCTIO JIiKapChKUX ITperaparis,
SIKi OHHOYaCHO 3aCTOCOBYIOTH IIiC/IS TpaHCINIaHTallil, Tpodinb mobiyHuX e(eKTiB iMyHOCYIIPECAHTIB
TOYHO BCTQHOBUTH CKJIQfHO.

Havtyacrimumy nobiyHUME peakilismu (Big3Havanucs B > 10 % mallieHTiB) € TpeMOp, HUPKOBa
HEeNOCTaTHICTh, TinepriikeMiuyHi cTanu, nyKpoBuii giabeT, rimepkaniemis, indexkiii, rineprexsia Ta

0e3CoHHS.

YacToTa nobiyHMX peakIliii BA3HAYAETHCSI TAKUM YMHOM: OyxKe 4acTo (= 1/10); wacto (= 1/100 mo



<1/10); mewacto (= 1/1000 mo <1/100); pigko (= 1 /10000 go <1/1000), nyxe pigko (<1/10000),
YacToTa HeBimoMa (HEMOXKJIMBO OI[IHUTH Yepe3 HelOCTaTHICTh aHMX). Y paMKax KOKHOI YaCTOTHOI
rpynu 1mob6iuHi eheKTH 3a3HAYEHO Y MOPSAKY 3MEHIIEeHHS CepPHOo3HOCTi.

Indexknil Ta iHBa3ii

Ha T71i Tepamil TakposiMycoM, 9K i iHIIUMY CUJIBHOAIIOUUMU iMYHOCYTIpEeCaHTaMH, y MAI[i€HTiB YacTo
icHye mimBullleHUN PU3UK PO3BUTKY iHbeEKIiH (BipycHuX, 6aKTepianbHUX, TPUOKOBUX, IIPOTO30MHUX).

Moxe noripmutucs nepebir yxe icHytounx iHdexuit. MoxKyTh BUHUKATH IIPOSIBU K MiCLIEBUX, TaK i
reHepasi3oBaHuX iHMEKIIiH.

V NallieHTiB, AKi OTPUMYIOTh IMyHOCYIIPECAHTH, Y ToMy 4Kcii AnBarpad®, IOBigOMIIAIOCS IPO
HedpomarTito, acouiioBary 3 BK-BipycoMm, a Tak0oXK BUNaAKY IPOTPECY0U0l MyIbTU(OKATIBEHOL
nerkoeHedanomnarii (ITMJI), acormitioBanoi 3 JC-BipycoM.

HoBoyTBopeHHS (DOOPOSKiCHi, 37T0SKiCHI Ta HEYTOYHEHi)

Y nanieHTiB, SKi OTPUMYIOTh IMyHOCYIIPECUBHY Tepallito, iCHy€ MiIBUIIEHUN PU3UK PO3BUTKY
3JI0IKiICHUX HOBOYTBOpEeHb. [Ipy 3aCTOCYBaHHI TaKPOJIIMyCy IOBIIOMIISAIOCS K IIPO
noOpOoSsIKiCHI, Tak i Mpo 370gKiCHI HOBOYTBOPEHHS, y ToMY uucii Bipyc Enmreitna-bapp (EBV)
-acoririoBaHi gimMponponidepaTUBHi 3aXBOPIOBAHHS Ta 3/109KiCHI HOBOYTBOPEHHS LIKIPH.

3 60Ky KpOBi Ta miMbaTUYHOi CUCTEMHU
YacTo: aHeMisi, TPOMOOIIMTOIIEeHis, IEHKOIeHis, BITXUIEHHS V TIOKA3HUKAX EPUTPOIIUTIB, TEHKOLUTO3.

Heuacro: Koarysnonarii, TaHIIUTONEHiA, HEUTPOIEHiq, 3MiHM TOKa3HUKIB KOarysillil i KpoBoTeyYa.
Pigko: TpombonuTapHa TPOMOOIMTONIEHIYHA IYPITypa, TimompoTpoMOiHeMisi, TpoMOOTHYHA
MiKpoaHTiomaris.

YacToTa HeBifjoMa: iCTUHHA epUTPOLUTAPHA ala3is, arpaHyJoLUTO3, TeMOJIiTUYHA aHEMIS.
3 60Ky iMyHHOI CUCTEMHU

Y nari€eHTiB, SIKi OTpEMyBalIM TaKpOJIiMyC, Bif3Ha4yaluCcs ajlepriyHdi Ta aHadinakToIgHI peakiil (OuB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

3 60Ky eHIOKPUHHOI CUCTEMU

Pigko: ripcytusm.

3 60Ky MeTaboi3My Ta TpaBIeHHS

IyXe 4acTo: IIyKpoBHUii fiabeT, rimepriikeMiuHi CTaHy, TinepKaieMid.

YacTo: MeTaboJiyHU al[uA03, iHIIIi TOPYIIEeHHS eJIeKTPOJIITiB, TiMOHATPiEMis, 3aTPUMKa PiAuHH,
rinepypukeMis, rimomMarsieMisi, TimoKamieMis, TimoKaablieMis, 3HUXKEHHS alleTUTY,
rinepxonecTepuHeMis, TinepinifgeMis, rinepTpuriinepunemis, rimopocdaremis.

Heuacro: 3HEeBOIHEHHS, TIiOTIiKeMis, rinonpoTeideMis, rinepdocdateMis.

3 OOKY ICHUXiKH

Iyxe yacTo: 6e3COHHS.



YacTo: crmyTaHicTh CBiIOMOCTI i me30pieHTallisl, JeIpecisi, CAMIITOMU TPUBOXKHOCTI, TaTIOIIMHAII,
IICUXIYHI pOo3/1agy, IPUTHIYeHUU HACTpiid, po3jlafy Ta NOPYILIEeHHS HaCTPOIO, HiuHi KOIIMapH.
HeuwacTo: mcuxoTuyHMit po3nap,.

3 60Ky HEPBOBOI CUCTEMU
IyxKe 4acTo: TOJIOBHUY 6iflb, TPEMOD.

YacTo: po3nagy HEPBOBOI CUCTEMHU, CYOOMHU, ITOPYILIEHHS CBiqOMOCTI, mepudepuyHi HelponarTii,
3amaMOpOYeHHs, ITapecTesil Ta AU3eCTesil, MopyIIeHHs MUCbMa.

HeuacTo: eHlledanonarTis, KPOBOBUINBY y IIeHTPasbHIM HEPBOBiM CUCTEMI i MOPYIIEHHS MO3KOBOTO
KpoB00Oiry, KoMa, MOPYIIEeHHS MOBJIEHHS Ta apTUKYJIALIl, mapaidi i mape3u, aMmHesis.
Pigko: rimepTomxis.

[yxe pigko: MiaCTeHis.

3 OOKy OpraHiB 30py

YacTo: po3naau odel, 3aTyMaHeHHS 30Dy, CBiTI006053Hb.
HeuacTt0: KaTapakTa.
Pinko: crninoTa.

YacToTa HeBimoMa: 30pOBa HEMPOIATIs.
3 OOKY OpraHiB CIyXy i piBHOBaru

YacTo: 1myM y Byxax.

HeyacTo: 3HUXKEHHS CIyXy.

Pigko: HeMpoceHCOpHa I'IyxoTa.

[lyxe pifgKo: IOPYIIEHHS CIIYXY.

KapmianbHi po3nagu

Yacro: imeMiyHi KOpoHapHi po3nagy, TaxXiKapmis.

Heuacro: cepIiieBa HeJOCTaTHICTh, IUIYHOYKOBI apuTMil Ta 3yIMHKA CEepIis, CylIpaBeHTPUKYIISIPHI
aputMil, Kapaiomionartii, rimepTpodis UUTYHOYKIB, CepuebuTTS.

Pigko: mepukapmur.

Iyxe pigko: apuTmis Tuny torsades de pointes.
3 60Ky CYOMHHOL CUCTEMU

Ilye 4acTo: rinepTeHsis.

YacTo: TpoMboeMO0TiuHi Ta imemMiyHi yCKIagHeHHS, CYAUHHI TiIOTeH3UBHI po3yiafu, KPOBOTEYi,
nepudepuyHi CyAuHHI pO3afu.

HewgacTo: BeHO3HME TPoMOO3 rIMuOOKKUX BEeH KiHITIBOK, IIIOK, iH(GapKT.



3 60Ky CUCTEMHU NUXAHHA, TOQaKaHBHi TIOPYIIEHHA Ta ITIOPVIMTEHHA CGQGEOCTiHHH

YacTo: mereHesi napeHXiMaTO3Hi po31afy, 3aJUIIKa, [IJIeBpaJIbHUY BUIIIT, Kalllelb, (apuHTiT,
3aK/IafleHiCTh HOCA i pUHIT.

Heuacro: frxanbHa HEIOCTATHICTh, Po31agy 3 O0KY OUXaJlbHUX IIJIAXiB, acTMa.
Pigko: rocTpuii pecrnipaTopHUW OUCTPEC-CHHIPOM.

3 6OKY HIINYHKOBO-KHUIITKOBOTO TPAKTY

[lyxe 4acTo: giapes, HyZoTa.

YacTo: UIIYHKOBO-KHUIITIKOBI IPOSIBY i CUMIITOMM, O/IF0BaHHS, 0i/lb y IIJTYHKOBO-KHUIITKOBOMY TPAKTi Ta
JKWBOTI, 3amaibHi 3aXBOPIOBaHHS IIJIYHKOBO-KUIIKOBOT0 TPAKTY, IIIYHKOBO-KUIIIKOBI KPOBOTEY],
IIJTYHKOBO-KUIIKOBI BUPa3KM Ta mepdopallii, acIiuT, CTOMATHUT i BUpa3KHu, 3aII0p, JUCIENTHYHI ITPOSIBA
i CHUMIITOMU, METEOPU3M, BiTUyTTS 3OYTTS i PO3TATHEHHS Y KUBOTi, PIOKI BUIIOPOXKHEHHS.
HevacTo: TOCTpUM 1 XPOHIUHUN [TaHKPEATUT, NapaiThyHa KUIIKOBa HEIIPOXiAHICTE,
racTpoe3odaranabia pedIoKCHa XBopoba, IOPYIIIeHHST eBaKyaTOPHOI QYHKITI IITyHKa.

PimKo: MCeBIOKICTH MiAIIIYHKOBOI 3103, YaCTKOBA HEMIPOXigHICTh KUIIEYHUKY (Cybineyc).
3 60Ky TenaTobiniapHOI CUCTEMH
IyxKe 4acTo: IOpyIIeHHS (PYHKI] IeYiHKH.

Yacro: po31agu 3 60Ky KOBYHUX IIPOTOK, FeHaTOHeHIOHHpHi YPaXeHHd Ta I'elIaTUT, X0JIeCTa3 Ta
2KOBTAHUIIA.

Pigko: BeHOOKJTI03MBHI 3aXBOPIOBAHHS MEYiHKM, TPOMOO03 IeYiHKOBOI apTepii.
[lyXxe pigKo: e4iHKOBa HEJOCTATHICTb.

3 OOKY LIKipH Ta HifIIKipHOiI TKAHUHU

YacTo: BucumaHHs, cBepOixk, ajomnellis, akHe, Tineprigpos.

HeuacTo: mepMaTuT, CBiTJIOYYTIUBICTE.

Pigko: TOKCUYHUM enigepManlbHUM HEKPOi3 (cuaapoMm Jlanenna).
Iyxe pigko: cuaapoM CtiBeHca-II)KOHCOHA.

3 OOKY OIIOPHO-PYXOBOTO amapary Ta CIOAYYHOl TKaHUHU

YacTo: 6inb y cyrimobax, 6inb y CIIMHI, cria3Mu M's13iB, 0inb y KiHIliBKaX.
HeuacTo: po3nagu cyrio0iB.

Pigko: 3HMXKEHHS PYyXJIUBOCTI.

3 60KY HMPOK i CEY0BUX OpPTaHiB

IyXe 9acTo: HUPKOBa HEIOCTATHICTb.



YacTo: HUPKOBa HEIOCTATHICTh, TOCTPAa HUPKOBA HEIOCTATHICTh, TOKCUYHA HedpoIaTisi, TyOynsapHun
HEKPO3, MOPYIIEeHHS [TOKAa3HUKIB cedi, oMirypis, po3naau 3 60Ky Ce40BOr0 MixXypa i ypeTpH.
HeuacTo: reMOJIiTUYHUY YPEMIYHUY CUHAPOM, aHYpid.

Iyxe pigko: HedpomnaTisi, reMOpariyHui MUCTUT.

3 00Ky PETPOOYKTUBHOI CHCTEMM Ta MOJIOYHHUX 3aJ103

Heuacro: JucMeHopes i MmaTKOBa KpoBOTEYa.

3arabHi po3/laay Ta YCKIaOgHEHHS V MiClli BBeJeHHS IpenapaTy

YacTo: rapsykoBi ctaHu, 6iib Ta AUCKOMGOPT, aCTeHiYHi cTaHU, HAOPSAKY, IIOPYILIEHHS
TEPMOPETyISIIil.

Heuacro: rpunonofiOHuN CHHOPOM, BiIUyTTS TPUBOTH, IOTipIIIEHHS CaMOIIOYYTTs, ITOTiopraHHa
HEeIOCTATHICTb, BITYYTTS TUCKY Y TPYASX, IIOPYIIEHHS CIPUAHATTS TeMIepaTypu
HABKOJIMIITHLEOTO CEPELOBUIIIA.

PigkicHi: mamiHHs, BUpa3Ky, CTUCKAOUMii Oinb y IPyOHiN KITiTIi, cripara.
Iyxe pigko: 30iNblIeHHS MacH KUPOBOI TKaHUHHU.

YacTtoTa HeBimoMa: (heOpuibHA HEUTPOIIEHis.

OCIIiIKeHHS
IyxXKe 4acTo: 3MiHU TOKa3HUKIB QYHKIIIl IEUiHKH.
YacTo: migBuIleHHS piBHA NTyXkHOI hocdaTa3u B KPOBi, 30i/IbIIIEHHS MacH Tina.

HeuacTo: mipBuineHui piBeHb aMiia3y B KpOBi, MaTonoriyni noka3uuku EKT, mopymeHHs puTtmy i
YaCTOTH CepIleBUX CKOPOYEHb Ta MyJIbCy, 3HUKEHHS MaCH Tifla, MigBUIIEHHS PiBHSA
JIaKTaTHerifporeHas3y B KPOBI.

Iye pigko: 3MiHM Ha exoKappniorpami, mogoBxeHHs iHTepBany QT Ha eleKTpoKapaiorpai.

TpaBMu, OTPYEHHA Ta MPOLEAYPHi VCKIaOHEHHS

YacTo: mepBUHHA OUCQYHKIIISI TpaHCIJIaHTaTa.

[ToBimoMIsiNIOCS TIPO MTOMUJIKM V TiKyBaHHi, y TOMY YMCJIi BUIIagKOBe, HEHaBMHUCHE a0o
HEKOHTPOJIbOBaHe 3aMillleHHS IIperapariB TaKpoIiMycy HeraitHoro abo IpojIoHTOBaHOT O
BUBiNbHEHHS. [T0BiIOMIISIIIOCS PO BUIMIQAKKU BiITOPTHEHHS TPAHCIUIaHTaTa (YacTOTa He MoXe OyTH
OIliHeHa Ha OCHOBI HasIBHUX JaHHUX).

Binb y KiHIIiBKax OMKUCYETHCA B PSALi OMy0/IiKOBAHUX 3BiTiB PO BUMAAKX 3aXBOPIOBAHHS K YaCTUHY
iHmykoBaHOTO iHri6iTOpamMu KanbluuHeBpUHY 60b0Bor0 cuHapomy (KIBC). Ieit 6inb Sk mpaBuio €
IBOCTOPOHHIM, CUMETPUYHUM, BaXKKUM, BUCXiTHUY Oinb ¥ HUXKHIX KiHITIBKaX i Moxke OyTH MOB'sI3aHUN
3 BUCOKUM TepaleBTUYHUM PiBHEM TakpoJjiMycy. CHHOPOM MOXKe BigpearyBaTu Ha 3MEHIIEHHS 03U
TaKpoJiMycCy. Y [esKUxX BUIagKax 0ys10 HeoOXigHO IepetTH Ha ajlbTepHAaTHBHY iMyHOCYIIpeCiio.

Tepmin npudamuocmi.



3 POKM.
[Ticrist pO3KPUTTA alOMiHIEBOTO IakeTa - 1 pik.

[Ipemapat He CJliff 3aCTOCOBYBATH IIiCJId 3aKiHUEHHS TEePMiHY IPUAATHOCTI, 3a3Ha4Y€HOT0 Ha
YIIaKOBII].

YMmoBH 30epiraHHsi.
30epiraTu B OpUTiHANbHIN YIIaKOBI Ipu TeMIepaTypi He Buie 25 °C.

30epiraTu y HeIOCTYITHOMY [JIST OiTeM MicCIii.

VYnaxoBka.

Kamncymnu nposnonrosanoi aii mo 0,5 mr a6o 1 mr, a6o 3 mr, abo 5 mr. ITo 10 kamcyn y 6mictepi, mo 5
6ricTepiB y 3amassHOMY aJllOMiHi€EBOMY ITaKeTi pa3oM 3 IIaKeTUKOM, 110 MIiCTUTh 1 T cuiikaresmo.

[To 1 makeTy 3 anOMiHi€BOI (ONIBrY B KQPTOHHIN MaYIIi.

Kareropisi Bignmycky. 3a penentom.

Bupo0HuK. Actemnac Ipnaun Ko. JIth / Astellas Ireland Co. Ltd.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MO0 ajpeca MicCIlisi IPOBa XKeHHs Jisi/IbHOCTI.

Kinnoprmin, Ko. Keppi, V93 FC86, Ipnanmis / Killorglin, Co. Kerry, V93 FC86, Ireland.

3assBHHK. Actemnac ®apma HOpon B.B. / Astellas Pharma Europe B. V.

Micue3HaxoaKeHHsI 3asiBHHKA.

Cunsbsiycser, 62, 2333 BE Jleiinen, Higepnaugu / Sylviusweg, 62, 2333 BE Leiden, the Netherlands.

[TpencraBaunTBO B YKpaini: 04050, M. Kuis, Byn. [IlumMoneska, 13, kop. 7-B, od. 41.



