THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

BIPEAQT®

(VIREAD®)

Cknao:
ditoua pevosuHa: TeHO(DOBipy AU30MPOKCUNIY hyMapar;

1 TabneTKa, BKpHUTa ITiBKOBOI 000710HKOI0, MicTuTh 300 MI TeHO(OBIpY AU30IIPOKCHITY PyMapary,
I10 €KBiBaJIEHTHO 245 MT TeHO(DOBIPY AU30NPOKCHUILY;

0onoMidCcHI peuoB8UHU: KpOXMaJslb IpeXXeIaTUHI30BaHUM; HaTPilo KpoCcKapMeso3a; 1aKTo3a,
MOHOTIIpaT; I[eJf0I03a MIKPOKPUCTaliyHa; MarHiio cteapat; Opadry II White 32K18425 (nakTo3a,
MOHOTifpaT; rimpomeno3a 2910; Tutany miokcup (E 171); Tpuanetus).

Jlikapcbka ¢popma. TabmeTKy, BKPUTI MTiIBKOBOIO 000JI0HKOIO.

OcHosHi ¢izuko-xiMiyHi 8aacmusocmi: TaONeTKY, BKPUTI IJTiIBKOBOIO 0007I0HKOI0, 6i7I0T0 KOJIHOPY,
Murpanenoniounoi popmu, 3 TucHeHHIM «GILEAD» Ta «4331» 3 ogHOTO OOKY.

(I)apMaKOTepalIeBTI/I'-IHa rpyua.

[TpoTuBipycHi 3acobu g CUCTEMHOT0 3aCTOCyBaHHSI. HyK/Ieo3uHi i HyKyieoTHHi iHribiTopu
3BOPOTHOI TPAQHCKPUIITA3H.

Kop ATX JO5A FO7.

®apMaKoIOriyHi BJIaCTHBOCTI.

®apmakoOuHamika.

MexaniaMm pii Ta dhapMakonuHaMiuHi ebeKTH

Ternod0oBipy AU30MPOKCUITY pyMaparT - Lie ¢pyMapaTHa Cifib IponpenapaTy TeHO(OBipy AU30IPOKCUITY.
TeHodoBipy OM30TPOKCUT BCMOKTYETLCS Ta IEPETBOPIOETLCS Ha aKTUBHY PEUOBHHY TEHOQOBID, 110 €
aHaJoroM HykKjeo3un MoHodochaTy (HykneoTum). [ToTiMm TeHO(OBIp MEPETBOPIOETHCS HAa aKTUBHUM
MeTabosmiT, TeHodoBipy mudocdar, 1m0 € 000B’IIKOBUM 3aKiHYEHHSIM JIQHITIOKKA, 3@ TOTIOMOT010
KOHCTPYKTHUBHO €KCIIPECOBaHUX KIIiTUHHUX (pepMeHTiB. TeHodoBipy nudochaTt Mae
BHYTPIIIHBOKIIITUHHUY Tepion HamiBBUBeOeHHA 10 roguH B aKTHBOBaHOMY cTaHi Ta 50 rofguH B CTaHi
CIIOKOI0O B MOHOHYKJIeapHUX KiIiTuHax nepudepiiinoi kposi (peripheral blood mononuclear cells -



PBMCs). Tenodogipy gudocdart inridye BIJI-1 3BopoTHY TpaHCcKpumnrtasy Ta HBV nosniMepady misixoM
KOHKYPEHIIi1 MpsIMOro 3B’3yBaHHS 3 IPUPOIHUM CyOCTPAaTOM NEOKCUPUOOHYKIIEOTUAY Ta 00PUBOM
IOHK-nanoxka micns npuegsHanss go JHK. Ternodosipy mudocdart € cmabkum inribitopom
KJIITUHHUX I0JIiMepa3 «, B Ta y. B aHamizax in vitro TeHodoBip 3a KoHIeHTpanii 1o 300 MKMOIb/I
TaK0XK He BIJINBAB Ha CHHTe3 MiToxoHApianbHOI [THK a60o yTBOpEHHST MOJIOUYHOI KMCJIOTH.

Hani, wo cmocyromucs sipycy BIJI.

ITpomusipycHa akmugHicmb 8i0HocHO BIJI in vitro. KonmeHTtpaiiisi TeHodoBipy, HeoOxigHa mist 50%
inri6yBanus (EC;,) mabopaTopHoro mraMmy Aukoro tumy BIJI-1,,, cTaHOBUTH 1-6 MKMOJIB/T B iHIsAX
niMpoifHUX KJIiTHH Ta 1,1 MKMob/1 npotu ocHoBHOrO BIJI-1 migTumy B izonsatis B PBMCs.
Tenodosip Takoxk € aktuBHUM npotu BIJI-1 migtumis A, C, D, E, F, G ta O ta npotu BlJI;, B
OCHOBHUX MOHOIIMTax/Makpodarax. TeHo(oBip mposiBisge aKTUBHICTS in vitro mpoTu BIJI-2 3 EC,,
4,9 MKMOJIB/T B KiiTuHax MT-4.

PesucmenmHicmb. llltamu BIJI-1 3i 3MeHIIEHO0 CIPUAHSTIUBICTIO 0O TEHOGMOBIPY Ta MyTallis
K65R B 3BOpOTHIll TpaHCKpHUNTa3i Oynu Bifgibpa#i in vitro Ta y gesKux marfieHTiB. Crif yHUKaTH
3aCTOCyBaHHS TeHO(DOBIPY AU30NPOKCUNY hymMapaTy HalieHTaM, SKUX BXKe JTiKyBalu
aQHTUPETPOBIPYCHUMU IIpeliapaTaMy, 3i MTaMaMH, 0 MaloTh MyTalito K65R (muB. po3pin
«Oco6nuBocTi 3acTocyBanHs»). Kpim Toro, mis TeHodoBipy Ha 3amimenus K70E y BIJI-1 3BopoTHi
TPAHCKPHUIITa3i IPU3BOAUTH OO0 HU3BKOTO PiBHS 3HUKEHOI UyTIUBOCTI 10 TEHOGOBIPY.

B kniHIYHUX OOCHIAKEHHAX Y TAll€HTIB, sKi BXKe JIIKyBa/JIuCs, OLiHoBanu aHTU-BIJI akTUBHICTD
TeHO(OBipy Au3onporcuny (hymapary) B £o3i 245 mr npotu mramiB BIJI-1 3 pe3ucTeHTHICTIO 00
HYKJIe03uAHUX iHribiTopiB. OTprMaHi pe3yIbTaTH BKa3ylOTh Ha Te, IO MallieHTH, ¥ skux BIJI
mpoimoB 3 abo Oinblille MyTalliit, OB’ I3aHUX 3 TUMifUH-aHanmoroM (thymidine-analogue associated
mutations - TAMs), mo Bkmoyanu abo M41L, a6o L210W myTalito 3BOPOTHOI TPaHCKPUIITA3HY,
IIOKa3yBaJli 3MEHIIeHYy Peaklliio Ha JIIKyBaHHS 3a JOIIOMOT0I0 TeHO(POBIPY OU30IPOKCUIY (Y BUTISAMI
dbymaparty) B 103i 245 M.

IaHi, wo cmocytomucs 8ipycy eenamumy B (HBV).

ITpomusipycHa akmugHicmbe 8i0HocHO HBV in vitro. AHTUBIpyCHa aKTUBHICTH in vitro TeHOGOBipy
npotu HBV ouintoBanace B KniTuHHiM niHil HepG2 2.2.15. [Toka3uuku EC,, ans TeHodoBipy O6ynu y
Mexax Big 0,14 mo 1,5 Mkmons/n, a noka3Huku CC,, (50% KoHIIeHTpallid HUTOTOKCUYHOCTI)

> 100 MKMOJIB/T.

Pe3ucmenmuicms. He 6yno inentudikoBaHo Hisskux MyTaniit HBV, mop’si3aHux 3 pe3UCTEHTHICTIO 10
TeHO(OBiIpYy AN30NPOKCHUNY (pyMaparty. Y KIITHHHUX aHai3dax mTamMu HBV, sgKi 3yMOBII0I0TE MyTallil
rtV173L, rtL180M i rtM2041/V i noB’s3aHi 3 pe3UCTEHTHICTIO 10 JIaMiByIUHY Ta Tel0iByguHY,
II0Ka3aJjy YyT/IUBICTh 10 TeHOGOBIPY, SKa 3MiHI0OBanack KpaTHO 0,7-3,4 y MOPiBHAHHI 3 YYTIUBICTIO
«gukoro» Bipycy. llltamu HBV, ski 3ymoBmiooTs MyTatii rtL.180M, rtT184G, rtS202G/I, rtM204V i
rtM250V, oB’g3aHi 3 pe3UCTEHTHICTIO O eHTeKaBipy, I0Ka3aau YyTJIUBICTh 10 TEHODOBIpY, SKa
3MiHIoBasach KpaTtHo 0,6-6,9 y nopiBHgHHI 3 4yTIUBICTIO «AuKOro» Bipycy. llltamu HBV, gki
3YMOBJTIOIOTE TI0B’513aHi 3 pe3UCTEeHTHICTIO Mo amedoBipy myTanii rtA181V i rtN236T, mokazanu
YYTNIXBICTh 10 TEHOGOBIpPY, SKa 3MiHIOBamachk KpaTHO 2,9-10 y MOPiBHAHHI 3 YYTIUBICTIO « TUKOT0»
Bipycy. Bipycu, mo matoTs MyTatito rtA181T, 3anumanuch 4YyTAUBUMU 00 TeHO(OBIPY 3 TOKa3HUKAMU
EC,,, kpaTHUMH 1,5, y IOPIBHAHH] 3 YYTIUBICTIO «QUKOT0» BipyCy.

EdexTuBHiCTh TEHO(OBiIPY AU30MPOKCUITY IIPKU KOMIIEHCAIlil i AeKOMIIeHCallil 3aXBOPIOBaHHS
IIPOJIEMOHCTPOBAHO Ha BipycoJIOTiuHMX, 6i0XiMiYHKX i CEPOJIOTIYHUX peakIliiX Yy HOPOC/IUX IallieHTiB
3 HBeAg-nno3utuBHuM Ta HBeAg-HeraTuBHUM XPOHIUHUM renaTuToM B. [1o malfieHTis, gKi



OTPUMYBaJI TEHOPOBipy AU30IPOKCHUJI, YBIUIIIH Ti, XTO HEe IIPOXOAUB IIOTIEPEOHLOTO JTiKyBaHHS,
NalieHTH, SKi OTPUMaJu Tepalilo 1aMiByIWHOM, afedoBipoM, AUMIBOKCUIOM, a TAKOXK NallieHTH 3
BUXiIHUMU MyTallisIMA PE3UCTEHTHOCTI 10 TaMiBynuHY i/abo amedoBipy nuniBokcuny. EbeKTUBHICTE
TaKoXk Oy710 IPOIEeMOHCTPOBAHO Ha OCHOBI TiCTOJIOTiYHUX peaklliil y KOMIIEHCOBAHUX IAIliE€HTiB.

Y pmocnigxensi (GS-US-174-0144) 89 HBeAg-HeraTuBHUX i -TO3UTUBHUX IMAlliEHTIB BiKOM Bif 2 [0

< 12 pokiB 3 XpOHIYHUM TenaTUTOM B oTpuMyBanu 6,5 Mr/Kr TeHO(OBiIpy AU30IPOKCUITY,
MaKcHUMaJbHa fo3a - 245 Mr (n = 60), abo mmanebo (n = 29) oguH pa3 Ha K00y mpoTsarom 48 TUXKHIB.
Cy0’ekTH, SIKi paHillle He 0OTpuMyBanu TeHo(oBipy gusonpokcui, manu [JTHK HBV > 105 komiii/mi (~
4,2 log10 MO/mn) ta AJIT > 1,5 X BepxHbO1 Mexki HopMu (BMH) mig wac ckpuHinary. Ha 48 tuxHi

77 % (46 3 60) nauieHTiB y rpymi JiKyBaHHS TEHO(POBipY OU30IPOKCUIIOM i 7 % (2 3 29) mamieHTiB y
rpymi nnane6o manu [THK HBV < 400 komiit/mi (69 MO/mi). ¥V 66 % (38 3 58) matienTiB y rpymi
TeHO(OBIpPYy AU30IIPOKCHUILY HOpMaidyBaBcs noka3HUK AJIT Ha 48 TuxHI mopiBHAHO 3 15 % (4327)y
rpymi mnane6o. IBafusaTh o'aTh BincoTkiB (14 3 56) maljieHTiB y rpymi TeHo(OoBipy AU30IPOKCUITY Ta
24 % (7 3 29) mauieHTiB y rpymi nnane6o gmocsarnu cepokonBepcii HBeAg Ha 48 TuxXHi.

Bigmosins Ha nikyBaHHS TeHO(POBipy AU30IPOKCUIIOM OyJla IOPiBHSIHHOIO Y MAIli€HTIB, SKi paHille He
OTPUMYBAJIU JIiKyBaHH4, 1 IAIi€HTIB, Ki OTpUMyBaIH JIiKyBaHHS: 76 % (38/50) i 80 % (8/10)
MaIlieHTiB BINIIOBIMHO.

Bigmosigs Ha nmiKyBaHHS TEHO(OBipY AU30IPOKCUIIOM TaKoXK Oya mofgiOHO0 y MAIiE€HTIB, IKi Oynu
HBeAg-HeraTuBHUMH, Ta y TUX, XT0 0yB HBeAg-o3uTHUBHUM Ha IIo4yaTKOBOMY eTami: 77 % (43/56)
HBeAg-nosutuBHux i 75,0 % (3/4) HBeAg-HeratuBuux nauienTiB gocsarnu JHK HBV < 400 komi#/mn
(69 MO/mn) Ha 48-My TuXKHi. 3arajoM peakilis Ha JTiKyBaHHS TeHO(DOBIpYy AU30MPOKCHUIOM Oyia
noni6Hoto s rerotumnis A, B, Ci E [75-100 % cy6’exriB gocsarnu [THK HBV < 400 komiii/mi (69
MO/mn) Ha 48 TuxKHi] 3 HUXKYUM pPiBHEM BifMoBifi y ocobu 3 iHdekirieto rerotumny D (55 %).

[Ticnsa npuHa¥iMHi 48 THUKHIB CHINOro paHLOMi30BaHOTO JIiIKyBaHHS KOXKEH Cy0’'€KT Mir IepetTH Ha
BiIKpHUTe NiKyBaHHS TeHO(DOBipy au3donpokcunoM go 192 tuxus. [licna 48 TuxHA Bipyconoriude
IPUTHIYEHHS MigTPUMYBaIO0Cs OISl TUX, XTO OTPUMYBaB TeHO(DOBIPY AU30MPOKCHUII Mif YacC CIIIoro Ta
BimkpuToro mepionis sunpoOyBauHug (rpyna TDF-TDF): 83,3 % (50/60) cy6’exrtiB y rpyni TDF-TDF
manu [THK HBV < 400 komiit/mn (69 MO/min) Ha 192 TuxHi. Cepen cy0’eKTiB, sKi B epIiroMy mnepiomi
oTpuMyBasu mianebo, yactka cy6’ekTiB 3 JHK HBV < 400 xormi#i/Mn pi3Ko 3pocya micnis JiKyBaHHS
TeHOo(oBipy nu3onpokcunoM (rpyna PLB-TDF): 62,1 % (18/29) cy6’ekTiB y rpymi PLB-TDF manu [JHK
HBV < 400 komiit/mn Ha 192 tuxHi. YacTka cy0’ekTiB 3 HOpMaisaiiieio noka3uuka AJIT Ha 192
tuxkHi B rpynax TDF-TDF i PLB-TDF ctanoBuna 79,3 % i 59,3 % Bigmosiguo. ITomi6Hi BincoTku
cy6’ekTiB y rpymax TDF-TDF i PLB-TDF (33,9 % i 34,5 % BigmoBimHO) Manu cepokoHBepcito HBeAg
npotsirom 192 tuxus. 2KogeH cy6’ekT i3 000X rpym NiKyBaHHS He BifuyBaB cepokoHBepcii HBsAg Ha
192 tuxHi. [Toka3HMKY BigIOBiAl Ha NTiKyBaHHS TeHO(POBIPY AU30IPOKCUIOM Ha 192 TuxHI
nigTpuMmyBanu ajis Bcix rerotunis A, B i C (80-100 %) y rpymi TDF-TDF. Ha 192 TuxHi Bce e
CIIOCTepiraeThCst HUKYUY PiBeHb BiAmoBiai y cy0’exTiB i3 iHdekuieto renotuny D (77 %), ane 3
MOKPAIeHHSAM IIOPiBHSIHO 3 pe3yabTaTaMu Ha 48 TuxHi (55 %).

dapmakokiHemuxka.

Tenod0oBipy OU30MPOKCUITY pyMapaT - 1ie PO3YUHHUY ¥ Bofi edip mpormpenapaTty, SKUi IIBUIKO
IIePETBOPIOETHCS in Vivo Ha TeHOPOBIp Ta popManbrerin.

TeHo}oBip IEPETBOPIOETHCS BHYTPIIIHBOKIITUHHO Ha TeHOGOBIpY MOHOMOCHAT Ta HAa aKTUBHUN
KOMIIOHEHT - TeHOGOBipy mudocdar.

BcMOKTYBaHHSA



[Ticns mepopanbHOTo BBemeHHs BIJI-iHpikoBaHUM mHallieHTaM TeHO(MOBIPY OU30MPOKCUIY GpymMapaT
IIIBUOKO BCMOKTYETLCS Ta IEPETBOPIOETHCS Ha TeHOGOoBip. ITicis 6araTopa3oBoro 3aCTOCYBaHHS
TeHO(OBipy Au3onpokrcuny Gpymapary 3 ixket y BlJI-iHpikoBaHUX NAIi€HTIB cepenHi (KoedimieHT
Bapiauii, % [CV, %]) 3nauenss C,,,,, AUC, ta C,,, TeHODOBipy cTaHOBUIU 326 (36,6%) Hr/MII,

3 324 (41,2%) ur-rom/mn ta 64,4 (39,4%) Hr/mn BignoBimHO. MakcuMalibHa KOHIIEHTPaLlisl TeHOhOBIpY
CIIOCTEPIraeThCs B CUPOBATII KPOBi B MexkKaxX 1 rOOUHM MiC/IsA 3aCTOCYBaHHS HATIIE Ta B MeXKax

2 TOOWH, SKII0 WOro MPUUMaTH 3 1Xker0. [Ipu mepopanbHOMY NPUNOMi TEHO(POBIPY AU30IPOKCUILY
dbymapary naiieHTaMH HaTile 6i0lOCTYIHICTh CTaHOBUIA MPUOIN3HO 25%. 3acTOCyBaHHS
TeHO(DOBIPYy AU30MPOKCUIY GhyMapaTy 3 6araToo Ha KUPH i7Kel0 IiIBUIIYBaJI0 IIEPOPaIbHY
6iomoctynHicTs, mpu 1boMy 3HaueHHS AUC TeHOo(OBipy 306inbiryBanocs npubnusuo Ha 40%, a C,,, -
npu6nu3no Ha 14%. ITicns nepioi [o3u TeHOGOBIPY AU30MPOKCUITY hyMapaTy, OTPUMaHOI Micyis
OaraToi Ha XXUpH ixi, MmemianHe 3Ha4YeHHs C,,, B CUPOBATIN cTaHOBuUIO Bim 213 mo 375 ur/min. ITpoTe
IpUIOM TeHO(DOBIPY IU30IPOKCUITYy (pyMapaTy 3 JIETKOI 1XKe0 He MaB iCTOTHOTO BIIJIMBY Ha
(dhapMakKoKiHETUKY TeHO(OBIPY.

Po3mopin

[Ticns BHYTPIITHROBEHHOTO BBEEHHS CTanui 06'€M pO3mominy TeHohoBipy cTaHoBUB mpubau3Ho 800
MJI/KT. [1icnis mepopanbHOTo MpuiioMy TeHOGOBIPY AU30MPOKCUIY dhymMapaTy TEHO(DOBIp
pos3mominseTscs: 40 6araThox TKAHUH, IPY IIbOMY HauOibIi KOHIIEHTpaIlil CIIOCTEPIraloThCs B
HUpKaX, IeYiHIli Ta Y BMICTi KUIIEYHUKY (HOKJIiHIUHI JOCTigXeHHS). 3B’93yBaHHA in vitro TeHo(doBipy
3 O6inkoM mma3Mu ab0 CUPOBaTKU KPOBi cTaHOBUIIO MeHIe 0,7 Ta 7,2% BifMoBigHO B miama3oHi
KOHIIeHTpalii TeHohoBipy Big 0,01 mo 25 Mkr/mi.

BioTpaHcdopmariist

HocnigxeHHS in vitro moKa3asy, 110 aHi TeHO()OBipy AU30MPOKCUIy (yMaparT, aHi TeHO(OBIp HE €
cyoctpatamu epmenTiB CYP450. Binbin Toro, npu 3Ha¥HOo BUmuX (npubnusHo y 300 pasis)
KOHIIEHTPAIIiSX, HiXK Ti, III0 CIIOCTEPIramThCs in vivo, TeHO(OBip He iHriOyBaB MeTa0o0Ii3M mpemnapary
in vitro, 110 oIoCepeaKoOBYBaBCs OyOb-IKUMM OCHOBHUMHU i30dopmamu CYP450 moguHu, 110 6epyTh
y4dacTb B 6ioTpanchopmartil npemapaty (CYP3A4, CYP2D6, CYP2C9, CYP2E1 a6o CYP1A1/2).
Tenodosipy ogusonpokcuny ¢pymapat B KoHIeHTpallii 100 MKMOJIb/TT He BIJIMBaB Ha Oy[b-sIKi
izodopmu CYP450, 3a Bunsitkom CYP1A1/2, me cmoctepiranocs He3HauHe (6%), alme CTaTUCTUYHO
3HauyIle 3MeHIIeHHS MeTaboniaMy cyoctpaty CYP1A1/2. 3 ornsiny Ha 11i gaHi, KIiHIYHO 3HAYYII
B3a€EMOII 3a y4acTIO TeHO(OBIPY AU30IIPOKCHUIY (PyMapaTy Ta TiKapChKUX IIperaparis, Io
MeTabomnizyoTbcss CYP450 mMasmoitMoBipHi.

BuBenenusa

TerodoBip roI0BHUM YHHOM BUBOLUTHCS HUPKaMU SIK IUIAXOM (inbTpalil, Tak i aKTUBHOIO
TyOy/IsIPHOIO0 TPAHCIIOPTHOIO CUCTEMOIO, TIPY LIbOMY ITiCJIsi BHYTPIIIHbOBEHHOT'O BBEIeHHS TPUOIN3HO
70-80% 103y BUBOOUTHCS B HE3MIHEHOMY BUTJIALL i3 ceder0. 3arajJbHUM KJIipEHC CTaHOBUTH
npubnau3no 230 mm/rou/kr (mpubauano 300 My/XB); HUPKOBUH KiIipeHC - npubnu3no 160 mi/ron/Kr
(6mm3pk0 210 MII/XB), IO TEPEBUIIYE MIBUAKICTH TIIOMePyIapHOi dinbTpatii. Lle BKa3ye Ha Te, 10
TyOyJIIpHa CeKpellisl € BaXKJIMBOI YaCTUHOIO BUBeeHHS TeH0o(hoBipy. [Ticisa nepopaibHOro NpUitoMy
OCTaTOYHUY IIepiof HaliBBUBEeNEHHS TeHO(hOBIpy CTaHOBUTH Bif 12 mo 18 romuH.

HocnipxeHHsIMU OyI0 BCTAHOBJIEHO, 10 IIJITXOM aKTUBHOI TyOy/IsSIpHOL ceKpelii TeHO(DOBipy €
BXiOHUY TiK [0 IPOKCHMaIbHOI KaHa/IbIeBO1 KJIITUHHU 3a JOIIOMOI0}0 TPaHCIOPTEPIB OPraHivHOro
iony moguau (hOAT) 1 Ta 3 i BuximHM# TiK 70 cedi 3a JOIIOMOT0I0 PE3UCTEHTHOTO A0 6araTbox
npemnapariB 6inka 4 (multidrug resistant protein 4 - MRP 4).



JIiHIMHICTL/HeMHINHICTE

[Toka3HukY (papMaKOKiHETUKYN TeHO(OBIPY He 3ajiexkau Biff 403U TeHO(OBIPY AU30IPOKCUILY
dbymapary B miana3oHi Big 75 go 600 Mr Ta He 3a3HaBaIy BIIMBY IOBTOPHOTO BBEOEHHS NIpU OyOb-
SIKOMY PiBHi 03H.

Bik

dapMaKOKiHETUYHI AOCIIXKEHHS 3a y4aCTIO Ialli€HTiB JIITHLOTO BiKy (IIOHaA 65 pOKiB) He
IIPOBOAMIIACS.

Crath

OOmMmexeHi gaHi 3 papMakoKiHEeTHKHM TeHOGOBIPY ¥ XKiHOK BKa3ylOTh Ha Te, 10 (haKTOp CTaTi He Mae
3HAYHOTO BILJIUBY.

ETHiYHA HaIeXHICTh
dapmakoKiHeTHKA Yy Pi3HUX €THIYHUX I'pyllax CleliaJbHO He [OCIIifXKyBalacs.
3acTocyBaHHS OiTaM (BikoMm Bim 12 mo < 18

BIJI-1. CranioHapHi (papMaKOKiHeTHYHI TOKa3HUKU TeHO(DOBipy ouiHioBanuck y 8 BlJI-iHpikoBaHUX
mallieHTiB BikoM Bif 12 mo < 18 pokiB 3 macoio Tina = 35 kr. CepenHiii moka3Huk (x CB) C, .,
cranoBuB 0,38+0,13 mkr/mn, AUC,,, - 3,39+1,22 mkr-ron/min. Ekcno3unisi TeHO(OBIpY y Malli€HTiB
BikoM Bif 12 mo < 18 pokiB, 110 0OTpUMyBaju U0AeHHO 245 MI TeHO(OBipYy AU30IPOKCUIY (Y BUTTIAMI
dbymapary), Oysa nomibHOIO0 [0 eKCIO3Ullil y IOPOCIUX MAIliEHTIB, AKi OTPUMYBalIH IOfEHHO 245 MT
TeHO(hOBIPY AU30NPOKCUIY (y BUTIALL hymMapary)

XpoHiuHull e2enamum B. Bonus TeHodoBipy B cTabinbHOMY cTaHi Ha HBV-iHikoBaHUX Malli€HTIB
(Bixom Bif 12 mo < 18 pokiB), fIKi OTpUMYyBa/IX OOHY IIePOpaibHy [03y TeHO(OBIPY OU30IPOKCUILY
245 mr (y Burnsami ¢pymapary), 0yB momiOHUM 00 TAKOT0 y HOPOCTHUX, SIKi OTPUMaIK OOHY ITepopasbHy
[03y TeHO(OBipy OU30IPOKCUITy 245 Mr (y BUTTIAAl pyMapary).

3a y4acTio fgitelt BikoM 1o 12 pokiB Ta fiTell 3 MOPyLIIEHHSAM (PYHKIN1I HUPOK (hapMaKOIOTiuHi
MOCTiMKEeHHST 3aCTOCYBaHHS TeHOGOBIPY AU30MPOKCUITYy pyMapaTy B JTiKapchKiit opmi TabneTox He
IIPOBOOYIINCS.

HupkoBi nopylieHHs

[TapameTpu (papMaKOKiHETHKY TeHOMOBIPY BU3HAYAIMUCA IIiCIS 3aCTOCYBaHHS Pa30BO1 103U 245 Mr
TeHO(oBipy au3onporcuny 40 HeindikoBanuM BIJI Ta HBV maiieHTaM 3 HUPKOBUMU MTOPYILIEHHIM
PI3HOTO CTYIEHS, 1110 BU3HAYAJIUCS BIiANOBIAHO [0 BUXITHOTO 3HAUYEHHS KJIIPEHCY KpeaTUuHIHY
(HopmarnbHa ¢QyHKIliS HUPOK - CrCl > 80 mn/xB; nerki nopymenHs - CrCl 50-79 m/xB; noMipHi
-CrCl 30-49 mn/xB Ta TsxkKi - CrCl 10-29 min/xB). [TopiBHSHO 3 HallieHTaMu 3 HOPMaIbHOI0 (QYHKITIEIO
Hupok (CrCl > 80 my/xB) cepenns ekcrnoautlis (% CV) TeHodoBipy 30inbuunacs 3

2 185 (12%) ur-roxg/mn no Bigmosigao 3 064 (30%) ur-romg/mi, 6 009 (42%) ur-rom/mi ta 15 985
(45%) Hr'TOO/MI y TIALI€HTIB 3 JIETKUMH, IOMIpHUMU Ta TIXKKUMU [IOPYLIEHHIMHU (PYHKIIil HUPOK.
OuikyeThcs, 110 30inbIIeHHS iIHTEPBAIy MiXK BBeIeHHSIM IIperapaTry npu3Befe 0o OilbIil BUCOKUX
MiKOBUX KOHI[EHTpallill B IIJTa3Mi KPOBi Ta MeHIIUX piBHIB C,;, y Nalli€eHTIB 3 HUPKOBUMU
OPYLIEHHSMH MTOPIiBHSAHO 3 MallieHTaMH, 1110 Mal0Th HOPMaibHy QYyHKIIi0 HUPOK. KiiHiuHe 3Ha4YeHHS
LILOT'0 HEeBimoMe.



Y narienTiB 3 TepMiHaNIbHOIO cTagielo HUPKoBol HemocTtaTHOCTI (ESRD) (CrCl < 10 min/xB), siKi
notpebyBanu reMofianidy, KOHIeHTpallil TeHohOoBipy Mix fianmizaMu 3HaYHO 30iNbITyBATUCS
IpoTAroM 48 rogus, focAranyu cepegHboro 3HaueHHsa C,,, 1 032 Hr/Mi Ta cepegHbOro 3HaYeHHS
AUC 45, 42 857 Hr-TOO/MIL.

PekoMeHI0BaHO, 111006 iHTEepBal MiK BBeIeHHSIMU TeHO(OBIPY AU30IPOKCUNY B 1031 245 MT (y BUTTIAMI
dbymapaty) OyB 3MiHEHUY Y HOPOCTIUX NALEHTIB i3 KipeHcoM KpeaTuHiHy < 50 MJI/XB i y mallieHTiB,
sKi Bxke MaioTh ESRD Ta notpe6yioTh mianmidy (auB. po3min «Cmocib 3acTOCyBaHHS Ta 03U»).

dapmakokiHeTuKa TeHO(OBIPY y MallieHTiB, SKi mepeOyBaioTh Ha reMofianiai (KiipeHc KpeaTuHiHy
< 10 mn/xB), Ta y nmanienTiB 3 ESRD, cTaH SIKUX KOHTPOJIIOETLCS IIJIIXOM IIEPHUTOHEaIbHOT0 abo
iHImMMU popMaMH fiamidy, He OOCIifXKyBaacs.

dapMaKOoKiHeTHKa TeHO(OBIpY y NegiaTpUYHUX alli€HTiB 3 HUPKOBOIO HEJOCTATHICTIO HE BUBYAJacCh.
HeMae maHux 110710 peKOMeHpalli# 3 1o3yBaHHA (OuB. «Crocib 3aCTOCyBaHHS Ta JO3MW» i
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

[Ie4yiHKOBI IOPYIIEHHSA

Pa3oBy go3y TeHodoBipy gusonpokcuiny 245 Mr npulHadanu HeiHpikoBaHnuM BIJI Ta HBV gmopocnum
IalieHTaM 3 Pi3HUMU CTYIEHSAMU [1e4YiHKOBUX IIOPYIIEHb, 110 BU3HAYAJIUCS BIIIIOBIAHO [0
knacudikanii Child-Pugh-Turcotte. [TapameTpu ¢papMaKoKiHeTUKY T€HOPOBipYy iCTOTHO HE
3MiHIOBaIMCS Y MAlli€EHTiB 3 MOPYLUIEHHSIMU TT€YiHKH, 10 BKa3yBaJio Ha Te, 110 MOTpebu y KOpUTyBaHHi
no3u HeMmae. CepepHi (% CV) 3nauenHus C,,, Ta AUC,. TeHOdOBipy cTanoBunu 223 (34,8%) Hr/Mi Ta
2 050 (50,8%) ur-rog/mn BifmoBigHO y 0Ci0 6e3 neyiHKoBUX nopyiieHs, 289 (46,0%) HT/MI Ta

2 310 (43,5%) ur-rog/mn y oci6 3 moMipHUMYU mopyumeHHIMYU GyHKII mevinku Ta 305 (24,8%) Hr/Mn
ta 2 740 (44,0%) Hr-TOm/MJ ¥ 0Ci0 3 TSXKKUMU NMEeYiHKOBUMY MOPYIIEHHSIMHU.

BHYTDIIIHbOKIITUHHA (PapMaKOKiHETHKA
Y MOHOHYKJIeapHUX KJIiTHHAX nepudepiiHol KPOBi TIOAWHMY, 1110 HE BifTBOPIOIOTHCS, IIepiof

HaliBBUBeIeHHS TeHOGOBipy nudochaTy cTaHOBUTH MpuOIKU3HO 50 TOAUH, TOMI SK I1ed TOKA3HUK Y
CTUMYJIbOBaHUX (iToremormoTuHiHoM PBMCs ctaHoBUB npubnu3uo 10 rogux.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHs.
Ingpexuin BIJI-1

TabmeTku npenapaty Bipean mns nikyBanust BIJI-1-iHpiKoBaHUX HOPOCIUX MAIiEHTIB MPHU3HAYAOTh Y
kKoMOiHallii 3 iHIMMY aHTUPETPOBIPYCHUMH IIperapaTaMu.

TabmeTku npenapaty Bipean npusnaydaioTh s aikyBaHHs BIJI-1-iHdikoBaHuX miTel BikoM Bif
12 mo < 18 pokiB 3 Pe3UCTEHTHICTIO [0 HYKJIEO3UAHUX iHTi0iTOPiB 3BOpPOTHOI TpaHcKpumTasu (HI3T)
ab0 TOKCUYHICTIO, III0 BUK/II04Yal0Th 3aCTOCYBaHHS JIIKAPCHKUX 3aC00iB Iep1Iol JIiHii.

Bubip npemnapary Bipean ans nikyBaHHsS BIJI-1-iHdikoBaHUX MAIiEHTIB, SKi MPOXOAUIH JIIKyBaHHS
aHTUPETPOBIPYCHUMHU IIpeniapaTaMy, IOBUHEH 3aCHOBYBATUCS Ha IHOUBIAyalTbHUX NAHUX TECTyBaHHS
BipYCHOI Pe3UCTEHTHOCTI Ta/abo icTopil JTiKyBaHHS MaIli€HTIB.



I'enamum B
[Ipenapat Bipean npu3HayeHuy [y JIiKyBaHHS XPOHIYHOTrO renaTUTy B y qopocnux is:

KOMITEHCOBAaHMM 3aXBOPIOBAaHHSM ITeYiHKM, 3 03HaKaMU aKTHBHOI peliKallil Bipycy, IOCTiliHUM
IiABUIIEHHAM PiBHA anaHiHaMiHoTpaHCchepa3wu (AJIT) B cupoBaTlli KPOBi Ta TiCTOJIOTiYHUM IIPOSBOM
aKTMBHOTO 3alaieHHs Ta/abo Gidpo3y (ouB. po3min «OapMakKoguHaMiKa»);

migTBEPOKEHHSM JIaMiByTHHOPE3UCTEHTHOT 0 renaTuTy B (muB. po3ninu «ITo6iuHi peakiii» i
«®apMakoguHaMiKa»);

OEeKOMIIEHCOBAHMM 3aXBOPIOBAHHSM MeYiHKM (IuB. po3minu «ITo6iuHi peakmii», «Oco0muBOCTi
3acTocyBaHHS» Ta «OapMakKoguHaMiKa»).

[Ipemnapat Bipean npu3HadyeHUy [Jjid JIIKyBaHHS XPOHIYHOrO renaTUTy B y AiTen BiKOM Bif
12 mo < 18 pokiB 3:

KOMIIEHCOBAHUM 3aXBOPIOBAHHSM MIE4iHKM, O3HaKaMU aKTUBHOI'0 3aXBOPIOBAHHS iIMyHHOL
cucTteMu, TOOTO aKTUBHOI peIltiKaliil Bipycy, i MOCTiMHUM MigBUIIEHHSIM PiBHS
ana"iHaMmiHoTpaHcdepasu (AJIT) B cupoBaTiii KpoBi ab0 riCTOIOTiYHMM IIPOSIBOM aKTHBHOT'O
3amajeHHs cepefHbOro abo TAKKOTro CTyneHs Ta/abo ¢pibpo3y. [HpopMaliito 100 pilleHHS PO
TI0YaTOK JIiIKyBaHHS MALi€HTIB AUTSIYOTr0 BiKy AUB. y po3finax «Cmoci6 3acTocyBaHHS Ta
mo3u», «Oco0IUBOCTI 3aCcTOCyBaHHS», «[To6iuHi peaknii» Ta «®apMakoguHaAMiKa».

IIpomunoka3aHHs.
[TigBuIeHa YyTNUBICTH [0 [iI0U0l PEYOBUHU YU OO OYOb-IKOI 3 OIOMIXKHUX PEUYOBUH.

IuTtsunii Bik 10 12 poKiB.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodiu.
HocmigXeHHS B3aeMO{Iil IPOBEEHO TiIbKY 3a Y4acTO0 JOPOCIIHX.

Bepyuu no yBaru pe3ynbTaTé €KCIEPUMEHTIB in vitro Ta BifoMuH IUISIX BUBEAEHHS TEHO(DOBIpY,
MOXKHa 3p0OUTH BUCHOBOK, 1110 MMOBIpPHICTh B3a€MOfiH, 1110 ormocepenkoByioTbcss CYP450, 3a yyacTio
TeHO(OBIPY Ta iHIIKX JTiIKapChKUX 3ac00iB HU3bKA.

He pexomeHOyembca 00HOUACHe 3acmocyeaHHA. Bipean He CIif 3aCTOCOBYBATH 3 iHIIMMU
JiKapChKUMU 3aco0aMu, I0 MiCTSITh TeHO(OBipy au3onpokcuny ¢pymapat abo TeHohoBipy
anapeHamin.

Bipeapn He crnif 3aCTOCOBYBaTU OOHOYACHO 3 afedoBipy AUIIBOKCUIIOM.

[udaHo3uH. OgHOYaCHE 3aCTOCYBaHHS TeHO(OBIPY OU30IPOKCUITY PyMapaTy Ta AUAAHO3UHY He
peKoMeHOyeThCs (AuB. Po3min «OcoOMMBOCTI 3aCTOCYBaHHA» Ta Tabnuiio 1).

Jlikapcoki npenapamu, w,o 8ugodsamucs Hupkamu. OCKiTbKY TeHO(GOBIP TOTOBHUM YMHOM
BUBOJUTHLCS HUPKaAMH, ODHOYACHE 3aCTOCYBaHHS TEHO(OBIPY AU30MPOKCUIY dpymMapary 3



JiKapChKUMU IIpernapaTaMy, 0 3MEHIITYIOTh HUPKOBY (PifnbTpallito ab0 KOHKYPYIOTh 3a
aKTUBHY KaHaJlbIIEBY CeKpellito misixoM TpaHcrnopTHux 6inkiB hOAT 1, hOAT 3 a6o MRP 4
(HampuKnag 3 TUAOQOBipOM), MOXKeE IMiIBUIIYBAaTH KOHIIEHTpPAIlil0 TeHO(MOBIpY B CUPOBATII
KpPOBi Ta/ab0 nmiKapChKUX IIpernaparTis, 10 3aCTOCOBYIOThCS OOHOYACHO.

3acTocyBaHHS TeHOGOBIpY IU30IMPOKCUITY PyMapaTy CJIif YHUKATH 3 ODHOYACHUM ab0 HegaBHIM
3aCTOCYyBaHHSIM He(POTOKCUYHUX JIiKapChKuX 3aco0iB. Lle, Hanmpukiaa, aMiHOTTiKO3UOH,

amdorepunuH B, pockapHeT, raHIIUKIIOBIP, IeHTaMiIWH, BAHKOMIIINH, TMAOQOBIP Ta iHTEPIIEUKiH-2
(ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

BpaxoByiouy, 110 TaKPOJIiM MOKe BIIJIUBAaTH Ha (PYHKIII0 HUPOK, PEKOMEHYETLCS 0COOIUBUM HATJIA,

SKITIO BiH 3aCTOCOBYETHCS 3 TEHO(DOBIPY AU30NPOKCUITY HyMapaToM.

IHwi 83aemo0ii. Bzaemopii Mixk TeHOGOBIpYy AU30MPOKCUITY (hyMapaToOM Ta iHIIMMH JIiIKapChKUMHU
3acobaMu moflaHo HUXK4Ye B Tabnuii 1 (30inbineHHs T03HaYeHO « 1 », 3MEHIIEHHS - « | », BiICyTHICTh
3MiH - «&», OBidui Ha go0y - «b.i.d.» Ta omuH pa3 Ha go0y - «q.d.»).

Tabmug 1

B3aemo0ii misc meHopogipy duzonpokcuay pymapamom ma iHwumu Aikapcbkumu 3acobamu

QIpPsIMKaMH JIiKyBaHHS

ikapceKH# 3aci0 3a
H
(mo3a B Mimirpamax)

cepemHsi BiZCOTKOBa 3MiHaA

AUCI Cmaxl Cmin

Brtus Ha piBHI mpemapary,

PexoMeHOaIlisi CTOCOBHO OTHOYACHOI'O
BBeIeHHsI 3 TeHO(OBipy TH30NMPOKCHITY
cdbymaparom, 300 Mmr

mapamerpu OK
napyHaBipy/pUTOHABIPY.

Tenodosip:
AUC: 1 22%
Coin: T 37%

MPOTUIHO®EKIIIVHI
AHTHPETPOBipyCHi
IurioiTopu mporeasu
IATa3aHaBip/pUTOHABID ATa3aHasip: KopuryBsaHHS T03U HE PEKOMEHYETHCS.
(300 q.d./100 g.d.) AUC: | 25% 30inbIIeHa eKCIIO3uIis TeHOPOBIpy MoXKe
Crax: | 28% [TOCUJIIOBATH II0B’93aHi 3 TeHO(OBipOM
Coin: 1 26% HEeCIIpUAT/IUBI ABUIA, BKIIIOYA0UYU HUPKOBI
mopymeHHs. Clif yBaXKHO CIOCTepiraTu 3a
TeH0(OBIp: (byHKIi€I0 HUPOK (muB. po3min «OcobmuBOCTi
IAUC: 1 37% 3aCTOCYBAHHS»).
Chrax: T 34%
Coin: T 29%
TomiHaBip/pUTOHABIP JTominaBip/pUTOHABIP. KopuryBaHHS 0031 He PEKOMEHIYETHCS.
(400 b.i.d./100 b.i.d.) HeMae iCTOTHOTO BILIUBY Ha 30inbIIeHa €KCIIO3UIis TEHO(HOBIPY MOXKE
mapametrpu K [TOCHUIIOBATHU IIOB’A3aHi 3 TeHOGOoBipOM
IOIiHaBipYy/PUTOHABIDY. HECIPUSTIINBI SBUIA, BKIIOYA0YX HUPKOBI
rmopyienHs. Ciif yBaXKHO CIIOCTepiraTu 3a
Ternodogip: (byHKITi€t0 HUPOK (OuB. po3min «Oco6nuBoCTi
AUC: T 32% 3aCTOCYBAHHS»).
C ot
Coin: T 51%
[lapyHaBip/pUTOHABID [lapyHasip. KopuryBaHHS [03U HE PEKOMEHYETHCS.
(300/100 b.i.d.) Hewmae icTOTHOTO BIJIUBY Ha 30inbIIeHa eKCIIO3UIIisT TEHOPOBIPYy MoXKe

[TOCHIIOBATH ITOB’sI3aHi 3 TeHO(OBipOM
HECTIPUSTIIUBI SBUINA, BKITIOYAIOYN HUPKOBI
mopyieHHs. Crifl yBaXkHO CIlocTepiraty 3a
(byHKIi€10 HUPOK (muB. po3min «OcobmuBOCTi
3aCTOCYBAHHS»).

NRTIs)

Hyksieo3uaHi iHridiropu 3sopotHoi Tpanckpunrtasu (nucleoside reverse transcriptase inhibitors -




[[MaHO3VH OpHo4yacHe BBefeHHS TeHODOBIpY
IU30IIPOKCUNy pymapary Ta
mUmaHO3UHY IPU3BOTUTh 10 40-60%
MimBHIIEHHS CHCTEMHOIL €KCIIO3UIIil

OUIAHO3WHY.

OnHOYacHe 3aCTOCYBaHHS TeHO(OBIpy
mu30npoKCcuty dyMapaTy Ta IUaHO3UHY He
PEKOMEHOYEThCSA. (IUB. po3ain «OcobnuBoCTi
3aCTOCYBaHHS»).

[TigBUIEHHS CUCTEMHOI EKCIIO3UIIil JUAaHO3UHY
[Mozxe 30inbIIyBaTH PU3UK IIOB’I3aHUX 3
MUIaHO3WHOM HECUPUSTIUBUX SBUII.
[ToBimOMIANOCS IIPO HEYacCTi, iHOM JIeTaslbHi,
BUMAKY TaHKPEATUTy Ta JTaKTOAIUA03y.
OmgHOYaCHe BBEOEHHS TeHO(DOBIpy
MU30MpoKCcuy ¢pyMapaTy Ta AUAAHO3UHY B 031
400 Mr Ha o0y OyI0 OB’ I3aHO 3i 3HAYHUM
3MEHIIIeHHAM KiJTbKOCTi KiIiTuH CD4, MOXKINUBO,
V 3B'513Ky 3 MIXKKJTIITUHHOIO B3a€MOZI€I0, 110
migBUIye piBeHb GochopunboBaHOro (TOOTO
@KTUBHOT0) IUaHO3WHY. 3MEHIIeHHS 1031
muoaHo3uHy 0o 250 MT, 10 BBOGUTHCI Pa3oM 3
TeHO(OBIPY MU30MPOKCUITY hyMapaToM, 6o
MOB’sI13aHe 3 MTOBiIOMIEHHSIMH IIPO BUCOKY
YaCTOTY BipyCOJIOTiYHO HEBHAIOTO0 TiKyBaHHSI
MIPH KiTbKOX MOCTiMXKeHUuX KOMOiHaIifAxX I
nikyBanHs BIJI-1-iHdekiril.

AnedoBipy oqumiBokcun AUC: &

TeHodoBipy OuU30MPOKCUNY GhyMapaT He CIIif

Cnaxt © BBOJUTY OOHOYACHO 3 afnedoBipy OUIIBOKCUIOM
(muB. po3min «OcoBIMBOCTI 3aCTOCYBAHHSI»).
EHTEeKaBip AUC: He 6yro KiHiYHO 3HAUYIIKNX
C ot (bapMakoKiHETUYHUX B3aEMOLIH, SKIIO

TeHO(OBIPY MU30MPOKCUIY GhyMapaT BBOIUBCS
OOHOYACHO 3 EHTEKABipPOM.

AHTHBipyCHi npenapaTy npu renatuTti Tuny C

TemimacBip/codocOyBip JTemimacaip:
(90 mr/400 mr q.d.) AUC: 1T 96%
aTa3aHaBip/pUTOHABIP Crox: 1 68%
(300 mr q.d./100 Mr q.d.) |C,.: T 118%
eMTpuIUTabiH/TeHODOBIpY
Mu30npokcuy pymapar  [CodocBysip:
(200 mMr/300 mr q.d.)! AUC: &

(OGN
GS-331007%
AUC: &
Crax: ©

Con: 1 42%

ATa3zaHaBip:
AUC: &

C et
Coin: T 63%

Lad

PuTtoHagip:
AUC: ©

C
C

max*

wnt T 45%
EmTpummTabdin:
AUC: &

Cmax:

Cmin: And

TeHoGOBIp:
AUC:

Crax: T 47%
Coin: T 47%

[TigBuIeHa KOHLIEHTPAIlig TEHO(POBIpY B Mia3mi
BHACJIIIOK OMHOYACHOTO 3aCTOCYBaHHS
TeHO(DOBIPY OU30MPOKCUITYy pyMapary,
meninacipy/cobocbyBipy Ta
aTa3aHaBipy/pUTOHABIPY MOXKE IIOCUIIIOBATU
mo6GiuHi peaktii, mOB's13aHi 3 TeHODOBIPY
mu30mpokcuy ¢hyMapaToM, BKITIOYAIOUK
HUPKOBi po3nanu. besneky TeHohoBipy
M130IPOKCUITY yMapaTy IIPU 3aCTOCYBaHHi 3
menimacBipom/codocbyBipom Ta
(hapMaKOKiHETUYHUM TiICUITIOBaYEM
(HampuKIaf puTOoHaBipoM abo KobinucTaToM) He
BCTAHOBJIEHO.

[0 KomOiHaIito MOTPiOHO BUKOPUCTOBYBATH 3a
[VMOBU 4aCTOTO KOHTPOJIIO 3a (PYHKITi€I0 HUPOK,
STKIIIO iHIITIi BapiaHTH IiKyBaHHS BigCyTHi (TUB.
po3min «OcoOMUBOCTi 3aCTOCYBAHHS»).




max*

Coin: 1 163%

min*®

Teninacsip/codocOyBip Temimacsip: [ligBuIeHa KOHLIEHTPaIlis TeEHO(POBIpY B Mita3mi
(90 mr/400 mr q.d.) AUC: & BHACTIIIOK OMHOYAaCHOI'O 3aCTOCYBaHHS
mapyHaBip/pUTOHABIP Cnax: TeHO(OBIPY IU30MPOKCUIY hyMapary,
(800 mMr q.d./100 Mr q.d.) [C,.: meminmacBipy/codocbyBipy Ta
eMTpuIuTabiH/TeHODOBIpY mapyHaBipy/pUTOHABIPY MOXKE IIOCUTIIOBATU
MU30MpoKCUIy hyMapaT CodocByBip: moOiuHi peaxiril, moB'sg3aHi 3 TeHODOBIpY
(200 Mr/300 mr q.d.)’ AUC: | 27% MU30MPOKCHITY GyMapaToM, BKITIOYAIOUH

C.... | 37% HUPKOBi po3nanu. be3neky TeHopoBipy

MM30MpPOKCUITY yMapaTy NIPU 3aCTOCYBaHHI 3

GS-331007% TeminacBipom/copocOyBipoM Ta

AUC: o (bapMaKoKiHETHYHUM MifCUII0BaYeM

C..o (HampuKIIam PUTOHABipoM abo KOOGII[UCTaTOM) HE

C .o BCTQHOBJIEHO.

mm 110 KoMOiHaLi0 TOTPIGHO BUKOPKCTOBYBATH 3a

Mapysasip: [VMOBU 4aCTOTO KOHTPOJIIIO 3a (PYHKITI€I0 HUPOK,

AUC: o STKIII0 1HIITi BApiaHTH JiKyBaHHS BiACYTHI (IUB.

C. . po3min «OcoBIMBOCTI 3aCTOCYBAHHS»).

C int

PuToHaBip:

AUC: <

C

Crin: T 48%

EmTpuimTadin:

AUC:

Crox: ©

Crin ©

Ternodogip:

AUC: T 50%

Chrax: T 64%

Coin: T 59%
TemimacBip/codocOyBip Jlenimacsip: KopurysaHHS 103U HE PEKOMEHYETHCA.
(90 mr/400 mr q.d.) AUC: | 34% 30inmbIIeHHS 03U TEHO(DOBIPY MOXKE IOCUIIUTH
edasipens/emtpunurabia/ (C,..: | 34% mo0Oiuni peakii, moB'sg3aHi 3 TeHODOBIpY
TeHO(DOBIPY Au30mpokcuny |C..: | 34% MU30NpoKCUIy hyMapaToM, BKIIIOYAIOUn
bymapar ypaxkeHHsS HUPOK. OYHKIII0 HUPOK CIIif
(600 mr/200 mr/300 mr q.d.)[Codpoc6ysip: PETEIbHO KOHTPOJIIOBATH (IUB. PO3MiN

AUC: o «OCcoBMUBOCTI 3aCTOCYBAHHS»).

C ot

GS-331007%

AUC: &

Cmax: And

Cmin: And

Edasipens:

AUC: &

Croe: ©

Coin: ©

EmTpuimTabin:

AUC: <

C ot

Coint ©

Tenodogip:

AUC: T 98%

Chrax: T 79%




Teninacsip/codocOyBip
(90 mr/400 mr q.d.)
eMTpuLnTabin/pUnniBipun/
TeHO(OBIPY IU30IPOKCUTTY
bymapar

(200 mr/25 Mr/300 Mr q.d.)

Temimacsip:
AUC: &

C
C

max*

min*®

CodocOyBip:
AUC: &

Crox: ©

GS-331007%
AUC: <
Cmax: <

Cmin: At

EmTpuiuTtabin:
AUC: «

C
C

max*

min*

PunmniBipus:
AUC:

C

Cnint ©

Ternodosip:
AUC: 1 40%
Cmax: <

Con: T 91%

KopuryBaHHS 031 He PEKOMEHIYEThCS.
30inbIIeHHST 103U TEHO(OBIPY MOXKE TOCUITUTH
moOiuHi peaxiril, moB'sg3aHi 3 TeHOGOBIpY
MU30IPOKCUTY HyMapaToM, BKIIIOYAI0UH
ypaxkeHHs HUPOK. OYHKINI0 HUPOK CIIif
PETEIbHO KOHTPOJIIOBATH (IUB. PO3MiN
«OC0BIMBOCTI 3aCTOCYBaHHS»).

Uleninacaip/codocOyBip
(90 Mr/400 mr g.d.)
momyterpasip (50 mr q.d.)
eMTpunnTabin/TeH0GhOBipy
mu3onpokcuny dyMmapar
(200 mr/300 mr q.d.)

CodocOyBip:
AUC: &
(ON
GS-331007%
AUC: ©
Croay: ©

Cmin: <

JTemimacaip:
AUC: «

C ot

Coin: ©

[lonmyTerpasip:
AUC: &

C o

C

max*
Ld

EmTpuimTadin:
AUC: «
Cmax: <

Cmin: <

Ternodogip:
AUC: T 65%
Coax: 1 61%
Coin: T 115%

KopuryBaHHS 103U He PeKOMEHIYEThCS.
30imbIIeHHS K03U TeHOMOBIPY MOXKE IOCHIIUTH
moOiuHi peaxirii, moB'sg3aHi 3 TeHODOBIPY
M130IPOKCUITY hyMapaToM, BKITIOYAI0UH
ypaxkeHHsT HUPOK. OyHKIIII0 HUPOK CIIif
PETENIbHO KOHTPOJIIOBATH (OUB. PO3MiN
«OCcoBIUBOCTI 3aCTOCYBAHHS»).




CotocOyBip/BenmaTacsip
(400 mr/100 mr q.d.)
aTa3aHaBipP/PUTOHABID
(300 mr q.d./100 mr g.d.)
eMTpuIuTabiH/TeHODOBIpY
m30mpoKcuny Gymapat
(200 Mr/300 mr q.d.)’

Codochysip:
AUC: &

C ot
GS-331007%
AUC: <

C
Coin: T 42%

Ld

BenmnaTacsip:
AUC: T 142%
Crax: T 55%

Coin: T 301%

ATazaHaBip:
AUC: &

C
C

max*

min: 1 39%
PuToHaBip:
AUC: <
Cmax:

Coin: T 29%

EmTpuimTadin:
AUC: &
Cmax: <

Cmin: At

Ternodogip:
AUC: <
Coax: 1 55%

Con: T 39%

min*

[linBuIieHa KOHIIEHTpallis TeHOPOBipy B I1a3Mi
BHACTIIIOK OMHOYAaCHOI'O 3aCTOCYBaHHS
TeHO(OBIPY IU30MPOKCUIY hyMapary,
codocOyBipy/BenmaTacBipy Ta
aTa3aHaBipy/pUTOHABIPY MOXKE IOCUTIIOBATU
moOiuHi peaxiril, moB'sg3aHi 3 TeHODOBIpY
M130IPOKCUITY hyMapaToM, BKITIOYAI0UH
HUPKOBi po3nanu. be3neky TeHopoBipy
MM30MpPOKCUITY yMapaTy NIPU 3aCTOCYBaHHI 3
codocOyBipom/BenmnaTacBipoM Ta
(hapMaKOKiHETUUHUM IIiICUITIOBaYEM
(HammpuKIIaf puTOHaBipoM abo KobinucTaToM) He
BCTQHOBJIEHO.

LIro koMObiHaIli0 MOTPiGHO BUKOPHUCTOBYBATH 3a
[YMOBH 9aCTOI'0 KOHTPOJIIO 3a QYHKIIE HUPOK
(ouB. po3min «Oco6IMBOCTI 3aCTOCYBAHHSI»).




CotocOyBip/BenmaTacsip
(400 mr/100 mr q.d.)
mapyHaBip/pUTOHABIP

(800 mr q.d./100 mr g.d.)
eMTpuIuTabiH/TeHODOBIpY
m30mpoKcuny Gymapat
(200 Mr/300 mr q.d.)’

Codochysip:
AUC: | 28%
Crax: | 38%
GS-331007%
AUC: <

C

Cmin: At

Ld

BenmnaTacsip:
AUC:
Crax: | 24%

Cmin: At

[lapyHasip:
AUC: &
C

C

max*

min*

PuToHaBip:
AUC: <

C

Cin: ©

EmTpuimTadin:
AUC: &
Cmax: <

Cmin: At

Ternodogip:
AUC: 1 39%
Coax: 1 55%

Con: T 52%

min*

[linBuIieHa KOHIIEHTpallis TeHOPOBipy B I1a3Mi
BHACTIIIOK OMHOYAaCHOI'O 3aCTOCYBaHHS
TeHO(OBIPY IU30MPOKCUIY hyMapary,
codocOyBipy/BenmaTacBipy Ta
mapyHaBipy/pUTOHABIPY MOXKE IIOCUTIIOBATU
moOiuHi peaxiril, moB'sg3aHi 3 TeHODOBIpY
M130IPOKCUITY hyMapaToM, BKITIOYAI0UH
HUPKOBi po3nanu. be3neky TeHopoBipy
MM30MpPOKCUITY yMapaTy NIPU 3aCTOCYBaHHI 3
codocOyBipom/BenmnaTacBipoM Ta
(hapMaKOKiHETUUHUM IIiICUITIOBaYEM
(HammpuKIIaf puTOHaBipoM abo KobinucTaToM) He
BCTQHOBJIEHO.

LIro koMObiHaIli0 MOTPiGHO BUKOPHUCTOBYBATH 3a
[YMOBH 9aCTOI'0 KOHTPOJIIO 3a QYHKIIE HUPOK
(ouB. po3min «Oco6IMBOCTI 3aCTOCYBAHHSI»).




max*

: 1. 70%

min*®

C

CodocOysip/BenmaTtacsip  |CodocOyBip: [TimBuINieHa KOHIIEHTPAIls TeHO(POBIpy B MIa3Mi
(400 mr/100 mr g.d.) AUC: | 29% BHACTIIIOK OMHOYAaCHOI'O 3aCTOCYBaHHS
TOMiHaBip/PUTOHABID Chrax: | 41% TeHO(OBIPY IU30MPOKCUIY hyMapary,
(800 mr/200 mr g.d.) codhocOyBipy/BenmaTacsipy Ta
eMTpuIuTabin/TeHohOBIpY |GS-331007% TOIIiHaBiPy/PUTOHABIPY MOXKE [TOCUITIOBATU
MU30MpoKCUIy hyMapaT AUC: o moOiuHi peaxiril, moB'sg3aHi 3 TeHODOBIpY
(200 mr/300 mr g.d.) Cou © M130IPOKCUITY hyMapaToM, BKITIOYAI0UH

Cont © HUPKOBi po3nanu. be3neky TeHopoBipy

MM30MpPOKCUITY yMapaTy NIPU 3aCTOCYBaHHI 3

Benmaracsip: cohocOyBipoM/BeNIaTacBipoM Ta

AUC: o (bapMaKoKiHETHYHUM MifCUII0BaYeM

C... | 30% (HammpuKIIaf puTOHaBipoM abo KobinucTaToM) He

C .. 163% BCTAHOBJIEHO.

mm 110 KoMOiHaLi0 TOTPIGHO BUKOPKCTOBYBATH 3a

Monizasip: [VMOBU 4aCTOTO KOHTPOJIIIO 3a (PYHKITI€I0 HUPOK

AUC: o (ouB. po3min «Oco6IMBOCTI 3aCTOCYBAHHSI»).

Cmax:

Cmin:

PuToHaBip:

AUC: <

Cmax:

Cmin: <

EmTpuimTadin:

AUC:

Cmax: <

Cmin: And

Ternodogip:

AUC: <

Crax: T 42%

Cmin: ©
CodocOysip/Benmaracsip  |CodocOyBip: KopurysaHHS 103U HE PEKOMEHYETHCA.
(400 mMr/100 mr g.d.) AUC: & 30inmbIIeHHS 03U TEHO(DOBIPY MOXKE IOCUIIUTH
panTerpasip Croax: © moOiuHi peaxirii, moB'sg3aHi 3 TEHODOBIPY
(400 mr b.i.d.) MU30NpoKCUIy hyMapaToM, BKIIIOYAIOUn
eMTpunuTabin/TeHodoBIpY |GS-331007% ypakeHHs HUPOK. OyHKIIiI0 HUPOK CIIif
nu3onpokcuny gymapar  |AUC: PeTeIbHO KOHTPOJIIOBATH (OUB. PO3MiN
(200 mr/300 mr q.d.) C oo «OCcoBMUBOCTI 3aCTOCYBAHHS»).

Cmin: And

BenmaTtacsip:

AUC: &

Cmax: And

Cmin: At

Panrerpasip:

AUC: «

Cmax: <

Coim: 4 21%

EmTpuimTabin:

AUC: <

C ot

Cmin: ©

TenodoBip:

AUC: T 40%

Crax: T 46%




CodocOyBip/BemmaTacsip/
BOKCHUJIAIIPEBID

(400 mr/100 Mmr/ 100 Mr
100 mr q.d.)’ gapyHasip
(800 mr q.d.) puToHasip
(100 Mr q.d.)
eMTpuLuTabin/TeH0GOBipy
MU30IPOKCUNy pymapaT
(200 mr/300 mr q.d.)

Codochysip:
AUC: &
Coax: T 30%

C,.: N/A

(GS-331007%
AUC: «
Cmax: ©

Cim: N/A

BenmaTacsip:
AUC: &
Cmax:

Cmin: A

Lad

AUC: T 143%
Coax: T 72%

Coin: T 300%

[lapyHasip:
AUC: <
Crox: ©
Coin: 4 34%

PuTOHaBIp:
AUC: T 45%
Crax: T 60%

Cmin: A

EMTpuuuTabis:
AUC:

C
C

R
max*

min: At

Tenodosip:
AUC: T 39%
Cray: T 48%
Coin: T 47%

Boxcunanpesip:

[linBuIieHa KOHIIEHTpallis TeHOPOBipy B I1a3Mi
BHACTIIIOK OMHOYAaCHOI'O 3aCTOCYBaHHS
TeHO(OBIPY IU30MPOKCUIY hyMapary,
cohocOyBipy/BeIaTacBipy/BOKCUIANIPEBIPY Ta
mapyHaBipy/pUTOHABIPY MOXKE IIOCUTIIOBATU
moOiuHi peaxiril, moB'sg3aHi 3 TeHODOBIpY
M130IPOKCUITY hyMapaToM, BKITIOYAI0UH
HUPKOBi po3nanu. be3neky TeHopoBipy
MM30MpPOKCUITY yMapaTy NIPU 3aCTOCYBaHHI 3
codocOyBipoM/BeNTaTaCBipOM/BOKCHIIAIIPEBIPOM]
Ta papMaKOKiHETUYHUM ITifCUIIOBauYEM
(HammpuKIIaf puTOHaBipoM abo KobinucTaToM) He
BCTQHOBJIEHO.

LIro koMObiHaIli0 MOTPiGHO BUKOPHUCTOBYBATH 3a
[YMOBH 9aCTOI'0 KOHTPOJIIO 3a QYHKIIE HUPOK
(ouB. po3min «Oco6IMBOCTI 3aCTOCYBAHHSI»).




CotocOyBip/BenmaTacsip
(400 mr/100 mr q.d.)
edaBipens/emTpunuTabin/
TeHO(OBIPY IU30IPOKCUTTY

bymapar
(600 mr/200 mMr/300 Mmr q.d.)

Codochysip:
AUC: &
Coo: T 38%
GS-331007%
AUC: <
C

Cmin: At

Ld

BenmnaTacsip:
AUC: | 53%
Crax: | 47%
Coin: | 57%

Edasipens:
AUC: «

C
C

max*

min*

AUC:
Cmax:
Cmin: At

Ternodosip:
AUC: 1 81%
Coa: 1 77%
Coi: T 121%

EMTpuuuTabiH:

OuiKyeThCs, 10 ONHOYACHE 3aCTOCYBaHHS
codocOyBipy/BenmaTacBipy Ta edaBipeH3y
BHU3WUTH KOHIIEHTPALII0 B IIJIa3Mi Be/IraTacsipy.
He pexoMeHOy€eThCS CYIyTHE BBENEHHS
codocOyBipy/BenmaTacBipy SIK YaCTUHU CXEM
TiKyBaHHS, 1[0 MIiCTSTh edaBipeHs.

CodocOysip/Benmnartacsip
(400 mr/100 mr q.d.)
eMTPUIMTA0iH/PUNITiBipUH
TeHO(DOBIPY AU30MPOKCUITY

bymapat
(200 mr/25Mr/300 Mr q.d.)

CodocOyBip:
AUC: &
(ON
GS-331007%
AUC: ©
Croay: ©

Cmin: <

BenmaTacsip:
AUC: «

C ot

Coin: ©

AUC: &
C o
C

max*
Ld

PunmiBipuH:
AUC: ©
Cmax: <

Cmin: <

Ternodogip:
AUC: 1 40%
Coax: 1 44%

Coin: T 84%

EMTpuuuTabiH:

KopuryBaHHS 103U He PeKOMEHIYEThCS.
30imbIIeHHS K03U TeHOMOBIPY MOXKE IOCHIIUTH
moOiuHi peaxirii, moB'sg3aHi 3 TeHODOBIPY
M130IPOKCUITY hyMapaToM, BKITIOYAI0UH
ypaxkeHHsT HUPOK. OyHKIIII0 HUPOK CIIif
PETENIbHO KOHTPOJIIOBATH (OUB. PO3MiN
«OCcoBIUBOCTI 3aCTOCYBAHHS»).




Co¢ocOyBip Codochysip: KopuryBaHHS 034 He MOTPiOHE.
(400 mr q.d.) AUC:

edasipens/emTpunutabin  |C...: | 19%
TeHO(OBIPY IUIOIPOKCUTTY
pymapar GS-331007%
(600 mr/200 Mr/300 Mr q.d.)JAUC: -

Crax: | 23%

Edasipens:
AUC: <
Cmax: <

Cmin: <

EmTpuimTtabin:
AUC: &

C
C

max*

min*

TerodoBip:
AUC:
Craxt T 25%
C

min*®

' laHi, oTpuMaHi Ipu OHOYACHOMY 3aCTOCYBaHHi 3 efinacsipom/codocOysipom. Ilocmimosre
BBe[IeHHs (uepe3 12 romuH) maso momibHi pe3ynbTaTy.

* TlepeBaxkalounii IUPKYIIO0YNIA MeTaboIIiT codpocOyBipy.

* ocnimKeHHs IPOBOAUIOCS 3 JOLATKOBOIO 03010 BoKkcuyanpesipy 100 Mr ais oCArHEHHS
eKCIIO3UIIill BOKCUJIAaIPEBipy, 0YiKyBaHUX Y Malli€HTiB, iHpikoBaHUX BipycoM rematurty C.

IlocaidxceHHs, npogedeHi 3 iHWuMU AikapcbKumu 3acobamu. He crocTepiramocst KJIiHIYHO 3HAUYIIUX
(hapMakKOKiHETUYHUX B3aEMOJiH, SAKILO TEHO(POBIPY AU30IPOKCUILY (pyMapaT BBOAUBCA OJHOYACHO 3
eMTpunuTabiHOM, TaMiByAWMHOM, iHOUHAaBipoM, edaBipeH30M, HeNlb(iHaBipOM, CaKBiHaBipOM
(migcunenu#t puToHaBIpOM), MeTafoHOM, pubaBipuHOM, pudaMITiIMHOM, TAaKPOJIiIMOM Ta
TOPMOHAJIbHMM KOHTPaLeNTHBOM HOPreCTUMaTOM/eTUHIIECTPaAioNoM.

TerodoBipy gusonpokcuny ¢pymapat noTpiOHO MpUUMaTH 3 12Ke0, OCKIIbKY i2Ka migBuIye 6ionoriyny
OOCTYIIHICTh TeHOGOBIPY (AUB. po3ain «PapMaKOKiHETHKA»).

Oco06.1ueocmi 3acmocyeaHHs1.
3aranbHi

[Tepen TUM SIK PO3MOYMHATH Tepariio TeHO(MOBIPY AU30IPOKCUIY hyMapaToM, aHali3 Ha
a"Ttutina go BIJI cnip 3anpononyBatu BciM HBV-iH(pikoBaHUM naljieHTaM (OUB. HUXKYE
«Cynytre iH(pikyBarHsa BIJI-1 Ta rematutom B»).

I'enamum B. TNauieHT MaioTh OyTH IOoiHGOPMOBaHi PO BiICYTHICTH JOKa3iB TOTO, 1[0 TEHOPOBipy
IU30IpoKCcUy dhyMmapar 3amnobirae pu3uky nepepadi HBV iHmmM oco6aM IIIsTXOM CTaTEBOTO



KOHTAKTy a00 moTparissHHs Y KpoB. CJIifl MPOOOBXKYBAaTH BXXKUBATH BiAMOBIAHUX 3aM06iXKHUX 3aX0iB.

OpHoYacHe 3aCTOCYBAHHS 3 iHIMMMU TiKapChKUMU 3acobaMu

- Bipean He citig 3aCTOCOBYBaTH 3 iHIIMMMU JTiIKapChKUMM 3aco6aMu, 110 MIiCTATh TEHOGOBIpY
nu30Ipokcuny ¢pymapar abo TeHopoBipy anadeHamis.

- Bipeapn He crnif 3acTOCOBYBaTU OOHOYACHO 3 afedoBipy AUIiBOKCHIIOM.

- He pekomeHOy€eThCS OMHOYACHE 3aCTOCYBaHHSA TEHO(OBiIpY AM30MPOKCUIy hyMapaTy Ta
IUIaHO3UHY (MUB. pO3[in «B3aemMofisa 3 iHIIKMMHU NTiKAapChKUMU 3aco0aMu Ta iHII BUAM B3a€MOMiii»).

[IoTpiiiHa Tepamid 3 HYKIe03UIaMU/HYKIIeOTUIaMU

Hapxomuny noBifoMiieHHs IIPO BUCOKY YaCTOTY BipyCOJIOTIYHO HEBHOAJIOTO JIIKYBaHHSA Ta [I0SABY
PE3UCTEHTHOCTI Ha paHHiX cTafgil y BlJI-maiieHTiB, K0 TeHODOBIpY AU30MPOKCUIY dhymMapaT
II0O€JHYBaBCS 3 JTaMiByOuHOM Ta abakaBipoM, a TaKOX 3 JIaMiByAUHOM Ta OUIAHO3MHOM 3 YaCTOTOI0
BBefleHHs 1 pa3 Ha Ho0y.

BrjivB Ha HUPKU Ta KiCTKU Y IOPOCIIUX

Bnaue Ha yHKUi10 HUPOK

TeH0(O0Bip rOJIOBHUM YHHOM BUBOOUTHLCS HUpKaMu. Hagxomunu moBifOMJIeHHS PO HUPKOBY
HeJOCTaTHICTh, HUPKOBI IOPYILIeHHS, MiBUIIIEHNH PiBeHb KpeaTuHiny, rinodocdaTtemiio Ta
IIPOKCUMaJbHY TyOyiomnarito (BKIodaouu cuapoMm ®aHKOHI) Mpy 3aCTOCYBaHHI TeHOGOBIpY
OU30IIPOKCHUITY dhyMapaty B KITiHiUHiN mpakTuili (ouB. po3nin «[1o6iuHi peakmii»).

Koumpoae ¢pyHKUil HUPOK

PekoMeHIyeThCSI MPOBEIEHHS PO3PaxXyHKY KIipeHCY KpeaTUHIHY B YCiX MalLli€HTIB 10 OYaTKY
JIiKyBaHHSI TEHO(OBIPY AU30IPOKCUTTY (pyMapaToM Ta IepeBipka (YyHKIIil HUPOK (KJIipeHC KpeaTUHIHY
Ta piBeHb ¢ocdaTy B CUPOBATII) Yepes MePiof Bif ABOX A0 YOTUPHLOX THUXKHIB JIiKyBaHHS, 4epe3

3 micsni JTIiIKyBaHHS, a IIOTIM KOXHI 3-6 MicAIiB y HaIli€eHTiB, SIKi He MalOTh (PAKTOPiB PUIUKY
PO3BUTKY HUPKOBUX IIOPYIIEHb. Y MAI[iEHTIB 3 MiABUIEHUM PU3UKOM MOPYILIEHHS HUPKOBO1
GyHKII1 He0OXimHO MPOBOAUTH OiMbII YacCTi MepeBipku QYHKIIil HUPOK.

JIiKyBaHHs 3ax80PHBAHbL HUPOK

fAxio piBeHb pocdaty y cupoaTiii KpoBi < 1,5 mr/mn (0,48 mmornb/n) abo KitipeHc
KpeaTuHiHy 3MeHIIeHu# 10 < 50 Mi/xB, y Oymb-KOT0 JOPOCIIOTO MallieHTa, SKUW OTPUMYE
TeHO0(OBipy AMU30IMPOKCUIY (pyMapaT, CIIifl IPOBECTH ITIOBTOPHY OIIIHKY (DYHKIIil HUPOK
mpoTsaroM 1 THKHS, BKIIOUAlOUM BU3HAUEHHS PiBHS I'IIOKO3U B KPOBI, KaJlio B KPOBi Ta
KOHIIEHTpAIlil T/TI0K03H4 B cedi (OuB. po3nin «[1o6iuni peakuii», MpoKcuManbHa TyOyIonaTis).
[ToTpiOHO TAKOXK POITISHYTH HeOOXimHICTh BimMiHM IiKyBaHHS TeHO(POBIPY OU30IPOKCUITY
(dbymapaToM A JOPOCHIKX Nalli€HTiB 31 3MeHIIeHHAM KIipeHCYy KpeaTHHiHY 10 < 50 MJI/XB
abo 3MeHIIeHHSIM piBHS Qocdaty B cupoBaTili Kposi o < 1,0 mr/mn (0,32 MMOIb/1).
[lepepuBaHHA NTiKyBaHHS TEHO(POBIPY AM30IPOKCUIY (hyMapaTOM TaKOXK CJIifl pO3TrIsAfaTy B
pasi Iporpecynydoro 3HUXKEHHS QYHKIIii HUPOK, SKIIO He 0yJI0 BUSBIIEHO KOMHOI iHIIIO1
IIPUYMHU.



O0HouacHe 3acmocyBaHHA i pu3uk HUPKOBOi MoKCuYHocmi

Cnip yHMKaTH 3aCTOCYBaHHSI TeHO(OBipY AU30IPOKCUITY pyMapaTy 3 OfHOYACHUM a00 HellofaBHIM
3aCTOCYyBaHHSIM He(POTOKCUYHUX JIiIKapChKUX 3ac00iB (HaIpuKIIaZ aMiHOTIIiKO3UIB,
amdoTrepununy B, pockapHeTy, raHIUKIIOBIPY, IEeHTaMiAHY, BAHKOMILIUHY, TUA0(OBIpYy Ta
iHTepnenKiny-2). dKIo 0ogHOYaCHOTO 3aCTOCYBaHHS TEHO(MOBIpY AU30MPOKCUIY dhyMapaTy Ta
He(pPOTOKCUYHMX 3aC00iB YHUKHYTU HEMOXKJIUBO, CIIif] IIIOTHXKHS IepeBipaTH QYHKIIiI0 HUPOK.

Bumapku rocTpoi HUPKOBOI HEIOCTATHOCTI IiC/ISl MOYATKy IPUHAOMY BUCOKHUX 003 HECTEPOIAHUX
npoTu3ananbHux npemnapartiB (HII3TI) abo gekinbkox HII3II 6ynu 3apeecTpoBaHi y NallieHTiB, sSKi
OTPUMYyBaJId TEHO(DOBIPY AU30NPOKCUIY (yMapar, i y mauieHTiB 3 (paKTopaMu PU3UKY MOPYIIEHHS
¢byHKLi HUPOK. Y pasi cynytHboro npuiiomy Bipeany 3 HII3I1 HupKOBY (QyHKIIiI0 HEOOXigHO
KOHTPOJIIOBATH HaJIe2KHUM YUHOM.

Binbi1 BuCOKUM pU3UK HUPKOBOI HEOCTATHOCTi OYB 3ape€eCcTpOBaHUM Y NAlli€HTIB, SIKi OTPUMYIOTh
TEHO(OBIPY AU30IPOKCUNTY PyMapaT y MOENHAHHI 3 TOCUJIEHUM PUTOHaBIpoM abo KobinucTaToM
inriitopoM mpoTeasu. IToTpiOHO TPOBOOUTY PETENbHUN MOHITOPUHT QYHKIII HUPOK Y LUX MAIli€HTIB
(muB. po3min «B3aeMopmis 3 iHITUMY JTiKapChbKUMK 3aco00aMM Ta iHIII BUAKM B3a€EMOii»). Y MallieHTiB 3
(daxTopaMu pHU3UKY MOPYILIEHHS QYHKIII HUPOK CIIif peTeIbHO OLIHUTH CYMyTHIN IPUHOM TEHODOBIPY
[IU30IPOKCUIY pyMapaty 3 IOCUIEHUM iHTi6iTOPOM IIpoTeasu.

He Oyo npoBefieHO KIiHIYHUX OLiHOK TEHO(OBiIpY AU30IPOKCUITY pyMapaTy y Mallie€HTiB, SKi
OTPUMYIOTE JIiKapChKi 3aC00H, 110 BUBOASATHCS TUM CaMUM LUISIXOM - HUPKaMH, BKII049aloun
TPaAHCHOPTHi 6iTKM TpaHCIOPTEPiB opraHiyHux ioHiB moguau (human organic anion transporter -
hOAT) 1 ta 3 a6o MRP 4 (manpuknapn uugodosip — BimoMuit HepoTOKCUUHMI JTiKapchKui 3aci). LIi
HUPKOBi TPAHCIOPTHI GiMKKM MOXKYTh OYTH IPUYUHOIO TYOYISIPHOI CeKpellii Ta 4aCTKOBO HUPKOBOTO
BUBefleHHs TeHO0GOBipy i mupmodoBipy. ToMy dhapMaKoKiHETHKA JTiKapChKUX 3aC00iB, SKi BUBOOATHCS
TUM CaMUM HHPKOBUM IIJITXOM, BKJTIoYaroun TpaHcrnopTHi 6inmku hOAT 1 Ta 3 abo MRP 4, Mmoxe
3MIiHIOBATHUCA y Pa3i 0MHOYACHOT0 BBEAEHH. AKIIO TiTbKM HEMa€E HarajabHOI HeOOXiIHOCTI,
OOHOYACHE 3aCTOCYBaHHS JTiKapChKMUX 3aC00iB, 1110 BUBOASTHCS OMHAKOBO HUPKOBUM ILJISIXOM, HE
PEKOMEHYEThCA. AKIN0 TAKOTO 3aCTOCYBaHHS YHUKHYTU HEMOXKJIUBO, CJIif IIOTUXKHEBO I1ePeBipATH
GYHKIII0 HUPOK (IUB. Po3min «B3aeMopisi 3 iHIMMMY TiKapchbKUMU 3aco0aMu Ta iHIII BUOU
B3aEMOMIN»).

ITopyweHHA PYHKUIl HUPOK

HupkoBa 6e3neka mpu npuitoMi TeHOGOBIPY AU30MPOKCHUITY dhyMapaTy BUBYAIach AyKe 00MEKEHO Y
MNOPOCTIUX TAlli€eHTiB 3 MOPYIIEeHO00 (QYHKIIE€I HUPOK (KITipeHC KpeaTUuHiHY < 80 MJI/XB).

Llopocai nauieHmu 3 KaipeHcom KpeamuHiHy < 50 Ma/x8, 8KA0UYAOYU NAUiEHMIB HA 2emM00iani3i

€ ob6MexeHi naHi mpo 6e3meKy 3acTocyBaHHS TeHO(DOBIpY AU30MpPOKCUITY HymMapaTy MmalieHTam 3
opyLIeHHAM (QYHKII1 HUPOK. ToMy TeHOGOBIpY AU30MPOKCUITY yMapaT CJIiff IpU3HaYaTH TiJIbKU B
TOMY BHUIIQ[IKy, KOJIU ITOTEHI[iiHa KOPUCTB Bif JTIiKyBaHHS IepeBaxae NOTeHIiHI pu3uku. [lanienTam
3 TOCTPOIO HUPKOBOIO HEOCTATHICTIO (KJlipeHC KpeaTHHiHY < 30 M/XB) i malieHTaM, 5IKi OTPeOyIOTh
reMofiamni3y, 3acToCyBaHHS TeHO(OBipy AU30IPOKCUITY pyMapaTy He peKOMEHAYETLCA. fAKIIO HeMa€e
arbTEPHATUBY JIIKyBaHHS, MOTPIOHO BiTKOPUTYBATH iHTEPBas H03YBaHHS i IPOBOOUTH PeTEIbHUM
MOHITOPHHT HUPKOBOI GYyHKIIII (IuB. po3minu «Crocib 3acToCcyBaHHS Ta H03u» i «®apMaKOKiHETHKA»).

Bnaue Ha Kicmku

KicTkoBi aHOMaTi], Taki K 0CTEOMANAIis, 1[0 MOXKYTh IPOSIBIIATUCS Y BUTTIAA1 MOCTIKHOTO abo
HapocTaio4oro 60110 B KiCTKax i sSIKi He4aCTO MOXKYTb CIPUYUHATH ITePeJIOMH, MOXYTh OyTH



IIOB’sI3aHi 3 TPOKCHMAaIbHOI HUPKOBOIO TyOy/I0IaTi€l0, BUKIIMKAHO TeHOMOBIPY OU30MPOKCUIOM
(muB. po3min «ITo6iuHi peakirii»).

TeHnoGh0Bipy OU30MPOKCUITY yMapaT TAaKOXK MOXKe CIPUUYMHUTH 3MEHIIIEeHHS MiHEepalIbHOI IiTbHOCTI
kictku (MIIK). V BlJl-iundikoBanux nauieHTiB mig yac 144-THXKHEBOTO KOHTPOJILOBAHOTO KJTiHIYHOTO
IOCTiAKEeHHS, B IKOMY IIOPiBHIOBAIY [0 TEHOPOBIPY OU30IPOKCUITY (pyMapaTy i3 CTaBygUHOM Y
kKoMOiHa1ii 3 maMiBynuHOM Ta edaBipeH30M Y JOPOC/IUX MAlli€HTiB, SKi paHille He MpUiiMaIu
aHTUPETPOBipyCHi IpenapaTH, B 060X eKCIIepUMEHTaIbHUX I'PyIax CIOCTepirany HeBelIuKe
3MeHILeHHS MiHepasbHOI IIiTbHOCTI KiCTKY cTeTrHa Ta xpebTa. 3a 144 tuxHi 3meHmenas MIIK
xpeOTa Ta 3MiHU GioMapKepiB KicTKY Oynu 3Ha4HO GiBIIMMU B TPYI, SKa OTpUMYyBasia TeHOo(DOoBipy
OU30IPOKCHUTY hyMapaTr. 3MeHIIIeHHSI MiHepasbHOI IIiTbHOCTI KiCTOK cTerHa 0y 3HaYHO OinbIIuMu
B Lii rpymi go 96 tuxHiB. [IpoTe micnsa 144 TUXKHIB AOCIIAXKEHHS He CIIOCTePiraau MigBUILEHOT O
PU3HKKY IlepesioMiB ab0 CBig4eHb KIiHIYHO iCTOTHUX BiIXUJIeHb Bil HOPMU CTaHYy KiCTOK.

B inmmx gocmimxeHHSX (IPOCIEKTUBHUX Ta MEepexXpecHux) HanOinbi BupaxeHe 3HuKeHHI MIITK
CIIOCTepiranocs y MauieHTiB, SKi OTpUMYyBaid TeHO(GOBIPY AU30IPOKCUITY GpymMapaT IK YaCTUHY CXeMU
JIIKyBaHHS, 1[0 MiCTUTh TIOCUJIEHUH iHTi6iTOP mpoTea3u. 3arajioM 3 OrjIAay Ha KiCTKOBi aHOMatii,
IOB’s13aHi 3 TeHO(OBiIpYy AU30IPOKCUIOM, ¥ 00MexXeHi HaHi 3a TpuBaIuM mepion mpo BIIJIUB
TeHO(MOBIPY AU30MPOKCHIY GhyMapaTy Ha 30OPOB’St KiCTOK i pU3UK ITepeIioMiB He0OXiqHO PO3TIISHYTH
aJbTepHaTUBHI CXeMHU JIIKyBaHHS [JIS IALlEHTIB 3 OCTE0IIOPO30M, SIKi MalOTh BUCOKUU PU3UK
nmepesioMiB. fIKIIIO BUHUKAE Miflo3pa Ha KiCTKOBi aHOMAJIil, TO CJIiff OTPMAaTH BigIOBigHI KOHCYJbTALlil.

BB Ha HUDKY Ta KiCTKM B NeJiaTPUYHIN TOIYIAIL

[cHYIOTH HEBU3HAUEHOCTI, IOB'A3aHi 3 HOBIOCTPOKOBUMY e(eKTaMU KiCTKOBOI i HUPKOBOI1
TOKCUYHOCTi. KpiM TOro, 000pOTHICTE HUPKOBOI TOKCUYHOCTI He MOxKe OyTU ITOBHICTIO BCTAHOBIIEHaA.
Tomy peKOMeHAy€eThCSI MyIbTUAUCIUIITIHAPHUM MifXiz, 1100 afleKBaTHO 3BaXKUTHU Ha iHOUBigyaIbHil
OCHOBI CITiBBiIHOLIEHHS KOPUCTI/PU3UKY Bif JiKyBaHHS, IPUNHATHY PillleHHS OO0 IPOBENEeHHS
BiAIIOBIAHOTO MOHITOPUHTY IIifi YacC JIiKyBaHHA (B TOMY YMCJIi PillleHHS NPUIUHEHH JIIKYBaHHS), a
TAKOX PO3TJITHYTHU IUTaHHS PO HEOOXIiMHICT 3aCTOCYBAHHS AiETUUHUX J00aBOK.

BnnuB Ha HUPKU

Y xopi kniHiuHuX mocnipxeHb y BlJI-iHdikoBaHUX AiTel BikKoM Bif 2 1o < 12 pPOKiB MOBigOMIIAIO0CS
npo 1no6iuHi peakiiil 3 00Ky HUPOK, II0 CYIIPOBOIKYIOTHCS IPOKCHMaIbHOI HUPKOBOIO TyOyJIomaTieto
(muB. po3minu «Oco6auBOCTI 3aCTOCYyBaHHSI» Ta «PapMaKoguHaAMIKa»).

MoHimopuH2 pyHKUIT HUPOK

OyHKIII0 HUPOK (KJIipeHC KpeaTUHiHY cUpOBaTKH i pocdaTy) ciif omiHIOBaTH OO0 MOYATKY JTiKyBaHHS,
a TaKOXK IIPOBOJUATY MOHITOPUHT Iif Yac JiKyBaHHS, 5K 1 Y JOPOCHUX (OUB. BUIIE).

JIiKyBaHHA nopyweHb GYHKUii HUPOK

Axmo piBeHb pocdaTy y cupoBaTii miATBepAXKYy€eThCS Ha piBHI < 3,0 mr/mn (0,96 MMonb/n) y Oyan-
SIKOTO Ie[liaTPUYHOTO TalliEHTa, SKUM OTPUMY€E TeHO(OBipYy AU30MPOKCHIY pyMapaTt, HUPKOBY
GYHKIIIIO CITif IepeBipsTH MPOTSITOM OJHOTO TUXKHS, BK/II0Yal0Uy BUMIPIOBaHHS PiBHS TJIIOKO3U B
KPOBi, PiBHS KaJlilo B KPOBi i KOHIIEHTPAIIii ITI0K03H B cedi (muB. po3min «ITo6iuHi peaxiii»,
IpoKcHuManbHa TyOynomnatist). [Tpu mimo3pi abo BUSIBIEHH] aHOMaJTil HUPOK HeOOXiTHO 3BEPHYTHUCS [I0
Hedporora, 1100 PO3TITHYTA MOXKJIIUBICTh IEpepHUBaHHS JTiKyBaHHS TeHO(OBIpY AU30IPOKCUITY
¢dbymapartomM. [TepepuBaHHS JIiKyBaHHSA TEHO(DOBIPY AU30IMPOKCUITY PyMapaTOM TaKOXK CIIif
PO3TIsifaTH y pa3i MPOrpecyBaHHs 3HMKEHHS HUPKOBO1 (QYHKIII, K10 He 0yJI0 BUSIBIEHO XKOOHOI
IHIIOl TPUYUHU.



OO0HouacHe 3acmocyB8aHHA i pu3uK po38UMKY HUPKOBOI MoKCcuuHocmi
IuBITbCS BUIIE PEKOMEHMAIlil I/ TOPOCIHX.
Hupkoesa HedocmamHicmb

3acTocyBaHHS TeHO(OBIPY OU30IIPOKCUIY PyMapaTy He PEKOMEHAYEThCS OiTAM 3 HUPKOBOIO
HeJ0OCTaTHICTIO (OuB. po3xin «Cmocib 3acTocyBaHHS Ta [N0O3U»), TOMY He CIIif Mpu3HadyaTH JIiKyBaHHS
TeHO(DOBIPY AU30MPOKCUIY HyMapaToM TaKWM MefiaTPUYHUM MaliieHTaM. [HiTaM, y SKux
PO3BHBAETHCS HUPKOBA HENOCTATHICTD IIPU Tepallii TeHOGOBIPY OU30MPOKCUITY pyMapaToM,
JIIKYBAHHS CJIiI IPUIVHUTH.

Bnaue Ha Kicmku

Bipean moxe cipuunauTy 3HMXKeHHSI MIIK. Binus 3min MIIK, noB'sa3aHux 3 NpUiloMOM TEHODOBIpY
OU30IPOKCHUITY hyMapaTy, Ha JOBIOCTPOKOBE 3MOPOB'S KiCTKM i MaiOyTHiN PU3UK IIEPEJIOMiB €
HeBU3Ha4YeHUM (OuB. po3nin «PapMakoguHaMika»).

fAK1o BusiBNIeHi ab0 Mimo3pI00ThCS aHOMAJTil KiCTKY Y [iTel, mOTPiOHO 3BEPHYTHUCS 3a KOHCYJIbTAIIIEID
10 eHIOKPUHOJIOra Ta/abo Hedpoora.

XBopoOu meviHKu

Iani crocoBHO 6e3mneku Ta eeKTUBHOCTI IJIs MAIiEHTIB 3 ITepecaKeHo0 MeYiHKoo OyxKe 00MeXkKeHi.

Iani 3 6e3meku Ta eeKTUBHOCTI IPHUHOMY TeHO(OBIpY AU30IPOKCUITY pyMapaTy OJIs Malli€HTiB,
iH(iKOBaHUX renaTuToM B, 3 meKOMIEeHCOBaHMM 3aXBOPIOBaHHSM IE€YiHKH Ta CTyleHeM > 9 3a
knacudikauieto Child-Pugh-Turcotte, o6mexeni. Taki mamieHTH MalOTh OilbIll BUCOKUM PU3UK
Cepiio3HUX MOOIYHMUX peakilii 3 60Ky MediHKU Ta HUPOK. TOMY B IIii MOMYJIALIl MaI[i€HTIB
renaTtoOiniapHi Ta HUPKOBi TapaMeTpy IOTPiIOHO KOHTPOJIIOBATH OiNIbII YBaXKHO.

30200mp€HHﬂ cenamumy

3azocmpeHHA nid vac nikyeaHHA. CIOHTaHHI 3arOCTPEHHS XPOHIYHOTO rellaTUTy TUIY B € BiTHOCHO
YaCTUMU Ta XapaKTepU3yIOThCSI TUMYaCOBUM IIiIBUIIIEHHSIM PiBHS ajlaHiHaMmiHoTpaHcdepasu (AJIT) B
cupoBaTLi KpoBi. ITicis noyaTky aHTUBIPYCHOTO JIiIKyBaHHS Y OesKUX NalieHTiB piBeHb AJIT B
CUPOBATIi KPOBi MOXKe migBuIyBaTucs (OuB. po3fin «[1o6iuni peakuii»). Y nauieHTiB i3
KOMIIEHCOBAHMM 3aXBOPIOBaHHSAM IIE€YiHKY ITi MifBUIIEHHS piBHA AJIT B cCMpOBAaTIIi KPOBI B3araii He
CYTIPOBOMXKYIOThCS IiABUINIEHHSIM KOHILIeHTPallil 6inipy0iHy B cupoBaTii KpoBi abo Ie4iHKOBOIO
nexkommeHcarriero. [TalieHTu 3 MUPO30M MEYiHKKM MalOTh HMiABUIIEHUN PU3UK ITE€YiHKOBOI
IeKOMIIeHcallil Micig 3arOCTPeHHS TelnaTUTy, a 0TXKe, 3a HUMU CJIi[l yBakKHO CIIOCTepiraTH IIif Jyac
JIiKyBaHHS.

3azocmpeHHA nicasa NPuUNUHeHHA AiKy8aHHA. TaK0X MOBIIOMIISAIOCA IIPO TOCTPUM Hamaf renaTuTy y
NAl€HTIB, AKi IPUNUHUIIY JIIKyBaHHA renaTUTy B. 3arocTpeHHd Micis JIiKyBaHHS 3BUYAUHO
moB’s13aHi 3 migBumieHHsaM [JTHK HBV, i 6inburicTh i3 HUX BUSIBISIOTLCSI caMOOOMexXeHUMH. [TpoTe
IIOBiAOMIISIIOCS PO TSXKKI 3arOCTPEHHS, BKII0YAlO4Uy JIeTaJlbHi BUMaAKH. [IpoTarom 6 MicamiB micias
IIPUNIMHEHHS JTIKyBaHHS IelaTUuTy B Ciif KOKHOro Micsals KOHTPOJI0BaTH QyHKIIOHATIbHE
CTQHOBHUIIE MEYiHKM 3a KJIiHIYHUMHU Ta 1a00paTOPHUMU ITOKa3HUKaMU. Y pa3i HeoOXigHOCTI MOXKIIMBE
TIOHOBJIEHHS JIIKyBaHHS remaTuTy B. [I71s malieHTiB 3 po3BUHEHUM 3aXBOPIOBAHHSM IEUYiHKH a0
[MPO30M IIPUNMHEHHS JIiKyBaHHS HE PEKOMEHAYETHCS, OCKIIbKY 3arOCTPEHHS TeNaTUTy IiCis
JIIKyBaHHSI MOXKe TPU3BOAUTH IO MEYiHKOBOl AeKOMIIeHC Callil.



Y narfieHTiB 3 IeKOMIIEHCOBAaHUM 3aXBOPIOBAHHSM IMEYiHKK 3aTOCTPEHHS TeMaTUTY € 0COOTUBO
CEepHO3HUMH, a iHOf1 IeTaTbHUMU.

CynymHe iHpikysaHHsa eenamumom C abo D. [laHi cTocoBHO e(heKTUBHOCTI TeHODOBipY s
NallieHTiB i3 cynyTHIM iHdiKyBaHHSAM BipycoM remnatuty C ab6o D BigCyTHi.

Cynymue iHpixysaHHsa BIJ/I-1 ma zenamumom B.Y 3B’13Ky 3 pu3uKoM po3BUTKY BIJI-pe3ucTeHTHOCTI
natieHTaM i3 cynyTHiM iHpikyBaHHIM BIJI/HBV TernodoBipy gusonpokcuny pymapat ciig
3aCTOCOBYBATH TiJIbKM SIK YACTHHY BiIOBIIHOI aHTUPETPOBipyCHOI KOMGiHOBaHOI cxeMu. ITaIllieHTH, y
SKUX paHilne Oyau IopyIeHHs QYHKINI MeviHKy, BKII04Yal0Yy XPOHIYHUY aKTUBHUM T'elaTUT, MaloTh
IiABUINEHY YacTOTY IOpyIleHb GYHKIII IeYiHKY Mifg Yac KoMOiHOBaHOI aHTUPETPOBIpPYyCHOI Teparrii
(KAPT), i 3a HUMHU CIIif] CIIOCTEPIraTH BiAIIOBIAHO 10 CTaHOAPTHOI MPAKTUKHU. AKIIO € JOKa3u
HOTipIneHHs mepebiry XxBopoOu MeYiHKY Y TaKUX Malli€HTiB, CMIif PO3T/ISHYTH NUTAHHS IIPO
HeoOXiIHiICTh MepepBH B JIiKyBaHHi a00 BigMiHu jikyBaHHS. [IpoTe ciif BiIMiTHTH, 110 MigBUIIEHHS
piBusg AJIT mMoxke OyTH YaCTHHOIO KJIiPpEHCY Y XBOPUX Ha BipycHuUM remaTtuT B mim yac nikyBaHHS
TeHO(OBIpOM (OuB. BUIlle «3arOCTPEHHS TeaTUTy»).

3acTOCYBaHHA 3 IEBHUMU aHTUBIDYCHUMH IIpellapaTaMy IIPU Bipyci renatuty C

[Tpu 3acTocyBaHHI TeHO(OBipy qu30mpoKcuny Gymapaty 3 neginaceipom/cobocbyBipom,
codocOyBipom/BenmaTacBipoM abo codocOyBipom/BenmaTacBipoM/BOKCUIIAIIPEBIPOM CIIOCTEPITAETHCS
IiABUINEHHS KOHI[EHTPaIlil TeHO(OBipy B I1a3Mi, 0COOIMBO KOJIM 3aCTOCYBaTH Pa3oM 3i CXEMOIO
nikyBaHHsA BIJI, 1110 MicTUTE TeHOOBIPY AU30IMPOKCUITY (pyMapaT Ta papMaKOKiHETUYHUM
migcumoBay (puTOHaBIp abo KobiucTaT). be3neky 3acTocyBaHHS TeHO(POBIPY AU30IPOKCUILY
dbymapary 3 nepimacBipom/codocOyBipom, copocOyBipom/BenmaTacBipoM abo
codocOyBipoM/BenmaTacBipoM/BOKCUIANIPEBIPOM Ta (papMaKOKIiHETUYHUM ITiICUIIIOBaYeM He
BCTaHOBNIeHO. HeoOxiHO BpaxoByBaTH MOTEHIIiHI pU3UKHK Ta IlepeBary, oB'sg3aHi 3 OMHOYaCHUM
3aCcToCyBaHHSM JiefiimacBipy/codocbyBipy, copocOyBipy/BenmnaTacBipy abo
codocOyBipy/BennaTacBipy/BoKCUIAIPERipy 3 TeHOPOBIPY AU30IPOKCUITY (pyMapaToM, IPH3HaYE€HOT 0
y moenHaHHi 3i ctumynboBaHuM BIJT inribiTopom nmpoTeasu (Hanmpukiag aTa3aHaBipoM abo
IapyHaBipoM), 0CO0IMBO ¥ MAlli€HTIB 3 MiBUIIIEHUM PU3UKOM MOPYIIEeHHS GQYHKINI HUPOK. [1alieHTis,
SIKi OTPUMYIOTH JiefiinmacBip/codocOyBip, codhocbyBip/BenmaTacip abo
codocOyBip/BenmnaracBip/BOKCUIANIPEBiIp pa3oM i3 TeHOGOBIPYy AU3O0MPOKCUILY HyMapaToM y
noefHaHHi 3i ctuMynboBaHuM BIJI iHribiTOpoM mpoTeasu, Cilifg KOHTPOJIOBATH IIION0 BUHUKHEHHS
moOiYHUX peakllid, MoB'I3aHUX 3 TeHOGOBIPY AU30MPOKCUITY (GyMapaTOM.

[NTapaMeTpu Macu Tifa Ta MeTabomaizMy

[Tig yac aHTUPETPOBiIPYCHOI Teparlii y maIlieHTiB MOXkKHa CIocTepiraTy 30i/bIIEHHS MacH Tina Ta
piBHSA TinifiB i rMI0KO3U B KPoBi. Taki 3MiHM MOXKyTh OyTH YaCTKOBO IIOB'SI3aHi SK i3 Tepamie Tax i 3i
criocoboMm xkutTs. [llomo mimigis, y mesiKuX BUIMaAKax € MOKA3M BIIJIMBY JIIKYBaHHS, TOMI SK IIOMO
30i/TbIIIEHHST MACH Tijlla HeMa€ CyTTEBUX OOKa3iB, 110 CTOCYIOTHCS IbOTO OISt OYOb-IKOI'0 KOHKPETHOTO
JIiKyBaHHSA. KOHTPOJIB JIIMiAIB Ta IJII0KO3U B KPOBI 3[iMCHIOETHCS BIAIOBITHO IO BCTAHOBIEHUX
pekoMeHpanii mopo nikyBanHsa BIJI. JlinigHi po3naay MOBHUHHI KITIHIYHO PETYTIOBATHCE.

[lopyiieHHd MiTOXOHIpianbHOoI MVHKINI micasd BIUIKUBY in utero

Hyxkrneo3upHi Ta HyKI€OTUOHI aHAIOTY IPU3BOAATH 10 YpaKeHHS MiTOXOHAPIX Pi3HOTO CTyIEeHS,
CIIPUYMHEHOT0 CTaByAUHOM, AUAAaHO3MHOM Ta 3UAOBYAUHOM. Hagxomunu moBifoMIEHHS IPO
MiTOXOHIpianbHy gucyHKIi0 v BIJI-HeraTuBHUX IiTell paHHLOTO BiKy, fKi 3a3HaJIU BIIJIUBY
HYKJIEO3UOHUX aHAJIOTIB in utero Ta/abo y mocTHaTanbHUY mepiof. Lle cToCyeThCst mepeBakHO CXeM
JIIKyBaHHS, 110 MiCTSTh 3UL0OBYAUH. OCHOBHUMU HECIPUATIMBUMU PeakliaMU, Ipo gKi



noBifoMIIsANIocs, Oy/iv reMaTOIOTiYHi IOopyIIeHH (aHeMis, HEUTPOIeHisl) Ta MeTa0oIiYHi TOPYIIEeHHS
(rimeprmakTaTemis, rinepiinasemis). Li sBuia yacTo Oyau KOPOTKOYACHUMHU. PinKo HagxXomumu
IIOBiIOMJIEHHS IIPO OesiKi HEBPOJIOTiYHI MOPYIIEeHHs, 1[0 TOYNHAINCSA Ti3Hille (TimepToHisA, CygoMy,
aHoMaJlbHa ITOoBefiHKa). Ha choropHi HEBIIOMO, YU TaKi HEBPOJIOTiYHi TOPYIIEHHS € TUMYaCOBUMHU,
4y nmocTiiHuMHU. Taki pe3ynbTaTtu MOTPiOHO BpaxoByBaTH i Oyab-IKOI OUTHHY, SKa 3a3Hajla BIJIUBY
aHaJIoTiB HYKJIe03UAY Ta HYKJIEOTHUAY, 3 IKUMHU 0B’ g3aHi CepHo3Hi KIiHiYHi nopylIeHHs HEBiOMOl
eTiosorii, 0co6MMBO HEBPOJIOTiYHi, in utero. 1li pe3ynbTaT He BIJIMBAIOTh Ha ITOTOYHI HalliOHAJbHI
peKoMeH[alil o0 3aCTOCYBaHHSI aHTUPETPOBIPYCHOIO JIiKyBaHHS BariTHUM XKiHKaM AJ1s
npodiTakTUKY BEPTUKAIIBHOI Iepemadyi BIJI.

CHHOpOM iMyHHOI peaKTHBaIlil

Y BlJI-in¢ikoBaHUX Malli€eHTiB 3 TAXKKOIO iIMyHHOI0 HEJOCTATHICTIO Ha Yac BBeAEeHHs KOMOiHOBaHOI
aHtupeTpoBipycHoi Tepamil (KAPT) Moxke BUHUKHYTH 3alajibHa peakllis Ha aCUMITOMaTH4Hi a6o
3aJIMIIIKOBI OMIOPTYHICTUYHI IATOTeHHU, 110 MOXKe OyTH IPUYNHOI0 CEPHO3HUX KITIHIYHUX CTaHiB abo
IIOCUJIEHHS CUMIITOMIB. TUIIOBO TaKi peakxilil cCriocTepiraaucs MpoTIroM IMePIIuX KiTbKOX THXKHIB a00
MicsauiB Bif nmodyaTtky KAPT. BignoBigHMMUY pUKIagaMu € IUTOMETaJIOBIpyCHUN PUHIT,
reHepaJi3oBaHi Ta/abo BOTHUIEBI MikoOakTepianbHi iHdeKil Ta THEBMOHiI Pneumocystis jirovecii.
Bynb-siKi 3amanbHi CUMIITOMHU CITif] OI[iHIOBATH Ta y pa3i HeoOXimHOCTI MpU3HaYaTH JTiKyBaHHS.

[ToBimomIsiNIOCS TaKOXK PO ayTOIMyHHI 3aXBOpIOBaHHS (TakKi sIK xBopoba ['peliBca abo ayToOiMyHHUM
remnaTuT), 110 PO3BUBAIOTHCSA B YMOBAX IMyHHOI peaKTHBallil; OGHAK 3apeECTPOBAHUY Yac [0
BUHUKHEHHS XBOpoOU qyxKe BapitoBaBC i ITi SIBUIA MOXKYTb CIIOCTepiraTucs yepes 6araTo MicsiIriB
IIiCJISl IOYATKY JIIKYBaHHS.

OCTeOHEKRDPO3

Xoua eTionorisi BBaxkaeTbcsa 6araTohakTOpHOO (BKJII0YA0YU 3aCTOCYBAHHS KOPTUKOCTEPOIMIB,
BXKMBaHHS alKOTO0JII0, TSXKKe IPUTHIYeHHS iMyHITEeTYy, BUCOKE 3HaYeHHS iHOEeKCYy MacH Tina),
BUTIAIKU OCTEOHEKPO3Y CIIOCTepPirajucs, 30KpeMa, y Nali€eHTiB 3 po3BuHeHUM BlJI-3axBoproBaHHAM
ta/abo TpuBanum BruBoM KAPT. IlalrienTam Cilifi 3BepHYTHCS 3a OPafoI0 [0 JliKaps, SKI0 BOHU
BiguyBaTh 6011 B cyrnobax, HETHYYKICTh cyrno0iB abo yTpyOHEeHHS IIif Yac pPyxiB.

[TamiedT TiTHLOTO BiKY

3acTocyBaHHS TeHO(OBIPY AU30IPOKCHUILY He AOCIIAXKYyBasly MallieHTaM BiKOM ITOHaf 65 POKiB.
[TarieHTH NiTHHOTO BiKYy YacTO MaOTh 3HMKEHY (QYHKIIiI0 HUPOK, TOMY CJIifi OTPUMYBaTUCS
00epeKHOCTi Tpu NprU3HaYeHHi UM IallieHTaM TeHO(QOBipy OU30IPOKCUILY GyMapary.

[TOTIOMizKHi pEYOBHUHU

Bipeap y Tab6meTKax, BKPUTHX ILIiBKOBOIO 00010HKOI0, 10 300 MI' MiCTUTh TaKTO3U MOHOTifpaT.
[TarienTy 3 TaKUMM PiIKiCHUMHU CIaJKOBUMHU IIPoOIeMaMy, IK HETIEPEHOCUMICTh TallaKTO3H,
3arajibHa JaKTa3Ha HeJOCTATHICTh a00 MOPYIIeHHS TII0K030-TaJaKTO3HOTO BCMOKTYBAHHS, HE
IIOBUHHI IpUUMAaTH Liey mpenapar.

Lleit mpenapaT MiCTUTh MeHIe Hix 1 MMonb (23 Mr) HaTpilo B KOXKHil TabneTii, ToOTO 3araaoM BiH
«0Oe3HaTpieBU».

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.



BazimHicmb

BenuKa KinbKiCTh JaHUX PO 3aCTOCYBaHHS MpenapaTry BariTHUMH (Oinbiie

1000 3aBepIeHUX BariTHOCTEM) BKa3ye Ha BigCyTHICTh ManbdopMaliil abo TOKCUYHOCTI [
eMOpioHa/HOBOHAPOAXKEHOT0, TTOB’I3aH01 3 TeHOPOBiPY AU30MPOKCUIY hymMapaToM. 3a
pe3yabTaTaMy OOCIiIXEeHb Ha TBapuHaX He Oy/10 BUSBIEHO TOKCUYHOI'O BIIJIUBY Ha
PenpoayKTUBHY (YHKIIiI0. 3aCTOCYBaHHSA TeHO(MOBIPY AU30IPOKCUIY (hyMapaTy MOXKJIIUBE Y
TIepiofl BaTiTHOCTI, SKIIO 11e HeoOXigHO.

BigmoBigHo mo onyO0IikKoBaHUX MaHUX €KCITO3UIIis TeHO(POBIPY DU30IPOKCHUITY B TPETHOMY
TPUMECTPI BariTHOCTI 3HUXKYe pU3uK nepenadi HBV guTuHi Big MaTepi, KO MaTU IpUUMaE
TeHO(OBipy AM30MPOKCUI Ha HOJATOK OO iMyHOT100YIiHYy IIPOTHU TemnaTUTy B i BakuuHu
IIPOTH TenaTUTy B, 9Ky BBOOSATH QUTHHI.

Y TphOX KOHTPOJILOBAHUX KIiHIYHUX BUNIPOOYyBaHHSX 327 BariTHUM XKiHKaM i3 XpOHIYHOIO
indexiiero HBV BBomunmu TeHO(MOBipy AU30MPOKCUITY pyMapaT OOUH pa3 Ha mo0y 3 28-ro 1mo
32-1 TUKIEeHb BariTHOCTI ¥ MPOTATOM Iepiofy A0 1-2 MicALiB Iicyd IOJIOTiB; 3a XIHKaMU Ta
IXHIMM HEMOBJISITAaMHU CIIOCTEpPirasu mpoTsaroM 12 MicsiriB micys mosoriB. Y gaHux mux
IOCIIiIKEeHb BiICYTHI MMOBinOMIIeHHS 1070 TPo06ieM 3 6e3meKHu.

I'odyeaHHA 2py00to

3arasioM, sSKII0 HOBOHaAPOAXKeHa AUTHHA OTPUMYE afieKBaTHY NPO(iTaKTUKy remaTuty B micias
HapOIXXKEeHHS, MaTU 3 TelaTUTOM B MOXe roflyBaTé CBOIO OUTHUHY IPYIHUM MOJIOKOM.

TeHnod0Bip IPOHUKAE B IPyAHE MOJIOKO XKIiHKU B Iy2Ke He3Ha4Hil KiJIbKOCTI; BIJIB IIpenapaTy Ha
OUTUHY Yepe3 IPyAHe MOJIOKO BBaXKAEThCS He3HAYHKM. X04a JlaHi 3a TpHUBalIui nepios o6MexeHi,
HeMa€ MOBifoMJIeHb PO MO0iYHi ABUIA ¥ HEMOBIIAT, SKUX TOAYIOTh TPYOHUM MOJIOKOM; MaTepi,
ingdikoBani HBV, gxki npuiimaioTs TeHO(OBipY OU30IPOKCUIY hyMapaT, MOXKYTh TOOyBaTH OiTen
TPyAQo.

Ina nonepenxenHs nepefadi BIJI uemosnsitam BlJI-iHpikoBaHUM MaTepIM He PEKOMEHIYETHCS
rogyBaTH I'Pynmro.

®epmuavHicmb

KinpkicTh KJTiHIYHYAX JaHUX OO0 BIJIUBY TEHO(OBIPY AU30IPOKCUITy pyMapaTy Ha (GepTUIbHICTh
oOMexkeHa. 3a pe3yibTaTaMHy OOCTIXKEHHS Ha TBapUHaX, HECIIPUSATIIMBOTO BIIMBY 3aCTOCYBAHHS
TEHO(OBIPY AU30IPOKCHUITY PyMapaTy Ha GepTUIbHICTb BUSBIEHO He 0yII0.

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

He Oyno nmpoBemeHo NOCIiIXKeHb BIJIUBY Ha 3[aTHICTh KEPYBAaTH aBTOMOOiIIEM Ta MpallloBaTH 3
iHmuMy MexaHizmamu. ITarieHT MaioTh 6yTH oiH(GOPMOBAHI, ITI0 ITif Yac JIiKyBaHHS TEHO(OBipYy
IU30IPOKCUITY hyMapaToM MOXKJIMBE 3allaMOPOYEHHS.

Cnoci6 3acmocyeaHHss ma do3u.



JlikyBaHHS TIOBMHEH PO3MOYMHATH JIiKap, IKUM Ma€ HocBif y nikyBaHHi BlJI-iHdexkiil Ta/abo
XPOHIYHOI0 remnaTtury B.

ﬂ,O3yBaHH${

BIJI-1 i xpoHiuHuUlU 2enamum B
ITopocai ma dimu eikom 8i0 12 0o < 18 pokie 3 macotw mina = 35 k2

PexomeHmoBaHa fio3a Ojis JikyBaHHs BIJT a0o misi mikyBaHHS XPOHIYHOIO remaTUTy B cTaHOBUTS 1
TabNeTKy OfuH pa3 Ha Jo0y, Ky MIpHUKUMaloTh IIepopajbHo 3 IXKelO.

Pimenss npo niKyBaHHA IefiaTPUYHUX MAaIlieHTIB (giTeu BikoM Bif 12 mo < 18 pokiB) ciifg npuiMaTu
IIiCJI peTesNbHOI OIIiHKY iHAUBiAyanbHUX MOTPEO MallieHTa Ta YAHHUX NeJiaTpUUYHUX PeKOMeHAallil
IIOZI0 JIiKyBaHHS, y TOMY YHCJIi BUXiAHOI ricTonoriunoi indopmatii. [TepeBaru TpuBamoro
IPUAYILIEHHS BIpyCy LIJIIXOM IIOCTiMHOTO MiKyBaHHS CIIifl BU3HA4YaTHU 3 ypaxXyBaHHSIM PU3UKY,
II0B’13@HOT0 3 TPUBAJIUM JIIKyBaHHSAM, BKJIIOUAIOYH [10SIBY PE3UCTEHTHOCTI BipyCy renatuty B Ta
HEBU3HAYEHOCTI 040 TOKCUYHOTO BIIJIUBY Ha KiCTKHU i HUPKHU Y pa3i JOBrOTPUBAJIOTO JIIKyBaHHS
(ouB. po3min «OcoOGIMBOCTI 3aCTOCYBaHHS»).

PiBens AJIT y cupoBaTIli KpOBi MOBUHEH OYyTH ITOCTIMHO MiIBUIIIEHUM IIOHAWMEHIIIEe IIPOTITOM 6
MICALIB 10 IT0YaTKYy JIIKyBaHHA MeiaTPUYHUX ITAl[l€HTiB i3 KOMIIEHCOBAHO 1€4YiHKOBOIO
He[locCTaTHICTIO yepe3 HBeAQ-no3uTuBHUYM XPOHIYHNY renaTUT B i mjoHaliiMeHIIe IpoTAroM 12
MicsauiB y nanieHTiB 3 HBeAg-HeraTuBHUM 3aXBOPIOBAHHSM.

Tpusasicmy aiKyeaHHA 0opocaux ma dimet i3 XpoHiYHUM 2enamumom B
OnTumasnbHa TPUBAJIICTD JIiKyBaHHS HEBioMa. YMoBaMu [ IPUNUHEHHS JTiKyBaHHS MOXKYTh OyTH:

- JiKyBaHHS MAI[iEHTIB 3 MO3UTHBHOIO PEAKIIEI0 Ha aHTUreH Bipycy remaruty B (HBeAg) 6e3
IIMPO3Y ITIOBUHHO TPUBATH IIOHaNMeHIIe 12 MicALiB Micis MiATBEpAXKEHHS CEPOKOHBEPCil
HBe (3HUKHEeHHS aHTUTeHiB Bipycy renatuty B i [IHK-Bipycy renatuty B 3 BUsIBI€HHAM
anTu-HBe y mBox 3pa3kax CHpPOBATKH IIOCIIib 3 iHTepBasioM 3-6 MicsIliB Mix HEMM) abo 0o
cepokonBepcii HBs, a6o no 3uuKHeHHST e(eKTUBHOCTI (AuB. po3min «Oco6auBOCTI
3acToCyBaHHA»). [licns NpuUNUHEHHS JTiKyBaHHS CIIif PErynasapHO mepeBipaTy piBHi AJIT Ta
IOHK-Bipycy rematuty B y cupoBaTii KpoBi 3 METOI0 BCTaHOB/IEHHS OyIb-IKUX Mi3HIiX
peluaouBiB BipeMil;

- JIiKyBaHHS IalliEHTIB 3 HETAaTUBHOIO PEAKIli€l0 Ha aHTUTeH Bipycy renatuty B 6e3 mupo3y
ITOBMHHO TPUBATH IIOHAMeHIIe 10 cepoKoHBepcil HBs abo mosiBu 03HaK 3HUKHEHHS e(peKTUBHOCTI
nikyBaHHA. TaK0XK MOXKHa PO3TIsAaTy IPUNNHEHHS JIiIKyBaHHS IiC/IA OCATHEHHS CTabiIbHOTO
IPUAYIIEHHS Bipycy (TOOTO IpOTSAroM moHaWMeHIIe 3 POKiB) 3a YMOBU PETYIIPHOT0 KOHTPOJIIO PiBHS
AJIT Ta JHK HBV y cupoBartLi micyis IPUNUHEHH JIIKYBaHHS [OJ1s1 BUSBJIEHHS MOXKJIMBOI0 MIi3HBOTO
peLuaouBy Bipycy. Y pasi IpoJIOHr0BaHOTO JIiKyBaHHS, 1110 TPUBAE [HOBIIE 2 POKiB, PEKOMEHAYETHCS
PETYJISPHO IPOBOOUTH IIOBTOPHUY IIEePEeTTIAL NiKyBaHHS, 00 MigTBEPAUTH, 110 o0paHa Teparis
3aJIMMIAEThCS IMIAX0XK0I0 I IIallieHTa.

He pexomMeH0BaHO NPUNMHSATHU JIIKYBaHHSA JOPOC/IUX IAlll€HTIB i3 TeKOMIIEHCOBAaHUM
3aXBOPIOBAHHSIM TEYiHKU ab0 LHPO30M.

ITponyuweHa 0o3a



ZKI0 mamieHT TPOMyCTUB IPUKOM YeproBol A03U Ipenapaty Bipean i 3 MOMEHTY HaleKHOT0
IpPUIOMY He Ipounuio 12 ropuH, NaIieHTy Clifg SKoMOoTra MBUAINE IPUUHSATHY IIpenapar 3 XKelo, I0TiM
OOTPUMYBATUCh 3BUUAUHOTO PO3KJIafy IPUUOMY IIpenapary. AKIIo NalieHT IPONyCTUB IPUHUOM
YeproBoi 0o3u npenapaTy Bipeap i 3 MOMeHTY HaneKHOTO IIpuitoMy Ipouiio Oinbine 12 rogus,
TOOTO MalKe HacTaB yac IPUKUMaTH HACTYIIHY 03y IIpenapary, MallieHTy He CJIif mpuiMaTu
IIPOIYIEeHY 003y, @ HeoOXiIHO IPOJOBKUTH NIPUIOM IIpernapaTy 3a pPo3KJIafoM.

fAxkmio mpoTsiroM 1 roguHM Iic/s MpUiioMy npenapaTy Bipeap y malieHTa BUHUKIIO O/10BaHHS, oMYy
CJIi IPUUHSATH 1le ONHY TabneTKy. fAKio O70BaHHS BUHUKJIO Y IalieHTa Oifblile HiXK 4epe3 1 roguHy
nicns mpuiiomy Bipeany, mpuiimMaTu e ofHY TabIeTKy HeMa€e moTpedu.

Ocobausi 2pynu nauieHmia

IlauieHmu niMHbO20 BiKY. Ha choTOfHI HEMa€E JaHUX, Ha OCHOBI KX MOXKHA [aTH PEKOMeH/allii
CTOCOBHO O3yBaHHS [JIS MAIli€HTIB BiKOM Bif 65 pokKiB (guB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

Hupxkosa HedocmamHicmb. TeHO(}OBip BUBOAUTHCA 3 OPTaHi3My pa3oM i3 cedero, TOMy MallieHTH 3
HUPKOBOIO TUCQYHKITIEIO 3a3HAIOTh MiABUIIEHOTO BIIUBY TEHOPOBIpY.

[lopocai. [aHi npo 6e3mneky Ta eeKTUBHICTb 3aCTOCYBaHHS TeHO(POBipy AU30IPOKCUITY pyMapaTy
IOPOCIIUM TIAIliEHTaM 3 IIOMIpHUMHU Ta TIKKAMU HUPKOBUMHU MOPYIIEHHIMU (KJTipeHC KpeaTUHIHY
< 50 Mn/xB) 06MexkeHi, a OLiHIOBAHHS TIOKA3HUKIB 0€3MeKH Y pasi Jerkux HUPKOBUX MOPYIIEHD
(kmipeHc KpeaTuHiHy 50-80 MII1/XB) y MOBrOTPUBaIill IePCIEKTUBI He IPOBOAUIIOCE. 3 Ii€l MPUYNHU
[NOPOCNIUM NallieHTaM 3 HUPKOBUMU NOPYIIEHHSIMU TeHO(OBIpy OU30IPOKCUIY (pyMapat Ciif
3aCTOCOBYBaTH, SKIIO IOTEHIIMHA KOPUCTH JIIKyBaHHS BBaXKa€ThCS TAKOIO, 1110 ITepeBaXae PU3UK.
KopuryBaHHS iHTepBasy J03yBaHHS PEKOMEHAYETLCS [AJIS OPOCIIUX MAIliEHTIB 3 KIipeHCOM
KpeaTuHiHy < 50 MJ1/xB, BKJIIOUAIOUM IAI[l€HTIB, AKi IPOXOOATh reMofiais.

Jleeki Hupkoai nopyweHHs (KaipeHc kpeamuHiny 50-80 ma/xe). OOMexKeHi HaHi, OTpUMaHi B
pe3ybTaTi KIiHIYHUX AOCIIAXKEHb, A1 NalleHTiB 3 He3HaYHUMU HUPKOBUMU MIOPYIIEHHSIMU CBif4aTh
Ha KOPUCTh 3aCTOCYBaHHS TeHO(MOBIPY AU30MPOKCHUITY GhyMapaTy OOuH pa3 Ha [o0y.

ITomipHi HUPKOBI nopyweHHA (kaipeHc kpeamuHiHy 30-49 ma/xe). Tlpuitom 1 TabneTku Bipeany
KOXHi 48 roguH MOXKJIHBUM Ha OCHOBI MOZIeTI0BaHHS (papMaKOKiHETUYHUX JaHuX pa3oBoi go3u y BIJI-
HeraTUBHUX Cy0’€KTiB Ta Ccy0’€KTiB, He iH(piKOBaHUX BipyCOM remnaTUTy B, 3 pi3HUMU CTynIeHSIMHU
HUPKOBUX TOPYIIEHb, y TOMY YHCJIi TePMiHAIbHOI CTafi€l0 HUPKOBOI HEAOCTATHOCTI, 110
noTtpebyBanu remopiani3dy. [IpoTe Take mo3yBaHHsS He Oyy0 MigTBePAXKeHe B MexXaX KITiHiYHUX
OOCIiXKeHb. BHACMigOK HOT0 KITIHIYHY peakliiio Ha JIiKyBaHHS Ta (PYHKIIi0 HUPOK y TaKWX Malli€HTiB
OTPiOHO yBaXKHO KOHTPOJIIOBATH (OUB. po3minu «OcoB6IMBOCTI 3aCTOCYBaHHS» Ta
«PapMaKOKiHETHKA»).

ITauieHmu 3 MAXCKUMU HUPKOBUMU NOPYWeHHAMU (KaipeHC KpeamuHiHy < 30 ma/x8) ma nauieHmu,
Aki nepebysaroms Ha 2emo0iai3i. BifoBigHe KOPUTYBaHHS 03U He MOXkKe OyTH 3aCTOCOBaHE
yepe3 BiICyTHICTh TaONETKHU 3 iHIIKM BMIiCTOM [il090l PEYOBHHHU, OTXKE, 3aCTOCYBAHHS
IIpemnaparTy MallieHTaM Ii€l IPyNnu He PeKOMEHAYEThCS. AKIIN0O anbTepHaTHBHE JTiKyBaHHS
BI[ICYTHE, MOXKHa 3aCTOCYBaTU IIOA0BXKEHI IHTEepPBaJIi BBEIEHHS TaKUM YUHOM:

- IIPU TSXKKUX HUPKOBUX IOpYIIeHHAX: 110 1 Tabnetii Bipeamy npuiiMatu KoxHi 72-96 ronuH
(mBiYi HA THXKIEHD);

- nauieHTaM, ki mepeOyBaioTh Ha remopianisi: mo 1 Tabnetui Bipeamy KoxHi 7 mi6 micns
3aBepIIeHHS CeaHCy remMopianmisy*.



* 3aranoM, npuiioM 1 pa3 Ha THXKOEHb, IPUITYCKaluu 3 ceaHCU TeMOofiani3y Ha TUXKIEHb,
TPUBAJTICTIO MPUOIU3HO 4 TOOUHU KOXKHUM, abo micis 12 roguH KyMyJIsITUBHOTO TeMOiani3y.

3a3HauyeHi KOpUTYBaHHS iHTepBaly 003 He OyNY MiATBEPIXKEHI B MeXKaxX KITIHIYHUX JOCITiAXKEHb.
MopenoBaHHS Oa€ MigCTaBU IPUIYCTUTH, 110 TPUBAIKUY iHTepBasl o3yBaHHS Bipeamy B TabneTkax,
BKPHUTHX IIJIIBKOBOIO 000JIOHKOIO, HE € ONITUMAaJIbHUM i MOXKe MPU3BECTH [0 HiABUIIEHOI TOKCHYHOCTI
1, MOXKJINBO, HealeKBaTHOl peakiiil. 3 i€l IPUYMHU KIIiHIYHY peakliio Ha JIiKyBaHHS Ta (PYHKIIif0
HUPOK ITOTPiOHO KOHTPOIIOBATH (HUB. po3ain «OcobMUBOCTI 3acToCyBaHH» Ta «PapMaKOKiHETHKA»).

He moxHa maTu peKOMeHfaliii CTOCOBHO AO3yBaHHA AJIS MalliEHTiB, SKMM He 3aCTOCOBYIOTh
remMopianis, 3 KiipeHcoMm < 10 M/xB.

[limu. 3acTOCyBaHHS TeHO(OBIPY OU30MPOKCUITY pyMapaTy He PEKOMEHAYEThCSA AiTAM 3
NopylIeHHAM (YHKIII HUPOK (HuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

ITeuinkoai nopyweHHA. [ MallieHTiB 3 Ie4YiHKOBUMH ITOPYIIEHHSIMH HeMa€e HeoOXimgHOCTi y
KOpUTYBaHHi 10o3u (muB. po3ain «OcobmuBOCTi 3acToCyBaHHSA» Ta «PapMaKOKiHETHKA»).

[Tpu npunuHeHHI npuiioMy Bipeany nauieHTaMu 3 XpOHIYHUM renaTUTOM B, i3 cynyTHIM
inpixyBarHaM BIJI abo 6e3 HbOTO, IOTPIOHO YBAXKHO CIOCTEPIraTy 3a CTAHOM IAIliEHTIB 3 METOI0
BUSIBJIEHHS 03HAK 3arOCTPEHHS renaTuTy (OuB. po3ain «Oco0MMBOCTI 3aCTOCYBaHHS»).

Cnocib 3acTocyBaHHS
TabnmeTku Bipeap crig mpuiimatu oguH pa3 Ha f00y, epopabHo, 3 IXKel0.

fKI10 malieHTy MaloTh TPYAHOINI 3 KOBTaHHSM, TabneTku Bipeay MoXHa MOOpiOHUTY Ta PO3UUHUTHI
npu6nu3Ho B 100 M1 Bogu, aneibCUHOBOTO ab0 BUHOTPAJHOTO COKY Ta Bigpa3y BUIIUTH.

Himu.

Beamneka Ta e(eKTUBHICTh 3aCTOCYBaHHS TEHODOBIPY OU30MPOKCUILY (PyMapaTty miTaAM
1o 12 pokiB Ta Macomw Tina < 35 KT He BCTaHOBJIEHI. [laHi BiiCyTHi.

IlIepedo3yeanHsi.
Cumnmomu

Y pasi nepepno3yBaHHA 3a MalliEHTOM CJIifi CIIOCTePiraTu AJjisd BAUSBIEHHS 03HaK TOKCUYHOCTI (IUB.
po3min «ITo6iuHi peakiiii»), SKI0 He0OXiHO, CIifl 3aCTOCOBYBaTH CTaHAAPTHE MiATPUMYI0de
JIiKyBaHHS.

JIikysaHHA

TeH0}0Bip MOXKe BUJANATHUCS 3a HOIIOMOTOI0 reMofianidy, MefiaHHe 3HaueHHS KJIipeHCy TeHO(DOBipy
ctaHoBUuTh 134 Mn/xB. BuBegeHHS TeHOPOBipYy 3a HOMOMOT0I0 TIEPUTOHEANIBHOTO Aiasi3y He
OOCIiAKYBaIoCs.



ITobiuni peakuii.

Pestome npodinio Gesmeru

BIJI-1 ma 2enamum B. Pifko mOBifoM/IS10Cs PO BUNAgKN HUPKOBUX MOPYIIEHb, HUPKOBO1
HEJOCTATHOCTI Ta HEYaCTi BUMaIKU ITPOKCUMaIbHOI HUPKOBOI TyOyionarii (B TOMY YHCIIi CHHOPOM
daHKOHI), 1110 iHOAI MPU3BOAMIY A0 KiCTKOBUX aHOMaJIil (PiAKO - [0 IIepejIoMiB) y MAIliEHTIB, SKi
IpuiManu TeHo(MOoBipy AU30NpoKCcUy ¢pymapar. [ nauieHTiB, gKi IpuiMaoTh Bipeap,
PEKOMEHIYEThCSI KOHTPOJIb 3@ HUPKOBOIO QyHKIIi€0 (AUB. po3min «OcoOnMMBOCTi 3aCTOCYBaHHS»).

BIJI-1. TloGiuHi peaknii y pa3i nikyBaHHSI TeHO(OBipy Ou30MpPOKCUIy HymMapaToM y IIOETHAHH] 3
iHIMMMY aHTUPETPOBIPYCHUMHU IIperapaTaMy MOXKYTh 04iKyBaTUCS IPUOIM3HO ¥ OfIHi€l TpeTUHU
nauieHTiB. Lle 3a3Buyai gBuIla 3 60Ky MUTYHKOBO-KUIIKOBOT'O TPAKTY Bifl IETKOTO 4O ITOMIPHOTO
CTymeHs TSKKOCTi. [Ipubnu3Ho 1% mopociux MallieHTiB, SKi OTPUMYBaJIHU JTiKyBaHHS TeHOPOBipY
IU30TIPOKCUITYy pyMapaToM, IPUIIMHUIIY JTiIKyBaHHS Yyepe3 sIBUIla 3 00KY IITyHKOBO-KUIIKOBOTO
TPaKTy.

I'enamum B. TTo6iyHi peaknii y pa3i nikyBaHHS TeHO(DOBIpY OAU30MPOKCHUIY hymMapaToM (3mebibIoro
He3HaYHi) MOXKYTb OUiKyBaTUCS y 01u3bK0 25% marrieHTiB. [1ig yac KIiHIYHUX HOCTiAXKEHb 3@ y4acTIO
TallieHTiB, iH(piKOBaHMUX BipycoM remaTuTy B, HaiiuacTimoio mo6ivHOI0 peakilieio Ha TeHO(POBipy
nu3onpokcuny Gymapar Oyna HymoTa (5,4%).

[ToBimOMIIAIOCS IIPO BUIIAAKYU CHJIBHOIO 3arOCTPEHHS IelaTUTy y Ialli€HTiB, IKi OTPUMYBaJIX
Tepariio, a TakKoX Ialli€eHTiB, SKi IPUIMHUIU JIiKyBaHHS renaTuTy B (guB. po3min «Oco0auBOCTI
3aCTOCYBaHHS»).

3BenmeHa TabnuIld MOOIYHUX PeaKllii

Ouinka mo6iyHUX peaklili Ha TeHOGOBIPY AU30MPOKCUITYy pyMapaT 3aCHOBaHA Ha MaHUX 0e3IeKH, 110
Oynu oTpHMaHi B X0[Ii K/TiHIYHUX HOCTiAXKEHb Ta IOCTMAapKETUHTOBOTO aHai3y. Bei mobiuni peaxkirii
BKa3aHO B Tabmui 2.

KniniuHi 0ocaidxcenHs BIJI-1. Orinka nmoOiyHKUX peakIiii 3a JaHUMU KITIHIYHOTO gocmimxenHs BIJI-1
I'PYHTYETBHCS Ha pe3ybTaTax ABOX JOCIIAXKEHb, y MexXax AKUX 653 malieHTy, JKi paHiie
OTPUMYBaJU JIiKyBaHHS, IIPUIManu TeHoPoBipy Au3onpokcuny pymapat (n = 443) abo nmaunedo

(n = 210) y moenHaHHi 3 iIHIIMMY aHTUPETPOBIPYCHUMHU IIpernapaTaMu IPOTAroM 24 TUXKHIB, a TAaKOXK
Ha JaHUX IOMBIMHOTO CJINOro MOPIBHSAJIBPHOTO KOHTPOJILOBAHOI'O HOCIIAKEHHS, B MeXax KOI0

600 mauieHTiB, gKi paHillle He OTPUMYBaH JIiIKyBaHHS, IPUUManu 245 Mr TeHOPOBIPY AU30IIPOKCUILY
(y Burnsagi pymaparty) (n = 299) a6o craBynus (n = 301) y moegHaHHi 3 TaMiBygIHHOM Ta
edasiper3oM npoTtarom 144 TuxKHIB.

KniniyHi 0ocaidoceHHa eenamumy B. OtiHKa mo0iyHUX peakiliil 3a JaHUMHU KJIiHIYHOTO [OCTiIXKEeHHS
remnaTuTy B roJ0BHMM YMHOM I'DYHTYETHCS Ha pe3yJibTaTaX ABOX IMOABIMHUX CHIINUX OPIBHANIBHUX
KOHTPOJIbOBAaHUX OOCIIIXKEHb, y MeXKaxX AKuX 641 mopociuii mallieHT i3 XpOHIYHUM renaTUToOM B Ta
KOMIIEHCOBAHUM 3aXBOPIOBAHHSM IIEYiHKM OTPHUMYBaB 245 Mr TeHODOBipY OU30IPOKCUIY (y BUTITIAAL
dbymapary) moaeHnHo (n = 426) a6o amedoBipy pumiBokcuny 10 Mr mopeHHO (n = 215) mpoTsarom

48 tuxwuiB. [To0iuHi peaxkirii, o crocTepiranucs mpoTarom 384-TUKHEBOr0 6e31epepBHOTO
JiKyBaHHS, BifmoBimanyu npodinio 6e3nexu TeHOPOBipy Au30mpoKculy pymapaty. [Ticiasa mo4yaTkoBOTO
3HUXKeHHs npubnu3Ho Ha 4,9 Mi/xB (3a piBEAHHAM KokpodrTa - T'onta) a6o 3,9 ma/xs/1,73 M° (3a
piBHIHHAM Mopudikaril gieTy mpu 3axBopioBaHHAX HEPOK [MDRD]) nicns nepmux 4 TUXKHIB
JIIKyBaHHS PiBEHB IOPIYHOT0 3HMKEHHS (PYHKI[il HUPOK IOPIBHSAHO 3 BUXiGHUM piBHEM, PO IKe
MIOBIOOMJISINIM Y MAIiEHTIB, SIKi MPOXOOUIH JIiIKyBaHHS TEHO(DOBIPY AU30MPOKCUIY (hyMapaToM,



ctaHoBuB 1,41 MI/XB Ha piK (3a piBHAHHAM KokpodTa - T'onra) i 0,74 Mn/x8/1,73 M” Ha piK (3a
piBsiEHAM MDRD).

ITauieHmu 3 0eKoMNeHCco8aAHUM 3ax80P0BAHHAM neviHKu. [Tpodinb Oe3mexu TeHOPOBipy
OU30MPOKCHUIY yMapary AJis MallieHTiB 3 HeKOMIIEHCOBAaHMM 3aXBOPIOBAaHHSIM IE€YiHKM OILIiHIOBABCS
i Yac IMOABIMHOTO CIIMOr0 aKTUBHO KOHTPOIbOBaHOTO mAocnimxkeHHs (GS-US-174-0108), B Mexkax
SIKOT'0 TOPOCJIi TallieHTH OTPUMYBAJIU JIiKyBaHHS TeHOPOBipy Au30mpokcuiny pymapatom (n = 45) abo
eMTpuniuTabiHOM Ta TEHOGOBIPY AU30MPOKCUIy pyMapaToM (n = 45) abo eHTeKaBipoM (n = 22)
IpPOTATroM 48 THUXKHIB.

Y rpyni npuiomy TeHOQOBIpY AU30IPOKCUITY ¢pyMapaTy 7% MNali€eHTiB IPUNNHUIN JTiKyBaHHS
yepe3d mobiuHi peaktii, a y 9% mallieHTiB crocTepiranocs miaTBepaKeHe MigBUIEHHS
KpeaTuHiHy B cupoBaTil = 0,5 Mr/an abo migTBepaxeHuy piBeHs dhocdaTy B CUPOBATII

< 2 mr/on mo 48 tuxkHsg. CTaTUCTUYHO 3HAYYINOI Pi3HUL MiX IPyIo KOMOIHOBaHOTO
npuiioMy TeHo(hOBipy Ta rpyIoio IpuiioMy eHTeKaBipy He 6yno. Yepe3 168 TuxkHiB y 16% (y
7 i3 45) nalieHTiB rpynu npuiioMy TeHo(OBipy AU30MpoKCcuny ¢pymapaty, y 4% (y 2 i3 45)
TAIliEHTIB TPyNu mpuitoMy eMTpuIuTabiny ta TeHodoBipy musonpokcuny dymaparty iy 14%
(y 3 i3 22) namieHTiB rpynu IpuiioMy eHTeKaBipy CIocTepiranack HenepeHocuMicTh. Y 13%
(y 6 i3 45) namieHTiB rpynu mpuitoMy TeHo(oBipy au3onpokcuiny ¢ymapaty, y 13% (y 6 i3 45)
TAIli€HTIB TPYNU IpUitoMy eMTPUIMTabiHy Ta TeHO(DOBipy AU30MPOKCUIy pymaparty iy 9% (y
2 i3 22) mallieHTiB rpynu IpuiioMy eHTeKaBipy OyIo minTBepaKeHO 30ibIIeHHS
CHPOBaTKOBOT0 KpeaTuHiny = 0,5 Mr/mn abo mifTBepaKeHUM piBeHb pocdaTy B CUPOBATII

< 2 mr/gn.

Ha 168 TuxXHi B LIi# MONYJAIil MaIli€eHTiB 3 eKOMIIEHCOBAaHMM 3aXBOPIOBaHHSAM IEUYiHKH YacToTa
JeTalbHUX BUMaAKiB cTaHOBUAa 13% (y 6 i3 45) B rpymi npuiioMmy TeHO(OBIpY OU30IIPOKCUILY
dbymapaty, 11% (y 5 i3 45) B rpyni npuitomy eMTpuiutabiny Ta TeHOPOBIPY AU30IPOKCUIY PyMapaTy
ta 14% (y 3 i3 22) B rpymi npuiioMy eHTeKaBipy. YacToTa BUHUKHEHHS TelaTOLe 0 IIPHOI
KapuuHoMu cTaHoBuJa 18% (y 8 i3 45) B rpymi npuiioMy TeHo(}OBipy au3onpokcuny dymapary, 7% (y
3 i3 45) B rpymi npuiioMmy eMTpulinTabiny Ta TeHO(DOBipy au3onpokcuny dymapary i 9% (y 2 i3 22) B
Tpymi IpuKioMy eHTeKaBipy.

[ToBimomusinocs 1po Te, 0 Cy6’eKTH 3 BUCOKMM IIOKa3HUKOM 3a Kiacudikaririeto Child-Pugh-Turcotte
Ha [10YaTKOBOMY PiBHi Masu Oifbll BUCOKMI PU3UK PO3BUTKY CEPHO3HUX MOOIYHUX peakliil (OuB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

ITauienmu 3 XxpoHiyHUM 2enamumomM B, peaucmenmHi 0o namigyouHy. HoBux mobiuHUX peakiii oo
TeHO(MOBIPY AU30MPOKCHUIY GhyMapaTy He Oy10 BUSIBIIEHO B PAaHIOMi30BaHOMY MTOABIHHOMY CIIiTIOMY
nocnigxkenHi (GS-US-174-0121), B akomy 280 namieHTiB, pe3UCTEHTHUX [0 JTaMiByAUHY, OTPUMYBaIH
niKyBaHHS TeHOGOBipy Au3onmpokcuny pymaparom (n = 141) abo emTpunuTabiHoM/TeHOPOBIpY
nu3onpokcuny pymaparoM (n = 139) nporsarom 240 TUXKHIB.

[ToGiyHi peakiii 3 mMOTEHIINHUM (IIIOHAMMeEHIIIe MOXKJIMBUM) BiTHOLIEHHSIM 0 JTiKyBaHHS 3a3Ha4eHO
HUXKYe 3a KJlJacaMHU CHCTEM OpraHiB Ta 4acTOTOI0. B Mexkax KOXKHOI IPyNu 3a 4acTOTOI0 HebaxkaHi
SIBUIIAa HaBe[eHi B MOPSAKY 3MeHIIeHHs ceprio3HoCTi. [T06iuHi peakilil 3a 4acTOTOI0 BU3HAYAIOTHCS
SK: gyKe 4acTo (= 1/10), vacto (Big = 1/100 go < 1/10), Hewacto (Big = 1/1000 mo < 1/100) Ta pigko
(Bim = 1/10 000 mo < 1/1000).

Tabmuns 2

3BepeHa Tabnuilsd MOGIYHUX PeaKIlil, OB’ A3aHUX 3 MPUAOMOM TEHO(OBIPY AU30IPOKCHUITY PyMapary,



Ha OCHOBI KJIIHIYHOI'0 DOCIIA2KEHHS Ta IOCTMapPKETUHTOBOTO aHami3y

Kracu cHCTeM OpraHiB Ta 4acToTa [Mo6iuni peaxmnii

[TopyweHHA XapyyBaHHA ma 0OMiHy pevyo8uH

Ily>Xe 4acTo Tinodocoaremis’

HeuacTo Timokamiemist'

Pinko JIakTOaIumo3

[TopyweHHA 3 6OKY Hep8osoi cucmemu

[lyKe 4acTo 3anmamMopo4YeHHS

JacTto ["onmoBHUY 6iNb

ITopyweHHs 3 6OKY mMpasHoi cucmemu

[lyKe 4acTo [iapes, 610BaHHS, HYOOTa

acTo Binb y XKUBOTI, 30yTTS XKUBOTA, METEOPU3M

Heuacto [lankpeaTur

ITopyweHHs 3 60Ky 2enamobiniapHoi cucmemu

JacTto [limBuIlleHNY PiBeHb TPaHCaMiHa3

Pigko P2KupoBa gereHepaltlis Me4iHKy, rernaTuT

ITopyweHHsA 3 6OKY WKipu ma niOwWKipHOi U,ea10AApHOT MKAHUHU

[lyke 4acTo BucunaHHA

Pinmko AHTIOHEBPOTHUYHMM HAOPSIK

[TopyweHHs 3 60Ky M’ A3080-CKe1lemHoI cucmeMu ma cnoay4Hoi MKaHUHU

HeuacTo Pa6momiomis', M’s130Ba cabKicTh'

Pinko OcTteomarnsnis (MposIBIAETHCS K OiNib y KicTKax Ta
HeuyacTo € OJHI€I0 3 IPUYKH NepeoMi)” *, mionaris'

ITopyweHHA 3 60Ky ceuosudinbHOI cucmemu

Heuacto [TigBUIleHUM KpeaTuHiH, IPOKCUMaibHa HUPKOBa
TyOymonaris (y Tomy uucyi cuaapoM ®aHKOHI)

Pinko ['ocTpa HUPKOBa HEOOCTATHICTh, HUPKOBA
HEOOCTaTHICTh, TOCTPUM TYOYISIPHUN HEKPO3, HEDPUT
(y TOMy YKCIIi TOCTpHi iHTepcTuIlianbauil Hedput)?,
HepOreHHNI HEIYKPOBUY fiabeT

CucmemHi nopyweHHs ma NopyweHHsA, no8’s13aHi 3i cnocoboM 3acmocyB8aHH s

[lye 4acTto ACTeHis

HacTo Broma

'Tlo6iuHa peakIis MOXKe BUHAKHYTH K HaCNIiJOK IPOKCHMAaIbHOI HUPKOBOI TyOynomatii. He
BBaXKa€ThCS, 1110 BOHA IPUYMHHO NI0B’s13aHa 3 TeHO(POBiIpYy AM30IPOKCUIY (hyMapaToM 3a BifCyTHOCTI
I[bOTO 3aXBOPIOBaHHS.

*Tlo6iuna peaxtiist Oysa BCTaHOB/IEHA IIiJl YaCc IIOCTMAaPKETHHTOBOTO [OCIIIIXKEHHSI, ale He
criocTepirasnacs Iig yac paHI0Mi30BaHUX KOHTPOIbOBAHUX HOCIIIXKEHb a00 MPorpaMu PO3IIMPEHOT0
mocTymy fo TeHodoBipy gusonpokcuny ¢pymapaty. Kateropisa gactotu Oyna BCTaHOB/IEHA 3i
CTAaTHCTUYHUX PO3PaXyHKIB Ha OCHOBI 3arajbHOI KiJIbKOCTI MAIliEHTIB, SIKi MpuiiManu TeHO(pOBipy
OU30MPOKCHUIY pyMapaTr y MexkaX pPaHIOMi30BaHUX KOHTPOJIbOBAHUX OOCIiI2KEHb Ta IIPOrpaMu
po3mupeHoro goctyny (n = 7319).

Omnwuc oKpeMux MoOiYHUX peakilin

BIJI-1 ma eenamum B.



Hupkosa Hedocmamticmb. OckinbKu Tpenapart Bipeay MoxKe MPU3BECTH [0 MOPYIIeHHS PoO0TH
HUPOK, PEKOMEHIYETHCS KOHTPOJIIb 3a QYHKITiEI0 HUPOK (AUB. po3minu «OcoOMuBOCTI
3aCToCyBaHHS» Ta «Pe3toMe mpodinio 6e3meku»). [[pokcuManbHa HUPKOBA TYOYIOMATIs 3araaoM
Oyna BusikyBaHa ab0 criocTepiranaocs MOMNIIeHHS Mic/Is NPUNUHEHHS IPUUoMY TeHO(OBipy
IU30IpoKCcuy dymapary. [IpoTe y HesKUX MAI[i€HTIB IPOIeC 3HUKEHHS K/ITpeHCy KpeaTuHIiHy
MIOBHICTIO HE IPUIIMHUBCS, He3BaXKalo4yX Ha BiIMiHY 3aCTOCYBaHHS TEHO(DOBIPY AU3O0MPOKCUITY
dbymapary. I[lalieHTH 3 pU3UKOM MOPYIIEHHS (PYHKIiI HUPOK (HalpuKIag Mali€eHTH 3 BUXiTHUMHI
dbakKTopaMu pU3UKy HUPKOBUX ITOPYIIEHD, NALliEHTH 3 TporpecyiouuM BlJI-3axBopioBaHHAM ab0
NallieHTH, SIKi OTPUMYIOTE CYIIyTHE JIiIKyBaHHSA HEQPOTOKCHYHOCTI) MalOTh IMiABUIIEHUN PU3UK
HETIOBHOT'O BifHOBJIEHHS (YHKIIil HUPOK, He3BaXKal04yy Ha MPUINHEHHS IPUIOMY TeHOPOBipy
OU30IPOKCHUITY hyMapary (Ous. po3min «OcoOIMBOCTI 3aCTOCYBAHHS »).

JlakTOaumo3

[ToBimoMmsn0Cs PO BUMAKY JTAKTOAIMAO3Y B Pa3i 3aCTOCyBaHHSA TEHO(DOBIpY
OU30MPOKCUITY K MOHOTeparil abo B KoM0OiHallil 3 iHIIHMY aHTUPETPOBIPYCHUMHU
npemnapaTtamu. [lallieHTH 31 COPpUSATINBUMHU (PaKTOpaMH, a cCaMe Malli€HTH 3
IEKOMITIeHCOBaHMM 3aXBOPIOBAaHHSAM IeUiHKM ab0 MallieHTH, SKi OQHOYACHO MPUMMAaIOTh iHIIi
IperapaTy, 10 BUKJIMKAKOTh JIaKTOAlU03, MAlOTh [MiIBUILIEHUY PU3UK BUHUKHEHHS TSAXKKOTO
JTaKTOALMA03Y i Yac JIiKyBaHHS TEHO(OBIPY AU30MPOKCHUIIOM, iHOMI 3 JIeTaTbHUM
HaCJIigKOM.

BIJI-1.

MemaboniyHi gioxuseHHsA. Maca Tina Ta piBeHb JIMiAiB Ta ITIOKO3X B KPOBI MOXKYThH 3POCTATH IIPU
aHTUPETPOBipyCHil Tepamil (quB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

CuHOpom iMmyHHOI peakmusauii. Y BIJI-iHpiKOBaHUX MAIiEHTIB 3 TAKKOI0 IMyHHOIO HEIOCTATHICTIO Ha
yac BBeIeHHS KoMOiHOBaHOI aHTUpPeTpoBipycHoi Teparii (KAPT) Moxke BUHUKHYTH 3allajibHa Peakilis
Ha aCMMIITOMAaTU4Hi a00 3a/IMIIKOBI ONIOPTYHICTHYHI ITaTOTeHH. TaK0XK IIOBIJOMIISAIOCS TIPO
ayToiMyHHi 3aXBOpIOBaHHS (Taki K xBopoba ['peliBca abo ayTOIMyHHUM TeNaTUT); OTHAK
3apEECTPOBAHUY Yac 0 BUHUKHEHHS XBOPoOU myzKe BapiroBaBC i ITi SBHINA MOXKYTb CIIOCTEPiraTUCs
yepe3 6araTo MicsIIiB Mic/sg MOYATKY JIiKyBaHHS (OUB. po3min «OcoOGIMBOCTI 3aCTOCYBAHHS »).

OcmeoHekpo3. Bunagku 0CTEOHEKPO3y CIIOCTePIranucs y NallieHTiB i3 3arajJbHOBU3HAYEHUMU
dbakTopaMu pU3UKY, po3BuHeHUM BlJI-3axBopioBaHHsSM a0o TpuBanuM BiauBoM KAPT. YacToTta
BUHUKHEHHS 3a3HAUYEHOTO0 SBUIllA HeBimoMa (IuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

I'enamum B.

3azocmpeHHA 2enamumy NnpomsA20M AiKy8aHHA. B MexXKax JOCHigXKeHb 3a y4acCTHO Malli€HTIB, gKi
paHillle He TpUUMaK HYKJIeo3uay, migBuieHHs piBHg AJIT npoTsarom nikyBauHs 10 10 pasis abo
Oinbire Bim BMH (BepxHs Mexa HOPMH) i o 2 pa3iB abo GinbIie Bifl MOYaTKOBOTO PiBHS
crioctepiranocs y 2,6% malfieHTiB, SKi OTpUMYyBau JiKyBaHHS T€HO(DOBIPY OU30MPOKCUITY
dbymapaTtom. [TigBuiierHs piBHS AJIT Maso cepenHil Yac MposiBy 8 THKHIB, KOPETyBaI0Csl TPUBAIUM
nikyBaHHAM. Y GinbinocTi BunapkiB Taki migsuinenus AJIT moB’sisyBanucs 3 = 2 log,, KOmii/Mi
3MeHIIeHHSIM BipyCHOTO HaBaHTaXKeHHS, 110 IepeayBao abo 30iramocs 3 migBuineHHsIM AJIT.
[TpoTsAroM NiKyBaHHS PEKOMEHOYETHCS KOHTPOJIb 3a GYHKITIE€I0 MedinKu (OuB. po3Min «Ocob0auBOCTi
3aCTOCYBaHHS»).

3azocmpeHHA eenamumy nicAsA NPUNUHEHHA AiKy8aHHA. I1ic/s IpUNUHEHHS Teparil renatuty By



IallieHTiB, iH(piKOBaHMX BipyCcOM remnaTuTy B, BUHKWKaNU KiIiHiYHi Ta 1ab60paTOpHi 03HAKH
3aroCTPeHHs remnaTuTy (OuB. Po3ain «Oco0MMBOCTi 3aCTOCYBAHHS»).

3aCTOCYBaHHA OiTAM
BIJI-1.

[ToGiuHi peakilii OIliHIOBaIX B OMHOMY PaHIOMi30BaHOMY HOCIifKeHH] (qocnimxenHs GS-
US-104-0321) 3a yuyacTio 87 BIJI-1-in(dikoBaHUX Malli€HTiB-miTe# (BikoM Big 12 mo < 18 pokiB),
SIKi OTPpUMYBaJIU JTiKyBaHHS T€HO(POBipy AU30IPOKCUITy pyMapaToM (n = 45) abo mnauebo (n = 42) y
kKoMOiHalii 3 iHIIUMYU aHTUPETPOBIPYCHUMM TIperapaTaMu MpoTsaroM 48 TUXKHIB (AUB. po3min
«PapmakonuHamika»). [To6iuHi peakirii, 0 crocTepiranucs y mamieHTiB BikoM Big 12 mo < 18 pokis,
SIKi OTPUMYBAaJIU JIiIKyBaHHS TeHO(OBIPYy AU30IPOKCHUILY (PyMapaToM, BiANOBifaIl TaKUM Y JOPOCIINX
i Yac KJIHIYHUX JOCTigXKeHb 3aCTOCyBaHHSA TeHO(OBIpPY AN30NPOKCHUILY PyMaparty (IUB. PO3Iin
«3BeneHa Tabnus MobiYHUX peakii» i «@apMakomrHAMIKa»).

Y BlJI-1-in(ikoBaHUX miTeit B Z-MOKA3HUKK MiHepabHOI IIinbHOCTI KicTok (MIIK), ski
CIoCTepiranucs npu npuioMi TeHohoBipy OU30MPOKCUIy dbyMapaty, OyIu HUKYUMU, HiXK IPU
3aCTOCyBaHHi mare6o.

Y mocnigxenHi GS-US-104-0352 8 3 89 namnienTis gutsdoro Biky (9,0 %), fKi oTpuMyBanu
JIiKyBaHHS TeHO(OBIPY OU30IPOKCHUILY (pyMapaToM (B cepeguboMy 331 TUXKOEHD),
IPUNUHUIIY IPUMOM JOCTiAKYBaHOTO IIpenapaTy yepes 1modiuHi epekTu 3 60Ky HUPOK. [1'ATh
narieHTi (5,6 %) Manu mabopaToOpPHi pe3yabTaTH, SKi KITIHIYHO BifOBimaIy IPOKCUMaIbHIN
HUPKOBiY TyOynomnarii, 4 3 SKUX MIPUNMHUIIN Tepalliio TeHO(OBipy AU30MPOKCUITY
dbymapaTtom. OuiHeHi 3HaYeHHS MIBUOKOCTI K1Ty6oukoBol ¢inbrpatii (IIIK®) y ceMu malieHTiB
cragoBunu Bifg 70 go 90 mn/xs/1,73 M°. 3 HUX Y TPHOX MAIiEHTIB CIOCTEPIranocs KIiHiyHo
3Hauylle 3HMKeHHS olfiHeHol [IIK®, sike mMOKpaIUIoCs Micis IPUIUHEHHS IPUNOMY
niKapchKOro 3aco0y.

XpoHivuHuti 2enamum B.

[ToGiyHi peaxiiii oliHIOBaIX B OMHOMY PaHIOMi30BaHOMY HOCTimXKeHH] (DOCITimKeHHS
GS-US-174-0115) 3a yyacTtio 106 namiesTiB-fmiTel BikoM Bif 12 1o < 18 poKiB 3 XpOHIYHUM
rernaTuToM B, gKi oTpuMyBaiu NiKyBaHHS TeHOQOBIpY AU30IPOKCHIOM 245 Mr (y BUrIsaai pymapary)
(n = 52) abo mnare6o (n = 54) TpoTsAroM 72 TUXKHIB, Ta B paHOOMi30BAHOMY HOCIiIXKEHHI
(mocmimxkenus GS-US-174-0144) 3a yyacTio 89 maifi€eHTiB BikoM Biff 2 10 < 12 pOKiB i3 XpoHiYHUM
rernatutoM B, ski orpuMyBanu TeHodoBipy qusomnpokcun (n = 60) abo mmanebo (n = 29) mpoTsirom 48
tuxHiB. [T00iYHI peaxkiiii, 110 cocTepiranucs y MallieHTiB AUTAYOTO0 BiKy, SKi OTpUMYBau
JIiKyBaHHS TeHO(DOBIPY OU30MPOKCUIY (pyMapaTOM, BiATIOBiganmy TaKuM y JOPOCIHNX V XOAi
KJIIHIYHUX JOCTIIXKEeHb 3aCTOCYBaHHS TEHO(POBIPY AU30MPOKCUIY ¢pyMaparty (OuB. pO3Tin
«3BeneHa TabmuIs MoOiYHUX peakIii» i «dapMakoguHaMiKa»).

3unxkenHs: MIIK cnocrepiranocs y HBV-indikoBanux mitei BikoM Bifg 12 1o < 18 pokiB. Z-moKa3HUK
MIIIK, mo criocTepiraBcs y Malli€HTIB, AKi OTPUMYBaIH JIiKyBaHHS TeHO(OBIPY AU30IPOKCUITY
bymapaToM, BifmoBifaB TaKOMY y HAIi€HTIB, sKi 0TpuMyBanu miame6o (quB. po3minu «OcobmuBoCTi
3acToCyBaHHA»» Ta «®apMaKoAuHaMiKa»).

[H11i 0COGIMBI TPYIY MAIIEHTIB

ITauieHmu aimHb020 8iKy. [loCIifXKeHHs [il TeHO(GOBIPY AU30NPOKCUITY (yMapaTy Ha MaIliEHTiB BIKOM



noHaz 65 POKiB He TPOBOAMIOCE. [1allieHTH MITHHOTO BiKy OilbII CXUJIbHI MaTH 3HUXKEHY HUPKOBY
GyHKII0, TOMY Iiff 4ac JiKyBaHHS TEHO(POBiIpy AU30IPOKCUITY (PyMapaToM Liel MOMyIAIil CIif
NOTpUMYyBaTHUCS 00epPeKHOCTI (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

ITauieHmu 3 Hupkosoiw Hedocmamuicmio. OCKinbKY TeHOGOBIPY AU30MPOKCUTTY hyMapaT MOXKe
IIPHU3BECTH 10 HE(POTOKCUYHOCTI, pPEKOMEHOYETHCS KOHTPOJIIOBATH HUPKOBY (PYHKIIiI0 BCiX JOPOCTIUX
IIallieHTiB 3 HUPKOBOIO HEOCTATHICTIO, AKi mpuiitMaioTh Bipeas (muB. po3ninu «Crocib 3acTocyBaHHS
Ta go3u», «OcobmuBOCTI 3acTocyBaHHSA» Ta «®apMaKoKiHeTHKa»). He peKOMeHAyEThCS 3aCTOCyBaHHS
TEeHO(OBIPY IU30MPOKCUITY hyMapaTy HiTSM 3 IOPYLIIeHHSIM GYHKIlI HUPOK (muB. po3minu «Crocio
3aCTOCYBaHHS Ta mo3u» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).

Y pasi BUHUKHEHHS MOOIYHNX peakllii 3BePHITHCSA [0 JTiKaps.

[ToBimoMIeHHS PO Migo3py Ha mo6ivyHi peakirii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
ITe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAaM, a TaK0X IallieHTaMm abo ixHiM
3aKOHHUM ITpeICTaBHUKAM CJIifl TIOBiIOMIISITHA ITPO BUMIAMKH IiI03PIOBAaHUX MOOIYHUX PeakKIlii Ta
BimCyTHOCTI epeKTHUBHOCTI TiKapchKoro 3aco0y mo [epxKaBHOTO eKCrepTHOro neHTpy MO3 Ykpainu
3a mocunmaHHAM: https://aisf.dec.gov.ua.

Akio Y BaC BUHHUKIIN 3allUTaHHA ITIOO0 0e3meyHoCTi IIpemapary, SBepHinCﬂ OO IIpeaCTaBHUKA
3asiBHUKA:

[TpexpctaBauMIITBO KoMnaHil Delta Medical Promotions AG

08132, Ykpaina, KuiBcbka 0071aCTh,

KueBo-CBATOMMHCEKUY palioH, M. BulitHese, Bys1. YopHOBOIA, 43.
Ten.: 044 593 33 55

®dakc: 044 593 33 54

Anpeca en. nowrtu: DrugSafety@deltaswiss.eu

TepMiH mpumaTHOCTI. 5 POKiB.

YMmoBH 30epirannsi. 30epiratu npu TeMepatypi He Buile 30 °C. 36epiraT y HeIOCTYITHOMY [JIs
OiTey Micrii.

VnakoBka. [To 30 Ta6neTok y mosieTuneHoBUX (haKoHax 3 KPUIIKOK 3 QYHKIIIE 3aXUCTY Bifll

mitedi. ITo 1 prmakoHy B KApTOHHI#M KOPOOIIi.


http://www.multitran.ru/c/m.exe?t=4600269_2_1
http://www.multitran.ru/c/m.exe?t=4600269_2_1

Kareropis Bigmycky. 3a peLentom.

BupoOHHUK.

I'ineanm Caniencus Anenenpn FOC / Gilead Sciences Ireland UC.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaIXKeHHS HOro Tis/IbHOCTI.
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