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INEPEJIIK YMOBHUX ITIO3HAYEHbD

I'lIK — renarouentonspHa KapuuHOMa

IBI' — indekIiis Bipycy renaTuty

HIIJI3 — HectepoinHi mpoTU3anaibHi JKapChKi 3ac00u
MIIJI3 — npsiMi TPOTUBIPYCHI JIKAPChKi 3ac00U
IITI' - naparupeoinHui TOPMOH

TE — tpan3uropna enacrorpadis

XI'B — xpoHiunuii renatut B

CaSR — kanbIii-4yTIIMBUH pEeLIENTOP

ETV — enrekanip

FTC — emTpuiutabin

HBYV - Bipyc renaruty B

TAF — tenodoBipy anadenamiz

TDF — tenodoBipy auzonpokcuity ¢pymapar
TFV — trenodosip



BCTYII

AKTYaJIbHICTh TEMHU: HE TUBIISTYNCh HA MacOBE BIPOBAHKCHHS BaKIIMHAIIIT
npotu renatuty B (HBV), BiH 3anumiaerbest mio0anbHO0 mpoliieMoro B cdepi
OXOPOHHM 3JI0POB’Sl Uepe3 CBOIO MommupeHicTh. [Ipu TpuBanomy nepediry iHpekii
renatuty B (II'B) MoxuBi sBuIa MeTariasii remnarouuTiB, 10, B CBOIO Yepry,
MO€ BUKJIMKATH TakKl HEOE3MeuHi cTaHu K (PiOpo3 MeUiHKU Ta TenaToIeToIsIpHa
KapiuHOMa. Tako, B 3B 513Ky 3 PO3IMOBCIODKEHICTIO IMyHO3aIMaabHOI MaTOJIOTI1,
ocobimuBo micna mepebiry COVID-19, BuHHMKae HEOOXIIHICTh IPU3HAYCHHS
JIKApChKUX 3aco0IB IPYIM HECTEPOiHUX MPOTU3AMAIBHUX JIKAPCHKUX 3ac001B
(HIUI3) mamieHtaM, mo npuiMaroTh MPOTHBIPYCHI 3acodu mpsimoi aii (ITITJI3).
CrangapTom i npoUIaKTUKY Ta JIIKyBaHHS renatuty B € mpenapatu TeHooBipy
Ta eHTekaBipy. OJIHOYAaCHE 3aCTOCyBaHHS NPOTUBIPYCHUX TeHODOBIpY  Ta
entekaBipy 3 rpynoro HIIJI3 Ha nanuii yac € MajOBHBYEHOIO TEMOIO, a TOMY
noTpedye J0AaTKOBOTO KI1HIKO-()apMaKOoJIOTIYHOTO aHaTi3y.

MeTta aocCJiKeHHSI: BH3HAUEHHS MOTEHIIMHO HEOE3NEUHMUX B3a€MOIIM
MPOTUBIPYCHUX MpernapaTiB TeHO(OBiIpy abo eHTEeKaBipy 13 JIKAPCHKUMH 3aC00aMHU
rpynu HIUUI3 npu nikyBanHi xpoHiyHoro remaruty B (XI'B). Busnauenns
0€3MeYHOro MiIX01y MPHY MPU3HAYCHH] MPOTU3ANAIBbHOI Teparlii Ha (GOHI1 JIIKyBaHHS
XI'B.

3aBaaHHA TOCJIIKEHHS

1. Busnauntin  KITiHIKO-()apMakoJIOTiYHI ~ OCOOJMBOCTI  CyMICHOTO
npu3HayeHHs1 TeHOPoBipy abo enrekanipy 13 HITJI3.

2. BceranoBuTH TOTEHIITHO HeOe3neyHi B3aeMOJAIl MPU 3aCTOCYBAaHHI
npsmux npotusipycHux JI3 nis Bipycemiminarii HBV i3 HITJI3.

3. [IpoananizyBatu yactoty npuszHadenb HILJI3 pazom i3 TeHOdOBIpOM
Ta eHTeKaBipoM npu JikyBanHi XI'B, siki mpusBenu 10 HeHPOTOKCUIHHUX MOOTIHUX
PeaKITi.

4. 3anponoHyBath Oe3rneyHy ¢papMaKoTEpaneBTUYHY TAKTUKY CYMICHOIO

npu3HauYeHHs TeHO(OBIpy Ta eHTekaBipy pasom i3 HITJI3.
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Ipeamer nocaimkenns: 3acrocyBanns komOiHaii [1T1JI3 3 HITJI3 y xBopux
Ha XI'B, BUHUKHEHHS HECITPUATIUBUX MTOOTYHUX PEAKITIH.

O0’eKkT HocaigkeHHsI: TPOTUBIPYCHI Mpenapatu npsiMoi Aii TeHo(dOoBIp Ta
€HTEeKaBIp, HECTEPOIAH1 MPOTU3AMAIIbHI JIIKAPCHKI 3aCO0HU.

Metoau pgociigkeHHss. Y poOOTI BUKOpUCTaHI 010110CeMaHTUYHUM,
aHAITUYHUNA Ta CTATUCTUYHI METOIH.

HaykoBa noBusHa: [lpusnauenns Tenodosipy ausomnpoxcun dymapary
(TDF), mpsmoro mnpOTHUBIPYCHOTO JIKapchKOro 3aco0y mans JikyBanHs XI'B
onHovacHo 13 HITJI3 npu3BoAUTH 10 PO3BUTKY HEPPOTOKCUYHUX MTOOTYHUX €(PEKTIB
13 MIKpoanbOyMIHYpi€t0, HUIIHAPYpi€to, npoTeinypieto B 14,3% cnocrepexens. B
JaHIA KIIHIYHIA CcUTyalli JOUUIbHMM € mpu3HaueHHd EnrtekaBipy (ETV), sx
mpenapary 3 BUINOBIIHUM TNPOTUBIPYCHUM €(dEeKTOM, Ta SKUH HE Mae
HeCIpUATINBUX B3aeMoii 13 HITJI3.

Amnpobanisi pe3yJbTaTiB A0CHiIkeHHsi: Marepiaim TOCTDKEHHS Oyiu
npeacTaBieHi Ha HaykoBux KoH(pepenmisix: — XII Bceykpaincbka HayKoBO-
MpaKkTUYHA KOH(EPEHIls 3a YYacTi0 MIKHAPOJHUX CIEHIANICTIB 3 KIIHIYHOT
dapmakonorii «KmiHiuHa (apMakosorisi ChOTOJEHHS: NUISXH  MaKCUMaJbHOI
JIOIOMOTH  JIIKapChKiil  cremianbHOCTI» (9-10 muctomana 2023 poky, BinHuiis)
(tema pomoBiml Ta Te3u: «KiiHiKo-hapMakoJIOridyHi OCOOJHUBOCTI B3aeMOIT
TeHO(OBIPY Ta EHTEKaBIpy 3 HECTEPOITHUMU MPOTU3ANATBHUMH JIIKAPCHKUMU
3acobammu»); HaykoBo-npaktuuHa koHpepenuis «KiiHiyHa (apmakosoris Ta
(dapmaneBTUyHa ormika: cydacHl TpeHan» (12 rpyaus 2023, KuiB) (Tema nonosifi:
«KiHiko-papMakoIoTiyHl 0COOIMBOCTI B3aeMOIl TEHOMOBIPY Ta C€HTEKaBipy 3
HECTEPOiTHUMHU TTPOTU3ANATBHIMHU JIIKApChKUMU 3aco0amm»); HaykoBo-mpakTrdHa
KoH(epeHIlis 3 M>KHAPOIHOIO YYacTIO, IPUCBAUEHA 25-piudio (hapMareBTHIHOTO
bakynpTeTy «®DapMainieBTUYHA OCBITA, HayKa Ta MPaKTUKA: CTaH, MpoOieMwu,
MEPCTIEKTUBH PO3BUTKY», MPUCBSYCHA 25-piuydro (hapMaireBTUUHOTO (PaKyJIbTeTy
HanionansHoro Meauunoro yHiBepcurety iMeHi O.O. boromonsus (19-20 rpynus
2023 poky, KuiB) (Tema momoBifi: «AHami3 HePPOTOKCUUHMX MOOIYHUX peaKilii
PSIMOTO MPOTUBIPYCHOTO JIIKAPCHKOTO 3aC00Y MpH JIIKYBAHHI1 XpOHIYHOTO TeMATUTY

B Ha doni mpotuzananbHoi papmakoTeparii»).



7

CtpykTrypa po00OTH: 3arajibHa KiJbKICTh CTOPIHOK POOOTH 73 CTOPIHKH.
Mictute B cobOi Tpu posaum: Orisg JjitepaTypu, Matepiaim Ta METOIU
JTOCIIJKEHHST Ta Pe3ynmbTaTu BIacHUX JOCHIDKeHb. Mae TpW JIOJATKH.

Buxopucrtano 61 mxeperno mgiteparypu.



PO3A1J 1. OI'JIAd JITEPATYPU

1.1. Temartur B: etioJjiorisi, iarHOCTHKA, JIIKYBAHHS
Indexnis Bipycy rematutry (IBI') — me wacta npuynHa XpOHIYHUX
3aXBOPIOBaHb TEYIHKH Y BCbOMY CBITI, TOMY € TJI00aapHOIO TpobiemMoro B chepi
310poB’s ocKiIbKH IBI" € 0CHOBHOIO MPUUMHOIO PO3BUTKY PaKy MEUIHKHU Ta TOCTPOI,
BaXKKOi meuiHkoBoi HepocTaTtHOCTI (PucyHnok 1.1). Po3noBcromkeHi NpoOTUBIPYCHI
JiKapchKi 3aco0u iHTep(EpOH 1 HYKIICO3H IHI MpenapaT 4acTO BUKOPUCTOBYIOTHCS
npu JikyBaHH1 xpoHiuyHoro rematuty B (XI'B). Ilpore, mi mikapcbki 3acobu €

Oinpie Mpo(iaKTUYHUMH, aHIDK JKyBaJbHUMH, TaK SK HE B3a€EMOMIIOTH 3

kibrieBoro JIHK, mo 3Haxonuthes B siapi renatonutis|1].

Pucynok 1.1. CxemaruuHe BiIOOpa)kK€HHS MICIIE3HAXO/KEHHS BIpYyCY
rnatuty B [https://www.1mg.com/articles/hepatitis-b-causes-symptoms-and-
prevention]

Brnepiie Bipyc rematuty B OyB BusiBieHul 1 onucanuii B 1965 poiri aBoma
HE3aJIeKHUMHU TpynaMu jaociigHukiB. KepiBHukamu nepuioi Oynu gokrop bapyx

BbrymGepr Ta nokrop Peitmonn JIBimxk, a iHImoi — qoktop Yonrep bemnoy 1 I'enpi
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®deiiniul. JlocmimKkeHHs] TPOBOAMIOCS Ha OCHOBI CIIOCTEPEKEHHS 3a PO3BHUTKOM
AQHTUTLI JI0 JIIONPOTEIHIB HU3BKOI IIUIBHOCTI Yy MAIlI€HTIB, IO OTPUMYBAIH
OaraTtopa3oBi TepenuBaHHS KpoBi. J[7s BHSIBICHHS OaHWX AaHTUTLI, 3a3BAYAi
BUKOPHUCTOBYBau crerudiuni 6apBuuku, Taki sk Cynan I. Ilig yac ueprooro
TECTyBaHHs, TPyHaMu BYECHUX OyJIO BIAMIYEHO, IO JESAKI aHTUTLIA IPAKTUIHO HE
HaOynu 3a0apBJeHHS, ajie KOJIp CTa€ TEMHIMIMM SKIIO BUKOPWUCTATH 3arajibHUi
bapOyrounii TPOTHOUIKOBUM KOMIIOHEHT — a3zokapMiH. Ilicis psay TecTyBaHb
aHTUIeH He 11eHTU(IKYBaBCs SIK BITOMHI 1, TaK K OyB BUABIICHUH 13 CUPOBATKH
KpPOBI aBCTPANIIMCHKOTO adopUreHa, oMy HaJlall YMOBHY Ha3BY «aBCTPaJIACHKUI
aHTUTECH» [2].

Bipyc renatuty B (HBV) — Bignocutscs no JIHK — BipyciB, ciMmeiicTBa
Hepadnaviridae, 1m0 BpaxaioTh Te€NaTOLUTH, TOJOBHI KJIITUHU TECUIHKH.
InkyOGaniitHuit nepion 3aiimae Bix 28 no 180 nHiB, 1 OUIBIIICTh BUMAKIB 1H(EKIIIT
MPOSIBISIIOTECA YKe B riepio1 Big 60 1o 110 nuiB [IpoTsirom nporo nepioay narieHTH
HE BUSBJISIOTH CUMIITOMIB 1, 3a3BUYaii, HE 3HAIOTh, 110 KOHTAKTYBAJIHX 3 BIPyCcOM
renatuty B, 1110 Moke 301IbIIyBaTH PU3HK Tepeadl Bipycy.

OcHoBHUI KaHAJ TIEpeayl — BEpTUKAIbHA Mepeaava (B MaTepi 10 JUTHHH )
Ta TOPU3OHTAJIbHA Tiepeaaya (BiJ JUTUHU A0 AUTUHU). AJie HEe MOTPiOHO 3a0yBaTH
TakoXk, 1o nepenaya HBV BinOyBaeTbes yepes3 BUALIEHHS OpraHi3My Ta KpOB, TOMY
HEJIOCTaTHS  CTEpHWIi3allii MEAWYHUX 1HCTPYMEHTIB 3  MOJAJBIINM  iX
BUKOPUCTAHHSAM TaKOXX € PO3MOBCIOPKCHUM KaHaJIOM T[iepenadl BIPyCy, IO
JIOTIOBHIOE JTAaHWM CIIMUCOK TaKOK TJIOOATHHOIO MPOOJEMOI0 SIK BXKMBaHHSA
HApPKOTUYHUX pedoBUH. OKpIM IHOTO, 1€ OJHUM METOJOM Iepeaadi BIPyCy
3aJIMIIAI0THCS YacTl HEPO301pIUBI CTaTE€B1 KOHTAKTH [3].

IBI" moxe TpuBatu 0 6 MICSIIIB — TPAH3UTOPHUI a00 TOCTpHil rematut B; B
IHIIOMY K BUIAJKy, BOHA TPUBA€E BiA 6 MicALIB 1 Ouble, HAOyBalOYu CTaTyCy
xpoHiuHuii renatut B (XI'B) [4]. Bik xBoporo Takox BIUTMBA€E Ha nepeodir iH(eKIi.
Ha pannix cragisx iHpiKyBaHHS crnenu@iydi CUMITOMH BiJICYTHI. 3a3BHUYai,
renatuT B cynpoBOKy€eThCS TAKUMHU CUMIITOMAaMH, SIK JIMXOMaHKa, O11b Y KUBOTI,

BTOMA, TEMHA Ce4a, BTpaTa aneTUTy, KOBTSIHUIIS, 001 B Cyrio0ax.
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Bipc renatuty B (HBV) — saBmse coboro manuit ¢pparment JHK, sxuii
YaCTKOBO CKJIQIA€ThCA 3 JIBOX JIAHIIIOTIB 1 YTBOPIOE KOJIO, MICTUTh YOTUPH BIIKPUTI
paMKH 3UATYBaHHSA, SIKi KonytoTh ciM OutkiB. Cepen Hux HBeAg (anturen HBV),
HBcAg (BipycHuit kancuanuii  Oinokx), HBV  Pol/RT (momimepasa),
PreS1/PreS2/HBsAg (Benuka, cepemHs 1 Majia TIIKOTPOTEiHOBI 000710HKH) 1 HBx
(perymisTop TpaHCKPHITLIIT).

Bipyc notparuisie B renaToUTH, HyKJICOKAICU/ B siAP1 BUBLIbHSIE TEHOMY, KA
NIEPETBOPIOETHCS HA KOBaIEHTHY 3aMKHYTY KiblieBy JIHK (cccDNA), sika oTouena
ricronamu. Lle Bce iy uTh 111abI0HOM JijIsl TPAHCKPHUIIILIT BC1X BIpYCHUX I'€HIB, SIKI
KOJYIOTh Pi3H1 BipycCHI1 OUJIKH [5].

HiarnocTuka. He nuBnsuuch Ha Te, 110 B CBITI BXKE€ € JOCUTHh €(PEKTUBHI
BaKI[MHU Ta METOJM JIIKYBaHHS renaTuTy B, BiH BCe 1€ 3aJIMIIAETHCS OJHIEIO 13
TOJIOBHUX MpoOJIeM [JIsi 37I0pPOB’Sl JIIOAMHU B YCbOMY CBITI. 3a iH(opmaili€ro
BcecBiTHRO1 opranizanii oxoponu 31m0poB’ss (BOO3) mopiuHO BigOyBaeThCs
om3pko 880 000 cmepreit BHacminok iHdikyBanHs HBV Ta BukimkaHux HUM
nMpo3oM Ta (pidpo3om nediHku [6].

VY 3B’s3Ky 3 riobamizaiiero 3aXBOPIOBaHHS HA rematuT B, CMCOK METOiB
HOro JIIarHOCTUKHU JJOCUThH PI3HOMAHITHHM, 1110 J1a€ MOKJIUBICTh TOYHO BCTAHOBUTH
niarHo3. Croau BXOAUTH SIK 3arajlbHOBUKOPUCTOBYBaHI METOAM J1arHOCTUKU
(amamHe3 Ta (izwyHUE orsia) Tak 1 crenudiuHi Meroaw aHamizy (Giomcis,
CepoJIoTiyHi TecTH, TpaH3zuTopHa enacrorpadis (TE) opraniB uepeBHOT HOPOKHUHH
1T.).

Hepatitis B Foundation (HBF) B cBoix pexkoMeHmalisx Hajgae mepeBary
CKPUHIHTY 3 BHUKOPUCTaHHSM TMOTPIHHUX CEpOJOriyHUX MapkepiB. Bonu
BKJIIOUYAIOTh B cebe:

- HBsAg (nmoBepxHeBuil aHTUreH rematury B) — me Oulok, Mo
3HaXOAUThCS Ha OOOJNOHLI Bipycy iH(ekuli, BimoMoro sk BipioH JleitHa.
BusiBnenHs nporo 6ijika B CHpOBATIll KPOB1 BKa3ye Ha HasBHICTh remaruty B. B
KpPOBI 3 SIBIIE€TbCS MPUOINU3HO MPOTIroM 1-10 THXKHIB 3 MOMEHTY KOHTAakTy 3

xBopum HBV[7]. HBsAg mnpoaykyeTbcsi y BEIMKUX KUIBKOCTSAX 1, MiJ Yac
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BUSIBJICHHSI B KpOB1 1H()IKOBaHMX TAIlI€EHTIB, MPUNUMaIOTh BUTIISA CPEPUIHUX 1
TpyOUacCTHX YaCTHHOK, IO HE MEPEBUINYIOTh 22 HM B po3mipi. 11 yacTuHkU €
IMyHOT€HHUMH, ane He MicTATh reHoMHoi JIHK 1 came BoHM cTaiu OCHOBOIO IS
PO3pOOKHU BaKIMH NpOoTH renatuty B [§].

- anti-HBs a6o HBsAb (mmoBepxHeBi aHTUTIa renaTtuTy B) — HasiBHICTD
Hajae iHGopMaIlii0 Mpo Te, M0 XBOPUH MPOXOJIMB BaKIMHAIIID ab0 paHimie
XBOPIB Ta OyXaB.

- anti-HBc abo HBcAb (ocHoBHe aHTHTUIO A0 rematutry B) - mpwu
MO3UTUBHOMY MOKA3HUKY JaHUX aHTUTLUI, JIFOAH, IO MIJAAI0THCA CEPOJIOTITHHOMY
nociipkeHHto, Matotb HBV B xponiuniii (G1abI11e 6 MicsmiB) cTafdii. [9].

Jlns piarHoctuku came XxpoHiyHoro renatuty B (XI'B) BcraHoBiIeHO neBH1
KpuTepii, BKIOUaOUu 000B’A3K0BY HasBHICTH HBsAg mnpoTsirom 6 wmicsiiiB.
HonatkoBo npoBoasTs BuMiptoBanHd piBHIB JJHK-HBV, anTureny renarury B
(HBeAg) 1 cupoBaTkoBoi ananinTpancaminasu (AJIT), mo6 BU3HAUYUTH CTYIIIHB
iHpexmiiHocTl. TakoX, HJis OIIHKKA CTaHy NEYiHKH, MPOBOJIUTHCS O1OMCis.
BaxnuBo Big3HauuTH, 10 y 6aratbox XxBopux Ha XI'B mepedir xBopodbu Moxe
OyTu 0€3CUMIITOMHHUIA, 332 YMOBH, 1110 Y HUX HEMA€ OJTHOYACHOTO PO3BUTKY TAKHX
YCKJIaIHEeHb SIK MOPYIIEHHS 3TOPTaHHS KpPOBi, IIUPO3, aCIMT, >KOBTSHUIl a00
enuedanomnaris [10].

Ominka cryneHs (idbpo3y Ta IUPO3y IMEUIHKH 3a JOTOMOTrOr Oilomcii
BBAXKAETHCS CTAHIAPTOM, ajie L0 MPOLEAYPY HE MPOBOAATH TaK 4acTO 4epes 11
1HBa3UBHICTh, BIUCOKY BapTICTh 1 MOXKJIMBICTh BUHUKHEHHS yCKIaaHeHb [11].
Tomy micns TMpOBEACHHS YHMCIEHHUX AOCTIpKeHb [12] Oyno BUSIBICHO, MO
3acToCcyBaHHA TpaH3uTOpHOI enactorpadii (TE) mpu miarHocTHIll XBOpHX Ha
renatuT B, € O epeKTUBHUM JUTsl T1arHOCTUKHU (PiOpO3y MEUIHKH Y XBOPHUX
HBV [13].

IcHytOTH pi3HI METOAW JIarHOCTUKU TOCTpOi ab0 XpOHIYHOI 1HGEKIT
renaTuTy B, BKIIOYaroum BUIE3rafaHi CEpOJIOTIYHI 1 MOJEKYJSIPHI T1IXO/IH.
OCKUTBbKM K MaTpHISIMU peruTiKailii Bipycy rematuty B € QyHKIi1OHyBaHHS

BHYTPILIHBOTIEYIHKOBUX KOBaJIeHTHO 3aMKHYTuX KiiableBux JHK (cccDNA),
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JIKyBaHHS caMe€ XpOHIYHOi ¢opmu rematuty B oOmexkene. B 1elt moctiitHO
3MIHIOIOUHHCS Yac, 3BU4aiiHO, 3’ IBUJIUCSI HOB1 O10MapKepH, TaKi K aHTUT€H, 1110
noB’si3aHuil 3 siapom Bipycy rematuty B (HBcerAg) i PHK HBV, siki MoxyTh
BKa3yBaTM Ha CTaH BHYTpimHbomne4diHkoBoi cccDNA. IIpore, Bka3aHi
OloMapkepH e MaloTh IPOWTH TMEPEBIPKY Oe3MmocepeHhO Mepe] CaMHUM iX
KJIIHIYHUM 3aCTOCYBaHHSIM [ 14].

JlikyBaHHs. 3a3Buuai, LTSI JKyBaHHS HEYCKJIaJIHEHOTO
CUMIITOMAaTUYHOTO TOCTPOTO TenaTuTy B He moTpiOHa mpoTUBIpyCHA Teparis,
OCKUTBbKH ¥ 95% XBOpHUX 31 CTIMKUM IMYHITETOM CIOCTEPITa€ThCsl CIIOHTAHHE
OJly’KaHHS, TOMY UMOBIPHICTh (PyJIbMIHAHTHOTO Te€MaTUTy B 1Mo JiarHOCTUYHUM
JAHUM CTAaHOBHUTH MeHIIe 1%. IlepexkoHnnB1 JOKa3W TOro, MO paHHS Teparis
IPOTUBIPYCHUMH JIIKAPCHKUMU 3aC00aMU HEYCKJIaJHEHOTO0 TOCTPOTO I'eHnaTUTy
B BmimBae Ha pHU3MK Mepexojly B KIIHIYHY (GopMmy abo0 SKMMOCh YUHOM
IPUCKOPIOE MPOIIECH OJTy>KaHHSI, BIACYTHI [15].

VYrpaBiiHHS 10 KOHTPOJIO SIKOCTI Xap4OBHUX MPOAYKTIB Ta JIIKAPCHKHUX
3aco0iB CIIIA (FDA) cxBanuiio nepesik JiKapchbKux 3ac001B PEKOMEHI0BaHUX
JUIST  TATPUMYIOUOTO JIIKYyBaHHS XpOHIYHOTO rematuty B: iHTepdepon,
eHTeKaBlp, TeHO(OBIpY anadeHamis, TeHOPOBIpY AMZONPOKCUI (ymapar,
JaMIBYUH.

CydacHuil miaxix [0 JiKyBaHHsS JO3BOJISE YIOBUIBHUTH a00 HaBiTh
3amo0irTH  PO3BUTKY TaKUX YCKIAQIHEHb, SK IHUPO3; 3MEHIIUTH PHU3UK
BUHUKHEHHS PaKy TMEYIHKKA Ta TOJIMIIUTH SKICTh XUTTA. [IpoTe, BaximBo
3ayBa)KUTH, 110 11€ HE € MIOBHOIIHHUM METOJIOM JIIKYBaHHS 1 OUTBIIIOCT1 XBOPUM,
IO TiITBKKA PO3TMOYMHAIOTH JIIKYBaHHS, MalOTh MPOJJIOBKYBATH HOTO MPOTATOM
YCBHOTO XKHUTTSL.

Tepamisi Takok MOXE CyNpPOBODKYBATHCS MOOIYHUMHU e(deKTamu, TOMY
BHUMArae peryJasipHoro MOHITOPUHTY, IO YCKJIaJIHIOE TIpoliec JiKyBaHHA [16]. 3
[UX TIPUYMH, BAKIMHAIS TPOTH rematuty B BBakaeTbcsi e(OEKTUBUM 1

€KOHOMIYHO BWTIIHUM TIIXO0JIOM 3aJJid 3amo0iraHHss XBoOpoOi, 0COOJUBO 3
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ypaxyBaHHSIM CITIBBIJTHOIIIEHHSI KOPUCTH/BApPTICTh y TMOPIBHSAHHI 3 1HIIUMH
BTpy4yaHHsMH [17].

Bume Bxke Oyno 3a3Ha4e€HO MpO BaKUMHY 13 OUIKIB MOBEPXHEBOTO
antureny HBsAg — me Oyna mepiia BakilMHA, CTBOPEHA aMEpPUKAHCHKUM
MikpobOiosiorom Mopicom XimtemadnoMm. lle cTamo HaykoBHM TIPOPHUBOM B
npodinakTuill iH(pIKyBaHHS BIpycOM TematuTy B y mropeil rpynmu BHCOKOTO
pU3UKY, TOMY JIaHa BaklMHA OyJia BUMyIeHa i1 Ha3Boto Heptavax B Ta Hevac
B. OnHak Ha TOit MOMEHT OyJI0 BIICYyTHE TaKe MOHSTTS, SIK «TJ100aJIbHa MOJTITHKA
BaKI[MH», TOMY BIJOMIIINM CTajia, po3podieHa yxe B 1986 porii, nepiiia reHHo-
1H)KeHEepHA BaKIMHA, 1[0 MOBHICTIO 3aMiHWJIA BaKIIMHKM, OTPUMAaHI 13 IUIa3MH, 1
YBIUIILIA B ICTOPIIO BAKIIMHOJIOT1, SIK IEPIlIa BAKIIMHA HA OCHOBI BIpYCOMOA10HUX
gactuHOK VLP. Illupokoro 3acTocyBaHHs 1 BAPOOHUIITBA 13 Ii€]l rpynu HaOya

peKoMOiHAHTHA BaKIIMHA, OTPUMaHa 3 JpLKIKIB [18].

1.2. Tenodogip: Buamn, MexaHi3Mm jii Ta MeTadoJ1i3M.

Tenodosip (TFV) BimHOCHUTBCS 10 TpPYNU aHAJIOTIB AlMKIIYHUX
HYKJICOTUIIB, SIKI TOJMIOHI 110 HATypalbHUX MOHO(pOC(HATHUX HYKJICOTHIIB
(Pucynoxk 1.2). € anHajioroMm aluKIIYHOTO HYKJIEOTHUIHOTO JiecTepa
MoHodochaty aneHo3uHy. Y By3bKOMY PO3yMiHHI, 4epe3 HasBHICTb PochaTHOi
IpyIu, MOB’A3aHOI 3 a30TUCTOI0 OCHOBOIO, IOTO MOKHa BBaKaTH (DAKTUYHHUM
aHajorom Hykjeotumy. [lepiri 3BiTH PO aHTUBIPYCHY aKTUBHICTh TEHODOBIPY
Oynu omyOmikoBani B 1993 pori 1 11eit 3aci6 cTaB qoctynmHuM Ha puHKY 3 2008
poky y ¢opmi TeHo]oBipy Au30NpoKcUily Ta TeHOohOoBipy ajnadeHamimy, 1o

3aCTOCOBYIOTHCS OPAIBHO.
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Pucynok 1.1. Crpykrypna dopmyna tenodosipy [National Center for
Biotechnology Information (2023). PubChem Compound Summary for CID
464205, Tenofovir. Retrieved September 21, 2023 from
https://pubchem.ncbi.nlm.nih.gov/compound/Tenofovir.]

IUPAC: [(2R)-1-(6-amiHOTTypUH-9-111)ITpOTIaH-2-

u1]okcumetmindocdonona kuciora [19].

Y cBoiii npupomHiii ¢dopmi TeHOOBIp Mae OOMEKEHY 31aTHICTh
NPOHUKHEHHS Yepe3 MeMOpaHW KIITUH Ta, TMOB’sI3aHy 3 I[HM, HH3BKY
e(eKTUBHICTb MPHU MEepopaIbHOMY Tipuiiomi. [ mominimeHHs: 61010CTyMHOCTI,
TeHO(OBIp JOCTYNMHUM y BUIIAAI TpojikiB, Takux gk TDF (tenodosipy
nuzonpokcwn (pymapar) ta TAF (tenodosipy anadenamin) [20]. Tepwmin
«TPOJIIKM» BKa3ye Ha Te, IO caMa MOJIEKyJia B CBOIM MOYATKOBiN (opMi He
BUKIIMKA€ 3HAYYIIOTO TEPaneBTUYHOTO e(eKTy, ane 3amis JOCATHEHHS
aKTUBHOCTI MOTpeOye METabOIIUYHUX 3MiH.

Tenodosipy ausonpoxkcua d¢ymapar (TDF) — B komOinamii 3

emrpunutadbinom (FTC) mmupoko BHKOPUCTOBYETBCS B SIKOCTI 3aco0y


https://pubchem.ncbi.nlm.nih.gov/compound/Tenofovir
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noKoHTakTHOT mpodimaktuku BIJI Ta s mikyBaHHs Bipycy rematuty B
(Pucynok 1.3). 3a3Buyaii, 1o6pe nepenocutbed. ['onoBuuM Henonikom TDF €
BILIUB Ha MiHEpaJIbHY IIIJIBHICT KICTOK Ta HEPpOTOKCHUHICTh. Hapasi Ha puHKy
€ noctynHuil npenapat kombOiHamii TDF/FTC, skuii Mae MeHII BuUpaKeHI
MeTabomiuHl 1MobOiuHl edeKkTH, 1 B MOMEepeAHIX TOCHIIPKEHHSX BiH BHSBUB
rinoJimiieMiuny niro. BrumBae Ha mimian sSK HU3bKOI Tak 1 BUCOKOI MIUTHHOCTI
[21]. Huzka mocmimkeHb BUSBWJIA TaKOX, 110 y XBOpUX Ha rematuT B B
xpoHiunomy ctani TDF He Busiisie Taky x edexktuBHICTH sk 1 TAF 3a ogniero
JUIIe BIIMIHOKO, sIK OyJsio BKka3zaHo, TAF Oinbin Ge3neyHuit 1 HUPOK 1 KICTOK

[22].

Pucynox 1.3. CtpykrypHa dhopmyia TeHo(oBipy nu3onpokcuil hymapary
[National Center for Biotechnology Information. PubChem Compound Summary
for CID 5481350, Tenofovir disoproxil.
https://pubchem.ncbi.nlm.nih.gov/compound/Tenofovir-disoproxil. ~ Accessed

Sept. 25, 2023.]
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Tenodosip anadenamin (TAF) - Tenodosipy auzonpokcun dhymapar
(TDF) ta tenodoripy amadenamin (TAF) OyB po3pobieHHil s KIIHIYHOTO
BUKOPUCTaHHA OCKUIbKM TOTpiOHa Oyna OesmeuHima ¢opMa CTapimoro
teHodoBipy auzonpokcuin Gpymapary (TDF) (Pucynok 1.4). Ilpu BukopucTanHi
OCTaHHBOTO YACTO MOBIAOMIISUIOCS MPO MOPYIICHHS (PYHKIII MPOKCHMAIbHUX
HUPKOBHUX KaHAJBIIB 1 BTPATy MiHEpaIbHOI IIIIBHOCTI KICTKOBOI TKAHUHH.

[TopiBHIOIOUH 111 1B1 GOopMH TEHO(OBIPY, BUSHI JOCIIINIIH, 1110 HA BIIMIHY
Bixm TDF, TAF, stk OubIn akTUBHUMN JTIKAPCHKUN 3aCi0, TepeaaeTbes 10 KITITHH-
mimened. Ilpy 1mpoMy BiH B 3HAYHO MEHIIMX KUIBKOCTAX 3aMILAETHCS B
3aralbHOMYy KpoBOOOIry. Buxonsum 3 [naHuUX JOCHIKEHb, MH MOKEMO
no6aunty, mo TAF ta TDF BUKOHYIOUM aHTHUPETPOBIPYCHY /1110, OCTAHHIN Ma€e

MEHIIINH BIUTUB HAa (PYHKI[I}0 MPOKCUMAIBHUX HUPKOBUX KAHAJIBIIIB 1 IIJTICHICTD

»e
~

KicTok [23].

Pucynok 1.4. CrpykrypHa dopmyna tenodosipy anadenaminy [National
Center for Biotechnology Information. PubChem Compound Summary for CID
9574768, Tenofovir alafenamide.

https://pubchem.ncbi.nlm.nih.gov/compound/gs-7340. Accessed Sept. 25,
2023.]
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[Hmmi, He3anmeH1 OAMH BiJ OJHOTO, JOCTIIKEHHS TaKOX MiATBEPIUIH
BHIIIe3a3Ha4YeHY iHpopMartiro [24, 25].

Buxoasuu 13 3a3HaueHux naHuxX, Moxkemo miacymysatu: TAF — 1e
nepopaiibHi (pochoHOaMITATHI MPONIKH TEHO(DOBIPY, SKHM XapaKTEpU3YETHCS
BUIIOI0 CTAOUIBHICTIO B TU1a3Mi KpoBi y nopiBHsAHHI 3 TDF. Jlanuii mikapcbkuii
3aci0 703BOJIsI€E €PEKTHUBHO JOCTABIATH T€HO(OBIp 0€3MOCEPEIHRO B IEUIHKY,
pu bOMY, Y MOPiBHSAHHI 3 TUM ke TDF, koHueHTpaiis TeHo(oBipy B mia3mi
KpoBl Oyzae MeHmow. JlocmipkeHnHs mnokasanu, mo TAF He cnpuuunse
PE3UCTEHTHOCTI JI0 JIIKyBaHHs (sIK MiHIMYM 10 96 TrokHiB [26]). JlikyBanus TAF
TaKOXX ACOIIIOETHCS 3 MEHIIUMHU HEraTUBHUMH BIUIMBAMU HA HUPKH 1 KICTKH
nopiBHsiHO 3 TDF, 30kpema B iTHROMY Billi [27].

Mexamnism aii Ta ¢papmakokineruka: He3Baxatoun Ha Te, 10 00uaBa
nponiku, TDF 1 TAF, chnpustoTs NOTIMHAHHIO JIKApChKUX 3ac00IB Y
kuieyHuKy, komu TFV moTparise B KpoBOOOIT, CIIOCTEPIrarOThCsl 3HAUYII
PI3HMIII B 1OT0 PO3MOJILII B 3aJIEKHOCTI B1Jl TOTO, SIKUM 13 IIUX ABOX MEPOPATLHUX
3ac001B BUKOPUCTOBYETHCHI.

binbmia wactuna TFV, ska mOMMHAETBCA TICHAS MEPOPATBLHOTO
3actocyBanHsa TDF ( 110 mae 61010CTynHICTB per 0s 25%), pO3UUHSIEThCS Yepes
3B’SI30K 13 CULIIO AM3OMPOKCHIY (PymapaTy i1 piBHOMIPHO PO3MOMAUIAETHCS B
IIMPOKOMY CIEKTp1 pi3HUX TKaHuH. HaBnaku, konu TFV npuiiMaeTbes y BUTIISL
TAF (mo omintoerses B 40% mipu per 0s), 3B’S30K 13 CUUTIO anadeHaMiny €
CWIBHIIIMM, 1 OUIbIIIa YaCTHUHA MperapaTy IUPKYIIoE 3 Heto B 3B s31l. Came
3acrocyBanHd TFV y Burnsini TAF 3abe3nedye Taky BAacTHBICTh OCTaHHBOTO,
sk BuOipkoBuii posnoain TFV: mpu 3actocyBanH1 npenapary, o MICTUTh caMe
TAF, TFV nornuHaeTscs «BUOIPKOBO» TUMH KJIIITUHAMU, B SIKUX B10YBa€ThCs
OlybIlIa J0JIs BIPYCHUX perUTiKallii.

[Ticns mepopanbHoro mnpwuitomy, TDF po3knagaerbcs mia BILDTUBOM
KMIIIKOBUX 1 TUIa3MOBHX ecTepa3 1o TeHodoBipy, a TAF merabomizyeTbes

TOJIOBHMM YHWHOM BHYTPIUIHBOKJIITUHHUM  KaterncuHoMm. lleit  mporec
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nepetBopenHs TDF 1 TAF B aktuBHy Qopmy, TeHodoBip-gudocdar,
anajoriunmii npu gikyBanHi BIJI ta HBV. Tenodosip-nudocdar, B cBoo uepry,
nig yac Tpanckpuniii BIJI, xoHkypye 3 ne3okcuageHo3uH 5’-TpudocdaToM.
Takum ynHoM npurHiuye perutikamito BIJI. ¥V Ttakomy x mopsiaky TeHodoBip-
audocdar gie 1 Ha permikaniro HBV, inridyroun nonimepasy HBV [28].

TDF nemoncTpye nokpaiieHui npodisb papMakOKiHETUKH Ta MiABUIICHY
MPOTUBIPYCHY aKTUBHICTH In vitro. [lix wac mocmimkeHs Oyino 3adikcoBaHO
CTOKpaTHEe miABHUIINeHHA akTuBHOCTI mpotu BIJI mpu Bukopucranui TDF y
nopiBHSHHI 3 TeHO(oBipoM. Lle moB’s13aHO 31 MBUAIIMM BHYTPIITHbOKII THHHAM
nornuHaHHsAM TDF, 1110 npu3BouTh 10 301JIbIIEHOTO HAKOMTMYEHHS TEHO(DOBIP-
mudocdary B kiiTuHax [29]. Ls pi3HUIS y KOHIIEHTpaLisIX TEHOPOBIPY B IJ1a3Mi
KpoBi BigoOpaxaeThcsi Ha npodium 6e3neku TDF 1 TAF [30]. Takox came
3aBISKU I PI3HHUII B KOHIIEHTpAIIIX Ta MOTJIMHAHHI pi3HUX BuUAIB TFV
nosicHioe HU3bKY 1103y TAF (25 mr) Ta Bucoky crannaptHy no3y TDF (245 wmr)
SK1 CJ1J1 3aCTOCOBYBATH ISl OTPUMAaHHS KIIIHIYHUX MPOTUBIPYCHUX €(EKTIB.

[llono d¢apmakokinetukn TFV y mnasmi kpoBi Ta 0e3MOCEpeIHbO
BHYTPIIIHbOKIIITUHHOT ~ (hapMaKkOKIHETUKH  OyJO0  TPOBEIEHO  OKpeMe
JOCIIKEHHST 3a ydacTio Onu3bko 30 XBOpHX, SKI MEpEeHIUIH 3 PexUMY
nikyBaHHs, 10 BkitouaB TDF, na TAF. Byno BusiBieHOo, 110 MICIs EPEXoTy
kouuentpaiiiss TFV y mnasmi kposi cnana Ha 90%. [lopiBusuus: TDF: 99,98
Hr/mia > TAF: 10,2 ar/mi, p<0,001. ITpu ubomy piBens TeHodoBipy audocdary,
[0 aKyMYJTIOBABCS y OLTUX KPOB’SIHUX KIIITUHAX, 3pic B 2,41 pasu [31].

Hedporokcuunicts. besneky HOBHX JIKapChKHX 3aco0iB, 3a3BHYAi,
NOTPIOHO JOCHIKYBATH TMepes] IX BUIYCKOM Ha (hapMaleBTUYHUN PUHOK, ajie
4acTo mMOOIYHI e(EeKTH BHSBISAIOTHCS JIMIIE TMICIS TOTO, K JIKA BXKE
BUKOPUCTOBYIOTBCS PI3HUMM TpylaMy HaceJeHHS y BCbOMY CBITi. Benuka
KUIBKICTh CaM€ HUPKOBOTO ypa)K€HHS BHACIIJIOK MPUHOMY JIKIB MOSICHIOETHCS
THM, III0 caM¢& HUPKW BHBOJATH JIKH Ta X META0OJITH B OUIBIIIA YaCTHHI 1 IIe

MOXX€ BIUIMHYTH Ha IXHIO CTPYKTYpY, aJK€ 1€ BHMara€ BEIMKOI KUIbKOCTI
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eHeprii ( B 4aCHOCTI KJIyOOUKIB 1 KaHAJIBI[IB) Ta MOX€ BHCOKO KOHIIEHTPYBAaTH
€K30T€HHI PEYOBHHH.

HedpoTokcuuHiCTh, CIpUYMHEHA METUKAMEHTAMU, BUSBIISETLCSA Y OY/Ib-
AKOMY YpPa)K€HHI HHMPOK, IO BHHHMKAae Oe3mocepelHb0 abo OmocepeKOBaHO
yepe3 MPHUIOM pPI3HUX MpenapaTiB, BKIOYAIOUYM MPOTUBIPYCHI MpemnapaTH, e
TEHO(OBIp BUBOAATH B OCOOJIUBY KaTeropito, sik HeppoTokcHuHui. CUMITOMU
MOXYTh OyTH TMEPEeMIHHHMHM: BiJ TOCTPOro abo0 XPOHIYHOTO 3HM)KCHHS
MIBUIKOCTI KIIyOOUKOBOi (piIbTparlii 70 pO3BUTKY HEPPOTHUIHOTO CHHIPOMY Ta
TAPOEIEKTPOTITUYHUX TTOPYIICHb, 5IK1, Y CBOIO UEPTy, MOB’sA3aH1 3 YpaKeHHIM
KJIyOOUKiB 1 KaHaJIbIIB. 3a3BUYaili, BUBYAETHCSA JIMIIE ITJBUIICHHS PIBHS
KpEaTHHIHY, IO CYTTEBO YCKJIAJHIOE TOYHY OLIHKY pO3MIpIB MpoOIeMH
HE(POTOKCUYHOCTI JIIKAPCHKUX 3aCO01B.

[loyaTkOBUMHU KIIIHIYHUMH NPOSIBAMH MPU 3aCTOCYBaHHI TEHO(OBIpY €
npoTeinypis, rinodocdaremis Ta rIOKO3YPIs.

3aBAsSKM 3aCTOCYBAHHIO TEHO(MOBIPY BEJIMKOI KUIBKICTIO JIIOACH, SK
npenapary nepioi JiHii Juis JikyBaHHs renatuty B, BIJI ta nns npodinaktuku
710 Ta TMICJIsI MOXKJIMBOT'O KOHTAKTY 3 1H(1KOBAHUMHU, CTAJIIO MOMKJIMBE OLIBII TOYHE
JOCIIJKEHHSI MOr0 HEraTMBHOIO BIUIMBY Ha oOpradiM. Huzka nociiakeHb
BUSIBUJIA, 110 Y TMALIEHTIB, SIKI NpUMalid T€HO(DOBIP K NPOPUIAKTUYHUN a00
TepaneBTUYHUHN 3aci0, HUPKOBA (PYHKIlis BTpadajacs 4acTille 1 1HOAl HaBITh 3a
O1nbIn KOpoTKUi mepion (Big 6 mo 48 micsiiB). He 3a0yBaemo Takox, 110 B
OUTBIIOCTI BUMAJAKIB, TMpernapaT MNPUHAMaOTh B KOMOIHOBaHIA Tepamii 3
iHri0iTOpamMu Tporteasu (0cOOJMBO 3 ara3aHaBIpOM 1 PHUTOHABIPOM), IIO
MPU3BOJIUTH J0 3HMIKEHHS IIBUIKOCTI KIyOoukoBoi (ibTpaiii. JlogaTtkoBuMu
dakTopamMu pu3NKy HEOPOTOKCHYHOCTI TaKOXK € HASBHICTH CHCTEMHOI
apTepianbpHOI TinepTeH3ii Ta Bik ctapiie 50 pokis [32].

[Ipu ormsmi mexanismy aii TDF ta TAF Bxe 3a3nHavanocs, 1o
HEe(POTOKCUYHICTh, SKa BUHHUKA€e BHacHigok BxkuBaHHS TDF, mom’s3ana 3
BUCOKHMMHU KOHIICHTpAIIIMU TEHO(OBIPY B KPOBI Ta aHOMATIAMH Yy (YHKIIT

MITOXOHJPI TMpUM BUKOPHCTAHHI LBOTO mpemnapary. Sk Hacmigok, OyIo
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pospobsieno TAF, skaumii xapakTepu3yeThCcsi 3HIDKCHHSIM KOHIIEHTpallii
TeHooBipy B kpoBi Ha 90% Ta B 4 pa3u 30UIBIICHUMHU KOHIICHTPALISIMU
BHYTPIIIHBOKJIITUHHO aKTHUBHOTO TeHO(OBipy. Came 1ist Oe3meku HUPOK OyIio
ctBopeHo TAF.

Ha manuii MOMEHT, pe3yIbTaTH KUTHbKOX KIHIYHUX JOCTIIKEHb CBITYaTh
po Te, U0 BiH Mae aHanoriyny TDF npoTuBipycHy aKTHBHICTb, aji€ MPHU [bOMY
BIJI3HAYAETHCS BUIUM MpodiiemM Oe3NeKu I HUPOK 1 KICTOK y MOPIBHSHHI 3
TDF [33].

VY pocnipkeHHl KOPEUChKUX BUYCHHX «HEPPOTOKCHYHICTH» BKIIOUaia B
cebe mpobiiemu 3 GYHKIIIE€I0 HUPOK 1 ypaskeHHsI KaHanbliB. [licis npuitomy TDF,
HUpKOBa AUCHYHKLIS BUHUKIA Y 24% cepen BiIIOpaHUX MaIIE€HTIB, 1 CEPE HUX
xe 0113bko 53% BITHOBUIN (DYHKIIIIO HUPOK MPOTATOM POKY MICIIsI TEPEX0 Ty Ha
TAF. Oxkpim 1mworo, cepea Omu3pko 30 XBOpuX, Yy SIKMX CIOCTepiranaacs
TyOynonaris micist BxkuBaHHa TDF, 6mu3bko 87% 13 1IUX XBOPUX BIAHOBHIIKCA
micys i€l mpooyeMu npoTsaroM poky micis nepexoay 3 TDF na TAF.

Oco06MBO BaXJIUBOIO 1HGOPMAIIIEIO B JAHOMY JOCIIKEHH1 OYyJIO T€, 1110
y 7 13 19 XBOpuX, Y SIKHX CIIOCTEPIrajiocsi 3HUKEHHSI IIBUIKOCTI KIIyOOUKOBOT
¢inpTpawii Outbiie HiK Ha 25% micns BxkuBaHHa TDF, Takox wmanu
TyOysomarito, 1 BCl BOHU BIAHOBWIM (DYHKLIIO HUPOK Ticis nepexony Ha TAF.
Ile cBimuuTh mpo Te€, MO0 HEPPOTOKCUUHICTH, cpuunHeHa TDF, BrumBae Ha
HIBUAKICTh (iabTpamii KiIyOOoukaMu, 1 ii BIAHOBJIEHHS CIIOCTEPIraeTbCs MiCIIs
nepexony Ha nipuiiom TAF.

[Ipote, nane gocmimkeHHs OyJI0 MPOBEIEHO HA KOPOTKOMY BIJIPI3KY Hacy
nicis nepexony Ha TAF 1 Takox Ha pe3ylbTaTh MOTJIM BIUIMHYTH 1HIII JIIKH, SIKI
namienTy npuiimamu gk 1 3 TDF Tak 1 3 TAF pazom. Takox 3a3HadaeTbes, 110
BU3HAYCHHS AHOMaJ KaHAJbLIB HUPOK HE MOXKe OyTH MOBHICTIO TOYHUM,
OCKIJIbKM HE MIATBEPI)KEHE pe3ybTaTaMu NaTOJIOTTYHUX AOCTIIHKEeHb [34].

[HIme mocmmkeHHs, TpoBeeHE 1HAINCHEKUMH BYSHUMH, TIOKA3aJI0 IOCHUTh
iKaBuM (QakT: TPOBOASYM JOCHIIKEHHS Ha UIypax, BOHU [OKa3ajau, IO

34CTOCYBAHHA MCJ'IaTOHiHy € e(l)eKTI/IBHI/IM METOOAOM OJId 3MCHIICHHA
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HeratuBHoro BIiuBy TDF Ha ix dyHkItito HUpOK. L{g epekTuBHICTE AocsTanacs
3a JIOMOMOTOI0 BIUIMBY Ha Pi3HI KIITHHHI TPOILIECH, BKJIIOUYAIOYH PETYJIAIII0
OLIKIB, sIKi TIOB’SI3aHI 3 OKCHUIATUBHHUM CTPECOM, HITPO3aTHBHUM CTPECOM Ta
MITOXOH/IPIAJIbBHUM aronTo3oM [35].

Sk pe3ynbTat, mpH 3aCTOCYBaHHI TEHO(OBIPY PEKOMEHIOBAHO MOCTIITHO
MOHITOPUTH (YHKI[IFO HUPOK 1 KOHTPOJIOBATH MapKEPH YIIKOKEHHsI KaHaJIbI[IB
(rmroko3ypis Ta Gocdatypis).

3aranoMm, y OUIBIIOCTI XBOPHX, fAKI BiAMOBMiMCA Bif jdikyBaHHS TDF,
¢byHKIIS X HUPOK BIAHOBIOBANACS MpoTsIroM poky. Chnuparouuch Ha
BUII[E3a3HAYCH] JOCTIPKCHHS, TaKOXX MOJXKHAa JIWTH BHUCHOBKIB, IO
3acrocyBanHa TAF € npenaparom BHOOpY MalI€HTIB 3 MOTIPIICHHSIM HUPKOBUX
¢byukuiin Ha ¢oui nputomy TDF. Cnix 3BepHyTH Takox yBary Ha Te, IO MpHU
MOT1PLIEHH] MOKA3HUKIB IIBUAKOCTI KIIyOOUKOBO1 (PUIbTpalLlii HEBIIKIAIHUM Ma€

CTaTy NPUIIMHEHHS 3aCTOCYBaHHA npemnapary [36].

1.3. EnTekaBip: MexaHi3M il Ta MeTa0d0/Ii3M.

EnTekaip (ETV) — 11e aHanor nUKJIONEHTUITYaHO3UHY, SKUH PUTHITYE
BCl TpH €TamnM Mpoliecy peruIikailii BIpyCcy y JOpPOCIuX i3 O3HAKaMH aKTUBHOI
perutikaiii Bipycy 1 MIABUIIEHHSM PIBHA aMiHOTpaHcdepas y CUpOBaTIll KPOBI.
ITo momepeaHiM oIliHKaM, BiH € OUIbII €(EeKTUBHUM, HIXK NpenapaTd s
JKyBaHHS renaTuTy B, 110 BUKoprucTOBYBaIKCS paHilie (JlaMiByauH 1 aaedosip)
(Pucynok 1.5.). Takox BiH OyB CXBaJeHHWH SIK Tpemapar MEpIioi JiHIT A
nikyBaHHs renatuty B Ta BIJI indekuiil YrpaBiaiHHAM 3 KOHTPOJIIO 32 SIKICTIO
xapuoBux npoaykriB i megukameHnTiB CIIA (FDA) B 6epesni 2005 poky. Takox
FDA Oyno cxBajeHO eHTeKaBip Il JIKyBaHHS JITEH 1 MIJIITKIB BIKOM Bijg 2

pokiB [37].
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Pucynok 1.5. CrpykrypHa ¢opmyna enrtekaBipy [National Center for
Biotechnology Information. PubChem Compound Summary for CID 135398508,
Entecavir. https://pubchem.ncbi.nlm.nih.gov/compound/Entecavir. Accessed Sept.
27,2023.]

Onniero 13 nepesar 3actocyBanHs came ETV, mo mae Bucokuii 6ap’ep 1o
pesuctentHocti HBV, € ioro moBrorpuBana mpoTuBipycHa e€(peKTHBHICTh. Bin
TaKOXX Ma€ BUCOKHMH Mpodiib Oe3MeKu 1 MOKe OE3MEUHO 3aCTOCOBYBATHUCH IS
aikyBaHHs xBoporo 3 HBV 3a pisaux ymoB. Takox 11e €quHa MOXXIJIUBICThH JJIs
JIKyBaHHS TaKUX TPYI XBOPX, K MAIOTh JEKOMIICHCOBAaHE 3aXBOPIOBAHHS MEUIHKH,
M03aIleyiHKOBI MPOsiBU, TocTpull renatut B abo Tsokke 3aroctpennst HBV [38].

Ane ETV Ttakox Mae CBOi HEJOJIKH, BKIIOYAIOUM MOXIIMBICTH PO3BUTKY
JIKOBOI PE3UCTEHTHOCTI Ta BIPYCHOIO BIJICKOKY IicCJIA 3aBEpUICHHS JiKyBaHHs. Kpim
TOTO, MOTO TIPOTUBIPYCHUN BIUIMB crpsMoBanuii juiie Ha HBV 1 oOmexenuit y
BUIIAJIKaX, KOJIM Yy maiieHTa € ¢piopo3 neuinku. [39].

JlocnipkeHHsT BKa3yloTh Ha Te, 0 €HTEKaBlp He BIUIMBAE Ha HuToXpom P450
y JIIOJIEH SIK 1HT101TOp uu iHIyKTOp. [IpoTe BiH MOXKe BIJTMBATH SIK 1HT101TOp Ha JEsIKI

MEePEeHOCHUKHU, TakKl SK OpraHiyHli aHIOHW, KaTiOHM 1 KOHIICHTPOBaH1
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HYKJIe03U11./[01aTKOBO, 1ka MOXe BIUIMBATU HA BCMOKTYBaHHA ETV, 110 3MeHIye
roro konueHtpaiito [40]. Tomy, o IHCTPYKIIIi, HOro MpUMarOTh MPUOIU3HO 32 ABI
TOJUHU 70 a00 micis npuiiomy xi. [IpoTe, HaBITH Takuii cocid HOro 3acToCyBaHHs
MOX€e MPUBECTH JI0 MOOIYHUX peakIliii: Hy10Ta, OJroBaHHS, O1Ib y KHUBOTI, Jiapes,
nuckoM(opT Ta aucrerncis. BUHUKHEHHS JaHUX MOOIYHMX il MOYKE MMPU3BECTH JI0
HEJJOTPUMAHHS PEXUMY JIKYBaHHS TAI[IEHTOM 1 3MEHIIUTH BIIMOBITHUI
TepaneBTUYHUHN eeKT.

MexaHni3m aii Ta papMakokiHeTHKA: CHTEKaBIP, KOHKYPYIOUHU 3 TPUPOTHUM
cyOcTtpatoM  jAe30KcuryaHosuHTpudocdary, mpurHiaye TpU  aKTHBHOCTI
MoJIIMEepa3u: 1HIMIAI0 MPaiMIHTy OCHOBH; MPOBEICHHS 3BOPOTHOI TPAHCKPHUIIIIT
HeratupHoro nmanmiora 3 1PHK; cmaTe3 mosmtmBHOro nammora JIHK. Ilicas
aKTUBaIlll KiHa3aMH, 11e¥ mpenapat moxxe BrumBaTi Ha JIHK 3 moBHUM pesyibTaTom
1HT10yBaHHS akTUBHOCTI nosnimepaszu HBV [41].

[Ticnst 3acTocyBaHHS per 0s MakcuManbHa KoHieHTpatist ETV B ma3mi kposi
nocsiranacs npubauzHo yepes 0,5-1,5 roquan. KiHneBuii nepioa HariBBUBEACHHS
ctaHOBUTH 128-149 romun. Ockinbku, sk Oyso 3a3HaueHo Buie, ETV He €
iHrioiTopom  abo  iHAyKTOpoM muTOoXpoMy P450, TO BiH  e(deKTHBHO
bochopuioeTbes 10 aKkTUBHOI TprudochaTHOi popMmu. [42].

3 eHTeKaBIpoM Ta TEHO(QOBIPOM 4YacTO MOXHA TIOYYTH TEPMIH
renatouemntosipHa kapiuHoma (I'LK).

I'enatouesronsipua kapuumaoma. Cepel pi3HOBUAHOCTEW pPAaKy MEUYIHKU
(aHTiOCAapKOMA, TeMaHTiocapKkoMa, TemaTo0JacToMa) BUAUISAIOTH JBAa OCHOBHUX:
renaToueoIsIpHa KaplHOMa (I'IK) 1 BHYTPIIIHHOIIEYIHKOBA
xonanriokapruHoma. ['IIK po3BuBaeTbcs 3 TemaTOIUTIB, OCHOBHUX KIIITHH
napenximu neuinku. B yceomy cBiti I'IIK cranoButh monan 80% Bix BCiX BUTIAIKIB
paky neuinku [43].

Came HBV € OCHOBHOI0 TNPUYMHOK TE€HATOLEIIOISPHOI KAPLMHOMH. 3a
OCTaHHI POKH 1 JECATUIITTS Oylo 30UTbIIEHO TOKAa3aHHS ISl TPOBEICHHS
NPOTUBIPYCHOT Tepamii 3 BUKOPUCTAHHAM HYKJICO3MJHUX aHAJOTIB (TaKUX SK

eHTEeKaBip Ta TeHO(OBIP) 3 METOIO OXONUTH OuIbIe Tpyn xBopux 3 HBV. OcHoBHa
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npuynHa B ToMy, 110 ['TIK mosxe po3BuBatucs BHaciigok HBV HaBiTh y Bumnaakax,
KOJIM BIACYTHIN 1Mpo3, He auBisyuch Ha Te, mo ['1K, cnpuumnena HBV, y
oimpmocTi Bunagkax (70-90%), cnoctepiracThCsl y XBOPHX 13 HASIBHICTIO IIUPO3Y.

OcHoBHi ¢pakTopu puszuky ['TIK npu HBV:

- neMorpadiuHi acmeKTH — 4YOJOBiYa CTaTh, BIK, €THIYHICT,
cimeitamit anani3z ['LK;
- BipycHI (D)akTOpW — BHIIMH pIBEHb peIUIiKallli Bipycy, HOro

TeHOTHUI, TpUBAIICTh 1HGeKii (HaBiTh WOTO CTYMNEHI: rocTpa, XpOHIYHA),

onHouacHe ypaxeHnHs BlJI ta HBV;

- KJIIHIYHI 0COOJIMBOCTI — IUPO3, HOTO HASIBHICTH/ BIJICYTHICTD;
- (GbakTOpu  HaBKOJMIMHBOTO  CEPEJOBHUINA —  B)KWBAHHSI

aJIKOTOJIbHUX HAIIOiB, TIOTIOH. [44].

Etionoris I'IK gocuth Benuka 1 pi3HOMaHITHA: PI3HOMAHITHI MOJIEKYJIAPHI
MNOPYIICHHS — PEryJsilis KITUHHOTO IHMKIY, IMyHOMOJYJSIs, 3MIHU B
metwioBanHl JIHK, HecTabiIbHICTE XpOMOCOM 1, 3BUYAMHO, BaXKJIUBUM (HaKTOP
pusuky - HBV [45].

HaBiTh nipu BUCOKOMY TeHETUYHOMY Oap’epi JUisi pe3UCTEHTHOCTI JI0 JIIKIB,
akuid BctaHoBMOOTE ETV 1 TDF, cnixg mam’staTtu, 1mo Bipyc rematuty B moske
HAaKOMWYYyBaTH TMEBHI MyTalli y CBOill 3BOPOTHIM TpPaHCKpUIITAa3l Ta CTaTH
PE3UCTEHTHUM JIsl TPUBAJIOTO JIIKYBaHHS rematutry B y Horo xpoHiuHiil ¢opmi.
Ocxkinbku ETV mmpoko BU3HaHUH AK Mpenapart Nepioi JiHii, 1 rpyna naii€eHTiB, Kl
npuitmanu ETV, mana Ginbiiie 10CBiy 3 BUKOPUCTAHHS HYKJICO3UIHUX aHAJIOTIB
MOPIBHSHO 3 Tpymnoro, sika mpuiimana TDF, Moxe craTé OUTBII CXUIBHOIO JI0
po3BuTKy pesucteHTHOCTI a0 ETV, Hix mo TDF [46]. Amnaniz npoBeaeHHX
nocikeHs y mamiedTiB 13 HBV miarBepaus, mo npuiiom TDF B nopiBasaHI 3 ETV
MOB’SI3aHUM 13 3HAYHO MEHIIMM pu3uKoM po3BUTKY ['LIK mpubnusno na 20% [47,

48].
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1.4. Oco0umBocTi 3acTocyBaHHS TeHO(OBIPY Ta eHTeKaBipy pa3om 3

HECTEPOITHUMHU MPOTHU3ANAJILHUMH JIKAPCHKUMH 32C00aMHU

Mu Bxe po3risiianu HepOTOKCUYHICTh, BUKIIMKaHy 3acTocyBaHHsAM TDF ta
TAF. 3axBoproBaHHS HUPOK, iK€ BUHUKAE BHACHiAOK BukopuctanHs TDF, moxe
OyTH TIOB’s13aHe 3 MEBHUMHU (PaKTOpaM, TAKUMH SIK 301IbLICHUHN PiBEHb KPEATUHIHY
B CHpOBATIll KpoBi, BikoM, iH(pekiiero BIJI, HU3pKOIO Macoro Tija, HASBHICTIO
renaTuTy Ta OJHOYACHUM MPUUMaHHSAM IHIIMX JIKAPChKUX 3aCO0IB, SIKI MOXKYTh
OyTH HePPOTOKCHIHUMU. JlOCTIIKEHHS TaKOXK TOKa3aJIH, 1110 OJJHOYACHE B)KUBAHHS
1HT101TOPIB MPOTEa3M, TAKUX SIK PUTOHABIP, MOXKE 30UIBIITUTH PU3HUK YIIKOHKCHHS
HUPOK Yepe3 B3a€MOJIII0 MIXK ITUMHU Jiikamu [49].

3axBOpIOBaHHS HUPOK, CIpUYMHEH] BUKOpucTaHHAM TDF, MoxyTh
OXOIUTIOBATH IMUPOKHUI CHEKTp Bi cuHjapoMmy DaHKOHI J0 TEpMiHAIBHOI CTamii
3aXBOPIOBaHHS HHUPOK. 3BUYaiHO, HE 3a0yBaeMO MpO Te, M0 3MEHIIEHHS
MIHEPAJIBHOI IIJIBHOCT] KICTOK TaKOX € OJHUM 13 HETaTHUBHUX MOOIYHHMX €(EeKTiB
npu Bukopuctanai TDF.

Ho0Ope Bigomo, o sk TDF, ta 1 anedoBip AUTIBOKCHIT BITHOCSTHCS 10 TPYNH
HYKJICOTUJIHUX 1HTIOITOPIB 3BOPOTHOI TPAHCKPHUNTA3W 1 MOXKYTh IOTEHIIAHO
NPU3BOJIUTH O PO3BUTKY HHUPKOBOI HEIOCTATHOCTI, 3aXBOPIOBAaHb KaHAJBIIIB Ta
octeonopo3y [50]. [IpoTe pu3uk KX yCKIaJHEHb MEHIIINI caMe ITPH 3aCTOCYBaHHI
TDF, HDX mnpu BHKOpUCTaHHI anedoBipy IumiBOKCHIy. Aue, CIia e pas
MOBTOPUTH, 10 3acTocyBaHHs TDF 3HauHO 301blly€e pU3UK BTPATH MIHEPAIBHOT
HIUTHBHOCTI KICTOK. JleKisibka HayKOBHX JAOCITIHKEHB CB1IYaTh PO 3B’ 130K Mik TDF
1 PO3BUTKOM OCTEOIMOpPO3Yy, a TaKOX IMMABUIICHAM PH3UKOM TEpPEIOMIB Yy
MOMNEPEKOBOMY Ta Ta30CTErHOBOMY perioHax [S1].

30UTbIIIEHHST AKTUBHOCTI MApaIIMTOBUIHOI 3aJI03U MOXKE CIIOCTEpIraTucs Ha
noyatkoBux etanax JikyBaHHi TDF, 1 HasBHicTh aedinuty BiTaMmiHy D Ha
MOYAaTKOBOMY PiBHI MIJBUIIYE PU3HK BTOPUHHOIO Tinepnaparupeosy [52].

®dapmarieBTHYHa TOKCHYHICTh TDF mpu3BOoAUTH M0 CYTTEBOTO 3HIKCHHS
BUPOOHUIITBA akKTHUBHOTrO BiTaMiHy D. KpiM Toro, BiH MOXe CHPUYHMHUTH

30UTBINICHHST PIBHS PEIenTopa, Mo B3aemojie 3 BitaminoM D, Ha 26 %, a Takox



26

MIJBUIIUTH 3arajibHui piBeHb 1,25-murigpokcuBiTaminy D, 1m0 mpu3BOIuTH A0
3MEHIIEHHS KUIBKOCTI BUIBHOTO akKTUBHOro 1,25-maurigpokcuBitTaminy D B
opranizmi Ha 42%. Lle#t pyHkuionanbHMit AepiUT BiTamiHy D Moke MpU3BECTH 110
MOPYIICHHS! BCMOKTYBAaHHS KaJbI[II0 B KUIICUHUKY. 3MEHIICHHS PIBHS KaJbllIIO B
KpPOB1 cipuyuHsE 301UIbIIEHHST KOHIIEHTpalii mapammroBugHoro ropmony (I1TD),
KU aKTHBY€ MEPeTBOPEHHA 25-rinpokcuBiTMiny D B 1,25-murinpokcusitamin D
JUISL THAITPUMKH 3aCBOEHHS KaJbIlio [53].

Oxpim 1poro, TDF Ttakoxx Moke NpUTHIYYBaTH AaKTUBHICTh KaJbI[ii-
yyTiauBoro penenrtopa (CaSR) B 3aeXHOCTI B NPUUHSATOI JI03U. 3HUKEHA
aktuBHICTh CaSR, B cBOI0 uepry, MNPU3BOJAUTH 10 3MEHIICHHS YYTJIUBOCTI
MapanMTOBUIHUX 34103 1 HUPOK A0 Kaublito. Lle o3Hauae, mo s MiATPUMKH
HopMmanibHUX piBHIB [ITI" HEoOXiAHO Oiblle KaNbIiI0 B KPOBi, IO JIOCSATAETHCS
301JIBIIIEHOI0 peabCopOIlI€r0 10HIB KalbI[II0 B HUPKOBUX KAHAJBIISX 1 3MEHIIIEHOIO
EKCKpeIIi€ro Kanbllito 3 ceueto [54]. Takum unHOM, BHACHIIOK (YHKIIOHATIHLHOTO
BUCHAXEHHA 25-rigpokcuBitaminy D Ta mpurniuenns CaSR, rimepmapartupeos,
cnpuunHenuid TDF, xapakrepusyerbes niasuiieHumu piBasamu [ITT 1 mapkepamu
KICTKOBOTO 00MiHy. [IpoTe piBeHb KaNbIlit0 B KPOB1 Ta BUAAIICHHS KaJbIII0 Pa30M
13 CeYer0 3aJMIIAlOThCA y MEKax HOPMH, HaBITh 32 HOPMaJbHUX pIBHIB 25-
riipokcuBiTaminy D 1 HopManpHOi QyHKIIT HUpok. LI KIIHIYHI TPOSBH
BIIPI3HSAIOTHCS BiJl HOPM  KaJbIIEMIYHOTO IIEPBHHHOTO TillepIiapaTupeosy,
Bukiukanoro TDF [55].

TDF Moxe CIpuYMHUTH 3MEHIICHHS] MIHEpPaJTbHOI IIUIBHOCTI KICTOK 4Yepe3
JIBa OCHOBHUX MEXaHI3MH: O€3MOocepe/IHii BIIMB Ha KIITHHU KICTOK, IO OEpyTh
y4acTh B pyHHYBaHHI Ta ()OpMYyBaHHI KICTKOBOi TKaHWHU; Ta OMOCEPEAKOBAHUI
BILJTMB Ha MTPOKCUMAJIbHI HUPKOBI KaHAJbII Ta 0OMiH BiTaminy D [56].

Cungpom DaHKOHI — 1€ TOPYIICHHS HEHAJIEKHOTO 3BOPOTHOTO 33a00py
docdartiB, MIIOKO3M Ta aMIHOKUCIIOT HA PIBHI MPOKCUMAIbHOTO KaHAJbI HUPOK.
Hiarno3  cungpomy  @DaHKOHI,  CHpUYMHEHOro  3actocyBaHHsM  TDF,
BCTAHOBJIIOETHCS HA OCHOBI XapakKTepHUX O3HAK, TaKUX fAK TIJIIOKO3Ypis

(MPUCYTHICTH TJIIOKO3U B CE4l MPU HOPMAJIBbHOMY i1 piBHI B KPOBIi), MPOTETHYpis
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(BuaineHHs OUIKiB y cedi) 1 dhocdarypis (miaBuiieHHs BUaAUICHHS hocdopy B ceul),
10 TIOEIHYIOThCS 3 Tinodocharemiero (HU3bKUM piBeHb PocdaTiB y KpoBi). Takoxk
CIIOCTEPITAEThCS  TIMEPXOJIEPEMIUYHUN META0OMIYHNI anmumo3 0e3 aHIOHHOTO
pO3puBY 4epe3 BTpaTy OikapOoHaTy HUpKamMu. BUKOHAHHS aHaTI3IB cedl Ta KPOBI
JUIS BU3HAYEHHS IUX O3HAK CIPHUSE PaHHIM A1arHOCTHUINl CUHApoMYy DalKoHi,
cupuunHenoro TDF [57].

TDF Tta ETV BuUBOIATBCA uepe3 HUPKOBY EKCKpEIit. Y ITOCTiHKEHHI
KUTAHChKUX BYEHHX OYyJO0 BHUSBJICHO, IO B TPYIl MAall€HTIB, SKI OTPUMYBaJH
nikyBanHst TDF Oyno OibIn 3HaUHE 3MEHIICHHS KITyOO4YKOBO1 (PYHKIIIi, HA BIIMIHY
BiJI TpyIH, 1110 oTpuMyBasa JikyBaHHs ETV [58].

TDF mnoB’s3aHuil 31 30UIbIIEHUM PU3MKOM MOTIPIIEHHS (YHKLII HUPOK Yy
nopiBHsHHI 3 ETV y nanieHTiB 3 XpoHIYHUM BipycoM renaTuTy B, siki paniiie He
OTPUMYBaJIM JIIKyBaHHS. BpaxoByrouu, 1m0 OUIBIIOCTI MaIlll€eHTaM 13 XPOHIYHUM
renaTuToM B npu3HavaTh JOBroTpUBaIy MPOTUBIPYCHY TEPAIIiio JUIs 3am00iraHHs
MIPOTPECYBAHHIO 3aXBOPIOBaHHS ME4iHKU, HePppoTokcuyHicTh TDF 3anumaerscs
Cepilo3HOI0 KJITHIYHOIO Mpobsiemoro [59].

Hecrepoinni nmportusamanbhi jikapcbki 3acoou (HIIJI3) — mpencraBustoTh
c00010 O/TH1 13 HAHOIBIII MOUTMPEHUX JIIKAPCHKUX 3aCO01B y CBITI, TOCTYITHUX HABITh
0e3 pelienTa Jikaps yepe3 X HNIUPOKUN CHEKTp Jii, SIKUM BKJIFOYAE TPOTU3AMAIIbHI 1
3neOomroroul  BiaacTuBocTl. Kmacudikamiss HIIJI3 06asyerbes Ha 11X XiMIYHIN
CTPYKTYpi 1 Ha cienr(piyHOMY BILIUBI Ha (pepMeHT nukinookcurenasy (LLOIY) [60].

MexanizMm aii HI1JI3 noB’s13aHuii 3 apaxiJOHOBOIO KUCIIOTOO Ta 3aJICIKUTh BiJl
BUJIIJICHHS MPOCTATJIaHWHIB Ta iX BIUIMBY Ha OpraHi3M. BUIIIEHHS IMX CIOIYK
3aleXKUTh BIJ akTUBHOCTI (ocdominazu A2, sKa po3IIEIIII0E MeMOpaHHI
docdominiam 1 BUBLIBHSE apaxi1oHOBY KUCIOTY. [Ticis 1iporo apaxizioHoBa KUCiI0Ta
MPOXOJAUTh B JEKUJIbKA €TalllB pPeakiiil — «KackajJ apaxiJIOHOBOi KHUCIOTH.
Po3minsieTbes el mporec Ha J1Ba BHIW: OJIMH 3aJIS)KHUTh BiJl IIMKIOOKCUTEHA3H, a
1HIM# Bix minokcureHasu. [1Insax, mo 3anexuTh BiJl MUKIOOKCUTEHA3H, YTBOPIOE

MPOCTArJIaHIMHHU, a IIJISX, 110 3aJIeKUTh BiJl JIMOKCUT€HA3U — JICHKOTPIEHIB.
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Takum ynnom HITJI3 BrmuBaroTh Ha o0uaBa TUNK HUKIooKcurenasu (LIOI'-
1 Ta [1OI'-2), sxi € pepmMeHTaMH, BIAMOBIAAIPHUMHU 32 CHHTE3 ITpocTarjianauHiB. 111
1Bl (hOpMH 3HAXOAATHCA B HUPKax. 3arajbHOIO PEaKIli€l0 Ha OJOKYBaHHS OJHOTO
a00 000X X (pepMeHTIB MOKe OyTH BIUIMB Ha pi3HI PyHKIIIT HUPOK [61].

AHani3yioud Bce BUIIE3a3HAYEHE, MU MOXEMO IPOBECTU aHAJOTII0 MIX
BIUIMBOM Ha HUPKHU TeHOPOBipy, eHTekaBipy Ta HIIJI3. OcTanHi MOXYTh HEraTUBHO
BIUIMBATH HA MPAKTHUYHO OYb-IKUW BIJ1 HUPOK, 1 OLIBIIICT MOOIYHUX €(EeKTIB,
110 TaK YU 1HAaUe MOB’sA3aHi 3 HUPKaMU, MOXK€ CIIOCTEPIraTucs B YCiX MigKiIacax Iux
npenapatiB. [Ipore OUIBLIICTE BYEHMX BBaXKalOTh, 110 PU3MK PO3BUTKY cCame
HEe(DPOTHUYHOTO CHUHIPOMY MOXKe OyTH MOB’s3aHUM 3 Bukopuctanusm HITJI3 Big 15
JIHIB JI0 2 POKIB MICJIS TOYATKY JIIKYBaHHS. B p13HUX e BUINAJKax HE BUKIIFOUAEMO
bakTy HeHPOTOKCUIHOCTI.

Po3rasHyBIIM MOTOYHI 3BiTH, BUOIP MK €HTEKAaBIpOM Ta TE€HO(OBIPOM BCe-
TaK{ Ma€ 3aJIKATH BiJ KJIIIHIYHOI CUTYaIIll Ta CTaHy XBOPOTO.

OCKUIbKH TOJIOBHUM PO3TJISHYTUM MOOITYHUM €(EKTOM JIaHUX JIKAPChKHUX
3ac001B OyJa iX HEPPOTOKCUYHICTh, TO MEpPe]l MPU3HAYCHHSIM Mpenapary JIIKyBaHHS
oTpiOHO 00OB’SA3KOBO OTJISHYTH CTaH TAIli€HTa, a, 0COOJIMBO, CTaH WOT0 HUPOK,
iXxHbO1 QyHKUII. K MU BxKe HeoJHOKpaTHO 3a3Haumin, HITJI3 ta TenodoBip MaroTh
HEe(PPOTOKCUYHMUM eeKT sIK cami Mo co0l, Tak 1, MpU MPUHOMI pa3oM, Leh edekT
30UTBIITy€ThCs BABIYl. TOMy, B JTaHOMY BUIIAJIKY, ITpenapaToM BUOOPY € EHTEKaBIp,
K OC3MEeUHIIIHA.

Ane He 3a0yBaliMO TaKOX, 10 EHTEKaBIp € OUIBIIT HEOE3MEUHNUM 3 OISy Ha
po3Butok ['lIK, a TenodoBipy amadenamin He mnposiBisie HEPPOTOKCUUHICTH HA
TaKOMY 3K PIBHI fIK 1 TeHO(OBIpY Au30NpoKcuiy (ymapar. B Ouibiiocti BUNaaKiB
3actocyBanHa HIIJI3 xBopumu Ha rematutr B Oyno 3MymieHuM y 3B’S3Ky 13
BukirkanuM TDF octeonopo3om Ta 3MEHILIEHHSIM MIHEPaIbHOI IIUIBHOCTI KICTOK,
0 B CBOIO 4Yepry 4YacTo BHUKJIMKAIO OUIb, 1 caMe mepexiJy Ha TeHO(dOBipy
anadeHamiy MOBEPTAIO CTaH Malli€eHTa 0 BuUxigHoro. ToMmy BHOIp JKapChKOTO

3aco0y JUIs JIIKyBaHHS TrenaTUuTy B Ha CTUTbKY 3aJI€KUTh BiJI CTaHy XBOPOTO.
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PO31J1 2. MATEPIAJIN TA METOJIU JOCJIIIKEHHSA

2.1. OOrpyHTyBaHHfl JOUUIBHOCTI BHOOPY 00’€KTiB Ta MeTOdIB
JAOCJTi/IKEeHHS.
[Ticns ormsgy Ta BHBYEHHS JITEpaTYpHUX JDKEpeN IIOAO TMOLIMPEHOCTI Ta
nikyBanHga XI'B Ta moTpiOHOi 3 yacoMm MpoTH3amajabHOI Tepamii y XBOpHX, IO
3aCTOCOBYIOTh NpsSIMiI TMPOTUBIPYCHI JHKapchKi 3acobu st jikyBaHHA XI'B —
TeHO(OBIp Ta €HTEKaBip, PU3NKY BUHHKHEHHS HETaTHBHOI MOOIYHOI peakiii —

HE(PPOTOKCUYHICTh — Yy XBOpHUX, IIO 3aCTOCOBYIOTh TE€HO(OBIp y KOMOIHaIi

w

HIJI3, Mu 0Opanu Taki HanpsiMUA JOCITIKEHHS:

- AHami3 B3aeMOJli TMPOTHBIPYCHUX JIKApCHKUX 3acO0IB —
TeHo(OBIp Ta eHTeKaBip — 3 npenaparamu rpynu HILJI3, BukopucToByroun
6azu ganux «DrugBank»(CIIIA) Ta odimiiiHo naToBaHi MPOTOKOIU
CyMiCHOCTI, fKi Oyjo oTpumaHo 3 0a3um npanux JliBepmyJabChHKOTO
yHiBepcuteTy «Hep-drug Interectionsy;

- BusBneHns HeOe3MeyHuX KOMOiHaIIi OJIHOYaCHOTO
3acTocyBaHHs TeHO(OBIPY Ta eHTeKaBipy 3 rpynoro HITJI3;

- Busnauenns yacrotu cymicHoro npusHadenss [111J13 3 HIUI3 y
xBopux Ha XI'B;

- AHaJi3 BUIIMCOK 3 ICTOpIi XBOPOO MAIIEHTIB 3 PEIUTIKATUBHOIO
dopmoro XI'B;

-  BusBnenns Oe3nedyHHX CTpaTerii MNpPOTU3AMAIBHOI Tepamii

XBOpHUM 3 BcTaHOBJIeHUM XI B.

2.2. MeTo10J10Tifl TA MEeTOIHU AOCTIIKEeHHA

bibmoceMaHTHYHUM  METOJAOM  IMPOBOJWIOCH  JIOCTI/DKEHHS — CIIeIiaibHOI
JiTepatypu Ta [HTepHeT-pecypciB 11010 NpopIIaKTUKY, IHPIKYBaHHS, JIIKyBaHHS Ta
emMiHaIli Bipycy renatuTy B; 0co0imMBOCTI 3acTOCYBaHHS MpenapaTiB MepIoi JTiHii

JIKyBaHHS — T€HO(OBIPY Ta €HTEKaBipy, 1X MOMJIMBUX HEraTMBHUX pEaKIii Ha
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OpraHi3M XBOpPOT'O; BHU3HA4YE€HHS TeHOOBIpY SK Ipenapary OCOOJHMBO
HedponatuuHoro; komOiHamis [1T1JI3 3 HITJI3.

AHamiTHUHUNA MeTon Oa3yBaBCS Ha BUTATHEHHI OQIUIHHO JaTOBAaHUX
MIPOTOKOJIIB B3a€MO/Iii TEHO(DOBIPY Ta EHTEKABIPY 3 JIKAPCHhKUMU 3ac00aMu TPyIn
HIUI3 3 Bukopucranusm 06a3 ganux «DrugBank» (CIIA) Tta «Hep-drugs
Interection» (Bemmuka bputanis). AHami3 TPOTOKOIIB BiIOyBaBCS 3 METOIO
BU3HAYCHHsI HalO11bII Oe3MeuyHrnX KOMOIHAIIIM BUIIIEBKa3aHUX JIIKAPCHKUX 3aC001B.

Taxox Oyno mpoanamizoBaHo 47 BUIMCOK 3 1CTOpii XBOPOOW MAIi€HTIB 3
nmiarHozoM XI'B, ki mpoxoawsid JiKyBaHHS TEHO(OBIPOM Ta EHTEKaBIPOM 1

JI0AATKOBO 3aCTOCOBYBaiu npenapatu rpynu HITJI3.
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PO311J1 3. PE3YJIbTATHU BJACHUX JOC/IIIXEHbD

3.1. IlopiBHsJIbHUIT aHaJi3 JiKapcbKoi B3aemonii TeHO(OBIpy
AU30NPOKCHJ pymapaTa Ta eHTeKaBipy 3 nmpenaparamMy rpyn HecTepOiHHUX
NPOTHU3ANATbHMX JIKAPCHKHUX 32c00iB

JUJi1 TOYHOTO 3’sCyBaHHS BIAMIHHOCTEW MK IIPU3HAUYECHHSAM [pENapariB s
JiKyBaHHS renatuty B TeHOdOBIpy nu3zonpokcui pymapaToM Ta €HTEKaBipoOM Ipu
YMOBI 3aCTOCYBaHHS MAllIEHTOM IIpenapatiB Ipyny HECTEPOiJHUX MPOTU3ANATBHUX
3ac00iB MU MpOBEIM TMOPIBHAJBHUNA aHadi3 B3a€EMOJIi IUMX MpenapariB 3
HaNUMONYJISPHITUMU NpOTHU3ANAIBHUMHU  JIIKAPCHKUMU 3acobamMu  Ha
(dapMalleBTUYHOMY pHUHKY YKpaiHM 3a JONOMOIOI0 MEPEBIPKU JIKAPChKUX

B3aemoiii JliBepnysbecbkoro yHiBecuTeTy https://www.hep-druginteractions.org.

Jlns mouatky, Ie pa3 pO3TISHEMO OCHOBHI MEXaHi3MH Jii TeHO(hOBIpY
nusonpokcun pymapary (TDF) ta enrekasipy (ETV).

[Ticns mepopanbHoro 3acrocyBaHHsi TDF BIH po3umHsieTbCA 3a paxyHOK
3B’SI3KY 3 CULII0 JM30MPOKCHIYy dymapary 1 PIBHOMIPHO PO3MOIUISETHCS TIO
TKaHWHaX. PO3KIamaeThcsi Mia BIUTMBOM KHUIIKOBUX 1 IJIa3MOBUX e€cTepa3 Mo
MeTaboJIITy TeHO(OBipy, 10 B CBOK 4Yepry HaOyBae CBO€I aKTUBHOI (opmu
teHodoBip-mudocdar. OcTtaHili KOHKYpYE 3 J€30KCHAACHO3UH-S5 -TpudocdaTom,
npurHiuytoun pemiikairo BIJI ta HBV, inriOytoun nomimepasy HBV. TDF
IIBUJIKO TIOTJIMHAETHCSA KIITHHAMH, 110 301JIBIIyE KOHIICHTpAllil0 TEeHO(MOBIPY B
mia3Mi KpoBi. 3a paxyHOK Ill€i BHCOKOi KOHIIEHTpallii TeHoQoBIpy B KpOBi Ta
aHOMaJTIsIM 'y (YHKLISIX MITOXOHJAPIA TMOSCHIOETHCS HE(PPOTOKCUYHICTH JAHOTO
JKapChKOTo 3ac00y.

Entekasip (ETV) npurHiuye Tpu aKTHBHOCTI TMOJIIMEpa3H, KOHKYPYIOUH 3
MPUPOIHUM CYOCTpAaTOM JAE30KCUTyaHO3UHTpHU(ochaTy: MpPOBEICHHS 3BOPOTHOT
TpaHCKpuMIlli HeraTuBHOTrO JaHIora 3 iPHK; cuate3 mo3utuBHoro naniora JITHK.
TakuMm ymHOM BiIOYBA€ThCS TMOBHE 1HTIOyBaHHS aKkTUBHOCTI moisiimepasu HBV.

Bupaxxena He()pOTOKCHUYHICTH BIJICYTHS.


https://www.hep-druginteractions.org/
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['onoBHUM HIISX BUBENCHHS €EHTEKABIPY 3 OPraHi3My — uepe3 ceuy, 3aBIsSKU

rJIOMepYIspHiN QUIbTpaIlii Ta BUBEJCHHS Yepe3 HUPKOBI KaHAJIbIII.

3.1.1. Bzaemopiss TDF ta ETV 3 anernjicajiiuioBo0 KHCJI0TOO.

B mepmy depry Oymno mpoananmizoBaHo B3aemojiro TDF ta ETV 3
HECTEPOIMHUM MPOTU3ANATIBHUM JIKAPCHKUM 3aCO000M aleTHIICATIIMIOBOIO
kucinotoro (Pucynox 3.1.), gk caMuM JOCTYIIHUM THIpemaparoM Ha
(dbapMalleBTUYHOMY PUHKY 3 BUCOKOIO TOIMYJISPHICTIO JJI 3aCTOCYBaHHS IMPH
00JII0 Ta 3amajeHHsX.

['onoBHUM cmocoOOM, SIKMM alleTUJICATIIMIOBA KUCIOTAa BIUTUBAE Ha
opranizaM € OnokyBaHHs (epmeHTy uukiaookcureHasu (LOI). Ileir edekt
OPU3BOIUTH JI0 TMOPYIIEHHS TPOIIECY YTBOPEHHS MpPOCTarjiaHIuHIB,
MPOCTAIlMKIIIHIB 1 TPOMOOKCaHy. AUETWICANIIWIOBA KHUCJIOTa  MIBUAKO
NEPETBOPIOETHCSI HA CAJTIIUIIOBY KHCIOTY, $SIKa IOTIM MeTabOoJi3y€eThCs
NUIIXOM TJIIOKYpOHIAyBaHHST 3a ydacTio Kuibkox ¢epmentiB  UGT.
BcMoOKTyBaHHS alleTHIICATIIUAIOBOI KUCIOTH B1IOYBAETHCS Y TPABHOMY TPAKTI
JIOCUTh IIBUJKO, 32 PAXyHOK YOTO MAaKCHUMAaJbHUUN PIBEHb ii B IJIa3Mi KPOBI
BiIOyBaeThesi mpuban3Ho 3a 10-20 xBuimuH. OCHOBHUM HUISIX BUBEICHHS:

HUPKH.
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veww hepatology-druginteractions.org =T IED DOV
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Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBY) Aspirin

This report lists the summaries of potential interactions (i.e. “red”, "amber” and “yellow" classifications) for the drugs in the

table above

Interactions with a "green” or “grey" classification (i1.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green

classification may require dose adjustment due 1o hepatic impairment

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenofovir-DF (HBV) + Aspirin

Coadministration has not been studied but based on metabolism and clearance a pharmacokinetic interaction is
unlikely. Aspirin is rapidly deacetylated to form salicylic acid which is further glucuronidated by several UGTs (major
UGT1AB). However, coadministration could potentially result in an incr ed risk of nephrotoxicity. The risk is
increased if an NSAID is used for a long duration, if the patient has a pre-existing renal dysfunction, has low body
weight, or receives other drugs that may increase tenofovir exposure, Cases of acute renal failure after initiation of
high do multiple NSAIDs have been reported in patients tre d with tenofovir-DF and with nsk factors for rena
dysfunction, Alternatives to NSAIDs should be considered in pa s at risk for renal dysfunction. If tenofovir-DF is
coadministered with an NSAID, renal function should be monitored adequately

Pucynok 3.1. IIporokonm B3aemoxaii TDF 3 ameruncaminuiaioBoro
KHCIIOTOI0 Ha ocHOBI 0a3m nanux Hep-druginterections.org (JliBepiyib)
(02.10.2023)

OnHoyacHe 3acTOCyBaHHS HE OyJI0 JOCTIKEHO, aje, BPaxOBYHOYHU
dbapMakoOKiHETHKY Ta MeTaboJi3M, € WMOBIPHICTh (apMaKOKIHETHYHOI
B3aemojiii. CroiJbHE 3aCTOCYBaHHS, BpPAaxOBYIOUM iX (ApMakOKIHETHKY Ta
MEXaHI13MH [I1i, MOKe 30UTBIIIUTHA PU3UK HUPKOBOI TOKCHYHOCTI.

PexomenmoBano  MOHITOpUHT  (YHKII  HHUPOK Ta  3aMmiHa
NpOTH3aNabHOTO  TperapaTy.  AJbTepHAaTHBHE  JIIKYBaHHS  TaKOX
PEKOMEHIOBaHE TAaIliEHTaM 3 HU3bKOIO MAaCOIO Tijia, OPYIICHHSIM HUPKOBUX
GbyHKLIA, TUM, XTO BXE€ MpUMAaE IHIII TOpenapatd 3 BUPAKEHOIO
HE(POTOKCUYHICTIO.

[To3uTuBHY KapTUHY Jla€ pe3yabTaT MEPEBIPKU B3a€MOJII1 EHTEKaBIpy 3

aleTUIICaIIIUIOBOIO KuciaoTorw (Pucynok 3.2.).
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www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023
Hepatology Treatment Co-medications
Entecavir Aspirin

This report lists the summaries of potential interactions (i.e. "red”, "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green" or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions
No clinically significant interaction expected (GREEN)

Entecavir + Aspirin

Pucynok 3.2. Ilporokon B3aemomii ETV 3 aneruiacaminuiaioBoro
KHCJIOTOI0 Ha OCHOB1 0Oa3um manux Hep-druginteractions.org (JliBepmyiib)
(02.10.2023).

Ha ocHoB1 ocobnmBocTell (hapMakOKIHETMKUA JABOX IpenapaTiB,B3aEMOIIS
MaJOMMOBIpHA, OCKUIbKM €HTEKaBip HE YMHHUTH JOJATKOBOTO HEPPOTOKCUYHOTO
eeKTy.

B nmanomy BuUmaaky areTuiCaTIMIOBAa KHUCJIOTa € JIIKAPChKUM 3aco00M

BUOOPY MAaIll€HTaM, 1110 3aCTOCOBYIOTh Iipenapat EnTekanipy.

3.1.2. Bzaemogaisa TDF ta ETV 3 Auexkiogpenaxkom.

[Ipoanamizyemo B3aemomiro mpotuBipycHoro TDF 3  Hecrepoimnum
NpPOTU3AMAIIBHUM  3aCO00M  KJIaCy OpraHIYHUX CHOJYK JUXJIOPOCH30IU —
Anexnodenakom (Pucynok 3.3.).

Mexanism nii AnekinodeHaky TOB’SI3aHMA 3 TPUTHIYCHHAM (PEPMEHTY
nukinookcurenasu (I{OIN), skuii BiAmOBiIae 3a CUHTE3 MPOCTAIJIAHAMHIB, IO
MOCWIIOIOTh JIIF0 MeaiaTopiB. BHAcHiOK 3MEHIIYEThCS XEMOTakcuC (pyx [0

3amajabHOTO JKepesia) HeUTpo(diliB, aKTUBHICTh BUIBHUX PAJUKAJIIB 1 CHEPTETUUHE
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KHUBJIIGHHS B 00yacTi 3amaneHHs. BuBoOAWTBCS dYepe3 HUPKH Yy BUIJIAL
T'APOKCUTIOX1THUX .
Sk OUIBLIICTH HECTEPOITHUX MPOTH3AMANIBHUX 3aC001B, BIH MOXE BIUIMBATU

Ha (DYHKIIIFO HUPOK, OCOOJUBO MPH TPUBAJIOMY BUKOPHUCTAHHI.

www.hepatology-druginteractions.org Y| o
W

LIVERPOOL

Interaction Report

Report 1D:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBV) Aceclofenac

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow™ classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .
Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenafaovir-DF (HBV) + Aceclofenac

Coadministration has not been studied but could potentially result in an increased risk of nephrotoxicity. The risk is
increased if an NSAID is used for a long duration, if the patient has a pre-existing renal dysfunction, has low body
weight, or receives other drugs that may increase tenofovir exposure. Cases of acute renal failure after initiation of
high dose or multiple NSAIDs have been reported in patients treated with tenofovir-DF and with risk factors for renal
dysfunction. Alternatives to NSAIDs should be considered in patients at risk for renal dysfunction. If tenofovir-DF is
coadministered with an NSAID, renal function should be monitored adequately.

Pucynok 3.3. IIporokon B3aemoxii TDF 3 anexknodenakom Ha ocHOBI 6a3u
nanux Hep-druginteractions.org (JliBepmyns) (02.10.2023).

OnnovacHe 3acToCcyBaHHS He OyJio JOCHIKEHO, aje 3 Orlisaay Ha
(dbapMaKkOKIHETHKY Ta MeTabO0I3M € WMOBIPHICTh HETATUBHOI (PapMaKOKIHETUIHOT
B3acMO/Iil.

PexomennoBano 3amiHuTH Jjikapchkuii 3acid HIII3. AnbrepHartuBHOrO
JIKyBaHHS TaKOX MOTPEOYIOTh MALl€HTH 3 AUCPYHKIIIEI0 HUPOK, HU3BKOIO Macol0
TiJIa Ta T1, XTO BKE 3aCTOCOBYIOTH MpenapaTH 3 BUPAKEHOK HE(PPOTOKCUUHICTIO.

[ammii pesynbrar mokasana nepesipka B3aemonii ETV 3 Anexnodenakom

(Pucynok 3.4.).
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www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Entecavir Aceclofenac

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

Nao clinically significant interaction expected (GREEN)

Entecavir + Aceclofenac

Pucynox 3.4. [Ipotokon B3aemoxii ETV 3 anekinodeHakoMm Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (JIiBepmynp) (02.10.2023).

3Bakaroun Ha (PapMaKOKIHETUKY JIKApChKUX 3aco0iB, WMOBIPHICTb
HEraTUBHOI (apMaKOKIHETUUYHOI B3aemonii MmajoimoBipHa. ETV He 4YuHUTH
BUPAXEHOIr0 HEratuBHOro e¢geKkry Ha HHUpPKH, ToMy KoMmOiHauigs ETV +

AnexnodeHak € 10myCTUMOIO B TUTaHi mpodisisi Oe3MeKu.

3.1.3. Bzaemogaiss TDF 1a ETV 3 qukiopeHakom HATPIlO.

Cinp nuknodeHaky HATpIO € OJTHUM 13 HAWMOMYJSPHIIINX MperapaTiB s
JIKYBaHHS PEBMAaTUYHOrO OOJO, apTPUTIB, MOMIAPTPUTIB, Mojarpa, OypcuT 1
CUHOBIT, HAIMIpHI (Pi3UYH1 HABAHTAKEHHS Ha (DapMalieBTUHUHOMY PUHKY Y KpaiHH.

Mexanizm nii aukiodeHaky HaTpil0 MOJIArae y MNPUTHIYEHHI CHUHTE3Y
NPOCTarjiaHWHIB 3a JOMOMOTOK 1HTIOyBaHHS (EepMeHTy, BIIOMOro fK
npocTariaHauHcuHTeTasa. L mis mo3Bossie nukiodeHaky BHAAIATA a00 3HAYHO
3MEHIIUTH TPOSBU 3anajieHHs. TakoK BIH 3HWKYE IIJIBUILIEHY YYTJIHUBICTh
HEPBOBUX 3aKIHYEHB JI0 MEXAHIYHUX MOPA3HUKIB 1 010JIOTTYHO aKTUBHHUX PEUOBHH,
Kl CHPUYUHAIOTH O11b. KpiM TOro, BiH TakoXX B3HWXKYE TeMIepaTypy Tijia:

MEXaH13MOM JI1i € IPUTHIYEHHS CUHTE3Y MPOCTAIJIaHANHIB 32 paXyHOK 1HT10yBaHHS
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dbepMeHTy TpOCTarjiaHIMHCUHTETa3u. bIOKylo4YM CHHTE3 MpOoCTarjiaHAuHIB,
nukiiodeHak ycyBae a00 3HAYHO 3MEHIIye CUMNOTOMHM 3analieHHs. JukiodeHax
3HWKY€ CIOPUYMHEHY MPOCTarjiaHJuHaMH TMiABUIICHY YYTJIMBICTH HEPBOBHUX
3aKiHYCHb JI0 MEXaHIYHUX IOJPa3HHUKIB Ta O10JIOTIYHO aKTUBHHX PEYOBHH; BIH
TAaKOXX 3HUXKYE MIJBUIICHY TEMIEpaTypy Tila 3aBASKA HEMOXKIJIMUBOCTI BIUIHBY
IpOCTarfJaHAWHIB HA TIMOTaJaMidyHl CTPYKTYpH, 10 OepyTh ydacTh y MpOIleci
TEPMOPETYJIALI OCKIIIBKYA MPOCTArJIaHIMHU HE MOKYTh BIUIUBATH Ha TOTAIaMyCHI
CTPYKTYpPH, 1110 KOHTPOJIOIOThH MPOIEC TEPMOPETYIISAIIII.

YacTkoBO MiJJIsiTae TIIIOKYpOHi3ali 0e3 3MIHU MOJIEKYJH, ajieé OCHOBHHMA
cnocid MeTaboi3My € METOKCHIIIOBaHHS, 110 MPU3BOJUTH /10 YTBOPEHHS KUIBKOX
(deHoNbHUX METaloINITIB, OUIBIIICTh 3 SKUX YTBOPIOIOTH KOHIOraTu 3
IJIIOKYPOHOBOIO KHCI0TO0. 111X BUBEAEHHS: HUPKH, 3 CEUEIO.

OcHoBHul Mo014YHM edekT: HedpoToKcHuHICTh (PucyHOK 3.5.)

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBV) Diclofenac

This report lists the summaries of potential interactions (i.e. "red", "amber” and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenofovir-DF (HBY) + Diclofenac

Coadministration has not been studied but could potentially decrease renal elimination of tenofovir-DF (thereby
increasing the risk of nephrotoxicity) as diclofenac is a strong inhibitor of MRP4. A retrospective analysis showed that
patients treated with diclofenac together with tenofovir-DF containing regimens were at higher risk of developing an
acute kidney injury when compared to patients treated with tenofovir-DF-sparing regimens. Since diclofenac can
exacerbate tenofovir-DF nephrotoxicity, diclofenac should be used with caution and close monitoring of renal
function.

Pucynok 3.5. [Iporokon B3aemonii TDF 3 nuknodenakom Ha OCHOBI 6a3u

nanux Hep-druginteractions.org (JIiBepmyns) (02.10.2023).
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OpHOYacHMIA MPUIOM HE BUBUYABCS, aJie, OCKIIBKU AUKIO(EHAK € TTOTY)KHUM
iHrioiTopoMm MRP4, To Moke mpuszBectH a0 3HMWKeHHsA BuauieHHs TDF uepes
HUPKH, [0 MOXKE MIJBUIIUTHA PU3UK HEYPOTOKCUIHOCTI OCTAHHBOTO.

3 ooy Ha MOXIMBE TOCTPE YPaKEHHS HUPOK NPU OJHOYACHOMY
3actocyBanHi TDF 3 nukinodeHakoM pekoMeHIOBaHA BigMiHA OCTaHHBOTO.
[IpoTunoka3zane Ha3HauYeHHs AUKIO(EHAKY HATPIIO0 MAIlEHTaM 3 YpaXEHHSIM
GYHKIIT HUPOK, HU3BKOIO MAacOI0 Tila, TUM, XTO BXKE OTPUMYE Mpenapard 3
BHUCOKUM HE(PPOTOKCHUHUM €(EKTOM.

CynyTHe 3acToCyBaHHS JUKIO(EHAKy HATPiIO 3 EHTEKABIPOM IOKa3ye 30BCIM
1HITY KIHIYHY KapTuny (Pucynok 3.6.).

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Entecavir Diclofenac

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow™ classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

No clinically significant interaction expected (GREEN)

Entecavir + Diclofenac

Pucynok 3.6. [Ipotokon B3aemonii ETV 3 aukinodenakoM Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (JIiBepmyns) (02.10.2023).

OnnoyacHe 3acTOCyBaHHS He OyJo JOCHIDKEeHe, ajie, 3 OIIsay Ha
dapmakokiHeTHKy, Ha BiamiHy Bij TDF, nuknodenak narpito e 3atpumye ETV B
HUPKax, 110, B CBOIO YEPry, HE CTBOPIOE HETATUBHUI BIUIMB Ha HUPKOBI (PyHKIII.

Tomy B3aemo/iisl IBOX MpenapaTiB € 6e31eyHo0 3 00Ky npodist 6e3neKu.
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3.1.4. Bzaemoaisa TDF ta ETV 3 idynpogenom.

[6ynpoden — nmoxigue ¢eniampomonoBoii kuciotu. llle onqun monynspHuii
Ha (hapMaIeBTUYHOMY PUHKY YKpaiHU aHAJIbI€THK Ta aHTHUIIIPETHK.

MexaHi3M [ii ToJITa€ B HECEJIIGKTUBHOMY TIPUTHIYEHHI (EPMEHTIB
rukiiookcurerasu 1{OI'l 1 TIOI'2. 1li dbepmeHTH BIOIrparOTh KIOYOBY POJIb Y
MeTabomi3Mi  apaxilOHOBOi ~ KHCJIOTH, fKa € BaXJIUBUM TOIMEPETHUKOM
MPOCTArJIaHIUHIB. AHaIreTHYHUNM epekT oO0yMOoBJIeHUNH sAK TmepudepiitHuM
(omocepenkoBaHO dYepe3 TMPUTHIYCHHS CHUHTE3Y MPOCTArjaHAuHIB), TaK 1
HEHTPAIBHUM MEXaHI3MOM, KM peasi3y€eThCsl 32 PaXyHOK NMPUTHIYEHHS! CUHTE3Y
MPOCTArjiaH/IuHIB y IIEHTpaJibHIM HepBOBiK cuctemi. llIBuako meTabomi3yeThCs B
MEYIHIl 3 YTBOPEHHSM TIAPOKCUILOBAHUX Ta KapOOKCUILOBAHUX TMOXITHUX.
[ToBHICTIO BUBOAUTHCS Uepe3 24 TOAMHU Pa30M 3 CEUCIO.

[Ipu TpuBajIOMy BHKOPHCTaHHI, @ TAKOX MPH OJTHOYACHOMY BHKOPHUCTAHHI Y
BEJIMKHX JI03aX MOXE CIPUUYMHUTUA CUMIITOMU ypaxkeHHs HUPOK (Pucynok 3.7.).

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBY) Ibuprofen

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green"” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .
Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenofovir-DF (HBY) + Ibuprofen

Coadministration has not been studied but could potentially result in an increased risk of nephrotoxicity. The risk is
increased if an NSAID is used for a long duration, if the patient has a pre-existing renal dysfunction, has low body
weight, or receives other drugs that may increase tenofovir exposure. Cases of acute renal failure after initiation of
high dose ar multiple NSAIDs have been reported in patients treated with tenofovir-DF and with risk factors for renal
dysfunction. Alternatives to NSAIDs should be considered in patients at risk for renal dysfunction. If tenofovir-DF is
coadministered with an NSAID, renal function should be monitored adequately.
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Pucynok 3.7. Ilpotokon B3aemonii TDF 3 i0ynpodeHom Ha ocHOBI 0a3u
nanux Hep-druginteractions.org (Jlieepmysp) (02.10.2023).

Opnouacue 3actocyBanHs TDF Ta i0ympodeny He Oyno TOCTiKEHO, aje 3
orisimy Ha (GapMaKOKiHETHKY Ta METa0oJli3M, HE PEKOMEHIIOBAaHE OJHOYACHE
3actocyBanHa TDF Tta i0ympodeny wuyepe3 1MOBIpHE TMOCHJIGHHS  iX
HE(POTOKCUIHOCTI. AJTBTEPHATUBHOTO JIIKYBaHHS TaKOX MOTPEOYIOTh MAIlIEHTH 3
TUCQYHKITIEI0 HUPOK, MaJIO0 MacoIo Tijia Ta TUM, XTO BXKE 3aCTOCOBYE Tperaparu 3
BUPaKEHOIO HEPPOTOKCHUHICTIO.

HaBnpoTtu, posriasHemMo ¢apMakoKIHETUUHY B3aeMoOjit0 10ymnpodeHny 3

enTekaBipoM (Pucynok 3.8.).

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Entecavir Ibuprofen

This report lists the summaries of potential interactions (i.e. "red”, "amber” and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green" or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

No clinically significant interaction expected (GREEN)

Entecavir + Ibuprofen

Pucynox 3.8. Ilporokon B3aemonii ETV 3 i06ympodeHom Ha OCHOBI 0asu
nanux Hep-druginteractions.org (JIiBepmynp) (02.10.2023).

OpmHouacHe 3aCTOCYBAaHHS HE BUBYAJIOCS, ajie 3 OTJISy Ha (PapMaKOKIHETUKY
Ta METabOoJI13M JIBOX JIIKAPCHKUX 3ac001B, TaKa B3a€EMOJIE € OE3MEYHOI0 3 OTJISAY Ha
npodisib Oe3nexu.

ETV He BuUKIMKAE CHUMITOMIB HE(PPOTOKCUYHOCTI, TOMY MOXKE

BUKOPHUCTOBYBATHUCH B KOMOIHaIlii 3 10ynpodenom, Ha Biaminy Big TDF.
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3.1.5. Bzaemopnist TDF ta ETV 3 nekckeronpodgenom.

JlekcketornpodeH — MOX1JHUN MPOIIOHOBOT KUCIOTH, 130Mep KeTonpodeHy 3
BUPQXXEHUM aHAJIBIETHYHUM, MPOTH3ANAIBHUM Ta >KapO3HIDKYIOUHM €(EeKTOM.
3aCcTOCOBYETHCSI JIJII THMYACOBOTO JIIKYyBaHHS HEBEJIMKOTO Ta MOMIPHOTO 3a
CTYIIEHEM BUPAXEHOCTI 0010, BKIIFOYAIOYH MEHCTPYaIbHUHN O11b, OUTb y Cyrio0ax
Ta M’53aX, a TAKOXX 3yOHUI O171b.

MexaHi3M Jii moJjisrae y 3MEHIIEHHI YTBOPEHHsI MPOCTAarJIaHJAWHIB MpHU
npurHidenni [{OI". Le#t edekt Moxe BIUTMBATH HA 3aNaJIbHI MIOCEPETHUKH, TaKi SIK
KIHIHM, IO TaKOXX MOX€E BIUIMBAaTH Ha TOJOBHY JiI0 LbOrO Ipernapary
onocepeakoBaHo. [Tpu nepopaibHOMY 3aCTOCYBaHHI MaKCUMaJlbHa KOHIIEHTpAIIis B
mia3Mi KpoBi jgocsraetbcs Bxke uyepe3 30 xBunuH. [lepeBaxHo mMeTabomiI3yeThCs
HUIIXOM TUIFOKYPOHI3alii Ta MOAANBIIOr0 BUICHHS 3 OpraHi3My uepe3 HUPKH.

[Tpu TpuBamOMy BUKOPHCTaHHI, a TAKOX MPHU OJHOYACHOMY BUKOPHUCTAHHI Y
BHCOKHUX J103aX MOXKE CIIPUUMHUTH CUMIITOMH YpakeHHs1 HUpoK (Pucynok 3.9.).

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBVY) Dexketoprofen

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.orq .

Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenofovir-DF (HBV) + Dexketoprofen

Coadministration has not been studied but could potentially result in an increased risk of nephrotoxicity. The risk is
increased if an NSAID is used for a long duration, if the patient has a pre-existing renal dysfunction, has low body
weight, or receives other drugs that may increase tenofovir exposure. Cases of acute renal failure after initiation of
high dose or multiple NSAIDs have been reported in patients treated with tenofovir-DF and with risk factors for renal
dysfunction. Alternatives to NSAIDs should be considered in patients at risk for renal dysfunction. If tenofovir-DF is
coadministered with an NSAID, renal function should be monitored adequately, [Note, use in patients with severe
hepatic impairment (Child-Pugh class C) is contraindicated in the European product label for dexketoprofen.]
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Pucynoxk 3.9. IIporokon B3aemoii TDF 3 nexkckeronpodenomM Ha 0oCHOBI 6a3u
nanux Hep-druginteractions.org (JliBepmyns) (02.10.2023).

Opnouacue 3actocyBanHs TDF Ta gexckeronpodeny He 0ysio BUBYCHO, alie
3Ba)KarOuM Ha 1X (papMaKOKiHETHKY Ta METa0O0JIi3M HEe pEKOMEH/I0BaHe iX OTHOYACHE
3aCTOCYBAaHHS Yepe3 MOKJIUBICTh MOCUJICHHS HE(OPOTOKCHYHOCTI OJUH OJHOTO.
AJBTEpHATUBHOTO JIIKYBaHHS TaKOXX MOTPEOyIOTh TMAILi€EHTH 3 HHUPKOBOIO
TUCQYHKITIEIO, MAJIOI0 Maco0 TiJla Ta Ti, XTO BXKE BUKOPHCTOBYE TIperaparu 3
BHUPaXEHOIO0 HEPPOTOKCHUIHOIO HI€I0.

PosrisineMo KIiHIYHY KapTHUHY B3a€MOJIT IEKCKETOMPO(EeHy 3 eHTeKaBIpOM

(Pucynok 3.10.).

www._hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Entecavir Dexketoprofen

This report lists the summaries of potential interactions (i.e. "red", "amber” and “yellow™ classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. na clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

No clinically significant interaction expected (GREEN)

Entecavir + Dexketoprofen

Pucynok 3.10. Ilpotokon B3aemonii ETV 3 nmekckeronpodeHoM Ha OCHOBI
6a3u nanux Hep-druginteractions.org (Jliepmyns) (02.10.2023).

OpnHouacHe 3aCTOCYBaHHS HE BUBYAIOCS, aJie, BUXOMSUU 3 (DapMaKOKIHETUKH
Ta MeTa0oII3My JABOX IpernapariB, HETaTUBHOI B3aeMoO/lli Hemae. Maiike yBech
JeKCcKeTonpodeH MeTaboIi3y€eThes MIISXOM TIIIOKYpOHi3allii, 1 Horo metadomizm
yepe3 VYP (CYP2C8/9) npaktuuno He3HauHuid. EHTEkaBip, 31 cBOro OOKy, HE
H1JIATa€ MePETBOPEHD B MEUIHIIL, 10 3HIKYE HMOBIPHICTH B3a€MO/IIT UM IILISTXOM

710 MIHIMYyMY. A, OCKUIbKH €HTEKaBIp HE YUHUTH HETATUBHOTO €(PEKTy HAa HUPKH, TO
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1 mocuiieHHs: He(POTOKCUYHOCTI, TP 3aCTOCYBAHHI LIUX MPEnapariB OAHOYACHO, HE

HCpCI{6a‘Ia€TBC}I.

3.1.6. Bzaemogniss TDF ta ETV 3 mesiokcukamMmom.

MenokcukaMm — BIAHOCHUTBCSI JIO KJIACy €HOJIEBOI KUCIOTH 3 BUPAKEHOIO
aHAJIIeTHYHOIO, MPOTU3AMAIBFHOIO BIACTUBICTIO. B OIBIIOCTI BUKOPUCTOBYETHCS
JUTSl KOPOTKOYACHOTO JIIKYBAHHS MOMIPHOTO 0OJIIO MPU peBMAaTUYHUX apTpUTaxX Ta
OCTE0apTPO3ax.

Menokcukam i€ TakuM 4UHOM, 1110 npurHiuye ¢pepmentu [{OI'1 ta [HOI'2,
0 BIANOBIJAIOTH 32 CHHTE3 MpocTarjaHAuHIB. [IpurHidyeHHs iX CHHTE3y Mae
3HEOONIOIOUMI Ta MPOTU3aNAIbHUN eekT. MelokcukaM nepenyciM BILIMBA€E Ha
[HOI'2, ane mae Takox TeBHY akTuBHICTH 1070 [[OI'l, 1mo Moke BUKIMKATH
MOAPA3HEHHS IUTYHKOBO-KUIIIKOBOTO TPakTy. MeJIOKCMKaM MTPOXOAUTh 3HAYHY
KUIBKICTh Ol0TpaHCc(opMalllii B MEUiHIll, A€ Maie MOBHICTIO MEPETBOPIOETHCS B
JoTHpH (HapMAKOJIOTIYHO HEAKTHUBHI MeTaboiTh. JlocaikeHHs in vitro rmokas3aiu,
o ¢epment CYP 2C9 Bigirpae kito4oBy poJib y mpolieci MeTadbosi3mMy, TOl SK
13oera3umu CYP 3A4 wmaroTh MEHIIMI BIUIMB Ha Iied mporec. Melokcukam
BUJIITISIFOTHCS 3 CEYCHO Ta KAJIOM MEPEBAKHO Y BUTJIS1 METaOOITIB.

[Ipu TpuBasioMy 3acCTOCYBaHHI MPHU3BOJIUTH JIO 3HAYHOTO HETATUBHOTO

edeKTy Ha IUTYHKOBO-KUIIIKOBHUM TPaKT Ta HUPKOBI PyHkIil (Pucynok 3.11.).
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www.hepatology-druginteractions.org

Interaction Report

Report |D:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBV) Meloxicam

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenofovir-DF (HBY) + Meloxicam

Coadministration has not been studied but could potentially result in an increased risk of nephrotoxicity. The risk is
increased if an NSAID is used for a long duration, if the patient has a pre-existing renal dysfunction, has low body
weight, or receives other drugs that may increase tenofovir exposure. Cases of acute renal failure after initiation of
high dose or multiple NSAIDs have been reported in patients treated with tenofovir-DF and with risk factors for renal
dysfunction. Alternatives to NSAIDs should be considered in patients at risk for renal dysfunction. If tencfovir-DF is
coadministered with an NSAID, renal function should be monitored adequately.

Pucynox 3.11. IIpotoxon B3aemonii TDF 3 Menokcukamom Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (JIiBepmyns) (02.10.2023).

OnnouacHe 3actocyBaHHs TDF Ta Melnokcukamy HE BHMBYAJoOCs, aie,
3BaXKarouM Ha ix (hapMaKOKIHETHKY Ta METa00J113M, OJJHOUYACHE 3aCTOCYBAHHSI IIUX
npernapariB He peKOMEH/IOBAaHE UYepe3 IMOBiIpHE MOCHICHHS HEPPOTOKCHYHOI il
OJIMH OJHOTO. AJIBTEPHATUBHOTO JIIKYBaHHS TaKOXX NOTPEOYIOTh MAIIEHTH 3
TUC(hYHKIIIEID HUPOK, MAJIOK0 Macolo Tijla Ta Ti, XTO B¥KE 3aCTOCOBYE MpENapaT 3
BHUPa)XEHOI0 HEPPOTOKCUUHOIO HI€I0.

PosrnsHemo B3aemoiio eHTekaBipy Ta Mmenokcukamy (Pucynok 3.12.).



www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Entecavir Meloxicam

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.orq .

Description of the interactions

No clinically significant interaction expected (GREEN)

Entecavir + Meloxicam

Pucynox 3.12. Ilpotokoin B3aemonii ETV 3 MenokcukaMoMm Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (JIiBepmyns) (02.10.2023).

Menoxkcukam € cyoctpatom CYP2C9 (ocnoBHuit) 1 CYP3A4, ane, ocKUIbKH
EHTEKaBip HE METa0OJI3y€EThCS B MEUIHIl, MOXKIUBICTh B3a€MOJIT X MpenapariB
MM IUIIXOM HHU3bKA. 3BakarouuM Ha (apMaKOKIHETHKY Ta METa0OoJiI3M IHX
npenapariB Mpu OJHOYACHOMY 3aCTOCYBaHHI IIUX MpenapariB HePPOTOKCUYHOL Ail

HE Tiepe10avyaeThesl.

3.1.7. Bzaemogaiss TDF 1a ETV 3 ingomeranuuom.

InmomeraniuH — TOXiIAHWEM 1HAOJIONTOBOI KHCHOTH. Ilpu3HavaroTh s
CUMIITOMAaTUYHOTO  JIIKyBaHHS  PEBMATOITHOTO  apTPUTy,  CHOHAWIITY,
OCTE€OapTPUTy, TEHAMHITY Ta ToAarpu. TakoX y BHIJSNAI BHYTPIITHHOBEHHOI
1H €Kil A7 THAYKINT 3aKPUTTS TEMOJAMHAMIYHO BaXKJIMBOI BIIKPUTOT apTepiaibHOT
MPOTOKH Y HEJTOHOIICHHX HEMOBJISAT.

[ngomeranun € HecienudiyHUM 1 060poTHUM 1HTIOITOpOoM pepmenty IO
BiH npueaHyeThcsa 10 aKTUBHOTO HEHTPY (GEPMEHTY 1 MEPEIIKOIKAE B3AEMOIT M1k

dbepMeHTOM Ta HOro cyocTpaToMm, apaxiJOHOBOIO KHCIO0TOW. OKpiM TOro, Ha
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Biaminy Bin iHmmx HII33, ingomeranuH Tako mnpurHidye docdominazy A2,
dbepMeHT, BIANOBITAILHUM 3a BUBIJILHEHHSI apaxiJIOHOBOI KMUCIOTH 3 (hOochOIIIITIIIB.

[HIOMeTAMH IBUAKO BCMOKTY€ETHCS 3 KUIIIKOBOTO TPaKTy. biomocTymHicTh
npu mnepopaibHOMY 3actocyBaHHl Maixke 100%. Merabomni3yeTbes B TEYiHIN,
BKJIIOYAIOYH TPOIIECH TIIOKypoHiganii. BUBoguThCS dyepe3 HUPKHU, METabOIi3M Ta
BUBEJICHHS 3 )KOBYIO.

[Ipu TpuBamOMy 3acTOCYBaHHI BiJ3HAYA€ThCS HETATUBHUN BIUIMB Ha
IUTYHKOBO-KUIIKOBUHM TpakT Ta HUPKOBI PpyHkuii (Pucynok 3.13.).

www.hepatology-druginteractions.org

Interaction Report

Report |D:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBV) Indometacin

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenofovir-DF (HBV) + Indometacin

Coadministration has not been studied but could potentially result in an increased risk of nephrotoxicity. The risk is
increased if an NSAID is used for a long duration, if the patient has a pre-existing renal dysfunction, has low body
weight, or receives other drugs that may increase tenofovir exposure. Cases of acute renal failure after initiation of
high dose or multiple NSAIDs have been reported in patients treated with tenofovir-DF and with risk factors for renal
dysfunction. Alternatives to NSAIDs should be considered in patients at risk for renal dysfunction. If tenofovir-DF is
coadministered with an NSAID, renal function should be monitored adequately.

Pucynok 3.13. Tlporokon B3aemonii TDF Ta iHmoMeTanniHy Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (JIisepmyns) (02.10.2023).

Opnouacue 3actocyBanHs TDF Ta iHjgoMeranuHy HE BHUBYAJIOCH, aje,
3BAKAOYM Ha iX (apMaKOKIHETUKY Ta MeTa0oyi3M, MOXKJIMBE IMOCHJICHHS
He(POTOKCHMYHMX €(EKTIB IBOX MpEnapaTiB Ha OpraHi3M, TOMY HE peKOMEH/I0BaHO.

AJNBTEpHATUBHOTO JIIKYBAHHS TAKOK MOTPEOYIOTh MALIIEHTH 3 JUCHYHKIIIEIO HUPOK,
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MaJIOI0 Macor0 Tijla, THM, XTO BXE 3aCTOCOBYE TMpemapaTH 3 BUPAKEHUMHU
HePpOTOKCMUHUMU ePeKTamu.

Posrnsnemo B3aemoiito eHTeKaBipy Ta ingoMmeTanuny (Pucynok 3.14).

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Entecavir Indometacin

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification {i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .
Description of the interactions

No clinically significant interaction expected (GREEN)

Entecavir + Indometacin

Pucynoxk 3.14. IIpotokon B3aemoxii ETV 3 ingomeTanimHoM Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (JliBepmyns) (02.10.2023).

3 ormany Ha (papMakOKIHETUKY Ta METa0oJi3M, HETaTUBHOTO e(eKTy Ha
HUPKH HE TiependadaeThcs. |[HIOMETallMH B OCHOBHOMY AaIlMIIIOETHCSA, a TMOTIM
TIIIOKYpOHI3y€eThesa. EHTekaBip, B CBOIO Uepry, He MpHUiiMae y4acTh B METa00J113Mi1 B
NEeYiHI, a BUXOAUTH 13 cedero. [Ipu olHOYacHOMY 3acTOCyBaHHI LIMX Npenaparib

HEe(POTOKCUYHUX €(EKTIB HE epe10ayacThCsl.

3.1.8. Bzaemogaiss TDF ta ETV 3 napauneramosiom (AueramiHoden).

[Tapanetamon  (AueraminopeH) —  OAMH 13  HAWMOMYJSPHIIINX
KAPO3HIKYIOUHX JTIKAPChKHUX 3ac001B Ha (hapMalleBTUYHOMY PUHKY YKpaiHu Ta i B
YCbOMY CBITI.

Mexani3m naii now’si3anuii 13 1HrioyBanuam L[OI'l ta 1IOI'2, mo OepyTh

y4acTh Yy CHHTE31 IPOCTArJaHANHIB, ajie IPU [IbOMY HE MPUTHIYY€ HUKIOOKCUTEHA3Y
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B MepudepuyHuX TKaHMHAX, TOMY HE Mae€ MnepudepuyHux MNpoTU3ANaAIbLHUX
e(heKTiB.

AneraMiHOpEH € OCHOBHHM TMPOJYKTOM MeTaloii3My (eHaleTuHy Ta
aneranuniy. Merabomi3m anetamiHOQeHy NEpPeBaKHO BiOYBA€ThCA B TEUIHIN
3T1AHO 3 KIHETUKOIO MEPIIOTO MOPSIAKY 1 BKIIOYAE 3 OCHOBHI IIISIXU: KOH FOTAIIio 3
TIIOKYPOHiIaMH, KOH IOTaIlif0 3 cyiabdaraMu 1 OKHCICHHA uYepe3 (epMeHT
uuroxpomy P450, romoBaum ymHoM CYP2EI, mo npu3Boauts A0 YTBOPEHHS
peaktuBHOoro Metabomity. Ilpm mepopambHOMy 3acTocyBanHi Mae 90%
6iog0cTymHICTh. MeTaboiTu aneraMiHo(eHy B OCHOBHOMY BUBOJISITHCA 13 CEUECIO

(Pucynok 3.15.).

www_hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications

Tenofovir-DF (HBWY) Paracetamol (Acetaminophen)

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some ca-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .
Description of the interactions

No clinically significant interaction expected (GREEN)

Tenofovir-DF (HBV) + Paracetamol (Acetaminophen)

Pucynoxk 3.15. IIporokon B3aemoxii TDF ta mapaneramony (aneramiHogeH)
Ha ocHOBI 0a3u manux Hep-druginteractions.org (JliBepmyinp) (02.10.2023).

OpHoyacHe  3acTOCyBaHHS HE  BHBYAJOCA, ajlle, 3BAKAIOYM  Ha
(dbapMaKkOKIHETHKY Ta METa00JIi3M JBOX JIKAPCHKUX 3aC001B, HETATUBHOTO €(PEKTy
Ha HUPKU HE niepen0avyaeThbesl.

[TapameramMon mepeBa)xxHO PO3IICTUTIOETHCS 32 AOMOMOTOI0 TIIOKYPOHIAAI]
(3a yuactio pepmentiB UGT1A9, UGT1A6, UGT1A1, UGT2BI15), cynsbyBanHs

Ta OKHCHEHHA. TeHO(OBIp BUBOIUTHCA Yepe3 HUPKH, MEPEBAXKHO 3aBASKU
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NpOKCUMaTbHUM KaHaiblsiM. TDF He migmaeTbes MeTabosi3My B TEYiHIN, TOMY
PHU3HUK B3a€MO/IIT uepes el MUISIX HU3bKUI.

Takum urHOM, MapareraMost € JikapchbkuM 3acooom rpymu HITJI3, mo mu
MOXkeMo pekoMmeHayBaTu pazoM 3 TDF. Opnak, morpiOHO He 3a0yBaTu Mpo
HeOe3MMeKy BHHUKHEHHS TaK 3BaHOTO «IIapareTamMosl COPUINHEHOTO TeIaTUTY.

B cBoro uepry, posriasHEMO B3aEMOIII0 €HTEKaBIpy 3 MapameramoioMm (
Aneraminoden) (Pucynok 3.16.).

www.hepatology-druginteractions.org

Interaction Report

Report |D:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications

Entecavir Paracetamol (Acetaminophen)

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions

No clinically significant interaction expected (GREEN)

Entecavir + Paracetamol (Acetaminophen)

Pucynoxk 3.16. ITporokoin B3aemosii ETV 3 mapanieramosiom (aneramiHogeH)
Ha ocHOBI 0a3u ganux Hep-druginteractions.org (JIiepmy:ns) (02.10.2023).

Ha ocHoBi dapmakokiHETHKH Ta METabOJI3My IUX TMpEernapaTiB, MOKEMO
3a3HAYMTH, 1110 BOHU HE YHHSITH HETATUBHOTO BIUIMBY Ha HUPKOBI (pyHKIIT. SIK BxKe
3a3Hayajocs, mapaueramMosl MeTabomi3yeTbcs B TMEYiHI, EHTEKaBlp He
MeTaboIMi3y€eThes B NIEUiHIIl, 8 BUBOJAUTHCSA 3 CEUEI0, TOMY HETaTUBHUI BIUIUB Uepe3
eH IIJISIX TaKOK BUKJIIOYEHO.

Takum 4YMHOM TMapaneTaMoll JOPEYHO BUKOPHUCTOBYBATH 1 3 TEHO(OBIPY

JTU30MPOKCHIT (hymMapaToM 1 3 EeHTEKaBIPOM.
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3.1.9. Bzaemoniss TDF ta ETV 3 medeHaMiHOBOIO KHCJIOTOIO.

MedenamiHOBa KHCIIOTa — ITOX1/IHA AaHTPAHLJIOBOI KUCIIOTH, TPy heHaMaTiB
HECTEPOINHUX MpOTU3anajibHUX 3aco0iB. [lomymsipHuii Kapo3HWKYBaTbHUIA
npenapar Ta mpernapar, 10 IIUPOKO 3aCTOCOBYETHCS MPU FOCTPUX PECIIPATOPHUX
iHpexriax (I'PBI) Tta rpumi. MedenamiHOBa KHUCIOTa META0OJI3YETHCS 32 YIACTIO
CYP2C9, neperBoprorounch y 3-rigpoKUMeTUIMEPEeHAMOBY KHUCIOTY, 1 MOKJIMBE
MOJIAJIbIIIE OKMCHEHHS 11€1 peYOBUHH JI0 3-KapOokcumedeHaMoBoi kuciaotu. Kpim
TOro, Me(eHaMmiHOBa KHCIOTa MOKE IMIJIaBaTUCA TIIIOKYpOHiJalii Hampsmy.
MedenaminoBa KUCIIOTa, ii METaOOJITH Ta KOH’IOraTH MEPEBaKHO BUAAISIOTHCA
yepe3 HUPKHU. SIK BUBEACHHSA 4epe3 HUPKH, TaK 1 BUBEACHHS Yepe3 MEUiHKY €
BOKJIMBUMHU MEXaHI13MaMU eKCKpelli nux pedoBuH (Pucynok 3.17.).

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBVY) Mefenamic acid

This report lists the summaries of potential interactions (i.e. "red", "amber” and "yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.orq .

Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenofovir-OF (HBV) + Mefenamic acid

Coadministration has not been studied but could potentially result in an increased risk of nephrotoxicity. The risk is
increased if an NSAID is used for a long duration, if the patient has a pre-existing renal dysfunction, has low body
weight, or receives other drugs that may increase tenofovir exposure. Cases of acute renal failure after initiation of
high dose or multiple NSAIDs have been reported in patients treated with tenofovir-DF and with risk factors for renal
dysfunction. Alternatives to NSAIDs should be considered in patients at risk for renal dysfunction. If tenofovir-DF is
coadministered with an NSAID, renal function should be monitored adequately.

Pucynok 3.17. IIporokon B3aemonii TDF 3 medenamiHOBOIO KHCIOTOIO Ha
ocHoBi 06a3u mannx Hep-druginteractions.org (JliBepryns) (02.10.2023).
OpHoyacHe  3acTOCYBaHHS ~ HE  BHUBYAJIOCS,  ajie,  BpPaxOBYIOYH

dbapMakoOKiHETHKY Ta MeTa0oMi3M IUX TMpernapariB, MOXIUBE IOCHJICHHS
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HePpoTOKCHMYHOI Ali 1UX TpenapaTiB. AJbTEpHATUBHE JIiKayBaHHS TaKOXK
pEKOMEH/IOBaHe MaIlieHTaM 3 TUCHYHKIIIEI0 HUPOK, MajOi Baru Ta TUM, XTO BKE
3aCTOCOBYE TpernapaT 3 BUPAKCHOI HEPPOTOKCUUHICTIO.

Posrnsaemo B3aeMoito MepeHaMiHOBOI KHCJIOTH 3 eHTekaBipoM (PucyHoxk

3.18).

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023
Hepatology Treatment Co-medications
Entecavir Mefenamic acid

This report lists the summaries of potential interactions (i.e. "red", "amber" and “yellow™ classifications) for the drugs in the
table above.

Interactions with a "green” or "grey" classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.orq .

Description of the interactions

No clinically significant interaction expected (GREEN)

Entecavir + Mefenamic acid

Pucynok 3.18. IIporokon B3aemoxii ETV 3 medeHaMiHOBOIO KHCIIOTOI Ha
ocHoBI 0a3u manux Hep-druginterections.org (JIiBepmyns) (02.10.2023).

OnnoyacHe 3acTOCyBaHHsT He BuBHaioca. lIpore, Buxoasum 13
bapMakOKIHETHKU Ta METabOII3My, OJJHOYACHE 3aCTOCYBAaHHS JBOX IMperapaTiB He
Ma€e CyTTe€BOi HePpoTOKCMYHOCTI. MedeHamiHOBa KUCIOTa METa0O0MI3yEThCS
CYP2C9 i rmokyponizyerbess UGT2B7 1 UGT1A9. EntekaBip He MeTa0b0i3yeThCS

B IIEYiHII1, TOMY HE OUIKY€TbCS B3a€EMOJIIS X MperapaTis.

3.1.10. Bzaemoaisi TDF 1ta ETV 3 HannpokceHOM.

Hampokcen — mikapcekuii 3acid0 rpynu HIJI3, noxiguuii mpomioHOBOL
KUCIIOTH, Y 1994 poiii OyB cxBasieHUi sik 6e3pelienTypHuil mpenapart [l JIIKyBaHHS
OO0JII0 JIETKOTO Ta TOMIPHOTO CTyMeHs. Takoxk € e(eKTUBHUM MTPU TOCTPOMY OOJIIO 1

00JIAMH, IO TMOB’sI3aH1 3 PEeBMATUYHUMHM 3aXBOPIOBAHHSAMHU. SIK 1 1HIII JIIKAPCHKI
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3acobu miei rpynu gie sk Ha [IOI'l tak 1 wa I[OI'2, mpurHidyroud CHHTE3
NPOCTAarjiaHJAWHIB Y BOTHUIII 3amajJieHHs. Mae MEHIIWA HeraTMBHUH BIUIMB Ha
CIIM30BY NUTYHKY aHDX 1HJOMETAINH, alleTUJICATIIIIOBA KUCIOTa, alie, B TOW caMuid
yac, OUTBIIMI HIXK MeJToKcuKaMm. [Ipu 3actocyBaHH1 per 0s 01010CTYITHICTh CKJIa1a€e
omu3bko 95%. JloOpe 3B’s3yeThesl 3 OLIKaMH KpPOBI; META0OMI3yEThCS B MEUIHIIL.

[Insx BUBENECHHS: MEPEBAXKHO 3 ceueto (He3HAYHWM BiACOTOK 3 KajnoMm)( PucyHox

3.19).

www.hepatology-druginteractions.org

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBV) Naproxen

This report lists the summaries of potential interactions (i.e. "red”, "amber” and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey” classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.h ology-druginteractions.or

Description of the interactions

Potential clinically significant interaction - likely to require additional monitoring, alteration of drug dosage
or timing of administration (AMBER)

Tenofovir-DF (HBV) + Naproxen

Coadministration has not been studied. In vitro data suggest that naproxen is a weak inhibitor of OCT2, and also
inhibits the renal transporters OAT1 and OAT3 (which are involved in tenofovir excretion). Renal elimination of
tenofovir could potentially decrease, thereby increasing the risk of nephrotoxicity. The risk is also increased if an
NSAID is used for a long duration, if the patient has a pre-existing renal dysfunction, has low body weight, or receives
other drugs that may increase tenofovir exposure. Alternatives to NSAIDs should be considered in patients at risk for

renal dysfunction. If emtricitabine/tenofovir-DF is coadministered with an NSAID, renal function should be monitored
adequately.

Pucynox 3.19. Ilporokon B3aemoxii ETV 3 HanpokceHOM Ha OCHOBI 0a3u
nannx Hep-druginteractions.org (JIiBepmys) (02.10.2023).

Hampokcen mnpurniuye OAT2 1 OAT3, mo TakoX BIiAMOBiZaJIbHI 3a
BUBEJICHHS TEHO(POBIPY NPOKCUMAIbHUMHU KaHAJBISAMU HUPOK. TakuMm YuHOM
BUBEJICHHS OCTAaHHBOTO MOXXE 3MEHILUTHCS 32 PaxyHOK (apMaKOKIHETHUHOTO
aHTaroH13My, 10 30UIbIIY€E PU3HK HEYPOTOKCUUHOCTI TEHOPOBIPY.

BignoBimHo 40 BuIEBKazaHOro, B3aemojis HampokceHy 3 TDF e

HEeOE3MEeUHOI0 AJIs1 HUPOK 3 00Ky mpodiuTio Oe3neKu.
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[Ipotokon B3aemojili €HTEKaBipy 3 HAIMPOKCEHOM MPEJICTABICHO HUXKYE

(Pucynok 3.20).

www.hepatology-druginteractions.org (o S L

% LIVERP(

Interaction Report

Report ID:

Date Produced: 02 October 2023

Hepatology Treatment Co-medications
Entecavir Naproxen

This report lists the summaries of potential interactions (i.e. "red”, "amber” and “yellow” classifications) for the drugs in the
table above.

Interactions with a "green” or "grey"” classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions
No clinically significant interaction expected (GREEN)

Entecavir + Naproxen

Pucynox 3.20. IIporokon B3aemoxii ETV 3 HampokceHOM Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (JIiBepmyns) (02.10.2023).

Sk My Bxe 3a3HauyWIM, HanpokceH € 1HriditopoM OAT2, gkuil cyTTeBO He
BIUTMBA€ Ha BUJUICHHS EHTEKaBipy 3 opraHizmy. B3aemopiss 1muM nuisixom €
HU3bKOIO. EHTEKaBip HE YMHHUTH HETaTUBHOTO MOOIYHOTO €(EeKTy Ha HUPKHU, TOMY
MO>KJIUBICTh HEPPOTOKCUYHOTO €(EeKTy NpH OJHOYACHOMY 3aCTOCYBaHHI JIBOX

npenapariB € MaJIOMMOBIPHOIO.

3.1.11. Bzaemoaiss TDF T1a ETV 3 MmeTamizosioM HaTpilo.

Merami3osl — Ha PiBHI 3 alETUJICATIIIIOBOIO KUCJIOTOIO 1 10ympodeHoM €
JIOCUTH MOMYJISIPHUM JIIKapChbKUM 3ac000M Ha (hapMalleBTUYHOMY PUHKY Y KpaiHU.
Ha Bigminy Big BkazaHux JI3, Moxe 3acTOCOBYBAaTHCh TaKOX Y BHUIJISAIL
BHYTPIIIHBOM S30BUX 1H €KIIIH, IO MiABUILYE 010I0CTYHICTh METaMi30J1y.

MeraMi3osl — MOXiJHE MIPa30JOHY, L0 HAJIEKUTh A0 TPYNU HEKUCIOTHHUM

HoHomioiniB. B Ykpaini gocTynHuii y BUrIsiai TabJIeTOK Ta 1H €KIIHHUX PO3UMHIB.
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MexaHi3M J11i MeTaM130J1y 0 KIHIIS Tak 1 He Oys10 BUBUEHO. BBaxkaeThbcs, 1110
HOro MeTadoNiTH TaKOoX MPUTHIYYIOTh CHUHTE3 MPOCTarjiaHAWHa3y 3a PaxyHOK
iarioyBaras [IOI'. Jleski DOCHIKEHHS CTBEP/KYIOTh, IO aHAJATeTHYHA is
METaMi30Jly HE€ 3aJeXHTh Bl HOro mnpoTU3analbHUX BiacTUBOCTel. Huska
JOCTIAHUKIB TAaKOX BBa)ka€, II0 BIUIMB METaMi30Jy Ha LEHTPAJIbHY HEPBOBY
CHCTEMY TaKoX Moke OyTu moB’si3aHuil 3 BrumBoM Ha 1{OI'3. B npomy Bumaaky
HaBITh 1]I¢ JIedKa Cylepedyka Ha paxXyHOK TOro, IO METami30jl B OUIBIIIA CTYIeH1
1uri0ye [OI'3, yum [1OI2 1 [IOI'1 (Pucynox 3.21).

[Ins1X BUBEIECHHS: 3 CEUEIO.

www.hepatology-druginteractions.org = l 'l-:':'l:-i-,':] » W 'l

Interaction Report

Report ID:

Date Produced: 10 December 2023

Hepatology Treatment Co-medications
Tenofovir-DF (HBVY) Metamizole (Dipyrone)

This report lists the summaries of potential interactions (i.e. "red”, "amber” and "yellow" classifications) for the drugs in the
rable above.

Interactions with a "green” or "grey” classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions
Mo clinically significant interaction expected (GREEN)

Tenofovir-DF (HBV) + Metamizole (Dipyrone)

Pucynox 3.21. Ilporokon B3aemoxii TDF 3 meramizonom Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (JIiBepmys) (02.10.2023).

Meramizon B ocHoBHOMY MeTabomizyerbcsi CYP3A4. Tenodosipy
JIM30MPOKCHIT HE TIIJAETHCS METa00J113My B MEUIHIll, TOMY PU3UK B3a€MOJIii TaKUM
[UIIXOM MaJOMMOBIpHUM. MeTami3on He 3aTpuMye TeHO(OBIp B HUPKAX, TOMY
MOXJIMBICTh B3aEMO/IIT ITUM HUISTXOM TaK0X MajJOMMOBIpHA.

Takum ynHOM B3aemoiisi TeHODOBIPY AUZONMPOKCIIT hymMapar 1 MeTamizon €

0€e3IIEYHOIO.
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Takuit e pe3yapTaT MoKa3zye aHajli3 B3aeMOJIli €HTEKaBipy 3 METami30JjioM

(Pucynok 3.22).

FRSITY

wiww. hepatology-druginteractions.org I

LIVERPOOL

Interaction Report

R I

Dal:eeme}mduced: 10 December 2023

Hepatology Treatment Co-medications
Entecawvir Metamizole (Dipyrone)

This report lists the summaries of potential interactions (i.e. "red”, "amber” and "yellow" classifications) for the drugs in the
table above.

Interactions with a "green” or "grey” classification (i.e. no clinically significant interaction or no clear data) have been checked
and are listed at the end of this report, but summaries are not shown. Please note that some co-medications with a green
classification may require dose adjustment due to hepatic impairment.

For full details of all interactions, see www.hepatology-druginteractions.org .

Description of the interactions
Mo clinically significant interaction expected (GREEN)

Entecavir + Metamizole (Dipyrone)

Pucynox 3.22. Ilpotokon B3aemonii ETV 3 meramizonom Ha OCHOBI 0a3u
nanux Hep-druginteractions.org (Jlisepmyinb) (02.10.2023).

Sk Bxe OyJ0 3a3HAYEHO, METaM130J1 METa0OI3Y€EThCS B TIEUiHIII 32 y4acTHO
CYP3A4. EntexaBip TakoX HE MiIA€ThCA META00J13My B MEYiHI[, TOMY PHU3UK
HETaTHBHOI B3a€MOJIl MM MUIIXOM TaKOXX € HU3bKUM. EHTEKaBip BUBOAMTHCS
HUPKaMH, METaM130J1 HE TEPEIIKOKAE WOTO BUBEICHHIO, TOMY PU3HK B3a€MOJII1
IIUM TIUTSIXOM TaKOX € HU3bKHAM.

TakuM YMHOM B3a€MO/II €HTEKaBIpy 3 METAMI30JIOM TakOX € Oe3MeyYHOI0,

3BaKal0uu Ha MpoduTb OE3MEeKH.

3.2. AHAaJi3 4aCTOTH CYMiCHOI0 NPU3HAYEHHS NPSAMMUX NPOTUBIPYCHUX

Jikapcbkux 3ac00iB i3 HIIJI3 y xBopux Ha XxpoHiuHuii renatur B.
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Hamu Oynu mpoanamizoBani 47 BUIKMCOK 3 1CTOpii XBOpOO MAalll€HTIB 13
pEIUTIKaTUBHUM BapiaHTOM XPOHIYHOIO Tematuty B, sKi mpoxoawiu JiKyBaHHA
IPSIMUMH [IPOTUBIPYCHUMH JTIKAPCHKUMU 3aco0amu — TeHO(oBipoM (35 xBopux) Ta
eHTekaBipoM (12 xBopux).

i mamienTn Takox npuitmaim HITJI3 (imgomeranus, acmipuH, TUKI0(GEHaK,

10ympoen) uIsi 3MEHIIEHHs] CUMITOMIB apTpairii mpu ocreoaptposi (PucyHok

3.23).

B HedpoToKcuUHi No6iuHi peakuil

EBigcyTHicTb Hep pOTOKCUUHMX NOBIYHNX
peaxyin

Pucynok 3.23. Yactota HeDpOTOKCHMYHMX TMOOIYHHUX peakuid mpu
onHovyacHomy nipuitomi TTTTJI3 Ta HITJI3.

Byno BcranoBieHo, 1m0 npu oHOYAacHOMY Tipuiiomi TeHodoBipy 13 HITJI3 y
5 (14,3%) xBopux Manu Micie Ja0opaTopHi O3HAaKH (MiKpoalTbOyMiHYPIi,
HWTHAPYPIT Ta MPOTETHYPIi), SIK1 3HUKIU TIPH 3aMiHI TeHO(DOBIPY Ha EHTEKaBIP.

B rpymi xBopux nHa XI'B, ski mnpuiiManu eHtekaBip Ta HIII3,

HEe(PPOTOKCHUYHMX MOOIYHUX peakKiliii BCTAHOBJICHO HE OYJIO.
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BUCHOBKU

1. CywmicHe mpusHaueHHs TeHO(hoBipy 13 Oumpmrictio HIJI3 morpebye
KOHTPOJIO (PUIBTPAIiitHOI CIIPOMOKHOCTI HHMPOK, iX 3arajbHOTO CTaHy, a TaKOX
MOK€ MPU3BECTU 10 HE(HPOTOKCHUHOTO €(PEeKTy Ha TKAHHUHY HHUPOK, O PO3BUTKY
MIKpoanbOyMiHypii, HUIIHAPYpIi Ta mpoTeinypii (B 14,3% crnocTepekeHs).

2. [Ipermapar Meramizony HaTpilo, Ha PpiBHI 3 JiJItoHI3AIOM, B
koMmOinalii 3 TeHodoBipoM, cTae mpenapaToM BHOOPY MPU KOPOTKOTPUBAIOMY
npu3HayeHH1 1 xBopux Ha XI'B Ha ¢oH1 npuitoMmy TeHO(OBIpY.

3. Axio xBopuii Ha XI'B TpuBanuii yac Bxke npuiiMae €eHTEKaBip 3 METOIO
BipycemmiHamii adbo 3umxeHHs TuTpy HBV npu penikatusniii dpopmi XI'B, To
MpPU3HAYEHHSI OUIBIIOCTI MPOTH3aMajbHUX JIKAPCHKUX 3ac00IB HE MaroTh
HE(PPOTOKCUYHOTO €(eKTy Ta He MNOTpeOYyIOTh PETENbHOTO  KOHTPOJIIO
(G1IBTpaliiiHOl CIPOMOKHOCTI HUPOK, 10 pOOUTH €HTEKaBIp JIIKAPCHKUM 3aCO00M

BUOOpY y xBopux Ha XI'B pu ogHouacHomy npuiiomi 13 HITJI3.



58

CITUCOK BUKOPUCTAHUX TKEPEJI

l. Lee, Hye Won et al. “Hepatitis B Virus Cure: Targets and Future
Therapies.” International journal of molecular sciences vol. 22,1 213. 28 Dec.
2020.

2. Alter, HJ, and B S Blumberg. “Further studies on a "new" human
isoprecipitin system (Australia antigen).” Blood vol. 27,3 (1966): 297-309.

3. Polaris Observatory Collaborators. “Global prevalence,
treatment, and prevention of hepatitis B virus infection in 2016: a modelling
study.” The lancet. Gastroenterology & hepatology vol. 3,6 (2018): 383-403.

4. Seeger, Christoph, and William S Mason. “Molecular biology of
hepatitis B virus infection.” Virology vol. 479-480 (2015): 672-86.

5. European Association for the Study of the Liver. Electronic
address: easloffice@easloffice.eu. and European Association for the Study of
the Liver. “EASL 2017 Clinical Practice Guidelines on the management of
hepatitis B virus infection.” Journal of hepatology vol. 67,2 (2017): 370-398.

6. Guvenir, Meryem, and Ayse Arikan. “Hepatitis B Virus: From
Diagnosis to Treatment.” Polish journal of microbiology vol. 69,4 (2020):
391-399.

7. Moini, Maryam, and Scott Fung. “HBsAg Loss as a Treatment
Endpoint for Chronic HBV Infection: HBV Cure.” Viruses vol. 14,4 657. 22
Mar. 2022.

8. Loggi, Elisabetta et al. “Virological Treatment Monitoring for
Chronic Hepatitis B.” Viruses vol. 14,7 1376. 24 Jun. 2022.

0. HBF Hepatitis B test [Internet]. Doylestown (USA): Hepatitis B
Foundation; 2018b. [cited 2020 Sep 3]. Available from https:/www.
hepb.org/prevention-and-diagnosis/diagnosis/hbv-blood-tests [Google
Scholar]

10.  Pardee, Michelle. “Diagnosis and Management of Hepatitis B
and C.” The Nursing clinics of North America 54 2 (2019): 277-284 .



59

11.  Neuberger, James et al. “Guidelines on the use of liver biopsy in
clinical practice from the British Society of Gastroenterology, the Royal
College of Radiologists and the Royal College of Pathology.” Gut vol. 69,8
(2020): 1382-1403.

12.  Wong, Grace Lai-Hung et al. “Is transient elastography
inaccurate in chronic hepatitis B and non-alcoholic fatty liver disease?.”
Journal of hepatology vol. 55,2 (2011): 497.

13. Li, Qiang et al. “Accuracy of FibroScan in analysis of liver
fibrosis in patients with concomitant chronic Hepatitis B and nonalcoholic
fatty liver disease.” Medicine vol. 99,23 (2020): €20616.

14.  Lee, Jong-Han, and Hyon-Suk Kim. “Current laboratory tests
for diagnosis of hepatitis B virus infection.” International journal of clinical
practice vol. 75,12 (2021): e14812.

15. Dekker, Simone E et al. “Treatment and Prevention of Acute
Hepatitis B Virus.” Clinics in liver disease vol. 25,4 (2021): 711-724.

16.  Pattyn, Jade et al. “Hepatitis B Vaccines.” The Journal of
infectious  diseases vol. 224,12 Suppl 2 (2021): S343-S351.
doi:10.1093/infdis/jiaa668

17.  Polaris Observatory Collaborators. “Global prevalence, cascade
of care, and prophylaxis coverage of hepatitis B in 2022: a modelling study.”
The lancet. Gastroenterology & hepatology vol. 8,10 (2023): 879-907.

18.  Lebossé, Fanny, and Fabien Zoulim. “Vaccination contre le
virus de I’hépatite B et prévention du cancer du foie” [Hepatitis B vaccine and
liver cancer]. Bulletin du cancer vol. 108,1 (2021): 90-101.

19.  National Center for Biotechnology Information. "PubChem
Compound Summary for CID 464205, Tenofovir" PubChem,
https://pubchem.ncbi.nlm.nih.gov/compound/Tenofovir.

20.  Wassner, Chanie et al. “A Review and Clinical Understanding

of Tenofovir: Tenofovir Disoproxil Fumarate versus Tenofovir



60

Alafenamide.” Journal of the International Association of Providers of AIDS
Care vol. 19 (2020): 2325958220919231.

21.  Shah, Shahini et al. “Is tenofovir disoproxil fumarate associated
with weight loss?.” AIDS (London, England) vol. 35,Suppl 2 (2021): S189-
S195.

22.  Podany, Anthony T et al. “Plasma and intracellular
pharmacokinetics of tenofovir in patients switched from tenofovir disoproxil
fumarate to tenofovir alafenamide.” AIDS (London, England) vol. 32,6
(2018): 761-765.

23.  Di Perri, Giovanni. “Tenofovir alafenamide revisited.” Le
infezioni in medicina vol. 28,4 (2020): 525-533.

24.  Lim, Young-Suk et al. “Review article: switching patients with
chronic hepatitis B to tenofovir alafenamide-a review of current data.”
Alimentary pharmacology & therapeutics vol. 55,8 (2022): 921-943.

25.  Agarwal, Kosh et al. “96 weeks treatment of tenofovir
alafenamide vs. tenofovir disoproxil fumarate for hepatitis B virus infection.”
Journal of hepatology vol. 68,4 (2018): 672-681.

26.  Ogawa, Eiichi et al. “Switching to tenofovir alafenamide for
nucleos(t)ide analogue-experienced patients with chronic hepatitis B: week
144 results from a real-world, multi-centre cohort study.” Alimentary
pharmacology & therapeutics vol. 56,4 (2022): 713-722.

27.  Lim, Jihye et al. “Efficacy and safety of tenofovir alafenamide
versus tenofovir disoproxil fumarate in treatment-naive chronic hepatitis B.”
Liver international : official journal of the International Association for the
Study of the Liver vol. 42,7 (2022): 1517-1527.

28.  Suzuki, Kazuharu et al. “Effect of switching from tenofovir
disoproxil fumarate to tenofovir alafenamide on lipid profiles in patients with
hepatitis B.” PloS one vol. 17,1 €0261760. 20 Jan. 2022.

29. Tao, Xingbao et al. “Efficacy and safety of the regimens

containing tenofovir alafenamide versus tenofovir disoproxil fumarate in



61

fixed-dose single-tablet regimens for initial treatment of HIV-1 infection: A
meta-analysis of randomized controlled trials.” International journal of
infectious diseases : 1JID : official publication of the International Society for
Infectious Diseases vol. 93 (2020): 108-117.

30.  Zhang, Qian et al. “Low-level viremia in nucleoside analog-
treated chronic hepatitis B patients.” Chinese medical journal vol. 134,23
2810-2817. 10 Nov. 2021.

31.  Lampertico, Pietro et al. “Switching from tenofovir disoproxil
fumarate to tenofovir alafenamide in virologically suppressed patients with
chronic hepatitis B: a randomised, double-blind, phase 3, multicentre non-
inferiority study.” The lancet. Gastroenterology & hepatology vol. 5,5 (2020):
441-453.

32.  Sales, Gabriel Teixeira Montezuma, and Renato Demarchi
Foresto. “Drug-induced nephrotoxicity.” Revista da Associacao Medica
Brasileira (1992) vol. 66Suppl 1,Suppl 1 s82-s90. 13 Jan. 2020.

33.  Ueaphongsukkit, Thornthun et al. “Tenofovir alafenamide
nephrotoxicity: a case report and literature review.” AIDS research and
therapy vol. 18,1 53. 21 Aug. 2021.

34.  Seo, Jun Won et al. “Recovery of Tenofovir-induced
Nephrotoxicity following Switch from Tenofovir Disoproxil Fumarate to
Tenofovir Alafenamide in Human Immunodeficiency Virus-Positive
Patients.” Infection & chemotherapy vol. 52,3 (2020): 381-388.

35. Ramamoorthy, Hemalatha et al. “Melatonin protects against
tenofovir-induced nephrotoxicity in rats by targeting multiple cellular
pathways.” Human & experimental toxicology vol. 40,5 (2021): 826-850.

36.  Matlosz, Barttomiej et al. “Discontinuation of tenofovir due to
nephrotoxicity: insight into 12 years of clinical practice.” Przeglad

epidemiologiczny vol. 73,2 (2019): 249-255.



62

37.  Stinco, Mariangela et al. “Treatment of hepatitis B virus
infection in children and adolescents.” World journal of gastroenterology vol.
27,36 (2021): 6053-6063.

38. De Benedetto, Ilaria et al. ‘“Plasmatic and intracellular
concentration of entecavir during treatment of a symptomatic flare in HBV-
HDV decompensated cirrhosis.” Journal of infection and public health vol.
13,2 (2020): 315-316.

39.  Yang, Young-Joo et al. “Assessment of current criteria for
primary nonresponse in chronic hepatitis B patients receiving entecavir
therapy.” Hepatology (Baltimore, Md.) vol. 59,4 (2014): 1303-10.

40.  Yang, Tao et al. “Effects of Fuzheng Huayu recipe on entecavir
pharmacokinetics in normal and dimethylnitrosamine-induced hepatic
fibrosis rats.” Pharmaceutical biology vol. 58,1 (2020): 1-7.

41.  Ahn, Young Eun et al. “Maintaining Antiviral Efficacy after
Switching to Generic Entecavir 1 mg for Antiviral-resistant Chronic Hepatitis
B.” The Korean journal of gastroenterology = Tachan Sohwagi Hakhoe chi
vol. 77,1 (2021): 22-29.

42.  Jeon, Mi Young et al. “Entecavir and tenofovir on renal function
in patients with hepatitis B virus-related hepatocellular carcinoma.” Journal
of viral hepatitis vol. 27,9 (2020): 932-940.

43.  Vogel, Arndt et al. “Hepatocellular carcinoma.” Lancet
(London, England) vol. 400,10360 (2022): 1345-1362.

44.  Kulik, Laura, and Hashem B El-Serag. “Epidemiology and
Management of Hepatocellular Carcinoma.” Gastroenterology vol. 156,2
(2019): 477-491 .el.

45.  Chidambaranathan-Reghupaty, Saranya et al. “Hepatocellular
carcinoma (HCC): Epidemiology, etiology and molecular classification.”

Advances in cancer research vol. 149 (2021): 1-61.



63

46. Huang, Yongfa et al. “Tenofovir over Entecavir on
Hepatocellular Carcinoma Prevention: Potential Mechanisms and Suitable
Population.” Liver cancer vol. 12,1 87-88. 8 Sep. 2022.

47.  Choi, Won-Mook et al. “Effects of Tenofovir vs Entecavir on
Risk of Hepatocellular Carcinoma in Patients With Chronic HBV Infection:
A Systematic Review and Meta-analysis.” Clinical gastroenterology and
hepatology : the official clinical practice journal of the American
Gastroenterological Association vol. 19,2 (2021): 246-258.€9.

48.  Tsai, Ming-Chao et al. “Tenofovir Is Superior to Entecavir on
Tertiary Prevention for BCLC Stage 0/A Hepatocellular Carcinoma after
Curative Resection.” Liver cancer vol. 11,1 22-37. 21 Sep. 2021.

49.  Fioroti, Carlos Eduardo Andrade et al. “Tenofovir-induced renal
and bone toxicity: report of two cases and literature review.” Revista do
Instituto de Medicina Tropical de Sao Paulo vol. 64 €10. 14 Feb. 2022.

50.  Roediger, Rebecca et al. “Adefovir for lamivudine-resistant
hepatitis B.” Antiviral therapy vol. 27,2 (2022): 13596535211067605.

51.  Zeng, Jing et al. “Tenofovir-induced osteopenia and
hyperparathyroidism: A case report and literature review.” Frontiers in
endocrinology vol. 13 1043954. 11 Jan. 2023.

52.  Maggiolo, Franco et al. “Bone mineral density in virologically
suppressed people aged 60 years or older with HIV-1 switching from a
regimen containing tenofovir disoproxil fumarate to an elvitegravir,
cobicistat, emtricitabine, and tenofovir alafenamide single-tablet regimen: a
multicentre, open-label, phase 3b, randomised trial.” The lancet. HIV vol.
6,10 (2019): €655-e666.

53.  Kikuchi, Kenichi et al. “Polyarthritis presented in a patient with
untreated chronic hepatitis B infection.” Modern rheumatology case reports
vol. 7,1 (2023): 320-323.

54.  Zimmermann, Anthony E et al. “Tenofovir-associated acute and

chronic kidney disease: a case of multiple drug interactions.” Clinical



64

infectious diseases : an official publication of the Infectious Diseases Society
of America vol. 42,2 (2006): 283-90.

55. Mingione, Alessandra et al. “High parathyroid hormone
concentration in tenofovir-treated patients are due to inhibition of calcium-
sensing receptor activity.” Biomedicine & pharmacotherapy = Biomedecine
& pharmacotherapie vol. 97 (2018): 969-974.

56.  Kim, Sang Jin et al. “Tenofovir does not induce renal
dysfunction compared to entecavir in post-liver-transplant hepatitis B virus
patients.” Annals of surgical treatment and research vol. 99,3 (2020): 180-
187.

57. Rao, Mana et al. “Fanconi Syndrome Leading to
Hypophosphatemic Osteomalacia Related to Tenofovir Use.” Infectious
disease reports vol. 13,2 448-453. 24 May. 2021.

58.  Yang, Xiaoxian et al. “Comparison of renal safety and bone
mineral density of tenofovir and entecavir in patients with chronic hepatitis
B: a systematic review and meta-analysis.” International journal of infectious
diseases : IJID : official publication of the International Society for Infectious
Diseases vol. 124 (2022): 133-142.

59.  Jung, Chan-Young et al. “Tenofovir is Associated With Higher
Risk of Kidney Function Decline Than Entecavir in Patients With Chronic
Hepatitis B.” Clinical gastroenterology and hepatology : the official clinical
practice journal of the American Gastroenterological Association vol. 20,4
(2022): 956-958.

60.  Drozdzal, Sylwester et al. “Kidney damage from nonsteroidal
anti-inflammatory drugs-Myth or truth? Review of selected literature.”
Pharmacology research & perspectives vol. 9,4 (2021): e00817.

61.  Lucas, Guillherme Nobre Cavalcanti et al. “Pathophysiological
aspects of nephropathy caused by non-steroidal anti-inflammatory drugs.”

Jornal brasileiro de nefrologia vol. 41,1 (2019): 124-130.



65

JTOJATKH

Anpo0auis pe3yJbTaTiB 10CiIKEHHS
JlopaTok A

XII BceykpaiHchbka HayKOBO-TIpaKTHYHA KOH(EpEHIlis 3a Y4acTio
MDKHApOJHUX  CHEIlaicTIB 3  KJIiHIYHOiI  (apmakonorii  «KiiHiuHa
(dhapMaKoIoris ChbOTOJEHHS: MUISIXH MaKCUMaJIbHOI JIOMOMOTH JTIKAPCHKIH

cnetiasibHOCT» (9-10 nucronana 2023 poky, Binuuiis)

KJIHIKO-®APMAKOJIOTI'TYHI OCOBJUBOCTI B3AEMO/III
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AKTyaJabHicTb. BuHcoka po3MOBCIOKEHICTh TOCTPOrO Ta XPOHIYHOTO
renatuty B (XI'B) 306epirae cBoo akTyalbHICTh, HaBITh NP MACOBIN BaKIIMHAILIT
HacedeHHs npotu 1€l iHdekmii. TpuBamuit nepedir XI'B npusBoauTh [0
nporpecyBadHs (iOpo3y MEUiHKH, a TAKOXK METaruiasii TenaTolUTIB 3 PO3BUTKOM
renaToLesoIspHOI KapIIMHOMHU. 3pOCTaE 3aXBOPIOBAHICTh HA AyTOIMYHH1 XBOPOOH,
IMyHO3amajgpHy NaToJorito, 30Kpema micias mnepeHecenoro COVID-19, mo
OOyMOBIIO€ HEOOXIJHICTh MPU3HAYEHHS LI Tpymi Nali€HTIB HECTEpPOIAHi

npoTtusananbHi Jikapcbki 3acodu (HIJI3). [Toennannus npoTuBipyCHUX MpenaparTiB
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TeHo(oBipy abo eHtTekaBipy i3 rpynoro HIIJI3 mpu komopOinHiii maronorii Majio

BHUBUYCHA TEMa, sIKa MOTPeOye KIiHIKO-(hapMaKoJIOTIYHOTO aHATi3Y.

Mera gociaigkeHHs. Bu3HauuTH NOOTEHIINWHO HeOe3meyHli KomOiHarl
Jikapebkux 3aco0iB (JI3) mpotu Bipycy rematuty B (HBV) — Tenodosipy Ta
earekaBipy 13 HIIJI3, Bu3HauuTu cTparerito OE3MEYHOr0 MPU3HAYCHHS

poTHU3anaibHOI (hapmakoTeparnii Ha poH1 TPOTUBIpycHOTO JikyBaHHsA X[ B.

Marepiajau Ta metoau. /[o matepianiB MOCHIDKEHHS Oyiau BKIIOYECHI 22
MIPOTOKOJIM CYMICHOCTI JIIKAPCHKUX 3ac001B, sIK1 OyJIM ITpoaHalizoBaHi Ha caiiti Hep-

Druglnteractions.org  JliBepnyJabCbKOro  YHIBEPCUTETY (https://www.hep-

druginteractions.org/checker) (Bemuka bpuranis) Tta DrugBank Online

(https://go.drugbank.com/) (CLLIA).

PesyabTatu. B pe3ynbrari npoBeNeHUN  JOCHIKEHb HaMu  OyIio
BCTAHOBJIEHO, 10 TEHOMOBIp Mae€ TMIABHUILEHY HMOBIPHICTh  BHUCOKOI
HEe(POTOKCUYHOCTI Tipu oAHOYacHOoMY nipu3HadeHH1 13 HITJI3, ocob6mmBo y ocib i3
MOPYIICHHSMHU (DUIBTPALIMHOI CIIPOMOKHOCTI HUPOK Ta XBOPHUX 13 3MEHIICHOIO
Macow Tijga. 30Kpema, I1HJOMETallMH, achipuH, aukiodeHak, 10ympodeH,
MedeHamoBa KHCIIOTa, TIPU OJHOYACHOMY mpusHadyeHH1 aekuibkox HIIJI3 abo
BHCOKHUX JI03 TIpernapariB, MOXKYTh MPU3BECTH J0 3HAYHOTO YIIKO/HKCHHS TKAaHUHU
HUPOK NPHU OJHOYACHOMY MPU3HAYEHHI iX 13 TeHOPOBIpoM. BBaxknuBum € Te, 110
TeHO(hOBIP CyMICHHH 13 M1()IIFOHI3aIOM, METaMi30JI0M Ta MaparneTaMoJioM, 110 J1a€

MO>KJIMBICTh CYMICHOT'O MPU3HAYCHHS KOMOIHAIIIH ITMX MTpenaparis.

[Ipu anami3i B3aeMoili €HTEKaBipy, KU TaKOXX BKJIIOYEHUN B CTaHAAPTU
JiKyBaHHs perutikaTuBHOT (Gopmu XI'B, BaXIMBOIO € BiJICYTHICTb HETaTHBHHX
HACIIKIB TPU TMPU3HAYCHHI I[LOTO NPSIMOTO TPOTHUBIPYCHOTO Tpemapary i3
Jmikapcbkumu  3acobamu  rpynu  HIIJI3  (HampokceHOM,  MIPOKCHKAMOM,

IIETIEKOKCHOOM, MEJIOKCUKAaMOM, TOIIIO).

BucnoBku. [Ipy npusHaueHHI NPSMOTO MPOTUBIPYCHOTO IMpemnapary s

JikyBaHHs Brepie BusiieHoro XI'B - TeHO(DOBIpY € eBHI 0OMEXEHHS Y XBOPHUX,
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aki TpuBanuid dvac npuiimarote HIIJI3. CymicHe BxkuBaHHs TeHOOBIpY 13
outbmictio HIUI3 Moxe npusBecTtd 10 HEPPOTOKCUYHOTO €(EeKTy Ha TKAHUHY
HUPOK, 10 PO3BUTKY HUPKOBOI HETOCTATHOCTI. B 11i#i KiTiHIUHIN cUTYyaIlil TOiThHIM
€ mpu3HaYeHHS XBopoMmy Ha XI'B came eHTekaBipy, KWl HEMae HECTIPUSTINBUX

B3a€MO/IIM MpakTUyHO 3 ycima HITJI3.

Takox, TpakTHYHO 3HAYYIIOK € 1H(opMaris sl JIKapiB, KOJU XBOPHI
TpUBaIMK 4Yac mpuiiMae TeHo¢oBip 3 MeToro BipyceniMinauii HBV Tta motpebye
npusHayeHHss HIIJI3. Buacnigok HeDpPOTOKCHYHOCTI € HEOE3MEeYHOI OUIBIIICTD
MPOTU3ANATBHUX JIIKAPCHKUX TMpernaparTiB, KpiM JidIIroHI3aly Ta METamizomly, sKi
CTaIOTh IpemapaTaMu BUOOPY MPH KOPOTKOTPUBAJIOMY MPU3HAYCHHI JTsI XBOPHUX HA

XI'B na ¢oni npuiiomy TeHODOBIpY.

SAxmo xBopuid Ha XI'B TpuBamuii yac BKe NpHIIMAE €HTEKaBIp 3 METOIO
BipycemimiHaiii abo 3HwkeHnHs tutpy HBV mpu peruikartusaiit popmi XI'B, To
NPU3HAYEHHS1 OUIBIIOCTI MPOTH3aNajbHUX JIKAPCHKUX 3ac001B HE MAalOTh
He(PpPOTOKCHMYHOTO edeKTy Ta He TMOTPpeOyIOTh PETEIbHOTO  KOHTPOIIIO

(G1IBTpaliiiHOT CIIPOMOKHOCTI HUPOK.



68

JlomaToxk B

HaykoBo-npaktnuna koHpepeHiis «Kiiniuna ¢apmakosoris Ta

dbapmMarieBTHYHA omika: cydacHl TpeHau» (12 rpyaas 2023, Kuig)

HALIOHANBHWUIA MEAUYHWIA YHIBEPCATET IMEHI 0.0. BOrOMOJIbLIA
CTYAEHTCbKE HAYKOBE TOBAPWUCTBO IMEHI O. A. KNCENA

P =
——e
e &
KOHKYPC 3 KJIIHIYHOI
SAPMAKOJIOTIL

Cemel)iKaT
Ne 26

HarOPOLXKYETHCH

KOXAH OJIEKCAHIPA OJIEKCAHIPIBHA

3emckoB C
OBOTH TA IHHOBALLIIA,

KIHIY

aBuyk M.C.
i

rONoB CHT IME

12-13 rpygHs, 2023 poky
M. KKiB, YkpaliHa




69
Jlomarok J{

HayxoBo-mpakTiuHa KOH(pEpeHIiss 3 MDKHAapOJHOI  YYacTIo,
npucBsdeHa 25-piyuio (apmaneBTu4HOr0 (akynprery «DapmaieBTUUHA
OCBiTa, HayKa Ta NpPaKTUKA: CTaH, MPOOJIEMH, MEPCHEKTHBH DPO3BUTKYY,
npucBsiueHa 25-piuuio QapmaneBTUdHOro (¢axkynprery HarionaasHOTrO
MeauuHoro yHiBepcuteTy iMeH1 O.0. boromonbiis (19-20 rpynus 2023 poky,
Kuis)



AHAIS HEGPOTOKCHYHHX HOBMHHX PEAKLLIL OPIMOLI0
NPFOTHBIPYCHOIONIKAPCBKODO 3ACOBY IIPH JHKYBAHHI
XPOHIYHOI'O FEHATHTY B HA ®@OHI ITPOTH3ANIA/ILHOT
DAPMAKOTEPALIT
IMiscsrnii J1.J1., Koxan 0.0, Xaiirosma M.B.

Kaie apa gminivnol dapMaronorii Ta ks sl dapMan ii
Hawonanewuli menmumii yuisepeuteT imeni 0.0, boromoneus
M. Knis, ¥epaina

Beryn Y cyuacuiil gnimismii npakTHnl 10epiracTeC A THATHE POANOBCH THEH HS
xpouivnore sipyvesoro renaruty B (XTB) cepen wacenennsa Yepainn Bofiosl mii
IMAUHA KUTEKICTE ONEPATHRHHX BTPY UAHE, TEPETHBAHHS KPOBI CIPHAKTE IPOCTAHHIO
goHTaMIBanI xBopux Bipycom HBV, YacTo kniHiaHi NPOSER UEOTO FENATHTY MAKTE
CTepTHil XapakTep Ta NpoABNAOTE cefe nHme va Qodi npriloMy AHANErETHEIB TA
HECTEPOLTHHX npoTHIananeHmx nikapckkux dacodim ( HIUI3) [pofnema srbopy
OpAMEX NPOTHBIPYCHHX NMpenapatis 118 enimimani HBY sipyvey #a doni TpHBATOND
npuiioMy drcieHsnx Gonesacnokiinnenx Ta npotuianansiuxy 13 € akTvanssow Ta
noTpedye s::[iilia:o-qmpuammriqﬂam amamay,

Mera jocninenna.  Knmiko-japmakonoriumil  amain  noTeuiimo
wefe3ne HHX He(POTOKCHYHIX Peakuli NpH NPH3KAYEHHI IPSMOTO NPOTHBIPYCHOrO
113 rewoiporipy npr nikyeausi XIB wa doni Tpreanoro npriiosmy HI3,

MeToon mochimkenns. Y podoTl NpoaHANDOBAHI NPOTOKOIH MOTEHUIiHO
pefeIneunuy nOOIMHHX  peakuii, npH  NpHIHAYeHH] NPAMHEX  OPOTHBIPYCHHX
mpenaparis Ta HIUE 3a agonomorow [lisepmynscexol Gmn gassx — Hep-
Drugl nteractions.org ta dapMakonoriueci 6me DrugBank Online,

PexyarraTrn. Berawosnewo, wo  maiiduiiemw  poanosciomxennm I3 ans
aip}rar[ir.uimui'i HBY ¢ Ttesodwosip. awmil mac OVTH OpHIHAYATHCA  1pH
pen:umrnu.imm}r papianTi XI'B 3 MeTo nonepemKeHHs NPorpecyBaHHs dnﬁpu':}r
MEYIHKH TA POIBHTEY TEenarouenionapaol kapurHosi. Kpiv komopd ol naTtonoril,
axa motpedyve HIUD3 ta Gonesacnokiiinuey dapMakoTepanio, v GaraTeox XBOPHX €
RAIHIYHI 03HAKH PeakTHBALIT XposMBoro renatuty B v surnani aprpanriil Ta miaarii,
M0 COOHYEAE XBOPEX HekoTpoakoBado npuiimare HIUIZ wa -[|)ui|i npHioMy
TeHOQOBIPY. ANe OpH PeTeNLHOMY KIIHIEC-JapMAROIOTTUHOMY aHANDI HaMiE OV10
BCTAHOBIEHO, WO TERO(IOBIP Mac NIIBHIEHNH PH3HK HePOTOKCHIHHX peakuili npu
oIHOYACHOMY npHimavendi 13 Ouemicno HIUT3  (6yopoden,  acnipnHos,
HADMeTAUHHOM, JuEnodermarom), [IpH BHABNEHHI ULOTD COOIYVYHOTO NP HIHAYEHHS
MIKAPCEEHK FACO0IE MANKHTH, OCOOMHED 13 IMEHIIERDI0 MACOID TINA, NOTPedyIoTh
PETENLHOMD OOCTEReHHA (VHKLIN HHPOK Ta BHKTIO Y& HHA NOPYINEHb IX diabTpauiiso i
cnpoMoHOCTI, Brammmmenm ¢ Te, mpo tesodomip cymicHmi 13 gidumonnanom,
METAMI0IOM T4 NAPANETAMONOM, WO 8¢ MOKIHBICTE CYMICHOTO MPHIHAYEHHA
EOMGIHANI WX NpenapaTis.

Buenoskn. [lpasvuii nporesipycuii /13 Tenodosip mMac amaunnii noTewnian
00 POABHTEY HeipoToRCHYH I 100 MEHX peakn il v xeopux va XIB, axi tpusanmi
yac npuimaore HIUDZ (Gyvopodien, acoipes, [HIOMETAUHH, JHEIO(EHIK),

%

BapianTomM IMeHLeHHA T HeDEINeKH € MPRIIoM PaioM 3 TeHodORHPOM Tidumon amy
T METAMITONY NPH IX KOPOTROT PHBANOMY [PHIHAYE HHI,
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Keywords: hepatitis B, antiviral drugs, entecavir, tenofovir, anti-
inflammatory drugs , interaction, nephrotoxicity

Introduction. The increase in the incidence of viral hepatitis B is an urgent
problem throughout the world, even despite mass vaccination of the population. The
long course of the disease leads to negative side effects: liver fibrosis, hepatocellular
carcinoma. There is also an increase in autoimmune diseases and immuno-
inflammatory pathologies (especially after COVID-19), which, in turn, requires the
prescription of non-steroidal anti-inflammatory drugs (NSAID) for this group of
patients. However, the use of direct antiviral drugs - tenofovir and entecavir - in
combination with NSAIDs is a poorly studied topic that requires additional clinical
analysis.

Materials and methods. Analysis of relevant Internet sources and literature;
analysis of dated interaction protocols of the specified medicinal products from the
Hep-druginterections.org and DrugBank Online website; analysis of medical history
extracts of patients with replicative form of HBV who additionally use non-steroidal
anti-inflammatory drugs (47 people, among whom 35 used tenofovir and 12 —
entecavir).

Results. Tenofovir and entecavir are the standards for the treatment of
hepatitis B. As a result of our research, it was found that the simultaneous use of
tenofovir with drugs from the group of NSAID can lead to negative side reactions
from the urinary system of the human body, in particular, to damage to the kidney
tissue, especially in patients with reduced body weight and in patients with impaired

filtration capacity of the kidneys. When analyzing medical records of hepatitis B
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patients, we found that 14.3% of patients had manifestations of microalbuminuria,
cylindruria, and proteinuria. In this clinical situation, it would be appropriate to use
entecavir in combination with a group of nonsteroidal anti-inflammatory drugs, as a
drug with no nephrotoxic side effects. It is important to note that the simultaneous
use of tenofovir with metamizole sodium and diflunisal did not reveal a nephrotoxic
effect, so this combination is appropriate for short-term anti-inflammatory therapy
against the background of chronic hepatitis B treatment.

Conclusions. Taking into account the conducted experiments, the
combination of antiviral tenofovir with the group of NSAIDs in comorbid pathology
1s possible only with metamizole sodium and diflunisal in short-term treatment. In
this clinical situation, it would be appropriate to use entecavir, as a drug with

appropriate antiviral activity and a high safety profile.



