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Ilepexnan YKpaiHCBKOK MOBOIO, ABTEHTHYHICTL SKOTO Ilo PECCTpaulllHOI‘O MOCBINYeHHSs

MOTBEp/KEHA  YNOBHOBAXKEHOW  ocobol0  3adBHHKA Ne 75 & Osin 900(7;'( M,{@

(Bypuera 1.1O.), iHcTpyKuii npo 3acTocyBaHHs NIKapChKOro

3acoly (thbophfaui'f I NALi€HTa), 3a§BigqeqHﬁ i AnHcoM V/Q//é?{ {7_/7’/0 ,{/D ,/

YIIOBHOBAKEHOI1 ocobu, 110 BHCTYIIA€ B1J IMEH1 3asBHHKA.

Indopmanisn pasa nanienTa
AKPUIITET'A (ACRIPTEGA)

Hoayrerpasip (y Burasai Hatpilo)/JlamiByaun/TenodoBipy aumsonpoxcuiay ¢ymapar

50 mr/300 mr/300 mr Tabaerku

Ilepen moyaTkoM npHiioMy JAHOr0 NpeNapaTty YBaKHO NMPOYHTANTE JAHHH JIHCTOK-BKJIATHII

MOBHICTIO, OCKIILKH BiH MICTHTH BaXKIUBY st Bac indopmaniro.

- 30epiraiiTe JaHui JHCTOK-BKIaguml. Y Bac Moxe BHHHKHYTH HEOOXiIHICTH NMPOYMTATH HOIO
3HOBY.

- JSxmo Bu Maere muTaHHsA LIOAO [AaHOTO IIperapary, 3BEPHITHCS 332 KOHCYJIBTAIEI0 J0 CBOIO
TiKapsi.

- Jlanmii mpenapat OyB IpH3HaueHuH BHKIIOYHO i Bac. He mepenasaiite #oro inmmm ocobam. 1e
MOXKE 3aBJaTH IM IIKOJH, HABITh SKIIO BOHH MAlOTh CHMIITOMH 3aXBODPIOBAHHS, 10 BUIJIANAIOThH
noai0HEEMH 10 Bamux.

-V pasi 6yas-axkux mo6iyHuX eeKTiB 3BEPHITHCS 0 CBOTO JKapsi, BKIIOYAOUH Hebaxadi edexrH,
IO He BKa3aHi y JaHOMY JIHCTKY-BKIamuimi. JIuB. posmin 4.

o MicTHTE JAHHH JHCTOK-BKJIAAA I

Ilo take AKPUIITEI'A Ta mst 90ro BUKOPUCTOBYETHCS JAHHIA TIpenapar.

ITlo Bam Heo6xinHO 3HaTH Nepex moyaTkoM npuiiomy npenapary AKPUIITETA.

Sx npuiimatu npenapat AKPUIITEA.

MosxnuBi mo6iuni edextu.

Sk 36epiraru npenapar AKPUIITETA.

BmicT ynakoBkH Ta inima ingopmartis.

Il[o take AKPUIITEI'A Ta aiast woro BHKOPHCTOBY€Th S JaHHH npenapar

AKPUIITET'A e mikapchkuM 3aco0oM, IO MICTHTH TPH aKTHBHHX IHIPENi€HTH: JOIyTErpasip,

TeHO(OBIpYy MU30IPOKCHI Ta JaMiBymHH. JlOIyTerpaBip HaIEXHUTh IO IPYIH AHTHPETPOBIPYCHHX

Ipenaparis, IO Ha3sHBAaIOTHCs iHTriGiTopamm iHTerpasu. TeHodoBip € HykieoTHIHMM iHTiIGITOpOM

3BOPOTHOI TPAHCKPHUIITA3W, B TOW Yac SK JIaMIBYAHMH HAJIEKUTH A0 TPYINH HYKICO3UIHHX AHAJIOTIB

1Hri6iTOPIB 3BOPOTHOT TPAHCKPHIITA3ZH.

AKPHUIITEI'A 3acrocoByeTbes s JiKyBaHHS iH(ekiii, cupuumnenoi BUI (Bipyc imynozedinmuty

JIOMHHHM), Y JOPOCIMX Ta MOJIOJUX JIFO/IeH 3 Barow He Merme 30 Kr.

AKPHUIITEI'A ne sunikye BIJI-indekniro; mpemapar 3MeHIIye KiIbKicTh BipyciB y Bamomy opranizmi

Ta 30epirae iX KilbKiCTh Ha HH3BKOMY PiBHi. 3MEHINEHHS KiILKOCTI BipyciB Jomomarae 36iIbIIHTH

KiTBKICTB JIEHKOLMTIB, sIKi HasuBaroThest CD4 KiIiTHHAMH, IO BAXKIHBO Y 60poTh6i 3 indekiieo.

AKPUIITET'A ne gie omHakoBo Jo0pe y KOXKHOro. Bamn jikap mepeBipuTh, HACKUIBKH JIKyBaHHS €

edexTHBHUM 1 Bac.

s xonTpomo BlJI-indexuii y Bac Ta npununenHs noripimenss Bamoro 3axsoproBanss, By noBuHHI

peryisapHo npuiiMatd Bami mpenaparu npotu BLI, okpim Bumazkis, xoimm Bamr mikap ckaxe Bam

NPUITHHATH NIPUHOM OYyb-SIKOTO IIpenapary.

2. IITo Bam HeoOxinno 3HaTH nepex mouyaTtkom npuitomy npenapary AKPUIITET A

He npuiimaiite npenapatr AKPUIITEI'A, sikuio: <R

e y Bac e auepris Ha JAoJyTerpasip, TeHO(OBIPY AM3OIPOKCHI, JaMiBYIHH 360 GyJ_[L HKI IHIHI
1HTPEIIEHTH JAHOTO JIIKAPCHKOro 3acoby (nepepaxorani y posaiii 6).
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e By npumitmaere iHImMII mpenapar, 10 Ha3uBaeThes AOGETHNIA (IS NIKyBaHHS 3aXBOPIOBAHB
cepisi). Sxmo Bu BBaxkaete, mo Oyap-1o 3 mepepaxoBaHOro cTocyeThes: Bac, moBimoMTe mpo 1e
Bamroro nikaps.

3acrepexenHs Ta 3ano0izkHi 3aX01H

Crnioxyume 3a 6adNCAUSUMU CUMIIMOMAMU

V nmesxumx jomeH, siki nmpuiMaroTe npenapatd it JikyBaHHs BlJI-ingexiil, po3BHBarOTHCS iHIII

CTaHH, 110 MOXYTh OYTH CepHO3ZHHUMHU.

BoHu BKIIIOYAIOTh:

e iudexuii Ta 3ananeHHs

e Oimb y cyriobax, CKyTicTs Ta mpoOIeMH 3 KiICTKaMU

BaM HeOOXiZHO 3HATH IIPO Ili BaXKIMBI O3HAKH Ta CHMIITOMH, INOO BIJCHIIKOBYBaTH iX IIif 4ac

npuitomy npenapary AKPUIITEIA.

[ToBimomMre Bamomy iikapio momo Oyap-sSKOro TpHIONOAIOHOTO 3aXBOPIOBaHHA — Y pasi Horo

BUHUKHEHHS 3a MicsAlbs 10 movatky npuiiomy npenapaty AKPUIITEI'A a6o Oyap-komu mig gac

npuitomy npenapary AKPUITTEIA.

[Tpounraiite indopmartito «IHmm MoUTHBI MOOIYHI eekTr» y po3/ii 4 JaHOTO TUCTKA-BKJIaHINA.

Baxucmimy inwux arooetl

BUI-iH¢exnis MOIMPIOEThCA MUIIXOM CTaTeBOr0 KOHTAKTy abo 3 iH(ikoBaHOIO KPOB'I0 (HalpHKIA

UpyY CLIBHOMY BHKOpHCTaHHI iH(ikoBaHMX romnok). Ilix ac npuiioMmy manoro npemapary Bu Bce mie

mosxete nepenatd BIJI, ane pH3HK 3HH)KYETBCA 3a paxyHOK €()eKTHBHOI aHTHPETPOBIPYCHOI Teparii.

O6rosopith 3 Bamum nikapeM 3amobixHi 3axoau, HeoOXimHi mig 3amobiranss iH(IKyBaHHS 1HIIMX

moaeH.

Xeopobu Hupok

AKPUIITET'A moxe BrumBaTH Ha Bami mupku. Ilepen mowatkoMm mpuiioMy HaHOTO JIKapChKOTO

3acoby Bam Moke 3HAmOOHTHCS 30aTH aHAII3M KpoOBi JUId IEPEeBIpKH TOrO, HACKIIBKH 100pe

MpamioioTh Bami HEpKH. AHATI3H KPOBI TaKOXK MOXKYTh OyTH HEOOXiMHMMM IiJ Yac JiKyBaHHS JUIs

nepeBipkH crany Bamux HUpOK.

ITosigomte Bamoro mikaps, sximo Bu Maete xBopoOy HEPOK, a00 SKINO aHaNli3K MOKa3ald IpobiemMu 3

Bammivu HupKamu. Y TakoMy pa3i Moxe OyTu HEOOXiOgHMM 3HIDKEHHS JO3H TEeHO(OBipYy

MU30IPOKCHIY Ta JaMiByAuHy. Y TOmIOHMX BHIIaAKaxX CIiZ 3aCTOCOBYBAaTH JIKapChki (opmu

TeHO(OBIpY AU30IPOKCHUITY Ta JaMiByauHy, BiaminHi Bix Takux y AKPUIITET'A.

3assuuaii nmpenapat AKPUIITEI'A ne npuiimMaioTh 3 IHIIAMHE IIpenapaTaMi, 0 MOXYTh HOIIKOAUTH

Bamri supku (quB. «[Hmi mixapeski 3acobu Ta AKPUIITEI'A»). SIkmo 1p0ro He MOXXHA YHHKHYTH, Y

Bac Mo)ke BHHHKHYTH HEOOXIHICTh Y PEryJIIpHUX TecTaX Uil NepeBipku poOoTi Bammx HUPOK.

3axeoprosanns nevinku

[ToeimomTe Bamoro mikaps, skmo y Bac B aHaMmHe3i € XxBopoOu medinku, renatatd. BlJI-indikopani

HAI[lEHTH 13 3aXBOPIOBAHHSAM II€YiHKH, BKIIIOUAIOYM XpOHIUHMU rematur B abo C, axi OTpUMYIOTH

JIKyBaHHS aHTHPETPOBIPYCHHMHM IpenapaTaMH, MAaiOTh BHINMH pPH3HK TOKKHX Ta HOTEHLIHHO

CMEpTEeNbHUX YCKIamHeHb 3 60Ky medinku. Sxmo Bu indikosani BIJI Ta Bipycom remaruty B, Bam

mikap yBaxkHO mimbepe Haiikpaime jikyBaHHsA s Bac. SIkmo y Bac B anamue3si € 3aXBOpIOBaHHS

nevinky abo XpoHigHui rematut B, Banr mikap Mojxe IpH3HAYUTH aHAJI3H KPOBI I CIIOCTEPEIKEHHS
3a GyHKIIOHYBaHHAM Baoi medisnku.

Crnocmepedicenns 3a ingexyiamu

V pesxux mamieHtiB i3 3amymenoio BlI-indexmicro (CHIJI) ta nasBuictio CHIJI-acomiiioBanoi

(omoprynictuunoi) indekuii B anampe3si, Hezabapom micns modatky antu-BIJI Tepamii mMoxyTh

BUHHKHYTH O3HAKH Ta CHMIITOMM 3amaJeHHs BHACIiOK momepenHix iHdexuid. Jlami cummroMu

MOXYTb OYyTH HACHIiIKOM ITOKpAIeHHS IMyHHOI BiJIIOBifi OpraHiaMmy, IO [Ja€ 3M0ry opraﬁ13my

GopoTucs 3 iH(peKuisIMy, SKi MOIIH iCHYBaTH 0€3 OUEBHIHUX CHMIITOMIB. . e

AyTOiMyHHI 3aXBOpIOBaHHs (IMyHHa CHCTeMa araKye 3/J0pOBI TKaHHHM OpraHi3My) TAKOXK MOXKYTH

BUHUKATH IICISI TOTO, K BH posmounere mpuiioM TpenapaTiB it jnikyBanHs Baimol BIJI-imdexiii.

Bonu MOXYTh 3’ IBUTHCS depe3 6araTo MicsAmiB micis noanKy mikyBaHHA. SIxmo Bu nomu;wm 6ym:.- {

ski cuMnTomMu iHpexuii abo 1HII CUMIITOMH, Taki SK M s30Ba cabKicTh, cI1abKICTh, M0 HOIIHHQCTI:CSI
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Yy pyKax Ta cToNax i HOIIMPIOEThCS Bropy 1o Tyiyba, cepuebGuTTs, TpemMop abo TilepakTHBHICTS,

TepMIiHOBO IOBiJOMTe BamoMy jikapro Juis OTpUMaHHS HeOOX1HOrO JTKYBaHHS.

Ilpobremu 3 kicmxamu

VYV nesxkux mamieHTiB npH OpuioMi KOMOIHOBaHOI aHTHPETPOBIPYCHOI Tepamii MOXXe BHHMKHYTH

3aXBOPIOBaHHA KICTOK IIiJi Ha3BOIO ocmeoHexkpo3 (3arubens KicTKOBOI TKaHWHH, IO CIPHYMHEHA

HEJOCTaTHIM KPOBOIIOCTAYaHHAM KICTKH). TpHBaIiCTh AHTHPETPOBIPYCHOI Tepariii, 3acTOCYBaHHS

KOPTHKOCTEPOIMiB, TaKHX SK JeKcamMera3oH a00 IpeaHi30NOH, BXXHBAHHSA QJIKOTOJIO, TKKA

IMyHOCYIIpecisi, a TaKOX HaJUIMIIKOBA Bara MOXYTh OyTH meskuMmu i3 Garathox (akTOpiB PU3HKY

PO3BUTKY LBOr0 3axBoproBaHHsS. O3HaKaMH OCTEOHEKPO3y € CKYTICTh Cyrio0iB, JioMoTa Ta Oilb

(0coOmHMBO y KyJIBIIOBOMY CyIno0i, KOJMiHI Ta IUIeYi) Ta CKIQIHOLI MpH pyxax. Skumo Bu moMitaiu

Oynp-AKy 13 IMX 03HaK, noBigoMTe Bamomy mikapro. ITpobnemu 3 xictkamu (10 iHOI IPHU3BOLATE JI0

IIEpPEIOMIiB) TaKOXX MOXYTH 3’SBHTUCS BHACHIJOK IOMIKO/DKSHHS KITHH HHPOK (IMB. posiin 4,

Moskusi mo0iuHi ehexrH).

Himu

AKPHUIITET'A mMoske 3aCTOCOBYBATHCS JIMINE Yy JiTel Ta MOJNOuX ocib 3 Barowo He menie 40 xr. Jlna

HanieHTiB 3 Barolo MeHme 30 Kr, MOXXYTh 3HaJOOMTHCS iHII JIKApChKi 3aC00H, 10 MAFOTh MEHIIAN

BMICT JOIyTErpaBipy, TeHO(ORBIpy abo JaMmiByIHHY.

Inmi aikapceeki 3acodu Ta AKPUIITET A

ITosimomte Bamomy mikapro, skmo Bu npuiitmaere, HemoaagHO npuitmanu abo miaHyeTe npHiiMaTH

Oynb-sIKi iHIII JTiKapehKi 3aco0H, BKIIIOYAIOYH Ti IIpenapaty, mo Bu kymyere 6e3 penenty Ta Tpas’sHi

npenapatd. Bu He moBumHiI npuiivatu npenapatr AKPUIITETA 3  poderwmmimom, sxuit

3aCTOCOBYETHCS JUIsl JTIKYBAHHS CEPLIEBHX 3aXBOPIOBAHB.

Jeski nixapchbki 3acobH MOXKYyTh BIUTMBaTH Ha miro mpemapaty AKPUIITEI'A abGo mocmmosaru

no6iuni epextr. AKPUIITEI'A Takox MOKe BINTMBATH HA JiI0 iHIIHMX IIpenapaTiB.

[ToBigomte Bammomy mikapro, sikiro Bu npuiimaerte Oyab-10 3 HACTYIIHOIO:

e MeThOpMiH, T JiKyBaHHS JiabeTy

e aHTALHUIHI 3acO0H, JUIA JIIKyBaHHS NOpPYIICHHS TPaBIeHHs Ta meuii. He mpuiimaiite anTamuauii
3aci6 npoTarom 6 rogu 1o npuiiomy npenapary AKPUIITELA a6o monaiiMeniie 2 TOIHHMA s
ioro npuiiomy

e xap4oBi J00aBKH KaJbIlilo, 3ai3a Ta MyJIbTUBiTaMiHU. He mpuiiMaiite XxapuoBi H00aBKH KaJbIilo,
3amiza ab0 MyJIBTHBITAMiHM IpOTsroM 6 roauH mo npuitomy npemnapary AKPUIITEI'A a6o
nroHaiMeHIIe 2 TOAMH MICII HOTro Ipuiomy

e ecrpaBipuH, edasipeHs, (osammpeHaBip/puTOHaBip, HeBipamiH abo THIpaHABIP/PUTOHABIP, IS

nikyBanusa BIJI-indexrii

pudaMminuH, Uit TiKyBaHHS TyOepKyIs03y Ta IHIIHX OaKTepiaibHUX iHpeKii

(enitoin Ta perobapOiTai, s JIiKyBaHHS emiencii

oxckapbazernin Ta kapbamasemiu, s JiKyBaHHA erierncii abo GimonapHux po3namis

3BipoGil (Hypericum perforatum), pOCIMHHHI NiKapchkuii 3aci, MO 3aCTOCOBYETHCA IS

JIKyBaHHA Aenpecii

e iHmi @pemapaT, MO MICTATE TEHOQOBIPY [AMUZOMPOKCHI, eMTpurmTabiH, jaMiByauH abo
sanbpuuTabin i gikyBanas BIJI-indexii.

Jly’ke BaXXJIHBO IOBIJOMHTH CBOEMY JiKapio, Ko Bu mpuiiMaere iHImi mpemapatd, MO MOXYTh

nomxkoauTH Barti Hupku. BoHM BKITIOYAIOTE:

aMiHOTJTIKO3UIH, IIEHTaMiIH a00 BaHKOMIIMH (U1 JTiKyBaHHS GakTepiaapHOl iH(eKil)

amdotepunus B (s nixyBanus rpubkoBoi iHdpexmii) |

(ockapHeT, TaHIMKIOBIp a60 HUA0GOBIp (s JIKyBaHHS BipycHOT iH(EKIIiT)

anedoBipy HUMHBOKCHI (U1 JTiKyBaHHS iH(EKii, CnpHYrHEeHOI BipycamMu rena’m’ry B)

TaKpomiMyc (JuTs cyrpecii IMyHHOT CHCTEMN) 2775 YA,

IHTepNEeHKIH-2 (IS JTIKyBaHHS paKy)

HecTepoifgHi npotusananbHi 3acobu (HII33, misa nonerments 0010 y KicTKax a60 M’s13ax).
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Sxmo Bu mpuiivaere Oyab-skuit i3 nux npenapatis, Bam nikap moxe mimibpatn Bam mosy a6o

HPH3HAYUTH JOJATKOBI OOCTEIKEHHSI.

Inwii nikapcoki 3acobu, wo micmame oudanosun (0aa aikyeanns BIJI-ingexyir):

[Tpuitom nikapcbkoro 3acoby AKPUIITEI'A 3 mnpemaparaMd, INO MICTSTh JHIOAHO3HH MOXKE

IIABHIIUTH BMICT QHAaHO3uHy y Bamiii xpoei. [Ipu oxHowacHOMY mpuitomi mpenapaTie, o MiCTATh

TeHO(DOBIpY AMZONPOKCHII Ta JUJAHO3UH, 3pijJKa MOBIIOMIBIIOCS PO 3alajeHHS IIiAUIUTYHKOBOL

3aJI03U Ta JIAKTOAIH/03 (HAMIHINOK MOJIOYHOI KHCIIOTH Y KPOBi), IO iHOAI MPHU3BOIMIH IO CMEPTI.

IToennanus TeHO(OBIPY JAM3ONPOKCHIIy 3 IUJAHO3WHOM TaKOX MOXKE 3HH3UTH edekr

aHTHPETpPOBipycHOI Tepamnii. Bam iikap yBaXXHO pO3rJgHe, 4Yd JIKyBaTH Bac 3a Homomororo

HOETHAHHS TeHO(OBIPY AH30IPOKCHILY Ta JUTaHO3HHY.

Sxmo Bu npuiiMaere iHmMEA HTpOTHBIpYCHMI mpemapar mis JikysaHHs BIJI, mo HasuBaeThes

iHribiTopoM mpoteasu, Bamn sikap MoXe MPU3HAYMTH aHAI3K KPOBI JUIL PETENBHOTO CIIOCTEPEIKEHHS

3a QyHKII€I0 HUPOK.

Taxox BaXIMBO TOBiAOMHTH Bamomy nikapro, skmo Bu mnpuiimaere nexpimaceip/codocOysip,

codocOysip/Benmaracsip abo codocOyBip/BennaTacBip/BOKCHIANPEBRIp I JIKyBaHHS iHGEKIIT,

CIOpHYHMHEHO] Bipycamu renatuty C.

BariThicrs

Slximo Bu Barithi abo 3aBaritHiere, a0 IUIaHy€eTe MaTH AUTHHY, IIOrOBOPITEH 3 Bammm nikapem momo

pu3HuKiB Ta nepesar npuiiomy npenapary AKPUIITET'A. Bam mnixap neperisine Bamre sixyBanHS.

[Tpuitom AKPUIITET' A mig yac 3agarts abo MpoTAroM NEepIiuX JABaHAUATH THXKHIB BariTHOCTI MOXKeE

30UIBIIHTH PH3MK TAKOTO THILy BPODKEHOI BamH, K AedekT HepBoBoi TpyOkH, a came cmiHa Gidima

(aHOMAaJIiS CHMHHOT'O MO3KY).

Slkmo Bu moxere 3aBaritaiTH nmix uwac mpuiiomy AKPUIITET'A i Bu He IutaHyere BariTHITH,

PEKOMEH/IOBAHO HACTYIIHE:

- Bwu pobuTte TecTH Ha BariTHICTH

- Bu BHKOpHCTOBYETE €()eKTHBHY KOHTPALEIIIIIIO I 3a100iranHs BariTHOCTI.

He nepepuBaiite mpuiiom npenapaTy AKPUIITET'A 6e3 korcymbTamnii 3 Bammm mikapeM, OCKiTbKE e

MOJKe 3aBJaTH Koy BaM Ta Bamriit HeHapopKeHii quTHHI.

I'pynse BUrogoByBaHHS

Sxmo Bu mparsere romyeatd rpymmo Bamry qutuHy, Bam HeoOXigHO OOrOBOPHTH PHU3HKH Ta

nepeBard 3 Bammm Jikapem.

Kepysanusa aBToMo0ilieM Ta MeXaHi3sMaMu

AKPUIITEI'A Moe CIpUYHHHUTH 3alIaMOPOYCHHS Ta 1HIII M00IYHI edeKTH, o 3HHKYIOTE yBary. He

Kepyiite aBTomobisemM abo MexaHizMaMH, TOKH By He mepekoHaeTech y BiacyTHOCTI y Bac moGiunux

edexTiB, 10 BIUIMBAIOTH HA KepyBaHHs aBTOMOO1IeM a00 BUKOPHCTAHHS MEXAHI3MIiB.

Inmi inrpexienta AKPUIITET A

[leii mixapcekuii 3aci® mictuth MeHme 1 mMonb Hatpito (1 Mr) Ha omHy Tabnerky, TOOTO, MOXKHA

CKa3aTH, IO Mperapar € «BUTbHUM Bifl HATPilO». Ba)KIHBO BpaXOBYBATH BILTHB JOMOMIKHHX PEUYOBUH

yciX IpenapariB, AKi MpUAMac MaIicHT.

3. SAx npuiimaru npenapat AKPHIITET'A

3apxnu npuiimaiite npenapar AKPUIITEI'A, Toyno porpumyrounch BKa3iBoK Jiikaps. He

OpUNHHANTE Horo npuiioM 6e3 y3ro/pkeHHs 3 BamuM JiikapeM. Ilopagsrecs 3 Bammm mikapeM, SKImo

Bu HeBIEBHEHI.

3BHYaifHOIO 103010 € oiHa TabjeTKa OquH pa3 Ha Ho0y.

Bu moxere npuiimatu npenapat AKPUIITEA nig gac Dxi a60 Midk mprifoMaMu 1ki.

Anmauyuoni 3acobu, xap4oei 000asKu Kanvyiio, 3a1i3a, My1bMUGIMAMIHU

3anuTaiite nopanu y Bamoro mikaps, sikino Bu npuiimaere:

e aHTalMIHMUHK 3aci0 (mpemapar [ist JTiKyBaHHS MOPYIICHHS TPABICHHS Ta TIedil)

e Xap4doBi JOOABKH KaJIBILIIO

e xapudoBi n00aBKH 3aii3a i ok
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[IpuiimaiiTe 1i mpemapaT ImoHaiimenme 3a 6 roauH no npuiiomy npenapary AKPUIITEI'A abo
npuiimaiite npenapar AKPUIITEI'A monaiiMenme yepe3 2 ToauH IIicid NPHHOMY aHTaIHIHOTO
3aco0y, Xap4oBoi H0OaBKH KalbLio YM 3ai3a ab0 MyJIbTHBITAMIHIB.

JliTi Ta miutiTKA

Hosza npenapaty AKPUIITET'A mns miteit Ta migmitkiB 3 Baroro He menmie 30 kr — oaHa Tabnerka
onuH pa3 Ha ;100y. ity Ta mimmiTky, y skux BIJI-iHdeknis € pe3ucTeHTHOIO 10 JIIKapChKUX 3aco0iB,
moaibuux mo npenapary AKPUIITET'A, ne nmopunni npuiiMatu npenapar AKPUIITETA.

Jlikapebkwmii 3aci6 AKPUIITEI'A menpupatHuii [yl 3acTOCyBaHHS AITAM 3 Baroio MmeHme 30 kr, y
TaKOMy pa3i HeoOXiZTHO 3aCTOCOBYBATH iHIII JIIKapChKi (POPMH.

Sxmo Bu npuitasumm 6ineme npenapaty AKPUIITEI'A, vizk norpioHo

Sxmo Bu npuitasuia 3abarato tabnerox npenapaty AKPUIITEI'A, 3BepHiTECS 3a MOPajoi0 10
Bamroro gixaps. [To MOXIHBOCTI MOKaxiTh oMy ynakoBky npernapary AKPUIITET'A.

Sximo Bu 3a0yan npuiiasita npenapar AKPUIITEI'A

SIxmo Bu npomycrimm no3y npenapary AKPUIITELA, npuiiMiTh npenapart, sSK TUIBKH 3ragacte. Ane
SIKITIO TIPHHOM HACTYITHOI JIO3M TIOBHHEH OyTH paHinre, HDX 3a 12 roguH, IpomycTiTh 103y, PO Ky Bu
3a0yiM, Ta IPHUMITE HACTYIHY [03y Y 3BHuHH#H yac. [ToTiM mpomoBxKyiiTe iKyBaHHS K 1 paHime. He
NOTPiOHO ITOJBOIOBATH 03y, 100 HAJOIYKUTH MPOIYIIeHY H03y. JlaHuii mpemapaT MiCTUTh MEHIIe
1 mmonp Hatpito (1 Mr) Ha ojmHy TabneTrky, ToOTO, MOXKHA CKa3aTH, IO Mperapar € MepeBa)KHO
«BIJIBHHM BiJl HATPIIO».

4. Moxausi nobigni epexTn

[ToaibHO M0 IHIIMX JIIKapChKUX 3aco0iB, AaHWM IpenaparT MOXE CHPHYHHHUTH MOOIuHI edekTH, aie
BOHH TPAaILIIOTHECS HE y KokHOro. IToBimomre Bamomy Jsikapio y BUIaaky OyAb-sSKOTO HOTipIIEHHS
Barmoro crany. 3MiHE MOXYTh OyTH CIIPHYMHEHI 5K JIIKapCHKUAM 3ac000M, TaK U MOTIPIIEHHSIM CTaHY.
Auneprigni peaknii

V pa3i BUHHKHEHHs aJleprivHol peakxilii, HeraiHo 3BepHIThCS 10 Barmoro sikaps, OCKiIIBKH JiKap MOXe
BHUpimwTH, 0 Bam HeoOximuo npununuty npuiiom npenapaty AKPUIITEI'A. O3nakaMu anepriaaux
peakii €: :

IIKIPHUH BHCHII

JTUXOMaHKa

BTOMJTIOBAHICTh

i AmKipHui HaOpsIK, 10 MOJXKE MOIIUPUTHCS Ha 00n94s abo poT, Ta yTPYAHEHHS JUXaHHS

6inp y M’s13ax Ta cyriobax.

JlakToanumos (HaUTMIIOK MOJIOYHOI KUCIIOTH B KPOBI) € piAKicHHM (MO)Ke BUHUKHYTH MEHII HIK y 1
naniedra i3 1000), ae cepitoznum mobigyaum edexTom, mo Moxe OyTu neransHuM. Hactymnui nobivsi
edexTr MOXKYTh OyTH O3HAKaMH JIAKTOAIU03Y:

e ruOOKe, IPHCKOPEHEe IUXaHHS

® COHJIMBICTB

e  BigUyTTS HYZOTH (HyZ0Ta), XBOpoOIUBicTE (60BaHHS) Ta 6111b Y )KHUBOTI.

Hysxe nomupeni mobiuni edexru (Bunukarots y nonax 1 i3 10 ocib)

rOJIOBHHIH Oi1b

Jiapes

BIIYYTTA HYJIOTH (Hy0Ta)

YTpYAHEHE 3aCHHAHHS (6e3COHH).

Ananizu maxooic Mo2ACyms HOKA3amu:

® [IATOJIOTIYHO HU3BKI piBHI pocdatiB y KpoBi.

IMommupeni mobiuni egexT (MOXKyTh BUHHKaTH MeHII HDX Yy 1 13 10 ocib)

BHUCHII, CBepOIIsTIKa (CBEPOIK)

xBOpoOuBicTh (OmoBaHH:), abnoMiHanbHuH (Y jKHBOTI) Oinb Ta JUCKOMQOPT, 34YTT (MeTeopmM)
6e3COHHS, MAaTOJIOTIYHI CHOBUIIHHS, ACIpecis

3aI1aMOPOYEHHS, BTOMITIOBAHICTb.

Ananizu maxosic MoACymos NOKA3AMU:

o npo6iIeMH 3 EYiHKOIO %ﬁ 539 %
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e IiBUINEHHS PIBHS (EPMEHTY, 1110 HA3UBAETHCS KPeaTUHKIHA30IO.

Henomupeni modiyni egexrn (MOXKyTh BUHHKATH MeHII HIX y 1 13 100 ocib)

ajleprigni peakuii (IUB. OIHC BHIIE)

O11b y IUTYHKY (PKMBOTI), CIPHYHHEHUH 3aNalleHHAM IT1JIUTYHKOBOI 3a103H

YKOBTYIIHICTh IIKIpH Ta odeif, cBepOik abo 6ine y KMBOTI (LUIYHKY), CHPHYHHEHI 3alaleHHAM

TEeYiHKH

6116 y M’s13aX Ta cyrinobax

Oinb y KicTKax Ta MEpejoMH KiCTOK, M0 MOXYTh OyTH CIIpHYHHEHI MOLIKODKEHHSM HHPOK (IHB.

3acTepekeHHs Ta 3amo0DKHI 3aX0mH), CyIIHIaIbHI TYMKH Ta MOBEMiHKA (OCOONHBO y MAIEHTIB, SKi

paHilre MaH Jenpeciio abo mpobiIeM 3 ICHXIYHHM 30POB’ IM).

Ananizu maxoasic ModuCcyms nokazamu:

e 3HIDKCHHS KO B KPOBI

e npobJeMH 3 HiIIUIYHKOBOIO 387103010

® 3HIDKCHHS KUTBKOCTI KJIITHH, 3aJIyd€HHX IO 3rOPTaHHS KPOBi (TPOMOOIIUTONIEH S)

® HH3bKA KUIBKICTh EPUTPOIHUTIB (aHeMist) ab0 HH3bKa KIIBKICTh JICHKOIHTIB (HEHTPOTICHIS).

Pinkicui mo6ivni edpexTn (MOXyTh BHHHAKATH MeHII HIXK ¥ 1 13 1000 ocib)

JAKTOANM103 (HAUTHIIOK MOJIOYHOT KHCIOTH B KPOBI)

O)KHMPIHHSA NIEYIHKH

3anajJeHHs HUPOK, IOCHJICHE CEYOBHITYCKaHHS Ta BIIIYTTS CIIparu

3MiHH y ceui Ta OUIe y chouHI, cnpHyuHeHi mpoOiieMaMyd 3 HHUPKAMH, BKIIOYAIOYH HHPKOBY

HENOCTATHICTE.

Ananizu maxorc Mo2ACymo nOKA3AMU:

® JOIIKO/KEHHS HUPOK

® IIIBHINCHHS PIBHA KPEaTHHIHY Y KPOBI

® [IiIBHUINEHHA PiBHA EpMEHTY, IO HA3UBAETHCA AMila3d.

Hyzxe pigkicHi mobiuni eexTn (MOXyTh BUHEKATH MeHII HIX y 1 13 10000 ocib)

OHIMIHHSI, BI[UYTTSI MOKOIIOBAHHS IIKipH (IIIMHIBKH Ta TOJIKH)

HE3/IaTHICTh KICTKOBOTO MO3KY YTBOPIOBATH HOBI €pUTPOLUTH (ICTHHHA EPUTPOIUTAPHA aIjiasis).

ITo6iuHi epeKTH 3 HEBIZOMOIO YACTOTOIO:

® MiJBUINEHHS PiBHA JKUPIB y KpOBi (Timepiimifiemis) Ta IaToJOTidHE MiJBUINEHHS PIBHS LYKpY
KpoBi. Barm nikap mpoBeze aHaIi3H U1l BUSBICHHS [IUX 3MiH

® [I0siBA CUMITOMIB iH(]eKIiT, sIK YacTHHA «CUHAPOMY IMyHHOI peakTUBalii» (IUB. 3aCTepeiKeHHs Ta
3a11001KHI 3aX0/TH).

SIxmo Oyab-axuit i3 mobiunux edexTiB crae cepitozHumM, abo gxkuo Bu momiTimm Oyap-axkui modiuaui

edexr, Mo HEe BKa3aHUi y JAHOMY JIMCTKY-BKJIa Ui, TOBigoMTe Bammomy mikapro.

IMosinomuaenas npo nodiuni epexTH

Slxmo y Bac € Oynp-saxuii 3 nobiunux edexTiB, noBizomre Bamomy inikapro. Ile Brmouyae Hebaxani

edexTH, IO He BKazaHi y MaHOMY JHCTKY-BKiaamummi. Ilpm MoxumiBocti, Bu Takox Moxere

IIOBIJJOMUTH ITpo IMo014YHi edekTH Oe3mocepeIHb0 Yepe3 HalliOHAIBHY CHCTeMY moBimomiieHs. [Ilnaxom

noBimomiieHHs mpo mnobiuni edexT Bu Moxere momomortu Hajartu Oinbmme indopmaiii momo

Oe3meKu 1aHoro mpenapary.

5. Sl 36epiratu npenapat AKPUIITEI'A

30epiraT JaHWH IpenapaT 1mo3a IMoJIeM 30py Ta JOCSHKHOCT TUTHHH.

He 36epiratu npu temmneparypi Bume 30 °C. 30epiraTi B OpuriHaibHii ymakoBmi. Y THIi3yBaTH yepe3

90 mHiB micns mepmioro BiAKpUTTS. He 3acTocoByBaTH JaHHM NiKapchkui 3aci® micis 3aKiHYEHHS

TepMiHy TPHAATHOCTI, 3a3HadeHoro Ha eTukermi micna «EXP». Jlata 3akiHYeHHS TepMiHY

NPHAATHOCTI BIATIOBIIa€ OCTAHHEOMY JHIO BKa3aHOI'O MiCSIIs.

He Buxugatu Oyab-AKi Openapatd 40 CTIYHHX BOJ ab0 moOyTOBHX BiIXOIIB. 3anma;‘71re"‘_(:’Eb'ﬂ')‘:y_rigggtpﬂ,‘

K yTWIi3yBaTH TPENapaTH, mo Gilblie He BUKOPHCTOBYIOThCA. Lli 3aX0MHM MOMOMOYYTE 3aXHCTATH

HaBKOJIMLIHE CEPEIOBHUIIIE. . LT SY

6. BmicT ynakoBkH Ta inma indgopmanis «1a TR

IIlo BxoauTs 10 ckiaaxy npenapary AKPUIITEI'A
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AKTHBHUMH IHTPENI€HTAMH JAHOrO IIperapary € JOJyTerpapip (¥ BHIVIIAL HATpilo), JIaMiByIHWH Ta
tenodoBipy musonpokcury ¢ymapar. Koxna tabnerka mictutre 50 Mr momyrerpaBipy (y BHIISL
Hartpiro), 300 Mr namiByuay Ta 300 Mr TeHODOBIpY AH30MpPOKCHITY GyMapary.

[HmuMH IHTpEIIEHTaMH €:

Aopo mabnremxu: MaHiT; HEI0I03a MIKPOKPUCTATIYHA; HATPIIO KPOXMATBIIIKOIAT; IIOBIAOH; JaKTO34,
MOHOT'1JpaT; HaTPil0 KpOCKapMeIt03a Ta MarHilo creapar.

IIniexoea 06on0HKA: CIUPT IMOJIBIHIIOBHH, THTaHY MIOKCHJ, MaKpOTOJ/IONiETHICHIIIKONb, TaJIbK.
[Teii mixapcbkuii 3aci® MictuTs MeHme 1 Mmonb Harpiro (1 mr) Ha omHy TabneTky, ToOTO, MOKHA
CKa3aTH, IO Iperapar € IepeBaXKHO «BITHHHAM BiJl HATPIIO».

Sk surasigae npenapatr AKPUIITEI'A Ta BMicT yIakoBKH

JBoomykna TabimeTka 31 CKOIIEHHMH KpasMH, Kancysinonomiouoi ¢opMH, BKpPHTa IUIIBKOBOIO
o6omoHKO0 Bix 6ioro mo maitxe 6ioro xonmsopy, 3 BimbutkoM «M» 3 omgHoro 6oxy Ta «LTD» 3
iHmoro 6oky TabIeTKH.

AKPUIITEI'A mocrayaeTbesl B KPyIJIOMY CHHBOMY HeEIpo3opoMy ¢uakoHi, Buroropiaesomy 3 ITBII]
(HDPE), 3aKkpuTOMY CHHBOIO HEIIPO30POI0 IOJIIPOILICHOBOI KPHIIKOIO 3 ocymryBadem. Kosxuuit
¢naxon micTuth 30 a60 90 abo 180 Tabnerox.

IMocTavyaiabHuK

Maiinan JlaGoparopis Jlimiten

ITnot Ne564/A/22, Poanx Ne92, Jlxy6ini Xisc

Xatinepaban — 500096

Tenanrana, Ianis

[Mylan Laboratories Limited

Plot No.564/A/22, Road No. 92, Jubilee Hills

Hyderabad — 500096

Telangana India]

Enexrponna nmomrra: Imitiaz.Basade @mylan.in

Bupoouuk

Maiinan Jlaboparopis Jlimiten

[Tmot Ne: 11-12 ta 13, Imnop CE3

®apma 3on, Paza-II, Cexrop-II1, ITitamnyp — 454775

Hict.-JIxap, Manx’a-IIpanem Inpis

[Mylan Laboratories Limited

Plot no: 11-12 & 13, Indore SEZ

Pharma Zone, Phase-1I, Sector-III Pithampur — 454775

Dist. Dhar, Madhya Pradesh India]

3 mpuBoay Oyab-aKoi iHGopMaii 11010 JaHOTO Ipemnapary, 3BepTaiTecs 10 MiCLEBOIO MPeICTaBHAKA
HoCTavyaIbHHUKA.

JlaTa ocTaHHBOr0 NeperJsiAy JaHOI0 JHCTKA-BKIa uma — guness 2019 poxy

JleranpHa iH(pOpMAIIis PO 1eH JikapchKuit 3aci6 noctynHa Ha BeO-cropinui BeecriTHpol Opranizamii
Oxoporn 3nopos’a (BOO3): https://extranet.who.int/prequal/.

[Mlogo SmPC (KopoTkoi XapakTepUCTHKH JikapceKoro 3acoby) mist Jomyrerpasip (y BHISAl
Hatpiro)/Jlamisynus/TenodoBipy muzonmpokcuiay ¢ymapary 50 wmr/300 wmr/300 mr  Tabmerku
3BepHIThCA 10 BeO-cTopinku WHO-PQ (npexsanigikanis BOO3).

Peectpaniiine nocpigueHss B 3im6abBe No: 2018/7.13/5737

Peecrpaniiine nocpigueHns B borepani No: BOT1703219

Peectpaniiine nocpiguenns B Tanzanii Ne: TZ18 H 0188

Peectpaniiine mocsiquenns NAFDAC (Hamionanpsa areHmis 3 ymnpaBliHHSA Ta ~KOHTPOIIO 3a
JKapChKUMH 3ac00aMU Ta XapgoBUMH npoaykTamu) Ne: B4-9927 el AR

I[TpomyxT 6yB BupoOI€HH It 32 JIEH31€I0 TATEHTHOrO ITyJIy JKapChKHUX 3aco0iB JEp—
[TocTauyaHHs IPOAYKTY HA IPUBATHUI PHHOK 3a00pOHEHE. ey
POIYKTY Ha IIp p p ;ﬂ&ﬁﬁ_
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Bynp-sxe iHIIe BUKOPHCTaHHS 3a00pOHEHE.

| POM | | Cxema 2 | P.P. | Cnucok - 1

Bupobneno:

Maiinan JlabopaTopis JlimiTen

m ITnot Ne 11-12 ta 13, Inpop CE3, ®apma 3oH, Paza-Il, Cexrop-Ill, ITitammyp — 454775, HicT.-
Jxap (MIT) Inxis

[Mylan Laboratories Limited

Plot No. 11,12 & 13, Indore SEZ, Pharma Zone, Phase-II,

Sector-II1, Pithampur - 454775, Dist.- Dhar (MP) India].

75073863
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[HCTPYKIIis PO 3aCTOCYBAHHA JKapchKOro 3aco0y abo indopmauis npo o Peec aniiiaoro IMocsiguenns
3aCTOCYBAHHs  JIKApChKOro — 3acoby, 3aTBepkeHa  SMAHO 3 7 f 5 BT D 0 L 4 ﬂ@,{éb
HOPMaTHBHAMH BHMOramMH Kpainu 3aseHuka/BupobHuka abo xpainu,

PEryJIATOPHHH OpraH fAKOI KEPYEeThCs BHCOKHMMH CTAHAAPTaMU SKOCTI, V ﬁ- / ,/'OD ,/ ’;{ 7//0 7 / 0 %
10 BiANOBiAal0Th cTaHAapTaM, pekomenaosauuM BOO3, ta/abo 3rigHo

3 pesynbTaTaMH  KIiHIYHHX BHNpoOyBaHb, BHKIAAEHA MOBOKO

BIAIMOBIAHO 10 BUMOTr INOJO MOBH, BH3HAUeHHUX ab3anoM IpyruMm

qacTUHM TpeThoi ctaTTi 26 3axony Vkpaiuu "IIpo 3acamm mepikaBHOT

MOBHOI MO THKK"

JIunens 2019 p.

Honyterparip/Jlamisynun/Tenodopipy ansonpokcuty gymapar WHOPAR, uactuna 4
Pozain 6 onosnenwii: keiTens 2020 p.

50 mr/300 mr/300 mr TabneTkn
(Maiinau Jlaboparopis Jlimiten), HA688

KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O 3ACOBY, PEKOMEHJOBAHA BOO3-IIK

V yii xopomkili xapaxmepucmuyi NiKapceko2o 3acoby OCHOHA Y6aza NPUOINAEMbCA 3ACHOCYSAHHIO
aikapcvko2o  3acoby, wo oxonmoemves Ilpoepamoto BOO3 i3 npexeanipixayii nikapcokux 3acobis.
Pexomenoayii wo0o 3acmocysanns IpyHmyiomecs ua kepienux npunyunax BOO3 ma na ingopmayii,
ompumanii 6i0 cmpo2ux pezyismopHux op2anie (mepmin mac bymu nepezisiHymui).

Hanuil nixapcoxuii 3aci6 mooice 6ymu 00360110 018 000AMKOB020 ABO THULO20 3ACTNOCYEAHHSA 3a DIULCHHAM
HAYIOHANBLHUX OP2AHI8 De2yNI0BaAHH NIKAPCLKUX 3aco0i8.

Cropinka 1 3 31




JHonyrerpapip/Jlamisynns/Tenodosipy muzonpokenny ¢gymapar WHOPAR, uactuna 4 Jlunens 2019 p.
50 Mr/30Q Mr/300 Mr TaGneTku Peaain 6 otiepsaennii: kpirens 2020 p.
(Maiinan JlaGoparopis Jlimiten), HA688

L. HA3BA JIIKAPCBKOI'O 3ACOBY
[Toproea nazea HA688]"

2. SIKICHMM TA KUIBKICHUAMA CKJIAJL
1 TabneTka, BKpHTA IUTiBKOBOIO 000I0HKOI0, MicTHTE 50 Mr monmyTerpasipy (y BUrasai narpiio), 300 mr
namiByuHy i 300 Mr TeHO(DOBIpY AH3ONPOKCHITY (ymapary.

1 TabneTka, BKpUTa IUIiBKOBOIO 060JI0HKOIO, MicTHTE mpubnusto 131,4 Mr manity, 136 Mr nakrosw,
Monorizapaty i 1 mr (0,04 Mmonp) HaTpiro (To6TO Npenapar NpaKTHYHO He MiCTUTB HATPIIO).

ITopnwii mepenik JONOMIKHUX PeYOBHH HaBeJeHHH y po3aiii 6.1.

3. JIIKAPCBKA ®OPMA
Tabnerku, BKPUTI TUTIBKOBOIO 000IOHKOIO

JBoomyksia TabneTka 31 CKOLIEHHMH KpasiMH, KariCyJIonoaioHoT popMH, BKPUTA MTIBKOBOIO 060JOHKOIO Bij
6inoro no maibke 6inoro Konbopy, 3 BigbuTkoM «M» 3 oxHOro 6oky Ta «LTD» 3 iHmoro 60Ky TabneTku.

4. KJIHIYHI XAPAKTEPUCTHUKHA

4.1 TepaneBTHYHI MOKA3AHHSA
ITpenapar [Topropa naszsa HA688] nokazanuii 1 nikyBaHHS JOPOCIHX Ta MiAJTKIB i3 Macoo Tina
mwonalimenine 30 kr, iHdikoBaHUX BipycoM iMmyHomediuuty moauru (BLUT).

Cnin ypaxyeaTi BuMort oinlifiHux KepiBHHITB i3 JTiKyBaHHA nauieHTis, indikopanux BIJI-1, Hanpuknaz
KepiBHUUTB, onpuiroaHeHux BOO3.

[Ilomo 3acTocyBaHHs aHTUPETPOBIPYCHUX JIIKAPCHKMX 3aCO6IB 11 MOCTKOHTAKTHOI MPOQLIAKTHKH, cin 6paTn
1o yBaru inopmartiro, BUKJIaJieHy B HAHHOBIINX 0(iliifHUX KepiBHHUIITBAX, HATIPUKIAL Y KepIBHULITBAX,
onpumonHenux BOO3S.

4.2 Cnoci6 3acTocyBaHHs Ta 1034
INpenapar [Toprosa nassa HA688] noBuHeH npusHayaTH stikap, skuit Mae 1ocBin ikysanus BIJI-indekuii.

Hozyeanna

Hopocni
Jo3a npenapary [Toproea naspa HAG88] craHoBUTS 0f1HY TabneTKy OMH pa3s Ha 100y.

Kopexyis 0o3u

V THX BUMAJKax, KOJIM € MOKA3aHHs /1711 IPUITHHEHHS JIiKyBaHHS O/IHUM i3 KOMITOHEHTIB npenaparty [Toprosa
na3sa HA688] aGo xonu HeoOXinHa KOpEKLis 03H, CJIiZ 3CTOCOBYBATH OKpeMi Iperaparty A0y Terpasipy,
namiByIMHy Ta TeHO(OBIpy Auzonpokcuty. Ciix 03HaHOMUTHCB 3 IHCTPYKIFO A1 MEAUYHOTO 3aCTOCYBAHHS
KOKHOIO OKPEMOTo JIikapchKoro 3acofy.

Skuto nauientH, ingikopani BIJI-1, MaloTh pe3srcTeHTHICTH 10 NpenapatiB kiacy iHribiTopis inTerpasu
(moKyMeHTaIbHO TiATBEpIKEeHy ab0 i 03proBaHy), Heo0OXiaHI 10AaTKOBI 103H monyTerpasipy. Ciin
03HAHOMMTHUCH 3 IHCTPYKILIIO /I MEAHYHOrO 3aCTOCYBaHHA AOIyTErpaBipy Uisl OTPHMAHHs JOJATKOBOT
iHdopmarii.

Hionimxu 3 macoio mina wonatimenue 30 ke

. . f;: L'y
! Toproei Ha3BH He NPOXOAATEH npexsamcbmauno BOO

perymoBaHHs JIKapChKUX 3acODiB. A AR ]
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Honyrerpasip/Jlamisyaun/Tenodosipy ansonpokcnny gymapar WHOPAR, uactuna 4 Jnnens 2019 p.
50 mr/300 mr/300 mr raGmerrn Pusain 6 unusmnernit: Keirens 2020 p.
(Maiinan JlaGoparopis Jlimiten), HAG8S

Joza pomyrerpaBipy s DUNITKIB 13 Macor Tina moxaiiMeHme 30 kr, iHbikoBanux BIJI-1, Ge3
PE3MCTEHTHOCTI 10 Tpenaparis Kjiacy iHribiTopiB iHTerpasu CTaHOBMTH OfHy Tabnerky npenaparty [Toprosa
Ha3Ba HAG88] onun pa3 Ha noby. Indopmauis mpo 3acTocyBaHHs AONyTerpasipy mimmiTkaMm, iH}pikoBaHHM
BIJI-1, i3 pe3HCTEHTHICTIO [0 TIpenapaTiB Kiacy iHriGiTopis iHTerpasH € HeOCTATHEOIO.

Himu

ITpenapar [Toprosa nassa HA688] He ciiz 3acTOCOBYBATH AITAM i3 Macolo Tijia MeHie 30 Kr, OCKiIIBKH JaHuHH
nperapar He J103BOJISE€ POBECTH BIANMOBIAHY KOpeKLito no3H. [ToTpiOHi okpemi npenapaTH, o MiCTATh MEHLITY
KUIBKICTB IOy Terpasipy, TeHO(OBIpY TH30NPOKCHITY abo JIamMiByAHHY.

Ilayieumu nimuvo2o Gixy
IIpenapar [Toprora nazsa HA688] ciix 3 0OepexHicTiO 3aCTOCOBYBATH Malli€HTaM JIITHBOTO BiKy (AUB. PO3Ii
4.4),

Iopywenns Qyuxyii Hupox
Jlezxe nopyuenns (ynxyii Hupok (kaipenc kpeamuniny 50-80 mu/xe):
[MTauieHTaMm i3 JTErKUM MOPYIIEHHAM (QYHKII HHPOK KOPEKIis 03U He MOoTpibHa.

Ilomipne abo maoicke nopyuwienHsn QyHKyii HUpox (knipenc kpeamuniny > 50 mu/xe):

IIpenapar [Toprosa nazsa HA688] He pekoMeHIyeTbCs 3aCTOCOBYBATH MALliEHTaM i3 KIIIPEHCOM KpeaTHHiHY
< 50 my/xB (guB. po3ainu 4.4. 1 5.2), OCKUIBKH HEMOMJIHBO IPOBECTH BiINOBIAHY KOPEKIIii0 H03H. Takum
TaIi€cHTaM CJliJl 3aCTOCOBYBaTH OKpeMi NpernapaTH NoJIyTerpasipy, 1aMiByIHHY Ta TEHO(DOBIpY AU3ONPOKCHITY.

Ilopywienns yniyii nevinku

Hemae notpebu y KOpeKIii 034 A NMaL[i€HTiB i3 JlerkuM abo MoMipHUM mopyineHHaM GyHKIIIT nedinku (kiac
A abo B 3a mxanoro Yaiinga — IT'10). JlaHi mo10 3acrocyBaHHs JOTyTErpaBipy MallieHTaM i3 TSHKKHM
nopyueHHaM (QyHkuii nevinku (kac C 3a mxanoro Yaiinga — I1°10) BiACyTHI; TOMY TaKUM MaljieHTaM
npernapar [Toproea Haszsa HA688] ciix 3acTocoByBaTH 3 00€pEKHICTIO.

Ipununenna mepanii

Sxwmo nauienram i3 koindekuiero BIJI Ta Bipycy renaruty B (BI'B) npunuHsIiOTE 3aCTOCOBYBATH Mperapar
[Toprosa nazea HA688], To Taki nauieHTH NOTpeOyBaTHMYTh PETENBHOIO CMIOCTEPEKEHHS 00 03HAK
3aroCTPeHHS renatury (IuB. po3ain 4.4).

IIponyck 0o3u

SIKIno mauieHT npomycTHB o3y npenapary [Toproea masea HAG88], oMy citif NMpUAHATH MPOMYLIEHY J03Y
SKOMOTa IIBM/IIIE 332 YMOBH, IO A0 MPHHOMY HACTYIHOI JO3HM 3aHIIAETECA He MeHuue 12 ropun. Skmo
HACTYIHY /103y HEeOOXifHO npHiMaTH BIIPOJOBK 12 ro/iuH, NaieHT He MOBMHEH MPUHMATH MIPOITYLIEHY /103y, &
MIOBEPHYTHCSA JI0 3BUYAHHOI0 peXKUMY J103yBaHHI.

Cnocib 3acmocysanns
3acTOCOBYBATH MEPOPAILHO.
PexoMeHayeThCS NPOKOBTYBaTH Tabnetky npemnapary [Toprosa Hassa HA688] 11iior0, 3anmiBaidu BoI0IO.

ITpenapar [Toproea Ha3pa HA688] za3BHyaii MOXKHA NPHUMMATH HE3AIEXKHO BiJl BIKUBAHHSA TKi.

Sxmo € pesucrentHicTs BIJI-1 no npenaparis kiacy iHribitopis interpasu, npenapart [Toprosa nazea HA688]
OarkaHO 3aCTOCOBYBATH ITiJ Yac BXKMBAHHS DKi, 11100 3011bIIMTH HOTO BCMOKTYBaHHS (OCOOJIHBO TALliEHTaM i3

myTtaniasmMu Q148).
4.3 IIporunokaszanus pU—
e [ligBHIIEHA Yy TIHBICTH nogqﬂ%ffi peHORHHH a60 10 Gy/1B-AKOT 3 JOMOMDKHHX PEYOBHH, 3a3HAYCHHX Y
po3aini 6.1. SR O
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4.4 CnenianbHi 3acTepeskeHHs Ta 3aM00KHI 3aX01H NpPH 3acTOCYBAHHI

3aeanvri Oani

Jlo nouatky JiKyBaHHs, IO BKJIFOYAE JIAMIBYIMH 1 TEHO(DOBIPY JU30MPOKCHII, BCIM MaLli€HTaM He0OXiTHO
BU3HAYUTH HasBHICTb aHTUTL 10 BI'B (nuB. nwkue «/layicumu 3 xoingexyicio BIJI ma eipycy eenamumy B
(BI'B) abo C (BI'C)»).

Ilepedaua Bl/I-ingexyii

EdexTuBHa IPOTUBIpYCHA Tepartis MOJKe ICTOTHO 3HM3UTH PH3MK nepejadi indexuii crateBumM muisxoM. OnHak
TaKWi PU3UK He MoJke OYTH yCyHeHHii oBHicTIo. ToMy HEOOXiHO BYKMBATH 3aro0DKHHX 3aXO0/1iB IS
nornepeKeH s nepefayi iHdekuil BimoBiIHO 10 HAliOHAIBHUX PeKOMEeHIAMIH Ta {HIIMX HOPMATHBIB.

Peszucmenmmnicmo BIJI-1 do npenapamie xaacy inzibimopie inmezpasu

[Mpuiimarouu pilIeHHs PO 3aCTOCYBaHHA NOMYTErpaBipy Y pas3i pe3uCTeHTHOCTI 0 Npemnaparis Kjiacy
iHribitopiB iHTErpasH, ciIin BpaXoBYBaTH, 10 aKTHBHICTh J0JyTErpaBipy CyTTEBO 3MEHIIYEThCA MIPU
iHdixyBaHHI naiieHTa mramaMu Bipycy 3 mytauiero Q148 + > 2 ropunni mytauii G140A/C/S, E138A/K/T,
L741. To4HO He BiZIOMO, KOO MipOIO IOJyTerpapip 3abesneuye 10OaTKOBY e)eKTUBHICTD IIPU HATBHOCTI TAKOT
pesucrentHocti BIJI-1 o npenaparie xiacy iHribiTopis iHTerpasu.

Peaxyii niosuwenoi vymaugocmi

[Tpwm 3acTOCyBaHHI 0MyTerpaBipy HOBIAOMIIIOCS PO PeaKLii MiJBHILEHO] Yy TJIHBOCTI, SKi
XapaKTepU3yBaJIiCsl BUCHITAHHIMH, CACTeMHUMH 3MiHaMH, a iHOAI — MUCOHYHKIIEO OpraHiB, BKIIOYAK0UH
TsOKKI peakuil 3 6oky neuinku. J{omyrerpasip Ta iHLIi 1i103proBaHi npenapaTy HeoOXiaHO HeraiHo BiAMiHUTH,
AKIIO BUHHKAIOTH peakuii MiBUIIEHO] YyTIHBOCTI (BKIIOYAFOUH TSUKKE BHCHITaHHS ab0 BHCHITAHHS, 1110
CYHPOBOJKYEThCS MiABUIIICHHSIM PiBHIE NeUiHKOBUX (DepPMEHTIB, TapsuKy, 3arajibHe He3IyKaHHS,
BTOMJIIOBAHICTB, O111b Y M’ s13ax abo cyrnobax, yTBOPeHHS IyXHUpiB, YPaKEHHSI POTOBOI IOPOXKHHHH,
KOH’FOHKTHUBIT, HaOpsiK o0nmHuy4s, eo3uHO( LTIk, aHTi0HeBpOTHYHUH HaOpsiKk). Ciif KOHTPOIIOBATH KITIHIYHHH
CTaTyc, BKJIIOYAKOYH BH3HAYEHHS PIBHIB e4iHKOBUX amiHoTpaHcepas Ta 6inipy6iny. 3atpumka y BigmiHi
JTIKYBaHHS JIONyTerpaBipoM abo iHIIUMH ITiJO3PIOBAHHMH MIFOYUMH PEYOBHHAMH ITIC/I BUHHKHEHHS peaKilii
ITi BHINEHOT Yy TIHBOCTI MOYKEe TIPU3BECTH JI0 PO3BUTKY aJIepPriqHOl peakiiii, o 3arpoiKye KUTTIO.

Cunopom imynnoi peakmusayit

V indikoBanux BIJT nauieHTis i3 TsokkuM iMyHOAE]IMTOM Ha MoYaTKy KOMOiHOBaHOT aHTHPETPOBIPYCHOT
teparii (KAPT) Moyke BHHUKHYTH 3anajbHa peakilis Ha 6e3cHMITOMHI abo 3a/IMIIKOBI OMOPTYHICTHYHI
iHdexuil Ta BUKIMKATH CepHO3Hi KIIHIYHI NPOsBH ab0 MOripLIeHHs CUMITTOMIB. 3a3BH4aM, Taki peakiii
CIIOCTEPIrakcs MPOTATOM MEePIINX ASKiIbKOX THKHIB a00 Micauis micns noyatky KAPT. Bigmosigaumu
NPHIJIaIAMU € LIUTOMEraJIOBIPYCHHI PeTHHIT, reHepaizoBaHi abo JIokasbHi MikoOakTepianbHi iHpekii Ta
THEBMOHisl, CIpU4uHeHa Pneumocystis jirovecii. Bynb-saxi CAMIITOMH 3aniajieHHs CJliji OLIHUTH Ta Y pasi
1oTpeOU NPU3HAYMTH BiANOBIAHE JIKYBaHHS.

Tako MOBiZOMIISIIOCS MPO ayTOIMYHHI 3aXBOpPIOBaHH! (Taki sk xBopoOa I'peiiBca it ayToiMyHHHIi remaTur),
AKI BUHHKAJIH Y IpoLieci BIHOBIEHHS iMyHiTeTy. OHAK 9ac 10 BUHHKHEHHS 3aXBOPIOBAHHS, PO AKHH
TMOBiZOMILANIOCA, € Oinbl BapiabeabHHM, i 1 ABHILA MOXKYTh BHHHKHYTH 4epe3 0arato MicALiB Mic/s nmoyaTky
JIKYBaHHS.

V nmesxux naui€eHTiB i3 koiHdekuieto Bipycy rematuty B abo C Ha mouatky JiKyBaHHS AOIyTerpaBipom
CIIOCTEpIrasocs MiBUILEHHS PiBHS NE4iHKOBUX ()EPMEHTIB, IO BiANOBIAA€ CHHAPOMY BiTHOBJICHHS iMyHITETY.
V narieHTiB i3 koindexuicio Bipycy renatuty B abo C pekOMeHAYeTbCS KOHTPOJIIOBATH QYHKIIIO MEYiHKH.
Oco6nuBy yBary citij NpualIATH no4arky abo npoaoskeHHiO eekTHBHOT Tepamii renatuty B (Bigmosinuo no
KEpPiBHHIITB i3 JIIKYBaHHS), KOJIM y TALIIEHTIB i3 KOiH(eKIielo BipyCy renatuty B po3noyrHaeThes Teparis Ha
OCHOBI JIOJTyTerpasipy.

Hanxpeamum
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JlamiByiiH 1 TeHO(OBIPY TH3OTIPOKCHI BUBOAATHCSA MOJIOBHHM YHHOM HUPKAMH LLUIIXOM K KITy604KOBOT
¢inpTpanii, Tak 1 aKTHBHOI KaHaNILLIEBOT cekpelil. He pexomMenayeThes 3acTocoByBaTu npenapar [Toprosa
Haspa HA688] nauienTam i3 nomipauM abo THKKMM NOpYLIEHHAM (GyHKUIT HHPOK (KITipeHC KpeaTHHIHY

< 50 mu/xB). ITanieHTaM i3 noMipHUM ab0 TSKKHM NOPYIICHHAM (YHKIIT HUPOK HEOOXinHa KOpeKIlis 7031
JaMiByIMHY Ta TeHO(OBIpY H30NPOKCHILY, IKa HEMOMUIHBA Y BUNAAKY TabneTok i3 komMbiHauio (GikcoBaHux
no3 (nuB. po3ainu 4.2 ta 5.2). Ilpu 3actocyBaHHi TeHO(OBIPY HH30NPOKCHITY Y KIIHIYHIM npakTHIL
TMOBIAOMIIAIIOCS ITPO HUPKOBY HENOCTATHICTh, MOPYLIEHH (YHKUIT HUPOK, MiBUIIEHHS PIBHA KPEaTHHIHY,
rinoocdaremiro Ta NpokCHMaNbHy TyOynomariio (BKIodaiouu cuaapom Pankoni) (aus. posmin 4.8).

PexoMeHyeTbCs BU3HAUATH KJTIPEHC KPeaTHHiHY/OLiHIOBaTH (YHKI{I0 KITyOOUKIB ¥ BCIX IMAL[EHTIB 10 MOYaTKY
NiKyBaHHA, @ Y pasi KIiHiYHOT HeoOXimHOCTI TaKoXK i Ii yac nikysanHs npenapatom [Toprosa Hassa HA688].
SIKI10 TeCT Ha KpeaTHHIiH JAOCTYHHUH y 3BHYaHHOMY PEXHMI, TO [0 MOYATKY 3aCTOCYBAHHA CXEM JIIKYBaHHS,
IO BKIIOYAIOTh TEHO(OBIPY JH30NPOKCHIL, CIIiJ{ BUKOPHCTOBYBATH PO3PaXyHKOBY IUBHAKICTE KITyOOUKOBOT
GinbTpanii Ha BUXiAHOMY piBHI. SIKIIO TECT Ha KPeaTHHIH He NOCTYNHHUH y 3BUYaliHOMY peXKHMi, TO
IHMKATOPHI CMY>KKH IJIA cedi MOXKYTh OYTH BUKOPHCTAHI Ul BUABJICHHS TIIIKO3Ypii a60 THKKOT
He(pPOTOKCHYHOCTI MPH 3aCTOCYBaHHI TEHO(OBIPY JU30NMPOKCHITY NatieHTam 6e3 pakTopis pusuky. Tect Ha
KpeaTHHiH 0COOIHBO PEKOMEHOBaHMI NAI[iEHTaM i3 BUCOKUM PH3MKOM (JTITHIH BiK, CYITyTHE 3aXBOPIOBAHHS
HHUPOK, TPUBAJIMH IyKpOBHiA fiabeT ab0 HEKOHTPOJILOBAHA apTepiajibHa rinepTeHsis OMHOYACHO 3 MiICHICHUMHU
iHribiropamu npoteasu abo HeYPOTOKCHIHHMH TpernapaTtamu), b BHABUTH i 0OMEKHTH ITOJAJIBIIE
NporpecyBanHs MopymeHHs QyHKIii Hupok. Ciif peTebHO 3BaKHTH KOPUCTB Ta PH3HKH. SIKIIO MOMKIIHMEBO,
TAKOXK CJIi[l BAMIpIOBaTH pieHb ocdatis y cupoBaTii KpoBi Takux nauienTis. Skimo pisess ¢ocdaris y
CHpPOBATLI KPOBI MallicHTa, IKHHA pUiiMae JaHuii ikapeskuii 3aci6, cranoButs < 1,5 mr/mn (0,48 mmons/n) abo
KJIIpEHC KpeaTHHiHy 3HHKYEThCs 10 < 50 Mi/XB, TO HEOOXIIHO MOBTOPHO OLIHUTH (PYHKIIIO HUPOK TAKOTO
nalieHTa MPOTArOM OHOIO THXKHSA, BKJIFOYAIOUH BHMIpIOBaHHS PiBHS [VIIOKO3H i KAJIIO B KPOBi, a TAKOXK
[TIOKO3H B ceui (AuB. po3ain 4.8, «mpokcumanbHa TyOynonatis»). Ockinbku npenapar [Toprosa nassa HA688]
€ KoMOiHOBaHHM JTIKapChKUM 3ac000M 1 iHTepBa 103yBaHHS OKPEMHX KOMIIOHEHTIB HE MOske OyTH 3MiHEHHIA,
HeoOXiZIHO MPUIUHUTH 3aCTOCYBaHHA JAHOTO TIpernapary NamieHTaMm i3 IATBep/UKEHHM KITIPEHCOM KpEaTHHIHY
< 50 mu/xB abo 31 3HIKEHHAM piBHA Gocdarie y cuposaTi kpoei 10 < 1,0 mr/m (0,32 Mmosns/m).

Criz TakoXkK pO3MISHYTH HEOOXIIHICTh NPHITMHEHHS 3aCTOCYBaHHA JaHOTO NPenapary y pasi mporpecyiodoro
3HWKEHHS (PYHKIIIT HUPOK, KOJIM HE BUSABJIEHO JKOJHOI iHINOT MPHYMHHM. Y THX BUIIAKaX, KOJH € [TOKAa3aHHs I
DPHOMHEHHS JTiKyBaHHS OIHHM i3 KOMIOHEHTIB nperapary abo Koiu HeoOXiqHa KOpeKLlis 1034, MOKHA
3aCTOCOBYBAaTH OKpPEMi MpenapartH A0y Terpasipy, JaMiByIHHY Ta TEHO(OBIPY AU30MPOKCHITY.

Cnin yHHKaTH 3aCTOCYBaHHS JAHOTO Mpenapary OAHOYacHO abo Mmic/is HelOAaBHBOTO 3aCTOCY BAHHS
HEe(POTOKCHYHOrO NpenapaTy (HanpHKIak, BACOKHX 03 ab0 KUTBKOX HECTEPOIAHUX MPOTH3AMNAIBHHX
TnpenapariB, aMiHOIIIKO3UiB, amdoTepuLHy B, GockapHeTy, raHIMKIOBIPY, NEHTAMI/IHHY, BAHKOMILMHY,
uaodoBipy, iHTepieikiny-2). Skiio ogHovacHe 3actocyBaHHa npenaparty [Toprosa nassa HA688] i
He(QPOTOKCHYHHX IpenapaTis € HEMUHYYHM, HEOOXiHO IIOTHXHS KOHTPOJIIOBATH (DYHKIIIO HUPOK (JIHB.
posain 4.5).

He npoBojuiocs KJIiHIYHOrO OLIIHIOBAHHS 3aCTOCYBaHH TEHO(OBIPY AU30MPOKCHITY MALlIEHTaM, IKHM
OIHOYACHO 3aCTOCOBYBAJIH JIIKaPChKi 3aCO0H, [0 BUIUIAIOTECS THM CAMUM HHPKOBHM IIUISXOM, BKJTFOYaI0YH
6inok-Tpancrioprep opraniunux aHioHis ymoaunu (hOAT) 1 Ta 3 abo MRP 4 (nanpuknaz, uumodosip,
niKapchKUH 3acib 31 BCTaHOBIEHOIO He(poToKCHUHICTIO). LIl HUPKOBI TpaHCHOPTHI GLIKH MOXKYTE OyTH
BiZINOBIIaNbHI 32 KaHANBLIEBY CEKPELIiIO i YaCTKOBO 3a HUPKOBY eniMiHariio TeHodoripy i uunodosipy. Qrike,
(apMakOKiHETHKA LIHX JIIKApCHKUX 3acO0iB, Ki CEKPETYIOTHCS OJHUM i THM JK€ HUPKOBHM IILJISIXOM,
BrUTIOYarouy TpancnoptHi 6inku hOAT 11 3 a6o MRP 4, Moxke 3MIHIOBATHCSA [TPH 1X OJHOYACHOMY
zactocyBaHHi. [IpH BincyTHOCTI ABHOT HEOOXiIHOCT] HE PEKOMEHIYETHCS OTHOYACHO 3aCTOCOBYBATH L1
nikapceKi 3aCO6H, 1110 CEKPETYIOTHCA THM CaMHM HHUPKOBUM IIULIXOM, alie SKIIO TaKe 3aCTOCYBAHHS €
HEMHUHYYHM, HeOOXIAHO IIOTHIKHS xontpouiOBam (})yHKuifo HUPOK (OUB. po3ain 4.5).

Hayienmu nimuvozo iy 4 _
V HiTHIX NALI€HTIB 3HUKEHHS dJyHKmi HHUPOK € BlpO 3 ,f_xmmum TOMY CJIiJ1 IOTPUMYBATHCA 00€PENHOCTI MPU
3aCTOCYBaHHI TeHO(OBIpY AM30HPOKCHITYLT Lmlm,aauiemam
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Bnaue na xicmxu

Y KOHTPOJILOBAHOMY KJIIHIYHOMY JOCIII/DKEHHI 32 YYacTIO OPOCIIUX TAIi€HTIB, IPOBEACHOMY IS
TIOpiBHIOBAHHA 3aCTOCYBaHHA TeHO(DOBIPY JH30NIPOKCHITY Ta cTaByuHy (00uaBa y koMOiHauii 3 naMiByJHHOM
Ta e(paBipeHIIOM), MiHepaJlbHa LIIIBHICTh KICTOK XpeOTa 3HIKyBanacs, a KicTKOBi GioMapKepH 3MiHIOBaIKUCH
TMOPIiBHAHO 3 BUXiJHHMH MOKa3HUKAMH B 000X rpynax JiKyBaHHS, ale 3MiHH OyJIi 3HaYHO GibLIMMH B rpyrii
TeHO(OBipy Au30NpoKcuTy Ha 144 TiKHI. 3HIDKEHHS MiHEepaIbHOI 1IIBHOCTI CTErHOBOT KicTKM Oyio
JOCTOBIpHO OUIBIIMM Y 1iH rpymi 10 96 TwkHiB. OxHak yepe3 144 THWKHIB PU3HK NEPEIOMIB HE MiBHIIYBaBCs,
i He OyJ10 JKOJHUX O3HAK KJIIHIYHO 3HAYYIHX KiCTKOBUX aHOMAJTiid.

V migniTkis Bikom 12 pokiB i crapiue, indikopanux BIJI-1, cepess MBHIKICTS NPUPOCTY KicTKOBOT MacH Oyiia
MEHILOKO B IPYIIi, Ka OTpUMyBasna TeHO(OBipy AU30NPOKCHII, MOPIBHAHO 3 IPyMNolo riane6o. O3HaK BIUIHBY
Ha CKeJIeTHE 3pOCTaHHs (3picT) He criocTepiranzocs. MapkepH KicCTKOBOTO PeMOJIENIFOBAHHS Y MiJTITKIB, SKHM
3aCTOCOBYBAJIM TeHO(OBIPY AU30MPOKCHII, CBIIYATE NPO 301IBIIEHHS KiCTKOBOTO PEMOMAEIOBAHHS, 110
Y3rODKYEThCS 3 epeKTaMu y JOpOCauX. Yepe3 MOXKIMBHI BILTHB TeHO(OBiIpY HAa METaboJIi3M KiCTKOBOT
TKaHUHY, npenapar [Toprosa Hazsa HA688] ciz 3acTocoByBaTH mijutiTkam BikoM 10 18 poKiB TiIBKH y TOMY
BHIIAJKY, IKIIO O4iKyBaHa KOPUCTh MEPEBUILYE PU3HKH (IHUB. TaKOXK po3aid 4.8).

KicTkosi aHoMaiii (1110 1HKOIH CIPHAIOTE NICPCIOMaM) MOXKYTh OyTH NMOB’A3aHi 3 MPOKCHMAIBHOIO HHPKOBOFO
TyOynonariero (nuB. po3ain 4.8). Skio € migo3pa Ha aHOMaUii KiCTKOBOT TKAHUHH, TO MALIEHT MAE OTPUMATH
KOHCYJIBTALIIIO BiIIIOBITHOTO CIierfiaicTa.

Ocmeonexpos

ITpo BUNa Ky OCTEOHEKPO3Y MOBIIOMIIANIOCS 30KpeMa Y MAaLieHTiB i3 3axBoproBaHHsM BIJI Ha misHix craisx
abo micna TpuBaol koMOiHOBaHOT aHTHPETPOBipycHOT Teparii. ETionoris Mmoxxe Oyru GararodakropHoro i
BKJIIOYAE 3aCTOCYBAaHHA KOPTHKOCTEPOIIiB, HaMipHE BKHUBaHHA aJIKOrOJIO, TSKKY IMyHOCYTIPECito i HagMipHy
macy Tina. ITanieHTiB ciii monepeauTy Npo HeoOXIiAHICTE KOHCYBTALIT 3 JliKapeM, SKIIO Y HHX BHHHKIIH
soMoTa Ta Oinnk y cyrinobax, ckyTicTs ab0 yTpyQHEHHS PyXiB y cyriobax.

DynKyis newinKu

Besneka Ta edexTHBHICTE 3acTocyBanHa npenaparty [Toprosa Hasea HAG88] namienram 31 3HAUHAMMU
CYITyTHIMH 3aXBOPIOBAHHAMH MEUiHKHA HE BCTAHOBNICHA. [TallieHTH 3 HAABHOIO AUCHYHKINEIO NEYiHKH,
BKJTIOYAIOUH XPOHIYHHH aKTHBHHH I'eNaTHT, MAIOTh MiZIBULIEHY YacTOTY NMOpYyLIeHb QYHKUIT eYiHKH i 9ac
KOMOIHOBaHOI aHTHPETPOBIPYCHOT Tepartii i NOTPeOYIOTh CHIOCTEPEIKEHHS BiMIOBITHO 10 CTAHAAPTHOL
npakTUKH. [IpH HAABHOCTI O3HAK MOTipIIEHHS CTaHy MEeYiHKH HeOOXiTHO PO3IVIHYTH NPH3YTHHEHHS a60
BiZIMiHY 3aCTOCYBaHHS MpenapaTy TaKHUM Malli€HTaM.

Hayienmu 3 xoingexyicio BIJI ma eipycy eenamumy B (BI'B) abo C (BI'C)
MenuuHi nmpariBHHKH TOBUHHI KEepYBaTUCS BiATIOBIJHUMH YHHHHMH PEKOMEH/ALIIT 1[0[0 ONTHMAIBHOIO
JlikyBaHHA nauienTis i3 BlJI-indexuiero, xoindikopanux BI'B abo BI'C.

IMTauienty 3 xpoHiunuM renaturoM B abo C, ski oTpuMyIoTs KOMOIHOBaHY aHTHPETPOBIPYCHY Tepartiio,

i JIAI0ThCS MiBHILIEHOMY PH3HKY PO3BHTKY TSUKKHX i MOTEHLIHHO cMepTeNbHUX MOGIYHUX peakuiii 3 60Ky
MeviHKK. Y pa3i 0JHOYACHOrO 3aCTOCYBAHHS MPOTUBIPYCHUX MpernapariB is JIiKyBaHHs renatuty B abo C
HeoOXinHO 03HaHOMHTHCS 3 BIANOBITHUMH IHCTPYKUIAMH VI MEAMYHOIO 3aCTOCYBAHHA TAKHX JIKAPCHKHUX
3aco0iB.

JlamiByauH 1 TeHO(OBIpY AU30NPOKCHI TakoK akTuBHI poti BI'B. ToMy npunuHeHHs 3aCTOCYBaHHS
npenapaty [Toproea Hazea HA688] naiienram, koindikoranum BIJI ta BI'B, moske GyTH mos’ a3ane 3
TSDKKMMH 3arocTpeHHsamMu renarury. [lanientn, xoindikoani BIJI Ta BI'B, ski npunuHSIOTE JiKyBaHHS
npenaparoM [Toprosa nazea HAG88], MmatoTs nepebyBaty niji peTesbHUM CIIOCTEPEIKSHHAM i3 NPOBEICHHIM
K KJIIHIYHOro, Tak i jaboparopHoro %gg_iimpag\ NPOTATOM LIOHAWMEHIIE IECTH MiCALIB MiCJI PUITHHEHHS
nikyeaHHs. [Tpu HeoOXigHOCTI ngi(iff%; ;ﬁjMOBﬂiﬁ%HsyBaHHﬂ renatuty B. He pekoMenryeThes MpHNHHATH
JKYBaHHS NallieHTaM i3 nporpegﬁ%}qq’ﬁiu éaxsopiiﬁﬁ?ﬁﬁ;m nevinku ab0 LUPO30M TNEeYiHKH, OCKIUIBKH
3arOCTPEHHS T'eNaTUTy Micd 35}-;'_3 CpIICHHS n‘iKg/B?HvH_ 45{19}&6: MPU3BECTH 0 NEUiHKOBOI IeKOMITEH allii.
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IIpomugipycui npenapamu ons nixyeanns BI'C

byno nponemMoHCTpoBaHo, 1110 OAHOYACHE 3aCTOCYBAHHSA TEHODOBIPY MH3OMPOKCHITY 3
neninacsipom/codocbysipom, codpoctysipom/sennaracpipom abo
cogocOyBipom/BennaTacBipoM/BOKCHIATIPEBIPOM TIiIBHIILYE I1a3MOBi KOHLIEHTpallii TeHo(oBipy, 0co6aHBoO
TpH OZIHOYACHOMY 3aCTOCYBaHHI 31 cxemoto stikysanms BIJI, 1o BKItouae TeHO(OBIpY AM30NPOKCHI Ta
(apmakoxineTHaHUH TiCHIIOBaY (HAPUKIAN, pUTOHaBip). [TauicHTH, AKkuM 3aCTOCOBYIOTh
nexninacsip/codocOysip, coocbysip/sennaracsip abo codocbysip/ BEJINIATaCBIP/BOKCHIIAIPEBIP OTHOYACHO 3
TeHO(OBIPY M30NPOKCHIOM, MAIOTh NTepeGyBAaTH I1ij] CIIOCTEPEKEHHSM 100 NOBIYHIX PeaKLii, OB’ 13aHuxX
i3 TeHO(OBIPY JH3OMPOKCHIOM.

Oonoyacne 3acmocysanns inuux nikapcykux 3aco6ie

Ockineky npenapar [Toprosa Hasea HA688] € kombinatiero dikcoBanux 103, Horo He ci1ix 3aCTOCOBYBATH
OJHOYACHO 3 IHLIMMH JIKapChKMMH 3aCO0aMH, 10 MICTATh Gy/Ib-SKy 3 TAKAX CAMHX AIIOUHX PEYOBHH, a came
HOIyTErpasip, naMiBy1uH a60 TeHOOBIpY AM30NIPOKCHIL.

Yepes nofibHicTh K0 namisynuHy, npenapart [Topropa nazea HA688] He ciin 3aCTOCOBYBATH OJJHOYACHO 3
IHUIMMH aHATIOraMH LUTHINHY, TAKUMH SIK eMTpuLmTabin. [Ipenapar || ‘oprosa Haza HA688| He ciin
3aCTOCOBYBATH OJJHOYACHO 3 JIIKAPCBKUMH 3aCO6aMH, 10 MIiCTSTE aneoBipy AUMiBOKCHI a60 TeHO(OBIpy
anadenamis,

OnHoyacHe 3acTOCYBaHHS TEHO(OBIPY JM3ONPOKCHIY TA JMIAHO3HHY He PEKOMEHIIYETBCS, OCKIIBKH
eKCIIO3HIS JMJAHO3MHY 3HAYHO TIJBHILYETBCS MCAA OJHOYACHOTO 3aCTOCYBAHHS 3 TeHo(oBipy
AM30TIPOKCHIIOM (11B. po3ain 4.5). [Tosinomianocs mpo piaki BUNaaKu NaHKPeaTHTy i JlakTaTauuznosy, iHomi 3i
CMepTETbHUMHU HACITiIKAMH.,

KombiHais namiByuHy 3 k1anpuGiHOM He peKoMeHIyeTbes (UB. Po3ain 4.5).

Bincyrrs indopmauis npo 6esnexy Ta eeKTHBHICTb 3aCTOCYBaHHS TIPENApATy, 1O MiCTHTS JoTyTerpasip,
naMiByIuH i TeHO(OBIPY AM30MpPOKCH, y KOMOIHAL|T 3 iHIIHMHE AHTHPETPOBIPYCHHMH NpernapaTaMH.

Onopmynicmuuni inghexyii

V nauienTis, SKMM 3aCTOCOBYIOTH mpenapat [Toprosa Hazsa HA688] a6o Oynb-aKy iHIITy aHTHPETPOBIpyCHY
TEpaifo, MOXyTh NPOAOEXKYBATH PO3BHBATHCS ONOPTYHICTHYHI iHdeKwii Ta {Hmi yeKagHerts BUI-indexuii.
Tomy nauieHTH MaloTh 3aTMIIATHCA i/ PETETBHAM KIIHIYHUM CTIOCTEPEKEHHIM METHIHIX MPALiBHUKIB, AKi
MaloTh A0cBin tikyBaHHA BIUI-indekuii.

Maca mina i memaboniuni napamempu

Ilix yac aHTHPETPOBIPYCHOT Teparii MOXe CrocTepiraTucs 36ibIICH S MACH Tiia Ta PIBHS JTMIIB 1 ITIOKO3H B
KkpoBi. Taki 3MiHH 4aCTKOBO MOKYTh GYTH 0B’ 13aHi 3 JTikyBaHHAM 3aXBOPIOBAHHA i 3i CIIOCOGOM JKHTTS. IIIo
CTOCYETBCA JIIMIAIB, TO B AEAKHX BUNAJKAX € JOKA3H 3B’ A3KY 3 JIKYBaIbHUMH edexTam, B TOM yac Ak s
30IIbLICHHS MacH Tila HeMa€ NePEeKOHIMBHX I0Ka3iB 38’ 43Ky 3 Gyb-IKUMH KOHKPETHHMH JIIKYBaIbHUMHU
eexramu. [llo/10 MpoBeEHH MOHITOPHHTY PiBHS MIMAIB i JIIOKO3H B KPOBI CITill JOTPHMYBATHCh YHHHHX
kepiBHULTB i3 jikyBanHa BUI-indekuii. [Topymenns o6miny mimizis i NIKYBaTH BiMOBIHO A0 KIiHIYHOT
JIOLUTBHOCTI.

Mimoxoudpiansna oucynxyin
Hyksieosnani i HyKJICOTHHI aHAIOTH MOKYTh CIIPHUMHSITH TTOLIKOKEHHS MITOXOHZPIH Pi3HOrO CTYNEH.
[ToBizomisnocs npo miToxonapianeHy gucdyskuiro y BIJI-HeraTHBHIX HEMOBJIAT, SIKi M IaBATHCS BIUTHBY
HYIUICO3UTHIX AHATIOTIB in utero abo NPOTATOM MOCTHATAILHOIO MEPiOLy; 1ie FOIOBHHM YHHOM CTOCYBANOCH
CXEM, L0 BKIOYAI0Th 3HA0BY IMH. OCHOBHMUMHU MOGIYHMMH PEaKIisMU € FeMAaTOJIOriuHi (aHeMist, HeHTporeHis)
i Meraboniuni (rinepmnaxraremis, rinepiinasewmis). Lli peaxuii 4acTo6yBaIoTh Tpan3uTOpHUMH. Pizko
MOBiOMITAIIOCS PO JIesKi Mi3HI HEBPOJIOriuHi po3nagu (ringpjrﬁ}{ia';_ cy,uo 'f—‘?g\)\gnaﬂu nopeninku). Hapasi
OTIOCTIHUMHEY Y6 J1iTH, sKi 3a3HATH BIUTMBY
DJl-seratussj JiTH, H0TpeGYIOTH KIiHIYHOrO Ta
o) YA

¥,
i -_:I._'.f
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11ab0paTOPHOrO MOHITOPHHTY i MalOTh GYTH MOBHICTIO 0GCTEXKEHAMH LIOO0 MOMNUTHBOT MITOXOH/IpiabHOT
AMCQYHKLIT 38 HASBHOCTI BiAMOBIAHUX 03HaK a60 cummnTomis. Lli CIIOCTEPEIKEHHS He BIUTHBAIOThH Ha
HaLIOHAJIbHI PEKOMEH/TALIT 1010 AHTHPETPOBIPYCHOTO JiKYBAHHS BATITHHX 5KIHOK JUTS 321106 raHHs
BepTHKaNbHIN nepenaui BIUI-indekuii.

Honomisicni pevosunu

Hanwii stikapebkuif 3aci6 micTuTs MeHme 1 Mmosb Hatpito (1 Mr) Ha oy TabJieTky, TOOTO MPaKTHYHO He
MICTHTB HATPil0. BajkIMBO BpaxoByBaTH BMICT TOMOMDKHHX PEYOBHH B YCiX NikapchKHX 3acobax, Aki npuiimae
MAaLi€eHT.

4.5 B3aemonist 3 inmamu sikapchKaMu 3aco6amMu Ta iHII BHAH B3acMoiii

Hocnimkenns ikapcekoi B3aeMozii npenapaty [Toprosa Hazsa HA688] ue nposoauaucs. OCKiNbKU JaHui
JliKapchKuif 3aci6 MicTUTB TOTyTerpaBip, TaMiBy THH i TeHODOBIPY JHZOMPOKCHI, TO yci B3aeMonii, ki Gynu
ieHTH(IKOBaHI VIS MX A{I0UMX PEUOBHH OKPEMO, MOXYTh CTOCYBATHCS JAHOT Ta6MeTOBaHOT KOMOIHALLT
dixcopanux 103. Jloc/iPKeHHs B3aEMOIT LMX JiF0UMX PEUOBHH TIPOBOUITHCS TiTBKH ¥ AOPOCIIHX.

Bsaemodii, o cmocyiomucs 0onymezpagipy

Cain yHukati GakTopis, 10 3HHKYIOTh KOHIEHTPAILiO JOJIyTerpaeipy B Inasmi KpoBi, 3a HaseHocTi BLI-1,
PE3HCTEHTHOTO /10 Mpenaparis kiacy iuribiropis interpasu. Lle Bomouac ogmouaciie 3aCTOCYBAIIIA JIKAPChKHX
3ac00iB, 1O 3HIKYIOTH KOHLIEHTPALIIIO J0JyTerpasipy B KpoBi (HaNpHKIIA/, aHTAIMIH, 1O MICTSTh MarHiii 260
amoMiHiH, 106aBKH 3aJTi3a Ta KaNbLIiI0, NOMIBITAMIHH Ta 3aCO6H UTS 1HAYKLIT, etpaBipuH (6e3 migcunenux
iHri6iTOpiB MpoTeas), THIpaHaBip/pUTOHARIp, pudammilmH, 3Bipo6ili Ta Aeski NpOTHEMINENTHYHI JTiKapChKi
3aco0H) (OHB. TaOIHIIFO HIDKYE).

Hosyrerpasip nepeBakHO BUBOJMTECS LIISIXOM MeTab0mi3My iz miero (epmenty UGT1AI. lomyterpasip
Takoxk € cyberpatom ypunuamudochar-riokyporosuntpancdepasi (UGT)1A3, UGT1AO, (hepmeHTy
uuroxpoMy P450 (CYP) 3A4, P-rnikonporeiny (P-gp) Ta 6inka pesucTeHTHOCTI paKy MOJIOYHOT 321031
(BCRP); TakuM 4HHOM, JTiKapchKi 3aco0H, SKi CTUMYTIOIOTE 11i (hepMeHTH, MOJKYTh 3HH3HTH ILJIa3MOBY
KOHLIEHTPALIIIO Oy Terpasipy Ta 3MEHIIHTH HOro TepaneBTHIHMI edeKT (UB. TabIHLI0 Hiwk4de). OgHovacHe
3aCTOCYBaHHS JIONyTerpaBipy 3 iHIIMMH JIKapCHKHUMH 3ac06aMHu, SKi IPUrHiuyIOTh 1 dbepmenTH, MOXKe

T ABUILIUTH IJ1a3MOBY KOHLEHTPALIIIO JI0JyTErpasipy (1B, TaGIHIIO HIKYE).

In vivo nonyrerpasip He BIUTHBa€e Ha Minazonam — nerektop CYP3A4. Ha ocHoBi in vivo Ta in vitro JIaHHX, HEe
OYiKy€ThCsl BIUTUBY JONyTerpasipy Ha papMakoKiHETHKY JiKapehKHX 3aco6iB, AKi € cyberparamu Oy ap-saKoro
OCHOBHOTO (pepmMeHTy abo Tpancnoprepa, Takoro sk CYP3A4, CYP2C9 ta P-gp (auB. po3min 5.2).

BceranoBieni Ta MOJKIIHBI B3a€MOZIT 3 IEBHHMH AHTHPETPOBIPYCHUMH Ta IHIIHMH JKApCEKUMH 3ac0baMu
HaBeJIeHi B HACTYTHiH Tabnuui; papmakokiHeTHYHi naHi BinoGpaaroTh Pe3yJIBTaTH JOCIIIKEHD Y JOPOCITHX.

Bzaemooii, wo cmocyiomvcs namieyouny
VIMOBIpHICTE MeTabOMiUHMX B3aEMOAIH € HU3BKOIO Yepe3 06MeKeH i MeTaboTiaMm, 3B’ A3yBaHHA 3 OUIKaMu
MJ1a3MH i Maibke IOBHHI HUPKOBHIA KilipeHc.

Beenenns tpumeronpumy/cysdameroxcazomy 160 mr/800 Mr mpH3BOIMTE 40 36UIBIICHHS eKCIIO3MILT
namisyauny Ha 40 % uepes BMiCT TPUMETONPHMY; CY/Ib()aMETOKCA30I HE B3aEMOIiE. IIpore, Ko y naiienra
HeMae TOpYIeHHs GyHKUIT HUPOK, KOPEKLIis H03H JIaMiByIMHY He MoTpi6Ha (aHB. posain 4.2). Jlamisynun He
BIIMBAE Ha (hAPMAKOKIHETHKY TPHMETONpPHUMY abo Cysb(hameTokcasony. SIKmo ofHoYacHe 3aCTOCYBaHHA €
HEOOXi/IHUM, NMALICHTH NOBUHHI repeCyBaTH i KiiHiyHuM criocTepexkentsM. Ciif YHUKATH OJHOYACHOI0
3aCTOCYBaHHA JIAMiBYIMHY 3 BUCOKHMH JI03aMH KO-TPUMOKCA30JTY JUTSl JTIKYBaHHS [THEBMOHIT Prneumocystis
Jirovecii Ta TOKCOMIa3Mo3y.

Crip ypaxyBaTi MOXIUBICTB B3a€MOJIT 3 iHIIMMHK JiKapChKUM Hdiggo(ia}mgﬁo 34CTOCOBYIOThCS OJJHOYACHO,
OCOBGJTMBO B THX BHINA/IKAX, KOJIM OCHOBHMM ILISXOM eNliMiHaLif € akry (BHA HIPKOBA CEKpellist uepes CHCTeMy
TPAHCIIOPTEPa OPraHivHHX KATiOHIB, TAKAMH SK TPUMETONPHM . [ifiili nikapCI:.’}'{{_‘%‘;@_g:_oGH (HampHKIIaz, paHiTHAKH,
UMMETHIMH) JTHILE YaCTKOBO BUBOJATHCS i3 3aJLyeHHSM I [0 MeXaHi3my, ‘L1 JUIS-HUX NPOJIEMOHCTPOBaHA
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BiJICYTHICTE B3aeMOJii 3 naMiByiuHOM. Hykiieo3uani aHamorn (HanpuKiaz, JMAAHO3KH), Taki SK 3HI0BYIHH,
HE BUBOJATLCA i3 3aJIy4eHHAM LbOTO MEXaHI3MY i X B3aeMOJIs 3 IaMiBYIHHOM € MAJIOBIPOTiAHOK.

ITpx ogHOYAaCHOMY 3aCTOCYBaHHI 3 JIJaMiBYIHHOM CriocTepiranocs nomipue 36itsimenns Cmax (28 %)
3UJIOBYIMHY, NPOTe 3araibHa ekcnosuis (AUC) icToTHO He 3MiHIOBaIacs. 3UIOBYAMH He BIUIHBAE HA
(hapMaKkOKiHETHKY JIaMiBYIUHY (AMB. po3fin 5.2).

Yepes noaibuicts, npenapar [Toproea Ha3sa HA688] He ciiif 3acTOCOBYBAaTH OHOYACHO 3 HITMMHU aHAJIOTaMH
LMTHIKHY, TaKUMH K eMTpunutabin. Kpim Toro, npenapar [Toprosa nasea HA688] He citix 3acTocoByBaTv
OIHOYACHO 3 Oy/b-SIKHMH IHIIHMH JTiKapChbKUMH 3ac00aMH, IO MICTATE JIaMiBy/JHH.

In vitro namiByIuH iHriGye BHyTPiIIHBOKTITHHHE (hOCHOPHITIOBAHHS KIaJPHOIHY, 10 NPH3BOAMTE 10
NOTEHLIHHOro pU3KKY BTPaTH e()eKTHBHOCTI KJIaapHOiHy y pasi OQHOYACHOTO 3aCTOCYBaHHS B KITiHIYHiH
npakTHii. Jlesxi KiiHiYHi JaHi TaKoX MiATBEPIKYIOTh MOJNUIHBY B3aEMOJII0 MDK JIaMIBYAHHOM i KIanpuGiHOM.
Tomy omHOUYaCHE 3aCTOCYBaHHS JaMiBYIHHY 3 KJI1aApHOiHOM HEe peKOMEHIYEThCS (IuB. po3min 4.4).

CYP3A ne npuiimae ygacTs y MeTab01i3Mi JIaMiBY JHHY, IO POOUTH MATOHMOBIPHHM B32EMOLIIO 3
TKapChbKUMH 3aco0aMH, 10 MeTaboNi3yIOTECS HIEI0 CHCTEMOIO (TAKHMH SIK iHIiGiTOpH npoTeasy).

OnHovacHe 3acTocyBaHHs po3unHy copbity (3,2 r, 10,2 1, 13,4 1) 3 04110pa30BHM IEPOPATLHHM BBEACHHIM
po3umHy gamiByauHy 300 MI IPU3BOAMIO 0 K0303aJI€KHOIO 3HIKEHHS eKCIIO3MLIT IaMiByauHy Ha 14 %,

32 % T1a 36 % (AUCe0) i Cmax namiByauny Ha 28 %, 52 % 1 55 % y mopocnux. SIKIIO 11e MOXKIHBO, ¢TIl
YHHKATH TPHBAJIOI'O OAHOYAaCHOr0 3acTocyBanHs npenapaty [Toproea nazea HA688] 3 nikapcekumu 3acobamu,
10 MicTATH copbiT abo iHII 0OCMOTHYHO Ai04i MoMiCIUPTH a60 MOHOCAXAPHUAHI CTIMPTH (HAMPHKJIA, KCUITIT,
MaHiT, TaKTUT, MIbTHT). SIKINO HEMOMTHBO YHHKHYTH TPHBAJIOrO OJHOYACHOrO 3aCTOCYBAHHS, CIIi
PO3MIIAHYTH JIOLUTbHICTh YacTilIOr0 MOHITOPHHIY BipyCHOTrO HaBaHTaxkeHHs BIJI-1.

Bzaemodii, wyo cmocyiomuvea meHopogipy

Ockinbku TeHO(DOBIp BUBOIUTELCS IOJIOBHMM YMHOM HHPKaMH, OJHOYACHE 3aCTOCYBaHHA TeHO(OBipy
JH30IPOKCHITY 3 JTiIKapCHKHMH 3ac00aMH, 10 3HIKYIOTH (PYHKLIIO HUPOK 2060 KOHKYPYIOTh 34 aKTHBHY
KaHAJIBLIEBY CEKPELIo i3 3ary4eHHsM TpaHcriopTHux 6ikis hOAT 1, hOAT 3 a6o MRP 4 (takumu sik
uHaoQoBip), Moxke 361NbIIYBaTH CHPOBATKOBI KOHLIGHTpaLil TeHO(OBipy Ta/abo ikapchKHX 3ac06iB, L0
3aCTOCOBYIOTECS OIHOYACHO.

Crifi yHUKATH OIHOYaCHOTO 3aCTOCYBaHHA TEHO(OBIPY AH30NPOKCHILY 3 HePOTOKCHYHHMHU JIIKAPCHKHMH
zacobamu. JIo ocTaHHIX HanexaTh 30KpeMa BHCOKI 1031 a60 Kijbka HECTEPOIMHUX POTH3aNAIbHHX
npernapaTis, aMiHOIIIKO3H/IH, aMpoTepHiH B, dockapHeT, raHIHKIOBIpP, NEHTaMiIMH, BAHKOMILIKH,
a0(oBip Ta iHTepIelKin-2 (AUB. po3ai 4.4).

OcKiJIbKM TaKpOJTiMyC MOYKE BILTMBATH Ha (yHKI[II0 HUPOK, IPU HOro 0IHOYACHOMY 3aCTOCYBaHHI 3
TeHO(OBIpY AU3ONPOKCHIOM PEKOMEHIYETECS PETEBHO CIIOCTEPIraTH 3a CTAHOM MALliEHTA.

BpaxoByiouH pe3ynbTaTH eKCIIEPUMEHTIB in Vilro 1 BCTAHOBJICHUH LUIX eTiMiHaLil TeHO(OBIpY, TOTEHIialbHA
moxuBicTe CYP450-omocepekoBaHHX B3a€MOiH MK TEHO(OBIPOM Ta iHIIMMH JIiKapChKHMH 3ac06aMH €
MAJIOBIPOTriHOKO.

IIpenapar [Toprosa nassa HA688] He i 3acTOCOBYBaTH OAHOYACHO 3 OYAb-IKMMH IHIIUMH JIKAPCHKMUMU
zaco6amu, 110 MICTATE!

- TeHO(hOBIpY JU3OMPOKCHIT;

- TeHodoBipy anadeHamin;

- anedoBipy AUITIBOKCHI,

- JIMJIaHO3UH.

Tabnuys e3aemooii N

Bzaemoaii mizk NpernapaTom; [Toproaa Haspa HA68 8] Ta 0oqHOYACHO 3aCTOCOBYBAHMMMU JIIKAPCEKUMM 3aC00aMU

nepenivyeHi y Tabmuii HH;Kq’e (ntHLueHHH HO3H&‘I&€I’I:CH CHMBOJIOM «1», 3HHIKEHHS — «|», BIICYTHICTh 3MiH
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— «&>», TUIOIIA M| KPUBOIO «KOHIEHTpauig-yac» — «AUC», MAKCHMalTbHA 3apeecTpOBaHa KOHUEHTpAIlis —
«Cmax», KOHLEHTpaLlis B KiHLi iHTepBaTy 103yBaHHI — «C1»).

Ulikapcewki 3aco6u srigHo B3aemopnis,
3 TepaneBTHYHHM CEPeHE reOMEeTPHYHE 3HAYEHH 3MiHul|PexomMenaanii oo ogHoYaCHOr O 3aCTOCYBAHHS
pU3HAYEHHSAM

MPOTUTHOEKIIHAHI IPENAPATH

AHTHPETPOBIPYCHI Ipenapaty

Henyrneosudni inzibimopu 36opommoi mpanckpunmasu

Erpasipun Ge3 mincunenux |[loyterpasip | ETpaBipHH 3HIKY€E KOHIIEHTPALIIO HOTyTerpaBipy B

inribitopis npoteas/ AUC | 71 %; Cmax | 52 %; (it | 88 % [mnasmi kpoBi. PexoMennoBana st JOpOCIHX 103a

JTomyTerpagip ETpapipun « JONTyTeTpaBipy cTaHoBUTH 50 Mr 2 pasu Ha 106y npu
ctamynanis ¢pepmentis UGT1AL Ta 0ZHOYAaCHOMY 3aCTOCYBaHHi 3 eTpaBipHHOM 6e3
CYP3A) mizcuienux inri6itopis mporeas. Jitam mosy,

pO3paxoBaHy Ha Macy TiNla Ta IPH3HAYEHY Ui
3aCTOCYBAHHS OIMH pa3 Ha 00y, 3aCTOCOBYIOTh JBiui
Ha 100y. ITpu 3acTocyBaHHi 3 eTpaBipuHOM st
JTiKyBaHHS NALIEHTIB i3 PE3UCTEHTHICTIO 10
npenaparie kiacy iHribitopis interpasu,

0Ty TErpaBip CJIil 3aCTOCOBYBaTH OIHOYACHO 3
@TazaHaBipoM/puTOHABIpOM,
TapyHaBipoM/pUTOHABIpOM abo

IO HABIPOM/PHTOHABIPOM (JMB. HIDKYE B TaGIHLL).

Ulominagip JlomyTerpagip Hemae noTpeOu y KOopurysausi go3m.
(LPV)/puronasip (RTV) + |AUC 1 11 %; Cmax 1 7 %; [t 128 %
eTpasipun/nonyterpasip |[LPV «
RTV <

JlomiHaBip/putonasip +  [Hemae icroTHoOro BrumMBY Ha napamMeTpu
reHo(osipy ausonpokcun (DK ominasipy/putonasipy.

Tenodoaip: AUC: 132 %
Cmax: <
Cmin: 151 %

JlapyHagip JlosyTerpasip | Hemae noTpe6u y kOpuryBaHHi q03u.
DRV)/puronasip (RTV) +AUC | 25 %; Cmax | 12 %; (r | 36 %
eTpaBipun/monyrerpaeip DRV <«
RTV <

Edasipenu/nonyrerpasip |[onyTterpasip | PekoMen/10BaHa I IOPOCIHX /1033 JI0NyTerpaBipy
AUC | 57 %; Cmax | 39 %; ([t | 75 % (cranoBuTS 50 Mr 2 pasu Ha 100y Npy 0IHOYAaCHOMY
Edasipenn «» (icropuunuii KOHTPOIB) sacTocyBaHHi 3 ehapipentom. Jlitam go3y,
(cTumynauis Gpepmentis UGT1AL Ta PO3paxoBaHy Ha Macy Tijla Ta MPH3HAYEHY 1
CYP3A) BaCTOCYBAHHs ONMH pa3 Ha Jo0y, 3aCTOCOBYIOTE ABidi
Ha 100Yy.

PIKINO € PE3UCTEHTHICTH JI0 NpenapaTis kiacy
iHribiTopie iHTerpasu, Heo6XiaHO posriAaaTH
MUTAHHS NP0 AJILTEPHATHBHI KOMOIHALIT, K He
iBlUﬂO'—[aFOTb edasipeni.
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Hegipanin/nomyTerpaeip

JlomyTerpasip |

He JI0CHiKYBaIH, O4iKy€ETBCA
AHATIOTIYHE 3MEHIIEHH eKCIIO3HMILT, 0
CIIOCTEPITaETHCs MNP 3aCTOCYBAHHI 3
edapipentom, yepes iHIYKILiO)

€KOMEHJI0BaHa Jjisl IOPOC/NX [03a A0TyTerpaBipy
cTaHoBUTEL 50 Mr 2 pasu Ha 100y NpH OIHOYACHOMY
BacToCyBaHHi 3 HeBipamiHoM, JiTsam

03y, PO3paxoBaHy Ha Macy Tijla Ta NpPH3HAYEHY IS
3acCTOCYBaHHA OJMH pa3 Ha 100y, 3aCTOCOBYIOTh ABidi
Ha 100y.

STKIO € PEe3HCTEHTHICTh 0 TIpenaparis Kiacy
iHTiOiTOpiB iHTErpasy, HeoOXiTHO po3rAiaTH
[TUTAHHA MPO aJIbTepHATHBHI KOMOiHawil, sKi He
BKJIHOYAI0OTh HEBIPaIliH.

[PunniBipuy/nonyTerpasip

[lonyTerpasip <>

PunniBipun <

AUC 112 %;Cmax 1 13%; [t 122 %

Hemae moTpebH y KOpUTyBaHHI T03H.

Hyineo3udui inzibimopu 36o0pomuol mpanckpunmasu

EmTpuiuTabin/maMiBy 1uH

[Ipenapar [Toprosa na3pa HAG688] ue ciix
3aCTOCOBYBATH OJIHOYACHO Yepe3 TOAiOHICTh
eMTpULIUTa0iHy 1 TaMiBYIHHY, IO CIPHYHHSIE
OYiKyBaHy aUTHBHY TOKCHYHICTE 6€3 mepesar mojo
cexruBHOCTI.

JT1naHo3HH/TeHoGoBIpy
TH30TIPOKCHIT

JTunanozud AUC 1 40-60 %

Pr3nk nobinHux edexTis, OB’ I3aHHX 13
IMTHIAHO3HHOM (HANpHKIAM, IAaHKPEATHT,
ITaKTaTalH/103), BIPOTiIHO MiABHILYETECA, 1 KUIBKICT
(CD4-K1iTHH MOYKE 3HAYHO 3MEHILYBATHCS NPH
0IHOYAaCHOMY 3acTocyBanHi. KpiM Toro, ogHouacHe
3aCTOCYBaHHs JUIaHO3HHY 250 MI Ta TeHO(OBIpY
MU30NPOKCHITY Y CKIal IeKITbKOX PisHHX
@HTHPETPOBIPYCHUX KOMOIHOBAHMX CXeM JIIKYBaHHA
OyII0 TIOB’A13aHE 3 BUCOKOIO 9aCTOTO BiACYTHOCTI
BipyconorigHoi BianoBini. OnHoYacHe 3acTOCYBaHHA
npemnaparty [Toprosa Hassa HA688] i nunano3uny He
[peKOMeHIyeTsCs (IMB. po3min 4.4).

Anedosipy
TUTTIBOKCHI/TEHO(OBIPY
TH30IIPOKCHIT

AUC: «—
Cmax: <

He cnig 3acTocoByBaTH TeHO(OBIPY MH3OTIPOKCHII
0JTHOYACHO 3 afe(oBipy AUIMIBOKCHIOM (IHB. PO3iN
4.4).

EnTexaBip/TeHOGOBIpY
IMTH30MPOKCHIT

AUC: «
Cmax: <«

[Ipu omHOYAacHOMY 3acTOCyBaHHI TEHOOERIpY
ITU30IPOKCHITY Ta €HTEKABIpy KIIHIYHO 3HAYYIIMX
(bapMakoKiHeTHIHMX B3a€MOiil He crocTepiranocs.

Inzibimopu npomeasu

\ATazaHaBip/nomyTerpasip

Atazanasip/reHodoBipy
ITH30IPOKCHI

Monyterpasip |

CYP3A)

21 % ; Cmin: | 40 %

14 %; Cmin: 1 22 %

AUC 1 91 %; Cmax 1 50 %; Ct 1 180 %
ATtazaHaBip <> (ICTOPUYHHHA KOHTPOIIB)
npurniveHns pepmentie UGT1A] ta

\Atazanarip: AUC: | 25 %; Cmax: |

Tenodogip: AUC: 1 24 %; Cmax: 1

Eepes HEJ0CTaTHICTh JaHHUX JOIyTerpasip y
oMmOiHawii 3 arasaHaBIpOM He CJIiJ[ 3aCTOCOBYBATH Y
no3i Ginemii, Hix 50 Mr 2 pa3u Ha 106y.

ko atasanaeip i npemnapar [Toprosa naszsa HA688]
34CTOCOBYIOTh OIHOYACHO, /1034 aTa3aHaBipy MOBHHHA
craHoBHTH 300 MI 0J11H pa3 Ha 100y pazoM i3
puroHasipom 100 Mr omuH pa3 Ha 106y («miaCHIeHHA
PUTOHABIPOM», THB. HHIKYIE)




Jonyrerpasip/Jlamisyaun/Tenodosipy ausonpokeuny gymapar

50 Mr/300 Mr/300 Mi- TRONETKH

(Maiinan Jlabopartopiz Jlimiten), HA688

WHOPAR, uactuna 4

Jnnens 2019 p.
Posiin 6 oHOBACHH T KBiTeHE 2020 p,

IAtasanasip +
PHTOHABIP/ MOy TErpaBip

Arazanasip +
pPUTOHABIP/TEHOOBIpPY
TH30TIPOKCHII

Jlonyrerpasip 1

AUC 1 62 %; Cmax 134 %; Ct 1121 %
ATazaHaBip «»

PraTonasip «

(MpUrHIYeHHS

tepmentiB UGT1A1 ta CYP3A)

Tenodosip:

IAUC: 1 37 %; Cmax: T 34 %; Cmin: 1
29 %

\Atazanagip: AUC: | 25 %; Cmax: |
28 %; Cmin: | 26 %

Hemae notpeby y KOpHIyBaHHI 1031,

Uepes HepocTaTHICTh NaHUX AONYTETpaBip y
KOMOIHAIT 3 aTa3aHABIPOM HE CJIifl 3aCTOCOBYBATH Y
no3i Oimemriit, Hik 50 Mr 2 pasu Ha 100y.

[TigBuIEHa EKCITO3ULISA TeHO(OBIPY MOXKe
MmoTeHIioBaTH Mo6iuHI peakuii, NoB’A3aHi 3
TeHO(OBIPOM, BKITIOUAIOUN NOPYIIEHHS QyHKLUIT
Hrpok. Cirijl yBajKHO CTeXHUTH 3a QYHKIIE0 HHPOK

Tunpauasip +
PUTOHABIP/HOTYTErpasip

Jlomyrerpasip |

IAUC | 59 %; Cmax | 47 %; Ct | 76 %
(ctumynania pepmentis UGT1AIL ta
CYP3A)

PexoMeHIOBaHa I JOPOCIHX H03a A0yTerpaBipy
cTaHoBUTH SO Mr 2 pasu Ha 700y NMpH OJHOYACHOMY
BACTOCYBaHHI 3 TUIIPaHABipOM/pUTOHABIpOM. [IiTaM
03y, pO3paxoBaHy Ha Macy Tijia Ta NPH3HAYEHY I
3ACTOCYBAHHSA OJIMH pa3 Ha 100y, 3aCTOCOBYIOTH ABIi
Ha 100Y.

SIKIIIO € Pe3MCTeHTHICTh JI0 MpenapariB kjiacy
iHri6iTopiB iHTErpasu, HeoOXiaHO PO3rNAAaTH
MATAHHA PO albTePHATUBHI KoMOiHawil, sAki He
[BKJIIOYAIOTE HEBIpaIiH.

‘Docamnpenasip +

Jlonyrerpagip |

3a BIZICYTHOCTI PE3UCTEHTHOCTI 10 TIpenapariB Knacy

UTominagip +
pHTOHABIP/TEHODOBIPY
ITU30TIPOKCHIT

6 %

Ulominagip/puToHaBip:

HemMae icTOTHOTO BIUIHBY Ha MapamMeTpu
DK sroniHaBipy/pUTOHABIPY.
Tenodoaip:

IAUC: 7 32 %; Cmax: <»; Cmin: T 51 %

putonasip/nomyterpasip JAUC | 35 %; Cmax | 24 %; Ct | 49 % [inriGiTopis inTerpasu Hemae notpebu y KopuryBaHHi
(ctumynsuia gepmentis UGT1AIL Ta MO3H.
CYP3A) SIKILIO € Pe3UCTEHTHICTh 10 MpenapariB Kiacy
iHribitopis iHTerpasu, HeoOXiAHO PO3TNAIATH
MUTAHHA PO aNbTepPHATHBHI KoMOIHALIT, AKi He
BIJTFOYAIOTH ()OcaMIPEHaBip/pUTOHABID.
JapyHagip + o) aBi Hemae moTpeby y KOPHIYBaHHI TO3H.
puronasip/monyrerpasip |JAUC | 22 %; Cmax | 11 %;
C24ron | 38 %
(ctamymsiuist pepmentie UGT1AL Ta
ICYP3A)
JlapyHaBip + JlapyHagip: [TigBuIeHa €KCIO3HULIA TeHO(OBIpY MOXKe
puToHaBip/TEHO(OBIpY IHemae icTOTHOTO BIUIHBY Ha MapaMeTpH [MOTEHLiF0BAaTH MoOIvHI peakilii, NoB’A3aHi 3
ITH30MPOKCHII ‘DK napyHaBipy/pHTOHABIpY. TeHO(OBIPOM, BKIIIOYAIOUH TTOPYINEHHS (yHKILT
Tenodosip: AUC: 122 %; Cmin: T 37 % [Hupok. CliJ yBaXkHO CTeIKHTH 3a (HYHKIIIEIO0 HHPOK.
UToninagip + Jlonyrerpasip Hemae notpebu y KOpUryBaHHi 1034,
puroHasip/momyterpaeip |AUC | 4 %; Cmax <> 0 %; C24ron |

[TigBHLIEHa EKCTIO3ULIA TEeHODOBIPY MOKE
MOTEHIII0BaTH MOOIYHI peakiii, Mo’ a3aHi 3
TeHO(OBIPOM, BKITIOUAIOUH NIOPYLIEHHA (QyHKIIIT
HEPOK. CITijl YBaXKHO CTEXKHTH 32 (DYHKLIEIO HHPOK.

[Ipomusipycni npenapamu npomu eenamumy C

e/z/z jﬁaﬁzﬁm




Honyrerpasip/Jlamisymn/Tenogoripy nuzonpokcuny dgymapar

50 mr/300 mr/300 mr Tabnerrm

(Maitnau JlaGoparopis Jlimiten), HA688

WHOPAR, uactuua 4 Jlunens 2019 p.

Posain 6 vrusmeHmit: kefrens 2020 p.

JlaxnaracBip/
MOy Terpagsip

Jlaknaracsip/TeHo(oBipy
ITU30IPOKCHIT

[TonyTerpagip <

AUC 133 %; Cmax 129 %; (r 145 %
Tenodosip <

AUC 1 10 %, Cmax |5 %, Cmin 117 %
. Jlaknaracsip <

< JlaxnaTacsip

AUC: 1,10 (1,01, 1,21)
Cmax: 1,06 (0,98, 1,15)
Cmin: 1,15 (1,02, 1,30)
<« Teno¢ogip

AUC: 1,10 (1,05, 1,15)
Cmax: 0,95 (0,89, 1,02)
Cmin: 1,17 (1,10, 1,24)

Hemae notpebH y KOpUryBaHHI 103H.

Codocbysip/renodoBipy
TH30MPOKCHIT

Tenodosip

T Cmax 1,25 (1,08, 1,45)
— AUC 0,98 (0,91, 1,05)
+— Cmin 0,99 (0,91, 1,07)

CodocOyeip
| Cmax 0,81 (0,60, 1,10)
«— AUC 0,94 (0,76, 1,16)
Cmin (H/JT)

(GS-331007 (ocHOBHHI HEaKTHBHHI
metabomit codocOysipy)

| Cmax 0,77 (0,70, 0,84)

«— AUC 0,84 (0,76, 0,92)

Cmin (H/]T)

Hemae motpebu y xopurysanHi 1031 codocOysipy
6o npenapary [Toprosa Hazsa HAG88], xomu
co(ocOysip i nperapar [Toprosa Hasza HA688]
3aCTOCOBYIOTBCS OJHOYACHO.

Uleninaceip/codocOyeip +
nomyTerpaeip +
TeHO(OBIPY AH30MIPOKCHIT
(+ emTprLMTabiH)

Cogocbysip: AUC: «
Cmax:

GS-3310072 AUC: «
Cmax: <
Cmin: «

JleninacBip: AUC: <
Cmax: «
Cmin: <>

JTonmyterpasip AUC: «»
Cmax: <
Cmin: <

EmTpunuTabin: AUC: <
Cmax: «
Cmin: <

Tenodosip: AUC: 1 65 %
Cmax: T 61 %

Cmin: 1115 %

(Cr1ij IPOBOJMTH CIIOCTEPEIKSHHS 3a CTAHOM
MallieHTIB, AKi OTPUMYIOTH Jieainaceip/copocOysip
0IHOYacHO 3 npenapatoM [Toprosa Hassa HA688],
10710 TOOIYHUX peakii, OB’ I3aHuX i3
reHoporipoM. Crif peTensHO crocTepiraTu 3a
(YHKILII0 HUPOK (HB. po3ain 4.4).




Honyrerpaeip/Jlamisynun/Tenogosipy ausonpokcnny gymapar

50-Mr/300 Mrf300 mp radrerio
(Maiinan Jlaboparopis Jlimiten), HAGSE -

WHOPAR, yactina 4

Junens 2019 p.
Posain 6 onopnenmnii: ksitens 2020 p:

Cotocbysip/ennaracsip +CodocOyeip:
TeHO(OBIPY AH30MPOKCHII

AUC: «
Cmax: <

GS-3310072: AUC: <
Cmax: <
Cmin: 142 %

Bemmaracsip: AUC: 1 142 %
Cmax: T 55 %
Cmin: T 301 %

Tenodogip: AUC: <
Cmax: T 55 %
Cmin: T 39 %

YJI0 IPOAEMOHCTPOBAHO, IO
otocOyBip/BenmaTacsip 30UIBIIYIOTE EKCIIO3HLIIO
eHodoBipy (npurnivenns P-gp). 36insmenns
kero3uuii TeHogosipy (AUC i Cmax) nopiHIOBaio
n6musHo 40-80 % npu ogHOYACHOMY 3aCTOCYBaHHI
oocOyripy/sennaracsipy i TeHodoBipy
H30MPOKCHITY Y CKJIaJi Pi3HHX cxeM JikyBanHsa BIJL.
e3neKa TeHO(OBipy AH30IPOKCHITY IIPH
JTHOYaCHOMY 3aCTOCYBaHHI 3i
o(ocGysipom/Bennatacsipom Ta
apMaKOKiHeTHYHHMM ITiICHIIOBaYeM (HampHKIaL,
puTOHABipoM ab0 KOOILKCTATOM) HE BCTAHOBJIEHA.
[aienTH, AKi 0[HOYACHO 3aCTOCOBYIOTh TEHO(OBIPY
MU30NpoKcun i codocbysip/sennaracpip, noTpedyIOTh
CIIOCTEPEXKEHHA 00 NOOIYHMX peakilii, moB’ 3aHIX
13 TeHO(ORIPY QH30NPOKCHIOM (IMB. po3min 4.4).

BOKCHIIATIpEBip +

(+ emTpuLUATaliH +

Co¢ocOysip/sennaracsip/
TeHO(OBIPY MH30IPOKCHI

napyHaBip/pHTOHaBip)

Cocdocbysip: AUC: «
Cmax: | 30 %
Cmin: H/JT

(GS-3310072: AUC: <
Cmax:<
Cmin: H/IT

Benmaraceip: AUC: «
Cmax: <>
Cmin: <

Boxcunanpesip: AUC: 1 143 %
Cmax:T 72 %
Cmin: T 300 %

Tenodosip: AUC: 1 39 %
Cmax: 148 %
Cmin: T 47 %

5yI10 TPOIEMOHCTPOBAHO, 1110
cohocOyBip/BenmnaTacrip/BoKcHIANpeRip 301AbIIYIOTE
eKCTo3uILLio TeHo(oBipy (mpurHiveHHs P-gp).
36inbmeHns excnosuLii reHodoripy (AUC i Cmax)
nopienioBano mpubauzHo 40 % npu ogHOYACHOMY
3aCTOCYBaHHI
coocOyripy/Benmaraceipy/Boxcunanpesipy i
napyHaBipy + pUTOHaBip + TeHODORBIpY
TH30NPOKCHI/eMTpuuTabiy.

Besnexa TeHO(OBIPY AU30NPOKCHILY TIPH
0JIHOYaCHOMY 3aCTOCYBaHHI 31
coocOyBipom/BenmiaTacBipoM/BOKCHIATIPEBIPOM Ta
(hapMaKOKiHETHYHHM ITi ICHIIIOBaYeM (HampHKIaz,
pPUTOHABiIpOM ab0 KOGILHCTATOM) HE BCTAHOBIICHA.
[lalicHTH, AKi OAHOYACHO 3aCTOCOBYIOTh TeHO(OBIPY
TH30TPOKCHIT i
codocOyeip/BennaTaceip/BOKCUIANpPERIp,
NoTpeOYIOTE CIOCTEPEIKEHHS 11010 MOOITHIX
peaxiiii, HOB’A3aHHX i3 TeHOQOBIPY AU30MPOKCHIOM
IHB. PO3ALI 4.4).

Anmubiomuxu

Pudamminus/monyrerpasip |[lonyerpaeip |

AUC | 54%; Om[T1] 43%; [t | 72%
(crumynanis gepmentie UGT1AL Ta
CYP3A)

PexomenioBana Ui JOPOCIINX /1032 IOy TErpasipy
cTaHOBHTE 50 Mr 2 pa3u Ha 100y IPH 0JHOYACHOMY
BacTocyBaHHi 3 puamminuaoM. iTam

MO3y, pO3paxoBaHy Ha Macy Tijla Ta IPH3HAYCHY JUIL
3acTOCYBaHHA OJHH pa3 Ha 100y, 3aCTOCOBYIOTh JBIYi
Ha 100Y.

[Tpu HasABHOCTI PE3UCTEHTHOCTI O NMpenapaTis KIacy
[iHri6iTOPIB IHTErpasy CMijl YHHKATH OJHOYACHOTO
RACTOCYBaHHS JONYTErpaBipy Ta pudamminuny.

PudabyTun/momyrerp

JlomyTerpasip <
AUC | 5 %; Cmax 116 %,; [t | 30 %
crumysinis gepmentie UGT1A1 Ta

aBip

Hemae notpeOH y KOPUIyBaHHI 103H.

ICYP3A)
[IpoTurpubioBi npenaparu
DTyKOHA301 Buxoasdu 3 TEOPETHYHUX MIPKYBaHb, JKOAHOT
ITpakoHaszon B3a€MOJIIT 3 IONyTerpaBipoM, TeHO(OoRIpy
KeTokoHa30/1 ITH30TIPOKCHIIOM ab0 JITaMiBYIMHOM HE 04iKy€TLCH.
[Tocakonazon
B opukoHnaszoi

I pyeds A2,

Cmpmha 1433

Gy pn 1) /w/s.g

ﬁzﬁ”wzé_w




Jonyterpapip/JTamisynnn/Tenodosipy ausonpokcuy ymapar

SO Mr7300 Mr/300 M raGerkn

(Maiinan Jlaboparopis Jlimiten), HAG88

WHOPAR, uactina 4

Jlunens 2019 p.
Puszin 6 URUBIEHAN: KRBT TEHE 2020 p:

[poTHeninenTHYHI NpenapaTu

Kapbamasemnin/ JlomyTterpasip | PexomMenioBaHa UL IOPOCIHX 1032 NOIYTErpasipy
Moy Terpasip AUC | 49 %; Cmax | 33 %; [t | 73 % (cranosuts 50 Mr 2 pasu Ha 100y TIpH OJJHOYACHOMY
BacTOcyBaHHi 3 kapbamaserinoM. [liTam o3y,
pO3paxoBaHy Ha Macy Tijla Ta MpU3HAYeHY JUIs
3acTOCYBaHHS OJIMH pa3 Ha 100y, 3aCTOCOBYIOTh JBidi
Ha 100y.
[MarjieHTam i3 pesHCTeHTHICTIO N0 iHribiTOpiB
iHTErpasH CIIiJ 32 MOMJIMBOCTI IPU3HAYHTH
npenaparty, ANbTepPHATHBHI KapfaMaseminy.
OxckapGaszemnin/ JTomyTerpasip | PexoMeHI0BaHa [UIs JOPOCIHUX 11032 JONYTerpasipy
oy Terpaeip He JIOCITIKYBaH, OYiKy€eThCs cTaHOBUTE 50 Mr 2 pasH Ha 106y IpH OTHO9ACHOMY
BHIDKEHHS Yepes CTUMYIIAL{I0 ()epMEHTIB BacTOCYBaHHI i3 [IMMH IHIYKTOpaMH cpepmem-m
Denitoin/monyrerpaeip  [UGT1A1 ta CYP3A, ouikyeThcs JTiTaM 103y, po3paxoBaHy Ha Macy Tina Ta
BHIKEHHS €KCIIO3HILIT, o JibHe 1o TOTo, [pU3HAYeHy JUIL 3acTOCYBaHHS OJHH pa3 Ha 100y,
Denobapbiran/ 1[0 CIIOCTepiralii IPH 3aCTOCYBaHHI 3  BAacTOCOBYIOTH JBiui Ha 100y.
oIy TErpaeip kapGamasermHoM) [TaieHTaM i3 pe3UCTeHTHICTIO IO iHribiTopie

{HTErpasy CIif 32 MOMKIIMBOCTI MPU3HAIUTH
BTEPHATUBHI KOMOiHALIT, SKI HE BKIIIOYAIOTH 11
IHIyKTOPH (hepMeHTIB.

[MpoTHapuTMiuHi npenapaTy

TodeTuniz/nomyrerpasip

JTodeTnmin 1

HE OCTiKYBaJH, TOTEHIIilHe
[1i IBHINEHHSA Yepe3 MPUrHiYeHH
rpancnoprepa OCT2)

OnHouacHe  3acTOCYBaHHA  HONyTerpaBipy  Tal
nodeTHNTiy NpOTHIIOKA3aHE 4Yepe3 MNOTEHLiHHY
Barpo3NIMBY UIA JKUTTA TOKCHYHY [il0 BHCOKOI
F{OHueH'rpaui'i noQeTuiny.

AHTAUUIH Ta Xap4yoBi 106aBKH

A HTALMIH, AKI MiCTATE
MarHii abo
laominiil/ monyTerpasip

Jlomyrerpasip |

AUC | 74 %; Cmax | 72 %
KOMIUIEKCHE 3B’ A3yBaHHA 3
[MoJIiBaJleHTHUMH 10HAMH)

AHTALHIH, AKI MICTATh MarHiW/aToMiHIH, ciig
MpuiiMaTH OKPEMO Bifl foyTerpasipy (IoHaiiMeHIe
uepes 2 roguHu miciis abo 3a 6 roguH 10 foro
pUHOMY).

XapuoBi 106aBKH 3
[kaTbLieM/ Doy Terpasip

JloyTerpasip |

AUC | 39 %; Cmax | 37 %;
C24ron | 39 %

KOMIUIEKCHE 3B’ A3yBaHHA 3
MoTiBaJIEHTHUMH 10HaAMH)

Xap4oei 1o0aBkHU 3 KaubLieM, 3a1i30M abo
MOTIBITAMIHH CJTiJ1 MPUIMaTH OKPEMO Bif
osTyTerpagipy (moHaliMeHIIe yepes 2 roauHy micns
a00 3a 6 TOAMH 10 Horo nmpuiomy).

X apuoBi 106aBKH i3 [TomyTerpagip |

BaTi30M/ 10Ty Terpasip AUC | 54 %; Cmax | 57 %;
C24ron | 56 %
KOMIUIEKCHE 3B’ A3yBaHHA 3
ITOJTiBAJIEHTHUMH 10HAMH)

[Tomisitamiaw/ JTomyTerpasip |

MOy TErpagip AUC | 33 %; Cmax | 35 %
C24ron | 32 %

KOMIUIEKCHE 3B’ I3yBaHH 3
MoNiBaJIe HTHUMH 10HaAMH)

MporuaiaGeTHuHi npenapaTu

MeTtdhopmin/nomyTerpagip

[Tpu 0HOYACHOMY 3aCTOCYBaHHI 3
imonyterpasipom 50 Mr 1 pa3s va 100y:
Metdopmin T

AUC 1 79 %; Cmax 1 66 %

IIpyu 0IHOYACHOMY 3aCTOCYBaHHI 3
imonyTterpasipom 50 Mr 2 pasu Ha 1o0y:
Metdopmin T

AUC 1 145 %:Qmax 1111 %

JTi [l PO3TJISHYTH KOPEKIio 1031 MeThopMiHy Ha
QUaTKy Ta MpHU 3aBepIICHH] 0JHOYaCHOTO
AcTOCYBaHHA JOIyTerpasipy 3 MeTdopMiHoM s
IATpPHMaHHA ITIKEMIYHOTO KOHTPOJO. [1s mauieHTiB

i3 MOMIpHHM MOPYIIEeHHAM (YHKLIT HUPOK cij
O3TNIAHYTH KOPEKII0 1034 MeT(HOPMIHY NpH
IHOYaCHOMY 3aCTOCYBaHHI 3 HOTyTerpaBipoM uyepes
IABUINEHUH PU3HK JIAKTATALUI03Y NP MiIBUIIEHHI
OHIEHTpaii MeT(OopMiHy y NauieHTIB i3 MOMipHUM
opyuieHHAM (yHKIIT HUPOK.

9&//44@2% //p/,sy S
F2S 0 Lre f?




Honyrerpasip/Jlamisyan/TenodoBipy muzonpokeuny (ymapar WHOPAR, uactuna 4 Junens 2019 p.
50 mMrf300 MrA300 Mp Tabretin Posnin ¢ onosnenmit: keirens 2020 p.
(Maitnau JlaGoparopis Jlimiten), HAG88

'l(O HTPAUENTHBH

[ETuninecTpanion Ta JlonyTerpasip <> OlTyTerpaeip He YHHHTL (PapMaKOIHHAMIYHOTO

HOPEITeCTPOMIH Etuninectpanion < IUTUBY Ha JIFOTEIHI3YIOUHI FOPMOH,

/nomyTrerpasip AUC 13 %; Cmax | 1 % ONIKYTOCTUMYJIIOIOUHIT TOPMOH Ta TPOrecTepoH.
HopenrectpoMin < eMae oTpedu y KOPUTYBaHHI 103U MepOpabHUX
AUC | 2 %; Cmax | 11 % OHTPALENTHBIB NpH X 0JJHOYACHOMY 3aCTOCYBaHHI 3

OJyTErPaBipoM.

KopTHKocTepoinu

[pennizon/nomyterpasip |[lonyrerpagip < Hemae notpebu y KOPUTYBaHHI 103H.
AUC 111 %; Cmax 16%; Ot 117 %

30BKHBAHHS npenapaTaMmu

Metanon/monyterpasip  |[[{onyTterpagip < Hemae notpedu y KOPUTYBaHHI JO3H.
Metanon <
AUC | 2 %; Cmax < 0%; 0t | 1 %

PociuHHI npenapaTH

3eipo6iii/nomyterpasip  |lomyterpasip | PexoMenI0BaHa JUlsl IOPOCHHX 103a JONyTerpaBipy
(He noCniKYBaNM, OYiKY€EThCS cTaHoBHTE 50 Mr 2 pasH Ha 100y IpU 0HOYACHOMY
BHIKEHHA Yepe3 CTUMYJIALII0 (pepMeHTIB BacTocyBaHHi 3i 38ipoboem. [litaM mo3y, po3spaxoBaHy
UGT1A1 ta CYP3A, ouikyeTrscs Ha Macy Tijla Ta NpU3HAYeHy I 3aCTOCYBaHHS OJHH

BHHKEHHA €KCMO3ULI1, moibHe 10 Toro, [pas Ha 100y, 3aCTOCOBYIOTH ABidi HA n06y. [TauicnTam
110 CIOCTEPITaiy IpH 3aCTOCYBaHHI 3 [i3 Pe3MCTEHTHICTIO /10 iHTiOiTOpiB iHTErpasy ciix 3a
KapbamaseniHom) MOKJIMBOCTI NPU3HAYUTHU aJIbTEPHATUBHI KOMOiHALIiT,
Isnci He BKJIIOHAKTh 3Bipo6iii.

4.6 @epTHILHICTE, BATITHICTH TA rOyBaHHSA IPYAAI0

Bazimuicmo
Jonyrerpagip
ITonepenni nani o6cepBaLifHOro HOCIKEHHS CBIAYMIN PO 30UTBIIESHHS YaCTOTH PO3BUTKY Je(EKTIB
HepsoBoi TpyOku (0,67 %), konu MaTepi 3a3HaBajIM BIUIHBY JOJIYTErpaBipy Ha MOMEHT 3a4aTTH, TIOPIBHIHO 3
MaTepsMH, SKi OTPUMYBAJIM CXeMH JTikyBaHH: 0e3 momyrerpasipy (0,1 %).

YacroTa po3sBUTKY AedekTis HepBOBOI TPYOKHM B 3aranbHii momyaLii konueaetses B Meskax 0,5-1 unanky Ha
1000 napomxenux mirei (0,05-0,1 %). Tedekts HepBOBOi TPYOKH BHHHKAIOTH IPOTAIOM MEPLIHX 4 THKHIB
PO3BHUTKY IU10/1a (4ac, KOJIM HEpBOBI TPyOKH 3aKpPHBAIOTHCS).

Taxi fani cBigYaTh Mpo Te, MO NOTEeHLIHHI MpobyieMH 3 6e3MeKH MOXKyTh BHHHKHYTH CKOpIIle depes
eKCIIO3HLIEIO NOTyTerpaBipy B IepioJ NePUKOHIENLi], Hi>K MPOTATOM BariTHOCTI.

Lle# noTenuikiuumii pusuk 6yne ctocyBaTHCA HKIiHOK, AKi MANAIOTHCSA eKCIO3HLIT Oy TerpaBipy Il yac 3a4arts
i Ha paHHIX TepMiHaX BariTHOCTI.

Lle came obceppaliifine AOCTILKEHHA TIPOAEMOHCTPYBANIO, 10 AHTUPETPOBIPYCHI CXEMH, IO BKIIKOYAIOTH
Joityterpagip Ta edapipeHil (mpenapat MOpiBHIHHA), PO3MI0YATi IPOTATOM IMi3HIIIKX MepiofliB BariTHOCTI,
MalOTh MOPiBHAHI Pe3y/IbTATH 1100 BariTHOCTI.

Byno nposeMoHCTpOBaHo, 10 JOMyTerpasip NpOHUKAE Yepe3 MaleHTy TBapuH. Y JA0CIiHKEHHIX
PEeNpOayKTHBHOT TOKCHYHOCTI Ha TBapHHAX He OYJIO BUSBJICHO JKOJHOIO HECTIPHUAT/IHBOTO BIUIHBY Ha
PO3BHUTOK, Y TOMY 4HCIi AepeKTiB HepBoBOI TPYOKH (AuB. po3zin 5.3). JIis AeTaqbHOr0 BHBYEHHS JAHOIO
CHUTHaJy 1O/I0 MOTEHUIHHOr0 PU3HKY NPOBOAATECS aKTHBHI JOCHI/DKCHHS Ta CIIOCTEPEKEHHS 3a IHIIUMH
BariTHUMH JKiHKaMH B BOTCBaHi Ta iHIIMX KpaiHaX, AKi MiJaBaIuch eKCIIO3HLiT 0Ty TerpaBipy mia Jac
3a4aTT4.

BariTHi KiHKH B ITepLIOMY TPUMECTPI BariTHOCTI MOBHHHI OyTH NOiH(GOpPMOBaHi PO MOMKITABE 30iIbIIEHHS
PHU3HKY PO3BHUTKY He(heKTiB HepBOBOI TPYOKHM IpH 3acTOCYBaHHI JosyTerpagipy. [lepesaxkHi Bapiantu
aHmpe"rpOBipyCHo'l' Tepanii MOKYTh BiZIPI3HATHCS 3aJI€KHO BiJl iHAMBITYaabHOT OL[IHKH CIiBBiAHOIIEHHS
nepeBar Ta PU3HKiB, a TAKOXK MlCI.leBHX o6CTaBuH.

PesynbraTi criocTepeskeHHd 3a no,Ffa,‘i JGOO «:mx;a,uma €KCIIO3MIIiT BariTHHX JKiHOK MPOTArOM JPYroro Ta
TPETHOI0 TPUMECTPY HE cmﬂqaﬁ, po’ BGIJTBHIGHHH pnzm{y pOSBHTKy Bajl.
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JlamiByinH i TeHOGDOBIPY AM3OHPOKCHI

JlocnipkeHHs TeHO(DOBipY AU3ONPOKCHITY i IJaMiByJMHY Ha TBapMHAX HE CBi/T4aTh PO Npsamuii abo HenpsMuii
HEraTHBHWM BIUIMB Y BHIJISI PENPOAYKTHBHOT TOKCHUHOCTI (MB. po3jin 5.3). beaneka 3acrocyBaHHs
TeHO(OBIpYy BariTHUM >KiHkaM He OyJa noBHiCTIO BetaHoBieHa. OJIHAK Y neplIoMy TpUMecTpi 6yino
BIJICTEIKEHO MOCTATHIO KIJIBKICTh BUITAKIB €KCTIO3ULIT, 1100 BHSBHTH 1IOHAUMEHIIEe JBOKpaTHE 301bIIeHHS
PHU3HKY 3arajlbHUX BaJ| po3BHTKY. IIpu 3acTocyBanHi TeHODOBIpY AM3OMPOKCHITY ab0 JaMiByAHHY 30LTbIICHHS
yucria BaJi PO3BMTKY He criocTepiranocs (Www.apregistry.com).

Kinku penpodykmueHozo 6ixy

JKiHKM penpoayKTHUBHOTO BiKy NMOBHHHI OyTH noiH(OpMOBaHi NPo MOTEHLIHHHNA PU3HK 3aCTOCYBAHHS
JoJryrerpasipy (onmcaHuii BHILE) il 4ac BU3HAYCHHA HAaHIOLIIBHIIIOT aHTHPETPOBipYCHOT Tepartii.
[TepeBakHi BapiaHTH MOYKYTh BIAPI3HATHCS 3aJI€XKHO BiJl IHAMBITYaIbHOI OLIIHKH CITiBBIJHOILIEGHHS [lepeBar Ta
PH3HKIB, a TAKOX MiCLEBUX OOCTaBHH.

SIKI10 116 MOYKITHBO, JKiHKaM PerpOAyKTHBHOTO BiKy CIiJi MPOATH TeCTYBAaHHS HA BaTiTHICTH A0 MOYATKY
3aCTOCYBaHHS JIOJIyTerpaBipy. SIKIO namieHTKa He € BariTHOIO i He IUIaHye 3aBariTHITH, BOHA 1O MOYKITMBOCTI
Mag€ 3aCTOCOBYBATH e()eKTHBHY KOHTPALIEILIII0 MPOTATOM YChOTO JIiKyBaHHS JIOTYTerpaBipom.

1 ooyeanus zpyodoio
JlonyTterpagip, 1amMiByIHH i TCHODOBIPY JH0MPOKCHII BUABIAIOTECA B IPYAHOMY MOJIOLI XKiHOK.

[lepiu Hi>k KOHCYJIBTYBATH MAIEHTOK 3 L[OTO MHTAHH, CJ1i/l 03HAHOMUTHCH 3 NOTOYHUMH PEKOMEH/ALIsIMH
oo BIJI Ta ronysanss rpymito (Hanpuksiaf, onpuimogdennvmu BOO3). Baxkani BapiaHTH MOXKYTb 3ajieaTu
Bl MICLIEBHX YMOB.

Depmunvricnme

JlaHi npo BIUIMB JIOJTyTErpaBipy Ha penpoayKTHBHY (GYHKLIIO YOJIOBIKIB 1 >KIHOK BiACyTHI. JlocimKkeHHs Ha
TBapHHAaX HE IPOJICMOHCTPYBAIH BIUIUBY JOJIyTerpaBipy Ha GepTHIBHICTE caMIliB i caMok. JlociimkeHHs Ha
TBApPHUHAX HE NMPOJEMOHCTPYBAJIH HETaTUBHOTO BIUIMBY JIOJyTErpasipy, JaMiByAHHY i TEHODOBIpY
JIA30NPOKCHITY Ha (DePTHIIBHICTE.

4.7 3paTHicTh BOIVIHBATH HA MBHAKICTH peakuii npH KepyBaHHI aBTOTpaHcnopToM abo iHmuMHA
MexaHizMaMH

[MauieHTie cnia iHGOPMYBATH, IO ITiJ Yac JiKyBaHHs npenapatoM [Toproea Hazea HA688] noeimomusnu npo
BHMIIQJIKK 3ariamopodenns. Cirin BpaxyBaTH KJIHIYHHHA cTaTyc naijienTa Ta npodins nobiyHuX peaxiii
nperapaty [Toprosa Ha3pa HA688] npu npUHHATTI pillleHH: IOAO 37aTHOCTI MallieHTa KepyBaTH
TPaHCIIOPTHUM 3aco00M abo MpaIfoBaTH 3 MEXaHI3MaMH.

4.8 Ho6iuni peaxuii

JInst OLIHKM YaCTOTH MOOIYHUX peakllii, OB’ I3aHuUX i3 JIKYBaHHAM A0JIyTerpaBipoM, BUKOPHCTOBYBAIMCH JIaHi
KiHigHEX BUNpoOyBanb. Haiibinbun Tskkoro mobiqHoro peakiicio Oyna peakilis MiABHINEHOT Yy TIIMBOCTI, 110
BKJIFOYAJIa BUCHIIAHHSA Ta TSUKKE ypaskeHHs medinku. Halbinbur yacTHMH MOOIYHUMY peakilisMM 10TyTerpaBipy
e mynota (13 %), miapes (18 %) i ronoBuwmii 6inb (13 %).

I1pu 3acTocyBaHHI NauieHTaM TeHO(OBIPY AW30NPOKCHILY NOBIAOMIISIIOCA IIPO PifKi BUITAJKH NOPYILEHHS
(yHKUIT HAPOK, HHPKOBOT HEJIOCTATHOCTI Ta NPOKCHMAIbHOT HUpKOBOT TyOyonaTii (BKIIOYarud CHHAPOM
DaHKOHi), IO iHOAI MPU3BOAMIIO 10 KICTKOBHX aHOMaJIili (SIKi IHKOJIM CHpHsLIY nepesioMaM). Pexomenayerbes
KOHTPOJIOBATH (YHKI[{I0 HUPOK MAIli€HTIB, IKMM 3aCTOCOBYIOTH npemnapar [Toprosa Hazea HA688] (nue.
posmiin 4.4).

[To6iyni peakuii, AKi BU3HAYEHI IK MOAJIMBO [10B’513aHi i3 3aCTOCYBaHHAM J0JIyTerpasipy, TeHODOBIpy
JM30NPOKCHITY 1 IaMiByJUHY, 3a3HaUCHI JJaJli 3a KJJacaMH CHCTEM OpraHiB Ta abCOMOTHOIO YacToTol0. Yacrora
BU3HAYACTBCA HACTYITHUM YHHOM: JIy7KE" '_" c%{-> l,fl(}) gacrto (Big 1/100 go 1/10), sedacro (ix 1/1000 no
1/100), pigko (ein 1/10 000 no 1:}1 000) TYIKE p]}ll(0<(‘~’~ 1/10 000).

&
Poznadu 3 boxy kpoei ma mmd)amywoz cucmemu
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Heuacto HeHTponeHis, anemis (IHOAI TsoKKA), TPOMOOLUTONEHIA
Jly>ke piniko  napliiajibHa YepPBOHOKIIITHHHA aruiasis KICTKOBOTO MO3KY

Poznadu memabonizmy ma xapyyeaHus.
Jyxke wacto  rinogochareMis

Pinxo JIaKTaTalK103
Heeigomo rinoxasniemMis

Pecnipamopni, mopaxanbii ma mediacmunanoti po3naou:
Yacto Kamuesp, Ha3aIbHI CHMITTOMH
Hyxe pinko  3aauiuka

Posznaou 3 6oxy imynnoi cucmemu
Heuacto MiBHIIEHA YYTIHBICTE (IHB. po3mia 4.4)
CHH/IPOM IMYHHOT peakTHBalil (JIUB. po3ain 4.4, TaKOXK OMUCAHUH HIDKYE)

ITcuxiuni poznadu
Yacro Oe3COHHS, MaTOJIOTI4HI CHH, NeNpecis, TPUBOra
Hewuacro cyiusgansHe MucIeHHs abo cripobu camorybeTBa (0cobIHBO Y NaLlieHTIB i3 Aenpecicio abo

[ICUXTYHHM 3aXBOPIOBAHHAM B aHaMHeBi)

Posznadu 3 60xy Hepeosoi cucmemu

Hyxe wacto  ['onoBHwuii Oinb

Yacto 3anaMopoueHHs

Hyxe pinko  Ilepudepuydna Heiiponatis (napecresis)

Poznadu 3 boxy mpasnoi cucmemu
Jlyxe yacTo  HyHoTa, miapes

Yacto GIFOBaHHS, METEOPH3M, GiIb Y BepXHifl 4aCTHHI )KHUBOTA, O1Ib Y JKUBOTI, BIXIyTTS
JUCKOM(OPTY B )KUBOTI
Pinxo MaHKPEAaTHT, MiJBUILIEHUI piBeHb amia3y B CHPOBATL KPOBi

Poznadu 3 6oxy neuinxu ma Hco840GUSTOHUX WLNAXIG
Heuacro I'enatur
Hesigomo CreaTo3 Ne4iHKH

Po3znaou 3 60xy wxipu ma niOWKIpHOT KIIMKOBUHU
YacTto BHCHIIAHHS, CBEPODK, BUNIAJJaHHS BOJIOCCS

Poznaou 3 6oxy Kicmrko6o-m’a30801 cucmemu ma CHOAYYHOI MKAHUHY

HeuacTo apTparis, Miajris

Heeigomo pabaomionis, ocTeoMassALis (110 NPOABIAETECS AK OUTb B KicTKaX i IHKOJIM CIIPHsE
nepenoMam), M’130Ba clabKicTh, OCTEOHEKPO3

Poznadu 3 6oxy nupox ma ceyogudinbHol cucmemu

Pinko PIAKO rocTpa HUPKOBA HENOCTATHICTh, HUPKOBA HEIOCTATHICTh, IPOKCHMAaIbHa HUPKOBa
TyOymonaris (Bkao4arouu cuHapoM PaHKoHi), MiABUIIEHHS PiBHA KPEaTHHIHY B CUPOBATL
KpOBi

Jysxe piiko  rOCTPHH KaHaJbLIEBMH HEKPO3

Heerinomo HepHT (Y TOMY YMCJIi TOCTPHUI IHTEpPCTHIIIANTEHIN He(DPUT), HePOTreHHHUM HELlYKpOBHIi 1iabeT

3azanvui poznadu

Yacro l'imsﬂuxena.s'rommoaamc
Hyxe pinko  AcreHis /4
/%OMO CHH,upOM BI,IJ,HOBJISHHH ImyHiTETy
72 : 318 z
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Bioxunenns 6i0 nopmu, eusigneni y pesynvmani nabopamopnux docniddicens
Yacro MiBUILEHHS PiBHIB ananinaminoTpanchepasu (AJIT), acniapraraminorpancepasu (ACT) ta
KpeaTHHKIHa3H

Onuc oxkpemux nobiunux peaxuyiii

3minu piens Kpeamuniny 6 cuposamyi kpogi

Pigenb KpeaTHHIHY B CHPOBATIIi KPOBi MOXe [ ABMITYBATHCS IPOTATOM TIEPIIOTO THXKHS JKyBaHHs
AOJTYTErpaeipoM i moTiM 3amuumatucs crabineaum. ITicns 48 Tikwis NiKyBaHHS CepeHs 3MiHa Bij
TI04aTKOBOrO piBHs CTaHOBMIA 10 MKMOMB/11. 3pocTaHHs piBHs KpeaTuHiHy 6yJ10 MoiGHHM NPy pisHMX
(onoBux pexumax. 11i 3MiHK He BBAXKAIOTHCS KIHIYHO 3HAUYIIHMH, OCKUIbKH BOHH He BiI0OpaXKaloTh 3MiHH
IWBHAKOCTI KiITy60uK0oBO1 (inbTpanii.

Cundpom imynnoi peaxmusayii

Y indikoBanux BUI nanieHTiB i3 Tsokkum iMyHOEe(DIUTOM Ha MoYaTKy KOMGiHOBAHOT aHTHPETPOBIpPyCHOT
Tepanii (KAPT) Moske BUHHKHYTH 3analbHa peakijist Ha Ge3CHMITOMHI 460 3a/THIIKOB] OIMOPTYHICTHYHI
idexuii. Takox moBinoMsuIOCs PO ayToiMyHHi 3aXBOproBaHHs (Taki Ak xBopobGa ['peiisca); omHaxk yac
BUHHMKHCHHA 3aXBOPIOBaHHS, PO AKHi NOBiKOMIISIIOCH, € Ginblu BapiaGenbauM, i i aeuima MOXKYTh
BUHHKHYTH Yepe3 Oarato Micsuis mic/is noyaTky fgikysaHHs (1uB. po3ain 4.4).

Iopywenna gynxyii nupox

Ockinbky namiByIHH i TeHO(OBIPY MH30MPOKCHIT MOXYTb CIIPHYHHATH YPOKEHHs HUPOK, PEKOMEHITYEThCS
KOHTPOJIIOBATH PYHKL{IO HUPOK (IHB. posain 4.4). TpokcumansHa HUpPKOBA TyOysonaris 3a3euyaii Munana a6o
i1 POSIBH 3MEHILYBaJIMCS MICIIA IPUITMHEHHS 3aCTOCYBAHHS TeHO(QOBIpy mu3onpokcHty. OHaK y JesKux
NALEHTIB 3HIKEHHA KITIPEHCY KpeaTHHiHy MOBHICTIO He MHHAJIO, HE3BLKAIOUH Ha NPUITHHEHHS 3aCTOCYBaHHA
TeHO(OBIpY u30npoKCcHiTy. IlanienTH 3 pusrKom PO3BHTKY MOpYLICHHS GyHKIiT HUPOK (HANPUKIAJ, NAL[iEHTH
3 BHXIJHUMU QaKTOPaMH PH3HKY YPAKEHHS HUPOK, I3HIMH CTATisMH BlI-indexuii abo nauientu, skum
OJJTHOYAaCHO 3aCTOCOBYIOTh He(hpoTOKCHYHI IpenapaTi), MaroTh ITiBHIIECHHIT PH3HK HEIIOBHOI'O BiTHOBJIEHHS
(yHKUil HEPOK, He3BAKAIOYH HA TIPHITHHEHHS 3aCTOCYBaHHs TeHO(DOBIPY AU30NPOKCHITY (IHB. po3.in 4.4).

Hupxosa mybynonamis

HacrynHi noGiuni peakuii, nepepaxosani BUILE I/ 3aro0BKAME KJIACIE CHCTEM OpraHiB, MOJKYTb BUHUKATH
BHACJIIOK IPOKCHMATbHOT HUPKOBOT Ty6y 1omaTii: pabomionis, octeomanswis (1O NPOABILETHCS AK Gib B
KICTKaX i iHKOJIH CTIpHsE iepeioManm), riroKaieMis, M’ 530Ba crabKicTs, MionaTis i rinodocdaremis. ITpu
BIZICYTHOCTI IPOKCHMAIBHOT HUPKOBOT Ty6yonarii NpUYHHA BUHMKHEHHS TAKHX SBMILIL HABPAZ Y [OB’ A3aHa i3
3aCTOCYBAaHHAM TEHO(OBipY MU30MPOKCHITY.

Bsaemooia 3 oudanozunom

OnHouacHe 3aCTOCYBaHHA TeHOPOBIPY AU3OMPOKCHITY i AMJITAHO3MHY HE PEKOMEHIYEThCA, OCKITBKH 1€
TNPU3BOIMTE JI0 30UIBIIEHHS CHCTEMHOT EKCIIO3HLIT AMIaH03HHy Ha 40-60 %, 1110 Moske 361TBIHTH PH3HK
PO3BUTKY MOGIYHUX peaKilif, OB’ I3aHHX i3 THAAHOZMHOM (mue. posain 4.5). TToBinomusiocs npo pinKki
BUIA/IKK NIAHKPEATHTY 1 JJAKTaTalMA03y, HOI 31 CMEPTETBHUMH HACITiTKAMH.

Memab6oniuni napamempu
Maca Tisa Ta piBHi MiniziB i IIFOKO3M B KPOBi MOYKYTH 36ibIIyBATHCS T/ Yac aHTHPETPOBIPYCHOI Teparii
(nuB. po3min 4.4).

Ocmeonexpos
[loBixomusocs Npo BUMAAKU OCTEOHEKPO3Y, OCOBIMBO Y TaLlieHTIB i3 3arabHOBINOMUMH (akTOpamMu PH3HKY,
niznHimMu ctagismu BUT-indexuii abo Tpusanum nposenennsm KAPT. Yactora LBOTO SIBHLIA HEBigoMa (JHB.
po3ain 4.4).
Koingpexyin sipycy eenamumy B abo"C-+.-_7; &
VY KITiHIYHHX AOCIIIKEHHAX Oy TerpaBipy rrpp@j;lb NoGIYHKX peakiiil y nawienTis i3 koindexicio BipycCy
reniatuty B Ta/abo C 6ys aHIaJ_L(’)Fi'-IHI;_IIEi Tpoditio y. nauienTis 6e3 renatuTy, 3a YMOBH, 10 BHXiIHi OKA3HAKH
ot ¢KPATIR HN1H» 7 Cropinka 19 3 31
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(yHKuil NediHKK He NepeBHITyBaTH BEPXHIO Mexy HOpMH Gitbin HiXK y 5 pasis. OgHak y miarpynax naniesris
i3 koiHekuiero Bipycy renatuty B a6o C naTonoriuno sMmiHesi nokasHuky pieHiB ACT ta AJIT 6ynn 6inpm
BHCOKUMH. [TinBuienns 6ioXiMiYHNUX NOKa3HUKIB ByHKUIT Medinky, mo BIZATIOBIIaN0 CHHAPOMY iMyHHOT
peakTHBaLlii, ciocTepiranocs y AesKHX MALieHTiB i3 KoiHdexuiero Bipycy renatury B a6o C Ha MOYaTKy
NiKYBaHHS 0JyTErpaBipoM, 0co6IMBO Y THX, y KOTO 6yi10 BinMiHeHo mikyBanHs rematuty B.

O6mexeni fani moao nauienTis, koindikosanux BIJI/BI'B a6o BUI/BI C, Bkasy1oTh Ha Te, 1o npodins
NOOIYHKX peaKxuiii eMTpumMTabiny? i TEHOPOBIpPY AH30NPOKCHITY Y TALli€HTIB, koindikoeanux BIJI/BI'B a6o
BLU/BI'C, ananoriunuit npodimo nobiunmux peaxuiii y nauieuris, iHpixoBanux BIJI 6e3 koindexuii. Onnax, ax
1 ouikyBanocs, nigsuueHns pieHis ACT i AJIT CrocTepiranocs yacTiie, HbK y 3arabHii nomyaswii BIJT-
iH(pIKOBAHMX MAIi€HTIB.

3azocmpenns 2enamumy nicas npununenns JIKYEaHHSA
Y BUI-indikopanux narientis, koindikosanux BI'B, micis NPUIHHEHHA JTIKYBaHHS MOKYTb 3’ IBUTHCS
KJIiHI4Hi Ta TabOpaTopHi 0O3HaKHK renaTHTy (IHB. posmin 4.4).

Oxpewmi kateropii nauiesTis

Himu

Obmexeni aHi 1010 3acTOCYBaHHS AOITyTerpasipy AiTam i mimtitkam (Bikom Bix 6 1o 18 POKiB i 3 Macoro Tina
IoHaiMeHIIe 15 Kr) cBimyars npo BiACYTHICTS GyIb-IKHX AOATKOBHX THIIIE MOGIMHHX peaxiiii, okpim
BH3HAYEHHUX Y TOPOCIIHX.

ITo6iuni peakuii, 110 criocTepiranucs y mitei, skum 3aCTOCOBYBAJIM TEHODOBIPY AU30MPOKCHIT 260 aMiByIHH
Y BHIJIAZI OKPEMHUX Npernaparis, 6y/i NOAIGHUME 10 THX, 110 CIIOCTEpIraaMcs B KIIHIYHHX JOCHTIIKEHHIX 32
YYacTIO IOPOCIIHX MAI[i€HTIB.

IToBigomusocs Mpo 3HWKEHHS MiHePaTbHOT IITEHOCTI KiCTKOBOT TKAHHHH (MILKT) mpu 3actocysanui
TEHO(OBIpy AM30NPOKCHITY MiTAM. Z-mokasauks MIIKT y BUT-in¢ikoBanux mizutiTkis, SKuM 3acTOCOBYBaNM
TEHO(OBIPY JU30NPOKCHIT, GyJTH HIKYHMH, HiXK Y MHUTITKIB, SKHM 3aCTOCOBYBaJIH 1U1anebo0. Z-mokasHuku
MIIKT y BUI-in¢ixoBanux nitei, siki nepeifiuiu na 3aCTOCYBaHHs TEHO(OBIPY AM30MPOKCHUITY, Gymn
HIDKYHMH, HIK Y JIITEH, SIKHM TIPOJOBIKYBATH 3aCTOCOBYBATH CXEMH, 110 BKIIOYAOTE cTaByuH abo
3UJIOBY/MH.

Ilayienmu nimnvozo 6ixy
Crin foTpuMyBaTHCs 06€PEKHOCTI, OCKINBKH Y MALEHTIB TITHHOrO BiKY 3HIKEHHs QyHKUIT HUPOK € Gimbi
HMMOBIPHHM.

€ BayUTHBMM MOBIIOMILITH MPO MiA03pIoBaHi noGiumi peaKkuii miciis peecTpauii Jikapeskoro 3aco6y. Lle
AO03BOJISIE NPOBOAMTH NOCTIAHMI MOHITOPHHT CIIBBIHOLIEHHS KOPHCTI Ta PHUBHUKY JIKapChKOTro 3acoby.
MeuHuIX NpaliBHUKIB 3aKIHKAIOTH OBIIOMIIATH PO Oyb-sKi mixo3proBani no6iuni peakrii BJIACHUKY
PEECTpaLifHOro MocBimIeHHs a60 3a JOOMOTrO0 HALIOHATBHOT CHCTEMH 3B ITHOCTI, 3a HAABHOCTI.

4.9 HepenosyBanus

Cumnmomu

Ilpy BUHHMKHEeHHI [epe03yBaHHA HeoGXiqHO CIIOCTEpIraTH 3a CTAHOM MAL[i€HTA I0/10 03HAK TOKCHIHOCTI (nue.
posainm 4.8 15.3) i npu HeoGximHoCTI 3acTOCYBaTH CTaHJAPTHE MiATPHMYIOYE JIiKyBaHHS.

Jixyeanna

g

? Ha ocHosi CHCTEMATHYHOLO-OIIAAY, OyJIO BUC/IOBIEHO NPHITYIIEHHS, 110 €MTPHLHUTAaGiH i NaMiBYOHH €
2 - S g A 1 i A

(apMakooriyHO eKBIBACHTHUMYU i, "OTke, KIHIYHO B3aEMO3aMIHHUMH npenaparamu s tepanii BIJI-

5 . AR YT e ONY . . w

indekuii. Tomy Januit FekCT MiCTHTE TOCHIAHHS TaKOXK Ha JJaHi, OTPHMaHI JUIs eMTPUIHTAGIHY.
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Creumdianoro nikypanus nepenosypanns npenapaty [Toproea Hazea HA688] nemae. ¥V pasi nepenosysanus
pH HeOOXIMHOCTI CJIiJ 3aCTOCYBATH ITIATPHMYIOYE JTiIKYBaHHS MallieHTa Ta MPOBOAMTH HeoOXinHe
crnoctepexkenss. I1in yac nposeienHs (4-roJHHHOr0) reMoAiaisy, NocTiiHOro aMby1IaTopHOro
NEepPUTOHEATLHOTO Jliali3y Ta aBTOMATH30BAHOTO IIEPUTOHEATBHOTO Aiaisy 6yJI0 BHAANEHO IMIIE He3HAYHY
KiIbKICTB JIAMIBYIMHY, | TOMY HEBiZOMO, 4u OyJe nocTiiHui reMopialnis MaTh KIiHIYHY KOPHCTE NPH
nepelo3yBanHi JamiBynuny. Tenodopip ausonpokcun Moske GyTH BUAaTeHHI 38 JOOMOr0I0 FeMOIai3y;
MejliaHa reMOJiali3HOro KIipeHey TeHO(OBIpY AH30NPOKCHITY CTAHOBHTE 134 Mi/xe. Busenenus TeHodosipy
JIA30TIPOKCHITY IIJIIXOM IEPUTOHEAILHOrO Aiaisy He BUB4Yanocs. OCKiNbKH IOMyTerpaBip Mae BUCOKHM
CTYMiHb 3B’A3yBaHHs 3 GiIKaMH M1a3MH, HABPSZ YK HOroO BUBEEHHS LUIAXOM Aialisy Oyae 3HAYHUMH.

5. ®APMAKOJIOI'TYHI BJJACTHBOCTI

5.1 dapmakoguHAMIKA
Dapmaxomepanesmuuna epyna

Jonyrerpagip:
ITporuBipycHi 3acobu npsAmMoi Aii, iHmi npoTusipycHi 3acobu, kog ATX: JOSAX12

JlamiByiuH i TEeHO(ORIpPY AW3OTIPOKCHIL:
ITpoTuBipycHi 3acobu npsimoi aii, mpotusipycHi 3acobu mis nikysanus BUI-indexuii, kombinauii, kog ATX:
JOSARI12

Mexanizm 0it

Honyterpasip npuraidye BIJI-inTerpasy, 38’ 13yI04HCh 3 aKTUBHHM LICHTPOM (pepMEHTY iHTerpasa Ta
OJIOKYIOUHM €Tall EPEHOCY JIaHLIFora IpoLecy iHTerpalii peTpoBipyCHOT Ae30KCHPUOOHYKIETHOBOT KHCIOTH
(THK), sixuii € ocHOBHUM 15 UKLy perutikarii BLJT,

JlamiBy1vH, HeraTHBHHH eHaHTiOMED 2’-€30KCH-3’ -TIalUTHIINHY, € AHATIOTOM JHIE30KCHHYKIICO3UIY .
Tenodoripy nM30NpPOKCHII NEPETBOPIOETHES in Vivo Ha TeHO(OBIp, aHAIOT HyKJI€03uAMOHO(OoCchaTy
(HyxieoTHay) ajieHo3uHMOHObochaTy.

JlamiByuu Ta TeHODOBIP GOCHOPHITIOIOTECA KIITHHHUMU HEPMEHTaMHU, YTBOPIOIOYH BiAOBIHO NaMiBy quHY
Tpudocdar Ta renoposipy mudocdar. JTamisynuny tpudocdar i rerodosipy gidocdar korkypenTHO
MPUTHIYYIOTB 3BOPOTHY TpaHckpunrasy BIJI-1, mo npusBoauts mo nepepusanss nanmora JJHK. O6uagi
pedoBuHH € aktTuBHUMH npotd BIJI-1 Ta BIJI-2, a Takoxx npotu Bipycy renatuty B.

Dapmarodunamira

IIpomugipycrna axmueHicme y Kyaibmypi Kiimun

Honymezpasip

3nauenns IC50 nns nomyrerpasipy mozo pisaux nmaboparopxux mramis BUI-1 i3 BukoprcTaHHAM
MOHOHYKIIeapHHX KiiTuH neprpepuunoi kposi (MKIIK) cranosunu 0,5 HMous, Ta Oyiu y nianasosi 0,7—

2 HMONb TIpY BUKOpHCTaHHI KiliTHH MT-4. TToniOni sHauenns IC50 6ynu oTpumani Ui KTiHIYHHX mTaMis 6e3
AKOJHHUX CYTTEBHX BiAMiHHOCTEH Mik migTunamu (A, B, C, D, E, F ta G). Cepenne 3nauenns IC50 ma 3
wramiB BIJI-2 cranoewio 0,18 amons (miamason 0,09-0,61 aMons).

Jamigyoun

ITpoTuBipycHy akTHBHICTh JaMiByIHHY o0 BLUI-1 ouisroBany B psai KIITHHHEX NiHIH, BKIIOYAI0UH
moHouuTH i (MKIIK), BUKOPHCTOBYIOYH CTaHAAPTHI aHAJi3M 4y TIHBOCTI. 3HayenHs EC50 3Haxoaumucs B
nianasowi Big 0,003 xo 15 mxmons as Bipycie BUI-1 xnag A-G i rpymu O.

Tenogosipy ousonpoxcun
[TpoTHBipyCHY aKTHBHICTE TeHotbosipy 110/10 JJabopaTOpHHUX Ta KaiHiyHuX mramiB BIJI-1 oninroanu y T-
JimMpobnacToiAHMX KITITHHHAX J'[lHlHX TIEPBUHHHUX MOHOL[HT&pHHXfM&KpO(lJaI‘aHBHHX xrituHax Ta MKIIK.
3navennsa EC50 ons TeHO(pompy 311&};0;:91;1»{051 B pianasoni 0,04-8,5 Mxmons. TeHO(OBIp BUABIIAB
TIPOTHBIPYCHY aKTHBchTb B. Kmmﬂmmiyﬂmypl npotu kiag BUI-1 A, B, C, D, E, F, G 1 O (3nauenns EC50
Bapitosanu Big 0,5 ﬂo 2 ’2 MKMOIIL) h
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IIpomugipycna akmusnicme y KOMOIHAYIT 3 IHWUMU RPOIMUGIDYCHUMU NPERAPAMaMu

He Binmivanocs aHTaroHicTHYHHX eeKTiB in Vitro Npu 3aCTOCYBaHHI JOTyTerpasipy 3 iHIIMMU
AOCIIIDKYBAaHUMH aHTHPETPOBIPYCHUMH TpenapaTaMu: CTaBy/IHH, abakaBip, edasipeHLy, HeBipartiH, JomiHasip,
ammnpeHasip, enyBipTHI, MapaBipok Ta panterparip. Kpim Toro, He criocrepiranocs aHTaroHicTHYHOTO
eexTy g romyrerpasipy Ta aaedosipy, a pubaBipuH He YNHUB BHMAMMOIO BIUTMBY HA aKTHBHICTB
JIOJTyTerpagipy.

Jis namiBy/IMHy Ta iHIDMX aHTHPETPOBIPYCHUX NperapaTis (TocimkeHi npenapar: abakasip, IUIaHO3MH,
HeBipaniH Ta 3uJI0BY/IMH) aHTArOHICTHYHKX eeKTiB in vifro He criocTepiranocs.

Pezucmenmuicmey in vitro (Oonymezpagip)

¥V wrramy NLA432 6ynu Bigmiveni mytauii E92Q (FC 3) ta G193E (a takox FC 3). Myrauis E92Q 6yna 'y
TNAL{€HTIB i3 TONEPEAHBO ICHYIOUOIO PE3UCTEHTHICTIO 0 panTerpasipy, ki MOTIM OTPUMYBAJIH JOTYTErpaBip
(xBaJTihikoBaHO K BTOPHHHY MYTaLiIO [JIS Oy TErpasipy).

[lpu BHKOpUCTaHHI KIiHiYHKX i30maTiB miaTuniB B, C i A/G Gyna BiqMivena samina interpasu R263K ta
G118R (y C ta A/G) y n1BOX naujieHTiB, sKi paHille OTPHMYBAJIH aHTHPETPOBIPYCHY TEpariio Ta He
OTPUMYBAJIH iHIi0ITOpH IHTErpasH, i3 miaTunamu B Ta C, ane Ge3 BIUIMBY Ha YyTIHBICTH 1O AONYTETPaBipy

in vitro. 3amina G118R 3HiDKyBana 4yTIHBICTE JO AONyTerpaBipy B caiir-nanpapienux mytantax (FC 10), ane
HE BUABJISUIACS Y TIALLIEHTIB, AKi OTPUMYBAJIM JOTyTerpasip y KIiHiuHUX gocnimkerHsx dasu 111

ITepeunHi MyTalii Ui panrerpasipy/ensiterpasipy (Q148H/R/K, N155H, Y143R/H/C, E92Q Ta T66I) e
BIUTHBAJIK HA iN Vilro 9y TIUBICT 0 AOTYTErpaBipy sk okpemi MyTauii. Skimo MyTauii, mo Oyiu keanidikoaui
AK BTOPHHHI, acoliioBaHi 3 iHribitopom inTerpasu (s panrerpasipy/ensiterpasipy), 104aBamucs 10 LUX
NEPBUHHMX MYTalliil B €KCTIEDUMEHTI 3 CaliT-HAIIPaBIeHUMH MyTaHTAMH, 4y TJIMBICTb 0 JOTYTerpaBipy
saymuanacs HesmineHowo (FC < 2 npotu «IMKOro» THITy Bipycy), 3a BUHATKOM BHIAAKiB MyTauii Q148, npu
AKX y KOMOiHALIAX i3 BITOMHMM BTOPUHHHMH MYTAlisiMH crioctepirasci nokasuuk FC Ha pisni 5-10 a6o
euwe. Bruiue Q148-myTauiit (H/R/K) Takox OyB niaTBep/KeHHH B eKCTIEPHMEHTAX i3 1acaskeM i3 caiT-
HarpaBJIeHUMHU MyTaHTaMH. ¥ cepiiHOMYy macaxi 3i mramom NL432, mourHa0uM i3 caiT-HampaBIeHuX
MYTaHTIB i3 npuxoBaHuMu MyTauiamu N155H abo E92Q, pesucrenTHocTi He crioctepiranocs (3nauenns FC ne
3MIiHIOBAJIOCH, 3aTHINAIOUMCh 6u3bKkuM 710 1). 3 inmoro Goky, nounHarouu 3 MyTaHTiB i3 MyTamismu Q148H
(FC 1), Binmivanocst pi3HOMaHITTS BTOPHHHUX MYTALil i3 nojansmuM 36insmeHsaM nokasuuka FC no
3HauyeHs > 10.

Kniniuno 3Havyie rpanuyne 3HaueHHs ¢enotumy (FC nmpoTH «JuKoro» THILy Bipycy) HE BU3HAYaIOCs;
TE€HOTHITIYHA PE3HCTEHTHICTH OyJ1a KpaIiM MPOrHOCTHYHUM [OKA3HUKOM Pe3yJIbTaTy.

Ipu anastisi 4y TJIMBOCTI 10 IOJTyTErpaBipy y PE3HCTEHTHHX 0 PAITErPaBipy LITAMIB y TIALI€HTIB, AKi paHile
OTPHMYBAIIM panTerpaeip, Joayrerpasip Mas nokasHuk FC < 10 y 94 % i3 705 xiiHidHHX mTAMIB.

Pesucmenmmuicmen in vivo (donymezpasip)
V nauienTis, gKi paHilie He JiKyBaIHCS Ta OTPUMYBAITH JOIyTErpaBip y KOMOIHALIT 3 ABOMA HYKJICO3HUIHHMH
iHri6iropamu 3sopoTHOi TpaHckpunTasu (HI3T) y kniHIYHKX ZOCTIDKEHHAX, HE BIAMIYaI0C] BUHUKHEHHS
PE3MCTEHTHOCTI JI0 Npenaparis Kiacy inribitopis inrerpasu a6o no npenaparis knacy HI3T (n= 1118,
CrioCcTepeKeHHs MPOTATroM 48-96 THKHIB).

V nauienTis i3 nonepenHiM Hee)eKTHBHUM aHTHPETPOBIPYCHHM JIIKYBaHHSM, aJie SIKi paHilie He OTPUMYBAITH
npenapary Kiacy iHribitopis interpasH, 3aMminu iHribiTopy interpasu Binmivanucs y 4/354 nauienris
(criocTepesxeHHs POTAroM 48 THXKHIB), AKi OTPUMYBAIX JOMyTerpaBip y komGiHalii 3 GOHOBUM pesKuMOM,
obpanum JocTiTHUKOM. I3 X 4 nauieHTiB y 1BOX Oyna yHikanbHa 3amiHa inTerpasu R263K i3 MakcuMansHAM
nokasaukom FC 1,93, y oqnoro — nonimopdHa 3amina interpasu V151V/I i3 MakcumansHuM nokasuukom FC
0,92 Ta me y ogHOro naiieHTa — NONEPEHBO ICHYIOWI MyTaLlii iHTerpasu, NpHYOMy BBaXKaIOCs, 1O BiH
paHiue Bke OTPUMYBaB iHriGiTopH inTerpasu abo Gy iHbikoBaHHiT BipycOM, pe3UCTEHTHUM JI0 iHTiGiTOpiB
iHrerpaszu. Mytauis R263K takok Oyna Bupinena in vitro (14B. BULIE).

3a HajgBHOCTI PE3UCTEHTHOCTI JIO npqnapanmmacy iHribitopis iHTerpazu Ha mem 24 y 32 NalieHTiB (ycl
BOHM OTPUMYBAlH [ONyTEerpaBip;y
BU3HAYEHOIO IIPOTOKOIOM Blpycm]orlqﬂom Heehé
resorunamu: L74L/M (n = 1), E92Q (n = 2), TQTA
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S147G (n=1), QI48H/K/R (n=4), NI155H (n=1) Ta EI157E/Q (n=1). PesucrentHicts 10 iHribiropis
iHTerpasH, 110 BUHUKJIA TIPOTSTOM JIiKyBaHHS, 3a3BHYai 3’ BJISIETHCS Y MALieHTiB i3 MyTamiero Q148 B anamuesi
(mo4aTkoBuii pieeHs a00 iCTOPUYHHMIT KOHTPOIIB). Y I’ATH IHIIKMX NauieHTie BusHauaau BIIBH mix TwxHIMH
24 ta 48, Ta 'y 2 i3 HMX 5 NauieHTiB 3a)ikCOBAaHO MyTallil, SKi BHHUKJIMA NPOTATOM JIiKyBaHHs. MyTauismu, ski
BUHHKJIH TTPOTATOM JIiKyBaHHS, abo komOiHanismu myTatiii 6ymu: L74I (n = 1), N155H (n = 2).

MyTanii, sKi BUHHKJIH MPOTArOM JIiKyBaHHA, crioctepiraaucs y 30 mauieHTiB i3 MEPBHHHOI T'€HOTHITIYHOIO
PE3HCTEHTHICTIO /10 1HriOiTOPiB iHTerpasH, BUBJICHOK NMPH CKPHUHIHTY, SIKi OTPUMYBAIM JOMyTerpaeip (miroc
ONTHMi30BaHa ()OHOBA Teparlis), IO BIANOBIAAI0 TAKUM CIIOCTEPEIKEHHSM.

Pesucmenmuicme in vitro ma in vivo (namigyour ma meHogosip)

MyTauis K65R Businena in vitro, komu BUUI-1 KyJbTHBYBaIH Y NPHCYTHOCTI 3pOCTAIOYMX KOHLEHTpALIiH
teHooBipy. Lle Takoxk Moxke BigOyBaTHcs in vivo pH BipyCOJIOTiuHIM Hee)eKTHBHOCTI CXEMH JIiIKyBaHHS, 1[0
Bkiroyae TeHodosip. K65R 3HWKye qyTnHBiCTh N0 TeHOQOBIpY in vitro mpubau3HO B 2 pas i Oyia nos’s3aHa 3
BiJICYTHICTIO BiJINOBI/ll HA CXeMH JIIKyBaHH, 110 BKJIFOYAIOTh TeHO(GOBIp. ¥V KIIHIYHUX JOCITIIHDKEHHX 34
YHacCTIO MALi€HTIB, sKi paHillle OTPUMYBAJIH JIiKyBaHHS, OLiHIOBaNIM aHTH-BIJI-akTHBHICTE TeHODOBIPY 11010
mramiB BIJI-1 i3 TMiguH-ananoroeuMu Mytatismu (TAM), ski He Oyiu BH/IiIEH] 3aCTOCYBaHHIM
teHodosipy. IlItamu BIJI, mo ekcnipecytors 3 abo Ginbme TAM, Brmroyaroun myTaiiro M41L a6o L210W,
JIEMOHCTPYBAJIH 3HMIKEHY BiATOBib Ha TEHO(OBIp.

V GaraThoX BHIIaAKax, KOJIH cXeMma JIiKyBaHHs, 10 BIJIIOYAE JAMIBYIHH, € Hee()eKTHBHOIO (110 BiaOyBaeThes
pinnre, KoM cXema JIiKyBaHHA BKJIIOUa€ MiJICHICHHH PUTOHABIpOM iHribiTop nporeasu), myrauis M184V 6yne
BUZiNIeHa Ha paHHiH cTanii. M184V cripuduHsae BUCOKHIT piBEHb PE3UCTEHTHOCTI 10 JamiByauHy (> 300-kpaTHe
3HWKEHHS 4y TinBocTi). Perutikanis Bipycy 3 M 184V BinOyBaeTses He Tak mobpe, K pervtikailis «IaKoro»
THIy Bipycy. Jlaui in vitro cBiguaTts mpo Te, 1o MPOAOBKEHHS 3aCTOCYBAaHHS JIaMiByqHHY B CKJIai
AHTHPETPOBIPYCHOI CXEMH JIIKyBaHHS, HE3BaXKar04u Ha po3BUTOK M 184V, Moyke 3a0€3NeUHTH 3aTHIIKOBY
aHTHPETPOBIPYCHY aKTHBHICTH (HMOBIpHO, Yepe3 MopyLeHHs BipycHoi perutikaiii). KiliHiuHa 3HauMMicTh 1HX
CIIOCTEPEKEHb HE BCTaHOB/IEeHA. TOMY NUTaHHA PO MPOJOBKEHHS JIKYBaHHS JIAMiBYAHHOM, HE3BKAIOYH HA
nosBy myTauii M184V, cni po3risaaTy nuiie Toai, KoM aKTHBHICTh HalOiNbII epeKTUBHHX 1 HOCTYITHUX
HI3T 3na4no nocnabnena.

ITepexpecHa pe3uCTeHTHICTL, 00yMOBIIeHa MyTallicio M184V, obMexkeHa aHTHPETPOBIPYCHUMH MpenapaTaMi
KJ1acy HYKJICO3MIHUX/ HYKJIeOTHIHHX 1HribiTopie. M184V 00yMORBIIOE TOBHY epeXpecHy pe3UCTeHTHICTE /10
emrpuiuTabiny?. 3u10BYIUH i cTaByIUH 36€piraloTh CBOIO AHTHPETPOBIPYCHY aKTHBHICTH POTH
pesucTeHTHOro 0 gamisynuy BIJI-1. AGakasip 36epirae CBOIO aHTHPETPOBIPYCHY aKTHBHICT POTH
pesucTeHTHOro Ao gamisyauny BIJI-1, mo mae tinbku myTamiio M184V. Illtamu 3 myTariiero M184V
JIEeMOHCTPYIOTh < 4-KpaTHE 3HWKEHHS Yy TIHBOCTI JI0 THIAHO3HHY; KITiHIYHE 3HAUEHHS 1[bOI'0 HE BCTAHOBJIEHE.

Bnnue na enexmpoxapoiozpamy
ITpu 3acTocyBaHHi 03, AKi NEPEeBHIYBAIH KIIHIUHY 103y NPUOIH3HO BTPHYI, HE CIIOCTEPIraii JKOAHHX 3MiH

inrepsany QTec.

Kniniuni egpexmuenicmo ma de3nexa

VY KiNBKOX KIIHIYHHX JOCTiIKeH X Oya miaTBepakeHa epeKTHBHICTh OKPEMHUX KOMITOHEHTIB 1IbOTO
npenapaTty 3 kombiHauiero pikcopanux no3. Jomyrerparip, JaMiByIHH i TeHOGOBIPY JU30MPOKCHIT
3aCTOCOBYBAJIM K OKpeMi IpernapaTy B pizHUX KOMOIHOBaHMX cxeMax JiikyBaHHS. KITiHIYHHX JOCHTimKeHb
komOiHauil JonyTerpasipy, JaMiByAuHY i TeHO(ORBIPY TU30NMPOKCHITY HE IIPOBOIUIIH.

Koy B IBOX KJIHIYHUX HOCTiDKEHHAX eMTpULATabin’ i TeHODOBIpY AM30NMpOKCHA Y KoMGiHALiT 3
JI0TyTerpaBipom 3actocoByBaiy nauienram i3 BUJI-1 indexuiero, sxi paHime He OTpUMYBaIH JIiIKYBaHHS,
yactky nauientis (ITT) 3 BUI-PHK < 50 xoni#/mi cranoBunu 93 % 1 94 % uepes 48 TrokHIB.

* Ha ocHoBi CHCTEMATHYHOROORILATLY Oy/10 BHCNOBIEHO NpPHITYLIEHHS, IO eMTpUUMTabiH i JamiByauH €
(hapmaxonoriuHo exgi_géﬁléﬁiﬁgﬁ_wﬁ'\ I,SomKe, KIIHIYHO B32€MO3aMIHHMMH Tipenapatamu s Tepanii BIJI-
ingexuii. ToMy naHyH TEKCT MICTUTH IOCHIAHHS TAKOXK HA aHi, OTPUMAHI /1Sl eMTPULUTabiHY.
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5.2 PapmakoKiHeTHKA
[Tapamerpu BcMoKTyBaHHA npenapaty [Toprosa nazsa HA688], mo BH3HaYaIMCs Micas NEPOPAILHOTO
3aCTOCYBaHHA 37J0POBHM N00POBOMIBIAM OJHiET TabNETKH HaTILE, HaBeAEH] Jai:

(DapMaKkOKiHeTHYHI ITapaMeTpH Cepense apudmeTHyne (+ cTaHIapTHE BiIXWICHH)

JlomyTerpasip UlamMiByIHH Tenodosip
MakcHMaibHa KOHIEHTPALs 2,531 + 0,532 MKr/Mn 2,292 = 0,787 MKr/MI 0,314 + 0,08 MKr/Ma
(Cmax)

[Mroma mig kpusoio (AUCO-w), 154,883 + 15,004 mxr.rog/mn(11,501 2,501 mxr.rog/mn 2,462 + 0,537 Mkr.roa/mi
H3HAYEHHS CTYNEHS
CMOKTYBAHHS

Uac gocsrHeHHsI MakcuManbHol (2,77 + 0,94 rog, 1,97 0,93 ron 0,95 £ 0,32 rog
koHueHTpauii (Tmax)

dapMaKOKiHETHKA TOTYTErpaBipy, JaMiBYIHHY Ta TeHO(DOBIpY AM30POKCHITY

/TostryTerpasip UlamiByaHH TenodoBipy AH30NMPOKCHIT;
Baranaeui gami
(DK € aHasnoridHo0 Y 3A0POBHX TeHno(oBipy TU30IPOKCHI €
imooposonsLis Ta BIJI- BOJIOPO3UHHHHM CKJIaTHOe(hipHIM
indikoBaHuX nanieHTip. [IPOJIIKApCEKUM MPENapaToM, 110 in Vivo
Huspka abo nmomipHa IBH/IKO MEPETBOPIOETHCA Ha TEHODOBIp.
leapiabensHicTe DK Tenoosip BHYTPIITHEOKIITHHHO
NepeTBOPIOETHCA HA TeHO(DOBIpY
MoHO(pochaT Ta HA AKTHBHHH KOMIIOHEHT,
renoosipy nudocdar.
BcMokTyBaHHA
IAbcomoTHa Hegimomo H/[, H/IT
0iomocTynHICTL
[lepopanbHa [onatimentue 32 % 80-85 % 25 %
010JO0CTYIIHICTE
BIuie npuifomy AUC(0- | Cmax | Tmax [3acToCyBaHHA AUC(0- | Cmax Tmax
o o : : 0 @
Kl Hu3bkHi 3:; %1 46 %1 | 3ron rAMIRY RHEY TRASHC Lxl Jlerka Btza Bes bes
BMICT UPHSBORHEYE A0 - xa icTOTHOrO | iCTOTHOrO | iCTOTHOTO
SKHPIB MOIOBMKEHHA Tmax i edexTy edexry edexry
Tomipuuii | 41 %1 | 52 %71 | 4ron pHIKeHHA Cmax Jupua | 40 %17 14 %1 1 roat
BMicT (3HKeHHS HA 47 %). | Uk
JKHPIB: :
Bucoxni | 66 %7 | 67%7 | 5ton MHAK HA CTYIIHE (Ha
BMicT locroei AUC)
HKHpiB: BCMOKTYBaHHs
[TigBUIIEHH MOXKE OYTH KIIHIYHO [TaMiByHHY L€ HE
BHAYYIIHAM NPH HAABHOCTI IEBHOT  [BILUTHBAE.
[PE3MCTEHTHOCTI JI0 MpemnapaTiB
[knacy inriGitopis inrerpaszu. Tomy
BUJI-iHdixoBaHHM TaLlicHTaM 3
Pe3MCTEHTHICTIO J10 iHriGiTopis
iHTerpasy peKOMEHILYEThC
MpUItMATH 10Ty Terpasip mif yac
K. e
Posnoaia !

C//f/??w% MJJ/Z‘/CM




WHOPAR, uactuna 4 Jlunens 2019 p.

Pesain 6 onopsaetii kpirers 2020 p:

Jonyrerpasip/Jlamisymun/Tenodosipy nusonpokcuny dymapar
50 Mr/300 Mr/300 MF TaOMTIH

(Maiinaun Jlaboparopis JTimiten), HAG8S

I06°em posnioginy  |Bim 17 mo 20 n 1,3 n/kr 300 mu/kr
(cepeHE 3HAYEHHA)
3B’ A3yBaHHA 3 > 99 %, niABHIIEHHS PiBHA < 36 % cuposarkoBoro < 0,7 % (3B 3yBaHH! i3 CUPOBATKOBHMH
Oinkamu mIasMy  [He3B A3aH0i (pakuii npyu HU3BKOMYILEOYMIRY in vitro Ginkamu < 7,2 %)
in vitro piBHI CHPOBATKOBOTO anLOyMiHy
(sIK y pa3i nOMIipHOTO MOPYIIEHHS
bvHKLiT mevinkm)
Poznoain y ICMP: cepenne 3HaueHHs 18 Hr/ma JToGpe posmoningerses, 3 HAUOUILIIHMK
TKaHUHAX (€ MOpIBHAHKUM i3 KOHLEHTPALIEI0 OHIEHTPALAMH B HUPKaX 1 MeqiHI.
He3B a3aHo01 (pakuii B rurasmi i
> 1C50)
BarinanbHi, LepBiKaJibHI
CTPYKTYPH, LepBiKOBariHaJbHa
pizuHa: 6-10 %
Crrepma: 7 %
PexTaneHi cTpykTypH: 17 %
T10 BiIHOIIEHHIO 0 BiIITOBiAHMX
DIBHIB B IIa3Mi KpoBi B
PiBHOBa)KHOMY CTaHi)
MeTabonizm
[TeuinkoBHii MeTabomi3M: TinbKKM He3HAYHHIT JoCiKeHHS in Vitro
CTIOKYPOHI3aLlif HUITXOM mutx (< 10 %) MPOAEMOHCTPYBaJIH, O Hi TeHO(OBIpY
UGT1ALl, apyropsauuii mrax MU30NPOKCHI, Hi TeHO(OBIp He €
CYP3A cyberparamu depmenris CYP450.
AKTHBHUIN(1) H/]T H/IT Tenodosip
MeTabomiT(H)
Bupenennsi
[lepion 14 ron 57 roj Tenodogip: Bix 12 o 18 rox
HAITiBBHBE/ICHHS 22 ronm mns Tenodogipy mudocdar: 10 rox y
PIymlUJHbOKJIlTIﬂiHOI‘OIIBHymlmHLOKHITHHHD aKTHBOBAHHX
aMiByiHHY MOHOHYKJIGADHUX KIITHHAX
rpadochaty neprdepuaHoi KpoBi croxoio i 50 rox y
MOHOHYKJIEAPHUX KIIITHHAX
neprdepuaHOi KPOBi CIOKOI0.
Cepenniit =1 niTp/rox 0,32 n/rop/xr 0,23 n/ron/xr
CHCTEeMHHH KilipeHc
ClI/E)
% MO3H, L0 'Ycworo 32 %; > 70 % 70—80 % six He3MiHeHuI mpemapar
BHBOJHUTLCS i3 < 1 % y He3MiHEHOMY BHIJIALI, [[TepepaxHO
ceyero 19 % y surnsani edipy BHBOJHTECS
CIIFOKYPOHI LY HE3MIHEHHM]
111 MeTabomiTi; N-
neankiToBaHui MeTabotiT i
MeTaboJIiT, 10 YTBOPIOETLCA TPH
OKHCIIEHHI B TI03H1iT 6eH3HUI0BOrO
BYTJICIIO
% 1034, 110 53 % BUBOAMUTECA B HE3MIHEHOMY H/]T
BHBOJHTHCH 3 BUTITISIZIL 3 KAIOM
KATIOM
UTinifiHiCTB 3ane)Ho Bi 1034 i GopMu JTiniliHa UliniiiHa (papmMakokiHeTHKa (IiamasoH m03
(bapmaxoxineTn KH[BHITYCKY. Jlna Tabnetok: (hapMakoKiHeTHKA Bim 75 mo 600 Mr)
[TiIBHIIEHHS nponopmﬁuo 1o3i Bij
UTikapcbKi
B3aemopii (in vitro)

2 M/

K wo Bon




Jlonyrerpasip/Jlamisynnn/Tenodosipy musonpokciny Gymapar WHOPAR, uacThua 4 JIunens 2019 p.
50 MI7300 MI7300 M TI0IETRHE PO 6 CHOBICHIHT REITEHE 2020 p.
(Maiinan JlaGopatopis Jlimiten), HA688

TpaHcropTepu Hemae 3nauymoro npuraidenus P- OCT (rpancnioprepu  [Cy6erpat hOAT 1, hOAT3 i MRP 4.
gp, BCRP, BSEP, OATPI1BI, OpraHiyHIX KaTioHiB)

OATP1B3, OCT1, MATE2-K,
IMRP2 a6o MRP4

IHe € cybctpatom OATP 1B1,
IOATP 1B3 abo OCT 1 moauHH.

MeTtabomizyroui  [Hemae 3HAYyIIOro NPUTHIYEHHS BincyTHICTh 3HAYHOTO MPHTHIYEHHA
hepmeHTH CYP)1A2, CYP2A6, CYP2B6, CYP3A4, CYP2D6, CYP2C9, CYP2EI
CYP2C8, CYP2C9, CYP2C19, 6o CYP1A1/2
CYP2D6 CYP3A,
ypunuaandocdar-

IOKYPOHO3HITPaHC(epasn
UGT)1A1 abo UGT2B7
Hemae ingykuii CYP1A2,
CYP2B6 abo CYP3A4

B3aemo36’s130K Midic papMaxoxiHemuKolo ma QapmakoOuHamiKorn

V mociimKeHH] BH3HAYEHHS ONITHMAJIBHOI 1034, B IKOMY NAL€HTH OTPUMYBAJIH MOHOTEpAIio
nosryTerpaBipoM, OyJia poaeMOHCTPOBaHA IIBHKA Ta 10303a/Ie)KHa IPOTUBIPYCHA Mis 13 CepefiHiM
sMeHIeHHaM pubonykieiHoBoi kucinotd (PHK) BIJI-1 2,5 log10 na 11-# aens s go3u 50 mr. s
MPOTHBIpYCHA BiANIOBI b MiATpHMYBasacs NpoTaroM 3—4 JHiB Micjg OCTAHHBOI JO3H Yy TPy, sIKa OTPHMYyBasa
50 mr mikapebkoro 3acofy.

PesyneTaTé MOJISIIIOBaHHSA 3 BAKOPHUCTaHHAM 00’ €JHAHHX JaHHX KIHIYHMX JOCIIKEHb 3a Y4acTIO NallieHTiB
i3 PE3UCTEHTHICTIO J10 NpenapaTiB Kiacy iHribiTopis iHTerpasu IeMOHCTPYIOTb, 11O 31 301IBIICHHAM J03H 3

50 mr 2 pasu Ha 100y 10 100 Mr 2 pa3u Ha 100y MOsKe 3pocTaTH e(peKTHBHICTD JI0TyTerpaBipy y Malli€eHTiB i3
PE3MCTEHTHICTIO 10 NpernapariB Kiacy iHrioiTopis iHTerpasu Ta 3 oOMexeHHM BUOOPOM BapiaHTIB JiKyBaHH,
3YMOBJIEHMM PE3UCTEHTHICTIO [0 IpenapariB pisHux Kiacis. [Iporsosysanocs, Lo cepes NauicHTiB i3
myTauiero Q148 + > 2 propunnumu myTanismu G140A/C/S, E138A/K/T, L74] yacTka nauieHTiB i3 BIANOBIAIIO
(PHK BIJI-1 < 50 xomiii/m) Ha TrokHI 24 3pocte npubauzHo Ha 4—18 %. Xoua i pe3y/IbTaTd MOJeNIOBaHHS
He Gynu MiATBEpIPKEH] y KIIHIYHUX JOCHIPKeHHSX, 30UThIISHHS JO3H MOXKHA PO3IVISAATH IIPH HasIBHOCTI
myTauii Q148 +> 2 Bropunnux mytauii G140A/C/S, E138A/K/T, L741 y nauieHTis 3 obMexeHuM BHOOpOM
BapiaHTiB JTiKyBaHH:A, 3yMOBJICHHM PE3HCTEHTHICTIO [0 Tpenaparip pisHuX Kiacis. Kiiniyni nani mono
6esnexu Ta edextrBHOCTI H03u 100 Mr 2 pasu Ha noOy BiacyTHi. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI aTa3aHaBipy
iCTOTHO 3pOCTa€ eKCMO3UIIs AOTYTerpaBipy, TOMY Npu KOMOIHOBAaHOMY 3aCTOCYBaHHI HE CJIif| TPU3HAYATH
TaKy BHCOKY JI03Y JOJIyTerpaBipy, OCKiJIbKH He BCTAaHOB/ICHa Oe3MeKa Mpu eKCIO3HIIii, 1110 CTBOPIOETLCA
BHACJIIIOK TAKOTO 3aCTOCYBaHHA.

Oxpemi kamez2opii nayicnmie

Himu

dapmakokineTuka gomyrerpapipy y 10 mimnitkis (BikoM Bix 12 1o 18 poki), indikosanux BIJI-1, axi panime
OTPHMYBA&IH aHTHPETPOBIPYCHY Tepariio, IEMOHCTPYE, IO NpH 3acTocyBaHHi no3u 50 mr 1 pa3s Ha 100y
€KCTIO3MLLis OJTyTerpaeipy NopiBHIHA 3 TAKOIO, L0 CTIOCTEPIraeThes y JOPOCIIHX, SKi OTPUMYBAJIH
poayrerpasip y no3i 50 mMr 1 pa3 Ha no6y. ®@apmakokineTuka y 11 mitei Bikom Bif 6 o 12 pokis
NPOIEMOHCTPYBaIa, 10 3aCTOCYBaHHs 25 Mr o/1iH pa3 Ha 100y narlieHTam i3 Macolo Tina moHakmMenme 20 Kr i
35 Mr ojiH pa3 Ha Jo0y Mali€HTaM i3 Macolo Tija moHakMenme 30 Kr NpU3BOAMIA 10 €KCITO3HLIT
JIOJTyTErpasipy, MOpiBHAHOI 3 TAKUMH [OKa3HUKaMH y gopociux. Kpim Toro, momyssuiiine monemosanns QK i
iMiTalifHAM aHATi3 IPOJEMOHCTPYBAJIH, IO I03YBaHHI Ha OCHOBI Jiana3zony macH tina (20, 25, 35 i 50 mr) y
JiTelt BikoM LioHaiMeHIe 6 pokiB i3 Macolo Tina woHaliMeHLe 15 kr 3abe3nedye NopiBHAHY EKCIIO3HLIIIO 3
TaKUMH NOKa3HUKaMH Yy fopociux (50 Mr), npudoMy HalHIWKYMH Jiara30H MacH Tina ctaHoBUTh 15-20 kr, mo
pignosigae mo3i 20 Mr Ha 100y.

Excrozuuis TeHOCbOB]py y nmmnc:s_ momnmylaanu TeHO(OBIpy JI30TPOKCHII IEPOPATBHO 110 245 Mr Ha
= T

Ha 100y.
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Jonyterpasip/Jlamisymis/Tenodosipy auzonpokcuny dymapar WHOPAR, wactuua 4 JIunens 2019 p.
50 wr/300 sr/300 mr rabneTrn Peaain 6 orepacnuii: kpiverr 2020 p:
(Maiinaun JlaGoparopiz Jlimiren), HA688

DapMaKOKIHETHYHI AOCITIIKEHHS i3 3aCTOCYBaHHAM TeHO(OBIpY AU30NPOKCHITY B TabneTKax no 245 Mr nitim
BikoM 210 12 pokiB abo npu nopyeHHi QYHKIIT HIPOK He MPOBOAUIIHCA.

Jlani oo 3acTocyBaHHs MiutiTkam Jamisyauny o 300 mr Ha 106y o6mexeHi. PapmMakoKiHeTHUHI
TrapaMeTpH MOPIBHIOBaHI 3 TapaMeTpaMy, 1O CHOCTEPIraiucs Y OPOCIHX.

Hayienmu nimnb0o20 GiKy

[omynsauitisuii anasis GapMakoKiHETHKH JOTyTerpasipy 3 BAKOPHCTAHHSIM JIAHHMX JOPOCIHX, iH(ikoBaHHX
BIJI-1, npoieMOHCTPYBaB BiZICYyTHICTB KJIIHIYHO 3HAYYIIOrO BIUTMBY BiKy Ha €KCIIO3HLIIO IONYTerpasipy.
dapmaKOKiHETHYHI JaHi 00 3aCTOCYBaHHS JAOIyTerpasipy, TeHO(QOBIpY Ta JaMiByJMHY MallicHTaM CTaplie
65 pokiB 0OMeKeHi.

Iopywenns @ynxyii Hupox

DapMakoKiHeTH4Hi JaHi Oy OTpUMaHi OKpeMO 1 A0y Terpasipy, TeHO(QOBIpY Ta JIaMiBY IUHY.

HupkoBHuit KJIipeHC HE3MIHEHOT AiI0401 PEHYOBHHH — Li¢ APYTOPSAHUIH MIISX BUBEICHHS 0JTyTErpaBipy.
I[Tposoaunocs KoCiHkeHHs (hapMaKOKIHETHKH MOJTyTerpasipy 3a y4acTIO I0POC/IHX MALIEHTIB i3 TSHKKHM
nopymeHHaM GpyHKUiT HUpoK (KIipeHe KpeaTHHiHy < 30 MJI/XB) Ta 300pOBHX JOOPOBOIIBLIB (TPyIia KOHTPOIIIO).
V nmauieHTiB i3 TSKKAM NOPYIIEHHAM (yHKIIT HUPOK CKCIIO3MILisA JOMyTerpasipy Oyia sHiKeHa MPHOIH3HO Ha
40 %. MexaHi3M Takoro 3HWKeHHs He3’ sicoBanuil. Kopekiis 1034 He BBaKa€ThCs MOTPiOHOIO IS MALl€HTIB i3
riopyleHHsM GyHKLii HUPOK. 3aCTOCYBaHHS HOTyTerpaBipy marfieHTam, ski nepefyBaroTh Ha Aiaiisi, He
JIOCITiI?KYBaJIH.

JlocmioKeHHs TaMiBy IHHY IPOJEMOHCTPYBAJIH, 110 KOHLEHTpallis B riasMi kpori (AUC) minsuuryeTbes y
TNALEHTIB 3 TIOpyIIEHHAM QYHKLIT HUPOK Yepe3 3HIKEHHs KiTipeHcy. I pyHTyIouHch Ha JaHHX 1010
namiBynuny, npenapar [Toproea Haszza HA688] He pekoMeHyeThCA 3aCTOCOBYBATH NALIECHTAM i3 KJTipeHCOM
KkpeaTHHiHy < 50 MI/XB.

[TopiBHSAHO 3 NaLi€HTaMHU 3 HOPMATLHOIO (QYHKIIiEI0 HUPOK, CepeHs eKCMO3UIlis TeHO(OBIpY 361bIIyeThCS Bij
2185 ur-ron/mn y oci6, sxy He indikoeani BUI abo Bipycom renatuty B Ta MatoTh KIipeHC KpeaTuHiHy Oinblie
80 mi/xB, 1o 3064 ur-rog/mit, 6009 Hr-roa/mn ta 15 985 Hr-roa/mi y MamieHTiB 3 JErKOI0, HOMIPHOIO Ta
TSHKKOKO HUPKOBOIO HEIOCTaTHICTIO BiANOBIIHO.

OuikyeTbes, MO PEKOMEHIALIIT 100 JO3YBaHHS Y NAL€HTIB i3 mopyeHHsIM QyHKIT HUPOK y BUIIAI
36iNbIIEHHs IHTepBATIB MDK {O3aMH TIPU3BEIYTh 0 BUINMX ITIKOBHX KOHIIEHTpALH y IiIa3Mi KPOBI Ta HIDKUHX
pieHiB Cmin y nauieHTiB i3 nopymeHHsM QyHKLiT HEIPOK MOPIBHAHO 3 MallieHTaMK 3 HOPMAIBHOK QYHKILIEIO
Hupok. KitiHiuHi HacifKM 1BOr0 HEBIIOMI.

V nauieHTiB i3 TEpMIHATBHOIO CTAIE0 HUPKOBOI HEIOCTATHOCTI (KiTipeHe kpeaTuHiHy MeHiue 10 Mi/xB), ki
noTpeOyIOTh MPOBEEHHS reMoianisy, KOHIEHTpallis TeHo(hOBIpY MK CeaHCaMH Mliali3y iCTOTHO
MiIBUIIyBaJIacst POTAroM 48 rofivH, DOCATaloyuH cepeHporo 3HaueHns Cmax 1032 ur/mi i cepenHboro
suayents AUCO-48rox 42 857 ur-roa/mi. PekoMeHayeThes 3MiHUTH iHTEpBaN 103yBaHHA TeHO(OBipY
JIM30MPOKCHITY 245 MT y NaLieHTiB i3 K1ipeHcoM kpeaTuHiny < 50 Mi/xB a6o y maiieHTiB i3 TepMiHaTLHOIO
CTaJi€r0 HUPKOBOI HEIOCTAaTHOCTI, AKi MOTPeOYIOTh NPOBEAECHH reMOIialisy.

PdapmakokiHeTHKa TeHO(OBIPY y MALi€HTIB, AKMM reMojliani3 He MPOBOIUTHCA Ta AKi MAIOTh KJTiPEHC
KpeaTuHiHy < 10 MyI/XB, Ta y NaLi€HTIB i3 TEPMiHATBHOIO CTa/Ii€I0 HUPKOBOI HEIOCTATHOCTI, AKAM
MPOBOIMTECS NEPUTOHeaNbHUH a00 iHIIi BHAHM Aianisy, He BUBYaIacs.

IHopywienna gynxyii neuinku

dapmakokineTH4Hi qaHi OyJH OTpUMaHi OKpeMo JUIA HOTyTerpasipy, TeHO(OBipy Ta JaMiByAUHY.
JlomyTerpasip nepesaxxHo MeTaboi3yeThes Ta BUBOAMTELCA Nedinkoro. Komu oanopazosy mosy S0 mr
NOIyTerpaeipy 3acTocoByBajii 8 naljieHTam i3 MoMipHHM NopyuIeHHAM ¢yHkuii nevinky (kiac B 3a mkanoro
Yaiinga — IT'10) Ta 8 3/I0POBUM JOPOCTHM TOOpPOBOIBIAM i3 TPYIH KOHTPOJIO, 3arabHa KOHLIGHTpALLisl
nonwerpampy y TUIa3Mi KpoBi Qyﬂ&‘no,zgﬁu\o,}o OpHak y Mali€eHTiB i3 HTOMipHUM MOPYIICHHAM QJyHKuu
MEeYiHKK CIOCTEpiraaocs SpOCTaHH}I piBHA ie3B}s3aHOr0 loyTerpasipy B 1,5-2 pasu TIOPIBHAHO 31 30POBUMH
ﬂOﬁpOBOJ‘IhIJ,FIMH 3 IpyIH KOHTPOIIIO. Kopexum 13{931»1 He BBAXKAETHCA MOTPIOHOIO IS MTALIIEHTIB 13 JlerkumM abo
TIOMipHHM MOPYLIEHHAM (byﬂxml ];[E’,LIIHKH BHI]HB TSUKKOTO 0Py ICHHS (GyHKLIT eyiHky Ha GpapMaKkOKiHETHKY
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Jonyrerpasip/Jlamisymin/Tenodosipy ausonpoxeuny dymapar WHOPAR, uactina 4 Jluneus 2019 p.
50 mrf300 mr/300 mMr rabnerion Po3sain 6 oltonieniir kpitenty 2020 pr
(Maiinan JlaGoparopis Jlimiten), HAGSS

JOJIyTerpaBipy He HOCHiKYBaH.

CyTTeBuX 3MiH QapMaKoKiHETHKH JTaMiByHHY Ta TeHO(OBIPY MH3ONPOKCHITY Y NALIEHTIB i3 PI3HAM CTYMEHEM
nopyuieHHs (yHKLIT MeuiHKy He crocTepiraaocs.

IHonimopgizm @pepmenmis, axi memabonisylome npenapam

BizfcyTHi moKa3H TOro, 1110 3BHUaiHui noniMopdism depmenTiB, ki MeTabomi3ytoTh Mpenapar, y KiiHiuHo
3HauyLiit Mipi BruHBae Ha GpapMaKOKiHETHKY MOTyTerpasipy. ¥ MeTaaHaisi 3 BUKOPUCTAHHAM 3pasKib
dapmaxoreHoMikH, 3i6paHuX y KIiHI9HHX JOC/IHKEHHAX Y 3/0pPOBHX JOOPOBOJIBLLIB, Y OCi0 i3 reHoTHIIaMK
UGT1A1, o 3a6e3neqyroTs cnabkuii MeTaboii3m, KiipeHe fpoyrerpasipy Oys Ha 32 % HIKUHMii, 2 TOKa3HHUK
AUC — Ha 46 % sumwii, HiX y oci6 i3 renotunamu UGT1A1, 1m0 acouitororhes i3 HOpMaJIbHUM
MeTaboi3MOM.

Cmamp

AHani3 06’ elHaHuX JaHuX (apMAKOKIHETHKH 3 HOCIIDKCHB 33 Y4acTIO JOPOC/IUX He BUSABHB KIiHIYHO
3HAYYNIOrO BIUIMBY CTATi Ha €KCMO3HLIIO JoyTerpasipy. Hemae skoHHX CBITUYEHB TOTO, IO NOTPeOyEThCS
KOpEeKLis 103K JoTyTerpasipy, TeHohoBipy abo JamiByJMHy 3a/I€KHO BiJj BIIIMBY cTaTi Ha napamerpu OK.

Paca

[Monynsuitiauii ananiz @K 3 BukopucTaHHAM 00’ €IHaHUX JaHHX (apMaKOKIHETHKH 3 HOCHIKEHD 32 Y4acTIO
IOPOC/IHX He BHSBUB KITIHIYHO 3HAUYLIOr0 BIUIWBY PAacH Ha €KCMO3MIIiI0 AoiyTerpasipy. Hemae sxomuux
CBi/l4E€HB TOTO, 10 MOTPEOYETHCA KOPEKLIs O3 JONyTerpapipy, TeHooBipy abo JaMiByJHHY 3aJI€XKHO Bil
BIUTUBY pacu Ha mapametpu OK.

Koingexyis sipycy ecenamumy B abo C

dapMakOKiHETHYHMIT aHaIi3 BKa3ye Ha Te, 110 KoiHdekuis Bipycy renatuty C He Mae KIIHIYHO 3HAYYLIOro
BILTMBY Ha €KCIO3MULlifo joyTerpaeipy. Haseni obmesxeHi JaHi 110/10 NawieHTis i3 KoiH]eKIieo Bipycy
rernatury B.

53 Joxiniuni gani 3 6e3nexku

Lonymezpasip

JlomyTerpagip He BUSABHB MyTareHHHX ab0 KIIACTON€HHUX BIACTUBOCTEH y MOCHIIKEHHX Ha OakTepiax Ta
KyJIbTHBOBAHHX KJIITHHAX CCAaBL{B Ta y MIKPOAIEPHOMY TECTi in Vivo Ha rpusyHax. JlomyTerpasip He BUABHB
KaHUEPOreHHMX BIACTUBOCTEH Y JOBrOTPHBAIMX JOCIPKEHHAX Ha MHIIAX Ta ILypax.

JlonyTerpapip He BIUIMBAB HAa PEPOXYKTHBHY (QYHKIIiI0 caMI(iB 200 caMOK IIypiB; €KCIO3HULIisA MPH HalBHLIIH
JOCITIKYBaHi 1031 y 24 pazu nepeBHITyBaIa eKCIO3ULIIO Y IMOAHHY (3a nokazHukom AUC) npu
sacrocyeanHi mo3u S0 Mr 2 pa3u Ha 106y. [Ipu nepopaabHOMY BBEICHH] I0TyTerpaBipy BariTHHM CaMKaM
mypiB B JHi rectamii 3 6 mo 17 He BUSBIEHO TOKCHYHOTO BILTHBY HA MATEPHHCBKUI OpraHism,
BHYTpIIIHEOYTPOOHHUM pO3BUTOK ab0 TepaToreHHol Aii (3a mokasuukoM AUC excnosuuis y 27 pasis
TepeBUIILyBaja eKCIIO3ULIIIO Y JIIOAMHHM IPHU 3acTOCcyBaHHi 1034 50 Mr 2 pasu Ha 106y).

I[Ipu mepopajbHOMY BBEIEHHI JOMyTerpaBipy BariTHWM camkaMm Kponie y mozax a0 1000 mr/kr/po6y B jmi
recrauii 3 6 o 18 He BHABIEHO TOKCHYHOTO BIUTMBY HA BHYTPIIIHEOYTPOOHUH po3BHTOK ab0 TepaToreHHoi Ail.
V KpouiB TOKCHYHHI BIUIMB Ha OpraHisM Marepi (3MEHIUEGHHs CIIOXKHBAaHHSA DKi, Maja KilbKiCTh/BiICYTHICTH
(izionorivHNX BUNOPOKHEHB/Aiype3y, 3MEHIIeHHs Habopy MacH Tisa) Binmidascs npu 1031 1000 mr/kr.

V mocnimkeHHi IOBEHUILHOT TOKCHYHOCTI Ha 1ypax 0ys10 3adikcoBaHO JBa BUIIAIKHA CMEPTi Y TOTOMCTBA
1ypiB MPOTArOM BHIOJOBYBAaHHI MOJIOKOM IIPH 1031 foyTerpasipy 75 mr/kr Ha 100y. ITicns nepioay
BHUTOZIOBYBAHHS MOJIOKOM CEpe/IHil MPUPICT MacH Tijia 3MEHIYBABCA, a 3MEHIIEHHA 30epiraock NpoTarom
YCHOTO JOCHIPKEHHS 15 CAMOK TTiCIIS TIepiojly BUr0I0BYBaHH MOOKOM. CHCTEMHA EKCIIO3HILis
JoyTerpagipy B Uik no3i (3a nokazuukom AUC) npubausHo B 17-20 pasie nepepuiryBana eKCro3uIilo npu
3aCTOCYBaHHI PEKOMEH/IOBaHHX B nemal;ggqﬂm MPaKTUL 03. Y MOTOMCTBA B FOBEHAILHOMY neplom
MOPIBHAHO 3 IOPOCTUMH TBapHHaMH HE, ﬁyno BHABJICHO JKOJIHHX HOBUX OpraHiB-MilleHeH. ¥ 1ociimKeHH]
IPEHATAIBHOrO i MOCTHATAN bH ro possm'rcy u:(ypm Maca Tijla 3MeHIINIack Y OTOMCTBA Iijl Yac
BUrOJIOBYBAHHS MOJIOKOM upyr 3aCTocyBaHH: TOK.CH‘-IHHX IS CaMOK 103 (KOJIM €KCIOo3ulLlist mpubiuzHo y 27
pasiB epeBuUIyBaa CKCI’IOSML{HO y mo,augm, ppn ‘32CTOCYBaHHI MAKCHMAIBHOT PEeKOMEHI0BAHOT ZI03H).
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Honyrerpasip/Jlamisyaun/Tenodosipy ausonpokeiy dhymapar WHOPAR, uactuna 4 JNunens 2019 p.
S0.Mr/300 Mr/300 Mr TabneTEH Poanin 6 onornenuii: kpitens 2020 p.
(Maiinau JlaGoparopis Jlimiten), HA688

BriiiB TpHBaIOTro MOASHHOTO JIIKYBaHHA BUCOKUMH J03aMH JIOJIyTerpapipy OLIHIOBAJIH Y MOCTIKEHHSIX Ha
mypax (0o 26 TixkHiB) Ta Maenax (10 38 TwkHis). [Tpu nosax, ski 3abesneuyroThb y IypiB Ta MaBIl CHCTEMHY
eKCTIO3HILIi10, 1o npubnusHo y 21 pa3 ta 0,82 pasa, BiANOBIAHO, MEPEBHIILYE KCIIO3MLIIO Y JIFOJHHH (32
nokasuukoM AUC) npu 3actocyBanHi 1031 50 mr 2 pasu Ha 100y, OCHOBHUMH NPOSIBAMH OYJIH LITYHKOBO-
KHIIKOBA HeTlepeHOCUMIcTh a60 noapasHeHHs. OCKibKY HLUTYHKOBO-KHIIKOBA HEMEPEHOCUMICTD TIOB’ A3YEThCA
3 MiclleBUMH ed)eKTaMH1 iF040i PEHOBHHH, I 1i€i TOKCHYHOCTI € BiJITIOBiIHAM MOPIBHAHHS Ha OCHOBI Macu
Tiza abo o noeepxHi Tina. lIImyHKOBO-KHIIKOBA HENEPEHOCUMICTh Y MaBI BHHUKAJIA ITPH 1031, o y 15
pasiB BUINA 3a €KBiBAJICHTHY J03Y JIIOJUHH, BHPa)XKEHY B MI/KT (3a OCHOBY OepyTh JIIOAMHY 3 Macoro Tisia 50 kr)
Tay 5 pasiB BHINA 32 EKBIBAIEHTHY 03y JIOIMHH, BUPKEHY B MI/M?, U1 KiiHiyHO1 1034 50 Mr 2 pasu Ha
no0y.

Tenoghosip

V DOKIiHIYHUX JOCHiIKeHHS Ha mypax, cobakax i MaBImax CriocTepiraiy BIUIUB Ha OpraHHu-MillleHi
(UUTYHKOBO-KMIIKOBHH TPAKT, HUPKH, KICTKH) 1 3HMDKEHHS KOHLEHTpaLlii (ocdatis B CHPOBATLL KPOBI.
ToKCHYHHI BIUTHB Ha KiCTKH IPOSBIISABCS Y BUITIAAI OCTEOMAIIALT (MaBMHK) i 3HIWKEHHS MiHEpaJbHOT IITBHOCTI
KiCTKOBOI TKaHWHU (1ypu 1 cobaxu). Pe3ynbTaT JOCHiIKeHs Ha Uiypax i MaBmax npoaeMOHCTPYBallH, [0 MAae
Miclie TOB’ si3aHe 3 IaHOI0 PEYOBHHOIO 3HIKEHHS KHAIIKOBOT abcopOuii pocaty 3 noTeHLiHHMM BTOPHHHUM
3HKEHHSIM MiHepabHOI LIUTBHOCTI KicTKOBOT TKaHWHH. OIHAK HiKHX BUCHOBKIB IIPO MeXaHI3MH, 10 JIEXKAaTh
B OCHOBi TaKOT'O TOKCHUYHOTO BIUIUBY, 3pOOUTH He BAAJIOCS.

JlocmipkeHHS penpoayKTHBHOCTI TIPOBOJIMIIH Ha 1ypax i Kpossx. He crocrepiranu »KoHOro BILUTHBY Ha
napaMeTpH criaproBaHHs abo (epTUIBHOCTI, a TAKOXK Ha OyIb-saKi napameTpu nepebiry BariTHocTi abo Ha cTaH
wiofiB. MakpoCKONIYHUX aHOMaii M’ IKMX TKaHHH 200 KicTOk Moz He crocrepiranocs. Tenodosipy
JIM30TIPOKCHII 3HHIKYBAB 1HIEKC KHUTTE3JATHOCTI 1 Macy Tijla IOTOMCTBA B MEPi/IIOCTHATAIBHUX JOCIIDKEHHIX
TOKCHYHOCTI.

JlocnimkeHHS TeHOTOKCHYHOCTI MPOAEMOHCTPYBAJIH, 110 TEHO(DORIPY TH30NPOKCHI OyB HEraTHBHHM Y
MIKpOsIIEpHOMY TECTI KICTKOBOrO MO3KY MHLIEH in vivo, ane OyB MO3UTUBHUM IPH IHAYKYBaHHI NPIMUX
MyTauiii B Tecti Ha L5178Y -ritunax nimdomu muiueit in vitro B npucyTHocTi abo 3a BiiCyTHOCTI
mMetaboniunol aktuBauii S9. Tenodoipy nuzonpoxcun 6yB nosutuBHuM y Tecti Efimca (uram TA 1535) y
IBOX 13 TPHOX JOCIIKeHb, OJIUH pa3 B MpUCYTHOCTI cymitui S9 (36insmenns B 6,2-6,8 paza) i ongun pas 6e3
cymiuri S9. TeHo¢oripy qu30mpoKcHI TakoK OB c1abo-TIO3UTHEHEM Y TeCTi He3araHoBaHoro cuuresy JTHK
in vivolin vitro y NepBUHHHX renaToIUTaxX LypiB.

TeHOGORIpY TU30MPOKCHIT HE NIPOJEMOHCTPYBAR KaHIIEPOr€HHOrO MOTEHIIIaTy B JOBFOCTPOKOBOMY
JIOCITIDKEHHI KaHLIEPOTeHHOCTI Ha LIfypax i3 nepopajbHUM BBeIeHHAM npenapary. JJocaimkeHHs
KaHIIEPOreHHOCTI Ha MHUIIIAX i3 JOBrOCTPOKOBHM NEPOPAIbHUM BBEJCHHSAM IPenapary MpoaeMOHCTPYBaIo
HHM3BKY YacTOTY BUHUKHEHHS AyOJeHAIbHUX IyXJIUH, 110, HMOBIPHO, OB’ 13aHO 3 BHCOKOIO JIOKAJIBLHOIO
KOHLICHTPALi€I0 TEHO(DOBIPY AM30MNPOKCHITY B ILTYHKOBO-KHIIKOBOMY TPAaKTi IIPH BBEACHHI 103U

600 mr/xr/no6y. Xo4a MexaHi3M yTBOPEHHs MyXJIWH HEBiJIOMHUH, OTpUMaHI pe3yNsTaTH HaBps Yu OymyTs
MaTH 3Ha4eHHS 115 JTOACH.

Jlamigyoun

3acTocyBaHHS JIaMiBYJHHY Y BUCOKHX JI03aX Y JOCIIDKEHHSIX TOKCHYHOCTI Ha TBApUHAX He OyJio NOB’ A3aHe 3
Oy1b-SIKOI0 3HAYHOIO OPraHHOK0 TOKCHYHICTIO.

JlamiByuH He OyB MyTareHHUM Yy OakTepialbHHX TecTax, aje MPoJIeMOHCTPYBAB aKTUBHICTD Y
LUTOr€HETHYHOMY TeCTi in vitro Ta TecTi nimpomu muuei. JlamiByiuH He OyB réHOTOKCHYHHM in Vilro B
[03aX, AKi IPU3BOAATE 10 KOHLEHTpaLii B IU1a3Mi kpoei npubnuzao B 40-50 pazis BulLe 04iKyBaHUX
KJTiHIYHUX PiBHIB y I1a3Mi KpoBi. OCKUIBKH MyTareHHa aKTHBHICTb JIaMiBYIMHY in Vitro He Moxxe OyTH
miATBEpAKeHa in vivo, 6yB 3po0JIeHHH BUCHOBOK, L0 JIaMiBY/IUH HE ITOBUHEH CTAHOBHTH '€HOTOKCHYHOT
HeOe3MeKy I Mali€HTIB, IKi OTPUMYIOTH JIIKYBaHHI.

PesynsraTi TPUBAIKX NOCHTIDKCHb KAHLEPOreHHOCTI Ha Lypax i MHIIAX He MPOJAEeMOHCTPYBAIH JKOJHOTO
KaHLIEPOreHHOTO MOTeHIiay, peneBaHTHoro JU131 JEOZIHH.

A u",A = ..
6. ®APMAIEBTHYHI xﬁAKTEPHCMH
6.1. Tlepeiik JOMOMIZKHHX: pe‘{omm

}fdpo mabnemxu: MaHlT HCHI'OHOB MIKPOKPHCTMH‘:{ d, HanlIO KpOXM&.HbFJIlKOHSIT HOBIHOH JJaKTO34a,
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MOHOTI/IpaT; HATPiI0 KPOCKAapMEI03a; MarHilo cTeapar.
IIniexose noxpumms: CIUPT TONIBIHIIOBHH, THTaHY JIOKCH, MAKPOTOJI/TIONieTHIEHTTIKOMb, TAJBK.

6.2. HecymicHicTb
He 3acToCOBY€EThCS.

6.3. Tepmin npuaaraocti
36 micsa1iB

6.4. Oco0auBi 3an06ikHi 3ax0oau npu 30epiranni
36epiraTi npu Temnepartypi He Bume 30 °C. 36epiraTti B opuriHanbHii ynakosii. Bukunatu yepes 90 aHis
IiCJISI TIEPIIOrO PO3KPHTTAL.

6.5. Twun ta BMicT KOHTeliHEpa
Kpyrmuii cuniii Henposopuii dutaxon 3 ITEBIL, 3akpuTrii CHHBOIO HEMPO30POIO MOJIMPOITIEHOBOI KPUIIKOO
pasom i3 ocyuryeaueM. Koxxuuii giakon mictuts 30, 90 abo 180 Tabnerox.

7. MOCTAYAIBHUK

Mylan Laboratories Limited

Plot No.564/A/22, Road No. 92, Jubilee Hills
Hyderabad — 500096

Telangana

India (Inmis)

Email:Imtiyaz.Basade @mylan.in

8. JOBIIAKOBHU HOMEP BOO3 (ITporpama BOO3 i3 npexsanidixanii)
HAG688

9. JIATA IPOBEJEHHS INPEKBAJII®IKAIIII
I'pynens 2018 poky

10. JATA OEPEIJISAIAY TEKCTY
Jlunens 2019 p.
Pozzin 6 6yB oHoBnenui B kBiTHI 2020 p.

Iocunanus

Updated recommendations on first-line and second-line antiretroviral regimens and post-exposure prophylaxis
and recommendations on early infant diagnosis of HIV. Interim guidance. World Health Organization 2018,
JIOCTYIHE 32 NocHinaHHaM https://www.who.int/hiv/pub/guidelines/ ARV2018update/en/

EU Summary of product characteristics for Tivicay, noctynHa 3a MocHJIaHHIM
https://www.ema.europa.eu/documents/product- information/tivicay-epar-product-information_en.pdf
EU Summary of product characteristics for Epivir, noctynHa 3a nocuiIaHHsIM

https://www.ema.europa.ew/en/documents/product- information/epivir-epar-product-information_en.pdf

EU Summary of product characteristics Viread, focTynHa 3a mocHiaHHIM
https://www.ema.europa.euw/en/documents/product- information/viread-epar-product-information_en.pdf

HonaTkoBi MOCKIaHHA, OB’ A3aHi 3 AeBANMY, po3aiiamu KXJI3, BKIIOYaIOTS:

Pomm 4 5 £ .
rug 1nteract10ns, _H,OCTy!‘IHS 3a nocunaHHam: http://www.hiv-
L b m:\, 41 1 C'_rbpiHKa3033I
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druginteractions.org

Posnin 4.6
Kobbe R, Schalkwijk S, Dunay G, et al. Dolutegravir in breast milk and maternal and infant plasma during
breastfeeding. AIDS. 2016;30 (17):2731-2733.

Po3pgin 5.1

Cahn P, Madero JS, Arribas JR, et al. Dolutegravir plus lamivudine versus dolutegravir plus tenofovir
disoproxil fumarate and emtricitabine in antiretroviral-naive adults with HIV-1 infection (GEMINI-1 and
GEMINI-2): week 48 results from two multicentre, double-blind, randomised, non-inferiority, phase 3 trials.
Lancet. 2019;393(10167):143- 155.

Vi BeO-nocunanss Oynu neperiasHyTi He misHime jurmss 2019 p.

JHeransHa indopmanis npo ganHuit tikapebkuii 3acib posmimena Ha BeG-caiiti BeecBiTHBOT Opranizauii 0XopoHu
3nopos’s (BOO3): https://extranet.who.int/prequal/ .
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K01 KepyeThCA BHCOKMMH CTaHJapTaMH SKOCTI, IO
BIINOBIAAIOTE CTAHZapTaM, pexoMenzosanmm BOO3,
Ta/ab0 3riAHO 3 pe3yIbTaTaMy KIHIYHHX BHIPOOYBaHs.

Dolutegravir/Lamivudine/Tenofovir disoproxil fumarate WHOPAR Part 4 July 2019
50mg/300mg/300mg Tablets Section 6 updated : April 2020
(Mylan Laboratories Limited), HA688

"WHO-PQ RECOMMENDED
SUMMARY OF PRODUCT CHARACTERISTICS

This summary of product characteristics focuses on uses of the medicine covered by WHO'’s
Prequalification Team - Medicines. The recommendations for use are based on WHO guidelines
and on information from stringent regulatory authorities (term to be revised).

The medicine may be authorised for additional or different uses by national medicines regulatory

authorities.
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Dolutégravir/Lamivudine/Tenofovir disoproxil fumarate WHOPAR Part 4 July 2019
50mg/300mg/300mg Tablets Section 6 updated : April 2020
(Mylan Laboratories Limited), HA688

1. NAME OF THE MEDICINAL PRODUCT
[HAG688 trade name]”

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains S50mg dolutegravir (as sodium), 300mg lamivudine and 300mg tenofovir
disoproxil fumarate.

Each film-coated tablet contains about 131.4 mg of mannitol, 136 mg of lactose monohydrate and 1 mg (0.04
mmol) of sodium (that is to say, is essentially ‘sodium-free”).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet

A white to off-white, film-coated, capsule-shaped, biconvex, bevelled edge tablet, debossed with ‘M’ on one
side and ‘LTD’ on the other side of the tablet.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

[HA688 trade name] is indicated for the treatment of human immunodeficiency virus (HIV) infection in
adults and adolescents weighing at least 30 kg.

Consideration should be given to official treatment guidelines for HIV-1 infection, e.g. by WHO.

For use of antiretroviral agents for post-exposure prophylaxis, the most recent official guidelines, e.g. those
by WHO should be consulted.

4.2 Posology and method of administration
[HA688 trade name] should be prescribed by a health care provider experienced in the management of HIV

infection.
Posology
Adults

The dose of [HAG88 trade name] is one tablet once daily.

Dose adjustments

Where discontinuation of therapy with one of the components of [HAG88 trade name] is indicated or where
dose modification is necessary, separate preparations of dolutegravir, lamivudine and tenofovir disoproxil

should be used. Please refer to the individual product information for these medicinal prodi

* Trade names are not prequalified by WHO. This is the national medicines regulatory autofity’
responsibility. TE%
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Dolutegravir/Lamivudine/Tenofovir disoproxil fumarate WHOPAR Part 4 July 2019
50mg/300mg/300mg Tablets Section 6 updated : April 2020
(Mylan Laboratories Limited), HA688

When the patient’s HIV-1 infection is known or suspected to be resistant to integrase inhibitors, additional
doses of dolutegravir are necessary. Please refer to the product information of dolutegravir for further
information.

Adolescents weighing at least 30 kg

The dose in adolescents weighing at least 30 kg with HIV-1 infection not resistant to integrase inhibitors is
one tablet of [HAG688 trade name] once daily. There is insufficient information on the use of dolutegravir in
adolescents with HIV-1 infection resistant to integrase inhibitors.

Children

[HA688 trade name] should not be used in children wei ghing less than 30 kg since appropriate dose
adjustments cannot be achieved with this product. Separate formulations containing lower amounts of
dolutegravir, tenofovir disoproxil or lamivudine are required.

Elderly
[HAG688 trade name] should be administered with caution to elderly patients (see section 4.4).

Renal impairment

Mild renal impairment (creatinine clearance 50-80 mL/minute):
No dose adjustment is required in patients with mild renal impairment.

Moderate or severe renal impairment (creatinine clearance >50 mL/minute):

[HA688 trade name] is not recommended for use in patients with creatinine clearance < 50 ml/minute (see
sections 4.4. and 5.2), as appropriate dose adjustments are not possible. For these patients, separate
formulations of dolutegravir, lamivudine and tenofovir disoproxil should be used.

Hepatic impairment

No dose adjustment is needed for patients with mild or moderate hepatic impairment (Child-Pugh grade A or
B). No data are available for dolutegravir in patients with severe hepatic impairment (Child-Pugh grade C);
therefore, [HAG88 trade name] should be used with caution in these patients.

Discontinuation of therapy

If [HA68S trade name] is discontinued in patients co-infected with HIV and hepatitis B virus (HBV), these
patients should be closely monitored for evidence of exacerbation of hepatitis (see section 4.4).

Missed dose

If the patient misses a dose of [HA688 trade name], the patient should take it as soon as possible, provided
the next dose is not due within 12 hours. If the next dose is due within 12 hours, the patient should not take
the missed dose and take the next dose at the usual time.

Method of administration

Oral use.
It is recommended that [HA68S trade name] be swallowed whole with water.

[HAG88 trade name] can usually be taken with food or between meals.

If the HIV-1 is resistant to integrase inhibitors, [HA6S8 trade name] should preferably be taken with food to
increase absorption (particularly in patients with Q148 mutations).

Page 3 of 31




Dolutegravir/Lamivudine/ [ enofovir disoproxil fumarate WHOPAR Part 4 Tuly 2019
50mg/300mg/300mg Tablets Section 6 updated : April 2020
(Mylan Laboratories Limited), HA688

4.3 Contraindications

Hypersensitivity to active substances or to any of the excipients listed in section 6.1.
e Co-administration with dofetilide.

4.4 Special warnings and precautions for use
General

HBYV antibody testing should be offered to all individuals before initiating lamivudine and tenofovir
disoproxil-containing therapies (see below Patients with HIV and hepatitis B (HBV) or C virus (HCV) co-
infections).

Transmission of HIV

Effective antiviral therapy can substantially reduce the risk of sexual transmission. However, the risk may
not be eliminated entirely. Therefore, to prevent transmission, it is essential to take precautions according to
national and other authoritative guidelines.

HIV-1 resistant to integrase inhibitors

The decision to use dolutegravir in the presence of HIV-1 resistance to integrase inhibitors should take into
account that it is considerably less active against viral strains with Q148 with two or more secondary
mutations from G140A/C/S, E138A/K/T, L741. Dolutegravir’s contribution to efficacy is uncertain when it is
used to treat HIV-1 with this type of resistance to integrase inhibitors.

Hypersensitivity reactions

Hypersensitivity reactions reported with dolutegravir are characterised by rash, constitutional findings, and
sometimes, organ dysfunction, including severe liver reactions. Dolutegravir and other suspect substances
should be discontinued immediately if hypersensitivity reactions develop (including severe rash or rash
accompanied by raised liver enzymes, fever, general malaise, fatigue, muscle or joint aches, blisters, oral
lesions, conjunctivitis, facial oedema, eosinophilia, and angioedema). Clinical status including liver
aminotransferases and bilirubin should be monitored. Delay in stopping treatment with dolutegravir or other
suspect substances after the onset of hypersensitivity may result in a life-threatening allergic reaction.

Immune reactivation svndrome

In HIV-infected patients with severe immune deficiency, when starting combination antiretroviral therapy
(CART), an inflammatory reaction to asymptomatic or residual opportunistic pathogens may arise and cause
serious clinical conditions or aggravate symptoms. Typically, such reactions occur within the first few weeks
or months of CART. Examples of such conditions are cytomegalovirus retinitis, generalised or focal
mycobacterial infections, and Preumocystis jirovecii pneumonia. Any inflammatory symptoms should be
evaluated and treated when necessary.

Autoimmune disorders (such as Graves’ disease and autoimmune hepatitis) have also been reported in the
setting of immune reconstitution, but the reported time to onset is more variable and these events can occur
many months after starting treatment.

Raised liver enzymes, consistent with immune reconstitution syndrome, occurred in some patients who also
had hepatitis B or C infection at the start of dolutegravir therapy. Monitoring of liver function is
recommended in patients with hepatitis B or C infection. Particular care should be taken in initiating or
maintaining effective hepatitis B therapy (referring to treatment guidelines) when starting dolutegravir-based
therapy in patients with hepatitis B.

Pancreatitis

Treatment with [HA688 trade name] should be stopped immediately if clinical 51gns
abnormalities suggestive of pancreatitis occur (see section 4.8). 5

PUPANUAS Yirey
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Dolutegravir/Lamivudine/Tenofovir disoproxil fumarate WHOPAR Part 4 July 2019
50mg/300mg/300mg Tablets Section 6 updated : April 2020
(Mylan Laboratories Limited), HA688

Renal function

Lamivudine and tenofovir disoproxil are primarily excreted by the kidneys, through a combination of
glomerular filtration and active tubular secretion. [HA688 trade name] is not recommended for patients with
moderate or severe renal impairment (creatinine clearance < 50 ml/min). Patients with moderate or severe
renal impairment require a dose adjustment of lamivudine and tenofovir disoproxil that cannot be achieved
with the combination tablet (see sections 4.2 and 5.2). Renal failure, renal impairment, elevated creatinine,
hypophosphataemia and proximal tubulopathy (including Fanconi syndrome) have been reported with the
use of tenofovir disoproxil in clinical practice (see section 4.8).

It is recommended that creatinine clearance /estimated glomerular function is calculated in all patients prior
to initiating therapy and as clinically appropriate during therapy with [HA688 trade name]. If the creatinine
test is routinely available, the estimated glomerular filtration rate at baseline should be used before initiating
tenofovir disoproxil containing regimens. If the creatinine test is not routinely available urine dipsticks may
be used to detect glycosuria or severe tenofovir disoproxil nephrotoxicity in individuals without risk factors.
Creatinine testing is particularly advisable for high-risk patients (those who are older or have underlying
renal disease, long-term diabetes or uncontrolled hypertension concomitant with boosted Pls or nephrotoxic
drugs) to detect and limit further progression of renal impairment. Benefit and risks should be carefully
weighed. If available, also serum phosphate should be measured in these paticnts. If serum phosphate is <
1.5 mg/dl (0.48 mmol/l) or creatinine clearance is decreased to < 50 ml/min in any patient receiving this
medicine renal function must be re-evaluated within one week, including measurements of blood glucose,
blood potassium and urine glucose concentrations (see section 4.8, proximal tubulopathy). Since [HA688
trade name] is a combination product and the dosing interval of the individual components cannot be altered,
treatment with this medicine must be interrupted in patients with confirmed creatinine clearance < 50 ml/min
or decreases in serum phosphate to < 1.0 mg/dl (0.32 mmol/l).

Interrupting treatment should also be considered in case of progressive decline of renal function when no
other cause has been identified. Where discontinuation of therapy with one of the components is indicated or
where dose modification is necessary, separate preparations of dolutegravir, lamivudine and tenofovir
disoproxil are available.

This medicine should be avoided with concurrent or recent use of a nephrotoxic medicinal product (e.g.
high-dose or multiple non-steroidal anti-inflammatory drugs, aminoglycosides, amphotericin B, foscarnet,
ganciclovir, pentamidine, vancomycin, cidofovir, interleukin-2). If concomitant use of [HA688 trade name]
and nephrotoxic agents is unavoidable, renal function must be monitored weekly (see section 4.5).

Tenofovir disoproxil has not been clinically evaluated in patients receiving medicinal products which are
secreted by the same renal pathway, including the transport proteins human organic anion transporter
(hOAT) 1 and 3 or MRP 4 (e.g. cidofovir, a known nephrotoxic medicinal product). These renal transport
proteins may be responsible for tubular secretion and in part, renal elimination of tenofovir and cidofovir.
Consequently, the pharmacokinetics of these medicinal products, which are secreted by the same renal
pathway including transport proteins hOAT 1 and 3 or MRP 4, might be modified if they are co-
administered. Unless clearly necessary, concomitant use of these medicinal products which are secreted by
the same renal pathway is not recommended, but if such use is unavoidable, renal function should be
monitored weekly (see section 4.5).

Elderly patients
Elderly patients are more likely to have decreased renal function; therefore caution should be exercised when
treating elderly patients with tenofovir disoproxil.

Bone effects

In a controlled clinical study in adults comparing tenofovir disoproxil and stavudine (each in com
with lamivudine and efavirenz), bone mineral density of the spine decreased and bone bi% Atk

ination

from baseline in both treatment groups, but the changes were significantly greater in t

group at 144 weeks. Decreases in bone mineral density of the hip were significantly gt '“
B
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until 96 weeks. However, over 144 weeks, the risk of fractures was not increased and there was no evidence
of clinically relevant bone abnormalities.

In HIV-1 infected adolescents 12 years of age and older, the mean rate of bone gain was less in the tenofovir
disoproxil -treated group compared to the placebo group. Skeletal growth (height) appeared to be unaffected.
Markers of bone turnover in tenofovir disoproxil-treated adolescents suggest increased bone turnover,
consistent with the effects observed in adults. Due to the possible effects of tenofovir on bone metabolism,
[HAG68S trade name] should only be used in adolescents under the age of 18 if the benefits are considered to
exceed the risk (see also section 4.8).

Bone abnormalities (infrequently contributing to fractures) may be associated with proximal renal
tubulopathy (see section 4.8). If bone abnormalities are suspected, then appropriate consultation should be
obtained.

Osteonecrosis

Osteonecrosis has been reported particularly in patients with advanced HIV disease or following long-term
combination antiretroviral therapy. Their aetiology can be multifactorial and include corticosteroid use,
excessive alcohol consumption, severe immunosuppression, and being overweight. Patients should be
advised to speak to their health care provider if they have joint aches and pain, joint stiffness or difficulty in
movement.

Liver function

The safety and efficacy of [HA688 trade name] has not been established in patients with significant
underlying liver disorders. Patients with pre-existing liver dysfunction, including chronic active hepatitis
have an increased frequency of liver function abnormalities during combination antiretroviral therapy, and
should be monitored according to standard practice. If there is evidence of worsening liver disease in such
patients, interruption or discontinuation of treatment must be considered.

Patients with HIV and hepatitis B (HBV) or C virus (HCV) co-infections

Health care providers should refer to current relevant treatment guidelines for the optimal management of
HIV infection in patients co-infected with HBV or HCV.

Patients with chronic hepatitis B or C and treated with combination antiretroviral therapy are at an increased
risk of severe and potentially fatal hepatic adverse reactions. In case of concomitant antiviral therapy for
hepatitis B or C, please refer also to the relevant product information for these medicinal products.

Lamivudine and tenofovir disoproxil are also active against HBV. Therefore, discontinuation of [HA688
trade name] in patients co-infected with HIV and HBV may be associated with severe acute exacerbations of
hepatitis. Patients co-infected with HIV and HBV who discontinue [HA688 trade name] should be closely
monitored with both clinical and laboratory follow-up for at least six months after stopping treatment. If
appropriate, resumption of hepatitis B therapy may be warranted. In patients with advanced liver disease or
cirrhosis, treatment discontinuation is not recommended since post-treatment exacerbation of hepatitis may
lead to hepatic decompensation.

Antivirals against HCV

Co-administration of tenofovir disoproxil with ledipasvir/sofosbuvir, sofosbuvir/velpatasvir or
sofosbuvir/velpatasvir/voxilaprevir has been shown to increase plasma concentrations of tenofovir,

especially when used together with an HIV regimen containing tenofovir disoproxil and a pharmacokinetic
enhancer (e g. ntonawr) Pauen{s recemn:z led;paswrﬁsofosbuwr sofosbuwn’vclpatasvn;qgrr}mg

."3{&( \

reactions related to tenofovir diSO proxil.

Co-administration of other medicinal products
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As a fixed combination, [HA688 trade name] should not be administered concomitantly with other medicinal
products containing any of the same active components, dolutegravir, lamivudine or tenofovir disoproxil.

Due to similarities with lamivudine, [HA688 trade name] should not be administered concomitantly with
other cytidine analogues, such as emtricitabine. [HA688 trade name] should not be administered
concomitantly with medicinal products containing adefovir dipivoxil or tenofovir alafenamide.

Co-administration of tenofovir disoproxil and didanosine is not recommended since exposure to didanosine
is significantly increased following co-administration with tenofovir disoproxil (see section 4.5). Rare cases
of pancreatitis and lactic acidosis, sometimes fatal, have been reported.

The combination of lamivudine with cladribine is not recommended (see section 4.5).

No data are available on the safety and efficacy of combined dolutegravir, lamivudine and tenofovir
disoproxil in combination with other antiretroviral agents.

Opportunistic infections

Patients receiving [HA688 trade name] or any other antiretroviral therapy may continue to develop
opportunistic infections and other complications of HIV infection. Therefore, patients should remain under
close clinical observation by health care providers experienced in the treatment of HIV infection.

Weight and metabolic paramelers

An increase in weight and in levels of blood lipids and glucose may occur during antiretroviral therapy. Such
changes may in part be linked to disease control and lifestyle. For lipids, there is in some cases evidence for
a treatment effect, while for weight gain there is no strong evidence relating this to any particular treatment.
Established HIV treatment guidelines should be consulted on monitoring blood lipids and glucose. Lipid
disorders should be managed as clinically appropriate.

Mitochondrial dysfunction

Nucleoside and nucleotide analogues can cause a variable degree of mitochondrial damage. There have been
reports of mitochondrial dysfunction in HIV-negative infants exposed in ufero or postnatally to nucleoside
analogues; these have predominantly concerned treatment with regimens containing
zidovudine. The main adverse events are haematological (anaemia, neutropenia) and metabolic
(hyperlactataemia, hyperlipasaemia). These events are often transitory. Some late-onset neurological
disorders have been reported rarely (hypertonia, convulsion, abnormal behaviour). Whether the neurological
disorders are transient or permanent is currently unknown. Any child exposed in urereo to nucleoside and
nucleotide analogues, even HIV-negative children, should have clinical and laboratory follow-up and should
be fully investigated for possible mitochondrial dysfunction in case of relevant signs or symptoms. These
findings do not affect national recommendations on antiretroviral therapy in pregnant women to prevent
vertical transmission of HIV.

Excipients

This medicine contains less than 1 mmol sodium (1 mg) per tablet, that is to say, is essentially ‘sodium-free’.
It is important to consider the contribution of ingredients from all the medicines that the patient is taking.

4.5 Interaction with other medicinal products and other forms of interaction

No drug interaction studies have been performed using [HA688 trade name]. As this medicine contains
dolutegravir, lamivudine and tenofovir disoproxil, any interactions that have been identified with these
agents individually may occur with this combination tablet. Interaction studies witl E?”agqnts?‘ff&gg only
been performed in adults. TREROSS

¥

Interactions relevant to dolutegravir
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Factors that lower plasma concentration of dolutegravir should be avoided in the presence of HIV-1 resistant
to integrase inhibitors. This includes concomitant use of med icines that reduce blood concentration of
dolutegravir (e.g. magnesium- or aluminium-containing antacid, iron and calcium supplements,
multivitamins and inducing agents, etravirine (without boosted protease inhi bitors), tipranavir/ritonavir,
rifampicin, St. John’s wort and certain antiepileptic medicines) (see table, below).

Dolutegravir is eliminated mainly throu gh metabolism by UGT1A1. Dolutegravir is also a substrate of
UGTI1A3, UGT1A9, CYP3A4, P-gp, and BCRP; therefore, medicines that induce these enzymes may
decrease dolutegravir plasma concentration and reduce its therapeutic effect (see table, below). Co-
administration of dolutegravir and other medicinal products that inhibit these enzymes may increase
dolutegravir plasma concentration (see table below).

In vivo, dolutegravir did not have an effect on midazolam, a CYP3A4 probe. Based on i vivo and in vitro
data, dolutegravir is not expected to affect the pharmacokinetics of medicines that are substrates of major
enzymes or transporters such as CYP3A4, CYP2C9 and P-gp (see section 5.2).

Established and theoretical interactions with selected antiretrovirals and non-antiretroviral medicinal
products are listed in the following table: the pharmacokinetic data reflect studies in adults.

Interactions relevant to lamivudine

The likelihood of metabolic interactions is low due to limited metabolism and plasma protein binding and
almost complete renal clearance.

Administration of trimethopriny/sulfamethoxazole 160 mg/800 mg results in a 40 % increase in lamivudine
exposure, because of the trimethoprim component; the sulfamethoxazole component did not interact.
However, unless the patient has renal impairment, no dosage adjustment of lamivudine is necessary (see
section 4.2). Lamivudine has no effect on the pharmacokinetics of trimethoprim or sulfamethoxazole. When
concomitant administration is warranted, patients should be monitored clinically. Co-administration of
lamivudine with high doses of co-trimoxazole for the treatment of Preumocystis jirovecii pneumonia (PCP)
and toxoplasmosis should be avoided.

The possibility of interactions with other medicinal products administered concurrently should be
considered, particularly when the main route of elimination is active renal secretion via the organic cationic
transport system e.g. trimethoprim. Other medicinal products (e.g. ranitidine, cimetidine) are eliminated only
in part by this mechanism and were shown not to interact with lamivudine. The nucleoside analogues (e.g.
didanosine) like zidovudine, are not eliminated by this mechanism and are unlikely to interact with
lamivudine.

A modest increase in Cmax (28 %) was observed for zidovudine when administered with lamivudine,
however overall exposure (AUC) is not significantly altered. Zidovudine has no effect on the
pharmacokinetics of lamivudine (see section 5.2).

Due to similarities, [HAG88 trade name] should not be administered concomitantly with other cytidine
analogues, such as emtricitabine. Moreover, [HAG8S trade name] should not be taken with any other
medicinal products containing lamivudine.

In vitro lamivudine inhibits the intracellular phosphorylation of cladribine leading to a potential risk of
cladribine loss of efficacy in case of combination in the clinical setting. Some clinical findings also support a
possible interaction between lamivudine and cladribine. Therefore, the concomitant use of lamivudine with
cladribine is not recommended (see section 4.4).

A T
Lamivudine metabolism does not involve CYP3A, making interactions with medicinal I duct 5 ¢ ;ﬁ&\[}scd
by this system (e.g. PIs) unlikely. : . T
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Coadministration of sorbitol solution (3.2 g, 10.2 g, 13.4 g) with a single 300 mg dose of lamivudine oral
solution resulted in dose-dependent decreases of 14° 0, 32%, and 36% in lamivudine exposure (AUCw) and
28%, 52%, and 55% in the Cmax of lamivudine in adults. When possible, avoid chronic coadministration of
[HAG688 trade name] with medicinal products containin g sorbitol or other osmotic acting polyalcohols or
monosaccharide alcohols (e.g. xylitol, mannitol, lactitol, maltitol). Consider more frequent monitoring of
HIV-1 viral load when chronic coadministration cannot be avoided.,

Interactions relevant to tenofovir

Since tenofovir is primarily eliminated by the kidneys, co-administration of tenofovir disoproxil with
medicines that reduce renal function or compete for active tubular secretion via transport proteins hOAT 1,
hOAT 3 or MRP 4 (e.g. cidofovir) may increase serum concentrations of tenofovir, or the co-administered
medicines, or both.

Use of tenofovir disoproxil should be avoided with concurrent use of a nephrotoxic medicinal product.
Examples include, but are not limited to high-dose or multiple non-steroidal anti-inflammatory drugs,
aminoglycosides, amphotericin B, foscarnet, ganciclovir, pentamidine, vancomycin, cidofovir and
interleukin-2 (see section 4.4).

Given that tacrolimus can affect renal function, close monitoring is recommended when it is co-administered
with tenofovir disoproxil.

Based on the results of in vitro experiments and the known elimination pathway of tenofovir, the potential
for CYP450 mediated interactions involving tenofovir with other medicinal products is low.

[HA688 trade name] should not be administered with any other medicines containing:
- tenofovir disoproxil

- tenofovir alafenamide

- adefovir dipivoxil

- didanosine

Interaction table

Interactions between [HA688 trade name] and co-administered medicinal products are listed in the following
table (increase is indicated as 1, decrease as 1, no change as «, area under the concentration versus time
curve as AUC, maximum observed concentration as Cmax, concentration at end of dosing interval as G,

Medicines by Interaction < & .

: : Recommendations on co-administration
therapeutic area Changes shown as geometric mean
ANTI-INFECTIVES
Antiretrovirals
Non-nucleoside reverse transcriptase inhibitors (NNR Tis)
Etravirine without Dolutegravir | Etravirine decreased plasma dolutegravir
boosted protease AUC | 71%; Cinax | 52%; C, | 88% | concentration. The recommended adult dose of
inhibitors/ Etravicine < dolutegravir is 50 mg twice daily when co-

‘J - - - . . -

i : ; d 7 3

Dolutegravir (induction of UGT1A1 and CYP3A administered with etravirine without boosted

protease inhibitors. In paediatric patients the
enzymes) weight-based once-daily dose should be given twice
daily. When used with etravirine for infection
resistant to integrase inhibitors, dolutegravir should
be co-administered with atazanavir/ itonavir, or
darunavir/ritonavir, or lopingvi 191
below in table).
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hledicinzs by Interaction Recommendations on co-administration
therapeutic area Changes shown as geometric mean
Lopinavir/ritonavir + Dolutegravir « No dose adjustment is necessary.
etravirine/dolutegravir AUC 1 11%; Cuax T 7%; C: 1 28%

LPV «

RTV <
Lopinavir/ritonavir + No significant effect on
tenofovir disoproxil lopinavir/ritonavir PK parameters.

Tenofovir:

AUC: 132%

Cmax: <>

Cmin: T51%

Darunavir/ritonavir + Dolutegravir | No dose adjustment is necessary.
etravirine/dolutegravir AUC | 25%; Cunax | 12%: Cc | 36%

DRV «

RTV «
Efavirenz/dolutegravir Dolutegravir | The recommended adult dose of dolutegravir is

AUC | 57%; Cuax | 39%:; C. | 75% | 50 mg twice daily when given with efavirenz. In
paediatric patients the weight-based once-daily dose
should be given twice daily.

For infection resistant to integrase inhibitors,

Efavirenz « (historical controls)
(induction of UGT1AI and CYP3A

SuZymes) alternative combinations that do not include
efavirenz should be considered.
Nevirapine/dolutegravir | Dolutegravir | The recommended adult dose of dolutegravir is
(Not studied, a similar reduction in 50 mg twice daily when given with nevirapine. In
exposure as observed with efavirenz is paediatric paljents the weight-based once—daily dose
expected, due to induction) should be given twice daily.
For infection resistant to integrase inhibitors,
alternative combinations that do not include
nevirapine should be considered.
Rilpivirine/dolutegravir | Dolutegravir «» No dose adjustment is necessary.

AUC 1 12%; Cuax 1 13%; C: 1 22%

Rilpivirine «

Nucleoside reverse franscriptase inhibitors (NRTI)

Emtricitabine / [HA688 trade name] should not be coadministered,
lamivudine due to the similarity between emtricitabine and
lamivudine, and consequently expected additive
toxicity and no benefit in efficacy.
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Medicines by
therapeutic area

Interaction
Changes shown as geometric mean

Recommendations on co-administration

Didanosine / tenofovir
disoproxil

Didanosine AUC T 40-60%

The risk of didanosine-related adverse effects (e.g.,
pancreatitis, lactic acidosis) appears to be increased,
and CD4-cells may decrease significantly on co-
administration. Also didanosine at 250 mg co-
administered with tenofovir disoproxil within
several different antiretroviral combination
regimens has been associated with a high rate of
virological failure. Co-administration of [HA688
trade name] and didanosine is not recommended
(see section 4.4).

Adefovir dipivoxil/ AUC: « Tenofovir disoproxil should not be administered
tenofovir disoproxil concurrently with adefovir dipivoxil (see section
Cmax: i
4.4).
Entecavir/ tenofovir AUC: No clinically significant pharmacokinetic
disoproxil _ interactions when tenofovir disoproxil was co-
Cruax: administered with entecavir.
Protease inhibitors (Pls)
Atazanavir/dolutegravir | Dojutegravir The dose of dolutegravir should not exceed 50 mg

Atazanavir/tenofovir
disoproxil

AUC 1 91%; Cuuax T 50%; C: T
180%
Atazanavir < (historical controls)
(inhibition of UGT1AIl and CYP3A
enzymes)

Atazanavir: AUC: | 25%; Cuax: |
21% ; Cin: | 40%

Tenofovir: AUC: 1 24%; Cunx: T 14%;
Cuun: T22%

twice daily in combination with atazanavir because
data are not available.

If atazanavir and [HA688 trade name] are co-
administered, the dose of atazanavir should be
300 mg once daily together with ritonavir 100 mg
once daily (“ritonavir-boosting”, see below)

Atazanavirtritonavir/
Dolutegravir

Atazanavir+ritonavir/
Tenofovir disoproxil

Dolutegravir T
AUC 1 62%; Conx T 34%; C: 1
121%
Atazanavir <
Ritonavir «
(inhibition of UGT1A1 and CYP3A
enzymes

Tenofovir:

AUC: 1 37%; Cuax: T 34%; Cuuin: 1
29%

Atazanavir: AUC: | 25%; Cuax: |
28%; Cuin: | 26%

No dose adjustment is necessary.

The dose of dolutegravir should not exceed 50 mg
twice daily in combination with atazanavir because
data are not available.

The increased exposure of tenofovir could
potentiate tenofovir-associated adverse events,
including renal disorders. Renal function should be
closely monitored
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Medicines by Interaction

therapeutic area

Changes shown as geometric mean

Recommendations on co-administration

Tipranavir + ritonavir/
dolutegravir

Dolutegravir |

enzymes)

AUC | 59%; Cuax | 47%; C; | 76%
(induction of UGT1A1 and CYP3A

The recommended adult dose of dolutegravir is

50 mg twice daily when given with
tipranavir/ritonavir. In paediatric patients the
weight-based once daily dose should be given twice
daily.

For infection resistant to integrase inhibitors,
alternative combinations that do not include
nevirapine should be considered.

Fosamprenavir + Dolutegravir |

ritonavir/dolutegravir

enzymes)

AUC | 35%; Canx | 24%; Ct | 49%
(induction of UGT1Al and CYP3A

No dose adjustment is necessary in the absence of
integrase class resistance.

For infection resistant to integrase inhibitors,
alternative combinations that do not include
fosamprenavir/ritonavir should be considered.

Darunavir-+tritonavir/
Dolutegravir

Dolutegravir |

C?Ahours l 38%
enzymes)

Darunavir:

avirtritonavi . .
Darpintritonaviy No significant effect on

Tenofovir disoproxil

AUC | 22%; Canx | 11%;

(induction of UGT1AL and CYP3A

darunavir/ritonavir PK parameters.
Tenofovir: AUC: T 22%; Cuun: T 37%

No dose adjustment is necessary.

The increased exposure of tenofovir could
potentiate tenofovir-associated adverse events,
including renal disorders. Renal function should be
closely monitored.

Lopinavir+ritonavir/ Dolutegravir <

Dolutegravir AUC | 4%; Chux < 0% Cotnows |
6%

Lopinavir+ritonavir/ Lopinavir/ritonavir:

oo . No significant effect on
Tenofovir disoproxil

Tenofovir:

lopinavir/ritonavir PK parameters.

AUC: 1 32%; Cuax: < Canin: 1 51%

No dose adjustment is necessary.

The increased exposure of tenofovir could
potentiate tenofovir-associated adverse events,
including renal disorders. Renal function should be
closely monitored.

Antivirals against hepatitis C

Daclatasvir/ Dolutegravir «»
dolutegravir

Tenofovir «

Daclatasvir <

«» Daclatasvir

AUC: 1.10 (1.01, 1.21)
Crnax: 1.06 (0.98, 1.15)

Cmin: 1.15 (1.02, 1.30)

Daclatasvir/tenofovir
disoproxil

« Tenofovir

AUC: 1.10(1.05, 1.15)
Conx: 0.95 (0.89, 1.02)
Cunin: 1.17 (110, 1.24)

AUC 1 33%: Caax T 29%; Ct 1 45%

AUC 1 10%, Cunax 15%, Cuin 117%

No dose adjustment is necessary.
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Medicines by Interaction

. ; Recommendations on co-administration
therapeutic area Changes shown as geometric mean

Sofosbuvir/tenofovir Tenofovir No dose adjustment of sofosbuvir or [HAG8S trade
disoproxil 1 Conax 1.25 (1.08, 1.45) name] is required when sofosbuvir and [HAG8S
< AUC 0.98 (0.91, 1.05) trade name] are used concomitantly.

o Cuin 0.99 (091, 1.07)

Sofosbuvir

1 Ciuax 0.81 (0.60, 1.10)
— AUC 0.94 (0.76, 1.16)
Cain (NA)

GS-331007 (predominant inactive
metabolite of sofosbuvir)

] Ciax 0.77 (0.70, 0.84)
+— AUC 0.84 (0.76, 0.92)
Chin (NA)

Ledipasvir/Sofosbuvir Sofosbuvir: Monitor for tenofovir-associated adverse reactions
+Dolutegravir + AUC: & in patients receiving ledipasvir/sofosbuvir
concomitantly with [HAGES trade name]. Renal

Tenofovir Cx: < . y ;
. . function should be closely monitored (see section
disoproxil 4.4)

(+Emtricitabine) GS-3310072
AUC: &
me: o

Cmiu: b

Ledipasvir:
AUC: &
Crmx: >

Chin: &

Dolutegravir
AUC: &
Crox: &

Cin: <

Emtricitabine:
AUC: &
Chnx: &

Chnin: &

Tenofovir:

AUC: 1 65%
Chax: T61%
C,_n_'mi T 115%

Page 13 of 31




Dolutegravir/Lamivudine/Tenofovir disoproxil fumarate WHOPAR Part 4 July 2019
50mg/300mg/300mg Tablets Section 6 updated : April 2020
(Mylan Laboratories Limited), HA688

Medlcmes_ by Interacton 4 Recommendations on co-administration
therapeutic area Changes shown as geometric mean
Sofosbuvir/Velpatasvir | Sofosbuvir: Sofosbuvir/velpatasvir has been shown to increase
+ Tenofovir disoproxil ‘%UC: - tenofovir exposure (P-gp-inhibition). The increase
Cmax: < in tenofovir exposure (AUC and Cmax) was around
40-80% during cotreatment with
GS-3310072: sofosbuvir/velpatasvir and tenofovir disoproxil as
AUC: & part of various HIV regimens.
Cmax: <

The safety of tenofovir disoproxil when used with
sofosbuvir/velpatasvir and a pharmacokinetic
. enhancer (e.g. ritonavir or cobicistat) has not been
X{B}Eﬂ“]}sﬁy established.

S (]
Cmax: T 55%
Cmin: T301%

Cmin: T 42%

Patients receiving tenofovir disoproxil and
sofosbuvir/velpatasvir concomitantly should be
monitored for adverse reactions associated with

: tenofovir disoproxil (see section 4.4).
Tenofovir: P ( )

AUC: &
Cmax: T 55%
Cmin: T 39%

Sofosbuvir/Velpatasvit/ | Sofosbuvir: Sefosbuvir/velpatasvir/voxilaprevir has been shown
Voxilaprevir + AT % to increase tenofovir exposure (P-gp mhibition).
Tenofovir disoproxil o | 30% The increase in tenofovir exposure (AUC and _
(+ Emtricitabine + Aoy Cmax) was around 40% during co-treatment with
C.ore NFA 2 5 . i .
Darunavir/ritonavir) in: Sf)fosbw.fwrlvelp:%tastwr)_’voxllap_revu and da;tmavu +
ritonavir + tenofovir disoproxil femtricitabine.
GS-3310072: The safety of tenofovir disoproxil when used with
AUC: & sofosbuvir/velpatasvir /voxilaprevir and a
Conaxi pharmacokinetic enhancer (e.g. ritonavir or
Couin: N/A cobicistat) has not been established.

Patients receiving tenofovir disoproxil and
sofosbuvir/velpatasvir/voxilaprevir concomitantly

Velpfi‘as"lff should be monitored for adverse reactions
AUC: & associated with tenofovir disoproxil (see section
Crax: < 4.4).

Cmin: =

Voxilaprevir:
AUC: 1 143%
Cunx:T 72%
Crin: T300%

Tenofovir:
AUC: 139%
Cuax: T 48%
Cin: T47%

Antibiotics

Page 14 of 31




Dolutegravir/Lamivudine/Tenofovir disoproxil fumarate

50mg/300mg/300mg Tablets
(Mylan Laboratories Limited), HA688

WHOPAR Part 4

July 2019
Section 6 updated : April 2020

Medicines by
therapeutic area

Interaction
Changes shown as geometric mean

Recommendations on co-administration

Rifampicin/dolutegravir

Dolutegravir |

AUC | 54%; Cinax | 43%; C: [72%
(induction of UGT1A1 and CYP3A
enzymes)

The recommended adult dose of dolutegravir is

50 mg twice daily when given with rifampicin. In
paediatric patients the weight-based once daily dose
should be given twice daily.

For infection resistant to integrase inhibitors, co-
administration of dolutegravir and rifampicin
should be avoided.

Rifabutin/dolutegravir

Dolutegravir <>

AUC | 5%; Cinax T 16%; C: | 30%
(induction of UGT1A1 and CYP3A
enzymes)

No dose adjustment is necessary.

Antifungals

Fluconazole Based on theoretical considerations, no interaction
Ifraconazole with dolutegravir, tenofovir disoproxil or
Ketoconazole lamivudine is expected.

Posaconazole

Voriconazole

Antiepileptics

Carbamazepine/ Dolutegravir | The recommended adult dose of dolutegravir is

Dolutegravir

AUC | 49%; Cuax | 33%; C: | 73%

50 mg twice daily when given with carbamazepine.
In paediatric patients the weight-based once-daily
dose should be given twice daily.

Alternatives to carbamazepine should be used in
patients with infection resistant to integrase
inhibitors.

Oxcarbazepine/ Dolutegravir | The recommended adult dose of dolutegravir is

dolutegravir (Not studied, decrease expected due to 50 mg twice daily when given with these enzyme
induction of UGT1A1 and CYP3A inducers. In paediatric patients the weight-based

Phenytoin/dolutegravir | SP#YMes @ reduction in exposure once-daily dose should be given twice daily.
similar to carbamazepine is expected) | Alternatives to these medicines that are not enzyme

. inducers should be used in patients with infection

Phenobarbital/ resistant to integrase inhibitors.

Dolutegravir

Antiarrhythmies

Dofetilide/dolutegravir Dofetilide 1 Dolutegravir and dofetilide co-administration is

(Not studied, potential increase via
inhibition of OCT?2 transporter)

contraindicated due to potential life-threatening
toxicity caused by high dofetilide concentration.

Antacids and supplemen

ts

Magnesium- or
aluminium-containing
antacid/dolutegravir

Dolutegravir |
AUC | 74%,; Cuax | 72%
(Complex binding to polyvalent ions)

Magnesium- or aluminium-containing antacid
should be taken well separated in time from
dolutegravir (minimum 2 hours after or 6 hours
before).

Calcium supplements/
Dolutegravir

Dolutegravir |
AUC | 39%; Cunx | 37%;
Caapous | 39%
(Complex binding to polyvalent ions)

Calcium supplements, iron supplements or
multivitamins should be taken well separated in
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Medicines by Interaction s 5 &
. i Recommendations on co-administration
therapeutic area Changes shown as geometric mean
Iron supplements/ Dolutegravir |
Dolutegravir AUC | 54%; Cipax | 57%;
C24hou:s l 56%
(Complex binding to polyvalent ions)
Multivitamins/ Dolutegravir |
Dolutegravir AUC | 33%; Coux | 35%
Coanouss | 32%
(Complex binding to polyvalent ions)
Antidiabetics
Metformin/dolutegravir | Co-administered with dolutegravir A dose adjustment of metformin should be
50 mg once daily: considered when starting and stopping co-
Metformin 1 administration of dolutegravir with metformin, to
AUC 1 79%; Coux 1 66% maintain glycaemic control. In patients with
7 e o 5 moderate renal impairment a dose adjustment of
Co-administered with dolutegravir : . - .
: il metformin should be considered when given with
50 mg twice daily: : 2 PN
- dolutegravir, because the risk of lactic acidosis is
Metformin { increased in patients with moderate renal
AUC 1 145%; Cuax T 111% impairment due to increased metformin
concentration.
Contraceptives
Ethinylestradiol and Dolutegravir < Dolutegravir had no pharmacodynamic effect on
norelgestromin Ethinylestradiol <> luteinizing hormone, follicle stimulating hormone
/dolutegravir AUC 1 3%; Cuax | 1% and progesterone. No dose adjustmf:nt of {_)ral
Norelgestromin <» contraceptives is necessary when given with
& n dolutegravir.
AUC | 2%; Cuax | 11%
Corticosteroids
Prednisone/dolutegravir | Dolutegravir < No dose adjustment is necessary.
AUC 1 11%; Cinas T 6%; C: 1 17%
Drug abuse
Methadone/dolutegravir | Dolutegravir < No dose adjustment is necessary.
Methadone «»
AUC | 2%; Cpax «+ 0% C; | 1%
Herbal products
St. John's wort/ Dolutegravir | The recommended adult dose of dolutegravir is
Dolutegravir (Not studied, decrease expected due to | 50 mg twice daily when given with St. John’s wort.
induction of UGT1A1 and CYP3A In paediatric patients the weight-based once-daily
enzymes, a reduction in exposure dose should be given twice daily. Alternatives to St.
similar to carbamazepine is expected) | John’s wort should be used in patients with
infection resistant to integrase inhibitors.

4.6 Fertility, pregnancy and breastfeeding
Pregnancy

Dolutegravir
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Preliminary data from a surveillance study has suggested an increased incidence of neural tube defects
(0.67%) in mothers exposed to dolutegravir at the time of conception compared with mothers exposed to
non-dolutegravir containing regimens (0.1%).

The incidence of neural tube defects in the general population ranges from 0.5-1 case per 1,000 live births
(0.05-0.1%). Neural tube defects occur within the first 4 weeks of fetal development (at which time the
neural tubes are sealed).

These data suggest that the potential safety issue might arise from a woman’s exposure to dolutegravir in the
periconception period rather than during pregnancy.

This potential risk would concern women exposed to dolutegravir at the time of conception and in early
pregnancy.

The same observational study shows that the dolutegravir- and the efavirenz-containing (comparator)
antiretroviral regimen when started later in pregnancy have comparable pregnancy outcomes.

Dolutegravir was shown to cross the placenta in animals. In animal reproductive toxicology studies, no
adverse development outcomes, including neural tube defects, were identified (see section 5.3). To better
understand this signal of potential risk, active research and surveillance are ongoing for additional pregnant
women in Botswana and other countries where women have been exposed to dolutegravir at the time of
conception.

Women in the first trimester of pregnancy should be informed about the potential risk of an increased
incidence of neural tube defects with use of dolutegravir. Preferred antiretroviral options may vary
depending on the individual benefit/risk evaluation and local circumstances.

More than 1000 outcomes from second and third trimester exposure in pregnant women indicate no evidence
of increased risk of malformations.

Lamivudine and tenofovir disoproxil

Animal studies do not indicate direct or indirect harmful effects of tenofovir disoproxil or lamivudine with
respect to reproductive toxicity (see section 5.3). The safety of tenofovir in human pregnancy has not been
fully established. However, sufficient numbers of first trimester exposures have been monitored to detect at
least a twofold increase in the risk of overall birth defects. No increase in birth defects was seen for tenofovir
disoproxil or lamivudine (www.apregistry.com).

Women of childbearing potential

Women of childbearing potential should be informed about the potential risk of dolutegravir (described
above) when deciding on the most appropriate antiretroviral therapy. Preferred options may vary depending
on the individual benefit/risk evaluation and local circumstances.

If feasible, women of childbearing potential should undergo pregnancy testing before initiation of
dolutegravir. If the patient is not pregnant and does not plan to become pregnant, she should use effective
contraception throughout treatment with dolutegravir, whenever possible.

Breast-feeding

Dolutegravir, lamivudine and tenofovir disoproxil are found in breast milk of lactating mothers.

Current recommendations on HIV and breast-feeding (e.g. those from the WHO) should be consulted before
advising patients on this matter. Preferred options may vary depending on the local circumstances.

Fertility

There are no data on dolutegravir’s effects on human male or female fertility. Animal studies 1nd1catc no

effects of dolutegravir on male or female fertility. Animal studies indicate no harmful effec
lamivudine and tenofovir disoproxil on fertility. 3
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4.7 Effects on ability to drive and use machines

Patients should be informed that [HAG88 trade name] can cause dizziness. The patient’s clinical status and
side effects of [HA68S trade name] should be considered for evaluating the patient’s ability to drive or
operate machinery.

4.8 Undesirable effects

Data from clinical trials were used to estimate the frequency of adverse events linked to dolutegravir
treatment. The most severe adverse reactions are hypersensitivity reactions that include rash and severe liver
effects. The most common adverse reactions of dolutegravir are nausea (13%), diarrhoea (18%) and
headache (13%).

In patients receiving tenofovir disoproxil, rare events of renal impairment, renal failure and proximal renal
tubulopathy (including Fanconi syndrome) sometimes leading to bone abnormalities (infrequently
contributing to fractures) have been reported. Monitoring of renal function is recommended for patients
receiving [HAG88 trade name] (see section 4.4).

The adverse reactions considered related to dolutegravir, tenofovir disoproxil and lamivudine are listed
below by body system, organ class and absolute frequency. Frequencies are defined as very common

(= 1/10), common (1/100 to 1/10), uncommon (1/1000 to 1/100), rare (1/10 000 to 1/1000), and very rare
(< 1/10 000).

Blood and lymphatic systems disorders:

Uncommon neutropenia, anaemia (occasionally severe), thrombocytopenia
Very rare pure red cell aplasia
Metabolism and nutrition disorders:

Very common hypophosphataemia

Tags lactic acidosis

Not known hypokalaemia

Respiratory, thoracic and mediastinal disorders:
Common Cough, nasal symptoms

Very rare Dyspnoea

Immune system disorders

Uncommon hypersensitivity (see section 4.4)
immune reactivation syndrome (see section 4.4 and also described below)

Psychiatric disorders
Common insomnia, abnormal dreams, depression, anxiety
Uncommon suicidal ideation or suicide attempt (particularly in patients with history of depression or

psychiatric illness)

Nervous system disorders
Very common  Headache SIS,

f/’ggz PA

Common Dizziness

Very rare Peripheral neuropathy (paraesthesia)
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Gastrointestinal disorders
Very common  nausea, diarrhoea
Common vomiting, flatulence, upper abdominal pain, abdominal pain, abdominal discomfort
Rare pancreatitis, elevated serum amylases

Hepatobiliary disorders
Uncommon Hepatitis

Not known Hepatic steatosis

Skin and subcutaneous tissue disorders
Common rash, pruritus, hair loss

Musculoskeletal and connective tissue disorders
Uncommon arthralgia, myalgia

Not known rhabdomyolysis, osteomalacia (manifested as bone pain and infrequently contributing to
fractures), muscular weakness, osteonecrosis

Renal and urinary disorders
Rare Rare acute renal failure, renal failure, proximal renal tubulopathy (including Fanconi
syndrome), increased serum creatinine

Very rare acute tubular necrosis

Mot kiicwi nephritis (including acute interstitial nephritis), nephrogenic diabetes insipidus

General disorders

Common Fatigue, malaise, fever
Very rare Asthenia
Not known Immune reconstitution syndrome
Investigations
Common raised alanine aminotransferase (ALT) and aspartate aminotransferase (AST)

raised creatine kinase

Description of selected adverse reactions
Changes in serum creatinine

Serum creatinine can increase in the first week of treatment with dolutegravir and then remain stable. A
mean change from baseline of 10 pmol/litre occurred after 48 weeks of treatment. Creatinine increases were
comparable between various background regimens. These changes are not considered clinically relevant
since they do not reflect a change in glomerular filtration rate.

Immune reactivation syndrome

In HIV patients with severe immune deficiency at the start of combination antiretroviral thcraRAy (CART), an
inflammatory reaction to asymptomalzc or residual opportunistic infections may arise; ﬁ'[OlmI]l?Tflb
disorders (such as Graves’ disease) have also been reported; however, the time to onset 1s more’ varmb]e and
these events can occur many months afler starting treatment (see section 4.4). :
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Renal impairment

As lamivudine and tenofovir disoproxil may cause renal damage, monitoring of renal function is
recommended (see section 4.4). Proximal renal tubulopathy generally resolved or improved after tenofovir
disoproxil discontinuation. However, in some patients, declines in creatinine clearance did not completely
resolve despite tenofovir disoproxil discontinuation. Patients at risk of renal impairment (such as patients
with baseline renal risk factors, advanced HIV disease, or patients receiving concomitant nephrotoxic
medications) are at increased risk of experiencing incomplete recovery of renal function despite tenofovir
disoproxil discontinuation (see section 4.4).

Renal tubulopathy

The following adverse reactions, listed under the body system headings above, may occur as a consequence
of proximal renal tubulopathy: rhabdomyolysis, osteomalacia (manifested as bone pain and infrequently
contributing to fractures), hypokalaemia, muscular weakness, myopathy and hypophosphataemia. These
events are not likely to be causally associated with tenofovir disoproxil therapy in the absence of proximal
renal tubulopathy.

Interaction with didanosine

Co-administration of tenofovir disoproxil and didanosine is not recommended as it results in a 40-60%
increase in systemic exposure to didanosine that may increase the risk of didanosine-related adverse
reactions. (see section 4.5). Rarely, pancreatitis and lactic acidosis, sometimes fatal, have been reported.

Metabolic paramelers

Weight and levels of blood lipids and glucose may increase during antiretroviral therapy (see section 4.4).

Osteonecrosis

Cases of osteonecrosis have been reported, particularly in patients with generally acknowledged risk factors,
advanced HIV disease or long-term exposure to CART. The frequency of this is unknown (see section 4.4).

Co-infection with hepatitis B or C

In clinical studies with dolutegravir, the side effects profile in patients also infected with hepatitis B or C or
both was similar to that in patients without hepatitis, provided that the baseline liver function tests did not
exceed 5 times the upper limit of normal. However, the rates of AST and ALT abnormalities were higher in
patients with hepatitis B or C co-infection. Liver enzymes elevations consistent with immune reactivation
syndrome occurred in some subjects with hepatitis B or C co-infection at the start of dolutegravir therapy,
particularly in those whose hepatitis B therapy was stopped.

Limited data on patients co-infected with HIV/HBV or HIV/HCYV indicate that the adverse reaction profile of
emtricitabine’ and tenofovir disoproxil in patients co-infected with HIV/HBV or HIV/HCV was similar to
that observed in patients infected with HIV without co-infection. However, as would be expected, elevations
in AST and ALT occurred more frequently than in the general HIV infected population.

Exacerbations of hepatitis after discontinuation of treatment

In HIV infected patients co-infected with HBV, clinical and laboratory evidence of hepatitis may occur after
discontinuation of treatment (see section 4.4).

Special populations

Paediatric population

T Based on a systematic review it is suggested that emtricitabine and lamivudine are pharmacolbgc_ y ?qnn”al nt, and
hence clinically interchangeable for therapy of HIV infection. Therefore, herein reference ﬁs’ made also'to’ daurgb\tamed
with emtricitabine. \
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The limited data available for children and adolescents (aged 6 to 18 years and weighing at least 15 kg) using
dolutegravir suggest no additional adverse reactions beyond those that occur in adults.

The adverse reactions observed in paediatric patients who received treatment with tenofovir disoproxil or
lamivudine as single entities were consistent with those observed in clinical studies in adults.

Reductions in bone mineral density (BMD) have been reported with tenofovir disoproxil in paediatric
patients. In HIV-infected adolescents, the BMD Z-scores in subjects who received tenofovir disoproxil were
lower than those in subjects who received placebo. In HIV-infected children, the BMD Z-scores in subjects
who switched to tenofovir disoproxil were lower than those in subjects who remained on regimens
containing stavudine or zidovudine.

Elderly

Caution should be exercised since elderly patients are more likely to have decreased renal function.

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Health care professionals are
asked to report any suspected adverse reactions to the marketing authorisation holder, or, if available, via the
national reporting system.

4.9 Overdose

Symptoms

If overdose occurs the patient must be monitored for evidence of toxicity (see sections 4.8 and 5.3), and
standard supportive treatment applied as necessary

Treatment

There is no specific treatment for an overdose of [HA688 trade name]. If overdose occurs, the patient should
be treated supportively with appropriate monitoring, as necessary. Because a negligible amount of
lamivudine was removed via (4-hour) haemodialysis, continuous ambulatory peritoneal dialysis, and
automated peritoneal dialysis, it is not known if continuous haemodialysis would be clinically beneficial in a
lamivudine overdose. Tenofovir disoproxil can be removed by haemodialysis; the median haemodialysis
clearance of tenofovir disoproxil is 134 ml/minute. The elimination of tenofovir disoproxil by peritoneal
dialysis has not been studied. As dolutegravir is highly bound to plasma proteins, it is unlikely that it will be
significantly removed by dialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group

Dolutegravir:
Direct acting antivirals, other antivirals, ATC code: JOSAX12

Lamivudine and tenofovir disoproxil:
Direct acting antivirals, Antivirals for treatment of HIV infections, combinations, ATC ¢

Mechanism of action
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Dolutegravir inhibits HIV integrase by binding to the integrase active site and blocking the strand transfer
step of retroviral deoxyribonucleic acid (DNA) integration which is essential for the HIV replication cycle.

Lamivudine, the negative enantiomer of 2'-deoxy-3'-thiacytidine, is a dideoxynucleoside analogue.

Tenofovir disoproxil is converted in vivo to tenofovir, a nucleoside monophosphate (nucleotide) analogue of
adenosine monophosphate.

Lamivudine and tenofovir are phosphorylated by cellular enzymes to form lamivudine triphosphate and
tenofovir diphosphate, respectively. Lamivudine triphosphate and tenofovir diphosphate competitively
inhibit HIV-1 reverse transcriptase, resulting in DNA chain termination. Both substances are active against
HIV-1 and HIV-2, as well as against hepatitis B virus.

Pharmacodynamic effects
Antiviral activity in cell culiure

Dolutegravir

The ICso for dolutegravir in various HIV-1 lab-strains using peripheral blood mononuclear cells (PBMC) was
0.5 nM, and when using MT-4 cells it ranged from 0.7 to 2 nM. The ICso was similar for clinical isolates
without any major difference between subtypes (A, B, C, D, E, F and G). The mean ICso for three HIV-2
isolates was 0.18 nM (range 0.09-0.61 nM).

Lamivudine

The antiviral activity of lamivudine against HIV-1 was assessed in a number of cell lines including
monocytes and (PBMCs) using standard susceptibility assays. ECso values were in the range of 0.003 to
15microM. against HIV-1 clades A-G and group O viruses

Tenofovir disoproxil

The antiviral activity of tenofovir against laboratory and clinical isolates of HIV-1 was assessed in T
lymphoblastoid cell lines, primary monocyte/macrophage cells and PBMCs. The EC50 values for tenofovir
were in the range of 0.04-8.5microM. Tenofovir displayed antiviral activity in cell culture against HIV-1
clades A, B, C, D, E, F, G, and O (EC50 values ranged from 0.5-2.2microM).

Antiviral activity in combination with other antiviral agents

No antagonistic effects were seen in vitro with dolutegravir and other antiretrovirals tested: stavudine,
abacavir, efavirenz, nevirapine, lopinavir, amprenavir, enfuvirtide, maraviroc and raltegravir. In addition, no
antagonistic effects were seen for dolutegravir and adefovir: ribavirin had no apparent effect on dolutegravir
activity.

No antagonistic effects in vitro were seen with lamivudine and other antiretrovirals (tested agents: abacavir,
didanosine, nevirapine and zidovudine).

Resistance in vitro (dolutegravir)

Using strain NL432, mutations E92Q (fold change, FC 3) and G193E (also FC 3) were selected. The E92Q
mutation has been selected in patients with existing raltegravir resistance who were then treated with
dolutegravir (listed as a secondary mutation for dolutegravir).

Using clinical isolates of subtype B, C and A/G the integrase substitution R263K and G118R (in C and A/G)
R263K was reported from two ART-experienced, integrase-inhibitor-naive patients with subtypes B and C in
the clinical program, but without effects on dolutegravir susceptibility in vitro. G118R lowers the
susceptibility to dolutegravir in site-directed mutants (FC 10) but was not detected in patients receiving
dolutegravir in the Phase III program.

Primary mutations for raltegravir/elvitegravir (Q148H/R/K, N155H, Y 143R/H/C, E92Q and T66I) do not
affect the in vitro susceptibility of dolutegravir as single mutations. When mutations listed as secondary
integrase-inhibitor-associated mutations (for raltegravir/elvitegravir) are added to mesg;ﬁiiﬁia@'inﬁfﬁ%?@gs in
experiments with site-directed mutants, dolutegravir susceptibility is still unchangec}g{iﬁ € <2 vs wild 15pe.
virus), except in the case of Q148-mutations, where a FC is 5-10 or higher with cq,tjiébigé'tions of certain ="
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secondary mutations. The effect by the Q148-mutations (H/R/K) was also verified in passage experiments
with site-directed mutants. In serial passage with strain NL432, starting with site-directed mutants
harbouring N155H or E92Q, further selection of resistance did not occur (FC unchanged around 1). In
contrast, starting with mutants harbouring mutation Q148H (FC 1), a variety of secondary mutations were
seen with a consequent increase of FC to values > 10.

A clinically relevant phenotypic cut-off value (FC vs wild type virus) has not been determined; genotypic
resistance was a better predictor for outcome.

In an analysis for susceptibility to dolutegravir in raltegravir resistant isolates from raltegravir-experienced
patients, dolutegravir has a less than or equal to 10 FC against 94% of the 705 clinical isolates.

Resistance in vivo (dolutegravir)

In previously untreated patients receiving dolutegravir + 2 NRTIs in clinical studies, resistance did not
develop to the integrase inhibitor class or to the NRTI class (n=1118 follow-up of 48-96 weeks).

In patients whose previous antiretroviral treatment had failed who had not received an integrase inhibitor,
integrase inhibitor substitutions occurred in 4/354 patients (follow-up 48 wecks) treated with dolutegravir
given with an investigator-selected background regimen. Of these four patients, two had a unique R263K
integrase substitution, with a maximum FC of 1.93, one had a polymorphic V151V/I integrase substitution,
with maximum FC of 0.92, and one had existing integrase mutations and is assumed to have been integrase-
inhibitor-experienced or infected with integrase-inhibitor-resistant virus. The R263K mutation was also
selected in vitro (see above).

In the presence of integrase-inhibitor class-resistance the following mutations were selected after 24 weeks
in 32 patients with protocol-defined virological failure (PDVF) and with paired genotypes (all treated with
dolutegravir 50 mg twice daily + optimised background agents): L74L/M (n=1), E92Q (n=2), T97A (n=9),
E138K/A/T (n=8), G140S (n=2), Y143H (n=1), S147G (n=1), Q148H/K/R (n=4), and N155H (n=1) and
E157E/Q (n=1). Treatment-emergent integrase-inhibitor-resistance typically appeared in patients with a
history of the Q148-mutation (baseline or historic). Five further subjects had PDVF between weeks 24 and
48, and 2 of these 5 had treatment-emergent mutations. Treatment-emergent mutations or mixtures of
mutations observed were L74I (n=1), N155H (n=2).

Treatment-emergent mutations in 30 subjects with primary genotypic resistance to integrase inhibitors at
screening who were treated with dolutegravir (plus optimised background therapy) were consistent with
these findings.

Resistance in vitro and in vivo (lamivudine and tenofovir)

The K65R mutation is selected in vitro when HIV-1 is cultured in the presence of increasing tenofovir
concentrations. It may also emerge in vivo upon virological failure of a treatment regimen including
tenofovir. K65R reduces tenofovir susceptibility in vitro approximately 2-fold, and has been associated with
a lack of response to tenofovir-containing regimens. Clinical studies in treatment-experienced patients have
assessed the anti-HIV activity of tenofovir against strains of HIV-1 with thymidine analogue mutations
(TAMs), which are not selected for by tenofovir. HIV strains which expressed 3 or more TAMs that included
either the M41L or L210W mutation showed reduced response to tenofovir.

In many cases when a lamivudine-containing treatment regimen fails (though less often when the treatment
regimen contains a ritonavir-boosted protease inhibitor), the M184V mutation will be selected for at an early
stage. M184V causes high-level resistance to lamivudine (> 300-fold reduced susceptibility). Virus with
M184V replicates less well than does wild-type virus. In vitro data suggest that continuation of lamivudine in
an antiretroviral regimen despite the development of M184V might provide residual antiretroviral activity
(likely through impaired viral fitness). The clinical relevance of these findings is not established. Therefore,
maintaining lamivudine therapy despite emergence of M184V mutation should be considered pﬂly,@yj}g,n lhe
activity of the best available NRTI backbone is significantly compromised. o
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Cross-resistance conferred by the M 184V mutation is limited within the nucleoside/nucleotide inhibitor class
of antiretroviral agents. M184V confers full cross-resistance against emtricitabine?. Zidovudine and

stavudine maintain their antiretroviral activity against lamivudine-resistant HIV-1. Abacavir maintains its
antiretroviral activity against lamivudine-resistant HIV-1 harbouring only the M 184V mutation. The M184V
mutant shows a < 4-fold decrease in susceptibility to didanosine; the clinical significance of this is unknown.

Effects on electrocardiogram

No relevant effects were seen on the QTc interval, with doses 3-fold higher than the clinical dose.

Clinical efficacy and safety

Several clinical studies have confirmed the efficacy of the individual components of this fixed dose
combination product. Dolutegravir, lamivudine and tenofovir disoproxil were used as single entities in
different combination regimens. No clinical studies have been conducted.with the combination dolutegravir,
lamivudine and tenofovir disoproxil.

When emtricitabine® and tenofovir disoproxil were combined with dolutegravir in treatment-naive patients
with HIV-1 infection in two clinical studies, the proportions of patients (ITT) with HIV-RNA <
50 copies/mL were 93% and 94% at 48 weeks.

5.2 Pharmacokinetic properties

The absorption characteristics of [HAG688 trade name] have been determined after administration of a single
dose tablet in healthy volunteers in the fasting state as follows:

Pharmacokinetic variable Arithmetic mean valu(+ standard deviation)

Dolutegravir Lamivudine Tenofovir
Maximum concentration 2531+ 0.532pg/mL 2292 +0.787 ng/Ml 0.314 £0.08 pg/mL
gcma.x)
Area under the curve (AUC,- | 54.883 £ 15.004 11.501 £2.501 pgh/mL | 2462+ 0.537 pgh/mL
«), a measure of the extent of pgh/mL
absorption
Time fo attain maximum 2774094 h 1.97+£0.93 h 0.95+£032h
concentration (fmax)

Pharmacokinetics of Dolutegravir, Lamivudine and Tenofovir disoproxil

Dolutegravir Lamivudine Tenofovir disoproxil

General
PK similar for healthy and HIV- Tenofovir disoproxil is a water-soluble
infected subjects. ester prodrug, which is rapidly converted
Low to moderate PK variability in vivo to tenofovir, Tenofovir is

converted intracellularly to tenofovir
monophosphate and to the active
component, tenofovir diphosphate.

,.#"“C r
s
§ Based on a systematic review it is suggested that emtricitabine and lamivudine are pharmacole g;cally'equn_‘ at, and
hence clinically interchangeable for therapy of HIV infection. Therefore, herein reference is made also to data obtam-.d
with emtricitabine. ) =
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Absorption
Absolute Not known NA NA
bioavailability
Oral At least 32% 80-85% 25%
bioavailability
Food effect AUCe | |1 || Co- AUCp<0) Cumx Tomax
%) administration of || Light |[No Ne No
Low fat | 410.¢ st | 3 lamivudine with meal significant | significant | significant
. ° | hrs food resultsin a effect effect effect
Moderate | 41%7T 500671 | 4 delay of Tuax and | | wigh 40%1 1494t 1wt
fat: hrs a lower Chuy fat:
High fat: | 66%T | 67%T | 5 (decreased by
- ’ ’ S 47%). However,
Increases may be clinically the extent (based
relevant in the presence of on the AUC) of
certain integrase class resistance. lamnrudm_e
Therefore, it is recommended absorbed is not
that patients infected with HIV influenced.
resistant to integrase inhibitors
take dolutegravir with food.
Distribution
Volume of
D 17 to 20 litres 1.3 L/kg 800 ml/kg
(mean)

Plasma protein
binding in vitro

> 99%, increase in unbound
fraction with low serum albumin
(as in moderate hepatic
impairment)

< 36% serum
albumin in vitro

< 0.7 % (serum protein binding < 7.2%)

CSF: mean 18 ng/ml

Well distributed, with highest

gilsstilillfu ot (comparable to unbound concentrations in kidney and liver.
plasma concentration, and >
1C50)
Vaginal, cervical tissue,
cervicovaginal fluid: 6-10%
Semen: 7%
Rectal tissue: 17%
(each of corresponding plasma
levels at steady state)
Metabolism
Hepatic metabolism: Only minor route | In _Vitro studies _ha\ie deten_nined that _
Ausuronidation~ia DGTLIAL (< 10%) geithcr tenofovir disoproxil nor tenofovir
;ﬂnor pathway CYP3A is a substrate for the CYP450 enzymes.
Active NA .
metabolite(s) 5 Tenofovit
Elimination
Elimination half | 14 hrs 5-7h Tenofovir: 1?01831“: 2
if 221 for Tenofovir giEpdgBasil i,
intracellular intracellyfar activated resting peripheral
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lamivudine resting peripheral blood mononuclear
triphosphate cells.
M 5 _ 0.32 L/h/kg 0.23 L/hkg
ean systemic ~1 litre/hr
clearance (CUF)
% oEdbise 32% in total: >70% ‘ 70-80% as unchanged drug
excreted in urine | < 1% unchanged, 19% as ether [Predominantly
glucuronide cleared
Other metabolites; N- unchanged]
dealkylation metabolite and
metabolite formed by oxidation
at the benzylic carbon
% of dose 53% is excreted unchanged in NA
excreted in faeces | the facces
Pharmacokinetic | Depending on dose and Linear o Lir_Lear pharmacokinetics (dose range 75 to
linearity formulation. For tablets: pharmacokinetics | 600 mg)
Dose-proportional increases
from 25 to 50 mg
Drug
interactions (in
vitro)
Transporters No relevant inhiihition of Pgp, OQT (‘organic Substrate of hOAT 1, hOAT3 and MRP 4.
BCRP, BSEP, OATPIBI, Galiomc)
OATPIB3, OCT1, MATE2.K, | {Fansporters)
MRP2 or MRP4
No substrate of human OATP
1B1, OATP 1B3 or OCT 1.
Metabolizing No relevant inhibition of Ig%;%??;}gg ig‘i?P%fE ICX;SSAd"
enzymes (CYP)1A2, CYP2A6, CYP2B6, ; 2 ?

CYP2CS8, CYP2C9, CYP2Cl19,
CYP2D6 CYP3A, uridine
diphosphate glucuronosyl
transferase (UGT)1A1 or
UGT2B7

No induction of CYP1A2,
CYP2B6 or CYP3A4

CYP1Al1/2

Pharmacokinetic/pharmacodynamic relationship

A dose-ranging trial involving dolutegravir monotherapy found rapid and dose-dependent antiviral activity,
with mean decline in HIV-1 RNA of 2.5 logio at day 11 for 50-mg dose. This antiviral response was
maintained for 3 to 4 days after the last dose in the 50 mg group.

Modelling of pooled data from clinical studies in integrase-inhibitor-resistant patients suggest that increasing
the dose from 50 mg twice daily to 100 mg twice daily may increase the effectiveness of dolutegravir in
patients with integrase-inhibitor-resistance and limited treatment options due to advanced multi-class
resistance. The proportion of responders (HIV-1 RNA < 50 copies/mL) at week 24 was predicted to increase
around 4—18% in the subjects with Q148 with two or more secondary mutations from G140A/C/S,
E138A/K/T, L741. Although these simulated results have not been confirmed in chnpﬁlﬂ‘?ﬁs?th?shgh dose
may be considered in the presence of the Q148 with two or more secondary mutatighs from G140A/CYS,

E138A/K/T, L74] in patients with limited treatment options due to advanced mui;___}:j-f"i;_la_ss resistance.
no clinical data on the safety or efficacy of the 100 mg twice daily dose. Co-treatment \g,i}h ataz
Lie  KRPALLY
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increases the exposure of dolutegravir markedly, and should not be used in combination with this high dose,
since safety with the resulting dolutegravir exposure has not been established.

Special populations
Children

The pharmacokinetics of dolutegravir in 10 antiretroviral treatment-experienced HIV-1 infected adolescents
(12 up to 18 years of age) found that a dose of dolutegravir 50 mg once daily resulted in dolutegravir
exposure comparable to that in adults who received a dose of 50 mg once daily. The pharmacokinetics in 11
children aged 6 to 12 years found that 25 mg once daily in patients weighing at least 20 kg and 35 mg once
daily in patients weighing at least 30 kg resulted in dolutegravir exposure comparable to adults. In addition,
population PK modelling and simulation analyses showed dosing on a weight-band basis (20, 25, 35, and

50 mg) in children of at least 6 years of age weighing at least 15 kg provides comparable exposure to those in
adults (50 mg), with the lowest weight band of 15-20 kg corresponding to 20 mg daily.

Tenofovir exposure achieved in adolescent patients receiving oral daily doses of tenofovir disoproxil 245 mg
was similar to exposures achieved in adults receiving once-daily doses of tenofovir disoproxil 245 mg.

Pharmacokinetic studies have not been performed with tenofovir disoproxil 245 mg tablets in children under
12 years or with renal impairment.

Limited data are available in adolescents receiving a daily dose of 300 mg of lamivudine. Pharmacokinetic
parameters are comparable to those reported in adults.

Elderly

Population pharmacokinetic analysis of dolutegravir using data in HIV-1 infected adults showed that there
was no clinically relevant effect of age on dolutegravir exposure.

Pharmacokinetic data for dolutegravir, tenofovir and lamivudine in subjects aged over 65 years are limited.

Renal impairment
Pharmacokinetic data have been obtained for dolutegravir, tenofovir and lamivudine separately.

Renal clearance of unchanged active substance is a minor pathway of elimination for dolutegravir.
Pharmacokinetics of dolutegravir were studied in adults with severe renal impairment (creatinine clearance
Jess than 30 ml/minute) and matched healthy controls. The exposure to dolutegravir was decreased by about
40% in subjects with severe renal impairment. The mechanism for the decrease is unknown. No dosage
adjustment is considered necessary for patients with renal impairment. Dolutegravir has not been studied in
patients on dialysis.

Studies with lamivudine show that plasma concentrations (AUC) are increased in patients with renal
dysfunction due to decreased clearance. Based on the lamivudine data, [HAGSS trade name] is not
recommended for patients with creatinine clearance of < 50 ml/min.

Compared with patients with normal renal function, the mean tenofovir exposure increased from

2,185 ng-hour/ml in subjects not infected by HIV or hepatitis B virus with creatinine clearance over 80
ml/minute to 3064 ng-hour/ml, 6009 ng-hour/ml and 15,985 ng-hour/ml in patients with mild, moderate and
severe renal impairment respectively.

The dosing recommendations in patients with renal impairment, with increased dosing interval, are expected
to result in higher peak plasma concentrations and lower Cmin levels in patients with renal impairment
compared with patients with normal renal function. The clinical implications of this are unknown.

In patients with end-stage renal disease (ESRD) (creatinine clearance less than 10 1111f1ninut§);§Eg_gi;jn g
haemodialysis, between-dialysis tenofovir concentrations substantially increased over 4§'H61u:s"§ch‘ié%ng a
mean Cumy of 1032 ng/ml and a mean AUCo.4shour f 42,857 ng-hour/ml. It is recomn;?f;gia_gi'!thh’f'th“é"ﬂbgﬁfg'-.\
interval for tenofovir disoproxil 245 mg is modified in patients with creatinine cleaf: nce’< 50 ml/minujedor’
in patients who already have ESRD and require dialysis. % AT
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The pharmacokinetics of tenofovir in non-haemodialysis patients with creatinine clearance < 10 ml/min and
in patients with ESRD managed by peritoneal or other forms of dialysis have not been studied.

Hepatic impairment

Pharmacokinetic data have been obtained for dolutegravir, tenofovir and lamivudine separately. Dolutegravir
is primarily metabolised and eliminated by the liver. When a single dose of dolutegravir 50 mg was given to
8 subjects with moderate hepatic impairment (Child-Pugh class B) and to 8 matched healthy adult controls,
the total dolutegravir concentration in plasma was similar. However, there was a 1.5- to 2-fold increase in
unbound dolutegravir in moderate hepatic impairment compared to healthy controls. No dosage adjustment
is considered necessary for patients with mild to moderate hepatic impairment. The effect of severe hepatic
impairment on the pharmacokinetics of dolutegravir has not been studied.

No substantial alterations in the pharmacokinetics of lamivudine and tenofovir disoproxil was observed in
subjects with variable degrees of hepatic impairment.

Polymorphisms in drug metabolising enzymes

Common polymorphisms in drug metabolising enzymes have not been found to alter dolutegravir
pharmacokinetics to a clinically meaningful extent. In a meta-analysis using pharmacogenomics, subjects
with UGT1AL1 genotypes had a 32% lower clearance of dolutegravir and 46% higher AUC compared with
subjects with genotypes associated with normal metabolism via UGTIAL.

Gender

Analyses of pooled pharmacokinetic data from trials in adults revealed no clinically relevant effect of gender
on the exposure of dolutegravir. There is no evidence that a dose adjustment of dolutegravir, tenofovir or
lamivudine would be required based on the effects of gender on PK parameters.

Race

Population PK analyses using pooled pharmacokinetic data from trials in adults revealed no clinically
relevant effect of race on the exposure of dolutegravir. There is no evidence that a dose adjustment of
dolutegravir, tenofovir or lamivudine would be required based on the effects of race on PK parameters.

Co-infection with hepatitis B or C

Pharmacokinetic analysis indicated that hepatitis C co-infection had no clinically relevant effect on the
exposure to dolutegravir. There are limited data on subjects with hepatitis B co-infection.

5.3 Preclinical safety data
Dolutegravir

Dolutegravir was not mutagenic or clastogenic in bacteria and cultured mammalian cells, and an in vivo
rodent micronucleus assay. Dolutegravir was not carcinogenic in long-term studies in the mouse and rat.

Dolutegravir did not affect male or female fertility in rats at doses up to 24 times the 50 mg twice daily
human clinical exposure based on AUC. Oral administration of dolutegravir to pregnant rats at doses up to
27 times the 50 mg twice daily human clinical exposure based on AUC from days 6 to 17 of gestation did not
cause maternal toxicity, developmental toxicity or teratogenicity.

Oral administration of dolutegravir to pregnant rabbits at doses up to 1000 mg/kg daily from days 6 to 18 of
gestation did not elicit developmental toxicity or teratogenicity. In rabbits, maternal toxicity (decreased food
consumption, reduced urine or feaces, suppressed bodyweight gain) was observed at 1000 mg/kg

In a juvenile toxicity study in rats, there were two pre- weanhng deaths at dolutegravir dése¢. ‘o
daily. Over the pre-weaning penod mean bodyweight gain was decreased and the decrease permstc{i
throughout the study for females during the post—w eamng perlod The systemic cxposure at this dose
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exposure. No new target organs were identified in juveniles compared to adults. In the rat prenatal and
postnatal development study, bodyweight decreased in the developing offspring during lactation at a
maternally toxic dose (about 27 times human exposure at the maximum recommended dose).

The primary effect of high doses of dolutegravir and prolonged daily treatment (up to 26 weeks in rats and
up to 38 weeks in monkeys) was gastrointestinal intolerance or irritation in rats and monkeys at doses that
produce systemic exposures about 21 and 0.82 times the 50 mg twice daily human clinical exposure based on
AUC, respectively. Because gastrointestinal intolerance is considered to be due to local effects of the active
substance, comparison based on bodyweight or on body surface area is appropriate for this toxicity.
Gastrointestinal intolerance in monkeys occurred at 15 times the human mg/kg equivalent dose (based on a
50-kg human), and 5 times the human mg/m’ equivalent dose for a clinical dose of 50 mg twice daily.

Tenofovir

Preclinical studies in rats, dogs and monkeys revealed target-organ effects on gastrointestinal tract, kidney,
bone and a decrease in serum phosphate concentration. Bone toxicity was diagnosed as osteomalacia
(monkeys) and reduced bone mineral density (rats and dogs). Findings in the rat and monkey studies
indicated that there was a substance-related decrease in intestinal absorption of phosphate with potential
sccondary reduction in bone mineral density. However, no conclusion could be drawn on the mechanism(s)
underlying these toxicities.

Reproductive studies were conducted in rats and rabbits. There were no effects on mating or fertility
parameters or on any pregnancy or fetal parameter. There were no gross fetal alterations of soft or skeletal
tissues. Tenofovir disoproxil reduced the viability index and weight of pups in peri-post-natal toxicity
studies.

Genotoxicity studies have shown that tenofovir disoproxil was negative in the in vivo mouse bone marrow
micronucleus assay but was positive for inducing forward mutations in the in vifro L5178Y mouse
lymphoma cell assay in the presence or absence of S9 metabolic activation. Tenofovir disoproxil was
positive in the Ames test (strain TA 1535) in two out of three studies, once in the presence of S9 mix (6.2- to
6.8-fold increase) and once without S9 mix. Tenofovir disoproxil was also weakly positive in an in vivo/in
vitro unscheduled DNA synthesis test in primary rat hepatocytes.

Tenofovir disoproxil did not show any carcinogenic potential in a long-term oral carcinogenicity study in
rats. A long-term oral carcinogenicity study in mice showed a low incidence of duodenal tumours,
considered likely related to high local concentration of tenofovir disoproxil in the gastrointestinal tract at a
dose of 600 mg/kg/day. While the mechanism of tumour formation is uncertain, the findings are unlikely to
be of relevance to humans.

Lamivudine

Administration of lamivudine in animal toxicity studies at high doses was not associated with any major
organ toxicity.

Lamivudine was not mutagenic in bacterial tests, but showed activity in an in vifro cytogenetic assay and the
mouse lymphoma assay. Lamivudine was not genotoxic in vifro at doses that gave plasma concentrations
around 40-50 times higher than the expected clinical plasma levels. As the in vitro mutagenic activity of
lamivudine could not be confirmed 7n vivo, it is concluded that lamivudine should not represent a genotoxic
hazard to patients undergoing treatment.

The results of long-term carcinogenicity studies in rats and mice did not show any carcinogenic potential
relevant for humans.

6. PHARMACEUTICAL PARTICULARS

6.1. List of excipients :
Core tablet: Mannitol, microcrystalline cellulose, sodium starch glycolate, povidone, lact
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croscarmellose sodium and magnesium stearate.
Film coat: Polyvinyl alcohol, titanium dioxide, macrogol/polyethylene glycol and talc.

6.2. Incompatibilities
Not applicable.

6.3. Shelf life
36 months

6.4. Special precautions for storage
Do not store above 30°C. Store in the original container. Discard 90 days after first opening.

6.5. Nature and contents of container

Round, blue, opaque HDPE bottle, closed with blue opaque polypropylene cap along with desiccant.
Each bottle contains 30, 90 or 180 tablets.

7. SUPPLIER

Mylan Laboratories Limited

Plot No.564/A/22, Road No. 92, Jubilee Hills
Hyderabad - 500096

Telangana

India

Email:Imtiyaz. Basade@mylan.in

8. WHO REFERENCE NUMBER (WHO Prequalification Programme)
HAG88

9. DATE OF PREQUALIFICATION
December 2018

10. DATE OF REVISION OF THE TEXT
July 2019
Section 6 was updated in April 2020
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