e,

Hepemazl }’KpaYHCLKOIO MOBOIO, aBTEHTUUYHICTL SKOrO Il() PeCCTpaHlHHOFO HOCqueHHﬂ

HiATBEP/UKEHA  YNOBHOB@KEHOK  0co0oro  3asBHHKA Ne 75 & Osin D(fﬂ MZ@

(Bypuesa LIO.), iHCTpyKwil PO 3aCTOCYBAaHHSA JIIKAPCHKOTO
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YHOOBHOBaXXE€HO1 OCOGI/I, IO BUCTYTIA€ B1J IMEH1 3asBHHKA.

Indopmania s mamienta
AKPHUIITEI'A (ACRIPTEGA)

HMoayrerpasip (y Burasai Hatpilo)/JlamiByaun/TenodoBipy nusompoxcumiay  ¢dymapar

50 mr/300 mr/300 Mr TabaeTku

Ilepen moyaTkoM NpHIHOMY JAHOrO MpeNapaTry YBasKHO NPOYHTANTE JAHHH JHCTOK-BKJIAXUII

MOBHICTIO, OCKIIbKH BiH MicTHTBH BaskauBy Juist Bac indopmamiro.

- 30epiraiiTe JaHHH JTHUCTOK-BKIamuml. Y Bac Moxe BHHHKHYTH HEOOXiHHICTH IPOYMTATH HOTO
3HOBY.

- JSlxkmo Bu MaeTe muTaHHS OO JAaHOTO IIpElapary, 3BEPHITHCS 32 KOHCYJBTAIEI0 JO CBOIO
JKaps.

- Jlanmii nmpenapaT OyB npu3HauYeHUH BUKIIOUHO 11t Bac. He mepemnasaiite #oro immmm ocobam. Ile
MOXK€ 3aBJaTH IM IIKOAHM, HABiTh SKINO BOHH MAarOTh CHMIITOMH 3aXBOPIOBAHHS, L0 BHIVISAJAIOTH
nonidoaumu no Bamux.

-V pasi 6yap-axkux Mo6idHHX edeKTiB 3BepHIThCSA 10 CBOTO JIiKapsl, BKIIOYAIOYH HeOaKaHi eeKTH,
IO HE BKa3aHl y JAHOMY JIHCTKY-BKJIaauiti. J{uB. po3min 4.

o MicTUTH NaHUH JIHCTOK-BKJIATHII

IITo taxe AKPHIITET'A Ta 1 90r0 BUKOPUCTOBYETHCS JaHHUH Mpenapar.

[TTo Bam HeobxinHO 3HATH Nepen moyaTkoM npuiiomy mpemapary AKPUIITELA.

Sx npuiimaru npenapat AKPUIITETA.

MosxuBi mo6ivHi ehexTH.

Sk 36epiratu npernapar AKPUIITETA.

BuMict ynakoBkH Ta iHIIa iHbOopMaIris.

IIIo take AKPUIITEI'A Ta nis qoro BHKOPHCTOBY€ThCH JaHUH mpenapar

AKPUIITET'A € mikapchkuM 3aco00M, IMO MICTHTh TPH aKTHBHHX IHTPENI€HTH: IOIYTErpasip,

TEHO(OBIPY MU3ONIPOKCHI Ta JaMiBymuH. JloNyTerpaBip HAJEXHTh 10 TPYIH aHTHPETPOBIPYCHHX

Ipenaparis, IO Ha3HBalOThCA iHriGiTopamm iHTerpasu. TeHO(OBIp € HyKICOTHOHHM iHTIGITOpOM

3BOPOTHOI TPAHCKPHITAa3H, B TOH Yac SK JIAMIBYAWH HAJEKHTH JO TPYIH HYKICO3HUIHHUX AHAJIOIIB

1HTi10iTOPIB 3BOPOTHOT TPAHCKPUIITA3H.

AKPUIITEI'A 3actocoByeTscs 1y dikyBaHHs iHGekuil, cnpuanaeHol BUI (Bipyc iMmynomedimuty

JIOIMHHU), ¥ TOPOCTUX Ta MOJIOIUX JIFoAeH 3 Baroro He MeHie 30 Kr.

AKPUIITEI'A me Bunixye BII-indexniro; mpemapar 3MeHIIye KinbKicTs BipyciB y BarmmoMy opramizmi

Ta 30epirae iX KilIpKiCTh Ha HH3BKOMY PiBHi. 3MEHIIEHHS KiIBKOCTI BipycCiB Homomarac 36iIBIIHTH

KiIBKiCTB JIEHKONHUTIB, Ki HasuBaOTECS CD4 KiliTHHAMH, [0 BaXITHBO y 60poTHOi 3 iHdexmicro.

AKPUIITET'A re nie omHakoBO moOpe y KOXHOTO. Bamr jikap mepeBipuTh, HACKIIBKY JIIKYBaHHS €

edexTuBHUM 11T Bac.

Hns xorTpomo BlJI-indexunii y Bac ta npunuaenHs noripimenss Bamoro 3axsoproBanss, Bu moBuHHI

perynspHo npuimaTd Bami nmpenmaparu npotu B, oxpim Bumanxie, xomu Bamr mikap ckaxe Bam

IPUIIMHATH IPUHOM OyIBb-IKOTO Ipenapary.

2. IITo Bam HeoOxiaHo 3HATH nepex moyaTkoM npuiiomy npenapaty AKPUIITEL'A

He nputimaiite npenapatr AKPUIITEI' A, sxmio: ST

* ¥ Bac ¢ anepris Ha momyTerpasip, TeHObOBIpY IH3OMPOKCHI, JaMiBYIHH a60 6ym, KL IHHII
IHIPEI€HTH JaHOIo JIKapchKOoro 3aco0y (IepepaxoBaHi y posaiii 6).
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e Bu mpumiimaere IHIIME Ipemapar, IO HA3WBAEThes AOGETHNIIN (IUIS JIKYBaHHS 3aXBOPIOBAaHBb
cepust). SIxmo Bu BBaxkaere, mo Oyp-INo 3 MepepaxoBaHOTO CTOCYEThCS Bac, moBimomTe mpo e
Barmroro nikapsi.

3acTepexxeHHs Ta 3aN00LKHI 3ax01U

Cnioxyiime 3a 8aNCIUBUMYU CUMNMOMAMU

VY nmesxwmx JmomeH, sKi HNpHAMAIOTH mpenapartd uis JikyBaHHS BlJI-imgexii, po3BuBaroThes iHII

CTaHH, 0 MOXXYTh OyTH CEpHO3HUMH.

BoHU BKIIIOUAIOTH:

e in(exkuii Ta 3anaseHHs

e OLTb y cyriobax, CKyTiCTh Ta IIPOOJIEMHE 3 KiCTKaMH

BaM HeoOXimHO 3HATH MPO IIi BAXKJIMBI O3HAKH Ta CHMIITOMH, IIOO BIACIIIKOBYBATH iX MiJ Yac

npuitomy npenapaty AKPUIITET'A.

[ToBimomTe Bamomy mikapio momo Oyap-SKOTO TPHIONOAIOHOIO 3aXBOPIOBaHHSI — y pasi iHoro

BHHUKHEHHS 3a Micsanb 10 Imodatky mnpuiiomy mpemapary AKPUIITEI'A aGo Oynme-xomm mim dac

npuitomy npenapaty AKPUIITET'A.

[TpounTaiite iHpopmariro «IHm MOXIKBI TOOIYHI ePeKTH» Yy PO3IiIi 4 JAHOTO JIMCTKA-BKIIAIUIIIA.

3axucmime inwux nr00et

BIJI-iH(exIis MOMUPIOETHCS IUITXOM CTaT€BOr0 KOHTAKTy abo 3 iH(iKOBaHOIO KPOB’I0 (HAPHKIIAL

LpY CIIBHOMY BHKOpHCTaHHI 1H(piKoBaHHUX TonoK). I1ix yac mpuiioMmy maHoro mpemapary Bu Bce mie

MorkeTe mepenatu BLJI, ane pu3nK 3HHKYETHCS 3a paxyHOK eeKTHBHOI aHTHPETPOBIPYCHOI Teparii.

O6roBopits 3 Bammm mikapeMm 3amo0iXHI 3ax0d, HEOOXimHI A 3anobiranHs iH(QIKyBaHHS IHIIHAX

TFONIEH.

Xeopobu nupok

AKPUIITET'A moxe BmuuBaTd Ha Bami mupku. Ilepex mowaTtkoM mpuiioMy NAHOTO JIKapCHKOTO

3aco0y Bam Moxe 3HamoOWTHCS 30aTH aHANi3W KpPOBi JUIS IEPEBIPKHA TOrO, HACKIIBKH Io0Ope

[PAIIOIOTh Barmi HUpKH. AHaNI3H KPOBI TaKOX MOXXYTh OyTH HEOOXIMHMMH il 9ac JTIKyBaHHS UL

HepeBipKy cTaHy Bammx HEpOK.

IToBimomTe Barroro mikaps, skmo Bu Maere xBopoOy HUPOK, ab0 SKIMO aHANi3H MOKa3aId MPodIeMHu 3

Bamumu HupkamMH. Y TakoMy pa3l Moxe OyTh HEOOXiTHHM 3HIDKCHHS JO3H TEHO(OBipy

JU3OMPOKCHIY Ta JaMiByIWHYy. Y TOHIOHHX BHIAIKax CIiJ 3aCTOCOBYBATH JIKapchki (opMu

TeHO(OBIPY JTU30MPOKCUITY Ta TaMiByIUHY, BiaMiHHI Bij Takux y AKPUIITEI'A.

3azeuuail npenapar AKPUIITEI'A He npuiiMaroTs 3 1HIMMMH Ipenaparamy, 0 MOXKYTh IOIIKOTUTH

Barmmi supxu (muB. «[umi mikapeski 3acobu Ta AKPUIITEI'A»). SIkimo mboro He MOXKHA YHUKHYTH, Y

Bac Moyke BUHUKHYTH HEOOXIIHICTD y PEryJIIpHUX TeCTax UL HepeBipkr poOoTH Bammx HUpOK.

3axeoprosanHs neyinku

[ToBimomte Bammroro nikaps, skmo y Bac B anamue3i € xBopoOu medinku, renatutu. BlJI-indikoBani

MAIliEHTH 13 3aXBOPIOBAHHSAM MEUiHKH, BKIIOYAIOYH XpOHIUHMI rematut B abo C, ski oTpUMyOTH

JIKYBaHHS AHTUPETPOBIPYCHHMH INIpelapaTaMd, MalOTh BHIOWH PH3HK TSDKKAX Ta IOTEHITIHHO

CMEpTENbHUX YCKIaTHEeHb 3 00Ky nedinku. Skimo Bu ingikosani BIJI ta Bipycom remaruty B, Bam

Jikap yBaXkKHO TinOepe Halikparie JjikyBaHHsS il Bac. SIkmo y Bac B amamHe3i € 3aXBOprOBaHHS

medinkd abo XpoHIgHHY renatuT B, Bam nikap Moxe PH3HAYUTH aHATI3H KPOBI IS CHOCTEPEIKEHHS

3a QyHKIIOHYBaHHIM Barroi meuinky.

Cnocmepedicenns 3a ingexyiamu

VYV nesxux mnamieHtiB i3 3amymenoro BlUI-indekmiero (CHI) Ta massrictio CHIJI-acomiiioBanoi

(omoptyHicTruHOi) iHGexnii B aHamHe3i, He3abapom micias modarky aHTH-BIJI tepamii mMoxyThb

BUHHUKHYTH O3HAaKd Ta CHMIITOMH 3allajJieHHsS BHACIIJIOK Honepezmix indexmiit. Jami cumnTomMu

MOXyYTh OYTH HACJTIIKOM IIOKpAaIleHHS iMyHHOI BiXHOBifi opraH13My, mo Jiae 3Mory opraH13My

6opoTucs 3 IHPEKIisIMH, K1 MOTJTIH iCHYBaTH 0€3 OYEBUIHUX CHMIITOMIB.

AyTOIMyHHI 3aXBOpIOBaHHs (IMyHHa CHCTEMa aTaKye 3;10p0131 TKAHUHH OPraHi3My) TaKoX MOXKYTh

BUHHUKATH IicJs TOrO, K Bu po3nounere HpHHOM npenapartiB 1 TikyBarHs Batol BIJI-imdexkii.

Bonu MOXyTh 3’ IBUTHCS Yepe3 6araTo MicsAIiB Micis noanKy nikysanss. Skmo Ba gomitumg 6ym>—‘

SKi CHMIITOMHE 1HQeKIil abo 1HII CHMIITOMH, Taki K M’s30Ba cna61<1CTb CJIa6KICTL 110 nquHaeTbcx

K%WW ’ 2 Qéfé@
“ T e /ég S

W W,é/ 2
K700 2L Ll 05 I



y pyKaxX Ta CTONax 1 IOIIMPIOETHCS Bropy A0 TynyOa, cepmeOHTTs, TpeMop abo TilepaKkTHBHICTS,

TepMIHOBO IOBIIOMTe BamoMy sikapro Ui OTpUMaHHS HEOOXITHOTO JTiKYBaHHS.

Ilpobnemu 3 kicmxkamu

VY nmedKkHX DauieHTIB NIpH NpHHoMI KOMOIHOBAaHOI aHTHPETPOBIPYCHOI Teparmii MOXE BHHHKHYTH

3aXBOPIOBAHHS KICTOK IIiJi HAa3BOIO OcmeoHekpo3 (3arubens KiCTKOBOI TKAHHHH, IO CIPHYHHEHA

HEOCTaTHIM KPOBOIIOCTAUaHHSAM KiCTKH). TpHBANiCTh aHTUPETPOBIPYCHOI Teparlii, 3aCTOCYBaHHS

KOPTHKOCTEPOiMiB, Takux SK JeKcaMeTa3oH ab0 NpPeAHi30JI0H, BXXKHBAHHS AIKOTOJIO, TKKA

IMyHOCYIIpecis, a TaKko)K HaJJIHIIKOBA Bara MOXYTh OyTH meskuMmu i3 Garathox (DakTOpiB PH3HKY

PO3BHTKY IIBOTO 3aXBOproBaHHSA. O3HakamMH OCTEOHEKPO3y € CKYTICTh Cyriio0iB, JloMoTa Ta Oinb

(0cobnHBO y KyJIBIIOBOMY cyTio0i, KONiHI Ta IUIEUl) Ta CKJIAIHOLI MpH pyxax. Skimo Bu momiTuam

Oynp-sIKy 13 IHX 03HaK, moBimoMTe Bamomy mikapro. IIpo6nemu 3 kicTkamu (10 iHOI MPH3BOIATE 10

IepeIOMiB) TaKOXX MOXKYTH 3’SIBUTHCS BHACTIZNOK IOIIKO/DKEHHS KIITHH HHPOK (OHB. po3min 4,

MoxuBi moOiuHi edexTH).

Himu

AKPHUIITET'A Mo2xe 3acTOCOBYBaTHCS JIHIIE Y JIT€H Ta MOJNOIUX 0cib 3 Baroro He meniie 40 kr. g

marmieHTiB 3 Baroio MeHmme 30 Kr, MOXXYTh 3HATOOHUTHCS iHI JIKApChKi 3aCO0H, IO MAKOTh MEHIIHAN

BMICT JIONyTerpasipy, TeHo(oBipy abo JaMiByaHHY.

Inmi aikapceski 3acoou Ta AKPUIITEI' A

IToBimomte Bamomy mikapio, skmo Bu npuiitmaere, HemomaBHO npuiiMana abo MIaHyeTe MpuiAMaTH

Oymb-sKi 1HIII JTiKapchKi 3aco0H, BKIIOYAIOYH Ti IpenapaTy, o Bu kymyete 6e3 perenty Ta Tpas’ sHi

mpenapatd. Bu He mnoBmHHI npuiiMatu 1penapar AKPUIITEI'A 3  poderwmimoMm, skuit

3aCTOCOBYETHCS AJIS JIIKYBAHHS CEPIICBHX 3aXBOPIOBAHb.

Jesixi mikapcbki 3aco0m MOXyTh BIUBatd Ha nito mpemapary AKPUIITEI'A a6o mocumosaru

no6iuni edexta. AKPUIITEI'A Takox MO>Xe BIUIMBATH Ha IO iHIIHX MPEnapaTis.

[ToBimomTe Bammomy nikapro, sixmo Bu npuiiMaeTe Oyab-110 3 HACTYIIHOTO:

e MeTOpMiH, I IIKyBaHHS TiabeTy

e aHTaIMIHI 3aco0H, IUIL JIKyBaHHS [OPYIICHHS TpaBJieHHs Ta medii. He mpuiimaiiTe aHTAmmmumii
3aci0 mpotarom 6 roxguH o npuiiomy npenapary AKPUIITEI'A abo monaiiMerine 2 FOOHHH I
Horo npuiomy

e xap4oBi NOOABKH KaJIBIIifO, 3ali3a Ta MyJIbTHBiTaMiHu. He mpuiimaiite xapuoBi 106aBKH KalbIIilo,
3amiza abo0 MyNIBTHBITAMIHH IpoTsroM 6 romumH mo upuitomy npemapary AKPUIITET'A a6o
IoHaiMeHIIe 2 TOAUH ITCHI HOTo IpuiioMy

e eTpaBipHH, edaBipeH3, (o3aMIIpeHaBip/pHTOHABIp, HEBipamiH abo THUIIpaHaBip/pUTOHABIp, I

mixyBauHas BlJI-inpexmii

prudaMIIiyHE, 11 TiKyBaHHI TyOepKyIb03y Ta iHIMHX OakTepialibHUX iH(beKIin

¢eniToiH Ta perodapOiTa, AT JIKYyBaHHS eIiIerncii

okcKapbasermin Ta kapbamaseriH, I JTiKyBaHHS emierncii abo GimoIapHuX po3aiiB

3Bipobill (Hypericum perforatum), POCIHHHHN JIKapChKuil 3acib, IO 3aCTOCOBYETHCS IS

JKyBaHHS Aempecii

e iHIm IpemapaTd, IO MiICTATh TEHOQOBIPY MAMZONPOKCHN, eMTPUIUTAOIH, JaMiBymuH abo
3anpruTabin i tikyBaHHs BUI-indekimii.

Jly’)xe BaXJIHBO IIOBIIOMHTH CBOEMY JiKapro, Ko Bu mpuiiMaere iHINI mpemapartd, IO MOXKYTh

nomkouTH Bari aupku. BoHH BKIIFOUArOTH:

aMIHOTJIIKO3U/IX, IEHTaMiIMH ab0 BAaHKOMINMH (11 JIiKyBaHHs OakTepianbHol iH(peKITil)

amporepuru B (uist nikyBaHHS rprOKOBOT iH(EKIIiT)

¢ockapHeT, TaHIUKIOBIp a60 NHA0GOBIp (I TIKyBaHHS BipycHOT iH(eKIiT)

anedoBipy TUIHBOKCHI (IUIs JIIKyBaHHS 1H(EKIIiT, CHPHYAHEHOI BipycaMu renaTHTy B)

TaKpoIiMyc (Juig cympecii iIMyHHOT CHCTEMN) e

IHTepNeHKiH-2 (IS TIKyBaHHS PaKy)

HecTepoinHi npoTu3anainbHi 3acobu (HII33, as mosermenHs 60510 y KicTKax a6o M’sI3ax).
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Sxmo Bu mpuiiMaete Oynp-sxuii i3 mux mpemnapartiB, Bam mikap moxe mimiOparn Bam mosy abo
MPU3HAYUTH T0JATKOBI OOCTEKEHHS.

Inwi nikapcvki 3acobu, wo micmams OuOano3un (014 nikyeanus BII-ingexyii):

IIpuitom mdikapcekoro 3aco0y AKPUIITEI'A 3 npemaparaMu, MO MICTSITh JHOAHO3WH MOXKE
IIIBUINATH BMICT IUAaHO3UHY y Bammiit xpoBi. Ilpn oxHogacHOMY mpHifoMi pemaparis, o MiCTSITh
TeHO(OBipy ITU3ONPOKCHI Ta TUNAHO3WH, 3piJKa MOBIIOMILUIOCS NPO 3alalieHHS IIiIIUIYHKOBOL
3aJI03U Ta JIAKTOAIU03 (HAMIHINIOK MOJIOYHOI KHCIOTH Y KPOBi), IO iHOAI MPHU3BOIMIH O CMEPTI.
[ToemHanHs TeHOQOBIPY MAU3OMPOKCHIY 3 [OUAAHO3WHOM TaKoX MOXE 3HH3UTH edekr
aHTHPETPOBipycHOI Tepamii. Bam Jikap yBaXXHO pO3IVIsHE, 4YH JIKyBaTH Bac 3a JOIOMOIOXO
MO€IHAHHS TeHO(POBIPY AU3OMPOKCHITY Ta JUIAHO3HHY.

Sxmo Bu npuiiMaere iHmMMHA TpOTHBIpyCHHE mpemapar mis JikyBaHs BIJI, mo Ha3suBaeThCs
iHTibiTOpOoM IpoTeasy, Bamr ikap MOXXe IpHU3HAYWTH aHAI3H KPOBI [UIS PETEIFHOTO CIIOCTEPEIKEHHS
3a QYHKITIEIO HUPOK.

Taxkox BaXJIHBO IOBINOMHTH Bamowmy mikapro, skimo Bu mnpuiimaere nemimacip/codocOysip,
codocOyBip/BenmnaracBip abo codocOyBip/BennaTacBip/BOKCHIANIPEBIp IS JIKyBaHHS iHGEKIIT,
CIpHYMHEHO] Bipycamu renatuty C.

Baritnicts

SIxmo Bu BaritHi abo 3aBariTHieTe, a00 IUTaHyETe MAaTH TUTHHY, IIOTOBOPITH 3 Bamum nikapeM Imomo
pu3uKiB Ta nepesar npuiiomy npemnapary AKPUIITEL'A. Bam nikap nepernsue Barne mikyBaHHs.
[Tpuitom AKPUIITET'A 1inx gac 3ayaTTs 00 MpOTATOM HEpIINX JBAHAIISTH TH)KHIB BariTHOCTI MOXKE
30LIBIIHTH PH3HMK TAKOTO THILy BPOPKEHOI BamH, K AedeKT HepBoBoi TpyOkH, a came cmiHa Oidima
(aHOMAaITisI CHHHOTO MO3KY).

Slkmo Bu moxere 3aBaritHiTH mix wac npuitomy AKPUIITEI'A i Bu He Iutamyere BariTHITH,
PEKOMEHIOBAHO HACTYIIHE:

- Bu pobute TecTu Ha BariTHICTH

- Bwu BHKOpHCTOBYETE €(DeKTHBHY KOHTPALEIIIIIIO IS 3aI00ITaHHs BariTHOCTI.

He nepepusaiite npuiiom npenapaty AKPUIITEI'A 6e3 xoHcynpTamii 3 BamiM srikapeM, OCKITBKH I1e
MOJKe 3aBJaTH mKoau Bam Ta Bamiit HeHapoKeHIH TUTHHI.

I'pynse BHrogoByBaHHSA

Sxmo Bu mparmere romysatm rpymmo Bamry autiHy, BaM HEOOXimHO OOTOBOPHUTH DPH3HKH Ta
nepeBary 3 Bamum mikapem.

KepyBannsa aBToMo0ijIeM Ta MexaHi3MaMu

AKPUIITEI'A Moke CIpUYMHATH 3allaMOPOYCHHS Ta 1HII MOOiIYHi eeKTH, IO 3HIWKYIOTh yBary. He
KepyiiTe aBTomMo0ineM abo MexaHizMaMH, TOKK BH He mepekoHaeTech y BincyTHOCTI y Bac mobiunnx
eeKTiB, IO BIJIMBAIOTH HA KEPYBAHHS aBTOMOO1IeM a00 BUKOPHCTAHHS MEXaHi3MiB.
Immi inrpexiearn AKPUIITET A

Ieit mixapcekuii 3aci6 mictuth MeHIme 1 mmons Hatpito (1 Mr) Ha omHy TabmeTKy, TOOTO, MOKHA
CKa3aTH, [0 MIpenapar € «BUIBHUM Bi HATPito». BaXXTHBO BpaxOBYBATH BIUIHB JOTOMIKHIX PEYOBHH
yCiX IpenapariB, sIKi IpUAMaE MaIieHT.

3. fIx mpuiimaTn npenapat AKPUIITET'A

3amxmu npuiimante npenmapar AKPUIITEI'A, ToyHO [OTpUMYIOYHCH BKa3iBOK Jiikaps. He
MPUITAHSANTE Horo mpuiioM 0e3 y3ro/pKeHHS 3 BamuM JikapeM. [lopagprecs 3 Barmmm mikapeM, SKImo
Bu HEBIIEBHEHI.

3BHYAHOIO JT030I0 € O[Ha TabJeTKa OJHMH pa3 Ha J00y.

Bu moxere npuiimaru npenapat AKPUIITEI'A nix gac ixi abo Mix npuifoMaMu 1xi.

AHnmauyuoHi 3acobu, xap4oei 000asKuU Kanbyiio, 3a1i3a, My1bmUBIMAMIHU

3anuTaiiTe nopany y Bamoro mikaps, sikio Bu npuiimaere:

e aHTaruAHUH 3acib (mpemapar AN JIiKyBaHHS MOPYIIEHHS TPAaBICHH Ta Medii)

e XapuoBi JOOABKH KaJBINO

e XapyoBi M0OABKH 3aiTiza
®
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[IpmitmaiiTe 1i mpemapaTH IMoHaiMmeHme 3a 6 roguH no npuiiomy npemapary AKPHIITEI'A a6o
npuiimaiite mpenapar AKPUIITEI'A monaiiMeHme uepe3 2 TOOUH IIiCHIA IPHHOMY aAHTAI[HIHOIO
3aco0y, Xap4oBoi JOOABKH KaIbIIIO YH 3a1i3a a0 MyJIbTHBITAMIHIB.

JiTH Ta mipmTKA

JHoza npenapaty AKPUIITET'A g miteit Ta migmiTkiB 3 Baroro He MeHme 30 Kr — ogHa TabneTka
omuH pa3 Ha n00y. Jliti Ta mimmiTky, y sxux BlJI-iH(pekiis € pe3ucTeHTHOIO 10 JIKapChbKHUX 3aco0iB,
momioumx g0 npenapaty AKPUIITET'A, ne mosunani npuiivatu nmpenapat AKPUIITELA.

Jlikapcokwmit 3aci6 AKPUIITEI'A menpupaTHHH IS 3aCTOCYBaHHS IiTsSM 3 Baroro MeHme 30 kr, y
TaKoOMy pa3i HeoOXiTHO 3aCTOCOBYBATH 1HIII JIIKapChKi GOPMHU.

Sxmo Bu npuitasim 6ineme npenapatry AKPUIITET'A, mixk norpioHo

Sxmo Bu mpuitHsmu 3abarato Tabnerok mpemapary AKPUIITET'A, 3BepHITBCS 3a TOPAmo0 I0
Baroro mikaps. ITo MOXIHBOCTI TOKaXiTh Homy ynakoBky npemnapaty AKPUIITETA.

SIxmo Bu 3a0ya npuritasaTa npenapat AKPUIITED'A

Sxmo Bu nponyctuim no3y npenapary AKPUIITED A, mpuiimMiTs penapar, sK TiNbKH 3rafacre. Aje
SIKIIO TPHHOM HACTYITHOI 03K IOBHHEH OyTH paHille, Hixk 3a 12 roAuH, IPOIyCTiTh A03Y, Ipo Ky Bu
3a0y/H, Ta MPHUMITh HACTYIIHY 03y Y 3BHUHU 49ac. [IoTiM mpomoBxyiTe NiKyBaHHS sK 1 paHime. He
IOTPiOHO ITOBOIOBATH 03y, 0O HATOIYXXHTH IPOIyIIeHy mo3y. JlaHuil mpemapaT MICTHTh MEHIIE
1 mmons HaTpito (1 Mr) Ha omHy TalJeTKy, TOOTO, MOXXHA CKa3aTH, IO Ipernapar € IepeBa)XHO
«BUTPHHM BiJI HATPIIO».

4. MoxxauBi no6ivHi egpexTn

IToni6HO m0 iHIIEX JiKApCHKUX 3acO0iB, JaHWH IpernapaT MOXe CIPHYHHHUTH MOoOiuHi edexTH, aie
BOHH TpPAILTAIOTHCS HE Y KoxHOTO. [loBimoMTe Bamomy mikapro y BHmaaky OyIOb-SKOTO HOTipIIEHHS
Barmroro crany. 3MiHH MOXYTh OyTH CIIPHYMHEH] K JIIKAPCHKUM 3aCO000M, TaK U IOTipIIEHHIM CTaHYy.
Auneprivuni peaxmii

V pasi BUHHKHEHHs aJIepriyHoi peakiii, HeraifHo 3BepHITHECS N0 Barmoro sikaps, OCKIIBKH JiKap MOXe
BUpIiIUTH, 110 BaM HeoOXinHo npunuHuTH npuiiom npenapaty AKPUIITEI'A. O3rakaMu anepriqgux
peaxiiiii €:

IIKIpHUHM BHCHUII

JTIXOMaHKa

BTOMJTIOBaHICTh

i AKi pHIA HaOpsIK, IO MOYKe IOIIUPHUTHCS Ha 06nry4s abo poT, Ta yTpyAHEHHS TUXaHHS

6iy1b y M’s13ax Ta cyriobax.

JlakToanumo3 (Ha/UTAIIOK MOJIOYHOI KHCIIOTH B KPOBi) € piiKicHAM (MO>Xe BUHHKHYTH MEHII HiX y 1
narienra i3 1000), ane cepiio3HuM mo6i9HIM ehekToM, o Moxe OyTH neranbHuM. HactynHi no6ivsni
eeKTH MOXKYTh OyTH 03HaKaMH JIaKTOAIM03Y:

e TIHOOKE, IPUCKOPEHE NUXAHHS

® COHJIMBICTD

e  BiMuyTTs HyZOTH (HyZIOTa), XBOPOOIHBICTH (OMIOBAaHHS) Ta O1Ib Y KHBOTI.

Hysxe mommpeHi modiuni edpexTn (BunuKaroTh y noHay 1 i3 10 ocib)

rOJIOBHUH 01116

niapest

BIIYYTTS HYJOTH (HyOTa)

yTIpYIHEHE 3aCHHAHHS (0€3COHH ).

Ananizu maxooic MoACymv nOKa3amu.

® IIaTOJIOTIYHO HU3BKI PiBHI ocdaTiB y KpoBi.

Momupeni no6iuni egexTH (MOXYTh BUHHKATH MeHII HiIX y 1 i3 10 oci6)

BHCHII, CBepOIITIKa (CBEPOIXK)

XBOpOOIHBICTE (OIOBaHHS), abaoMiHANBGHUHN (y XKUBOTI) OUIB Ta AUCKOMOOPT, 3)1y1'r;1 (MeTeOpI/IBM)
0€3COHHS, TATOJIOTIYHI CHOBHIIHHS, ACTIPECist

3aI1aMOPOYEHHS, BTOMJTIOBaHICTb.

Ananizu makosic Mod;cymo noKazamu:

o poOJIEMH 3 IIEUiHKOIO ,J
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® [IiIBHINEHHS PiBHSI QEPMEHTY, IO HA3HBAETHCS KPEATHHKIHA3OI0.

Henomupeni no6iuni egexrn (MoXyTh BUHHKATH MeHIIT HIXK y 1 13 100 ocil)

ayepriudi peakii (IUB. OIIHC BHIIE)

OLTh Y IUTYHKY (PKABOTI), CHPHYHHEHHH 3aaIeHHAM ITi IIILTYHKOBOI 3aJI031

XKOBTYIIHICTh IIKipH Ta ouel, cBepOiX abo OuLIb y >KHMBOTI (LUIYHKY), CIPUYHHEHI 3aIaJICHHIM

TICYiHKU

Oiyb y M’s13aX Ta Cyrao6ax

Oinb y KICTKaX Ta MEPeIOMH KICTOK, M0 MOXYTh OyTH CIPHYHHEHI MOIMKOMKEHHSIM HHPOK (IHB.

3acTepexxeHHs Ta 3amo0KHI 3aX0/H), CYyIIUIATBHI JYMKH Ta MMOBEIiHKA (OCOOIHBO y MAIlI€HTIB, SKi

paHile Mayg fenpecito abo mpoOaeMu 3 NCHXITHAM 3I0POB’ SIM).

AHanizu maxoic MoACYms NOKA3aAMu.:

3HIKEHHS KaJIIO B KPOBI

mpo0JIeMu 3 MiANLTYHKOBOIO 3aJI03010

3HIDKEHHS KUTBKOCTI KIIITHH, 3aTy9eHUX JO 3rOPTaHHS KPOBI (TPOMOOIIUTOIIEH )

HU3bKa KiIbKICTh €pUTPONHTIB (aHEMis) a00 HU3bKA KiJIBKICTh JIEUKOIMTIB (HEHTPOTICHI).

PinkicHi mo6iuni edpexTH (MOXyTh BHHAKATH MeHII HIX y 1 13 1000 ocib)

JIAKTOAIH03 (HATHIIOK MOJIOYHOT KHCIOTH B KPOB1)

OXHPIiHHS IEeUiHKH

3amajieHHs] HUPOK, OCHJICHE CEYOBHITYCKAHHS Ta BiTIyTTS CIIpart

3MiHH y cedi Ta OUIb y cChOHHI, cIpudWHEHI HpobleMaMH 3 HHPKAMH, BKIIOYAIOYHA HHPKOBY

HEIOCTATHICTD.

Ananizu maxosic MoACymo nOKA3AMuU:

®  IIOIIKO/KEHHS HUPOK

e ITiIBUINCHHS PiBHS KPEaTHHIHY Y KPOB1

e IIiABHUINCHHS PiBHI QEPMEHTY, 10 HA3UBAETHCI AMiNA3dA.

Hy»xe pinkicHi mo6iuni edexTn (MOXyTh BUHUKATH MeHII HIX Yy 1 i3 10000 ocib)

OHIMIHHS, B9y TTs IOKONFOBAHHS MIKipH (IIIHIBKA Ta TOJIKH)

HE3JAaTHICTh KICTKOBOI'O MO3KY YTBOPIOBATH HOBI €pUTPOIMTH (ICTHHHA €pHTPOIIUTApHA aIlia3is).

Ilo6iuni edexkTH 3 HEBITOMOIO YACTOTOIO:

e TI/BUINEHHS DiBHA JKHPIB y KpOBi (TimepiimizeMis) Ta HaToNOTidHE MiJBHINEHHS DPIBHS IYKPY
KpoBi. Bamm Jrikap mpoBezie aHaTi3| JJIs BUSBJICHHS ITHX 3MiH

® TI0sIBa CHMIITOMIB iH(EKIIi1, K YaCTHHA «CHHIPOMY IMYHHOI peaKTHBamii» (IUB. 3aCTEepeKCHHS Ta
3aI1001KHI 3aX01H).

Sxmmo Oyab-sxuif 13 mo6igyHuX edeKTiB cTae cepio3uuM, abo Sxmio Bu momitumm Oyap-skuit mo6iuHwiA

e(eKT, Mo He BKa3aHUH y JTAHOMY JIUCTKY-BKJIQ Ui, TOBiIoMTe Bammomy mikapro.

IToBimomaenns: npo no6iuni eexTn

Sxmo y Bac € Oynp-sxuii 3 nobigamx edekri, moBinomre Bamomy mikapro. e Bkirodgae HebaxaHi

edexTH, MO HE BKa3aHi y [JaHOMY JHCTKY-BKJIamuimi. [lpm moxsmBocTi, Bu Takox Moxere

MOBITOMHUTH ITpo MoOiYHI edekTH Oe3nocepeIHRO Yepe3 HalllOHATIbHY CHCTEMY MOBimoMiieHs. I1lnsxom

HOBiZTOMIIEHHS TIpo moOiuHi edextr Bu Moxere momoMortm Hajgaté Oumbime iHGopMariii momo

Oe3rmeKy JaHoTo IIperapary.

5. SIk 36epiratu npenapatr AKPUIITET' A

36epiraTs JaHWH MpemnapaT 1mo3a moJieM 30py Ta MOCSDKHOCTI TATHHH.

He 36epiratu npu temmnepatypi Bute 30 °C. 36epiraTu B OpUTiHANBHINA yIakoBLi. Y THII3yBaTH 4epes3

90 mHIB Ticisd WEepHIoro BiAKpUTTS. He 3acTocoByBaTH MaHWM JiKapchbKWH 3aci® micisd 3aKiHYeHHS

TepMiHy NOpHIATHOCTI, 3a3HadeHoro Ha erukermi micns «EXP». Jlara 3akiHUeHHS TepMiHy

IPUIATHOCTI BIMIOBiIa€ OCTAHHBOMY JTHIO BKA3aHOT'O MiCSIIS.

He Buxunata Oynb-sKi mpemapatd 0 CTIYHHX BOJ 200 MOOYTOBHUX BiIXO/IiB. 3aHHTaﬁTe'CE(5:IfQT}IIiI§apSI,‘

K YTHJI3yBaTH IpEIapaTH, o OiIblie He BUKOPUCTOBYIOThCS. 1i 3aX0mH HOIOMONKYTE 3axnd'rhrn

HABKOJIHIIHE CEPEIOBHUIIIE. Ci R

6. BmicT ynakoBkH Ta iHma ingopmanis

IIlo BxoauTh A0 ckiaany npenapaty AKPUIITEI'A

DI CALE L7776
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AXTHBHHMH IHTpEi€HTaMH IAHOTO IIpenapary € JOyTerpaBip (y BHIVIANI HATPilO), JAMIBYIHH Ta
TeHoGoBipy mu3ompokcuny ¢ymapar. Koxna tabmerka mictate 50 Mr moxyTerpaBipy (y BHIJIAIL
Hatpiro), 300 Mr namiByauHy Ta 300 Mr TeHOQOBIpY AH30NPOKCHIY Qymapary.

[HmmME 1HTpEIiEHTaMH €:

A0po mabnemxu: MaHIT; IEIOI03a MIKPOKPUCTATIYHA; HATPIIO KPOXMATBIITIKOJIAT; TOBIJOH; JIAKTO34,
MOHOT'1IpaT; HATPIIO KPOCKapMeno3a Ta Marito creapar.

IIniexoea 06010HKQ: CUUPT TONIBIHIIOBHH, THTaHY MiOKCHJ, MaKpOTOJ/IIONIETHICHTIIIKONb, TaIbK.
Ile#t mikapcpkwmii 3aci® MicTuTh MeHIIe 1 MMoip HaTpito (1 Mr) Ha OfHY TabNeTKy, TOOTO, MOXKHA
CKa3aTH, 0 Ipernapar € IepeBayKHO «BLIBHUM BiJl HATPIIO».

Sk Buriasaae npenapatr AKPUIITEI'A Tta BMicT ynmakoBKH

JIBoomykiia TabJleTKa 31 CKOIICHHMH KpasMH, KarcyJormomioHoi (opMH, BKPHTA ILIIBKOBOIO
00070HKOIO Bix Oinoro mo maibke 6inoro xompopy, 3 BinmOutkoM «M» 3 omHOro 60Ky Ta «LTD» 3
iHImroro 60Ky TabIeTKH.

AKPUIITET'A nocTauaeTbess B KpyTiIOMy CHHBOMY Hempo3opoMy (iakoHi, Burotosienomy 3 I1BII]
(HDPE), 3akpuTOMy CHHBOIO HEMPO30pOI0 MOJIMPOIiICHOBOIO KPHIIKOIO 3 ocymryBadem. KoxHuit
¢maxon micTutb 30 a60 90 abo 180 Tabnerox.

IHocTavyaapHHK

Maitnan Jlabopatopi3 Jlimiten

ITnot No564/A/22, Poan Ne92, JIxy6ini Xinc

Xatinepaban — 500096

Tenaurana, Ianis

[Mylan Laboratories Limited

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

Hyderabad — 500096

Telangana India]

EnexTponna normra: Imitiaz.Basade @mylan.in

Bupo6uux

Maitnan Jlabopatopi3 Jlimiten

ITmot Ne: 11-12 ta 13, Immop CE3

®apma 3oH, Paza-11, Cexrop-III, ITitammyp — 454775

Hict.-JIxap, Manx’a-Ilpanerm Iugis

[Mylan Laboratories Limited

Plot no: 11-12 & 13, Indore SEZ

Pharma Zone, Phase-II, Sector-III Pithampur — 454775

Dist. Dhar, Madhya Pradesh India]

3 mpuBoxy Oynp-aKo0i iHpopMamii o0 JaHOro mpemapary, 3BepTaifTecs 10 MiCIIeBOTO IPeICTaBHHKA
MTOCTaYaTbHIKA.

JlaTa ocTaHHHOr0 Heperjsay JaHOIo JHCTKA-BKJIaauma — janesb 2019 poxy

JeranpHa iHpOpMAIis Ipo el mikapchkuil 3acib moctynHa Ha BeO-cTopinmi BeecBiTHBROT Opranizartii
Oxoponu 3nopos’s (BOO3): https://extranet.who.int/prequal/.

[IMomo SmPC (KopoTkoi XapakTepHCTHKH JiKapchkoro 3acoly) mist Jlomyrerpasip (y BHIJISII
Hatpito)/JlamiBymua/Ternodoipy muzompokcmiy ¢ymapary 50 wmr/300 wmr/300 Mr Tabnerku
3BepHiTECS 710 BeO-cTopink WHO-PQ (mpexBamnidikamnis BOO3).

Peectpamiitae mociguenns B 3im6a6se No: 2018/7.13/5737

Peecrtpamiitae mocsiguenHs B borceani No: BOT1703219

Peectpamniitae nocBimuenss B Tanzanii No: TZ18 H 0188

Peecrpaniiine moceimdenns NAFDAC (HamiomanpbHa areHmis 3 yIpaBiliHHA Ta ~KOHTPOIIO 3a
JKapChKUMHU 3ac00aMU Ta XapuoBUMHU mpoaykTamu) Ne: B4-9927 s AR

[Tpomyxt 6yB BHpOOIEHUH 32 JIIIEH31€I0 TATEHTHOTO ITyJTy JiKapChKUX 3ac0o0iB .
[TocTagaHHs IPOAYKTy Ha IPUBATHHUI pUHOK 3a00pOHEHE. oy ﬁ 27 Rl
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Bynp-sixe iHIIe BUKOPHCTaHHS 3a00pOHEHE.

r POM I | Cxema 2 l P.P. [ Crhncok - 1 j

Bupobnero:

Maiinan Jlabopatopis Jlimiten

m IInmot Ne 11-12 Ta 13, Innop CE3, ®apma 3oH, Pa3a-II, Cexrop-III, ITitammyp — 454775, Hict.-
Ixap (MIT) Ianis

[Mylan Laboratories Limited

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

Sector-1I1, Pithampur - 454775, Dist.- Dhar (MP) India].

75073863
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[HCTpYKIIA NPO 3aCTOCYBAHHA JIIKapChKOTo 3aco0y abo inpopmalis mpo o Peectpauiitnoro Ioceiquenns
3aCTOCYBAHHS  JIKAPCBKOrO ~ 3acoby, — 3aTBepkeHa SLUHO 3 / HE0 Bil J?CP [VE 4 ZOAD.
HOPMAaTUBHAMH BHMOIaMH KpaiHn 3asgBHuKka/BupoOHuka abo kpainu,

PeryJSATOPHUN OpraH sSIKOi KepyeThCs BHCOKHMH CTaHAAapTaMH AKOCTI, y # / ,/d’ % ';Z f /0 7 / Y4
110 BiANOBiZalOTh cTaHIapram, pexomenmosaruM BOO3, ta/abo 3rizHo

3 pesynbTaTaMH KIHIYHUX BUNPOOYBaHb, BHKJIAJEHA MOBOIO

BiZMOBIZHO 10 BHMMOI INOJO MOBH, BHU3HAUeHHX a03aloM Apyrum

YaCTHUHHU TPeThoi cTaTTi 26 3akoHy Vkpaimu "IIpo 3acamu HepikaBHOI

MOBHOI IO THKA"

JInnens 2019 p.

JHomyterpasip/JlamiBynus/TenodoBipy ausonpoxcuiy gpymapar WHOPAR, vactuna 4
Po3zin 6 onoBsenuii: kBiteHs 2020 p.

50 mr/300 mMr/300 mr TabneTku
(Maitnau Jlabopartopis Jlimiten), HA68S

KOPOTKA XAPAKTEPHCTHKA JIIKAPCBKOI'O 3ACOBY, PEKOMEH/IOBAHA BOO3-IIK

V' yiu xopomxii xapaxmepucmuyi NiKapcbKko20 3aco6y OCHOBHA Y6aza NPUOIIAEMbCA 3ACMOCY8AHHIO
niKapceko2o  3acoby, wo oxonmoemoca Ilpoepamoro BOO3 i3 npexeanigixayii nixapcekux 3acobis.
Pexomenoayii wooo 3acmocysanus IpyHmylomuci Ha Kepignux npunyunax BOO3 ma wna ingpopmayii,
OMPUMAHTTL 610 CMPO2UX Pe2YNIAMOPHUX Op2anie (mepmin mae 6ymu nepeisinymui).

Hanuii nixapcexuii 3acib6 mooice 6ymu 003601eHO O 000AMKOB020 AOO THULO20 3ACMOCYEAHHS 30 DIULCHHAM
HAYIOHANLHUX OP2AHIE PecyIo8AnH s IIKAPCOKUX 30C0018.

Cropinka 1 3 31
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Jonyrerpasip/JlamiBynun/Tenodosipy qusonpokcuny gpymapar WHOPAR, vactuna 4 Jlunens 2019 p.
S0 mMr/30Q Mr/300 M- TAONETKH Posais 6-oniopsenHii kpirers 2020 p.
(Maiinan Jla6oparopis Jlimiten), HA688

1. HA3BA JIKAPCBEKOI'O 3ACOBY
[Toprosa Hazsa HA688]!

2. SIKICHMM TA KUIBKICHHMIA CKJIAJL
1 TabneTka, BKpHTA ITiBKOBOIO 000JIOHKOIO, MICTHTH S0 Mr mosyTerpasipy (y BUIsi Hatpiro), 300 Mr
namiByauHy i 300 Mr TeHOGMOBIpY qH30NpPOKCUITY dhymapary.

1 TabneTka, BKpHTA IUTIBKOBOIO 000JIOHKOIO, MiCTHTE npubmusto 131,4 mMr mManity, 136 Mr nakTosw,
Monorizpary i 1 mr (0,04 Mmmons) HaTpito (TOOTO IpenapaT NPAKTHYHO HE MiCTUTB HATPIIO).

IToBHMI1 nepenik NONOMDKHUX PEYOBHH HaBeneHHH y po3ini 6.1.

3. JIKAPCBKA ®OPMA
TabneTkn, BKPUTI MITIBKOBOIO 0O0JIOHKOIO

JBoomyxka TabaeTka 31 CKOUIEHUMH KpasMH, KaICyJIoHoioHOT pOpMH, BKPUTA IUTIBKOBOKO 060JIOHKOIO Bi
6inoro 10 Maibxke 6i10ro Kombopy, 3 Bitoutkom «M» 3 ogroro 60ky Ta «LL.TD» 3 iHImoro 60ky TabneTKH.

4. KJ/OHIYHI XAPAKTEPUCTHUKHA

4.1 TepaneBTHYHI MOKA3AHHS
ITpenapar [Toprosa Hassa HA688] nmokazanuii 1yisl JIiKyBaHHS TOPOCIIMX Ta MiIJITKIB i3 Macoro Tina
monaiimeniue 30 kr, iHbikoBaHUX BipycoM iMyHomediuuTy mroaunu (BIT).

Crin ypaxyBaTu BUMorH oinifHiX KepiBHHNTB i3 TiKyBaHHS NauieHTiB, iHdikopanux BIJI-1, Hanpukiaz
KepiBHUITB, onprirogHenux BOO3.

Ilomo 3acTocyBaHHs aHTUPETPOBIPYCHHX JIIKAPCHKMX 3aCO0IB U1 MOCTKOHTAKTHOI PO iIaKTHKH, ci1ix 6paTn
10 yBary inopmariro, BUK/Ia/IeHy B HAHHOBIMIHX o}ilifiHIX KepiBHALITBAX, HATIPUKIIAL Y KEPIBHULITBAX,
onpumoaHenux BOO3.

4.2 Cnocif 3acTocyBanHs Ta 1034
INpenapar [Toproea Hazsa HA688] noeuHeH npusHavaTy Jikap, sKuil Mae nocein Jtikysauds BIJI-indexmnii.

Ho3yeannsa

MHopocni
Ho3za npenapary [Toprosa nasea HA688] craHOBUTE 0fiHY TabaeTKy OuH pa3s Ha q00y.

Kopexyia 0osu

V TuX BHUIAAKaX, KOJIM € MOKa3aHHs i NPUIMHEHHS JIiKyBaHHS OJHHM i3 KOMIIOHEHTIB npenapaty [Toprosa
nassa HA688] abo xonu HeoOXiHa KOPEKIis JO3H, ClIiJ 3aCTOCOBYBATH OKPEMI [penapary A0y Terpasipy,
NaMiByIMHy Ta TeHOQOBIpY AU30MpoKcHTy. Ciix 03HAHOMUTHCH 3 IHCTPYKLIFO ISl MEMYHOTO 3aCTOCYBAHHS
KOXKHOT'O OKPEMOT'0 JIKapChKOro 3acoby.

Sxmo nanienty, indixosani BIJI-1, MaloTe Pe3UCTEHTHICTH A0 MpenapariB Kiacy iHribiTopis iHTerpasu
(moxymeHTaIbHO MiATBEpIKeHy ab0 Mi03pIoBaHy), HeOOXiHI JOAAaTKOBI 103U HoiyTerpasipy. Crin
O3HaHOMHTHCE 3 IHCTPYKILIO U1l MEAUYHOTO 3aCTOCYBAHHS IOy TErpaBipy MUisk OTPHMAHHS J0JATKOBOT
indopmarii.

Hionimxu 3 macorw mina wonatimenue 30 ke

peryJIroBaHHS JIIKapChKHX 3aC00iB.

/77%7 Cr778
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Homnyrerpasip/JlamiBy qus/ TenodoBipy ausonpokcuiy dymapar WHOPAR, uactuna 4 Jlunens 2019 p.
50 mr/300 mr/300 mr raGrrerkm Posair 6 urUBIEHni. KBiTeHs 2020 p.
(Maiinan Jlaboparopis Jlimiten), HA688

Jos3a nomyrerpaBipy i MiIUITKIB i3 Macoro Tina monakiMenme 30 kr, iHdikoBanux BIUJI-1, Ges
PE3UCTEHTHOCTI /10 MpenapariB Kjacy iHriGiropiB iHTerpasu CTaHOBUTH OfHY Tabnerky npenapary [Toprosa
Ha3Ba HAG688] onun pa3 Ha noOy. IHdopmaris mpo 3acTocyBaHHs AOMyTerpasipy MimtiTkaM, iH(iKOBaHUM
BIJI-1, i3 pe3ucTeHTHICTIO O IpenapariB Kiacy iHribiTopis iHTerpa3u € HeIOCTATHHOKO.

Himu

Ipenapar [Toprosa nazsa HA688] He ciix 3acTocoByBaTH IiTSAM i3 Macoro Tijia MeHiie 30 Kr, OCKiIbKH JaHui
npenapar He J03BOJIs€ IPOBECTH BiANOBIAHY KOpeKIlito mo3u. I1oTpiGHI okpeMi mpenapaT, MO MIiCTATh MEHITY
KUTBKICTB Oy Terpasipy, TeHOGOBIpY TH30IPOKCHIY ab0 JTaMiByIHHY.

Ilayienmu nimnvo20 8iKy
ITpenapar [Toprora nazsa HA688] ciif 3 00epeskHICTIO 3aCTOCOBYBATH MALliEHTaM JIITHHOTO BiKy (IIHB. PO3Iij
4.4).

IHopywenns @ynxyii Hupox
Jlezxe nopyuenns Qynxyii nupok (knipenc kpeamuniny 50-80 miu/xs):
[MamienTaMm i3 JerKUM MOPYIIEHHAM (QYHKIII HIPOK KOPEKLis JO3H He MOTpibHa.

Ilomipue abo maoicke nopyuwienHs QyHKyii HUpox (knipenc kpeamuniny > 50 mu/xe):

ITpenapar [Toprosa nazsa HA688] He peKOMEHIy€eThCSI 3aCTOCOBYBATH MALliEHTaM i3 KITiPEHCOM KPEaTHHIHY
< 50 mu/xB (muB. po3ninu 4.4. 1 5.2), OCKUTBKH HEMOXKIMBO NIPOBECTH BiANOBINHY KOpekuito 103u. Takum
TMaLi€eHTaM CJIiJ] 3aCTOCOBYBATH OKpeMi IperapaTi JOIyTerpasipy, JaMiByAUHY Ta TEHODOBIPY TH30TIPOKCHITY.

Iopywenns @ynxyii nevinku

Hemae notpebu y KOpeKIil 1034 IS MAL[€HTIB i3 JIerkuM abo MOMipHHM MOPYIIeHHIM GYHKIIT ediHku (Kiac
A a6o B 3a mxanoro Yaiinga — IT’10). JlaHi o010 3acTOCyBaHHS TOTyTErpaBipy MallieHTaM i3 TSHKKUM
nopymeHHaM QyHkuii nedinkH (xiac C 3a mxanoro Yaiinga — [1'10) BinCyTHI; TOMy TaKUM MMaI[ieHTaM
npenapar [Toprora na3zsa HA688] i 3acTOCOBYBaTH 3 00€PEXKHICTIO.

Ipununenns mepanii

Sxuro nanienTtam i3 koindexmniero BIJI Ta Bipycy remaruty B (BI'B) mpunuHsIIOTE 3aCTOCOBYBATH Mperapar
[Toprosa nHazsa HA688], To Taki manieHTH HOTpeOyBaTHMYTh PETENBHOIO CIIOCTEPEKEHHS 00 O3HAK
3arOCTPEHHS renatuTy (IuB. po3ain 4.4).

Ilponycx 0o3u

SIkImo mamieHT NMpoIycTHB mo3y mpenapary [Toprosa Hasea HA688], itomy ciin mpuiHATH MPOMYINEHY 03y
SKOMOra IUBUALIEC 32 YMOBH, IO IO MNPHHOMY HACTYIHOI MO3H 3aJHINacThcs He MeHme 12 romud. Skmio
HACTYIHY 03y HeoOXifHO NpHHMAaTH BIIPOJOBXK 12 roJuH, MalieHT He MOBUHEH MPHAMATH MPOITyIIeHy 103y, &
TIOBEPHYTHCS IO 3BUYAHHOI0 PeXXUMY NO3YBaHHS.

Cnoci6 3acmocyganHs
3acTOCOBYBATH NIEPOPAIIBLHO.
PexoMeHyeThCs IPOKOBTYBATH TabseTKy npenapaty [Toproea Hasea HA688] wisioro, 3amuBarouu BOMOK.

IMpenapar [Toproea Ha3ea HA688] 3a3BHuaii MOXKHA MPHWMATH HE3aJIEXKHO Bifl BXKHBAHHS DKI.

Slkmio e pesucrentHicts BIJI-1 mo npenaparis kiacy iHri6itopis inTerpasu, npenapar [Toprosa nazsa HA688]
Ha)xaHO 3aCTOCOBYBATH ITiJ Yac BYKUBAHHS DKi, 100 301IbIIMTH HOr0 BCMOKTYBaHHS (OCOOIHBO MAllicHTaM i3

myTanismu Q148).
4.3 IIporanoxazanus
e [linBuineHa Yy TIHBICTE 10 i
po3nim 6.1. ‘
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4.4 CrenianpHi 3acTepekeHHs Ta 3aN00iKHI 3aX0H IPH 3aCTOCYBaHHI

3aeanvhi oani

Jlo moyatky JiikyBaHHS, L0 BIJIIOYAE JIAMIBYAUH 1 TEHO(DOBIpY TH30IIPOKCHII, BCIM MallieHTaM He0OXiaHO
BU3HAYUTH HasBHICTH aHTUTLN 10 BI'B (muB. Hyxue «Ilayienmu 3 koinghexyieio BIJI ma sipycy eenamumy B
(BI'B) abo C (BI'C)»).

Iepeoaua Bl/I-ingexyii

EdexTuBHA IPOTUBIpYCHA TepaIis MOXKe iCTOTHO 3HU3UTH PH3HK Nepenadi iHdekuii crateBum nuisxoM. OmHak
TaKuil pU3UK He MOke OyTH yCyHeHHUH noBHicTIO. ToMy HEOOXiTHO BXKMBATH 3arI00DKHEX 3aXO0/IB IS
TonepeLKeHH repeadi iHekmii BiAmoBiAHO 10 HAIOHABHHX PEKOMEHIAIH Ta iHIIUX HOPMAaTHBIB.

Peszucmenmuicme BIJI-1 0o npenapamie xnacy ineidimopis inmezpasu

[MpuiiMarouu pilieHHS PO 3aCTOCYBaHHS JOIYTeTrpaBipy y pasi pe3UCTEHTHOCTI [0 MperapariB Kiiacy
iHribiTopiB iHTETpa3H, CiIi BpaXOBYBAaTH, IO AKTHBHICTh HOJIyTErPaBipy CyTTEBO 3MEHIIYETHCS TIPU
indixyBaHHI narieHTa ImWTaMamMHu Bipycy 3 Mytaiiero Q148 + > 2 sropunsi myTtauii G140A/C/S, E138A/K/T,
L741. ToyHO HE BiZOMO, KOO MipOIO TOyTerpagip 3abe3nedye JoIaTKOBY epeKTHBHICTh NP HAIBHOCTI TaKOl
pesuctenTHocTi BIJI-1 o npenapaTiB kiiacy iHriOiTOpiB iHTErpasH.

Peaxyii niosuwernol uymnusocmi

[pwu 3acToCyBaHHI JOMyTerpaBipy MOBIIOMIISIIOCS PO peaKilii MigBHILEHOT Uy TIHBOCTI, SKi
XapaKTepU3yBaJIUCs BUCUIIAaHHSAMH, CUCTEMHHUMH 3MiHaMH, a iHOAI — OUCGYHKINEIO OpraHiB, BITIOYAIOTH
TSDKKI peakiii 3 60Ky nedinku. Jlomyterpasip Ta iHIII Mi03pIOBaHi MpenapaTi HeoOXiTHO HeraifHo BiqMiHUTH,
SIKIIO BUHHKAIOTH PEaKLii MiIBUIIEHOT Ty TJIHBOCTI (BKITFOYAOUN TSDKKE BUCUTIAHHSA a00 BUCHITAHHS, IO
CYTIPOBOJKYETHCS M ABUINEHHSM PiBHIB NEUiHKOBUX (DEPMEHTIB, TapsuKy, 3arajibHe He3Ly)KaHH,
BTOMJIIOBaHICTh, OLTb y M’s13aX a0 cyriiobax, yTBOpEeHHS IMyXUPiB, YPaXKEHHS POTOBOT MOPOKHHUHH,

KOH IOHKTHBIT, HAOpSAK 00IHY4s, €03uHOGIITIFO0, aHTIOHeBPOTHIHKE HAOPsK). Citil KOHTPOFOBATH KJIiHIUHHMA
CTaTyC, BKIIOYAIOYH BU3HAUEHH PiBHIB MeUiHKOBUX aMiHOTpaHc(epas Ta OunipyOiHy. 3aTpuMKa y BinmiHi
JiKyBaHHS TOTyTerpaBipoM abo iHIIMMH HiT03PIOBAHUMH IIIOYUMH PEYOBHHAMHU ITiCJIST BHHUKHEHHS pPeaKilii
MiIBUIIEHO] Yy TIIMBOCTI MOXKE NPH3BECTH O PO3BHUTKY ANEPridHOI peaKilil, 10 3arpoKye JKUTTIO.

Curnopom imyHHOT peaxmusayii

V indikoBanux BIJI maiieHTiB i3 TOKKHM iMyHOIeIIHTOM Ha MOYAaTKy KOMOIHOBaHOT aHTHPETPOBIpyCHOT
tepanii (KAPT) Mo>ke BHHHUKHYTH 3anajibHa peakiiis Ha 0€3CHMITOMHI a00 3aJTHIIKOBI OMIOPTYHICTHYHI
indekwii Ta BUKIHKATH CepHO3HI KIIHIYHI MPosSBH ab0 MOripIIeHH CUMIITOMIB. 3a3BHYaid, Taki peakiii
CIIOCTEPITATUCS MIPOTATOM NEPIIUX JSKUTPKOX TIKHIB 200 MicsiB micns moyatky KAPT. Bigmosiguumu
NPUKJIIAMH € IIUTOMETalIOBIpYCHUM PETHHIT, TeHepasi3oBaHi a0o JIoKanbHI MikobakTepianbHi iHbeKIil Ta
ITHEBMOHIS, CTIpUYMHEeHa Prneumocystis jirovecii. Bynp-sKi CHMIITOMH 3aIlajIeHHS CJIiJ] OLIHUTH Ta y pasi
OTpeOr MPU3HAYMTH BiAMOBIAHE JIKYBaHHS.

Takosx MOBIHOMIISUIOCS PO ayTOIMYHHI 3aXBOPIOBaHH (Taki sk XBopoba ['peiiBca it ayTOIMyHHHIA remaTur),
SIKi BUHAKAITK y MIPOLIeci BITHOBNCHHS iMyHiTeTy. OHaK Yac 10 BUHHKHEHHS 3aXBOPIOBAHHS, PO SKHIA
MOBiZOMILSUTOCS, € OB BapiaGenbHUM, 1 I SBUIA MOXYTh BHHUKHYTH 4epe3 0araTo MiCsILiB MMiCHs OYaTKy
JiKyBaHHS.

V nmesxux nmauieHTiB i3 koiHdekuieo Bipycy rematury B abo C Ha moyatky JiKyBaHHS JOJIyTerpaBipoM
CTIOCTEpIiranocs MiBHIIEHHS PiBHSA ITe4iHKOBHX (EPMEHTIB, IO BiNIOBIAA€ CHHAPOMY BiTHOBIICHHS iMyHITETY.
V nargieHTiB i3 koiHdekuiero Bipycy renatuty B abo C pekoMeHIyeThCsl KOHTPOIIOBATH QYHKIIO MEYiHKH.
Oco0mnuBy yBary CIti MPUAITIATH MOYaTKy ab0 MPOXOBKEHHIO e(heKTHBHOT Teparil rematuty B (BigmosimHo g0
KEpPIBHHIITB i3 JIIKyBaHHA), KOJIH Yy MALi€HTIB 13 KoiH(eKLielo BipyCy renaruty B po3nodHHaeThCs Tepartis Ha
OCHOBI IOy TerpaBipy.

Ianxpeamum T
JlikyBanns ripenapatoM [Toprosa Ha,35aHA6 _]‘-C.}AI;E;EE.HeI‘aI\fIHO MIPUITUHUTH NPH MOSABI KITIHIYHUX O3HAK,
CUMIITOMIB ab0 1aGOPATOPHKX BIXUIIEHE; L0 CBIAYATH PO PO3BUTOK NAHKPEATUTY (IUB. po3ait 4.8).

Ky

DyHKYis HUPOK
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JlamiByiH 1 TeHO(OBIPY TU3OMPOKCHI BUBOIITHCS FOJIOBHHM YHHOM HUPKAMH IUIIXOM AK KITy6OUKOBOi
(inpTpauii, Tak 1 aKTHBHOI KaHaNIbLIEBOi cekpellil. He pexomennyeThcs 3acrocoByBatu npemnapat [Toprosa
Hazpa HA688] nanieHTam i3 moMipHHM ab0 TSHKKHM NMOPYIISHHSIM QYHKI{IT HUPOK (KIipeHe KpeaTuHiHy

< 50 mi/xB). IlanieHTaM i3 MOMipHHM ab0 TSHKKHM MOPYIICHHSM (QYHKIT HUPOK HEOOXiIHA KOPEKIIis J03U
NaMiByIUHY Ta TeHO(DOBIpY AU30NPOKCHILY, KA HEMOXJIHBA Y BHITAAKY TabIeTOK i3 KoMGiHaLilo (ikcOBaHUX
103 (nuB. po3ainu 4.2 ta 5.2). Ilpu 3acTocyBaHHI TeHOQOBIPY TU3OMPOKCHITY Y KIiHIUHIM MpaKTHI
TIOBIIOMIISIIOCS ITPO HUPKOBY HEJIOCTATHICTh, MOPYIICHHS QYHKI{T HUPOK, HiABUIIEHHS PiBHSA KPEATHHIHY,
rinogocdaTemilo Ta NPOKCUMaIIbHY TyOyJIonatito (BKIoUaoyu cuuapom Oankoni) (qus. posmii 4.8).

PexomenmyeThes BU3HAUATH KITipeHC KPeaTHHIHY/OLiHIOBATH QYHKIIiFO KITyOOUKIB ¥ BCIX MAL[IEHTIB O MOYATKY
JiKyBaHHA, a y pa3i KJIiHiYHOi HeOOXiMHOCTI TaKOX 1 Mix Yac JliKyBaHHs npenaparoMm [Toprosa nazsa HA688].
SIKIIo TeCT Ha KPEeaTUHiH NOCTYIHHUH Y 3BUYAHHOMY PEXHMI, TO IO MOYATKY 3aCTOCYBAHHS CXEM JIIKYBaHHS,
IO BKIOYAFOTh TEHO(OBIPY TH3OMPOKCHI, CJIiJl BAKOPHCTOBYBATH PO3PaXyHKOBY IBHAKICTH KIIyOOUKOBOT
¢inpTpanii Ha BUXiTHOMY piBHi. SIKIIO TeCT Ha KPeaTHHIH He JOCTYIHHN y 3BHYAHOMY PEeXUMi, TO
{HOUKATOPHI CMY>KKH IS Ce4i MOXKYTh OyTH BUKOPUCTAHI [UIsl BUSBJICHHS TIIKO3ypii a00 THKKOL
He(pPOTOKCHYHOCTI NP 3aCTOCYBaHHI TeHO(OBIPY JU30MPOKCHITY TatieHTam 6e3 dakTopis pusuky. TecT Ha
KPEaTHHIH 0COOTMBO PEKOMEH/IOBaHHHM MallieHTaM i3 BUCOKMM PU3UKOM (JIiTHiM BiK, CyITyTHE 3aXBOPIOBAHHSL
HHUPOK, TPHBAJIMH ILIyKpOBHUH JliabeT a60 HEKOHTPOJIFOBaHA apTepiaibHa TilepTeH3ist OMHOYACHO 3 I ACHICHUMH
iHridbiropamu nporeasu abo HePOTOKCHIHHMH TPErapaTaMu), 00 BHIBHTH 1 OOMEXHTH ITOJAIIBINE
nporpecyBaHHs nopyueHHs QyHKIii HUpok. Ciill peTeIbHO 3BaKHTH KOPUCTh Ta PU3HKH. SIKIO MOKIIHBO,
TaKOX CJIiJi BUMIPIOBATH piBeHb (ocdaTiB y cupoBartii KpoBi Takux narieHTiB. Skimo pisens Gocdatis y
CHpPOBATLli KPOBI Malli€HTa, KU NpuiiMae qaHui JTiKapchKuii 3acib, craHoBuTh < 1,5 mr/mi (0,48 MMosks/n) abo
KJIipeHC KPeaTHHiHy 3HIXKYEThCS 10 < 50 MI/XB, TO HEOOXiTHO MOBTOPHO OLHUTH (QyHKIIIFO HUPOK TAKOTO
HAI[iEHTa IPOTATOM OJHOIO THXKHS, BKJIFOUAlOYH BUMIPIOBAHHS PiBHS [NIFOKO3H i KAJIiKO B KPOBi, a TAKOXK
IJIIOKO3H B cedi (IuB. po3ain 4.8, «mpokcumansHa TyOymomnarisi»). Ockinbku npenapat [Toproea nazsa HA688]
€ KoMOiHOBaHHM JIIKapCHKUM 3ac000M i IHTepBas JO3yBaHHS OKPEMHX KOMIIOHEHTIB HE MOKe Oy TH 3MiHEHHI,
HEOOXIZIHO MPUIMHUTY 3aCTOCYBaHHA JaHOTO Tpemnapary NamieHTaM i3 MiITBePKeHIM KIIIPEHCOM KPEaTUHIHY
< 50 my/xB ab0 31 3HWKEHHAM piBHA ocdartie y cuposartii Kposi o < 1,0 mr/mi (0,32 MMos/i).

Criz TakoX po3IJIAHYTH HEOOXIIHICTh IPUITHHEHHS 3aCTOCYBaHHS JaHOTO Mpenapary y pasi mporpecyrodoro
3HIDKEHHS (YHKIIT HUPOK, KOJIH He BHABIICHO >KOJHOI HIIOT IPHUYKMHK. Y THX BHIIAIKAX, KOJIHU € IOKa3aHHS Il
NIPUIIMHEHHS JTiKyBaHHSI OTHHM i3 KOMIIOHEHTIB Tperapary abo Koy HeoOXiqHa KOPEKIIis 1034, MOKHA
3aCTOCOBYBAaTH OKPEMI IIpenapaTH A0y TerpaBipy, JaMiByIHHY Ta TeHO(OBIPY AU30MPOKCHITY.

Crin yHHKaTH 3aCTOCYBaHHS JAHOTO MIperapaTy OJHOYACHO abo MiC/Is HEIOAABHBOIO 32CTOCY BAHHS
He(POTOKCHYHOrO NpemnapaTy (HampHKIad, BUCOKHX 103 200 KUTBKOX HECTEPOIMHUX MPOTH3ANAIBHIX
Tpenaparis, aMiHOTJIIKO3HIiB, aMpoTepuLHy B, GockapHeTy, raHIMKIOBIpY, IEHTAMIIHHY, BAHKOMILIMHY,
unodoBipy, inTepneiikiny-2). Jkimo oqHoyacHe 3acTocyBaHHs npenapaty [Toproea nassa HA688] i
He(POTOKCHYHHX MPENapaTiB € HEMUHYYHM, HEOOXITHO IIOTHKHS KOHTPOJIOBATH (DYHKIIIFO HUPOK (IHB.
posnin 4.5).

He npoBoaunocs KJIiHIYHOIO OLIHIOBaHHS 3aCTOCYBAHHA TCHO(DOBIPY IU30MPOKCHITY TAIIEHTAM, SKUM
OIHOYACHO 3aCTOCOBYBAJIH JIKAaPChKi 3aCO0H, IO BUALIAIOTECS THM CAMHM HUPKOBHM IIUISXOM, BKJIIOYAIOUH
Ginok-Tpancnoprep opranidnux aHioHiB moaunu (hOAT) 1 Ta 3 a6o MRP 4 (nanpukian, uagodosip,
JKapchKUH 3aci6 31 BCTAHOBIEHOIO He(poTokcHuHicTIO). 11i HUPKOBI TpaHcHOpTHI GLIKKM MOXKYTE 6yTH
BiJNOBiJaNbHi 3a KaHAJIBIEBY CEKPELiIo 1 4aCTKOBO 3a HUPKOBY eiMiHaLifo TeHopoBipy i uunodosipy. Qrxke,
(bapMaKOKiHETHKA LIUX JIIKAPCHKUX 3aCO0iB, SIKI CEKPETYIOTHCS OJHHM i THM K€ HUPKOBHM IUIAXOM,
BrUTIouatouy TpaHenopTHi 61k hOAT 113 a6o MRP 4, Moxke 3MiHIOBATHCS NIPH 1X OIHOYACHOMY
3acTocyBaHHi. IIpu BifICyTHOCTI IBHOT HEOOXiTHOCT] HE PEKOMEHIYETHCS OHOYACHO 3aCTOCOBYBATH I1i
JIKapchKi 3aC00H, 1110 CEKPETYIOThCA THM CAMHM HHUPKOBHM IIUIAXOM, aJie SKIIO TaKe 3aCTOCYBaHHS €
HEMUHYYHM, HEOOXiHO IOTHIKHS KOHTPOFOBATH YHKIIIIO HUPOK (IHUB. po3ain 4.5).
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Bnnue na xicmxu

YV KOHTpOJIbOBAHOMY KJIIHIYHOMY JOCII/DKEHHI 32 YUacTIO TOPOCITHX MAIi€HTIB, MPOBEICHOMY IS
MOPiBHIOBAaHHSA 3aCTOCYBAHHS TeHO(DOBIPY AU3ONPOKCHIIY Ta CTaByAMHY (00HIBa Y KOMOIHALIT 3 ITaMiBYIHHOM
Ta epaBipeHIIOM), MiHEepaJIbHa LIIBHICTH KICTOK XpeOTa 3HIKYBAaIacs, a KicTkoBi OioMapKepu 3MiHIOBAIKCEH
MOPiBHAHO 3 BUXiJHMMHU IOKa3HHKAaMHU B 000X IpyIiax JiKyBaHH:, ajie 3MiH{ OyJIM 3HAUHO OiNbIIUMHE B IPyIIi
TeHO(OBIpY AU30IPOKCHIY Ha 144 TwokHi. 3HIWKEHHS MiHEpalbHOT LUTBHOCTI CTETHOBOT KiCTKU 6y10
IOCTOBIpHO OUTBIIKMM Yy LiH rpymi 10 96 TwkHiB. OqHax yepe3 144 TWKHIB PH3HK MEPEIOMIB He ITiABHIIYBaBCS,
i He OyJ10 )KOJHHX O3HAK KJIIHIYHO 3HAYYIIHX KiCTKOBHUX aHOMAJTiH.

V mipmitki BikoM 12 pokiB i crapmie, iHdikoBanux BIJI-1, cepenHs mBHAKICT IPHPOCTY KiCTKOBOT Macu Gyiia
MEHILOIO B IPYI, IKa OTPUMYyBasia TeHOQOBipy AU30NPOKCHII, IOPIBHIHO 3 IPYIOIO ITane60. O3HaK BILTHBY
Ha CKeJIeTHE 3pOCTaHH (3picT) He criocTepiranocs. MapkepH KicTKOBOT'O peMOJICTIOBAHHS Y MiIIITKIB, SKUM
3aCTOCOBYBAIM TeHO(DOBIPY AM30MPOKCHII, CBIMYATh PO 30UTBIIEHHS KiCTKOBOTO PEMOIEIIOBAHHS, IO
Y3TrOIKYEThCS 3 eeKTaMH y Jopocaux. Hepes MOXKIHBHUI BILTHB TeHO(OBIpY Ha METaG0Ii3M KiCTKOBOT
TKaHHHH, npenapar [Toprosa Hazsa HA688] cirif 3acTOCOBYBaTH MiuTiTKaM BikoM 10 18 pOKiB TiNbKH y TOMY
BHUIIAJIKY, SKIIO OYiKyBaHa KOPHUCTh IIEPEBUIIY€E PH3UKH (IUB. TAKOXK po3ain 4.8).

Kicrkosi aHOMAI{ (10 iHKOH CIIPHAIOTH IICPCIIOMaM) MOXKYTh OyTH ITOB’A3aHi 3 MPOKCHMAITBHOK HHPKOBOKO
TyOysonariero (auB. po3zin 4.8). SIkimo € mino3pa Ha aHOMalii KiCTKOBOT TKAHHHH, TO MAL[IEHT Ma€ OTPUMATH
KOHCYJIBTAIIIO BiMOBIHOTO CIIeriiajicTa.

Ocmeonexpos

[Ipo BUMagKy OCTEOHEKPO3y MOBINOMILUIOCS 30KpeMa y MalieHTiB i3 3axBoproBaHHaM BIJT Ha misHix cTamisx
abo micns TpuBazoi KOMOIHOBaHOT aHTUPETPOBipycHOT Tepartii. Etionoris Moxke 6yt 6araTohakropHOro i
BKJIFOUA€ 3aCTOCYBaHHA KOPTUKOCTEPOI/AiB, HAIMipPHE BXXMBAHHA aJIKOTOJIIO, THKKY IMyHOCYIIpECito i HanMipHy
Macy Tina. [1amieHTiB ciig monepeauTH Npo HeoOXiqHICTh KOHCYIBTAIIIT 3 JIiKapeM, SKIO Y HUX BUHUKIA
somoTa Ta 6111k y cyriobax, ckyTicTh ab0 yTpyIHEHHS PyXiB y cyriobax.

DyuKyia nevinku

Besrieka Ta eeKTHBHICTH 3acToCyBaHHA npenapary [Toproea nazsa HA688] mamienram 3i 3HAUHAMU
CYIyTHIMH 3aXBOPIOBaHHAMM IE€UiHKH He BCTaHOBNEHA. [1allieHTH 3 HAsBHOIO AUCQYHKINEIO MEiHKH,
BIJTIOYAIOYH XPOHIYHUH aKTHBHUH IeNaTUT, MAloTh MiIBHIIECHY YaCTOTY MOPYIIeHb (DYHKIIT MEYiHKH ITi/ yac
KOMO1HOBaHOI aHTHPETPOBIPYCHOT Tepamii i MOTPeOYIOTh COCTEPEIKESHHS BiAMIOBIAHO IO CTAHAAPTHOL
npakTHKH. [IpH HassBHOCTI O3HAK MOTIpIIEHHS CTaHy MeYiHKHA HeOOXITHO PO3TJISIHYTH MPU3YTHHEHHS a60
BiZIMiHYy 3aCTOCYBaHHJ IpenapaTy TaKUM Halli€HTaM.

Hayienmu 3 xoingexyicio BIJI ma sipycy eenamumy B (BI'B) abo C (BI'C)
Menu4Hi MpaliBHAKA TOBHHHI KePYBaTHCS BiIIOBIIHHMH YHHHAMH PEKOMEH AL 100 ONTHUMAIBLHOIO
sikyBaaHs naniedTiB i3 BUUI-indekniero, koindikosarux BI'B a6o BI'C.

[TanienTH 3 XpoHiyHUM renatutoM B abo C, siki oTpuMyrOTh KOMOIHOBaHY aHTUPETPOBIPYCHY TEpAITiro,
IiaF0THCS MiABUILEHOMY PH3HKY PO3BUTKY TSDKKHX i IOTEHLIHHO CMEPTEIbHUX NOOIYHUX peakiii 3 60Ky
MeyiHKy. Y pasi OAHOYAaCHOro 3aCTOCYBAHHS MPOTUBIPYCHHUX MpeTapaTiB is JiKyBaHHS rematuty B a6o C
HEe0OXiZIHO 03HAHOMMTHCS 3 Bi[IIOBIJHUMH IHCTPYKUIAMH JUI MEJHYHOTO 3aCTOCYBAHHS TAKUX JIIKAPCHKHX
3aco0iB.

JlamiByuH 1 TeHO(OBipY JU30IPOKCHI TaK0XK akTUBHI poTH BI'B. ToMy npumHHEHHS 3aCTOCYBaHHSA
npenapaty [Toproea HazBa HA688] nauienram, koindikosanum BLJT ta BI'B, Moxxe 6yTu moB’ s13aHe 3
TSDKKUMH 3arocTpeHHAMHU renartury. [lanienTtn, xoindikosani BIJI Ta BI'B, ski npunuHsiOTE JIiKyBaHHS
MpenapaTroM [TOpFOBa Ha3Ba HA688], MaroTs nepebyBaTh mij peTensHUM CIIOCTEPEIKEHHAM i3 IPOBENCHHIM
SIK KIIHI9HOTO, TaK 1 1a60paTopHOro Moki OPUHLY TPOTATOM IOHaHMEHIIe IECTH MICSIIB ITiCIIsT TPUIHHEHHS
nixyBaHHs. [Ipy HeoOXimHOCTI MoxcHa BlﬂHoBHTH\mlgyBaHHx rernatuty B. He pexoMeHIyeThCs MPUNHHATH
JiKyBaHHS Tali€eHTaM i3 nporpec,yfquM 3aXBOPIOBAHHSIM HeYiHKH ab0 [IUPO30M NEUYiHKH, OCKIIBKH
3arOCTPEHHS T'eNaTHTY MiCis 3aBepmeHH;{ meBa§HH “MOJKe MPHU3BECTH 10 NIEYiHKOBOT zxeKOMneHcauu
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IIpomusipycui npenapamu ons nixysanns BI'C

By1no mpofeMOHCTpOBaHo, MO 0/IHOYACHE 3aCTOCYBAHHS TEHO(OBIPY TH30MPOKCHILY 3
neninacsipom/codocOysipom, codocGysipom/BennaTacBipom aGo
coocbyBipom/BenmnaTacBipoM/BOKCHIANIPERIPOM MMiIBHIITY€ MIa3MOBi KOHIIEHTpawii TeHO(OBipy, 0cOOIMBO
TIpH O/{HOYACHOMY 3aCTOCYBaHHI 31 cXeMOro NikyBanHs BIJI, 1m0 BKIfouae TeHO(OBIpY IM30MPOKCHI Ta
(bapmaxokiHeTHIHHI MifCHTIOBaY (HANpUKIa, putoHasip). IlauienTy, skum 3aCTOCOBYIOTh
neninacsip/codocOysip, copocOysip/Bennaracsip a6o codocOysip/BenmaTacBip/BOKCHIATIPEBIP OMHOYACHO 3
TeHO(OBIPY M30NPOKCHIIOM, MAIOTh IIePeGYBaTH M| CTIOCTEPEKESHHIM LIOI0 TOGIMHIX peakuiH, ToB’ 13aHUX
13 TeHO(OBIPY TH3OMPOKCHIIOM.

Oonouacne 3acmocysanHs iHWUX TIKAPCLKUX 3ac00ig

Ockinbku npenapar [Toprosa Hassa HA688] € kombinamiero (ikcoBaHux 103, HOTo He CItix 34CTOCOBYBaTH
OJIHOYACHO 3 IHIIMMH JIIKapCHKHMH 3aC00aMH, IO MiCTATh 6yIb-AKY 3 TAKHX CAMHX [JiFOUHX PEYOBHH, a came
HOIYTerpasip, JaMiByIuH a60 TeHODOBIpY TU30MPOKCHIL.

Hepes nonibHicTh 10 MamisymuHy, npenapar [Topropa Hazsa HA688] ue ciin 3aCTOCOBYBATH OQHOYACHO 3
IHINMMH aHAIOTaMH ITUTHIHHY, TAKUMH SK eMTPHIHTAOIH. [Tpenapar |''oprosa nazsa HA688| e ciin
3aCTOCOBYBATH OJHOYACHO 3 JIIKAPCHKMMH 3aC00aMH, IO MICTSTE afedoBipy MHITIBOKCHI a60 TeHOOBipy
anageHamin.

OnHouacHe 3acTocyBaHHA TeHO(DOBIpY MH3ONPOKCHITY Ta MUIAHO3MHY HE DPEKOMEHIYETHCSH, OCKUIBKH
CKCTIO3MIIiS TUOAHO3MHY 3HAYHO IiJBMINYETHC INCAS OJHOYACHOTO 3aCTOCYBaHHA 3 TeHO(OBipy
AHM30TMPOKCHIOM (1uB. po3ain 4.5). [ToinoMIanocs mpo pinki BUManKK NaHKPEaTHTY i JIAKTaTalumo3y, iHoAi 3i
CMEPTETbHHUMH HACIIIIKAMHU.

KoMOGiHawis namiBynHy 3 KIanpuGiHOM He PeKOMEHIYeThCs (MUB. po3ain 4.5).

Bincyrns indopmanis npo Gesnexy Ta epeKTUBHICT 3aCTOCYBAHHS npenapary, 1o MICTHTb JOTyTerpasip,
NaMiByUH i TeHODOBIPY AH30MPOKCHI, Y KOMOIHALT 3 iHIIAMHE AQHTHPETPOBIPYCHHUMH MperapaTaMy.

Onopmynicmuyni ingexyii

Y nauieHTiB, SKMM 3aCTOCOBYIOTH Ipenapar [Toprosa Ha3sa HA688] a6o Oynp-AKy iHIIy aHTHPETPOBIpyCHY
TEepaIlifo, MOXYTb NPONIOBKYBATH PO3BUBATHCS ONIOPTYHICTHYHI iH(beKii Ta i yeknagaenss BUT-indexmii.
Tomy marieHTH MarOTB 3aTMIIATHCS MTiJ PETEbHAM KITiHIYHHM CIIOCTEPEKEHHAM METUIHIX NPaLiBHUKIB, SKi
MaroTh JOCBi JTikyBaHH BIJI-iH}ekii.

Maca mina i memaboniuni napamempu

ITix yac aHTHPETPOBIPYCHOI Tepanii MOXKe COCTepiraTHCs 36UIBIIEHHS MACH Tila Ta PIBHS JIITI B 1 IIIFOKO3HU B
KkpoBi. Taki 3MiHH 9aCTKOBO MOXKYTh GyTH I10B’ 13aHi 3 JTiKYBAHHAM 3aXBOPIOBAHHS 1 3i CIOCOGOM JKHTTS. 1Mo
CTOCYETECA JIMIAIB, TO B A€SKHX BUNAJKAX € JOKA3H 3B’ 13Ky 3 JTiKyBaTbHHMH ¢(PEKTaMH, B TOM Yac K s
30LIBLICHHS MACH Tila HeMA€ MePEKOHITHBHX NOKa3iB 3B’ A3Ky 3 6Y/Ib-IKHMH KOHKPETHHMH JKyBaJbHAMU
epexramu. I1{og0 NpoBeIeHHS! MOHITOPHHTY PiBHSA JIITiiB i [IIFOKO3H B KPOBI CJIiJl JOTPUMYBATHCH YHHHHX
KepIBHHULTB i3 JiKkyBanHs BUI-indekuil. ITopymernns o6miny miminis c1ix mikyBaTH BiAMOBITHO K0 KITiHIYHOT
JOLITBHOCTI.

Mimoxonopianvna oucynxyis
Hykieosunni i HyKJI€OTHHI aHATOTH MOXKYTh CHPHYHMHSTH ITOLIKOKEHHS MITOXOHJPIH Pi3HOTro CTyIEHs.
IToBinomiisocs npo mMiToxorapiansHy nucdynkiito y BIJI-HeraTHBHUX HEMOBJIAT, SKi MiTABAIIAC BIUTHBY
HYKJICO3H/IHUX aHAJIOTB in utero abo MPOTATOM MOCTHATAILHOTO ITEPiOJLy; i€ TONOBHMM YHHOM CTOCYBaJIOCS
CX€M, IO BKJIF0YAIOTh 3HA0BY AnH. OCHOBHMMH MOGIYHHMH PEakiisSMH € reMaTOoJIOr 4Hi (aHeMmis, HEUTpOTeHis)
i metaboniuni (rinepnakraremis, rineprinasemis). Li peaxuii 4acTOBYBAIOTL, TPAH3UTOPHUMH. Pinko
TIOBiIOMIISIIOCS PO J€SKi Mi3HI HEBPOJIOTivHi po3anu (rinepToHis, CY oMM, “‘Q\:snaan noeeninku). Hapasi
HEBIJJOMO, UM € TaKi HEBPOJIOTiUHi Po3agH Tp3H3HT0pHHM1<i/ﬁTé1’_6_<)*hoc*riﬁHHMﬁ' Y6l mity, AKi 3a3HATH BIUTHBY
HYKJICO3UIHUX Ta HYKJICOTUIHHUX aHaJIOTIB in utero, HaBiT;’E{Bm-HeFaTHBH_i qiTH;,TﬁQTpe6 Th KJIIHIYHOI'O Ta
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71a60paTOPHOro MOHITOPHHTY i MaIOTh 6yTH HOBHICTIO 0GCTEKEHUMH 100 MOYKITHBOT MITOXOHIPIaIbHOT
mucQyHKLIT 32 HASBHOCTI BiAMOBIAHEX 03Hak a60 cumirToMiB. L1j CTIIOCTEPEXKEHHS He BIUTHBAIOTE Ha
Hal[lOHATBHI PEKOMEHIANT 100 AHTHPETPOBIPYCHOTO JIiKYBAHHS BATITHUX SKIiHOK JUTS 3ar06irauus
BepTUKaNbHIN nepenaui BIUI-inpekuii.

Lonomidgicni pevosunu

Hannii sikapebkuii 3aci6 MicTHTS MeHmre 1 MMonb Hatpiio (1 Mr) Ha oxHY TabJeTky, TO6TO MPAKTUYHO He
MICTHTb HATpii0. BasKIIMBO BPaXOBYBATH BMIiCT JOTIOMI>KHHX PEUOBHH B YCiX JiKapChKHX 3acobax, ski npuiimae
TIAIliEHT.

4.5 Bsaemonis 3 inmEMHA JiKapchbKAMH 3ac00aMH Ta iHIIi BHAM B3acMoiil

Hocnimkenns nikapcskoi B3aeMozii npenapary [Toproea Hazsa HAG88] e nposommtncs. OCKUTBKH JaHuMi
JikapebKui 3aci6 MiCTUTB JomyTerpasip, JamiBynuH i TeHOOBIpy AU3O0TPOKCHIL, TO yCi B3aeMOZl, siki Gyiiu
ineHTH(IKOBaHI I X N{IOYHX PEYOBHH OKPEMO, MOXKYTh CTOCYBATHCS AaHO1 TabNeTOBAHOT KoMOiHanii
(hikcoBanux n03. JIocTiKeHHs B3a€MOIT LUX JIIFOUUX PEYOBMH MPOBONMINCS TLTHKH Y ZOpPOCITHX.

Bsaemodii, wo cmocyiomucs donymezpasipy

Crizt yHUKaTH (GaKTOpiB, IO 3HWKYIOTh KOHLEHTPALIIO Oy TerpaBipy B Iiasui KpOBI, 3a HasiBHOCTI BLJI-1,
PE3MCTEHTHOTO JI0 NpenapaTiB Ki1acy iHriditopis inrerpasu. Ll BKouac onovaciie 3acToCyBarit JKAPCBKHX
3ac00iB, 1O 3HWKYIOTH KOHIEHTPALIIIO JOJIyTerpaBipy B KpoBi (HAIPHKIA, AHTAIHIM, IO MiCTSTh MarHii a6o
aMoOMIHiH, 100aBKH 3aJTi3a Ta KaJbL{i0, HOJIBITAMIHH Ta 3aC06H TS {HAYKL], eTpaBipuH (6e3 migcuieHux
iHri6iTopiB MpoTeas), THIIpaHaBip/pUTOHABIp, pudamIilHH, 38ipoGili Ta Keski OPOTUENNIENTHYHI JIiKapChKi
3aco0H) (OHB. TaOJIMIIO HIDKYE).

HoiyTerpasip nepepaxHO BHBOUTECS LUIIXOM MeTaG0Mi3My Tif miero depmenty UGT1A1. onyrerpasip
TakoX € cyberparom ypumuEaHdochar-rioxyporosuntparchepasi (UGT)1A3, UGT1AO, bepmeHTy
muroxpomy P450 (CYP) 3A4, P-rnikonporeiny (P-gp) Ta Ginka pe3ucTEHTHOCTI paKy MONOYHOT 327031
(BCRP); TakuM YHHOM, JiKapChKi 3aCO0H, AKi CTUMYJTIOIOTH i DepPMEHTH, MOXKYTb 3HH3HTH IUIa3MOBY
KOHIEHTPALIIO X0y Terpasipy Ta 3MEHIIHTH HOro TepareBTHaHMit eeKT (IuB. TaGNuwo Hwkde). OIHOYaCcHe
34CTOCYBAHH JIOTYTErpaBipy 3 IHIIMMH JTiKAPCHKHMH 3aCO0aMH, SIKi MPHUTHIIYIOTS 11i hepMEHTH, Moke
TiABUIHTH IU1a3MOBY KOHLIEHTPALIIIO Oy Terpasipy (IMB. TaGIHUIO HUXKYE).

In vivo nonyrerpagip He BIUTHBa€ Ha Minasonam — netekrop CYP3A4. Ha ocHoBi in vivo Ta in vitro JaHuX, HE
OYiKy€eThCsl BIUTUBY NOMyTerpaBipy Ha papMakoKiHETHKY JiKapChKHX 3aCOBiB, sKi € cybcrpaTtamu 6y ab-saKOro
OCHOBHOTO (pepMeHTy abo TpaHcmnopTepa, Takoro sk CYP3A4, CYP2CO ta P-gp (ouB. po3min 5.2).

BeranoieHi Ta MOXITUBI B3aeMOZII 3 IEBHUMH aHTHPETPOBIPYCHUMHE Ta {HITAMHE JKapCHKUMH 3ac00aMH
HaBeJICHI B HACTYIHiH TabmuIi; hapmakokiHeTHuHi naHi BifoGpakaroTh Pe3yNbTaTH JOCIIKEHb Y JOPOCIIHX.

Bsaemooii, wo cmocyiomvcs namieyouny
VMOBipHICT METa0OTITHIX B3a€MOIi € HU3BKOIO Yepe3 0OMeKEeHUIH MeTaboTi3M, 3B’ A3yBaHHS 3 GilKkamu
IUTa3MH i Maiike OBHHI HUPKOBHMIT KITipeHc.

Beenenns Tpumeronpumy/cynbdamerokcasory 160 mr/800 Mr MpH3BOIMTE 10 36LIbIIEHHS eKCITO3HIIT
namiByuny Ha 40 % uepes BMIiCT TpPUMETONpPUMY; Cyb(haMeTOKCa3o He B3aeMOJIie. IIpore, sximo y namiesra
HeMa€ NOpyUIeHHs QYHKL{T HUPOK, KOPEKIis J03H JaMiBy/uHy He NoTpiGHa (muB. posain 4.2). JlamiBynuH He
BIUTHBAE Ha (PaPMaKOKIHETHKY TPHMETONPHMY abo CyibhameToKca3oiy. SIKII0 ONHOYacHe 3aCTOCYBaHHS €
HeoOXiTHUM, NallieHTH TOBHHHI Nepe6GyBaTH i KITiHIYHUM crocrepeskeHHAM. Cllifi YHUKAaTH OQHOYACHOTO
3aCTOCYBaHH! JIaMIBYIMHY 3 BUCOKHMH JI03aMH KO-TPHMOKCA30ITy ISl JTiKyBaHHS THEBMOHIT Prneumocystis
Jirovecii Ta TOKCOILIa3MO3y.

Crin ypaxyBaTH MOXIIMBICT B3a€MOIIT 3 IHIITUMH JKapCHKUMH 32006GAMM;LII0 3aCTOCOBYIOTHCS OJJHOYACHO,
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0COOJIMBO B THX BUIAJKaX, KOJIM OCHOBHUM IUIAXOM eliMiHAL{] € KTHBHA HUPKOBA CEKPELIisl Yepe3 CUCTEMY
TPaHCIOPTEPa OPraHiYHUX KaTiOHiB, TAKUMH SIK TPHUMETONPHUM. A1l JTikapchKiZaco6u (HampuKJIaz, paHiTHIUH,
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BiICYTHICTB B3aeMOZii 3 TaMiByquHOM. Hykieo3naHi aHanors (Hanpukian, JMIaHO3HMH), TaKi SK 3HIOBY/IHH,
He BUBOJATELCA i3 3aJIydeHHAM LbOT0 MeXaHi3MY 1 iX B3aeMOJIis 3 JIaMiBYIUHOM € MaJIOBIPOTiIHOKO.

ITpr ogHOYACHOMY 3aCTOCYBaHHI 3 JIaMiBYIHHOM criocTepiraiiocst oMipHe 36insmenns Cmax (28 %)
3MIOBYIHHY, TpoTe 3aranbHa excnosuuis (AUC) icToTHO He 3MiHIOBanacs. 3UI0OBYJMH He BIUIMBAE Ha
(hapMaKOKiHETHKY JIaMiBYIUHY (IHB. po3in 5.2).

Yepes noxibnicTs, npenapar [Toproea Ha3zsa HA688] He citig 3acTOCOBYBAaTH OMHOYACHO 3 HIIMMHU aHAJIOTaMH
LIMTUIUHY, TAKAMH K eMTpuiuTadin. Kpim Toro, npemapar [Toproea Hazsa HA688] He citif 3acTocoByBaTH
OJJTHOYACHO 3 OyIb-IKUMH IHIIHMH JIIKAPCHKHMH 3ac00aMH, L0 MIiCTSTh JIaMiByJHH.

In vitro namiByiuH iHribye BHy TPilTHBOKIITHHHE (OCHOPHTIOBAHHS KIIaAPUOiHY, IO TPH3BOIUTE 10
NOTEHLiHHOT0 PU3UKY BTPaTH e(heKTHBHOCTI KIIaIpuOiHy y pasi OJHOYACHOrO 3aCTOCYBaHHA B KIIiHiuHiH
npakTUii. JlesKi KIiHiuHi JaHi TaKoX MiATBEPIKYIOTh MOXKIIHBY B3aEMOJIIIO MK JIAMIBYIMHOM i KIanpHOiHOM.
Tomy onHoOYacHe 3acTOCYBaHHS NaMiByAUHY 3 KJIaAPUOIiHOM He PeKOMEHIYEThCS (IUB. po3min 4.4).

CYP3A ne npuiimae ygacTs y MeTabo1i3Mi JIaMiByTHHY, IO POOHTH MAIOMMOBIPHAM B32EMOIIIO 3
TIKapCBKAMH 3ac00aMH, 110 MeTab0Mi3yIOTECS II€I0 CHCTEMORO (TAKUMH SIK iHIiGITOPH IpoTeasy).

OpHouacHe 3acToCyBaHHs po3uuHy copbity (3,21, 10,2 1, 13,4 1) 3 OAIIOPA3OBHM MEPOPATLHHM BBEIECHHAM
po3umHy namisyauHy 300 M IpH3BOAMIO JO TO303aIEKHOI0 3HIDKEHHS eKCIIO3HIT TaMiByuHy Ha 14 %,

32 % T1a 36 % (AUCw0) i Cmax namiByauHy Ha 28 %, 52 % i 55 % y mopocnux. SIKIIO 1ie MOMJIHBO, CITif
YHHKaTH TPHBAJIOrO OJHOYACHOTO 3aCTOCYBaHH! mpenapaty [Toproea Hazea HA688] 3 mikapcekuMu 3acobamu,
10 MiCTATE cOpOiT ab0 iHIIi OCMOTHYHO AiI04i HOJICIHPTH 60 MOHOCAXaPU/IHI CIIUPTH (HAaIpUKIIA, KCUIIIT,
MaHiT, JTJaKTUT, MaJIbTHUT). SIKIIO HEMOJJIHBO YHUKHYTH TPUBAIOTO OMHOYACHOIO 3aCTOCYBaHHS, CIIif
PO3IJIHYTH JOLUIBHICTD YaCTIIIOT0 MOHITOPHHTY BipyCHOro HaBaHTaeHHs BIJI-1.

B3aemooii, wo cmocyiomuvca menogdogipy

Ockinbk# TeHODOBIP BUBOAUTELCS FOJIOBHUM YHMHOM HHPKaMH, OJHOYACHE 3aCTOCYBaHHA TeHODOBIpY
JHM30MPOKCHITY 3 JIIKaPCHKAMH 3ac00aMH, 110 3HIDKYIOTh (YHKIIFO HUPOK 200 KOHKYPYIOTb 38 aKTHBHY
KaHAJIBLIEBY CEKPEILIIO i3 3aIy4eHHsIM TpaHcropTHHX 6inkiB hOAT 1, hOAT 3 a6o MRP 4 (takumu sk
uu0(oBip), MOxKe 301NBIIYBaTH CHPOBATKOBI KOHIIEHTpaii TeHo(oBipy Ta/abo iikapchkux 3acobiB, 10
3aCTOCOBYIOTBCS OJHOYACHO.

Criz yHHKaTH 0THOYaCHOTO 3aCTOCYBaHHS TeHOGDOBIPY IH30MPOKCHILY 3 He()POTOKCHYHUMHE JIIKAPCHKUMHU
3acobamu. JIo OCTaHHIX HaleKaTh 30KpeMa BHCOKI 031 ab0 Kilbka HECTEPOIMHUX MPOTH3ANATbLHHAX
IpernapaTiB, aMiHOIIIKO3HIM, aMboTepHIHH B, dhockapHeT, raHIUKIOBIpP, NEHTaMiI{H, BAHKOMILIMH,
unodoBip Ta iHTepIIeHKiH-2 (auB. po3mia 4.4).

OcCKiJIbKH TaKpOJIiMyC MOXK€ BITHBATH Ha QYHKIIO HHPOK, IIPH HOTO OJHOYACHOMY 3aCTOCYBAHHI 3
TEeHO(OBIPY JU30NPOKCHIOM PEKOMEHIYETHCS PETENBHO CIIOCTEPITaTH 3a CTAHOM Ial[icHTa.

BpaxoByroun pe3yabTaTH €KCIIEPHMEHTIB in Vitro 1 BCTAHOBJICHHH IUIAX eJliMiHALi TeHO)OBIpY, MOTEHLiaNbHA
moxxuBicTe CYP450-omocepeskoBaHUX B3a€MOIiH MK TEHO(DOBIPOM Ta iHIIMMH JIIKAPCHKAMH 3ac06aMH €
MaJIOBIpPOTiHOIO.

ITpenapar [Toprosa nassa HA688] ne ciin 3acTOCOBYBaTH OMHOYACHO 3 Gy Ib-IKHMH IHIIUMH JTIKAPCHKUMU
3aco0aMu, 110 MIiCTATE:

- TeHO(OBIpy JTU3OMPOKCHIT;

- TeHo(oBipy anadeHamin;

- agedoBipy AUIIBOKCHIT;

- JUJaHO3HUH.

Tabnuuysa eé3aemooii S
Bzaemomii mix npernapaTom [TOpFOBa Ha3Ba HA688] Ta OHOYACHO 3aCTOCOBYBAHUMH JIIKAPCHKUMHU 3aco0aMu
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— «>», IIOLIA TiJ] KPHBOIO «KOHLEHTpamig-yac» — «AUC», MakCHMaIbHA 3apeecTpOBaHa KOHUEHTpALis —
«Cmax», KOHLEHTpallis B KiHLi iHTepBaty nosyBaHus — «Cr»).

B TepaneBTHYHHM
NPU3HAYCHHAM

ikapcbKi 3aco6u 3rigHo

B3aemonis,
CepeHE reOMeTPHYHE 3HAYEHHS 3MiHH

Pexomenauii oo oqHoYaCHOro 3acTOCYBaHHS

MPOTUIH®EKIIIMHI NPEIIAPATH

/AHTHpPETPOBIPYCHI IpenapaTy

Henykneosudni inzibimopu s6opomnoi mpanckpunmasu

inribiTopis mporeas/
JlomyTerpasip

EtpasipuH 0e3 mincunesnx

lomyrerpasip |

AUC | 71 %; Cmax | 52 %; Ot | 88 %
ETpaBipuH <>

ctumynAnia pepmentis UGT1A1L ta
CYP3A)

TPABIPHH 3HMKYE KOHIIEHTPALLIO JOMyTerpaBipy B
ruiasMi KpoBi. PekoMeHIOBaHa IS JIIOPOCIHX 1032
moTyTerpaBipy cTaHoBUTH 50 MT 2 pasu Ha 106y npH
0ZIHOYaCHOMY 3aCTOCYBaHHI 3 eTpaBipuHOM 6e3
ixcuienux iBri6itopis mporeas. Jlitam o3y,
pO3paxoBaHy Ha Macy Tia Ta NPH3HAYEHY I
BaCTOCYBaHHS ONHMH pa3s Ha NoOY, 3aCTOCOBYIOTh ABiui
Ha 100y. [Tpu 3acTocyBaHHi 3 eTpaBipHHOM It
IiKyBaHHS IAL€HTIB i3 PE3UCTEHTHICTIO 110
npenapartis kacy iHribitopis inTerpasn,

[TOJTy TerpaBip CITix 3aCTOCOBYBATH OTHOTACHO 3
ATasaHaBipOM/PUTOHABIPOM,
ImapyHaBipoM/puToHaBipoM a6o

IO HABiDOM/PHTOHABIPOM (I¥B. HWYKYE B TaGIHLL).

UlomiHagip

UloniHaBip/puToHasip +

(LPV)/putonasip (RTV) +
€TpaBipuH/ IOy Terpasip

TeHO(DOBIpy AH30NPOKCHIT

JlomyTerpasip <>

AUC 1 11 %; Cmax 17 %; Ot 128 %
LPV <

RTV <

Hemae icToTHOro BIUIMBY Ha mapameTpH
(OK somizaBipy/puroHasipy.

[Tenodoaip: AUC: 132 %

Hemae moTpe6u y KopuryBaHHi 103H.

AUC | 57 %; Cmax | 39 %; Ot | 75 %
Edasipent < (icropudauit KOHTPOJIB)
ctumyrnia Gepmentie UGTI1AL Ta
CYP3A)

. i
A3

Cmax: <>
Cmin: 1 51 %
JlapyHagip JlosryTerpasip | Hemae noTpe6u y KOpUryBaHHi n03u.
DRYV)/puronasip (RTV) +|AUC | 25 %; Cmax | 12 %; Ot | 36 %
eTpaBipur/monyterpagip DRV <«
RTV <
Edasipenny/nonyrerpasip |[omyterpasip | PexoMeHTOBaHa ISl HOPOCIHX 032 N0y TerpaBipy

CTaHOBHTE 50 MI' 2 pasu Ha 06y IPH OXHOYACHOMY
3acTocyBaHHi 3 edapipenriom. [liTam no3y,
[pPO3paxoBaHy Ha MacCy TiNa Ta IPH3HAYEHY L
BaCTOCYBAaHH: ONHMH pa3 Ha 100y, 3aCTOCOBYIOTh BRIl
Ha 100y.

VIKIIIO € PE3UCTERTHICTE 0 IPETapariB Kiacy
IHri6iTopis iHTerpasy, HeoOXiAHO po3rILIATH
MUTaHHA TIPO AILTEPHATUBHI KoMGiHawii, ki He
BIJTIOUAIOTH eaBipeHl.
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Hegipamin/monyterpasip

\MosyTerpagip |

He JOCHiUKYBaJIH, O9iKYETBCS
AHAJIOTIYHE 3MEHIIEHHT €KCIIO3UIT, 110
CIIOCTEPIracThCs PH 3aCTOCYBAHHI 3
edaBipeHIIoM, Yepe3 IHIYKIiI0)

PexoMeHmOBaHa 111 JOPOCIIHX J03a Oy Terpasipy
cTaHoBUTH 50 Mr 2 pasu Ha J00Y IIPU OHOYACHOMY
BacTOCyBaHHI 3 HeBipamiHOM. JiTsm

03y, po3paxoBaHy Ha Macy Tijla Ta MpU3HAYEHY IS
BaCTOCYBaHH: ONMH Pa3 Ha 100y, 3aCTOCOBYIOTE Bidi
Ha 100y.

SIKIIO € PE3UCTEHTHICTH 10 NpenapaTiB Kiiacy
iHriGiTOPiB iHTErpa3y, HEOOXITHO PO3IVILNATH
MATaHHA PO aJbTepHATUBHI KOMOiHALLT, sSKi He
BKITFOYAIOTh HEBIpaITiH.

'[PunmiBipus/moyterpasip

Jloryrerpasip <>
IAUC 1 12 %; Cmax 1 13 %; Ot 122 %
PunmiBipun <>

Hemae motpe0n y KOpHTYBaHHi TO3H.

Hykneo3uoni inzibimopu 360pomnoi mpanHcKpunmasiu

EMTpuIuTa0iH/TaMiBy THH

[Tpenapar [Toprosa Ha3ssa HA688] we ciix
3aCTOCOBYBAaTH OJHOYACHO Yepe3 MOAIOHICTh
EMTPULHUTA0IHY i TaMiByIHHY, IO CIIPUYHHSIE
04iKyBaHy aTHTHBHY TOKCHIHICT Ge3 IepeBar moa0
C(eKIUBHOCTI.

(11aHO3MH/TeHODOBIpY
IMA30TIPOKCHIT

JTunanozua AUC 1 40-60 %

Pr3uk no6inHuX edekTiB, OB’ I3aHAX 13
IMTAIaHO3MHOM (HAIIPHKIIaM, MAaHKPEaTHT,
TaKTaTalUg03), BIpPOTiMHO MiABUILYETHCA, 1 KITEKICTh
(CD4-XJIITHH MO>Xe 3HaYHO 3MEHITYBATHCS TIPH
0JTHOYAaCHOMY 3acTocyBanHi. KpiM Toro, ogHowacHe
3aCTOCYBaHHS OMNAHO3HHY 250 Mr Ta TeHO(hOBIpY
TU30MPOKCUILY Y CKJIaZi NEKLTBKOX pi3HHUX
AHTHPETPOBIPYCHUX KOMOIHOBAHMX CXEM JIKYBaHHA
OyII0 OB’ sI3aHe 3 BUCOKOIO YaCTOTOO BiCYyTHOCTI
Bipyconorigsoi Bigmosini. OpHoO9YacHe 3aCTOCYBAHHA
npemapaty [Toprosa Hasea HA688] i mumaHo3uHy He
[pEKOMEHIY€EThCS (AUB. po3min 4.4).

Aneposipy
IMAITiBOKCHII/ TeHODOBIpY
IMTU30IPOKCHIT

AUC: <
Cmax: <«

He cmim 3acTOocOBYBaTH TEHO(OBIPY IHU30TIPOKCHI
0IHOYAcHO 3 aneoBipy AUMIBOKCHIOM (IHB. pO3ALI
“h.4).

EnTexaBip/TeHO(OBIpY
IMA30POKCHIT

AUC: «
Cmax: <>

[Ipy o1HOYACHOMY 3aCTOCYBaHHI TEHO(OBIPY
ITM30IPOKCHUILY Ta EHTEKaBipy KIIHIYHO 3HAYYIIHX
(bapMakOKiHETUIHHUX B3a€EMOJIIH HE CHOCTEPIiratocs.

[neibimopu npomeasu

\ATazaHaBip/HOTyTerpasip

\ATazaHaBip/TeHOOBIpY
IMA30TIPOKCHIT

[lomyrerpasip 1

IAUC 1 91 %; Cmax 1 50 %; Ct 1 180 %
\ATazaHaBip <> (icTOpUYHUN KOHTPOJID)
npurHiveHHs ¢pepmentis UGT1AL ta
CYP3A)

IAtazanaBip: AUC: | 25 %; Cmax: |
21 % ; Cmin: | 40 %

Tenogogip: AUC: 1 24 %; Cmax: 1
14 %; Cmin: 1 22 %

l:;lepes HEIOCTATHICTh TaHUX AOIYTErpaBip y
oMOiHalii 3 aTa3aHaBIpOM HE CIIif 3aCTOCOBYBATH Y
no3i 6inpmil, Hix 50 Mr 2 pasu Ha 100y.

“Ixmro arasanaBip i npenapat [Toprosa Hassa HA688]
3aCTOCOBYIOTH OJHOYACHO, [103a aTa3aHaBipy MOBUHHA
cTanoBuTd 300 MI OfUH pa3 Ha K00y pasoMm i3
puroHasipoM 100 Mr onuH pa3 Ha H00Y («miACHIeHHs
PUTOHABIPOM», TUB. HIXKIE)




Jlonyrerpasip/Jlamisynun/Tenodopipy nusonpokcuiy dymapar

50 Mr/300 Mr/30Q Mr TabneTkH

(Maiinan Jlaboparopis Jlimiten), HA688

WHOPAR, yactuna 4

Jlunens 2019 p.
Po3ain 6 OHOBJCHNI: KBiTeHE 2020 P,

|AtazaHaBip +
[PUTOHABIP/ Oy TErpaBip

|ATazaHaBip +
[PUTOHABIP/TeHO(OBIpY
TI30TIPOKCHIT

JlomyTerpasip 1

AUC 1 62 %; Cmax T 34 %; Ct 1 121 %
IATazaHaBip <>

IPHTOHABIp >

(mpUrHiYeHHA

(bepmentiB UGT1AL ta CYP3A)

Tenogogip:

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

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

Hemae notpebn y KOpUryBaHHI 103H.

Uepes HEOCTAaTHICTD JAHUX JOJIyTETPaBip y
KoMOIHAIIIT 3 aTa3aHaBipOM HE CIIiJT 3aCTOCOBYBATH Y
imo3i 6umIii, Hixk 50 MT 2 pasu Ha n100y.

[TimeunieHa eKcro3uilis TeHo(hOoBIpY MOXe
moTeHIioBaTH MoOIYHI peakii, mos’s13aHi 3
reHo(OBIpOM, BKITIOYAIOYH OPYIIEHHS QYHKLIT
HUPOK. CIiJ yBaXKHO CTEXHUTH 3a (DYHKIIIEI0 HUPOK

Tunpanasip +
[PUTOHABIp/MOITyTErpaBip

Jlomyrerpasip |

IAUC | 59 %; Cmax | 47 %; Ct | 76 %
crumyinis pepmentis UGT1AL ta
CYP3A)

IPexoMeHIOBaHa AJIsL AOPOCIHX 1032 JOIyTEerpaBipy
cTaHOBUTE 50 MT 2 pasu Ha 100y IPU 0JHOYACHOMY
BAaCTOCYBaHHI 3 TUIIPaHaBIpOM/pUTOHABIpOM. [liTAM
IMo3y, po3paxoBaHy Ha Macy TijJia Ta IPH3HAYEHY [ULT
BaCTOCYBAHHS OJHH pa3 Ha 100y, 3aCTOCOBYIOTD ABii
Ha 100y.

SIKIIO € Pe3UCTeHTHICTD 0 IpenapaTiB kiacy
iHri6iTOpiB iHTErpasu, HEOOXiAHO PO3rNLAATH
MUTaHHA IPO aJIbTCPHATHBHI KOMOIHALIT, sTKi He
BKJTFOYAIOTH HEBipaIIiH.

‘DocammpeHasip +

JTomyTerpasip |

3a BiICYTHOCTI PE3UCTEHTHOCTI N0 MpenapaTiB Kiacy

Terodorip: AUC: 122 %; Cmin: 137 %

putoHaBip/momyrerpaip |JAUC | 35 %; Cmax | 24 %; Ct | 49 % |iHriGiTopiB iHTerpa3yu HeMae NOTPeOU Y KOpUryBaHHI
(ctimynsnis gepmentis UGT1AI Ta ITO3H.
CYP3A) SIKIIO € Pe3UCTEHTHICTD [0 IPernapaTiB kiacy
iHri6iTopiB iHTErpa3y, HeOOXiTHO PO3MIANATH
MATAHHS TIPO albTepHATUBHI KoMOiHalil, SKi He
BKITFOUAIOTH (hOCaMIIPEeHABIp/PUTOHABID.
TapyHaBip + JlonyTerpasip Hemae moTpebu y KOpUTyBaHHI JO3H.
puronasip/momyterpaBip |AUC | 22 %; Cmax | 11 %;
C24ron | 38 %
cramyisiist pepmentie UGT1A] Ta
CYP3A)
lapyHaBip + JlapyHaBip: [TigBuIeHa eKCIO3ULIs TeHO(OBIpY MOXKe
puTOHABip/TeHO(OBIPY IHemae icTOTHOTO BIUTHBY Ha IApaMeTpU [IOTEHIIFOBATH MOOIUHI peakIiii, HoB’13aHi 3
ITH30IPOKCHIT ‘DK napyHaBipy/pHTOHABIpY. TeHO(OBIPOM, BKIIIOYAIOYH TOPYIIEHHS GyHKIIT

HIpOK. CIIiJl yBa)KHO CTEXUTH 32 (DYHKIIEIO0 HUPOK.

Ulominasip +
PUTOHABIp/NOIyTErpaBip

UTomiHaBip +
pHTOHABIp/TeHODOBIpY
ITU30IPOKCHIT

JlomyTerpasip <>
IAUC | 4 %; Cmax <> 0 %; C24ron |
6 %

UlomiHaBip/pUTOHABIp:

IHemae icTOTHOrO BIUIMBY Ha IapaMeTpu
DK sromiHaBipy/pUTOHABIpY.
Terodoaip:

IAUC: 1 32 %; Cmax: <»; Cmin: 1 51 %

Hemae noTpebu y KOpUryBaHHi JO3H.

[TimBuUIIEHa eKCTIO3ULIsL TeHO(DOBIPY MOKe
[IOTEHLIIOBATH MOOIYHI peakwii, o’ 3aHi 3
TeHO(OBIPOM, BKIIOYAIOUHX MOPYIIEHHS QYHKIIT
HIpok. CITif yBaXKHO CTEXKUTH 32 (yHKILIEI0 HUPOK.

\IIpomusipychi npenapamu npomu 2enamumy C
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Jomyterpasip/JlamiBynun/TeHodoBipy ausonpokcuny dhymapar

560 mr/300 mr/300 mrrabnerkn

(Maitnan Jlaboparopis Jlimiten), HA688

WHOPAR, uyacruna 4

Jlumens 2019 p.
Poszin 6 vRUBIEHMI: KBiTEHE 2020 .

Jlaxmaracsip/
IMoJTyTerpaBip

JlaknaracBip/TeHOOBipY
ITU30TIPOKCHIL

JTomyTerpasip <>

IAUC 1 33 %; Cmax 129 %; Ut 145 %
Tenodosip <

IAUC 1 10 %, Cmax |5 %, Cmin 117 %
.laxmaracBip <>

> JlaxyaTacip

IAUC: 1,10 (1,01, 1,21)
Cmax: 1,06 (0,98, 1,15)
Cmin: 1,15 (1,02, 1,30)
<« Tero¢oBip

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

Hemae moTpebu y KOpUTYBaHHI I03H.

CodocOysip/TeHodoBipy
IMU30TIPOKCILT

TeHodoBip

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

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

IGS-331007 (ocHOBHUI HEaKTUBHHI
MeTaboITiT coPocOyBipy)
| Cmax 0,77 (0,70, 0,84)
> AUC 0,84 (0,76, 0,92)

Hemae motpebH y KOpuryBaHHi 1o3u copocOysipy
a0o npenapary [Toprosa Hazsa HA688], komu
coocOyBip i mpenapar [Toprosa Ha3zsa HA688]
BaCTOCOBYIOTHCS OJHOYACHO.

TeHO(OBIPY AU3OIPOKCHI
+ eMTpUIUTa0iH)

IGS-3310072 AUC: <
Cmax: <>
Cmin: <>

Uleminacsip: AUC: <
Cmax: <
Cmin: <>

Jlomyterpasip AUC: <>
Cmax: <>
Cmin: <>

Emtpunurabin: AUC: <
Cmax: <
Cmin: <>

Tenodogip: AUC: 1 65 %
Cmax: 7 61 %
Cmin: 1 115 %

Cmin (H/J)
Ulenimacip/codocOysip + [Codocbyrip: AUC: «+» (CJ1iJ; IPOBOJUTH CIIOCTEPEKSHHS 33 CTAHOM
ImoTyTerpasip + Cmax: <> MalieHTiB, AKi OTPHMYIOTH JeainacBip/codocoyrip

0JHOYAacHO 3 mpenaparoM [Toprosa Haszsa HA688],
00 MOOIYHMX peakliif, MOB’ I3aHuX i3
reHo(oBipoM. CltiZ peTeTbHO CIOCTepiraTy 3a
(bYHKITIf0 HUPOK (IHB. po3ain 4.4).
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Jonyrerpasip/JlamiByqus/Tenohosipy qu3onpokcuiy Gpymapar

50 mr/300 MrA300 Mr TabRAeTHH

(Maitnau Jlaboparopi3 Jlimiten), HA688 -

WHOPAR, yactuna 4

Jlunens 2019 p.
Posain 6 oropnenmii: xpirens 2020 p:

ICodocOyBip/BenmaTacBip +
TeHO(OBIPY AHZOMPOKCHUIL

CodocOyrip:
AUC: &
Cmax: <

IGS-3310072: AUC: <>
Cmax: <>
Cmin: 142 %

Benmaracsip: AUC: 1 142 %
Cmax: 155 %
Cmin: 1 301 %

Terodogip: AUC: <

[5yJI0 MPOIEMOHCTPOBAHO, IO
coocOyBip/Benmaracpip 30LIBLIYIOTh EKCIIO3HUIIIEO
reHo(hOoBipy (mpurHideHHs P-gp). 36inbmenss
excro3uii TeHodoBipy (AUC i Cmax) nopiBHIOBaJIO
rpubam3Ho 40-80 % npH 0QHOYACHOMY 3aCTOCYBaHHI
codocOyBipy/BenmnaTacBipy i TeHOGOBIpY
ITI30TPOKCUITY y CKJIAMi Pi3HUX cXeM JikyBauus BIJI.
IBesnexa TeHO(OBIPY TU30TPOKCHITY NPH
0THOYACHOMY 3aCTOCYBaHHI 31
cotocOyBipom/BenmaTacBipoM Ta
(bapMakOKiHETHYHUM I ICHITIOBaYeM (HarpuKiIa,
puToHaBipoM ab0 KOOIIICTATOM) HE BCTAHOBJICHA.
[TamieHTH, SKi OJHOUACHO 3aCTOCOBYIOTH TeHODOBIpY

CYP3A)

IAUC | 5 %; Cmax 1 16 %; Ot | 30 %
crumymis epmentiB UGT1A1 Ta

Cmax: 1 55 % MA300pOKCHI 1 copocOyBip/BenmaTacBip, OTpeOYIOTh
Cmin: 1 39 % CIIOCTEPE)KEHHS OO0 TOOITHNX peaKIiii, OB’ I3aHUX
i3 TEHO(OBIPY TU3OMPOKCHIIOM (IMB. PO3aii 4.4).
Codocbysip/Benmatacsip/ [CodocOysip: AUC: <> By110 IpOIEMOHCTPOBAHO, 1110
BOKCHIJIATIPEBIp + Cmax: | 30 % coocOyBip/BenmaTacBip/BOKCIIANPEBIpP 301MbIIYIOTH
reHO(oBipy Auzomnpokcun [Cmin: H/IT excrio3uIito TeHooBipy (mpurHideHHs P-gp).
+ eMTpHIHTa0IH + 36inpmenns excrosunii TeHopoBipy (AUC i Cmax)
ImapyHaBip/pATOHABIp) IGS-3310072: AUC: <> inopiBHIOBaIIO MpHUOIM3HO 40 % IPH 0THOIACHOMY
Cmax:<> BacTOCYBaHHI
Cmin: H/IT codocOyBipy/BennaTacBipy/BOKCIIAMPERIpY i
ImapyHaBipy + pUTOHABIp + TeHOOBIpPY
Bemmaracgip: AUC: <> IM30TIPOKCHI/eMTpHUITUTA01H.
Cmax: <> Besneka TeHO(OBIPY OU30NPOKCUITY TIPH
Cmin: <> 0JHOYaCHOMY 3aCTOCYBaHHI 31
codocOyBipOM/BeNIATACBIPOM/BOKCHIIAIPEBIPOM Ta
Boxcmnampesip: AUC: 1 143 % (bapMakOKiHETHIHNM IIiICHITIOBaYeM (HapUKIaL,
Cmax:1 72 % puTOHABipOoM ab0 KOOIIHCTATOM) HE BCTAHOBJIEHA.
Cmin: 1 300 % [TartieHTH, SKi OMHOYACHO 3aCTOCOBYIOTH TEHO(DOBIpY
ITA30TIPOKCHIT 1
Ternodosip: AUC: 139 % coocOyBip/BenmaTacBip/BOKCHIAIPERIp,
Cmax: 148 % MOTPeOYFOTh CIIOCTEPEIKESHHS ONO MOOTTHIX
Cmin: 1 47 % peaxuiif, TOB’sA3aHUX 13 TEHOQOBIPY AUIOTPOKCHIIOM
JIWB. po3ait 4.4).
Unmubiomuxu
Pudammirus/ noyrerpasip J[loryterpasip | PexoMeHnOBaHa AJI JOPOCIHX 1032 JOTyTerpaBipy
IAUC | 54%; Om[11| 43%; Ot |[72% cTaHOBUTH 50 MT 2 pa3u Ha 100y IPH OTHOYACHOMY
crumyanis pepmentis UGT1Al Ta BacTocyBaHHI 3 pudamminuHoM. J{iTam
CYP3A) IMo3y, po3paxoBaHy Ha Macy Tijia Ta PU3HAUCHY s
BaCTOCYBaHHA OJIMH pa3 Ha J00Y, 3aCTOCOBYIOTh ABiUi
Ha 100y.
[Tpu HasABHOCTI PE3UCTEHTHOCTI IO MperapaTiB Kjiacy
iHri0iTOpiB iHTErpa3y CIIil YHUKATH OHOYACHOTO
BaCTOCYBaHH: JOJIyTEerpaBipy Ta pupaMItinuHy.
Prugabytun/noayTerpasip |lomyTterpaBip <> [Hemae moTpebu y KOpUIyBaHHi JO3H.

[IpoTurpuOKoBi npenapaTu

(D ITyKOHA30I1
ITpakoHazoi
IKeToxoHazou
I[TocakoHa3011
IBopukoHa3oJ

BUXOSYHU 3 TEOPETHIHUX MIPKYBaHb, KOIHOT
B3aeMOii 3 JoyTerpaBipom, TeHO(ORBIpyY
ITU30IPOKCUIIOM a00 JIaMiBy THHOM HE OYiKy€ThCsL.
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Tonyrerpasip/JlamiBy qus/TenooBipy au30onpokcHiIy pymapar

50 M17300 M17300 M- 1aGie ke

(Maiinau Jlabopatopi3 Jlimiten), HA688

WHOPAR, uactuna 4

Jlunens 2019 p.
Pozzinr 6 UHUBIEHMI: KBITEHE 2020 .

[IpoTHeninenTHYHI NpenapaTx

Kap6amasernin/ JloryTerpagip | IPexoMeHI0BaHa IS TOPOCIIHX 1032 JOIyTerpaBipy
ImoryTerpasip AUC | 49 %; Cmax | 33 %; (0t | 73 % craHoBuTh 50 Mr 2 pa3u Ha 100y NIpHU OTHOYACHOMY
RacTOCyBaHHI 3 kapOamaseniHoM. JiTaM nosy,
[po3paxoBaHy Ha Macy Tijia Ta IpU3HAYeHY IS
BAaCTOCYBaHHSI ONMH pa3 Ha J00y, 3aCTOCOBYIOTh Bidi
Ha 100y.
[TamieHTaM i3 pe3UCTEHTHICTIO 10 1HTiOiTOPIB
IHTerpasy CIIiJ 3a MOXKJIUBOCTI IPU3HAYUTH
MpenapaTy, aTbTepHATHBHI KapbaMaseminy.
Oxckapbazemnin/ JTomyTerpagip | PexoMeHIOBaHA [T TOPOCIIUX 034 JOIYTErpaBipy
ImoryTerpasip HE JTOCIIKYBaNIH, 09iKyeThCS cTaHOBUTH 50 Mr 2 pasu Ha 100y OpH OAHOYACHOMY
BHIDKEHHS 4epe3 CTUMYJIALI0 (epMEHTIB BaCTOCYBAHHI 13 MU iHIYKTOpaMH (EPMEHTIB.
\Denitoin/monyterpasip  [UGT1A1 ta CYP3A, odikyeTbes JTiTsM 03y, po3paxoBaHy Ha Macy Tina Ta
BHIDKEHHS €KCIIO3HL1, HoAiOHe O TOro, [pH3HAYeHYy Ui 3aCTOCYBAaHHA OJHUH pa3 Ha 100y,
‘DenobapbiTan/ IO CTIIOCTEpirayiy pY 3aCTOCYBaHHI 3  BacTOCOBYIOTH IBidi Ha H00Y.
InoryTerpasip [kapbamMa3zerniHoM) [TarieHTaMm i3 pe3UCTEHTHICTIO O iHribiTopiB

iHTerpasy CJIiJ 32 MOXTHBOCTI IPU3HAYUTH
AIbTEpHATHBHI KOMOiHaMi{, SIKi HE BKIIOYAIOTH IIi
iHTyKTOpH (hepMeHTIB.

[MpoTHapuTMiuHi mpenapaTu

TodeTrmin/nomyTerpasip

Tobetmmin T

HE JOCTIiKYBaJH, TIOTSHITIHE
ITi IBUINEHHS depe3 MPUrHideHHA
rpancnoprepa OCT2)

OIHOYaCHE  3aCTOCYBaHHA  JOJyTerpaBipy T
modeTriny NPOTHIIOKAa3aHe uepe3  NOTEeHIINHHY|
BATPO3MBY UL JKUTTS TOKCHYHY Mil0 BHCOKO]
lKOH[ICHTpaHﬁ nobeTmriy.

IAHTaIIIAH Ta Xap4yoBi 100aBKH

IAHTAIUIH, SIKI MICTATE
Margii abo
lamoMiHi i/ moyTerpasip

[lomyTerpasip |

IAUC | 74 %; Cmax | 72 %
KOMIUTEKCHE 3B’ I3YBaHHA 3
MOJTiBAJTEHTHUMH 10HAMH)

IAHTALM Y, SIKI MICTATS MarHii/aTroMiHiH, cin
MpUAMAaTH OKPEMO Bijl HOTyTerpasipy (ImoHaiMeHIe
Hepe3 2 TOIUHH icist abo 3a 6 TOIUH 10 HoTo
MpuiioMy).

[XapuoBi no6aBKH 3
KaJTbLIIEM/ TOJTy TErpaBip

JlosyTerpasip |

IAUC | 39 %; Cmax | 37 %;
C24ron | 39 %

KOMIUIEKCHE 3B’ I3yBaHHS 3
[TOJIiBAJIEHTHUMH 10HAMH)

X apuoBi m0OABKH 3 KaIbLIEM, 3aJ1i30M ab0
MOJTiBiTaMiHY CITi PUAMAaTH OKPEMO Bif
ImoJTyTerpaBipy (1oHaliMeHIIe yepes 2 FOJUHY Micis
a00 3a 6 TOIUH 10 HOTO MPUHOMY).

Xap4oBi mo6aBKH i3

Jlomyrerpasip |

BaJTi30M/IOIyTerpaBip AUC | 54 %; Cmax | 57 %;
C24ron | 56 %
KOMIUICKCHE 3B’SI3yBaHHSA 3
ITOJIiBAJICHTHAMH 10HAMI)
[MomigiTamiam/ [TomyTerpagip |
ImoJTyTerpaBip IAUC | 33 %; Cmax | 35 %

C24ron | 32 %
KOMIUIEKCHE 3B’ I3YBaHHS 3
oJTiBajie HTHUMH i0HaMMU)

MporuniabeTuyHi npenapaT

MeTdopmin/momyTerpaBip

[Tpu oHOYACHOMY 3aCTOCYBaHHI 3
Imonyterpagipom 50 Mr 1 pa3 Ha 100y:
MetdhopmiH T

IAUC 1 79 %; Cmax 1 66 %

[Tpx 0gHOYACHOMY 3aCTOCYBaHHI 3
monmyTerpasipom 50 Mr 2 pasu Ha 1o0y:
Metdopmin T

AUC 1 145 %; Cmax 1 111 %

JIiJ pO3TIIAHYTH KOPEKIIito 1031 MeThopMiHy Ha
09aTKy Ta IPH 3aBEPILEHHI OHOYACHOI0
ACTOCYBaHHSA Oy TerpaBipy 3 MeTGopMiHOM U1t
iATpUMaHHS IMTiKeMiYHOTO KOHTPOIO. [ malieHTin

i3 MOMipHHM TIOPYIIEHHAM (GYHKIIT HUPOK CITi
O3IJITHYTH KOPEKIIifo 103U MeT(QOpMiHy IpU
JHOYACHOMY 3aCTOCYBAHHI 3 JOIyTErpaBipoM uepes
IIBUINECHUN PU3UK JIAKTATAMA03Y [P MiABUINEHH]
OHIIEHTpaLii MeT(HOPMiHy y NALi€HTIB i3 MOMipHUM
OpyIIeHHAM YHKIIIT HEPOK.
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Tonyrerpasip/JTamisy qun/TenoQoBipy qu3onpokcuiy GpyMapar WHOPAR, uactuna 4 Jlumens 2019 p.
50 -mr/300 MF300 MP TAOACTIH Posnin 6 onoBncam: keirens 2020 p.
(Maiinaun Jlaboparopis Jlimiten), HA688

KoHTpauenTuBH

ETuHiNTECTpanion ta JlomyTerpasip <> OJTyTerpaBip He YMHHTH (HapMaKkOIHHAMITHOIO

HOPEJITeCTPOMIiH ETuninecTpanion <> IUIUBY Ha JIOTETHI3yI0OUHH rOpMOH,

nosryTerpasip AUC 13 %; Cmax | 1 % OJIIKYJIOCTUMYJTFOIOYHI TOPMOH Ta IIPOreCTEPOH.
HopenrecTpoMiH <> eMae oTpedH y KOPUTYBaHHI NO3H IePOPAIbHIX
AUC | 2 %; Cmax | 11 % OHTpALENTHBIB IPH IX 0JHOTACHOMY 3aCTOCYBaHHI 3

OJIyTErpaBipoM.
IKopTHkocTepoinu
[pemHison/momyrerpasip |lomyTterpasip <> Hemae motpeOy y KOpUIyBaHHI JO3H.

AUC 1 11 %; Cmax 16 %; [t 1 17 %

3n0BKUBaHHS NpenapaTaMu

Meranos/noxyrerpasip  |[lomyTerpasip <> Hemae notpe6y y KOpUI'yBaHHI HO3H.
MetanoH <>
AUC | 2 %; Cmax < 0%; Ot | 1 %

IPocsiuHHI penapaTH

3Bipo6iii/noyTerpasip  |omyTerpasip | €KOMEHIOBaHa Ul JOPOCIUX 103a JOyTerpaBipy
He JOCHIIKYBaIM, OUiKyEThCS TaHOBUTH 50 MI' 2 pasu Ha 100y IpH ONHOYACHOMY
BHIDKEHHSA Yepe3 CTUMYIIALII0 (pepMEeHTIB BacToCyBaHHi 3i 3Bipo6oeM. JIiTsM m03y, po3paxoBamy
UGT1A1 ta CYP3A, ouikyeTbes a Macy Tija Ta IpU3HadeHy [UIA 3aCTOCYBaHHSA ONUH

BHIDKEHHs €KCIO3MIiT, mofibHe 10 Toro, [pa3 Ha 100y, 3aCTOCOBYIOTH ABiui Ha 100y. [TamiedTam
[0 CTIIOCTEPIray P 3aCTOCYBaHHI 3 (i3 pE3UCTEHTHICTIO 10 iHTibiTOpIB iHTerpasy ciix 3a
[kapbamMazemiHoM) OXXJIIMBOCTI IPU3HAUUTHU aNbTEPHATHUBHI KOMOIHAIIIT,
Ki He BKIFOYAIOTh 3BipO6iii.

4.6 ®epTHABHICTD, BATITHICTH Ta rOXYBaHHS TPYATIO

Bazimnicme

JTonryTerpasip

IMonepenni qaxi o6cepBalifHOro OCIIKEHHS CBITYMIM PO 30UTHLUICHHS YaCTOTH PO3BUTKY Ne(EKTIB
HepBoBoi Tpy6xH (0,67 %), KoaH MaTepi 3a3HaBaTH BIUIUBY JOJTyTErPaBipy HA MOMEHT 3a4atTs, IOPiBHIHO 3
MaTepsMH, SIKi OTPUMYBaJIM CXeMH JiKyBaHHS 6e3 nosyrerpasipy (0,1 %).

YacToTa po3BUTKY Ae(EKTIB HEPBOBOI TPYOKH B 3araybHil MOIyIANil KoMBaeThes B Mexkax 0,5—1 Bunanxy Ha
1000 mapomxkenux aiteit (0,05-0,1 %). ledexTn HepBOBOi TPYOKH BHHUKAIOTH MPOTATOM NEPIIMX 4 THKHIB
PO3BHTKY IUI0fa (Yac, KOJIK HEPBOBI TPYOKH 3aKPHBAIOTHCS).

Taxi gaHi cBigYaTh MPO Te, IO MOTEHIiHHI NpobieMu 3 6e3eKH MOXKYTh BUHUKHYTH CKOpillle yepe3
©KCIIO3UILII€I0 JOITyTerpaBipy B Iepiox NepHKOHLENIi, Hi’K IMPOTArOM BariTHOCTI.

Lle#t noTeHuiiHMH pusHk 6yae cTocyBaTHCS HKIHOK, SIKi HiIIAI0OTHCS €KCIIO3HILT JOTyTerpaBipy i yac 3a4arTs
1 Ha paHHIX TepMiHaX BariTHOCTI.

I1e came obcepBauiiiHe NOCTIIKEHHA IPOJEMOHCTPYBAJIO, 110 aHTHPETPOBIPYCHI CXEMH, IO BKITFOYAIOTh
JoiyTerpapip Ta edapipeH| (Ipenapar IMOpiBHIHHSA), PO3IIOYATi IPOTATOM ITi3HIIIKX MEePIOAiB BATiTHOCTI,
MAIOTh MOPIBHAHI pe3yJIbTaTH LIOI0 BAriTHOCTI.

Byso nmponeMoHcTpoBaHo, 0 AOIYTErpaBip MPOHUKAE Yepe3 IUIALeHTY TBapHH. Y JOCIiHKEHHAX
PENpOAYKTUBHOI TOKCHYHOCTI Ha TBapUHAX HE OyJI0 BUABJICHO JKOIHOTO HECTIPUATIIMBOTO BILTHBY Ha
PO3BUTOK, Y TOMY 4HCHi AeeKTiB HepBOBOi TpYOKH (muB. po3mia 5.3). [lns qeTansHOro BUBYEHHS JaHOTO
CHT'HAJTY L0/I0 TOTEHLIMHOr0 pU3HKy MPOBOAATHCSA aKTUBHI HOCHIIKEHHS Ta CIIOCTEPEKEHHS 38 iHIUMHU
BariTHUMH >KiHKaMH B BoTcBaHi Ta iHIIKX KpalHax, sKi [TiIaBaTuCh eKCIIO3HILT JOIyTerpasipy min gac
3a4aTTsl.

BariTHi XiHKH B I€pLUIOMY TPUMECTpI BariTHOCTI MOBHHHI OyTH MOIHGOPMOBAaHI PO MOKITHBE 301IbIIEHHS
PU3MKY PO3BHTKY Ae(eKTiB HepBOBOI TpyOKH IIPH 3aCTOCYBaHHI JoyTerpasipy. [lepeBaxHi BapianTu
aHTHpeTpOBipyCHo'f Tepanii MOXKYTb BIAIPI3HATHCS 3aJIKHO BiJl IHAUBITYaTbHOT OI[IHKH CITiBBiIHOLIEHHS
nepeBar Ta pU3HKiB, a TAKOXK MICI_ICBI/IX 00CTaBHH.

Pesyneratu CTIOCTEPEIKEHHS 32 HO}-I&A 1000 BUIIaJIKiB GKCIIO3HLIT BAMITHAX JKiHOK NPOTATOM APYTOro Ta
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JlamiByuH i TeHODOBIPY AU30IPOKCHUIL

JocmimkeHHst TeHOOBIPY JUIONPOKCHITY 1 IaMIBYAMHY Ha TBApUHAX HE CBIYATH [IPO MPAMUNA ab0 HempsiMuii
HEraTHBHHME BIUTHB Y BUTJISI PENIPOLYyKTUBHOI TOKCHYHOCTI (uB. po3ain 5.3). besneka 3acTocyBaHHs
TeHO(OBIPY BariTHUM XXiHKaM He Oyya NOBHICTIO BcTaHOBIeHa. OTHAaK y MepIIOMY TPUMECTpi 6y1o
BIZICTEXKEHO AOCTATHIO KiNbKICTh BUMAAKIB €KCITO3HIIIT, 1100 BUSABUTH HIOHAWMEHIIEe TBOKpATHE 301IbIICHHS
PU3HKY 3arallbHUX BaJ] PO3BHTKY. [Ipu 3acTocyBaHHI TEHOQOBIPY JH30MPOKCHITY a00 NaMiByAHHY 301IbLISHHS
YHcyIa BaJ PO3BUTKY He criocTepirainocs (Www.apregistry.com).

JKiHKu penpoOyKmueHo20 61Ky

JKiHKu penpoayKTHBHOTO BiKy NOBHUHHI OyTH noiH(OpPMOBaHi PO MOTEHLUIHHUHA PU3HK 3aCTOCYBAHHS
JoJryTerpasipy (ONHCcaHH BHILE) ITiJl 4ac BUSHAUCHHS HAHJOIIBHILIO! aHTHPETPOBIPYCHOI Tepartii.
[TepeBakHi BapiaHTH MOXKYTh BIIPI3HATHCS 3aJIEXKHO BiJ IHANBIMYaJIbHOI OL[IHKM CIIiBBIJHOILIEHHS MepeBar Ta
PH3HKIB, & TAKOXK MiCIIeBUX OOCTaBHUH.

SIKII0 116 MOJUTHBO, XKIHKaM PeIrpoIyKTHBHOTO BiKYy CIIiJ] IPOWTH TeCTYBaHHS Ha BariTHICTb IO ITOYATKY
3aCTOCYBaHHS TOJyTerpaBipy. SIKIO MalieHTKa He € BaTiTHOIO 1 He IUIaHye 3aBariTHITH, BOHA IO MOXJIMBOCTI
Mae 3aCTOCOBYBATH €(eKTHBHY KOHTPAIIEIILIIO IIPOTSATOM YCHOTO JIiKyBaHHS OTyTerpaBipoM.

1'ooyeanns 2py0doio
JomyTerpasip, JaMiByIHH i TCHO(QOBIPY AH30MPOKCHII BUABIAIOTECSA B IPYAHOMY MOJIOLI XKiHOK.

I[Tepur Hi>k KOHCYJIBTYBAaTH MAI[IEHTOK 3 [[bOT'O IIUTAHHS, CJIiJl 03HAHOMUTHCH 3 IOTOYHUMHU PEKOMEHIALISIMH
o0 BIJI Ta roxyBanHs rpyaro (Hanpukiia, onpuirogdenumu BOO3). baxkani BapiaHTH MOXKYTb 3aJ1eXKaTH
BiJl MiCLICBUX YMOB.

DepmunvHicmy

Jlani rpo BIUTHB OJyTerpaBipy Ha pelnpoIyKTHBHY QYHKIIIO YOIOBIKIB 1 )KiHOK BifCyTHI. JIociKeHHs Ha
TBapHHAX HE TIPOICMOHCTPYBAIH BILUIUBY NOJNyTerpaBipy Ha (epTHIBHICTE CaMIIiB i caMok. JlociipkeHHs Ha
TBapHHAX He MPOJEMOHCTPYBAJIM HETATUBHOIO BIUIUBY JOJIyTerpaBipy, JaMiByIuHy i TeHODOBIpY
JIA30IPOKCHITY Ha EPTUIIBHICTb.

4.7 3maTHicTh BIVIHBATH HA MIBAAKICTH peakii Npy KepyBaHHI aBTOTPaHCIOPTOM a00 iHIIHMH
MexaHizMaMH

[MauienTie cig iHbopMyBaTH, IO ITiJ Yac JikyBaHH: npernapaToM [Toprosa Hazea HA688] noBimommsuu nmpo
BHITIA KK 3amamopoueHHs. CIti BpaxyBaTH KIiHIYHHI CTaTyc MallienTa Ta npodine mobiyHMuX peakiiii
npemnapaty [Toprosa Ha3zea HA688] npu mpuiHATTI pilleHHs IOJ0 30aTHOCTI IallieHTa KepyBaTh
TPAHCHIOPTHUM 3ac000M ab0 MpaLoBaTH 3 MEXaHI3MaMH.

4.8 Ilo6iuni peaxmii

JI1st OLIHKH 9acTOTH MOOIYHUX peakiiii, OB’ I3aHUX i3 JiKYBaHHAM JNOIyTerpaBipoM, BUKOPHCTOBYBAJIUCH aHi
KJIiHiYHUX BUTPoOyBaHb. Hal0inpnr TsHkKoro nobigHor0 peakniero Oyia peakilis MigBHINEHOI Yy TJIMBOCTI, 0
BKJIIOYAJIa BUCHIIAHHS Ta TSOKKE ypasKeHHS mediHkd. HaiOinplr yacTUMHU MOOIYHUMHU peakiisMH AOJIyTerpaBipy
e uynota (13 %), miapes (18 %) i ronoBHui 6116 (13 %).

ITpu 3acTOCyBaHHI Nal{ieHTaM TeHO(OBIPY JH30NPOKCUITY MTOBIIOMIIAIOCS PO PiiKi BUIIAKH ITOPYILEHHS
GyHKLIT HIPOK, HUPKOBOT HEIOCTATHOCTI Ta IPOKCHMaJIbHOT HUPKOBOI TyOyJ1onaTii (BKIFOYalO9H CHHAPOM
DaHKOHi), 0 1HO/I MPU3BOAMWIIO O KICTKOBHUX aHOMAJTil (SIKi IHKOJIM CIIPHSUIH nepesioMaM). PekoMeHmyeThes
KOHTPOJTIOBATH (HYHKI[IFO HUPOK IAII€HTIB, IKUM 3aCTOCOBYIOTh Npemnapat [Toprosa Ha3zBa HA688] (nus.
posnain 4.4).

[To6ivni peakuii, sKi BU3HAYCHI K MOXKIIMBO OB’ 13aHi i3 3aCTOCYBaHHAM JI0JyTerpaBipy, TeHOQOBIpY
JU30NPOKCHITY 1 TaMiBYIHHY, 3a3HaUCHI JajIi 32 KJTacaMH CHCTeM OpraHiB Ta abCOIIOTHOIO YacToTor. Yacrora
BU3HAYAETHCA HACTYITHAM YHHOM: YK ‘.aéfo{~> 1/10), gacro (Bix 1/100 mo 1/10), rewacto (Bix 1/1000 no
1/100), pigxo (ein 1/10 000 no 1/1000) IYPKE pmxo (< 1/10 000).

£ f O
Posznaou 3 50Ky Kpoel ma JllMd)amul{HOI CUCTNEMU.
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HewacTto pedTporeHis, anemis (IHOI TSKKA), TPOMOOLMTOIICHIS
bl
Jyxe pinko napljiajibHa YepBOHOKJIITHHHA aria3is KICTKOBOTO MO3KY

Poznadu memaboniamy ma Xapyuy8anus.
Iy>xe yacto  rinogochareMis

Pinxo JIaKTaTal|a03
Hegigomo rirnoxaniemMist

Pecnipamopni, mopaxanvhi ma meoiacmunanbHi po3naou.
Yacto Karmenp, Ha3anbHI CHMOTOMH
Hyxe pinko  3anuinka

Posnaou 3 6oxy imyHHol cucmemu
Hewacto IiIBUIICHA Yy TIUBICTE (IUB. po3ain 4.4)
CHHIPOM IMyHHOT peakTuBanii (quB. po3ain 4.4, TakoX OMUCAHUH HIDKUE)

Icuxiuni poznadu

YacTto 0e3COHHS, MATOJIOTIUHI CHH, ETpecis, TpUBora

Heuacto cyimmmaneHe MUCIeHHs abo crpobu camorybcTBa (0coOIHMBO Yy MaLlieHTIB 13 Aenpeciero abo
MICUX{YHAM 3aXBOPIOBAHHSAM B aHAMHE31)

Posznaou 3 6oxy Hepsogoi cucmemu

Hyxe wacro  ['omoBHMIA Gintb

Yacto 3anaMopoUeHHs

Iyxe pinko  INepudepuuna Hefiponaris (mapecresis)

Posznadu 3 6oxy mpasHoi cucmemu
Jyxe wacto  HyJOTa, Aiapes

Yacto 6JIFOBaHHSI, METEOPH3M, O1JTb Y BEPXHIll YaCTHHI )KUBOTA, OLTb y )KUBOTI, BITUYTTA
JUCKOM]OPTY B KHUBOTI
Pinxo MaHKPEaTuT, ITiIBHUIICHUIH PIBEHb aMiJla3d B CHPOBATLI KPOBi

Posnaou 3 60Ky nevinku ma Jco8408UBIOHUX ULIAXIE
Heuacto I'enatur
Hesinomo CreaTo3 neviHku

Posznaou 3 60xy wxipu ma niOWKIPHOT KIIMKOBUHU
Yacto BHCHUIIAHHS, CBEpODK, BUMATAHHS BOJIOCCS

Poznadu 3 60Ky KicmK080-M 30801 CUCEMU MA CNOJYYHOL MKAHUHU

Heyvacro apTparis, Miaaris

Hegigomo paboMiosi3, ocTeoMaIALs (IO IPOSBIAETHCS K OUIb B KICTKaX 1 IHKOJIM CIIPHsE
nepesioMam), M’ 130Ba cy1abKicTh, OCTEOHEKPO3

Po3znadu 3 60Ky HUpOK ma ceyosudinbHOl cucmemu

Pimko piIKO rocTpa HUPKOBA HEOCTATHICTh, HUPKOBA HEIOCTATHICTD, IPOKCHMaJIbHa HUPKOBA
TyOyonaris (BKIHOYaroud cHHApoM DaHKOHI), MABHUIIEHHs PiBHA KpPeaTHHIHY B CHPOBATL
KpOBi

Jlyxe piiko  TOCTPHH KaHaJbLEBUH HEKPO3

Heeinomo HedpHT (Y TOMY YMCIIi TOCTPUH IHTEPCTHIIANTBHIN He(DPUT), He)POTreHHUH HEeIyKpOBHi fiabeT

3aeanvni poznadu :
Yacro ITineuuiena BTOMIIOBAHICThHe3 Ty KaHHS, THXOMAHKa
Hyxe pinko  AcTeHis i ~
oMo CHHAPOM BiZHOBIICHHS IMyHI:
2ALD ELAi 0 F
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Bioxunenns 6i0 nopmu, eusieneni y pesynomami nabopamopnux docniosicens
Yacto MiABHIEHHS PiBHIB allaHiHaMiHOTpaHChepasu (AJIT), acnapraraminorpascdepasu (ACT) ta
KpeaTHHKIHA3H

Onuc okpemux nobiunux peaxyii

3minu piens kpeamuniny 6 cuposamyi Kpogi

PiBeHb KpeaTHHIHY B CHPOBATIIi KPOBi MOe [ ABMIIYBATHCS IIPOTATOM ITEPIIOTO THYKHS JKyBaHHS
JOJIyTerpaBipoM i HOTiM 3aimimaTucs crabimbaum. ITicis 48 THKHIB JIKYBaHHS cepenHs 3MiHa Bin
TO4aTKOBOTO PiBHA CTaHOBHMIA 10 MKMOJIB/JT. 3pOCTaHHS piBHS KpeaTuHiHy 6y10 HoxiOH!M NpH pisHHX
¢onosux pexumax. Lli 3MiHH He BBaXKarOThCS KIIHITHO 3HAYYIIHUMH, OCKUIEKH BOHH HE BiZ0GpaXkaroTh 3MiHK
IIBU/IKOCTI KITy©04KOBOI GinbTparii.

Cunopom imynnoi peaxmusayii

V indixoBanux BUT naieHTiB i3 TsHKKAM iMmyHonedinuTOM Ha MoYaTKy KOMGIHOBaHOT aHTHPETPOBIPYCHOT
Tepanii (KAPT) Mosxe BUHHKHYTH 3anabHa peakijist Ha 6e3CHMITOME] 260 3ATHIIKOB] OIOPTYHICTHYH]
ingexuii. Takox MoBizoMILLIOC PO ayTOiMYHH] 3aXBOPIOBaHHs (Taki Ak xBopoGa I'peifsca); oqHak yac
BHHUKHCHHA 3aXBOPIOBAHHSA, PO SIKHH NOBIMOMIIANOCH, € Gibln BapiaGensHuM, i 1 SBHIIa MOXYTh
BUHHKHYTH 4epe3 0arato MicAuiB miciis nouaTky JiKyBaHHS (IHB. posnin 4.4).

Llopywennsa gynxyii nupox

Ockinbky namiBynuH i TeHODOBIpY AU30IPOKCHIT MOXYTb CIIPHYHHATH YPAXKEHHS HUPOK, PEKOMEHIYEThCS
KOHTPOJIFOBATH (PYHKLIIO HUPOK (THB. po3zin 4.4). [Tpokcumansaa HHUPKOBA TyOyJIomnaris 3a3eu4ail Munana a6o
il POSIBA 3MEHIITYBaIMCA IiCIIS IPHITHHEHHS 3aCTOCY BAHHS TeHO(OBIpy Mu3oNpoKcHTy. ONHAK Y AESKUX
TMALIEHTIB 3HIDKEHHA KITIPEHCY KPeaTHHiHy OBHICTIO He MHHAJIO, HE3BKAIOUH Ha NPHITHHEHHS 3aCTOCYBaHHS
TeHO(OBIpy Mu3ompoKcHy. IlamieHTs 3 pusrKoM PO3BUTKY HOpPYINEHHs QYHKIIII HHPOK (HAPUKIIAL, TIALE€HTH
3 BHXIJIHUMH (aKTOPAMH PH3HKY YPasKEHHS HUPOK, TH3HIMH CTA{iSMU BUI-indexuii a6o namieHTH, TKHM
OZIHOYACHO 3aCTOCOBYIOTh HE(POTOKCHYHI MPeNapaTH), MAIOT TIiBHILEHHI PU3HK HETIOBHOIO BIIHOB/ICHHS
(yHKIIT HHPOK, HE3BAXKAIOUM HA IPUITHHEHHS 3aCTOCYBaHHS TCHO(OBIPY TU3ONPOKCHILY (IUB. pO3ii 4.4).

Huprosa mybynonamis

Hacrynui no6iuni peaxuii, nepepaxopani BHIIE I 3arofOBKAMHE KJIIaCiB CHCTEM OpraHiB, MOXXYTh BHHHKATH
BHACJIIOK POKCHMAJILHOT HUPKOBOT TyGyI0maTii: pabnomionis, ocTeomanAwis (IO MPOSIBILETECA K Gib B
KiCTKax i iHKOJIH CIIPHSE TepesioMaM), rioKatieMis, M’ s308a cira0KicTe, Miomaris i rinodocdaremis. Ipu
BIZICYTHOCTI MIPOKCHMAITLHOI HUPKOBOI TyGysonarii [IpUHHa BUHMKHEHHS TaKHX SBUIL HABPSI YH [1OB’ s[3aHA 13
3aCTOCYBaHHSAM TEHO(OBIPY AU30IPOKCHIY.

B3aemooin 3 oudanozurnom

OnnouacHe 3acTocyBaHHs TeHODOBIPY AUOMPOKCHIY i AUJAHO3WHY HE PEKOMEHIYETHCS, OCKUTBKH 11e
IPU3BOAUTE [0 30LIBIICHHS CHCTEMHOT eKCIIO3MITIT AnnanosuHy Ha 40-60 %, mo Moyke 36LUTBIIUTH PH3HK
PO3BHTKY MOGIYHMX peaKiliif, 0B’ I3aHUX i3 TUIAHO3HHOM (IUB. posain 4.5). TTosizomisocs npo pigxi
BUIAJKH ITAHKPEATHTY i JIaKTaTalMI03y, IHOMI 31 CMEpTeIbHUMHU HACTi TKAMH.

Memaboniuni napamempu
Maca Tifta Ta piHi JimiziB i roko3u B KPOBi MOKYTE 30UIBLIYBATHCS TTi/T YaC AHTUPETPOBIPYCHOI Tepartii
(mnuB. po3min 4.4).

Ocmeonexpos

TToBinOMITAIOCS PO BHIIAZKU OCTEOHEKPO3Y, OCOBIHEO Yy MaLi€HTIB i3 3araTbHOBiTOMUME (aKTOpamu PU3HKY,
nisHiMu cTanismu BUT-indexuii abo TpuBanuM nposeneHHsaM KAPT. Yacrora nporo seuma Hesinoma (mus.
posgin 4.4).

orvw o

Koingeryis eipycy zenamumny/aéo’C* .
VY KTHIYHEX AOCII IKEHHAX, A0y Terpasipy NpOGine No6GiYHKX peakuiil y namienTis i3 KOiH(eKLi€ero Bipycy
renatuty B ta/abo C 6ye ananoriunuii NPOGINO Y nanieHTiB Ge3 renaTuTy, 3a yMOBH, 110 BUXiTHI TOKA3ZHHAKH
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(yHKUIT TIeYiHKH He HepeBHILYBaTH BEPXHIO MEXY HOPMH GBI HiXK y 5 pasiB. OfHaK y MiArpynax namieHris
13 koindexuieio Bipycy renatuty B a6o C HaTonorivHo 3MiHeHi MOKa3HHKH pieniB ACT ta AJIT 6ynu 6inbim
BUCOKMMHU. ITifBuinenns 6ioXiMiUHUX MOKA3HHUKIB ByHKIIT MediHKH, 1o BiZINOBIATI0 CHHAPOMY iMyHHOT
peakTUBallii, cocTepiranocs y Aeskux MarieHTis i3 KoiH(eK1iero Bipycy rematury B a6o C Ha MIOYaTKy
JIKYBaHHs 0Ty TeTpaBipoM, 0COOIUBO Y THX, y KOTO Oyi10 BinMiHeHo stikyBanHs rematuty B.

O6MexeHi aHi OO MAI[iE€HTIB, koindikoBanux BUI/BI'B a6o BUI/BI'C, BKasyIOThb Ha Te, IO Mpodiis
NoGIYHKMX peakuilt eMmTpuIuTabiny? i TeHOGOBIpY AM30NPOKCHUITY Yy TallieHTIB, KoiH(ikoBanux BIJI/BI'B a6o
BUI/BI'C, ananoriunuii npoimo nobiuHix peaxwii Yy nauieHTie, inpikoarux BUI 6e3 koindexwuii. Onnax, sk
i ouikyBasnocs, migsmenss pisHis ACT i AJIT CTOCTEpIraocs YacTilre, HiX y 3aranbHii mormyssii BII-
1H(}IKOBaHHX TAIi€HTIB.

3azocmpenns eenamumy nicas npunuHens JIKY8aHHS
Y BUI-in¢ikosanux nauientis, koigikosanux BI'B, micis NPUITHHCHHS JTIKYBaHHS MOJKYTh 3’ IBUTHCS
KJIiH{4Hi Ta 1ab0paTopHi 0O3HAKH remaTuTy (LHB. poznin 4.4).

Oxpewmi kateropii namieHTis

Himu

ObMmexeni aHi {010 3aCTOCYBAHHS AOJTyTerpasipy miTam i mimitkam (Bikom Bix 6 1o 18 POKiB i 3 Macoro Tina
IIOHaHMEHIIe 15 Kr) CBifaTh Ipo BiACYTHICTS 6y Ib-SKHX JOATKOBHX THIIB HOGIMHIX peakuiii, okpim
BU3HAYEHUX Y TOPOCIIHX.

Ilo6i4ni peakmii, 1o crioctepiranucs y mite, sikum 3aCTOCOBYBAIH TeHO(OBIPY MU30MPOKCIII 260 NaMiByIuH
Y BUIJIAI1 OKPEMHUX Tperapartis, Oyid MOMIGHHUME 10 THX, 0 CIOCTepiraaucs B KIIHIYHEX JOCITIHKEHHAX 32
YYacTIO JOPOCIUX TAl[i€HTIB.

1oBinOMIIANIOCS TIPO 3HIDKEHHS MiHEPANBHOT ILTEHOCT] KiCTKOBOT TKAHHHE (MILIKT) npu 3acrocysansi
TEHO(OBIPY IM3OMPOKCHITY JiTaM. Z-oka3Huks MIITKT y BUI-indikoBaHuX migmiTkiB, skum 3aCTOCOBYBAIH
TeHO(OBIPY AU3OMIPOKCHI, BYIH HIKUAMH, Hixk Yy TiJUTITKIB, SKUM 3aCTOCOBYBAIIX IUIALE60. Z-MOKA3HUKH
MIIKT y BUI-in¢ikoBanux aitedt, sxi nepeifuumm Ha 3aCTOCYBaHHs TEHO(OBIPY AU3OIPOKCHITY, GyIiu
HIDKYMMH, HDK Y JiTeH, SKHM IIpOIOBKyBaJIH 3aCTOCOBYBATH CXEMH, 110 BKIFOUAIOTE CTaByIHH 260
3UIOBYIHH.

Ilayienmu nimnvozo iy
Crijt AOTpUMYBATHCS 0GEPEIKHOCTI, OCKITBKH Y NALi€HTIB TITHHOrO BiKY 3HIDKEHHs QyHKUIT HUPOK € GitbIn
HMOBIpHHM.

€ BOXTMBHM MOBIiTOMIIITH IIPO MiK03pIoBaH] moGiuHi peakuii micis peectpanuii ikapcskoro 3aco6y. e
AO3BOJIAE NPOBOIUTH NOCTIHHH MOHITOPUHT CIIBBiIHONIEHHS KOPHCTI Ta PHU3HKY JIKapChKOro 3acoby.
Menu4HuX npaniBHUKIB 3aKITHKAOTH HOBiIOMIIATH npo Oynp-sKi mimo3proBani mo6idmi peaxiii BJIACHHKY
PeeCTpaLifHOro NOCBinYeHHs a60 32 JOMOMOTO HAIIOHATBHOT CHCTEMHU 3BITHOCTI, 38 HAABHOCTI.

4.9 Iepeno3zysanus

Cumnmomu

Ipy BUHMKHEHHI ITepe03yBaHHI HeOOXiqHO CIIOCTEpiraTH 3a CTAHOM MAIEHTA MO0 O3HAK TOKCHYHOCTI (nus.
poszinu 4.8 15.3) i npu HeoGxiaHoCTI 3acTOCYBaTH CTaHZAPTHE MiATPHMYIOY€ JiKyBaHHS.

Jixyeanus

7stAy,, Oy0 BHCIIOBIEHO NPHITYINEHHS, 110 eMTPHUMTAOIH 1 JaMiByaIuH €

? Ha ocHOBIi cuCTemaTHyHQ
(bapMaKkoMoriyHo eKBIBACHTHUMY ‘1, "OTKe, KIIHIYHO B32EMO3AMIHHUMU npenaparamu Uit tepamii BIJI-
: NG

indexuii. Tomy nanmui fékc’tr*Mi"cme HIOCHIAHHS TAKOK HA JaHi, OTPHMaH /11 eMTPHIHTAGIHY.
D.oeniss By Somnl 259
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Crnenudivnoro nikyBaHHs nepeno3ysaHHs npenapaty [Toprosa Hazsa HA688] Hemae. V pasi nepenosyBaHHs
NPy HeOOXiTHOCTI CJIijl 3aCTOCYBATH MiATPUMYIOUE JTIKYBAHHS TAIlIEHTA Ta POBOIUTH HEOOXinHe
cnoctepexxenns. I1ig yac nposeneHHs (4-rofMHHOr0) reMoialisy, MOCTIHHOro aMGyIaTOPHOro
TIEPUTOHEAIBHOTO Miajlizy Ta aBTOMAaTH30BAHOT'O MIEPHTOHEATEHOrO Hiaiizy OyIio BUIAIEHO JIUIIE HE3HAUHY
KiJIBKICTB JIaMiBY/IUHY, i TOMy HEBiZIOMO, uH Oy/ie MOCTIiHHMIi reMoiai3 MaTd KIiHIYHY KOPUCTE TIPH
Tepesio3yBaHHi JaMiBynuHy. TeHoOBIp AHU30MPOKCHIT MOKe OyTH BUAAICHHH 3 JOOMOTOK0 FeMOIializy;
MeJliaHa TeMOIiali3HOro KIipeHCy TeHO(DOBIpYy AH30NPOKCHITY CTaHOBHTE 134 Mi/xB. BuseneHus teHodosipy
JHU30TPOKCHITY IIUIAXOM IIEPHTOHEANLHOTO Jialli3y He BuBuUaaocs. OCKiTbKH TOTyTerpaBip Mae BUCOKHI
CTYMiHb 3B’ A3yBaHHA 3 O1JIKAMHM IUIa3MH, HAaBPS YH HOTO BUBEIEHHS LUIIXOM a3y Oy/ie 3HAYHHMH.

5. ®APMAKOJIOI'TYHI BJJACTHUBOCTI

51 ®apmakoguHaAMiKa
Dapmaxomepaneemuyna epyna

HoimyTterpasip:
ITpotuBipycHi 3aco6u nmpsAMOi aii, iHmi npoTtusipycHi 3acobu, kogq ATX: JOSAX12

JlamiByuH i TeHOGDOBIPY AHZOTIPOKCHIT:
ITpotuBipycHi 3acobu npsMoi Ail, mpoTHBipycHi 3acobu s nikysanus BIUI-indekuii, kombinauii, kox ATX:
JO5AR12

Mexanizm 0if

Homyterpasip npurnidye BIJI-iHTerpasy, 38’ 13yl0Uurch 3 aKTHBHUM LEHTPOM GepMeHTy iHTerpasa Ta
6710Ky104H eTan IePEeHOCy JaHLIora IPOLEcy iHTerpawii peTpoBipyCHOT 1e30KCHPUOOHYKIETHOBOT KHCIOTH
(JAHK), sxuii € oOCHOBHUM 1S KTy perntikamnii BIJT.

JlamiByIMH, HETaTUBHUM eHaHTiOMep 2’-1e30KCH-3’ -TialluTHAMHY, € aHATIOTOM IUIE30KCHHYKJIEO3HTY .
Teno¢opipy qU30IPOKCHII IEPETBOPIOETECA int Vivo Ha TeHO(DOBIp, aHATOT HyKIIeo3uaMonodochary
("ywieotuny) ageHO3UHMOHOGochaTy.

JlamiByuH Ta TeHO(QOBip GOCHOPHITIOIOTECSA KIITHHHIMU HePMEHTaMH, YTBOPIOKOYH BiNIOBIIHO NaMiBy qUHY
Tpudocdat Ta TeHoPoBipy mudocdar. Jlamiyqury Tpudocdar i reHodoBipy midhochar KOHKYpeHTHO
NPHTHIYYIOT 3BOPOTHY TpaHckpunTasy BIJI-1, mo npusBomuts 1o nepepusanus naniora JJHK. O6unpi
pedyoBHHH € akTUBHMMH 1IpoTd BIJI-1 ta BIJI-2, a Takox mpoTH Bipycy remarury B.

Dapmaroounamika

Ipomugipycrha akmugHicms y Kynbimypi Kiimun

Lonymezpasip

3navenns IC50 nna momyTerpapipy mozmo pisHuX gaboparopHux mraMis BUUI-1 i3 BukoprcTaHHIM
MOHOHYKJIeapHUX KIITUH nepudepuunoi kpoi (MKIIK) cranoBuau 0,5 HMOIb, Ta 6ynu y mianaszosi 0,7—

2 HMOIb IpH BUKOpHCTaHHI KIITHH MT-4. IToni6Hi 3HauenHs IC50 Gyu oTpuMaHi Ui KIiHIiYHEX ITaMiB 6e3
JKOJHHUX CYTTEBHX BiqMiHHOCTeH Mk mintumamu (A, B, C, D, E, F ta G). Cepenne 3nauenns IC50 ma 3
mrramiB BIJI-2 cranorumno 0,18 umons (miamaszon 0,09-0,61 amois).

Jlamigyoun

ITpoTuBipycHy aKTHBHICTb JaMiByquHy Inomo BIJI-1 oninHroBany B psai KIITHHHEX JTiHiH, BKIIOYAIOUH
MonouutH i (MKIIK), BUKOPUCTOBYIOUH CTaHIAPTHI aHAI3H 9y TIMBOCTI. 3HavenHa BEC50 3Haxoqwmcs B
nianasoni Big 0,003 no 15 mxmoins mis Bipycis BUI-1 kinag A-G i rpymu O.

Tenogosipy ousonpoxcun

[IpoTHBiIpYCHY aKTHBHICTb TeHO(bOBipy 11010 JJabOpaTOpHHUX Ta KiiHiuyHKX mramiB BIJI-1 oninrosanu y T-
niM(PO6ACTOTNHIX KIITAHHUX JTHISX, MEPBHHHHEX MOHouHTapHHx/MaKpO(baraanm xiitnHax Ta MKIIK.
3nayenns ECS50 mns TeHoq)omi)& bzﬁaxonnnuca B nianasoHi 0,04-8,5 mxmons. TenodoBip BUABIAB
npomBlpyCHy aKTUBHICTE B IU!ITHHHIHKY 5Typi npotr kiag BIUI-1 A, B, C, D, E, F, G i O (3nagenns EC50

BapiroBaiy Big 0,5 1o, 2 2 'MKMOJIB).

Cropigka 21 3 31
pw%jﬂ/%ﬂ%@
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IIpomusipycna akmuenicmo y KoMOiHQYIT 3 iHIMUMU RPOMUBIDYCHUMU NPENAPANAMU

He BigmMidanocs aHTaroHiCTHYHHX e(eKTiB in Vitro IpH 3aCTOCYBAHHI IOy Terpasipy 3 iHIIUMU
AOCTI/PKYBAaHUMH aHTHPETPOBIPYCHUMH TIpenapaTaMu: CTaByIuH, abakaBip, edaipeHLy, HeBipartiH, JomiHaBip,
ammnpeHasip, eHQyBipTHI, MapaBipok Ta pairerpasip. Kpim Toro, He crioctepiranocs aHTaroHiCTHYHOTO
edexTy 11 JomyTerpasipy Ta anedoBipy, a pubaBipHH He YNHUB BUOMMOTO BILTHBY HAa aKTHBHICTb

JOJTyTerpasipy.

JUnist iamiBy TEHYy Ta iHIIHX aHTHPETPOBIPYCHUX HpenapaTiB (HOCiiuKeHi npenapaty: abakasip, THIaHO3MH,
HeBipamiH Ta 3UJ0BYHH) AHTATOHICTHYHHX e(eKTiB in Vilro He CIOCTePiragocs.

Peszucmenmuicmuo in vitro (Oonymezpagip)

V wramy NL432 Gynu Bimmiveni mytanii E92Q (FC 3) ta G193E (a takox FC 3). Myranis E92Q 6yna y
NAL[i€HTIB i3 MONEPEIHBO ICHYIOUOI0 PE3UCTEHTHICTIO IO PaNTerpasipy, sKi HOTIM OTPUMYBAIIH IOy TerpaBip
(xBantiikoBaHO SIK BTOPHHHY MyTaLlifo IJIsL JOIyTerpasipy).

Ilpu BEKOpHCTaHHI KIiHIYHKX i30714TiB migTUmniB B, C i A/G Oyna Bigmiuena samina inrerpasu R263K Ta
G118R (y C ta A/G) y nBox mauieHTiB, siKi paHillle OTpHMyBaIM aHTUPETPOBIPYCHY TEPAITIIO Ta He
OTpHMYBaJIH iHribiTopH iHTerpasw, i3 miarunamu B Ta C, ane 6e3 BIUIMBY Ha YyTJIHBICTb 10 TONYTErPaBipy

in vitro. 3amina G118R 3HIDKyBasa 9y TIHBICTB IO JOTyTerpasipy B cair-nanpasneux myTantax (FC 10), are
HE BHABJIANACS Y MALICHTIB, AKi OTPHMYBAJIH JONYTerpasip y KIiHIYHUX HociimkeHHax dasu 111

IlepBunni MyTauii a4 panrerpasipy/ensiterpasipy (Q148H/R/K, N155H, Y143R/H/C, E92Q ta T66]) ne
BIUTMBAJIM Ha in Vifiro 9yTIMBICTE 10 HOMYTerpasipy sk okpeMi MyTarii. SIkmo MyTauii, mwo Oyiu keanidikopasi
K BTOPHHHI, acoliHoBaHi 3 iHribiropoM iHTerpasu (st pairerpasipy/ensirerpasipy), 10AaBaTHCA 0 LAX
NIEPBHHHUX MYTallill B €KCTIEPHMEHTI 3 CalT-HaIIpaBICHUMH MYyTaHTaMH, Yy TJIMBICTE 10 JOTyTerpaBipy
sanuiuanacs HesMineHoro (FC < 2 mpoTH «IHKOro» THITY BipycCy), 38 BHHATKOM BAIAAKIB MyTauii Q148, mpu
AKKMX y KOMOiHalisAX i3 BiTOMUME BTOPHHHIMH MyTaL[isIMH crioctepirascs mokasuuk FC Ha pisai 5—10 a6o
suiie. Brume Q148-myTtaniii (H/R/K) Takox OyB MiATBEpIKEHUI B eKCIIEPHMEHTAX i3 TacaKeM i3 caiiT-
HATIPABJIEHUMH MyTaHTaMH. Y cepiffHoMy macaxi 31 mramoM NLA32, mounHaOuH i3 caiiT-HanpaBIeHIX
MyTaHTiB i3 npuXxoBaHuMHU MyTaniaMu N155H a6o E92Q, pesuctenTHOCTI He crocTepiranocs (3Hauenns FC ne
3MIHFOBAJIOCH, 3ATHIIAI0YKCE 61u3pKUM 110 1). 3 iHImoro 60Ky, MOYHHAIOYM 3 MyTaHTIB i3 MyTamiavu Q148H
(FC 1), BimMivanocs pi3HOMaHITTs BTOPHHHHX MyTallilf i3 mofansmuM 36ismeHHaM nokasauka FC no
3Ha4ueHs > 10.

KniniuHo 3Hauymie rpaHuyHe 3Ha4eHHS (GeHoTurry (FC nmpoTH «IMKOro» THITY Bipycy) He BU3HAYANOCS,
TeHOTHIIIYHA PE3UCTEHTHICTH Oy/a KpaIliM IPOrHOCTHYHAM [OKA3HUKOM PE3yJIbTaTy.

Ipu aHatisi 9y TJIMBOCTI 10 IOTyTerpaBipy y Pe3HCTEHTHHX N0 PaITerpaBipy WITaMiB y MALi€HTIB, AKi paHimTe
OTPHMYBAJIU panTerpasip, JomyTerpapip Mas nokasuuk FC < 10 y 94 % i3 705 xniHi9HHX IITaMiB.

Peszucmenmuicmeo in vivo (Oonymezpagip)

V nanieHTis, [Ki paHillle He JiKyBaIHCs Ta OTPUMYBAIH JOJIyTerpaBip y koMbiHaLii 3 1BOMa HyKJICO3HIHHMH
inri6iropamu 3sopoTHOI TpaHckpunTasd (HI3T) y KiIiHIYHKX HOCTIHKEHHAX, He BiIMidaIocs BUHUKHEHHS
PE3MCTEHTHOCTI 10 Npenaparis Kiacy iHribiropie interpasu a6o mo npenaparis kiacy HI3T (n = 1118,
CIIOCTEPEKEHHA NPOTATOM 48—96 THIKHIB).

V nauieHTis i3 monepeaHiM Hee()eKTHBHUM aHTHPETPOBIPYCHUM JIIKyBaHHSM, alle ki paHille He OTPUMYBAIH
Tpenapary K1acy iHriGiTopis iHTerpasy, 3aMinu iHriGitopy iHTerpasu Binmivamucs y 4/354 nauieHrin
(crocTepexeHHs MPOTAroM 48 THXKHIB), Ki OTPHUMYBaJIX HOIYTerpaBip y KoMGiHallii 3 GOHOBHM PEKUMOM,
oOpaHKUM JOCITiAHMKOM. I3 ux 4 nauieHTiB y qBox 6yia yHikaabHa 3amina inTerpasu R263K i3 MakcHMabHUM
noxasaukoM FC 1,93, y omaoro — nonimop¢na 3amina interpasu V151 V/I i3 makcuMansHuM nokasHukom FC
0,92 Ta me y omHoOro namieHTa — IONEPEHBO iCHYIOUI MyTaLlil iHTerpas, NpUYOMy BBAKAIOCH, LIO BiH
paniie Bxe OTpUMyBaB iHriGiTopy iHTerpasu abo GyB iHbiKOBaHUIA BIpyCOM, PE3UCTEHTHAM JIO iHTiGiTOpiB
inTrerpasu. Mytauis R263K takox Oyiia BumiieHa in vitro (IUB. BHIIE).

3a HasBHOCTI PE3HUCTEHTHOCTI 70 1 eapaTiB. KJjacy iHribiTopiB iHTErpazu Ha TI{)KHI 24y 32 MallieHTIB (y01
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S147G (n=1), QI48H/K/R (n=4), NI155H (n=1) Ta E157E/Q (n=1). Pe3ucrentnicts o ixribiropis
iHTerpasy, 10 BUHUKIIA [IPOTATOM JIIKYBaHHS, 3a3BHUal 3’ BJISE€THCS Y MAI[iEHTIB i3 MyTariicto Q148 B anamuesi
(moyaTKOBHIt piBeHb a00 ICTOPUYHHI KOHTPOJB). Y I'STH IHIIMX NamieHTis BusHayaau BIIBH Mix TwxkHAMU
24 Ta 48, Ta y 2 13 IMX 5 MallieHTIB 3a(iKCOBaHO MyTaIlil, SKi BUHHKIIH MPOTATOM JIiKyBaHHsA. MyTamisMu, sKi
BHHUKIIM TIPOTATOM JIiKyBaHHS, a00 koMOiHanismu Mytaniit Oymu: 1741 (n = 1), N155H (n = 2).

Myranii, sIki BUHHKIH NPOTATOM JKyBaHHS, cnoctepiraiucs y 30 MaiuieHTiB i3 MEPBHHHOK T'€HOTHITIYHOO
PE3HCTEHTHICTIO IO 1HTIOITOPiB iHTerpa3H, BUIBJICHOIO IPH CKPUHIHTY, SIKi OTPUMYBAIH JOIyTerpasip (Mmiroc
onTHMi30BaHa GOHOBA Teparlis), O BiAMOBIAATIO TAKHUM CIIOCTEPEIKSHHSM.

Pesucmenmuicme in vitro ma in vivo (namigyOun ma menogogip)

Myrauis K65R Buginena in vitro, komu BIJI-1 kynbTHBYBaIH y NPHCYTHOCTI 3pOCTAI0YMUX KOHIEHTPALLii
TeHodoBipy. Lle Takoxk Moxe BinOyBaTHCH in Vivo TIPU BipycoJIOTiyHiIH HeeeKTUBHOCTI CXEMH JIIKYBaHHS, IO
BKIIo4ae TeHo(oBip. K65R 3HMIKYE dyTnHBicTs 10 TeHODOBIpY in vitro mpubiausHO B 2 pasu i Oy.1a nop’ a3aHa 3
BiZICyTHICTIO BIATIOBi/I HA CXEMH JIIKYBaHHS, IO BKJIIOYAIOTh TeHO(OBIp. ¥V KIIHIUYHMX JOCTiHKEHHIX 32
yHacTIO MaLi€HTIB, SKi paHille OTPUMYBAIH JIKyBaHHS, OLiHIOBATH aHTH-BIJI-akTHBHICTE TEHOOBIPY IOIO
mtamiB BIJI-1 i3 TumiguH-aHanoroeuMu MyTtauismu (TAM), siki He Gysid BHOIIEH] 3aCTOCYBaHHIM
teHo¢osipy. IlItamu B, mo excripecyrots 3 abo 6inbie TAM, Brmroyaroun myTatito M41L a6o L210W,
IeMOHCTPYBaJIM 3HIWKEHY BilIIOBiNb Ha TEHO(DOBIp.

V faraTthox BHIAJKax, KOJH cXeMa JIKyBaHH, 10 BKIIOYAE JIAMIBYIHH, € Hee(eKTHBHOIO (10 BinOyBaeThCs
piaire, KoM cXeMa JIiKyBaHHS BKJIIOYA€ MiJCHICHUM PUTOHABIPOM iHribiTop mporeasu), MmyTanis M184V 6yne
BHUIIiJIeHa Ha paHHil cTanii. M184V crnpuyuHsie BUCOKH piBEeHb PE3HCTEHTHOCTI 10 JiaMiBymuHy (> 300-kpaTHe
3HIDKEHHS Ty TIIHMBOCTI). Perurikanis Bipycy 3 M184V BinGyBaeTscs He Tak qo6pe, SIK PEIUTIKALS «TAKOro»
TUIy Bipycy. [aHi in vitro cBim4aTh mMpo Te, MO0 MPOJOBKEHHS 3aCTOCYBAHHS JaMIBYIUHY B CKJIai
aHTHPETPOBIPYCHOI CXEMH JIIKYBAaHHS, HE3BAXKAIOUX Ha Po3BUTOK M 184V, Moxxe 3a6€3MeurTH 3aTHIIIKOBY
AHTHUPETPOBIPYCHY aKTHBHICTH (MMOBIpHO, Yepe3 MopyLIeHHs BipycHOI perutikariii). KiliniuHa 3HaYMMicTh Lux
CIIOCTEePEXEHb He BCTAHOBJIEHA. TOMy IIMTaHHS PO MPOJOBKEHH JIIKyBaHHSI JIAMiBYAWHOM, HE3BKAIOUH HA
nosBy MyTauii M184V, ciin posrisgaTu jiuie Toi, KoM aKTHBHICTh HalHOTbIT e)eKTUBHUX 1 JOCTYIHHX
HI3T 3nauHO mocnabneHa.

ITepexpecHa pe3HCTEHTHICTh, 00yMOBIIeHa MyTamieto M 184V, o6MekeHa aHTHPETPOBIPYCHHUMH TIperapaTaMu
KJIaCcy HyKJI€O3UIHUX/ HYKI€OTUIHHX iHri6iTopiB. M184V 00yMOBIIOE IOBHY NEPEXPECHY PE3UCTEHTHICTE 0
emTpunuTabiny*. 3UIOBYIMH i CTaBY[MH 36epiraloTh CBOIO aHTHPETPOBIPYCHY AKTHBHICTH MPOTH
pe3nucTeHTHOro 1o namiByauHy BIJI-1. AGakaBip 30epirac CBOIO aHTHPETPOBIPYCHY aKTHBHICTH MPOTH
pesucTeHTHoro 1o namiByaudy BIJI-1, mo Mae Tinbku myTanito M184V. Illtamu 3 myTariiero M184V
JEMOHCTPYIOTh < 4-KpaTHE 3HIDKCHHS Yy TJIHBOCTI IO MUAAHO3HHY; KIIiHiYHEe 3HAYCHHS L[FOTO HE BCTAHOBJIEHE.

Bnnue na enexmpoxapoiozpamy
ITpu 3acTocyBaHHi 03, SIKi IEPEBUIIYBaJIH KIIHIYHY J03Y MPUOIH3HO BTPHUYI, HE CIIOCTEPIraly KOIHHX 3MiH

inTepBairy QTc.

Kniniuni egpekmuenicms ma 6e3nexa

V KiBKOX KIIHIYHHX HOCTIMKEHHAX Oyna miaTBepakeHa e(eKTHBHICTh OKPEMHX KOMITIOHEHTIB I[OI0
npenapary 3 kombiHaniero ¢ikcoBanux n03. JJomyrerpasip, JaMiByIuH i TEHODOBIPY MU30MPOKCHIT
3aCTOCOBYBAJIHU SIK OKpeMi IperapaTH B pisHUX KOMOIHOBaHHX cxeMax JiikyBaHHs. KIIiHIYHHX JOCIiIHKEHb
koMOiHalii JoIyTerpasipy, JaMiByAUHY i TCHOQOBIPY TU3OMPOKCHITY HE MIPOBOIUITH.

Konu B ABOX KIIIHIYHHX JOCIIDKEHHIX eMTPHUATAGIH® i TEHODOBIPY AM30MPOKCHI y KOMOiHALT 3
IOTyTerpaBipoM 3acTocoByBaiy nauieHram i3 BUI-1 indekuiero, ki paHiie He OTpUMYBaIH JIIKYBaHHS,
yactku nauientis (ITT) 3 BIJI-PHK < 50 xomi#/mi cranoBum 93 % i 94 % uepes 48 TrokHiB.

* Ha oCHOBI cHcTeMaThul LAY OyJI0 BHCIIOBJICHO MNpUITYLIEHHS, IO €MTPULUUTA0IH 1 JaMiByouH €
(hapmakosoriuHo eKBls'" 1 .HMH i somKe, KJTIHIYHO B3a€MO3aMiHHHMH TperiapaTamMd mis Teparii BIJI-
ingexuii. Tomy nanyit; 'reKCT MlCTHTB HOCPUIaHHSI TaKOXK Ha JaHi, OTPUMaHi 1 eMTpULHTAOIHY.
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52 PapmakokiHeTHKA
IMapameTpu BcMOKTyBaHHA npenapaty [Toprosa Hazsa HA688], mo Bu3Havanucs micis NepopanbHOro
3aCTOCYBaHHS 3JOPOBHM JOOPOBOJIBIIM OZIHI€T TaOJIETKH HATILE, HABEACHI Jajli:

[DapMaKOKiHETHYHI TapaMeTpu Cepenne apupmMeTnyHe (+ CTAHTAPTHE BiAXHICHHA)

OJIyTerpaBip UlaMiBy THH [Tero¢oBip
IMakcuMaibHa KOHIIEHTPALIis 2,531 + 0,532 Mxr/mn 2,292 + 0,787 MKI/MII 0,314 + 0,08 Mxr/mi
(Cmax)

[hroma g kpusoio (AUCO-), 154,883 + 15,004 mxr.rom/mn(11,501 +2,501 mxr.rom/mn 2,462 + 0,537 Mxr.rog/min
BH3HAYECHHS CTYICHI
BCMOKTYBAHHS

Jac nocsargeHss MakcumMaiipHol 2,77 +0,94 rox 1,97 £ 0,93 rox, 0,95 + 0,32 rox
koHueHTpanii (Tmax)

dapMaKOKIHETHKA JOJIYTerpasipy, JaMiBYIUHY Ta TEHOMOBIPY AH30ODOKCHITY

[TonyTerpagip UlamiBy auH TenodoBipy IU30NPOKCHUIT;
3arasnbHi gaHi
OK € aHANOTIYHOIO Y 3M0POBUX TeHo(OBipy AU3OMPOKCHII €
Imo6pososbiB Ta BIJI- BOJIOPO3YMHHIM CKJIaJHOe()ipHIM
iH(IKOBaHWMX MAIi€HTIB. MPOJTIKAPCHKUM MPETapaToM, 1o in Vivo
Huzpka abo momipHa IBHIKO IEPETBOPIOETHCS Ha TEHODOBIP.
BapiabenpHicTs DK TerodoBip BHYTPIITHEOKIII THHHO
TepETBOPIOETECS HA TEHOPOBIpY
MoHO(ochaT Ta HA AKTUBHUI KOMIIOHEHT,
reHo(oBipy mudocdar.
BcMokTyBaHHSA
|AGcomoTHA Hesimomo H/T, H/T
0i0JOCTyIHICT
[TepopaibHa [Monaiimenme 32 % 80-85 % 25 %
0i0IOCTYTTHICTD
BIoiuB npuiiomy AUC(0- | Cmax | Tmax 3acTocyBaHHS AUC(0- Cmax Tmax
ki ) amiByMHY I 9ac Dxi )
Huspkuit 33 %1 46 %1 | 3roxm Jlerka Bes be3 Bes
BMICT HRHEBOIETS 1O . xa ICTOTHOTO | iCTOTHOrO | ICTOTHOTO
KupiB moJOBXKeHHA Tmax 1 edexTy edexTy edexty
TomipHuit | 41 %1 52 %1 | 4ron pHIKeHHI Cmax Kupna 40 %1 14 %1 1 roat
;:{ic; (3HwKeHHT Ha 47 %). | K&
Busm{nr{ 6%T | 67 %7 | 5 ron |OXHAK Ha CTYIIHE (Ha
B locHoB1 AUC)
JKHPIB: IBCMOKTYBaHH
[TimBumeHHs MOKe OyTH KIIHIYHO [TaMiByIUHY Lie He
RHAYYIIUM IIPH HAIBHOCTI IEBHOI [BILIMBAE.
[PE3UCTEHTHOCTI O penapaTin
Kracy iHribitopis inTerpasu. Tomy
BLJI-iHdikoBaHIM maLieHTaMm 3
[PE3UCTEHTHICTIO IO iHTribiTOpIB
iHTerpa3yu peKOMEHLYEThCS
NpUAMaTH JOJTyTerpaBip Mmif Jac
Ki.
Po3noaiia .
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Hounyterpasip/JIamisyun/Tenodosipy musonpoxcity dymapar
50 Mp/300 Mr/300 MP TROMOTIH

(Maiinan JlaGoparopi3z JI

imiten), HA688

WHOPAR, yactina 4

JInmens 2019 p.
Peazin 6 onobserii: kpirer 2020 p:

06’ eM pozmoiny
(cepeHE 3HAUEHHA)

Bix 17 mo 20 n

1,3 n/xr

800 mu/kr

3B’s13yBaHHs 3
OUIKaMU IIa3MH
in vitro

> 99 %, miABUINCHHS PIBHA

piBHI CHPOBATKOBOTO ANBOyMiHy
(K y pa3i HOMipHOTO MOPYIIEHHS
b VHKIGT TediaKn)

< 36 % CHpPOBAaTKOBOTO
HEe3B’s3aHOT (pakiii MpH HU3LKOMY[ATE0YMIiHY in Vitro

< 0,7 % (3B’A3yBaHHA 13 CHPOBATKOBUMH
Oinkamu < 7,2 %)

ITi IBUIIECHHS nponopumno J03i Bix
25 1o 50 m

Po3mofin y ICMP: cepenne 3HaueHHs 18 Hr/mi JToOpe po3momingeTses, 3 HalOUTbIITUME
TKaHUHAX (€ TOPiBHAHUM i3 KOHLIEHTpALli€l0 [KOHLIEHTpALiAMH B HUPKaX 1 NediHIi.
He3B s13aH0i (pakiil B mwia3mi i
> IC50)
BarinanpHi, IepBiKaIbHi
CTPYKTYpH, LiepBiKOBariHaJbHa
pimmHa: 6-10 %
Crepma: 7 %
PextanbHi cTpykTypu: 17 %
(TT0 BiIHOIIEHHIO IO BiAITOBITHIX
piBHIB B IUTa3Mi KpOBi B
[PIBHOB&)XHOMY CTaHi)
MeTaGoJ1i3mM
[TeuinkoBHI MeTa0OII3M: TUILKY HE3HAYHMMA JToCTi IKEHHS in Vitro
TITFOKYPOHI3allis MUITXOM X (< 10 %) MIPOIEMOHCTPYBAIH, IO Hi TeHO(OBipY
UGT1A1, npyropsuuii mUmix IMM30TIPOKCHII, Hi TeHO(OBIp HE €
CYP3A cybcTpatamu depmentis CYP450.
|AKTUBHUH(1) H/JT H/1T Terodosip
MeTaboIiT(3)
BupeneHHs
[lepion 14 rox 5-7 rox Terodogip: Bix 12 no 18 rox
HaITiBBUBEACHHA 22 ron mis Terodoripy mudocdar: 10 rox y
BHY TPiITHEOKIII THHHOT OBHY TPIITHBOKJIITHHHO aKTHBOBAHUX
TaMiBy TUHY MOHOHYKJICAPHHUX KITITHHAX
rpudochary neprdepraHoi KpoBi crokoro i 50 rox y
MOHOHYKJIEAPHUX KITiITHHAX
nepudepUaHOi KPOBi CIIOKOIO.
CepenHiit ~1 Jitp/rox 0,32 n/roa/kr 0,23 n/ron/kr
ICUCTEMHHI KITipeHC
(CVE)
% IO3H, 110 'Ycworo 32 %; > 70 % 70—-80 % six He3MiHEeHUII penapar
BHBOHUTHCS i3 < 1 % y He3MiHEHOMY BUIJLALI, [[TepeBaxkHO
cedero 19 % y Burnani edipy [BUBOTHUTECS
TITIOKYPOHITY [HE3MiHEHIM
[ami Metabomita; N-
neankijioBaHu METabOTIT i
METabOJIIT, IO YTBOPIOETHCS TIPU
OKHCJICHHI B TIO3UIIii OEH3UIIOBOTO
BYTJIEIIO
% 1034, 110 53 % BUBOANTECS B HE3MIHEHOMY H/IT
BUBOJUTHCA 3 BULISIAL 3 KAJIOM
KaJIoM
UliniiiHicTh 3arexHo Big 103u i GopMu UTinitiHa UliniliHa apMakoKiHEeTHKA (Tiana3oH 103
¢apM3K0KiHeTuKmBHnycxy Jlns tabeTok: papmakokiHeTHKA Bix 75 mo 600 mr)

UlikapcebKi
B3acMopii (in vitro)

P =2

Pt i i
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IonyTterpasip/JIamiBynun/Tenodopipy ausonpokcuity pymapar WHOPAR, vactuna 4 JIunens 2019 p.
50 MI7300 Mf7300 M Ta01eTRY PU3AIT 6 CHOBJIEHIN® KBITEHE 2020 .
(Matinan Jlaboparopis Jlimiten), HA688

Tpancnoprepu Hemae 3uauyimoro npuraigenss P-|OCT (tpadcnoptepu  [Cy6etpatr hOAT 1, hOAT3 i MRP 4.
ep, BCRP, BSEP, OATPIB1, OpraHiyHKX KaTiOHIB)
OATPI1B3, OCT1, MATE2-K,
IMRP2 a6o MRP4

He e cyoctparom OATP 1B1,
OATP 1B3 a6o OCT 1 monuHu.

Mertabonizyroui  [Hemae 3HAUyIIOr0 NPUTHIYCHHS BincyTHICTh 3HAYHOTO IPUTHIYEHHS
(bepMeHTH CYP)1A2, CYP2A6, CYP2B6, ICYP3A4, CYP2D6, CYP2C9, CYP2EL
CYP2C8, CYP2C9, CYP2C19, abo CYP1A1/2
CYP2D6 CYP3A,
ypuIuHIu(ocdat-

MTIOKYpOHO3UITPaHCchepasu
UGT)1A1 a6o UGT2B7
Hewmae inmyxmii CYP1A2,
ICYP2B6 a6o CYP3A4

B3aemo36’s130k midic papmMakoKiHemuxoo ma GapmaxoOuHamixoio

V mociimKeHHi BU3HAYEHHS ONTHMATIBHOT 103U, B IKOMY TAallieHTH OTPHMYBaJIH MOHOTEPAIIifo
JoJTyTerpaeipoM, Oyiia MpoaeMOHCTPOBaHA IIBHKA Ta J0303aJIeXKHa IIPOTHBIPYCHA s i3 cepeHiM
sMeHIneHHIM pubonykieiHoBoi kuciota (PHK) BIJI-1 2,5 log10 na 11-# nens as nosu 50 mr. Lg
NpOTHBIpyCHA BiAIOBIAG MiATPUMYBAJIacs IPOTAroM 3—4 NHIB MiCIIA OCTAHHBOI 03U y I'PYTIi, IKa OTPUMYBaja
50 mr Jikapcbkoro 3acofy.

Pe3ynbTaTéH MOJICITFOBAHHS 3 BUKOPUCTAHHIM 00’ €JHAHUX JaHHUX KIIHIYHHUX JOCIILKEHb 3a yYacTIO Malli€eHTiB
i3 pE3UCTEHTHICTIO 10 MpenapaTiB Kiacy iHribiTopiB iHTerpasu JeMOHCTPYIOTH, IO 31 301IBIIEHHAM 03U 3

50 mr 2 pasu Ha 100y 1o 100 Mr 2 pasu Ha 10Oy MOxKe 3pOCTaTH e()eKTHBHICTh NOMYTEerpaBipy y MAalli€HTiB i3
PE3UCTEHTHICTIO IO MperapaTiB Kiacy iHribiTopis iHTerpasu ta 3 0OMeXeHUM BHOOPOM BapiaHTiB JIiKyBaHH,
3yMOBJICHHM PE3UCTEHTHICTIO O IIpenapaTiB pisHUX Kiacis. IIporHosyBaocs, Mo cepes MallieHTiB i3
myTatiero Q148 + > 2 sropunHumu MyTarismu G140A/C/S, E138A/K/T, 1741 uacTka namieHTiB i3 BiANOBiLA0
(PHK BLJI-1 < 50 xormi#i/mi) Ha TrxHI 24 3pocte mprOiu3HOo Ha 4—18 %. Xoya 11i pe3ynbTaTd MOJSIIOBAHHS
He OyJIH T ATBEepAXKEH] y KIIHIYHUX JOCIIDKEeHHSX, 30UTBIISHHS JO3H MOXKHA PO3IIIAAATH IIPH HasIBHOCTI
myTanii Q148 + > 2 propunnux mytauii G140A/C/S, E138A/K/T, L741 y nauieHTiB 3 0OMeXeHHM BUOOPOM
BapiaHTiB JTiKyBaHHS, 3yMOBJICHUM PE3UCTEHTHICTIO 10 Mpemnaparis pi3HuX kiaciB. KitiHivgHi faHi mono
6esmexu Ta edexruHOCTI 1034 100 Mr 2 pas3u Ha 106y BiacyTHi. IIpy omHOYACHOMY 3aCTOCYBaHHI aTa3aHaBipy
iCTOTHO 3pOCTa€e EKCIO3MLIsL IOy TerpaBipy, TOMy Npy KOMOIHOBaHOMY 3aCTOCYBaHHI He CJIifl IPU3HAYaTH
TaKy BHCOKY 103y JOJIyTerpaBipy, OCKiIbKH He BCTAaHOBJICHA Oe3MeKa IpU eKCIO3HIii, 10 CTBOPIOETHCA
BHACJIIZIOK TAKOTO 3aCTOCYBaHH.

Oxpemi kamezopii nayicnmie

imu

dapmakokiHeTHKa noiyTerpapipy y 10 mimmiTkis (BikoM Bix 12 1o 18 pokis), indixosanux BIJI-1, ski panime
OTPHUMYBAJIA aHTHPETPOBIPYCHY Tepallilo, JIEMOHCTPYE, L0 IPU 3acTocyBaHHi 1o3u 50 Mr 1 pa3s Ha 100y
eKCIIO3ULIis IoIyTerpasipy MOpiBHIHA 3 TAKOIO, L0 CIIOCTEPIracThCs y JOPOCIIUX, IKi OTPUMYBaIH
nosryterpagip y 1031 50 mr 1 pa3 Ha no0y. @apMakokinetukay 11 xitei Bikom Bix 6 mo 12 pokis
NPOIEMOHCTPYBAIA, 10 3aCTOCYBaHHS 25 MI' OUH pa3 Ha K00y MallieHTaM i3 Macoro Tija moHakmenme 20 Kr i
35 Mr oiuH pa3 Ha Ho0y MalieHTaM i3 Macoro Tijla moHaimeHmre 30 Kr NpU3BOAMWIA IO €KCIIO3UIiT
JOJTyTerpaBipy, OPIBHAHOI 3 TAKMMH NOKa3HUKaMH y gopociux. Kpim Toro, momynsuirine monemosanHsa OK i
imMiTalifHMi aHaJTi3 MPOAEMOHCTPYBAIH, IO JO3YBaHHS HA OCHOBI miana3zoHy Macu Tina (20, 25, 35150 mr) y
JiTel BikOM LIOHaMMeHIe 6 POKIB i3 MacOro TiNa IoHaliMeHIIe 15 Kr 3abe3nedye MOpiBHAHY €KCIIO3HIIIIO 3
TaKUMH MOKa3HUKaMH Y Topociux (50 Mr), mpuaoMy HalHIWKYHMH iana30H MacH Ti1a CTaHOBUTH 15-20 kr, 10
Bigmosimae mo3i 20 Mr Ha 1o0y.

Excnoszuuis TeHO(bompy y nmmgcm,‘ﬂm OTpHMYBaIH TeHO(OBIPY THU30MPOKCHII IEPOPANIBLHO 110 245 Mr Ha
100y, OyJsia aHaJIOT14HOIO eKcnos’uu» Y oanx SKi OTPUMYBaIH TeHOOBIPY AU3OIPOKCHI 1o 245 mr 1 pa3
Ha J100y. :

VCTOpiHKa 26331
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Tonyrterpasip/JlamiBynun/Tenodosipy auzonpoxcuiy Gymapar WHOPAR, wactina 4 JIunens 2019 p.
50 mr/300 mr/300 mr raGmerrn Peaain 6 oropreHii kBiTery 2020 p:
(Maiinau Jlaboparopiz Jlimiten), HA688

DapMaKOKIHETHYHI JOCITIUKEHHS i3 3aCTOCYBaHHAM TeHO(DOBIPY AU30MPOKCUILY B TabNeTKax 1o 245 Mr AiTaM
BikOoM 10 12 pokiB abo mpu nmopyuieHHi QyHKIIT HIPOK He IPOBOJHIIHCA.

JlaHi o0 3aCTOCYBAHHS MMiTITKaM J1aMiBy1uHy 110 300 Mr Ha no0y obmeskeHi. dapMaKkOKIHETUYHI
napamMeTpH MMOPiBHIOBAHI 3 apaMeTpaMHy, IO CIOCTEPIiranucs y JOPOCIHX.

Tayienmu n1imnv020 6iky

[MonynswikiHuii aHani3 GpapMakOKiHETHKH TOTYTerpaBipy 3 BUKOPHCTAHHAM JaHHX TOPOCITHX, iHpiKOBaHHX
BLJI-1, mpoieMOHCTPYBAB BiACYTHICT KITiHIYHO 3HAYyIIOTO BIUIMBY BiKy Ha €KCIO3HIIIO NOTyTerpaBipy.
dapMaKOKIHETHYHI [aHi 010 3aCTOCYBaHHA JOyTerpaBipy, TeHO(QOBIPY Ta JaMiByJHHY TallicHTaM CTaplIe
65 pokiB OOMeKeHi.

IHopywenns gyuxyii HUpox

dapMakoKiHETHYHI AaHi GyJIM OTPHUMaHi OKpeMO ULl I0yTerpanipy, TeHO(OBIpy Ta JIaMiByTHHY.

HupkoBuii KIIipeHC He3MiHeHOT Ail0401 PeYOBUHH — Iie APYTOPSAHMH IIIIX BUBEICHHS JOTyTErpaBipy.
ITpoBOAMIIOCS TOCIIKeHHS hapMaKOKIHETHKH TOTYTerpaBipy 3a y4acTIO JOPOCHIHX MALIEHTIB i3 THKKHM
niopytueHHsM GyHKIil HUpOK (KIipeHe kpeaTuHiHy < 30 MJI/XB) Ta 3M0pPOBHX JOOPOBOBLIB (TPyNa KOHTPOIIIO).
V manieHTiB i3 TSHKKEM MOPYIIEHHSM GYHKIIT HUPOK CKCIO3HLS HOTyTCrpaBipy Oyiia 3HIKCHA PHOIM3HO Ha
40 %. MexaHi3M TaKkoro 3HWKeHHs He3’ sicoBanui. Kopekiis o3 He BBaXKaeThCs MOTPIOHOFO [ NALi€HTIB i3
HopyIeHHsM QyHKIiT HUPOK. 3aCTOCYBaHHS HOTyTerpaBipy malieHTam, ski nepeOyBaroTh Ha miafisi, He
JTOCTI Ky BaJIH.

JlocnimKkeHHs TaMiBYIHHY POASMOHCTPYBAIIH, 10 KOHLEHTpawis B mia3Mi kpoi (AUC) migsuuryeThes y
[ALIi€HTIB 3 TOpyIIEHHEIM (GyHKIIiT HIPOK Yepe3 3HWKEHHS KilipeHCy. I pyHTyIOUYHCh Ha TaHHX LIOX0
namiByauHy, npenapar [Toprosa Hazsa HA688] He peKOMEHIYEThCS 3aCTOCOBYBATH NALliEHTaM i3 KJIipeHCOM
KpeaTHHiHy < 50 M1I/XB.

ITopiBHAHO 3 MAlliEHTAMH 3 HOPMAIBHOIO QYHKIII€I0 HUPOK, CePeIHA eKCIIO3UIIis TeHOPOBIPY 301IBIIYEThCS Bill
2185 ur-rog/mn y ocib, sky ue indikosani BIJI abo Bipycom rematuty B Ta MaroTh KilipeHC KpeaTHHiHy Oinbiue
80 mi/xB, 10 3064 ur-rog/mit, 6009 ur-roa/mi Ta 15 985 Hr-ro/Mil y NaIli€HTIB 3 JIETKOIO, IOMiPHOO Ta
TSHKKOFO HHPKOBOIO HETOCTaTHICTIO BiIOBiIHO.

OuikyeThbes, MO PEKOMEHIALIIT 010 O3YBaHHS y Nalli€HTIB i3 OPYIIeHHAM QyHKIIi HUPOK y BUTJIAI
36iNBIIEHHS IHTEpPBaiB MK JO3aMH IPU3BELYTh A0 BUIIMX MIKOBHX KOHLEHTpAIH y MIa3Mi KPOBi Ta HIKYHX
pieniB Cmin y nmauieHTiB i3 mopymeHHsIM QyHKIIT HIPOK MOPIiBHAHO 3 MAaL[i€HTAMHU 3 HOPMAJIBHOK QyHKILICIO
aupok. KutiHigai HacIinKy IbOro HeBigoMi.

V manieHTiB i3 TEPMIHAIBHOIO CTAIicl0 HUPKOBOT HEJOCTATHOCTI (KIIipeHC KpeaTHHiHy MeHIe 10 Mi/xB), sKki
noTpeGyIoTh MPOBEACHHS reMo/Iialli3y, KOHIEeHTpallis TeHo(oBipy MiXk ceaHCaMH iajii3y iCTOTHO
TiABHUIIYBANacs IPOTAroM 48 roIuH, JOCATal0uH cepeHboro 3HadeHHs Cmax 1032 Hr/mi i cepeiHBOro
snaueHHs AUCO0-48rox 42 857 Hr-roa/mil. PeKOMEHIy€eThCs 3MiHUTH 1HTEPBaJ JO3yBaHHSA TeHOPOBIpY
IU30NPOKCHITY 245 MT y MalfieHTiB i3 KIipeHcoM KpeaTHHiHy < 50 Mi/xB a60 y MallieHTiB i3 TePMiHAILHOIO
CTa/Ii€I0 HUPKOBOI HEOCTATHOCTI, SKi MOTPeOYIOTh MPOBEIEHHS I'eMOoiaisy.

dapmakoKiHeTHKa TeHO(OBIPY y MALIEHTIB, IKUM eMOJIialli3 He IPOBOJUTHCS Ta AKi MAIOTh KIiPEHC
kpeatuHidy < 10 MJI/XB, Ta y HALi€HTIB i3 TePMIHAIBHOIO CTa/Ii€F0 HUPKOBOI HEJOCTATHOCTI, IKUM
NPOBOJHUTHCS IEPUTOHEANPHUM a00 iHII BUAM Jianiy, He BUBUYAIacs.

Hopywenns ¢ynxyii nevinku

dapmakokiHeTHYHI faHi Gy OTPUMaHi OKpeMo IS IONyTerpasipy, TeHo(oBipy Ta 1aMiByIHHY.
JlomyTerpagip rnepeBaxHo MeTaboIIi3yeThCs Ta BUBOAUTECS Medinkoro. Komu ogHopaszosy mo3y 50 mr
JIOJIYTErpaBipy 3aCTOCOBYBAIH 8 MallieHTaM i3 TOMipHUM NOpYIIeHHAM QyHKLIT neuinky (k1ac B 3a mkasoro
Yatinpa — IT'r0) Ta 8 310POBHM JOPOCIMIM TOOPOBOJIBLIIM 13 FPYNH KOHTPOJTIO, 3arabHa KOHLICHTpaLlis
JONTyTerpasipy y IIa3Mi KpoBi 6yn§mom6}{010 OpnHak y MalieHTiB i3 HOMipHIM MOy MEHHSM q)yHKuu
MEeYiHKH CIIOCTEPiragocs 3pOCTaHH51 pmusiﬂea $I3aHOTO JIOTyTerpasipy B 1,52 pasu HOplBH}IHO 31 3IOPOBUMH
noGpOBonbuﬂMH 3 TpyIH KOHTpOJIIO Kopexum 71031 He BBaXAETBCS OTPIGHOKO [UIs NALieHTIB i3 erkum abo
MOMipHUM TIOPYLIEHHAM (byHKuu uethKH BmmB “TSDKKOTO HOpyIIeHHS (QyHKIT medinky Ha GapMaKOKiHETHKY

Cfropmxa 27331
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Tonyterpasip/JlamiBy qun/Tenodosipy ausonpokcuity dymapar WHOPAR, uactuna 4 Jlunens 2019 p.
50 mr/300 mr/300 mr TabneTior Po3aist 6 olieBse i kBiTelE 2030 pr
(Maiinan JlaGoparopis Jlimitexn), HA688

JOJIyTerpaBipy He JOCIiHKYBAIH.

CyTTeBHX 3MiH GapMaKOKiHETHKH JIaMiByIHHY Ta TeHO(OBIpY IH3OMPOKCHITY Y MAIi€HTIB i3 Pi3HUM CTyIEHeM
nopyueHHs QyHKLIT IeUiHKH He CIIocTepiranocs.

Ionimopghism epmenmis, axi memabonizyloms npenapam

BincyTHi qoKasu TOro, 110 3BHYaliHui noniMopdisM depMeHTiB, ki MeTaboi3y0Th Ipenapar, y KIiHiaHO
3HadyIIii Mipi BIUTMBaE Ha (papMaKOKIHETHKY JOJyTerpaBipy. Y MeTaaHai3i 3 BUKOPUCTaHHAM 3pa3KiB
(dapMaKkOreHOMIKH, 3i6paHHX y KIiHIYHUX JOCITIHKEHHIX Y 3I0pPOBHX JOOPOBOMIBLIB, Y 0Ci0 i3 reHOTHIIaMH
UGT1A1, o 3a6e3meuyroTh ciabkuii Metabosti3M, KitipeHe HomyTerpaBipy OyB Ha 32 % HIDKUMMH, a TOKa3HUK
AUC — Ha 46 % suiuuii, Hix y oci6 i3 renorunamu UGT1A1, mo acouiroroThes i3 HOPMaIbHUM
MeTaboIIi3MOM.

Cmamb

Amnaniz 00’ eqHaHux naHuX (papMaKkOKiHETHKH 3 JOCIIDKEHb 32 Y9aCTIO JOPOCIHX HE BUABUB KIIHIYHO
3HAYYIOTO BIUIMBY CTAaTi Ha eKCHO3UIIIO fosyTerpasipy. Hemae skomqHuX cBiflueHb TOro, IO MOTPeOyeThCA
KOpEeKIIist I03H JOJTyTerpasipy, TeHO(hOoBIpy abo JlaMiByJUHY 3aJIeKHO BiJ BIULTMBY cTaTi Ha mapametpu PK.

Paca

IMomynauiiiauit aHaniz OK 3 BUKOPUCTAHHIM 00’ €IHAHUX NaHUX (apMaKOKIHETHKH 3 JOCHIHKEHb 32 Y4aCTIO
JOPOCIHX He BUSBHB KITIHIYHO 3HAYYIIOTrO BILTHBY PACH Ha €KCIO3HMIIIIO JomyTerpasipy. Hemae xxomnux
CBiYEHB TOTO, 1O MOTPeOYETHC KOPEKIIis JO3H JOIyTerpasipy, TeHo(GoBipy ab0 JaMiByJUHY 3aJIe3KHO Bif
BIUTHBY pacu Ha nmapametpu OK.

Koingexyin sipycy eenamumy B abo C

dapMaKOKIHETHYHHI aHATTI3 BKa3ye Ha Te, IO KoiHdeKIisa Bipycy renaTuTy C He Mae KIiHIYHO 3Ha9yIIOro
BIUIUBY Ha eKCIIO3HIifo nonmyterpasipy. HaseHi oOMesxeHi faHi o0 NalieHTiB i3 KoiHpeKIiero Bipycy
renaTury B.

53 Joxminiuni nani 3 6esnexn

Jlonymezpasip

JlomyTerpapip He BHABHUB MyTareHHHX ab0 KJIACTOreHHHUX BIACTHBOCTEH y MOCHiKEHHAX Ha 6akTepiix Ta
KYJIBTUBOBAHHX KJIITHHAX CCABIIiB T Y MIKpOSISPHOMY TECTi in vivo Ha rpusyHax. JlonyTerpasip He BUSIBHB
KaHIIEPOr€HHUX BJIACTUBOCTEH y JOBMOTPHBAIMX NOCIIKEHHAX Ha MUIIAX Ta Iypax.

JlonyTerpapip He BIUTHBAB Ha PEIPOAYKTHBHY (QYHKIIIO caMLiB 200 CaMOK IypiB; €KCIIO3HLILA NPH HAHBULITIH
JOCIiKYBaHIM 1031 y 24 pa3u IMepeBHIIyBaia eKCIIO3UIII0 Y MoauHH (3a mokasHukoM AUC) mpu
3acrocyBanHi no3u 50 Mr 2 pa3u Ha 100y. [Ipu nepopaibHOMY BBeZICHHI IOy TerpaBipy BariTHHM CaMKaM
IypiB B Hi recTawii 3 6 o 17 He BHUSBICHO TOKCHYHOTO BIUTMBY HA MAaTePHHCHKHUI OpraHisM,
BHYTPIilIHEOYTPOOHHI PO3BHTOK a00 TepaToreHHoi Aii (3a mokasnukoMm AUC excnosunis y 27 pasis
NepEeBUIIYBalTa eKCIIO3UIIIIO Y JIFOJUHHU IIPH 3acToCyBaHHi 1034 50 Mr 2 pasu Ha 100y).

IIpu mepopalbHOMY BBEIEHHI MONyTerpaBipy BariTHUM caMkaM Kponie y mo3ax jgo 1000 mr/kr/mo6y B mmi
rectamii 3 6 o 18 He BUABIIEHO TOKCHYHOTO BILIMBY Ha BHYTpPIIIHHOYTPOOHUH PO3BUTOK ab0 TepaTOreHHo] Aii.
V KpoJiiB TOKCHYHHMIA BIUTMB Ha OpraHi3M Marepi (3MEHIIEHHs CIOKHMBaHHA iKi, Majia KiIbKiCTh/BiICYTHICTE
(i3ionoriyHNX BHIIOPOXKHEHB/ Ay pe3y, 3MEHIICHHs Habopy MacH Tija) BiagMiuascs mpu 1031 1000 mr/kr.

V pociimKeHH] J0BeHIBHOT TOKCHYHOCTI Ha 1ypax 6yI1o 3adikcoBaHO (Ba BHITAJKH CMEPTi y TIOTOMCTBA
IypiB IPOTArOM BHIOJJOBYBAHHSI MOJIOKOM IIPH 031 moiyTerpasipy 75 mr/kr Ha no0y. Ilicisa mepiony
BHIOZIOBYBAaHHS MOJIOKOM CEpPE/IHiM MPUPICT MacH Tijla 3SMEHIIYBaBCs, a SMEHIIEHHA 30epirajioch NpOTIAroM
YCHOTO JOCIIIHKEHHS TS CAMOK ITiCIIS Tepioly BUTO0BYBaHH:A MOJIOKOM. CHCTEMHA €KCIIO3HIIiA
nonyTerpaBipy B 1i#t no3i (3a nokazHukoM AUC) HpH6JIH3HO B 17-20 pasiB nepepuiyBaga eKCIO3HLIIO IPU
3aCTOCYBaHHI PEKOMEHIOBAaHHUX B nemai;pgqﬂm MpaKTUL 703. Y MOTOMCTBA B IOBEHAILHOMY HeplO,ZIl
MOPIBHSHO 3 JIOPOCTHUME TBapHHaMH He 6yno BISIBIICHO JKOJHHX HOBHX opraHiB-MimeHe#. Y JOCTiKeHH]
NMPEHATANLHOIO i MOCTHATANBHOLO pO3BHTKy lifypiB Maca Tijla 3MEHIIMIACh y [IOTOMCTBA MiJ 4ac
BUT'OJIOBYBaHHS MOJIOKOM npu saCTocyBaHm ToxémHHx JUTSL CAMOK J103 (KOJIM €KCIIO3MLLsT TpUOIH3HO y 27
pasiB mepeBUIIyBaia excnosnuuo 3 o np 32CTOCYBAHHI MAKCHMAILHOT PEKOMEH/IOBAHOT JIO3H).

y CTOleKa 28331
2o B D
=

;.

(/D&//Je/&/p/ ey /
~ s PO (7ﬂﬁf///’

G PR LD
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S0.Mr/300 Mr/300 Mr TaONETKH Poznin 6 oHOBIEHHMH: KRiTEHR 2020 .
(Maiinau Jlabopatopis Jlimitern), HA688

BruiMB TpHBAIOro MIOJCHHOTO JIIKYBaHHSA BUCOKMMH JI03aMHU OTyTerpaBipy OLHIOBAJIH Y JOCTILKEHHAX Ha
mypax (no 26 TrxHiB) Ta MaBnax (no 38 Twxwis). Ilpu no3ax, ski 3ab6e3nevyroTh y IMypiB Ta MaBl CUCTEMHY
eKCTIO3HILi0, 10 npubnu3Ho y 21 pa3 ta 0,82 pasa, BIIMOBITHO, IEPEBHUIyE SKCIIO3MILIIO Y JIFOAMHH (32
nokasuukoM AUC) npu 3actocyBasHi 1034 50 mMr 2 pas3u Ha 100y, OCHOBHUMH TIPOSIBAMH OYJTH IILTYHKOBO-
KHIIIKOBA HEIePEHOCHMICTh a60 nonapasHeHH. OCKiTbKH HUTyHKOBO-KHIIKOBA HETIEPEHOCHMICTD TIOB’ I3YEThCS
3 MiCIIeBUMH eeKTaMHt AiF040i PEeIOBHHH, I Liel TOKCHYHOCTI € BiNIOBIIHAM IOPIBHAHHS Ha OCHOBI Macu
Tija abo wromi noeepxHi Tina. LITyHKOBO-KUIITKOBA HETIEPEHOCUMICTh Y MaBIl BUHHUKAJA IIPU 031, o y 15
pasiB BHINa 3a €KBIBAICHTHY J03Y JIIOJJUHH, BUPQKEHY B MI/KT (3a OCHOBY OepyTh JIIOAMHY 3 Macoro Tija 50 kr)
Ta'y 5 pasiB BUINA 3 €KBiBAJIEHTHy 03y JIOJMHH, BUPKEHy B MI/M?, JUlsl KIiHi9HOT mo3u 50 Mr 2 pasu Ha
no0y.

Tenoghosip

V DOKITiHIYHHX JOCHIIKEHHS Ha Iypax, cobakax i MaBIax CIIOCTEpiraiy BIUIUB Ha OpraHU-MillleHi

(UUTY HKOBO-KHMIIIKOBHH TPAKT, HUPKH, KICTKH) 1 3HIDKSHHS KOHLCHTpaLl (pocdaTiB B CHPOBATII KPOBI.
ToxcuuHwMIi BIUTMB HA KiCTKH MPOSIBIISIBCS Y BHIVIAI OCTEOMAIIAIT (MaBIH) 1 3HIWKEHHS MiHEPaIbHOT IUTEHOCTI
KiCTKOBOT TKaHUHH (ILypH i cobaku). Pe3ynbTaTi mocIipKeHb Ha Iypax i MaBmax IpoieMOHCTPYBAIH, IO Ma€e
MicIie OB’ sI3aHe 3 JaHOIO PEYOBHHOIO 3HIDKEHHS KHITKOBOT abcopbuii ¢pocdary 3 mOTSHIIHHAM BTOPHHHHAM
3HIDKEHHSAM MiHepaJIbHOI IUTHHOCTI KiCTKOBOI TKaHHHU. OHAK HiIKMX BUCHOBKIB IIPO MEXaHI3MHU, IO JISKATh
B OCHOBI TAKOTO TOKCHYHOTO BIUTHBY, 3pOOHTH He BIAJIOCS.

JocmimKkeHHs penpoyKTHBHOCTI IIPOBOAMIIM Ha LMypax i kpossax. He crioctepirainy >koJHOro BIUIUBY Ha
rapameTpu criaproBaaHs abo (HepTHIBHOCTI, a TakKoX Ha Oyab-aKi mapameTpu nepediry BariTHoOcTi abo Ha cTaH
mwioiB. MakpOCKOIIIYHHX aHOMAJIii M SIKMX TKaHWH a00 KIiCTOK IUTOIiB He criocTepiraiocs. TeHodosipy
JTU30TIPOKCHII 3HIKYBAB 1HAEKC KUTTE3NATHOCTI 1 Macy Tijla IIOTOMCTBA B I€Pi/IOCTHATAIBHUX AOCII[DKEHHAX
TOKCHYHOCTI.

JlocmimKeH S TeHOTOKCHYHOCT] IPOAEMOHCTPYBANIH, IO TEHOQOBIpY NHU30MPOKCHII OyB HEraTHBHUM Y
MIiKpOSIEPHOMY TECTi KICTKOBOTO MO3KY MHIIEH in vivo, aje OyB MO3UTHBHUM IPH iHIYKyBaHHI IPIMHX
MyTaniii B Tecti Ha L5178Y-kmituHax niMpoMu MHILIeH in Vifro B IPUCYTHOCTI abo0 3a BiICYyTHOCTI
MeTabomiynoi akruBamii S9. Ternodoipy nqu3onpokcus OyB MO3UTHBHEM y TecTi Efimca (tutam TA 1535) y
IIBOX i3 TPHOX JOCTIDKEHb, ONUH pa3 B IPUCYTHOCTI cyMimmi S9 (36inemenHs B 6,2-6,8 pasa) i ogus pas 6e3
cymii S9. TenodoBipy TH30NPOKCHIT TakoXkK OYB c1ab0-ITO3UTHBHUM Yy TeCTi HesaruiaHoBaHoro cuHtesy JTHK
in vivolin vitro y NepBHHHHX I'€lIaTOLUTAaX IIyPiB.

TenodoBipy IU30MPOKCUIT HE IIPOAEMOHCTPYBAB KaHLIEPOT€HHOI'O NIOTEHIiAy B JOBTOCTPOKOBOMY
JOCJTIIDKeHH] KaHLIEPOr€HHOCT] Ha IIypax i3 NepopabHAM BBEICHHAM npenapary. JlociimkeHHs
KaHI[EPOTeHHOCTI Ha MUIIAX i3 JOBrOCTPOKOBHM IEPOPATEHUM BBEICHHSM IMPETapaTy MpOoIeMOHCTPYBAIO
HH3BKY YaCTOTY BUHUKHEHH: TyOAEHAIBHUX IyXJIUH, 10, IMOBIPHO, TTOB’ I3aHO 3 BUCOKOIO JIOKAIBEHOIO
KOHIIEHTPALIi€I0 TeHO(DOBIPY AH30NPOKCIIY B ILTYHKOBO-KHIIKOBOMY TPaKTi PH BBEICHHI T03H

600 mr/xr/no0y. Xo4a MexaHi3M YTBOPEHHS ITyXJIHH HEBiJOMHI, OTPAMAaHI pe3yIbTaTH HaBpsx 9d OymTyTh
MaTH 3HAYEHHS VI JIOJEH.

Jlamieyoun

3acTocyBaHHS JJaMiByJHHY Y BHCOKHX JI03aX y JOCIiKSHHIX TOKCUYHOCTI Ha TBapUHAX He OyJio OB’ A3aHe 3
OyIb-sIKOIO 3HAYHOIO OPTaHHOIO TOKCHYHICTIO.

JlamiByquH He OyB MyTareHHHM y OakTepiaJlbHHX TecTax, ajie IPOJEMOHCTPYBaB aKTHBHICTD Y
[IHTOTEHETHYHOMY TECTi in vitro Ta Tecti nimdpomu mumeii. JlamiByiuH He OyB TeHOTOKCHYHUM in Vitro B
J103aX, Ki IPU3BOIATH 0 KOHIIEHTpalii B I1a3mi kpoBi npubnauzHo B 40-50 pasiB BUIe 09iKyBaHUX
KITiHIYHHX PiBHIB y TU1a3mi KpoBi. OCKUTBKH MyTareHHa aKTHBHICTh JIAMIBYIMHY in Vitro He MOXke OyTH

I ATBEpDKEHa in vivo, 6yB 3po0JIeH I BUCHOBOK, IO JIaMiBYIHH HE IOBUHEH CTAaHOBHUTH F€HOTOKCHYHOT
HeOe3MeKH I NaLlieHTIB, SIKi OTPUMYIOTh JIIKyBaHHS.

Pe3ynpraTy TPHBAIHX HOCIIKEHb KAaHLIEPOr€HHOCTI Ha Iypax i MUIIaX HEe MPOJEMOHCTPYBAJIH JKOTHOIO
KaHLePOreHHOro NOTEHLially, PESICBAHTHOTO TSI JIFOAUHH.

6. ®OAPMANEBTHYHI XAPAKTEPI/ICTI/H(I/I
6.1. Tlepemix nonommnnx:perBHn
Aopo mabnemxu: MaHir, uemoﬂoaa Mlxpoxpucraana HATPIiI0 KPOXMAaJIbITIKOJIAT; IOBiIOH; JIAKTO3a,
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MOHOTI/IpaT; HATPil0 KPOCKapMeNno3a; MarHiro creapar.
IIniexoge nokpumms: CIIUPT NOJIBIHITOBHM, THTAHY TIOKCHI, MAKPOTOJI/TIOiETHIICHTTIKOIIb, TAJIbK.

6.2. HecymicuicTb
He 3acTocoByeThes.

6.3. Tepmin npugaTHocTi
36 micaLiB

6.4. Oco6auBi 3an06kHI 3ax0a1 NpH 30epiranui
36epiratu npu Temmeparypi He puine 30 °C. 36epirati B opuriHanpHii ynakosni. Bukunata yepes 90 anis
ITiCJIS TIePIIIOTO PO3KPHUTTSL.

6.5. Tuno ta BMicT KOHTeliHepa
Kpyrmuit cuniit Henposopuii diaxon 3 ITEBIII, 3akpuTrii CHHBEOIO HEIPO30POIO MOJIIIPOIIIEHOBOK KPHILIKOO
pazoM i3 ocynryBaueM. Koxxruit daxon mictuts 30, 90 a6o 180 tabneTok.

7. MOCTAYAJIBHUK

Mylan Laboratories Limited

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

Telangana

India (Immis)

Email:Imtiyaz.Basade @mylan.in

8. JTOBIIKOBHUIA HOMEP BOO3 (Ilporpama BOO3 i3 npexsamidixanii)
HAG688

9. JIATA ITPOBEJIEHHS ITPEKBAJII®IKATIIIT
I'pynens 2018 poky

10. JATA IIEPEIJISIAY TEKCTY
Jlunens 2019 p.
Poznin 6 6yB onoBnenui B kBitTHi 2020 p.

Hocutanusa

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,
JOCTYIIHE 3a ocunanHaM https://www.who.int/hiv/pub/guidelines/ ARV2018update/en/

EU Summary of product characteristics for Tivicay, rocTymnHa 3a OCHJIaHHIM
https://www.ema.europa.eu/documents/product- information/tivicay-epar-product-information_en.pdf
EU Summary of product characteristics for Epivir, noctymHa 3a mocuianHsIM

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

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

JlonaTkoBi OCHIaHHS, OB’ A13aHi 3.AeBiHMy, po3aitamMu KXJI3, BITIOUatOTS:
¥ el :,:‘- iAot 0 s 3,
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druginteractions.org

Posain 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.

Po3pin 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.

Vci Beb-nocunanHs Oyny nmeperisHyTi He mizHime jaumHs 2019 p.

HetansHa inpopmanis npo naHuil ikapchkuii 3aci6 posmimena Ha BeO-caliTi BeecBiTHBOT opranizanii 0XopoHu
spopoB’s (BOO3): https://extranet.who.int/prequal/ .
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KO KepyeThbes BHCOKMMH CTaHAApTaMH SKOCTI, IO
BIATIOBIAAIOTh CTaHAapTaM, pekomenmosanum BOO3,
Ta/a00 3rigHO 3 pes3yNbTaTaMH KIIHIYHUX BUIPOOYBAHE.

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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Dolutegravir/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
[HA688 trade name]”

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 50mg 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 [HA688 trade name] is one tablet once daily.

Dose adjustments

Where discontinuation of therapy with one of the components of [HA688 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 ‘praduetﬂi‘;;%%
o DAZEN

* Trade names are not prequalified by WHO. This is the national medicines regulatory authi
responsibility. z
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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), HAG88

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 [HAG88 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 weighing 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
[HA688 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 [HA688 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 [HA688 trade name] be swallowed whole with water.

[HAG688 trade name] can usually be taken with food or between meals.

If the HIV-1 is resistant to integrase inhibitors, [HAG688 trade name] should preferably be taken with food to
increase absorption (particularly in patients with Q148 mutations). :
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Dolutegravir/Lamivudine/ T enofovir disoproxil fumarate WHOPAR Part 4 Tuly 2019
50mg/300mg/300mg Tablets Section 6 updated : April 2020
(Mylan Laboratories Limited), HA688

4.3 Contraindications

e 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 syndrome

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 sxgns 5
abnormalities suggestive of pancreatitis occur (see section 4.8).
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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 filiration 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 [HAGS8S
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 [HA68S 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) I 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 cofmbigh,ation
with lamivadine and efavirenz), bone mineral density of the spine decreased and bone bigriia atiged

from baseline in both treatment groups, but the changes were significantly greater in tp@tiéﬁpféiqr”disapﬁgkﬂ
group at 144 weeks. Decreases in bone mineral density of the hip were significantly & Afet in this group; %
e
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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,
[HA68S 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 ntonavxr) Patlents recelwng ledxpasvm sofosbuwr sofosbuwr/velpatasvx;,or

reactions related to tenofovir disoproxil.

Co-administration of other medicinal products (i
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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 parameters

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 utero 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 urero 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 [HAGSS trade name]. As this medicine contains

been performed in adults.

Interactions relevant to dohitegravir
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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 medicines 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 inhibitors), tipranavir/ritonavir,
rifampicin, St. John’s wort and certain antiepileptic medicines) (see table, below).

Dolutegravir is eliminated mainly through metabolism by UGT1AL. Dolutegravir is also a substrate of
UGT1A3, 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 in 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 trimethoprim/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, [HA688 trade name] should not be administered concomitantly with other cytidine
analogues, such as emtricitabine. Moreover, [HA688 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).

Lamivudine metabolism does not involve CYP3A, making interactions with medicinal p}?‘é”\‘:
by this system (e.g. PIs) unlikely.
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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%, 32%, and 36% in lamivudine exposure (AUCo0) and
28%, 52%, and 55% in the Cmax of lamivudine in adults. When possible, avoid chronic coadministration of
[HA688 trade name] with medicinal products containing 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 Cunax, concentration at end of dosing interval as C).

Medicines by Interaction . 3.3 .
i . Recommendations on co-administration

therapeutic area Changes shown as geometric mean

ANTI-INFECTIVES

Antiretrovirals

Non-nucleoside reverse transcriptase inhibitors (NNRTIs)

Etravirine without Dolutegravir | Etravirine decreased plasma dolutegravir
boosted protease UC | 71%: Cuax | 52%: C % | concentration. The recommended adult dose of
o00st p ACL 5 maxijz a("rlsg . i @ . g
inhibitors/ Etravici dolutegravir is 50 mg twice daily when co-
Dolutegravir : gv{?m (_;U GT1A1 and CYP3A administered with etravirine without boosted
(induction o an ) rotease inhibitors. In paediatric patients the
enzymes) Pro P P .
J 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/rjtonavir, or
darunavir/ritonavir, or lopinaviifitor e
below in table).
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Medicines by Interaction < i :
. . Recommendations on co-administration

therapeutic area Changes shown as geometric mean
Lopinavir/ritonavir + Dolutegravir <> No dose adjustment is necessary.
etravirine/dolutegravir AUC 1 11%; Cunax T 7% C: 1 28%

LPV &

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

Tenofovir:

AUC: 1 32%

Cmax: <

Cmin: 151%

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

DRV &

RIV &
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

Efavirenz < (historical controls) should be given twice daily

(induction of UGT1A1 and CYP3A . . . . g
For infection resistant to integrase inhibitors,

enzymes) 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 patients 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 112%; Cuuax 1 13%; C: 1 22%

Rilpivirine <

Nucleoside reverse franscriptase inhibitors (NRTI)

| Emtricitabine / [HAG68S 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.

Page 10 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

Didanosine / tenofovir
disoproxil

Didanosine AUC 1 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).

Adetovir dipivoxil/ AUC: Tenofovir disoproxil should not be administered

tenofovir disoproxil concurrently with adefovir dipivoxil (see section
Chuax: & 4.4y

Entecavir/ tenofovir AUC: < No clinically significant pharmacokinetic

disoproxil interactions when tenofovir disoproxil was co-
Crnax? administered with entecavir.

Protease inhibitors (Pls)

Atazanavir/dolutegravir

Dolutegravir 1
AUC 1 91%; Cuax T 50%; C: 1
180%

Atazanavir <> (historical controls)
(inhibition of UGT1AI and CYP3A
enzymes)

Atazanavir: AUC: | 25%; Cyax: |

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

If atazanavir and [HA688 trade name] are co-

Atazanavir/tenofovir 21% ; Coin: | 40% administered, the dose of atazanavir should-be
disoproxil | 300 mg once daily together with ritonavir 100 mg
Tenofovir: AUC: 1 24%; Cumx: 1 14%; | once daily (“ritonavir-boosting”, see below)
Cuin: 122%
Atazanavirtritonavir/ Dolutegravir 1 No dose adjustiment is necessary.
Dolutegravir AUC 1 62%; Canx 1 34%; C: 1 The dose of dolutegravir should not exceed 50 mg

Atazanavirtritonavir/
Tenofovir disoproxil

121%
Atazanavir <>
Ritonavir «
(inhibition of UGT1A1 and CYP3A
enzymes

Tenofovir:

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

Atazanavir: AUC: | 25%; Cpax: |
28%; Cunin: | 26%

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
therapeutic area

Interaction
Changes shown as geometric mean

Recommendations on co-administration

Tipranavir + ritonavir/
dolutegravir

Dolutegravir |

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

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 +
ritonavir/dolutegravir

Dolutegravir |

AUC | 35%; Cuax | 24%; Ct | 49%
(induction of UGT1Al and CYP3A
enzymes)

No dose adjustiment 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+ritonavir/
Dolutegravir

Darunavir+ritonavir/
Tenofovir disoproxil

Dolutegravir

AUC | 22%; Cuux | 11%;

C24hours l 38%
(induction of UGT1A1 and CYP3A
enzymes)

Darunavir:

No significant effect on
darunavir/ritonavir PK parameters.
Tenofovir: AUC: 1 22%; Cuin: 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.

Lopmavir+ritonavir/
Dolutegravir

Lopinavir+ritonavir/
Tenofovir disoproxil

Dolutegravir «»
AUC | 4%; Cuux <> 0%; Coinows 1

6%

Lopinavir/ritonavir:

No significant effect on
lopinavir/ritonavir PK parameters.
Tenofovir:

AUC: 1 32%; Coax: <25 Canin2 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

Daclatasvir/tenofovir
disoproxil

Dolutegravir «»

AUC 1 33%; Cuuax T 29%; Ct 1 45%
Tenofovir <>
AUC 1 10%, Cinax [5%, Cuin 117%
.Daclatasvir <

« Daclatasvir

AUC: 1.10(1.01, 1.2D)
Cinax: 1.06 (0.98, 1.15)

Cmin: 1.15 (1.02, 1.30)

« Tenofovir
AUC: 1.10 (1.05, 1.15)
Caax: 0.95 (0.89, 1.02)

Cumm: 1.17 (1.10, 1.24)

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 Coax 1.25 (1.08, 1.45) name] is required when sofosbuvir and [HA688

— AUC 0.98 (0.91, 1.05)
o Cuin 0.99 (091, 1.07)

Sofosbuvir

| Ciax 0.81 (0.60, 1.10)
— AUC 0.94 (0.76, 1.16)
Cumin NA)

GS-331007 (predominant inactive
metabolite of sofosbuvir)

| Cox 0.77 (0.70, 0.84)
— AUC 0.84 (0.76, 0.92)
Cunin (NA)

trade name] are used concomitantly.

Ledipasvir/Sofosbuvir Sofosbuvir:
+Dolutegravir + AUC: &
Tenofovir Clax: &>
disoproxil
(+Emtricitabine) GS-3310072
AUC: &
Clag <>

Cmiu: b

Ledipasvir:
AUC: &
Chax: <

Cinin: &

Dolutegravir
AUC: &
Ciax: &

Cmin: <

Emtricitabine:
AUC: &
Cax: ©

Cinin:

Tenofovir:

AUC: 1 65%
Ciax: T61%
Coin: T 115%

Monitor for tenofovir-associated adverse reactions
in patients receiving ledipasvir/sofosbuvir
concomitantly with [HAG88 trade name]. Renal
function should be closely monitored (see section
4.4).

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

Medicines by Interaction ; - :
f . Recommendations on co-administration
therapeutic area Changes shown as geometric mean
Sofosbuvir/Velpatasvir Sofosbuvir: Sofosbuvir/velpatasvir has been shown to increase
+ Tenofovir disoproxil A‘UQ = 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%l}éat?s;';rzio/ established.
: o
Cmax: 1 55%
Cmin: 1 301%

Cmin: 1 42%

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

Tl tenofovir disoproxil (see section 4.4).

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

Sofosbuvir/Velpatasvir/ | Sofosbuvir: Sofosbuvir/velpatasvir/voxilaprevir has been shown
Voxilaprevir + ATIC: 4+ to increase tenofovir exposure (P-gp inhibition).
Tenofovir disoproxil Cooc: | 30% The increase in tenofovir exposure (AUC and

max- ¢ JV70

Cmax) was around 40% during co-treatment with
sofosbuvir/velpatasvir/voxilaprevir and darunavir +
ritonavir + tenofovir disoproxil /emtricitabine.

+ Emtngltque + Couin: N/A
Darunavir/ritonavir)

GS-3310072: The safety of tenofovir disoproxil when used with
AUC: & sofosbuvir/velpatasvir /voxilaprevir and a

C e pharmacokinetic enhancer (e.g. ritonavir or

Con: N/A cobicistat) has not been established.

Patients receiving tenofovir disoproxil and
sofosbuvir/velpatasvir/voxilaprevir concomitantly

Velp‘atasvxr‘ should be monitored for adverse reactions
AUC: & associated with tenofovir disoproxil (see section
Chuax: < 44)

Cuuin: <

Voxilaprevir:

AUC: 1 143%
Cuuax:] 72%
Coin: 1 300%

Tenofovir:
AUC: 17 39%
Crax: T 48%
Coin: T47%

Antibiotics
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Medicines by
therapeutic area

Interaction
Changes shown as geometric mean

Recommendations on co-administration

Rifampicin/dolutegravir

Dolutegravir |

AUC | 54%; Cunax | 43%; C: [72%
(induction of UGT1AI 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%; Cuax T 16%; C: | 30%
(induction of UGT1AI and CYP3A
enzymnies)

No dose adjustment is necessary.

Antifungals

Fluconazole Based on theoretical considerations, no interaction

Itraconazole with dolutegravir, tenofovir disoproxil or

Kctoconazole 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 n
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

Phenytoin/dolutegravir

Phenobarbital/
Dolutegravir

induction of UGT1Al and CYP3A
enzymes, a reduction in exposure
similar to carbamazepine is expected)

inducers. In paediatric patients the weight-based
once-daily dose should be given twice daily.
Alternatives to these medicines that are not enzyme
inducers should be used in patients with infection
resistant to integrase inhibitors.

Antiarrhythmics

Dofetilide/dolutegravir

Dofetilide 1
(Not studied, potential increase via
inhibition of OCT2 transporter)

Dolutegravir and dofetilide co-administration is
contraindicated due to potential life-threatening
toxicity caused by high dofetilide concentration.

Antacids and supplements

Magnesiuin- or
aluminium-containing
antacid/dolutegravir

Dolutegravir |
AUC | 74%; Cuux | 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%; Camx | 37%;
CZAlmm's l 39%
(Complex binding to polyvalent ions)

Calcium supplements, iron supplements or

multivitamins should be taken well sgparated n

time from the administration 0$ﬁ@jif¢§f§%~_~
AR

(minimum 2 hours after or 6/h
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Medicines by
therapeutic area

Interaction
Changes shown as geometric mean

Recommendations on co-administration

Iron supplements/

Dolutegravir |

Dolutegravir AUC | 54%; Cuax | 57%;
C24hours l 56%
(Complex binding to polyvalent ions)
Multivitamins/ Dolutegravir |
Dolutegravir AUC | 33%; Coax | 35%
C24homs l 32%
(Complex binding to polyvalent ions)
Antidiabetics

Metformin/dolutegravir

Co-administered with dolutegravir
50 mg once daily:
Metformin 1

AUC 1 79%; Cuuax | 66%
Co-admunistered with dolutegravir
50 mg twice daily:
Metformin 7

AUC 1 145%; Ciax T 111%

A dose adjustment of metformin should be
considered when starting and stopping co-
administration of dolutegravir with metformin, to
maintain glycaemic control. In patients with
moderate renal impairment a dose adjustment of
metformin should be considered when given with
dolutegravir, because the risk of lactic acidosis 1s
increased in patients with moderate renal
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 adjustment of oral
L contraceptives is necessary when given with
Norelgestromin « :
© dolutegravir.
AUC | 2%; Crax | 11%
Corticosteroids

Prednisone/dolutegravir

Dolutegravir «+
AUC 1 11%; Cunax 1 6%; C. 1 17%

No dose adjustment is necessary.

Drug abuse

Methadone/dolutegravir

Dolutegravir <
Methadone <
AUC | 2%; Chax < 0%; C | 1%

No dose adjustment is necessary.

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 UGT1AI 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
wortnen 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.apregistrv.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 mchcate no

effects of dolutegravir on male or female fertility. Animal studies indicate no harmful effects {
lamivudine and tenofovir disoproxil on fertility. -
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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 [HAG8S 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 [HAGSS8 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

Ruite 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

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
Wit kiioui 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 pumol/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 ther’agy (CART), an
inflammatory reaction to asymptomatic or residual opportunistic infections may arise.. ,utmmmune«

disorders (such as Graves’ disease) have also been reported; however, the time to onset is miore Vanable.and
these events can occur many months after 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 parameters

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

w1th 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; JO5AX12

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 culture

Dolutegravir

The ICs 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 vifro 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 vifro 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 vifro. 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, Y143R/H/C, E92Q and T66I) do not
affect the in vifro susceptibility of dolutegravir as single mutations. When mutations hsted as secondary
integrase-inhibitor-associated mutations (for raltegravir/elvitegravir) are added to these; pmmary mutatmns in
experiments with site-directed mutants, dolutegravir susceptibility is still unchanged (F C<2'vs wild type
virus), except in the case of Q148-mutations, where a FC is 5-10 or higher with cotnbxnatlons of certainy o'
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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 L741 (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 considerci@ [ n the
activity of the best available NRTI backbone is significantly compromised.
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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 M184V mutation. The M 184V .
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 [HA688 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 2.531+0.532pgmL 2292 +0.787 pg/Ml 0.314 £ 0.08 pmL
gcmax)
Area under the curve (AUC,- | 54.883 + 15.004 11.501 £2.501 pglvymL | 2462+ 0.537 pgh/mL
«), a measure of the extentof | pg h/mL
absorption
Time to attain maximum 2.7740.94 h 1.97£093 h 0.95+032h
concentration (tmax)

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.

¥ Based on a systematic review it is suggested that emtricitabine and lamivudine are pharmacologically equivalent, and
hence clinically interchangeable for therapy of HIV infection. Therefore, herein reference is made‘also to data obtained

with emtricitabine. &
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Absorption
Absolute Not known NA NA
bioavailability
Oral Atleast 32% 80-85% 25%
bioavailability
FOOd effect AUCpo Cunx T CO' AUCp~) Cunax Tmax
] administration of || Light |No Mo No
Low fat 33041 4691 3 {amivudine with meal significant | significant | significant
s °' | hrs food results in a effect effect effect
Moderate | 41%T | 52%7 | 4 delay of Tmax and || migh | 40%? 14971 1t
fat: hrs a lower Cuax fat:
High fat: | 66%7 61t | 5 (decreased by
hrs 47%). However,
Increases may be clinically the extent (based
relevant in the presence of on the A_UC) of
certain integrase class resistance. lamwudm_e
Therefore, it is recommended gbsorbed 1s not
that patients infected with HIV | influenced.
resistant to integrase inhibitors
take dolutegravir with food.
Distribution
Volume of _ .
distribution 17 to 20 litres 1.3 L/kg 800 ml/kg
(mean)
; > 99%. inc i
Plasia proteln 99%, increase in unbound < 36% serum

binding in vifro

fraction with low serum albumin
(as in moderate hepatic
impairment)

albumin in vitro

< 0.7 % (serum protein binding < 7.2%)

CSF: mean 18 ng/ml

Well distributed, with highest

g:sstsr lilgution (comparable to unbound concentrations in kidney and liver.
plasma concentration, and >
IC50)
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 yitro studies 'haxfe detenpined that ‘
olucuronidation via UGT1AL (< 10%) pelther tenofovir disoproxil nor tenofovir
xaninor pathway CYP3A is a substrate for the CYP450 enzymes.
Active NA .
metabolitels) NA Tenofovir
Elimination
Elimination half | 14 hrs ) Tenofovir: 12 4o d8H s,
ife 99 for Tenofovir dxphosphate 10h e
intracellular mtracellular activated restm rlpheral
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lamivudine resting peripheral blood mononuclear
triphosphate cells.
; 0.32 L/h/kg 0.23 L/h/kg
Mean systemic ~1 litre/hr =
clearance (CUF)
% of dose 32% in total: >70% . 70-80% as unchanged drug
excreted inurine | < 1% unchanged, 19% as ether [Il’redommantly
glucuronide cleared
Other metabolites; N- unchanged|]
dealkylation metabolite and
metabolite formed by oxidation
at the benzylic carbon
% of dose 53% is excreted unchanged in N&
excreted in faeces | the faeces
Pharmacokinetic | Depending on dose and Lineat . L_i‘?ea‘” 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 s relevant-inkibifion of Pgp, OQT (prganic Substrate of hOAT 1, hOAT3 and MRP 4.
BCRP, BSEP, OATPIBI, —
OATPIB3, OCT1, MATE2.K, | transporters)
MRP2 or MRP4
No substrate of human OATP
1B1, OATP 1B3 or OCT 1.
Metabolizing | No relevant inhibition of Igg,;%f%‘g;g;“é%‘é 52’3“"4 ’
enzymes (CYP)1A2, CYP2A6, CYP2B6, P > ?

CYP2CS8, CYP2C9, CYP2C19,
CYP2D6 CYP3A, uridine
diphosphate glucuronosyl
transferase (UGT)1Al 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 G1403§/ C/s,
E138A/K/T, L741. Although these simulated results have not been confirmed in clini\ggii‘-ti%&l‘iiﬁié"fhigh dose
may be considered in the presence of the Q148 with two or more secondary mutatighs from G140A/C/S,

E138A/K/T, L741 in patients with limited treatment options due to advanced mul;??blaSs resistance. Bhe
no clinical data on the safety or efficacy of the 100 mg twice daily dose. Co-treathfléni with ataza i
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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
less 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, [HAG88 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/m! 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 ml/minute) requiring
haemodialysis, between-dialysis tenofovir concentrations substantially increased over 48¢ho¢3ursach1 Aing a
mean Caxof 1032 ng/ml and a mean AUCq.4shour 0f 42,857 ng-hour/ml. It is recommended-that the doging:,

interval for tenofovir disoproxil 245 mg is modified in patients with creatinine cleaéii:ée < 50 ml/minulg T

in patients who already have ESRD and require dialysis. 1L Ty
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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
1s 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 UGT1A1 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 mD/kg '

In a juvenile toxicity study in rats, there were two pre- Weanhng deaths at dolutegravir dese of 75 mb/k';"
daily. Over the pre-weaning penod mean bodyweight gain was decreased and the decrease persisted, O,
throughout the study for females during the post-weaning period. The systemic expdsure at this dose ased

on AUC) to dolutegravir was about 17 to 20-fold higher than in humans at the recommendedpae Gt 19 nle
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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 rcduction 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 iz vivo mouse bone marrow
micronucleus assay but was positive for inducing forward mutations in the in vitro 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 i# vitro at doses that gave plasma concentrations
around 40—50 times higher than the expected clinical plasma levels. As the in vifro mutagenic activity of
lamivudine could not be confirmed in 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 Llst of excxplents
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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

Mpylan 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
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July 2019
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