[HCTpy KW Mpo 3acTocyBaHHs JIKapchKOro 3acoby abo ir(popmanis npo
3aCTOCYBAHHS TKAPCHKOTO 3300y, 3aTBEPIKCHA 3rimHO 3 HOPMATHBHHMHU
BHMOTaMH KpaiHu 3asHuka/Bupobuuka aGo KPAIHH, PETY I TOPHUIL Opra
KOl KEPYETBCA  BHCOKMMH CTaHJAPTAMHU  SIKOCTI, IO BIAMOBIAAIOTH
CTannapraM. pexomexgosanuM BOO3, Ta/abo srigmo 3 pesyapTaTamMu
KJIIHIYHEX BHIPOGYBAHb, BHKIAACHA MOBOO BIMOBIAHO [0 BHMOTL IIO/0
MOBH, BH3HAYCHHX a03aLOM APYTHM YaCTHHH TPeThOi craTri 26 3axony
Yxpainu "TIpo 3acazm AepkaBHOT MOBHOT MO THKE"
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KOPOTKA XAPAKTEPUCTUKA JIKAPCBKOI'O 3ACOBY, PEKOMEHIOBAHA BOO3-IIK

Y yiti kopomriii XApaxmepucmuyl AiKapcuLKo2o 3aco8y OCHOGHA yeaza NPUOIAAEMbCS 3ACMOCY8AHHIO JKApCrko20 3ac00y,
wo oxonmoemsca Ilpoepamorw BOO3 i3 npexeanipixayii nixapcoxux 3acobie. Pexomenoayii ujodo sacmocysanus

IpyHmyomeca na kepisnux npunyunax BOO3 ma na inopmayii,
(mepain yac 6ymu nepezianymuil).

Hanuit aikapeokuti 3aci6 moxce Gymu  0o3eoneno ons dodamxosoe

HAYIOHANLHUX Op2anie pezyniosanns AIKapcorux 3acobis.

Cropinka 1319

OMPUMGHITL 6i0 cmpozux peayaamopuux opeawie

0 abo inuozo 3ACMOCYBAHHA 34 piuteHHIM



JHomyterpasip, Tabnerku o 50 mr WHOPAR, yacrtuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Po3nin 6 oHoBnenmii: kBiTeHs 2020

1. HA3BA JIKAPCBKOI'O 3ACOBY

Homyrerpasip (Hatpito), Tabnerku o 50 mr!

2. SIKICHUM TA KITBKICHUI CKJIAJ

1 TabreTka, BKpHTA IUTIBKOBOIO OGOIOHKOI0, MiCTHTE AOJTyTerpaBipy HATpilO eKBIBAICHTHO MOTyTerpasipy 50 mr.
1 TaGiietka, BKpHTa MTIBKOBOIO 0GOIOHKOIO, MICTHTE MaHiTy 145,4 Mmr i Hatpito 5,2 mr (0,2 MMOIB).
HoBHui nepestik TOMOMIXKHHX PEeYOBHH HaBEeIeHHU y po3aini 6.1.

3. JIKAPCBKA ®OPMA
TabneTku, BKPUTI UTIBKOBOIO 060I0HKOIO.

Poxesa, kpyrna, nBoomykiia TaGneTka, BKpHTA INTIBKOBOK OGOIOHKOIO, 3i CKOILICHHMHE Kpasmu, 3 Binoutkom M Ha
ozxHoMy 6omi Tabnetku Ta DTS Ha iHmomy 6orii.

4. KJIHIYHI XAPAKTEPUCTHUKH

4.1 TepaneBTHuHi nokazanns

Honyrerpasip (HaTpito) y ¢opmi Tabmerok mo 50 Mr mokazaHmid y KomOiHaWii 3 iHIIMMH aHTHPETPOBipYCHUMH
JKapCHKAMH 32c00aMH s JIIKyBaHHS JOPOCITHX Ta THUTITKIB i3 MACOIO Tina moHaiiMerme 40 KT, iH(iKOBaHHUX Bipycom
iMmyHonmedirmty moxunu (BLT).

Crix ypaxyeatu BuMory odilifiHiX KepiBHHITE i3 JTIKyBaHHS NAL€HTB, indixopanux BIJI-1, Hanpukian kepiBHHUITE,
onpunrogaeHnx BOO3.

Illono 3acTocyBaHHsA aHTHPETPOBIPYCHHUX JTiKAPCHKUX 3aCOGIB 1T TOCTKOHTAKTHOT npodinakTuKy, i 6paty 10 yparu
iH(opmaiio, BUKIIa[ieHy B HAMHOBILIMX ODilliHIX KepiBHULTEAX, HanpHK/Iax y KepiBHULTBAX, ONpHIIOAHeHHK BOO3.

4.2 Cnoci6 3acTocyBanns Ta K031
Homyrerpasip (Hatpito) y dopmi Tabnerok o 50 Mr MOBHHEH MpH3Ha9aTH Jikap, AKMH Mae nocin nikyBanas BIJI-
iHbeKIi.

Ho3yeanns

Hopocni

Jlo3a nomyrerpasipy ms fOpociux nauienTis, indikopanux BUI-1, 6e3 PE3HCTEHTHOCTI 110 MpenapaTis Ki1acy iHri6iTopin
iHTerpasy cTaHoBuTH 50 Mr (0HA TabNETKA) O/IMH pa3 Ha H06y.

Hosa mae cranosuTu 50 Mr aBidi Ha 106y, AKIIO:

®  JONMyTerpaBip 3acCTOCOBYIOTH OJHOYACHO 3 TAKHMH JIHKAPCHKAMH 3aco0aMHM, sk edasipeHw, Hesiparmiy,
TUIpaHaBip/puToHasip abo pudamminus (nus. posmin 4.5);

®  mauieHTH, indikosani BIJI-1, MarOTh pe3HCTEHTHICTS 0 mpenaparis KJ1acy iHribiTopiB iHTErpasy (10KyMEHTAIBHO
MiATBEpKEHY abo MiA03pIoBaHYy).

Konu noctynue recryBanus renotury BIJI-1 Ta it mauientis 3 o6MexeHHM BUOOPOM BapiaHTiB JiKyBaHHS (MeHIIe
ABOX aKTHBHUX aHTHPETPOBIPYCHHX JiKAPCHKUX 3aC00IB) Yepe3 3HAUHy PEe3HCTEHTHICT /10 npenapariB pi3HUX KiIaciB
MOYKHA PO3IJISIHYTH 30UTBLICHHA JO3H HOJyTerpaBipy. Taka pe3HCTEHTHICTH MOXKe BKIIOUATH MyTauio, Q148 + >2
BropuHHi MyTauii G140A/C/S, E138A/K/T, L74L : i

PilueHHs 1mpo 3acTOCYBaHHS HOJMyTerpaBipy TAKHM MaLicHTaM Mae IPYHTYBaTHCA Ha XapaKTepi Pe3UCTEHTHOCTI 0
iHriGiropis inrerpasu. Llum mauientam nomyterpasip He ciin 3aCTOCOBYBATH OJHOYACHO 3 ACAKMMM JIKapChKUMH

* Toprosi HaiiMeHyBaHHS He NPOXOAATH NMpekpaiikariio BOO3. Lle xoMneTenLis HaLiOHANBHUX ATEHTCTB i3 PEryIIOBaHHS NIKApCHKUX 3aCO0IB. 2
OECHERA Y ptr 277 12 &/W{W G5 PP o L0
2.0 T '

s il
Ay _ , A A .
PSS Dpfé/? trele I /52";}‘/\/ LS R A



Honyterpasip, Tabnerku mo 50 Mr WHOPAR, 4actuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Po3znin 6 onosnenuii: kBitens 2020

3acobamu (HanpuKiIaf, easipeHtr, Hepiparin, THNIpaHABIP/PUTOHABIP a60 prdammminmm); ouB. posait 4.5.

Llionimku 3 macoro mina wonaiimenue 40 xz

Hloza momyrerpasipy i mimtiTKiB i3 Macoro Tina moHaiiMenmme 40 kr, indikopanux BUI-1, 6e3 pesucrenTHOCTI 10
mpenapaTiB Kkiacy iHri6itopis iHrerpasu cramoButs 50 Mr (omHa TabieTka) omMH pa3 Ha mo6y. Iudopmaris po
3aCTOCYBaHHA NONyTerpaBipy mimmitkaM, iHdikoBanum BIUI-1, i3 PE3UCTEHTHICTIO /10 Mpemaparis kiacy iHriGiTopis
IHTErpasH, € HeMOCTATHBOIO.

Himu
Hoza nomyTerpasipy mis mitei Bikom mouan 6 POKIB 3aJI&KHTH BiJl MACH TijIa IUTHHU (mpubau3HO 1 mr/kr). OnHak st
Aitel 3 Macoro Tina MeHwe 40 kr moTpiGHi iHmi TIpenaparH, 1o MiCTSITh MEHIIY KiJIbKiCTb noiyrerpaBipy. Indopmaris
TIpO 3aCTOCYBAHH IOy TErpaBipy AITAM BiKOM 10 6 POKiB € HEOCTATHBOIO.

Ilayienmu nimnvozo eixy

Taopmantist mpo 3acTocyBsanms momyTerpagipy mamientam Bikom 65 POKIB i cTapire € HenocTaTHROMW. BincyTHi mokasu
TOr0, IO NaIi€HTaM JiTHEOTO Biky MOTPiGHO 3aCTOCOBYBATH iHIIy 03y, HiXX JOPOCTHM MaIli€HTaM MOJIOJIIIOro BiKy (IUB.
po3nin 5.2).

Hopywenus @ynxyii nupox
Iauienram i3 mopyrueHHsM dyHKITT HHPOK KOPEKLis 103U He MOTpibHa. 3acTocyBaHHs NOJTyTerpaBipy marieHram, ski
nepebyBaloTh Ha Mialli3i, He BUBYAIOCH, aJle OUiKyeThes, 10 H03a JUTS [UX NalieHTiB He Oy/e BimpisHATHCS.

Hopywennsa pynxyii nevinxu

Hemae notpe6u y kopekuii [o3yBaHHs 151 HanieHTiB i3 Jerkum a6o MOMIPHHM TOPYIICHHAM (QYHKIIT Medinkn (kmac A
abo B 3a mkanoro Yatinna — IT'10). [Jani 1010 NAII€HTIB i3 TSHKKAM nopymesHaM GyHkuii medinku (knac C 3a mKkanor0
Haiinma — IT’r0) BincyTHI; TOMy TakuM marieHTam JIOJTYTEerpaBip CIIijl 3aCTOCOBYBATH 3 06EPesKHICTIO.

IIponyck 0ozu

SIKIIO NALERT IPOTTYCTHB K03y LOTyTerpasipy, oMy citia MPUHHATH NMPOILYIIEHy 103y SKOMOTa WIBH/IIIIE 3 YMOBH, IO
IO MPUHOMY HACTYIHOT O3M 3aJIHIIAETHCS He MeHIe 4 romus. SIKmo HAaCTYNHY 03y HEOOXiHO MPUAMATH BIPOIOBIK
4 TO/MH, MALEHT He MOBUHEH IPHAMATH MPOITyIIeHy A03Y, a TIOBEPHYTUCS 1O 3BUYAHHOTO PEXKUMY J03yBAHHSL.

Cnocib 3acmocysanns

3aCcTOCOBYBATH MEPOPATIBHO.

HoiyTerpasip MoXxHa NPUAMATH HE3QTEIKHO Bifl BKUBAHHS DKL, Sxmo e pesucrentnicts BUI-1 no npernapaTiB Kiacy
1HribiTopis iHTerpasu, nomyTerpasip Gaxaro 3aCTOCOBYBATH IIiJl YaC BXKHUBAHHSA 1Ki, 06 36116 IIHTH HOro BCMOKTYBaHHS
(ocobnueo manientam i3 mytauisvu Q148).

4.3 Hporunoxazanns
IligBrmena 4yTmuBicTs 10 nomyTerpaBipy aGo no Oynp-sK0i 3 HOIOMDKHHX PEYOBHH, 3a3HAYCHHX y pozmimi 6.1.
OpnHovacHe 3aCTOCYBaHHSA 3 MOBETHITIIOM.

4.4 Cruenianbni 3acTepesxenns Ta 3ano6ixui 3axoxn IPH 3aCTOCYBAHHI

EdexTrBHa npoTHBipycHa Teparis MoxKe iCTOTHO 3HH3UTH pH3HK nepenaui indekuii crateBum muraxoM. OqHak TaKHid
PH3HK He MOXXe OyTH ycyHeHHiT HoBHICTIO. ToMy HeoGXiHO BYKHUBATH 3a06 KHIX 3aXOJIB ISl IOTIEPEIDKEHHS Tlepeaauyi
BIPYCIB BiIMOBINHO 0 HALIOHATEHIX KEPIBHULTE Ta iHIIHX HOPMATHBIB.

Pesucmenmmuicme BI/I-1 0o npenapamis knacy ineibimopis inmezpasu
HpuiiMarouyn pilieHHs npo 3acTOCYBaHHL AONYTErpaBipy y pasi PE3UCTEHTHOCTI [0 Tperaparis Kjacy iHribiropis
iHTerpasu, ciiJ BpaxoByBaTH, 110 AKTHBHICTb IOTTYTerpaBipy CyTTEBO 3MEHILYETHCS MPH iH(iKYBaHHI NATIEHTA IITAMAME
BipyCy 3 MyTamiero Q148 + >2 propumHi MyTawii G140A/C/S, E138A/K/T, L741. TouHe: we-Bigomo, sKOKO Mipoio
AonyTerpasip 3abesnedye T0OATKOBY €()eKTHBHICTh IPH HASBHOCTI TAKOT pesuctentHocti BUI-1 o mipenaparie knacy
1HriOiTOpIB iHTErpasmy. R
Pearyii niosuyenoi uymnusocmi A PATI B
IIpu 3acrocysamni nomyterpapipy mosigomsuiocs po peakuii MmiaBULEHOT HYTIIHBOCTI; . AKE XAPAKTEPH3Y BAIIUC
BUCHITAHHAMH, CHCTEMHHMH 3MiHaMH, a iHOAi — mucdyHKiicio opramis, BKJIFOYAFOYH THX(Ki-’:_'pe\aKLLi'f 3 60Ky meuiHkH.
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Honyrerpasip, Tabnerku o 50 mr WHOPAR, wactuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Posnin 6 onosnenwmit: ksitens 2020

Homnyrerpasip Ta iHimi mixo3prosani npenapati HeoGXinqHO HeraifHo BIIMIHHMTH, SKIIO BHHHKAIOTH PEAaKIil [TiABHIIeHOT
YYTIMBOCTI (BKIIFOYAIOYH TSDKKE BHCHNAHHA a60 BHCHIIAHHS, 110 CYNPOBOKYETHCA MiJABHIICHHSM PiBHIB MEUiHKOBHX
(epmenTis, rapsuky, saranbHe He3My>KaHHS, BTOMIIOBAHICTB, Gilb y M’s3ax abo cyrnobax, yTBOPeHHS MyXHpIB,
YP@XKEHHS POTOBOI MOPOXKHHHHM, KOH'IOHKTHBIT, HabpsaK o6myus, ©03HHODITIO, aHrioHeBpoTHYHMI Habpsk). Crin
KOHTPOJTIOBATH KIIHIYHHH CTaTyc, BKIIOYAIOYH BHM3HAYEHHS PIBHIB MEYiHKOBHX aminoTpancdepas ta 6Gimipy6iny.
3aTpumka y BinMiHi TiKyBaHHS JoTyTerpaBipoM a6o iHIMMH Mi/I03PFOBAHHMH A{OYMMH PEYOBHHAMH ITiC/IS BHHHKHEHHS
PeaKLii MiJBULIEHOT Yy TAUBOCTI MOXKE MPU3BECTH 1O PO3BHUTKY aJIepriuHoi peakuil, 10 3arporKye KHTTIO.

Cunopom imynnoi peaxmueayii

V indikoBanux BUI nauieHTiB i3 TsoKKEM iMyHOIEILIHTOM Ha MOYATKy KOMGiHOBaHOT AHTHPETPOBIPYCHOI Teparii
(KAPT) mooke BHHHMKHYTH 3allalibHa Peakilis Ha Ge3CHMITOMHI a60 3a/THIIKOB] OMOPTYHICTHYHI iH(peKUii Ta BUKIHKATH
CepHo3Hi KIHIuHI TPOsSBH a0 MOripuIeHHs CHMITOMIB. 3a3BHuaii, Taki peaxii crocTepiranycs MPOTAroM MepIIHX
ACKIIbKOX TWXKHIB a60 Micauis micna mouatky KAPT. Bigmosigaumu TPUKJIANAMH € LUTOMEraoBipyCHHH PETHHIT,
TeHepalti3oBaHi abo JoKanbHi MikoGakTepiaabhi iHEKIii Ta MHEBMOH, cnpHauHeHa Pneumocystis jirovecii. By ap-aki
CHMIITOMH 3aNaJIeHHs CIIiJl OUIHMTH Ta y pa3i NOTPeOH MPH3HAYNTH BiqMOBiqHe nikyBanns. Takox HOBiOMITATOC mIpo
ayTOIMyHHi 3aXBOPIOBaHH (Taki sk xBopoba I'peiiBca), siki BUHHKANM Yy TIpOLIeCi BinHOBNIEHHS iMyHiTeTy. OHAK Yac 10
BHHMKHEHHS 3aXBOPIOBAHHS, NP0 SKUH MOBINOMJISIOCS, € Gibin BapiaGenbHuM, i 11i ABMINA MOYCYTH BHHHKHYTH Yepe3
GaraTo MicsIIiB Iic/Is MOYATKY JiKyBaHHSL.

Y nesxux mauienTis i3 koindexuiero Bipycy rematuty B a6o C na TIOYATKY JIiKyBaHHS JOTYTerpaBipoM CoCTepirazocs
NiIBMIIEHHA DPiBHS [EYiHKOBUX (DEPMEHTIB, WO Bimmosimae CHHIPOMY BIHOBIEHHs iMyHiTeTy. Y mamienTis i3
KoiH(ekuieo Bipycy rematuty B a6o C pexomenmyeTbes KOHTpomoBaTH yHkuito medinku. Ocobnupa 06epexHicTs
HeoOXiZlHA Ha IOYaTKy Ta Mif dJac NPOIOBKEHHA €(PEeKTHBHOI Teparii renatuty B (BiAmoBimHO 10 KepiBHMUTB i3
JTKyBaHHS), KO y NallieHTiB i3 Koindekiero Bipycy renatuty B po3nounHaeTses Tepais Ha OCHOBI IOy Terpasipy.

Onopmynicmuuni ingexyii
[auieHTiB ¢/l MOMepemKaTH, 1O aHTUPETPOBIPYCHI TpernapaTy He BHIIKOBYIOTE BII-indekito, Ta mpo Te, 1m0 y Hix
MOXyTb BUHUKATH OMOPTYHICTHYHI iH(ekii Ta iHuti yckmanaenns BUI-irdexuii.

Ocmeonexpos

IIpo BUNanKK OCTEOHEKPO3y MOBIIOMIATOCS 30KpeMa y TMALIEHTIB i3 mporpecyrovnM 3axsoproBarisaM BUT a6o mics
TpUBasIOi KOMOIHOBAHOT aHTHPETPOBIpyCHOI Tepamii. Eriomoris Mosxe 6yTr GaraTohakTOPHOKO i BKIIOYAE 32CTOCYBAHHS
KOPTHKOCTEPOI/iB, HAAMIPHE BXKHBAHHS AIKOTONIO, TSDKKY iMyHOCympecito i HanMipHy macy Tima. Ilanjentis cinm
TIOTIEPETUTH PO HEOOXIAHICTh KOHCYMBTAL 3 JiKapeM, SKIO y HHX BUHUKITH JTOMOTA Ta GLIb y cyriobax, ckyTicTh abo
YTPYAHEHHSA PyXiB y cyriobax.

Lonomidicni pewosunu

KosxHa TabneTka, BKpHTa IUTIBKOBOK 060JOHKOIO, MICTHTE MAHIT, IO MOYKE YHHHTH JIETKY IPOHOCHY [IiIO.

Kosxna Tabnerka Takox mictuts 5,2 mr (0,2 MMob) HATPIIO, 1[0 CTAHOBUTH MeHIIE | MMOMTB HATpio (23 Mr) Ha OIIHY
TabJieTKy, TO6TO Npenapar NPakKTHIHO HE MICTHTE HaTpiIo.

Baxmieo BpaxoByBaTH BMICT TONOMDKHUX PEHOBHH B yCix JKapCHKUX 3ac00ax, ki MpuiiMae marjexT.

4.5 Bsaemonist 3 inmumu gikapeskuMu 3acobamu Ta immmi BH/IH B3a€MOii

Bnnus imwux nixapcexux 3acobie na oonymezpagip

Cnin ynuxate (akTopis, 1O 3HHKYIOTH KOHIEHTpAIII0 [O0MyTerpasipy B Iulasmi KpoBi, 3a HasBHOcTi BIJI-1,
PE3UCTEHTHOTO [0 peraparis kiacy iHribitopis inrerpasu. Ile BIrouae ogHoYacHe 3aCTOCYBAHHS JIIKAPCHKUX 3aC0O0iB,
L0 3HIKYIOTh KOHLIGHTPALIO MOMyTerpasipy B KpoBi (HAmpHKIa[, aHTAUMAIH, IO MICTSTh MarHid a6o ATIOMIHIH,
no0GaBKH 3aJ1i3a Ta KabI(ito, MOJIiBiTAMIHHK Ta 3aCO6H 1T iyKuii, etpasipus (6e3 mincunenns inriGiropamu IIpOTeasy),
TUTIPaHABIp/pPUTOHABID, pudaMminmH, 3Bipo6iit Ta neski npoTueninenTuyHi JIKapChKi 3ac061) (HHUB. TaBITHIIO HAXKYE).

HomyTrerpaBip nepeBaXkHO BHBOIMUTHCS ILIAXOM Metabomismy mif giero gpepmenty UGT1AL. Honyrerpasip, Takox €
cyberparom ypunusnudocdar-rmoxyporosuntpancdepasu (UGT)1A3, UGTIAO, depmenty nuroxpomy P450 (CYP)
3A4, P-rnixonpoteiny (P-gp) Ta 6inka pesucTeHTHOCTI paky monouHoi 3ay103u (BCRP); Takum 4uHOM, JTikapehki 3aco6w,
AKI CTUMYJNIOIOTH i (JPEPMEHTH, MOXYTb 3HHU3HUTH MJIA3MOBY KOHLEHTPALIIO AOMYTerpaBipy Ta 3MEHWMTH HOro
TepaNeBTHIHUM eekT (auB. Tabmuio Hiwkue). OHOYACHE 3aCTOCYBAHHS floyTerpasipy. 3 dfmimi NiKAPCEKUMHE
3aco0amu, SKi IPUrHIYYIOTE i (hepMEHTH, MOXKE ITiBUIIHTH IJTIa3MOBY KOHLICHTPAL{O non’yre’rpasipy (AuB: TabnuiEo
HIDKYE). . 2N 3BOUIE0
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Honyterpasip, Tadnetkn o 50 mr WHOPAR, gactuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Pozzin 6 oHoBnEHHIL: KBiTeHb 2020

Bnnus oonymezpasipy na inuii nixapcoxi 3acobu
HonyTerpasip MoXe TiIBUINYBATH KOHLEHTPAL|IO METHOPMiHy.

In vivo nonyterpasip He BruTHBaE Ha Mifazonam — netekrop CYP3A4. Ha ocHOBI in vivo Ta in vitro IAaHHX, HE OYIKYEThCA
BIUTMBY IOIyTErpasipy Ha (hapMakoKiHeTHKy JiKapchKHX 3aco6iB, SKi € cybeTpaTamu OyIb-KOr0 OCHOBHOTO (hDepMEHTY
abo Tpancrnoprepa, Takoro sk CYP3A4, CYP2C9 ta P-gp (nus. po3min 5.2).

In vitro pomyTterpasip IpHUrHidye HUPKOBHI GLTOK-TpaHCTIOPTEp OPraHidHUX KATiOHiB 2 (OCT2) Ta 6inox-tpascmoprep
eKkcTpysii npenaparis i Tokcunis (MATE) 1. Y nauieHTis crocTepiranocs sHHKeHHs KJIipeHcy KpeatuHiny Ha 10-14 %
(cexperopna Qpakuis 3amexurs Bin Tpancnoprepis OCT2 ta MATE-1). HormyTerpapip MoxXe MiJBUITYBAaTH MIa3MOBI
KOHLIEHTpaLii JIKapchKUX 3aco0iB, BHBENEHHS AKMX 3a1exuth Bix OCT2 a6o MATE-1 (manpuxan, modermrin,
MeT(hOpPMiH) (TUB. TAGIHIO HIXKIE).

In vitro nonyterpasip IpHTHiYYe HUPKOBI TPAHCTIOPTEPH 3aXOIUICHHS CyOCTpaTiB, TpaHCIIOPTEPH OPraHiYHHX AHIOHIB
OAT1 Tta OAT3. OpnHax, 3 ornsiy Ha HeJOCTAaTHIH BIUIMB in vivo Ha apmakokinetnky cyGerpary OAT Tenodosipy,
npurnivenns OAT1 manoiimosipue. [Tpuraivenns OATS3 in vivo He mocrimkysand. JlomyTerpasip Moxke 36iMbIIyBaTH
IUIa3MOB1 KOHIEHTPAIlil JIIkapChKUX 3aC00iB, BUBEIEHHS SKUX 3aJIEKHUTH Big OAT3.

BcTaHOBIeHI Ta MOXKITHBI B3aeMOIT 3 TIEBHUMH aHTHPETPOBIPYCHUMH Ta {HIIUMH JIIKApChKUMH 3aco0aMu HaBemeHi B
HaCTyNHi# Tabnuui; papmaKkoKiHeTHUHI HaHi BiNO6PaKaIOTh Pe3yIbTaTH JOCIiIKeHb y JOPOCTTHX.

Tabnuys e3aemoii

Bsaemonii Mk fomyTerpaBipoM Ta 0QHOYACHO 3aCTOCOBYBAHHMH JTKAPCHKHMH 32CO6AME nepeniveHi y Tabuuili HuKye
(MiABMIIEHHA MO3HAYAETHCS CHUMBOJNOM «1», 3HIIKCHHS — «|», BIACYTHICTb 3MiH — «<>», IUIOWA M KPHUBOIO
«KOHLeHTpawif-4ac» — «AUC», MaKCHMAaIbHA 3aPeeCTPOBaHa KOHLEHTpALis — «Cmax», KOHILIEHTpALlis B KiHIi mepiomy
nosyBaHHI — «C1»).

B3zaemooia 3 nikapcoxumu 3acobamu

UlikapcbKi 3aco0u 3rigHo B3aemonis,
3 TepaneBTHYHHM CepeHE reOMeTPHIHE 3HAYCHHS 3MiHHN PexoMenail o010 0XHOYACHOrO 3aCTOCYBAHHS
NPH3HAYEHHAM

[IpoTamikpoGHi npenapaTu

AHTHPETPOBIpyCHI IpenapaTu

Henyrneosuoni inzibimopu 36opomnoi mpanckpunmasu

Etpasipun 6e3 mincuienss |[lonyterpasip | [ETpaBipuH 3HIKye KOHIEHTPAL(IO 0Ty TErpaBipy B

irriGitopamu npoteasn  |AUC | 71 %; Cmax | 52 %; Ut | 88 % |wiasmi KpOBi. PexoMeHI0BaHa 1032 fOJTyTerpaBipy
ETpaBipun <> cTaHOBHTb 50 Mr 2 pa3u Ha 100y [P OXHOYACHOMY
crumysanis pepmentis UGT1AL Ta BaCTOCYBaHHI 3 €TpaBipHHOM 0€3 HifCHICHHSI
CYP3A) iHribitropamu npoteasy. JliTaM 103y, po3paxoBaHy Ha

Macy Tijia Ta IpM3HAYeHy UL 3aCTOCYBAHHS OMIAH Pa3
Ha 1100y, 3aCTOCOBYIOTH AiBidi Ha 106y. [Tpu
BaCTOCYBAaHHI 3 €TPABIPUHOM JUIS JIKYyBaHHA
[MALEHTIB i3 PE3UCTEHTHICTIO O NpemapartiB K1acy
iHri6itopis inTerpasu, Komyrerpasip ciin
BaCTOCOBYBATH OJHOYACHO 3
aTasaHaBipOM/pUTOHABIPOM,
IMapyHaBipOM/pUTOHABIPOM 200
PIONiHABIPOM/PHTOHABIPOM (JMB. HEKYE B TAGIHIL).

Uloninagip Jlomyterpasip <> Hemae motpebu y KOpuryBanHi Jo3u. - -
(LPV)/puronasip (RTV) + |AUC 1 11 %; Cmax 1 7 %; [t 1 28 % :
eTpaBipuH LPV <

RTV «>
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Jlonyrerpasip, Tabaetku no 50 mr WHOPAR, yactuna 4

(Mylan Labs Ltd), HA678

IAUC | 57 %; Cmax | 39 %; Ut | 75 %
EdasipeHt «»> (icTOpHIHMUI KOHTPOIIB)
crumyianis gepmentiB UGT1Al ta
CYP3A)

JlapyHasip JTony ter pasip | IHemae 101pelu y Kopur'yBaHHi 1031,
DRYV)/putonasip (RTV) +|AUC | 25 %; Cmax | 12 %; [k | 36 %
eTpaBipuH DRV >
RTV <
Edasipent [TomyTerpasip | PexoMeHI0BaHa 032 MOy TerpaBipy CTaHOBUTh 50 Mr

2 pa3u Ha 100y IpH 0ZHOYACHOMY 3aCTOCYBaHHI 3
edasipertiom. [IiTam 103y, po3paxoBaHy Ha Macy Tila
Ta IpU3HaYeHy UL 3aCTOCYBaHHS ONHMH pas Ha 100y,
BacTOCOBYIOTH ABiUi Ha N0OYy.

SIKINO € PE3HCTEHTHICTH N0 IpenapaTiB Kiacy
iHri0iTOpiB iHTErpa3y, HeOOXiqHO PO3IIIANATH
MATAHHA 1IPO aJIbTepHATUBHI KOMOIHAIIT, sIKi He
BKITFOYAIOTH edaBipeHtr.

Hesipamin JloryTerpasip |

HE JOCIIiKYBaJIH, O9iKy€EThCS
QHAJIOTiYHE 3MEHIIESHHsI €KCIIO3HIIIT, 10
CIIocTepiraeThes MpH 3aCTOCYBAHHI 3
e(haBipeHIIOM, Yepe3 iHAYKILi0)

IPexoMeH0BaHa 1032 Oy TErpasipy CTaHOBUTEL 50 Mr
2 pasu Ha 100y IpH 0LHOYACHOMY 3aCTOCYBaHHI 3
HeBipamiHoM. JIiTsM 103y, po3paxoBaHy Ha Macy Tila
Ta IpU3HAYEHy LA 3aCTOCYBAaHHS OIUH pa3 Ha 100y,
BaCTOCOBYIOTH IBidi Ha N00Y.

SIKIIO € PE3UCTEHTHICTh 0 MpenapaTiB Kiacy
iHTi0iTOpIB IHTErPa3y, HEOOXIAHO PO3IIIANATH
MATaHHS [IPO aJbTePHATUBHI KOMOIHAIIT, AKi He
BKJIFOUAIOTh HEBipaIin.

PunmiBipuH JlomyTerpasip <>
AUC 112 %; Cmax 1 13 %; Ct 122 %
IPunniBipuH <>

Hemae noTpebu y kopuryBaHHi 103H.

\HyKneo3uoHi in2ibimopu 360pomHoOi mpaHcKpunmasu

TenodoBipy musonpokcun |[lomyTerpasip <>
AUC 1 1 %; Cmax | 3 %; Ut |8 %
Teno¢osip <>

IHemae moTpebu y KOpATryBaHHi T03H.

In2ibimopu npomeasu

/ATazaHaBip JTosryrerpasip 1

AUC 1 91 %; Cmax 1 50 %; Ot 1 180 %
\ATazaHaBip <> (ICTOPUYHMI KOHTPOITB)
npurtideHHa Gpepmentis UGT1AL Ta
CYP3A)

Hemae noTpeOu y KOpUryBaHHI 103M.

Uepe3 HeAOCTATHICTS AAHUX AOTyTErpasip y
KoMOiHamii 3 aTa3aHABIPOM HE CJIiX 3aCTOCOBYBATH y
Ino3i 6inpmii, Hixx 50 Mr 2 pasu Ha 100y.

IATazaHaBip/pUTOHABIp Jloyterpasip 1

AUC 1 62 %; Cmax 1 34 %; Ot 1121 %
IATazaHaBip <>

IPuTOHaBip <>

npuraideHHsa Gpepmentis UGT1AIL Ta
CYP3A)

Hemae nmoTpebu y KOpUryBaHHi J03H.

Yepes HeOCTATHICTh JaHUX JOJYTErPaBip y
KOMOiHaIil 3 aTa3aHaBIPOM HE CJTi] 32CTOCOBYBATH y
no31 OinbIIil, Hixk 50 Mr 2 pasu Ha 100y.
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Jonyterpasip, Taberks o 50 mr WHOPAR, gactuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Pospin 6 onosnenit: ksitens 2020
UIIpaHaBip/pPHUTOHABIP JlomryTerpasip | IPexoMeHIOBaHa 1032 Oy TerpaBipy cTaHOBHTE 50 MT

AUC | 59 %; Cmax | 47 %; Ot | 76 % [2 pa3u Ha 106y Opu 0JIHOYACHOMY 3aCTOCYBAHHI 3
(ctemyseinis pepmentis UGT1AL Ta THOpaHaBipoM/puToHaBipoM. JiTsM 103y,

CYP3A) [pO3paxoBaHy Ha Macy Tija Ta NpU3HAYEHY JUIs
3aCTOCYBAHHA ONMH pa3 Ha 100y, 3aCTOCOBYIOTh ABIdi
Ha 100y.

UIKIIO € Pe3MCTEHTHICTH 0 MpenapaTiB kiacy
inri6itopis iHTerpasu, HEOOXIMHO PO3IIIANATH
MUATaHHA PO aJIbTePHATHBHI KOMOiHail, IKi He
BKJTIOYAIOTH HEBipariH.

‘DocammnpenaBip/putonasip [[lomyTerpasip | 3a BiZICyTHOCT] PE3UCTEHTHOCTI 10 TpenapariB Kiacy
AUC | 35 %; Cmax | 24 %; Ut | 49 % [inri6itopis interpasu Hemae noTpeOH y KOPUTYBaHHI
crumyiinia pepmentie UGT1A1 ta MO3M.

CYP3A) SIKIIIO € PEe3UCTEHTHICTH [0 MpemapariB Kiacy
inTibiTOpiB iHTErpa3u, HEOOXIAHO PO3IIANATH
[IMTAHHA IIPO anbTepHATHBHI KoMOiHamii, aki He
BKJIFOYAIOTh (hocaMIpeHasip/puroHasip.

JlapyHaBip/pUTOHaBIp JloryTerpaBip HeMmae moTpebu y KOpHUTyBaHHi JO3M.
IAUC | 22 %; Cmax | 11 %;

C24ron | 38 %
ctumysania pepmentisB UGT1AL ta
CYP3A)

UlomiHaBip/puTOHABIp JlosryTerpasip <> Hemae notpe6u y KOpUTyBaHHi I031.
IAUC | 4 %; Cmax <> 0 %; C24ron |
6 %

IIpoTuBipycHi npenapaT NpoTu renatuty C

[BorerpeBip JlomyTerpasip <> Hemae noTpe6u y KOpUryBaHHi JI03H.
AUC 17 %; Cmax t5%; 0t 18 %
[BorierpeBip <>

(icTOpHYIHUIT KOHTPOJIB)

JlaxnaTaceip JlomryTerpasip <> Hemae motpebu y KOpuryBaHHi T03H.
IAUC 1 33 %; Cmax 129 %; Ut 145 %
JlaknaracBip <>

[En6aceip/rpazonpesip JlosryTerpasip <> Hemae motpebu y xopuryBaHHi D03H.
I"nexampeBip/nmiOpeHTacBip [(HE TOCITIIKyBaITH)
UlemimacBip/codocOyBip
(OmOiTacBip/mapuranpesip
(OmbiTacBip/mapuranpesip/
InacabyBip

Cumernpesip

Codocbysip
CocdocOysip/senmnaracsip
CodocOyBip/Bennaracsip/s
OKCHJIATpeBip

Tenampesip Jlosryterpasip 1 Hemae motpe6u y KOpUTYBaHHI TO3H.
IAUC 1 25 %; Cmax 1 19 %; Ot 137 % s

Tesanpesip <>

ICTOpUYHHUH KOHTPOJIb)

(npurnivenHa Gepmenty CYP3A)

IAHTHOIOTHKU
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onyTterpasip, Tabnetku 1o 50 Mr WHOPAR, yactuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Po3nin 6 onosnenuii: keitens 2020

IPudammitmH Jlomyrerpasip | €KOMEH/I0BaHa 103a NOJIyTerpaBipy CTAaHOBUTEL 50 MT
AUC | 54%; Om(0] 43%,; Ot | 72% 2 pa3u Ha 100y NMPH 0JHOYACHOMY 3aCTOCYBAHHI 3
crumynania pepmenrie UGT1AL ta prdamminizom. [liTaM 103y, po3paxoBaHy Ha Macy
CYP3A) Tia Ta MpU3HAYEHy JULT 3aCTOCYBAHHS O/IUH pa3 HA
100y, 3aCTOCOBYIOTH Biui Ha H00Yy.

[Ipy HasIBHOCTI PE3HCTEHTHOCTI 10 IpenapaTiB K1acy
(Hri0iTOpiB IHTErpasy CIIiM yHUKATH OJHOYACHOTO
3aCTOCYBaHH HOJIyTErpaBipy Ta pHMaMITimHHYy.

Pugpabytun JlomyTerpasip «> Hemae moTpebn y KOpuryBaHHi J03H.
AUC | 5 %; Cmax 1 16 %; (Ot | 30 %
ctaMyiinia pepmentis UGT1A1 ta

CYP3A)
[MpoTurpuOxoBi mpenaparu
(DITyKOHa3071 JlosryTerpagip <> Hemae notpebu y xopurysansi 1o3u. Ha ocHOBI
[TpakoHazon (HE TOCITiKYBaIH) InaHuX 1po irmi inri6itopu CYP3A4, cyTTese
KeToxonazoJ MiIBHINEHHS HE OYiKYEThCA.
[TocaxoHa30
BopukoHa301

[TpoTueninenTH4Hi npenapatu

Kapbamazemnin Jlomyterpasip | PexoMennOBaHa 1032 Oy TerpaBipy CTAHOBUTE 50 MT
AUC | 49 %; Cmax | 33 %; [t | 73 % |2 pasu Ha 106y mpu OIHOYACHOMY 3aCTOCYBaHHI 3
apbamaseriHoM.,
EiTﬂM 1103y, pO3paxoBaHy Ha Macy Tijia Ta

MpU3HAYCHY JUIs 3aCTOCYBAHHS OJUH pa3 Ha 100y,
BacTOCOBYIOTH [Bidi Ha 100Y.

[lanienTam i3 pe3HCTEHTHICTIO 10 iHTiGiTOpiB
IHTETpasH CITiZ 38 MOXJIMBOCTI PU3HATUTH
IpernapaTy, aNbTepPHATHBHI kKapOaMaseminy.

Oxcxapbasernia JlomyTerpasip | PexomMenn0BaHa 103a JOJIyTerpasipy CTAHOBUTH 50 Mr
‘DeHiTOTH HE JOCIiIKYBaJH, O4iKy€ThCS 2 pasu Ha 100y HPH OXHOYACHOMY 3aCTOCYBAHH] i3
‘DenobapOiTan BHIDKEHHA Yepe3 CTUMYJLILII0 epMenTiB [IuMH iHxykTOpamu depMenTis. JliTam 03y,

UGT1A1 ta CYP3A, ouikyerbes PO3paxoBaHy Ha Macy Tijla Ta IPU3HAYEHY UL

BHIDKCHHS €KCTIO3HIIiI, MoAi6He 10 TOro, BacTOCYBAHHA OIUH pa3 Ha 100y, 3aCTOCOBYIOTH IBidi
IO CIIOCTEpiraan NP 3aCTOCYBaHHI 3 |Ha J06Y.

KapOaMazermnom) [TanieHTam i3 pe3sHCTEHTHICTIO 10 iHTiGiTOpiB
IHTErpasy CITi/l 38 MOXKIMBOCTI MPU3HATHTH
IBTEPHATHBHI KOMOIHAIIIT, sIKi He BKJIFOYAFOTH I1i
iHIYKTOpH (pepMEHTIB.

IMpoTHapuTMiuHi npenapatu

TodeTuix lodermri 1 OnHOYacHe  3acTOCYBaHHSI  HONyTerpasipy  Ta
He JOCTiKyBAJIH, IIOTEHIIiHe MO(GeTHNily MPOTHNOKA3aHe Yepe3  MOTEHIiHHY|
iABUILEHHS 9epe3 NPUrHIYeHHs BarpO3NUBY JUIA JKATTA TOKCHYHY [0 BHCOKO]
rpaHcrioptepa OCT2) KOHLIEHTpaLii foheTmriny.

IAHTaIHIH Ta Xap4oBi 106aBKH

AHTaLMIM, IKI MICTATE JlonmyTterpasip | AHTALMIH, AKI MICTATH MarHil/amroMiHili, CITi.

MarHii/amoMiHii AUC | 74 %; Cmax | 72 % [pUAMATH OKPEMO BiJ] A0JyTerpasipy (moHaiMeHme
(KOMILTIEKCHE 3B’ 3yBaHHA 3 [Mepes 2 TOAMHY Micit 60 3a 6 TOAMH 10 HOro” '
[0J1iBAJIEHTHUMM 10HAMH) pUioMy). ~

; , W1 P
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Honyterpagip, Tabnetku no 50 mr WHOPAR, uactuna 4 Tpasens 2019

(Mylan Labs Ltd), HA678 Po3zin 6 oHoBREHHIT: KBiTeHD 2020
ap4oBi 10OaBKH 3 JlomyTerpasip | ap4oBi J0OABKH 3 KaJbLieM, 3aJTi30M 260
AJTBIIIEM AUC | 39 %; Cmax | 37 %; MOMiBITAMIHH CJIiJ IpUiMaTH OKpEMO Bif
C24roxn | 39 % noyTerpaBipy (IOHaMMeHIe Yepes 2 FOIHHH MiCisI
(KOMILUTEKCHE 3B’ I3y BaHH 3 260 3a 6 ronuH [0 #oro mpHiioMy).

MOJIIBAJICHTHUMH 10HAMH)

IXapuoBi oOaBKH i3 JlomyTerpasip |

BaTizoM IAUC | 54 %; Cmax | 57 %;
C24ron | 56 %
KOMIUIEKCHE 3B’ SI3yBaHHS 3
[ONiBAJICHTHUMHE 10HAMH)

[MoniBiTaminm JlomyTerpasip |

IAUC | 33 %; Cmax | 35 %
C24ron | 32 %
KOMIUIEKCHE 3B’ SI3YBaHHS 3
MOJIiBAIEHTHUMY 10HAMI)

[MpoTuaiabeTHuni npenapatu

Metdpopmin pH OHOYAaCHOMY 3aCTOCYBaHHI 3 (Citizi pO3TISHY TH KOPEKIIiIo 031 MeT(hOpMiHy Ha
mosyrerpasipom 50 mr 1 pas ma 1o6y:  [OYATKy Ta U 3aBEPIICHH] OHOYACHOTO
Mertdopmin 1 BaCTOCYBAHHS JOJyTerpasipy 3 MeThopMiHOM I
IAUC 1 79 %; Cmax 1 66 % [iATPUMAHHS TTiKeMIiYHOr0 KORTpOmo. JUI1 MarieHTiB
[Tpy 0JHOYACHOMY 3aCTOCYBAHHI 3 i3 IOMipHEM MOPYIIEHHIM (yHKIIT HHPOK CITif
moyTerpasipom 50 Mr 2 pasu Ha 106y:  |PO3IIISHYTH KOPEKIIIO JO31 MeThOopMiHy MpH
Metdopmin 1 OHOYAaCHOMY 3aCTOCYBAHHI 3 Oy TErPaBipoOM uepes
AUC 1 145 %; Cmax 1 111 % MiBUIEHNH PH3MK JAKTATALMIO03Y TIPHU ITi ABUILCHH]

KOHIICHTpALlii MeTOPMiHy y mauieHTis i3 moMipHIM
[OPYIIEHHAM (YHKIT HUPOK.

KoHTpanenTtusn

ETuHinecTpamion ta Jlosryterpagip <> OJTyTErpaBip He YHHATH HhapMaKkoHHAMIIHOTO

HOPEJTeCTPOMIH EtuninecTpamion <> IUTABY Ha JIOTEIHI3yIOU i TOPMOH,
AUC 13 %;Cmax | 1 % (bomTiKyTOCTHMY MFOFOUHI TOPMOH Ta TIPOTECTEPOH.
Hopenrectpomin <> eMae [0TpebU y KOPUTyBaHH J03U IIEPOpaTbHIX
AUC | 2 %; Cmax | 11 % OHTpALENTUBIB PH IX OTHOYACHOMY 3aCTOCYBaHH] 3

OJIyTerpaBipoMm.
IKopTukocTepoinn
[IpenHizoH JloyTerpasip « Hemae nmoTpebH y KOpUryBaHHi J0O3H.

AUC 1 11 %; Cmax 1 6 %; (it 1 17 %

3/10BKHBAHHS IpenapaTaMu

MeTanon JlomyTerpasip < Hemae nmoTpebu y KopuryBasHi JO3H.
Metamon <>
AUC | 2 %; Cmax <> 0%; [t | 1 %

PocnuHHi npenapatu

3Bipo0iit JlosyTerpasip | €KOMEHJI0BAHA 103a Oy TerpaBipy cTaHOBHUTEL 50 Mr
(HE MOCIIKYBaIIH, OUIKYEThCS 2 pasu Ha 100y NPH OJHOYACHOMY 3aCTOCYBaHH] 3i
BHIDKEHHS Yepe3 CTUMYJIALII0 (hepMEHTIB BBipo6oeM.
UGT1A1 ta CYP3A, ouikyeTscs JHiTsiM 03y, po3paxoBaHy Ha Macy Tina Ta

BHIDKEHHSI eKCIIO3HIILi, T0Ai0He 10 TOro, [MpH3HAYEHY /UL 3aCTOCYBAHHS OHH pa3.Ha 100y,
10 CIIOCTEpIralii [IPH 3aCTOCYBAHHI 3 BaCTOCOBYIOTH IBidi Ha 100y. [TdtieHTamis
KapOaMazeriHoM) [PE3UCTEHTHICTIO 0 iHriGiTOpiB iMTerpasy i 3a - _
MOYKITHBOCTI TIPH3HAYUTH Al TEPHATHBHI KoMGiHALIT,
bIKi HE BKIIOYAIOTH 3BipoGil,

i MTR

4.6 DepTHABHICTD, BATITHICTH T FOXYBAHHS rPYAII0
Hani oocniodcens na meapunax ma docnioscens 3a yuacmio mooei
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Honyterpasip, Tabnerku 1o 50 Mr WHOPAR, yactuHa 4 Tpasens 2019
(Mylan Labs Ltd), HAG78 Poznin 6 onosnenuii: ksitens 2020

Byio mponeMoHCTpoBaHo, 10 NOJTyTerpaBip MPOHMKAE Uepe3 IUTALICHTY TBApHH. Y JOCHIIKEHHSX PEHpOLyKTHBHOL
TOKCHYHOCT] Ha TBapUHAX He OyJo BUABJIEHO JKOIHOTO HECHPHATIHBOTO BILIHBY HA PO3BHTOK, y TOMY 4HMCi JedeKTiB
HEPBOBOI TpyOKH (IuB. po3ain 5.3).

Honepenni nani obceprauiiinoro mocmimkenHs B borcBani cBimummu mpo 30UIBLIEHHS YaCTOTH PO3BHTKY AedeKTiB
HepBoBoi TpyOku (0,67 %), Ko MaTepi 3a3HaBaNM BIUIMBY JOJMyTErpaBipy Ha MOMEHT 3a4aTTs, MOPIBHSAHO 3 MATEPSAMH,
SIKi OTpUMYyBaNK cXeMH JlikyBanHs 6e3 nomyrerpasipy (0,1 %). OfHax Oryisix HOBHIMMX JAaHUX JOCTIKEHHS pa3oM i3
JaHUMH {HIIMX KpaiH, MOJENIOBAHHAM PH3HKIB HA PiBHI MOMyJIAL|i Ta IIepeBaraMu 3aCTOCYBAHHS JOTyTerpaBipy KiHkam
JITOPOJHOTO BiKy BKA3ylOTh Ha Te, IO PH3HK PO3BHTKY He(DeKTiB HEpPBOBOI TPyOKM MEHINMiH, HDK ITOBIZOMIIAIOCS
CIIOYATKy, 3BaAXKCHHH PO3paxyHKoBUH pusuk mopieuioe 0,36 % (95 % I 0,01-0,62). Xo4ya pusuk po3BUTKY ne(eKTiB
HEpBOBOI TPYOKH € CTATUCTUYHO BUIIUM, HiK IIOKA3HHK Y iHIIHX aHTHPETPOBIPYCHHX IIPeNapaTiB Ta OHOBHIA MOKA3HHUK,
abCONIOTHUH PU3HK 3aTHIIAETHCS JyXKe HH3BKHM. JIII TOUHIIIOro MiATBEpPIKEHHS a0 CPOCTYBAHHS CHTHAITY OO
mebekTie HepBOBOi TPyOKH HEOOXifHO MPOTOBXKYBATH CIIOCTEPEKEHHS, 1 UI1 BHPILICHHA NTAHOTO THTAHHS Hapasi
MPOBOAATECS KiTbKa focimkenb. Cril 3a3HaunTH, 0 boTcBaHa He Mae HalOHATBHOI IIPOrpaMy 36aradeHHs XapuoBHX
IPOAYKTIB (POJTIEBOKO KMCIIOTOIO i IO Gi/BIICTh MOBiOMIEHB PO He()eKTH HePBOBOT TPYOKH HATXOMATH 3 KPaiH, e TaKi
IPOrpaMH BIIPOBALKEH, IO 3HAYHO 3HIDKYE TIOIIHPEHICTh Ae(heKTiB HepBOBOT TPYOKHM y 3arajibHil MomyAmii.
Hedextr HepBOBOT TPYOKHM BHHHKAIOTH NMPOTSATOM MEPIIMX 4 TIDKHIB PO3BUTKY IUIOAa (TINCHIS OO HEPBOBi TPYOKH
3aKpuBaroThCs). OTpuMaHi JaHi CBiYaTh IPO Te, IO Oymb-fKH MiABHIIEHHH pusMK Oyme CKOpille IOB’sI3aHUI 3
€KCTIO3HMIIIEI0 IOYTErpaBipy B Nepiof MEPUKOHLEMILIT, HiXK IPOTArOM Mi3HIIIKX TIEPio/iB BariTHOCTI.

Lle came oGcepaauiiite NOCHIKEHHs TPOJEMOHCTPYBAIIO, IO aHTHPETPOBIPYCHI CXeMH, IO MiCTATh JOJIyTerpasip Ta
edagipeHn (mpenapaT MOPiBHAHHSA), PO3MOYATI IIPOTATOM Ii3HILIMX NEPiOAIB BATITHOCTI, MAIOTh MOPIiBHAHI Pe3yabTaTH
LIOZIO BariTHOCTI.

JUts Xpamoro po3yMiHHA MOXJIMBOTO PU3UKY Hapa3i TPHBAIOTh aKTHUBHI JOCITIIDKEHHS Ta CIOCTEPEKEHHS 33 iHITUMH
BariTHUMH JKIHKaMH 3 €KCIO3HIEI0 TOyTErpaBipy Ha MOMEHT 3a4aTTs.

Kinxu penpodyxmusnoeo 6ixy

Hespaxkaroun Ha Te, 1m0 abCOMOTHUE PHU3MK € HU3BKHM, PUSHK PO3BHTKY Ae(DEKTIB HEpBOBOI TPYOKH y KIiHOK, SKi
OTPUMYBAITH [JOJlyTErPaBip y Mepio] NEPHKOHIENIIIT, Moyke OyTH 3611bIIeHIM IPUOITU3HO BTPHYi MOPIBHAHO 3 5KiHKAMH,
SAKi OTPHUMyBAITH iHIIi perapaty s jtikyarHa BIJI, Brmodaroun edasipery. JXKinkam ciin Hamata indopmariio mpo
I[IePEeBAr Ta PU3MKH, 00 BOHM MOTJIHM 3pOOUTH OOIPYHTOBAaHHMIH BHOIp IOJO 3aCTOCYBaHHS JOMyTerpasipy uM iHIIO
aHTHPETPOBipyCcHOT Teparii. [lepeBaxkHi anbTepHATHBHI BapiaHTH MOXYTb BIAPI3HATHCS 3a/IeKHO Bifl iHAMBIiMyasbHOT
OLIHKH CITiBBiTHOLIEHHS MEPEeBar Ta PU3HUKIB, & TAKOXK MiCLIEBUX 0OCTABHH.

JIKIO e MOMKIIMBO, KiHKaM JiTOPORXHOTO BiKy CIiJ HPOMTH TECTYBaHHS HA BATITHICTH JO MOYATKY 3aCTOCYBAHHI

JIOJyTerpasipy.

Bazimuicme

BariTHi >kiHKM B TIEpLIOMy TPHMECTpi BariTHOCTi MOBMHHI GyTH HOIH(OPMOBaHI MPO MOMJIUBE 3OiTBIIEHHS PHU3HKY
PO3BUTKY NeheKTiB HEPBOBOI TPyOKH NMPH 3aCTOCYBaHHi JoTyTerpasipy. [TepeBakHi BapiaHTH aHTHPETPOBipyCHOT Tepartii
MOXYTb BiJIPi3HATHCA 3aJI€XKHO BiJ iHIMBiXyaJdbHO! OLHKH CIIiBBiIHOLICHHS IEpeBar Ta PU3MKIB, a TAKOXK MICIIEBHUX
obcraBuH.

Pesynbrartu cnoctepexenns 3a nmonan 1000 Bumagkis ekcHosuiii BariTHEX JKIHOK MPOTArOM APYTOro Ta TPEThOrO
TPUMECTPY He CBiAYaTh PO 301IBLICHHS PH3UKY PO3BUTKY Bal.

Tooysanns epyooio

Hesinomo, um eKcKpeTyeThest IOy Terpasip y rpyHe MOJOKO JIOAHHH. JIOCITIPKEHH S Ha TBApUHAX POIEMOHCTDPYBAIH,
L0 [OJLyTerPaBip eKCKPETYETHCA B MOJIOKO. Y JIAKTYIOUHX CAMOK LyPiB, SKi OTPUMYBAJIH OHOPA30BY MEPOPATLHY 103y
50 mr/kr Ha 10-# fgeHb mic/s HapoKEHH IIOTOMCTBA, AOJIyTerPaBip BUSBIAIM Y MOJIOL Y KOHLIEHTPALIiAX, SKi 3a3BUYall
OyJIM BULIIMMH, HXK Y KPOBI.

[lepur Hik KOHCYJIBTYBATH NAL[IEHTOK 3 BOIO MUTAHHS, CJIil O3HAHOMHUTHCH 3 pekoMeHanisMu oo BT a rogysanHs
rpyanro (Hanpukian, onpumronnenumu BOO3). bakaHi BapiaHTH MOJKyTb 3aJI€KaTH Bifl MiCLIEBHX YMOB;-.

Depmunvuicme :
Jani npo BIJIMB JOTyTerpagipy Ha PeNpOLYKTHBHY (QYHKLIKO YONOBIKIB 1 KiHOK BiACYTHI. ,HOCJH}:DKGHHH Ha TBapI/IHaX HE
NPOJICMOHCTPYBAJIH BIUIMBY JOJIYTErPaBipy Ha PENPOLYKTHBHY (YHKIIIO CAMIIEB 1 CAMOK. HOATIA TR

4.7 SﬂaTHlCTb BILUIHBATH HA INBHAKICTH peakuu npHu KepyBaHm aBTOTpﬂHCHOpTOM 360 lHHIHMH
MeXaHi3MaMu
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JlomyTerpasip, Tabnerku 1o S0 mr WHOPAR, vacrtuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Po3nin 6 onosnenuii: ksiteHs 2020

[MaujenTie ciin indopmysatH, mo mix yac JTiKyBaHHS JXOJTYTErpaBipoM MOBiTOMIIUTH PO BHIIALKHA 3arramopoueHHs. Crif
naM’sITaTd [pO KILHIYHWA cTaTyc manienTta Ta mpodinb moGiMHUX peakuil IpH MPUAHATTI PileHHS MO0 3IaTHOCTI
NanieHTa KepyBaTH TPAHCIOPTHUM 3ac060M ab0 NpalfoBaTH 3 MEXaHi3MaMHu.

4.8 IToGiuni peaxmii

Jis OUiHKH 4YacTOTH MOOIYHMX peakiiif, NOB’A3aHMX i3 JiKyBaHHAM }IOJIyTeraBlpOM BUKOPHCTOBYBAJIUCH IaHi
KIHIYHUX BUIPoOyBanb. Hal6ineim TsokKor0 mobiunoro peakuiero Gysa peakilis migBHIIEHOT dyTIHBOCTI, O BKIIOYATA
BHCHITAHHS T4 TKKE YPaXKeHHS NewiHkd. Hal6inbimn yacTuMy noGivHuMHU peakuismu moityTerpasipy € Hymota (13 %),
niapes (18 %) i ronosuuii 6i1s (13 %).

oGiyni peakuii, ki BU3HAYEH] K MOMIIMBO T0B’S3aHi i3 3aCTOCYBaHHAM JOJIyTerpaBipy, 3a3HadeHi Jaili 32 KIacaMmH
CHCTEM OpTraHiB Ta a6COMOTHOKO 9acToToR0. YacToTa BU3HAYAETHCS HACTYTIHAM YHHOM: Iyske dacto (> 1/10), gacto (Bix
= 1/100 o < 1/10), meuacro (Big > 1/1000 go < 1/100), piako (six > 1/10 000 o < 1/1000), ny>ke pigko (< 1/10 000).

Posnaou 3 6oxy imynnoi cucmemu

Heuacro i JBHINEHA Yy TIUBICTD (quB. po3min 4.4)
CHHZIPOM IMYHHOI peakTuBalii (IMB. po3ain 4.4, TakoX OMUCAHHE HIDKYE)
Hcuxiuni poznaou
Yacto 0€3COHH, MATOJOTI4HI CHH, JETpecis, TPHBOra
Heuacro cyiuupnanbHe MUCTEHHS a60 crpo6u caMoryGeTsa (0co6IHBO Y TIAIieHTIB i3 Aenpeciero a6o

TICUXIYHUM 3aXBOPIOBAHHSAM B aHAMHE31)

Poznaou 3 6oky nepeosoi cucmemu

Hyxe gacto TOJIOBHHHM 0iJ1b

Yacro 3al1aMOpPOYCHHA

Po3znaou 3 boxy mpasHoi cucmemu

Hyxe gacto HyZIOTa, Iiapest
Yacto OmroBaHHA, METEOPH3M, OiJb y BEpXHiM YaCTHHI )KHBOTA, BLITB Y XKHBOTI, BITIyTTS JHCKOM(OPTY B
SKHUBOTI

Po3znaou 3 60Ky neuinku ma s#cos4o8usIOHUX ULIAXIE
Heuacro rernaTur

Po3snaou 3 6oxy wixipu ma niowkipHoi kiimxosunu
Yacto BHCHITIAHHS, CBEpOK

Poznadu 3 6oxy kicmkogo-m’a30601 cucmemu ma cnonyuHoi mKaHuHu

Heuacro apTparis, Mianris
3azanvui poznaou
Hacro BTOMJIIOBaHICTh

Bioxunenna 6i0 nopmu, euseneni y pesynsmami 1abopamoprux docriodncens

Yacto i ABULEHHS PiBHiB anaHiHamMiHOTparcdepasu (AJIT), acnaprataminorpancdepasu (ACT) ta
KpeaTHHKiHa3H

Onuc oxkpemux nobiunux peaxuii

3minu piens eramuumy 6 cuposamyi Kpoei A

PiBeHb kpeaTHHiHy B CHPOBATI KPOBI MOKE MiJBUILYBATUCA IIPOTATOM MEPLIOTO THIKHS JUKyBaHHS J_xonyrerpampOM i
NOTIM 3aiuIaTucs crabinbHuM. Ilicns 48 TwkHiB JTiKyBaHHA cepemHs 3MiHa BiJ MOYaTKOBOrO piBHS . CTAHOBHIIA
10 mxmoss/st. 3poctans pieHsA KpeaTHHiHy Oy/no MOAIGHUM TIpH pi3HUX GOHOBHX PEXKHMAX. Lli 3MiHK He BBAKAIOTHCS
KHHIYHO 3HAYYIMMH, OCKITEKM BOHH HE BiIOOPaKarOTh 3MiHU IIBUAKOCTI KITyGOIKOBOT (pmpramr «

g
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Honyterpagip, Tabnetku mo 50 Mr WHOPAR, wactuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Po3nin 6 onosienuii: ksitens 2020

Y KIIHIYHUX JOCIDKEHHAX NPOodink No6iUHUX peakiii y marieHTiB 3 koiHpekuiero Bipycy renatuty B, C a6o B + C 6yB
aHaNoriYHUH Npodimo y nauieHTis 63 renaTuty, 3a YMOBH, IO BUXI/IHI ITIOKa3HUKH QyHKIIiH NEUiHKH He IepeB Iy BaIA
BEPXHIO ME&XKY HOpMH Ounbll HDK y 5 pasie. OfHak y miarpynax mamieHTiB i3 koindexuiero Bipycy remarury B aGo C
MATONOTIYHO 3MiHeHi mokasuuky piBHiB ACT Ta AJIT Gymu Bummmir. ITinsuineHns GioXiMiqHEX MOKa3HHKIB dyHKUIT
TMeYiHKH, IO BIANOBINATO CHHAPOMY iMYHHOI peakTHBANil, CIIOCTEpiranocs y NesKiX NamieHTis i3 kKoindexieio Bipycy
reniaTuty B abo C Ha noyartky JiKyBaHHs JOMTyTerpaBipoM, 0COBIHBO y THX, Y KOro 6yJI0 BiIMiHEHO JIiKyBaHHS TelIaTHTY
B.

Cunopom imynnoi peaxmugayii

Y indixosanux BII nauientis i3 Txkum iMyHOmedinuTOM Ha IMOYAaTKy KOMGIHOBaHO aHTHPETPOBIpyCHOI Teparii
(KAPT) MOXe BMHHKHYTH 3anajibHa peakiil Ha Oe3cHMITOMHI a60 3aIMIIKOBi omopTyHicTHdHi iHdexmuii. Takox
TIOBiJOMJIAIOCS TIPO AYTOIMYHHI 3aXBOPIOBAHHS (Taki sk xeBopob6a I'peiiBca); ofHAK Yac BHHHKHEHHS 3aXBOPIOBAHHS, PO
SIKHH TTOBIXOMIIAIIOCS, € Gibil BapiaGesbHUM, i i SBHIIA MOXYTh BHHHKHYTH Yepe3 Garato MiCAIIB TCHI MOYaTKy
JikyBaHHS (TUB. po3ain 4.4).

Himu
O6mexxeni naHi, HasBHI JULT iTel i mimrtiTkiB (Bikom Big 6 no 18 pokiB i 3 Macoro Tina monaliMenme 15 KT), CBiTUaTh
TPO BiAACYTHICTH Oy/b-AKUX NOAATKOBHX THIIIB MOGIYHUX peakLlilf, OKpiM BH3HAYEHHX Y JOPOCIIHX.

€ BaXJIMBHM IOBIJOMJIATH MPO Mif03proBaHi moGiuni peakuii micis peectpauii fikapcskoro 3acoby. Lle mosBossie
NPOBOIMUTH MOCTIHHUH MOHITOPHHT CIiBBiJHOINEHHA KOPHCTi Ta PH3UKY JIKAPCHKOTo 3ac00y. MeIHUHHX MpaliBHHAKIB
3aKJIMKAIOTh MOBIIOMIIATH NPO Oyab-AKi IiTo3proBaHi MOGIYHI peakuii BIACHHKY peecTpalifHOro MocBigueHHs aGo 3a
JOTOMOTOI0 HalliOHAJIBHOT CHCTEMH 3BITHOCTI, 38 HASBHOCTI.

4.9 IlepenozyBanus

JlocBix nepefo3yBanHs nOMyTerpaBipy obMexeHuid. BBeaeH s pasoBuX 103 10 250 Mr 370pOBHM JOGPOBOIBISM HE
MPHU3BOAHIIO 10 CIIEUM(DiYHIX CHMITOMIB a60 03HAK, KPiM THX, IO IepepaxoBaHi sk MoGiuHi peaxiil.

CrienudivHe JiKyBaHHS MepeI03yBaHHA NOMyTerpaBipy BincyTHe. Y pasi mepeno3yBaHHA MAIi€HTy CITif MPH3HAYUTH
HiATPUAMYBITbHY TEPATIiio 3 BiNMOBITHHM KOHTPOJIEM, SKIO HEOOXIHO, 3 ypaxyBaHHIM PEKOMEH/IALH HALIOHATEHOTO
TOKCHKOJIOTI4HOT0O LIEHTPY, 32 HAABHOCTi. OCKiNIbKM Oy Terpasip 3HAYHOIO MipOIO 3B’ A3y€Thes 3 GiTKAMHM IITA3MH KPOBi,
MaJIoMMOBIPHO, 110 BiH Oy/e CYTTEBO BUOAIATUCS NIPH Tiaslisi.

S. ®APMAKOJIOI'TYHI BJTACTHUBOCTI

51 PapmakogHHaAMiKa
Dapmaxomepanesmuuna epyna

[TpoTuBipycHi 3aco6H I CHCTEMHOTO 3aCTOCYBaHHS, iHIIi IpoTUBipycHi 3acobu. Kog ATX: JO5AX12

Mexanizm Oii

Homyrerpasip npurniuye BUI-iHTerpasy, 38°13yfo4nch 3 akKTHBHEM LIEHTPOM (epMEHTY iHTerpasa Ta GIOKYIOUH eTarl
HePEeHOCY JIAHKU MPOLEeCy iHTerparii peTpoBipycHol ne3okcupubonykieinosoi kucnotu (JIHK), skuit € OCHOBHUM 115t
UKty perutikarii BIJT.

Dapmakoounamixa

IIpomusipycna axmuenicmo y Kynemypi kiimun
IC50 (mononHa MakcHMabHOT iHTiOYI040T KOHUEHTpaNil) /UIs ZOTyTerpasipy MO0 PisHHX TaGOPATOPHUX IUTAMIB i3
BUKOPHCTaHHIM MOHOHYKJICApHHX KITiTHH nepudepranoi kposi (MKIIK) craHosmia 0,5 HmMons, Ta 6yna y mianasoxi 0,7—
2 HMOJTB npH BHKopHCTaHHi kiitiH MT-4. IToni6xi sHavenss IC50 Gyau orpumMani [y KITiHIYHHUX ITAMIB 6€3 KOIHUX
CYTTEBHX BiZIMiHHOCTEH MK migTunamu; Ha maseni 24 wramis BUI-1 kinaj (reHeTHYHEX miaTHIB). A, Br€&.D E,Fra G
i rpymu O cepenne 3HavenHs IC50 cranosusio 0,2 amons (gianazon 0,02-2,14 HMOIE). CepenHe 3HAYEHHS ICSO s 3
wramis BIJI-2 cranosuito 0,18 amoss (mianazon 0,09-0,61 aMoss).
Hpomuezpycya aKmusHicmo y KOMOTHAYIT 3 iHUMU NPOMUBIDYCHUMY RPENAPAMAMU , R EPL
He Bl,r_[Mmanocx aHTAarOHICTHYHOro eheKTy in Vitro NpH 3aCTOCYBaHHI aonyTerpampy 3 IHLHI/IMH ,E[OCII]}I}KyBaHHMI/I
aH MPETPOBIPYCHUMH [IpENapaTaMu: CTaBy/iH, abakasip, eGasipeHL, HepipariiH, oniHasip, amIpeHaBip, eH(pympTHn,
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Honyterpasip, Tabnerku o 50 mr WHOPAR, yactuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Poznin 6 onosienuii: keitens 2020

MapaBipok Ta panterpasip. Kpim Toro, He crioctepiranocs aHTaroHicTHIHOro eekTy ISl ToTyTerpasipy Ta anedosipy,
a puOaBipHH HE YHHHB BUIMMOTO BILUIUBY HA aKTHBHICTB JOJIyTerpasipy.

Pezucmenmmuicme in vitro

Y mrramy NLA32 Gynu inmiveni mytauii E92Q (FC 3) Ta G193E (a taxox FC 3). Mytanis E92Q 6yna y nauientis i
TOIEPE/IHBO ICHYIOUOK PE3UCTEHTHICTIO N0 panTerpaBipy, sKi MOTIM OTpHMyBamu mOJyTerpasip (kBaiikoBaHo K
BTOPUHHY MYTALIO JJIS JOIyTerpasipy).

[pu BukopucTanHi KiHiMHKX i30sTiB NinTumis B, C i A/G Gyna BinMiueHa 3amina interpass R263K ta G118R (y C Ta
A/G) y nBOX Naui€eHTiB, SIKi paHille OTPUMYBAJIH aHTHPETPOBIPYCHY TEPAILIO Ta HE OTPUMYBAH iHMiGITOPH i inTerpasm, i3
nigrunamu B ta C, arne 6e3 BIUTHBY Ha HyTNIMBICTb 10 JOJyTerpasipy in vitro. 3amina G118R sHwkysaia Iy TIMBICTB O
aonyTerpaBlpy B caiiT-HanpaeieHux MyTaHTax (FC 10), ane He BUABMUIACA y HMAI[i€HTIB, IKi OTPUMyBAIH HOMyTErpaBip
y KJIIHIYHUX gociiprenHsx dasu I11.

IlepBunHI MyTaIii s panTerpaBipy/enBiTerpaBipy (Q148H/R/K, N155H, Y143R/H/C, E92Q Ta T66I) He BruTHBAIH HA
in Vvitro 4yTJIUBICTH 10 nony’rerpaBlpy K OKpeMmi mytauii. Sxmio myTanii, mo Gymu kBariikoBaHi SK BTOPHHHI,
acoriiioBani 3 lHI"161T0p0M iHTerpasu (s panTerpampy/enB1TerpaB1py) JOJaBajMCcs 1O LUX NEPBHHHHX MyTalliid B
CKCIIEPUMEHTI i3 CalT-HalpaBlIeHUMH MYTaHTaMH, YyTIHBICTH O HONyTerpasipy 3ammmanacs Heaminenowo (FC < 2
TPOTH «JHKOT0» TUILY BIpyCY), 3a BUHATKOM BUNAIKIB MyTawiit Q148, npu skux y KOMOiHAIiSX i3 BiTOMHME BTOPHHHAMHE
MyTalisMH crocrepirapes nokasauk FC ma piBmi 5-10 aGo summe. Brums QI148-mytaniii (H/R/K) Takoxk 6y
MiATBEPDKCHUH B €KCIIEPMMEHTaX i3 MacaxeM i3 caifT-HalpaB/IeHUMH MyTaHTaMH. Y cepilfHOMy macaxi 3i mramom
NL432, nounHarouu 3 caiiT-HanpaBieHHX MyTaHTiB i3 npuxoBaHuMH MyTauismu N155H a6o E92Q, pesucTeHTHOCTI He
CHOCTeplI‘aJ'IOCH (sHauenns FC He 3mintOBasiocs, 3aMImaoduick 6ausskum 10 1). 3 inmoro 60Ky, MOYMHAIOUH 3 MYTAHTIB
i3 mytauismu Q148H (FC 1), BinMidanocst pi3HOMAaHITTSI BTOPHHHMX MYTALIH i3 MOJAIbLIKM 30UTBIIEHASM NOKA3HHKA
FC no 3nauens > 10.

Kuiniuno 3Havyme noporose 3HauenHs denoturry (FC mpotu «Iukoro» THIy Bipycy) He BH3HAYAIOCS; F€HOTUITIYHA
PE3UCTEHTHICTE Oy/a KparkM IPOrHOCTHYHHM [OKA3HUKOM PE3y/IbTaTy.

Ipy amamisi 4yTIMBOCTI O JONMyTErpaBipy y PE3HCTEHTHHX 1O PANTErpaBipy i3074TiB y MaiieHTiB, sKi pamire
OTPHUMYBAJIH pajTerpapip, qomyrerpasip Mas nokasuuk FC < 10 y 94 % i3 705 wiiHidHHX [TAMIB.

Pezucmenmmuicmo in vivo

Y mnauieHtie, ski paHilie He JiKyBamMCsAd Ta OTPHMYBAIM JONyTErpasBip y KOMOIHAILNI 3 ABOMA HyKICO3HIHHMH
inribitopamu  3BopoTHOI TpaHckpuntasu (HI3T) y KIiHIYHHMX JOCHIDKEHHAX, HE BIAMIYATOCS BHHMKHEHHS
PE3MCTEHTHOCTI 10 NperapaTis Kiacy inribitopis interpasu a6o mo npenaparis kiacy HI3T (n = 1118, criocrepesxeHns
NPOTAroM 48-96 TKHIB).

V nauieHTiB i3 nonepeaHiM HeecbeKTHBHnM JIKYBaHHAM, ajie sKi paHlme HE OTPHMYBAJIU IPerapaTH Kiiacy 1Hr161ToplB
iHTerpasy, 3aminu iHribitopy iHrerpasu Bimmivanmucs y 4/354 mamieHTiB (CHOCTepe)KeHHSI NpOTAroM 48 THWKHIB), ski
OTPUMYBAIH nony"rerpaslp y kKombiHauii 3 GOHOBMM pexxuMOM, 0GpaHUM HoCTiAHIKOM. I3 1ix 4 maitieHTiB y nBOX Gyia
yHikaipHa 3aMiHa inTerpasu R263K i3 MakcumansHuM nokasuukom FC 1,93, y onroro — nomMop(bHa 3aMiHa iHTerpasu
V151V/1 i3 makcumanstum nokasuukom FC 0,92 Ta me y 0HOTO nalLjieHTa — morepeiHb0 iCHyIodi MyTarfii 1HTerpa3H
NpUYOMY  BBaXKanocs, IO BIH paHille BXke OTpUMYBaB iHriGiropw imterpasum aGo Oys imdikoammii Bipycom,
pe3ucTeHTHUM 10 iHTibiTopiB inTerpasu. MyTtauis R263K takox 6ys1a Bufinena in vitro (IuB. BULIE).

3a HasBHOCTI pe3HCTeHTHOCTi JI0 TperapariB Kjiacy iHri6iTopiB iHTerpazn Ha THkKHI 24 y 32 nauientiB (yci BOHH
OTPUMYBAJH AoyTrerpaeip y no3i 50 mr 2 pasu Ha 1106y + ONTHMi30BaHi (HOHOBI IIperapaTy) i3 BU3HAYEHOIO HPOTOKOIOM
BipycosorigHoro HeepekTuHicTio (BIIBH) Gynu Braiteni Taki MyTarii 3 mapamvu resotanamu: 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), N155H
(n=1) ta EIS7E/Q (n=1). Pesuctentnicts mo iHriGiTopis iHTerpasu, mo BHHMKIA MPOTATOM JIKYBAHHS, 3a3BHYAi
3'SBJLIETECA Y NAL€HTIB i3 MyTauiero Q148 B anamHesi (mouaTkoBHii piBeHs a60 icTOpHUHHA KOHTPOmb). Y I’ STH {HIINMX
nauientis BusHavanu BIIBH mik Twxmsamu 24 ta 48, Ta y 2 i3 upx 5 nanienTis 3adikcoBano MyTaliii, SKi BUHHKIH
IPOTSroM JiKyBaHHS. MyTalisMH, sKi BUHHKTH HPOTSACOM JIKyBaHHs:A, a60 KOMOIiHAI[AMH MyTaLiil 6ym4 L74I (n=1),
N155H (n=2). £17%;

Myrauii, AKki BUHMKJIH HPOTATOM JiKyBaHHS, criocrepiranucad y 30 mamieHTiB i3 HepBHHHOEO TEHOTHUITIYHOO
PE3UCTEHTHICTIO 10 iHriGiTOpiB iHTErpasu, BHSBICHOK MPU CKPHMHIHTCY, AKi OTpI/IMyBaJIPI aonyTerpamp (rumoc
ONTHMi30BaHa (POHOBA TEPAIis), IO BiAMOBINAIO TAKUM CIIOCTEPEKEHHM.

Bniue na enexmpoxapoiozpamy
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Homyterpasip, Tabetku no 50 mr WHOPAR, wactuna 4 Tpasens 2019
(Mylan Labs Ltd), HA678 Posnin 6 oHoBIeHuit: kBiTeHB 2020

Ipu 3actocysanni 103, siki nepeBuIyBanu KIHIYHY 103y JOMyTerpasipy npHOIH3HO BTPUYi, HE CIIOCTEePIrai OIHUX
3MiH iHTepBainy QTc.

Kniniuni epexkmuenicms ma 6e3nexa

Layienmu, axi paniwe ne ompumysanu NIKYBAHHS

E¢ekrusHicts nomyrerpasipy 6asyeTses Ha aHanmisi nammx, OTPUMAaHHX MPOTATOM 96 TIXKHIB y JBOX PaHIOMI30BaHHX
MDKHAPOIHHX MOABIHHO CIIMHX AKTHBHO KOHTPOJIBOBAHMX MOCHIUKeHHAX. Lle minTeepmiyerbes mamumu 3 96-
TH)KHEBOTO BiKPHTOIO PAaHIOMIi30BAHOIO AKTHBHO KOHTPOJILOBAHOTO JOCIPKEHHS Ta JONATKOBHMH NAHHMH 3
BiIKPHTOI (hasu ofHOrO HocmimkeHHs no 144 Tibkwis. IIpoTsarom yckoro JliKyBaHHA B X MOCHiMKEHHIX y Tpymax
JKyBaHHS TIOJTyTerpaBipoM He GyIIo BiIMiueHO O0qHOro BHIAJKy IEPBUHHOI PESHCTEHTHOCTI, 1[0 BHHHKJIA TPOTArOM
JiKYBaHHs, [0 [IpenapaTis Kiacy inribiTopis inrerpasu a6o HI3T.

Y nopocnux marientis 6e3 monepesHbOro nikysauus BUT-in¢exuii, sxi otpumysanu momyterpagip 50 Mr oquH pa3 Ha
noly mmoc abaxasip/namisByauH a6o TEHO(OBIpY TH30MPOKCHI/EMTPHIUTAGIH, BipycHe HaBaHTaxxenHs (PHK BLJI-1)
BMEHIIyBasIoCs o MeHu Hix 50 komiit/min y 80 % mauienTis micist 96 TokHiB JKyBaHHS 1 cTaHoBUIO 71 % B OTHOMY
mocimpkenni yepes 144 tuskwi. TIpuraivenns BipyciB OyJI0 TakuMm ke a60 GirbmmM, Hizx Y Ipynax MopiBHIHHI.

Hayienmu, sxi paniwe ompumysanu NKYBAHHS 30 CXeMAMU, WO HEe BKIIOYANY npenapamu knacy ineibimopis inmezpasu
B oxxomy nocmimkenHi B3snu yaacts 719 nopociux nauientis 3 BUI-1, ski panime OTPHMYBAITH AHTUPETPOBIPYCHY
Tepamniro. Ilarientu otpumysanu a6o moyTerpasip y 103i 50 mr 1 pas na 106y, a6o panrerpasip y 103i 400 mr 2 pasu Ha
106y 3 hOHOBUM PeKUMOM, OGPAHHUM JOCII AHHKOM, IO MIlC BKIIOYATH 710 2 aHTHPeTPOBipycHHX mpenapartis. Yepes 48
TIXKHIB BipyCHE HABAHT@KEHHS OYI0 3HIKEHO 1O MEHII Hik 50 Komii/mn y 71 % nauientis, sxi OTPHMYBAaJIH
KOMOIHAL(iI0, 10 MiCTHTH HomyTerpasip, NOPIiBHAHO 3 64 % marlieHTiB, ki OTpUMYBaIM KOMOiHaILlif0, 10 MiCTHUTB
panTerpasip.

llayienmu 3 nonepeonin neegexmusnum NKY8aHHAM [H2IOIMopom inmezpasu (ma 3 pesucmenmmuicmio 0o npenapamie
Knacy inzibimopie inmezpazu)

B onxomy nocmimkenni Gpamu yuacts 183 mopocmux mauientd 3 BUI-1 micns meedextHBHOrO TIOTIEPETHBOTO
AHTHPETPOBIPYCHOTO JIiKYBAHHA, y SKHX 36yIHHK indekuii HabyeB pesmcTeHTHOCTI IIPOTH  paniTerpasipy, abo
enBiterpasipy, a6o 060x uux mpemapatis. ITicas 48 TikHiB TKYBaHHS JOJyTerpaBipoM mo 50 Mr mpiui ma o0y Ta
ONTHUMI30BaHOi (HOHOBOI Tepamil BipYCHE HABAHTANEHHS CTAHOBHIO Menme 50 xomii/mn y 63 % narieHTis.
EdexrupHicts 6y1a HIKYO0M0 y MAieHTIB 3 MyTamicro Q148, ocobnuBo konu BoHa CYIIPOBOKYBasiacs BoMa abo Gibiine
BTOPHMHHUMH MYTaI[isIMH.

B inmomy mocmimkenui B3smm yuacts 30 AOpOoCuX mauieHTis, iHdikopanux BII-1, 3 NEPBUHHOIO I'€HOTHIIIYHOIO
PE3HUCTEHTHICTIO [0 iHriGiTopis inTerpasu. [lamicHTH OTpuMyBanu abo pomyterpasip mo 50 Mr aBiui Ha noby, abo
7a1e6o 3 MOTOYHUM Hee(eKTUBHAM PEKUMOM NpOTAroM 7 mHiB, AHayis TIEPBHHHOTO KiHLIEBOTO pe3ynbTaTy Ha 8-if
AICHE MPOZIEMOHCTPYBAB, IO NOMyTerpasip y f03i SO MT [Bidi Ha 106y 6yB edekTHBHimmmIM 3a 1ane6o, 3i CKOPUroBaHOO
CepeNHBOIO PI3HHIIEIO JIiKyBaHHS o0 3minkn PHK BUI-1 B rasmi KpOBi Bin BUXinHOro pieHg Ha piBmi 1,2 log10
Kxomi#/mut. TTicys moqanbIoro 3acToCyBaHHs BCiM MallieHTam RoJTyTerpaBipy y nosi 50 mr sidi Ha 106y i orrrumizoBamoi
¢onoroi Teparii y 40 % narientis Ha 48-My TWKHI CrIOCTepiraBes TIOKa3HUK MeHme 50 KO/ M.

Himu

Y nocmimkenHi 3a ywactio miTed i mimmTkie Bikom 1o 18 POKIB BHBYATH (hapMaKoKiHETHKY, MEPEHOCUMICTE 1
e(beKTHBHICTE JOMyTerpaBipy B 1031 npubausHo 1 mr/kr Ha noby B koMGiHamii 3 iHmEME AHTHPETPOBIPYCHUMH
npenaparamy. Ilauientn Oy posaineni Ha 1Bi KOrOpTH, KOKHA 3 SKHX CKIafanacs 3 23 MalienTiB; y mepury Koropry
yBifiumg migtitkn Bikom iz 12 10 18 pokis, a B ApYry — HauieHTH BikoM Bin 6 10 12 pokis. BipycHe HaBaHTaKeHH:
uepes 24 TiKHi cTaHoBHIIO MeHwe 50 komii/m y 70 % namieHTis y mepuii koropri tay 61 % y mpyriit KOT'OpTi.

5.2 PapmakokineTHKa
XapakTepuCTHKH BCMOKTYBaHH Aoiyrerpasipy (Hatpio) B dopmi Tabrerok mo 50 mr BU3HAYAIUCA -y 3IOPOBHX
NOOPOBOJIBLIB HACTYITHUM YHHOM: : R

IXapakTepucTuka Cepenne apudpmernune + CTAH/APTHE BiIXH/IEHHs
(Cepenne reomerpuuiie 3uaueHs)
MakcumansHa KoHueHTpamis (Cmax) 2,32 +0,65 MKL/MJT,
(2,23)
[Tnowa mix kprgoto (AUCO-0), BuzHAYEHHA CTYIIEH BCMOKTYBAHHS 45,7 + 15,4 mxr.rog/min
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(42,8)

Yac mocATHEHHS MakCHMATBLHOT KoHLeHTparii (Tmax)

2,50+ 1,51 rox

DapmakoKiHeTHKa JOTyTerpasipy

l[[onyTerpaBip

BarajabHi naui

PK € aHanorivHOK Y 340pOBHX JO6POBOMBIBE Ta BlJI-indikoBanux namienTis.
Husbka abo momipha Bapiabernsricts OK

BemoxTyBanus

AbGcosmoTHa 6iogocTymHICTS

[TepopanpHa 6i0K0CTyMHICTS

IBrutuBs npuitomy ixi

€BiZoMO
[oxaitmenme 32 %
UC(0-0) Cmax Tmax
Husbkuii BMiCT skupis 33 %1 46 %1 3 ron
[lomipumit BMicT xkupi: {1 %1 52 %1 4 ron
Bucokuit BMicT sxupis: |66 %1 67 %71 5 roxm

[linBrImeHHs MOKe 6yTH KITiHI9HO SHAYYIUM IIPH HASBHOCTI [IEBHOT PE3UCTEHTHOCTI 10
Mpenaparis knacy inribitopis inrerpasm. Tomy BII-inikoBanuM manientam 3
PE3UCTEHTHICTIO 110 iHTi6iTopiB iHTErpasn PCKOMEHAYEThCS NPUIMATH JOJTyTerpasip mix gac

K.
Po3noain
O6’em posnoxiny (cepemne in17 mo 20 n
BHAYCHHS)

BB’A3yBaHHA 3 OiIKaMM [UTa3MH in
vitro

> 99 %, ninBuimenus pisHA He3B’ 13aHOT pakwii npu HE3BKOMY piBHI CHPOBATKOBOTO
AIbOyMiHY (SIK y pasi momipHOro HOPYIICHHS (QYHKIT MeTiHKH)

IPo3moaist B TKaHWHAX

CMP: cepenne 3aaueHss 18 ur/mn

€ MOPIBHAHUM 3 KOHLIEHTPAIIEI0 He3B’ S3aH01 $paxuii B wiasmi i > IC50) Barinashi,

LePBIKATBHI CTPYKTYpPH, IepBiKOBATiHAIbHA pinuHa: 6-10 %
Crniepma: 7 %
PexranbHi ctpykTyps: 17 %

110 BiIHOWIEHHIO JI0 BiANOBiTHAX PIBHIB B m1a3Mi KPOBi B PIBHOBaXXHOMY CTaHi)

MeTa6ostizm
e4iHKOBHH MeTab01i3M: IOKypoHisaLis msxom UGTIAL
npyropsmuui morsx CYP3A
AKTHBHUH(T) MeTabOTiT(H) IH/3
Busegenns
[lepion HamiBBHBENEHHS 14 ron

Cepenniit cuctemuwnii kriperc (CI/F)

~ 1 i/ron

%0 IO3H, 110 BUBOIUTHCS i3 CEUCIO

I

'Ycboro 32 %;
< 1 % y HeaminenoMy Bursi, 19 %

Yy BUIIIAI edipy TitoKypoHiTy

HiTi MeTa6otita; N-feankinopanuit MetaGouiT i MeTaboiT, 1mo YTBODPIOETHCA TIPH

OKHCIIEHHI B ITO3ULIT 6EH3MIOBOrO BYTJIETIFO

%o JO3H, 110 BUBOAUTHCS 3 KAJIOM

53 % BUBONUTECS B HE3MiHEHOMY BUIJISI 3 KATOM

UliniiiHicTh papmakokineTuku

BaJIe:KHO Biff 103U i popMH BHITYCK
o 50 mr.

y. [ TabneToK: mixBume A NPONOPLIHHO 1031 Big 25

Vlikapcoki B3aemonii (in vitro)

Tpancnioprepu

Hemae snauymoro npuraivenus P-
MATE2-K, MRP2 a6o MRP4
He e cybetparom OATP 1B1, OATP 1B3 a6o OCT 1 moauumu.

gp, BCRP, BSEP, OATP1B1, OATP1B3, OCTI,

MeTtabonizyroui pepmenTi

Hemae 3nauymoro npuruivenus (CYP
CYP2C19, CYP2D6 CYP3A, ypumuaaudochar-
abo UGT2B7

Hemae inpyxuii CYP1A2, CYP2B6 a6o CYP3A4

)1A2, CYP2A6, CYP2B6, CYP2C8, CYP2CO,
rmokypoHosmitpanchepasu (UGT)1A1

Bzaemoss’azox misc papmaroxinemuxoio ma @apmarodunamixoro

VY pocnimkeHHi BUZHAYEHHS ONTHM

NPONEMOHCTPOBAHA IIBHIKA Ta J0303a€KHA T
(PHK) BIJI-1 2,5 log10 na 11-i nenp as 103K

IICJIA OCTAHHBOT 1031 yr

o,
o7 A

pyi, sika oTpumyBaiia 50 Mr JTiKgpceKoro 3acoby.
P76 L DS

PHMYBaJld MOHOTEpAIIIIO NOMyTerpasipom, 6ya
POTHBIpYCHa [ist i3 cepeqHIM 3MeHIIeH M PUOOHYKIETHOBOT KHCTOTH
50 mr. L1 npotusipycHa Binnosims HiATPUMYyBasiacs npotarom 3—4 nuis

aJIBHOI JI03H, B SIKOMY MAl[i€HTH OT
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PesynbTaTd MOMNETIOBAHHS 3 BUKOPHCTAHHAM 00 €IHAHHX JaHMX KIIHIYHMX TOCIIPKEHb 3a YYaCTIO MNALli€HTiB i3
PE3HCTEHTHICTIO 10 MpenapaTiB KiIacy iHriGiTopiB iHTerpasu mokasyroTs, wo 3i 30ibiIeHHaM 1031 3 50 MI' 2 pasu Ha
106y mo 100 mr 2 pasu Ha o0y MOXe 3pOCTaTH €(EKTUBHICTH nony’rerpampy y MaIl€eHTiB i3 pe3HCT€HTHICTIO 1o
nperiaparis Kiacy 1HI‘161TOpIB iHTerpasu Ta 3 0OMexkeHHM BUOOpOM BaplaHTlB J'[leBaHHﬂ 3yYMOBJICHUM peBHCTeHTHICTIO
10 TpemnapaTiB pi3HHUX KJIAciB. HporHosyBanoc;I o cepel mamieHTiB i3 Mmytamiero Q148 + >2 BTOpI/IHHl MyTarii
G140A/C/S, E138A/K/T, L74] uyactka mauientis i3 Bimmosimmo (PHK BUI-1 <50 xomii/mm) Ha TxHi 24 3pocte
npubmusHo Ha 4-18 %. Xoua wi pesyNbTaTH MOMENOBaHHA He Oyiu numsepmxem y KIHIYHHX JOCIiIKEHHIX,
36iMBIIEHHS JO3H MOYKHA PO3IIISANATH IIPH HasBHOCTI MyTaI_Ill Q148 + > 2 propuHHi MyTaun G140A/C/S, E138A/K/T,
L741 y nauieHTis 3 o6MexeHHM BHOOPOM BapiaHTiB JIKYBAHH:A, 3yMOBIIEHUM PE3HCTEHTHICTIO O MPEeNapaTiB pisHUX
xracis. Kiniuni masi mopgo Gesmeku Ta edextuHocTi mosu 100 mr 2 pasu Ha moOy BiacyTHi. Ilpu oxHOYacHOMY
3aCTOCYBAHHI aTa3aHaBipy ICTOTHO 3pOCTA€E eKCIIO3HIILS HOTYTErpaBipy, TOMy IPH KOMOIHOBaHOMY 3aCTOCYBaHHI HE CITi[
NPU3HAYATH TAaKy BHCOKY HO3y HOJYTerpaBipy, OCKITbKH HE BCTAHOBIEHA Ge3reka IPU eKCIIO3HIi, IO CTBOPIOETECA
BHACJTIIOK TaKOI'0 3aCTOCYBaHHI.

Okpemi kamezopii nayicnmie

Limu

dapmakokineTuka jonyterpasipy y 10 mimmitkis (ikom Bim 12 no 18 pokis), inpikopanux BUI-1, axi panime
OTPHMYBaJIH AHTHPETPOBIPYCHY Tepallilo, MoKasye, WO Mpu 3aCT00yBaHH1 nosu 50 mr 1 pa3 Ha OOy €KCIO3HILA
JOJIyTerpaBipy MOpiBHsAHA 3 TAKOIO, 110 CHOCTeplr‘aeTBCSI Y MOpOCIHX, AKi OTpUMyBaH qoiyTerpasip y no3i 50 mr 1 pas
Ha 106y. @apmakokinetuka y 11 miteit Bikom Bix 6 no 12 pokis MPOAEMOHCTPYBATIA, IO 32CTOCY BAHHA 25 Mr onuH pas
Ha 100y MaLfieHTaM i3 Macoro Tina mouaiimenme 20 kr i 35 Mr ofjuH pa3s Ha 100y MalieHTaM i3 Macoro Tila IOHAHMeHIIe
30 KT MPH3BOAWIA [O EKCIIO3MIil MOMyTerpasipy, MOpPIBHAHOI 3 TAKMMH MOKA3HHKAMH Y JIOPOCIIHX. Kpim Toro,
nonyns{uluﬂe mozemosanns @K i imiTanifiHui ananis MPONEMOHCTPYBAJIH, IO 03yBaHHS Ha OCHOBI [iana3zoHy MacH
Ttina (20, 25, 35 i 50 Mr) y mitei BikoM IoHaliMeHIe 6 POKiB i3 Macoro Tina moHaiimMerIe 15 kr 3abesnedye NOPIBHAHY
EKCITO3MIIIO 3 TAKMMH [OKa3HHKaMH y Hopociux (50 Mr), IpruoMy HalHIDKYHH fiana30H MacH Tia cTanosuTs 15-20 kr,
mo Bignosimae m03i 20 Mr Ha 100Yy.

Hayieumu n1imub020 6iKy
Tonymsuifuuit aHaTi3 GapMaKOKIHETHKM AONYTerpaBipy 3 BUKOPHCTAHHAM [aHHX Jopocinx, iHdikopanux BIUI-1,
TIPOAEMOHCTPYBAB Bi/ICYTHICTh KIIHIYHO 3HAUYIOrO BIUTHBY BiKy Ha EKCIO3MLIEO Oy Terpasipy.

DapMaKoKiHeTHIHi JaHi HoyTerpasipy OO NALieHTiB BikOM > 65 POKiB 0OMexkeHi.

IHopywenHs QyHxyii HUpox

HupkoBuit KilipeHC HE3MiHEHOI Air0401 PeHOBHHM — Lie L[pyI‘Op}IL[HHH LIISX BUBEIEHHs JomyTerpasipy. [IpoBoamnocs
JoCTimKkeHHs (apMaKOKIHETHKH HOIYTerpaBipy 3a y4acTiO MALi€HTIB i3 THKKAM TOPYIIEHHAM GyHxii HEpoK (KIipeHc
kpeatuHiny < 30 MI/XB) Ta 3/0POBHX IOGPOBOJIBLIIB (IpyIia KOHTPOIO). Y MAL€HTIB i3 TAHKKAM nopymeHHxM dyHKLT
HUPOK €KCIIO3MLIis AOTyTerpapipy Oy/a 3HIDKeHA HpH6JIH3HO Ha 40 %. MexaHi3M Takoro 3HIDKEHHS He3' ICOBaHMH.
Kopexirist 1031 He BBAXKAETLCA norp16Horo T4 TIALIIEHTIB i3 OpyLIeHHAM (YHKLUIT HIPOK. 3aCTOCYBaHHS Oy TErpaBipy
nalieHTaMm, gki nepeOyBaroTh Ha [ianisi, He JOCIIKYBaIH.

Iopywennsa pynxyii newinku

JHonyTterpasip MEPEBAKHO MeTaGoTi3yeThCs Ta BUBOJMTECA Medinkor. Komu omHOpasoBy 03y 50 Mr pomyTerpasipy
3aCTOCOBYBAJIM 8 TIAIIIEHTaM i3 TOMipHAM MOpyLIeHHIM (yHKiii meuinku (wiac B 3a mkanoro Yainga — IT'r0) ta 8
3[0POBUM JIOPOCIHM JIOGPOBONBIIAM i3 TPYIH KOHTPOIIIO, 3araibHa KOHIEHTpAIlis H0oIyTerpasipy y miasmi kposi Oyia
noni6uoro. OfHAK Y MAIIEHTIB i3 MOMipHMM MOpPYIICHHsSM (YHKUii MeYiHKH CHOCTepiramocs 3pOCTAHHS PIBHS
HE3B’ S13aHOTO JOTyTerpasipy B 1,5—2 pasu mopiBHSIHO 3i 310pOBHMHU TOOPOBONBIAMHE 3 FPYIH KOHTPOITO. Kopekiist 1031
HE BBAXKAETHCS MOTPIGHOIO JUIA TALIEHTIB i3 JierkuM abo NOMipHEM HOpYITeHHsM QyHKU{T nevinku. Brume Tspkkoro
nopyIneHHs GyHKIiT nediHky Ha GpapMaKkoKiHETHKY JOTYTErpaBipy He MOCIIIKYBaIH.

Ionimopghism hepmenmis, saKi memabonizyioms npenapam

BincyTHi 0Ka34 TOro, IO 3BUYAMHHUN nonlMop(b13M bepMeHTiB, ski MeTaboi3yIOTh Mpemnapar; y KJTiHIYHO 3Haqyu1m
Mipl BIUIMBAa€E Ha (bapmaxoxmemxy fonmyTerpasipy. Y MeTaaHamlisi 3 BHKOPHCTAHHAM 3paskiB. (apMaKoreHOMIKH,
3i6paHMX y KIHIYHAX JOCIILKEHHIX Y 30POBHX NOOPOBOBIIIB, Y OCI0 i3 FEHOTHIIAMA UGTIAIL; mo 3a6esneuyrors
crabkuit MeTaboi3M, KIipeHe )IOHYTeraBlpy 6yB na 32 % wwkuui, a nokasHuk AUC — Ha 46 %o BHLHPIH HK y ocib i3

resotunamu UGT1A1, 1o acoIirol0TECA 13 HOP bHHM MeTa6OIII3MOM)
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Cmamu
Hormyssiniiauii ananiz OK 3 BUKOpHCTaHHAM 00’ €AHAHUX JaHUX (papMAKOKIHETHKH 3 IOCIIDKEHb y JIOPOCITHX HE BUSBHB
KJIiHIYHO 3HAYYIIOTO BIUIUBY CTATi HAa €KCIO3HULIIO Oy TerpaBipy.

Paca
Honymsuitinni ananis @K 3 BUKOpPUCTAHHAM 06’ €{HAHHMX JaHHX (apMaKOKiHETUKH 3 IOCIIHKEHb y JOPOCIIHX HE BUSBUB
KJIIHIYHO 3HAYYIIOTO BIUTUBY PACH Ha SKCIIO3HULIIO JOTyTErpaBipy.

Koingexyia sipycy eenamumy B abo C
DapMakOKIHETHIHHH aHaNi3 BKasye Ha Te, Mo KoiHdekitist Bipycy rematuty C He Ma€ KIiHIYHO 3HAUYIOTO BIUIUBY Ha
eKCIIO3ULIO fomyTerpasipy. Hassni obMexeni faHi mmono nauieHTis i3 koinbexkirieio Bipycy renatury B.

53 Hoxniniuni naui 3 6e3mexu

Mlomyrerpasip He BHABHB MyTareHHMX a60 KIACTOIGHHHX BIACTHBOCTEH y MOCTIIMKEHHAX Ha OakTepisx Ta
KyNbTHBOBAHMX KIITHHAX CCAaBLiB Ta Y MiKpOSANEPHOMY TecTi in Vvivo Ha TpusyHax. Jlomyrerpasip He BHSBHB
KaHLIEPOr€HHHX BJIACTHBOCTEH y IOBIOTPHBAIHX JOCIIDKEHHAX Ha MULIAX Ta Iy pax.

Homyrerpasip He BIUIMBaE Ha PEMPONYKTHBHY (YHKIiIO caMuiB abo caMOK IMypiB; EKCIIOBHL{is IIpH HaHBHIIif
AOCIKyBaHil 1031 y 24 pa3u NepeBHIyBaa eKCIO3ULII0 y JIFOAHHEY (33 MokasHukoM AUC) IIPY 3aCTOCYBaHHI TO3H
50 mr 2 pasu na no0y. [Tpu nepopaisHOMy BBEICHHI HOIyTerpaBipy BAriTHUM caMKaM ILypiB B AHi rectamii 3 6 mo 17 He
BHSBJIEHO TOKCHYHOTO BIUTHBY Ha MaT€PHHCHKUN OpraHisM, BHYTPilIHBOYTPOOHHMI PO3BHTOK ab0 TepaToreHHOI mil (3a
noxasHukoM AUC excriosuuis y 27 pasis mepeBUIyBaia eKCIIO3UL{IO Y JIFOIMHU NPH 3aCTOCYBaHHi f03H 50 mr 2 pas3u
Ha 100y).

Ipu epopaiibHOMy BBEEHHI TOTyTErpaBipy BariTHEM caMKaM KpOJIiB y fo3ax 10 1000 mr/kr/mno6y B mui recrarii 3 6 mo
18 He BHSBICHO TOKCHYHOTO BIUTMBY Ha BHYTDIlIHEOYTPOOHHIT PO3BHTOK a60 TepaToreHHoi Aii. Y KpoJiB TOKCHUHHH
BIUIMB HA OpPraHi3sM MaTepi (3MEHIUEHHS CHOXMBAHHA DKi, Maja KiNbKicTB/BimcyTHicTs  (isionoriunnx
BHIIOPOKHEHB/ iy pe3y, SMEHIIEHHS Habopy MacH Tina) Binmidascs rpe 103i 1000 mr/kr.

Y mociimKeHHI IOBEHITBHOI TOKCHYHOCTI Ha mrypax Gyino 3adikcoBaHO [Ba BMIAIKH CMEPTi y MOTOMCTEA L1ypiB
TPOTATOM BUI'OJIOBYBAHHS MOJIOKOM IIPH 11031 oMy Terpasipy 75 Mr/kr Ha oGy. [Ticis nepioTy BUroJoBYBaHHI MOIOKOM
Cepe/Hif NPUPIiCT MacH Tijla 3MEHIIYBaBCs, a SMEHIIEHHs 30epiraiock MPOTATOM YChOTO AOCIIUKEHHS 1Tl CAMOK IiCIIsT
Nepiofly BUrOMOBYBaHHS MookoM. CHCTeMHaA eKCIIO3HLIs Oy Terpasipy B it no3i (3a mokasuukom AUC) pHOIH3HO
B 17-20 pasie nepeBuilyBana eKCMO3MI[IO MPU 3aCTOCYBAHHI PEKOMEHJOBAHMX B TeiaTPHUHIM mpakTuni mos. Y
MOTOMCTBA B IOBEHAIBHOMY IMEPIOJi NOPIBHIHO 3 TOPOCIMMH TBAPHHAMH He GYJIO0 BUABIEHO KOJHMX HOBHX OpPTaHiB-
Milenel. Y JOCTiPKeHHI MPEHATAIbHOrO | [IOCTHATANEHOTO PO3BUTKY IMypiB Maca Tiia 3MEHIIMIACK y IOTOMCTBA TIi [T
4ac BUTOJIOBYBAHHA MOJIOKOM IPH 3aCTOCYBaHHI TOKCHYHMX /IS CAMOK 103 (KOJH eKCIIO3MIlis MpH6au3Ho y 27 pasis
TIEPEBHUIITYBAJIA €KCIIO3HLIIIO y JIFOJMHH MPH 3aCTOCYBAHHI MAKCHMAILHOT PEKOMEHI0BAHOT TO3H).

BIuIuB TpUBaoro moaeHHOro JTiKyBaHHA BUCOKHMH [JO3aMH Oy TerpaBipy OMiHIOBAIIH Y JOCIIIKEHHSX Ha urypax (oo
26 TwkuiB) Ta Masmax (o 38 Twkwis). ITpu no3ax, sKi 3a6e3nedyioTh y HIypiB Ta MAaBIl CHCTEMHY EeKCIIO3HIIi0, IO
npubmuzHo y 21 pas ta 0,82 pasa, BiOmoBimHO, mepeBHllye eKCHO3WIiIO y JOOMHE (3a rokasHukom AUC) pu
3acTocyBanHi J03u 50 Mr 2 pasu Ha 106y, OCHOBHHMH HpOsSBaMH OyJH LUTyHKOBO-KHIIKOBA HENEPEHOCHMICTb abo
nonpasseHHs. OCKIIBKHU LIUTYHKOBO-KHIIKOBA HETIEPEHOCHMICTB I10B’ I3y€ThCA 3 MiCIEBUMH eheKTaMK iI0U0i PeUOBHHH,
UL L€l TOKCHYHOCTI € BiMMOBiMHIM MOPIBHSHHS Ha OCHOBI MacH Tijia a60 MUTONIi OBEPXHI Tila. Ty HKOBO-KHIIIKOBA
HETIEPEHOCHMICTb y MABIl BUHUKAIA TIPH 1031, 0 y 15 pasis BHIa 3a eKBIBATIEHTHY 1103y IOIMHH, BHPAKEeHY B MI/KT (32
OCHOBY 0epyTb JIFOIMHY 3 Macolo Tilta 50 Kr) Ta y 5 pasiB BHIIA 32 eKBiBANEHTHY 03y JIFOUHH, BUP&XKEHy B MI/M?, UL
KNiHIYHOT 1034 50 Mr 2 pasu Ha 100y.

6. ®APMAILEBTHUYHI XAPAKTEPUCTUKHU

6.1 ITepesix JONOMIKHHX peYOBHH , .
Anpo TaliieTKy: MaHIT, MOBiNOH, HATPII0 KPOXMATBIITIKOIAT, LEJTI0I03a MiKPOKPHCTATIYHA Ta HATPIKO creapwiymapar.

[IniBkoBa 06GONOHKA: CHMPT MOMIBIHIIOBHH, MaKpOrON/TONIETHICHITIKONb, TANBK, THTaHy MIOKCHI, 3alli3d OKCHJ
YePBOHMUH Ta 3aiIi3a OKCHI YOPHHH. ~ ‘

6.2 HecymicuicTs

He 3acrocoByerncs.
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6.3 Tepmin npaxaTHocTi
36 MmicsriB

6.4 Oco0nBi 3an06ixkHi 3ax01u npu 30epiranni
36epiratu npu Temmepatypi He Brime 30 °C. 36epiratu B OpUriHANBHIMH yIAKOBL.

6.5 Tun Ta B7MicT KOHTelHEpa

DnakoH

Tabnetxu ynakoBaHi B Kpyryud cumiit Hemposopwmit duaxon 3 ITEBII] i3 cHHBOIO HEpo3oporo HOJTIIPOMITIEHOBOO
Kpuikoro. Po3mipu ymakosku: 30, 90 a6o 180 Tabnerok.

Brnictepna ynmakoeka

Tabnerku ynakosaui B 6mictepu 3 IIBX/AKJIAP, mwo mictars 10 Ta6neTok, BKPUTHX IUBKOBOIO 0BONOHKOI0, o 1
6ricTepy B KapTOHHi# KOpOOIIi.

Posmip ynakoBku: 1 x 10 TabneTok.

6.6 Incrpyxuii i3 3acrocyBanns, iHmux Maninyasnii Ta yramizanii
Ocob6nuBi BUMOTH BinCyTHI

Bynp-sikuit HeBUKOpUCTaHUH JTiKapchkui 3aci6 a6o BiaXxomau MOBUHHI 6yTH yTHITI30BaH] BiIMOBIAHO 10 MIiCIIEBHX BHMOT.

7. IIOCTAYAJBHUK

Mylan Laboratories Limited,

Plot no. 564/A/22, Road No. 92, Jubilee Hills,
Hyderabad-500096, Telangana, India (Iuzis).
Enexrponna nomra: imtiyaz.basade @mylan.in

8. JOBIIKOBHWI HOMEP BOO3 (IIporpama BOO3 i3 npexsanidikanii)
HA678
9. JATA IIPOBEJAEHHS NMPEKBAJII®IKAIIIL]

31 »xoBTHs 2018 poky

10. JATA IIEPEI'JISIAY TEKCTY
Tpasens 2019 poxy

Ciuens 2020 poky

Poznin 6 6ys oHoBeHuH y kBiTHI 2020 poky

Iocunanns

3aranbHi nocwianHs st qaHoi KXJI3 BKI0YaoTs:

Consolidated guidelines on the use of antiretroviral drugs for treating and preventing HIV infection. World Health
Organization 2016, goctymse 3a mocunandam http://www.who.int/hiv/pub/arv/arv-2016/en/

Update of Recommendations on first-and second-line antiretroviral regimens, July 2019
https://apps.who.int/iris/bitstream/handle/10665/325892/WHO-CDS-HIV-19.15-eng.pdf?ua=1

EU Summary of product characteristics for Tivicay, JOCTyIHE 32 MOCHIIAHHIM
https://www.ema.europa.eu/documents/product-information/tivicay-epar-product-information_en. pdf -

HonaTkosi nocHIaHHs, MOB’ 13aHi 3 eBHUME posaizamu KXJI3, BKIIOUaroTs:

Pozpin 4.5 . ;i I
University of Liverpool, HIV Drug mteractlons JOCTYIHE 3a HocHIaHHsM: http://www.hiv- drugmteractlons org
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Po3zain 4.6
Reethuis J. et al. Neural Tube Defects in Pregnancies Among Women with Diagnosed HIV Infection — 15 Jurisdictions
2013-2017. MMWR 2020: Vol 69(1):1-5

2

Vci Beb-nocunanns Oymu nepersistHyti 17 ciuns 2020 poky

HeranbHa iHpopmais npo nanuii Jikapcekuii 3aci6 posMilneHa Ha BeG-caiiti BeecBiTHE0T opramizanii OXOPOHH 3II0pPOB’ ST
(BOO3): https://extranet.who.int/prequal/
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THeTpYKIis Tipo 3aCTOCYBAHHS JIKAPCHKOTO 3acoly abo o Peec—rpaumﬂoro ITocBiguenns

HpopMaLs mpo 34CTOCYBAaHHS JTIKapChkoro 3acofy, No 1560 Bin 0 do 0?’ w‘w

3ATBEPIUKEHA 3T1/IHO 3 HOPMATHBHUMH BHMOTaMiL KpaiHu
BasBHuKa/BupoGHuka aGo Kpailiv, peryIsTopuuit opran ’Q 7

AKOT KEPYETBCA BHCOKHMI CTAHZAPTAMH  SKOCTI, 1[0 V ff’f 0(/ O 7 O i
BIZITOBI [AlOTh CTaHMapTaM, DPEKOMEHIOBAHUM BOO3,

Ta/a6o 3riZHO 3 pesyipTaTaMu KIIHIYHHX BHITPOGY Baks.

Dolutegravir 50mg tablets WHOPAR Part 4 May 2019
(Mylan Labs Ltd), HA678 Section 6 updated - April 2020

WHO-PQ RECOMMENDED
SUMMARY OF PRODUCT CHARACTERISTICS

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

The medicine may be authorised Jor additional or different uses by national medicines regulatory
authorities.
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Dolutegravir 50mg tablets WHOPAR Part 4 May 2019
(Mylan Labs Ltd), HA678 Section 6 updated : April 2020
1. NAME OF THE MEDICINAL PRODUCT

Dolutegravir (as sodium) 50 mg Tablets*

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains dolutegravir sodium equivalent to 50 mg dolutegravir.
Each film-coated tablet contains 145.4 mg of mannitol and 5.2 mg (0.2 mmol) of sodium,

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Pink, film-coated, round, biconvex, bevelled edge tablet debossed with M on one side of the tablet and DTS
on the other side

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Dolutegravir (as sodium) 50 mg Tablets is indicated, in combination with other antiretroviral medicines, for
the treatment of human immunodeficiency virus (HIV) infection in adults and adolescents weighing at least
40 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

Dolutegravir (as sodium) 50 mg Tablets should be prescribed by a health care provider experienced in the
management of HIV infection.

Posology
Adults

The dose in adults with HIV-1 infection not resistant to integrase inhibitors is dolutegravir 50 mg (one tablet)
once daily.

The dose should be 50 mg twice daily if:

® dolutegravir is used with medicines such as efavirenz, nevirapine, tipranavir/ritonavir, or rifampicin (see
section 4.5)

® the patient’s HIV-1 infection is known or suspected to be resistant to integrase inhibitors

When HIV-1 genotype testing is available and for patients whose treatment options are limited (fewer than 2
active antiretrovirals) due to advanced multi-class resistance, a higher dose of dolutegravir may be
considered. Such resistance may include Q148 with two or more secondary mutations from G140A/C/ S,
E138A/K/T, L741.

The decision to use dolutegravir for such patients should be informed by the integrase resistance pattern. In
these patients dolutegravir should not be given with some medicines (e.g. efavirenz, nevirapine,
tipranavir/ritonavir, or rifampicin); see section 4.5. S

* Trade names are not prequalified by WHO. This is the national medicines regulatory agency’s responsibility.
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Adolescents weighing at least 40 kg

The dose in adolescents weighing at least 40 kg with HIV-1 infection not resistant to integrase inhibitors is
dolutegravir 50 mg (one tablet) once daily. There is insufficient information on the use of dolutegravir in
adolescents with HIV-1 infection resistant to integrase inhibitors.

Children
The dose of dolutegravir for children aged over 6 years is based on the child’s bodyweight (around 1 mg/kg).

However, other formulations containing lower amounts of dolutegravir are required for children weighing
less than 40 kg. There is insufficient information on the use of dolutegravir in children aged less than 6 years.

Elderly

There is insufficient information on the use of dolutegravir in patients aged 65 years and over. There is no
evidence that elderly patients require a different dose than younger adult patients (see section 5.2).

Renal impairment

No dose adjustment is needed for patients with renal impairment. The use of dolutegravir has not been
studied in patients on dialysis but the dose is not expected to be different for these patients.

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 in patients with severe hepatic impairment (Child-Pugh grade C); therefore,
dolutegravir should be used with caution in these patients.

Missed dose

If the patient misses a dose of dolutegravir, the patient should take it as soon as possible, provided the next
dose is not due within 4 hours. If the next dose is due within 4 hours, the patient should not take the missed
dose and take the next dose at the usual time.

Method of administration
Oral use.

Dolutegravir can be taken with food or between meals. If the HIV-1 is resistant to integrase inhibitors,
dolutegravir should preferably be taken with food to increase absorption (particularly in patients with Q148
mutations).

4.3 Contraindications

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

4.4 Special warnings and precautions for use

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

2 e

Hypersensitivity reactions reported with dolutegravir are characterised by rash, constitutional 'ﬁndiﬁg"‘s‘,, 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 g;cheg.bli_'sft’é\‘rf‘g; érﬁal" 7
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lesions, conjunctivitis, facial cedema, 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 Prneumocystis jirovecii pneumonia. Any inflammatory symptoms should be
evaluated and treated when necessary. Autoimmune disorders (such as Graves’ disease) 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.

Opportunistic infections

Patients should be advised that antiretroviral therapy does not cure HIV infection and that they may still
develop opportunistic infections and other complications of HIV infection.

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.

Excipients

Each film-coated tablet contains mannitol, which may have a mild laxative effect.
Each tablet also contains 5.2 mg (0.2 mmol) of sodium, which is less than 1 mmol sodium (23 mg) per tablet,
that is to say essentially ‘sodium-free’.

It is important to consider the contribution of excipients from all the medicines that the patient is taking.

4.5 Interaction with other medicinal products and other forms of interaction
Effects of other agents on dolutegravir

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 UGT1A1. 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).

Effects of dolutegravir on other agents

Dolutegravir can increase metformin concentrations.
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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 52).

In vitro, dolutegravir inhibited the renal organic cation transporter 2 (OCT2) and multidrug and toxin
extrusion transporter 1 (MATE-1). In patients, creatinine clearance decreased by 10-14% (secretory fraction
is dependent on OCT2 and MATE-1 transport). Dolutegravir may increase plasma concentrations of
medicines whose excretion involves OCT2 or MATE-1 (e.g. dofetilide, metformin) (see table, below).

In vitro, dolutegravir inhibited the renal uptake transporters, organic anion transporters OATI1 and OATS.
However, based on the lack of effect in vivo on the pharmacokinetics of the OAT substrate tenofovir,
inhibition of OAT1 is unlikely. Inhibition of OAT3 has not been studied in vivo. Dolutegravir may increase
plasma concentrations of medicines whose excretion is dependent upon OAT3.

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.

Interaction table

Interactions between dolutegravir and co-administered medicinal products are listed in the following table
(increase is indicated as 1, decrease as |, no change as «», area under the concentration versus time curve as
AUC, maximum observed concentration as Cnax, concentration at end of dosing interval as Co).

Drug interactions

Medicines by
therapeutic area

Interaction
Changes shown as geometric mean

Recommendations on co-administration

Antimicrobials

Antiretrovirals

Non-nucleoside reverse transcriptase inhibitors (NNRTIs)

Etravirine without
boosted protease
inhibitors

Dolutegravir |

AUC | 71%; Cuax | 52%; C: | 88%
Etravirine <
(induction of UGT1A1 and CYP3A
enzymes)

Etravirine decreased plasma dolutegravir
concentration. The recommended adult dose of
dolutegravir is 50 mg twice daily when co-
administered with etravirine without boosted
protease inhibitors. In paediatric patients the
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/ritonavir, or
darunavir/ritonavir, or lopinavir/ritonavir (see
below in table).

Lopinavir/ritonavir +
etravirine

Dolutegravir <>

AUC 1 11%; Cuax T 7%; C: T 28%
LPV
RTV &

No dose adjustment 1s necessary.

Darunavir/ritonavir +
etravirine

Dolutegravir |

AUC | 25%; Cuax | 12%; C: | 36%
DRV &
RTV &

No dose adjustment is necessary.

Efavirenz

Dolutegravir |
AUC | 57%; Cumax | 39%; Cc | 75%
Efavirenz < (historical controls)

(induction of UGT 1Al and CYP3A
enzymes)

The reconumended adult dose of dolutegravir is

50 mg twice daily when given with efavirenz. In
paediatric patients the weight-based: Qm;g_—daily dose
should be given twice daily. "0 % Z

For infection resistant to integrase inhibitors,
alternative combinations that do not inchudé™' -
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Medicines by Interaction . - ;

< F . Recommendations on co-administration
therapeutic area Changes shown as geometric mean
Nevirapine Dolutegravir | The recommended adult dose of dolutegravir is

(Not studied, a similar reduction in
exposure as observed with efavirenz is
expected, due to induction)

50 mg twice daily when given with nevirapine. 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.

Rilpivirine Dolutegravir <>
AUC 1 12%; Coux T 13%; C: T 22%

Rilpivirine &

No dose adjustment is necessary.

Nucleoside reverse franscriptase inhibitors (NRTI)

Tenofovir disoproxil Dolutegravir <>
AUC 1 1%; Cuax | 3%; C: [8%

Tenofovir «

No dose adjustment is necessary.

Protease inhibitors (Pls)

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

Atazanavir < (historical controls)
(inhibition of UGT1A1 and CYP3A

No dose adjustment is necessary.

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

enzymes)
Atazanavir/ritonavir Dolutegravir 1 No dose adjustment is necessary.
AUC 1 62%; Coax T 34%; C: 7 The dose of dolutegravir should not exceed 50 mg
121% twice daily in combination with atazanavir because

Atazanavir <

Ritonavir «

(inhibition of UGT1A1 and CYP3A
enzymes)

data are not available.

Tipranavir/ritonavir Dolutegravir |
AUC | 59%; Conx | 47%; C; | 76%
(induction of UGT1Al and CYP3A

The recommended adult dose of dolutegravir is

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

PRUAmES) daily.
For infection resistant to integrase inhibitors,
alternative combinations that do not include
nevirapine should be considered.
Fosamprenavir/ Dolutegravir | No dose adjustment is necessary in the absence of
ritonavir AUC | 35%; Cunax | 24%; Ct | 49% | integrase class resistance.
(induction of UGT1A1 and CYP3A For infection resistant to integrase inhibitors,
enzymes) alternative combinations that do not include
fosamprenavir/ritonavir should be considered.
Darunavir/ritonavir Dolutegravir No dose adjustment is necessary.

AUC | 22%; Cuax | 11%;
C24homs l 38%
(induction of UGT1A1 and CYP3A
enzymes)

Lopinavir/ritonavir Dolutegravir <
AUC L 4%; Cuax <> 0%; Cosnouss l
6%

No dose adjustment is necessary.
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Medicines by
therapeutic area

Interaction
Changes shown as geometric mean

Recommendations on co-administration

Antivirals against hepatit

is C

Boceprevir

Dolutegravir <

AUC 1 7%; Cuax T 5%; C: T 8%
Boceprevir «+»
(historical controls)

No dose adjustment is necessary.

Daclatasvir

Dolutegravir <
AUC 1 33%; Cmax 1 29%; Ct
45%

Daclatasvir «

No dose adjustment is necessary.

Elbasvir/grazoprevir
Glecaprevir/pibrentasvir
Ledipasvir/sofosbuvir
Ombitasvir/paritaprevir
Ombitasvir/paritaprevir/
dasabuvir

Simeprevir

Sofosbuvir
Sofosbuvir/velpatasvir
Sotfosbuvir/velpatasvir/

Dolutegravir <
(Not studied)

No dose adjustment is necessary.

voxilaprevir
Telaprevir Dolutegravir 7 No dose adjustment is necessary.
AUC 1 25%; Cuax T 19%; C: 1 37%
Telaprevir &
(historical controls)
(inhibition of CYP3A enzyme)
Antibiotics '
Rifampicin Dolutegravir | The recommended adult dose of dolutegravir is
AUC | 54%; Cuax | 43%; C: [72% 50 mg twice daily when given with rifampicin. In
(induction of UGT1A1 and CYP3A paediatric patients the weight-based once daily dose
enzymes) should be given twice daily.
For infection resistant to integrase inhibitors, co-
administration of dolutegravir and rifampicin
should be avoided.
Rifabutin Dolutegravir < No dose adjustment is necessary.
AUC | 5%; Coux T 16%; C: | 30%
(induction of UGT1A1 and CYP3A
enzymes)
Antifungals
Fluconazole Dolutegravir < No dose adjustment is necessary. Based on data
Itraconazole (Not studied) from other CYP3A4 inhibitors, a marked increase is
Ketoconazole not expected.
Posaconazole
Voriconazole
Antiepileptics
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Medicines by
therapeutic area

Interaction
Changes shown as geometric mean

Recommendations on co-administration

Carbamazepine Dolutegravir | The recommended adult dose of dolutegravir is
AUC | 49%; Couax | 33%; C: | 73% | 50 mg twice daily when given with carbamazepine.
In paediatric patients the weight-based once-daily
dose should be given twice daily.
Alternatives to carbamazepine should be used in
patients with infection resistant to integrase
inhibitors.
Oxcarbazepine Dolutegravir | The recommended adult dose of dolutegravir is
Phenytoin (Not studied, decrease expected due to | 50 mg twice daily when given with these enzyme
Phenobarbital induction of UGT1A1 and CYP3A inducers. In paediatric patients the weight-based
enzymes, a reduction in exposure once-daily dose should be given twice daily.
similar to carbamazepine is expected) | Alternatives to these medicines that are not enzyme
inducers should be used in patients with infection
resistant to integrase inhibitors.
Antiarrhythmics
Dofetilide Dotetilide 1 Dolutegravir and dofetilide co-administration is

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

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

Antacids and supplements

Magnesium- or
aluminium-containing
antacid

Dolutegravir |
AUC | 74%; Cunax | 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 |
AUC | 39%; Cuax | 37%;
Caanous § 39%
(Complex binding to polyvalent ions)

Iron supplements

Dolutegravir |
AUC | 54%; Cynax | 57%:
C24hours l 56%
{Complex binding to polyvalent ions)

Calcium supplements, iron supplements or
multivitamins should be taken well separated in
time from the administration of dolutegravir
(minimum 2 hours after or 6 hours before).

Multivitamins Dolutegravir |
AUC | 33%; Cuux | 35%
C24hoxus l 32%
(Complex binding to polyvalent ions)
Antidiabetics
Metformin Co-administered with dolutegravir A dose adjustment of metformin should be

50 mg once daily:
Metformin 1

AUC 1 79%; Cuax T 66%
Co-administered with dolutegravir
50 mg twice daily:
Metformin 1

AUC 1 145%; Cuax 1 111%

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 is
increased in patients with moderate renal " %
impairment due to increased metformin v
concentration. '
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Medicines by Interaction . . <
. ; Recommendations on co-administration
therapeutic area Changes shown as geometric mean
Contraceptives
Ethinylestradiol and Dolutegravir «> Dolutegravir had no pharmacodynamic effect on
norelgestromin Ethinylestradiol < luteinizing hormone, follicle stimulating hormone
AUC 1 3%; Coux | 1% and progesterone. No dose adjustment of oral
Norelgestr m”n 4—-> contraceptives is necessary when given with
orelgestrom dolutegravir.
AUC | 2%; Coax | 11%
Corticosteroids
Prednisone Dolutegravir « No dose adjustment is necessary.
AUC T 11%; Coux T 6%; C: T 17%
Drug abuse
Methadone Dolutegravir <> No dose adjustment is necessary.
Methadone «
AUC | 2%,; Cyax < 0%; C; | 1%
Herbal products
St. John's wort Dolutegravir | The recommended adult dose of dolutegravir is
(Not Studied, decrease expected due to 50 mg twice dﬁlly when given with St. John's wort.
induction of UGT1A1 and CYP3A In paediatric patients the weight-based once-daily
enzymes, a reduction in exposure dose should be given twice daily. Alternatives to St.
similar to carbamazepine is expected) John’s wort should be used in paﬁen’[s with
infection resistant to integrase inhibitors.

4.6 Fertility, pregnancy and breastfeeding

Human and animal data

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).

Preliminary data from a surveillance study in Botswana suggested an increased incidence of neural tube
defects (NTD) (0.67%) in mothers exposed to dolutegravir at the time of conception compared with mothers
exposed to non-dolutegravir containing regimens (0.1%). However, review of more mature data from the
study, along with data from other countries, and modelling of population-level risks and benefits of
dolutegravir use in women of childbearing potential, has indicated that the risk of NTD is smaller than
initially reported, with a weighted estimated risk of 0.36% (95% C1 0.01 — 0.62). Although the risk of NTD
remains statistically higher than the rate with other antiretrovirals and the background rate, the absolute risk
is still very low. Continued surveillance is needed to more definitively confirm or refute the neural tube
defect signal, and several studies are ongoing to address this. It should be noted that Botswana has no
national food folate fortification programme and that most reports on NTDs come from countries where such
programmes are in place, which significantly lowers the prevalence of NTDs in the general population.

Neural tube defects occur within the first 4 weeks of foetal development (after which the neural tubes close).
The data therefore suggest that any increased risk would be associated with exposure to dolutegravir in the
periconception period rather than later in the 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.

To better understand what risk there may be, active research and surveillance are ongoing in further pregnant
women exposed to dolutegravir at the time of conception.

Women of childbearing potential

Although the absolute risk is low, there remains the possibility of an approximately 3-fold increased: rlsk of
neural tube defects in women receiving dolutegravir in the periconception period compared with other HIV
drugs, including efavirenz. Women should be provided with information about benefits and risks,to make an 4
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informed choice regarding the use of dolutegravir or other antiretroviral therapy. Preferred alternative
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.

Pregnancy

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.

Breast-feeding

It is not known if dolutegravir passes into human milk. Animal studies show that dolutegravir appears in
milk. In rats receiving a single oral dose of 50 mg/kg 10 days postpartum, dolutegravir was detected in milk
at concentrations typically higher than in blood.

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 indicate no
effects of dolutegravir on male or female fertility.

4.7 Effects on ability to drive and use machines

Patients should be informed that dolutegravir can cause dizziness. The patient’s clinical status and
dolutegravir’s side effects 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%).

The adverse reactions considered related to dolutegravir 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).

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 S ATy,

Gastrointestinal disorders

Very common  nausea, diarrhoea )
F1Y s

Common vomiting, flatulence, upper abdominal pain, abdominal pain, abdominal dib‘svédniifo’ryt

Ok /
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Hepatobiliary disorders
Uncommon hepatitis

Skin and subcutaneous tissue disorders
Common rash, pruritus

Musculoskeletal and connective tissue disorders
Uncommon arthralgia, myalgia

General disorders

Common fatigue
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 umol/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.

Co-infection with hepatitis B or C

In clinical studies, 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.

Immune reactivation syndrome

In HIV patients with severe immune deficiency at the start of combination antiretroviral therapy (CART), an
inflammatory reaction to asymptomatic or residual opportunistic infections may arise. Autoimmune
disorders (such as Graves’ disease) have also been reported; however, the time to onset is more variable and
these events can occur many months after starting treatment (see section 4.4).

Children
The limited data available for children and adolescents (aged 6 to 18 years and weighing at least 15 kg)
suggest no additional adverse reactions beyond those that occur in adults.

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

Experience of dolutegravir overdosage is limited. Single doses of up to 250 mg in healthy subjects revealed
no specific symptoms or signs, apart from those listed as adverse reactions.

There is no specific treatment for dolutegravir overdose. In an overdose, the patient should be treated
supportively with appropriate monitoring, as necessary and with advice from a national poisons centre,
where available. Dialysis is unlikely to remove dolutegravir to any significant extent because it is highly
bound to plasma proteins. P
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group

Antivirals for systemic use, other antivirals, ATC code: JOSAX12
Mechanism of action

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.

Pharmacodynamic effects

Antiviral activity in cell culture

The ICso for dolutegravir in various lab-strains using 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; in a panel of 24 HIV-1 isolates of clades A, B, C, D, E, F and G and group O the mean ICso was
0.2 nM (range 0.02-2.14 nM). The mean ICso for three HIV-2 isolates was 0.18 nM (range 0.09-0.61 nM).

Antiviral activity in combination with other antiviral agents

No antagonistic effects were seen in vitro with dolutegravlr 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.

Resistance in vitro

Using strain NLA432, 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 listed as secondary
integrase-inhibitor-associated mutations (for raltegravir/elvitegravir) are added to these primary mutations in
experiments with site-directed mutants, dolutegravir susceptibility is still unchanged (FC <2 vs wild type
virus), except in the case of Q148-mutat10ns where a FC is 5-10 or higher with combinations of certain
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 d1d 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
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,
mtegrase inhibitor substitutions occurred in 4/354 patlents (follow-up 48 weeks) treated with dolutegrawr
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 V15 1V/F integrase substltutlon
with maximum FC of 0.92, and one had existing integrase mutations and is assumed to have been mteorase-
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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.

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

Previously untreated patients

The efficacy of dolutegravir is based on the analyses of 96-week data from two randomised, international,
double-blind, active-controlled trials. This is supported by 96-week data from an open-label, randomised and
active-controlled study and additional data from the open-label phase of one study to 144 weeks. Throughout
the treatment in these studies no cases of treatment-emergent primary resistance to the integrase mhibitors or
to nucleoside reverse transcriptase occurred in patients treated with dolutegravir.

In therapy-naive adult patients with HIV infection who received dolutegravir 50 mg once daily with either
abacavir/lamivudine or tenofovir disoproxil/emtricitabine viral load (HIV-1 RNA) was reduced to fewer than
50 copies/ml in 80% of patients after 96 weeks of treatment and was 71% in one study after 144 weeks. Viral
suppression was similar or greater than in the comparator groups.

Patients treated previously with regimens that excluded integrase inhibitor

One study involved 719 adult patients with HIV-1 who had previously received antiretroviral therapy.
Patients received either dolutegravir 50 mg once daily or raltegravir 400 mg twice daily with investigator-
selected background regimen consisting of up to 2 antiretrovirals. After 48 weeks, viral load was reduced to
fewer than 50 copies/ml! in 71% patients receiving a combination containing dolutegravir compared to 64%
of patients receiving a combination containing raltegravir.

Patients in whom an integrase inhibitor had failed (patients with HIV-1 resistant to integrase inhibitors)
One study involved 183 adult patients with HIV-1 whose antiretroviral treatment had failed and whose
infection had developed resistance against raltegravir or elvitegravir or both. After 48 weeks of treatment
with dolutegravir 50 mg twice daily and optimised background therapy, the viral load was fewer than

50 copies/ml in 63% of patients. Efficacy was lower in patients with Q148 mutation, particularly when
accompanied by two or more secondary mutations.

Another study involved 30 adult patients who had HIV-1 infection with primary genotypic resistance to
integrase inhibitors. Patients received either dolutegravir 50 mg twice daily or placebo with the current
failing regimen for 7 days. The primary endpoint at day 8 showed that dolutegravir 50 mg twice daily was
superior to placebo, with an adjusted mean treatment difference for the change from baseline in plasma HIV-
1 RNA of -1.2 logio copies/mL. After subsequent treatment of all patients with dolutegravir 50 mg twice
daily and optimised background therapy, 40% of patients had fewer than 50 copies/mL at week 48.

Paediatric population

A study in children and adolescents aged up to 18 years investigated the pharmacokinetics, tolerability and
efficacy of dolutegravir given in a dose of around 1 mg/kg daily in combination with other antiretrovirals.
Patients were divided into two cohorts, each with 23 patients; the first cohort included adolescents. aged from
12 to 18 years and the second cohort included patients aged from 6 years to 12 years: Theviral load aftet 24
weeks was fewer than 50 copies/ml in 70% of patients in the first cohort and 61% in the second cohort. - \3 /
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5.2 Pharmacokinetic properties

The absorption characteristics of Dolutegravir (as sodium) 50 mg Tablets have been determined in healthy

volunteers as follows:

Characteristic

Arithmetic mean % Standard deviation
(Geometric mean)

Maximum concentration (Cuax)

2.32 +0.65 ng/ml

(2.23)
Area under the curve (AUCo), a measure of the 457+ 154 pgh/ml
extent of absorption (42.8)
Time to attain maximum concentration (Tumax) 2.50 £1.51 hours

Pharmacokinetics of dolutegravir

Dolutegravir
General
PK similar for healthy and HIV-infected subjects.
Low to moderate PK variability
Absorption
Absolute bioavailability Not known
Oral bioavailability At least 32%
Food effect AUCp.) Conax Tinax
Low fat 33%T 46%71 3h
Moderate | 41%7 52%71 4h
fat:
High fat: 66%T 67%7 5h
Increases may be clinically relevant in the presence of certain integrase
class resistance. Therefore, it is recommended that patients infected with
HIV resistant to integrase inhibitors take dolutegravir with food.
Distribution

Volume of distribution (mean)

17t020L

Plasma protein binding in vitro

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

Tissue distribution

CSF: mean 18 ng/mL
(comparable to unbound 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: ' L B

glucuronidation via UGT1A1 % X BATIR L v
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minor pathway CYP3A

Active metabolite(s) N/A

Elimination

Elimination half life 14h

Mean systemic clearance ~1 L/h

(CI/F)

% of dose excreted in urine 32% in total;

<1% unchanged, 19% as ether glucuronide
Other metabolites; N-dealkylation metabolite and
metabolite formed by oxidation at the benzylic carbon

% of dose excreted in faeces 53% is excreted unchanged in the faeces

Pharmacokinetic linearity Depending on dose and formulation. For tablets:
Dose-proportional increases from 25 to 50 mg

Drug interactions (in vitro)

Transporters No relevant inhibition of P-gp, BCRP, BSEP, OATP1B1, OATP1B3,
OCT1, MATE2-K, MRP2 or MRP4
No substrate of human OATP 1B1, OATP 1B3 or OCT 1.

Metabolizing enzymes No relevant inhibition of (CYP)1A2, CYP2A6, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 CYP3A, uridine diphosphate glucuronosyl
transferase (UGT)1A1 or UGT2B7

No induction of CYP1A2, CYP2B6 or CYP3A4

Pharmacokinetic/pharmacodynamic relationship

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

Modelling of pooled data from clinical studies in integrase-inhibitor-resistant patients suggest that
increasing the dose from 50 mg twice daily to 100 mg twice daily may increase the effectiveness of
dolutegravir in patients with integrase-inhibitor-resistance and limited treatment options due to advanced
multi-class resistance. The proportion of responders (HIV-1 RNA < 50 copies/mL) at week 24 was
predicted to increase around 4—18% in the subjects with Q148 with two or more secondary mutations from
G140A/C/S, E138A/K/T, L741. Although these simulated results have not been confirmed in clinical trials,
this high dose may be considered in the presence of the Q148 with two or more secondary mutations from
G140A/C/S, E138A/K/T, L741 in patients with limited treatment options due to advanced multi-class
resistance. There are no clinical data on the safety or efficacy of the 100 mg twice daily dose. Co-treatment
with atazanavir 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. '
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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 in subjects aged over 65 years are limited.

Renal impairment

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.

Hepatic impairment

Dolutegravir is primarily metabolised and eliminated by the liver. When a single dose of dolutegravir

50 mg was given to 8 subjects with moderate hepatic impairment (Child-Pugh class B) and to 8 matched
healthy adult controls, the total dolutegravir concentration in plasma was similar. However, there was a 1.5-
to 2-fold increase in unbound dolutegravir in moderate hepatic impairment compared to healthy controls.
No dosage adjustment is considered necessary for patients with mild to moderate hepatic impairment. The
effect of severe hepatic impairment on the pharmacokinetics of dolutegravir has not been studied.

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 UGT1AI genotypes had a 32% lower clearance of dolutegravir and 46% higher AUC compared with
subjects with genotypes associated with normal metabolism via UGT1A1.

Gender
Analyses of pooled pharmacokinetic data from trials in adults revealed no clinically relevant effect of
gender on the exposure of dolutegravir.

Race
Population PK analyses using pooled pharmacokinetic data from trials in adults revealed no clinically
relevant effect of race on the exposure of dolutegravir.

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.

53 Preclinical safety data

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 faeces, suppressed bodyweight gain) was observed at 1000 mg/kg.

In a juvenile toxicity study in rats, there were two pre-weanling deaths at dolutegravir dose of 75 mg/kg
daily. Over the pre-weaning period, mean bodyweight gain was decreased and the decrease persisted
throughout the study for females during the post-weaning period. The systemic exposure at this dose (based
on AUC) to dolutegravir was about 17 to 20-fold hxgher than in humans at the recommended paediatric
exposure. No new target organs were identified in juveniles compared to adults. In the rat prenatal and
postnatal development study, bodyweight decreased in the developlno offspring durmg lactation‘ata
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 t0 26 weeks in rats and /
up to 38 weeks in monkeys) was gastrointestinal intolerance or irritation in rats and monkeys at doses that -/
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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.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Core tablet: mannitol, povidone, sodium starch glycolate, microcrystalline cellulose and sodium stearyl
fumarate.

Film coated: polyvinyl alcohol, macrogol/polyethylene glycol, talc, titanium dioxide, red iron oxide and
black iron oxide.

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.

6.5 Nature and contents of container

Bottle packs
Tablets are packed in round blue opaque HDPE bottle with blue opaque polypropylene cap.
Pack sizes: 30, 90 or 180 tablets.

Blister packs

Tablets are packed in PVC/ACLAR blister cards containing 10 film-coated tablets, each blister card is
packed in an outer carton.

Pack size: 1 x 10’s tablets.

6.6 Instruction for use, handling and disposal
No special requirements

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. SUPPLIER

Mylan Laboratories Limited,

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

Telangana, India.

Email.: imtiyaz. basade@mylan.in

8. WHO REFERENCE NUMBER (WHO Prequalification Programme)
HAG678
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