Annex 29

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are Submitted
for State Registration (Re-Registration)
and Expert Evaluation of Materials about

Introduction of Changes to the
Registration Documents during the
Validity Period of Registration Certificate
(clause 4, section IV)

Non-Clinical Trial Reports

1. Name of the medicinal
product (number of ACRIPTEGA FILM COATED TABLETS 50/300/300 MG
registration certificate, if
available):

1) yps of fek medisinal Medicinal product with a fixed combination according to item 1 (sub-item 1.5) of

P mf’““’.by Which section III of the Procedure of Order of the Ministry of Health of Ukraine dated
registration was conducted or 23.07.2015 No 460

planned e i

2) Trials conducted X yes C no If not, substantiate

The applicant conducted a GLP-compliant genotoxicity screen (Ames assay, in vifro and in vivo chromosomal
aberration assays) and a single species general toxicity study to support qualification of the tenofovir disoproxil
fumarate related impurities including the mixed dimer (NMT = 0.75%) and mono POC dimer (NMT = 0.75%) and
mixed dimer impurity (NMT 0.75%), which may potentially be present in the applicant’s Lamivudine/Tenofovir
Disoproxil Fumarate/Dolutegravir fixed-dose (300/300/50 mg) combination tablets above ICH limits. A summary
of the results is provided in section: toxicity of impurities.

No other nonclinical studies were conducted for this submission.

The product in this application is essentially similar to the existing licensed products namely with EPIVIR®
Tablets, 300 mg of Manufactured by GlaxoSmithKline for ViiV Healthcare, VIREAD® Tablets, 300 mg of
Manufactured by Gilead Sciences, Inc and TIVICAY® Tablets, 50 mg of Manufactured by GlaxoSmithKline for
ViiV Healthcare.

Dolutegravir, Lamivudine and Tenofovir Disoproxil Fumarate Tablets 50 mg/300 mg/300 mg is tentatively
approved by US FDA on 08/02/2017 as new drug application (NDA) number 209670
(https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2017/2096700rig1s000TAltr.pdf). Dolutegravir
(Sodium)/Lamivudine/Tenofovir disoproxil fumarate 50 mg/300 mg/300 mg Tablets [HA688] manufactured at
Mylan Laboratories Limited, Madhya Pradesh, India was included in the WHO list of prequahﬁe dp :
treatment of HIV/AIDS on 18 December 2018

(https://extranet.who.int/pgweb/sites/default/files/HA688part1 v01.pdf).
As this is a fixed dose combination submission, data for pharmacology and toxicology f

literature searches of the internet as well as the US National Library of Medicine database (¥
back to 1965. Dolutegravir (CAS# 1051375-16-6 and 1172581-47-3), Lamivudine (CAS# 1 "
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disoproxil fumarate (CAS# 202138-50-9) and tenofovir (CAS# 147127-20-6) common synonyms for these were used
in the conduction of these searches. As these data were considered adequate to support regulatory approval, they are
therefore considered acceptable to support the safety of the applicant’s Lamivudine/Tenofovir Disoproxil
Fumarate/Dolutegravir film coated tablets.

2. Pharmacology:

Data are not provided, as own preclinical studies were not conducted.

interactions

1) primary Not Applicable
pharmacodynamics
2) secondary Not Applicable
pharmacodynamics
3) safety pharmacology Not Applicable
4) pharmacodynamic Not Applicable

3. Pharmacokinetics:

Data are not provided, as own preclinical studies were not conducted.

1) analytical procedures

studies

and reports on their Not Applicable
validation

2) absorption Not Applicable
3) distribution Not Applicable
4) metabolism e
5) excretion Not Applicable
6) pharmacokinetic .
interactions (nonclinical) B ol
7) other pharmacokinetic Rk Aglicable
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4. Toxicology:

Data are not provided, as own preclinical studies were not conducted. Only studies
conducted to support qualification of impurities in tenofovir disoproxil fumarate are
summarized in this section.

1) Single dose toxicity Not Applicable
2) Repeated dose toxicity |Not Applicable
3) Genotoxicity: A

e REaE licabl
in vitro and in vivo S ST
in vivo (including

additional assessment on |Not Applicable

toxicokinetics)

4) Carcinogenicity:

Data are not provided, as own preclinical studies were not conducted

long-term studies

Not Applicable

short-term studies or mid-
term studies

Not Applicable

additional studies

Not Applicable

5) Reproductive and
developmental toxicity:

Data are not provided, as own preclinical studies were not conducted

effects on fertility and

early embryonic Not Applicable
development
embryotoxicity Not Applicable

prenatal and postnatal
toxicity

Not Applicable

studies in which
medication is administered
to the offspring

(immature animals) and/or
long-term effects are
assessed

Not Applicable

6) local tolerance

Not Applicable

7) additional toxicity
studies:

antigenicity (antibody
response)

Not Applicable

immunotoxicity

Not Applicable
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study of the mechanisms

ermidion Not Applicable
drug dependence Not Applicable
toxicity of metabolites Not Applicable

toxicity of impurities

Tenofovir disoproxil fumarate impurity qualification studies by Sponsor
GLP-compliant in vitro bacterial reverse mutation and in vitro chromosomal aberration
assays were performed with the tenofovir disoproxil dimer (Studies # G10210, #
G10213, # TOX-088-001), mixed dimer (Studies # G10211, # G10214), and mono POQ
dimer (Studies # G10212, # G10215) impurities, each in isolation. In addition, an
additional test in human peripheral blood lymphocytes (Study # TOX-088-002) was
performed. Due to the positive results of two previous assays, a definitive in vivo
mouse micronucleus assay was conducted (Study # TOX-088-003).

Results from the reverse bacterial mutagenicity assays clearly demonstrated that the
related compound impurities of tenofovir disoproxil were not mutagenic in various
strains of Salmonella typhimurium and Escherichia coli up to and including the highest
concentration tested (500 pg/plate) with and without metabolic activation.

The tenofovir disoproxil dimer impurity, but not the mixed or mono POC dimer
impurity, was found to be clastogenic in an in vitro chromosomal aberration assay in
Chinese hamster ovary cells across the various study conditions. The results of the
additional in vitro assay in human peripheral blood lymphocytes (Study # TOX-088-
002) were again positive for in vitro genotoxicity with statistically significant and dose-
dependent increases in structural aberrations observed in all treatment groups with or
without S9.

Results from the in vivo CD-1 mouse micronucleus assay (Study # TOX-088-003) for
the assessment of clastogenic activity and/or disruption of the mitotic apparatus in bone
marrow were negative for the induction of micronucleated polychromatic erythrocytes
at dose levels up to 346 mg/kg. There was no statistically significant increase in the
incidence of micronucleated PCEs (chromosome aberration) observed in the mixed
dimer impurity treated groups relative to the vehicle control group with appropriate
positive control responses.

General Toxicity
The toxicity of Tenofovir Disoproxil Maleate and Tenofovir Disoproxil Fumarate in the
presence and absence of impurities was evaluated subsequent to daily oral (gavage)
administration to Sprague-Dawley rats (10/sex/group) for 28 days (Study # G10294).
Tenofovir Disoproxil Maleate and Tenofovir Disoproxil Fumarate spiked with the
tenofovir disoproxil dimer and mixed dimer impurities to 1.5% each and mono POC
dimer impurity to 2% were compared at doses of 0, 30, 100 or 300 mg/kg/day
Additional sets of animals (6/sex/group) were administered Tenofovnr Disoprox
Maleate and Tenofovir Disoproxil Fumarate in the absence of impuygitie: -,afﬁ" '
30, or 300 mg/kg/day. AN
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dimer impurity at 2% were not shown to cause any additional tBx

Disoproxil Maleate and Tenofovir Disoproxil Fumarate followig
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oral administration to Sprague-Dawley rats under the test conditions and doses
employed

other Data are not provided, as own preclinical studies were not conducted.

The pharmacodynamics, pharmacokinetics, and toxicological profile of dolutegravir,
tenofovir disoproxil fumarate and lamivudine have been sufficiently well characterised
by standard methodological approaches and the available studies identified from the
literature indicate a strong risk/benefit profile for its intended clinical use. On the basis
of the demonstrated absence of genotoxic potential in well conducted in vitro and in
vivo genotoxicity studies and the lack of additional toxicity following 28 days of
repeated oral administration to Sprague-Dawley rats, the mixed dimer impurities
(NMT = 1.5%) and mono POC dimer impurity (NMT = 2%) are considered qualified at
the proposed limits and therefore are not considered to adversely affect the safety and
efficacy profile of Lamivudine/Tenofovir Disoproxil Fumarate/Dolutegravir fixed-dose
combination tablets.

5. Conclusions on non-
clinical study

See Electronic Signature Manifest
Applicant (Marketing (signature)
Authorization Holder) John Risvanis
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Honarok 29

no TTopsaaky poBeeHHS eKCIIEPTU3H
peecTpauifHUX MaTepianiB Ha JIiKapChKi
3aco0u, IO MOJAIOTHCA HA AEPIKABHY
peecTpaliito (epepeecTpaniio), a Takox
€KCTIEPTH3M MaTepiajiB Mpo BHECEHHs
3MiH [0 peecTpauiifHuX MaTepiasiB
NpOTAroM Aii peecTpauiifHoro

MOCBiAYeHHS
(nyHkT 4 po3ainy IV)
3BIT
Npo AOKJAIHIYHI J0C/TiKeHHs

1. Haspa nikapcekoro AKPUIITEI'A TabneTku, BKPUTI MU1iBKOBOK 000JIOHKOIO
3aco0y (3a HassBHOCTI - 50/300/300 mr
HOMEp peecTpaLiitHoro
[MOCBi/IMEHHA):

1) Tun nikapcekoro 3acody, Plikapcekuii 3aci6 3 dpikcoBaHoI KOMOiIHALIEKO 3riJHO 3 MYHKTOM |
3a AKuM npoBoannaca abo  (mignyskr 1.5) posainy II [Topsaky, 3aTBep/pKeHOro HaKa3oM
[UIAaHYEThCA peecTpalis MiHicTepcTBa 0XOpOHH 3/10poB's YKkpainu Big 23.07.2015 Ne 460.

2) npoBeneHi focmikeHHs Rrak (] Hi AKuIo Hi, oGrpyHTYBaTH

3asBHUK [IPOBIB CKPHUHIHI NT€HOTOKCHYHOCTI BimoBigHO 10 BuMor HanexHoi naGopaTopHoi
npakTuku (GLP) (tect Eiimca, ananis xpomocoMHux abepaliit in vitro Ta in vivo) Ta
ITOCITIKEHHS 3arajbHOT TOKCHYHOCTI OHOIO BUAY AJIA [iATBEepHKeHHA KBajlidikauil nomimok,
oB’s13aHUX 3 TeHodoBipy Au3onpokcuity dymaparty, BKIOYal0YH 3Mimanuii 1umep (NMT = 0.
75%), numep moro POC (NMT = 0,75%) Ta pomimky 3mimanoro gumepy (NMT 0,75%), ki
MOTEeHUiHHO MOXYTh OyTH NpUcyTHIMH B KOMOiHOBaHMX TabneTkax naMiByauHy/TeHodoBipy
nusonpoxcuity Gpymapary/ponyrerpasipy 3 dikcosanoro go3oro (300/300/50 Mr) 3asiBHHKA, 110
MepeBHILYIOTH AonycTUMI Mexi Mixnapoauoi paau 3 rapmonisauii (ICH). I[Tincymok pesynbraris
HaBe/CHO B PO3/1iJii: TOKCHYHICTh JOMIIIOK.

DPKoauux iHIIMX HEKJIIHIYHHUX JOCHi/KeHb IS L€l 3a8BKU He TIPOBOJUIIOCS.

[MpoaykT y wiif 3asBLIi 10 CYTi € aHAJIOTOM iICHYIOYHX JIiLIeH3iHHUX npoaykTis, a came: EITIBIP®
rabnerku no 300 mr BupoOHunTea ['nakcoCmiTKnaitn nns ViiV Healthcare, BIPEAI®,
rabnerku mo 300 mr BupoOuuurea ['ineany Cakiencus [uk. Ta TIBIKAU®, tabnerku o 50 mr
Bupo6HuUTBa ['MakcoCwmiTKnain mus ViiV Healthcare.

(NDA) nig nHomepom 209670 /
(https://www.accessdata. fda.gov/drugsatfda_docs/appletter/2017/2096700gg 1 (iR

y 18 I'pymni 2018 p. (https:/extranet.who. mt/pqweb/sntes/default/ﬁlcs/HAGSSpart' i}

MNEPEKNAR 3POEHEHO
3T 1AHO 3 OPHT IHANOM

AOCTOBIPHICTD
NEPEKNARY 3ACBIHH(B
\

Kinayeic H.B.



OckinbKy e 3asBKa Ha kKoMOiHaLiio 3 (ikcoBaHOIO 103010, JaHi 3 apMaKoorii Ta TOKCHKOOTIi
Oynu OTpMMaHi 3 JiTepaTypHHX JUKepel B iHTepHeTi, a Takox 3 Oasum nanux HauionansHoi
meauyHoi 6i6miotexku CIIA (MEDLINE/TOXLINE), nounnarouu 3 1965 poky. Hdomyrerpasip
(CAS# 1051375-16-6 Ta 1172581-47-3), namiBygun (CAS# 134678-17-4), Ttenodosipy
iusonpokcuiy hymapar (CAS# 202138-50-9) ta terodogip (CAS# 147127-20-6) Ta ix mommupeni
CMHOHIMM Oy/IM BMKOPMCTAHI NMpH rpoBefeHHi UMX nomykiB. Ockinekyu Wi AaHi Oynu BU3HaHI

JIOCTATHIMH JUIS  PEryJATOPHOTO 3aTBEpP/KEHHS,
NiATBEPIKEHHS Oesnexku
(hymapary/[lonyrerpasipy, BKPHTHX ITiBKOBOIO 000JIOHKOIO, 3asBHHKA.

TabJIETOK

JlamiByquny/Tenodopipy

BOHH BB@KAIOTHCA MPUHHATHUMH 1A
JM30TPOKCHITY]

2. dapmaxonoris:

ITPOBOJHUIIUCS

JTaHi He HAJAKTHC, OCKIIBKH BJIACHI JOKIIHIYHI JOCTiKEHHS He

1) nepBuHHA
dapmakoauHamika

He 3acTocoByeThCs

2) BTOpMHHA
bapmakouHamika

[He zacTOCOBYETHCS

3) dhapmaxosoria Oeznexu

He 3acTocoByeThes

4) bapmakoaHHAMIYHI
B3a€MOZIT

He zacTocoByeThCs

3. dapmakokiHeTHKa:

[IPOBOANIIMCA.

JlaHi He HaAarTECA, OCKUIBKH BJIACHI JOKIIHIYHI JOCHiKeHHS He

1) aHaniTH4YHi METOAMKH Ta
3BiTH I0/10 IX Basigamil

He 34CTOCOBYETHCA

2) BCMOKTYBaHHS

He 3acTtocoByeThes

3) po3nmoain

He 3acTocoByeThCS

4) meTabosizm

He 34CTOCOBYETLCA

5) BUBECHHA

He 3aCTOCOBYETBCH

6) hapMaKkoKiHeTHYHi
B3aeMOoAil (MoK TiHIYHI)

He 3acTocoByeThes

7) inmi ¢apmakoKiHeTHIHI
ITOCTiIKEHHS

He 3aCTOCOBYETRCA

4. Tokcukonoris:

u3onpokcuy gymapary.

MPOBOAMIKCA. Y LIBOMY PO3ALII MiACYMOBAHO JIMIIE JOCIiKEHHA,
[pOBeEH] UIs TiATBEPDKEHHSA KBanitbiKanﬂ‘EIBEﬂilﬁM yareiofromipy|

3T 1AHO 3 OPHT [HANOM
VS TTTEINES Te

NEPEKNARY 3ACBIAYYD
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1) TOKCHYHICTB Yy pasi
0JJHOPAa30BOI'0 BBEJIEHHSA

He 3acTocoByeTnes

2) TOKCUYHICTB Y pasi
MMOBTOPHHX BBENCHB

He 3acrocoByerned

3) reHOTOKCHYHICTB:
in vitro

He 3aCTOCOBYETLCA

in vivo (BKIIHO4ar04Yu
ITOJAaTKOBY OIIHKY 3
TOKCUKOKIHETHUKH)

He 3acTOCOBYETBCS

4) KaHLIEPOTeHHICTh:

JaHi He HaJalOTHCA, OCKUIBKH BJIACHI JOKIIHIYHI NOCIiKEHHS He

200 JoCHiIKEHHA CepeAHBOT
TPUBAJIOCTI

[IPOBOAMIIUCH
ITOBrOCTPOKOBI He 3acTocoByeThCS
UTOCITi IKeHHA
KOPOTKOCTPOKOBI He 3acTocoByeThes
MoCTiUKeHHS

IMOJaTKOBI JOCHiIKEHHS

He 3acTocoByeThes

5) penpoayKTHBHA
TOKCHYHICTE Ta TOKCHYHHIA
BIUIMB HA PO3BUTOK
MOTOMCTBA:

[IPOBOAHIUCA

JlaHi He HaJalOTHCA, OCKLIBKH BJIACHI JOKIIHIYHI JOCiKEHHS HE

BIUIMB Ha QepTHIIBHICTS i
paHHiil eMOpioHanbHUH
[PO3BMTOK

He 3acTocoByeThes

eMOpiOTOKCHYHICTE

[He 3acTocoByeThCA

NpeHaTalbHa i
MOCTHATAIEHA TOKCHYHICTE

He 3aCTOCOBYETHCA

ITOCITiKEHHS, IPH AKX
npenapar yBOAUTHCA
MOTOMCTBY
(HecTaTeBO3PLIAM
TBapuHam) Ta/abo
OLIHIOETECA BigganeHa ais

He 3acTocoByeThes

6) MiclieBa NEPEeHOCUMICTh

He 3actocoByerses

MEPEKNAA 3POBAEHO

3C{AHO 3 QPUT IHANOM |

AROCTOBIPHICTD
NEPEKNARY 3ACBIAYYD

Kiwaypic H B &\
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7) MOJATKOBI QOCTIKEHHS
TOKCHYHOCTI:

AQHTUTEHHICTh (YTBOPEHHS
AHTHTL)

|He 3acTocoByernes

iMYHOTOKCHYHICTB

He 3acTocoByeTnes

TociKeHHsA MexaHi3miB fiilHe 3acrocoByerses

TiKapchKa 3a/1€XKHICTh

He zacTocoByeThCH

TOKCUYHICTH MeTabomiTiB

He 3acTocoByeThscs

TOKCUYHICTE JIOMIIIIOK

UTocrhioncenna Keaniikauii dominmiok menodosipy ouzonpoxcuy)
dymapamy, nposeodeni Cnoncopom

3rigHo 3 BuMoramMu GLP oo ananizy 3BopoTHux OakrepiaibHux
MyTalii in vitro Ta XxpomocoMHuX abepauiii in vitro, Oyiu
[poBeieHi 3 JOMIlIKaMHu JuMepy TeHOohOBIpY AM30NPOKCHITY
(mocnimkenns Ne G10210, Ne G10213, Ne TOX-088-001),
smitmanoro auMepy (pochuimkenns Noe G10211, Ne G10214) ta MmoHo
mumepy POC (nocnimxenns Ne G10212, Ne G10215), koxua
okpemo. Kpim Toro, 6ys10 mpoBeeHO 101aTKOBHH TeCT HAa
imbouuTax nepudepuunoi kposi moaunu (Hocimkenns Ne TOX-
088-002). 3aBasiku NO3UTUBHUM pe3y/bTaTaM JBOX IOMNEPeAHIX
aHai3iB, Oy/0 MPOBEIEHO OCTATOYHUH aHai3 MiKposaep MUIUeH in
vivo (mocaimxenns Ne TOX-088-003).

|PezynbpTaTy ananizy 3BopoTHOI GakTepiaJbHOT MyTareHHOCTI YiTKO
[IPOJEMOHCTPYBAJIH, 110 JOMILIKH CIIOPIJHEHUX CIONYK TeHO(OBipy
TH30TMPOKCHITY He Oy MyTareHHUMHM IS Pi3HHMX [ITaMiB
Salmonella typhimurium Ta Escherichia coli Bitouaroun HaiiBuIy
punpoOyBany koHUeHTpauito (500 mkr/ plate) 3 meTaboniuHo0O
akTHBalicio Ta 6e3 Hel. Jlomilka 1umepy TeHodoBipy
TH30MPOKCHITY, ajle He IoMilIKa 3Mimanoro abo Mmono gumepy POC,
BUABHJIACS KJIACTOTEHHOIO B aHali3i XpoMOcOMHMX abepauiii in vitro
KITITHHAX AEYHHUKIB KUTAHCBKUX XOM'SKIB 32 Pi3HHX YMOB
,uocni,uxcenna PesynsTati J0/IaTKOBOrO aHanizy in vitro Ha

nikyBaHHs 3 S9 abo 6e3 HpOrO.
PesynbraTu ananizy Mmikposzep in vivo C “,3‘;
Ne TOX-088-003) nst OLIHKY KIacTOreHHOLE
MOpYIIeHHs POGOTH MITOTMYHOTO anapary B i _: '
Oy1u HeraTHBHUMH JJ1s iHAYKIIT MiKposgepHUX [OFIRYHR
EpUTPOLIMTIB NPH piBHAX 103u 10 346 mr/gr. He cnoctepiranocs

CTATUCTHYHO 3HAYYILOrO 3011bLIEHHS qacﬁfﬁﬁrﬂ 833@ BOEs

(abeparii xpomocoM), 1o criocTepiranuéh %gggrﬁx(}g# THANOM

NEPEKNARY 3ACBIAYYD
Kinavelc H.B.x\




OTPUMYBAJIH 3MilllaHi JUMEPHi JOMIILKH, MOPIBHIHO 3
KOHTPOJILHOIO IPYIIOI0 HOCIA 3 BiAMOBIAHUMH MO3UTHBHUMH
KOHTPOJIBHMMH Bi/INIOBiAsIMH.

3azanvna mokcuunicme.

Tokcu4HicT TeHO(OBiIpY AW30NPOKCHITY Maneary Ta TeHo(oBipy
TM30TIPOKCHITY (hyMapaTy B MPHUCYTHOCTI Ta BiACYTHOCTI JJOMILIIOK
OLIiHFOBAJTH MiC/Is LO/IEHHOT0 NepopaIbHOTO (30HA0BOI0) BBEICHHA
mypam Jinii Cnper-Zloyni (10/ctare/rpyna) npotsarom 28 nuis
(nocnimkenns Ne G10294). TeHodoRipy AU30MPOKCHITY MaJiear Ta
reHo(hOBipy AU30NIPOKCHTY dyMapaT 3 JOMIIIKaMH JUMEpPY
TeHO(OBIpY AM30NPOKCHITY Ta 3MilaHoro quMepy 10 1,5% koxen
ra gomimkoro aumepy Moo POC no 2% nopieHioBanu y no3ax 0,
30, 100 a6o 300 mr/kr/noby. JlofaTKOBMM rpyrnam TBapuH
(6/cTaTe/rpyna) BBOAWIH TEHO(POBIPY JH30MPOKCHIY Manear Ta
TeHO(OBipY AU30NPOKCHITY pyMapar 3a BiJICyTHOCTI JOMIIIOK Y
iozax 0, 30 a6o 300 mr/kr/mo6y.

JToMitnku gumepy TeHO(OBipY AU30MPOKCHITY Ta 3MilllaHOTIO
iuMepy B KoHUeHTpauii 1,5%, a Takox goMimka aumepy mono POC
B KOHLeHTpauii 2% He CIPUYUHSAIOTH JOAATKOBOI TOKCHYHOCTI
reHO(OBipY AU30NPOKCHTY MasieaTy Ta TeHOQOBIpY AU30INPOKCHITY
(bymapary nicns 28-aeHHoro 6araropasoBoro nepopaabHoOro
BBeeHHA 1ypam Jnidil Cnper-Jloyii B ymoBax BunpoOyBaHHa Ta
103aX, 110 3aCTOCOBYBATHCA.

Jlani He HANAKOTHCA, OCKUTBKH BIACHI JOKITiHIYHI JOCHTIDKEHHS He
[POBOHITACA.

5. BUCHOBKM 11070
MOKJIIHIYHOTO BUBYEHHS

bapMakoMHaMika, papMakoOKiHETHKA Ta TOKCHKOJIOrYHUHA
npodins qonyrerpasipy, TeHOQOBIpY Au3onpoKcuiy Gymapary Ta
namiByauHYy OyJIM 10CTaTHRO J00pe OXapaKkTepu30BaHi 3a
/TOMOMOTI0K0 CTAHIAPTHHX METOIONON YHHUX IiIXOMiB, @ HasABHI
gocnimxenm, inenTudikoBaHi B iTepaTypi, BKa3yrOTh Ha CHIIbHE
CITiBBiHOIIEHHSA PU3HK/KOPHCTE I TX KIIHIYHOTO 3aCTOCYBAHHA 32
|[npu3HaveHHsM. Ha OCHOBI MPOEMOHCTPOBAHOT BiACYTHOCTI
eHOTOKCHYHOIO MOTEHLialy B Jo0pe MpoBeieHHX JOCTiDKeHHAX
reHOTOKCHYHOCTI in vifro Ta in vivo Ta BiICYTHOCTi 10JaTKOBOI
TOKCUYHOCTI mic/is 28 JHiB MOBTOPHOIO NMEpOPaJLHOIO BBEICHHS
wypam Jinii Cnper-Jloyni, gomimku 3mimanoro aumepy (NMT =
1.5%) ta nomimka numepy Moo POC (NMT = 2%) BBaxkatoThcs
kBaTidiKOBaHMMM y 3aNIPONOHOBAHUX MeXKax i TOMY He BBAXKAIOThCA
TAKHMH, 1110 HEraTMBHO BILTMBAIOTH Ha npodomb 6e3nem Ta

12

3asBHUK (BJIACHHUK
peecTpauiitHoro
MOCBiAUYEHHS)

Kpapematiseist
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Annex 30

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are Submitted
for State Registration (Re-Registration) and
Expert Evaluation of Materials about
Introduction of Changes to the Registration
Documents during the Validity Period of

Registration Certificate (clause 4, section
V)

Clinical Trial Report

1. Name of the medicinal product
(number of registration ACRIPTEGA FILM COATED TABLETS 50/300/300 MG
certificate, if available)

|2. Applicant H Mylan Laboratories Limited, India |
\3. Manufacturer HMylan Laboratories Limited, India |
4. Trials conducted: M yes O no If not, substantiate

Medicinal product with a fixed combination according to item 1 (sub-item 1.5)
of section III of the Procedure of Order of the Ministry of Health of Ukraine
dated 23.07.2015 No 460.

1) type of the medicinal product,
by which registration was
conducted or planned

Single-Dose Fasting Bioequivalence Study of Lamivudine, Tenofovir Disoproxil
Fumarate and Dolutegravir Tablets (300 mg/300 mg/50 mg; Mylan) versus
5. Full name of the Clinical Trial, |[EPIVIR® Tablets (300 mg; ViiV), VIREAD® Tablets (300 mg; Gilead) and
clinical trial code TIVICAY® Tablets (50 mg; ViiV) in Healthy Adult Volunteers.

Study Code: LTDD-16030
6. Clinical trial phase || Phase 1, Bioequivalence studies ]
from 08-Aug-2016 till 28-Sep-2016.

7. Period of the clinical trial
Including Analytical part.

8. Countries where the clinical

i Canada
trial was conducted

planned: Thirty-six (36) subjects

. Nawber ot Study pertcipants actual: Thirty-one (31) subjects completed the study

The objective of this study was to investigate the bioequivalence of Mylan’s
lamivudine, lenofovxr disoproxil fumarate and dolutegrav1r tablets, 300 mg/300

10. Goal and secondary

Shjeetivexiot the chinieal Gl single, oral 300 mg/300 mg/50 mg (1 x 300 mg/300 .“.

A LI
lamivudine, tenofovir disoproxil fumarate and doluteg ﬁs‘ {!]%
doses 300 mg (I x 300 mg), 300 mg (1 x 300 mg) and B ﬁ;l mgﬁq\f big
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EPIVIR® Tablets, VIREAD® Tablets and TIVICAY® Tablets, respectively,
administered under fasting conditions.

11. Design of the clinical trial

This was an open-label, single dose, randomized, two-period, two-treatment,
crossover study to investigate the bioequivalence of Mylan’s lamivudine
tenofovir disoproxil fumarate and dolutegravir tablets, 300 mg/300 mg/50 mg to
ViiV’s EPIVIR® Tablets, 300 mg, Gilead’s VIREAD® Tablets, 300 mg and

ViiV’s TIVICAY® Tablets, 50 mg following administration of a single, oral 300
mg/300 mg/50 mg (1 x 300 mg/300 mg/50 mg) dose of lamivudine, tenofovir
disoproxil fumarate and dolutegravir tablets or single doses 300 mg (1 x 300 mg),
300 mg (1 x 300 mg) and 50 mg (1 x 50 mg) of EPIVIR® Tablets, VIREAD®
Tablets and TIVICAY® Tablets, respectively, administered under fasting
conditions.

12. Main inclusion criteria

Healthy, non-tobacco/nicotine using, male and/or non-pregnant, non-lactating
female volunteers 18-55 years old (inclusive), weighing at least 50 kg (110 1bs)
for men and at least 48 kg (106 lbs) for females, with a Body Mass Index (BMI)
less than or equal to 30 kg/m2 but greater than or equal to 19 kg/m2, who were
judged to be healthy on the basis of a pre-study physical examination and clinical
laboratory tests.

13. The investigational medicinal
product, method of
administration, strength

Subjects were dosed individually at two-minute intervals. Drug administration
was assisted with 240 mL of ambient temperature water. Immediately after dose
administration, each subject’s oral cavity and hands were checked to confirm
medication and fluid consumption.

Strength: Lamivudine, Tenofovir Disoproxil Fumarate and Dolutegravir Tablets,
300 mg/300 mg/50 mg

14. Comparator, dose, method of
administration, strength

EPIVIR® Tablets, 300 mg, VIREAD® Tablets, 300 mg
TIVICAY® Tablets, 50 mg. Oral Administration

15. Concomitant therapy

One subject was treated with Aleve (naproxen) 220 mg, orally for Abdominal
pain. Details mentioned in the below table.

16. Efficacy evaluation criteria

Criteria for Bioequivalence Evaluation:

Assessment of bioequivalence will conform to the Regulatory requirements set
forth by the region of submission. The 90% confidence interval for the LSMeans
ratio of CPEAK, AUCL, and AUCINF for the test and reference products should
be between 80.00% and 125.00% for the natural log-transformed data for
lamivudine, tenofovir and dolutegravir,

17. Safety evaluation criteria

Subjects were routinely queried in regard to the presence or absence of adverse
events using open ended questions. Subjects were queried after dosing and at
least every 8 to 12 hours during confinement to the clinic. A 12-lead ECG was
recordcd during the screening visit and at the study exit. All qubjects were

vital signs, 12-lead ECG, and laboratory evaluation withi
scheduled blood sample collection.

18. Statistical methods

Statistical analyses was performed on the pharmacokine -:' o
General Linear Models Procedure (PROC GLM) off
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Institute, Cary, NC). The model tests for treatment effects in the parameter means
at an alpha level of 0.05. The parameters: TPEAK, KEL and HALFLIFE were
analyzed statistically using the non-transformed data. The natural log
transformed parameters: LNAUCL, LNAUCINF and LNCPEAK were also
analyzed. Tests were performed to analyze for statistically significant differences
in the pharmacokinetic parameters and to determine the test to reference ratios
of the pharmacokinetic parameters using Least Squares Means. Ninety (90%)
percent confidence intervals were constructed using the two one-sided tests
procedure to assess average bioequivalence between the test and reference
products.

Assessment of bioequivalence will conform to the Regulatory requirements set
forth by the region of submission. In general, the primary pharmacokinetic
variables for assessment of bioequivalence are CPEAK and AUC. The 90%
geometric confidence intervals of the ratio (T/R) of least-squares means from the
ANOVA of the natural log transformed AUCINF, AUCL and CPEAK should be|
within 80.00% to 125.00%.

19. Demographic characteristic of]
study population (gender, age,
race, etc.)

Thirty-six (36) non-tobacco using, healthy males and females were dosed in the
study and The Study population contains Black, White Hispanic/Latino and
Asians with mean age of 36 years, Range: 21-54, Mean height of 166.6, range
between 145.2-186.7 and Mean Weight 69.6, range between 48.9-98.3.

Lamivudine n = 31

20. Efficacy results

Arithmetic Arithmetic LSMEANS 90%
Parameter Mean (% CV) Mean (% CV) Ratio (A/B)* | Confidence
A = Mylan B = EPIVIR® Interval**
AUCL (ng*hr/mL) 11106 (22.52) 11772 (22.79) 0.94 89.30% —
99.29%
AUCINF (ngehr/mL) 11501 (21.75) 12236 (24.48) 0.94 80.01% —
99.78%
CPEAK (ng/mL) 2292 (34.36) 2421 (30.80) 0.93 86.98% —
100.24%
KEL (hr™) 0.1480 (41.39) 0.1535 (49.19)
HALFLIFE (hr) 6.775 (137.5) s282201. L .. . 1P
TPEAK (hr) 1.968 (47.40) 1792 (44.89) B

* Ratio (A/B) = e [LSMEAN of (LNA - LNB)] ##{Jsed Natural Log Transformed Parameter.

enofovir n = 31

Arithmetic IArithmetic Mean | LSMEANS | 90% Confidence
arameter Mean (%CV) |(%CYV) Ratio (A/B)* | Interval**
A = Mylan B = VIREAD® SR

AUCL (ngehr/mL) 2302 (2291) | 2314 (25.38) 1.00 P4 9634

B S

AUCINF 2462 (21.82) 2466 (25.39) 1 £ X
(ngehr/mL)

1 97.38% —10370%: |

CPEAK (ng/mL) 314.0 (25.47) 317.8 (25.98)
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KEL (hr™) 0.0383 (14.67) 0.0395 (15.84)
| HALFLIFE (hr) 18.54 (16.12) 17.95 (15.35)
|
| TPEAK (hr) 0.953 (33.64) 0.863 (38.03)

* Ratio (A/B) = e [[SMEANof (LNA -LNB)l ##{Jged Natural Log Transformed Parameter

|Dolutegravir n=31

Arithmetic Arithmetic LSMEANS 90% Confidence
Parameter Mean Mean (%CV) |Ratio (A/B)* Interval**
(%CV) B= TIVICAY®
A = Mylan
AUCL (ngehr/mL) 51619 52871 1.01 95.44% — 107.57%
(25.12) (38.97)
AUCINF 54883 55492 1.02 96.57% — 108.57%
(ngehr/mL) (27.34) (39.85)
CPEAK (ng/mL) 2531 2606 (28.91) 1.00 93.77% — 106.29%
(21.01)
KEL (hr'™) 0.0448 0.0471
(18.70) (17.29)
HALFLIFE (hr) 16.11 15.11 (15.57)
(22.12)
TPEAK (hr) 2.766 2.901 (70.95)
(33.97)

* Ratio (A/B) = ¢ [[SMEAN of (LNA -LNB)l ##[Jged Natural Log Transformed Parameter

Mean plasma profiles are similar between Mylan’s lamivudine, tenofovir
disoproxil fumarate and dolutegravir tablets, 300 mg/300 mg/50 mg and ViiV’s
EPIVIR® Tablets, 300 mg, Gilead’s VIREAD® Tablets, 300 mg and ViiV’s
TIVICAY® Tablets, 50 mg.

The test and reference formulations demonstrated similar mean pharmacokinetic
parameters and variability.

Three (3) pre-dose and fourteen (14) post-dose adverse events were experienced
| by eleven (11) subjects over the course of this study. The AEs were mild in
i severity. No deaths, serious adverse events (SAE) or other significant AEs were
| reported.

There were four (4) AEs (diarrhea [2], headache [2]) that were considered
definitely related; two (2) AEs (abdominal discomfort, vomiting) that were
21. Safety results considered probably related; one (1) AE (abdominal pain upper) that was
considered possibly related and one (1) AE (catheter site haematoma) that was
considered unrelated to the oral administration of Mylan’s lamivudine, tenofovir
disoproxil fumarate and dolutegravir tablets, 300 mg/300 mg/50 mg
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haematoma [2]) that were considered unrelated to the oral administration o
ViiV’s EPIVIR® Tablets, 300 mg, Gilead’s VIREAD® Tablets, 300 mg and
ViiV’s TIVICAY® Tablets, 50 mg.

There were three (3) pre-dose adverse events (dizziness [2], tinnitus) reported
prior to Period 1 dosing and therefore considered unrelated to either treatment.

Overall, lamivudine, tenofovir and dolutegravir were well tolerated as a single,
oral 300 mg/300 mg/50 mg (1 x300 mg/300 mg/50 mg lamivudine, tenofovir
disoproxil fumarate and dolutegravir tablet) dose or single doses of 300 mg (1 x
300 mg), 300 mg (1 x 300 mg) and 50 mg (1 x 50 mg) of EPIVIR® Tablets,
VIREAD® Tablets and TIVICAY® Tablets, respectively administered under
fasting conditions.

22. Conclusion

All statistical analyses of these data reveals that the 90% confidence intervals are
within the acceptable bioequivalent range of 80.00% and 125.00% for the natural
log transformed parameters, LNAUCL, LNAUCINF and LNCPEAK for
lamivudine, tenofovir and dolutegravir.

This study demonstrates that Mylan’s lamivudine, tenofovir disoproxil fumarate
and dolutegravir tablets, 300 mg/300 mg/50 mg are bioequivalent to ViiV’s
EPIVIR® Tablets, 300 mg, Gilead’s VIREAD® Tablets, 300 mg and ViiV’s
TIVICAY® Tablets, 50 mg following administration of a single, oral 300
mg/300 mg/50 mg (1 x300 mg/300 mg/500 mg lamivudine, tenofovir disoproxil
fumarate and dolutegravir tablet) dose or single doses of 300 mg (1 x 300 mg),
300 mg (1 x 300 mg) and 50 mg (1 x 50 mg) of EPIVIR® Tablets, VIREAD®
Tablets and TIVICAY® Tablets, respectively administered under fasting

conditions.

Applicant (Marketing
Authorization Holder)

b4 Digitally signed by Anilkumar Datla
n I u I I Ia r DN: c=US, st=Pennsylvania,
|I=Canonsburg, o=Viatris Inc,
ou=Hyderabad-Office-CRC, cn=Anilkumar

Dat |a Datla, email=anilkumar.datla@viatris.com
Date: 2022.11.01 17:59:19 +05'30'

(Signature)

(Anilkumar Datla)
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Jopnarok 30

no Iopsaaky npoBeeHHs eKCepTH3N
peecTpaniiiHux MaTepianis Ha
nikapebKi 3acobu, 110 NMOAAIOTHCS Ha
JEPIKaBHY peecTpalito
(nmepepeecTpaitiio), a TAK0XK
eKCTIePTH3HM MaTepialliB Mpo BHECEHHS
3MiH [0 peecTpauiifHuX MaTepiajis
IpoTAroM Aii peectpauiifHoro
MOCBIIUYEHHSA

(nyHkT 4 po3ainy IV)

3BIT
npo KJiHiyHe BUNPOOYyBAHHSA

(3a HasIBHOCTI - HOMeEp
peecTpaniifHoro
[MOCBiYEeHHS)

1. Hassa nikapcekoro 3aco6y[AKPHUIITEI'A TABJIETKH, BKPHUTI INIIBKOBOIO

OBOJIOHKOIO 50/300/300 mr

2. 3agBHHUK

Maiinan Jlaboparopis Jlimiten, [naisn

3. Bupobuuk

IMai«inaH Jlaboparopi3 Jlimiten, IHais

4. [TpoBeeHi JOCTiKEHHA:

l Tak [] Hi AKWO Hi, oO0rpyHTYBaTH

1) Tun nikapcbKoro 3acoly,
3a AKHM MpoBoAMIacs abo
[UIAHYETHCS PeecTparis

Ulikapcekwuii 3aci6 3 dikcoBaHoo koMOiHaLI€O 3TiAHO 3 MYHKTOM
1 (mignynkr 1.5) po3ainy III ITopsaky, 3aTBepA:KeHOro Haka3om
ﬁVIiHiCTepCTBa 0XOpoHH 30poB's Ykpainu Big 23.07.2015 Ne 460.

5. [loBHa Ha3Ba KIiHIYHOIO
BUIPOOYBaHHS, KOAOBaHH
HOMEp KJIiHIYHOro
BUTIPOOYBaHHA

Jlocnimkenns OiloekBiBaJeHTHOCTI B OJHOKpaTHiM 1031 HaTule)
namiByquHy, TeHodoBipy  ausonpokcuny  ¢ymapary — Tal
nonyterpaBipy Tabnerku (300 wmr/300 wmr/50 wmr; Maiinan)
nopisuano 3 EITIBIP® ta6nerxku (300 wmr; ViiV), tabnerxu
BIPEAJI® (300 wmr; Tineaxm) ta TIBIKAM® (50 mr, ViiV) ¥
310POBUX JIOPOCINX HOOPOBONBILIB.

Konosanuii Homep KiiHiuHoro Bunpobyeanns: LTDD-16030

6. Pasza KiiHiYHOrO
BUITPOOYBaHHSA

Daza I, Jlocnimkenns 6ioekBiBaIEHTHOCTI

7. [lepion npoBeieHHA
KJIIHIYHOrO BUIIPOOYBaHHS

3 08 cepriust 2016 p. no 28 Bepecus 2016 p.

Brutiovarouy aHaliTHYHY YaCTHHY.

8. Kpainu, ne npoBoguiocs

K1iHiuHe BUnpoOyBaHHs

Kanana

MEPEKNAA 3POBAEHO

3 {AHO 3 OPHT IHANOM

AocToBiPHICTH

NEPEKRARY 3ACBIAYYD
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9. KinbkicTs gocnimKyBaHux

3arutaHoraHa: TpuauaTe mwicts (36) cy6’exTiB

takTuyHa: Tpuauare oaus (31) gocnipKyBaH#it 3aBepIIUB
TOCITi IKEHHS

10. MeTta Ta BTOpPHHHI I[iJi
KJTiHIYHOTO BUNpOOYBaHHA

MeToro nporo gociipxeHHs 6yno BHBUYEHHA GioeKBiBaJIeHTHOCTI
npenapary 1amiByJuHy, TeHO(OBipy Au3onpokcuiy dymapary Tal
nosyrerpasipy B Ttabnerkax 300 mr/300 mr/50 mr xommaii]
Maiinan y nopisnsuni 3 npenapatom Emisip® 300 mr, Tabnerxn
komnanii ViiV, BIPEAZI®, 300 mr, Tabnetkn xommnauii Gilead Tal
TIVICAY® xomnanii ViiV, 50 mr, Tabnerku nmicis ogHOpa3oBOro|
3aCTOCYBaHH:A, nepopanbHol A03u 300 Mr/300 mr/50 mr (1 x 300
mr/300 Mmr/50 Mr) namiByauHy, TeHOQOBIpY AH3OMPOKCHIY]
(ymapaty Ta gonyrerpaBipy tabneTok abo oaHOpasoBux 103 300
mr (1 x 300 mr), 300 mr (1 x 300 mr) Ta 50 mr (1 x 50 mr) Eniip®,
tabnerku, BIPEAJI®, ta6nerkm Ta TIBIKAN®, raGnerku
BiJIIOBiIHO, B YMOBaX HATIIE.

11. [uzaiiH  kiiHiYHOIrO

BUIIPOOYBaHHS

Lle 6yno BigkpuTe, 3 OJHOPA3OBMM 3aCTOCYBAHHSIM JiKapChKOIO|
3acoby, paHaoMi3oBaHe, JBONEPiOAHE, 3 IBOMA MOC/iI0BHOCTAMH,
nepexpecHe  jgocuimkeHHs  OioekBiBameHTHOCTI  TabieTOK
IaMiByJMHY ~ TeHO(OBipY  AuM30ompoKcHIy  dymapary Tal
nonyrerpasipy 300 wmr/300 mr/50 mr xomnawxii Maiinan )
nopieuanni 3 EITIBIP® ta6nerku 300 wmr, kommanii ViiV,
BIPEAJI® Tabnerku, 300 mr xomnanii FTIJIEAJ] ta TIBIKAI®,
rabnerkn 50 mr, xommanii ViiV, micns mpuitomy oxHOpasoBoil
nepopaiibHOi 1031 300 Mr/300 mr/50 mr (1 x 300 mr/300 mr/50 mr)
1amMiByMHY, TeHO(OBipy aOu3OmpoKcHiy  (ymapary Taj
ionyterpasipy abo ognopazosux 103 300 mr (1 x 300 mr), 300 mr
(1 x 300 mr) Ta 50 mr (1 x 50 mr) EITIBIP® ta6nerku, BIPEA/T®
rabnetku Ta TIBIKAW® Tabnerku, signosigno, sxi NpHAMAaIOTECH|
HaToieceple.

12, OcHoBHI
BKJTFOYEHHS

KpHTepii

3m0opoBi, dYomoBikW Ta/abo He BariTHi, MO HE BXKHUBAIOTH
TIOTIOH/HIKOTHH, JKiHKH-BOJIOHTEpH, fIKi HE TOAYIOTh TI'PYIIIO,
BikoMm Bif 18 10 55 pokiB (BKiII04HO), Barowo He meHme 50 kr (110
(yHTiB) 1714 90JI0BiKiB Ta He MeHIue 48 kr (106 GyHTIB) M1 }KiHOK,
3 iHgexcom Mace Tina (IMT) menme a6o mopirioe 30 kr/m?, ane
Ginbiue abo nopieuioe 19 kr/M%, sxi 6ynu Bu3HAHI 3,H0pOBPIMH Ha
OCHOBi (i3u4HOTrO 060Te>1<eHHﬂ J0 noanKy ROCHLIT

KJ1IHIYHUX 1a00paTOpHUX aHali3iB.

13. HocnimxyBanuid
Utikapcekuit  3acib, cmoci6
3aCTOCYBaHHA, CHna Ail

J . 3 .-‘I:- \‘i‘:j,.::.' 0
Cy6'eKTH OTpUMYBaIH 103y mzmnmya.n o g«mng»% an
XBUIMHM. J9 BBEJCHHs Ipenapary BHK "\clTOB
BOOM KiMHATHOI Temmepatypu. Ogmpasy '.'_F“T“%g
POTOBY MOPOXKHUHY Ta PYKH KOXKHOFO cy6 &Rt

?wmumﬁ/ ey

Josyeanns: Jlamisyaun, Tenodosipy nuzonpokcuny ¢gymapar Ta

Jlonyrerpasip Tabnerku, 300 mr/300 mr/50 PEPEKNAR 3POGAEHY

3TTANU 3 OPAT THANOM
AoctosirHicTe
NEPEKRAAY 3ACBIAYYD

Kinaveic H B L\
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14. Tlpemapat mnopiBHAHHSA,
no3a, crocié 3acTocyBaHH,
cuna ail

IEI‘[IBIP® tabnetky, 300 mr, BIPEAJI® ta6nerxu, 300

TIBIKAN® rabnetku, 50 mr. ITepopansno

15. CynyTHs Teparis

OnuH cy6’exT orpumyBaB AjieBe (HanpokceH) 220 Mr nepopajibHO
Big Oomo B JkuBOTI. JleTasi HaBeJeHi B TaOnuLi HIKYE.

16. Kpurepii OLliHKH
edexTUBHOCTI

Kpurepii oniHkH 6i0eKBiBaIEeHTHOCTI:

Ouinka GioekBiBalEHTHOCTI  BiAMOBiZaTHME  peryIATOPHHM
BMMOraM, BCTAHOBJIEHHM Y perioHi nopanns. 90% poBipumi
inTepBan ans cniBigHomenHs LSMeans nus CPEAK, AUCL i
AUCINF 1 gocnifkyBaHoro ta pedepeHTHOTO MpenapariB Mae
cranoButH Binx 80,00% po 125,00% ana npupoaHEX
ilorapuMiuHMX JaHMX U1 JaMiByAMHY, TeHO(OBipy Tal
oy Terpasipy.

17. Kputepii oninku 6e3nexu

Cy6'eKTiB pery/spHO ONUTYBAIM LIOAO HAABHOCTI abo BiICyTHOCTI
HeOaXaHWX ABMIN 33 JIOMOMOTOK  BiKPHTHX 3allUTaHb.
OnuTyBaHHd TNpPOBOAMIM MiCAs NpHiloMy mnpenapary Ta
imoHalMeHIe KoxHi 8-12 roaun nix yac nepeGyBaHHA B KIIHIIL.
[Tin 4ac CKpHHIHIOBOrO Bi3WUTYy Ta HANPHMKIHUI MOCHIDKEHHS
peectpyBany EKI" y 12 Binsenennsax. Bei yyacHuku noeunHi 6yiu
MPOATH MiCIANOCHTITHUIIEKE 00CTENEHHS, 1[0 BKIIOYAI0 MEIUYHE
00CTEKEHHS, BU3HAYEHHSA JKUTTEBO BAXIMBHMX MOKasHUKiB, EKI y
12 BizBeneHHAX Ta nabopaTopHe OOCTEXKEHHA NPOTATOM BOX
THXKHIB I1iCJI8 OCTAaHHBOT'O 3aIIaHOBAHOTO 3a60py 3pasKiB KpoBi.

18. CtatHcTHYHI MeTOAH

CTaTMCTMYHMIM  aHani3s  (apMaKkOKiHETUYHHX  MapameTpis
NPOBOJMJIM 3a MOMOMOrOK TMpOLEAYPH 3aralbHUX JiHiMHMX
moziened (PROC GLM) nporpamuoro 3abesnedenns SAS (SAS
Institute, Cary, NC). Moaens TecTye BIUIMB JIIKyBaHHS Ha CepejIHi
3HaueHHA napameTpiB npu anbda-pisui 0,05. [Tapamerpu: TPEAK,
KEL i HALFLIFE cratuctudso OynM npoaHanizoBadi 3
BUKOPHUCTAHHAM HeTpaHCPOpPMOBaHMX JaHuX. Takox Oynu
NpOAaHAli30BaHi MapaMeTpd MNPHPOJHOro  JiorapudMivHOro
neperBopeHHsa: LNAUCL, LNAUCINF i LNCPEAK. Bymm
NpoBEJEHI TECTH IS aHali3y CTATHCTHYHO  3HAYYIIHX|
BiMiHHOCTEH y (apMakoKiHeTHYHHX napameTpax i oA
BU3HAYEHHS [JOCHi/DKYBaHOIo Ta pe(bepeHTHoro CMiBBiHOINIEHB
thapMakoKiHETHYHMX mapameTpiB  3a ] ,, METORY
HaiiMeHIIUX KkBajparis. Jles'sHocTto (90%) Bi 1]
inTepsaiis Oynu moOGymoBaHi 3a Komomg
OJIHOCTOPOHHIX TECTiB [UIA OLIHKH cepe/if
MK JOCIIDKYBaHUM Ta pedepeHTHUM JTiRapc
BUMOIaM, BCTAHORJIEHHM PETi0HOM no,uaHH N  OCHOBHVUMH

'- . '3‘1,_ & 5
(bapMaKOKiHCTH‘{HHMPl 3MIHHHUMH JJIA OI.llHK @ -= % = THOCTI|
|y

e CPEAK i AUC. 90% reomeTpuunux l}bnmﬁw 1 irepBALi

BigHomeHHs (T/R) cepennix 3a metoaom3 FdfMéngimyp ye

AOCTOBIPHICTH
NEPEKAAAY 3ACBIAYYN

Kiuaveic y ﬁ\j\
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IANOVA AUCINF, AUCL i CPEAK, nepeTBOpeHHX y [IpHpO,ElHHﬁ]
morapudm, matote 6yt B Mexax Big 80,00% no 125,00%.

19. Jlemorpadivni
MOKA3HMUKM JOCITiHKYBaHOT
nmonysALil (cTaTk, BiK, paca,
TOLLLO)

'V gocnimKeHHI B3AIH y4acTh TPHAUATH wWicTh (36) 310poBHMX
YOJIOBIKIB i JKIHOK, fIKi HE BXKMBAIOTh TIOTIOHOBHX BUpOOiB. V|
UtocsipxerHi Opain yyacth YopHOIKipi, 6ini 1aTHHOAMEpHKaHIL
TaTHHOAMEPUKAHL Ta a3iaTH, cepeAHifl BiK AKMX CTAHOBUB 30|
pokiB, aianason: 21-54, cepenniii 3pict 166,6, nianazon mix 145,2-
186,7 i cepenns Bara 69,6, nianason mMix 48,9-98,3.

20. Peayneratn
e(heKTHBHOCTI

JlamiByaun n=31

cepeHe cepeHe LSMEANS 90%
napamerp apudmeruyHe | apudmeruyne | cniBBiiHOmEHHA | AoBipumi
(%CV) (%CV) (A/B)* inTeppan**
A=Maiinan B=EIIBIP®
AUCL 11106 (22.52) | 11772 (22.79) | 0.94 89.30% —
(ngshr/mL) 99.29%
AUCINF 11501 (21.75) | 12236 (24.48) | 0.94 89.01%—
(ng=hr/mL) 99.78%
CPEAK 2292 (34.36) 2421 (30.80) 0.93 86.98% —
| (ng/mL) 100.24%
KEL (hr™") | 0.1480 (41.39) | 0.1535 (49.19)
HALFLIFE | 6.775 (137.5) | 8.282(201.1)
(hr)
TPEAK 1.968 (47.40) 1.792 (44.89)
(hr)

* criisBinHOmEen s (A/B) = ¢ [LSMEAN of (LNA - LNB)] **gyyopucranuit napamerp
TIPHPOHOTO 10rapH(MITHOTO NepPeTBOPEHHA

Tenodosip n=31

cepeane cepeane LSMEANS 20%
apudmMeruyne | apudpmerutne | cniBBiAHOWEHHA | AoBipumik
TPANETE | %EY) (';.c‘b\n (A/B)* inTe:Bm**
A=Maiinan B=BIPEA/I®
AUCL 2302 (22.91) 2314 (25.34) 1.00 96.54% —
| (ngehr/mL) 103.79%
AUCINF 2462 (21.82) 2466 (25.39) 1.00 97.38% —
(ngehr/mL) 103.70%
CPEAK 314.0 (25.47) | 317.8(25.98) 0.99 91.85%—
| (ng/mL) 106.39%
KEL (hr™") | 0.0383 (14.67) | 0.0395 (15.84)
HALFLIFE | 18.54 (16.12) 17.95 (15.35)
(hr)
TPEAK 0.953 (33.64) | 0.863 (38.03)
(hr)

* cnisBinomenns (A/B) = e [LSMEAN of (LNA — LNB)] **Bukopacranuii mapamerp
TIPHPOAHOrO MOrapH(MIYHOIO NEPETBOPEHH

Joayrerpagip n=31

cepeHe cepeane Yo

apupmeTnune | apudMerHune LS.ME_: ¢ 7 ":‘ii'ﬁm,-‘,
napamMerp (%CV) (%CV) CINBBLK iHTEMT.'."'?E?

A=Maitnan | B=TIBIKA¥® | (A/B)}¥ hS S%
AUCL 51619 52871 1.01 Hf¢ B }
(ngshr/mL) | (25.12) (38.97) : 0
AUCINF 54883 55492 1.02 %= o7k
(ngehr/mL) | (27.34) (39.85) Y/ 5]
CPEAK 2531 2606 (28.91) 1.00
ng/mL) (21.01) 1526 .
KEL (hr?) [ 0.0448 0.0471 Nepeunad 2p h

3T 1AHO 3 OPHT [HANOM
docToBiPHICTD
MEPEKNALY 3ACEIAYY

Kinaypic H.B.

21




(18.70) (17.29)
HALFLIFE | 16.11 15.11 (15.57)
(hr) (22.12)
TPEAK 2.766 2.901 (70.95)
(hr) (33.97)

* CninpigHomenns (A/B) = e[LSMEAN of (LNA - LNB)] **pyoppcTanmit mapaMeTp
IPUPOIHOTO JIOrapuMiYHOTO NEPETBOPEHHS

Cepenni mma3zmoBi mnpodinmi cxoxi Mixk namiByIuHOM, TeHO(OBIpY
mu3onpokcuy (ymaparom Ta gomyrerpaBipom Tabnetku 300 mr/300)
mr/50 mMr xomnanii Maiinan Ta EITIBIP® ta6nerky, 300 mr xommnasxii
ViiV, BIPEAJI® Ta6nerku, 300 mr xommanii Gilead, Ta TIBIKAN®|
rabyiieTky komnauii, 50 Mr kommnasii ViiV.

JlocnipKyBaHi Ta npenapaTd NMOPiBHAHHA IPOAEMOHCTPYBAIH MOAiOHi
cepelHi hapMaKokiHeTHYH] mapaMeTpu Ta BapiabenbHiCTE.

21. PeaynbraTi 6€3neKku

Tpu (3) nobiyHi sBMINA KO BBEACHHA 03W Ta YOTHPHAAUATH (14)
noGiYHUX ABMIN TMicns BBeJEHHA JIO3W CHOCTepiraivci B
opuHaauaTH (11) cy6’ekTiB NpoOTAroM UBOro AOCIIAMKEHHS.
[ToGiuni edexktn Oyau nerxkoro crymeHs TsKKocTi., MoaHux
CMEpTEeBHUX BHUMNA/KiB, cepio3Hnx nobGiunux seum (CITSA) um
iHmMX 3Hauymux nobivnux seuu (ITA) He noBimommanocs.

Yotupu (4) I (miapes [2], ronoumit 6ine [2]) BBaxanucs|
ogHO3HA4YHO TnoB's3anuMu; aBa (2) [1d  (abpomiHanbHui|
nuckoMopt, 6:110BaHHA) BBaXKATMCS HMOBIPHO MOB'SI3aHUMU; OJIHE
(1) IS (6ine y BepXHil YaCTHHI )XMBOTA), AKE BBAKAIOCH MOMXKITHBO
nos'szanuM, T1a oxaHe (1) IIA (remaroma B Micui BBeJeHHS
KaTeTepa), AKe BBAKAIOCA HEMOB'A3aHMM 3 [EpOpallbHUM]
NpuiHoMOM JIaMiByAuHY, TeHO(OBipy AHU30NpoKcHITy pymMapary Ta)
ionyrerpasipy B Tabnerkax, 300 mr/300 mr/50 mr xomnasii
MaiinaH.

byno 3apeectpoBaHo apa (2) ITS (ronommmit 6ine [2]), sxil
BBKAJIMCA OJHO3HA4yHO noe's3aHuMu; oaHe (1) I1A (romoBHwmidl
Oinb), sKe BBaxkasocs iMoBipHO noB'szanum; oaue (1) ITA (6ins y
CNHHI), fKE BBAXAlOCA MOMKIMBO IOB'A3aHuM, i asa (2) I15|
(remaromMa cyauH y Micui myHkuii [2]), fKi BBaxanucs Hel
OB'A3aHUMHU 3 nepopanbuuM npuiiomom EITIBIP® Tabnerku, 300
mr komnasii ViiV, BIPEAJI® ta6nerku, 300 mr xkomnasuii I'inean i
TIBIKAM® ta6nerku, 50 Mr komnasii ViiV.

[ToBizomisiiocss npo Tpu (3) HebGakaHi sIBUMINA, IO BHHHUKIM JIO)
npuifoMy npenapary (3anamopoueHHs [2], myM y Byxax), ski Oynu
BapeecTpoBaHi 0 I104YaTKy 703yBaHHs nepiony 1 i TOMY]
BB@XAIOTHCH TAKMMHM, 110 He TMOB'A3aHi 3 )KO,I[HHM 3 MEeTO/IiB
TiKYBaHHS.

3aranoM namiByauH, TeHOGOBip Ta

MepeHOCUIMCA AK pa3oBa repopaibHa 103a 3 i [ »;3
rabnerka naMmiByuHy, TeHOGOBiIpY AM30MpPE ,%Iﬂd}'ﬁ&y:‘rpz
mosyrerpaeipy) abo pasosa go3za 300 mr (1 1 Q Mp,),b}QQ.MF (1, xj
300 mr) ta 50 mr (I x 50 mr) EITIBIP® %a¢
rabnerku  Ta  TIBIKAU®  Tabnerkn T ; (

3aCTOCOBYBAIMCA HaTIECepLe. NepE H 7 ﬂmﬂ’ ; B ﬂ EHb
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22. BUCHOBOK (3aKMIOYeHHS)

Vel CcTaTHCTMMHI aHallisM LUX JaHUX [0Ka3yloTh, o 90%)
IIOBIpYMX IHTEpBAiB 3HAXOAATHCA B MeXaX NPUHAHATHOIO)
GioeksiBanentHoro gianazony 80,00% i 125,00% ans napamerpis)
npupoaHoro  jorapu¢miyHoro  mepersopenns, LNAUCL,
LNAUCINF i LNCPEAK pns namiByauny, tenodoBipy T4l

101y TErpaBipy.

[le mgocmimxeHHs [EeMOHCTpYeE, 110 TableTKH JaMiByOUHY,
reHooBipy ausonmpokcuny Qymapary Ta momyrerparipy 300
mr/300 mr/50 Mr komnanii Maiinau e 6ioeksisanenraumu EITIBIPY)|
ra6nerkn 300 mr, xomnanii ViiV, BIPEAJI® TaGnerxku 300 mr
kommnanii [inean ta TIBIKAM®, ta6nerku 50 mMr kommnanii ViiV]
mics OJHOPa30BOro mnpuiioMy, mepopansHoi 103u 300 Mr/300)
mr/50 mr (1 tabnerka namiByauHY, TE€HOQOBIpY AM3OMPOKCHIY
¢dymapary Ta ponyrerpapipy) abo ogHopazosux ao3 300 mr (1
rabnerka 300 mr), 300 mr (1 Tabnerka 300 mr) Ta 50 mr (1 Tabnerkal
50 mr) EITIBIP® ta6nerku, BIPEA/I® Tabnerkn Ta TIBIKAM®,
TaGlIeTKH BiJNOBiJHO, B yMOBaxX 3aCTOCOBYBAaHHS HaTIecepLe.

3asBHUK (BIaCHUK
peecTpaniifHoro
MOCBiTYEHHA)

3 uudpoBuM nianucom Big Anilkumar Datla
(minmuc)
01.11.2022

(Aninkymap Jlatia)

TEPEKNAA 3POBNEHO
3r(AHO 3 OPHT IHANOM

AOCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD
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