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Jomarok 29

710 [opsimky npoBeneHHs eKCIIepTH3H
peecTpanidnux MaTepianis Ha JHKapchKi
3ac00u, IO 10/IaI0TECS HA JEPIKABHY
peecTpalilo (epepeecTpariito), a TAKOK
CKCIIePTH3U MaTePIaNiB PO BHECEHHS
3MIH JI0 PeecTpariitHux Marepianis
IIPOTATOM i peecTpamiifioro
TIOCBiAYEHHS

(myHKT 4 posniny IV)

3BIT
1po JOKJiHIYHI JochigKkennn

1. Hasea nixapcskoro 3acoGy (3a

HasBHOCTI - HOMEp peecTpauiiiHoro Tenodoripy anadenamin
[IOCBIAYEHH):

Ienepuanuii nikapeskuii 3aci6 3rinmo nyHkTy 1 (mamyskty 1.3)
posainy I Iopaaky wakazy MO3 Yxpaiuu Big 23 nmunms 2015 poKy

1) Tun nikapcekoro 3acoby, 3a AKUM
) P Y Ne 460.

nposoauiacs abo miaHyeTees

e i Tr & ; s . !
peecTpanul Pedepentunit nikapeskuit 3aci6: Vemlidy (TeHodoripy anadenamin;
Gilead Sciences Inc.).
2) npoBeeHi JOCipKeH s - Tak I HI  AKIO Hi, 60IpyHTYBaTH

JonaTkoBi OOKIIHIYHI JOCHiKEHHS He IIPOBOJMIIMCE | HE BBAKAIOTHCA HEOOXiTHUMH s wici 3as1BH Ha
AePHKABHY PEECTPALLIIO MEHEPUIHOIO JTiKAPCEKOro 3aco0y.

[IpencraBnennii 3asBHUKOM JiKapchKuii zaci Tenodosipy anadenamin, Tabnerxku 25 mr, mopibuuii 10
pedepentHoro nikapeskoro szacoby Vemlidy (Gilead Sciences Inc.) 3a cxnagoM akTuBHOI peyoBMHE Ta
[IPU3HAYCHUH MAMd JIKYBaHHA XPOHIYHOrO BIPyCHOro remarury B Y OOpOCHHUX I3 KOMIEHCOBAHMM
3aXBOPIOBAHHAM MeviHKM. TeHohoBip dochopamoeTses BHYTPIUHEOKTITHHNO 10 AKTHEHOIO MeTadoIITY
FTQHO@OBipy nudochaTy. AKHi € HYKICOTHAHAM iHriGiTOpoM 3BOPOTHOT TPAHCKPUNTASH, IO Ji€ MIIIXOM
KOHKYDPEHTHOI B3a€MOMIi 3 MPHPOAHMM CYOCTPATOM AE30KCHANEHO3UH Y'-tpudocharom. 3okpema, yepes
BI/ICYTHICTE 3'-riapoKcHibHOT rpynu Tenohosipy Audochar cnpuuuHAE IepeaYacHUii 06pUB TAHITOra mics

simovenns y sipycny JHK, o dopmyeTses 3a gonomoroso 3BOPOTHOI TPAHCKPUIITA3M Bipycy rematury B
(HBV).

Howiiniyny dapMakonoriso Ta TOKCHKOIOTIIO TeHO(oBipy anadenaminy dymapary Ta TEHO(ORIDY
OLIHIOBANM 32 Pe3yNbTATAMHM JOCTIUKCHB in Vilro Ta in vivo. OMyOIKOBAHUMH Y BiAKPUTOMY [OCTYIIL.
BICHOYAIONM TEpIIO/UKEpena Ta JOKYMEHTH [l TMONAHHA Y PeryisTopHi opramu. Xoua He 3aBXKIH
NOBIZOMIANOCA 0PO BiAnoBigHicTs BUMOram GLP. Ul Jai BBAXKAWCH HATSKHUMH [Id CXBATCHHS
PCIYJIATOPHUMH OpranamMu. TOMY BOHM BBAKAIOTECA NPUMHATHHUMHA A HMATBEpOKeHHS  Oe3IeKn
HIpE/ICTABIICHOrO 3aABHUKOM Mpenapary Tenodoipy anadenaminzy B Tabnerkax. HomarkoBuid momyx y
mepexi InTeprer Brmogas 6a3y nanux Hauiodanbuoi MenmyHoi 6i6mioTexu CIIA (ME AANE/TOXLINE),
noynHarouu 3 1965 poxy. [lix wac nporemenns takoro HOUIYKY OyJi BUKOpUCTARIETE «3

HEPEKARL 3POBAEHO
Ef*ié.a’?i?ii_? 3 OPMT IHANON

Accrogirnicts
REPENRARY 3ACBIAYYY

Kissvoie H.B,




000002

Laboratories Limited.

anadenamin dymapar» (CAS # 1392275-56-7), «renoorip» (CAS # 147127-20-6) Ta saransHONpHiHATI
cunonimA. [Towmyk 6yro 3asepmeno 9 mororo 2021 POKY.

Tenodosipy anadenamin mae 106pe BuBYeHe KIiHiuHe 33CTOCY BAHHS K aHTHPETPOBIPYCHHUH 3acid i go6pe
OXapaKTEPU30BAHUM Y NOKIIHIYHMX JOCHiKeHHsX. HaseHa indopmauis crigumrs Mpo CHPUATIUBHEH
IpOQink PU3MKY/KOPUCTI HaHoro mikapewkoro 3acoby npu 3aCTOCYBaHHI 3a mMoKasauHHaMu. Takox Gymo
3po0NEHO0 BUCHOBOK, IO JOJATKOBI MOIMOMIMKHI PE€YOBHHY Ta IOB’A3aHi 3 HAMU NOMIIUKM HE CTAHORISTE
3HA4HOI 3arpo3u Ang Gesnexu abo edeKTHBHOCTI MpH 3acCTOCYBaHHI AAHOTO nikapcekoro 3acody. Taxum
YHHOM, JOJATKOBI JOKTIHIYHI JOCTIIKCHHS He BBAXKAIOTECS HeOOXITHUMH I M ATBEPIKEHHA 11i€] 3a1BH HA
ACPXKABHY peecTpawito nikapeskoro 3acoby Tenodosipy anadenamin (tabrerxu 25 MI) BUpoOHHUIITBA Mylan

2. @apmakonoris:

1) nepsuHHa (apMaKoauHamika

2) BTopuHHa papMakoguHamMika

3) dapmakonoris Ge3nexu

4) papmaxogunamivni B3aeMomil

|3. DapMaKOKiHETHKA:

1) anamiTuyHi METOIMKY Ta 3BITH
00 iX Bamiganil

2) BCMOKTYBaHHSA

13) posmomin

!4) Metabomizm

5) BUBEIEeHHA

6) dbapmakoKiHeTHYHI B3aEMOLIT
(moxmiHiyHi)

7) inwi papMakoxineTHaHi
JOCHiKeHHS

4, Toxkcuxomnoris:

1) TokcuaHicTs ¥ pasi oxHOpaszoBoro
BREJCHHS

2) TOKCHYHICTb y pa3i HOBTOPHUX
BBEJICHb

3) reHOTOKCUYHICTS:

§in vitro

(i Vivo (BKITIOYaI049H JOAaTKOBY
|OUIHKY 3 TOKCHKOKIHETHKH)

|4) KaHLIEPOreHHICTE:

Enosroc*rpomai DOCHIKEHHS

KOPOTKOCTPOKOBI 10CHikeHHs 200
HOCHIKEHHS CepeIHbOi TPURAIOCTI

IOJATKOBI JIOCIiKEHHS

L

r
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5) penpoIyKTUBHA TOKCHYHICTE Ta
TOKCHYHHIA BILUTMB HA POSBHTOR
NOTOMCTBA:

BIUIMB Ha GepTUNBHICTE i paHHii
eMOpioHanBHAIT pO3BUTOK

eMOpPIOTOKCHYHICTE H

MpeHaTalbHa | NOCTHATAIEHA
TOKCUYHICTE

AOCTIDKEHHA, IPH AKKX Mpenapar
YBOIMTECH NOTOMCTRY
(HecTareBOpinuUM TBapHHAM) Ta/a60
OLLiHIOETECA BiananeHa s

6) MiCIIeBa NEPEHOCUMICTE |

7) n0maTKOBI JOCTIIKEHHS
TOKCHYHOCTI:

AHTUIEHHICTE (YTBOPEHHS aHTATIN) H

IMYHOTOKCHYHICTE ”

JNOCIIDKEHHS MEeXaHi3MIB il

JiKapChKa 3aJexHICTh

TOKCUYHICTE MeTaboTiTiR

TOKCHYHICTH NOMIIIOK ||

iHme

5. BHCHOBKY MO0 JOKIIHIYHOTO
BUBUYEHHS

3ag9BHUK

(BMaCHMK peecTpariifHoOro MoCBiTUCHHA)

Ashutosh Kumar

(I1.1B.)
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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 . .

registration certificate, if (Tenalnnr. Maltnantide

available):

1) type of the medicinal Generic medicinal product according to item 1 (sub-item 1.3) of

product, by which section 111 of the Procedure of Order of the Ministry of Health of Ukraine dated

registration was conducted o1p3 (72015 No. 460.

planned
Reference medicinal product: Vemlidy (tenofovir alafenamide:
Gilead Sciences Inc.)

2) Trials conducted [l yes XZ no  Ifnot, substantiate

No additional nonclinical studies were conducted or deemed necessary for this application of a generic drug
product.

The applicant’s Tenofovir Alafenamide tablets 25 mg formulation is similar to the reference product

t:v' emlidy (Gilead Sciences Inc) in terms of composition of the active substance and is indicated for the
treatment of chronic hepatitis B virus infection in adults with compensated liver disease. Tenofovir is

‘[phosphorylated intracellularly to the active metabolite tenofovir diphosphate which is a nucleotide reverse ‘
{ranscriptase inhibitor by competitive interaction with the natural substrate, deoxyadenosine 5’-triphosphate. |
iSpeciﬁcalIy, due to the lack of a 3"-hydroxyl group, tenofovir diphosphate causes premature chain ‘
termination following incorporation into nascent viral DNA by the hepatitis B virus (HBV) reverse

;!transcriptase.

i
i

\The nonclinical pharmacology and toxicology of tenofovir alafenamide fumarate, and tenofovir were
assessed from results of in vitro and in vivo studies reported in the public domain including primary
literature and regulatory submission documents. Although GLP-compliance was not always reported, these
data were considered adequate to support regulatory approval. They are therefore considered acceptable to
support the safety of the applicant’s tenofovir alafenamide tablets. Additional searches of the internet

ST1AHO 3 OPKT 1RANOM (PATISLII
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included the US National Library of Medicine database (MEDLINE/TOXLINE) back to 1965. Tenofovir
alafenamide fumarate (CAS# 1392275-56-7), tenofovir (CAS# 147127-20-6), and common synonyms for
these were used in the conduction of these searches. These searches were completed October 29, 2024

Tenofovir alafenamide has an established clinical use as an antiretroviral agent and has been well
characterised in non-clinical studies. Available information indicates a favourable risk/benefit profile for its
intended use. It was also concluded that additional excipients and associated impurities do not pose any
significant safety or efficacy hazard under the conditions of use of the product. As such, no additional

nonclinical studies are deemed necessary in support of this application for Mylan’s Tenofovir Alafenamide
(25 mg) tablet.

2. Pharmacology:
(summary from literature)

1) primary
pharmacodynamics

2) secondary
pharmacodynamics

3) safety pharmacology

4) pharmacodynamic
interactions

3. Pharmacokinetics:
(summary from literature)
1) analytical procedures
and reports on their 5
validation

2) absorption -

3) distribution

4) metabolism

13) excretion o

|
“6) pharmacokinetic
interactions (nonclinical) -

7) other pharmacokinetic
studies

4. Toxicology:

1) Single dose toxicity -

2) Repeat dose toxicity

H.B.EIHAYP]
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3) Genotoxicity:
in vitro and in vivo
4) Carcinogenicity:

5) Reproductive and
developmental toxicity:

effects on fertility and
early embryonic -
development

6) Local tolerance -

7) Other toxicity studies: s

antigenicity (antibody
response)

immunotoxicity -

study of the mechanisms
of action

drug dependence "

toxicity of metabolites .

toxicity of impurities -

other j

5. Conclusions on non-
clinical study

See Electronic Signature Manifest

Applicant (Marketing {signature)
Authorization Holder) Ashutosh Kumar
(full name)
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Mylan Laboratories Limited

Clinical Research Centre, Saradhi Chambers
A4-Rukminipuri, Near Poulomi Hospital

Dr. A.S Rao Nagar, Hyderabad-500 062

Tel: +91-40-3049 2900, Fax: +91-40-2713 8562

Honarok 30

1o Iopsaaky npoBeneHHS eKCIIepTH3H
PeECTpaNiiHuX MaTepianis Ha JTiKapchKi
3aco0u, o TMOJAIOTCS Ha JIEPKABHY
peecTpairo (IepepeccTpaliio), a TaKox
SKCTIePTH3H MarepianiB PO BHECEHHA
3MiH JI0 peecTpaliiiHux MaTepiais
IPOTATOM Jii peecTpamiiHoro
TIOCBITYeHHS

(myHKT 4 posminy IV)

3BIT
PO KJiHiYHe BUNPoOyBaHHsH

1. Haspa nixapcebkoro zacoby (3a
HAsABHOCTI - HOMEp peecTpauiiioro
MOCBIIIEHHA)

Tenodoripy anadenamin

2. 3agBHUK [Maiinan Jlabopatopis Jlimiten, lupis
EBHPOﬁHHK ;IMaFmaH Jlaboparopis Jlimiten, lanis

4. IlpoBeneHi gocmimKeH s

1 T ~  HI SKIIO Hi. 06rpyHTYBaTH

1) min nikapcekoro 3acoby, 3a SKuUM
(IpoBOAMIACA 200 MNAHYeThCA
peecTpanisa

leneprrannit nixapesxuii 3aci6 srigso nynkry | (migmymxry 1.3)
pozainy III Mopsinky makasy MO3 Ykpainm gig 23 munas 2015 POKY
Ne 460,

Pedepentunit nixapeekuit 3aci6: Vemlidy (TenodoBipy anadenamin;
Gilead Sciences Inc.).

15. IlorHa Hazea KniHivHOTO
BUNPOOYBAHH, KOJAOBaHMIA HOMEp
KJHHIYHOTO BUNPOGYBaHH

Binkpure 36anaHcoBame paHIOMiZoBaHe [iepexpecHe 3 JBOMA
nepiofamu, AROMa HOCHIZOBHOCTAMHM JIOCIKEHHA
OIOEKBIBANEHTHOCTI  OJAHOPA30BOT  [O3M  JBOX npelaparie
Tenogoripy anadenaminy. Tabierku 25 mr, BUpOOHUIITBA Maiinan
JlaGoparopis Jlimiten, lumis, i Vemlidy® (Tenodosipy amadenamin),
1abnetkn 25 mr., supobuuurea Gilead Sciences Inc.. ®ocrep-Ciri,
Kanipopuin 94404, CIIA, npm npuifomi Hatue 300POBUMU
AOPOCIIHMH 100POBOIILLIAMH.

[Ipoext Ne C16410.

E

6. Dasa KIHIYHOTO BUNIPOOYBAHHS

| ®aza [ (nocitimpxenns DioeKBiBaNIEHTHOCTI)

7. Tlepios npoBeeHHs KITIHIYHOTO
BANPOOYBaHHS

317 manns 2017 p.
1o 26 nunug 2017 p.

Corporate Office: Plot no.564/A/22, Road No.92, Jubilee Hills J&QQ@%}{}Q,‘QOGD?A}T 'l"ﬁ]f%gana Statt;{ffﬁdi o
Tel: + 91-40-3086 6666, 23550543, Fax: +9] t40)! BALIY 750

_’ +91540:5086 6699 ¥ 1L

ITEARG 3 OPMT IHAROM Hf
AGCTOBIPHICTE '

BEPERRARY 3ACHIRUYD /

Kiuwsvyeic H.B
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Mylan Laboratories Limited

Clinical Research Centre, Saradhi Chambers
A4-Rukminipuri, Near Poulomi Hospital

Dr. A.S Rao Nagar, Hyderabad-500 062

Tel: + 91-40-3049 2900, Fax: +91-40-2713 8562

8. Kpainu, se npoBouiocs KiiiHiyHe
BUNIPOOYBAHHS

Iumis

9. KipkicTs qocmimxyanmx

Sannanosana: 72 300pPOBHX T0OPOBONBIIIE.
@akruyHa: 70 300poBUX 10OPOROJBLIE.

10. Meta ta BTopuimi mimi
KTiHIYHOTO BUMpoOyBanms

OcHOBHa MeTa 4aHOro MOCHIDKEHHA: OIHATH O610€KBiBATEeHTHICTE

npenapary Tenodosipy anadenamin, tabnetku 25 Mr, BUpoGHUIITEA
Maiinan JlaGoparopiz Jlimiren, Immis, i Vemlidy® (Tenodoripy
anahenamin), tabnetku 25 Mr, BupobHuTra Gilead Sciences Inc.,
@ocrep-Ciri, Kanidopnis 94404, CIIIA, npu nepopaisHOMY npHiiomi
HATIIE 310POBHMH JOPOCIHMHU TOOPOBOIBLAMH.

Bropuuna uink: MoHiTOpUHr nobidrux edexTir i 3abesnevenms
De3mexu JOCIiIKyBaHuX.

11. Iuzaiin kniHig9HOrO
BUITPOOYBAHHA

Binxpure 36anancosane paHIoMi30BaHe 3 MBOMA nepiogaMu, ITBOMa
TIOCIOBHOCTAMK [EPEXPECHE JOCIIKEHHS 6i0eKBiBaNeHTHOCTI
OTHOPa30BOi 03U JBOX MpPEMapaTiB IPU MEepOpaibHOMY NpHiioMi
HATLIE 3IOPOBUMH AOPOCIHMH JI0OPOROIBILIMA.

12. OcHoBHI KpuTepil BKIIOYEHHS

3n0posi Aopocii nobpoBonbui BikoM Bl 18 1o 45 pokie (obuasa
SHAYEHHA BKIIOYHO). Ingexc macw Tima > 18,5 kr/m? 1 <24.9 kr/ms,
maca Tina = 50,00 xr.

* Jo6poBonbui 3 XOPOINMM 3araJbHUM CTaHOM 3IOPORB'S,
BUICYTHICTIO KJHIYHO 3Ha4ylIMX 3aXBOPIOBAHB, BH3HAYECHUX
IAXoM 300py OETanbHOTO MEAMYHOrO aHAMHE3Y, HOBHOIO
}isukansHoro o6CTeXEHHS T4 NaBopaTOPHOrO CKPUHIHIY,
POBEAEHHX MPOTAroM 21 AHs 110 HOYaTKy HPHAOMY JIKAPCHKMX
3acobiB y nepiox 1.

*  3moposi gopocii foOpoBosbLi Bikom Big 18 1o 45 pokis (0Gusa
3HAYEHHA BKIIOYHO).

* lumexc macu Tima > 185 kr/m® i <24.9xr/mM. maca Tima
> 50.00 xr.

* Posrnapanace ywacts moGpoBOJLLIB, KaiHiuHi maGoparopHi
MOKA3HUKK AKHX OYJM B MEXAaX HOPMAIBHUX 3HAYEHD, A YYaCTh
A0OpCBONBLUIE 3 KIHIYHO  HESHAYYIUAMH  KIHIYHUMU
JTaGOPATOPHIMU TOKA3HHKAMH PO3TIANANACA JHILE Y PiAKICHUXK
BUNAJKAX Y pasi JOCTATHROrO 00IpyHTYBAHHS.

*  [Hobposouibui, siki He npuitmanu Gy 1b-9KUX TKAPCHKUX 3ac00iB
460 pOCIMHHMX MpEenaparis, 3a3HAYEHMX AK NPOTHUIOKA3aHi y
MAPKYBAHHI IHHOBAUIMHOTO JKAPCHKOro 3aco6y.

*  Hopmaneni pesynsrati EKT, pentrenorpadii rpyanoi kinitku ta
[IOKA3SHUKH XUTTEBO BAXIMBUX (DYHKIL.

*  Hexypsui Ta 0cobu, SKi He BKHBAIOTE AJIKOIOIb.

Corporate Office: Plot no.564/A/22, Road No.92. Jubilee Hills, ]—Eydgrab}ggégq()étl. Telangana St; 4
Tel: +91-40-3086 6666, 23550543, Fax: +91140:308616699 3 7 05 HE H

anAr
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Mylan Laboratories Limited

Clinical Research Centre, Saradhi Chambers
A4-Rukminipuri, Near Poulomi Hospital

Dr. A.S Rao Nagar, Hyderabad-500 062

Tel: +91-40-3049 2900, Fax: +91-40-2713 8562

*  HoGporonsii, 35aTHi eeKTHBHO CHIIKYBaTHCA TA TOTOBI HAAATH
iHhOpMOBaHY 3romy.

*  JoOpoBosbll, rOTOBI JOTPHMYBATHCA BUMOT IIPOTOKOMY, IO
MiATBEPIKYETECA  IHOPMOBAHOIO  3rONOK0,  CXBAICHOIO
Hesane:xHuM KOMITETOM 3 eTHKH.

13. Nocnimxypanuii gikapehkuii

3aci0, crocib 3acTocyBanus, cuaa gii

Tenodosipy —amademamin, Tabmetkw, 235 Mr, mepopalbHO,
ozHopasoso (1 x 25 mr).

Y feH» npuiioMy BifOBiZHO O MmaHy paHmoMisamii 310poBi
f00pOBOIBI Y HONOKEHH] CHIYA NPUiMATH OHOPA30BY A03y ab0
MIOCTI/PKYBaHOTO JiKapcekoro 3acofy (A), abo pedepentHOro
mikapceKoro 3acoby (B), sammearousm 240 Mu BOOM  KiMHATHOI

TeMIEepaTypH.

14. Ipenapat nopiBHAHHS, 1033,
croci 3acTocyBanus, cHiaa ail

Vemlidy® (tenodoripy anadenamin), rabnetu, 25 mr, [IEPOPAIILHO,
oaHOpaszoso (1 % 25 Mr).

Y gens npuifomy BimmoBiZHO g0 ruamy pamgoMizanii 3moposi
0GPOBOITBI y MONOXKEHH] CHISYM NPHIMATA OTHOPA30BY 03y a60
JIOCTI/DKYBAHOTO  JKApCEKOTO 3acoby (A), abo pedepentaoro
mikapceKoro 3aco0y (B), samuBarouu 240 Mm BoaM KiMHATHOL
TEMIIEPATypH.

115. CynyTHd Teparis

Komen 3 jocuipicyBanyx He MpHiMAB CyITy THIX TiKapChKHX 3aC06iB. |

|16. Kputepii otiinku edexTuBHOCTI

DapMaKOKiHETUKY KOXHOTO TiKapchKoro 3acoby onimioBamm
HIIAXOM BH3HAYeHH: Olomoctyrmocti teHodosipy anadenaminy ta
TEHOMORIPY B IUIA3MI KPOBI.,

Ockinbku MeTo0 jochimkenus Oyno MOPIBHATH Ta ONIHUTH
GlOEKBIBANEHTHICTE Ta OXApAKTEPU3YBATH (apMaKOKiHETHUHMIA
npodib KOCTIHKYBAHOIO Ta pedepeHTHOro npenapaTlB TeHOOBIpY
anadenaminy. Tabrerok 25 Mr, [yt oniaky GioeksisanenTHOCTI Oymu
PO3paxoBaHi HaBeAeHi HIKYe (hapMaKOKIHETHYHI IapaMeTpH.

Hepsunni sminsi: Cmax, AUCo11a AUC)-00.

Bropunni sMinsi: Tmax, t12, Kei ta AUCe, Gxtrap obs.

bioexiBaienTHicTs JocmimiyBanoro sikapeskoro sacoby (A) i
pe(hepeHTHOrO JIKapCLKOro 3a006y (B) mpu 3acTtocyBanHi HaTine
BCTAHOBMIOBATACk,  akwo 90 %  jgopipwi  iuTepBanmd  ams
CIHBBIAHOINCHHS CepesiHix FCOMETquHuX 3HA4YEHb 33 METONOM
HOHMCHIIMX KBagpatie  norapudmiuxo-tpancdopMoBanux o,
AUCo+ 1a AUCo.inr Tenodoipy anadenaminy nocmimkysatoro Ta
pedepeHTHOrO  Jtikapchkoro 3acoly MOTPAIUIM  y  AianasoH

OPMAHATHEX 3Ha4edb 80,00 %—125.00 %.

Corporate Office: Plot no.564/A/22, Road No.92, Jubilee Hills. J.:[ydurahad 500034. Telangana Sta‘tfy lnehfr*

Tel: +91-40-3086 6666, 23550543, Fax: %9]-:40 3&8% 66991F NN E ‘H}
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Mylan Laboratories Limited

Clinical Research Centre, Saradhi Chambers
Ad4-Rukminipuri, Near Poulomi Hospital

Dr. A.S Rao Nagar, Hyderabad-500 062

Tel: +91-40-3049 2900, Fax: +91-40-2713 8562

17. Kpurepii orinku Geznexu

Kniniyge 0oOCTEXXEHHA MPOBOAMIOCH nepel BKIIOYEHHAM Y
MOCII/UKEHH, Mepe]] BHIIOYeHHsM 3 fociipkenns. Kpim Toro, min
1ac OliHKH No6ivHNX edekTiB Oyio MpoeieHo KIiHiuHe 06cTexeHHs
MOCILLKYBaHOTO HOMep 60.

ApTepiaNbHUil THCK, YacTOTy HyNECY TA OPANbHY TEMICPATYpY
BUMIPIOBATH Mepe/l BKIIOYEHHSM Y JOCT{DKEHIS, epe IPHHOMOM
JLKapCHKOro 3aco0y Ta MNepesl BHKIOUCHHAM 3 JOCTIDKEHHS Y
KOJKHOMY POl TOCTIiHKEH .

AprepiateHuil THCK Ta 4acTOTY IMyNECY BHMiprOBamM 4epes 1, 2 ta
3 ropuuu (y Mexkax + 45 XBHIHH) MicIs TP oMy JTIKaPCHKOro 3acody
B KOKHOMY IIEPioJil MOCIiIKEHHES.

EKT" peectpysanu nepej 3aBeplieHHAM OCTAHHBOTO NEPIOY.

Jlmst Gesnexu HOCTiDKYBaHUX HANPHKIHL{ OCTIZUKEHHS Binbupamu
3pasKu KpoBi (npubnusHo 8 Mu Kposi).

18. CrarveTruni MEeTOU

ITlix wac dapMakoKiHETHYHOro Ta CTATHCTHYHOTO AHATIZY LA
OLIHKY (apMAKOKIHETHIHIX MapaMeTpiB TeHoQOBIpy anaderamiy Ta
TeHO(DOBIPY BUKOPUCTOBYBAMA (GaKTUYHMI Hac BiNOOpY 3pasKiB KpoBi,
AKHHA OﬁqﬂCJI}OBaﬂH 3a JONOMOIOI HEKOMOApPTMEHTHOI Mojemni
nporpamu Phoenix” WinNonlin” sepeii 6.3.

Jlorapudmivno Tpancdopmorani dapmakokineTiuni napamerpu
Crmax, AUCo- 12 AUCo.nr TenooBipy anadenaminy ta teHodoripy
niggasany aucnepcifinomy asanmisy (ANOVA) 3 BUKOPUCTAHHIM
SAS™ 9.2. Monens ANOVA BKmO4aIa MOC/TiIOBHICTD, JKapCEKUiA
3aci6 i mepiox sk dikcorani cdextv, a 3q0poBoro aoGpoBOIBLA
(MOCMIAORHICTE) AK BUNAAKOBUH e(eKT.

[lepion ta edextn niKyBaHH:/TiKapehKoOTo 3acoby AOCTImAKYBAIH 3
5 % piBHEM 3HAYYHIOCTI.

19. Hemorpadiuni nokasHuKu

JNOCHIKYBaHOT NONYJIALIT (CTaTh,

8IK, paca, ToIm0)

[TpoBepeno cxpuuiHr DoCTaTHBOI KUILKOCTI OOPOBOJBLIB, HKi
Baxkanu B3ATH y4acTh y ocHiKensi. ¥V nociimKenys YU BKIIIOYEHI
72 pobposonsug + 3 pojarkoeux jgoOposossiis (peseps-1 11, [V)
iHAiHCBKO-a31aTCHKOT pacH.

by Binibpaui ocobu wonmomidoi crari, HeKypamli; cepenHiii Bik
CTaHOBUB 29 POKiB, MIHIMAIILHUH BiK — | 8 poKiB. a MAKCHMAJLHUIA BIK
— 44 pokwu; cepenHiii 3pict cranosus 168.4 oM, Maca Tina — 64,74 kr.

Corporate Office: Plot no.564/A/22, Road No.92. Jubilee Hills, Hyduabad 3000?4 It,]angana Slat@"{ﬁdna
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20. Pe3y/ibTatu eeKTUBHOCTI

Cepemui  3mawenHs 1  craHpaprai  Bigxunewns  (CB)
(apMaKkOKiHETHYHHX NapaMeTpiB, BU3HAYEH! A JOCIIIKYBAHOTO
(A) i pedpepentroro (B) nmixapcskoro 3aco6y, HABEIEHO HIDKYE.

Han Tenodosipy anadenaminy
I 90 % B i |An .
spanerp €OMETPHYHE CepelHE 33 METONO0M = (A/p) [BeyTpi ocrepi
3 HAMEHIIEX KBAAPATID Aobipwl s/ |MHBOCY |opHA
(ommammi) ; %o .
; iHTepBaIn "EKTHH  [MOTY#KHiC
Nocmia N [Pedepenr | o A #CV % e (%)
E:ymmﬂ mil JI3 nopisaamo 3
i JI3 B) B)
(A)
Crax 382,683 70 94312 70 [88.43- 97,11 339 989
(Er/aam) 106,52
AUC. 220,714 70 22928 70 91.45- 99,0 28,7 99,8
HE*COY/M) 107,18
AUCOint 25,581 | 68 30271 69 | o1.78- 993 [ 279 998
HOTOI/MIL) 107.36

A Tenodosipy

g{) o, I
Hapamerp [comerpusme cepexsic 3 Meronom J CAkarniel (A/B) Bryrpi  |Amocre
( oﬂim;aui! HaiiMEHINEX KBAXPaTis inTepnany : o, |mubocy piopma
PE— %’GKTR OTYHH
- N [Pedepens N (A i Y icre
MYBAHH i JI3 AOPIBHAIO 3 (o)
it JI3(A) (B3) )
Smax 7.919 0 [7.636 70 97.69- 1037 214 100.0
M) 110,08
AUCH, 191,667 70 [185.164 70 97.75- 1035 205 100.0
{ HF*TOI ML) 10961
AUCO-inf 204,390 70 51216 70 99 38- 1652 20.6 100.0
{ HT*COM MIT) 11146

Hocnimkypanuit nmikapeekuil 3aci6 (A) Tenodosipy anadenamin,
TabueTku 25 Mr, supoGuuTea Maitnan JlaGoporopis Jlimiten, Inis.
IpH NPHHOMI HATIIe BIAMOBINAB KpUTEpiaM GioexBiBaneHTHOCTI 3

pedepenTHuM nikapcekuM 3acobom (B) Vemlidy® (renodosipy
anagenamin), Tabrerku 25 Mr, pupobuunTea Gilead Sciences. Inc..
Docrep-Ciri, Kanidopuia 94404, CIIIA.

Corporate Office: Plot n0.564/A/22, Road No.92, Jubilee Hills, Hyderabad-500034, Telangana Stqﬁtgﬁi;d;xglr'
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[porsarom yceoro pocmimxeHHs Gyno noBizoMIeHo npo 1Ba
nobivruX edextr (onun —y mepiozi | nepebyranmns B crarionapi Ta
OJTHH TIiJ 4ac OL[HKY Oe3IeK MiciIs JOCiKeHHs).

Yci 3apeectposani moGiuni edekTH 3a xapakTepoMm Gy TErkoro

CTyMEeHS i, MOXKIUBO, Oy MOB's3aHi 3 JOCiLKYRaHIM TIKapCBKUM
3aC000M.

3 nBox mobigumx edexTis, omuH, 3apeecTpoBaHMi y mepion |
nepeOyBanHa B cTalioHapi, 3HMK Oe3 Hacminkis. OmuH noGiHmit
21. PeaynbTatu Gesmexu e(heKT micd TOCIiDKEeHHS Y TOCIIi IKyBaHOTO Homep 19 3arepmuscs
26 s 2017 poxy.

Ilix wac pocmimkenns Ta OMIHKM GE3NEKH IMCIL HOCHLKEHHS He
3apEECTPOBAHO CEPHO3HUX NOOIYHIX e()eKTIB Ta IETATEHUX BUNAKIE.

Y nanoMy JOCHiDKEHHI OXHOpa3OBa 034 JiKAPCHKOro 3acoly
Tenodoeipy anadenamin, Tabmerku 25 Mr, n0o6pe mepeHOCHIACH
3A0POBHUMHE J0OPOBONBIAMH NPH MPHHOMI HATIIE.

Bwxozsuu 3 oninku Gesnexw, gocimKysannii Tikapebkuii 3aci6 (A)
€ TaKkuM ke OGesnedrm, sk i pedepenTruii ikapcskuii 3aci6 (B).

Hocnipxysanuit Jikapeekuit 3aci6 (A) Temodopipy amadbenamiz,
Tabnerku 25 mr, BupoGHuLTRa Maiinaun JlaGoparopis Jlimiten, Inmis.
MOPIBHAHO 3 pedepeHTHHM mikapcskum 3acoGom (B) Vemlidy®

22, Begronok (S THMEHI) (TeHooripy anadenamin), tabGnetku 25 Mmr, BupoGuuuTea Gilead
Sciences, Inc., @ocrep-Citi, Kanidopuiz 94404, CIIIA. signorimas

KpurepisM 0i0eKBiBANEHTHOCTI NpH NpUIfoMi HATIIeE.

3agBHUK
{BJIACHHUK pecCTPaLiiiHOrO NOCBiYeHHs )

(migmuc)
Anilkumar Datla,
l"onopunit Menemkep PKDM
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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 certificate, if
available)

Tenofovir Alafenamide

2. Applicant

Mylan Laboratories Limited. India

3. Manufacturer

Mylan Laboratories Limited. India

4, Trials conducted:

M yes Z no I not. substantiate

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

Generic medicinal product according to item 1 (sub-item 1.3) of section 11 of the
Procedure of Order of the Ministry of Health of Ukraine dated 23.07. 2015 Ne
460.

Reference medicinal product: Vemlidy (tenofovir alafenamide: Gilead Sciences
Inc.).

5. Full name of the Clinical
Trial, clinical trial code

An open-label. balanced. randomized, two-treatment. two-period, twosequence.
single-dose. crossover oral bioequivalence study of Tenofovir Alafenamide
tablets 25mg of Mylan Laboratories Limited, India with VEMLIDY® (Tenofovir
Alafenamide) 25mg tablets of Gilead Sciences, Inc. Foster City, CA 94404 in
normal healthy adult human subjects under fasting conditions.

Project Number: Cl6410

6. Clinical trial phase

Phase-1 Bioequivalence studies

7. Period of the clinical trial

from 17" Jul 2017 i1l 26% Jul 2017

8. Countries where the clinical
trial was conducted

India

9. Number of study
participants

planned: 72 subjects actual; 70
subjects

/1, 'f'.ﬁ

Corporate Office: Plot no.564/A/22, Road No.92, Jubilee Hills, Hyderabad-500034. Tpldngana&dte l[ldﬂi g RN
Tel: +91-40-3086 6666, 23550543, Fax: +91-40-3086 6699
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10. Goal and secondary
objectives of the clinical trial

The Primary objective of the study is to evaluate the oral bioequivalence of
Tenofovir Alafenamide tablets 25mg of Mylan Laboratories Limited, India with
VEMLIDY® (Tenofovir Alafenamide) 25mg tablets of Gilead Sciences, Inc.
Foster City, CA 94404 in normal healthy adult human subjects under fasting
conditions.

The Secondary objective is to monitor the adverse events and to ensure the safety
of the subjects.

11. Design of the clinical trial

An open-label, balanced, randomized, two-treatment, two-period, twosequence,
single-dose, crossover oral bioequivalence study in normal healthy adult human
subjects under fasting conditions.

12. Main inclusion criteria

* Normal healthy adult human subjects aged between 18 to 45 years
(inclusive of both). Body mass index of > 18.5 kg/m2 and < 24.9 kg/m2,
weight 2 50.00 kg.

* Subjects who were not taking any of the drugs or herbal products
contraindicated on the innovator product labelling.

* Non-Smokers & Non-alcoholics.

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

Tenofovir Alatenamide tablets 25mg, administered orally, single dose
(1%25 mg).

4. Comparator, dose. method
of administration. strength

Vemlidy"” (Tenofovir Alafenamide) tablets 25mg, administered orally, single
dose 25mg.

15. Concomitant therapy

| None of the subjects received concomitant medication.

16. Efficacy evaluation
criteria

The pharmacokinetics of each formulation was evaluated by the estimation of
bioavailability of Tenotovir alafenamide and Tenofovir in plasma.

The following pharmacokinetic parameters were calculated.

Primary Variables: Cmax, AUCO-t and AUCO-c0.

Secondary Variables: Tmax, t1/2, Kel and AUC_%FExtrap obs.

Bioequivalence of the test product (A) with that of the reference product (B)
under fasting conditions will be concluded if the 90% confidence intervals of
geometric least square mean ratio of the test and reference product falls within
the aceeptance range of 80.00 % — 125.00% for Intransformed Cmax, AUCO-t

jand AUCO-inf for Tenofovir Alafenamide.

Corporate Office: Plot no.564/A/22, Road No.92, Jubilee Hills, Hyderabad-500034. Telangana State Lndla
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Clinical examination was performed before check-in, before check-out.

Blood pressure, radial pulse rate and oral temperature were measured before
check-in, before dosing and before check out in each period of the study.

17. Safety evaluation criteria |Blood pressure and radial pulse rate were measured at 1, 2 and 3 hours (within +
45 minutes) after dosing in each period of the study.

ECG was recorded before check-out of the last period.

For safety of the subjects, a blood sample (about 08 mL of blood) was collected
at the end of the study.

For pharmacokinetic and statistical analysis, actual time of blood sample
collection were used for estimation of pharmacokinetic parameters, which was
computed using non-compartmental model of Phoenix® WinNonlin® version
6.3 for Tenofovir Alafenamide and Tenofovir.

The In-transformed pharmacokinetic parameters Cmax, AUCO-t and AUCO-inf
of Tenofovir Alafenamide and Tenofovir were subjected to Analysis of Variance
(ANOVA) using the SAS® 9.2. ANOVA model was included Sequernce,
Formulation, Period and Subject within sequence) as fixed effects.

18. Statistical methods

The period and treatment/formulation effects were tested at 5% level of
significance.

72 subjects + 03 additional subjects (Standby-1 111, V) were enrolled into the
19. Demographic study from Indian Asian race.

characteristic of study
population (gender, age, race, [Male human. Non-Smokers were selected, and Mean age was 29 and minimum
etc.) age was 18 and Max age was 44 years, Mean Height was 168.4, Weight was
64.74.

The mean and SD of pharmacokinetic parameters estimated for test product (A)
and reference product (B) were as follows:

|For Tenofovir Alafenamide:

Parameters fieemetric Least Squares Means D09 Confid Intra Post- hoc
o ; 90% Canfidence e =
20 Eit]ca@y Tes l.ll tS Haits) Test N Reference N Limits (\/B) "au(i{]::c:" l;)m"()-r
product (A) produet {B) 1A vs.B) ‘ B .
Cimax
= 382684 | 70 394312 f 70 | $843- 10652 | 971 33% 98.9
(ng'mlL.)
il 220714 | 70 222928 | 70 | 9145-107.18 | 990 287 99 8
(ng.hr/mlL.}
AUCONE | o a1 | 68 230271 | 69 | 9128- 10667 | 987 | 277 99.9
(ng. hr/mL)
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For Tenofovir;

Geanetric | east Squares Means 0% Confidence
1imits Intra
['a”_'“'c‘e“ Test N Reference N (AvsB) (A/B) Subject Post- hoc
(Units) Product () product (B) % L¥% Puwer
(%)
Cma
Sl 7919 ™ 7636 70| 97.69-11008 | 1037 | 214 100.0
(ng/mL)
AUCO-
AU 191.667 70 185.164 70 97.75-109.61 103.5 20.5 100.0
(ng.hw/ml.)
1C0-1
Al 264.390 70 231.216 70 99.38-111.46 | 105.2 20.6 1300
(ng. hr/mlL)

The test product (A) Tenofovir Alafenamide tablets 25mg of Mylan Laboratories
[Limited, India when compared to the Reference product (B) VEMLIDY®
(Tenofovir Alafenamide) 25 mg tablets of Gilead Sciences, Inc. Foster City, CA
94404, met the bicequivalence criteria under fasting conditions.

A total of Two adverse events (One AE in period-1 in-house stay and One AE in
post study safety evaluation) were reported during the entire study.

All the reported AEs were mild in nature and possibly related to the study drug.
Out of Two AE’s, One period-1 in-house stay AE was resolved without sequel.
One post study AE of subject number 19 was resolved on 26 Jul 2017.

21. Safety results No SAEs and deaths were reported during the study and in post study safety
assessment.

In this study. a single dose of Tenofovir Alafenamide tablets 25mg was well
tolerated 1n subjects under fasting condition.

Based on the safety assessment, test product (A) is as safe as reference product
B).

The test product (A) Tenofovir Alafenamide tablets 25mg of Mylan Laboratories
Limited, India when compared to the Reference product (B) VEMLIDY®
22. Conclusion {Tenofovir Alafenamide) 25 mg tablets of Gilead Sciences, Inc. Foster i ity, CA
‘}4404 met the bioequivalence criteria under fasting conditions
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