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Jomatox 30
1o TopsiaKy MPOBEIEHHS €KCTIEPTH3U
peecTpalliiinux MaTepialis Ha JIIKapChKi
3aco0m, 10 MOJAI0ThCA Ha JICPIKaBHY
peecTpaiio (epepeecTpauiio), a TakoxK
eKCIIEPTH3U MaTepialliB Mpo BHECCHH
3MiH JI0 peecTpaliifHiuX MaTepiais
IIPOTATOM il peecTpamifHoro
MOCBITYEHHS
(ymkT 4 posainy 1V)

3BIT

npo KJiHiuHe BUNPOOYBAHHS

1. Ha3Ba nikapcbKoro 3aco0y (3a
HASBHOCTI - HOMEp peecTpauiiHoro
MOCBIYEHHS )

JlosyTerpasip, Ta0J1eTKH, BKPHUTI M1iBKOBOIO obosouko10, S0 Mr

2. 3agBHUK

Maitnan JlaGoparopis Jlimiten, [nais B

3. Bupo6Huk

Maiinan Jla6oparopis Jlimiten, [Hais |

4, TlposejeHi DOCITIKEHHS:

! TaK C H KO Hi, 0OTpYHTYBATH

1) TMn nikapcbKoro 3acoly, 3a KM
nposojuiacsa abo MiaHyeTbCs
peecTpaLlis

[eHepHuHMi JiKapchKuit 3aci6 3rifHO MyHKTY 1 (nignynxry 1.3)
po3ainy 111 IMopsiaky nakasy MO3 Vkpainu Big 23 aunnsa 2015 poky
Ne 460.

PedepenThuii aikapcbkuii 3acio: Tivicay®, Tabnerku (onyTerpasip,
tabnerku 50 mr, ViiV Healthcare).

5. lloBHa Ha3Ba KJAIHIYHOTO
BUNpPOOYBaHHs, KOJOBAHHI HOMEP
KJiHiYHOrO BUNPOOYBaHHA

BikpuTe 30aaHCcOBaHe PaHAOMi30BaHe 3 1BOMA nepiojaMu, ABOMa
MOCHIIOBHOCTSAMU TEpexpecHe  J0CJiKeHHH GioeKRiBAJEHTHOCTI
0JIHOPa30BOI 1034 [IBOX npenaparis — Jlonyrerpagip, Tabnetku 50 mr,
BupoGHuITBa Maiinan JlaGoparopis Jlimiten, Inpis, i Tivicay®
(monyrerpasip), Tabnerku S0 wmr, sipoGuuurea GlaxoSmithKline,
Research Triangle Park (RTP), ITiBniuna Kaposina 27709, ana ViiV
Healthcare, RTP, TiBniuna Kaponina 27709, CLUA, npu 3aCTOCYBaHHI
HATIIE 3A0POBUM JOPOCIMM JOC/iIKYBaHUM.

ITpoext No C14349.

6. ®aza kaiHiuHOro BUNPOOYBaHHA

®asa | (mocnigKeHHs 6i0eKBiBaJIEHTHOCTI)

7. [epion npoBeieHHs KIiHI4HOTO
BUMPOOYBAHHSA

3 25 ciuna 2016 p.
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8. KpaiHu, e npoBoaunocs Kmidiune
BUTNIPOOYBaHHs

Tuais

9. KinbkicTs gocimkyBanux

3annaHoBauna; 44 + 2 (MakcuManpHo 2 JOCTI JUKYBaHUX J0JaTKOBO).
®akruyna: nepiox 1 - 44 AOCHiKYBaHUX; mepioy 2 —
41 pocnimwkyBauit oTpumas npenapar i 41 pocnimkyBaHuii 3aBepiuus
JOCTi DKEHHS,

10. Merta Ta BrOpuHHi wini
_|KaiHiYHOTO BUIIPOGYBAHHS

OcHoBHa MeTa J1aHOro JOC/IIKEHHS: OLiHHTH OioeKBiBaJlEeHTHICTD
npenapaty Jlonayterpasip, TaGnetku 50 wmr, BUpOOHUUTBA Maiinan
JlaBoparopis Jlimiten, Inais, i Tivicay® (monyrerpasip), Ta6nerku
50 mr, BHpoOHHMLTBA GlaxoSmithKline, RTP, Ilisuiuna Kaponina
27709, nans ViiV Healthcare, RTP, IMisuiuna Kaponina 27709, CILA,
P NepOpasbHOMY NpPUHOMI  HaTIIE 3/0POBMMU  JOPOCITHMH
JOCI JDKYBaHUMM.

BTopuHna uinb:  MowiTopuHr Mo6iunmx edextiB  (TIE) i
3abe3neyeHns Ge3neku 10CiHKyBaHUX.

11. lu3aiin kaiHiyHOrO
BUIIPOOYBaHHS

Binkpure 36anancosane pannomizosane 3 qsoma nepionamu, JBoMa
MOCIIIOBHOCTAMMU NepexpecHe IOCHiKeHHA O6i0eKBiBaJIEHTHOCTI
O/IHOpa30BOi [J03M JIBOX MpenapaTtiB npu NepopanbHOMY MpUiiomi
HaTIIE 3I0POBMMH IOPOCTHMH JOCJIIUKYBAHUMH.

12. OcHOBHI KpuTepii BK/IHOYEHHS

310poBi fopocai ocobu Bikom Big 18 o 45 POKiB.

13. NocnimkyBanuii ikapchbKuii
3aci0, crocib 3acTocyBanHs, cuna aii

Y KOXKHOMY nepiofi [JOC/iIKEHHS YOBHOBAXEHMH HABUCHHI]
MEpcoHan  HajaBaB  JOCHIKYBAHMM  OJHOPA3OBY 103y  a6o
JIOCTJUKYBAHOTO  JiIKAPCLKOTrO  3ac06y (A), abo pedepenTHOrO
nlikapcpKoro 3acoby (B), Ky BoHM MPUHMANK y MOJOXKEHHI CHaAYH,
3anusarouu 240 M2 BOAM KiMHATHOT TeMnepaTypH.

Hosa: lonyrerpagip, Tabnerku no 50 mr.

14. Tlpenapar nopisHsHHs, 1034,
cnoci6 3acTocyBanHs, cuaa il

Tivicay® (nonyrerpasip), Tabietku no 50 mr.

Y KOXHOMY nepiofi AoCHimKeHHS YNOBHOBaXK€HHI HaRYeHMUIT
MEpCOHAN  HAJABaB  JOCTIIKYBAHHM  OJHOPasoBY 103y  abo
JOCIiKYBAHOrO  JliKapebkoro  3aco6y (A), abo pedepeHTHOro
nikapcekoro 3aco0y (B), sky BoHM npuiimaiu Y TOJIOKEHHI CHIAYH,
3anuBaroun 240 M1 BoaM KiMHATHOT TEMIIEPATYPH.

[Q. CynytHsi Tepanis

| Mani Bincyri.

16. Kpurepii ouitku epexruHocTi

®apMaKOKiHETHKY ~KOXHOIO MpenapaTy OLiHIOBaNM LLISXOM
BU3HaueHHs 6ioocTynHoCTI fonyTerpasipy B niasmi KpOBI.

OcCKiJIBKH MeTOKW  JochipKeHHs Oyn0 MNOpiBHATH Ta OWIHWTH
OioekBiBanenTHiCTE Ta oxapakTepusysaTh dapm
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AonyTerpaBipy, s OuiHKM GioeKBiBaleHTHOCT] Oyau pospaxosani
HaBeJCHI HIKUE papMaKOKiHETHYHI napamMmeTpHu.

[Tepsunni sminHi: Cmax, AUCoTa AUCq.ins.

Bropuni 3minHi: Tmax, t12, Ke Ta AUC_o Extrap_obs-

17. Kpurepit ouinku 6e3nexu

Bropunnolo uinmo  pocnimkenns  Gyno  ouinuti Oesneky
JOCHIKYBAHMX; NIl uYac  JOCHiKEHHS Oynu  nposejeHi
HH)KYEHaBE/IeHi OLIIHKH,

Kuiniune ofcTexeHHs npoBOAHIOCH nepea  BK/IOYEHHAM Y
NOCHIIKEHHS, Nepes MpUHOMOM 103H npenapary Ta Hajani 3a
NoTpedoIo i Mepe/l BUKTIOYSHHAM Y KOKHOMY Mepioji A0C/ikeHH S,

ApTepiallbHuii THCK, YaCTOTY MyabCy Ta OpanbHy TeMnepaTypy
BUMIDIOBaNM Mepell BKIIOYEHHSM Yy JIOCHiKEHHS, npuiomom
npenapary, yepes 1, 2, 4 ta 6 roauH (y Mexax + 45 XxBuanH) micis
NPUHOMY Npenapary B KOKHOMY Mepioli A0ci KeHHS.,

Kniniune ofcTeskenns Takox NpoBommnock y Gymb-skuii uac
TMPOTATOM JOCII/DKEHHS, AKILO JiKap BBAXAaB Lie HeoOXiaHNM.

EKT" peectpysanu nepen 3asepuiennsam nepiomy 2 [0C/imKeHHs
31 ciuns 2016 poky Beim gocmimKkyBaHHM, OKpiM aocnimkysanux 02,
08, 29, saxum EKT Gyna sanucana gigmosigno 17 mororo 2016 pOKY,
23 motoro 2016 poky Ta 4 mororo 2016 poxy. Beranosneno, mo
pesynbrati EKT" Gynu nHopMankHUMM y BCIX A0CTiIKYBaHKX.

Hnst Gesneku nocnimkysanux 2 motoro 2016 poky Oynu Bimibpani
3paskM KpoBi (mpubGansHo 8 mi KpoBi) (3pasok KpoBi IS OLIHKHM
Gesneku y pocaimkysatoro 29 6ys 3iGpanuii 4 motoro 2016 poKy, a
y Aocnimiysatoro 02 — 17 motoro 2016 poky).

18. CratucTuuni metoau

[Tix uac (apMakoKiHETHYHOro Ta CTATMCTMYHOTO aHanisy A
OLLIHKH bapmMakoKiHETHYHHUX napameTpiB JloslyTerpasipy
BMKOPUCTOBYBAlIW (pakTHuHMii uyac Bizbopy 3paskiB kpoBi (s
BiIXHIEHb TMOHAaX =2 XB), SKHI OGYHCIIOBANM 33 JOMOMOrOO
HEKOMMapTMEHTHOT Mojelti npodeciiiHoro NPOrpaMHOTO
3abesneuerts WinNonlin® sepeii 5.3.

Jlorapudmiuno Tpanchopmosani  papmakokineTnuni napamerpu
Crax, AUCo. Ta AUCo.in tONTyTETpaBIpY MisnaBanu mucnepciiinomy
ananizy (ANOVA). Mogens ANOVA Bkmouana mociiaoBHICTB,
npenapar, rnepioa i cy6'ext (mocaimoBHicTs) sk dikcopani edexth.
Edekr nocninoBHocTi  TecTyBanM, BHKOPHCTQBYFOHH, CYO
(mocniIoBHICTB) AK NapaMeTp MOMHIIKH. g
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Byio nposeneno F-tect mis BU3HauenHs craTuetnanol 3HAYYLOCTI
eQeKTiB, 3a/isHUX y Mo, Ha piBHi 3HavywocTi 5 % (anbda = 0,05).

19. emorpadiuni nokazuuku
AOCTiKYBaHOT NONynsauii (cTaTs
BiK, paca, ToI10)

b

Bianosinno 1o kpurepiis BKmoueHns Ta BUKIIOYEHAS Ul y4acTi B
JaHOMy jocnikeHHi 6yno siniGpano 44 3/I0POBUX A0CTI[UKYBaHHX
4o7I0Bi4OT crati. Vei BiniGpani ,uocm,mfcysam Oynu 3m0poBUMH
AOpOCIHMU ocobaMK yonoBiuoi crati Bikom Bix 20 no 44 pokiB
(cepenniit Bik 29 pokis).

—
Mapamerp Feomerpuune cepeane 3a | 90 % nosipui (A/B) Buyrpim | Mortysnicrs
(onHumui) METO10M Hailimedwnx | inTepsaan % nsocyG'c | (%)
KBajaparis KTHHil
CV %
Hocaimkys | Pedepentn | (A nporn B)
anuii  JI3 | wii JI3 (B)
(A)
Cmax 2232,379 2319371 87,79-105,52 | 96,25 250 98,9
Hr/Mi)
AUC,, 39759,301 41806,699 87.30-103,60 | 95,10 23,2 99,5
(Hreroa/mi)
i AUCQ-inf 42801,671 44228316 89,48-104,67 | 96,77 21,2 99,8
20. Pesynbratu epekTMBHOCTI | (ureromhar)

YV Tabauui HaBeaeHi FCOMETPHYHE CEPE/IHE 3HAYEHHS 33 METOLOM
HaliMEHIIMX  KBaApaTiB,  CIiBBigHOMIEHHS JI0CTi)KYBaHOTO
Jnikapebkoro 3acoby (A) Ta pe(bepeHTHoro nikapcekoro 3aco6y (B),
(A/B), 90%  posipui IHTepBaNM,  BHYTpilHBOCYG'€KTHA
BapiabenbHicTs (CV y %) Ta MOTYXKHicTb (y %) ans norapudmivno-
TpaHcopMoBaHUX (apMaKoKiHETHUHKX napamerpiB Cmax, AUCo. Ta
AUCq.int nonyTerpasipy.

21. Pe3ynbraTtn 6esneku

[Ipotarom ycboro mocnimkeHus 3araiom 6yJ10 MOBiZOMJIEHO PO
Tp1 nobiunux edextu (oamH — y nepioai | i aBa mix uac OLLIHKH
Oesnexu micns nocimKeHHs).

Yci 3apeectpoBani nobiuni edektr 6yiu erkoro CTYMEHS TAKKOCTI

i, MOXJIHBO, 6me MOB'A3aHI1 3 10CTIiDKYBAHUM JiIKapChKUM 3aC060M.

VYei ITE noBHicTIO 3HUKH.

IlpotaroMm jocnimkenHs Ta nin uyac ouiHKM 6Ge3nexkd micis
AOCIIJUKEHHS He 3apeecTpoBaHO cepiiosHux IIE Ta JieTanbHHX
BUMAJKIB.

Y naHOMy J0CHiIKEHHI O/IHOpa3oBi JI03M JiKapchKOro 3aco0y
Honyterpagip, Tabnerku 50 mr, i mikapcekoro 3acoby Tivicay®
(nonyrerpagip), TabNeTku 50 wmr, nobpe MEPEHOCHITHCE
JOCIIXYBAaHUMH NPy NpHiioMi HaTIe.

Buxonsuu 3 ouinku 6e3nexu, JOCi Ky BaHHH nmapcmmn 3a016 (A)

Corporate Office: Plot no.564/A/22, Road No.92, .l ubﬂ
Tel: +91-40-3086 6666, 2}@?%3,1 Ezﬁ(y EE

€ TAKMM JKe Oe3neyHuM, K i pedepeHTHUI m!capcmm ’

'EPEKNAR 3POBNIEHO
MO 3 OP . cMo%M Telang} Q "‘KPAT]H ﬂTﬂ>‘

State Ind

Kinaypic . M



y
/4
{ >

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

Hocnimkysanuit nikapebkuit 3aci6 (A) Honyrerpagip, Tabnetku
50 mr, BupobHuLTBa Maiinan JlaGoparopis Jlimitea, luzis, nopisusuo
3 pedepeHTHUM JlikapchkuM 3acoboM (B) Tivicay® (zonyrerpagip),
22. BHCHOBOK (3aKIIOYEHHS) Tabnetku 50 mr, BupoGHuuTBa GlaxoSmithKline, Research Triangle
Park, ITiBniuna Kaponina 27709, nis ViiV Healthcare, RTP, ITiBniuna
Kaponina 27709, CLUA, sianosinas kputepism 6GioekpipajeHTHOCT
LI0J10 LBMAKOCTI Ta cTyneHs abcopOuii npu npuiiomi Harwe.

3asBHUK
(BIaCHUK peecTpaliitHOro MoceigueHHs)

(mianuc)
Anilkumar Datla,
['onosnuii menemxep 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 IV)

Clinical Trial Report

1. Name of the medicinal product

(number of registration certificate, if Dolutegravir film coated tablets 50 mg

available)

[2. Applicant Mylan Laboratories Limited, India |

|3. Manufacturer Mylan Laboratories Limited, India. I
4. Trials conducted: M yes C no If not, substantiate

Generic medicinal product according to item 1 (sub-item 1.3) of section
1) type of the medicinal product, by T of the Procedure of Order of the Ministry of Health of Ukraine dated
which registration was conducted or 23.07. 2015 Ne 460.

planned Reference medicinal product: Tivicay® Tablets (Dolutegravir Tablets
50mg, ViiV Healthcare).

An open-label, balanced, randomized, two-treatment, two-period, two-
sequence, single dose, crossover, oral bioequivalence study of]
o Full sasie ok the Chinios) Tital, ?plptegéavir tablets SQ mg of Mylan Laboratories Limite:d, India with

fiical bial code ivicay (Dolutegravir) tablets 50”111g of GlaxoSmithKline, Rcsearqh
& Triangle Park, NC 27709, for ViiV Healthcare, RTP, NC 27709 in
normal healthy adult human subjects under fasting conditions. Project
Number: C14349

l(Clinical trial phase Phase-I Bioequivalence studies |
[7. Period of the clinical trial from 25 Jan 2016 till 04 Mar 2016.
8. Countries where the clinical trial was :
India
conducted

planned: 44+ 02 (A maximum of 02 additional subjects)
9. Number of study participants actual: Period-1: 44 Subjects, Period-2: 41 Subjects dosed and 41
subjects completed the study.

The Primary objective of the study is to evaluate the oral bioequivalence
study of Dolutegravir tablets 50 mg of Mylan Laboratories Limited,
10. Goal and secondary objectives of the|India with Tivicay® (Dolutegravir) tablets 50 mg of GlaxoSmithKline,
clinical trial Research Triangle Park, NC 27709, for ViiV Healthcare, RTP, NC
27709 in normal healthy adult human subjects under fasting conditions.

Corporate Office: Plot 10.564/A/22, Road No.92, Jubilee Hills, Hyderabad-500034, Telangan
Tel: + 91-40-3086 6666, 23550543, Fax: +91-40-3086 6699
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Secondary objective: 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, two-
sequence, single dose, crossover, oral bioequivalence study in normal
healthy adult human subjects under fasting conditions.

12. Main inclusion criteria

Normal healthy adult human subjects, ageqbetween 18 to 45 years |

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

In each study period, a single oral dose of either test product (A) or
reference product (B) was administered orally to the subjects in sitting
posture with 240 mL of water at ambient temperature by the designated
trained study personnel.

Dose: Dolutegravir tablets 50 mg

14. Comparator, dose, method of
administration, strength

Tivicay® (Dolutegravir) tablets 50 mg.

In each study period, a single oral dose of either test product (A) or
reference product (B) was administered orally to the subjects in sitting
posture with 240 mL of water at ambient temperature by the designated
trained study personnel.

15. Concomitant therapy

NA |

16. Efficacy evaluation criteria

The pharmacokinetics of cach formulation was evaluated by the
estimation of bioavailability of Dolutegravir in plasma.

As the objective of the study was to compare and evaluate the
bioequivalence and characterize the pharmacokinetic profile of the test
and reference formulations of Dolutegravir to assess its bioequivalence
and the following pharmacokinetic parameters were calculated.

Primary Variables: Ciax AUCo., and AUCo.int

Secondary Variables: Tuwax, Kel, t: and AUC_%Extrap_obs.

17. Safety evaluation criteria

The secondary objective of the study was to assessing the safety of study
subjects, the following assessments were carried out during the study.
Clinical examination was conducted before check-in, before dosing and
subsequently as per requirements and before check-out in each study
period.

Blood Pressure, Radial pulse Rate and Oral temperature was measured
before check-in, before dosing, at 1, 2, 4 and 6 hours (within + 45
minutes) after dosing and before check out in each period of the study.
Clinical examination was also conducted at any time during the conduct
of study, if the Physician was felt it necessary.

ECG was recorded before check-out of period-02 on 31 Jan 2016 for all
subjects, except for subjects 02, 08, 29, recorded on 17 Feb 2016, 23

Feb 2016 and 04 Feb 2016 respectively. ECG was foupdsterBemmognal

for all subjects.

Corporate Office: Plot no.564/A/22, Road No.92, Jubilee Hills, Hyderabad-500034, Telangaga:s :
Tel: + 91-40-3086 6666, 23550543, Fax: +91-40-3086 6699 Shiemhy
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For safety of the subjects, a blood sample (about 08 mL of blood) was
collected on 02 Feb 2016 (Subject 29 safety sample was collected on 04
Feb 2016 and subject 02 safety sample was collected on 17 Feb 20]6).

For pharmacokinetic and statistical analysis, actual time of blood
sample collection (for deviations beyond + 2 min) were used for
estimation of pharmacokinetic parameters, which was computed using
non-compartmental model of WinNonlin® professional software
version 5.3 for Dolutegravir.

The In-transformed pharmacokinetic parameters Cmax, AUCo. and
AUCo.int of Dolutegravir will be subjected to Analysis of Variance
(ANOVA). ANOVA model was included Sequence, Formulation,
Period and Subject (Sequence) as fixed effects. Sequence effect was
tested using Subject (Sequence) as error term.

18. Statistical methods

An F-test was performed to determine the statistical significance of the
effects involved in the model at a significance level of 5% (alpha =0.05).

Forty-four healthy male subjects were selected to participate in the
19. Demographic characteristic of study ||present study, according to the inclusion and exclusion criteria. All
population (gender, age, race, ¢tc.) subjects selected were healthy, adult, human male subjects with their
age ranged from 20 to 44 years (mean age 29 years).

Paramete Geometric least 90% A/B | Intr | Power
rs Square means Cl % a (%)
(Units) Limits Sub
Test Reference | (A vs CV
A B B) %
Cmax 2232379 | 2319.371 | 87.79- | 96.25 | 25.0 | 98.9
(ng/ml) 105.52
AUCO-t | 39759.301 | 41806.699 | 87.30- | 95.10 | 23.2 99.5
20. Efficacy results (ng.hr/ml 103.60
AUCO-inf | 42801.671 | 44228.316 | 89.48- | 96.77 | 21.2 99.8
(ng.hr/ml 104.67

The geometric least squares mean, ratio of test product (A) and
reference product (B), (A /B), 90% confidence intervals, Intra Subject
Variability (CV in %) and power (in %) for the In-transformed
pharmacokinetic  parameters  Cumax, AUCos and AUCq.nt  for
Dolutegravir.

A total of three adverse events (one AE during period-1 and two AEs
during post study safcty evaluation) reported during the entire study.

All the reported adverse events were mild in severity an AEss.yere
possible related to the study drug. '

21. Safety results

Corporate Office: Plot no.564/A/22, Road No.92, Jubilee Hills, Hyderabad-500034, Telanga
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M yl an Mylan Laboratories Limited

All AE’s were resolved completely.

No SAEs and deaths were reported during the study and in post study
safcty assessment.

In this study, a single dose of Dolutegravir tablets 50 mg and Tivicay®
(Dolutegravir) tablets 50 mg were well tolerated in subjects under
fasting condition.

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

The test product (A) Dolutegravir tablets 50 mg of Mylan Laboratories
Limited, India when compared to the Reference product (B) Tivicay™
(Dolutegravir) tablets 50 mg of GlaxoSmithKline, Research Triangle
Park, NC 27709, for VitV Healthcare, RTP, NC 27709, meets thel
bioequivalence criteria with regard to rate and extent of absorption
under fasting conditions.

22. Conclusion
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3BIT
npo AOKIiHIYMHI J0CTiKeHHS

ﬁ. Hazpa nikapceKoro 3acody (3a

HASBHOCTI - HOMep peectpaniitHoro || Jomyrerpasip, TaG1eTKH, BKPUTI ILTiIBKOBOIO 06010HK010, 50 MT
[OCBiT4EHHS):

TenepuuHuii Nikapcwkuii 3aci6 3rizHo mynKty 1 (WiANYHKTY 1.3)
1) Tan mikapceKoro 3acofy, 3a SKHM posniny 111 TTopsiaky Hakasy MO3 Vikpaiin Bix 23 mumust 2015 poxy
TpoBOMIACS a00 TAHYETHCS Ne 460.

peecrpallis ;
PedepenTHuii nikapeskuit 3aci6: Tivicay (ViiV Healthcare).

( 2) npoBezieHi AOCiIKeHHS O TaK ¥ s sxwo ui, o6rpyHTyBaTH

JlofaTKOBi JOKIiHIYHI JOC/i/DKEHHA HE NPOBOAMIIHMCE { He BBAYKAIOTHCS HEOOXiMHHME JUIS L€l 3asBH Ha
JlepiKaBHy PEECTpPaLilo FeHepUIHOTO JikapcpKoro 3aco0y.

IIpeacraBieHuid 3asBHHKOM nikapepkuit 3aci6 Jomyrerpasip (50 Mr) momiGHuit 10 pedepeHTHOro
nikapeskoro 3acoby Tivicay (ViiV Healthcare) 3a cknaaoM AKTHBHOI PEYOBHHH Ta TPHU3HAYAETHCH Y
KoMGiHawii 3 iHIIMMH AHTHPETPOBIPYCHHMH 3aco0amu i nikyBaHHs iH(EKII, CIpHIMHEHOT BipycoMm
imyHoedinuTy moauHy 1 THITY (BLJI-1). lomyTerpasip € inri6itopom inTerpasu BIJL, axwuii aie, 3B’ A3YIOUUCE
3 AKTHBHMM LEHTPOM iHTerpasd i OIOKyrodH eTar inTerpauii peTpoBipyCHOI Ie30KCHPUOOHYKIIETHOBOT
KHCIIOTH.

Jloxniniuny (apMakoIorito Ta TOKCHMKOJIOTI0 HOIyTerpaBipy OLIHIOBAIM 32 pe3yIbTaTaMu JOCHIKEHBD i1
vitro Ta in vivo, OMy0IIKOBaHHX y BiJIKPHTOMY JOCTYII, BKIIOYAIOYN NEPBAHHY TiTepaTypy Ta JOKYMEHTH
JUIs NOJaHHS y PEryJsTOpHi opradu. binbmia 4acTHHA JAHUX [IOXOJIMTH 3 OPHTIHAJIBHUX JOKIiHIIHUX
JOCTI/DKEHb, TPOBEJICHHX HA IMATPUMKY pedepeHTHOro  JiKapCHKOTo 3acoGy. OCHOBHI JOKIiHIUHI
JOCIIiIKEHHS! TIPOBOIMIINCS Bi/IMOBIAHO IO BUMOT GLP, a HEOCHOBHI JIOCII/DKEHHS, SIKi HE Oy TIpOBEIEH]
Binmosinso 1o BuMor GLP, BifnoBigani HayKOBUM CTaHAapTaM, TIpUIHATHAM JUIs [IOIaHHA B peryJATOpHi
oprauu (Tivicay EMA 2013, SBOA 2013). JlonaTkoBHH MOWIYK Yy Mepeki [HTEpHET i3 BKIIOYEHHAM 6a3u
nanmnx HanjonamsHoi Meuanoi 6i6mioTexs CIIA (MEDLINE/TOXLINE) npoBezeHo Moo JOIyTErpasipy,
Tivicay, iX 3araTbHONPHHHATAX cHHOHIMIB, a Takox HoMepiB CAS 1051375-16-6 Ta 1172581-47-3. [lomyk
6y10 3asepmeHo 13 ciuns 2021 poky. —

JlonyTerpasip Mae 100pe BHBUCHS KTiHidHe 3aCTOCYBaHHSA SK AHTHPETPOBIPYCHUHU 3acib6 1 nmobpe
OXapaKTepU30BaHUH Y JOKMHIYHAX JociiukeHHAx. HassHa inopmanis CBITYHTH NPO CTIPUSATINBUI
npodisib PU3NKY/KOPHCTI JAHOTO NikapceKoro 3acody mpH 3aCTOCYBaHHI 3a MOKA3aHHAMIL Takox Oyno
3p0oOIIEHO BUCHOBOK, IO JI0JIATKOBI JOMOMDKHI pEYOBHHH Ta [IOB’S3aHi 3 HUMH JIOMIIIKH HE CTAHOBIATH
3HAuHOI 3arpo3y Juis Oeanekn abo e)eKTUBHOCTI B YMOBAX 3aCTOCYBaHH JIAHOTO nikapebkoro 3aco0y. Takum
YHHOM, J0JATKOBI JIOKIIHIYHI JIOCIIDKEHHS HE BBKAKOTHCA HeoOXiIHIMH Ha TiATBEP/UKEHHA L€l 3adBH Ha|
JlepKABHY PEECTPALIIIO JiKapChKOro 3acoby Jlomyrerpasip, TaOICTKH, BKPHTI TUTIBKOBOIO OOOJIOHKOIO, 110
50 mr BupobHULTBa MaiinaH JTa6oparopis JlimiTen.

E dapmakooris: Jr -
ﬁ) nepBrUHHA hapMakoMHAMIKa JE , -
(2) BTOpHHHA (papMaKOIMHAMIKA i“; -
E) dpapmaxoioris Oe3neKu jr [EPEK/IAL 3POBNEHO -
W(bapma}connﬂamiqﬂi B3aEMOJIIT Jr JTTAHD 3 OPHT THANOM

H ST IN

muctoplitrniviD

MEPEKNARY 3ACBIAUYN
Kinaypic H '




3. GapMaKoKIHETHKA:

1) aHamiTHYHI METOJMKH Ta 3BITH
moA0 X Bamigauil

[2) BeMOKTYBaHHS | ; B
\3) PO3IOILI 4“ : J
l4) MeTaboizm ” - J
B) BHUBEICHH J 2 J

6) apMaKOKiHETHIHI B3aeMOJIIT
(moxmiHiuHI1)

7) inmi hapMakoKiHeTHYHI
TIOCTIIJDKEeHHS

{ 4. TOKCHKOJIOTS:

1) TOKCHYHICTB y pa3i OJIHOPA30BOTO
BBEJICHHS

2) TOKCHYHICTE y pa3i OBTOPHUX
BBEJICHD

3) reHOTOKCHYHICTE:

in vitro

in vivo (BKJIIOYAKOUH TOIATKOBY
OLIHKY 3 TOKCHKOKIHETHKH)

[4) xanueporenHicT: |

E[OBFOCTpOKOBi JOCIIIKEHHS l|7

KOPOTKOCTPOKOBI JIOCIiIKeHHs abo
JOCITIDKEHHS CEPE/IHBOT TPHBAJIOCTI

lg)ﬂ;aTKOBi IOCIIIKEHHS J

5) pernpolyKTHBHA TOKCHUHICTh T2
TOKCUYHMIA BIUIHB Ha PO3BHUTOK

MOTOMCTBa:

eMOpioHaNbHHH PO3BUTOK

BILTMB Ha (GEPTHIBHICTD i paHHii |

lemBpioTOKCHUHICTD H

npeHaraibHa 1 [OCTHATAIbHA
TOKCUUHICTE

NOCIIKEHHS, TPH AKHX Mpenapar
YBOJIUTHCS IIOTOMCTBY
(HeCTaTeBO3PLIMM TBapHHaM) ta/abo
OTiHIOETBCs BiUTANeHd Iist

167) MiclieBa MepeHOCHMICTh Jr

7) MONATKOBI AOCIJUKEHHS
TOKCHUYHOCTI:

NEpERNAA 3POB] NERO

[aHTureHHwa (yTBOpEHHS aHme)AH

<F'LHO 7 0PNl THATTUN

ﬂthl!‘r‘TL

iMYHOTOKCHYHICTb I

‘U\_-l\d' ot

nEDEHﬂﬁﬂV_EU;\CB‘HLWB
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TIOCITIDKEHHS MEXaHI3MIB Jii

lniKapcmca 3IeWKHICTh

|

TOKCHYHICTH METa00JIITIB

|

TOKCUYHICTE JTOMIIIOK

[iHme

|

N .

5. BHCHOBKH I0JI0 JIOKJIIHIYHOTO
BHBUYEHHS

3asBHHK

(BITACHMK PECCTPALIHOrO MOCBITUEHHS)

migmuc

Kevin Beard MSc.,

Z / {/f/‘m?%’./{({{ ¥ ,_?/%(é / /{{\( Vs

DABT, ERT

(ILLB.)
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Annex 29

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 |Dolutegravir film coated tablets 50 mg
available):

1) type of the medicinal product, by Generic medicinal product according to item 1 (sub-item 1.3) of
which registration was conducted or  |section III of the Procedure of Order of the Ministry of Health of

planned Ukraine dated 23.07. 2015 Ne 460.
Reference medicinal product: Tivicay (ViiV Healthcare)
2) Trials conducted C  yes Xno  If not, substantiate

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

The applicant’s Dolutegravir (50 mg) formulation is similar to the reference product Tivicay (ViiV|
Healthcare) in terms of composition of the active substance and is prescribed for use in combination with
other antiretroviral agents for the treatment of human immunodeficiency virus type 1 (HIV-1) infection.
Dolutegravir is an HIV integrase inhibitor that acts by binding to the integrase active site and blocking the
strand transfer step of retroviral deoxyribonucleic acid integration.

The nonclinical pharmacology and toxicology for dolutegravir was assessed from results of in vitro and in
vivo studies reported in the public domain including primary literature and regulatory submission documents.
The majority of the data comes from the original nonclinical studies conducted in support of the reference
product. Pivotal nonclinical studies were conducted in accordance with GLP regulations, non-pivotal studies
which were not conducted in accordance with GLP regulations conformed to scientific standards that were
acceptable for regulatory submission (Tivicay EMA 2013, SBOA 2013). Additional searches of the internet
included the US National Library of Medicine databases (MEDLINE/TOXLINE) for dolutegravir, Tivicay,
common synonyms for these as well as the CAS numbers 1051375-16-6 and 1172581-47-3. These searches
were completed on January 13,2021,
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Dolutegravir has an established clinical use as an antirctroviral 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 o
efficacy hazard under the conditions of use of the product. As such, no additional non-clinical studies arg
deemed necessary in support of this application for Mylan’s Dolutegravir 50 mg film-coated tablet.

2. Pharmacology: 2

1) primary pharmacodynamics =

2) secondary pharmacodynamics -

3) safety pharmacology 5

4) pharmacodynamic interactions -

3. Pharmacokinetics:

1) analytical procedures and reports
on their validation

2) absorption .

3) distribution -

4) metabolism -

5) excretion -

6) pharmacokinetic interactions
(nonclinical)

7) other pharmacokinetic studies .

4. Toxicology:

1) Single dose toxicity :

2) Repeated dose toxicity e

3) Genotoxicity:
in vitro
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in vivo (including additional
assessment on toxicokinetics)

4) Carcinogenicity:

long-term studies

short-term studies or mid-term studies

additional studies

5) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

embryotoxicity

prenatal and postnatal toxicity

studies in which medication is
administered to the offspring
(immature animals) and/or long-term
effects are assessed

6) local tolerance

7) additional toxicity studies:

antigenicity (antibody response)

immunotoxicity

study of the mechanisms of action

drug dependence

toxicity of metabolites

toxicity of impurities

other

5. Conclusions on non-clinical study

! 2
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