Jonarox 30

1o TopsiiKy npoBeJeHHs eKCIePTH3H
peecTpaliiH|X MaTepialiB Ha JiKapchKi
3ac0o0H, 110 TOAAKThCS Ha AEP/KaBHY
peecTpartiio (mepepeecTpaito), a TaKox
eKCIIEPTH3U MaTepialliB PO BHECCHHS
3MiH 710 peecTpallifHuX MaTepialiis
POTATOM Jii peecTpatiiHoro

MOCB1TUCHHS
(nmyskT 4 po3ainy 1V)
3BIT
npo KJiHiuHe BHNIPOOYBaHHSA
1. Ha3zra
UITiKapchbKOIo ROIMIA®D
3aco0y (3a
HAsIBHOCTI -
HOMED
peecTpaliiinoro
[OCBITYCHHS)
2. 3asBHUK M.BIOTEK JIMITE
['nencroy Xays, 77-79 Xait Crpit, Eram TB20 9I', Cyppeii, Bemika
Bpuranis
3. BupoOuuk Maiinan JlaGoparopis JlimiTen

ot Ne 11, 12 ta 13, Ingope Cremian Exonomik 3oyn, @apma 3oyH, Deii3
I1, Cexrop III, MiTxammyp, dictpixt Jxap, Mauxbs lpanerm, 454775, lanis

4. [IpoBeaeHi

Tax

BUTIPOOYBaHHS

TOCITIKEHHS:

1) Tun 3asipa HA JIKapChKUi 3aci6 3 GikcoBaHO KOMOIHAIIET.

TTIKapChKOro

3aco0y, 3a IKUM

[IPOBOAMIIACS

a0 TIIaHy€ThCS

peecTparis

5. TloBna naszea | TAED-16035

KJTiHIYHOTO JIOCTiKeHHsT  GiOEKBIBANEHTHOCTI ~ OJHOPa3oBOI  JIO3H TabneToK
BHIIPOOYBAHHSA, | EMTPHIUTAGiHY, TEHOQOBIPY anadenaminy Ta gonyrerpasipy (200 mr/25 mr/50
KOJIOBaHUH mr; Mylan) nopisnsso 3 tabnetkamu DESCOVY® (200 mr/25 mr; Gilead) i
HOMEP TIVICAY® (50 wmr; ViiV) micis BKuBaHHA DKI 332 YYacTHO 3M0pPOBHX
KJIiHIYHOTO J0OpPOBOJIBIIIB.

BUITPOOY BaHHs

6. daza daza-I (6ioeKBiBaJICHTHICTH, YMOBH HicIis BKHBAHHS 15k1)

KJIIHIYHOTO




7. Ilepion

(ITepura 1032 O AATH OCTAHHBOTO BiJBidyBaHHs Cy0'eKTa)

MPOBEIEHHS

i 16 nmuctomnana 2016 nol0 rpyaus 2016
BUIIPOOYBaAHHS

8. Kpaiuu, sie KImiHigHi TOCTIUKEHHS

[IPOBOIHIOCH Kpaina: Kanana

KriHiyne BioPharma Services Inc., Kanana
BUITPOOYBaHHS

BioamagiTHyHi Ta CTATUCTHYHI JOCITIIKEHHS:
Kpaina: CLIA
Mylan Pharmaceuticals Inc., CILIA

9. KinbpKicTh

3anaHoBago: 36

NIOCIIKYBAaHUX

10. MeTa Ta MeToI0 1bOT0 [0CIiKeH s 6yI10 focmianTy G10eKBIBAICHTHICTE JIIKAPCHKOr0

BTOpUHHI Limi | 3aco0y emTpuuuTadiny, TeHO(DOBIpY anadenamigy Ta JIOMyTErpaBipy.

KJTiHIHOTO tabretkn no 200 Mr/25 mr/50 Mr xomnanii Mylan, to DESCOVY®, tabnerku

prnpobyBanns | 1o 200 mr/25 mr kommanii Gilead ta TIVICAY®, tabneTku mo 50 Mr kommaHii
ViiV miciis BReIeHHS, 0HOPa30Boi mepopanbHoi 1031 200 Mr/25 mr/50 Mr (1
x 200 Mr/25 mr/50 mr) TabneTok eMTpEnHTabiHy, TeHO(OBIpY anadeHaminy Ta
nonyTterpagipy abo pasosoi go3u 200 mMr/25 mr (1 x 200 mMr/25 Mr) ) i 50 mr (1
x 50 mr) tabnerok DESCOVY® T1a TabieTox TIVICAY® pinnosinHo, fKi
pUAMAIOTHCS B YMOBaX IIic/is TPUHOMY K.

11. Hu3zaitn BijkpuTe, OIHOJO30BE, paHIOMi30BaHe, /BOICPIOZHE, JIBOTIOCJII/IOBHE,

KIIHIYHOTO mepexpecHe JIOCHAUKEHHS 3 METOK  JIOCIIDKCHHA 0i0eKBiBAICHTHOCTI

BUIPOOYBAHHA | JKapchkoro 3acoly — eMTPULMTAOIHY, teHodosipy aradeHaminy Ta
monyTerpasipy, Ttabierku mo 200 mr/25 Mr/50 mr kommanii Mylan 1o
DESCOVY®. tabnerks mo 200 mr/25 mr xommanii Gilead's Ta TIVICAY®,
Ta6Ierky mo 50 Mr xommnauii ViiV micis npuitoMy 01HOpPa3oBoi NepopaibHOL
1031 200 Mr/25 Mr/50 mr (1 x 200 mMr/25 mMr/50 Mr) TabneTok eMTpunuTabiny,
TenooBipy anadenaminy Ta JoayTerpasipy abo 0IHOpPa30BOI 103U 200 mr/25
wmr (1 x 200 mr/25 mr) T2 50 mr (1 x 50 mr) Tabneroxk DESCOVY® Ta TabneToK
TIVICAY® BiAmOBiAHO, [0 MPHIMAIOTLCS B YMOBAX ITiC/Is IpUAOMY DKI.

12. OcHOBHI 310pOBi, 5Ki He BKUBAIOTH TIOTIOHY/HiKOTHHY, YOJIOBIKH Ta/abo HeBariTHI

KpHTEpil JKIHKH T4 SKIHKE, SKi He COLYIOTH IPYIUI0, 106poBoibLi Bikom 18-55 poxis

BKJIIOUEHHS (BKITIOUHO), Barowo He MeHme 50 kr mit YOJIOBIKIB 1 moHaliMeHIne 48 Kr 1
KIHOK.

13. JlocipkyBanuit mikapebkuii 3aci6: EMtpunutabis, TeHOGOBIp anatheHamiJ Ta

TTocnimxyBanuil| K0myTerpaBip, TaOIETKH.

TiKapChKUii Crioci6 3acTocyBaHHS: IEPOPATTEHHH.

3aci0. criocid Cuna aii: 200 mMr/25 mr/50 Mr.

3aCTOCYBaHH,

cuta Jut

14. [Ipenapat
[OPIBHAHHS,
mo3a, crocio
3aCTOCYBaHHS,
cua Jii

[Ipenapar nopiasisis: 1 - DESCOVY®, TabietkH; 2 - TIVICAY®,
TabJIETKH.

Crioci0 3acTOCYBaHHS: IEpOPATBHUH.
Cuma mii: 1 - 200 Mr/25 mr; 2 - 50 mr




15. CynyTtHs

He 3acTocoByeThCS

Tepartis

16. Kpurepii Ominka OioexBiBaneHTHOCTI Oyme BIANOBIAATH HOPMATHBHUM BHMOTaM,
OLLIHKH BCTAHOBJICHUM perioHoMm nojands. 90% nosipuuil inTepsan 1 Koedimienta
edextuBHocti | LSMeans Cpeak, AUCL i AUCINF 2151 10CITi Ky BAHOTO TIKapChKOro 3aco0y 1a

MiKapchLKUX 3acobiB nopiBHsHHS Mae cTaHoBHTH Bia 80.00% o 125,00% mns
NPUPOAHUX JIOTapHGMIYHHX JAHHX JUIS aKTHBHUX PEYOBHH.

17. Kputepii
OI[IHKH Oe3NneKu

Yei pesynbTatd Oy NEPENVISHYTI KIIHIYHEMHA JOCTiIHEKAaMY. 3HAYeHHS 3a
MEeXaM¥ TOBIJIOMJIEHOTO pedepeHTHOro miamasoHy Oyix abo BH3HAUYEHI K
kiaiHiygo HesHauym (NCS), aGo noTpiOHE Mmoaablle TECTYBaHHS.
JTaBopaTopHi TecTy (Ximii, remMaTosnoris abo ceua) NOBTOPIOBATACA 3a NOTPEOH
mist cy0'exTiB, 4Mi 3HAYEHHs TECTYy BHXOMIIH 3a MeEXi JianasoHy
71a60paTOPHUX pePEPEHTHUX Iiana3oHiB, ajae He OyIH KIiHIYHO 3HAYYIMMH.

18. DapMakOKiHETHYH] MApaMeTpH OXHOPA30BOi JIO3M JUIS EMTPUUHTAOIHY,

CTaTHCTHYHI TeHo(oBipy, TeHOQOBipy amadeHamigy Ta JOTyTETpaBipy pO3paxoByBalH 3a

METOIH JIONIOMOTOK0  HEKOMIIApTMEHTATEHUX ~ MeTofnK. CTaTHCTHYHI  aHai3u
(apMakOKiHETHUHMX [apaMeTpiB MPOBOJMIM 3 BHKOPHCTAHHSM HPOIELYPH
3arajabHOl JIHIHHOT MOJEI.

19. B nmocmimpkeHi npuiiMany y4acTs cy0 €KTH HOJIOBIUOI Ta iHOYOT CTaTTi, BiK

JTemorpadiuni | cy6’extis cranous 41 + 10 poxis, maca Ttina cy6’extis 71,8 + 9.4 kxr. B

MOKA3HUKH JOCIIiHKEH] IPHAMANA yYacTs cy0 €KTH €BPONEOiHOT pack, HETPOIIHOT pacH

TocipKyBaHol | Ta a3ifchKOl pacu.

MOTLY JISLIT

(cTaTh. BIK,

paca. TOLIO)

20. Pesynbratu
e(heKTHBHOCTI

@apMaKOKIHETHYHI pe3yJIbTaTH:

JlonyTerpasip: Cmax 96,83-102,72 % AUCo 96,69-104.44 %
EmtpunuTabin: Cmax 96,67-111,00 % AUCo. 98,14-101,40 %
Tenodorip Cmax 94,31-114,81 % AUCo 96,98-102,61 %
Tenogosip Conax 84,47-11920%  AUCo. 88,43-101,53 %
anadeHaMia
Jlikapcekmit  3aci®  emTpuumrabiny, TeHodopipy amadenamigly Ta

JoyTerpasipy, Tadmnerku o 200 mr/25 mr/50 mr komnanii Mylan Ta mikapchKi
3acobu nopisasaHs DESCOVY®, tadnetku mo 200 mr/25 mr komnanii Gilead
ta TIVICAY®, tabnerksm mo 50 wMr xommagii VilV micns mnpuiiomy
OJIHOPA30BOi IEPOPANBHOI [03W MPOJEMOHCTPYBAIM TOMIOHI pe3yJbTaTH
cepeaHixX (apMaKOKiHETHUHHX apaMeTpiB Ta BapiabelbHiCTb.

21. PesynbraTi
Oesnexu

3aranom, emrpunuTabin, TeHodOBipy amadeHamil Ta JoIyTerpasip joOpe
TIEpPEHOCHIIHCS Y BUIVIAAL 0{HOpa30Bol nepopaibHoi nosu 200 mr/25 mr/50 mr
(1 x emTpuuHuTabidy, TeHo(OBIpY anadeHamisy Ta JOIyTerpaBipy, TabIeTKH
o 200 Mr/25 Mr/50 mr) abo paszosoi mo3zu 200 Mr /25 mr (1 x 200 Mr/25 Mr) 1
50 mr (1 x 50 mr) Tabnetok sikapcekux 3aco6iB DESCOVY® ta TIVICAY®,
Bi/INIOBIIHO, B YMOBAX MiCJIs MPHIHOMY TXKi.




22. BucHoBok
(3aKJIFOUEHHS)

CraructyyHuil aHani3 nux JaHuX nokasye, mo 90% JoBip4i iHTEpBAIA
3HAXOIATECA B MEXKaX NpuiHATHOro OloekBiBajieHTHOrO aianazony 80,00% i
125.00% nns mapameTpiB, TpaHC(OPMOBAHHX HATYPAIBHHM JIOTapAGMOM,
LNAUCL, LNAUCINF 1 LNCPEAK nns emtpumutabiny, TeHO(DORBIpY,
TeHO(OBIpY anapeHaminy Ta gonyrerparipy. Lle gocnimkeHHsS JEMOHCTPYE,
{0 JHKapchKHi 3aci6  emTpunuTtabin, TeHooBipy amadeHaMmim Ta
noayrerpapip, tabmetku mo 200 mr/25 wmr/50 mr xommasxii Mylan, €
OioekpiranenTHHM JikapcbkuM 3acobam DESCOVY®, tabmetku mo 200
mr/25 mr komnanii Gilead Ta TIVICAY®, Tabnerkam mo 500 Mr xommamii
ViiV micns npuifomy pa3oBoi I03H, NEPOPAIBHOIO JIKApChKOTro 3acoly
eMTpullMTabiH, TeHo(hoBIpY aradenamin Ta goayrerpasip, tadbierku o 200
Mr/25 mr/50 mr ado pazooi go3u 200 mr /25 mr (1 x 200 mr/25 mr) i 50 mr (1
x 50 mr) rtabnetok nikapcekux 3acofie DESCOVY® ta TIVICAY®,
BIATOBITHO, B YMOBAX Mic/is puifoMy TKi.

3agBHUK (BJIACHHK

peecTpaliifHoro
IIOCBiIYEHHS)

iniamcys
Gpe 0 L NBARE G e puns
O (I.LL.B) .




Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section V)

REPORT
on clinical trial

1. Name of
medicinal product
(if available -
Registration
Certificate
number)

KOCITAF

2. Applicant

M.BIOTECH LIMITED
Gladstone House, 77-79 High Street, Egham TW20 9HY, Surrey, United Kingdom

3. Manufacturer

Mylan Laboratories Limited
Plot No. 11, 12 & 13, Indore Special Economic Zone, Pharma Zone, Phase-II,
Sector-111, Pithampur, District Dhar, Madhya Pradesh, 454775, India

4. Conducted
studies:

Yes

1) type of

for which
registration has
been conducted or
planned

medicinal product,

This application is for fixed dose combination drug.

5. Full name of
clinical trial, code
number of clinical
trial

TAED-16035

Single-Dose Fed Bioequivalence Study of Emtricitabine, Tenofovir Alafenamide and
Dolutegravir Tablets (200 mg/25 mg/50 mg; Mylan) versus DESCOVY® Tablets
(200 mg/25 mg; Gilead) and TIVICAY® Tablets (50 mg; ViiV) in Healthy Adult
Volunteers

6. Clinical trial
phase

Phase-I {(Bioequivalence, Fed Conditions)




7 Peripd of
clinical trial
conduction

(First dose to date of last subject visit)
16 Nov 2016 to 10 Dec 2016

8. Countries where
clinical trial has
been conducted

Clinical:
Country: Canada
BioPharma Services Inc., Canada

Bioanalytical and Statistical:
Country: USA
Mylan Pharmaceuticals Inc., USA

secondary goals of]
clinical trial

9. Number of Planned: 36

enrolled

population

10, A sind The objective of this study was to investigate the bioequivalence of Mylan’s

emtricitabine, tenofovir alafenamide and dolutegravir tablets, 200 mg/25 mg/50 mg
to Gilead’s DESCOVY® Tablets, 200 mg/25 mg and ViiV’s TIVICAY® Tablets, 50
mg following administration of a single, oral 200 mg/25 mg/50 mg (1 x 200 mg/25
mg/50 mg) dose of emtricitabine, tenofovir alafenamide and dolutegravir tablets or
single doses of 200 mg/25 mg (1 x 200 mg/25 mg) and 50 mg (1 x 50 mg) of
DESCOVY® Tablets and TIVICAY® Tablets, respectively, administered under fed
conditions.

11. Design of
clinical trial

This was an open-label, single dose, randomized, two-period, two-treatment,
crossover study to investigate the bioequivalence of Mylan’s emtricitabine, tenofovir
alafenamide and dolutegravir tablets, 200 mg/25 mg/50 mg to Gilead’s DESCOVY®
Tablets, 200 mg/25 mg and ViiV's TIVICAY® Tablets, 50 mg following
administration of a single, oral 200 mg/25 mg/50 mg (1 x 200 mg/25 mg/50 mg) dose
of emtricitabine, tenofovir alafenamide and dolutegravir tablets or single doses 200
mg/25 mg (1 x 200 mg/25 mg) and 50 mg (1 x 50 mg) of DESCOVY® Tablets

and TIVICAY® Tablets, respectively, administered under fed conditions.

12. Main criteria
for enrollment

Healthy, non-tobacco/nicotine using, male and/or non-pregnant, non-lactating female
volunteers 18-55 years old (inclusive), weighing at least 50 kg for men and at least
48 kg for females.

13. Investigated
medicinal product,
method of
administration,
strength

Investigated medicinal product: Emtricitabine, Tenofovir Alafenamide and
Dolutegravir Tablets
Method of administration: oral.

Strength: 200 mg/25 mg/50 mg

14. Reference
product, dose,
method of
administration,
strength

Reference products: 1 - DESCOVY® Tablets; 2 - TIVICAY® Tablets.
Method of administration: oral.
Strength: 1 - 200 mg/25 mg; 2 - 50 mg.




15. Concurrent
therapy

Not Applicable

16. Criteria for
efficiency
assessment

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
Crpeak, AUCL, and AUCnr for the test and reference products should be between
80.00% and 125.00% for the natural log-transformed data for active substances.

17. Criteria for
safety assessment

All results were reviewed by the clinical investigators. Values outside the reported
reference range were either designated as not clinically significant (NCS) or follow-
up testing was required.

Laboratory tests (chemistries, hematology or urine) were repeated as needed, for
subjects whose test values were out of range per laboratory reference ranges but not
clinically significant.

18. Statistical
methods

Single-dose pharmacokinetic parameters for emtricitabine, tenofovir, tenofovir
alafenamide and dolutegravir were calculated using non-compartmental techniques.
Statistical analyses were performed on the pharmacokinetic parameters using the
General Linear Models.

19. Demographic
indicators of the
investigated
population

etc.)

(gender, age, race,

Male and female subjects participated in the study, the age of the subjects was 41 +
10 years, the body weight of the subjects was 71.8 + 9.4 kg. Caucasian, Negroid, and
Asian subjects participated in the study.

20. Results of
efficiency

Pharmacokinetic Results:

Dolutegravir: Cmax 96.83-102.72 % AUCo+ 96.69-104.44 %
Emtricitabine: Cimax 96.67-111.00 % AUCo. 98.14-101.40 %

Tenofovir Crmax 94.31-114.81 % AUCo. 96.98-102.61 %
A?:;:;ZT‘I’Z y Cimax 84.47-119.20 % AUCo. 88.43-101.53 %

Emtricitabine, tenofovir alafenamide, and dolutegravir, Mylan 200 mg/25 mg/50 mg
tablets and comparison medicines DESCOVY®, Gilead 200 mg/25 mg tablets and
TIVICAY®, ViiV 50 mg tablets after a single oral dose demonstrated similar results
in mean pharmacokinetic parameters and variability.

21. Results of
safety

Overall, emtricitabine, tenofovir alafenamide and dolutegravir were well tolerated as
a single, oral 200 mg/25 mg/50 mg (1 x 200 mg/25 mg/50 mg emtricitabine, tenofovir
alafenamide and dolutegravir tablet) dose or single doses of 200 mg/25 mg (1 x 200
mg/25 mg) and 50 mg (1 x 50 mg) of DESCOVY® Tablets and TIVICAY® Tablets,
respectively administered under fed conditions.




:22. Conclusion
(assesment)

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 emtricitabine,
tenofovir, tenofovir alafenamide and dolutegravir. This study demonstrates that
Mylan’s emtricitabine, tenofovir alafenamide and dolutegravir tablets, 200 mg/25
mg/50 mg are bioequivalent to Gilead’s DESCOVY® Tablets, 200 mg/25 mg and
ViiV's TIVICAY® Tablets, 50 mg following administration of a single, oral 200
mg/25 mg/50 mg (1 x 200 mg/25 mg/500 mg emtricitabine, tenofovir alafenamide
and dolutegravir tablet) dose or single doses of 200 mg/25 mg (1 x 200 mg/25 mg)
and 50 mg (1 x 50 mg) of DESCOVY® Tablets and TIVICAY® Tablets, respectively
administered under fed conditions.

Applicant
(Registration
Certificate holder)

L

s
{-_-Q_C,(K\l Tanit X U s

(surname, name, father’s nam%ﬂJ




Honatok 29

10 Iopsaaxy npoBeIeHHs eKCIepTH3H
peecTpaiifiHuX MaTepialiB Ha JTiKapChKi
3aco0u, 0 M0/IAI0ThCS HA IePXKaBHY
peecTpailiro (nepepeecTpaliio), a Takox
€KCIIEPTH3U MaTepiaiB Mpo BHECEHHs
3MiH JI0 peecTpaliifHuX MarepiaiB
IIPOTATOM JIii peecTpaltliiiHoro
MOCBiYEHHS

(nyHKT 4 po3ainy IV)

3BIT

Npo AOKIiHIYHI JOCTiTKeHHS

1. Ha3zga nikapcebkoro 3aco0y (3a
HAsABHOCTI - HOMEP peecTpaliitHoro
[OCBITYEHHS )

KOLIUTA®

1) Tun gikapchkoro 3aco0y, 3a SKUM
[IPOBOMIIACS a00 IIAHYETHCS
peecTparist

3asBa Ha JliKapchKHii 3acid 3 (ikcoBaHOIO
KOMOiHALIEH0.

2) npoBeaeHi TOCTiHKeHHS

TaK Hi sxwmo Hi, o0rpyHTYBaTH

[IpaBoBOKO OCHOBOK 3asBU Ha PpEECTpAIliio €
crarts 10b lupextusu 2001/83/€C 3i 3minamu,
TOOTO 3acTocyBaHHS (pikcoBaHOl KoMOiHail.
[IponioHOBaHuH JTiKapchKHii 3acid gBiIse OO0
dikcoBany KOMOIHALiIO  BIIOMHX  IiIOYHX
peuoBHH Jlonyterpagip + EmTpunurabin +
Tenodosip Anadenamin, ix komOiHOBaHE
3aCTOCYBaHHs PEKOMEHI0BAHO MIKHAPOIHHMHU
MEJIMYHUMU OpraHizanisMu A dikysanas BlJI-
1  (manpuknazn,  €Bponeiicbke — KIIHiYHE
toBapucTBo 31 CHIJ/ly, /lemaprameHT OXOpOHH
3aopo’ss Ta moauan  CIIA Tta BOO3).
BianoBiiHO [0 KepiBHULTBA 3 JIOKJIHIYHOL
po3po0KK (ikcoBaHMX KOMOiHANN JliKapChKUX
3acobie  (EMEA/CHMP/SWP/258498/2005),
KOJIN ¢ikcoBaHa KOMOIHaIis, o
PO3pOOIISEThCS, BKIIOYAE PEHYOBUHH, [UIS SKHUX
iCHYe JOCTATHBO JOKYMEHTOBAaHMU JOCBif IX
1HAMBITyaJIBHOTO Ta KOMOIHOBaHOI'O
3aCTOCYBaHHA, JOCTIDKeHHs  Oe3lekd  Ha
TBapuHAX, K  TPaBWIO, HE  MOTPiOHI
(CPMP/EWP/240/95).

2. GapMakoIoris:

He 3acTocoByeThcs




1) meperHHa papmakouHAMIKA

He 3acTocoByeThes

2) BTOpHHHA (papMaKoJMHAMIKa

He 3actocoryeThes

3) papmaxonoris 6e3nexu

He 3actocoByerbes

4) dbapmakoauHaMidHI B3aEMO/IIT

He 3actocoByerhes

3. @apMaKkOKiHETHKA:

1) aHaMiTHYHI METOIUKH Ta 3BiTH IOZ0
ix Bastimarii

He 3acTtocoByeThes

2) BCMOKTYBaHHS

He 3acTocoByeTbes

3) po3noin

He 3aCTOCOBYETBCA

4) metabotizm

He 3aCTOCOBYETLCA

5) BUBEJICHHS

He 3actocoByeThes

6) hapMaKOKiHETUYHI B3aEMO/TiT
(JTOKJTiH14HI)

He 3dCTOCOBY€ETLCA

7) inmni papMakOKiHeTHYHI JTOCTiIKeHHS

He 3acrocoByerbes

4. ToxcukoJoris:

1) TOKCHYHICTB Y pa3i 0JJHOPAa30BOro
BBE/ICHHS

He 3aCTOCOBYETLCA

2) TOKCHYHICTD Y pa3i MOBTOPHUX
BBEICHD

He 3acTocoByeThCs

3) reHOTOKCHYHICTh:
in vitro

He 3acTocoByeThesd

in vivo (BKJIHOYAIOYH JI0JIATKOBY OLIHKY 3
TOKCHKOKIHETHKH)

He 3acTocoByeThesA

4) KaHLIEPOT€HHICTh:

He 3acTocoByerbes

JTOBrOCTPOKOBI IOCTKEHHS

He 3acTocoByerhes

KOPOTKOCTPOKOBI JOCHIHKEHHS
b0 JTOCHIi/KEHHS Cepe/IHbOT TPHBATIOCTI

He 3acTocoByeThes




ITOTATKOBI TOCHIKEHHS

He 3acrocoByeTtbes

5) penpoayKTHBHA TOKCHYHICTh Ta
TOKCUYHUH BILIMB HA PO3BHTOK
[IOTOMCTRA!

He 3actocoByeThbes

BIUTUB HA (DePTUILHICTD 1 paHHiH
eMOpioHaTbHUI PO3ZBUTOK

He 3aCTOCOBYCTBLCA

eMOpIOTOKCHYHICTh

He 3acTocoByeThes

MpeHaTalbHa 1 IOCTHATAIBHA
TOKCAYHICTH

He 3acTocoByeThCS

UTOCTTJDKEHHSI, TIPU SIKUX TIpenapar

J1151

[YBOAUTBCS MTOTOMCTBY (HECTATEBO3PIIUM
TBapuHaM) Ta/ado OLIHIOETHCS BiinaneHa

He 3acTocoByeThCs

6) MiciieBa IEPEHOCHMICTh

He 3acTocoByeThbes

7) IOJATKOBI TOCHIIKEHHS TOKCHYHOCTI:

He 34CTOCOBYETLCA

AHTUTCHHICTB (YTBOPEHHS aHTUTLI)

He 3actocoByeThes

iMYyHOTOKCUYHICTh

He 3actocoByeThes

JTOCITKEHHS MeXaHI3MIB Jii

He 3acTocoByeThCs

TiKapchKa 3a1eKHICTh

He 3actocoByeTthes

TOKCHYHICTE META00IIITIB

He 3acrocoByeThes

TOKCHYHICTE JOMIIIOK

He 3actocoByeThes

iHIIe

He 3acTocoBy€eThCs

5. BUCHOBKHM IOI0 AOKIIHIYHOIO
BHBUECHHSI

Jlikapcekuii 3aci6 KOLIUTA® pospobiennii
KOMITaHI€10 Maiinan gx  komOiHOBaHHUIt
niKapchKHit 3aci® i3 (ikcoBaHOIO 103010 [0
inHoBaniiinux mpenaparis DESCOVY® Tablets
(200 mr/25 wmr; Gilead) Ta TIVICAY® Tablets
(50 wmr; ViiV), ockineku 1g KomOiHaLis
TmiKapchbKUX — 3aco0iB  pPEKOMEHIOBaHA  Ta
BUKOPHCTOBY€ThCs Juist JlikyBaHHa BLJIL y CLLA,
€sporri ta BOO3. Jlns nikapceKoro 3acoly
KOLIUTA® wmoBi mani monxo (apmakonorii,
(apMaKkoOKiHETHKM UM  TOKCHKOJIOTiI  HE




HaJalThed. HigkMX HOBUX JIOCHIIKeHL He
IPOBOJMJIOCS 1 HE BBAXKAEThes HeoOXimHuM. Lle
€ NPUHHATHUM, OCKUIbKH Il aKTHBHI PEUOBHMHH
noOpe Bimomi, 1 A BUKOPHUCTAaHHS Yy BHIJISAI
xKoMOiHanil 3 piKcOBaHOIO 103010 JIOJATKOBI JIaHi
HE [IOTPiOHI.

3asBHUK (BIIACHUK
peecTpauiiHoro
TIOCBITICHHS )

\ (mianuc)
& ) . o
TB(Z ;(o-\-_\,r_ 3 (; L/__U_;"\“CL,"{» AA S
(I. I. B.)




Annex 29

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section V)

REPORT
on preclinical studies

1. Name of medicinal product (if available | KOCITAF
- Registration Certificate number):

1) type of medicinal product, for which This application is for fixed dose combination
registration has been conducted or planned | drug.

2) conducted studies No

The legal basis of the application is Article 10b
of Directive 2001/83/EC, as amended, i.e. fixed
combination  application. = The proposed
medicinal product is a fixed combination of
known active substances of Dolutegravir +
Emtricitabine + Tenofovir Alafenamide, their
combined use is recommended in international
medicine organizations for the treatment of HI'V-
1 (eg, European AIDS Clinical Society, U.S.
Department of Health and Human Services and
WHO). According to the Guideline on the non-
clinical development of fixed combinations of
medicinal  products (EMEA/CHMP/SWP/
258498/2005), when the fixed combination
under development includes compounds for
which there is sufficiently documented human
experience of their individual and combined use,
safety studies in animals are in general not
required (CPMP/EWP/240/95).

2. Pharmacology: NA
1) primary pharmacodynamics NA
NA

2) secondary pharmacodynamics

NA
3) safety pharmacology




4) pharmacodynamic interactions

NA

3. Pharmacokinetics:

development

1) analytical methods and reports on their | NA
validation

2) absorption NA
3) distribution NA
4) metabolism NA
5) elimination NA
6) pharmacokinetic interactions NA
(preclinical)

7) other pharmacokinetic studies NA
4. Toxicology: No
1) single use toxicity NA
2) repeated doses toxicity NA
3) genotoxicity: NA

in vitro

in vivo (including additional assessment on| NA
toxicokinetics)

4) cancerogenicity: NA
Long-term studies NA
Short-term studies NA
or medium-term studies

Additional studies NA
5) reproductive and developmental NA
toxicity:

Effect on fertility and early embryonal NA




embryotoxicity NA

Prenatal and postnatal toxicity NA

Studies where the product is administered | NA

to offspring (immature animals) and/or

remote effect is estimated

6) local tolerability NA

7) additional toxicity studies: NA

antigenicity (formation of antibodies) NA

immunotoxicity NA

study of mechanisms of action NA

drug dependence NA

metabolite toxicity NA

impurity toxicity NA

other NA

5 Conclusi i Bl std KOCITAF has developed by Malan as the fixed

-+ Lonciusions regarding precliniCal SWAY | gose  combination medicine to the innovator

medicines DESCOVY® Tablets (200 mg/25 mg;
Gilead) and TIVICAY® Tablets (50 mg; ViiV)
since this combination of medicines is
recommended and used for HIV treatment in US,
Europe and WHO. For KOCITAF, no new data
regarding pharmacology, pharmacokinetics or
toxicology have been provided. No new studies
have been performed and none are considered
necessary. This is acceptable, as these active
substances are well known and no additional data
are needed for the use as fixed dose combination.

Applicant (Registration
Certificate holder)

2
7

= 1 = \‘(_Signature)l'/
recd KV NRste U n oo

(surname, name, father’s name)




