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 1V)

REPORT
on clinical trial
No.l

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

Emtricitabine/Tenofovir Disoproxil Fumarate

film-coated tablets 200 mg/300 mg

2. Applicant

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

3. Manufacturer

Mylan Laboratories Limited
1) H-12 & H-13, MIDC, Waluj, Aurangabad, Maharashtra State, 431136, India

2) Plot No. 11, 12 & 13, Indore Special Economic Zone, Pharma Zone, Phase-II,

Sector-III, Pithampur, District Dhar, Madhya Pradesh, 454775, India

4. Conducted
studies:

Yes

1) type of
medicinal product,
for which
registration has
been conducted or
planned

This application is for generic drug.

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

US/AHD/07/003

A randomized, open label, two-treatment, two-period, two-sequence, single dose,
crossover bioequivalence study of Tenofovir disoproxil fumarate and Emtricitabine
tablets 300mg/200mg of Mylan Laboratories Limited, India and the reference product
Truvada® (Tenofovir disoproxil fumarate/Emtricitabine) 300mg/200mg tablets of

| Gilead Sciences, USA in healthy adult human subjects, under fasting conditions.




™

6. Clinical trial
phase

Phase-I (Bioequivalence, Fasting Conditions)

7. Period of
clinical trial
conduction

Period I: 16/04/2007 to 20/04/2007
Period II: 26/04/2007 to 30/04/2007

8. Countries where
clinical trial has
been conducted

Clinical facility:

Accutest Research Laboratories (I) Pvt. Ltd
4th floor, the Grand Monarch, Near Seema Hall, Anand Nagar Road, Satellite,
Ahmedabad-380015, India

Analytical facility:

Accutest Research Laboratories (I) Pvt. Ltd
A-31, M.ID.C, T.T.C,, Industrial Area, Khairne, Navi Mumbai-400709, India

secondary goals of
clinical trial

9. Number of Planned: 50
enrolled Data for 43 subjects were complete.
population
. The objective of this study was to demonstrate bioequivalence between Test Product
10. Aim and

(A) Tenofovir disoproxil fumarate and Emtricitabine tablets 300mg/200mg of Mylan
Laboratories Limited and the corresponding Reference Product (B): Truvada®
(Tenofovir disoproxil fumarate / Emtricitabine) 300mg/200mg tablets of Gilead
Sciences, USA under fasting conditions in healthy, adult, male subjects in a
randomized crossover study.

Safety: To monitor the safety and tolerability of a single dose of Tenofovir disoproxil
fumarate and Emtricitabine tablets 300mg/200mg in a healthy subjects.

11. Design of
clinical trial

A randomized open label, two-treatment, two-period, two-sequence, single dose,
crossover desing,

12. Main criteria
for enrollment

Healthy, adult, male subjects, aged from 18 to 45 years.

13. Investigated
medicinal product,
method of
administration,
strength

Investigated medicinal product: Tenofovir disoproxil fumarate and Emtricitabine
tablets 300mg/200mg

Method of administration: oral

Strength: 300mg/200mg

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

Investigated medicinal product: Truvada® (Tenofovir disoproxil fumarate/
Emtricitabine) tablets

Method of administration: oral

Strength: 300mg/200mg

15. Concurrent
therapy

Not Applicable




16. Criteria for
efficiency
assessment

The 90% parametric confidence intervals were conducted for the ratios of the means
of log-transformed pharmacokinetic parametrs Cmax, AUCo4, AUCo.» for the test and
reference products. Bioequavalence was to be conducted if 90 % confidance interval
for the ratio estimate of log transformered Cumax, AUCos, AUCy.. falls within the
acceptance limits of 80.00-125.00 %. Tenofovir and emtricitabine was considered
for statictical analysis and establishing bioequivalence.

17. Criteria for
safety assessment

Safety of subjects was evaluated by clinical examination (before ckeck-in and before
check out and at the last ambulatory sample in each period) and by measuring vital
signs and by monitoring clinical adverse events during each period.

18. Statistical
methods

ANOVA, 90 % confidance interval for the ratio of the population means for
untransformered and log-transformered pharmacokinetic parametrs Cmax, AUCo.,
AUCo.. were performed using SAS Version 9.1 software. Tmax was evaluated by non-
parametric Wilcoxon test using SAS Version 9.1 software.

19. Demographic
indicators of the
investigated
population
(gender, age, race,
ete.)

Male, healthy subjects.

Mean age (yrs): 26.16; max age (yrs): 37; min age (yrs): 19.

Mean height (cm): 167.42; max height (cm): 176; min height (cm): 155.
Mean weight (kg): 58.95; max height (cm): 76; min height (cm): 50.

20. Results of
efficiency

Pharmacokinetic Results:

Tenofovir
90% Confidence
*Geometric mean % Ratio Interval for Log-
Parameters

transformed data
Test (A) Reference (B) A/B Loper Unpet
Limit Limit
AUCq.. 2067.28 2038.31 101.42 90.18 114.06
AUC,. 1445.44 1365.54 105.85 93.85 119.38
Cinax 298.74 285.32 104.70 95.18 115.18

Emtricitabine
90% Confidence
*Geometric mean % Ratio Interval for Log-
Parameters

transformed data

Lower Upper
Ref

Test (A) eference (B) A/B Limit Liluie
AUCy... 8590.26 8401.16 102.25 08.74 105.89
AUC 7973.87 7793.75 102.31 08.68 106.08
Cliiax 1685.85 1676.84 100.54 94.56 106.89

* Geometric mean has taken as the antilog (exponential) of the Least square mean
of the log-transformered data.




21. Results of Adverse events were reported during the study. No serious adverse event were
safety reported in the study.

22. Conclusion The test product (A): Tenofovir disoproxil fumarate and Emtricitabine tablets
(assesment) 300mg/200mg of Mylan Laboratories Limited, India is bioequivalent to the
Reference Product (B): Truvada® 300mg/200mg tablets manufactured by Gilead
Sciences Inc, USA in terms of rate and extent of absorbtion.

4 )}
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(Registration AW
Certificate holder) (signawre)

FedCww  Veter uns

(surname, name, father’s name)
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1o Hopsaaky nposeieHHs! eKCepTH3H
peecTpaiiftHiX MaTepia/iiB Ha JIIKapChKi
3ac00M. 110 1101aK0ThCS HA IeP)KaBHY
peecTpalito (epepeecTpariio), a TakoxK
eKCIIePTH3H MaTepialiB [IPO BHECEHHS
3MIH JIO peecTpaliiHuX MaTepiaip
IPOTSIrOM JIiT peecTpatiitHoro

[IOCBITUEHHSI
(nyHkT 4 po3aity 1V)
3BIT
Npo KJIiHiYHEe BUNIPOOYyBaHHS
Nel
1. HasBa
ITIKapChKOT o
3acoby (3a Emtpunurabin/Terodoipy auzonpokcuny pymapar
HaABHOCTI - HOMED| o6 meTxm, BKPHTI IUTIBKOBOK 00010HKOI0, 10 200 Mr/300 Mr
peecTpaniinoro
MOCBITUCHHS )
2. 3asBHUK M.BIOTEK JIIMITE]]
I'nencroyn Xays, 77-79 Xaii Ctpit, Eram TB20 9I'U, Cyppeii, Benuka Bpuranis
Mai; 0 i3 JIimi
%, Barpofio aitnan Jlaboparopis Jlimiten

1) H-12 ta H-13, MIJAC, Yonyx, Aypanraban, Maxapamrpa Creiit, 431136,
THis

2) Ilmor Ne 11, 12 ta 13, Inope Cremian Exonomix 3oyn, @apma 3oyn, @eiis 11,
Cexrop I, ITirxamnyp, Hictpixt Jxap, Manxes [Ipageur, 454775, Innisa

4. [IpoBeneni
TOCITIKEHHA:

Tax

1) Tun
ITIIKapChKOTo
3aco0y, 3a IKUM
[poBoIM1acs abo
[JIAHY €ThCSI
peecTpalis

3asBa Ha reHepPUYHHMH JIIKapChKuii 3acio.

~J

N



5. [loBHa Ha3Ba

US/AHD/07/003
PanjiomizoBane, BiIKpuTe, JABOIEPiOAHE, ABOTIOCIIIOBHE, OJIHOJI030BE, MEPEXpPecHe

KJTiHIYHOTO : e : & L -
AociijpKeHHs 010€KBIBAICHTHOCTI JIiKapehKkoro 3acody TeHohoBipy MH30MPOKCHILY

BUIIPOOYBaHHs. . ” : 5 -
e (pymapar Ta EmTpumurabin kommamii Maiinan JlaGopatopiz Jlimiten Ta

= i R pedepentHoro nikapepkoro 3acody Tpysana (Tenodosipy nusonpokcuny ¢ymapar
ReITELIRGIR 12 EMrpunntadin) tabietku no 300 mr/200 mr xomnawnii Gilead Sciences, CILA y
BHUIIPOOYBaHHS »

3JI0POBHX JOPOCIHX JIKOJEH B yMOBAX HATIIE.
6. ®aza ®a3a-1 (6ioeKkBiBAIEHTHICTH, YMOBH HATILE)
KJIIHIYHOTO
BUIIPOOYBaHHS
7. lepion ITepion I: 16/04/2007 o 20/04/2007
e e Iepiox IT: 26/04/2007 o 30/04/2007
KITiHIYHOTO
BUIIPOOYBaHHS
8 Kpai JILTBHULSE Ha SIKiH POBEECHI KIHIYHI JOCIIHKEHHS:
 SEHIE; 719 Accutest Research Laboratories (I) Pvt. Ltd

Hpashamilocs 4th floor, the Grand Monarch, Near Seema Hall, Anand Nagar Road, Satellite,
T Ahmedabad-380015, India
BUIIPOOYBaHHS

JUiIpHMIS Ha SKiH NPoBeACHI aHAITHYHI JOC/II IKCHHS:

Accutest Research Laboratories (I) Pvt. Ltd
A-31, M.ID.C, T.T.C,, Industrial Area, Khairne, Navi Mumbai-400709, India

9. Kinekicth

3arutanosano: 50

BKJIKOYCHHA

10C/T1/KYBAaHUX Hani 1 43 cy0'exriB Oyiu 3aBepIneHi.
TR Mera 0bOro MOCHIIKEHHS 1ONArala B TOMY, I0OO MPOAEMOHCTPYBATH
' "y GioeKBiBaIEHTHICTE TECTOBOTO MPOAyKTy (A) Tenodosipy muzonpoxcuity Gpymapar
BTOPHHHI L1111 . i .
oy 1a EmTpunuradin tabmerku mo 300 mr/200 mr xommanii Maitnan JlaGopartopis
KJIIHIYHOTO e : : - . _
Jlimiten 1 pedepenrnoro mikapcekoro 3aco0y (B): Tpysama (Temodosipy
BUIIPOOYBaHHS . '
au3onpokcuty ¢ymapar ta EMrpunurabin) tabnerkd mo 300 mr/200 mr xomnasii
Gilead Sciences, CIIIA B ymoBax HaTiie y 3[A0POBHX [OPOCIHX HYOJOBIKIB y
PaHAOMI30BaHOMY HEPEXPECHOMY JTOC/Ti/KEHH].
Besnexa: i1 MOHITOPHHTY Oe3leKH Ta MEpPEHOCHMOCTI OJHOPA30BOi J03H
pikapeekoro 3aco®y TenodoBipy ausonpokcwny ¢ymapar ta EmTpunurabin
tabnetku no 300 mr/200 mr y 3p0poBux ¢y6’ ekTiB.
11, Mt PanjiomisoBaHe, BIAKpHTE, [BONEPIOJHE, OBOIOCIIMOBHE, OJHOJ030BE, 3
Aue -
re IEPEXPECHUM TH3aHHOM.
KJIHIYHOTO
BUITPOOYBAHHSA
12. OcuorHi 3/10pogi, mopoci cy0'ekTH 40II0BI4OI cTaTi, BikoM Bix 18 10 45 poxis.
Kpurepii




13.
JlocniuKyBanuii
TiKapchKuii 3acio.
crocio
3aCTOCYBaHHA,
cua aif

Tenogosipy nuzonpoxkcury dymapar ta EMmtpunmrabin TabneTku.
Crioci6 3acTocyBaHHA: EPOPATBHUIA,
Cuna nii: 300 mr/200 mr.

14. Ilpenapar
[MOPIBHIHHA. 1034,
criocio
3aCTOCYBaHH4,
cuma il

Tpysana (Tenodoripy au3onpokcuiny dhymapar 1a EMTpunuaTabin) TabneTku.
Crocib 3acTocyBaHHS: MEPOPATLHHIA.
Cuna mii: 300 mr/200 mr.

15. CynyTHst
Teparis

He 3aCTOCOBY€ETHCA

16. Kpurepii
OLIIHKH
e(peKTUBHOCTI

90% mnapameTpu4Hi J0Bipul iHTepBaMM MPOBOMMIN IS CHiBBiJHOIWIEHEL CEpPEHIX
3HAYCHL JIorapugmivanx QapmakokineTnaHux napamerpiB Cmax, AUCo, AUCo-r
IUIsL TOCIUDKYBAHOTO Ta pedepeHTHOro mpenapaTiB. BioeKBIBaJEHTHICTH cCiif
NpoBOAMTH, sKo 90% oBipumii iHTepBaN JUIs OLIHKM CIIiBBIIHOIICHHS
norapudmivHEX TpaHcopmMoBaHUX Cmax, AUCq., AUC(.» mOTpamise B A01yCTHMI
mexi 80,00-125,00%. Tenodosip 1 emTpunuTabin po3rIAnaIkcs IS CTATHYHOTO
aHaJ1i3y Ta BCTAHOBIICHHS Gi0CKBIBAJICHTHOCTI.

17. Kpurepii
OIIHKH Oe3NeKH

besmexy Ccy0’exTiR ONIHIOBAIM IUISXOM KIHIYHOTO 0OCTeXeHHA (Iepen
PEECTPALIEIO Ta IIepel BUIKCKOIO Ta Mijl 4ac OCTAHHLOI amOy/IaToOpHOI MpobH B
KOXHOMY I€EpPiOii), a TaKOXK LUIAXOM BHMIPIOBAHHS MHTTEBO BAXKIMBHX O3HAK 1
MOHITOPHHTY KNiHI9HHX MOOIYHHX SIBULI IPOTATOM KOKHOTO Hepioy.

18. Craructuusi
METOIH

ANOVA, 90% nosipumii iHTepBan st CHIiBRIAHOIIEHHS CepeHiX MOMYJIAIil s
HEeTpaHC(OPMOBAHHUX 1 JToTapu(MIYHUX TpaHCHOPMOBAHHX (apMaKOKiHETHUHHX
napaMeTpiB Cmax, AUC1, AUCop.. NpOBOJWIN 32 JOMOMOTOK IMPOrPAMHOIO
3a0e3neuctHua SAS Bepcii 9.1. Tmax OILiHIOBANH 3a JOMOMOTOK HEMAPAMETPHYHOTO
TecTy Wilcoxon 3 BUKOpHCTaHHAM IporpamHoro 3abe3mneuenns SAS sepeii 9.1.

19. Jlemorpadiuni
MOKA3HUKH
I10CJT1/KY BAHOT
MOy JISIIT (CTaTh,
BiK, paca, TOLIO)

3710poBI Cy0'eKTH YOIOBIYOT CTATI.

Cepenniif Bik (pokiB): 26,16; MaxcuMainbHu# Bik (pokiB): 37; MiHIMAIBHHEHA BiK
(pokig): 19.

Cepenniii 3pict (cMm): 167.42; MakcuMaibHUR 3picT (cM): 176; MiHIManbHuiA 3picT
(cMm): 155.

Cepenns Bara (xr): 58,95; makcumanbHa BucoTa (cM): 76; MiHIMaIbHA BHCOTA (CM):

50.




20. Pesyibratu
e(heKTHBHOCTI

@PapMaKOKIHETHYHI PE3yIILTATH:

Tenodorip
90% Mopipumii
* CepeaHe reoMeTpHYHE S oBiAHOMIEHA S Baﬂ,ﬂﬂﬂ
apamecrpe JiorapadmMidHuX
AAHAX
Iloc.niumysanvﬂii pe'napa"r Hirkng e s
JMiKApCbKHE NOPiBHAHHA AB AR e
3acid (A) (B)
AUC,.. 2067,28 2038,31 101,42 90,18 114,06
AUCy, 144544 1365,54 105,85 93,85 119,38
Cinax 298,74 285,32 104,70 05,18 11518
EmMTpuuTadin
90% osipunii
* Cepenne reoMerpuuse YoBigHOMIEHHS e Baﬂ_mﬂ
Hapamerpn JorapugmMiaHux
AAHAX
,Z[oc.nmmynaﬂunn pe‘napaT Buwius | Bepass
JiKapebKuii NOPiBHAHHA A/B e L
3acio (A) (B) :
AUC.. 8590,26 8401,16 102,25 98,74 105,89
AUCy. 7973,87 7193,75 102,31 98,68 106,08
Cinax 1685,85 1676,84 100,54 94,56 106,89

* Cepe/tHe reOMETPUYHE MIPUHHATO AK aHTHIOrapH(M (€KCIOHEHIaN) aliMEHIIOr0
CEePEIHBOTO KBAAPATHYHOI'O JIOrapi(MITHOTO IEPETBOPEHHS JIAHHX.

21. Pe3ynbraTu
Oesrnexu

[Tix yac mocniukeHHs moBinoMIsIocs Mpo noGiyHi sBHIna. Y gocnimxenni He 6yi1o
3apeECTPOBAHO KOAHUX CEPHO3HUX NOOIYHUX e(EKTIB.

22. BucHoBok
(3aKITFOUCHHS )

BunpoOyBanuit

HPOJYKT

(A):

Tenodosipy jusonpoxcuny dymapar

Ta

Emrpuiuradin Tabnetku mo 300 mr/200 Mr kommanii Matinau JlaGopatopis Jlimiten
¢ OloekBiBaneHTHMM pedepeHTHOMY JikapcekoMy 3aco0y (B): Tpysama
(Tenodoripy nusonpoxcuty ¢ymapar ta EMTpunuradin) tabaetku mo 300 mr/200
mr BupobuuuTea komnadii Gilead Sciences, CIIIA moxo mBHAKOCTI Ta CTYMiHIO
TOTJIMHAHHSL.

3asABHUK (BJIACHUK
peecTpauiifHoro
MIOCBITUEHH# )

triamie) -

S w /] -

T)e‘ Q R ¢ é | e PN A
(1. 1. 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 I'V)
REPORT
on clinical trial
No.2
1. Name of
medicinal product
(if available - Emtricitabine/Tenofovir Disoproxil Fumarate
Registration Bl tabl 300
Cestificate ilm-coated tablets 200 mg/300 mg
number)
2. Applicant M.BIOTECH LIMITED

Gladstone House, 77-79 High Street, Egham TW20 9HY, Surrey, United Kingdom

3. Manufacturer

Mylan Laboratories Limited
1) H-12 & H-13, MIDC, Waluj, Aurangabad, Maharashtra State, 431136, India

2) Plot No. 11, 12 & 13, Indore Special Economic Zone, Pharma Zone, Phase-11,
Sector-1II, Pithampur, District Dhar, Madhya Pradesh, 454775, India

4. Conducted
studies:

Yes

1) type of
medicinal product,
for which
registration has
been conducted or
planned

This application is for generic drug.

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

US/AHD/07/004

A randomized, open label, two-treatment, two-period, two-sequence, single dose,
crossover bioequivalence study of Tenofovir disoproxil fumarate and Emtricitabine
tablets 300mg/200mg of Mylan Laboratories Limited, India and the reference product
Truvada® (Tenofovir disoproxil fumarate/Emtricitabine) 300mg/200mg tablets of
Gilead Sciences, USA in healthy adult human subjects, under fed conditions.




6. Clinical trial
phase

Phase-1 (Bioequivalence, Fed Conditions)

7. Period of
clinical trial
conduction

Period I: 18/04/2007 to 22/04/2007
Period II: 04/05/2007 to 08/05/2007

8. Countries where
clinical trial has
been conducted

Clinical facility:

Accutest Research Laboratories (I) Pvt. Ltd
4th floor, the Grand Monarch, Near Seema Hall, Anand Nagar Road, Satellite
Ahmedabad-380015, India

Analytical facility:

2

Accutest Research Laboratories (I) Pvt. Ltd
A-31, M.LD.C, T.T.C,, Industrial Area, Khairme, Navi Mumbai-400709, India

9. Number of Planned: 36

enrolled Data for 32 subjects were complete.

population

10. Aim and The objective of this study was to demonstrate bioequivalence between Test Product
) (A) Tenofovir disoproxil fumarate and Emtricitabine tablets 300mg/200mg of Mylan

secondary goals of]

clinical trial

Laboratories Limited and the corresponding Reference Product (B): Truvada®
(Tenofovir disoproxil fumarate / Emtricitabine) 300mg/200mg tablets of Gilead
Sciences, USA under fed conditions in healthy, adult, male subjects in a randomized
crossover study.

Safety: To monitor the safety and tolerability of a single dose of Tenofovir disoproxil
fumarate and Emtricitabine tablets 300mg/200mg in a healthy male subjects.

11. Design of
clinical trial

A randomized open label, two-treatment, two-period, two-sequence, single dose,
crossover desing.

12. Main criteria
for enrollment

Healthy, adult, male subjects, aged from 18 to 45 years.

13. Investigated
medicinal product,
method of
administration,
strength

Investigated medicinal product: Tenofovir disoproxil fumarate and Emtricitabine
tablets 300mg/200mg

Method of administration: oral

Strength: 300mg/200mg

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

Investigated medicinal product: Truvada® (Tenofovir disoproxil fumarate/
Emtricitabine) tablets

Method of administration: oral

Strength: 300mg/200mg

15. Concurrent
therapy

Not Applicable




16. Criteria for
efficiency
assessment

The 90% parametric confidence intervals were conducted for the ratios of the means
of log-transformed pharmacokinetic parametrs Cmax, AUCo, AUCo-.. for the test and
reference products. Bioequavalence was to be conducted if 90 % confidance interval
for the ratio estimate of log transformered Cpmax, AUCo., AUCo.» falls within the
acceptance limits of 80.00-125.00 %. Tenofovir and emtricitabine was considered
for statictical analysis and establishing bioequivalence.

17. Criteria for
safety assessment

Safety of subjects was evaluated by clinical examination (before ckeck-in and before
check out and at the last ambulatory sample in each period) and by measuring vital
signs and by monitoring clinical adverse events during each period.

18. Statistical
methods

ANOVA, 90 % confidance interval for the ratio of the population means for
untransformered and log-transformered pharmacokinetic parametrs Cmax, AUCoq,
AUC.. were performed using SAS Version 9.1 software. Tmax was evaluated by non-
parametric Wilcoxon test using SAS Version 9.1 software.

19. Demographic
indicators of the
investigated
population
(gender, age, race,
etc.)

Male, healthy subjects.

Mean age (yrs): 28.39; max age (yrs): 41; min age (yrs): 20.

Mean height (cm): 167.53; max height (cm): 186; min height (cm): 152.
Mean weight (kg): 59.31; max height (cm): 77; min height (cm): 50.

20. Results of
efficiency

Pharmacokinetic Results:

Tenofovir
90% Confidence
*Geometric mean % Ratio Interval for Log-
Parameters

transformed data
Lower Upper
Test (A) Reference (B) A/B Limit Limit
AUC... 2867.87 2033.44 97.77 03.28 102.47
AUC,. 2467.92 2526.52 97.68 92.73 102.90
Cinax 278.41 278,37 100.01 90.51 11:0.51

Emtricitabine
90% Confidence
*Geometric mean % Ratio Interval for Log-
Parameters

transformed data

Lower Upper
Test (A Ref B A/B

L degence () Limit Limit
AUC.. 9572.99 9616.70 99.55 96.78 102.39
AUC,, 9278.54 9319.28 99.56 96.63 102.58
Conax E521.12 1597.37 95.23 88.68 102:25

* Geometric mean has taken as the antilog (exponential) of the Least square mean
of the log-transformered data.




21. Results of
safety

Adverse events were reported during the study.

22. Conclusion

The test product (A): Tenofovir disoproxil fumarate and Emtricitabine tablets

(assesment) 300mg/200mg of Mylan Laboratories Limited, India is bioequivalent to the
Reference Product (B): Truvada® 300mg/200mg tablets manufactured by Gilead
Sciences Inc, USA in terms of rate and extent of absorbtion.

Applicant

(Registration L0

Certificate holder) (s,ignatu(fg}ﬁ.e /

Fedlliv Ve ne

-. N
(surname, name, father’s name)




Jonatok 30

10 Iopanxky npoBeJeHHs eKCIIePTH3H
peecTpamiifHuX MaTepialiB Ha JiKapChKi
3ac0o0H, L0 MOAAKThHCS HA JAEePIKaBHY
peecTpallifo (epepeecTpaitiro), a TakoK
EKCIIEPTU3M MaTepialiB PO BHECEHHS
3MiH JI0 peecTpalifHuX Marepiasis
IIPOTATOM JIi1 peecTpamiiHoro
MOCBIIHEHHS

(nyHKT 4 po3aiay V)

3BIT
Npo KJIiHIiYHe BUNIPOOYBaHHS
Ne2

1. Ha3Ba
TiKapcbKOro
3aco0y (3a Emtpuuurabin/Terodoripy ausonpokcumny ymapar
HAABHOCTI - BOMED)| 4o rericn, BKPHUTI IUTiIBKOBOIO 000510HKO10, 110 200 Mr/300 Mr
peecTpaiiiHoro
[1OCBITYCHHS)
2. 3asgBHHK M.BIOTEK JIIMITEQ

I'nepcroyn Xays, 77-79 Xaii Crpit, Eram TB20 9T'H, Cyppeii, Benuxa Bpuranis
. Pidpabne Maiinan Jlabopatopis Jlimiten

1) H-12 taH-13, MIJIC, Yomyx, Aypanraban, Maxapamrpa Creiit, 431136,

[H1ist
2) Ilmot Ne 11, 12 Ta 13, Ingope Cnemian Exonomik 3oyH, ®apma 3oyn, @eiis 11,
Cexrop 11, ITitxammyp, dictpikr [xap, Maaxes [Tpanem, 454775, Inais

4. Ilposeneni Tax
TOCIT1JIIKEeHHSI:
1) Tan
JTIKapCBKOTO
3aco0y. 3a IKUM = o

3agBa Ha FeHEPUYHUH TiKapCBKHii 3acio.
poBO/HIIACs a0
MJIaHY €ThCS
peecTparlis




5. [ToBHa Ha3Ba

US/AHD/07/004
PannomisoBane, BiIKpUTE, ABOIEPIOIHE, BONOCIITOBHE, O/IHOIO30BE, IEPEXpEcHE

KJHIYHOTO . ; ; e :
AOCIIKCHHS O10€KBIBAJIEHTHOCTI JliKapchKkoro 3acody TeHo(oBipy AH30MPOKCHITY
BUIIPOOYBaHHS, - o : o 3
9 ¢ymapar Ta Emrpunutabin kommanii Maitnan JlaGopatopis Jlimiten Ta
KOZOBaHHH HOMeEp " .
W r— pedepenTHOrO NiKapeskoro 3acoby Tpyeama (Tenodosipy mu3zonpokcuny gpymapar
ta Emrpunmrabin) 300 mr/200 mr tabnetku xommnanii Gilead Sciences, CIIIA vy
BUMPOOYBAHHS - ; = i
3/I0POBHX JIOPOCIMX TOAeH B yMOBAX Micis mpuiiomy Dii.
6. ®aza ®a3a-] (OiloekBiBaTEHTHICTh, YMOBH IIC/IA IpUiioMy 1xi.)
KJITHIYHOTO
BUNIPOOYBaHHS
7. [lepion ITepiox I: 18/04/2007 mo 22/04/2007
i Tepiox II: 04/05/2007 o 08/05/2007
KIIMTHIYHOT'O
BUIIPOOYBaHHSI
8. Kpaii JiNpHUIS Ha SKilf IpoBe/ieH] KIHIYHI JOCTiKEHHS:
- pa If]’of:[e Accutest Research Laboratories (I) Pvt. Ltd
Hp.OB.Om; A 4th floor, the Grand Monarch, Near Seema Hall, Anand Nagar Road, Satellite,
S Ahmedabad-380015, India
BUITPOOYBaHHS

JUMbHULS Ha sKii IpOBEICHI aHATITHYHI JOCII/KEHHS:

Accutest Research Laboratories (I) Pvt. Ltd
A-31, M.ILD.C, T.T.C,, Industrial Area, Khairne, Navi Mumbai-400709, India

9. Kinbkicth

3armiagorano: 36

ITOCTIIKY BAaHHX Hani 15 32 cy6'exris Oyniu 3aBepiueHi.
R . Mera 1bOro JAoCHDKEHHA TolAralla B TOMY, OO IPOJEMOHCTPYBAaTH
' = GioekBiBajIeHTHICTH TecTOBOrO MPoayKTy (A) Tenodosipy musonpokcuiy Gpymapar
BTOPHHHI 11111 : = 3 .
s 12 Emrpunmrabin tabmerku mo 300 mr/200 mr xomnanmii Maitnan JlaGoparopis
KJIIHIYHOTO . ; : !
L s e Jlimiten 1 pedepentroro nikapcskoro 3acoby (B): Tpysama (Tenodosipy
ESES JM30MpOKCHIy (ymapar ta Emrpuimradin) tabnerku mo 300 Mr/200 mr kommanii
Gilead Sciences, CIIIA B ymoBax micisi mpuifomy DKi y 340pOBHX JIOPOCIHX
40JIOBIKIB ¥ paHIOMI30BaHOMY MEPEXPECHOMY JOCIIJHKEHHI.
Bezneka: 118 MOHITOPHHIY Oe€3meKH Ta TEPEHOCHMOCTI OJHOPAa30BOI IO3H
JiKapcekoro 3aco0y Tenogopipy amzompoxcmny ¢ymapar T1a EmMTpunuTabin
TabnaeTku 1o 300 Mr/200 Mr y 3710poBHX CY0’ €KTIB.
11, Hpsatin PannomizoBane, BigkpuTe, [ABONEpPIOAHE, JBOIOCIINOBHE, OIHOIO30BE, 3
o IEPEXPECHUM J(H3aHHOM.
KJHIYHOTO
BUIIPOOYBaHHSI

12. OcHOBHI
KpuTepii
BKJIKOUEHHS

3mopoBi, nopoci cy6'ekTH YomoBiuoi crati, BikoM Bix 18 10 45 pokis.




13,
JlocmipkyBanuit
TikapebKuii 3aci6.
crocio
3aCTOCYBaHHS,
cua Jii

Tenodosipy nusonpokcwty dymapar ta EMtpunutabin tabneTky.
Crioci6 3acTocyBaHHS: NepopaiLHHIL.
Cuna nii: 300 Mr/200 mr.

14. Ilpenapar
MOPIBHSHHS, J1034.
croci6d
3aCTOCYBaHHH,
cuia il

Tpysana (Tenogosipy numsonpokcuiy dymapar Ta EMTpunuTabin) tabieTk.
Croci6 3acTocyBaHHSs: nepopanbHHil.
Cuna qii: 300 mr/200 wmr.

15. CynyTtus
Teparnis

He 3acTocoByethes

16. Kpurepii
OIIIHKH
edexTHBHOCTI

90% napameTpuuHi JOBipyi iHTepBaiH MPOBOIWIM JUTA CHIiBBiNHOIIEHH CepeHIX
3Ha4YeHb JIOTapu(PMIidHHX (PapMakoKiHeTHIHUX HApaMeTpiB Cmax, AUCqy, AUC)..
ANA JIOCHI/DKYBaHOTO Ta pe(epeHTHOTO Mpenaparis. BiOeKBiBaTeHTHICTH CITi
nOpoBoAuTH, sKmo 90% poBipumit iHTepBa; Ui OLIHKH CIHiBBiJHOIIEHHS
morapumivanx TpanchGopmoBaHuX Cmax, AUCoy, AUCo.» HOTpanise B J0MyCTHMI
mexi 80,00-125,00%. Terodosip i eMTpHIMTaGiH POIIISIATHCS A CTATHYHOTO
aHaJII3y Ta BCTAHORBIIEHHS 010€KBiBaIEHTHOCTI.

17. Kputepii
OILIIHKH Oe3IeKH

besneky cy0'exkTiB OLIHIOBATM ILIAXOM KIIHIYHOrO O6CTeXeHHS (mepen
PEECTPaIi€lo Ta TEepeal BHIHCKOK Ta HiJ Yac OCTaHHbOi amMOynaTtopHO! mpobu B
KOJKHOMY MNEpIOfii), a TaKoX IUIAXOM BHMIDIOBAHHS JKHTTEBO BAXK/IMBHUX O3HAK i
MOHITOPUHTY KIiHIYHHX HOOIYHHX SBHII IPOTITOM KOKHOTO NEPioy.

18. Cratucruuni
METOIU

ANOVA, 90% nosipunii iHTepBat [Is CIiBBIIHOMICHHS CEpENHIX MOy s
HETPaHC(POPMOBAHKX 1 JjlorapuMiuHUX TpPaHCHOPMOBAHKX (APMAKOKIHETHUHHX
napaMeTpiB Cmax, AUCoi, AUCo.c NIPOBOIMIH 32 JOMOMOrOI0 I[IPOIPaMHOIO
3abesneuenns SAS pepcii 9.1. Tiax OLIHIOBAIM 3a IOTIOMOIOK HENAPaMETPHUHOTO
TecTy Wilcoxon 3 BUKOpHCTaHHSM HporpamHoro 3abesnedenns SAS sepeii 9.1.

19. Jlemorpadiuni
MOKa3HUKH
T0CITi/KY BAHOT
nonyJisLii (CTaTk,
BiK, paca. TOIIO)

310poBi cy0'eKTH 40J10BI4O1 cTaTi.

Cepennii Bik (pokiB): 28,39; makcumanbuuii BiK (poku): 41; MiHIMaIbHHUI BiK
(pokig): 20.

Cepenniit 3pict (em): 167,53; MakcuMabHuil 3pict (cm): 186; miniManpHui 3picT
(cm): 152,

Cepennst Bara (kr): 59,31; MakcuManbHa BUCOTa (cM): 77; MiHiMaIbHA BHCOTA (CM):
50.

1



20. PesynapTatn
c(heKTHBHOCTI

PapMaKOKiHETUYHI PE3YJILTATH:

Tenodosip
90% Mosipunii
* Cepenne reoMeTpuIHe YeBigHOmEeHHS lHTepBa..'l-Jl.J'[ﬁ
Mapaverpu JIOTapupMidHHX
AAHHX
Hoc.m;lmysalinn pe'napaT Hisuu | Bopti
JiKapebKHit NopiBHAHHSA A/B S N
3aci6 (A) (B) ; f
AUC,.. 2867,87 2933,44 977 93,28 102,47
AUCp, 2467,92 2526,52 97,68 92,73 102,90
Cinax 278,41 278,37 100,01 90,51 110,51
EvrpunuTabin
90% Hosipunii
* Cepe/iHe reoMeTpHIHE YoBiTHOM e HHA R Baﬂ,ﬂﬂﬂ
Mapamerpn JorapupmigHuX
AAHHX
I[oc‘mnmyBalinu pe.napa"r Hunion | Benxus
JiKAPCBKHH HOpIiBHAHHHA A/B o Eohe
3acié (A) (B)
AUC,.. 9572,99 9616,70 59.55 96,78 102,39
AUCo,4 9278,54 9319,28 99,56 96,63 102,58
Ui 152 1,12 1597,37 93,23 88,68 102,25

)

W

* Cepe/iHe reoMeTpHYHE IPHHHATO AK aHTHIOTApU(M (EKCITOHEHIiAT) alMEHIIOro
CEePEeIHBOTO KBAAPATHYHOIO JOrapH(MI4HOrO IEPETBOPEHHS JaHHX.

21. Pesynbrartu
Oe3neKku

[1ix vac nocniukeHHS MOBiKOMIIAIIOCS TPO MOGIUHI SBUINA.

22. BucHoBok
(3aKJIFOUEHHST)

BunpoOysanuit npoxyxr (A): Tenodosipy mmsompokcuny ¢ymapar Ta
Emrpunurabin Tabnetku no 300 Mr/200 mr xomnanii Maiinan JlaGoparopis Jlimiten
¢ OloeKBIBaJCHTHEM pedepeHTHOMY Jikapcekomy 3acoby (B): Tpysama
(Tenodoripy ausonpoxcuiny (ymapar ta EMTprnuTadin) tadaetsn mo 300 mr/200
mr BupobnuuTsa komnanii Gilead Sciences, CIIIA momo mBUAKOCTI Ta CTYMiHIO
HOTIHHAHHS.

3asBHUK (BJIIACHHK
peecTpauiiiHoro
IIOCBITYCHHS )
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