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Hopatok 29

1o Ilopsaky ekcnepTsu
MaTtepiaiiB/KOLTiB s

peecTpaLlii Jikapchkux 3aco0iB,

AKI MOJAIOTHCS Ha JAEPIKABHY
peccTpallito (nepepeectpadio),

a TaKOX TepeBipKH Moaayi/amin

10 peecTpallifHUX MaTepiais

nij yac nepiofy peecrpatiii/ceprudikanii

(Po3min IV, nyHkr 4

PO JOKJIHIYHE JOCTiI3KeHH

1. Ha3ga nikapcekoro Honyrerpagip 50 mr
3aco0y (3a HassBHOCTI -
peecTpauiifHuil HoMep):
1) Buj nikapcbKkoro 3acoby, | 'enepuunmii
s sikoro 0yno
3aIJ1aHOBAHO YH
MJIaHYETLCA peecTpallis
2) MpoBOAMIM Jocii/pkeHHs | o Tak
VHi

npenapaTm»

0 SKILO Hi, 00rpyHTYHTe, 110 3asBKa noaacThes B Kateropii « eHepuyHi

2. ®apmakooris:

1) nepBuHHa
(dapmakoMHaMika

npenapaTiy»

He napaetnbes, Tomy o 3aseka nojgaetbes B kKateropii «I eHepuyHi

2) BTOpUHHA

He nanaerses, Tomy 110 3asBka nogaeThes B Kateropii «eHepuyHi

(apmakoauHamika npenapaTm»
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3) dapmakonoris 6e3nexu

He nanacrbes, Tomy 1m0 3asBka noaaeThes B kareropii «IeHepuuHi

npenapaTu»

4) papmakoiMHAMIiuHI
B3aEMOIT

He napaerscs, ToMmy 10 3asBka nojacTbes B kareropii «I eHepuuHi

npernapaTu»

3. ®apMaKOKIHeTHKa:

1) aHaniTUUHI METOAH TA
3BITH PO 1X nepesipKy

He najaerses, Tomy 1o 3asBka noaaeTbes B kateropil «[ eHepuuHi

npenapaTu

2) NOTrJIMHAHHSA

He napaerbcs, ToMy 110 3asiBKa NoAaeThes B Kateropil «I eHepuuHi

rpenaparmy

3) poznoain

He Hanaerses, Tomy 110 3asBKa noaaeThes B kateropii «[ enepuuni

npenapaTi»

4) 06MiH peyoBHH

He HajaeTses, ToMy 1110 3asBKa nojacThes B Kateropil « eHepuyHi

npenaparm»

5)BHUBEAEHHS

He nanactbea, Tomy 1110 3asgBKa noaaeTbes B kateropii «['eHepuuni

NnpenapaTru»

6) papMaKOKIHETHYHI
B3aEMOJIIT (IOKiHIYHI)

He HapaeTbes, ToMy 1110 3asBKa NoAacThes B Kateropii «[ eHepruHi

npenaparu

7) inwi apMakoKiHETHYHI
JOCIIIKEHHS

He napaeTbes, ToMy 110 3asBKa NOJA€ThCs B KaTeropil «l eHepuyHi

npenapaTu»

4. Tokcukonoris:

1) omHomozoBa
TOKCHYHICTb

He HanaeTses, Tomy 1o 3asBKa nopaeTses B Kateropii «[ eHepuuHi

npernaparm»

2) TOKCHYHICTh Y pa3i

He napaetses, Tomy 1o 3asBKa nojlaeThes B kateropii «[ eHepuuHi
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MOBTOPHOIO MPUHAOMY

npenaparm

3) reHOTOKCUUHICTD:

He nanaetnes, ToMy 1o 3asieka noaaeTbes B Kareropii «l eHepuyHi

rnpenaparm»

in vitro

in vivo (BKJIIOYaio4u
JI0IATKOBY
TOKCHKOKIHETMYHY OLLIHKY)

4) KaHLIEpPOreHHICTh:

He HanaeTkes, ToMmy 110 3asBKa M0Ja€ThCs
npenapaTu»

B KaTeropii

«"eHepHuuHi

TpUBAI JA0CHIJUKEHHS He napaetses, Tomy 110 3asBKa NnojaeThes B Kateropil «I eHepuuHi
npenapaTm»

KOPOTKOTEPMiHORBI He nanaerses, Tomy 1o 3asBka NoAaeThes B Kateropil «l'eHepruHi

JocaijxkeHHs abo npenaparu»

AOCIIIKEHHSI CepeiHbOT

TPHBANOCTI

abo cepeaHbOT TPHUBAJIOCTI He Hajnaetbes, ToMy 1110 3asiBKa MoJaeThes B Kateropil «I"eHepuuHi

JIOCIIKEHD

npenapaTu»

JIOIATKOBI JOCIIIKEHHS

He Hagaetbes, ToMy 110 3asBKa 1101a€Thes
npenapaTu»

B Kareropii

«I"eHepuuHi

5) penpoayKTHBHA He Hajaerbes, ToMy 1110 3asBKa nojaeThes B Kateropil «['eHepuyHi
TOKCHYHICTB Ta TOKCHMYHHWIT | mpenapaTu»

BIJIMB HA PO3BUTOK

MOTOMCTBA

BIUIMB Ha (epTuibHicTs Ta | He HajaeThes, ToMy 1o 3asBka nogactses B Kareropii «'eHepruHi
paHHiif eMOpioHansHuit nperaparu»

PO3BUTOK

eMOpPIOTOKCHYHICTD He napaerses, ToMy 1m0 3asBka nogaerbes B kKateropii «l'eHepruHi

npenapaTm»
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npeHaraibHa Ta He nanaerncs, Tomy 110 3asBka noaaeTbes B kateropii «[ eHepuyHi

[I0CTHATa/lbHA TOKCHYHICTBL | npenapaTu»

JOCTTi IUKEHHS], B AKUX He nanaerscs, Tomy 1o 3asiBka nojaeThes B kateropii « eHepuuHi

npenapar BBOIATh rnpenapaTu»

MOTOMCTRBY (He 103piJuM

TBapuHaM) Ta / abo

OLIHKKTH Ha IOBrOTpHBaIi

HacHiaKK

6) nokanbHa nopratuBHictTh | He Hanaerbes, Tomy 110 3asiBKa noaaeThes B Kateropii « eHepruHi
nperapaTu»

7) nopatkosi gociimxeHHa | He HamaeTbes, ToMy 110 3asBKa nojaeThes B kareropii «eHepuuHi

TOKCHYHOCTI: npenapaTH»

aHTUTEHHICTb (YTBOPEHHS He nanacreses, Tomy 10 3asBKa 1101a€Thes B KaTeropii «[ eHepHuHi

AHTHTIN) npenapaTH»

IMYHOTOKCHYHICTD He napaetses, Tomy 1o 3asBka 1nojaetbes B kateropii « eHepruHi
npenaparm»

BUBYEHHS MeXaHi3MiB aii He HapaeTkes, ToMy 110 3asBKA M0JAETHCA B KaTeropii «I eHepuuHi
npenaparu»

HapKOTHYHA 3aJIeXKHICTh He HanaeTses, ToMY 1110 3asBKa MoAAETLCS B KaTeropii «I eHepuuHi
npenapaTH»

TOKCHYHICTb MeTaboiTy He HanaeTbest, ToMy 1110 3asBKa MOJA€ETHCS B KaTeropii «I eHepuuHi
npenaparm»

TOKCHYHICTD JIOMIIIOK He nanaerbes, Tomy 110 3asBKa nojaerses B kareropii «I eHepuyHi
npenapaTm»

JlonatkoBa indopmatiis He HajaeTbes, TOMY 110 3asABKa M0JAETLCA B KaTeropii «I eHepuuHi
npenaparm
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5. BUCHOBKHM JIOKJIHIYHOIO

He Hanaethes, Tomy 1110 3asgBKa NoAacThes B Kateropii «I eHepuuHi
JIOCTTIJDKEHHS

npenaparm»

3assuuK (Biaacuuk JIK)

Makneonc ®@apmaceiotukanc Jlimiten, Inmis

I"onosa IlpencraBuuurea «Makneonc @apmacsrotukaiic Jlimitem

[Tan Bimxeii bagekap
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REPORT ABOUT THE CLINICAL TRIAL

I. Name of medicinal  [Dolutegravir Sodium Tablets 50 mg
product (if available -

registration number)

2. The applicant Macleods Pharmaceuticals Limited
Atlanta Arcade, Marol Church Road, Andheri (East),
Mumbai - 400059, India

3. Manufacturer Macleods Pharmaceuticals Limited
Unit-11, Plot 12,15,21,23,24,25,26,27,28 &30, Survey Ne 366, Premier Industrial Estate,
Kachigam, Daman, 396210, India

4. Studies: Single dose Fasting In-Vivo Bioequivalence study of Dolutegravir Sodium Tablets
o yes 50 mg (Macleods Pharmaceuticals Ltd., India) to TIVICAY™ (dolutegravir) Tablets
V. No 50 mg (ViiV Healthcare, USA) in healthy, adult, human subjects.

1) the type of medicinal | Generic
product for which

registration was planned

or planned
5. Full name of the Full name of the clinical trial:
clinical trial, coded Single dose Fasting In-Vivo Bioequivalence study of Dolutegravir Sodium Tablets

clinical trial number 50 mg (Macleods Pharmaceuticals Ltd., India) to TIVICAY® (dolutegravir) Tablets
50 mg (ViiV Healthcare, USA) in healthy, adult, human subjects.
Coded clinical trial number: BEQ-2534-DOLU-2019

6. Phase of the clinical |Bioequivalence

trial

7. Period of clinical trial] Duration of Clinical Phase: 24" July 2019 — 20™ August 2019
Duration of Bioanalytical Phase: 08" August 2019 — 17" August 2019
Duration of Statistical Phase: 29" August 2019

8. Countries where the |{India

clinical trial was

conducted
MACLEODS Regd. Office : Phone : 91-22- 66762800
Atlanta Areade, Church Road, Fax @ 91-22-29256599
PHARMACEUTICALS Near Leela Hotel, Andheri-Kurla Road, Email : customerare@macleodspharma.com Rd—h 9,
LIMITED Andheri (East), Mumbai-400 059, India. Webstte | www.madleodsphamna.com Flarci sk Area MIDC

CIN  : U24239MH1989PLC052049 Andheri ( East) Mumbai 400093
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9. The number of scheduled: 30 (planned and enrolled)
subjects actual: 30
10. Purpose and i) Pharmacokinetic: To evaluate the comparative oral bioavailability of single

secondary objectives of |dose of Dolutegravir Sodium Tablets 50 mg (Macleods Pharmaceuticals Ltd.,
the clinical trial India) with TIVICAY® (dolutegravir) Tablets 50 mg (ViiV Healthcare, USA) in
healthy, adult, human subjects under fasting condition.

ii) Safety: To monitor the safety and tolerability of a single oral dose of
Dolutegravir Sodium Tablets 50 mg when administered in healthy, adult, human

subjects under fasting condition.

11. Clinical trial design |An open label, balanced, analyst blind, randomized, two-treatment, two-period,
two-sequence, single dose, crossover bioequivalence study on 30 healthy, adult,

human subjects under fasting condition.

12. Main inclusion Healthy human subjects within the age range of 18 to 45 years with body-mass
criteria index (BMI) between 18.50 kg/m’ and 29.99 kg/m” (both inclusive) with body
weight not less than 50 kg (for males) and with body weight not less than 45 kg (for
females) and having absence of significant disease, laboratory values within normal
range, absence of clinically significant medical history and normal physical
examination during the screening and complying with inclusion and exclusion

criteria were the criteria for inclusion.

13. Test drug, method  |Test Formulation (T): Dolutegravir Sodium Tablets 50 mg

of administration, Label claim: Each film coated tablet contains Dolutegravir Sodium equivalent to
dosage dolutegravir 50 mg

Mode of administration: Administered orally with 240 mL of drinking water

Dose: 1 Tablet

14. Referent drug, Reference Formulation (R): TIVICAY® (dolutegravir) Tablets 50 mg
dosages , method of  [Label claim: Each film coated tablet contains dolutegravir sodium equivalent to 50
administration mg of dolutegravir

Mode of administration: Administered orally with 240 mL of drmkmg W

pai
Dose: 1 Tablet Bt - ”*9
15. Concomitant Not Applicable 2/ “MAKIEO]C 9
y < (APMACHIOTIKAJI3|
herapy * JMITET” | |&
TREHTADIKALAHY 0
\\vﬂ. 26558550

MACLEODS Regd. Office : Phone @ 91 -22- 6676 2800 Works : N2 91 n V‘\'\
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16. Performance Efficacy: The 90% confidence intervals for Ciax, AUCq, and AUCy, of
evaluation criteria dolutegravir formed the basis for concluding the bioequivalence of dolutegravir
sodium in product R and T. If the 90% confidence intervals are entirely included in
the range of 80.00% — 125.00% for Cinax, AUCq, and AUC,.., log-transformed then

the products would be claimed to be bioequivalent.

17. Safety assessment |To monitor the safety and tolerability of a single oral dose of Dolutegravir Sodium
criteria Tablets 50 mg when administered in healthy, adult, human subjects under fasting

condition.

I8. Statistical methods |The log-transformed pharmacokinetic parameters (Cpa AUCo, and AUC,..) of
dolutegravir are analysed using an ANOVA model. The 90% confidence intervals
for the ratio of both the products averages (geometric means), %Bioavailability and
power are calculated. Estimation of pharmacokinetic parameters and Statistical

analysis are performed using SAS™ version 9.4.

19. Demographic Gender — Male
indicators of the study |Age-18 to 45 years
population (gender, age,|Race- Asian Indian

race, etc.)

20. effectiveness results [Results obtained with In-transformed primary efficacy parameters summarized as

below:

Geometric Mean, Ratio, Intra-Subject C.V., Power and 20% Confidence Interval for
Dolutegravir (N=30 Subjects)

90%
Geometric Mean Ratio Intra Confidence
Pharmacokinetic (T/R) Subject | Power | Interval (%)
0
Parameters e (%) ((30/:’) (%)
R) Test (T) Lower | Upper

Crax (ng/mL) 2695.951 | 2370.850 | 87.94 | 17.72 99.61 | 81.40 .95.00

AblCg 53006265 | 47821.507 | 90.22 | 1627 | 99.87 | 34.04 | 96.86
(ng*hrs/mL)
AUCQ_;C
(ng*hrs/mL) 55809.591 | 50347.769 | 90.21 16.36 99.86 84.00 96.89
21. Safety results There was no adverse event occurred during conduct of the study.

R Iseve

# 4
o/ “MAKIEONC \¢

| N PRIV
-y

During post-study safety assessment adverse events were rep

subjects (subject number 03, 08, 10, 14, 16, 22 and 29).

THAATD
WAT INTU MU T

Regd, Office : Phone : 91 -22- 66762600
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22. Conclusion

(conclusion)

The 90% confidence intervals for the ratio (Test/Reference) of Cpa AUC, &

AUC,... for dolutegravir were within the acceptable limits of bioequivalence 80.00%

- 125.00%.

Thus it is concluded that the test formulation, Dolutegravir Sodium Tablets 50 mg]
(Macleods Pharmaceuticals Ltd., India) is bioequivalent to reference formulation,

TIVICAY® (dolutegravir) Tablets 50 mg (ViiV Healthcare, USA) in healthy, adult,

human subjects under fasting condition.

Both the formulations are safe and well tolerated following a single dose

administration of the investigational product under fasting condition.

Applicant ( RC owner) For Macleods Pharmaceuticals Limited,
L
Dr. Ashish Mungantiwar
Head- Bioequivalence
wp aly a
Regd. Office : ' Phone : 91 -22- 66762800 Works :

MACLEODS Atlanta Arcade, Church Road, Fax t 91-22-29256599 Macleod
PHARMACEUTICALS Near Leela Hotel, Andheri-Kurla Road, Emal : customercare@madeodspharma.com Plot No.-
LIMITED Andheri (East), Mumbai-400 059, India. Website : - www.madecdspharma.com Marol Ind

QN @ U24239MHI1989PLC052049 Andheri (E
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Honarox 30

1o Iopsajky npoBejieHHsS eKCIIEPTH3H
peecTpaliiiHuX MarepialiB Ha JIIKapChKi
3aco0H, 110 MOAAIOTECS Ha ACPIKABHY
peecTpaniio (epepeccTpariiio), a TakKoxK
CKCIICPTH3M MaTepialiB PO BHECEHHs
3MiH JI0 peeCTpaIiifHuX MaTepiaiiB
IPOTIATrOM il peecTpalifiHoro
MOCBITYEHHS

(yHKT 4 po3ainy IV

3BIT
PO KIIHIYHE TOCITiHKCHHS

1. HasBa Honyterpasip 50 mr
JIIKapChKOTO
3aco0y (3a
HasBHOCTI -
peecTpaLiiHui
HOMED)
2. 3a8BHHK Maxkneonc ®@apmackrotikaince JliMmites
AtnanTa Apkane, Mapon Yapu Poan, Aunxepi (Iet), Mymbaii — 400059, Inais
3. Bupobuux Makneoac ®apmacerotukanc Jlimiten

Dasza II, [lnor Ne 12, 15, 21, 23, 24, 25, 26, 27, 28 i 30, Cropgeit Ne 366, ITpem’ep Inna-
ctpian Icreiir, Kauuram, Jaman, 396210, Inais

4. JTocmimKeHHS:
V Tak

Hocnikenns OioekBiBaneHTHocTI In-Vivo onHopazoroi n1o3u Tabnetok Jlomyrterpagip
Harpito Tabnetkn 50 mr (Macleods Pharmaceuticals Limited, Inais) y nopiBHsHHI 3

°Hi tabnerkamu TIVICAY"™ (nonyrerpagip) tabnetku 50 mr (VIIV HEALTHCARE, USA)
°AKI10 Hi - Y 3[10POBHX, J0POCJIHX JOOPOBOJIBLIB B YMOBAX HaTLIeCcepLE.
o0rpyHTYyiiTe

1) BUA NiKApCLKOro
3acody, s IKOro

I'enepuuHuii nikapcbkuit 3acid

[U1aHyBanacs

peectpaiis

5. IloBHa Ha3Ba IToBHa Ha3Ba KJIiHIYHOTO BUNPOOYBAHHS:

KJIIHIYHOTO Hocnigxenns GioexpiBaneHTHOCTI In-Vivo onHopasoBoi 1034 tabiaetok Josyrerpasip
BUIIPOOYBAHHS, Hatpito Tabnetkn 50 mr (Macleods Pharmaceuticals Limited, Inaisa) y nopieHsHHI 3
3aKOI0BAHUH tabnerkamu TIVICAY® (nonyrerpaeip) tabnerku 50 mr (VIIV HEALTHCARE, USA)
HOMEP KJIHIYHOrO | V 3/10pPOBMX, A0POCIMX 100POBOJLIIB B YMOBAX HaTUIECEPLIE.

BUIPOOYBaHHs KopnoBanuii Homep kiiniuHoro urpoOyeanus: BEQ-2534-DOLU-2019

6. ®aza kriniyHoro | JlocnmikeHHs 6i0eKBIBAIEHTHOCTI

BUNPOOYBaHHS

7. Ilepion Tpueanicts kninivHoi Gazu: 24 nunus 2019 - 20 cepnns 2019

KJIIHIYHOTO Tpusanicty Gioananitnunoi dasu: 08 ceprus 2019 - 17 ceprns 2019

BHIIPOOYBaHHS Tpuanictb cratucTHuHOT dhazu: 29 cepnns 2019

8. Kpaiuu, ne Tumis

MACLEODS Ukraine Yxpaina

PHARMACEUTICALS Kiev Kuis
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02081 02081
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IPOBOJHIIOCH
KJIiHIuHe
BUNPOOYBAHHA

9. Kinekictb
100pOBOJIBILIB
JOCTIIKeHHS

s3aniaHoeaHo: 30 (3am1aHOBaHHUX Ta 3apaxOBaHKX)
tdhakruuno: 30

10. Mera Ta Dapmakokinetuka: JI1si  OUIHKM  MOPIBHANBHOI  TEpopaibHOT  Hi0J0CTYNHOCTI
BTOPHHHI 3aBJlaHHA | oJHOpa3oBoi 103u Tabnerok Dolutegravir Sodium Tablets 50 mg (Macleods
KJiHIYHOTO Pharmaceuticals Ltd., Inais) y nopiensnHi 3 Tabnerkamn TIVICAY™ (nonyrerpasip)
BUITPOOYBaHHS tabnetku 50 mr (VIIV HEALTHCARE, USA) y 310poBHX, A0pOCIHX A06POBOILIIE B
YMOBaX HaTLLEecepLe.
besneka: JInsg kKoHTpoo GesnekH Ta NepeHOCHMOCTI OJJHOPA30BOT MepopaibHOT J03H
Dolutegravir Sodium Tablets 50 mg npd BBeleHHI 300POBHM, JOPOCIHM
n00pOBOJIBLAM HaTLIECEpLE.
11. Iuzaiin Binkpure, 36anancorade, 3achiniieHe s aHaNiTHKIB, paHaOMi3oBaHe, 3 JBOMa
KITTHIYHOTO [pUHOMaMK [Ipernapary, 3 JBOMa [epioJaMH, J[ABOIOCIIJOBHE, Ta OJHOKPATHHM
BUIPOOYBaHHs BBE/ICHHAM JI03H, NlepexpecHe JociKeHHsa OioekBiBaneHTHOCTI 3a yuacTi 30 310poBHX
JIOPOCIIMX 100pOBOJIbLIB HATLLECEpLIE.
12. OcHOBHi 3n0poBi 1obposonbui y Biui Bin 18 1o 45 pokis 3 iHgekcoM macu Tina (IMT) sin 18,50
KpuTepii kr / M> 10 29,99 kr / M® (o6uaBa BKJIIOYHO) 3 MAcolo Tina He meHme S0 kr (mms
BKJTFOUCHHS YOJIOBIKIB) Ta 3 MAacol Tijla He MeHule 45 Kr (A71s KiHOK) Ta BiACYTHICTH iCTOTHOrO

3aXBOPIOBAHHA, KIIHIYHO 3HAuUYUIMX J1a00paTOpPHUX MOKA3HHMKIB, KIIHIYHO 3HAYyLIOT
icTopii XBOpoOH Ta HOpMasbHe (i3HUHEe 0OCTEKEHHS i/ Yac CKPHHIHTY Ta NOTPMMAHHS
KPMTEpiiB BKJIIOUEHHS Ta BUKIIOYEHHSI.

13. HocnimkyBanui
npenapar, crnocid
BBEJICHHH,
N03YBaHHA

Hocnimxysannii nikapeskuit 3aci6 (T): Honyrerpasip 50 mr, TabneTku, BKpUTI
MUTIBKOBOIO 000JIOHKOIO, 110 50 Mr

KosxHa TabneTka, BKpHTA I1IBKOBOIO 000IOHKOIO, MICTHTb JOJTyTerpaBipy HaTpito
€KBIBaJIEHTHO JomyTerpaBipy 50 mr.

Cnoci6 3actocyBaHHs: NPUIAMAETbCs MepopanbHO 3 240 M MUTHOT BOJIH.
JosyeanHs: 1 Tabnerka

14. PedrepeHTHHI

PedepenTtnuii npenapar (R): TIVICAY®™ (nonyrerpasip) Tabnetku 50 mMr, Tabnetku

npenapar, BKPHTI TUTIBKOBOIO 00010HKOI0, 110 50 Mr

nosyeaHhs, cnocié | Koxna TaGnerka, BKpUTa 1iiBKOBOK 000JIOHKOI0, MICTHTE IOMYTErpaBipy HaTpilo

BREJICHHS €KBIBaJIGHTHO JlonyTerpasipy 50 mr.
Cnocib 3acTocyBaHHA: MPUHMAETBCS NepopaibHo 3 240 M1 MUTHOT BOJIH.
Hozyeanns: 1 Tabnerka

15. CynyThs He 3acrocoByeTbes

Teparis

16. OuiHka 90% noipui inTepBanu s Cuax, AUCo. Ta AUCo... monyTerpaeipy € mifcTaBow AJist

e(heKTHRHOCTI HaJaHHA BUCHOBKY Ipo 010€KBIBaJEHTHICTh AonyTerparipy y npenaparax R i T. fkuo
90% noipui iHTepBalM TMOBHICTIO BX0oAATh Y Jnianazon 80.00% - 125.00% nns
norapudmiyHo nepeTBopeHUX Ciax, AUCo; Ta AUCq., TOAI AOCHIIKYBAHI JiKAPCHKI
3acobu OyayTh BBaskaTHCs Oi0eKBiBATEHTHUMM.

17. Kputepii KouTposb Ge3nekn Ta nepeHOCHMOCTI 0JHOpa3oBol nepopanbHoi 103H JlomyTerparipy

OLIIHKH Oe3nexkuH

Hatpito Tabnerku 50 Mr mpM 3acToCyBaHHI 3MOPOBHUMM, JOPOCITMMH JOOPOBOJIBLAMH
HaTIIeceple.

18.CrarucTiyni
METOH

Jlorapudmiuno nepersopeni dapmakokineTrudi napameTpu (Cimax, AUCoy Ta AUCq.00)
Honyrerpaeipy aHani3yroTbes 3a gonoMororo mozaeni ANOVA. 90% noeipui iHTepeanu
Jng  chiBBigHOWIEHHS 000X  cepelHix 3HavyeHb (cependi reomerpuqHi), %
OiogoctynHocTi Ta noTykHocti. OriHka (dapMakoKiHETHUHMX MapameTpiB  Ta
CTATUCTUYHUMN aHaJli3 BUKOHYIOTbed 3a jonomoroo SAS® sepceii 9.4.

19 Jlemorpadiuui
MOKa3HUKH
JOCTTIKYBaHOT

Crarb - Yonosiku
Bik Bin 18 no 45 pokie
Paca - aziaTchbKuid IHAIHCBKUI YOJIOBIK

MACLEODS Ukraine Ykpaiua

PHARMACEUTICALS Kiev Kuig

LIMITED Zdolbunivska str., 7-D By.J1. 3n010yHiBcbKa,7-11
02081 02081

Tel/fax: +38 044 574 42 94 Ten/®axe: +38 044 574 42 94




TMOTYJIALIT (CTaTh,
BiK, paca TOLIO)

20. PesynbTaTtH
e(PeKTUBHOCTI

90% noBipui iHTepBANK B JIOrapupMIYHO NEPETBOPECHHUX N1APAMETPAX 3BE/ICHI HHIKYE:

CepeniHe reomeTpuune, KoediuieHT, notykuicTs Ta 90% A0BipuMii inTepBan i
Honyterpasipy (N = 30 noGposonbiiis)
DapMakoKiHETHYHI Cepenne Cnippiato | Buyrpimueo- [ToTyu 90% nopipumii

napaMeTpH TreOMETPHYHE EHHA cyb’eKTHa HICTh iHTepean (%)

Pediepent Jlocnimky | (T/R) (%) | Bapiadenbnicts (%) Hipianidi | Bt
Huit JI3 Bauuii JI3 CV (%)
(R) ()

Cmax (Hr/ mn) 2695.951 2370.850 | 87.94 17.72 99.61 81.40 95.00
AUC-t 53006265 | 47821.507 | 90.22 16.27 99,87 84.04 96.86
(Hr * roa/ ma)
AUC-» 55809.591 | 50347.769 | 90.21 16.36 99.86 84.00 96.89
(ur * roa / mim)

21. PesynbraTH
Hesnexku

* JKonen nobpososielb He 3a3HaB HeOaxaHHX ABMILL M1iJl YaC NPOBEAEHHSA
JOCTIKEHHS.

*  Tlix yac ouinku 6e3reKu Micis JOCTiUKEHHS MOBIIOMIISIIOCs PO HebaxkaHi SBUIIA Y
cemu J1o6poBosibLIB (nobposonsii Ne 03, 08, 10, 14, 16, 22 1a 29) .

22. BucHoBOK

90% nowipui inteppanu ans cnieeigHowenns (Jocnimkysanuii J13 / Pedepenthuii J13)
Cumax, AUCor Ta AUCo.. nans [Jonyrerpapipy 3HAXOJMIMCH Y JAOMYCTHMHX Mexax
OioekriBasientHocti 80,00 % - 125,00 %.

Takum umHoM, 3poGiieHO BHCHOBOK, 10 BUnpoOysauuii JI3 Jonyrerpasip 50 mr,
TabNeTKH, BKPUTI IU1iBKOBOIO 06onoHko0, o 50 mr (Macleods Pharmaceuticals Ltd.,
Inpis) e GioekiBanentum pedepentHomy nepenapary TIVICAY™ (monmyrerpasip)
Tabnerkn 50 mr, TabneTku BKPHTI MIiBKOBOIO 06010HKOW, Mo 50 Mr y 310pOBHX,
JIOpOCIHX JOOPOBOJILLIB HATLIECEPLIE.

3agBHHK Maxneoac ®@apmacerotukaic Jlimiten, Iumis
I'onosa [IpencraBuunrea «Makieo/ic PapmacsroTikaic JliMiTem»
ITan Bimxkait bagexap
MACLEODS Ukraine Ykpaina
PHARMACEUTICALS Kiev Kuis
LIMITED Zdolbunivska str., 7-D By.a1. 3n0a0yHiBebKa,7-J1

02081
Tel/fax: +38 044 574 42 94

02081
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