Clinical Trial Report - 11
Study ID-201479

1. Name of medicinal product (registration certificate Ne, if available )

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality
control, Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal
product, new active substance

5. Title of clinical trial, code number of clinical trial

A Phase I Study to Evaluate the Pharmacokinetics and Safety of GSK 1265744 in
Subjects with Hepatic Impairment and Healthy Matched Control Subjects, Study
201479

6. Phase of clinical trial

Phase 1
7. Period of clinical trial from [22June2015] — [16September2016]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects planned: 16
actual: 16
10. Main purpose and secondary objectives of CT Primary

e To compare plasma PK parameters of CAB in subjects with hepatic
impairment to healthy controls matched in gender, age, and body mass
index (BMI)

Secondary
¢ To evaluate the impact of hepatic impairment on the plasma protein

binding and unbound concentration of CAB




¢ To investigate the effect of hepatic impairment on other CAB PK
parameters

» To assess the safety and tolerability of a single 30 mg oral dose of CAB

11. Clinical trial design

This was a Phase 1, open-label, parallel group, single-dose adaptive study in
adults with moderate hepatic impairment and matched, healthy control subjects
with normal hepatic function. In Part 1, healthy control subjects (n=8) were
matched in gender, age (£10 years), and BMI (::25%) to subjects with moderate
(n=8) hepatic impairment. All subjects received cabotegravir (CAB) 30 mg as a
single oral dose in the fasted state followed by pharmacokinetic sampling for total
concentrations of CAB in plasma. The unbound CAB concentrations were
assessed at sparse sampling times. Since the AUC(0-w0) of CAB did not increase
by >2-fold in moderately impaired subjects relative to matched controls, the
originally planned Part 2 of the study in adults with mild hepatic impairment was
not conducted.

12. Main inclusion criteria

Healthy and Hepatic Impairment Subjects: Male and female subjects, between 18
and 70 years of age inclusive, with body weight >50 kg and BMI within the range
19 to 41 kg/m2 were eligible for the study.

Specific inclusion criteria for subjects with hepatic impairment: Child-Pugh score
of 7-9 AND previous confirmation of liver cirrhosis by liver biopsy or other

medical imaging technique associated with an unambiguous medical history (such
as evidence of portal hypertension). Subjects with chronic (>6 months), stable
hepatic impairment due to any etiology with no acute episodes of illness with
previous 1 month prior to screening were also considered. Subjects with pre-
existing condition (except hepatic impairment) or with presence of Grade 3 or 4
clevations in aspartate aminotransferase, alanine aminotransferase (ALT), or
bilirubin were not allowed to participate in the study.

13. Investigational medicinal product, mode of administration and
strength

All subjects received a single oral dose of CAB 30 mg tablet (Batch No.
142384489) with 240 mL of water in the fasted state.

14. Reference product, dose, mode of administration and strength

IN/A




15. Concormitant therapy

Permitted medication:

For Hepatic Impaired Subjects:
A concomitant medication was permitted by the ViiV Medical Monitor if it did

not jeopardize the interpretation of the data derived from that subject or the safety
of the subject. See Protocol Section 5.1.1 for a list of permitted contraceptive
agents for Females of Reproductive Potential.

For Healthy Subjects:
Acetaminophen, at doses of <2 grams/day was permitted for use in healthy

volunteers only. See Protocol Section 5.1.2 for a list of permitted contraceptive
agents for Females of Reproductive Potential.

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PX study.
Primary:

e Plasma area under the concentration time curve from time zero (pre-dose)
extrapolated to infinite time [AUC(0-0)] and maximum observed
concentration (Cmax) following a single oral dose of CAB

Secondary:

» Unbound concentration and unbound fraction in plasma of CAB at 2 and
24 hours post dose

e Plasma area under the concentration-time curve from time zero (pre-dose)
to last time of quantifiable concentration [AUC(0-t)], percentage of
AUC(0-00) obtained by extrapolation (%AUCex), concentration observed
at 24-hours post dose (C24), apparent terminal phase half-life (t%2),
apparent clearance (CL/F), lag time before observation of drug
concentrations (tlag), time of occurrence of Cmax (tmax) and apparent
terminal phase volume of distribution (VZ/F) following a single oral dose
of CAB

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse events, clinical laboratory




tests, electrocardiogram (ECGQ), and vital signs assessments

18. Statistical methods

Sample Size Assumption: The target sample size of 8 evaluable subjects per
cohort was chosen based on feasibility, to address the objectives of the study.

For a between-subject coefficient of variation (CVb) of 24% (based on previous
CAB studies) and a sample size of 8 subjects per cohort, it was estimated that the
half width of the 90% confidence interval (CI) for the cohort difference on log-
scale would be within 20.8% of the point estimate for AUC(0-t)/AUC(0-c0) and
Cmax. If the point estimate of the ratio of geometric means was 1, then 90% CI
was considered to be approximately (0.81, 1.23).

Sensitivity analysis assuming a higher between-subject CVb of 36% and a sample
size of 8 evaluable subjects per cohort was conducted. It was estimated that the
lower and upper bounds of the 90% CI for the cohort difference on log-scale
would be within 30.7% of the point estimate for AUC(0-t)/AUC(0-0) and Cmax.

Analysis Populations

Screening Population: Included all subjects who had signed the consent form.

Safety Population: Included all subjects who enrolled in the study and received at
least one dose of study drug. This was the population for the safety analyses, as
well as for presentation/ summarization of baseline/demographic characteristics.

Pharmacokinetic Concentration Population: Included all subjects who underwent
plasma pharmacokinetic (PK) sampling and had evaluable CAB assays. PK assay
results from samples collected from a subject with emesis occurring within

4 hours of the dose were not to be considered as evaluable. This population was
used for listing, summarization and plotting of concentration-time data.

Pharmacokinetic Summary Population: Included subjects who had CAB PK

parameter estimates. This population was used for summary and plotting of PK
parameters and statistical comparisons between cohorts. PK assay results from

sarnples collected from a subject with emesis occurring within 4 hours of the dose




were not to be considered as evaluable.

Interim Analyses: There was no formal interim analysis planned for the study,
however, the preliminary PK and safety from Part 1 was reviewed internally at
GlaxoSmithKline (GSK) to determine if Part 2 of the study was required prior to
the start of Part 2. If the geometric mean total plasma AUC (0-0) of CAB
increased by >2-fold in moderately impaired subjects compared to matched
controls, Part 2 was to be conducted to evaluate CAB pharmacokinetics in another
group of subjects with mild impairment.

Pharmacokinetic Analyses:

Plasma CAB concentration-time data was analyzed by non-compartmental
methods with WinNonlin 6.3 or higher and the following pharmacokinetic
parameters were determined, as data permitted: AUC(0-c0), AUC(0-t), %AUCex,
Cmax, tmax, C24, tlag, CL/F, VZ/F, and t¥. Unbound fraction (fu) was calculated
using the total and unbound plasma concentration of CAB data generated at 2 and
24 hours post dose for both normal and hepatic impairment subjects. Log-
transformed PK parameters (except %AUCex, tmax and tlag) were analyzed by
analysis of covariance (ANCOVA) with gender and cohort as fixed effects and
age and BMI as continuous covariates. The relationship between plasma CAB PK
parameters, including AUC(0-t), AUC(0-00), Cmax, C24, t¥4, CL/F, VZ/F, fu2 and
fu24, and liver function measurements, including Child-Pugh score (overall score
and liver synthetic ability [albumin, bilirubin, and prothrombin time (PT)]) was
assessed by Pearson correlation and linear and/or nonlinear regression methods.
For the analysis of relationship between PK and Child-Pugh score as continuous
variable, subjects with normal hepatic function were considered to have a score =
0.

Safety Analyses: Safety data was presented in tabular and/or graphical format and
summarized descriptively. No formal statistical analysis of the safety data was
conducted.




19. Demographic indices of studied population (sex, age, race, etc.) Demographics (Safety Population) Moderate Hepatic | Healthy | Overall
Impaired Matched
n 8 8 16
Age in Years [Mean (SD)] 60.3 {3.20) 569(6.17) | 586
(5.06)
Sex [n (%))
Female: 2 (25) 2 (25) 4 {25%)
Male: 6 (75) 6 (75) 12 (75%)
BMI (kg/m?) [Mean (SD)] 293 (3.78) 292(417) | 292
(3.85)
Height (cm) [Mean (SD)] 176 (11.6) 171 (11.2) 173
(11.3)
Weight (kg) [Mean (SD}] 91.1 (18.4) 86.1 (18.9) 88.6
(18.2)
Ethnicity [n (36)]
Hispanic or Latino 1({13) 2 (25) 3 (19%)
Not Hispanic or Latino 7(88) 6 (75) 13 {81%)
Race [n (%)]
African American/African Heritage 2 (25) 2 (25 4 (25)
White — While/Caucasian/European Heritage 6 (75) 6 (75) 12 (75)
Child Pugh total score [n (%)]
7 3 (37.5%) NA
8 3 (37.5%) NA
9 2 (25.0%) NA

20. PX results

Unbound plasma CAB concentration: The unbound plasma CAB concentrations
in moderate hepatic impaired subjects were 40% and 55% higher than those in
healthy subjects at 2h and 24h post dose, respectively.




Summary and Comparison of Unbound Plasma CAB Concentrations 2h and 24h following

Single Dose Oral CAB 30mg (PK Concentration and PK Summary Population)

Moderate Hepatic Hepatic Impalred
Unbound Statistic mnaire dp Healthy Matched! versus Healthy
CAB Cong. pawe (=7}t GLSM Ratio
(0= (90%C))
“Median 000831 0.00591
(range) | {0.00289,00234) | (0.00384,0.00958) —
fﬂgmnm Mean(SD) | 0.0094(0.00661) | 0.0058(0.00227) _
1401
6LS Mean 0.0074 00053 (0790,2450)
Median 0.00432 000260 —
ot Pos frange) | {0.00163,0.0105) | (0.00136,0.00441)
oo Mean(SD) |  0.0050(0.00317) | 0.00%6 (0.00407) —
(ugimL) GLS Mean 0.0041 00026 1.952

{0.820,2.938)

* For 1 subject with hepafic impairment and 1 healthy subject, protein binding samples were collected, but due to shipment
issies, not received and thus not processed.
1. Healthy control subjects are matched 1o the moderate hepatic impairment subjects in gendes, age (+10 years), and BM

 (325%)




Eummntary of Salect Plasma CAB Pharmacokinetic Parameters Following Single Dose Oral
CAB 30 mg (PE Summary Population)

GAB PK Parameter {Units} Moderate Hepatic Impaired {n=8} Heajthma}tchem
Geametric mean .
[85% G {%G3b) [95% C1 B3
102 127
ALIG(D-] (52,136 [647, 170]
fr*pagir) (37.3) {36.2)
952 3
A'Ljﬂtﬂr;ni 33,132 910, 162]
(h*pgirl) {36.2) {35.4)
270 355
m%_ [1.94, 3.76] 1260, 4.33]
p— 1A 750
L) [0.956, 1.58] 1143, 2.01]
G (30.8) (35.6)
= 0.205 0236
0213, 0.295) [0.176, 0.317]
L) 7.3} (36.2)
131 127
ez [H0.1, 17.0§ [9.79, 16.4]
b (31,61 (1.0
" 308 372
: [23.7.40.1] [334 41.5]
] {32.2) 3.1
Ex, 20 20
R (1.0 -4.0) 11.0—-3.0)

, 0.307 0157
Fra.;.hun unhaurd at 2 0202 0.467] [0.119, 0.207)
%) (47 5) £30.5)

Py 0,965
Fracticn unbound at 24h 183.1 0.564 [0.124, 0207
() - (66.5) : (239

1. Healtry control subject= are natshed ¥ tha hepstic impsinnent zutjecs in gender, 3g2 [+10 years), and BM1 {2558
2 Datd are represenied a3 madan frange)
& 6= for both mogersne hzpalic impatied snd kesiihy match=d groups

Unbound CAB fractions were statistically higher in subjects with higher albumin
score (lower serum albumin concentration) and higher Child-Pugh score. There
was no apparent relationship between CAB unbound fraction and total protein




concentration.

Statistical Comparison of Plasma CAB Pharmacokinetic Parameters After Single
CAB 30 mg Oral Dose (PK Summary Population)

Ratio of GLS Means {90% Cl)
Plasma CAB PK Parameter Moderate Hepatic Impaired (n=8) vs
Healthy Matched (n=8)

AUC((-e0) 0.725 (0497, 1.058)
AUC(04) 0.731 (0.508, 1.053)
Cmax 0.685 (0.505, 0.929)

C24 (.732 (0.526, 1.018)
CLIF 1.379 (0.945, 2.012)
Vz/F 1.134 (0.834, 1.541)

tl4 0.822 (0.648, 1.042)
Fraction unbound at 2h* 2137 (1.574, 2.902)
Fraction unbound at 24h* 1.902 (1.139, 3.175)

* n=7 for both moderale hepatic impaired and healthy maiched groups.

21. Safety results

All the reported adverse events (AEs) were Grade 1, except for the AEs of
increased blood pressure (BP) and upper respiratory infection in 1 subject from
the healthy matched control cohort, which were Grade 2 in severity.

Summary of All Adverse Events by Cohort (Safety Population)

Preferred Term Moderate Hepatic Impaired | Healthy Matched Overall

{n=8}) (n=8}) (N=16)
Subjects with any AE(s), n (2&) 2(25) 3(as) 531
Folliculitis® 1(13) 0 1(6)
Gastroenterifis 1(13) 0 1(8)
Upper respiratory tract infection® 0 1(13) 1(6)
Constipation® 1(13) 0 1(6}
Blood pressure increased® Q 1{13) 1(6)
Back pain 0 1{13) 1(6)
Headache* ] 1(13) 1(6)
Papule ) 1(13) 0 1(B)
*Drug-related AEs

FPost-SAG, afier further evaluaficn by the invesfigator, the folliculitis AE was delermined to be nof related to study
drug, and instead was a pre-exisfing condition triggered by sweating and hol weather.




There were no deaths or serious adverse events (SAEs) reported during the study.
None of the adverse events led to discontinuation of the study drug or withdrawal
of any subject from the study.

22. Conclusion (summary)

e Moderate hepatic impairment had minimal impact on total plasma CAB
PK. The fraction unbound (%) of cabotegravir in moderate hepatic
impairment subjects was ~90% — 114% higher than those in healthy
subjects likely due to lower albumin concentrations.

o CAB may be taken without dose adjustment in subjects with mild to
moderate hepatic impairment.

e No new safety signal was detected during the study.

Applicant (registration certificate holder)

Co Gl

(signature) ~

Karen Grainger
VP, Head of Regulatory Affairs

ViiV Healthcare

{Procedure amended by new anmex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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Hoeniporenua ID-201479

1. Haspa nikapcekoro 3acofy (3a HasBHOCTI - HOMEp peecTpauiiHoro
[OCRiIMEeHH)

ATTPETIO/], cycriensia pns iH'ekuifi npononrosaHoi aif, 200 Mr/mn

2. 3agBHUK

BiiB Xenckep FOK JliMiTen

3. BupoOHuk

BspoGHANTBO HEPO3(ACOBAHOTO POAYKTY, NePBHAHE TA BTOPHHHE NAKYBAHHS,
KOHTPOJIb TKOCTI TOTOBOTO NPOAYKTY, BHIYCK cepil

[nakco Onepeiimuc FOK Jlimiten, wo sene aisnbHicts gx ['maxco Bemikom Onepekiuinc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapumip Poyn, Baprapa Kactt, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Benuka bpuranis

Crepunizanis (ramma-onpominenns API ta rorosoro npoayxry)

Crepirenike Beneris (Dibopye) CA (Cotepa Xenc Kamnani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

Souninr Ingactpiens, Asero ae n°Ecnepatc, ®@neopye, 6220 / Zoning Industriel, Avenue de
I’ Espérance Fleurus, 6220

Benbris

4. TTpoBeneni NOCHiKEHH:

v TaK i, IKWO Hi, OGTPYHTY#HTE

1) Tun nikapebkoro 3acofy, 3a KM NpoBojunacs abo MuaHyeTbCs peecTpaltis

UTikapcbKHid 3aci6 32 MOBHMM 10CHE (ABTOHOMHE JOCKE), iHIIMH nikapcbkuii 3acid, HoBa
[nitoua. peoBHHA.

5. TToBHa Ha3Ba KITIHIYHOro BUNPOOYBaHHs, KOJOBAHUII HOMEp KIIHIHHOTO
BUNIPOOYBAHHSA

Tocnipxenns [ asu 3 ouinkk dpapmakokiHeTHku Ta 6esneku npenapaty GSK1265744 y
NALIEHTIB 3 MOPYLUEHHAM (QYHKUIH NeviHKN Ta 3N0POBUX 0Ci0 KOHTPOJILHOI FPYIK,
nocnimrenus 201479

6. ®aza kiniHiuHoro BUTpoOyBaHHA Dasa |
7. Iepion KIHIYHOTO BUNPOOYBaHHA  [22 uepsHa 2015] — [16 pepechs 2016]
8. Kpaiiu, B AKMX NPOBOAMAOCH KIIHIYHE BUNPODYyBaHHA CLIA

9. KinbkicTh AOCTIKYBAHHX

kannaHoeaHo: 16
axTH4HA KibKICTb CYO'€XTIB foctimxeHHa: 16

10. MeTa Ta BTOPHHHI Wi KIIHIYHOTO BUNPOOYBaHHS

OcuoBHa

e T[lopisaary razmosi noxazuuku PK CAB B oci6 3 nopymesHsamM QyHKOiIA NediHKE
3i 310poBUMH 0cobaMH, SIKI BiANOBIAAIOTH 34 CTATTIO, BIKOM Ta iHAEKCOM MACH Tijia
( BMI ), y mopiBHSHHI 3 KOHTPONEHOIO TPYIIOK

Bropuani




e QOuiduTd BONKB nopyireHHs GyHKkuiil nediHky Ha 38'93aHy 3 OijlkaMM 1Ia3Mu Ta
He3B'szaHy xoHienTpauito CAB v mnasmi kposi
Jocniguty BINIHB nopyweHHs dyHxnid nevinky Ha inwi napamerpy CAB PK
OuinuTu Ge3nexy Ta nepeHOCHMICTh OIHOPa30B01 nepopalbHoi 403K 30 Mr CAB

11. Iuzaiid KniHigHOTO BUNPOOYBaHHA

e Gyno BiIKpHTe ONHONO30BE 2NaNTHRHE AOCHKeHHA | $asH B mapanenbHHX rpynax 3a
bmac*no JOPOCIHX 3 NOMIPHHM NMopywWweHHsaM QYHKLUIH MeYiHKH Ta 3/10poBHX ACOPOBONBLIB
3 HOpMILHO QYHKLIEIO NeuiHKH, sKi BIOMOBIiAaH KOHTPONEHiH rpyni. ¥ YacTuni 1
3nopoBi KoHTpONEHI ocobu (n=8) Gynu minibpaxi 3a cTaTTHoO, BikoM (210 pokis) Ta
iHaekcom Mack tita (£25%) 10 oci6 3 noMipHuM (n=8) cTyneHeM nopyiueHHs gyHKUiHA
neyinku. Bei yuacHukH oTpuMyBanu kaboterpagip ( CAB) 30 mr y Burnazi onHopasosoi
NEPOPATLHOT J03H HATILECEPLE 3 NOAANBIIAM (PapMAKOKIHETHYHHM JOCHI UKEHHAM JUIA
BH3HAYCHHA 3arankHoi koHuenTpailit CAB y nnasmi kposi. Hess'n3ani konuentpauii CAB
OLIHIOBaTH NpH piakichomy Bigbopi npod. Ockinbki AUC(0-c0) CAB se 36inburysanacs B
>2 pasH y MaLli€eHTiB 3 MOMIPHOIO MEYiHKOBOK HELOCTATHICTIO MOPIBHAHO 3 BIATOBIAHWM
KOHTPOJIEM, CIOYATKY 3aMNaHOBaHA YacTHHA 2 AOCNIMKEHHA Y IOPOCIHX 3 JIErKHM
nopyuleHHs GYHKILH newiHKKM He MpOoBOAMIACA.

12. OCHOBHI KpUTEPIi BKIIFOYEHHA

3noposi ocobu Ta ocobu 3 nopymennam byHKUIT nevinkn: Y goeaiwkenni mornu OpatH
[YMACTb 0cOGH 40JI0BIUOT Ta xiHouol cTati Bikom Bin 18 10 70 pokiB BKAKOYHO 3 MACOKO Tina
>50 Kr Ta iHOeKCcOM MacH Tia B Mexxax Bif [9 po 41 kr/m2.

CrieniansHi kpuTepii BioueHus ana cy6’exris 3 nopyieHHsM GyHkuii nevinku: 7-9 Ganip)
3a tkanoto Child-Pugh ta nonepeaxe nigTBepakeHHs UMPO3Y MEYiHKU 33 AOTIOMOrOIO
Gioncii mevinkH 200 iHWIONO METOAY MEIUYHOI Bi3yani3alii, N0s'I3aHOro 3 OIHO3HAYHHM
anaMHe30M {HaNpUKIA, A0Ka3H NOPTANGHOT rinepTeHsil). Takok pozrisaantcsa NauieHTH 3
XpoHiYHUM (>6 MicaUiB), cTabUILHUM NOpyIeHH M GyHKUIH neditky Gy Ab-aKol eTionorti
Ge3 roCTpHX eMizoAiB 3aXBOPIOBAHHS NpoTsroM 1 Micaus oo ckpuHinry. o yuacti B
NocNiKeHH] He JOMYCKANKCS Naui€eHTH 3 MOMepeaHiMHU 2axBOPIOBAHHAMH (OKpiM
nopymenHs GyHxuiil nedinku) abo 3 migBMILEHHAM piBHs acnapTaTaMiHoTpaHcdepasy,
ananinaminotpancdepazu ( ALT) a6o 6inipy6idy 3-ro abo 4-ro cTyneHis.

13. Hocnimxysanuii nikapcbkuit 3aci6, cnoci6 3actocyBanHs, cina aii

Bei yUacHUKM OTPHMYBATH OAHOPa30oBY nepopanbHy ao3y Tabneriu CAB 30 mr (Homep
maptii 142384489), sanuparoun 240 mn Bogu HaTLIECEPLIC.

14. ITpenapar nopiBHAHHS, 1034, CIocid 3acTOCYBaHH4, cHua Ail

T

15. CyImyTHs Teparis

16. Kpurepil ouiHkH e)eKTHBHOCTI




17. Kpurepii ouitkH 6e3nexu

18. CraTHCTHYHI METOIH

19. Jlemorpathiuni noxkasHHKH XOCITiMKyBaHOT DOMy AT (CTaTh, BiK, paca TOIO)

20. Pezynbrati eeKTHBHOCTI

21. PesynpTrarh 6e3nexku

272. BHCHOBOK (3aKJIFOUEHHA)

3asBHKK (BIACHUK peECTPaLiiHOrO MOCBiMEHHS)




15. CymyTHs Teparnis

JI03BOJIEH]I Mpenapary:

Ilns ocif 3 nopywenHam GYHKUIT Ie4iHKM:

CymyTHili npriiom nikie Gy nossoneHui ViiV Medical Monitor, sxuto te He CTaBHIo
fiz 3arpo3y iHTepnpeTauiio JaHKX, OTPUMaHHX Bill Loro cyb'exra, abo Geaneky
cy6'exta. [Tepenik [03BONEHUX KOHTPALENTHBHUX 3aCO0IB 417 XKIHOK 3 PETIPOLYKTUBHUM
noreHuianom aue. y pozaini 5.1. [ [Ipotokosmy.

Ona spopoeux cyb'ekri:

Aueraminogen y ao3ax <2 r/noby J03BONEHO 33CTOCOBYBATH JIHLLE 30POBHM
no6posonbuam. [epenik 403BONEHHX KOHTPAUENTHBHUX 3ac06iB Ans >KiHOK 3
penpoAYKTHBHMM MOTeHLianoM AuB. y po3ini 5.1.2 [IpoTokony.

16. Kputepii ouisku edexruBHoCT

V ubomy PK aocnipkerHi edekTHBHICT, He OLIHIOBANAC.
[lepBuaHi:

e [IInolua min KpHBOKO 3anexHOCTi KOHUEHTpALT Bin yacy Bia wyns (nonepeaHs
[032), eKCTPANoJILOBaHa 10 HeckiHueHHoro Yacy [AUC(0-0)], Ta MakcuManbHa
crocTepeKyBana koHueHTpauis (Cmax) nicns npuiioMy 0AHOPa3oBol
nepopansHoi 1031 CAB y nnasmi kposi

BTopuHHI:

o Hess's3aHa KOHUEHTpaLia TA He3B'A3aHa dpakwia y rwiasmi kpoei CAB uepe3s 2 Ta
24 roauHy nicnA nNpHHoOMy J03H

e [Inoma nin KPHBOK CKOHLIEHTPALIA-4acy Y r1asMi Kposi Bill HYEOBOFO Hacy (10
npHitoMy [03H) A0 OCTAHHBOrO YACY KiJIbKICHOTO BU3HAYEHHS KOHUEHTpaL
[AUC(0-t)], sincotox Bin AUC(0-c0), OTpiMAHMI 1IUIAXOM EKCTPANONALIT
(%AUCex), KOHUEHTPALis, WO CIOCTepiracTsea Yepes 24 rofuHH micis
npuitoMy no3u (C24), yaeuuii nepios HaniBBUBEAEHHS 3 TEPMIHATBHOT (ha3u
(t14), yaBuuit knipenc (CL/F), yac 3aTpMMKH IO CIIOCTEPeMXEHHs KOHUEHTpauii
npeniaparty (tlag), uac nocarHenns Cmax (tmax) Ta yapHui 06'eM posnofiny B
TepMiRanbHii gasi (VZ/F) nicna npuitoMy oaxopasosoi nepopanbhoi nosu CAB

17. Kpurepii oninku Gesnexu

MapameTpy Ge3neky Ta mePEeHOCHMOCT], BKIIOUaloqH HebakaHi ABHIA, KITTHIUH]
naGopaTopui ananisy, enexrpokapaiorpamy (EKI) Ta ouiHKY KHTTEBO BAKIHBHX




MOKA3HUKIB

18. CtaTucTHyHi METOIH

Hpnnymemm moao po3mipy Bndipkn: I{ineoswuii poamip BH6!pKH 8 mocsimKyBaHUX ¥
koxKHii Koropti - Gys 06paHuit Ha OCHOBI NPAKTHYHO] MOUITLHOCTI, WO6 AOCATTH LieH
mocimKeHH.

g Mbkey6'ekTHOr0 Koediuieuta papiauii (CVb) 24% (Ha ocHoBi nonepenHix
nocmimkers CAB) ta posmipy Bubipku 8 cy6'exris y koxniit koropti 6y/io miapaxosaxo,
O [OJIOBKHA uripriy 90% gosipuoro inTepsaity ( CI) ana pisuuii Mk KOropTamy 3a
norapudmiunoio wkanoo 6yae B Mexax 20,8% Big TouKoBOT oniuxu gg AUC(0-

£/ AUC(0-c0) Ta Cmax. SIKIIO TOYKOBA OUiHKA BiAHOINEHHS CEPEAHIX FEOMETPHYHMX
nopieuxiosana 1, To 90% CI seaxcanu npubnusno (0,81, 1,23).

By POBEAEHO aHANI3 YYTIMBOCTI 3 NPRIYMEHHAM, 0 Mikcy6'exTHHil CVD
cTaHOBHTL 36%, a p03M1p BHGIPKH 8 ouiHOBaHKX CyG'GKTIB y KoxXHi#t Koropti. byno
OUiHEHO, WO HIKHA | BepXHA Mexi 90% Cl ans pisHAMLL MK KOropTamu Ha
iorapudMitiit kani 6yayTs B mesxxax 30,7% Bin Touxoof ouinku ans AUC(0-

t) AUC(0-00) i Cmax.

AHAII3 HacejIenH

CKpUHIHC HacenenHs: Bxmoueni Bei cy®'exTH, aki nigmucany Gopmy 3roau.
Y

Bubipka ans ouinku Gesreky: Broueni sei cy6'ekTH, ki Gyiu BKIIOUEH] B

OCHTimKeHH s T4 OTPUMANK MPHHANMKI OHY 03y AOCTiLKyBaHoro npenapary. Lle Gyna
normystALis A1 aHanizy 6e3nexH, a TAKOX A TPEICTABICHHS/y3aranbHeHHs
BUXiAHUX/neMorpaditHUX XapaKTePHCTHK.

bapMaxokineryka Konuentpauis B nonynsuii: BitroueHi Bei cy6'ekTd, Sxi npoiuiin
(hapMaKoKiHeTHUHe JOCTiIKeHHs tasmu kposi ( PK) i manu atanisn CAB, wo

ninaoThes ouitti. Pesynsraty ananisy PK y spaskax, pinibpanux y cy6'exta 3
GNIOBOTOO, O BHHHKINA IPOTArOM 4 FOAMH NICIs MPUHOMY 103, HE MOBMHHI
PO3IIAJATHCA K Taki, WO NiAAraoTs ouiHioBanHio. Llg nomynsuis 6y.na BHKOPUCTaHa
N5 CKNAAHHA CIIMCKY, Y3araibHeHHs Ta nofyaoeH rpadikip 3anexHoCTi KoHLEeHTpauil
BiA dacy.

(Dagmalcoxmemqﬂa XapaKTePHCTHKA nomynsuii: Brumouany cy6'exTis, AKi Manu OUIHKH
napamerpis CAB PK. Ll nomynsautia 6y/1a BHKOPHCTaHA LA y3aranbHEHHS Ta no0ynoeu




rpadikis mapaMerpis PK i craTHCTHYHUX NOPIBHAHE MDK KoropraMi. PesyabTaTi aHamizy
IPK y 3paskax, BinibpaHux y cyb'ekra 3 BIOBOTO, 1110 BHHHKIIA MPOTArOM 4 rOAUH IHCHA
[PHAOMY [I03H, HE [OBHHHI PO3TALNATHUCS AK TaKi, IO MiJUTATaIOTh OIliHEOBAHHIO.

I pomizkHi anamiza: QopmanbHOro NPOMDKHOIO aHali3y JOCHIKEHHA He NNlaHyBanocs,
OIHAK, Mepel moyaTkoM Yactuau 1 B koMmadii GlaxoSmithKline (GSK) 6yr
npoBefeHH# BHy TpitoHiK aHanis PK Ta Oe3mexu 3 MeToW BH3HAa4YeHHS HEOOXIOHOCTI
npoeeeHHs YacTHHH 2 focimiokeHHs. SIKNo cepeaHe reoMeTpUYHe 3HAUEHHS 3aTralbHOT
nnasmoroi AUC (0-c0) CAB 36inburyBaocs B>2 past y cy6'eTiB 3 MOMipHHMH
[OPYLIEHHIMH MIOPIBHAHO 3 BiANOBIAHUMH KOHTPOJILHHMH NOKa3HUKAMH, YaCTHHA 2
NOBKHHHA 6Yna NPOBOJHTHEA 1715 OLiHKH dapMakokiHeTHkH CAB B iHwi# rpyni cyb'exris
3 IEMKMMH TIOPYHIEHHAMM.

dapMakoKiHeTHYHI aHANIZH:

JTaHi rpo xoHueHTpailito-yac CAB y nnasmi kpoBi aHanizyBanu HEKOMMapTMEHTHHMH
MeTomaMu 2a aornomMoroto nporpamu WinNonlin 6.3 abo Hosiloi Bepeii Ta BU3Ha%aMu
HACTYITHI (papMaKOKiHETHYHI MapaMeTpH, HACKINbKY Lie fo3sonsany paHi: AUC(0-c0),
AUC(0-t), %AUCex, Cmax, tmax, C24, tlag, CL/F, Vz/F i t'4. Heap'szany dpaxuiio (fu)
PO3paxoBYBaNH, BHKOPHCTOBYEOUH JIaHI NP0 3aranbHy Ta He3B'si3aHy KoHueHTpauio CAB
'V nna3Mi Kpoei, oTpuMaHni uepes 2 ta 24 ronuHU Nicils NpHioMy 103H, SK LIS 300POBHX
0ciB, Tak 1 g ocid 3 nopywenHaM GyHKUIH nedinku. Jlorapudmiuno TpaHchopmoBaHi
napameTpd PK (3a Bunatkom %AUCex, tmax i tlag) 6ynn npoananizoraHi 3a 40NOMOT0I0
koeapianitiqoro ananisy {(ANCOVA), ae crars i koropra 6ynu GikcoBaHuMU edeKTaMH,
a Bix 1 BMI - 6e3nepepeHuMy koBapialifiHUMK 3MIHHUMH. B3aeMo3B'130K Mix
nnazMoeuME napaMerpamk PK CAB, pxmouaroun AUC(0-t), AUC(0-00), Cmax, C24, t%,
CL/F, VZ/F, fu2 i fu24, Ta noka3zHukamH ¢yHKLUIT Me4iHKH, BKIIIOYaOUY WKany Yakinn-
[T'o (saranbHu 6an | CUHTETHYHY 3IaTHICTE NeYiHKy [ans0ymin, 6inipyGin i
nporpomGinoeuii gac ( PT )]), olidioBaiiu 3a 10MOMOroK METOHIB KopensLii 2a Pearsen
ra JTiHiiHOT /abo neniHiiiHoi perpecii. Jng aHanisy B3aemoss'a3ky Mk PK Ta oLiHKkorO 32
wxanoto Child-Pugh sk 6e3nepepBHOIO 3MiHHOK, MALLIEHTH 3 HOPMATBHOK QYHKINEID
MeyiHKY BBAYKATHCA TAKMMHU, 1110 MalOTh NOKa3zHUK = (.

Amnauiz Gesmexu: aHi 3 Oesnexu Oy npeacTasnedi B TabauuHoMy Ta/abo rpadivHoMy
dopmari Ta y3araneHeHi B orucosiit dopmi. PopMaNbHUi CTATHCTHUHUH aHATI3 JaHUX 3
Oe3eKH He [IpOBOOHBCA.




19. emorpadiuni nokasauky aociifKysaHoi nomynii (crats, Bik, paca Tomo)|[lemorpachiuHi nokasHukm (Geaneyna MowmipHa 3gopoBa | 3aranom
nonynsuin) neyiHkoBa  [BiANOBiAHICTD
HeHNOoCTaTHICTE
n 8 8 16
Bix (poxie) [Cepenre 3Ha4enHs (SD)] 60 3 (3 20) 56 9(6 17) |58 6 (5,06)
Crare [n (%)]

HiHoua 2(25) 2 (25) 4 (25%)
Yonosiva: 6 (75) 6 (75) 12(75%)
BMI (xr/m?) [CepenHe 3naveths (SD)] 293 (378) 29.2(417) | 292 (3 85)

3pict (cm) [CepenHe sHayenHs (SD)] 176(11,6) 171 (11,2) 173
(11,3}
Bara (kr) [Cepeane 3HaueHHs (SD)] 91,1 (18 4) 861(189) 886
(182)
ETHiuHa npuHanexHicTs [n (%))
MatuHoamepvikaHLl abo natuHoamepukaHLi 1(13) 2 (25) 3(19%)
He icnaHoMOBHI Y/ NaTuHOaMepuKaHL 7(88) 6 (75) 13(81%)
Paca [n (%)]
Adpo-amepukaHCeKoro/apuKaHCLKOro 2 (25) 2 (25) 4 (25)
MOXOMKEHHA
Binolukipi/eBponeRCbKOro NOXOMKEHHS 6(75) 6 (75) 12 (75)
3aranshuit 6an Yaing Mo [n (%)]
7 3 (37 5%) HO
8 3 (37,5%) HO
9 2 (25 0%) HA

20. PeaynsTatu edekTHBHOCTI

BIATIOBIIHO.

KonuenTpauis Hess'ssanoro CAB y naasmi kposi: KonueHrpauii ness'azanoro CAB y
nnasmi kpoBi y cyG'exTis 3 MOMIPHOK NeuiHKOBOIO HefocTaTHicTIO Oy:an Ha 40% Ta 55%
BUIIUMH, Hi3K Y 300pOBHX Cy0'exTiB depe3 2 rofMHH Ta 24 FoJHHH NiciA NPHHOMY 103U,




Y3aranbHennst Ta HOPIBHSNHS KOHIEHTPauiii ne3p'nsanoro CABy mia3mi Kposi
yepe3 2 rOAMHE Ta 24 rofMHy micas npHiioMy oqHOPa30BOI Z03H MEPOPAILHOTO
CAB 30 mr (xonnentpanis y PK ta ysaranbHena nonynsniiina KOHUeHTpanis y

PK)
CniBBigHOWEHHA
Posg’ MomipHa neviHKoBa 3nopoBa neyiHKOBOI
036'A3aH0 . . . .
CAB Conc CTaTMCTMKA | HEHOCTaTHICTB BignoBigHicTb 1 | HeRoCTaTHOCTI Ta
(n=7)* (n=7y* 3oposoro GLSM
{90% CI)
MeaiaHa 0,00831 0,00591 _
losa vepes 2 (,gr:;z;ﬁ:) (0,00289; 0,0234) | (0,00364, 0,00958)
FORMHU NICAA |t (SD) 0,0094 (0,00661) | 0,0058 (0,00227) -
BBEAEHHA Cegernie
(MKr/m) o 1,401
CﬂIBB%HE)SLUGHHH 0,0074 0,0053 (0,798, 2,459)
MepiaHa 0,00432 0,00260 _
J,l]osa yepea 24 (gl:;:;ﬁ:) (0,00163,0, 0105) | (0,00136; 0,00441)
FORMHM NICAR | rins (SD) 0,0050 (0,00317} | 0,0026 (0,00107) —
BBE[IEHHS
(MKr/Mi) Cepente
CTiBBIAHOWEHHSA 0,0041 0,0026 1,552 (0,820, 2,938)
GLS

* Ins 1 cy6'exTa 3 NeviHKOBOK HELOCTATHICTIO Ta 1 30POBOrO CyB'eKTa 3pa3Ky 3B'A3yBaHHA Binka Gynu
3iGpai, ane 1epes Npobnemy 3 AocTaBKolo Ke By oTpuMaK i, BIANOBIAHO, He 0bpobneHi.

1. 300p0Bi KOHTPONBHI CYO'EKTIA BIANOBIRAIOTL CYB'EKTaM 3 NOMIPHOIO NeviHKOBOK HEOCTATHICTIO 38
crarTio, sikoM (£10 pokis) Ta BMI (£25%)




Peslome oxpemirx gapmakokineTnunux napametpis CABy naasMi kpoei mieas
npHiioMy 0AHOPa30BoY 403K mepopaiabHoro CAB 30 mr (yzaraahbHena nonyJsuis PK)

Napamerp CAB PK {Opntuui) MomipHa neviHKkoBa : o - -
e, (2 Cepnne | S SR (8
reoMeTpMUHE 3HAYEHHA 95% CI] {%CVE)
[95% CI] (%CVh) [85% Cll {%
IAUC({0-c0) 102 127
(rom*mKrimn) [75,2, 138] [94,7,170]
(37.3) (36,2)
AUC(0- T} 98,2 121
(ron*mKr/mn) [73,3,132] [91,0,162]
(36,2) {354)
(Cmax 2,70 3,55
(MKr/mn) [1,94.3,76] [2,90.4, 33]
41,1} (24,{:}3)
C24 1,23 15
(MKT/an) [0,856,1, 58] [1,13,2, 01]
(30,81 (35,6)
CLIF 0,285 0,236
(Vron) (0,218.0,399] [0176,0. 317]
(37,31 (36,2)
\Vz/F 13:1 127
(n) [10,1,17,0] 19,79,16,4]
- (31.6) (21.;)
tha 30,8 7,
(ron) [23,7.40,1] (334, 41,5]
(32,2) (12361)
tmax 20 )
(ron)? {1,0-4,0) {(1,0-3,0)
Dpakyis, He3B'saaHa yepes 2 rof 0,307 0,157
(%])3 [0,202. 0,467) [0119,0. 207]
(47,6) {(30,5)
He3p'saaHa tipakuin Hepes 24 roauHu 0,322 0,166
(%)3 10,184, 0,564 [0134,0. 207]
(66,6) (23.9)

poKis) Ta ingekcom Mack Tina (£25%)

2 [lani npeacTaBneHi.ak Meajiana (aianasoH)
3. N=7 AR (YN 3 NOMIPHO REYIHKOBOK) HEAOCTATHICTI0 Ta 3A0POBMX 0ciD

1 300poBI KOHTPONLHI Gy6'exTy BINNOBIRAKTL Cy6'EkTaM 3 NEYIHKOBOK HECCTATHICTIO 32 GTATTIO, sikom (£10

Hesr'szani dpakuii CAB 6y/H CTATMCTHUHO BHIIMMH B OCI0G 3 BUIIMM [10KA3HHUKOM




2160y MiHY (HIDKYOK KOHLGHTPAIi€ro ansOyMiHy B cuposa'rm KPOBI) T2 BHIIUM
nokazHHroM 3a rukanoro Child- Pugh QueBHIHOTO 3B'A3KY MDK HE3B'13aHOI0 dpakiiero
CAR Ta 3arajIbHOI0 KOHLCHTpAIIE OiNlka He BHARMEHO.

CraTHeTHUHE NOPIBHAHASA dapMakokineTHYHHX napameTpis CAB y naasmi kposi micis
0IHOPA30BOTO NpuiioMy MepopaIbHoi Jo3u 30 Mr CAB (zarannua nonmyasuis PK)

CriBBifHOWEHHA cepefHiX 3HaYeHb yaaranbHeHuM
PK napametpu CAB y nnaswmi p METOA?M HaRMEHIX KB?‘D‘paﬁE(go % C ) -
MomipHa nediHkoBa HeaECTaTHICTL (N=8) NOPIBHAHO 3
3noposumu ocobamu (n=8)
AUC(0-c0) 0,725 (0497 1. 058)
AUC(O-1) 0,731 (0 508,1. 053)
Crmax 0 685 {0.505.0, 929)
C24 0732(0.526.1. 048)
CLUF . 1,379(0,945. 2,012)
Vz/F 1.134(0.834,1. 541)
0.822(0.648,1. 042)
Ppakuis, Heap'szaHa Yepes 2 1o 2137(1574.2 902)
bpakuin, Heas'AlaHa Yepes 24 rouHy 1,802 (1 132,3. 175)
* n=7 ANS IpyN 3 NOMIPHOK NEMIHKOBON HENCCTATHICTIO Ta 3A0POBHMX OGig
21. PeayabTaTy Oe3nexu Vi zapeectpoBani nobiuni peakuii (ITP) Gyau 1-ro cTyners TaxkocTi, 3a BunsTKoM [P y

BUIMIAAL (IBUILIEHHS apTepiaibHoro THeky ( BP) Ta indyekiiii BepxHix aMxanbHuX Wisxis
y | nauienTa 3i 310poBoi KOHTPOMBHOT FPYMH, AKi 6yNH 2-TO CTyMEHs TAKKOCTI.

3pegenns Beix moBiUHNX peakuiii 3a kKoroprowo (Gesneuna nonyaauis)

BaxaHuit TepMiH MomipHa nevinxeea 3poposa 3aranoM
HEAOCTATHICTh BignoBigHicTk {N=16)
(n=8) (n=6)
Cy6'exTu 3 Byab-skuMu AE, n (%) 2(25) 3(38) 5(31)
Donikynit3 1(13) 0 1(6)
[acTpoEHTEpUT 1(13) 0 1(6)
chbe|fu1ﬂ BEPXHIX AVXANEHUX 0 1(13) 1(6)
naxe*
3akpen 1(13) 0 1(6)
TUCKY Y KPOBI NigBHLLgHUIA™ 0 1(13) 1(6)
Birb y crimHi 0 1(13) 1(6)
["onosHui binb 0 1(13) 1(6)
Manynm 1(13) 0 1(6)

* MNP wo nos'saaHi 3 Nikapcbkum 3acobom
TS NPOBEMAEHHA NOAARKALOT OLHKN AOCNiAHMKCM BYIo BCTAHOBMEH, WO donikynit P ke nos'ssaHui 3 NpuAoMOM




[OCNILKYBAHOTO Nikapcekoro 3acoby, a bys NonepeaHiM CTaHOM, CNPOBOKOBAHUM NITMMBICTIO Ta CNEKOTHOK NOTOA0K0

[Tin yac mocni/vkeHHs He OYNI0 3apeecTpOBaHO )KOTHOrO BUMAAKY cMepTi abo cepHo3HUX
no6iunux seui (CIT). XKoaxe 3 HeDakaHHX SBMLI He MPU3BENIO 10 BIIMIHH
ITOCHTIDKYBAHOTO npenapaTty abo BUBE/IEHHS XKOJHOI0 YYaCHHKA 3 TOC/IKeHHS.

22. BUCHOBOK (3aK/TIO4EHHS )

e [lomipHe nopyuieHHs QyHKLIH MeYiHKH Maia MiHIMATbHUH BIUTMB HA 3araibHUM
pieedb CAB PK y nnasmi kposi. @pakiiis He3p'si3aHoro kaborerpasipy (%) y
cy0'eKTiB 3 MOMIpPHUM MOpyLIeHHAM (YyHKLIH nedinky Oyna Ha ~90% - 114%
BHIIOK, HIK V 37I0POBHX CyO'€KTIB, HMOBIPHO, Yepe3 HHXKUI KOHLIeHTpaLlil
anpOyMiHy.

e CAB moxHa npuiimaTi 6€3 Kopeklilii 1031 NallieHTaM 3 MopyIeHHIM QYHKLIH
MeYiHKH JIErKOro Ta NOMIPHOTO CTYMEHs THKKOCTI.

. l_[UZ[ yac ,H,OCHi,Zl}KeHHSI HE 6yﬂ0 BHUABJICHO KOJHOIO HOBOIO CUrHaAITY Oe3nekwu.

3asBHUK (BIACHHMK PEECTPaLliHHOTO MOCBIAYEHHS)

(minmuc)

Kapen ['peiinkep (Karen Grainger)
Biue-npe3uaenT, KepiBHUK BIAAITY HOPMaTHBHO-MPABOBOIO PEryJ/IHOBaHHS

{Hoﬁ;}(-)ox donoeneno nosum dodamxom 30 s2iono 3 Haxasom MO3 ngamu Ne 1528 6io 27.06.2019 }

Ilepexian BHKOHAB:

MeHemkep 3 peryasTOPHUX MUTaHb Ta peecTpauil
TOB I'nakcoCmitKnsaitn @apmacetoTikanc Ykpaina
Mapunsko Jlroamuna

BiiB Xenckep (ViiV Healthcare)




Clinical Trial Report - 12
Study ID-201480

1. Name of medicinal product (registration certificate Ne, if available }

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality
control, Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de ’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  if no, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal
product, new active substance

5. Title of clinical trial, code number of clinical trial

A Phase I, Open-Label, Parallel-Group Study to Evaluate the Pharmacokinetics
and Safety of GSK1265744 in Subjects with Severe Renal Impairment and
Healthy Matched Control Subjects, Study 201480

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [13July2015] - [01November2016]
8. Countries, where clinical trial has been conducted [USA
9. Number of trial subjects planned: 16
actual: 16
10. Main purpose and secondary objectives of CT Primary

s To compare plasma PX parameters of CAB in subjects with severe renal
impairment to healthy controls matched for gender, age, and body mass
index (BM]) following a single oral dose

Secondary

e To evaluate the impact of severe renal impairment on the plasma protein
binding and unbound concentration of CAB




» To investigate the effect of severe renal impairment on other PK

parameters of CAB
o To assess the safety and tolerability of a 30 mg single dose administration
of CAB
11. Clinical trial design This was a Phase 1, open label, multiple center, single-dose study to assess the

impact of renal impairment on CAB disposition following a single oral dose. The
study compared the PK in human subjects with severely impaired renal function
(creatinine clearance [CLcr] <30 mL/minutes (min) based on 24-h urine
collection), who did not require renal replacement therapy, with matched healthy
subjects with normal renal function (CLcr >90 mL/min).

Each subject participated in the study for approximately 2 to 6 weeks.

The study comprised of 2 cohorts:

Cohort | Sample size | Renal function CLr! Treatment®

1 8 Severe renal impairment® <30mL/min | Oral CAB 30 mg
2 8 Normal renal function =90 mL/min | Oral CAB 30 mg
1. CLcz was determined at screening by 24-h unne collection

2. All subjects received a single 30 mg oral dose of CAB

3. Subjects were not on any form of renal replacement therapy

12. Main inclusion criteria Renally Impaired Subjects (Cohort 1): Male or females, aged between 18 and
70 years (inclusive) with body weight of >50 kg, body mass index (BMI) within
the range 19-38 kg/m2 and with severe renal impairment, defined as subjects with
a creatinine clearance of <30 mL/min as determined by a 24-hour urine creatinine
clearance done at screening were included in the study.

Healthy Subjects (Cohort 2): Healthy Male or females, matched for age
+10 years to renally impaired subjects and between 18 and 70 years (inclusive)
with body weight of >50 kg; BMI matched with +£25% of renally impaired
subjects and within the range 19-38 kg/m2, and with a creatinine clearance
>90) mL/min as determined by a 24-hour urine creatinine clearance done at




screening were included in the study.

13. Investigational medicinal product, mode of administration and
strength

All subjects received the same treatment: a single oral dose of CAB 30 mg and
there were no dose adjustments allowed in this study.

Product Name Dose/Form/Route | Frequency/Duration Batch
number
(3SK1265744 30 mgftabletforal | Administered 1 tablet orally as a single 142384489
(Cabotegravir, CAB) dose with 240 mlL of water
14. Reference product, dose, mode of administration and strength IN/A

15. Concomitant therapy

Permitted medications: Acetaminophen, at doses of <2 grams/day, was permitted
for use any time during the study. A list of permitted contraceptive methods for
FRP has been provided in Protocol Section 5.1.1 for renally impaired subjects and
Protocol Section 5.1.2 for healthy subjects. Other concomitant medications could
be permitted by the ViiV Medical Monitor if it did not jeopardize the
interpretation of the data derived from that subject or the safety of the subject.

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PK study.

Primary:

* Plasma area under the concentration-time curve from time zero (pre-dose)
extrapolated to infinite time (AUC[0-c¢]) and maximum observed
concentration (Cmax) following a single oral dose of CAB.

Secondary:

¢ Unbound concentration and unbound fraction in plasma of CAB at 2-h and
24-h post dose.

¢ Plasma AUC from time zero (pre-dose) to the time of the last quantifiable
concentration (AUC[0-t]), percentage of AUC(0-w0) obtained by
extrapolation (%AUCex), Concentration observed 24 hours post dose
(C24), apparent terminal phase half-life (t1/2), apparent oral clearance
(CL/F), lag time before observation of drug concentrations in sampled

matrix (tlag), time of occurrence of Cmax (tmax), and apparent terminal




phase volume of distribution (Vz/F) following a single oral dose of CAB.

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse events, clinical laboratory
tests, electrocardiogram (ECQ), and vital signs assessments

18. Statistical methods

A sample size of 8 subjects was a feasible and reasonable sample size to provide
sufficient PK data. Based on the CAB formulation comparisons (LAI117008 and
[LAT116585), the within subject coefficients were in the range of 21%-24% and
19%-21% for the CAB PK parameters. For a between-subject coefficient of
variation (CVb) of 24% and a sample size of 8 subjects per cohort, it was
estimated that the half width of the 90% confidence interval (CI) for the treatment
difference on log-scale was within 22.4% of the point estimate for AUC(0-
t)/AUC(0-0) and Cmax. If the point estimate of the ratio of geometric meansis 1,
then the 90% CI is approximately (0.80, 1.25).

The following populations were used for the analysis and reporting of data:

Screening Population included all subjects who signed the consent form were
included in this population.

Safety Population included all subjects who enrolled in the study and received at
least one dose of study drug were included in the Safety Population. This was the
population for the safety analyses, as well as for presentation and summarization
of baseline/demographic characteristics.

The PK Concentration Population included all subjects in the study who
underwent plasma PK sampling and have evaluable CAB assay results. This
population was used for listing, summarization and plotting of concentration-time
data.

The PK Summary Population included subjects who had valid CAB PK parameter
estimates. This population was used for summarization and statistical analysis of

PK parameters data.

The following analyses were performed:




\Pharmacokinetic analyses:

Plasma CAB concentration-time data were analyzed by non-compartmental
methods with WinNonlin 6.3. Calculations were based on the actual sampling
times recorded during the study. From the plasma concentration-time data, the
following pharmacokinetic parameters were determined, as data permitted: area
under the plasma concentration time curve from time zero to infinity AUC(0-0),
area under the plasma concentration time curve from time zero to the time of the
last quantifiable concentration (AUC(0-t)), percentage of AUC(0-) obtained by
extrapolation (%AUCex), maximum observed plasma concentration (Cmax), time
to Cmax (tmax), concentration observed at 24-h post dose (C24), absorption lag
time (tlag), apparent oral clearance (CL/F), apparent terminal phase volume of
distribution (Vz/F), and terminal phase elimination half-life (t1/2).

Following loge-transformation, parameters (except %AUCex, tmax and tlag) were
analyzed by analysis of covariance (ANCOVA), where cohort and gender were
considered as fixed effect with age and BMI as continuous covariates. This
analysis was performed using the mixed linear models procedure within the
SAS/STAT module of the SAS system (Version 9.4). Point estimates and their
associated 90% Cls were constructed for the cohort difference (renal impaired
cohort vs normal cohort). The ratio of geometric least-squares (GLS) means and
associated 90% Cls were estimated for the PK parameters of interest.

For tmax, tlag and %AUCex, descriptive summary statistics were provided.
Safety analyses.

Safety data were presented in tabular and/or graphical format and summarized
descriptively according to GlaxoSmithKline’s (GSK’s) Integrated Data Standards
Library (IDSL) standards.

Other analyses:

The relationship between plasma CAB PK parameters, including AUC(0-t),
[AUC(0-00), Cmax, t1/2, CL/F, VZ/F, and FU2H, FU24H, and renal function




measurement (creatinine clearance determined by 24-hour urine collection and
‘ clomerular filtration rate [GFR]) were assessed by Pearson correlation and linear
regression methods.
19. Demographic indices of studied population (sex, age, race, etc.) Demographics Severe Renally Healthy Overall
Impaired Matched {n=16)
{n=8) Controls
: {n=8)
Age in Years [Mean (SD}] 55.6 (11.12) 52.3 (11.27) 53.9 (10.96)
Sex[n (%]
Female: 2 (28) 2 (28) 4 (25)
Male: 6 (75) 6 (75) 12 (75)
BMI (kg/m?) [Mean (SD)] 28.561(3424) | 28.13(3.804) | 28.32 (3.502)
Height (cm) [Mean (SD)] 171.90 (6.996) | 174.18 (10.933) | 173.04 (8.944)
Weight (kg) [Mean (SD)] 84.24 (10.674) | 85.78 (16.561) | 85.01 (13.483)
Ethnicity [n (%))
Hispanic or Lakno: 1(13) 0 1 (6}
Not Hispanic or Latino: 7 (88) 8 (100) 15 (84)
Race [n (%)]
American Indian or Alaska Native 0 1{13) 1 (B}
Black or African American 3 (38) 1{13) 4 (25)
White - White/Caucastan/European 5 (63) 6 (75) 11 (69)
Heritage
Creatinine Clearance {mUmin) [Mean 22.1{3.83) 121.3 (21.66) -
(SD)I




20. Efficacy/PK results

Summary and Comparison of Unbound Plasma CAB Concentration-Time Data by

Colhort
Concentration of Severe Renal Healthy GLS Mean Ratio (30% CI)
unbound plasma lmoai Matched Renal Impai
CAB {ug/mL) mpairment Controls! Severe Renal Impairment vs
(n=8)2 (n=8)2 Healthy Match
2 hours 0.0056 0.0047 1.32
(0.0034, 0.0129) | (0.0022, 0.0162) (0.807, 2.153)
2h 0.0030 0.0020 1.67
ours {0.0022, 0.0050) | (0.0013 0.0025) (1.33, 2.09)

1. Healthy control subjects are matched to the severe renal impairment subjecfs in gender, age (+10 years), and

BMI (25%)
2. Median (range)
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21. Safety results

All Adverse Events Severe Renally Healthy
Impaired Matched Overall
{n=8) Controls {N=18)
n (%) {n=8) n (%)}
n (%)
Subjects with any AE(s), n (%) 3 (38} 2 (25) 5(31)
Subjects with any Drug-related AE(s), n 2 (25) 0 2(13)
(%)
Change of bowel habit 0 1(13) 1 (6)
Diarrhoea 0 1{13) 1 (6)
Gastrointestinal pain 1{13) 0 1 (6)
Nausea 1(13) 0 1 (6}
Vomiting 1{13) 0 1 (6)
Conjunctival haemorrhage 0 1(13) 1 (6)
Infusion site pain’ 1{13) 0 1(6)
Lipase increased 1(13) 0 1 (6)
Somnolence 1(13) 0 1(6)

1. Pain around an [V catheter that was inserted for phlebotomy.

There were no deaths, serious AEs or other significant AEs reported in the study.
No clinically significant abnormal changes in clinical laboratory, vital signs, or
ECG values were reported in the study.

22. Conclusion (summary)

o CAB AUC(0-0) and Cmax were similar in subjects with severe renal
impairment (creatinine clearance <30 mL/min) compared to healthy,
matched control subjects.

e The unbound fraction was 31% to 51% higher in subjects with severe renal
impairment at 2-h and 24-h post dose, respectively, and was considered not
clinically significant.

e CAB can be administered without dose adjustment in subjects with mild to
severe renal impairment (not on renal replacement therapy).

* No new safety signal was detected during the study.
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3BiT npo kainiuHe BUNpodysannd - 12
Hocnimxenns ID-201480

1. Ha3sa sikapcbkoro 3aco0y (3a HatBHOCTI - HOMEP peecTpaliiHoOro
MOCBIA4CHHS)

ATIPETIOJ], cycriensis ma in'exniii npononrosaxoi aif, 200 mr/mn

2. 3a9BHHK

BiiB Xenckep IOK Jlimitex

3. Bupofuux

BupoGHHOTBO HePo3(acOBAHOrO NPOAYKTY, NEPBIHHE TA BTOPHHAE NAKYBAHHI,
KOHTPOJIb IKOCTI TOTOBOI0 NPOAYKTY, BHIYCK cepil

Tnaxco Onepeifwnc FOK Jlimiten, uto eege mianeHicTs sk [nakco Bennkom Onepeifiunc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poya, bapnapa Kacrs, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Bemixa bpuranis

Crepunizaunis (ramma-onpoMinenust ADI Ta roroBore npoaykry)

Crepirenikc Benbris (@nsopyc) CA (Cortepa Xenc Kamnani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

3oninr lupacrpiens, Aeero ae n’Ecnepanc, @nsopye, 6220 / Zoning Industriel, Avenue
de I’Espérance Fleurus, 6220

Benbria

. IIpoBegeHi pocaimKenHA:

v TaK Hi, sx1o Hi, oOrpyHTyiiTe

1) T4n nikapcekero 3acofy, 3a AKMM [poBoAHIacs abo nnaHyeTeCa peecTpaLis

Ulikapchkyit 3aci6 3a NOBHUM ZOCHE (ABTOHOMHE JIOCLE), IHIIHI Nikapckyif 3acib, HoBa
nitoya peuoBHHA.

5. [TosHa Ha3Ra KIiHIYHOTO BUNPOSYBaHHs, KOJORBAHUI HOMEP KIHIMHOrO
BUNPOOYBaHHS

Biakpute nocnimkedns | dasu B napanenbHHX rpynax and ouinky GpapMaKoKiHETHKM Ta
besnexu npenapaty GSK 1265744 y nauieHTiB 3 TAKKHM MOPYLIEHHAM QYHKLIT HUPOK Ta
3noposux ocib 3 BIANOBIHUM KOHTpOEM, foctimxerus 201480

6. daza KIHIYHOrO BUNpo6yBaHHs Daza |
7. epion xiriHiYHOro BUIPOOYBaHHS 3 [13 nunns 2015] - [01 nucronana 2016]
8. KpaiHu, B AKMX MPOBOJMNOCS KNliHiuHe BUNpOOyBaHHA CHIA

9. KinbkicTs mocnimicyBaHux

3annaHoBaHo: 16
hakTiuHa KinpkicTs cyb'exris nocnimkennHs: 16

10. MeTa a BTOPHMHHI LI KTiHIYHOrO BUIIPOOYBaHHA

OcnoBHa

e TlopiBHATH MOKA3HKKH NTa3MOBOT KOHLEHTpalii CAB y cy0'exTiB 3 THKKHM
nopyentsaM QyHKIIT HIPOK 3i 3n0poBUMH ocobamu, NifiGpaHHMH 38 CTATTIO,
BiKOM Ta iHgekcoM Macu Tina ( BMI), nicns npuiioMy 0JHOpa30oBOi NepopaneHOL

[IO3H Npenapary




Bropunki

e  ONIHATH BIUTMB TSDKKOTO MOpyIIeHHs GyHKUIT HUPOK Ha 3B'M3aHy 3 Ginkamu
MIa3MHK KPOBi Ta He3p's3aHy koHLeHTpauito CAB

e  JIOCTIWTH BIUTHB THXKKOro NOpyeHHs QyHKLUiT HUPOKi Ha iHmi napametpu PK
CAB

e OuiHuTu Ge3neKy Ta repeHOCHMICTh oaHopa3osoro npuiomy 30 mr CAB

11. dusaiii kniHiMHOTO BUNPOOYBaHHS

Lie Gy.n0 BinkpHTe, 6araToueHTpOBE, GAaraTOUEHTPOBE, OHOA030BE AOCTILKEHHs (asH 1
nsist OLIHKH BITHBY HopywienHst GyHKUIT HUpok Ha nepenocumicTs CAB nicis npriomy
0HOPa30B0i nepopansHoi 1031, ¥ nocaimxenHi nopisuioanu PK y monei 3 TsokkAMA
nopyweHHamu dyHkuii nupok (xniperc kpearnniny [CLCR] <30 Mn/xs (x8) Ha 0CHOBI
24-rogunHoro 36opy cedi), ki He noTpeSyBanK 2amMicHOT HUPKOBOI Teparnii, 3
Bi/MOBIAHHME 3MOPOBHMH 0cobamu 3 HopMaTbHOIO (yHKuieo hupok (CLCR =90 mi/xs).

Koxen cy§'ekT 6paB yuacTb y NOCILIPKEHHI NPHONH3HO Bix 2 10 6 THXKHIB.

JlocnimKeHHS ck1afanocs 3 2 KoropT:

Koropra [Po3mip pubipkn |(QyHKOin HUPOK CLCR! Ulicysanns®

1 8 TakKa HUPKOEA <30 Mn/xB [epopanshnit CAB
HEIOCTATHICTB3 30 mr

2 8 HopmansHa GyHkuis 90 mn/xs [MepopanbHuii CAB
HUPOK 30 mr

1. CLCR BM3Ha9YANH MiA 4aC CKPHHIHTY UU1AX0oM 300py cedi npoTAroM 24 roauH
2. Bci cy6'eKTH OTPHMYBaRK 0IHOPa30By NepopanbHy Ao3y 30 Mr CAB
3. Cy6'eKTH HE OTPHMYBAIH XKOAHOT (POPMH HUPKOBOT 3aMicHoT Tepanii

12. OcHOBHI kpUTepiT BKIIOUERHA

Oco6n 3 nopymennam dpyuruii HApox (Koropra 1): V f0CHi/GkeHHS BKIIOUATH
yosoBikiB Ta JkiHOK BikoM Bin 18 no 70 pokis (BKiIOYHO) 3 Macoro Tina 250 Kr, IHAeKcoM
macu tina ( BMI) B mexax 19-38 kr/M2 Ta 3 THKKHM NOpyLIEHHAM QYHKLIT HUPOK,
BH3HAUEHOIO AK MALEHTH 3 KNipeHCOM kpeaTuHiny <30 Mi/XB 32 JaHUMU 24-TOJMHHOTO
KUlipency KpeaTHHIHY B cedi, OTPUMAHMMH IMiAl 4ac CKPMHIHIY.

3n0posi 0cobu (koropra 2): V mociimkeHHs Gyl BKIIONEH 310poBi 0co0H 4onoBivol
260 kiHOYOT cTaTi, Bik AKkMx +10 pokie BianoBiAaB BiKy NALIEHTIB 3 HUPKOBOHO
HEeZOCTATHICTIO, BikoM BiZl 18 0o 70 pokiB (BK/IIOYHO) 3 Macolo Tina 250 Kr; iHAEKC MacH -

rina BiANOBiNaE +25% NAIlieHTiB 3 HUPKOBOIO HEJOCTATHICTIO | 3HAXONMBCA B Mexkax 19-




38 kr/mM2, a TakOXk 3 KIIPEeHCOM KpeaTHHIHy >90 MII/XB, BU3HAUESHHM 34 JOIOMOroio 24-

roXMHHOrO KITpEeHCY KpeaTHHIHY cedi, MPOBEACHOTO Mifl 9ac CKPHHIHIOBOro obcTeske s,

13. JMocnimiysaduid JiikapchbKHii 3acib, crocid 3actocyBaHHs, cuia Ail

Bei cyf'exTd OTpUMYBATH OTHAKOBE JIIKYBaHHA: OHOpa30By nepopaneny nosy CAB 30
MT, i B IIbOMY AOCHIKEeHH] He 0Yno XOAHUX KOPUTYBaHb A03H.

HaiimeHyBaHHsA Hosalthopmalcnocit; YacrotalTpusarnicts Homep cepii)
MPOAYKTY 3aCcTOCYBaHHA
GSK1265744 30 mr/rabneTiw/ 3acrocosytoTs 1 Tabretky 142384489
(Kaboterpasip, CAB) | nepopantHo nepopankHo AK PasoBy A03Y,

3anusaroun 240 mn Boam

14. INpenapat NopiBHAHHA, 1034, CNocib 3acTocyBaHHs, CHia Oif

HA

15. CynyTHs Tepanis

ITossonei npenaparyu: AueraminodeH y no3i <2 r/noby, 6yno 103BOIEHO 3aCTOCOBYBATH
B 6yIb-SKHi Yac NpoTAroM Aociimkenns. [Tepenik 103BONEHHX METOAIB KOHTpaLlenuii
nna FRP wasepeno 8 Posaini 5.1. 1 [MpoTokony aAns naiieHTiB 3 HUPKOBOKO
HegocTaTHICTIO Ta B Posini 5.1. 2 [TpoTokony ns 3A0poBKX nauieHTiB. Inmi cynyTHi
npenapary MoxyTh OyTH moseoneHi ViiV Medical Monitor, Axiuo ue He CTaBuTh Nij
3arpo3y IHTepIpeTaLilo IaHHX, OTPUMaHKX Bijl uboro cyd'ekra, abo Hesnexy cyb'exra.

16. KpuTepii ouiHky edexTHBHOCTI

Y oMy PK pocnimkenHi edeKTHBHICTL He OLIHIOBaAAcS.

[MepBuHAL:

e [Inowua mia KPUBOIO 3aNIEKHOCTI KOHLUEHTPALI! Bi Yacy BiJ HyAs (onepenHs
J103a), eKCTpPanoiboBaHa 0 HeckiHderHoro yacy(AUC[0-0)], Ta MakcumanbHa
crnocTepexxysaHa KoHueHTpauis (Cmax) nicns npridoMy oaHOpasoBsof
nepopanbiol 103U CAB y nnasmi kposi.

[BropuHHi:

¢ Hess's3aHa koHUEHTpaLlis Ta He3B'A3aHa dipakLis y nnasmi kpoei CAB uepes 2 ta
24 rogMHu nicas npuitoMy K03H.

¢ AUC y nnasumi Kposi Bil HynbOBOIO uacy (riepes IpHHOMOM [03H) A0 Yacy
OCTAHHKOI KinbkicHO BUMiptoBaHoi koHueutpauii (AUC[0-t]), sincorox AUC(0-
), oTpuManuii wsxoM excrpanonadii (%AUCex), KOHLEHTpaLis, 1o
criocTepiracThes vepes 24 roguHu micns npuitomy Losu (C24), yasuuii nepioa
HaNiBBUBEEHHA 3 TepMiHanbHOT dazu (t1/2), yarHuil nepopanbHuii KlipeHe

(CL/F), uac 3aTpuMKH IO CNOCTEPEXKEHH KOHLIEHTpaL|il penapary y




BiziGpaHoMy 3pasky marpukcy (tlag), yac nocarsenss Cmax (tmax) Ta ysBHHI
o6'eM posnoaity vy kinneeiit gast (VZ/F) nicna npuiiomy onHopasosoi
nepopansHol no3H CAB.

17. KpuTepii ouinxy 6e3nexu

[TapameTpu Ge3nexH Ta NEPEHOCHMOCTI, BIUNIOYAOYH HebaxaH] BUINA, KITiHIYHI
nabopatopui anainisu, enexrpokapaiorpamy (EKI) Ta OLIHKY 3HTTERO BRXIHBHX
IOKa3HUKIB )

18. CraTHCcTHYHI METOIH

Posmip BrOipke 3 8 cy0'ekTiB OYB 3AiHCHEHHUM 1 OOTPYHTOBAHHMM JNA OTPHMAHHA
octaTHbO! KimbkocTi gaHux npo PK. Ha ocHoBi nopiexanua npenapatis CAB
(LAI117008 ta LAI116585), sHyTpiumHso npenmeTHi koedilienTu 6ynu e Alana3oHi
21%-24% Ta 19%-21% ana napamerpis CAB PK. JIna mixxcy0'exTHoro koediuieHra
Bapiallii (CVb) 24% Ta po3mipy eubipxu 8 cyb'ekTis y koxHii koropTi 6yno oLiHeHo, 1o
nonoBMHa wHpHHK 90% nosipuoro intepeany ( Cl} ana pisHHLI B J1ikyBaHHI 32
norapudmiuoi wkanow Gyna B mexax 22,4% sin ToukoBol ouiHku ans AUC(0-
t)/AUC(0-00) Ta Cmax. Axu0 TOUKORA OLiHKA CHIBBIAHOUIEHHA CEPEIHIX FEOMETPHYHHX
nopistoe 1, 1o 90% CI cranoeuTs npubnuzto (0,80, 1,25).

/Tns anajisy Ta npeacTasNeHHs JaHUX GYNM BUKOPHCTAaHI HACTYIHI MPYIH HACeIeHHA:

CxpHHIHTOBa MOMyNALIA BKNKOHANA BCiX cyb'eKTiB, siki mianucany ¢GopMy 3rogH Ha
y4acTb Y JOCTIIKEHHI.

[onynsuis Gesnexu Br0Yana seix cyd'exTir, aki OynHu BKRIOYEH] B AOCHIDKEHHS 1
OTPHUMATTH NPUHARMHI OHY N03Y AOCNHIMKYBaHOTO penapary, Oy/1 BIUIIOUCH] B
[NTonynauito 6esnexd. e Gyna nonynauis Ans aHanisy 6esnekH, a Takox ans
MPeACTABNSHHS Ta Y3arajibHEHHA BUXiAHUX/AeMorpadiuHHX XapaKTEPHUCTHK.

[MonyAiis BU3HaueHHs koHueHTpauii PK Briodana BCixX y4aCHUKIB AOCHIKCHHS, AKI
MpoMHILITH TECTYBaHHS Ha BU3HaueHHs koHueHTpauil PK y nnasmi kposi ta Manu
pesynsTaTi aHanisy Ha CAB, ki MoxHa Oyno ouinuti. g nomynauis 6yna BukopucTana
s CKITafiaHHs CTIMCKY, Y3araJibHeHHs T mo0yMoBH rpadikis 3amexHOCT] KOHLEHTpauil
Bil Hacy.

YV 3penedy nomyasauito PK 6ynu Brnroueni ocobu, AKi ManH A0CTOBIpHI OLIHKH
napametpie CAB PK. Lia nonmynsuis Oyna BUKOpPHUCTaHa IJIS y3aralbHEHHS Ta
CTATHCTHUHOTO aHanizy AaHux napametpis PK.




Bynu npoBefeHi HACTYTIHI aHATIZH:

BPapmaroxinemuuni ananizu:

ITawi mpo xoHnenTpauito-uac CAB y miasmi KpoBi apanmizyBsany HEKOMMAPTMEHTHAMY
METOIaMH 34 JoroMorowo nporpamu WinNonlin 6.3. Po3paxyrku Gasysasnucs Ha
daxTuaHOMy yaci Bubipxu, 3adikcoBaHOMY Mif Yac mociimxennd. Ha ocHoBi naHux
3a5eKHOCTI KOHUEHTpALT B II1a3Mi Bijl yacy OyJIH BU3Ha4eHi HACTYIIHI
bapMaKoKiHETHYH| TaApaMETPH, HACKLTLKH Iie IO3BOJIAITE JaHi: MO i KPUBOIO
«KOHLIEHTpAL(A B I1a3Mi - 9acy Bix Hyns a0 HeckiHdeHHocti AUC(0-c0), niorma nig
KPHBOIO "KOHLIEHTPALIA B INaszMi - yac" Bifl Hy/IA 0 4aCy OCTaHHEO! KilbKIiCHO
sumiprosatiol koHuenTpawil (AUC(0-t)), Bincorok Big AUC(0-c0), oTpHMaHuii wnsxom
excrpanonauii (Y% AUCex), MakcumMansHa KOHUEHTPALIS, U0 CIOCTePiracTeed B 1a3mi
(Cmax), uac go Cmax (tmax), KOHUEHTPALlis, o CIOCTepiracThes Yepes 24 rofvHM micss
npuioMy no3u (C24), yac 3aTPUMKH BCMOKTYBaHHA (tlag), ysBHUi MepopanbHuit kiipeHe
(CL/F), ysagHuii 06'eM posnoainy kiHuesoi daszu (Vz/F) Ta nepioa HanmiBsuBeneHHA
KkiHI1eBoi ¢azu (t1/2).

[Ticna norapudmiutoro nepereopents napamerpl (kpim %AUCex, tmax i tlag) Gynu
npoaHanizoBaHi 3a JONOMOIOK koBapiauiitHoro aHatizy (ANCOVA), ne koropra i CTaTh
posrsaganuca sk gixcoeani edexrH, a Bik i BMI - sk GesnepepsHi koBapiauiitui sMinHI.
[feit aranis 6yno NpoBeAeHOo 33 JOTNOMOrO MPOUSAYPH 3MilIaHUX JIHIHHHX Mosieneit y
momyni SAS/STAT cuctemu SAS (sepcis 9.4). Toukosi OliHKK Ta MOB's3aHi 3 HuMH 90%
CI 6ynn nobyaoBani And pisHULT MK KOropTaMA (KOrOpTa 3 HHPKOBOK) HEOCTATHICTIO
T4 KOTOPTA 3 HOPMAJILHOIO HUPKOBOK HEI0CTATHICTIO). BiAHOWEHHA FCOMETPHUHMX
cepenHix 3a Metofom HaliMeHHX kBajparis (GLS) Ta nop'ssani 3 Humu 90% C1 6ynu
ouineHi ans napameTpiB PK, 110 npeacTasnsioTh iHTEpeC.

Ta tmax, tlag Ta %AUCex 6ynu Hagaui onucoBi 3B¢IeHi CTATUCTHYHI AaHi.

Ananiz bezneru:

Tani 3 6e3nexu 6ynu npeacraeneti b TabnuuHoMy Ta/abo rpadiunoMy dopmarti Ta
y3araibHEHi B onucoBiil GopmMi BianosinHoe 1o craHnapris ) Iurerposanof 6ibnioTexu
craugaprie gaHux (IDSL) xomnanii GlaxoSmithKline (GSK).

Tl ananizie:

B3acM03B'130K MDK mapamMeTpamu niasMosoi koHueHtpauii CAB PK, Bxjoyaioun




Ta NiHiHHOT perpecii.

AUC(0-t), AUC(0-c0), Cmax, t1/2, CL/F, VZ/F ta FU2H, FU24H, i nokassukamMu QyHKIIi]
HHpOK (KAipeHc KpeaTHHiHy, BU3HAYEHHUI 32 24-roauHHUM 360pOM cedl, Ta INBHAKICTS
knyGoukosoi ¢pinerpauii [GFR]) ouintoBanu 3a nomoMorolo MeToAiB kopellii Pearson

19. Memorpadiubi noxazHUKM HOCHIDKyBaHOT NOMyNALT (cTaTk, BiK, paca
TOLLIO)

[CepeaHe 3HayeHHs (SD)]

NemorpacivHi naHi TamKa HUpKOBA 3noposi Jaranom

HeOCTaTHICTL |  BigoBigHi (N=16)

(n=8) KOHTponNi
(n=8)

Bik (poig) {CepesHe 3HaueHHs (SD)] 55,6(11,12) 52 3(11.27) 53,9(10,96)
Cratk [n (%)]
PKiHKm: 2 (25) 2 (25) 4 (25)
Monogiku: 6 (75) 6 (75) 12 (75)
BMI (kr/m?) [Ceperte aHayenns (SD)] 28,51 (3,424) 28 13(3 804) 28 32 (3 502)
3picT (cm) [Cepente sHakeHHA (SD)] 171,90 (6,996) | 174 18(10933) | 173 04 (8 944)
Bara (1) [CepeaHe 3HaueHHa (SD)] 84,24(10,674) | 8578(16561) | 85.01(13.483)
ETHiYHa npuHanesxHicTs [n (%)]
[CNAHCEKOrO Yl NATKHOAMEPUKEHCHKOTO 1(13) 0 1(6)
NOXOIKEHHS:
He icnaHckkoro uu 7 (88) 8 (100) 15 (94)
NATHHOAMEPUKAHCEKOTO NOXOKEHHS!:
Paca [n (%)]
IAMEpUKaHCLKT iHAIaHL abo NpepcTaBHUKKL 0 1(13) 1(6)
KOPIHHOrO HaceneHHs ANACKW
HYopHowkipi a60 adpo-amepuKaHL 3(38) 1({13) 4 (25)
BinowKipiieBpONECHKOro NOXOMKEHHA 5(63) 6 (75) 11 (69)
KnipeHe kpeatuHiny (mn/xs) 221(383) 121,3(21,66) -




20. Pe3ynbTaTd eeKTHBHOCTI

V3araibHeHHS TA NOPIBHSIHHS TAHHX PO KOHUEHTpauio-9ac ne3s'szanoro CABy
nJasMi Kpoei 3a KoropramMsa

KoHueHTpauis 3popoei Cepenne cniseigHoLeHHA GLS
He3B'A3aHoro CAB :Z:’;i::ﬂ;g:’: BignoBigHi (90% Cl) Tsuxka HupKoBa
nnasmu KPoBi (n=8) KoHTponit He[oCTATHICTL Y NOPIBHAHKI 3i
(mKr/mn) (n=8)2 30POBOK BiANOBIARICTIO

2 roruHi 0,0056 0,0047 1,32

(0,0034,0,0129) | (0,0022,0, 0162) (0.807,2. 153)
b4 comut 0,0030 0,0020 167
(0,0022,0, 0050) {0,0013 0,0025) (1.33.2.09)

2. MegiaHa (giana3ou)

1 3poposi KoHTpOMbHi Cy6'eKTH BIANOBILAKTL CYE'eKTaM 3 TAHKOI HUPKOBOK HEAOCTATHICTK 33 CTaTTIo,
gikom (210 pokis) Ta iHgexcom macy Tina (£25%)




VY3iaraneHeHHS Ta NOPiBHAAHA OKpeMHX dapMaKoKiHeTHUHHX napamerpis CAB

IC/IA BBEeAHN OJ(HOPA30B0] 031 NaNi€HTAM 3 TSUKKOI0 HHPKOBOKO
HETOCTATHICTIO TA 3X0POBAM 0cofam, AKi BiAOBIAAIOTL KOHTPOALHIMH rpyni
{yzaraasnesa nonyasuis PK)

CepenHe reoMeTpHuHe
[95% CI] {CVh%)

CepefHe CriBBiAHOWEHHSA -

GLS (00% CI)

PK napametp Tsa%Ka HUpKOBA 3poposi BignoBiani (TrxKa HuproBa
HeOCTaTHICTL KOHTponi HeOCTaTHICTL ¥ NOPIBHAHHI
{n=8) {n=8) 3i 300poBOK Bignosianio)
1431 140
a:if‘?;n}m) (115 177) [116 170] 0,973
: (23) (23) (0835,1. 14)
143 123
AUG (04) 1,08
K rom/w) [ 1(52;)7 8 [ 1(02;)60] (0885,1. 32)
334 337
Cmax , ; 1,01
- [2'6(72'?)'17] [2'9?1'%')83] (0865,1. 17)
165 162
C2d : ’ 1,02
(MkriMn) f ’3‘(2%') 02) [1’3?2’31)'95] (0868,1. 20)
' 200 2.00
fmax (ron) (1.04.2) (1.0-4.0) HA
39 40,5 0930
4112 339, 45,4 369, 44,5 '
(roa) [ o ] [ i ] (0831,1. 04)
0.18 0,14 Lo
FU2H (% 0140, 23 0,030, 22 ;
(%) [ o ] [ e ] (0843,2. 03)
0.17 0.1 o
FU24H (%) [0,15,0, 19 [0,09,0, 14] ;
i 30 (1,19,1,92)
0.21 0.21 103
CLIF (THron) 0,1 (72,23 2] [0.182,2. 2] 0881.4. 20
11,90 12,50
! ' 0,955
V2l 103, 137 104, 15 :
) O ey (0839,1.09)

1 N=7; gna 1 cyb'ekta napameTpy, nos'a3anl 3 Tepminanshc dasomw, Tak ak AUC0-«), t1/2 CUF i VaiF,
Gyny ukmoveHi 3 yaaranerenol nonynauil 1NK, ockinexu koedilieHT netepMinayii (R2) 6ye meHwe <0,85, a

BigcoTok excrpanonbosaHol AUC{0-+2) cTanosms >20%




[21. Pesynbratu Gesmexu

Bei nobiuni peakyir TsKa HUpKoBa 3poposi aranom
HeRoCTaTHICTL ocobu (N=16)
{n=8) (n=8) n(%)
n(%) n{%)
Cyb'exty 3 Byab-akumu AE, n (%) 3(38) 2 (25) 5(31)
Cyb'exTit 3 ByaL-AKMMM NOB'AZAHUMM 3 2(25) 0 2(13)
MpuitoMoM Nikapcekux 3acobis MP, n (%)
3MIHA 3BMYOK KMILIEYHUKA 0 1(13) 1 (6)
Nliapes 0 1(13) 1(6)
LU RyHKOBO-KMLLIKOBUM Binb 1(13) 0 1(6)
Hynota 1{13) Q0 1{6)
BnioBaHHg 1{13) 0 1(6)
KoH'ioHKTUBANLHUI KPOBOBUIIME 0 1(13) 1(6)
Bink y Micyj iHgyaii1 1(13) 0 1{6)
NigsriLeHns KinbkocTi ninas 1(13) 0 1(6)
CornmBicTb 1{13) 0 1(6)

1. Binb HaBKONO BHYTPIIHLOBEHHOTO KATETEpa, SIkWi BEENM ANA PreGoTOMi.

Y nocnimke ] He NOBIOMNANOCA (PO NeTanbii BUNaky, cepitosti [P a6o inwi
zradywi ITP. Y xoai aocnimxeHHs He 610 3apecCTPOBAHO JKOLHHUX KITIHIUHO 3HAYYLIMX
dHOMAIBHUX 3MIH Y KNIRIYHHX Na6OpaTOpHUX MOKA3HHMKAX, NTOKA3HUKAX HUTTEMINbHOCTI
abo EKT.

22. BHcHOBOK (3aK/oYeHHs)

*  AUC(0-0) Ta Cmax CAB 6ynu nofibHMMK y NaLEHTIB 3 THKKHAM NopyLIEHHAM
thyHKUiT HHpok (knipeHc kpeaTuHiy <30 MA/XB) MOPIBHAHO 3 3NOPOBHMH
ocobamu, aki nepebyBany y KOHTPOMLHINA rpyni.

* Hesg'szana pakuis Gyna Ha 31% - 51% BHWIO Y CYS'EKTIB 2 TSKKHM
nopyuwesHaM ¢yHKUIT HHPOK vepe3 2 FOAHKHY Ta 24 FOAMHH NicAs MpuioMy 1031
BiNOBIAHO, | BRANKANACA KITIHIYHO He 3HAYYLLIOHD.

* CAB moxHa npuszsadary 6e2 Kopekuil 103U nauieHTaM 3 MopyILeHHs byurnit
HHMPOK BLA JIETKOTO JI0 TSDKKOTO CTyrneHs (Aki He nepebyBatoTh Ha 3aMicHii
HUPKOBIii Tepanii).

o [lix vac gocnimxenns He Gyno BUABIEHO KOHOTO HOBOrO CHIHANY Ge3meKu.




3asBHUK (BIACHUK PEECTPALIHHOIO MOCBIUeHHS)

(miarnmc)

Kapen I'peiimskep (Karen Grainger)
Biue-npesunent, KepiBHHK Bizulily HOpMATHBHO-NPABOBOTO PeryJIlOBaHHS

BiiB Xenckep (ViiV Healthcare)

{Tlopadox donosueno nosum dodamxom 30 32idno 3 Haxazom MO3 Yrpainu Ne 1528 6io 27.06.2019 }

Ilepexnan Bukouas:

MeHekep 3 perylsTOPHUX MUTaHb Ta peecTpauii
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Clinical Trial Report - 13
Study ID-205696

1. Name of medicinal product (registration certificate Ne, if available )

IAPRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

[ViiV Healthcare UK Limited

. 3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality
control, Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

[Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de I’Espérance

[Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  if no, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal
roduct, new active substance

5. Title of clinical trial, code number of clinical trial

A Phase I study evaluating the effect of a high fat meal on the pharmacokinetics of
cabotegravir in healthy adult volunteers

Study 205696
6. Phase of clinical trial Phase 1
7. Period of clinical trial from [28June2016] — [25August2016]
8. Countries, where clinical trial has been conducted [USA
9. Number of trial subjects Planned: 24
Actual: 24
10. Main purpose and secondary objectives of CT Primary

* To evaluate the effect of a high fat meal on the pharmacokinetics of
cabotegravir (CAB) following a single 30 mg dose using the Phase 3
formulation.

Secondary

* To evaluate the effect of a high fat meal on the pharmacokinetics of CAB




following a single 30 mg dose using the Phase 3 formulation.
o To assess the safety and tolerability of CAB administered as a single 30 mg
dose with and without a high fat meal.

11. Clinical trial design

This study was a single-center, randomized, open-label, 2-way crossover study in
healthy adult subjects. Subjects were randomized to 1 of the 2 treatment sequences
(AB, BA). There was a 14-day washout between doses. Treatment A comprised of
single dose of cabotegravir (CAB) 30 mg, micronized 500 mg core weight oral tablet
administered in fasted state, with at least 10 hours of fast. Treatment B comprised of
single CAB 30 mg, micronized 500 mg core weight oral tablet administered
following a high fat meal, consisting of 53% fat and 870 calories.

12. Main inclusion criteria

Healthy male or female subjects between 18 and 65 years of age (inclusive) at the
time of signing the informed consent having a body weight >50 kg and body mass
index (BMI) within the range 18.5 — 31 kg/m?2 (inclusive) were included in the study.

13. Investigational medicinal product, mode of administration and
strength

Study Treatment
Product rame: Cabotegravir Tablet, 30 mg
Formulation description: GSK1265744 (micronized) lactose monohydrate, microcrystalline

cellulose, hypromellose, sodium starch glycotate, magnesium stearate,
Aquarius flm-coafing, white BP18237

Dosage form: White fo almost white, oval-shaped, film coated Tablet, weight of 515 mg
Unit dose strength(s)Dosage Tablet strength: 30 mg
level(s): Dose level: 1 tablet
Route of Administration Administered orally
Dosing instructions: With 240 mL of water either fasted slate, with al least 10 hours of fast
{Treatment A) or following a high fat meal (Treatment B)
Manufacturer/Source of GlaxoSmithKline
procurement
Batch Number: 152324828
14. Reference product, dose, mode of administration and strength IN/A

15. Concomitant therapy

Permitted medications: All concomitant medications were reviewed by the ViiV
Medical Monitor and considered on a case-by-case basis. A concomitant medication
was permitted by the ViiV Medical Monitor if it did not jeopardize the interpretation
of the data derived from that subject or the safety of the subject. Acetaminophen, at
doses of <2 grams/day was permitted for use any time during the study. See protocol

Section 12.5.1, for a list of permitted contraceptive methods for females of




reproductive potential (FRP).

16. Criterta for evaluation efficacy/PK

Efficacy was not evaluated in this PK study.
Primary:

o Cabotegravir (CAB) area under the concentration-time curve from time zero
(pre-dose) extrapolated to infinite time (AUC[0-]), Area under the
concentration time curve from time zero (pre-dose) to last time of quantifiable
concentration within a subject across all treatments (AUC [0-t]), maximum

observed concentration (Cmax) and concentration at 24 hours post-dose
(C24).

Secondary:

» Plasma CAB terminal phase half-life (t/2), lag time before observation of drug
concentrations in sampled matrix (tlag), time of occurrence of Cmax (tmax),
percentage of AUC(0-w0) obtained by extrapolation (%AUCex), time of last
measurable concentration (tlast) apparent clearance following oral dosing
(CL/F), and apparent volume of distribution (Vz/F)

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse events, concurrent medication,
clinical laboratory screens, electrocardiogram (ECQG) and vital signs assessments.

18. Statistical methods

No formal hypothesis was tested and an estimation approach was used to evaluate the
food effect.

Sample size justification:

Based on the CAB formulation comparisons in LAI116585, the within subject
coefficients of variation (CVw%) were 21.6%, 21.4%, 20.7% and 21.0% for area
under the concentration-time curve from time 0 extrapolated to infinity [AUC(0-0})],
Area under the concentration-time curve from time 0 to the last measurable timepoint
[AUC(0-1)], maximal drug concentration (Cmax) and C24, respectively. The CVw%
from the pharmacokinetic (PK) parameters AUC(0-c0), AUC(0-t), Cmax and C24 in
study LAI117020 and in study 201741 for the 500mg core tablet weight formulation
were under 20%. Based on these, a CVw% of 22% was assumed in sample size
calculations.




With a sample size of 24 subjects to have 20 evaluable subjects, it was estimated that
the half width of the 90% confidence interval for the treatment difference on log-
scale would be within 12% of the point estimate for AUC(0-c0), AUC(0-t), Cmax and
C24. If the point estimate of the ratio of geometric means is 1, then the 90%
confidence interval would be approximately (0.89, 1.13).

Analysis Populations:

¢ Screening Population

All subjects who had signed the consent form were included in this
population. This population was used to present the date of first subject first
screen, and numbers of subjects screened and enrolled.

s Safety Population

All subjects who were enrolled in the study and received at least one dose of
study drug were included in the Safety Population.

This population was used for the safety analyses, as well as for presentation
and summarization of baseline/demographic characteristics.

* Pharmacokinetic Concentration Population

The PK Concentration Population included all subjects in the study who
underwent plasma PK sampling and have had evaluable CAB assays. PK
assay results from samples collected from a subject with emesis occurring
within 4 hours of the dose were not considered as evaluable.

This population was used for listing and plotting of concentration-time data
and PK parameter listing.

¢ Pharmacokinetic Summary Population:

The PK Summary Population included subjects who had valid CAB PK
parameter estimates from both periods.

This population was used for summary and plotting of PK concentrations and
parameters and statistical comparisons.




Pharmacokinetic Analyses:

Following loge-transformation, AUC(0-0), AUC(0-t), Cmax, and C24 were
separately analyzed using a mixed effects model with fixed effect terms for
treatment, and period.

Subjects were treated as a random effect in the model. Point estimates and their
associated 90% confidence intervals were constructed for the differences in PK
parameter values for the following comparisons: Treatment B(test)-A(reference). The
point estimates and their associated 90% confidence intervals were then back-
transformed to provide point estimates and 90% confidence intervals for the ratios,
Treatment B/A on the original scale.

For t1/2, VZ/F, and apparent oral clearance (CL/F), similar treatment comparison
were carried out as secondary analyses.

Safety Analyses:

Safety data were presented in tabular and/or graphical format and summarized
descriptively according to GSK’s Integrated Data Standards Library (IDSL)
standards.




19. Demographic indices of studied population (sex, age, race, etc.) Demographics
Demographic parameters CAB CAB 30 mg Overall
30 mg + High fat N=24
Fasted meal (N=22)
(N=24)
Age in Years [Mean (SD)] 39.7 39.7 (14.51) | 39.7(14.69)
{14.69)
Sex [n (%))
Female: 8 (33) 8 {36) 8 {33)
Male: 16 (67) 14 (64) 16 (67)
BMI (kg/m2) [Mean (SD)} 2560 25.71(2.722) | 25,60 (2.629)
{2.629)
Height (cm) [Mean (SD)] 173.02 172.78 173.02
(8.946) (9.262) (8.946)
Weight (kg) [Mean (SD)] 77.16 77.34 7716
(13.532) (14.099) (13.632)
Ethnicity [n {%)]
Not Hispanic or Latino: 24 {100} 22 (100) 24 (100)
Race [n {%)]
Asian — Centralf South Asian Heritage 1{4) 1(5) 1(4)
Asian — South East Asian Heritage 1(4) 1{5) 1(4)
Black or African American 6 (25) 5(23) b (25)
White — White/Caucasian/Eurcpean Heritage 16 {67) 15 (68) 16 (67)

20. PK results

Summary-of-Selected-Plasma-CAB-PK-Parameters-Following-Single-Dose-Administratien-with-and-without-a-High-Fat-Meal ]

Treatmenta (g Lz fugiml)z (hja (agmLjz 1) {Uhnjz (L)
A-CAB30mgf [12;?61;]1] p;ﬁgﬂﬂ ol i 42612 :3}1111 -[33?:231] | [0 1252229]\1 |11:J,2-13::I &
Pttty | . (1L040p 5 {15 {#p @)
B:CABSOMG]| 16 38 . 128 4081 D] 1084

Fed{ {144,185 A2 a cﬂ}n ne9 210 | 374437 10.162,0209( [@8-119)f
{n=24) {29 (240 o (A {t6 (&) {21

Plasma CAB AUC{0-0), Cmax and C24 were increased 14%-17% following single




dose administration of 30 mg tablets with a high fat meal as compared to fasted
conditions. CAB CL/F and VZ/F were decreased 13% as a result of greater
bioavailability when coadministered with food. Apparent terminal phase t1/2 was
unaffected by coadministration with a high fat meal.

21. Safety results

There were no deaths, serious adverse events (SAFs), and no adverse events (AEs)
leading to discontinuation of the study drug or withdrawal of any subject, reported
during the study. None of the AEs were considered as related to the study drug. There
were 2 treatment emergent grade 2 or 3 laboratory abnormalities reported in 2
subjects, none of which were considered clinically significant. No clinically
significant abnormal vital signs or ECG findings were reported during the study.
None of the clinical laboratory abnormalities, ECG and vital sign abnormalities were
reported as an AE.

22. Conclusion (summary)

¢ No new safety signal was detected during the study. There were no SAEs or
drug-related AEs reported during the study. None of the laboratory, ECG or
vital sign abnormalities were reported as an AE during the study.

e Plasma CAB AUC(0-0), Cmax and C24 were increased 14-17% following
single dose administration of 30 mg tablets with a high fat meal as compared
to fasted conditions.

» CAB CL/F and VZ/F were decreased 13% as a result of greater bioavailability
when coadministered with high fat meal. Apparent terminal phase t1/2 was
unaffected by coadministration with a high fat meal.

¢ Oral CAB can be administered without regard to fat or caloric content of

food.
Applicant (registration certificate holder) k@-¥ Cs\/;\
(signature) =

Karen Grainger
VP, Head of Regulatory Affairs

ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }




3siT npo kninivHe BUnpoGypanus - 13
HJocnimxenns ID-205696

1. HazBa nixapcbkoro 3acoby (3a HasBHOCTI - HOMEp peecTpaLiifHoro
[OCBIIYEHHs)

ATTPETIOJ, cycnensis s in'exuiii npononroeanoi aii, 200 Mr/m
Y p

2. 3aaBHUK

BiiB Xenckep IOK Jlimiten

3. Bupobuux

BupoGunurso nepospacosanoro npoaykry, HepEHiHEE TA BTOPHHHE NAKyBaHus,
KOHTPOJL STKOCTI TOTOBOTO POAYKTY, BHILYCK Cepil

['nakco Onepeiimnc IOK Jlimiten, wo sene aisnsHicts ax Cnakco Bemtkom Onepeiise /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyn, Bapuapa Kacta, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Benuxa Bpurauis -

Crepunizanin (ramma-onpominenns ADI ta rotoporo NpPOAYKTY)

Crepirenike Benbris (Gnbopyc) CA (Corepa Xenc Kamnaui) / Sterigenics Belgium (Fleurus)
SA (A Sotera Health Company)

3oninr [HaacTpiens, Asenio se n’Ecnepanc, Gnvopye, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

beneris

4. Ilpoeeneni nocnimxenus:

v Tak Hi, KO Hi, OBIpyHTYIiTE

1) Thn nixapcekoro 3acoby, 3a skuM nposoamnacs abo MIaHYETECH
peecTpaLis

Jlikapcekmit 3aci6 3a NOBHAM 10¢kE (ABTOHOMHE I0CHE), (HLIMi] nikapckKuii 3acib, HoBa
niroua peyoBHHa.

5. [loBHa Ha3Ba KITIHIYHOrO BHNPOOYBAHHS, KOAOBAHHMIT HOMeD KNiHiYHOro
BUNIPOOYBaHHA

Daza | nOCAIDKEHHS 3 OUIHKH BILTMBY TKi 3 BUCOKMM BMICTOM HKHPIB Ha PAPMAKOKIHETHKY
kaboTerpagipy y 310poBHX A0pOCIUX A0GPOBONBLIB

Hocnimxenns 205696
6. ®aza kiiHi4HOro BUNPOByYBaHHS Daza |
7. lepion kniniuHOro BUNpOGYBaHHI 3 [28 uepBua 2016] — [25 ceprns 2016]
8. Kpaihin, B AKHX ipOBOANIOCS KNiHIMHE BUIPOBYBAHHS CILLA

9. KinbkicTs nocnimkysanux

3annaxoBaxo: 24
(akTHHa KibKicTb: 24

10. MeTa Ta BropuHHi uini K1iHiuHOrO BUMPOGYBaHHS

OcHoBHA

¢  OUiHUTH BILTHB 13Ki 3 BUCOKHM BMICTOM XUPY Ha papMakokineTHKy xaboTerpasipy (
CAB) nicns ripuiiomy ofHopazoBoi 1031 30 mr 3 BHKOPHCTAHHAM {1penapaty (asu
3.




TOpHHH]

*  OUiHHTH BIUTUB DKi 3 BUCOKHMM BMIiCTOM KHPY Ha apmaxokineTuxy CAB micns
OZHOPA30BOr0O NPHHAOMY 30 Mr 3 BHKOPHCTAHHAM npenaparty ¢aszu 3.

* OuinuTe Gesnexy Ta Nepenocumicts CAB, skuii 3aCTOCOBYB&JIH Y BHIIIAMI pasoBol
Ro3u 30 ML 3 KEI0 3 BHCOKMM BMICTOM 3HDY Ta 6e3 Hei.

11. JTuzaiiy wiiHivHOrO BHNpOGYBaHHs

Lle 6yno onHoleHTpoBE, panmoMizoBaHe, BINIKPUTE, 2-CTOPOHHE [EPEXPecHe AOCHIMKEHHS 3a
YHACTHO 310POBHX Jopoctux moaed. Cy0'exty 6ynu pangomizosani qo 1 3 2
nociioBHoCTel Nikysanua (AB, BA). Mix npuioMamu 6yno 14-nende BUMHBAHHS.
JlikyBaHHS A BKITIOYa€ OTHOPA30BY nosy kaborerpasipy (CAB) 30 mr, MIKPOHI30BaHY
1aBIeTKy 3 CepUEBUHOIO Macowo 500 Mr, SKY NpHIMaIoTs HaTUIeCEpLE, NPHYOMY
HaTweceple mae Oyt He MeHie 10 roaun. Jlixyanua B siotouano OZIHOPAa30BHit Npritom
MiKpOHI30BaHOI nepopabHOi Tabnerkun CAB 30 Mr, Macoto aapa 500 Mr, mo npusHauascs
mic/IA NpuiioMy DKi 3 BHCOKHM BMicToM HHPY, O MICTHTL 53% Kupy Ta 870 kanopiii.

12. OcHosHI kpuTepil BKNOUEHHS

Y ROCITHDKEHHS BIJIIOYAH 3A0POBUX 0CI6 YONOBIUOT 260 JHOMOT CTATI BIKOM Bia 18 no 65
POKIB (BKIIIGHHO) Ha MOMEHT [1iANHCaHHS IH(POPMOBAHOT 3r0K 3 Maco Tuta >50 kr Ta
iHAekcoM MacH Tina { BMI) B Mexax 18,5 - 31 kr/m2 (BRIIIOYHO).

13. HocninscyBauuii nikapcbkuii 3aci6, crnoci 3aCTOCYBAHHA, CHTA AT JlikyBaHHS B BOCRIqKEHHi
HaftmMenyBaHRs nikapcekoro Kaboterpasip, Tabnetku. 30 mr
3acoby:
Onuc nikapcbkor opmu: GSK1265744 (mikporizosaHuit) nakroau MOHOrigpaT, uenionosa
MIKpOKRpUCTArTiHa, rinpomMenoaa, HaTpit KpOXManLrikonAT,
Mariig Creapar, nniekoBe NOKpUTTA Aquarius, Ginvit BP 18237
Mikapcbka dopma: TabneTku gig Binoro Ao maitxe Ginoro konwopy, OBanbHO]
hOpMU, BKPHTI [NIBKOBOK OBONOHKOIO, MACcoo 515 MF
Cuna(n) ofuHMYHOT Tabnetku no 30 mr
no3u/piBeHb(M) MO3yBaHHA: Pisenb goau: 1 rabnetka
cnocif 3acTocyBaHHA 3aCcTOCOBYBATH NEPOPANbHO
Brasisku wogo 3actocysanna 3 240 mMn BOAv abo HaTwecepue, abo nicns woHakmveHwe 10-
nikapcoKoro 3acoby: FOZAMHHOIO ronoAyeanHs (cnoci6 A), abio nicrs npuiomy ixd 2
BHCOKUM BMICTOM MpiB (cnocif B)
Bupobruk/mkepeno sakynieni  |GlaxoSmithKline
Homep cepil: 152394828
14. ITpenapar ropieHsaHHs, 1o3a, Croci6 3aCTOCYBAHHS, CHNA Oif H]J

15. CynyTHs Teparmis

ossonexi npenaparu: Bei cymyThi npenapary Oynu nepernsauyTi ViiV Medical Monitor i

POSTIARANHCA B KOMHOMY KOHKDETHOMY BHNANKy okpemo. CymyTHil npuiioM siikis 6yB




ossonenuit ViiV Medical Monitor, aximo Iie He ¢TaBumo Min 3arposy iHTeprpeTario JaHuX,
OTPHMAHUX Bill Lporo cyb'exra, abo Gesneky cy6'exta. AueTaminoder y ao3i <2 r/moby
ByI10 103BONEHO 3aCTOCOBYBATH B Gyb-AKHii 9aC IPOTAIOM IOCIIMKeHHs. Ilepenix
TO3BONIEHIX METONIE KOHTPALIETILT AJIs sKIHOK 3 PenpoOyKTHBHAM HOTEHI[AIOM (FRP) mue.
y po3gini 12.5. 1 nporokony.

16. Kpurepii ouiHku edekTapHOCTI

Y uvomy PK mocnigxenni edexturHicTs He ouimroBaNacs.
[epBunHi:

* . Ilnowa mix kpuBoo «koHUeHTpaLis-4acy kaborerpasipy (CAB) Bix HynsoBoro vacy
(1032), excTpanonLOBaKa 10 HECKIHIEHHOTO Yacy (AUC[0-c0]), nnowa nig KpaBoIo
"KOHUEHTpalig-yac" B HyIbOBOTO Hacy {103a) I0 OCTAHHBOrO 4acy KUIBKICHO
BUMIPIOBaHOT KOHUEHTpaUil y cy6'ekTa npu Beix BHaax stikyeanHs (AUC [0-t]),
MAKCHMAJIbHA CNOCTEpeKyBaHa KoHIEHTpauis (Cmax) Ta KoHUeHTpauis yepes 24
rojuuy micna npuiiomy no3u (C24).

Bropuuni:

* [lepion HaniseuBenents CAB 3 miasmu (t12), wac 3ATPUMKH 10 CMOCTEPEKEHHs
KOHUEHTpaUiit npenapary y 3pasky marpuui (tlag), yac gocarienss Cmax (tmax),
Blacotok AUC(0-0), 0Tpumanumii Waxom ekcTpanonsuii (%AUCex), yac o¢TaHHBOI|
BUMipIOBaHOi KoHUeHTpauii (tlast), yasuuii knipenc nicns nepopanbHOro NpuioMy
(CL/F) Ta ysaBuuii 06'em posnopiny (Vz/F)

17. Kpurepii ouiHkK Gesneku

[lapameTpu Gesneku Ta nepenocUMocTi, BIILOYATH Hebaxkai ABULIA, CYTIYTHLi rpHiiom
UTiKiB, Kniniui naGopaTopHi aHanisy, efekTpoKapaiorpamy (EKI) Ta oLiHKY XUTTEBO
BANUIMBHX NOKAZHUKIB.

18. CraTHCcTHYHI MeTOIH

"Koana dopmansha rinotesa ne 6yna nepebipena, a as ouinku xapuoBoro edexry
BUKOPHCTOBYBABCA OLIHOUHMIH migxis.

OGrpyHTYBAHHN pO3Mipy BHODIpKH:

Ha ocrosi nopieusse npenaparis CAB y nocnimkenui LAIT 16585 xoediuieHTH Bapiawil
(CVw%) cranoBunu 21,6%, 21,4%, 20,7% ra 2 1,0% mns mnowi nig kpueoro
"KOHUeHTparig-yac" Bif yacy 0, eKCTpanonsoBaHol 10 HECKIHYEHHOCTI [AUC(0-00)], nnouwi
i KpUBOK "KOHLEHTpauis-uac” Bix gacy 0 10 0CTaHHBOT BHMIpPIOBAHO! TOUKH YaCy
[AUC(0-1)], MakcHManBEHOT KOHLIEHTpaL] JiKapchKoro 3acoby (Cmax) ta C24, sinmosigHo.
CVw% Bin papmaxoxinernunux ( PK) napamerpis AUC(0-00), AUC(0-1), Cmax ta C24 ¥
nocitimxkenti LAIL17020 ta y mocnimxenni 201741 wis nikapcskoi dopMU 3 OCHOBHOKO

Macoro Tabsetku 500 Mr cTanosumi MeHme 20%. Buxogguw 3 UBOrO, [PH PO3PAaXVHK
P YHKY




po3Mipy BuGipkH 6yn0 npuitHATO, wo CVWY% CTaHOBHTE 22%.

[pu posmipi Bubipxu 24 cy6'ekTH, o BMoYae 20 cy6'ekTiB, AKi NITAFAIOTS ouisi, 6yno

MiApaxoBaHo, L0 MOJIOBHHA INHPHHU 90% AORIP4Oro iHTEpRANy [Isl Pi3HULI B JIIKyBaHHI 32
morapuMiuHOIO Kanolo Gyne B Mexkax 12% Big TOuxoBol OLiHKN s AUC(0-c0), AUC(0-
1), Cmax i C24. S{kiuo TO4YKOBa OLiHKA BiHOLIEHHS FeOMETPUYHHX CepefHixX JopisHIoE 1, To
90% nosipuuii inTepran craHoBuTHME npubnmsmo (0,89, 1, 13).

AHaniz nonyaaniii:

CxpuHiHT HaceneHHsn

Ho uiei nomynauii Gynu Brmrovent sei cy6'exth, ski niamHcanu topmy zroau. Ug
nomynAuis 6yna BAKOPHCTaHA IS PEACTABNEHHS JATH NEPUIOTo CKPHHIHTY Ta
KUIBKOCTI y4acHHKIB, AKi IPOHLLAM cKpuHinT Ta Gynu 3apaxoBaHi 10 [IPOrpamH,

Bubipka nas ouniuxu 6esnexn

Bei cy6'exry, aki Oy Bimoueri B focnimkenns i OTpHMAIH NPHHAAMHI OHY A03Y
AOCNIAKYBaHOrO Npenapary, Synu stioueri s [Momynawio Gesnexu.

Lla nonynsuia 6yna BHKoprcTaHa s aHaniay Ge3rnexu, a Takox s NpeAcTaBlieHHs
Ta y3aranbHEHH BUXIAHMX/IeMOrpadiuHHX XapaKTePHCTHK.

Dapmakokinernka Konuentpanisn B nonyasuii

[onynsauia Busnauenns xouuentpauii PK exmovana scix YUYACHHKIB AOCHiKEH s, Y
sAKuX Gyno nposeneHo 3a6ip 3paskis nnasMu KPoBi 4715 BH3HAUEHHS KOHUEHTpalii
PK i sxi npofinu ouinouni CAB-ananisu. Pesynstati ananisy PK ¥ 3paskax,
Bipibpanux y cyb'exta 3 Ga0BOTO0, 10 BHHUKIA NpOTATOM 4 TOAHH Micns npuitomy
D034, HEe NOBHHHI PO3TRAMATHCA AK TAKI, IO MiAIACAKTh OLIHIOBAHHIO.

s nonynsuis Gyna BAKOpHCTaHa A5 CKNAAAHHS nepeniky Ta nobyaosu rpadikis
3aJIeKHOCT] KOHUEHTpaLT Bil acy Ta nepeniky mapamerpis PK.

PapmaKkoKiHeTHYHA XapaKTePHCTHKA MONMYJISLi:

3senena nomynsuis PK sxiirouana cy6'exris, ski Manu JIOCTORIpHI OUiHKK
napametpis CAB PK 3a o6uaBa nepiogn.

s monynsuis 6yna BUKOPHCTaHA JUIS y3aralbHeHHS Ta nobynosu rpadikis




KOHUEHTpaUiit i mapamerpis PK, a Takox 11s CTATUCTHYHEX NOPIRHAHb.

PapmakoriHeTHuHi aHaNI3NH:

[Ticrs norapudmiusoro nepersopents AUC(0-00), AUC(0-t), Cmax i C24 6ynu okpeMo
[poaHanizoBaHi 3a JOHIOMOrol MOAEN! 3MitnaHuX e(eKTiB 3 GikcoBaHUMH TepMiHaMH
BILUTHBY /A JIKYBaHHA i nepiony.

Cy0'exTn posrmaganucs 8 Mojeni sk BUNaakoBHii edekT. TOUKOBI OLIHKM Ta NMOB'A3aHi 3
Humu 90% poeipui ivTepeanu Gyau nobyaopaHi Ana BiAMIHHOCTeH Y 3HaUeHHAX napaMeTpiB
PK nna nactynumx nopisHsHb: Jlixysanns B(rect)-A(pedepenc). [Torim ToukoBi ouiskH Ta
rnos'asani 3 HuMK 90% mosipui iHTepsanu Gyiu nepeTEOPEHI AN OTPUMAHHA TOUKOBHX
ouinok Ta 90% posipusx iHTepsanis ans cnieBigHoWeHb «JlikyBanua B/A» 3a
OPHIIHANBHOIO [KAIOLO.

s t1/2, VZ/F ta yasnoro nepopanshoro knipeey (CL/F) ananoriyi nopisuaHus
NiKyBaHHS OYH MPOBENEH] K BTOPHHHI aHANI3H.

AHaliz 6eznexn:

Jlani 3 6esnexu 6ynu npeacTasnexi B TabnuuHoMy Ta/aGo rpadiusomy gopmari Ta
y3aranbHeHi B OnHcoBii Gopmi BianosigHo Ao crannapris IuTerposatoi 6ibnioTexu
craugapris nauux GSK (IDSL).




19. lemorpacivni moxasHuKu A0CHi mcyBaHol nomyasii (crars, Bik, paca | eMorpadiuni gani
TOLLO) Nemorpachiyui napamerpu CAB mr Hatwe|CAB 30 mr+Tka|  3aranom
{N=24) 3 BACOKMM N=24
BMIiCTOM Xupy
{N=22)
Bik (pouis) 397 39,7(14,51) 39,7 (14,69)
Cepenre 3Hauenns (SD)) {14 69)
Cratb
[n (%}]
XiHoua 8(33) 8 (36) 8(33)
Yonosiku: 16 {67) 14 (64) 16 {67)
BMI (kr/m2)( Cepepre aHauerHsa (SD)) 25.60 257 2560
{2,629) (2722) (2 629)
3picT (cm) 17302 (8 946) | 17278 (9262) | 173,02 (8 946)
Cepefte 3HaveHHs (SD)]
Bara (kr) 77,16 77,34 77,16
[CepeaHe sHayeHHA (SD)] {13 532) (14 098) (13532)
ETHiuna npuHanexuicTs
n (%)]
He ieNaHChKaro YK NATUHOAMEPUKAHCHKOMO NOXOMKEHHS 24{100) 22(100) 24 {100}
Paca
n (%]
A3iaTChKOro noxomkeHHs LienTpantHa / MisgetHa Asis 1(4) 1(5) 1{4)
Asiatcere- MNiBaeHHo-CxigHe Asilichke NOXomKeHHst 14) 1(5) 1(4)
Hoprouwkipi abo adipo-amepukaHLf 6(25) 5(23) 6 (25)
Binolkipi/eBponeicekoro NoXogxeHHa 16(67) 15 (68) 16 (67)

20. PeayneTaTh edekTuBHOCTI

BUCOKMM BMICTOM XupiB Ta Be3 Hei

Peatome okpemux napamerpie niasmm kposi nicna npuitoMy ofHopazosol gosn CAB PK 3 Txeio 3

Nieyoansn | AUCO=F [ Cmaxs | Tmat | Co& tis CLIF? VaiFe

(MKr. rog/mm) | (MErimn) {ron) (MKrim) {ron) {nirog) {m

. 143 333 1,62 406 0,210 12,3
ﬁéﬁf(aﬂz':; [126162] | [2,95,3.77] 3'2 g)o (1,451, 81) |[38,0, 43,5]| [0.185,0. 239) | (11,2, 13.6]

(28) (27) ' (25)° (15) (28) (22)

B: CAB30°w| 163 385 | 000 | 188 40,6 0,184 108
nicnata | [144 1851 | (346, 428] | 000 | (1,65, 2.10) 1378, 437]| (01620, 209] | 98, 119

(N=21) (29) (24) : (24) (16) (29) 21)

AUC(0-c0), Cmax ta C24 y ntasmi kposi micns nipHifoMy pazoBol nosu 30 Mr TaGnerok 3
I%€10 3 BUCOKHMM BMICTOM XHpY 36inbluyBanucs Ha 14%-17% TIOPIBHAHO 3 NPHIOMOM




HaTuiecepue. CAB CL/F ta VZ/F 3umkysanuca na 13% BHacnigok 6i1bwmoi HiomocTynHOCTI
[PY OIHOYACHOMY 3acTOCYBaHHI 3 Dketo. Ha BuiuMy kinuesy ¢asy t1/2 He BrutkBaio
OAHOYACHE 3aCTOCYBAHHS 3 DKEIO 3 BUCOKMM BMICTOM KHPY.

21. Pesynbtatu Gesznexu

[Tin yac nocnimkenns He 6yJ10 3aPeECTPOBAHO JKOHOIO BUIMAIKY CMEpTI, CepHO3HHMX
nobiunmux apuur (CI151) ta no6iunux peakuiii (ITP), wo MPU3BEIH 10 BiAMIHH
J10C/1/DKYBaHOT0 npenapary abo BUBEACHHS 3 A0CIILKEHHS JKOIHOTO cyb'exra. Koana 3 1P
He pO3MIAAANOCA AK NOB'A3aHE 3 0CAIKYBaHHM niperapatom. Y 2 cy6'extis Gyio
3apeecTpoBaHo 2 1abopaTopHi BiAXHIeHHS 2-r0 ab0 3-ro CTyneHs, 1o BUHUKIM i yac
UTIKYBaHHS, JKOJHE 3 AKHUX HE BBAKATOCS KITiHIYHO 3Hadymmm. [lin vac gocnimpkenns ve 6yno
3aPECCTPOBAHO JKOAHMX KITIHIYHO 3HAUYUIMX BiAXMIEHD BiJl HOPMH TOKA3HHKIB
pruTTENsUIBHOCTI a60 EKT. Xoaue 3 kniniko-1a6opaTopHux BiaxuieHs, Biaxuiens Ha EKI
Ta NOKA3HUKIB KUTTELITLHOCTI He Gy10 3apeecTpoBano sik [1P.

22. BucHOBOK (3aKimoueHHs )

¢ [Ilin yac nocnipkeHHs He OYA0 BUABIEHO KOAHOIO HOBOTO curnany 6eznexwu. Ilin
4ac gociikeHHs He 6yno 3adikcosano koauux CI15 a6o 1P, nos's3anmx 3
npuiiomom npenaparty. Ilin yac nocnimkenns ve 6ya0 3apeccTpoBaHO KOAHHX
nabopatoprux, EKI” a60 kMTTEBO BasIMBUX BiIXHICHD BiJl HOPMHU, AKi 6 CBiAuMIH
npo ITP.

*  AUC(0-20), Cmax ta C24 y nnasmi Kposi micas npuiiomy pa3osoi 1034 30 mr
TabJIETOK 3 KEIO 3 BHCOKMM BMICTOM KUpy 36inbiuyBanucs Ha 14-17% MOPIBHAHO 3
NPUHAOMOM HaTlIECeplIE.

e CAB CL/F Ta VZ/F 3uuxyBanucs na 13% BHacninok 6iibioi OiogocTynHoCTI Npw
OHOYACHOMY 3aCTOCYBaHHI 3 BUCOKOMKHPHUM WIPOTOM. Ha BHAMMY KiHIeBY dazy
t1/2 He BNUIMBAJIO OJIHOYACHE 3aCTOCYBAHHS 3 XKEIO 3 BUCOKMM BMICTOM JKHUPY.

e llepopanbui CAB moskHa npuiiMaTh He3a1eKHO Bill KHPHOCTI Ta KaIopiHHOCTI TKi.

3afBHUK (BIACHUK PEECTPALLIHOTO MOCBIT4EHHS)

(niarnmc)

Kapen ["peiitokep (Karen Grainger)
Biue-npesunent, KepiBHuk Bi/ULily HOPMATHBHO-NPABOBOrO peryItoBaHHs
BiiB Xenckep (ViiV Healthcare)

{Hopﬁ_ao.k' donosneno nogum oodamxom 30 32iono 3 Haxazom MO3 Vipainu

Iepexknan BuKoHAB:

Mapunsako Jroamuna

Ne 1528 gio 27.06.2019 }

Metekep 3 perynstopuux nutads Ta peectpauii TOB FnakcoCmitK asitn PapmaceioTikanc Ykpaina M /



Clinical Trial Report - 14
Study ID-ITZ111451

1. Name of medicinal product (registration certificate No, if available )

IAPRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality control,
Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

vyes no  ifno, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal product,
new active substance

5. Title of clinical trial, code number of clinical trial

A Double-Blind, Parallel, Randomized, Placebo-Controlled, Single and Repeat Dose
Escalation First Time in Human Study to Investigate the Safety, Tolerability and
Pharmacokinetics of GSK1265744 in Healthy Male and Female Subjects and Subjects
Infected with HIV, Study ITZ111451

6. Phase of clinical trial

Phase 1/2a

7. Period of clinical trial

Part A: from [13February2008] — [14April2008]
Part B: from [25February2008] — [13July2008]
Part C: from [23September2008] — [18November2008]

8. Countries, where clinical trial has been conducted

USA

9. Number of trial subjects

Part A:
planned: 18
actual: 18
Part B:
planned: 30

actual: 30




Part C:
planned: 11
actual: 11

10. Main purpose and secondary objectives of CT

Primary

s To investigate the safety, tolerability, and pharmacokinetics of GSK1265744
following single and repeat oral administration in healthy subjects.

¢ To investigate the safety, tolerability, pharmacokinetics, antiviral activity of
GSK 1265744 during 10-day monotherapy in HIV-infected adults at the
highest tolerated exposure in healthy subjects.

Secondary
¢ To estimate GSK 1265744 accumulation and time invariance and assess
attainment of steady state following repeat administration.

¢ To examine dose proportionality of GSK 1265744 pharmacokinetic parameters
following single and repeat administration.

¢ To explore concentration-effect relationships for various safety parameters, if
appropriate.

o To assess the development of viral resistance (genotypic and phenotypic) over
10 days and correlate with viral response, if appropriate.

» To assess the immunologic effect of GSK 1256744 vs. placebo administered
orally over 10 days in HIV-1 infected subjects.

11. Clinical trial design

This was a Phase 1, double-blind, randomized, placebo-controlled, single and repeat
dose escalation study of GSK1265744 in healthy subjects and a single repeat dose
cohort in HIV-1 infected subjects.

Subjects and all site personnel, with the exception of the study pharmacist or
designee, were blinded to subject randomization throughout the study. For Parts A
and B, the GSK study team was assessing data on a real-time basis while making

dosing escalation decisions, the team was unblinded to accurately review the safety,




tolerability and PK data after each dosing period. The GSK study team did not reveal
the treatment assignments to the site personnel or subjects. For Part C, the ireatment
for subjects was unblinded on Day 11 so that subjects receiving placebo had the
option to decline OT.

Decisions regarding replacement of subjects prematurely discontinued from study
drug in any cohort were made by the Investigator and the GSK medical monitor on a
case-by-case basis. Study design is provided in the following table.




GSK1263744 FTIH Study Design
Part A: Single Dose Healthy Part B: QD x 14 Day Repeat Part G: QD x 10 Day Repeat
stbjeets Dose Dose
Healthy subjects HIV¥-A infected subjects
Vieekt Cohort N Dose? | Cohort N1 Dose? Cohort N Dose?
Active/ {mg) Active! (mg) Active! {mg)
Placeho Flacebo Placebo

1 A i 50
2 B w2 156
3 A 2 10
£ B iy 25
5
53
7
8
9 Cc &2 8
10
11
12 D ilrd 10
13
14
15 E Bi2 25
16
17
18
12
20
2 F B2 Ak

reviewed.

I

1. Dose escalations were planned to run in successive weeks; however, each subsequent dose escalation
commenced only when plasma GSK1285744 FK and safety dala from at Jeast five active cubjects had bzen

[Bustration of projected doses. The planned doses may have been changed, switchad, or cancelled based
upon PK and safety from the preceding cohorls. Escatations «fd not exceed 2-3-fold, exceptin the case of
undetectable concenfrations fofowing the first dose (dose levels may have been skipped if C24 < 30nafmL), up
to 100mg. At 100mg or sbove, dose escalations did not exceed 2-fold.
3. Sample size may have been increased after examination of data from the first 9 subjects.
4, Optimized iherapy (OT) was administered for 14 days starling on Day 14 (& 1 day).

Part A: Single Dose. Part A of the study investigated single escalating doses of
GSK1265744. Approximately 18 healthy subjects were planned to be enrolled using
an alternating panel of 2 cohorts (9 subjects per cohort). In each of the 2 single dose
cohorts, 7 out of the 9 subjects were randomized to active dose and 2 out of the 9
subjects were randomized to placebo. Subjects randomized to placebo received




placebo on all dosing occasions.

The projected single escalating doses of GSK1265744 ranged from a starting dose of
50 mg to a maximum dose of 800 mg. Doses were escalated in a sequential fashion,
contingent on the safety and pharmacokinetics profile of previous doses. Dose
escalations progressed with modifications based on the actual human PK and safety
data from the preceding cohorts. Safety, tolerability, and PK data from a minimum of
five subjects receiving active GSK. 1265744 in the preceding cohort were evaluated

rior to dose escalation. Data acquired following dosing in the first dose (50 mg)
revealed higher than expected exposures of GSK 1265744, thus planned doses were
modified to allow for lower doses after the 50 mg dose. The next dose that was
administered was 5 mg, followed by 10 mg and 25 mg.

Part B: Repeat Dose with Healthy Subjects. The repeat dose escalation component
(Part B) was initiated based on the evaluation of preliminary safety, tolerability and
PK profile in at least four single dose levels in Part A. Approximately 30 healthy
subjects were planned to be enrolled using a sequential panel of 3 cohorts (10 subjects
per cohort). Cohorts were comprised of 8 active/2placebo.

Part C: Repeat Dose with HIV-1 Infected Subjects. The repeat dose HIV-1
infected cohort (Part C) was initiated based on the evaluation of preliminary safety,
tolerability and PK profile in all single dose levels in Part A and all repeat dose levels
in Part B. Up to 12 HIV-1 infected subjects were planned to be enrolled to achieve
approximately 8 evaluable subjects (6 active/2placebo) in one cohort. Based on
Investigator site facilities, Part C may have been conducted on an in-patient or an out-
patient basis.

After completion of dosing with GSK 1265744, optimized therapy (OT), 3 active,
marketed antiretroviral medications were administered to subjects receiving

GSK 1265744 for a minimum of 14 days. The treatment for subjects was unblinded
on Day 11 so that subjects receiving placebo had the option to decline OT.

12. Main inclusion criteria

Parts A and B: Healthy male and female subjects between 18 and 55 years of age,
with a body weight >50 kg (110 lbs.) for men and > 45 kg (99 lbs) for women and
body mass index (BMI) within the range 18.5-31.0 kg/m2 (inclusive).




Part C: HIV-infected cohort only: CD4+ cell count > 200 cells/mm3 and plasma
HIV-1 RNA >5000 copies/mL, no current antiretroviral therapy and had not received
any antiretroviral therapy in the 12 weeks prior to first dose, and adequate treatment
options to construct highly active antiretroviral therapy (HAART) with at least 3
active antiretrovirals for future treatment, based on review and agreement by the
Investigator and the GSK Medical Monitor.

13. Investigational medicinal product, mode of administration and Drug Dose/Form/Route Frequency/Duration Batch
strength Number
(GSK1265744 | 5, 10, 25, 50 mg/ suspension/ Single Dose 071146685
oral Repeat Doses, QD, for
5, 10, 25 mg/ suspension/oral 14 days
(GSK1265744 | 6 x 5 mg / tablet / oral Repeat Doses, QD, for 081161578
10 days
14. Reference product, dose, mode of administration and strength Drug Dose/Form/Route Frequency/Duration Batch
Number
Placebo 5,10, 25, 50 mg/ suspension/ Single Dose 071147501
oral Repeat Doses, QD, for
5, 10, 25 mg/suspension/oral 14 days
Placebo 6 x 5mg/ tablet / oral Repeat Doses, QD, for (81169258
10 days

15. Concomitant therapy

Permitted medications: Acetaminophen, at doses of <2 grams/day, was permitted.
Other concomitant medication may have been considered on a case by case basis by
the GSK Medical Monitor.

16. Criteria for evaluation efficacy/PK

Primary:

e (GSK1265744 pharmacokinetic parameters following single dose
administration: area under the plasma concentration curve (AUC(0-c0),
AUC(0-t)), maximum observed concentration (Cmax), time to maximum
observed concentration (tmax), observed concentration at 24h post-dose
(C24), terminal half-life (t1/2), and following repeat administration: AUC(0-
T), concentration at end of dosing interval (Ct), Cmax, minimum observed
concenfration (Cmin), tmax, t1/2 on Day 14 (healthy subjects) or Day 10
(HIV-infected subjects), and in HIV-infected subjects.




e Change from baseline in plasma HIV-1 ribonucleic acid (RNA) on Day 11.
Secondary:

o Day 14 GSK1265744 AUC(0-1) compared to AUC(0-24) on Day 1 to estimate
accumulation ratio (R) and GSK 1265744 AUC(0-1) on Day 14 compared to

AUC(0-00) on Day 1 to evaluate time invariance following repeat
administration of GSK1265744.

¢ Pre-morning dose concentrations (Ct) on Day 2 through 13 to assess the
achievement of steady state of GSK1265744 following repeat administration
in healthy subjects, GSK 1265744 PK parameters: AUC(0-w0), AUC(0-1),
Cmax, and C24 (concentration at 24 h post-dose) following single dose
administration and AUC(0-1), Ct, Cmin, and Cmax following repeat
administration at different doses for the assessment of dose proportionality.

¢ Plasma HIV-1 RNA change from baseline in HIV cohort, plasma HIV-1 RNA
change from baseline to nadir (maximum change) in HIV cohort, plasma HIV-
1 RNA rate of decline (slope) over 11 days in HIV cohort, and to assess the
development of genotypic viral resistance, if appropriate, in HIV cohort.

17. Criteria for evaluation safety

The primary safety endpoints of this study were GSK 1265744 safety parameters,
adverse events (AEs), absolute values and changes over time of hematology, clinical
chemistry, urinalysis, vital signs (blood pressure (BP) and heart rate),
electrocardiogram (ECG) intervals, ECG thythm and telemetry.

18. Statistical methods

For subjects in each active treatment group the following pharmacokinetic parameters
were determined from the plasma concentration-time data for GSK1265744.

Part/Day Plasma GSK1265744 PK Parameters Calculated

Part A AUC([0-»), AUC(0H), Cmax, tmax, Ct, C24, 1172, Hag, and CLIF
Part BfDay 1 AUC(0-f), AUC(D-24), Cmax, tmax,C24, t1/2, tiag, and CLIF
Part G/Day 1

Part BDay 14 AUC(0-1), Cr, Cmax, Cmin, tmax, tlag, t1/2, and CUF

Part C/Day 10

Dose Proportionality: Part A and Part B: Dose proportionality of GSK1265744 PK




parameters was assessed following single dose administration (AUC(0-t), AUC(0-c0),
AUC(0-24), Cmax and C24) and repeat dose administration (AUC(0-t) Cmax, Cr,
and Cmin) using the power model. The power model was fitted by restricted
maximum likelihood (REML) using SAS Proc Mixed. For Part A of the study, both
the intercept and slope were fitted as random effects first. For Part B of the study,
only a fixed effects power model was considered. The mean slope was estimated from
the power model and the corresponding 90% confidence interval calculated. Intra-
subject CV% calculated from the model was presented in the table.

Accumulation Ratio Analysis: Parts B and C: An analysis of variance (ANOVA)
with a random effect term for subject and fixed effect terms for day was performed by
dose on the loge-transformed AUC. Day was treated as a class variable in the model.
The accumulation ratio of GSK 1265744 was estimated by calculating the ratio of the
geometric least squares (GLS) means of PK parameters on Day 14 of Part B or Day
10 of Part C to those on Day 1 and the corresponding 90% CI for each dose.

Time Invariance: Parts B and C: An ANOVA with terms for subject as a random |
effect and day as a fixed effect was performed by dose on the loge-transformed AUC. J
Day was treated as a class variable in the model. The time invariance of |
GSK 1265744 was assessed by calculating the ratio of the GLS means of AUC(0-t) on |
Day 14 of Part B or Day 10 of Part C to AUC({0-e) on Day 1 and the corresponding |
90% CI for each dose. AUC(0-e0) on Day 1 were considered as the reference phase in
the analysis and AUC(0-1) on Day 14 or Day 10 as test phase.

Steady State Assessment: Parts B and C: Plasma GSK 1265744 pre-dose Ct values
obtained on Days 10-14 of Part B or Days 7-11 of Part C of the study were plotted
versus day by treatment (dose). An ANOVA with terms for subject as a random
effect and day as a fixed effect was performed by dose on the loge-transformed Cr.
Day was treated as a continuous variable in the model. Achievement of plasma
GSK1265744steady state was assessed by visual inspection of plots and calculating
the point estimate and 90% CI of the slope of the linear regression of Days 10 to 14 of
Part B or Days 7-11of Part C of pre-dose Crt versus Day by dose group. To claim that
steady state was reached, the pre-dose concentration slope estimate was close to zero




and the 90% CI for the slope estimate included zero.

Pharmacogenetic, Viral Genotyping and Phenotyping Analyses. The viral
genotypic/phenotypic data were listed and descriptive summaries provided.

Efficacy Analyses. The primary efficacy analysis was plasma HIV-1 RNA change
from baseline to Day 11, which was summarized by treatment. Change from baseline
of plasma HIV-1 RNA to Day 11 was compared between active treatment and placebo
using analysis of covariance (ANCOVA), with treatment fitted as a fixed effect, and
baseline plasma HIV-1 RNA as a covariate. The corresponding point estimates and
two-sided 95% ClIs of the differences and p-values were presented.

The secondary efficacy analysis was plasma HIV-1 RNA change from baseline,
which was calculated for each subject on each post-baseline visit, where data were
nonmissing. Plasma HIV-1 RNA change from baseline to the on treatment (between
Day 1-14) nadir (maximum change) was calculated for each subject and summarized
by treatment. Change from baseline of plasma HIV-1 RNA to the on-treatment nadir
was compared between active treatment and placebo using ANCOVA, with treatment
fitted as a fixed effect, and baseline plasma HIV-1 RNA as a covariate. The
corresponding point and 2-sided 95% CI estimates of the differences and t-test p-
values were presented.

Plasma HIV-1 RNA change from baseline between Day 1 and Day 11 was fitted in a
mixed-effects linear model by treatment, with baseline plasma HIV-1 RNA and day
fitted as fixed effects and subject fitted as a random effect. Estimated mean rate of
decline (i.e., slope of day) with corresponding 90% CI was provided for each
treatment.

The proportion of subjects with plasma HIV-1 RNA <50 copies/mL and proportion of
subjects with plasma HIV-1 RNA change from baseline >1.7 log10 copies/mL
decrease were summarized by treatment and visit.

[ ymphocyte subsets data (total lymphocyte counts, percentage, CD4+ cell counts, and
CD8+ cell counts) were listed by treatment, subject, and visit and summarized by




treatment and visit along with change from baseline.

19. Demographic indices of studied population (sex, age, race, etc.)

Summary of Demographic Characteristics for Part A for 12111451

Demographics sD SD 8D SD )
smg 10mg | 25mg 50mg | Placebo | Overall
{N=T} (N=T) {N= {N=T) (H=4) (N=18}
Age in Years, Median [Min, Max) 250 420 250 420 26.0 280
{19, 40) | (18,54} | (18, (18,54) | (22,29) | {18,54)
40)
Sex, n (%)
Female: n 2({299%) 0 2 (29%) 0 2 (11%)
Male: 7 5 7 5 4 16
{100%) | {71%) | (100%) | (71%) (100%} | [88%)
BMI {kgim3), Madian (Min, Max) 23580 2309 | 2380 23.09 2520 2361
(213, | (216, | 213, | {218, (228, | (213,
287) | 283 | 287) 8.2} 27.9) 8.7)
Height (cm), Median {Min, Max) 17900 | 17400 | 179.00 | 174.00 17900 177.50
{176.0, | (184.0, | (176.0, | (164.0, | (176.0, [ (164.0,
1820) | 1790y | 1820) | 179.0) 183.0) 182.0)
Weight (kg), Median (Min, Max) 7830 | 6980 | 7830 | 6990 | 8275 | /6.5
(679, | (B45, | (67.8, | (645, (707, | (645,
101.2) Bid) [ 1012) B81.4) 88.7) 101.2)
Ethnicity, n (%)
Hispanic or Latino: 0 0 0 0 0 0
Not Hispanic or Latino: 7 7 T 7 4 18
{100%) | (100%) | (100%) | [(100%) | (100%) | [100%)
Race, n (36}
African Amercar/African Heritege | 1 (14%) 0 1{14%) 0 1(25%) | 2(11%)
Asian — South East Asian Hefitage 0 1{34%) 0 1(14%) 0 1 {6%})
White — B & 6 6 3 15
White/Caucasian/European (86%) | (B6%) | (B6%) (86%) (75%) (83%;)
Heritage

8D Smg=5mq Sucpension QD X 1 Day

8D 10mg=10my Suspension Q0 X 1 Day
8D 25mg=25my Suspension QD X 1 Day
€D 50mig=50mg Suspension QD X 1 Day

Summary of Demographic Characteristics for Part B (Healthy Subjects) for IT2111451




Demographics GSK1265744 | GSK1265744 | GSK1265744 Overall
RD RD RD Placebo Part B
Smg 10myg 2hmyg {N=6) {N=30}
{N=8] (N=8) (N=8}
Age in Years, Median (Min, Max) 28.0 255 250 280 25.5
(21,48) {19, 46} (21,39} {19,43) (19, 48)
Sex, ni%)
Female: 1(13%) 0 ] 0 1{3%)
Male: 7 (88%) 8 {100%) 8 (100%) 6 (100%) 29 (97%)
BMI (kg/m®), Median (Min, Max) 2365 2332 2383 2410 23.97
(19.9,29.0) | (205,283) | (21526.9) | (228,286 | (198 29.1)
Height (cm), Median (Min, Max) 177.50 18250 175.50 178.00 17750
(166.0, {166.0, (1710, {1700, (186.0,
182.0) 189.0) 162.0) 183.0) 192.0)
Weight (kg), Median (Min, Max) 7585 71.60 7545 7735 75.50
' (635,833 | (610,978} | (65.8,886) | (717 918) | (51.0,98.6)
Ethnielty, n (%)
Hispanic or Latino: 1 (13%) 0 0 1 {17%) 2 [7%)
Not Hispanic or Lafino: 7 (88%) 8 (100%) 8 {100%) 5 {83%) 28 (93%
Race, n (%)
African American/African 0 2{25%) 3 {38%) 0 5(17%)
Herifage
White — White/Caucasian/ 7{88%) B (75%) 5 (63%) 5.(100%) | 24 (B0%)
European Herilage
Mixed Race 1{13%) 0 0 0 1 (3%)

RD bmg=bmg Suspension QD X 14 Day
RD 10mg=10mg Suspension QD X 14 Day
RD 25mg=25mg Suspension QD X 14 Day

Summary of Demographic Characteristics for Part C (HIV-Infected Subjects) for ITZ111451




Demographics GSK1265744 Overall
3tmg Placeho PartC
(N=8) {N=3) (N=11)
Age in Years, Median (Min, Max) 415 43.0 420
(27, 51) {30, 49) {27, 51
Sex, n (%)
Female: 0 0 0
Male: 8 {100%) 3 (100%) 11 (100%)
BMI (kg/m?}, Median (Min, Max) 25.83 2843 26.36
(23.7, 29.4) (26.4, 30.N) (23.7, 30.7
Height {em), Median (Min, Max) 176.00 180.00 177.00
{161.0, 185.0) (173.0, 185.0) (161.0, 185.0)
Weight (kg), Median (Min, Max) 80.15 97.30 82.30
_ {75.0,92.1) (78.9, 99.5) {75.0,99.5)
Ethnicity, r (%)
Hispanic or Latino: 3 (38%) 0 3 (271%)
ot Hispanic or Latino; 5 (63%) 3 (100%) 8 (73%)
Race, n (%)
African Ametican/African Heritage 0 0 0
White ~ WhilefCaucasianf European 8 (100%) 3 (100%) 11 (1009}
Heritage
Mixed Race 0 0 0

20. Efficacy/PK results

for Part A.

Pharmacokinetics: GSK 1265744 plasma PK parameters following single and repeat
dose administration are summarized in the tables below. Half-life was not estimated




Summary of Selected Plasma G3K 1265744 Pharmacokinetic Parameters Following Single
Dose Administration (Part A, Solution)t
Treatment AUC{0) Cmax C24 (ugfml) tmax2 Clast® {pgfml )
{ng.nfml} fug/ml) {h)
&mg 286 115 042 0.50 016
(n=N [234, 30.1] [0.29, 1.33] [0.37, 0.43] (0.50-1.00) [0.13, 0.18]
(14) (16} {13 {18)
10mg 87 215 083 1.00 0.32
(n=7) [42.4, 630] [1.84, 2.51] [0.68, 1.02] (0.50-1.50) [0.23, 0.45]
(22) (17] (22) {38)
25mg 117 4.8 193 1.50 074
(n=7) (104, 132 13.54, 5.41] [1.67,2.23 (0.50-3.00) {0.61, 0.80]
13) (23] (16) (21}
S0mg 231 8.57 3.82 1.50 148
(n=7) [470, 313] [6.89, 10.7] [281,5.18] {0.50-3.00) [0.84, 2.35]
(34) (24) (39 (53)

1. geometric mean [45%C1] {CVb%)
2. median {range)
3. Clastoccurred at 72 hours post doss for &1 subjacts at all doses.

Summary of Selected Day 14 Plasma GSK1265744 Pharmacokinetic Parameters Following
Repeat Dose Administration to Healthy Subjects {Part B, Solution)!
Treament | AUC[0-24) Cmax | Ce (ugiml) Cmin tmax? Accum Ratio
{ug.himt} (ua/ml) {ngml) (h) {(AUCY
bmg 25 2.08 1.08 099 0563 238
(n=8) [28.6,37.00 | [1.78,242] | [0.90,1.25] | [0.83,1.18] | (0.25-1.50) | [2.21,2.57]
{16) {(19) {20} 21) &]]
10mg 64.2 4.29 239 204 0.8 252
(n=8) | [p9.6,80.3] | [3.80,4.84] | [1.98,288] | [1.71,245] | (0.50-1.50) | [2.28,2.78]
{18) (19 (23} (22) (12)
25mg 160 947 540 522 125 251
(n=8) [136,188] | [B.12,11.1] | [45%,647] | [4.36,624] | (0.50-4.00) | [2.17,2.52]
{(20) {19 (22) (22) (18)
1. geomelnc mean (35%CICVDY,
2. median {range)
3. Accumulation ratio= Day 14 AUC{0-24)/Day 1 AUC{0-24)




Summary of Selected Plasma GSK1285744 Pharmacokinetic Parameters Following Single
and Repeat Dose Administration to HiV-infected Subjects [Part C, Tablet formulatien)?
Treatment | AUC{0-24} [ Cmax CM | tmax' | Cmin tiz Accum
Day (poml) | (pg/ml) | (ugiml) (b} (ugimi) () | Ratio? }
Day 1 415 284 125 1.50 — — — |
{n=6) [312,55.01 | [2.18,3.70] [ {0.81,1.72] | (1.00- |
(39) G82) (39 3.00) |
Day 10 1 RLEL 3.28 250 285 315 20 |
{n=8) (829,131 | [526,7.72] | [246,4.38] | (1.00- | {215, 3.78] | [26.3,37.7] | [2.21, 2.85] |
(28) 23 (6 4.00) E9)] (22) {15

1. geometric mean [35%CI(CVEY%)
2. rmedian {rangel
3. Accumufation rafio= Day 10 AUC({0-24)/Day 1 AUC{D-24)

Summary of Dose Proportionality of GSK1265744 Steady State PK Paramsters Following
Single and Repeat Dose Administration (Farts & and B. Solution)
BPlasma GSK1265744 PK Slope [90% Cl
Parameter 5D, Part A! Day 1, Part B Day 14, Part B2
0.526 0.994. 0.986
AUC( or AUC(O-T) [0.885, 0.968] [0.898, 1.0101 [0.892, 1.080]
" omax 0.847 Dasd " 0438
[0.801,.0.894] [0.795, 0.937] [0.847, 1.030]
C24 or Cr 0.G44 0.989' 1.006
' [0.501, 0.985] [0.832. 1.046] [0.882. 112D
. 1.033
Cmin NA NA [0.923. 1.143]

1. AUC{O-tyand C24
2, AUCH-au] and Clau

GSK 1265744 PK exposure increased less than proportionally to dose following single

dose (5 to 50 mg) administration in Part A and increased proportionally to dose
following repeat dose (5 to 25 mg) administration in Part B.

GSK 1265744 plasma concentrations reached steady state by 12 days of repeat

administration. The accumulation ratio based on AUC(0-1) ranged from 2.38 to 2.52
across dose levels. Assuming time-invariant PK, the effective half-life is estimated to

be 30.5-33 h.




Summary of GSK1285744 Accumulafion Assessments following Repeat Dose
Administration in Healthy Subjects (Part B, Solution) and HIV infected Subjects
{Part C, Tablet formulation])
Plasma GLS Mean Ratio [90% Ci]
GSK1265744
PK Parameter Part B PartC
Bmg 10myg 25my 36mg
238 252 252 251
ALC(-24) [2.24, 253] [2.32, 2.73] [2.23, 2.83] [2.27,2.78]
Cimax 1.78 1.86 200 224
[1.64,1.82) JL.71,2.04] [1.78,225] [1.99.2.53]
Cr 255 284 267 262
[2.35, 283] [2.58,3.13] [2.33, 3.07] [2.35,2.83]

Following 14-day repeat dose administration of GSK 1265744 in healthy subjects, the
mean accumulation ratios for AUC(0-1), Cmax, and Ct were estimated to be 2.38-
2.52, 1.78-2.00, and 2.41-2.63, respectively, across dose levels. GSK1265744
accumulation ratios following administration of GSK1265744 tablet formulation for
10 days to HIV infected subjects were similar to those determined following 14-days
repeat administration of solution formulation to healthy subjects. Since Day 1
AUC(0-0) could not be estimated in either Part B or C, time invariance was not
evaluated. However, assuming time invariant PK, the accumulation ratio for AUC(0-
24) should equal 1/(1-e’*), where k is the elimination rate constant and t is the dosing
interval. For accumulation ratios of 2.38-2.52 and a dosing interval of 24h, the
elimination rate constant is estimated to be 0.0211-0.0227 h!, and the corresponding
effective half-life is estimated to be 30.5-33h.

GSK 1265744 steady state was reached by Day 12 for all doses in Part B.
GSK 1265744 steady state was achieved by Day 7 following repeat administration of
30mg (6x 5mg tablets) in HIV infected subjects in Part C.

Viral Genotyping and Phenotyping: Six of the 11 subjects had genotype and
phenotype available for both Day 1 and Day 11. While differences were observed
between Day 1 and Day 11 genotypes in four of the six subjects, the variation in
phenotype was remarkably small. The lack of a substantial increase in GSK 1265744




or raltegravir IC50 between Day 1 and Day 11 is reflective of the mutations observed.
In no case was a mutation associated with clinical resistance to raltegravir or
clvitegravir selected in subjects receiving GSK1265744. In addition, none of the
treatment emergent mutations were associated with ir vitro resistance to
GSK1265744. Raltegravir IC50s were approximately 10-fold higher than

(GSK 1265744 1C50s.

Efficacy: Virology and Immunology: There was a statistically significant difference
in plasma HIV-1 RNA (log10 copies/mL) from baseline to Day 11 for subjects treated
with GSK 1265744 30 mg compared to subjects who received placebo (p<0.001).
Median decrease in plasma HIV-1 RNA from baseline to Day 11 for the GSK1265744
30 mg group was 2.548 log10 copies/mL compared to 0.273 log10 copies/mL for the
placebo group.

Summary of Flasma HIV-1 RNA Change from Baseline for Part C of ITZ111451
Treatment versus Placebot

Parameter Treatment IMean Hedian Difference p-
{SD) {Range) LS Mean {95% CI yalue

Plasma HIV-1 | GSK1265744 | -2.334 -2548 -2.548 2865 <0.001

RNA Change 30mg {0.6481) | (-2.97,-0.88) (-3248,-2.480)

from Baseline (N=8)

to Day 11 Placebo 0.232 0.273 0315 - -

(iogn (N=3) (02241 | (-0.43,0.01)

copiesimL)

Plasma HV-1 | GSK1265744 | -2.449 2727 2675 2852 <0.001

RNA Change 30img (0.6739) | (-2.97-0.99} (-2.925,-2.779)

fram Baseline {N=8)

to Nadir (logso Placebo 0427 -0.387 0.177 — -

copiesimL} {N=3) {0.2600) | (0.70,-0.18)

1. ANCOVA with treatiment as fixed efiect and baseline HIV-1 RNA as covariats.

The proportion of subjects with plasma HIV-1 RNA less than 50 copies/mL was 75%
at Day 14 for subjects receiving GSK1265744 30 mg. It should be noted that subjects
received antiretroviral therapy with at least three active agents out to Day 28. This
response was maintained for 5 of 8 subjects (63%) at follow-up. No subjects in the
placebo group achieved plasma HIV-1 RNA less than 50 copies/mL.




The proportion of subjects receiving GSK 1265744 with plasma HIV-1 RNA
decreases greater than 1.7 log10 copies/mL was 7 of 8 subjects (88%) on Days 9
through 14 on GSK1265744 alone and on optimized therapy through follow-up. No
subjects in the placebo group achieved plasma HIV-1 RNA decreases greater than
1.7 log10 copies/mL.

Changes in lymphocyte subsets (CD4+ and CD8&+ cells and CD4+/CD8+ ratios) were
variable with no consistent trends.

21. Safety results

GSK 1265744, administered as a solution at doses of 5 mg, 10 mg, 25 mg, and 50 mg
in single doses, and in repeat doses of 5 mg, 10 mg, and 25 mg, was well tolerated in
healthy subjects. GSK1265744 30 mg was also well tolerated in HIV-infected
subjects. No deaths or SAEs were reported during this study. No Grade 3 or 4 AEs
were reported during Parts A, B, or C.

The most frequently reported AE during Part A was application site erythema (related
to ECG patches), reported by one subject receiving GSK 1265744 25mg, and three
subjects receiving GSK1265744 50 mg. No drug-related AEs were reported during
Part A.




Summary of All Adverse Events in Part A of ITZ111451
SD SD SD 5D
Adverse Evenfs 5mg 10mg | 25mg | 50mg | Placebo
(Nsf) | (N=7) | (N=7} | (N=7) | (N=4)
Any AE, n {%) 1 (14%) 0 3{43%) | 5 (71%) | 1 {25%)
Application site erythema 0 0 1 {14%) | 3 (43%) 0
Injection site discharge 1 (14%) 0 0 0 0
(Gasiroententis 0 0 1 {14%) 0 0
Upper respiraory fract infection 0 0 1 {14%) 0 0
Arthralgia 0 0 1{14%) 0 0
Erythema 0 0 0 1(14%) 0
Rash 0 0 0 1{14%) 0
Ecchymosis 0 0 0 1 (14%) 0
Mouth injury 0 0 0 1(14%) 0
Cough 0 0 0 1{14%) 0
Nasal congesfion 0 0 0 1 (14%) 0
Swelling face 0 0 0 0 1 (256%)
Gingival swelling { 0 ] 0 1 (25%)
Toothache 0 0 0 0 1 (25%)
SD 5mg=Amg Suzpension QD X 1 Day
8D 10mg=1limg Suspension QD X 1 Day
8D 29mg=25mg Suspension QD X 1 Day
5D 50 mg=50 mg Suspension QD X 1 Day
The most commonly reported AEs during Part B were headache (4 subjects; 13%),
application site erythema at ECG patch sites (4 subjects; 13%), erythema [at an
antecubital site] (2 subjects; 7%), and pain in extremity (2 subjects; 7%). The most
commonly reported drug-related AE during Part B was headache (4 subjects; 13%).




Summary of All Adverse Events and Drug-Related Adverse Events.
in Part B-of IT7111451
(GSK1265744
RD RO RD Overall
Most Frequent Adverse smg: 10mg 25mp Placebo PartB
Events {N=8} (N=B) (N=8) {N=6} MN=30}
Any AE. n'{%a) 5 {63%: 3{38%) 2025%) | 350 13 (430
Headache 1{13%) ] 1(13%) 2 [33%) 4 (13%)
Anplication site erythema 2 (25%) 2 (25%) 1} 0 401330
Erythema { 2 {255h) 1] ] 21{7%)
Pamn in extremity 1{13%) 1(13%) 1] ] 2%
Application site pruntus 1{13%) D 0 0 16%)
“Fatigue 1{13%) 0 ] 0 1(3%)
Somnolence 1 1113 0 i 1] 1133
Rash papular A 11130 D 1] 1] 13%)
Excoriation [ 1{13%) 0 B 0 1(3%) |
Abnomnat dreams 1 1{13%) 0 1] {i 1{386)
Cough 1 (13%) 1] 1] 0 11395
Respiratory tract congeetion | 1 {135) 1] 1] 0 1{335)
Thrombophlebiiis 1{13%) 1] 1] { 1 (3%
Dry mouth ' 0 0 1(13%) { 13
Cral mucosal exfoliation 0 0 1(13%) 0 138
Ventricular extrasystoles 1] 1 1 (13%) 1] 1 {38
Sireptocnceal phanmails 0 1] 141356 0 1(3%)
| Abdommal diecomfort ) 0 0 1 1 (17%) 1{3%)
Sunbum ) ] 1] 1007%) 1 1{3%
Drug-Related Adverse RD RD RD Placebo | Overall Part
Events Smg 1bmg 25mg {N=6) B
{N=0) (N=B) [N=5) (N=30}
friyDrugRelaiedAEn | 3{30%) ] 111355 2335 B (2055
(%) .
Headachs 1 {13%) 0 1 {13%) 2(33%) 41133
Somnclence 1 {135 0 B 1 1{38Y
Fatigue 1113 0 0 D T 13%)
Pain in exiremity 1 {13%) 0 1} ] 13%
Abnormal deeamns 11350 .0 1] 0 ) {3
Ventrcufar extrasysioles 1 1] 1138 K 1 (3%}
Abdommal discomfort ] 1] D 1(17%) 1 (3%}
RD Smg=5my Suspension 0D X 14 Days
RD 10mg=10mg Suspension GO X 14 Days
RD 25mg=25mg Suspansion QDX 14 Daye




The most commonly reported AEs during Part C were dizziness (3 subjects; 27%),
headache (2 subjects; 18%), and dyspepsia (2 subjects; 18%). The most commonly
reported drug-related AEs during Part C were dizziness (2 subjects; 18%) and
dyspepsia (2 subjects; 18%). The AEs shown in Part C included those in subjects
'who were also received OT.

Summary of All Adverse Events and Drug-Related Adverse Events
in Part C of ITZ111451

Most Frequent Adverse | GSK1265744 Qverall
Events 30mg Macebo or Part G

(N=6} (N=3) tN=6} (N=11)
Any AE, n (%0} 2 {25%) 2{67%) 4 (50%) B (55%)
Dizziness 1 {13%) 0 2 (25%) 3(27%)
Headache 1 {13%) ] 1(13%) 2{18%)
Dyspepsia 1 {13%0) { 1{13%) 2{18%)
Fatigue 1 (1330 { ] 1{%h)
Somnolence 0 [ 1 {13%) 1 (%)
Abnommal dreams 0 ] 1 {13%) (%)
Hot flush 0 0 1(13%) 1 (5%}
Jaundice 0 0 1{13%) 1 (%)
Diatthea 0 1{33%) 0 1 (%)
Neck pain 0 1.(33%) 0 1 (%)
Drug-Related Adverse GSK1265744 Overall
Events 30mg Placebo oT Part G

=0} _[N=3} (N=8} {N=11)
Any DrugRelated AE, n 2 {25%) 1(33%) T(13%) 3 (2%}
(%)
Dizziness 1{13%) 0 1(13%) 2 {18%)
Dyzpepsia 1(13%) 0 1(13%) 2{18%)
Headache 1(13%) 0 0 1 (%50)
Fatigue 1{13%) 0 { 1 {955}
Diarthea 0 103%) { T {%%)

When AEs were combined for all parts of the study, the most frequently reported AEs
were application site erythema (8 subjects; 14%), headache (6 subjects; 10%),
dizziness (3 subjects 5%), and erythema [due to razor burn and at antecubital sites] (3
subjects; 5%). When drug-related AEs were combined for all parts of the study, the
most frequently reported drug-related AE was headache (5 subjects; 8%). The AEs




shown in Part C included those in subjects who also received OT.

Summary of Most Frequently Reported Adverse Events and Drug-Related Adverse Events
{At Least Two Subjects Overall) in Parts A, B, and C Combined in ITZ111451

SD SD RD RD HIV HIV ) Overall
Adverse Events | Active | Placebo | Active | Placebo | Acfive [ Placebo | (N=8} | (N=59)
(N=14) | (N=4) | (N=24) | (N=6) | (N=8) [ (N=3)

Any AE n{%) | 9(64%) | 1(25%) | 10(42%) | 3(50%) | 2(25%) | 2(67%) | 4{50%) | 29 (49%)

Application sife | 4(23%) 0 4{17%) 0 0 0 0 8 (14%)
erythema

Headache 0 0 208%) | 2(33%) | 1{13%) 0 1(13%) | 6(10%)
Dizziness 0 0 0 0 1{13%) 0 2(25%) | 3(5%)
Erythema 1{1%) 0 2{8%) 0 ) 0 0 3 (5%)
Fatigue 0 { 1 (4%} 0 1 {13%) 0 0 2 (3%)
Somnolence 0 0 1 (4%) 0 ] 0 1{13%) | 2(3%)
Dyspepsia 0 0 ] 0 1{13%) 0 1(13%) | 2 (3%)
Pain in exiremity 0 0 2 (8%) 0 { 0 0 2 (3%)
Abnormal 0 0 1 (4%) 0 0 0 1(13%) | 2(3%)
dreams

Cough 1 (1%) 0 1 (4%) 0 0 0 0 2 (3%)

Drug-Related ) sD RD RD HY HIV 0T Overall
Adverse Events | Active | Placebo | Active | Placebo | Active | Placebo | (N=8) | (N=59)
(N=14) | (N=4) | (N=24} | (N=6) | (N=B} | (N=3}

Any AE, n (%) 0 0 A(17%) | 2(33%) | 2(25%) | 1(33%) [ 1(13%) | 9(15%)
Headache 0 0 2(8%) | 2(33%) | 1(13%) 0 0 5(8%)
Dizziness 0 0 0 0 [ 1(13% | 0 | 1(13% | 206%
Dyspepsia 0 0 0 0 1{13%) 0 1(13%) | 2(3%)
Faligue 0 0 1(4%) 0 [ 113%) | 0 0 | 2(3%

OT = optimized therapy

During all 3 Parts of the study, no clinical laboratory values were reported as AEs.
During Part A, there were no Grade 3 or 4 laboratory abnormalities. During Part B,
one asymptomatic Grade 3 elevated lipase and two asymptomatic Grade 2 increased
lipase values were reported. 1 subject (RD 25 mg) had a Grade 3 increased lipase




(258 U/L) at pre-dose on Day 4, which returned to normal (25 U/L) on the following
day. This subject also had a grade 3 increased lipase (242 U/L) at Follow-up, which
had resolved (27 U/L) at a subsequent visit scheduled 9 days later. All other lipase
values for this subject were within the normal range. During Part C, one Grade 4
increased total bilirubin, 2 Grade 3 increased total bilirubin, and 2 Grade 2 increased
total bilirubin values were reported. The bilirubin increases were primarily due to
indirect hyperbilirubinemia. All of these subjects experienced these bilirubin
elevations during OT, and all were receiving atazanavir and ritonavir as components
of the OT.

No clinically significant vital signs or ECG values were reported during the study.

22. Conclusion (summary)

GSK1265744, administered as a solution at doses of 5 mg, 10 mg, 25 mg, and

50 mg in single doses, and in repeat doses of 5 mg, 10 mg, and 25 mg, was

well tolerated in healthy subjects. Repeat doses of GSK1265744 30 mg
(administered as 6-5 mg tablets) were also well tolerated in HIV-infected
subjects. No deaths or SAEs were reported during this study. No Grade 3 or 4
AFEs were reported during Parts A, B, or C. No clinically significant trends in
laboratory, vital sign or ECG changes were noted.

(GSK1265744 PK exposure increased less than proportionally to dose
following single dose (5 to 50 mg) administration in Part A and increased
proportionally to dose following fepeat dose (5 to 25>myg) administration in
Part B.

Following repeat dose administration, plasma concentrations of GSK1265744

reached steady state after 12 days of dosing of solution in healthy subjects and
by Day 7 following repeat administration of tablets in HIV infected subjects.

The accumulation ratio for AUC ranged from 2.38 to 2.52 across dose levels
and populations.

Following repeat administration of the solution formulation in healthy subjects
in Part B, Day 14 geometric mean Ct values were 6.4-, 14-, and 33-fold above
the in vitro PA-IC90 (0.166 pg/mL) forthe 5 mg, 10 mg, and 25 mg QD
doses, respectively, supporting evaluation of QD doses in HIV infected




subjects.

¢ InPart C, HIV-infected subjects (integrase inhibitor naive) received repeat
administration of GSK 1265744 30 mg for 10 days followed by an optimized
background regimen of 3 active antiretrovirals for 14 days. Day 10 geometric
mean Ct for GSK 1265744 was 20-fold above the in vitro PA-IC90, lower than
predicted based on solufion data. However, all subjects achieved a Day 11
HIV RNA change from baseline of -1.9 log10 or better regardless of Day 10
Cr or inhibitory quotient (Ct/PA-IC90).

o No PK/PD relationships were elucidated based on graphical evaluation of the
data.

¢ No mutations associated with in vitro resistance to GSK 1265744 were selected
in this 10-day monotherapy trial.

* No phenotypic resistance to GSK 1265744 was observed at Day 1 or at Day 11
in any subjects.

» There was no association between genotypic changes in the integrase enzyme
and changes in GSK1265744 IC50.

o There was a statistically significant difference in plasma HIV-1 RNA (log10
copies/mL) from baseline to Day 11 for subjects treated with GSK 1265744
30 mg compared to subjects who received placebo (p<0.001).

o The proportion of subjects with plasma HIV-1 RNA less than 50 copies/mL
was 75% at Day 14 for subjects receiving GSK1265744 30 mg.

Applicant (registration certificate holder) ] ; C_n/k/\‘

(signature) o

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according fo MoH Ulraine Order Ne 1528 of 27.06.2019 }



3BiT npo kniniune BUNpoSysanns - 14
Hocaimxennn ID-ITZ111451

1. Hasea nikapcbkoro 3acofy (2a HassBHOCT - HOMEp peecTpauiitHoro
NOCBITHEHH)

AIIPETIO[I, cycriensis anis in'ekuiii npomonroBatot aii, 200 mr/m

2. 3a9BHMK

BiiB Xenckep FOK Jlimiten

3. BupoGHuk

BupodHuUTEO Hepo3dhacoBaHOro MpoayKTY, HEpBHHHE Ta BTOPHHHE NIAKYBAHHS,
KOHTPOJIL HKOCTi FOTOBOrO MPOIYKTY, BHIYCK cepil

["naxco Onepetitune KOK Jlimiten, o Bese misbaicTs ax Nmakco Befuikom Onepeiine /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyn, Bapuapa Kactn, DL 12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Benuxa Bputania

Crepunisanis (ramma-onpominenns ADI Ta rotosoro NMPOAYKTY)

Crepirenixe Bensria (Onvopyc) CA (Corepa Xesic Kawmnani) / Sterigenics Belgium (Fleurus)
SA (A Sotera Health Company)

3oHiHr [HpacTpiens, Asenio ae n’Ecneparc, Dubopye, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

benbrig

4. lposeaeni nocnipxeHHs:

¥ TaK Hi, KILO Hi, 06rpyHTYHTE

1) Tun nikapesxoro 3acoGy, 3a IKMM NpoBoaUIacs a6o NI2HYETHCH
peecTpauis

likapcekuii 3aci0 2a noBuum aocke (aBTOHOMHE HOCBE), iHINKit nikapebkui 3aci6, HOBA
N1iI0Ya peYoBKHA.,

5. [loBHa Ha3Ba KIiHIYHOTO BUNPOGYBAHHS, KOAOBAHHIL HOMEp KMIiHIYHOro
BUITPOOYBaHHS

[Moasifine cnine, mapanensue, paHaoMizoBate, TTaLe60-KOHTPONbOBAHE, OIHOPA30BE Ta
DaraTopazose JOCHIKEHHS 3 MABUINCHHAM 103U BIEpLIE Ha JIOAAX AT BUBYEHHS OE31eKH,
MepeHOCHMOCTI Ta (hapMakokineTvku npenapary GSK1265744 ¥ 300POBHX J0OPORONLLIE
“OMOBIYO] T2 XKiHOYOY ¢TaTi Ta 06poROILLE, iHdixopanux BIJL, nocnimxenns ITZ111451

6. @aza WIiHiYHOro BUNPOOYBaHHS

Daza 1/2a

7. llepion KNiHIMHOTO BUMPOBYBaHHs

Hactrua A: 3 [13 mororo 2008] - [14 ksitus 2008}
Yactuna B: 3 [25 moToro 2008] — [13 aunus 2008]
actuna C: 3 [23 Bepecus 2008] — [ 18 aucTonana 2008]

8. Kpaiuu, B sxux nposoannocs kiiniuHe BUNPoGyBanus

CLIA

9. Kinbkicts nocimimicysanmx

Yactuua A:
saruiaHoeaHo: 18
DakrHano: 18




acTuHa B:
annaHosado: 30

DaxruyHo: 30

[Uacrnna C:
BanIaHoBaHO: 11
DaxTHyHo: 11

10. MeTa Ta BTOpHHHI Uil KIIHIYHOTO BUIIPODYBaHH:

Ocunosua

*  Jocniguty 6e3nexy, nepeHocHMicTL Ta dapmaxoxiHeTHKky npenapaty GSK 1265744
MicAis OAHOPa3OBOIo Ta HaraTopasoBOro NEpPOPANbHOTO 3aCTOCYBAHHS Y 3A0POBHX
noBpoBONLILIE.

»  [Hocniput eanexy, nepeHOCUMICTb, (apMAKOKIHETHKY, NPOTHBIPYCHY AKTHBHICTS
GSK 1265744 npu 10-penHiii moroTepanii y BUI-indixopanux 1opocnux npyu
HaHBHLLI# NepeHoCHMIil ekcro3MUiT Y 310poBHX oci6.

Bropunni
¢ OuinuTy HAKOMHMYEHHs Ta YacoBy iuBapianTHicT GSK 1265744 Ta ouinyTu
JOCATHEHHA CTALUIOHAPHOro CTAHY IICHs MOBTOPHOIO BBEIEHHS.

¢ JHocnignTtu nponopuiiiHicTs 11031 dhapmakokineTHuHnx napameTpis GSK 1265744
nicis OJHOPA30BOro Ta 6araToPasoBoOro BEEAEHHS.

¢ JlocaiauTu sanexuicTh «KOHNEHTpaLis-edek™ MId PisHUX MapameTpir 6e3nekn,
AKIIO UE JOPEHHO.

¢  OUIRATH PO3BHTOK BipYCHOT PE3UCTEHTHOCTI (reHOTHITIMHOT Ta (heHOTHITIUHOT)
npotaroM 10 AHiB Ta KOPENMIOBATH 3 BiPYCHOK BIAMOBIAMIO, AKILO LE AOUIBLHO.

¢  Ouiunty imyHonoriuHuit epexr GSK 1256744 nopisHaHo 3 maauebo npu
nepopanbHOMy 3acTtocyBaHHl npotarom 10 axis y BIJI-1-indikosanux oci6.

11. Muzaiin kniniuHoro sunpoGysanus

[1e 6yno nonsiiine cnine, pannomizosane, Manebo-KOHTPOMLOBAHE, TOABITHE cnine,
ruIanebo-KOHTPONbOBaHE AOCTiKeHH (Pa3u | 3 ORHOPA30RMM Ta MOBTOPHUM 36UIbUICHHAM
nosu npenapaty GSK1265744 y 3n0posux oci6 Ta KOropTH 3 OZHOPaz0BUM ITOBTOPHHM
BOUbtenHam ao3u y BIJI-1-ingikosanux oci6.




Cy6'exT Ta Bech nepcoHan, 3a BUHATKOM (apMatieBTa afo YOOBHOBaXKeHOT 0cobH, Gyitn
CAINMMH i Yac paHoMisanii cy6'ekTis mpoTsarom ycporo gocnimrxenns. Jas yactue A i B
ociiaHuLbka rpyna GSK ouintopana nani B pesxumi peanbHOro Yacy, NpHHMArYH pillicHHs
npo 30UIbIIEHHs I03H, KoMaHaa 6yiia He3acAiMIeHow, o6 TOYHO NPCaH4Ni3yBaTH AaHi 3
Gesnexu, nepeHocumocti Ta PK micns koxkuoro nepiony xosysanus. JlocmiguKibKa rpyma
GSK He nosinomiisna npo npusHaueH s ikyBaHHs nepcoary abo yuacHukam
noctipkents. Y Yactuni C Ha 11-if ferb NikysaHus cy6'exris 6yio POo3CIinneHum, woebd
cy6'exTH, sIKi OTPHMYBANH Maue6o, MaTH MOXKIMBICTD BiIMOBHTHCS Big OT.

PimenHs wono 3aminy cy6'exTie, axi NepeAYacHo NPUITHHUIM IPUHOM JOCIIKYBAHOTO
npenapary B 6yap-akili Koropti, npuitManues JIOCHAHUKOM Ta MEAMYHUM cnocrepirauemM
GSK B inausigyansHomy nopsiaky. JIusaiid 10CAiKeHH NpeacTaBneHuil y HacTy mHii
rabauili.




GSK1265744 Mnan pocnigxeHua FTIH .
Yactuna A: Optopa3zosa goza Yactuna C: QD x 10-geHna
3popoei cyb'exTi Yactunaa B: QD x 14-nenua MoBTORHA 4033 anA BIJl-
noBTOpHa Ao3a 3a0po.i cyb'ex iHthikoBaHux ocib
Tuxpens!| Koropra |N Axtusuit/| Bozysa- | Koropta N3 llosyBa- | Karopra N Hosyea-
nnauebo |HEA: (Mr) Axtuernil |HuA 2{Mr) AHBHUAS| HHA 2(Mr)
nnauebo nnayebo
1 A 712 50
2 8 712 5
3 A 72 10
4 8 712 125
5
6
o
3
o C 82 5
10
11
12 D 82 10
13
14
15 E 82 25
16
17
18
19
20
21 DK 6/2 304

1. TNinaxysanocs, o nigBLEHHs 4031 BiADYBATUMETECA NPOTAIOM HACTYTIHUX TXHIB; ORHAK KOKHE HACTYNHE
MABUILEHHA 403K POINCUMHANOCA NUIWE Nicna Toro, sk Byno npoatanizoaano nnasmy GSK1265744 PK Ta aani 3 Geaneku
LjoHaMeHWe n'ATi aKTuBHUX CyB'exTiB

2. lmoctpays nperHo3osaHmx [03. 3annaHoBaHi 4o3v Mornu Bymu smiHewi, samikeni abo ckacosati Ha ocHOBE AaHUX
wopno PK 7a Gesnexw, oTpumaninx y nonepegHix koroptax. Eckanalii He nepesuutysany 2-3 pasis, 33 BUHATKOM BANAAKIE
REBUIHEHYBAHUX KOHLSHTPAUR nfcna nepwol fo3u (piewi foau Morm GyTy nponywyesi, skwo C24 < 30 Ar/mn), Ao 100 ur.
Mpw npuitomi 100 mr aBo Buue NigBULLEHHS 1031 HE IEPEBMILYBaN0 2 paiu.

3. Poamip subipi mir GyTy a6inbtuesnin nicna BUBMSHKA AaHIX NepnX § ocib.

4. OmmumizosaHy Tepaniio (OT) npuaHayani npotsrom 14 AHiE, NOYMHaKMK 3 14-ro gna (+ 1 aetb)




Hactuna A: OgHopaszoBa n03a. V wacTHHI A ZOC/IOKEHHs BHBYANH OJTHOPA30BI 3POCTAIOY]
pro3u npenapaty GSK126574444. Tlputnuzuo 18 snoposux cy6'exTis IUTaHYBAIOCA
BATYYHUTH IO Y4aCTi B JOCIIIKSHHI, BAKOPHCTOBYIOUH [I04eproBy naHens 3 2 koropt (9
cy6'exrie y kooxuill Koropti). Y koxwil 3 2 koropr OZIHOPa30BOTO NpuioMy 7 3 9 cy6'exTin
Oyiu panpomizorati Ha akTHBHY mo3y i 23 9 cy6lexTin OyJIM paHAOMi30BaHI Ha nianeGo.
CyG'exru, paHzomizosani B rpyy rurane6o, OTpHMYBANH rIauebo mij wac ycix npuioMis
npenapary.

[IporHososani pasosi spoctatoui 03u GSK 1265744 cTaHoBHAH Bi NOYATKOBOT 034 50 mr
10 MakcHManbHOT 1034 800 mr. Jo3u ninBuiuyBaH HOCTIORHO, 3al€XKHO Bin upogino
Oesneky Ta GpapMakoKiHETHKH onepeaHix 103. 3POCTAHHS 103H BiOyBanoCy 3
MOIHpiKkalliAMH, mo 6azyBanuca Ha GaKTHUHKX Mokasuukax PK ToxuHy Ta JaHMX 3
besnexu, oTpuManux y norepeanix koropTax. Jawi woao Gesnekn, nepeHocumocti Ta PK
LOHaHMEHIIIE TATH Cy0'eKTiB, AKi OTPHMYBATN akTHRHHUH Nipenapat GSK 1265744 ¥
nonepeaHiit koropri, 6ynu onieni 1o apoctanus no3u. Jani, OTPHMAHI Nicns npuiiomy
nepiroi fo3u (50 mr), BUABHIM BHIL, HIXK OUIKYBANOCH, EKCIO3ULIT GSK 1265744, Tomy
RarutaHoBaHi 103K Oyiiu 3MiHeHi, Wof No3BONUTH NpuiiMaTH Menini no3u micas 1034 50 Mr.
Hactynua no3a, axa 6yna ssenena, cranosuna 5 mr, norim 10 mr i 25 Mr.

“"Uacrina B: [losTopua no3a ans 3nopoeux moneii. Kommoneur MOBTOPHOI'O 3POCTaHHs
no3u (vacTira B) Oys iniuiitosanuit Ha ocHOBI oUiHKkK nonepenHeol Ge3nexu,
nepedocumocTi Ta npodino PK npuuaiimui ans votHpeoX pisHis 0JTHOPA3OBHX 103 ¥
wactuii A. [lpubnusno 30 snopoeux cy6'ekTis nuanysanocs 3ATYYHTH 32 JOTIOMOroI0
NOCALA0BHOT MaHeNi 3 3 koropt (110 10 cy6'ekri y koxHilf). Koropru cxnaganucs s 8
AKTMBHMX / 2 mnauebo.

Hacrana C: Ilopropua nosa ans BUI-1-ingikoranux namicnris. Koropra BIJI-1
indikosanux (vactuna C) Gyna iHinifioBana Ha OCHOBI OLiHKH NonepesHbol OesneKy,
fnepenocumocti Ta npodimo PK ans seix pisnis ogHopasosux 103 Y HacTHHI A Ta Beix pieHiB
MOBTOPHHUX 7103 ¥ yacTunt B. Thauysanocs sanyunt 1o 12 BLI-1 indikosanux oci6, mo6
OTpUMaTH NpubIH3HO 8 OUIHIOBAHUX CY6'eKTiB (6 AKTHBHMX / 2 nauebo) B oxHii koropri.
3anexHO Bin yMOB Ha Micli MPOBEIEHHs NOCIIKE H S, YacTHHa C MOrIa OYTH nposedeHa B
crauioHapi abo amGynaTopHo.

[Tics sapepiuenns npuitomy npenapary GSK 1265744 nauientam, siki OTPHMYBAIH
ontumizoBaHy Tepanito (OT), npusHayanu 3 akTUBHI AHTHPETPOBIPYCHI NMPenaparH, 1o
MPONAOTECSA HA PUHKY, NPOTATOM UWoHakiMeHIle 14 auis. Ha 11-i neHw nikyBanus ue Gymno
crtinuM, o6 YYACHHKH, SKi OTPHMYBANHU 1aLe60, Majld MOMCTHBICTD BinmoeuTHCA Bin OT,




12. OcHOBHi KpHTEpIT BKITIOUEHHS

Yacmunu A i B: 3n0poBi 0coGu 4onoBiwof Ta sxKiHOUOT cTaTi BikoM B 18 20 55 poKiB, 3
Macoro Tina 250 kr (110 ¢ynris) mra yonopikie Ta >45 kr (99 tbyHTIB) AN KIHOK Ta
ingexcom MacH Tina ( BMI) B mexax 18,5-31 ,0 Kr/M2 (BKITIOUHO).

Yacmuna C: Tinbku BIJI—lH(InKOBaHa xoropra: Kinsxicts CD4+ knitun > 200 knitan/mMm3
ra PHK BUJI-1 y nnasmi kpoei > 5000 komiit/mn, BincyTHicTs noToumoi aHTHPETPOBIPYCHOT
Teparnii Ta BiIACYTHICTE aHTHPETPOBIpYCHOT Tepaml nporarom 12 TwiHiB, IO Nepenysany
MpUHOMY NEpILOT MO3H, A TAKOS ANEKBATHI BAPIAHTH JikyBaHHs A1 106YROBH
BHCOKOAKTHBHOI aHTHPETPOBipycHoT Tepanil ( HAART), o exmouac uioHaitmeniue 3
AKTHBHI AaHTMPETPOBIPYCHI NIPENapaTH [1s MOAANBLIONO NiKyBaHHS, Ha MIICTAR] OLIHKK Ta
Brofv JOCAiHMKA Ta MEAHYHOrO MoHiTopa GSK.

13. MlocniwkyBanuii Tikapeskuii 3aci6, cnoci6 3aCTOCYBaHHA, cuna Jit Nikapcbkuii Hozaldopmalcnacio YacrotalTpuBanicte Homep cepit
3aci6 3acTocyBaKHA
(GSK1265744 9, 10, 25, 50 mrf cycnewsis/ OgHopascsa fo3a 071146685
nepopaneHo ToeTopHi goaw, QD, npoTarom
5, 10, 25 mr/ cycnenais/ 14 pHis
NEepoPanesHo
(GSK1265744 6 x 5 Mr/ Tabnetka / nepopantHo MosTopi Aoaw, QD, npoTarom 081161578
10 aniB
14. I'lpenapar nopisusauus, 1033, cnoci6 3aCTOCYBaHHA, CHNIA Oil Nikapcoruit Jeozaldopmalenocit Yacrora/Tpusanicts Homep cepil
3aci6 3aCTOCYBaHHA
Mnayebo 5, 10, 25, 50 mr/ cycnensis/ Optiopazoea f03a 071147501
nepopansHo NosTopHi goau, QD, npotarom
5, 10, 25 mr/cycnenais/ nepopaneHo | 14 gHis
finayebo 6 x 5 mr/ TabneTka / nepopanbHo MoeTophi foaw, QD, npoTtsarom 081169258
10 anie

15. CymyTHsa repanis

moniTopoM GSK.

Llo3Boneni npenapati: AuetaminogeH y nosax <2 rpamua Ha 100y, Oyp no3eoAeHuil. [nui
CYMYTHI TpeNapaTi MOXYTh PO3MANATHCA B IHAMBILYANbLHOMY nopAnKy MeauyHHM

16. Kpurepii ouinku edexrusHocTi

IlepBuHHi:

¢ ®apmakokineTHuHi napamerpun GSK 1265744 nicnas NPHIAOMY OIHOPAzZOBOT NO3H:
MUIOLIA MiJ KPMBOKO KOHUEHTpaLii B rtasmi (AUC(0-w0), AUC(0- -t)), MAKCHMaJllbHA
KOHIEHTpaUis, Wo crocrepiracthes (Cmax), uac 20 MaKCHMAanbHOT KOHLEHTpauii,
1O crocTepiraeTbed (tmax), KOHL{CHTpaLllH o Cl'lOCTGpll"aGTbCﬂ Yepes 24 rogunu
nicas npuiomy nozu (C24), kinuesuit nepion HanisBHBeaeHHs (t1/2) ta nicna
nosTopHoro npuiomy: AUC(0-1), koHueHTpauis B KiHLi iHTepRany Ko3yBaHHS (C1),




Cmax, miniMansHa crocTepexyBaHa KOHIEHTpaLis (Cmin), tmax, t1/2 ya 14-it aeHs
(3noposi cy6'extn) abo 10-it nens (BLI-indikorani cy6'exts) Ta y BUI-indikosauux
cyb'ekTiB.

 3miHa pigua puGoHykneiHosol kucnoru (PHK) BUI-1 y nnasmi KpoBi Ha | 1-if neHb
NOPIBHAHO 3 IOYATKOBMM PiBHEM.

[BropstHHi:

*  AUC(0-v) GSK1265744 ua 14-ii neHs nopisnsHo 3 AUC(0-24) Ha 1-i neHb aas
OUIHKH koeditienTa HakomueHHs (R) Ta AUC(0-1) GSK 1265744 na 14-i neus

nopisuaHo 3 AUC(0-00) Ha 1-# aetb Ans ouiHKK 4acoBoi iHBapiaHTHOCTI nic/s
noBTopHOro BeeaeHHs GSK 1265744,

¢ Kouuentpanii pankosoi nozu (Ct) Ha 2-13-if geHb 11s OMiHKM JOCSCHEHHS
cTauioHapuoro crany GSK 1265744 nicns NOBTOPHOrO BBENEHHS Y 3HOPOBHX
cyG'exris, mapametpu PK GSK1265744: AUC(0-c0), AUC(0-1}, Cmax ta C24
(kKOHUEHTPaLlA Yepe3 24 rouHu nicis npuiioMy A03u) micns OJHOPAa30BOro
npuiomy ta AUC(0-1), Ct, Cmin Ta Cmax nicns noTopHoro npuiiomy Pi3HKX 103
M1 OLLIHKH MPONOPUIiHHOCTI 03K,

* 3wmida PHK BUI-1 y nnasmi xposi Big BuxinHoro pigus y koropti BIJL, 3mina PHK
BUI-1 y nnasmi kposi 8in BuxiaHoro pisxa no nanupy (Makcumansha 3MiHa) ¥
xoropTi BUI, msuakicts 3tuwkenns (Haxuin) PHK BUJI-1 Y nnasMi KpoBi NpoTArom
I'l anie y koropti BIJI, a Takox ouiska po3BHTKY reHOTHNIOBOT PE3HCTEHTHOCTI
Bipycy, 3a HeobXimHocTi, y koropri BIJL

17. Kpurepii ouiHku Gesnexku

[lepBUHHHMY KiHUEBHMH TOYKAMK Ge3neKH LBOTO AOCH IKEHHS Oynu napameTpu Gesnexu
npenapaty GSK 1265744, nobiuni peaxuii (ITP), aGCoMOTHI 3HAYEHHS Ta 3MIHHU 3 44COM
MOKA3HMKIB reMaToIoTil, KHHIYHOT XiMIT, CeYOBUMYCKaHHS, JKUTTERO BANTMBHUX MOKAZHHKIB
(apTepianbHoro THcky (BT) Ta 4acToTH CepLEBHX CKOPOYEHE), iHTepeanis
enexrpokapaiorpamu (EKI), purmy EKI Ta Tenemerpii.

18. CratucTHYHI MeTOaH

2 Cy6'eKTIB y KOXKHIM rpyMi AKTUBHOTO NiKYBaHHS BYNH BU3HAYEH] HACTVIIH]
Y y Py TY

(papMakoKiHETHYHI NAPAMETPH Ha OCHOBI JaHMX Mo KOHUEHTpalUilo-yac y niasmMi kposi aia
GSK1265744.

YacTuhalgenb PospaxosaHo napametpu nnasmu GSK1265744 PK
Mactuha A AUC(0-), AUC(0-t), Cmax, tmax, Ct, €24, t1/2, tlag Ta CLIF
Hactura BifleHs 1 AUC(0-1), AUC{0-24), Cmax, tmax, C24, t1/2, tlag, Ta CLIF




“actvHa Cioexs 1

Hactvra BifleHb 14 IAUC(0-1), Cr, Cmax, Cmin, tmax, tmag, t1/2, Ta CL/F
Hactuha Cinens 10

IIponopuiitnicts gozn: Yactuna A ta Yactuua B: J{ozoma nporopuiiinicTs napametpis PK
GSK1265744 oniniopanacs nicns BBEAEHHS OAHOPA30BOT 103U (AUC(0-t), AUC(0-00),
AUC(0-24), Cmax i C24) i nosropHoro seeacuna (AUC(0-t) Cmax, Cri Cmin) 3
BHKOPUCTAHHAM MOZeNi NOTyxHOCTi. Moaens noTysxHocti 6y:1a nifiraana 3a MeTomoM
oOMme:keHOT MakcHMansHoT npasaonoaibHocti (REML) 3a aonomoroto SAS Proc Mixed.
st HacTuiu A nocniixeHHs Ak nepexonaeHHs, TaK | HaxHJl CHOYATKY OYNH NiAirgaxi ak
BUNaakosi epekru. Jins Yactuuu B gocnipxeHns posrnsaanacs uie Moieb NOTYXHOCTI 3
(pikcosanumu edexramu. Cepentiit Haxut 6yn0 OLIHEHO 33 ZOTIOMOrOIO CTENEHEBOT MOJEN]
T PO3PaxoBaHo BiANOBiAnMiT 90% nosipunit inTepeal. Buyrpimborpynosi CV%,
pO3paxosaHi 3a AOMOMOIOK MOLEI], IPSACTABNCH B TaGUL.

Anauiz koepinienTa nakonuuennn: Yacruna B i C: Bapiauiituii ananis (ANOVA) 3
BUManKOBUM epexToM 1ns cy6'exTa T2 hikcoBanuM edexToM Ansg OHS NIPOBOAKIIH 32 103010
Ha 0CcHOBI forapumiuHo TpaHcdopmorarot AUC. [leds v Moaeni posrnagaecs AK 3MiHHA
knacy. KoediuieHT Hakonuuenns GSK 1265744 oniHioBany MUISXOM PO3paxyHKy
BIAHOIIEHHS CEPEHIX rEOMETPHUHMX 3HAYEHb HANMEHILIUX keaaparie (GLS) napamerpis PK
Ha 14-# nexb yacTuru B a6o ua 10-# nenb yacTunu C 10 napameTpis Ha |-it aeHb Ta
BianosinHoro 90% Cl ans xoxHoT Z03HM.

InsapianThicTs wacy: Yactuua B i C: Bapiauiiinnii ananis ANOVA 3 YMOBaMH AJTq
cyb'ekra ax BUaAKoBOro edyexTy Ta THS AK GikcOBAHOTO eeKTy DIPOBOJMIIY 33 03010 HA
norapumiuto tpancpopmosaty AUC. JleHs y Moneni po3risgases Ak 3MiHHa Kiacy.
Hacosy BapianThicTs GSK 1265744 ouiHioBany wnaxoM po3paxyHKy BigHOMIEHHA
cepennboro sHavenns GLS AUC(0-t) na 14-it neus vactunu B a6o na 10-# neus yactiuu C
N0 AUC(0-c0) Ha 1-ii aeHb Ta BimmosiaHoro 90% CI nns koxHOT 03M. AUC(0-0) Ha 1-#
JIEHL pOo3nIAfanacs sAx pejepenTHa ¢asa B ananizi, a AUC(0-1) Ha 14-it a6o 10-i mens - sik
TecToBa ¢aza.

Ouinka criitoro crany: Yactuua B i C: 3waucuus Ct nnasmu GSK 1265744 nepen
103010, OTpUMaHi Ha 10-14-if neun yacTuuu B a6o Ha 7-11-it aeHp yacTHHH C JOCHimKe s,
Oy nobynopaui B 3anexHOCTI Big nikyBaHHs (1031) MO THSX. Bapiauiiinuii ananis
ANOVA 3 ymoBamu 14 cyG'exra six BUNafkosoro edekTy i aHs K thikcoraHoro edexry

[IPOBONMITH 33 0300 Ha Jlor-Tpatcgopmosatomy Ct. JleHs pozrisaases sk Ge3nepepsta




sMiHHa B Mofienti. JocarHenus piBHoBaxkHoro craHy GSK1265744 y nnasmi kpogi
OLIHIOBAITH [IUISXOM Bi3yallbHOro orasiy rpadikis i pospaxyHKy TOUKOBOT OILHKH Ta 90% CI
HaxXuiry NiniiHOY perpecii 3 10-ro no 14-i1 geus yactunu B a6o 3 7-ro no 11-# aeHs 4acTHHH
C Bin monepearsot 4o3u Ct MOPIBHAHO 3 KOXHHM JHEM Y KOXKHii rpyti gos. Jis Toro, mo6
CTBEP/UKYBATH, 110 CTALIOHAPHHI CTaH TOCATHYTO, OLIHKa HAXHITY KOHIEHTpALii nepen
103010 Oyna 6im3bkoto 10 Hyns, a 90% CI wid ouiHKY HAXKITY BKTIOYAB HYJIb.

dapmakoreneTHunHii, Bipycnuii reHoTHIyBaHHS Ta GenoTunosmii anamiz. Bipycri
FeHOTHIIMHI/QeHOTHIINHI naHi 6y nepepaxoBaHi Ta HajaHi OMUCOBI pe3roMe.,

Ananizu epextunnocti. IlepsunHum ananizom edexrustocti 6yna amina PHK BUI-1 y
N/1a3Mi KPOBI Bifl TOYATKOBOTO PiBHA 10 1 1-ro AHs nikyBaHHs, 9Ky MiICYMOBYBAIM 32
pesyJsraramu nikysannsa. 3mina pisua PHK BUJI-1 y nnazmi kposi Bin mouatkosoro pisHs
1o [ 1-ro AHA NOPIBHIOBANACK MK AKTHBHWM JIKYBaHHAM i nianebo 3a JOTOMOTo
koBapiauiiiHoro ananisy (ANCOVA), npu upoMy JiKYBaHHA PO3LALAANOCA AK (iKCOBAHMII
edekr, a novatkosuii pisers PHK BIJI-1 y nnasmi kposi - sk kosapiarlifisa sMinna.
Haeeneno simnopinni Touxosi ouitky Ta ABOcTOpoHHI 95% CI pisHHUE | p-3HAUEHHS.

BropunHuii ananis edexrusHocTi nonsras y 3mini PHK BUI-1 y mnasmi kpoei nopisHaHo 3
BUXIZHMM PIBHEM, AKHII PO3PAXOBYBANH [T KOXKHOTO MALIEHTA [11)] 44C KOXKHOTO
noCcTOA30BOI0 BI3UTY, AKLIO AaHi He Oynu nponyiweni. 3mina PHK BIJI-1 y nnasmi kposi Big,
BHXIIHOIO PiBHA 10 HAMMPY (MaKCUMATBHOT 3MiHU) Ha doui nikyaHHs (Mix [-14-M qHeM)
PO3PaxOBYBaNacsa JJig KOXHOTO CY0'eKTa Ta MACYMOBYBANACS 3a PE3YILTATAMY NIKYBAHHS.
3Mina pisusa PHK Bli-1 y mia3mi kposi Big n04aTKoBOro pigHs /10 HaJHPY HA [IOYATKY
1iKyBaHHA NOPIRHIOBANACT MDK aKTHBHUM JIIKYBAHHAM i m1ante6o 3a 10MoMorow
BapiatkeHOro aHanisy ANCOVA, npu uboMy NiKyBaHHA posrisiaanocs Ak dikcosanui
ebext, a noyatkoswii pisers PHK BIJI-| y nnasmi kposi - sk kopapiaTMBHA 3MiHHA.
Haseneno sianosinni Toukosi Ta 2-croponsi 95% CI ouiHku BinMiHHOCTE#H T4 p-3HAYEHHS 32
(-TECTOM.

Smina PHK BIJI-1 y ruiasMi kpoBi MOPIBHSHO 3 MOYATKOBMM piBHeM Mk 1-M Ta 1 1-M qHaMu
ilikyBanHs Gyna BNMcana B AiHiiHY MOENb 3i aMiluaHuMK edexTaMu, Ie NOYATKOBHIL PiBEHE
PHX BUI-1 y nnazmi kposi Ta AeHn OyJH BriMcani Sk hikcopaHi eeKTH, a Cy6'eKT - K
BHTAAKOBHH edexT. [ KOKHOro METOMY JIiKyBaHHS 0Y/I0 pO3PAXOBAHO CePENHIO
IMBUAKICTE 3HIDKEHHA (TOOTO HaXW JIiHs) 3 Bigmosiguum 90% CI.




3a NIKYBaHHAM Ta Bi3SHTAMH.

MiACYMOBaHI 32 JTIKYBAHHAM | BI3UTOM pasoM 3i SMiHaMH Bill BUX{ZHOTO piBHA.

Hactka nauientis 3 PHK BIJI-1 y rnasmi xposi <50 komidt/MIT T4 yacTka mauieHTis 31 3MiHo0
PHK BlJI-1 y mnasmi xposi Bix mouatkosoro pisna >1,7 logl0 xomiii/mn Gynu ninmcyMmosai

Mani npo niarpyns aiMGpouuTis (3aransHa kiabkicts MiMdoluTie, BicoTok, Kinbkicts CD4+
wiit | CD8+ wtitn) Gyin nepepaxopani 3a siikyBanHM, CY6'KTOM i BI3UTOM, 2 TaKOK

19. llemorpadiuHi nokasHHKM JOCIIIHKYBAHOT TOMYAALIT (CTaTh, Bik, paca
TOLIO)

Pearome gemorpadhiunx xapakrepucTuk ans Yactunm A gna 72111451

LemorpacpiyHi naHi 8D Smr | SD 10mr | SD 25mr | SD 50mr | Mnayebo | 3aranom
(N=7) (N=T) (N=T) (N=7) {N=4) (N=18)
Bik (poxis), MepiaHa {MiH, makc) 26,0(19,40; 42,0(18; [ 25,0 (19, | 420 26.0 28,0
) 54) 40) (18,54) | (22,29) | (18,54)
Crarh, n (%)
HiHoua 0 2(29%) 0 2(29%) 0 2(11%)
Yonosiku: 7(100%) | 5(71%) |7 (100%) | 5(71%) | 4 (100%) | 16 (89%)
BMI (kr/m2), mepiana ( MiH, Maxc) 23,60 23,09 23,60 2309 |2520(22,8;] 2361
(21,3, | (218, {21,3, (21,6, 279) (213,28
28.7) 28,2 28,7) 28,2) 7)
3picT (cm) Mepiana (MiH, Makc) 179,00 | 174,00 | 17900 | 174,00 179.00 177,50
(176,0, | (184,0, | (176,0, | (164,0, (176.0, | (164,0;
192,00 | 17900 [ 19200 | 179,0) 183.0) 1920)
Bara (kr), MeniaHa (MiH. makc) 7830 89,90 78,30 6990 182,75 (70,7;[7675 (645,
(67,9, (64,5; (67.9, (64,5, 88,7) 101,2)
101,2) 81,4) 1012) §1.4)
ETHIYHA NpuHanexdicTs, n (%)
lenaHebkoro Yu 0 0 ] 0 0 0
NATMHOAMEPUKEHCLKATO MOXOMKEHH:
He icnanceKoro ui 7{100%) | 7 (100%) | 7 (100%) | 7 (100%) | 4 (100%) |18 (100%)
NaTMHOAMEPUKEHCHKOTO NOXOMKEHHST:
Paca, n (%)
Adpo- 1(14%) 0 1{14%) 0 1(25%) | 2(11%)
aMEPUKAHCEKOro/apHUKaHCLKOM
NOXQMKEHHA
Azlatceke- [NisaeHHo-CxigHe Asiiicbke 0 1 {14%) 0 1(14%) 0 1(6%)
TOXOKEHHA
Binowkipi - 6(86%) | 6(86%) | 6(86%) | 6(86%) | 3(75%) |15 (83%)
binolwkipi/Seponeiicbrkoro




| noxomkenHs

SD Smr=5mr cycrienzis QD X 1 gevs

SD 10mr=10mr cycnieHais QD X 1 gtk
SD 25mr=25mr cycrienain QD X 1 geHs
S0 50mr=50mr Cycrienaia QD X 1 neHb

Pe3stome fiemorpachivHuX xapakTepucTHK AnA YacTvtu B (3noposi cy6'ekt) ans IT2111451

TemorpadivHi gaHi GSK1265744|GSK1265744|GSK1265744] Mnauebo | 3aranom
RD Swmr 10mr 25mr (N=6) [YacTmHa B
{N=8) {N=8) {N=8) (N=30)
Bik (pokiB). MegiaHa (min, 280 255 25,0 280 255
MaKc) (21,48) (19,46) (21,38) (19,43) {19,48)
Cratk, n (%)
XKiHoua: 1{13%) 0 0 0 1(3%)
Yonosiva: 7(88%) 8(100%) 8(100%) 6(100%) | 29(97%)
BMI (kr/m2), meaiana { Min, 23,65 23,32 23,83 24,10 23,97
Makc) (19.9,29.1) | (20,5,28,3) | (21,5,269) | (228286 | (19,9, 29.1)
3picT (cm) Mepiana (miK, make)] 177,50 182,50 175,50 178,00 177,50
(166,0, 182 0)|(166,0; 1890)|  [171,0.  [(170,0; 1830)] (166,0,
1920) 1920)
Bara (kr), megiaHa (MiH. mMakc) 75,85 71,65 75,45 77,35 75,50
(63,5,93,3) | (61,0,97.8) | (85,9,986) | (71,7,91,6) | (61,0, 98,6)
ETHi4YHa npuHanexHicTk, n
(%)
IcnaHcbkoro yuu 1(13%) 0 0 1{17%) 2(7%)
NaTUHOAMEPUKEHCHKOTO
MOXO/KEHHS:
He icnaxcbkoro uu 7(88%) 8(100%) 8(100%) 5(83%) 28(93%)
NaTWHOAMEPHKEHCHKOTO
MOXOAKEHHST;
Paca, n (%)
Adpo- 0 2(25%) 3(38%) 0 5(17%)
amepUKaHCbKoro/athpUKaHChbK
Or0 MOXOAKEHHs
BinotwkipifeBponeitckoro 7(88%) 6(75%) 5(63%) 6(100%) | 24(80%)
OXQXEHHA




| 3miwana paca |

1(13%) | 0

0 [ 13%)

RD Smr=5mr cycneraia QD X 14 geus
RD 10mr=10mr cycnenais QD X 14 pens
RD 25mr=25mr Cycnensis QD X14 fexb

Pestome femorpadiunnx xapakrepucTuk Anst yactuu C (BlM-indikosaHi cy6'extn) ana

ITZ111451
Nemorpachivni gani GSK1265744 3aranom
30 mr MMnauebo YacTtuHa C
{n=8) (N=3) {N=11)
Bik (poxis), megiana (MiH, maKc) 41,5 48,0 42,0
(27, 51) (30:49) (27, 51)
Cratb, n (%)
AiHku: 0 0 0
Yonosiku: 8 (100%) 3(100%) 11 (100%)
BMI (kr/m2), mepiana { Min, Makc) 25,83 28,43 26,36
(23,7, 29.4) (26,4, 30,7) (23,7, 30,7)
3picT (cm) MeaiaHa (MiH, Makc) 176,00 180,00 177,00
(161,0, 185,0) (173,0, 185,0) (161,0, 185,0)
Bara (kr), megiaHa (MiH. maxc) 80,15 97,30 82,30
(75,0; 92,1) (78,9, 99.5) (75,0, 99,5)
WETHi‘iHa npuHanexHicTs, n (%)
[cnaHcLKoro Yu 3 (38%) 0 3(27%)
NaTMHOAMEPVKAHCEKOTO NOXOMKEHHS
He icnaHOMOBHi Yy NaTuHoaMepVKaHL 5 (63%) 3(100%) 8 (73%)
Paca, n (%)
Adipo- 0 0 0
aMepUKaHCbKOro/athprkaHcsLKoro
NOXOKEHHS
BinowkipifeBponeiicbKoro NoXomKeH s 8 (100%) 3(100%) 11 (100%)
3wilwaHa paca 0 0 0

O



20. PesynbraTy edextusHocTi

Dapmaxokivernxa: Ilapamerpu rwiasmoroi koHnentpari GSK 1265744 nicis
OIHOPaZ0BOI0 T2 araToOPasoBOro BREACHHS HAaBEACHI B TaGTMIAX HIDKIeE. ITepion

HaniBpo3namy I YaCTHHU A He OLIHIOBAITH,

Pe3tome okpemux hapmaKokiHeTUHUX napaMeTpie nnasmu GSK1265744 nicns BBEAEHHA OJHOPA30BOT
403y (4acTHa A. PozynH)l
MikyBankn AUC(0-1) Cmax C24{mkrimn) tmax? CH3 (mkr/mn)
(MKr. ron/smn) {Mirfmun) {ron)
5wmr 26,6 1,15 042 0,50 0,16
(n=7) (234, 301] [0,99, 1,33] [0.37, 0.48] {0.50-1.00) [0,13, 0,18)
(14) (16) (13) (18)
10 mr 51,7 215 0,83 1,00 0,32
{n=7) (42,4, 63,0] [1,84,2,51] [0,68, 1,02] (0.50-1.50) (0,23, 0,45]
(22) {17) {22) {38)
25mr 17 438 1,93 1,50 0,74
(n=7) 104 132] [3,54, 5,41] (1,67, 2,23] {0,50-3,00) [0,61, 0,90]
(13) (23) (16) (21)
50 mr 23 8,57 3,82 1,50 1,48
{n=7) [170 313 [6,89, 10,7] (2,81, 5,18 (0,50-3,00) [0,94, 2,35]
(34) (24) (34) {53}
. CepeaHe reoMeTpuuHe
2. [95%CI] (CVb%)
3. MegniaHa (gianaso)
4. Knact cTases yepes 72 rofiuuu nicrns 1031 ans xBopux cy0'eKTiB Npu BCix Ao3ax

Pestome Bubpanux hapmakoiHeTHyHUX napaMeTpiB nnasmu GSK1265744 Ha 14-i AeHb nicnA
BBEACHHA NOBTOPHOI 403K 3a0poBUM cy6'ekTam (YacTuHa B. Posumn)i

NikysanHa | AUC(0-24) Cmax Cr{mrr/mn) Cmin tmax? KoedivieHt
(Mkr, rog/mn) {Mrrfmn) {Mkr/Mn) {ron) HAKONUYEHHA
(AUC) 3
5mr 32,5 2,08 0,99 0,63 2,38




(n=8) [286,37,0) | [1,78,242] | (0.90,1.25} | {0,83,1,18] | (0,25-1,50) [221,257]
(16) (19) (20) (21) (9)
10 mr 692 4,29 2,39 2,04 0,88 252
(n=8) [69,6,80,3] | [3,80,4,84) | [1,98.288] | [1,71,245] | (0.50-1.50) [228,2 78]
(18) (15) (23) (22) {12)
25 mr 160 947 540 5,22 125 2,51
(n=8) [136.188) | [8,12,11,1] | [4,51,6/47] | [4,36.6,24] | (0.50-4 00) [2.17,2 92]
(20) (19) (22) (22) (18)
1. CepegHe recmetpuyHe
2. [95%CIJ(CVb%)
3. Mepiana (pianazon}
4. Koeditfenr nakonuients = 14-4 gens AUC(0-24)1-74 nenb AUC(0-24)
Peatome okpemux dapmakokiveTuuHnx napameTpis nnazmu GSK1265744 nicns ogHopasoBoro Ta
Haratopasoeoro BenieHHs Blll-iHdikoraHum nauieHTam (vactuha C. Qopma BURycKy Tabnerok)1
Nikysanna | AUGC(0-24) Cmax C24 tmax! Cmin t1/2 HakonuyeHHs
HOeHb  |{mkr. rog/Mn){ (mKr/mn) {mxrimn) (ron) | {mxrimn) {rog) Koed?®
Denb 1 41,5 2,84 1,25 1,50 — — —
(n=8) [31,2,55,0) | [2,18,3,70] | [0.91,172] | {1,00-
(35) {(32) {39) 3,00)
Jens 10 104 6,37 3,28 2,50 2,85 35 2,51
(n=8) [82,9,131] | [6.26,7,72] | (2,46,4,38] | (1,00- | [215.3.78) | [26,3,37,7] | [2.21.2.86]
(28) {(23) {36) 4,00) (35) (22) {15)

1. cepeaHe reoMetpudte sHaqexHa [95%CI){CVbY%)

2. Mepjana (niana3oH)

3. Koetbiuient nakonuuernn = 10-# aexs AUC(0-24)/1-k gers AUC(0-24)
P

eztome nponopuiHocTi Aoz GSK1265744 y ctauioHapHoMy cTaHi hapamerpie PK nicna ogHopazosoro
13 faratopa3oBoro BBEREHHs (HacTUHK A Ta B. Po3umH)
Mnaama GSK1265744 PK Haxun
Mapametp [80% Cl]
SD, Yactuma Al eHb 1 ans yactunu B! | Nens 14 gnA yactvinu B2
0,926 0,954 0,986
AUC(0-) abo AUC(0-) [0.885,0. 968 [0.898,1. 010] 10.892.1, 080]
Crmax 0,847 0,864 0,938
[0.801,0. 894] [0,795. 0,932] [0.847,1. 030]
0,944 0,989 1.006
C24 abo Cr [0.901,0. 988] [0,932, 1,046] [0,892, 1,120]
Cmin HA. HL 1,033




[0.923,1. 143]

1. AUC(0-ty TaC24
2. AUC{0-tau) Ta Clau

Excrnosuuis GSK1265744 PK 36insurysanacs MeHLI Hix NponopuiiHo Do O34 Micis
NpEAOMY OIHOpa3oBoi A03H (8id 5 no 50 Mr) y yactuni A Ta 36inbLUyBanaca nponopuiiso
10 JI03H MMiC/A TIpUioMy NMOBTOPHOT 103K (BiA 5 10 25 Mr) y yacTuni B,

Konuenrpauii GSK 1265744 y nnasmi focaranu crauioHapHoro crany vepes 12 gHip
n0BTOpHOrO BBeAeHHA. KoediuieHT HakonwueHHa Ha octosi AUC(0-t) konupases Bia 2,38
o 2,52 3anexHo Bif pisua nosu. Ilpumyckatoun, mo PK e sMinoeTses B yaci, edexruauii
nepion HamiBRUBEACHHS OuiHIOeThed B 30,5-33 roauuy.

Pestome ouinkm Kymynauii GSK1265744 nicns noBTOPHOro BBEfIEHHA [03M Y 3A0POBUX
cyb'ektib (4acTuna B. Po3unn) Ta BIl-indikoBaHux cy6'ekTis (dactuHa C. Cknap TabneTok)
Mnasma CepenHe cniesigHowWeHHs GLS
GSK1265744 PK [90% CI]
MapameTp YactuHa B YactuHa C
5mr 10 mr 25 Mr 30 mr
2,38 2,52 2,52 251
AUC24) | 194, 253 232,273 2.23,2.83] 227, 27§]
Cimax 1,78 1,86 2,00 2,24
(1,64 1,92] [1,71, 2,04 [1,78, 2,25] {189, 2,53
Cr 2,58 284 2,67 2,62
(2,35, 2,83] [258,3. 13] (2,33, 3,07] [2,35, 2,93]

[licns 14-nenHoro BeesenHs noBTOpHUX 503 GSK 1265744 3n0posum n06poBosbLAM
cepeziHi koedillienTy HakomuueHus g AUC(0-t), Cmax i Ct cranopuiu 2,38-2,52, 1,78-
2,001 2,41-2,63, BiINoBinHO, 3aeXKHO Bif piBHA 2o3u. KoediuieHTu HakonmuueHHs
GSK1265744 nicna srenenns tabneroratoi gpopmn GSK 1265744 nporarom 10 auis BUI-
iH¢ikoBaHuM cy6'exTam Oymu nORIGHUMHU A0 THX, WO BYNAM BU3HAYEH] ricns [4-AeHHOro
MOBTOPHOI'O BBENEHHA PO34HHY 3/0poBUM cyb'ektam. Ockinsxy AUC(0-00) Ha 1-ii geHb He
MoskHa 6yn0 oUiHKTH Hi B yacTHHI B, Hi 8 uacTuri C, 4acoBy iHRapiaHTHICTE He OL{HIOBANH.
OnHax, ko npuycTuTy, wo PK #eaMinHa B vaci, koediuient nakomuenns ans AUC(0-
24) noBunen nopismosaty 1/(1-e™), xe k - KOHCTaHTa WBKAKOCTI eNiMiNALl, a - inTepBan
MDx 103yBaHHAMH. JIns koeditlieTis HakonH4enns 2,38-2,52 Ta iHTepany no3yeaHHs 24
FOAMHH KOHCTAHTA MBHAKOCTI eniMinauii cranoBuTs 0,0211-0,0227 roa-1, a BiinosigHuii




edexTurHui Nepion HaniBBUBegerHd - 30,5-33 roguHu.

Crauionapuwii cran GSK 1265744 nocsirasca Ha 12-# nens ana eix mo3 y yacruni B.
Crauionaphmii cran GSK1265744 nocarascs Ha 7-if ieHb Tic/is TOBTOPHOTO BBEAEHHs 30 Mr
(6x 5 mr) y BlJI-indikoBauux cy6'exrie y wactuni C.

Bipycue renotanysanus 1a penorumysauns: Licrs 3 11 cy6'ekTiB Mau reHoTHn i
dbenoTun, focTynHi gk Ha 1-i, Tak i Ha 11-if gedn. Xowa BiAMIHHOCTI Mk reHoTHRaMu 1-ro
ra 11-ro iHs cnocTepiranues y 4oTHpBOX 3 WECTH cy0'eKTiB, Bapiallis deHoTHny Gyna
Hanpouya Manow. Bigcyrhicts cyTTesoro 36inbmenns GSK 1265744 a6o panterpasipy
[C50 y nepion 3 |-ro mo 1 1-# fenb CBiAMUTS NP0 HAABHICTL MyTaUiil. Y %0JHOMY BHMAAKY
He DyJIO BHSBIEHO MyTaUiT, MOB'43aH0T 3 KIIHIYHOIO PE3UCTEHTHICTIO A0 panTerpasipy a6o
eNIBITErpasipy, y nauientis, sxi orpumysani GSK1265744. Kpim Toro, xomHa 3 MyTauiii,
IO BHHHMKIIH B PE3yJibTaTi JiKyBaHHA, He OyNa oB'13aHa 3 pe3MCTEHTHICTIO in Vitro 40
GSK1265744. 1C50 panrerpasipy 6yna npubausHo B 10 pasie suwoto, Hix IC50
GSK1265744.

Edexrusuicrs: Bipyconoris ra imynosoria: Crnocrepiransacs cTaTHCTHUHO 3HAuYINA
pisnuug y pisui PHK BUJI-1 y nnasmi kposi (log10 xoniii/mMn) Bin Buxiadoro pieus no 11-ro
nHs Y nauienTis, axi oTpuMyBanu GSK1265744 30 mr, nopieHaHO 3 namieHTaMu, sSKi
oTpuMyBain mnauebo (p<0,001). Cepenwe sHmkenus PHK BIJI-{ y nnasmi kposi iz
104aTKOBOTO PisHa A0 | 1-ro mus y rpyni GSK1265744 30 mr cranosuno 2,548 logl0
Kkomnii/mn nopisnsto 3 0,273 log10 xoniii/mn y rpymi nnaueGo.

3BepeHa indopmatis npo 3minn PHK BIMT-1 y nnaami kpoBi nopiBHsHO 3 NoYaTkoBMM piBHeM gns
vacTuim C ITZ111451
JlikyBanss nopieHAHO 3 nnaue6ol
. CepegHe CepepnHe
Mapauetp TlikyBaHHs 3HaYEHHA Megiata cniBBigHo- PisHuun p-
(SD) (gianasoH) WeHHa LS (95% Cl)  |suayeHHn

3mina PHK BIN-1 y| GSK1265744 -9.344 -2,548 -2,549 -2 865 <0.01
nnasmi kposi 8ig 30 mr (0,6491) | (-2,97.-0,99) (-3.249, -2 480)
NOYATKOBOIO PiBHA {N=8)
no 11-ro gHs [nauebo -0,232 -0,273 0,315 — —
{log10 koniitfmn) (N=3) (0,2247) {-0,43,0,01)
3MiHa PHK BIN-1 y| GSK1265744 | -2449 2,727 -2,675 -2,852 <0.001
nnasMi kposi sig 30 mr (0,6739) {-2,97-0,99) (-2,925;-2,779)
NO4aTKOBOrO piBHA {N=8)
no Hagupy (log10 Mnauebo -0,427 -0,397 0,177 — —




koniitn) [ (N=3) [ (0,2600) [ (-0,70.-0,18) | |
1. ANCOVA 3 nikyBaHHsiM sk chikcoearvm ecbertam Ta nodarkosor PHK BIN-1 sk kosapiaviero.

YacTka mauientis 3 pisnem PHK BUI-1 y masmi kposi Mexine S0 komiit/mn cranosuna 75%
Ha 14-fi nexs s nauiedTie, aki orpuMyBamsn GSK 1265744 30 mr. Cnig 3a3Ha4quTH, WO
[YYACHHKH OTPUMYBAIIM AHTHPETPOBIPYCHY Tepanito ioHaHMeHIle TPOMa aKTHBHUMH
peuosunamu 10 28-ro nag. Llg Bignosins 30epernacs y 5 3 8 nocnimkysanux (63%) nig yac
NOJANLIIOrO CMOCTEPSKEHHA. Y JKOIHOTO YUacHHKa rpymH rauebo He 6yno JocaruyTo
piexa PHK BIJI-1 y nitasmi kpoei MeHme 50 komii/ .

YacTka nauieHTis, aki otpumysanuy GSK 1265744, y sxux piseds PHK BIJI-1 y nnasmi kxposi
sHU3HBCA Binbie i Ha 1,7 log10 komifi/mn, cranosina 7 3 8 ocib (88%) na 9-14-k xenn
nikysatHsa Tinsku GSK 1265744 Ta Ha onTHMI30BaHii Tepanii BIPOAOBK [I0AAILLIOTO
criocTepexkeHHsa. Y 3KOAHOIO YUaCHHKA Ipynd mnateGo He O6yno gocarHyTo 3HuixeHHs PHK
BIJI-1 y nnasmi kpoei 6inblie Hik Ha 1,7 logl0 xonii/ma.

3miuu B niarpynax jgimounris (CD4+ i CD8+ kniTuHM Ta cnieeigHowenna CD4+/CDE8+)
Gynu apiabeLHUMHU | He MalTi CTIHKHX TeHOSHIIH.

21. PeaynpTaTy Hezneku

GSK 1265744, 10 BBOAMBCA Y BUIIIALI PO3YMHY B fo3ax 5 mr, 10 mr, 25 mri 50 mr s
0QHOPA30BHUX A03aX | B NOBTOPHHX fo3ax 5 Mr, 10 mr i 25 mr, aobpe mepenocuscs
3nopoBumi cyB'exramu. GSK 1265744 30 mr Takox no6pe nepenocuscs BlJI-indikopanumu
nauicutamu. I1ia yac upOTo AoCTiDKeHHS He 6YJI0 3apeeCTPOBAHO KOAHOIO BHUNAAKY CMEPT!
abo CTIA. Ilig vac yactuH A, B Ta C He 6yno 3adikcosano xonnoro I[P 3 ato 4 knacy.




Haiiyactimoro ITP nix uyac Hactunu A Gyna eputema B Micui anikauii (mos's3asa 3
mractupom EKT), npo sxy nosigoMus oaud cy0'exT, sxuit orpumysas GSK 1265744 25 mr, i
Tpoe cyb'ekris, Aki otpuMyBand GSK 1265744 50 mr. [Tig uac YacTuHH A He noBioMsIocs
npo OAH! 0B'A3aHi 3 NikapckkuM 3acobom [1P.

KopoTkuit onuc ycix HebaxaHux sBuwY ¥ YacTUHi A gocnimxents 112111451

SD CB SD SD
Mo6iuHi peakuil S5mr 10mr | 25wmr 50mr |Mnauyebo
(N=7) { (n=7) | (N=7)_| (N=7) [ {N=4)
Byae-aka [P, n (%) 1{14%) 0 3 (43%) [ 5(71%) | 1 (20%)
EpuTeMa Ha MicLi HaHECEeHHA 0 0 1 (14%) | 3(43%) 0
BupaneHHs 3 micus BeeaeHHs 1(14%) 0 0 0 0
[aCTOEHTEPUT 0 0 1(14%) 0 0
[HDeKLin BEpXHIX AMXanbHUX WNAXIB 0 0 1 (14%) 0 0
ApTpanris 0 0 1 (14%) 0 0
Eputema 0 0 0 1{14%) 0
Bucun 0 0 0 1(14%) 0
Exximo3 0 0 0 1{14%) 0
Tpaema pota 0 0 0 1(14%) 0




Kawens 0 0 0 1 {14%) 0
3axnageHicTb Hoca 0 0 0 1 {(14%) 0
Habpsk obnuyua 0 0 0 0 1 {25%)
Habpsk sceH 0 0 0 0 1 (25%)
3ybHuiA Ginb 0 0 0 0 1(25%)

S0 Smr=5mr Cycnensia QD X 1 getb SO 10mr=10mr Cycnenzia QD X 1 aeHb
SO 25mr=25mr cycriensia QD X 1 gens
S0 50mr=50mr Cycnenaia QD X 1 feHb

[Haiiuactiiue nosigomnanoca apo Taki HebaxkaHi ABMLIA Nia vac yacTHHU B, 9k ronosHui
Gistb (4 nauienty; 13%), epurema B micui Hanecenns ractupy EKD (4 nauientw; 13%),
epuTeMa [B auTeKyOiTanbHii gingHui] (2 nauienTts; 7%) ta 6inb y kinuiBkax (2 nauieHTH;
7%). HaiuacTime nosizomnsutocs npo meaukameHtosHe [P nin vac Yactuuu b - ronosnui
6ine (4 yuacuuxy; 13%).

Peziowme Beix noBIYHKX peakuii Ta nos"A3aHIX 3 nikapcLKMMU 3acobamu noGiyxnx peakuin y vacturi B

12111451
GSK1265744
3aranom
RD 50 mr RD 10 mr RD 25 mr Mnayeto YactuHa B

HaitvacTiwi noBiyni peakyii {N=8) (N=8) {N=8) (n=6) {N=30}
Byne-ska [P, n (%) 5{63%) 3(38%) 2(25%) 3{50%) 13{43%)
[ONOBHMA BNk 1(13%) 0 1(13%) 2{33%) 4 (13%}
Eputema Ha MICL HaHECEHHS 2(25%) 2(25%) 0 0 4{13%)
Epvtema 0 2(25%) 0 0 2(7%)
Binb y KiHLBL] 1(13%) 1(13%) 0 0 2(7%)
iceepbixk Ha Micy HaHeceHHs 1(13%) 0 0 0 1{3%)
Broma 1{13%) 0 ) 0 1(3%)
(COHNMBICTL 1(13%) 0 0 0 1(3%)
Nanynboshuit BUCcUn 1{13%) 0 0 0 1(3%)
Excxopiayjia 1(13%) 0 0 0 1(3%)




[nopywerHs cry 1 {13%) 0 0 0 1(3%)
Kawens 1{13%) 0 0 0 1{3%)
3aKNA0EHICTL BUXanbHUX o
risxia 1(13%) 0 0 0 1{3%)
T pombodrebit 1{13%) ] 0 0 1{3%})
CyXicTb y pori 0 0 1(13%) 0 1(3%)
Tlinikr crzosol oBonoHkv 0
MOPOKHUHK pOTa 0 0 1(13%) 0. 1(3%)
LUNyHO4KOB! BXCTPAcMGTONN 0 0 1(13%) 0 1{3%)
CrpernitokokeBud hapuHiT 0 0 1(13%) 0 1(3%)
IUCKOMMDOPT ¥ XMBOTI 0 0 0 1(17%) 1(3%)
CoHsHIi oniK 0 ] 0 1{17%) 1(3%)
MoGiuni peakwil, nos'szaki 3 RD RD RD Mnauebo 3aranom
NPHUECMOM MIKAPCEKIX 50 mr 10 mr 25mr =6 YacThna B
sacobie (N=8) (N=8) (N=8) (n=6) (N=30)
gy | 0% | 0 | o9 | aww | ey
lonosHU# Binb 1{13%) 0 1{13%) 2(33%) 4(13%)
CoHNMBICT 1(13%) 0 0 0 1(3%)
Brema 1(13%) 0 0 0 1(3%)
Bink ¥ KiHuiBL| 1{13%) 0 0 0 1(3%)
NODYLWEHHA CHY 1{13%) 0 0 0 1(3%)
LUnyHOUKOBI EKCTPACcHCTONM 0 0 1{13%) 0 1(3%)
KCKOMAIOPT ¥ XMBOTI 0 0 0 {17%}) 1(3%)

RD 5mr=5mr cycienzia QD X 14 pHia
RD 10Mr=10mr cycnensia QD X 14 jpie
RD 25mr=25mr cycnensin QD X 14 guis

HajtuacTime noeinoMasaocs npo taki Hebaxani ssuiua mig gac yactauu C, ax
zanaMopoueHHs (3 yuacHuku; 27%), ronosHui 6ims (2 yuacHukH; 18%) Ta nucnencia (2
yyacHuky; 18%). Haiiwactiwe nosizomnsaocs npo noe's3aHi 3 npuitomom npenapary TP
111 qac yactuHy C: 3amamopoueHHs (2 yuacHuky; 18%) Ta mucnerncis (2 yyacHuky; 18%).
[1P, noxasani B Hactuni C, piuttouanu [P B yuacHukis, ski Takox otpumysany OT.

Pe3tome BCix mMOBIYHNX peakyiil Ta NOB'A3aHMX 3 NikapcbKumMK 3acobamu noGivHMX peaKuii y yacTuHi

B ITZ111451

HaityacTiwi noBiyHi GSK1265744 ) 3aranom
peaxuii 30mr Mnauebo oT Yactuna C

{N=8) (N=3) (N=8) {N=11)
Byas-ska MNP, n (%) 2(25%) 2(67%) 4{50%) 6(55%)
3anamopoyeHHs 1 (13%) 0 2(25%) 3(27%)
FonoBHwd Binb 1 {13%) 0 1(13%) 2(18%)
Rucnencis 1{13%) 0 1 (13%) 2(18%)




Broma 1 (13%) 0 0 1(9%)
CoHNVBICTL 0 0 1{13%) 1(9%)
NOPYLIEHHS CHY 0 0 1 (13%) 1{9%)
apaqnii npuanue 0 0 1(13%) 1(9%)
PKosTRHMUA 0 0 1{13%) 1(9%)
Niapes 0 1(33%) 0 1(9%)
Bink y wui 0 1(33%) 0 1(9%)
Mo6iuni peakufi, nos'Azani| GSK1265744 3aranom
3 MPUAOMOM NEKAPCLEMX 30 mr Mnaue6o oT Yactuua C
3acobis (N=8) (N=3) {N=8) (N=11)
Byab-ska NP, noe'aaaHa 3 2{25%) 1(33%) 1(13%) 3(27%)
rikapcbkUMK 3acofiamu, n
(%)
3anamopoueHHs 1{13%) )] 1{13%} 2{18%)
Henencis 1{13%) 0 1(13%) 2(18%)
Fonoshui Binb 1{13%) 0 0 1{9%)
Broma 1(13%) 0 0 1(9%)
fapesi 0 1(33%) 0 1{9%)

[Ipu ob'eaHaHHi NoGiuHKMX peakitiii AN BCix YaCTHH JOCHiKeHHs HaituacTile
OBIOMIISNIOCA TIPO EPUTEMY B Micli HaHeceHHs (8 ocib; 14%), ronmosuuit 6iab (6 oci6;
10%), sanamopouenns (3 ocobu; 5%) Ta epuremy [BHACNiNOK omiky OpHTBOIO Ta B
aHTexy6iTanbHii ginanui] (3 ocobu; 5%). TIpu of'eananni nos'3aHMX 3 NPHIIOMOM
ITikapchKUX 3ac00iB HeODKAHNX ABMLL y BCIX YACTHHAX AOCIIKEHHS, HAHYacTie
oBigoMnsnocs npo ronosHuit Gink (5 oci6; 8%). TP, nokazani B Yactuni C, siiouanu [TP
B y4aCHHUKIB, AKi Takox oTpumysanu OT.

PesloMe Ha#vacTimmx noslgomMneHb npo noBiuxi peakyli Ta nobivni peakyit, nos'asaHi 3 NiKapCcbKuM
3acobom (oHalmenwe y ABoX cy6'ekTiB 3aranom), y yacTurax A, B Ta C, 06'eaHanuX y
Avcnimkenni ITZ111451

§D sD RD RD BIN Hiv OT | 3aranom
Mobiuni peakuii AxTieHuil| Mnaue6o [AkrusHuill MnaueBo |Aktusni | Nnauebo | (N=8) (N=59)

(N=14) [ (HM) (N=24) | (HM) |(NM) (HM)

byne-aka NP, n | 9(64%) | 1(25%) | 10(42%) | 3(50%) | 2(25%) | 2(67%) | 4(50%) 29(49%)
(%)
Epurema Ha micui| 4(29%) 0 4(17%) 0 0 0 0 8(14%)
HaHECEHHS
lomosHMiAGine | O 0 2(8%) | 2(33%) | 1(13%) 0 1{13%) | 6(10%)
3anamopoyeHHs 0 0 0 0 1{13%) c 2(28%) | 3(5%)




Eputema 1{7%) 0 2(8%) 0 0 0 0 3(5%)
Broma 0 0 1{4%) 0 1(13%) 0 ] 2(3%)
CoHnugicTe 0 0 1(4%) 0 ¢ 0 1(13%) | 2(3%)
ucnencia 0 0 0 0 1(13%) 0 1(13%) | 2(3%)
Binb y KiHUjBLj 0 0 2(8%) 0 0 0 0 2(3%)
NOPYLLEHHA CHY 0 0 1(4%) 0 0 0 1{13%) | 2(3%)
Kawenb 1(7%) 0 1(4%) 0 0 0 0 2(3%)
MoB'A3aHi 3 sD sD RD RD BIn HIV | OT (N=8)| 3aranom
Hapkotukamn  JAKTMBHMEA| InayeCo [AkruBHui| Mnauebo | Axtuski | Nnaue6o (N=59)
MoGiuni peakyii | (N=14) (HM) {N=24) (HM) {NM) {HM)

Bynb-ska P, n 0 0 4(17%) | 2(33%) | 2(25%) | 1(33%) | 1(13%) | 9(15%)
(%)

l"onosHui Ginb 0 0 28%) | 2(33%) | 1(13%) 0 0 5(8%)
3anamopoYeHHs 0 0 0 0 1{13%) 0 1(13%) | 2(3%)
Nucnencia 0 0 0 0 1{13%) 0 1{13%) | 2(3%)
Broma 0 0 1(4%) 0 1{13%) 0 0 2(3%)

OT = ontumizgsana Tepania

[Iporarom ycix 3 yacTHH focnimKeHHs He YN0 3apeecTPOBAHO KOAHOMO KITIHIMHOTO
nabopaTopHOro nokasHuka, axyi 61 seaxkasca [1P. [Tix uac YacTunu A ne 6yno BUABNEHO
piOAHMX N1abopaTopurx sixxunens 3 abo 4 knacy. ITin wac Hactunu B noeigomnsanocs npo
onHe Oe3CHMITOMHE NiABULMEHHS Ninasu 3-ro CTyneHs Ta 18a 6€3CHMITOMHHUX i ABULLEHHS
ninasu 2-ro crynens. ¥ 1 nauienra (RD 25 mr) cnoctepiranocs niasvileHHs pisha jinasu 3-
ro ctynens (258 Ol/n) npu npuoMi n0o3n Ha 4-# JeHb, KUl TOBEPHYBCA 10 HOPMH (25
OJ1/n) Ha nactynuuii feHb. Y ubOro mauieHTa TakoxK 6YJI0 BUSBAEHO MiABULICHHS PIBHS
piirmasu 3 ctynens (242 On/n) nix yac NOAANLIIOTO COCTEPEXEHHS, AKe 3HUKI0 (27 On/n)
Mifl 4ac HACTYNMHOrO Bi3HTY, 3aILTAHOBAHOrO uepe3 9 aHis. Bei iHuni nokasHuxu imasu y
LBOro obcTexyBatoro 6ynu B mexax Hopmu. [Tia vac Yactuuu C nosigomasiocs npo ogxe
nifABHLIeHH 3aratbHoro 6inipy6iny 4-ro crynens, 2 MiABHILEHHS 3aransHoro 6inipy6iny 3-
rO CTYMeH Ta 2 NiABHLIEHHS 3aranbHOro GinipyGiHy 2-ro crynens. [ligsuiuenns 6inipy6iny
BiaOyBanocs nepesaxHo 3a paxyHOK HenpaMmol rinepbinipybinemii. ¥ Beix MUX nauieHTis
CMOCTepiranocs MiABULIEHHA PiBHA 6inipyGiny nix wac OT, i Bei BOHH OTpHMYBamU
aTa3aHaBip Ta pUTOHABIP K KommoHeHTH OT.

[Tix yac gocmimkenns ve 6yJ0 3apeecTPOBAHO KOAHUX KITIHIYHO 3HAYYLMX [IOPYLIEH)
DKUTTERO BAXJIMBHX MOKAZHHKIB JKUTTEMIANbHOCTI a60 EKT.




22. BUCHOBOK (3aKUTIOUCHHS ) e (SKI1265744, mo BROTHBCA y BHMNARL pO3unHy B 103aX 5 mr, 10 Mr, 25 Mri 50 mr B
OHOPA30BHX 033X [ B NOBTOPHHX A03aX 5 Mr, 10 Mr i 25 mr, mo6pe nepeHocupes
3nopoeuMH cyb'exramu. [ortopHi rozn GSK1265744 30 Mr (y surnaai Tabnerok
no 6-5 mr) Takox no6pe nepeHocunucsa BUI-indikopanumu namieHramu. [lig yac
IBOTO JTOCIIILKEHHA He 6YNo 3apeecTpOBaHO JKOAHOT0 BUNanKy cMepTi ado CITAL
[1in yac yacTuH A, B abo C He nosigomnsnocs npo I1P 3 abo 4 crynens. Kniniuno
3HAYYLUMX TCHACHLIH Y 1abopaTopHUX MOKA3HHKAX, NOKA3HUKAX XKUTTERIANBLHOCTI
abo 3minax Ha EKT se Binsuauanocs.

¢ Excnosuuis GSK1265744 PK s6inbinyBanaca MeHw Hisk NpONopLiHHO A0 A03H
micna npuioMy onHopasosol Ao3M (BiA 5 1o 50 Mr) y yacTHHI A Ta 36inbWyBanacs
MPONOPLUIAHO A0 AO3H TIic/A MpHHOMY MOBTOPHOT 103H (Bl 5 A0 25>Mr) ¥ 4acTHHI
B.

* Ilicnz nosTopHoTO NpuitoMy nosu koHueHTpauii GSK 1265744 y mnasmi kposi
ROCArajH CTalioHapHOro cTaHy uepes 12 HIB NpUHOMY PO34HHY Y 340POBHX
¢yb'exri Ta Ha 7-i AeHk nicis NOBTOpHOro npuiiomy Tabnerok y BLJI-indikopanux
cyQ'exris.

» Koegiuient axymynauii ans AUC konusaecs sig 2,38 0o 2,52 ang pisHux pisHie no3
Ta NOMYAL#H,

» [licna noBTOPHOrO BBEAGHHS PO3YKHY Npenaparty 3/10posuM cyb'exktam y Yactuni B,
Ha 14-i nexb cepenni reomeTpuuti 3HaueHHs Ct 6ynu y 6,4-, 14- Ta 33 pasu
BHLLHMH 33 MOKa3HHK in vitro PA-IC90 (0.166 ur/mn) ans gos 5 mr, 10 mrta 25 mr
QD BianosiaHo, wo miaTBepwKye ouinky 103 QD y BlI-indikopanux cyb'ekrie.

¢ V¥ vacruni C BlJl-indixopani nattienrn (HaiBuuit inribitop inTerpasu) orpumysanu
NOBTOpHE BBeAeHHa npenapaty GSK1265744 30 mr npotarom 10 aHiB 3 0AaNbLIOK
ONTUMI30BaHOIO HOHOBOIO CXEMOI0 3 3 AKTHBHMX aHTHPETPOBIPYCHHX MpeNaparis
nporaroM 14 nnis. Cepepnne reoMetpuuHe 3HaueHHs Ct Ha 10-ii feds ans
GSK 1265744 6yno B 20 pasis Buiue, Hix ana PA-1C90 in vitro, o Hikue, Hibk
NPOTHO3YBANOCA HA OCHOBI JaHMX po34uHiB. TIpoTe BCI yYaCHHKM HOCATIH 3MiHH
PHK BUI na 11-i nens Bin nouarkosoro piens -1,9 log10 a6o kpaine, HezanexHo
i1 piBHa Ct abo iHribitopHoro koediuienty (Ct/PA-IC90) na 10-it aeus.

¢ Ha ocHosi rpadigHOi OLliHKM 1aHKX He OyJ10 BUABIEHO B3aeMO3B'3Ky Mik PK/PD.




Y upomy 10-nennomy nocnimkenni monorepanii GSK 1265744 ue 6yno sinibpano
HKOIHUX MYTalliid, NOB'A3aHUX 3 PE3UCTEHTHICTIO in vitro 10 npenaparty
GSK1265744.

@enorunivHoi pesuctenTHocTi 10 GSK 1265744 He crnoctepiranocs i Ha 1-if, Hi Ha
11-# nens y sxoaHoro cy6'ekra.

He Gyz10 BusBieHO 3B'A3Ky MK F€HOTHNOBHMH 3MiHAMH (DePMEHTY iHTerpasu Ta
3miHamu B GSK 1265744 1C50.

CriocTepiranacs CTaTHCTHYHO 3Hauyiua pisuuus y pisai PHK BIJI-1 y nnasmi kpogi
(log10 koniit/mn) Bin BUXigHOrO piHs 10 |1-ro AHS y NauieHTIB, Ki OTPUMYBaIH
GSK1265744 30 mr, nopiBHAHO 3 NailieHTamu, AKki oTpumysanu nnauebo (p<0,001).

Hacrka nauientis 3 PHK BIJI-1 y nnasmi kposi menwe 50 koniii/mn cranosuna 75%
Ha 14-i neHp y rpyni nauieHTis, ski orpumysanu GSK 1265744 30 mr.

3adBHHK (BIACHUK PEECTPALIIHHOIO NOCBIIYEHHS)

Ilepexnan BUKOHAB:

MeHemkep 3 peryiaTOpHHX MMTaHb Ta peecTpawii
TOB TI'nakcoCmitKusitn ®apmacsiorikanc Ykpaina
Mapunsko Jlioamuna

(mianuc)

Kapen I'peiimokep (Karen Grainger)

Biue-npesuaent, KepisHuk Biaily HOPMATHBHO-NPABOBOIO Pery.lOBaHHs
- _ , _ [BiiB Xenckep (ViiV Healthcare)
{I1opadox donoeneno nosum dooamxom 30 3ziono 3 Hakazom MO3 Vrpainu Ne 1528 6io 27.06.2019 }




Clinical Trial Report - 15

Study ID-LAT114433

1. Name of medicinal product (registration certificate Ne, if
available )

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality control, Batch
relcase

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  if no, please justify

1) type of medicinal product, which has been or will be
registered

Medical product with complete dossier (stand-alone dossier), other medicinal product, new
active substance

5. Title of clinical trial, code number of clinical trial

An Observer- and Subject-Blinded, Randomized, Placebo-Controlled, Single Dose Escalation
Study to [nvestigate the Safety, Tolerability and Pharmacokinetics of Intramuscular and
Subcutaneous Long Acting GSK 1265744 in Healthy Subjects.

Study LAI114433
6. Phase of clinical trial Phase. 1
7. Period of clinical trial from [295eptember2010] — [20November2012]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects planned: 72
actual: 58
10. Main purpose and secondary objectives of CT Primary

e To investigate the safety, tolerability, and pharmacokinetics of GSK1265744 I.LAP

- following single dose intramuscular (IM) or subcutaneous (SC) administration in healthy




subjects.

Secondary

» To examine dose proportionality of GSK1265744 LAP pharmacokinetic parameters
following single dose IM or SC administration.

o To explore concentration-effect relationships for various safety parameters, if
appropriate.

¢ To investigate GSK1265744 pharmacokinetic (PK) in cervicovaginal fluid (CVF),
vaginal tissue (VT), cervical tissue (CT) and rectal tissue (RT) and relate to
(GSK 1265744 PK in plasma.

11. Clinical trial design

LAI114433 was a Phase 1, observer- and subject-blind, randomized, placebo-controlled, single
dose escalation study to determine the safety, tolerability, and PK profile of IM and SC
injections. of GSK 1265744 LAP in healthy subjects. This study consists of a screening visit, a
single injection, and follow-up evaluations for a minimum of 12 weeks following the injection.

On Day 1 subjects in Cohorts 1 to 7, were randomized to receive either GSK 1265744 injectable
suspension IM, GSK1265744 injectable suspension SC, or placebo injections. Subjects in
Cohorts 8 and 9 were randomized to receive 400 mg GSK 1265744 IM in a single 400 mg
injection (Cohort 8) or divided into two 200 mg injections (Cohort 9). Subjects returned to the
clinical research unit (CRU) for assessments on Days 3, 4, 5, 6, 7, 10, and 14, Week 3, Week 4,
Week 5, Week 6, Week 8, Week 10, and Week 12.

Dosing between cohorts were separated by a minimum of 3 weeks to allow review of individual
safety data and PK prior to dosing the next cohort. In the absence of safety and tolerability
issues, subsequent cohorts were dosed a minimum of 3 weeks after the last subject in the
previous cohort was dosed. No subject received the next higher dose until the preceding lower
active dose had been safely administered to at least 5 subjects.

Subjects remained in the study for a minimum of 12 weeks after administration of study drug
(Day 1). After 12 weeks, subjects were continue to followed for safety and PK assessments once
every 4 weeks or more often until the GSK1265744 plasma concentration was below

0.10 pg/mL or until the subject completes Week 24 and all adverse events (AE) were resolved or




stabilized according to the Investigator and the Sponsor.

12. Main inclusion criteria

Male or female subjects between 18 and 55 years of age inclusive, at the time of signing the
informed consent with a body weight >50 kg for men and >45 kg for women and body mass
index (BMI) within the range 18.5-31.0 kg/m? (inclusive). For Cohorts 3 and 7 body weight
>60 kg for men and women and body mass index (BMI) within the range 18.5-31.0 kg/m?
(inclusive),

13. Investigational medicinal product, mode of
administration and strength

Subjects were assigned to active treatment in accordance with the randomization schedule
generated by Discovery Biometrics (DB), prior to the start of the study, using validated internal
software.

Treatment Drog Doze/FormiRoute Frequency/Duration | Halch Number
Cokorts 1, 2, | GSK1265744 | 200 mg/mbUnjecEor I Once 104257304
3,586, and T Injection (Cokorts 1 4o 3),

SC Injectian (Cohoe 512 7)
Coharte 4, 8 | SEK1265744 | 200 mgmLArjecton I Once 114275643
and Injection (Cohortz 4, 6, 9)

14. Reference product, dose, mode of administration and
strength

Subjects were assigned to placebo treatment in accordance with the randomization schedule
generated by Discovery Biometrics (DB), prior to the start of the study, using validated internal
software,

Treatment | Drug | Dose/Form/Route | Frequency/Duration | Batch Number
Cohoris1-7 |  Placebo | Sterle solution for injecfion | Onee | 101256488

15. Concomitant therapy

Permitted medications: Acetaminophen, at doses of <2 grams/day was permitted, Steroids were
administered after consultation with the GSK Medical Monitor unless a medical emergency.
Other concomitant medication was considered on a case-by-case basis by the GSK Medical
Monitor. All concomitant medications taken during the study were recorded in the CRF. The
minimum requirement was that drug name and the dates of administration were to be recorded.

16. Criteria for evaluation efficacy/PK

[Efficacy not evaluated in this study.




Primary:

o (GSK1265744 L AP pharmacokinetic parameters following single dose IM or SC
administration: area under the plasma concentration time curve from time zero to the last
quantifiable time points (AUC(0-1)), area under the plasma concentration time curve
from time zero to infinity (AUC(0-0)), maximum observed concentration (Cmax), time
to maximum observed concentration (tmax), concentration at 1 month post-dose (C720
hours), apparent terminal phase half-life for LAP administration (t/2), lambda z as a
measure of absorption rate constant (Az).

Secondary:

s (GSK1265744 LAP PK parameters: absorption lag time (tlag), and apparent clearance
(CL/F,LAP) following single dose administration, AUC%ex.

»  AUC(0-e0), AUC(0-0), Cmax, and C720 hours following single dose administration at
different doses for the assessment of dose proportionality.

e (GSK1265744 concentrations in CVF, CT, VT, RT, and blood plasma and ratio of CVF,
CT, VT, and RT concentration to blood plasma.

17. Criteria for evaluation safety

GSK 1265744 LAP safety and tolerability parameters including AEs, clinical laboratory,
Electrocardiogram (ECG), and vital sign assessments.

18. Statistical methods

The primary objectives of this study were to investigate the safety, tolerability, and
pharmacokinetics of single doses of GSK1265744 LAP. No formal statistical hypotheses was
tested. Where appropriate, an estimation approach was taken, and point estimates and
confidence intervals (CI) were constructed. Plasma GSK1265744 concentration-time data were
analyzed by non-compartmental methods with WinNonlin 5.2 or higher and the following
pharmacokinetic parameters were assessed following single dose IM or SC administration: area
under the plasma concentration time curve from time zero to the last quantifiable time points
(AUC(0-t)), area under the plasma concentration time curve from time zero to infinity (AUC(0-
00)), maximum observed concentration (Cmax), time to maximum observed concentration
(tmax), concentration at'1 month post-dose (C720 hours), apparent terminal phase half-life.

19. Demographic indices of studied population (sex, age,
race, etc.)

A total of 72 subjects were enrolled and dosed in the study. Fifty-eight subjects completed the

study and 14 subjects discontinued the study (7 [10%] subjects lost to follow-up and 7 [10%]




subjects withdrew consent). The majority of subjects in the study were White (81%), not
Hispanic/Latino (79%), and male (54%). The mean age was 35.1 years (range: 18 to 55 years).

GSK1265744 LAP
m 5
0mg  |Z0mg | 400mg | 80omg ffggl Phe i0img | 200mg gg;g] Pto
Domographics M 3G
‘Age m Years, Nean (30) #3 RZ | bA1@5e) | 97 | WApSN | 35 5 WO | H2[60) | #H8
@6 | (1199 (13:28) ) | 33 | ey {1427)
Sex.n ) A} 5C
Female: G117i] 2{33) 7{50) 2{33) 4{530) 583 1049 2(33) 2(33) 4(67)
Wale: 233, | 460 | TG0 | 4l | 4150 308 | 5(B) | (67 s67) | 203)
B [kgm?, Nean (SD) hH | B WS | 2664 | 2A4B(388) | 21B1 | 2646 | 2440 | 2044(158) | 2507
@ees | B4 | ees | @59 2edy | aam | sy @.50)
Haight (], Mean (S0} 62 | 158G | 1634(2) | 1710 | 1683(63) | 1685 | 1i63{8E] | 1705 | @5@n | 1732
93) (26) (t03) (62) )
Weight (g}, ¥ean (50) E59(88) | 78678} | 139(108) | 779 | 20475 | 165@6) |BAT(128) | T1Z | E6A[A1] | 7As2
{10.0) {124) 15.8)
Ethnicity, n &)
Hisparic of Latno: 30 0 208 | (7 250 | 109 | 203 | 100 2033 | 1M
Mot Hispaniz o Latho: 3(50) | ooy | 1208 | 583 4500 | 708 | 40D | 5(8) s(e} | 383)
Rava.n (%) 5 5 1 5 B g 6 6 5 6
Afican AaticarAffcan Heriage 0 263 | 204 D 103 338 | 2033 {17 263 | 100
Vihile - Wrte/CrucasianEarcnean | 6(100] | 4(67) | 12@88) | 5000) | 788 | 563 | 460 | 50 £(677 | 7[8)
Heritaga

20. PK results

Individual plasma GSK1265744 PK. parameters following IM and SC dose administration are
listed in the Table below. Absorption of GSK1265744 from depot injection sites began within

4 h, the first sampling time, following LAP administration as no lagtime was observed in any
subject. Plasma concentration-time profiles were consistent with long-acting administration,
with low Cmax values, prolonged median tmax values ranging from 6 to 69 days, and
measureable concentrations in some subjects to ~lyear post dose. In addition, the apparent
terminal phase t1/2, which reflects rate limiting step of absorption from the depot site rather than
elimination from plasma, is prolonged, with geometric mean values ranging from 25 to 54 days.
Split LAP administered dosing — 400 mg (200 mg x 2) IM and SC as well as 800 mg (400 mg x
2) IM — achieved geometric mean C648h (4 Wks) above 4*PA-1C90.
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The results of the dose proportionality assessment by Power model showed that plasma

GSK 1265744 exposures following single IM injection increased less than dose proportional in
the dose range of 100 mg to 400 mg. Plasma GSK 1265744 exposures following split IM
injections (400 mg and 800 mg IM) increased slightly more than dose proportional except C648.
Plasma exposures of GSK 1265744 following SC injection increased approximately dose
proportional in the dose range of 100 mg to 400 mg.

Summary of Dose Propertionality of Single Dose GSK1265744 PK Using Power
Model

Route of Administration Parameter Slope 90% Confidence [nferval
AUG(D-638) 0.695 10415, 0.878]
o AUC{->) 0.514 [0.601, 1.03]

R

IM Singls injection G4t 0.734 10462, 1.11]
Cmax 0722 0437 1.01)
AUC(D-648) 122 10347, 2.08)
o AUCD-w) 143 [0.588. 1.67]
M Tio Injecton 0845 0891 (0.105. 1,681
Cmax 126 (0,455, 2.05]
AUC{0-848) 101 [0.681. 134]
sc AUC{0-=] 0.987 [0.820, 1.15]
648 111 [0.627, 1.59)
Cmax 102 0586, 1 24]

The results of the dose proportionality assessment by ANOVA showed that plasma exposures of
(GSK1265744 following single IM injection increased less than dose proportional as dose
increased from 100 mg to 200 mg and 100 mg to 400 mg. Plasma exposures of GSK1265744
increased more than dose proportional as dose increased from 100 mg to 800 mg except AUC(0-
o). Two IM injections also resulted in more than dose proportional increase in GSK 1265744
plasma exposures except AUC(0-00). Plasma exposures of GSK 1265744 following single SC
injection increased more than dose proportional as dose increased from 100 mg to 200 mg.
Plasma exposures of GSK 1265744 following single SC injection increased approximately dose
proportional as dose increased from 100 mg to 400 mg.




Summary of Pose Proportionality of Single Dase GSK1265744 PK Using ANOVA

Plasma GLS Mean Ratio [20% GIf

GSK1265T44 FK

Parameter

1M IM200 95 IM100 IMA00 v IM100 [MBOC ve 100 iMA00 (200x2) vs INT00
AUC{Q-0) 1.34 [0.932, 1.93] 2.68[2.07, £.03] £.39 [4.44, 0.19] 29212.07,4.43]
AUC{D-648) 1.16 [0.620, 1.83] 246 [1.59. 3.81] 127 [7.60, 21.3] 5.4713.38, 8.86]
Cmax 1.25 [0.752, 2.06] 2.68 [1.62 3.95] 125 [1.85 207] 5.2313.27, 8.36]
CE4B 151 [0.883, 2.57] 2.93[1.85, 460] 127 745 217] 6.85 [4.16, 11.3]
8C SC200 vs SC100 SC400 v= 8C100

AUC{D-0o) 248 [1.96 314] 397 [3.21, 4.91]
AUC{C-648) 292 711.80,4.49] 405 [2.64,6.23]

Cmax 258 [141,472] 4.0B [2.23, 7.46]

Ce4B 2.63 [1.33, 5.21] 4.54 [2.35. 8.19]

The results of the analysis showed that GSK 1265744 plasma exposures were similar following
400 mg IM injections of Cohort 3 and Cohort 8 where different clinical batches were
administered. Splitting 400 mg IM into 2-IM injection resulted in a >2-fold increase in plasma
GSK1265744 AUC(0-648h), Cmax and C648h. Dose splitting did not affect GSK 1265744

AUC(0-00).
Summary of Formulation Changes and Splitting Injections on G5K1265744 PK
Parameters
Plasma PK Ratio of GLS Means (90% Cl)
Parameter
[} 400mg Cohoit 3 vs Gohort 8 Nt 400mg (200x2) vs [M 400mg
AUC[D-o) 110[D752, 1.58] 1.01[0.730, 1.41]
AUC{0-643) 0.230 [0.595, 1.44] 2.22 [1.53, 3.23]
Cmax 11140568, 1.85] 203 71.37, 3.00]
C548 1.04[0.626, 1.741 2.34 [1.60, 3.42]

GSK 1265744 tissue concentrations were low. Assuming a density of 1 g/mlL, median cervical

and vaginal tissue concentrations were approximately equivalent to the in vitro PA-IC90




(0.166 pg/mL) at some visits.

Summary of GSK1265744 Tissue Concentrations by Visit'

Tissue Type Tissue Concentration (ugfg) (n=4/visit) ,‘
408mg W unsplit (Cohort 8) 400mg IM split (2x 200mg IN, Cohort 9) ’
Week 2 Week 8 Veek 4 Weck 12 |
Cervical 0.081 (NQ-0.17) 0025 (0.06-0.19) | 0177 (D.O7-0.50) 0.133(NQ-0.21)3 |
|
YaginalZ 0121 {NQ-0.18) | 0184(009-0.44) | C.155(NQ-080) 0181 {NCQ - 0.35)
Rectal2 NQ (NQ-0.410) WO (MO - 0.05) 0.079 (NQ - 0.20) 0.063 (NG - 0.08)

! medizn (range)
n=6 samples

In=3 samples
NC-Non-cu=nil=hi= concenilon messued as helow [1D

Across visits, median cervical and vaginal tissue:plasma ratios ranged from 0.16 to 0.28.
Median rectal tissue:plasma ratios were <0.08. Linear regression showed good correlation
between cervicovaginal tissue concentrations and plasma concentrations.

Summary of GSK1265744 Tissue:Plasma Radios by Tissue Tvpe!

400mg IM unsplit {Cohort 8] 40@mg [ split (2x 200mg I, Gobort 5)
Cervical® 0.20 (0.0- 0.4D) 0.16(0.0 - 0.4)
Yaginal® 0.28{0.0-0.7) 0.1240.0 - 0.7)
Rectal 0.00{0.0-0.1) 0.08(0.0-0.2)

! median {ranae)
*n=8 un=plit; n=7 split
In=24




21. Safety results Adverse events and serious adverse events (SAEs) were collected from the start of IP and until
the final follow-up visit. In addition, SAEs assessed as related to study participation were
collected from the time of consent to participation in the study, up to and including any follow-
up contact. The most frequent AEs reported in this study are presented below.

Most GSKI1265734 LAP
Frequent &2
Subjects.in I sG
| any am) | |
Adverse 200 400m
rTszents ~On- | 100mg | 200mg | 400mg | 800mg {zuﬂ”;zg} Pbo | 100mg | 200mg puongy Pbo
€rapy
Safety 3] b 14 B B & g & B 6
Populafion, N
Anyevent | 5(83) | 5(8% | 12 | 5(83) | 6(75) | 5(63) | 5(83) | €(100) | 6(100) | 5 (83)
n(%) (86)
Injection site | 3(50) | 5(83) | 9{64) | 5{83) | 5¢63) | 2(25) | 3(60O) | 6(100) | 5(83) | 2(33}
pain
Injection site 1117 0 2 | 100D | 1¢13) 4] 3 {50} 5{B3) | &(100) 0
nodule
Injzction site 2(33) 0 2004 | 1(10) ] 0 2{33) 5(83) 4 {67) 1(17)
erythema
Headache | 1(17) | 2(33) | 4(29) | 1(17) | 4(50) | 3(38) | 3(=0) | 5(83) 0 1(17)
Cough 2033 | 107} ] 1] 0 2 (25} 1] 0 1(17) | 2(33}
Back pain 0 0 020 | 1{(10) 0 0 LI4ER] Q 0 0
Nausea 0 { 2(14) 0 2(25) 0 1 {17} 0 0 D
Oropharyngeal | 0 0 10 | 1017 0 1043 | ¢ 0 0 2 (33)
pain
Vomiting 4] 9 2014) a 1013 | 1(d3) | 630 0 1] n
Sneezing [ 0 1 (7] a 0 0 i 0 2{33) | 10179}
Pain Q Q 2{14) 0 0 1{13] ] 0 0 0
Erylhema 0 0 0 0 1013 | © ] 2{33) 0 D
Rhinorfoes 0 1] 0 a ] 4] g 0 2(33) | 1017
Blocd creatine | 2 (33} 0 0 0 0 0 0 0 g ]
phosphokinase
increaned
22. Conclusion (summary) o  (SK1265744 was well tolerated as a single injection of 100, 200 and 400 mg IM or 100 and
200 mg SC and as a split injection of 800 mg IM and 400 mg SC. There were no deaths,




drug related SAEs, or withdrawals due to AEs. The most frequent non-injection related AEs
were Headache, Nausea and Back pain. Graded lab abnormalities were infrequent, with no
laboratory trends identified relative to placebo identified. There were no clinically
significant trends in vital signs or ECGs. IM and SC injection related AEs were mild, with
injection site pain occurring most frequently followed by erythema and nodule formation.

e LAP administration of GSK 1265744 produced prolonged low plasma concentrations in
healthy subjects for up to ~1 year in some subjects.

e (3SK1265744 apparent terminal half-lives following LAP administration ranged from 25 -
54 days, reflecting rate limiting absorption rather than the terminal phase elimination t1/2 of
~40 h observed following oral administration.

e Splitting injections increased the rate but not the extent of absorption, and achieved
geometric mean C648h (4 Wks) above 4*PA-IC90 (0.664 pg/ml) in the range of
concentrations which produced antiviral response following oral administration in Human
Immunodeficiency Virus (HIV) infected subjects. This will also enable loading dose
strategy in repeat dose LAP administration.

* Tissue concentrations were low with median tissue:plasma ratios ranging from 16-28% in
cervicovaginal tissue and <8% in rectal tissue following GSK1265744 400 mg IM. As this
dose produced subtherapeutic plasma concentrations based on available oral data, higher
LAP doses should provide higher tissue concentrations and may be evaluated in
(GSK 1265744 prevention studies.

Applicant (registration certificate holder)

Fo Gon '

(signature)

Karen Grainger
LVP, Head of Regulatory Affairs

ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ulkraine Order Ne 1528 of 27.06.2019 }




3BiT npo kiinitHe BUNpoOyBanHs ~ 15
HMocaimxennsa ID-LAT114433

1. Hasga nikapcbkoro 3acofy (3a HAasBHOCTI - HOMep
peecTpaliitHoro NocBia4YeHHs)

ATIPETIO/, cycnensis o in'exuifi npononrosanof aii, 200 Mr/ma

2. 3agBHUK

BiiB Xenckep IOK Himiren

3. Bupobnux

BrpoGuNUTBO Hepo3acoBaHore npoAykTy, NEPBHEHEE T2 BTOPHHHE NAKYBAHNS, KOHTPOJNbL AKOCTi
reTOBOIO POAYKTY, BHIYCK cepil

['nakco Onepeitnc FOK Jimiten, mo seme misnbiicTs sk [nakco Bemikom Onepeiiiunc / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyz, bapuapn Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT, Benuka
bputaHisa

Crepuaizauin (ramma-onpominenns A®I ra roTosoro NPOAYKTY)

Crepirenike benbrisi (Qnbopyc) CA (Cotepa Xenc Kammani) / Sterigenics Belgium (Fleurus) SA (A
Sotera Health Company)

Bouinr InaacTpiens, Arenro e s’Ecniepanc, ®nbopyc, 6220 / Zoning Industriel, Avenue de I’Espérance
Fleurus, 6220

benwria

4. IlpoBeaeni nocnimpxerHs:

v Tak Hi, AKIIO Hi, 06rpyHTYiiTe

1) Tvn nikapcexoro 3acoly, 3a AKUM NpoBoaHNacs abo
[LIAHYETLCA peecTpauis

Ulikapchbkuii 3aCi6 3a TOBHUM A0CHE (ABTOHOMHE JOCDE), IHLUH nikapebkuii 3acif, Hoga Afroua pevoBuHa.

5. IoBHa na3ea kaiHiuHOro BUNpobyBaHH, KOAOBAHHI HOMEp
KITIHIYHOrO BUMPOOYBAHHA

Cnine, paHaomizopaHe, MaaneG0-KOHTPONLOBAHE, PAHAOMIZ0BaHE, nnauebo-KOHTPOILOBAHE
LOCIIKEHHS 3 NIIBMLIEHHAM O/IHOPA30BOT 03H A1 BUBHEHHS GE3MEKH, NEPeHOCHMOCTI Ta
(hapMAaKOKiHETHKH BHYTPIUIHBOM'A30B0rO Ta MiAWKIPHOrO npenaparty Tpusanoi nii GSK1265744 y
310POBHX NODPORONBILIB.

Jlocnimkenns LAIL14433

6. Maza wWiHIYHOrO BUIPOOYBaHHS Daza 1
7. Tlepion k1iHIYHOTO BHIIPOGYBaHHA 3 [29 sepecus 2010] — [20 nuctronaua 2012]
8. Kpaitu, B IKMX POBOAUIOCS KIiH{YHE BUMPOGYRAHHS CLIA

9. KineKicTs mocnimxyBaHHx

BAILUIAHOBAHO: 72
(aKTH4Ha KUTBKICTE CY6'eKTiB AoCTimKeHHs: 58

10. Meta Ta BTOpHHHI 11ii KIIHIMHOTO BRNPOOYBaHHSA

OcroBHa

» [Tocninutu Gesneky, nepeHocumicTs Ta papmakoxinetuxy GSK 1265744 LAP micns




OJIHOPa30BOro BHYTPILIHBOM'13080T0 ( IM) abo migmxiproro ( SC) penenns y 3MOPOBHX
IOOpPOROMBIIIB.

Bropnaui

*  Jocmigutu nozonponopuiiticts GapMakokineTHurix napamerpis GSK 1265744 LAP nicns
BBEACHHA OHHOPa30BOT 103K BHYTPILIHEOBEHHO 460 MiAIUKIpHO.

*  JocninmuTy 3anexHiCTh «KOHUEHTpALlis-edeKT AN PiSHKUX NapaMeTpis Gesnexu, KO we
JOPEUHO.

© Jlocnigurn dapmaxokinetuxy ( PK) GSK 1265744 y uepsiko-sarivanshiti piauni (CVF), Tkauuui
nixsu (VT), Tkauuui wukikn Matin (CT) i TkanuHi npaMol KKk (RT) ta nopieHaru 3 PK
GSK1265744 y nnasmi kpogi.

1. JIn3aiin knidiuHoro sunpoSysanHs

LA1114433 - cnine, pansomizoBane, Naue6o-KOHTPONLOBAHE, 3 YuacTIo cnocTepiraua Ta cyd'ekra,
noctimkenHs | Gasu 3 oMHOKpaTHUM 36IAbLUEHHIM 103K 15 BU3HAYEHHS Ge3nekH, MEPEHOCUMOCTI Ta
npodimo PK in'ekwuiit IM 1a SC npenapaty GSK 1265744 LAP y 3n0posux cy6'extie. Lle nociimkenss
CKNAAacThCs 31 CKPHHIHIOBOrO BI3HTY, OfHIET iH'€KLIT Ta MOaamkLIOro CIIOCTEPEIKCHHS MIPOTIAIOM
wonaimMenrwe 12 Tiokuie micna iv'ekLii.

Y nenb | ynacHukH B xoroprax 3 1 o 7 6ynu pauzomizosaui ass OTPHMMAaHHS iH'eK1iM IH'eKuiiiHoT
cycnensii GSK 1265744 1M, in'exuiitnoi cycnensii GSK 1265744 SC a6o nnaue6o. Cy6'extit 8 KOrOpTaXx
8 19 Gynu pangomizopaHi ans otpumanns 400 Mr GSK 1265744 IM B onsilk in'exuii 400 mr (xoropra 8)
abo posnogineni Ha B in'exuii no 200 mr (koropra 9). Cy6'exru NOBEPTANHCA 10 KIIHIYHOrO
ocnigHuubKoro miaposainy (CRU) ans ouikxw Ha 3, 4, 5, 6,7, 101 14-it ani, 3-it TwxneHs, 4-ii
THXEHB, 5-H TUXOEHS, 6-H THKNeHb, 8-H Tiicaens, 10-i THKIeHs 1 12- THXACHD.

/{03y BaHHs Mi3X KOropTaMu pO3/UMsIK WoHARMEHIIE Ha 3 TIDRHI, W06 MosxHA Oyno npoauanizysartu
IHAUBIDyanbHi nani 3 6esnexy Ta PK nepes n03yBanHaM HacTymHOT KOropru. 3a BigcyTHOCTI mpoGnem 3
Ge3reKoto Ta MepPeHOCHMICTIO, HACTYTIHI KOrOPTH OTPUMYBANH A03y UloHalMeHIle uepe3 3 TiKHI nicns
BBEACHHS OCTAHHBLOMY CyD'ekTy B nonepeaHiii koropti. Xopen cy6'exr He oTpuMyBaB HACTYMHY BHULY
103y, JOKH [IONEPEeaHs HWK4a aKTHBHA /1034 He Oyna Ge3neyno BBeNeHa woHaMeHIe 5 cy6'ekTam.

Cy6'exTH 3auIIanycs B AOCHIAKeHHT TPOTIroM WoHaliMeHe 12 TIKHIB nicas BBEICHHSA
roc.1ipKyBsanoro npenapary (JleHs 1). Uepes 12 Tuxuie cy6'exris OpPOAORIKYBANH CIIOCTEPIraTH 114
ouinky Gesnexu ta PK konci 4 Trokni a60 gacriwe, noku kouuentpanis GSK 1265744 ¥ masMi KpoBi He

BHUSKTECA HIDKYE 0,10ur/mn abo noku cy6'ekr He 3aBepinTs 24-if THKIEHD, a BCi nodiumi peakuii ([P
, LUK Y P p




He 3HUKHYTh a00 He cTabilisyioThes, 34 OLIHKOIO JOCTITHMKA Ta CIIOHCOpA.-

12. OcHoBHi kpuTepii BIIIOYEHHS

CyG'exTH 4onoBiHof a60 sKiHOHOT cTaTi BikoM Bt 18 110 55 POKIE BKAIOUHO HA MOMEHT THANACAHAS
IH(OPMOBAHOT 3TOM 3 MACOKO TiNa=50 Kr AN YONOBIKIB 245 Kr A KIHOK Ta iHIEKCOM MacH Tina (
BMI) e mexax 18,5-31,0 kr/m2 (Brirouno). Jins koropr 3 i 7 Maca Tina260 r s 4onOBIKiB i KiHOK Ta
inpexc Macu Tina { BMI) B mexax 18,5-31,0 kr/mM2 (BKmouHo).

13, Jocnuypkysanui nikapchKuii 3acif, criocif 3actocysaHHs,
cuna aii

Cy6'ekcru Gy npusHadeHi 10 aKTHBHOIO JIIKYBAHHA BIATIORITHO 0 rpadika paHaCeMi3aLii,
sreHeposanoro Discovery Biometrics (DB) a0 nouaTtky nocmipkeHHA 32 JOTIOMOTOR0 BAILIOBAHOTO
BHYTPILIHBOTO MMPOTrPaAMHOTO 3a0e3neueHHs.

Nixysanua | likapchKuil LDozalhopmalcnocif Yactora/Tpusanictb Howmep cepil
3acif 3acToCcyBaHHsA
Koroptv 1,2, | GSK1265744 (200 mrimn/in'exuis/IM ik'ekuis {1 pa3 101257304
35,617 (koropTa 1-3), SC iH'ekuin

(koropTh 5-7)

Koropta 47 8 | GSK1265744 [200 mr/mn/enyTpiliHboBenHa (1 paa 111279643

Tad iH'ekuis/ IM BBEAEHHSA

(koropTn 4,8, 9)

14. [IpenapaT nopiBHAHHKA, [03a, CI0CIO 3acTOCYBAHHA, CHNA AT

Cyb'ekru 6ynu poznonisteni Ha rpynu niaue6o signosingo a0 rpadika paHoMizalir, c(hopMOBaHOTO
Discovery Biometrics (DB) 10 nouarky AocniIKeHHs 32 J10MOMOIOI0 BATIOBAHOIO BHYTPIIIHBOIO
NporpaMHoro 3abesneyeHHs.

. TNMixapcbkuit Hosalthopmalenocit .
NikyBaHHst 3206 33CTOCYBaHHS Yacrora/TpupanicTe Homep cepii
Koropta 1 -7 Mnauebo CTeW”";‘f:}{E;ﬁMH AN 1 pa3 101256488

15. CynmyTHs Tepanis

Jlo3eoneni npenaparu: Aueramisoden y no3i <2 rpamis Ha 206y 6yB 103BONEHUIA, CTEpOinu
MPH3HAYATTHCA [ICHA KOHCYIBTAUIT 3 MEHUHHM moHiTopom GSK, 2a BUHATKOM BURAKIB HERiAKIATHOT
MeLM4HOT HONOMOTH. [HIL CYITYTHI NpenapaTy PO3FNAIAANCA B KOXKHOMY KOHKPETHOMY BHIIAJKY B
pamkax Mennyroro Moditopuury GSK. Bei cynytui npenapary, sxi npuitManyics nif 4ac A0CTimKeHHS,
Oy 3anucani 8 CRF. MidiMankHa BUMOTA DOJirana B TOMy, IO HOTPIGHO G0 3anucaTy HazBy
npenapaty Ta jaty Horo npuitomy.

16. Kpurepil ouinku edexTusHocTi

EdexTurnicTs He oUiHIOBaNaC B UBOMY JIOC/LLKEHH.




’l—[epBHHHi:

* GSKI1265744 dapmaxokinernui napamerpu LAP micis eeemenHs OIHOpa30BOl A03H B/M abo
8/B: I0IUA 11i KPHBOIO 3aJISKHOCTI KOHIEHTpALT Bif Yacy Bill HyNi 40 OCTaHHBOI KUIbKICHO
BUMIiproBaHoi Yacosol Touku (AUC(0-1)), mromma rix KPHBOIO 3aJICKHOCTI KOHIIEHTpaUii Bif
4acy Bin HyJsa o HeckinuenHocti (AUC(0-0)), MakcuMansHa KOHUEHTpaLif, Mo
cnocrepiracthed (Cmax), yac J0 MAKCHMANBLROT KOHLEHTpALT, 1110 crocTepiraeTecs (tmax),
KOHLEHTPaLs vepe3 1 Micaub micns npuiioMy xosu (C720 roaus), yaeHuii nepion
HaliBBUBE/IEHHA 3 TepMiHanbHOT dasu npu 3acrocypanti JIAT (t%4), naMbaa Z 8K MOKA3HHK
KOHCTaHTH LIBHAKOCTI BCMOKTYBaHHs (Az).

Bropuuui:

¢ GSKI1265744 MNapamerpu LAP PK: uac 3aTpuMKu BCMOKTYBaHHs (tlag) Ta ysaBHHUI KiipeHC
(CL/F, LAP) nicns npuiiomy oanopasosoi nosn, AUC%ex.

*  AUC(0-00), AUC(0-0), Cmax ta C720 ronus nicis oiHOpa3oBoro npuifomMy pizHHX 003 s
OUIHKH NPONopuidHOCT] JO3H.

* Kouuentpauii GSK 1265744 y CVF, CT, VT, RT i mnasmi kposi Ta BigHoueH s KOHUEHTpatlii
CVF, CT, VT i RT o koHUeHTpalii y nnasMi kpoBi.

17. Kpurepii ouinkv Gesnexu

GSK 1265744 Tlapametpu 6e3nexu Ta neperocumocti LAP, Bxmrouarouu I1P, KIiHiKo-abopaTopHi
MOKA3HHKH, enexTpokapaiorpamy (EKIT) Ta ouiHky :uTTEBO Baxusyx dyHKLiii.

18. CraTHcTHUHI MeTOOH

OCHOBHHMH WiNAMY LBOro AOCHIDKEHHS GyAK BUBYEHHS Geamexy, NEPEHOCHMOCTI Ta (PapMaKOKIHETUKH
OHOpasoBHx 03 npemapaty GSK1265744 LAP. Xoxuux dopManbHUX CTaTHCTHYHHX 1iNoTes He
nepesipsutocs. Tam, ne ue Gyso D0LUTEHO, BUKOPHCTOBYBABCA OLIHOMHHit niaxin, i Oynu nobynosaxi
TOUKOBI OLIHKY Ta f1oBipui inTepeau ( CI). [lani xonienTpauii-uac y nnasmi GSK 1265744 aHaisyBanu
HEKOMNAapTMEHTHHMH METOJamMu 32 fornomoroio nporpamu WinNonlin 5. 2 a6o Buute, i ouiHOBanM Taxi
(hapMaKOKIHETHYHI apaMeTpH M1iC/Is BBEEHHS 0IHOPa3OROT JO3H BHYTPIlHLOBENHO 460 MiAWKIPHO:
MJIOLIA NIl KPHBOIO "KOHUEHTPALlIs B MNIa3Mi - yac" 8iJl HyJIs 40 OCTAHHBOT KITBKICHO BHMIpPIOBaHOT
Toukn yacy (AUC(0-t)), nnotua nix kpusoo "koHNEHTpaLis B IL1a3mi - yac” Bix HyNs 00 HECKiHYEHHOCT]
(AUC(0-w0)), MakcHMalbHa KOHLEHTPALIS, WO COCTEPiraeThes (Cmax), yac 10 MakcUManbHOT
KOHLIEHTPALII, O CrocTepiracThes (tmax), KOHUeHTpaLia Yepes | Micaupb Micis BeeeHHS (C720 rogun),
YABHHH NeplOX HamiBBUBEIEHHS B TePMIHANLHIH (asi.

19. Hemorpadiuni nokazHixu DocnipKysanol nomynauii (cTars,
BIK, paca ToLio)

Jaranom y aocaimkenni B3sIK yuacTs 72 cy6'ekTH, ki OTpUMYBaH nosy. IT'atnecsr sicim cyb'exTin
3ABEPLIMITH NOCHIfUKEHHS | 14 cy6'exTiB npunununu gocnimxenus (7 [10%] cyb'exTiB BTpaTHIH

MOXJIHBICTE N0AANBLIONO crnocTepeskeHH: i 7 [10%)] cy6'exTin BiAKIMKANH CBOIO 3rony). bineuricts




y4aCHUKIB AOCIIpKCHHS Gynu Ginmumu (81%), He naTHHOaMEPHKAHLAMAI/TaTHHROAMEPHKAHIAMH (79%) i
aonoBikamu (54%). Cepenniit Bik cranosue 35,1 poky (aianaszon: 18 no 55 pokis).

(GSK1265744 LAP
IM SC
100mr  [200 My IdOO Mo [300mr  [400mr Pbo 100mr 200 Mr  M00MF Pbo
200x2) (200x2)

Nemorpadpivgi aaui IM SC

Bix (poxis), CepenHe 3HavennA 343 342 361(956) | 397 30,4(7.91) 355 345 300 412(760) 348
(sDj 965 | (1191) (1328) 1073) | (1334 | 63

Crars, n (%) 1M SC

Kinoua: 4 (67) 2(33) 7(50) 2(33) 4 (50 5{63) 1{17) 2 (331 2(33) 4 (67)
Honosa: 2(33) 4 (67) 7(50) 4 (67) 4 (50) 3(38) 5(83) 4 (67) 4 (67) 2{33)
BMI (kr/M2), Cepepe aHaveHRs 2390 2551 26.68 2664 | 2448{3.86) | 270t 2616 2440 | 2841({156) | 25.07
(SD) {2-89) {3,15) {288) {258) {268) (3-10) (2.89) (3 501
(38"[')‘;' (on). Cepamucanasenin | 165 | 17580.7) (1684 (52| 1710 | 166963 | 1685 |83me)| 105 | 1mas@7 | 17s2

87) (86) (102) (62) (74)

|Maca vina (kr), Cepenre 3navennn | 65,9(8,8) | 786(7.8) [759(108) 779 304(7.9) (765(86) (81,7 (126} 714 864(4,1) | 7482
(SD) {(10,0) | {124 {5.8)
ETHIYHA NpHHANEXHICTL, 1 (%)

lcnancskoro Wi 3(50) 0 A1) | 107 | 460 | 108 | 263 | 100 | 2@3 | 100
naTUHOBMEPHKAHCEIOTD

OXO)KEHHA:

He icnancbkoro v 3(50) | 6(100) | 12(36) | 5(83) | 4(0) | 78 | 46n) | 503 | <60 | 563
[ratunoamepukancskero

MOXO/DKEHHS:

Paca, n (%) 6 6 14 6 8 8 6 6 6 6
[Adhpo- ) 233) | 204 0 3 | 3(8) | 233) | 107) | 239 | 1¢7)
AMEPAKAHCHROMOIA(PUKAHCEHGIO

OXOHEHHS!

BinowipleaponeRcoaro 6(100) | 4(67) | 12(36) | 6(100) | 7(88) | 5(63) | 467 | 583 | 467 | 7(8)
NOXODKEHHA

20. Pesynsratu edekTHEHOCTI

[HpuBinyansui napamerpu PK GSK 1265744 y nnasmi kposi nicns BBefcHHs BHYTPilIHLOBEHHOT T2
nepopanbHOT 003 HasedeHi B Tabnuui Hwkve. Bemoktysanns GSK 1265744 3 micup iH'ekuiit zeno
MouMHANAcA NPoTrom 4 rofuH, vacy nepiroro Binbopy npeb, nicns seenenns LAP, ockineku y
PKOZHOTO cy('eKTa He crocTepiranocs soAHOro far-yacy. [Ipodini koHuenTpanuii y naasmi kposi y aci
B1ANOB1AANHA TPHBATOMY 3aCTOCYBAHHIO, 3 HU3BKHMH 3HAUCHHsMH Cmax, MPONIOHrOBaHHMH CepeHIMU
BHAYCHHAME tmax Bix 6 10 69 NHIB Ta BHMIPIOBAHHMH KOHUEHTPALiAMY y neaxux cy6'ekTis 1o ~1 poky
micns npuiomy no3u. Kpi Toro, BuakMa Tepminansha dasa t1/2, ska sigoGpaxae etan o6MexeHHs
MBHAKOCTI BCMOKTYBAaHHSA 3 Micus NEMOHYBAHHs, 4 HE eNiMIHALIIT 3 1a3MH, € NOAOBKEHOI0, 3 CepeIHIMH
reOMETPHYHHMH 3HAYEHHAMH B jianasoni Bif 25 no 54 aaiB. Posninene nosysauns LAP - 400 mr (200

mr x 2) B/B Ta B/M, a Takox 800 mr (400 Mr x 2) B/B - ZOCATANO CEPEAHBLOr0 FEOMETPHYHOrO 3HAYCHHA
C648h (4 TiwkHi) Bue 4*PA-1C90.




Pezome BuGpannx papmakoxineTHTHMX napamerpis mrazmMu GSK1265744 uican

IM ra SC npuiiomy ogHopa3oBoi po3u

NikyBaHun

i SC
PK napametp

100 wr | 200 mr | 400 wr (ggg;"zr) (i%%i‘{) 100 r | 200 wr é%%fzr)
n 6 6 14 § 6 6 6 6
AUC(0-648) | 118 | 136 | 200 | 644 | 1497 | 907 | 265 | 366
(wir. ronhur)| (74.9) | (260) | (46.2) | (617) | 79.2) | (367) | @11) | (54.3)
AVC(0-1992) | 320 | 502 | 9533 | 1798 | 3851 | 3294 | 8504 | 1297
neWml) | (754) | (304) | (543) | (506) | (50.8) | (455) | (358) | (61.9)
AUC(0-9 607 | 1068 | 1921 | 2445 | 5651 | 433 | 1005 | 240
(e Wml) | (433) | (374) | (609) | (52.7) | (175 | (102) | 857) | (16.1)
AUC(0-0) | 9205 | 1234 | 26526 | 2687 | 5872 | 6894 | 17065 | 2734
(or-Wml) | (12.3) | (346) | (298) | (530) | (126) | (240) | (26) | 223)
Cmax 02 [ 03 | 07 | 14 | 33 | 02 [ 05 | 09
(waiwn) | (5868) | (289) | (552) | (534) | (r5.1) | 62.1) | wse) | 834)
- 9,00 | 4450 | 69,00 758 5.00

(40- | (270 | (20- | 1300 | (50- | 1650 | (3.0- | 27.00
(Rexs) 83.0) | 170,1) | 213,0) |(4,0-842)| 147,0) |4.0550)] 27.0) |(3.0-83,0)
Cédsh 01 02 | 04 | 11 | 20 | 01 | 04 | 07
(watwn) | (827) | (37.0) | (546) | (493) | 769) | (60.8) | 89.1) | (966)
CLIF 015 | 01 | 016 | 01 | 01 | 014 | 015 | o1
(nfrom) (123) | (346) | (298) | 530) | (125) | (2400 | 28) | (22.3)
172 3337 | 539 | 38,36 | 31,78 | 254 | 5044 | 4275 | 428
aHiR) 668) | (322 | (573) | 618) | 517) | 769) | 53.) | (520)

1 cepenHe reomMeTpiuHe aHaueHHA(CV%)
2 MefliaHa (gianasoH)
n=13; *n=5; Sn=4; 6n=10; 'n=3; 8n=7




Big 100 mMr oo 400 Mr.

PesyneTaTH oKy nponopumﬂocn no3y 3a Mozewno Power nokasans, 1o excnosuuii GSK 1265744 y
1a3Mi KpOBI MICS OAHOPa30BOT {H'eKILT B/B 3pocTany MeHIne, Hi NPONOPLIHHO 1031, B Aiana3oHi 103
Bz 100 Mr o 400 mr. Excniosunii GSK 1265744 y nnasmi kposi 1icis posainenux b/B iH'exuibi (400 mr
ra 800 mr B/B) 3pocTany fetio Ginblue, HibK NPONOPLIHHO 1031, 3a BUHATKOM C648. Excrozmuii
GSK1265744 y ruiasmi kposi mici in'exuii SC 3pocTan nprEIH3HO MPonopiiliHo 1031 B Aianasoni 103

Pestome nponopuiiinocti 1031 oxHopasoBoi nosu npenapary GSK1265744 PK 3
BHKODHCTRHHSIM CTENeHeBol Moeni

. 90% - nosipuwnit
CMocid 3acTocyBaHHA Mapametp Haxun itrepsan
AUC(0-648) 0,696 [0.415,0. 978]
OHopasosa ek M AUC(0-0) 0,814 [0.601,1.03]
C648 0,794 [0 482 1,11]
Cmax 0,722 [0.437,1.01]
AUC(0-648) 1,22 [0,347. 2,08]
6i iexugi IM AUC(0-c0) 1,13 (0,588 1.67]
C648 0,891 [0.105,1. 68]
Cmax 1,26 [0,456 2,06]
AUC(0-648) 1,01 [0.681,1. 34]
sC AUC(0-00) 0,987 [0.820,1. 15]
648 1,11 [0,627.1,59]
Cmax 1,02 [0.586, 1.44]

PesynbTaTi ouiHky nponopifiHOCTI 1031 32 RONOMOrOL BapinuikiHoro aHamisy ANOVA nokasamy, mwo
excnosnuil GSK1265744 y nnasmi kposi nic/is 0AHOPa30BOro B/B BRENEHHA 3POCTANM MEHLUE, HOK
NPONOPUIAHO 1031, Npu 36inbiIeHH] 034 Bia 100 Mr xo 200 mr ta Big 100 Mr go 400 Mr. Excnosuuil
GSK 1265744 y nnasmi kpoei 3pocTasnu GilbLu ik NPONOpILiiHO A03i npu 36inbeHHi qo3u sig 100 Mr
10 800 mr, 3a BuRrATRKOM AUC(0-c0). [IBi in'exniii IM Takox npu3soguny 1o Giisi Hixk nponopiiiitnoro
1o no3u 36utbenHs excriosuilii GSK 1265744 y nnasmi Kpoei, 3a BHHATKOM AUC(O—oo). Excniozuuii
GSK1265744 y nnazmi kpoei nicna ogHopasosoi in'exuii SC spoctanu Gimbin HbK npornopuiiiHe 1o3i 3i
Oinbmennam nosu in 100 mr o 200 mr. Exkcnozuuit GSK 1265744 y nnazmi kposi Tic/s OHOPAzoBOT
iH'exuii SC spoctamu npubiusHo nponopuiiido no3i 3i 36inbIenHAM 034 Bix 100 Mr zo 400 Mr.




Pesrome nponopuiiiHocTi fo3u oanopaszorof xo3u GSK1265744 PK 3a gonomoroio ANOVA

Mnazma CepenHe cnieBigHoWweHHs GLS

GSK1265744 PK  [[90% CI}

Mapamerp

IM IM200 mporwt IM100| IM400 rpoTw IM100 | IM8O0 npotu IM100 | IM400 (200x2) npotv
IM100

AUC(0-00) 1,3410,932,1,93] | 2,88[2,07,4,03] | 6,39[4 44, 9.19] 2,92[2,07,4,13]

AUC(0-648) 1.16[0.690,1. 93] | 2,46[1,59,3,81] | 12,7[7,60, 21,3] 547 3,38, 8,86]

Cmax 1,25[0,7522,06] | 2.58[1.69,3.95] | 12,5[7,55, 20,7] 5,23 [3,27, 8,38]

0648 1,91[0.883,2.57] | 2.93[1,86,4,60) | 12,7745, 21,7] 6,85 [4,16, 11,3]

SC SC200 npotu SC100 SC400 npotu SC100

AUC(0-c0) 248[1.96,3. 14] 3,97 [3,21, 4,91]

AUC(0-648) 2.92(1.90,4. 49] 4,05 [2,64, 6,23]

Cmax 2,58 [1,41,4,72] 4,08 [2,23, 7,46)

C648 2,63[1,33,5,21] 4,64 2,35, 9,19

Pesynbratit ananisy noxasanu, wo excnosuuii GSK 1265744 y mnasmi kposi Gyiu noi6uuMu micas
BHYTPIlHbOBEHHUX iH'ekuilt 400 mry Koropri 3 Ta Koropri 8, ae 3acTocosysanucs pizi kiiHiumi cepii.
Pozninenns 400 mr IM na 2 iH'exuil npussoanso a0 >2-kpaTHoro 36iAbIIEHHS AUC(0-648h), Cmax Ta
C648h GSK 1265744 y nnasmi, a Takox Cmax Ta C648h GSK1265744. Poswennenns nosu He
BrutHBano Ha AUC(0-00) GSK 1265744.

ITincymox 3min dopmyasiuii Ta posmensienHs in'ekuiii 3a napamerpamu PK GSK1265744

PK napametpuy  (CniBBigHowWeHH: cepeqHix 3HaueH b yaaranbHeHUM METOOM HalMEHLINX
nnasmi kBagparis {90 % Cl)
IM 400mr Koropta 3 npotu Koroptu 8 IM 400mr (200x2) npoTu 1M 400Mr
AUC(0-00) 1,10[0,759, 1,58) 1,010,730, 1,41]
AUC(0-648) 0,930{0,599, 1,44} 2,22 [1,53, 3,23] |
Cmax 1,11 [0.666,1. 86) 2,03[1,37, 3,00]
C648 1,04[0,626, 1,74] 2,34 1,60, 3,42

Konuentpauii GSK 1265744 y TkanuHax Gynu Husbkumu. [IpHIyckatous winbHicts 1 r/m, cepenHi
KOHUEHTpaLIl B TKAHHHAX ITHAKK MATKH Ta MiXBH OY/H NPHOIHZHO eKBiBaeHTHI KOHLEHTpaNigM in vitro




PA-ICS0 (0,166r/Mn) nipg yac nesxux BisuTiE.

3peneni nani npo KoHneRTpauii B TKannuax GSKI1265744 3a pizuramu!

'Tvn TKAHKUHK

KoHueHTpauis B TkaHuHi (MKrir) (n=4/Bi3uT)

400 Mr BHYTpIWHLOBEHHO Ge3
posuenneHHs (Koropta 8)

400 Mr BHYTPIlUHEOBEHHO (2 pazyu no 200 mr]
BHYTPIWHLOBEHHO, KOropTa 9)

nnasmi Kposi.

NO - necTabineHa KOHLeHTpaLs, BUMIpRHa AK ke LLO

TuxpeHs 2 TuxaeHb 8 TuxpeHs 4 TwxaeHs 12
leitHuin 0.,81(NQ-0,17) |0,0%(0,06-0,19)| 0.7 (0.07-050) |  0.133 (NQ-0.21)3
BaritanbHuii2 0.121(NQ-0.18) [0.184 (0.09-0.44)| 0.155(NQ-090) | 0.181 (NQ-0.35)
PeKransHui2 NQ(NQ-0.10) | NQ(NQ-0.05) | 0.079 (NQ-0.20) | 0.063 (NQ-0.08)
! mepjana (gianasoH)
2n=8 apaakie
3n=3 3pa3ku

CepenHe criBBIAHOLIEHHA TKAHHH IIKIKKM MATKHM Ta NIXBH 710 MJ1A3MH KPOBI 111 Yac Bi3UTIB KOMUBANOCH
eia 0,16 no 0,28. Cepenye criiBBiTHOMEHHS TKAHHH MPAMOT KMIUKHM 0 [1a3MH CTAHOBHNO <0,08.
UTiHiHna perpecis Mokasaa XOpoLLy KOPENsUito Mixk KOHLEHTPALIAMM B TKAHHHAX LMty MTKH Ta

Peslome cnippinHomennsa Txannna: naasma GSK1265744 3a Tunamu Teapnnl

ﬂOU Mr BHYTPILIHbOBEHHO O3

00mr 114 gpobnedHs (2 pazu no 200mr IM,

pos3LuenreHHs (koropra 8) Koropra 9)
ILlefHuiA2 020 {0.0-0.40) 0.16(0.0-0.4)
BariHanbHui#3 0,28 (0,0-0,7) 0,19 (0,0-0,7)
PexransHui3 -0,00(0,0-0,1) 0,08 (0,0-0,2)

! mefiigHa (fianasoH)

In=24

n=8 repospinenux; n=7 pogineHmx




21. PeayneTaTty 6e3meku

[Io6iHi peaxuii Ta cepitosui mobiuni seuwa (CTLT) 36Gupany ein nodarky IP i o 3aBepuiaibHOro BisUTy
11 ciocTepexeHta 3a nauientom. KpiM roro, CILA, ki 6ynu ouiHeni sk nos'a3aHi 3 yyacTio B
MOCIIUKEHHI, 30MPANHCs 3 MOMEHTY OTPHMAHHS 3TOIH HA YYaCTh Y NOCTiLKEHH 10 GYIb-AKOro
MOAANBLIOro KOHTaKTy BriouHo. Hauacriwi ITP, npo ski noBIMOMIAA0CA B LIOMY AOCIII3KEHHI,
HaBe/IEH] HIDKYeE.

Haituacriwi ' L . GSK1265744 LAP
(>2 cy6'ekTH B R ' IM ' ' o SC
KOXHIH rpyni
ﬂggﬂﬁl’“::;fgu o | 100mr | 200 wr | 400 nr | 800 wr (‘Q‘gg‘;"zr) Pbo | 100 wr | 200 mr (‘2‘88:‘("5) Pbo
thoHi Tepanii
Bubipka ans ouinkis | 6 6 14 6 8 8 6 6 6 6
Besnexu, N
5(83) | 5(83) | 12 | 5(83) | 6(75) | 5(63) | 5(83) | 6(100) | 6(100) | 5(83)
BYIb-AKE n (%) (86)
Bink y micuj 3(50) [ 5(83) | 9(64) | 5(83) | 5(63) | 2(25) | 3(50) | 6(100) | 5(83) | 2(33)
BBEIEHHS
BY30R Ha Micy 1(17) 0 321 11017y | 1(13) 0 3(50) | 5(83) | 6(100) 0
BBEAEHHS
Eputemay micui | 2(33) 0 2(14) [ 1(17) 0 0 233) | 5(83) | 4(67) } 1(17)
BBEAEHHA
[onoBHWiA Bink 1017) | 2(33) [ 4(29) 1 1(17) [ 4(50) | 3(38) | 3(50) | 5(83) 0 1{17)
Kawerb 2(33) { 1(17) 0 0 0 2(25) 0 0 1(17) | 2(33)
Binb y cnuki 0 0 3(21) [ 1(17) 0 0 1(17) 0 0 0
Hyzgota 0 0 2(14) 0 2{25) ] 1(17) 0 0 0
Opocthapurreansumii | 0 0 17y [1(17) 0 1(13} 0 0 0 2(33)
Oinb
BnioBaHHs 0 0 2(14) 0 113) [ 1(13) [ 1{(17) 0 0 0
YxaHHs 0 0 1(7) 0 0 0 0 0 2(33) (1017
Binb 0 0 2(14) 0 0 1(13) 0 0 0 0
Eputema 0 0 0 0 1{13) 0 0 2(33) 0
PuHopes 0 0 0 0 0 0 0 0 2(33) | 1017
Kpeatundocdhokinasa 2(33) 0 0 0 0 0 0 0 0 0
KpOBi nigsuLLieHa

[22. BUCHOBOK (3aKTHOMEHHST)

* GSKI1265744 nobpe nepeHocuses y BUrIsLAl ogqHopaszorol iH'exuii 100, 200 i 400 mr 8/M a6o 100 i

200 mr SC, a Takox y BUrNALi po3ainbHOI iH'exiii 800 mMr sHyTpimnbom's30s0 i 400 mr SC. He Gyno




3apeecTpOBaHO JieTabHUX BUnaakis, HA, nop’s3anux i3 sikapcbkum 3acobom abo Bunajakis
AOCTPOKOBOI'O 3aBEPLICHHS Y4acTi Y JocaimkeHHi yepes Hi. Haituacrituumu wein'ekuiiiaumu TTP
Oy ronosuui 6ink, Hy10Ta Ta 6ink y crimni. ['panyiiosani 1aGopaTopHi BiIXHIEHHS Oyu
HEYACTHMH, TPH LBOMY He OYJI0 BUABJIEHO KOAHMX 1ab0paTOPHUX TeHICHLH NOPIBHAHO 3 miaie6o.
KniHiuHO 3HAaUYINHX TeHAEHUIH y )KUTTEBO BAXUTHBHX MokasHukax a60 EKT™ e cnocrepiraiocs. [P,
noe's3ani 3 in'exuismu IM ta SC, Gynu gerkumu, HaiyacTilie BUHUKAB 6ilb y Micui 1H'eKuil, aKuii
CYNpPOBOIKYBABCS €PUTEMOIO T YTBOPEHHAM BY3JIHKIB.

Beenenns npenapaty GSK1265744 uepes LAP npusomuno o TPHUBAIIMX HU3bKWX KOHLIEHTpALIH y
nnasMi KpoBi y 310poBHX cy6'ekTiB npoTsarom ~1 poky y neskux cy6'ekris.

GSK 1265744 puaumuii KiHueBHit mepiol HaniBBUBEIEHHS Mic/is 3acTocyBaHHs LAP cTaHOBUB Bij
25 1o 54 pis, wo Bigobpaskae WBHAKICTb, 1Ka 0GMEKYE BCMOKTYBAHHS, @ He KiHLeBY (a3y
entiMinauii t1/2 ~ 40 roauH, ska crnocTepiracThes Mic/s nepopansHOro 3aCTOCYBAHHA.

Po3pineni in'ekuii 3611b1IyBaNU WBMAKICTD, ale He CTYTiHb BCMOKTYBAHHS, i 10CATANN CepeIHbOro
reomeTpuyHoro sHaderHs C648h (4 twxni) Buie 4*PA-1C90 (0,664ur/mn) B aianazoni
KOHUCHTPALLIM, SIKi BUK/IHKAIH TPOTHBIPYCHY BIAMOBIAL MIC/Is NEPOPATBHOIO 33CTOCYBAHHA y
cy0'ektiB, iHikoBaHHX Bipycom iMmyHoaediuuTy moaunu (BLT). Lle Takok A03BOIHTH 3aCTOCYBATH
CTPATETio 3aBaHTaXKEHHS JI03H [PH NOBTOPHOMY BBeJieHH] LAP.

KonuenTpauii B TkanuHax 6y/M HU3LKHMHM 3 CEPeIHIM CMIBBIIHOLIEHHAM TKAHMHA: M123Ma B MEKAX
16-28% y uepeikanbHo-BarinanbHiii TkaHUHI Ta <8% y TKAHMHI NPAMOT KHILKH ricas BeeaenHs 400
Mr GSK 1265744 sHyTpitHboM's3080. OCKiibKH L 1032 focsarana cyGTepaneBTHIHIX
KOHLIEHTPALIIH y M1a3Mi, BUXOAAUH 3 HASBHHX MEPOpaTbHUX JaHHX, BHI 1034 LAP noBMHHI
3a0esne4yBaTH BHILI KOHLEHTPALT y TKAHHHAX, WO MOKe BYTH OLIHEHO Y npodIaKTHUHHX
nocaimxennsx GSK1265744.

3asBHUK (B/IACHHK PEECTPALIHHOIO MOCBiAYEHHS)

(miamue)

Kapen ['pefitokep (Karen Grainger)
Biue-npesunent, KepisHuK Bi1ainy HOpMaTHBHO-NPABOBOTO pery/iOBaHHS
BiiB Xenckep (ViiV Healthcare)
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Clinieal Trial Report - 16
Study ID- LAI115428

1. Name of medicinal product (registration certificate Ne, if
available )

IAPRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality control, Batch

- |release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, DI.12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

1) type of medicinal product, which has been or will be
registered

Medical product with complete dossier (stand-alone dossier), other medicinal product, new
active substance

5. Title of clinical trial, code number of clinical trial

A Randomized, Open Label Study to Investigate the Safety, Tolerability and Pharmacokinetics
of Repeat Dose Administration of Long Acting GSK1265744 and Long-Acting TMC278
[ntramuscular and Subcantenous Injections in Healthy Adult Subjects

Study LAI115428
6. Phase of clinical trial Phase 1
7. Period of clinical trial from [10May2012] — [27November2013]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects planned: 40
actual: 32
10. Main purpose and secondary objectives of CT Primary:

* To investigate the safety, tolerability, and pharmacokinetics (PK) of GSK1265744 LA
(744 1.A) following each intramuscular or subcutaneous dose in healthy subjects.




o To investigate the safety, tolerability, and PKs of TMC278 LA intramuscular doses when
given in combination with 744 LA intramuscular doses in healthy subjects.

Secondary:
e To investigate the safety, tolerability, and PKs of oral GSK.1265744 (744) in healthy
subjects.

o To examine dose proportionality of 744 LA PK parameters following each intramuscular
dose administration.

e To examine relative exposure of 744 LA PK parameters following intramuscular dose
administration vs subcutaneous at 200 mg 744 LA alone

e To explore concentration-effect relationships for various safety parameters, if
appropriate.

e Comparison of TMC278 LA PK parameters across 744 LA Cohorts.

11. Clinical trial design

This was a Phase 1, randomized, open-label study to investigate the safety, tolerability and PKs
of repeat dose administration of long-acting 744 LA intramuscular (IM) and subcutaneous (SC)
injections in healthy adult subjects. Subjects were randomized to three once-monthly IM or SC
dosing cohorts or to a single once-quarterly IM dosing cohort. Subjects in the once-monthly
dosing cohorts received either 744 LA alone for 3 months (cohort 1) or 744 LA alone for 2
months and then in combination with TMC278 LA for an additional 2 months (cohort 2 and 3).
Subjects in the once-quarterly dosing cohort received 2 doses of 744 LA alone (cohort 4). This
study consisted of a screening visit, an oral 744 run-in period, a treatment period and follow-up
evaluations for 52 wecks following the final injection.

12. Main inclusion criteria

Male or female between 18 and 64 years of age inclusive, at the time of signing the informed
consent and with a body weight >50 kg for men and >45 kg for women and body mass index
(BMI) within the range 18.5-31.0 kg/m? (inclusive) were included in the study.




13. Investigational medicinal product, mode of
administration and strength

Drug DozeForm/Route Frequency/Duration Batch Humber
a4 30 mg/TableCral Onee Daly 121356400
Té4 18 200mg/miInjectable Monthly/Quarterly 111279643
suspensioniM'SC 111301333
121354338
TMC278 I0mg/ml! Injecizble Mondhly 12236930%
suspension/IM (Suppliers Lot
11108/G00)
A description of each regimen was provided in the table below:
- Monthly Dosing:
Lead-in
Cohort Day-21 to -8 Wonth 1 NMonth 2 Month 3 Month 4
i T44 LA 44 LA 200mgq SC 744 1A 200mg SC
200mg SG
744 LA 800mg 744 LA 200mg IM
Oral 744 A LA 744 LA 200mg I
2 | somgqoan | DHXA0OME | oppmgyyy | 2 TMCZPBLAT200MIIM | | 1340078 LA 300mg M
% 14 days split LD) SpEtLD
5 T441LA Tf}kg;%ﬂg 1';:]0 4 | 744 LA 400mg s
400mg 1M ;pt LD,' mg + TMC278 LA 600mg 1M

1. TMC278 LA 1200mg loading dose was split info 2 X 600my doses. One 800mg dose given with the 744 LA dose
and {he second one rour after the fret dose.

Quarterly Dosing:
Lead-in Period
Cohort Day 21108 Quarter 1 and 2
4 Oral 744 30mg q24h X 14 days 744 LA 800mg IM {2X400mg splif)

14. Reference product, dose, mode of administration and
strength :

TMC278, see Table above in ftem #13

15. Concomitant therapy

Permitted medications: Concomitant medications (prescription and non-prescription) were
administered only as medically necessary during the study (except for prohibited medications




described in Protocol Section 9.2). All concomitant medications, blood products, and vaccines
taken during the study were recorded in the eCRF with dates of administration.

Oral formulations of 744 were administered 4 hours before or 6 hours after taking antacid
products containing divalent cations (e.g., aluminium and magnesium), and 4 hours before or
12 hours after H2-antagonists. Concurrent administration of multivitamins with oral 744 was
acceptable.

Oral or topical hormonal contraceptives were acceptable if the subject agreed to use a double
barrier method along with the hormonal contraceptive, condom and occlusive cap (diaphragm or
cervical/vault caps) plus spermicidal agent (foam/gel/film/cream/suppository). Injectable
contraceptives were not permitted.

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PK study.
Primary:

o 744 LA PK parameters following single and repeat dose intramuscular or subcutaneous
administration: area under the plasma concentration time curve over the dosing interval
(AUC(0-1)), maximum observed concentration (Cmax), time to maximum observed
concentration (tmax), concentration at the end of the dosing interval (Cr).

e 744 PK parameters following repeat dose oral administration: area under the plasma
concentration time curve over the dosing interval (AUC(0-7)), maximum observed
concentration (Cmax), time to maximum observed concentration (tmax), concentration at
the end of the dosing interval (Cr).

o TMC278 LA PK parameters following single and repeat dose intramuscular
administration: area under the plasma concentration time curve over the dosing interval
(AUC(0-1)), maximum observed concentration (Cmax), time to maximum observed
concentration (tmax), concentration at the end of the dosing interval (Cr).

Secondary

s 744 LA and TMC278 LA PK parameters: apparent clearance (CL/FL4) following single
and repeat dose administration.

o 744 LA AUC(0-1), Cmax, and Cz following each dose administration at different doses




for the assessment of dose proportionality and relative exposure

e Apparent terminal phase half-life for LA administration (t'z), lambda z as a measure of
absorption rate constant (Az) if data allow.

e TMC278 LA AUC(0-1), Cmax, and Ct in cohort 2 and 3.

17. Criteria for evaluation safety

Primary

e 744 LA safety and tolerability parameters including adverse events (AEs), clinical
laboratory, ECGs, and vital sign assessments.

e TMC278 LA safety and tolerability parameters including AEs, clinical laboratory, ECGs,
and vital sign assessments.

Safety

e 744 oral safety and tolerability parameters including AEs, clinical laboratory, ECGs, and
vital sign assessments.

18. Statistical methods

The primary objectives of this study were to investigate the safety, tolerability, and PKs of repeat
doses of 744 LA or in combination for TMC278 LA. No formal statistical hypotheses was to be
tested. Where appropriate, an estimation approach was taken, and point estimates and
confidence intervals (CI) were constructed.

Plasma GSK1265744 and TMC278 concentration-time data were analyzed by
non-compartmental methods with WinNonlin 5.2 or higher. From the plasma concentration-time
data, the following PK parameters following repeat dose intramuscular or subcutaneous
administration were estimated for each dose in the monthly or quarterly regimen: area under the
plasma concentration time curve from time zero to the end of the dosing interval (AUC(0-1)),
maximum observed concentration (Cmax), time to maximum observed concentration (tmax),
concentration at the end of the dosing interval (Cr), and apparent clearance after extravascular
administration (CL/F). Other parameters including the apparent terminal phase elimination rate
constant (Az) and apparent terminal phase half-life (11/2) were determined. PK data were
presented in graphical and/or tabular form and summarized descriptively.




rl:(;eDZE:c;graphlc indices of studied population (sex, age, Demographics Oral feaddin Cahort 1 Cohort? | Cahort3 Cohortd.
T period (N=47} | (n=10) (n=18) {n=10) {n=10)
Age in Years, Mzan (SDh 38.6 (13.85) 30.6 3Be 430 424
{12.56} (13.74) (14.02} {15.79)
Sex, n %
Femsle: 17 (36} 4{40) 4 [AT) 4 (40 A (140}
Male: 30 (64} E {60 G {60 & (60} § 60}
BMI (kg/m2), Mean (SE) 2613 2811 2441 76.84 25,26
{2.86) {2.65) (3.03) (247} [2.23)
Height {crmy, Mean (SD) 1738 1758 174.3 1716 1723
{8.58) (6.41) (874 (9.256) {9.44)
Weight {koj), Mean (S0} 72.18 87.19 74,48 7902 TR0V
{11.84) (11.89) (13.65) (9.48) (9.74}
Ethnicity, n (%6} :
Hispanic or Latino: 45 0 1 {10} 2 (2D} 0
Nat Hispanic or Lating: 43 (&1} 10{100) a{50 8 (8D) 10 (100
Race, n (%)
African Ametican/African 10(21) 3 {30} 1 {30) 1{10} 330
Heritage
Asian — East Asian Heritage 1{2] 1] 1] ] 100
Whita — 35 (74 T {70 g {90 o (&) 5 (50}
White/Caucasian/Euecpean
Herifage
Mixed Race 1(2) 1] 0 i] 1 {10}

20. PK results

[ndividual plasma 744 PK parameters following oral, IM, and SC dose administration are listed
and are summarized by treatment. Selected PK parameters summarized by treatment are also
presented in the table below. Given the relatively short 28-day dosing interval for monthly
dosing cohorts (Cohorts 1 to 3) relative to apparent half-Jife estimates, data were insufficient to
report 744 LA Az and apparent t1/2 for any subjects following the 800 mg IM loading dose and
all but one subject following Dose 2 or 3. These parameters were reportable more frequently
following Dose 4 of the monthly regimens, where PK sampling was continued beyond the 28-
day dosing interval, and following both doses of the 800 mg IM quarterly regimen (Cohort 4).

Summary of Plasma 744 LA PK Parameters Following Repeat Oral, IM and SC Dose Administration?




Treatment n AUC(0-7) CLIF Cmax Ct Az 12 tmax?
reatmen (ghiml) | 1y | (gml) | pgiml) (iday) | O (day)

744 30mgoral | 43 | 147 (27) 0.20 (27) | 8.30(26) 4.87 (30) ND ND 2.00 (1.0-8.0)

QD Lead-in .

7441A800mg |30 | 1178(83) 0.423 (46) | 2.50 (80) 1.76 (47) ND ND 13.00 (6.0-

IM LD Overall 28.0)

Cohorts 1-3

Cohort 1

800mg IM LD 10 | 1051 (57) 0.354(63) | 2.1 (76) 1.72 (51) WD ND 20.00 (6.0-
28.0)

200mgSCD2 | 10 | 1304 (27) 0.135(16) | 2.22 (30) 1.90 (25) ND ND 16.50 (6.0-
28.0)

200mgSCD3 |10 | 1315(19) 0.158 (16) | 2.21 (20) 1.77 (16) ND ND 6.00 (0.0-
20.0)

200mgSCD4 | 10 | 1244 (23) 016 (24) | 2.11({21) 1.66 (31) 0.017(42) | 46.67 (11) | 6.00 (2.0-
13.0)

200mgSC 30 | 1287 (23) 0.158 (21) | 2.18(23) 1.77 (24) 0.017 (42) | 46.67(11) | 6.00 (0.0-

Overall 28.0)

Cohort 2

800mg IMLD | 10 | 1244(77) 0.387 (25) | 2.70(99) 1.78 (54) ND ND 13.00 {6.0-
28.0)

200mgIMD2 |9 1348 (39) 0.13?(29) | 2.68 (45) 1.71 (25) 0.031 21.81 6.00 (2.0-
28.0)

200mg IM + 9 1365 {17) 0.151 2.53 (20) 1.64 (36) ND ND 6.00 (2.0

TMC1200mg (16) 28.0)

IM LD

200mg IM + 9 1242 (39) 016 (39) | 2.15(31) 1.61 (64) 0.0212 46.612 6.00(2.0-

TMCS00mg M (30) (26) 27.0)

Cohort 3

800mg IM LD 10 | 1252 (61) 0.489(57) | 2.74 (72) 1.78 (41) ND ND 6.00 (6.0-
28.0)

400mgIMD2 |10 | 2010(31) [0.16%(12) [379(40) |[260(24) |ND ND 6.01 (2.0-

28.0)




400mg IM + 10 | 2182(28) 0.195(32) | 4.03 (40) 2.89(28) ND ND 6.00 (2.0-
TMC1200mg 28.0)
IMLD
400mg 1M + 10 | 2473 (26) 0.16(26) | 441(31) 3.27 (27) 0.02° (30) | 30.5°(37) | 6.00(2.0-
TMCB00mg M 13.1)
Cohort 4
800mg IM Q1 10 | 2017 (53) 0.278 (61) | 2.70(99) 0.74 (97) 0.0312 23.91 16.50 (2.0-
(39) {40) 83.0)
800mgIMQ2 |9 4468 (52) 0.18(53) | 3.31(59) 1.10(140) | 0.027(77) | 26.87(62) | 15.00(6.0-
42.0)
800mg IMQ1, | 19 | 3570(57) 0.211 2.97 (79) 0.89(116) | 0.03% 2491 15.00 {2.0-
Q2 Overall (59) (55) {47) 83.0)

ND = none determined

1 geometric mean (CV%)

2 median (range)

3n:12; 4n:2; 5n=3; 5n:7; 7n:4; Bn:20; 9n:6; 10n=1 0, 11n:1; 12n:5; 13n:16; 14n=9

[ndividual plasma TMC278 PK parameters following IM administration are listed and are
summarized by treatment. Selected PK parameters summarized by treatment are also presented
in the table below. Similar to 744, data were insufficient to report TMC278 Az and t1/2 for most
subjects following the 1200 mg IM loading dose (TMC278 Dose 1). These parameters were
reportable more frequently following TMC278 Dose 2 of the monthly regimens where PK
sampling continued beyond the 28-day dosing interval.

Summary of Plasma TMC278 PK Parameters Following Repeat IM Dose Administration !

Treatment n AUC(0-1) CLUF Cmax Ct Az t1/2 tmax2
(ng.himL) (LIAr) {ngfmL) {ngimL) {(1/day) {day) {day)

Cohort 2

GSK744 LA 9 52762 (51) | 25.93(50) | 109 (53) 61.6 (64) 0.05¢ 13.94(11) | 6.00(1.8-

200mg M + 20.0)

TMC1200mg

IMLD

GSK744 LA 9 74420 (35) | 12.1(35) | 16B{37) 79.1 (44) 0.025 36.05(21) | 6.00{2.0-

200mg M + 13.0)




TMC900mg IM |

Cohort 3

GSK744 LA
400mg IM +
TMC1200mg
IMLD

10

52703 (29)

22.3% (31)

108 (30)

64.0 (34)

ND

ND

6.00 (2.0-
28.0)

GSK744 LA
400mg IM +
TMC600rmg IM

10

63656 (34)

9.43 (34)

126 (32)

78.9 (39)

0.025 (29)

41.95 (20)

9.50 (2.0-
27.0)

ND = none determined

' geometric mean (CV%)
2 median (range)

In=7; 4n=2; 5n=5; 5n=6

21. Safety results

All subjects in the 4 cohorts (Cohort 1, 2, 3 and 4) with LA injections had at least one AE and
the most frequent AEs were injection site reactions (ISR) in all cohorts. All AEs by treatment
with 744 alone and all AEs by treatment with 744 LA and with TMC278 LA were summarised.




Summary of All AEs by Cohort (SOC Class)
Numbes of Subjects with AE n{%) Cohort 1 Cohort2 | Cohort3 Cohort4
{SOC Class) (n=10) {n=10) (n=10) (n=10)
Number of Subjects with any AE (SOC Class) 10(100) | 10(100) 10 {100) 10 {100}
General disorders and administration stbe conditions 10 (100} 10 (100) 10{100) 8 (80)
Infections and infestations 4 {40) 5{50). 6(80) 4 {40)
Nervous system disonders 4 {40) 5{50) 5(50) 2(20)
Musculoskeletal and connecive tissue disorders 2{20) 5 (50 2(20) B (60)
Injury, poisoning and procedural complicafions 4 (40) 1 {10) 3(30) 3(30)
Gastrointestinal disorders 1{10) 2 (20) 3(30) 5{50)
Respiratory, thoracic and mediastinal disordars 2 (200 1{10) 2120 4 {40)
Skin and subcutansous tissue disorders 1{10) 0 5(50) 2 {20)
Reproductive system and breast disorders 0 2{20) 0 2(20)
Investigations 0 0 3 [30) ]
Renal and urinary disorders ] 0 2 {20} 0
Meatabofism and nutrition disorders 0 0 2{20y 0
Psychiatric disorders 2 (20) 0 0 0
Ear and labyrinth disorders 1(10) 0 0 0
Vascular disorders 0 1(10} D 0
Cohort 1= Oral 744 30mg g24h X 14 days, 744 LA 800mg IM (2X400mg split LD) (Month 1), 744LA 200mg SC (dne
dose each month 2, 3and 4).

Cohort 2= Cral 744 30mg q24h X 14 days, 744 LA B00mg IM (2X400mg split LD} (Month 1}, 744 LA 200mg IM (Month
2) 744 LA 200mg IM + TMC278 LA 1200mg 1M spiit LD (Month 3), 744 LA 200mg IM + TMC278 LA 900mg IM
{Month 3). '

Cohart 3= Oral 744 30myg q24h X 14 days, 744 LA 800mg IM (2X400mg split LD) (Month 1), 744 LA 400mg IM {Month
2), 744 LA 4 400mg IM + TMC278 LA 1200mg IM split LD (Month 3), 744 LA 400mg IM + TMC278 LA 600mg iM
{Month J).

Cohort 4= Oral 744 30mg q24h X 14 days, 744 LA 800mg IM (2X400mg split D) (Quarter 1 and 2).

hnj ection Site Reactions: The most commonly reported injection site reaction afier receipt of
744 LA and IM TMC278 LA was pain, at 71% and 82% incidence, followed by less frequently
observed erythema, warmth and nodules. The top 3 injection site reactions for SC 744 LA were
injection site erythema, pain, and nodule, which occurred at similar rates.

The duration of the top 3 ISR events for 744 IM, 744 SC and TMC278 IM are presented in the
below table. The median duration-values for pain and erythema were generally of shorter
duration lasting <8 days while nodules had longer durations and were present for multiple




months in subjects.

and Injection Location

Summary of Duration (Days) for the Top 3 744 LA and TMC278 LA ISR Events by Treatment

ISR Event 744 LA IM (n=122) 744 LA SC (n=76) TMC278 IM (n=42)
Ijection site pain B (1-32) 6.5 (3-14) 4 (1-10)

Injection site erythema 4 {1-31} 8 {1-33) 5 (5-5)

Injection site nodule 23 (5-71) 64.5 (5-198) 56 (24-65)

Data reported in days as median {fange)

When described by cohort, ISRs were the most commonly observed AEs. The most frequently
described ISR related AE was injection. site pain followed by erythema, warmth, nodule,
induration, pruritus, swelling and discoloration. Cohort 1, where a single 744 LA IM 800 mg
injection was followed by three monthly SC injections of 744 LA, had a higher rate of erythema,
warmth, nodule, induration, and pruritis, relative to Cohort 2, 3, and 4, where only IM doses
were administered. The relative rates of ISR did not differ significantly between Cohorts
receiving IM injections throughout the study (Cohorts 2, 3, and 4).




Most common injection site reactions {> 3 subjects) by cohort

Injection Site Reaction Cohort 1 Cohort 2 Cahort 3 Cohort 4 .
{n=10) (n=10) (n=10) (n=10} |

Any Subject with injection site | 10 (100) 10 (100) 10 {100) 8 (80)

event r{%}

Pain 10 (100) 9 (90) 3 (80) 6 (60)

Erythema 10 (100) 2 (20) 3 (30} 2 (20}

Warmth 8 (80) 1(10) 3(30) 1{10)

Nodule 7 (70) 2 (20) 2 (20} 1{10)

Induration 7 (70) 2 (20} 1 {(10) 1{10)

Pruritis 4 (40) 0 0 0

Swelling 3 (30) 0 1(10) 0

Discoloration 3(30) 0 0 0

Cohort 1= Oral 744 30mg q24h X 14 days, 744 LA 800mg 1M (2X400mg split LD) (Month 1), 744 LA 200mg SC (one
dose each month 2, 3 and 4).

Cohort 2= Oral 744 30mg q24h X 14 days, 744 LA 800mg IM (2X400mg split LD) (Month 1), 744 LA 200mg IM (Month
2) 744 LA 200mg 1M + TMC278 LA 1200mg IM split LD (Month 3), 744 LA 200mg IM + TMC278 LA S00mg (M
(Month 3).

Cohort 3= QOral 744 30mg q24h X 14 days, 744 LA B00mg IM (2X400mg split LD) {Month 1), 744 LA 400mg IM (Month
2), 744 1A 400mg IM + TMC278 LA 1200mg IM split LD (Month 3), 744 LA 400mg IM + TMC278 LA 600mg IM
(Month 3).

Cohort 4= Oral 744 30mg q24h X 14 days, 744 LA 800mg IM (2%400mg split LD) (Quarter 1 and 2).

The summary of ISR AE maximum intensity/grade for 744 LA IM, 744 SC and TMC278 IM at
individual subject level are presented in the table below and all ISR events were of Grade 1 or
Grade 2.

The overall ISR profile did not appear to change or worsen following repeated injections based
on the incidence of ISRs over time.




Summary of incidence, severity of injection site reactions across treatments by event
Cverall Injections T4 LAINM 744 LA SC THMC278 IM
Subjects with injecfions (n) 40 10 19
Total injections {n) 156 30 57
Total ISR events n{% 146 (100} 130(100} 45(100)
Anyarade 1 n (%} | 118 (81} 128 (93} 38 (87)
Any grade 2 n (%) | 28 {19) 2(2) §{13)
Pain 104 (71) 26 (20) 37 (82)
Grade 1| 76 (52) 25 (19) 341 (69}
Grade 2 | 28 {19) 1{=1) 6{13}
Erythema 11 (8) 28 (22) 2(4)
Grade 1| 11{8) 28 (22 2{4)
Crade2| 0 0 0
Noduls 7 (5) 22170 3{A
Grade 1| 7{5) 22{17N 3{7)
Grate 2| O 0 0
Warmith at site 9 (6} 15 (12) 1{2)
Grade 1| 9(6) 15 {12) 1{2)
Grade 2| ¢ 0 0
Induration 5 (3) 17 (13) 1{2)
Grade 1| 5 (3) 17{13) 1(2)
Grade2 | 0 ] 0
_ Data reported in days as median (rangs)
Non-ISR AEs
The summary of drug related non-ISR AEs by maximum intensity/grade are presented in the
table below. Headache (9%) was the non-ISR reaction AE recorded most commonly in the oral
‘ 30 mg 744 treatment group which was of mild in intensity. Headache was seen uncommonly
‘ during the injectable phase of the trial. Other non-ISR AEs are reported infrequently, without a
i clear trend relative to IM or SC dosing.




Summary of Drug Related non-ISR AE by Maximum Intensity/Grade
Oral (n=47) IM (n=40) SC {n=10)
Number of Subjects with AE | Mild | Moderate | Mild Moderate | Mild | Moderate
n (%) Preferred Term
Number of Subjects withany AE | 7{15) | 1(2) 6 (19) 3 (8) 1(10) |0
Headache 409) 11(2 113} 13) 1{10y |0
Abdominal pain 12y |0 1(3) 0 1(10) [0
Alanine aminotransferase 0 0 1(3) 0 0 ] |
increased |
Arthralgia 0 0 1(3) 0 {0 0 |
Dizziness i2) |0 0 0 0 0
Erecfile dysfunchion 0 0 0 1(3) 0 0
Hatulence i(2) 0 0 0 ) 0
Increased appelfite i2) |0 0 0 0 0
Micturifion urgency 0 0 1(3) 0 0 0
Qedema petipheral 0 0 1{3) 0 0 0
Pain 0 0 1(3) 0 0 \
Pain in exiremity 0 0 1(3) 0 0 0
Pharyngitis 0 0 0 1(3) 0 0
Pruritus 0 0 1(3) 0 0 0
Rash 0 0 1 (3) 0 0 0
Rhinorrhoea 0 0 1(3) 0 0 0
22. Conclusion (summary) e 744 LA was generally well tolerated when administered alone or with TMC278 LA.

ISRs were common but generally mild in severity with no Grade 3 or 4 ISRs and no
subject withdrew from the study due to an ISR. Pain at the injection site was most
commonly reported along with erythema but both were of short duration (median

<8 days). The incidence of nodules was higher in those receiving subcutaneous 744 LA
than in subjects with intramuscular injections.

e There were few drug-related AEs that were not associated with ISRs.

e A 744 LA loading dose of 800 mg IM followed by monthly injections of 200 mg IM or




400 mg IM provided plasma 744 concentrations at the end of the dosing interval that
exceed the protein binding-adjusted IC90 by at least 4-fold.

» The concentrations at the end of the dosing interval for the 744 LA 400 mg dose were
approximately 1.5 times higher than the 744 LA 200 mg IM dose.

e The PKs of 744 LA were similar between subcutaneous and intramuscular doses of
200 mg.

e Variability in this study was low to moderate with the LA form of 744 and similar to that
with the oral dose.

e Both doses of TMC278 LA provided similar mean plasma concentrations at the end of
the second dosing interval and comparable exposures to those achieved with 25 mg qd
oral dosing of TMC278 (Phase 3).

Applicant (registration certificate holder) | C“AI\\

(signature) —

Karen Grainger

VP, Head of Regulatory Affairs
VitV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }




3siT npo Kjiniuwe Bunpodysanus - 16
Kona nocaigxenus - LAI115428

1. Hazpa nixapcbkoro 3aco0y (3a HasIBHOCTI - HOMED
PEECTPaliHHOro NOCBIAUEHHA)

AITPETIOJI, cycnensis aas in'exuiit nponoHrosasnoi aii, 200 Mr/mn

2. 3agaBHUK

BiiB Xenckep FOK Jlimiten

3. BupobHuk

roToBoO
["1axco
Operati

benkris

BupoGHENTBO Hepo3(acoBAHOro NPOAYKTY, NEPBHHIE TA BTOPHHHE NAKYBAHHS, KOHTPO.Ib SIKOCTI

Xapmip Poya, Bapuapna Kacta, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT, Benuxa Bpuranis

Crepnuniszanis (ramma-onpominennst A®I ta rorosoro npoaykry)

Crepirenike Benbris (®asopyc) CA (Corepa Xenc Kamnani) / Sterigenics Belgium (Fleurus) SA (A
Sotera Health Company)

3oHiHr [HnacTpiens, Asenio ae n°Ecnepanc, dnbopye, 6220 / Zoning Industriel, Avenue de I’Espérance
Fleurus, 6220

ro DPOAYKTY, BHIYCK cepii
Onepeitmnc FOK Jlimiten, mo eae fisnbHicrs 1k Inakco Bennkom Onepetiurie / Glaxo
ons UK Ltd (trading as Glaxo Wellcome Operations)

4. [poBeneni aocninxeHHs:

v Tak

Hi, AKIIO Hi, 06rpyHTYyiiTE

1) THN NikapebKOro 3acody, 3a SKHM poBoaunacs ato
TIaHYETBCA peecTpailis

Jlikapcbkuid 3aci6 3a noBHUM JI0CkE (ABTOHOMHE 0CHE), (LM NikapcbkHii 3aci6, HOBa Aliloua peyoBUHa.

5. IloBHa Ha3Ba KNiHIYHOrO BUMIPOOYBaHHS, KOJ0BAHHI HOMEp
KJIIHIYHOTO BHIIPODYBaHHA

PaHgoMm

[Hocmimxenua LAI1[5428

130BaHCE, BiIKPHTE NOCTIIKEHHS 3 BUBUCHHS GE3MeKH, IEPeHOCHMOCTI Ta (hapMaKOKIHETHKH

6. Dasa KNiHIYHOro BUMpobyBaHHA Qdaza |
7. Iepion KAIHIYHOTO BUNpOGyBaHHs 3 [10 TpasHa 2012] - [27 nuctonana 2013]
8. Kpaitu, B SKHX MPOBOAHNOCH KJIiHIYHE BUNPo6yBaHHS CLIA

9. KinsKicTh JOCHimHyBaHUX

lannaHoBano: 40
daxTH4HA KiNBKicTh CY6'eKTiB mocnimxerHs: 32

10. MeTa Ta BTOpHHHI UiNi KNiHIYHOrO BHNpObyBaHHs

[TepBurHi:

Hocsinuty Gesnexy, nepesocumicTs Ta papmaxoxineruky ( PK) GSK 1265744 LA (744 LA)
MicssA KOXKHOT BHYTPILUHBOM'930BOT 200 NMiAWIKIPHOT 103K Y 300POBHX CY6'€KTIB.




o Jocnigutu 6ezneky, nepeHocumicrs Ta PK BryTpitHboM'sz0erx 103 TMC278 LA y xoM6inauil
3 BHYTPIUIHBOM'A30BHMH 03aMH 744 LA y 310poBHX H06POBOABLIIB.

Bropuumui:

» Jlocniguru Ge3nexy, nepesocumictb Ta PK nepopanstoro npenapaty GSK1265744 (744) y
310pOBUX NOOPOBONBLLE.

e Jlocniauti g030RY MponopuiiticTe napamerpis PK 744 LA nicis KoxHOTO
BHYTPiLIHLOM'SI30BOr0 BBEIEHHS O3H.

e JlocniauTu BiTHOCHY excnosuuio napamerpis PK 744 LA nicas BHyTpiluHLOM'S30BOrO BBEIEHHS
J03H1 NOPIBHAHO 3 MiALIKIpHKUM BBeaeHHAM 200 mr 744 LA

* Jlocniouty 3anexHicTh «kOHUEHTpauis-edex™ s pisHUX napaMeTpie Gesneky, AKILO Le
JNOpeUHO.

¢ 3icrasnenHs napametpis TMC278 LA PK y 744 koroprax LA.

11. Muzaiiv iiniuHoro BUnpobysants

[le 6yno pannomizosane, BiikpHTe, BiakpuTe aocnimkeHHs | Gasu 1is BUBUEHHA Ge3neku,
nepenocumocti Ta PK noeTopHux 103 BHY Tpilssom'azoux (IM) ta nimnkipuux (SC) in'exuiii 744 LA
MPONIOHTOBAHOT [ii y 300poBrx popocnux podposonsuis. CyG'extu 6ynH paHaOMI30BaHI B TPH TPYTH,
siki oTprmyBanu IM 260 SC onun pas Ha micaub, abo B ofiHy rpyry, Sxa oTpuMysana IM onun pas Ha
kBapTan. Cy6'ekTd B rpynax 3 A03yBaHHSM pas Ha MicAUb OTpumyBanu abo Tinbku 744 LA npotsarom 3
Micauis (xoropta [), ao Tinbku 744 LA npotsarom 2 micsuis, a notiM y kom6inauii 3 TMC278 LA
MpOTArOM AONATKOBHX 2 Micauis (koropTH 2 i 3). Cy0'ekTH B KOropTi 3 103YBaHHAM OOMH pa3 Ha
KB2pTan OTPHMYBANK 2 N03H TiNbku 744 LA (koropra 4). lle nocnimxkenns cknananocs 31
CKPMHIHTOBOTO Bi3MTY, NepopanbHoro 744 nepiony anpoBauil, nepiony JiKyBaHHS Ta MOJANBLIKX OLIHOK
MPOTATOM 52 TIMHIB THCIA OCTAHHBOT 1H EKLIT.

12. OcHOBHI KpuTepIl BIUTIOHEHHS

Y nocnifuxeHHs BKITIOYANHK HONIOBIKIB Ta XIHOK Bikom Bin 18 10 64 pokis BIUTFOYHO Ha MOMEHT
nignucaHus indopMoBaHoT 3roH, 3 Macoro Tina*50 Kr ans YonoBikie Ta*45 kr /14 XIHOK Ta iHAEKCOM
MacH Tina ( BMI) B Mexxax 18,5-31,0 kr/mM2 (Briiouno).




13. Jocnimxysaunii jiikapeekui 3acib, cnoci6 sactocysans,
CHUIA il

Nikapcukun 3aci6 [[osa/dopmalcnoci6 Yacrora/Tpusanictb Homep cepil
3aCTOCYBaHHS
744 30 mr/TabreTku/nepopansHo 0aKH pas Ha aeHb 121356400
744 LA 200mr/mn/cycnenaia ana [Womicaysiuokesaprany 111279643
iH'euiiA/IM/SC 111301938
121354338
T™MC278 300 mr/mr/ Cycnensis gns [Lomicaus 122366909
iH'ekLinAM ( Homep naprii
nocTadansHuKa:
11106/G001)

MMomicauua gosa:

OnHe KOXHOrO pexHUMy HABEASHO B TAONHIL HIbKYE:

Koropta }125 :?1?:?05-8 Micsayb 1 Micsue 2 Micsaue 3 Micayn 4
1 oo Ao [44LA 200w SC 744 LA 200mr SC
744 LA 800mr 724 LA 2007 IM
o MepopanbHo  BHYTPIWHEO  [744 LA + TMC278 LA 1200mr IM 744 LA 200mr IM
744 30mr g24h {2X400mr 200mr IM D! + TMC278 LA 900mr IM
X 14 nHiB pOsLLENTeHuit pOSI.Ll,enl'IEHHﬂ.
744 LA 400mrIM
3 LD) 744 LA + TMC278 LA 120085 IM 744 LA 400mr IM
100 mr M boauienneiss LD! + TMC278 LA 600mr IM

1. HasaHTaxysansHy 1osy TMC278 LA 1200 mr po3ainuny Ha 2 o3 no 600 mr. OHa nosa 600 mr
BBOAMTLCA 3 10300 744 LA, a apyra - Yepes roguHy nicns nepLuol Ao3u

IlokBapTanbHe O3YBAHKA:

Koropra

HeHb BBigHOrO Nepioay Bif -21 oo -8

Keaptan171a2

4 MepopansHo 744 30mr g24h X 14 guiB

744 LA 800mr IM (2X400mr posiienneHui)

14. TIpenapat nopiBHAHHA, 1034, COOCIO 3acTOCYBaHHs, cHna Ail

TMC278, nuB. Tabnuigo BuiLe B TyHKTI # 13

15. CymyTHs Tepanis

Jlozeoneni npenapatw: CynyTHi npenapath (peLenTypHi Ta Ge3peuenTypHi) NpH3HAYATHCS TIIBKH 3a
MeIMUHHMH [OKa3aHHAMM [ 4ac JOCHiHKeHHA (32 BUHATKOM 3a00POHEHUX [IPeNaparis, OIHCaHHX Y
posaini 9.2 [Iporoxosy). Bei cymyTHi JtikH, npenapaTti KpoBi Ta BaKUMHM, OPMIHATI i qac




[nOCTi/KEHHSA, OYJIM 3apecCTpoBaHi B €MEKTPOHHIH KapTIli nauieHTa i3 3a3HaYeHHAM JAT IpHHAOMY.

[epopansni npenapaty 744 npuiiMani 3a 4 roguHu 1o 260 4Yepes 6 roguH nicns NpUifoMy aHTaMIHEX
BacoGiB, 10 MICTATb ABOBAIEHTHI KaTioHM (HANPHKIAN, AIEOMIHIIO Ta MArHIIO), 4 TAKOK 3a 4 TOAMHH A0
abo uepes [2 ronuu nicna npuiiomy H2-anraronicris. OnrouacHuii npuiioM momiBiTaMiis 3
TnepopaJsHUM NpHHOMOM 744 GyB NpHIAHATHHM.

[NepopaneHi abo MiCLIEBi ropMOHAJBHI KOHTPAUENTHRBH OY/IH NPHHHATHHMM, SKILO CYD'eKT
MOro/PKYRABCS BUKOPHCTOBYBATH METOA NOABIiHOro 6ap'epy pazoM 3 rOPMOHAIBHHMM KOHTPALEIITHEOM,
Npe3epBaTHROM i OKMIO31itHUM KOBITauKoM (aladparma abo uepBiKanbHI/BariHANBHI KOBMAUKH) MIIIOC
cnepMiuuaHuUi 3acib (niva/rens/nuiska/kpem/cynosuropii). In'ekuiiini kouTpauenTuen Gynu
3a00pOHEeHI.

16. Kpurepii ouinkm edexrusHocTi

Y uromy PK nocnimienHi epexTHRHICTS He OlliHIOBanac.
[TepBHHHI:

e 744 Tlapamerpu LA PK nicas ogHopazosoro Ta 6aratopa3oBoro BHyTPiLIHBOM'230B0T0 460
MiAIIKIPHOTO BBEJIEHHA: IUTONIA MiJl KPHBOK KKOHLICHTPALA B M1a3Mi - 4acy MPOTArOM IHTepBay
Josysanis (AUC(0-1)), MakcHManbHa KOHUEHTpauis, wo cnoctepiracthesa (Cmax), vac Jio
MaKCHMANBHOT KOHLIEHTpallil, 10 crnocTepiraeTbes (tmax), KOHUEHTPALS B KiHL IHTepBaTy
zosyeanHs (Ct).

e 744 [lapameTpu PK nicna nepopanbHOro 3acTocyBaHHA NOBTOPHOT AO3H: MIIOLLIA M4 KPUBOIO
"KOHLIEHTpALLs B [J1a3Mi KpoBi - uac" npoTarom intepeany nozyeanHs (AUC(0-t)), MakcHMansHa
KOHLIEHTpALlig, 10 cnocTepiraeTbes (Cmax), yac 10 MaKCHManbHOT KOHLIEHTpALT, 110
crocTepiraeTses (tmax), KOHUEHTpaLliA B KiHUI iHTepBany aosysanus (Ct).

o [lapamerpu TMC278 LA PK nicns onsopasoeoro Ta 6aratopazoBoro BHYTPIILIHLOM'I30BOT0
BBEJIEHHSA: MJI0LLA M1 KPHBOIO 3AIEKHOCTI KOHLIEHTpaUii Big yacy B rna3mi KpoBi BiJl 103H
(AUC(0-1)), MakcHMabHA KOHLIEHTpAaLis, Wwo cnocTepiractees (Cmax), 9ac 10 MAKCHMANBHOT
KOHLIEHTpALT, Lo crocTepiracThed (tmax), KOHUEHTpauis B KiHui iuTepsay AosysaHHs (Ct).

BropuHHi

o 744 LA ta TMC278 LA napamerpu PK: yasuuit knipenc (CL/FLA) nicns ogHopazoeoro ta
GaraTopasoBOro BBEICHHA JO3H.

o 744 LA AUC(0-t), Cmax Ta Ct nicss KO)KHOTO BBEASHHA PizHHX 03 U1K OLIHKH NpONOPLIHHOCTI
034 Ta BIAHOCHOT eKcITozulil




» OuepngHHI NEPiOf HABBHBENEHHS 3 TEPMiHANTBHOT a3k pH 3acrocysanHi LA (t4%), nambna z
SIK Mipa KOHCTaHTH IWBHAKOCTI BCMOKTYBaHH1 (1z), K110 HO3BONSIOTE AaHi.

o TMC278 LA AUC(0-t), Cmax Ta Ct y xoroprax 2 ta 3.

17. Kpurepil ouiHku Oe3nexn

OcHoBHa

e 744 TlapameTpH beanexu Ta neperocumMocTi LA, Biuttovaroun nobiuki peakuit ([TP), xiiniko-
naboparopHi nokasunkn, EKT ta oniHKy JKHTTEBO BaXTHBHX dyHKUIH.

e [lapametpu Oeaneku Ta nepenocumocti TMC278 LA, skmoyaloun [1P, kniniko-naGopatopHsi
nokasHukH, EKI” Ta oLHKY XHTTEBO BAXIMBHX (PYHKLIH.

bBeinexa

* 744 nepopanbHux napameTpiB Oe3nekyu Ta AepeHocHMocTi, Brmovarouy TP, kiiniko-
nabopartopHi, EKI™ Ta OLiHKH 3KUTTEBO BAKIIHBHX MOKA3HUKIB.

18. CrarucTruyHl MeToIu

(OCHOBHHMHM UIMSMH LILOTO AOCTIKEHHA OYIIH BHBYEHHA Oesneky, nepeHocumocti Ta PK noeropHux 103
744 LA abo B xombinauii 3 TMC278 LA. XogHux dhopManbHUX CTATHCTHYHHX MMIOTES HE
nepenbayanocs nepesipatu. Tam, Ae le OYII0 AOLUINBHO, BHKOPHCTOBYBABCA OLITHOYHMI ninxin, i 6ysn
nofyroBaHi TOUKOBI OUIHKH Ta fosipui intepsanu ( CI).

Jlani koHueHTpauii-yac naazmu GSK 1265744 ta TMC278 ananisyBanu HEKOMIIAPTMEHTHUMH METOAAMH
3a nonomororo nporpamu WinNonlin 5.2 abo Hosiwoi eepeii. Ha ocHOBI naHux 3anexHoCTI
(KOHLIEHTPALLiA B Ma3Mi - Yacy JUTT KOXKHOT ZO3M [pPH WOMicauHoMY ab0 WOKBAPTANLHOMY BBEJIEHHI
ouinOBaNM Taki napamMeTpu PK micns noBTOpHOrO BHYTPilIHBOM'S30BOr0 260 MiAWKIPHOrO BBEAESHHS:
[10LLA A KPHBOK "KOHLIEHTpaLli] B Mnasmi - yac" BiZi HYNLOBOrO Yacy A0 KiHUA IHTepBaLy N03YBAHHA
(AUC(0-1)), MakcuManbHa KOHLEHTpaLis, o crnocTepiracThes (Cmax), vac 0 MakcHManpHOT
KOHIIEHTpALlil, 1110 cRocTepiraeThes (tmax), KOHUEHTpauis HanpukiHui iHTepsany fo3ysaxus (Ct) Ta
YABHHH KnipeHc micis no3acyauHHOro sactocysaHta (CL/F). Byau Busnaueni iHwi napamerpu,
BIJTIOHAOYH KOHCTAHTY MBMAKOCTI enimiHaiii TepmiHansHol dasu (1z) Ta nepion HaniBBHBeneHHS
repminanbHot dasm (t1/2). Haui PK 6yau npencrarneni y rpadiuniii Ta/abo rabnuuniii popmi ta
yzaranbHeHi B onucoBiit dopmi.




19. JlemorpadivHi NOKa3HUKH HOCHIDKYBaHO! Oyl (cTath, | |Remorpadivni gaui MepopansHuit nepiog Horopra 1 KoropTa 2 KoropTa 3 (n=10)|Koropra 4 (n=10)
Bik, paca TowIO) nepopanLHoro (n=10) (n=10)
npuiomy (N=47)
Bik (pokie), CepenHe sHaueHus (SD) 39,5(13,85) 39,6 36,5 43,0 424
(12,96} {13,74) (14,02) (15,79}
Crato, n (%)
Xixoua; 17(36) 4{40) 4(40) 4{40) 4(40)
Yongsiva: 30 (64) 6{60) B(60) 6(60) 6(60)
BMI (kr/ M2), Cepenne aHaueknsa {SD) 26,13 28,1 2441 26,84 25,26
(2,86) (2,96) (3,03) {247 {2,23)
3picr (cm), Cepegre aHauenHsa (SD) 173.8 1758 1743 171,6 172,3
(8,58) {641) (9,74) {9,26) (9,44)
Maca Tina (kr), Cepenne sHaqenna (SD) 79,18 87,19 74,49 79,02 75,07
(11,94} {11,89) (13,66) (9,46) (9,74)
ETHiYHa NPUHaNEXHICTS, 1 (%) '
[CREHCEKOMO Yu 4(9) 0 1(10) 2(20) 0
NATUMHOZMEPUKSHCHKOTO NOXOLXEHHA:
He icnancekoro wu 43(91) 10 (100} 9(90) 8 (80) 10 (100}
NIATMHOAMEPHUKEHCHKOrQ NOXOMKEHHS:
Paca, n (%)
Athpo- 10021 3(30) 1(10) 1(10) 3(30)
aMEPUKAHCHKOrO/aPMKHCHKOMO
NOXOMTKEHHA
Asiatceke- cxigHoastatcekaro 1(2) 0 0 0 1010
NOXOMKEHHS
Binotuxipi - 35(74) {70) 9(s0) 9(90) 5(50)
Binowkipifesponeickkoro
NOXOLKEHHSA
3uiwana paca 1(2) 0 0 0 1(10}

20. PeaynsTaTH €EKTHBHOCTI

[HauBinyansui napamerpu 744 PK nnasmu micns nepopaibHOro, BHYTPilIHLOBEHHOIO Ta B/B BBEIEHHS
103 HaBe/ICHI Ta NiACYMOBaHI 3a BuaaMHu JikyBaHHs. Bubpani napaMerpu PK, y3aranbHeHi 3a MeTosamu
UTIKYBAHHS, TAKOXK NPEICTABNeH] B TaOmuui HIDK4Ye. BpaxoByrouu BiHOCHO KOPOTKHit 28-1eHHMI
IHTEpBAN A03YBAHHA JUIS KOFOPT LOMICATHOrO J03yBaHHA (KOrOpTH 3 | 1o 3) MopiBHAHO 3 ouiHKaMK
YAIBHOFO [1€Pi0AY HAMiBBUBEACHHS, JaHux Oyno HeocTaTHbo, 1106 nopigoMuTu npo 744 LA 1z Ta
lysBHu t1/2 nna 6yne-akmx cyG'eKTiB, AKI OTPUMYBAIH HABAHTAXKYBANLHY 103y 800 Mr
BHYTPIWHBLOBEHHO, Ta JUIA BCiX CyB'exTiB, OKPiM OHOTO, sIKi OTpuMyBanu fo3y 2 abo 3. i mapamerpu
4acTile peccTPyBaNHCA Iicna 1034 4 LIOMICAYHOT CXeMU JTIKyBaHHs, Ko Binbip 3paskis PK
IPOAOBAYBATH MiCNA 28-AEHHOTO THTEPBAY I03YBaHHA, 4 TAKOXK Nicis 060X 103 MOKBAPTATILHOT CXEMH
tikyBanns 800 mr IM (koropra 4).

Peatome napameTpis nnasmu 744 LA PK nicns noBTOPHOro NepopankHoro, BHYTRIWHLOBEHHOrO Ta B/ BEeAEHHS

Aosnt




n AUGC(0-7) CLIF Cmax Ct Az ti2 tmaxc?
TikyBauns (ur. wiwn) | (nfrop) | (urivn) privn) (11 (meHb) (netib)
HOeHb)

744 30mr 43 | 147 (27) 0,20(27) | 8,30{26) 4,87 (30) HO HA 2,00 (1,0-8,0

MepopantHo

QD Lead-in

744 LA 800mr | 30 | 1178 (63) 0,423 (46) | 2,50 (80) 1,76 (47) HA HA, 13,00 (6,0-

IM LD 3aranbHi 28,0)

koropTu 1-3

Koropta 1

800 mr IMLD 10 | 1051 {57) 0,35 (63) | 2,11 (76) 1,72 (51) HAO Hia 20,00 {6,0-
28,0)

200mrSCD2 | 10 | 1304 (27) 0,135(16) | 2,22 (30) 1,90 (25) HA HA 16,50 (6,0-
28,0)

200mrSCD3 |10 { 1315(19) 0,158 {16) | 2,21 (20) 1,77 {16) HAO HA 6,00 (0,0-
20,0)

200mMrSCD4 | 10 | 1244 (23) 0,16 (24) | 2,11(21) 1,66 (31) 0,017 (42) | 46,67 (11) | 6,00 (2,0-
13,0)

3aranom 200 30 | 1287 (23) 0,158 (21) | 2,18 (23) 1,77 (24) 0,017 (42) | 46,67 {11) | 6,00 (0,0-

MrSC 28,0)

Keropra 2

800 mr IM LD 10 | 1244 (77) 0,387 (25) | 2,70 (99) 1,78 (54) HA HE 13,00 (8,0-
28,0)

200 mriM D2 9 1348 (39) 0,13%(29) | 2,68 (45) 1,71 (25) 0,031 21,81 8,00 (2,0-
28,0)

200 mr /M 9 1365 (17) 0,151 2,53(20) 1,64 (36) HO HO 6,00 (2,0-

TMC1200 mr (16) 28,0

IMLD

200 wr IM 9 1242 (39) 0,16 (39) | 2,15(31) 1,61 (64) 0,021 46,612 6,00 (2,0-

TMC00 mr IM {30) (26) 27,0)

Koropta 3

800 mrIM LD 10 | 1252 (61) 0,48%(57) | 2,74 (72) 1,78 (41) HO HA 6,00 (6,0-
28,0)

400 mr I D2 10 | 2010(31) 0,168 (12) | 3,79 (40) 2,60 (24) HO HA 6,01 (2,0-
23,0)

400 mr 1M 10 | 2182(28) 0,198 (32) | 4,03 (40) 2,69 (28) HO HO 6,00 (2,0-

TMC1200 mr 28.0)




M LD

400 mr IM 10 | 2473 (28) 0,16 (26) | 4,41(31) 3,27 (27) 0,02¢ (30) | 30,5%(37) | 6,00(2,0-

TMCE00 mr IM 13,1)

Koropra 4

800 mrIM Q1 10 | 2917 (53) 0,278 (61) | 2,70{99) 0,74 (97) 0,032 23912 16,50 (2,0-
{39) {40) 83,0)

800 mr 1M Q2 9 4468 (52) 0,18(53) | 3,31(59 1,10(140) | 0,027 (77) | 26,87 (62) | 15,00 (6,0-

42,0)
800 mrIM @1, |19 | 3570(57) 0,211 2,97 (79) 0,89 (116) | 0,03 24,91 15,00 {2,0-
Q2 3aranom (59) (59) {47) 83,0)

HI = Hemae naHux

1 cepeniHe reomeTprdre (CV%)
2 mepiana (gianaioH)
3n=12; 4n=2; 5n=3; Sn=7; 'n=4; :n=20; *n=6; 0n=10; 1In=1; 12n=5; ¥n=16; ¥n=9

[InaueigyansHi napamerpy TMC278 PK mnazmu micns BHYTpILIHEOBEHHOrO BBeICHHA HaBeJCHI Ta
nincyMoBaHi 3a nikysaHHAM. Bubpani mapameTpu PK, y3arancHeHi 3a MeToaaMu JiKyBaHH:, TAKOXK
npeacTasneii B TabaMI HIkye. SK i B poctimkeHHi 744, nanux Gyno HEOCTATHLO, WO NOBIAOMHTH
npo TMC278 Az it]1/2 s Ginbiocti cy®'exTis ricns BBeAeHHA HaBaHTAXYBabHOT ro3u 1200 mr

By TpiHeoBeHHO (TMC278 Mo3a 1). Lli napaMeTpu uacTillie peecTpyBaHca Nicis npuiomMy A034 2
npenapaty TMC278 y micaurux cxemax, e 8indip spaskis PK npogossxysascs nicns 28-getnoro
iHTEpBaNy MK NpHiiOMaMH.

Peztome napamerpis niaamu TMC278 PK nicnf noBTOPHOTO BBEIEHHA BHYTPIlUHLOBEHHOT fo3u 1

M

n | AUC(0-t) | CLF Cmax Ct Az t1/2 tmaxc?

NikyBsatHn {urfmn) (nirop) | (Hr/mn} {Hrimm) (117 (aeHb) | (neHb)
HeHb)

Koropta 2
GSK7441A |9 | 52762 (51) | 25,98 109(53) |61,6(64) |[0,05¢ 13,9¢ 6,00 (1,8-
200 mr IM (50) (11) 20,0)
TMC1200 mr
IMLD
GSK744 LA |9 | 74420(35) | 12,1(35) | 168 (37) | 79,1(44). | 0,025 36,08 6,00 (2,0-
200 mr 1M (21) 13,0)
TMCS00 mr




Koropra 3

GSK7441LA [ 10 [ 52703 (29) | 22,3° 108 (30) {64,0(34) |HA HA, 6,00 (2.0-
400 mr 1M (31) 28,0)
TMC1200 mr

IMLD

GSK744 LA | 10 | 63656 (34) | 9.43(34) | 126(32) | 78,9(39) | 0,028 41,96 9,50 (2,0-
400 nr IM ' (29) (20) 27,0)
TMCB00 mr

IM

HI = Hemae faHux

1 cepepiHe reomeTpudte (CV%)

2 mepjaHa (aianasoH)

In=7; *n=2; n="5; n=6

21. PesynvratH Hesnexu Y Beix cy0'ekTiB y 4-x koroprax (koroprax 1, 2, 3 i 4), ski otpumyBany in'ekuii LA, cnocrepiranacs
wonaiiMerwe oana AE, i naiuactimumu [P 6ynu peakuii y micui seeaeHns (ISR) y ecix koroprax. Bei
1P npu nikyBaHHi Tinbky npenaparom 744 ta ei [TP npu nikyBanni mpenaparom 744 LA Ta npenapaTtoM
TMC278 LA Oynu niacyMoBaHi.




3BegeHHa Beix [P 3a koroptamu (knac SOC) )

KinexicTs cy6'exti 3 AE n(%) {knac SCC) E?:,? g)Ta 1 ;(I:,:(?)Ta 2 E?:?%Ta 3 ?:,__r‘? g)ra 4
KinbkicTs cy6'ekTiB 3 OyAb-akuM AE (knac SOC) 10{100) 10 (100) 10 (100 10 (100)
3araneHi posnagy Ta peakuii B MicLi BEeAEHHS 10(100) 10 {100} 10 (100) 8 (80)
IHgpexuii Ta iHBaail 4(40) 5 (50) 6 (60) 4 (40)
MopywerHa 3 Boky HEPBOROT CUCTEMW 4(40) 5503 5(50) 2(20)
Mopywweiis 3 GOKy OROPHO-PYXCBOFO aNapary Ta CnonyuHoT TKaH: Y 2(20) &) (50) Vi (20) 6 (60)
TpaB.MH, OTPYEHHA Ta YCKNAAHEHHA, CNPWYMHEH] NPOBEAEHEAM 4(4{)) 1 (1 0) 13 (30) 3 (3(})
lnocniAHWULKUX ApoUeRyp

[TopyweHHs 3 HOKY LUNMYHKOBO-KMLLKOBOIO TPaKTY 1 (10) 2 (20 3 (30) 5 (50)

3 Goky uxankHaT CACTEMM OpTaKiB TPYHOT KNiTkM Ta CepefocTiHkA  |2(20) 1(10) 2 {20) 4 (40)
MopywerHs 3 00Ky WKPKY Ta NIBLIKIPHOT KILiITKOBHHM 1(10) 0 5(50) 2 (20)
Nopywentst 3 Goky peAPOYKTUBHOT CUCTEMU T MONDHKWX 3ano3 [ 2{20) 0 2(20)
NccnimxeHHs 0 0 3{30) 0
[MopyweHHs 3 BOKY HAPOK | CEHOBUBIBHKX LWNAXB 0 0 2(20) 0
MopylieHHaA 3 oKy 0BMIHY PEYOBMH | Xap4yBaHHs 0 0 2(20) ]
McuxiyHi NopyleHHs 2(20) 0 0 0
MopyLensn 3 Boky OpraHie CiyXy Ta pisHosark 1(10) 0 0 0
CynuHRI poanagy D 1(10) 0 0

KKorapta 1= MNepopansHo 744 30mr koxHi 24 rogwhu X 14 gris. 744 LA 800mr [M (2X400mr poswennenvii LD) (1-i
micAg), 744LA 200mr SC (no ogHist o3t koxHoro micaus 2,31 4).

Koropta 2= lNepopantHo 744 30mr koxui 24 rogukn npotsrom 14 guie, 744 LA 800mr IM (2X400mr postennerii LD)
{micaub 1), 744 LA 200mr IM (micsiup 2), 744 LA 200mr IM + TMC278 LA 1200mr IM poswjennequid LD (micAue 3),
744 LA 200mr IM + TMC278 LA 900mr IM {micaup 3).

KoropTa 3= NepopantHo 744 30mr q24h X 14 gHie, 744 LA 800mr BHYTRiWHBbOBEHKO (2X400Mr poawennenui LD)
{micaup 1), 744 LA 400mr BHyTPiltHEOBEHKD (MicAUE 2), 744 LA 4 400Mr BHYTpiWHb0BeHHO + TMC278 LA 1200Mr
BHYTPILUHLOBEHHO poatliennetni LD (Micaue 3), 744 LA 400Mr sHyTpiltHboBeHHO + TMC278 LA 600Mr
BHYTPIWHEOBEHHO (MicALb 3).

KoropTa 4= MNepapankHo 744 30mr kot 24 roguqv npotarom 14 gHis, 744 LA 800mr IM {2X400mr posuiennenwii LD)
{1-A Ta 2-1 kBapTanu).

Peaxuii & micni BEefenHn: HaiinommpeHinomw peakuicto B Micti ig'ekuil mcns eeenenns 744 LA ta IM
TMC278 LA 6ys 6inb (71% Ta 82% BiAnOBiAHO), 32 AKMM piflllle COCTEPIraNkea epuTeMa, BUIMYTTS
Tenna Ta By3NHKH. ‘TphoMa HalNOLIMpeHiIMMY peakuiiMK y Micui Beemenns SC 744 LA 6yiu epurema
y Micui iH'ekuil, 0175 Ta BY3THKH, AKI BHHUKIH 3 OIHAKOBOK) YaCTOTO.

Tpusanicte 3 Haiikpamux moniit ISR pna 744 IM, 744 SC i TMC278 IM nasenero B TabauLi HipKue.




Cepe,um SHAYEHHS TPHBAJIOCTI OO0 TA SPHUTEMH, AK TIpaBHIIO, Gynu KOpOTIIHUMH i craHoBWIA <8 OHIB,
TOZl AK BY3JIMKH MATH OBy TPHBATICTS i Gy NPHCYTHI Y MALIEHTIB MPOTATOM JEKITBKOX MiCSALIB.

3BefeHa iHgopMmallis npo TPMBANICTL (y AHSAX) Ton-3 mogfi 744 LA ta TMC278 LA ISR 3a nikyBaHHAM Ta
MicLeM BBeieHHA iH'exuii

Mogis ISR 744 LA IM (n=122) 744 LA SC (n=76) TMC278 IM (n=42)
Binb y Miclyi BBeAeHHS 5 (1-32) 6 5(3-14) 4 (1-10)

Epurema y Micui Beenetka ¥ (1-31) 3 (1-33) 5 (5-5)

By30R Ha Miclyi BeegeHHa 23 (5-71) 64 5(5-198) 56 (24-65)

[lani nogaHo B JHAX fK MefiaHy (AianasoH)

IMpu onuci koroptu, ICP Gynu HaiiGineiw nowupennmy [P, Haiibinbl yacto onucysaHowo I1P,
nos'szanoto 2 ISR, 6ys Hisk y Miculi iH'eKuil, 3a AKMM CIITyBaln ePUTEMA, TEILTOTA, BY3JIHKY,
yulinsHeuHs1, cBepbixk, HabpaK i 3MiHa KOJ‘IbOpy wkipu. Y koropri 1, e oasa iH'ekuia 744 LA [M 800 mr
CYNpOBO/LKYBANacs TpboMa uoMicsuaumME in'ekuismu SC o 744 LA, criocTepiranaca Buila YacToTa
epPUTEMH, BLIMYTTS Kapy, By3/HKIB, yLLibHEHb | CBepOesKy HOPIBHAHO 3 KOTOPTaMH 2, 3i4,ne
BBOJMIIHCS TINBKU BHyTplmeoseHm o3u. BimnocHi nokasauxmk ISR CyTTEBO He BiApPI3HANMCA MK
rpyNaMH, SKi OTpuMyBay iH'ekuii [M MpoTaroM ycboro AoCsimKeHRs (rpynu 2, 3id).




Haitnowupetiwi peakuil y micui BBefierHs (> 3 ocib) 3a KoropTamu

PeaKuin y Micui BEEGEHHS :(r::‘? g)Ta 1 :(::r? (;))Ta 2 Koropra 3 (n=10} I((:: g)ﬁ 4
Byab-nkuid cy6'exT 3 noficto B

micui BBepesHs n(%) 10{100) 10 (100) 10 (100) 8 (80)
Bins 10(100) 9 (90) 9 (90) 6 (60)
Eputema 10(100) 2 (20) 3 (30) 2 (20)
Tennota 8(80) 1(10) 3(30) 1(10)
Nodule 7(70) 2 (20) 2 (20) 1(10)
YiinbHeHHs 7(70) 2 (20) 1(10) 1(10)
Ceepbix 4{40) 0 0 0
Habpsk 3(30) 0 1{10) 0
SHebapsneHHs 3(30) 0 0 0

BUHHKHEeHHS ISR 3 minnom yacy.

KKoropTa 1= MepopansHo 744 30Mr koxi 24 rounm X 14 auis. 744 LA 800mr IM (2X400Mr poswwennexui
LD) {1-it micaub), 744 LA 200mr SC (no opith A03i koxHoro micaus 2,3 14).
Koropta 2= NepopansHo 744 30Mr koxHi 24 rogvry npotsarom 14 auis, 744 LA 800mr IM (2X400mr
poawennetmit LD} (Micsus 1), 744 LA 200mr IM (micaub 2), 744 LA 200mr IM + TMG278 LA 1200mr
IM poswennenuit LD (micsiub 3), 744 LA 200mr IM + TMC278 LA 900ur [M (Micaup 3).
Koropra 3= MepopansHo 744 30Mr koxHi 24 ropuny npotarom 14 guis, 744 LA 800mr IM (2X400mr
poatiiennenuit LD) (micaup 1), 744 LA 400mr IM (vicsiu 2), 744 LA 400mr IM + TMC278 LA 1200mr
IM poatwenneruit LD (Micsup 3), 744 LA 400mr IM + TMC278 LA 600mr IM (micaup 3).
Koropra 4= Mepopansho 744 30mr koxHi 24 roguHu npotsirom 14 awis, 744 LA 800mr IM (2X400mr
poawennenuit LD) (1-1 Ta 2-i ksapTany).

3BesieHi AaHi Mpo MakcUMaNbHy inTeHcuBHicTs/kiac TP ISR ans 744 LA IM, 744 SC 1 TMC278 IM ua
piBHi okpeMux 06'ekTiB HaBeneHi B TaGnuii HIDKuE, i Bei noxil ISR Gynu 1-ro abo 2-ro kiacy.

Baransuuil mpodink ISR He 3MiHMBeA | He MOTipLUIMECA Nic/A TOBTOPHMX IH'EKUIH, BAXOASUH 3 YaCTOTH




3geneHa iHgopMaLia RPO YacToTy Ta TARKICTL peakuiit y Micui iH'eKUT y pisHUX rpynax niKyBaHH#A
32 NOAIAMK
3aranbHi iH'eKuil 744 LAIM 744 LA SC TMC278 IM
Cy6'cxu 3 iH'ekuiammn (N) 140 10 19
3arankHa KinbKicTb in'ekyii (n) [156 30 57
3aranbha KinskicTs nogid ISR {145(100) 130(100) 45(100)
n(%)
Byab-sixa Ctyniib 1 n (%)|118(81) 128 (98) 39 {87)
Byab-sika Crynidb 2 n (%)28(19) 2(2) 6(13)
Einb 104(71) 25 (20) 37 (82)
1 cTyniHb76(52) 25 (19) 31 (69)
2 cTynip28(19) 1{(<1) 6(13)
Eputema 11(8) 28 (22) 2(4)
1 cryninb{11(8) 28 (22) 2(4)
2 cTyMmiHE0 0 0
Nodule 7(5) 22 (17) 3(7)
1 cTyniHe7 (5) 22 (17} 3(7)
2 CTyNiHB{0 0 0
Tenno B MicLli BBEAEHHA 9(6) 15 (12) 1(2)
1 cTyniHb9(6) 15(12) 1(2)
2 cTyninb0 0 0
YWinbHEHHS! 5(3) 17 (13) 1(2)
1 cTYniHBD(3) 17 (13) 1(2)
2 cTynitil0 0 0
[laHi nofaHo B AHAX AK MegiaHy (nianason)
He nos'azaui 3 ISR ITP
VaaranbHena indopMallis 1npo nos's3aHi 3 ikapcbKUMK 3ac06aMH neizonauiiiii ITP 3a MaxCHMAanbHOO
iHTeHCHBHICTIO/CTYNEHEM HaBe/leHa B Tafuimui Hiwkde. ['onosHui 6inb (9%) 6y He 110B'A3aH0K0 3 ISR




peakuiero ITP, sapeecTpoBaKolo HalfuacTile y rpyrii NepopajibHOro 3aCTOCY BaHH: 30 mr 744, axuii Oys
MEerkoro CTyneHs inreHcusHocTi. TonoBHui 6ink crocTepirabes HeUacTo nig yac in'exuifinoi gasu
nocnimrents. [lpo imui He noe'azati 3 ISR TTP MoBiROMAAETECA KEHACTO, fe3 4iTkol TeHAeHIIl 1I0A0
mosysands IM abo SC.
3pepeHa iHdopMaisi Po He noB'A3aHi 3 HapkoTMkamu AE 3a MakcMMankbHOtO
iHTEHCHMBHICTIO/CTYNIEHEM THXKOCTI
Mepopanshi (n=47) |[IM (n=40) SC (n=10)
Kinbxicte gocnipkysanux 3 AE lMerki  [MomipHi Jlerxi NomipHi Merki  (MomipHi
n (%) TepmiH, AKOMY HAlAETLCA
nepesara
KinsxicTb 06'exia 3 Byab-akoio AE [7(15) {1 (2) B (15) 3 (8) 1(10) 0
[onoBHui Binb 49) 1(2) 1(3) 1(3) 1(10)
Binb B XMBOT 12) [0 1{3) 0 10100 0
NinBrILEHHA PIBHA 0 0 1(3) 0 0 0
anaHiHamiHOTpaHcepasm
ApTpanria 0 0 1(3) 0 0 0
JanamopoYeHHa 12) 0 0 0 0 0
EpexTunbHa AuchyHKUiA 0 0 0 1(3) 0 0
Meteopuam 12) (0 0 0 0 0
MipBrIEHN A aneTuT 112y 0 0 0 0 0
HegifxnagHicTb MikcTypy 0 0 1(3) 0 0 0
NepudepuuHi Habpsku 0 0 1(3) 0 0 0
binb 0 0 1(3) 0 0 0
Bink Y KiHLiByi 0 0 1{3) 0 0 0
DapuHriT 0 0 0 1(3) 0 0
Crepbix 0 0 1(3) 0 0 0
Bucun 0 0 1(3) 0 0 0
PuHopes 0 0 1(3) - 0 0 0
22. BUCHOBOK (3aKJTFOUEHHA) e 744 LA saranom go6pe NepeHOCHBC MPH 2acTOCYBaHHI okpemo abo 3 TMC278 LA. ISR Gynu
OLIMPEHIMH, alle, K TIPABHIIO, JIETKOrO CTYMeHs TKKOCTI, 6e3 ISR 3 abo 4 crynens, i <0AeH
Y4aCHHK He BUitOB 3 ocnimpxenis yepes ISR. [Tpo 6itb y micui in'ekuii HaliyacTime |
[TOBIJOMIISUTOCS PA30M 3 PUTEMOIO, ane 06uBa sBvILa §Y/M KOPOTKOYACHUMH (meniana <8
nHiB). YacToTa BUHHKHEHHS BYJIHKIB OyJia BUHILOIO Y THX, XTO OTPUMYBAB nigmkipuo 744 LA,
HDK y cy6'eKTis, AKi OTPHMYBANIK BHYTPIIHBOM A30BI iH'eKuii. ‘
|
\




e Byno HeGararo Mos'a3aHMX 3 JIKAPCHKUMH sacobamu [P, sxi ne Oynu noe's3ai 3 ISR.

e Hasantakysaibha 103a 744 LA 800 Mr BHYTPILUHBOBEHHO 3 MOAAIUIHMH LHIOMICAYHHUMH
in'exuismu 200 Mr BHYTpilnHBOBEHHO a60 400 Mr BHYTPiLIHBOBEHHO 3abe3nevyBana
KOHLIEHTpALLi0 744 y nia3mi HANPUKIHLL iHTEPBANTY JO3YBaHHA, 0 NEPEBHILYBajla CKOPHUIOBaHY
Ha 38's3yBanHs 3 6inkom IC90 wonatimenue y 4 pasu.

e KoHuenTpauii B KiHui iHTepBaiTy 03yBaHHs A1 2034 744 LA 400 mr 6ynu npubauzno B 1,5
pasH BUIIMMH, HiK /UTs 1034 744 LA 200 mr BHYTPILIIHBOBEHHO.

e PK 744 LA Gyau noniHUMK MK iALIKIPHOIO Ta BHYTPILIHBOM'S30BOIO 103aMH 200 mr.

e BapiabenbHicTb y LbOMY JOC/iKeHH] OyJia BiJl HH3BKOT /10 nomipuoi s popmu LA 744 i
No1iIBHOK 10 TAKOT NPH MEPOPATLHOMY 3aCTOCYBAHHI.

e  O6uusi 103u TMC278 LA 3abezneuysanu no1iGHi cepeiii KOHUEHTpaLil B raasMmi Kposi
HANPUKIHIL APYroro iHTepBany 103yBaHHs Ta NOPIBHAHHY €KC MO3UILIO 3 eKCIO3ULLEI0, 11O
JIOCATAEThCA NPH MEPOPATLHOMY TIPHiHOMi 25 Mr Ha 100y TMC278 (dasa 3).

3agBHUK (BIACHMK PEECTPALLIHHOTO MOCBIIUEHHH)

(nianuc)

Kapen I'peiirskep (Karen Grainger)
Biue-npe3uaent, KepiBHUK BiALTY HOPMATHBHO-NPABOBOTO PEryJItOBAHHA
L . S o _|BiiB Xenckep (ViiV Healthcare)
{ITopsoox donosneno nosum dodamxom 30 32iono 3 Hakazom MO?3 Vipainu Ne 1528 sio 27.06.2019 }

Iepekiag BHAKOHAB:

MeHe/kep 3 peryaTOpHUX MUTaHb Ta peecTpaLii
TOB I'nakcoCmitKnsiin ®apmachioTikanc Y kpaiva
Mapunsko Jlroamuna
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Study ID-LAI117008

1. Name of medicinal product (registration certificate Ne, if available )

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality
control, Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de [’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes mno  ifno, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal product,
new active substance

5. Title of clinical trial, code number of clinical trial

An Open Label, Non-Randomized, Mass Balance Study to Investigate the Recovery,
Excretion, and Pharmacokinetics of 14C-GSK 1265744 Administered as a Single Oral
Dose and a Placebo-Controlled, Randomized Study to Describe the Pharmacokinetics
of a Supratherapeutic Dose of GSK 1265744 in Healthy Adult Subjects.

Study LAI117008

6. Phase of clinical trial

Phase 1

7. Period of clinical trial

from [08May2013] — [10July2013]

8. Countries, where clinical trial has been conducted

USA

9. Number of trial subjects

Part A:
planned: 6
actual: 6
Part B:

planned: 10

actual: 9




10. Main purpose and secondary objectives of CT

Primary
Part A

e To determine the total recovery and relative excretion of total radioactivity in
urine and feces after a single, oral solution dose of [14C]-GSK 1265744.

e To describe the pharmacokinetics of plasma GSK 1265744 and total radioactivity
in blood and plasma after a single, oral solution dose of [14C]- GSK.1265744.

Part B

s To assess the safety and tolerability of single, supratherapeutic dose
administration of GSK 1265744 150 mg when compared to placebo.

o To evaluate the plasma GSK1265744 PK following administration of a single
supratherapeutic dose of GSK1265744 150 mg

Secondary

Part A

o To evaluate the safety and tolerability of GSK 1265744 following single-dose,
oral administration in healthy subjects.

e To determine the blood:plasma ratio of [14C]-GSK1265744-related material
and the amount of total radioactivity associated with blood cellular
components.

e To define the metabolic profile of GSK 1265744 in plasma, urine, bile, and
feces and to identify and quantify (where possible) major metabolites in these

matrices following administration of a single oral solution dose of [14C]-
GSK1265744.

11. Clinical trial design

This was a 2-part study in healthy adults. Part A was a phase 1, nonrandomized,
open-label, single-dose, single-centre mass balance study utilizing a radiolabeled dose

to investigate the recovery, excretion, and pharmacokinetics of oral GSK1265744 in a




cohort of' 6 healthy adult male subjects.

Study Design: Part A

Part Sample Size (active) Day 1

A 6 Treatment A: 30 mg

Treatment A: 30 mg 14C-GSK1265744 of approximately 70 pCi (0.96 MBq) of radioactivity x 1 dose (fasted)

Part A consisted of a screening period, a treatment phase, and follow-up evaluations,
Subjects underwent a pre-study screening visit within 30 days of the first dose and
those who successfully passed pre-study assessments and met eligibility criteria were
enrolled into the study. Subjects in Part A received the equivalent of a 30 mg

(26.7 mg mean) dose of GSK 1265744 as an oral solution, containing approximately
70 nCi (0.96 MBq) of radioactivity under fasted conditions. Blood, urine and fecal
samples were collected for a minimum of 336 hours (14 days) to a maximum of 504
hours (21 days) following study drug administration. Measurement of total
radioactivity present in individual samples (plasma, urine, and feces) was performed.
Subjects could have been discharged from the unit as early as the morning of Day 16
if total radioactivity in 2 consecutive 24-hour collections (288-312 hours post dose
[Day 13-14] and 312-336 hours [Day 14-15] post dose) in both urine and feces
combined were < 1% of the administered dose. In the event that total radioactivity in
feces and/or urine was >1% of the administered dose at 336 hours, subjects were to
remain in the research unit and continue to collect 24-hour urine and feces until the
amount of radioactivity had dropped below 1% of the administered dose in 2
consecutive 24-hour collections. Subjects could have remained in the unit for up

21 days. Additionally, a sampling of bile was collected utilizing the Entero-Test to
qualitatively assess metabolites of GSK1265744. Safety was assessed by vital signs
(heart rate and blood pressure), 12-lead ECG, clinical laboratory tests, AE
monitoring, and physical examinations.

Study Design: Part B

Part Sample Size N Day 1

B 8 Treatment B:150 mg

2 Treatment P: Placebo




In Part B, 10 subjects were enrolled to evaluate the single-dose safety, tolerability and
PK of supratherapeutic dose of GSK1265744 150 mg compared with placebo.
Subjects had a screening period, a treatment phase, and follow-up evaluations. The
pre-study screening visit occured within 30 days of the first dose and those who
successfully passed pre-study assessments and met eligibility criteria were enrolled
into the study. Subjects enrolled in Part B were not the same subjects enrolled in Part
A of this study.

After an overnight fast of at least 8 hours, each subject received a single dose of
(GSK1265744 150 mg or placebo on Day 1. Each dose was administered under
fasting conditions in the morning. Serial PK samples were collected for 336 hours

14 days following dosing. Subjects were housed in the unit until completion of 72-
hour assessments and returned for PK collection and safety assessments on Days 6, 8,
11 and on Day 14 for follow-up evaluation.

Parts A and B were independent of each other in terms of timing. Part B was dosed
prior to or at the same time as Part A.

12. Main inclusion criteria

For Part A, male subjects between 30 and 55 years of age and for part B, male or
female between 18 and 60 years of age inclusive, at the time of signing the informed
consent with BMI within the range 18.5-31.0 kg/m? (inclusive).

13. Investigational medicinal product, mode of administration and
strength

Part A

Treatment A= GSK 1265744 30 mg single dose; administer orally as a single dose;
unit dose strength(s)/dosage level: 30 mg GSK 1265744 (mean dose 26.7 mg as
(GSK 1265744 free acid); batch number: R18120/44/1

Part B
Treatment B = GSK 1265744 150 mg single dose; unit dose strength(s)/dosage level:

tablet strength: 30 mg / 5 tablets for 150 mg dose; 132371157; batch number:;
132371157




14. Reference product, dose, mode of administration and strength

Part B

Treatment P = Placebo tablets to match GSK1265744; administer orally once; batch
number: 121349098

15. Concomitant therapy

Permitted Medications: Acetaminophen, at doses of <2 grams/day was permitted for
use. Other concomitant medications were to be considered on a case by case basis by
the investigator in consultation with the GSK Medical Monitor [if required].

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.

Part A

Primary

e Percent recovery of total radioactivity in urine and feces.

e Area under the concentration-time curve from time zero (pre-dose) to last time of
quantifiable concentration within a profile [AUC (0-t)], Area under the
concentration-time curve from time zero (pre-dose) extrapolated to infinite time
[AUC (0-c0)], Maximum observed concentration (Cmax), Time of occurrence of
Cmax (tmax), Terminal phase elimination rate constant (2z), apparent terminal
phase half-life (t1/2), and oral clearance (CL/F) of plasma GSK 1265744 and total
radioactivity in plasma and blood following oral solution [14C]-GSK 1265744
dosing.

Secondary

¢ Blood:Plasma ratio of total drug-related material (radioactivity), Percent of
total radioactivity associated with red blood cells.

¢ Collection of samples for use in a separate study for characterization and
quantification of GSK1265744-related metabolites in plasma, bile, urine and
fecal homogenates.

Part B
Primary
* Plasma GSK1265744 PK parameters following a single-dose administration of

150 mg under fasted conditions: Area under the concentration-time curve from




time zero (pre-dose) to last time of quantifiable concentration within a profile
[AUC (0-t)], Area under the concentration-time curve from time zero (pre-dose)
extrapolated to infinite time [AUC (0-0)], Maximum observed concentration
(Cmax), Time of occurrence of Cmax (tmax), Terminal phase elimination rate
constant (Az), apparent terminal phase half-life (t1/2), and oral clearance (CL/T).

17. Criteria for evaluation safety

Part A
Secondary

e Safety and tolerability parameters, including adverse events (AEs), vital signs,
ECGs, and clinical laboratory assessments.

Part B
Primary

o Safety and tolerability parameters, including adverse event, concurrent
medication, clinical laboratory, ECG, and vital signs assessments.

18. Statistical methods

This was an investigative study and no hypotheses or treatment comparison was
tested, and descriptive summary was provided.

PK analysis of the plasma GSK 1265744, plasma radioactivity, and whole blood
radioactivity concentration-time data was conducted using non-compartmental
methods with WinNonlin (Version 5.2 or higher). Actual elapsed times from dosing
were used in the PK analysis and the AUC was determined using the linear up-log
down trapezoidal rule. The following PK parameters were calculated for total
radioactivity in whole blood and plasma and GSK1265744 in plasma: AUC (0-1),
AUC (0-00), Cmax, tmax, Az, t1/2 and CL/F were calculated for plasma
GSK1265744.

Plasma concentration-time profiles for GSK 1265744 were compared with those for
total radioactivity to estimate how much of the total measured radioactivity was due
to metabolites. For plasma containing sufficient radioactivity, profiling and
identification of these metabolites were considered in a separate study.

19. Demographic indices of studied population (sex, age, race, etc.)

Demographic characteristics were mostly similar across treatment groups. Of note,




the placebo arm was entirely female White Caucasian in Part B of the study whereas
the GSK 1265744 arm was more demographically diverse.

Demographics : =

Age in Years, Mean (SD) 42722 [ HM0M11.31) ] 294843 | 31.7(10.36)
 Sex, n (%) . N - * . . B
Female: ] 2 {100} 5{63) 7(70}
Male: 6 {100 0 3 {38) 3 (30}
Height (cm]), Mean (SD) 176.7(537) | 164.3(3.18) | 1722 (13.00) | 170.6 (11.99)
Weight (kg), Mean (SD) 88.8(9.99) | 70.1(14.78) | 81.4(i4.85) | 79.1 (14.79)
Ethnicity, n. (%) .

Hispanic or Latino: 1{17) 0 0 0

Not Hispanic or Latino: 5 (83) 2 {100) 8 (100) 10 (100}
Race, n (%) S e
Aftican Amencan/African Herlage 4 {67) 0 4 {50) 4 (40
White — White/Caucasian/European 2(33) 2 (100) 4 {50) 6 (60)
Heritage

20. PK results

summarization.

Selected PK parameters summarized by treatment are also presented in (GSK744) and
2 (radioactivity), below. Individual GSK 1265744 CL/F and Vz/F were adjusted to
reflect an actual dose of 28.0 to 28.4 mg of 14C-GSK 1265744 sodium salt prior to

1



Summary of Plasma GSK1265744 Pharmacokinetic Parameters Following [14C]-
GSK1265744 Single Dose Administration!
Treatment n Cmax AUC(0-%0) CUF VzIF 2 tmax?
(ng/m) | (pghml) | (Uhr) (L) (fr) (hr)
[“CE 8 248 965 0.28 164 388 200
GSK1265744 (21) {25) {25) (22) (10) {0.98-3.00)

1 geometric mean (CVS4) with GSK744 Dose: 28.0-28.4 mg
2 median (range)

Summary of Radioactivity Pharmacokinetic Parameters in Blood and Plasma Following
[4C]-G5K1265744 Single Dose Administrationt
n Cmax AUC(0-00) 12 tmax?
froatment woal | wewg | ()
Blood
6 143 56.1 394 1.52
[+C}- (21) {26) (14) (0.98-4.00)
GSK1265744 Plasma
6 265 107 412 1.52
(21) (24) (16) (0.98-2.00)

1 geomelric mean (CVo) with GSK744 Dose: 28.1-28.4 mg
2 median (range)

Selected individual pharmacokinetic parameters of plasma GSK1265744 following
150 mg single dose by treatment are also presented in below.




Summary of Plasma GSK1265744 Pharmacokinetic Parameters Following GSK1265744
150 mg Single Dose Administration

N N | Cmax | AUCOw) | CUF | VaF | t22 | tmaw
(ng/mL) {ig.hfmL) (Lhry | (O (hr) (hr}
8| 104 418 036 | 197 | 381 | 250
GSK1265744 150 mg (96) (32) 32 | @9 | @8 | (100403
1 geometic mean (CV%h)

2 median (range)

The overall mean recovery of radioactivity in urine and feces samples was 85.3%
over the 384-hour study, with recovery in individual subjects ranging from 74.5 to

92.2%.

21. Safety results

All events except a Grade 2 AE of abdominal cramping were rated as mild in
severity, and there was no event in either part of study which led to withdrawal from

study treatment.

Summary of All Adverse Evenls

Number of Subjects ith Part A PartB
Adverse Event n(%] GSK1265744 Placebo GSK1265744 150 mg
30 mg (n=2) (n=8)
(n=6)
Any AE, n (%) 2{33) 1{50} 4(50)
Somnolence 1(17) 0 0
Nasal congesfion 1{17) 0 0
Haemoglobin decreased 0 0 2{2%)
Blood crealinine increased 0 Q 1{13)
Ecchymosis 0 1 (50) 1 {13}
Leukopenia 0 0 1{13)
Abdominal pain Q Q 1{13)
Constipafion q 0 1{13)
MNausea 0 0 1(13)
Proteinuria Q 0




22. Conclusion (summary)

Part A

o A single oral dose of [14C]-GSK.1265744 (mean 26.7 mg as the free acid
(70.2 pCi)) was well tolerated during this study in healthy adult males. No
deaths, nonfatal SAEs, or withdrawals due to AEs were reported. AEs were
reported with a low incidence, all of which were considered mild in intensity.

¢ The total mean recovery was 85.3% of the administered dose with a mean
recovery of 58.5% in feces and 26.8% in urine,

o (GSK1265744 was the predominant circulating compound in plasma.

o (GSK1265744 and radioactivity tmax and t1/2 were similar, and exposures to
radioactivity were approximately 2-fold higher in plasma than in blood.

o GSK1265744 was observed to be present in all duodenal bile samples. The
M1 glucuronic acid metabolite was also present in some but not all of the
duodenal bile samples.

Part B

o A single 150 mg oral dose of GSK 1265744 was generally well tolerated. No
deaths, non-fatal SAEs, or withdrawals due to AEs were reported. Few AEs
were reported, of which only 1 (cramping) was considered moderate in
intensity.

s  (GSK1265744 150 mg did not achieve exposures significantly higher than steady
state exposures observed following the likely clinical dose of 30 mg once daily,
suggesting that a repeat dose strategy would be required to achieve
supratherapeutic for evaluation of effect of GS1265744 on QTec.

Applicant (registration certificate holder)

LY

bor G

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare




{Procedure amended by new annex 30 according to MoH Ukraine Order No 1528 of 27.06.2019 }




3piT mpo kainiude Bunpobysannsa - 17
Joenipxenna ID-1.AT117008

1. Hazga nikapcekoro 3acoGy (3a HasBHOCTI - HOMep peecTpaniiHoro
MOCBIUEeHHs )

ATTPETIO/I, cycniensis a:as iv'ekuiii mposoHroeaHofi aii, 200 mr/mi

2. 3asBHHK

BiiB Xenckep TOK Himiten

3. Bupobuuxk

BupoGuruTsoe Hepo3ghacoBaHOro MPOAYKTY, MEPBIHHHE T2 BTOPHHHE MAKYBAHHS,
KOHTPOJIb AKOCTi rOTOBOT0 NMPOAYKTY, BHOYCK cepii

naxco Onepedinunc FOK Jlimiten, wo Bege misnsHicTs sk [hakco Bemnkom Onepeiiirne /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapwmip Poyn, bapuapg Kacti, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Benunka Bpuranisa

Crepuiisauin (ramma-onpominesns A®I ra rororore npoaykry)

Crepirenikc Benbris (Dnbopyc) CA (Corepa Xenc Kamnani) / Sterigenics Belgium (Fleurus)
SA (A Sotera Health Company)

3oHiHr IHnacTpiens, Asento ge 1’ Ecnepauc, ®nwopyc, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

Benbris

4. TIposesieHi A0CH IIKEHHS:

v TaK Hi, 1KUI0 Hi, 0BrpyHTYiiTe

1) Tin aikapebkoro 3acofy, 3a AKMM npoeoauIaca abo mianyeTses
peecTpauisn

TlikapebkHit 3aciB 3a NOBHUM A0Cke (ABTOHOMHE JOCKE), IHUIHI NixapcbKuid 3acib, Hosa
Iiroud peyoBHHa.

5. lNosHa xassa KiHiuHOro BUNpOOYBaHHSA, KONOBAHMHA HOMED KIIHIYHOTO
BHUNPOOYBaHHA

BinkpuTe, HepaHgoMizoBate, Mac-0anaHcoBe JOCNIMKEHHA 3 BUBUEHHA BiJJHOBNEHHS,
BHBeIeHHA Ta GapmaxokineTnry 14C-GSK 1265744 npu ogHopa3cBoMy MepopanbHOMY
npuiiomi Ta niauebo-KOHTPONbORaHE, PAHIOMI30BaHE NOC/IDKEHHS 1 OMHCY
(hapmaxokiHeTHKH cynpaTepanesTuiHol no3u GSK1265744 y 3n0poBux A0pociHX cyb'ekTax.

Mocnimkedus LAIL17008

6. daza kniHiyHoro BUNPOOYBaHHA baza |
7. Hepion kniniuHOro BMmpodyBaHHA 3 [08 Tpasus 2013] — [10 nunus 2013]
8. Kpainu, B IKHX NpOBOAWIOCS KITiHIYHE BUIpoOyBaHHA CIIA

0. KiLbKICTb IOCTIIKYBAHHX

YacTiHa A:
3aIIaHOBaHO: 6
tbakTHYHA KinbKiCTe Cy0'eKTiB OCNiMKEHHS: §

Yacruna B:




BanAaHoBaHo: 10
haxTHYHA KiABKICTE CYG'eKTIB KocnimxeHHs: 9

10. Mera Ta BTOpHHHI LiNi KiHIYHOTO BUNPOOYBaHHA

OcnoBHa

Uactuna A

® Bu3sHa4MTH 3aranbHe BIHOBACHHS TA BiJHOCHE BUBEAEHHS 3arabHO] pagioakTHBHOCTI 3
CEYEI0 Ta KaloM Michs 0HOPa30BOro NepopanbHoro npuiomy 034 [14C]-GSK1265744.

e Onucaru dapmaxokineruky GSK1265744 y nnasmi kpoBi Ta 3arajbHy pafioaKTHBHICTD
¥ KPOBi Ta NAasMi NicAs OJHOPA30BOrO EPOPANLHOro NpuioMy nosu [14C]-
GSK1265744,

Yactuna B

®  Ouinuty 6e3nexy Ta NepeHOCHMICTL OAHOPA30BOro 3aCTOCYBAHHS CYPATEPaNeBTHUHOT
nos3u GSK1265744 150 mr nopieusHO 3 nnauebo.

*  Ouinnru nnasmosuii PK GSK1265744 nicns sseaeHds 0aHOpa3oBol
cynparepanesTuyHol no3u GSK1265744 150 mr

Bropnnui

Uacruua A

* Ouinnte 6e3neky Ta nepeHocumicTs nipenapaty GSK 1265744 nicns oqHopasoBoro
NepopaNbHOro 3aCTOCYBaHHA Y 3A0POBHX 100 POBObLIB.

* Busnauuru cnispinnomenHs [14CJ-GSK 1265744, nos's3anoro 3 kpos'to Ta
N1a3MOL0, Ta KiMILKICTh CYMapHOT PafioakTMBHOCTI, IIOB'A3aHOT 3 KIITHHHKUMH
KOMMOHEHTaMH KPOBI,

*  Busnauntu metaboniunuii npodine GSK 1265744 y nnasmi, ceui, >koBui Ta kai, a
TaKOX iAIeHTHIKYBATH Ta KUTHKICHO OLIHMTH (32 MOXJIHBOCTI) OCHOBHI MeTabOMTiTH
B MX MATPULAX MiCIa BBEACHHS OAHOPa30ROT NepopalbHoi noaun [14C)-
GSK1265744.

11. Ju3aiin knidivHOro BunpobyBaHus

e nocnimxenns ctaganocd 3 2 yacTuH, B skux Opanu yuacts 310poBi nopocni. YacThHa A
- HEPAaHIOMI30BaHe, BiIKPHTE, ONHOLEHTPOBE, OAHON030BE JOCIIKEHHSA 3 BHKOPHCTAHHAM

panioakKTHBHO MiYEHOT 03K JUIsl BUBUEHHS BHBEIEHHs, eKCKpeLii Ta apMaKoKiHeTHKH




rnepopaneHoro npenapary GSK1265744 y koroprti 3 6 370pOBHX IOPOCITHX YOJIOBIKIB.

Jmzaiin gocainxkennn: YacTuna A

Yactuna | Poamip subipku (aKkTuBHui) JeHb 1

A 6 TikysanHs A: 30 mr
NikysaHag A: 30 mr 14C-GSK1265744 npubnusto 70 mkKi (0,96 MBK) panioakTueHocTi x 1 gosa
(HaTwecepye)

Hactuna A criaganacs 3i CKpHHIHrOBOTO Nepiofy, €Tamy NiKyBaHHS T4 MOJANBIINX OLIHOK.
IIpotsarom 30 anis micna npufoMy nepruoy K034 YHacHHKH MpoiLLTH NepeANOCTiAHMITbKUI
CKPMHIHIOBHIt BI3HT, 1 Ti, XTO YCMILIHO NpofLlIOB NepeaocIiIHMLIBKY OIIHKY i BIAMOBiNAB
KpuTepiaM Bindopy, Oy Bimoyeni B fociimrenns. Cy6'ekTu B yacTuHi A oTpuMyBaiH
ekpisaneut 30 mr (B cepegrbomy 26,7 mr) no3u GSK 1265744 y Burnsai nepopansHoro
po3uKHY, WO MicTTs Nprbmu3no 70 MxKi (0,96 MEBk) paaioakTHBHOCTI HATLIECEpIIE.
3pasku Kposi, ceul Ta Ky BiZOHPANM NpoTAroM woHaimenwe 336 rogus (14 nuie) i
woHadGinbiwe 504 rogun (21 neus) nicns npuiiomy aocninkysaHoro npenapary. Byno
MPOBEJCHO BHMIPIOBAHHS 3aTaNbHOI PaJl0AKTHBHOCTI, MPHCYTHBOT B OKPEMHX 3paskax
(nmasmi, ceui Ta kani). Cy6'extd Morau GyTH BUIMCaHi 3 BiAMiNeHHs BKe BpaHLli Ha 1 6-if
IEHE, SKINO 3arajlbHa PARIOAKTHEHICTS Y 2 MOCIN0BHHX 24-roAMHHHX 360pax (uepes 288-
312 roaud nicns posu [13-14-it pens] i uepes 312-336 roaun [14-15-i neus] micas IO3H) K
[y cedi, Tak 1 B KaJli, PasoM y39THX, cTaHoBMIa < 1% Bix sBedeHoil f03u. V BHIIAJIKY, 9KIIO
3araibHa pafioakTUBHICTb y Kali Ta/abo ceui craHoBuna >1% sin Beenenol no3u uepes 336
FOIHH, Cy0'€KTH NOBMHHI OYJIH 3aNHILATHCA B AOCHITHULILKOMY Giow i MPOIOBAKYBATH
36MpaTi 24-roiMBHy cevy i Kajl 10 THX Nip, MOKH KiNbKiCTh PaAjOAKTHBHOCTI He 3HH3HTHCS
HIDKYE 1% BIR BBEEHOT 203U B 2 NOC/IiNOBHHX 24-ropunnux 36opax. Ilingocniani mornu
nepebysartu y BipauieHHi go 21 gua. Kpim Toro, ang sxicHol ouinku MeTabomiTin
GSK1265744 Gyno sinibpano 3pasok xkoB4i 3a AONOMOTOK) EHTEPOTECTY UTA AKICHOT OLHKHM
MeTabonirtie. Besnexy ouiHIOBATH 33 KUTTEBO BAXUIMBUMH MOKA3HHKAMH (YACTOTA CEpLEBHX
CKOpoUeHk i aprepiantHuil Tuck), EKI y 12 BiaBefeHHAX, KNIHIYHUMHE TaBOpaTOPHHMYU
TECTAMHU, MOHITOPHHTOM TP 12 (isuKanbHUM ODCTEKEHHAM.

[ Tu3aiin nocaimkenns: Yacruua B

Yactuha Posmip Bubipku N JeHb 1
B 8 NixysanHa B: 150 mr

2 JlikyBanua P: Mnauebo




Y Yactuui B 6yno 3anyuero 10 cyG'ektie [uis ouinkyu 6esnexy, nepeHocuMocti Ta PK
CynpaTepaneBTHYHOT 1034 GSK 1265744 150 Mr nopiBHAHO 3 Mm1aueSo npd oMHOKPATHOMY
npuiiomi. Cy6'eKTH MPOXOMMNM CKPUHIHTOBHI Nepion, ¢asy MKYBaHHA T4 IMONATBII OLIHKH,
[epennociinHuUbKRE CKPUHINTOBHIT Bi3UT BinGyBaBes npotaroM 30 JxiB micia npuitomy
nepLuoi 403, i Ti, XTO yCMIlIHO NPOALIOB NepeAnoCiAHHIBLKY OLIHKY i BiIMOBizaB
KpuTepiam BinGopy, Gynu BKIIOYEH] B focnifkeHs. PecnonaesTH, aki Gpaid yuacts y
Hacrui B, ne 6ynu TuMH caMuMH yqacHHKaMu, aKi 6panu yaacts y YacTHHI A Lporo
noCTiUDKEHHS.

ITicas HIYHOTO FONOAYBAHHA IPOTATOM UIOHAWMEHLIE 8 FOIMH KOMKEH YHaCHHK OTPHMYBAB
oaxopaszosy n03y GSK 1265744 150 mr abo rnaueGo 8 aeub 1. KoskHy 103y BBOAMAYM BpaHL|
HaTwecepue. Cepiifni 3pasku PK rinbupanu npotrarom 336 roaun uepes 14 auie micns
nosysatis. CyO'extn nepebysanu y BianiienH: 1o 3aBepilieHHs 72-TOAMHHUX OLHOK 1
nosepranucs Juia 36opy PK ta ouinky Gesneku Ha 6-#, 8-i, 11-i 1ni, a Takok Ha 14-i geHb
la1s nopanbIIol OUIHKH.

Hacturu A 1 B Gymu Hesaneskui ofiHa Bif 01HOT 32 yacom. YacTury B soammn mo abo
OHOYACHO 3 YacTHHOO A,

12. OcHOBHI KpUTEpIT BIVIIOYEHHS

Jliist yacTHHM A - HonoBiku BikoM Bia 30 1o 55 pokis, ana yacTunu b - 4onoBiKK a0 xinku
Bikom Bifl 18 710 60 pokiB BKITIOHHO, HA MOMENT NiAMUCAHHA iH(BOPMOBAHOT 3rofu 3 BMI B
aianasoni 18,5-31,0 kr/m2 (BkniouHo).

13. Hocnimxysanuii nikapebkuii 3aci6, ciocit sactocysanHs, cuna aii

Uacruna A

Ulikyeanus A= GSK 1265744 30 Mr pasoea 103a; 3aCTOCOBYBATH NEPOPANLHO y BHIAL
pa3osoi 103H; cuna(u)/piens nozysanHs: 30 mr GSK 1265744 (cepenns moza 26,7 Mr y
Burnsni BlakHoT kucnotH GSK1265744); Homep cepii: R18120/44/1

Yacruna B

Ulicyeanns B = GSK 1265744 150 mr paszosa no3a; cuna(u)/pisesb 103yBaHHs: cHila
rabneriu: 30 mr/5 Tabnerok s posu 150 mr; 132371157, Homep cepil: 132371157

[14. Ilpenapat nopisHsuus, 103a, CNOCIO 3aCTOCYBAHHA, cHAA AiT

YacTuna B




ixysanus P = tabnerxu mane6o, wo signosigatots GSK1265744; npuiimatu [IepOpaTbHO
OQHOPa30B0O; HoMep cepil: 121349098

15. CymyTHs Tepanis

JlozBoneni npenapatu: Aueraminodei y nosax <2 r/nens 6yB KO3BONEHHIT 10 3aCTOCYBAHHSI.
[Hwi cynmyrai npemapatut nosuusi 6ynu posrisgaTHes B KOMHOMY KOHKDETHOMY BHMAIKY
IOCIIIHHKOM 32 MOroKeHHAM 3 Meauunmum MoniTopom GSK [3a HeoBXimHOCTI].

16. Kpurepii ouinku edexrusHocTi

EQexTHBHICTb He OLIHIOBANIACA B LLOMY JOCTIDKEHH .

JacTHua A

OcHoBHA

¢ Bincorok sinHoBneHHs 3araneHol pafiioakTHBHOCTI B ceyi Ta Kani.

* [Lrolua nia KpUBOKO KKOHLEHTPALS-4aC» Bifl HYJLOBOIO yacy (nonepeaHa A03a) Ao
OCT2HHBOI'O 4acy KiLKICHO BUMIPIOBaHOT KOHLEHTpaLi B Mexax npodimo [AUC (0-1)],
MJIOLLA MiJl KPHBOIO «KOHUEHTPaUis-4acy Bifl HyNLOBOro yacy (MonepenHs 203a),
EKCTparnonkosaHa 10 Heckindenoro yacy [AUC (0-00)], MakcuManbHa KOHUeHTpaLs,
mo croctepiraetses (Cmax), yac nocardedHs Cmax (tmax), KOHCTAHTA WBHAKOCTI
eniMiHauii KiHuesol asu (Az), yssuuii nepion HaNiBBUBEEHHS KiHIEBOT thazm (t1/2), a
Takox nepopanbHuil kiiperc (CL/F) nnasmu GSK 1265744 Ta 3aranska pafioakTHBHICTS
¥y nAasmi ta Kposi nicns nepopansHoro npuitomy posunny [14CJ-GSK 1265744,

Bropunni

¢ CniBBiAHOWEHHS 3aranbHOT KINLKOCT MaTepiany, NOR'A3aHOTO 3 JKApCLKHM
32c0b0M (paioakTMBHICTE), Y KPOBI Ta Miasmi, BIICOTOK 3araibHol panioakTHBHOCTI,
MNOB'A3aHOT 3 EPUTPOLIMTAMMU.

® 30ip 3paskiB A% BUKOPHCTAHHA B OKPEMOMY AOCHIKEHHI s XapaKTEepUCTHKH Ta
KINbKICHOIO BH3HAYEHHS MeTabOoNiTiB, MOB'A3aHKX 3 GSK 1265744, y nnasmi, sxosui,
ceyi Ta QeKaabHHX roMoresaTax.

Yactuna B
OcHoBna

* Ilapamerpu PK nnasmu GSK1265744 nicns onxopasosoro npuitomy 150 mr
Harwecepue: [nowma nix KPHEOK «KOHUEHTpALif-4ac» BiA HyJIbOBOro yacy (monepeans
1033) A0 OCTAHHBOTO Yacy KiMbKICHO BUMIpIOBaHOT KOHUEHTpauil B Meskax npodimo
[AUC (0-)], nnowa nig KpMBOK KKOHLIEHTPALiR-YACY Bil HYNLOBOTO yacy (norepeaHs

£033), EKCTPANoILOBaHa A0 HecKiHuenHoro uacy [AUC (0-0)], MakcHManbHa




KOHUEHTPAUs, uIo cnoctepiractbes (Cmax), wac Hactamas Cmax (tmax), koHCTaHTa
WBHAKOCTI eiMinanil KiHuesof ¢pasu (Az), yasHuil nepion HaniBBHBEAEHHS 3
TepMinanbHOT dask (t1/2), Ta nepopanbuuii Kipene (CL/F).

17. Kputepif ouinku Geznexu

[UacTHHa A
BropHuui

* [lapameTpn Oesnexn Ta nepenoCHMOCTI, BKITIOYAI0UN o6iumH] peaxuii ([TP),
NOKA3SHHKH KUTTEM s bHOCTI, EKI" T2 KIiHiK0-1a60paTOpHi OliHKH.

acTHHa B
OcnoBua

* [lapamerpu Oesrexd Ta NEPEHOCHMOCTI, BRIOUAIOYH OB uHi peaxuii, cymyTHii
NPHITOM JIIKiB, wiiHiko-naboparopHi nokasuuku, EKT Ta OLIHKY #HTTEBO BaXUTHBHX

dyHKLTE.

18. CratHeTHuHI MeTOIH

e Gyno mocnigHuUbKe QOCNimKEHH S, | XOIH] rinoTe3n g NOPIBHAHHS JIIKYBaHHA He
nepesipsnucs, a 6yno HafaHo onNUCoBKI NigCYMOK.

PK-ananiz nnasmu GSK 1265744, pafioakTHBHOCTI M1asMH Ta LaHuX KOHLEHTpallil-yac
PaioaKTHBHOCTI LiNbHOT KPOBI NpoBOAKIY 3 BHKOPHCTAHHAM HEKOMITADTMEHTHHX METOLIE
3a nonomoroto nporpamMu WinNonlin (sepcis 5.2 a6o suwe). Jns aHanizy PK
BHKOPUCTOBYBANH (QakTHUHMI Yac, WO MUHYB Micns nosyeaHHs, a AUC BH3Hauany 3a
MpaBKAOM JTIRIHHOT Tpaneuit "BucxigHa-HHU3XiaHa". Hactynni napamerpu PK Gynu
PO3pPaxOBaHi A 3aranbHOT pafgioaKTHBHOCTI B LibHI KpoBi Ta nmasmi i GSK 1265744 g
masmi: AUC (0-t), AUC (0-w0), Cmax, tmax, Az, t1/2 i CL/F Oynu pospaxosani Ang rasmu
GSK1265744.

[1podini xoHueHTpauii-uac y nnasmi ans GSK 1265744 MOpiBHIOBANH 3 Npotinamu aia
3aranbHOT panioaKTHBHOCTI, 00 OLIHUTH, KA Y2CTHHA 3araNBHO| BUMipAHOT
PanioakTHBHOCTI 6yNa 3yMOBREHA MeTaBOMITAMY. Jng nias3mu, 100 MICTHTL ROCTATHII
piBeHb pafioakTUBHOCTI, MpodLTIOBAHNA Ta ineHTH}IKALIA UMX MeTaboiTin Oynu
PO3rNAHYTI B OKpEMOMY JOCITiIKEHH].

19. Jlemorpadiuni noxasnuku gocnimiysanol nomynsuii (cTars, BiK, paca
TOLLO)

Hemorpaiuni xapakrepuctirm 6yinu 30e6iNbWOro CXOKHMH Misk rpynamu Jjlikyeanns. Crig,
3a3HAYMTH, 1O rPyna Naui€HTiB, IKi OTPHUMYIOTS M1ane6o B 4acTHHI B 1oCimKeH s
CKnananacs BUKIIOMHO 3 3KiHOK 61101 pacu, Toai sk rpyna GSK 1265744 6yna 6insu
IneMorpadiiHo pisHOMAaHITHOIO.




Heworpacbiuni pawi’

#1272

294943

Bik (pokiB). Cepeatie 3HaquHﬂ (SD) 41,0 {11,31) 31,7(10,36)
Crats, n{%) - . | DR
DKiHoua: 0 2{100) 5(63) 7(70)
Honosiya: 6 (100) 0 3(38) 3(30)
3picT (cm) [CepepnHe 3HavenHs (SD) 176,7(5,37) | 164,3(3,18) | 172,2(13,00) | 170,6 (11,99)
Maca Tina {kr), CepepHe 3HaueHHS 88,8(9,99) |70,1(14,78) | 81,4(14,85) | 79,1 (14,79)
(SD)

EfHiuna I'IpMHaﬂE}KH[CTb n My) N . ]

|cnaHCbKOro YK NAaTMHOAMEPUKAHCLKOrO 1(17) 0 0 0
MOXOKEHHS:

He icniaHCLKoro um 5(83) 2 (100) 8(100) 10{100)
NAaTUHOAMEPUKEHCEKOrO NOXOAMEHHS.

Paca, h (%): . o _ S R
Adpo- amepuKaHCbxorolaQJpMKaHCbKoro 4 (67) 0 4(50) 4 (40
NOXOMHEHHS

BinoLUKipi/eBRONEIHCHKOTO NOXOAKEHHS! 2(33) 2 {100) 4 (50} 6 (60)

20. Pezynbtatu edexTuBHOCTI

(GSK 1265744 nepen y3aransbHEHHAM.

Bubpani mapamerpu PK, y3aranereHi 3a nikysaHuam, Takoxc npeacraeneHi B (GSK744) 12
(panioaKTHEHICTS), HUkue. [HnuBinyansyi noxasurky GSK1265744 CL/F Ta VZ/T Oysau
CKOPUrOBaHi Ans BinoOpaxkeHHs dakTi4Hol no3xu Bix 28,0 no 28,4 mr natpiesof coni 14C-

Huxye HaBegeHo KOPOTKWA ornag hapmakoKiHeTMYHUX napameTpie GSK1265744 y nnasmi
kposi [14C]- GSK1265744 OnHopazoee BBefeHHA1
MikyBaHHs n Cmax AUC(0-o0) CL/F VziF t1/2 tmax2
(mkr/mn) | (mkr. rog/mn) | (Mfroa) {n) (ron) {ron)
[“Cl}- B 248 9,5 0,29 16,4 38,8 2,00
GSK1265744 (21) (25) (25) (22) (10} (0,98-3,00)

1 cepefiHe reomeTpuyHe sHaqeHHA (CVY%) 3 nosoo GSK744: 28.0-28 4 mr
2 MegiaHa (gianaaoH)




Pestome (hapMakokiHeTU4HUX napameTpiB pagioakTUBHOCTI B KPOBI Ta nnasmi rnicna
14C]-GSK1265744 OpHopazoBe 3acTocyBaHHAT
. n Cmax AUC(0-w0 t1/2 tmax?
FlikyBanis (mkr/ g) (MEr. 50/1/ 1?) (rog) (ron)
KpOBb
6 1,43 56,1 39,4 1,52
["C}- (21) (26) (14) {0,98-4,00)
(GSK1265744 Mnasma
6 2,65 107 41,2 1,52
(21) (24) (16) {0,98-2,00}

1 cepeaHe reomeTpuyHe 3HauenHA (CV%) 3 nosoo GSK744: 28.1-28.4 mr
2 MeaiaHa {fianazon)

Bubpani inansinyaneHi dapmakokineTHuHi napamerpy mnasmu GSK1265744 nicna
npuiioMy pazosol 2oz 150 Mr Ha TAi JiKyBaHHS TAKMK IPEACTABIICHI HHYE.

Pestome hapmakokiHeTHuHMX napametpis nnasmu GSK1265744 nicns mpuioMy opHopazosoi
inosn 150 mr GSK12657441
MikyBanHs n Cmax AUC{0-0) CUF | VzIF | 1172 tmax?
(mgr/mn) | (mkr. rog/mn) | (N/roa) (ny | (ron) {ron)
8 10,4 418 0,36 197 | 381 2,50
GSK1265744 150 mMr (26) (32) (32) (29) (16) | (1,004,03)

' cepesiHe reomeTpuuHe sHaqeHHA(CV%)
2 mepiana (gianasoH)

3aranbHe cepemHe BiITHOBNEHHS pamiOaKTHBHOCTI B 3pa3Kax cedi i kamy ctaHoBuno 85,3%
npoTarom 384-roasHHOrO NOCHIMKEHHS, IPUYOMY BITHOBACHHA B OKPEMHX CyD'eKTIR
BapitoBanocs sia 74,5 no 92,2%.

21. PesynbpTaTin Geaneku

[Yei nonit, oxpim TP 2 cTyneHs, nos'a3aHoro 3i cnasMaMH B XKHBOTI, Y14 oliHeHi AK nerki
34 CTYMEHEM TDKKOCTI, | B KOAHIM YaCTHHI nocmibkeHHs He OyJto sxoaHol noxii, axa 6

MpHU3BENa A0 BIMIHH JIKyBaHHS.




KopoTkuit ornsag ycix HebaxaHNX ABKLY
KinbKicTb cy6'eKTiB 3 YactiHa A Yactuna B
noGiyHuMu aeuamu n(%) GSK1265744 Mnayebo GSK1265744 150 mr
30 mr (n=2) (N=8)
(n=6)
Byab-aka [1P, n (%) 2(33) 1(50) 4 {50)
COHNUBICTb 1(17) Q 0
3aknafieHicTb Hoca 1{17) 0 0
SHWKeHHA PIBHA remornobiHy 0 0 2(25)
KpeaTuHiH y kposi 0 0 1(13)
niaBMLLLEHMIA
Exximoa 0 1{50) 1(13)
Meitxoneis 0 0 1(13)
Bink B KMBOTI 0 0 1(13)
3akpen ] Q0 1(13)
Hynota 0 0 1(13)
MpoTeiHypis 0 1(50) 0
22. BUCHOBOK (32KIIOHEHHS) Yacruna A

» OjHopa3oBa nepopaibHa fo3a [14C)-GSK 1265744 (B cepennsomy 26,7 Mr'y BUCNGAI
sinbHoTl kuenotn (70,2 mMxKi)) no6pe nepeHocHmacs Mifl 4ac HbOro AOCHIIKEHHS
3A0POBHMH JOPOCAUMH YONOBiKaMH. He [MOBIJOMIIANOCS [P0 NETANbHI BUNALKH,
nenetanbii CITS a6o Biaminum uepes [TP. Tlosinomnanocs npo HusbKy vactoty 1P,
BCi BOHH BBAKANMCA JIETKUMH 33 iHTEHCHBHICTIO.

e 3araneHe cepeAHe BUBEACHHA cTaHOBHIO 85,3% BiX BRENEHOT A03H i3 CepeaHIM
suBefeHHsAM 58,5% 3 xanoMm Ta 26,8% i3 ceuelo.

o  GSK1265744 6ys nepeBakalouoi0 LIHPKYIIOUOIO CIIONYKOIY B NNa3Mi.

o GSK1265744 i pagioaxTusHicTb tmax i t1/2 Gynu NogiGHUMH, 4 EKCIIO3KLLs 10
pamioakTHBHOCTI yrna NPHOIU3HO B 2 pasH BUUIOIO B IU1a3Mi, HEK Y KpOBI.

e GSK1265744 Gy susBnenuil y BCiX 3paskax AyoneHanbHol xop4i. Metabomit
TIIIOKYpOHOBOT KucnoTH M1 Takox GyB npucyTHiH y IeskHX, ane He y BCIX 3paskax
IyOReHATEHOT JKOBUI.

YacTtuna B

. OnHopasoa nepopalibia ao3a 150 mr GSK 1265744 sa3puyaii nobpe nepeHocunacs.




He noeizomisiocs npo netaibhi sunaaxu, neneranshi I abo siaminn uepes ITP.
[Mosigomisiocs mpo HesHauHy Kinbkicts [TP, 3 skux nuwe 1 (cyzomu) Oyna OLiHEHA
K MOMipHa 3a IHTeHCHBHICTIO.

° GSK 1265744 150 Mr He A0cAraB eKCMO3HLIH, 3HAYHO BHIIMX 3 eKCMO3MLIT
CTALiOHAPHOTO CTaHy, 1O COCTEPIraIUues Mic/s HMOBIPHOT KIITHIYHOT 1031 30 mr
O/IMH pa3 Ha J06Y, 1O CBiAYMTH MPO Te, WO AiA ouiHkH BBy GS1265744 Ha QTc
noTpibHa cTpaTeris NOBTOPHUX /103 JUIS AOCATHEHHS CyNpaTepanesTHIHOro pIBHA.

3asBHUK (BIACHHUK PEECTPALIHHONO MOCBIA4EHHA)

(nianue)

Kapen ['peiitikep (Karen Grainger)
Biue-npe3naent, KepiBHUK By HOPMATHBHO-NPABOBOIO pery/itoBaHHA
I —— e e—— s _ [BiiB Xenckep (ViiV Healthcare)
{Mopacok donosneno nosuv dooamkom 30 sziono 3 Haxasom MO3 Vipainu Ne 1528 gio 27.06.2019 }

Ilepexsian BHKOHAB:

MeHe pkep 3 peryIsTOPHUX MHTaHb Ta peecTpaLlii
TOB I'nakcoCmiTKnsiin ®MapmacetoTtikanc Ykpaita
Mapunsko Jiioamuna




Clinical Trial Report - 18
Study ID-201767

1. Name of medicinal product (registration certificate No, if available )

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality
control, Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DLL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de |’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'ves no  ifno, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal
product, new active substance

5. Title of clinical trial, code number of clinical trial

A Phase 1, Multicompartmental Pharmacokinetic Study of Cabotegravir Long-acting
in Healthy Adult Volunteers, Study 201767

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [27February2017] — [25July2019]
8. Countries, where clinical trial has been conducted [USA
9. Number of trial subjects planned: 19
actual: 16
10. Main purpose and secondary objectives of CT Primary

e To determine the pharmacokinetic (PK) concentrations of cabotegravir
(CAB) following long acting (LA) administration in blood plasma and in
vaginal tissue (VT), cervical tissue (CT), and cervicovaginal fluid (CVF) in
healthy women and in rectal tissue (RT) and rectal fluid (RF) in healthy men
and women (as data permitted) following a single 600 mg intramuscular (IM)
dose

Secondary




* To compare the PK concentrations following a single IM dose of CAB LA
600 mg in VT, CT, and CVF relative to blood plasma and CVF in healthy
women, and in RT and RF relative to blood plasma and RF in healthy men
and women (as data permitted).

e To describe the PK profile of CAB LA in blood plasma and CT, CVF, in
healthy women and in RT and RF in healthy men and women (as data
permitted) following a single 600 mg IM dose.

e To determine the trough concentration achieved following repeat
administration of oral CAB 30 mg once daily (QD) to steady state in blood
plasma and VT, CT, and CVF in healthy women and in RT and RF in healthy
men and women (as data permitted).

» To assess the safety and tolerability of CAB following repeat oral doses and
single dose IM administration in healthy subjects.

11. Clinical trial design

This was a Phase 1, open-label study in healthy subjects to assess the PK of CAB
following repeat dose oral and single dose LA administration in blood plasma,

anatomical tissues, and secretions associated with sexual HIV-1 transmission:
VT, CT, CVF, RT, and RF.

The study consisted a screening period, a 28-day oral lead-in phase at a CAB
dose of 30 mg once-per-day followed by a 14-42-day washout period, and a
single IM dose of CAB LA 600 mg with compartmental PK sampling for up to
12 weeks. Subjects returned for safety assessments and PK sampling of blood
plasma at Week 24 and Week 36 post-injection and all subjects were required to
have a follow-up visit at Week 52 post-injection or a withdrawal visit if a subject
was terminated earlier.

Approximately 20 healthy subjects from 2 clinic sites were to be enrolled, such
that approximately 16 evaluable subjects (8 males and 8 females) received a
CAB LA IM dose under ultrasound guidance and completed compartmental PK
sampling. Non-contrast-enhanced magnetic resonance imaging (MRI) were
performed in a subset of up to 4 males and 4 females at the Johns Hopkins
Hospital in Baltimore, Maryland. Evaluable subjects were defined as those who
provided at least one primary PK endpoint without major protocol deviations.




If subjects prematurely discontinued the study, additional replacement subjects
could be enrolled at the discretion of the Sponsor in consultation with the
investigator. The replacement subject would have same treatment and
procedures per protocol as the discontinued subject.

Each subject participated in the study for approximately 66 weeks. The study
design is defined in the below table and figure.

' _— Safetyl . Follow-up!
, . Oral s CAB Injection and X B by
Screening Lead-in Washout Compartmental PK Sampling | bléod pI?sma | Witht?rfswal
e | - | Sampling | Visit
Within Oral CAB No drug Single 600 mg Safety assessments| Follow-up
30daysof| 30mg administered CAB LA IM dose and blood plasma | assessments
storal | tablet QD 14 -42 PK sampling were
CABdose| x4 weeks days Tissuefluminal fluldf blood | occurred at 24- and |  performed
plasma sampling up to 12 weeks|36-Weeks post-dose| 52 Weeks
post-injection post-injection

*Given the cervicovaginal sampling in the protocol, fiming and duration of menses was taken into account
when scheduling screening, oral lead-in phase and injection.

_.Da 1 e gt et e e ee!( :
y Fallow-upf
DayiCral  Day28 .CAB Week 12 Week 24 Weekl 3 Withdrawal
Screening  Leaddn  Oreflead-n’ Injection ' Visit Visit Visit

1 1 | | | |
— \ I\ A . vy
Within 30 days 14-42Day Compartmentz!PK Safetyand PK assessments (blood plasmaoniy)

QOralCAB  Wash-out

30mgGD

% 28 days

Sampling

1. In addition to comparimental PK sampling following CAB LA injection, subjects underwent PK sampling of




blood plasma and CTAVT/CVF {females) andfor RT/RF after Day 28 of the oral lead-in, on Day 29,

12. Main inclusion criteria

Healthy males and females aged between 18 to 55 years inclusive, with body weight
>40 kg and body mass index (BMI) within the range 18.5-35 kg/m?2 (inclusive) were
enrolled in this study.

13. Investigational medicinal product, mode of administration and
strength

e Study Treatment
Product name: Oral CAB. CAB LA Injoctablo Susporsion
GEK1265744B, Ieclose
Formi monchydrate, micocrysiaTng
rmulation cehiose, hypromelose, sodmum “ _—
description: starch glycctate, magnesium SterZe Suspension for Injection
skarak, Aquarius fim-coatng,
.white BP 18237
Dosage form: Taklst Vial
Unit dose. ] Each vial confained 400 mg/2mL
strength{syDosage. ?fﬁiﬁﬁ%‘m -suspensionof CAB
leveys): FLeTengh. =mg Dosefevel 600mg (3mL}
Routs of o .
Administration: Adminsterorzly, QD [nframuscddar injection
Suspension i was gently inverted
for X seconds to re-suspend
. . e o sedment. After the bubbles
Dosing Instruetions: | 1 kablel taken oraly every 245 subsided, a syringe wras usedo
withdraw the required voume of
suspensionfor fae I injecfon..
) Sterde whit b stighily pink
. . , | Tablsts were vhiteto almosiwite | suspension containing 400 mgf2 mL
Physical description:. | e oval tablets of CAB for admitnistraton by 114
: inject
Methodfor - - : 1x3ml IMinjecfons (3mL
individualizing gr)i‘.:?;nkgstabtet takencnce aday [600 ma] bish) given anze on Day 1
dosage: ) .of injection phase.
Lot £ 142384489, Lot # 142385644,
Batch Number{s):. Lot # 152304828, Lot # 162397422,
Lo} # 162398550 Lol #162400223

14. Reference product, dose, mode of administration and strength

IN/A

15. Concomitant therapy

Permitted medications: Acetaminophen/paracetamol, at doses of <2 g/day was




permitted for use any time during the study. Concomitant medications (prescription
and nonprescription) could be taken only if medically necessary during the study
except for prohibited medications described in Section 4.5.4.2 of the Clinical Study
Report (CSR).

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PK study.

Primary:

Concentrations observed at Day 3 (C48h), Day 8 (Cd8), Week 4 (CWk4),
Week 8 (CWk8), and Week 12 (CWk12) in blood plasma and in CT, and

CVF in women, and in RT and RF in men and women (as data permitted)
following a single CAB 600 mg IM dose.

VT concentrations observed at Day 3 (C48h), and Week 8 (CWk8), in
women following a single CAB 600 mg IM dose.

Secondary:

Concentration ratios including VT: blood plasma, CT: blood plasma, CVF:
blood plasma, CT:CVF, VT:CVF in women, and RT: blood plasma, RF:
blood plasma and RT:RF in men and women (as data permitted) at matched
time points was evaluated.

Maximum observed concentration (Cmax) and time of maximum observed
concentration (tmax) in blood plasma and in CT, CVF, RT, RF matrices.

Area under the concentration time curve from time zero to last quantifiable
time point (AUC(0-last)), area under the concentration time curve from time
zero to infinity (AUC(0-0)), area under the concentration time curve from
time zero to Week 4 (AUC(0-Wk4)), area under the concentration time curve
from time zero to Week 8 (AUC(0-Wk8)), area under the concentration time
curve from time zero to Week 12 (AUC(0-Wk12)) and apparent terminal
phase half-life (t2) in blood plasma, CT, CVF, RT, RF, as data permitted.

Tissue: blood plasma and fluid: blood plasma ratio of AUCs of intervals
specified above.




e CAB concentration (C24) following oral administration in VT, CT, CVF, RT,
RF and blood plasma.

17. Criteria for evaluation safety

Safety and tolerability parameters, including adverse events (AEs), clinical
laboratory tests, and vital signs assessments

18. Statistical methods

[Hypotheses

[The primary objectives of this study were to assess the PK of CAB LA in blood
plasma, and vaginal, cervical, and rectal tissues and secretions following a single
600 mg IM dose. No formal statistical hypotheses were tested. Where appropriate,
an estimation approach was taken, and point estimates and confidence intervals (CIs)
were constructed. There was no formal comparison.

Sample Size Justification

There was no formal calculation of power or sample size for this study.
Approximately 20 healthy subjects from up to 2 clinic sites were to be enrolled in
oral lead-in phase such that approximately 16 evaluable subjects (8 males and 8
females) would receive a CAB IM injection and complete 12 weeks of PK sampling.

Based upon the PK data generated in previous PK tissue studies and the complexity
and intensity of sampling of plasma and tissue in this study, the proposed sample size
of 16 evaluable subjects (8 women and 8 men) would allow for an informative
assessment and description of PK parameters.

Analysis population

Screened Population: All subjects who signed the consent form and enrolled in the
study were included in the Screened Population.

Safety Population: All subjects who were enrolled in the study and received at least
one dose of the study treatment were included in the Safety Population. This
population was used for the safety analyses, as well as for presentation and
summarization of baseline/demographic characteristics.




Pharmacokinetic Plasma Populations:

The PK Plasma Concentration Population included all subjects who

g:;lr:nn:co knetic underwent plasma and campartmental PK sampling fllowing oral

Concentration andfor IM injection and had evaluable PK assay resutts. This

Population ‘population was used for the' concentration listing and individual plting
-ofthe cancentration-fitne data.

The PK Plasma Parameter Population includad afl subjects wha
;f;asr;.:sng:gfe r -underwent plasma and eamparimental PK sampling-after receiving the
Poputation IM Injection and had PK parametersestimated. This population was

used far PK parameler listing,
| Evaluabla The PK Plasma Parameter Population included al subjecis wha
Pharmacokinetic undenvent plasma PK sampling after receiving the (M injaction and
Plasma Parametar | 120 Gvaluable PK pammeters estimated {measurable) and no mejer
Summary ' protical deviation (no important protoool deviation). This population
Population was used for evaluable PX parameters and concentrafions’

mean'median plots and summary tables.

Pharmacokinetic Tissue and fluid Population:

Tissue fluld PK.

Concéntration
Poputlation

“The fissue_fitid PK Concentration Populabon includad all subjecls who

undemwent VIICTICVFIRT/RF sampling folkaving oral andfor IM.
in]ectmn and have atleastone ‘evaluable PK assay result in
VT/CTICVE/RT/RF. This papulation was usad for the individual
.concentration-fisting and plat.

| Tissue_fluld PK-

The evaluahle tissue_fiuid Parameter Population induded-,—-al] subacts
who indenvent samping fallowing IM injection and have at least one

‘;‘;;?;1?3; qw |evaiable parameter esiimaied inVIICTIVFIRTRF. This populaton
was used for the individual parameter fisting.

Evaluable | The evaluabie PK and tissue._fluid Parameter Population'included all

Tissue fiuld and p | SUbiect who undsavent sampling following M injectian and have both

Parameter evalushle PK and evahiable fissues_fluid parameters estimaed in

Population (M) VI/CTICVF/RTRE. This papulatianas used for the parameter

summary and meanmedian piats, and ratios calculations.-

Interim Analysis

There was no formal interim analysis.




Final Analysis

Primary PK. Analyses: Primary endpoints included CAB concentrations in blood
plasma, VT, CT, CVF, RT and RF (as data permitted) in women and blood plasma,
RT and RF in men up to Week 12. These concentrations were determined directly
from concentration-time data from each matrix. Descriptive statistics and graphics
were created to describe the primary PK endpoints of interest.

Secondary PK Analyses: Plasma and tissue/fluid concentration-time data were
analyzed by noncompartmental methods with WinNonlin 5.2 or higher (Pharsight,
Inc., Cary, NC). Pharmacokinetic parameters were estimated via noncompartmental
analysis using the linear up/log down application of the trapezoidal rule for model
200 (extravascular administration) of the WinNonlin program. Calculations were
based on the actual sampling times recorded during the study. The following PK
parameters were calculated if available:

CVF: blood plasma, CT: blad plasma, VT: bhod plasma, CT.CVF, VT:CVF satio in women and,
RT. bload plasma, arid RT:RF ratiosin males and females at matching time polnts where data
permit duting the injgction phase.

Grey, taay; AUCmy, AUC ey, AUCpum), AUCHwes) and AUCuea ) and tsin blood plasma and
n'CT, énd CVF in emalesand RT and RFin males and females,

Ratios offime-matched AUCs tssue matdcesfhuminal flukd: blad plasma whera data pemitiad.
CAB conceniration in VT, CT, CVF, RT, RF and blaad plasma on Day 28 of the oral ead-in
phase priarta (M inj2etion

Ratios were calculated for each subject. Evaluable PK parameters and calculated
ratios were summarized by gender and/or overall for each matrix. A sex-based
comparison was made for all the evaluable blood plasma PK parameters and
estimated ratio between females vs. males and its associated 90% CI was provided.
Covariates of BMI and other factors could also be considered in the model for the
blood plasma PK parameter comparison. Cabotegravir concentration in each matrix
from the oral lead-in phase could be compared with Weeks 4, 8, and 12
concentrations, if data permitted. The relationship between the plasma CAB PK
concentration with time matched CVF, CT, VT, RT and/or RF was assessed with
plots and by the SAS Proc Corr procedure.




Safety Analyses

No formal statistical analysis of the safety data was conducted. Safety data was
summarized descriptively and listed according to GSK’s Integrated Data Standards
Library (IDSL) standards, or under the direct auspices of, Clinical Statistics, GSK.

19. Demographic indices of studied population (sex, age, race, etc.)

Demographics and Baseline Characteristics {Safety Populafion)
Demographics Total
(N=19)

Age in Years [Mean (SD] 31.3{9.12)
Sex [n (%]

Female 10 (53)

Male 9(47)
BN (kim?) [hlean (SDY] 27.15 [3.303)
Height {em) [Mean (SD] 171.1 (10.18)
Weight (k) [Mean {SD)] 79.43 [11.503)
Ethnicity |n (%)]

flot Hispanic or Lafino 19 (160)
Race [in (%]]

Asian - Fast Asian Heritage 1{5)

Black or African American B (32)

‘White - White/Caucasian’European Heritage 12 (83)

20. PK results

Median CAB plasma concentrations following a single IM dose of 600 mg were
above 4* protein adjusted (PA) - 90% maximal inhibitory concentration (IC90)
(0.664 png/ml) at Week 8 and above 1¥PA-IC90 (0.166 png/mlL) at Week 12. In
general, median CAB concentrations in CT, CVF, RT, and VT were below 4*PA-
[C90 (0.664 pg/mL) through Day 3 to Week 4 and below 1*PA-IC90 (0.166 pg/mL)
at Week 12.

Median CAB plasma trough concentrations following a 30 mg QD dose were
comparable to the observed trough concentrations after 30 mg oral dose (geometric
mean [95% CI] of 4.20 [3.8, 4.7] in the LATTE Study and 4.22 pg/mL [4.0, 4.4] in
[LATTE-2 Study). In general, median CAB trough concentrations at the end of oral
lead-in phase were above 1¥*PA-IC90 (0.166 pug/mL) in all tissues/fluids and were
above 4*PA-IC90 (0.664 pg/mL) in CT and RF.




Summary of CAB Plasma Concentrations at Select Visit by Gender and Treatment
Following Qral CAB 30 mg QD and a Single CAB LA 600 mg IM njection

Median (Min, Max)

. ) - (pg/ml)
Regimen Period Visit Male Female Overall
(N=8) (N=T) (N=15)
CAB 30 my | OralLeadn | o 535 897 598
aD Phase y (219,811) | (338,878) | (219,878)
ey 3 332 35 339
CAB LA (072,383 | (095,690) | {072.69)
600 mg IM Injection Dav 8 30 3.6 474
Single Phase y MO, 12 | (124,969 | (1.01,11.2)
Injection 202 283 23
Weekd | (173 519) | (080,336) | (080,512




Summary of CAB Plasma Concentrations at Selecl Visrt by Gender and Treatment

Following Oral.CAB30 mg QD and & Smgfa CABLAG00 mig M Injection:.
Median (Min, Max)
: - s lugimL)
Regimen Pariod Visit. Male Female QOverall
(N=8) (N=T7) (N=15)
CAB LA Week 8 0.74 0.82 0.82
600 mg IM Injection ' {0.45, 3.1) (0.33, 1.84) {0.33,3.1)
Single Phase Week 12 021 028 027
Injection [0.07, 0.98) (0.04, 1.31) (0.04, 1.31)

CAB 30 mg QD-and 4 Single CAB'LA 680 g IM Injection

Sumiriary-of CAB Tissire and Fluid Concentrations 4t Select Visit by Matrix Following Oral

Miedian (M, Max)
: {ng/mL)
Regimen |Period] Visit - T CVF T RF VT
{N=7} (N=T} _{N=13) {N=13p {N=7)
CAB | Oml | Day 110 045 0.59 3.3 0.54
30mg 0D |Leadin| 28 | (0.56,2.12) | (046,275 | {0.20,117) | (091,227) | (0.2, 156)
Day 049 029 0.2 0.6 0.37
3 | (0.19,1.77) | (004, 263) | (0.05,067) | (000,663) | (0.06, 146)
Day 0.48 040 0.46 2.12 i
8 | (0.12,2.54) |(0.47,186) | (0.11,095) | (077,96)
CABLA — -
ﬁﬂﬂmg ﬂjeﬁt;ﬂn Week 0.55 {16 028 .65 _
MSingle |Phase| ¢ | ©-11,077) | (802, 110) | (0.10,045) | (004,214)
Injection Week 012 004 006 0.28 0.15
8 | ©oo,041) | (002, 043){ (0.00,031) | {003,077) | {G.00,C40)
Week | 004 {t?i?c?a 0.00 0.09 )
12| (000,048) [ Tpgn' | (000,847 | (801,642)

a. N=12%rRF CABLA 600 mg

Across all visits, median CAB tissue to plasma concentration ratios following a
single IM dose of 600 mg were 32% in RF, 16% in VT, 14% in CT, 9% in RT, and
8% in CVF. Median CAB tissue to plasma concentration ratios at the end of oral
lead-in following a 30 mg QD dose were 45% in RF, 17% in CT, 14% in VT,13% in
CVF, and 10% in RT.




Median CAB tissue to fluid concentration ratio following a single IM dose of

600 mg was less than 1 in RT across all visits indicating higher distribution in RF
than RT. However, median fluid concentrations were initially higher in CVF than
CT and VT (Day 3 ratio <1) and by Week 8 fluid concentrations were lower than
CT and VT (Week 8 ratio >2).

than 1 in RT indicating higher distribution in RF than RT. However, median fluid
concentrations in CVF were lower than CT and VT (Day 28 ratio >1).

Median CAB tissue to fluid concentration ratio following a 30 mg QD dose was less J
|
\




* Summary of CAB Tissue to Plasma Concentration Ratios by Visit and Across All Visits

Median (Min, Max)
Regimen | Perod | Visit [ cyFRP CTBP RF/EP RTBP VT/EpP
_ {N=7) {N=1) {N=12) (H=13) (N=7)
CA8 Oral Dhay %133 1178 0447 8,100 {143
BmqQD |Leadin | 23 | (023,057} | (0105, 0.258) | (0.151, 104} | £.073,0.186) | {0.026,0.178}
Day 9.208 023 028 0098 0138
3 | (0018,0403 | (011,070} | {000,1958 | PO22 0.106) | (0.064,0213
Day 2.142 0192 054 103
3 | (6048,0291) | (0095, 0,237} | {0.153, 4.971} | £.082, 0.16%) )
cATLA Week | 0047 0213 029 0.108
@0mg |ijactsn| 4 | (0007.0436) | (0.031,0.309) | (0021, 11.38) | §.072.0.1%) i
M5hge | Plass lweg [ oms .10 023 0031 0.180
Injacton 8 | (00,0231 | 9490,0304 | (0055, 1.855) | (0.00,0.143) | {0.00,0340)
Vaek 843 G355 13-~ 0
12 | (o02,6385 | 9006139 | (007,632} | (0.00,0.158) -
Al a3 .13 03 20491 0158
Vidls | (0007,0436) | £00,0309 | (@00.1138 | 00,0161 | (000,034
BP=Baad plasra
Summary of CAB Tissue to Fluld Contentration Ratios by Visik
Median (Min, Max)
Regimen | Period Visit CT/CVF VT/CVF RTRF
{N=7) {N=7) {N=12)
CAB 30 g . 1444 1.088 0.186
ap |Ordleacin| Day28 | 400 534 | (0487,2615) | (0009,0675)
Day 3 0.937 0.572 0.298
¥ [067,6.179 | {0309,9438) | {0.042, 1.230)
Davd 1022 ] 0.254
CAB LA sl (059, 3.09) {0022, 0.913)
600mg 4 | Injection | oo s 1306 ] 0.404
Single Phase {0.456, 7.489) (0.008, 5.25)
Injection Week 8 2242 4687 0.443
- (0.00,11.04 | ©00,1235 | (0.00,1654)
0353 0.00
Week 12 | 10002549 - (0.00, 0578)




Time to maximum concentration (tmax) in tissues was similar across all tissues and
fluids and was consistent with plasma indicating instantaneous distribution into
anatomical sites without any lag time. Exposures (Cmax and AUC(0-Wk12)) were
higher in RF than other matrices.

Summarys of CAB Plasma and Tissue PK Parameters of Overall Population
Matrix
Parameter |~y cna CVF cr RF RT
P15 | =15 | (Net) | ety | (i)
{ugj’;u 504(62% | 055(1&%) | 081(105%) | 327(172%) | 050 (47%)
foab 6.87 700 6.97 7.01 702
(days) | (389,522) | (1.92.839) | (102209 | (687.709) | (6.80,522)
AlCowea | 9449 159 203 (12 77 (104%%) | 1170 (182%) | 206 (572
s | 2wz | 23(10%) | 2 (0s%) | 110 (192%) | 206 (672%
AJCyp i
(0 gcma 3214 (40.1%) | 282(125%) | 365(852%) | 1576 (203%) | 267 (36.7%)
AUCypam 13
(ol | 3699 (36.6%) | 301(108%) | 360(70%) | 1345 (138%) | 324 (54.6%)
AlCpq
ety | A2 (245%) | 224N | DITR) | 1841 (104%) | 248 (3559
ACp- , e
(ugimly | 472(28.9%) | 209(100%) | 696wy | 850(43%) | 292 (346%
j4F - 14.83 ,
e | O1EUE | poho, | B4 | 1277(25%) |2365233%)
KA, e 000151 ,
" {81.4%) NA NA NA NA

¥ix Absaptonrats consbind
NA Naof Appiscatie
a. Gaamebic mzan (CVh)
b. Yrecds presentad as Madian (ramge)

[
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Summary of CAB Tissue and Fluid to Plesma PK Parameter Ratios by Matrix
Geometric Mean (35% CI)
Parameter CVF/BP cT/EP RF/BP RT/BP
{N=15) {N=15) {N=15) {N=15)
c 0.134 0.198 0622 0095
e {0.07, 0.260) (0.157,0.246) (0.311, 1245) {0.081,0.111)
AUy 0.103 0.155 0545 © 010
(0043, 0.247) {0,094, 0.256) {0.233,1.276) {0088, 0.113)
Aoy 0.093 0.149 0485 0.106
(0.038,0.227) (0.088, §.326) (0211, 1.111) {0.091,0,125)
AUCpacy 0087 0123 0386 0.109
(0.023, 0.325) (0.040,0.383) (0.140, 1.073) {0.088, 0.135)
AP=Bbad pfasma

Following a single IM injection of 600 mg CAB LA, the correlations (r >0.9)

between time-matched CAB plasma and tissue (RT, CT, and VT) concentrations
were stronger than correlations (r <0.7) between plasma and fluid concentrations
(CVF and RF) likely due to high variability in fluid concentrations. Following QD
oral dose of CAB 30 mg, the correlations were stronger between plasma and tissue
than between plasma and fluids. However, negative correlation was observed
between plasma and RF concentrations likely due to high variability in RF
concentrations.

In general, differences in plasma exposures varied between males and females;
however, a trend towards lower Cmax in females than males was observed.

Similarly, a longer tiz in females than males was observed which was similar to that
observed in historical studies.




Summary>of CAB Pl&m§ PK Parameter Compariaon between Gender

PK Parameter (';I‘f;} Fﬁg%e F;a ﬁ?gvas% M gll]e
[LET;u 6.26 194 063(0.34, 1.15)
ﬁ(ﬁ'fm 2285 1990 087 (0.47, 1.62)
&L:qclﬁm 3342 3073 092{0.60, 1.42)
?chm’_? o 3570 0.95 (0,64, 144)
rﬁg'{lim) X2 4547 1.19(0.91, 1.54)
[1;::5} 4.6 25.1 172 (0.78,3.79)

4 GearatisLls men

21. Safety results

No deaths were reported during the study. All subjects reported at least 1 AE during
the study. The number of subjects with AEs reported in the IM CAB LA 600 mg
treatment period was higher than the AEs reported in the oral CAB 30 mg treatment
period. A total of 86 AEs (during both periods) were reported during the study. A
summary of AEs reported in 22 subjects is presented in the table below:

Sumnizry of Adverse Events reported in 22 Subjects (Safety Population)
Cral CAB 30 mg
Preforred tem QD M CAE:IE‘??U 0mg {L:?;)
{N=18}
Any Event, n (%) 10 {§2) 17 {100) 19 {100)
Injectian site pain NA 15 {B&) 15 [79)
Gastroentertis viral 3{16) g 3 {16)
Fatique 1{5) 1 (6) 2 (11)




2 (1) 2011
|
|
|

Injection sile erythema NA

Pyraxia 0 2112 2{11)

Dapression 0 2 {13 201

Insomnia 0 212 2{1N0

Headache 0 212 2011

Palpitations 0 23 2 {11)

Blaed glucosa Increased 2{11) ' 0 211 |
NA: Nol ppftahile i

Al subfactemeehing IMCAHAlso reodvad ami CAT
Nota: Osd CAB 30 wrg QD= Cablegravir 3¢ mg QD 28 days badin!
M CAR LA 803 mg = Cabotaqavis M G0 my (Sigle dasa).

No drug-related AEs were reported during the oral CAB 30 mg treatment period.
Fifteen subjects had drug-related AEs during the IM CAB LA 600 mg treatment
period. All 15 subjects had at least 1 injection-related AE.

Siimmary of Dru g-Reiaga_d ,ﬁﬂw‘se Events. {Safety Pomﬂanan)
OralCAB 30 m :
Profermd tem Qo d mﬂ{}i fg} 0mg (:li?;)
N=19) :
Any Event, n (%) 0 15 (BE) 15 {79}
Injectian siteé pain NA 14 [82) 14 {14
Ifjectiansite eryhema NA 2{12) 2{11)
Gt disturbanee L] 1 (6} 1 {5)
[njestian site indusation NA 1(6) 1 {5)
Injectionsite pruitus NA 1 {6} ' 1{5)
Injectian site reacan NA- 1 {6) 1 {5)
Injestian site swelfing WA 1{6) ‘ 1{8)
Myalia 0 1 (6} : 1 {5)
Insomnia 0 1 (6) 1 {5)

Nota: Ordd CAB 30 mg QD = mme;m.-srmmg QD 28 cays pad:
(M CAB LA 800 mg = Caboagavir M 530 arg {sngle dosa].

Two subjects experienced 11 serious adverse events (SAEs) during the study. 1
subject reported 1 SAE and 1 subject reported 10 SAEs.

A 27-year-old female reported spontaneous abortion on Day 405. The event resolved




50 days after onset. The reporting investigator did not consider the spontaneous
abortion reasonably attributable to CAB.

A 44-year-old female experienced a total of 10 SAEs during the study (table below).
The reporting investigator did not consider these SAEs reasonably attributable to
CAB.

SAEs for 1 Subject

Day onwhich the
SAE(s) reporied event occurred after
the *tdose of: Qutcome
Qral M
Grede Event CAR CAB LA
Grade 2 | Anisocoria
Grade 1| Miomine wiliana 61 21 Rasolved the naxtday
Grada 4 | Sefotonin syndrome: 104 64 Resolved 14 days afer onset
. . Resalved at the fime of the last
Grada 2 | Deepvein thrombosis 111 71 avallahle report
Cerebral Was still recovering atthe tima of
Grade 4 haemorrhage 17 n ihe last avaiable report
Grada 3 | Aphasia 119 74 Resolved 70 days after onset
Grade 3 | Dysphagia 122 82 | Resolved 26 days after onset
Grads 2 | Urinary tract infaction 124 84 Resolved 10 days after onset
Gradz 3 | Dyspnoea 277 237 Reasalvad 2 days aftar onsat
Grada 3 z;;ﬁ;”;”mm"’ stress | a0 288 | Resolved 10 days after onset

Clinical laboratory evaluations

There were no obvious trends in clinical laboratory abnormalities between doses of
the study treatment or the routes of administration.

Vital Signs and Electrocardiogram (ECG)

None of the subjects had any clinically significant abnormal Vital Sign and ECG
findings.




22. Conclusion (summary)

e Plasma CAB PK was consistent with prior studies and CAB concentrations in
tissue and fluid were proportional to plasma over time.

¢ Correlations with plasma concentrations were stronger for mucosal tissues
(RT, CT, VT) than for luminal fluids (CF and RF).

e Tissue concentrations were 1/6™ (CT, VT) to 1/10" (RT) of plasma
concentrations.

o With sufficient distribution into mucosal tissues associated with sexual HIV
transmission, CAB tissue: plasma ratios may serve as important
measurements in evaluating CAB LA as an effective PrEP agent.

Applicant (registration certificate holder)

@vG\N\\

(signature) ~—

K.aren Grainger
VP, Head of Regulatory Affairs

'ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order No 1528 of 27.06.2019 }




3BiT npo kiiniyue sunpobyeanag - 18
Hocaimxenua ID-201767

1. Haspa nikapcbkoro 3aco0y (3a HASBHOCTI - HOMep PeecTpaLiHHOro

ATIPETIOJ, cycneusis s in'exuiif mponodroeaHoi aii, 200 Mr/mn

MOCBiYEHHA)
2. 3a9BHHK BiiB Xenckep IOK Jlimiten
3. BupobHuk BupoGuiuTso HeposdacoBaHOro NpoAYKTY, DePBHHHE Ta BTOPHAHE NA2KYBAHHS,

KOHTPOJIb STKOCTi FOTOBOr0 NPOAYKTY, BANYCK cepil

nakco Onepettune FOK Jlimiten, mo sege misnbHicTs sk [inakco Bennkom Onepeiimnc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Xapmip Poyn, bapuapa Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT, Benuka
Epuranis

Crepnaizanis (ramma-onpominetan API ta roroBoro npoaykry)

Crepirenike bensris (@neopyc) CA (Corepa Xenc Kamnai) / Sterigenics Belgium (Fleurus)
SA (A Sotera Health Company)

3ouiur lunactpiens, Asexio ae n’Ecnepauc, davopyc, 6220 / Zoning Industriel, Avenue de
[’Espérance Fleurus, 6220

[benbria

4. Ipoeeneni pocnipKeHHs:

v Tax Hi, AKWO Hi, 06rpyHTYiiTEe

1) Tvn nikapcbkoro 3acoby, 3a sKMM NpoBoAHNacs abo NnaHyeThes
peecTpaLis

Ulikapcbiuii 3aci6 3a MoBHUM focke (ABTOHOMHE HOCKE), iHIUMI JikapceKHil 3aci6, HORa mitoua
pEYOBKHA.

5. IoeHa Ha3Ba KJIiHIYHOroO BUMPOOYBAHHA, KOAOBAHMH HOMEP KIHHIUHOrO
BHIPOOSYBaHHS

Daza |, GaratokomnoHeHTHe GapMaKOKIHETHYHE NOCTILKeHHS KaboTerpasipy MponoHrOBaHOT
il y 30pOBUX fOpoCIUX J0BpOBOAabIIB, AochimKenHs 201767

6. Paza KniHIYHOrO BHIPOOYBaHHS Dasza |
7. Ilepion kaiHiuHOro BUNpoGyBaHH 3 [27 motoro 2017] — [25 aunus 2019
8. Kpaidm, B AKkuX NpoBOAHIOCA KiiHIYHE BUIPOOYBaHus CILIA

9. KinekicTb nocnimxkysatux

2araHoBaHo; 19
dbakTHYHa KinbKicTh ¢y6'ekTiB nocnimreHHs: 16

10. MeTa Ta BTOpHHHI UM KIIHIYHOrO BUNpOSYBaHHS

OcHOBHA

¢ Busnauuru dapmarokinetnuni ( PK) xonuentpauii kaborerpasipy ( CAR) micis
TpuBanoi aii ( LA) y nnasmi kpoei ta y TkanuHax nixsu (VT), wriiku Mateu (CT) Ta
LepikosarinanbHoi pinuan (CVF) y 310poBHX KIHOK, a TaKOXK Y TKAHUHAX IPAMO]
kuwku (RT) Ta pexraneniii pinuni (RF) y 310poBsux 4oNMoBikiB Ta %iHOK {32 HABHUMU
JaHUMHK) OIC/s OAHOPa3080ro BBeaeHHs 600 Mr BHYTpilIHbOM 13080 (IM)




Bropnnmi

¢ [lopienary xoxueHTpanii PK nicsis onsopasoeoro /e eeenenus go3u CAB LA 600 mMr
y VT, CT Ta CVF Binnocro nnasmn kposi Ta CVF y 3n0poBux siHOK, a Takox y RT Ta
RF pigHocHo nnasmu kpoei ta RF y 310poerx 40m0BiKiB Ta KIHOK (HACKINBKH Lie
HO3BONSIOTE JaHi).

¢ Onucarn npodine PK CAB LA y rurazmi kposi ta CT, CVF y 310poBux jxkiHOK, a
TakoK Y RT ta RF y 3m0poBux qonosikis Ta :iHOK (32 HASBHMMU JAHKMK) Nichs
0HOPa3oBoro sseaeHHst 600 Mr BHYTPIIIHLOBEHHO.

*  DBH3HAYHTH KOHUEHTpALO "KOPHUTA", O JOCAraEThes Micns 6araTopasoBoro
nepopansHoro npuiiomy CAB 30 mr oamn pa3s na 206y (QD) a0 cTauioHapHoro craHy
y nnasmi kposi Ta VT, CT ta CVF y 310poBuX xitok, a Takox y RT a RF y 310poBux
YOJIOBIKIB TA XKIHOK (32 HAABHUMH JAHAMH).

¢ Ouinurh Geznexy Ta neperocumicts CAB nicns 6araropasoporo nepopanbHoro
34CTOCYBAHHA Ta OAHOPA30BOTO BHYTPIllHBOBEHHOIO BBEACHHS Y 3I0POBHX CYO'€KTIB.

11. fuzaiin kiiHIYHOTO BUNPOOYBaHHA

* lle 6yno sinkpute nocnimxenns 1 dasu 3a yuacTio 300pOBMX 10O POBONBLIE 3 METOIO
ouitku PK CAB nicns 6araTopasororo nepopansHoro 3acToCyBaHHs Ta OIHOPa30BOro
3aCTOCYBaHHA LA y miasMi kpoBi, aHATOMIMHUX TKAHWHAX T4 CEKPETax, HIO aCOLIIOIOTLCS 3
nepenayero BIJI-1 cratepum mnaxom: VT, CT, CVF, RT i RF.

o JlocmpKenns cKiaaanocs 3i CkpUHIHroBoro nepiogy, 28-1eHHoi hazu nepopankHoOro
npuitomy CAB y 1031 30 Mr onvH pas Ha q00y 3 HACTYNHHM 14-42-nenaum nepiogom
BHBENEHHA, a TAKOK OAHOPa30BOl BHYTpiltHboreHHOT q03u CAB LA 600 Mr 3
KOMMapTMeHTHUM Biabopom 3paskie PK nporarom no 12 Tioknie. YuacHUKM noBepTanycs
At OUIHKH De3rekH Ta Biabopy 3paskiB niazMu kposi Ha 24-my Ta 36-My TIDKHAX Micas
iH'ekuil, i BC1 yMacHUKY NOBHUHI GYIIH MPOHTH KOHTPOJILHMIA BI3uT HAa S2-My THIKHI Micis
i'exuii abo BI3UT Ans BiAMIHH, AKIIO YYACHHK IPUNHHUB Y4ACTh PaHiLe.

¢ [lpubnusno 20 300poBHx 0cif 3 2 KNIHIYHMX LUEHTPIB NIOBUHHI OynK 6YTH BKITIOUEH] B
LOCHIDKEHHS, TaK WO NPpHONM3HO 16 nocnifmkyeaHux (8 YonoBikis i 8 kiHoK) oTpuMany
nozy CAB LA IM nin xoutponem V3J] i BHkoHaiM koMnapTMenTHEH BinGip 3paskie PK.
MarHitHo-pesonancua tomorpadis (MPT) Ges xoHTpacTHOro nigcunesns 6yna nporecHa
Yy miarpyni 1o 4 vonosikie i 4 xinok y nikapsi Jixoua Donkinca B Bantimopi, wrar
Mepinenn. Ouintobani cy6'exts Gy/H BU3SHAYEH] K Taki, WO AOCATAM NpHHaiiMH] onuiei
nepeuHHO! KiHTleBoi Toukn PK 63 cyTTeBHX BiXH/ICHb Bif IPOTOKOTY.




®  SIKIIO Y4aCHUKH [1€pe4acHO MPUNHHSIOTE YYACTh Y JIOCHIUKEHH], HA pO3Cyl COHCOpa
IMic/IA KOHCY/ILTALIT 3 HOCHIIHHKOM MOKYTh §YTH 3amyveHi NOAaTKOB] cy6'€KTH Ha 3aMiHYy.
3amimenni cy6'eKkT OTpHMAE TaKe X JIIKYBaHHS Ta [MPOLEAYPH 3r1AHO 3 MPOTOKOJIOM, AK i
CYD'EKT, 110 NPUIHHHB YUYACTb Y HOCHIIKEHH].

*  Koxen cy6'exr 6pae yqacTs y ROCTIDKEHHI NTPOTArOM Npubn3Ho 66 TixHiB. JIu3aiiH
JOCHIIKEHHS NpeACTaBNeHnH Y TabNHII Ta HA PUCYHKY HHKYE.

3adH gochimRenus® T

BizuT ann nopansworo

MepopantHo - Iekuia CAB Ta Beanexaf
CRPUHIHT m pusic-rus ByMHMBaHHA | KOMNAPTMEHTHME 336ip NNa3MK Koo CMOCTEPEXEHHA/BUBEAEHHS
LS | BinGip apazskie PK p P 3nporpamu

Mpotarom 33 | MepopantHa He Beoguni Pa3osa 600 mr Outie Gesnew Ta |Yepes 52 Tvxni nicns iH'exuii
awis riicna 17| Tabnetka CAB | npenapar 14 - | [losa CAB LA ana | sinBip spaskiz nnasmu | Gynu nposeneni noganswi

nepopancHol 30mMr QD 42 pHi KPOBI [inA BU3HAYEHHA DIOCTIEKEHHA
noam CAB X 4 TvHHI 3abip apakie TkasvH|PK npoBoMmucs vepes
{ nixsopy f nnaamw | 24 1a 36 Twikis nicns
KkpoBi fio 12 Tiakis npuioMy 03K
nicns iH'exui

*3 ornspy Ha Te, Wo B NpoTOKONi nepenbaveHo yepeikanbHo-BariHankHMi 3abip 3paskia, yac | TpMBanIcTL MeHCTpyaul
BPEXCBYBATACA NPU NNAHYBaHHI CKPUHIHTY, NepopansHoi thasu BBeaeHHA Ta iH'ekuli.

-Cxema goCnigKeHHs




Tuxgets 52

Pens 1 Deus 28 qupon_t.uuﬁ '
flepopancie Nepopanskie  [eus 1 BlauT BiguT |
Crpuhinr  BBesienks  BeegewHal IW'ewuin CAB Tumuens 12 Twkness 24 Bizur  Tuxgens 36 Bigyr ANA BUXOAY 3

I I R R
I I R I D

— ! ) AN AN L/
. 114-42 [lcbose  Biabip 3pastis gnA Ouinky Geanetu 1a PK (Tisky nnaama Kposi)
npotarom 30 Asa + BUMMBAKHA BU3HaUeHHA PK
MNepopankuii
CAB 30mr QD
x 28 ptin

1. Ha poparok o komnapTmenTHoro aocnimxennst PK nicns in'exuii CAB LA, naujeHTv npoxosumu
Aocnigxexda PK nnaamm kposi Ta CTAT/CVF (xitkm) Ta/abo RT/RF nicns 28-ro gs
TIEPOPaNEHOTO BRELEHHA, Ha 29-1 IeHb.

12. OcHOBHI KpHTEpil BKITIOYEHHS

Y nocaimrenni 6panu y4acTs 310pOBI HOIOBIKM Ta KIHKM BiKOM Bif 18 10 55 poKiB BICTIOUHO 3
Macoto Tita 240 xr Ta ingexcom mack tina { BMI) B mexax 18,5-35 kr/m2 (Bro1ro4HO).

3. Jlocnimskysanuit nixapcbkuii 3aci, criocib 3acTocysanus, cuna aif

HaiimeHyBanHa JlikyBaHHsA B gocnimpKkeHH

nikapceKoro 3acoby: MNepopaneHi CAB CAB LA, cycnenzia gns iH'exuyi
GSK12657443, nakToau MoHorigpar,
LLeniono3a MIKpOKpUCTARIYHaE,
[NTOMEN03a, HATPIo
KPOXManLITIIKONAT, MarHi0 cTeapar,
nniskoee nokputTa Aquarius, Ginuit BP

Onnc nikapcbKoi dopmi; CrepunbHa cycneHsis ana iH'ekuiin

18237
Nixapcbka dhopMa: Tabnetiu PrakoH
Cuna(n) oguRULHOT PiseHb goan: 1 Tabnetka KoxeH tnakoH micTutb 400 mr/2 Mi
ino3nipiBeHb(u) [oayBaHHs Tabrietkn: 30 mr icycnenaii CAB
103YBaHHA: PiseHe goan: 600.mr (3 mn)
cnoci6 3acTocyBaHHA:  [3acTocosyBath nepopansko, QD BHyTpiluHLOM'A30B2 iH'ekUin

QPrIakoH 3 cycnenaiero 0bepexHo
nepeseptant Ha 20 cekyHg, Wob
Brazisku wono Mo 1 TaBreTyi nepopartbHo kowri 24 MOBTOPHO CycrieHpysaTH ocad. MMicns
[33CTOCYBaHHA TOr0, AK ByNLOakM 3HMKH, 33
InikapcbKoro 3acoby: Radad FLONOMOrolo LnpyUa Binbupanw
HeobxinHWi 06'em cycnenaii ana
BHYTDILLHLOBEHHOT iH XUl

Onue 30BHiLIHLOTO [TabneTku Big Binoro o Maiixe 6Binoro |CTepunbHa cycnexais ein Ginoro 4o




BACNAY: KONLOPY, BKDWTI 0B0R0OHKOIO, OBANLHOT [Rrerka POXeBoro KoNbOpy, o MICTHTL ‘

chopmi 400 mr/2 mn CAB pns BRELEHHA |
WNAXOM BHYTDILUHBOBEHHOT iH'gkU ‘
Flo ogHit TabneTui 30 Mr ogut paz Ha |1 x 3 M iH'ekyii BHYTPILUHBOBEHHO (3 |
Croci6 ingusiayanizaull  |aeHb NpoTArom 4 Tixkie, M ‘
INO3YEaHHA; (600 mr]) oaxopasoao B 1-A AeHb (asu
IH'EKLiR.
Mapris Ne142384489, Mapris Ne142385644, |
Homep cepii(it): Maprin No152394828, MapTis Ne162397422, |
NapTia Ne162396550 Maprin Ne162400223 |
14. Ilpenapat nopiBHAHHSA, 1033, cnocif 3aCTOCYBaHHs, cHAa il H]I
15. CynytHsa Tepanig [lossoneni npemapatH: Aueraminogen/napaueramon y nosax <2 r/nofy 6yno 103BONEHO

3aCTOCOBYBATH B OyNb-AKHH Hac npoTaroM gocnimkexs. CynyTHi npenapatu (peuentypHi Ta
GespeLenTypHi) MoxHa Oyno NPUAMATH JTHLUE 33 MERUUHOKW HeODXIAHICTIO Mig Yac
NOCIIUKEHHS, 38 BUHATKOM 3a00pOHEHHX NPENnapaTis, OMUCAHNWX Y po3aini 4.5.4.2 3pity 2
KiiHiuykoro aochimkenns ( CSR).

16. Kpurepii ouiHkn edexTHBHOCTI Y usomy PK pocnimxeHHi e eKTHBHICTL He ouiHrOBanacs.
[Tepeunni:

* Konueuntpauii, w0 cnocrepiranica Ha 3-ii neds (C48h), 8-ii aenn (Cd8), 4-it THxaEHD
(CWk4), 8-#i Twoxnens (CWk8) ta 12-i miknens (CWkI2) y nnasmi kpositay CT, a
Takox y CVF y scinok, a Takoxk y RT Ta RF y yonosikis Ta »xiHok (32 HasBHUMH
JaHUMH) TICA BBEAEHHA ofHopa3orol A02H CAB 600 Mr BHYTpItIHBOBEHHO.

¢ Konuenrpauti VT cnocrepiranvcs ua 3-i neds (C48h) ta 8-t Twxzens (CWk8) y
HKIHOK, AIKi OTPHMYBanK 0aropa3oBy A03y CAB 600 Mr BHYTpilIHBOBEHHO.

Bropuuni:

e OuitoBanyu cniBBiAHOLIEHHA KOHLEHTPALH, Brmodatodd VT: niasma kposi, CT:
nnasma kposi, CVF: masma xposi, CT: CVF, VT: CVF y xinok ta RT: nnasma Kposi,
RF: nnasma kposi Ta RT: RF y 4onoBikiB Ta ®iHOK (K10 NO3BONSIM AaHI) Y
BIJAMOBIMHI 4aCOBI TOUKH.

¢ MakcnmansHa konuenTpaiis (Cmax) | vac MaKCHMAaNbHOT KOHLeHTpauii (tmax) y
nnasmMi kposi Ta y marpusx CT, CVF, RT, RF.

¢ [lnowa nig KpUBOIO 3AEXKHOCT] KOHUEHTPALIT Bifl Hacy BiAl HYJIA JO OCTAHHBOT




KinbKicHO BHMiproBaHoi TouxH dacy (AUC(0-last)), niomia nif KPHBOKO 3aJIeKHOCTI
KOHUeHTpawuil Bifl yacy Bif Hyna 1o BeckinuerHocTi (AUC(0-00)), mioima mix KkpHBOIO
3aneXHOCTI KOHUEHTPANIT Bil Hacy Bin Hyns o 4-ro Tkns (AUC(0-Wk4)), nuowa mia
KPUBOIO "KoHLEeHTpauis-4ac” Big Hyas mo 8-ro TiwkHs (AUC(0-WkS)), moma nig
KPHBOIO "KOHUEHTpauis-1ac” Bin HyJs 10 12-ro Twxua (AUC(0-Wk12)) Ta ysasHui
nepios, HaNiBBMBEAEHHA 3 TePMiHanbHOT (asm (1'2) y mmasmi kposi, CT, CVF, RT, RF,
AKIIO Ue A03BOJICHO HaHHMH.

e TxaHuHa: IU1a3Ma KPOBI Ta piavHa: nnasma kposi cnissigHowenns AUC intepeanis,
3a3HayeHUX BHUIE. )

¢ Konuentpauis CAB (C24) nicns nepopanbHoro 3actocysanHs y VT, CT, CVF, RT, RF
Ta M1a3Mi KpoBi.

17. Kpurepii ouinku Ge3nexn

INapamerpH He3nexy Ta nepeHoCUMOCTI, BrTiouaouu nobiuni peakuii (TTP), KITiHiYHi
[iaGoparopHi aHaNi3K Ta OLIHKY MKHTTEBO BAKIHBHX NOKA3HHKIB

18. CtarucTHUHI METOAH

[inoTesn

OCHOBHMMHM 3aBAAHHAMH LBOTO AocimkenHs 6ynu ouinka PK CAB LA y mnasmi xposi, a
IraKO3K Y TKAHMHAX | CEKPETAX MIXBH, WHHKK MATKH Ta NPAMOT KHIIKK NICMA OXHOPa30BOTO
npuiiomy 600 Mr BHYTPilHEOBEHHOTO BBefeHHA. JKOAHMX GOpMANbHHX CTATHCTUUHHX rinores
He nepeeipanoca. Tam, fe ue Byno nouinbHo, Gys BUKOPHCTaHHI NiXia ouikky, i Oy
noGyaoBaHi TOuKOBi oliHKK Ta AoBipHi inTepsanu (CI). PopmanbHOTO NOPiBHAHHA HEe OY1O.

OOrpvyHTYBAHHS po3Mipy BuOIipKH

(DopMATLHOrO PO3PAXYHKY MOTYKHOCTI 800 po3Mipy BUOIPKM A8 LLOTO JOCIIIKEeHHS HE
nposomunocs. [NpubauzHo 20 3n0oposux 06pOBONBUIB 3 2 KIHIYHHX ueHTpiB Manu OyTu
sapaxoBaHi 10 NepopaibHOi (a3 JOCNiLKEHHS TAKMM YHHOM, o6 npubiInsHO 16
nocsimKyRaHux (8 yonosikis i 8 skinok) oTpumanu in'ekuito CAB IM i npo#iny 1 2-THsKHEBHH
Binbip zpaskis PK.

[pyuTyrouuch 1a aauux npo PK, otpuManux y nonepeaHix AOCHIKEHHAX TkaHuHHOT PK, a
TAKOXK HA CKIIAAIHOCTI TA IHTEHCHBHOCTI BIAOODPY 3pa3KiB M1a3Mu 1 TKAHHH Y ULOMY

nocstimKeHi, 3anpononosanmii posmip Bubipku 3 16 nimmocmimuux (8 xiHok i 8 4onoBIKiB)




MO3BONMTL NPOBECTH iH(OPMATHBHY OLIHKY Ta onuc napamerpis PK.

IAHANIZ HACEJIeHHA

Cipuninzoeane nacenenna: Bei cy6'exty, aki mianucaau dopmy 3roa Ta 6ynu 3apaxoBaHi 10
noctimxenns, Gynu BKIFOYEHI 10 CKPHHIHIOBOT IIOMYIALIT.

Bubipra ona oninxu 6esnexu: Bci cyG'exTy, ski 6ynn BRAIOYEH B MOCTIUKEHHA | OTPUMAITH
NpHHaiMHi OAHY 403y AOCTILKYBAHOTO NikyBaHHA, Gynu poderi B [lomynauiio Gesnexy. La
nonyaAsuis 6yna BUKOpPACTaHa And aHanizy 0e3neku, a Takox [U1 MPEeACTaBNeHH Ta
ﬁ’BaFaﬂbHeHHﬂ BUXigHHX/temorpadiyHHX XapaKTEPHCTHK.

Dapmaxkokinemuui RONYAARIT RAGIMU:

apMaKoKiHeTUKa
KoHUeHTpayis B
nna3mi KpoBi B
nonynaui

Monynawis BUaHaYEHHs koHLeHTpaufl PK B nriasmi Bniovana ecix
cy6'exTiB, AKi NPOALWNK BIAGIp 3pa3kie Mnasmu Ta KoMNapTMeHTHoro PK
nicna nepopankHol Tafabo BRYTPILIHLOBEHHOT IH'EKLT Ta Many peaynsTaTi
anariay PK, siKi MoxHa Gyno ouinutu. Lis nonynauia 6yna sukopucTana
N11A CKNAAAHHA CUCKY KOHUEHTPaLYA Ta nobynoBY iHAVBIAYANbHUX
rpadhikie 3aneXHOCTi KeHUeHTpaLii Bif Jacy.

dapMaKkoKiHETMHHUA
Mapamerp nnasmu

Monynsuia napaMmeTpie NAaaMv KPosi BKMIDYaNa Beix ocif, skum nicns
in'ekufi IM Gyno nposepero 3abip apaakis nrasmu Kposi 1a
koMnapTmenTHoro PK Ta ouiveHo napametpu PK. Lilo nonynauio Gyno

DapMaKkoKiHeTUYHMIA
MNapamerp nnasmm
Pesiome

MonynAuia

MonynAuiA . -

BMKODWGTAHO Ans nepenixy napamerpis PK.

Monynsuist napamerpis PK nnasmu axnioyana ecix cyG'exris, y akux Gyno
OLiHloBaHui nposegeHo 3abip apaskie nasMu Nicna nOBTOpHOT iH'ekyil IM, ¥ AKux Gynu

loliHeki napameTpy PK, Wwo nigaaloTeea ouiHL (BUMIpIoBaH), | Ak He Manu
3HAYHUX BifXUreHb Bif NPOTOKONY (He Manu 3HaUHUX BIXUNEHb Bin
npotokony). Lia nanynsuia Gyna sukoprcTata anA nobyaosK rpadiie
cepefHix/MeaiaHHMX 3HaYeHb NapameTpis i KoHueHTpauii PK, wo
OLIHIDOTHER, A TAKOX 3BEASHMX TabnuLlk.

Dapmaxokinemura Tranunu ma piounu Honynayin:

KaHWHHa piguHa PK
KoHueHTpalia
NonynAauis

Nonynauia KoHLEHTpauii PK B TkaHuHHIGA piauHi Brniovana eix cyG'exTis, sk
npoiwnv BT/KT/CVF/RT/RF einbip npob nicns nepopanbHoi Ta/abo
BHYTRILUHLOBEHHOT eBaKyaly Ta Man npuHaimMHi OfiuH OLlHIBAHWA
peaynbTar aHanizy va PK n BT/KT/CVF/RT/RE. La nonynsujs byna

BUKOPMCTaHA ANA CKNAAaHHS CrvcKy IHAMBIAYaNbHUX KOHLIEHTpaLi# Ta




nobygosu rpacbikis.

MonynAwis OLHI0BaHKX NAaPaMeTPIB TKAHUHHOT PIOMHIM BKMKOYANA BCiX
cyb'exTiB, ki Mpoiunm 3aBip 3paakiz nicns iH'ekwyii IM | Mar npyHaiMHi oavH
OLiHIOBAHWIA napaMeTp, oujHeHui y VTICTICYF/RT/RF, [Ins suaHaveHHs
iHOVBiAyansHUX NapameTpie Gyno BUKOPUCTAHO TUCAYHY NONYNALD.
MNonynsuia ouiHoBaHux napameTpie PK Ta TkaHUHHOT PiWHM BKNIOYana BCiX
OuiHioRanui navjieHTie, y sikux 6yno nposegero 3abip apaskiB nicns iW'ekUiT IM i sk Manm
Monynsiuin napameTpis ouiHIOBaHI NapameTpu PK Ta TKaHWHHOT piHy, WO OLHIOIOTECA B
TEaHUHHOT pigmuu ta  VT/CT/CVE/RTIRF. Lis cykynHicTs Byna BUKOpUCTaHA ANA 38EHEHHS

PK (IM) napameTpis 38'Asky, NoBynoBy rpatikie cepeaHboro/MeaiaHHOr aHayeHHs
1 064UCTIeHHA KOBMILIEHTIB.

MapameTp TKAHUHHOT
piaunn PK Monynsagia
napametpa (IM)

TIpomixcnmii anais

DopManeEHOro MPOMBKHOrO aHANTI3Y HE NPOBOLMIIOCH,

iOcraTounnii ananiz

[Tepaunnuit ananis PK: TlepsunHi kiHuesi Touku Bxiouanu konuentpauito CAB B nnazui
kposi, VT, CT, CVF, RT i RF (nackinsku no3somnsiay gaui) y sxinox i nnasmi kposi, RT i RF y
YonoBikis 10 12-ro Txna. L{i koHueHTpauii Gyn1 BU3HaYeHi 6e3N0CepeHbO 3 AAHHX
(CKOHLIEHTpANIA-4ac» 3 KOxHOT MaTpuLi. JIna onucy nepsMHuMX KiHuesux Touok PK, wo
NpeCTaBNATL iHTepec, OYNIM CTBOPEH! OMUCOBA CTATHCTHKA Ta rpadiku.

Bropuxhuii anaais PK: Jlani npo xonuenTpallito-uac y nmaasMi Ta TkaHUHax/piHHI
AHZTI3yBaIM HEKOMNAPTMEHTHUMH METOAAMH 3a Aonomoroio nporpamu WinNonlin 5.2 aGo
suiie (Pharsight, Inc., Cary, NC). dapmakokineTH4Hi napamMeTpH OUIHIOBAIM 32 AONIOMOrOLO
HEKOMMAaPTMEHTHOI'O AHANI3Y i3 3aCTOCYBAHHAM JIHIHHOTO Bropy/BHW3 NpaBHa Tpanewii s
mozeni 200 (nozacynuune seesenns) nporpamMu WinNonlin. Pospaxynky Gasysanucs Ha
(haxruuromy uaci Bubipky, sadikcoeasoMy nia uac gocnipkeHs. Hactynui napamerpu PK
OynH po3paxoBaHi, AKLIO BOHK OYAM AOCTYIIHI:

CVF: nnasma kposi, CT: nnasma kposi, VT: nnaama kposi, cnissigHowens CT: CVF, VT: CVF y
piiHOK i, RT: nnasma kposi 1a cnissigHowerHs RT: RF y Yonosikis i XiHOK Y BifoBiaKi MOMEHTH

uacy, AKLLIO A03BONAIOTE AaHi, Nif Yac gaam iHekuil.

Cmax, tmax, AUC(0-e), AUC(0-Hepoabipnueo), AUC(0-Hepoabipnuso), AUC(0-Heposbipnuso) i
AUC(0-WK 12) Ta t'% y nmasmi kposi i B KT, a Takox CVF y xinok Ta RT i RF y 4onosikia i iHok.
CriBBifHOWEHHA y3romkerux ¥ Haci AUC TKaHUHHUX MATPULL/MIOMIHECLIEHTHOI piguHu: NnasMa




KpOBi, 4 Lie A03BCNATH JaHi.
KoHueHTpayia CAB y VT, CT, CVF, RT, RF Ta nnaami kposi Ha 29-i ieHb thasu nepopansHoro
BREfEeHHs nepef, iH'exuieto I

~I(oe¢)iuienm Oyau pospaxosani aa kosHOro cy6'ekra. Ouintopani napamerpu PK ta
[PO3paxoBaHi CHIBBIAHOIEHHS GyJIK NifcyMOBaHi 3a CTATTIO Ta/aGo 3aranom s KOKHOT
Matpuui. Byno nposeaero nopisHaHHA 3a CraTTIO 015 BCiX ONiHIOBAHMX napaMetpis PK
ITA3MH KPOB Ta HaJAHO OLHOYHE CMIBBIHOMIEHHS MiX 3KIHKAMY Ta HOJIOBIKAMH, 4 TAKOX
Bianosianuit 90% CI. Kosapianti BMI Ta iHimi Gaxropu Takox MoxyTh 6yTn BpaxosaHi B
MOzeni Ans nopiBHAHHA napamerpis PK nna3mu kpoei. KoHuentpauito kaborerpasipy B
KOXHIH MaTpuui 3 $hasu nepopanbHOro BBeJIeHHs MoxHa By MOPIBHATH 3 KOHLEHTPALE0 Ha
A-My, 8-My Ta 12-My THKHAX, AKINO Le JO3BOMSM AaHI. B3acMO3B'A30K MiX KOHLEHTpALICIO |
CAB PK y nna3mi kpogi Ta yacosumu CVF, CT, VT, RT Ta/a6o RF ouiniorany 3a 10NoMorow
rpadikis Ta 3a JOoNoMoror npouenypu SAS Proc Corr.

|
|
|
AHanis Geznexu |

DopmansHMi cTaTHCTHYHUI aHalli3 JaHuX 3 Gesnexu He nposoauses. Jani 3 Gesnexu Gynn
[y3aranbHeHi ONMCOBO Ta NEPEpaxoBaHi BILNOBIAHO A0 cTaHAapTie [HTerpoBaHoi GidnioTeky
cranaaptis nauux GSK (IDSL) aGo nix 6e2nocepennsoro erinoro Binniny kaiHiuHot
cTaTicTrH GSK.

19. Jlemorpadiuni noKasHUKH JOCTI Ky BaHOT MOMy AT (cTaTh, Bik, paca K -[leMorpadiyki Ta No4aTKOBI XapakTepucivky (Beaneyua nonynayia)
TOLLO) emorpad)ivi gani Besoro (N=19)
Bix {pokiB) [CepegHe 3HaueHHs (SD)] 33,3(9,12)
Crath [n (%)]
Kinova 10(53)
Yonosiva 9(47)
BMI (kr/m?) [Cepente 3HaveHHs (SD)] 27,15(3,303)
3picT {cm) [CepepHe aHayeHHs (SD)] 171,1(10,18)
Bara (kr) [CepeaHe 3HaueHHs (SD)] 79,43(11,503)
ETHiuka npuHanexHicTs [n (%))
He icnaHomMOBHI Yy NaTMHOAMepUKaHL 19(100)
Paca [n (%])]
AziaTcbKe- CXiaH0a3iaTCLKOro NOXOMKEHHSA 1(5)
YopHoLwkipi abo adpo-amepukaHL 6(32)




| Binowkipi/eaponeiicbkoro noxofxeHHs

12(63) |

20. Pesynbrati edeKTHBHOCTI

Cepenni konuenTpauil CAB y nnasmi kpoei niciis onHopasosoro s/ seenenns 600 mr Gyiu
BHILKME 32 4* nonpaeky Ha 6inok (PA) - 90% MakcumanbHoT iHri6yrouol koHnenTpauii (1C90)
(0,664ur/mMn) Ha 8-my TKHI Ta BHIIMMH 32 1*PA-IC90 (0,1661r/Mi) Ha 12-My TEoKH.
3aranom, cepeani korueHtpauii CAB B CT, CVF, RT i VT 6ymu Hinkue 4¥PA-IC90
(0,664 1r/mm) 3 3-ro no 4-i TrAeHS | HiDkde 1#PA-IC90 (0,166pr/m) Ha 12-My TioKHi.

Cepenni xonuentpauii CAB y nna3mi kpoBi nicns npuiiomy nosu 30 mr QD 6ymu
MOPIBHAHHMMH 31 CHIOCTEPEXYBAHUMH KOHUEHTPALIAMH micas npuiomy 1ozH 30 mMr
nepopaibHo (cepeate reomeTpuuHe 3uaueHH [95% CI] 4,20 [3,8, 4,7] y aocnimkenni LATTE
ra 4,22pur/mn (4,0, 4,4] y nocnimxenni LATTE-2). 3aranom, cepenni konuentpauii CAB B
KiHUI hask nepopanbHoro BRefeHHs Oynu suwe 1*PA-IC90 (0,166ur/mn) y Beix
TKaHWHAax/pifnHax Ta euute 4*PA-1C90 (0,664ur/mn) y CT ta RF.

~ Péatome KoHueHTpauiit CAB y finasmi HpOBI nip yac B#BpaHoro BisuTy 3a cTaTTIO. T2 |
NiRYBaHHAM Micrif’ nepOpaanoro npuitomy. CAB 0mrabTa 0,!1HOpEI30BOI in' exuu CAB LA
L, - 600 MrBHYTpIliHEOM'A30B0 SRY :
Mepiana (MIH Maxc)
CXEMA Nepio Bisut {MKr/mn)
3ACTOCYBAHHst| ' 'oP'oA Yonosiku KiHoua 3aranom
(N=8) (N=7) (N=15)
MNepopantHe
5,35 6,97 5,98
CAB 1 p/g mr SD BBS),D;Z:HFI e 28 (2,198, 11) (3,388, 78) (21198, 78)
[lets 3 3,32 35 3,39
CAB LA 600 ur IM (O,T%% 83) (0.953.% 90) (0.22%3, 9)
Orsiopasosa | Gasaleni| Rewo8 | (101119) | (120969 | (101112
. Togerd| 202 2,83 2,36
i (1735,12) | (0,80.3,36) | (0,805,12)




Pe:uome KOHLleHTpaLUH CAB y nna3M| I(pOBI min yac Buﬁpauoro slamy 3a craTTio T2 nmyBaHHﬂM mcnﬂ
MepopansHore: npwuomy CAB 30'mr QD 12 oaHopazoeoi in'ekuil CAB LA 600 Mt BAYTPitIHLOM' '73080°

Meniana (MiH. makc)
CXEMA [epio BisuT (Mkrimn)

3ACTOCYBAHHA piod Yonogikmn Kinoua 3aranom

(N=8) {N=7) {N=15)

Tukgess 8 0,74 0,82 0,82
CAB LA 600 mr IM o {0453, 1) (0,33,1, 84) {0.33.3.1)

Opopasosaexyi | oo Hekul 0,21 0,28 0,27

Twxpens 12 !

) {0,07,0, 98) (0,04,1,31) - (0,041, 31)

nepopam:uoro BBe.qem-m CAB 30 M!‘ QD Ta op,uopasoam in exuu CAB LA 600 mr BHyTle!JHI:OBEHH

Mepiana (MiH, maxc)

CXEMA Mepion | Biaur (mKriMn)
3ACTOCYBAHHA CT CVF RT RF vT
(N=7) (N=T) {N=13) (N=13)2 {N=T1)
CAB Mepopanere | fleHs 1,10 0,45 0,59 3,36 0,54
30mr1pia BBEfiEHHS 28 (0.56.2.12) |{0,16;2,75)| (0,20,1,17) | (0.91,22,7) | (0,221, 56)
CAB LA 600 mr IM Gasa ieryi| feHs 3 0,490,191, 0,29 0,32 0,69 0,37
Opnropasora iH'ekyis 77) (0,04,2, 63)| (0,05,0,67) | (0,00,6, 63) | (0,06,1, 46)




fleH 8 0,48 0,40 0,46 (0,11,0, [ 2,12 (0,77,9, i
{0,12,2, 54) 1(0,17,1, 86) a5) 6)

TwxaeHb 0,55 0,16 0,28 0,66

4 (0,11,0, 77) 1(0,02,1, 10)| {0,10,0, 45) | (0,04,21,4) )
TvKgeHb 0,12 0,04 0.06 0,28 0.15

8 (0,00,0, 41) |{0,02; 0,43)| (0.00.031) | {0,03,0, 77} | (0.00. 0,40)
TuxaeHs 0,04 ((? ’00023_ 0,00 0,09 A

12 {0,00,0, 18) 0’ 50)' (0,00.0,17) | (001,6.12)

1),

a. N=12 gna RF CAB LA 600 mr

Y BCix BisuTax cepesHe cnispigHomenHs koHuentpauii CAB y TkannHi Ta mnasmi nicis
ONHOpa30BOro B/B BBeneHHs 600 mr cranoeuno 32% npu RF, 16% npu VT, 14% npu CT, 9%
npu RT i 8% npu CVF. Cepeane cnissignotweHHs koxuenTpauii CAB y TkanuHi Ta Iasmi
KpOBi HanpHKiHUi nepopanbHoro eeefetHa nosn 30 Mr QD crasosuno 45% y RF, 17% y CT,
14% y VT, 13% y CVF ta 10% y RT.

CepenHe cnissinHowenns koHuentpauii CAB y TkaHKHi Ta pigudi nicas oaHOpa3oBof
BHYTPILIHLOBEHHOT 1034 600 Mr Gyno meHwe | npu RT y Beix BisuTax, uio CBigUUTh Mpo
Ginpiuuii posnofin y RF, nix y RT. Onuak, MefiaHa KOHLEHTpaLil PIAMHH CITIOHATKY Oyna
gyt ipu CVF, uik npu CT i VT (cniseinuolienss Ha 3-it nenb <1), a Ha 8-My TiokH!
KOHUEHTpauis pinuuy Gyna Hikuoto, Hik npu CT i VT (cnippifHoweHHs Ha 8-My THKHI >2).

Cepense cnissinHowenHa konuentpauii CAB y Tkanuni Ta piaunHi nicis npuiioMy ao3u 30 mr
QD 6yno menuie | y RT, wo sxasye Ha Buwmii posnoain y RF, vix y RT. Onnak cepeans
konuenTpauisa pinuuu 8 CVF Gyna Hikuoto, Hix y CT i VT (cnissigHowenns Ha 28-A neHsb




3

3BefeHi 4auinpo CIBBIAHOWEHHsT KOHUEHTPauil CAB y TKaHuHi Ta fifiasmi KpOBI 32 Bi3uTamu T4 3a
- . BCiMa BisuTaMu R e

Me.qiai-na (MiH, /rvi(axc')

acTaoiae Tepion | Biur [CVFIBP| CT/BP | RFBP | RTBP [ VI/BP
N=7) | N=T | 1) | ey | e

0433 | 0475 0100 | 0,143

303:_“?/ ”:ggp:;‘::e Oews 28 | (0.023. | (0105,0. [2*7 ‘3)151'10' (0073,0. [(0026,0.
Pa A 0357) | 246) 166) | 178)

0208 | 0255 0138

ews3  |(0018,0] (01130, ozsiggég,)oo. 00301%36"))22(0 064,0.

403) | 270) : 212)

0142 | 0192 "} 4er6(0.153.4 10,103 (0082

CABLA 600 mr IM flexs 8 (ogg%o. (02099%0' 871) 0,161)

O,qi:%?{a?:sa ®asa in'exuji 0.047 | 0213 0.109
. Tukaens 4 1(0007,0.| (0034,0. (0298(0021,1138) (00720. | -

436) 309) 136)

2 0,180
0,104 10230(0055,1.) 0091 o,

TuxaeHs 8 | (0,028.
0231) (0,00,0304) 855) (0.00.0.143) 340)




0,08 0,055
y ! 0520 0,00
Twxpens ((0022,0. (0,000, ' .
385) 138) (0.079.6.232) ((0.00.0.158)
. 0,08 0,139 0,158
-~ Bel g gozof 0000, | . 032 0091  10,00,0,
BiABinYBaKHS| 436) 309) (0,00,11,38) 1(0.00.0.161) 340)
BP = nna3ama kpoi
__3BefeHi iaHi Npo CRiBBRIHOWEHKA KOHLIEHTPAUT TRaHUH | PiAMHY CAB 3a Bi2uTaMi
Mepiana {MiH, Makc)
CXEMA . .
3ACTOCYBAHHS fepiod | BIAT | criove (N=7) | VTICVF (N=1) et
CAB1pigwrSD | I'epopambre p . gl 1444 1,068 (0051()8960
pia BBE/GHHS 0490,534) | (04872.615 | "7
0,298
0,937 0,572 s
Rewe 3| 10676,179) | (0309.9436) (1020;02)
1,022 (0,599, 0,254 (0322
il BEY ) ) 0913)
CAB LA 600 mr IM N , 0,404
OnHopazosa Hexys ®aza iH'exujf mefeHb 1,3(;64(;]5156, i (0,008,
' 5,25)
TUXIEHD 2,242 0,443 (0,00.
8 | (00011,08 [+667(0.00.1235)7 orh
TuxneHy 0,353 ] 0,00 (0,00;
12| (0,00,2542) 0578)




Hac pocarients MakcuManbHoT KOHUEHTpauii (tmax) y TkanuHax 6YB OIHAKOBUM Y BCiX
TKaHWHAX | piAHHAX 1 BIANOBIaR Na3Mi, O CBIAYUTE NPO MUTTEBUIT PO3MOAIN B AHATOMIUHHX
[ninauxax Ges Gyap-gxoro yacy sarpumiu. Ekcnosunii (Cmax ta AUC(0-Wk1 2)) 6ynu BHIHMH
Ha RF, HiK Ha IHIUMX MaTpHLAX.

YaarankHei paHi wono:napamerpis CAB nnasmu Kposi Ta TKaHUHHOTO PK'y 3arankHi
R - nonynsyii L e
Martpuus
Mapamerp Mnasma CVF CcT RF RT
{N=15) (N=15) {n=15) (N=15) (N=15)
(Mf(:rr:]’:;n) 504(62%) | 055(118%) | 0,81(105%) | 327(172%) | 050(47%)
b (1HiB) 6,87 7,00 6,97 7,01 7,02
A (38952,2) | (1,92.839) | (19229.9) | (6,87,79.9) | (6.88.522)
AUCipwigy 0 0 g
(mr*romun) 2142(59,2%) | 203(126%) | 277 (104%) | 1170(192%) | 206 {57.2%}
AUCowig;
(i roa/un) 3214(40,1%) | 282(125%) | 365(852%) | 1576(203%) | 287(38,7%)
AUC w12y
ooy | F63935.6%) | 361(108%) | 35079%) | 1345(138%) | 324(548%)




AUC
o) | F992245%) | 324(121.0%) | 52377%) | 1841(194%) | 348(365%
AUC(‘}"’J}C 0 0
ey | 4172009%) | 399(100%) | 696 (D) | 85043%) | 202(346%
s (ovie) | 19,1(81,4%) (713330) 15,14 (HI) | 12.77(3.5%) | 23,65(23,3%)
- 000151
KAu 4% HA HI HA

c. N=14

KAux: KoHcTaHTa LBMAKOCTI BCMOKTYBAHHS
HIl: He 3acTocoByeThen
a. CepeaHe reomeTpuyre (CVb%)
b. tmax npeacraBneHo sk mediary (fianasoH)

YsaraaneHHn cnlBBlnHomeHb napameTpls P TkaHuH Ta pmuuu CAB ;;o nnasmn KpOBl
' e 3amatpuiiamMi - . L
Cepeghe reOMerpuqu(QS% Cl)
MapameTp CVF/BP CT/BP RF/BP RT/BP
_ (N=15) (N=5) (N=15) (N=15)
c 0,134 0,196 0,622 0,095
ek (0.07,0,260) | (0157,0.246) | (0311,1245) | (0081,0.111)
AUC 0,103 0,155 0,545 0,10
(oW (00430.247) | (0094,0.256) | (0233,1.276) | (0089,0.113)
AUCow 0,093 0,149 0,485 0,106
(0038,0.227) | (0068,0.326) | (0211,1.111) | (0091,0.125)
ALG 0,087 0,123 0,386 0,109
WA | (0023,0.325) | (0040,0.383) | (0140,1.073) | (0088,0.135)

BP = nrasma kpogi

Ilicna oanopasopof BHYTpilIHEOBEHHOT iH'exuil 600 Mr CAB LA xopensuii (r >0,9) mix
[y3ro/pkeHiMu B yaci koHuenTpauismMid CAB B nnasmi i Tkanunax (RT, CT i VT) 6ynu
CHIBHILIMMH, HDK Kopenauil (r <0,7) Mbx KoHUeHTpauiaMu B nasmi i pimuni (CVF i RF),
MMOBIPHO, Yepe3 BUCOKY BapiabesbHicTh KOHueHTpauii B piguni. Micna QD nepopanbHoi 103w




CAB 30 mr xopemsauif Gynu CHITBHIIIMME MDK IUTa3MOIO | TKAHMHAMM, HDK MDK MNa3Moro i
pimiamu. OfHaK, HETATHBHA KOPEILIA CIIOCTEPIranacs Mix [m1a3MoIo KpoBi Ta
konuentpanieto RF, fimosipHo, uepes Bucoky BapiaGensHicTs KoHuenTpauiii RF.

3aranoM, BiAMIHHOCTI B €KCIIO3HLIT B r1a3mi Kpoei 6y pisHUMH U1 YOMOBIKIB i *KiHOK;
OMHaK CHOCTepiranacs TeHAeHUis 1o Hpkyol Cmax y 3iHOK, HDXK y YOIOBIKiB. AHATOri4HO,
crocTepirascs A0BIUHE t1/2 y xKiHOK, HIX Y 9ONOBIKiB, 1o noai6Ho 10 TOro, mo
CHOCTEpIranocs B iCTOPHUHUX JOCTI IHKEHHAX.

. _Nincymkn nopisHaHHs napameTpis, CAB. Na3Mu KPOBI 3a reHOEPHOID O3Hakow.
PK napamer Yonoeiku HIHKK CniBBigHOWEHHA XIHOK i
paveT (N=8) (n=7) yonogikis (90% Cl)
Cimax
(mrfan) 6,26 3,94 0.63(0.34,1. 15)
AlCrma 2285 1990 0,87(0,47, 1,62)
(MKr*roafmn)
AUC([)LWRB)
(nie*roun) 3342 3073 0,92(0,60, 1,42)
AUCptaz 3710 3570 0,96(0,64, 1,44)
{mKkr*rog/mn)
AUC 0w}
(MKr*Trom/n) 3829 4547 1,19(0,91, 1,54)
tin
(aie) 14,6 25,1 1,72(0,78, 3,79)

a. CepeaHboKBaapaTUqH cepeaHi reoMeTpuuHi

21. PesyneTtatu Geanexku

[Tin wac nocnimkenns ue 6yno 3adikcoBaHO KOAHOro cMepTeNbHOro BUNaKY. Vei cyG'exru
MoBiAOMHIH Npo worakiMerme [ [TP nig wac pocnimpxenus. Kinskicts sunankis TP, npo ski
MOBIOMIIIOCA Y MEPiOA NiKyBaHHA inTpanasansHuM npuiiomoM CAB LA 600 mr, 6yna

BHILOIO, HDK KiflbKicTh BUmaakis TP, npo ski nosigomnanocs y nepiof NiKyBaHHs




nepopar,HHM npriomom CAB 30 mr. 3aramom mia wac nocnimkenns 6yno sapeecTporaHo 86
[P (nporarom obox nepioai). Yaaransuena indopmauia npo IIP, npo aki noeigoMnsnocs y >2
cy0'exTiB, HaBeZeHa y TabHL HHKUe:

Kopomm onuc HeﬁamaHux ABMLL,, npo AiKE NOBILOMNANOCA Y 22 cy6'€KTiB (ﬁeaneqﬂa
- Tionynsiyis) _ B
MepopansHo CAB
Baxanuit TepMi P 3% mr QD M CAB I_‘A 600 mr Bc_t:oro
(N=19) (N=17) (N=19)
BYAb-AKE n (%) 10(53) 17 (100} 19 (100)
Bins y Micui BBeaeHHS HIl 15(88) 15 (79)
BipycHu# racrpoenteput 3(16) 0 3{16)
Broma 1(5) 1(6) 2(11)
Eputema y micLi BEeASHHS H 2(12) 2(11)
Mipekcia 0 2(12) 2011
[enpecin 0 2(12) 2(11)
Be3coHus ) 0 2{12) 2 {(11)
['onoBHui Ginb 0 2(12) 2 (11)
Biguytra cepueburta 0 2(12) 2 (11)
[TiABMLUEHHA DiBHS ITIEOKO3M KPOBI 2{(11) 0 2(11)

H[: He 3acTocoryeTheA

Bei cyb'extw, siki otpumysani (M CAB, Takox oTpumyBany nepopansHuii CAB

Mpumitka: MepopansHuii CAB 30 mr QD = kaboTerpasip 30 mr QD 28 gHis;
IM CAB LA 600 mr = aboterpagip IM 600 mr (0gHopasosa ao3a).

[Iporsrom nepiofy nikysanns nepopansHuM CAB 30 mMr He noBinomasiocs npo xomHi
MeaukamenTosi [TP, nos'asaui 3 npuiiomom npemapary. YV m'stHaguaTH ocif cnocrepiranies
MeankamenTosHi [P npoTarom nepiony nikyeaxus npenapatom IM CAB LA 600 mr. V scix 15
oci6 Oyno wonaiimedwe 1 TP, nos's3ana 3 iH'eKLiTMH.

KopoTwuit ornn,q Heﬁamanux IBULLL, NOB'AZAHMX. 3 NPUIAOMOM. nikapchkux 3acodis (ﬁesnequa
I nonynsuist) . . -
MepopansHo CAB 30
BaxaHui TepMiH mr QD M CAIE 600 wr Bci,oro
(N=19) (N=17) (N=19)
BYOb-AKA NTOAIA, n (%) 0 15 (88) 15(79)
Bink y MicLj BBEAEHHS HA 14(82) 14 (74)




Epurema y MicLi BBeeHHS HA 2012) 2(11)
MNopylieHHsa poboTi 0 1(6) 1({5)
[YwlinbHeHHs y Micli BReAEHHA HO 1(6) 1(5)
CeepBix y Micy iH'exuif HA 1(6) 1(5)
Peakuist y MicLli BBEAEHHA HI 1(6) 1 (5)
Habpsik y Miclj BBefieHHA HO 1(6) 1(5)
Mianris 0 1(6) 1(5)
Be3coHHs 0 1(6) 1(5)

Npumitka: MNepopansHuil CAB 30 Mr QD = kaBoterpagip 30 Mr QD 28 gis; IM CAB LA 600 mr =
kaboterpasip IM 600 mr (onHopa3osa fo3a).

[Y mBox cy6'exrie nix uac gocnimxeHss BuHuKio 11 cepiiosuux no6inux asuur (CTIA). 1
cyb'ext nosigomus mpo 1 CI1A i | cy6'exr nosinomus npo 10 CIT51.

27-piuHa XiHKa NOBITOMHKNA PO MUMOBiIbHUIA aBopT Ha 405-it neus. [Tonis supimunacs uepes
50 anis nicng nouatky. JlocninHKK He BBKAB, WO COHTAHHUIt AGOPT MOXKHA OBIPYHTOBAHO
nos'sa3aTtH 3 npuitoMom CAB.

[Y 44-pitnol xkinku nix yac gocaimkenHs cranocs saranom 10 CITS (Tabnuus Hukee).
[HenekTop, Axuii CKIaB 3RIT, He BBaXKaB, o ui CIT5 MoxHa obrpyHTOBaKO NoB'13aTu 3 CAB.

CIISl poia 1 npeamera
HeHb, konu nogin

3sir SAE cTanacs nicna npufioMy
1-1 go3u: Pesynsrar
CTynitb Mogis MepopantHi M
CAB CAB LA
2 CTYiHb  |AHICOKQpis .
Teynine  Mipets 61 21 Bupittieno HacTynHOro gHA
4 cTynine  [CepoTOHIHOBMIA CHADOM 104 64 Bupituero uepes 14 pviis nicrs

novaTky

. BupiltieHO Ha MOMEHT OCTAHHBOTO
2 CTyniHe  [Tpombos rmubokux BeH 111 71 oCTynHorO 38iTy

. Ha MOMEHT 0CTaHHBOTO JOCTYNHOTO
4 cTyniHb  (KpoBOBUIMB Y MO3OK 117 77 38Ty BCE LI BIIHOBNIOBABCH
3crynike  Advasis 119 79 Bupiweno vepes 70 gHie nicna

noyarky
3cryninb  |Aucdharia 122 82 Bupiweno vepes 26 awis nicna




noYaTky
> Cryrib lHdJeigLur CEYOBUBIAHWX 124 84 BupillieHo yepes 10 aHie nicns
WnsixiB nouatky
3 CTyniHb  [YCKNaaHEHHA AWXaHHA 277 237 |BupiweHo yepes 2 gHip nicns novarky
. TlocTTpasmaTHdHKi Bupiweno vyepes 10 gHis nicns
3 Cryniks CTPECOBHA pOanag 328 288 novaTky

Pesynvmamu nabopamopnux i kriniunux docridncens

OueBnnHHX TeHpeHuilt y TiHIYHNX NaBOPATOPHKX BiEXMAEHHAX MDK 103aMH NOCIIHKYBaHOMO
niKyBanHs abo WngxaMH BBeAEHHA HE CROCTepiranocs.

VKummeei noxasnurcu ma enexkmpoxapdiozpama (EKT)

Y >x0nHOro 3 nignocnigHuX He 610 ITTHIYHO 3HAYYIUMX BIIXMNEHL Y NOKa3HHKAX
brutTeniansHocTi T2 EKI.

22, BucHoBOK (3aKnK0UEHHS)

* [llnasmosa kouuentpauis CAB PK Binnosizana nanum nonepeasix aocuiaxeHn, a
koHueHTpauii CAB y TkaHuHax i pimdni 6ynu nponopuifHUME 10 NJIA3MOBOT 3 MJIHHOM
yacy.

*  Kopesauii 3 mrasMOBMMH KOHLEHTPAUiAMHU GYTH CHABHIIIMMH [RS CIM30BUX TKAHHH
(RT, CT, VT), nizk ana mominansiux piaus (CF i RF).

¢ KoHueHTpauii B TkaHuHax cranosuau Bia 1/6 (CT, VT) mo 1/10 (RT) ein nnazmosux
KOHLIEHTpaIlii.

* [lpu gocTaTHLOMY PO3NOMNi B TKAHUHAX CM30BMX 0GONOHOK, NOB'A2aHOMY 3
nepenaqero BUT eratesum wnsxom, cnigsignowenus CAB TkavuHa: nnazma Moxe
CyryBaTH BaXTHBHM NOKa3sHHKOM And ollinku CAB LA sx edektnsnoro 3acofy PrEP.

3asABHUK (BNACHHK peecTpalifHOTO MOCBIAYEHHS)

(nminmuc)

Kapen I'pelimxep (Karen Grainger)
Biue-npesuaent, KepiBHuK BifLily HOpMaTHBHO-NPABOBOrO PEryIIOBAHHS

BiiB Xenckep (ViiV Healthcare)

{IIopsidox donosreno nogum dodamrom 30 3zidno 3 Haxazom MO3 Vpainu Ne 1528 eid 27.06.2019 }
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Mapunsko Jlrogmuna




Clinical Trial Report - 19
Study ID-1TZ112929

1. Name of medicinal product (registration certificate No, if available )

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality
control, Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL.12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal
product, new active substance

5. Title of clinical trial, code number of clinical trial

A Phase 2a Study to Compare Antiviral Effect, Safety, Tolerability and
Pharmacokinetics of GSK 1265744 Monotherapy Versus Placebo in HIV-1 Infected
Adults, Study ITZ112929

6. Phase of clinical trial Phase 2a
7. Period of clinical trial from [09June2009] — [13 August2009]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects planned: 8
actual: 9
10. Main purpose and secondary objectives of CT Primary

¢ To evaluate antiviral activity of GSK 1265744 vs. placebo in HIV-1 infected
patients during 10 days of monotherapy.

¢ To characterize pharmacokinetics of GSK 1265744 in HIV-1 infected
patients.

» To assess safety and tolerability of GSK 1265744 vs. placebo when




administered as monotherapy over 10 days.

To explore the relationship between GSK 1265744 exposure and change in
plasma HIV-1 RNA.

Secondary

To assess the immunologic effect of GSK 1265744 vs. placebo when
administered over 10 days in HIV-1 infected subjects.

To explore the relationship between GSK 1265744 exposure and safety or
immunologic parameters, if appropriate.

To assess the development of viral resistance (genotypic and phenotypic)
over 10 days and correlate with viral response, if appropriate.

To estimate GSK 1265744 accumulation and time invariance and assess
attainment of steady state following repeat dose administration in HIV-
infected subjects.

To examine dose proportionality of GSK 1265744 pharmacokinetic
parameters following repeat dose administration in HIV-infected subjects.

Exploratory

To evaluate the antiviral effect of GSK1265744 in HIV-1 infected subjects
in subjects with <50 copies/mL with a more sensitive viral load assay

11. Clinical trial design

Utlizing a blinded adaptive design, antiretroviral (ART)-naive and experienced
(integrase inhibitor naive) HIV-1 infected subjects were randomized to receive

10 days of GSK 1265744 monotherapy or placebo at the planned doses of either
1 mg, 5 mg and/or 15 mg. This was followed by at least 14 days of investigator
chosen optimized therapy. Treatment was unblinded on Day 11 so that subjects
receiving placebo had the option to decline optimized therapy (OT).

Below is a graphic of the study design:

O



Decision to

The dose of GSK 1265744 to be chosen for Cohort 2, if any, was contingent on the
safety, tolerability and antiviral activity of the preceding Cohort. The criteria for
deciding to proceed to Cohort 2 are outlined in Section 1.2 of study protocol
[TZ112929, Dose Rationale.

The Day 11 mean change from baseline of plasma HIV-1 RNA was predicted to be
-2.2 log10 copies/mL for the GSK 1265744 5 mg QD dose studied in Cohort 1 of
[TZ112929. This prediction was based on data from study ITZ111451 Cohort C
where GSK 1265744 30 mg QD monotherapy was administered to HIV infected
subjects as well as data following administration of the integrase inhibitor
GSK1349572 in ING111521. Assuming dose proportionality with GSK1265744

30 mg QD, the IQ following GSK 1265744 5 mg QD was predicted to be 3.3 (range
1.7- to 4.8-fold} above the PA-IC90. This is consistent with the results, where the
mean 1Q achieved following Smg QD in this study was 3.4 (range 2.3-fold to 5.5-
fold). In addition, actual Day 11 mean change from baseline of plasma HIV-1 RNA
was -2.2 log10. Given the results observed with Cohort 1, both pharmacokinetic and
pharmacodynamic predictions were met.

The dose-ranging studies completed with GSK.1265744 5 mg and 30 mg doses
provided sufficient data to progress into longer-term clinical studies. Therefore, no




additional doses need be studied and the study was stopped after Cohort 1.

This report represents data from Cohort 1 only.

12. Main inclusion criteria

HIV-1 infected male and female subjects between 18 and 55 years of age with
CD4+ cell count 2200 cells/mm? and plasma HIV-1 RNA >5000 copies/mL at
screening. Subjects were not on antiretroviral therapy and had not received any
antiretroviral therapy in the 12 weeks prior to first dose. Subjects had adequate
treatment options to construct highly active antiretroviral therapy (HAART) with at
least 3 active antiretrovirals (selected by the Investigator).

13. Investigational medicinal product, mode of administration and Drug Dose/Form/Route Frequency/Duration Batch Number
strength GSK1265744 | 1 x 5mg / tablet/ oral Repeat Doses, QD, for 10 081161578
days
14. Reference product, dose, mode of administration and strength Drug Dose/Form/Route Frequency/Duration Batch Number
Placebo 1 /tablet / oral Repeat Doses, QD, for 10 081169258
days

15. Concomitant therapy

Permitted Medications: Acetaminophen, at doses of <2 grams/day was permitted.
Other concomitant medication may have been considered on a case-by-case basis by
the GSK Medical Monitor.

16. Criteria for evaluation efficacy/PK

Primary

¢ Change from baseline in plasma HIV-1 ribonucleic acid (RNA) to Day 11.

o (GSK1265744 PK parameters following dose administration on Day 1 and
10:

o area under the plasma concentration time curve (AUC(0-24))
o maximum observed concentration (Cmax)
o time to maximum observed concentration (tmax)

o concentration at 24 hours post dose (C24)

o terminal half-life (t1/2)




o absorption lag time (tlag), and apparent clearance (CL/F)
GSK1265744 PK parameters following last repeat administration on Day 10:
AUC(0-1)
predose concentration (C0)
concentration at end of dosing interval (Crt)
minimum observed concentration during one dosing interval (Cmin)
Cmax, tmax, t1/2, and CL/F, if data permit.

O O 0o © 0

Secondary

Exploratory

Change from baseline in plasma HIV-1 RNA

Change from baseline in plasma HIV-1 RNA to nadir (maximum change)
over 11 days.

Plasma HIV-1 RNA rate of decline (slope) over 11 days.
Proportion of subjects with HIV-1 RNA<400 copies/mL
Proportion of subject with HIV-1 RNA<50 copies/mL
Change from baseline in CD4+ cell count to Day 11
Emergence of drug resistance mutations, if appropriate

GSK1265744 Day 10 AUC(0-t), Cmax, and Ct compared to Day 1 AUC(0-
24), Cmax, and C24, respectively, to estimate accumulation ratios (R) for
AUC, Cmax, and Cr; pre-morning dose concentrations (C0O) from Day 7
through Day 10 (actual measurements collected on Days 2 through 4 and
Days 7 through 10) to assess the achievement of steady state of

GSK 1265744 following repeat administration.

Day 1 AUC(0-24), Cmax, and C24, and Day 10 AUC(0-t), Cmax, CO, Cr,
and Cmin at different doses for the assessment of dose proportionality.




» Quantify plasma HIV-1 RNA concentration in those subjects receiving
GSK 1265744 with HIV-1 RNA <50 copies/mL, if warranted.

17. Criteria for evaluation safety

Primary

Safety and tolerability parameters, including adverse events (AEs), clinical
laboratory results, vital signs, and electrocardiogram (ECG) assessments.

18. Statistical methods

Sample Size Assumptions

The sample size for this study was based primarily on feasibility to provide
adequate precision for the estimations.

Interim Analyses

An informal analysis of preliminary safety, tolerability and antiviral activity was
completed after all subjects of Cohort 1 had completed their Day 11 visit. The study.
team was unblinded in order to provide OT for subjects on active drug and to
determine whether there is a need to conduct Cohort 2.

Efficacy Analyses
The I'T'T Population was used for all efficacy analyses.

Change from baseline of plasma HIV-1 RNA to Day 11 was statistically compared
between each active treatment and placebo, using the t-test based on analysis of
covariance {ANCOVA). No adjustment for multiple comparisons was made.

Plasma HIV-1 RNA change from baseline and from baseline to the on-treatment
nadir (maximum change) was calculated for each subject on each assessment day.
Plasma HIV-1 RNA was listed by treatment, subject, and assessment day and
summarized by treatment and assessment day along with change from baseline.
Plots of mean and median plasma HIV-1 RNA actual and change from baseline data
was generated by treatment and assessment day.




Statistical Analyses of PK Data

Data from GSK 1265744 30 mg in HIV patients (Study ITZ111451 part C HIV
cohort) was combined with data from this study for dose proportionality assessment
and PK/PD relationships.

The power model was fitted by restricted maximum likelihood (REML) using SAS
Proc Mixed. A fixed effects power model was used. The mean slope was estimated
from the power model with the corresponding 90% confidence interval.

The accumulation ratio (R), time invariance, and steady-state assessments at Smg
dose were performed. Comparisons of Day 10 with Day 1 PK for each dose was
used for the accumulation ratio (R) evaluation. Pre-dose concentration between
Days 7-10 was used for steady-state assessment. Plasma GSK 1265744 PK
parameters was log-transformed.

Pharmacokinetic/Pharmacodynamic Analyses

The accumulation ratio (R) and steady-state assessments following GSK 1265744

5 mg were performed. Time invariance was not determined since Day 1 AUC{0-0)
could not be estimated with the data collected. Comparisons of Day 10 with Day 1
PK for each dose was used for the accumulation ratio (R) evaluation. Pre-dose
concentration between Days 7-10 was used for steady-state assessment. Plasma
GSK1265744 PK parameters were log-transformed.

Pharmacokinetic/Pharmacodynamic Analyses

Relationships between various PK parameters (AUC, Cmax, Cmin, Cr, etc.) and PD
measures (e.g., Logl0 reduction in plasma HIV-1 RNA on Day 11 from baseline or
safety parameters) was explored using various models including Emax model on
combined data from this study and Part C of the ITZ111451 study. Details of the
PK/PD exploratory analyses are provided in the RAP.

Viral Genotyping and Phenotyping Analyses




provided.

The viral genotypic/phenotypic data were listed and descriptive summaries

19. Demographic indices of studied population (sex, age, race, etc.)

Demographics (G5K1265744 Smg Placebo Total
Agein Years, Mean (SD) 387 35 382
{5.82] {9.19) {6.08)
Sex, n (%)
Female: 2 0 2
[29%) {229%)
Mate: 5 2 7
{71%) {100%) {78%)
B, (kgfm?2), Mean (SD) 2738 2932 2792
{6.00) {1.26) 6.32)
Height, (cm}, Mean {SD} 1753 1735 1749
{11.59) (495 {10.22)
Weight, {kg), Mean (SD) 83.16 8880 84.66
{14.31} {8.91} [13.13)
Ethnicity, n (%)
Hispanic or Latino: 1 0 1
{14%) {11%)
Not Hispanic or Latino; 6 2 8
{86%] {100%) {89%)
Race, n (%)
African AmericanfAfiican Heritage 2 0 2
{29%) (22%)
While — White/Caucasian/European Heritage & 2 7
{71%) {100%) (78%5)

20. Efficacy/PK results

presented in the tables below.

The results of the statistical comparison of GSK1265744 plasma PK parameters are




Summary of Dose Proportionality of Single Dose GSK1265744 PK Parameters

Using Power Model

Piasma GSK1265744 PK Slope [90:% C1]
Parameter
Day 1 Day 10
AUC{0-24) or AUC{O-1)! 0.852 0.988
[0.802, 1.10] [0.841,1.14]
Cmax 0.950 1.03
[0.812, 1.08] [0.803, 1.15]
C24 or Cr? 0.949 0980
[0.777,1.13] [0.808, 1.15)
C0 NA 0936
[0.761, 1.11]

GSK 1265744 exposure (AUC and Cmax) showed dose proportional increase
following both Days 1 and 10 dose administration,

Summary of GSKI1265744 Accumulation Assessment

Plasma -
(5SK1265744 PK GLS Mean Ratio [90% CI]
Parameter
236
1.85
Cmax [1.68. 2.28]
o 248
f2.14, 2.88]

Following 10-day repeat dose administration of GSK 1265744, the steady state
plasma concentration of GSK 1265744 was reached by 7 days of dosing; the

accumulation ratio for AUC(0-1), Cmax, and Ct were estimated to be 2.36, 1.96,

and 2.48, respectively.

Viral Genotyping and Phenotyping:

Seven of the 9 subjects had genotype and phenotype available for both Day 1 and




Day 11. An eighth subject, receiving placebo, had genotype and phenotype available
for the Screen sample, taken 26 days prior to Day 1. These data were substituted for
the unavailable data at Day 1. While differences were observed between Day 1 and
Day 11 genotypes in 7 of the 8 subjects, the variation in phenotype was remarkably
small. The lack of a substantial increase in GSK 1265744 or raltegravir IC50
between Day 1 and Day 11 is reflective of the mutations observed. In no case was a
mutation associated with clinical resistance to Raltegravir or Elvitegravir selected in
subjects receiving GSK1265744. In addition, none of the treatment emergent
mutations were associated with in vitro resistance to GSK1265744. Raltegravir
IC50s were approximately 7-fold higher than GSK1265744 IC50s.

Efficacy: Virology and Immunology:

There was a statistically significant change (p<0.001) from baseline plasma HIV-1
RNA of GSK1265744 subjects compared to Placebo subjects.

Summary of HTV-1 RNA Change from Baseline to Dav 11

GSK1265744 5 mg Placebo
(n=1} (n=2)

Mean change from Baseline (SD) -2.189 (0.2405) -D.052 (0.149%
(Log10 copiesimly
Adjusted mean difference: active vs. 2080 Mot applicable
placeho
85% Cl for adjusted mean difference 2547, 1632 Not applicable
p-value for adjusfed mean difference <0.001 Not applicable

Subjects receiving GSK 1265744 generally reached plasma HIV-1 RNA <400 ¢/mL
copies by Day 11 (5/7, 71%).

Two subjects receiving GSK1265744 5 mg were able to reach plasma HIV-1 RNA
<50 c¢/mL by Day 11 (2/7, 29%).

All GSK 1265744 subjects (7/7, 100%) reached a >1.7 log drop by Day 11.

[ncreases in CD4+ cell counts were observed for subjects receiving GSK 1265744
from Baseline to Day 11 (Table 13.7). In contrast CD4+ cell counts decreased from




Baseline to Day 11 for subjects receiving placebo.

21. Safety results

GSK1265744 5 mg QD x 10 days was generally well-tolerated. There were no
serious adverse events (SAEs) reported and only mild to moderate AEs were
reported. No subject withdrew from the study due to an AE. No AEs were reported
on the GSK.1265744 5 mg arm.

In general, there were few clinical laboratory abnormalities reported during the
study and period. Intrasubject vital signs measurements varied modestly during the
study period; there were no consistent intra-or inter-subject trends in vital signs
changes noted in Cohort 1. No clinically significant vital signs were noted during
(GSK 1265744 dosing. No consistent trends or clinically significant changes were
noted on ECG.

Summary of All Adverse Events

GSK126574 | Placebo oT Overall

Adverse Event 4: }:15"7"? (N=2) (N=8}) (H=9)
Any AE, n (%} 0 (0%} 2 (100%) 3{38%) 5 {§6%)
Nausea 0 (0%) 1 {50%) 1{13% 2 (22%)
Abdominal Pain 0 {0%}) 0 {0%) 1{13%) 1{11%)
Consfipation 0 {0%) 0 {0%) 1{13%) 1(11%])
Bloed Bilirubin Increase 0 {0%) 1 {50%) 1(13%) 2 {22%)
Ocular Icterus 0 (0%) 0 {0%) 1(13%) 1(11%)
Pain in Extremity 0 {0%) 1 (50%) 0 {0%) 1{11%]
Headache 0 (0%) 0 {0%) 1({13%) 1{11%)




Summary of Grade 2 or Higher Laboratory Evaluations

Laboratory Trealment Time point Grade
Analyte 2 3 4
Increased Total | GSK1285744 Follow Up 2 (29%) 0 {0%) 0 (0%%)
Bilirubin 5mg
Hyperglycemia | GSK1265744 Day 1, Day 3, Day 10 1 [14%) 0 (0%) 0 (09%)
5mg Follow Up G {0%) 1{145) 0 (0%)
Decreased GSK1265744 Screaning, Day 3 1(14%) 0 {0%%5) 0 (0%}
Neutrophils Bmg Day 10 0 {0%)3 1 {14%) 0 (09%)
Hewvated GSK1285744 Day7 G (0%) 0(0%) 1(17%)
Trialycerides 5mg

22. Conclusion (summary)

GSK1265744 5 mg was well tolerated in HIV-1 infected adults.

Following 5 mg QD GSK 1265744 administration for 10 days, there was a
statistically significant decrease (mean change -2.169 for GSK 1265744 5 mg
vs. -0.092 for placebo) in plasma HIV-1 RNA from baseline to Day 11.

Following 5 mg QD GSK 1265744 administration for 10 days, 2 of 7 subjects
were able to reach a plasma HIV-1 RNA <50 ¢/mL after 10 days of
monotherapy.

Following 5 mg QD GSK 1265744 administration for 10 days, 5 of 7 subjects
were able to reach HIV-1 RNA <400 ¢/mL after 10 days of monotherapy.

GSK 1265744 exhibited proportionality in plasma exposures following both
single and repeat dose administration in HIV infected patients when
comparing GSK1265744 5 mg QD to GSK 1265744 30 mg QD
(ITZ111451).

GSK1265744 5 mg steady state was reached by Day 7 following repeat dose
administration in HIV infected patients.

The accumulation ratios for AUC, Cmax and Crt following repeat dose
administration of GSK 1265744 at 5 mg were estimated to be 2.36, 1.96, and
2.48, respectively.

No mutations associated with in vitro resistance to GSK 1265744 were
selected in this 10-day monotherapy trial.




o No phenotypic resistance to GSK1265744 5 mg occurred at Day 1 or at Day
11 in any of the subjects.

o There was no association between genotypic changes in integrase and
changes in GSK.1265744 IC50.

Applicant (registration certificate holder) (p’\ G\_,ﬁ\

(signature) o

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order No 1528 of 27.06.2019 }




3Bir npo Kiiniune BUNpoOyBannsn - 19
Koa mocnipkenns - ITZ112929

1. Haspa sikapeeskoro 3acofy (3a HasBHOCTI - HOMEp peecTpaLiiHOro
MOCRIAYEHHS)

ATIPETIO/I, cycnensia s iH'ekuili npononrosanot aif, 200 mr/mn

2. 3a9BHHK

BiiB Xenckep FOK Jlimiten

3. Bupobuuxk

BupoGuuuTEo HeposdacosaHOro NPOLAYKTY, IEPBHHEE T2 BTOPHHIE NAKYBAHRHA,
KOHTPOJL SKOCTI FOTOBOr0 MPOAYKTY, BHIYCK cepit

I'nakco Onepeiimnc IOK Jlimiten, mwo pene fisnsuicts sx Makco Beankom Onepeifiute /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyn, baprapn Kacri, DL12 8DT / Harmire Road, Barnard Castle, DL12 §DT,
Benuka Bputanis

Crepuuizanis (ramma-onpominenns A®I ta rotosoro npoaykry)

Crepirenikc Benbris (Pavopyc) CA (Corepa Xenc Kamnani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

3oHiHT lHaacTpiens, Asenio e si° Ecniepanc, @asopyc, 6220/ Zoning Industriel, Avenue de
["Espérance Fleurus, 6220

benbris

4. Tlposeaent focnigxKeHH:

v’ Tax Hi, AKUO Hi, OBIPYHTYHHTE

1) Thn nikapceioro 3acoy, 3a AKkMM NPOBOAKIACS 260 NAHYETLCA peecTpallis

Ulikapebkuii 3aci6 32 noBHUM 10Cke (ABTOHOMHE NOCKE), iHILMIA Mikapebkuil 3aci6, HoBa
1itoya peyoBuHa.

5. Ilosua na3sa IiHIMHOTO BUNPOOYBaHHS, KOJOBAHUI HOMEP KIIHIYHOrO
BUNIPOOYBaHHA

JlocnimkenHs dasu 2a And NOpiBHAHHA NPOTUBIPYCHOrO edeKTy, Ge3nekH, NepeHOCHMOCT]
ra apMakokineruxy Monorepanii GSK 1265744 nopisHano 3 miaue6o y BIJI-1
indikoBaHHX fopocnux, pocnimkenas ITZ112929

6. Daza KAIHIYHOro BUNpoGyBaHHs Daza 2a
7. Ilepion kniHiuHOro BUNPOGYBAHHA 3 [09 uepeus 2009] — [13 ceprina 2009]
8. Kpainu, B AKMX 1pOBOAMNOCS KiiHiYHE BHIIPOGYBaHHS CLLIA

9. KinbkicTb AocnimKyBaHHX

3aNnaHoBaHo: §
(pakTHYHA KinbKiCTb CY6'€KTIB JOCHITKEHHS: ©

10. MeTa Ta BTOpHHHI Lini KiHIYHOTO BUNPODYBAaHHS

OcnoBHa

*  QuinuTH nporusipycHy axtusnicrs GSK 1265744 nopishano 3 nnauebo y BUJI-1
ingikosanux nauienris nporarom 10 auis MoHoTepanii.

* Oxapakrepusysatn dapmakokinernky GSK 1265744 y BUI-1 indikosanux




[MalieHTIB.

¢ Ouinntu Gesnexy Ta nepeHocuMicTs npenapaty GSK1265744 nopisHsHo 3
nnane6o npu 3acTocyBaHHi y BHIIAAI MOHOTepanii npotarom 10 gHis.

e [ocninutn B3aeMo3B'120K Mk BruteoM GSK 1265744 ta sminoio PHK BUI-1 y
Nna3Mi KpoBi.

Bropunui
¢ Ouinnty imyHonoriunuit edexr GSK 1265744 nopisusHo 3 nnauc6o npu
3acTtocysaHHi nporarom 10 auis y BUI-1 indikoeauux oci6.

¢ JlocnianTu B3a€MO3B'A30K MixK excriozuuieto GSK 1265744 ta Geznexoio abo
IMYHONOIrIYHHMHM MMapaMeTpamH, AKIINO [ AOPEHHO.

*  OuUiHHTH PO3BUTOK BIpYCHO! PE3UCTEHTHOCTI (reHOTHIiuHOT Ta QleHOTHRIYHOT)
nipotarom 10 AHIB Ta KOPENIOBATH 3 BiPYCHOIO BIANOBIAAIO, AKILO UE AOLINBHO.

o OuinuTH KyMyRAALIMO Ta 4acoBy iHBapiaHTHicTs GSK 1265744, a Takosx OLUiHHTH
ROCSTHEHHS CTALIOHAPHOI'O CTAHY IMiCHIs TOBTOPHOIO BBELEHHA 1034 y BIJI-
iHdikopaHUX cyD'eKTia.

nicas BBefeHHA NoBTOpHOT fo3H y BlJI-indikosanux oci6.
IlowyxoBuii
*  Quinuty npoTusipycHy nito GSK1265744 y BIJ1-1-in¢ikosanux oci6 3 pisuem

BipyCHOro HaBaHTakeHHs <50 KoOMi#/MA 3a 4ONOMOroK GLIbLI YYTIHBOTO TECTY
BipYCHE HABAHTAMEHHS

» JlocniauTu nozonponopuiinicrs papmakokiHeTHuHUX napameTpis GSK 1265744

Ha

11. Jusaiin WIiHIYHOTO BHNIpobYBaKHA

BuKopHCTOBYOUH Cilini aganTuBHME auzaiin, BIJI-[-indikosani nauienTy, ski ne
npuiAMany antuperTposipycuy tepanito ( ART), Ta nauieHTy, ski npuitmanu iHriGirop
iHTerpasu («HaisHi»), Oynu pannoMisosaui ana otpuMadis 1 0-aeHHOT MOHOTEpani|
npenaparom GSK1265744 abo nnaueo y 3annaHosanux gosax 1 mr, 5 mr ta/abo 15 mr.
[Ticas uboro nauicHTH OTPHMYBANH [WoHaliMeHwe 14 HiB ornTHMizoBaHoT Tepani,
minibpanoi aocninumkom. Ha 11-# meHnb mikyBaHHS OyNo HezacninneHum, wob yyacHHUKH
1Ki OTpUMYBAH NRaUeGo, MATH MOAUTMBICTD BIAMOBHTHCA Bill OITUMIZ0BaHOI Tepanii
(OT).

Husxue napeneno rpadiunuii auzaiin focniokenHa:




Koropra 1 Koropta 2

Pimenna mpo e,
b mepeHTH Ao
Koropra 2

/loza npenapary GSK1265744 ana Koroprw 2, sxiio Taka Syne ofpaua, 3anexana sia
besnexu, nepeHOCHMOCTI Ta NPOTHBIPYCHOT akTHBHOCTI MonepesHnoi KoropTh. Kputepii
NSt NIPHAHATTA PILIEHHS NPO Nepexiz Io KoropTH 2 BUKIadeHi B po3aini 1.2 mporokony
nocniprenns 1TZ112929 «O6rpyHTYBanns no3uy.

[1pornosobana cepeans 3MiHa PHK BIJI-1 y nnasmi kposi na 11-it neHs Bia BHXizHoro
pisHa craHoBUNA -2,2 log10 komil/mn mna nosu GSK 1265744 5 mr QD, wio BMBYaiacs 8
koropTi 1 pocnimkenns ITZ112929. Lleii nporHo3 rpyHTYETLCA HA JAHUX ROCTIKEHHA
ITZ111451, koropra C, ne BUI-indixopannm ocobam NpusHayaaK MOHOTEpATIID

GSK 1265744 30 mr QD, a Takox Ha JaHHX MIC/4 3aCTOCYBaHHS iHriGiTOpa iHTerpasu
(GSK1349572 y pocnimkenni ING111521. [Tpunyckaioun nponopuiiHicTs 1o3H 3
GSK1265744 30 mr QD, IQ nicna npuitomy GSK1265744 5 mr QD nporuosysascs Ha 3,3
(B nianasoni Bia 1,7 no 4,8 pa3is) BULLMM 3a nokasHuk PA-IC90. Lle yaromkyeTses 3
pesynbTaTaMu, Ae cepeaHii nokasuuk IQ, nocaruytuil nicas npuitomy 5 mr QD y upomy
I0CIIDKeHHI, cranosus 3,4 (y aiamazoxi Bia 2,3 10 5,5 pasie). Kpim Toro, daxriuna
cepens 3mina pisds PHK BUI-1 y mnasmi kposi Ha 11-# aeHb nopiBHAHO 3 TOYATKOBHM
piBHeM cTaHoBHNA -2,2 Jogl0. 3 ornsfy Ha pesysbTaTH, OTPHMaHi B KOropTi 1, sk
(papmakokiHETHYHI, Tak i hapMakonUHaMi4Hi MPOrHO3M GYNH BUKOHAHI.

HlocnimkeHHs AianasoHy 103, 3aBepuieni 3 xozamu GSK1265744 5 mr i 30 mr, naganu
MOCTaTHBO N@HMX JUIA nepexody A0 Ginblu TpHBAaNHX KNIHIYHUX RocTifmkedsb, ToMy Hemae
HCOOXIHOCTI BHBYATH [I0ATKOBI JO03H, i JOCHIKeHHA 6yno npunurero nicis Koropry 1.




Y npomy 3BiTi npencrarnedi naxi mame Koropra 1.

12. OcnoBHi xpuTepil BKIIOUCHHA

BIJ]-1 ingikorani yonopixw Ta sxinku Bikom Big 18 g0 55 pokis 3 kinskictio CD4+ kniTus
2200 roritur/MM3 ta PHK BUI-1 y rmasmi xposi 25000 komiii/Mn Ha MOMEHT CKPHHIHTY.
Cy0'ekTH He npuiiMany aHTHPETPOBIPYCHY Tepamnilo i He OTPUMYBAIH JKOJHOT
@AHTHPETPOBIPYCHOT Tepallii npoTaroM 12 THXHIB, WO nepenysanu nepmiii nosi. Cy6'extu
MaJTH aJIeKBATHI BAPIAHTH NIKYBaIHA ANA NOOYAOBH BHCOKOAKTHBHOT aHTHPETPOBIPYCHOT
repanii ( HAART) 3 BuKOpHCTAHHSM LIOHAMMEHIIIE 3 aKTHBHUX AHTHPETPOBIpYCHUX
npenapartis (Ha BuOIp focmifHuKa).

13. HocnimxysaHui nikapebkuii 3acid, criocif 3acTocysanns, cuna aif Tikapcnxmi Hoaalchopmalcnocio YacTotalTpuBanicTe Homep cepil
3aci 3aCTOCYBAHHR
GSK1265744 (1 x5 mr/1abnetka / MosTopHi foau. QD. Ha 10 081161578
nepopansHo HIB
14. Tpenapar nopiBHAHHA, 4038, CIOCIO 3aCTOCYBAHHA, CHIa Al IMikapcbkui Dozsalthopmalcnoci6 YacroTa/TpuBanicTs Homep cepii
3acib 3aCTOCYBaHHA
Mnayebo |1 TabneTka / nepopankHo flosTopHi osn. QD. Ha 10 081169258
HiB

15. CynyTHs Tepanis

TTossoneni npenaparu: AuetaMinoden y nozax <2 rpamis, ua 106y 6yB no3eoneuuii. [uui
CYIMYTHI IPENapaT MOXKYThb PO3TAAJATHCS B (HAMBILYaIbHOMY Nopaaky MeauuHum
moniTopom GSK.

16. Kpurepil oniHku edexTHBHOCTI

OcHOBHA

* 3wmina pisna pubonyneinopoi kucnor (PHK) BIJI-1 y nnasmi kposi Big
noYaTKOBOro piBHA Ha 1 [-i neHs.

* GSK1265744 INapamerpu PK nicns BeeneHus no3u Ha 1-if Ta 10-ii geus:

O MNJOLIA Nl KPHBOI 3ANIEKHOCTI KOHLEHTpaUil Bia uacy B rnasmi (AUC(0-
24))

O MAaKCMMAbHA CMIOCTEPEKyBaHa KoHuUeHTpauid (Cmax)
O Hac 0 MaKCHMMAJILHOI CIIOCTepeXyBaHO! KOHLUEHTpauil (tmax)
O KOHUEHTpalia yepes 24 roauHu micas npuiiomy nosu (C24)

© KiHUeBHil nepio HaniBBuBegeHHA (t1/2)




© uac BcMOKTyBaHH4 (tlag) Ta Bugumuii npocsit (CL/F)

GSK1265744 Tapamerpu PK nicig 0cTaHHBOTO NOBTOPHOro BBEIeHHS Ha 10-if
JeHb:

o AUC(0-1)
O MollepelHs KoHUeHTpauia ao3u (C0)
O KOHUEHTpauid B KiHLj iHTepBaty ao3yeanus (Ct)

O  MiHIMallbHa KOHUCHTpALf, L0 CHOCTEPITAETLCS IPOTATOM OHOTO IHTEPBANY
no3yBanHa (Cmin)

o Cmax, tmax, t1/2 ta CL/F, 9K1o 103B01910Ts DaHi.

Bropraui

3miHa Bia nouatkosoro pipHa PHK BLJ-1 y nnasmi kposi

3miHa Bia mouarkosoro pieas PHK BIJI-1 y nnasmi kposi 10 Hagupy
(mMakcumansHa 3MiHa) 3a 11 auis.

UleuaxicTs 3HMKeHHs (Haxun) PHK BIJI-1 y naasmi kposi nporarom 11 gais.
Yactka oci6 3 PHK BIJI-1 <400 womiii/mn

Hacrka oci6 3 PHK BUI-1 <50 woniii/mn

3mina Kinskocti CD4+ kniTH BiX nouaTkosoro pisHs 0 11-ro nus

[MosBa myTauiit pesucTeHTHOCT] 0 JiKapcbkuX 3ac06is, AKILO LE AOPEHHO

AUC(0-1), Cmax i Ct GSK1265744 na 10-# gens nopisnsno 3 AUC(0-24), Cmax i
C24 Ha 1-i neus, BIAMOBIAHO, A9 ouiHkK KoediuienTis Hakonuuenus (R) ans
AUC, Cmax i Ct; xoHueHTpauii pankosoi nosu (C0) 3 7-ro no 10-ii geus
(thaxTuuni BumMiproBaHHs, 3i6paui Ha 2-4-i i 7-10-i1 gui) AnA OLHKK KOCATHEeHHs
crauionapHoro craHy GSK 1265744 nicns noBTOPHOro BBEACHHS.

AUC(0-24), Cmax i C24 na 1-ii nens ta AUC(0-t), Cmax, C0, Ct i Cmin na 10-it
AeHb MpH PI3HHX J103aX A5 OUIHKK MPOMOpLiHHOCTI A03H.

[omyroeuii




¢ KupkicHe Busnavenna konnentpauil PHK BUI-1 y mnasmi kposi y nanienTis, ski
otpuMyroTh GSK1265744, 3 PHK BLJI-1 <50 koniii/m, SKiIO 1€ BUIPaBAaHO.

17. Kpurepif ouinke besznexu

OcHoBHA

TTapamerpu Geanexu Ta nepeHocuMocTi, BiIovaouu nobiudi peaxuii (JIP), wiinisni
1aGopaTopHi pe3yNBTATH, TOKa3HHKH SKHTTEAIANLHOCTI Ta OLIHKH eNeKTPOKapaiorpaMy
(EKT).

18. CraTucTiyuHi MeTonu

[Ipanymenns mogo posmipy BuGipkn

Poamip BHGIpKH JU1s LBOTO DOCIIIKEHHS rpyHTYBABCA Hacamrepel Ha MOXIIHBOCTI
3a0€3MeYHTH AOCTATHIO TOUHICTE OUIHOK.

I pomixni ananisu

Hedopmanshuit aHanis nonepeanbor Ge3neku, NepeHOCHMOCTE Ta IPOTHBIPYCHOT
AKTHBHOCTI OYB 3aBepiienyii micns Toro, gk Bei ydyacHuku Koropru | 3apepiumnu Bisut Ha
11-A nens. Jocniguuubka rpyna Gyna Hesacninnenoo, o6 sabesneuutu nposenentn OT
013 cyG'exTiB, AKi NpUAMAIOTE AKTHBHRUIA Npenapar, | BA3HAUYUTH, ud € noTpeba y
npoeeneHHi Koropru 2.

Ananizn efexTHBHOCTI
[lonmynsauia ITT Gyna BUKOpUCTaHa N5 BCiX aHaNMi3iB ePeKTUBHOCTI.

3mina pisas PHK BIJI-1 y nnasmi kposi Bin nouatkosoro pisns 0 11-ro gHs cTaTHeTHUHO
MOPIBHIOBANACS MiK KOYCHUM AKTHBHHM J1iKyBaHHAM Ta nnauefo 3a JOMOMOrolo (=TecTy Ha
ocHOBI ananizy kosapiauii (ANCOVA). KopuryeaHHs [iss MHOMHHHHX MOPiBHSHS He
MPOBOAUMIIOCH.

3mina PHK BIJI-1 y nnasmi kpoei Bin mouaTkoBOro pisHs Ta Bia MOYaTKOROro piBHA 40
HapMpy Ha (OHI NikyBaHHA (MAKCHMAaNbHa 3MiHa) PO3paxoByBanaca ANd KOKHOMO cyO'ekTa
B KO3KHHIL ienb aocnimkenns. PHK BIJI-1 y nnasmi Bkasysanu 3a nikyeanmam, cy6'ekToM
Ta JIHEM ODCTeKEHHS, A TAKOXK I ACYMOBYBAH 3a JIIKYBAHHAM Ta AHEM OBCTEKEHHA pa3oM
31 3MiHOIO Bifl BuXinHoro piBHi. I'padbikyu cepentboro Ta Meniann pakruuroro piens PHK
BIJI-1 y nnasmi xposi Ta #oro 3MiHH NOPIBHAHO 3 BUXigHKME AaHEMM Oy nobynosai 3a
(HAMH JiKyBaHHA Ta 0OCTEKEHHS.




Cmamucmuyniui anaiiz oanux PK

Taui nocnimxenns GSK1265744 30 mr y nauienris 3 BUI (zocnigxenns [TZ111451,
uactiHa C BlJI-koroptu) OyiH 06'eiHaHi 3 [aHUMH LBOTO JOCTIIKEHH UTS OL[iHKH
nponopuiiHOCT 1034 Ta cniesigHomedHs PK/PD.

Mozesb noTy:xHOCTI OyJi1a milirHaHa 3a METOAOM 06MEIKEHOT MAKCHMAalbHOT
npasaononibuocti (REML) 3a nonomoroto SAS Proc Mixed. Bysnio sukopucTaHo Moziens
TOTYKHOCTI 3 pikcoBanumu edexramu. CepenHili Haxun Gyi0 oHiHEHO 3a [OMOMOTOI0
cTenexesoi Moaent 2 BianosixHum 90% DoBipuMM iHTEpBaIOM.

By npoBedeHi owinky koediuienta HakonuuexHs (R), uacosoi iHBapiaHTHOCTi Ta
CTaliOHApHOrO CTaHy NpM 031 5 mr. Ina ouinky koediuieHTa nakonnuenHs (R)
BHKOPUCTOBYBaAH nopisHanug PK na 10-i nens 3 PK Ha 1-#f nens ans koxuol nosu. Jas
OLiHKH CTalliOHAPHOr0 CTaHY BHKOPHCTOBYBATH KOHUEHTPALIK Nepe 10300 Mix 7-10
nuamu. [Napamerpu PK nnasmu GSK 1265744 6ynu nor-tpancdopmosaui.

Dapmarorinemuan i/ papmaroounamiynuii ananiz

byno mposefieno ouinky xoediuienta HakomuueHHs (R) Ta crauioHapHoro ctamy micis
npuiomy 5 mr GSK 1265744, HeaminnicTs y vaci He BU3Hauanacs, ockinbku AUC(0-c0) Ha
1-# neHb He MokHa OyNo OUIHUTH 22 IONOMOroi0 3i0panux Hanux. Jna ouiHkH
koedilicHTa Hakonuuents (R) BukopucroBysany nopisHaunsa PK wa 10-ii genb 3 PK Ha 1-
1 AeHb 1718 KOKHOT 103K. JU14 OLIHKH CTalliOHAPHOrO CTAHY BUKOPUCTOBYBAH
KOHUEHTPAaUiIo nepea ro3oto Mk 7-10 auamu. [Tapamerpu PK nnazmn GSK 1265744 6ynu
nor-tpancopMoBaHi.

Dapsaxkoxinemuunuii/hapmarodunamintnuii ananiz

B3aeMo38'#30k Mix pisHumu napamerpamu PK (AUC, Cmax, Cmin, Ct Towto) Ta
nokazHuxamMu PD (Hanpuxnan, suwkenus Logl0 PHK BUI-1 y nuiasmi kposi na 11-ii geun
Bi/l BUXIJHOTO piBHA a00 napamMeTpamu Ge3neku) AOCIIINKYBANH 32 JOMOMOTOIO Pi3HHX
MOJenen, BIIFOYadn moaent Emax Ha ocnosi 00'eAHaHMX JaHUX 1ILOTO AOCHIDKEHHS TAa
Hactuuu C pocnimxenna [TZ111451. MeransHa tndopmauis woao nocniaHUUBEKOTO
aHanizy PK/PD Hasenena 8 RAP.

Anranizu eipychozo zeHOMUNY8aAHHA MA (heHomunysanin




BipycHi reHoTuniuHi/penornniuHi Aani 6ysiu nepepaxoBaHi Ta HanaHi OMHCOBI pe3toMe.

19. Temorpadiuni nokasHuky AOCTIKyBaHO! NOmyswii (cTats, Bix, paca Nemorpachiuni naHi GSK1265744 5 Mmr  [nayebo 3aramom
TOLILO) Bix (pokiB), CepeanHe aHavehHs (SD) 39,7 37,5 39,2
(5,82) (9,19) (6,08)
Crartb, n (%)
PKiHova: 2 0 2
(29%) (22%)
Yonogiva: 5 2 7
(71%) (100%) (78%)
BMI,(kr/ m2), Cepeare aHaveHnst (SD) 27,38 29,82 27,92
(6,00) (1,26) (5,32)
3pict,(cM) [CepeaHe 3HaueHHs (SD) 1753 173,5 174,9
(11,59) (4,95 (10,22)
Maca ina,(kr), Cepeane sHauerHs (SD) 83,16 89,90 84,66
(14,31) (8 91) (13,13)

ETHiuHa npuHanexHicts, n (%)

|CNaHCLKOro UM NaTMHOAMEPUKAHCHLKOTO 1 0 1
NOXODKEHHS: (14%) {11%)
He icnaHcbKoro Yy NaTHOAMEPUKaHCLKoro |6 2 8
MOXOAMEHHS: (86%) {(100%) (89%)
|Paca, n (%)
ADPO-aMePUKaHCEXOrofadpukaHCKOro 2 0 2
MOXOKEHHS (29%) (22%)
Binotikipi/eBponercLKOro NOXOLKEHHS 5 2 %
(71%) (100%) (78%)
20. PeaynbTary edeKTHBHOCTI PesystbTaTH CTaTHCTHYHOrO nopieHAHHA napametpis PK nnasmu GSK 1265744

npeacTaBNeHi B Tabnuui Hipkye.




Pestome nponopuiitsocti no3n oanoxparnoi go3u GSK1265744 napamerpam PK
3 BHKOPHCTAHHSIM eHepreTHInoi moaesi

Mnazma GSK1265744 PK Haxun
Mapametp [80% CI]
Hext 1 lens 10
AUC(0-24) abo AUC(0-T)! 0,952 0,988
[0.802,1. 10] [0.841,1.14]
Cmax 0,950 1,03
[0.812,1. 09) [0.903,1.15]
C24 abo Cr? 0,949 0,980
[0.777,1.12] [0.808,1. 15]
Co HAO 0,936
[0.761,1. 11]

Excnosuuis GSK1265744 (AUC Ta Cmax) 3pocrana nponopuiiino 1o3i nicis BBeAeHHS AK
Ha 1-H, Tak i Ha 10-i geHb.

Ilizcymok onlinku nakonnuenus GSK1265744

n . -
Ggﬁlggﬁm PK Cepenne CHIBE‘!’IAHOLIJEHHH GLS
1 [90% Cl]
apametp
236
A 2,09, 2,66]
Cmax 106
[1,68 2,28]
Cr 948
[2,14, 2 88]

[licna 10-nenHoro BeefieHHs nosTopHoi 1031 GSK 1265744 crauionapHa KOHUEHTpaLis
GSK 1265744 y nnasmi gocaranacs na 7 geds npuitomy; KoeQillicHT HAKOTMYEHHS 1S
AUC(0-1), Cmax i Ct cranosus 2,36, 1,96 i 2,48 BianosinHo.

|Bipycﬂe TreHOTHIYBAHHA TA GeHOTANYBAHHA:




Cim 3 9 cy6'exTiB MaaH reHOTHI | HEHOTHII, NOCTYNHI AK Ha 1-#, Tak i Ha 1 1-ii meHs.
BochMuii yuacHuK, skuit OTpHMYBaB ns1aLeto, MaB FeHOTHIT | eHOTHIL, JOCTYNHI A
CKPHHIHTOBOT IpobH, B3ATOT 32 26 muis no Mua 1. Lli saui Gynu 3amineni Ha HeROCTYMIHI
maHi B AeHb 1. Xoya BiMinHOCTI MK resoTHoamy 1-ro i 11-ro gus crocTepiraimca y 73 8
cy0'exTiB, papiauis deHoTHITY Oy/a Hanpody A Mano. BincyTHICTE CyTTEROrO 361NbLIEHHS
GSK 1265744 abo panrerpasipy IC50 y nepioa 3 1-ro no 11-ii neusb cBigyuTs npo
HAABHICTL MyTaUill. Y x0HOMY BUNAAKY He GYI0 BHSRIEHO MYyTALil, TOB'A3aHOT 3
KNIHIYHOIO PE3UCTEHTHICTIO 110 pasterpasipy abo ensiterpasipy, y nauiesTis, axi
oTpuMysand GSK1265744. Kpim Toro, xoiHa 3 MyTauii, 0 BUHHKAY B PE3yILTaTI
niKyBaHHs, He OyJia MOB'S32HA 3 PE3UCTEHTHICTIO in vitro no GSK 1265744, 1C50
pasirerpasipy 6yna npubnuso B 7 pasie Buworo, Hbx [IC50 GSK1265744.

Edexrupnicts: Bipycoaoria Ta imynonoria:

CriocTepiranacs cTaTHCTHUYHO 3Hadywa 3Mina (p<0,001) nopiBHAHO 3 BUXIAHHM piRHeMm
PHK BIJI-1 y nna3smi kposi yuacunkis GSK 1265744 nopisHaHo 3 y4acHHKAMH, AKi
OTPUMYBaJIH mtauebo.

3senena indopmanin npo aminn PHK BLI-1 Bin nouarkosoro piens go 11-ro aus

GSK12657445 mr Mnayedo
{n=7) (n=2)
Cepeana amiHa Big novatkosoro pieHs (SD) -2,169(02405) 0,092 (0,1499)
L0g10 koniifmn)
CropuroBaHa cepeiHs PisHULSA MiX aKTUBHUM 2090 He
npenapatom Ta nnauebo 3aCTOCOBYETHCS
He
95% Cl gns ckopuroeaHoi cepeaHbof piaHuLi -2 547, -1.632 3BCTOCOBYETHCA
D-3HEYEHHR ANA CKOPUrOBaHO! CepeaHboi pisimli (<0001 He
3aCTOCOBYETHCA

Y nmauienris, axi otpumysanu GSK 1265744, pises PHK BUI-1 y nnasumi kposi 3a3euuai
nocsaras <400 xonii/mn Ha 11-# peus (5/7, 71%).

Jlgoe mauienTis, ski orpumysann GSK 1265744 5 mr, amornu gocsrtu pisag PHK BLJI-1 y
nnasMi kposi <50 wi/mn Ha 11-it geus (2/7, 29%).

Bci yuacuukn GSK 1265744 (7/7, 100%) aocsrnu siwkenss >1,7 log ua 11-ii gesb.




36inbluenns kispkocTi CD4+ wiiTuH cnoctepiranoca y cy6'ekTis, axi OTpHMyBaH

GSK 1265744, Bin novarkosoro pieHa a0 11-ro yus (Ta6muus 13.7). Ha npotusary IbOMY,
kinskicts CDA+ KoiiTHH 3MEHILTacs Bifl 1ouaTKoBoro pieHa o 11-ro aus y oci6, ski
OTPUMYBAJTH ILTaLedo,

21. Peaynbrati Gesnexyu

GSK 1265744 5 mr QD x 10 anis 3aranom ro6pe nepeHocuscs. He nosinomnanocs mpo
cepiosui noGiui ssuwa (CIT5), nosizomnsnocs smwe npo [P erkoro Ta nOMipHOro
cTyneHs TskkocTi. Jomen yuacHHK He BHHIIOB 3 Aocitimkenna yepes I[TP. He
nosipomnanocs npo sxonui I[P y rpyni GSK 1265744 5 wr.

3aranom, npoTarom JocnimkeHHs Ta nepiofy Oysio 3adikcosaHo HeGaraTo KiHiYHHX
nabopaTopHux BinxuneHb. [TokasHUKN KUTTERO BXNHBHX yHKLIiT y HOCHimKYyBAHUX
BMiHIOBAIHCS NOMIPHO NPOTAroM nepiony Rocnimkenns; y Koropti | He 6y/io BHABICHO
MOC/iAOBHNX BHYTPILIHBO- a00 MiXCYS'€KTHHX TeHAEHLUIH Y 3MiHaX JHTTEBO BAKAHBUX
Gyuxuiit. [Tin uac nosysanns GSK1265744 kniHiuHO 3Ha4YIMX NOKAZHUKIB
DKHTTENIANBHOCTI He BiaMiuanocs. Ha EKT He 6yno BuaBneHo cTifikux TeHaeHUii abo
IJTIHIYHO 3HAUYLUMX 3MiH.

Koporkui ornsg ycix HeBaxaHux aeu

GSK126574 [Mnauebo oT 3aranom
MobiyHa peakuina 4 Smr (N=2) (N=8} (N=9)
(N=7)

Byas-aka I[P, n (%) 0(0%) 2(100%) 3(38%) 5(56%)
Hyaora 0 (0%) 1(50%) 1{13%) 2(22%)
Binb B XuBOTI 0 (0%) 0{0%}) 1(13%) 1{11%)
3aKpen 0 (0%) 0{0%) 1(13%) 1(11%)
NigsyutenHs pisHs Ginipy6idy B kposi 0(0%) 1(50%) 1(13%) 2(22%)
KoH'lOHKTHBIT o4eil 0(0%) 0(0%) 1{13%) 1{11%)
Bink y kinyisui 0{0%) 1(50%) 0{0%) 1(11%)
lonoaHui 6inb 0 (0%) 0(0%) 1{13%) 1(11%)




ITincymok J1aGopaTopHuX OMiHOK 2-ro a60 BMINOTo piBus

Nabopatopuuit | JlikyBaHHA MomeHT yacy CryniHe
aKania 2 3 4
SaraneHuit | GSK1265744 5 MNoganstue 2(29%) 0(0%) 0(0%)
Binipybin Mr CNOCTEPEKEHHA
Oens 1, fenb 3, Dexb | 1(14%) 0{0%) 0(0%)
. .| GSK1265744 10
fineprrikemis 5 Mr Mogansuie 00%) | 1(14%) | 0{0%)
CNOCTEPEXEHHA
3HimkeHa GSK1265744 |  CkpuHiHr, aexb 3 1(14%) 0(0%) 0{0%)
Heirtpodin 5umr LeHb 10 0(0%) 1(14%) 0(0%)
H A Q 0,
ﬂl,q;gg::uu GSK1265744 fexs 7 0(0%) 0{0%) 1(17%)
TpUrnilepuais S wr

22. BucHOBOK (3aKN1HOMEHHA)

¢ GSKI1265744 5 mr noGpe nepeHoéuBCﬂ BUI-1 indikosanumu K0pocndmy.

» [licns npuitomy 5 mr QD GSK 1265744 nporarom 10 anis cnocrepiranccs

CTATHCTHYHO 3HAUYUIC 3HWKEHHA (CepenHs 3MiHa -2,169 ana GSK 1265744 5 mr
npoty -0,092 ans nmnaue6o) PHK BLJI-1 y rutasmi kposi i Buxizsoro pisxs ao 11
AHSI.

Iicna npuiiomy 5 mr QD GSK 1265744 npotarom 10 auis 2 3 7 cy6'exTir 2moru
nocarty piskd PHK BIJI-1 y nnasmi kposi <50 k/mn nicns 10 guis MoHoTepanii.

Hicas npuiiomy 5 mr QD GSK1265744 nporarom 10 auis 5 3 7 cy6'exris smornu
nocarry pieas PHK BIJI-1 <400 xn/mn micns 10 nuis MoxoTepanii.

GSK1265744 nponemMoHCTpyBaB nponopuUiiHicTs excno3nwLii B m1asmi micns
OzHOpazoBoro Ta faratopasosoro BeeaeHHs y BIJI-iHdikoaHux nauienTis npu
nopisanui GSK1265744 5 mr QD Ta GSK 1265744 30 mr QD (ITZ111451).

GSK1265744 5 mr crauionapHuii cran nocarascs Ha 7-if AeHb MiCAA NOBTOPHOTO
npuiiomy no3i y BIJI-indikosanux mauienTis.

Koediuientn nakonuuexna ana AUC, Cmax i Ct niciis noBTOpHOro BBEACHHS
no3u GSK1265744 y 5 mr cranoswnu 2,36, 1,96 i 2,48 signoeinHo.

Y ubomy 10-gennomy pocnimkerHi MoHorepanii GSK 1265744 we 6yno BigiGpato




KOJHHUX MYTaLlil, MOB'A3aHKUX 3 PE3HCTEHTHICTIO in Vitro 10 npenapary
GSK 1265744,

* ®eHoTuniyHa pesucTenTHicTh 10 GSK 1265744 5 Mr He BMHHKAA Hi Ha |-if JeHb, Hi
Ha 1 1-i JeHp y )KOAHOrO 3 HOCTIKYBAHUX.

¢ He 6y710 BHABICHO 3B'A3KY MK FeHOTHNOBMMH 3MIHAMH IHTErpPa3H Ta 3MiHAMH B
GSK1265744 1C50.

3aABHHK (BNIaCHUK PeeCTpaLlifHOro NOCBIAYEHHS)

(nianuc)

Kapen ["peitrokep (Karen Grainger)
Biue-npesunent, KepiBHuk Biflily HOPMaTHBHO-IPABOBOIO PEryIHOBaHHs
BiiB Xenckep (ViiV Healthcare) B | o

{ﬁ?)pﬂdng)r}};cJHH¢=}f<) nosum dooamxom 30 32iono 3 Hakazom MO3 .\/'}Epamu:f\@ 1528 6io 27.06.2019 }

Ilepexnan BuKonas:

Menekep 3 pery1sSTOPHUX MUTaHb Ta peecTpauii
TOB T'nakcoCmiTKnsitn @apmacstotikane Ykpaina
Mapunsko Jlroamuna




Cliniecal Trial Report - 20

Study ID-206898

1. Name of medicinal product (registration certificate Ne, if available)

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality
control, Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de [’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'ves no ifno, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal
product, new active substance

5. Title of clinical trial, code number of clinical trial

An Open Label, Phase 1 Study to Evaluate the PK, Safety, Tolerability and
Acceptability of Long Acting Injections of the HIV Integrase Inhibitor,
Cabotegravir (CAB; GSK1265744) in HIV Uninfected Chinese Men, Study
206898

6. Phase of clinical trial Phase 1
7. Period of clinical frial from [10April2018] — [20April2020]
8. Countries, where clinical trial has been conducted China
9. Number of trial subjects lanned: 60
actual: 47
10. Main purpose and secondary objectives of CT Primary

o Evaluate the safety and tolerability of the injectable agent, CAB LA
injectable (600 mg dose administered every 4 weeks for 2 doses
followed by every 8 weeks for 3 doses) throughout the Injection Phase
(Weeks 5 to 41) in HIV-1 uninfected Chinese men.

o Evaluate the plasma PK of CAB following repeat oral administration




(Day 1 to Week 4) and CAB LA IM injections throughout the Injection
Phase (Weeks 5 to 41).

Secondary
o Evaluate the plasma PK of CAB LA throughout the Injection and Long-
term Follow-up Phases (Week 5 to 89).

¢ Evaluate the safety and tolerability of oral CAB in HIV uninfected
Chinese men during the Oral Phase (Day 1 to Week 4).

¢ Evaluate the acceptability of CAB LA injections through 41 weeks.

s Explore concentration-effect relationships for various safety and
tolerability parameters if relevant.

11. Clinical trial design

This study is an open-label, Phase 1, multi-site study to evaluate the
pharmacokinetic (PK), safety, tolerability, and acceptability of cabotegravir
long-acting (CAB LA) in adult HIV uninfected Chinese male subjects at low
risk for HIV acquisition. Eligible subjects received oral CAB (30 mg tablets)
daily for 4 weeks during the Oral Phase of the study, to assess for safety and
tolerability prior to receiving CAB LA injections. Serial PK blood samples were
collected during the Oral Phase to characterize plasma PK parameters of
distribution and elimination. Following safety assessments after 4 weeks of oral
dosing, subjects entered the Injection Phase at Week 5 and received
intramuscular (IM) injections of CAB LA. CAB LA 600 mg was administered
as a single 3-mL IM injection. Subjects who volunteered to participate in the
intensive PK assessment had serial blood sampling for measurement of plasma
CAB concentrations following oral administration over a 24-hour window that
started on Day 27 and ended on Day 28. Pharmacokinetic sampling following
CAB LA IM injections started just prior to the first injection at Week 5
(Injection Phase) and prior to each subsequent injection with limited PK
sampling between injection visits. Starting at 8 weeks after last injection,
subjects were followed once every 12 weeks for 48 weeks during the Follow-up
Phase.

12. Main inclusion criteria

This study recruited healthy subjects of 18 to 65 years of age (inclusive) who
were male at birth, had a non-reactive point-of-care (POC) HIV test and




undetectable HIV-1 ribonucleic acid (RNA) at screening, and were at risk of
acquiring HIV. The subjects had to agree to appropriate use of contraceptive
measures during heterosexual intercourse.

13. Investigational medicinal product, mode of administration and strength

Stody Treatment

Product Name: Oral CAB CABLA
Sterile suspension lor
Dosage Formulation Tablet injection vial
200 mg/mlL sterile

Unit dose suspension
strengih(s)Thosage 30 mg ablet Dose level= 600 mg (3
levelfs): Doge level =1 mablt ml)
Route of Administrativn Oral Inframuscular injection

Administer orally, once

daily. Dosc at same ime

datly without regard w
Duying instructions food with water lntmmuscular injection

GAB=cabotegravir (G5K1265744; Laskong acting.
14. Reference product, dose, mode of administration and strength IN/A

15. Concomitant therapy

Permitted medications: Medications initiated prior to the Day 1 of the study
were counted as prior medications. Concomitant medications were defined as

medications.

Any medication or vaccine (including over-the-counter or preseription
medicines, vitamins, and/or herbal supplements including traditional Chinese
medicines) that the subject was receiving at the time of enrolment or received
during the study was recorded along with the following details:

e Reason for use;

e Dates of administration including start and end dates;

* Dosage information including dose and frequency.

The medical monitor was contacted if there were any questions regarding

concomitant or prior therapy.

medications that were taken on or after the Day 1. Medications initiated prior to
the Day 1 and continued after Day 1 were counted as both prior and concomitant




16. Criteria for evaluation efficacy /PK

Efficacy not evaluated in this study.
Primary:

o Plasma CAB PK parameters following repeated once daily oral
administration (Dayl to Week 4) included (as permitted by the data): Cr,
AUC(0-1), Cmax, tmax, CL/F, VZ/F, t4, and Az.

¢ Plasma CAB PK parameters following CAB LA IM administration
(Weeks 5 to 41) included (as permitted by the data): Ct, AUC(0-1),
Cmazx, and tmax.

Secondary:
¢ Plasma CAB PK parameters following CAB LA IM administration

(Week 5 to Week 89) as permitted by the data including Ct, AUC(0-1),
Cmax, tmax, CL/F, VZ/F, t¥, and Az.

17. Criteria for evaluation safety

Primary:

o Safety and tolerability parameters, including AEs, clinical laboratory
tests, study withdrawals due to AEs, vital signs assessments, and
evaluation of ISRs.

Secondary:
e Safety and tolerability parameters, including AEs, study withdrawals due

to AEs, vital signs assessments, and clinical laboratory assessments.

» Injection discontinuation rate, the number and severity of ISRs, and
additional acceptability measures.

» Evaluation of relationships between significant safety and tolerability
parameters and CAB PK may be explored.

18. Statistical methods

Sample Size Consideration

The sample size of 40 subjects to be given the CAB LA treatment was chosen to




ensure an adequate evaluation of safety, tolerability and pharmacokinetics data
in this population prior to moving into a large Phase 3 study.

Primary PK Analyses

The primary PX analyses were based on the Oral PK and Injection (Week 41)
PK Populations, unless otherwise specified.

The PK parameters were calculated by standard noncompartmental analysis
according to current working practices and using Phoenix WinNonlin
Version 8.0.

All calculations of noncompartmental parameters were based on actual sampling
times, and all concentrations were included in the estimation of PK parameters
regardless of whether samples were collected within the specified time window
or not.

Safety Analyses of CAB LA

The primary safety analysis was conducted after all ongoing subjects completed
the Week 41 visit and datasets had been authorized. All data from injected
subjects collected from Week 5 to Week 41 (i.e., in the Injection Phase) were
analyzed. Analysis endpoints included Grade 2 or higher clinical and laboratory
events that occurred from the initial injection to 8 weeks after the last injection
among subjects who received at least 1 injection.

The extended safety analysis was conducted after all ongoing subjects
completed the Week 89 visit and datasets had been authorized. All data from
injected subjects collected from Week 5 to Week 89 (i.e., in the Injection Phase
and the Follow-up Phase) were analyzed. Analysis endpoints were the same as
for the primary safety analysis.

To assess safety, the number and the percent of subjects who experienced each
safety endpoint were tabulated. Each subject contributed once in each category




(i.e., only for the highest severity AE) for the evaluation of safety.
Tolerability Analyses of CAB LA

The tolerability analyses were based on the Safety Injection Population, unless
otherwise specified. All summary data and statistics were calculated from
available data, unless otherwise specified.

To assess tolerability of CAB LA, the proportion (with 95% confidence interval
[CI]) of subjects who terminated from receiving injections prior to the full
course due to an AE, intolerability of injection, frequency of injections, or
burden of procedures related to injections was calculated out of those subjects
who received at least 1 injection.

A questionnaire was also used to assess subject tolerability and satisfaction to
the treatment. For each question, the responses were summarized by the
proportion of subjects who reported the response out of all those who answered
the question. An overall treatment satisfaction score was calculated for each
subject.

19. Demographic indices of studied population (sex, age, race, etc.)

All subjects were Chinese and male with median age of 28.5 years. One subject
reported a clinically significant abnormal ECG finding at Screening (See Table
below).

Table: Summary of Demographic Characteristics (S.';lfety Population)




Total
{N=48}
[1] 48
Mean (SD) 311 (8.11)
Age (years) Median 28.5
Min 20
Max 53
1824 8 (17)
Age group® 2528 18 {38
(years), n {%5) 30-3% 13 (27
240 919}
Self-idenfified genders, | n 48
n (%) Male 48 (100)
Ethnitity®, n (%) r 48
! Not Hispanic/l afino 48 (100)
Geagraphic ancestn®, [ n 48
n (%) Asian - Chinese 48 (100)
n 48
Mean [SD) 171.48 (7.163)
Helght {cm) Median 172
Min 154
Max 186.5
n 48
Mean (D) 68.54 (8.643)
Veight {kg) Median 68.4
Min 475
Max 915
n 48
. Mean (SD) 23.269 (2.5689)
Body mass index Meds 5615
(kg/meters square) Win 1761
Max 27.62
n 48
ECG finding at Nomal 23 (48)
Screening®, n (3%) Abnamal, not dirically siqnificant 24 {50}
Abnomal, chinically significant 1(2)
ECG=elactocardioaam; Max=maximumy; Ma=mimmum; SD=stindard devialion
a. Percentiges wene caloutaled using ™o number of subjocts with avalabde informaton {Le., r) a5 denamnatbpr.
20. PK results In the Oral Phase, following daily oral administration of 30 mg of CAB repeated
for 28 days in adult Chinese male subjects, a geometric mean peak exposure to
CAB over the dosing interval (T = 24 hours) on Day 27 of 10.5 pg/mL was
attained (tmax) at approximately 2 hours post-dose (median estimate) with a
total systemic exposure to CAB of 191 h*pug/mL for AUC(0-t). Thereafter,
plasma concentrations of CAB declined in a monophasic manner with a




geometric mean t% of approximately 1.89 days.

[n the Injection Phase, following IM administration of 600 mg CAB LA
repeated every 4 to 8 weeks over a 28-week period in adult Chinese male
subjects, arithmetic mean CAB plasma concentrations were maintained above
0.166 pg/mL (protein adjusted [PA]-90% of the maximal inhibitory
concentration [IC90]) from Week 5 to Week 41, and above 0.664 pg/mL (4x
PA-IC90) from Week 6 to Week 41. After the final dose was administered on
Week 33 (injection 5), mean CAB plasma concentrations were maintained
above 0.166 pg/mL (PA-IC90) until between Week 65 and Week 77, above
0.664 ug/mL (4x PA-IC90) until Week 53, and above 1.35 pug/mL (8x PA-IC90)
until between Week 41 and 53. A geometric mean peak exposure to CAB over
the dosing interval (T = 1344 hours) of 3.73 pg/mL at Week 33 was attained
(tmax) at approximately 6.98 days post-dose (median estimate) with a total
systemic exposure to CAB of 3443 h*pg/mL for AUC(0-t). Thereafter, plasma
concentrations of CAB declined in a monophasic manner with a geometric mean
t's of approximately 47 days.

Steady state was attained by Week 9 (trough concentration following the
initiation injection, i.e., loading dose), and there was no accumulation in CAB
plasma concentrations following repeated IM administration of 600 mg CAB
LA every 4 to 8 weeks in adult Chinese male subjects.

CAB plasma PK parameters and exposure in this study were consistent with
historical studies.

21. Safety/Health Outcomes results

Safety

o All subjects (48 [100%]) reported at least 1 AE during the study. Most AEs
were reported during Injection Phase. Most AEs reported during the study
were Grade 1 or Grade 2. A majority of subjects reported Grade 2 or higher
AEs and common Grade 2-4 AFEs during the Injection Phase, the most
commonly reported Grade 2 or higher AE was injection site pain. One
subject in Oral Phase experienced 2 AEs leading to permanent
discontinuation of study drug or withdrawal from study. One subject

reported 1 serious adverse event (SAE) during the Injection Phase. No death




was reported during the study.

A total of 29 (60%) subjects reported at least 1 Grade 2 or higher laboratory
abnormality. The most commonly reported Grade 2 or higher laboratory
abnormalities included estimated creatinine clearance and creatine kinase.
None of these laboratory abnormalities met the withdrawal criteria.

Mean change from baseline in vital signs did not show clinically relevant
changes. Mean vital signs were within normal limits throughout the study.
Maximum blood pressure values show mild (systolic blood pressure ranging
from 140 to 159 mmHg or diastolic blood pressure ranging from 90 to

99 mmHg) abnormalities occurred in several subjects. There were no Grade
2 or higher blood pressure abnormalities during the study.

Most subjects had normal ECG findings at screening. One subject reported
clinically significant abnormal ECG results at screening.

\Health Outcomes

Most subjects were more satisfied with CAB LA injections compared to tablets
administered during the Oral Phase of the study. Most subjects were satisfied
with their HIV-prevention treatment with a median total score of 23.0. Most
subjects considered using CAB LA for HIV prevention in the future.

22. Conclusion (summary)

Safety

Oral CAB 30 mg administered once daily was well tolerated in the Oral
Phase with a few nonserious AEs reported and 1 subject was withdrawn due
to AEs leading to discontinuation.

During the Injection Phase, more AEs were reported compared with Oral
Phase and ISR occurred in all subjects. Most of the ISRs were Grade 1 or
Grade 2 and the most commonly reported Grade 2 drug-related AE was
injection site pain. None of the AEs led to withdrawal from study or study
drug discontinuation.

One subject reported 1 SAE (post-procedural hemorrhage) during the




Injection Phase, which was considered not related to the study drug.
No death was reported during the study.

A majority of subjects (60%) reported Grade 2 or higher laboratory
abnormalities, but none of the laboratory abnormalities met the withdrawal
criteria.

\Pharmacokinetics

Following daily oral administration of 30 mg of CAB repeated for 28 days in
adult Chinese male subjects, plasma concentrations of CAB on Day 27
indicated:

Geometric mean peak systemic exposure over the dosing interval was
attained at a median tmax of 2 hours post-dose. Thereafter, plasma
concentrations of CAB declined with geometric mean t% of approximately
1.89 days.

Oral clearance (CL/F) ranged from 0.124 to 0.242 L/h, and the VZ/F ranged
from 7.00 to 14.0 L.

The between-subject variability (%CVb) in the extent of systemic exposure
to CAB was 19.5% and 20.5% for Cmax and AUC(0-t), respectively.

Following IM administration of 600 mg CAB LA repeated every 4 to 8 Weeks
over 28 weeks in adult Chinese male subjects, plasma concentrations of CAB at
Week 33 indicated:

Geometric mean peak systemic exposure over the dosing interval was
attained at a median tmax of approximately 6.98 days post-dose. Thereafter,
plasma concentrations of CAB declined with geometric mean t%% of
approximately 47 days, which was approximately 25-fold longer than that
observed following oral administration and supports the absorption-limited
kinetics previously presented for CAB LA when administered
intramuscularly.

The CL/F ranged from 0.0884 to 0.472 L/h.
The between-subject variability (%CVb) in the extent of systemic exposure




to CAB was 66.1% and 41.1% for Cmax and AUC(0-1), respectively.

e  Statistical analysis of CAB plasma concentrations indicated that there was |
no appreciable accumulation of CAB plasma between Weeks 6 and 34, with
a geometric mean ratio (90% CI) of 1.13 (0.894, 1.43).

e  Trough CAB plasma concentrations indicated that steady state was attained
by Week 9; the geometric mean ratio [Week 9 / Week 17-33 average] (90%
CI) was 0.990 (0.876, 1.12).

e  Systemic exposure of CAB (Cmax, Ct, and AUC[0-1]) and terminal phase
parameters (Az and t%2) were comparable with that observed in Japanese
(201584 [FLAIR]) and Korean (201585 [ATLAS]) HIV-infected subjects
from previous studies.

e The CAB plasma PK parameters and exposure in this study were consistent
with historical studies.

(Health Outcomes

The CAB LA injections were well tolerated. Most subjects were satisfied with
their CAB LA injection treatment and considered using CAB LA for HIV

prevention in the future.
Applicant (registration certificate holder) @_\ G_LA/\\
(signature) o~

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order No 1528 of 27.06.2019 }




3siT npo KiiHiYHe BANPoOYBauns - 20
Hocmigwennn ID-206898

1. Hasea nixapcekoro 3acoby (3a HasBHOCTI - HOMep peecTpaLiiHoro
MOCBiIYeHH)

ATIPETIO, cycnensia nnsa id'exuiit mpostonrosanoi aif, 200 mMr/mn

2. 3a9BHHK

BiiB Xenckep FOK Jlimiten

3. Bupobuuk

BupoGuunteo Hepo3acopanore NPoayKTy, NEPBHHHE TA BTOPHHHIE NAKYBAKHS,
KOHTPOJIL AKOCTi FOTOBOrO NMPORYKTY, BHIIYCK cepii

['naxco Onepetine YOK Jlimiten, mo seme misnbuicts ax [nakco Bennkom
Onepeiitunc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Xapmip Poyn, Bapuapa Kactin, DL12 8DT / Harmire Road, Barnard Castle, DL.12 8DT,
Benwxa Bpuranig

Crepnaizania (ramma-onpominenns API Ta rorosoro npoaykry)

Crepireikc Benbrisa (Gavopyc) CA (Corepa Xenc Kamnani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

3oninr Inpactpiens, Asento ae 1’Ecnepauc, @asopyc, 6220/ Zoning Industriel,
Avenue de I’Espérance Fleurus, 6220

Genwris

4. Tlposeneni nocnimKeHHA:

v TaK Hi, SK110 Hi, OBrpyHTYTE

1) Tun nikapcekoro 3acofy, 3a AKMM nposoawiacs abo IIAHYETHCS peecTpaLis

Ulikapcbinit 3acif 3a noBauM 10cke (ABTOHOMHE [OCHE), IHIUMIT Nikapebkuit 3acif, HoBa
111048 peYOBHHA.

5. IloBHa Ha3ga ktiHiuHOro BUOPOOYBaHHSA, KONOBAHUI HOMEp KIIHIYHOrO
BHIIPOOYBaHHA

Binxpute pocnimxenHa dasu | ans ouinky PK, Ge3nexu, nepenocuMocTi Ta
NpUAHATHOCT! iH'ekwiH inriGiTopy BIJI-inTerpasu Tpusanoi aii kaGoterpasipy (CAB;
GSK1265744) y veindikopanux BIT-iHdeki€l0 kuTAHCHKHX Y0NO0BIKIB, AOCTIMKEHHS
206898

6. daza KiHidHoro BUNpodyBaHHa Daza |
7. Ilepion kniHiuHOrO BUMIPOOYBaHHA 3 [10 kBiTH 2018] — [20 kBiTHA 2020]
8. Kpaiuu, B sixux npoBoamIOCcs KIiHiYHE BUOPOSYBaHHA Kuraii

9. KinbkicTs nocnigxysaHux

3arnaHoBaHo: 60
daxTHuHa KinbkicTs cy6'exTin gocnimxenns: 47

10. Mera Ta BTOpHHHI UiNi KIIHIYHOrO BHIIPOOYBaHHA

OcHoBHA

¢ Ouinnryu 6e3neky Ta nepeHocuMicTs iH'exuiiinoro npenapaty CAB LA (nosa
600 Mr, 10 BEOAMTLCH KOMKHI 4 THoKHI 3a 2 NpUHOMH, a IOTIM KOXHI 8 TuxHiB

3a 3 npuiiomMu) mpotsrom Qazu in'exuii (3 5 no 41 THXAEHD) Y HeiHdikoBaHHX




BIJI-1 kuTaiicbKHX 9OJIOBIKIB.

e OuiHiTh wra3sMoBy koHuenrpauilc CAB micid NOETOPHOrO nepopalipHOro
npuitomy (3 1-ro arsa no 4-# TwxaeHb) Ta in'exuiit CAB LA IM npotarom
tha3u BBefieHHs (3 5-T0 1o 41-ii THXOCHD).

BropuHani
¢ Ouimroiite nnasmosy koHueHtpauito CAB LA npotsrom a3y BBefieHHA Ta
HOBrOTPHBAJIOTO CROCTEPEHEHHS (3 5-ro mo 89-if TikaeHs).

e QOuinnTH Ge3nexy Ta MepeHOCHMICTh NepopanbHoro sactocysanus CAB y BIJI-
iH(IKOBaHHX KHTaHCLKHUX YONOBIKIB NiJ| uac nepopansHot dasu (3 1-ro mo 4-i
TIKAEHD).

o  QuiniTs npuiinaTHicTs iH'ekuili CAB LA uepes 41 TipxneHs.

e JIOCHIANTH 3aN€KHICTb KKOHLEHTpaUis-eQeKT» AN pisHHX napameTpis
He3nexy Ta NEPeHOCHMOCTI, AKII0 LE AOPEUHHO.

[1. Ouzaéin knidiuvoro BMnpoOyBaHHS

Lie sigkpute BaratoueHTpoBe AocAigeHHA Pasn 1 ans oUiHKK hapMakOKIHETHKM (
PK), 6eaneku, nepeHOCMMOCTI Ta NPUIAHATHOCTI KaboTerpaBipy nponoHrosaHor ait (CAB
LA} y aopocnux HeiHdikoeaHux BT kKuTaiuiB 40A0BIMGT CTAT 3 HU3BKMM PU3UMKOM
indikysaHHa BUJ. Binnosinui cy®'ektu oTpuMyBany nepopankHuii npuiiom CAB
(Tabnerky no 30 Mr) wonHs npoTaroM 4 THKHIB Nia Yac nepopansHot dhasm
nocnimkeHHs, Woeb ouiHkuTH Ge3neky Ta nepeHockHmicTb 10 otpumanns iH'exuin CAB
LA. ITin yac nepopanbHoi da3u ginbHpanu cepiini 3pa3ku KpoBi ANs BU3HAUEHHS
napaMeTpiB posnoxiny Ta eiiminauii PK y nnasmi kposi. [Ticng ouinku Gesnexy nicns
4 TIDKHIB NEPOPaNLHOro NpUHOMy cy0'eKTH Nepex0aunH A0 dasu iH'ekuiil Ha 5 THIKHI
Ta OTpUMYBaiK BHYTpilHboM'A30B1 iH'ekuil CAB LA. CAB LA 600 Mr BRoguIH ¥
BHUIISLAL OIHOPA30BOi BHYTPilIHEOBERHOT iH'ekUiT 06'emom 3 mn. Cyb'exram, axi
INoOPOBINLHO 3rol0CUNKCS B3ATH yUACTL B iHTeHcHBHiH ouinui PK, nposoaunu
cepiiiuif 3a0ip KpoBi Ana BUMiptoBaHHA koHueHTpauii CAB y nnasmi nicas
MepopanbHOro NpUHOMY NpoTarom 24-rofIMHHOrQ BiKHa, fKe MOYKHaNoca Ha 27-# aeHb
i 3axiHuyBanocs Ha 28-it nenn. @apmakoxineTHuuuii Bindip npo6 nicas in'exkuiii CAB
LA IM nounnagcsa 6e3nocepeHb0 nepen Nepluoo iH'ekUieo Ha 5-My THXHI (haza
iH'ekUii) 1 Mepea KOKHOK HAacTYMHOMW iH'exuicto 3 o6mekenum BinGopom npob PK mix
BizUTaMy Ha iH'ekUit0. [TounHaroum 3 8 THKHA micns ocTaHHbOl IW'eKUT, mianoctinHux
crrocTepirand koxkHi 12 TrxHiB mpoTarom 48 TIKHIB mix Yac Gask noganemoro

CIIOCTEepEIKEeHHA.




12. OcHOBHI KpUTEPIT BIUTIOYEHHS

Y nociimkensi Opanu ydacTh snopori ocoOu sikom Bin 18 ao 65 poxis (BKIKOYHO), ski
Oy YONOBIYOT CTATI IpH HAPOILKEHH], MaJTH Hepe3yIbTATHBHHIA TecT Ha BIJI y Micui
HamaaHa MegudHol nonoMor { POC) Ta HeBuznadysaHy pUOOHYKIIETHOBY KHCIOTY
(PHK) BIJI-1 nix yac cKpWHIHTY, 2 TAKOX HAJIeXKaNd 10 IPYIH PU3HKY iHQIKYyBaHHI
BIJIL. ITinnocnigyi noBuHHi Sy NOrOAHTHCH HA HANEXKHE BUKOPHCTAHHA 3ac0biB
KOHTpaLenuii NiJl yac rerepocekcyalbHOIQ CTATEBOrO aKTy.

13. Mocnimxysanuii nikapcbkuii 3acif, cnoci® 3actocyBaHHs, cuna il UIiKyBaHHM B JOCALKEHH]
HaiivMenyeannsa
MiKapesKOro 3acody: Ilepopansui CAB CABLA
DopmyntoBanHa CrepunsHa cycneHsis ans
NO3YBABHS Tabnetku in'ekuiii y dnakoHax
Omunr4yHa Jo3a 200 Mr/mn cTepubHOT
crna(n) / pirenns(n) 30 mrrabnerxa Pisenp | cycnensii Pisenb nosu =
MO3yBaHHS: Io3H = | Tabnerka 600 mr (3 ma)
CI0¢i® 3acTOCYBaHANA BHyTpiliHbOM'930Ba
ITepopanbHo iH'eKuis
3actocosyBaTu
nepopanbHO. O/IMH pas Ha
noby. [puitmaTy uioaHa B
Brasipki momo ouH i Tol camuii vac,
3aCTOCYBAHHS HE3ATICIKHO Bij pHAOMY BayTpiltHsoM'a308a
mtikapcbKoOro 3acofy i, 3anKBaOuM BOAOKD iH'eKuin
CAB=kaboTerpasip (GSK1265744); LA=ToHr, o gje.
14. Tpenapat nopiBHAHHY, 1033, c0ocid 3acTocyBaHHs, cHna aii H]I

15. CynyTHa Tepanis

JTossoneHi npenapartu: [puiiom nikie, posnoyatuii 0o 1-ro AHS JOCNIMKEHHS,
BBAXKABCA NONePeAHiM MpuiioMoM Nikis. ITin cynyTHIMH nikaMu po3yMinu JikH, sKi
npuiiMand B 1-i 1edsb abo nicna Heoro. [puiiom nikie, poznouaTuii Ao 1-ro auHd |
NPOAOBXKEHHUH micns 1-ro AHs, BpaxoBYBABCA 4K MONEPeAHii, Tak i cynyTHIi npHiioM
iKiB.

byab-ski niku abo BakuuHK (Bontovarouu GespeuenTtypHi abo pelenTypHi JikH,
BiTaMinKk Ta/ab0 pocnunHi 1o6aBKY, BKIIOYAIOUH TPAAHLIIHHY KHTalcCEKy MEIHLIMHY),
aKi cy0'eKT npuiiMaB HA MOMEHT peecTpaLiil 200 OTPHMYBaB NiJl Yac KOCHIHKEHHH,
PEECTPYBATUCS PA30M 3 HACTYIHHMU JHCTANAMH:

¢ [Ipuunta BUKOPHUCTAHHI,

e JlaTu aMiHICTPYBaHHS, BKJIIOYAIOUH AATH TOYATKY TA 3aKiHYEHHS;




e lndopmauis npo JO3yBaHHA, BIIIOYAIOUH O3y Ta YACTOTY MpUHOMY.

SIKIno BUHHKATIH ATAHHA WQAO CYTYTHROT 200 nonepe kol Tepantii, 3s'a3yBanucs 3
nikapeM-MOHITOPOM.

16. Kpurepil ouiHku edekTHBHOCTI

EdexkTHBHICTE He OLIHIOBANAC B ILOMY JOCTIHKEHHI.

TlepBunmi:

e [lapametpu mnazMoroi koHUeHTpallii CAB PK niciia baratopazosoro
NepopanbLHOro NpHHOMY ONUH pas Ha AeHb (3 1-ro no 4-H mwiieHs) BIIoYeH]
(ax nozroneno nauumu): Ct, AUC(0-t), Cmax, tmax, CL/F, VZ/F, t'2 ta Az.

¢ [lapamerpu ntazmu CAB PK nicns seepenns CAB LA IM (3 5-ro mo 41-it
THKIEHb) BIIIEOUEH (aKk go3BoseHo naHuMK): Ct, AUC(0-1), Cmax i tmax.

Bropnnmui:
¢ [lapamerpu nnasmosot konuedtpauii CAB PK nicns seenenus CAB LA

BHYTPILUHBOBEHHO (3 5-ro no 89-if THxNEHB) BIAMOBIIHO O OTPHMAHUX
nannx, sronodaody Ct, AUC(0-1), Cmax, tmax, CL/F, VZ/F, t's ta Az

17. Kpurepii ouiHku 6e3nekH

IlepBuuni:

e [lapameTpu Ge3nexu Ta nepenocuMocTi, Biutrouatoud [P, kniniuni
nabopaTopHI aHanisy, BiAMIHM fJocalpkeHnd depes [P, ouinky xuTreBo
BAXCTHEHX MOKA3HMKIB Ta oMliHKy [SR.

Bropunui:

e [lapamerpu Oe3nexu Ta nepeHocuMocTi, BKAOuatouu [P, BiamMoBy BiA
nocnimkeHds yepes [P, OLIHKY *XHTTEBO BaX#JIMBHX NMOKA2HHUKIB Ta KITHIKO-
nabopaTopHy OUIHKY.

* YacroTa npumHHeHHs iH'€KUIiA, KinbKicTh | TXKicTh SR, a Taxok qomaTkosi
NOKA3HMKY NPHHAHATHOCTI.

¢ Mosxe OYTH BHBYCHA OLIHKA B3AEMO3B'A3KY Mix 3HAYYILIUMH MapaMeTpaMH
6esnexu Ta nepeHocumocti i CAB PK.

18. CraTHCTHYHI METOIHU

\Pozznn0 posmipy eubipru




Poamip Bubipku y 40 oci6, sxi orpumysanu nikysanus CAB LA, 6ys ofpauuit ans
Toro, moeb 3abe3nednTH aneKkBaTHY OLIHKY AaHHX 3 Ge3neKy, IEPeHOCHMOCTI Ta
dapmakoKkiHETHKH B Wik TOMyJAUIT 10 nepexoay y BeaBky ®asy 3 AoCHiAKeHHS.

[Tepsunni ananizu PK

[lepsuuui ananisu PK 6asysanucsa Ha nonymauisx nepopansuoro PK Ta in'exuiiitoro
(41- Twicnens) PK, gxio He BKazaHo iHIne.

Ilapamerpu PK 6ynm po3paxoBaHi 3a JOTIOMOrOIO CTAHAAPTHOrO HEKOMIIAPTMEHTHOTO
aHaMi3y BIATIOBIIHO 0 MOTOYHOT pobOUOT NPaKTHKHU Ta 3 BUKOpHCTaHHaM Phoenix
WinNonlin eepeii 8.0.

Bcei pospaxyHkH HekoMMapTMEHTHHX nmapameTpis fasyBanucs Ha GakTHUHOMY yac
BiaOopy npob, i BCi koHUeHTpauif 6ynu BiiitodeHi B ouiHKy napamerpie PK. HezanexHo
BN TOro, 4k Oynu npodu Bigibpani B 3a3Ha4ueHHit YacOBHH NPOMDKOK, UM Hi.

|dnanis beznexu CAB LA

[TeperHHMIt aHani3 Ge3nexu OYR NPOBEICHUH MiCAs TOro, SK BCl A0CHIMKYBaHi
3aBEPLIKIH BI3HT Ha 41-My TixHi | HaGopu naHux 6ynu asTopusopani. byno
NpoaHani3oBaHo Bei NaHi iH'eKLiHHMX navieHTis, 3i0paHi 3 5-ro no 41-if TwxaeHs
(To6T0, ¥ thasi in'exuiii). KiHLueBi TOUKH aHani3y BKIIOYANW KNiHIYHI Ta JaboparopHi
noAii 2-ro cTynens abo Bule, (O BUHHKIK Bif Mepluol in'ekuil A0 8 TixHIB nicna
OCTaHHLOT iH'eKUIT ¥ cyS'ekTiB, AKi oTpuMany woHaliMendte | in'ekiiiio.

Postupeuid ananis 6esnexku 6yB npoBeReHHH Micns Toro, 1K BCi AOCHiAKYBaH]
3aBEpLUHIH Bi3UT Ha 89-my TiokHi | Habopu AaHux 6ynu aBTopuzosani. Byno
MpoaHani3oBaHO Bei AaHi Bif iH'exUiMHUX nauienTis, 3i0pani 3 5-ro no 89-if TixaeHs
(TobTo, ¥y hasi in'exuii Ta dazi cnocrepexenHn). KiHuesi Touky ananisy 6ynu TakuMu
bx, SIK | BN IepBUHHOTO anafizy Gesnexu.

1715 oLiHKK De3nmekd KUTBKICTh Ta BIACOTOK CY6'eKTiB, AKI AOCAIIIH KOXKHOT KiHIIEBOT
ToukH Oe3neky, Oynu 3aneceui B TadnnLo. KoxkeH cyd'ekt 3pobHE cBiil BHECOK OMH
pa3 y KoxcHiit kateropil (TobTo Tinbku ana [TP HAHBMINOTO CTYREHs TAKKOCTI) 155
O1liHKH Oe3neku.




Ananiz nepenocumocmi CAB LA

AHAM3 1€PEeHOCHMOCTI IPOBOAUBCS HA OCHOBI NOMYNALT Gesneunoi iH'exuii, AKWIO He
BKA3aHO IHLIe. Yci 3BelieHi faHi Ta CTaTuCTHKa ByTH po3paxoBaHi Ha OCHOBI HASBHUX
TaHKX, KLU0 HE BKA3aHO IHILE.

[Ina ouinkn nepexocumocti CAB LA 6yna poapaxoaal-ta yacrka (3 95% moBipunm
iHTepeanom [CI])} ocif, axi npunuuunu npuuom iH'ekuii po 32BEPIUCHHS! MOBHOIO
Kypcy yepes [1P, nenepenocumicts in'exuii, yactory in'ekuii abo Txrap npouenyp,
[10B'I3aHKX 3 iH'EKLIAMH, cepe THX Ocib, AKi OTpumany npuHaiiMAi | iH'ekio.

JInst OLLIHKM NEpeHOCHMOCTI Ta 3a10BONEHOCT meBaHHﬂM TaKOX BUKOPHCTOBYBA/H
ONUTYBANbHHK. ,Z[Jm KOXHOIQ MUTAHHA BiIONOBI/I OYNH NiACYMOBaHI 3a YaCTKO
PECNOHACHTIB, K1 BKa3ay BiAMOBIAk, BiJ 3aranbHof KiNbKOCTI THX, XTO BiANOBIB Ha
MUTaHHA. [lns KOKHOro pecnonjieHTa 6yo0 MiApaxoBaHo 3aranbHKH Gan 3a10BONEHOCT
NiKyBaHHAM.

19. Nemorpadidui nokasHuku A0CiicyBaHOT NOMyNALii (cTaTs, Bik, paca TOLLO)

Bei yuacnuxu Gyau kutaliuaMu, 4onosidol crari, cepeanili six - 28,5 poxis. Oaun
[YUACHHK NOBIIOMMB PO KIiHiuHO 3Havywi anomanii EKI™ min uac ckpuuinry (aue.
TabNI0 HHUKYE).

Ta6nuus: KopoTki semorpacpiuHi XapakrepucTUKU (DesneyHe HaceneHHs)




Besoro (N=48)

n 48
CepepHe 3HavenHa (SD) 3A(8,11)
Bik (paxiB) MeniaHa 285
XBUNVH 20
Makcumym 53
18-24 8(17)
Bikosa rpyna 3{poxis), n(%)‘gg_gg 1223?;
240 919}
CamMOBMIHAYEHa CTaTb - 48
Honosiva 48 (100)
ETHiuHa npuHanesHicTe 5, |n 48
n (%) He icnaxomosHil natuHoamepukanuy 48(100)
leorpadivqe n 48
noxogxenHs3, n(%) ASITACEKE - KUTEACHKE 48{100)
n 48
Cepenne 3HavetHa (S0) 171,48(7,183)
3picT (cm) Meniata 172
XBUNKH 154
Makcymysm 1865
n 48
Cepenne aHaveHHs (SD) 68,54(9,643)
Bara (kr) Megiana 68,4
IXBANYH 475
MaKcumym 91,5
n 48
IHekc Macw Tina {1t/ ﬁgpgﬂne 3Ha4eHHs {SD) 23,233 %21,2689)
KBafpaTHHIA)) il -
IXBMMKH 17.61
Makcumym 2762
n 48
Pesynstari EKT npu HopmanbHuii 23(48)
CKpUHIETY, n (%) HeHopManbHuiA, HE € KNIHIMHO 3HA4YLLM 24(50)
HeHopMansHui, KNiMKEO 3Ha4yLIME, 1(2)

EKI=enexktpokappiorpama; Max=maxcumym; Min=sitimym; SD=CTaHpapTHe BigxunenHs.
3. Bincotku Bynu poapaxoBaHi 3 BUKOPUCTAHHSM KinexocTi CYO'ekTIB 3 ACCTYNHON iHopMauie




(Taf10, n) AK 3HaMEHHWKE.

20. PesynsTati e)eKTHBHOCTI

Y nepopansuiii ¢asi micns wonennoro nepopansHoro npuitoMy 30 mr CAB,
MIOBTOPOBAHOTO MPOTATOM 28 AHIB JOPOCTMMH KHTAHChKHMH YOM0BIKAMH,
cepe/IHhOTEOMETpHYHA NikoBa ekcnosHis CAB npoTaroM iHTepeany nosyeaHss (T =
24 rogunu) Ha 27-i geHs craHormwna 10,5 Mxr/ma (tmax) npubausHo yepes 2 roqHHH
miciA npuifoMy A03H (Meiana), a 3arajibHa cHcTeMHa ekcnosuiis CAB craHoeuna 191
rop*mxr/mn gs AUC(0-1). Ilicns mporo nnasmosi koHuentpauii CAB saixyBanncs
MOHO(]A3HO i3 CepeHiM reoMEeTpHYHMM HacoM tYz npubnuzao 1,89 mus.

Y dhasi in'exuiit micnsa BHyTpiwHbOBeHHOrO BBejeHHA 600 mr CAB LA xoxHi 4-8
meuia npoTsrom 28 THKHIB JOPOCIMM KHTAHCHKUM HOIOBIKaM cepelHi apudbMeTHaH|
koHueHTpauii CAB y rurasmi kposi miarpumysanucs suuie 0,166 Mkr/mi (ckopHrosaHa
Ha 6iutok [PA] - 90% sin MakcHManbHoT iHTiOY040T KOoHUeHTparil [ICIC]) 3 5-ro no
41-i TiraeHb, | BULLE 0,664 Mkr/mn (4x PA-IC90) 3 6-ro no 41-i Twxnens. [Ticns
BBEAEHHS OCTAHHBOT 003K Ha 33-My TiokHI (iH'ekuia 5) cepeani koHueHTpauii CAB y
naasmi kposi niaTpumysanucs puiie 0,166 mxr/min (PA-IC90) no 65-ro ta 77-ro
TiicHs, Buie 0,664 mir/mi (4x PA-IC90) no 53-ro TwxHg Ta Buue 1,35 mxr/mn (8x
PA-1C90) no 41-ro Ta 53-ro Thxxusa. CepenHa reoMeTpruHa nikoea excnosuuis CAB
NpoTAroM iHTepBany fAo3ysanHa (T = 1344 roaunu) 3,73 Mrr/mn Ha 33-my THXKH]
nocsranacs (tmax) npubausHo uepes 6,98 mHa nicng npuioMy K03 (MeaiaHa OLIHKH)
i3 3aransLHON0 cHcTeMHo ekcnosuuicto CAB 3443 rop*mir/man ans AUC(0-t). [licns
uboro niazmosi koHueHTpauii CAB sHbkyBanucs MOHO(DA3HO i3 cepeHiM
reoMeTpUuHUM Jacom tYz npubnusuo 47 ans.

CrauioHapHuii cTan nocsrases Ha 9-My THHHI (KOHUEHTpallis Micna No4YaTKOBOT
iH'ek1lii, TOOTO HARAHTAXKYBANEHA [03a), 1 HE CMOCTEPIranocs HaKONH4YEHHA
konueHTpauii CAB y niasmi KpoBi nicns NOBTOPHOrO BHYTPILIHBOBEHHOIO BBEASHHA
600 mr CAB LA xoxui1 4-8 THKHIB JOPOCTMM KHMTalCbKMM NaLlieHTaM YONOBIMOT cTaTi.

[TapameTpy PK nnazmu kpoei CAB Ta ekenozunis B ubOMy JOCHIIKEHHI
3rOKYBANUCA 3 JAHUMH ICTOPHYHHX FOCTIKEHB.

21. PeaynpraTh Oezneku

\hesnexa

®  Bci yuacuuru (48 [100%]) nosinomunyu npo wonaiimedite 1 [P nig uac
nocnimxerHa. HafiGinnine norigommnens npo [P Oyno 3adikcosaHo mig yac dasu
iH'ekwiif. binswicts [P, npo aki noBinoMasnoes i yac JocaimxeHHs, 6yau 1-ro
260 2-ro ctymens. binsiicts cy6'ekTiB noBipoMnsny npo nobiuxi peakuii 2 abo

BHLIE CTYIeHs Ta noumwupedi no6iuni peakitil 2-4 cTynens nin yac daszu iH'exui,




HalnommnpeHimoo mobiuHoo peakuico 2 abo BHINE cTyneHs OyR Gilb y it
iH'exuii. B oqroro y4acHuka nepopansHoi dasu BuHHKR0 2 [P, 1wo npuseeno ao
OCTaTOYHOrO MPHIHHEHHS MPUHOMY JOCHIIPKYBAHOrO Iperiapaty abo BHBEIEHH 3
JocnimkeHnd. Onun cyS'exT noBinoMus npo 1 cepiiozne no6iune apume (CITH)
niz gac dazu in'ekuiid. [Tix vac gocnimkeHnsa He 6y0 3adikCOBAHO KOMHOTO
CMEepPTENBHOTO BUMAJKY.

®  3araiom 29 (60%) pecrnoHAeHTIE NOBIAOMUIH NP WOHaHMeHLIe | JabopaTophe
BIIXHIIeHHs 2 Kkiacy abo Bue. Haluactime noeigommnsnocs npo mnaGopatopui
BIIAXMIEHHS 2 cTyneHs abo BHIIE, BKITFO4YAIOUH PO3PAXYHKOBI TTOKA3HMKH KIHpeHCY
KpeaTHHIHY Ta kpeaTuHKiHa3u. JKozHe 3 uMx 1abopaTopHHX BiAXWUIEHE He
BiZMOBIAANO KPUTEPIAM BIIMiHH.

o CepenHi 3MiHH XHTTEBO BAMUTMRHX NOKA3HHKIB NOPIBHAHO 3 BUXIIHUM piBHEM He
MOKAa3aJTH KITIHIYHO 3HAUYIIMX 3MiH. Cepeani NOKa3HUKK HUTTEAIANBHOCTI OYH B
M€KaxX HOPMH NPOTAroM YCbOIO JIOCHIUKEHH., MakCHManbHi 3HAYCHHS
apTepiaNbHOrO TUCKY CBIAYATHL PO Aerki (CHcToNiuHMil apTepianbHUi TUCK Bi
140 no 159 mM pr. cT1. abo miacToniunuii aprepiansHuii THek Bin 90 1o 99 MM pr.
CT.) BIIXWICHHA Bl HOPMM, L0 CIIOCTEpiranicd y Kinekox cyd'exrie. [lig vac
JOCNIAXEHHS He OYIT0 BHARIECHO BIAXHIICHb APTEPIabHOIO THCKY 2 ¢TyNeHs abo
BHLLE.

®  bigburicts cyd'exrie Manu HopManeHi nokasHuxky EKT nin vac ckpuninary. OnuH
cy0'eKT NOBIAOMHB NPO KIIHIYHO 3Ha4Yyllli aHoManbHi pesynbratd EKI mig yac
CKPHHIHTY.

\Pesyavmaniu Oas 300pos's

binbwicTs yyacHukie Oynu 6inbin 3agoeonedi iH'ekuiamu CAB LA nopiBHAHO 3
rabnerkamu, AKi NpUiMany nig 4ac nepopanbuol hasu gocnipxeHHs. binbiicts
PeCnoHACHTIB Oyny 3310BOJIEHI CBOIM JIIKYBaHHAM 3 MeToko npodinaxruku BlJI-
iHgperuil 3 cepeniHiM 3aransHuM Ganom 23,0. BisllicTs pecnodnenTie posrisaau
MOKITHBICTE BiKopucTanHs nocinyr CAB LA ana npodinaktiku BLJI-indekitii B
Maitby THEOMY.

22. BUcHOBOK (3aKiIKodeHHs )

|hesnexa

e  llepopanenuit CAB 30 mr, mo npufiMarcs ofHH pa3 va 100y, 100pe nepeHoCHscs
B [EpOpaNTBHifi (azi, moBiIOMIANOCS Mpo AeKiibka HecepiiosHux [TP, i 1 nauieHT

6yB BUBeAeHHIT 3 nocaimkeHHs uepes [P, 1o npu3Beno A0 npumiHeHHs npuioMy




Ld

npenapary.

[1in 4ac iv'exuiiinot dasu nosinomasnocs npo Ginbury xinsxicts ITP HOPiBHAHO 3
nepopanLHo ¢asoro, a ISR sHHKKany y Beix cy6'extis. Binburicts ISR Gyau 1-ro
a0 2-ro cTyIeHs, a HaHIOMKMPEHIIO0 MenuKamMenTo3HO TTP 2-ro cTyneHs 6yB
6ine y micui in'exuii, npo sky nosigomnanocs Haituacrime. Xogen 3 TTP He
MPU3BIB [0 BUXOMY 3 JOCHIKEHHS a00 IPUITMHEHHS NPHHOMY NOCTIIKYBaHOTO
npenapary.

Onuu cy6'ext nosizomus npo | CI1 (mocTnpouenypHa kposoTeua) nin dac dazu
IH'ekUiH, axa Oyna po3itiHeHa sK Taka, WO He NOB'A3aHa 3 JOCHIUKYBAHUM
npenaparToM.

ITin vac nocnimrenns He Gyno 3ahikcOBaHO KOAHOrO CMEPTENBEHOrO BUITAAKY .

Binbuwicts ywacuukis (60%) nosinomunu npo naboparopHi BinxmieHHs 2 cTymeHs
abo BHLLE, aN€ KO/IHE 3 NAGOPATOPHUX BIAXHAEHD HE BIANOBIAANO KPHTEPIAM
BiAMiHH.

Dapmaxoxinemuxa

[Ticas wonenHoro nepopansioro npuitomy 30 mr CAB, (w0 NoBTOPIOBABCS MPOTAroM
28 NHIB y IOPOCIHX KMTAHCBKHX YONOBIKIB, kOHUEHTpauil CAB y wiasmi Kposi Ha 27-
i meHb OyNH BrasaHI:

Cepeans reoMeTpHyHa NiKOBa CHCTEMHA EKCIO3HLLIS NPOTArOM iHTEpBaNy
J103yBaHHA focArajiacs 3 MEAIaHO tmax yepes 2 FOAMHH MicAs npuifoMy AO3H.
Ilicas uvoro nnasmoBi korueHTpauii CAB 3umkysanucs 3 cepegHiv
reOMeTPHYHHM Yacom tYa npubnuzHo 1,89 aus.

[lokashuku opansHoro knipency (CL/F) konusasces sin 0,124 g0 0,242 s/rog, a
Vz/F - 8ig 7,00 no 14,0 n.

Mixcy6'exrua papiaGenenicts (%CVb) crynens cucremuoro ennusy CAB
craHosuna 19,5% ta 20,5% ans Cmax ta AUC(0-1) riznoeiamo.

[licas BHyTpimiHboBennoro BBeseHHs 600 Mrr CAB LA, ke NOBTOpioBanu kosxHi 4-8
THXHIB MPOTArom 28 THKHIB Y IOPOCIHX KMTAHCEKHX YONOBiKiB, kouueHTpauii CAB y
nnasmi kposi Ha 33-My TrkHI GyTH BKazaHi:

Cepenns reoMeTpHYHA NikOBA CHCTEMHA EKCIIO3HLLA MPOTATOM iHTepBany
A03yBaHHA jocaranacs 3 MeiaHoo tmax npubnusHo yepes 6,98 ans micnsa
npuiomy aosw. Ilicns uporo nnasmosi koHuentpauit CAB 3HumxKyBanucs 3




CepefHIM reoMeTpUYHUM tY2 NpHGIH3HO 47 AHIB, U0 MPHGITHIHO B 25 pasie
NOBIIE, HiX NI [ePOPAbHOIC 3aCTOCYBAHHS, | HiITBEPIKYE KIHETHKY,
obMeskeHe BCMOKTYBaHHS, paile npenctasieny a1 CAB LA npH
BHYTPIIIHEOM'130BOMY BBEJEHHI.

CL/F xosnuBascs Bix 0,0884 no 0,472 n/ron.

Mbkey6'extHa BapiabenbhicTs (%CVb) cTynens cHereMHOro Brnuey CAB
cTaHoBHNA 66,1% Ta 41,1% a1 Cmax ra AUC(0-1) Binosinso.

Cratuctrunuil ananiz konuentpauili CAB y nnasmi kpoei mokasas, 1o Mix 6- i
34-m THKHAMH He Byno noMiTHOro Hakonnuenns CAB y mnasmi KpOBI, CepeHe
reomeTpuyHe BinHoweuns (90% CI) cranosuno 1,13 (0,894, 1,43).

Konuentpauii CAB y nnasmi kposi Bxasysanu Ha Te, 110 cTauioHapHHit cran 6ys
AOCATHYTHH Ha 9-My THAKHI; Cepe/IHE reOMETPUYHE BiIHOLIEHHS [cepenHe
3HA4YEHHA Ha 9-MY TIDKRHI / cepesine 3HaueHus Ha 17-33-My TwxkHi] (90% CI)
cranosuno 0,990 (0,876, 1,12).

Cucremna ekcnosuuia CAB {Cmax, Ct i AUC[O-T]) i napameTpu TepmiHanbHol ¢dazu
(Az i %) 6ynu nOpiBHAHHUMM 3 TUMM, LIO CNOCTEPIranuCs ¥ ANOHCLKKMX (201584
[FLAIR]) i kopeficbknx (201585 [ATLAS]) BIfl-indikosarux cy6'exis 3a AaHUMK
nonepegHix 4ocninmeHs.

INapamerpu PK nnasmu kposi CAB ta ekcnosutlis B upomy JOCHIGKEHHI
Y3TOKYBANMCA 3 AAHUMH ICTOPHYHHX HOCHIIKEHD.

Pesyrvmanu ona 300pos's

In'ekwii CAB LA nepenocunucs noGpe. Binbwicts pecnonaestie 6ynu sanosomnexi
in'exuiitinm nikyeanuam CAB LA i posrasaanu MoxmMBicTs sukopuctaHHa CAB LA
nas npodinakruicu BUI-indekuii B MaiiGytHromy.

3asBHUK (BNACHHK PeCCTPaUifHOr0 NoCBinYeHHs)

(nignuc)

Kapen I'peitkep (Karen Grainger)
Biue-nipesunent, KepiBHuk Biaainy HOpMaTHBHO-NPaBOBOTO perynoBaHHA
BiiB Xenckep (ViiV Healthcare)

{llopadox donosrerno nogunt dodamrom 30 seidno 3 Haxasom MO3 YVpainu Ne 1528 6id 27.06.2019 }
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Memnemkep 3 peryasTOPHHX MUTaHb Ta peecTpailii
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Study ID- ADME / Document ID: 2015N258625 00

1. Name of medicinal product (registration certificate Ne, if available)

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality
control, Batch release

(Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DLL12 §8DT

Sterilization (Gamma irradiation of the drug substance and drug product)
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other medicinal
product, new active substance

5. Title of clinical trial, code number of chinical trial

A mechanistic static model-based evaluation of cabotegravir (GSK1265744) as a
perpetrator of drug-drug interactions

Study: ADME / Document ID: 2015N258625 00

6. Phase of clinical triat IN/A

7. Period of clinical trial [N/A

8. Countries, where clinical trial has been conducted UK

9. Number of trial subjects planned: N/A
actual: N/A

10. Main purpose and secondary objective of CT

The objective of this investigation is to predict the potential effect of cabotegravir on
the exposure (AUC) of substrates (co-medications) cleared via UGTIA3, UGTIAS,
OATI, OAT3, MATE] or MATE2-K.

11. Clinical trial design

n vitro data were incorporated into mechanistic models to further investigate the
drug-drug interaction potential of cabotegravir and determine the need to conduct a
clinical drug-drug interaction study upon co-administration in clinical development.
The test system for this analysis was limited to calculations using a static (static with




respect to each probe substrate (where possible) mathematical model for the
prediction of increases in AUC of UGT1A3, UGT1A9, OATI1, OAT3, MATEI or
MATE2-K substrates in the presence of CAB.

12. Main inclusion criteria

This analysis used appropriate exposure values such as Cmax obtained from the
literature, including LAI115428 (healthy subjects).

13. Investigational medicinal product, mode of administration and
strength

CAB Cmax (20.48 uM) was obtained from the literature to assess the impact of CAB
as an inhibitor on various enzymes and transporters.

14. Reference product, dose, mode of administration and strength IN/A
15. Concomitant therapy IN/A
16. Criteria for evaluation efficacy IN/A
17. Criteria for evaluation safety N/A
18. Statistical methods Test System

The test system for this analysis was limited to calculations using a static (static with
respect to each probe substrate (where possible)) mathematical model for the
prediction of increases in AUC of UGT1A3, UGT1A9, OATI, OAT3, MATEI1 or
MATEZ2-K in the presence of cabotegavir.

Methods and Procedures

Approaches using mechanistic static models for quantitative predictions of drug
interactions have been covered comprehensively in the literature. Mechanistic static
models that consider reversible inhibition of the mechanism in question (e.g., UGT,
OAT or MATE) and the contribution of clearance, fraction metabolised (fm) for drug
metabolizing enzymes UGT or fraction excreted (fe) for drug transporter proteins
OAT or MATE were applied to estimate the magnitude of the interaction.

DDI risk assessment for UGTI1A3 and UGTIA9

The mechanistic static mathematical models ufilized for the UGT analysis have been
described in the literature and are shown below:




AUl 1
ave ~ __Fm

(1_+E1j+ {L— fam)

X

‘Where:

fm is the fraction of UGT probe substrate metabolised by enzyme (in this case fm= 1
was used for worst case prediction)

K1 is the dissociation constant of the inhibitor from the enzyme (assumed to be half
the IC50).

7 is the estimation of the unbound in vivo systemic inhibitor concentration. Two
different concentrations of cabotegravir were assumed: systemic Cmax or estimated
hepatic inlet as derived by the following reason:

To determine the inhibitor concentration ( ‘hEF‘mﬁ'nﬂEt«) at the enzyme active site
the following equations described below were employed:

Ke XFa XD
..i..—

Thepeteinler = CIRAX Ok

‘Where:

Cmax (also known as /) is the estimation of the unbound in vivo systemic inhibitor
concentration in plasma

ka is the cabotegravir absorption rate constant which is unknown. For the purposes of]
this analysis a value of 0.1 min™ was utilized which suggests relatively rapid
absorption




Fa is the fraction of cabotegravir absorbed, assumed to be 1 for this analysis.

D is the highest anticipated clinical dose of cabotegravir
Qh is the hepatic blood flow

DDI risk assessment for renal transporters OATI, OAT3, MATE!] and MATE2-K

The mechanistic static mathematical models utilized for the renal transporters
analysis have been described in the literature and are shown below:

A.U’{Ti= 1
LR T
o+ 1)

Where:

fe is the fraction of drug (i.e., probe substrate) excreted via a particular mechanism
(e.g., OAT1, OATS3 etc).

K7 is the dissociation constant of the inhibitor from the transporter (assumed to be
half the IC50).

7 is the estimation of the unbound in vivo systemic inhibitor concentration in plasma

[Model parameters for cabotegravir are shown in Table 1.




Table 1 Model parameters used for cabotegravir

Parameter Value Definition
Molecularweight 40635 Inhibitor molaecular weight
Systemic Cmax (blood)
Cmax (M) 2048 uM cf inhibitor
Dose {(mg) 30 mg Clinical dose of Cabotegravir
Fraction of inhibitor unbound
Fu 0.004 (PPB =09 .6%)
Inhibition constant against
UGT1A3 IC50 () 12 UGT1A3
Inhibifion constant against
UGT1AS IC50 {(jai) 46 UGT1AS
Inhibition constant against
OAT1 IC50 (M) 812 OATA
Inhibition constant against
OAT3 ICH0 (M) G411 OAT3
Inhibition constant against
MATE1 1CS0 (uikA) 182 MATEA
' Inhibiton constant against
MATEZ-K IC50 {1} 142 MATEZ-KK
Ka 01 Absorptio!'n r-e-zis_a constant of
inhibitor
Fa 1 Fraction of inhibitor absorbed
Qh 1498 Liver blood flow

N/A = Not Applicable

19. Demographic indices of studied population (sex, age, race, etc.)

IN/A

20. Efficacy /PK results

Efficacy not evaluated in this study.

The effect of cabotegravir (30 mg oral), on the pharmacokinetics of drug
metabolizing enzymes UGT1A3 and UGT1 A9 substrates was predicted using a static
mathematical model based approach. The results of the extrapolated increases in




systemic exposure (AUC) are shown in Table 2.

Table 2 Predicted increases in exposure for substrates of UGT1A3 and
UGT1A9

Extrapolated fold increase in AUC of probe substrate with afm =1
(worst case)

Fu=0.004 {measured) 10 x Fu=0.04* Fu=0.004 (measured)
Cmax=20.48 ph {obs) | Cmax=20.48 uM {obs) 5x Cmax=102.4 uM*
UGT1A3 1.0 1112 11
(1C50 =12 uh}
UGT1A9 1.0 1.0 10
(IC50= 46 uM)
* sensitivity analysis

** range based on [[j=iree systemic and free hepatic inlet

The effect of cabotegravir (30 mg oral), on the pharmacokinetics of drug transporters
OATI1, OAT3, MATE1 and MATE2-K substrates was predicted using a static
mathematical model based approach. The results of the extrapolated changes in
systemic exposure (AUC) are shown in Table 3 and Table 4.

Table 3 Predicted increases in exposure for substrates of OAT1 and
OAT3




Extrapolated fold increase in AUC of probe substrate

Fu=0.004 {measured)
Cmax=20.48 uhl (obs)

5 x Fu=0.02*
Cmax=20.48 ull{obs)

Fu=0.004 {(measured)
5x Cmax=102.4 ubl*

(IC50= 0.411 uM)

OATH 1.20 20 20
(IC50 = 0.812 uM)
OAT3 126 192 1.92

* sensitivity analysis

Table 4 Predicted increases in exposure for substrates of MATE1 or
MATE2-K
Extrapolated fold increase in AUG of probe substrate
Fu=0.004 (measured) 10 x Fu=0.04" Fu=0.004 {measured)
Cmax=20.48 uM {obs) | Cmax=20.48 ulil (obs) 5x Cmax=102.4 uM*
MATE1 1.01 1.08 1.05
(IC50 =18.2ul)
MATE2-K 1.01 112 1.06
(IC50=14.2 uM)

* sensitivity analysis

The results of the modelling show cabotegravir has low risk (<1.26-fold) of DDI

with substrates of UGT1A3, UGT1A9, OATI, OAT3, MATE] and MATE2-K. A
sensitivity analysis was performed to assess the impact of plasma protein binding and
systemic concentrations on the magnitude of DDI. The predictions show that,
increasing the free fraction or systemic concentrations by >2-fold, the risk of a DDI
still remains weak (i.e., <2-fold).




21. Results Safety not evaluated in this study.

22, Conclusion (summary) ' A mechanistic static mathematical model was used to predict the effect of
cabotegravir on exposure of substrates of UGT1A3, UGT1A9, OATI, OATS3,
MATE!1 or MATE2-K. The results of the model showed cabotegravir has a low risk
of being a perpetrator of DDIs with substrates of UGT1A3, UGT1A9, OAT1, OAT3,
MATE] or MATE2-K (predicted AUC change <2-fold).

Applicant (registration certificate holder) ! G’L,L,\ \

(signature)

S—

Karen Grainger ‘
VP, Head of Regulatory Affairs |
ViiV Healthcare |

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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ID punpodyeanng - ADME / ID noxymenTta: 2015N258625 00

1. Hazea nixapcsroro 3acofy (3a HASBHOCTI - HOMep peecTpanidHoro
MMOCBIYEHHH)

ATIPETIO/T, cycnensis st iH'exilis npostonrosanoi aii, 200 mMr/m

2. 3asBHUK

BiiB Xemckep FOK Jlimiten

3. Bupobuuk

BupodHHITEO Hepo3(hacoBAHOr0 NPONYKTY, IEPBHHHE TA BTOPHHHE NAKYBRHHS,
KOHTPOJIb SIKOCTi FOTOBOTO MPONYKTY, BRIIYCK cepil

['nakco Onepeiirne FOK Jlimiten, mo sexe nisnsHicTs 9k [Nakco Bennkom Onepeiiunce /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapwmip Poyn, baprapn Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Benuka Epuranis

Crepriizania (ramma-onpominensan API Ta roroBoro npoayxkry)

Crepirenixe Bensris (Onvopyc) CA (Cotepa Xenc Kammnani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

Sotinr [naacrpiens, Asento ae i1’ Ecniepanc, ®nsopyc, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

benbris

4. [IpoBeneni pocnimKeHHs:

¥ Tak Hi, AKINO Hi, 0GrpyHTYiiTe

1) Tun nikapeskoro 3acoby, 3a AKMM npoBogMaacs abo NaHyeThes
peecTpauia

Ulikapcbxuii 3aci6 3a NOBHKM J0CKE (aBTOHOMHE JOCLE), HIIHWH Nikapcbkuit 3aci, HOBa
[miroua pevoBHHA.

5. [loBHa HazBa KIIHIYHOro BUNPOOYBaHHA, KOJOBAHUH HOMED KMiHIUHOTO
BUnpobyBaHHs

MexaHicTHYHA CTaTHHHa MOJENb Ha OCHOBI OLIHKH Kaborerpagipy (GSK1265744) gk
BUHYBATLA J1IKAPCbKHX B3AEMOZIH

Jlocaimrenus: ADME / iaentucikarop noxymenra: 2015N258625 00

6. daza kNiHIYHOTO BUNPOOYBaHHA

H/J

7. [lepion wiiHiyHoro BUMpoOyBaHHA

H/IT

8. Kpaiun, B SkHX NpOBOAHNOCA KIIHIUHE BUNPOOYBAHHSA

Benuxa BpuraHis

0. KinbKicTe JOCHIIKYBaHUX

sannaHosano: H/ I
thaxTuuno: H/JT

10. MeTa Ta BTOpRHHI UiNi KITIHIMHOro BUIpoOyBaHH

MeTolo 1bOT0o NOCIDKEHH: € IPOrHO3YBaHHA MOTEHUIHHOIO BIUTHBY KadoTerpaBipy Ha
exkcnosulito (AUC) cyberparis (CynyTHIX Npenapatiz), WO KiipeHCYIOTECA 38 AONOMOrO0
UGTI1A3, UGTIAY, OATI, OAT3, MATEI abo MATE2-K.

11. Ju3aiin krinidyaoro sunipoOyBaHHs

JTaHi in vitro 6ynu BKIIOYEH] B MeXaHICTMYHI MOIEN IS NOJANBLUIOIO BUBYEHHS

noTeHLiamy B3aeMoii kaboTerpapipy 3 NikapchbKUMH 3aco0amMu Ta BU3HAUEHHS




HeoOXiAHOCTI NpoBeAeHHS KI1{HIMHOTO JOCITIIKEHHA B3aeEMOAIT likapehKuX 3acobis npu
CYMICHOMY 3aCTOCYBaHHI B XOHI KIIHIYHHX po3pobok. TecT-cheTeMa A1d uboro aHanisy
Gyna odMexeHa po3paxyHKaMH 3 BUKOPUCTAHHAM CTATUYHOI (HEPYXOMOT 110 BIIHOMIEHHO:
10 KO:KHOrO cyOCTpaTy 30H1a (JIe Lie MOKITHBO) MaTEMATHUHOT MOAENI AN MMPOrHo3yBaHHs
6inbienHs AUC cyberparie UGT1A3, UGTIA9, OATI1, OAT3, MATE! a6o MATE2-K v
npucyrHocTi CAB.

12. OcHoBHI KpHTEPIl BKMIOMEHHS

|V ubOMy aHani3i BUKOPUCTOBYBANKCS BIAMOBIAHI 3HaUEHHA €KCNO3KLIT, Taki ax Cmax,
OTPHMaHI 3 nitepatyp, Brmouatouu LAI115428 (3noposi cyG'extn).

13. Hocaimxysanui mikapéoruii sacib, crmocib 3acrocysaHHs, cuna aii

Cmax CAB (20.48 mxM) 6yno oTpumaHo 3 niteparypu ans ouinku sriuey CAB sk
HTi0iTOpa Ha Pi3Hi PEPMEHTH Ta TPAHCIIOPTEPH.

14. Tpenapat OPIRHAHHS, 71033, Cnoci 3acTOCYBAHHA, CHNa Aii H/ 11
15. Cynyrns Teparis H/H
16. Kpurepii ollinky edekTHBHOCTI H/JT
17. Kputepii ouinky 6e3neku H/I

18. CtaTucTHYHI MeTOOH

TecTora cucTema

TecT-cuctema ans uporo aHanisy Oyna obMexera po3paxyHKaMH 3 BHKOPHCTAHHAM
CTATHYHOI (CTATHUHOT LOA0 KOMKHOro cyberpary 30112 (Ae e MOKIIHBO)} MaTeMaTHYHOT
MOACI Ann nporHosyeadua 36iaswenng AUC UGTIAZ, UGTIA9, OATI, OAT3, MATEI
abo MATE2-K y npucyTHocTi kaGoteragipy.

MeToau Ta npouerypu

[TiaxonH 3 BUKOPHCTAHHAM MEXAHICTUHHHX CTATHHHHX MOjenei g KinbkicHOTO
TIPOTrHO3YBAHHA B3a€EMOAIT Nikapcbkux 3acobiB BeebiuHo auceiTnedi B niTepaTypi. [Jas
OLIHKM BENWYMHH B3aEMOZIT OYNH 3aCTOCOBAHI MEXAHICTHYHI CTATHHHI MOAENI, AK
BpaxoBy10TL 06OpoTHE iHriGyBaHHs BianoeinHoro Mexanizmy (Hanpuknan, UGT, OAT a6o
MATE) i BHecoK knipency, dbpakuii meraGonizmy (fm) ans depmenTie. 110 MeTabonizyioTs
nikapceki 3acobu UGT, abo ¢pakuii exckpeuit (fe) ans Giakis-nepeHocHUKiB Tikapchkux
zacobie OAT abo MATE.

Ouinra puzuxy DDI oag UGTIA3 ma UGTIAQ

MexaHiuHi cTATHYHI MaTeMaTHYHI MOAEA], L0 BUKOPHCTOBYIOTLCs A ananisy UGT,
OnucaHi B liTepatypi i HaBeAeH] HIKue:




AUt 1
AUE Fn

(1 A K[E]é) T {1 - fm)

Ie:

fm - yactka cyGerpaty souna UGT, wo meTabontisyetbes depmenTom (y LUBOMY BHIIALKY
fm=1 6yno BUKOpHCTaHO AN HATIPLIOro MPOrHo3y)

Ki - xoncranTa aucouiauii inriGitopa sin Gepmenty (npuiimaerbes piBHOIO nonoeuHi [C50).

I - ouinka neas'szaHol cieTeMuOT KOHUEHTpaUIT iHTIGiTOpY in Vivo. Mpunyckanu asi pisHi
KOHLEHTpaLUi kaGoTerpasipy: cuctemiy Cmax abo pospaxoeany NEYiHKOBY KOHLEHTPALIiIO,
SIKY BHBOAMITH 3 HACTYIMHHUX MipKYBaHs:

e = v [ LT ul
IIna BU3HAYEHHS KOHUEHTpAUIT inriGiTopa ( hepettodnle
BHKOPHCTOBYRANH PIBHAHHA, OMTHCAHI HIDKYE:

"} B aKTHBHOMY LIEHTpi epmenTy

KL X Fa XD
Gh

Ihsgsttemlee = Civax -+

Je:

Cmax (Takox Binoma sk I} - Ue ouiHKka HE3B'13aHOT CHCTEMHOT KOHUEHTpauii iHribiTopy B
rnasami Kposi in vivo

kg - KOHCTAHTA WBHAKOCT] BCMOKTYBAHHA KaBoTerpasipy, Aka € HEBIZOMOIO. Jnrs uineii
uboro aHanisy Oynmo BukopHcTaHo 3HauenHs 0,1 XB-1, mo ceiguut 1pO BIAHOCHO LUBUAKE
BCMOKTYBaHHSA

Fa - vactka abcopbosanoro kaGoTerpasipy, A8 ULOT0 aHanizy npuiinaTasa 1.




D) - HaifBMIIa OuiKyBaHa KiliniuHa nosa kaBoTerpasipy J
Oh - NeYiHKOBHIA KPOBOTIK }

Ouinxa pusuxy DDI dna nuproeux mpancnopmepis OAT!, OA T3, MATE] ma MATE2-X |

MexaHiuHi cTaTuuKi MaTeMaTH4Hi MOZIEN, 1110 BHKOPHCTORYIOTHCH ANlA aHaNi3y HUPKOBHX |
[TPAHCIIOPTEPIB. ONKCAHI B JIiTepaTypi | HapeAeH] HwKYe:

AUCL 1
e __fe L e

e

e:

fe - vacTka npenapary (To6To cybeTpary 30H1a), MO BUBOAHTLCA 32 IOTIOMOIOI0 NEBHOTO
mexaHismy (Hanpuknag, OAT1, OAT3 Towo).

K7 - KoHcTanTa Ancouianil inri6iTopa Bia TpaHCMOpTepa (NPHItMAETLEH PIBHOIO MONOBUHI
IC50).

[ - OUiHKa He3B'93aHOT in ViVO CHCTEMHOT KOHUEHTpaUil iHriGiTopy B naasMi KpOBi

[NapameTpu Moneni ans xaboTterpagipy HaseaeHi B Tabanui 1.




Tabnuus 1 MNapameTpu Mojeni, BUkopucTaHi Ans kaboterpasipy

MapameTp 3HayerHA BusHayeHHs
MonekynspHa maca 405,35 MonekynspHa maca iHribitopy
Cmax (M) 20,48 mkM | CuctemHa Cmax (y kposi) iuribitopy
JlozyBaHHa (Mr) 30 mr KniHiyHa no3a kaboterparipy
YacTka Heas'A3aHoro iriGitopy
Fu 0,004 (PPB =09,6%)
KoHcTaHTa iHribyBakHa npoTtu
UGT1A3 IC50 (mKM) 12 UGT1A3
KoHcTanTa iHribysaxHs npotv
UGT1A9 IC50 (mkMM) 46 UGT1A9
OAT1 IC50 (mMxM) 0,812 KoHcTakTa ikribysaHHs npot QAT
OAT3 IC50 (mkM) 0,411 KoHcTaHTa iHribyeaHHs npotv OAT3
KoHcTaHTa iHribyBanHa npotu
MATET IC50 (MklM) 18,2 MATE1
KoncTanTa iHribyraHHs poTn
MATE2-K IC50 (mkiM) 14,2 MATE2-K
Ka 0.1 KoncraHTa waugrocTi
BCMOKTYBAHHA HribiTopy
Fa 1 YacTka normuHyToro iHrbitopy
Qh 1498 [eMiHKOBUI KPOBOTIK

H/fl = Hemae gaHux

19. JlemorpadivHi noxassamku AoCniipKyBaHol nonynsiii (Crare, Bik, paca
- [rowo)

H/1

20. PesynbTraTh edekTHBHOCTI

EdexTHBHICTL He OLiHIOBATACS B 1IbOMY AOCiPKEHHI.

Brans kaborerpasipy (30 Mr nepopanbho) Ha hapmakoxineTnky cyScrparis dhepmenTis
metaboniamy UGTIA3 Ta UGTIA9 6yno cnporHo3oBaHo 3a A0MOMOroiO MiAXOAY HA OCHOBI
CTATHYHOT MaTeEMaTHYHOT Mozeni. Pe3ynbTaTH eKCTpanonboBaHOro 36iNbIIEHHS CHCTEMHOT
ercnozuuii (AUC) naseneni s tabnuui 2.




Ta6nuua 2 [MporHozoBaHe 36iNblWeHHA excnosuyii onA cyberparie UGT1A3
Ta UGT1A9

ExcTpanonsoBaHe KpatHe 36inbiuenHs AUC cyberparty soHga 2 fm =1
(HaWripWwuin BUMagoK)
Fu=0.004 (BuMipsHo) 10 x Fu=0,04* _ .
Cmax=20.48 MKM Cmax=20,48 mxM Fug;?:::%?ﬂp::ﬁ?, 5
(cnocTepexeHHs) (cnocTepexeHHs) )
UGT1A3 1,0 11-1,2~ 1,1
{IC50= 12 mxM)
UGT1A9 10 1,0 1,0
(IC50= 46 mxM)
* aHari3 YyTNUBOCTI

** niana3soH Ha ocHosi [|]= BinbHUA CUCTEMHUIA Ta BINbHYA NEYIHKOBHKIA BXIA

Bnnue kaboTterpasipy (30 Mr nepopansHo) Ha (hapMakoKiHETHKY CyGCTpaTiB TPaHCIOpTEpis
nixapewinx 3acobis OATI, OAT3, MATEI Ta MATE2-K 6y cnpornozoBaHiii 3a
1ONOMOrOI0 CTATHYHOT MaTEMATHUYHOT MOAENI. Pe3ynbTaTh eKCTpanoiboBaHWX 3MiH
crcTemuol ekcnosuuii (AUC) Haseaeni B Tadnuni 3 ta Tadnuui 4.

Ta6nuus 3 TMporHosoeaHe 36inbweHHA ekcno3uuii ansa cyberpatie OAT1 1a
QAT3




ExcrpanonwoBaHe kpatHe 36inbweHus AUC cybetpary 3onpa

Fu=0.004 (ruMipsHo)
Cmax=20.48 MKkm

5 x Fu=0,02* Cmax=20,48
MKM (cnocTepexeHHs)

Fu=0.004 (sumMipsno) 5x
Cmax=102.4 mxM*

(1C50= 0,411 mkM)

(cnocTepexeHHn)
OATH 1,20 2,0 2,0
(1C50= 0,812 mxM)
OAT3 1,26 1,92 1,92

* aHani3 YyTnMBOCTi

MATE1 abo MATE2-K

Tabnuusi 4 [porHosoBaHe 36iNbLUEHHA ONPOMIHEHHA AR CyOCTpaTiB

ExctpanonwoBaHe kpatHe 36inkiwenHa AUC cyGeTpary 3oHpa

Fu=0.004 (BumipsHo) 10xFu= 0,04* _ ;
Cmax=20.48 wmkw Cmax=2048 mew | £ U000 (BPAO)
{cnocTepexeHHs) (cnocTepexeHHsn) !
MATE1 1,01 1,09 1,05
(IC50= 18.2uM)
MATE2-K 1,01 1,12 1,06
(IC50= 14,2 MkM)

* aHani3 yyTnuBeocTi

PesynbTaTv MoaenoBaHHA NoKasanu., ulo kadoTerpasip Mae HU3bKkUi pu3uk (<1,26 paza)
BuHHKHeHHs DDI i3 cyberpatamun UGTIA3, UGTIA9, OATI, OAT3, MATE!] ta MATE2-
K. Bynio npoaeneHo aHani3 Yy TIHBOCTI Ay OLIHKM BIUIMBY 3B'A3yBaHHA 3 OL1Kamu niasmu
KPOBI Ta CHCTEMHHX KOHLEHTpailiii Ha Bennuuny DDI. [IpOrHo3u NokasyioTh, Wo NpH




3OinbLIEHH] BiIbHOT dpakilii a00 CHCTeMHUX KOHUEHTpaLii y >2 pasy pU3HK BUHUKHEHHS
IDDI Bee wie 3anuinaeTbes HU3bkuM (ToOTO <2 pasis).

21. PesynsTaTn 6e3neku

besnexka He OLIHIOBAIACH B UBOMY JOCTIDKEHHI.

22. BucHoROK (3aKiiroYeHHs )

/1115 nporno3ysanus BriMBy kaboterpasipy Ha cy6etpatu UGTIA3, UGTIA9, OATI.
OAT3, MATEI a6o MATE2-K 6yna BukopHcTaHa MeXaHiCTHYHA CTATUYHA MATEMATHYHA
Moziesb. PesynbraTi Mosieni nokasainu, 110 kaboTerpasip Mae HU3bKkuii pusuk 6yTH
srHyBaTiem DDI i3 cyberparamu UGTI1A3, UGT1A9, OATI, OAT3. MATE] a6o
MATEZ2-K (npornozosana 3mina AUC <2 pasis).

3adBHUK (BIACHUK PEECTPALLIHOrO MOCBIAYEHHS)

{Hc)pﬂdok donoeneno nosum dodamiom 30 32iono 3 Haxason MO3 Vf\pamu Ne 1528 gi0 27.06.201 9}

Ilepexnan BHKOHAB:

Menemkep 3 peryasSTOPHHX MHTaHb Ta peecTpauii :

TOB T'nakcoCmitKasiin @apmacsioTikanc Ykpaina %
|

Mapunsko Jlroamuna

|

(niarnwc)

Kapen I'peiinsxep (Karen Grainger)

Biue-npesusenT, KepiBHuK Biftiny HOPMATHBHO-MPABOBOrO PEryJ/IOBaHHS
BiiB Xenckep (ViiV Healthcare)




Clinical Trial Report - 22

Study ID- ADME / Document ID: 2018N389974 01

1. Name of medicinal product (registration certificate Ne, if available

)

APRETUDE, prolonged-release suspension for injection, 200 mg/ml

2. Applicant

'ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging,
Quality control, Batch release

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, DL.12 8DT

Sterilization (Gamma irradiation of the drug substance and
drug product)

Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)
Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'ves no  ifno, please justify

1) type of medicinal product, which has been or will be registered

Medical product with complete dossier (stand-alone dossier), other
medicinal product, new active substance

5. Title of clinical trial, code number of clinical trial

Evaluation of Cabotegravir (GSK1265744) Drug-Drug Interactions
using Physiologically Based Pharmacokinetic Modelling.

Study: ADME / Document ID: 2018N389974 01

6. Phase of clinical trial N/A
7. Period of clinical trial N/A
8. Countries, where clinical trial has been conducted UK

9. Number of trial subjects

Data from multiple studies incorporated into model

10. Main purpose and secondary objectives of CT

To assess CAB drug-drug interaction potential using Simcyp v17.1

PBPK software. The PBPK model was used to evaluate the clinical




relevance of the OAT] and/or OATS3 inhibition potential of CAB to
predict any change in exposure of OAT1/3 substrates. The PBPK
model was further evaluated to assess the DDI potential of CAB as a
victim drug when dosed with UGT1A1/ UGT1A@9 inhibitors or
inducers.

11. Clinical trial design

The developed model for CAB was verified by comparing the
simulated PK profiles of the PBPK model against single and
multiple oral dosing clinical PK studies in healthy volunteers,
healthy adults with UGT1A1 poor metabolizer phenotype, and
severe renally impaired patients.

12. Main inclusion criteria

Healthy subjects

13. Investigational medicinal product, mode of administration and
strength

Oral CAB 30 mg single dose or repeat dose once daily

14, Reference product, dose, mode of administration and strength  [N/A
15. Concomitant therapy N/A
16. Criteria for evaluation efficacy IN/A
17. Criteria for evaluation safety N/A
18. Statistical methods N/A

19. Demographic indices of studied population (sex, age, race, etc.)

N/A

20. Efficacy/PK results

Efficacy was not evaluated in this study.

[n vitro studies indicated that Cabotegravir inhibits renal transporters
organic anion transporter (OAT)1 and OAT3 with IC50 values of
0.81 uM and 0.41 pM, respectively. PBPK model-based analysis to
further assess the clinical risk of OAT1 and/or OAT3 inhibition-
mediated drug-drug interactions (DDI) by Cabotegravir was
conducted using Simcyp v17.1 software. CAB is primarily
metabolized by UGT1A1l and to a lesser extent by UGT!A9. Hence

the PBPK model was also used to further assess the DDIs with




relevant clinical UGTIA1 and UGT1A9 inhibitors. A Cabotegravir
PBPK. model was developed based on its physicochemical
properties, in vitro measurements of enzyme clearance (UGT1AI
and UGT1A9) and in vitro measured values of OAT1/OAT3
inhibition, and clinical PK observations.

PBPK models of several OATI1/OAT3 substrates and inhibitors were
verified in the Simcyp simulator by comparison with actual clinical
DDI published reports. Simulated DDIs of OAT1/QAT3 substrates
(methotrexate, tenofovir, ciprofloxacin, cidofovir, cefuroxime,
oseltamivir carboxylate, baricitinib, and S44121) and inhibitors
(probenecid, diclofenac) predicted the AUC ratios accurately within
5%-30% of observed mean clinical DDIs (Table 1). Detailed
statistical analysis is reported in StatTrack 10549 V1, which
provides a more detailed assessment of the comparison of the
simulations to the reported observed values. On this basis, Simcyp
simulator and related files were qualified as appropriately sensitive
for predicting OAT1/OAT3 inhibition-mediated clinical DDIs.

Table 1 Simulated vs. Observed Pharmacokinetic Parameters
for OAT1/OAT3 substrates after co-administration with
OAT1/0AT3 Inhibitors for Simcyp Software
Qualification




Cmax Rafio

DDI Drugs AUC Ratio
(Substrate ~
Perpetrator)
Ohserved Simulated Cbserved Simulated
544121 — Probenesid” 22(1.9-2:3) 2141248 NR 1.2 (1.1-1.5)
Ciprofloxacin— 1.7 1.6 (1.2 -23) 1.2 1.2(L1-1.3)
Probenecid’

Tenofavir — 544121 2590560 1B (LE-11) ¥R 1.0 (16-11)
Berieltint - 2.0 (L8, 2.2) 1.8 (13,287 1.00.94, 1.1y 11416, 120
Probenecid’

Oseltamivir 2.5(23,2.8)° 22 (15,308 19{L7,2.0¢ 1.8 (1.4, 237
carbaxylate—
Prphenei:idl
Cidofovir— 1.0 13 (11,17 11 LI(E0, LY
-
Probenecid




DI Druge AUC Ralio Cmax Ratjo
(Substeate—
Perpelentor)
Obterved Stmolatsd Observed Simalated
Metliotrexalo - 13 1.0(1.0-1.0) 10 10010 -1.0)
3
Ditlofenae
Ceforoxime— 14 18{13=24) k8 LI{LB-1T)
Prabeneciy’
Adeloylr— 1.8 1.7(13-10) NR lLE(12=-17
Probiemecid®
HollLife Plasma Clearance Cu
Meano Ratio lean Ratlo Mean Ratlp?
Obtserved Precicted Observed Predicted Observed Predicted
Methotrezates 1.5 13 054 0.64 44 38
Probenedd

L Mean (min-max); 2. Geo Mean ($5-5 5% pereentilel; . Mcan { ™ percentile); 4. Geo Mean (90% CT); 5, Serum conceniration ruio for
observed and Plasma ion ratio for Predicted; NR — Not Reported

The CAB PBPK model was verified through comparison with
available clinical studies following single and multiple
administration of 30 mg PO Cabotegravir to healthy volunteers.
Cabotegravir PBPK model accurately predicted Cabotegravir PK
parameters (within acceptable bioequivalence criteria (0.80-1.25) for
single as well as multiple dose studies) (Table 2 and Table 3). CAB
PK parameters in severe renally impaired patient population (in-built
in Simcyp was also simulate and compared to the observed clinical
data (Table 2, Study 201480). The extent of drug-drug interaction
with a UGT1A1 inducer Rifampin was also simulated (Table 4). The
PBPK model was further verified by simulating CAB PK parameters
in severe renally impaired patents and UGT1AI poor metabolizers
(Table 5). All simulated values were within the 80%-125%




acceptance criteria. Further detailed assessment is reported in
StatTrack 10549 V1.

Table 2 Simulated vs. Observed Pharmacokinetic Parameters
of Oral Cabotegravir After a Single Dose
AUC{04i .
. hng(fmf) CLOLY) T-half ) -
Study Rel Geometdc Mean anm:ﬁicl[ean Geometric Mean [‘;.mn_}:u'inlflm gheon_:‘lfh'ic!.[ean
5493 (i} 55 . i 2
(595" pereentle) (5*-95% percentle) | (%95 percentile) | (595 percentil) | (595" percentild)
Obwred | Simlsted | Obserred | Simobted | Observed | Somolsted | Observed | Simolated | Oboerced | Presiced
LAINTE0
Wwz PO (ﬁ‘; I 16 | 3208, (?fl}, (uii 2 I ) (%%1
Heeliby oy | G639 | G340 | 4y 013 vy | 8 | onen 012
Folanteers
20147
HmgPO 024 D4 (331
sD (9?;79) 131:79;5, 2 2% " 3‘1%“" 08, | @, (3;742) (,3’7,) 015 | @I,
Huslthy " = 030 045 ! 7 014
YVolunteers
201480
MmePO | 140 . a1 026 oL
D Qs ]':4%‘9' (33‘438) "‘i_%"” o5 | @y (37“45) (21“7&) ws |,
Helthy 170 e 26) 0.50) ' ? 0.14)
Volunterry
201480
Wmz PO
o | 1yeree . 0.2 028 ol4 o3
Sorere 14: ](71)1., 11; é) 3.: (;.).1, 3.3 (Dz).., em | aygjs, 3571(:)u, o, o,
Renally g - : 026) £:53) 0.16) 0.14)
Impaired
Patlenty




Table 3

Simulated vs. Observed Pharmacokinetic Parameters
of Oral Cabotegravir After Multiple Doses

Study

AUCE-0-]
hyghml

Cruar (ug/mLyJ

CL{LA

Geomeiric:
Mean{5*-95*
pereentile)
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SaiulatedT

Obserredd Simulatedd

Observed

Simulated0

205712-Cab30-
QD Repeat-
Dasef

inhealiby
2l

PKromday 14

4y
(87:'12‘0“

15y
4,0

64y 62
(5790 (KR DIk

025
{1240542

0284
13,0550

W-meQD-
Repeat-Dose

inhealthy-
femaleaduliza

LAIII7011-Cab-

PK-from Day 11

133121, 148)a

120G9,261=

730.0,86)a | 70442128k

0250011056 |.

KR~—NotReported §
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Table 4

Simulated vs. Observed DDI Following Co-
administration of Oral CAB with Rifampin




EnzymeDDI{ AUCs:RatioT Crmax-Ratio} CLRatiza
(Subztratees a o
Perpatrator)d
Treatment: Observed's| Simoliteds | Observed® | Simulxteds | Observed”™ | Simolatedn
Comparison CAB-+
UGTTadncerws
CiBa _
UGTIAlnduction] | 04l 082021 0.94s 093083 1 L1507
Cahotegravir— (e 17/
Rt
1.+ Geometric mean ratio for observed]
2.+ Average Geomekricmean ratio-(minimm -and teaximon predicted vetio)-after incorparating 4 different-i1 vt UGTIAL
Induction values for Rifempin fom 2 1terature stodies-
Table 5 Simulated vs. Observed Effect of UGT 1A1 Activity on
Baseline PK parameters of CAB
Stadyld MeanAUCratio-T AeanCmax-ratiold
30mgPO-5DT Observed'c | SimolstedD | Observed'td Simulated’0
GSKreport 2016:09752T 00 For-
observeddatain-TGTIAI }
polymorghicpopuiation mdg 1415 Léto 1270 1,030
predictionsusing Simcyp®inpooror
normal-CGT1Al-metabolizers-for- }
simnlated-ata 3
1.#Ratio-of: AUC-or Crmax-in-populations with UGTL Al -genctype-af lovr-activity 40-UGT 1A 1-genstype-ofnomal activity] }
2. 4RatioofAUC-orCmaxin Simeyphealthyvolunteerpopulation modified to UGT LA I-poor metabolizers-onty 4o-Simeyp- }
populationwithont poor UGTLA metabotizers ]
|
- - o, . . [
OAT1/OATS3 inhibition-mediated effects of CAB on exposure of co- }
dosed substrates (methotrexate, tenofovir, ciprofloxacin, cidofovir, }
cefuroxime, oseltamivir carboxylate, baricitinib, and S44121) were ‘
simulated at maximal plasma concentrations of Cabotegravir after w‘




multiple oral doses of 30 mg QD. This enabled assessment of the
OATI1/QOATS3 inhibition potential by Cabotegravir at maximal
clinical exposure. PBPK DDI simulations predicted a mean increase
of less than 25% (mean range of 1.04 to 1.18 for AUC and mean
range of 1.01 to 1.05 for Cmax) in systemic exposure (AUC and
Cmax) for tested OAT1/OAT?3 substrates after co-administration
with oral Cabotegravir (Figure 1, Table 6). Similar Cabotegravir
concentrations following oral and LA administration suggest that
these results would also apply to Cabotegravir LA (LAI116482). As
such, repeat oral dose Cabotegravir steady-state concentrations were
considered clinically relevant to assess DDIs at expected CAB
systemic concentrations during LA dosing, as well as during the PK
tail following LA discontinuation. Appropriate sensitivity analysis
was also conducted with the narrow therapeutic index (OAT3)
substrate methotrexate. A mean increase of <25% in Methotrexate
exposure is predicted up to a 4-fold more potent CAB OAT3 Ki
value than the actual measured value (Figure 2). Similarly, a mean
increase of <25% in Methotrexate exposure is predicted up to 3-fold
higher CAB dose/exposure than the current targeted clinical
dose/exposure (Figure 3). As shown from experimental
determination, CAB has very high plasma protein binding and the fu
is ~0.006 or less. Further sensitivity analysis predicted <15%
increase in methotrexate exposure with up to 10-fold higher fu
values in the simulation (Figure 4).

Figure 1 Predictions for AUC and Cmax ratios of OAT1/0AT3
substrates when co-dosed with oral CAB 30 mg repeat
dose
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Table 6 Simeyp predictions — OAT1 and/or OAT3 inhibition |
predictions at steady state after 30 mg oral once a day |
repeat dose of CAB for 14 days and co-dosed with
single doses of specific OAT1/OAT3 substrates on day
10




Substrate Drugt AUC-Ratio~-Geometric- Cmax-Ratio—Geometric-Mean-
53 i th, j
(Transporter)a Mean{95" -Percentile}x (95" -Percentilela
Predicteds Predicteds
SUINE 1.181.07-1.34}a L05{L.02—1.10)=
(0AT1-and-0AT3=
Methotrexate QAT 3)a L1L{1.04w123)a L014L.00—1.03)=
Ciprofloxacin{OAT3)z L1{1.06-1.1T)= LM{1.021 05
Tenofovir{QATI)a 1.04{1.01-1.07)= LOI{L00—1.02)=
Baricitinib{(QAT I}z L051.04—1.16)a L241.00—1.04)a
Oseltamivir carboxylate: T )
(OAT3) LIH{1.07-1.23) 1124107120}
Cidofavir{0ATI)a 1.054L.02-1.10)= L01(1.00—1.03}
Ceforoxire{0ATI}e ] (9{1.04,-L.17)a L02{1.01,1.04)a
Adeforic(QATI)a = [ wweeee 1.07{1.03—1.19)a 1054103110}
Figure 2 Sensitivity Analysis for DDI Prediction for

Methotrexate AUCR and CAB OAT3 Ki
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Sensitivity Analysis for DDI Prediction for
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Sensitivity Analysis for DDI Prediction for
Methotrexate AUCR and CAB Plasma Fu
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Mechanistic clearance mechanism of CAB via UGT1AT1 and
UGT1A9 metabolism was incorporated in the CAB PBPK model.
The fm for hepatic UGT1A1 and UGT1A9 were predicted to be 59%
and 35%, respectively, which aligned with the in vitro extrapolations

(Figure 5).

Figure 5 CAB fm Simulations for UGT1A1 and UGT1A9




Median % fm and fe In relation to systemic clearance after 30 mg
Oral CAB dase in healthy adults

B UGT1A1 Liver
W UGT1AL Kidney
B UGT1A9 Liver

1 UGT1A9 Kidney

The CAB PBPK model was further used to predict the DDI between
UGT1A1 and UGT1AS9 inhibitors such as Atazanavir and
Mefenamic acid. Simulated AUC and Cmax ratio in DDI studies
between UGT1A1 substrate Raltegravir and UGT1A1 inhibitor
Atazanavir; UGT1AL1 substrate Raltegravir and UGT1A1 inducer
Rifampin; and UGT1A9 substrate Dapagliflozin and UGT1A9
inhibitor Mefenamic acid were within 30% of the observed clinical
data. The verified CAB PBPK model was applied to predict the
extent of DDI with UGT1A1 or UGT1A9 inhibitors. The predicted
mean systemic increase in CAB exposure was up to 11% when co-
administered with UGT1A1 or UGT1A9 inhibitors such as
Atazanavir or Mefenamic acid respectively. The NOAEL exposure
in the 39-week monkey toxicity study for AUC0-24 and Cmax was




reported to be a mean value of 547 ug.h/mL and 34.6 pg/mL,
respectively. Based on a representative AUC value of 140 pg.h/mL
and a Cmax value of 7.8 pg/mL from the clinic following a 30 mg
oral dose for CAB, there is a margin of 3.9-fold and 4.4-fold for the
AUC and Cmayx, respectively, compared to the NOAEL exposure,
An increase of 2% - 41% in the AUC or Cmax (Table 5, Table 7) in
the UGT1A1 poor metabolizer population or DDI simulations is
therefore considered well within the safe exposure range based on
the reported safety margins for CAB. Simulations with
Phenobarbital suggests that any decrease in CAB exposure will be
less than 30% (Table 7). Clinical DDI study data with UGT1AI
weak inducer Rifabutin has shown an average ~21% reduction in
CAB exposure.

Table 7 Simulated DDI following Co-administration of Single
dose Oral 30 mg CAB with Atazanavir (UGT1A1
Inhibitor) or Mefenamic Acid (UGT1A9 Inhibitor)




 Substrate - Inhibitor 1  CABAUCRatise CAB Cmax Ratio

DDI Enzyme Geometrie Mean (Sth- | Geometric Mean.(5th-95"
: 95¢ percentile) percentile)
Predicted Predicted.

Cabotegravir — Atazanavir

UGTIAI Inhibition 1.11 (104, 1.20) 1.02.(1:01, 1.04)

. Cahutegravir-.- Mefenaniic
Acid. 1.10-1.04, 1.18) 1.02 (1.01,1.03)
| UGTI1AS Inhibition

7 Cabotegravir — Phenobarbital
UGTIAL duction 0.71(0:46, 0.93) 0,97 (0.92. 6.99)

21. Safety Results

Safety not evaluated in this study

22. Conclusion (summary)

A CAB PBPK model for predicting the clinical exposure as well as
either victim or perpetrator DDIs for CAB was successfully
developed using the Simcyp platform. The predicted lack of
interactions by verified CAB PBPK model simulations supports co-
administration with OAT1/OAT3 substrates without dose
adjustments. Similarly, predicted lack of interactions between CAB
and UGT1A1 or UGT1AY inhibitors supports co-administration with
UGT1A1 or UGT1A9 inhibitors such as Atazanavir or Mefenamic
acid without any dose adjustments. Clinical DDI data (rifampin,
rifabutin) and PBPK simulations (phenobarbital) indicated that the

impact of UGT inducers on CAB exposure was proportional to their




in vitro induction potency. These data suggested that co-medication
exclusions may not be required for weak and moderate inducers.
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3BiT npo kniniuHe puNpodysanng - 22
ID pochimxenusa- ADME / ID gokymenTa: 2018N389974 01

1. Ha3pa nikapcekoro 3aco0y (3a HasBHOCTI - HOMep
peecTpaliiiHoro nocsigyeHns)

ATIPETIO/, cycmensis ans in'exuiit npononrosanof aif, 200 Mr/mi

2. 3a9BHUK

BiiB Xenckep FOK Jlimiten

3. BupobHuxk

BupoGunurso HeposdacoBaHOro NpoIyKTy, NepBUHHE Ta
BTOPHHHE NAKYBAHHsl, KOHTPOIL SIKOCTI TOTOBOIO NPOAYKTY,
BHAOYCK cepil

["nakco Onepeitnue KOK Mimires, wo Bege aianbHicTs sk [naxkco
Bennkom Onepelitunc / Glaxo Operations UK Ltd (trading as Glaxo
Wellcome Operations)

Xapmip Poyn, baprapa Kactn, DL12 8DT / Harmire Road, Barnard
Castle, DL12 8DT, Bennka Bpuranis

Crepuaizauis (ramma-onpomineans: A®I ta roroeoro
PONYKTY)

Crepirenike Beneris (Gneopyc) CA (Corepa Xenc Kamnani) /
Sterigenics Belgium (Fleurus) SA (A Sotera Health Company)
Bouinr lngacTpiens, AseHio e i’Ecnepanc, ®nvopyc, 6220/
Zoning [ndustriel, Avenue de I’Espérance Fleurus, 6220
Benwris

4. Tlposefeni nocnimKeH s:

v Tak Hi, AKLIO Hi, OBrpyHTYHTe

1) THN NiKapCcLKOro 3aco0y, 3a AKUM NPOBOAMIACA 260 rIaHyeTbCA
peecTpaLis

Ulikapcbkuii 3acib 33 NOBHUM OCLE (ABTOHOMHE AOCLE), iHIIHL
nikapcbkuii 3aci6, HOBA [Til0Ya peuoBHHA.

5. [loHa Ha3Ba KNiHiYHOrO BUNPOGYBaHHA, KOLOBAHUI HOMED
KNiHIYHOro BUNPOOYBaHHS

Ouinka B3aemonii kaboterpasipy (GSK1265744) 3 nikapcbkimu 3aco6amy
33 JI0MOMOIo10 (hi3ioNoriyHOro HapMakoKiHETHYHOO MOAEMOBAHHSL.

Jlocnimkenns: ADME / inentudixarop nokymenra: 2018N389974 01

6. da3a kniHiuHOro BUNpobyBaHHs

H/




7. [Nepion kniHiYHOrO BUIPOGYBaHHS

H/JT

8. Kpaiuu, B sKMX NMPOBOJMIOCA KIliHIYHE BUNPOOYRBaHHA

Benuka Bputanis

9. KiIbKiCTh NOCHIIKXYBaHHX

Jlani 3 yHCIEeHHHX AOCTi[KEHb, BKIIOYEHI B MOIENb

10. Meta Ta RTOpHHHI LiNi KNIHIYHOrO BUMPOOYBAHHA

Ouinuty moteHUian Jikapebkol Bzaemoaii CAB sa gonmomororo
nporpamioro 3abesnederna Simeyp v17.1 PBPK. Mogens PBPK 6yna
BUKOPHCTAHA IS OUIHKY KAiHIMHOT 3HAYYIIOCTI moTeniiany iHribyBaHHA
OATI Ta/abo OAT3 KAB ana nporHozysauts 6ynb-sKHX 3MiH B
excriosullil cyderparis OAT1/3. Monens PBPK Gyna 101aTKOBO OLliHeRa
st ouinxy noteHuiamy DDI CAB sk npenapaTy-»KepTBY Npu A03yBaHHi 3
inridiropamu abo innykropamy UGTIA1/UGTI1A9.

1. duzaiin xniniyHoro BunpoOyBaHHsI

Pospobnena monent 1t CAB Oyna nepesipeHa 1AsSXoM NOpIBHAHHA
sModensoBannx npodnis PK momeni PBPK 3 kitinidiumu
nocnipxeHaamMu PK npu ogHopazoBoMy Ta Garatopazosomy
ePOpanbLHOMY NPHHOMI Y 3L0POBHX A00POBONBUIB, 3AOPOBUX JOPOCIHX 3
enoTHnom noranoro Metabonizatopa UGTI A Ta y Nali€HTiB 3 TAKKOI
HHPKOBOIO HEOCTaTHICTIO.

12. OcHoBHI KpuTepil BKIKOUEHHS

[3ropoBi cyd'exTn

3. HocnipxyBaHuii Aikapcekuid 3aci0, cnocid 3acTocyBanHg, cuna
it

[epopansHo CAB 30 mr pazora fo3a abo moOBTOpHA 1034 ONUH pas Ha
o0y

paca Tou0)

14. ITpenapat nopiBHAHHA, 1034, cnocib 3aCTOCYBaHHA, cuna All H/JI
15. CynyTHa Tepanis H/[
16. Kpurepii ouinkn edeKTHBHOCTI H/JT
17. Kpurepii ouinku He3nexu H/J
18. CtaTucTHYHI MeToOH H/JT
19. HeMorpadiyHi roKasHUKH JOCNiIKYBaHOT nonynguii (ctarTh, six,[H/J

20. Pe3ynnTaTH eeKTHBHOCTI

Y uboMmy pocnifxenHi e)eKTHBHICTD He OLiHIOBANAcH.

JlocnimKeHHs in vitro mokasang, uo kadorerpasip iHribye HUpKOBI

rpatcrioptepy opraHiuHux aHiodis (OAT)1 Ta OAT3 ai suayensamu 1C50




0,81 MM Ta 0,41 MxM gianopiaso. AHaniz Ha ocHosi Mogeni PBPK ans
[IOAANBLIOT OLHKH KNiHiYHOro pusuky iHriGysanns OATI ta/abo OAT3,
orocepekOBaHOro kaborerpasipoM, OyB NpoBeACHHH 32 JIOMOMOrO0
nporpamHoro 3abesnederns Simeyp v17.1. CAB B 0CHOBHOMY
meTtabonizyerscs UGT1A] i mexwolo miporo UGTIA9. Taxum udHOM,
Mozens PBPK Takox 6yna BukopucTata ans noaansiuol ouinkd DDI 3
sinoeigHEMH KniniunumH igriditopamu UGT1AL ta UGTIAS. Mojens
PBPK kaGoterparipy 6yna pospobieHa Ha OCHOBI {ioro disuko-xXiMidHEX
BnacTUBOCTEH, BUMIpIOBaHB in vitro kiipency depmentis (UGTIAIL Ta
UGT1AD9) Ta BuMiptoBanux in vitro 3navens iuriypanns OATI/OATS, a
TaKQXK KIIHIYHKX ClIoCTepexeHb 3a nepebirom PK.

Moneni PBPK nexinekox cy6erpatis Ta iHriitopie OAT1/OAT3 Gynu
rnepesipeni Ha CHMYIATOPI SiMCYp IAX0M NOPIBHIAHHS 3 peajlbHUMH
kniniunmu DD, ony6nikosaHuMH y 3BiTax. 3MoneliboBani DDI
cyberparis OAT1/OAT3 (MeToTpekcart, TeHohoBip, UMIPOGIOKCaLHH,
uunodosip, LedypoKcHM, 03eabTamiBip kapGokcunat, GapuuKTHHIO Ta
S44121) Ta inribitopie (MpobeHeunn, AMkiodeHaK) nepeadayany
cnireigHomenHs AUC 3 rognicTio a0 5%-30% Big cnocrepexyBaHuX
cepenHix kniniunux DDI (Ta6nuus 1). ietansHuit CTATHCTHYHUE aHaNis
npencTaBaenii y 38iTi StatTrack_10549 V1, sxuii Haga€ Oinslu AeTalbHY
OUIHKY MOPIBHAHHIO PE3YJLTATIB MOJESIOBAHHSA 3i CNOCTEPEKYBAHUMK
3HaueHHAMHE, NPo AKi noBigoMAsETLCA Y 38iTl. Ha Uit ocnosi cumynsTop
Simcyp Ta nos's3ani 3 HuM daitnn OyJin keanidikoBaHi AK HAACKHHUM
YHHOM YYTAXBI AnA nporuo3yBaHHs knidivnux DDI, omocepeakosakux
inribysautsiy OAT1/OAT3.

Tabnuus 1  3MoAenLOBaHi Ta cnocTepeXyBaHi
chapmakokiHeTU4Hi napameTpn ans cyberpartis
OAT1/0OAT3 nicns cyMicHOro sacTocyBaHHsA 3
inridiropamu OAT1/OAT3 ans keanicikauii
nporpamHoro sabeaneveHHA Simcyp




Haproruka DDI Koedinienr AUC KoediuienT Cmax
{cyGeTpat - mopyIIBNE)
Cnocrepira-eTnen|  3monenno- Cnecrepi- 3moae-
BaHuii racTLen ILOBAHMI
S44121 - [Tpofienennal 2,2(1,9-2,7) 2,1{1,248) NR 1,2(1,1-13)
Uwnapodaokcauun - 1,7 1,6 (1,2-23) 1.2 1,2 (1,1 -13)
Hpobenenugl
Teuodosip - $441211 0,89 (0,56-1,1) 1,0 (1,0-1,1) NR 1,0 (1,0-1,1)
Bapuayruuit - 2.0(1.9,2.2) 1.8(1.3,2.87 | 1.0 (0.94, L.1)* | 1.1 (L0, 1.2%
[MpoSeneuna2
OzennTamisip 25(23,2.8) 2.2(1.5,3.0° | 1.9(1.7,2.0)' |1.8(1.4,23)*
kapfiokeaar -
MNpotenenun2
Luzodosip - 1,0 13(,1,1.,7) 11 1,1 (1,0, 1,1)
MpoGenenua2




Hapxorarxu DDI Koedinient AUC Koedinient Cmax
(ey@erpar -
HOPYIIHHE)
CnocTepiraerses | 3nonenbosannit Coocrepiractees | 3moacavos
anuit
Merorpekcar - 13 1,0 {1,0-1,0) 1,0 1,0 (1,0-1,0)
Jarnodenand
Ledyporcun - 1.4 1,8 (13-2,4) 1,1 1,1 (1,0 -
IIpoGenenna3d ) 1,2)
Anedogip - 18 1,7 (1,3-2.0) NR 1,5(1,2-1,7}
IIpoGenenna3d
[lepion nanisposnagy | Ilnaimornii knipeac Cz
Cepenne Cepeane Cepeaniit kochiuicnt3
cniBsianomenns CcNiBBiAHO e RHA
Cnocrepira| lpornozye |Cnocrepira| Mpornezye |Cnocrepira|llporiodyer
€THLCA TbCA €THLCR TheR €TheRt bCA
MeroTpexcar - 1,5 13 0,64 0,64 4.4 33
[IpoGereunn ]

1. Cepenne 3uadennd ( Min-makc), 2. Cepenne reorpadiune shavents (5-A-95-i npouentunn), 3.
Cepeane 3nauenna (5-95-# npouentins); 4. Cepeane reometpruse 3uauenss (90% CI); 5.
BifHOWEHHS KOHUEHTPALLT B CHPOBATUI KPOBI ALY CROCTEpEsKY 6aHOTO TA BUIHOLWEHHA KOHUEHTpauli B
mnaami ans nporrosoeanore; NR He nosizomnaersca

Mopens CAB PBPK Oyna nepepipeHa LWisXoM NOpiBHAHHS 3 HAABHUMH
KAIHIMVHAMYA JOCITi JUOKEHHAMH NICNS 0AHOPaz0BOro Ta 6araTopasoBoro
BeefeHHn 30 mr kaboterpasipy 3a0poBHM AobposossiaM. Mozens PBPK
kaboTerpasipy TouHo nepeabauuna napamerpu PK kaborerpasipy (B
MesKax NpUEHATHUX KpHTepiie OioekeiBanentHocTi (0,80-1,25) sk ana
nocnifmxeHs ONHOPa30BHX, TaK i Daratopazosux no3) (Tabnuug 2 i
Tabmuia 3). [Tapamerpu CAB PK ¥ nauieHTiB 3 TSHKKOI0 HHPKOBOIO




HeJoCTaTHICTIO (BOYHOBaHi B Simcyp) Takox Oy 3MOAENEOBaHi
MopiBHAHI 31 CIOCTEPEIKYBAHKUMY KTiHIYHHMH AAHHMHE (Tabnuwus 2,
nocitimxenns 201480). Taxox Gyno 3MoLens0BaHO CTYMiHb B32EMOXIT
npenapary 3 ingykropom UGT1A] pudamninom (tabn. 4). Mogens PBPK
Oylla JOAaTKOBO NepeBipeHa MSXoM MOoAenoBanHs napametpis CAB PK
[y NALi€HTIB 3 TSOKKOX HUPKOBOK HEIOCTATHICTIO T4 HEAOCTATHIM
merabonizmom UGT1Al (tabdn. 5). Bei smogenbosani 3HaueHus Gyiu B
MEkaX KpHTepiiB NpufHATHOCTI 80%-125%. Binbim neTanbHa oljtka
npeacrasiena y 3siTi StatTrack 10549 V1.

Tabnuus 2 3mogienboBaHi Ta CnocTepexyBaHi thapmakokiHeTHyHi
napameTpH nepopansHoro kaGoterpasipy nicna npuitomy
OfHOPA30BOI 003K

AUC (0-ing) u. | Crmax (Mrr/mn) CL (nfron) T-nonosunalh) Vd/F{nixr)
Mocinanna MKr/MT Cepenne Cepeance Ceomerpnune Cepenne
Ha CeomeTpirune TEOMETPHYHE reOMETPILYHE cepeanc, reoMeTpHune
nociimsennn| cepexne (5-95-f | Inauenna(5-95-it [ 3naqernn (5-95-i1 | seravermn(5-95-it | mavennn (5-95-it
NPOLeHTINL) NpOUSHTHL) FIfHOLEHTHAE) NpoHeNTHAL) OOLEHTHAL)
Cnocve- | Inone- |Cnocre- | 3maae- [Cnocere-| 3none- |Caocre-| 3vone- [Chocre Oporss-
piracre-| AwoBa- |piracre-| nnoea- |piracte-| nnosa- |piracrs-| roosa- |piracre- P "::n
ca Huii [+ HHit c| HHIT o nuii 5] yers
LAITII7010
30Mr POSD (2412‘ 114 (333 32 (g'f;_ (g'ig 3 | 3| (g'g_
R al vy i} - Al . L 4
nu;[f::::::ui 167) (G638 Lor @S| Ghot G | @san | aoes 0.13)
201479
30mrPOSD| 127 [132(68:[3.6 29, 3.2 2t (g‘i‘; (g'ﬁ‘; yi |wan| oo (g'ﬁ
i 95170 276 4,2 by o Y 72 i iy
ot | 5170 T | 49| 4| O | Gy |5 | 014
201480 30 5
PO SD (::2 122(60,| 34 3204 (g"‘;; (g'ﬁ_ 41 36 | o1s (g'ﬁ
mg:g:z::lbui 170) 247) [(3,0,38) 4.3) 0.26) 0,50) 37.45) | (21,70) 0.14)
201480
30 PO SD
M |143 (115,| 115 (5. [ 3.3 2,7, 3.0 @2 ] 031 | 028 |39 00 | 360, | 004 | 03
tameeo | 177) | 255) | 42} | 40 | @i | @& T T | @12 (02,
HHPKOBSID 0,26) 0,55) 0,16y | 0,19
HegoCTaTICTIY




Tabnuus 3 3mofenboBaHi Ta cnocTepexyBaHi GrapMaKoKiHeTUYHI
napameTpu nepopansHoro 3acTocyeaHHs kaborterpasipy nicns

ﬁara'ropaaosux o3
Hocaigkennsn AUC(0-T) (roa*mir/va | Cmax (Mer/mi) CL (JI/roa)
Cepenne Intoxe-
reomMeTpaYHe Cnocrepira-| 3moneneso- | Cnocve- ALOBA- Cnocte- | 3monenno-
3navenns (5-95-ii €TLCH Banii  [piracrsca w piracrees BaHmii
APOUERTHIB) ithi
205712 Cab 30
mr QDE?;::’“"‘"' 104 10954, | 64 62 0,2 028
PK 3 14-ro sun y (87, 124) 230) (5,5, 74) (3,7, 11,00{ (8,24; 0,34) | (0,13, 0,55)
INGPOBHX JOPOCARX
LAIL17011 Ka6 30
mr QD [MoeTopua 133 (121; 12059, | 7,.8(7%.1, | 7,0 (4,2, NR 0,250,113
nesa MK 3 [l-ro axs 148) 261) 3.6) 12,8) 0.50)
¥ 3DOPOBHX SKIHOK

NR— He nosizomnanock,

1. cepeanc reomeTpiune 3Hadenna{95%C!)

Tabnuusi 4 3monenboBaHmi Ta cnocTepexysanuit DDI nicns cymicHoro
3acTocyBaHHA nepopansHoro KAE 3 pudpamnitiom




Mepment DDI Koediuicwr AUCO-| Koediuient Cmax | Koedinienr CL
{cyberpar - inf
BHHYBATEUL)
Jikysanusn Cnocre- 3yoxenno-| Cnecrepi-| 3soze- |Cnocte-Broaenso-
Mopisusnun: CAR +|piracre-| saunii | raereca' | nosa- [piracre-| eamnuit
suxankaue UGT en? i ca!
npotit CAB
Ligyreniiinmii 0,41 |0.52(0.21 0,94 0.93 24 2.3(1.5-
kaGoTerpasip - 0.66)2 (0.83 - 4.6)
UGTIAI - 0.97)
Pudamnin

1 CepegHe reOMETPUMHE BiIHOWEHHS /U CIOCTEPEXY BAHHX

2 Cepe/iHE reOMETPHYHE CITiBRIAHOWEHHES (MIHIMANLHE T MAKCHMANbHE
NPOrHO30BAHE CIBBINHOWMEHH) MICAA BRNIOHEHHA 4 DI3HIX 3HAYEHb iHIy KUl
UGTI1A] in vitro anst pudpammniny 3 2 nitepaTypHHX 10CHIIKEHb

Tabnuuys 5 3MogenboBaHuiA Ta CNOCTEPEKYBAHUI BIUTME aKTUBHOCTI
UGT 1A1 Ha 6Gasosi napametpu PK CAB

Jochinzennn Cepenxne 3HaMeHHA Cepenue

AUC ciigpignowenus

Cmax
3¢ MrPOSD Cnocre- | 3moae- | Cnocre- | 3mone-
piraeth- [ abosa- | piracre- [avopa-uuii?
cn' nwuii? en'

3eiT GSK 2016N297524_00 ana
CNOCTepPeAYBARIX JRAHHX Y
nonimopdriit nonyanuii UGT1AL a
[rakoa nporHo3H 3 BHKOPH CTARHAM 1,41 141 1.27 1,03
Simcyp® y noranux 260 nopmMaaLEHX
meraboaizaTtopis UGTIAL ana
JJMOIIEJ'IBOBZIIHX AANHX.




|. Bimomermn AUC afo Cmiax y nomynauinx 3 reHoTHnoM Hu3ekol aktveseeTi UGT1AL oo resorvmy
sopmaneuol aktuesocTi UGT1AL

2, Cnissinnomerms AUC a6o Cmax y nonynauii 3m0posux noGposonsuie Simeyp, monudixoeanmx titem po
rezoctatreoro metaboniamy UGT1A1, no nomynsuil Simeyp 6e3 HenocTatHE0ro MeTabonismy
UGTTAL

Onocepeaxopani inri6ysanusyM OATI/OATS edextu KADB na pruims
cyMiCHHX cyOCTpaTie (METOTpeKcaT, TeHO(OBIP, LHNPO(IIOKCALHMH,
inodoBip, nedypoKkcHM, 03eNsTaMiBip kapbokcHnat, bapHUMTHHIO Ta
S44121) MoaemoBaiy Npyd MAKCUMAIbLHEX [IIA3MOBHX KOHIEHTpALifX
kaboTerpasipy nicns Garatopazopux nepopansHux 103 30 mr QD. e
[mossonumo ouinuTH norennian inridysanms OAT1/OAT3 kaboterparipoM
pu MakcuManbHii kaiHiuHil ekcno3uuii. Mogemosanns PBPK DDI
nepenbaynno cepente 36inmpimerHs cucreMHol excnosuuil (AUC ta Cmax)
s mocnimkyeaHux cyberparie OAT1/OAT3 menwe Hix HA 25%
(cepenniii nianazon Bix 1,04 no 1,18 nas AUC Ta cepenniii aianazoH Bif
1,01 zo 1,05 nns Cmax) micns cyMiCHOro 3aCTOCYBAHHSA 3 nepopaibHHM
Kaborerpasipom (Pucyuok 1, Tabnuus 6). Honibunl konuenTpauii
kaboTerpasipy michisa NepopabHOrO 33CTOCYBAHHS Ta 3aCTOCYBaHHA LA
MpPUITYCKAKOTh, (10 [ PE3YTBTATH TAKOK CTOCYIOThCS kaboTerpasipy LA
(LAI116482). Takum 4HHOM, CTALlIOHAPHI KOHIIEHTPALI] NOBTOPHUX
mepopaibHUX 103 KaboTerpasipy BBAXKAAUCA KITIHIUHO 3HAUYLUMMH A
ouitiky DDI mpu ouikyBaHHX cHcTeMHUX KoHueHTpauisax CAB nia vac
mpuiioMy LA, a Takox nix yac «xpoctan PK micns siaminu LA.
Bianoginuuii ananis yyTiauBocTi Tako OyB nNpoeeaenuit 3 cybeTpatom
BY3bKOI0 TepanesTHYHOro iHaekcy (OAT3) meToTpekcaTom.
[TpOrHO3YEThCS cepefHe 301NBLUIEHHS EKCTIO3HLIT MeToTpeKcaTy Ha <25%
110 4-kpaTHoTO 30imbIeHHs 3HaueHHss CAB OAT3 Ki nopieHsHO 3
(hbaKTHYHO BUMIDAHUM IHAYESHHAM (pUC. 2). AHAJOTIUHO, NPOrHO3YETHCA
cepefHe 36iNbLIEHHS eKeno3dUil MeToTpeKeaty Ha <25% Ao 3-KpaTHoro
36inbieHHa nosu/ercriozulii CAB nopisHgHO 3 TOTOYHON LLILOBOK
KJHIYHOW 1030M0/ekeno3uliicto (puc. 3). Sk nokazaHo B
excrepiMeHTaIbHOMY BH3Ha4enHi, CAB Mae Ayxe BUCOKE 3B'A3YBaHHA 3
Oinkamu nnasmi, a fu ctanosuts ~0,006 abo menwe. [Nonaneiuit aHani3
UyTAUBOCTI nTependaduB <15% 361AbIIeHHS EKCIO03HLUIT METOTpEKCaTy 3




10-xpaTHuM 36inb1UeHHAM 3HauYeHE fi B cCHMYNALIT (Puc. 4).

PucyHok 1 MNporxosu ana cnieeinrowents AUC Ta Cmax cyGcTpartie
OAT1/0OAT3 npn ogHOYACHOMY 3aCTOCYBaHHI 3
nepopansHoK NOBTOPHOW A03010 CAB 30 Mr
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Tabnuus 6 Mporxozu Simcyp - nporHo3n npurdiveHka OAT1 Tafabo

OAT3 y crabinbHoMy cTaui nicnsi NoBTOpHOro npuiomy 30
M NepopanbLHe oAU pas Ha Aoby npoTsarom 14 gHiB Ta
CYMICHOTO NPKAOMY 3 pa30BUMM NO3aMK CReLUidHUX
cyGerparie OAT1/0AT3 Ha 10-it etk




Cy6cTpaTHHi CepeaHe (CepeaHe reoMeTpuiHe
npemnapart reoMeTpHiHe eitnomenna Cmax (95-i
(TpaHcmopTep) piznomwenns AUC  |mepuenTuib)
(95-ii mepueHTHIIL)

Ilporuosyerses IIporuosyeThed
S44121
(OAT1 Ta OAT3) 1,18(1,07-1,34) 1,05 (1,02-1,10)
MetoTpekcar (OAT3)| 1,11 (1,04-1,23) 1,01 (1,00-1,03)
Iunpodanoxcanun .
L(OATS) 1,11 (1,06-1,17) 1,04 (1,02-1,05)
Tenodosip (OATI) 1,04 (1,01-1,07) 1,01 (1,00-1,02)
bapunutunio (OAT1) | 1.08-(1.04-1.16) 1,02 (1,00-1,04)
(OzenpTamigip
kapGokcniat (OAT3) 1,14 (1,07-1,23) 1,12 (1,07-1,20)
lupodorip (OAT3I) 1,05 (1,02-1,10) 1,01 (1,00-1,03)
Hedrypokenm (OATI) 1,09 (1,04; 1,17) 1,02 (1,01, 1,04)
Aaedosip (OATI1) 1,07 (1,03-1,14) 1,05 (1,03-1,10)
PucyHox 2 Anania yyTnveocTi gna nporHosyeaHisa DDI ang

metoTpekcaty AUCR t1a CAB OAT3 Ki




CnieeigHoweHHA AUC metoTtpeKcaty 3 noeTopHow aosorw CAB PO 30 mr
1.600 ;

1.500

1.400 A

1,200 o

1.200

e

Koediuient AUC (Sub)

1.100 -

1.000 4— . —- . : -
0.000 0.050 0.100 0.150 0.200 0.250

—+—  SLC22A8 (OAT3) Ki Hupku {Inh 1) {inh 1)

PucyHok 3 Anania yyTnueocTi AnA nporHoaysaxHA DDI ans AUCR
) MeToTpeKcary Ta f103u CAB
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Mexanism wipeHcy CAB uepes merabonizm UGTIAL Ta UGT1A9 bys
BicnoueHuil B Monen CAB PBPK. Fm naa nevinkosux UGTIAI Ta
UGT1A9 ctaHoBuna 59% ra 35% BiANOBIAHO, 110 Y3rQAXKYBANOCA 3
eKCTpanonauicto in vitro (Puc. 5).

PucyHok 5 MogentosanHs CAB fm ans UGT1A1 ta UGT1A9




Megiana % fm i fe no BigHOWEHHIKO A0 cMCTeMHOr0 KnipeHcy nican 30 mr
MepopansHa go3a CAB y 330p0OBHX AOPOCIMX

B UeT1A1 Nevinka
8 JGT1A1 Hupka

Monens CAB PBPK Takox Oyna BUKOpUCTAHA JJIS TPOrHo3yBaHua DDI
mix inridiTopamu UGT1AL Ta UGT1A9, TakuMy sk aTazaHagip Ta
MedenaMinoBa kKHeloTa. MonensoBani criBBinHomerus AUC ta Cmax y
nocaiaxennsx DDI mix cy6etpatom UGT1 AL panTerpasipom Ta
inriGitopom UGTI1A1 arasanasipom; cyberpatom UGTIAL
panTerpasipom Tz ingyxkropom UGT1A] pudamninoM; cybcrpaTom
UGT1AS panaraidnosunom ta inribitopom UGT1A9 medenamizosow
KucoToK Oyinu B Mexax 30 % Bl CHOCTEPeKYBAHMX KIIHIYHMX JaHHX.
BepudikoraHa mogens CAB PBPK Oyna 3acTocopaHa ins nporHO3yBaHHs
crynenst DDI npu 3acrocyBauni inriditopie UGT1A1 abo UGTIAS.
[IporuozoBaHe cepefiHE CUCTEMHeE 30inbileHAs excrno3ulii CAB
cTanosuno ao 11% opu opHovacHOMY 3aCTOCYBaHHI 3 iHriGiTOpaMi
[UGT1AT1 abo UGT1A9, Taxumu sik atasaHasip abo medeHaminosa.
kucnoTa sianoeigno. Ekcnosuuigs NOAEL y 39-TH:KHEBOMY AOCTIIKEHH]




rokcnuHoceTi Ha Mapnax At AUC0-24 ta Cmax cTaHoBHAA cepeHe
sHauenHs 547 Mxr/roa/mMa ta 34,6 Mxr/Mn BignosigHo. Ha ocHoBi
penpesentTarusioro stadents AUC 140 mxr. roa/mi ta spadedns Cmax
7,8 MKI/MI, OTPHMAHOrO B KJTHILI MiCKS TepopansHoro npuiomy 30 mMr
CAB, cniocrepiractecs nepesuiienns y 3,9 paza ta 4,4 pasa s AUC ta
Cmax silnosiHo nopisusHo 3 ekcrnosulicro NOAEL. TakuM 9uHOM,
30iUbwenHg Ha 2% ~ 41% AUC abo Cmax (rabuumug 5, rabiuud 7) y
nomyysii UGT1A]1 3 moranum Metabonizmom abo npu moaemosanfi DDI
BBRKACTECH TAKUM, [0 3HAXOAUTECA B Mexax Hesrteunoro gianazony
CKCIIO3HINT, BUXOAAYH 3 NOBLOOMIICHEX Mex Bezneurocti i CAB.
Monemoanns 3 henoSapOiTanoM CBigYUTL IIpo T¢, M0 Oy Ib-TKe
sHikeHHs excrosuiii 1o CAB 6yne Menmum 3a 30% (Tabmuus 7). Haui
kniniuoro gocyimkenna DDI 3i cnabkum inaykropom UGT1AI
pUdadyTHHOM MOKa3anu cepefHe 3HIkeHHs excnozuuii CAB ua ~21%.

Tabnuvya 7 MogentosanHs DDI nicrist 0THOYACHOrO 3aCTOCYBaHHA
OAHOPa3aRol fo3u nepepansHoro 30 mr CAB 3
arazaHasipom (iuriGitopom UGT1A1) abo MedheHaMiHOBO
kucnotor (inridiropom UGT1A9)




CyGerpaT-inridiTop Crippimnowensns | Cniseinnomennn CAB
Mepment DDI CAB AUC Cmax
Cepeane Cepeaue reomeTpHHE
reoMeTpHHHE 3HaueHHsn (5-it - 95-i
suaveHns {5-i - 95-i NpoLeHTHIB)
NPOUEHTHIDb)
IIporHo3yerbes IIpornosyerbesa
[CaGoTerpasip -
ATazanasip 1,11 (1,04; 1,20) 1,02 (1,01, 1,04)
Iurioypanns UGTIAL
KaGoTerpasip -
megeraMi 1,10(1,04, 1,18) 1,02 (1,015 1,03)
KHCNOTA
Inrifypanus UGTIA9
KaGoTerpasip -
cperobapbiTan 0,71 (0,46,0, 93) 0,97 (0,92; 0,99)
Iuayruis UGTIAL

21. PesynbtaT Oe3nexy

Besneka e OliHIOBANACS B ULOMY JOCHTI IKeHH

22. BUCHOBOK (3aKIHOUEHHS)

3a nomomoroto miardopmu Simcyp G0 YCmilHo po3pobieHo MoAEb
PBPK /1% IpOrHo3yBaHHs KIiHIUHOT excrio3ulll, a Takox DDI xepren
60 sunyeatus ans CAB. TIporHososana BIACYTHICTb B3aEMOLIT 38
nonomorow nepesiperux cumynsuiil mogeni CAB PBPK NiATPUMYE
CymiCHe 3aCTOCY BaHHs 3 CybCTpaTamy OATI1/OAT3 Be3 KopHryBaHHa
n03H. AHANOri4HO, POrHO30BaHA giacyTHicTb B3aemoaii Mix CAB Ta
inriGitopamu UGT1A1 abo UGT1A9S nigrpumye CYMICHE 3aCTOCYBAHHA 3
inriGitopamu UGT1A1 abo UGT1AY, TakuMH AK aTasanaeip abo
MedenaMiHoBa KHCIIOTA, 6€3 KOAHUX KOPUrYBaHb 03, Nani kiiHiuHuUX
nocaimxets DD (pudamnin, pudabyTuH) Ta MORENOBAHHSA PBPK
(henoGapbiran) nokasaju, WO BNAKB inaykropis UGT ua excnosuuiio 10
CAB 6yB mponopuiiHuM 10 TXHBOT iHAYKIIHHOT CHITH in vitro. L1i nawi
BiuaTE PO TE, WO ANA CNaGKUX Ta NOMIPHHX iHAYKTOPIB BUKIIOUEHHS
CyMiCHOTO JiKYBaHHS MOKE HE 3HALOGHTHCS.
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