Clinical Trial Report - 23
Study ID-LAI117009

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, 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'yves 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 Study to Evaluate the Effect of GSK1265744 150mg Administered Orally Every
12h x 3 Doses on Cardiac Conduction as Assessed by 12-lead Electrocardiogram
Compared to Placebo and a Single Oral Dose of Moxifloxacin

Study LAI117009
6. Phase of clinical trial Phase 1
7. Period of clinical trial from [21January2014] - [10June2014]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects planned: 42
actual: 36
10. Main purpose and secondary objectives of CT Primary

e To demonstrate a lack of effect of repeat oral doses of GSK1265744 (150 mg)

(supratherapeutic dose) as determined by the baseline-adjusted, maximum




time-matched QTcF effect as compared to placebo

Secondary

o To estimate the effect of repeat doses GSK 1265744 (150 mg) on QTcB, QTCi,
QT interval and heart rate (HR) as compared to placebo.

e To estimate the effect of single dose moxifloxacin (400 mg) on QTcF, QTcB,
QTecti, QT interval, and heart rate (HR) compared to placebo.

e To describe the pharmacokinetics of GSK1265744.
» To describe the single dose pharmacokinetics of moxifloxacin (if needed).

e To evaluate the safety and tolerability of GSK 1265744 following repeat1 50 mg
doses.

e To characterize any PK/PD relationship between exposure of GSK 1265744 and
changes in QTcF, QT¢B and QTci.

11. Clinical trial design

This was a randomized partial-blind, repeat dose, three-period, balanced crossover
study to assess the cardiac conduction effect of a supratherapeutic dose of
GSK1265744 compared to placebo in eligible healthy male and female subjects.
Moxifloxacin served as a positive control.

Screepine | N Periods 1-3 ¥ollow-up

Atleast 30 |42 | Period | Wash-out | Period 2 | Wash-out | Period 10-14
Days 1 At least At least 3 days post
21days 21 days final dose

Subjects underwent a screening visit within 30 days of the first dose of study drug,
three treatment periods, and a follow-up period. Subjects were admitted to the clinical
unit on Day -2 of each dosing period and remained in the unit until the completion of
the 24-hour assessments on Day 3. On Day -1, subjects underwent continuous Holter
monitoring for approximately 24 hours. On the morning of Day 1, subjects randomized

to either GSK.1265744 or GSK 1265744 placebo began the first of 3 doses of 150 mg




GSK.1265744 or placebo every (q) 12 hours. On Day 2, all subjects began continuous
holter monitoring approximately 2 hours prior to the 3™ dose of GSK 1265744,

GSK 1265744 placebo or the 400 mg dose of Moxifloxacin. Twelve-lead
electrocardiograms (ECGs), continuous Holter monitoring, clinical laboratory safety
tests, vital sign measurements, physical examinations, adverse event reports, and
pharmacokinetic samples were collected throughout the study.

Subjects received each of the 3 treatments in a randomized fashion, with a washout
period of at least 21 days between doses. Subjects and the investigator were blinded to
the GSK1265744/placebo treatments. Moxifloxacin was administered open label.

Cardiac conduction was measured for all subjects using a 24-hour continuous 12-lead
Mortara H12 plus, 1000 Hz Holter monitor on Day -1 and again beginning 2 hours
prior to dosing on the morning of Day 2 until 30 minutes after the last collection time
point on the morning of Day 3 of each dosing period.

A follow-up visit was conducted 10-14 days after administration of the last dose of
study medication in treatment period 3.

12. Main inclusion criteria

Healthy males and females of nonchildbearing potential aged between 18 to 55 years
with body weight 250 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.

13. Investigational medicinal product, mode of administration and

strength

GSK1265744B Tablet:

Tablet strength: 30 mg / 5 tablets for 150 mg dose; administered orally GSK 1265744
150 mg q12 h for 3 doses, batch no. 122369164/132378694

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

GSK1265744 Placebo:

Tablet strength: NA; administered orally placebo to match GSK 1265744 q 12 h for 3
doses; batch no. 122367171/132378695

Moxifloxacin:

Tablet strength 400 mg 1 tablet for a 400 mg dose; administered orally as a single dose

on Day 2; Lot Number AH0029V




15. Concomitant therapy Permitted medications: Acetaminophen, at doses of <2 grams/day was permitted.
Other concomitant medications were 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.
Primary:

» Change from baseline in QTcF for GSK1265744.

Secondary:
o Change from baseline in QTcB, QTci, QT, QRS, PR, and HR for
GSK1265744.
o Change from baseline in QTcF, QTcB, QTeci, QT, QRS, PR, and HR for
placebo.
o Change from baseline in QTcF, QTcB, QTci, QT, QRS, PR, and HR for
moxifloxacin

e AUC(0-1), AUC(0-0), Cmazx, tmax, CL/F, Vdz/F, and t1/2 from plasma
concentrations of GSK1265744 and moxifloxacin (if needed).

¢ Change from baseline in QTcF, QTcB, and QTci for GSK1265744, difference
between GSK.1265744 and placebo in QTcF, QTcB, and QTci change from
baseline. AUC(0-24), AUC(0-t), AUC(0-w), and Cmax, from plasma
concentrations of GSK1265744.

17. Criteria for evaluation safety Safety and tolerability of GSK 1265744 as assessed by 12-lead ECGs, vital signs,
adverse events, and clinical laboratory tests.

18. Statistical methods All the statistical analyses were done as per protocol and reporting and analysts plan,

The primary statistical framework was to demonstrate a lack of effect of GSK 1265744
administration on the QTc interval as compared to placebo.




Final analyses performed were as following:

Pharmacokinetic Analyses: Plasma GSK 1265744 concentration-time data were
analyzed by non-compartmental methods with WinNonlin 5.2 or higher. From the
plasma concentration-time data, the following pharmacokinetic parameters were
determined, as data permited: Area under the concentration-time curve from time zero
(pre-dose) to 24 hours post dose (AUC[0-24]) after Dose 3, AUC(12-36h), maximum
observed concentration (Cmax), time of occurrence of Cmax (tmax), apparent
clearance following oral dosing (CL/F), and apparent volume of distribution at steady
state after oral administration (Vdz/F).

Pharmacodynamic Analyses: The primary endpoint, change from baseline in QTcF
was analyzed for the comparisons between placebo and GSK1265744 by a repeated
measures analysis of covariance (ANCOVA) model, fitting subject as a random effect,
and period, time, treatment, and time-by-treatment interaction as fixed effect terms.

Pharmacokinetic/Pharmacodynamic Analyses: To explore the concentration/QTc
relationship, individual QTcF, individual QTcF change from baseline (AQTcF), and
individual time-matched GSK 1265744 treatment groups -placebo QTcF in change
from baseline difference (AAQTcF) were plotted against concentration at each time
point. Linear correlations of plasma GSK 126744 concentration and the QTcF variables
were plotted with a fitted regression line superimposed.

The relationship between QTe interval and plasma GSK1265744 concentration were
investigated using a linear mixed-effects modeling approach.




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

Demography GSK1265744° | GSK1265744" | Moxifloxacin® Overall
150mg Placebo 400mg N=42
. N=40 N=39 N=36
Age in Years [Mean {SD}] 346(11.23) | 336(11.53) [ 34.0(11.37) | 339(14.37)
Sex [n (%))
Female 9(23) 8 {21) 8(22) 9 (21)
Male 31{78) 31 (79) 28 (78) (7Y
BMI (kg/m2) [Mean (SD)] 2658 (3237) | 26.40(3.181) | 26.50(3.272) 26.04
(3.177)
Height (cm) [Mean (SD)] 17251 17263 17264 172.49
{7.938) (7.839) {8.154) (7.754)
Weight (kg) [Mean (SD}] 7910 7869 79.00 78.96
(11.119) {10.809) (11.221) {10.8932)
Ethnicity [n (%)}
Hispanic or Lafino 3(8) 3 (8) 3(8) 3{7)
Mot Hispanic or Latino 37 (83 36 (92) 33 (82) 39 (93)
Race [n {%)]
Black/Aincan Hentage 16 (40) 16 (41) 15 (42) 17 {40)
American Indian or Alaskan 2{5) 2 (5) 2(8) 2{8)
Native
Native Hawzaiian or Other 0 1(3) 0 1(2)
Pacific [stander
White 22 (55) 2051 19 (93) 22 (52

a&. Three dozes of GSK1265744 150mg (5X30my tablets) q 12 howrs;
k. Three Doses of G8K1285744 placebo {5 {ablets) g 12 howrs;

¢ Asingle dose of moxifloxacia 400mg {one 400mag tzblet)

20. PK/PD results

Pharmacokinetics (PK):

The results of plasma GSK1265744 PK parameters are presented in the table below




Summary of Plasma GSK1265744 Piiarmacokinetic Parameters (PK Summary

Population)®
Treatment Sex | n Cmaxa AUC(0-12a | AUC{0-24)a tmaxt
(pgml) | (ughiml) | (ughimi) (h)
GSK1265744¢ F 9 251 24 409 20
150 mg 22) (22) 22) (10-40)
[21.2,29.6] | [188,277] | [345,484] T
[ 3 219 213 360 20
(19) (15) (15) (10-40)
[204,234] | [202,225] | [359,407] T
Cuerall | 40 225 217 386 20
(20) (17) (17) (1.0-40
[21.1,24.0] | [206,229] | [366,408] T

a. geomettic mean (CWb%) [20%CH)

b. medeen (range)

C. Three doses of GSK1265744 150 mg (5 % 30 mg tablete) q 12 hours

Pharmacodynamic Results:

The primary endpoint for the effect of GSK1265744 and moxifloxacin on cardiac
repolarization was evaluated with the time-matched change from Baseline in QTcF
compared to placebo (AAQTcF). The change from the AAQTcF by time-point from
Mixed Effect model and 90% Confidence Interval (CI)s are summarized in table below




Results of Repeated Measures Statistical Analysis of QT ¢F (msec)

Time Point GSK1265744 150 mg q12hr Moxifloxacin 400 mg
(hours) Change from 90% CI Change from 80% Gl
Baseline Baseline
{GSK1265744 - (Moxifloxacin ~

Placebo)a® Placebo)sb

Mean (SE) Mean [SE)
0.5 0.70 {1.999) -2.62,4.02 540 {2.051) 2.00,8.81
1 -0.37 [1.742) -3.26,2.53 8.75 (1.78N 5.78,11.71
2 0.44 {1.8331) -2.61,3.48 11.67 {1.878) 8.55,14.79
3 -0.62 (1.690) 343,219 1048 (1.734) 7.60,13.37
4 -0.37 (1.526) 291,217 11.81 [1.565) 9.20,14.42
6.5 0.50 {1.633) 221,322 10.08 (1.679) 7.28,12.86
8 2.62 (1.589) 0.02,5.26 13.03 {1.630) 10.32,15.74
12 -0.34 (1.659) 3.10,2.42 7.79 (1.690) 4.98,10.60
24 1.13 (2.047} 2.27,4.53 6.53 (2.100) 3.04, 10.02

Note: Lack of effect is demonstrated if the upper limit of 865 C1 (35th percenttle) for active (GSK 1265
time point is completely containad within 10 msec.
Note: 3 subjects are excluded from analysis dus to missing baseline values.

Treatments:

a. 44=Three doses of GSK 1265744 150my (5%30mg tablets) q 12 hours;
b. PBO= Three Doses of GSK1265744 placeho (5 tablets) q 12 hours;
& M= A single dose of moxifloxacin 400mg (one 400y tablet)

The treatment difference from placebo for QTcF change from baseline is presented in
figure below.

44) - placebo at each

Plot of Least Squares Mean of Treatment Difference from Placebo for QT c¢F

Change from Baseline (90% CIs)
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O 744-PBO resemnemimenen S Moxi - PBO

Treatments

a. 744=Three doses of GSK1265744 150 mg (5%30 mg tablets) q 12 hours;
b. PBO=Three Doses of GSK1265744 placebo (5 tablets) q 12 hours;

¢.  Moxi= A single dose of moxifloxacin 400 mg (one 400 mg tablel)

For the primary endpoint, QTcF, all time-matched values, and their corresponding
upper bounds of the 90% CI were below 10 msec for GSK1265744. The maximum
observed time-matched change from Baseline for GSK1265744 150 mg was at 8 h
(2.62 msec, 90% CI: -0.02, 5.26 msec). The maximum observed time-matched change
from Baseline for moxifloxacin was at 8 h (13.03 msec, 90% CI: 10.32, 15.74 msec).
Since the study had adequate sensitivity to detect a positive QT effect with
moxifloxacin, it is concluded that this study was valid. In contrast, there was no
significant effect on cardiac repolarization for GSK1265744.

Mean values for the change from Baseline in QTcF values assessed as secondary
endpoints were consistently highest in the moxifloxacin treatment group. Results for
the secondary endpoints QTcB and QTc interval based on an individual correction
(QTeci) were consistent with the primary endpoint results for these secondary endpoints
in that all time-matched values and their corresponding upper bounds of the 90% CI
were below the upper bound of 10 msec. GSK 1265744 and moxifloxacin had no effect




on heart rate.

accounted for the effect of RR.

Plot of Individual Subject Predose QTcF vs. Predose RR

QTcF was considered the valid primary endpoint as Fridericia’s correction adequately

50D

QTCF (msec)

R-Square = 0.0001
P-value = 0.5436

PK/PD

RR {mszec)

Regreszion Equation: QTcF<356.712-0.001643"RR

T
1200 1300 1400

Parameter Estimates of the Relationship between Double-Delta QTcF and time-
matched GSK1265744 Concentration Over 24 Hours

N.ode] Parameter Estimate (msec) 95% CI {msec)
ddQTcF=INT+Slope*CONC Mean Infercept 1.3822 -3.328, 6.082
Mzan Slope <0.004005 0.000. 0.000

As 95% CI of parameter estimates contain zero, it can be concluded from this study
that there was no relationship between GSK 1265744 plasma concentration and




AAQTCF. As GSK1265744 did not have an effect on AAQTCcF at exposures ~3 fold
above that of the likely clinical dose, study results suggest that GSK.1265744 will not
have effect on AAQTcF at concentrations of 7.49 ug/mL, the expected Cmax in a
clinical setting of GSK 1264744 30 mg once daily.

21. Safety results

Summary of Frequent Adverse Events

GSK1265744* | GSK1265744° | Moxifloxacin®
Most Frequent Adverse Events 1,30:::)9 pﬁ:;go 4:23169
n (%) n (%) n (%)

Any AE 13 {33) 16 (41) 12 (33)
Any AE related to Tnvestigational product 1(3) 3(8) 6 (17}
Most Common AEs:
(== 5% in any freatment group):
Dermatifis contact 6 (15) 9(23) 2(6)
Headache 13} 2 (5) 2{6)
Nausea 0 0 2(6)

observed.

a. Three doses of GSK1265744 160mp (5X30my tsklets) q 12 howrs;
b. Thres Doges of GEK1265744 placebo (5 BEets) q 12 hows;
¢ Asingle dose of moxifioxacin 400mg {one 400mg fabled)

There were no deaths, no serious AEs, and no significant AEs during the study. All
adverse events were mild except for two grade 2 events. One subject had a ruptured
Achilles tendon and another subject had an elevation of creatine phosphokinase neither
of which was considered to be related fo study medication. No clinically significant
trends in clinical laboratory values, vital signs, or Electrocardiogram (ECG)s were

22. Conclusion (summary)

150 mg q 12 hours x 3 doses.

daily at steady-state.

» GSKI1265744 was generally well tolerated. No deaths or SAEs were reported and
all AEs were mild or moderate in severity.

® (SK1265744 had no effect on cardiac repolarization at a supratherapeutic dose of

e  The maximum concentration of GSK 1265744 achieved in this study was
approximately 3-fold higher than that of the standard clinical dose of 30 mg once




¢  The study was sensitive enough to detect the effect of moxifloxacin, the positive
control, on QTcF confirming the validity of the results.

Applicant (registration certificate holder) CQ,-V— C_f\/\,\\

(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 }



3Bir npo KainiuHe BHNPOOYBAHHH - 23
punpobveanns ID-LATI117009

1. Hassa nikapeekoro 3acoGy (33 HAsABHOCTI - HOMep peectpaniifHoro
OCBIUEeHH)

ATTPETIOJT, cycneusia aus iw'exuiii mponoxrosawoi ait, 200 MI/MIT

2. 3agaBHHK

BiiB Xenckep IOK JlimiTen

3. Bupobuux

BupoGHHUTEO HepO3(acoBAHOFO MPOTYKTY, EPBHHHE TA BTOPHHHE MAKYBAHISL,
KOHTPOJIb AKOCTi TOTOBOTO NPOAYKTY, BUIYCK cepii

Tiakco Onepeiiwnc IOK JiMiten, mwo Bese Aisabhicts ax [naxco Benikom OnepefiHe /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poya, bapuapa Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL2 8DT,
Benuka bpurania

Crepnnizania (ramma-onpominenns API ra roTosore RPOAYKTY)

Crepirenike benbris (®msopyc) CA (Cotepa Xenc Kamniani) / Sterigenics Belgium (Fleurus)
SA (A Sotera Health Company)

Sominr [HuacTpiens, Asento ne n°Ecnepanc, @popye, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

benbris

4, TlpoBeneni KOCTiIVKEHH:

v Tak Hi, AK1O Hi, obrpyutyiiTe

1) Tun nikapcbkoro 3acoby, 3a AKHM NPOBOAXNACH 200 raHyeThCA
peecTpaLia

Tikapebkuit 3aci6 3 OBHUM 10Cke (ABTOHOMHE LOCKE), iHWHKA NikapcbKuii 3aci6, Hosa Air04a
pPEYOBHHA.

5. [ToBHA HA3Ba KIIHIYHOrO BUNPOBYBAHHS, KOAOBARHH HOMEp KIIIHIYHOTO
BUNpPOSYBaHHsA

TlocnimienHa ana ouinky Brutksy npenapary GSK1265744 150 MF, 110 33CTOCOBYETLCH
nepopanbHO KOXHI 12 rofus 0o 3 103M, Ha CepueBy ApOBLAHICTS 32 JAHWMH 12-BiBEACHD
enexTpokapaiorpaMu y nopiBHaHHi 3 nnauebdo Ta OIHOPa3OBHM NEpOPaTbHHM npuiioMOoM
MOKCU(DAOKCAUHHY

Tocnimwxenns LAI117009

6. ®aza kniniuHoro sUnpobyBaHHs (Dasza |
7. Mepion knikiunoro Bunpobyeans 3 [21 ciuna 2014] - [10 uepsua 2014]
8. Kpaiiu, B SKMX IPOBOKIOCA KAiHi4HE BUMPOOYBaHHs CLLHA

9. KinbKkicTs AOCTUBKYBAHUX

3annaHoBaHo: 42
thakTHUHA KifbKICTb CY6'cKTiB nocnimKeHHA: 36

10. MeTa Ta BTOPKHHI Wisi kiHiYHOro BUNPOOYyBaHHs

OcHoBHa

o TIponeMOHCTPYBATH BiACYTHICTb edeKTy NOBTOPHHX MEPOPATBHHUX KO3 GSK1265744




(150 mr) (cyipaTepaneBTHYHA 103a), [0 BU3HAYACTHCA 32 CKOPHIOBaHHMM Ha 6azoBHH
piBeHp, MaxcHManbHuM 3a dacoM ederrom QTcF, nopiBHiHO 3 nnaedo

Bropsuui
e OujiHuTH BIUTHE MoBTOpHMX H03 GSK 1265744 (150 mr) na QTcB, QTCj, inrepsan QT
Ta 4aCTOTY cepuesux ckopouers ( HR) nopisusHo 3 riauebo.

o  OUiHHTH BITMB OHOPa30Bol K031 MoKcHpnokcauuty (400 mr) va QTcF, QTcB,
QTei, inrepsan QT Ta uactoTy cepuesux ckopodens ( HR) nopisHsHO 3 nnauebo.

e  Omucatu dapmaroxinetuiy npenapaty GSK1265744.
e Onucary hapMaKOKIHETHKY OJHOPA30BOI 03K MOKCH(IOKCALUHY (3a meobXigHoCTI).

e QuiHrTH Ge3nexy Ta NepeHocuMicts npenapary GSK 1265744 nicns noBTOpHUX 103
150 mr.

e Oxapakrepusysatu Gyap-axuii PK/PD 38'130Kk MiX BIUIHBOM GSK 1265744 Ta
sminamu QTcF, QTeB i QTci.

11. dusaiin kNiHiYHOro BUIPoOyBaHHA

Lle 6ysn0 panaoMizoBaHe 4acTKOBO CINeE, TpHNEpioAKYHE, 3banaucoBaHte nepexpecHe
nochi ke HH 3 IOBTOPHAMH [038MH A OLIHKH BIUTHBY Ha CEPUERY MPOBILHICTE
HagrepanesTHUHOT 103K npenapaty GSK1265744 nopieusno 3 miauebo y Bi/IMOBITHHUX
n0pOBKX A0BPOBOABILLE HONOBIHOT Ta kiHo4OT cTaTi. MOKCU(pIOKCAUMH CTYTyBaB
MO3UTHBHHM KOHTPOTIEM.

Ckpuniar | N Iepion 1- 3 Iopankme
crnocrepesKeH e
Ulonaiivenwe | 42 | TTepion | Bumusauns |[epion 2| Bumusanus | [epion | 10-14 LHIB
30 nHie 1  |[UloHadimeHine [llonaiiMerue] 3 |nicas ocTaHHLOT
21 pHiB 21 gHis J03H

Cy6'eKxTH NPOXOAWTH CKPUHIHroBUH BisuT npotsrom 30 auis micns npuioMy nepwoi 1034
l0CNi Ky BAHOTO Mpenapary, TPbOX Nepiofis NiKyBaHHs T2 Nepiofy CHOCTEPEKEHH.
Cy6'ekTiB NpHiiMaaK 10 KIiHIYHOTO BiAAiNEHHs HA 2-H AeHb KOMHOr0 nepiofy A03yBaHHA 1
3aUIIATH Y BiieHni 1o 3asepieHHs 24-roAMHHKX OLiHOK Ha 3-H JeHb. Y nepiuuit neHb

fiagocnigHEM NPoBOAKTY Ge3nepepBHiii XONTePiBChKHIt MOHITOPHHT MPOTArOM npubNH3HO




24 roguH. Bpaxit 1-ro 1Hg y4aCHHKH, paHIOMiZ0BaHi Ha MPUHOM GSK 1265744 abo

GSK 1265744 nnane6o, modaty IpuiMaTH nepimy 3 3 103 150 mr GSK 1265744 a6o mnauebo
koskai (q) 12 romum. Ha 2-i nenb ycim cy®'ekram OUHEAIH GesnepepBHYi XONTEPiBCHKAM
MOHITOPHHT PUOIIM3HO 32 2 FOTMHH 110 MPHHOMY 3-i nosu GSK 1265744, nnaue6o

GSK 1265744 a60 no3u 400 Mr mokcudnokcaiky . Bmpoaosk JIOCTIDKeHHs 36upany
panamusTHBigBeneni enexrpokapaiorpams (EKD), GearepepBHHI XONTEDPIBCEKUA
MOHITOpPHHT, KniHiuHi TabopaTopHi TecT! Ha He3reKy, BUMIPIOBAHHS JKUTTEBO BKINBHX
MOKa3HUKIB, Qi3HKANLHI 0BCTEXEHHS, 3BITH MPO no6iuHi peakiii Ta GapMaKOKiHETHIHI
Bpa3KH.

Cy6'ekTH OTPHMYBAIH KOXHY 3 3 IpoLeayp paHIOMiz0BaHO, 3 TEPEPBOIO MiK NpHifOMaMK
mronaitmenire 21 gent. Cy6'exrn Ta AOCIIIHHK Gymu cTinUMK i Yac NTiKYBaHHA NPEnaparoM
GSK 1265744/nmaue60. Mokcudaokcalm OpH3HA4aBes BIIKPUTHM crocobom.

CeplLieBy NPOBIAHICT BEMIDIOBATIH Y BeiX Cy6'eKTIB 2a JJOTIOMOrol0 24-roJHHHOTO
GeanepeprHoro 12-BiBIIHOrO XOJITEPIBChKOrO MoRiTopa Mortara H12 plus 3 4acToTOR0 1000
'Ll B IeHD 1, & TOTiM 3HOBY, IOYHHAIOYH 38 2 TOIWHH 0 A03YBAHHA ppaHLi ans 2, po 30
 BIUTHH Mics OCTAHHBOT TOMKM 360pY JaHAX BPaHLi A 3 KOXHOro nepioy JO3YBAHHS.

KoHTponbHKH BI3NT NPOBOIHUBCA HEPE3 10-14 amiB nicns BBEACHHS OCTAHHBOL NO3H
1OCTiAYBAHOrO TIpenapaTy B 3 epioxi JikyBaHHs.

12. OcHoBHI KpHTepil BKIIOYEHHA

'V pocnimkerHs GyNK BRITOYEH] 3/10pOBi YONOBIKH Ta XiHKkH 6e3 AITOPOIHOTO noTeHiany
Bikom Bia 18 10 55 pOKIB 3 MacOrO Tina >50 Kr A8 HONOBIKIB 1 245 Kr And JKIHOK Ta 1HIEeKCOM
macu Tina ( BMI) B mesxax 18,5-31,0 xr/m2 (BKJIIOYHO).

13. JocnimiyBaHHi Jikapchruil 3aci6, croci6 3acTocyBaHHs, cuAa Ail

GSK1265744B Taboaerra:

Tlosyeanns Tabnetku: 30 mr/5 Tabnerok ana 103K 150 Mr; 3aCTOCOBYEOTh TIEPOPANIBHO
GSK 1265744 150 Mr koxHi 12 roayiH Ha 3 NpHHOMH, HOMeEp cepit 122369164/132378694

14. Npenapat nopiBHAHH, K034, croci6 3acTocyBaHHs, cuia aii

GSK1265744 ILnanebo:

TTosysanns Tabnerkd: HJL; nepopanbHO BBOAKIH nnaue6o ans nopisuanis 3 GSK1265744
coskii 12 romuu na.3 gosk; Homep cepii 122367171/132378695

MoKkcn(pIoOKCANMH:

Tabnerin 10 400 mMr 1 Tabnerka ana nosysanus 400 Mr; 3aCTOCOBYIOTE NMCPOPAILHO Y BUTTISAA]




oHOpa3oBOl JO3yBaHHA Ha 2-H eHb; HOMEp naprii AH0029V

15. CynyTtas Teparmis

Moseoneni mpenaparu: Aueraminoder y nozax <2 rpamie, Ha no6y 6yB nossonenuit. Inmmi
CYIyTHI iKApCHKI 3aCO0H POSMIS/IANIHCS B KOKHOMY KOHKPETHOMY BHITA/KY (IOCTI THHKOM
micas koreyibTanii 3 ) GSK Medical Monitor (3a neo0XigHOCTI).

16. Kpurepii ouinky eheKTHBHOCTI

EdexTUBHICTS HE OIHIOBAIACH B LHOMY JOCIIKEHHI.
[TepBHHHI:

e SmMjua Bix BuxigHoro pisug QTcF o GSK1265744.
BropuHHi:

o 3mina Bix Buxigroro piens QTeB, QTci, QT, QRS, PR ta HR s GSK 1265744,
e 3mina Bix uxigHoro pisus QTcF, QTeB, QTci, QT, QRS, PR Ta HR asis nnanebo.

e 3wmina eig suxiaHoro pisus QTcF, QTeB, QTci, QT, QRS, PR ta HR anx
MOKCH(MIOKCALIRHY

e AUC(0-t), AUC(0-0), Cmax, tmax, CL/F, Vdz/F ta t1/2 BiJ ITa3MOBHX
koHuenTpaniit GSK 1265744 ta Mokcudokcauuty (3a HeoOXigHOCTI).

e 3mina QTcF, QTcB ta QTci Bifl BUXiAHOIO PiBHA ANA GSK 1265744, pizauus MK
GSK 1265744 ta mnaueGo y smini QTeF, QTeB 1a QTci ia BuXiaHoro pisHa. AUC(0-
24), AUC(0-t), AUC(0-0) Ta Cmax Bin KoHUeHTpaLil GSK 1265744 y nazmi Kposi.

17. Kpurepii ouiHky Oe3neku

Besneka Ta nepeHocuMicTs npenaparty GSK1265744 ouintosanuca 3a JaHUMH 12-gifBeneHDL
EKI, 5xUTTEBO BA3UIMBUX MOKA3HHKIB, HEODKAHNX SBHLL Ta KAiHIYHMX JaBOpaTOPHUX TECTIB.

18. CTaTUCTHUHI METOMH

Bei craTvcTHuni aHanizK Oynyv npoeeaeHi BIAMOBIAHO O MPOTOKOJTY Ta MIIaHy 3BITHOCTI T2
aHanizy.

OCHOBHOIO CTATHCTHYHOIO METOIO GYIIO MPOLEMOHCTPYBATH BIACYTHICTh BIUTHBY
sacrocysans GSK 1265744 wa inTepsan QTc nopiBHAHO 3 naauedo.

OcraTouHKi aHaTis OVE MPoBeIeHHH HACTYTHHM YHHOM:

Dapmaxokineriuni aHanizun: JlaHi koHLeHTpaLii-uac nuasmu GSK1265744 ananisysanmy




HEKOMNAPTMEHTHUMH METONaMH 38 JIOTIOMOT OO IIPOrpaMu WinNonlin 5.2 abo soBiwol Bepcil.
Ha 0cHOBI SAHUX PO KOHLEHTpAUifo-yac y mtasmi kposi Gynu BH3HaueHl HACTYTIHI
(hapMaKOKiHETHYHI [TApaMeTPH, HACKIIbKH LI I03BOTIAIH nasi: Inoma nix KpUBOIO
KKOHLEHTpaLis-4acy Bil Hy.nd (503a) A0 24 roAuH nicss NpHHOMY (AUC[0-24]) micna no3u 3,
AUC(12-36 rom), MaKCHMATbHA KOHLICHTPALLIS, L0 crioctepiraeThest (Cmax), yac [OCATHEHHA
Cmax (tmax), yABHH# KIIpeHC nicis NepopaibHOro NpUHOMY (CL/F) 1a yssuuii 06'eM
PO3MOALTY y PIBHOBAXHOMY CTaHI MC/Is NEPOpanbHOTo nputiomy (Vdz/F).

(bapmakomuHaMiuni aHarisu: [lepsrHHa KiHLEBA TOUKA, amina QTcF Bin suxiaHOro piBHS,
Gysna npoaHanizoBaKa Uil NOPiBHAHHS 1UaLedo Ta GSK 1265744 3a [onoMoroio Mofeni
koBapiauiitsioro aanisy nosropuux sumipis (ANCOVA), 8 akii cy0'exT OyB BUIIAAKOBOIO
AMiHHOIO, a TIEpiOJ, Hac, NikyBaHHs Ta B3aEMOfis Bil NiKyBaHHA 10 NiKyBaHHS 6y
(ikcoBaHHMM 3MIHHUMU EPEKTY.

DapmaxoKiHeTHHUI/ QapMakonuHaMiuHU aHafi3u: L{o6 mocniauTi B3aEMO3B'I30K
koHuUenTpauis/QTe, inavsinyansuuit QTCF, iHOHBITyanbHY aminy QTcF Bia BUXinHOTO piBHA
(AQTcF) Ta innuBinyansui rpymy nikysanug GSK1265744 - nnauebo y surasgi pisauui QTcF
Bia BuxizHoro pieHa (AAQTCF) Gynu HaneceHi Ha rpadik 3aNeKHO BiA KOHUEHTpAaLi B
kosickii Touni yacy. JIiHiitsi kopensuii nnazmosol konuenTpauii GSK126744 ta 3MIHHHX
QTcF Gymu noGynoBaHi 2 HAKIIAJaHHAM [IIFHaHOT niHii perpecii.

Baaemo3s 30k Mix iHrepsanom QTc i konuenrpauicto GSK1265744 y nnasMi JOCHimicyBajlH
ha 10MOMOroB3aeMo3E's30K MikK iHTepanom QTC Ta KOHLEHTPALIEK GSK 1265744 y nnasmi
KPOBi JIOCAIPKYBANN 33 JONOMOTOHO NHIAHOTO MOAESIOBAHHS amimanux edeKTiB. 0 NIAXoAY
ninifinoro MOZENEOBaHHS 3MIMIAHHX edeKTiB.




19. Temorpadiuni n0XazHUKH JOCTIIKYBAHO! nomynauii (cTate, Bik, paca | {lemorpadivHi nokasHNKK GSK12657442 | GSK1265744° [Mokcudnokcauuy|  3aranom
TQILIO) 150 mr Mnauebo 400 wr N=42
N=40 N=39 N=36
Bix (pokiB) [CepeaHe 3Ha4YeHHs 34,6(11,23) | 33,6 (11,53) 34,0(11,37) 33,9(11,37)
(SD)]
Crath [n (%)]
Kinova 9(23) 8 (21) 8 (22) 9 (21)
Yonosiua 31(78) 3179 28 (78) 33(79)
BMI (kr/m2) [Cepeavie aHauerHa | 26,58(3,237) | 26,40 (3,181) | 26,50(3,272) 26,54
(SD)] (3,177)
3picT (cm) [CepenHe 3HAUERHS 172,51 172,63 172,64 172,49
(SD)] (7,938) (7,839) {8,154) (7,754)
Bara (kr) [Cepeane 3HaueHHs 79,10 78,69 79,00 78,96
(SD)] {(11,119) (10,909) (11,221} (10,932)
ETniyHa npuHanexHicts [n (%))
NaTuHoamepukaHLi abo 3(8) 3(8) 3(8) 3(7)
NaTMHOAMEPHKAHL
He icnanomoBHi Ui 37 (93) 36(92) 33 (92) 39(93)
naTvHoamepHKaHLj
Paca [n {%]]
HerpoigHa noxoaxeHHs 16(40) 16 (41) 15 (42) 17 (40)
AmepuraHchki ikpjarLy abo 2(5) 2(5) 2(6) 2 (5)
MPERCTABHUKK KOPIHHOTO
HACEAEHHA ANACKK
KopinHe HacenerHn [aBaicbkmx 0 1(3) 0 1(2)
0CTpoBiB ab0 iHLWMX OCTPOBIB
Tuxoro okeaHy
€aponeoifHa paca 22 (55) 20(51) 19(53) 22(52)

a Tpu floan GSK1265744 150Mr (5x30mr Tabrietok) xoxHi 12 ropur;
b. Tpu noau nnauebo GSK1265744 (5 TabneTok) koxHi 12 ronuH,
¢ OpHopa3sosa [o3a Mokcvidnoxcauudy 400 wr (opHa Tabnetka 400 Mr)

20. PesynbraTi edeKkTHBHOCTI

®MapmakoxineTnka (PK):

PeaynpraTi napamerpis rmasmu GSK1265744 PK npepcraeeni B TaOMULUI HU3KYeE




ViaraabHesi papMaKoKiHeTHTHI napaMeTp NaasMH GSK1265744 (ysaranbuena
nonyaauia PKja

flixyBanua | Cratb | n Cmax3 |AUC(0- 12) a| AUC(0-24) a tmax b
(mkr/mn) | (Mkr. ron/mi) | (mer. roa/mi) (ron)
GSK1265744¢ K 9 251 234 409 2,0 (1,0-4,0)
150 mr (22) (22) (22)
[21,2,29,6] | [198 277) [345 484]
Y 3 219 213 380 2,0(1,0-4,0)
(19) (15) (15)
(20,4, 23,4] | [202 225] [359 402]
3aranom| 40 22,5 217 386 2,0 {1,0-4,0)
(20) (17) (17)
[21,1,24,0] | [206 229] [366, 408]

[80%Cl]

cpoTe

Meniana (nianasoH)
Tpu foan GSK1265744 150 mr (5 Tabretok no 30 mr) koxwi 12 rogud

cepenHe reomeTpuite snaders (CV%)

dapMakofHHAMIYKI pe3yiabTATH:

[NeperHHA KiHLIEBA TOUKA BMIIHBY GSK 1265744 Ta MOKCUMDIOKCALIMHY Ha PEMOAAPUIALIKD
ceplis owiHioBanacs 3a 3minoo QTckF nopieusmHo 3 nnaue6o (AAQTeF) y uaci Bif BUXiaHOro
piHst MopieHaHo 3 mrauebo (AAQTCF). 3mita AAQTCF 3a uacoBMMH TOYKAMH 3 MOJEN
amitanoro edexTy Ta 90% nosipuuit inrepsan ( CI) nigcymosaui 8 TabauLi HIDKYE.




Pe3yIbTaTH NOBTOPHHX BHMipIOBAHD Craracruunuii ananis QTcF (mcex)

Yac (roauHm)

GSK1265744 150 mr koxHi 12 rofnH

Moxcudpnioxcauu 400 mr

BipxunenHs Big 90% C! BinxunexHs Bif 0% CI
[1OMaTKOROIO PiBHA NOYaTKOBOrO PiBHA
(GSK1265744- {MOKcHhnOKCaLKUH
nnaye6ola, ¢ - nnauedo)c, b
Cepe[jHe 3HaYEHHA CepefiHe 3HAYEHHA
{SE) ( SE)
0,5 0,70 (1,999) -2.62, 4.02 5,40(2,051) 2.00, 8.81
1 -0,37 (1,742) -3,26 2,53 8,75{1,787) 578,11,71
2 0,44 (1,831) -2,613,48 11,67(1,878) 8,55,14,79
3 -0,62 (1,690) -343219 10,49(1,734) 7.60,13,37
4 -0,37(1,526) -291217 11,81(1,565) 9,20,14,42
6,5 0,50 (1,633) 2,21,3,22 10,08(1,675) 7,29,12,86
8 2,62 (1,589) -0,02 5,26 13,03(1,630) 10,32,15,74
12 -0,34(1,659) -3,10,2, 42 7,79(1,690) 4,98,10,60
24 1,13(2,047) -2,27 4,53 6,53(2,100) 3,04,10,02

NikyBaHHS:

a 744 = Tpa noau GSK1265744 150 mr (5 Tabnetok no 30 wr) koxHi 12 rogus,
b PBO = Tp foau nnauebo GSK1265744 (5 1abnetok) KOKHi 12 TOAUH;
. Moxo= OfHopasosa [103a MoscudnoxcalmHy 400 wr (opHa Tabnetka 400 mr)

MpumiTxa. BincyTHICTb edheKTy AEMOKCTRYETRGH, AKILO BEPXHA MEXA 90% Cl (95-A NepLUEHTUMb) 1A aKTUBHOTO
(GSK1265744) - nnauebo 6 KOXHIR Hacoid TOYLi NOBHICTIO YTRUMYETECA NPOTArOM 10 MCeK.
[pumiTka: 3 CyB'exTH BUKIIQHEHI 3 aranisy Yepea BIACYTHICTE NOYETKOBMX 3HAYeHb.

BigminnicTs nikysaHua sin nraueGo woao aminn QTcF NOPIiBHAHO 3 BUXIJHHM PIBHEM
MpeACcTABIEeHa HA PHCYHKY HIKUE.

ICpadik cepeaHbOro 3HAYEHHA HARMEHIINX KBAZpaTiB BIAMIHKOCTI JIIKYBAMHS BiN
maanedo nas 3mind QTcF in BuXianoro piBusi (90% CI)




i n e \ e

§ 12 e L 1 e e e . _

s 10 3 s T .

£ o L) -

E Cl =+ T b - T

H P . . a

£ 4

g ° . - - e T

;e ca : :

= 0 Y Lo -

z - L

:oa —

g. T T ] T T T T T

b 051 2 3 4 85 & 12 u
3annaHoBaHWiA BiAHOCHWIA Y2C 40 NPUItOMY A031 NEpPLIOrO AHA

3 744 - PBO eervernansmns gy MOXi - PBO
NMixyBaHus

a.  744= Tpu noav GSK1265744 150 mr (tabnetku 5x30 Mr) kowHi 12 roaun,
b. PBO = 1ou 103 nnauyebo GSK1265744 (5 abnetok) koxHi 12 roguh;

¢. Moxi= OnHopasosa no3a mokcndnokcauuHy 400 mr (oaHa Tabnetka 400 mr)

Jnst mepeUHHOT KiHUeBoT ToukH, QTCF, Bci 3HaueHHs, 3iCTaBACH] 32 YACOM, Ta IX BLAMORBIAHI
BepxHi Mexi 90% CI 6ynu mmxummy 3a 10 meex g GSK1265744. MakcuMansHa 3MiHa Y
yaci opiBHAHO 3 BUXiAHAM pieHeM ana GSK 1265744 150 mr cnocrepiranacs Ha 8 roznHi
(2,62 mcek, 90% CI): -0,02, 5,26 mcek). MakcuMaibHa 3MiHa y 4aci NOPIBHAHO 3 BUX1AHAM
piBHeM A1 MOKcHGokcaumHy cnocrepiranacs va 8 roquni (13,03 mcek, 90% CI): 10,32,
15,74 mcex). OcKinbky AOCIIDKEHHA MANO JIOCTATHIO YY TIIMBICTL 1Sl BUSBJICHHS
MO3UTHBHOTO BIUTHBY MoKcudokcauuty Ha QT, 3po6ieHo BUCHOROK, LIO L€ NOCHILKEHHS

Ha penosApHu3aLiio cepus.

Cepenti 3HavenHs 3miny nokasuukis QTcF, 10 OLiHIOBAMHCA K BTOPHHHI KiHUEBI TOUKM,
NOpiBHAHO 3 BUXiAHUM DiBHeM, GYNH cTabifbHO HAHBUUIMMU B rPYIi NIKyBaHHS
MOKCH(IOKCALMHOM. PesynbTaTy st BTOpUHHUX KiHueenx Touok QTeB Ta intepsany QTc 3
ypaxyBaHHAM inaEBiTyansHoi kopekuii (QTei) BinmoBinany pesysTaTaM Wi NMEPBUHHOL
KiHI[EBOT TOUKM 1719 UHX BTOPHHHHX KiHUEBHX TOUOK, OCKIIbKH BCl 3iCTaBJIEH] 32 YACOM
3HaueHH: Ta iX Bianosiaui epxHi Mexi 90% CI 6ynn Hixve BepXHpoi Mexi 10 mcek.

Gyno sanigHuM. Ha npotusary npomy, ans GSK 1265744 ve Oyno BUSBNEHO 3HAYHOMO BIUIHBY




GSK 1265744 Ta MokcH(DIIOKCAUMH He BIUTHBAJIH HA YaCTOTY CEPUEBHX CKOPOUCHE.

QTcF BBAKANH JOCTOBIPHOM MEPBHHHOIO KiHIIEBOIO TOUKOO, OCKLIbKH Kopekuis OpuaepHLil
anexBaTHO BpaxoByBana epext RR.

I'padix npexozn QTcF ingusiayaapiore ¢yd'exra nporn npexoss RR

500

2504

QTcF({mcex)

RR (Mmcex)

PiesaAnus perpecii; QTcF-396, 712-0.001643"°RR
R-xsappar = 0,0001
D-3HaueHHA= 0.5436

PK/PD

Tapamerpnuni oninke 38'a3ky mizk noasifinum aensTa-QTeF Ta wacosoro
konnenrpauicro GSK1265744 nporsirom 24 ropnu

Mogens NapameTp Mpubnuzuuit (Mcek) 95% Cl (mcek)
i ddQTcF=INT+Haxun*CONC CepegHe 1.3822 -3 328,6, 092
NEPeXonneHHs
CepefiHiil Haxun -0,00005 0 000,0, 000

Ocxkinbku 95% CI OLIHOK IApaMeTPiB MICTATE HYJIb, 3 LIHOTO JOCIIIKEHHA MOXKHA 3pOOHTH
BUCHOBOK, (10 3B'13Ky MiX koHuenTpaltiero GSK 1265744 y nnasmi kposi ta AAQTcF He




susBieno. Ockinekn GSK 1265744 ne srumnpae Ha AAQTCF npu excrosuuiax, wo B ~3 pasu
nepeBrILy Bl HMOBIPHY IIIHIYHY 103y, Pe3yNETaTH IOCHImKEHHS CBI4aTE NPo Te, LI

GSK 1265744 ne prumpatume Ha AAQTCF npy konuerrpatiinx 7,49 Mxr/mi, ouikysasa Cmax
ly inidiuHux ymoBax nng GSK1264744 30 Mr opuH pas Ha JRoby.

21. PesynbTatd Gesnexu

KopoTkmii onuc HaiiyacTintHx nobivanx peakuii
GSK12657442 | GSK1265744° | Moxilloxacin

HaiyacTiwi noGiyHi peaxuii 150 mrn=40 |Nnaue6o N=39| 400 mr N=36
n (%) n (%) n (%)
Byae-gxa [1P 13(33) 16 (41) 12 (33)
Byne-aka MNP, noe'a3axa 3 AocrigxyeaHum 1(3) 3(8) 6 (17)
[POAYKTOM

[HLi 3aransHi [P:
(= 5% y Gyab-AKiii rpyni nikyBaHHs).

KoHTaKTHWi gepmaTut 6(15) 9(23) 2 (6)
['onoBHui Dinb ' 1(3) 2(5) 2 (6)
Hynora 0 0 2(6)

a. Tpn aoan GSK1265744 no 150 mr (5 Tabnetok no 30 mr) koxHi 12 roaus;
b. Tpu nosu nnaweo GSK1265744 (5 Tabnetok) koxHi 12 roauH;
¢ OnHopasoea ao3a mokcudnokcaumHy 400 mr (oara TabneTka 400 M)

[Tin uac mocnimkenHs He 6ymo 2adyikCOBAHO NETaNbHHX BHMA/KIB, cepitosHux [1P Ta 3HauHuX
[1P. Yci nebaskani SBHILA GYIIH JIETKOrO CTYNEHs, 38 BUHATKOM JBOX SBHIL 2-r0 CTYTEHS. B
OIHOTO yuacHHKA OYB PO3PHB aXiNNOBOrO CYXQXMIS, @ B [HLIOTO - NiABHIEEHHS PiBHA
kpeaTunocdokinazy, mo He Hyno nos's3aHo 3 NpuitoMoM LOCNIAXYBAHHX NPEnaparis.
KniHiuHO 3HAYYILMX TenAeHU il Y KTiHIuHUX NabopaTOpHUX NOKA3HUKAX, MOKA3HKKAX
biuTTenianbHOCTI 260 enexrpokapaiorpami (EKT) He crnocTepiranocs.

22. BucHogok (3aK/TOUEHH:)

o (GSK 1265744 3aranom aobpe nepeHocuecs. He nosinommsanocs npo CMepTeNnbHi BHMaaKu
a6o CI14, a Bei TP Gynu nerkoro a6o MOMIPHOTO CTYINEHs TAKKOCTI.

e GSK 1265744 e BrIMBAaB HA PENONRPH3ALIIO CEPLS Y HANTEPaNeBTHIHIH n03i 150 Mrq 12
rOAMH X 3 IpHHOMH.

e  Makcumanbha korueHTpauis GSK 1265744, nocsriyra B UsOMY Jociimxenui, Oyna
npuBIM3HO B 3 Pa3sH BHIIOKO, HiK NPU 32CTOCYBAHHI cTaHpapTHOl KiiHiunoi no3d 30 mr

O/UH pa3 Ha J0DY B CTaLiOHAPHOMY CTaHi.




o Jlocnimkenns 6y/10 JOCTATHEO YYTIMBHM, 1100 BUABHTH BILIMB MOKCH(IIOKCALIUHY,
MO3MTHBHOrO KOHTpoio, Ha QTcF, w0 niaTBepIKye NOCTOBIPHICTL Pe3yJIbTaTiB.

3asBHHK (BJIACHUK PEECTPALIIHOTO NOCBITYEHHS)

(r1izinumc)

Kapen ['peiirokep (Karen Grainger)

Bine-npe3uaent, KepiBHHK Bi/ULTY HOPMATHBHO-TIPABOBOTO PEry IHOBaHHs
) o ) o BiiB Xesnckep (ViiV Healthcare)
{ITopaook donosneno nosum dodamxom 30 sziono 3 Haxazom MO3 Vipainu Ne 1 528 gio 27.06.2019 }

Ilepexnan BHKOHAB:

MeHeKep 3 peryISTOPHHX IUTaHb Ta peecTpauii
TOB I'nakcoCmitKnsiin @apmaceioTikanc Ykpaina
Mapunsko Jlroamuna




Clinical Trial Report - 24
Study ID-LAI116482: Week 144

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, 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 Phase ITb, Dose Ranging Study of Oral GSK 1265744 in Combination
with Nucleoside Reverse Transcriptase Inhibitors for Induction of HIV-1
Virologic Suppression Followed by an Evaluation of Maintenance of
Virologic Suppression when Oral GSK 1265744 is combined with Oral
Rilpivirine (RPV) in HIV-1 Infected, Antiretroviral Therapy Naive Adult
Subjects - Week 144 Results, Study LAI116482.

Other interim reports associated with this study are listed below,

LAI116482 Week 24 report: (GSK Document Number 2013N168724 00)
LAI116482 Week 48 report: (GSK Document Number 2013N180642_00)
LAI116482 Week 96 report: (GSK Document Number 2014N216014 00)

6. Phase of clinical trial

[Phase 2b

7. Period of clinical trial

from [06August2012] — [18December2015]

8. Countries, where clinical trial has been conducted

[USA, Canada




9. Number of trial subjects planned: 200
actual: 244
10. Main purpose and secondary objectives of CT Primary:

e To select a dose of cabotegravir (CAB, GSK1265744) for further
evaluation as part of a two-drug combination antiretroviral therapy
(ART) regimen with RPV for 24 weeks, following a 24-week
induction period of CAB with 2 Nucleoside reverse transcriptase
inhibitor (NRTIs), in Human Immunodeficiency Virus Type 1
(HIV-1) infected, antiretroviral naive subjects.

Secondary:

Overall secondary objectives:

e To evaluate the safety, efficacy and tolerability of 10, 30, and
60 mg of CAB once daily both in combination with 2 NRTIs and
as part of a two-drug combination maintenance ART regimen with
RPV, relative to efavirenz (EFV), through Week 96;

» To evaluate the effect of 10, 30, and 60 mg of CAB on selected
virologic and immunologic markers of HIV infection over 96
weeks.

Induction Phase — Specific Secondary Objectives:

e To select and confirm a dose of CAB in combination with 2 NRTIs
through Week 24 for induction of virologic suppression;

e To evaluate the antiviral activity, safety, and tolerability of 10, 30,
and 60 mg of CAB once daily relative to EFV, all in combination
with 2 NRTIs, through Week 24;

¢ To characterize the pharmacokinetic (PK) parameters of CAB and
to explore exposure-response relationships (e.g., the relationship

between CAB plasma exposure at Weeks 2 and 12 and virologic




response or occurrence of adverse events (AEs) through Week 24);

To assess the development of viral resistance to CAB and other on-
study ART in subjects experiencing virologic failure through
Week 24,

To evaluate the effect of various demographic factors and
adherence on exposure-response parameters of CAB through
Week 24.

Maintenance Phase — Specific Secondary Objectives:

To evaluate the ability of a 2 drug ART regimen, consisting of
CAB plus RPV, to maintain virologic suppression through

Week 96 in subjects who achieved plasma HIV-1 Ribonucleic acid
(RNA) <50 ¢/mL by Week 24 in the Induction Phase with dual
NRTI background ART;

To evaluate the effect of 10, 30, and 60 mg of CAB and RPV on
selected virologic and immunologic markers of HIV-1 infection
from Week 24 through Week 96;

To evaluate the safety and tolerability of 10, 30, and 60 mg of
CAB and RPV from Week 24 through Week 96;

To characterize the PK parameters of CAB and RPV and to
explore exposure-response relationships (e.g., the relationship
between CAB and RPV plasma exposure at Weeks 26 and 36 and
virologic response or occurrence of AEs from Week 24 through
Week 96);

To assess the development of viral resistance to CAB and RPV in
subjects experiencing virologic failure from Week 24 through
Week 96;




o To evaluate the effect of various demographic factors and
adherence on exposure-response parameters of CAB and RPV
from Week 24 through Week 96.

11. Clinical trial design

This Phase 2b study in HIV-1 infected, ART-naive adult subjects
consisted of 2 parts, an Induction Phase and a Maintenance Phase. The
[nduction Phase consisted of a 24-week dose-ranging evaluation of CAB
at blinded doses of 10 mg, 30 mg and 60 mg once daily and a
contemporary control arm of open-label EFV 600 mg once daily. The
background dual NRTI for all arms was either abacavir/lamivudine
(ABC/3TC) or tenofovir/emtricitabine (TDF/FTC) fixed dose combination
(FDC) tablets, as chosen by the Investigator. Randomization was stratified
by screening viral load and choice of background NRTIs. CAB once daily
blinded doses in combination with background NRTIs were evaluated on
the basis of antiviral activity, safety and PK over 24 weeks. Subjects
randomized to a CAB containing arm, who successfully completed 24
weeks on study and demonstrated virologic suppression (defined as
having a plasma HIV-1 RNA <50 c¢/mL before Week 24, with no signs of
virologic rebound) were eligible for the Maintenance Phase of this study.
During the Maintenance Phase, the background NRTIs were discontinued
and the subject’s ART regimen was simplified to their randomized dose of]
CAB in combination with RPV 25 mg once daily for an additional 72
weeks. The Maintenance Phase evaluated the ability of this 2 drug ART
regimen to maintain virologic suppression through Week 48, Week 72 and
Week 96. Subjects randomized to the EFV arm continued on their
randomized regimen through Week 96, after which time they will be
discontinued from the study. At Week 96, All subjects randomized to a
GSK1265744-containing regimen and who successfully completed 96
weeks of treatment continue to have access to CAB (at the sponsor
selected dose of 30 mg) and RPV 25 mg via the Open-Label Phase.

12. Main inclusion criteria

The main inclusion criteria included:

o HIV-1 infected subjects >18 years of age;




e HIV-1 infection as documented by Screening plasma HIV-1 RNA
>1000 ¢/mL;

e CD4+ cell count >200 cells/mm3 (or higher as local guidelines
dictate);

¢ ART-naive defined as having <10 days of prior therapy with any
antiretroviral agent following a diagnosis of HIV-1 infection (Any
previous exposure to an HIV integrase inhibitor or non-nucleoside
reverse transcriptase inhibitor was exclusionary).

13. Investigational medicinal product, mode of administration and

strength

Investigational Praduct Strength and Packaging Baich Kumbers
CcaB 10 mg tablets; 34 tablets per bottle 121363627,
122365380,
122369296,
1323766804

CAB 30 mg tablats; 34 tablets per botle 121363628,
122365367,
122366285,
122359592,
132372541,
132375537,
132375667,
142385023,
142386126

RPY 2b ing tablats; 30 tatlets per botile BLLOEDG,
DLC5401,
DHL5603,
EFLOJOY

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

Invesfigational Product Strength and Packaging Batch Numbers
CAB Placebo to Match (PTM) | PTM CAB; 34 tablets per bottie 121363628,
1223677085,
132377456,
132371244

EFV 600 mg iablets; 30 tablst per boitle 2872627,
2470625,
JC31876,
77954

15. Concomitant therapy

Permitted medications: Concomitant medications (preseription and non-




prescription) should have been administered only as medically necessary
during the study. Chemoprophylaxis for HIV-associated conditions was
encouraged, if appropriate, at the discretion of the subject and their
physician. All concomitant medications, blood products, and vaccines
taken during the study were recorded in the eCRF with dates of
administration.

Because non-HIV vaccines may cause a temporary increase in the level of
plasma HIV-1 RNA, if necessary, vaccines were given during or
immediately after a scheduled visit after all laboratory tests had been
drawn. This minimized the risk of non-specific increases in the level of
plasma HIV-1 RNA at the next scheduled assessment.

Antacid products containing divalent cations (e.g., aluminium, calcium
and magnesium) should have been taken at least 4 hours before or at least
4 hours after 744 and RPV, and H2-antagonists should have been taken at
least 12 hours before or at least 4 hours after taking 744 and RPV.
Concurrent administration of multivitaming was acceptable.

Background antiretrovirals were not considered IP. Background
antiretroviral therapy, including ABC/3TC and TDF/FTC tablets as well
as protocol-permitted switch NRTI agents in the case of toxicity
managernent, was recorded on the Concomitant Antiretroviral Therapy
eCRF page in InForm.

16. Criteria for evaluation efficacy/PK

Primary:

e The primary endpoint is the proportion of subjects with HIV-1
RNA <50 c¢/mL at Week 48 based on Intent-to-Treat-Exposed
(ITT-E) population using the Missing, Switch, or Discontinuation
equals Failure (MSDF) algorithm. Dose selection was based
primarily on antiviral activity and tolerability in conjunction with
immunologic, safety, virologic resistance and PK measures,

Secondary:




Overall secondary endpoints:

e Proportion of subjects with plasma HIV-1 RNA <400 and
<50 ¢/mL over time by visit using the MSDF and Observed
algorithm;

* Absolute values and change from baseline in plasma HIV-1 RNA
by visit;

e Incidence of disease progression (HIV-associated conditions,
acquired immunodeficiency syndrome [AIDS] and death);

e Absolute values and changes from baseline in CD4+ cell counts by
visit;
e Incidence of treatment-emergent genotypic and phenotypic

resistance to CAB, RPV and other on-study ART for protocol-
defined virologic failures;

* Medication adherence to IP based on pill counts by visit.

Induction Phase — Specific Secondary Endpoint:

e The proportion of subjects with HIV-1 RNA <50 ¢/mL at Week 16
and Week 24 based on ITT-E population using the MSDF
algorithm. Dose selection for induction was based primarily on
antiviral activity and tolerability in conjunction with immunologic,
safety, virologic resistance and PK measures at Week 16 and
confirmed at Week 24.

Maintenance Phase — Specific Secondary Endpoints:

e The proportion of subjects with HIV-1 RNA <50 ¢/mL from
Week 24 through Week 96 by visit for the ITT-Maintenance
Exposed (ME) population (MSDF);

e Incidence of AEs and laboratory abnormalities over time from
Week 24 through Week 96, maintenance safety population,

17. Criteria for evaluation safety

Secondary:




Maintenance Phase — Specific Secondary Endpoints:

» Incidence of AEs and laboratory abnormalities over time from
Week 24 through Week 96, maintenance safety population.

18. Statistical methods

The sample size of 50 subjects per arm was chosen to ensure a high
probability that a dosage arm with truly poor response was not selected for
further study, while allowing for the formal consideration of other factors
in dose selection should efficacy be similar across dosage arms.

The primary efficacy endpoint was the response rate at Week 48
(proportion of subjects with plasma HIV-1 RNA <50 ¢/mL). The efficacy
decision criteria were based on an observed difference of >8% between
the CAB dosage arms (i.e., a difference of more than 4 responders in 50
subjects).

With 50 subjects per arm, and assuming true response rates of 85% and
75%, respectively in 2 dosage arms, there was at least 55% chance that the
superior dose would be selected (i.e., the observed difference in the 2
dosage arms would be greater than 8%), while the chance of incorrectly
selecting the inferior dose was <1% (i.e., the observed difference in the 2
dosage arms would be less than -8%). The chance of not being able to
make a selection between the 2 doses was 44% (i.e., the observed
difference in the 2 dosage arms would be between -8% and 8%).

The ITT-E population was the primary population used for the efficacy
analyses. The ITT-E population consists of all randomized subjects who
received at least 1 dose of IP. Subjects were analyzed according to the
randomized freatment regardless of what treatment was actually received.

The ITT-Maintenance Exposed (ITT-ME) population consists of all
randomized who received at least 1 dose of IP during the Maintenance
Phase of the study. Subjects were analyzed according to the randomized
treatment regardless of what treatment was actually received. The ITT-ME
population was the secondary population for some efficacy analyses.




The Per Protocol (PP) population consists of subjects in the ITT-E
population with the exception of major protocol violators. The PP
population was a secondary population for efficacy purposes. The PP
Population could have been used for a supporting analysis of the primary
endpoint comparisons only. Such a supporting analysis would not be
performed if the PP Population comprises more than 95% of the ITT-E
Population.

The Per Protocol Maintenance (PP-M) population consists of subjects in
the ITT-ME population with the exception of major protocol violators.
The PP-M population was a secondary population for efficacy purposes.

The Safety population was the primary population used for the safety
analyses. The Safety Population consists of all randomized subjects who
were exposed to IPs with the exception of any subjects with documented
evidence of not having consumed any amount of IP. Subjects were
analyzed according to the actual treatments received. Subjects were not
excluded from this population as a result of changes to the background
regimen.

The Maintenance Safety Population consists of all randomized subjects
who were exposed to [P during the Maintenance Phase of the study with
the exception of any subjects with documented evidence of not having
consumed any amount of IP during the Maintenance Phase of the study.
Subjects were analyzed according to the actual treatments received.
Subjects were not excluded from this population as a result of changes to
the background regimen. The Maintenance Safety Population was an
additional population for safety analyses.

The PK Summary Population includes all subjects who received CAB or
RPV, had intensive and/or limited/sparse PK sampling during the study,
and provided evaluable CAB or RPV plasma concentration data. Subjects
in this population were included in listings.

Efficacy analyses performed included summaries of the proportion of




subjects with plasma HIV-1 RNA <50 ¢/mL at Weeks 48 and 96 were
summarized using the Snapshot and observed algorithm. Additional
summaries by stratification subgroups were also performed.

Other efficacy analyses performed included summaries of the proportion
of subjects with plasma HIV-1 RNA <400 ¢/mL at Week 48 and 96,
absolute values and changes from Baseline in CD4+ counts and HIV-1
RNA over time, and the incidence of disease progression (HIV-associated
conditions, AIDS and death).

The occurrence of protocol-defined virologic failures (PDVF) was
summarized by visit for each treatment group. Viral genotyping and
phenotyping analyses were conducted to explore the relationship between
treatment with CAB and EFV and the evolution of HIV-1 resistance. The
incidence of treatment-emergent genotypic and phenotypic resistance to
integrase inhibitors (INIs) at time of PDVF were summarized by treatment
group.

The following AEs were summarized overall and by treatment group: all
ABs, drug-related AEs, AEs by grade, fatal and non-fatal serious adverse
events (SAEs), and AEs leading to withdrawals.

SAEs were summarized on-therapy. Mean values and changes from
Baseline for laboratory parameters and vital signs were summarized by
treatment group. Treatment-emergent laboratory toxicity grades were also
summarized by treatment group. '

Pharmacokinetic Analytical Methods:

The following CAB PK parameters were estimated for subjects in the
intensive PK sampling group at Week 2: area under the plasma drug
concentration-time curve from pre-dose to the end of the dosing interval at
steady state (AUC (0-1)), maximum plasma drug concentration (Cmax),
pre-dose plasma drug concentration (CQ), concentration at the end of a

dosing interval (Cr), time at which Cmax was observed (tmax), and




Apparent clearance following oral dosing (CL/F). CAB CO was estimated
from pre-dose concentrations for all subjects in the Sparse PK
Concentration Population and also Weeks 12 and 26 and 36 of the PK
Summary Population. RPV CO0 was estimated from pre-dose
concentrations for all subjects in the Sparse PK Concentration Population
during the Maintenance Phase of the study. An individual average CO
(which includes Cr for intensive PK group) was created for each phase of
the study.

Pharmacokinetic data were presented in graphical and/or tabular form and
summarized descriptively.

Derived PK parameters were listed. For all parameters except tmax, the
following summary statistics were calculated for each treatment group:
median, maximum, minimum, arithmetic mean, standard deviation,
coefficient of variation on arithmetic mean, geometric mean, coefficient of
variation on geometric mean, 95% confidence interval for the geometric
mean and standard deviation of logarithmically transformed data. For
tmax, median, maximum, minimum, arithmetic mean, and standard
deviation were calculated.

PK parameters were summarized by treatment, Baseline plasma HIV-1
RNA (<100,000, >100,000 c¢/mL) and background dual NRTI (ABC/3TC,
TDF/FTC, or other), and overall.

Dose proportionality of CAB PK parameters (Week 2: AUC (0-1), Cmax,
C0, and Cr) was assessed using the power model: y = a x dosep.

Log-transformed PK parameter individual subject CO average from the
[nduction Phase was compared with Maintenance Phase for each
treatment with SAS PROC MIXED model.

Pearson’s correlations and p-values between dose-normalized CAB PK
parameters (AUC (0-t), Cmax, C0, individual subject average C0) and
age, weight, height, body mass index, body surface arca (BSA), gender,




Pearson’s correlations.

and race (African-American vs. others) were calculated.

PK/PD analyses including exposure-antiviral activity, exposure-
immunology, and exposure-toxicity analyses were performed using

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

Summary of Demographic Characteristics:

CAB CAB CAB EFV Tota!
Demographic Characteristic 0mg | 30mg | 60mg | 600mg | N=243
N=60 N=G0 N=61 N=62

Agef{yms),n{%) o R

Mean 4.0 H4 362 356 35.1

8D 9.91 10.24 1012 12.30 1068

Median 320 305 36.0 325 33.0

Min. 19 20 18 18 18

Max. 5 57 55 70 70
Sex, n (%)

Female 3(5) 2(3) 4 1) 10{4)

Male §7(99) | 58(987) | 57i83) | 61(98) | 233(96)
Ethnicity, n {3) ) '

Hispanic/L afin 8% | 16(27 | 14(23) | 12(19) | 51(21)

ot Hispanici afing b1(85) | M(73) | 47(/7} | 50(81) | 192(79)
Race, n (%3} ]

African Americen/African Heritage 21{35) | 17(28) | 1B{30) | 20(32) | 76(31)

American Indian or Alaskan Native ¢ 0 2(3} 2(3) 4(2)

Asian - Central/South Asian Heritage 1{2) 1{2) 1(3) 0 am

Asian - Japanese/East Asian 0 1(2) 2(3) 0 3

Heritage/South East Asian Heritage

\White 37{62) | 3a(65) | 36(59) | 39(63) | 151(62)

African AmericanfAftican Hertage & 0 0 1) 0 1{1)

Asian & White

African American/African Heritage & 0 0 1) 0 1{<1)

Native Hawaiian or Other Pacific Islander

African AmericanfAfrican Heritage & 0 2(3) 0 0 2 (<1)

White

American Indian of Alaskan Nativa & 1(2) 0 0 0 1(<1)

White

Asian & White 0 0 0 1(2) 1{<1)

S0 = Slandard Daviation

20. Efficacy/PK results

Efficacy Results




!

Plasma HIV-1 RNA <50 ¢/mL at Week 144

At Week 144, 58% (CAB 10 mg arm), 67% (CAB 30 mg arm) and 77%
(CAB 60 mg arm) of subjects randomized to oral CAB dosing maintained
virologic suppression (HIV-1 <50 ¢/mL). At the Week 96 timepoint, all
EFV subjects were discontinued from the study. Subjects randomized to 1
of the 3 oral CAB dosing arms were transitioned to the Sponsor selected
regimen of CAB 30 mg + RPV 25 mg once the last subject completed the
Week 96 visit and the study was unblinded. The transition took place
between Weeks 108 and 120 (Table 2, Figure 1).

Table 2 Proportion (95% Cl) of Subjects with Plasma HIV-1 RNA <50 c/mL at
Key Visits- Snapshot (MSDF} Analysis (ITT-E Population)
CAB CAB CAB CAB EFV
10 mg I0mg 60 mg Subtotal 600 mg

Visit N=60 N=60 N=61 N=181 N=62

Week 16 n {%} 54 (80} 50 (83) 53 (37) 157 (87) 46 (74)
95%CI (82, 98} {74, 93) (78, 95) {82, 92) (63, 85)
Proparfion

Week 24 n (%} 52 (87) 51 (86 53 (87) 166 (BS) 45 (74)
95%€1 (78, 95} {76, 94) (78, 95) (81,91) (63, 85)
Proporticn

Week 48 n (%) 48 (80) 48 (30) 53 (87) 149 (82) 4M)
05%C] {70, 50) {0, 80 {78, 95) (77, 98) (60, 82)
Proporfion

Week72 | n(%) 43 (72) 44(73) 52 (85) 133 (77) 42(68)
95%C! {60, &3) (62, 85) {75, 94) T, 93) (56, 79)
Propotiion

Week 95 n (%) 41 (68) 45(75) 51189 137 (76) 39 (63)
95%C1 (57, 80) (B4, 86) {74, 23) (69, 82) (51, 76)
Proportion

Week 144 n (%5} 5E8 - 40 (67) 47 (7N 122 {67} -
95541 {46, 71) (55, 79) (66, 88} (61, 74} -
Proportion

Week 144 | n (%) 32 (58) 38 (69) 43 (78) 113 (68} -

withoutsite | 95% Cl {45,71) (57, 81) {67, 89) {61, 76) -

101861 Praportion

95% Cls are normal appraximation confidence intervals.

A sensitivity analysis was conducted on the proportion of subjects with

plasma HIV 1 RNA <50 ¢/mL which excluded 11 subjects from the

analysis due to suspected violations of GCP. These 11 subjects had been




randomly assigned and treated at 1 of the sites. At Week 144, the GCP
sensitivity analysis revealed 58%, 69% and 78% of the subjects had
virologic success in the CAB 10 mg, CAB 30 mg and CAB 60 mg arms,
respectively (Source: post-hoc Table 7.102), which except for a slightly
higher success rate for the CAB 30 mg and 60 mg arms, were identical to
those of the complete ITT-E population analysis. At Week 96, there was
little to no change to the snapshot response rates for the GCP sensitivity
analysis compared to the primary analysis (Week 96: 68%, 75% and 84%
for the ITT-E population and 67%, 76% and 85% for the GCP sensitivity
analysis. Accordingly, this sensitivity analysis demonstrates that the data
issues identified at this site had minimal to no impact to the key efficacy
endpoint analyses.

Figure 1 Proportion (95% Cl) of Subjects with Plasma HIV-1 RNA <50 c/mL by
Visit — Snapshot (MSDF) Analysis (ITT-E Population)

100

WO LEDWIREL B B > & &y % G A
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MNote: 85% Cls are normal approximation confidence intervals. At week 85, EFY amn completed study participation and
those in 744 (CAB)arms who chose to enter the open label extension phase were all switched to oral CAB 30 mg + oral
RPV 26 mg (shaded area).




Table § Summary of Study Outcomes {<50 copies/mL) at Week 144 -
Snapshot (MSDF) Analysis {ITT-E Population}

Outcome CAB CAB CAB CAB
10mg 30mg 60 mg Subtotal
N=60 N=60 H=61 =181
n (%} n (%) n (%} n (%)
Virologic Stccess 35 (58) 40 (67) AT 122 (67)
Virologic Non-response? 8 {13) 2{13) 2(3) 18 (19)
Data in window not below threshold (<50 cfmL) 2(3) 3 (5) 0 5 (3)
Discontinted for lack of efficacy 2(3) 1(2} 1(2) 4 (2)
Discontinyed for other reason while not below 4(7) 1{2) 1{2) 6 (3}
thrashold
Prior change in ART ¢ d {5} 0 32
No Virologic Data 17 {28) 12 (20) 12 {20) 4123}
Discontimeed due i AED 203} 2 (3) 4{7N &)
Discontinued for Other Reasons 14 {23) 8{13) 5 (8) 2 {15)
Missing data during window but on study 112} 2 {3} a{5) 6 (3)

a. Virclogic failure
b.  No deaihs accured during this study.

Plasma HIV-1 RNA Response by Baseline HIV-1 RNA

For subjects with RNA levels <100,000 c¢/mL at Baseline, 106/154 (69%)
subjects receiving CAB remained suppressed at Week 144. Forty (82%) of]
49 in the 60 mg group, 36 (68%) of 53 in the 30 mg group, and 30 (58%)
of 52 in the 10 mg group had sustained viral suppression after 144 weeks
on study.

Of subjects who had >100,000 ¢/mL at Baseline (high viral load), 16/27
(59%) of subjects receiving CAB remained suppressed at Week 144.
Subjects on CAB with a high viral load were discontinued due to both
virologic and non-virologic reasons. For subjects who had a high viral
load (HIV-1 RNA of at least 100,000 c¢/mL) at Baseline, 7 (58%) of 12 in
the 60 mg group, 4 (57%) of 7 in the 30 mg group, and 5 (63%) of § in the
10 mg group had sustained viral suppression at Week 144.




Table §

Proportion of Subjects with Plasma HIV-1 RNA <50 cfmL by Visit and
Baseline Plasma HIV-1 RNA - Snapshot (MSDF) Analysis {(ITT-E

Population)

Baseline Plasma HIV-1 RNA: <100,000 cfmL
Visit CAR CAB CAB CAB EFY

10 mg 30 mg 60 mg Subtotat 600 mg

N=60 N=60 =61 =184 N=62

/N (%) n/ (%) niM (%) Wl (%) UK (%)

Baseling 0/52 0753 /49 0/154 0/54
Wask 2 268 {52 (64) 30/53 {50 31748 (83) 8087154 {58 8754 (15)
Wezk 4 46152 {38) 44 153 (83) 43749188 133 1164 [86) 15154 (28)
Weskd 49152 (84) 48¢53{aN) 451 48 (90 1421154 (89 29154 (54)
Weak 12 477152 (80) 43163 (81 41749 (84) 131/ 154 {85) 36154 (B7)
Waek 16 49152 (94) 45/ 53 {81 44748 (80 139 1 184 {30 42154 (78)
Week 24 46 1 62 (88) 46 153 (8D 44 748 {90) 1361154 {88) 40154 {74)
Week 26 41152 (79) 40153 (75) 43714088} 1241154 (81) 35/54 (65)
Wesk 28 457152 (87) 43153 (81) 447148 (90 1321154 {86) 367 54 {67)
Week 32 44 { 52 (85) 43153 (81) 44749 9% 1311 154 (85) 36754 (BT
Week 36 45152 (87) 43 163 (81) 44149 190 1321154 (86) 37154 (68)
Week 40 44 { 52 (95) 44153 (83) 45149 (92 133/ 154 (86) 36154 (67)
Week 48 42 /52 (81 42153 (79) 44148 (90) 1287 154 (83 38784 (70
Week 60 41152 (79) 40163 (75) 44 149 (90) 1257 154 (81) 35/54 (€5)
Week 72 38/52(73) 39453 (74) 43749 (88) 1207154 (78) 35754 (65)
Week 24 F152(71) 401753 (75) 43149 (88) 1207 154 (78) 35154 (65}
Week 35 JFIEZIN 40153 75) 431 40 (88) 1201154 78) 32154 (59)
Week 108 36152 (69 BI53 7D 421 49 (86) 116/ 154 (75)
Week 120 35152 (6N 39163 {74) 421 43 (86} 1167 154 (75)
Wack 132 32152 (62 371500 421 49 (86) 1117154 [72)
Week 144 30152 (58) 36 153 (8B) 401 49 (82) 1067 154 (69)




Baseline Plasma HIV-1 RNA: 2140,000 cimL
CAB CAB CAB CAB EFV
10 mg 30 mg 60 mg Subtotal 600 mg
H=60 K=60 K=61 HN=181 N=62
RN (%} n/N (%) wh (%) i (%) i {30)
Baseling 0/8 07 0712 0727 0/8
Week 2 1/8{13) 07 g/12 1127 {4) 078
Week 4 278{25) 317 {49) 0112 5127 {19) Qi/8
Week 3 51863} 217 (28 812 {60 151 27 {56) 178 (13)
Week 12 618{75} 217 (29 8112 {75) 17 1 27 {63) 278 (25)
Week 18 678 {63} 41760 271275 18127 {67) 418 (50}
Week 24 618 {75) 517N 2112{75) 0127 (74) 67875
Week 26 618 (75} 5177 841275 20727 {74) 618 (75)
Week 28 878 {75 417 (51 8112 {80) 18127 {67) 718(88)
Week 32 618 {75 517 TN 911275 20127 {74) 718(85)
Week 36 618 {75) 517 (85) 8/12{67 20127 (74 778 (88)
Week 40 678 (75) 517{1) 7112{58) 18127 (67) B18{75)
Week 48 B/8(75) 617 (86) 911275 2127 (78) G/8& (75)
Week 60 618 {75 417150 8112 {60) 18127 (67} 715{38)
Wesk 72 51863 S5I7T[FN 9112 {75) 19727 (70) 718188}
Week 84 678 {75) 577 971275 20027 (74 715(88)
Week 95 478 {50} SI7{TN 8112 {60 17127 {63) 718{838)
Week 108 5/8(83) 577N 7112 (58) 17427 (63)
Week 120 418 (80) SI7T(7N 7112 {58) 16/ 27 {59)
Week 132 518(83) 517 (7 7112 (58) 17127 {63}
Week 144 578 {63) 41750 7112 {88} 16127 (69)

Plasma HIV-1 RNA Response over Time

The proportion of subjects with plasma HIV-1 RNA <50 ¢/mL using
MSDF analysis for the ITT-E Population increased steeply in all CAB
treatment groups from Baseline to Week 4, then tended to plateau starting
at Week 8 onward. There was a slight decline between Week 24 and
Week 36, but in general subjects maintained suppression through the
primary analysis performed at Week 48. The advantage in virologic

response for subjects treated with CAB was sustained for an additional 72
weeks following discontinuation of their background NRTIs and switch to
the two-drug maintenance regimen (CAB plus RPV). All CAB treatment
groups after switch to the sponsor selected CAB 30 mg tablet for the open
label period of the study continued to show good response at Week 144.




Table 5

Proportion of Subjects with Plasma HIV-1 RNA <50 c/mL by Visit -
Snapshot (MSDF) Analysis (ITT-E Population)

Visit CAB CAR CAB CAB EFV
10 mg 30mg 60 mg Subtotal 600 mg
N=60 N=60 N=61 R=181 H=62
n (%) n (%} A (%} n ) n {%)
Baseline 0 0 0 0 0
Week 2 29 {48) 30 (50) 3 (51) 90 (50) 8(13)
Week 4 48 (80) 47 (78) 43 70) 138 (76) 15 (24)
Week 8 §4 (80) 50 (83) 53 (87) 157 (81) 30 (48)
Week 12 £3 {88) 45 (75) 50 (82) 148 {82) 38 (61)
Week 16 (90 50 (83) 53 (87) 157 (87) 46 (T4)
Weel 24 52 (87) 51 (85) 53 (87) 156 (B6) 46 (T4)
Week 25 47 (78) 45 (75) 52 (85} 144 (80) 41 (66)
Week 28 51 {85) 47 [78) 52 (85) 150 (83} 43 (69)
Week 32 &0 [83) 48 (80) 53 (87) 151 (83} 43 (69)
Week 36 51 (89) 49 (82) 52 (85) 152 (84) 44N
Week 40 50 {83) 49 (82 52 (85) 151 (83) 42 (68)
Week 48 43 (80) 48 (80) 53 (BN 149 (82) 44 (1)
Week 60 47 (78) 413 52 (85) 143 (79) 42 (68)
Week 72 43 (712) 44 (73) 52 (85) 138 (7N 42 (68)
\Week 84 43 (12) 45 {75) 52 (B5) 140 (7N 42 (68)
Week 96 41 (68) 45 (75) 51 (84) 137 [76) 39 (63}
Week 108 41 (68) 4372 49 (80) 13373
Week 120 39 (€5) 44 (73) 49 (80) 132073
Week 132 37 (62) 42 (70) 49 {80) 128 (71}
Week 144 35 (58) 40 [67) AT ({IT) 122 (67)

The proportion of subjects with plasma HIV-1 RNA <50 ¢/mL using the
observed case (OC) analysis for the ITT-E Population also demonstrated a
more rapid response for subjects on the CAB treatment arms through
Week 12. By Week 16, the majority (>85%) of subjects across all
treatment arms remaining on study were suppressed (HIV-1 RNA
<50 ¢/mL) with a high response rate persisting through Week 144.




Table B

Proportion of Subjects with Plasma HIV-1 RNA <50 cfmL by Visit -
OC Analysis {ITT-E Population)

Act Rel. CAB CAB CAB CAB EFV
Time 10 mg 30mg 60 mg Subtotal 600 mg
N=60 N=60 N=61 N=181 =62
niN (%) nN (%) N (%) niN (%) N (%)
Baseline 0160 0180 0761 07181 0162
Week 2 28757 (51) 30756 (54) 31759 (53) 90/172(52) 8159 {14)
Week 4 48758 (83) 47 157 (82) 43758 (73) 1381174 {79} 15157 (26)
Week 8 64159 (52) 50756 (89) 53167 (23) 1571172 (91) 30155 (55)
Week 12 65158 {95) 45 /62 (88) §2 /57 {81} 1563 / 167 (92) 391 51 (76)
Week 16 54 157 (95) 51754 (94) 53 /57 (93) 1687168 (84) 45152 (87)
Week 20 51756 (91) 53 164 {98) 55/ 56 (88) 169 7 166 (95) 43147 (91}
Weelk 24 62756 {393} 52753 (98) §3 /566 {85) 157 1165 (358) 46148 (96}
Week 26 47 148 {98) 47 150 (94) 52 /63 (98) 146 F 151 (87) 41744 (93)
Week 28 51751 (100) 49152 {94) 52752 {100) 1521155 (98) 43145 (96)
Week 32 50752 {96) 50753 {94) 53755 (96) 15837160 {95) 43745 (96)
Week 36 51752 (98) 51763 {96) 52 155 (95) 164 7 160 (95) 44745 (98)
Week 40 50752 {96) 511863 {95) 52 755 (95) 153 /160 (96) 42 {45 (93)
Week 48 47181 (92) 49153 {92) 83754 (98) 1497158 (84) 437144 (98)
Week 60 45748 (94) 46148 {96) 62163 (98) 143 1 149 (96} 42144 {95)
\eck 72 43147 (91) 44748 (32) 52752 (100) 1397147 (35) 427142 {100)
Week 84 42146 (91) 45148 (94) 52152 (100) 1397146 (95) 42 142 (100)
Week 96 40745 (89) 47 148 (98) 51752 (98) 1387145 (95) 30740 (98)
Week 108 41743 (85) 44 {46 (96) 49143 {100} 1347138 {37)
Week 120 39741 (85) 46 1 46 (100) 48149 (88) 1337136 (98)
Week 132 38740 (95) 44 146 (96) 49749 {100} 1317135 (87)
Week 144 34737 (92) 42145 (93) 46147 (98) 1227128 (95)




Figure 2 Proportion of Subjects with HIV-1 RNA <50 c/mL (OC Analysis; ITT-E
Population)
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Note: Number of subjects al week 2 were b7, B6, 59, and 59, raspectively, Number of subjects at week 26 were 48,
50, 53, and 44, respeciively.

CD4+ Cell Count Change from Baseline-(ITT-E)

The median increase in CD4+ cell count from Baseline was 185.0 cells/ul.
(IQR 95.0-270.0) in the CAB groups by Week 24. After 24 weeks of
maintenance therapy (Week 48), the median increase in CD4+ cell count
from Baseline was 219.0 ceils/uL (141.0-343.0) for subjects on the CAB
arms. By Week 96, the median increase in CD4+ cell count from Baseline
was 259.5 cells/pL (137.0-355.0) for subjects receiving CAB. By Week
144, the median increase in CD4+ cell count from Baseline was 299
cells/ul. (151.0-465.5) in the remaining CAB groups.




Table 7,

Summary of Baseline Absolute Value and Change from Baseline in

CD4+ Cell Count (cells/imm?) by Visit (ITT-E Population)

Visit CAB CAB CAB CAB EFY
10 mg 30 my 60 mg Subgroup 600 mg
N=60 N=60 N=61 N=181 N=62
Baseling N=60 N=60 N=61 N=181 N=62
Mean (5D) 445 6 (155.60) 4449 (190.93) 459.0(170.64) | 4498 (17216) | 456.5({196.11)
Median~ 416.0 404.0 420.0 4120 4165
{IQR) ~(342.0, 541.0} ~[318.0, 550.5) ~(3430, 548.0) | ~(333.0,548.0) | ~(304.0, 651.0)
Week 2 N=57 N=56 R=59 N=172 N=59
Mean (SD) 926 (112.44) 79.5{118.15) 91.7 (127.92) 88.0{115.23) 24.8 {13847
Median~ 80.0 1015 &8.0 890 25,0
_{IQR) ~(31.0, 146.0} ~{-17.5, 150.5) ~{10.0, 145.0) ~{10.5, 149.5) ~(-35.0, 83.0}
Week 4 N=58 N=57 N=59 N=174 N=5T
Mean (80) 136.4 (1657.36) 76.9 (107.01) 88.2 (110.01) 1006 {(128.81) 46.0 {106.35)
Median~ 1130 7o 83.0 925 48.0
_{IQR) ~(63.0, 173.0} ~{14.0, 145.0) ~{25.0, 151.0} ~(24.0,161.0) ~{-3.0, 98.0}
Week 8 N=58 N=56 N=57 N=17{ N=55
Mean (3D} 128.9 (123.47) 117.8(13219) | 805 (148.25) 112.8 (135.20) 65.6 {120.25)
Median~ 136.5 1205 &8.0 1230 £9.0
1QR) ~(69.0, 177.0} ~{39.5, 198.0) ~4.0, 177.0} ~{35.0. 178.0) ~{22.0. 144.0)
Week 12 N=58 N=53 N=57 =168 =51
Mean (5D) 140.5 (142.86) 140.8 (160.02) 145.2 {142.24) 1422 (149.11) | 103.4{125.39)
Median~ 1165 163.0 160.0 146.5 930
{1QR) ~{40.0, 221.0} ~{f2.0, 207.0) ~{64.0, 231.0) ~(67.5,2235) | ~{21.0,182.0)
Week 16 57 54 57 168 52
Mean (50} 159.3 {115.36) 142.2 (145.64) 148.3 {131.81) 150.1 (130.66) | 1355 {153.48)
Median~ 131.0 1587.0 1410 1405 125.0
{IQR) ~({78.0, 235.0} ~(89.0, 228.0) ~{73.0, 252.0) ~(79.5, 236.5) ~(48.0, 253.5)
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Week 60 48 47 5 143 45
Mean'(SD) 217.7.(152.92) 269418834 26115603 | 2515(16656) | 263.3 (181.19)
Madizn~ AEE 250 210 425 %65
| (1GR) ~{1115,3030) | ~(1300.3%8.0) | ~(156.0.371.0p | ~(1335,3535) | ~(1440,3530h
Week 72 L1 48 . 52 ' 147 42
Mean (SD} 232.0{19105) 142065y | 2540018926) | 2208{19550) | 257.1(216.41)
Median~ 181.0 2085 215 250 2085
{QR) ~(90.0, 338.0) ~{34.0,352.5) ~{160.5.325.0) | ~(117.0, 3390} [ ~(94.0.3550)
Week B4 45 48 52: ] 146 42
Mean (SD) 2615{171.65) 287.0 (207.10y Zief(iesaty | 275818120 | 279.4(191.30)
Madan~ 2430 P ] 2550 2574 585
| {IQR} ~{142.0, 385.0) ~{1695 4105 | ~(1780,3530) | ~1166.0,389.0) | ~(157.0, 351
Week 96 46 46 52 121 4
Mean (SD) %94 20432 267.5(1%.27) B62(161.50) | 274.8(19250) | 281.7(23290)
Mzdian~ 2%5 2495 275 2595 2390
{1GR) ~{135.0 359.9) ~{1180 348.0) | ~(1505,355.0) | ~(137.0.3550) | ~(158.0 415.00
Week 108 a3 a6 49 128 0
Mean (8D} 295.2 215.21) 304.3{195.30) 2884 {184.6%) | -295.1 (196.79) -
Median~ 2480 2690 2594 2630 -
| {1QR) ~{1430.3%80) | ~(185.0.4420) | ~(1460.M120) | ~(158.0,415.0)
Week 120 4 46 49 126 0
Mean (SD) X6.1 (17309 2793 (181.10) 07222539 | 2854 (19937) -
Medmn~ 2630 155 2fad 264.0 -
{iQR) ~177.0,.3780) | ~(184.0,3850) | ~(1550,430.0) | ~(1755,461.0)
Week 132 40 I 49 135 0
Mezan (SD) H71(167.59 352 (184.98) HN3I2(168.30) | 3007 (17278). -
Medan~ 2%4 2920 KIx1) 3040 -
(GR ~{1930,480.0) | ~{195.0,402.0) | ~{208.0,3820) | ~(196.0, 402.0)
Week 144 37 5 45 128 0
Mean (SD) B0.7.22542 308.8 (224 63) 3224{22457) | 32002324 -
Medan~ 3029 234 3275 2994. -
(1QR} ~{169.0, 410.0) ~{146.0, 504.0) ~(1440 4520) | ~{151.0,4655)
Nnte: Baseling values are actusl CD4+ Cell Count {cellsfmm?) valuss:
Virology
Three subjects met PDVF criteria during the Open Label Phase between
Week 96 and Week 144: 2 subjects who were originally randomized to
CAB 10 mg (Weeks 108 and 132) and 1subject to 30 mg (Week 132). The
3 subjects are described below:
The 10 mg CAB + RPV subject that met the definition of PDVF (virologic
rebound) at Week 108 had a V151V/I mutation (not a primary INT
resistance mutation) with a 1.05-fold change to CAB. The subject had




385 ¢/mL HIV-1 RNA at Week 108. The confirmatory HIV-1 RNA was
772 ¢/mL HIVI RNA.

The 10 mg CAB + RPV subject that met the definition of PDVF (virologic
rebound) at Week 132 had treatment-emergent NNRTI mutations K101E
and M230M/L with a 12-fold change to RPV. The subject had 836 ¢/mL
HIV-1 RNA at Week 132. The confirmatory HIV-1 RNA was 1727 ¢/mL
HIV-1 RNA.

The 30 mg CAB + RPV subject that met the definition of PDVF (virologic
rebound) at Week 132 did not have any treatment-emergent mutations.
The subject had 908 ¢/mL HIV-1 RNA at Week 132. The confirmatory
HIV-1 RNA was 211 ¢/mL HIV-1 RNA.

21. Safety results

The data in this section address the secondary objective to evaluate the
safety and tolerability of 10, 30, and 60 mg of CAB once daily in
combination with 2 NRTIs through Week 24 and as part of a two-drug
combination maintenance ART regimen with RPV, through Week 144.
The results are from the first Phase IIb study administering oral CAB to
antiretroviral naive HIV-1 positive subjects. This study is currently
ongoing; results presented here are through the cutoff date of
20March2016- date of database release.

A sensitivity analysis was conducted to exclude 11 subjects from 1 site
due to suspected violations of GCP. Accordingly, this sensitivity analysis
demonstrated that the data issues identified at this site had minimal to no
impact to the key safety endpoint analyses.

Adverse Events

There were no new trends/signals through Week 144 identified for
subjects continuing in to the open label phase of the study. The most
commonly reported AEs among subjects receiving CAB at Week 144

(were upper respiratory tract infection (21%), diarrhea (11%), and




bronchitis (8%).

Table § Summary of Common (>=3% Overalf) Maintenance Treatment-
Emergent Adverse Events by Overall Frequency (Safety
Maintenance Population)

Dictionary-Derived Term CAB CAB CAB CAB
10 mg 30mg 60 mg Subtotal
N=52 N=53 H=55 N=160
n (%) n (%6} n {3) n (%)
Any event 38 [73) 49 (52) 50 (81) 137 (86)
Upper respiratory tract infection 201N 13 (25) 12 (22) 34 (21)
Diamhoea 5 (10} 7(13) 5 () 17 (11)
Bronchitis 4(8) 3(6) 6 (11) 13 (8)
Fatigue 4 (8) 5(9 3(5) 12 (8)
Depression 5{10) 24 35 10 (6)
Back pain 3(6) 2[4 400 9 [6)
Insomnia 3(6) 2 (%) 5 (9) 10 (6)
Nasopharyngitis 24 4(8) 2(4) 8 [5)
Nzusea 0 @ 8 (15 1N
Syphilis 510 48 12 10 (6)
Gonorrhoea 4(8) 4(8) 3(8) 11
Pharyngifis 4(8) 2(4) 3(5) 9 (6)
Rash 1(2) 6011 2 (%) 3 (6)
Seasonal allergy 1(2) 3 (6) 4(7) 8 (5)
Cough 3 (6 2 {8 1(2) 64)
Lymphadenopathy 2{4) 1(2) 4 7@
Anggenital warts 204 1(2) 40 74
Folliculifis 1({2) 2(4) 35 64
Headache 2(4) 3(6) 2(4) 7(4)

Drug-Related AEs

Note: Common adverse evenis are those with >=3% overall incidence.

At Week 144, the most frequent drug-related AEs, as assessed by the
investigator, that occurred in the CAB treatment group were headache,
nausea and abnormal dreams, all at 3%.




Table § Summary of Maintenance Treatment-Emergent Drug-Related
Adverse Events (»=3% in any arm) by Overzall Frequency (Safety
Maintenance Population)

Preferred Term CAB CAB CAB CAB
10 mg 30 mg 60 mg Subtotal
N=52 N=53 N=55 N=160
a {3} n {%) n (%) [ (%)
Any event 8(15) 12(23) 10(18) 30(19)
Headache 2(4) 2(4) 1(2) 5(3)
Nausea 0 0 4N 4(3)
Abnormal dreams 1(2) )] 3(5) 4(3)
Fatigue 0 2(4) 0 21
Depression 1(2) 0 2 32
Diarriicea 0 2(4) 0 2{1)
Memory impainment 0 2 (4) 0 2(1N

AEs Leading to Withdrawal of Investigational Product

The proportion of AEs leading to withdrawal through Week 144 was low
across all CAB arms (3% of all patients). All individually reported AE
preferred terms resulting in withdrawal had an incidence of 1 subject in
any arm.




——

Table 10 Summary pof Maintenance Treatment Emergent Adverse Events
Leading to Withdrawal/Permanent Discontinuation of Investigational
Product {Safety Maintenanee Population)

System Organ Class CAB CAB CAB CAB
Preferred Term 10mg 30 mg 60 mg Subtotal
N=52 N=53 N=55 N=160
n {%) n %) n (%) n ()
Any event 1(2) 2(d) 1(2) 4(3)
Psychiatric disorders
Any event 0 0 1) 1(<1)
Anxigty disorder 0 0 13 1<)
Investigations
Any event 13 0 0 1{<1)
Hectrocardiogram abnormal 1(2) 0 0 1(<1}
Transaminases increased 0 0 0 0
Infections and infestations
Any event 0 1(2) 0 1(<1)
Actite hepatitis C 0 1(2) 0 1(<1)
Meoplasms benign, malignant and unspecified {incl cysts and polyps)
Any event 0 1(2) 0 1{<l)
Burkitt's lymphoma 0 1{2) 0 1{<1)

Serious Adverse Events

Post-Baseline through Week 144, 15 (9%) of CAB subjects reported a
SAE. None of these events were considered drug-related.




Table 11 Summary of Serious Maintenance Treatment Emergent Adverse
Events by System Organ Class (Safety Maintenance Population)

System Organ Class CAB CAB CAB CAB
Preferred Term 10 mg 30mg 60 mg Subtotal
N=52 N=53 N=55 N=16D
n (%) n (%) n (%) o (36)
ANY EVENT 5{10) 5(9) 5(9) 15 (9)
Infections and infestations
Any event 2(4) 2(4) 3 (5) 7{%)
Cellulitis 1(2) ¢ 0 1(<1)
Pneumonia 1(2) 1(2) 4 2{1)
Shigella infection 13 0 0 1(<1)
Abscess 0 0 1(9) 1(<1)
Abscess intzstinal 1] 0 1(2 1<) ||
Appendiceal abscess ) 0 1{2) 1{<1)
Appendicitis 0 0 1{0 1(<1)
Osteomyelitis 0 0 1) 1(<1)
Sepsis 12 0 0 1(<1)
Staphylococcal infaction 1{2) 0 0 11}
Viral infection i 1{2) i 14<1)
Gastrointestinz| disorders
Any event 13 1) 1) 3(2)
Colitis 1{2) 1(2) 0 2(1)
Enteritis 0 0 112) 1(<1)
Gastrointestinal hemaorrhage 0 Q 0 0
Psychiatric disorders
Any event 1) ¢ 2(4) 312
Mania 0 0 12 1{<1)
Substance-induced psychatic diserder 0 0 1{2) 1(<1)
Suicidal ideation 1(2) 0 g 1({<1)
Cardiac disorders
Any event 112) 0 0 1(<1)
Afrial lutier 112) 0 0 1{<1)
General disorders and administration site conditions
Any event 0 12 0 1(1)
Chest pain 0 1{2) 0 1 (<1}
Neoplasms benign, malignant and unspecified {incl cysts and polyps)
Any event 0 1{2) 0 1{<1)
Burkitt's lymphoma 0 1{2) 0 1(<1)
Nervous system disorders
Any event 0 1{2) 0 1({<1)
Headache 0 1(2) 0 1{<1)
Respiratory, thoracic and mediastinal disorders
Any event 0 1{2) 0 1i<1)
Puelmonary embolism 0 1{2) [A] 1 (<1}




Deaths
[No deaths had occurred in this study at the time of the Week 144 analysis.
Suspected Abacavir Hypersensitivity

There were no suspected abacavir hypersensitivity reactions reported in
this study at the time of this analysis.

Clinical Laboratory Evaluations

Clinical chemistry laboratory parameters of special interest were defined
prior to the start of the study as those of specific clinical relevance to the
study (ALT, aspartate aminotransferase [AST], Creatine Kinase,
Creatinine, Total Bilirubin and Total Neutrophils). The rate of any grade
lab abnormality of special interests was 53% in the CAB subjects. This
was driven by a higher rate of Grade 1 and Grade 2 abnormalities. Grade 1
to Grade 4 ALT, AST and Creatine Kinase occurred at a frequency of,
17%, 17% and 19%, respectively.




Table 12 Summary of Maximum Mairitenance Treatment Emergent Laboratory
Toxicities Parameters of Special Interests (Safety Maintenance

Population)
CAB CAB CAB CAB
10 mg 30mg 60 mg Subtotal
N=52 =53 N=5% N=160
n (%) n (%) n (%) n (%)
ALL PARAMETERS ) )
Grades 110 4 77 (57) 24 (45) 33 (60) 84 (53)
Grades 2 o 4 10(19) 13 (25) 14 (25) 37 (23)
Grades 3 tp 4 7(13) 6(11) 4(7) 17 (11)
Grade 1 17 (33) 120 19 (35) A7 (29)
Grade 2 3(6) 7{13) 10 (18) 20 (13}
Grade 3 3(8) 2[4 1(2) B (4)
Grade 4 4@ 4(8) 3(5) 11 (7)
-Atanine Amino Transferase (1U/L) ]
Grades 1104 7{13) 12 (23) 8 (1) 27 (17}
Grades 2104 2{4) 4(8) 1(2) 7 (4)
Gradas 310 4 i 102 0 1<)
Grade 1 6 (10) 8 (15) 7(13) 20(13)
Grade 2 2(4) 3(6) 1(2) 6(4)
Grade 3 0 0 0 0
Grade 4 0 1{2) 0 1{<h)
_Aspartate Amino Transferase {IU/L) L o
Grades 110 4 7{13) 12 (23) 8 {15 27 (17)
Grades 2to 4 4(8) 8 ({11) 3(5) 13(8)
Grades 3 o 4 1(2) 1{2) 0 2(1)
Grads 1 3{6) 6(11) 5(9) 14.(9)
Grads 2 3(6) 5 (3) 3(5) 1Gq)
Grade 3 1(2) 0 0 1(<1)
Grade 4 [ 1(3) [ 1(<1)




Creatine Kinase:{IlifL) TR -
Grades 1104 1121 8{11) 14 (28) 31(186)
Grades 2 1o 4 5 {10) 5 (9) 7(i3) 17 (1)
Grades 310 4 5{10) 4(8) 3@ 12 (8)
Grade 1 6(12) 12) 7(13) 14 (9)
Gtads 2 0 1(2) 47 B (3]
Gradz 3 2 (4) 2(4) 2(4) 6 (4)
Grade 4 3 (6) 2 {4y 1(2) 6{4)
Creatinine (UMOLIL) : - s ‘
Grades 1104 0 i 12 1(<1)
Grades 2104 { 1] 0 0
Gradesdto4 0 1] Q0 0
Grade 1 0 0 1{2) 11
Grade 2 iH 0 0 4
Grade 3 4 ] 0 [i]
Gratde 4 G 0 0 0
_Tofal Biltubin (UMOLRL) _ e
Grades 1104 7 (13 3 (6) 8(15) 18(11)
Grades 2104 12 7(4) 2{4) 5(3)
Gredesd o4 0 0 0 0
Grade 1 6 (1) 1) 6 (11} 1318)
Grade 2 103 2{4) 2(4) 5(3)
Grade 3 0 0 0 0
Grade 4 0 4 Q 0
Total Neutrophils {Total ANC - Total Absolute Neifttophil Count) {GUL) ' '
Grades 1104 6{12) 8(9) &{15) 19 {12)
Grades 210 4 201 2{4) 47 &(5)
Grates 310 4 ) i3 1(9) 13}
Grade 1 4(8) 1 18) 4(7) 11(7)
Grade 2 0 1{2) 3(5) 43}
Grade 3 1) 0 0 11)
Grade 4 12 1(2) 1(2) 3(2)

Note: Lipid parameters only summarised on fasting data.

Note; This table summarizas the maximum grade seen during the maintenance phase of the study tat was kigher

than the grade the subject had when they entered the mainienance phase at ‘Week 24,

Urinalysis

There were no clinically significant trends in urinalysis results between
CAB arms and EFV or between CAB dosing arms.

Electrocardiograms (ECG)

ECGs were collected at Baseline, Day 1 and Weeks 2, 4, 12, 24, 26, 28,




36, 48, 60, 72, 84, 96, 108, 120, 132 and 144. Most subjects had a change
from Baseline in QTcB or QTcF <30 msec. Four CAB subjects had an
isolated ECG on study with a QTcB or QTcF change from Baseline >60
msec. None of the observed QTe changes were subsequently confirmed by
triplicate ECG and no subject discontinued therapy as a result of a change
in QTc intervals.

Table 3 Summary of Change from Baseline in QTc Values (Safety

Population)
CAB CAB CAB CAB
0 my 30 myg 60 mg Subtotal
N=60 N=60 N=61 N=181
n (%) B {%) n (%) n (%)

Maximum Oa-treatment change QTcB (msec)

n 42 60 A 136
<30 3071 34 (68) 21(70) 95 (70)
>30to <60 10 {24) 15 (30) 12 (27) 37 {20
>80 215) 12} 1(3) 413
Maximum On-treatment change QTcF (msec)

N 42 &0 44 138
=30 37 (38} 41 (82) 32 (7 110(81)
>30 10 <60 37 8{16) 11 (25) 22 {16)
>60 2{5) 1(2) 123} 4 (3)

Vital Signs

Vital signs were assessed at Day 1, Weeks 2, 4, 12, 24, 26, 28, 36 48, 60,
72, 84, 96, 108, 120, 132, and 144. No significant patterns of changes in
vital signs were identified in any treatment group.

Pregnancies

INo pregnancies have occurred prior to this analysis.

22. Conclusion (summary)

* Based on the ITT-ME population, CAB plus RPV demonstrated
durable virologic suppression through 144 wecks of treatment.
Subjects who entered the Open Label phase and switched to CAB

30 mg oral continued to remain virologically suppressed, with few




non-virologic discontinuations or virologic failures.

e Overall CAB + RPV has been well tolerated, with few AEs leading
to withdrawal, none drug related.

» These data support the selection of CAB 30 mg + RPV 25 mg for
future use to support long acting (LA) therapy as either an oral
lead-in and/or bridging supply.

e The results continue to support the evaluation of all-injectable
regimens of CAB LA + RPV LA as maintenance therapy.

Applicant (registration certificate holder) K@\ C/‘\/\_,;

(signature) o~

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 }




3BiT npo kainiune BunpobyBanus - 24
Ko sunpobyeanus - LAI116482: Tuxaens 144

1. Haspa nikapcbkoro 3acofy (3a HastBHOCTI - HOMEp peecTpalifiHoro
OCBIAYEHHS)

2. 3aABHUK

BiiB Xenckep IOK Jlimitex

3. BupobHuk

Bupodnuurso HeposdacopaHoro IPOAYKTY, AEPBHHHE TA BTOPHHHE
NAKyBAHHSA, KOHTPO.Th AKOCTE TOTOBOT0 MPOAYKTY, BUNYCK cepil
['naxco Onepeitinc YOK Jlimiten, mo sene aisnbHicTs gk [nakco Be/LikoM
Onepeiimnc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome
Operations)

Xapmip Poyn, Bapuapn Kacta, DL12 8DT / Harmire Road, Barnard Castle,
DL12 8DT, Benuka Bputanin

Crepnaizanis (ramma-onpominenna A®I ta rorosore NPOIYKTY)
Crepirenixe Besnbris (Onsopyc) CA (Corepa Xenc Kamnai) / Sterigenics
Belgium (Fleurus) SA (A Sotera Health Company)

3ouinr lupactpiens, Asenio e n’Ecneparc, ®uwopyc, 6220/ Zoning Industriel,
Avenue de |’Espérance Fleurus, 6220

bensris

4. ITpoBeneni nOCHimKeHHA:

v Tak Hi, AKIO Hi, 00rpyuTyiiTe

1) T nikapcekoro 3acoBy, 3a axuM npoBoaMnacs abo NNAHYETECH
peecTpanis

HMikapebkuit 3aci6 3a noBHMM ACChE (ABTOHOMIIE nocke), IHUIME TiKkapCbKuii
3acid, HOBa AIFOYA PEYOBHHA.

5. [ToBHa Ha3ea KiHIYHOrO BUNPOGYBAHHS, KOJOBAHHI HOMEp KJHHIYHOrO
BHNPOOYBaHHSA

Mociokenns KianasoHy 103 MepopansHoro npenapaty GSK1265744 y
KOMOIHAWIT 3 HyKITeO3MAHMMHE IHTiBiTOpaMu 3BOpOTHOT TPAHCKPHIITA3H s
iHayKuii Bipyconoriuxof cynpecii BUJI-1 3 nogansuoro oujnkoo MiATPUMAHHS
BipyconorivyHoi cynpecii npu 3actocysaui MepOpanLHOTO penapary

GSK 1265744 y kombGinauii 3 nepopansium punnisipurom (RPV) y BLJI-1-
iHIKOBAHUX IOPOCINX CyB'eKTiB, K OTPUMYIOTE AHTHPETPOBIPYCHY Tepaniio, -
pesyneratd 144 Tk, nocnimxenns LAII 16482,

[HUIT NPOMDXKHI 3BiTH, NOB'A3aHi 3 LIUM AOCITIIKEHHSM, [IEPEPAXOBAH] HIDKYE,

LAI116482 3gir 3a 24 Twxaens: (Homep noxymenta GSK 2013N168724 00)
LAI116482 3gir 3a 48 Twxaens: (Homep noxymenta GSK 2013N180642_00)
LAI116482 3pir 3a 96 Trowmens: (Homep aokymenta GSK 2014N2160 14 00)

6. Pasa KninivuHoro BUNpoSyBaHHA

(Daza 2b

7. Ilepion kniniunoro BunpofyBaHHs

3 [06 cepnina 2012] — [18 rpyans 2015]




8. KpaiHu, B IKHX NPOROMHIIOCS KINiHIYMHE BUMPOOYBaHHA

CILIA, Kanana

9. KinbKicTs JOCTinsyBaHHX

BananosaHo: 200
thakTHIHA KINLKICTE CY6'exTiB noCHimreHHs: 244

10. MeTa Ta BTOpPHHHI LTI KNiHIYHOrO BUMPOOYBaHHS

epBHHHI:

Iini6paru nosy xaborerpasipy ( CAB, GSK1265744) mmx noganbuwoi
OL{HKH B paMKaX KOMBiHOBaHOT aHTHpeTpoOBipyCHOT teparnii ( ART)
ABoma npenapatamu 3 RPV nporarom 24 Tuskuip, micas 24-THkHEBOro
igAyxuiiHOro nepioay npuitomy CAB 3 2-HyK/I€03HIHHM iHriditopom
3B0poTHOT TpaHckpurrask ( NRTI), y nanientis, indikopanux sipycom
iMyHonediuuTy mopunu tuny 1 (BUI-1), ki He npuitmans
aHTHPETPOBIPYCHHX Ipenaparis.

Bropunni:

3aranbHi BTOPHHHI Uini:

Ouinntu 6e3neky, edexTrsHicTb Ta nepeHocHmicTs 10, 30 Ta 60 Mr
CAB onuH pa3 ua 106y y komGinaufi 3 2 NRTI ta y cxmani
xom6inosanof cxemu ART 3 1Box npenaparis 3 RPV, nopisksso 3
edasipenniom (EFV), 2o 96-ro Tinkus;

Ouivury Brnue 10, 30 ta 60 Mr KAB na oxpemi Bipyconoriuui Ta
MyHonoriani Mapkepu BUI-iudekuil npotsrom 96 TikHiE.,

[Hayxkuiftna $asa - kOHKpeTHi BTOPHHKI Lini:

TNinidparu Ta nixreepantu 103y CAB y komGinauii 3 2 NRTI no 24-ro
THXHA 1A IHIYKUIT Bipyconori4Hor cynpecit;

OuiHuTH MPOTHBIpYCHY AKTHBHICTL, Ge3neky Ta nepeHocumMicTs 10, 30
Ta 60 mr CAB omun pa3s Ha no6y nopisusno 3 EFV y komGinauii 3 2
NRTI no 24-ro Trxus;

Oxapaktepusysati dapmakoxinetuuni ( PK) napamerpu CAB Ta
JOCIIMTH B3a€MO3B'30K "eKCIIO3HIIA-BLANORIAL" (HAaNpHKNaL,
B32EMO3B'A30K MDK ekcnosuuieio CAB y nnasmi kposi Ha 2-My Ta 12-My
TIKHAX Ta BipYCOJIOr4HOIO BIAANOBIAMO 260 BUHUKHEHHAM MOBIYHMX




peakuiit (TTP) 1o 24-ro Trxus);

OuiHHTH PO3BHTOK pe3HCTEHTHOCTI Bipycy nio CAB Ta immmx
nocainxysauux ART y cy6'exris 3 BipYCONOTIYHOIO HeBIa4er) 10 24-ro
THKHS;

OuinuT Brntus pisuux femorpadiunmx dakropis Ta NPUXWIBHOCTI 0O
JiKYBAHHA Ha NAPAMETPH EKCTIO3HLLIs-BiMoRi ALy CAB 10 24-ro
THIKHSL

ETan TexHiuHOro 06cnyroByBaHHs - KORKPETH] BTOPUHHI Iini:

Ouinnry 3naTHiCTs cxemu ART 3 2 npenaparis, Mo cxiagactsea 3 CAB
nnroc RPV, nintpumysath sipyconoriuny cynpeciio 10 96-ro TisiHs y
NALIEHTIB, AKi AOCAMIIM PIBHS pHOOHYKACTHOBOT KMCTOTH (PHK) BLJI-1 y
mta3Mi kpoei <50 ki/mn Ha 24-my THXHI iHAYKUiHEOT pasu Ha Tni ART
3 noAgikiHam NRTI;

Ouinnry Brinus 10, 30 T2 60 mr CAB ta RPV ua OKpeMi BipycoNioriuni
Ta iMyHonoriuHi Mapkepu BINI-1 indeknii 3 24-ro mo 96-ii THKIEHB,

OuituTy 6e3neky Ta neperocumicts 10, 30 Ta 60 Mr CAB ta RPV 3 24-
ro no 96-i TuxaeHs;

Oxapaxrepusyeatu napametpu PK CAB Ta RPV Ta nocnigutu
B33EMO3B'I30K MK KCIIO3MLIE0 Ta BiANoBiI0 (nanpuknan,
B3a€MO3B'130K MK excriosuuicio CAB ta RPV y nnasmi KpOBI Ha 26-My
Ta 36-My THXHSX T4 BIpYCONOriUHOK BIATIOBIRIIO 260 BHHUKHEHHSM [IP
3 24-ro no 96-ii tikneus);

OuiHHTH po3BUTOK pesucTeHTHOCTI Bipyey no CAB Ta RPV y cyD'ekrin
3 BIDYCOOTIUHOKO HeBlauero 3 24-ro 1o 96-i THXKHEHE;




*  OuinnTy BruMe pisHux AeMorpadivHux GakTopis Ta NPEXMARHOCTI 10
JKYBaHHA Ha MapamerTpH "ekcrnosulis-pimmosins" CAB ta RPV 3 24-ro
no 96-H TIKAEHD.

11. [Tuzaiin kniniyHoro BHIpoGyBaHHs

locnimkenns dazu 2b 3a yuactio BUI-1-indikosanmx 10pociux namieHTis, ki
He oTpuMyBanu ART, criananocs 3 2 vacthu: iHaykuiiinol dasu Ta dasu
MiATpUMYIO4OT Tepanii. [Haykuiiina thaza ciamganacs 3 24-THKHEBOT OIIHKH
nianasony 103 CAB y cninex mosax 10 Mr, 30 Mr Ta 60 Mr oqun pas Ha 100y Ta
CYHACHOT KOHTPONBHOI rpyIH Bidkputoro npemapaty EFV 600 mr ouH pas na
106y. @onosum noasitinuM NRTI ng seix py6puk 6y rabnetku
abakasip/namisynun (ABC/3TC) abo TeHodopip/eMTpuiMTabin (TDF/FTC) v
dikcosaHit nosi (FDC), Ha uGip mocnifruka. Panmomizauis Gya
CTPAaTH(IKOBAHA LTIXOM CKPHHIHTY BIDYCHOIO HaBaHTAXEHH: Ta BUGOPY
tporosoi NRTI. CAB y cninkx nosax oaus pas Ha 106y 8 koMbiHauit 3
thoHosumu NRTI ouinioBany Ha ocHOBI IPOTHBIpYCHOT aKTHBHOCTI, He3nekH Ta
PK Bnponosx 24 Tikris. CyG'exTd, paHioMizoBaHi KO rpymiy, wo MicTHIa
CAB, ski yenitHo 3asepuuny 24 TuxHi JOCH{DKeHHS Ta NpOoIeMOHCTPYBAIH
Bipyconoriuny cynpecito (Busnaueny sx PHK BIJI-1 y mna3mi KpoBi <50 ka/ma
10 24 TikHA, 6e3 03HaK BipYCONOTiYHOrO BiHOBNIEHH ), BYIH BKITIOYEH] 10
(pasu nigTpusMytouol Tepanii uporo gocaimxenns. ITix vac dazu M ATPUMYIOUOT
repanil gonosi NRTI rinminstotees, a cxeMa ART cripounyersca 1o
paHzoMizoBanoi o3k CAB y xomGinauii 3 RPV 25 Mr onue pas Ha noQy
NPOTArOM 0AaTKoBHX 72 TwxHiB. ITin vac dasu miarpumylouot Tepanii
OUIHIOBANHM 31aTHICTb LieT cxemu ART 3 2 npenaparis miaTpumysats
BIpYCOJIONiuHY CYNpecito npoTarom 48-ro, 72-ro Ta 96-ro THkKHIB. YuacHUKH,
panoMizosaHi B rpyny EFV, nponosxcysanu npuitmaTu paHnomizoeamy cXeMy
miKyBanHa 20 96-ro TKHA, nicas woro 1x Byne BUKIIOUeHO 3 ocnimkenns. Ha
96-My TibkHi BCI yuacHUKH, paHIOMi30BaHI Ha cxeMy, 110 MicTuTs GSK 1265744,
i Akl yeniurto 3aBepiunny 96 TrKHiB NiKyBaHHS, NPONOBKYIOTH OTPHMYBaTH
noctyn 1o CAB (y subpaniii ciorcopom ao03i 30 Mr) i RPV 25 Mr B pamkax
BIAKPHTOT (pasu.

12. OcHOBRI KpuTepil BKIOYEHHS

OCHOBHHMH KPHTEPIAMH BKIIOYEHHS BYAH:

¢ BUI-1-indikosani oco6u Bikom >18 poxis;




¢ BUI-1 indeknis 3anokyMeHTOBaHa 22 JONOMOrOI0 ckpuRinry PHI{ BIJI-
| nmasmu >1000 ¢/
e Kinekicts CD4+ knitvi >200 titTHa/MM3 (a0o BHILE BimnoeigHo o
MICLIEBHX peKOMEHaii);
* He otpumysanu ART, To6T0 Manu <10 auie nonepenLoi Tepanii 6yne-
AKMM aHTHPCTPOBIPYCHHM NPENIapaToM (iC/s BCTAHOBICHHS 1iarHo3y
BUI-1 (6yns-sxa monepenus repanis inriGitopom BIJI-iuTerpasu ato
HEHYKJIEO3HIAHHM iHriGITOPOM 3BOPOTHOT TPARHCKpPHITTazy Gyia
BHKJIIOYEHA).
13. Hocnimkysanumii nikapcbknii 3aci6, cnocif 3acTocyBaHHA, Cuna mif flocninxysanuk npoaykr  Miunicts 7a ynaxoexa Houepu cepii
CAB abneTkut no 10 mr; no 34 7abnetk ¥ (hnakos] 121363627,
122365380,
122369296,
132376804
CAB TabneTk no 30 wr; o 34 Tabnet y dpnaxowi 121363628,
122365367,
122366285,
122369992,
132372541,
132375537,
132378667,
142385023,
142386126
RPY Tafinetky no 25 Mr; no 30 TaGReTk: ¥ NaKoHi BLLOEOD,
DLC5401,
IDHL5603,
EFLOJO1
14. TIpenapar nopiBHsHHA, A03a, cnoci6 3acTocyBaHHs, cHAA A ocnigKyBanuid Npoaykr  [MiumicT Ta ynakoesa Homepy cepii
CAB Mnayebo ana PTM CAB; 34 7aBneTky ¥ dhnakoHi 121363629,
nopieHAHKA (PTM)
122367705,
132377466,
132371244
EFY [Tabneviu no 600 Mr; no 30 Taretin y pnaxoHi [2B72627,
2070625,
3081876,




| Pur7954 |

15. CynyTHs Tepanis

JlozBoneni npenapary: CymyTHi npenapaty (penenTypHi Ta 6e3penenTypHi)
MOBHHHI GyNnH MpU3HAYATHCA TINBKM 32 MEAMYHUMH TOKa3aHHAMH T 9ac
moci/pkeHHs . 3aoxouypanacs xiMionpodinaxruxa BUI-acouiioBanux cTaHis,
K110 1te OYNI0 NoUinbHO, HA po3cyl cyb'ekTa Ta Horo nixaps. Bei eymyTHi nikm,
petiapaTd KpOBI Ta BAKUMEH, TpHiinaTi nin yac pocnimuenns, Gyiu
3apeecTpoBaHi B eJIEKTPOHHIN KapTLl nauieHTa i3 3a3HaueHHIM AaT npuiiomy.

Ockinbku BakuuAK He TPOTH BIJT MOKYTEL BUKIHKATH THMYACOBE MiABHIIEHHs
pieast PHK BIJI-1 y nnasmi kposi, 32 HeoGXiNHOCTI BAKIMHM BBOTMIHCS T Yac
abo ofipasy nic/iA UIAHOBOTO BI3WTY, Tic/s TOro, siK Gyny B3ATI BC naboparopHi
ananizu. Le miriMisyBamo pusHk Hecneuwudiunoro rinuwenns pists PHK BUT-
1 y nnasmi npu HacTyMHOMY IIaHOBOMY 0OCTEKEHH].

AHTALHIHI [Ipenapaty, o MICTATh ABOBANGHTH] KATIOHH (HaNpUKIaT,
AMOMIHIH, kanbuii i Maruiit), cnix npuitmaTy wonaiiMenwe 3a 4 roauay 10 a6o
oHalMeH1e 3a 4 roguuy nicnd npuiiomy 744 i RPV, a H2-anTarouictu cnig
MpHiiMaTy ulonaliMerne 3a 12 roant a0 abo moHaliMette 3a 4 roMRY micns
npuiiomy 744 i RPV. OnHoyacHH#H npuioM nonisitaminis 6ye npuiiHATHUM,

DOHOBI aHTUPETPOBIPYCHI NIPENapaTH HE BBAKATHUCS IHTEIEKTYAILHOIO
BriacHicTio. DOHOBA aHTHPETPOBipYCHA Tepaliis, BIIOYAIOUH TaBAeTkH
ABC/3TC ta TDF/FTC, a Takox 403BOJIEH] IPOTOKONOM npenapaTy A 3aMiHu
INRTI y Bunanxy nikyBaHHT TOKCHYHOCTI, 6yJia 3apeecTpoBaHa Ha CTOpIHLI
«CytyTna anTupetpoBipycha Tepanis eCRF» B InForm.

16. Kpurepii ouinku edexrurHocTi

[lepBuuni:

¢ [lepBHHHOM KiHUEBOIO TOMKOIO € uacTka mavienTis 3 PHK BIJI-1 <50
ki1/Mn Ha 48-My THOKHI Ha OCHOBI nonynALiT Intent-to-Treat-Exposed
(I'TT-E) 3 BuKkopucTannam anroputMy Missing, Switch, or
Discontinuation equals Failure (MSDF). BuGip no3u rpyHrysascs
HacaMnrepe Ha NPOTHRIPYCHiH AKTMBHOCTI T MEPEHOCHMOCTI B
MOEHAHHI 3 IMYHONOrHHUMH NOKA3HHKaMH, HE3I1EK0I0,
BIPYCOMIOrYHOIO PE3UCTEHTHICTIO Ta NMoKasHHKamu PK.

Bropnnmni:




3arafbHi BTOPMHHI KiHNERi TOUKH:

aza iHIYKLT - KOHKPETHA BTOPHHHEA KiHUEBA TOMKA:

Hacrka cy6'exris 3 PHK BUI-1 y mutasmi kposi <400 Ta <50 wi/mi 3
MIHHOM 4acy MpH BimsimyBanHi 3a anropurmMoM MSDF Ta
CnocrepexeHHs;

ABcomoTH 3Hauenns Ta 3Mina Bia noyaTkosoro pisks PHK BLJI-1 y
NJa3Mi KpOBI 3a BisHTaMu;

Yacrota nporpecysanns saxsopropanns (BIJI-acouifiosani CTaHH,
CHHAPOM HabyToro imyHoaedinuty [CHII] Ta cMepTs);

ABconroTHi 3HaYeHus Ta 3MIHHU Bif MOYATKOBOrO piBHA Kinbkocti CD4+
KJTITHH 34 BISUTaMH;

HacTora BUHMKHEHHS renoTHNIUKOT Ta deHOTUMIHHOT PE3UCTEHTHOCTI 10
CAB, RPV Ta iHunx nocnimxysannx ART ¥ 3B'93Ky 3 BipyCOMOTiYHHUMH
HEBJIaYaMH, BU3HAUEHHMH NPOTOKONOM;

JoTpumania NnpHxupHICTs A0 NiKyBaHHS B pamkax IP Ha ocHosi
KinsxocTi TabneTok mix 4ac sizury,

Etarn o6cyroByBatHs - KOHKPETHI BTOPUHHI KiHLEB] TOYKY:

YacTka nauienris 3 PHK BII-1 <50 ¢/mn Ha 16-my Ta 24-My THXHI Ha
ocHoBi nonymawii ITT-E 3 suxopucratusm anroputmy MSDF. Bubip
JO3H 1N IHAYKLIT IpyHTYBRABC HacaMIiepe/] Ha NPOTHBIPYCHiii
aKTHBHOCTI T2 NEPEHOCHMOCTI Y NIOEAHARHI 3 IMYHONOT Y HHMYU
NOKa3HHKaMH, NOKA3HHKAMK OE3NeKH, BIpYCONOTIUHOT Pe3UCTEHTHOCT
Ta PK Ha 16-My Tiokui Ta ninTsepmxysascs Ha 24-My THIKHI.

Yacrrka nauientis 3 PHK BUJI-1 <50 kn/Mi 2 24-ro no 96-ii THXEHD 33
BI3UTAMM [UT NOMYNALIT nauienTis, gKi OTPHMYIOTb NIATPUMYBANTBHY
Tepanito ( ME) (MSDF);

YacroTa BunukHenus 11P Ta 1aGopaTopHiX BigXuneHb Y nepioa 3 24-ro
1o 96-# THKIEHB, NOMyNALIs 3 NATPUMYIOUOIO Ge3neKoro.

17. Kpurepil ouinku Geznexu

BropHunHi:




ETan obcnyroByRaHHs - KOHKPETHI BTOPMHHI KIHIIEB] TOUKH:

¢ UYacroTa BunukHeHHs [P Ta naGopaTopHUX BiXHAEHE Y Nepion 3 24-r0
1o 96-i THXEHb, NOMYAAUIL 3 MiATPUMYIOUOIO GE3MEKOI0.

18. CratveTuyHi MeTonH

Posmip Bnbipku B 50 ocib y koxHil rpymni 6ys o6panuii TakuM YHHOM, wWo6
BabeaneunTH BUCOKY HMOBIpHICTB TOrO, 1O Ipyna 3 AiHCHO NOraHoo
BiAMOBi A0 He 6yne Bifidpana 411 MOAANBIIOro NOCTIIKEHHS, BOJHOUAC
MO3BONAIOYH (POPMABHO BpaXyBaTH iHUI akTOpH Npy BMGOPI HO3H, AKLLO
edexTHBHICTS Gye MOAIGHOI0 B PISHHX rpynax JikyBaHHS.

[TepsrrHOtO KiHIEBOIO TOUKOIO edekTHBHOCTI Gy1a yacToTa BinMOBiAl Ha 48-My
THokHI (HacTka nauienTis 3 PHK BLJI-1 y nnasmi kposi <50 w/mn). Kpurtepii
NPHAHATTS PIlEHHA PO e(heKTHBHICTE IPYHTYBANUCA Ha CHIOCTePENCyBaHif
pisHuL >8% Mmbk rpynamu nosypanss CAB (10610 pisuuia 6ineiie Hix y 4
pecronaeHTiB ¥ 50 ocib).

[Ipu 50 cyG'exTax y koxHif rpyni Ta IPHITyCKaiOUH, L0 CIPABXKHA HACTOTA
Bianosiai cranosuna 85% ta 75% signosiaHo y 2 rpynax fikysaHus,
HMOBIpHICTS TOrO, 1Mo Oyze ofpaHo BHILY 03y, CTARHOBMNA LOHAMMEHIE 55%
(To6T0 cnocTepexcyBana pisHUIs y 2 rpynax JiKyBaHHs nepeBrnyBana 8%),
TO/II K HMOBIPHICTH HEMPABHNBLHOIO BUGOPY HIDKUOT A03H CTAHOBHNA <1%
(10610 cnocTepexcysana pisHULSA Y 2 rpyNax HikyBaHHS CTAHOBHIIA MEHLIE Hix -
8%). FimosipHicTs TOro, 110 He BAACThCS 3pobuTH BHOIp Mix 2-Ma 103aMH,
cTaHoBHNA 44% (TOOTO cnocrepexyBaHa pi3HMLS Mix 2-Ma JO3YBAHHIMH
craHoBMna 6 Big -8% no 8%).

[Momynauia ITT-E 6yna ocHOBHO nomynaLicro, SKa BUKOPUCTOBYBANacs A
auanizy cgextusuocti. [Tonynsiis ITT-E cxnamaeTrea 3 ycix pannoMizosaHux
cyG'extis, sxi oTpumann npuxaiiMui 1 posy IT1. Cy6'extn ananisysanncs
BIAIOBIAHO 0 PAHAOMI30BAHOIO NIKYBAHHS HE3ANEKHO Bifl TOrO, SKE NIKYBAHHA
BOHM (DAKTHHHO OTPUMYBAH.

[Tonynauis ITT, wo otpumysana niarpumysansuy Tepanito (ITT-Maintenance
Exposed, ITT-ME), cknagaerses 3 ycix paHaoMisoBaHHX MaLi€HTIB, AKi
oTpuManu woHaAmenme 1 nosy IP nix vac dasu niaTpuMyBanbHOT Tepanii
nocnimkennd. Cy6'exTv aHami3yBanucs BiAROBLAHO 10 paHIOMI30BaHOIO

liKyBaHHs He3aIeXHO Bill TOTo, siKe AiKYBaHHA BOHH (haKTHYHO OTPHMYBAJIH.




onynsuis ITT-ME Gyna BTopHHHOI NOMy)IALIE 1A ASAKUX aHATIZIE
e(EeKTHBHOCTI.

[onynsuia «3a mpotoxonom» (PP) cknanaerses 3 cy6'extis nomynsauii ITT-E, 3a
BUHATKOM OCHOBHHX 1ODYIHHKIB npoTokony. [Monyssauis T 6yaa BTOPUHHOO
oMy Asuiero s winel edexruanocti. Monynsuis PP morna OYTH BUKOpHCTaHa
PTHLLE 151 IOMIOMDKHOTO aHalli3y MOPIBHAHE NEPBUHHMX KiHIERHX TOYOK. TaKuii
IROTIOMDKHHI aHAJI3 He TIPOBOIMTHMETHCS, AKILO nonysiuis PP cranosuts
noHan 95% sin nomynsuit ITT-E.

[lonynsuis o6cimyrosysanns 3a npotokonom (PP-M) cknapnaerben 3 cy6'ekTiB
nonyasauii ITT-ME, 3a BHHATKOM OCHOBHIHX [OPYUIHHKIB MPOTOKOMY.
[lonynauis PP-M 6yna BTopuHHOIO A8 1ineit €theKTHBHOCTI.

[Tomynsauis Geanexu 6yma ocHOBHOK TOMYJIALIEI0, K2 BHKOPUCTOBYBAJIAcH s
ananm3y 6esneku. Bezneqna nonyaguis cxnanaerses 3 yCix paHnomizopaHux
cy6'exTis, AKi 3a3HamM BrUBY P, 33 BHHATKOM cyb'exriB, 9Ki MaroTh
BalOKYMEHTOBAHI IOKA3H TOTO, LI0 BOHH HE CIOKHBANH JKOIHOT KiNbkocTi IP,
Cyb6'extn 6ynu npoananisosani Bianosinuo mo takTH4HO oTpUMaHOro
nikyBanHs. CyG'exTH He GyJtH BHIIIOYEH 3 1iel nonynauii B pe3yjibTari 3MiHH
poroBorO pEXKHMY.

[lonynauis niaTpumyrouot Geaneku cknagaeThes 3 YCIX PaHAOMI30BAHMX
cy0'exris, ski 3a3nany BIUIMBY [P nig wac migTpuMyrouol dasu nocnikeHHs, 3a
BUHATKOM OYIb~AKHX CY6'eKTIB, AKi MarOTh 3aI0KyMEHTOBaHI JOKA3H TOTO, L0
BOHH HE BIHBAIIH JkOAHOT Kinbkocri [P nig wac migrpumylouoi dazu
nocaimkenns. CyG'extu 6yau npoananisosani BiANOBINHO 10 ¢akTutHO
OTpuMaHOTo NikysaHna. Cy6'exru e 6ynH BHKMOYEH 3 wiel nonynauii B
Pe3yNbTaTI 3MiHH (OHOBOTO peskumy. Ilonyiauis Gesneku TexHiYHOrO
oGCIyroByBarHs Gys1a AONATKOBOIO IOTIY/ALIERO [Is aHani3y besneku.

Ysaranbuena nonyasuis PK srnrouae seix cy6'ekris, aki orpumyBany CAB a6o
RPV, manu inTeHcHBHuil Ta/abo obmMesxeHHiT/piakuii Biabip 3paskie PK mia uac
I0CAIDKEHHS Ta HAZIANK AaHi npo xoHueHTpauito CAB abo RPV y nnasmi kposi,
faxi MoxxHa Gyno ouinuty. Cy6'exTH 3 Hict nomynauii Gymu BRIIOYEHT 10 CIIHCKIB.

[Mposenennii ananis edexTHBHOCTI BrUTIOuas ¥3arajibHeHHA 4acTKH Cy6'eKTiB 3

PHK BUI-1 y nnasmi kposi <50 wi/mn na 48-my Ta 96-My THAHAX 3




BUKODHCTAHHAM aNrOpuTMy «3HIMOK i crioctepesxxenns». Takox Gyau nposeaeHi
[TOMaTKOB y3aranbHeHHS 33 crpaTHdikauiiiHUMH minrpymaMe.

[HIi nposeneHi ananizn ePeKTUBHOCT BKAIOYAMH y3aralbHEHHS YaCTKH
ranientis 3 PHK BIJI-1 y niasmi kposi <400 ki/ma Ha 48-My Ta 96-My THOKHSX,
abCOMOTHUX 3HaYeHb Ta 3MiH Bl MOYaTKOBOrO piBHA Kinbkocti CD4+ ta PHK
BLJI-1 3 wacoM, a Takox 4aCTOTH NPOrpecyBanHs 3axBoproBaHHs (BIJT-
acouiopanux crauis, CHIIy Ta cmepri).

Bunanku BipycosoriuHiX HeBjay, Bu3HaueHHX npotokonoM (PDVE), 6yan
[iAcyMOBaHi 3a Bi3UTAMH VI KOXKHOT rpynH Nlikysanna. Byio nporesero ananis
FeHOTHUITYBaHHA T4 (eHOTHITYBaHHSA Bipycy, o6 JOCTIAHTH B3a€MO3B' 30K Misk
puikyBanHaM nperaparamu CAB ta EFV Ta epomouiero pesuctenrnocti BIJI-1.
HacToTa reHoTHNIMHOT Ta PeHOTHNIUHOT pe3ucTeHTHOCT] O iHriGiTopis
interpasy ( INI), o BuHMKna M Yac nikysaHHa, Gy/Ta NiACYMOBaHa 32 rpy(aMH
IniKyBaHHs.

bysio ysaransreno Taxi [TP saranom ta 3a rpynamu nikyeanss: sei I1P, [IP,
MOB'A3aHI 3 JTikapchkHM 3acobom, [P 3a cTymeHeM TaxKKOCTI, IeTansHi Ta
HeneTansHi cepHosni noBiuni semia (CI15), a Takox ITP, o npusBoAsTE 10
CHHAPOMY BiZIMIHHM Npenapary.

[tincymen CILI 6ynu ninseneni Ha tepanii. Cepesni 3HageHHs Ta 3MiHu Bin
BHXIHOTO PiBHSA 14 J1a0OPATOPHUX NOKA3HMKIB Ta TOKA3HHKIB
PKUTTEAISABHOCTI GYNH 11iicyMOBaHi o rpynax nikysauss. CTyneHi
1aGOPATOPHOT TOKCHYHOCTI, IO BUHUKAIM TiJ YaC KyBaHHs, TAKOX GYIH
MizcyMOBaHi 3a rpynamMy JIiKyBaHHS.

DapmaxoxineTH i aHATITHYH] MeTOTH;

IIng cyG'exTiB y rpyni iHTeHCUBHOT Tepanii Ha 2-My THXKHI OL[IHIOBAH Taki
napametpst CAB PK: njiotia min KpyBoH 3aiexHOCTI KOHUEHTpALLIT Npenapaty
BIZ 4ACY BiA N03M JIO KiHLY iHTepBay 103yBaHHs y pisHopaxcHomy crani (AUC
(0-1)), MakcUManbHa KOHLEHTpAallis npenapaTy B miasmi (Cmax), KOHLIEHTpallid
npenapaty B nuiasMi no npuiomy (C0), koHueHTpauis B kiHUi iHTepBany
inosyBatits (Ct), 4ac, npoTarom sxoro cnocrepiranacs Cmax (tmax), Ta ysBHui
KiipeHc micna nepopanstoro npuiiomy (CL/F). CAB C0 ouiHioBanu Ha ocHOBI
KOHUEHTpaLiii nepes 103010 Ang BCiX cy6'ekTiB Y MONYAALIT 3 po3pimKeHo0




konueHTpauieto PK, a takoxk na 12-my, 26-My Ta 36-My TIOKHAX MOMyAAL|i 3i
3Be/IeR0I0 koHueHTpauicto PK. RPV C0 ouinoranu Ha ocHOBi KOHUeHTpauii
[epen 103010 UTx BeiX Cy6'ekTiB y MOMynawii 3 poapimkeHoro KOHLIEHTPAIIEK0
PK nia yac migrpumyiouol dasu nocnimkenns. Jns koxHor dazu nocnimkents
Oyno cTeopeto iHauBiRyaLHe cepene snaucHHs CO (ke pronoyae Cruns
rpynu iHnTeHcHBHol PK).

DapmakokineTHuni gaui Gynu npenctasieni y rpagiuniii Ta/abo Tabnuynii
opmi Ta ysaraneheri onucozo.

by nepepaxosani moxiaui napamerpu PK. Ina ecix fapaMeTpig, OKpiM tmax,
ML KOXKHOT TPYTIM JTiKyBaHHS 6yNH pospaxoBaHi Taki 3ee0eHi CTATHCTHKH:
ME/liaHa, MaKCHMYM, MiHiMyM, cepeHe apudMeTHUHE, CTAHIAPTHE BiIXMUICHHS,
koediLienT Bapiadii cepeanboro apupMeTHHOTO, CEpENHE MEOMETPHYHE,
oedilieHT Bapiauii cepenHpOro reoMerpuuHoro, 95% AOBIpuHMil iHTepRan s
CEpPERHLOro FEOMETPHYHOIO | CTAHAAPTHE BiAXHIEHHS JorapudhMidHO
NepeTBopeHux nanvx. s tmax Gy pospaxosaui mesliana, MakcuMyM,
MiHIMYM, cepeaiHe apudMETHYHE TA CraHAAPTHE BIAXUAEHHA.

[Tapamerpu PK nigcymoBysanucs 3a j1iKyBasHIM, BHXiIHIM piaeM PHK BIJI-1
y rutasmi kpogi (<100 000, >100 000 k1/m) Ta (onosoro noagitinowo HI3T
{(ABC/3TC, TDF/FTC a6o inina), a TAKOXK 3arafbHUM [OKA3HHUKOM.

[Mponopuiiinicts gosu napamerpam CAB PK (Twkaens 2: AUC (0-1), Cmax, CO
i C1) ouiHIOBAJIK 32 JONOMOIOK CTEMEHEBOT MOTICIII: y = a x gosaf.

Jlorapudmiuno pancopmosarmii mapamerp PK iHAMBIAYanbHOro cyb'exra CO
3 pasut inayKUil nopiBxoBanH 3 $hazoko MinTpuMyUOT Teparii U1 KOXHOro
iTikyBaHHH 33 fonomoroio Mogeni SAS PROC MIXED.

Po3paxoBypanu Kopeasuii ta p-3HadYenss ITipcoHa Mixx HOpMAasTi3oBaHHMH
prozoto mapametpamu CAB PK (AUC (0-1), Cmax, CO0, inauBigyanshe cepeIHe
BHaueHHs C0) Ta BiKOM, Baroro, 3pocToM, iHAEKCOM MacH TLIA, MTOLIEH0
nosepxHi Tina (BSA), cratmio Ta pacoro (adpoameprkanui vs. inuui),




AHas PK/PD, Bimouatoun ananis «excrnosuiis - npommpycua AKTHBHICTBY,
«EKCTIO3HLIA - IMYHOJIOTifMY Ta «EKCMO3HIIIA - TOKCHYHICTEY, [POBOKITH 3
BHKOPHCTaHHAM Kopenauii [Tipcona.

19: emorpaciuni nokasHuku Aocnimxyeatol nomynauii (crate, Bik, paca
TOLIO)

Koportki memorpadiuni xapakrepacrikn:

CAB CAB CAB EFV 3aranom
flevorpadivna XapaKTepucTHKa 10 mr 3t mr 60mr 1600 mr N=243
N=60 N 60 N=51
Bik (poxiBl n%) " - e e e T TEERL
Cep. 3HaM. 340 34,4 36,2 356 1351
CB 9,61 10,24 10,15 12,30 10,68
Meajana 320 325 36,0 325 330
MiH. 19 20 19
Masc. 54 57 56
Cratenh). - o i . =
Hingua 3(5) 2(3) 4(7) 1(2) 10 (4)
Yonogia 57 {95) 58{97) 57 (93) 61(98) 1233(96)
ETHi4Ha TPHHANEKHICTL, N (%) E L - T
NatwHoarepuxanil naTuHoamepukaHyi 9(15) 16 (27) 14 (23) 12(19) 51(21)
He ICHaHGMOBHh’ namnoamepnkauul 51(85) 44 (73) 47 (77 50 (81) [192(79)
Pacd; n (%) o e e T T eI
A¢po-amepnxauc5mrola¢pmcancsxom
NOXOLKERHA 21(35) 17 (28) 18(30) 20(32) 76 (31}
AMEPUKAHCLK iHaaHLI B0 NPEACTABHUKM
XOPIHHOTO HaCeNEHHA ANACKM 0 0 203} 2(3) 4(2)
AziaTeerOTo noxomKeHks Lientpansha /
IisneHHa Aain 1(2) 1{2) 1(2) 0 )
Asiiickxa - AnoHcHom/CxinroasiaTcL¥oro 0 12 2{3) 0 31
MOXOSKEHHA
€spaneoigHa paca 37 (62) 39 (65) 36(59) 39(63) 151 (62)
Adipo-amepKaHCEKOTO/AhPMKEHCE KOO 0 0 1(2) 0 1<1)
NOXOAXEHHA T8 AZRTCHKOTO NOXOKEHHA T4
Binowxipi
Adppurarchki amepuKaHLi / adpukaHceye 0 0 12 0 1{<t)
NOXCMXEHHA Ta KOPiHKI xvTeni Masadcokux
0CTpoaiB 860 HWMX THXOOKBAHCLKMX
OCTpOBIB
Adbpo-aMepuraHCkITolathPUKAHCEKGrO 0 23 0 0 2<1)
noxomxeHnA 1a Binowxipi
Amepukancexd iHaianLy abo npeacTaBRkm 12) 0 0 0 (<1}
KOPIHHOFD HaceneyHs Anacku, Binouwpi
AsiaTcnke toxomrenna Ta Binowsipi 0 0 0 1(2) 1{<1)

SD= crakgaprre sigxunekHs

20. Pesynbrari eexTHBHOCTI

€3YNLTATH W00 edeXTHBHOCTI




PHK BLJI-1 y nuiasmi kposi <50 w/ma aa 144-my Tiskni

Ha 144-my Tioxci 58% (rpyna CAB 10 wmr), 67% (rpyna CAB 30 mr) ta 77%
(rpyna CAB 60 Mr) nauieuTis, panIOMiZ0BaHKX LTS NepopaNbHOTO IPHHOMY
CAB, ninrpumyBaiu sipyconoriuny cynpeciio (BIJI-1 <50 xn/mi). Ha 96-my
TKHi Bel yuacHuk EFV 6ynu Brxoueni 3 nocrimkenus. YyacHukis,
patomisoBanux fio 1 3 3 rpyn nepopansuoro npuitomy CAB, NepeBOJHIH Ha
oOpary crioncopom cxeMy CAB 30 mr + RPV 25 Mr miciis Toro, sk ocTagHiii
lyJaCHHK 3aBEepLIYBAB BI3HT Ha 96-My TIkHI, i Hocnimkenss 6yno
nesaciruieHum. [lepexin BinGyBes mik 108-m i 120-m Troxmamy (Tabnuus 2,
PrcyHox 1).

Tabnuya 2 Yacra (95% Cl) navienrie 3 PHK BINN-1 y nna3mi kposi <50 knivn nig yac
KITHYOBYX Bi3UTIB - aHaMi3 MOMEHTaNbHUX 3HiMKie (MSDF) (ronynsuia [TT-

E}
CAB CAB CAB CAB ' EFV
Mpomixuui
10wmr 30 mr 60 mr nigcymMoK 600 mr
Bizur N=60 N =60 N=61 N=181 N=62
[Twxgens 16 n(%) 54(80) 50 (83) 53 (87) 157 (87) 46 (74)
85%CI (82, 98) {74,93) (78, 95) (82,92) (63, 85)
TIponopuiaHicTs
[Tuxpene 24 [n (%) 52(87) 51(85) 53 (87) 156 (85) 46 (74)
195%CI (78,95) (76, 94) (78,95) (81,91) (63, 85}
NponopuiRkicTh
Tuxgens 48 In (%) 48(80) 48 (80) 53(87) 149 (82) 47 1)
135%Cl {70, 90) (70, 90) (78, 95) (77, 88) (60, 82)
[ponopuiiixicis N
[Tixnens 72 in (%) H3{72) 44(73) 52 (85) 139(77) 42 (68)
95%CI (60, 83) (62, 85) (76, %4) (71.83) {56, 79)
MponopuiiisicTs
Toxpens 95 [n (%) 41(68) 45 (75) 51(84) 137 (76) 39 (63)
195%Cl {57, 80) (64, 86) (74.93) (69, 82} {51,75)
MpongpuifinicTs
Twxenb 144 [ (%) 35(58) 40{67) 4707) 122(57) -
35%Cl 46, 71) {55, 79) (68, 88) {61.74) -
[TpongpuiiHicTs
| Tuxpens 144 |n (%) 32(58) 38 (69) 43(78) 113(58) -
| 063 micys 195% CI 45, 71) (57, 81) (67, 89) (61,76} -
| 101861 Nponcpuylitkicts

95% Cls - ye 3siniaini Aosip4i iMTepaam anpokcumall.

Anais €ytimsocTi 6ys mpoenenuii Ha wactui cy6'exris 3 PHK BUI | y nnasmi

s




<50 wi/mn, B pesyneTati woro 11 cy6'erin Gymno BHETIOUEHO 3 aHani3y yepes
minospy na nopyments GCP. Li 11 cy6'extis 6yiu panzomizosani i IPOXOMHUAH
IiKyBaHHs B OIHOMY 3 LeHTpis. Ha 144-My TwkHi anania Yy TJIHBOCT] 3a
metomoM GCP mokasas, o 58%, 69% i 78% yuacHuKIB Manu BipyconoriuHui
yenix y rpynax CAB 10 mr, CAB 30 Mr i CAB 60 Mr sixnosigHo (Dicepeno:
post-hoc Tabnuua 7.102), wo, 3a BUHATKOM AEINO BHILONO TOKA3HHKA YCIixy B
rpynax CAB 30 mr i CAB 60 mMr, 6y70 iAeHTHYHMM OOKA3HHKAM HOBHOTO
aHasisy nonynanii ITT-E. Ha 96-my TikHi yacToTa BiAnOBineil Ha MOMEHTANBHI
BHIMKH Ju1a aHanizy dyrausocti GCP npaktHaHo He 3minunaca TIOPIBHAHO 3
MepBUHHEM aHaiizoM (Twxaens 96): 68%, 75% i 84% mna nomyssii ITT-E i
67%, 76% 1 85% nna ananisy qyrmueocti GCP. Binnosigro, neii ananiz
YYTJIMBOCTI IEMOHCTPYE, U0 IPOBAEMH 3 JAHUMH, BUSBICH Ha Liii RIASHL,
MaITH MIHIMATbHHI BIIMB ab0 B3arani He BIUTHHYJIM HA AHAJI3 KITFOUOBUX

\Figure 1 Proportion (95% CI) of Subjects with Plasma HIV-1 RNA <50 c/mL by Visit - Snapshot {MSDF)
Analysis (ITT-E Population)
Figure 1 Proportion {$9% Cl} of Subjects with Plasma HIV-1 RNA <50 c/mL by
Visit— Snapshot (MSDF) Analysis (ITT-E Population)
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DMpvwizka: 95% CIS - e 3buaini K0sipul iTepsani anposcmayl, Ha 96-my i rpyna Aocaifxenia EFV 3asepuimna yuacTs y
ARochinxen], 3 ydacuiki 744 rpyn (CAB), s aupiunie scrynutd y sigepuTy dhady nposomxehis, Sy nepeseniex Ha NEPOPATLHIMI
npvisom CAB 30 Mr + fepoparsHud npuiiom RPV 25 wr {3auiTpuosara oGnacts).

those in 744 (CAB)ams who chose to enter the open fabel extension phase were all switched 1o oral GAB 3 mg + oral
RPV 25 mg (shaded area).




Tabnuus 3 3seneHi peaynsTati gocnimkenHs (<50 Konii/mn) Ha 144-My TuxHi -
MomMeHTarnbHyi anania (MSDF) (nonynsuis ITT-E)

Pesynbrar CAB | CAB | CAB CAB
10 Mr | 30 mr | 60 mr | Mpombiuuii
nigcymok
N=60 | N=60|N=61| N=181
n{%) | n{%) | n(%) n (%)
HassnicTh Bipyconoriukoi Bignosigi 35(58) |40 (67) |47 (77)| 122 (67)
Bipyconoriyxa BigcyTHicTh peakuii 3(13) | 8(13) | 2(3) 18 (10)
HaHi'y BikHi He Himke noporoBoro aHadeHHs| 2(3) | 3 (5) 0 5(3)
(<50 ¢fmn)
lNpunrHEHo Yepes HefocTaTHIO 23) (12 | 12 4(2)
eexTuBHICTL
[punuHEHo 3 iwWol npuuuky, ane He Wikie| 4(7) | 1 @1 6 (3)
NOPOroBOro 3HaYEHHA
[Monepegs amiHa APT 0 3(5) 0 3(2)
BipyconoriyHi gaHi sigcyTHi 17(28) |12 (20)| 12 (20)| 41 (23)
MpunuHeHo Yyepes AE 23) | 2(3) | 4(7) 8 (4)
MpUNUHEHO 3 IHLMX NPUYKH 14(23) | 8(13) | 5(8) 27(15)
fponyweni gawi nig yac sika, ane niguac | 1(2) | 2(3) | 3 (5) 6(3)
AOCNIAKEHHA

a. Bipyconoriyva #esnava
b. Nig 4ac ysore aocnigxerHs He Byno sadikcosaro XOQHOTO NETANLHOMO BUNAAKY.
Bignosizk nnasmu aa PHK BLI-1 3a 6azosnm pisnem PHK BLI-1

Y nauienris 3 pisvem PHK <100 000 0. 0./mn na no4aTkoBoMy pieHi y 106/154
(69%) nauienris, sxi oTpumysams CAB, NpurHiYeHHs 3aMHmAanocs Ha 144-my
miokHi. Copok (82%) 3 49 nauienip y rpymi 60 mr, 36 (68%) 3 53 nauienrie y
rpyni 30 mrra 30 (58%) 3 52 nauientis y rpyai 10 s Manu CTIHKY BipycHy
cynpeciio nicns 144 TikHiB nikysanHa.

Y 16/27 (59%) oci6, sxi Mamu >100 000 /M ra IICYaTKOBOMY piBHI (BUCOKe
BIpYCHE HaBaHTMKEHHA), AKi oTpumyBaH CAB, NpHTHIYEHHA BipyCy
sOepiranocs na 144-my ki, Cy6'exTs 3 BUCOKMM BiPYCHMM H2BaHTAKEHHAM
(IPHIHHANH y4acTh y nporpami CAB uepes Bipyconoriuui Ta nesipyconoriumi

NPUYMHH. Y MALLICHTIB, AKi MAIH BUCOKE BipyCHE HABAHTAXEHHS (PHK BUI-1 ue
meHie 100 000 koniki/mn) na nosatkoroMy pisi, 7 (58%) 3 12 ¥ rpyni 60 mr, 4




Tabnuus 4 Yactra nauientis 3 PHK BIJ-1 y nnazmi kposi <50 kn/mn 3a
pesynkTatami BI3UTY Ta aHaniay novarkosoro pisusa PHK BIN-1 y
nasMi KpoBi - "MoMeHTanLHWiA 3Himok" (MSDF) (nonynauis ITT-E)

(57%) 37y rpyni 30 Mrta 5 (63%) 3 8 y rpyni 10 Mr manu CTikKy BipycHy
cynpeciio ga 144-My TroxkHi.

Moyarkosuit pisers PHK BIJT-1 y nnasmi kpoi: <100 000 kn/mn

Bisur CAB CAB CAB CAB EFV
10mr | 30mr 60 mr | MpoMixHui | 600 Mr
nigcymMok
N=60 | N=60 | N=61 N=181 N =62
NN (%) | nIN (%) | n/N (%) n/N (%) n/N (%)
lMoYaTKoBui piBEHb 0152 0/53 0/49 0/154 0/54
THXIEHD 2 28/52 (54)30/53 (57| 31/ 49(63) | 89/154 (58) | 8/54 (15)
TWxeHb 4 46/52 (88) [44/53 (83)| 43/49 (88) | 133/154 (86) | 15/54 (28)
TuxaeHs 8 49/52 (94)|48/53 (91)] 45/49 (92) | 142/154 (92) | 29/54 (54)
TuxaeHs 12 47152 (90)143/53 (81)] 41/ 49(84) | 131/ 154(85) | 36/54 (67)
Tuxaens 15 49/52 (94) |46/53 (87)| 44/49 (90) | 139/154 (90) | 42/54 (78)
TuxaeHs 24 46/52 (88) |46/53 (87)| 44/49 (90) | 136/154 (88) | 40/54 (74)
TuxaeHb 26 41/52(79) |40/53 (75)| 43/49 (88) | 124154 (81) | 35/54 (85)
TuxaeHs 28 45/52 (87) 143153 (81)] 44/49 (90) | 1321154 (86) | 36/54 (67)
TuxgaeHb 32 44/52 (85) |43/53 (81)| 44/49 (90) | 131/ 154(85) | 36/54 (67)
TwkzeHb 35 45/52 (87) 143/53 (81)] 44749 (90) | 1321154 (86) | 37/54 (59)
TxaeHs 40 44152 (85) 44/ 53(83)| 45/49 (92) | 133/154 (86) | 36/54 (67)
TwxaeHs 48 42/52 (81) 142/ 53(79)| 44/49 (90) | 128/154 (83) | 38/54 (70)
TuxneHs 60 41/ 52(79) 40/ 53(75)| 44/49 (90) | 125/154 (81) | 35/54 (85)
TvbxaeHs 72 36/52 (73) |39/ 53(74)| 43/49 (88) | 1201154 (78) | 35/54 (65)
TiwxaeHs 84 37/52 (71) 40/ 53(75)| 43/49 (88) | 1201154 (78) | 35/54 (65)
Tuxaens 95 37152 (71) 140/ 53(75)) 43/49 (88) | 1201154 (78) | 32/54 (59)
TwneHs 108 36/52 (69)|38/ 53(72)l 42/49 (86) | 116/154 (75)
TwiaeHs 120 35/52 (67) {39/ 53(74); 42/49 (86) | 116/154 (75)
TuxaeHs 132 32/52 (62) [37/53 (70)| 42/49 (86) | 111/154 (72)
TuwxaeHs 144 30/52 (58) |36/ 53(68)| 40/49 (82) | 106/154 (69)




MayatkoBud pised PHK BUT-1 y nna3mi kpoei: = 100 000 knfmn |

CAB CAB CAB CAB EFV
10 mr W0wmr - G0 mr MpombxHwi 600 mr
RiCYMOK
N=60 N=60 N=61 N=181 N=62
n/N (%) n/N (%) n/N (%) n/N (%) niN (%)
TovaTKoBUil pieHsL 0/8 7 012 027 0/8
TrigeHs 2 1/8(13) 07 012 127 (4) 0/8
Trogens 4 2i8(25) 37(43) 012 5127(19) 0/8
TuxaeHs 8 5/8(63) 217(29) 812(67) 15/27 (55) 1/8(13)
TixaeHs 12 6/8(75) 27(29) 9M12(75) 17127 (63) 2i8(25)
Tinkneds 15 5/8(63) 47(57) 9112(75) 18127 (67) 4/8{50)
[ ThwaeHs 24 6/8(75) 517(71) 812(75) 20127 (74) 6/8{75)
TvxaeHs 26 6/8{75) 57(71) Y12(75) 20027 (74) 6/8(75)
Tinxpenn 28 6/8(75) 417(57) 8H2(67) 18/27 (67) 7/8(88)
TioineHs 32 6/8(75) 57(71) 9M2(75) 20127 (74) 7/8(88)
Tinxaens 36 6/8(75) B6/7(86) 812(67) 20127 (74) 7/8(88)
[TvokzieHs 40 6/8(75) 57(71) 7/12(58) 18/27 (67 6/8(75)
[TvwaeHs 48 6/8(75) 6/7(85) 912(75) 211 27(78) 6/8{75)
TimkgeHs 60 B/8(75) 47(57) 8M2(67) 18/27 (67) 7/8(88)
TixneHs 72 5/8(63) 57(71) 9M12(75) 19/27 (70) 718(88)
TioxaeHs 84 6/8(75) 57(71) 912(75) 20127 (74) 718{88)
[TvxaeHs 96 4/8(50) 5r(71) 8/12(67) 17127 {63) 7/8{88)
TusaeHs 108 5/8{63) 517(7) 7112(58) 17127 (63)
TiigeHs 120 4/8(50) 5(71) 712(58) 16/27 (569)
TinkaeHs 132 5/8(63) 5IF(71) 712(58) 17127 (63)
TiexneHs 144 5/8(63) 417(57) 712(58) 16/27 (59)

Peakuin naaszmu na PHEK BLJI-1 3 yacom

Hacrra ocit 2 PHK RIN-1 v nnasai kpori <30 knAvm 3a aauis aramizv MSDF
W TR DL PV TEN SRS Balins AR i
O T R LR R P 4-10 THAHY, L TTO LN Midd Tell e I AU TLETO,
NO'HHAR M 3 8-10 THXKHS | Hajtl. CnocTepirasocs HE3HAUHE SHKKEHHA MisK
24-M [ 36-M TIOKHAMH, ante 3aranom y cy6'exTis 36epiranacs cympecis min yac
NEPBHHHOTO aHaNi3y, IPoBeneHoro Ha 48-my Twxkwi. [Tepepara y Bipyconoriunii
BIINOBIAI y nMauieHTiB, sxi otpumysanu CAB, 36epiranaca we npotarom 72

[THIKHIB MiC/I NPHNUHEHHS NpHHoMY donosux NRTI Ta NEpexXoay Ha cXemy




O

[N TPUMYIOQOT Tepanit 3 nBox nipenapatis (CAB wnoc RPV). V seix rpynax
rixyeanua CAB nicns nepexomy na obpaHy crioncopom TaBnetiy CAB 30 mr
NPOTATOM BIAKPUTOro nepiony JOCIimKeHHs MPOMOBXKYBANH JCMOHCTPYBATH
no6py BinmoBiak Ha 144-pMy Tukwi.
Tabnuua 5 YacTka oci6 3 PHK BIJT-1 Y nnasmi kposi <50 knfmn 2a gaHuMK
aHartizy "giauT-aHiMok" (MSDF) (nonynayis ITT-E)
Bizut CAB CAB CAB CAB EFV
10 mr 30 mr 60 mr MpoMixHNiA 600 mr
nigcymok
=60 N=60 N=61 N=181 N=62
n (%) n (%) n (%) n (%) n (%)
IoyaTkoBHii piseHb 0 0 0 0 0
Tinkaens 2 29(48) 30 (50) 31(51) 90 (50) 8(13)
Tuxaers 4 48(80) | 47(78) | 43(70) 138 (76) 15(24)
TiowaeHs 8 54(90) 50(83) 53 (87) 157 (87) 30 (48)
Trxgers 12 53(88) | 45(75) | 50(82) 148 (82) 38 (61)
TuxaeHs 16 54(90) 50 (83) 53 {87) 157 (87) 46 (74)
TusneHs 24 52(87) 51(85) | 53(87) 156 (86) 46 (74)
Tukaens 26 47(78) | 45(75) | 52(85) 144 (80) 41(66)
TuxpeHs 28 51(85) 47(78) 52 (85) 150(83) 43 (69)
TwKaeHs 32 50(83) | 48(80) | 53(87) 151(83) 43(69)
TikgeHs 35 51(85) 49 (82) 52 (85) 152 (84) 471
TwxaeHs 40 50(83) | 49(82) | 52(s5) 151 (83) 42 (68)
[TkaeHs 48 48(80) 48 (80) 53 (87) 149 (82) 47
Txaens 60 47(78) | 44(73) | 52(85) 143 (79) 42 (68)
TwKaeHs 72 43(72) | 44(73) | 52(85) 139(77) 42(68)
TwaeHs 84 43(72) 45 (75) 52 (85) 140 (77) 42 (68)
TuxaeHs 96 41(68) 45 (75) 51(84) 137 (76) 39 (63).
TwxaeHb 108 41(68) | 43(72) | 49(80) 133(73)
Tukgers 120 39(65) | 44(73) | 49(30) 132 (73)
o A O L 128(71) _
Tioaens 144 3558) | 40(67) | 41(77) 122(67) |
actka nauientis 3 PHK BUI-1 y pnasmi KpoBi <50 Ki1/Mi 33 RAHUMM aHanizy
criocrepesysanux sunaukis (OC) nna nonynauii ITT-E Takosi
(PONEMOHCTPYBaNa SiNbL WBHAKY BiANGBIAL y NaLi€eHTIB, AKI OTPUMYBANTH
ITiKyBaHHS 24 CXeMOm0 CAB, 1m0 12-ro Tixcus. Ho 16-ro TioxHa 6inbwicTs




(>85%) nauicutie y Beix rpynax NIKYBaHHS, L0 3ANHILIHNTHCT B DOCTImKeHH],
procarny npuraidents (PHK BIJT-1 <50 wi/Mn) 3 Bucokum piBHEM BigMnoEiai, mo
3bepiraecs £o 144-ro Twius.
Tabnuua 6 HacTka nauienrie 3 PHK BIfT-1 y nnasmi KpoBi <50 ¢c/mn 3a
pesynsTaramu BisuTy - aHanis 03T (rtonynsuis ITT-E)
AKT Peniril. CAB CAB CAB CAB EFV
10 mr 30 mr 60 mr | NMpoMikuuit 600 mr
Yac NigcyMoK
N=60 N =60 N=61 N=181 N =62

nN (%) | n/N (%) niN (%) n/N (%) /N (%)
MovaTkosuit 0/60 0/60 0/61 0/181 0/62
piBeHb
TxaeHs 2 29/57 (51) | 30/56 (54) | 31/59(53) | 90/ 1 72(52) | 8/59(14)
TwxgeHs 4 48/58 (83) | 47/57 (82) | 43/59 (73) [1381174 (79)] 15457 (26)
TwxaeHs 8 24/59 (92) | 50/56 (89) | 53/57 (93) [157/172 {91)| 30/55 (55)
TuxaeHs 12 59/58 (95) | 46/52 (88) | 52/57 (91) |153167 (92)| 39/51(76)
TygeHs 16 54/57 (95) | 51/54(94) | 53/57 (93) [158/168 (94)| 45/52 (87)
TuxaeHs 20 o1/56 (91) | 53/54 (98) | 55/56 (98) [159/166 (86)| 43/47 (91)
TuxaeHs 24 92/56 (93) | 52/53 (98) | 53/56 (95) [157/165 (95)| 46/48 (96)
TwxaeHs 26 47/48 (98) | 47/50 (94) | 52/53 (98) [146/151 (97)[ 41/ 44(93)
TuxaeHs 28 91/51 (100) | 49/52 (94) | 52/52(100) [152/155 {98) 43/45 (96)
TukaeHs 32 90/52 (96) | 50/53 (94) | 53/55 (96) [153/160 (96)] 43/45 (96)
TuxgeHs 36 91/52(98) | 51/53(96) | 52/55 (95) |154/160 {96)| 44/45 (98)
Twxaeks 40 90£52 (96) | 51/53(96) | 52/55 (95) |153/160 (96)| 42/45(93)
TwkaeHb 48 4751 (92) | 49/53 (92) | 53/54 (98) [149/158 (94)| 43/44 (98)
Tuxzens 60 45/48 (94) 146/48 (96) | 52/53 (98) |143/149 {96)| 42/44 (95)
Ty apae 70 27 (G 144748 (92) | 52/52 {100) [139/147 (95) 42/42(100)
TuxaeHs 84 42/46 (91) | 45/48 (94) | 52/52 (100) [139/146 (95)| 42/42(100)
TwxaeHs 96 40/45 (89) | 47/48 (98) | 51/52(98) |138/145 (95){ 39/40 (98)
TiaeHs 108 41/43(95) | 44/46 (96) | 49/49 (100) [134/138 (97)
TwxaeHs 120 39741 (95) 146146 (100)| 48/49 (98) [133/136 (98)
TvxaeHb 132 38/40 (95) | 44/46 (96) | 49/49 (100) [131/1 35(97)
TuxaeHb 144 34/37 (92) | 42/45 (93} | 46/47 (98) |122/129 (95)




Pucyrnok 2 YacTka oci6 3 PHK BIN-1 <50 cimn (aHanis BIJNOBIRAE; nonynsyis ITT-E)

UYaeta (%)

10 4 ) 4Q € L] 41 3 .| M s 16
1Lt 23 A & 35 4r Lol a4 <4 2 40 13
o v A | =2 k> wr k1l &3 43 3 48 an 13
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Npvmitea: Kinbxicts nocninxysarmx Ha 2-My i cTanceuna 57, 56, 59 59 BifvieEigHo. KinbkicTs y4acHukde Ha 26-My Tix cTaHsuna
4B, 50, 531 44 einnoeinHo,

3mina kiaebkoeri CD4+ waitun NopiBHsIIO 3 6230BEM piBHEM - (TT-E)

Meaiana 36inbLenns kinskoeti CD4+ kajtun Bill BMXiJHOrO piBHA CTaHOBHMNa
185,0 knithn/micn (IQR 95,0-270,0) y rpynax CAB na 24-My Tixsi. Uepes 24
TIKHI NiIATPHMYIOYOT Tepantii (48-ii TIXACHb) MeJiaHa 30i/bLIeHHS KiNbKOCT]
CD4+ KiiThH Bix owaTKOBOrO piBHA cTaHOBUIA 21,0 knitun/Mrn (141,0-
343,0) y nauienriz, sxi OTPHMYBANH NIKyBaHHA 3a cxemoro CAB. Ha 96-my
THKHI cepeHe 36UIbIueHEs Kinbkocti CD4+ KiiTum MOPIBHAHO 3 ITOYATKOBHM

piBHCA CTaNARNA0 250 5 KyiTinifans A (137.0-355.0) v nauicurie. ski OTPHAIYBANY
CADB. Ha 144-My 1azanl cepeatie 30ibuetiin kiprocti Ch4+ KJLTHH Bij
BHXiTHOrO PiBHA CTAHOBIIO 299 KITiTHE/MIT (151,0-465,5) y pemri rpyn CAB.




Tabnuya 7

NigcymKkose aconioTHe 3HaveHHs noYaTKon

0ro piBHA Ta 3MiHu Bif

6a30Boro pisHs KinbkocTi CD4+ KniTuH {krtiTun/Mm3) 3a BisuTamm
(nonynswis ITT-E)
Bizur CAB CAB CAB CAB EFV
10 mar 30 mr 60 mr Niprpyna 600 mr
N=60 N=60 N=61 N-=181 N=62
MoyarkoBwii N=60 N=60 N=61 N=181 N=62
iBeHb

Cepepne 445,5(155,60) | 444,9(190,98) | 459,0 (170,64) | 449,8 (172,18) | 456,5(196,17)
3HaueHHn (SD)

MeniaHa~ 415,0 404,0 420,0 412,0 416,5
(IQR) ~(342.0,541.0) | ~(319.0,550.5) | {3430, 548.0) [ ~(333.0, 548.0) | ~(304.0, 651.0)

Tuxneds 2 N=57 N=56 N=59 N=172 N=159
CepenHe 82,6(112 44) 795(118,15) | 91,7(12792) | 880 (11 9,23} | 24,8(138,47)
aHauenHs {SD)

MepiaHa~ 90,0 101,5 88,0 89,0 26,0
IQR) ~(31.0,146.0) | ~{-17.5,150.5) | ~(10.0, 149.0) | ~(10.5, 149.5) | -(-35.0, 83.0)

TuKaeHs 4 N=58 N =57 N=159 N=174 N=57

CepenHe 1364 (157,36) | 76,9(107,01) | 882 (110,01) | 100,6(128,81) | 46,0 (1 06,35)

3Havenns {SD)

Mepiana~ 1130 77,0 93,0 925 48,0

(1QR) ~(59.0, 173.0) ~(14.0, 145.0) | ~{25.0,1 51.0) | ~(24.0,151.0) | -(-3.0.98 {0)

TixeHsL 8 . N=58 N =156 N=57 N=171 N =55

CepenHe. 1289(12347) | 117,8(132,19) | 905 {148,25) | 112,8(135,20) | 655 (120,25)

3Hauenns (SD)

Megiava~ 136,5 120,5 88,0 1230 59,0
IQR} ~{68.0,177.0) | ~(39.5,198.0) | ~(4.0, 177.0) | ~(35.0,178.0) | ~(22.0, 144.0)
xgeHs 12 N=58 N=8§3 N=57 N =168 N=§1

Cepenne 140,5(142,86) | 140,8 (165,02) 145,2(142,24) | 142,2(149,11) [ 1034 {125,39)

3HaderHn (SD) |

Mepiana~ 115,5 153,0 150,0 146,5 83,0

(IQR) ~(400,221.0) | ~(72.0,207.0) | ~{64.0, 231.0} | ~(57.5,2235) | ~(21.0, 182.0)

TixaeHs 16 57 54 57 168 52

Cepenre 1593 (115,36) | 142,2(145,64) | 1483 {131,81) | 160,1(130,66) | 135,5 (153,48)

sHaueHHs (SD)

Magiana~ 137,0 157,0 141,0 1405 1230
IGR) ~(78.0,235.0) | ~(89.0,228.0) | 473.0, 252.0) | ~{(79.5,236.5) | {48.0,253.5)




WxAaeHs 20 56 54 56 166 49
Cepenue 165,2(146,80) | 153,8(150,40) | 1826 (142,18) | 167,4 {148,08) | 149,0(11 7,44)
3HaueHHs (SD)

MeniaHa~ 1725 163,5 185,0 169,0 160,0
(1QR) ~{49.0,262.0) | ~(84.0.257.0) | ~71.0, 281.0) | ~(73.0, 271.0) | ~(70.0, 252.0)
Tuxgedn 24 56 53 56 165 47
Cepenne 172,5(11204) | 180,9(167,43) [ 204,0 (166,78) | 185,9(148,26) | 1434 {145,18)
3HauEHHsg (SD)

Mepiata~ 158,0 196,0 182,5 185,0 159,0

IQR) ~(83.5,236.5) | ~(88.0,281.0) [~(104.0, 284.0) | ~(95.0, 270.0) | ~(43.0,212.0)
Tinkiens 26 48 50 53 151 45
Cepenus 1864 (153,99) | 177,7(146,84) 194,7(149,66) | 186,4 (149,29) | 1 66,4(145,11)
3HaueHHA (SD)

Mepiana~ 172,0 152,0 167,0 165,0 1740
(1QR) ~(74.5,241.5) | ~(104.0,298.0) | ~{97.0, 292.0) | ~(97.0, 279.0) | ~(450, 246.0)
TwxgeHb 28 49 52 52 153 45
Cepeare . | 2050(164.91) | 1881 (132,08) | 193,3(15443) | 195 3(149,97) | 178,2(150,25)
3Ha4exHs (SD)

Menjana~ 2030 192,0 154,5 183,0 175,0
[iQR) ~{116.0, 266.0) | ~(95.5,2735) | ~95.0, 265.0) |~(103.0, 266.0) | ~{115.0, 245.0)
TuxaeHs 32 32 33 55 160 45
Cepepne 191,4(151,79) | 205,2(14553) 209,9(157,56) | 202,3(151,03) | 197.4( 170,48}
3HaqenHs (SD)

Meniara~ 177.0 2150 180,0 201,0 186,0
(1QR) ~(110.5, 274.0) | ~{139.0, 294.0) ~(69.0,309.0) | ~(113.0, 286.5) | ~(82.0, 269.0)
THxaeHb 36 52 33 95 169 45
CepenHe 192,6(165,97) | 213,0(14489) | 2650 (169,42) | 224,1(162,50) | 185.% 152,91)
3Havektn (SD)

Meniana~ 189,0 2190 269,0 2235 181,0
(IQR) ~{82.0,297.0) | ~{121.0, 300.0) ~{136.0, 349.0) | ~{118.5, 334.0) ~(77.0, 285.0)
TuxaeHs 40 52 53 55 160 45
CepegHe 203.6(171,74) | 212,8(180,38) | 2123 (114,67) | 209,6 (156,79) | 2215 (188,99)
3HaueHHA (SD)

Mepiana~ 188,0 206,0 197,0 195,0 2040
IOR) ~(89.0, 251.5) ~(92.0, 303.0) | ~{118.0, 309.0) | ~{109.0, 290.0) | ~(63.0, 331.0)
Tyxnens d§ | st | a3 L 54 B 138 44 |
Cepegre 235,1(17588) | 2+7,6(162,90) 259,0(154,21) | 245,5(171,81) 262,5(201,33)
3Haverks {(SD)
MepiaHa~ 203,0 235,0 240,0 219,0 216,0
(1QR} ~{126.0, 294.0) | ~(131.0, 369.0) |~(164.0, 370.0)  ~(141.0, 343.0) | ~{133.5, 363.0)




WXIeHb 60 48 47 53 148 44
reannenna(s0) | 217.7(152,92) | 269.4 (188,34) | 266,1 {156,03) | 251,5(166,56) 263,8(181,15)

MeniaHa~ 2155 2750 251,0 2425 268,5

I1QR) ~(111.5,303.0) | ~{130.0, 398.0) ~{156.0, 371.0) | ~{133.5, 363.5) | ~(144.0, 363.0
THXOEHD 72 47 43 52 147 42
Ceazpea e 50)| 232,0(191,05) | 201.4 (205,54) 254,0{189.26) | 229,8(195,50) [ 257.1 {216,41)
IMepiana~ 181,0 208,5 215 2050 2085
(IGR) ~(80.0, 338.0} ~{94.0,352.5) |~{160.5,325.5) ~(117.0,339.0) | ~{94.0, 355.0)
[THXOeHb 84 46 48 52 146 42
Cepenwe amasenin (50| 261,5{171,65) 267,0(207 10) | 278,1 {166,11) 275,8(181,27} | 279,4(191,30)
Menfana~ 2435 276,5 255,0 257,0 2585
(IQR) ~{142.0, 389.0} | ~(169.5, 410.5) ~(178.0, 353.0) | ~(166.0, 389.0) | ~(157.0, 395.0)
[Tuxners 96 46 46 52 144 41
[Cepanie anaenss (5] | 950 4(204,32) 267,5(196.27) | 286,2(181,50) | 274.8 {192,57) | 281,7 (232,90)
Megiana~ 2365 2495 s 2595 2890
(1QR) ~{135.0.359,0) | ~{118.0, 348.0) |~{150.5, 355.0) | ~{137.0, 355.0) | ~{158.0, 415.0)
TiaeHn 108 43 46 49 138 0
Cepense maemn 50))  296,2(215,21) | 304,3(195,30) [ 288.4 {184.61) | 206,1{196,75) -
Meniana~ 2480 269,0 259,0 263,0 -
(IGR) ~{(1430,3980) | ~{(185.0,4420) |~(146.0,412.0) | ~(158.0, 415.0)
TuwaeHs 120 4 48 49 136 0
Cepense e (50) | 266,1 (173,09) | 279,3(181,10) | 3972 (225,39) | 285,4(195,37) -
Meniana~ 2630 250,5 276,0 2640 -
(1QR) ~{177.0,378) | ~(184.0,385.0) |~(155.0,439.0) | ~{1755, 401.0)
Tugens 132 40 46 49 135 0
Ceper suzenca SD)| 997 1 {167,59) | 305,2{184,98) 313.2(168,30) | 305,7(172,78) -
Meniaxa~ 296,0 2920 313,0 304,0 -
(1GR) ~{1930,4400) | ~(195.0,402.0) |~(200.0, 3820) |~{196.0, 402.0)
TuKLeHL 144 7 45 46 128 0
Cepene wurenin 50y | 330,7(225,42) | 398.9(224,63) | 3224 (224,57) | 320,0 (223,24) -
Meniana~ 302,0 2730 327.5 299,0 -
(IGR) ~(169.0, 410.0) | ~{146.0,504.0) [~{144.0, 492.0) | ~{151.0, 465.5)

(pumitka: I04aTKOB] 3HANEHHS - L{E (aKTHH] IHAYEHHS KINBROCT] CD4+ knituH {knitu/mMm3).
Bipyconoris
Tpu yyacHHKM Bignogigany kpurepiamM PDVF nix uac pinkprroi tazu Mk 96-m
i 144-M TroxHAME: 2 cy6lexTy, AKi crioyarky Gynu paHgoMizoBaui Ha npHiiom
CAB 10 mr (Tioksi 108 i 132) i 1 cy6'ext Ha npuiiom 30 mr (Tiokaens 132), Jafi
3 TemMu OnHcaHi HiKye:
Y nauienta, akuii orpumysas 10 Mr CAB + RPV Ta Bi/INOBI N4 BH3HAYCHHIO
PDVF (eipycosnoriune BIHORIEHHS) Ha THxHi 108, Oyna BusBnena mMyTauis
V151V/I (ve nepeunna MyTawis pesuctenTHoCTi 20 IHI) 3 1,05-kpaTHo0




MiHoro Ao CAB. Ha 108-my Tuxnui Y nauienTa 6yno 385 wi/mn PHK BUI-1.
[Tintsepmxena PHK BIJI-1 cranosuia 772 c/mi PHK BLJI-1.

Y nmauientis, sixi otpumyeamu 10 mr CAB + RPV Ta BIANOBLIANM BU3HAYEHHIO
PDVF (ripvconoriune BIIHOBNEHHA) Ha 132-My THkHi, Oynu BusBneHi MyTaIii
NNRITKIOTE ma M230M'L, w16 sisikmy » PE3YILTATI RiKYBaHusa, 3 12-

Kparieo ninolo RPV. Ha 132-my i y nmatienTa 6yno 836 kn/mn PHK BIJI-
1. Minreepmxesa PHK BUI-1 cranosmna 1727 o/mn PHK BIJI-I.

Y mauienris, ki otpruMysanu 30 mr CAB + RPV ta BIAMOBIZANH BUSHAYESHHIO
PDVF (Bipyconoriune BINIHOBJICHHS) Ha 132-My TH3KHI, He OYJI0 BUSBREHO
PROHHX MYTALiH, TOB'A3aHMX 3 JTikyBaHsm. Ha 132-my Twskui y nauienra 6yio
908 wi/Mn PHK BIJI-1. Hinrsepmxena PHK BIJI-1 cranosmuna 21 1 c/mMn PHK
BUI-1.

21. PesynbraTu 6esnexu

Jlani B ULOMY PO3ZiNi crocyioThCs BTOPHHHOI METH - OUiHHTH Ge3nexy Ta
nepeHocumicts 10, 30 ta 60 Mr CAB omun pa3 Ha noby B kom6inauii 3 2 NRTI
10 24-I'0 TIDKHS Ta B paMKax miaTpuMyiouof cxemu ART 3 koMGiHawii ABOX
npenapartis 3 RPV no 144-ro tesxus. Lle pe3yneTaTH nepuioro aocnimiends I
(basu, B AKOMY nepopaibHo 3actocoByBand CAB Haisuum BIJI-1-nosuTurHIM
MALiEHTaM, AKi OTpHMYBANH AHTHPETPOBIpYCHY Tepanito. Lle nocnimxenHs
Hapasi TPHRAE; Pe3yNIbTATH, NPe/ICTABNCH] TYT, CTOCYIOThCs Nepioay no 20
Gepesus 2016 poky - natu my6rikanii 6asu JaHHX.

byno nposenexo ananis uyransocti ns BHKITIO4CHHA 11 cyb'exTis 3 1 caiity
uepes migospy Ha nopymenus GCP. Binnosigno, ananis uyraueocti [IOKA34aB,
L0 NPOONEMH 3 NANHMH, BUSBIEH] Ha Wik JiNSHui, MaroT MIHIMATBHUI BITME
abo B3arani He BINHBAIOTH HA HANI3 KIFOYOBHX KiHIEBHX TOUOK Oezneku.

T"oﬁitmi peaxuif

[poraroar 144-ro 1iokng ne OyA10 BIABNCHO JKONHHX HOBUX TCHAEHLA/ curuanis
y cyG'ektiB, sKi npoxorxysany yqacts ¥y ¢asi nocaimkenns 3 BigkpHTO0O
erureTKor. Hatinommpenimmmu ITP cepen narientie, ki orpumyean CAB Ha
144-my Twsicai, Gynu indexuis BEPXHIX NHXANLHUX [UIIXIB (21%), niapes (11%)
ra 6poHXxiT (8%).




|

Tabnuus 8 3eepeHa itgopmayis npo nowwmpedi (>=3% saranom) no6iuHi peaxyii
APy NiATpUMYoHoMy RiKyBakHI 32 3aranbHOI0 YacToTowR (nonynsis

nigTPAMYIYOro NMiKyBaHHs)
MoxigHuil Tépmi 3i cnoBRUKa CAB CAB CAB CAB
10 mr 30 mr 60 mr MpomixHuii
nigcyMox
N =352 N=353 N=55 N =160
n (%) n (%) n (%) n (%)
Byab-ska NP 38(73) 49 (92) 50 {91) 137 (86)
IHchexuia BepXHiX AuXanbHIX LInAxia (17 13 (26) 12(22) 34 (21)
iapen 5(10) 7(13) 5(9) 17 (1)
Eponxir 4(8) 3 (6) 6{11) 13 (8)
Broma 4(8) 5(9) 3(5) 12(8)
fenpecia 5(10) 2{4) 3(5) 10 (6)
Bink y cruui 3(6) 2(4) 4(7) 9(6)
Be3coHHs 3(6) 2{4 5(9) 10 (6)
HasodhapuHrit 2(4) 4(8) 2{4) 8(5)
Hynora 0 3(6) 8(15) 17
Cudinic 5(10) 4(8) 1(2) 10 (6)
FoHopes 4{8) 4 (8) 3(5) 117)
PapyHriT 4(8) 2(4) 3(5) 9(6)
Bucun 1(2) 6 {11} 2{4) 9(6)
Ce3oHHa aneprig 1(2) 3(6) 4({7) 3(5)
Kawens 3(6 2(4) 1(2) 6 (4)
NimpageHonaris 2(4) 1(2) 4(7) 7{4)
AHOreHiTansHi Boponasky 2(4) 1(2) 4(7) 7{4)
Porikynir 1(2) 2{4) 3(5) 6 (4)
lonoeHuit Ginbs 2{4) 3(6) 2{4) 7{4)

IIP mo nos's3aui 3 MixapebKuM 3aco6oar

Mpumira: MowwpaHMMy HeGaxanmm ABUILAMUW BBAXEITLCA Ti, O MAOTh >=3% 3aransHol YacToTy.

Ha 144-my Tibkui HaluacTimuMu nmop's3anumy 3 ApHITOMOM nipenapary
MOGIMHUMY peakLisMH, 33 OlHKOIO HocnitAuKa, ¥ rpyni nikysanus CAB 6ynu
FOOBHH LB, HY/IOTa T4 HEHOPMANIbH] CHOBHNIHHS - yci BOHH cTaHOBMIH 3%.




Tabnuys 9 3eeneHa indopmauis Mpo nobivHi peakyii, noB'A3aHi 3
MiATPUMYIOYOK Tepanicio (>=3% y 6ynb-Akil rpyni
RochigxenHal), 3a 3arankHo0 YacToTOH (nonynsuin
nigTpuMytoyol Tepanii)

BasxaHuit TepMin CAB CAB CAB CAB
10 mr 30 mr 60 mr MpomixHUiA
nigcymok
N=52 N=53 N=55 N=160
n (%) n (%) n (%) n (%)
Bynb-sixa P 8(15) 12 (23) 10(18) 30 {19)
lonoeHuit Binb 2(4) 2 (4) 1(2) 5(3)
Hynora 0 0 4(7) 4(3)
MOPYWEHHSA CHY 1(2) 0 3(5) 4(3)
Broma 0 2(4) 0 2(1)
flenpecis 1(2) 0 2(4) 3(2)
liapes 0 2(4) 0 2(1)
MoripLterHs nam'si 0 2(4) 0 2(1)

IIP, 1o npu3BogsTe 10 BHJIYIEHHA ROCTIUKYBAHOIO POAYKTY

Yacrka T1P, o npu3somuny 1o sigMinu npenapaty 1o 144-ro tTikhs, 6yna

HH3bKOIO B yeix rpynax CAB (3% sin ycix nauienTis). ¥ Beix inausigyanshnx
noeinoMneHHsx npo nepeeary AE, mo [pU3BENa IO BIIMIHH NpenapaTy, 4acToTa)
BUHUKHEHHS CTAHOBMIIA | BHUNANOK B KOMHIH rpymi gocmimienms.




3acTocysaHHs focnif
MATPUMEY Gesneku)

Tabnuus 10 YaaranbHena Indopmauis npo HenepegbauysaHi noGiyki peaui,
L0 NPU3BOAATL A0 BIAMIHW 0CTATONHOIO NPUIMHEHHS

PKYBaHOrO JTiKapcbKoro 3acoby (monynsyis

Knac cucremu opranis CAB CAB CAB CAB
1Omr | 30wmr 60 mr | Mpominnuit

Baxanuit Tepmin NiAcyMoK
N=52 | N=53 | N=55 N=160
n{%) | n(%) n (%) n (%)

byat-axa MNP 1(2) 2 {4) 1(2) 4(3)

[McuxiyHi nopywenHs

Bynk-sika NP 0 0 1(2) 1(<1)

TpUBOXHMIA posriag 0 0 1(2) 1{<1)

oCniAKeHHs

Bynk-aka MNP 1(2) 0 0 1(<1)

Enexrpoxappiorpama HeHopMantHa 1(2) ] 0 1(<1)

MigBuMLLLEHHS piBHSA TpaHcamiHas 0 0 0 Q0

InchekUii Ta iHBaaiT

Byab-aka NP 0 1(2) 0 1(<1)

locTpuit renarut C 0 1{2) 0 1{<1)

HosoyTaopenns noBposxici, 2noskichi ta HEYTOYHEHI (BKNKOYarOYM KicTH Ta

nonimu)

Byab-aka P 0 1(2) 0 1(<1)

flimghoma Bepkitta 0 1(2) 0 1{<1)

Cepitozne noGiune aenme

[Tics 6azoBoro pisns 10 144-ro TimkHs 15 (9%) oci6, sxi npritmanu CAB,
nouznoauan po CTU. Wonua 3 uux noaiii ne Gynia nos's3ana 3 HAPKOTHKAMM.




Tabnuus 11 3eegena indropmauis npo cepitoaHi noGiuHi peaxuii mpu
niATPMMYIOHOMY NiKyBaHKi 33 KNacaMu CHCTeMHUK opraHis
(nonynsauis nigrpumytodoro NiKyBaHHsA)

Krtac cucTemu opranie CAB CAB CAB CAB
10wmr 30mr 60mg Tpomixuui
Baxannii TepMin nincymox
N=52 N=53 N=55 N=160
n (%) 1 {%) n (%) n {%)
EY[b-RKA NP 5(10) 5(9) 5(9) 15(9)
Inghexyii Ta insasil
Byak-nka P 24 2(4) 3{5) 7{4)
JMinonepmir 1(2) 0 0 1(<1)
THEBMONIA 1(2) 1{2) 0 21)
Wsrennesnas indekin 1(2) 0 0 1{1)
AGCYec Q 0 1(2) 1(<1)
AGCUEG KUILIKOBMA 0 0 1(2) 1(<1)
ANenavkynApHud aboyec 0 0 1(2) 1(<1)
AneHamuuT 0 0 1(2) 1(<1)
Octeamienir 0 0 1{2) 1{<1)
Cencuc 1(2) 0 0 1(<1}
Cradingrokoaa iudemin 1(2) 0 0 1{<1)
Bipycha ithesuin 0 1(2) 0 1(=1)
[opywenns 3 GoXy WTyHKOBo-KMWKBBOTD TpaKTy
Byab-siKka [TP 1(2) 1(2) 1(2) 3(2)
Konir 1(2) 1{2) 0 201)
Exrepnr 0 0 1(2) 1{<1)
LinyHxoBo-kuuK08a KPOBOTEYA 0 0 0 0
Neuxivui topywenys
Byau-aka NP 1{2) 0 2(4) 3(2)
MaHia 0 0 1(2) 1(<1)
[CUXOTHUHIE PO3NAA, CPHYUHEHNA ICHXOAKTHEHHMH )
E4OBHHAMK 0 0 1(2) 1(<1)
Cyilupantti aymim 1(2) 0 0 1{<1)
Mopyienus 3 Goky cepus
Byns-aka NP 1(2) 0 0 1(<1)
T pinotivna nepegcepns 1(2) 0 0 1(<1)
JarankHi poanaam 1a peakuyll B picui peenensA
Byab-rxa NP 0 1(2) 0 1{<1)
Bink v roypsax 0 1(2) 0 1{<1)
HoBsoyrEopenHs aoBposkicki, anoaxicHi 1a KeyTOYReH] (BXnKDYaKYK KicTH Ta noninu)
bynb-axa [P 0 1{2) 0 1{<1)
Nimdoma Bepritra 0 1(2) 0 1{<1)
[opywenun 3 50Ky HEPBOBOT CHETEMK
Byab-axka NP 0 1(2) 0 1(<1)
Concaxui Gin, 0 1(2) 0 1{<1)
Mopywenun 3 Goxy aAnxanskHol CHCTEMH, OPFaHIB IPYAHOT KNITKK Ta CepenocTinng
Byne-aka NP 0 1{2} 0 (<1}
TpomGoemGonis nerexendi aprepii 0 12) 0 1{<1)




'Cmep'm

Ha mMoMeHT nposenenns aHanisy na 144-my TikHi B 5OMy FoCTimKeHH] He
6YJ10 3a¢iKCOBAHO HONHOIO NETABHOrO BHITANKY.

Tizoapa wa niasnweny wyrausicrs po abdarasipy

a sonenr nposepennsa 1poro 2HANI3Y B UBONY JIOCIKCHHI HE NOBinoMAsIocs
Mpo MiA03PIOBaNi peaktii rinepuymneocTi 10 abGakagipy.

PesvinpTarn naboparopHnx i kainivHnx pocaimKens

JlaGopaTopHi MoKasHUKH KNiHIYHOT XiMi, IO CTAHOBNSTS OCOGITHEHIT iHTEpEC,
Bynu BU3HAYEH] IO NOYATKY AOCHIIwKEHHES Ak TaKl, U0 MalOTh KOHKPETHe
KITiHIYHe 3HAYEHHS JUTS DOCHiIKEHHS (ALT, acnapraraminorpaucgepasa [AST],
KpeaTHHKiHa3a, KpeaTHHIH, 3araTbHUi 6inipy6in i saransuuii BmicT
HeHTpodinis). Pirexs naGoparopux simxunens Byznb-sikoro pieH# za
CremianbHUMH {HTEpecaMy cTaHOBMB 53% y cyb'extin CAB. Lle 6yno
3YMOBJICHO BHIIOK YaCTOTOIO aHOMaiit 1-ro ta 2-ro cryneuis. [TinpumenHs
piBua ALT, AST i KpeaTuHKiHa3u Bif | no 4 CTYNeHs Big0yBanocs 2 4acToTo
17%, 17% i 19% Bignosinuo.




Tabnuua 12 3Begeni faHi woao MakcuMansHoro NigTPUMYIOYOro NikyBaKHs

HafI3BUYaRHUX NaBOPaTOPHUX TOKCHUHOCTES MNapametpy, wo
O NiATPUMYETLCA B

CTaHOBNATE 0COBNMEBMI iHTepec (HaceneHHs,

GesneyHomy crani)
caB CAB CAB CAB
10 mr 30 rar 60 mr NpomikuHui
nigcymox

N=352 N=53 N=355 N =160
n (%) a %) n (% n (%)

BCI TAPAMETPU - e S AR T RN e

1 -4 crynewi 27(52) 24 (45) 33 (60)

2 - 4 cTynesi 10(19) 13 (25) 14 (25)

32 crvment 7113) 6{11) 4

1 eTyning 17{33} 11(21) 18(35)

2 cryaii 3(6) 7 {13) 10 (18)

3 cTyniHbL 36) 2(4) 1{2)

4 crynine 4(8) 418) 3(5)

AlTaHinamino Tparcepaza (MOIn) s 7, i A L

1 - 4 cTyneni 7(13) 12(23) 8(15) 27 (17)

2 - 4 cTyneHi 2(4) 4(8) 1(2) 78

3 -4 cryneni 0 12) 0 1(<1)

1 Crynie 5(10) 8(15) 7(13) 20(13)

2 crynins 2(4) 3(6) 1{2) 6{4)

3 CTYniHb 0 0 0 0

4 cTynike 0 1(2) 0 1{<1)

AcnaprataminoTpancepasa (MO/n) Bekac. . - R R ] widE

1 -4 crynesi 7013 12(23) 3 (15) 27 {17)

2 - 4 cTyneni 4(8) 6{11) 3(5) 13 (8)

3 - 4 crynesi 1(2) 1{2) 0 2(1)

1 cTynins 3(6) 6(11) 5(9) 14(9)

2 CTynikb 3(6) 5(9) 3(5) 1M

3 crynis 1(2) 0 0 1(=<1)

4 cTynine 0 1(2) 0 H<1)




Kpeatwhkiasa(MOIfn) -~  — * - = - - e - S el n
1 - 4 ciyneui 11(21) &{11) 14 (25) 3119
2 - & cTyneHi 5(10) 5{9) 7(13) 17 (11)
3 - 4 crynesi 5(10) 4(8) 3(5) 12(8)
1 crynis 6(12) 1{2) 7(13) 14 (9)
2 crynine 0 12 10 5(3)
3 cTynitb 2(4) 2(4 2(4) 6 {4)
4 cTynine 3(6) 2(4) 1(2) 64
Kpeatwhingumonetn) -~ — - = e e
1-4 cryneni 0 0 1(2) 1{<1)
2 - 4 crynexi 0 0 0 0

3 - 4 crynesi 0 0 0 0

1 cTynibb 0 0 1(2) 1(=<1)
2 cTynite 0 0 0 0

3 CTynikb 0 0 0 0

4 cTynins 0 0 0 0
3aranbEy i 6inipy6in (MxMonsin). T NS
1-4 crynesi 7(13) 31(6) 8(15) 13 (11)
2 - 4 cryneni 1(2) 2{4) 2(4) 5(3)
3 - 4 cTynewi 0 0 0 0

1 cTynikb 6(12) 1{2) 6(11) 13(8)
2 cTynites 1(2) 2{4) 24 5(3)
3 cTyniNe 0 0 0

4 cTynine 0 0 0 0
3aranbua kinbkicts HeAtpediinis [ 3aranuHiti ANC < 3aranuHuR, a6CoNIOTHHA BMICT HeliTpoddinia) (Tnfn)  **
1 -4 crynexi 6(12) 5(9) 8(15) 19{12)
5 -4 cryneHi 24) 2(4) 1@ 8(5)
3 - 4 cTyneti 2(4) 1(2) 1(2) 4(3)

1 crynitis 4(8) , 3 (5) 4(7) 1[0
2 cTynitb 0 1(2) 3{5) 4{3)
3 cTynidb 12 0 0 1{<1)
4 cTynitb 1(2} 1{2) 1{2) 3

IMpumitka: Min{fRi NoKA3HUKW Y3arankHeHi NUIe KA ASHHX HaTWE.
Mpumitka: Y Wik TaGRUL HABEAEHO MAKCHMANGHY OLHKY, OTPHMaHY Wi 4ac dasu NiTTRUMYIONOTO nikysaxHs, Axa Gyna
BULLOIO 32 OUTRKY, OTPUMAHY YUECHIKAMM KA AQUATKY (ash NATPHMYIOHOTO NKYBAHHA KA 24-My THXH.

[ AHaniz ceqi

He Gyso BusABNEHO KITiHIYHO SHATYILMX TeH/ICHLIIH y pesy/bTarax aHanisiB cedi
Mix rpynavu CAB 1a EFV a6o Mixx rpynamu nosysanus CAB.

[Eaexrpokapiorpamn (EKT)

EKI" 36rpanu Ha nowaTkoBoMy etani, B 1-ii feHb Ta Ha 2-i, 4-#, 12-#, 24-ii, 26-
i, 2811, 36-it, 48-H, 60-i, 72-ii, 84-if, 96-i1, 108-it, 120-i, 132-3 i 144-if TeoKHi.




BinbLicTs yuacHUKiB MaJH 3MiHH Big Gasoporo pisua B QTcB abo QTcF <30
mcex. YotupH nauientn 3 CAB manu isonsosany EKI nix wac mocmimxeHs 3i
sminoto QTcB a6o QTcF sin 6azosoro pirns >60 mcek. oxHa 3i
criocTepesxysanux 3min QTc ue Gyna srofom niNTBEpKEHA notpiituoro EXKT, i
biomeH MauieHT He NPUIKHMB JiKyBaHEA BHACTifoK 3MiHu intepBaiy QTc.

Ta6nuus 13 3BefeHa iHthopmaLia npo 3MiHY NOPIBHAHO 3 NOYATKOBUM PiBHEM
y 3Ha4eHHnx QTc (GesneyHa nonynauia)

CAB CAB CAB CAB
10 mr I0wmr 60 Mr | Mpomixuui
nigcymox

N=60 N=60 N=61 N=181
n (%) n (%) n (%) n {%)

|Makcumansra 3mina QTeB Ha novaTky
nixysaHHA (MCeK]

n 42 50 44 136
<30 30(71) 34 (68) 31 {70 95 (70}
>30 go <60 10(24) 15 (30) 12 (27) 37 (27)
60 2(5) 1(2) 1{2) 4(3)

Makckmansna 2MiHa QTcF Ha novatky
ikyBakHa (Mcek)

N 42 50 44 136
<30 7(88) | 4189 | 32(73) | 110(81)
>30 A0 < 50 37 8(16) | 11({25 | 22(16
>60 2(5) 1(2) 10 4(3)

A CHTTEBO-BAMINEBI MOKa3ZHNKH

KUTTEBO BAXKIIMBI MOKA3HKKM OLIHIOBANM Ha 1-H Jenb, 2-i, 4-it, 12-ii, 24-i, 26-
i, 28-it, 36-i1, 48-i1, 60-ii, 72-, 84-i, 96-#, 108-#, 120-#, 132-i1 i 144-i THKHI
Y aoIHii 3 rpyn aiKyBaHHA He GY/I0 BHABIEHO 3HAYYLUHX 3aKOHOMipHOCTEH ¥
BMiHAX HKUTTEBO BANKIIHBUX MOKA3HHKIB.

BariTnicTs

Tlo 1pOro aHaiisy BariTHiCTL He HACTYMANA.

22. BUCHOBOK (32KIIOYEHHH)

e ¥V nomymauii [ITT-ME npenapar CAB mnoc RPV nponeMOHCTpyBaB
cTiliky Bipyconoriusy cympeciio npoTarom 144 THXHIB NikyBaHHA. Y
HALi€HTIB, AKi yBIMILIH ¥ a3y BiAKPHTOTO ZOCHIIKEHHS Ta NepeiiuIn




Ha nepopanbuii npuitom CAB 30 mr, Bipyconoriuse npurHideHHs
NPOIOBKYBANO 30epiraTcs, 3 HEBEIMKOK KUTBKICTIO HEBIPYCONOTTYHHX
Bi/IMOB BijJ JiKyBaHHS ab0 BipyCOJIOTIYHMX HEB/IAY.

e 3aranom CAB + RPV no6pe nepeHocuscs, auue aeski [P npussoauny
710 CHHIPOMY BIIMIHHM, HE [OB'S3aHOTO 3 NPUHOMOM Tperapary.

e 1li nani niarepmwkytots Bubip CAB 30 mMr + RPV 25 mr s
MOAANBLIOr0 BAKOPHCTAHHS 15 MiATPUMKH Tepanii Tpusanoi Aii ( LA) B
AKOCTI MepopasibHOT cTapToBOi Ta/ab0 MPOMiKHOT Teparii.

e  Pe3ynsTaT# NPONOBKYIOTH MiATPHMYBATH OLHKY MOBHICTIO iH'eKIIHHNX
cxem CAB LA + RPV LA B aKoCTi MiATPHMYIOUYOT Teparii.

3asBHHUK (BIACHUK PEECTPALliHHOTO MOCBITYEHH)

(nignmc)

Kapen I'peitrokep (Karen Grainger)
Bite-npesuaent, KepiBHUK BiU1iTy HOPMATHBHO-TIPABOBOTO PEryJ/IFOBAHHA

i BiiB Xenckep (ViiV Healthcare)
{ITopsadox donosneno noéum oooamxom 30 32iono 3 Haxasom MO?3 Vxpainu Ne 1528 6io 27.06.2019 }

Ilepexiiaj BAKOHAB:

MeHe/pkep 3 peryJIsTOPHHX MHTaHb Ta peecTpaii
TOB TI'nakcoCmitKnsiin ®apmacsiotikanc Ykpaina
Mapuusiko Jlroamuna




Clinical Trial Report - 25
Study ID-200056 (LATTE-2)

1. Name of medicinal prdduct (registraﬁon éertiﬁcate No, if avéiiable)

IAPRETUDE, prolonged-release suspension for i iny ectlon 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 IIb Study Evaluating a Long-Acting Intramuscular Regimen of
GSK 1265744 plus TMC278 For the Maintenance of Virologic
Suppression Following an Induction of Virologic Suppression on an Oral
regimen of GSK 1265744 plus Abacavir/Lamivudine in HIV-1 Infected,

Other interim reports associated with this study are listed below,

200056 Week 32 report: (GSK Document Number 2015N246053_00)
200056 Week 48 report: (GSK Document Number 2016N273084_00)
200056 Week 96 report: (GSK Document Number 2017N337118 00)
200056 Week 128 report: (GSK Document Number 2018N360914 00)
200056 Week 160 report: (GSK Document Number 2018N380094_00)
200056 CSF Substudy report: (GSK Document Number

2018N367168 00)

Antiretroviral Therapy-Naive Adult Subjects — Week 256, Study 200056.




6. Phase of clinical trial

Phase 2b

7. Period of clinical trial

from [28 April2014] — [05December2019]

8. Countries, where clinical trial has been conducted

USA, Canada, Spain, France, Germany

0. Number of trial subjects planned: 265
actual: 309
10. Main purpose and secondary objectives of CT Primary:

Evaluated the proportion of subjects with Human Immunodeficiency

- Virus Type 1 (HIV-1) Ribonucleic acid (RNA) <50 ¢/mL at

Maintenance Week 32 based on intent to treat-maintenance exposed
(ITT-ME) population using the Missing, Switch, or
Discontinuation = Failure (MSDF) algorithm.

Evaluated the proportion of subjects with protocol-defined virologic
failures over time.

Evaluated the incidence and severity of adverse events (AEs) and
laboratory abnormalities over time.

Secondary

Evaluated the antiviral activity, tolerability, and safety of CAB 30 mg
plus ABC/3TC orally once daily through the Induction and
Maintenance Periods.

Evaluated the efficacy, tolerability, and safety of CAB LA 400 mg IM
plus RPV LA 600 mg IM every 4 weeks and CAB LA 600 mg IM
plus RPV LA 900 mg every 8 weeks, relative to CAB 30 mg plus
ABC/3TC orally once daily, through Week 96 of the Maintenance
Period.

Characterized CAB LA and RPV LA Pharmacokinetics (PK) and
explored PK-Pharmacodynamic (PD) relationships.

Assessed the development of viral resistance in subjects with
protocol-defined virologic failure (PDVF).

Explored the effect of various demographic baseline characteristics




and adherence on virologic response to CAB and RPV over time.

¢ Evaluated the treatment satisfaction for subjects on the long-acting
injectable regimens compared with those on the oral regimen through
Week 96 of the Maintenance Period.

o Evaluated the change in treatment satisfaction for subjects in both the
long-acting injectable and oral regimens through Week 32 of the
Maintenance Period.

¢  Evaluated medication adherence over time,

11. Clinical trial design

Study 200056 was a Phase 2b, randomized, multicenter, parallel group,
open-label, three-part study conducted in HIV-1 infected, Antiretroviral
(ARV) Treatment (ART)-naive adults. This study consisted of a Screening
Period, Induction Period, Maintenance Period, Extension Period and a
Long-term Follow-up Period (withdrawn IM dosing regimen subjects
only). A subject was considered to have completed the study if they
completed the Induction and Maintenance Period through Week 96. A
schematic diagram is depicted in Figure 1. '




Figure 1 Study Schematic
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Maintenance and Extension Period
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12. Main inclusion criteria e Male or female subjects who were at least 18 years old and were

HIV-1 positive (HIV-1 RNA >1000 copies/milliliter [¢/mL]).

e Women of childbearing potential were enrolled if they agreed to
use adequate contraception for the life of the study and at least 52
weeks after withdrawal from an IM regimen.

o Cluster of differentiation 4+ (CD4+) cell count >200 cells/mm3 (or
higher as local guidelines dictate).

e Antiretroviral therapy naive (no more than 10 days of prior therapy
with any antiretroviral agent following a diagnosis of HIV-1
infection. Any previous exposure to an HIV integrase inhibitor or
non-nucleoside reverse transcriptase inhibitor [NNRTI} was




exclusionary).

13. Investigational medicinal product, mode of administration and
strength

Investigational Product Strength and Packaging Batch Numbers
CAB 30 mp tablets; 34 tablets per bottle 132379467
142360101
142382219 -
142384488

CABLA 200 mg/mL injectable suspension; 2 mL per vial 142380750
142381404
142383895
142384888
142387406
RPV 25 my tablets; 30 tablets per bottle DCLE401
FCL8400
RPV LA 300 mg/mL injectable suspension; 2 mL per vial 13J217GC01
14D22/G001
ABCAATC 600 mg ABC/300 mg 3TC FDC tablets; 30 iadlets | R642020
per bottle R642019
R642016
R657884
R658770
RE6TSO7
REG7906
R688541
R695615
R6485593
RG95614
R696791

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

NA

15. Concomitant therapy

Permitted medications:

Concomitant medications (prescription and non-prescription) were
administered only as medically necessary during the study. Subjects were
advised to notify their Investigator of any current or proposed concomitant
medication, whether prescribed or over-the counter, because of the
potential for interactions between such treatments and the study
medications.

Chemoprophylaxis for HIV-associated conditions was encouraged, if

appropriate, at the discretion of the subject and their physician. All




concomitant medications, blood products, and vaccines taken during the
study were recorded in the eCRF with dates of administration.

Because non-HIV vaccines may have caused a temporary increase in the
level of plasma HIV-1 RNA, it was recommended that a vaccine, if
necessary, be given during or immediately after a scheduled visit after all
laboratory tests were drawn. This approach minimized the risk of non-
specific increases in the level of plasma HIV-1 RNA at the next scheduled
assessment.

Other IM injectables were permitted but administered away from the site
of [P administration.

Oral administration only: Antacid products containing divalent cations
(e.g., aluminium, calcium and magnesium) were taken at least 2 hours
before or at least 4 hours after CAB and RPV, and H2-antagonists was
taken at least 12 hours before or at least 4 hours after taking CAB and

RPV.

Concurrent administration of multivitamins was acceptable.

16. Criteria for evaluation efficacy/PK

Primary:

¢ The proportion of subjects with HIV-1 RNA <50 ¢/mL at
Maintenance Week 32 based on ITT-ME population using the

MSDF algorithm.
e Proportion of subjects with protocol-defined virologic failures over
time.
Secondary:

e Proportion of subjects with plasma HIV-1 RNA <200 ¢/mL and
<50 ¢/mL.over time,

e Absolute values and change from Baseline in plasma HIV-1 RNA.




e Absolute values and changes from Baseline in CD4+ cell counts.

* Incidence of disease progression (HIV-associated conditions,
acquired immunodeficiency syndrome [AIDS] and death).

o Absolute values and changes in laboratory parameters over time.

* Proportion of subjects with protocol-defined virologic failures over
time.

e Plasma PK parameters for CAB LA and RPV LA (Ctrough and
concentrations post dose [~maximum plasma drug concentration
(Cmax)]) during the Maintenance Period.

e Plasma CAB and RPV trough concentrations to determine when
steady state was achieved for each CAB LA and RPV LA regimen.

e Relationship between plasma PK parameters and plasma HIV-1
RNA, CD4+ cell counts and/or occurrence of AEs through
Week 48 of the Maintenance Period were explored.

e Incidence of treatment-emergent genotypic and phenotypic
resistance to CAB, RPV, and other on-study ART.

e Summarize treatment satisfaction using the HIV Treatment
Satisfaction Questionnaire Status (HIVTSQ(s)) over time (through
Week 96 of the Maintenance Period.).

» Measure change in treatment satisfaction using the HIV Treatment
Satisfaction Questionnaire Change (HIVTSQ(c)) over time
(through Week 32 of the Maintenance Period.).

e Summarize subject reported medication adherence using the HIV
Medication Questionnaire (HIVMQ) over time.

17. Criteria for evaluation safety

Primary and Secondary:

e Incidence and severity of AEs and laboratory abnormalities over
time.

18. Statistical methods

The study was designed to evaluate the efficacy and safety of CAB LA




400 mg IM plus RPV LA 600 mg IM every 4 weeks and CAB LA 600 mg
M plus RPV LA 900 mg IM every 8 weeks, relative to CAB 30 mg once
daily plus ABC/3TC once daily, through Week 32 of the Maintenance
Period.

To claim positive outcome, the following hypotheses were tested:

¢ Null Hypothesis (HO): Response rate for CAB LA plus RPV LA
two-drug regimen <CAB plus ABC/3TC -10%

o Alternative Hypothesis (F1): Response rate for CAB LA plus RPV
LA two-drug regimen >CAB plus ABC/3TC -10%

The sample size of 45 subjects in the oral treatment arm.and 90 subjects
cach in the IM treatment arms were chosen to ensure a high probability
that a long-acting two drug treatment with truly poor response relative to
CAB once daily plus ABC/3TC once daily would not be studied further,
while allowing for formal considerations of other factors should the
efficacy be similar between the treatment arms, It was assumed that 85%
of the enrolled subjects would have viral suppression by Week -16, and
approximately 265 subjects would be enrolled in order to have 225
subjects randomized at Day 1.

The study was designed to test the comparability of CAB LA plus RPV
LA two-drug regimen to CAB 30 mg once daily plus ABC/3TC. The
primary comparison of interest was performed using a Bayesian
probability model. If the posterior probability that the difference was
greater than -10% was large (i.e., >90%), then sufficient statistical
evidence had been provided for the positive outcome. A response rate of
82% in the CAB LA plus RPV LA two-drug regimen (compared with an
CAB plus ABC/3TC response rate of 92%) would result in a rejection of
the null hypothesis with a probability of approximately 0.064 (type 1
error). The given sample size was unlikely to select a random sample that
would falsely conclude that CAB LA plus RPV LA two-drug regimen was

comparable with CAB plus ABC/3TC if the response rates were truly 82%




versus 92%, respectively. If the CAB LA plus RPV LA two-drug regimen
yielded a response rate of greater than 92%, then there was a high
probability of rejecting the null hypothesis and correctly concluding that
CAB LA plus RPV LA two-drug regimen was at least as good as CAB
plus ABC/3TC.

[ncorporation of prior beliefs and information about population parameters
was a required part of any Bayesian probability model. The assumptions
made will help to provide a more reliable estimate when the prior beliefs
were combined with the observed data than the data alone as long as the
beliefs were reasonable. Therefore, the {rial utilized a Beta (23, 2)
distribution with the mean response rate being 92%, with 97.5th percentile
0f 99% and 2.5th percentile of 78%. Furthermore, a non- informative prior
belief was assumed for the response rate for CAB LA plus RPV LA two-
drug regimen. Therefore, the trial will conservatively utilize a Beta (1, 1)
distribution.

The All Subjects Screened Population consisted of all subjects screened
for inclusion in the study.

The ITT-E Population consisted of all enrolled subjects who received at
least 1 dose of IP during the Induction Period. The ITT-E population was
used for efficacy analyses of Induction Period data (Week -20 to Day 1).

The ITT-ME Population consisted of all randomized subjects who
received at least 1 dose of IP during the Maintenance Period of the study.
Subjects were analyzed according to the randomized treatment regardless
of what treatment was actually received. The ITT-ME Population was the
primary population for efficacy analyses.

The Randomized Population consisted of all subjects who were
randomized in the study and were used for select study population data
listings.

The Per-Protocol Maintenance Exposed Population (PP-ME) population




consisted of subjects in the ITT-ME population with the exception of
major protocol violators (these were defined in the Reporting and Analysis
Plan [RAP] of this study). The PP-ME population was a secondary
population for efficacy purposes.

The PK Population included all subjects who received CAB and/or RPV
and underwent PK sampling during the study and provided evaluable
CAB and/or RPV plasma concentration data. Subjects in this population
were included in the PK analysis.

The Safety Population consisted of all enrolled subjects who were exposed|
to investigational products with the exception of any subjects with
documented evidence of not receiving any amount of Maintenance Period
investigational product. Subjects were analyzed according to the actual
treatments received. The safety population was the primary population for
safety analyses of Induction Period data.

The Safety Maintenance Population consisted of all subjects who entered
the Maintenance Period and received at least 1 dose of [P. Subjects were
analyzed according to the actual treatments received. The Safety
Maintenance Population was the primary population for safety analyses of
Maintenance Period data. The primary efficacy analysis data set were
based on the ITT-ME population. The efficacy dataset included MSDF
(also referred to as Snapshot) for the proportion of subjects with plasma
HIV-1 RNA less than the pre-defined threshold (e.g., <200 ¢/mL. and

<50 ¢/mL). The primary efficacy analysis was performed at Week 32
based on the proportion of subjects in the ITT-ME population with plasma
HIV-1 RNA <50 ¢/mL using an MSDF approach identical to the current
Food and Drug Administration (FDA) definition of the Snapshot
algorithm, The primary comparison of interest compared the response rate
of each IM dosing arm to the oral control arm using the Bayesian
probability model described above. The probability of (Response rate for
IM arm > Response rate for Oral arm -10%) was calculated.

The Safety Long-Term Follow-up Population consisted of all subjects




receiving at least 1 dose of CAB LA and/or RPV LA who discontinued
[P/withdrew from Maintenance Period and had a least 1 Long-Term
Follow-up Period clinic visit. Subjects were analyzed according to the
actual treatments received during the Maintenance Period. This population
was used to produce additional safety displays of long-term follow-up
period data.

The PDVF Genotypic and Phenotypic populations consisted of all subjects
in the ITT-E population with available On-treatment genotypic and
phenotypic resistance data, respectively, at the time of PDVE. These
populations were used for analysis of On-treatment and treatment-
emergent genotype and phenotype.

The Extension Switch population included all subjects randomized to the
oral 30 mg + ABC/3TC arm who switched to and received at least 1 dose
of the optimized IM dosing regimen of their choice (either Q8W or Q4 W)
in the Extension Period. The Extension Switch population was used to
evaluate safety and efficacy of the optimized IM dosing regimens during
the Extension Period.

The PDVF Genotypic and Phenotypic Extension Switch population
consisted of all subjects in the Extension Switch population with available
on-treatment genotypic and phenotypic resistance data, respectively, at the
time of PDVF during the Extension Period. This population was used for
analysis of Extension Period on-treatment and treatment-emergent
genotype and phenotype.

The Per-Protocol Extension Switch Population (PP-ES) consisted of
subjects in the Extension Switch population with protocol deviations on or
after the first administration of IM loading dose (Week 100). This
population was used for a supporting analysis of the Week 128 interim
and the Week 160 endpoints. Such a supporting analysis would not be
performed if the PP- ES Population comprised more than 95% of the
Extension Switch Population.




Comparability between the Q8W and Q4 W response rates was also
assessed using a Bayesian Probability model. This analysis assumed a
non-informative Beta (1,1) prior distribution for each IM regimen
response rate. The posterior probability that the absolute treatment
difference was less than 10% was calculated. A posterior probability
>90% was pre-specified as the weight of statistical evidence necessary to
conclude that the 2 IM dosing regimens are equivalent in terms of
maintenance of virologic suppression.

An Independent Data Monitoring Committee (IDMC) reviewed interim
analysis results at Day 1 (all subjects completing the Induction Period)
and Week 24 (~50% of subjects completing Week 24 of the Maintenance
Period). All available data was included in the interim analyses, including
data beyond the designated time point except for the Day 1 analysis,
which only included data from the Induction Period. The purpose of these
planned analyses was to evaluate the efficacy, safety, and tolerability at
carly time points in the study, with the possibility to discontinue a
suboptimal regimen before all subjects transitioned to the Maintenance
Period of the study. The sponsor was blinded to the Week 24 interim
analysis. Continuous monitoring of PDVF was also performed.

This interim analysis schedule did not require an adjustment for
multiplicity since there was no possibility of a false-positive finding at any
of the interim analyses conducted before Week 32, and since the Week 48
and 96 analyses were used to further characterize the long-term safety and
efficacy profile of CAB. As no hypothesis was tested for rejection during
the constant monitoring of virologic response, no adjustment for
multiplicity was performed.

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

Summary of Demographic Characteristics (ITT-E population)




Oral CAB

Demographic Characteristic 30mg
N=104
Age yrs)
Mean 36.6
Standard Deviation (SD) 10.39
Median 350
Min 19
Max 64
Sex, n (%)
Female 27 (9)
Male 282 (81)
Ethnicity, n{%)
Hispanic { Latino 51 {17)
Not Hispanic / Lafino 258 (83)
Race, ni (%)
White 246 (BO)
African American ] African Haritage 46 (15)
American Indian or Alaskan Native 10 (3)
Asian 41}
Native Hawaiian or (ther Pacific Islander 1<)
African Amencan / African Heritage & White 2{<1)

20. Efficacy/PK results

Efficacy results:

Study Outcomes Based on Snapshot Algorithm

At Week 256, 88% (Q8W IM arm) and 74% (Q4W IM) of the subjects
randomized to receive injectable dosing maintained virologic suppression
(HIV-1 RNA <50 ¢/mL). The proportion of subjects with no virologic
data at the Week 256 window was higher in the Q4 W IM arm (26%)
compared with the Q8W IM arm (9%) driven by discontinuations due to
AE/death and other non-virologic reasons (protocol deviation, withdrawal
by subject, lost to follow-up, physician’s decision) (Table 5).




Table 5§ Summary of Study Outcomes (<50 copiesfmL) at Week 256 -
Snapshot {MSDF) Analysis (Randomized Q8W/Q4W) (ITT-ME
Population)
Cutcome, n (%) QBWIM QAW IM IM Total
{N=115) (N=115) (N=230)
HIV-1 RNA <50 ¢/fmL 101 {88) 85 (74) 186 (81)
HIV-1 RNA 250 o/mL 403 0 4(2)
Discontinued for lack of efficacy 1 {=1) 0 1{<1)
Discentinued for other reason while not below 3(3) 0 31
threshold
No Virologic Data at Week 256 Window 10 (9) 30 (26) 40 (17)
! Discontinued due to AE or Death 2{2 18 (16) 20(9)
Disconfinued for Other Reasons 8{n 11 {(10) 19(8)
Missing data during window but on study 0 1 {=1) 1{(=1)
QBW IM: GSK744 LA 600 mg + TMC278 LA 500 mg 1M every 8 Weeks [(Q8W)
Q4W IM: GSK744 LA 400 mg + TMC278 LA 600 mg IM every 4 Weeks (Q4W)
At Week 256, 94% of the Optimized Q8W subjects and 90% of the
Optimized Q4W subjects maintained virologic suppression (HIV-1 RNA
<50 ¢/mL) (Table 6).




Table 8 Summary of Study Outcomes {<50 copies/iml.) at Week 256 -
Snapshot (MSDF) Analysis (Extension Switch Population)

Outcoma, n (%) Optimized Optimized | Optimized IM
QsWIM Q4W IM Total
{N=34) (N=10) (N=44)
HIV-1 RNA <50 o/mL 32(94) 9 (90) 41(93)
HIV-1 RNA 250 ¢/mL 1(3) 0 12
Discantinued for lack of efficacy 1(3) 0 1(2)
No Virclogic Data at Week 256 Window 1(3) 1(10) 2(5)
Discontinued due to AE or Death 1(3) 1(10) 2(5)

Optimized Q8W IN: GSK744 LA 600 mg + TMC278 LA 900 mg IM every 8§ Weeks during Extension
Optimized Q4WV IM: GSK744 LA 400 mg + TMC278 LA 600 mq IM every 4 Weeks during Extension

Plasma HIV-1 RNA <50 ¢/mL Over Time

A sustained antiviral response was observed across both treatment groups
through Week 256 of the Maintenance and Extension Period, with similar
response rate in the beginning up to Week 48. After Week 48, higher
response rates were noted for the Q8W regimen compared with the Q4W
regimen because of discontinuation due to AE/death or other non-
virologic reasons (Table 7).




Table 7 Proportion of Subjects with Plasma HIV-1 RNA <50 copies/mL by
Visit during the Maintenance and Extension Pericd - Snapshot
(MSDF) Analysis (Randomized Q8W/Q4W) (ITT-ME Population)

Time point, n/N (%) QBW IM QAW IM IM Total
N=115) {N=115) (N=230)
Day 1/Maintenance Baseline 109/115 (85) 114A115 {>99) 2231230 (97)
Week 4 1121115 (97) 1131115 (98) 2251230 {98)
Week 8 1137115 (98) 1114115 (97) 2244230 (97
Week 12 110/115 {96) 1121115 (97) 2221230 (97)
Week 16 112115 (97) 1104115 {96) 222230 (97)
Week 20 1121115 {97) 1124415 {97) 2241230 (97)
Week 24 110/115 {96) 1074115 {93) 2171230 (94)
Week 28 104/115 (90) 1068/115 (92) 210/230 (91)
Week 32 109/115 (95) 108115 (94) 2171230 (94)
Week 36 109/115 (95) 104/115 (90) 2137230 (93)
Week 40 1061115 (92) 105/115 (91) 2111230 (92)
Week 44 107115 (93) 1041115 (90) 2117230 (82)
Week 43 108/115 (92) 1057115 (91) 211/230 {92)




Time point, N (%) Q8W IM Q4W M IM Total
(N=115) (N=115) (N=230)

Week 56 108/115 (94) 1041115 (30) 212/230 (92)
Week 64 109/415 (95) 1031115 (90) 2124230 (92)
Week 72 109/115 (95) 1031115 (90) 212/230 (92)
Week 80 109115 (95) 100115 (87) 209/230 (91)
Week 88 109/115 (95) 99115 (86) 208/230 (90)
Week 96 108115 (94) 1017115 (88) 2097230 (91)
Week 100 NA 1001115 (87) 100115 (87)
Week 104 106115 (92) 98/116 (85) 204/230 (89)
Week 108 NA 961115 (33) 961115 (83)
Week 112 108115 (92) 98/115 (85) 2047230 (89)
Week 128 104115 (80) 971115 (34) 2017230 (87)
Week 144 10515 (91) 97115 (84) 2027230 (88)
Week 160 104/115 (90) 95115 (83) 1991230 (87)
Week 176 103115 (90) 94/115 (82) 197/230 (86)
Week 192 102/115 (89) 931115 (81) 195/230 (85)
Week 208 102115 (89) 92115 (80) 1941230 (84)
Week 224 101115 (88) 871115 (76) 188/230 (82)
Week 240 101/115 (88) 86/115 (75) 187/230 (81)
Week 256 1011115 (88) 85115 (74) 186/230 (81)

Q8W IM: GSK744 LA 600 mg + TMC278 LA 900 mg IM every 8 Weeks (Q8W}
QAW M: GSK744 LA 400 mg + TMC278 LA 600 mg 1M every 4 Weeks (Q4W)

After 156 weeks of LA therapy in the Extension Period, the optimized IM
arms demonstrated a sustained antiviral response. These data should be
interpreted with caution as the sample size for the optimized IM arms was
small. At Week 256, the proportion of subjects who maintained virologic
suppression was similar in the optimized Q8W IM (94%) and optimized




Q4W IM (90%) arms (Table 8).

Table § Proportion of Subjects with Plasma HIV-1 RNA <50 copies/mL by
Visit during the Extension Period - Snapshot (MSDF) Analysis
(Extension Switch Population)

Time point, n/N (%) Optimized Q8W IM | Optimized Q4W IN; | Optimized I
(N=34) (N=10) Total
(N=44)

Exiension BaselinefWeek 100 34134 (100) 10710 (100) 44444 (100)
Week 104 33134 (97) 1010 (100) 43144 (98)
Week 108 NA 10/10 (100} 10M0 (100)
Week 112 I3 (91) 10M0 {100} 41744 (33)
Week 116 NA 9110 (90) 9110 {30)
Week 120 29134 (85) 5110 (90) 38744 (86)
Week 124 NA 10110 (100) 10110 {100)
Week 128 33134 (97) 10110 (100) 43144 (98)
Week 144 3334 (97) 10r10 (100} 43144 {98)
Week 160 33134 (97) 10710 (100) 43744 (9%)
Week 176 33134 {87) 910 (90) 42144 (95)
Week 192 33134 (97) 910 [90) 4244 (95)
Week 208 33634 (97) 910 (30) 42144 {95)
Week 224 32124 (94) 9M0 (30) 41744 (93)
Week 240 32134 (94) 810 (90) 41744 (33)
Week 255 32134 (94) 8H0 (90) 41744 {33)

Optimized QB IM: GSKT44 LA B0 mg + TMC2T8 LA 200 mg IM every § Weeks during Extension
Optimized Q4 IM: GSKTA LA 400 mg « TMC2T8 LA 630 mg IM every 4 Weeks during Extension

CD4+ Cell Count Change from Baseline

An increase in CD4+ cell count from baseline was observed across all
arms except the optimized Q8W arm, which displayed a slight decrease




(Table 9 and Table 10).

Table § Summary of Change from Baseline in CD4+ Ceil Count (cellsfmm?)
by Visit — Maintenance and Extension (Randomized Q8WIQ4W) (ITT-
ME Population)

CD4+ Change from QBW M Q4w IM IK Total
Baseline, cellsimm? N=115 =115 N=230
BaselinefWeek -20 =115 n=115 n=230

Mean {8D) 486.6 (184.44) 503.9 {187.86) 495.2 (185.95)

Median (IQR) 4490 (343.0, 618.0) | 499.0(355.0,624.0) | 476.5 (350.0, 619.0)
Day 1 n=115 n=115 n=230

Mean (SD) 179.2 (176.06) 176.4 (204.48) 177.8 (190.39)

Median ([QR) 162.0 (64.0, 271.0) | 156.0 (78.0, 270.0) 160.0 (76.0, 270.0)
Week 32 n=112 n=108 n=220

Mean (8D} 264.4 (247.84) 263.7 (217.74) 264.1 (233.02)

Median (IQR) 226.0 (107.5, 330.0) | 241.5(138.0,347.5) | 227.5(114.0,338.0)
Week 48 n=112 n=104 n=216

Mean (8SD) 285.8 (232.20) 266.3 (230.54) 276.4 {231.07)

Median (IQR) 245.0 (151.5, 346.5) | 258.0 (132.5,355.0) | 2555 (144.5, 348.5)
Week 96 n=109 n=100 n=209

Mean (8D) 257.5(192.25) 270.6 (210.99) 263.8 {201.05}

Median (1QR) 2390 (111.0, 355.0) | 225.5 (144.5,393.0) | 231.0(130.0,371.0)
Week 104 n=104 n=9% n=203

Mean (8D} 276.6 (211.73) 309.6 (251.51) 2927 {231.99)

Median (IQR) 240.5 (151.0, 368.5) | 290.0 (158.0,419.0) | 264.0{151.0,382.0)
Week 112 n=106 n=9% n=205

Mean (SD) 262.4 (201.63) 336.3 (265.03) 298.1 (236.73)

Median ([QR) 234.6 (140.0, 364.0) | 298.0 (165.0, 444.0) | 264.0 (149.0, 396.0)
Week 128 n=105 n=4% n=204

Mean {8D) 286.4 (212.48) 297 4 (230.90) 291.7 (221.13)

Median (IQR) 2490 (142.0,413.0) | 275.0{93.0, 443.0) 263.5 (138.5, 432.0)
Week 144 n=106 n=98 n=204

Mean (SD) 273.9 {2259.09) 329.8 [223.90) 300.7 (227.78)

Median (1QR) 267.0 (122.0, 398.0) | 305.5(187.0,455.0) | 286.5(146.5, 421.0)




Waek 160 n=103 n=94 n=197

Mean {50) 308.6 [224.80) 315.0 {250:56). 311.6{236.85)

Madian {IQR) 276.0 (156.0, 442.0) | 286.0 (122.0,445.0) | 282.0 {1520, 442.0)
Week 176 ' n=104 _ ' n=93 n=197 '

Mean.(86) 320.4 (254:26) 3627 (249:42) 340.4(252 24y

Median (IQR) 2825 (174.0,446.0) | 352.0(2150,493.0} | 315.0 (184.0.477.0)
Waek 182 n=$03 n=93 ' n=196

Mean (8D} 313.1.(235.08) 376.9 (26094 3429(249.03)

Median [IGR) 2710 (151.0,479.0y | 3210 (195.0, 505:0 | 301.0 (166.0, 482.00
Week 208 ) n=103 . n=92 n=195

‘Mean (8D) - 35623204 | I3 {Z5B.DM) _ 341.9(245.58)

Median {IQR) 2710 [149.0,435.0).| 347:5:(197.0,4925) | 285.0 {179.0_475.0)
Vieek 224 =102 n=87 ‘n=189

Mean {50 280.3 (216.54) 47.3(221.99) 321.4 (219.80).

Median (IGR) 274.5(137.0, 440.0) | 294.0 (200.0, 4830) | 286.0 (173.0, 452.0)
Week 240 n=102 n=87 ‘ n=18%

Mean {SD) 346.5 (262.20) 388.7 {240.77) 352.1.(251.97)

Median (IQR) 304:0 (194.0, 443.0) | 311.0(2080, 496.0y | 308.0 (200.0, 462.0)
Week 255 n=102 n=85 n=187 '

Mean (8D} 326.3(218.24) 396.3.{294.27) 3681 {257.28)

Median (IQR) 311.0(168.0,430.0)- | 364.0(206.0,523.0) | 337.0{1840, 476.0)

* QBW IM:GSKT44 LA 600 mg + TMC2TB LA BﬂD mg M every § Weeks {Q5W)
QAW B GSKTA4 LA 400 mg -+ TMC2T8 LAE00 mg 1M everyr4 Weaks (04W)
HR= Interquartile: Range 5D = Standard Deviation




Table /10

Summary of Change from Baseline in CD4+ Cell Count [cellsfmm?)

by Visit — Extension Period (Extension Switch Population)

CD4+ Change from

154.0)

Optimized Optimized Optimized
Baseline, cells/fmm? cew N QAW TR IN Total
N=24 N=10 N=44

Extension n=34 n=10 n=44
BaselineMWeek 100

Mean (50) 979.8 (302.63) §23.7 {332.99) 2443 (31442

Median {IQR) 987.5 (747.0, 754.0 (644.0,962.0) | 872.5(721.0, 1077.5)

1093.0)

Week 104 n=34 n=10 n=44

Mean {3D) -55.6 (241.84) 49.4 (138.43) -31.7 (233402)

Median (IGR) -34.0(-141.0,63.0) | -5.0{-62.0,113.0) -16.5 {-120.5, 69.5)
Week 108 - n=10 n=%{

Mean (8D} - -18.7 (158.08) -18.7 (158.08]

Median (IQR} - -23.5(-104.0, 116.0) | -23.5(-104.0,116.0)
Week 112 ‘=32 a=10 n=42

Mean (SD} -17.4 (209.50) 81.4 {110.65) 6.1(184.3N

Median {IQR) 29.0 -137.0,93.0) 47.5(15.0,165.0) 370 (-89.0, 113.0)
Week 115 - n=10 n=10

Mean (50) - 84913213 949 {132.13)

Median (IGR) - 53.0 (5.0, 209.0) 53.0 (5.0, 209.0)
Week 120 n=30 n=3 n=39

Mean {3D) -59.1 {230 42) 34.2 (166.29) -34.5 (218.61)

Median {IGR) -47.0(117.0,57.0) | -14.0 {-h6.0, 66.0) -38.0 [-107.0, 66.0)
Week 124 - n=10 n=10

Mean (S0) - 27 8 (163.02} 27.8163.02)

Median [IQR) - 23.0 (-88.0, 119.0) 23.0 (-88.0, 119.0)
Week 128 n=29 n=4 n=38

Mean {8D) 6.5 (191.21 106.0 (249.07) 20.2 (208.40)

Median [IQR) 04{-115.0, 115.0) 146.0 (-57.0.173.0) 3.5 {-114.0,146.0)
Week 144 n=33 n=10 n=43

Mean {8D) -29.4 (260.30) 32.4 {146.87} -15.0(239.12)

Median (IQR) -11.0 (2430, 350 (460, 97.0) -5.0 (-210.0, 154.0)




Week 160 n=33 n=10 n=43

Mean {80} -17.2 (263 .57} §0.2.{193.24) -1.6 (248.52)
Median ({QR} -6.0{-53.0,134.0) | -17.5(91.0,125.0) 5.0 (-53.0,134.0)
Week 176 n=33 ‘n=9 n=42
Mean {SD) -60.6(249.93) 99.4(162.94) -26.3 (241.58)
Median (IGR): -32.0 (-285.0;

156.0) 79.0(-3.0, 249.0) 9.0 {-216.0, 175.0)
Week 182 n=33 n=9 n=42
Mean {8D) -22:0 (254.33) 69.7 {151.82) 24 (237.56)
Median (IQR) 18.0 {-208.0, 162.0) | 79.0{-48.0, 164.0) 22.0{-187.0, 164.0
Week 208 n=33 =9 n=42
Mean (SD) -25.2-(226.02) 35.3 (221.25) 12:2(223.72)
Median {(|QR) -37.0{168.0,92.0)-| 13.0{-87.0,66.0) -24.5 {-136.0, 92.0}
Week 224 n=32 n=9 n=41
Mean (SD) -64.1 (244.46) 84.7(177.88) -31.4 (237.75)
Median (IQR) 51.0 ([311.0,

100.0) 33.0{8:0, 285.0) 3:0 (-188.0, 106.0)
Week 240 n=33 n=3 n=42
Mean (8D) -10:9 {251.07) 96.4 {166.41) 12.1 {237.85)
Median (IQR) -24.0(-169.0,89.0) | 55.0{47.0, 229.0) 6.5 {-147.0, 135.0)
Week 256 n=32 n=4 n=4t1
Mean {SD) -14.4 {319.48) 211.4 (317.58) 35.2 (328.96)
Median (IQR) 29.5 (1095, 171.0) | 152.0 (2.0, 219.0) 43.0 (-64.0, 188.0)

Optimzed QBW IM: GSI(744 LA 800 g + TMC278 LA SC0 mg IM every 8 Weeks during Extension
Optimized Q4W IM: GSKT44 LA 400 mg + TMC278 LA B0 my IM every 4 Wegks during Exensicn

21. Safety results

‘Drug-related’ refers to investigator assessment of causality unless stated

otherwise.

A summary of maintenance and Extension Period AEs reported in the

randomized IM groups is provided in the report. All subjects had at least 1

AE. The most common AE was injection site pain (98%) and the most

commeon non-injection site reaction (ISR) AE was nasopharyngitis (45%).
The other common AEs reported in greater than 25% of the subjects were

injection site nodule (39%), injection site swelling (34%), injection site
pruritus (32%), diarrhoea (28%), injection site induration (28%), and
injection site warmth (26%).




A summary of AEs reported in the optimized IM groups for the Extension
Period is provided in Table 23. All subjects had at least 1 AE. The most
common AE was injection site pain (86%) and the most common non-ISR
AE was nasopharyngitis (25%). The other common AEs reported in
greater than 20% of the subjects were injection site nodule (36%) and
influenza (23%).

Serious and Other Significant Adverse Events

An overall summary of Maintenance and Extension Period serious adverse
events (SAEs) for the randomized IM groups is provided in Table 11.
Case Narratives for these subjects are appended to this report. In the
Maintenance and Extension Periods, 3 fatal SAEs, including 1 drug-
related fatal SAE (myocardial infarction), were reported in the randomized
Q4W IM group. No fatal AEs were reported in Q8W IM group.

One subject reported post injection reaction SAEs that led to withdrawal
from the study:

Table 19 Overall Summary of Maintenrance and Extension Period Serious
Advarse Events - Number of Subjects and Gccurrences

{Randomized Q8W/Q4W) {Safety Maintenance Pepulation)

QBW IM QAW IN INf Total
{N=115) {N=115) {N=230)
Number of Subjects with SAEs, n (%) 2523 27 (23 52 (23)
Number of oceurences
Numbar of SAEs, n 60 56 116
Number of Drug-related SAEs, n 2 5 7
Number of Fatal SAEs. n 0 3 3
Murmnber of Brug-ralaled Fatal 8AEs, n 0 1 1

Q8w IM: BGSKT44 LA 600 my + TME276 LA 500 mg IM every § Wesals (G5}
QAW & GSKT44 LA 400 mg + TMC27E LA 600 mg IM every 4 Weeks (Q4W)

An overall summary of Extension Period SAESs for the optimized IM




groups is provided in Table 12. No drug-related SAEs or fatal SAEs were.
reported in the optimized IM groups.

Table 12 Summary of Extension Period Serious Adverse Events - Number of
Subjects and Occurrences (Extension Switch Population)

Optimized Q8W | Optimized Q4¥W | Optimized I
1] M Total
{N=34) (N=10) (N=44)

Number of Subjects with SAEs, n (%) 6 (i8) 1(10) 7 (16}
Number of ocourrences

Number of 8AEs, n 7 1 8

Number of Drug-related SAEs, n 0 0 0

Nurmber of Fatal SAEs, n ] ] 0

Mumber of Drug-related Fatal SAEs, 0 ] 0

n

Optirized QEW IM: G5K744 LA 500 mg + TMC278 LA 900 mg IM every & Wesks during Extansion
Optivized QW 1M: G8K744 1A 400 g + TMC278 LA BI0 mg IM every 4 Weeks during Extension

A summary of Maintenance and Extension Period SAEs reported in the
randomized IM groups is provided in Table 13. SAEs that were reported
in both the Q8W IM and Q4W IM groups and in more than 1 subject in
the Q8W IM group were acute kidney injury and suicide attempt (2
subjects in the Q8W IM group and 1 subject in the Q4W IM group); none
of these SAEs were related to the study drug.




Table {3 Summary of Maintenance and Extension Peried Serious On-
treatment Adverse Events by Overall Frequency {Randomized
Q8WIQ4W) [Safety Maintenance Population)

Preferred Term, n (%) QBWIN | Q4WIN | IMTotal
{N=118) | (N=115) | {N=230)
Any event 25 (22} 27 (23) 82 (73)
Acute kidney injury 2(3) 1) 31
Suicide afternpt 2(2) 11 3 (1)
Arogenital warls 1{<1) 1(=1) 2{<1)
Cardiogenic shock 1{<1) 1{(=1) 2{<1)
Chest pain 0 22 2{<1)
Drug abuse 1< 1{<1) 2{<1]
Headache 1 (<1 1(<1) 2(=1]
Hypertension 1(<1) 1) 2(=<1)
Intervertebral disc protrusion 0 202 21




Preferred Term, n (%) QBWIN | Q4WI | IMTotal
(N=115) (N=115) | (N=23D)
(verdose 0 2() 2(<1)
Renal failure 1(<1) 1{<1) 2(=1)
Toxicity to various agents 0 2 (2 2(x1)
Urnbilizal hermnia 1<) 1(=1) 2=
Viral infection 1(<1) 1{<1) 2(<1)
Abdorminal pain 0 1 (=1} 1{<1)
Abscess limb 1(<1) 0 1{<1)
Accidental overdose 1(1) | 1 {<1)
Acute myccardial infarclion 0 1(=1) 1<)
Acule pulmonary cedema 1{=1) )] 1{<1)
Adjustment disorder 0 1{=1) 1{<1)
Alcohol poisoning 1{=<1) 0 1(<1)
Alcohol withdrawal syndrome 1 (<) 0 1{=1)
Anaemia 1(<1) 0 1{=1)
Anal fissure 1(<1) 0 1(<1)
Angina unstable 0 1(=1) 1(<1)
Aorlic dilatafion 1{=1) c 1{<1)
Arthritis infective 1 {<1) 0 1{<1)
Asthmatic crisis 1(<1) o 1(<1)
Bipolar | disorder 1{<1) 0 1(<1)
Bipolar disarder 0 1<) 1{<1)
Blindness 1{<1) 0 1{<1)




Carbon monoxide poisoning 0 1{<1} 1(<1]
Cellulitis 1(<1) 0 1 (=1}
Coagulopathy 1(=1) 0 1(<1)
Cognitive disorder 0 1{=1) 1(=1)
Coma 0 11} 1{<1)
Delirium 1{1) 0 1{=1)
Celusion 1(=1)* 0 1 (=1}
Depression 1 (<1)* 0 1(=1)
Depression suicidal 1 {<1) 0 1(=<1)
Dissociation 0 1= 1{<1)
Diverficulitis 0 1{<1) 1{=1)
Diverficulum intestinal 0 1{<1) 1=
Dizziness 0 1{<1) 1{=1)
Duodenal ulcer 1{<1) D 1(=1)
Dyspnoea 0 1 (=1p 1{<1)
Ecsinephilic granulomatosis with polyangiitis 0 1{<1) 1{<1)
Epididymilis 1(<1) 0 1{=1)
Epilepsy 0 1<) 1{<1)
Fibula fracture 1(<1) 0 1{<1)
Flushing 0 1 {1 1{<1)
Gastroenteritis 1{<1) 0 1 {<1)
Hepatic faillure 1{<1) 0o - 1{(=1)
Hepatitis alcoholic 1{<1) 0 1{<1)
Hernia 0 1{<1) 1(<1)




Herpes zoster 0 1(<1) 1{(<1)
Ischaemic hepalitis 1{<1) 0 1{1)
Leukoencephalopathy 0 1{<1) 1{(1)
Ligament rupture 1(<1) 0 1{=1)
Lymphadenopathy 0 1{<1) 1{<1)
Major depression 1(<1) 0 1(1)
Malaria 1{<1) 0 1(<1)
Mania 1{<1) 0 1{=1)
Meningioma 1({<1) ] 1{<1)
Mesenteric vein thrombosis 0 1(<1) 1{<1)
Metabolic acidosis 0 1(<1) 1{=1)
Motor neurone disease 0 1(=1) 1{=1)
Muscular weakness 1 (<1} 0 1{x1)
Myocardial infarction 0 1 {<1)r 1{=1)
Myocardial ischaesmia 1 (<1} 0 1)
Nazal seplum deviafion H 1{<1) 1{1)
Neck pain 1{<1) 0 1{1)
Nephrolithiasis 1{<1) 0 1{<1)
Orchitis 1(<1) 0 1(=1)
Pain in extremity 1{<1) 0 1(1)
Peritonsillar abscess 0 1{<1) 1(<1)
Pneumonia aspiration 0 1(=1) 1{=1)
Polyneurapathy alcohalic 1{<1} 0 1{1)
Portal vein thrombosis 0 1{(=1 1(1)




Psychiatric decompensation 1{<1) 0 1{<1)
Psycholic behaviour 1<) 0 1(<1)
Radius fracture 0 1(<1) 1(<1)
Respiratory fract infection 0 1(<1) 1{=1)
Rhabdomyolysis 0 1(1) 1(=1)
Rib fracture 0 1(=1) 1{<1)
Rotator cuff syndrome 0 1(=1) 1(<1)
Septic shock 1(=1) 0 1{<1)
Splenic vein thrombosis 0 1(<1) 1{<1)
Squamous cell carcinoma of Tung 0 1 (1) 1{<1)
Suicidal ideation 0 1{<1) 1{=1)
Syncope 1{<1) 0 1(<1)
Tendon injury 1{<1) 0 1{<1)
Type 2 diabeles maliitus 1<) 0 1(<1)
Urasepsis 1{<1) 0 1({<1)

*{ subject reported a drug-related SAE
={ subjzct reported a fata) SAE
**1 subject reported a drug-related fatal SAE

QB IM: GSKTA4 LA 600 mg + TMC278 LA, B00 mg IM every § Weeks (Q8W)
QAW IM: GSKTAS LA 400 mg + TMC278 LA 500 mg IM every 4 Weeks (Q4W)

A summary of Extension Period SAEs reported in the optimized IM

groups is provided in Table 14. Pneumonia was the only SAE reported in

more than 1 subject and was reported only in the optimized Q8W IM
group. VIth (cranial) nerve paralysis was the only SAE reported in the

optimized Q4W IM group.




Table {4 Summary of Extension Period Serious On-treatment Adverse Events
by Overall Frequency {Extension Switch Population)

Preferred Term, n (%) Optimized Q8W Optimized Q4W Optimized IM
IM IM Total
{N=34) (N=10} {N=44)
Any event 6 (18) 1(10) 7(16)
Pneumonia 2 (6) 0 2(3)
Abdominal pain upper 1(3) 0 1{(2)
Anal neoplasm 1(3) 0 1{2)
Gastroenteritis viral 1(3) 0 i{?)
Pneumothorax 1(3) 0 1{2)
Road traffic accident 1(3) 0 1(2)
Vlih nerve paralysis 0 1(10) 142)

Optimized QBW I GSKT44 LA 600 mg + TMCZ78 LA 900 mg IM every 8 Weeks during Extension
Optiraized Q4W IM: GSKT44 LA 400 mg + TMC278 LA E00 mg IM every 4 Weeks during Extenston

In the Maintenance and Extension Period, the frequency of AEs leading to
permanent discontinuation of investigational product was higher in the
Q4W IM group (17%) as compared with the Q8W IM group (3%). The
most common AE that led to permanent discontinuation of the
investigational product was injection site pain (2% in the Q8 W IM group
and <1% in the Q4W IM group); the rest of the AEs were reported in 1
subject each (Table 15).




Table 15 Summary of Maintenance and Extension Period Adverse Events
Leading to Withdrawal/Permanent Discontinuation of Investigational
Product (Randomized Q8WIQ4W) (Safety Maintenance Population)

Preferred Term, n (%) QaW IM QAW I IM Totat
(N=115) {N=115) (N=230)
ANY EVENT, n (%) 3(3) 20017) 23 (10)
Injection site pein* 2(2) 1(1) 31
Chest pain* 0 1(1) 1 (<1}
Chills* 1(<1) 0 1(<1}
Fatigue 0 1[=1) 1(<1)
[njection site induration* 1 (<1) 0 1({<1)
Injection site nodule® 0 1(<1) 1(<1}
Injection sife pruntus* 1{<1) 0 1(=1)




Preferred Term, n {%) Qaw IM QAW 1M iM Total
(N=115) | (N=115) (N=230)
Injection sife swelling” 1{<1} 0 1(=1)
Pain* 1(<1) 0 11<1)
Coronary artery disease 0 1(<1) 1{1)
Myocardial infarction® 0 1{=1) 1(<1)
Sinus tachycardia® 0 1{=1) 1(1)
Hepatitis G 1{<1) 1(<1) 2(<1)
Respiratory fract infaction 0 1{1) 1(=1)
Epilepsy 0 1{x1) 1{<1)
Hypoaesthesia 0 1(<1) 1(=1)
Motor neurone disease 0 1(<1) 1{<1)
Adjustment disorder with depressed mood* 0 1(<1) 1(=1)
Drug abuse 0 1(<1) 1(<1)
Psycholic disorder* 0 1(<1) 1(<1)
Suicide aftempt 0 1(<1) (1)
Lymphadenopathy 0 1(<1) 1(<1)
Splenic vein thrombosis 1] 1{=1) 1(<1)
Abdominal pain® 0 1{<1) 1(<1)
Mesenteric vein thrombasis 0 1{<1) 1{=<1)
Muscular weakness 0 1(<1) 1{=1)
Rhabdomyalysis 0 1{(=1) 1{<1)
Deep vein thrombosis 0 1(<1) 1(1)
Flushing® 0 1(<1) 1{<1)
Portal vein thrombaosis 0 1({<1) 1(x1)




Preferred Term, n (%) QEwW IM Q4aw IM IN Total
{N=115) {N=115) (N=230)
Eosinophilic granulomatosis with polyangiitis 0 1(<1) 1(<1)
Toxicity to various agents 0 1(<1) 1(<1)
Electrocardiogram QT prolonged® 0 1(<1) 1(=1)
Metabolic acidosis 0 1(=1) 1(=1)
Squamous cell carcinama of lung 0 1(<1) 1{=1)
Acute kidney injury 0 1(<1) 1(<1)
Dyspnoea* 0 1(<1) 1({<1)
Rash* 0 1(<1) 1{=1)

*Drug-related AEs feading to subject withdrawal
Note: Following subjects veere reporied with multiple AES Ieading to subject withdrawal:

1 Subject (QBW IM): injection site pain, injection site pruritus, chills and pain

1 Subject {QBW IM): injection site induration, injection site pain, and Injection site swelling

1 Subject (Q4W IM): abdominal pain, chest pain, dysproea, and fiushing

1 Subject (Q4W IM): acule Kidney injury, drug abuse, metabolic acidosis, respiratory fract infection,
rhabdomyolysis, and suicide aftempt

1 Subject (Q4W IM): hypoaesthesia, muscular weakness and fafigue

1 Subject (Q4W IM): Mesenteric vain thrombosis, portal vein thrombasls, and splenic vein thrombasis
1 Subject (Q4W IM): electrocardiogram QT prolonged and sinus tachycardia

QW IM: GSKT44 LA 600 mg + TMC278 LA 900 mg IM every 8 Weeks (QBW)
QAW IM: GIK744 LA 400 mg + TMC278 LA 60 mg IM every 4 Weeks (Q4W)

[n the Extension Period, AEs leading to permanent discontinuation of
investigational product were reported in 1 subject each in the optimized
Q8W IM and optimized Q4W IM groups (Table 16). All the AEs leading
to permanent discontinuation of investigational product were related to the
study drugs.




Table 16

Summary of Extension Period Adverse Events Leading to

Withdrawal/Permanent Discontinuation of Investigational Product

[Extension Switch Population)

Freferred Term, n (%) Optimized | Optimized | Optimizad
QWi | QAWINM | IMTotal
(N=34) {N=10) {N=44)
ANY EVENT 1(3) 1(10) 29
Conjunctival hyperaemia 13 0 1(2)
Injection site pain 0 110 1(2)
Back pain 13 0 1(2)
Erythema 1(3) 0 1(2)
Urticatia papular 1(3) 0 1(3)

Injection Site Reactions (ISRs)

Opfmized QW IM: GSKFA4 LA 600 mg + TMCZ78 LA 500 mg IM every 8 Wesks during Extensfon
Optimized QAW IM: GSKT44 LA 200 mg + TRCZT8 LA B00 mg (M every 4 Wesks during Extension

The majority of the subjects in the randomized M groups had at least 1
ISR reported in the study. The majority of ISRs reported in the
randomized 1M groups were Grade 1 or Grade 2. A low number of

subjects with Grade 3 events (<1%) werc reported in the randomized IM
groups. No Grade 4, fatal or serious ISRs were reported in the randomized
IM groups. The median duration for ISR events was 3 days in the
randomized IM groups (Table 17).




Table {7

Summary of Event-Level 1SRs - Maintenance and Extension Period
{Randomized Q8WIQ4W] {Safety Maintenance Population)

QWi | QsWIN I Total
(N=115) | (N=115) {N=230)
No. of subjects with injections 115 115 230
Number of [njections 7673 13506 2175
Number of [SRs 3373 4702 8075
Any Grade
Grade 1 Evenls 2F72 | 4151 (88%) | 6923 (86%)
(B2%)
Grade 2 Events S7T1(17%) 1 527 (11%) | 1098 (14%)
Grade 3 Events 24 (<1%) | 22{<1%) | 46{x1%}
Grade 4 Events 0 0 0
Missing 6 (<1%) 2 {(<1%) 8 (<1%)
Event Characternistics
Drug-related 3332 4672 8004
(99%) (>99%) (>99%)
Fatal 0 0 0
Leading to Withdrawalfinvestigational Product 8(<1%) | 4(1%) 12 (1%)
Withdrawn
Serious 0 Q 0
Severe or Grade 3/4 28 (<1%) | 22(1%) | 46 (<1%)




Duration (Days)
1-7 2964 | 3992 (85%) 6956 (86%)
{88%)
814 263 (8%) | 300(6%) | 563 (7%}
>4 137 (4%) | 398(B%) | 935 (7%)
Missing S(<1%) | 12(<1%) | 21(<1%)
Mean 6.5 6.9 6.9
8D 2492 16.46 2042
Median 3.0 30 3.0
Min. 1 1 i
Max. 713 393 713

QBW IN: GSKTA4 LA 600 mg + TMC278 LA 300 mg IM every B Wesks (QBW)
QAW IM: GSKTA4 LA 400 mg + TMC278 LA 600 mg [M every 4 Wesks (Q4VW)

The majority of the subjects in the optimized IM groups had at least 1 ISR
reported in the study. The majority of ISRs reported in the optimized IM
groups were of Grade 1 and Grade 2. A low number of subjects with
Grade 3 events (2%) were reported in the optimized IM groups. No

Grade 4, fatal or serious ISRs were reported in the optimized IM groups.
The median duration for ISR events was 3 days in the optimized Q8W IM
group and 2 days in the optimized Q4W IM group (Table 18).




Table {18 Summary of Event-Level iSRs - Extension Period {Extension Switch

Population)
Optimized | Optimized| Opiimized
QEWIN | QAW IN M
{N=34) (N=10) Total
(N=44)
No. of subjects with injecfions 34 10 44
Number of injections 1503 816 2319
Number of 1S8Rs 429 182 611
Any Grade
Grade 1 Evenls 358 (83%) | 143 (79%)| 501 (32%)
Grade 2 Evenls B4 (15%) | 36 (20%) | 100 (16%)
Grade 3 Evenis 7 (2%) 3 (2%) 10 (2%)
Grade 4 Events 0 Q 0
Missing 0 0 0
Event Characteristics
Drug-related 428 180 (99%)| 608 (>99%)
{(>39%)
Fatal 0 0 0
Leading to Withdrawal/Investigational Product 0 2 (1%) 2{<1%)
Withdrawn
Serious 0 0 0
Severe or Grade 3/4 T (2%) 3 (2%) 10 (2%)




Optimized | Optimized| Optimized
QBWIN | Q4WIM I
(N=34) (N=10) Total
(N=44)
Durafion (Days)
1-7 359 (93%;) | 167 (92%)| 566 (93%)
814 12 (3%) 9 (5%) 21 (3%)
>14 17 (4%) 5 {3%) 22 (4%)
Missing 1{<1%) | 1(<1%) 2 {(<1%)
Mean 6.1 37 54
gD 24.48 4.9% 2072
Median 30 20 20
Min. 1 1 1
Max. 439 33 439

Optirnized QBW/ IM: GSK744 LA 600 mg + TMCZ78 LA 00 mg IM every 8 Weeks during Extension
Optimized QAW IM: GSKT44 LA 400 mg + TMCZ78 LA E00 mg IM every 4 Weeks during Exdension

Clinical chemistry

A summary of maximum Maintenance and Extension Period treatment-
emergent clinical chemistry toxicities of Grades 3 to 4 in randomized IM
groups is provided in Table 19. A summary of maximum Maintenance
and Extension Period treatment emergent clinical chemistry toxicities
relative to maintenance baseline for randomized IM groups is provided in
the report. The most common clinical chemistry toxicity of Grades 3 to 4
reported was for creatine kinase; 13% each in the Q8W IM and Q4W IM
Sroups.




d

Table {9

Maintenance Population)

l

Summary of Maximum Maintenance and Extension Period Treatment
Emergent Clinical Chemistry Toxicities of Grades 3to 4
(Randomized Q8W/Q4W) - Relative to Maintenance Baseline {Safety

n (%) Qe In Q4W I it Total
{N=118) (N=115) {N=230)
Creatine Kinase {|UfL} 15(13) 15 (13) 30 (13)
Lipase [U/L) 11 (10) 8(7) 19(8)
Alanine Aminofransferase {IUfL) 6(5) 5{4) 11(5)
Aspartate Aminatransferase (JUfL) 4 (3) 7(6) 11(8)
LDL Cholesterol Calculation (mmoliL) I3 8 (f) 11 (5)
Triglycerides (mmal/L) 4(3) 5(4) 54
Glugose (mmol/L) 4(3) 2(2) 6 {3)
Cholesterol {mmolfl) 1(<1) 4 (3) 5(2)
Creatinine (umol/L) 3(3) 2(2) 5(2)
Hyperglycaemia {mmol/L) 4(3) 1(<1) 5(2)
Bilirubin (umoliL) 1(<1) 1(<1} 2(<1)
Hyperkalemia (mmolfL) 1{=1) 1{<1) 2 (1)
Hypeglycaemia (mmol/L) 1{<1) 1(<1) 2(<1)
Potassium (mmolfl) 1{<1) 1{£1) 2(<1)

LOL= Low-densty lipoprotein

QB IM: GSKTA4 LA 610 mg + TMCZTS LA 500 my IM svery 8 Weaks (C8W)
QAW IM: GSKT44 LA 400 mg + TMC278 LA 600 mg M every 4 Wesks (Q4W)

A summary of maximum Extension Period treatment-emergent clinical
chemistry toxicities of Grades 3 to 4 in the optimized IM groups is
provided in Table 20. A summary of maximum Extension Period
treatment emergent clinical chemistry toxicities relative to maintenance
baseline for the optimized IM groups is provided in the report. The most
common clinical chemistry toxicities of Grades 3 to 4 reported were for
cholesterol and LDL cholesterol calculation; 2 subjects in the optimized




Q8W group and 1 subject in the optimized Q4W group.

Table 20 Summary of Maximum Extension Period Treatment Emergent
Clinical Chemistry Toxicities Grades 3 to 4 {Extension Switch
Population)
n (%) Optimized Q8W | Optimized Q4W | Optimized IM
M M Total
{H=34) (N=1D} (N=44)
Cholesterol (mmolil) 2(5) 1(10) 3N
LDL Cholestercl Calcutation
) 26) 110 30)
Creatine Kinase (IUfL) 2(8) 0 2(5)
Lipase (U/L) 1(3) 1 (10) 2(5)
Aspartate Aminotransferase (IUL) 1(3) 0 1(2)
Glucose (mmolll) 0 1(10) 1(2)
Hyperglycaemia (mmolfl) 0 1(10) 1(2)
Triglycerides {(mmo¥L) 1{3) 0 19

Optimized QBW IM: GSK744 LA 500 mg + TMC278 LA %00 mg IM every 8 Weeks during Extension
Optimized Q4W IM: GSK744 LA 400 mg + TMC278 LA 600 mg IM every 4 Weaks during Extension

Hematology

A summary of maximum Maintenance and Extension Period treatment-
emergent hematological toxicities of Grades 3 to 4 in the randomized IM
groups is provided in Table 21.
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Table 21 Summary of Maximum Maintenance and Extension Period Treatment
Emergent Hematology Toxicities Grades 3 to 4 (Randomized
QBWIQ4W) - Relative to Maintenance Baseline (Safety Maintenance

Population)
n {%) Q8w IM Q4w IM IM Total
{N=115) {N=115) {N=230)
Decreased Neutraphils (1049/0) 3(3%) 2 (2%) 5(2%)
Decreased Hemoglobin (gfL} 1 {%1%) ] 1 (<1%)

CEW IM: GSKT44 LA 600 mg + TMCZ78 LA 530 mg IM every 8 Weeks (Q8W)
QAW IM: GSKT44 LA 400 mg + TMCZT8 LA 600 mg IM every 4 Weeks (Q4W)

[n the optimized IM groups, 1 subject in the optimized Q4W IM group
had a Grade 3 hematological toxicity for decreased hemoglobin.

Urinalysis

A summary of post-baseline emergent urinalysis dipstick results for the
Maintenance and Extension Period in the randomized IM groups, relative
to maintenance baseline is provided in the report. No clinically relevant
urinalysis abnormalities were reported in either of the randomized IM
groups.

Electrocardiograms

Change from Baseline in ECG parameters at Week 256 were similar
between the randomized IM arms and the optimized IM arms. None of the
changes over time, including mean heart rate, Q, R, and S waves (QRS)
duration, uncorrected QT interval, QT corrected for heart rate using
Bazett’s formula (QTeB), QT corrected for heart rate using Fridericia’s
formula (QTcF), PR or RR interval, were clinically significant.

QTc Intervals

At Baseline, QTcB and QTcF results were <450 msec in >99% and 100%

of the randomized Q8W and Q4W IM groups, respectively. At Week 256,




QTcB and QTCcF results were <450 msec in 93% and 96%, respectively.
Eight (4%) subjects (5 Q8W, 3 Q4W) had QTcB results >450 but

<480 msecs and 3 (2%) subjects (2 Q8W, 1 Q4W) had QTcF results >450
but <480 msecs. Four subjects (3 Q8W, 1 Q4W) in the randomized IM
arms had calculated QTcB and QT¢F results >500 msecs, with results
outside seemingly plausible ranges. Upon closer review, these 4 subjects
(445, 449, 667, 441) were noted to be from the same site with abnormally
low RR intervals (<125 msecs) which were used to derive the corrected
QTcB and QTcF results. The subjects’ heart rates at the time of recording
were within or close to normal limits, suggesting the available RR
intervals were erroneous. These subjects had recorded uncorrected QT
intervals <430 msecs, and calculated QT¢B and QTcF intervals

<410 msecs when using heart rate to correct the QT intervals. The
Sponsor has confirmed that these RR intervals were erroneous and will
reissue when these are available.

[n the optimized IM groups, at the Extension Baseline, QTcB and QTcF
results were <450 msec in 98% subjects. At Week 256, QTcB results in 3
subjects and QTcF in 1 subject (both in optimized Q8W group) had QTcB
results >450 but <480 msecs. No subjects in the optimized IM arms had
QTc results >500 msecs.

Vital Signs

No clinically relevant differences were observed in mean change from
baseline to Week 256 in vital signs, including blood pressure and pulse
rate, for both the randomized IM and optimized IM groups. Overall, the
randomized IM groups had a median (IQR) weight gain of 4.3 (0.90,

8.90) kg at Week 256 compared with Baseline (Week -20). The optimized
[M groups had a median (IQR) weight gain of 2.00 (-2.00, 4.20) kg
compared with the Extension Baseline at Week 100. Median BMI (IQR)
increased by 1.30 (0.1, 2.80) kg/m2 in the randomized IM groups and 0.60
(-0.80, 1.30) kg/m? in the optimized IM groups.




22. Conclusion (summary)

Safety:

Efficacy:

Both IM dosing regimens (Q8W and Q4W) of CAB LA + RPV
LA continued to demonstrate strong antiviral activity through 256
weeks of treatment in virologically suppressed subjects.

At Week 256, subjects randomized to receive injectable dosing at
Day 1, maintained virologic suppression (81% of the subjects;
HIV-1 RNA <50 ¢/mL). Subjects receiving injectable dosing at
Week 100, after 96 weeks of oral therapy with CAB and NRTIs,
maintained virologic suppression (93% of the subjects; HIV-1
RNA <50 ¢/mL).

There were no protocol-defined virologic failures in the Q4W
treatment arm and only 1 in the Q8W treatment arm (before
Week 48), which demonstrates sustained viral suppression.

The proportion of subjects with no virologic data at the Week 256
window was higher in the Q4W IM arm (26%) compared with the
Q8W IM arm (9%) driven by discontinuations due to AE/death,
missing data, and other non-virologic reasons.

Regarding increases in mean CD4+ cell count from Baseline, a
good response continued to be observed across all groups with no
significant differences between the randomized IM groups during
the Maintenance and Extension Periods. In the Extension Period,
the optimized Q4W IM group had an increase in mean CD4+ cell
count from Baseline showing a good response, however, the
optimized Q8W IM group had a decrease in mean CD4+ cell
count; this difference was not clinically significant because of a
small number of subjects in the optimized groups.

Over 256 weeks, the safety data from this randomized, open-label
Phase IIb study are consistent with other Phase II and ongoing
Phase I1I trials. No new AEs of clinical concern except for 1
subject where SAEs were observed after CAB LA + RPV LA




administration and considered to be the result of a post-injection
reaction to RPV.

During the Maintenance and Extension Periods, 3 deaths were
reported (foxicity to various agents [not study drug related],
epilepsy [not drug related] and myocardial infarction [drug
related]) in the randomized Q4W IM group; there were no deaths
in the randomized Q8W IM group. No fatal SAEs were reported in
the optimized IM groups during the extension period.

CAB LA +RPV LA continues to be well tolerated through
Week 256 for both the Q8W and Q4W dosing regimens.

o In the randomized IM group, 23% (Q4W IM group)
and 22% (Q8W IM group) of subjects had SAFEs in the
study during the Maintenance and Extension Periods.
Two subjects in Q4W IM group and 1 subject in Q8W
IM group had SAESs related to the study drugs. Most
of the serious events occurred in a single subject (with
the exception of acute kidney injury, suicidal attempt,
chest pain, intravertebral disc protrusion, overdose and
toxicity to various agents) with no demonstrated
trends per study arm. Sixteen percent of subjects in the
optimized IM group were reported with SAEs during
the extension period; all the SAEs were reported in 1
subject each except for pneumonia reported in 2
subjects in the optimized Q8W group.

o The proportion of subjects with AEs leading to
permanent discontinuation of investigational product
during the Maintenance and Extension Periods was
low (3%) in the Q8 W IM group and slightly high
(17%) in the randomized Q4W IM group. Except for
injection site pain and Hepatitis C, all other AEs
resulting in withdrawal, occurred in 1 subject each in
any group. One subject in the optimized Q8W IM




group and another subject in the optimized Q4W IM
group were reported with AEs leading to permanent
discontinuation of investigational product. Injection
site pain was the only AE that occurred in both the
randomized and optimized IM groups that led to
withdrawal from the study.

o The majority of ISRs were mild or moderate in severity and
resolved within a median duration of 3 days in the randomized IM
subjects and 2 days in the optimized IM subjects. The reporting of
ISRs diminished over time

Applicant (registration certificate holder)
(signature) N

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 }




3giT npo kainiTHe Bunpobysanns - 25
Bunpo6ysauns ID-200056 (LATTE-2)

1. Hasga nrikapcekoro 3acoby (3a HASBHOCTI - HOMED PEeECTpaLiifioro
OCBIMUYEHH)

ATTPETIO/, cycnemsist nng iH'exiii TIPOJIOHTOBaHOT i, 200 Mr/mn

2. 3agBHHK

BiiB Xenckep IOK Jlimiten

3. BupoGruk

Bupo6anursoe neposdacosanoro npoykry, HepBHHHE TA ETOPHHHE
NAKYBAHHS, KOHTPOIE SKOCTi TOTOBOro NMPOAYKTY, BHIIYCK cepii
I'naxco Onepetimnc FOK Jlimiten, wo sene nignbuicts ax Inakco BemikoMm
Onepettiune / Glaxo Operations UK Ltd (trading as Glaxo Wellcome
Operations)

(Xapmip Poyn, Bapuapz Kactn, DIL12 8DT / Harmire Road, Barnard Castle,
DLI12 8DT, Benuxa Bpuranis

Crepuntizanis (ramma-onpominenyus A®I Ta rotoeoroe NPOJYKTY)
Crepirenikc Benbris (dnsopyc) CA (Corepa Xenc Kamnani) / Sterigenics
Belgium (Fleurus) SA (A Sotera Health Company)

3oHiHr lugacrpiens, Asenro ne n’Ecnepanc, Dnwopye, 6220 / Zoning Industriel,
Avenue de I’Espérance Fleurus, 6220

Generis

4. IlpoBeneni qocniKeHHS:

v Tak Hi, K10 Hi, o6rpyHTYiiTe

1) Tun nikapcskoro 3aco6y, 3a AKMM NpoBoHAacS aGo [UIAHYETBCS
peecTpaltiisa

lixapcbkuii 3aci6 2a NOBHUM JIOChe (2BTOHOMHE J0CKE), IHINUH JIIKapCHKUH
aci6, HoBa Airoua pedoBHHa.

5. [ToBHa Ha3pa KIHHIYHOTO BUIPOGYBAHI, KOMOBAHHIL HOMEP IUIHIYHOrO
BHIIPODYBaHHS

Jocmimxenns dasu b 3 ouinku BHYTpilHEOM' 130B0T CXEMH TPHBaNOl Al
GSK1265744 nimoc TMC278 ayia minTpuMasHs Bipyconoriunot cynpecii micns
inAyxuii Bipyconoriynoi cynpecii nepopaistoro cxemoro GSK 1265744 mmoc
abaxasip/mamisymun y BIJI-1-indixoBarmx ZopociHX cy6'eKTiB, gKi He
OTPMMYIOT aHTHPETPOBIPYCHY Tepartiio - THxIeHs 256, nocnimienna 200056.

[ruri npomisicai 3BiTH, MOB'S3aHI 3 THM AOCIIIKeHHSM, nepepaxoBaHi HIDKYe,

200056 3siT 3a 32 THoxens: (Homep noxymenra GSK 2015N246053_00)
200056 3pit 3a 48 TiwxaeHs: (Homep noxymenta GSK 20 16N273084 00)
200056 3sit 32 96 Tixmens: (Homep noxymenta GSK 2017N3371 18 00)
200056 3Bir 3a TeoxneHD 128: (Homep rokymenta GSK 2018N3609 14 _00)
200056 3sir 32 160 Tiwkuens: (Homep morxymerra GSK 2018N3 80094 00)

200056 3eiT npo monarxose gociimkenHs CSF: (Homep mokymenrta GSK




2018N367168 00)

6. @aza WIiHIYHOrO BUNPoOyBaHHs

haza 2b

7. Ilepion kniniuHoro BHIpoOyBaHHA

3 [28 kRiTHs 2014] — [05 rpynus 2019]

8. Kpainu, B AKHX POBOAHIOCH KiliHIYHE BUNPOOYBAHHA

CIIA, Kanapa, Icnanis, ®paunuis, HiMeauuna

9. KinBKICTR QOCHIMKYBAHKX

BAIUTAaHOBAHO: 265
thaxTH4Ha KiNBKICTh cy6'exTiB nocmimxenna: 309

10. MeTa Ta BTOpHHHI i KNiAIYHOrO BUNpoGYBaHHs

[epBunmi:

Ouimosany gacTKy nauieHTiB 3 piBHeM puGoHYKITeiHOBOT Kucnorh (PHK)
Bipycy iMyHonediuuty momuan TaIy 1 (BUI-1) <50 1ov/Mn na 32-My Tvoxwi
MiATPHMYBaBHOL Tepanil, BUXoATuH 3 HaMmipy nikysatucs (ITT-ME),
BHKODHCTOBYIOUH anroputs Missing, Switch, or Discontinuing = Failure
(MSDF).

OuinioBaTH yacTKy Cy6'eKTiB 3 BUSHAYEHHMH IIPOTOKOIOM
BipyCONOriYHUMH HeBja4aMH 3 IIMHOM YAcy.

OLiHIOBATH YacTOTY Ta TAKKICTS NoGiuHuX peakuiii (ITP) i maboparopuux
BIAXUNIEHD 3 ILIHHOM Yacy.

[Bropummi

OuiHioBany IpoTHRIPYCHY aKTHBHICTE, IEPEHOCHMICTS Ta GE3NeKy
npenapatry CAB 30 mr nimoc ABC/3TC nepopanesHo ofiH pas Ha 106y
IIPOTArOM iHAYKIIHHOIO Ta MATPHMYIOUOTO Nepiozis.

OuirtoBanmu edexTuBHicTs, MepeHOCHMICTD Ta Gesnexy CAB LA 400 mr
BHYTPIlHBOBEHHO Imoc RPV LA 600 Mr BHyTpimHEOBEHHO KOXKHI 4
Tiakni Ta CAB LA 600 Mr BHyTpimssoBerno mmoc RPY LA 900 Mr koxsi
8 TikniB nopisHAHo 3 CAB 30 Mr mmoc ABC/3TC nepopanbHO OAMH pas
Ha JIeHb 10 96 THXXHA NiATPHMYIOOro nepiony.

Oxapakreprsobato hapmaxokinetuxy ( PK) CAB LA Ta RPV LA ta
AocnimKeHO B3aeMo3B'30K Mix PK Ta dapmakommamikoro ( PD).

OuiHIOBaJTH PO3BHTOK BipyCHO! pPe3UCTEHTHOCTI Y CYO'EKTIB 3 BHIHAYEHOIO
TNPOTOKOJIOM BipycoJIoriuroio Hesxayewo (PDVE).

HocnimKeHo BINIMB pisHUX aemorpadiuHux 6a30BHX XapaKTepHCTHK Ta
IPHXMILHOCTI IO JIKyBaHHA Ha Bipyconoriygy Bianosins Ha CAB ta RPV 3




MIKHOM 4acy.

*  OuiHloBanu 3a50BOJNIEHICTH JIKYBAaHHAM NALIEHTIB, K] IPHHMANK
iH'eKNiHHI cxeMu TPUBANOT Aif, MOPIBHSAHO 3 NalieHTaMH, AKi DPHIAMATH
NepOpaNbHi CXeMH, 0 96-I0 T TIATPHMYIOUOro Nepiofy.

*  OuirroBamu 3MiHy 3aI0BONICHOCT] JliKyBaHHSM Y NAUiEHTIB, 2Ki npuitMay
AK iH'€KIiiHi, TaK i nepopanbHi IpenapaTH TPHBANIO]T AiT, A0 32-TO TIKHA
MATPHMYIOHOTO epiomy.

¢ OuiHrosanu NPHXIIGHICTS A0 JIIKYBAHHS 3 IHHOM 4acy.

1. Mu3aiy xiiniyHOrOo BUNpoOyBaHHA

Hocnimxennsa 200056 Gyno paHToMizoBaHKM, GAraTOLEHTPOBHM, BifIKPHTHM, 3
MapaNCcIbHEMU [pyTIaMH, TPHUACTHHHUM JOCHimxeHHAM dazu 2b, gxe
MpoBOAHIOCS 3a yuacTio BUI-1-indikopaHMX AOpOCIHX, SKi OTPHMYIOTE
aHTUPeTPOBIpYCHy Teparilo ( ART), mo He npuiimaiots ART. Lle nocnimkeHHs
CKITAAANIOCS 31 CKDHHIHTOBOIO NeEPiofy, IHAYKUiHHOTO nepioAy, HiATPHMYIOUOro
repiofy, Mepioxy MPONOBKEHHA Ta JOBTOTPHEAIIONO NIEPIONY CIOCTEPEKEHHS
(nuwe mg ocid, Axi npUNKHHUAK NpUiioM iH'eKUiHHUX npenapaTis). Beaxanocs,
1[0 YYACHHK 34BEPIIHMB ROCIIDKEHHA, AKUIO BiH Mpoimos iHxyKuiiuuii Ta
MiATpEMyIOUHii riepiof Ao 96-ro Tk CxemaTHuHa HiarpaMa 306pakeHa Ha
pucyHKY 1.
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Iepiox oGeyiyroByBaHHs Ta NPOJOBKEHH
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12. OcHoBHI KpHTEPIl BKIIOYEHHA ¢ CybG'exru 10noBiyoi a0 sxiHouoi crati BikoM Bix 18 pokis, axi Oyim

BUI-1 indikosani (PHK BIJI-1 >1000 xoniii/Mininitp [k/ma]).

o JKinKW 3 JITOPOAHEM NOTEHLiaI0M Oy/IH BKIIFOYEH] B MOCHTiIKCHH,
SIKINOC BOHH IIOTOMRKYBaJIHCS BHKOPHCTORYBATH AEKBaTHI 3acOOH
KOHTPALIENLI] IPOTSIOM YChOro Nepiogy TOCTiMKeHn i HoHajiMenme
52 TIDKHIB NICTIA NPHIMHEHHS NPHHOMY 1H'€KIiMHKMX NpernapaTis.

¢ Kinpxicts )IiTHH KIacTepy nudepentirosanns 4+ (CD4+) >200
KiiTHH/MM3 (aGo BHINE BiXMIOBIAHO 10 MiCUEBMX peKOMEHIALLH).

» Haisna anTuperpopipycHa Tepanis (He 6inbme 10 jHis monepenusof
Tepanii OyAb-IKHM aHTHPETPOBIPYCHAM IIPENIApaTOM ITiCHs
BeTanoBeHHA Aiarnosy BLJI-1). Byns-saxwuii monepenniil koHTakT 3
inribiropom BIJI-inTerpasu a6o HeHykJI€o3uaHHM IHriGiTOpOM




3BopoTHOI TpaHckpunTasd [NNRTI] Buxmiouascs).
13. HocnimkyBaHuii Jrikapchkuit 3aci6, crocid 3acTocysanusa, cuna Oii Mocnimysakuid npony«t _Miukicre Ta ynaxosxa Homepu cepild
CAB Tabnemm no 30 Mr; no 34 TaBnenat y chnakomi 132379467
142380101
142382219
142334489
CAB LA ] 200 mr/mn cycriensi ans in'exyidi; no 2 mn y gnaxoi [142380750
142381404
142383996
142384888
142387406
RPY [Tabnenat no 25 mr; no 30 Tabnenw y dinaroxi DCL5401
FCLGA00
RPV LA 300 mrimn cycnenall ans iW'eii; no 2 mn y thnakoxi [13421/7 G001
14D22/G001
ABCI3TC 500 mr ABC/300 mr 3TC FDC tabnenu; no 30 R642020
rabnetox y chnakcsi R642019
RE42016
RG67894
RGEBT70
RE567907
RE67906
R686541
R695615
R695593
R695614
RE96791
14, Ilpenapar ropiBHAHES, 1032, crocib 3acToCyBaHHA, cra Ail HX
15. CynyTHs Teparis fo3BoneHi npenapatu:
CymyTHi npenapati (pellenTypHi Ta Ge3pelielITypHl) NpH3HaJaIncs TINBKM 32
MEeIHIHEMM NOKAZaHHAMH [ Yac nocnimxenns. Cyb'exram 6ymno
PEeKOMEHOBaHO MOBINOMJIIATH JOCHiAHUKA TIpo 6yab-axi noTouHi abo
3ar1ponoHoBaHi CYNYTHI JIKH, K pelenTypHi, Tak i 6e3pelenTypHi, yepes
MOTEHLIiifHY MOMUIHBICTD B3a€MOAIT MIK TAKHMH NpenapaTaMH Ta
NOCTi AICYBAHHMHM JIIKapCHKHMHE 3acobamu.
3aoxodysanacs ximionpodinakruxa BlJI-acomniitopanux crauis, sxnto ue 6yno
[monBHO, Ha po3cyn cyb'ekTa Ta foro nikaps. Bei cymyTHi niky, npenapatu




KPOBi Ta BaKIMHH, MPHHHATI NI Yac MOCHIMKeHHS, OYJIH 3apeecTpoBaHi B
eJIeKTPOHHIH KapTUi nauieHTa i3 3a3HaYeHHAM AAT NpHItOMY.

OCKiNBbKH BakIMHM, He NoB'a2aHi 3 BIJI, MOXyTh BMKIMKATH THMYACOBE
nigsuienns pisHa PHK BIJI-1 y rnasmi xpoBi, pexoMeHnyeTsest pobuTH
WETICHHSR, AKIO 1ie HeoOXiaHo, M Yac abo oxpa3y micss IIAHOBOIO Bi3UTY,
nicns Toro, Ak 6ymyTh B3ATI Bei abopaTopi aHanizy. Taxuit miaxia MiniMizysas
pHu3uk Hecnenudiyroro nixsuimenHs pisasg PHK BIJI-1 y mnasmi npu
HACTYIHOMY IUIAHOBOMY OOCTeKEHHI.

[[mni in'exnifiHi npenapard wis iH'ekuii Gynu go3BoONeHi, ane BROIMIHCS 34
MeXaMH Miclig BBemeHHS [P,

Tinbxyu nepopanshe 3acTOCYBaHHA: AHTALMIHI [IPENAPATH, 1O MICTATD
MBOBANEHTHI KATiOHH (HANPHKNAJ, aAMOMIHiH, kanbuiil I Maryiif), mpuiimanu
[IOHaHMEHIIE 32 2 TogHHH A0 abo IoHaiMeHIIIe Yepe3 4 FOAHHH Mic/a npuiomy
CAB i RPV, a H2-aHTaroHicTs - monaiiMene 3a 12 rogus no abo
WwoHakMenme depes 4 roguau micng npuiioMy CAB i RPV.

OnHowacHuii npHifoM moNiBiTaMiHiB OYB MPHHHATHHM.

16. Kpurepil ouinku edexTuBHOCTI

[lepBnuHi:

* UYactka mauienTis 3 PHK BIJI-1 <50 w/mn #a 32-My THxkHI
NiATPHMYBaJIbHOT Tepamii Ha ocHoBi nonyssiuii ITT-ME 3
BHKOPHCTaHHAM anroputMy MSDF.

* YacTka cy0'eKTiB 3 BH3HAYEHHMH NPOTOKONOM BipyCONOTIYHHMH
H¢BAAYaMH 3 IUTHHOM 4acy.

Bropmni:

* Yacrka ocib 3 PHK BIJI-1 y mnasmi kposi <200 xn/mn ta <50 wi/mn 3
IUTHHOM Yacy.

e ABcomoTHi 3HaYeHHx Ta 3miHa Bin 6azoBoro pierg PHK BIJI-1 y naasmi
KPOEi.




e ABcomoTHi 3HaUYEHHA Ta 3MiHM BiX mOYaTKOBOro pisHs Kinskocti CD4+
KJLiITHH.

* Yacrorta nporpecyeanns 3axsoptoBanss (BlJI-aconidiosani crauu,
cuHapoM HabyToro iMyHonedinuty [CHIJ] Ta cmepTs).

e  AGCOmOTHI 3HAYCHHA Ta 3MiHHK 1a6OPaTOPHUX NMOKA3HHKIB Y Yaci.

¢ UYacTka cy0'ekTiB 3 BH3HAYEHHMH TIPOTOKOJIOM BipYCOMOriYHHMH
HEBJaYaMH 3 INIHHOM Hacy.

o Ilapamerps rurasmosol koHuenrpauii jns CAB LA ta RPV LA (Ctrough
Ta KOHLEHTpaL{i MicAs 030 [~MaKCHMallbHA KOHIEHTpAllis Ipenapary B
miasmi (Cmax)]) npotarom Ilepioxy niaTpuMyBansHol Tepanii.,

» IInasmogi xoruenTpanii CAB i RPV g BH3HaueHHs MOMEHTY
JOCATHEHHS CTALIIOHAPHOTO CTaHy JUId KoxkHoro pexxumy LA CAB i
RPV.

o JlocnimKysaBcs 3B'I30K MK napaMeTpaMH masmosoro PK ta PHK BIJI-
[ y mnaswmi, kinekictio CD4+ xnitul Ta/abo unukaennsaM [IP no 48-ro
TIKHA MiATPUMYBaNBHOT Tepanil.

¢ UYacToTa BUHHKHEHHS F€HOTHITIYHOI Ta QEHOTHIIMHOT PE3UCTEHTHOCTI 40
CAB, RPV ra inmunx ART, 10 BUHUKAIOTE IIil Yac JiKyBaHHA.

s [lincymyitte 3an0BONEHICTS JIIKYBAHHAM 38 JJOHOMOTOIO ONHTYBATHHAKA
3afosoneHocTi gikyeanuaM Bll-ingexnii (HIVTSQ(s)) npotsarom
MeBHOro Hacy (10 96-ro TIKHA MATPUMYBaNBHOT Teparii).

* Bumipsiite 3MiHy 3aI0BONCHOCTI MiKYBaHHAM 34 JOMOMOTOI0
OnurysansHuKa 3Miny 3anosonerHocTi mikyBantam BLJT (HIVTSQ(c)) 3
IIHHOM 4acy (10 32-ro TWKHSA NiATPHMYBAILROT TEparii).

e [ligcymyiite noBinomneHHs cyd'ekra npo IpUXHIEHICTD A0 JiKYBaHHA 32
JOMOMOTOI0 OMHTYBANBHHKA WOAO JNikysanus BUI-irdexuii (HIVMQ)
NPOTATOM NEBHOrO Mepiofy Hacy.

17. Kpurepif ouiHKH Oesnexu

ITepRHHHA T2 BTOPHHHAS

® HacroTa i Txkicrs [TP Ta naGopaTopHux BiAXHICHE 3 IUTHHOM Yacy.

18. CraTHCTHYHI METOIK

HocnimkeHHs 6y0 po3pobiere 3 METOI0 OL(iHKH eheKTHBHOCT] Ta 6e3NeYHOCTI




npenapatis CAB LA 400 mr BayTpilunsosenso mmoc RPV LA 600 Mr
BHYTDIIIHBOBEHHO KoskHi 4 Troicni Ta CAB LA 600 mr BHYTpIIIHLOBEHHO ILTIOC
RPV LA 900 Mr BHyTpilunb08eHHO KOXHI § THHIB mopiBusuno 3 CAB 30 mr
omuH pas Ha 106y nmoc ABC/3TC opun pas Ha no6y 10 32-T0 THKHS
MiXTPHMYIOUOTO IEPiONY NiKyBaHHs.

[1lo6 creepmicysaTi PO NO3UTHBHMIA pe3yNbTart, 6YII0 DepeBipeHo Taki
rinoTesu:

¢ Hymposa rinoresa (H0): Yacrora Binnogini mma cxemu 3 geox
npenaparis CAB LA wnoc RPV LA <CAB mmoc ABC/3TC -10%

* AnbrepHatHbHa rimoresa (H1): Jactora Bignoriai a1s cxeMH 3 nBox
npenaparis CAB LA mmoc RPV LA> CAB mtoc ABC/3TC -10%

Po3mip Bubipiu y 45 ocif y rpyni nepopansuoro nikysanns ta o 90 oci6 ¥
rpyni BHYTPilliHEOBEHHOTO JTikyBaHHA 6yB 0BpaHHIl TAKHM YHHOM, 106
abeaneqnT BUCOKY HMOBIPHICTE Toro, mo TiKyBaHHA [EOMA IIpenapaTaMmu
TPUBAIO] il 3i cnpasai moraxolo Bignosigmo nopiekano 3 CAB onun pa3 Ha
ieHp nnoc ABC/3TC ogun pas sa mens ne 6yze BUBUaTHCS Hali, BOMHOUAC
JIO3BONAIOUH (hOPMANbHO BPaXOBYBaTH iHIL] $AKTOPH, AKINO eeKTHBHICTS Mid
rpymamu jTikysauns 6yne nonibHoo. [epenGauanocs, wo 85% YHACHUKIB
OymyTs MaTi BipycHy cynpecito 10 16-ro TiokHS, i npabnusHo 265 yyacHUKiB
OymyTe 3apaxoBani A4 TOro, wob maTH 225 yyacHHKIB, pPaHOOMI30BaHHX Ha 1-if
IEHb.

Jlocnimxenns Gyno cnpsMoBaHe Ha NepeBipKy MOPIBHIHHOCTI CXEMH 3 ZBOX
npenapatis CAB LA nmoc RPV LA Ta CAB 30 Mr onun pa3 Ha 106y mioc
ABC/3TC. [leppunne nopiBHAHHS, 10 HAC MiKaBHTh, GYIO BUKOHAHO 3
BHKOpHCTaHHAM GalicciBchkol Mopeni HmoBiprocTi. ko anoctepiopna
HMOBIpHICTS TOro, WO pisnuus Gyna Ginbwowo, Hix -10%, 6yna Benukoio (To6To
>90%), To 6yJ10 HAAHO TOCTATHBO CTATHCTHYHHMX AOKA3IB 11 HO3HTHURHOTO
pesynbTaty. Hacrora sianosini $2% y cxemi 3 nBox npenaparis CAB LA wroc
RPV LA (nopisnsno 3 wacToToro Bignosini 92% y cxemi CAB muoc ABC/3TC)
NpH3BeAe A0 BIAXUIEHHA HYNLOBOI rinoTe3M 3 iMOBIipHICTIO npubisto 0,064
(momunka I Tamy). Hasenesuii posmip BuGipka HaBpAH YH TO3BOJIMB OH
BiftibpaTn BUnankoBy BUOIpKY, fxa 6 3po6HIa XHGHHI BHCHOBOK Npo Te, WO

cxema 3 apox npenaparis CAB LA mmoc RPV LA e nopiBHAHHOIO 3i cxeMoto




CAB mmioc ABC/3TC, sx6u uacTora Bimnosiai miticno cranosmnna 82% nporu
92% sinnosinuo. Sximo npu 3acTocyBaHHi cxemu 3 ABoX mpenaparis CAB LA
mmoc RPV LA gacrora Bignosini nepesuiiryeaina 92%, To icHyBana BHCOKa
MMOBIPHICTE BIIXMJIEHHSA HYNEOBOT [NOTe3 | MPaBIIBHOMO BHCHOBKY IIPO T€,
wo cxema 3 ABox npemnaparis CAB LA mroc RPV LA Gyna monaiimeHme
rakoro 3k edekTHRHOIO, K CAB mwnoc ABC/3TC.

BpaxyraHHs MonepeaHix nepekoHaHb 1a inopMauii Ipo napaMeTpH HOMyaswii
€ 000B'I3K0BOIO HACTHHOO By/B-1KO1 GaiicciBepkol iMOBIpHiCHOT Monesi.
3pobneni NpUITyMEHHs JONMOMOKYTE OTPUMATH SNBIT HaifHy OUIHKY, KOJH
[OTIepe/Hi TePEKOHARHSA MOENHYIOTCA 31 CIIOCTEPEKYBRHHMH AaHHMH, HK
TiIBKH 3 NAHHMH, 32 YMOBH, IO [€peKOHaHHs 6yH 0OrpyHTOBaHUME. TaKuM
HMHOM, Y OCJIKEHH] BUKOPHCTOBYBABCA GeTa-po3monin (23, 2) 3 cepenuboro
4acToTOr BiANOBiAi 92%, 3 97,5 npouentunem 99% i 2,5 npouentuneM 78%.
Kpim Toro, 6y1o 3pobiieHo IpUMyIenHs npo HeiHGOPMATHBHICTD
[ONEPeIHEOTC MepeKOHANHA 100 YaCTOTH BIMMOBIAL IUI1 CXEMH 3 IBOX
npenaparis CAB LA mmoc RPV LA. Tomy B Rociimkenni Gyne KOHCEpBaTHEHO
BHKOpHCTaHO OeTa-pozmogin (1, 1).

[lonynsnia Beix cyG'exTiB mocmimKeHEA ckiananacs 3 ycix cy®'ekris, axi
MpOHIIITH BiAOIp I/ BKNIOYEHHS B HOCIIMKEHIL.

[lonynania ITT-E cinananaca 3 ycix 3apeecTpOBaHEX yYaCHHMKIE, AKi OTPHMATH
npunaiivui 1 nosy IP npotsarom ingykuiitHoro nepiony. Itorrynsuia ITT-E 6yna
BUKOPHCTaHa JTst aHAI3Y edekTHBHOCTI JaHuX IHAYKLiiHOro nepiomy (3 20-ro
TiDiKHA 110 1-# neHs).

[lomysanis ITT-ME cknapamacs 3 ycix paHzoMizoBaHHX cy6'exTiB, fKi
OTPMMAITH NpHHaiiMui 1 go3y IP npotaroM ninTprMyroyoro mepiogy
nocmimkenta. CyG'ekT aHa3yBamHCA BiANOBIAHO [0 PAHAOMI30BAHOTO
ITIKYBAaHHS HE3AJIEXKHO Bil TOTO, fKe MiKyBaHHA BOHH (aKTIMHO OTPHMYBAIH.
[lomynsuist ITT-ME 6y71a 0CHOBHOIO HONYJIALIEIO JUIA aHANi3y eheKTHBHOCTI.

Panpomizoeana nomyssis cioananacs 3 ycix cy6'exris, ki 6ynu paHaomizoBaHi
B JOCII/UKEHHI i 6Y/H BUKOPHCTAHI QA CKJIAAAHHS CIIUCKIB ITAHHX BHOIpKOBOT
MOIMY AT OCTIIHKEHHA.

[onynauis ocib, Aki oTpuMyBaIM JlikyBaHHA 3a nipotokonoM (PP-ME),




cknananacA 3 yuacHHkie nomynsauii ITT-ME, 3a BHHATKOM IpyOHX MOPYLIHHKIB
nporokony (BoHu OGynu su3Haveni B [Inaui 3piTHOCTI T2 ananisy [RAP] usoro
mocmimxernn). [omynamia PP- ME 6yna BTOPHHHOKO JUg 1ieii e(heKTHBHOCTI.

[Tomynsuix PK Bkmogana Beix cy6'ekriB, aki orpumysanu CAB Ta/abo RPV i
npoinuIy Binbip 3paskies PK min uac gocnimkeHHs Ta Hagany gaHi npo
koHuenTpauio CAB Ta/abo RPV y miasmi KpoBi, sxi Moxea 6yno 6 OLHHTH.
Cy6'exTr 3 niel nomymnauii Oynu srmodeni B ananis PK.

Besneuna NOmyaAaia CKIaIATAca 3 YCIiX 2apeecTpoBanux cy0'exris, ki 3a3Hanu
BIUIHBY JOCHIKYBAHOTO MPOAYKTY, 33 BUHATKOM CY0'€KTiB, AKi Mamu
RaJOKYMEHTOBaHI JOKA3H TOrQ, [0 BOHN He OTPUMYBANM JKOIHOL KLTBKOCTI
ToCi Ky BaHOT'O [IPOAYKTY IIPOTATOM HEPiONY MiATPHMYIOYOro TEpaneBTUHHOrO
nikysaHHA. Cy6'exTH Oy/IH npoaHanizoBaHi BiMOBIAHO N0 (PaKTHYHO
OTpHUMaHoro niKysanus, [Tonmynauis Gesnexy Syna OCHOBHOK NMONYJIALIEIO NS
aHanizy Gesmexu NaHMX IHAYKUiHHOrO Nepiomy.

[lomynsauis migTprMrn Ge3nekH cKiiaganacs 3 ycix cy6'exTis, AKI BCTYIHIM B
nepiod NiATPUMKH i OTpHManK moHaitMenine 1 gosy IP. Cy6'extn Oy
npoaHanizoBaHi BIAMOBIAHO K0 (PaKTHIHO OTPHMAHOrO NiKyBaHHA. [Tomynauia
Ge3rneYHoro TEXHIYHOro 00CIyroByBauHs Oya OCHOBHOK ONYILILIEIO TS
aHanizy Oe3neKy NaHHX NepioLy TEXHIYHOro 00CTyroByBaHHA. IlepBHHHIIH
Babip AaHuX Ui aHaNi3y edexriueHocTi GasyBaBea Ha momynauii ITT-ME. Habip
[manux edextusHocti Bonouas MSDF (Takoxx Bimomuit sk Snapshot) uig yacTku
nauientis 3 PHK BUI-1 y nnasmi kposi, xa Gylla HIDKUOIO 32 [TONepexHB0
BA3HAYEHHIT nopir (Hanpuinan, <200 /s Ta <50 k/mn). IlepBunHuii aHanis
e()eKTHBHOCTI TIPOBOAKBCA Ha 32-My TIDKHI HA OCHOBi YaCTKH [IALEHTIB Y
nomysauii ITT-ME 3 PHK BIJI-1 y mnasmi kpoei <50 ki1i/MJ1 3 BHKOPHCTAHHAM
nigxomy MSDF, ineHTHIHOro WHHHOMY BH3HAYSHHIO anroputMy Snapshot
[YrpaBniHHAM 3 KOHTPOJIIO 32 Xap4OBMMH NPOAYKTAMH Ta JIKapChKUMH
3acobamu CIIIA (FDA). Iepeunne nopiBHAHHS NOPiBHIOBANO YACTOTY BiAnoBini
B KOxcHiH rpyni mosyeanns IM 3 rpynoo nepopansHOro KOHTPOJIO 3
BUKOPUCTAHHAM OITHCAHOT BUINE MoAesi Daiiecicekol iiMoBipHOCTI. Byna
po3paxosaHa HMOBIpHICTb (HACTOTA BiXMOBIAI /UK B/B BREJIGHHA > 4ACTOTA
BigNoOBiAl A4 nepopanbHOro BeeneHHs -10%).

[Tormynsuis JOBrocTPOKOBOro CriocTepekenHs 3 6e3neky criananacs 3 ycix

cy6'exris, ki oTpUMYBaNH moraiiMenme 1 nosy CAB LA ta/abo RPV LA, axi




NpHOAHWIK npuitoM IP/Buitim 3 Iepiopy ninrpumyiouol Tepanii Ta Manu
uoHaMenwe 1 BisuT A0 KIiHIKM npoTarom [lepiony HOBrocTpOKOROro
criocrepesxenns. Cy0'exTH 6yau npoadanizoBaHi BIAMOBIAHO 10 (hakTHYHOrO
nikyBams, oTpuMaoro npotaroM Ilepiony ninTpumyrouoro mikypasss. Lx
norynsauisa 6yna BHKOPHCTAHA U1 OTPHMAHHS JOLATKOBHX JAHHMX Npo Besrexy B
/IOBrOCTPOKOBOMY HEpiofii CriocTeperkeHHs.

['enoTunosa ta deHoTHnoba nomymanil PDVF cxnapanuces 3 yeix cyG'exris
nonynsauii ITT-E, axi manu gocTymHi nani npo reHOTHOOBY T2 HEHOTHIIOBY
[PE3HUCTEHTHICTS Ha MOMEHT npoeenieRHa PDVF, Bianosiaso, Ha MOMEHT I0YaTKy
iixysanHs. Lli nomysinii Gynx BUKOpHCTaH] as aHaslisy reHOTHITY T2
(eHOTHITY, MO BHHHKAIOTH IIPH JIIKYBaHHI Ta MCIA JIIKYBAHH.

[Monynsauis Extension Switch Briouara Beix yuacHHKIB, paHAOMI30BAHUX Y
rpymy nepopansroro npHHomy 30 Mr+ ABC/3TC, axi nepefiiunu 1a
ONITHMI30BaHHH pexuM no3ysaHHA IM 3a Bnacuum BuGopom (abo Q8 W, abo
Q4'W) Ta oTpumanu moHafimenme 1 103y npoTAroM Mepiony mpoAOBKeHHs
nociimxenns. ITomynsauis Extension Switch 6yma Buxoprerana ans oninku
Oeanexu Ta eeKTUBHOCTI ONTHMI30BAHUX PesXUMIB o3yBanns IM nporarom
nepiony MOJOBKEHHS,

[Tomynsuis renoTunosof Ta henoTunoroi pesuctentocti PDVF cinapanacs 3
yeix cy6'exriB, AKi BXOAMIH 10 IPYNH NPOAOBKEHHS NIKYRAHHSA, 3 HAABHUMH
ITAHHMHE IIONO MEHOTHIIOBOT Ta PEHOTHIIOBOT PE3HCTEHTHOCTI HA MOMEHT
nouatky nikysanHs PDVF npotsrom nepioay nponosxenns gikysanus. Lis
ronyJisuis 6yna BAKOpHCTaHa JUIA aHAI3Y Mepiony NposoHrauii Ha oHi
1iKyBaHHS, 4 TAKOX FEHOTHITY Ta (EHOTHITY, 10 BUHUKAIOTH NIPH JKyBaHHi.

[omynsaiis nepeMukaya NpogoBKeHHs 3a npotokonoM (PP-ES) ciapanaca 3
yaacHMKIB NOMy LT TepeMHUKada NpofOBKEHHS 3 BIIXHICHHAMH Bij
[pOTOKOJTY MiJ 4ac abo Mmicns MEepIIoro BBEASHHA HABAHTAXYBAIBHOI 103K IM
(100-# Tixaens). La nomynsitis 6yna BUKOpHCTaHa UL AOTIOMKHOTO aHATI3Y
npoMbkHOI Ta kiHueBoi Towok Trokua 128 ta Twkua 160. Takuii monoMbiHmit
anaii3 He MpoBogHEcs 6, AKOH rmonynauis PP-ES cknapana 6insie 95% Bin
nomynauii Extension Switch.

[lopiBusan#icTs Mixk yacToToMO Binmogineit y Q8W ta Q4W Takox omiHoBaacs

3a nonomorow Mozeni Gaieciecrkol iiMosipHocti. leit ananis nmpumyckas




HeingopmaTushuit Gera (1,1) nonepeawiii posnomin o KOKHOT YaCTOTH
BiAnOBiAi Ha cxemy IM. Byna pospaxosana anocTepiopHa MMOBIPHICTE TOro, IO
aBcomoTHa pisHHLA B JTikyBauni Gyma MeHmow 3a 10%. Anocrepiopna
#MOBIpHICTS >90% GyIta nonepesHL0 BH3HAYEHA SK Bara CTATHCTHUNMX JOKa3iB,
HEOOXIIHMX Is TOrO, 106 3pOBHTU BHCHOBOK, (o 2 PeXHMH nozyBaHHa IM €
CKBIBATICHTHHMH 3 TOUKH 30PY IIATPHMKH Bipyconoriysot cynpecil.

Hesanexcuuit komiter 3 MoHiTopuHry aamux ( IDMC) PO3TNAHYB NPOMDKHI
Pe3YNIETAaTH aHamisy Ha 1-if news (Bei ydacHHKH, sk 3aBEPIIHNY iHIYKUiHHME
repion) Ta 24-i# THKIEHE (~50% y4acHuUKiIB, axi 3aBepImiy 24-i TIDKIEHD
MATpHMYIOUOro nepiofy). Jlo npoMbkHAX aHaTisia Oynu BrnoyeHi Bei HasiBHi
a1, B TOMY 4HC/i JaHi 32 MEXXaMU BH3HATEHOTO nepioxy yacy, 3a BHHITKOM
@Hami3y 1-ro mua, sxuit BRIOYAB THITe Aani IHIyKUiHOro nepiony. Meroro max
SAMIaHOBAHHX aHATI3IB 6YN10 OLINHTH edeKTHEHICTE, Be3neKy Ta NepeHoCHMICTS
Ha PaHHIX eTanax J0CIiLKeHH, 3 MOMUIMBICTIO BIIMIHH CY6OMTHMANEHO) cCXeMu
ITiKyB2HHS! 10 TOTO, 5K BCi Cy6'eXTH nepelIyTh A0 MiATPHMYIOUOTO HEPIOHY
ocixenns. Crioncop Gye cIIimEM 10 IPOMDKHOrO aHanizy 24-ro TH>KHA.
Takox mporofMBCA nocTilinuii MoniTopuur PDVFE.

it npomixuui rpadik aHaiisy He noTpe6ypas nomnpasky Ha KpaTHICTh,
OCKINBKH He 610 iMOBIpHOCTI XHBHOMO3HTHBHOTO pesyJbTaTy B XOOHOMY 3
MPOMIKHUX aHAI31B, IPOBEACHHX 110 32-T0 THXKHA, | OCKINBKY aHATIZH Ha 48-my
i 96-My THXHAX OynH BUKOPHCTAHI TS OAANBIIOT XapaKTepHCTHKH
IOBTOCTPOKOBOro npodimo Gesnexu Ta edexrnsrocti CAB. Ockinpku skomua
rinotesa He GyNa nepepipena Ha BiAXWIEHHA Mij Yac MOCTIHHOIO MOHITOPHHTY
BIpycONorivHol BiNNOBiAl, MoNpaBka Ha KPaTHICTE He NIPOBOMHIIACH.

19. Hemorpadiuni mokasuuxu gocmimicysaHol nonynauii (crats, Bik, paca
TOLIO)

opoTkwii ornan neMorpativHEX XapaKkTepHCTH ( nonynsnis [TT-E)




[epopansHi CAB

[lemorpachiuna xapakrepucTuka 30 Mr
N=309

Bik (pokia).- - ST
Cep. 3Hau. 36,6
CraHpaptHe BiAxunenHs (SD) 10,39
MegiaHa 35,0
XBWITMH 19
Makcumym 64
Cratb, n (%)
KiHova 27(9)
Yorosiya 282 (91)

ETHiuHa npuHanexHicTs, n (%). L
JlaTHoamepuKaHLy/ naTiHoaMepUkaHLjj 51(17)

He icnanomoBHi/ naTuHoamepukaHLj 258(83)
Eél‘Ca, n(%). :__::__‘ :", - T e T e
€sponeoinHa paca 246 (80)
Adpo-amepukaHCLKOro/athprkaHCHKOro NOXOAKEHHS 46(15)
AMepukaHcbki iHafaHLi abo npeacTaBHMKY KOPIHHOO 10(3)

HaceneHHA Anscku

Agiarcbka paca 4(1)
KopiHre HaceneHHs [aBalickux 0cTposis abo iHLLMX 1(<1}
OCTPOBIB TUXOro okeaHy

Adbpo-amepikaHCLrorofadpUKaHCLKOro NOXoMKeHH Ta 2(<1)
Binowkxipi

20. PezynbTaTil e()eKTHBHOCTI

PesyabTaTn edexraBrocti:

(Tabnung 5).

PesynbTari gochifenHs Ha 0CHOBI aJropHTMY 3HIMKIB

Ha 256-my Tioxui 88% (rpyna Q8W IM) ta 74% (rpyma Q4W IM) nauienris,
[PAHNOMIZ0BAHMX U1 OTPUMAHHA iH'eKuiifHuX 103, 36epiram Bipycomoriqny

cynpecito (PHK BIJI-1 <50 11/mn). Yacrka nauienTis 63 Bipyconoriynux gaHux
Ha 256-My TroxHi 6yna Bumoro B rpyni Q4W IM (26%) nopiBHsHO 3 TpPYNoK
Q8W IM (9%), 110 MOACHIOETCS NPHITHHEHHSM JTIKYBAHHS Yepes ITP/cmepTs TA
iHII HeBipyconoriuMi MpuunHY (BIAXHNEHHA Bij NpoTOKONY, BiMOBa najeHTa
BIJ JIIKYBaHHA, BTPATa UL NOAATBIIONO CIIOCTEPEIKEeHHH, pimeHHs nikaps)




Tabnuua 5 3BefieHi pesynkTaTi fOCHigKeRHA (<50 Konit/Mn) Ha TvxHi 256 -
Axaniz MOMeHTanbHux 3HiMKiB (MSDF) (pangomizoBaKe
nocnigkenns Q8WIQAW) (nonynsiis [TT-ME)

PesynbTar, n (%) QBWIM | Q4WIM | 3aranom
M
(N=115) | (N=115) | (N=230)

PHK BI/1-1<50 knfmn 101(88) | 85(74) | 186 (81)

-PHK BIJ1-1 250 knfmn 4(3) 0 4(2)
[punuHeHo Yepes HeROCTATHIO edeKTUBHICTD 1(<1) 0 1(<1)
IMpUNUHEHO 3 IRLIOT NPUYKHK, ane He HikYe 3(3) 0 3(1)
[OPOrOBOI0 3Ha4YeHHA

BincyTHicTs Bipyconoriyimux ganux Ha 256-my Twxui | 10(9) 30(26) | 40(17)
[MpunuHero Yepes MP abo cMepTb 2(2) 18 (16) 20 (9)
[TPUNWHEHO 3 IHILKX NPWYMH 8(7) 11 {10) 19(8)
[TponyLueni faHi nig vac eikna, ane nig 4ac 0 1(<1} 1(<1)
JOCNimKeHHs

<50 wr/mn) (Tabn. 6).

QBW IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM xomui 8 Tuwsis (Q8W)
QAW IM: GSK744 LA 400 mr+ TMC278 LA 600 mr IM koxai 4 Tiokui (Q4W)

Ha 256-my Tioxei 94% nauieHTis ontuMizosanot cxemu Q8W Ta 90% namicHTis
onTHMizoBaHOl cxemu Q4W 36epiranu Bipyconoriuny cynpeciio (PHK BIJI-1




Tabrmus 6 3BefleHi pesynbTaTi AocnimkeHHs (<50 Koniit/MA) Ha TUXHI 256 -
Anani3 3HiMkiB (MSDF) (nonynsuisa komytaTopis poswupeHHs)

Peaynerar, n (%) OnTumizoBaHo | OntumizoBano | OnTuMisoBaHo
M

Q8WIM QAW IM 3aranom
(N=34) {N=10) (N=44)

PHK BIfT-1<50 kn/mn 32(94) 9(30) 41(93)

-PHK BIJT-1 250 kn/mn 1(3) 0 1(2)

MPURMHEHO Yepe3 HeaOCTaTHIO 1(3) 0 1(2)

edekTUBHICTb

BiacyTHiCTb Bipyconoriuumux aaxux 1(3) 1{10) 2 (5)

Ha 256-My TUxKH

MpunuHero yepes MP abo cmeprb 1(3) 1(10) 2 (5)

Ontumizosaxo QBW IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM koxHi 8 TWRHIE Nig Yac NpoaosweHHs
Ontumizosao Q4W [M: GSK744 LA 400 mr + TMC278 LA 600 mr IM xousi 4 Tvwsi nif Yac nponoBReHHS

PHK BLJI-1 y naasai kposi <50 kJ/MJI 3 7acom

Crilixa mpoTHBipycHa BiAmoBiAe criocTepiranacs B 000X rpyrax JiKyBaHHA 10
256-ro TIKHA MiATPHMYIOUOTO T2 IPOLOBIKEHOI0 MEPIOAY 3 O/IHAKOBOIO
YacTOTOIO BiAIOBiAI Ha noyartky a0 48-ro THokHA. [Ticis 48-ro TibkHA
cHocTepiTanacs BHLIA YACTOTA BiAUOBIAl npy 3acTocyBaHHi cxemu Q8W
MOPiBHAHO 3i cxeMoto Q4W yepes NpunuueHHs iKyBanus yepes [TP/cMepth ab0o
3 IHIKX HeBipYCONOritTHHX MpHYHH (1adi. 7).




-

Tabnuyn 7

Yacria oci6 3 PHK BIJ1-1 y nna3mi kposi <50 xoniit/mn 3a Biaur
nig 4ac nepiony MiATPHUMaHHA Ta NPOOBKEHHS - aHani3
MomeHTanbHmX 3HiMKiB (MSDF) (panpomizosane gocnimkeHHs

Q8WIQ4W) (nonynsyis ITT-ME)
MowmeHT yacy, n/N (%) ’ Q8W IM Q4W 1M 3aranom IM
(N=115) (N=115) (N=230)

{eHs 1/TioyaTkoBuit piBeHb 109/115(95) (114/115(>99) | 223/230 (97)
0BCNYroByBaHHS

TuxaeHs 4 112115(97) | 113/115(98) | 225/230 (98)
TuineHs 8 113115(98) | 1114115(97) | 224/230 (97)
Tuxgeds 12 110/115(96) | 112/115(97) | 222/230 (97)
TwigeHs 16 1121115(97) | 110/115(96) | 222/230 (97)
TuxaeHs 20 1121115(97) | 112M115(87) | 2241230 (97)
Tuxgens 24 110/115(96) | 107/115(93) | 217/230 (94)
TuxeHb 28 104/115(80) | 106/115(92) { 2107230 (91)
TuxgeHs 32 109/115(95) | 108/115(34) | 217/230 (94)
TuxaeHs 36 109/115(95) | 104/115(90) | 213/230 (93)
TwxaeHs 40 106/115(92) | 105/115(91) | 211/230(92)
TibigeHs 44 107/115(93) | 104/115(90) | 211/230(82)
TuxaeHb 48 106115(92) | 105/115(91) | 211/230 (92)




MomeHT yacy, n/N (%) Q8W IM Q4W IM 3aranom IM
{N=115) (N=115) {N=230)

TuxaeHs 56 108/115(94) | 104/115(80) | 212/230 (92)
TvxaeHs 64 109/115(95) [ 1031115(90) | 212/230 (82)
TwxaeHs 72 109/115(95) | 103/115(90) | 212/230(92)
TuigeHs 80 109/115(95) | 100/115(87) | 209/230 (91)
TwxgeHs 88 109/115(95) | 99/115(86) 208/230 (80)
TwxneHs 96 108/115(34) | 101/115(88) | 209/230(91)
TuxaeHs 100 HAO 100/115(87) 100/115(87)
TwxgeHs 104 106/115(92) | 98/115(85) 204/230 (89)
TrxaeHs 108 HI 96/115 (83) 96/115(83)

TukgeHs 112 106/115(92) | 98/115 (85) 204/230 {(89)
TubrpeHs 128 104/115(90) | 97/115(84) 201/230 (87}
TiwkageHs 144 105/115(91) | 97/115(84) 202/230 (88)
TuxzeHs 160 104/115(90) | 95/115(83) 199/230 (87)
Tukaenb 176 103/115(80) | 94/115(82) 197/230 (86)
TixgeHs 192 102/115(89) | 93/115(81) 195{230 (85)
TwxaeHs 208 102/115(89) | 92/115(80) 194/230 (84)
TwxaeHs 224 101/115(88) | 87/115(76) 188/230 (82)
TwxaeHs 240 101115(88) | 86/115(75) 187/230 (81)
TwxaeHb 256 101/115(88) | 85/115(74) 186/230 (81)

QBW [M: GSK744 LA 600 mr +TMC278 LA 900 mr IM xoxui 8 Tinkeis (QBW)
QAW IM: GSK744 LA 400 mr +TMC278 LA 600 mr IM xoxui 4 Tioksi (Q4W)

[Ticna 156 Tiwxnis Tepanii LA y npoaosskeroMy nepiofii onTaMizosari rpyny
[M nponemoncTpyBany CTifiky npotusipycHy Bianosins. 11 naui ciix
iHTEPIIpeTyBaTH 3 00€PENHICTIO, OCKUIBKY Po3Mip BHOIpKH JTA ONTHMIZ0BAHMX
pykasis IM Oye uesenuxum. Ha 256-My TrokHi 4acTka nauieHTiB, y KX
6epiranacs BipyconoriuHa cynpecis, 6yna nogiéxoro B ontHMisoBaniil rpymi
Q8W IM (94%) Ta onTaMisosaniit rpymi Q4W IM (90%) (taGn. 8).




Tabmuusi8  Yactka oci6 3 PHK BINl-1 y nnaami kposi <50 Koniifmn 3a
BigsinyeaHHs B neplof npogoBKeHHA - aHani3 MUTTEBUX 3HIMKIB
(MSDF) (nonynsuis nepeMukadis NpofoBKeHHA)
MomenT yacy, niN (%) OnrumizosaHo | OnTuMizoBaHo |OnTUMizoBaHo
Q8W IM Q4W IM IM
(N=34) (N=10) 3aranom
(N=44)
PoalwmpenHn MNoyaTkoBuit 34134 (100) 10110(100) 44/44 (100)
piBeHbTIKEEHb 100
TixgeHb 104 33134 (97) 10/10{100) 43/44 (98)
TuineHs 108 HA 10/10(100) 10/10(100)
TwxaeHs 112 31734 (91) 10110(100) 41/44 (93)
TwxaeHs 116 HA 9/10 (90) 9/10 (30)
TuxgeHs 120 29/34(85) { 9M0{%0) 38/44 (86)
Tuxaens 124 HA 10/10(100) 10M10(100)
TuxaeHs 128 33/34 (97) 10/10(100) 43/44 (98)
TuxgeHb 144 33134 (97) 10/10{100) 43/44 (98)
Twxaetb 160 33134 (97) 10/10(100) 43/44 (98)
TuxaeHs 176 33134 (97) 9/10 (90) 42/44 (95)
TwxneHs 192 33/34 (97) 9/10(90) 42/44 (95)
TuxaeHb 208 3334 (97) 9/10 (90) 42/44 (95)
TuxaeHs 224 32/34 (84) 910 {90) 41/44 (93)
TuxaeHs 240 32/34 (94) 9/10 (90) 41/44 {93)
TuxgeHs 256 32/34 (94) 9/10 (90) 41/44 (93)

Onrumizosaro Q8W IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM koxwi 8 Tvwmie nfa 4ac npoageKeHHs
Onrumizosano Q4W IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM xoxi 4 Tixsi NiA Yac NPOLOBKEHHA

Bmina kinexocri CD4+ KriTHH nOpiBHAHO 3 BEXiNHUM piBHEM

36inbmenns kinekocTi CD4+ KITHH MOPIBHAHO 3 BUXIAHHUM piBHEM
crocTepiranocs B YCiX rpyriax, OkpiM ontumizoganol rpym Q8W, B axii
CrocTepiranocs HesHayHe 3HIKeHHA (Tab. 9 i Tabn. 10).




Tabnuua 9  3Bepeni gaHi Npo amidy kinbkocTi CD4+ KniTHH [MOpiBHAHO 3
MOYaTKOBHM piBHeM (KniTHM/MM3) 3a BigBiAYBaHHAM -
NiATPUMaHHA Ta NPOAOBXKERHA (paHOMi30oBaHe JochimKeHHs
Q8W/Q4W) (nonynauis ITT-Meaukis)
CD4+ 3mina Big Qsw IM Q4w IM 3aranom IM
Tovartkoga niuin, N=115 N=115 N=230
KRiTuHUIMM3
IMovaTkoBsmit n=115 n=115 n=230
IBEHETHXACHE -20
Cepanne 3Ha1enHs (SD) 486,6(184,44) 503,9 (187,85) 495,2 (185,95)
Cepesuiie snauents (IQR) | 449,0(343,0, 618,0) | 499,0(359,0; 624,0) 476,5(350,0, 618,0)
flerb 1 n=11% n=115 n=230
CepenHe 3HauerHs (SD) 179,2 (176,06) 176,4 (204,48) 177,8{190,39)
Cepenyrre 3Havenns (IQR) 162,0 (640,271.0) | 156,0 (78,0; 270,0) 160,0 (76,0, 270,0)
TyxaeHs 32 n=112 n=108 n=220
Cepepe sravuenna (SD) 2644 (247,84) 2637 (217,74) 264,1(233.02)
Cepeautne swaveqnn (IQR) [ 226,0{107,5; 330,0) | 241.5(138.0, 347.5) 227,5(114,0, 338,0)
[TuxneHb 43 n=112 n=104 n=216
CepenHe aHavenns (SD) 2858 (232,20 266,3 (230,54) 276,4(231,07)
Cepegurire shaqetnn (IQR) | 248,0 (151,5; 346,5) | 258,0 (132,5,355,0) | 255,5(144.5, 348,5)
[TuxaeHb 96 n=109 n=100 n=209
CepeHe 3navenns (SD) 257,5(192,25) 270,6 (210,99) 263.8 (201,05)
Cepenmne shavennn (IQR) | 239,0(111,0, 359,0) | 225,5 (144,5; 393,0) | 231,0(130,0, 371 0)
TuxaeHs 104 n=104 n=99 =203
CepenHe 3HaverHa (SD) 276,6 (211,73) 309,6 (251,51) 2092,7 (231,99)
Cepenvtne svavenHs (IQR) | 240,5 (151,0; 368,5) | 280,0(158,0, 419,0) 264,0(151,0, 392,0)
Tuxaens 112 n=106 n=99 n=205
Cepeatie 3HavenkA (SD) 2624 (201,63) 336,3 (265,03) 298,1(235,73)
Cepegunte anaqenna (IQR) | 234,5 (140,0; 364,0) | 298,0 (165,0, 444,0) 264,0{149,0, 396,0)
[TuxgeHs 128 n=105 n=99 n=204
Cepente 3uavenHa (SD) 2864 (212.48) 2974 (23080 291,7 (221,13)
Cepeaunte anavesHs (IQR) | 249.0(142,0,413.0) | 2750(93,0;443.0) | 263,5(1395, 432,0)
TukaeHs 144 n=106 n=98 n=204
CepegHe 3HaqerHA (SD) 273,9(229,09) 329.8 (223,80 3007 (227,78)

CepeputHe 3taverns (IQR)

267,0(122,0; 398,0)

305,5 (167,0, 455,0)

286,5 (146.5, 421,0)




MXAeHL 160 n=103 n=94 n=197
CepenHe aHadernn (SD) 308,6(224,80)  [315,0 (250,56) 311,6 {236,85)
Cepenuute sHavenks (IQR)  [276,0 (155,0, 442,0) 12860 (122,0, 445,0) 282,0(152,0, 442,00
Tinkaens 176 n=104 n=93 n=197
Cepeane auauenns {SD) 3204 (254,26)  1362,7 {249,42) 3404 (252,24)
Cepeaue atavenns (IQR)  [282,5(171,0, 446,0) [352,0 (2150, 493,0) 315,0(184,0, 477.0)
TuxaeHb 192 n=103 n=93 n=196
Cepente sHaveuns (SD) 313,1(235,068) 3759 (260,94) 342.9(249,03)
Cepaauhte 3navens (IQR)  [271,0 (151,0, 479,0) [321,0 (195.0; 505,0) 301,0 {166,0, 482,0)
[THxaeHs 208 n=103 n=92 n=145
CepenHe aHaverun (SD) 315,8(232.04) [371,3(258,01) 341,9 (245,58)
Cepenuire anaverind (IQR)  271,0 (149,0, 439,0) [347,5 (1970, 492.,5) 295,0(179,0, 479,0)
T aeHb 224 n=102 n=§7 n=189
Cepente 3uadeHns (SDY 209,3(216,54) [|347.3(221,89) 321,4 {219,80)
Cepenutire snavenns (IQR)_ [274,5(137,0, 440,0) [294,0 (2000, 483,00 286,0(173,0, 459,0)
TwxgeHs 240 n=102 n=§7 n=189
CepenHe sHadenna (SD) 3465 (262,20)  [358,7 (240.77) 352,1(251,97)
Cepeute snaverna (IQR)  1304,0 (194,0, 443,0) 1311,0 (208,0, 496,0) 308,0(200,0, 462,0)
TinkaeHs 256 n=102 n=345 n=187
CepenHe aHauenus (SD) 326,3(218,24)  1396,3 (294,27) 358,1 (257,28)
Cepepuiite shavenna (IQR)  [311,0 (168,0, 430,0) [364,0 (205,0; 523,0 337,0(184,0, 476,0

QBW IM: GSK744 LA 600 mr + TMC278 LA 930 M7 BHyTPILIHE0BEHHO KOXH] 8 Tinnin (Qaw)
Q4W IM: GSK744 LA 400 mr + TMC278 LA 600 Mr IM rosxwi 4 Tvxi (QdW)
IQR = inTepxeapTanshmii poamax; SD = craxiapre sigxunensa




Ta6nuus 10 3seneHi gaHi npo 3miHy KinkKocTi CD4+ KNITMH NOPIBHAHO 3
No4aTKOBUM piBHeM (KniTHHU/MM3) 3a BigBigyBaHHsM - nepion
NPOJIOBXEHHA (HaceneHHs, WO NEPEKMIOYMNOCS Ha

NpoAOEKEHHS)
CD4+ 3miva Bin Ontumizoeano Q8W| OnTumizoeaHo Ontuamizoeano IM
NOYaTKOBOIO piBHA, MN=34 Q4W IMN=10 aramom N= 44
KntiTnHiMm3
Poswupene gocnigxrenus n=34 n=10 n=44
MTovarkosuii
piBeHbLITHRIEHb 100
Cepente aHaqeHHs (SD) 979,8 (302,63)  [823,7 (339,99) 9443 (31442
Cepeawte stasenns (IQR)  [987,5 (747,0; 1093,0)| 754,0 (644,0, 562,0)| 8725 {721,0; 1077 5
Thxpens 104 n=34 n=10 n=44
Cepenne aHavenHa (SD) -b5,6 (241,84) 49,4 (188,43} -31,7 {233,02)
Cepeamhie auauenns (IQR) | -34,0 (-141,0:63,0) [5,0{-62,0,113.0) -16,5 (-120,5; 68,5)
Twxmens 108 - n=10 n=10
Cepepte aHa4eHHn (SD) - -18,7(158,08) -18,7(158,08)
CepepuuHe sHaveHHs (IQR) - -235(-104,0, 116,0)]  -235(-104,0, 116,0)
Tmxgeds 112 n=32 n=10 n=42
CepenHe aHaverHa (SD) -17,4{209,80)  [81.4(110,65) 6,1 (194,37
Cepepuite anaserna (IQR) 29,0(-137,0; 93.0) 47,5150, 165,0) 37,0(-89,0, 13,0}
Tiskneds 116 - n=10 n=10
CepepHe 3Ha4enHs (SD) - 94,9{132,13) 94,9(132,13)
Cepeauye anavuerts (IQR) - 53,0 (5,0; 209,0) 53,0 (5,0, 209,0)
Tmxaens 120 n=30 n=9 n=39
CepepHe 3HauehHn (SD) -55,1(230,42) (34,2 (165,29) -34.5 (218.61)
Cepepwnte anauerna (IQR) | 47,0 (-117,0: 57.0) 14,0 (-56,0, 66,0) -38,0 (-107,0, 66,0)
Tiokaeds 124 - n=10 n=10
CepenHe 3Ha4eHHs (SD) - 27,8(163,02) 27,8{163,02)
Cepenurte shayenna (IQR) - 23,0 (-88,0; 119,0) 23,0(-98,0, 119,0)
Tuxaeds 128 n=29 n=9 n=3§
CepapHz 3Hauernn (SD) 6,5(191,21)  [106,0(249,07) 20,2 (208,40}
Cepenuutie aHavetna (IQR) 0(-118,0; 115,0) |146,0(-57,0, 173,00 3,5 (-114,0, 146,0)
Tikaers 144 n=33 n=10 n=43
CepanHe 3Ha4eHHa {SD) -29.4 (260,80) 1324 {146,87) -15,0(239,12)
Cepeandte anasenss (IQR)  [-11,0(-243,0; 154,0){ 35,0 (46,0, 97,0) -5,0(-210,0, 154,00




ITuxgeHs 160 n=33 n=10 n=43
CepenHe 3HaqekHsa (SD) -17,2(263,57) _ [50,2 {183,24) -1,6 (248,52)
CepeauHte 3HayerHa (IQR) -6,0{-93.0, 134,0) |-17,5(-91,0,125,0) -6,0(-93,0, 134,00
[TuxaeRs 176 n=33 n=9 n=42
CepepHe anauetna (SD) -80,6(249.93) 89,4 (162,94) -26,3 (241,56)
Cepeawkre snaverna (IQR)  [-32,0 {-255,0; 165,0) [79,0 (-3,0, 249,00 -9,0 (:216,0, 175,0)
Tuwaeds 192 n=33 n=9 n=42
CepenHe 3Ha4enHs {SD) -22,0(254,33) 9,7 (151,82 -2.4 (237,56)
Cepegunne skavenkn (IQR)  [18,0(-208,0; 162,0) | 79,0 (480, 1 64,0) 22,0 (-187,0,164.0)
[TuxaeHs 208 n=33 n=9 n=42
Cepenne sHauerHs (SD) -25,2(226,02) 35,3 (221,25) -12,2(223,72)
Cepejmtte sHauenn (IQR)  [37,0(-168,0;92,0) 13,0 (-87.0, 66,0} 24,5(-136,0, 92.0)
TuwaeHb 224 n=32 n=9 n=41
Cepeane sHavetHa (SD) -64,1(244.46) 84,7 (177.88) -31,4(237,76)
Cepepmstie sHaserHa (IQR)  [-51,0(-311,0; 100,0) [33,0 (8,0. 285,0) 3,0(-188,0. 106,0)
Trxnens 240 n=33 n=9 . n=42
Cepente sHadenHs (SD) -10,9 (251,07} 196.4(166,11) 12,1 {237,85)
Cepenutive snadenna (IQR)  124,0 (-169,0; 83,0) 55,0 (47,0, 229,0) 6.5 (-147,0, 139,0)
TuxpeHs 256 n=32 n=9 n=41
Cepenne sHayenha (SD) -14,4 (319,46 211,4(317,58) 35,2 (328,96)
Cepenuriie snavenns (IQR) 29,5 (-109,5;171.0) [152,0 (2,0, 219,0) 43,0 (-64.0, 198,0)

Onmunisoaro QBW IM: GSK744 LA 600 wr + TRC278 LA 900 mr IM kol 8 Tvokeis nin 4ac NPOAOBKEHHA
Onumizosano Q4W IM: GSK744 LA 400 mr + TMC278 LA 699 mr IM koxHi 4 Tokai NiA Y&C NPOAOBKEHHA

21. Peaynwraru Gesnexn

«I1oB’ a3aHuit 3 HAPKOTHKAMUY O3HAYAE OLIHKY Z0CHIHHKOM NPHYHHHO-
HAaCJIIKOBOTO 3B'A3KY, AKUIO He BKA3aHO iHIue,

Y 3BiTi HaBeieHO KopOTKHii ornax Bunagkie [TP i ITPUMYIOYOTO T4

[IPOJIOHTOBAHOIO MEPIONIB, 3APEECTPORANHX Y PAHAOMi30BaHuX rpymax IM. V
BCiX cy6'extiB Gyno monaiimerue 1 ITP. Haftnoumpesimoo ITP 6yna 6inp y
Mmicui in'eknii (98%), a HaitmomupeRiroko peakuielo, He MOB'A3aH0I0 3 MicLIeM
in'exuii (ISR), 6ys nazodapunrit (45%). IHmaMu nomupenumu TP, npo aki
noBLAoMIAIOCS Ginpn Hisk y 25% cy6'ekrir, Gyiu Byzmix y Micni in'exuii
(39%), Habpsk y micni in'exuit (34%), crep6ix y Micui in'exuit (32%), niapes
(28%), yinbHenns y micui iw'exuii (28%) Ta Terwro y micui id'exuii (26%).




saraneHeHa iHpopmanis npo I1P, 3apeecTporani B onTHMIZ0BaHNX rpynax IM
npotarom Ilepiomy nponosxenns, napenena s Tadmumy 23. Y seix cyO'ekTiB
Oyno monalimenme | ITP. Haifmowmupenimoro IP 6ys 6ine y Micui ir'exuii
86%), a maiinowupenimoro ITP, He nop'T3aHOI0 3 ISR, - nasodapunrir (25%).
[HIuMu notmpesmu [P, npo ki noBixoMIIOCS GLTE Hix ¥ 20% cyb'extin
Oynu By3nuxu B micni in'exuii (36%) ta rpun (23%).

Cepitozui T2 inmri 3nayni noiuni peaxmii

3aranbHuit miACYMOK cepHo3HuX MOBIuHMX SBHIY (CII4T) nepiony

ITi TTPHMYIOHOTO Ta MPOTOHTOBAHOTO JIKYBaHHA U paHIOMi30BaHMX rpyn IM
HaseneHo B TaGmuui 11. Jlo usoro 3sity moxaroTses ormck CIIPAB 23 [IHMH
TeMaMu. Y nepiogax MiATPUMYIOYOro Ta IOAOBKEHOO JKyBaHus y
pasoMizosariit rpyni Q4W IM nosigoMmsiocs npo 3 netanbuux I1P, y Tomy
uncii | I1P, nos'ssaxe 3 mpuitomMom npenapaty (inapkT Miokapzaa). V rpymi
Q8W IM ne moBizomnanocs mpo netanswi [IP.

Onun cy6'ext nosizomus npo TOCTiH'ekuiiiHy peakuiro CILS], o npuzseno o
BUXOMY 3 JOCIi/TKEHH:

Tabnuust 11 3aranbHuii nigcymok nepiofy TexHiyHoro o6cnyroeyRaHHA
Tallepiog npogosieHHn Ceplioanuii MoGiuni peakyii - KineXicte
cyG'ekTiB Ta BUnapKis (paHaoMizoBaHe gQocmigKeHHs Q8WIQ4W)
(nonynsuis nigTpuMky Geanekn)

QawW IM Q4w IM 3aranom IM

(N=115) {N=115) (N=230)
Kinexicte cyb'ekris 3 CMS, n {%) 25(22) 27 (23) 52 (23)
KinbkicTb Bunagxie
Kinbkicts CMA, n 60 56 116
Kinbkicte CNA, nos'sizanx 3 HapkoTUKaMK, n 2 5 7
KinbkicTe cMepTenshux CMN4, n 0 3 3
KINbLKICTh CMEpTENbHIX BUNAAKIB, NOB'A3aHMX 3 0 1 1
HapKOTHKAMM, N

QB8W IM: GSK744 LA 800 Mr + TMC278 LA 800 Mr IM koxi 8 TixHiz {Q8W)
QAW IM: GSK744 LA 400 mr+TMC278 LA 600 mr IM xoxsi 4 Txcei (Q4W)

Baranshuit nigcymox CITS nepiony mpomoBKeHHs s ONTHMi30BaHHX Ipyn IM




HasesieHo B Tabnuui 12. B ontumizosanux rpynax IM se 6yno 3apeecrpopato
PKOZTHOIrO MOB'A32HOTO 3 npenaparoM abo neransHoro CITS.

Tabnuus 12 3eepeni aani wono cepinosHMX NoBiuHMX peakuii y nepiog
NOAOBXEHHA TePMiHY Aii ~ KiNkKicTe cy6'eKTiB Ta BMnagkis
{posiwKpeHHs nonynsuis)

OnTumizoBaHo | OnTuMizoBaHo | OnTUMI3OBaHO
QBW IM Q4W IM IM 3aranom
(N=34) {N=10) {N=44)
KinbkicTb cy&'exTia 3 CMA, n (%) 6{18) 1(10) 7(16)
KinbkicTs BURnagxis
Kinbkicte G4, n 7 1 8
Kinskicte CI4, nos'asanux 3 0 0 0
HapKOTYKaMM, n
Kinbkicts cmeprensiux CMNA, n ] 0 )
KinbKicTb cMepTensHuX Bunakis, 0 0 0
NOB'A3aHUX 3 HAPKOTUKAMMU, 01

OnTUmMiz0BaKo Q8W IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM KoxHi 8 Tiksia nig vac
NPOAOBXEHHA
Onmumizogao Q4W IM: GSK744 LA 400 mr +TMC278 LA 600 mr IM xoxwi 4 Tvxwi nig Yac npogiosKeHHs

Y3aranbHera indopmauis mogo CIUI nepiony minTpuMaHus Ta MPOXOBKEHEA,
Npo AKi MOBIAOMIANOCA Y paHIOMi3oBaHHX rpynax IM, HaseneHa s Ta6auui 13.
CI15], npo saxi nosigomnsmoca B 060X rpynax Q8W IM ta Q4W IM, a Takox y
Ginbiu Hix 1 nauienra B rpyni Q8W IM, BKIIOYaTH rocTpe YpaskeHH? HUPOK Ta
cnpoly camory6ersa (2 nauients B rpyni Q8W IM Ta | manienT B rpyni Q4W
[M); sxoaHe 3 nux HeOKAHUX ABHLY He 6yNIo NOB'A3aHe 3 JAOCTiKYBaHHM
niKapchKHM 3ac0B0M.




Tabnuuysi 13 3sepgeni AaHi wogo cepiiosHux Nobivkux peakuii nig Yac
NiATPUMYIOHOTO Ta MPONOCHIOBAHOIC Nepiofis NikyBaHHA 3a
3aranbHoI0 4acToTolo (paHgoMizosaHe gocnimxeHHs Q8W/Q4W)
(nonynauis nigrpuManHs 6esnekn)

Baxanuit TepMin, n (%) QBWIM | Q4WIM |3aranom IM
(N=115) | (N=115) | (N=230)
byab-ska [P 25 (22) 27 (23) 52 (23)
[OCTpe YpaXeHHs HYpOK 2(2) 1{<1) 3(1)
Cnpoba camorybcTaa 2(2) 1{<1) 3(1)
AHOTEHITanbHI GopoaaBKu 1(<1) 1{<1) 2(<1)
[Kapaioretimit wok 1(<1) 1(<1) 2(<1)
Bink y rpyasx 0 2(2)* 2(<1)
3NOBXMBAHHS HAPKOTUKaMU 1{<1) 1(<1) 2(<1)
onoBHuit 6inb 1(<1) 1(<1) 2(<1)
[inepToHia 1(<1) 1{<1) 2(<1)
MpoTpysia Mixxpebuesux Auckia 0 2(2) 2(<1)




BaxaHuit Tepmin, n (%) Q8WIM | Q4WIM |3aranom IM
(N=115) | (N=115) | (N=230)
[epenocsysaHHa 0 2(2) 2(<1)
Hupxoea HegocTaTHICTL 1(<1) 1(<1) 2(<1)
[TOKCHUHICTB 10 pisHUX areHTis 0 2(2)* 2(<1)
[ynkoBa rpuxa 1{<1) 1(<1) 2(<1)
BipycHa indekuis 1(<1) 1(<1) 2(<1)
binb B 3xuBoTi 0 (< 1)* 1{<1)
AGCLEYBaHHS KiHLiBKN 1(<1) 0 1(<1)
Bunafkose nepeso3yBaHHs 1{<1) 0 1(<1)
FocTpui iHdhapkT Miokapaa 0 1(<1) 1(<1)
[FocTpuit Habpsik nerenis 1(<1) 0 1(<1)
MopywweHHs aaanTauii 0 1{<1) 1{<1)
ANKOronLHe OTpyeHHA 1{<1) 0 1{<1)
CuHapoM BiamiHK ankoronio 1(<1) 0 1(<1)
AHeMiq 1(<1) 0 1(<1)
IAHaNEHa TilliMHa 1(<1) 0 1(<1)
CreHokappais HecTabinkHa 0 1{<1) 1(<1)
PosLu4pentn aopTu 1(<1) 0 1(<1)
IHchekyiitHuiA apTpUT 1(<1) 0 1(<1)
ACTMaTH4HUA Kpu3 1(<1) 0 1(<1)
Binonspxuit poanag | 1{<1) 0 1{<1)
bitonapHuit posnag, 0 1(<1) 1(<1)
Cninota 1(<1) 0 1(<1)




(1>)1 (1>)1 0 exd |
(1>)1 0 (=) 1WLBLIS] YMHILIOIONLY]
(1>l 0 (1501 q10MHLE100T8H BEONHIRI| |
(1>} 0 (>0 1ndainaodioe |
(>0 {1 >)) 0 BRRMLIGO OF 180th nanuvdy|
(1> 0 {I>h WALODI |0BOALTIWOIOUEW Wouada|
(1>)1 wll )} 0 ARIENE,
(1>)] 0 (1>)1 LIWATATINS
(1> (1>)1 0 WOLILHe|LOL € eoLewaUAned uuHaLdoHnEd
(151 AL >)1 0 BHHEXIT BHHBHTRIMOA]
(1>)) 0 {1>)1 YWAMKA JoLreumMLETIeHeaY excedng
(> (1>)) 0 BHHeROJdOWELIEE
(1>} (>N 0 ExvHhamuy LALdasn
(1)1 (1>)1 0 1ufmidaen

{1>)1 (1>) 0 BIemoonT
(1>)) 0 (151 w199dUaT EHAETHNIAY
(1>)1 0 A1 )1 BIo3dUa|
(1>)1 0 Al >N KHHSdE
(>N 0 (1)L BRHadE}
{1>)l (1>)) 0 EWOY,
(1>} (1>)) 0 Teleod YMHENLIHIOY
(o)) 0 {1>)) KILeUoLAIe0y
{(1>H 0 (1> Tidatou |
(1>)1 (>) 0 NOEe] WAHIER BHHAAALO)




Onepisyrounii repnec 0 1{<1) 1(<1)
lWemivH1i renarut 1(<1) 0 1(<1)
[leitkoeHuedanonaria 0 1(<1) 1(<1).
PozpuB 38'A30k 1(<1) 0 1{<1)
MNimcbaneHonaris 0 1(<1) 1(<1)
Benuka fenpecia 1{<1) 0 1(<1)
Manspia 1(<1) 0 1(<1)
Marin 1(<1) 0 1{<1)
MeHinrioma 1(<1) 0 1{(<1)
Tpomb0o3 bprxoBo; BeHK 0 1(<1) 1{<1)
IMeTaboniyHuii aunaos 0 1{<1) 1(<1)
3aXBOPHOBAHHS PYXOBUX HEMPOHIB 0 1{<1) 1{<1)
[M'si30Ba cnabkicTh 1{(<1) 0 1(<1)
[nchapkT Miokapaa 0 (< 1) 1(<1)
lwemis Miokapaa 1(<1) 0 1(<1)
BukpHBNEHHA HocoBo! Reperoponkm 0 1(<1) 1(<1)
Binb y tmi 1(<1) 0 1(<1)
Hegponitias 1{<1) 0 1(<1)
Opxir 1{<1) 0 1(<1)
Binb y kiHyiBL 1(<1) 0 1{<1)
[eputoHeanshui abcuec 0 1(<1) 1(<1)
Acripatlis THeBMOHT 0 1(<1) 1(<1)
MoniHeiiponaris ankoronsHa 1(<1) 0 1(<1)
Tpomb03 noprankHoi Bexm 0 1{<1) 1{<1)




(euxiyHa AekomneHcauis 1(<1) 0 1{<1)
[IlcuxoTuyHa nosepitka 1(<1) 0 1(<1)
lepenom npoMEHEBOI KICTKU 0 1(<1) 1(<1)
IHchexuia anxanbHux Wrsxis 0 1{<1) 1(<1)
Patnomionia 0 1{<1) 1{<1)
Mepenomu pedep 0 1(<1) 1{<1)
CHHApOM pOTATOPHOT MaHKETH 0 1(<1) 1(<1)
CentuyHmii oK 1{<1) 0 1(<1)
Tpombo3 cenesiikoBoi Bexu 0 1{<1) 1(<1)
[MOCKOKMTUHANIA paK nereHs 0 1(<1) 1(<1)
CyiumpansHi gymky 0 1(<1) 1(<1)
CuHKone 1{<1) 0 1(<1)
Tpaema cyxoxunb 1{<1) 0 1{<1)
[Lykposuii giabet 2 Tuny 1(<1) 0 1{<1)
Ypocencuc 1(<1) 0 1(<1)

*1 PECNONAEHT NOBIROMUME NRO N0B'A3ZHE 3 HapkoTikamu CNS

**{ cyb'exT nosinomms Rpo cMeprenshe CIIA

***1 PECOHABHT ROBIOMUS NPe cvepTenbHe ST, Nos'SaaHy 3 HapKoTUKaMK
QBW IM: GEK744 LA 600 mr +TMC278 LA 900 mr IM koxHi 8 Tevkis (QBW)
QAW IM: GSK744 LA 400 Mr +TMC278 LA B0 Mr IM koxki 4 Tetxei {Q4W)

[Y3aranbueni naui mono CILA repioay npomokenms, Ipo axi mOBiXOMIIOC B
ONTAMI30BaHuX rpynax IM, Haseneno B Tabmuui 14. ITnesMoHis Gyna eauHuM
CITA, npo sixe norizomisuioca 6inkm Hik y 1 cy6'exta, i PO HEOTO
MOBINOMIIAITOCS MIIe B onrriumizoBaHii rpymi Q8W IM. ITapaiy VI (uepenHo-
MO3KOBOTO0) Hepsa OyB efimuuM CIL, npo saxmii moBizoMusocs B
OnTHMIi30BaHii rpyni Q4W IM.




Tabnuus 14 3sefeHi faHi wWopo cepito3uux noBiyHux peakwin nig yac
niKyBaHHA y nepiod NOAOBKEHHA TepMiHy AiT 3a 3arankHoLo
YaCTOTOH (HaceneHHs, Wo KOPUCTYETHCH BHYTPILIHIMK

TernecoHaMu)

Baxarui Tepmin, n (%) OntumizoBaHo | OntumizoBaHo [OnTumizoeaHo IM
Q8W IM Q4W IM 3aranom
(N=34) (N=10) (N=44)

byab-aka 1P 6(18) 1(10) 7 (16)

[THeBMOHiA 2(6) 0 2(5)

Birb ¥ BEPXHIH MaCTuH

DKMBOTa 1(3) 0 1(2)

[AHANbHE HOBOYTBOPEHHS 1(3) 0 1(2)

BipycHui racTpoeHTepuT 1{3) 0 1(2)

[THEBMOTOpAKC 1(3) 0 1(2)

[|0pOXHBO-TPaHCIIOPTHA 1(3) 0 1(2)

npuroga

[Mapaniy VIll kepea 0 1{10} 1(2)

Ontumiacaano QW IM: GSKT44 LA 600 mr + TMC278 LA 900 mr IM kokui 8 TikHIB N 4&C NPOROEXEHHS
Onumizosano QAW IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM xoxui 4 Tk nig yac npoposxeHHs

Y Tlepioa niATpUMYIOHOro Ta TPOMOBKEHOTO JIKYBAHHS YaCTOTA BUHMKHEHHA
[1P, 110 rnpu3BOAUIN IO OCTATOMHOI BIAMIHE JOCIiIKYBAaHOrO penapary, 6yna
suIo0 y rpymi Q4W IM (17%) nopiensso 3 rpynoro Q8W IM (3%).
Haktnomnpenimum I1P, mo npu3sis 1o 0cTaToOYHOI BiAMIiHE JOCTIIKYBaHOIO
npenapary, 6ys 6ime y micti iH'exnii (2% y rpyni Q8W IM ta <1% y rpymi
Q4W IM); npo penrry ITP mopimommnsnocs no 1 cyG'exty (Tabmuns 15).




Tabmuua 15 3penena iHdiopmaLlian npo HeGaxaHi ABKWA nepiogy migTpUMYIQYOT
Tepanii Ta nepiofy nogoexeHHA [TpuU3BogUTL A0
BIAMIHW/NOCTIAHOrO NPUMMHEHHA 3aCTOCYBAHHSA AOCNIMNYBaHOro
nikapcbkoro 3acoby (paHgomizoBaHi gocnimkenHs QBW/Q4W)
{(monynsauis nigrpumky Geaneku)

" [Baxanusi tepmin, n (%) Q8WIM | Q4WIM [3aramnom IM
(N=115) | (N=115) | (N=230)
BYAb-AKA MOJAIA, n (%) 3(3) 20 (17) 23 (10)
binb y MicLi BBegeHHs* 2(2) 1{<1) 3(1)
Binb y rpyasx” 0 1{<1) 1(<1)
O3Hob* 1(<1) 0 1(<1)
Broma 0 1(<1) 1{<1)
[YiinbHeHHA y Micyj BBefeHHA* 1(<1) 0 1(<1)
BY301 Ha MiCLi BBejeHHA" Q 1(<1) 1(<1)
Ceepbix y micyy iH'exuii™ 1(<1) 0 1(<1)




Baxanui TepMiH, n (%) QEWIM | Q4WIM [3aranom IM
(N=115) | (N=115) | (N=230)
Habpsk y Micli BReaeHHs* 1{<1) 0 1(<1)
Binb* 1(<1) 0 1(<1)
lwemivha xsopoba cepus 0 1{<1) 1(<1)
Hkdbapxr Miokapaa® 0 1(<1) 1(<1)
Cunycosa Taxikapgia 0 1{<1) 1(<1)
Bipyc renatury C 1{<1) 1{<1} 2(<1)
IHODeKLS AuXanbHUX Wwnsxis 0 1(<1) 1(<1)
Eninencia 0 1(<1) 1(<1}
lnoecresis 0 1(<1) 1(<1)
3axBOPIOBAHHA PYXOBUX HEHRPOHIB 0 1(<1) 1(<1)
Posnag apantauii 3 AenpecusHuM HacTpoem™ 0 1(<1) 1(<1)
3NOBXUBAHHS HAPKOTUKAMM 0 1(<1) 1{<1)
[ewxiyHuii posnag” 0 1(<1) 1(<1)
Cnpoba camorybcrea 0 1{<1) 1{<1)
lNimdhaneHonaria 0 1{<1) 1(<1)
TpomG03 cENe3iHKOBOT BEHY 0 1(<1} 1{<1)
Binb B xuBoTi* 0 1(<1) 1(<1)
Tpombo3 BpuKOBOT BEHU 0 1{<1) 1(<1)
M's30Ba criabkicTs 0 1(<1) 1(<1)
Pabromionia 0 1{<1) 1(<1)
TpomB0o3 rmubokux, BeH 0 (<1} 1(<1)
[punKBK KpoBi 10 obnuyys™ 0 1(<1) 1{<1)
Tpombo3 nopTankbKoi BeHu 0 1{<1) 1<)




BaxaHuit TepMmiH, n (%) Q8WIM | Q4WIM | 3aranom M
(N=115) | (N=115) (N=230)
E0anHOMINbHMIA rpaHyneMaros 3 noniauriitom 0 1(<1) 1(<1)
TOKCUYHICTL [0 piaHuX areHTis 0 1(<1) 1(<1)
Enextpokapgiorpama QT nogoweduit* 0 1(<1) 1(<1)
[MeTaBoniunmit aumpos 0 1(<1) 1(<1)
[rOCKOKNITUHHWIA paK feretb 0 1{<1) 1(<1)
[OCTpE YPEKEHHST HUPOK 0 1{<1) 1(<1)
YCKNaAHEHHS AMXaHHA* 0 1(<1) 1{<1)
Bucun* 0 1(<1) 1(<1)

*Toe'raati 3 HapraTuramu P, Wo npussogaTs 0o abcrkenyi cy6 ExTa
TpuwiTka: NMosifoMnances, Wo y actyniux cyb'exris coctepiranucs MHoXumAHI NP, Lo npussomuny fo
ammmm npenapary:
1 cy6'ext (QBW IM): 6inb y Micy] BBeaeHHs, caepbixk y Micui BBE/ICHHA, 03106 13 Bink

1 cyﬁ'encr (Q8W IM): npunyxnicto y mictyi i'exuil, Ginb y mictj isBegeHHA Ta Ha6psu< ¥ MicLf BBEAEHHS
1 naujent (Q4W IM): Binb y xueori, Ginb ¥ rpyasx, 3a0UWKa Ta NPUNNUBEY KPOBH
1 cyBlex (Q4W IM): FOCTPE NOWKOMPKEHHA HAPOK, 3NOBXMBAHHA HAPROTUKAMM, MeTaBoniuHui alwpos,

iHhexufa Auxanshux tNsxis, paﬁgomonla Ta cnpoBa cyiunay
1 naujenT (Q4W IM); rinoectesi, 'azesa cnabkicts | BToMa

1 cyB'eur (Q4W IM): TpomBos ﬁpmxosor BeHy, TpemBos BOpJTHOI BEHM T2 Tp0M603 Cene3iHkoBol BEHY

1 nauieqt (Q4W IM): enextporapiorpama QT noaoBxeHuiA i CUHyCOBa Taxikapais
QBW IM: GSK744 LA 600 mr + TMC278 LA 500 mr IM koxi 8 Tiie (QBW)
QAW IM: GSK744 LA 400 Mr + TMC278 LA 600 mr IM kooni 4 Tvsasi (Q4W)

Y nponoe:xeHoMy nepioai npo IP, o npusseny 1o 0cTaTOYHOI BiIMiHK
NOCTILKYBAHOTO TIPENapaTy, NoBixoMianocd mo 1 cy6'ekTy B rpymax
ontumizosanoro Q8W IM ta omrrimisoBaoro Q4W IM (Tabmung 16). Vei ITP,
L0 IPU3BENH A0 OCTATOYHOI BIAMIHH HOCTifKYBaHOIO IPOAYKTY, Gyiu
MOB'A3aHi 3 TOCI/DKYBaHHMH [IpenapaTaMH.




Tabnuys 16  3Bepexa iHdopmayia npo HebaxaHi ABMLLa nepioAly NOfOBXeHHs,
10 Npy3BeNM 4o BiAMIHKW/NOCTIHOrO NPUNMHEHHS 3acTOCYBaHHA
AocnigxyBaHoro nikapcbkoro 3acoBy (nonynsuis, o nepefwna
Ha NOJIOBXKEHNH TEPMiH)

baxaHui TepmiH, n (%) OnTumizosato | OnTumizoeano | OnTumizoBaHo
Q8W IM Q4W 1M IM 3aranom
(N=34) (N=10) (N=44)

EYOb-AKA NP 1(3) 1(10) 2(5)

[inepemist KOH'KOHKTHBH 1(3) 0 1(2)

binb ¥ MicLi BBeAEHHS 0 1(10) 1(2)

Binb y couHi 1(3) 0 1(2)

Eputema 1(3) 0 1(2)

[YpTuKkata nanyneoska 1(3) 0 1(2)

Onrumizosano Q8W IM: GSK744 LA 600 mr+ TMC278 LA 900 mr IM koxHi 8 TWxHiB Mg vac NPOJ0BNEHHA
Onrumizosao Q4W IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM kowi 4 Tvixwi i Yac nponoBKetHs

[Peaxnii y micui seenenns (ISR)

Binbumicts cy6'extis y patnomisopatux rpynax IM mamu mowaitmerane 1 ISR,
npo AKHi TIORIAOMIIANIOCA B Rocilikenyi. Binsiicts ISR, 3apecctpopanux y
paHaoMizoBauux rpymax IM, 6ynu 1-ro abo 2-ro crynens. Y paHIOMizoBaHHX

17).

rpynax IM nosigoMmanocs npo HU3bKY KUIBKICTh NAIIEHTIB 3 TIONISAMH 3-T0
cTynens (<1%). Y panmomizopanux rpynax IM ne 6yno sapeectporano
bicopHOro ISR 4-ro cTynens, ietansHoro abo cepitosnoro ISR. Meniana
TpuBanocti noxil ISR cranornna 3 nui y pargomisopanmx rpynax IM (TaGn.




Tabnuusi 17 3sepexi aani npo ISR Ha piBHi nogiii - Mepiog nigTpuMkn Ta
npopoBxeHHs (PaHgomizoBaHe gocnigxeHHs QEW/Q4W)
(NMonynsauis nigrpuMku Geanexn)

Q8WIM | Q4WIM |3aranom M
(N=115) | (N=115) (N=230)
[KinbkicTb pecnoHAeHTIB 3 iH'ekUisMu 115 115 230
KinskicTs iH'ekuii 7673 13506 21179
Kinskicts ISR 3373 4702 8075
Byab-akoro cTynexs
1 cTyniHb, 3axoau 2772(82%) | 4151(88%) | 6923(86%)
2 cTyniHb, 3axoay 571(17%) | 527(11%) | 1098(14%)
3 cryniHe, 3axoav 24 (<1%){ 22(<1%) | 46 (<1 %)
4 cTyniHb, 3axoou 0 0 0
Mani BigcyTHi 6(<1%) | 2(<1%) 8(<1%)
XapaKTepucTuki noai
[oB's3aHi 3 HAPKOTHUKAMU 3332(99%) |4672 (>99%]) {8004 (>99%)
CmepTenbHi 0 0 0
Mpy3B0AUTL BO BIAKTMKAHHS/BILKIMKAHHS 8(<1%) | 4(<1%) | 12(<1%)
ROCHiyBAaHOro NPOAYKTY
Tk 0 0 0
Tsbxkui abo cTynib 3/4 24(<1% | 22(<1%) | 46 (<1%)




TpuearnicTs (fHis)

1-7 2964(88%) | 3992(85%) | 6956(86%)

8-14 263(8%) | 300(6%) 563(7%)

>14 137 (4%) | 398(8%) 535(7%)
aHi BiCYTHI 9(<1%) | 12(<1%) | 21 (<1 %)

Cep. aHau. 6,5 6,5 6,5

CB 24,92 16,46 20,42

Megiana 3,0 3,0 3.0

[Min. 1 1 1

Makc. 713 393 713

QBW IM: GSK744 LA 600 mr +TMC278 LA 900 mr IM koxi 8 Tiiaiie (Q8W)
QAW IM: GBK744 LA 400 wr + TMC278 LA 600 mr IM koxHi 4 Tvwi (Q4W)

binbmiicTs manienTiB B onTEMizoBaHuX Tpynax IM manu wosaliMenue 1 ISR,
[po fxi nosifiloMysIocs B pocmimkenni. Binsmicrs ISR, npo saxi noeizoMmusiocs
B OlrTUMi3oBaHuX rpynax IM, 6ynu 1-ro Ta 2-ro crynexiB. B onTuMizoBanux
rpynax IM nosinoMnanocs npo HU3EKY KUIBKICTE YYaCHHKIB 3 OMIAMH 3-T0
crynens (2%). B omruMizosanux rpynax IM ue 6yno 3apeecTpoBaHO 2KOJHOTO
ISR 4-ro crymens, neranbnux abo cepiiosuux [SR. Meniana Tpusanocti nomiit
[SR cranosuna 3 ani B rpymi onTumizosatoro IM Q8W i 2 nui B rpyni
onruMizoBaHoro IM Q4W (tatn. 18).




(nepemukay mpo

Tabnuya 18 -3Benei gani npo ISR Ha pisHi nogii - nepiog npogoBxeHHsA
[IOBX¥EHHA HonynsAuii)

OntumizoBaHo | OnTUmizoBaHo | OnTUMizOBaHO

Q8w IM Q4W IV [M 3aranom

(N = 34) (N=10) (N =44)
{KinbKicTb pecroHaenTie 3 34 10 44
iH'eKLisMM
KinbKicTh iH'exui 1503 816 2318
KinkkicTb ISR 429 182 611
Byab-AKOro CTynews
1 cTyninb, 3axoau 358(83%) 143(79%) 501(82%)
2 CTYRiHb, 3axoau 64(15%) 36(20%) 100{16%)
3 cTyniHb, 3axoau 7(2%) 3(2%) 10(2%)
4 cTyniHb, 3axoau 0 0 0
[laHi BigcyTHi 0 0 0
XapaKkTepucTukK nogfi
[NoB'R3aHi 3 HAPKOTUKAMM 428 (>99%) 180(99%) 608 (>99%)
CMepTentHi 0 0 0
MpuseoguTL A0 0 2(1%) 2(<1%)
BiAKNMKAHHS/BIKTMKAHHR

OCTIARYBAHOTO NPOAYKTY

T KK 0 0 0
TsnrKui abo cTyniis 34 7(2%) 3(2%) 10{2%)




Ontumizosado | OnTuMizoBaHo | OnTHMizoBaHO
QBW IM Q4W IV IM 3aranom
(N =34) {N=10) {N = 44)
TpusanicTb (His)
1-7 399(93%) 167(92%) 566(93%)
3-14 12(3%) 9(5%) 21(3%)
>14 17 {4%) 5(3%) 22(4%)
aKi BifCyTHI 1{<1%) 1(<1 %) 2(<1%)
Cep. 3Hau. 6,1 3,7 54
CB 24 48 499 20,72
Meniaxa 3,0 2,0 2,0
M. 1 1 1
Make. 439 33 439

ApPOACBEXKEeHHRA

NPORGBMEHHA

K miniana ximin

Onmumisosano Q8W IM: GSK744 LA 600 mr+TMC278 LA 800 mr IM xoxHi 8 Tiwuib nip, vac

OnmumizoBano Q4W IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM koxi 4 Tvpkei nin wac

V3aransHeHa IHQOpMALLig OO0 MAKCHMANBEHHX KIiHIKO-XiMIYHHX TOKCHYHHX
edeKTIB MiATPUMYBaNLHOrO T4 MPOJIOHTOBAHOTO NepioftiB Nikysanus 3 i 4
CTyNeHIB y paHnoMizopaHux rpynax IM wasegena B Tabmuui 19. Y 3giti
HABEIEHO KOPOTKUH OIIf/] MAKCHMAJIbHUX KIiHIKO-XiMIYHHX TOKCHYHHX
edeKTiB NinTPUMyBaNTEHOTO T NPOJIOHTOBAHOrO MepiofiB JiKYBAHH MOPIBHAHO
3 6a30BHM PIBHEM IIiATPHMYBATBHOTO JIIKYBaHHA [T PAaHAOMi30BaHUX rpyr IM.
Haitromupeninrow kiniHiko-XiMiMHOIO TOKCHYHICTIO 3 - 4 cTyreH: 0y
TOKCHYHICTB It KpeaTHHKiHa3u; 1o 13% y rpynax Q8W IM ta Q4W IM.




Tabnvua 19 3BefeHi AaHi WoON0 MAKCUMARLHOTO TEPMIHY MIATPUMEKM Ta
NpofoBXeHHA TepMiHY NiKysaHHA BUHUKaAKOYI KNiHi4RI XiMiyHi
TOKCHYHOCTI CTyneHiB 3-4 (paHgoMi3oBaKe QOoCiKeHHR
Q8W/Q4W) - nopiBHAHO 2 NOYATKOBMM PiBHEM MiATPUMKK
(nonynayis nigTpUMKK Geaneky)

n (%) Q8W IM Q4WIM | 3aranom IM
(N=115) (N=115) (N=230}
KpeatuHkibasa (MO/n) 15(13) 15(13) 30 (13)
Minasa, (Oa/n) 11(10) 8(7) 19(8)
/AnaHinamiHoTpaHchepasa (MO/n) 6(5) 5 (4) 11 {5)
AcnapraramitoTparcdepasa (MO/n) 4(3) 7 (6) 11 (5)
PoapaxyHox pieHs xonectepury LDL
(Mmons/i) 3(3) 8(7) 11 (5)
Tpurmuuepuasl (MmMones/n) 4(3) 5(4) 94
['niokosa(mmons/n) 4(3) 2(2) 6(3)
XonectepyH (MMonb/n) 1(<1) 4(3) 5(2)
KpearuHi (mMkmonsin) 3(3) 2(2) 5(2)
Cineprnikemis {Mmons/n) 4(3) 1{<1) 5(2)
BUNUpYOUH (MKMOnb/n) 1{<1) 1{<1) 2(<1)
linepkaniemia (Mmons/m) 1{<1) 1(<1) 2(<1)
linornikemis (MMonbin) 1(<1) 1(<1) 2(<1).
Kanii (Mmons/n) 1(<1) 1(<1) 2(<1)

Q8W IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM koxni 8 Tueia (QBW)
QAW IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM koaxHi 4 Tvorni {Q4W)
LDL= ninonpoTelHi HU3LKOT LiyinbHacTi

Y 3aramsHeHHS MaKCEMAaMbHHX KITIHIKO-XIMIMHHX TOKCHIHHX e(eKTiB,
NOB'A3aHHX 3 MKYBaHHAM Y TIEPIOM IPOSIOHTaLLl, KIacie 3-4 B ONTHMI30BaHHX
rpynax IM Haseneno B Tabmuni 20. V 3BiTi HaBeAeHO KOPOTKUH OTNIsn
MaxCHMAaJIBHUX KIITHIKO-XIMIYHHX TOKCHYHUX e()eKTIB JIIKYBaHHA ¥ TIepion
[IOJOBXEHOrO NEPIONY IOPIBHAHO 3 §a30BHM DiBHEM IUII ONTHMI30BAHUX IPyN
M. Haifinoumpenimi kniHiko-XiMigHi TOKCHYHOCTI 3 - 4 CTYMEHIB, Npo SKi
[IOBIIOMILANIOCHA, CTOCYBANKCH BU3HAYCHHA DIBHA XONECTEPHHY Ta XONECTEPHHY
mlionpoTeiNiB HU3BKOI WINBLHOCTI; Y 2 NauieHTiB B onTuMizoBaHiif rpymi Q8W
Ta y | naiieHTa B orrrumizoBaniii rpymi Q4W.




Tabrmus 20 3sefieHi pani w0710 MaKCUManbHOFO NEPIOAY NOAOBKEHHS TEpMiHY
Al MiKyBaHHA enifemMivKR1X KNiHiKO-XIMIYHMX TOKCMYHOCTe# Knacis
3 - 4 {nonyniAuia 3 nepeMukayeM NOAOBKEHHA TEPMIHY Ail)

n (%) OnTumisoeaHo | OnTumMizoBaHo | OnTUMiz0BaHO
Q8W IM Q4W IM IM 3aranom
(N=34) (N=10) (N=44)

Xonecreput (MmMonk/n) 2(6) 1(10) 3(7)

Po3paxyHoK piBHA XONecTepuHy

LDL (Mmonb/n) 2(6) 1(10) 3(7)

KpeartuHkiHasa (MO/n) 2(6) 0 2(5)

inasa, (Oa/n) 1(3) 1 (10} 2 (5)

AcnapratamiHoTpaHcdepasa

(MO/n) 1(3) 0 1(2)

[ niokoza(MMons/r) 0 1(10) 1(2)

lnepmikemis (MMons/n) 0 1(10) 1(2)

Tpurnuuepuas (Mmonb/n) 1(3) 0 1(2)

MopHHiT aHANI3 KpOBi

Onmuwmizosaro QBW IM: GSK744 LA 600 mr + TMC278 LA S00 mr IM koxeii 8 TvssiB nin 4ac NpoAOBKEHHA
Onmuaizoato Q4W IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM koxni 4 TvixHi min 436 npoaoBKeHHs

Y3araybHeHns MaKCHMaJIBHHX MOKA3HUKIB reMaToNOr YHuX TOKCHYHHX PeaKuiiii,
MOB'A3aHMX 3 NIKYBAHHAM I1iJ] Yac IATPUMYIOHOr0 T2 [IPOJIOHTOBZHOTO NEPiOfiB,
CTYTeHIB 3-4 y paHgoMizoBanux rpynax IM Haseeno s Tabmumi 21.




Tabnuua 21  3seaeHi faHi oo MaKkCUMaSTEHOTO TepmiHy nigTpUMEN Ta
NPOAOBXEHHA TePMiHY NiKyBaHHA Bunagkosi remaronoriyni
TOKCUMHOCTI CTYReHIB 3 - 4 (paHOOMI30BaHe AOCHIMKEHHA
QBW/Q4W) - BifHOCHO MouaTKoBOTO PIBHS MIATPUMKYM (NONYNALis
HATPUMKM Geaneku)

n (%) Q8w 1M Q4W IM 3aranom IM
(N=115) {N=115) (N=230)

SHUKEHHA HedTpodiniB 3(3%) 2(2%) 5(2%)

(109/n)

SHuKeHmit remornobix (r/n) 1{(<1%) 0 1{<1%)

QBW IM: GSK744 LA 600 wmr + TMC278 LA 900 Mr IM koxmi 8 Twxis (Q8W)
Q4W IM: GSK744 LA 400 mr +TMC278 LA 600 mr IM koxwi 4 Tuxci (Q4W)

B onrumizosanux rpynax IM y 1 naujenTa B onrrrmizosasii rpyni IM Q4W
CrocTepiranacs reMaTonoriqHa TOKCHYHICTS 3 CTYIEHs Yepes SHIKCHHA PiBHA
remoraobiny.

A HaJIi3 cedi

¥ 3BiTi HaBeeHO CTHCINI BHKIIAN pe3yNLTATIR aHAMIBR cedi rricns 6a30B0ro
piust 714 [lepioay ninTpumanda Ta Ilepiofy nponoB:keHHs y paHIOMi30BaHKX
rpynax IM, nopisaano 3 6a30BHM piBHEM MiATPMMaHHs. Ga30B0ro piBHs
oGcayrosysanHs. V sKoHii 3 paHnoMisoBarmx rpyn IM e Gyi1o 3apeECTPOBAHO
’:ﬂiHi‘{HO 3HAYYLIMX BIAXWICHS B aHAJ3aX cedi.

JIEKTpoKapgiorpama

Sminy mapamerpis EKI™ nopipRAHO 3 BiXinHIM piBHEM Ha 256-My TipKHI 6yiu
OAIOHMMH MK paHIOMI30BaHEMH Ipynamu IM Ta onTumizoBanuMH rpymnamMH
IM. JKozxea 3i 3MiH 3 yacoM, BIITIOUAIOUH CEPEAHIO YaCTOTY CepLIeBHX
CKOpOueHs, TpHBaNICTs 3ybuis Q, R i S (QRS), Heckopurosaumit inrepean QT,
QT, cxopuroBanmit Ha 4aCTOTY CEpLEBHX CKOPOUeHs 3a hopMyrnomo Basera
(QTeB), QT, ckopHrosaHHif H2 YACTOTY CEpLUEBHX CKOPOHEHb 38 dopmymno
@pinepiui (QTcF), inrepran PR aGo RR, He 6y KIiHI9HO 3HAYYIIHMH.

InTepranua QTc

Ha Buxinnomy pisni pesynstata QTeB i QTcF 6ynu <450 mc y >99% i 100%
patpoMisosanux rpyn Q8W i Q4W IM sinnosinno. Ha 256-My Tiokui




pesynsTat QTeB ta QTcF Oyiu <450 Mc y 93% Ta 96% iamosinuo. Bicim
(4%) nauienTis (5 Q8W, 3 Q4W) manu pesynsrathH QTcB >450, ane <480 mc i 3
(2%) nauientn (2 Q8W, 1 Q4W) manu peaynetati QTcF >450, ane <480 mc. ¥
4oTHpBOX 0cib (3 Q8W, 1 Q4W) y pannomizopanux rpynax IM pesynbraru
pospaxyHkis QTcB i QTcF 6ynn >500 mcek, npuuoMy pesyabTaTH 6yiH noza
MexcaMH Biporinuux Aiama3onis. IIpu 6inbin getansHOMy posrnsyi Sy1o
BHABACHO, IO Ui 4 ocobu (445, 449, 667, 441) noxonsTs 3 oxHieT AUISHKH 3
AHOMATbHO HH3BKHUMH inTepBanamu RR (<125 Mcek), axi 6y/1i BUKOpHCTaHi 1A
OTPHMAHHA CKOpHroBaHHX pesynbTaTis QTcB i QTcF. Yactora cepiepux
CKOPOYEHD MiZIOCTIIHUX ILJT Yac 3amucy 6yna B Mexax HOpMH a60 BIH3BKOI0
O Hef, 110 CBiAYMTE PO Te, IO HassHi iHTepBany RR 6y moMuIKoBuMu, V
tux cy0'exTiB Oynu 3apeecTpoBati Hekopurosadi inteppamn QT <430 mc, a
raKox pospaxosaHi irepsamu QTcB i QTcF <410 mMc npu BukopHcTaHH]
4aCTOTH CEPLIEBHX CKOpOYEeHb [Uia kopekil inTepranire QT. CroHcop
MiATBEpAUB, Mo 1i inTepragy RR Gy14 NOMHIKOBHMH, i MepeBHITYCTHTS iX,
KOJIH BOHH CTAHYTh JOCTYIIHHMH.

B onTumizosanmx rpynax IM Ha BHXiIHOMY piBHi poSIIMpeHHS MOKA3HHKH
QTcB i QTcF cranorunu <450 mc y 98% manientis. Ha 256-My TiokHi
pesyneratu QTcB y 3 nauienrie Ta QTcF y 1 nauienra (o6unpa B
onruMizosaniii rpyni Q8W) Manu snauenns QTcB >450, ane <480 mcex. V
PKOAHOTO NaLUi€tTa B oNTHMI30BaHiH rpyni IM ne 6yno pesynsraris QTc >500
MCeK.

A TTEBO-BAXINB] MOKAZHIKH

He 6yno susasneno kninivHO 3HAYYIIMX BiaMiHHOCTEH Y cepenHix 3MiHax
PKHTTEBO BKIIMBUX [IOK3HHKIB, BIJTIOHAIOUH apTepiaibHHil THCK I YacToTy
NyNbCy, Bill BUXiZHOrO PiBHA X0 256-T0 THoKHA B 060X rpynax paHIOMI30BaHOro
[M ra ontumizopanoro IM. 3aranom, y paHzomizopauux rpymax IM Meniana
(IQR) npupocty Bara crauosuna 4,3 (0,90, 8,90) xr Ha 256-My TikHi MOpiBHAHO
3 Gasosum pisHem (20-if TiAens). B ontrmizoBanux rpynax IM meniana (IQR)
NpupoCTy Baru cranoBuna 2,00 (-2,00, 4,20) kr nopisxaHo 3 6a30B0I0 rPyTIOR0
Ha 100-my Teoxni. Meniana BMI (IQR) 36insimunacs sa 1,30 (0,1; 2,80) kr/m2 y
pangoMizoBaHux rpynax IM i na 0,60 (-0,80; 1,30) kr/M2 B onTUMiZ0BaHHX
rpymax IM.




22. BucHOBOK (3aKIFOUEHHS )

EdexTHBRICTL:

Obunpa pexavy nosysaums (Q8W i Q4W) CAB LA+ RPV LA
POJOBKYBASH JEMOHCTPYBATH CHIIbHY NPOTHBIPYCHY aKTHBHICTS
NpOTAroM 256 TEKHIB JiKyBaHHA y cy6'eKTiB 3 Bipycomnoriynoio
cympecieto.

Ha 256-My TrkHi y9JacHHKH, paHAOMI30BAHI AN OTPHMaHHA
iH'eKUiHHOrO M03yBanHA B 1-if Nexs, 36epiramu Bipyconoriygy cymnpecito
(81% yqacnuxis; PHK BUI-1 <50 wi/mn). ¥V nauienTis, ski oTpamysanu
in'exuiine rosysanHa Ha 100-My TrKHI, nicns 96 TIKHIB IEpopaNTEHOT
tepanii CAB ra NRTI, 36epiranacs sipyconoriuna cympecis (93%
nanientis; PHK BIJI-1 <50 c/mm).

V¥ rpymi mixysanus Q4W He 6yno sxomHol Bipyconoriunol Hesaui,
BH3HAYEHOI NPOTOKOJIOM, 1 umie 1y rpyni nikysautst Q8W (no 48-ro
TIDKHA), IO CBIiIUHTE PO CTiHKY BipyCHY cympecito.

HacTka natienris 6e3 BipycomoriqHux Janux Ha 256-My THXHI 6ya
BuIIokO B rpyni Q4W IM (26%) mopieusHo 3 rpyrioro Q8W IM (9%),
IO 3yMOBIIEHO NPHIIMHEHHSM JIiKyBaHHS uepe3 [IP/cMepTs, BincyThicTiO
IOaHHX T2 HILUMH HEeBIPYCONOTIYHHMH TIpHYMHAMH.

o crocyeTnea 36UbIeHHA cepenubol Kinbkoetri CD4+ wriTun
NOPIBHAHO 3 BUXiTHMM PiBHEM, TO XOPOLII2 BiATIOBIAb IPOIOBIKYBANA
crIocTepiraTucs B ycix rpynax 6e3 cyTTeBHX BimMinHOCTEH Mix
paHaomizoBaHHMH rpynamu IM npoTarom nepiogy minrpuMyrotol
Tepanii Ta nepioxy noxowxerHs. Y Ilepion HoN0BKEHHA B
onrTuMisoaniit rpyni Q4W IM croctepiranocs 36inpIents cepeaHbol
Kinskoeti CD4+ kniTHR nopisHaHo 3 6a30BUM PiBHEM, 1O CBiIUHTE PO
no6py BiAnoBiak, IPOTE B ONTHMI30BaHIH rpyni Q8W IM
CIIOCTEPIranocs 3HHKEHHS CepeqHEoi kimpkocTi CD4+ kmiThH; 1
PI3HHMLA He Oya XIIHIYHO 3HAYYIIOIO Yepe3 HEBEHKY KUTBKICT
MAIEHTIB B ONITHMI30BAHHUX IPYIax.

‘Eesnelca:

3a 256 TioxHiB AaHi 3 Ge3neky 1BOro paHAOMi3oBaHOI0, BiTKPHRTOrO
nocmizmxeHHd dasu [Ib y3romKyioThes 3 faHHMHE IHITHX TOCTIIKCHD
¢hasu II Ta noTosnmx socaimxens dasu I11. Hosux [P, 10 BHKITHKAIOTE
KJIiHIMHE 32HENOKOCHHSI, HE BHABJICHO, 33 BHHATKOM | TauicHTa, ¥ AKOTr0




nicns seenensa CAB LA + RPV LA crocrepiranacs CITS, wo
posrasnanacs AK pesynbTaT Mic/diH'eKiiiinot peakii Ha RPV.

Hporarom Ilepiogy mimrpumytouoro nikysaums Ta Iepiomy
NPOZORKEHHA JIIKyBaHHA OB AOMIIUIOCS PO 3 JIETATBHI BHIANKH
(TOKCHYHICTE IO PI3HUX areHTiB [He 110B'A3aHa 3 JOCHIJKYBaHHM
npenaparom], eninencis [He noe's3ana 3 npenaparoM] Ta iHbapkT
Miokap/a [nos's3anuii 3 nupenapatom]) y pangomizoawiit rpyni Q4W
IM; y parnomizoBatiit rpyni Q8W IM me 6110 3K0qHOTO JETATBHOro
BHTIANKY. ¥ Ipynax onruMisosaroro IM npotsrom nepiomy
NIOAOBKEHHS HE TIOBLAOMILANOCA TIPO SKOARI NeTaneHi Bunagkd CIIS 3
JICTANBLHHM HACTIIKOM.

CAB LA + RPV LA nponosxye 5o6pe IepeHOCHTHES 50 256-T0 THKHS
w1 060ox pexuMiB Tosysanus Q8W ta Q4W.

o Y pannomisopaniit rpyni IM 23% (rpyna IM Q4W) ta
22% (rpyna IM Q8W) cy6'exris Manu CITS B mocmimkensi
NPOTATOM NEPiofy NiATPHMYIOHOr0 JIKYBaHHS Ta Hepioxy
nponoexeHHs. ¥ npox cyb'ektis y rpyni Q4W IM tay 1
cyb'exta y rpyni Q8W IM sunurmu CITA, nos'szaui 3
[pUHOMOM NOCIIKYBaHKX Npenaparis. Bimsiicts
cepio3Hux mopi cranucs B OOHOrO ¢y6'ekra (32 BHHATKOM
FOCTPOro YpaKeHHS HHPOK, CYILHAaNBHOI cpobH, 6omo B
TpyEsX, NPOTPY3ii MbxxpeblieBHX AHCKIR, HepeA03yBaHH:A
T2 TOKCHYHOCT] Pi3HHX areHTiB), IPH [IbOMY He byIro
NPOAEMOHCTPOBAHO XKOMHMX TEHACHINH Y KOKHIN rpyri
nociimkenss. IlicTHaAUATE BiNCOTKIB NMAUICHTIE B
omTuMizoBaniit rpyni IM oTpiManu noBinomierHs npo
CIL npotaroM nepiofy nojosxkenns; npo sei CILA
TIOBIZOMMITH 110 1 NallieHTy, 32 BHEATKOM IIHEBMOHII, Hpo
AKY NOBIXOMHIH 2 NAUiEHTH B ONTUMiz0BaHii rpyri Q8W.

© Yacrxa naujienrie 3 [P, mo npH3Beid A0 OCTATOMHOT
BIAMIHM JOCHimKyBaHOro npenapary npotarom Ilepiomny
IiATPEMYIOYOTO JiKyBaHHs Ta [lepiony mpomoRxeHH,
6yna ru3pkofo (3%) y rpyni Q8W IM Ta Jiemmo BHCOKOK
(17%) y pasgomizosauiit rpyni Q4W IM. 3a BuHATKOM
Gomo B Micui in'ekuii Ta renatuty C, Bei iHmi ITP, mo




MPU3BOJMIIH 10 CHHAPOMY BiJIMiHHM, Tpansiucs B |
pecTionieHTa B KO3kHIH rpymi. B ogHoro nauiesTa B
onTuMizoBanii rpyni Q8W IM Ta B inmoro nauienTa B
onTHMi30BaHik rpymi Q4W IM Gynu 3apeECTPOBaHi
Bunaznku [1P, mo npussenu 10 ocrarounoi pigMinm
JIOCIKYBaHOTO npenapary. bink y micui in'exuii OyB
eaunnm [P, wo BunkKas sk y pannomisosaniii, Tak i B
ONTHMI30BaHii rpynax IM, skuii NPH3BOJIMB 10 BUXOY 3
JOCTIKEHHS.,

¢ binemicts ISR 6yiu nerkoro a6o MIOMIPHOIO CTYMNeHs TAKKOCTI 1
BHDILLYBaTHCA B CEPEIHBOMY MPOTSTOM 3 JHIB Y PaHIOMi30BaHHX
nauienTie 3 IM i 2 1uiB y nauienTis 3 ontumizosanum IM. 3 yacoMm
KIbKICTh MOBioMIeHs npo ISR smenmumnacs

3asBHUK (BIACHUK peecTpalifHOro MOCBITYEHHS )

(miarnuc)

Kapen I'peiirkep (Karen Grainger)
Biue-npesunent, Kepienuk BIZILTY HOPMAaTHBHO-TIPABOBOTO peryioBaHHs

BiiB Xesnckep (ViiV Healthcare) ]
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Mapunsko Jlroamuna
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Clinical Trial Report - 26
Study ID-201120 (Eclair)

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, D112 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 Ila Study to Evaluate the Safety, Tolerability and Acceptability of
Long Acting Injections of the HIV Integrase Inhibitor, GSK1265744, in
HIV Uninfected Men (ECLAIR)—- Week 41, Study 201120.

Other interim reports associated with this study is listed below,
201120 Week 81 report: (GSK Document Number 2016N269422 00)

|6. Phase of clinical trial

Phase 2a

7. Period of clinical trial

from [27March2014] — [15May2015]

8. Countries, where clinical trial has been conducted USA

9. Number of trial subjects planned: 120
actual: 127

10. Main purpose and secondary objectives of CT Primary:

e To evaluate the safety and tolerability of the injectable agent,




GSK1265744 (cabotegravir; CAB), long-acting injectable (800 mg
dose administered at 3 time points at 12-week intervals) through
Week 41 in HIV-uninfected men.

Secondary

e  Evaluate the pharmacokinetics of CAB following each intramuscular
(IM) injection through 41 weeks.

®  Describe the pharmacokinetics of CAB by age, race, weight, and
ethnicity.

» Evaluate the safety and tolerability of oral CAB in HIV uninfected
men.

e  Evaluate the acceptability of CAB injections through 41 weeks.

*  Explore concentration-effect relationships for various safety
parameters, if appropriate.

11. Clinical trial design

This is a Phase 2a, randomized, multi-site, 2-arm, double-blinded study to
evaluate the safety, tolerability, and acceptability of CAB in adult male
subjects. After a screening period of up to 30 days, eligible subjects were
randomized in a 5:1 ratio to receive CAB or placebo.

Arm 1: Daily oral CAB (30 mg tablets) for 4 weeks during the Oral Phase
of the study, followed by a 1 week washout petiod, to assess for safety and
tolerability prior to receiving CAB injections. Following safety laboratory
assessments from the Oral Phase, subjects entered the Injection Phase and
received IM injections of CAB or placebo at 3 time points at 12 week
intervals (Week 5, Week 17, and Week 29). The IM injections consisted
of 800 mg of CAB or placebo.

Arm 2: Daily oral matching placebo and IM injections of placebo (0.9%
saline) on the same schedule as Arm 1.

Participants in Arm 1 are being followed for 52 weeks following their last

injection. Subjects in Arm 2 were followed until all subjects completed




'Week 41 and the database was cleaned, at which time the study was
unblinded and placebo subjects were discontinued.

Study Schematic
D1 w2 W4 WS vy w2 w4l W53 Wes W77 Ws1
S | ! l | S |
lﬂ
CAB 30 mg

poOQb CAB 800 mg IM Q12 Weeks Follow-up Phase

(n=100) (n=100)

Placebo ’

PO QD Placebo [ Q12 Weeks Followr-up Phase

(n=20) {n=20)

ab b of

CAB = cabotegravir; D = Day ; IM = intramuscular, PO = orally; GD= once a day; Q12 = once every 12; W = Week.

12. Main inclusion criteria

Healthy male subjects between 18 and 65 years of age, excluding subjects
at high risk of acquiring HIV-1 at screening; subjects must have had a
nonreactive HIV test at Screening or Enrollment.

13. Investigational medicinal product, mode of administration and
strength

Oral CAB, Tablet strength = 30 mg, administered orally once daily, Batch
Numbers = 122369164, 132377415

CAB Injectable Suspension, Vial, 2 m/L suspension of 200 mg/mL CAB,
[ntramuscular injection, Batch Numbers = 132377009, 142380750

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

Placebo to match oral CAB, administered orally once daily, Batch
Numbers = 122367171, 122370193

Placebo CAB Injectable Suspension, Intramuscular injection, Batch
Numbers =NA




15. Concomitant therapy

Concomitant medications were defined as prescription and
nonprescription medication taken during the period from 30 days before
randomization through 30 days after treatment discontinuation or study
completion. Concomitant medications were administered only as
medically necessary during the study. Subjects were advised to notify
their investigator of any current or proposed concomitant medication,
whether prescribed or over-the-counter, because of the potential for
interactions between such treatments and the study medications.

Prescription and nonprescription therapies were permitted except for those
listed in Section 4.5.5.2.

All concomitant medications taken during the study were recorded in the
eCRF. The minimum requirement was that the drug name and the dates of
administration were to be recorded.

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.
Secondary

Plasma CAB area under the concentration-time curve over the dosing
interval (AUC[0-1]), predose (trough) concentration at the end of the
dosing interval {Ct), maximum observed concentration (Cmax), half-life
(t2), and lambda z; plasma CAB AUC(0-1), Cr, Cmax, t'%, and lambda z
by demographic factors (age, race, weight, and ethnicity). Statistical
evaluation of significant concentration effect relationships could also have
been explored.

17. Critenia for evaluation safety

. [Primary

Safety and tolerability parameters, including adverse events (AEs),
concurrent medication, required clinical laboratory tests,
electrocardiogram (ECG), vital sign assessments, and injection site
reactions (ISRs) for the Injection Phase (Week 5 through Week 41).

Secondary

Safety and tolerability parameters, including adverse events, concurrent




imedication required clinical laboratory assessments (Week 1 through
Week 5 and Week 1 through Week 81, for oral CAB and overall); and
incidence and severity of ISRs and ISR symptom score for Injection Phase
(Week 5 throngh Week 41)

18. Statistical methods

Sample Size and Safety Population:

The sample size of approximately 100 subjects in the CAB treatment arm
and 20 subjects in the placebo arm were chosen to ensure an adequate
evaluation of safety, tolerability and pharmacokinetics data in the CAB
treatment arm prior to moving into a large Phase III study. The 20 placebo
subjects served as a control to allow for clear interpretation of any safety
findings. The Safety Population consists of all subjects enrolled in the
study who received at least 1 dose of study drug. The Safety Injection
Population consists of all subjects enrolled in the study who received at
least 1 injection of study drug. In the analyses, subjects were grouped
based on the treatment they received regardless of how they were
randomized.

The Safety Population was the primary population for safety analyses. All
safety analyses were produced using the Safety Population; some of the
safety analyses were also produced using the Safety Injection Population.

Safety Analyses:

Extent of exposure, Grade 2 or higher clinical and laboratory events, ISRs,
AEs, serious AEs (SAEs), AEs leading to discontinuation of
investigational product (IP) and/or withdrawal from the study, other
significant AEs, clinical laboratory evaluations, vital signs, 12-lead ECGs,
liver events, Bayesian analysis, and substance use were analyzed.,

Pharmacokinetic Analyses:

[ndividual plasma concentration-time profiles and median/mean profiles

were plotted for Pharmacokinetic (PK) Parameter Population. Individual




plasma CAB parameters were generated for each of the 3 quarterly
800 mg IM injections.

Health Outcomes Analyses:

To assess tolerability of CAB, the proportion (with 95% confidence
interval [CI] for the CAB arm) of subjects who terminated from receiving
injections prior to the full course due to AE, intolerability of injection,
frequency of injections, or burden of procedures related to injections, out
of those subjects who received at least 1 injection, by treatment arm, was
provided. The Study Medication Satisfaction Questionnaire (SMSQ) was
also used to assess subject tolerability and satisfaction with the study
medication.

Changes in the Planned Analyses:

There was a typo in Section 8.4.1.1 of the protocol for the definition of
primary endpoint. The protocol stated that “The primary safety analysis
will include Grade 2 or higher clinical and laboratory events that occur
from the initial injection to 24 weeks after the last injection among
subjects who receive at least 1 injection.” It should have been 12 weeks
after the last injection instead of 24 weeks. This typo was not fixed in
Protocol Amendment 1.

As part of a secondary analysis regarding subject acceptability of CAB
injections, Section 8.4.1.2 of the protocol, and Section 13.1 of the
Reporting and Analysis Plan (RAP), state that to assess acceptability of
CAB, the proportion of subjects who would consider using CAB for HIV
prevention in the future will be calculated among all enrolled subjects
(including those who terminated product use during the trial) and
summarized by treatment arm. Subjects were to be asked if they would
consider using CAB for HIV prevention in the future at their Week 41
visit or at their withdrawal visit, whichever occurred first. Neither health
outcomes assessments nor the electronic case report form/study database

included a specific question regarding consideration of future use of CAB




at Week 41 or withdrawal visit. GSK/ViiV Healthcare made a decision
during the study start-up period that the nature of the above stated
secondary analysis could be similarly and effectively captured and
analyzed based on health outcome questions. These questions are part of
the Study Medication Satisfaction Questionnaires, including the SMSQ
(status version; SMSQs), Study Medication Questionnaire (Injection)
administered following injections on Weeks 6, 18, and 30, and the SMSQ
(current version; SMSQc) administered at Week 18. Data collected from
the Study Medication Satisfaction Questionnaires was summarized, and
reported as detailed within the RAP.

To further explore ISR AEs, needle length (1.5 inch vs 2.0 inch) was
incorporated into summaries of ISR events. No formal statistical
comparisons for injection needle lengths were performed.

The Medical Dictionary for Regulatory Activities (MedDRA) v18.0
groups AEs of injection site swelling and injection site bumps into a
single category. Since both of these events are of interest to the clinical
study team, individual summaries of these distinct reaction types were
created by utilizing the reported (uncoded) AE terms.

The SMSQc and SMSQs scores were calculated and summarized, When
the RAP was finalized, the psychometric properties of the questionnaires
had not been assessed.




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

Summary of Demographic Characteristics (Randomized Population):

Demographic Characteristics Placebo CAB Totat
{N=21) (N=106) {N=127)
Age (yearsp
Mezan 337 35.1 9
Standard deviation (8D} 11.56 11.75 11.68
Median 30 3 3
Minimum, maximum 21,57 20,61 20, 61
Sex, n (%)
Male 21(100) 106 (100) 127 (100)
Rece, n (%)
African American/Afican Hertage 7(33) 33 (31) 40 (31)
American Indian or Alaska Native 0 3(3) 32
Asian - CentraliSouth Astan Heritage 1(5) 2(2) 32
Asian - East Asian Herilage 1(5) 2(2) 3(2)
Asian - Japanese Heritage 0 0 0
Asian - South East Asian Herfage 0 1{=1) 1{<1)
Native Hawaiian or other Pacific Istander 0 1<) 1(<1)
White - Arabic/North African Heritage 0 3(3) 3@
Whife - White/Caucasian/Europaan Heritage 12 (57 59 (66) 71(56)
Missing 0 2(2) 22
Ethnicity, n (%)
Hispanic/Latino 3(14) 16 {15) 19 {15)
Not Hispanic/Latino 18 (86) 80 (85) 108 (85)




Height (cm)
Mean 175.5 176.5 176.3
Standard deviation 8.82 6.84 747
Median 176 176 176
Minimum, maximum 158, 193 160, 198 158, 198
Weight (kq)
Mean 834 86.0 855
Standard deviafion 2256 2010 2045
Median 78 81 80
Minimum, maximum 48,132 52, 167 48, 167
Body mass imdex {ka/m?)
Mean 268 275 274
Standard deviation 6.00 5.52 5.58
Median 25 26 26
NMinimum, maximum 18,40 18, 48 18,48
HIV Risk Factors, n (%) .
Homosexual contact 16 (76) 90 (85) 106 (83}
Hetercsexual contact 6 (29) 22 (21 28(22)
Occupational exposure 1(5) 2(2) 32

CAB = cabotegravir
a. Forage, the number of subjects were as follows: placebo: n= 21, CAB: n = 105, and fotal: n = 126.

20. Pharmacokinetic results

Pharmacokinetic results

Mean and median plasma concentrations of CAB following injections at
Weeks 5, 17, and 29 are presented in Figure below.




Mean and Median Plasma CAB Concenfration-Time Plots { Semi-Logarithmic) by
Time Point (PK Parameter Population)
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CAB = cabolegravir; PK = pharmaockinedic.
Note: Orly concentrations collected within the acceptable collection windaws are inckdad in the plots.

Descriptive statistics for key PK parameters are presented in the report
and Table 41 below.

Observed median time to peak concentrations (tmax) occurred 1-week
post injection for all three injections. Geometric mean peak exposures
(Cmax) ranged from 4.26 pg/mL to 5.22 pg/mL across the 3 injections.
The area under the concentration-time curve from time zero (predose) to
to the end of the dosing interval (AUC[0-t]) was estimated directly by




WNL for profiles with observed troughs that occurred on time or could be
extrapolated (valid lambda z). AUC(0-t) was substituted for AUC(0-7) for
profiles that met the criteria for ontime troughs but could not be
extrapolated using lambda z. AUC(0-t) following Injection 3 was 18%
higher than following Injection 1, indicating minimal accumulation. The
apparent terminal phase t% for LA administration was estimated only
following Injection 1, where 3 samples were taken after the peak rather
than 2 in subsequent intervals. The geometric mean t¥; for Injection 1was
estimated to be 18.4 days, making the dosing interval of 84 days ~4.6 half
lives in duration, again consistent with limited accumulation. Geometric
mean trough concentrations (Ct) following each injection were

0.302 pg/mL, 0.331 pg/ml, and 0.387 pg/mL for Injections 1, 2, and 3,
respectively.




Table 41 Summary of Plasma CAB Phanmacokinetic Parameters (PK

Parameter Papulation)
Geometric Mean
[95% CI]
Plasma CAB Parameter (CVb%)
Injection 1 Injection 2 Injection 3

{n=83] (n=89) {n=85)
AUC(0-1) 3415 3873 4021
{(h*pg/mL) [3140, 3714] [3543, 4235] [3728, 4337)

{42.5) {44.3) 36.2
Cmax 426 522 491

[3.64,4.98] [4.52,6.04] [4.31, 5.60]

{ng/mL)

(88.6) (78.0) (66.6)
Ce 0.302 0.331 0387
{mafmL) [0:237, 0.335] [0.253, 0.435] [0.2S6, 0.505]

(157) {165) (150}
tmaxb 7.76 6.97 699
{day) (4.95-57.0) (3.83-75.0) {5.63-43.0)
e 184
(day) [16.4,207] ﬁg zg

(48.4)

a. CAB = cabotegrayir; CVb = between subject coefficient of variation for geometric mean; NC = Not caloulated; Gt
concentration at the end of the dosing interval; evaluable only if the sctual sampling time fell within 4 days of the
scheduled sampEng time (n=84 Inj 1, n=711rj 2, n=66Inj 3)

b. Median (rznga)

¢. Reported for Injection 1 only, where 3 concentrations after the peak were collected (n=81)

The impact of covariates on CAB parameters was evaluated. First, CAB
parameters were summarized by BMI range, either above or below the
median BMI. Exposures were higher for the subjects with lower BMI. For
example, geometric meati AUC(0-1) following Injection 1 was

2830 h*pg/mL for subjects in the upper 50% of BMI, but the
corresponding value was 4104 h*pg/mL for subjects in the lower 50% of
BMI. Concentrations at the end of the dosing interval, however, differed
from the AUC(0-7) observations. For example, the geometric means (95%
CI) of Cr following Injection 1 were 0.394 (0.286, 0.541) pg/mL for

subjects in the upper 50% of BMI and 0.226 (0.158, 0.325) ug/mL for




subjects in the lower 50% of BMI.

Pharmacokinetic parameters were also evaluated by needle length.
Overall, systemic exposure to CAB following IM injection using a 1.5
inch needle was greater than that observed with a 2 inch needle. For
example, geometric mean AUC(0-t) following Injection 1 was

3671 h*pg/mL using a 1.5 inch needle, but the corresponding value was
2805 h*pg/ml using a 2 inch needle (i.e., a 31% increase in exposure for
the 1.5 inch needle). This observation was reflected following Injections 2
and 3. It is important to note that needle length and BMI are correlated, in
that the longer needle was recommended for subjects with BMI greater
than 30 kg/m2.

Figure below presents bar graphs showing the number of subjects with Ct
within various intervals relative to the PA IC90 value of 0.166 pg/mL.
Approximately 75% of the reportable Cz values exceed the PA IC90
value, and one-third of the values exceed 4 times the PA 1C90 value.
Thus, approximately two-thirds of the trough concentrations were below
the target value of 4 times PA-IC90.




Figure {4 Number of Subjects in CAB Ctau Ranges by Injection Visit (PK
Parameter Population)

EN Infaction {
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<1 PA-IC20 1x to 4x PA-1CO0 >4x PA-ICO0

CAB = cabotegravir; PA-ICS0 = protein-adjusted IC90; PK = pharmacokinetic

Health Qutcomes Results

The majority of subjects in both treatment groups found it neither
inconvenient nor difficult (score of 0) to receive the study medication as
recommended, and most subjects in both treatment groups experienced
little to no pain or discomfort (scores of 0 to 2) when receiving the study
medication during the Injection Phase,

[n general, the overall SMSQs and SMSQc mean scores were higher in the
placebo treatment group than in the CAB treatment group at each time
point; however, given the overlapping Cls, no clear separation between
treatment groups can be concluded. In the CAB treatment group,

satisfaction with study medication was consistent for the duration of the




[njection Phase with similar overall scores at Weeks 6, 18, and 30.

21. Safety results

During the Injection Phase, 75/94 (80%) subjects in the CAB treatment
group reported a Grade 2 or higher AE compared with 10/21 (48%)
subjects in the placebo treatment group. The statistically significant
difference between treatment groups (p<0.01) was largely driven by
events in the general disorders and administration site conditions system
organ class (SOC), in which 56/94 (60%) subjects in the CAB treatment
eroup and 1/21 (5%) subjects in the placebo treatment group reported an
event. The most frequently reported event was injection site pain, which
was reported by 55/94 (59%) subjects in the CAB treatment group and
1/21 (5%) subjects in the placebo treatment group (p<0.01). Of note, one
subject, was randomly assigned to receive placebo, but was inadvertently
dosed with CAB for the third injection on 09 FEB-2015 and reported a
Grade 2 AE of injection site pain on that same day; this subject was
included in the placebo treatment group for the Safety Population. No
other preferred terms were statistically different in Grade 2 or higher AEs
between treatment groups.
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Investigations
Any event 210, 1-30) (9, 4-16) >0.95
Blood CPK increased 1{8,0-29) 3{3,1-9) 0.56
Lipase increased 1(5,0-24) 2{2,0-7} 0.46
Nervous system disordars
Any event 1(5,0-24) 6 {6, 2-13) >0.99
Headache 1 {5, 0-24] 343,1-9) 0.56
Blood and lymphalic system disorders
Any event 0(0, 016y | 4,141 >0.89
Neutropenia 0 {0, 0-16) 2{2 0-N >0.99
Gasfrointestinal disorders
Any event 0.{0, 0-16) 4 {4,111 >0.99
Diarthcea 0 {0, 0-18) 2(2,0-N >0.99
Vomiting 0 (0, 0-16) 2200 >0.99

CAB = cabotegravir; Cl = confidence intanal, CPK = creafine phegphokinase.

Note:Only events that vere inftiated before or on the subject’s Week 41 vistt or before the dats cut-off date of
15-MAY-2015 for subjects who terminated study drug early were included. Injection Phase was defined as the petiod
fromr'the initial injection to 12 weeks after the last injection among subjects who recsived at least 1 injection. Exact
binoriz! $5% Cl were calcutated for both ams for each System Organ Class and each AE ferm. Fisher's exact test
was used o assess the differefices in svent rates between the 2 ams aad no formal multipls comparison adjustments
were emplayed. '

Few subjects developed Grade 2 or higher laboratory abnormalities, and
there were no statistically significant differences between the treatment
groups for these events. Of note, a larger percentage of subjects in the
CAB group than in the placebo treatment group developed Grade 2 or
higher lipase events (11% versus 5%, respectively), while a smaller
percentage of CAB subjects developed Grade 2 or higher creatine kinase
events than in the placebo treatment group (6% versus 14%, respectively).




Primary Analysis of Grade 2 or Higher Laboratory Resuits for the Injection Phase
{Safety Injection Population)

Placebo CARB

{N=21) {N=94)
Laboratory Test n (%, 85%Cl} | n(%,95%Cl) | P-value
Aclivated prothrombin time/standard 1(5, 0-24) 0{0, 0-4) 0.18
Aclivated parfial thromboplastin fime 1(5, 0-24) 010, 0-4) 0.18
Alanine aminotransferase 0 (0, -16) 2(2.0-7) >0.99
Aspartate aminofransferase 0 (0, 0-16) 2{2,0-7) >0.99
Bilirubin 0 {0, 0-16) 4 (4, 1-11 >0.99
Carbon dioxide 0 (0, 0-16) 1{1,0-6) >0.99
Cholesteral 1 (5, 0-24) 44,111 >0.99
Creatine Kinase 3(14,3-36) 6 (6, 2-13) 0.36
Glucose 2 (10, 1-30) 7({7,3415) 0.97
Leukocytes 0 {0, 0-16) 2(2,0-7) >0.99
Lipase 1 (5, 0-24) 10 (11, 5-19) 0.69
Neutrophils 0 (0, -16) 3(3,1-9) >0.99
Prothrombin time - 1(5, 0-24) 0 (0, 0-4) 0.18
Urate 1(5, 0-24) 00,04 0.18

CAB = cabotegravir; Cl = confidence interval.

Note: Cnly events that were initiated before or on the subject’s Week 41 visit or before the data cut-off date of
15-MAY-2015 for subjects who teminated study drug early were included. Injection Phase vas defined as the period
from the initial injection to 12 weeks after the last injection amang subjects who received at least 1 injection. Exact
binomial 95% Clwere calculated for both ams for each System Organ Class and each AF term. Fisher's exact test
was used to assess the differences in event rates between the 2 amms and no formal multiple compariscn adjustments

were employed.

On-Treatment Overall AEs and Grade 2 through Grade 4 AEs

The majority of subjects in both treatment groups reported at least 1 on
treatment AE. Overall, the most commonly reported on-treatment AEs for
both groups included injection site pain (86/105 CAB subjects and 12/21
placebo subjects), headache (24/105 CAB subjects and 4/21 placebo
subjects), and upper respiratory tract infection (18/105 CAB subjects and
5/21 placebo subjects).

Overall, the majority of subjects in both treatment groups reported a
Grade 2 through Grade 4 AE on-treatment (84/105 CAB subjects and

13/21 placebo subjects). In the CAB treatment group, the most frequently




reported Grade 2 through Grade 4 AEs included injection site pain
(55/105 CAB subjects), blood creatine phosphokinase (CPK) increased
(7/105 CAB subjects), and pyrexia (7/105 CAB subjects).

Injection Phase Overall AEs and Grade 2 through Grade 4 AEs

During the Injection Phase, AEs occurred at a similar frequency for both
treatment groups (98% and 90% for the CAB and placebo treatment
groups, respectively). The most frequently reported AEs overall included
injection site pain, which occurred in 86/94 CAB subjects and 12/21
placebo subjects, and injection site pruritus (18/94 subjects vs 3/21
subjects, respectively).

During the Injection Phase, Grade 2 through Grade 4 AEs occurred more
frequently in the CAB treatment group (75/94 subjects) than in the
placebo treatment group (10/21 subjects); in the CAB treatment group this
was driven primarily by ISRs including injection site pain (55/94 subjects)
and injection site swelling and pruritus, (6/94 subjects each). No
discernable patterns or trends were observed among subjects in the
placebo treatment group.

Oral Phase Overall AEs and Grade 2 through Grade 4 AEs

During the Oral Phase, there was a higher incidence of AEs in the CAB
treatment group (56/105 subjects) than in the placebo treatment group
(8/21 subjects). The most frequently reported cvents were diarrhea (3/105
subjects in the CAB treatment group and 2/21 subjects in the placebo
treatment group) and headache (9/105 subjects in the CAB treatment
group and 1/2] subjects in the placebo treatment group). No discernable
patterns or trends for differences between individual AEs between
treatment groups were observed during the Oral Phase.

During the Oral Phase, the overall frequency of Grade 2 through Grade 4
IAEs reported was similar for both treatment groups (23% of CAB subjects

and 19% of placebo subjects). In the CAB treatment group, blood CPK.




increased, neutropenia, dizziness, and lipase increase was reported by 2 or
more subjects each. All other Grade 2 through Grade 4 AEs during the
Oral Phase were reported by 1 subject each.

Drug-Related AEs On-treatment, During the Injection Phase, and
During the Oral Phase

Overall, 101/105 (96%) subjects in the CAB treatment group and 15/21
(71%) subjects in the placebo treatment group experienced drug-related
AEs on-treatment. The majority of the drug-related events were Grade 1
or Grade 2 in severity. There were few Grade 3 or Grade 4 drug related
events in the CAB treatment group (20/105 [19%] subjects and 2/105
[2%] subjects, respectively) and none in the placebo treatment group.
[njection site pain was the most frequently reported event in both
treatment groups (86/105 [82%)] subjects in the CAB treatment group and
12/21 [57%] subjects in the placebo treatment group), as well as the most
commonly reported Grade 3 drug-related event among subjects in the
CAB treatment group (18 of 105 subjects). All other Grade 3 drug-related
AEs were reported for single subjects in the CAB treatment group and
included neutropenia, myalgia, and chills. Two subjects in the CAB
treatment group developed Grade 4 drug-related events of blood CPK
increased. Both events of blood CPK increased were nonserious and
resolved without intervention. There was no clinical suspicion in either
subject of rthabdomyolysis or renal failure accounting for the observed
transient Grade 4 CPK elevations. Both subjects discontinued treatment
and were withdrawn from the study. No other drug-related Grade 4 events
were reported.

During the Injection Phase, 92/94 (98%) subjects in the CAB treatment
eroup and 15/21 (71%) subjects in the placebo treatment group reported
drug related AEs. Most subjects with drug-related events reported at least
1 AE in the general disorders and administration site conditions SOC
related to ISRs. The majority of events were Grade 1 or Grade 2 in
severity, with injection site pain representing the most common event in

both treatment groups. A total of 18/94 (19%) subjects with Grade 3 drug-




related events reported drug-related injection site pain in the CAB
treatment group. There were few other Grade 3 drug-related events and no
Grade 4 drug-related events reported during the Injection Phase.

During the Oral Phase, 38/105 (36%) subjects in the CAB treatment group
and 3/21 (14%) subjects in the placebo treatment group reported drug-
related AEs. In the CAB treatment group, the most commonly reported
events were in the gastrointestinal disorders, nervous system disorders,
general disorders and administrative site conditions SOCs, with headache,
fatigue, and diarrhea, as the most common individual AEs. The majority
of events were Grade 1 or Grade 2 in severity. Two Grade 4 drug-related
AEs of increased blood CPK and 1 Grade 3 drug-related AE of
neutropenia occurred during the Oral Phase in the CAB treatment group.
In the placebo treatment group, there were 3 Grade 2 drug-related AEs
(reported by 1 subject each); these were constipation, hyperglycemia, and
insomnia. No other Grade 1, Grade 2, or Grade 3 drug-related AEs
occurred among subjects in the placebo treatment group.

No deaths were reported during this study at the time of this Week 41
analysis.

Other Serious Adverse Events On-treatment, During the Injection
Phase, and During the Oral Phase

Overall, 2 SAEs were reported on-treatment, one of which occurred in a
subject on placebo and was considered drug-related. Both events occurred
during the Injection Phase.

An SAE of appendicitis was reported in the CAB treatment group, and an
SAE of deep vein thrombosis (DVT) was reported in the placebo
treatment group; both events resolved. The SAE of DVT was considered
related to study drug while the SAE of appendicitis was considered not
related to study drug.




No SAEs were reported during the Oral Phase.

Other Significant Adverse Events On-treatment
Characteristics of Adverse Events of Headache

Overall, 26/135 (25%) subjects in the CAB treatment group and 4/21
(19%) subjects in the placebo treatment group reported AEs of headache
while on treatment. All AEs of headache were nonserious, none was
Grade 3 or 4 in severity, and none led to study withdrawal. Adverse events
of headache were considered drug related in 12/105 (11%) subjects in the
CAB group and none was considered drug related in the placebo treatment
group. The majority of the AEs of headache were reported once per
subject, and those single occurrences were reported for 19/105 (18%)
subjects in the CAB group, and 2/21 (10%) subjects in the placebo
treatment group. The median duration of headaches was 3.0 hours for the
CAB group and 2.0 hours for the placebo treatment group. The majority of
subjects recovered from AEs of headache at a similar rate in both
treatment groups. The majority of subjects in both treatment groups
reported mild AEs of headache (21/105 [20%] subjects in the CAB
treatment group and 3/21 [14%] subjects in the placebo treatment group)
and continued study medication.

Abdominal Pain Adverse Events

Twelve of 105 (11%) subjects in the CAB treatment group and no subjects
in the placebo treatment group reported abdominal pain AEs while on-
treatment.

Hypersensitivity Reactions/Skin Rash Adverse Events

There were no AEs of hypersensitivity reactions or skin rashes reported
for subjects on treatment.




[njection Site Reaction Adverse Events

f.ach injection consisted of 2 x 2 mL injections totaling 800 mg of study
drug.

During the Injection Phase, in the CAB treatment group, 94 subjects had a
total of 272 injections with needles of either length; 197 injections were
with a 1.5 inch needle, and 75 injections were with a 2.0 inch needle. In
the placebo treatment group, 21 subjects had a total of 62 injections with
needles of either length, 53 injections with a 1.5 inch needle, and 9
injections with a 2.0 inch needle. Both treatment groups had a similar
proportion of subjects reporting ISR events with the 1.5 inch needle length
and with the 2.0 inch needle length (56% and 67%; respectively for
placebo and 94% and 88%, respectively for CAB).

Also, during the Injection Phase, 87/94 (93%) subjects in the CAB
treatment group experienced a total of 382 ISR events and 12/21 (57%)
subjects in the placebo treatment group experienced 23 ISR events,
regardless of needle length. In the CAB treatment group, most ISR AEs
were Grade 1 (75/94 [80%)] subjects) or Grade 2 (53/94 [56%] subjects) in
severity. A total of 27 ISR events in 18/94 (19%) subjects were reported
as a Grade 3 ISR AE (16/69 [23%] subjects with a 1.5 inch needle, and
2/25 [8%] subjects with a 2.0 inch needle), and no events were reported as
a Grade 4 ISR AE in the CAB treatment group. In the placebo treatment
group, most ISR AEs were Grade 1 in severity (11/21 [52%)] subjects);
there was 1 Grade 2, and no Grade 3 or Grade 4 ISR AEs. Overall, the
severities of ISR AEs were similar regardless of needle length in both
treatment groups.

The majority of the ISR AEs were attributed to injection site pain in both
treatment groups. In the placebo treatment group, ISR AEs of pain were
reported primarily as Grade 1 in severity.

In both treatment groups injection site pruritus AEs were primarily

Grade 1 in severity regardless of needle length. Fewer Grade 2 injection




site pruritus AEs occurred among subjects in the CAB treatment group
compared to other ISR AEs and no Grade 2 injection site pruritus occurred
among subjects in the placebo treatment group.

Injection site bruising, bumps, discoloration, erythema, induration,
swelling, and warm touch were other symptoms commeonly reported by
subjects in the CAB treatment group and lasted between 2.5 and 9.7 days
regardless of needle length.

Common ISR events are defined as all ISR events that occurred in at least
5 or more subjects. In both treatment groups, none of the common ISR
events was considered serious or led to withdrawal, and the majority was
considered drug-related. The majority of subjects in the CAB treatment
group experienced 3 or more common ISR events, while the majority of
subjects in the placebo treatment group experienced 1 ISR event,
regardless of needle length. In both treatment groups, all common ISR
AEs resolved and study medication was continued.

Injection Site Reaction Events of Pain

Twelve subjects reported a total 17 ISR events of pain on placebo (15 with
a 1.5 inch needle and 2 with a 2.0 inch needle), while 86 subjects reported
a total of 250 ISR events of pain in the CAB treatment group (194 with a
1.5 inch needle and 56 with a 2.0 inch needle). Seventy-nine of the 86
subjects reported more than 1 ISR event of pain on CAB, while only 3 of
the 12 subjects reported more than 1 ISR event of pain on placebo. All
ISR events of pain were considered drug related, resolved, and study
medication was continued. Most events in subjects on CAB were
considered mild or moderate (Grade 1 or Grade 2). However, 18 subjects
on CAB did report a Grade 3 ISR of pain (16 subjects with a 1.5 inch
needle, and 2 subjects with a 2.0 inch needle). All ISR events of pain on
the placebo treatment group were mild in severity. Of note, there was one
Grade 2 ISR of pain reported for the placebo group; who was randomly
assigned to receive placebo, but was inadvertently dosed with CAB for the

third injection on 09 FEB 2015 and reported a Grade 2 AE of injection site




pain on that same day; this subject was included in the placebo treatment
group for the Safety Population.

Injection Site Reaction Events of Swelling and Bumps

Only subjects in the CAB treatment group reported ISR events of
swelling. Fifteen subjects reported a total of 22 ISR events of swelling (18
subjects with a 1.5 inch needle and 4 subjects with a 2.0 inch needle). Five
of the 15 subjects reported more than 1 ISR event of swelling. All ISR
events of swelling were considered drug related, resolved, and study
medication was continued. Most subject events were considered mild
(Grade 1) (8 subjects with a 1.5 inch needle, and 3 subjects with 2 2.0 inch
needle), only 4 subjects reported a Grade 2 ISR of swelling (all witha 1.5
inch needle).

Only subjects in the CAB treatment group experienced ISR events of
bumps. Twelve subjects reported a total of 21 ISR events of bumps (13
subjects with a 1.5 inch needle, and 8 subjects with a 2.0 inch needle).
Eight of the 12 subjects reported more than 1 ISR event of bumps. All
were considered drug related, recovered, and study medication was
continued. Most subject events were considered mild (Grade 1) (4 subjects
with a 1.5 inch needle, and 5 subjects with a 2 inch needle), and 3 subjects
reported a Grade 2 ISR of bumps (all with a 1.5 inch needle).

Adverse Events Leading to Withdrawal From the Study

Overall, 7 subjects in the CAB treatment group and 1 subject in the

lacebo treatment group experienced an event that led to withdrawal or
permanent discontinuation of study drug. All of the events leading to
withdrawal in the CAB treatment group occurred during the Oral Phase;
the event leading to withdrawal in the placebo treatment group occurred
during the Injection Phase.

Clinical Laboratory Results




Mean changes from Baseline in chemistry, hematology, and urinalysis
laboratory parameters were similar over the course of the study for the
placebo and CAB treatment groups. Increases in lipid concentrations were
not significant.

While On-treatment, the overall incidence of clinical chemistry laboratory
abnormalities was similar between the CAB and placebo treatment groups,
and most out of-range values were Grade 1 abnormalities. These results
were representative of those obtained during the Injection Phase.

During the Oral Phase, clinical chemistry laboratory abnormalities were
reported by a higher proportion of subjects in the CAB treatment group
compared with the placebo treatment group, and most out-of-range values
were Grade 1 abnormalities.

Clinical laboratory parameters of special interest included alanine
aminotransferase (ALT), alkaline phosphatase, aspartate aminotransferase
(AST), bilirubin, leukocytes, neutrophils, creatine kinase, creatinine,
hemoglobin, and platelets. The majority of subjects had Baseline
laboratory values of special interest that were <Grade 1 and did not shift
to a higher grade at any point on-treatment. Shifts from <Grade 1 at
Baseline to a maximum toxicity >Grade 1 postbaseline were rare in the
placebo treatment group. Postbaseline shifts to Grade 1 were observed
with AST, leukocytes, and neutrophils in 5% to 10% of placebo subjects.
None of the placebo subjects had a postbaseline shift to a Grade 2, 3, or 4
toxicity. The most common shift in the CAB group was from <Grade 1 at
baseline to Grade 1 postbaseline. This on treatment shift was observed for
ALT (9% of subjects), AST (9% of subjects), bilirubin {5% of subjects),
leukocytes (2% of subjects), and neutrophils (6% of subjects) for all on
study values. Shifts from <Grade 1 to higher toxicity grades were rare but
occurred for ALT (shift to Grade 2 in 2% of subjects), AST (shift to
Grade 2 in 3% of subjects, and shift to Grade 4 in 1% of subjects), and
bilirubin (shift to Grade 2 in 3% of subjects).




Electrocardiogram Results

The majority of subjects had normal ECG findings over the course of the
study. Of the abnormal ECG findings reported, all were considered not
clinically significant, occurred with similar incidence across the treatment
groups, and did not increase in incidence post baseline. There were no
clinically significant abnormal ECG findings during the study and no
ECG-related AEs. None of the subjects met protocol-specified withdrawal
criteria of QTc using the Bazett formula (QTcB) >500 msec.

Most subjects in both treatment groups had a maximum change from
Baseline in QTcB of <30 msec and the majority of subjects in both
treatment groups had a change from Baseline in QTc¢ using the Fridericia
formula (QTcF) <30 msec. In the CAB treatment group, 2 subjects (2%)
had a maximum change from Baseline in QTcB of >60 msec; 1 of these 2
subjects had a concurrent maximum change from Baseline in QTcF of
>60 msec. For both subjects QTc values decreased at subsequent visits.

Vital Sign Measurement Results

Systolic and diastolic blood pressure findings were graded per the
Division of Acquired Immunodeficiency Syndrome (DAIDS) toxicity
scale. Mean vital signs were within normal limits throughout the study
and were similar across the placebo and CAB groups.

During the Injection Phase of the study, 4 of 105 subjects in the CAB
group developed Grade 1, blood pressure-related AEs, (hypertension
[n=2], blood pressure increased [n=1]), and diastolic blood pressure
increased [n=1]). None of the events was considered treatment-related by
the investigator.

Mean changes from Baseline in vital signs across treatment groups did not
show clinically relevant changes. Similar mean changes were observed
between the placebo and CAB groups.




22. Conclusion-(summary)

Safety

Oral CAB 30 mg once daily and IM CAB 800 mg Q12 weekly
were well tolerated in the Oral and Injection Phases, respectively,
with few AEs leading to withdrawal.

Few subjects developed Grade 2 or higher laboratory
abnormalities. Elevations in laboratory parameters of special
interest, including ALT, AST, bilirubin, creatine kinase,
neutrophils, and lipase, were primarily Grade 1, with few subjects
in either group developing Grade 3 or Grade 4 elevations.

During the Injection Phase, Grade 2 through Grade 4 AEs occurred
more frequently in the CAB treatment group compared to saline
placebo, driven by ISRs including a statistically significant
difference in injection site pain (p<0.01).

Overall, 2 SAEs (appendicitis and DVT) were reported on
treatment, one of which was considered drug-related (DVT, in a

subject on placebo). Both events occurred during the Injection
Phase.

Pharmacokinetics

Pharmacokinetic parameters following CAB treatment were not as
predicted, driven by a faster absorption rate from the depot
injection site.

Mean Ct concentrations are roughly one-third of expected;
therefore, approximately two thirds of subjects had Week 12
concentrations below the target value of 4 times PA-IC90.

Based on PK results, there is a need to investigate alternative
dosing strategy of 600 mg every 8 weeks in subsequent clinical
trials.

Health Qutcomes

SMSQc results demonstrated that following repeat injections,




Week 18 a majority of subjects receiving CAB favored IM CAB
injections when compared with oral daily tablets.

o SMSQs results indicated that satisfaction with IM CAB injections
was consistent for the duration of the Injection Phase with a
majority of subjects both satisfied with, and willing to continue
with CAB treatment.

e One week following second injection, subjects were universally
more satisfied with IM CAB compared with once daily oral CAB,
on all 11 items included in the SMSQ.

Applicant (registration certificate holder)
(signature) o

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 }



3BiT npo kaiAivHe BUNPOOyBaHHA - 26
Bunpobysaaus ID-201120 (Eclair)

1. Haspa nikapcekoro 3acoby (3a HassBHOCTI - HOMep peecTpallifiHoro
[IOCBIYEHHS)

2. 3aaBHHUK

BiiB Xencrkep FOK Jlimitex

3. Bupobuux

BrpoOonHuTBO HEPO3(haCcOBAHOTO NPOAYKTY, MEPBHHHE TA BTOPHHHE
MaKyBaHASN, KOHTPOAL SKOCTI [OTOBOIO NPOAYKTY, BHNYCK Ccepit
['nakco Onepetimace YOK Jlimiten, mo Bexe nisusuicts sk Inaxco BemikoM
Onepetimnc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome
Operations)

XapMip Poyn, Bapuapn Kactn, DIL12 8DT / Harmire Road, Barnard Castle,
DL12 8DT, Benuka Bpurtania

Creprnizanin (ramma-onpominenns API Ta rorosoro apoayxry)
Crepirenikc bensris (Onesopyc) CA (Corepa Xenc Kamnani) / Sterigenics
Belgium (Fleurus) SA (A Sotera Health Company)

Boninr Innactpiens, Arenro ne n’Ecnepanc, Oneopyc, 6220 / Zoning Industriel,
Avenue de I'Espérance Fleurus, 6220

Benvris

4. TIposeneni focnimKeHus: '

v’ TaK Hi, AKWO Hi, o0rpyHTYyiiTe

1) T nikapceKOro 3acody, 3a AKUM NPOROAHNACA a00 MIAHYETHCA
peecrpauis

Ulikapchkuit 3aci6 3a MOBHHM JOCKE (aBTOHOMHE JIOCHE), IHINHH NikapChKHii
32c10, HOBa Ji10YA peYOBHHA.

5. JToBHA HA3Ra KIHIYHOTO BHIPOOYBAHH:A, KOJOBAHHI HOMEp KIIHIYHOIro
BHNpOOYBaHHA

Tlocnimxenns dazu a 3 oniHky He3nexy, NepeHOCMMOCTI Ta IPUHHATHOCTI

in'exuiii inriGiropy BlJl-interpasu tpusanoi il GSK1265744 y neindixopanux
BLJI yonogikis (ECLAIR) - 41-if Tedxaens, mocaimkenns 201120.

Bt npoMibkHI 3BiTH, MOB'A3aHi 3 UM AOCTIUKEHHAM, NIEpepax0oBaHi HIDKYE,

201120 3it 3a 81 Tiokpens: (Homep noxymenra GSK 2016N269422 00)

6. ©aza KIIHIYHOrO BUNPOOYRAHHA

aza 2a

7. Ilepion wiiniuHOro BUNIPoOYBaHH

3 [27 Gepesna 2014] —[15 Tpasua 2015]

8. Kpainu, B SKux NpoBoAwIocs KIiHIYHe BUNPOOYBaHHS

CIIIA

9. KinbKicTE JOCTiNKyBaHHX

3annatHoBato: 120
DakTHaHO: 127

10. MeTa Ta BTOpHHHI LiNi KNiHIYHOro BHNPOGYEBAHHS

[lepBrHHI:




e Oninuti Oesneky Ta llepeHOCHMICTS iH'eKniinoro npenapaty GSK 1265744
(xaboterpasip; CAB), in'ekui#iHoro npenapary nponoHroBaHoi il (mosa
300 Mr BBOAHTECA B 3 TOUKH 3 iHTepBasiioM 12 TioKHIB) 10 41-ro TIDKHA Y
HeindikoBanux BIJI qonogikis.

BropuuHi

»  OuiHroBatH papmakokineTHKy CAB micis KoskHOT BHY TPIIIHBOM'830B0T (
IM) id'exuil npoTaroM 41 THXKHS.

e  Onucaru rapmaxoxineTuky CAB 3a BikoM, pacolo, Baroro Ta eTHIYHOK
IPUHANEIKHICTIO.

e Ouinutu Ge3nexy Ta nepeHocuMicTs nepopanbHux CAB y HeingikoBanmx
BIJT vonosixis.

o  OuiniTe npuitHaTHicTs ix'ekniii CARB vuepes 41 THXEHS.
p P

e JocnmiguTH 3aNekHiCTh «KOHNeHTpalis-edery Id pi3HHX IapaMeTpis
6e3nexH, AKIIO e JOPETHO.

11. Juzaiin knidivHOro BHNpoGyBaHHS

Le panaomizoBaHe, OararoLeHTpoBe, 2-piBHEBe, NOABIHHE CIIINE AOCTIIKEHHA
thasu 2a g oniHkY Oe3neKH, NepeHocHMOCT] Ta npHitHaTHocTi CAB y
nopocnux yonosikis. [licna ckpuHinroBoro nepioay TpHeanictio 10 30 nHis
yyacHMKH Oynu paHIOMI30BaRi y cuiBBiHowenHi 5: 1 qns orpumanns CAB abo
mnauedo.

['pyna nocnimxenna 1: onennnii nepopansuuit mpuitoM CAB (Tabnerxu mo 30
ML) IPOTATOM 4 TIDKHIB I1if Yac nepopaisHoi (a3u ROCHifKeHHA 3 HACTYIHHUM |
THIKHEBUM I1€PIOIOM BUBEJESHHA AN OLIHKH Oe3MeKH Ta NepeHOCHMOCTI mepen
noyarkoM npuioMy in'ekuili CAB. Tlicia nabopatophux ouinok 6e3nexu
nepopaibHoOi $asy YYaCHHKH epeltliui o iH'ekuiiinoi ¢gasy Ta oTpumMaiu
in'ekuii CAB abo nnaue6o B 3 Toukax 3 inTeppanoM y 12 TwxHiB (5-i THXKOCHS,
17-# Teoknens Ta 29-i TiokaeHs). In'exuil IM cknananucs 3 800 Mr CAB ato
naue6o.

[pyna pocnimkennd 2: Hlonenni nepopanshi in'exuii miaue6o ta
BHYTPilIHbOBEHHI iH'ekil mnane6o (0,9% dizionorigHoro po3yHHYy) 3a Ti€H0 x
CXeMoto, 1o i B I'pyni nocnimxennsy 1.

3a yyacHuKamu gocnimxeHHs ['pyni mocnimxenns 1 cnoctepiraloTs npoTarom




52 TikHiB nicna ocTaHHbo! iH'ekuii. 3a yuacHukamu 2-i [Py NocimKEHHS
CMOCTEpIirany 0o 3aBepiieHHs 41-ro THKHA | ouMImeHHs Gasn JaHuX, Mic/II Yoro
rocimeHHs 6yJI0 PO3CIITIEeHHM, a yYacHHKH, K OTPUMYBANy miaue6o, 6ynu
BHBEAEH] 3 HBOTO.

CxeMa ocigKeHrs
D1 Viz V4 wo w7 Y29 a1l WEe3 WES W77 wsl

CAB30mr .
POQD CAB 800 r.(dnr:IIrOUQ)TQ Tiowita ETan nopanstumx g
(n=100)

MNnayebo .
POLEJD Hnaqeﬁo(ﬂz%;z Thxnis Eran nopanbumx gt
{n=20)
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CAB = kaboterpasip; D = fiets; IM = sHyTpiltHeoM'A3c80; PO = nepopansio; QD = 0AKH pa3 Ha pent: Q12
= OfivH pas Ha 12; W = TixpeHb.

12. OcroBHi xpuTepil BRIIOYEHHS

3moposi wonosiku Bikom Bin 18 10 65 pokis, 3a BUHATKOM 0ci6 3 BUCOKHM
pHu3uKOM indikyeannusa BIJI-1 nix 4ac ckpuHinry; yq9acHUKY IOBHHHI MATH
bespesynbraTienuii Tect Ha BUT nip wac ckpuninry afo sapaxyBasHs 00
MOCTI/DKEHHS.

13. Hocnimiypanuii nikapcokuit 3acib, croci6 3actocyrasHs, cHIa aii

[Tepopansuuit CAB, nosysanma Tabierku = 30 Mr, npHiiMaeTscs NepopansHO
OITMH pa3 Ha IeHb, HoMepH cepilt = 122369164, 132377415

CAB, cycriensis juisn in'exuiit, giakon, 2 Mn cycnersii 200 mr/mn CAB,
BHYTPIUTHEOM 'A30Ba iH'eKIif, HOMepH cepilt = 132377009, 142380750

14. [Ipenapat mopiBHAHHA, 1032, CHOCIS 3aCTOCYBAHHA, CHAA il

[Inane6o s nopiBHAHRA 3 nepopansiuM CAB, o NPHIMACTECA HEPOPaTBHO
OIHH pa3 Ha ACHb, HOMEPH cepiif = 122367171, 122370193

[Tnaue6o CAB, cycrensis mis in'ekuii, BHyTpilEboM's308a iH'eKIis, HOMEpH




cepiif = H

15. CynyTHa Tepanis

[Lin cymyTHiME nikaMu po3yMinH peuenTypHi Ta Geapeuentypai npenapaTH, ki
npuiMai B nepion ix 30 Auis no pangomizauii no 30 auiB Nic/As NpHOMHEHHS
prikysanns abo 3apepuesHs focnimxenad. CynyThi TnpenapaTi NpH3HAYAIHCS
TUILKH 33 MEAHYHUMU TIOKa3aHHAMH 11 YaC JOCTLHKEHHS. Cy6'extam Gyno
PECKOMEHIOBAHO OBIAOMIATH AOCHIHEKA 1Ipo 6y as-sKi MoTouHI abo
320POMNOHOBaHI CYTYTHI JTikH, SK pelleNTypHi, TaK i - Ge3penenTypHi, 4epes
[OTEHUiHHY MONUTHBICTE B3aEMOMIT Mid TAKHMHE IpenaparaM Ta
OCTHDKYBAHUMH IIKAPCLKHUMH 3ac00aMu.

[lo3goneni pentenTypHi T2 GeapeuenTypHi MeTonu TiKyBaHHs, 32 BHHATKOM THX,
IO IepentiveHi B po3uini 4.5.5.2.

Bci cymyTHi npenapaTu, ki NpHAMATHCH N 9ac JOCIiDKEHES, Oynu 3amucani B
eCRF. MiniManssa BEMOra nonsrana B ToMy, o Heo6XinHo Oyno sanucatu
Ha3BY Npenapary Ta JaTH Horo npuiioMy.

16. Kpurepii oninku edekrusHoOCTi

EdeKTHBHICTD He ORiHIOBANAcs B LbOMY OCHIHKEHHI.
Bropumuni

[Troma nix kpuBoIO "KoHUeHTpanis-ac” (AUC[0-1]), koHUeHTparis nepen
03010 (trough) B KiHni inTepeany nosysanns ( Ct), MakcuManbua KOHLSHTpauif,
o crocTepiracTses (Cmax), nepion Hanissusenenns (%) Ta nam6na-2; AUC(0-
1), Ct, Cmax, t/2 Ta nAMGRa-Z rW1a3Mu KpoBi 32 eMorpadyiupHMu thaxropamu
(Bik, paca, Bara Ta eTHiuHa npUHANEXHICTD). TAKOX MOYXKHA 6yno 6 nocniguTH
CTATHCTH'HY OLIHKY 3HAYYUIMX 3B'A3KIB MbK KOHUEHTpALEIO Ta edheKToM.

17. Kpurepii olikku Gesnexu

Ocnosua

[lapameTpu Ge2n1ekH Ta epEHOCHMOCTI, BKIKOHAIOMH TOBiuHi peakuii (ITP),
CYMyTHiH nprifom nikapebkix 3aco6is, HeoBximmi kriHiuRi naGopaTopri
nocuipKeHns, enexTpokapaiorpamy (EKI), oniHKY KHTTEBO BAMTHBHX
MOKA3HUKIB Ta peakuii y micni Beemenns ( ISR) ans dasu in'ekuiii (3 5-ro no-41-
i TIKICHD).

TOPAHHI

[lapameTpH Ge3nekH Ta NEPeHOCHMOCT], BKIIOYAIOYH TI00TdHi SBHIIA, CYITYTHIH




pAHOM JIKAPCHKHX 32C06iB, TOTPe6YIOTH KJIHiK0-N1af0paTopHOT omiHKH (3 1-ro
o 5-H THIeRE T2 3 1-ro no 81-if THknens mis nepopansHuX CAB Ta B
UiNIOMY); @ TAKOX 4aCTOTA Ta THXKICTs ISR Ta oliHka cumiromis ISR mns dazu
iH'eK1ii (3 5-ro 1o 41-i TIwKnens)

18. Cratucriyni Metogu

Posmip Bubipxu ta Gesmeana Oy Jstiis:

Posmip BuGipku - npubnusno 100 oci6 ¥ IPpyni fociimkenus nikypanas CAB ta
20 oci6 y rpyni mauienrtis, aki oTpaMyoTE Mmane6o - Oys obpaumii nsa
3a0e3neyeHEs aIeKBATHOT OLHKY AAHHX 3 besnexn, neperocumocti Ta
thapmaxokineTHKy y rpyni nikysanmg CAB no nepexofy y BenHky dazy 111
nocnimxenys. 20 oci6, sxi OTPUMYBAITH 11a1e60, CITyTyBamy KOHTponeM, o6
pabesneqnTy YiTKy iHTepnpeTauiio 6yap-sicux Pe3yNbTaTisB mopo Hesnekxw.
[lonynaris Gesnexy cxnagaerscs 3 YCIX yHaCHMKIB AOCHImKEH S, AKi OTPHMAIH
(IoHafiMeHwe 1 ao3y AocTiKyBaHOro npenaparty. Iomynanis 6esneuror
iH'ekuii ckIanaeTres 3 yoix yuacHukis HOCITLDKERHA, SKi OTpUMAaNi
moHakiMerwe 1 in'exuio mocmimiysanoro npenapary. B ananisi cy6'exru 6ynu
STPYIOBaHi Ha OCHOBI NIKYBaHHS, ke BOHU OTPHMYBAH, HE3ANIEHHO Bif TOTO,
K BOHH OYITH panmoMizosani.

[onynanis 6esnexu Gyna ocuosHo0 MOIYTAUI€EX0 /UK aHamizy Gesnekw. Bei
aHani3 Gesnexu NpoBoNIMCT 3 BHKOPHCTaHHAM Oe3neyrol monynanit; fesxi 3
AHAMI3IE G€3MEKH TaKOX NPOBOAIUCS 3 BHKOPHCTAHHAM Oe3neuHo] in'exnifinol
OITyJIALi,

IAHAI3 OesnekH:

byno mpoananizopano cTymine BiHBY, Kiigivmi Ta nabopaTopHi sBuma 2-ro
cTynens abo suwe, ISR, ITP, cepifoani IIP, IIP, mo NPH3BENH S0 BiIMiHU
mocuiKyBanoro npenapary (IP) ta/a6o BUXOXY 3 MOCIHiLKeHHS, 1HIH 3HAYH]
[1P, KniHiKo-naﬁopaTopHi OUIHKH, MOKa3HHKH XKHTTEAATEHOCT], EKT y12
BIBECHHMX, IBMIIA 3 Soky nevinky, GaifeciBeoxuii aHANI3 Ta BKUBAHHS
MCHXOAKTHBHUX PEIOBHH.

PapmarokineTHuRi aHAI3N:

Jlns nonynsuii papmakoxineTammx { PK) napamerpis Gynu moGynopaui

IHIUBI Tyanbui npodini KOHUEHTpALlis-1aC Y IUTasMi KpoBi Ta npogini




MeZRiana/cepente sHadeHHS. JIng KoxHOi 3 3 LIOKBapTabHUX iH'ekuii 800 mr
BHYTP{LUHbOBEHHO GYJIH OTPHMaHi iHAMBINyaTbHi napamerpu CAB mwasmu i
KOJKHOI 3 HUX.

AHalli3 pesyasTaris 300pos's:

s ouinky neperocumocti CAB 6yna Hanana wacTia (3 95% moBipunm
inrepeasrom Cl s rpymm socrimxerns CAB) cy6'ekis, aki TNPHITHHKITH
OTPUMaHHS {H'€KL{it 10 3aBepIIEHHS HOBROTO KypCy yepes [1P,
HETIePEHOCHMICTD iH'eKIil, JacToTy iH'exuii a6o Tarap MpOLENYP, NOB'I3aHHX 3
IH'€KI{LAMH, CepeNt THX Cy6'eKTiB, AKi OTpUManu monaiMenme 1 iH'ekiiiio, 3a
TpYTaMH JlikyBaHHA. st OL{HKH [epeHOCHMOCT] Ta 3aM0BOJICHOCT]
JLOCIIIKYBAHMM NDENApATOM TaKOX BUKOPHCTOBYBABCA OIHTYBALHHUK
33I0BOJIEHOCTI JOCTI/DKYBaHHM tpenapatoM (SMSQ).

3MiHH B LYAaHOBHX aHa/Ii3ax:

Y poznini 8.4.1.1 npoTokony oRo BUsHauYeHHS TIepBHHHOI KiHIEBOT TOUKH
JOTTYINEHO OMHCKY. Y POTOKONI 3a3HaueHo, wo «IlepBUHHHMIL aHalia Oe3nexy
BIUIOYATHME KIIiHi4HI Ta nabopatopni nogii 2-ro a6o BuIoEro cTynend, sid
BHHHKAIOTE BijJ| MepLuol in'ekuii 0o 24 THHIB NicA OCTAHHBLOT iH'exuii y
cy6'exTiB, Axi OTpHMaNH wWoHaliMeHe | in'cxuioy. ITichs OCTARHEBOT iH'exnit
Mayo NpoiTH 12 TikHiB, a He 24 THxkui. LI noMunka ne Oyna BHIpasneHa y
[lonpasui 1 mo ITpotokomy.

B pamkax sropunHoro ananisy npuitnatHocti in'exuiit CAB mis cyb'exriB, y
po3aini 8.4.1.2 npotokony Ta posnini 13.1 [Inany 3sitHocT Ta ananisy (RAP)
3a3HaueHo, WO AJ OLiHKM npuiinatHocti CAB wactka cyb'ekTis, Axi
[POSTINAIOTS MONUTHBICTE BHKOpHcTanus CAB jui1 npaginaxruxu BT y
MalibyTHEOMY, Gyae pospaxoana cepe YCix 3aTyueHnX cyb'ekriB (Brmoyatoun
HX, XTO MPUITHHUB NPHHOM Npenapary nif yac BHIIpoOyBaHHA) Ta y2aralbHeHa
Ba rpymaMu AiKysauua. ITif yac BizuTy Ha 41-My TeoxwHi a6o mix gac BI3HTY mix
Hac abCTHHEHLLT, 3aNeKHO Bill TOro, Wo BinByAeThCH paHillle, pecrOHNEHTIR
BaNMUTYBANH, 94 PO3IVIAARIOTE BOHK MOMUTHBICTS BuKopucTanHa CAB s
npoginaxrikn BUT-indexuii B maiibyTHLOMY. Ani oLiiKa HacimKiB ms
3IOPOB's, aHi eNCKTPOHHA (hopMa 3BITY PO BHNAKOK 3aXBOPIOBAHNA/6a3a NAKMX
TOCITLKEHHS He MICTHIIM KOHKDPETHOrO 3alHTaHHs II0N0 PO3LAANY MOYKIHBOCTI

[roankmoro 3acTocysatts CAB Ha 41-My TioiHi a60 BisUTY 3 MeTOIO BigMiny.




GSK/ViiV Healthcare npnitgsana pinieHss mig 4ac No4aTKOBOFO NEPIOTY
[MOCITiHKEHHS, L0 XapaKTeD BHIIE323HAUYSHOTO BTOPHHHOTO aHami3y Moxe OyTH
aHaIOriyHO Ta eeKTUBRO 3afiKCOBaHHIT Ta [IpOaHANI30BAHUH HA OCHOBI
3aHTaHE MIO/I0 Pe3yNBTATIB /U1 3MOpoR'sa. Li MUTaHHS € 4acTHHONO
OMUTYBaJBHHKIB 3aJ0BOJIEHOCTI AiKyBaHHIM, BrTIoYatoun SMSQ (crarycha
pepcin; SMSQs), OnuryBanbHUK 3a80BONEHOCT] diKyBaniam (iH'ekuil), 1o
MPOBOAKTECA INicn#A iH'exmilt Ha 6-My, 18-My Ta 30-My TIOKHAX, a Takox SMSQ
(moTouna Bepcit; SMSQc), mo npopoauTees Ha 18-my TiokHi. JlaHi, oTpumani 3
ONMHTYBANBHUKIE 33/I0BOJIEHOCTI NIKyBaHHAM, OyIIH y3aranbHeHl Ta JETalbHO
BuKnaneni g RAP.

s nonansmoro supyenns P ISR, xosxuna ronxu (1,5 motiMa npotr 2,0
inioiiMa) OyJ1a BRIIOYEHA JO 3BeNeHb noAii ISR. CopManbHUX CTATHCTHIHHX
NOPiBHAHB NOBIKMHH iH'€KLIHHAX FOIIOK HEe MPOBOIANOCH.

MemraHuil coBHUK 3 peryistopuol aismieHocTi (MedDRA) v138.0 ob'ennye IIP
HalpaKy micls BBeAeHHs iH'ekuil Ta 000 B Miclli BBelleHHs iH'€KIT B OOHY
KaTeropito. OcKinbkia 00BIBA ITi ABHINA CTAHOBAATE IHTEPEC M KOMaHIH
IIHITHOTO AOCIIIEHHA, OKpeMi pe3roMe LIMX Pi3HUX THIIB peakilii Oyim
CTBOPEHI 3 BUKOPHCTAHHAM 3a2peeCTpoBaHUX (HEKONOBAHHX) TepMiHis I1P.

[Byno migpaxosado Ta niacyMmoeano Gamm SMSQc ta SMSQs. Ha MomeHT
BaBepIueHHS poOOTH Hax RAP mcUxXOoMeTpHYH] BNACTHROCT] ONMTYBANEHHKIB He
Gy OL[iHCHi.




19. Hemorpadivmi nokasmuxm gocmimicysanoi nonyJiauii (crare, Bik, paca
TOIIO)

KopoTki gemorpadiuui XApaKTePHCTHKH (panNoMizoBana MOy asis):

IleMorpachiuHi xapakTepucTusy Mnauebo | CAB 3aranom
{N=21) | (N=106) | (N=127)
Bik (poxis) a
Cep. 3Hau. 33,7 35,1 34,9
Craunapthe Bigxurexns (SD) 11,56 11,75 11,68
Meniana 30 31 31
Mikimym, Makcumym 2157 20,61 20,61
Crarb, n (%)
Yonosiua 21(100) | 106(100) | 127(100)
Paca, n (%)
AdpO-aMepURaHCHKOrO/atPURAHCHKOMO
MOXOKEHHS 7 (33) 33 (31} 40(31)
AMEpUKaHCbKi iHAaHL aB0 NpeAcTaBHNKM
KOPIHHOrO HaceneHHs Anscku 0 3(3) 3 (2)
A3IaTCBKOrO NoXoMpKeHHA LieHTpansHa /
[lisferHa Asig 1(5) 2(2) 3(2)
AsiaTcbke- CXiHOA3iaTCHKOr0 MOXOMKEHHS 1(5) 2{2) 3(2)
ASIIACHKeE - SNOHCEKE NOXOMKEHHS 0 0 0
Asiarceke- MiBaenHo-CxiaHe Asilichbke
MOXOKEHHA 0 1(<1) 1 {<1)
Kopike HacenenHs lapaicskix ocTpoBie a6o
IHLWWX 0CTPOBIB THXOro Okeany 0 1(<1) 1(<1)
Binowukipifapabeko-nisHiyHoadpukaHCEKoro
NOXOPKEHHSA 0 3(3) 3(2)
binouwlkipi/eBponeiickkoro noxomKeHHs 12(57) 59 (56} 71 (56)
HaHi Bincyrxi 0 2(2) 2(2)
ETHiYHa npuHanexHicTs, n (%)
NatuHoamepukaHLy/ naTuHoamepuiaHLy 3(14) 16 (15) 19 (15)
He icnanomoBRi/ naTuHoamepukaHLj 18(86) 90 (85) 108(85)




3picT (cm)

Cep. 3Hau. 175,5 176,5 176,3
CTaHgapTHe BiXHNeHHs 8,82 6,84 717
Megiaua 175 176 176
MiHiMym, mMakcumym 158193 | 160198 158198
Bara {kr)
Cep. 3Hau. 83,4 86,0 85,6
CraHgapTHe BigXuneHHa 22,56 20,10 20,45
Mepiana 79 81 80
MiHiMyM, Makcumym 48 132 52167 48167
|HAeKe mMack Tina (kr/m?))
Cep. 3Hau, 26,8 27,5 274
CraHaaptHe BiIXWIEHHA 6,00 5,52 5,58
Mepiana 25 26 26
MiHiMyM, MaKCUMYM 18,40 18,48 18,48
Daxrophl pucka passutua HACT (n =%)
['OMOCeKeYyanbHi KOHTAKTY 16(76) 80 (85) 106 (83)
[eTepocekcyanbHui KOHTaKT 6(29) 22(21) 28 (22)
Mpotheciitiui BNNWB 1(5) 2(2) 3(2)

CAB = kaborerpagip

a. 3a Bikom KinbkicTb cy6'exrie Gyna Taxolo: nnaye6o: n = 21, CAB: n = 105, i Bckoro: n = 126.

20. Pe3yneTaTH e ekruBHOCTI

PesynbTaTn dhapmaxokinerikn

Cepexnti Ta Meniauni xonuerTpauii CAB y nimasmi xposi micna in'euiit Ha 5-My,
17-My Ta 29-My THXHAX NPEACTABIEH! HA PHCYHKY HIDKYE.




Cepenui Ta Meqianui KoHUeHTpauiT CAB y nniasmi kposi sig Yacy (Hanisnorapsmiyni) 3a
HACOBUMK TOUKaMK (monynAwia napaMeTpa PK)
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CAB = kaborerpasip; PK = dhapmaroxineTititi
Mpumitka: o readbikis skoueso mmwe KOHLEHTPAUT, 3iDpani B Mekax AoRyCTHMIX IHrepaanis aGopy.

OmucoBi cTarucTHNRI A2Hi g KnovoRux napametpis. [IK npencrasnesi y 3Biri
ra Tabmumti 41 Hipkye.

CroctepeiyBsanuit cepengiit uac nocsrueHus MIKOBHX KOHLEHTpaii (tmax)
CrIOCTepiraBest uepes | TIKAEHS mcs iH'ekiii g Beix TPBOX in'ekniif. Cepemui
reoMeTpHHH I1iKoBi excrosnuil (Cmax) crasoBuIn Bin 4,26 mMxr/mMn o 5,22
MKC/MIT Juis 3 in'exnidt. TTnoma min KpHBOIO "KOHUeHTpauis-uac" Bl Hy150B0r0
Hacy (nepennosa) no KiHms iHTepBamy Mbk npuiiomMamMu JiKapCcEKOro npenapary

(AUC[0-1]) oninroranaca Gesmocepentro 3a monomororo WNL Ut nipodinis 31




CTOCTepEKYBAHAMH 3aNafHHaMH, SKi BHHUKANH BYacHo abo Morau 6yTH
excTpanosbobani (Hificua maMOna z). AUC(0-t) 6yio samineno va AUC(0-t) ans
npodinis, Aki BIANOBiZANH KPHTEPiAM CBOCYACHHX 3aMa/IHH, aNe He MOIH OyTH
excTpanoNsoBaHi 3a gonomorow miMona z. AUC(0-t) nicna in'exuii 3 6yna Ha
18% Bumo10, Hizxk micad iw'ekuil 1, uo cBimMMTE PO MiHIMANBHY KYMYJIALIIO.
OueBunHa kinnesa ¢aza tYz aius BeemenHs LA Gyna ouiHeHa TIIBKH Iicnd
iH'exuii 1, ae 6yno BinibpaHo 3 3pa3ky HicHA MKy, a He 2 B HORAIBINHX
inTeppanax. CepeqHE reoMETpPHYHE 3HA4YeHHA tY2 1 in'exuii 1 ctanosmno 18,4
s, o pobuTh iHTepRaN Mk Ho3yBaHHsMH y 84 i TpHBaticTIO ~4,6 nepiony

Cepenni reomeTpuvni KoHUeHTpanil (Ct) mics KoKHOT iH'€KII] CTAHOBWIH
0,302 mrr/mi, 0,331 mMrr/mor Ta 0,387 Mer/mn ans in'ekutiit 1, 2 Ta 3 Bignosiago.

HaHiBBI/IBelIEHH}I, IO 3HOBY X TaKH Y3IOIDKYETHCA 3 00MEKEHHM HAKOTTHYCHHAM.




Tabnuur 41  3mepeHi rapmakokineTMuHi napametpu CAB y nnaami
kpoBi (PK MNapametp Monynsuin)

CepenHe reomeTpuyHe
CAB napametpu y [95% Cl]
rnnazmi {CVh%)
IH'ekyin 1 IH'eKuin 2 IH'eKuia 3
(n=93) (n=89) (n=85)
AUC(0-T) 3415 3873 4021
(rom*mkrimn) [3140,3714] | [3543,4235) [3728, 4337]
(42,5) (44,3} 36,2
Cmax 4,26 5,22 4,91
- [3,64, 4,98] [4,52 6,04] [4,315,60]
(88,6) (78,0) (66,6)
Cr 0,302 0,331 0,387
{MKrimn) [0,237,0,385] | [0,2530,439] [0,296 0,505]
(157) (165) {(150)
ttmax b 7,76 8,97 6,99
(eHb) {4,95-57,0) (3,83-75,0) (5,63-43,0)
it 18,4 .
(i) 16,4, 20.7] e e
(48,4

b. Meniana (gianasoH)

a. CAB = raboterpasip, CVb% = mix cyb'exHuii koedivjeHT Bapiauii Anst cepepHLOr0
rEOMETPUIHOTD 3HauerHA; NC = He pospaxeayeTecs; CT: KOHLIEHTPALS B KMy iHTepBany
A03yBaHHS; OLHIOSTLCA TiMLKM AKLO (hakTMenKii Yac Binlopy apaskie npunagae Ha x4 aHi
Bif 3annaxosaqoro Yacy einbopy spaakie (n=84 Inj 1, n=711nj 2, n= 66 Inj 3)

C. 3a3peecTpoBaHo NuLLe AN ik'ekuii 1, pe Byno 3iBpaHo 3 koruetTpauil nicna niky (n=61)

ByJ1o oLlineHO BIUIMB KoBapiaTiB Ha napametpi CAB. [To-nepme, napamerpu
CAB 6ynu y3aranpHeni 3a gianazodom BMI: suine a6o Huwkue memianaoro BMI.
Excriosuris dyna oo el cyb'exrie 3 mikanM BMI. Hanpuknan, cepenue
reomeTpruHe 3HaveHHA AUC(0-1) micna in'exuii 1 cranosuno 2830 rog*mxr/mn
it cy6'exTis 3 BepxHiMH 50% IHASKCY MACH Tita, ane BianoBilie 3HAYSHHS
cranosm1o- 4104 rog*mxr/mn s cy8'ekris 3 misxunmu 50% ingexcy Macu Tina.
[ConntenTpanii B KiHIIi iHTepBaNy N03yBaHHA, ONHAK, BiAPI3HAIIHCA Bix
crocrepexens AUC(0-1). Hanpuxnan, cepente reomerpuune suadenns (95%
CI) Ct nicna in'exnii 1 ctadoruno 0,394 (0,286, 0,541) Mxr/mm aua cy6'ekris 3




BepxHiMH 50% IHmekcy Macu Tina Ta 0,226 (0,158, 0,325) mxr/mn s cy6'exTin
3 HIDKHIMH 50% iHgeKcy MacH Tina.

DapMaKOKIHETHYHI TapaMeTPH TAKOXK OLIHIOBAIHN 33 JIORKHHO COMKH.
3aranom, cucremua excriosuuis CAB nicns in'exuii IM 3 BHKOpHCTaHH:AM 1,5-
JUOHMOBOT roik Gyira GiMbLIOk, Hik PH BUKOPHCTAHH] 2-TFORMOBOT TOJIKH.
Hanpuwotan, cepesse reomerpuune snauyeHua AUC(0-~t) micna in'exarif 1
CTaHOBHIO 3671 rox*Mr/Min NpH BuKopHCTaHHi ToMKK 1,5 mroiiMa, ane
BinnIOBiAHe 3HAYEHHS cTaHOBHNO 2805 rog*MKr/MI IIPH BUKODHCTAHH] TOMKH 2
niofiMu (To6TO 36inbIneHHA excnosuLi #a 31% 1 roKy 1,5 mofima). Le
crocTepeskeHHs Oyio BinodbpakeHo micis iH'ekuiit 2 Ta 3. Bakiuso 3a3HaUNTH,
10 NOBKMHA TOIKH Ta IHAEKC MacH Tina KOpemOTh Mbk co6010: JOBIITY TONKY
PEKOMEHTYBANTH NAlliCHTaM 3 iHIEKCOM MacH Tina noHan 30 xr/m2.

Ha pucynxy Hrpxue npeacraenesi TiCTOrpamH, M0 NMOKa3yHTh KUIBKICTh Oci6 3
Ct B pisHuX iHTEepBanax BinHocHO 3Hauenns PA IC90 0,166 mMxr/mn. Ipubmusao
75% 3BiTHIX 3Ha4¢HL CT NEPEBUILYIOTS 3HadeHAT PA IC90, a TperHHa 3HAYEHD
nepesHInye B 4 pasu sHaueHHs PA 1C90. Takum unHOM, NpUOJIH3HO IBi TPETHHM
KOHIICHTpaLii y KopHTi OyNIN HISKYHMK 32 LiNkOBE 3HAUCHHA y 4 pasu PA-IC90.




Pucynok 14 Kinekicts pecnonuentin y giamazouax CAB Ctau 3a
BiaBinyBaHuaM in'exuiii (Nomynsiuis 3a napamerpom PK)

== In'"exutin 1
554 I T cxenin 2
B Iy excnin 3

KinbkicTk yuacHukie

<1 PA-IC90 Ix ana 4x PA-IC90 >4x PA-IC90)

CAB = xaoterpasip; PA-IC90 = ckopuroparmit na Ginok [C99; PK = trapmaroxiHeTIHRHME

Pe3yJILTATH 3X0pOB's

Binbiicts nocnimxyranux B 060X rpymax He BidyBagH aHi He3py4YHOCTeiH, aHi
TpyAHOLiB (ouiHka 0) i Yac NpHitoMy AOCHIIYBaHOTO IPEIIAPATY BIAMOBIAHO
10 pexoMeHzaLil, i GiTbimicTs HocnimKyBaHHX B 060X rpymax He BigUyBamy
pomo ao guckomdopry (ouinka sin 0 10.2) mix gac IpHEOMY DOCTJDKYBAHOTO
penapaty mij dac in'ekuiinoi dasy.

3aranom, saranbhi cepeni 6amu SMSQs Ta SMSQc 6ynu BHmpMH B rpymi
rnane6o, vk y rpyni sikysauas CAB, y koxuiif Touni qacy; OfHaK,
BPaXOBYXOIH NepeKpUTTA Cl, 4iTKoro posmerxcyBaHHE MK IpyNaMH JIiKyBaHHs
BPOGHTH He MokHa. Y rpymi nikyBaHis CAB 3a/10B0JIeHICTS AOCHI Ky BAHHM
npenaparom OyIia cTaGiTBHOIO POTATOM YCBOTO Tiepiony iH'ekiiiiiHoT tazu 3
O/THAKOBMMH 3arallbHHMH [IOKa3HHKamMH Ha 6, 18 Ta 30-my TipkHaxX.




21. Pesynsrath Gesnexu

Tin vac in'exniiinoi dasu 75/94 (80%) manientis y rpymi nikysauns CAB
mogitoMunH npo ITP 2 crynens a6o ume IopieHAHO 3 10/21 (48%) nanienramu
[y rpyIi TiKyBaHHA mnale6o. CTarueTiyso 3HaYyIa pisHUIA MK rpyIaMu
mikyBasms (p<0,01) Gyna snaunoro MIPOKO 3yMOBJIeHa OMiAMH Y cepi
BaraibHHX PO3NaiB Ta YMOBaMH B Mici BBEJICHHA CHCTEMA KIAC CHGTEMH
oprauie (SOC), B axoMy 56/94 (60%) mauientis y rpymi nikyBauust CAB Ta 1/21
(5%) naujenTis y rpymi ytikysanss nraue6o TIOB1IOMIIH PO TIOAIO.
Haifwacriwe nopinomnanoca npo 6ins y micni in'eknii, npo axuii noBiToMuwTH
55/94 (55%) oci6 y rpyni nixysarms CAB Ta 1/21 (5%) oci6 y rpymi nixypamus
nanedo (p<0,01). Crin 3a3HaunTH, Mo omuH YH2CHHK, Axkuif 6ys
[PRHAOMI30BaHMH [T OTPHMAHHS anedo, ajie BUMAgKoBo OTPHMAER Rozy CAB
UL TPeTROi iH'exutii 09 motoro 2015 poxy i norinoMus 1po Gins y Micni iH'exnii
2 CTYTIeHS TOrO 3 AHA; el Y4acHHK 6YB BKIIOMEHHIT y rpyny mnaue6o ms
GesneqHol momysanii. Tumi TEPMIHH, IKHM HaJaBaly [EPEBAry, CTATHCTHYHO HE
BIAPIZHATHCA MK IpynaMu nixysauus upu I1P 2 cTynens a6o rume.
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BesneyHol iH'exyii)

MNepsuHHUA aHani3 HeBaxaHuxX ABUIL 2-T0 cTyneHs abo BUILe, WO BUHUKNM
oHaiMeHLWe ¥ 2 cyG'eKTiB B KOMHIM rpyni nig yac dasy iH'ekuyil (nonynsyis

Krac cucremu opranis

(nauebo
(N=21)

CAB
(N=94)

Baxanui Tepmin n (%, 95% CI) | n (%, 95% Cl) | P-3HaueHHs

byab-sika nogin 2 knacy abo suule 10 (48, 26-70) | 75 (80, 70-87)|  <0,01

3aransHi poanagy Ta peakui B Micyi

BBEJEHHA
byab-ska MP 1(6,0-24) | 56 (60,49-70) <0,01
Ginb y Micui BBEaEHHS 1(5,0-24) |55 (59, 48-69) <0,01
Mipekcis 0(0, 0-18) 7(7,315) 0,35
Ceepbix y MicLj iH'exuji 0 (0, 0-16) 6(6,2-13) 0,59
Habpsk y Micti BrefeHHs 0 (0, 0-16) 6 (6, 2-13) 0,59
Os3HoB 0(0, 0-16) 3 (3,1-9) >(,99
YulinbHEHHS Y Miclyi BBEfEHHS 0 (0, 0-16) 3(3,1-9) >0,99
Broma 0 (0, 0-16) 2(2,0-7 >0,99
Tenno B Miclyi BBENEHHS 0{0, 0-16) 2(2,0-7) >0,99
Heanyxanxa 0(0, 0-16) 2(2,0-7) >0,99

IHchekyji Ta inBaail
Byae-axa NP 3(14,3-36) | 19 (20,13-30) 0,76
lacTpoeHTepUT 0(0, 0-16) 4{4, 1-11) >(,99
[Hcpekuin BepXHiX AUXanbHUX LINAXiB 2(10,1-30) 4(4,1-11) 0,30
HasodapuHrir 0 (0, 0-16) 3(3,1-9) >0,99
PapuHiT CTPENTOKOKOBMIA 0{0, 0-16) 3 (3,1-9) >0,99
l"pun 0(0, 0-16) 2(2,0-1) >0,99
BipycHa iHgexuia 0 (0, 0-16) 2{2,0-7) >0,99

MopyLueHHs 3 Boky onopHo-pyxoBoro

anapary Ta crony4YHoi TKaHKHW
Byap-sika 1P 0(0,0-16) | 14{15,8-24) 0,07
binb y cnnxi 0 (0, 0-16) 4 (4, 1-11) >(,99
Mianris 0{0, 0-16) 3(3,1-9) >0,99
Aptpanris 0(0, 0-16) 2(2,0-7) >0,99
Bypeur 0 (0, 0-16) 2(2,0-7) >0,99
M'si30B0-CkeneTHU Binb y rpyasx 0 (0, 0-16) 2(2,0-7) >0,99




OCMiMKEHHA
byae-saka MNP 2(10,1-30) { 8(9, 4-16) >0,99
CPK y KpoBi nifBULLIEH1IA 1 (5, 0-24) 3(3,1-9) 0,56
MigBUILEHH: KiINbKOCTI Ninas 1(5, 0-24) 2(2,0-7) 0,46
MopytweHHs 3 HOKY HEPBOBOT CUCTEMK
Byab-aka [P 1 (5, 0-24) 6(6,2-13) >(,99
[ orloBHUiA Birnb 1(5, 0-24) 3(3,1-9) 0,66
MopywenHa 3 Boky Kposi Ta nimpaTuyHol
CHCTEMU
byab-aka MNP 0(0,0-18) | 4(4,1-11) >0,99
Hefitponeris 0(0, 0-16) 2 (2,0-7) >0,99
MopyLIeHHs 3 BOKY LWINYHKOBO-KHILKOBOTO
TP2KTY
byas-saxa P 0(0, 0-16) | 4(4, 1-11) >0,99
Jiapes 0(0, 0-16) 2(2,0-7) >0,99
BriosanHsa 0(0, 0-16) 2(2,0-7) >0,99

CAB = xaborerpasip; Cl = posipuuid intepsan; CPK = kpeatundocdoxinaza,

Mpumitka: [fo ysarm Gpamics nuwe mogil, Ak posnodankes 4o abo nif Yac BisuTy ydacHuka Ha 41-my
TinkHi 860 fo pam eigcikatHs ganvx 15 TpaeHa 2015 poky AnA yuacHuie, Ak QOCTPOXOBO NPAMMHANMN
NpUitoM gocnigKyBaHoro Npenaparty. Paia iWekwii BUaHaqanacs aK nepion sin nouaTKOBOI iH'ekyii 8O
12 vuxkniB nicns oCTzHHLOT iW'exUT cepen cyB'ekTie, siki OTpUMank WoHaAmenwe { iW'ekuiio. Touni
GiHomiansHi 95% Cl Gynu pospaxoeaHi Ans 0BOX PyK ANA KOXHOIO KECY CUCTEMHIX OPraHiB i KOXHOTO
Tepminy MNP. TouHkA kpuTepiid dillepa BUKOPUCTORYBABCA ANA OLRKA BigMIHHOCTEN Y HacToTi nopii
MiX 2 rpynamu, | XOmHMX (opMankHUX NONPaBOoK QRS MHOKKHHOID NOPIBHAHHA He 33CTOCOBYBANOCA.

Y HebaraTsoX MauieHTiB po3BHHYIHCE AA00paTOPHi BiIXuieHHA 2-ro CTyNeHs
abo BHLE, 1 He YN0 CTATHCTHYHO 3HAYYMMUX BIIMIHHOCTE!H MDK rpynaMq
L]iKYBaHHﬂ 32 IMMH MTOKa3HHKaMM. Clif 3a3HaYMTH, WO Y OLNLILOro BiACOTKA
nanieHTiB y rpyni CAB, Hik y rpyni miaue6o, po3BHHYIHCS TOPYILSHHS Ninasi
2 crynens abo pue (11% npotu 5% BinMOBIZHO), TOAL K Y MEHILIOIO BiZICOTKA
nauieHTiB y rpyni CAB po3suHymHcs nopylneHHs KpeaTHHKiHa3H 2 cTyneHs abo
BHILIE, HDK y rpyni mianebo (6% npotr 14% BinnosigHo).




FlepBuHHMil aHani3 pesynbTatie naGopaTtopHUx SocnimKeHb 2-ro a6o BALOrO
PiBHS AN a3u iH'ekuiid (nonynsiuin GesneyHux in'ekuji)

Mnaye6o CAB
(N=21) {N=94)

TaGopaTopuui TecT n (%, 85% CI) n {%, 95% CI) P-3HaveHHa
AKTHBOBAHMA NPOTPOMBTHOBUIA Yac/cTaHaapT 15, 0-24) 0{0,0-4) 0,18
AKTHBOBAHMA YaCTKOBMIA TPOMBONNACTUHOBHRA 1(5, 0-24) 0(0,04) 0,18
4ac

AnaHiHamitoTpancthepasa 0{0, 0-16) 2(2,0-7) >0,99
AcnapratamiHoTpaHctepasa 0(0, 0-16) 2{2,0-7) >0,99
Bunupyfut (0, 0-16) 404, 1-11) >0,99
Byrnexkvcnuii raa 0{0, 0-16) 1(1,0-6) >{,89
IXonecTepuH 1(5,0-24) 4(4,111) >(,99
KpearuHkinasza 3(14,3-35) 6(6,2-13) 036
Caxap 2(10,1-30) 7(7,3-15) 0,97
MefkouuTn 0(0, 0-16) 2207 >0,99
linasa 1(5, 0-24) 10{11,5-19) 0,69
Heirtpodin 0(0, 0-16) 3(3,1-9 >0,99
MpoTpoMBiHOBMA Yac 1(5, 0-24) 0(0,0-4) 0,18
Urate 1(5, 0-24) 0(0.04 0,18

CAB = xatorerpasip; Cl = gosipuwii intepsan,

Mpumitka: flo ysary Gpanvca nuwe nofl, ski poanouanveca go abo nig vyac BIIUTY y4acHuka Ha 41-my TvouH
abo no pavw sincikanHs AaHwx 16 Tpasna 2015 poky ANS yyackvKie, ski AOCTPOKOBO APMIMHIUNA NPUFAOM
fochigykyBaHoro npenapary. ®asa in'exuyf BU3Hauanacs sx nepion Bia NovaTKoBO iK'eKLT 40 12 THKHiB
MiCNs 0CTaHHBOT iH'exyii ceper] cy6exTiB, sIki OTpUMANH WoHaliMenwwe 1 iH'ekyito. Tourl SiHomianski 95% Ci
Byru pospaxosani ana 060X pyk IN KOKHOIO KNACY CUCTEMHMX OPraKiB | KOKHOMo TepMiHy MP. Tounus
KpuTepi# GiiLrepa BUKOPUCTOBYBABCA AA OLiHKK BILMIHHOCTER Y YacToTi nogii ik 2 TPYNamu, i OAHMX
(hopManbHIX NONPEBOK AN MHOXMHHOTO NOPIBHIHHSA HE 38CTOCO3YBAIOCH.

3aranpua [P na doni nikysauns ta IIP Bix 2 no 4 crynenip

bLTbICTE NanieHTiB B 060X rpymnax JiKyBaHHA MOBITOMHIIM PO MOHAHMEHIIE 1
[1P Ha Qo nixysanmd. 3aranoM, BaliuacTime nosinoOMILIOC PO Taki HOGIUH
peaxuii na oui nixysagHA B 060X rpymax, sk 6is.y Micr ix'ekii (867105 ocib,
pixc npuiimanu CAB, Ta 12/21 oci6, sxi npuiiMany rane6o), ronosHui 6ins
(24/105 oci6, sxi npuitmanu CAB, ta 4/21 oci6, ki npuiitvani mane6o) Ta
iHQexuil Bepxnix Auxansuux unwxis (18/105 oci6, axi npuiimam CAB, T2 5/21
ocif, axi npuitmanu wraue6o).

3aranom, GinbiicTs nanieHTiB B 060X Ipynax ikyBaHHA nosinomu mpo [P
BiZ 2 0 4 cTynens Ha movatky Jixysauus (84/105 ocif, sxi oTpumysamn CAB,

1a 13/21 oci6, s1xi oTpuMyBsamn mwraue6o). ¥V rpyni nixysauust CAB maifuacrime




noBimoMIIAIOCs Npo 2-4 cryneni 1P, sxmovatouu 6ims ¥ Miclli BBeIeHHA
(55/105 ocif, axi orpumyeamn CAB), ninsuienus piBus kpeatHndocdokinazy (
CPK) y xposi (7/105 oci6, sxi otpuMyBank CAB) Ta mipekciio (7/105 oci6, axi
oTpeMyBain CARB).

3arajpni ITP asu narniranns ta IP knacis six 2 10 4

[lin uac dasu in'exuiit [IP BHMMKATH 3 OHAKOBOKO YACTOTON B 060X rpymax
ixysans (98% ta 90% ans rpyin nixyeanus CAB Ta mane6o BiANOBiMHO).
Haiiuacrime nosigomisuiocs npo raxi no6iuni peaxuit, sk 6ins y Mmicni iH'ekuii,
AKHH crioctepirasea y 86/94 ocif, axi npuiiManu CAB, i 12/21 oci6, axi
OTpUMYBau rnanebo, Ta crepGix y micwyi in'exitit (18/94 oci6 npotu 3/21
0cobH, BIANOBIAHO).

[Lin uac in'exniiivol dasu y rpymi mikysanns CAB (75/94 mauienru) yacrime
Bunukani [IP 2-ro ta 4-ro crynenis, Bix y rpyni miaue6o (10/21 nauient); y
rpyni nikysanug CAB ue 6yno nor'szano Hacamriepe/| 3 Takumu TP, sk Oins y
Micui in'exuil (55/94 nanicrTs) T2 HabpsK i cBepBiK y micui i'exuii (o 6/94
nanienty). ¥V rpyni miane6o ve 6yno BHABNEHO JKOHHX IOMITHIX
3AKOHOMIpHOCTEH UM TeHaeHiiH.

[lepopanbua dasa - saransui IIP Ta IIP 2-4 kaacis

I1ix yac nepopambHoOT asu cnocTepiranacs BHIIA YACTOTa BUEHKHEHHS IIPy
rpyni nikysantt CAB (56/105 oci6), nix y rpyni nixyRaHua rwianebo (8/21
ocoba). Haituacrime nosigomnsnoes npo amiapeto (8/105 oci6 ¥ Tpyui NiKyBaBH1
CAB Ta 2/21 oci6 y rpymi nixysanus miaue6o) Ta ronoprmii 6ins (9/105 ocif y
rpyni nikysauus CAB Ta 1/21 oci6 y rpymni nixysauHs miane6o). 1Tix gac
HEPOPANbBHO] (pasH He 6y0 BHABNEHO SKOTHUX OMITHIX 3aKOHOMIpHOCTeH abo
TeHASHILIH o0 BiIMilHOCTel Mk oxpeMumu [IP M TPYTIAMH JTIKYBAHHA.

ITix qac nepopanbrol (asu 3arameHa YacTOTa MOBIXOMIICHE npo [P Bix 2 xo 4
cTynens Gyna nogiGHoro B 060X rpynax Jixyeaums (23% ocib, saxi npuitMann
CAB, 1a 19% ocif, sxi mpuitmany mnane6o). ¥ rpyni nikypanus CAB
migeumenns CPK kposi, meiftpornenis, 3anaMOPOYEHHA Ta MiABHINEHHS PiBHS
ninask crnocrepiraiucs y 2 abo 6isime oci6 ¥ KoxHi# rpyni. IIpo Bei immi ITP 2-
4 K71aciB Mg yac yCHOro eTarny noBinoMuu o 1 YYacHHKY.




Mepnkamenrozni HP na doui JIKYBAHHS, UiX Yac in'ekniiizoro sBeTenns
Ta i Yac NepoPaILHOTo 32CTOCYBAHHS

3aranom, 101/105 (96%) manienTis Y rpyni Jlikysalus CAB Ta 15/21 (71%)
MANEHTIB Y TPyNi MmI1ane60 3a3HaM MeAUKaMeHTO3 M TP Ha GoHi JTiKyBaHHS.
BinburicTs BUMAjKiB, MOB'13aHUX 3 npenaparamy, 6yma 1-ro aGo 2-ro crynens
TOKKOCTL. Y rpymi mikyBanus CAB 6yio Mano nos'ssamux 3 TIPHHOMOM JTikiB
oAt 3-ro abo 4-ro ctynenis (20/105 [19%] oci6 Ta 2/105 [2%)] oci6
BIONOBINHO), a B rpymi mane6o - skoaHoro BUNAAKY. Bink y mici BBeaents 6y
HAHYaCTIUIHM ABHIOEM, PO AKE MOBIHOMITSITH B 060X rpynax nikyeatus (86/105
[82%] nauienris y rpyni nixyBanus CAB ta 12/21 [57%)] natierris y rpyni
LiKyBaHHA M21e6o), a TaKox HaHgacTimum SBHLUEM 3-TO CTYTICHS, IIOB'I3aHHM
3 IPHHOMOM NpeTapary, Cepel NallicHTin ¥y rpymi nikypanus CAB (18 3 105
mauientis). Ipo sei ikmi 1P 3-ro cTynens, mor'gsani 3 NPHAOMOM npenapary,
MOBiNOMIIANOCA Y TOOMHHOKHX MallieHTiB ¥ rpyni nikyeauus CAB, i Bouu
BKIOYATH HEHTpOoneHilo, Miairifo Ta 03106, V nox cyb'exTiB y rpymi nixyBanus,
CAB po3srHYIIHCS MeTHKaMEHTO3H] sSBHa 4-T0 CTYI¢HA, NIOB'S3aH] 3
minsuenray CPK xposi. OGunea pumamy nigeumenns CPK kpori Gyin
HECEPHO3HHMH 1 Npo#IIUM 6e3 BTpyuants. V sk0qHOro 3 maricHTiB He 6yo
KILNIYHOT MK03pH Ha paSnomionis a6o HHPKOBY HENOCTATHICTE, K 6
[TOACHIOBANTH TpaH3HTOpHe niasuent CPK 4-ro crynens. Q6uusa cyb'exTn
IpHNHHHUAY JTIKYBaHHA | 6ynu BuBeneHi 3 nocnimkenus. He HOBIAOMILLIOCA TIPO
iHi moxii 4-ro cTyneHs, nos'saxi 3 OPHEOMOM JIIKAPCHKHX 3aco0iB.

[Tix wac in'exuiiinol dasu 92/94 (98%) nanjewris y rpyni aikyBanus CAB Ta
15/21 (71%) nauieHris y rpyni nnaue6o TIOBIJOMMJIH [IPO MeAMKAMEHTO3H] 1P,
MOB'43aHi 3 NPHfOMOM Tipenapary. Binsimicrs cyb'exTiB 3 THOGIIHHMH peaxuiamu,
[IOB'I3aHUMH 3 IPHAOMOM JIiKapCHKIX 3ac001B, OBIAOMHIH MoHakiMeHe mpo |
[IP y posnini «3aranbui posnany Ta ymoBH Micis BBeaeHus» SOC, nos'13aHoro
3 ISR. BimpIicTs nopiit 6y 1-ro a6o 2-ro CTYNEHA TKKOCTI, IpHYoMy 6inp y
MICUi BBeeHH: OyB HAAIOMIHpeHInKUM SBHIEM B 060X rpynax JiKyBagH4.
Baranom 18/94 (19%) pecrionnenTis 3 MBumamMy 3-ro CTYNEHA, ITOB'I3aHUMH 3
HAPKOTHKAMH, OBIZOMUITH 1po 6i1b y Micni BREmEHHS HAPKOTHKIB ¥ rpyi
btikyBauns CAB. Iin wac in'exuiitiof asH Gymo 3adikcopano mekinska iHmmx
BHI/IKIB, TIOB'A34HHX 3 JIKAPCLKHM 3ac060M 3-1'0 CTYIIeHd, TA KOIHOIO
BHIIaJKY, NOB'A3aHOIO 3 NiKAPChKUM 3aco60M 4-T0 CTYIIEHA.

[Tix wac mepopansroi dasu 38/105 (36%) nanientis y rpyni nixysanus CAB ta




3/21 (14%) naujieHTis y rpyni nikyBaHHs mTanefo NOBIAOMIIIM IO TIOB'A3aHi 3
npenapatoM [IP. ¥V rpyni nikyarui CAB raifuacrinre nosimoMasnoca npo
LUTYHKOBO-KHIIKOBI PO3/I4aH, PO3/laH HEPBOBOI CHCTEMH, 3aranbHi po3naau Ta
anmiHicTpaTHBHI yMoBH SOC, 3 ronosuum GomneM, BTOMOIO Ta Jiapeero [k
HalnomHpeHilunMHy iHAUBiRyansHuMe [P, BinstuicTs noaii Mamm | abo 2
cTyniHe TorKocTi. ITig yac nepopainenoi Gazu y rpymi gikysanus CAB cranocs
nBa MoB'a3aHMX 3 npenapaToM 1P 4-ro cTynens, Nog'S3aHHX 3 [TiABUIEHHM
CPK kposi, Ta | nop's3ane 3 nperapatom ITP 3-ro crynens, nos'ssade 3
Heiitponeniero, y rpyni nikysaHHa CAB. V rpyni mnaue6o crniocrepiranocs 3
[IOoB'A3aHi 3 npuitoMoM Openapary HebakaHi ABHIA 2-T0 CTYNeHs (Tpo KOKHE 3
HHX TOBiIOMHIH 110 1 cy0'ekTy): 3anop, rimepriikeMis Ta Gesconna. Y rpymi
m1aedo He CroCTEPIrantocs JKOJHUX IHIINX MegukaMeHTo3HHX IIP 1-ro, 2-ro
abo 3-ro crynesir cepen ocib, aki oTpuMyBany mwianedo.

Ha momenT ananisy 41-ro Twixus He 6yno 3adikcOBaHO JKOAHOTO CMEPTENILHOTO
BUITAKY IiJ 9ac [BOTO AOCIIHKCHHS.

(i cepifosni mo6ivni A nix yac nixysanns, nix wac in'exniiinol pazu
Ta IMijl 4ac¢ nepopaitbHOL (azn

3aranom nosigommsanocs npo 2 CITA nix yac nikyBsaHHs, OfHE 3 IKUX BUHHKIO ¥
nauieHTa, SxHit npuitMas wanebo, i 6yn0 posiliHeHe AK IOB'A3aHe 3 TPUHOMOM
npernapary. O6uasi MoAil BinOyiucs mig vac in'exitiiiHol dasu.

Y rpymi nikysanas CAB moBifoMIsuIocs Ipo BHOAIKY alEHHLMTY, a B TPYII
nmiKyBaHHA [are6o ~ npo BUnaaxku Tpombosy rmboxux sed (DVT); o6unsa
Buna Ky MHHYH Gescstingo. CIUI DVT BpaxaBes HOB'M3aHHM 3
noCITiRKYBaHHM TipenaparoM, ToAi sk CIT5 aneBMIATY BBaXKaBCs He
[TOB'I3aHHM 3 JIOC/{IKYBAHHM MPENapaToM.




[Tin-uac nepopansHol (hazH He MORIAOMILLIOCA PO M#oaui CITS.
Inmi spauni ReGaykani ABHINA MM Yac JKyBanRs
XapakrepucTHK2 HeDaXRaHNX ABHI FOJOBHOTO 600

Baranom, 26/105 (25%) nauientis y rpyni nikysanus CAB 1a 4/21 (19%)
Mali€HTIB y IPYTi TiKyBaHH: miaueto noBiAoOMHIH po nobiuHi edekTu y
BT A1 FONOBHOro 0o mig 9ac nikysauss. Yei I1P ronosxoro 6omo 6ynu
HecepHO3IHUMH, JKOAeH 3 HHX He OyB 3 abo 4 cTynens TsxxocTi, 1 K0AEH He
pU3BiB O BigMiHK mocsimkeHHA. [Tobiuni asuIng, MoB's3aui 3 roJIOBHAM
Gonem, Oynu nos'a3ani 3 npuiomoM npenapaty y 12/105 (11%) nauienTis y
rpyni CAB, 1xofHe 3 HuX He Gy0 MOB's3aHe 3 NpHItOMOM IIpENapary y Irpyri
raneto. [Ipo 6iipLIicTh BUMAMKIB FONOBHOIO OO0 MOBIAOMISLIOCS OfMH Pa3
Ha OTHOTO MAalicHTa, i i MOOAUHOKI BMNaAKM OyiIH 3apeectposani y 19/105
(18%) mauientin y rpyni npuitomy CAB ta y 2/21 (10%) nmaniesTis y rpymi
npuiiomy raneto. CepenHs TPHRANICTE TOJOBHOTO Gomo cTaHoBmaa 3,0
romuay B rpyni CAB i 2,0 rogunu B rpymi riane6o. BinsiicTs namicHTiB
oxy>kanH Big [IP ronoeroro 60mo 3 0QHAKOBOIO IWBHAKICTIO B 060X rpymax
nikyBaHHg. BinbIicTs MALiEHTIB B 060X rpynax MiKyBAHHSA [OBLIOMIIAIH 1IPO
nerxi noGivsi edexTn y BHOILAAL rojosHoro Gomo (21/105 [20%] nauienris y
rpymi nikysauns CAB ta 3/21 [14%) nauienTis y rpymi Jikysanns maue6o) i
MpPOACBXYRAJTH NPHIMATH AOCTI IKYBaHi rpenapard,

Io6iuni ssnma, nos'azani 3 aGrominaasnum GogxeMm
IIBaHanmats i3 105 (11%) manientis y rpymi nikysakHsa CAB i xkonen mauiext y
rpymi JikyBsanHs wiauebo He moBixoMuK npo TP 6oimro B auHBOTI NIy yac

UTiKYBaHHS.

Peaxnii rinepuyrausocri/mxipni Bucnnanns Hobiuni seama

Y cy6'ekriB, Ki OTPUMYBAIHK NIKYBaHHS, HE MOBIMOMIANOCS HPO BANAIKH
peaxuiii rinepayTnHeocTi a00 IMKIPHHX BUCHIAHD.




|

o6iuni peaxuii y micui sreqenns

Koxcna in'exiis cxnaganacs 3 2 in'exuiit mo 2 M, 11o 3aranoM mictune 8§00 mr
NOCITI Y BAHOTO TIPENapAaTy.

[in uac in'ekuitino dazu B rpyni nikysaums CAB 94 YYaCHHKH OTpHMAJTH
BaraioM 272 in'exuii ronkamu pisHof moBxuuu; 197 in'exmiit Oyno 3pobneno
ronkoro 1,5 arofima, a 75 in'exuii - ronxoro 2,0 moiiMa. Y rpymi miauebo 21
cy6'eKT OTpRMAB 3aranoM 62 iH'ekuii ronkamu Oyne-sxol joexuny, 53 in'exuii
ronkoro 1,5 moiima Ta 9 in'exuiii ronxoro 2,0 moiiMa. B 060x rpynax JIKyBaHHS
Oyila 0fHaKOBA HACTKA [IALLICHTIR, IKi OBINOMILUIH npo eenanky ISR npu
BHKOPHCTAaHHI TONKH JOBKHHOK 1,5 moliMa Ta 2,0 motiMa {(56% 12 67%
Binnosiaxo ma wiane6o Ta 94% Ta 88% BinmorinHo ns CAB).

KpiM toro, nix gac in'exuiimoi pazn y §7/94 (93%) nauientis y rpymi nikypanus
CAB cranocs saranom 382 sumanku ISR, a'y 12/21 (57%) nauienris y rpymi
TiKyBaHHs wiane6o - 23 punanin ISR, He3anexHO Big OBKUHE ronky, v rpymi
nikysanms CAB Ginpuicts ISR [TP Gynu [-ro (75/94 [80%] nauienTie) a6o 2-ro
(53/94 [56%] nanienTin) cTymeHs THKKOCTL. 3aranom y 18/94 (19%) nanienTis
6yno 3apeectposano 27 eunasnkis ISR 3-ro crynens (16/69 [23%] nauienrris 3
1,5-Ar0iiMOBOIO romKkoro Ta 2/25 [8%] narienTis 3 2,0-1r0iMOBOIO rOJIKOIO), i He
OyIo 3apeecTpoBako skonHoro Bunanky ISR 4-ro CTYIIEHA B IPYIIi NIKYBaHHA
CAB. Y rpyui mnaue6o 6insmicts ISR ITP Oynu 1-ro crynens taxkoeri (11/21
[52%] ocib); 6yB 1 Bunanok 2-ro cTynens, i ve Oyuno sxomuoro ISR ITP 3-ro a6o
4-ro cryneHs TsukKocTi. 3aranom, cTymine Tsokxoeti ISR TP Oyna nomitHoto
HE3aJIEXKHO B IOBKHHH TONKH B 060X IPymMax JiKyBAHES,

Binbmicts Bunazgkis ISR TP 6ynu noe's3ani 3 Gonem y Micui iH'ekuii B o6ox
rpynax sikysanus. ¥ rpyni niane6o 6ins, mos'ssamuii 3 ISR, 6yB Binuecenui
EPEBaXHO J0 1-ro CTYIeHs THOKKOCTI.

B obox rpynax sikyBaHHs cBep6ix y Micni BEereHHS 6yB nepesaxso 1-ro
CTYTEH: TKKOCTI, HE3AIEHHO Bill IOBKHHY ronkd. V rpymi mikysauns CAB
cnocTepiranacs Menua kinbkicts ITP ceepGesy B MicLi BBeIeHHS iH'ekuii 2-ro
CTYTIeHsl OPiBHAHO 3 iHumivu ITP ISR, a B rpyni stikysanus mmaneGo He
cnocTepiranocs sxooi [P ceepfexy B Micii BBenenns in'exuii 2-ro CTYIIeHS.

Cepen iHIIMX CUMITTOMIB, PO SKi YACTO MOBIZOMIISUIM NAXiEHTH B rpyTH

O



itikysanus CAB, Gy cHHUI B MiCIli BReAEHHS, MIULIKK; 3MiHA KOIBOpY,
epuTeMa, YIiIbHeHH s, HaOpsik i TelUIHii TOTHK, Aki TpuBamy Bix 2,5 00 9,7 [IHIB,
HE3aJIEKHO Bifl JOBKHHHE TONKH,

[lommupeni nonii ISR susnavaroThest sk Bei moxii ISR, ki inGynucs
moHalMeHIe y 5 abo Ginbue cy6'exTis. B o6ox rpynax jikyBasua xo/ge 3
nonrpeHux Ay ISR He BBaXKaMOCS cepHosHUM i He MPH3BOIIO A0 CHHApPOMY
BiAMinH, & GiNbLIiCTS 3 HHX BBOKANMCS TTOB'I3aHHEMH 3 TIPHIOMOM HapKOTHKIB, Y
GInBLIOCTI NauieHTiB y rpyni nikysanus CAB cuoctepiranocs 3 a6o Gimsme
momypeHyx BUMaaKie ISR, Topi sx y 6inbimocti nauicsTis y rpymi ikysaHms
nnanebo crnocrepirabes 1 Bumamok ISR, nesanexno iz Zosxuay ronkd. B o6ox
rpynax niKyBarHs sei nomupeni ISR TIP suuim, | npuifoM xocmimkyraHux
[penaparis 6yyo IPOROBKEHO.

LPe:;umin Y micni Bpeaenns in'exknii Bananku Gotio

JBaHaauATE nanieHTie moinoMmy npo 17 eumazxis Gomo ISR Ha nnane6o (15
53 1,5-moiiMoBOIO ronkoro Ta 2 3 2,0-Ir0iiMOBOIO TFONKCI0), TO/I K 86 narieHTis
moBixoMua nipo 250 eunanxis Gomo ISR y rpymi mikysanus CAB (194 3 1,5-
ITEOAMORBOIO I'OSTKOIO Ta 56 3 2,0-110iMoBOI0 ronxeio). CiMaecar nes'sts 3 86
OCHIDKYBAHAX NOBIAOMIIH NIpo Ginbi Hix 1 BHmanox Gomo npy npuitomi
CAB, roni Ak yumie 3 3 12 AochiKyBaHHX NOBIIOMIIH ITPpo GUTbLI Hixk |
BuIaf0K Gomo npu npriioMi wianeGo. Bei srmamxu Gomo npy ISR seaxanmcs
MOB'A3aHHMH 3 TIKapCEKUM 3acoGOM, BUpILTYBaTHCS, | PHAOM IOC/ILKYBAHOIO
Upenapary IpojoBiKyBaBes. BUbmicTs noxjit B Tecrax na CAB 6ymu onineHi sk
ierki aGo momipwi (Crynise 1 aGo Crynins 2). Ognak, 18 yyacuukis
mocikents CAB mosinomuns npo 3-# cTyiine 6omo 3a mxanoro ISR (16
[Y4ACHHKIB 3 1,5-TI0HMOBOIO rOMKOIO Ta 2 YHaCHUKH 3 2,0-Ir0iMOBO0 TOJIKOIO).
[Yei Bunazku ISR, nos's3ani 3 Gonem y rpyni mwiane6o, 6y nerkoro CTyress
rsokKocTi. Ciligl 3a3HauMTH, o B rpyni wiauebo 6yE 3apeecTpoBaHHit 0qHH
BHnagox ISR Gomto 2 crynens B rpyni wiaue6o; namient, axuii Gys
PaHIOMIZ0BaHMI /T OTPUMAHHA ILTaNe6o, ane BAMAIKOBO OTpUMaB o3y CAB
i TpeTsol in'exuii 09 motoro 2015 poky i mosinomus npo ITP Gomo & Micwi
iH'exuii 2 cTyneHs B TOi ke fiens; ueit manieHT 6yB BKIIOYEH ! B rpymy
nnare®o B rpymi Gesnexy.




eaKiin y Micui BBejenns in' cxuii Y BHrIAAi HAGPRKY Ta HpHOyXJI0CTi

Tinsxu yacHukd rpynu nikysaumus CAB MOBIAOMILAITH TIPO BUIIAMKH HaOpsKis,
oB's3ani 3 [SR. IT'STHaguATS NauienTis moBinoMuwmm npo 22 Bumnajkn Habpaxy
[SR (18 nanientis 3 1,5-m0#MOBOKO rojIKoIO | 4 nanieHTH 3 2,0-m0iMoR0I0
ronkoro). IT'arepo 3 15 cy6'extie nopimoMuny 1po Oubin Hisk 1 BHMagoK
Habpsaky ISR. Yei umanxu HabpsKiB, nos's3ani 3 ISR, peawamucs
ME/THKAMEHTOSHIMH, BUDIITYBATHCS, i NPHIOM 10CITi iy BanHX npenaparie
MpONOBKYBaBCA. BilbLuicTs monii, mo sinfyranucs ¥ AOCTIUKYBAHHX,
BEVKATUCS IETKMMHE (CTymiHs 1) (8 mocnimiysammx 3 romxoro 1,5 moiiva i 3
IOCITI XY BRHUX 3 FONKOIO 2,0 mroHMa), THIIe 4 JOCTiIHKYBAHUX TOBIIOMUITH Tpo
HaGpax 2 crynena ISR (Bei 3 ronxoio 1,5 mroiima).

Tinbku B rpyni nikysauns CAB crocrepiranuca sunaniu ISR, nog'szani 3
yaapamu. J{BanagusTs cy6'ekTiB IOBiMOMUIH npo 21 Bunagok nomToBXie ISR
(13 cyG'exrir 3 1,5-moliMOBOK roIKOwO Ta § cyb'exriB 3 2,0-mroiiMoROIO
ronxoro). Bicim 3 12 cy6'ekris mosigoMeums npo 6insm i 1 Bunagok ISR,
MOB'A3anuif 3 ynapamu. Bei Bonu OYTH BU3HAHI IIOB'T3aHHMH 3 HapKOTHKAMH,
OI(YKAITH | IPOSIOBKHIIH IPHHOM AOCTILKYBAHUX TIpenaparis. Binsticts momit
Oyny BH3HARI NerkAMu (Crynins 1) (4 nauients 3 1,5-10HMORBOIO FOIKOIO Ta 5
MALUEHTIB 3 2~IOMMOEOI0 FONKOIO), a 3 MalieHTH TIOBIIOMHIIA PO [OINTOBXU
Crynins 2 ISR (s¢i 3 1,5-moiiMoBoIO TONKOO).

LloGiuni aBrna, Mo npu3BOAATE MO BHXOAY 3 AGCHINKEHHS

Baranom, y 7 oci6 y rpyni nikyeauns CAB Ta B 1 ocobu B rpymni miaue6o
CTanacs NOAid, AKa NIPH3BENA 10 BiIMIHH 460 OCTATOUHOrO NPUITHHEHHS
MPHEOMY DOCimKYBaHOro Ipenapaty. Vi TOAI, 110 NPH3BEIH 10 CHHAPOMY
BinMinK B rpyni nikysauns CAB, craucs mix qac nepopansrol $azu; nogis, mwo
MPH3BENa 10 CHHAPOMY BiMIHU B rpyIIi NiKyBaHHA uIane6o, cTalacs i 4ac
iH'eKIiiHOT Dasn.

PesyabraTn Kiiniunnx naGopaTopunx aocmizKens




Cepeani 3MiHM IOPIBHAHO 3-BHXiNHHM piBHEM Ma0OPATOPHHX MOKA3HHKIB XiMii,
reMaToNIOri Ta CEHOBHITYCKaHH Oy MONIGHAMM IPOTATOM OCITIKEHHS B

rpynax ruianedo ta nikysanns CAB. IlinsuieHHss koHUeHTpauii niminis ue Gyno
BHAYHHM.

[1in gac sriKyRaHHS 3arajibHa 4acTOTa BIAXIUIEHD ¥ KIIHIKO-XiMIUHEX
nabopaTOpHMX MOKa3HHKaX Oy nogi0bHo0 MK rpynamH, ski oTpaMysand CAB
ra 11anefo, i GLIBMICTs BiAXWIEHS Bl HOpMH Gynu BimxureHHAMH 1-T0
crynens. L1i pesynbTaTa Oy/TH penpe3eHTATHBHUMHE IS Pe3yJIbTaTiB, OTPHMAHAX
nin gac in'ekuiiHol dazu.

[lin wac nepopansHOT Ga3H Npo BiAXWIEHHS KIHIKO-XIMIMHMX 1aGopaTopHUX
[IOKAa3HMKIB MOBiAoOMIANA GiIbMA YacTka nauieHTie y rpymni npuiiomy CAB
MOPIBHAHO 3 IPYTION NpHRHoMY Mmnaneto, npuuoMy GiNbmicTs BIIXMIEHD Bif
HOPMH OyITH BIZXMNIEHHIMH |-TO CTYIEHS.

Kniriygi maboparopHi HOKa3HUKH, 1O CTAHOBIATE 0cOBNMBMIT inmepec,
BKJIOYaNH anaHiHaminotpancdepasy ( ALT), imyxuy docdarasy,
actaprataminorpancgepasy (AST), 6inipy6iH, neiikomary, HedTpodiny,
KpeaTHHKIHAa3y, KpeaTHHiH, reMOIJIo0iH i TpomOoumrTH. ¥ GiIBIIOCT] MalieHTiB
0a308i NabopaTopHi MOKA3HMKH, IO CTAHORIATE Oco0nuBHil inTepec, Gymn
HIDKie 1-ro Knacy 1 He IepeXoiuiiM A0 BULLOTO KIIACY B 3KOMHOMY 3 CTaIIiB
WiKyBaHHA. 3pylIeHHs Bix <l cTyneHd HA BHXINHOMY DiBHi O MAKCHMAITBbHOT
TOKCHYHOCTI >1 cTymens micis BUXifHOro piRHs Oyiy piakicHUMH ¥y Tpyrmi
wianebo. [loctbasosi spymenss a0 1-ro crynens cnocrepiranucs 3 AST,
teitkounTaMH Ta HeHTpoditamu y 5-10% oci6, aki orpuMysany maune6o. ¥V
bKOJTHOrO 3 cy6'eKTiB, AKi OTpHMYyBaiH 11anebo, He 6y710 MOCTOA30BOrO 3CYBY JIO
ToxcH4HOCTi 2, 3 abo 4 cryners. Halinomupenitum spymennsam y rpyni CAB
Oye nepexin Bin <1 cTymeHs Ha IOYATKOBOMY PiBHi A0 | CTymeHs micis
Mo4aTkoBoro piBHA. Taki 3MiHHM Ha oHi JiKyBaHRA cnocrepiranucs aia ALT
(9% nauienris), AST (9% nauieHTis), 6inipy6idy (5% nauientis), 1eiKoLHTIB
(2% nauienTin) T2 HeliTpodinis (6% nauicHTiB) AN BCiX MOKA3HHEKIB, IO
IOCTIKyBaNTHCS. 3pYIUEHHA Bi <1 cTyneHs Jo GiIbII BHCOKHX CTYIEHIB
TOKCHYHOCTI Oy/m pinxicnumu, ane Biabysamucs ans ALT (3pyluenns ao 2
cTyneHs y 2% cyb'exriB), AST (3pyInesaHss no 2 erynens y 3% cy6'eris i
3pyIeHHA 10 4 ¢Tynens y 1% cy6'exTis) i 6inipyGiny (3pyiuenus g0 2 cTyneHs y|
3% cyb'ekTiB).
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Pe3yILTATH eJleKTPOKApaiorpanH- - - - - -

BinbuiicTe cy®'exris Manu HopManbHi nokazuukd EKI npoTaroM aocitimreHHs.
[Yci sapeectposani anomanii EKI™ He Maiy kIiHiYHOTO 3HAYEHHS, 3yCTpigamucs 3
OJJHAKOBOIO YACTOTOIO B TPYIaX JIIKYBaHHA i He 30inburysanucs micis
noyaTkosoro pisHa. ITix yac focmimkeHHs He 6yN0 BHABICHO KIIHIYHO
HauymuX anoMansHHX EKT-nokazuukie Ta EKI-aconiitosanmx ITP. XKoznen 2
cy0'eKTiB He AOCATHYB BH3HAYCHOTO [IPOTOKONIOM KpHTepio BiamMian QTc 2a
topmynoro Bazera (QTcB) >500 mcex.

BinpinicTh NanienTis B 060X rpynax JiKyBaHHS Majiu MAKCHMabHY 3Miny QTcB
Bin BUXigHOTO piBHA <30 Mcek, a GinbLIiCTh NAaUieHTiB B 060X Ipynax JiKyBaHHT
manu 3Miny QTc Bin BUXimHOrO piBHA 32 dopmyioto Dpinepivia (QTcF) <30
Mcek. ¥ rpyni nikyrauHsa CAB 2 nauieHTu (2%) Manmu MakcHMAJIEHY 3MiHy
QTcB Bij BuximHOro pishs =60 Mcek; 1 3 upx 2 NalieHTiB MAB OHOYACHY
MakcHManbHy 3miHy QTcF Bin suximHoro piexg >60 Mcek. Jnsa obox
obcTencypaHHX sHadenns QTc 3MeHIIMIHES Tl Yac HACTYITHHX Bi3HTIB.

Pe3yjbTaTi BHMIDIOBARHS MOKA3MHKIB JKUTTEIANLHOCTI

[ToxasHHKK CHCTONIIHHOTO Ta A{ACTONIYHOrO APTEPIaANbHOTO THCKY OLIHIOBAHCA
33 MKaNo ToxcHuHOCTI Binaimy curapomy Habyroro imynonedinury (CHIJT).
CepenHi MOKa3HHKH KUTTERIUIBHOCTI OYIIH B MEXAX HOPMH [TPOTATOM YCBOI'O
nocimKkeHHA 1 6ynu nogiOHUMH B rpyniax mrane6o ta CAB.

[lix yac in'exuiitnoi dhasu nocaimenns y 4 3 105 yuacuukis rpyma CAB
possrHysiHCA [IP 1 cTyirens, no'a3aHi 3 apTepialbHAM THCKOM {aprepiaibaa
rineprensia [n=2], mimsumenus aprepiansHoro THeKy [n=1] Ta NigBHIEHHA
IniacToniyroro aprepiansHoro tieky [n=11). Xomua 3 moxiit He 6yna Bu3Hana
IMOCTIAHHKOM TIOB'A3aHOIO 3 JIIKYBAHHAM.

Cepenni 3MiHH JKUTTEBO BAXUTHBHX [IOKA3HUKIB HOPIBHAHO 3 BUXIZHUM piBHEM y
rpynax JIiKyBagHs HE MTOKA3AIH KIIHIYHO 3HAYYIIHX 3MIH. AHanoriuni cepenni
BMIiHH cIIOCTepiranucs Mk rpynamMu rmaneto 1a CAB.
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bezmexka - — - - - i .

ITepopansrnii CAB 30 Mr 1 pas Ha 1o6y Ta BuyTpimHEOBeHHMH CAB
800 mr Q12 moTeokHA KO6PE TIEPEHOCKKCA i YaC IepOPaNLHO]I Ta
ir'exniitol a3 rinnorinHo, 3 HeBeMMKOW KinbkicTro 1P, mo
TIPH3BOJHIIH JI0 CHHPOMY BifiMIHH.

V Hebarathox AociimKyBanux 6y/TH BHABIeni 1abopaTopHi BiIXHIICHHS
2-ro abo summoro pirng, [ligsuinenss naGopaTopHuX DOKA3HHKIEB, 100
CTaHOBJLATH 0CODIMBYH iHTepec, Brmovatoun ALT, AST, 6inipy6in,
KpeaTHHKIHa3y, neiTpodiny Ta Ainazy, 6yau nepepasHo 1-ro crymens, i
JHUIe Y KUTBKOX HALliCHTIiB B 060X rpynax CrocTepiranccs miABUINEHHS
3-ro abo 4-ro crymens.

Iin wac ix'exuiiinor ¢asu ITP Bix 2 no 4 eTynens yacTilne BHHUKANH B
rpymi nikysauts CAB nopisnsio 3 disionoriusum wiaue6o, mo 6ymo
3YMOBIIEHO ISR, BXIIOYAIOUH CTATUCTHYHO 3HAYYMNTY Pi3HHIIO B GO0 B
micni in'exii (p<0,01).

3aranom nix 4ac niKyBauHs noigommsiocs npo 2 [P (anexgumur ta
DVT), onxe 3 sixux 6yno nos'asaue 3 npritoMom npenapary ( DVT, y
cyb'exra, axuit npuitvas wiane6o). O6uaBi noail BinGynHes nix yac
iH'exuiitHol Qazu.

DapMakoKiHeTHKa

dapMakokiHeTH4HI MapaMeTpH micns ikypanus CAB He Binmosigamu

IMPOTHO30BAaHHUM, L0 3yMOBJICHO LLIBRIIIOND HIBH)IKiCTIO BCMOKTYBaHHA 3

Micus ig'exuii memno.

Cepexni konuentpaii Ct cTaHOBMATE NIPUONK3HO TPETUHY Bif
OUiKyBalHX; OTxe, NPHOIIH3HO y [BOX TPETHH cy6'ekTiB KOHIEHTpaLil
Ha 12-My TioKHi 6ynu HIKYMMHE 32 UUTbOBe 3HaYeHH B 4 pasu PA-IC90.

Buxonsuu 3 pesympraris PK, HeoGxizHo nocninuTe anbTepHaTHBHY
CTpaTerito no3ysanHsa 600 Mr KOXHI 8 THXHIB y OTANBINHX KITiHIYHIX
JOCITiIKEHHAX,

Pe3ysibTaTH ARS 300poB's

Pesynbrat SMSQc nposeMoHCTpyBaTH, IO M1iCNs NOBTOPHHX IH'eKil
Ha 18-my Tw>xHi OinpuicTs nanientis, sxi orpuMypaiu CAB, Bingasanu




nepesary in'ekuism IM CAB nopiBHAHO 3 epopansHUM NpHIHOMOM
IOEHHUX TaOIeTOBAaHUX Npenaparis.

¢ Pesyasrarn SMSQ nokasanu, mo 3an0BoseHicTs in'ekiismu IM CAB
Oysia crabinbHoIO NpoTAroM yciei in'exuiiHoi dasu: GinbiricTs
pecrionIeHTiB OyIH 3a10BONEHI Ta IOTOBI NPO/IOBKYBATH JTiKYBAHHS
CAB.

* Yepes Tiwkaens nicng apyroi in'ekuii nanienTy Gyiu 3aranom Giabim
3aj0Bosieti 3actocysannam IM CAB nopieusHo 3 nepopansium CAB

OJIMH pa3 Ha JIeHb 32 BCiMa | | MyHKTaMu, BKIIOYEHHMH B ONTHTYBATBHHK
SMSQ.

3asBHUK (BJIACHHMK peecTpaliiiHOro noceiaueHHs)

(mianuc)

Kapen I'peiirokep (Karen Grainger)

Biue-npesnnent, Kepisuuk Bianiny HopMaTHBHO-NpaBoBoro peryJtoBaHHs
BiiB Xenckep (ViiV Healthcare)
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Clinical Trial Report - 27

Study ID-201103

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 1I’Espérance

[Fleurus, 6220

Belgium

4. Studies conducied:

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 Ila Study to Evaluate the Safety, Tolerability, and
Pharmacokinetics of the Investigational Injectable HIV Integrase
[nhibitor, GSK 1265744, in HIV-uninfected Men and Women, Study
201103.

6. Phase of clinical trial

Phase 2a

7. Period of clinical trial

from [09February2015] — [13July2018]

8. Countries, where clinical trial has been conducted

Brazil, sub-Saharan African countries, USA

9. Number of trial subjects planned: 200
actual: 200
10. Main purpose and secondary objectives of CT Primary:

» Evaluate the safety and tolerability of GSK 1265744 (cabotegravir,
CAB) long-acting injectable, extended release suspension for




injection (CAB LA) (800 mg dose administered at 3 time points at
12-week intervals), through Week 41 in HIV uninfected men and
women

o Evaluate the safety and tolerability of CAB LA (600 mg dose
administered at 2 time points at 4-week intervals, followed by 3
time points at 8 week intervals), through Week 41 in HIV-
uninfected men and women

Secondary:

Note: For participants who had completed the study or remained in the
study but did not agree to consent to the additional visits described in
Letter of Amendment #3 to Version 3.0 of the protocol, the duration of
their follow up was 52 weeks after the final injection. For participants who
remained in the study and consented to the additional visits described in
the Letter of Amendment, the duration of 52 weeks of follow up after the
final injection was changed to 76 weeks of follow up after the final
injection.

“|»  Evaluate the safety and tolerability of CAB (daily oral and
long-acting injectable) for 52 (or 76) weeks of follow up after final
injection (each cohort analyzed separately)

o  Evaluate the safety and tolerability of oral CAB from Week 0 to
Week 5

e Evaluate the pharmacokinetics (PK) of CAB administered at 3 time
points as 800 mg inframuscular (IM) every 12 weeks for 52 (or 76)
weeks of follow up after final injection

e Evaluate the PK of CAB administered at 5 time points as 600 mg IM
at 2 time points every 4 weeks followed by 3 time points cvery 8
weeks for 52 (or 76) weeks of follow up after final injection

» Evaluate differential PK of CAB in participants by age, sex at birth,




race, ethnicity, weight, body mass index (BMI), and smoking status

e Evaluate the acceptability of CAB injections

e Evaluate the effect of CAB on sexual risk behavior by change from
Enrollment over time during the study period

e Evaluate HIV incidence and antiretroviral drug resistance in
participants who acquired HIV infection during the study

o Evaluate the safety, tolerability, and PK of CAB in the subset of
women who used a hormone-based contraceptive

11. Clinical trial design

This was a Phase 2a, randomized, multi-site, 2-arm, double-blind study of
the safety, tolerability, PK, and acceptability of CAB. Eligible participants
were enrolled into 2 cohorts, and began an Oral Lead-in (OLI) Phase in
which they were randomized to receive daily oral CAB (30 mg tablets) or
matching placebo for 4 weeks (to assess safety and tolerability prior to
receiving CAB LA), followed by a 1-week Washout Period prior to
receiving CAB LA. Following final safety laboratory assessments from
the OLI Phase, participants entered the Injection Phase and received IM
injections of CAB or placebo at 3 time points at 12-week intervals in
Cohort 1, and 5 time points at 4- and 8 week intervals in Cohort 2,

All participants received HIV testing with pre- and post-test counseling, in
addition to risk reduction counseling and condoms and lubricant.

Participants in the active study drug arm were followed for 52 (or 76)
weeks (12 or 18 months) after their last injection. Participants in the
placebo arm were followed until 52 (or 76) weeks after their last injection
or until the last participant in the active study drug arm of Cohort 2
completed their Week 41 visit, whichever came first.

Cohort 1 Study Design and Randomization Scheme
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Arm 1 Daily Oral
(n=79) 744 744LA 800 mg every 12 weeks
30
n9 Follow-Up Phase (Tail Phase)
Arm 2 |Daily Oral
(n=27) | placebo 744] A placebo every 12 weeks

744 = cabotegravir (CAB), W = Week
Note: For participants who remained In the study and consented to the additional visits included in Letter of
Amendment #3 to Version 3.0 of the protocol, the following revisions to the overview of the study degign and

randomization scheme applied: for Cohort 1, starting at Week 65, the updated visit schedule was: Week 65, 77, 89,
101, and 105.

Cohort 2 Study Design and Randomization Scheme
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Arm 2 [Dally Oral] | 744LA placebo every 8 weeks
{n=22) | placebo after monthly load

744 = cabotegravir (CAE), W = Week

Note: For participants who remained in the study and consented fo the additional visits included in Letter of
Amendment #3 to Version 3.0 of the protocol, the following revisions to the overview of the study design and
randomization scheme applied: for Cohort 2, starting at Week 65, the updated visit schedule was: Week 66, 77, 88,
101, and 109.

12. Main inclusion criteria Key inclusion criteria included men and women at low to minimal risk for




acquiring HIV infection, ages 18 to 65. In the last 12 months (at time of
Screening), participants must not have had any self-reported unprotected
anal or vaginal intercourse with someone known to be HIV-infected or of
unknown HIV infection status; any self-reported stimulant use (cocaine
[including crack], methamphetamine, or non-physician prescribed
pharmaceutical-grade stimulants) or inhaled nitrate; any self-reported
illicit injection drug use of any kind; any self-reported diagnosis of
gonorrhea (GC), chlamydia (CT), incident syphilis, bacterial vaginosis, or
trichomoniasis; and must not have had >3 different sexual partners,
regardless of use of protection or knowledge of HIV status.

13. Investigational medicinal product, mode of administration and
strength

CAB Oral, 30 mg tablet, Batch numbers:142383137

CAB LA, 200 mg/mL injectable suspension, Batch numbers: 142383144,
142384451, 152393977

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

Placebo to match oral CAB tablet, Batch numbers: 142383141

Placebo CAB injectable suspension, Sterile saline 0.9% Sodium Chloride
Injection, USP 0.9% saline, Not applicable

15. Concomitant therapy

Permitted medications: Information regarding prohibited and
precautionary concomitant medications was presented in the SSP Manual.

All concomitant medications/preparations (prescription and non-
prescription) including alternative/complementary
medications/preparations (e.g., herbs, vitamins, etc.) taken within 30 days
prior to Enrollment and anytime thereafter during study participation were
collected in the study participant’s chart and on study case report forms
(CRFs). Alcohol and recreational or street drug use reported by a
participant during the study was recorded in the participant’s study chart
only (and not captured on the concomitant medication log for inclusion in
the study database).




16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.

Secondary:

Plasma drug levels of CAB at designated time points after each
injection of CAB LA (by cohort only)

Plasma drug levels of CAB at designated time points after each
injection of CAB LA stratified by age, sex at birth, race, ethnicity,
weight, BMI, and smoking status

17. Criteria for evaluation safety

Primary:

Safety endpoint: Proportion of participants experiencing any Grade
2 or higher clinical adverse events (AEs) and laboratory
abnormalities that occurred from the initial injection to 12 weeks
after the last injection among participants who received at least 1
injection (Injection Phase only).

Tolerability endpoint: Proportion of participants who received at
least 1 injection and who discontinued receiving injections prior to
the full course of 3 injections for Cohort 1 and 5 injections for
Cohort 2 due to intolerability of injection (including but not
limited to injection site reaction), frequency of injections, burden
of study procedures, or any AE.

Secondary:

Proportion of participants who discontinued either oral or
injectable study drug for reasons of toxicity, tolerability, or
acceptability prior to completion of the full OLI and Injection
Phases

Proportion of participants who experienced Grade 2 or higher
clinical AEs and laboratory abnormalities during the 52 (or 76)
weeks following final injection (safety) and any AE that led to
discontinuation (tolerability) during the aggregate OLI and
Injection Phases




¢ Proportion of participants who experienced Grade 2 or higher
clinical AEs and laboratory abnormalities (safety) and any AE that
led to discontinuation (tolerability) in the OLI Phase and Washout
Period

e Proportion of participants willing to use an injectable agent such as
the study drug for HIV prevention in the future

e Change from enrollment of self-reported sexual behavior (number
of sexual partners, episodes of unprotected anal and/or vaginal
intercourse) during the study period using a standardized
assessment tool (in aggregate only)

e Number of incident HIV infections through the study period,
including number with treatment emergent resistance

e Proportion of injectable hormonal-contraception-using female
participants who reached a safety or tolerability endpoint as
defined above

18. Statistical methods

All participants who received at least 1 injection contributed to the
primary analyses. The safety and tolerability were analyzed by cohort and
in aggregate.

When the use of descriptive statistics to assess group characteristics or
differences was required, the following methods were used: for categorical
variables, the number and percent in each category; for continuous
variables, the mean, median, standard deviation (SD), quartiles and range
(minimum, maximum). Within-treatment group assessment of the change
from the Baseline measurement to a follow-up measurement was analyzed
using McNemar test (for categorical response variables) or the paired t-
test or Wilcoxon signed-ranks test (for continuous variables). When use of]
formal testing to assess differences between participants in the placebo
arm and participants in the CAB arm was required, the following methods
were used: for binomial response variables, chi-square tests and logistic

regression (or exact testing methods); for continuous variables, t-tests and




linear regression or nonparametric methods if data were non-normal.

The primary safety analysis included Grade 2 or higher clinical and
laboratory events that occurred from the initial injection to 12 weeks
(Cohort 1) or 8 weeks (Cohort 2) after the last injection among
participants who received at least 1 injection. Secondary safety analyses
included the same definition applied over the OLI Phase only (Week 0 to
Week 5) and the aggregate OLI+Injectable+Follow-up Period among
participants who received at least 1 dose of IP.

To assess the tolerability of CAB, the proportion (with 95% confidence
intervals [CIs]) of participants who terminated from receiving injections,
prior to the full course, due to AEs, intolerability of injection, frequency
of injections, or burden of procedures related to injections, out of those
participants who received at least 1 injection by cohort and treatment arm
were provided.

Plasma CAB concentration-time data were analyzed by non-
compartmental methods. Individual plasma PK parameters for each
injection interval were determined, including the area under the plasma
concentration time curve over the dosing interval (AUCO0-t), Cmax, time
to Cmax (fmax), concentration at the end of the dosing interval (Ct),
apparent terminal phase half-life (t1/2) for CAB administration, and a
measure of absorption rate constant (Az) if data allowed among the
participants in the CAB arm.




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

Summary demographic characteristics for the Safety Population are provided below.
Table: Summary of Demographic Characteristics (Safety Population)

Demographic Characteristics Overall
CAB Placebo
N=151) (N=48)
Age {years)
Mean (3D} 32801138 354 (1055)
Median 0.0 40
Minimum, maximum 18 62 20,61
Sex. n {50
Mals 51(33.8) 16(33.3)
Female 100 8521 32 (66.7)
Race, n (%)
Latino 36{23.8) 11(22.9)
Non-Hispanic Asian 320 242
Wen-Hispanic Black 64 @24) 18 @15
NearHispanic White 42 (21.8) 12 ¢25.0)
Non-Hispanic Mued/Other 6 {0 5(10.4)
Ethnicity. n (%)
Hispanic 3638 11(229)
Nen-Hispanic 115 (76.2) I
Height (cm)
Mean (SD) 166.2 (10.80 165.7 (10.53)
hedian 165.0 165.0
Mirimum, madmum 144 188 145, 198
| Weight (ka)
Msan (SD) 1785 {19.936) [ 78.65 (17.204)
Median 475 74.30
Minimum, maxdimum 414 1473 498 1223
Body mass index (kgim?)
Mean (SD) 28.168{6.7744) | 28.7/39 (0.3005)
hledian 26810 26.461
Minimum. maximum 1647, 50.37 2046 46.03

20. Efficacy/PK results

CAB LA 800 mg Q12W (Cohort 1) did not consistently achieve target
trough concentrations in male participants, exceeding 4x PA-IC90 in 28%,
65%, and 68% following Injections 1, 2 and 3, respectively. CAB trough
concentrations exceeded 4x PA-IC90 in 31%, 37%, and 30% of male
participants following Injections 1, 2 and 3, respectively, of CAB LA

800 mg Q12W in Study 201120 (ECLAIR). Accumulation was observed
in Cohort 1 males in this study whereas minimal accumulation upon




repeat administration of CAB LA Q12W was observed in ECLAIR. This
observed difference is consistent with slower absorption in Cohort 1 of

this study as evidenced by lower Cmax and longer t1/2 estimate as
compared to ECLAIR (47.5 days versus 40 days).

CAB LA 800 mg Q12W generally achieved target trough concentrations
in Cohort 1 female participants, exceeding 4x PA-IC90 in 76%, 95%, and
100%. Cmax was lower and t1/2 longer in females (61.5 days) as
compared to males, consistent with slower absorption. However, given
observed data in males, the Q12W regimen was not considered sufficient
for prevention and was not recommended for Phase 3 PrEP studies.

CAB LA 600 mg Q8W achieved target trough concentrations in both male
and female participants in Cohort 2. Specifically, CAB predose trough
concentrations exceeded 4x PA-IC90 in 80% to 95% of males and 79 to
100% of female across 5 injections. Four-weeks following the initiation
injeciion at Week 5, geometric mean [95% CI] CAB predose
concentrations at Week 9 were higher in males compared to females.
Although predose concentrations in males decreased following Injections
2 and 3 relative to Injection 1, geometric mean CAB predose
concentration following Injection 5 (Week 41) was similar to that
following Injection 1, consistent with achievement of steady state.
Geometric mean CAB predose concentration increased from Injection 1 to
[njection 5 upon repeat administration of CAB LA Q8W in females.
Apparent terminal phase t1/2 was 45.5 days and 56.9 days in male and
female participants in Cohort 2, respectively, consistent with observed
t1/2 estimates in Cohort 1.

Seven participants (2 from Cohort 1, 5 from Cohort 2) weighing <50 kg at
baseline achieved target concentrations. Although lower weight
individuals typically exhibit higher concentrations, BMI was also lower in
this group ranging from 16.5 to 20.3 kg/m2, which is associated with
faster absorption. Individual t1/2 ranged from 13.6 days to 90.4 days in
participants <50 kg, toward the lower end of ranges of 17.5 to 193 days in




Cohort 1 overall and 13.6 to 241 days in Cohort 2 overall.

For Cohort 1, CAB concentrations were non-quantifiable in a majority of
male participants at Week 77 (63%), approximately 1 year following
Injection 3 (Week 29) and at Week 105 (83%), approximately 1.5 years
following Injection 3. In comparison, CAB concentrations were non-
quantifiable in 69/83 (83%) at Week 81, 52-weeks following Injection 3
(Week 29) of CAB LA 800 mg Q12W in male participants of the
ECILATR study, consistent with faster absorption in that study. CAB
concentrations were equally distributed between the ranges of LLOQ to
<PA-IC90 (41%) and >PA-IC90 (41%) and were non-quantifiable in the
minority (18%) of female participants at Week 77; by Week 105, CAB
was non-quantifiable in 63% of female Cohort 1 participants.

For Cohort 2, there was an approximately even split between participants
with quantifiable (47%: 29% LLOQ to <PA-IC90, 18% >PA-IC90) and
non-quantifiable (53%) CAB concentrations in male participants at

Week 77, approximately 1 year following injection 5 at Week 33. CAB
concentrations were non-quantifiable in the majority (89%) of males at
Week 109, approximately 1.5 years after Injection 5. CAB concentrations
were quantifiable in a majority (74%: 34% between LL.OQ to <PA-IC90,
40% >PA-1C90) and non-quantifiable (26%) of female participants at
Week 77. CAB concentrations were non-quantifiable in the majority
(58%) of females at Week 109.

21. Safety results

Safety

Primary Analysis:

1) Safety: The primary safety endpoint analyses included Grade 2 or
higher clinical AEs (clinical and laboratory abnormalities) since
the initial injection to Week 41 among the participants who
completed at least | injection during the Injection Phase.
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2) Tolerability: To assess tolerability of CAB during the Injection




Phase, the proportion (with 95% CI) of participants who
discontinued receiving injections prior to the full course for
reasons of toxicity, tolerability, or acceptability were assessed
based on the primary reason the participant discontinued study
drug. Prior to completion of the full Injection Phase, 11/134
(8.2%) participants in the CAB treatment group discontinued the
study drug for reasons of toxicity, tolerability, or acceptability
compared with 2/43 (4.7%) participants in the placebo group; this
difference was not statistically significant (p=0.737)

Adverse Events:

The majority of participants in either treatment group experienced at least
1 on-treatment AE (147/150 [97%] CAB group; 48/48 [100%] placebo
group). Overall, the most commonly reported on-treatment AEs for both
groups included creatinine renal clearance decreased (49% CAB group;
46% placebo group), blood glucose increased (38% CAB group; 48%
placebo group), and headache (38% CAB group; 29% placebo group). A
targer proportion of participants in the CAB treatment group experienced
injection site-related events, including injection site pain (80% CAB
group; 25% placebo group), induration (16% CAB group; 2% placebo
group), bruising (13% CAB group; 4% placebo group), swelling (7%
CAB group; 0 placebo group), erythema (7% CAB group; 0 placebo
group), and pyrexia (6% CAB group; 0 placebo group).

On-Treatment non-ISR drug-related AEs occurred in 118/151 (78%)
participants in the CAB treatment group compared with 38/48 (79%)
participants in the placebo group. The most frequently reported non-ISR
drug-related AEs were headache (34/151 [23%] participants) and
creatinine renal clearance decreased (33/151 [22%] participants) in the
CAB treatment group and creatinine renal clearance decreased (12/48
[25%] participants) and blood bicarbonate decreased (9/48 [19%]
participants) in the placebo group.

Overall, 18 participants in the CAB treatment group and 2 participants in




the placebo group experienced 1 or more AE(s) that led to withdrawal or
permanent discontinuation of study drug. In the CAB treatment group, 6
withdrew due to an AE during the OLI Phase, 11 withdrew during the
[njection Phase, and | withdrew during the Tail Phase. In the placebo
eroup, 2 withdrew due to an AE during the Injection Phase.

During the On-Treatment period, 13 participants experienced 14 expedited
adverse events (all were SAEs) that were reported to the DAIDS RSC
Safety Office (11 participants in the CAB treatment group; 2 in the
placebo group). Two SAEs (vertigo and sensory loss in upper limb) were
considered by the investigator to be related to study drug.

Grade 2 or higher ISRs were more common in the CAB treatment group
(38% compared with 2% participants in the placebo group) during the
[njection Phase and were the only statistically significantly more common
AE compared with the placebo group (p<0.0001). Most ISRs were

Grade 1 or Grade 2; 2 participants experienced Grade 3 ISR pain. There
were no Grade 4 ISRs. Injections seldom led to withdrawal (1 participant
in Cohort 1 withdrew citing injection site pain). ISR events appeared to
decrease over time.

Clinical Laboratory Evaluations:

Overall, the majority of abnormal clinical laboratory findings in the CAB
treatment group were Grade 1 or Grade 2 and the incidence of Grade 3 or
4 laboratory findings was low. All liver chemistry abnormalities were
Grades 1 or 2, except for 2 Grade 3 ALT elevations (1 participant in the
CAB group and 1 participant in the placebo group) and 1 Grade 3 AST
elevation in the placebo group. No clinically significant concomitant ALT
and bilirubin elevations (cases meeting Hy’s Law) were noted during the
study period.

Health Qutcome

A majority of participants in the CAB and placebo groups rated overall




acceptability of injections using the Follow-Up Acceptability Item with a
score of 5 or 6 (5=somewhat agree, 6=agree a lot) across both cohorts in
the present study.

Satisfaction was self-assessed with the study medication satisfaction
questionnaire (SMSQ). In the CAB treatment group, satisfaction with
study medication was consistent for the duration of the Injection Phase
with similar overall scores. At all assessment time points, a majority of
participants were satisfied with aspects of both placebo and CAB
medication and administration.

22. Conclusion (summary)

Safety:

During the Injection Phase, Grade 2 through Grade 4 AEs occurred
at a similar rate between the CAB and placebo treatment groups;
injection site reactions were the only AEs that occurred more
frequently in the CAB treatment group (p<0.0001).

Injections with CAB were well tolerated with ISRs being generally
mild. Injection site pain was the most frequently reported ISR
(90% partictpants in the CAB treatment group); however, ISRs
resulted in few withdrawals (<1%).

Overall, CAB LA was well tolerated over the On-Treatment period
with few participant withdrawals. Non-ISR drug-related events
occurred with similar frequency in both treatment groups (CAB
treatment group 78%; placebo group 79%).

Few participants in the CAB treatment group developed Grade 2 or
higher laboratory abnormalities. Elevations in laboratory
parameters ALT, AST, bilirubin, creatine kinase, lipase, and
neutrophils were primarily Grade 1 or 2, with few participants in
either group having Grade 3 or Grade 4 elevations. There were no
Grade 4 liver laboratory abnormalities and no cases meeting Hy's
law criteria.

Change in weight over 41 weeks was similar between the CAB and
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placebo groups.
Health QOutcomes:

A majority of participants receiving CAB rated overall
acceptability of injection as high.

SMSQs results indicated that satisfaction with IM CAB injections
was consistent for the duration of the Injection Phase with a
majority of participants satisfied with CAB treatment.

Pharmacokinetics:

CAB 800 mg Q12W did not achieve target trough concentrations
in male participants.

CAB LA 600 mg Q8W achieved target trough concentrations in
both male and female participants.

Apparent half-life was approximately 6.5 to 7 weeks in males and
8 to 9 weeks in females.

CAB was quantifiable in 11 to 17% of male participants and 37 to
42% of female participants 1.5 years following final injections

Applicant (registration certificate holder)

\
Cao Cl’\c:,\_\\
(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 }




3Birt nmpo kainivHe BuNpOGyBanus - 27
Bunpo6ysanus ID-201103

1. Hazpa nikapcrkoro 3aco6y (3a HasBHOCTI - HoMep peecTpanifHoro

NOCBLAYEHHS)
2. 3a7BHUK BiiB Xenckep FOK Jlimitex
3. BupoGuux Bupofuunreo Heposdacoranoro npoaykry, NepBHHHE Ta BTOPHHHE

UAKYBIHHS, KOHTPOJIb IKOCTi TOTOBOTO MPOAYKTY, BANYCK cepii
['naxco Onepeitmac FOK JliMiten, mo Bexe QisupRicTs g% [IAKCO Bemwtkom
Onepeiimuc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome
Operations)

Xapumip Poyn, Bapuapn Kacta, DL12 8DT / Harmire Road, Barnard Castle,
DL12 8DT, Benuka Bpuranis

Crepunizanis (ramma-onpominenns A®I Ta rorooro NpPOAYKTY)
Crepirenixe Benerig (Pmuopye) CA (Cotepa Xenc Kamnani) / Sterigenics
Belgium (Fleurus) SA (A Sotera Health Company)

3oninr Iunactpiens, Asento ae 1°Ecnepatc, ®nropyc, 6220 / Zoning Industriel,
Avenue de 1’Espérance Fleurus, 6220

beneria

4. IIpoBeneHi nocnimrenns:

v’ TaK Hi, AKIIO Hi, 06TpyHTYiiTE

1) Tun nikapcekoro 3acofy, 3a sxuM mposoapnacs abo [NAaHYEThCA
peecTpatlis

JlikapchkHit 3aci6 32 MOBHHM H0oChe (ABTOHOMHE AOCDE), IHIIHMER JKapChKHi
3acib, HoBa Mitoya peyoBHHA.

5. Tlobna Hasea KITHIYHOrO BUNPOOYBaHHA, KONOBaHHiL HOMED KJIIHIYHOrO
BMOpOOYBaHHA

Jlocnimxenns dasu ITa 3 ouinke Gesnexu, nepeHoCUMOCTi Ta bapMaKoKiHETHKU
ITOCTLKYBAHOTO IH'€KLi#HOrO iHribiTopy BlI-interpasu GSK1265744 y
HeindixoBanux BIJI qonosikis Ta xisok, nocnimkenss 201103.

6. Maza KNiHIYHOTO BUIPOOYBaHH:

Daza 2a

7. [lepion wiiHivHOrO BUNpo6yBaHHs

3 [09 mororo 2015] - [13 nunug 2018]

8. Kpailin, B KIX NPOBOIMIIOCS KIiHIUHE BUIPOGYBaHHS

bpasunid, xpaitu Adpuku Ha niBgens sin Caxapu, CLIA

9. Kinpkicts nociiukysanux

sara”opano: 200
(axTHYHa KiTEKiCTH cy6'ekTiB mocmimxenns: 200

10. Merta Ta pTOpuuHi 1ini winiuROro BHNpPOGYBaHHT

TTepprumi:

*  Ouinurn Gesnexy Ta nepeHocuMicTs nipenapaty GSK 1265744

(kaborerpasip, CAB) npononrosasol in'exiitaol CYCHEH3IT ;uid iH'ekLiil




npostonrosanoi ail (CAB LA) (mosza 800 Mr, 110 BEOZHTECH B 3 TOUKH-3
iHTepBanoM y 12 Tixuis) no 41-ro TikHs y Heindikosanux BIJI
YOJIOBIKIB Ta MiHOK

¢ Oninutu Gesnexy Ta nepeHocHMicTs npenapaty CAB LA (yio3a 600 mr,
110 BBOJHTECH Y 2 TOUKAaX 3 IHTEPBANOM 4 TIDKHI, a OTIM y 3 Toukax 3
inTepBanoM 8 TiDKHIB) 110 41-ro TioKHS y Heindikopauux BLI gonopikis
Ta XKIHOK

BropuaHi:

[IpumiTka: JIn y4acHMKIB, AKi 3aBEPIIHIM AOCII/IKEHHsS a60 3aNMHIUMIHCS B
TOCIIIKEHH], ajIe He IIOrOAMNIKCA Ha JONATKOBI BisHTH, onmcani B JIHCTI mpo
BHeceHHs1 3MiH Ne 3 no Bepcii 3.0 nmpoTokony, TpHBaNICTE CIIOCTEPEXKEHHS
CTAHOBHJIA 52 TIDKHI ITic/Id OCTaHHEOT iH'ekil. JIIa YYaCHHKIR, AKI 3aMHITHIHCS
B JOCHI/DKCHHI Ta IIOTOIMIKCA Ha JOAATKOB] Bi3HTH, onucani B JIvucTi nipo
BHECEHHSA 3MiH, TPHBANLICTE 52 THOKHIB CIIOCTEPEKEHHS IiC/IA OCTaHHBOT iH'ekii
Oyna aminena Ha 76 TIDKHIB CIOCTEPEIKEHHS i OCTAHHBOT iH'eKIIfT.

®  Ouinutn 6e3neky Ta mepeHocumicrs CAB (wonenni nepopaipHi Ta
iH'exIiiHI npenaparty TpuBanol Ail) npotaroM 52 (abo 76) TikHIB
CIIOCTEPEKERHA MICNE OCTAHHBOT iH'eKUii (KOXKHA KOTrOpTa aHA3yeThes
OKPEMO)

®  Ouninuty Ce3nexy Ta nepeHocuUMicTs nepopansrux CAB 3 0-ro no 5-it
THXACHD

*  Ouinuru papmarokinetaxy ( PK ) CAB, mo BBoaMBCs B 3 YaCOBHX TOUKAX
y Buraat 800 Mr BHYTpIITHEOM'130B0 KOXHi 12 TROKHIB mIpoTsaroM 52 (aGo
76) THKHIB CHOCTEPEKEHHS [TiCI OCTRHHEOT 1K' EKIIiT

®  Ominurn PK CAB, 1110 BBOAUTBCS ¥ 5 YaCOBHX TOUKax y BHOLAAI 600 Mr
BHYTPIllIHEOBEHHO Y 2 9aCOBHX TOYKAX KOXHI 4 THXHI, 4 TIOTIM y 3 yacopux]
TOYKAX KOXHI 8 TIXKHIB TpoTAroM 52 (abo 76) THXHIB CrIOCTepekeHHs
MICIA OCTAHHBOT IH'EKILT

e Ouinnta qudepenniiiopanuit PK CAB B yuacHuKiB 3a BikoM, CTaTTIO OpH
HApOMKEeHHI, Pacol0, €THIYHOI NMPHHAJICHKHICTIO, BATOI0, IHAEKCOM MacH
tina { BMI) ta crarycoM Kypinnas




e  Ouniuith npuiiraTHICTS iH'exiiil CAB

©  Ouizuty Bruve CAB Ha pH3HKOBaHY CeKCyalbHy NOBEAIHKY 33 3MiHAMH,
110 BIAOYIHCA 3 MOMEHTY 3apaXyBaHHA 0 NPOTPaMH NPOTATOM Mepiomy
LOCILIKEHHA

*  Ouinnru piseHs 3axsoproBaHocTi Ha BUI Ta pe3UCTEHTHICTE 10
AHTHPETPOBIPYCHMX NpenapaTiB B y4acHHKIB, Axi ingikyeamica BIJI mixg
qac JOCiIKeHHS

*  Ouinutu 6eznexy, nepeHocumicts ta PK CAB y migrpyni skinok, sxi
3aCTOCOBYBAIH FOPMOHANEH] KOHTPALIEIITHBH

I1. Auzaity KIiHiYHOrO BUNpoOyBaHHs

e 6yno pannoMizoBaHe, GaraToleHTpoBe, 2-piBHEBE, MONBiiHe Ciille
nocmimxeHHs Gasy 2a 3 BuBYerHA Oesnexy, nepeHocumocti, PK ta
npuiiusatHocTi CAB. Binnosinni yuacHuk# Synu posnoaineni a 2 KOrOPTH Ta
posnouany ¢asy riepopansHoro seesieHHs ( OLI), B gxiif Bonw 6ynu
paHAOMi30BaHI U1 LIOACHHOro npHiioMy nepopaisHoro CAB (30 Mr Ta6nerok)
ab0 BIMOBINHOrO [U1aLe60 MPOTAroM 4 TIKHIB (11 OLHKH Ge3eKH Ta
nepeHocuMocTi niepen npritomom CAB LA), micns yoro poznouascs 1-
TIDKHEBHH nepiof BHBeAeHHS Mepen npuitomom CAB LA. [Ticns ocraTounux
plaboparoprux ouitok Gesnexu ¢asi OLI yuacHuku nepeiiuuin y dasy in'exniit
Ta orpumany in'exkiii CAB abo nnaneo y 3 Totukax 3 inTepsajioM y 12 THXHIB ¥
koropTi 1 Ta y 5 Toukax 3 inTepBanoM y 4 a 8 TikHiE y KoropTi 2.

Yci ygacHuku npofinmy TectyBanss Ha BIJI 3 1o- Ta micnarecroBum
KOHCYJIbTYBaHHAM, & TAKOK OTPHMANIH KOHCYJIETAUIl (00 3MCHINECHHS PH3HKIB
Ta [IPEe3ePBATHRH i TyOpHKAHTH.

3a yJacHMKaMM rpyIIH aKTHBHOTO NIpeapaty crocTepirany npotarom 52 (abo
76) Tioknis (12 abo 18 MicaAniB) mics ocTanmbol iH'ekwii. 3a yuacHHKaMu TpyIH
natienTis, AKi OTPUMYIOTE Ianebo criocrepiranu 1o 52 (abo 76) TwxHiB mica
OCTaHHBOI iH'exuif a00 10 3aBePIICHHA BI3UTY OCTAHHLOI'0 YHACHHUKA TPYITH
AKTHBHOrO JOCIIIKyBaHoTo npenapary Koropru 2 na 41-My THKHI, 3aJ1€KHO
BiJl TOTO, IO HACTAHE pPaHillle.

Mn3aiin focaipkeHH Ta cxemMa pangoMizamii KoroprH 1
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Mpyna Wonennui . L.
AocnimxeH nepopankHnii T44LA 600 mr kowni 8 TixuiB nicna
Ha i 744 MICAYHOTO HAaBAHTAKEHHS
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AoCTipreN nglz“::":ie T44LA nnaue6o xoxui 8 TioxuiB nicns
na2(n= | ORISR MICAYROTO HaBAHTAXEHHS
22) u

744 = xaBorerpasip (CAB), W = Tuxaess

MpumiTa: [inA yuackuds, sidl 3aNULIWMC B AOCRITKEHHI | gam roAy Ha AOAATKOBE Bi3WTH, BKNIGYEH [0 JucTa
NPpA BRECEHHS aMTH Ne 3 o sepcii 3.0 npotokony, Gynu Baecesi HACTYRHi 3MiHM B OTRAZ AU3aRiHy AOCTImKEHHA Ta
CXEeMY PaHgOMiaaLji: Ana KoropTH 2, NOUMHEIM 3 B5. 10 THXHS, OHOBNEHMI madik Biantis OyB HACTYDHUM;
TwxpeHs 65, 77, 83, 1011 109,

[lu3aiH JocnigKeHHs Ta cxemMa paHaoMizauil koropTy 2
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Tpyna WoneHuni

ﬂ: ‘:1“('#: e nemgﬂ"“"“ [744LA 800 mr koxni 12 Tuumie

79) 30 mr MMopanewa dasa (xeocToBa haza)
I'pyn? Wogenne

ﬂ:‘;"m"q:e" nepopanske | [T44LA nnaueGo kowwl 12 THwuia

27) nnaye6o

744 = kaGioterpasip (CAB), W = Tnkgetb

[lpumitka: [ina yuachukie, siki sanmwanies & gocniprerHl | aanu 3rony Ha [OAATKCE] BI3UTH, BXNIOUEH fo JucTa
npo ereceHA auik Ne 3 10 sepell 3.0 npoTokony, Gynu BHECEH] HacTyNHE 3MiHM B ormAg AV3aAHY JOCNIANEHHS
Ta cxeMy pangomMisalli: Ans koropTH 1, NouMHEICMM 3 B5-T0 TYORHA, OHoBNERMit rpatik BisuTiE GyB HACTYMHMM:
TikaeHs 65, 77,89, 1077 105.

12. OcHOBHI KpHTepil BKIOYeHHS

OCHOBHMMH KPHUTEPIsAMH BXTIOYEHHS O JOCT TKEHHS OymnH Y0OBIKH Ta JKiHKH




2 HU3BKHM 400 MiRiManbHuM pusukoM iHdixysanus BUI sikom sin 18 o 65
poxig. IIpoTarom ocranHix 12 micauiB (Ha MOMeHT MPOXOIKCHHS CKPHHIHTY)
YHaCHHKH He MAITH JKOJHOIO He3axXHINCHOro aHAIBHOTO 400 BAriHANBHOIC
CexcyansHoro kourakty 3 BlJI-indikoraror ocoboro a6o 0coboio 3 HeBimoMuM
BLJl-cTaTycom; sk0IHOrO BKHBAHHS CTUMYIATOPIB (KoKaiHy [BKIIOYAIOUH KpJK],
MeTambeTaminy abo CTUMYNATOPIB PapMALEBTHUHOTO Kiacy, PH3HAYCHHX He
nixapem) abo BRIXAHHA HITPATIB; BXMBAHHS HE3aKOHHMX IH'CKIiHHIX
HAPKOTHKIB 6Y/IB-IKOTO BHJ; HasBHICTH AiarHosy rouopei ( GC), xnamigiosy (
CT), nepeneceroro cudinicy, GaktepiansHoro ariHosy aGo TPHXOMOHIa3y; He
CinbIle 5 pisHUX CTATEBHX NAPTHEDIB, HE3BAKAIOYH HA BUKOPUCTAHHS 3ac00iB
axucty abo snanns BlJI-cratycy.

13. Hocnimxysanuit mikapcbkuil 3aci6, crocid sacTocyBaHHs, CHIa Aii

CAB Ilepopanenruii, TaGnerky 110 30 mr, HomepH cepiit: 142383137

CAB LA, cycnensis ana in'exuiit, 200 mr/mit, Homepu cepiif: 142383144,
142384451, 152393977

14. TIpenapat nOpiBHAHHSA, 1032, CII0CI6 3aCTOCYBAHHA, CHIA OiT

ILnane6o Ang nopiBHAHKA 3 mepopaibHOkO Tabnetkoro CAB, HomepH cepii:
142383141

[Drane6o CAB in'exuiiina cycriensis, crepunbruii disionoriunmit posunn 0,9%
[u'exutis xnopuny Hatpito, USP 0,9% ¢izionoriunuit posuuH, He 3aCTOCOBYETBCS

15. CymyTHa Tepanis

Jlossoneni npenapaty: Indopmanis mpo saboporeni Ta sacTepesui cymyTHi
npenapard 6yna npescrasiesa B [TociGuuky 3 SSP.

Yei cymyTHi iku/npenapaTi (perenTypHi Ta Ge3penenTypHi), BRI
ambTepPHATHBHI/HOAATKOB] JIiKW/NpenapaTH (HaNpHKIAN, TPABH, BiTaMiHH TOIIO),
ki npuiiManuca nporsroM 30 muiB 10 peectpanii Ta B Gyp-AKHii vac micss
LILOTO MiJ Yac Y9acTi B OCTIMKEHH ], PeeCTPYBAIHCA B KAPTi YYacHHKA
MOCTiKEeHHS Ta Y (opMax 3BiTy npo Bunapok gocnimxenas (CRF). Bxueanns
AJIKOTOMIIO T4 PEKpeallifHEX a60 BYIHUHUX HADKOTHKIB, TIPO AKi NOBITOMIIAB
[yYaCHHK IIiJ 4ac Hocti/ukenns, dikcysanocs nuue B Horo Meanauiii kapTi (i e
BHOCHJIOCH 1O KYPHAITY OOMIKY CYIyTHIX MEIHKAMEHTIB JUIa BITIOYEHHS B Gasy
INAHUX JOCHIZKEHHA).




16. Kpurepii olinkH edextuBHOCT] — - (eKTHBHICTS HE OLIHIOBANACS B LIEOMY IOCHIIKEHHI.

Broprani;

* Pisni mpenapaty CAB y nnasMmi KpoBi y BH3HAuYeH] MOMEHTH yacy michis
xoxHOT iH'eknii CAB LA (nuine 3a Koroproro)

¢ Pieni npenapaty CAB y mnasmi kpoBi y BH3HAYEH] MOMEHTH 4acy micius
xoskHol iH'ekuii CAB LA, cTpatudikosasi 3a Bikom, cTaTTio pu
HaPOKEHHI, PACOIO, ETHIUHOIO TPHHANIXHICTIO, BATOIO, IHIEKCOM MACH
TLIA TA CTATYCOM KypiHHs

17. Kpurepii ouinku 6esnexu TlepprHni:

* Kinuesa Touka Geanekn: BincoTok yuacHHKIB, y SAKUX BHHHKITH Oyne-gKi
KkniHiubi nobivgni peakuii (ITP) 2-ro cTyrens abo Bume Ta nabopaTopHi
BI(XWIICHHS, 110 Ma/T¥ MiCLe 3 MOMEHTY HepIuof iH'ekwii qo 12 THKHis
[iCMA OCTAHHEON iH'eKIii, cepern yuacHuKiB, sxi OTPHMAIH LOOHAHMEeHIIe
1 in'exuiro (mumme daza iH'ekriii).

* Kinnesa Touka TonepanTHoCTi: YacTka ygackuxis, sxi OTPUMATH
mpuHaliMHI | In'eKNiro Ta IPUIMHENIR OTPUMYBATH il'eKIii 10
3aBePLICHHA TOBHOIO Kypcy 3 3 in'exuiii s Koropty 1 Ta 5 in'ekuiit
nis Koroprr 2 yepes HenepeHOCHMICTD id'ektiit (BUnOUatOUH, aje He
0OMEKYIOUHCE, PeaKLiio B Miclli BBe/IcHH), YacTOTY iH'eKITii,
OOTLIVMBICTS TOCIHATIHKHX IpoLienyp aGo 6ynb-axy ITP.

Bropunsni:

* Hactka yyacHuKiB, ki NPHITHHIIH NPUHOM NIEpOpaNBHOTo a6o
IH'eKLUIHHOTO OCHI Ky BAHOTO TIPEIIAPATY 3 IIPHTMH TOKCHYHOCTI,
NEPEHOCHMOCTI 200 NPHITHATHOCTI 110 3aBepiieHHs noBHoT OLI Ta
in'exmiiaoi daz

* YacTka y4acHWKIB, y SKHX IpoTaroM 52 (a6o 76) THKHIB micis
OCTAaHHBOI H'eKUiT BHHMIUTH KITiHiuHi no6idni peakuii 2 crynens a6o
BHIME Ta J1A60paTOpHi BimxmiIeHHs npotaroM 52 (abo 76) THXHIB micms
ocTanmbo] in'exuii (Gesnmexa), a Takox Gymb-aki No6ivH] peawii, mo
IIPU3BENH JI0 NPHIMHCHHA IPHHOMY Ipenapary (IlepeHOCHMICTE)
NpOTAroM cymaphol Tpueanocti ¢asu OLI a iH'ekuiiinol dazn




¢ YacTka y9aCHUKIB, Y SKHX BUHHKIH Knigiugi [IP 2 cTynens aGo BUINE Ta
naboparopHi BigxmieHHA (Oesneka), a Takoxk Oyae-saxi [1P, mo mpussem
1o IPHITHHEHHs IpHitoMy Ipemapary (mepeHocuMicts) y ¢asi OLI ta
nepiozii BUBEEHHS

e BincoTok y4acHHKIB, AKi 62:Kar0Th BUKOPHCTOBYBATH iH €KII1HHHI 3aci0,
TAKUi K JOCIiLKyBaHUi npenapar, Lt npodinakruke BLI-indexmii B
MaitOyTHROMY

e 3miHa BiZ MOYATKY Y4YacTi B IOCHIIDKCHHI CAMO3BITIB IIPO CEKCYaNbHY
HOBEAIHKY (KINBKICTE CEKCYaNbHHX TIAPTHEPIB, EMi30/IH HE3aX MITIEHHX
aHaJIPHHX Ta/a00 BariHaJIbHUX CTATEBHX KOHTAKTIE) MPOTArOM Iepiony
JOCIIJUKEHHS 34 JOMOMOTOK CTAHIAPTH30BAHOIO IHCTPYMEHTY OUIHKH
(e B cyKymHOCTI)

e KinexicTe Bunagkis ingixysanss BIJI mpoTaroM nepiony JoCnimKeHs,
B TOMY YUCIi 3 BHHAKHEHHAM p63}ICT6HTHOCTi A0 J'IiK}’BaHHH

» UacTka y4acHMIb, AKi 3aCTOCOBYIOTH iH'eKIiFHI TOPMOHANBHI
KOHTPALIENTHBHY, SKi JOCATIN KiHIeBOi TOUKH De3nekH abo
TIePEeHOCHMOCTI, AK BH3HAYEHO BHIE

18. CratHcTiuni MeTOoOH

Bei yuacHHKH, 1Ki 0TPHMANH NpHHaiivMui 1 in'ekniio, B3sUIH y4acTs y IEPBHHHUX
aHalizax. besneka Ta TOMepaHTHICTH Oy MPOAHATIZ0BAH] IS KOKHOI KOTOPTH
Ta B CYKYIIHOCTI.

32 HeOOXigHOCTI BHKOPHCTAHHA OMMUCOBOI CTATHCTHKH 1A OLIIHKH TPYTIOBHX
XapaKTepHCTHK abo BiMMiHHOCTEH RUKOPHCTORYBATHCT TAKI METOMH: [UIL
KATEropianbHUX 3MIHHUX - KIMBKICTH i BIICOTOK Y KOXKHIH KaTeropil; mut
HellepepBHUX 3MIHHHX - CEPENHE 3HAUCHHSA, MeliaHa, CTAHAAPTHE BiXHISHHS
(SD), kapTuni Ta Aiama’oH (MiHIMATEHMI, MAXCHMANLHHIA).
BHYTpUIHEOTPYIIOBY OLIHKY 3MiH Bifi 6a30BOro BUMIPIOBAHHS [0 HACTYITHOTO
BHUMIDIOBAHHS NPOBOMKIIH 3a JomoMorom Teety Mak-Hemapa (s
KaTeropialbHHX 3MiHHHX BIIIOBIAL) 200 mapHOTo t-KpHTEPIiro YH KPHTEPito
sHakiB Binkokcona (s GesnepepBHMX 3MIHHEX). 3a HeoOXimHOCTI
BHKOPHCTAHHA QOPMANEHOIO TECTYBAaHHA UM OLIHKM BIAMIHHOCTEH MK
[y2aCHHKAMHM IDYIIH MALEHTIB, AKi OTPUMYIOTH ILIalet0 Ta yIaCHHKAMH TPYITH
CADB BHKOPHCTOBYBAITH TaKi METO/IH: A OIHOMIaNbHUX 3MIHHHX BignoBixi -
KPHTEPIil Xi-KBanpar Ta NOTicTHYHY perpeciio (a0 TOYHI METOH TECTYBAHH);
JL1 HEeNePEPBHUX 3MIHHHX - t-TECTH Ta NiHiiHY perpecito ab0 HemapaMeTpHUHI




METOIH, AKIIC AaHi OyITH HeHOPMOBAHHMH.

[lepeunHWit aHanis Gesnexy BKIOYAB KIiHIuHi Ta TaGopaTopHi noxii 2-ro
CTyNeHs abo BHIUE, IO BHHHKJIH Bifl Nieprmof ix'ekuii 10 12 TwkwiB (koropra 1)
200 8 TIKHIB (xoropTa 2) Mmic/is ocTaHHBOT IH'EKIT cepe)] Y4acHHKiB, AKi
oTpHUMAaNH moHaliMenme 1 in'ekiiro. BropuHui aHanisu 6e3neKH BRIIOYaM Te
Came BH3HAYeHH, IO 3acTocoBYBanocs jumre 1o dazu OLI (3 0-ro mo 5-i
TIK/eHb) Ta CyKynHoro nepiony OLI+iH'ekuii+cnoctepercenns cepex
[Y4aCHHKIB, fIKi OTPHMAJIK LOHakMenme | go3y IP.

Ins ouinku nepenocumocti CAB 6yna nanana vactka (3 95% nopipunumu
intepeanamu [Cl]) yaacHukis, ski NpUIMHAIE OTPUMAHHS iH €Ki 10
3aBepIICHHS IOBHOTO Kypey 4epes [P, HenepeHOCHMICTD IH'€KIil, UacToTy
iH'ex11iii abo TArap npoueayp, MOB'13aHUX 3 IH'€KLIAMH, Cepes THX YIaCHHKIE,
skl OTpHMAH MoHaHMese | {H'eK1(if0, 34 KOTOPTOIO T4 FPYIIONO JIKYBaHHL.

Tari npo konnenTpanito-4ac CAB y wia3smi Kposi anamizysamm
HEKOMIapTMEHTHHMH MeTOnaMH. BusHauany iHTusinyansbHi napaMeTpu
M1a3MOBOT KOHIEHTPAL[i /TS KOXKHOTO iHTepBay 103yBaHHA, BKTIOYAIOYH
[LTOLIY TiTl KPMBOIO 3JIEKHOCTI KOHUEHTpAI{ Bl yacy B r1asmi Bin inTeppany
nozysanus (AUCO-1), Cmax, wac mo Cmax (tmax), KOHUEHTpALio B KiHui
inTepBany nosysansa (Ct), yaBHHI Iepion HAIBBUBEAEHHS 3 TEPMIHANBHOL
(asu (t1/2) npu 3acTocyeanui CAB, a TaK0X NOKA3HHK KOHCT2HTH LIBHAKOCTI
BCMOKTYBaHHA (Az), AKINO Lie IO3BOJLUIH JaHi cepell YYACHHKIB TPYIH
mocnimxenns CAB.




|
| 19. lemorpagiyni moxasHuKH 10CITiDKyBaHOT ORI (CTaTh, Bik, paca
|
|

3BezeHi neMorpadiuni XapaKTepHCTHKH HaceTeH S Ge3leK: HaBeIeH] HIbKYe.

Tomo) Tabaans: Koporki nemorpadiqni xapakrepneruku (6eameqire
NACEJIeHHA)
.| {lemorpachiuHi XapakTepuCTHKU 3aranom
CAB MNnauebo
{n=151) {N=48)
BiK (pokie)
CepepHe 3Havenns {SD) 32,8(11,38) 35,4 (10,96)
Menizna 30,0 34,0
MiHiMyM, MaKCHMyM 18,62 20,61
Crarb, n (%)
Honosiku 51(33,8) 16(33,3)
PKiHowa 100(66,2) 32 (66,7)
Paca, n (%)
UaTuHoaMepuKkaHchKa 36(23,8) 11(22,9)
Heicnanomosni Asiatn 32,00 2{4.2)
HeicnanomosHi Yoprokipi 64(42,4) 18 {37,5)
Heicrnasomosni Binolukipi 42(27,8) 12 (25,0
HeicnaHomosti aMiluaHifiHwi 6(4,0) 5{10.4)
ETHIYHA NPUHENEKHICTR, N (%)
lcnauui 36(23,8) 11 (22,9
Heicnanomosii 115(76,2) 37771}
3pict (o)
CepeHe 3Havenus (SD) 166,2(10,80) 165,7 (10,53)
Mepiana 165,0 165,0
MiHiMyn, MaKCHMYM 144 188 145198
Bara (kr)
Cepenue aHa4enHs {SD) 77,85 (19,936) | 78,68{(17,204)
Mepiana 74,75 74,30
IMiHiMym, Makcumym 414, 1473 498 1223
[Hekc MacH Tina (krim?))
Cepapne 3HauerHn (SD) 28,168(6,7744) | 28,733 (6,3005)
Meniana . 26870 26,461
MikiMym, MaKCUMyM 16,47,50,37 20,46,46,03

20. PesysbTaru edexTHBHOCTI

CAB LA 800 Mr Q12W (xoropra 1) He JOCSraB WiNEOBHX KOHIGHTPAIH y
HONOBIKIB-Y4aCHHKIE, IICPEBHIYIOUH 4-KpaTHe 3uadenns PA-IC90 y 28%, 65%
Ta 68% micna in'exmiii 1, 2 Ta 3 Binnosizuo. Konmenrpanii CAB y KOpHTI
nepeBnmyBanH 4x PA-IC90 y 31%, 37% i 30% y4acuuxis 9o10Bi40f cTaTi micms
iH'exiit 1,213 signoeinno npemapary CAB LA 800 mr Q12W ¥ MOCHIDKeHH]
201120 (ECLAIR). AKyMy.TI}ILIlSI cnoc:Teplraﬂaca Y 4oMoBikik 1-1 Koroptu B
(BOMY IOCITIPKSHHI, TOAI SK MiHIMANBHA aKyMYJIAL|sl IPH TOBTOPHOMY




BeaeHHi CAB LA Q12W cnocrepiranacs 8 ECLAIR. 1x BigmiHHicTB
[Y3rOLKYETHCH 3 HOBLUIBHIIIIM BCMOKTYBAHHSM B KOTOPTI | IbOT0 NOGHIIKEHHH,
PO IO CBiAYATE Hipkya Cmax i qoBIwii t1/2 NOPIBHAHO 3 HOCTIMKEHHAM
ECLAIR (47,5 i npotu 40 zmis).

CAB LA 800 mr Q12W 3aramoM pocsras LiNBOBHX KOHIEHTPali y MamieHToK
1-i koropru, nepesuiyroun 4-xparue 35adeHss PA-IC90 y 76%, 95% Ta 100%.
Cmax Gyna Hexuoro, a t1/2 gopwuM y xiHok (61,5 axs) DopiBHAHO 3
HONOBIKAMH, IO Y3rOIKYETHCA 3 HOBUTBHIINM BCMOKTYBaHHIM. OnHaK,
BPaXOBYIOUH JaHi CIIOCTEPEKEHD 3a JONOBiKaMH, pexxM Q12W He 6yB
BH3HAHMI NOCTATHIM AN NPpoinakTHKY i He OYB peKOMEHIOBaHHH A
nocitipreHs 3 dasu PrEP.

CAB LA 600 mr Q8W nocsirap ninboBux KOHIEHTPAUiH y YOIOBIKiB Ta KiHOK ¥
Koropri 2. 3okpema, xoHneHtpanii CAB y nepennosi nepepHimyBsanm 4x PA-
[C90 y 80-95% yonosikis Ta 79-100% sxiHok micns 5 in'exuiit. Yepes qoTapu
TIDKHI TTiCNs M04aTKOROT IH'eKLIT Ha 5-My TIDKHI cepe reomerpuyHa [95% JII]
KOHUeHTpauisd npeaosu CAB Ha 9-My Tikui 6yia BUIIOK y JOMOBIKIB
IOPiBHAHO 3 >kiHKAaMH. X04a KOHUEHTpALii NPeIo3H y HooBIKiB s ig'exuiit 2
i 3 3HM3HIIMCS NOPIBHAHO 3 {H'eKNi€0 1, CepenHa reoMeTpHYna KOHIEHTpALiA
rpenosu CAB micnd in'ekwii 5 (41-i Twiaens) Gyna noni6HOO K0 KOHUEHTpALI
micns i'ekuii 1, mo Bixmosimae mocsarneunio cranionapHoro crady. CepenHs
reoMeTpHYHa KoHneHTpania npeaosu CAB spocrana Bif ig'exnii 1 mo in'ekuii 5
pu noBTOpHOMY BBelicHHi CAB LA Q8W y sxinok. O4ueBHuHa TPHBAIICTD
TepMinanbHoi Gasu t1/2 cranosuia 45,5 gHiB | 56,9 apis y Honosikis i xikok y
KOropTi 2 BIANOBIAHO, IO Y3rOMKYETHCA 3 OLiHKaMu t1/2, ki cnocTepiranuca
Koropti 1.

Cim yuacHukis (2 3 Koropta 1, 5 3 Koropr 2) 3 noyaTkoBoio Baroro <50 kr
OCSTIH LINBOBHX KOHUEHTpaUiH. Xoua JFOMH 3 MEHINO Barclo 3a3BHYAlf
AeMOHCTPYIOTE BHINI KOHIenTpanii, BMI B wilt rpyni takox 6yB HHKIHM - BiI
16,5 no 20,3 kr/m2, uxo mop'43aHo 31 [BUAIIEM BCMOKTYBAaHHSM.
[HausinyansHuit t1/2 craHoBHE Bix 13,6 mmst no 90,4 mHA B YIACHHKIB 3 MACOKO
rina <50 kr, HaGMOKAOYHCE 10 HIKHBOT Mexi Aianasory sin 17,5 no 193 iy
Koropri 1 3aramom Ta Bin 13,6 no 241 aua y Koropri 2 3aranom.

Y xoropri 1 xounenTpanii CAB He miznasamca kinbkicHil ouinni y 6insmocri

ACHMKIB 4osi0Bivof cTaTi Ha 77-My TikHi (63%), npubnnsHo gepes | pik micng
My P p




in'exuii 3 (29-i Tknens); i Ha-105-my Tioxni (83%), npubnusHo-yepes 1,5 poky
nicid in'exuii 3. [ing mopieuanms, kouneHTpanii CAB He nigmapamuics
KLIbKICHIH ominIi y 69/83 (83%) na 8 1-My TiokHi, uepes 52 THKHI ichs in'ekyii
3 (29-ii Twxnens) npenapaty CAB LA 800 mr Q12W y wonoBikis-y4acHuKiB
nocimxenss BCLAIR, wo Y3rO[UKYETBCA 3 OB IMBHAKUM BCMOKTYBAHHAM Y
usoMy nocrimxersi. Korrnenrpauii CAB 6yiH 0MHAKOBO PO3MOMLIEHI M
iniarrazonamu LLOQ no <PA-IC90 (41%) i >PA-IC90 (41%) i He minnapamucs
KiNLKiCHOMY BM3HaYeHHIO y MeHIocTi (18%) yyachuus Ha 77-My THKHI; Ha
105-my Tioxni CAB He nignapanycs KiTbKiCHOMY BU3HAYEHHIO ¥ 63% yyacHHITb
KoTOpTH 1.

Y koropri 2 cniocTepirases NpHOIU3HO PIBHHAI POINO/IUT MK YYACHUKAMH 3
KUILKICHHMM NOKasHukaMu (47%: 29% LLOQ no <PA-IC90, 18% >PA-IC90) Ta
HEKUTbKICHIX (53%) korneHTpanili CAB B yuacHukiB 4onoBiuoi cTaTi Ha 77-My
THOKHI, IPHOTAZHO vepes 1 pik micnd in'exii S Ha 33-My Twokui. KoHueHTpanit
CAB He niuiasajaHcs KinbKicHOMY BH3HaUeHHIO Y GinbmocTti (89%) donosikis
Ha 109-my TiokHi, TpEOIH3HO Yepes 1,5 poky micna iv'exuii 5. Komnrtenrpanii
CAB 6ynu xitbkicHo Bu3HaveHi y Ginbrocti (74%: 34% mbx LLOQ mo <PA-
[C90, 40% >PA-IC90) Ta He nignaroTecd KinbkicHii omiHui (26%) yuyacHuIE Ha
77-my TioxHi. Y Ginsmocri (58%) xinok na 109-My Tiokni koHnerTpanii CAB
He IiIaBaTHCS KIBKICHOMY BH3HAYEHHIO,

21. PezynrTaTu Oesnekn

Besnexa

[[epRHEHME aHami3;

1) Besnexa: AHaltiz IepBHHHMX KiHIEBHX TOUOK Ge3NekH BKIOYAB KIIHIYHI
IIP 2-ro crynens abo Bue (KIiHiuHi T2 1abopaTopHi Bigxumenus) 3
MOMEHTY TlepIIoi iH'eknii 10 41-ro TKHA cepes y4acHHKIB, SKi
BMKORATH NpHHaHMHI 1 iH'eKIit0 g yac in'exuiiinol dazu.
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Tabanusa: Xepeuuniii ananiz neGaxannx asum 2-ro cryners aGo puine (rnikivni Ta madoparopui
BLAXHICHHH), IR0 BHHHICHH wioHaliMentie ¥ 5% yqackukis y kowHil 3 rpyn Jgikysanus nig «ac dasu
in'exkuifi (Weppunna nonyaauis/monyaanis Gesoexn in'exuiii)

Saranom Horopta 1 Koropra 2
CAB Mnaygbo CAB Nnayedo CAB MnayeGo
(n=134) {N=43} (N=74) {N=25) {N=60} {N=18)
n (%) n (%) (%) n{%) SHEUSHHA ' (9%) n (%)
BamaHwi TepMin 195% € [e5% C [95% Cf [95% C1] [95% CI] [95% CI)
Gyne-aka NP 2 xnacy 121(30,3) 38(88.4) 64 (86.5) 23(32,0) 57(85,0) 15(83,3)
jabo prwe [B41.942 | [765949] | 07729 | [796,9251 | [750,978 | 07250 | (863,083 | [60.8.942 | 01319
Huprorri knipeHs B4 (47,9) 21(48,8) 29(39,2) 14(56,0) 35(58,3) 7(38,9)
T (HY 3HIDKEHMiT [39.5, 562 [346,632] | >09999 | [269 508 | [37.1.733] 0,1652 457,699 | [203.61.4] 01825
Peatiia y Wl 51(38,1) 1423 25(338) 140) 26{43.3) 0
BBCNEHHA [30,3, 46.5] [0.4,12.1] <0,0001 | [24.0, 45.1) 10,7,18,51 00031 [31,6, 559 [0,17.6] 0.0003
CkoMOpT 8 ONOPHO- 35(26,1) 6(14,0) 14(18.9) 2(16,0) 21{35.0) 2(11,1)
pyxosomy anapari [19.4, 34.1] (6.6, 27.3] 01447 [11.6, 20.3] 64,347 >0,9899 | [24.2 47.6] [31.32.8 0.0760
[Hchexuin BEDXHX 28(20,9) 9(20.9) 11{14,9) 3012,6) 17{28.,3) 6(33,3)
| sHxanbHIX Wnaxie [148.285) | (114,352 | »08099 | (85 247] [4.2.30,9] >0,9999 | [18,5,408) | [163,563 0,7703
Fonoanwi Gins 20(14,9) 409,3) 8(12,2) 3{12,0) 11.(18,3) 1{5,6)
[8.9,21.9) [3.7, 21,6 04480 65,215 | [4.2.300] >0,9999 | [10.6, 29,9] [1,0, 25.8) 0.2764
linomikewis 15(11,2) 37.0) 9{122) 2(8.0) 6(10,0) 1{5,6)
[6.9,17,6] [2.4, 18,6] 0,5679 [6.5, 21,5 [2,2. 25,0 0,7250 147, 20,11 118,258 _[_>09399
[Hazodapurrir 1511.2) 30 A54) 1{4.0) 1(183) 2A11,1)
L' [6.9, 17.6] [24, 18,6] 0.5679 [21,13.1] 07,185 | >0.999% | [106.299] | 631,328 07210
Koeamanis y kposi 13(8,7) AT0) T(9.5) 2(8,0) 6(10.0) 1(56)
nigeuierna [5,8,15.9] 12,4, 13.,6] 0,7643 147,183 22250 | »0.9999 | [4.7,20.1] [1.0,258] | »0,9989
pun 14{10.4) 24,7) 4(54) 2(8,0) 10[16,7) 0
6.3. 16,8 [,3.159] 0,3636 {21,13.1) 2.2, 25,0] 0,6406 93 284] [0,17.6] 0,1052
TABHWERHS KNpROCTE 10 (7.5) 4(9.3) 454} 3(12,0) 6(10,6) 1(58)
Ininas [4.1,43.2) [3.7. 21.6] 0.7469 [2.3.13.1] [4.2.30.0) 0,3643 [4.7, 20,1] [1.0, 25,8] >0,9999
[acTpogHTEDHT 10(7,5} 2A47) 5(6.8) 288 5(8,3) [
141,132 [i,3. 15.5) 0.7330 29,149 [22.250] .| _>09999 | [3.6,18,1] [0.17.6] 0,5842
[KoH'onieiT 10(7.5) 12.3) 0,2957 5(68) 1{3,0) >6,9939 5(8,3) [i 05842




Jaranem KeropTa 1 Keropta 2
CAB Mnauetic CAR NMnauebo CAB Mnayeo
(:_" (1':){’ t:‘ ﬂ?):l P+SHANGHHA tl’:::ﬁ‘;] (:-Dz‘? PIHAYCHER (:;5‘(;] (I':;? P-INA4EHNA
[‘sranawidh Tepuin 5% Cq )] )| [95% &) [85% €1 [35% 1
[4.4, 133 o, 1211 R9. 148 _| 07,195 136, 16.1] 0174
ot 107.5) 123 5(68} L{40) 583 ]
[8.1. 132 4,124 | 02887 129,149 7188 | 09580 36181 pA7g 0.5842
[Kpsamaxhoodoniiaa ipoel 537} S11,5) 3{41) 20 2(33) 2119)
[1,6,84 51,245 | 00544 14113 42308 | o672 [0.9, 11,4 31,328 0,2063
FpREITHT B(5,0) 2A47) 5{6:8) 2(80) 3[50) 1]
B, 1.3 3155 | >09999 29, 149 22250 | 099 17,139 [0.17.6) 0,999
Bucn 9B} 1(23) 5(68) 1{40) 457 0
136, 123 [0.4,12.1 04546 e8| ©0ri19y >0,099 (26,159 [0,17.6] $5682
restiTansiat K0 759 123 6(8,1) 0 11,7 1(55)
126, 10.4 04,121 06815 139,156 013.3 0315 03,89 119,258 04106
[Cneprnikesin §(4.5) 240 34 1{4,0) 3(5.0) 1(58)
_[2.1,94] 11,3, 155 0,995 1,4,11.3 [0.7.19.9 >899 [1.7,13.7] [1,0. 258 0,939
[Cretyan 152) 1(23) 4{54) 1{40} 3(50) 0
26,104 0.4, 12,1) 06815 [2.1,13.1] R7.18.8 | 050 [17.137] {0.17.6 0,999
[Buaroren wac Tirm 3.0 3019 5{6.8) 2(80) 0 158}
[16, 84 24,185 | 04082 28,145 | 22250 | -09908 P50 18254 02308
Ew 537 {47 1054 1{49) 46T) 1(58)
[L6.84] [1.3 1558 0ETT? 102,73 [07, 185 04432 [26, 155 [0, 25.8) 50,9989
Sl B wiooTE 6{45) 1] 34,1 0 350 0
21,941 [08.2] 03380 14,113 03y 05635 [17,137] 0178 959
SiripySi OBZHE 6{4.5) ] 5(6:8) 0 11.7) [
i 121,84 8.2 03380 129, 14.9] 0033 035 [0.3,89] [WREE: ] 20,9989
5 32.2) 247) 1{14) 1[40) 2{33) 1036)
[0.8.64 13155 | 05962 0273 (07,195 | 032 [09,11,4] [12.258 05502
jenpocis. 0.7 30 1{14) 1040 0 2(11,1)
pret | pawe | oo 0273 | jor15 | oem 8.9 1,328 0058
Jaranosl Koropia 1 Koropra 2
CAB Mnayeto CAB Nnayeso cAB Mnayeto
(r:;:i‘) (:—r::’ P-IHa%EHHA (:" ;‘? (:‘—‘:;? P-3HAYCHHA (:::(;? (:[::l F-3EANEHHA
JBaxantd Tepuin 195% €1 [85% ¢1) [95% C1) [LERTE)] [g5% C1j [$5% ¢
rotm 215 247 2{27) 148 [} 1{58)
104,53 [13 155 02486 pi.e3 07,185 8999 06 0} [10. 5.8 02308
SeaTeaned barin a7 123) tn 1(56)
[01.4.1 j0d 121 04279 0 0 — 03,89 [10, 258 04106
Mapayarud 2pTeplansHm %15 #23) 1{14) [] 10,7} 168
ek [0.4.53 [04,32.1 05583 27,3 kx| »(0,9938 [0.3.89 [1.0, 25,8} 0,4106
i 5 LIGHG MaTiH 0 123) 0 1{56)
[p.2.8) 04,129 | 02420 0 0 — [0.6.0) {1258 0,208
jCoricits [] 123 0 156
2.5 ©4120 | 02420 [ o — 0,5.0] [10.258 02308
SWIHE BYX0 0 1123} [ 156}
10.2.8 B412.0 | &2 0 0 —- [0.6.0) 110,259 02308
GHHA IBHA e o moGiKy 107 1{23) 1{1.4) 0 [] 1 (58)
Ri141 104,121 04778 02,713 [0.13.5 etk 6.0 [1.0, 258 10,2308
Mznapia [ 1{23 [ 1(56)
[0.2.8] 04, 121] 02425 0 0 - 06.0] [10.258 02X8
baxrepy ¥ cepeyTi oTw| [} 123 (1] 1(56)
[o2.81 04 121 0242 0 0 — @60 | [10.758 0,208
b ] 1423 0 1{56}
P28 04 12,1 02429 ] a — [06.0] 11.6,258] 07308
(Weipxaed abicyec 10.7) 1{23) 1{14) [} 0 1456
[0.1.4.9) [0.4,121) 04279 0273 0,133 09939 06.0 11.0.25.9 0208 |
TIDHUITI Y 313U CHHOTY BE2SIHO KMBICT Yoo, Aapasiiarin 0o KIxHO! IPYTM foch| 5% Tl A7t 060% Py¥ AR By7i-+20l NP Ta (TP 33 KuD 8 K200 CHETERS B,
gprovie Ta ISR, emop YICHA METOY ORI Binbecsa, P- pizony M 2 rpyraans sEyBaHHR AR ECRHON [TP 260 1SR posparcayBar 3a AoNCiorte
TONHORD KpUTEpko Piuepa, Hisaom $HOpMarbia Nonpanol fr ogr
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2) TonepantHicts: Jina oninku neperocumocti CAB min yac in'ekmiiiHot
{basu owirroBamy vacTky (3 95% CI) ygacHHKIB, JKi IPHIMEIIH HpUitom
in'ek1iil N0 3aBEPIIEHHS TOBHOTO KYPCY 3 IPHYMH TOKCHYHOCTI,
NepeHOCHMOCTI a60 MPUIAHATHOCTI, 3aJIeXKHO BiX OCHOBHOT IPHYMHH
NPHITHHEHHS IPHHOMY AOCHIIAYBaHOTO JiKapebkoro 3acofy. Jo
3aBEpUIECHHA NOBHOI iH'ekwiiinoT (azu 11/134 (8,2%) yyacHHKIB IpyIH
nikypanHsd CAB NpHIHHIIM OPHIHOM OCTIIDKYBAHOTO IIPETapary 3
IPHYHH TOKCHYHOCTI, IEpeHocHMOocTi ab0 IpHAHATHOCTI TIOPIBHAHO 3
2/43 (4,7%) yuacHuKkaMu rpynd miane6o; g pisHuus He 6yna
CTATHCTHYHO 3Hauyowo (p=0,737)

[Mobiani peakitii:

binpimicTs yyacHHKIB B 060X Ipynax nikysaHa Manu moHatiMerme 1 TP na
oni nixyparms (147/150 [97%] y rpyni CAB; 48/48 [100%)] y rpymi roraue6o).
3aranom, HalfyacTime MOBITOMILUIOCS PO Taki HeGaxaHi ABHINA Ha Qoni
TiKYBaHHA B 060X IpymIax, SK 3HHKEHHS HUPKOBOTO KAIpeHcy KpeaTuHiHy (49%
y rpyni CAB; 46% y rpymi wiane6o), MioBHIEHHs PiBHA [IIOKO3H B kposi (38%
v tpyni CAB; 48% y rpyni nmane6o) ta ronosuuit 6ine (38% y rpyni CAB; 29%
[y rpyni miane6o). Binbima yacTka yuacHuKiB y rpymi jikysanns CAB Binmgysamu
SMBHINA, TTOB'A3aHI 3 MICIIEM BBCIEHHS, BIUTOYAOYH OiNb y Micli BReneHHs (80%
rpyna CAB; 25% rpyna mmaneb6o), yminsHenns (16% rpyna CAB; 2% rpyna
ruiane6o), crrni (13% rpyna CAB; 4% rpyma wiaue6o), nabpsax (7% rpymna
CAB; 0% rpyna mnanefo), eputemy (7% rpyna CAB; 0% rpyna miane6o) Ta
mipexcito (6% rpyna CAB; 0 rpymna nnane6o).

He nos'szani 3 npenapatamu ISR I1P Ha doxni nikysauus eHHAKI Y 118/151
(78%) yuacumka B rpyni nixyBanHs CAB nopisusso 3 38/48 (79%) ydacHuxaMu
B rpymi miarie6o. HaligacTimre moBimoM/Isiocs 1po He nop's3aHi 3 penapaToM
ISR neGakaHi ABMImIa, Taki sk TonOBHHMH 61k (34/151 [23%] yuacHuKiB) Ta
SHIDKEHHS HHPKOBOTO KiIipency kpeaTHHiHY (33/151 [22%] y9acHukiB) y rpymi
rikyBanHa CAB Ta 3HIDKEHH HHPKOBOTO KIipeHey kpeatuniny (12/48 [25%]
yY9ACHHUKIB) | SHIDKEHHS pisHa GikapGoHaty B kpoBi (9/48 [19%] yuacHuKiB) y
rpyIi mwanebo.

BaranoM, y 18 yuacuukis rpymi mikyeaHust CAB ta 2 yuacHHKIB rpymH nnane6o
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|prHIK10-]- a60-6imsie FIP, ski npu3seH 1o BigMiny abe-0CTATOYHOTO. -
{IPHIMHEHHA TPHHOMY JOCTIDKyBaHOro npenapary. ¥ rpyni gikysaras CAB 6

0Ci6 BIAMOBHIMCH BiX| JliKyBaHHS yepes [TP 1mix uac dazu OLIL, 11 - nix uac dazu
ie'exuid i 1 - min wac gasu «xeoctar. V rpyni miane6o 2 nauieRTH BiIMOBHINCS
BiM JTiKyBama gepes TIP nix vac in'exniitHol gazm.

[IpoTsarom mepiomy nikysaHHs y 13 yyacrHuxis MK 14 HeGaKaHHX SRHI
(yei 6ynu CIL), mpo sxi Gyno noBimomiieno y riznin Gezmexn RSC CHIOy (11
yIaCHHKIB y rpymi nikysanns CAB; 2 yuacHHKH y rpyni miane6o). Jociinguk
BRAXAB, IO Apa CI1S] (3ar1aMopovieHHA Ta BTpaTa Yy TMBOCTI ¥ BEPXHIX
KIHLIBKAX) TI0B'13aH1 3 IPHITOMOM JOCIIHKYBAHOTO JIIKAPCHKOTO 3aco0y.

[SR 2 crynens abo suine yactine 3yctpiganucs B rpymi mikysanus CAB (38%
TOPIBHARO 3 2% yuacHHKIB y rpymi mwianeGo) min gac hasu in'exiii i Oynu
CAMHUM CTATHCTHYHO AOCTOBIpHO Ginpmr mommpernm TP mopiBHSAHO 3 IpymIow
mnaneGo (p<0,0001). Bitsmicrs ISR Gysu 1-ro abo 2-ro crymers; 2 YYIaCHHUKH
BindyBam 6inb 8ig ISR 3-ro crynens. He 6yio sxonsoro ISR 4-ro KI1acy.
[H'ekuii pinxo npesBomuns no aberunentii (1 yaacank Koroprs 1 BIIMOBHBC,
[OCHABLIHCE Ha OUTb y MicIli BBe/IeHH). 3 4acoM KiNbKicTh BHMAOKies ISR
SMEHIIMITACH,

PesympTaTi 1aGOpaTOPHUX i KIIHIYHIX IOCTITKEHE:

Baranom, GinbIricTh aHOMANBHIX KIHIKO-Ha00pPaTOPHHX TOKA3HUKIB y Ipymi
mikysaHHa CAB 6ymu 1-ro a6o 2-ro cTyneHis, a yacrora TabopaTopHIX
[I0Ka3HHKIB 3-T0 260 4-r0 cTynenis Gyna HU3RKOK. Vi BiIxMIeHHs B
GioxiMiTHIX MoKa3HUKax neditky 6y 1 a60 2 CTyneHs, 2a BHHATKOM 2
mizuers ALT 3 erynens (1 yuaciux y rpyni CAB i 1 yuacaux y rpymi
mane6o) 1 1 nineamernss AST 3 crynens B rpyni wianeGo. Kiniumo SHAYYIIHX
cymyThix miaeuieHs ALT ta 6inipy6iny (sunanxis, mo BinmoBimaoTs sakoHy
I"1) mpoTsroM mepiofy KocnimkenHs He Gyi0 BilzHaYeHO.

Pe3vbTaTH Js 3M0poR's

Binpmicts yaachukies rpyn CAB Ta miane6o OliHWIM 3aransHy IPHEHATHICTS
iH'eKIIiH 32 IONOMOTOO 1yHKTY «IIpHiHATHICTS v mojansIoMy» Ha 5 abo 6

Ganie (5 = ckopilue srofen, 6 = NOBHICTIO 3rofeH) B 06ox KOTOpTax 1poro




IMOCTiKEeHHA. - - - - . . .. .

3a710BONIEHICTE OUIHIOBAIH CAMOCTIHHO 33 JOTIOMOTOIO OIIHTYBRILHHKA
BafoBoNIeHoCT AikyBaHHAM (SMSQ). V rpyni nikysanna CAB sanosonenicts
[TOCTIMACYBaHKHM MpeliapaTtoM Gyia 0qHAKOBOIO POTAroM yoiel (asu iH'ekuiit 3
AHAIOTYHHMM 3araiTbBHMH [IOKa3HHKaMK. Ha BCIX YacOBHX TOYKAX OL(HIOBAHHA
OinpIlicTh yHacHUKIB Gy/nH 32a50BOJIEH] aclleKTaMH npHitoMy Ak ruianebo, Tax i
CAB npenapariB Ta X 3aCTOCYBaHHAM.

22. BHCHOBOK (3aKTIOYeHHS)

Gesmerca:

ITin vac dbasu BeeneHns in'exnii, TP Bix 2 mo 4 cTyneHs BUHHKAIH 3
OINHAKOBOIO YACTOTOK y rpynax nikysanus CAB Ta mnauebo; peaknii y
Micii BRefeHHs 6ynu ¢xunumu [P, ski yacTime sunHkany y rpymi
aixysanns CAB (p<0,0001).

In'exuii CAB nobpe nepeHocHAKCA, & MOGIYHI peakuil OyiH, 1K
npaBuIIo, NerkumH. bine y micui in'exuii 6ys naituacritupm ISR (90%
y4acHHKIB y rpymi sikyrasua CAB); onnak, ISR npussogunu no
He3HA4HOT KiNBKOCTI BiIMOB Bin JikyBaHH#A (<1%).

3aranom, CAB LA nobpe nepeHocHBCs NPOTATOM nepiony NikyBaHHA 3
HEBENHKOIO KiJIbKICTIO BUNAAKiB BiaminK npenaparty. IToxii, He
nos'a3aHi 3 npenaparamu ISR, BUHHKaNH 3 0MHAKOBOIO 4ACTOTOIO B 060X
rpynax jikysanus (rpyna nixysanus CAB - 78%; rpyna mnaue6o -
79%).

V nebGaratbox y4acHHKIB rpymnH nikysanHa CAB po3BuiynHcs
nafoparopHi BinxunexHs 2-ro crynexs afo pawe. [TinBuineH s
nabopatopuux nokasHukis ALT, AST, Ginipy6iny, KpeaTHHKiHA3M,
ninasu Ta Helitpodinis Oyiu nepepaxuo 1-ro abo 2-ro cTynews, i ue
¥ KiTBKOX YYacHHKIB B 060X rpynax cnocrepiranocs migBHIIEHHS 3-r0
a60 4-ro crynens. He 6ymo nabopaTopHuX BiIXMIIEHb IEYiHKOBHX
TIOKa3HHMKIB 4-T0 CTYNIEHA T2 BHNAJKIB, N0 BiAMOBinanu 6 kpurepism
3axoHy I'i.

3MiHa Bary 2a 4] TwxneHs Oyima noaiGHo Mix rpynamu CAB Ta
nareGo.

IPeay.nb"raTu JUIA 370POB'S:




Binbuicts yuacuukis, siki orpumysanu CAB, ouinuiu saransHy
NPUHHATHICTB IH'EKLIH AK BUCOKY.

Pesynbratn SMSQ nokasaiu, mo 3agosonenicts in'ekuismu IM CAB
Oyna crabinbHOIO npotsrom yciel in'exuiiinoi dasm, i GinbricTs
y4acHuKiB Oynn 3anoBosieni nikyeanuam CAB.

DapmakokiHeTHKA:

CAB 800 mMr Q12W He nocsrae LiJIbOBHX KOHUEHTpALLiii B y4aCHHKIB
4OJIOBI4O1 CTATI.

CAB LA 600 mr Q8W nocsras HinsoBHX KOHLIEHTpPaLii K y YOJIOBIKiB,
TaK 1y KiHOK.

VaBHuii nepioq HaniBBHBEICHHS CTAHOBUB NMPUOIH3HO 6,5-7 THKHIB y
4OOBIKIB 1 8-9 THKHIB y KIHOK.

CAB 6ys kinbkicHO BusHa4ueHHi y 11-17% gonosikie Ta 37-42% xkiHok
yepes 1,5 poky micis oCTaHHBOT iH'eKILiT

3asBHUK (BIIACHUK PEECTPALIIHHOIO MOCBIAYEHHS)

(nianumc)

Kapen I'peiitkep (Karen Grainger)

Bine-npesuaent, KepiBHuk Bi/1ily HOpMATHBHO-IPABOBOTO PETYJTIOBAHHS
BiiB Xenckep (ViiV Healthcare)
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Ilepexnan BuKonaB:

Meneukep 3 peryaTOpHUX HMTaHb Ta peecTpallii
TOB I'makcoCmitKnaiin ®apmacbioTikanc Ykpaina
Mapunsko Jlroagmuna




