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

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

RETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Priory Street, Ware, SG12 0DJ

United Kingdom

Primary and secondary packaging, Quality control and Batch release
Glaxo Wellcome S.A.

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4, Studies conducted:

v yes no if no, please justify

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

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

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

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

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)

6. Phase of clinical trial

Phase 2b




O

from [28 April2014] — [05December2019]
USA, Canada, Spain, France, Germany

7. Period of clinical trial

8. Countries, where clinical trial has been conducted

9. 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.




e 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.

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

e 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.
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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]).

* 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).

o 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 my tablets; 34 @blets per botfle 132379467
142380101
142382219
142384489

CABLA 200 mg/mL injectable suspension; 2 mL ger vial 142380750
142381404
142383386
142384888
142387406
RPV 25 mg lablets; 30 tablets par hottla BCLs401
FCLE400
RPV LA 300 mg/mL injectable suspension; 2 mL per vial 13J211G001
14D22/G001
ABCATC 600 mg ABC/300 mg 3TC FDC tablefs; 30 tablets | R642020
per bottle R64201%
RE42016
RE67894
RE68770
RE67507
RE67906
RE38541
RE635615
R685593
R635614
R636791

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

INA

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 I[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 c/mL at
Maintenance Week 32 based on ITT-ME population using the

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

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

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




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

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

e 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.

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

o 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.

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

» 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. Sta_tistical 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:

e Null Hypothesis (H0): Response rate for CAB LA plus RPV LA
two-drug regimen <CAB plus ABC/3TC -10%

e Alternative Hypothesis (H1): 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
each 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 I
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.

Incorporation 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 trial utilized a Beta (23, 2)
distribution with the mean response rate being 92%, with 97.5th percentile
of 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 IP. 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
[M 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 PDVF. 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 Q4W)
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
>00% 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
early 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 30 mg
N=309
Age {yrs)
Mean 36.6
Standard Deviation (SD) 10.39
Median 35.0
Min 19
Max 64
Sex, n (%)
Femnale 27 {9)
Male 282 (31)
Ethnicity, n (%) i
Hispanic / Laino 51 (17)
ot Hispanic / Lalino 258 (83)
Race, n {%)
White 246 (80)
African American { African Heritage 46 (15)
American Indian or Alaskan Native 10 (3)
Asian 4(1)
Native Hawalian or Other Pacific Islander 1{<1)
African American / 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 c¢/mL). 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 and other non-virologic reasons (protocol deviation, withdrawal
by subject, lost to follow-up, physician’s decision) (Table 5).




Population)

Table 5 Summary of Study Outcomes (<50 copies/mL) at Week 256 -
Snapshot (MSDF} Analysis (Randomized QBW/Q4W) (ITT-ME

Qutcome, n {%) QBW IM QAW I M Total
{N=115) (N=115) {N=230)
HIV-1 RNA <50 ¢/mL 101 (88) 85 (74) 186 (81)
HIV-1 RNA =50 o/mL 4(3) 0 4(2)
Discontinued for lack of efficacy 1(=1) 0 1{=1)
Discontinued for other reason while not below 3(3) 0 3{1)
thresheld
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)
Discontinued for Other Reasons 8(N 11 (10) 19 (8)
Missing data during window but on study . 0 1 (<1} 1({=1)

QBW IM: GSKT44 LA 600 mg + TMC278 LA 900 mg iM every 8 Weeks (Q8W)
QAW IM: GSK744 LA 400 mg + TMC278 LA 600 mg IM every 4 Weeks (Q4W)

<50 ¢/mL) (Table 6).

At Week 256, 94% of the Optimized Q8W subjects and 90% of the
Optimized Q4 W subjects maintained virologic suppression (HIV-1 RNA




Table § Summary of Study Outcomes {<50 copies/mL) at Week 236 -
Snapshot {MSDF) Analysis (Extension Switch Population)

Qutcome, n (%) Optimized Optimized Optimized [M
QEWIM Q4W M Total
{N=34) {N=10) (N=44)
HIV-1 RNA <50 ¢/mL 32 (94) 9(90) 41 (93)
HIV-1 RNA =50 o/mL 1{3) 0 1({2)
Discontinued for lack of efficacy 1(3) 0 1(2)
No Virologic Data at Week 256 Window 1(3) 1010 2(5)
Disconfinued due fo AE or Death 1(3) 1(10) 2(9)

Optimized QBW IM: GSK744 LA 600 mg + TMCZ78 LA 800 mg IM every 8 Weeks during Extension
Optimized Q4W IM: GSK744 LA 400 mq + TMC278 LA 600 mg 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 Propoertion of Subjects with Plasma HIV-1 RNA <50 copies/mL by
Visit during the Maintenance and Extension Period - Snapshot
(MSDF) Analysis (Randomized QBW/Q4W) (ITT-ME Population)

Time point, /N (%) QBW IM QAW IM IM Total
(N=115) (N=115) {N=230)
Day i/Maintenance Baseline 1091115 (95) 1141115 (>99) 223/230 (97)
Week 4 1121115 (97) 1131115 {98) 225/230 (98)
Week 8 1134115 (98) 1111115 (97) 2247230 (97)
Week 12 110/115 (96) 1121115 (97) 222/230 (37)
Week 16 112/415 (97) 1101115 (95) 2221230 (37)
Week 20 112/115 (97) 1121115 (97) 224/230 (97)
Week 24 110/115 (96) 107115 (93) 2171230 (94)
Week 28 1041115 (90) 106115 (92) 210/230 {91)
Week 32 108115 (95) 1081115 (34) 2171230 (94)
Week 36 1091115 (95) 1041115 (90) 2137230 (93)
Week 40 106115 (92) 1051115 (91) 2117230 (92)
Week 44 1071115 (93) 1041115 (90) 2111230 (92)
Week 48 106115 (92) 1051115 (91) 2117230 (92)




Time point, /N (%) QBW IM QAW IM IM Total
(N=115) (N=115) (N=230)

Week 56 108/115 (94) 104/115 (90) 2121230 (92)
Week 64 109/115 (95) 1031115 (30) 2121230 (92)
Week 72 109/115 (95) 1031115 (90) 212/230 (92)
Week 80 10915 (95) 1004115 (87) 2097230 (1)
Week 88 .| 1091115 (95) 99/115 (86) 2081230 (90)
Week 96 108/415 (34) 1011115 (88) 209/230 (91)
Week 100 NA 1001115 (87) 100115 (87)
Week 104 106415 (92) 98/115 (85) 2047230 (89)
Week 108 NA 96/115 (83) 967115 (83)
Week 112 106/115 (92) 98115 (85) 2047230 (89)
Week 128 1041115 (30) 97M15 (84) 2017230 (87)
Week 144 105/115 (91) 97115 (84) 2027230 (88)
Week 160 104/115 (30) 951115 (83) 198/230 (87)
Week 176 103/115 {50) 941115 (82) 1971230 (86)
Week 192 102/115 (89) 931115 (81) 195/230 (85)
Week 208 1021115 (89) 92/115 (80) 1941230 (84)
Week 224 1014115 (88) 871115 (76) 188/230 (82)
Week 240 101/115 (88) 86/115 (75) 187/230 (81)
Week 256 101/115 (88) 85115 (74) 186/230 (81)

QBW IM: GSK744 LA 600 mg + TMC278 LA 900 mg IM every 8 Weeks (QBWY)
Q4W IM: GSK744 LA 400 mg + TMC278 LA 600 mg IM 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 peint, n/N (%) Optimized Q8W I | Optimized Q4W [M | Optimized IM
(N=34) (N=10) Total
(N=44)
Extension Baseline/Week 100 34734 (100) 1010 (100) 44144 (100)
Week 104 33134 (97) 1010 (100) 43/44 (98)
Week 108 NA 1010 (100) 10M0 (100)
Week 112 31134 (37) 1010 (100) 41744 (93)
Week 116 NA 9710 (90) 910 (90)
Week 120 29134 (85) 9/10 (90) 38744 (86)
Week 124 NA 10/10 (100) 1010 (100)
Week 128 33/34 (97) 1010 (400) 43744 (98)
Week 144 33134 (37) 100 (100) 43144 (98)
Week 160 33134 (37) 10M0 (100) 43144 (98)
Week 176 33134 (97) 910 (90) 42/44 (95)
Week 192 33134 (97) 910 (90) 42/44 {95)
Week 208 3334 (97) 910 (90) 42144 (95)
Week 224 32/34 (94) 910 (90) 41744 (3) |
Week 240 32/34 (94) 9/40 (90) 41744 {93)
| Week 256 3234 (34) 810 (90) 41744 {93)
l Optimized QBVY 1M: GSKF44 LA 600 mg + TMC278 LA 500 mg [M every 8 Weeks during Extension
‘ Optimized Q4W IM: GSK744 LA 400 mg + TMC278 LA 600 mg IM every 4 Veeks 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+ Cell Count {cells/fmm?)
by Visit — Maintenance and Extension (Randomized Q8W/Q4W) {ITT-
ME Population}

CD4+ Change from Qsw In QAW M IM Total
Baseline, cells/mm? N=115 N=115 N=230
Baseline/Week -20 n=115 n=115 n=230

Mean (80} 486.6 (184.44) 503.9 (187.86) 495.2 {185.95)

Median (IGR) 449.0 (343.0, 618.0) | 489.0(355.0,624.0) | 476.5 (350.0,619.0)
Day 1 n=115 n=115 n=230

Mean (8D} 179.2 (176.06) 176.4 {204.48) 177.8 (190.39)

Median {IQR) 1620 (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 (SDj 264.4 (247.84) 263.7 (247.74) 2641 (233.02)

Median (1QR) 226.0 (107.5,330.0) | 241.5(138.0,347.5) | 227.5(114.0,338.0)
Week 48 n=112 =104 h=216

Mean (SD) 285.8 (232.20) 266.3 (230.54) 2764 (231.07)

Median (IQR) 248.0 (151.5, 346.9) | 258.0{132.5,355.0) | 2555 (144.5, 348.5)
Week 96 =109 n=100 n=209

Mean (SD) 257.5 (192.25) 270.6 (210.99) 263.8 (201.05)

Median (IQR) 239.0 (111.0,358.0) | 225.5(144.5,393.0) | 231.0({130.0, 371.0)
Week 104 =104 n=99 n=203

Mean (SD) 276.6 (211.73) 308.6 {251.51) 2927 (231.99)

Median (IQR) 240.5 (151.0, 368.5) | 280.0 (188.0,419.0) | 264.0 (151.0, 392.0)
Week 112 =106 n=99 n=205

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

Median (IQR) 234.5 (140.0, 364.0) { 298.0 (165.0,444.0) | 264.0 (149.0, 396.0)
Week 128 =105 n=99 n=204

Mean (SD) 286.4 (212.48) 297.4 (230.90) 291.7 (221.13)

Median (IGR) 245.0 (142.0,413.0) | 275.0(93.0,443.0) | 263.5(139.5, 432.0)
Week 144 n=106 =98 n=204

Mean (SD) 273.9(229.09) 329.8 (223.90) 300.7 (227.78)

Median (IQR) 2670 (122.0,398.0) | 305.5(187.0,455.0) | 286.5(146.5, 421.0)




Week 160 n=103 n=94 n=1987

Mean {S0) 3J08.6 (224.80) 315.0 {250.56) 311.6 (235.8b)

Median (IQR) 2760 (156.0,442.0) | 286.0(122.0,445.0) | 282.0 (152.0, 442.0
Week 176 n=104 n=93 n=197 '

Mean (SD) 3204 (254.06) 362.7 (249.42) 340.4 (252.24)

Median (IQR) 2825 (171.0,446.0) | 352.0{215.0,493.0) | 315.0(184.0,4779)
Week 192 n=103 =93 n=186

Mean {8D) 313.1 (235.05) 375.9 (260.94) 3429 (243.03)

Median (IGR) 2710 (151.0,479.00 | 321.0{195.0,505.0) | 301.0 (1660, 482.0)
Week 208 n=103 n=92 n=195

" Mean (8D} 315.6.{232.04) 371.3 (258.04) 3419 (245.58)

Median {IGR) 271.0{149.0,439.0) | 347.5(197.0,492:5) | 295.0 [179.0,475.0)
Week 224 n=102 n=87 n=189

Mean (8D} 299.3 {216.54) 347.3 (221.99) 3214 (219.80)

Median {IQR) 2745 (137.0, 440.0) [ 294.0(200.0,483.0) | 286.0 (173.0,455.0)
Week 240 n=102 n=87 n=189

Mean (SD) 346.5 (262 20) 358.7 (240.77) 3521 {251.9N

Median {IQR} 304.0(184.0,443.0) | 311.0(208.0,496.0) { 308.0 {200.0, 462.0)
Week 256 n=102 n=85 ' n=187

Mean (SD) 326.3 (218.24) 396.3 (294.27) 358.1 (257.28)

Median (IQR) 311.0 (168.0, 430.0) | 364.0(206.0,523.0) | 337.0 {184.0, 476.0)

QBW IM: GSK744 LA 600 mg + TMC276 LA 930 mg IM every 8 Weeks (QBW)
QAW iM: GEKT44 LA 400 mg + TMCZ78 LA 600 mg M every 4 Weeks (Q4W)
I0R= Interquartle Range; S0 = Standard Deviation




Table {0 Summary of Change from Baseline in CD4+ Cell Count (cells/mm?)
by Visit — Extension Period (Extension Switch Population)

154.0)

CD4+ Change from Optimized Optimized Optimized
Baseline, cells/mm3 QBW IrY Q4W IRx IM Total
N=24 N=10 N=44

Extension n=34 n=10 n=44
BaselineWeek 10D

Mean (SD) 979.8 (302.63) 823.7 (339.89) 944.3 (314.42)

Median (IQR) 9875 (747.0, 754.0 (644.0,962.0) | 872.5(721.0, 10771.5)

1093.0)

Week 104 n=34 n=10 n=44

Mean {SD) -65.6 (241.84) 494 (188.43) -31.7 (233.02)

Median (IQR) -34.0 (-141.0,63.0) [ -5.0(-62.0,113.0) -16.5 (-120.5, 63.5)
Week 108 - n=10 n=10

Mean {8D) - -18.7 (158.08) -18.7 {158.08)

Median (IQR) - -23.5{-104.0, 116.00 | -23.5(-104.0, 116.0)
Week 112 n=32 n=10 n=42

Mean (8D} -17.4 (209.80) 81.4 (110.65) 6.1{194.37)

Median (IQR) 29.0 (-137.0, 93.0} 47.5(15.0, 165.0) 37.0 (-89.0, 113.0)
Week 116 - n=10 n=10

Mean (SD) - 94.9 (132.13) 94.9 (132.13)

Median (IQR) - 53.0 (5.0, 205.0) 53.0 (5.0, 205.0)
Week 120 n=30 =9 n=33

Mean {SD) -65.1 (230.42) 34.2 (166.29) -34.5 (218.61)

Median {IGR) 47.0(417.0,57.0) | -14.0 {-56.0, 66.0) -38.0{-107.0, 66.0)
Week 124 - n=10 n=10

Mean (SD) - 27.8 (163.02) 27.8 {(163.02

Median (IQR) - 23.0(-98.0, 119.0} 23.0 (-98.0, 119.0}
Week 128 n=29 =3 n=38

Mean (SD) -6.9(191.21) 106.0 (249.07) 20.2 (208.40)

Median (IQR) 0 (-118.0, 115.0) 146.0(-57.0, 173.0) 3.5(-114.0, 146.0)
Week 144 n=33 n=10 n=43

Mean (SD) -29.4 (260.90) 324 (146.87) -15.0{23912)

Median {IQR) -11.0{-243.0, 35.0(46.0,97.0) 5.0 (-210.0, 154.0)




Week 160 n=33 n=10 n=43
Mean {SD) -17.2 (263.57) 50.2 (193.24) -1.6 (248.52)
Median (IQR) -6.0(-93.0,134.0) | -17.5(-91.0,125.0) -6.0(-93.0, 134.0)
Week 176 n=33 n=3 n=42
Mean (SB) -60.6 (249.93) 994 (162.54) -26.3 {241.56)
Median (IGR) -32.0 (2550,
. 156.0) 79.0 (3.0, 249.0) -90(-216.0, 175.0)
Week 192 n=33 =9 n=42
Mean [SD} -22.0 (254.33) 69.7 (151.82) -2.4 (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 (8D) -25:2 (226.02) 35.3 (721.25) -12.2(223.72)
Median (IQR} -37.0 (-168.0, 92.0 13:0 {870, 66.0) -24.5(-136.0,92.0)
Week 224 n=32 =9 n=41
Mean {SD) -64.1 {244 46) 84.7 (177.88) -31.4 (237.76)
Median {IQR) 510 (-311.0,

100.0) 33.0 (8.0, 285.0) 3.0 (-188.0, 106.0)

Week 240 n=33 =9 n=42
Mean (SD) -10.9 (251.07) 96.4 (166.11) 12.1 (237.85)
Median (IQR) -24.0 -169.0,89.0) | 55.0 (47.0, 229.0) 6.5 (-147.0, 139.0)
Week 256 n=32 =3 n=41
Mean (SD} -14.4 {319.46) 211.4 (317.58) 35.2 (328.96)
Median (iQR} 29.5(109.5,174.0) | 1520 (2.0, 219.0) 43.0 (-64.0, 198.0)

Optimized QBW IN: GSK744 LA 600 mg + TMCZ78 LA 200 mg IM every 8 Weeks during Extension
Optimized Q4 108 GSK744 LA 400 mg + TMC278 LA 600 mg 1M every § Wesks during Extension

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

common 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 Q§W IM group.

One subject reported post injection reaction SAEs that led to withdrawal
from the study:
Table 1 Overall Summary of Maintenance and Extension Period Serious

Adverse Events - Number of Subjects and Cccurrences
{Randomized Q8W/Q4W) {Safety Maintenance Population)

Qew In Q4w in IN Total
{N=115) {N=115} {N=230)
Number of Subjects with SAEs, n (%) 25(22) 27 (23) 52 (23)
Number of occurences
Number of SAEs, n 60 56 116
Number of Drug-relaled SAEs, n 2 5
Number of Fatal SAEs, n 0 3
Number of Drug-related Fatal SAEs, n 0 1 1

QBW IM: GEKT744 LA 600 mg + TMC278 LA %00 mg IM every § Wesks (08W)
Q4W IM: GSKT44 LA 400 mg + TMC278 LA 600 mg IM every 4 Weeks (Q4W)

An overall summary of Extension Period SAEs 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 Q4W | Optimized IM
M i Total
(N=34} (N=10) (N=44)
Number of Subjects with SAEs, n (%) & (18) 1(10) 7 (16}
Number of occurrences
Number of SAES, n 7 1 8
Number of Drug-related SAFEs, n 0 0 0
Number of Fatal SAEs, n 0 0 0
MNumber of Drug-related Fatal SAEs, 0 0 0
n

Optimized Q3W IN: GSKT44 LA 600 mg + TMCZT8 LA 900 ma IM every 8 Weeks dusing Extension
Optimized QAW IM: GSKT44 LA 400 mg + TMC278 LA 600 mg IM every 4 Weeks during Extenston

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.




\)
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Table

Summary of Maintenance and Extension Period Serious On-

treatment Adverse Events by Overall Frequency (Randomized
Q3W/Q4W) (Safety Maintenance Population)

Preferred Term, n (%) QWi | Q4WIM | IMTotal
(N=115) | (N=115) | (N=230)
Any event 25 (22) 27 (23) 52 (23)
Agute kidney injury 2(2) 1(<1) 31
Suicide aftempt 2(2) 1(<1) 3
Ancgenital warts 1{=1) 1(=1) 2(=1)
Cardiogenic shock 1(<1} T{<1) 2(<1)
Chest pain 0 2{(2)* 2(<1)
Drug abuse 1{<1) 1(<1) 2{<1)
Headache 1(<1) 1{<1) 2{<1]
Hypertension 1(<1) 1(<1) 2{<1)
Intervertebral disc protrusicn 0 2(2) 2{<1)




Preferred Term, n (%) QBW 1M QAW i IM Total
{N=115) (N=115) | (N=230)
Overdose 0 2(2) 2(=1)
Renal failure 1(<1) 1(<1) 2{<1)
Toxicity to various agenis 0 2(2)~ 2 (=1
Umbilical hemia 1(<1) 1(<1) 2=
Viral infection 1(<1) 1(<1) 2{<1)
Abdominal pain 0 1 (<1)" 1<)
Abscess imb 1(<1) 0 1(<1)
Accidental overdose 1{<1) 0 1(<1)
Acule myccardial infarction 0 1({<1) 1(<1}
Acule pulmenary cedema 1(=1) 0 1 (<1}
Adjustment disorder 0 1{<1) 1(<1)
Alcohol poisoning 1(<1) 0 1(<1)
Alcohol withdrawal syndrome 1{<1) 0 1(<1)
Anaemia 1{<1) 0 1(<1)
Anal fissure 1(=1) 0 1(<1)
Angina unstable 0 1(<1) 1(<1)
Acrtic dilatation 1{<1) 0 1(<1)
Arthritis infective 1(<1) 0 1{<1)
Asthmatic crisis 1{<1) 0 1{<1)
Bipolar | disorder 1{<1) 0 1{<1)
Bipclar disorder 0 1(<1) 1{<1)
Blindness 1{<1) 0 1(<1)




Carhon monoxide poisoning 0 1(=1) 1{£1)
Cellulitis 1{(=1) 0 1(<1)
Coagulapathy 1{<1) 0 1(<1)
Cognitive disorder 0 1(<1) 1(=1)
Coma 0 1(<1) 1(<1)
Delirium 1(<1) 0 1(<1)
Delusion 1«1} 0 1(1)
Depression 1({<1p 0 1(<1)
Depression suicidal 1 (<1) 0 1(«1)
Dissociation 0 1(<1) 1(<1)
Diverticulitis 0 1(<1) 1(<1)
Diverticulum intestinal 0 1(<1) 1(<1)
Dizziness 0 1{(1) 1{<1)
Duodenal ulcer 1{<1) 0 1({<1)
Dyspnoea 0 1(=1)* 1{<1)
Eosinaphilic granulomalosis with palyangiifis 0 1(=1) 1{<1)
Epididymitis 1{<1) 0 1(<1)
Epilepsy 0 1(=1)= 1(<1)
Fibula fracture 1 {1} 0 1(=1)
Flushing 0 1(<1)* 1{<1)
Gasfroenteritis 1(<1) 0 1(<1)
Hepatic failure 1{<1) 0 1(<1)
Hepatitis alcoholic 1 (1) 0 1 (1)
Hernia 0 1(<1) 1 (1)




Herpes zoster 0 1(<1) 1(<1)
Ischaemic hepatilis 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) 0 1(<1)
Mesenteric vein thrombosis 0 1<) 1(<1)
Metfabolic acidosis 0 1{<1) 1(=1)
Motor neurcne disease 0 1(<1) 1(<1)
Muscular weakness 1(<1) 0 1{<1)
Myocardial infarction 0 1{=1)* 1({<1)
Myocardial ischaemia 1(<1) 0 1(<1)
Nasal septum deviation 0 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 ) 1(<1) 1{<1)
Pneumonia aspiration 0 1(<1) 1(<1)
Polyneuropathy alcoholic 1(<1) 0 “1{<1)
Portal vein thrombosis 0 1(<1) 1(<1)




Psychiatric decompensation 1{<1) 0 1{<1)
Psychofic behaviour 1{<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)
Rotater cuff syndrome 0 1(<1) 1{<1)
Septic shock 1(<1) 0 (<10
Splenic vein thrombosis 0 1{=1) 1{(<1)
Squamous cell carginoma of lung 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 diabetes mellitus 1{<1) 0 1(<1)
Urosepsis 1(<1) 0 1(<1)
*{ subject reported a drug-related SAE

*1 subject reported a fatal SAE

#*{ subject reported a dug-refated fatal SAE

QBWY IM: GSK744 LA 600 mg + TMC278 LA 900 mg IM every 8 Weeks [Q8W)
QAW (M: GSKTA4 LA 400 mg + TMC278 LA 600 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 14 Summary of Extension Period Serious On-treatment Adverse Events
by Overall Frequency (Extension Switch Population)

Preferred Term, n (%) Optimized Q8W Optimized G4W Optimized IM
M IM Total
{N=34) (N=10) (N=24)
Arny event 6 (18) 1(10) 7(16)
Preurmonia 2(6) 0 2(5)
Abdominal pain upper 1(3) 0 1(2)
Anal necplasm 1(3) 0 1(2)
{Gastroenleritis viral 1(3) 0 1(2)
Pneumothorax 1(3) 0 1(2)
Road traffic accident 1) 0 1(2)
Vith nerve paralysis 0 1(10) 1{2)

Optmized Q8W IM: GEK7A4 LA 600 mg + TMCZ78 LA 200 mg IM every 8 Weeks during Extension
Qptmized QAW IM: GSK744 LA 400 mg + TMC278 LA 600 mg IM every 4 Weeks during Extension

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 Q8W 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 Q8WIQAW) (Safety Maintenance Population)

Preferred Term, n (%) QEWIM | Q4WIM | IMTofal
(N=115) | (N=115) (N=230)
ANY EVENT, n (%) 3(3) 20(17) 23(10)
Injection site pain® 2(2) 1(1) 3{)
Chest pain* 0 1(=1) 1(<1)
Chills* 1(<1) 0 1(<1)
Fatigue 0 1x1) 1)
Injection site induration® 1(<1) 0 1(<1)
Injection site nodule® 0 1(<1) 1(=1)
Injection sile prurtus® 1{x1) 0 1(<1)




Preferred Term, n (%) QGEW IM Q4W IM IM Total
(N=115) (N=115) (N=230)
injection sile swelling” 1(1) 0 1(<1)
Pain* 1(<1) 0 1(<1)
Coronary artery disease 0 1(<1) 1(1)
Myocardial infaretion® 0 1(1) 1(<1}
Sinus tachycardia® 0 1(<1) 1<)
Hepatitis G 1(<1) 1(<1) 2(<1)
Respiratory tract infection 0 1(<1) 1(<1)
Epilepsy 0 1(<1) 1(1)
Hypoaesthesia 0 1(<1) 1(<1)
Motor neurcne disease 0 1(<1) 1(%1)
Adjustment discrder with depressed mood® 0 1(<1) 1(<1)
Drug abuse 0 1(<1) 1(<1)
Psychofic disorder” 0 1(1) 1(<1)
Suicide aftempt 0 1(<1) 1(1)
Lymphadenopathy 0 1(<1) 1(<1)
Splenic vein thrombosis 0 1(<1) 1(<1)
Abdominal pain* 0 1(1) 1(<1)
Mesenteric vein thrombosis 0 1{=1) 1(=1)
Muscular weakness 0 1{<1) 1(%1)
Rhabdomyolysis 0 1{<1) 1(1)
Deep vein thrombosis 0 1({<1) 1(<1)
Flushing* 0 1(<1) 1(<1)
Portal vein thrombosis 0 1(1) 1(<1)




Preferred Term, n (%) QBWIM QAW IM IM Total
(N=115) {N=115) {N=230)
Easinaphilic granulomatosis with polyangiifis 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 carcinoma 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 leading to subject withdrawal

thabdomyolysis, and suicide attempt

study drugs.

Note: Following subjects vire reported with multiple AES leading to subject withdrawal:
«  15ubject (Q8W IM): injection sile pain, injection site pruritus, chills and pain
e 1 Subject (QBW IM): injection site induration, injection site pain, and injection site swelling
e 1 Subject {Q4W IM): abdominal pain, chest pain, dyspnoea, and flushing
= 1 Subject (Q4W IM). acule kidney injury, drug abuse, metabolic acidosis, respiratary tract infection,

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

s 1Subject (Q4W IM): Mesenteric veln thrombosis, portal vein thrambosis, and splenic vein thrombosis

e 1 Subject (Q4W IM): electrocardiogram QT prolenged and sinus tachycardia
QBYY IM: G3K744 LA 600 mg + TMC278 LA 500 mg IM every 8 Weaks (Q8W)
Q4W IM: GEK744 LA 400 mg + TMCZ78 LA 600 mg IM every 4 Weeks (Q4W)

In 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




Table {{6 Summary of Extension Period Adverse Events Leading to
Withdrawal/Permanent Discontinuation of Investigational Product
{Extension Switch Population)

Preferred Term, n (%) Optimized | Optimized | Optimized
QBWIM | Q4AWIM | IM Total
(N=34) (N=10) {N=44)
ANY EVENT 1(3) 1(10) 2(5
Conjunctival hypetaemia 1(3) 0 1(2)
Injeclion site pain 0 1(10) 1@
Back pain 1@3) 0 1(2)
Erythema 13) 0 13
Urticaria papular 13 0 1(2)

Optimized Q3 IM: GSK744 LA 600 mo + TRCZ78 LA 200 mg IM every 8 Weeks during Extension
QOptimized QAW IM: GSK744 LA 400 mg + TMCZ78 LA 600 mg IM every 4 Weeks during Extension

Injection Site Reactions (ISRs)

The majority of the subjects in the randomized IM groups had at least 1
ISR reported in the study. The majority of ISRs reported in the
randomized IM groups were Grade 1 or Grade 2. A low number of
subjects with Grade 3 events (<1%) were 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 {17 Summary of Event-Level ISRs - Maintenance and Extension Period

(Randomized QBWIQ4W} (Safety Maintenance Population)

QEWINM | Q4WIM M Total
(N=115) {N=115} {N=230)
No. of subjects with injecfions 115 115 230
Number of Injections 7673 13506 21178
Number of ISRs 3373 4702 8075
Any Grade
Grade 1 Evenls 2772 | 4151 (88%) | 6923 (86%)
(B2%%5)
Grade 2 Events 571 (17%) | 527 (11%) | 1098 (14%)
Grade 3 Events 24 (<1%) | 22({<1%) | 46(<1%)
Grade 4 Evenls 0 0 0
Missing B (<1%) 2 (<1%) 8 (<1%)
Event Characteristics
Drug-related 3332 4672 8004
(99%) (>99%) (>99%)
Fatal 0 0 0
Leading te Withdrawal/Investigational Product 8 (<1%) 4 (<1%) 12 (<1%)
Withdrawn
Serious 0 0 0
Severe or Grade 3/4 24 (<1%) | 22(<1%) | 46 (<1%)




Duration (Days)

1-7 2964 | 3992 (85%) | 6956 (B86%)
{88%)

8-14 263 (8%) | 300(6%) { 563 (7%)

>14 137 (4%) | 398 (8%) | 535(7%)

Missing 9(<1%) | 12(<1%) | 21 (<1%)

Mean 6.5 6.5 6.5

8D 24.92 16.46 2042

Median 30 30 3.0

Min. 1 1 1

Max. 713 393 73

QBW IM: GSK744 LA 600 mg + TMC278 LA 300 mg IM every 8 Weeks (Q5W)
QAW IM: GSKTA4 LA 400 g + TMC278 LA 600 mg IM every 4 Weeks [Q4V)

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| Optimized
QEWINM | Q4WIM IM
(N=34) {N=10) Total
(N=44)
No. of subjects with injections 34 10 44
Number of Injections 1503 816 2319
Number of ISRs 429 182 811
Any Grade
Grade 1 Events 358 (83%) | 143 (719%)| 501 (82%)
Grade 2 Events 84 (15%) | 36 (20%) | 100 (16%)
Grade 3 Evenls 7 (2%) 3 (2%) 10 (2%)
Grade 4 Events 0 0 0
Missing 0 0 0
Event Characlerisfics
Drug-related 428 180 (99%) | 608 (>99%)
(»99%)
Fatal 0 0 0
Leading to Withdrawalfinvestigafional 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 IR
(N=34) (N=10} Total
(N=44)
Duration (Days)
17 399 (93%) | 167 (92%)| 566 (93%)
8-14 12 (3%) 9 (5%) 21 (3%)
>14 17 (4%) 5 (3%) 22 (A%)
Missing 1(<1%) | 1{<1%) 2 (<1%)
Mean 6.1 3.7 54
sD 24.48 4.99 20.72
Median 3.0 20 20
Min. 1 1 1
Max. 439 33 439

Optimazed QBW IM: GSK744 LA 600 myg + TMC278 LA 200 mg IM every § Weeks during Extension
Optimized Q4W IV: GSK744 LA 400 mg + TMCZT8 LA B00 mg IM every 4 Weeks during Extension

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
groups.




Table {9 Summary of Maximum Maintenance and Extension Period Treatment
Emergent Clinical Chemistry Toxicities of Grades 310 4
(Randomized Q8W/Q4W) - Relative to Maintenance Baseline (Safety
Maintenance Population)

n (%) QBW IM Q4w IN IM Total
{N=115) (N=115) {N=230)
Creatine Kinase (1Uf1) 15 (13) 15 (13) 30 (13)
Lipase {UfL) 11 (10) 8(7) 19(8)
Alanine Aminofransferase (IUA) 6 (5) 54 11(5)
Aspartate Aminotransferase (IUL) 4(3) 7 (6) 11(8)
LDL Cholesterel Calculation (mmeliL) 33 8 11(5)
Triglycerides (mmoll) 43) 5(4) 9 (4)
Glucose (mmoliL) 4(3) 2(2) 6 (3)
Cholesterol (mmolL}) 1{<1) 4(3) 5(2)
Creafinine {umalil) 3(3) 2{2 5(2)
Hyperglycaemia (mmoliL) 4(3) 1(<1) 5(2)
Bilirubin (urnoliL) 1(<1) 1{<1) 2{<1)
Hyperkalemia (mmolfL) 1(<1) 1(<1) 2{<1)
Hypoglycaemia (mmoll) 1(<1) 1{<1) 2{<1)
Potassium (mmolfL) 1(<1) 1{<1) 2{(<1)

QBW IME GSK744 LA 600 mg + TMC278 LA %00 mg 1M every § Weeks {Q5W}
QAW IM: GSKT44 LA 400 mg + TMC278 LA 600 mg IM every 4 Weeks (Q4W)
LDL= Low-density ipoprotein

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 M
M M Total
(N=34) (N=10) {N=44)
Cholesterol {mmolil) 2(8) 1(10) 3
LDL Cholestercl Calculation
(mmolL) 2(8) 1(10) 3
Crealine Kinase (IU/L) 2(6) 0 2(9)
Lipase (UL) 1(3) 1 (10) 2(9)
Aspartate Aminotransferase (IUfL) 1(3) 0 1{2)
Glucose (mmolilL) 0 1(10) 1[2)
Hyperglycaemia (mmoliL} 0 1 {10} 1{3)
Triglycerides (mmolfL) 1(3) 0 1(2)

Opimized QW IM: GEK744 LA 600 mg + TRC278 LA 500 mg IM every 8 Weeks during Extension
Optimized QAW IM: GSKT44 LA 400 mg + TMCZ78 LA E0D mg IM every 4 Weeks 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.




Table 21 Summary of Maximum Maintenance and Extension Period Treatment
Emergent Hematology Toxicities Grades 3 to 4 {Randomized
QBWIQAW) - Relative to Maintenance Baseline (Safety Maintenance

Population)
n (%) QEW IM Q4w IM IM Total
(N=115) {N=115) (N=230)
Decreased Neufrophils (1049/L) 3(3%) 2(2%) 5 (2%)
Decreased Hemoglobin (gfl } 1 (<1%) 0 1(<1%)

QOW IN: GSKT44 LA 600 mg + TMC278 LA 300 mg IM every 8 Weeks (Q8W)
QAW IM: GSKF44 LA 400 mg + TMC278 LA 600 mg IM every 4 Weeks (Q4W)

In 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 (QTcB), 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 QTcF results were <450 msec in 93% and 96%, respectively.
Eight (4%) subjects (5 Q8W, 3 Q4 W) 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 QTcF 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 QTCcF 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, QT¢B 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
IM 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/m?2 in the randomized IM groups and 0.60
(-0.80, 1.30) kg/m?2 in the optimized IM groups.




22. Conclusion (summary) Efficacy:

e 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.

o At Week 256, subjects randomized to receive injectable dosing at
Day 1, maintained virologic suppression (81% of the subjects;
HIV-1 RNA <50 c¢/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).

e 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.

e 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.

Safety:

* Over 256 weeks, the safety data from this randomized, open-label
Phase IIb study are consistent with other Phase II and ongoing
Phase III 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 (toxicity 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 SAEs in the
study during the Maintenance and Extension Periods.
Two subjects in Q4W IM group and 1 subject in Q8W
IM group had SAEs 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.

e 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
[SRs diminished over time

Applicant (registration certificate holder) [ : G\J\‘

(signature)

Karen Grainger
'VP, Head of Regulatory Affairs

IViiV Healthcare
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3BiT npo kainiane sBunpodysanus - 25
Bunpobdysanua ID-200056 (LATTE-2)

1. Hazea nikapchkoro 3acofy (3a HafsBHOCTI - HOMep peecTpalliiHoro
[TOCEIqUEHHS )

ATTPETIO, TabneTky, BKpUTI ILTiBKOBOK 060NOHKOHO, No 30 Mr

2. 3a9BHHK

BiiB Xenckep FOK Jlimiren

3. Bupobuuk

Brpo6uuuTeo HepoidacoBanoro NPoxyKTY, KOHTPOJL SIKOCTi TOTOBOIO
NPoOAyKTY

I'maxco Onepeitune FOK Jlimiten, o seae miambuicts ax Tnaxco Bemtxom
Onepeiiunc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
[paiiopi Ctpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka Bpuranis

[lepeiHie TA BTOPHHHE NAKYBAHHSA, KOITPOJIb AKOCTi FOTOBOTO NPOAYKTY,
BHILYCK cepif

Asenina ae Excrpemanypa 3, ITon. Inn. Annennenyepo, 09400 Apauapa ne
Ulyepo, byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Arandal
de Duero, Burgos

lcnaHis

4. [Iposeneni nocnimKeHHs:

v Tak Hi, AIKLIO Hi, OOIpyHTYHTE

1) THn nikapehkoro 3acoly, 3a AsKUM npoBoaunacs ao MiaHyeTbesa
peecTpauis

UlixapcbKHid 3aCi6 32 NOBHUM OCKE (ABTOHOMHE 0CHE), THINMI Nikapchiuii
3acid, HOBa Riloua peyoBHHA.

5. [losHa Ha3sa wWiiHivHOro BUNPOOYBaHHA, KOJOBAHHH HOMEP KIiHIYHOrO
BUITPODYBaHHA

GSK1265744 nmoc TMC278 st ninTpumanus sipyconoriutol cynpecit nicna
iHaykuii BipyconoriuHol cynpecil nepopansroro cxemoro GSK 1265744 mmroc
abakasip/namiBynun y BLJI-1-indikosarux nopocnux cy6'exTis, fki He
OTPHMYIOTh AHTHPETPOBIPYCHY TEPaNito - THXXAEHb 256, poctimkenns 200056.

[H1E NpPOMDKHI 3BiTH, NOB'I3aH] 3 LIMM ACCTIIKEHHIM, NepepaxoBaHi HHxYe
H ?

200056 3siT 33 32 THaaeub: (Homep noxymenra GSK 2015N246053_00)
200056 3siT 3a 48 Tinens: (Homep nokymenta GSK 2016N273084_00)
200056 3sit 3a 96 Tuxmaens: (Homep noxymenra GSK 2017N337118_00)
200056 3sir 3a Teokaens 128: (Homep nokymetra GSK 2018N360914_00)
200056 3biT 3a 160 Tisxaens: (Homep nokymenra GSK 2018N380094 00)
200056 3sit npo nomarkose pocnimxenus CSF: (Homep nokymenta GSK

2018N367168_00)




6. Ma3a KIHIYHOIO BUNPOOYBAHHS

Daza 2b

7. Tepioa KniniyHOro BHNpoOyBaHHI

3 [28 xeiTust 2014] — [05 rpyans 2019]

8. Kpaisu, B AKuX IPOBOAMIOCS KIIiHiUHe BUIPOOYBaHHS

ClLIA, Kanana, Icnauis, ©panuis, HiMequnna

0. KinbkicTh AOCTIIKYBaHHX

3anIaHOBaHO: 265
dhaKTH4HA KUBKICTS cy6'ekTiB Jochimxents: 309

10. MeTa Ta BTOpUHHI L1 KITiHiMHOro BUIpoDyBaHHA

€pBHHHI:

o OuiHIOBAIH YACTKY TALlieHTiB 3 piBHeM puboHykieinosoi xucnotu (PHK)
Bipycy iMyropediuuTy momuru Trny 1 (BIJT-1) <50 w/mn Ha 32-my Tiokui
M ATPAMYBaNBHOT Tepanii, BuxoAs4u 3 Hamipy nikysatucs (ITT-ME),
BUKOPHCTOBYIOUH anroputy Missing, Switch, or Discontinuing = Failure
(MSDF).

e  QOuiHOBaTH YacTKy cyO'eKTIB 3 BH3HAYEHHMH [IPOTOKOIOM
BIpYCOROTiYHMMH HEBIa4aMH 3 IUTHHOM 4acy.

s OUiHIOBATH YACTOTY Ta THKKICT MoOiunmMx peakuiil (ITP) i naboparopHHX
BILXH/EHE 3 [UIMHOM 4acy,

Bropnuni

e QuiHIOBANH NPOTHBIPYCHY AKTUBHICTD, ICPEHOCHMICTE Ta Ge3nexy
npenapary CAB 30 mr mnoc ABC/3TC nepopansio ofHH pa3 Ha 100y
[IPOTATOM IHAYKUIHHOTO T2 MiATPHMYIOHOTO NepioiB.

o OuinroBanu eexTHBHICT, NEpeHOCHMICTb Ta Gesneky CAB LA 400 mr
BHYTpilIHBOBEHHO o RPV LA 600 Mr BRYTPIlIHHOBEHHO KOXKHI 4
ki Ta CAB LA 600 Mr sHyTpitmnpoBenHo mitoc RPV LA 900 mr koxi
8 Tiwxaip nopisuano 3 CAB 30 Mr mmoc ABC/3TC nepopanbHo 0tMH pa3
Ha JeHb J0 96 TIKHA MiATPHMYIOHOro Nepiomy.

e  Oxapaxtepusosano dapmakokinetuky ( PK) CAB LAta RPV LA Ta
nochimKeHo B3aemo3s'3ok Mix PK Ta dapmakonuuamikoro ( PD).

o OLUiHIOBAIH PO3BUTOK BipyCHOT PE3UCTEHTHOCTI Y Cy('eKTiB 3 BH3HAYEHOIO
npoTokosoM Bipyconoriuxoo Hepaageto (PDVE).

o Jlocaimxeno BIJIME Pi3sHAX AeMorpadiunux 6a30BHX XapaKTEPHCTHK T
IPHXMIBHOCTI A0 JiKyBaHHA Ha Bipyconoriuy Bigmosixs Ha CAB Ta RPV 3
TUTHHOM Yacy.




e  QOuUIHIOBAITH 33A0BONEHICTE JIKYBAHHAM NALl€HTIB, AKi NpHAMAaNH
iW'exuiiini cxemu Tpusaiol Aii, HOPIBHAHO 3 MalliEHTAMH, AKi NPHAMANH
IepopaibHi cXeMu, A0 96-T0 THXKH: MIATPUMYIOHUOTO MIEPIOY.

e  OuiHroBany 3MiHy 33JOBONEHOCTI JIKYyBaHHAM Y NAIIEHTIB, AKI IpHAMATH
AK iH'eKUiiiHi, Tak i HepopanbHi OpernapaTy TpuBanoi Aii, 10 32-To TKHA
NiATPUMYIOYOTO NMEPIOxy.

o QuiHOBAIM NPHXMIBHICTE [0 JIKYBaHHA 3 ILTHHOM Yacy.

11. JTuzaiin knidigyHOro BUNpoOyBaHHA

Mocnigxenss 200056 6yno paHnoMizopaHHM, 6araToleHTPOBUM, BIIKPUTHM, 3
napanenbHUMH rpynamu, TPHYACTHHHHM JOCTiDKeHHAM dasu 2b, ke
nposoaunoca 3a yuactio BUI-1-iH¢ikoBaHHX NOPOCIHX, K OTPUMYIOTH
anTHpeTposipycHy Tepanito ( ART), mo ne npuiimarots ART. Lle nocnimxenms
cxITafanocs 3i CKpMHIHIOBOro Hepiofdy, iHAyKUiHHOrO nepioay, NIATPUMYIOUOro
nepiomy, Nepioay MPONOBKEHHS T2 JOBrOTPUBANOTO MEPIOAlY CIOCTCPEIKEHHA
(nuie ans oci6, Aki npUnMHEUIK NpuitoM in'ekUiiiBMX npenapatis). Bakanocd,
1110 YYaCHHK 32BEPLUMB JOCIILKEHHS, SKIIO BiH NPOHLIOB IHAYKIIHHUA Ta
nigTpuMytounit nepiox Ao 96-ro TikA. CxemaTHyHa Aiarpama sobpaxera Ha
pHCYHKY 1.
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Ilepioa o6enyroByBaHHs Ta NPOAOBMKEHHA

TTeion rexuiviofo ACTyT OBy BAHIE @4[ Tlepion Honomeeamn l

CAB LA 800 mr s/e vasarraxysankia 403a + RPV LA 600 mre/s 1-
ii pene
B Totim
CAR LA 400 sar IM + RPV LA 600 mr IM komni 4 mromni (Q4W)
Jammurucs
Heraremyramd yoixwTenig
o DGe1yroaypaees M
Hi vaamana 2011 CAB LA 300 ur IM + RPY LA 960 ur IM y [-i 1o pEEM 2015 DAt
HoriM 104W 160 O8W)
CAE LA 600 mr Ap)TS B RETERYELTLYL 1078 1 $-8y TIOKHO
[ovin
CAB LA 600 s mryTpiminancing + RFV LA 900 sr suyspinnn.oseiio 11 §-My
Frexn ve ko B rimia
_(Q3W) picam more
FF
Hasaurawyedrtuni 2014
Hens I va vicsaens 4 e m——— .
}  [eperitam ofpuadd
L[ CAB 30t # ABC/3TC mepopatiid axun pad a aeie : b e
7]
|__impspzas . )
Kreo-opa noxig T T T
AOCTLTEREHHAY
Dayl waz wag woé wW100* W123 Wis2
* Yyacnukig ski NPHIIIIGIE Y4ACTR ¥ X5 = k7] T S
Aocaicaeni NI OTPIvRINI Gyane 55 . ] o £ = OcraTounkii ananis
uwo? yotm IM, G¥myTe cnocTepiratics = o= g ‘E E_ 8
npITAroM ACRMOCIPAKDBONS Heplaay o § oo oo =
CHOCTEpOREnd I WOKBAPTAILMIME & T = = E =
oiaTana apoTEroy 52 Ticalis % s = -« (=4 = *2amo sLSnlXRC KpaTEpiT
= & ==

12. OcHOBHI KpuTepil BKIICHEHHA

Cy6'exti 1onosiuoi a6o xkiHowo crari BikoM Big 18 poxis, aki Gymm
B1JI-1 indixosani (PHK BLJI-1 >1000 konii/mininitp [x/Mn]).

Kinku 3 OiTOpoAHHM MoTeHUianoM Oyiin BIIOUEHT B IOCHIKEHH,
SKDIO BOHM NOTOIKYBAIHCA BHKOPUCTOBYBATH aJ€KBaTHI 3aCO0H
KOHTpaUenil IpoTAroM yChoro nepiofy AOCHiIKEHHA | LIOHaiMeH e
52 THOKHIB Micyia NPUMHHEHHS NPHAOMY iH'EKI[IHHUX NpenapaTib.

KinekicTs kniTuH wiacrepy audeperuitoBanns 4+ (CD4+) >200
xniTuE/MM3 (abo BULIE BIZNOBIAHO A0 MiCUEBHX peKOMeHIamik).

Haiena aaTuperposipycHa Tepamia (se Ginsiue 10 qHiB nomepeaHLO1
Tepanii GyAb-AKHM aHTHPETPOBIPYCHHM IPEIIapATOM IIiCHs
BCTaHORNeHHA AiarHosy BIUJI-1). Bynp-saxuif monepeaiit koHTaKT 3
iHri6itopom BLJI-inTerpasmn abo HEHYKNIEO3HIHKM IHMIGITOPOM




3BopoTHoi TpaHckpumrask [NNRTI| suriouascs).
13. JlocipkyRanuit Tikapebkuii 3aci6, ciioci6 sacrocysauns, cuia ail ocnigxysanyii npopyst _ [MiukicTs Ta ynaxoska Homepy cepiit
CAB TaBneTku no 30 wr; no 34 Tabnetian y dnakcHi 132379467
142380101
142382219
142384489
CAB LA 200 mrimn cycnensil ans W'ekyid; no 2 mn y danakowi 142380750
142381404
142383996
142384888
142357406
RPY TabneTkn no-25 mr; no 30 Tabnetsu y dnaxowi DCL5401
FCLE400
RPV LA 300 Mrfmn cycnensii 4ns iv'ekyid; no 2 mn y dnavoni [13J21 / GOO1
14D22/G001
IABC/ITC 600 mr ABG300 mr 3TG FDC Tabnerky, no 30 R642020
TaBneTox y dnakoHi R642019
R642016
R667894
R658770
RG67907
R667906
R688541
R695615
R695593
R695514
RE96791
14. [Npenmapar NOpiBIsHHA, 1034, CIOCID 3aCTOCYBaHH, CHAA ait HJT
15. CyryTHs Tepartis J{ozBoJeni npernaparty:
CymyTHi npenapat (petenTypHI Ta Ge3peuenTypHi) Npu3Hadanucs TUILKY 32
MEIHUHHMH IOKA3aHHAMH A 9ac zocrmimpkenHd. Cy6'exram 6yno
PeKOMEHIOBAHO NOBIIOMIATH ACCiIHKKa Mpo Gyp-ski moTouHi abo
3anponoHoBaHi CyMyTHI JTiKH, K penenTypHi, Tak i GespelienTypi, Yepes
MOTEHIIiHHY MOAUIMBICTE B3aeMOAIT MK TAKMMHM IIpeNapaTaMH Ta
TOC iKY BAHHMHE JIIKapChbKUMH 3acobaMu.
Baoxouyeanacs ximionpodinakruxa BUI-acouii#opanuX CTaHiB, AKILIO Le 6y.10
OLNBHO, HA po3cyn cy6'exra Ta foro sikaps. Bei cymyTHi JIiky, npenapaty




KPOBI Ta BAKUMHM, IPUEHATI NiJl Yac KOCNiuKenHs, 6y 3apeecTpoBaHi B
eNeKTPOHHIMN KapTUi MalieHTa i3 3a3HAYCHHAM AaT MPHHAOMY.

Ockinbky BaKIHHHE, He Tor's3adi 3 BIJI, MOXyTh BHKJTHKATH THMYACOBE
mizemenHs pisis PHK BIJI-1 y nnasmi kposi, pekoMeHayeTses poburn
IMennenns, AKIIO e HeobXiHo, Tia wac abo oJpasy micjis IIAHOROTO Bi3UTY,
nicns Toro, Ak GyMyTh B3aTi Bei naboparophi ananizu. Takuit nigxin MiHiMisysas
pr3vk Hecnetudiunoro miagnwends pisas PHK BUI-1 y nnasmi npu
HACTYNHOMY ILTAHOBOMY ODCTEXEHHI.

[ i9'exuiitRi npemapaty anst id'exuiit 6ymu 1o3BoNeHl, ane BBOJMIIHCS 3a
MexxaMH Micils seenenns IP.

TinbkK nepopanbHe 3aCTOCYBaHHs: AHTALMIHI IPENapaTH, Lo MICTATb
nBOBaNeHTH] KaTIOHK (HANPHKIAA, antoMiHi, KansLil | MarHii), TpuitMaK
[oHaiiMeH!Ie 3a 2 TOAMHH JI0 260 IoHaliMeHIIe Yepe3 4 rofMHH [IICIA npuioMy
CAB i RPV, a H2-aHTaronicTu - wonaiimere 2a 12 rogun g0 abo
noHaiiMeHIe yepes 4 roguHy nicis npuiiomy CAB | RPV.

OnHouaCHUH NpHIiOM MONTiBiTaMiHIB OYB IPUAHATHHM.

16. Kputepii ouiHky e(hexTHBHOCTI

IlepBHHHI:

e Uacrka nmauienTis 3 PHK BIJI-1 <50 kn/mn Ha 32-My TDKHi
M ATpUMYBaNbHOT Tepanii Ha ocHoBi nomynawii [TT-ME 3
BHKOPHCTaHHsM asiroputMy MSDF.

e YacTia cy6'ekTiB 3 BUSHAYEHHMH [IPOTOKONOM BipyCONOrMHHMH
HeBJauaMH 3 TUTHHOM 1acy.

[Bropunni:

e Yacrka oci6 3 PHK BIJI-1 y nnaswmi kposi <200 i1/Mn Ta <50 wi/mn 3
TUIMHOM 4acy.

e AGCOMOTHI 3Ha4eHHA Ta 3MiHa Biy 6a3ororo pisasa PHK BIJI-1 y nnasmi
KpOBI.




e  ABCOMIOTHI 3HAYEHHA TA 3MiHM BiJl I0YaTKOBOro PiBHA KinbkocTi CD4+
KJITHH.

¢ UacroTa nporpecysanus saxsoprosatins (BlJI-acouiosasi crany,
curppoM HabyToro imyHozedinuty [CHIZ] Ta cMepTs).

e AGBCOMOTHI 3HAYEHHS TA 3MiHK Na60paTOPHIX ITOKA3HUKIB y Hacl.

e UYacrka cy6'exTiB 3 BUHAYEHHUMH [IPOTOKOIOM BipyCONOriMHUMH
HeBZayaMu 3 IUIHHOM 4acy.

e ITapamerpu nnasmosoi koHuerTpauii s CAB LA TaRPV LA (Ctrough
T KOHIIGHTPALIT mic/nd J03H [~MaKcuMa/IbHa KOHLEHTPALlA Npenapary B
wiasmi (Cmax)]) npotarom [epioay nigrpuMyBanbHOT Teparii.

e IInasmosi xouuentpauii CAB i RPV ans BU3HAUEHHA MOMEHTY
JOCATHEHHS CTALIOHAPHOrO CTaHy /14 koxHoro pexaMy LA CAB i
RPV.

o JlocnmimxysaBcs 38'130K MbK MapameTpamu niasmosoro PK ra PHK BLI-
1 y rurasmi, kinbkictio CD4+ knitul Ta/abo suHukHeHHIM [IP 10 48-ro
THXKHS T ATPUMYBANBHOT Teparnii.

e  YacToTa BUHMKHEHHS FeHOTHIIYHOT T2 GEHOTHNIMEOT PE3UCTEHTHOCTI 10
CAB, RPV Ta inmux ART, 110 BUHUKAIOT TIifl 4ac JIIKYBAHHS.

o Tlincymyiire 3a00BOJIEHICTh NIKYBAKHAM 3a JIOIOMOTO0 ONUTYBANbHHKA
sagosonenocTi nikysanaam BUL-indexuii (HIVTSQ(s)) npotsarom
NeBHOTO Hacy (1o 96-To THXHA NiATPUMYBAIBHOI Tepartit).

e Bumipaiire 3MiHy 3a0BOJICHOCT JIIKyBaHHAM 32 JOTIOMOTOIO
OnuryBanbHUKa 3MIHH 33J0BONCHOCTI JliKyrauHaM BLJI (HIVTSQ(c)) 3
[UTHHOM Hacy (10 32-To THKHS [iATPUMYBaNbHOT Tepartii).

e IlincymyiiTe MosinomnenHs cy6'exTa Npo NPUXKIBHICTS 0 JIKYBAHHA 32
JOMOMOTOK ONUTYBANLHHKa oo Jikysanus BlJl-indexuil (HIVMQ)
NpPOTArOM MEBHOTO NEPIOLY Yacy.

17. Kpurepii oniHKH Oe3eKy

[lepeaHHA TA BTOPHHHAA:

s UYacrora i ToxKicTs [TP Ta 1abopaTOpHUX BIAXWIECHS 3 IUIHHOM 4acy.

18. CraTucTHUHI MeTOIH

ocItikeHHs GyJi0 pospobrene 3 METOIO OUIHKM eEKTHBHOCTI Ta GesneqHOCTI




npenapatie CAB LA 400 mr sryTpitnaeoBenHo mwroc RPV LA 600 mr
BHYTPIIIHBOBEHHO KOkHI 4 THHI Ta CAB LA 600 Mr BHyTPilUHbOBEHHO ILTIOC
RPV LA 900 Mr BHyTpilmHBOBEHHO KOXHI 8 THXHIB nopirHAHo 3 CAB 30 Mr
onuH pas Ha noby mmoc ABC/3TC oaun pa3s ua 1o6y ne 32-ro ks
iOTPHMYIOUOTreo Nepiofy NiKyBaHHs.

[1{06 cTBepICKYBATH NPO MOIMTHBHHE pPe3yNsTat, OyNno nepesipeHo Taki
CIIOTEesH:

e Hynsosa rinotesza (H0): HacToTa BiANOBIAL NS CXEMH 3 ABOX
npenaparie CAB LA nmoc RPV LA <CAB nmoc ABC/3TC -10%

e AnprepHatiBHa rinotesa (H1): Yactota BignoBiai ans cxeMy 3 XBOX
npenaparis CAB LA nmoc RPV LA> CAB mwmioc ABC/3TC -10%

Po3mip BHOIpKH y 45 ocib y rpyni nepopansHoro JgikyeaHus ta no 90 ocid y
rpyImi BHYTPIIIHEOBEHHOIO JTIKyBaHHA OyB 0OpaHuii TakuM YHHOM, 100
3abe3e HTH BUCOKY HMOBIPHICTb TOrO, 11O NiKyBaHHA [BOMA MpenapaTamMy
TpHBATOT Aii 31 cNpaBAi noraHoio BiANOBiAN0 nopisHaHO 3 CAB 0fHH pas Ha
nens mmroc ABC/3TC oaun pa3s Ha geHs He Oyne BHBYATHCS Aalli, BOMHOYAC
TO3BOIAIOUH (POPMANTEHO BPAaXOBYBATH iHIII (h)aKTOPH, AKLIO eeKTHBHICTL M
rpynaMmH JikyBRaHHa Oyae momiGHoto. [lepenbayanocs, mo 85% yvacHuKiB
OyAyTs MaTH BIpYCHY cynpecilo 1o 16-ro TixHS, | mpuOnu3HO 265 y4acHHKIB
OyayTh 3apaxosaui nd TOro, 106 MaTH 225 y4acHHKIB, paHaoMi3oBaHuX Ha 1-d
IleHE.

JTocniprenHs 6yno copsaMoBate Ha NepeBipKy NOPIBHAHHOCTI CXEMH 3 JBOX
npenapatis CAB LA nnioc RPV LA ta CAB 30 Mr osn pa3 Ha noby mmioc
IABC/3TC. IlepeunHe nopiBHAHHSA, L0 HAC LKaBKUTE, 6YN10 BHKOHAHO 3
BHKOpHCTaHHAM OalieciBebkoi Mozeni iiMoBipHocTi. SIkiLo anocTepiopHa
HMOBIpHiCTE TOro, WO pisuuil Oyna Ginbow, Hk -10%, Gyna senuxoio (TodTo
>90%), To Oyno HagaHo NOCTaTHLO CTATUCTHYHMX JMOKA3IR JJIA [IOSHTHEHOTO
pezynbTaty. HacTtoTa Bignosiai 82% y cxemi 3 apox nmpenapatie CAB LA mwioc
RPV LA (nopisHAHO 3 yacToToIO Bimnorini 92% y cxemi CAB mmoc ABC/3TC)
MpH3BEE A0 BIOXWIEHH HYJbOBOI MNOTE3U 3 iIMORIPHICTIO npubnusHo 0,064
(nomunxka [ Turry). Hapemenuit poamip BuGipku HaBpsad 94U XO3BOJIHB OH
BiniOpaTy BUNMaAKOBY BHOIPKY, sKka O 3po0uiia XxuOHHI BACHOBOK I1PO TE, LIO
cxema 3 sisox npenapatis CAB LA mmoc RPV LA € nopiBHAHHOIO 31 cXeMOm0




CAB mwoc ABC/3TC, sxbi uacroTa Binnosiai JicHo craHopria 82% npoTi
92% sinmosinHo. SIKILO Npu 3acTOCYBaHH] cxeMH 3 JIBOX npemaparis CAB LA
wnoc RPV LA uactoTa Bifnosiai nepepuiysana 92%, To icHyBana BUCOKa
PMOBIpHICTD BIIXHJIEHHS HYJIHOROI [IIIOTE3H 1 IIPABHIIEHOTO BHCHOBKY MO T¢,
o cxema 3 geox npenapatis CAB LA mwmoc RPV LA 6yna mosaiimenie
TaKoio K edekTuBHOIO, Ak CAB mmoc ABC/3TC.

BpaxyBaHus IONEPeHIX nepekoHaHk Ta iHdopmMallii o napaMeTpH MOyl
e 06 0B'I3KOBOIO YaCTHHO By ab-aKoi Galtecipebkol IMORIPHICHOT MOIEN.
3po6neni MPHITYTIEHHs AOTIOMOXCYTh OTPUMATH GLIbII HATIHHY OLIIHKY, KOJH
ornepeHi NepeKoHaHHs TOEHYIOTBCA 31 CIOCTEPEXYBAHMMH JAHAMH, HDK
TiNBKY 3 J2HAMH, 33 YMOBH, 11O IIEPeKOHaHHA Oy o6TpynToBaHuMH. TakuM
YHHOM, Y JIOCTIDKEHHI BUKOpICTOBYBaBCa Geta-posnonin (23, 2) 3 cepeAHBOO
yacToTOM Bimnoeigi 92%, 3 97,5 npouenrtuneM 99% i 2,5 npoLieHTHIEM 78%.
Kpim Toro, 6ymo 3po6aeHo NPHITyIIEHHS 1po HeingopMaTUBHICTE
[IOTIEPETHLOT0 MEPEKOHAHHS W00 YaCTOTH BIATIOBINI IS CXEMH 3 JIBOX
npenapatis CAB LA nntoc RPV LA. Tomy B nocikenH] 6y KOHCEPBATHBHO
BHKOpUCTaHO Oera-posnonin (1, 1).

TMomyssuis Beix cy6'exTiB LOCIDKEHH s cknajiajiacs 3 ycix cyf'ekTig, AKi
NpoiIITY BIAGIP A BMIOUEHHA B AOCIIIPKEHHS.

[Tomynsmis ITT-E cxnapaiacs 3 yoix 3apeecTpoBaHMX y4acHHKIB, SIKi OTpUMaIH
npuHaiiMui 1 gosy IP nporaroM iBmyKuifHOro nepiomy. [Monynsauis ITT-E 6yna
BHKOPHCTAHA YIS aHATI3Y eheKTHBHOCTI JAHKX IHAYKLIKHOrO nepiomy (3 20-ro
THKHA 1o 1-H neus).

Momynsauiz ITT-ME cknananacs 3 ycix panpomizosanux cy6'exris, AKi
oTpuMany npuHaimMAi | no3y [P mpoTarom miATpHMYI0OHOro nepioxy
nocnimxeHHs, Cy6'eKTu aHaTi3yBaJIACA BIANOBIIHO IO PaHA0MI30BaHOr0
niKkyBaHHA He3QIEXKHO Bill TOTO, K JIKYBaRHA BOHH (PaKTHHHO OTPUMYBAIH.
TMomynauis ITT-ME Gy/ia 0CHOBHOI MOIMYALIEI0 AN aHaNi3y eeKTHBHOCTI.

PanoMizoBaHa oMY/ AMis ckananacs 3 yeix cy'eris, ki Gynu paHIoMi0BaHi
B MOC/imKEHHI i GYTH BUKOPHCTAHI 1A CKIaJAHHS CITUCKIB JaHyX BHOIpKOBO
NOIYJALIT IOCHi JDKEHHH.

ormysnauia oci6, sxi oTpuMyBaIH JTiKyBaHHs 3a npoTokonom (PP-ME),




cxinamanacs 3 yqacHdkis nonynsiii ITT-ME, 3a BHHATKOM rpyOHX [IOPYITHHKIE
npoTokONy (BoHK GynH Bu3Hadeni B [Liani 3BiTHOCTI Ta ananisy [RAP] usoro
nocnimxenns). Iomynsis PP- ME 6yna BTOPMHHOIO 413 Lieif e)eKTHBHOCTI.

Morryauis PK sritovana Beix cy6'exTis, ki otpuMysanu CAB ta/abo RPV i
npoitnuiy BinGip spaskis PK nig yac mocnipkenns ta Hajalu faHi npo
kouuedTpallito CAB Ta/abo RPV y mwiasmi Kposi, ki MokHa Oyno 6 oliHMTH.
Cy6'cxTH 3 1iel nomyisuil 6ymu BrnodeHi B ananis PK.

Besneura NoMyNaUis cllafanacs 3 yeixX 3apeecTpoBaHuX cy6'eKTiB, SK1 3a3HalH
BITMBY JIOC!1{KyBaHOTO IPOAYKTY, 32 BHHATKOM Cy0'eKTiB, AKi MaH

ha JOKYMEHTOBAHI JIOKa3H TOTO, 1110 BOHM HE OTPHMYBAITH 3OIHOT KITBKOCTI
TOCTi MKy BAHOIO IPOIYKTY TIPOTATOM MEPIoRy MiATPUMYIOHOrO TEPAleBTHHHOIO
nixysasna. Cy6'exktd Oya¥ npoaHanizoBaHi BIAMOBIAHO A0 GaKTHYHO
oTpumanoro sikysaHis. [Tomynsuis Geamexy 6yia OCHOBHOIO MOMYJIALIEKO AMls
ananizy Oesnexn ZaHUX IHAYKIIHHOrO nepiomy.

Morynauis niarpuMKy e3NeKH cKIafanacs 3 ycix cyb'exTi, siki BCTYTHIM B
nepios NiATPUMKHM i OTpHUMany woHaiimexire 1 gosy IP. Cy6'extn Gynu
npoaranizoani BiATOBIAHO 10 GAKTHIHO OTPHUMaHOTO NiKyBaHHs. ITomynaiis
Be2Me4YHOro TeXHiYHOro 06CTyropyBaHHs 6ya OCHOBHOK ROMYAAIIEK A7
ananisy Ge3nexy JaHHX nepiofy TexHiutoro obcayrosysanus. Ilepsuinai
Habip maHux A5 asanisy edekTHBHOCT] Gasyeaecs Ha nomyauiil ITT-ME. Ha6ip
nanux edexrusnocti Biroyas MSDF (Takox Binomuit sik Snapshot) nias yactku
mauicntis 3 PHK BIJI-1 y nra3mi kpoBi, ska 6yJia HEKUYO 33 MONEPEIHBO
B3HAUEHWMI mopir (Hanpurian, <200 wi/mi ta <50 kn/mn). [Nepeuuruit anaris
cheKTHBHOCTI IPOBOIMBCS Ha 32-My TEDKHI Ha OCHOBI HaCTKH NAUICHTIB Y
normynsauii [TT-ME 3 PHK BUI-1 y mnasmi kposi <50 kn/mi 3 BAKOPHCTAHHAM
migxoxy MSDF, iIeHTHYHOro HHHHOMY BH3HAUEHHIO anroputMy Snapshot
'VIipaBIliHHAM 3 KOHTPOIIO 33 XapUOBHMHM NMPOAYKTAMH Ta JIKAPCHKHMH
sacobamu CILIA (FDA). [leppanHe NOpiBHSHHA NOPIBHIOBAJIO YACTOTY BiAMOBiAL
B KOxKHIH rpymi go3ysanssa IM 3 rpynoro nepopalbHOro KOHTPORIO 3
BHKOPHCTAHHAM OMHCAHOI BHIUe Mojeni GalfeciBebkol #MoBipHoCTi. Bysa
PO3paxoBaHa WMOBIpHICTb (YacToTa BiANOBiNL 114 B/B BBEJIEHHA > 4aCTOTA
BiATIOBiAI A8 MepopantbHOro BeeAcHHS -10%).

[TorysLis JOBrOCTPOKOBOTO CNOCTEPE:KEHHA 3 De3MeKH CKlajianacs 3 ycix
cy6'ekTiB, ki oTpuMyBanu monaitmerine 1 1oy CAB LA ta/aGo RPV LA, ki




puriaITH npuiiom [P/suiiim 3 [lepiogy nidrpuMyrodol Tepanii Ta MaiH
monakiMerme | BisuT 7o kninike npotaro llepiony qOBrocTpoOKOBOTG
criocrepexxeds. CyG'exTH OysM MpoaHanizoBaHi BilNOBiAHO 10 GaKTHIHOTO
ITikyBaHHs, oTpumanoro nporaroM Ilepiogy ninrpuMytodoro mikysansa. La
normynALis Oyia BUKOPUCTAHA IJIA OTPHMAHHS A0JATKOBMX JaHMX [po OE3MNCKy B
MOErOCTPOKOBOMY 11epIiOJIi CIIOCTEPEKEHHS.

[eHoTHIIORA Ta (eroTunora nonyauii PDVF cknaganues 3 ycix cy®'exris
norysnii [ITT-E, sxi Masti ZOCTYIHI JaHi po reHOTHIIOBY Ta (PEHOTHITOBY
PE3UCTEHTHICTE Ha MOMeHT IpoefeHHs PDVF, BIANOBIOHO, HA MOMEHT MOYATKY)|
nikysaHHs. Ui nomymsauii Oyiu BEKOPUCTaHI [UTA aHAMI3y NeHOTHITy Ta
(heHOTHITY, 1O BUHUKAIOTh TPH JIKyBaHHI Ta TCA JiKyBaHHS.

[Monynsuis Extension Switch Brmodana Beix yuacHRKIB, paHIOMI30BaHHX Y
rpyny nepopaibnoro npuiomy 30 mr -+ ABC/3TC, ski nepeiiuiny na
onTHMI30BaHMI pexxum 103yBaHHA IM 3a BnacHuM Bubopom (abo Q8W, abo
Q4W) Ta OTpUMAITH ILoHakMeHIe 1 J03Y MpoTAroM Nepioay MpOAOBKEHH
Inocnimrenns. ITomynauia Extension Switch 6yna suxopucTaHa 015 OLIHKH
Gesnexy Ta eQEKTUBHOCTI ONTUMIZ0BaHKX PeXHMIB A03yBaHHA IM mpoTsrom
nepioly NOAOBKEHHS.

Tonynsiis reHoTinoeoi Ta eHoTHnoBoi pesucrentHoeti PDVE cknapanacs 3
ycix cyG'eKTiB, AKi BXOAMIM A0 IPYIIH POJOBKEHHS JIKYBaHHA, 3 HATBHHMH
NaHUMH 1100 TEHOTHUIIOROT Ta (PEHOTHITOBOT PE3HCTEHTHOCTI HA MOMEHT
nouatky Jiikysasas PDVF npotsroM nepiony npoaosxeHHs JIikyBaHHs. Lisx
noryJAuia Oy/a BHKOPHCTaHA AN aHanizy nepiofy nposoHraiiii Ha goni
nikyBaHHS, @ TAKO FeHOTHITY Ta QEHOTHITY, O BHHUKAIOTH MPH JiKyBaHHI.

[Mormynsuisa nepeMuKaya mpoaoBKeHH, 3a npotokonom (PP-ES) cknaganacs 3
[YYACHUKIB DOyl NepeMuKada MPOJOBKEHHS 3 BiIXHISHHAMH Bill
NpoTOKOITY mif yac abo Mic/d MepIIoro BBEASHHS HABAHTAXyYBaNbHOI 1031 IM
(100-i Troxaets). g nomyssiis 6ynia BUKOPUCTAHA JUTS AOMOMDBKHOTO aHAi3y
npoMibxHOT Ta KiHieroi Touok Twkus 128 ta Twxna 160. Taxuit nonombkHuHA
anaifis He poBoAKBCa 6, k6w momyaauis PP-ES crxiranana 6imsme 95% sin
nomynanii Extension Switch.

MMopieanyicTs Miz YacToTo Bimosigeid y Q8W ta Q4W Ttakoxx ouintobanacs
3a IOMOMOToI0 Mogeni balieciecbkol iimosiprocTi. Lel aHatis npumyckas




HeinhopMatusruit Gera (1,1) nonepenniii po3moain W KOKHOT YaCTOTH
BiAnoBini Ha cxemy IM. Byna po3paxosana anocTepiopHa HMOBIpHICTE TOro, 11O
abCOMOTHA PisHKILA B NiKyBaHHi Oysia MeHIow 32 10%. AnoctepiopHa
iiMOBIpHiCTE >90% GyI1a momepeHBO BU3HAYEHA AK Bara CTATHCTUUHHX JOKA3iB;
HEOOXINHUX 7151 TOTO, MOG 3pOBHTH BHCHOBOK, 1O 2 pexxuMy Jo3yRadHs IM ¢
EKBIBATICHTHAMH 3 TOUKH 30pY LIATPUMKH BipYCONOriuHoi cympecii.

Hezanexuuii komirer 3 MoHiTOpHHry fanux ( IDMC) posrasHys npoMixsi
Pe3YNBTATH aHAMI3Y Ha 1-H HeHb (BCi YYaCHHKH, SKi 3aBEPIUMIM iHIYKIiHHT
riepion) Ta 24-i TiskHeHs (~50% yvacHHKiB, 1Ki 3aBepuIuny 24-i TwKIeHs
MATPEMYEO40ro Nepiony). o NpoMBKHHX aHanisis 6y/TH BKIIOUCH] Bei HasBHi
Iati, B TOMY YHCTi JIaHI 3a MEKaMH BH3HAUCHOIO [EPIOy Yacy, 32 BUHATKOM
aHanizy l-ro gus, SKuif BRITIOYAB HLe AaHi iHAyKUiiHoro nepiomy. MeToro Lux
BaIUTAHOBAHMX 2HaNI31B 6YJI0 OLiHHTH e(EeKTHBHICT, Oe3neKy Ta IepeHOCHMICTD
Ha PaHHIX €Tanax JOCHiLKEHH, 3 MOMUIMBICTIO BIIMIHH CYGONTHMATIBHOT CXEMHU
ITiKyBaHHs1 10 TOTO, K Bei CY6'eKTH MepefayTh 1o MATPUMYIOHOTO Iepioy
nocnimpienHs. Cnoncop 6yB CinuM 10 TPOMDKHOTO aHATTI3Y 24-I0 TIDKHA.
Taxox npoBoauecs nocriiiuui Monitopuar PDVF.

Lleit mpomixkuuii rpadik aamizy He noTpeGyBas monpaBky Ha KPaTHICTh,
OCKiIbKY He Oyn0 HMOBIPHOCTI XHGHOMOZMTHBHOTO Pe3yNbTaTy B FKOMHOMY 3
MPOMIKHKX aHalli3iB, MPOBENEHHX 110 32-r0 TIDKHA, | OCKINBKE aHanisy Ha 48-My
i 96-My TrOKHAX GYNH BRKOPHCTaHI A1 MOJANBIIOT XAPAKTEPUCTHKH
TOBTOCTPOKOBOTO npodimo besnexku Ta edexrusrocTi CAB. Ockinbke xomHa
rinotesa e Gy.a nepepipena Ha BIAXWIEHHA i1 9ac MOCTIHHOIO MOHITOPUHTY
EipYCOJIOriYHOT BIANOBIAL, ONpPaBKa HA KPATHICTB He TIPOBOJMITACA.

19. femorpadhiuHi noKa3HHKK LOCHIHKYBaHOT NOMy AL (cTaTh, Bik, paca
TOIIO)

Kopotkuii oriisn aemorpadiunux xapaxrepucruk ( nonynsauis ITT-E)




\NemorpaciuHa xapakTepucTHKa

[epopanshi CAB
30 mr
N=309

Bix:(pokiB).v:. . o
Cep. 3Ha4. 36,6
CraHgaptHe Bigxunexta (SD) 10,39
Menpiana 35,0
XBUIMUH 19
Makcumym 64
Crarb, n (%)

XKiHoya 27(9)
Yonogiya 282 (91)

ETHiuHa npuHanexHicTs, n (%)~ S .
INaruHoamepukaHLi/ NaTMHoaMEPHKaHL 51(17)
He icnaHomoBHif naTuHoamepukaHLi 258(83)

Paca, n{%)-".. . ' L
€BponeoifHa paca 246 (80)
Adipo-amepukaHchKoro/adprKkaHCLKOrO NOXOMKEHHA 46(15)
AMepuraHchKi iHAfaHLi aB0 npeaCcTaBHUKM KOPIHHOMO 10(3)
HaceneHHs Ansacky
AsiaTcbka paca 4(1)
Kopixne Hacenenns [aeaiickkvx ocTpoBiE abo iHwuxX 1(<1)
OGCTPOBIB TUXOrC OKkeaHy
Apo-amepuKaHCHKOro/aQPUKAHCKKOTC NOXOMKEHHS Ta 2(<1)
Binotwxipi

20. PesynbraTi €(peKTHBHOCTI

PesyabTaTh edeKTHBHOCTI:

{Tabnuusa 5).

PesyanTaTn ochHif:KeHHs HA OCHOBI ANrOpHTMY 3HIMKIB

Ha 256-my Tioxui 88% (rpyna Q8W IM) ta 74% (rpyna Q4W IM) nauieHrig,
[PaHAOMIZOBAHHX JUI OTPHMAHHA IH'€KIIHMX 103, 30epirany Bipyconoriuny
cynpecito (PHK BIJI-1 <50 kn/mm). YacTka nauieHTis 6e3 BipyconoriuHix JaHuX]
Ha 256-My TrkHI Oyna eumoro B rpyni Q4W IM (26%) nopirHSIHO 3 rpymnoo
Q8W IM (9%), 1o mosScHIOEThCS NIPHIIMHEHHAM JIiKyBaHHs depe3 [TP/cMepTs Ta
iHIni HeBipycooriyHi npyurHK (BiIXHUIEHHS Bif IPOTOKONY, BIIMOBA MallieHTa
Bi TiKyBaHHS, BTPATAa U4 NOJABIIOTO CIIOCTEPEAEHHS, pillICHHS JTiKaps)




Tabmus 5 3BeaeHi pesynsTatk gochimxeHHA (<50 xoninimMn) Ha TvoKHI 256 -
AHaniz momeHTanbHUX 2HiMKiB (MSDF) (patpjomizoBane
pgocnigxeHHs QBWIQ4W) (nonynsiin ITT-ME)

JocnimweHHn

Peaynbrat, n (%) QBWIM | QAW IM | 3aranom
IM
(N=115) | (N=115) | (N=230)

PHK BIJi-1<50 kn/mn 101(88) | 85(74) | 186 (81)

-PHK BI-1 250 xn/mn 4(3) 0 4(2)
[pUNUHEHD Yepes HeOCTaTHIO ePeKTUBHICTL 1(<1) 0 1(<1)
MpUNKHEHO 3 IHWWOT NPUMMHM, ANg HE RUKMe 3(3) 0 3(1)
MOPOroBOro 3Ha4eHHA

BigcyTHicTb BipyconoriyHux Aanux Ha 256-my TvkHi | 10(9) 30(26) | 40(17)
MpununeHo vepes MNP abo cMepTb 2(2) 18 (16) 20 (9)
MpUNMHEHO 3 iHILMX NPUIUH &(7) 11 (1) 19(8)
[TponywieHi aaHi nig vac BikHa, ane mip Yac 0 1(<1) 1(<1)

<50 kn/mn) (Tabn. 6).

QBW IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM kowni 8 Tipknis (Q8W)
QAW IM: GSK744 LA 400 mr+TMC278 LA 600 ar IM xoxui 4 Tvoxni (Q4W)

Ha 256-my Tk 94% nauieuris onruMizoBanoi cxemu Q8W Tta 90% nauienTis
ONTHMI30BaHOT cxemu Q4W 36epirany Bipycomnoriuny cymnpecito (PHK BIJI-1




|
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Tadbnuug 6 3BepfieHi pe3ynsTaTi gocnimxeHus (<50 KoniitfMn) Ha TMKHI 256 -
AHanis 3niMkie (MSDF) (monynsayis koMyTaTopis po3WKpeHHs)

PesynbTar, n (%) OntumizoBaro | OnTumizoBaHo | OnTUMi30BaHO
(M

Q8W IM QAW IM 3ararnom
(N=34) (N=10) (N=44)

PHK BIN-1<50 kn/mn 32(94) 9(30) 41 (93)

-PHK BIN-1 250 kn/mn 1(3) 0 1{2)

[pUIMHEHO Yepe3 HEAOCTATHIO 1(3) 0 1(2)

eheKTUBHICTE

BiacyTHICTb BipycONOrivHmMX AaHMX 1(3) 1(10} 2 (5)

Ha 256-My TvXKHI

Mpvniusero yepes [P abo cmMepThb 1(3) 1(10) 2(5)

Ormumizosano QBW IM; GSK744 LA 600 Mr+ TMC278 LA 900 mMr IM komHi 8 TisiHiB nig 4ac NpoLoBxeHHs
Onmumizosaro Q4W IM: GSK744 LA 400 wr +TMC278 LA 600 mr IM koxi 4 Tvoksi nig, 4ac npooBxeHHs

PHK BLJI-1 y unasmi xposi <30 ka/ma 3 uacom

Criifka npoTHBipycHa BIANOBIAR criocTepiranacs B 000X rpynax JiKyBaHHS A0
256-r0 TIDKHA MNIATPMMYIOUOro Ta MPOAOBKEHOT0 NepioAy 3 OAHAKOBOIO
YACTOTOK BIAMOBLAI Ha noyatky 1o 48-ro Tiwkns. [Ticia 48-ro TikHa
crnocTepiragacs BHILA YacTOTa BILMNOBIAI NPH 3acTOCYBaHHI cxeMH Q8W
nopiBHAHO 3i cxemoto Q4 W tuepes NpHITMHEHHA NikyBaHHs depes [1P/cmepTs abo
3 [HIIMX HeBipyconoriyHKux npu4uH (tabun. 7).




Taﬁnuuﬂ 7

YacTka oci6 3 PHK BIN-1 y nnaami kposi <50 koniit/mn 3a Bisur
nig yac nepioAy NiATPUMAaHHA Ta NPOLIOBKEHHS - aHaNi3
MOMEHTanbLHKX 3HiMKiB (MSDF) (pangomizosane gocrtimxeHHs

Q8W/Q4W) (nonynauis ITT-ME)
MowmenT yacy, n/N (%) Qswim Q4W IM 3aranom IM
(N=115) (N=115) {N=230)

[leb 1/Tovatkoeuit piseHb 109/115(95) [114/115(>99) | 223/230 (97)
0bCnyrosyBaHHs

TwkaeHb 4 1M21115(97) | 113/115(98) | 225/230(98)
TvKaeHs 8 113/115(98) | 111115(97) | 224/230 (97)
TvxaeHs 12 110/115(96) | 112115(97) | 222230 (97)
TuxaeHs 16 1121115(87) | 110/115(96) | 222/230(97)
TuxaeHs 20 1121115(97) | 1121115(97) | 224/230 (97)
Tuxaetb 24 110/115(96) | 107/115(93) | 217/230 (94)
TwxaeHs 28 104/115(90) | 106/115(82) | 2107230 (91)
TwxneHs 32 109/115(95) | 108/115(94) | 217/230 (94)
TwkaeHs 36 109/115(95) | 104/115(30) | 213/230(93)
TwkaeHs 40 106/115(92) | 105/115(91) | 211/230 (92)
Tuxgenb 44 107/115(93) | 104/115(90) | 211/230 (92)
TkaeHs 48 106/115(92) | 105/115(31) | 211/230(92)




{MomenT vacy, n/N (%) Q8W IM QAWM 3aranom IM
{N=115) {N=115) (N=230)

TvoKEeHb 56 108/115(94) | 104/115(90) 2124230 (92)
TwxneHs 64 109/115(95) | 103/115(80) | 212/230(92)
TwxaeHs 72 109/115(95) | 103/115(90) ( 212/230 (92)
TuxaeHs 80 109/115(95) [ 100M115(87) | 209/230 (91)
TwxoeHb 88 109/115(95) | 99/115(86) 208/230 (90)
TuxaeHs 96 108/115(94) | 101/115(88) 209/230 (91)
Tuxnens 100 HO 100/115(87) 100/115(87)
TuxaeHs 104 106/115(92) 98/115(85) 204/230 (89)
TuxaeHs 108 HO 96/115 (83) 96/115(83)

TwxaeHsb 112 106/115(92) | 98/115 (85) 204/230 (89)
TuxgeHb 128 104/115(90) | 97/115(84) 201/230 (87)
TuxgaeHb 144 105M115(91) { 97/115(84) 202/230 (88)
TwwaeHs 160 104/115(20) | 95/115(83) 199/230 (87)
TvxpeHb 176 103/115(30) | 94/115(82) 197/230 (86)
Tuxaeds 192 102/115(89) 93/115(81) 195/230 (85)
TuxgeHs 208 102/115(89) 92/115(80) 194/230 {84)
Tuxaetb 224 101/115(88) 87/115(76) 188/230 (82)
TuxaeHs 240 101/115(88) 86/115(75) 187/230 (81)
TuxaeHs 256 101/115(88) 85/115(74) 186/230 (81)

QBW IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM koxHi 8 Tiwieie (QBW)
QAW IM: GSK744 LA 400 mr -+ TMC278 LA 600 mr IM ko 4 Tvki (Q4W)

[licna 156 TixHiB Tepanii LA y nponosixkeHoMy nepiofii ONTHMI3oBaHi [pynu
IM nponeMoHcTpyBanu crifiky npoTusipycHy Bignosiae. 11i faHi cnin
iHTeprpeTyBaTH 3 0DePeKHICTIO, OCKLILKH pO3Mip BUGIPKH A1S ONTHMI30BAHHX
pykasis IM 6yB nesemuxumM. Ha 256-My TIDKHI 4acTKa NaUieHTIB, y SKUX
sGepiranaca sipyconorivua cynpecis, Oyna noiGHow B onruMizoBaniii rpymi
Q8W IM (94%) Ta onTumizorauiii rpymi Q4W IM (90%) (tabx. 8).




Tabnuusa 8  Yactka ocib 3 PHK BIJT-1 y nnasmi kposi <50 konii/mn 3a
BiasiaysaHHA B nepios; NPOJOBXKEHHS - aHani3 MUTTEBKX 3HIMKIB
(MSDF) (nonynsuia nepemMukayis npoaoBkeHHs)
MomeHT yacy, n/N (%) OntuMisoeaxo | OnTumizoBaHo |OnTUMi3oBaHO
QW IM Q4w IM M
(N=34) (N=10) 3aranom
(N=44)
PoswwmpeHHs [ovaTkoeuit 34/34 (100) 10/10(100) 44/44 (100)
pipeHb/ TUXAEHb 100
TwxaeHb 104 33134 (97) 10/10(100) 43/44 (98)
TwxaeHs 108 HA 10/10¢100) 10/10(100)
TuxaeHb 112 31/34 (91) 10/10(100) 41/44 (93)
TwwaeHs 116 HO 9/10 (90) 9710 (90)
TuxaeHs 120 29/34 (85) 9/10 (90) 38/44 (86)
TvxaeHs 124 HO 10/10(100) 10/10(100)
TuxgeHb 128 33134 (97) 1010(100) 43/44 (98)
TvxgeHs 144 33/34 (97) 10/10(100) 43/44 (98)
TuxneHs 160 33/34 (97) 10/10(100) 43/44 (98)
TvxaeHs 176 33134 (97) 910 (80) 42/44 (95)
TwxaeHs 192 33134 (97) 9/10(30) 42/44 (95)
TuxneHs 208 33134 (97) 9/10 (90) 42/44 (95)
TwxaeHb 224 32134 (94) 9/10 (80 41/44 (93)
TuxaeHs 240 32134 (94) 9/10 (90) 41/44 (93)
TxgeHb 256 32134 (94) 910 (90) 41/44 (93)

Ontumisosaqo Q8W IM: GSK744 LA 660 mr +TMC278 LA 00 mr IM koxwi 8 Tusis nig Yag npomoskeHHs
Onvumizosaro Q4W IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM koxki 4 TURHI Nia 4ac NpofIoskeHHa

3mina kisibkocri CD4+ kaiTHHE MOPIBAAHO 3 BUXinHUM piBHEM

30inpmenns KinpkocTi CD4+ KAITHH MOPIBHAHO 3 BUXIAHMM piBHEM
CIoCTepiranocs B ycix rpyrax, okpiM ontumizosaHol rpynu Q8 W, B akiit
CIoCTepiranocsa He3HayHe 3HmkeHHA (Tab. 9 i tabi. 10).




Tabnuysa 9

3BefieHi AaHi npo aMiHy KinbKocTi CD4+ KNiTUH NOpIBHAHO 3
MOYaTKOBUM pPiBHeM {KNiTUHKW/MM3) 32 BiABIRYBAHHAM -
MigTPMMaHHA Ta NPOAOBKEHHA (paHAOMI30BaHe [OoCniIXeHHs
Q8WIQ4W) (nonynsuis ITT-Meauxis)

CD4+ 3mina Big Q3W M Q4w IM 3aranom IM
ITovarkoBa niuin, N=115 N=115 N=230
KniTHHIIMMD

[oYaTKOBMiA n=115 n=115 n=230
piBeHb/TUXOEHE -20

CepeaHe 3HavenHn (SD) 486,6(184,44) 5039 (187 86) 485,2(185,95)
Cepenwnte anavenHn (IQR) | 449.0(343,0,618,0) | 499,0(359,0;624,0) | 476,5(350,0,619,0)
Nlens 1 n=115 n=115 n=230
CepegHe 3xauerHA (SD) 179,2 (176,06) 176,4 (204,48) 177,8(190,39)
CepenuHre 3HaveHHs (IQR) 162,0(640,271.0) | 156,0(78,0; 270,0) 160,0 (76,0, 270,0)
Tvxpaens 32 n=112 n=108 n=220
CepenHe 3na4eHHs (SD) 264,4 (247 ,84) 263,7(217,74) 264,1(233,02)
CepeauHte anauenna (IQR) | 226,0 (107,5; 330,00 | 241.5{138.0, 347.5) 227 5(114,0, 338,0)
TwigeHb 48 n=112 n=104 n=216
Cepenne anaqenHa (SD) 2858 (232,20) 266,3(230,54) 2764 (231.07)
Cepenunte aravextn (IQR) [ 248,0(1515; 346,5) | 258,0(132,5,355,0) | 255,5{144,5, 348,5)
TuxneHs 96 n=109 n=100 n=209
CepenHe 3Havenna (SD) 257,5{192,25) 2706 (210,99) 263,8 (201,05)
Cepeaute sHaqeHns (IQR)  |239,0 (111,0,359,0) | 225,5(144,5;393,0) | 231,01130,0,371,0)
[Tuxgens 104 n=104 n=99 n=203
CepenHe 3HaverHa (SD) 276,6 (211,73) 309,6 (251,51 292,7 (231,99)
Cepegunte aHavenns {IQR) | 240,5(151,0; 368,50 | 280,0(158,0, 419,0) 264,0(151,0, 392,0)
TuwgeHs 112 n=106 n=99 n=205
CepenHe 3HaueHHs (SD) 2624 (201,63) 336,3 (265,03) 2981 (236,73)
Cepepunbe svavenna (IQR) | 234,5(140,0; 364,00 | 298,0(165,0, 444,00 | 264,0(149,0, 395,0)
TikaeHs 128 n=105 n=99 n=204
CepenHe 3Ha4enHa (SD) 2864 (212,48) 2874 (230,90 2917 (221,13)
Cepenunne sHaqeHns (IQR) | 249,0(142,0, 413,00 | 275,0{83,0; 443.0) 263,5 (139,5, 432,0)
TuxgeHs 144 n=106 n=98 =204
(CepepnHe aHau4enHs (SD) 2739 (229,09) 329,8(223,90) 300,7 (227,78)

Cepeaunne aHaveqHsa (IQR)

267,0(1220; 398,0)

305,5 (187,0, 455,0)

286,5 (146,5, 421,0)




TuxfeHs 160 n=103 n=94 n=147
CepepHe 3HaveHHA (SD) 308,6 (224,80)  [315,0 (250,56) 311,6 (236,85)
Cepenutte sHavenna (IQR)  [276,0 (156,0, 442,0) [286,0(122,0,4450) | 282,0(152,0, 442,0)
TuaeHs 176 n=104 n=93 n=197
CepenHe 3HaqeHRs (SD) 3204 (254,26).  [362,7 (249,42) 3404 (252,24}
CepepuHHe akaverHa (IQR)  [282,5 (171,0,446,0) 1352,0(215,0, 493,0) 315,0(184,0, 477,0)
TikmeHs 192 n=103 n=93 n=196
CepepHe aHa4erts {(SD) 31 (235,06)  {375,9 (260,94) 342,9(249,03)
CepenvHre anaveHaa (IQR)  [271,0(151,0, 479,0) 1321,0 {195,0; 505,0) 301,0(166,0, 482,0)
[Tvxnens 208 n=103 n=92 n=195
Cepente srtasenna {SD) 315,6(232,04)  1371,3 (258,01 41,9 (245,58)
Cepenunre snavertn (IGR)  [271,0 (1490, 438,0) [347.5 (1970, 492,5) 295,0{179,0, 479,0)
[TuxaeHs 224 n=102 n=87 n=189
Cepapte 3Hauenhs (SD) 209,3 (216,54)  |347,3 (221,99 321,4 (219,80)
Cepepukre sHadvenna (IQRY  [274,5 (137,0, 440,00 [294,0 (200,0, 483,0) 286,0(173.0, 459.0)
Tungers 240 n=102 n=87 n=189
CepenHe shaverHs {SD) 346,5 (262,20)  [358,7 (240,77) 352,1 (251,97
Cepeannte auaqenHa (IQRY 3040 (194,0, 443,0) 311,0(208,0, 456,0) 308,0 (200,0, 462,0)
THxaeHb 256 n=102 n=85 n=187
Cepeats aHadenHs (SD) 3263 (218,24)  |396,3 (294,27) 3681 {257,28)

CepefnHie 3Ha4exHns (1QR)

311,0 (168,0, 430,0

364,0 (206,0; 523,0)

337,0(184,0, 476,0)

QBW [M: GSK744 LA 600 mr+ TMC278 LA 930 mr BHYTPILIHEOBEHHO KOMHI 8 Twkis (QBW)
QAW IM: GSK744 LA 400 mr + TMC278 LA 600 mr IN #onei 4 Tvogwi (Q4W)
IQR = inTepreapTURLHU poamax; SD = crangapTHe BigxungHHA




TaGnuusa 10

3eefieHi AaHi npo 3MiHY KinbkocTi CD4+ KniTUH NOPiBHAHO 3
noyaTkoBuUM piBHeM (KNNiTMHHKW/MM3) 3a BinBiAYyBaHHAM - nepiog
NPOAOBKEHHA (HaCENEHHS, WO NePeKNIYUNOCH Ha

NPOAOBKEHHS)
CD4+ 3Imina Bin OnTtumizoeano Q8W| OnTumizoBaHo Ontumizoeano IM
noyaTKoBOro pieHs, IMN=34 QMW IMN=10 3aranom N=44
KniTHHIMM3
Poawnpene gocnimkenns n=34 n=10 n=44
MouaTkoBMiA
piBeHL{TIAeHL 100
CepepHe 3HaueHns (SD) 979,8(302,63) [823,7 (339,99 944,3(314.42)
Cepenudre axaqexna (IQR)  |987.5 (747,0; 1093,0)) 754,0 (644.0, 862,00 8725 (721,0; 1077 .5)
Tuxaers 104 n=34 n=10 n=44
CepefHe 3HadeHHs (SD) -55,6 (241,84) 494 (188.43) -31,7 (233,02
Cepenvrte anavenns (IQR) ] -34,0(-141,0;63,0) |5,0 (-62,0, 113,04 -16,5 {-120,5; 69,5)
[TnxneHs 108 - n=10 n=10
CepenHe 3Ha4eHHs (SD} - -18,7(158,08) -18,7{158,08)
CepenuHte 3HaveHHa {IQR) - 23,5 (-104,0, 116,0)|  -23,5(-104,0,116,0)
Twxgens 112 n=32 n=10 n=42
[CepenHe 3HaueHHn (SD) -17.4 (209,80} 1,4(110,65) 6,1(194,37)
CepeauHtie aHaueHHs (IQR) 29,0{-137,0, 93,0) W¥7,5(15,0, 1650 37,0(-830,113.0}
[TuxpeHs 116 - n=10 n=10
CepepHe 3HayeHHa (SD) - 94,9(132,13) 94,9(132,13)
CepenuHHe 3HavexHa (IQR) - 53,0(5,0; 209,0) 53,0{5,0,209,0)
Tuxgers 120 n=30 n=9 n=39
CepegHe 3Ha4enHa (SD) -55,1(230.42)  134,2(166,29) -34,5(218,61)
Cepenurre anavents (IQR) 47,0(-117,0; 57,0) |-14,0(-56.,0, 66.,0) -38,0{-107,0, 66,0)
[Twxaens 124 - n=10 n=10
CepepnHe sHaveHHR (SD) - 27,8(163,02) 27,8 (163,02)
CepeamiHe 3Havetna (IQR) - 23,0 (-98,0; 118,0) 23,0(-98,0, 119,0)
TuxaeHs 128 n=29 n=9 n=38
CepeaHe 3HavenHs (SD) 6,5(181,21)  |106,0 (249,09 20,2 (208,40)
CepeauHHe 3HayeHHs (IQR) 0(-118,0; 115,0) | 146,0(-57,0,173.0) 3,5 (-114,0, 146,
TrxaeHb 144 n=33 n=10 n=43
Cepents aHayewHa (SD) -29,4 (260,90) 32,4 (146,87) -15,0(239,12)

11,0 (-243,0; 154.0)

35,0 (46,0, 97,0}

5,0 (-210,0, 154,0)

CepepuuHe 3HaventA (IQR)




Txgens 160 n=33 n=10 n=43
CepepHe anauenHa (SD) -17,2(263,57) _ [50,2 (193,24) -1,6 (248,52)
CepeputHe 3HayeHHs (IQR) 6.0(-03,0,134,0) [-175(-910, 125,0) 6,0 (-93,0, 134.0)
TiiaeHs 176 n=33 n=9 n=42
Cepenre sxauenng (SD) 60,6(249.93) 99,4 (162,94) -26,3 (241,56)
Cepeaunte anauenns (IQR)  [-32,0(-255,0; 156,0} 79,0 (-3,0, 249.0) -9,0(-216,0, 175,0)
Tuxneqs 192 n=33 n=9 n=42
Cepenne 3HaqeqHs (SD) -22,0(254,33) 69,7 (151,82) -24 (237,56)
Cepepmhne aHavenna (IQR)  [18,0(-208,0; 162,0) | 79,0 (48,0, 164,0) 22,0 (1870, 164,0)
TuxgeHs 208 n=33 n=9 n=42
Cepenue aHauehts (SD) 25,2 (226,02) 35,3 (221,25) -12,2 (223,72
Cepeautie sHauets (IQR)  137,0(-168,0;92,0) [13,0 (67,0, 66,0) -24,5 (-136,0; 92,0)
T aeHb 224 n=32 n=9 n=41
Cepenve 3navennsa (SD) 64,1(244,46) 84,7 (177,88) -31,4 (237,76)
Cepeautie snavenHn (IQR)  [-51,0(-311,0; 100,0) [33,0 (8,0. 285,0) 3,0 (-188,0. 106,0)
TixaeHb 240 n=33 n=9 n=42
Cepenue sHauenns (SD) -10,9(251,07)  [26,4(166,11) 12,1(237,85)
Cepenutiie anaverna (IQR)  [24,0(-169,0, 89,0) 55,0 (47,0, 2290y 6,5{-147,0, 135,0)
THHOeHb 256 n=32 n=9 n=41
Cepegtie 2Hauenn (SD) -14.4 (319,46) 211,4 (317,58) 35,2 (328,96)

Cepepunte anavenHn (IQR)

29,5 {-109,5; 171,0)

152,0 (2,0, 219,0)

43,0 (-64,0, 198,0)

OnTimisopaHo Q8W IM: GSK744 LA 600 wr + TMC278 LA 900 mr IM Koxsi 8 Trxris Mg, Ya¢ NPOROEXEHHA
OnTunizosano QAW IM: GSK744 LA 400 mr + TMC278 LA 600 mr (M ko 4 Tyokai Nif YaG NPCROBNKEHHR

21. PesynsTaTtu Gesnexu

«IToe’a3aKmit 3 HAPKOTHKAMK» 03HAYAE OLIHKY HOCHINHUKOM MPHYHHHO-
HACTIIIKOBOTO 3B'SI3KY, AKILO HE BKA3aHO iHIIE.

Y 3BITi HaBeeHO KOPOTKHI oryan BHnankis [TP MiTPUMYIOUOT0 T2
MPOJIOHIOBAHOrO MePIO/IIB, 3aPECCTPOBAHHX ¥ PAHAOMI30BAHHX rpynax [IM. ¥V
BCix cy6'extie Oyno wonaitvenwe 1 ITP. Hatinowupeniworo [P Gyna 6ins y

Micui iH'ekuii (98%), a HallnowyupeHimor peakilicio, He MOB'I3aHOIO 3 MiCLEM
in'exuii (ISR), Gy Hazodapusrit (45%). [Hmmmy nowdpenumH I'1P, npo aki

[OBIAOMIIAIIOCA 6inbl Hk y 25% cy6'exris, Gynu Bysaux y Micu iH'exnii
(39%), Halpsax y micui ir'ekuii (34%), ceepbix y Micui in'exuit (32%), niapes
(28%), ywinenenns y micui in'exuii (28%) Ta Tenno y micui in‘exuii (26%)




[V3aransnena indopmanis npo ITP, 3apeectposani B ontuMisosaHpx rpymax IM
nporarom lepioxy mpofgorsxenns, nasenena B Tabnuui 23. V Beix cy6'exrin
Oyno wonatimMentne | ITP. Halinomupesnimoro TP 6ye 6ins y micui in'exnil
(86%), a naiinoumpenimoro [P, He nor's3auno:o 3 ISR, - HasodapuuriT (25%).
[Humamu momupeHumi [TP, apo ski noBigoMnaiocs 6uibin Hix y 20% cy6'exTis,
Oymy By3nMKH B MicIi {n'exuil (36%) Ta rpun (23%).

Cepiiosni Ta inmi 3navni nobiuni peaxmii

BaraneHuil mincymok cepiiosHux nobiganx seum (CITA) nepiomy
MMiATPUMYIOYOTO Ta TIPOAOHIOBAHOTO JIIKYBAHHA U1 PaHAOMIZ0BaHKX rpyn IM
nasefeHo B TaGnuui 11. Jlo uporo 3BiTy JOMAIOTHCS OMHCH CIIPAB 33 LMMH
reMaMu. Y Tepiofax NiATPHMYIOHOTo Ta TOLOBKEHOro JIIKYBaHHSA Y
panioMizoBanil rpyni Q4W IM noeifomistiocs npo 3 netanebaux [P, y Tomy
uucii 1 TIP, nop's3ane 3 npuifoMoM npenaparty (iHdapxr miokapaa). ¥ rpymi
Q8W [M ue nosizomnsnocs npo netamsi ITP.

Onun cy6'exr mosinomus npo nocTin'ekiiitiy peaxuiro CIIA, wo npuseeno a0
BUXONLY 3 JOC/IIDKSHH:

Tabnuus 11 3aranbHui nifgcymok nepiofly TexHiyHoro oGenyroByBaHHs
Tallepiof npogoBxeHHs Cepitosnuit MobBiusi peakLii - KinbKicTb
cy6'ekTiB Ta BUNaaKie (paHaomizoBaHe gocnimxeHHa Q8W/Q4W)
(nonynsuis nigTpumkm Gesneku)

QB8W IM Q4W IM 3aranom IM

{N=115) (N=115) {N=230)
KinkkicTe cy6'ekTi 3 CMA, n (%) 25(22) 27 (23) 52 (23)
|[KinbKicTb BUNapKie
Kinskicte CNA, N 80 56 116
KinbkicTe CI1H, NoB'A3aHMX 3 HADKOTUKAMK, N 2 5 7
Kinskicts cMepTensHux CIA, n 0 3 3
KinbkicTb CMepTensHIX BUNaKie, RoB'A3aHmy 3 0 1 1
HAPKOTHKEMY, N

QBW IM: GSK744 LA 600 wr + TMC278 LA 900 mr IM kossi 8 TukHis {Q8W)
Q4W IM: GSK744 LA 400 mr +TMC278 LA 600 mr IM xosni 4 Trmni (Q4W)

Baranbruit nincymok CIIA nepiomy npogoBkeHHs A ONTHMIZOBaHHX rpyn IM




HaseeHo B Tabuuui 12. B onmrmisoBanux rpymax IM e 6ymo 3apeectposano
DPKOIHOTO MOB'A3aHOTO 3 npenapatoM abo geransHoro CITH.

Tabnuus 12 3sefieHi aaHi W00 cepito3HuX NoBidknx peakuii y nepiog
110A0BKEHHA TepMiHY Ail — KinbKicTb cy6'ekTiB T2 BUNagKiB
(po3umpelHa nonynauis)

OnTtumizoBako | OnmumizoBaHo | OnTumizoBaHo
Q8W IM Q4W IM IM 3aranom
(N=34) {N=10) (N=44)
KirmskicTb cyb'ekTis 3 CIA, n (%) 6(18) 1(10) 7(16)
KincKicTs BUnagKis ,
Kinkkicts CMA, n 7 1 8
Kinbkicts G5, nos'asanux 3 0 0 4]
HapKOTUKAMU, N
KinbxicTe cmepTensHmx CMNH, n 0 0 0
KinbKicTb CMEPTENBHUX BUMAAKIB, ] 0 0
MOB'A3aHMX 3 HAPKOTUKaMY, I

OnTumizoBaHo Q8W IM: GSK744 LA 600 mr + TMGC278 LA 900 Mr IM ko 8 Twxeie nig yac
TIPOHOBNKEHHA
Onrumizosado Q4W IM: GSK744 LA 400 mr + TMC278 LA 600 sr IM kosni 4 T Mg Yac NpoACBMEHHS

[Yaranenesa indopmanis mono CILA nepiofy minTpuMaHHs Ta MPOJORKCHHS,
Mpo sIKi NOBIAOMNAIOCH y PaHAOMIZ0BaHUX rpynax IM, naeenena s Tabmemi 13.
CILA, npo sxi nosinomnanocs B 06ox rpynax Q8W IM ta Q4W IM, a rakox y
Gtk Hik 1 naujenra B rpym Q8W IM, BrmroYais roctpe ypaxeHH HHPOK Ta
cripoby camorybersa (2 nauientd B rpyni Q8W IM Ta [ nauieHT B rpymi Q4W
IM); >xofHe 3 Lux HeOKaHUX SBUIL He 6YA0 MOB'I3aHe 3 JOCITI IKYBAHHM
TiKapCBKHM 3aC000M.




Tabnuus 13 3BeneHi faHi 1ogo cepitosHux noGivHUX peakuiii rig Yac
NiATPUMYIOHOro Ta NPONOHroBaHOro Nepiofis AikyBaHHA 3a
3arancHolo YacToTo (paHaoMisoBaHe aocTimieHHs QBW/Q4W)
(nonynsauis nigTpUMaHHs Oe3nekw)

BaxaHuit TepmiH, n (%) QSWIM | Q4WIM |3aranom IM
(N=115) | (N=115) | (N=230)
byab-ska MNP 25(22) 27 (23) 52 (23)
['oCTpe ypakeHHs HUPoK 2(2) 1(<1) 3(1)
Cnpoba camoryberea 2(2) 1{<1) 3(1)
AHOreHiTanbHi 6opoaaBky 1(<1) 1(<1) 2(<1)
KappioreHHui ok 1(<1) 1(<1) 2(<1)
Bink y rpyasx 0 2(2) 2(<1)
3M0BXNBAHHSA HAPKOTMKAMM 1{<1) 1(<1) 2(<1)
['onoBHui binb 1(<1) 1(<1) 2(<1)
['inepToHis 1(<1) 1(<1) 2(<1)
[MpoTpysis Mixxpebuesnx AMCKB 0 2(2) 2(<1)




[Baxanwit Tepmin, n (%) Q8WIM | Q4WIM |3aramom IM
(N=115) | (N=115) | (N=230)
[lepenosyBaHHs 0 2(2) 2(<1)
HupKoRa HeROCTATHICTL 1(<1) 1(<1) 2<1)
TOKCUYHICTb 10 Pi3HWX areHTis 0 22 2(<1)
MMyrkoBa rpuxa 1(<1) 1{<1) 2(<1)
BipycHa iHdekuia 1(<1) 1(<1) 2(<1)
Binb B xuBOTI 0 1(< 1)* 1{<1)
ABCLIeyBaHHS KiHLBKMW 1(<1) 0 1{<1)
Bunagkose nepefo3yBaHks 1{<1) 0 1(<1)
FoCTpuid iHdhapkT Mickapgaa 0 1(<1) 1(<1)
FocTpuii HAbpsK NereHis 1(<1) 0 1(<1)
MNopyLuenks aganTauif 0 1(<1) 1(<1)
ArKOronbHe OTpYeHHs! 1(<1) 0 1(<1)
CUHAPOM BiAMIHW ankoromo 1{<1) 0 1(<1)
AHemin 1(<1) 0 1(<1)
AHanbHa TpilumHa 1{<1) 0 1(<1)
CreHokapgis HecTabinbHa 0 1{<1) 1(<1)
PO3LIMPEHHS a0pTH 1(<1) 0 1(<1)
[HdheKLiHUA apTpuT 1(<1) 0 1{<1)
ACTMATUYHIA KpU3 1(<1) 0 1(<1)
BinonapHui posnag | 1(<1) 0 1(<1)
BinonsipHui poanap 0 1(<1) 1(<1)
Cninota 1(<1) 0 1{<1}




OTpYEHHS 4aAHUM ra3oMm 0 1(<1) 1(<1)
linonepmit 1(<1) 0 1{<1)
Koarynonaris 1(<1) 0 1(<1)
KorHiTueHUiA poanap, 0 1{<1) 1(<1)
Koma 0 1(<1) 1{<1)
|MapeHns 1(<1) 0 1(<1)
IMapenns (< 1) 0 1(<1)
Nenpecia 1(<1)* 0 1(<1)
CyiuMaaneHa nenpecis 1(<1) 0 1(<1)
Iucouians 0 1(<1) 1(<1)
{usepTurynit 0 1{<1) 1(<1)

MBEPTUKYI KULIEYHUKE 0 1{<1) 1(<1)
3anamopoyeHHs 0 1{<1) 1(<1)
Bupaska geaHagusTMnanol Kuiiku 1{<1) 0 1(<1)
YeKnagHeHHs AMXaHHA 0 1< 1) 1{<1)
EosntoginbHUiA rpaHynemMaTos 3 noniauriirom 0 1(<1) 1(<1)
Enigvgumit 1(<1) 0 1(<1)
Eninencis 0 1< 1 1(<1)
MNepenoM ManorominkoBol KicTkW 1(<1) 0 1(<1)
[pUNUBM KPoBi A CONUYYA 0 1(<1)* 1(<1)
[acTpoeHTEPUT 1{<1) 0 1(<1)
[eviHkoBAa HEAOCTATHICTL 1(<1) 0 1{<1)
ANKOrONEHUIA renarut 1(<1) 0 1{<1)
[pvxa 0 1{<1) 1(<1)




[Onepisytounii repriec 0 1(<1) 1(<1)
{lwemiukmit renatur 1(<1) 0 1({<1)
IMeiikoeHuedanonaris 0 1(<1) 1(<1)
Po3puB 38'A30k 1(<1) 0 1(<1)

imthaneHonaTtin 0 1(<1) 1(<1)
Benvika genpecis 1(<1) 0 1{(<1)
Manspis 1(<1) 0 1(<1)
Manis 1(<1) 0 1{<1)
MeHiHrioma 1(<1) 0 1(<1)
TpomBo3 bpuxoBoi BeHM 0 1{<1) 1(<1)
IMeTaboniunmi aumaos 0 1{<1) 1(<1)
3aXBOPHBAHHS PYX0BYUX HEHPOHIB 0 1{<1) 1(<1)
|M'asoma cnabkicTe 1{<1) 0 1(<1)
Nkchapkr miokapaa 0 (< 1= 1(<1)
[wemia mMiokapaa 1(<1) 0 1{<1)
BuKpUBMEHHA HOCOBOI NEpEropoAKM 0 1(<1) 1{<1)
Bink y wwi 1(<1) 0 1(<1)
Hedpponitias 1(<1) 0 1(<1)
Opxit 1(<1) 0 1{<1)
bink y KiHUiBUj 1(<1} 0 1(<1)
[epuToHeanbHuiA abelec 0 1(<1) 1{<1)
AchipaLlis NHEBMOHIT 0 1(<1) 1{(<1)
[oniHeponaris ankoronkHa 1(<1) 0 1{<1)
Tpom60o3 nopTansHoi Bexu 0 1(<1) 1(<1}




MNeuxivna aAekoMneHcalis 1(<1) 0 1(<1)
[ICMXOTH4HA NOBEAIHKE 1(<1) 0 1(<1)
[Mepenom npoMeHeBo! KiCTku 0 1(<1) 1{(<1)
IHhekuia AuXanbHUX WNsxis 0 1(<1) 1{<1)
Pabaomionis 0 1(<1) 1{<1)
[epenomu pebep 0 1(<1) 1(<1)
CHHAPOM POTATOPHOT MaHXETH 0 1{<1) 1(<1)
CenTu4HWiA oK 1{<1) 0 1(<1)
Tpomb03 ceneaiHkoBOi BEHU 0 1(<1) 1{<1)
[TNOCKOKIITUHHUIA PaK NEreHb 0 1(<1) 1(<1)
CyiumaansHi gyMru 0 1(<1} 1(<1)
CuHKone 1(<1) 0 1{<1}
TpaBMa CyXOxunb 1(<1) 0 1(<1)
Llykposuit giabet 2 Tuny 1(<1) 0 1{<1)
[Ypocencuce 1(<1) 0 1{(<1)

*1 PECNOHAEHT NOBIROMME NPO NoB'A3akE 3 HapkeT1kamy Gl

**1 cy@'exT nosinomue npa cveprensHe CMNA

***{ pECNOHLEHT NoBifoMUE Npa cvepTentHe ST, Nos'A3aHy 3 HapKoTHKaMK
Q8W IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM worki 8 TuoxHie (Q8W)
QAW IM: GEK744 LA 400 mr + TMC278 LA 600 mr IM womi 4 Tixi (Q4W)

V3araneueni aani mopo CITA nepiomy nponomkeHHs, Ipo AKi noBigoMILIocs B
onTuMisoBaHux rpynax IM, naseneno B Tabnuui 14. TTuenMoHis Gyna eMHUM
CIL4, npo sxe norinoMasnocs Ouibl DK y 1 cyb'exra, i mpo HBOrO
nosigomiasnocs nuime B onTHMizoBaHii rpymi Q8W IM. [Mapaniy VI (yepento-
MO3K0BOro) Hepea Oye enunuM CITS, npo AKHi NOBIOMIISLIIOCH B
oNTHUMi30BaHIl rpyni Q4W IM.




Tabnuua 14 3seperi paxi wWoyo cepioaHux NoGiYHNX peakyii nig yac
NiKyBaHHs ¥ nepiof NOfOBXKEHHA TepMiHy fii 3a 3aranbHOK
4acTOTO (HacENeHHs, WO KOPUCTYETHCA BHYTPIHIMK

TenedoHamu)

Baxanuit TepMid, n (%) OntumisoBaHo | Ontumizosado |OnTumizosato IM
Q8w IM Q4W IM 3aranom
(N=34) (N=10) (N=44)

byae-ska MNP 6(18) 1{10) 7 (16)

TTHEBMOHIR 2(6) 0 2(5)

Binb y BepxHiit yacTusi

PKMBOTA 1(3) 0 1(2)

/AHasnbHe HOBOYTBOPEHHS 1(3) 0 1(2)

BipyCHWiA racTpOeHTEpUT 1(3) 0 1(2)

[HEBMOTOpAKC 1(3) 0 1(2)

[lOpPOXHBO-TPAHCTIOPTHA 1{3) 0 1(2)

npuroga

Mapaniv VIIl Hepea 0 1{10) 1(2)

Ontumisozro GBW IM: GSK744 LA 600 mr+TMG278 LA 900 mriM koxsi 8 TexHia i YaC NPOLOBKEHHS
Orumizosarko QAW IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM kol 4 Temari nig vac npomoBxerHs

YV Tlepioa miATPHMYIOUOrO Ta [IPOLORKEHOTO JIKYBaHHs YacTOTa BUHUKHEHHN
[IP, W0 NpU3EOMIITH 10 OCTATOYHOT BIAMIHH JOCHIIKYBaHOTO [penaparty, 6ya
BULLIOK Y rpyni Q4W IM (17%) nopiersro 3 rpynoto Q8W IM (3%).
HaitnommperimmM [P, 1o npusBiB 0 0CTATOUHOT BIAMIHM JOCHIIKYBAHOTO
npenapary, 6ys 6u1e y Micui in'ekuii (2% y rpyni Q8W IM Ta <1% y rpymi
Q4W IM); npo pemrty I1P nosigomisutocs no 1 cy6'exry (Tabmuua 15).




Tabnuua 15  3eefena iHdopmMauin npo HeGaxaHi ABUA nepiogy NigTPUMYIOYOT
Tepanii Ta nepiogy nofnoBxeHHs [pU3BOANTL JO
BiAMiHU/NOCTIHHOrO MPUNMHEHHA 3aCTOCYBaHHA AOCTiKYBaHOIO
nikapceKoro 3aco0y (paHgomizoBaHi gocnigkenHa QBW/Q4W)
(nonynsujis ninTPUMKK Be3nexn)

baxaHuit TepmiH, n (%) Q8W IM QAW IM  {3aranom IM
(N=115) | (N=115) | (N=230)
BYIOb-AKA NQIIA, n (%) 3(3) 20 (17) 23 (10)
Binb y micwi BREOEHHS" 2(2) 1{<1) 3(1)
Bink y rpyasx® 0 1{<1) 1(<1)
Osnob* 1{<1) 0 1(<1)
Broma 0 1{<1) 1(<1)
Y WinbHeHHs y MicLi BBeieHHs* 1(<1) 0 1(<1)
BY30I Ha MiCLji BBESEHHA* 0 1(<1) 1{<1)
Ceepbix y micui iH'exuii™ 1(<1) 0 1(<1)




Baxanui Tepmin, n (%) QBWIM | Q4WIM [3aranom IM
(N=115) | (N=115) | (N=230)
Habpsk y micLi BBefeHHA" 1(<1) 0 1{<1)
bink* 1(<1) 0 1(<1)
[lwemivHa xsopoba cepus 0 1(<1} 1(<1)
IHchapkT Miokapaa® 0 1(<1) 1(<1)
CvirycoBa Taxikapaia 0 1(<1) 1(<1)
Bipyc renatury C 1(<1) 1(<1) 2(<1)
IIHchekujs auxanbhmx wnsxis 0 1(<1) 1(<1)
Eninencis 0 1(<1) 1(<1)
lnoecresis 0 1(<1) 1{<1)
3aXBOPIOBAHHA PYXOBKX HEHPOHIB 0 1(<1) 1(<1)
Po3nap aaanTatlii 3 fenpecuBHUM HACTPOEM™ 0 1(<1) 1{<1)
3NOBXMBAHHA HAPKOTYKAMK 0 1(<1) 1{<1)
[enxiyHWA poanag® Q 1(<1) 1(<1)
Cnpoba camoryberea 0 1(<1) 1(<1)
NimbaneHonarisa 0 1(<1) 1{<1)
ToomB03 cenesiHkoBOi BEHK 0 1(<1) 1{<1)
bins B xuBoTI* 0 1{<1) 1(<1)
Tpombo3 HpuoBoi BEHK 0 1(<1) 1(<1}
M'si3oBa cnabkicTe 0 1{<1) 1(<1)
Pabromionis 0 1(<1) 1{<1)
Tpom003 rmUBokMX BEH 0 1(<1) 1(<1)
MpunveK kpoBi oo obnuyys™ 0 1{<1) 1(<1)
TpomB03 NOPTankLHOT BEHY 0 1{<1) 1(<1)




[Baxanmit Tepmin, n (%) Q8WIM | Q4WIM | 3aranom IM
(N=115) (N=115) (N=230)
EosuHoMiNbHWIA rpaHyNeMatos 3 NOoMiaHriiToM 0 1(<1) 1(<1)
TOKCUYHICTb 10 Pi3HUX areHTiB 0 1{<1) 1(<1)
Enektpokapgiorpama QT nofoBxexuit* 0 1{<1) 1(<1)
[MeTabonivxui aumgos 0 1(<1) 1(<1)
[TNOCKOKNITUHHWIA PaK NereHb 0 1(<1) 11)
[OCTPE YPaKEHHS HUPOK 0 1(<1) 1{<1)
CKNAAHEHHS MXaHHs 0 1{(<1) 1(<1)
Bueun* 0 1{<1) 1(<1)

*Mos'azant 3 HapkaTvkamu MNP, Wo NpuIBogsTL [o abeTuueHi cyb'exta
Tipumirka; MosinoMnAnocs, WO y HacTynHUX Cyb'exTis cnocTepiranucs MuoxukKi MNP, Lo NPU3BOINNG 40
BiOMiHW Npenapary:
. 1 cy6'ext (QBW'IM): Bine y micwi BBaaeHHs, ceepBix y Micyi BBeAeHHR, 03H0G Ta Ginb
. 1 cyB'ext (QBW IM): npunyxnicts y micuf in'exuif, Ginb y Micyi iBBeaeHHs Ta Habpsk y Micui BBEAEHHS
. 1 nauien (Q4W IM): Ginb y xueoTi, Ginb y rpyAnx, 3apuiLka T4 NpUnnKet Kposi
- 1 cyb'ext (Q4W IM): rocTpe NOWKOMKEHHA HUPOK, 3MIOBXIBAHHA HAPKOTUXAMM, METABONIHHMA aUnao3,
iHdheKUiA AlxanbHX wRaxie, paGaoMionis Ta cnpoba cyiyuay
. 1 naujient (Q4W IM): rinoecTesin, M's3osa criabkicTs | BToMa
1 cy6'exr (Q4W IM): TpomBo3 GpuoBal BeHK, TROMBO3 BOPITHOT BEHI Ta TpOMEB03 CeneaiHKOBG! BeHY
. 1 nauyient (Q4W IM): enexTpokappiorpama QT nonoBkeHui | cuRycosa Taxikapgis
QBW IM: GEK744 LA B00 mr + TMC278 LA 900 mr IM kasri 8 Tibnia (Q8W)
QAW IM: GSK744 LA 400 wr + TMC278 LA 600 Mr IM koxHi 4 Twkni (Q4W)

Y npoaosxeHoMy nepioai npo [P, 1o Npr3BeiH J0 0CTATOMHOT BiIMIHK
TOCIIIDKYBAHOT O NpenapaTy, nosigoMasnocs no 1 cy6'ekry B rpynax
ontemizosadoro Q8W IM Ta onrrumizosanoro Q4W IM (tabauus 16). Vei I1P,
IO TPU3BEIIN 1O OCTATOYHOT BIIMIHY NOCIIIHYBAHOTO NPOAYKTY, Syiu
MOB'A3aHi 3 JOCHiAKYBAHUMH MIPeHapaTaMH.




Tabrmus 16 3Benena iHdopmauia npo HebaxaHi sBuwA nepiogy NOAOBXKEHHS,
o NpU3BeNY Ko BiAMIHW/NOCTIHHOIrO NPUNMHEHHS 3aCTOCYBaHHSA
AocrifkyBaHoro nikapcbkoro 3acoby (nonynsuis, wo nepeiwna
Ha ONOBXKeHUHA TepMiH)

Bawanui TepMiH, n (%) Ontumizoano | OnTumizosaHo | OnTuMizoBaHO
Q8W IM QAW IM [M 3aranom
(N=34) (N=10) (N=44)

BY[Ib-AKA MNP 1(3) 1(10) 2(5)

[inepemis KOH'OHKTMBY 1(3) 0 1{2)

binb ¥ micly BBECHH: 0 1(10) 1(2)

Bink y cnvui 1(3) 0 1(2)

Epurema 1(3) 0 1(2)

YpTUKkaHa nanynsosHa 1(3) 0 1(2)

Ontumizosaqo Q8W IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM kowwi 8 TikHiE Mif Yac NPOEOBKEHHS
Onvmisosano Q4W IM: GSK744 LA 400 mr + TMC278 LA 600 mr IM xoxHi 4 Tvxi nif 4ac RpOA0BXEHHS

Peaxuii y micui BeeaeHus (ISR)

binbwicTs cy6'ektie y panmoMizosanux rpynax IM manu woHaiimetwe 1 ISR,
po AKUH MOBIAOMIISUIOCH B NOCHimKeRHi. Bibimicts ISR, 3apeectposanmx y
pangoMizoBaHuX rpynax IM, 6y 1-ro abo 2-ro crynens. V panaoMisoBaHmx
rpynax IM nopigoMasocs Npo HU3bKY KiNbKICT MALIEHTIE 3 MOMIAMH 3-r0
cryners (<1%). ¥ panaomizosanux rpynax IM me 6y1o sapeecTpoBano
piopEoro ISR 4-ro crynens, geransroro abo cepiioznoro ISR. Meniana
TpuBanocti nofiH ISR cramosuna 3 aui y panoMizosanux rpynax IM (tabu.
7).




Tabnuus 17

3segeHi gaHi npo ISR Ha pieHi nogiil - Mepiog nigTpymkn Ta
npo/ioexeHHA (PaHfomisoBaHe gocnimxerHs QBW/Q4W)
(Monynsuia nigrpumku 6eaneku)

QSWIM | Q4WIM (3aranom IM
(N=115) | (N=115) {N=230}
KinbKicTb pecnoHfeHTIB 3 iH'eKuisMu 115 115 230
KinbKIiCTb iH'EKLH 7673 13506 21179
Kinbkicts ISR 3373 4702 8075
Byab-skoro ctyneHs
1 cTyniHb, 3axoau 2772(82%) | 4151(88%) | 6923(86%)
2 CTYMiHB, 3axoau 571(17%) | 527(11%) | 1098(14%)
3 cTyniHb, 3axoau 24(<1%) | 22(<1%) | 46(<1%)
4 CTyniHb, 3axoau 0 0 0
[laHi BigCyTH 6(<1%) | 2(<1%) 8 (<1%)
XapaKTepucTURM nogii
MNoB'A3aHi 3 HAPKOTUKAMM 3332(99%) |4672 (>99%)| 8004 (>99%)
CmepTensbHi 0 0 0
[MpuU3BOAMTL A0 BiAKNVKAHHS/BigKTMKEHHS 8(<1%) | 4(<1%) | 12(<1%)
NOCITiMKYBAHOIO NPOAYKTY
T 0 0 0
Trxkuit abo CTyniHL 3/4 24 (<1%)] 22(<1%) | 46(<1 %)




TpuBanictb (AHiB)

1-7 2964(88%) | 3992(85%) | 6956(86%)
8-14 263(8%) | 300(6%) 563(7%)
>14 137 (4%) | 398(8%) 535(7%)
]aki BiacyTHi 9(<1%) | 12(<1%) | 21(<1%)
Cep. 3Hau. 6,5 6,5 6,5

CB 24,92 16,46 20,42
Meniana 3,0 3,0 3,0
MiH. 1 1 1
Makc. 713 393 713

QBW IM: GSK744 LA 600 mr+TMC278 LA 800 mr IM komei 8 Tunsnie (Q8W)
Q4W IM: GSK744 LA 400 mr +TMGC278 LA 600 mr IM komei 4 Teowui (Q4W)

binplnicTs NaLieHTIB B ONTHMI30BaHNX rpynax IM manm moHaiimenme 1 ISR,
npo ki noBiOMIANOCA B gociimkeHH]. Binsuicts ISR, npo ski nopinomisnocs
B onTUMizoBaHuX rpynax IM, 6ynu 1-ro Ta 2-ro crynenie. B ontumizosanmx
rpynax [M noBinoMisuiocs npo HW3bKY KiTBKICTh YYACHMKIB 3 NOAIAMH 3-TO
cTynens (2%). B ontumizosannx rpynax IM we Oyio 3apeecTpoBaHo 30IHOMO
ISR 4-ro crynens, aeTanbHHX abo cepitosHux ISR. Mexiana tpusanocti moziit
[SR cranosuna 3 mHi B rpyni onrtumizoBadoro IM Q8W i 2 nui B rpymi
onTuMizoeaHoro IM Q4W (tabn. 18).




(nepeMmKau npo

Tabmuus 18 3seneHi gaHi npo ISR Ha pieHi nogi - nepiof; npoAcEXeHHn
AOBKEHHA nonynauii)

OnTumizoBaHo | OnTuMisosaHo | OnTumizoBaHo
Q8W IM Q4W IM IM 3aranom
(N=34) (N=10) (N = 44)

KinbkicTs pecnoHpenTis 3 34 10 44
iH'ekLisMM
KinbKicTe iH'exuyiis 1503 816 2319
Kinbkicts ISR 429 182 611
ByAb-AKOro CTynexs
1 cTyniHb, 3axoau 358(83%) 143(79%) 501(82%)
2 CTyniHb, 3axogu 64(15%) 36(20%) 100{16%)
3 CTyniHb, 3axoam 7{2%) 3{2%) 10(2%)
4 cyniHb, 3axoam 0 0 0

aHi BiacyTHi 0 0 0
XapakTepucTuku nogii
MNos'staaHi 3 HapkoTHKamMK 428 (>99%) 180(99%) 608 (>99%)
CmepTentHi 0 0 0
MpussoguTs A0 0 2(1%}) 2(<1%)
BiA\KITMKaHHS/BI AKNMKAHHSA
A0CTIAXYBEHOMO MPOLYKTY
Tanki 0 0 0
Tsxkui abo cTyninb 3/4 7(2%) 3(2%) 10(2%)




OnTumizoBaHo | OnTumiszosaHo | OnTumizoBaHo
Q8W IM QAW IM IM 3aranom
{N=34) (N=10) (N =44)
TpuBanicTs (qHie)
1-7 399(93%) 167(92%) 566(93%)
8-14 12(3%) 9(5%) 21(3%)
>14 17 (4%) 5(3%) 22(4%)
aHi BincyTHi 1(<1%) 1{<1%) 2{<1%)
Cep. 3Hau. 6,1 3,7 54
CB 24,48 499 20,72
Meniana 3,0 2,0 2.0
IViiH. 1 1 1
Mate. 439 33 439

NPOMOBKEHHS

NPOAOBMEHHS

[Kriniana ximin

Onrumizosaro QBW IM: GSK744 LA 600 Mr + TMGC278 LA 900 mr IM koesi 8 Tvwnis nig 4ac

Cnrumisosano QAW IM: GSK744 LA 400 mr + TMC278 LA 600 wmr IM ki 4 Toki mig vac

[Y3aranbHena indopMaLis WOAO MAKCHMATEHAX KITHIKO-XIMIMHHX TOKCHUHUX
e(eKriB NiATPEMYBATLHOTO Ta NPOIOHIOBAHOTO MEPioiB MiKyBaHHA 3 i 4
CTYNeHiB Y paHIoMi3oBaHUX rpynax IM Haeegena B TaGuii 19. V 3siTi
HaBEJESHO KOPOTKH# OTJIA MAaKCHMANIbHHX KIHIKO-XIMIMHHX TOKCHYHHMX
eexTie NiATPHMyBATBHOTO Ta IPONOHIOBAHOI'O NEPIONIB JKYBaHHS MOPIBHAHO
3 6a30BUM PIBHEM MIATPHMYBAILHOIO JIIKYBAHHA 1S PAHAOMIZ0BaHUX rpyn M,
Haiinomrpeninoro winiko-xiMiyHoIo TokeHuHicTIo 3 - 4 cTyners Gyna
TOKCHYHICTB 14 KpeaTHHKiHasH; 110 13% y rpynax Q8W IM ta Q4W IM.




Tabnvua 19  3eepeHi gaHi Wono MakCUManbHOO TePMIHY NIATPUMKK Ta
MPOAOBKEHHS TePMIHY NiKyBaHHA BUHMKAKOUI KNiHIYKi XiMiuHi
TOKCHYHOCTI cTyneHie 3-4 (paHaoMizoBaHe aocnifKeHHA
Q8W/Q4W) - nopiBHAHO 3 NOYaTKOBMM piBHEM MIATPUMKM
{(nonynsiuis nigrpuMiu Heaneku)

n (%) Q8w IM Q4WIM | 3aranom IM
(N=115) (N=115) (N=230)
KpearuHkiHaza (MO/n) 15(13) 15 (13) 30 (13)
[Ninasa, (Oa/n} 11(10) 8(7) 19(8)
AnaninaminoTpatcdepasa (MO/n) 6(5) 5(4) 11(5)
/AcniaptatamioTparccepasa (MO/n) 4(3) 7 (6) 11 (5)
PoapaxyHok piBHs xonectepuny LDL
(MMons/n) 3(3) 8 (7) 11 (5)
Tpurnuuepuabl (Mmons/n) 4(3) 5 (4) 9(4)
[nioko3a(MMons/n) 4(3) 2(2) 6(3)
XonectepuH {Mmonb/n) 1(<1) 4(3) 5(2)
Kpeatutid (MEMONL/N) 3(3) 2(2) 5(2)
lineprnikemin (MMone/m) 4(3) 1(<1) 5(2)
Bunupy6uH (Mkmonb/n) 1{<1) 1(<1) 2(<1)
linepkaniemis (Mmonk/n) 1{(<1) 1(<1) 2(<1)
linornikemis (MMone/n) 1{<1) 1(<1} 2(<1)
Kanii (MMonb/n) 1{(<1) 1{<1) 2(<1)

LDL= ninonpoTeiH KU3BKOT LWinsHOCT

QBW IM: GSK744 LA 600 Mr+TMC278 LA 900 mr IM koxi 8 Tirsis (QEW)
QAW IM: GSK744 LA 400 mr +TMC278 LA 600 mr IM koxHi 4 Tiokri (Q4W)

'V3araibHeHH] MAKCHMANBHUX KIIIHIKO-XIMIYHHX TOKCHIHHX ¢(eKTIB,
NOB'I3aHKX 3 JIKYB2HHAM Y Mepiof mposoHranii, kiacis 3-4 B ONTHMI30BaHMX
rpynax IM naeeneno B TabGnuui 20. ¥ 3BITI HaBeIeHO KOPOTKHH OIS
MaKCHMATBHUX KITIHIKO-XIMIYHEX TOKCHYHHX ¢()eKTiB NiKYBaHHA Y Mepion
OZOBKCHOTO MICPIONY TOPIBHAHO 3 6a30BHM PiBHEM [T ONTHMI3OBAHMX TPYI
[M. Halinowmmpenimi kiiHiko-xiMigHi TOKCHYHOCTI 3 - 4 cTyneHis, npo axi
[OBIIOMJTAIOCA, CTOCYBATHCS BU3HAYEHHS PiBHA XONECTEPHHY TA XOACCTCPHHY
[inonpoTeigiB HU3LKOT IIIBHOCT]; Y 2 HalieHTiB B onTUMi3oBaHii rpymi Q8W
Ta y | magienra B ontuMizopaHiii rpymi Q4W.




Tabnvus 20  3sepeHi gaHi WoRQO MAKCUMANBHOTO Nepiofly NOAOBKEHHS TepMiHy
AiT niKyBaHHA enigeMiuyHuX KniHiko-XiMiuHUX TOKCUYHOCTEN Knacis
3 - 4 (monynsuis 3 nepeMUKaveM NOJOBXEHHS TepMiHy aii)

n (%) Onrtumisosano| OnTumisoBaHo | OnTuMizoBaHO
QBW IM Q4W IM M 3aranom
(N=34) (N=10) (N=44)
XonecTepny (MmMone/n) 2(6) 1(10) 3 (7}
Po3paxyHoK piBHA XOnecTepuhy
LDL (Mmone/n) 2(6) 1(10) 3(7)
KpeatuHkinasa (MO/n) 2(6) 0 2(5)
fiinaza, (Og/n) 1(3) 1(10) 2(5)
AcnapTaTtamiHoTpaHchepasa
(MO/m) 1(3) 0 1(2)
T'moko3a(MMonb/n) 0 1(10) 1(2)
[ineprnikemia {MMors/n) 0 1(10) 1(2)
Tpurnuuepuas (MMORL/) 1(3) 0 1(2)

Onrivisosaro QBW IM: GSK744 LA 600 mr + TMC278 LA 900 mr IM kowni 8 TwiB nig yac npogoBKerHs
OnrumizosaHo QAW IM: GSK744 LA 400 wmr + TMC278 LA 600 sr IM koxkHi 4 TWxHi Mg 4ac NpoaoBKEHHs

TloBnuii aHAII3 KPOBi

Y3aranbHeHHS MAKCHMANBHUX MTOKa3HHKIB reMaTo/IOMYHHX TOKCHYHMX peaKIii,
[0B'S3aHKUX 3 JIKYBaHHAM [if Yac MATPHMYIOUOrO Ta MPOJIOHTOBAHOrO MEPIOJIR,
crynenis 3-4 y pauioMizosanux rpynax IM Haseaeno s TaOmuui 21.




Tabnnua 21 3BefieHi AaHi WoAo MakCHManLHOro TepPMIHY NiATPMMKM Ta
NPOAOBXKEHHA TEPMiHY NiKyBaHHs BUnagroBi rematonorivHi
TOKCUYHOCTI cTyneHiB 3 - 4 (paHaoMizoBaHe gocnimKeHHA
Q8W/Q4W) - BinHocHO noyaTKoBOro piBHA NigTPUMKK (nonynauis
MATPUMKK Be3neku)

n (%) Q8W IM Q4W IV 3aranom IM
(N=115) {N=115) (N=230)

SHVKEHHS HeATpodhiniB 3(3%) 2(2%) 5(2%)

(1049/r)

3HKeHiA remornobid (r/n) 1{<1%) 0 1 {<1%)

QBW IM: GEK744 LA 600 mr + TMC278 LA 800 mr IM xoxHi 8 Tuairis (QBW)
QAW IM: GSK744 LA 400 mr +TMC278 LA 600 mr IM xomni 4 TiHi (Q4W)

B ontumizosanux rpynax IM y 1 nanienra 8 onruMizosattit rpymi IM Q4W
cnocrepiranaca reMaToNoriyHa TOKCHYHICTb 3 CTyNeHs Yepe3 3HHAKEHHs piBHA
reMorobiny.

A Hamiz ceui

Y 3BIiTI HABEJIEHO CTHCIIHIT BUKUIA] PE3YNBTATIB aHANI3IB cedi micysa 6azoBoro
piBHs Lt [lepiomy ninrpumanas Ta Ilepiony npofOBXKeHHS y paHIOMi30BaHHX
rpynax IM, mopisHsno 3 6az0BMM piEHeM MiATpHMania. 6a30BOro piBHA
ofciyrosyBanHs. ¥ xofHiH 3 paHnoMizosanHux rpyn IM He 6yJ10 3apeecTpoBano
IJIIHIMHO 3HAYYLIHX BIAXWIIEHR B aHali3ax ceui.

EnexTpokapaiorpama

3minn napamerpie EKI nopieHAHO 3 BUXifHUM piBneM Ha 256-My TibKHI 6y1H
MO/IIOHAME MK paHAOMi3oBaHMMH rpyniamu IM ta ontumizoBanuMu rpynamu
[M. Joama 31 3MiH 3 YacoM, BK/TIOHAIOHH CEPEIHIO YACTOTY CEPLIEBHX
CKOpOUeHs, TPHBATICTE 3youis Q, R i S (QRS), Reckopurosauuii intepsan QT,
QT, cxopuropaHuit Ha 4acTOTy CeplLieBHX CKOpOUeHs 3a (hopmynowo Basera
(QTcB), QT, cKOpHroBaHHii Ha JaCTOTY CEPLEBHX CKOpPOUEHb 3a (JopMyoio
Dpiaepivi (QTcF), inTepsan PR a6o RR, ne Gyau kniHiuHO 3HAYYIIMMH.

IaTepsam QTc

Ha suximuomy pisHi pesynstatd QTcB i QTeF 6yan <450 mMc y >99% i 100%
pangomizosanux rpyn Q8W i Q4W IM simnosigno. Ha 256-My TiokHI




pesyneratn QTcB 1a QTcF 6y <450 mMc y 93% 1a 96% Bimmosigso. BiciM
(4%) nauienrie (5 Q8W, 3 Q4W) manu pesyastatin QTcB >450, ane <480 mc i 3
(2%) nauierTu (2 Q8W, 1 Q4W) manu pesynsratu QTcF >450, ame <480 mc. Y
HOTHPLOX 0¢ib (3 Q8W, 1 Q4W) v pangomizopanux rpynax IM pesynsraTi
pozpaxyHkie QTcB i QTcF 6yaun >500 Mcek, nputdoMy pesymbTaTy 6y/IH 1o3a
Me)KaMH BipOrifHHX JianazoHiB. IIpu 6inem geramsuoMy posmisai Symo
BHAB/ICHO, IO Ii 4 0cobH (445, 449, 667, 441) NoXomATE 3 ONHIET MiTAHKH 3
@HOMasIbHO HU3bKUMH iHTepBanaMi RR (125 mcex), siki Gy BUKOpHCTaHi 11
OTpUMaiHs cKopurosalux pesynsrarie QTcB 1 QTcF. Uacrora cepuenux
CKOpOYEHD MiAIocigHyX i qac 3anucy Gyna B Mexax HOpME a60 GIM3bKOI0
710 Hel, M0 CBIMYHTE Mpo Te, IO HasBHi iHTepany RR 6yau nomuakosumu. Y
X cy6'ekTin Oy 3apeecTpoBaHi Hekopurosari inTepsamu QT <430 mc, a
TaKkoXk pospaxosani tnrepsamy QTceB i QTcF <410 mc mpu BUKOpHCTaHHI
4aCTOTH CepPLEBMX CKOPOUYCHL Ut Kopekuii iHtepsanis QT. Crioncop
(1iATBEPAHB, IO i iHTepeand RR Gynu MOMHIKOBUMM, i IEPEBHITYCTHTS iX,
KOJIH BOHH CTAHYTh JOCTYITHUMH.

B orrruMizobanux rpynax IM Ha BUXiZHOMY piBHI pO3LIMpEHHS NOKA3HUKH
QTcB 1 QTcF cranosmim <450 mc y 98% nauientis. Ha 256-My TixHi
pesynbtary QTcB y 3 nanientis ta QTcF y | nauienTa (06HOBa B
onTHMizoBaHiit rpyni Q8W) manu 3uauenns QTeB >450, ane <480 mcex. V
PKOAHOTO MIALIENTa B ONTHMI30BaHii rpyni IM He Gyno pesyastatie QTc >500
MCek,

A HTTEBO-BAX/INBI HOKAZHHUKH

He Oy10 BHABIEHO KIIHIYHO 3HAYYLUMX BIAMIHHOCTEH y cepeHix 3sMiHax
PKUTTEBO BAXTUBHX TTOKA3HHKIB, BKJIOYAOUH apTepiafbHUI THCK i YacToTy
MYJILCY, BI BUXITHOTO PiBHA IO 256-r0 TIKHA B 060X rpyNax paHioMizoBaHOro
IM Ta omrrumizosanoro IM. 3aranomM, y pangoMizosanux rpynax IM Meniana
(IQR) npupocTy Baru cTanoBmna 4,3 (0,90, 8,90) kr na 256-My THKH] TTOPIBHAHO
3 6asoenM pieHeM (20-i TIKaeHE). B onTuMizosanmx rpynax IM meaiana (IQR)
NpupocTy Bark craHosuia 2,00 (-2,00, 4,20) kr mopiBHsAHO 3 6a30B0I0 MPYIIOK
Ha 100-my TwoxHi. Meniana BMI (IQR) 36insmumnacs na 1,30 (0,1; 2,80) kr/m2 y
paHgoMizopanux rpynax IM i Ha 0,60 (-0,80; 1,30) kr/M2 B ONTHMI30BaHMX
rpynax IM.




22. BUCHOBOK (3aKTIOYEHHS)

FdexkTHBHICTE:

Obunea pexxumu gozyBaaHs (Q8W i Q4W) CAB LA +RPV LA
HPOJOBIKYBAJIA NEMOHCTPYBATH CHIBHY IPOTHBIPYCHY AKTHBHICTh
NpoTAroM 256 TIDKHIB NIKYBaHHA Y CyD'EKTIB 2 BipyCOSIOTri4HOO
cympeciero.

Ha 256-My TH>XHI y9aCHHMKH, PAaHIOMI30BaHI TS OTPUMAHHSA
iH'ekuifiHOro N03yBaHHA B 1-if JeHb, 30epiramu Bipyconoriuty cynpecixo
(81% yuacuukie; PHK BIJI-1 <50 xn/mn). V nanieHTie, AKi oTpUMyBaIH
in'ekniitie mo3yeanua Ha 100-My THHHI, Dicad 96 THAHIB TepopabHOT
tepanii CAB ta NRTI, 36epiranacs Bipyconoriuna cynpecis (93%
nauientis; PHK BIJI-1 <50 c/mi).

¥ rpymi mikyeanHs Q4W He 6yno »K0IHOT BipyCONOri4HOT HEBAAYI,
BH3HA4eHOI npoTokonoM, i nuuwe 1 y rpymni nikysanus Q8W (no 48-ro
THXKHA), 10 CBITYKTE NP0 CTIHKY BipycHY CYDpPECItO.

YacTka nanieHTIB 0e3 BipycoNoriuHuX AaHWX Ha 256-My TiskHI Oyna
BuLEto B rpyni Q4W IM (26%) nopisnsano 3 rpyniore Q8W IM (9%),
INO 3YMOBNCHO NPUITHHEHHAM JIikyBaHHs Yepes [TP/cMepTh, BIACYTHICTIO
JaHHX Ta IHIIMMH HEBIPYCONOriMHUMH MPHYMHAMH.

1o crocyeTbes 30inbLIeHHS cepenHboi kinbkoeTi CD4+ kiiTHH
NOPIBHAHO 3 BUXLIHUM PiBHEM, TO XOpOLUR BiIIIOBIAE 1POAOBKYBaIa
CIocTepiratiea B yeix rpymax 0e3 cyTTeBHX BIAMIHHOCTEN Mix
pasaoMizoBaHMMHU rpynamiu IM npotarom nepiogy miarpumyrodoi
Tepamii Ta nepiody nogomxeHHs. ¥ [lepiox moxoExeHHs B
ontuMisoBanii rpymi Q4W IM croocrepiranocs 30inbUIEHHS CepeiHbOT
kinbkocti CD4+ WIiTHH NopiBHAHO 3 6a30BUM piBHEM, IIO CBLIYHTE IIpO
Jno0py BiINOBiAk, IPOTE B OOTHMI30BaHiH rpyni Q8W IM
crocTepiranocd 3HHEHHA cepedHboi Kinskoeri CD4+ ktiTiH; 1g
pisHHLA He 6yna KIHIYHO 3HaYyLIOK Yepe3 HEBENHKY KilbKICTh
NA€HTIB B ONTHMI30RAHHX Ipymnax.

[Beznexa:

3a 256 TIkHIB AaHi 3 Oe3MeKH LbOro paHIOMIZ0BAHOIO, BIAKPHTOrO
JocnifkeHAs ¢asu [Ib y3rokyoTeed 3 JAHAMH iHIIHX AOCTIIKeH
¢azu 1l Ta notounux nocnimxeHs (asu 1. Hopux [1P, uto BUKAHKAIOTE
KITiHIYHE 3aHeIIOKOEHHS, He BUSBJICHO, 3a BUHATKOM | maiieHTa, Y AKOro




micns seepennst CAB LA + RPV LA cnocrepiranaca CILS, mo
posrnsganaca SK pe3yasTaT micisin'ekniinoi peakuil #a RPV.

[Iporsarom Iepioxy minTpumyodoro nikysanHs Ta Ilepiony
TPOMOBXKEHH JIKyBaHHS MOBIROMIIAIIOCS 1PO 3 JICTANIbHI BHIIAAKH
(TOKCHYHICTB 0 Pi3HMX aredTiB [He MOB'A3aHa 3 AOCTIKYBAHHM
npenaparom], eriaencia [He Mop'a3aHa 3 npenaparoM) Ta iHdapkr
miokapja [nos'a3aHHi 3 NpenapatoM]) y paHaoMizoBarii rpyni Q4W
IM; y panpomizoraniit rpyni Q8W IM xe 6yno sxoaHOro AETanbHOrO
BUMAAKy. ¥ rpynax ontumizosanoro IM npotsarom nepioay
MOJOBKEHHS He TIOBIAOMIANOCS NP0 xoaHi netansHi sHnanku CILA 3
AeTANBHHM HACIIJIKOM.

CAB LA + RPV LA nponoexye 100pe NepeHOCHTHEA 10 256-I0 THKHA
Ana o6ox pexxumMis nosysanus Q8W ta Q4W.

o VY panpomizosaniii rpyni IM 23% (rpyna IM Q4W) ta
22% (rpyna [M Q8W) cy0'extis manu CITS B nocnimxenHi
MpOTAroM nepioay MATPHMYIOHOro NiKyBaHHS Ta Mepiofy
npoxoBxeHHs. ¥ 1BoX cyd'ekrir y rpyni Q4W IMTay |
cyG'exta y rpyni Q8W IM eunuxnu CILS, nos's3ani 3
MpHIOMOM JOCTIKyBaHUX [Ipenaparie. binbmicTs
cepHO3HUX 110Ai# cTanHcs B ofiHoro cyb'ekTa (3a BUHATKOM
FOCTPOrO YP&yKeHHA HUPOK, CYiLMAaIbHOl crpobH, Gomo B
CPYASX, NPOTPY3il MEKXpeOUEeBHX THCKIB, Nepefo3yBarHs
Ta TOKCMMHOCTI Pi3HHX areHTiB), MpH LbOMY He Oyno
MPOICMOHCTPOBAHO XOAHUX TeHASHLIH y KOxKHIH rpyni
Jochimrends. [LlicTHanaTs BIACOTKIB NALiEHTIB B
onTumizoBaHili rpyni IM oTpuMany nosinoMIEHHA OpPO
CII51 npotarom nepiony nonoexenHs; npo sei CITI
noBigoMuiu no | nauienTy, 3a BUHATKOM [THEBMOHII, PO
SKY MOBiZOMMIH 2 NALIEHTH B oNTHMi3oBaHii rpyni Q8W.

o Yacrka nauienTie 3 1P, 1o npu3Bend 10 0CTATOMHOL
BiAMIiHK nOCHimKyBaHOTO Npenapary npotsiroM [lepioxy
MiATPUMYIOUOro JikyBaHus Ta [lepiomy nponosieHHs,
Gyna Hu3bpKow (3%) y rpyni Q8W IM Ta nmero BUCOKOIO
(17%) y panpomizoBauiii rpyni Q4W IM. 3a BunaTkoM
Gomro B Michi in'exiii Ta renatuty C, sel v TP, o




MPU3BOMIIM 10 CHH/POMY BiIMiHH, Tparuisivcs B |
PECIIOH/IeHTa B KOXHIN rpyIi. B oqHOro namienTa B
ontuMizoBaHiii rpyni Q8W IM Ta B iHworo naujiedTa B
onTHMizoBaHii rpyni Q4W IM Gynu 3apeectposani
sunajaku I1P, 1o npu3sBeny o 0CTaToYHOI BIAMIHH
JOCHIDKY BaHOTO Mipenapaty. bine y micui in'ekuii 6ys
enunuM T1P, o BUHUKAR SK Y paHIOMi30BaHIH, TaK i B
onTuMizoBaHii rpymax IM, sKHil NPU3BOIMB 10 BUXO1Y 3
JIOCTTPKeHHS.

*  buewicts ISR 6ynu nerkoro abo nmomMipHOro cTyneHs THKKOCTI i
BUPILIYBAIMCA B CEPEAHBOMY IPOTATOM 3 JIHIB Y PAHIOMI30BaHMX
nauieHTie 3 IM i 2 aHiB y nauieHTis 3 ontumizoanuM IM. 3 yacom
KUIBKICTh MOBiAOMeHb Mpo ISR 3Menmmnacs

3aABHUK (BNACHHK PEECTPALIHHOTO NOCBITYEHHS)

(nianuc)

Kapen I'peitrxep (Karen Grainger)
Biue-npesunent, KepiBHHK Bi/U1iy HOPMATHBHO-NIPABOBOTO PEryIIOBAHHS

BiiB Xenckep (ViiV Healthcare)
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Clinical Trial Report - 26
Study ID-201120 (Eclair)

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Priory Strect, Ware, SG12 0DJ

United Kingdom

Primary and secondary packaging, Quality control and Batch release
Glaxo Wellcome S.A.

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero,

Burgos, Spain

4. Studies conducted:

v 'yes no  ifno, please justify

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

edical 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 [la Study to Evaluate the Safety, Tolerability and Acceptability of
Long Acting Injections of the HIV Integrase Inhibitor, GSK 1265744, 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:

* 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.

e  Describe the pharmacokinetics of CAB by age, race, weight, and
ethnicity.

e Evaluate the safety and tolerability of oral CAB in HIV uninfected
met.

e Evaluate the acceptability of CAB injections through 41 weeks.

e  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 period, 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
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CAB = cabategravir, D = Day ; IM = intramuscular; PO = crally; QD= 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/PX

Efficacy not evaluated in this study.
Secondary

Plasma CAB area under the concentration-time curve over the dosing
interval (AUC[0-t]), predose (trough) concentration at the end of the
dosing interval (Ct), maximum observed concentration (Cmax), half-life
(t¥2), and lambda z; plasma CAB AUC(0-1), Ct, 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. Criteria for evaluation safety

Primary

Safety and tolerability parameters, including adverse events (AEs),
concurrent medication, required clinical laboratory tests,
electrocardiogram (ECGQ), 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
medication 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 through 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:

Individual 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 Qutcomes 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):

IDemogmphic Characteristics Placebo CAB Tofal

(N=21) {N=108) (N=127)

IlAge fyears)?

([ M 337 351 4.9

(l Standard devialion (SD) 11.56 11.75 11.68

|| Median 30 31 31

. | Minimur, maxmum 21,57 20,61 20,61

[[Sex. n (56)

Il Male 21(100) 106 (100) 127 (100}
Race, n {%)
African AmericanfAfrican Heritage 7(33) 33(31) 40(31)
American Indian or Alaska Nefive 0 3(3) 3(2)
Asian - Central/South Asian Herilage 1(5) 2(3 3(2)
Asian - East Asian Heritage 1 {5} 2(2) 3(2)
Asian - Japanese Heritage 0 0 0
Astan - South East Asian Heritage 0 (<1} 1{<1)
Native Hawaiizn or other Pacific Islander 0 1 {<1) 1{=1)
White - Arabic/North African Heritage 0 33 32
White - White/Caucasian/Europsan Herntage 12 (57} 58 (66) 71 (55)
Missing 0 2(2) 2(2)

Ethnicity, n (%)

Hispanic/Lafino 3{14) 18 (15) 19 {15)
Not Hispanicfl afing 18 (86) 90 (85) 108 (85)




Hezight (cm)
Mezn 17556 176.5 176.2
Stendard deviation 8.82 £.84 747
Median 175 176 176
Minimum, meximum 158, 193 160, 198 158, 198
Weight (ka)
Mean 834 86.0 855
Standard deviafion 2256 2010 2045
Median 73 81 80
Minimum, medmum 48, 132 52,167 43, 167
Body mass index (kaim?)
Mean 268 275 274
Standard daviation 6.00 552 558
Median 25 26 26
Minimurn, maximumn 18, 40 18, 48 18,48
HIV Risk Factars, n (%)
Homosexual contact 16 (76) g0 (85 106 {83)
Heterosexua! contact 6 (29) 221) 28 (22)
Qccupational exposre 15 2(2) 3(2)

CAB = cabolegravir

8. Forage, the number of subjects vzere as follows: placebo: n= 21, CAB: n= 105, and tofal: n=1286.

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 = cabotegravir; P = pharmacokinetic.
Note: Only concentrations collected wifin the acceptable coflection windows are inchaded in the plals.

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 pug/mL to 5.22 ug/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[0-1]) 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(0-1) for
profiles that met the criteria for ontime troughs but could not be
extrapolated using lambda z. AUC(0-7) following Injection 3 was 18%
higher than following Injection 1, indicating minimal accumulation. The
apparent terminal phase t'2 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 (Crt) 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 31

Summary of Plasma CAB Phanmacokinetic Parameters (PK
Parameter Population)

Geometric Mean
[35% CI]
Plasma CAB Parameter {CVb%)
Injection 1 Infection 2 Injection 3
{n=83) (n=89) {n=85)
AUC(0-1) 3415 3873 4021
(h*g/mL}) [3140, 3714] [3543, 4235] [3728, 4337]
(425) {44.3) 36.2
Crmax 426 522 491
(1gimL) [3.64, 4.98] [4.52,6.04] [4.31, 5.60]
(88.5) {(78.0) {66.6)
C1? 0.302 0.331 0387
{rg/mL) [0.237, 0.365] [0.253, 0.435] [0.296, 0.509]
{157) {165} {150)
tmaxt 776 6.97 6.99
(day) (4.95-57.0) (3.83-75.0) (5.63-43.0)
tiic 18.4
(day) [16.4, 20.7] gg ﬁg
{48.4)

b. Median (range}

¢ Reported for Injection 1 only, where 3 concentrations after the peak were collected [n=61)

a. CAB =cahotegravir; Cvb = between subjact coefficient of vatiation for geometric maan; NC = Not caloulated; Cr:
concentration at tha end of the dosing interval; evaluable only if the actual sempling time fell within | days of the
scheduled sampling 6me (n=84 Inj 1, n=711nj 2, n=65 Inj 3)

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 mean AUC(0-1) following Injection 1 was
2830 h*ug/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(0-1) observations. For example, the geometric means (95%
CI) of Cr following Injection 1 were 0.394 (0.286, 0.541) pg/mlL 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(0-1) following Injection 1 was

3671 h*pug/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 ug/mL.
Approximately 75% of the reportable Ct values exceed the PA IC90
value, and one-third of the values exceed 4 times the PA IC90 value.
Thus, approximately two-thirds of the trough concentrations were below
the target value of 4 times PA-IC90.




Figure fi4 Number of Subjects in CAB Ctau Ranges by Injection Visit {PK
Parameter Population}

N [njection 1
B - R nloction 2
N Injoction 3
so.
454

Number of Subjects

<1 PA-IC30 1x to 4x PA-ICB0 >4x PA-ICBO

CAB = cabotegravir; PA-IC30 = proteinadjusted 1C0; PK = pharmacokinetic

Health Outcomes Results

The majority of subjects in both treatment groups found it neither
inconvenient nor difficult (score of () 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




Injection 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
group 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.




Prinary Analysis of Grade 2 or Higher Adverse Events that Occurred in At Least
2 Subjects in Either Group During the Injection Phase [Safety Injection Population)

Placebo CAB
System Organ Class {N=21) (N=94)

Preferred Term n (%, 85% Cl) | n (%, 95%Cl) | P-value
Any Grade 2 or higher event 10 (48, 26-70) | 75 (80,70-87) | <0.04
General disorders and administration site conditions

Any event 1 (5, 0-24) 56 (60,49-70) | <0.01

Injection sile pain 1(5, 0-24) 55 (59, 48-69) | <0.01

Pyrexia 0 (0, 0-16) 717,315 0.35

Injection site pruntus 0(0,.0-16) 6 (6, 2-13) 0.59

Injection site swelling 0 (0, 0-16) 6 (6, 2-13) 0.59

Chills 0 {0, 0-16) 3(3,1-9) >0.99

Injection site induration 0 (0, 0-16) 3{3,1-9) >0.99

Fatigue 0 {0, 0-16) 2{2,0-N) >0.99

Injection site warnmth 010, 0-16) 2{2,0-7) >0.99

Malaise 00, 0-16) 2(2,0-0) >0.99
Infections and infestations

Any event 3 {14, 3-36) 19(20,1330) | 076

Gastroenteritis 040, 0-16) 44,111 >0.99

Upper respiratory tract infection 2010, 1-30y | 4{1-11) 0.30

Nasopharymgitis 0 (0, 0-16) 3{3,1-9 >0.99

Pharyngitis streplococeal 0 (0, 0-16) 3(3,19) >0.99

Influenza 0(0, 0-i6) 2{2,0-N) >0.99

Viral infection 0 (0, 0-16) 2{2,0-7 >0.99
Musculoskeletal and connective lissue disorders

Any evenl 0(0, 0-16) 14 {15, 8-24) 0.07

Back pain 0 (0, 0-16) 4{4 111 >0.99

Myalgia 0 (0, 0-16) 3(3,1-9) >0.99

Arthralgia 00, 0-16) 2(2,0-N >0.99

Bursilis 0 (0, 9-16) 2{2,0-N >0.99

Musculoskeletal chest pain 20, 0-16) 2(2,0-1) >0.99




Investigations:
Any evert 2710,130) | 8(9,416) | >0.99
Blocd GPK increased 1.5,:0-24) 3(3, 1-9) 0.56
Lipase increased 1¢5, 0-24) 2(2,0-0 046
Nervous system disorders
Any event 15,029 616,243) | >0.89
Headache . 1.(5,0:24) 33,19 0.56
Blood and lymphatic system disorders )
Any event 0 {0, 0-16) 44, 1-11) >0.89
Neutropenia 0(0, 0-16) 2070 | >0:99
{Gastrointestinal disorders
Any avent 0 {0, 0-16) 4.(4,1-11) >0.99
Diamhoea - 0(0,0-18) 2{2,0-7) >0.99
Vomiling 0 {0, 0-16) 2{2.0-N >0.99.

CAB = cebotegravir; Cl = confidence interval; CPK = creatine phoephokinase.

Note: Orily events that were initiated before or on the subject’s Week 41 visit or before the data cutoff date of
15-MAY-2015 for subjects who ferminated study drug early were included: Irjection Phase was defined as the period
from the inifiat mjection to-12 weeks &lter the last i injection'among subjects who received ut least 1injection. Exact
binemial $5% Ct were caltifated for both anms for each System Organ Class and each AE term. Fisher's exact test
was ged to assess the differences in evenl rates between the 2 anns and g formal multiple comparison adiustments

were employed.

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 Results for the Injfection Phase

{Safety Injection Population)

Placebo CAB

{N=21) {N=94)
Laboratory Test n(%,95%Ch) | n (%, 95%Cl) | P-value
Activated prothrombin time/standard 1{5, 0-24) 0{0,04) 0.18
Activated partial thrombogplastin fime 15, 0-24) 0 {0, 0-4) 0.18
Alanine aminctransferase 0 (0, 0-16) 2(2,0-0 >0.99
Aspartate aminotransferase 0(0, 0-16) 2(2,0-7) >0.95
Bilinzbin 0(0, 0-16) 4, 1-11) >0.99
Carbon dioxide 0(0, 0-16) 1(1,06) >0.99
Cholesterol 1(5, 0-24) 4(4,1-11) >0.99
Creatine kinase 3 (14, 3-36} 6 (5, 2-13) 0.36
Glucose 210, 1-30) 7({7,319) 097
Leukacytes 00, 0-16) 2(2,0-H >0.99
Lipasa 1(5, 0-24) 10 (11, 5-19) 0.69
Neutrophils 00, 016} 3{3,1-9) >0.99
Prothrombin time 1(5, 0-24) 0(0,0-4) 0.18
Urate 1(5,0-24) a {0, 0-4) 0.18

CAB = cabotegravir, Cl = confidence interval,

Note: Only events that vere initiated before or on the subject’s Week 41 visit or before the data cut-off date of
15-MAY-2015 for subjects who terminated study drug early wete included. Injection Phase was defined as the peded
from the initial mjecfion to 12 weeks after the Jast injection amang subjects who received at least 1 injection. Exact
binomial 95% Cl weare caleulated for both arms for each System Crgan Class and each AE tetm. Fisher's exact test
was used to assess the differences in event rates between the 2 amms and no formal multiple companison 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 events were diarrhea (8/105
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 1/21 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
AEs 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.
Injection 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 thabdomyolysis or renal failure accounting for the observed
transient Grade 4 CPXK 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
group 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.

LNo 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, 26/105 (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.




Injection Site Reaction Adverse Events

Fach 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.

[njection site bruising, bumps, discoloration, erythema, induration,
swelling, and warm touch were other symptoms commonly 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
eroup 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 a 2.0 inch
needle), only 4 subjects reported a Grade 2 ISR of swelling (all with a 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
placebo 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 QT¢ 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, ina

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 Cr 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-1C90.

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,

e 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.

o 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)

e G

(signature)

Karen Grainger
VP, Head of Regulatory Affairs

ViiV Healthcare

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




3siT npo kainiane sBanpoGysanus - 26
Banpobyeannsa ID-201120 (Eclair)

1. Hasea Jsikapcbkoro 3aco0y (3a HasIBHOCTI - HOMep peecTpaliiiHoro
[OCBIAueHH )

AITPETEO /[, TabneTkd, BKPUTI MTiBKOBOIO 000N0HKO0, 1Mo 30 Mr

2. 3adBHUK

BiiB Xencxep FOK Jlimiten

3. BupobHuK

BupobHHNTBO HePo3¢(hacoBAHOT0 NPOAYKTY, KOBTPOJIL SIKOCTi TOTOBOTO
OPOAYETY

[Cmaxco Onepeiimuc HOK Jlimiten, mo Bene AisabpHICTs gk [takco Beankom
Onepeiiune / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
[1paitopi Ctpir, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ
Benuxa bputanis

IlepEHHHE TA BTOPHHHE NAKYBAHHA, KOHTPOJIb IKOCTi TOTOBOrO NPOAYKTY,
BHITYCK cepil

Apenina ne Excrpemanypa 3, ITon. Iun. Annenpenyepo, 09400 Apauna ae
Tyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Arandal
de Duero, Burgos
Icnanis

4. TIpoBeaeHi TOCTiIKEeHHS:

¥’ Tak Hi, AK110 Hi, 00rpyHTYiiTe

1) Tnn nikapebkoro 3acofy, 3a IKMM NMPOBOMIAcS abo NnaHyeTbCs
peecTpauis

UlixapcbKuit 3aci0 3a NOBHUM JIOCHE (ABTOHOMHE HOCEE), IHLIHH JiKapchrui
3ac10, HOBA [IIH0YA PEUYOBHHA,

5. IToeHa Ha3Ba KJIiHIYHOrO BUNPOOYBaHHS, KOJOBAHHI HOMEp KIIHIYHOIO
BUTNpoOYBaHHS

Jtocnimxenns dazu lla 3 ouinky Ge3neky, NepeHOCHMOCTI Ta NPUHHATHOCTI

BLJT wonosikis (ECLAIR) - 41-i Tiwoxnens, aocnimresns 201120,

[HIIi TPOMDXKHI 3BITH, NOB'A3aHI 2 UMM AOCHIKEHHAM, [IepepaxoBaHi HIbKYE,
201120 3git 3a 81 Tioxnens: (Homep noxymenra GSK 2016N269422 00)

6. @aza KNiHIYHOro BUNPOOyBaHHI

(Daza 2a

7. Ilepion wrikiynoro BunpoOyeaHus

3 [27 Gepesns 2014] — [15 tparns 2015]

8. Kpainu, B AKMX TPOBOAMIOCS KNIHIYHE BUNIPOOYBaHHA

CILIA

9. KinbkicTe JOCTIAKYBAHUX

3arutaHoBaHo: 120
Ddaxkruuno: 127

10. Merta Ta BTOpHHHI Uiji KIiHIYHOrO BUIIPOOYBaRHA

Tlepeunami:

e Ouinuty Desnexy Ta NepeHOCHMICTE in'ekuiiinoro npemapary GSK 1265744




| (xaboterpasip; CAB), in'ekuiiinoro npenapaty nposioHroeaHoi aii (noza
| 800 Mr BBOJIUTECA B 3 TOKHM 3 iHTepBanoM 12 TwkHiB) 10 41-r'o THKHA Y
| Heindikosanux BT yonosikis.

Bropnani

o OuinroBatu dapMakokieTHKy CAB micis KoxHOT BHYTPILTHBOM'830B0 (
IM) in'ekuii mpoTsiroM 41 THxHA.

®  Omucaty gapmakokinetuky CAB 3a BikoM, pacoro, Baroko Ta THIMHOK
P HHATEMXKHICTIO.

e Ouinuru Ge3neky Ta nepeHocuMicTs nepopanbinx CAB y ReinbikoBanux
BLIT wonoBikiB.

e  Ouinits npuitHsTHICTS iH'ekuifi CAB 4depes 41 TwxaeHs.

o JlocIiIUTH 3aIeKHICTS «KOHUEHTpaLis~eeKT» UTd Pi3HUX MapamMeTpiB
GesnexH, AKLIO 11e JOPEUHO.

11. Jluzaita KAIHITHOTO BAIIPOOYBaHHs [le pasnoMizoBare, GaraToueHTpoBe, 2-piBHeRe, MOABIHHE clline AOCIiIKECHHA
(pasu 2a ans ouiHky. Gesrekd, NepeHocHMocTi Ta npuiinaTtHocTi CAB y
nopociux donoeikis. Tlicis ckpHHIHrOBOro Hepiofy TpueanicTio 1o 30 Auis
yuacHHKM GysiM paHmoMizoBaHi y crissinnomueHHi 5: 1 ana otpumanss CAB abo
mnane6o.

Cpyna pocnimxernns 1: Llfoxennuit nepopansauii npuitom CAB (rabmetku no 30
MT) MPOTATOM 4 TEDKHIB MMiJ Yac mepopanbHoi dasy JOCTiLKEHHA 3 HACTYIHUM 1
TYXKHEBHM IIEPI0IOM BUBE/IEHHS A1 OLIiHKH Oe3NeKH Ta MepeHOCHMOCTI nepes
nouaTkoM npuitomy in'ekuiit CAB. Ilicna naboparophHux ouiHok Oesnexu
repopaibHol (asu yuacHUKY NepeHuuny Jo iH'ekitiitnol daszu Ta oTpumany
in'exuii CAB abo niaue6o B 3 Touxax 3 iHTepBanoM y 12 THxHIB (5-# THXKIEHS,
17-# TixaeHs Ta 29-i Trokaens ). ['exnil IM cknaganucs 3 800 mr CAB abo
nnaneto.

[pyna nocnimkenss 2: IllonenHi nepopanbii in'ekuil mnanebo ta
BHyTpiluHboBenni in'ekiii wiane6o (0,9% dizionoriynoro po3uHHy) 3a TiEHW XK
cxeMo10, Wwo 1 B [pyni roemimxenns 1.

3a yuacHukamu gocaimenns I'pyiti TocaixesHs 1 cnocTepiratoT NpOTATOM
52 TwKHIB Nichs ocTaHHbo! in'eknil. 3a yqacHuxamu 2-i I'pyniu nocmipresHs




CIIOCTEpiraiy 10 3aBepiieHHd 4 1-ro TIKHS | OHINeHHS 6a3H JaHUX, MTICNA 9Oro
nocimxenHs Gyno poscninneHuM, a YJaCHHKH, AKi OTPUMYBAITH rnaue6o, Oynu
BHEEIEHI 3 HHOTO.

CxeMa NOCIiIKeHHs
ol w2 W4 WS W W28 Wral w53 V65 WIT7 WSl
Vool b { ! ) | 13
10

CAB 30 mr |
POQD CAB 800 ?;l%g;z Toois ETan nogansumx Qi
(n=100)

Mnayebo )
POGD I'Inaueﬁo(lnl\ﬁ 2%1) 2 TwxHie Eran noganbLuX A
{n=20)

wh wh o

CAB = aBoTerpasip; D = gen; IM = BryTpilsHeoMA3080; PO = nepopantHo; QD = oauH pas Ha ek, Q12
= onuH pas Ha 12; W = Tixaesb.

12. QOcHOBHI KpHTeDIi BIIIIOUEHHS

3100poBi uonoBiky BikoM Bia 18 10 65 pokie, 3a BHHATKOM 0Cib 3 BUCOKHMM
pusHKoM iHdixyeanns BIJI-1 nij yac CKpHHIHIY; YHaCHHKHY [IOBHMHHI MATH
GespeaynbTaTuBumit TecT Ha BIJI nin ac ckprHinry abo 3apaxysaHHs 10
inocnimKeHRS.

13. HocnimkyeaHuit Tikapcbiui 3aci6, croci6 3acTocyeantd, cuna nii

Tlepopanshuii CAB, n03ysanus Tabnetku = 30 Mr, NPUAMACTECS NEPOPATHHO
OIMH pa3 Ha JIeHs, HomepH cepiil = 122369164, 132377415

CAB, cycnensis ans in'exuiid, uakon, 2 mn cycnensii 200 mr/mn CAB,
BHYTPIIIHLOM'A30Ba IH'EKILiA, HOMEPH Cepiil = 132377009, 142380750

14. TlpenapaT NopiBHAHHS, 1033, CHOCIO 3aCTOCYBAHHSA, CHIIa aii

[Liane6o ms MopisHAHHA 3 nepopansuuM CAB, wo npuAMacTECA NepopanbHo
0/IMH pa3 Ha JeHb, HoMepH cepiid = 122367171, 122370193

ane6o CAB, cycnensis ans in'exuii, BHYTpillIHbOM I30Ba 1H'€KIlis, HOMEPH




cepift = HI

15. CymytH Teparnis

TTig cyIyTHIMER JiKaMy PO3YMiNH pelienTypHi Ta GespelenTypHI MpenapaTH, ki
npuitMaim B nepion Bix 30 anis Ko paspomisauii go 30 auis nicns NpBIMHEHHS
mixyBamis 60 3aBepLeHHs gociimrenns. CymnyThi npenapatd MpH3Ha4aHCA
iTBKH 33 MEIMYHHMH [TOKa3aHHAMH IiA vac aocnimkenus. Cy6'exram Gyno
PEKOMCH/TOBAHO (1OBIIOMIIATH JOCHiNHHKa Mpo Oy Ab-ski noTouHi abo
BATPOIOHOBAHI CYITYTHI JTiKH, AK PELenTypHi, Tax i - Ge3pelenTypHi, 4epe3
MOTeHUiffHy MOMUIMBICTb B3a€MOIIT MDK TAKHMH NpenapaTamu Ta
nOCHTIIKyBaHMMH JiKapChKMMH 3ac00aMH.

TTosroneHi peLenTypHi Ta Oe3penentypHi METOIH NIKYyBaHHS, 33 BHHATKOM THX,
Lo nepeniveri B po3zini 4.5.5.2.

Bci cymyTHi npenapaTy, Sxi OpHitManncs Mif 4ac JOCITiKEHHS, Oyny 3anucaHi B
=CRF. MiiMansHa BMMOTA NONATANA B TOMY, WO HeoOXinHo Gy/o sanmucarTH
Ha3BY Mpenapary Ta JaTH #oro rpHHoMy.

16. Kpurepii ouinky edexTHsHOCT

EdekTHBHICTD He OLIHIOBANIACR B IBOMY JIOCNIJDKEHHI.
[BropunHi

Mnowa nia kpuBoio "koHuenTpanis-gac” (AUC[0-1]), KOHLEHTpALin nepen
03010 (trough) B kinui inTepsany nosysanns ( Ct), MakcuMansna KOHLIEHTDAITiA,
1o crnocrepiraersea (Cmax), nepiol HamiesuseneHHA (tY2) Ta nambaa-z; AUC(0-
1), Ct, Cmax, t% Ta nambaa-z I1asMu Kposi 3a nemorpadiunrmu dakTopaMu
(Bik, paca, Bara Ta eTHiuHa NPHHANEKHICTL). TaxoK MOXKHA 6yno 6 nocniauTy
CTATHCTHYHY OLIHKY 3HaUYIIHX 3B'S3KIB MK KOHIIEHTPALIEIO Ta epeKTOM.

17. Kpurepii oliHKM Ge3neku

Ocnosna

[TapaMeTpy Ge3nexy Ta NepeHOCUMOCTI, BKIIIOUAIOYH no6iuni peakuii (TIP),
CyILyTHi# npuifoM fikapcbkuX 3acoGie, HeoOXiAHI KIiHIHHI nabopaTopHi
rocimkeHns, efnexkrpokapaiorpamy (EKD), OLiHKY JKHTTEBO BKIMBHX
MOKA3HKMKIE Ta peakii y micui BBeaenHs ( ISR) ans dasy in'exuiii (3 5-ro no 41-
it TH>KIICHB).

Bropunni

apameTpy Ge3rleKH Ta NepeHOCUMOCTI, BK/IHOUAlOUH no6iyni ABMINA, CYNYTHiH




NPHEOM JTiKapcLKHX 3aC06IB, N0TPefyIoTh KiliHike-nabopaTopHOT OLIHKH (3 1-ro
no 5-it Ticxneds Ta 3 1-ro no 81-i TxaeHs ana nepopanbHux CAB Ta B
uLIOMY); 2 TaKO:K YacToTa Ta TKKicTb ISR Ta oninka cumnromis ISR just pasu
iH'exuiii (3 5-ro mo 41-ii THKACHB)

18. CtaTucTHyHi METOOH

Po3mip BrOipkn Ta Ge3nedna nonyasuis:

Po:mip Bubipku - npubmnuzao 100 oci6 y rpyni nocnimkenns nikysanus CAB Ta
20 oci6 y rpyni nauiesTis, SKi OTPUMYIOTH Mauedo - Oys oOpaHui Ui
abesneueHHs aAleKBaTHOT OLIHKH JaHHX 3 GesnexH, nepeHoCHMOCTI Ta
dhapMakokiHeTHKH y rpyni Jikysanus CAB no nepexony y senuky a3y III
nocnimkenna. 20 ocib, 1xi oTpUMyBany auebo, CyTyBanH KOHTposieM, wob
aGe3neynTy YiTKy IHTEppeTalito Oyap-aKUX pe3ynsTaTiB Lono Heanexy.
[Morynstia 6e3nexy CKIANAETbCA 3 YCIX YYACHHMKIB OCAIDKEHH, AKi OTPUMAH
woHajtmenwe 1 aosy gocmimkysaHoro npenapary. [omyssuisa GesneqHol
IH'eKLIT CKNANaeThed 3 YCiX YUACHHKIB NOCIIMKCHHA, K1 OTPHMAITH
moHaiimentne 1 iv'exuiro mocaimikysanoro npenapary. B ananisi cy0'extu Oyau
RrpYNOBaHi Ha OCHOBI JIIKYBaHHS, IKe BOHH OTPHMYBAJIH, HE3ATIEHO BiZ TOTO,
[k BOHM OyJiH paHOOMI30BaHI.

Momynauis Geanexu Gyna OCHOBHOIO MOMY/IALIEO J1s aHasisy Gesnexu. Bei
aHani3u Ge3neKH NPOBOMIITHCA 3 BUKOPHCTAHHAM Ge3neqHol MOMyNauil; fedxi 3
aHaNizie Ge3MeKy TAKOXK MPOBOJMIINCA 3 BUKOPHCTaHHAM De3reuHo] iH'ekuiitol
MOMyAALIT.

AHaJi3 Oe3lleK:

ByJ10 MPoaHani3oBaHo CTyNiHb BIUTHBY, KAIHIuHI Ta 7abOpaTOpHI ABUIIA 2-r0
cTynens abo suiue, ISR, ITP, cepiiosni [TP, TIP, uio npusseny Ao BiaMiny
nocnimiysasoro npenapary (IIP) Ta/ato Buxoay 3 AOCNIIKEHHS, IHIII 3HAUH]
[1P, KiiHiko-1a60paTopHi OLiHKH, NOKa3sHUKy skUTTeAismbHOcTI, EKT y 12
BifiBEfEHHAX, ABMILNA 3 HOKY meuinky, OGajicciBChKHH aHaNi3 Ta BAXUBAHHA
MCUX0ZKTUBHUX PECUOBHH.

DapMaKoORiHeTHIHI AHATI3N:

st nonynsutii papmakokinetuunux ( PK) napamerpis 6ymu noSynosasi

iHauBiMyanbHi npodisi kKoHIEHTpaLis-4ac y InasMi Kposi Ta npodisi




MemiaHa/cepeHe 3HaYeHHs. Jina KoxHOL 3 3 IMOKBaPTalbHAX in'exuii 800 mMr
BHYTPIlTHBEOBEHHO GY/IM OTPHMAHI iHAMBITyallbHI TapaMeTpH CAB mna3sMH 178
KOXKHOT 3 HHX.

AHAJIZ pe3y/IbTATIB 3A0POB'SI:

Tins ouinkn neperiocumocti CAB Gyna nanana gactka (3 95% JOBipYHMM
ireprastom CI gas rpyma gocuipkenns CAB) cy6'exTis, sKi TIPUIHHIIN
oTpHMaHHA iH'eKIIiH 0 3aBepIICHHA MosHoro Kypey 4epes I1P,
HeTIepPEHOCHMICTS iH'€KL, YacToTy iH'exuii aGo Tsarap npoueayp, TOB'S32HHUX 3
ii'exLiaMu, cepen THX cyG'ekTiB, SKi oTpHMaTH woHalimMerme 1 in'exito, 3a
rpynamu JikyBasss. [l oKy nepeHocHMOcTi T2 33/I0BOJIEHOCTI
[NOCTiIKYBAHAM [PEeNapaToM TaKo# BHKOPHCTOBY BABCS OTIHTYBABHHK
3a70BOJIEHOCTI JOCTi MKy BaHHM npenapaToM (SMSQ).

3MiHH B NJAHOBHX AHAJTIZAX:

V pozaini 8.4.1.1 IpOTOKOITY IOA0 BU3HAYEHHS NEPBUHHOT KiHIIEBOT TOUKH
MOMYLIEHO OMHCKY. Y MPOTOKOI 3a3HaueHo, Wo «[lepBuHHME aHani3z 6e3neKu
BIUTIOUATHME KIHIYHI Ta naGopaTopHi moAil 2-ro abo BULIOrO CTyNeHs, AKi
BUHMKAIOTE Bijl MepImo iH'ekLil 1o 24 THXHIB Micas OCTAHHBOT in'exiii y
cyG'exTiB, AKi OTpEMANH WoHaiMeHIIe 1 iH'eKULIoN. IMTicna ocraHHbOl iH'EKITT
Mano npoit 12 TKHIB, a te 24 Tivkai. L1 nomunka ne dyna Bunpasiexa y
Tonpagui 1 oo ITporoxomy.

B paMkax BTOPHHHOTO aHAN3y IPHHHATHOCTI in'exuiit CAB mnma cyf'exris, y
posaini 8.4.1.2 npotokomy Ta poszini 13.1 Inany ssiTHOCTI T2 ananizy (RAP)
sasHaueHo, WO JUI OliHKY npuitHaTHOocTi CAB yacTtka cy0'eKTiB, AKi
PO3TIAIAIOTE MOKAMBICTE BUKOpHCcTanHd CAB ana npodinaxruxu BLJTy
Mali6yTHEOMY, By/Ie PO3paxoBaHa cepell yCix 3ayueHnx cy6'eTin (BIIOUAIOUH
THX, XTO IPHIMHHE NPUHOM Mpenapary Iif 4ac BUNpOOYBaHHA) TA y3aralbHeHa
Ra rpynaMu JikyBaum. I1in ac sisuty Ha 4]-my Tvoni abo min yac BizMTY mia
yac aBCTHHEHIIT, 3aNE5KHO Bifl TOrO, IO BiaByNeThes paHiile, PeCTIOHAEHTIR
BATTUTYBATM, TH PO3IVIAAIOTE BOHH MOXIIUBICTL BUKOPHCTAHHA CAB gna
npoginaxruku BUT-indexuii 8 MaiiGyTHEOMY. AHI OLIHKA HACIIAKIB 14
RIOPOB's, aHi eneKTpoHHa (opma 3BITY Mo BUMANOK 3aXBOPHOBAaHH/0a3a NaHHX
nocniKeHHS He MICTHIHM KOHKPETHOTO 3alHTaHHs WOA0 PO3Many MOMJTHBOCTI
[101abLIoro 3acTocysatna CAB Ha 41-My TIKHI ab0 Bi3UTY 3 MCTOIO BiIMIHH.




GSK/ViiV Healthcare npuiinsna pitueHHs M Yac N04YaTKOBOTO NEpioxy
nociJeKeHHs, O XapaKTep BHINE3a3HAYEHOr0 BTOPHHHOIO aHalizy Moxe OyTh
aHAJIOrTYHO Ta epeKTHBHO 3aiKCOBaHMIt Ta IPOAHANI3OBAHHI Ha OCHOBI
BANUTAHb (OO Pe3yJILTATIB ANg 3A0poR's. LIi MATAHHA € YaCTHHOIO
OMHTYBANILHHKIB 3aJOBONEHOCTI IKYBaHHAM, Boyaoud SMSQ (craTtycHa
sepcis; SMSQs), OnuTyBanbHUK 33J0BONEHOCTI NiKyBaHHAM (1H'€KLUIT), 1O
TIPOBOAUTHCA MICNA iH'eKiit HA 6-My, 18-My Ta 30-My THXHAX, a Takoxk SMSQ
(1orouHa sepcig; SMSQc), o npopoanTsea Ha 1 8-My TipkHi. Jani, orpuMmaHi 3
OMUTYBANLHUKIB 3310BONEHOCTH JIIKYBaHHAM, OYIIH y3aranbHeHi Ta JeTalbHO
BHKNI4eH] B RAP.

IIng nopanemoro susuenns ITP ISR, nosxuna ronke (1,5 arofima nporu 2,0
miofima) 6yna srmovena Jio 3seaeHs nofiit ISR. QopmanbHux CTAaTUCTHYHMHX
MOPiBHAHDL JOBKHHH iH'€KUIHHUX roNoK HE NPOBOIHAOCS.

Menuusuii cnosuk 3 perynstopHof aisnsHocti (MedDRA) v18.0 ob6'ennye ITP
HabpsaKy Micus BBeAeHHA iH'€KUIT Ta G0N0 B MicUi BBEACHHS iH'€KUIT B OfHY
kareropito. Ockinbku 0OHRA Lii ABMINA CTAHOBJIATE IHTEPEC A KOMAHIH
KIHIYHOTO AOCMIHKEHHS, OKpeMi pe3foMe LUX PI3HKX THNIB peakuiii Oynu
CTBOPEH] 3 BHKOPHCTAHHAM 3apeecTpoBaHUX (HeKoAoBaHHX) TepMiHie [1P.

Byno ninpaxosaxo Ta migcymosaHo 6anu SMSQc ta SMSQs. Ha momenT
3aBeplICHHS poboTH Hal RAP ncHxoMeTpHYHI BNaCTHBOCTI ONKTYBANBHUKIB He
OYNH OLlHEHI.




19. JiemorpadiuHi MOKa3HUKH JOCII IPKYBaHOL nomyJAuii (CTaTe, Bik, paca
TOLLO)

Koporki gemorpadiuni xapaKTepucTHKH ( pangoMizoBana monyjasuis):

NemorpathiuHi XapakyepuCTHUKH MnayeGo CAB 3aranom
(N=21) | (N=106) | (N=127}
Bik (pokiB) a
Cep. 3Hau. 337 35,1 349
CranaapThe BigxuneHHs (SD) 11,56 11,75 11,68
MegiaHa 30 3 3
Mitimym, MakcHmym 21,57 20,61 20,61
Crarb, n (%)
Yonogiva 21 (100) | 106(100) | 127(100)
Paca, n (%}
Ad)po-aMeprKaHcEkoro/adpukaHeEKoro
NOXOLKEHHS 7 (33) 33(31) 40031}
Amepurarchki ingiaHui abo npeacTaBHUKK
KODIHHOTO HaceneHHs Ansacku 0 3(3) 3(2)
A3iaTChKOTO NOXOMKEHHA LieHTpanbHa /
MigaeHHa Alis 1(5) 2(2) 32
AsiatcbKe- CXiAH0A3IaTCHKOMO NOXOMKERHS 1(5) 2(2) 3(2)
AsificbKe - ANOHCHKE NOXOAKEHHA 0 0 0
Asiatcke- MisaeHHo-CxigHe Asifickke
NOXOAKEHHS 0 1 {<1) 1(<1)
KopiHHe HaceneHHs aBalicbkix OCTPOBIB a0
iHWKX ocTpoBis Tuxoro okeaHy 0 1(<1) 1(<1)
Binowiipi/apabebko-NiBHIYHOAPUKAHCHKOTO
NOXO/HEHHA 0 3(3) 3(2)
Binoukipi/eBponenchKoro NOXoMKEHHS 12{57) 59 (56) 71 (56)
Jlani eigcyTHi 0 2(2) 2(2)
ETHiuHa NpvHanexHicTs, n (%)
TNaTvHoamepukanuil naTuHoamMepvkaHLy 3(14) 16 (15) 19 (15)
He icnaHomosHi/ NaTMHOAMEPUKaHLY| 18(86) 90 (85) 108(85)




3picT (cm)
Cep. 3Hau. 175,65 176,5 176,3
CTaHfapTHe BigXUNeHHs 8,82 6,84 7147
MegiaHa 175 176 176
MiHiMyM, MaKCUMYM 158193 | 160198 158198
Bara (kr)
Cep. 3HaM. 83,4 86,0 85,5
CranpapTHe BigXuneHHs 22,56 20,10 20,45
MeniaHa 79 81 80
[MiHimym, MakcHmym 48132 52167 48167
iHEexkc macy Tina (kr/m?))
Cep. 3Hau. 26,8 27,5 274
CTaHaapTHe BifXMNeHHA 6,00 552 5,58
MeniaHa 25 26 26
MiHiMym, MakcUMyMm 18,40 18,48 18,48
dakTopki pucka passutus HACE (n=%)
FomocekcyanbHi KOHTaKT! 16(76) 90 (85) 106 (83)
[ eTepoCeKCyansHUA KOHTAKT 6(29) 22 (21) 28 (22)
Mpocbeciinuit BANKE 1(5) 2(2) 3(2)

CAB = kaboTterpasip

a. 3a BikoM KinbkicTb cyB'extia Gyna Takow: mnauebo: n = 21, CAB: n = 105, i cboro: n = 126.

20. Pe3ynbTaThi eheKTHBHOCTI

e3yJibTaTH PapMaAKOKIHeTHKH

Cepenni Ta Meaianni kouueHTpauii CAB y rnasmi kposi nicns in'exuiit Ha 5-my,
17-My Ta 29-My THXHAX npeAcTaBleHi Ha PUCYHKY HIDK4E.




Cepenui Ta mepiaHKi konyertpauli CAB y nnasmi kposi sif wacy (Hanienorapudmiugi) 3a
4acOBKMM TouKamK (nonynsiLia napameTpa PK)
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CAB = kaboTerpasip; PK = diapmaroxiHem-Hid _
Npunitea: flo rpadhikie BKACHEHO NUWE KOHUEHTPALT, 3iBpaHi B MeKaX AONYCTAMI inTepeania 36apy.

OricoBi cTaTucTuHi AaH] Ans WIouoBKX Mapamerpis [IK npeacrasneni y 3Biti
ra Tabmuui 41 Hibkue.

CriocTepexyBaHyii cepeHiit vac NOCATHEHHs MIKOBAX KOHUEHTpaLiH (tmax)
criocTepirancs uepes | TIDKAGHB NICHA iH'€KMIT A71a BCIX TPHOX in'exkuit. Cepeni
reoMeTpHYHi Nikoei excrosuuii (Cmax) cTanoBHIH Bift 4,26 MKr/MI 10 5,22
Mir/Ma o 3 in'exuiii. TTnomma mig KpHBOIO "KOHLIEHTpaLis-1ac” Bifl HyJILOBOTO
yacy (mepenyosa) 10 KiHUs iHTepBaTy Mbk MpuioMaMy NiKapchKOro npenapary
(AUC[0-t]) ouinroBanacs Gesiocepennso 3a nornomoroww WNL s npodinis 3i




CrocTepeXyBaHHMHE 3aNaIHHAMH, IKi BUHHKAIK BuacHo abo Mornu 6yTH
excTpanonboBaHi (aificka nambna z). AUC(0-t) Gyno samineno na AUC(0-1) ana
npodinie, AKi BIINOBIZATH KPHTEPIAM CBOCIACHHX 3aNajiiH, alle He Mornu 6yTH
eKCTpaINoNbOBaHi 3a Konomorow naMbaa z. AUC(0-t) nicnsa in'exuii 3 6ysa Ha
18% BHLIOIO, HIX micIs iH'eXUT 1, MO CBIMYMTH NpO MiHIMANIBHY KyMYTALIIO.
OyeBuaHa Kinuesa dasa t¥2 ans seefenna LA Gysia ouiHeHa TinbKH nicns
in'exuii 1, ne 6yno piniGpano 3 3pa3sku nicna nixy, a He 2 B NOAATBIIAX
irrrepeanax. CepelHE reoMeTpHyHe 3uadeHH tVs ans in'exuii 1 craHosuro 18,4
THs, [0 poBUTH iHTepBan Mk A03yBauHaMH y 84 nHi TpusanicTio ~4,6 nepioly

Cepensi reomMeTpuuni konuenTpauii (Ct) nicns xosxuol iH'eKuii cTaHoBMNY
0,302 mkr/mm, 0,331 mMxr/mn Ta 0,387 mxr/v s in'exuiii |, 2 Ta 3 BianosiaHo.

Ha[IiBBHBeI[eHHﬂ, 110 3HOBY K TaKH Y3I'O[LKYETBCH 3 0OMeXCHHM HAKOITHHEHHAM.




Tabnuus 41

3BefeHi chapmaKkoKiHeTyHi napameTpu CAB y nnasmi
kpoBi (PK MapameTp Nonynauis)

CepegHe reoMeTpuUsHe
CAB napameTpu y [95% CI]
nnasmi {CVh%)
IH'ekyist 1 IH'exyia 2 IH'exyin 3
(n=93) (n=89) (n=85)
AUC{0-T) 3415 3873 4021
(rog*Mxrimn) [3140, 3714] [3543, 4235] [3728, 4337]
(42,5) (44,3) 36,2
Crmax 4,26 5,22 491
(krfvan) [3,64, 4,98] [4,52 6,04] [4,31 5,80]
(88,6) (78,0 (66,6)
Cre 0,302 0,331 0,387
{MKrimn) [0,237,0,385] | [0,253 0,435] [0,296 0,505]
(157 (165) {150)
tmax b 7,76 6,97 6,99
(0eHb) (4,95-57,0) (3,83-75,0) (5,63-43,0)
thae 18,4
(nHiB) (6.4, 20.7] mg Eg
(48,4)

b. MegiaHa (aianason)

a. CAB = kaboterpasip, CVb% = Mix cy@'exTHWiA KoediwfeHT Bapiali ana cepeaHboro
FEOMETPUMHOMD 3Ha4enHs; NC = He poapaxosyeTics; CT; KOHUEHTPAWA B KiHUj inTepeany
[03yBaHHSA; OUIHETLCA TiNbKK AKWO DaKkTUMHWA vac Binbopy apaskie npunanae Ha +4 pHi
Bif 3annakosatoro vacy sinfopy spaskie (n=84 Inj 1, n=71 Inj 2, n= 66 Inj 3)

c. 3apeectposano nviwe AnA in'exkuii 1, ge Byno aidpano 3 konuewTpayi nicna niky (n=61)

[Eyno ouineHo BrUTHB KobapiaTis Ha napameTpd CAB. [lo-nepine, napameTpu
CAB 6ynu y3aransHenri 3a iianasoHoM BMI: Buiue abo Huxue menianHoro BMI.
Excrioznuis 6yna euinoo ans cy'extis 3 Hikuum BMI. Hanpuknan, cepente
reomerprune 3Havendd AUC(0-1) nicna in'exuii 1 cranosuno 2830 rox*mkr/mn
Inns cy6'ekTis 3 BepxuiMu 50% inmekcy MacH Tina, ane BiANoBiAHE 3HAYEHH
craHoBKIIO 4104 rox*mrr/mn ana cy6'exris 3 HmkuuMu 50% ingexkcy Macu Tina.
KoHueHTpallii B KiHUI iHTepBany A03yBaHHS, ONHAK, BLAPI3HAIHCA Bif
cnoctepexens AUC(0-1). Hanpuknan, cepeate reoMerpuune 3HaueHHd (95%
CI) Cr nicng ixexuii 1 cranosuno 0,394 (0,286, 0,541) Mmxr/mn ang cy0'exTie 2




BepxHiMy 50% inpexcy macu Tina Ta 0,226 (0,158, 0,325) mxr/mMn ang cyG'ekrin
3 HikHIME 50% iHOeKCcy MacH Tina.

dapMakoKiHETHYHI [TapaMeTPH TaKOXK OL[IHIOBAH 34 JOBXHHOIO FOJIKH.
3arasnom, cicTemna excnosuuis CAB micns in'exuii IM 3 BukopucTausam 1,5-
I10iMOoBOT rosiku 6yna GinbILoro, HiK NPK BUKOPHCTAHH] 2-10fMOBOT FONKH.
Hanpuknan, cepeane reomerpuyne 3navdeHHd AUC(0-t) nicna in'exuii 1
cTaHOBUIO 3671 rog*Myr/Mn pH BHKOPHCTAHHI FONKH 1,5 AroiiMa, ane
BiOMOBiAHE 3HAYEHHA CTaHOBIUIO 2805 ron*MKI/MI PU BUKOPHCTAHHI FONKH 2
oMK (TobTO 30UNbieH s excrionuii Ha 31% ang ronkw 1,5 goiiMa). Le
crocTepeKeHHA Oyno BinoOpaxkeHo micns iH'exuii 2 Ta 3. BaxIHBO 3a3HAYMTH,
IO JOBXHHA FOJIKM T2 IHASKC MaCH TUIA KOPEMIOITh MK cO00IO0: IOBLIY TOKY
PEKOMEHIYBAITH MallieHTaM 3 iHIekcOM MacH Tina noHan 30 kr/m2.

Ha pucyHKy Hioxue npencraeieHi ricrorpam, IO NOKa3yiOTh KINBKICTs 0¢i6 3

C1t B pisHHX iHTepBanax BiIHOCHO 3ua4eHus PA [C90 0,166 mxr/ma. [pubnuzHo
75% 3siTnux 3nadeHs Ct nepeBHINyIOTE 3HayeHHA PA [C90, a TperHHa 3nayeHpb
nepesuutye B 4 pas sHaueHua PA 1C90. Takum wnHoM, npubIU3HO MBI TPETHHH
KOHLEHTpauii y KopuTi OyNH HIKYHMY 32 LboBe 3HaueHH y 4 pasu PA-1C90.




Pucyrnox 14 Kinexicts pecnionfenTis y Aianazonax CAB Ctau za
piaBinyBanHaM in'exuiii (nonynsuis 3a napamerpom PK)

= L' ecuin 1
14 cxuin 2
B [n'exentin 3

KinexicTb yyacHUKIB

Lo -

=>4x PA-ICI

<1 PA-IC90 1x aas 4x PA-IC90

CAB = kaGoTerpasip; PA-IC90 = cxopuroeannit Ha Ginok 1C99; PK = dapmakorineTH-HuT

Pe3yLTAaTH 3J0POB'S

BinbicTs ROCHILKYBaHEX B 060X rpynax He BiIuyBaJH aHi He3py4HOCTeH, aHi
Tpyanoutis (ouinka 0) i yac NpiioMy AOCHIKYBAHOTO Mpenapary BIAMOBIIHO
no pexomeHparlii, i GinpiuicTh AOCHiKyBaHUX B 000X rpynax He BiMyBai{
oo abo auckomMbopTy (omiHka Bia 0 1o 2) Nix yac npHiioMy AOCHILKYBAHOrO
npenapaty i vac iH'ekuiHHOT (pa3u.

Baranom, zaransHi cepeari 6ann SMSQs Ta SMSQc OynM BHIIEMH B rpymi
nnaneGo, HbK y rpymi nikyeanus CAB, y koxHii Touni 4acy; oHak,
ppaxoByroud nepexputts CI, 4iTKOro posMexyBaHHs MDK rpynamMu NiKyBaHHA
po6GuTH He MoxHa. Y rpymi nikyBanna CAB 3a10B0/EHICTE HOCTIKYBAHHM
npernapaTom Gyina cTaGLILHOK POTSIOM YChOTO Nepiofy iH'eKUilHOT pasu 3

0 HHAKOBHMM 3aralbHAMH NMOKa3HuKaMH Ha 6, 18 Ta 30-My THKHAX.




21. PesyneTaTH Oesnexu

[lin uac in'exuiiinoi dazu 75/94 (80%) nawienrip y rpyni nikysanna CAB
noeigomite npo ITP 2 crynens abo BHILE NOPIBHAHO 3 10/21 (48%) mauienTaMH
ly CpyIi NikyBaHHs wiauedo. CTaTHCTHYHO 3HAMYIIA PI3HHLA MDX TpynaMu
nixysauns (p<0,01) Gyna 3Ha4HOIO MIPOIO 3yMOBIICHA TOALIME Y cthepi
haransHMX pO3NALIB TA YMOBAMH B MiCIli BBEICHHA CHCTeMa KIIaC CHCTEMU
oprauis (SOC), B axomy 56/94 (60%) nawieHTis y rpyni JIKyBaHHS CAB Ta 1/21
(5%) nauieHTie y rpyni NikysaHHs wiane6o MoBiROMHIA OO TOALO.
HaifuacTitne mosixomasnocs npo 6ine y Micui iH'ekuif, npo kU N0BIXOMHUAH
55/94 (59%) oci6 v rpyni nikysauus CAB Ta 1/21 (5%) ocif y rpyni jliKyBaHHA
nnane6o (p<0,01). Cnia 3a3HA4KMTH, WO OJHH YHACHHK, kui 6ys
paHzoMiz0BaHuMil JUTS OTPUMAHHS Tauedo, ae BUMAIKOBO OTPUMAB 103y CAB
s Tperhoi in'exutii 09 mororo 2015 poky i noinomus npo Gink y Micui in'ekuif
2 CTYIIeHs TOrO 3K JHs; Uel yqacHHK OyB BKIOUeHHH Y Ipymy mnanebo ans
Hesneqnol MOmyJsLii. [Hiul TepMiHH, IKHM HaJlaBani nepepary, CTATHCTUHHO HE
Bilpi3HANHMCA MDK rpynamu stikyeauus npH 1P 2 cTynens abo Buie.




BesneyHol in'ekuii)

[epBUHHMIT aHanis HeGakaHuX ABKIY 2-T0 CTYNEH: abo BHLLE, IO BUHUKITU
WoHaikMeHwe y 2 cy6'eKTiB B KoxHIi rpyni nig yac dasy in'exuii (monynsauia

Mnaue6o CAB

Knac cuctemu oprasis (N=21) (N=94)

baxaHuit TepMiH N (%, 95% CI) | n (%, 95% CI} | P-araueHHs

Eyab-axa nogis 2 knacy abo v 10 (48, 26-70) | 75 (80, 70-87) <0,01

3aranbHi poanaay Ta peakyii B micu

BREAEHHA
Byae-aika MNP 1(5,0-24) [ 56 {60,49-70) <0,01
Bink y micui BeepenHs 1(5,0-24) [55(59,48-69)| <0,01
MMipexcis 0 (0, 0-16) 7(7,3-15) 0,35
Ceepbix y Micyy iH'exuyji 0 (0, 0-16) 6(6,2-13) 0,59
Habpsk y MicLii BBegeHHs 0 (0, 0-16) 6 (6, 2-13) 0,59
Os3Kob 0(0, 0-16) 3(3,1-9) >0,99
YillinbHeHHKs y Miclyi BBeeHHS 0(0, 0-16) 3(3,1-9) >0,99
Broma 0 (0, 0-16) 2(2,0-7) >0,99
Tenno B Micui BBgeHHA 0 (0, 0-16) 2(2,0-7) >0,99
HesayxanHs 0(0, 0-16) 2(2,0-7) >0,99

fHchekuii Ta iHBasii
Byae-sika NP 3(14,3-36) | 19(20,13-30} 0,76
[aCTPOEHTEpUT 0(0, 0-16) 4(4,1-11) >(,99
[HheKLin BEpXHIX AUXARLHUX WnAxie 2(10,1-30) 4(4,1-11) 0,30
Hasohapurir 0 (0, 0-16) 3(3,1-9) >0,99
DapuHriT CTPENTOKOKOBMI 0 (0, 0-16) 3(3,1-9) >0,99
(pun 0 (0, 0-16) 2(2,0-7) >0,99
BipycHa iHdexuin 0 (0, 0-16) 2{2,0-7) >0,99

MopyLuerHs 3 6oky onopHo-pyXoBoro

anapary Ta Cnony4Hoi TKaHUHK
byab-saka [1P 0(0,0-16) | 14{15,8-24) 0,07
Bink y cnuwi 0 (0, 0-16) 4 {4, 1-11) >0,99
Mianris 0 (0, 0-16) 3(3,1-9) >0,99
ApTpanria 0 (0, 0-16) 2(2,0-7 >0,99
Bypeur 0 (0, 0-16) 2(2,0-7) >0,99
M'Az0B0-creneTHuiA Binb y rpyasx 0(0, 0-16) 2(2,0-7) >{},99




NocninxeHHs
Byap-aka [P 2(10,1-30) | 8(9, 4-16) >0,98
CPK v kpoai niauteHmi 1 (5, 0-24) 3(3,1-9) 0,56
MiaBMLLEHHS KiNbKOCT Ninas 1(5,0-24) 2(2,0-7) 0,46
MNopyLueHHs 3 Boky HepBOROT CUCTEMM
Byab-sika [P 1(5,0-24) | 6(6,2-13) >0,99
T'onosHwit 6inb 1(5, 0-24) 3(3,1-9) 0,56
MopyLiteHHs 3 Boky kposi Ta nimdaTuuHof
CUCTEMM
Bynb-axa P 0(0, 0-16) 4(4, 1-11) >0,99
HeitponeHis 0(0, 0-16) 2(2,0-7) >(),99
[Mopywwerns 3 Boky WMYHKOBO-KULLKOBOTO
TPakTy
Byab-aka [P 0(0,0-16) | 4(4,1-11) >0,99
Liapes 0(0, 0-16) 2{2,0-7) >0,9%
BnwsaHug 0(0, 0-16) 2(2,0-7) >0,99

CAB = kaBoterpasip; Cl = nosipunit iHTepean; CPK = kpearurdoctorinasa,

Mpusitka: [lo yearu Gpanics nuiue nogh, aki posnovanues no abo nig yac BiauTy yqacHuka Ha 41-my
THXHI 300 10 AT BiACikaHHA farux 15 TpaeHA 2015 poky AN yuacHukie, Ak AOCTPOKOED NPUNUHUAK
Npuiiom fecnipkyBaHoro Npenapary. ®asa iH'ekui BUaHawanaca sk nepiop Bif NoYaTKoBOi iH'ekLi 40
12 TuxriB nicna ocTaHLOi iM'exiyi cepen cyB'exTiB, sk OTPMMANK WoHaliMerwe 1 iW'ekyjio. Touki
BinomiansHi 95% Cl Gynu poapaxosai Ans 0BOX pyK ANA KOKEHOIO KITEGY CUCTEMHWX OPraHiB i KOXHOrO
Tepminy NP. Touruit kpuTepii Piluepa BUKOPUGTOBYBABCH [NA OLHKK BIAMIHHOCTER y JacToT! nogjit
M 2 Ipynamu, i Xoakmx (hOPMANEHUX NONPEBOK /A MHOXUHHOTO NOPIBHSIHHS He 3aCTOCOBYBANOCA.

Y Hebararbox HaUiEHTIB PO3BUHYIHCA 1a0OPATOPHI BIAXHIEHHS 2-TO CTYIICHS
abo BuLle, i He 610 CTATUCTHYHO 3HAYYIIHMX Bi/IMIHHOCTEH MDK CpyIaMu
UTiKYBaHH:A 32 MMM N0Ka3HUkamMu. CIiz 3a3HaYKYH, WO Y GUILIMIOro BicoTKa
nauieHtis y rpyni CAB, Hik y rpyni niane6o, possuHyIHcs nOpyLICHIs finaza
2 crynena abo suie (11% nporu 5% siANOBiAHO), TOAI K ¥ MEHIIOTO BiICOTKA
nanieHtie y rpyni CAB po3sBHHYITHCS NOPYLIEHHS KPEATHHKIHAZH 2 CTyTeHs a6o
BHUILE, HIK y TPy wiane6o (6% nporu 14% signorinwo).




MepBUHHMIT aHani3 peaynkTaTis NaopaTopHuX KOCHIKEHD 2-ro abo BUILOIO
piBHA AnA §azu iH'ekuii (nonynsuia HeaneyHux iH'eKuiin)

Mnayebo CAB
(N=21} (N=94)
aGopaTopHU#A TecT n {%, 95% Cl) n (%, 95% CI) P-3HavesHs

AKTMBOBEHWA NPOTPOMBIHOBUIA HaC/CTaHARPT 15, 0-24) 0(0,0-4) 0,18
A KTUBOBaHMT YACTKOBMI TPGMEONNACTUHOBMIA 1(5,0-24) 0{0, 0-4) 0,18
ac

AnaninamiHoTparcdepasa 0(0, 0-16) 2(2,0-7) >0,99
AcnapTaTamisoTpaHcdepasa (0, 0-16) 2(2,0-7) >0.99
BunupybuH ({0, 0-16) 4(4, 1-11) >{,99
Byrnekucnnii rag 0(0, 0-16) 1{1,0-6) >0,99
XonecTepiH 1(5, 0-24) A44,1-1) >0,99
KpearuHKkiHasa 3(14,3-36) 6(6,2-13) 0,36
Caxap 2(10,1-30} 7(7, 3-15) 0,87
fefkounT 0(0, 0-16) 2(2,0-7) >(,99
Ninasa 1 (5, 0-24) 10(11,5-19) 0,69
HedTpodin {0, 0-16) 3(3,1-9) >0,99
NpoTpombitioawii 4ac 1(5,0-24) 0(0, 0-4) 0,18
Urate 1{5, 0-24) 0(0.0-4) 0,18

CAB = kafoterpasip; Cl = goBipund iHTepaan.

3araasua IIP na doni mixysanus ta ITP Bix 2 10 4 crynexin

Mpuwmitka: [lo yearv Gpariuca nvwe nosil, skl poancuanves Ao a6o nig vac giauTy yuacHuxa Ha 41-my TuwHi
abio no fat eifcikanHs aaHux 15 Tpaena 2015 poky Ana y4acuis, aki AOCTPOKOBO NPUTIMHAIM NPUAOM
nocnimpKyBaroro npenapary. Pasa iH'exuil BusHayanacs sK nepion eig nod aTrapol iH'ekyil no 12 TvxHiB
ficns ocTaHHL0! iHEKLT cepen cyb'exTiB, sk OTpUMANA wosHaimerLue 1 iH'ekuyio. TouHi BikomiansHi $5% Cl
By pe3paxoBaHi Ans oB0x PyK ANA KOKHOTO KNECY CUCTEMHIX opraHia | KoxHoro Tepminy [P, TouHuiz
kpuTepin Qilepa BUKOPUCTOBYBABCA ARA CLHKN BiAMIHHOCTEI ¥ YaCcTOTI Mopjik Mix 2 rpynamu, i OAHKX
hOPMANLHUX NONPABOK [N MEOXMHHONO NOPIBHAHHS HE 33CTOCOBYBANOCS.

BisbiricTs nalieHTie B 060X rPyNax JikyBaHHs MOBIJOMHENM PO WOHAAMERIIE |
[P Ha Qoni JiKyBaHHS. 3araoM, Hali4acTille NOBLIOMITAIOCA PO Taki mobiuHi
peaxuii Ha ¢poni nixysaHHs B 060X rpynax, sk 6iib y micni in'exuii (86/105 oci6,
ki npuiivana CAB, ta 12/21 oci6, axi npuiivany nnarebo), ronopHuR GU1k
(24/105 ocib, axi npriimama CAB, Ta 4/21 ocib, AKi npuiiManu mwauedo) Ta
indexuii Bepxnix muxanbrux worsxis (18/1035 ociG, axi npuiivany CAB, ta 5/21
oci6, axi npuitvany nnauebo).

3aramom, GUIBITICTD DALIEHTIB B 060X rPYNax JNiKyBaHHs NOBLIOMUITH PO IP
Bin 2 10 4 cTymeHs Ha noyaTky Jikysasms (84/105 oci6, ski oTpuMyBaJl CAB,
ra 13/21 oci6, ski oTpumyBans miaue6o). V rpyni fikysanuts CAB HaiyacTime




nosinomianocs npo 2-4 crynei [TP, Brmovatouu 6ink y MICLU BBEJEHHS
(55/105 ociG, sxi orpumysans CAB), nifeuenHs pisHa kpeaTHHbochokinasu
CPK) y kpoBi (7/105 oci6, sxi orpumysamn CAB) Ta mipexcito (7/105 ocib, ski
orpumMyeanu CAB).

Baraxpni XTIP ¢azu naraitanus ta [P knacis sin 2 g0 4

[Tix yac dasu in'ekuiit [TP BHHEKAIH 3 OJHAKOBOIO YAaCTOTOW B 060X rpynax
nikysaums (98% Ta 90% ans rpyn nikysaittg CAB Ta nnane6o BiRmoBiaHO).
Haityacrime nosinoMasIocs npo Taki no6Giuni peakil, Ak 61mp y Micui in'exuli,
akuit crioctepirases y 86/94 oci6, axi npuiimanu CAB, i 12/21 oci6, ski
oTpuMyBanH nauebo, Ta caepbix y micui in'exuii (18/94 ocib nporu 3/21
0cobH, BiIMOBITHO).

T1ix uac iH'exuiitHol dasu y rpyni nikysanusa CAB (75/94 nauientn) yacriue
Bunmkanu [TP 2-ro Ta 4-ro cryneHis, Hix y rpyni rwrauebo (10/21 mamienr); y
rpyni mikyBarua CAB we 6yno noe'ssano nacamnepen 3 Takumu I1P, stk Ginb y
Micui i'exuii (55/94 nauientn) Ta Habpsx i cepGhx y Micui in'exuil (no 6/94
natients). ¥ rpyni nnaue6o He GyJI0 BUABIEHO HOMHAX TOMITHHX
3aKOHOMIPHOCTE#H H TEHAEHLIHA.

Ilepopaibna ¢asa - saransni IIP Ta [IP 2-4 kiacis

[Tix 4ac nepopanbHoT a3k cnocrepiranaca BUila yactora suHukHerHA [IP y
rpyni Jtikysauns CAB (56/105 oci6), Hbx y rpyni nikysanus ruiaue6o (8721
bco6a). HaituacTitme nosinomnanocs opo aiapeto (8/105 ocif y rpyni jtikyBaHHs
CAB Ta 2/21 ocif y rpyni nikysauHa nnaue6o) Ta rososHuii Gimk (9/105 ocib y
rpyni nixyeauns CAB Ta 1/21 oci6 y rpyui nikysanns mwiaue6o). ITix vac
nepopankHoi (hasu He Gy BHABIEHO XOAHHX MIOMITHHX 3aKOHOMIPHOCTEH abo
reneHLIN oao BiAMiRHOCTEH Mk oxpeMuMu ITP Mixk rpynaMH JiKyBaHH:.

[Tix uac nepopanbHoi Gask 3aralibHa vactora noeigomiens npo [P in 2 no 4
cTyneHs Gyna noaiuoto B 060x rpynax sikyeanus (23% ocib, axi npuitmMani
CAB, 1a 19% oci6, axi npuiiManu rmane6o). Y rpyni nikysanns CAB
minermenss CPK KpoBi, HelTponenis, 3anaMOpOueHHS Ta MiIBHINEHHS PiBHS
rinasy criocrepiranucs y 2 a6o 6inble ocif y xoxui rpyni. I1po sei tvui [TP 2-
4 xnaciB I1if yac YCHOTO erany NOBiIoMUIY 1o 1 y4acHHKY.




enuxamentosni IP na doni mikysanns, nix yac in'exniifnoroe BBenenns
Ta i wac mepopaabLHoOro 3acTOCYBAHHA

B3arasiom, 101/105 (96%) mauienrip y rpyni nikysauus CAB Ta 15/21 (71%)
NatienTiR y rpymi niane6o sasuamm MenuxamenTosnux 1P na dowi nikypauus.
GinbmicTs BHOAAKIR, MOB'I3aHMX 3 npenapatamu, Oymu 1-ro a6o 2-ro cTymens
TDKKOCTL. Y rpyni nikysaums CAB 6yno mano NOB'A3aHKX 3 NPHHOMOM Jiikis
noxii 3-ro abo 4-ro crynenis (20/105 [19%] oci6 Ta 2/105 [2%] oci6
BINIIOBINHO), a B rpyni nnauefo - ’KOHOTO BUMAAKY. Bink y Micui Beenenns Gys
HaHYaCTUNHM SBHIIEM, PO fke MOBINOMIILIY B oox rpynax itikysauus (86/105
[82%] mantienris y rpyni nikysanua CAB Ta 12/21 [57%] nanieuris y rpyni
PIKYBaHHS [WIane6o), 2 Takox HaHYaCTIIIUM SBHIIEM 3-T0 CTYMEeHd, NoB'A3aHuM
3 IPHHOMOM Mpenapary, cepeq nanienTis y rpyui nikyBanus CAB (18 3 105
nauiexTis). ITpo sei ivwi [P 3-ro CTYNeHA, NOB'A3aHI 3 IPHIHOMOM npenapary,
IOBIJOMIIATIOCH Y NOOANHOKMX NAlicHTR ¥ rpyni nikysanus CAB, | sonn
BRIIOYATH HEHTpOreHilo, Miatriio Ta 03HO6. V 1Box cyb'ektiB y rpyni nixyBadus
CAB posBHHYNHCA MeIMKaMeHTOH] ABHLIA 4-r0 CTYNEeHs, MOR'13aHi 3
nmixeumennsm CPK kposi. O6unpa BUNanKH miasuuieHns CPK kposi Oynu
HECEPHO3ZHUMH i npoitunu Ges BTPY4aHHS. Y XKOAHOTO 3 MAUiEHTIB He 6yito
WITHIYHOT HI03pY Ha pabaomioniz a6o HHMPKOBY HEJOCTATHICTb, AKi 6
[OACHIOBAJIK Tpah3uTopHe miasuuenns CPK 4-ro ctyneus. O6upea cy6'ekru
MPUIHHHIM JIKYBaHHA 1 6ynH BuBeneti 3 Aocnimxenus. He norizomasiocs apo
iHWI Mo 4-ro cTyneHs, nos'3anui 3 npuiiomMoM nikapeeknx 3acobis,

[Tin uac in'exuiiinoi dasu 92/94 (98%) mauienrip y rpyni nikysauns CAB T1a
15/21 (71%) nauienrie y rpyni rnauefo nosiroMuIH npo MeAHkameHTo3Hi [P,
NOB'A3aHi 3 npuitoMoM npenaparty. Binstmicts cy0'exTie 3 nobiuHUMK peakuiamu,
MOB'I3aHHMH 3 NIpHiioMOoM HiKapChKMX 3acobiB, NOBiROMHIH IOHaiMEeHIIe npo |
[P y posnini «3aranbui posnagu ta YMOBH Micus BBeerHa» SOC, noB'13aHoro
B ISR. Binemicts nopiit 6ymu 1-ro 260 2-ro CTYNEHA TAKKOCT, NpHYOMY Bistb y
MicLi BBelienHs GyB HAMMOIIUPEHIUM ABHIIEM B 060X rpynax JiKyBaHHA.
Baranom 18/94 (19%) PECIMOHACHTIB 3 ABUIIAMH 3-ro CTYMEHS, NOB'I3aHHMHU 3
HAPKOTHKAMH, MOBINOMUITH PO 6is y Micwi BBeTeHHS HapKOTHKIB Y rpyni
prikyBans CAB. Iix ac ii'exuiiizol hasu 6yu1o 3adhikcoBaHO AeKiNbKa IHIIHX
BHIIA/KIE, TIOB'A3aHKX 3 niKapchkuM 3ac060M 3-ro CTYNEHS, TA JKOTHOTO
BHIIA/KY, TI0B'A33HOTO 3 JIKAPCLKUM 3ac060M 4-ro CTyIeH4.

[Tix 1ac nepopansuof dazu 38/105 (36%] nauienTis y rpyni Jikyeanuns CAB ta




3/21 (14%) naujenrie y rpyni AIKYBaHHA MALE6O NOBIIOMMIM Ipo 1or's3aHi 3
npenaparoM ITP. V rpyni mikyeanus CAB maiiuacTime [OBIAOMISIIOCS PO
[LLTY HKOBO-KHILIKOBI PO3JIAMIH, PO3IAMH HEPROBOT CHCTEMH, 3arajIbHi pozianu Ta
anMiHicTpaTHBHI yMoBu SOC, 3 rofoBHUM bonem, BToMOI0 Ta miapeero sk
HaHNOIHPeHIMMMA iHAMBiAYansHIMH TIP, Binburicrs nofiit Manu 1 a6o 2
CTyniHb TxkocTi. Ilin yac nepopansmoi $asH y rpyni nikysauns CAB cranocs
J1Ba NOB'A3aHUX 3 Ipenapartom [IP 4-ro CTYNeHs, MOB'A3aHMX 3 NiABHINEHHAM
CPK kpoei, ta 1 nos'szane 3 nperntapatoM 1P 3-ro crynens, nmos'ssane 3
HEHTpONeNico, y rpymi Aikysaums CAB. ¥V rpymi nnaneGo cnocrepiranocs 3
10B'A3aHi 3 UpHioMoM npenapary Hebaxani ARHIIA 2-ro CTYNeHy (npo koxHe 3
HHX NOBIAOMMIH 110 | cy6'exTy): 3an0p, rinepriikemis Ta Gesconns. V rpyni
M1auebo He CIoCTepiranocs xoMHMX THIMUX MenukamenTosuux [P 1-ro, 2-ro
abo 3-ro cTynenis cepen ocib, sxi OTpHMYBaNH nuaneo.

Ha momenT aHanisy 41-ro tusxHs e Oy10 3adixcoBaHo woRHOrO CMEpPTENEHOro
BUNIAAKY NiJ YaC HBOT0 HOCAIIKEHHS.

lumi cepitosri noGivuni senma mix yac JiKyBaH##, DA uac in'exmiitnoi pazn
Ta 11ia 1ac mepopaasnoi dazn

3aranom nosinomnaaocs npo 2 CILA 1A 4ac JiKyBaHHA, OQHE 3 SKMX BUHUKIO y
MauieHTa, sKuit npuiimas mane6o, i 6yno posuitene sk noB's3ane 2 npuioMom
npenaparty. O6uagi noaii BinGymucs mix yac in'exuiituoi tazu.

Y rpyni nikyBauns CAB nosinommsiiocs PO BHNA/IKK allEHAULIMTY, & B rpymi
JIKYBaHHA 1auefo - Npo Bumanky TpomMOo3y ruboxux sen (DVT); 06uasa
BUITAAKH MUHYITH Ge3cino. CITI DVT peaxascs NOB'SI3aHUM 3
JOCTDKYBaHUM TIpenapatom, Toaj six CILA aneHIAMUUTY BE2KABCA He
MOB'A33HUM 3 TOCAIIKYBAHUM Ipenaparom.




i1 yac nepopanshol hasu He noBinOMILTOCK npo xopri CITA.

lrmi suauni neGacani asnma nia 9ac aikysaunns
XapaxTepncernka Hebaxannx AIBHI TOA0BHOTO §0.110

3aranom, 26/105 (25%) nauicurin Y rpymi nikyeanus CARB Ta 4/21 (19%)
MAEHTIB y Ipyni nikyBaHRA nnate6o MOBIAOMUNH TIPO Mo6iuHi edekTu y
BHIYISi FOJIOBHOTO 600 Mif yac nikysaHus. Yci ITP rosroeroro 60mo Oymu
HECEPHO3HUMH, 5kOIeH 3 HUX He 6YB 3 abo 4 CTYNEHS TAKKOCTI, | 3KOIEH He
NPH3BIB /10 BiAMINK Kocimkenus. [1o6iqui ABULIA, MOB'A3aHi 3 rONOBHUM
Oonem, 6ynu noe'azaui 3 npuioMoM nipenapary y 12/105 (11%) mauienris y
rpyni CAB, i xonHe 3 HHX He Oyno nos'ssane 3 npuiiomMom npenapary y rpyii
rnaue6o. fpo 6inbiwicts BHMAAKIE romoBHOrO Gostio MOBIAOMIISIIOCH OJMH pa3
Ha OLIHOTO MAalli€HTa, i Lii NOOAHHOKI BUNAIKH Oyuu 3apeectposani y 19/105
(18%) nauienris y rpyni npuoMy CAB ta y 2/21 (10%) nauientia y Tpyni
npuHomy riane6o. Cepenns TPHBANICTh FOJIOBHOTO GO0 CTAHOBHNA 3,0
ronus B rpyni CAB i 2,0 roaunu B rpyni nnaueo. Binsmmics nayieHTiB
onyxany Bix [TP ronosroro 6omo 3 o1HaK0BOW WBHAKICTIO B 060X rpynax
plikyBanHs. Binbiicrs nauieHTie B 0fox rpynax nikyBaHHs IOBIOMIIANH npo
ferki noGivni edekTr y BUraai rosloBHOro 60110 (21/105 [20%)] nauienTis y
rpyni nikyeanus CAB ta 3/21 [14%] nauienris y rpyni nixysanus nnaue6o) i
[IPOROEXKYBANIY NPHAMATH NOCAi/KyBak] NpenapaTH.

{lobiuni aenma, nos'szawui 3 abaomiHanLuuM Gostem

JIBananuste i3 105 (11%) nauientin Y rpyni nikysanss CAB i skozeH mauient y
rpymi ikyBaHHS [hauebo He NoBixoMuWIH npo [P Gomo B xuBOTI Mig yac
TIKyBaHHS,

Peakmii rinepyyrauBocTi/mkipui Bucunanus MoGiumi SIBHIItA

Y cy6'exriB, s1Ki oTpUMyBanH NKyBaHHs, He NOBIHOMIANOCS [Ipo BHMNAAKH
PeaKuiif rinepuyTnuBocTi a6o WKipHIX BHCHIIANS,




‘Hoﬁitmi peakuil y micni BBegenns

KoxxHa iH'exuis cknaganacs 3 2 in'exmiit mo 2 M1, WO 3aranoM MicTIH 800 mr
FOCTLPKYBaHOTO NIpenapary.

[lin vac in'exuiitnoi dazu B rpyni nikysanns CAB 94 yyacHuku OTPHMANH
3aranom 272 iH'ekuii ronkamu pisHot mobxwuu; 197 iH'ekuiiii 6yno 3poGaeno
ronkoro 1,5 moiiMa, a 75 in'exuiii - ronkoro 2,0 mroiima. Y rpyni maueo 21
Cyb'ext oTpumMaB 3aranom 62 in'exuii ronxamu Oy nb-axol noesxHuY, 53 in'exuii
ronkoto 1,5 nroiima ta 9 in'exuiit romkoro 2,0 motiMa. B 060x rpynax JIKyBaHHA
byna opnaxoBa yactka natieHTis, Aki noBinoMISIH npo sunaaky ISR mpu
BUKOPHCTAHHI TONKK JOBXHHOIO 1,5 mofiMa ta 2,0 mroiima (56% 1a 67%
BIATIOBINHO Ay naaneGo Ta 94% Ta 88% BLAOBIAHO wist CAB).

Kpim Toro, mix uac in'exuidiioi dasu y 87/94 (93%) nauiewtis y rpyni nikysanus
CAB cranocs saranom 382 sunamxu ISR, ay 12/21 (57%) nauienTin y rpymi
TiKcyBaHHS TUIanebo - 23 BUnamku ISR, neszaneskno Bin gopxuuu ronxky. V rpyni
ikysaHus CAB Ginbiuicrs ISR 1P Oynu 1-ro (75/94 [80%] nauieHtis) abo 2-ro
(53794 [56%] namienTin) cTyneHs THRKOCTL. 3aranom y 18/94 (19%) nauientis
Byno sapeectposano 27 Bunaaxis ISR 3-ro ctyneds (16/69 [23%] nauienris 3
1,5-mroitMoBorO rONKOK Ta 2/25 [8%] nauienTis 3 2,0-mr0iiMOROIO ronKolo), i e
0yN0 3apeecTpoBaHo sx0THOrO BHnaaxy ISR 4-ro ctynens s rpyni JKyBaHHA
CAB. VY rpyni mnaue6o Ginswicts ISR [IP Oynu 1-ro cTynmeHs TakkocTi (11721
[52%] oci6); 6ys 1 Bunmamok 2-ro CTynens, i ne 6yno sxoxuoro ISR TP 3-ro a6o
4-ro cTynens TsoKKOCTI. 3aranom, CTymiHb TxKocTi ISR T1P 6yi1a nopi6How
HE3ANEXKHO BIN JOBAHHH I'OJKH B 060X rpynax niKyBaHHs.

binbiicts Bunankis ISR TIP 6ynu nor's3ani 3 6onen ¥y Micui iH'ekuii B oGox
rpynax nikysauss. ¥ rpyni miane6o b1, nos'azauii 3 ISR, 6yB Bianecenui
NEPEBAKHO N0 1-r0 cTyneHa THKKOCTI.

B o6ox rpynax nikypauus cBepbiK y Micli BBeneHHS GyB MEPEBAKHO 1-To
CTYMEHA TAHKOCTI, HEIANCIKHO Bifl NOBKHHY FONKK. V rpyni nikysanus CAB
crocTepiranacs MeHma Kiibkicts I1P cBepbexy B Micui BBeieHus in'ekuiT 2-ro
CTYNEHA NOpiBHAHO 3 inmumu IIP ISR, a B rpyni NikyBaHHs mwiaue6o He
cnocrepiraocs xoaHoi [1P ceepGexy B micii BBEJEHH iH'eKwLiT 2-ro cTynens.

Cepen iHimux cummnromis, Mpo AKI YaCTO NOBIAOMIAIIM NALIECHTH B rpynmi




ixyBauua CAB, 6ynu cusui B Micri BBENEHILA, IIHILKH, 3MiHa KONbopy,
EPHTEMa, YININBHEHHs, HabpsaK i Termii AOTHK, Ki TpHBaM Bix 2,5 10 9,7 nuis,
HE3ATEKHO Bif| TOBKUHH rOAKH.

[Nowmpeni mogii ISR usHavaroTses K BC nonii ISR, sxi BigGymues
uIoHakiMeHure y 5 abo Ginbiue cy6'exris. B 060x rpynax AIKyBaHHA XOIHE 3
oHpeHuX ABuml ISR He BBaxkanoca cepiioznum i me MPH3BO/THIIO 10 CHHAPOMY
BiOMiNH, a GUIbIICTs 3 HUX BRAXKATHCS NOB'A3aHUMM 3 NPUHOMOM HAPKOTHKIB. V|
GinslrocTi manienTis y rpyni nikysanus CAB cnioctepirasnocs 3 a6o Ginsume
nomHpenux Bunanxis ISR, toai sx y 6insmocti nauickris ¥ rpyni JlikyBauHs
nauedo crocrepiraecs | sunanok ISR, Hesanesko Bifl ZOBXKHHH ronxu. B ofox
rpynax Jlikysauus Bei nomupeni ISR [P SHUKJIH, i OpUIOM AOCTIMKY BaHHX
npenaparis 6yn0 upoaomxeno,

‘F’eakuiﬂ ¥y Micui BBegennn in'exnii Bunazkn GoJro

[BaHaAUSTh IALIEHTIB TOBIHOMIITH npo 17 sunagxie oo ISR Ha miane6o (15
3 1,5-1101iMOBOIO rofikoro T2 2 3 2,0-moiMoBoI0 FOJIKOIO), TOMI sik 86 nauieyTin
MoBizoMHIH 1ipo 250 Bunazkie Gomo ISR y rpyni sikyrauss CAB (194 3 1,5-
PIIOHMOBOIO TOJIKOIO Ta 56 3 2,0-a10HMOBOIO roikoio). Cimaecar aes'sthb 3 86
PIOCHTI Y BAHMX TIOBIZOMHIIE PO Gimb Hix | BUNanoK Gomo npu npuitomi
CAB, Toni sik niume 3 3 12 ROCJII[UKYBaHKX MOBIOOMUIH Npo 6inbu Hix 1
BUMazoK 6omio npu npuifoMi miaue6o. Bei Bunanxu 6oimo npH ISR pBakanmcs
MOB'A3aHAMM 3 JIIKAPCHKHM 3acoboM, BHpiuryBanues, i npuiiom JOCHTiKYBaHOTO
Npenapary nponosxicysases. binsumicts noziit & Tectax nHa CAB Oynu ouiHeni gk
prerki abo nomipui (Crynins 1 a6o Crymins 2). Onnax, 18 yuacHukis
nocnimpkenus CAB nosizomunu npo 3-i crynine Gomo 3a mkanoro ISR (16
[y42CHHKIB 3 1,5-m0liMoBo0 ronxoro Ta 2 YHacuuku 3 2,0-110HMOBOIO 1'OIKOKO).
Yei Bumaaxu ISR, nos'saani 3 6onem ¥ rpyni riaue6o, 6ynu nerkoro CTyneHs
TkKocTi. CIIin 3a3HaunTy, WO B rpyni mnaue6o Gys sapeecTpoanuit ouH
Bunazok ISR 6omo 2 ctynens & rpyni miaue6o; NaLieHT, aknii 6y
PaHIOMI30BAHHI /A OTPHMAHHA IL1aLe60, aje BHNA/IKOBO oTpuMae 103y CAB
1A TpeTbol iK'ekil 09 motoro 2015 poky i nopizomus apo I1P 6omo B Micui
iH'exuii 2 cTynens B Toil ke JeHb; 1IeH malieHT OYB BIUTIOYeHuUiT B rpyny
mw1ane6o B rpyni Ge3nexu.




eaxmnin y micni BBefenHs in'exknii y Burismi HA0pAKY Ta NpHNyXIocTi

Tinbku yuacHHKH rpynM nikysanHs CAB nosizomnamm Ipo BUNaaKy HabpaKis,
rnoe's3ani 3 ISR, IT'sTHamuATE nanieHTiB mosizoMuy npo 22 punanky Habpaky
ISR (18 nauienTis 3 1,5-Ar0iMOBOIO rONKOIO i 4 NaricHTH 3 2,0-m0iMoBOIO
ronkoro). [T'arepo 3 15 cy6'extiz mosigomunu npo 6inb vk 1 BHDagOK
Habpsxy ISR. Vci Bunanku nabpskis, nos'ssani 3 ISR, BBaxcamucs
MCIHKAMEHTO3HMMH, BUDILIYBANHCS, | MPHItOM JOCTiIKYBaHIX npenaparie
MpOAOBXKYBAaBCA. Bubinicts nofii, 1o BinGysasnucs y AOCH Ky BAHHX,
BBAMATHCA JIETKUMH (CTymilb [) (8 mocnimxysanux 2 ronkoto 1,5 mofiMa i 3
MOCHIIHKYBaHUX 3 ronkoto 2,0 JroiiMa), Tuue 4 AOCIIDKYBAHHX 110BIJOMHIK PO
Habpsk 2 ctyness ISR (sei 3 ronxoro 1,5 Aobma),

Tinbiu B rpyni nikysanus CAB criocrepirancs sunanky ISR, nos'azani 3
yaapamu. Jlpananuats cyG'ekris nosigzomuny npo 21 sunamok nourroexis ISR
(13 cy6'exrie 3 1,5-nr0liMOBOIO rONTKOI0 T2 § CyB'ekTin 3 2,0-moiiMoBoro
ronkoio). Bicim 3 12 cy6'ekris noBigomuns npo Ginbiw Hix 1 punanox ISR,
MoB's3aHMi 3 ynapamu. Bei Bonu 6y/u BH3HAHT MOB'S3aHMMH 3 HAPKOTHKaMH,
Oy KA | IPOAOBAHIIH IPHHOM JOCIIKYBaHUX npenaparis. binbiicts nomii
Gynu susnani nerkumu (Ctynine 1) (4 nauierTy 3 1,5-nr0iiMOBOIO ronkoro Ta 5
NALIEHTIB 3 2-MOHMOBOIO MOKOI0), 4 3 MALEHTH MOBITOMIITH PO NMOLITOBXH
CTynins 2 ISR (B¢i 3 1,5-A10/MOBOIO TOIKOIO).

[loGiuni sBHINA, 110 NPU3BOAATE A0 BHXOAY 3 J0C/HI:KEeHHS

Baranom, y 7 oci6 y rpyni likyarss CAB 1a & 1 ocobu B rpymi mwaue6o
CTaJTacA MoMis, Aka IPH3BeNa A0 BiAMitu a6o OCTATOYHOTO HIPHITHHEHHA
MpHioMy AOCIiDicyBaHoTo Hpenapaty. Yei nonii, wo npu3sseny o CHHIPOMY
BIAMIHHM B rpyni stikysanna CAB, cranueca mig uac nepopankroi $asu; nofis, 1o
MPH3BENA 10 CHHAPOMY BIAMIHH B IPYTI NiKyBaHHS I1awe6o, cranacs mia yac
iH'exuiiinoi dasm.

PesyabTaTy kuinivHux a6opaTopHEX AoCTimKeHE




CepenHi 3MiHH NOPIBHAHO 3 BUXiAHUM piBHeM n1ab0opaTOPHHX MOKA3HHUKIB XiMil,
reMaTONO i Ta CEHOBUITYCKaHHA GyIIH NOAIGHIMH POTATOM HOCTIMKEHHS B
rpynax rutane6o Ta jixysanns CAB. IlineuieHus KoHueRTpauii Tininie He 6yno
SHAYHUM.

[Tia vac niKyBaHHA 3aranbHa 4acToTa BIAXMICHS Y KITiHIKO-XiMIMHHX
TabopaTOpHUX MoKasHkKax Gyna MoAiGHOW MiX rpyIaMH, AKi otpumyBanu CAB
Ta mauebo, i GUIBINICTs BiIXUNeHD Bix HOpMu GyIH BinXUneHHAMH 1-ro
crynens. Li pesyasTatu 6ymu penpeseHTaTHBHHMU [T pesyAbTATIE, OTPHMAaHHX
nig yac in'eKuiiHoT dasu.

[1iz yac nepopanbHOT (:asu Npo BiTXMMEHH KIIHIKO-XiMIYHHX nabopaTopHHX
MOKA3HMKIB IOBidoMnsna GiMblua yacTka MaLlieHTie y rpyIi npuiiomy CAB
MOPIBHSHO 3 rPYNOI0 NpHiioMy M1ane6o, IpHUIOMY GilbIicTb BiaXMICHD Bifl
HOpMH OyNH BIIXHWIEHHAMH 1-TO cTyneHs.

Kniniuni mabopaTopHi nokasHUKH, IO CTAHORMATL 0COGTHBHI iHTepec,
BrUIIOYanH ananivaminotpaucdepasy ( ALT), myxuy gocdarasy,
acnapraramiHoTpatcdepasy (AST), 6inipy6in, nefikouuTy, HelTpodiny,
KpeaTHHKIHA3y, KpeaTHHiH, reMOrTo6iH i TpoMGoumTH. Y GinbocTi naujestie
0a30Bi 1aboPaTOPHI OKA3HHKH, 10 CTAHOBISTEL OCOBNUBHI iHTepec, Oyu
HIKYe 1-Io K1acy i He [IePEXOIMITH JO BHLIOMO KITACy B 3KOAHOMY 3 ETailiB
UliKyBaHHs. 3pyIUeHHs Bix <] cTyneHs Ha BHXIHOMY PiBHI 10 MaKCHMAJIbHOT
TOKCHYHOCTI 2 CTyneHs miciA BUXigHOro pisus Gy pinkicHumu y rpymi
naue6o. [loctba3osi spywenns o 1-ro cryneus crocrepiranucs 3 AST,
meHKowTamMu Ta HelTpodinamu y 5-10% ocib, ki otpuMyeany mauebo. V
POHOTO 3 CYG'eKTiB, AKi OTpUMYBaiTH MIaLe60, He 6YJI0 MOCTEA30E0I0 3CYRY IO
TOKCHIHOCTI 2, 3 abo 4 cTynens. Halnomypeniwmm 3pymennsm y rpyni CAB
OyB nepexin Bix <I cTyneHs Ha MOYATKOBOMY PiBHI 10 1 cTyneus nmicis
no4aTKoBOro piBHs. Taki 3mMinu Ha doHi nikysanns cnocrepiramucs aag ALT
(9% nauienris), AST (9% nauienTis), 6inipy6iny (5% NALEHTIR), NEHKOLHTIR
(2% nauienTis) Ta Helttpodinis (6% NaLieHTIB) IS BCIX OKA3HUKIB, 0
oCITiKyBanuces. 3pylueHns rig <1 cTymeHs 10 GiNbll BHCOKHX CTYIIEHIB
TOKCHYHOCTI GynH pifikicHuMH, ane BinGysanucs 1 ALT (3pyiuenHs mo 2
cTynens y 2% cy6'extie), AST (3pywenns fi0 2 crynens y 3% cy6'exTis i
BPYWEHHA 10 4 cTyneHs y 1% cy6'exrin) i 6inipy6iny (spywenns xo 2 crynens ¥
3% cyb'exriB).




PesynbTaTi enexrpoxapmiorpami

binbuticts cy6'ekris Manu nopMansi nokasrucH EXT NpPOTArOM JOCITIHKEHH.
[Vci sapeecTpoBani anomanii EKT He manu iiiniasoro 3HAYEHHSA, 3YCTpiYaiHcy 3
OAHAKOBOK JACTOTOKO B IPYNAX JIIKYBAHHS | He 3GIILUIYBAIHCA micns
moyaTkoBoro pisns. Iin Yac nocimxenns He Gyno BUABIEHO KIIHIYHO
PHAUylX aHoManbHuX EKT-noxasuuxie ta EK-acouitiosannx ITP. Yomen 3
Cy6'exTiB He MOCATHYB BH3HAY€HOTO IPOTOKOJIOM kputepito BigMinu QTc 3a
dopmynoro Basera (QTcB) >500 mcek.

binburicTs nauientis 8 06ox rpynax TIKYBAHHS MAJIM MAKCHMAJIbHY aminy QTcB
B/l BUXigHOro piBHs <30 mMcex, a 6INBIICTb NaLieHTIs B 060X rpynax nikyBaHHs
Mantd smidy QTc sin BuxinHoro piBna 3a hopaynoro @pinepivia (QTcF) <30
mcek. Y rpyni nikysauns CAB 2 nauienty (2%) Mamu MakcHManLHY 3Miky
QTcB Bix BuxinHOro pisHg >60 Mcek; | 3 M 2 namieHTis Map OJHOYACHY
MakcuManeHy 3Mity QTcF pin Buxiguoro pisis >60 Mcek. Hna oGox
obcTexcyBanux snavenns QTc sMeHmMCs Mg yac HACTYMHHX Bi3HTIB.

PesybTaTH BAMIPIOBARNS NOKA3HHKIE KUTTENIILHOCTI

[ loxasHuku cHeTONIYHOrO T2 miacTonivHOro apTepianbHOro THCKY OLLHIOBANMCS
3a WKANOI0 ToKCHYHOCTI Binniny cuHnpomy HaGyToro imynonediuury (CHII).
CepeaHi MoKa3HUMKM JKUTTERILILHOCTI BYNH B Meskax HOPMH IIPOTATOM YCHOTO
noCpieHHs 1 GyJn nonibHUMH B rpynax iutane6o Ta CAB.

[1in vac in'exuiiinoi dbazu gocaimxerns ¥ 43 105 yuacHuxie rpynu CAB
possunynuca [P 1 crynens, nos'ssani 3 aprepiaisHumM THckoM (aprepianbha
rineprensia [n=2], nineximenns aprepiansuoro TucKy [n=1] ta nigsHweHHs
JLiaCTONIIYHOrO apTepianbHoro THekKy [n=1]). Xonua 3 noxii xe Gyna BuzHaHa
NOCTIAHHKOM TOB'SI33HOO 3 JTIKYBaHHAM.

Cepenni 3MiHH JKUTTEBO BAXTHBHX MOKA3HHKIB TMIOPIBHAHO 3 BUXiHUM DiBHEM Yy
rpynax JliKyBaHH:A He MOKA3AIM KITHIYHO 3HAYYIIHMX 3MiH. AHaNOruNi cepenHi
3MIHM CrIOCTepiranucs Mix rpynamu mwiauebo ta CAB.




22. BUCHOBOK (3aK/IIOYEHH)

IBBHER&

ITepopansuuit CAB 30 Mr 1 pas Ha 100y Ta BHyTpimHEOBeHHUI CAB
800 mr Q12 moTwkHs mobpe nepeHocHNMCA MMif Yyac MepopanibHoi Ta
in'exniiinoi ¢as BLANOBIAHO, 3 HeBeMMKOW KinbKicTo TP, mio
NPU3BOLKIIA A0 CHHIPOMY BiIMiHH.

¥ HeBaraThox gociipKysaHux 6yny BHABAeH] TabopaTopHi BiAXMIEHH
2-ro abo suworo pisHa. ITineumeHHs nabopaTOPHHUX MOKAZHMKIB, 1O
cTaHOBJIATL ocobnusuii inTepec, Bkmouatoun ALT, AST, 6inipy6in,
KpeaTHHKiHa3y, HelTpodiny Ta nina3sy, 6ynu nepeBaxHO 1-ro CTyNEHS, i
JMIIE ¥ KifIbKOX [alieHTiB B 060X rpynax crnocTepirajJocs MiIBHIIEHH
3-ro abo 4-ro cTyneHs.

[Tix yac i'exuiiivol dasu TP Bix 2 no 4 cTyneHs YacTille BHHHKANHK B
rpyni Jiikysauns CAB nopieHaHO 3 ¢izionorivanm miauebo, wo 6yo
aymoBrero ISR, BKJIIOYAIOUH CTATHCTHYHO 3HAUYITY pi3HMLIO B Gomo B
Micui in'ekuii (p<0,01).

3aranom I1in yac nikyBaHHs nosigomnsnocs npo 2 ITP (aneHauuMT ta
DVT), onue 3 akux 6yno nos'szane 3 npuiioMoM npenapary ( DVT, y
cyb'exra, Akuit npuiiMas mnauebo). Obuasi nomii BiaGynues nig yac
iH'ekItiHEOl thasn.

dapmarokineTHKA

dapMaKkoKiHETHYHI napaMeTpu micna nikyeaHua CAB ue BIINOBiKanH
[POTrHO30BAHKHM, IO 3YMOBNEHO LIBU/ILIONIO BHAKICTIO BCMOKTYBAHHA 3
MicLd iH'ekUii ferno.

Cepeani konuetTpauii Ct cTaHOBAATE NPUOIM3HO TPETHHY Bijl
OuiKyBaHHX; OTKE, NPHOMH3HO Y ABOX TPETHH CY0'EKTIB KOHIEHTpALIT
Ha 12-My THxHI 6y/IH HIDKYMMH 32 LinboBe 3HadeHHs B 4 pasu PA-IC90.

Buxomauu 3 peayneratis PK, HeoOXinHO JOCHIINTH albTepHATHBHY
cTpateriio 1o3yBaHHa 600 Mr KOXHI 8 THXKHIB y NOJATBIIMX KIIHIYHHX
JOCHITeHHAX.

[PezynsTaTi Ana 3m0poB's

Pesynsrati SMSQc nposeMoHCTpyBalH, IO [iC/Is NORTOPHHX iH'€KIIH
na 18-my Twkni GinsiicTs nauienTie, aki orpumysamu CAB, signasaiu




nepesary in'ekuism IM CAB nopisHsHO 3 epopasibHiM npHHOMOM
IOAEHHMX TabNeTOBAHHX Mpenaparis.

* Pesynasratn SMSQ nokazanu, wo 3a10B0/eHICTS iH'ekuismu IM CAB
Oyna crabinbHow npotarom yeiei in'ekuiitnoi thazu: GinbluicTs
pecnonieHTiB Oy 3a/10BOJIEH] Ta rOTOBI MPOJIOBIKYBATH JIIKYBaHHS
CAB.

*  Yepes TwxaeHs nicas Apyroi iH'ekuii natieHTy Oynu 3aranom Ginbi
3a710BosieHi 3actocyBanHam IM CAB nopisHsHO 3 nepopasisium CAB
O/IWH pa3s Ha eHb 32 BCIMA |1 MyHKTaMu, BKIIOYEHHMH B ONUTYBATBHHUK
SMSQ.

3asBHHUK (BNACHHK PeeCcTPaLiiifHOrO NOCBIIYeHHS)

(i anuc)

Kapen I'peiinokep (Karen Grainger)
Biue-npesunent, Kepisuuk sinainy HOPMAaTHBHO-NIPABOBOTO PEry/IIOBAHHS
o - BiiB Xesckep (ViiV Healthcare)
{lTopsoox donosneno nosum dodamwxom 30 32iono 3 Haxazom MO3 Vipainu Ne 1528 6io 27.06.2019 }

Ilepexnan Bukonas:

MeueuKep 3 pery/isTOpHHUX MUTaHb Ta peecTpauii
TOB I'nakcoCwmitKnsiin ®apmaceiotikaic Vkpaina
Mapunsko Jlronmuna
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1. Name of medicinal product (registration certificate Ne, if available)

APRETUDE, film-coated tablets, 30 mg

2. Applicant

Vi1V Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Priory Street, Ware, SG12 0DJ

United Kingdom

Primary and secondary packaging, Quality control and Batch release
Glaxo Wellcome S.A.

1Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

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 [Ta 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 HI'V uninfected men and
women

¢ 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.

e 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)

e 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 intramuscular (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 every 8
weeks for 52 (or 76) weeks of follow up after final injection

o Evaluate differential PK of CAB in participants by age, sex at birth,
race, ethnicity, weight, body mass index (BMI), and smoking status




» Lvaluate the acceptability of CAB injections

» Evaluate the effect of CAB on sexual risk behavior by change from
Enrollment over time during the study period

* 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 LLA. 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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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 protacol, the following revisions to the overview of the study design and
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101, and 1605.

Cohort 2 Study Design and Randomization Scheme
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Note: For patticipants who remzined in the study and censented 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 design and
randcmization scheme applied: for Cahort 2, starting at Week 65, the updated wisit schedule was; Week 66, 77, 89,
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 >5 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/PX

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:

Secondary:

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.

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

» Proportion of participants willing to use an injectable agent such as
the study drug for HIV prevention in the future

¢ 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)

¢ Number of incident HIV infections through the study period,
including number with treatment emergent resistance

¢ 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,
Pﬂor 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 (AUCO0-1), Cmax, time
to Cmax (tmax), concentration at the end of the dosing interval (Cr),
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.)

Summiry demographic characteristics for the Safety Population are provided below.

Table: Summary of Demographic Characteristics {Safety Population)

Demographic Characterisfics Overall
CAB Placebo
(=151) {N=48)

Aga (years)

Mean (5D} 3281135 354 11085)

Median 300 340

Minimum, maximum 18, 62 20,51
Sex, n (30}

Mele 51(33.89) 16(33.3)

Female 100 (66.9) 32(65.0)
Race, n (%)

Latino 36 (23.8) 1225

Neoa-Hispanic Asian 320 2049

Non-Hispanic Black 64 (42.4) 18 £32.5)

Non-Hispanic White 42278 125480

Non-Hisparic Mxed/Cther 6{.0) 5 10.4)
Ethnicity, n {35) i

Hispanic 6{238 1229

Non-Hispanic 115762 I
Height {cm)

Mean (SD) 165.2 (10.80) 165.7 (1053

Median 165.0 165.0

Minimum, maximum 144, 188 145,198
Weight (ka}

Mean (SD) 785 (19.936) [ 7863 (17.204)

Median 74.75 7430

Minmum, maxmum 414 1473 498 1223
Body mass index (kafm?)

Mean (5D} 28.168 (67744} | 28.735 ¢6.3005)

Median 26870 26461

Minimum, maximum 16.47,50.37 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 I, 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
injection 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/m?2, 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
[njection 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
ECLAIR 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 LLOQ to <PA-IC90,
40% >PA-IC90) 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 1 injection during the Injection Phase.




Table: Primary Analysis of Grade 2 or Higher Adverse Events (Clinical and Laboratery Abnormalities) that Occurred fn at
Least 5% Parvicipants in Either Treatment Group During the Injection Phase (Primary/Injectable Safety Population)
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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
larger 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 1 withdrew during the Tail Phase. In the placebo
group, 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
Injection 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% participants 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 wecks was similar between the CAB and




placebo groups.
Health Outcomes:

¢ A majority of participants receiving CAB rated overall
acceptability of injection as high.

¢ SMSQs resulis 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:

e (CAB 800 mg Q12W did not achieve target trough concentrations
in male participants.

e CAB LA 600 mg Q8W achieved target trough concentrations in
both male and female participants.

e Apparent half-life was approximately 6.5 to 7 weeks in males and
8 to 9 weeks in females.

o 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)

o Gl

(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 }




3giT fipo kaiHivHe BUNpoGyBanus - 27
Bunpo6yeaunus ID-201103

1. Haspa nixapcekoro 3aco0y (32 HaABHOCTI - HOMep peecTpauiifHoro
mocBinueHHs)

ATIPETHIO/I, TabnerkH, BKPHTI INiBKOBOKO 0bonoHKoo, no 30 mMr

2. 3aiABHHK

BiiB Xenckep FOK Jlimiten

3. BupoGuuxk

BupotuuuTB0 Hepo3(acoBAHOTO MPOAYKTY, KONTPOJIL AKOCTi rOTOBOrC
NPOAYKTY

[nakco Onepeiiinne KOK Jlimiten, wo sefe AisnbHicTb Ax [nakco Beankom
Onepeifnc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
[Tpaitopi Crpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka Bpuranis

[TepsuiHte TA BTOPHHIE NAKYBAHHS, KOHTPOJIb HKOCTI TOTOBOTO NPOAYKTY,
BHIYCK cepii

Apenina ne Excrpemanypa 3, IMon. Iun. Annenpenyepo, 09400 ApaHaa e
Iyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Arandaf
de Duero, Burgos
Icnanig

4. [IpopeneHi NOCTiIKEHHA:

v Tak Hi, TKWO Hi, 06rpyHTYiiTe

1) Tun nikapcbkoro 3acofy, 3a AKHM NpoBoAMnaca abo nuaHyeTsen
peecTpauisa

JTikaperkuid 3acif 3a 10BHUM JOCHE (ABTOHOMHE JI0CKE), iHIIMI Nikapebikuit
3aci0, HOBA JilOMa PEYOBHHA.

5. [ToBHa Ha3Ba KJIiHiuHOro BUNPOBYBaHHA, KOROBAHHI HOMEP KAIHIYHOIO
BUNpoDyBaHHA

TTocnimxenns ¢gasu lla 3 ouinku Ge3nekd, nepeHOCHMOCTi Ta hapMakOKiHETHKH
nocnimkysanoro in'exuiiinoro inribitopy BiJl-interpasn GSK 1265744 y
Heindikosanux BIJT uonoBikiB Ta xkiHOK, mocnifxenns 201103.

6. Qaza kiiviudoro BUNpobysaHHs

(Daza 2a

7. lepion kniHiuHoro BUNpoOYyBaHHA

13 [09 moToro 2015] — [13 nunua 2018]

8. Kpainu, B sKMX NpOBOAKIOCA KiHiYHE BUNpobyBanHs

Bpasunis, kpaiuu Adpuky Ha nipges eif Caxapu, CILIA

9. KinbkicTb AocAimKyBaHuX

3ammaHoeaHo: 200
(akTHuHa KinbKicTb cy6'exris pocaimkenns: 200

10. Mera Ta BTOpKHHI Uini K1iHIYHOTO BUIPOOYBaHHA

IepBinui:

e OuinuTu 6e3nexy Ta nepenocumicts npenapary GSK 1265744
(xaBorerpasip, CAB) npononrosaHol iH'eKuiiiHOT cycrieHsii aa tu'exuin




iHTepranom y 12 Twxkie) a0 41-ro TiwkHs y Heinbixosanux BLJT
YOJIOBIKIR Ta JKiHOK

*  OuinnTH Gesnexy Ta nepeHocumMicTs npenapaty CAB LA (no3a 600 mr,

IO BBOIMTLCA Y 2 TOUKAX 3 IHTEPBaNoM 4 TH:KHI, 2 MOTiM ¥ 3 Toukax 3
iHTepBanoM 8 TIkHIB) 10 41-r0 TiKHS y Heinpikorauux BT qonogikis
Ta KIHOK

[BropnHui:

(IpumiTka: s yyacuukie, sxi 3ABEPINHIH JOCHIMKEHHS ab0 3AMHINHTHCA B
TOCTIJUKEHHI, alle He [TOroaHIHes Ha ZAOAATKOBI BI3UTH, onHcani B JIucTi npo
BHECEHHS 3Mir Ne 3 no sepcii 3.0 MPOTOKOITY, TPMBAIICTE COCTEPEKEHHS
CTAHOBMIIA 52 TH3XHI MIiCS OCTAHHBOT IH'€XLT, Hnst yyacHHKIB, AKi 3amnmmIcs
B JIOCITIIKEHH] Ta IIOTOAMIIMCA Ha NOJATKOB] BI3UTH, onmcadi & Jlueti npo
BHECEHHS 3MiH, TPHBARICTH 52 THXKHIB CTIOCTEPEKEHHS MG OCTAHHBOT iH'exuil
Oyna sminena Ha 76 THXHIB CIIOCTEPEXEHHA MICIIA OCTAHHEOT iH'eK L.

Ouinuty 6esneky ta nepesocumicrs CAB (wonenHi nepopankui Ta
iH'eKNiiiH] npenapath TpHBANIOI Aii) npoTsirom 52 (abo 76) Txwis
CIIOCTEPEKEHHS ITICNS OCTAHHBOT IH'eKUIT (KOMHa KOTOpTa aHalli3yeThCs
OKpeMo)

Ouinury Geanexy Ta nepeHoCHMICTS nepopanbhux CAB 3 0-ro no 5-i
THXACHE

Ouinury dapmakokineruxy ( PK ) CAB, wo 8Boauses B 3 4acoBHX TOYKAX
y Burmsiai 800 MF BHYTPIHEOM' 23080 KOMH] 12 THOKHB npotsarom 52 (abo
76) THXHIB COCTEpEXEHHS TICIA OCTAHHLOT iH'eKuiT

Ouinnru PK CAB, mo eBoguThCs ¥ 5 4acOBMX Toykax y BHrnsai 600 mr
BHYTPILIHBOBEHHO ¥ 2 YACOBHX TOYKAX KOXH] 4 THXHI, a NOTIM y 3 yacoBux|
TO4KaX KOXHI § TLKHIB npoTsarom 52 (a6o 76) Tevkmin CIIOCTEPEIKEHHS
MICIA OCTAHHBOT 1H €KLl

Ouinnry nudepennilioranuii PK CAB 5 YHMACHHKIB 3a BIKOM, CTaTTIO Npu
HAPO/DKEHHI, PacOI0, ETHIYHOK NPHHANEKHICTIO, BAaromw, iHEekCOM MacH
Tina ( BMI) Ta cratycom xypinns

OuiniTe npuiiasTHicts in'exuifi CAB
p




®  Ouiruta Brinue CAB Ha PH3HMKOBaHY CEKCYaNbHY MOBEIHKY 3a 3MiHaMH,

IO BIRGYTHCS 3 MOMEHTY 3apaxyBaHHA 10 MPOrpaMu NpOTATOM fepioxy
JoCi ke HHA

*  OuinuTH piBens 3axsoproBanocTi Ha BT ta PE3HCTEHTHICTE 110

aHTHPETPOBIPYCHHX MIpenapaTis B YHaCHHKIB, fxi indixysanuca BT min
Yac AOCHimeHHs

*  Ouinntu 6esnexy, neperocumicts ta PK CAB ¥ MArpymi xixok, sxi
3aCTOCOBYBAIH TOPMOHANBH] KOHTPALIENITHEH

1. Ju3zaiin kniriusoro BHIIpOOYBaHHA

Lle 6yno pannomizosane, Garatonentpoee, 2-pisHese, noasiitie ciine
nocnimKeHHs Gasu 2a 3 BUBYeHHS besnexw, nepenocumocri, PK ta
npuiinsarHocti CAB. Binnosinui yuacuuku Oynu pozmoainen;i Ha 2 KOTOPTH Ta
posnoyany ¢asy nepopanbHOro BReeHHs ( OLI), B axiit Boun Gynu
PaHAOMI3OBAHI NS MOAEHHOTO npuHoMy nepopanboro CAB (30 mr Tabnerok)
abo BIANOBIAHOrO MTaue6o npoTaroM 4 TikHie (nns ouinku Gesnexw Ta
fIEPEHOCHMOCTI nepen npuiiomom CAB LA), nicnis goro po3noJagcsa |-
TWKHEBHH NMepiofl BUBECHHS NIepes npuitomom CAB LA. ITicna ocraTounux
aboparopHux ouiHok Geznexu ¢asn OLI yuachnkm nepeifiny y dazy id'exuiit
Ta oTpuMany in'exuii CAB a6o nnane6o ¥ 3 Touxax 3 inTepsanom y 12 TrxHiB y
koropti 1 Tay 5 Touxax 3 inTepsanom Y 4 Ta 8 TWKHIB y koropri 2.

Yci yuacHMKn npoiiuuny Tectyeanns ua BIJI 3 JlO- Ta MICIATECTOBUM

KOHCYNBTYBAHHAM, & TAKO OTPHMATH KOHCYMLTALIT 1010 3MEHILEHHS PH3HKIB
Ta Mpe3epBaTHBH 1 NyOpHKaHTH.

3a yuacHHKamH rpyny akTuBHOrO fipenapary criocTepirany nporarom 52 (ato
76) TwxctiB (12 abo 18 MICSIL(IB) MIC/I9 OCTAHHLOT iH'ekwil. 3a Y4YacHHKAMH TPYIH
MAUI€ENTIB, AKI OTPUMYIOTH WlaLe6o cnoctepirany 10 52 (abo 76) TrxkHiB mics
OCTaHHBOI iH'eKUiT a60 10 3aBeptueHHs BI3HTY OCT2HHLOIO YYaCHUKA FPyNH
AKTHBHOTO JIOCIIIHKyBaHOTO Npenapary Koroptu 2 Ha 41-my Tinksi, 3anexHo
BiJl TOrO, W0 HACTAHE paHiLie.

Tu3aitn xocnigxennn Ta cxema paupomizanii koropru 1




WO W2 WAWI WS WEWIZ WIT WIS W23 W29 W30 WIS W4t w5 wes Wt woy
Ll bbb vty ! I |
T T T MeperiKa KiHLesa Touxa
Q N & [
Tpyna Woaenuua . .
AOCAimEeH MepapaNkHIA 744LA 600 mr koxHi 8 TikHiB nicna
Ha i 744 MICAYHOTO HABAHTAXEHHS
(n=66) 30mr Mopanewa dhasa (xeoctosa dhasa)
Tpyna
pochimren “i"z“::“'::e 744LA nnayefio xoxmi 8 TickHie nicns
wazs | R MICAYHOTO HaBAHTaNEHHS
) 4

744 = kaboterpasip (CAB), W = TuxgeHn

Mprmitka: [INA yacHAKB, Ak IANMLUIMCA B AOCTIKEHH i fiany 3rofy Ha £OAATXOBI BiaMTH, BIIoMeHi go MugTa
PO BHECeHHA aMiH Ne 3 o BepeiT 3.0 npotoxarty, Bynu BHeceH: HACTYMH amik B 0rnag An3aity RoCNiMKEHHR Ta
CXeMy paHAoMiaaLT: ANA XOrOpTH 2, NOMMHEKNK 3 65, FO THXHS, CHOBNEHMN rpacik siauTia Bys HacTynHum:
Tuxaexs 65, 77, 83, 1011109,

[lM3aiH aocnifXeHHs Ta cxema paHaoMizauii KoropTtu 2

o Wl WL WEWEWDWIoW IS VT WIEWZIW2S W28 W29 W WA WI T Wi Wil WS Wt was
P b vl } | I
T T T Tnepsunuaxiﬂueaamwna
& o o ol K
Tpyna WoaexHuMA
ﬁz‘;‘(’f\’:""‘ MERORRTT | [TAALA 800 Mr Komni 12 Tuxaiin
79) Iwr lopansa dhasa (xeocToBa ¢hasa)
Mpyna Moaenne
'::g“("r?;‘e“ nepopantre | [T44LA nnaneGo xoxki 12 Tuxnkia
P nnayefo

744 = xaboverpaaip (CAB), W = TuxgeHs

Mpuwitia: [AnA y4acHUKS, S8 3aNMWMNHCA B ZoCNimKeHH i panv 3rofy Ha ROAATKCS BiauTy, BKOYEH go Nucta
MR BHECEHHR 3miH Ne 3 4o sepcil 3.0 npotokony, Gynw BHeceni HaCTYMHI aMiku & oAy Oyaairy nocnimkenta
Ta CXEMY PaHAOMI3aNi: &ns KOropTH 1, NOUMHAHM 3 65-T0 THXHA, GHOBNEHMA rpadik ianTie 6yB HacTyHUM:
TwxneHs 65, 77,89, 1011105,

12. OcHoBHi KpuTepil BRIKOUEHHA

OCHOBHHMH KPHTEPiAMY BIITIOUEHHS O ZOCTIIKEHHS OYJTH YOJIOBIKH Ta JKIHKH




3 HU3BKHM 200 MIHIManEHMM pusHKoM iHdikysadans BIJI sikom sin 18 oo 65
pokis. IIpoTsrom ocrannix 12 micanis {Ha MOMEHT NPOXO/KEHHA CKPHHIHTY)
[Y4ACHHKH HEe MalTH KOJHOr0o He3aXHIIEeHOro aHaasHoro abo BariHajJbHOoro
cexcyanbHoro koHrakry 3 BIJI-indixosanoto ocoboro abo ocoboro 3 HepimoMuM
BIJI-cTaTycoM; 3xOAHOTO RXKHBAHHA CTUMY/ISTOPIB (KOKATHy [RKITHOYAOUH KPIK],
MeTamdeTaMiHy a0 CTHMYNATOPIB (hapManeBTHYHOTO KNacy, NMPH3HAYEHHUX He
nikapem) abo BAMXaHHA HITPaTiB; BXMBAHHA HE3AKOHHMX 1H'€KLifHHX
HapKOTHKIB DYJIb-1KOT0 BHIY; HAABHICTE AiarHo3y roHopel ( GC), xnamigiosy (
CT), nepenecenoro cyudinicy, 0akrepiaibHOro BariHozy ato TpUXOMOHIasy; He
OUIbING 5 pI3HMX CTATEBUX NAPTHEPIB, HE3BLKAUH HA BUKOPUCTAHHS 3ac00iB
axucry abo zHauns BlJI-cratycy.

13. JocmimxysanuH sikapcbkuid 3acid, cnocib 3acTocysaHHs, cuia Ail

CAB Ilepopansuuii, Tabnerku mo 30 mr, Homepu cepiii: 142383137

CAB LA, cycniensia ans in'ekuii, 200 mr/mn, Homepu cepiii: 142383144,
142384451, 152393977

14. TIpemapat nopiBHAHHA, 1034, COCi6 32CTOCYBAaHHS, CHIIA Iil

[Mnauebo ang nopisHAHHA 3 NepopankHoto Tabnetkoto CAB, HoMepH cepiit:
142383141

[Tnauebo CAB in'ekuiiina cycnensis, crepunenuii dizionoriunuii pozuus 0,9%
[H'exiiis xnopuxy Hatpito, USP 0,9% disionoriudMit po3uuH, He 3aCTOCOBYEThCA

15. CynyThs Tepanis

(Hoasoneﬂi npenaparu: [udopmauis npo 3aboponeHi Ta 3acTepexHi CYNMyTHI
npenapatH 6yna npencraeneta B [TocibHuky 3 SSP.

'Yci cymyTHi niku/npenapaty (penentypHi Ta Oe3pellenTypHi), BRIKOUYAI0UH
aNbTepHaTHBHI/IOAATKORBI NikA/NipenapaTy (HanpuKIa, TpaBH, BiTAMIHK TOLLO),
AKi npuiiManucs npotarom 30 gHiB Jo peecTpauii Ta B Oyxb-aKkHit uac micis
LILOTO MiJ Yac Y4acTi B JOCNIKEHH], pEECTPYBANHCA B KapTi yUacHHKa
noctimxenHs 1a y dopmax 3sity rpo suranox gocmimierns {CRF). Bxxusauns
AJIKOrOMNIO Ta pekpeallifHiux abo ByNMUUHHX HapKOTHKIB, Npo AKI NOBLIOMIIAB
Y4aCHMK I Hac JOCNiKeH s, QiKCyBanocd JIMINE B HOTO MeTHUHINA kapTi (1 He
BHOCHJIOCA IO SKyPHATY OONiKY CYNMYTHIX MEJUKAMEHTIB A BKIOUeHHS B 6a3y
lAHMX JOCIIIKEHH).




16. Kpurepii oninky eQeKTHBHOCTI

EdexTHBHIiCTL He OLHIOBANACS B LILOMY AOCHIIKESHHI.

Bropunni:

PiBui npenapary CAB y nnasmi kpoBi y BM3HaUeHi MOMEHTH Yacy Iicis
koxkHol iH'exntii CAB LA (nuine 3a Koroproio)

Pieui npenapaty CAB y nnasmi kpoBi Y BH3HAYCHI MOMEHTH Yacy Tics
koxHoT iH'exuii CAB LA, cTpatudikoraHi 3a BikOM, CTaTTIO IIPH
HAPOJIKEHHI, paCcoI0, eTHIUHOK NPHHANEXKHICTIO, Barolo, IHAEKCOM MacH
TiIa TA CTATYCOM KYpiHHS

17. Kputepif ouinku Ge3nexu

Iepsunmi:

Kinuesa Touka Gesneku: BigcoTox y4acHHKIB, ¥ SKHX BHHHKIIH OyIb-ki
kiidiuHi noSivni peakuir (I1P)} 2-ro ctynens abo euile Ta naboparopHi
BIOXMIIEHHS, 1110 MaJIH MICLIE 3 MOMEHTY Mepiioi iH'ekuii Ao 12 TmkHiB
TicAs OCTaHHBOT 1H'€KLIT, cepell YHACHHKIB, SKi OTpUMAH WOHaHMeHIIE
| in'exuiro (nHwe dasa iH'ekuii).

Kinuera Touka ToNlepaRTHOCTI: HacTka yUacHHKIB, ki OTPHMAIH
NpHHaitMHI | 1H'EKLiI0 Ta MPUNHUHUAK OTPHMYBATH iH'€KLIT OO
3aBepiIeHHA MOBHOro Kypey 3 3 in'ekuiii ana Koropru 1 Ta 5 in'ekuiii
ans Koropru 2 4yepes HenepeHoCHMICTh iH'ekLii (BKIIOYAIOUH, ane He
oOMeNCYIOHHEH, PeaKLii0 B MicLi BBEAEGHHS ), HACTOTY [H'€KLIiil,
ofTanoiuBicTs ROoCHifHKUBLKUX npouenyp abo Oyab-sxy T1P.

Bropunui:

YacTka y4acHHKIB, AKi NPHNMHKIK NpHHOM nepopansHoro abo
{H'eKUiHHOrO NOCIIKYBAHOIO Mpenapary 3 NPHYKH TOKCHUHOCTI,
nepeHocUMOocTi 200 npuitHaTHOCTI A0 3aBepiueHHs noeHol OLI Ta
iH'ekUiHHOT a3

YacTka y4acHHKIB, ¥ SKHX npoTaroM 52 (abo 76) THxKHIB micis
OCTaHHbOT 1H'€KILT BHHUKIIH KIiHiuHiI noDiuHi peakuil 2 cTynens abo
BHIIE T2 JabopaTopHi BigxunenHs npotaromM 52 (abo 76) THKHIB riicys
ocTaHHBOT iH'ekuii (Ge3nexka), a Takox Oyab-aki nobGiuxi peakil, wo
NpU3BeJH K0 NPHNHHEHHS npHiioMy npenapary (epeHOCHMICTD)
npotarom cymapHoi TpusanocTi ¢asu OLI 1a in'ekuifinoi daszu




* Yacrka yuacHUKIB, y AKHX BHHRKIH Kiiniuni [TP 2 cTynieHs abo BHIe Ta
naboparopHi BizxiienHs (Gesnexa), a Takox Syae-ski ITP, wo npuspenn

R0 NPHOKHEHHs NPUHOMY Npenaparty (nepeHockMicTs) y dasi OLI ta
nepiofi BUBEJEHHS

¢ BincoTox y4acHuxis, aki 6axaoTs BHKOPHCTOBYBATH IH'CKuIiHHIT 3aci6,
TaKHH AK IOCALDKYBaHHH Ipenapar, Ans npodilakTHKy BUl-indekuii B
Mali0yTHEOMY

¢ 3MiHa BiJl IOYATKY y4acTi B JOCIIPKEHH] CAMOZRITIB Mpo ceKcyanbHy
MoBeNIHKY (KLIbKICTh CeKcyanbHHX MapTHEPiB, eni3oqH HE3aXHITCHHX
AHALHHX Ta/a60 BariHAIBHUX CTATEBHX KOHTAKTIB) MPOTArOM nepioxy
NOCHIIDKEHHS 32 IOTIOMOT0I0 CTaHAaPTHI0BAHOTO IHCTPYMEHTY OLIHKH
(muwre B cyxynHocTi)

¢ KinskicTs Bunanxis indikysanna BUI nporarom nepiofly JOCTiKEHHS,
B TOMY YHCIli 3 BUHHKHEHHIM PE3HCTEHTHOCTI 10 NiKyBaHHS

® HacTka y4acHHIb, SKi 3aCTOCOBYIOTD IH'€KLiitHi FOpMOHANEH]
KOHTpalenTHBH, AKi JOCATTH KiHUEeBOT ToukH Ge3neku abo
NEPEHOCHMOCTI, K BU3HAYEHO BUIIE

18. CtaTuernuni meToau Bei yuacHuku, axi oTpumany npunaiiMui 1 iH'exuito, B3anu YYACTh ¥ TIEpBHHHKX

aHanizax. Beanexa Ta TonepantHicTs Gynu npoananizopani Ans KoMKHOT KOrOpPTH
T4 B CYKYIHOCTI.

38 HEOOXITHOCT] BUKOPHCTAHHA OMUCOBOT CTATHCTHKH ANA OL(IHKH rpymoBHX
XapaKTEPHCTHK 200 BiAMIHHOCTeli BUKOPHCTOBYBANHCS Taki METOOM: A
KaTeropianbHUX 3MIHHMX - KIBKICTB i BIICOTOK y KOXKHiit xareropii; ns
HENEePEPBHUX 3MIHHKX ~ CEPE/IHE 3HAUEHHS, Me/IiaHa, CTAHAAPTHE BiAXMICHHS
(SD), kapruni Ta ianason (MiHiManbHKil, MaKCHMAabHMU).
BHyTpilHEOrpynoBy ofinky 3MiH Big 6azosoro BHMipIOBaHHSA 00 HACTYMHOrO
BHMIPIOBAHHSA [IPOBO/IMIIH 33 ZONOMOTOIO TECTY Max-Hemapa (mns
KaTeropianbHUX 3MIHHHX BiANoBixi) a6o mapHoro t-KpHTEpilo YM KpHTEPiIO
BHakiB Binkoxcona (i1 Gesnepepsrux aminnux). 3a HeoBXigHOCT]
BUKOPHCTaHHA (OPMaNIBHOTO TECTYBAHHA IS OLUHKH BiAMIHHOCTE! MiN
yaCHUKaMH IPYIIH NAUIEHTIB, Ki OTPUMYIOTE I1ane6o Ta y4acHHKaMH rpynu
CAB BHKOPHCTOBYBAJIH TaKi METOIH: JUTA GIHOMIATBHHX 3MIHHKX BimmoBiai ~
KPUTepiil Xi-KBajpaT Ta NoricTHYHy perpecito (260 TOUHI METOIH TECTYBAHHA);
JUIS HENepepBHUX 3MIHHUX - t-TeCTH Ta JiHiliHy perpeciio a6o HETapaMeTPHYHI




METO/IH, AKIIO AaHi Gyl HEHOPMOBAHMMH.

[lepsunHut ananis Gesneky BKIIOMAB KNiniuni Ta naboparopHi moaii 2-ro
CTynens abo BHLUE, 10 BHHHKIH Bin nepmoi in'ekuii 7o 12 THokmis (xoropra 1)
@60 8 TwxkHIB (xoropra 2) nicns OCTAHHBOT INEKIIIT Cepen YYACHHKIB, AKI
OTpHManH woxaiiMenue 1 in'exuiro. Bropuusi ananizu 6ezneku Brmoyany Te
CaMe BU3HA4CHH, 10 3acTocoBYBaocs aume ao dazu OLI (3 0-ro o 5-i
THKEHE) Ta CyKynHoro nepiogy OLI+i exuii+cnocrepeskentis cepen
[y4aCHHKIB, AKi OTPHMAaNH wonaiimenme 1 mosy IP.

JInt ouiku neperocumocti CAB Gyna Hagana wactka (3 95% DNOBIpUHMHE
irTepsanamu [CI]} yMacHuKiB, ki NPUIMRUIM OTPUMAHHA IH'EKILIH A0
3aBEpUICHHS MOBHOrO Kypcy uepes [P, HenepeHocuMicTs iH'ekuiii, yacToTy
iH'eKLid aB0 TArap MpoLeayp, MOB'S3aHHX 3 IH'EKIIAMH, cepel, THX YYACHHKIB,
AKI OTPHMANU woHaiiMeHIe 1 iH'ekito, 3a KOropTo Ta CPYNCHO JTIKYBaHH.

laui npo koHueHTpauiro-vac CAB y mnasmi kposi ananizysanu
HCKOMIAPTMEHTHHMH MeTOAaMH. BusHavanu innusinyansui napameTpu
[1123MOBOT KOHLEHTPALi JUIA KOXHOT'O IHTEPBATY N03yBaHHS, BITIOUAIOYH
[TONTY 111 KPHBOKO 3aJIEAHOCT] KOHUEHTPALIT Bl Hacy B niasMi Bin iHTeprany
nosysanHa (AUCO-t), Cmax, yac 1o Cmax (tmax), KOHLEHTPALit0 B KiHL]
tHTepBary no3yeatus (Ct), yaBHMIl nepiol HaNiBBUBENEHHS 3 TepMiHAIBHOT
hazu (t1/2) npu 3acTocysanni CAB, a TakosK OKa3HUK KOHCTAHTH HIBHAKOCT
BCMOKTYBaHHA (Az), AKINO Lie AO3BOMANH JaHI Cepejl YYaCHHKIR rpymH
nocnimxeHHs CAB.




19. Nemorpadritizi MoKa3HMKH ROCIiKyBaHOT nomynauii (cTaTs, BiK, paca
TOINLO)

3BeneHi neMorpadiuni xapakTepHCTUKH HacesieHHd Geanexu HaBelleHi HIDKYe.

Ta6nnoa: Koporki gemorpadiuni xapaxrepnerakn (Gesneune

HACEJIeHHS)
|Nemorpachiunl xapakrepucTikm Jaranom
CAB Mnayedo

{n=151) {N=48)
Bik (pokiB)
CepenHe sHaqenHs (SD) 32,8(11,38) 35,4 (10,96)
Mepiana 30,0 4.0
MiHIMyM, MaKCUMYM 18,62 20,61
Crats, n (%)
Honosiky 51(33.8) 16{33,3)
PiHo4a 100{66.2) 32(66.7)
Paca, n (%)
INaTvHoaMepyKaHcLKa 36(23,8) 11(22,9)
HeicnasomosHi Asiatn 3(2,0) 2(4.2)
HeicnasomogHi YOpHOLIKIpi 64(42,4) 18 (37.5)
HeicnanomosHi Binowkipi 42(27 8} 12 {25,0)
Helcnanomosni amianifinug 6(4,0) 5(10,4)
ETHiuHA npuHANEXHICTL, 1 (%)
lenanu 36(23.8) 11(22,9)
HeicnanamoeH 115(76,2) 3777
3picr {cm)
Cepente HaveHHn (SD) 166,2(10,80) 165,7 (10,53)
Megiana 1650 165,0
IMiHiMyM, MaKCUMYM 144 188 145198
Bara (kr)
CepepHe aHaveHs (SD) 77,85(19,936) | 78,68(17,204)
Mepiana 7475 74,30
IMinimyn, Maxcumym 41,4,147.3 498, 1223
[HAEKS Macy Tina {krim2))
(Cepenne aHavents (SD) 28,168{6,7744) | 28,739 (8,3005)
Meniaxa 26,870 26,461
MiHiMym, Makcumym 16,47,50,37 20,46,46,03

20. PesyneTaTi eeKTHBHOCTI

CAB LA 800 mr Q12W (xoropra 1) He Aocarae HiIbOBHX KOHLUEHTpALi# y
HOMOBIKIB-Y4aCHMKIB, MepeBuIytoun 4-kpaTHe 3Ha4deHHA PA-IC90 y 28%, 65% |
Ta 68% nicna in'exuii 1, 2 Ta 3 pignosinHo. Konuentpauii CAB y xopuri
nepesuilysani 4x PA-IC90 y 31%, 37% i 30% y4acHUKiB 4uONOBiuOT CTAT] Mticns
IH'exuiit |, 2 13 simnosigso npenapary CAB LA 800 Mr Q12W y nocnimkenHi
201120 (ECLAIR). Axymynsuis cnoctepiranacs y 40noBikiB 1-T KOropTH B
UbOMY AOCHIIKEHHI, TOAI AK MIHIMAllbHA AKyMYNSLIA PH TOBTOPHOMY




BeenenHi CAB LA Q12W crocrepiranacs 8 ECLAIR, s BigMiHHicTs
Y3rOIUKY€TBCS 3 NOBLIBHIILAM BCMOKTYBAHHSM B KOropTti | nporo mociimxeHns,
Npo WO CBIAYATE HIvk4a Cmax i xopummii t1/2 HOPIBHAHO 3 JOCII IPKEHHAM
ECLAIR (47,5 natis npou 40 gaie),

CAB LA 800 mr Q12W 3araom 10caras winsosux KOHIIGHTpaLiii ¥ nanieHToK
1-1 xoropTH, nepesHuyrOUH 4-kpatHe 3nauenHs PA-IC90 y 76%, 95% Ta 100%.
Cmax Gyna Hixuorw, a t1/2 nopmum Yy xiHok (61,5 mns) nopiBHaHO 3
[MONOBIKAMH, LIIO Y3TOMIKYETHCA 3 MOBLIbHIIIAM BCMOKTYBaHHIM. OQIHaK,
BPaxOBYIOUH JlaHi COCTepesKenk 3a YoJ1oBIKamu, peskim Q12W He Gys
BU3HAHHH JOCTATHIM JUIA NpoinaKkTHKY i He 0yB pexoMenoRaHuUI 115
nocnimpxens 3 ¢asu PrEP.

CAB LA 600 mr Q8W pocsrae minsoemx KOHUEHTPALIH y 4OJOBIKiB Ta JiHOK y
Koropti 2. 3okpema, kouuenrpauii CAB Y nepeanosi nepesuirysanu 4x PA-
1C90 y 80-95% uonosikir Ta 79-100% sxiHok mics 5 in'ekuil. Yepes worrpu
TUOKHI MICHA I0YATKOBOT IH'eKIliT Ha 5-My TH3HI CepeHs reoMeTpuaHa [95% ]
KOHUEHTpaLis npeso3u CAB Ha 9-my Tuxui 6yna BUILOIO Y YonOBiKiB
MOpIBHAHO 2 JkinkamMu. Xoua KOHUEHTpauii MPeaI03H Y YoNORIKiB nicny in'ekiii 2
i 3 3HH3KIHCS TTOPIBHAHO 3 iM'eKicto I, cepenns reomerputna KOHUEHTpALliA
npenosd CAB micns iv'exuii § (41-if TIkaeHb) 6yna noaibHoI go KOHLEHTpALiT
nicns ig'exuif 1, wo signosinae gocarucHio cTauionapuoro cramy. Cepenss
FEOMETPHYHA KOHUEHTpalis npegosu CAB spoctana pix in'exuii | no iH'ekii 5
[1pH IIoBTOpHOMY BBeneHH! CAB LA Q8W vy sinok. Ouesnnna TPHBAIIICTD
repMinanshol dasu t1/2 cTanosuna 45,5 muis i 56,9 muie y yonosikis i xiHoK y

Koropri 2 BiAnosigHo, mo Y3rOIKYETHCR 3 OLiHKaMH t1/2, ski cnocTepiranucs B |
Kkoropri I.

|
Cim yuacnuxis (2 3 Koropru 1, 5 3 Koropru 2) 3 nosatkoroio sarorwo <50 kr |
AOCALIIH HINLOBHX KOHIEHTpauiit. Xoua I0LU 3 MEHIO BArOK0 3a3BHYaif |
AEMOHCTPYIOTH BULL KoHueHTpauil, BMI B uiii rpyni Takox OyB HIKYHM - Bi |
16,5 no 20,3 kr/m2, mo nos'93axo i MIBHAIIAM BECMOKTYBaHHAM.
[HausigyansHuii t1/2 crauosus sin 13,6 ans 0o 90,4 nHs B yMacHHKIB 3 Macoro |
rina <50 Kr, HaBHKALOUHCE IO HIKHBOT MEXi nianasony Bix 17,5 no 193 quis v
Koroprti 1 saramom Ta sin 13,6 no 241 nus y Koropri 2 saranom.

Y xoropri 1 konuenTpauii CAB He mimasanics KinbKicHil ouinmi y 6Lsmocri
[y9aCHHKIB YONOBIUOT CTaTi Ha 77-My THXKHI (63%), npubnusno vepes 1 pix nicns |

o




iH'exuii 3 (29-it Twxkuens), i Ha 105-My TiDkni (83%), mpubnusuo uepes 1,5 poxy
micais in'exnii 3. Jins nopieHausns, koHueRTpawii CAB He miznasanucs
KUIbKiCHIH oLinui y 69/83 (83%) Ha 8 1-My Tuxi, Yepes 52 TiokHI micna iW'exoii
3 (29-# Tikznens) npenapary CAB LA 800 mr Q12W ¥ 4YOJIOBIKIB-YYaCHHKIR
mocrimkenns ECLAIR, wo Y3TOIKY€ETBCS 3 GLILLI MIBHAKHM BCMOKTYBAHHAM Y
ubomy nocitimxenti. Konuentpaiii CAB Gynn onHakoRo posnogineni Misi
nianasonamu LLOQ no <PA-IC90 (41%) i >PA-IC90 (41%) i He nigmaBanucs
KibKiCHOMY BH3HAYeHHIO Y MeHmocTi (18%) yuacHHupb Ha 77-My TIKHI; Ha
105-My Taxui CAB He nigpaBanucs KiTbKiCHOMY BH3HA4EHHIO y 63% yuyacHUIE
KOropTH 1.

[Y xoropri 2 cnoctepiraBcs npubmusHo piBHHIE po3noai Mix YHaCHHKAMH 3
KiNbKiCHHMH 1okasHukamu (47%: 29% LLOQ no <PA-IC90, 18% >PA-IC90) ta
HekiIbKicHHX (53%) koHueHTpaniit CAB B yuacHHKiB Yonoaiuof craTi Ha 77-my
TKHI, NpHGIM3HO uepes 1 pik micns in'ekuii 5 Ha 33-My TiokHi. Kounenrtpanii
CAB e nijuaBanucs KifbKicHOMy BH3Ha4eHHIO y binsirocTi (89%) wonopikir
Ha 109-My Twkui, npuGnusHo uepes 1,5 poxy nicng in'exwii 5. Kouuearpauit
CAB Gysu xinbkicHo Bu3Havei y Ginstuocti (74%: 34% Mix LLOQ no <PA-
[C90, 40% >PA-1C90) Ta He nmignaroTbes KinbKicHiH owinLi (26%) yuacuunub Ha
77-My TikHi. Y Ginbmoci (58%) xinok Ha 109-my Tuxkni koHueHTpauii CAB
He [MNABaNHCA KiNbKiCHOMY BH3HAYEHHIO.

21. PeaynvtaTe 6e3neku

|{HepBuHHMIi aHaniz:

beanmeka

1) Besneka: Ananis nepBHHHUX KiHUEBHX TOUOK Ge3nexu BRIIOYAB KIIHIuH]
IP 2-ro crynens abo Buwe (Kknidiyni Ta mabopatopi BiaXHAEHHs) 3
MOMEHTY Mepoi iH'exuil Ko 41-ro THXHA cepeN Y4acHHUKIB, ki
BUKOHAJIM NpuHaiiMAi | in'exuiio mix vac in'exuitiuoi dazu.




Tabminn: [lepannunii ananiz webakausux apunt 2-ro
BIZXHIENNR), 1O BHEHKIN woenaiiMenme y 5% y
in'exuiif (nepuinna nonyastin/monyasuin Gesnexn in'cxniit)

crynens a6o suite (niniuni Ta aaGopaTopni
MACHIIKID Y Kowaifi 3 rpyn aikysanng nia uac Gasn

3zanou Koropra 1 Koropra 2
CAB Mnayeso caB Mnayeso CAB Mnayeto
{n=134) =43} =74) (N= {N=60) (N=18}
n{%) (Em > (:m nﬂzﬁ? n (%) n(g) oo
Baxannd Tepuin [95% [95% € p5%CT | [asxcy pssc] | [pskeq
Syae-wxa NP 2 knacy 121(90,3) 38(88.4) 64 (855) 23(92.0) 57(95.0) 15{83,3)
2fi0 ene [B41,947 | 755,949 | 07729 | [79.6,9251 | 5.0, 47.8] 07250 [66.3.98.3) | [60.8 949 01319
[Hupraesh knipens 64(47.8) 21(44.8) 9(39.2) 14{56,0j 35(58.2) 7(38.9)
epearuiny sioReHwR .5, 56 [46.632) | 00909 | 89,508 | (71,733 | 01652 | [457, 69.9] | [203.614] | 01825
Peanin y icqi 51(38,1) 123 P 1040) 26{433) 0
e [30.3, 45, 04, 1214] <0.0001 | 240.451) | [0.7,19,51 00031 31,86, 559] [0.17.6] 0.06003
MCROMChOPT B ONOpHO- 35(26,1) 6(14,0) 14{18.9) 4{16,0) 20350 2(11,9)
ari [19.4. 34,1] [66. 273 01447 [11,6, 29,3 [64.34.7] >09939 | [24.2.476] B.1,324 00760
| bersia aepmix 28(20,9) 9(20.9) 11(149) 3(12.0) 17(283) §(33.3)
MXATbHIG LwWhAxiE J14.9, 28, [114,352) | >0.0999 | [9.5.247] 4.2, 30,0 >0,9939 | [18.5,408) | $6.3.56.3 0.7703
TonoBxuA Gine 20{145) 4(9,3) 9{122) 3(120) 1183 1(5.6)
[9.9,21,9] [3.7, 21,6 04480 | [65 219 [4.2 30.0) >0.9999 | [10.6,29.9] 1.0 25 02764
Tinomikesi 15015 30 9(122) 28.0) 6(10.0) 1(5.6)
6.9, 17.6] [24, 18.6) 05679 [6.,5, 21,5 22,250 | 67250 [4.7, 20,1] 110,258 >(.9939
fhasobapunrit 15(11.2) H70) £54) 1740 11(18.3) FTER)
[6.9 17.6 [24,186) 0.5679 [21.134] [0.7,19.5) >09999 | [106 29.9) | 3.1, 328) 07210
Kpearuuin ¥ pazi 139,7) 37.0) 7(9.5) 28] 6(10,0) 1(5-6)
nlaeueHRA [5.8.15.9] [24 186 0.7643 [47. 187 22,250 >0.9999 | 4.7 201] 11,9, 25, >0.9999
pun 14{10.4) 247 454 280) 1016.7) 0
[63.168] | [1,3.159 03636 [21,13.4] 2.2, 250] 06406 [3.3.280) | 0,17.6] 0,1052
Niganzesa dnsxoct 10(7.5) 4[9.3) £(54) 3{12.0) 6(100) 1(5%5)
jninas 4.1.132) 7214 07469 [21.13.1] [4.2, 30.00 0.3643 [4.7. 20.1] [1.0.258 | »0%999
racTpoeHTepHT 10@7.5 247 5(6.8) 28,0} 5(8,3) 0
[4.1,13.9 [1.3. 15, 0.7330 [2.5. 149 [22.25.0) >09999 | [36.18,1) [0.17.6) 05842
10{7.5) 1223 02997 5 {6.8] 1140 >0,99%9 5(8.3) 0 05842

WKDH'nhmm.i'r




Jaranou Korapral Koropra 2
CAB Nnageto cAB Tnagebo CAB Mnayefio
{23134 (N=43 pETg m=29 (=6 (=15
i n e Peanenia n %) A% Pessavemn %) ) p-Havesng
[2rananui Tepuy [s5% o [%cq [35% a1 [s5% 185% &) 12|
[4.1,122 04, 121 29,149 01155 [36. 18,1 [0.97.6)
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2) TonepautuicTs: Jina ouinku nepenocuMocti CAB nin uac in'exuitinot
asu ouimoram wactky (3 95% CI) yuacHHKiB, ki NPHIIMHWIA TPHHOM
iH'ex1ii SO 3aBepLICHHS I0BHOrO KypCy 3 IPHUHH TOKCHYHOCTI,
NEPEHOCHMOCT 60 NPHItHATHOCTI, 3&IEXKHO Bil OCHOBHOI PHYHHH
NPUNMHEHHA NPHHOMY AOCHUTKYBAHOrO Jikapehkoro 3acoby. Jlo
3aBCPILEHHA NOBHOT iH'ekuiitHoi dasu 11/134 (8,2%) yuacuukis rpynu
nikysanta CAB npHnuuung npuitoM Joc/inKyBaHOTO npenapary 3
NPHTHH TOKCHYHOCTI, NIEPEHOCHMOCT] a0 IPHIHATHOCTI HOPIBHSHO 3
2/43 (4,7%) yuacuuxamu rpynu miaueo; 1 pisHHIS He Gya
CTATHCTHYHO 3Hagywwow (p=0,737)

[obiuni peakuir:

BinbluicTs yqacHMKIB B 060X rpymax jiikyBaHHs Manu wonaiiverme 1 [IP Ha
(houi nikysanna (147/150 [97%] y rpyni CAB; 48/48 |1 00%] y rpyni nnaue6o).
3aranom, HaluacTiule nosigoMnanocs npo Taki HebaxkaHi ABKILA Ha Qoni
iiKyBaHHs B 060X rpynax, sk 3HMXKEHH HUPKOBOTO KIipeHey KpeaTuHiny (49%
y rpyni CAB; 46% y rpyni nnaue6o), niABULIEHHS PiBHS MTIOKO3H B kpoBi (38%
ly rpyni CAB; 48% y rpyni nnaue6o) Ta ronosuwii 6inb (38% y rpyni CAB; 29%
y rpymi nnaue6o). Binsiua yactka yuachukis y rpyni nikysanus CAB BifMyBanu
SIBHLIA, MOB'A3aH] 3 MICLIEM BBEAEHHS, BRIOYAI0UH BiNlb y micui BeegeHHs (80%
rpyna CAB; 25% rpyma nnaue6o), yminsuenns (16% rpyna CAB; 2% rpyna
nnaue6o), cunui (13% rpyna CAB; 4% rpyna nnane6o), nabpsk (7% rpyna
CAB; 0% rpyna nnaue6o), epuremy (7% rpyna CAB; 0% rpyna niaueto) Ta
nipekciio (6% rpyna CAB; 0 rpyna ruiaue6o).

He nos'szani 3 npenapatamu ISR I1P ka dowi nikysanus Busuky y 118/151
(78%) yuacuuxa B rpyni nixysanus CAB nopisusano 3 38/48 (79%) yuacHuxamMu
B rpyni raue6o. Haliuactiwe noBinoMmsnocs npo He Nos'isaHi 3 npemapatom
ISR HeGaxcani aBHILa, TaKi Ak ronosruii 6ine (34/151 [23%] Y4acHHKIB) Ta
BHIDKEHHA HUPKOBOTO KJlipeHcy kpeaTuHiHy (33/151 [22%] yuacunkis) y rpymi
miyeanns CAB Ta 3HIDKEHHA HHPKOBOTO Kilipency KpeaTHHiry (12/48 [25%]
[yHaCHHKIB) | 3HIDKeHHA piBks GikapGonaty B kposi (9/48 [19%] yuacHukis) y
rpyni wrane6o,

Baranom, y 18 yuacuukis rpynu nikysauus CAB Ta 2 yuacHukis rpynu miauebo




BHHHUKIO 1 a00 Ginbwe ITP, s1xi npu3seny go BiaMinu a6o ocraTouHoro
NPHIHHEHHA NPHHOMY AOCHIKYBAHOro penapary. Y rpyni aikyeanua CAB 6
0ci0 BiAMOBHIHCA BiR MikyBanHa yepes [1P nin wac dasu OLI, 11 - nig uac ¢azu
i'exniif i 1 - nin vac dasu «xsocran. V rpyni miauebo 2 nauieHTH BiAMOBIHINCSE
Bin siikyBaHis uepes [P nin wac in'exuiiinol asn.

[TpoTsirom nepioay nikysanns y 13 yuacHukis BuHUKNO 14 HeBaskamux ABHIY
(yci 6ynu CITA), npo aki 6yno nosinomnexo y Bimin 6e3nexn RSC CHITy (11
[Y4ACHHKIB y rpyni nikyeanus CAB; 2 yuacHuxu y rpyni nnaue6o). Hocniguuk
BB2>KaB, 0 nBa CTLA (3anamopouenHs Ta sTpata yyTaueoCTi Y BEPXHiX
KIHUIBKAX) MOB'A3aHi 3 MpUitoMOM IOC/iDiyBaHoro JNKapchKOro 3acoby.

ISR 2 crynens abo suwe wacTime sycTpivamces s rpymi sikysanus CAB (38%
MOPIBHAHO 3 2% ywacHHKiB y rpyni miaue6o) mig uac dasy in'ekuiit i 6yau
CIHHUM CTATHCTHYHO JIOCTOBIPHO Gintbin notwupenum [TP nopirHsHo 3 rpymnoto
nnauedo (p<0,0001). Binswicre ISR 6ynu 1-ro abo 2-ro CTYNEHs; 2 yUacHHKH
Binuysanu 6ine Bin ISR 3-ro ctynens. He Byno xomnoro ISR 4-ro xnacy.
In'exuil pioko npussoanm fo abeTrEEH (1 yuacHHk Koroprs 1 BigmoBsuzcs,
nocasuuck Ha Ginb y Micni sBeaeHHs). 3 uacoM xinbKicTs Bunakis ISR
BMEHUIRNACcS.

Pe3ynbTaTH 1afopaTopHUX | KIiHIYHUX JOCHTiIKeHb:

3aranouM, 6inbuiicTs aHoManbHUX KJIiHiKO-1a60PaTOPHUX MOKA3HHUKIB Y Ipymi
nikysants CAB 6ynu 1-ro abo 2-ro cryneris, a yactoTa nabopaTopHUX
MOKa3HUKIB 3-r0 aGo 4-ro cryneHis Gyna HH3bKOI0O. Vi BIIXiTeHHS B
OIOXIMIYHIX NOKA3HUKax TeYiHKkH 6y.1H | afo 2 CTYIIEHS, 33 BUHATKOM 2
nineuwens ALT 3 crynens (1 yuacHuk y rpyni CAB i 1 YUYaCHHK y rpymi
ninaue6o) i | mimpumenns AST 3 crymens B rpyni naue6o. Kniniuuo 3navyuux
CymyTHIX migsuienb ALT ta 6inipy6iny (BHnapxie, Mo BiANOBINAIOTH 3aKOHY
['1) npoTsrom nepiomy mocmimkents He 6yno Binsuaueno.

Pe3yibLTaTi a0 350poB's

Binsuricts yuacHuxis rpyn CAB Ta nnaue6o onimwm 3arajibHy NpUAHATHICTL
IH'eKIiH 32 JOTIOMOTOI MyHKTY «[1puituaTHicTs y nogansmonmy» ua 5 a6o 6

Oanis (5 = ckopiwe 3rogex, 6 = foegicTio 3rofieH) B 060X KOropTax uporo




nOCI mKeHH.

3an0BOEHICTS OLITHIOBATIH CAMOCTIHHO 32 JONOMOrOI0 ONHTYBANIbLHHKA
3anosoneHocTi nikyeaHuaM (SMSQ). V rpyni mikysanus CAB 3a0oBoneHicTsh
nociimKyBaHuM penapaToM 6ya OTHAKOBOIO NPOTATroM yciel dasm in'exuyiii 3
AHANIOriYHUMHU 3arafbHAMH NMOKa3sHUKaMu. Ha BeixX yacoBHX TOUKAX OLHIOBAHHA
BinelricTs yyacHHKis OyIM 3aB0BONEH] acnieKTaMu npuitoMy SK mnauedo, Tax i
CAB npenaparis Ta iX 3aCTOCYBaHHAM.

22. BUCHOBOK (3aKUIFOYEHHSA)

'beznera:

ITig gac dazu seegerda in'ekuild, [IP sig 2 g0 4 cTyneys BUHUKAH 3
OOHAKOBOK) YaCTOTOI y rpynax nikyeanHs CAB Ta nnauebo; peakii y
Micii BeefeHHa Oynu eaunumu [P, aki yacTime BMHMKanu y rpyni
Jikyeanuaa CAB (p<0,0001).

In'exuii CAB nobpe nepenocunucs, a nobiuHi peakuii Oynu, K
TpaBUNO, NerkUMH, Bine y Micui in'ekuii Oys Haityactimum ISR (90%
y4acHuKiB y rpyni nikysanus CAB); oanak, ISR npusBoaunu go
He3HauYHOT KIILKOCTI BiAMOB Bij NikyBanHs (<1%).

3aranom, CAB LA nobpe NepEHOCHBCS NPOTAroM niepiony NikyBaHHs 3
HEBENUKOIO KiJILKICTIO BUNAAKIB BiAMIHK NipenapaTy. [lopnii, He
nos's3adi 3 npenaparamu ISR, BURMKANH 3 OAHAKOBOIO HACTOTOIO B oﬁox
rpynax jnikyeasss (rpyna sikysadis CAB - 78%; rpymna nauebo -
79%).

V HebaraToox yyacHHKiB rpynu nikyeaHHa CAB possHHyHCH
nabopaTopHi BigxuneHHA 2-ro ctynens abo suue. ITixeHieHHA
naboparopHux nokasHHkie ALT, AST, 6inipybiHy, kpeaTHHKiHa3H,
ninasu Ta Heditpodinie Oynu nepesaxHo 1-ro abo 2-ro crynexs, i nuwe
Y KiNIbKOX YYacHHKIB B 000X rpynax crnocrepiraiocs MiABUIIEHHA 3-T0
abo 4-ro crynens. He 6yno nabopatopHux BigxuneHs NneyiHKOBHX
NOKA3HUKIB 4-ro cTyNeHs Ta BUNAAKIB, WO BiAMOBiAanH 6 kpurepiam
zakoHy ['i.

3mina Baru 3a 41 TiKmess Oyna nogibHolo Mix rpynaMi CAB Ta
mnauebo.

PesyanTaTa o451 300poB'a:




* biabwicts yuachukis, ski otpumysanu CAB, ominmiu 3aranbHy

NPHHHATHICTD IH'€KILH K BHCOKY.

Pesynpraty SMSQ nokasanu, mo 3a10BoieHicTs iH'exuismu IM CAB
Oyna cTabiibHOIO NPoTAroM yeiet iH'ekiiiiHOT (azm, i 6inbwicTs
y4acHuKiB Oynu 3a0Boneni nikyearusm CAB.

DapmakokineTnka:

CAB 800 mMr Q12W He nocsras uinbosmx KOHUEHTpALiH B y4aCHHUKIB
4OJIOBIYOT CTaTI.

CAB LA 600 mr Q8W nocsiras uinbosux KOHUEHTPALIIH K V YOJIOBIKIB,
TaK 1 ¥ )KiHOK.

YaBHuUI Nepio HANiBBUBEICHHS CTAHOBHB npubIn3HO 6,5-7 TiKHIB Y
HOJOBIKIB i 8-9 TIDKHIB y HKiHOK.

CAB 6ys kisnbkicHo BusHauennii y 11-17% 4onosikis Ta 37-42% xiHok
depes 1,5 poky rnicas ocTaHHbOT iH'ekLil

3asBHUK (BNACHHK peecTpaLiiiHoro NOCBIAYEHHA)

{1%;5)?00}( donoereno nosum dodamiom 3 0 32iono 3 Haxasom MO3 Yrpainu

Ilepexnan Bakonas:

Menemxkep 3 peryasTopuux nurasb Ta peectpatii
TOB I'makcoCwmitKnsiin ®apmacsiotikanc Vipaina
Mapunsiko Jlronmuna

(mianuc)

Kapen I'peiitokep (Karen Grainger)

Biue-npesunent, Kepisuuk signiny HOPMaTHBHO-NPABOBOTO PEryJIlOBaHHS
[BiiB Xenckep (ViiV Healthcare)
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Clinical Trial Report - 28
Study ID-201738

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Priory Street, Ware, SG12 0DJ

[United Kingdom

Primary and secondary packaging, Quality control and Batch release
Glaxo Wellcome S.A.

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v'yes no if no, please justify

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

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

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

A Phase IIb/III Double Blind Safety and Efficacy Study of Injectable Cabotegravir Compared to
Daily Oral Tenofovir Disoproxil Fumarate/Emtricitabine (TDF/FTC), For Pre-Exposure
Prophylaxis in BIV-Uninfected Cisgender Men and Transgender Women who have Sex with Men,
Study 201738

6. Phase of clinical trial

Phase 2b/3

7. Period of clinical trial

from [19December2016] — [14May2020]

8. Countries, where clinical trial has been conducted

USA, Peru, Brazil, Argentina, Thailand, Vietnam, and South Africa

.|9. Number of trial subjects

planned: 5000

actual: 4570

10. Main purpose and secondary objectives of CT

Primary

¢ To compare HIV incidence among participants randomized to oral cabotegravir

(CAB)/CAB long-acting (LA) (oral lead in and injections) vs. oral tenofovir disoproxil




fumarate/emtricitabine (TDF/FTC) (Steps 1 and 2).
To compare the safety of oral CAB/CAB LA vs. oral TDF/FTC (Steps 1 and 2).

Secondary:

To compare HIV incidence among participants who received CAB LA injections vs. oral
TDF/FTC in Step 2 (each step independently and all steps in aggregate).

To compare HIV incidence among participants who received CAB LA injections vs. oral
TDF/FTC (Steps 1, 2, and 3 combined).

To compare HIV incidence among participants who received CAB LA injections vs. oral
TDFE/FTC (Step 3 only, descriptive).

To estimate the change in hazard of HIV acquisition between CAB and oral TDF/FTC
strategies (Arm A and Arm B) as participants progressed from Step 2 to Step 3.

To compare HIV incidence among the subgroups of participants who recetved oral
CAB/CAB LA vs. oral TDF/FTC by region, age, race, ethnicity, Baseline risk, and gender
identity.

To compare changes in renal function, liver function, and bone mineral density (BMD)
among participants who received oral CAB/CAB LA vs. oral TDEF/FTC.

To evaluate and compare rates of HIV drug resistance among participants who acquired

" HIV infection during the study among participants receiving oral CAB/CAB LA vs. oral

TDF/FTC.
To compare the acceptability of and preferences for CAB LA vs. oral TDF/FTC.

To compare changes in weight, blood pressure, pulse, fasting glucose, and fasting lipids
among participants who received oral CAB/CAB LA vs. oral TDF/FTC.

11. Clinical trial design

This study was a Phase 2b/3, multi-site, double-blind, 2-arm, randomized (1:1), controlled

noninferiority study in HIV-uninfected cisgender men and transgender women who have sex with
men (MSM and TGW).

Due to unexpected staggered timelines of study activation at the participating sites, the overall




study was projected to require 7.5 years, in the absence of early stopping.

For each participant, informed consent was obtained before any study procedures were initiated,
including any Screening assessments. Screening procedures may have occurred over 1 or more
visits. Enrollment must have occurred within 45 days of specimen collection (except for HIV viral
load, which must have been collected and results obtained within 14 days of enrollment) for the
clinical and laboratory evaluation and procedures.

Eligible participants were randomized 1:1 to 1 of 2 arms and moved through the following steps
(active drugs are show in bold text):

Step 1:
Arm A — Daily oral CAB (30 mg tablets) and oral TDF/FTC placebo for up to 5 weeks*
*Note: To allow for any delays in return of Week 4 testing results.

Arm B — Daily oral TDF/FTC (300 mg/200 mg fixed-dose combination tablets) and oral CAB
placebo for up to 5 weeks

Participant who became HIV-infected during Step 1 of the study permanently discontinued study
product and were terminated from the study and referred for HIV related care.

Step 2:

Arm A — CAB LA (600 mg as a single intramuscular [IM] injection at 2 time points 4 weeks apart
and every 8 weeks thereafter) and daily oral TDF/FTC placebo to Week 153.

Arm B — Daily oral TDF/FTC (300/200 mg fixed-dose combination tablets) and (IM) placebo at
two time points 4 weeks apart and every 8§ weeks thereafter (identical volume as active injectable
product in Arm A) to Week 153

Participants who became HIV-infected during Step 2 of the study permanently discontinued study
product, were referred for immediate suppressive antiretroviral (ART), and were followed at
quarterly intervals for 52 weeks after their last injection prior to diagnosis of HIV in order to test
for safety parameters, as well as CD4 cell count and HIV viral load. After 52 weeks, they were




terminated from the study and transitioned to continued HIV-related care.

Step 3: Both arms: Open-label daily oral TDF/FTC was offered at Week 153 (last day of Step
2) /Day 0 (first day of Step 3) and continued for 48 weeks.

Note: Any participant who received at least one injection and discontinued injections prior to Week
153 was offered open-label TDF/FTC for 48 weeks, provided there were no clinical
contraindications. For the purposes of this report, this is defined as Early Step 3.

All participants were transitioned to locally-available HIV prevention services, including services
for PrEP, if available, at the end of their participation in the study, or if they transitioned to annual
visits in Step 1 or Step 2, or if at the discretion of the primary care physician, they transitioned to
Step 3 on study but off study-provided TDF/FTC. This study is ongoing in the open-label extension
phase.

12, Main inclusion criteria

Key inclusion criteria included MSM and TGW, at high risk for sexually acquiring HIV infection,
ages 18 years or older. Participants must have been in good health, as evidenced by: non-
reactive/negative HIV test results, hemoglobin >11 g/dL, absolute neutrophil count

>750 cells/mm?, platelet count >100,000/mm?3, calculated creatinine clearance >60 mL/minute,
alanine aminotransferase <2 times the upper limit of normal (ULN), total bilirubin <2.5 times ULN,
hepatitis C antibody testing, hepatitis B virus (HBV) surface antigen (HBsAg) negative, no Grade 3
or higher laboratory abnormalities on any laboratory tests obtained at screening.

13. Investigational medicinal product, mode of
administration and strength

Study Drug Formulation and Route of Study Drug Batch Numbers
Administration

CAB Oral 30 mg tablet 152394828
Oral 162396551
162401102
172401847
172401848
182407622
182410366
192416112

CAB LA 200 mg/mL. 162399211




Injectable suspension

172405016
172406339
182408708
182409426
182400428
182411866
182412072
192412972
192413638
192413788
192414030
192414382
192414385
172405016
192413267
192413788
202418025

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

Study Drug

Formulation and Route of
Administration

Study Drug Batch Numbers

Placebo to match Oral CAB
tablet

Placebo to match Oral CAB tablet

172402358
182412417

Placebo CAB injectable
suspension

Intralipid 20% fat emulsion

Not applicable

TDF/FTC Oral

TDF 300 mg/FTC 200 mg tablet
Oral

H396963
H415879
H442639
V1601B1
V1603B1
V160581
V170281
V1704B1
V1712B1
V1713B1
V1718B1




V1803B1
V1804B1
5521603
6133703
6333304
VCCS

VSSC

Placebo to match Oral Placebo to match Oral TDF/FTC V160281
TDF/FTC tablet tablet V1604B1
V160681
V1609B1
V{70781
V1710B1
V1716B1
V171781
V1801B1
V1802B1

15. Concomitant therapy

Permitted medications: Information regarding prohibited and precautionary concomitant
medications was presented in the SSP Manual.

All concomitant medications/preparations (prescription and nonprescription) 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 collected via a computer assisted self-
interview (CASI) and included in the study database.

16. Criteria for evaluation efficacy/PK

Primary:

s Efficacy endpoint: Number of documented incident HIV infections in Steps I and 2
Secondary:

o Number of documented incident HIV infections in Step 2

* Number of documented incident HIV infections in Steps 1, 2, and 3




¢ Number of documented incident HIV infections in Steps 3
* Number of documented incident HIV infections in Steps 2 and 3

e Kidney function as measured by: changes from Baseline in creatinine and creatinine
clearance !

e Liver function as measured by: changes from Baseline and Grade 3 or 4 liver-related AEs
(laboratory assessment of alanine aminotransferase [ALT], aspartate aminotransferase
[AST], total bilirubin [Tbili], creatine phosphokinase [CPK], or clinical assessment of
jaundice/icterus)

e Bone mineral density (dexascan [DXA] subset) as measured by: Changes in Z-score from
Baseline and DXA criteria for osteopenia and osteoporosis

» Resistance mutations to study products (including but not limited to K65R, M184V/L,
Q148R) among seroconverters

* Acceptability scale assessments

e Weight, blood pressure, pulse, fasting glucose, and fasting lipids

17. Criteria for evaluation safety

Primary:

¢ Safety endpoint: Grade 2 or higher clinical and laboratory adverse events

18. Statistical methods

A sample size of 5000 participants was planned to show noninferiority for the primary endpoint.

Analysis populations are listed below.

Population Definition / Criteria

ITT o All participants who were randomized, excluding those who were
inappropriately enrolled.

miTT o The ITT population, excluding those who were found to be HIV

infected at randomization.

Analysis period: Primary analysis follow-up data included study time
through the completion of the blinded injection phase of study follow-up




(i.e., Week 153 or the study-wide transition to Step 3, or end of the
blinded phase of the study, whichever occurred first).

Per the ITT principle, person time and endpoint events were included in
the primary analysis regardless of whether participants remained on their
blinded study product, inciuding when participants moved to open-label
TDF/FTC (Step 3) early.

PP e The mITT population excluding all participants with protocol
violations that were judged to be exclusionary from the per-protocol
population.

Injection (Step 2) Efficacy o ThemlTT population who received at least one injection and were

Population uninfected at the time of the first injection.

Analysis period: Follow-up time included primary analysis study time
from the time of the first injection through the completion of the blinded
injection phase of study follow-up.

Step 3 Population Ali mITT participants who were uninfected at the start of Step 3 follow-

up, (i.e., the Week 153/ study-wide transition to Step 3).
Safety Population {Primary AllITT participants who received any oral or injectable product. All
Analysis) safety events occurring on study were reported.
Step 1 AEs included all AEs occurring until the first injection date, or
120 days post randomization, whichever occurred first.
Injection (Step 2) Safety All Safety Population participants who received at least one injection.
Population

Step 2 safety included all AEs occurring from the first injection date
through 48 weeks after the last injection.

Longitudinal PK CAB

A longitudinal evaluation of CAB PK in the CAB arm was conducted in
approximately 200 participants who received all injections up through




Concentration Population

Week 57, selected with the following regional distribution

s 5% US sites Non-African-American (10 participants)

o 5% US sites African-American (10 participants)

o 40% Asia (80 participants; 50% TGW using gender affirming
hormonal therapy/cross-sex hormanal therapy)

o 40% Latin America {80 participants, 50% TGW using gender
affirming hormonal therapy/cross-sex hormonal therapy)

o 10% sub-Saharan Africa (20 participants)

This population was used for the CAB concentration listing and fo

enhance the population represented in the global modelling of CAB-LA
PK.

TDF/FTC Adherence Cohort of approximately 400 participants randomly selected at Baseline
Population from the oral TDF/FTC arm.
Seroconverters o Primary Seroconverter Population — All ITT participants who were

HIV-uninfected at randomization and acquired HIV infection during
the primary analysis follow-up.

o Enrollment Seroconverter Population — All ITT participants who were
determined to be HIV-infected at randomization.

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

Demographic characteristics were generally similar between treatment groups. Pre-specified
recruitment goals of this study were to enroll a majority of participants 30 years of age or younger
and to ensure that at minimum 50% of US enrollments would be Black MSM participants. The
study also aimed to recruit at least 10% TGW. The majority of participants (67%) in the overall
study population were <30 years of age. Most participants were White, American Indian or Alaska
Native (American Indian or Alaska Native was defined as a person having origins in any of the
original peoples of North and South America [including Central America]), or Black, with each
racial category making up approximately one-third of the overall study population. There were 839
Black or mixed-race participants out of 1697 (49.4%) US participants in the mITT population.
Twelve percent of enrolled participants were TGW. As indicated by the SexPro scores, this was a




Participant Demographics (Randomized Population)

high risk population with 68% of the population with a score of <16.

Demographic Characteristic (NSQZB%) ;r'?ggg
Age (years), n
Mean (SD) 28.0 (8.17) 28.2 (8.14)
Median 26.0 26.0
Minimum 18 18
Maximum 69 69
Age Group {years), n (%)
18- 24 931 (41) 915 (40}
2534 940 (41) 931 (41)
35-44 285 (12) 313 (14
45-54 103 (5) 108 (5)
55 - 60 19 (<1) 17 (<1)
>60 5 {<1) 2 (<1)
<30 years 1572 (69) 1510 (66)
>30 years 71131 777 (34)
Cohort, n (%)
MSM 2014 (88) 1982 (87)
TGWe 266 (12) 304 (13)
Prefer not to answer 3{<1) 1 (<1)
Race, n (%)
White 618 (27) 649 (28)
American ndian or Alaska Native? 616 (27) 600 (26)
Black or African-American 565 (25) 569 (25)
Asian 417 (18) 406 (18)
Mixed race 48 (2) 54 (2)
Native Hawaiian or Other Pagific Islander 5(<1) 2 (<1)
Unknown 13 (<1) 7(<1)
Ethnicity, n (%)
Hispanic or Latino 1043 (46) 1067 {47)
Not Hispanic or Latino 1240 (54) 1219 (53)




Not Reported 0 | 1(<1)
SexPro Score®, n (%)
n 1830 1836
<16 1555 (68) 1571 (89)
BMI (kg/m?)
n 2277 2283
Mean (SD) 25.48 (5.594) 25.38 {5.400)
Median 2440 24.50
Minimum 14.7 14.3
Maximum 91.0 674
BMI <30 mg/kg 1904 (83) 1939 (85)
BMI =30 mg/kg 373 (16) 344 (15)

a. The TGW cohort included participants who self-identified at baseline as female, transgender female, gender queer, gender
variant, gender non-conforming, or gender fluid. )

b.  American Indian or Alaska Native was defined as a person having origins in any of the original peoples of North and South

America (including Central America).

c.  SexPro Score was only collected in North and South America. SexPro is a web-based tool for estimating personalized HIV risk
score. Scores can range from 1 (highest risk) to 20 (lowest risk), with a score of <16 indicafing high risk of HIV infection.

20. Efficacy/PK/HIV Drug Resistance/Patient-Report
Outcomes results

The primary efficacy analysis demonstrated that the PrEP regimen containing CAB LA dosed every
2 months was superior (p=0.0005) to the daily oral regimen of TDF/FTC in preventing acquisition
of HIV-1 infection based on the rate of incident HIV-1 infections in Steps 1 and 2. The upper
bound of the 95% confidence interval (CI) excluded both the non-inferiority margin of 1.23 and the
superiority margin of 1, establishing the superiority of the CAB regimen over the TDF/FTC
regimen for the prevention of HIV acquisition. The hazard ratio of 0.340 (95% CI: 0.18, 0.62) in
the bias-adjusted analysis indicates a 66.0% reduction in the incidence of HIV infections for
participants randomized to receive CAB compared with participants randomized to receive
TDF/FTC.

Consistent with the outcome of the primary efficacy analysis, the supportive analysis with OBSP
(on blinded study product) censoring demonstrated that treatment with the CAB regimen was
superior (p=0.0008) to treatment with the TDF/FTC regimen for the prevention of HIV acquisition
in Step 2. The hazard ratio of 0.164 (95% CI: 0.06, 0.47) in this analysis indicates an 83.6%

reduction in the incidence of HIV infections for the CAB group compared with the TDF/FTC group




while participants remained on blinded injection study product.

Summary of Cox Proportional Hazards Regression Model for Time-to-Infection

CAB TDFIFTC Hazard Ratio Superiority Non-
{95% Cl) p-value inferiority
p-value
mITT Population (Steps 1 and 2
n 2280 2281 | |
Cox regression
- 0 ?gzgasn 0.0005 <0.0001
Number of participants infected 13 39 Bias-adjusted, corrected for early stopping®:
0.340
(0.18, 0.62) 0.0005 <0.0001
Person-years 3211 3193
Incidence rate (per 100 person-
years [PY]) 040 1.22
95% Cl for incidence rates (per
100 PY) 022,068 | 0.87,167
Injection Step 2 Efficacy Population (On Blinded Study Product)
n 2109 2069
" . 0.1642
Number of participants infected 4 24 (0.08, 0.47) 0.0008
Person-years 2459 2445
Incidence rate (per 100 PY) 0.16 0.98
95% Cl for incidence ratet (per
100 PY) 0.04,042 | 063,146

Notes:
Hazard ratio <1.0 indicates a lower risk on CAB as compared to TDF/FTC.
The p-values are two-sided.
The trial was stopped based on a breach of the first interim stopping bound (z = -4.00, p-value= 0.000063), which was
derived from an O'Brien-Fleming design with three planned interim analysis plus one final analysis.
a. The hazard ratio is based on a Cox proportional hazards mode! stratified by region.
The bias-adjusted hazard ratio, Cl, and p-value account for the group-sequential trial design and the early stopping time,
The adjusted point estimate is the Median Unbiased Estimate {MUE), and the confidence interval and p-value are based on
the Maximum Likelihood Estimate (MLE) ordering of the sample space.

=

c. The 95% Cl for incidence rate is calculated using the exact Poisson method.




Findings from all subgroup analyses, including key subgroups (TGW, age <30 years, and US
African-American MSM and TGW), were consistent with the overall comparison. As shown in the
forest plot, for each of the subgroups analyzed, there was a lower rate of incident HIV-1 infections

observed for participants randomized to the CAB group compared with participants randomized to
the TDF/FTC group.

Forest Plot with Hazard Ratio by Randomization Group and Subgroups for Steps 1 and 2
(mITT Population)
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Notes: The hazard ratios are generated from separate Cox proportional hazards models for each subgroup with treatment arm
as the only covariate, stratified by region (except for US race and region subgroups). The p-values for subgroups are a type
[ test of the interaction term in a Cox proportional hazards model with treatment arm, subgroup and their interaction.
# Sex Pariner = Includes 4119 (90%) participants with a response at baseline to number of male and/or transgender female
sex partners in the past monih; the medians for TGW and MSM were, respectively, 2.5 and 3.0 for the CAB group and 2.0
and 3.0 for the TDF/FTC group.
# Condomless anal sex = Includes 2708 {59%) participants who at baseline reported receptive anal sex at least 1 time in the
past month; the median number of imes of receplive anal sex without a condom was 1.0 for both the CAB group and the

TDF/FTC group.




CAB Seroconversion Population

At the time of the interim analysis (14-May-2020}, 15 (0.67%) of the 2283 participants randomized
to CAB were confirmed to have HIV infection. These 15 cases have been categorized into 4
groups (A through D) based on timing of seroconversion in order to facilitate discussion within this
synopsis. Two infections were identified as prevalent (Baseline) infections that occurred prior to
administration of study product (A group). There were 13 incident infections, resulting in an
infection rate of 0.40/100 PY. The 13 incident infections in the CAB group included 5 infections in
participants with no recent CAB exposure (B Group), 3 infections that occurred during the OLI (C
Group), and 5 infections that occurred during on-time CAB injections (IO Group). For participants
randomized to CAB with confirmed HIV infection, available plasma samples from enrollment
through May 2020 were analyzed to assess full CAB concentration-time curves; evaluated samples
also included study visits after discontinuation of the CAB study product.

The 5 participants who acquired HIV infection during the active Injection Phase of the study (D
group) are detailed in the Table below. In addition, full concentration-time profiles for these
participants are shown with timing of first site and lab positive HIV visits in the following Figure.
Following the Week S initiation injection, 2 participants had Week 6 one-week post injection
concentrations and Week 9 trough concentrations below 8x PA-IC90 (1 between 4-8x and 1
between 1-4x PAIC90). Although CAB concentrations were >8x PA-IC90 at the first HIV positive
visit in all 5 participants, lower CAB (<8x PA-IC90) concentrations at preceding visits may reflect
increased vulnerability to viral acquisition.

Participants with Seroconversions During Active Injections (CAB Seroconversion
Population, D group}

. Total No. of No. of Injections prior . Ptasma CAB (pg/mL)
Blinded ID Injections to HIV!J- diagnoSis HIV+ Visit Week 8 HIV+ Visit
D1 10 8 Week 57 1.61 1.61
D2 6 6 Week 41 1.35 2.67
D3 5 3 Week 17 0.953 1.50
D4 4 3 Week 19 0.305 2.02
D5 2 2 Week 10 1.38 3.37




Individual CAB Concentration-Time Profiles for Seroconversion During Active [njections
(CAB Seroconversion Population, D Group)
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Note: Solid dot » indicates observed CAB concentration, Open circle o indicates time to the first HIV positive visit identified
based on pre-planned HIV testing. Pius sign + indicates time to the first sile HIV positive visit based on testing performed at the
study sife, Vertical dotted line indicates time of last injection. Horizontal reference lines: Short dash 0.166pg/mL= in vitro PA-
(C90. Long dash 0.65 pg/mL=predicted 5th percentile for Q8W administration (~4x PA-ICS0). Solid line 1.35ug/mL=cbserved

geometric mean plasma concentration for 10mg daily oral dosing {~8x PA-1C90), target median trough concentration for CAB
PrEP.

Note: The + signs for 2 participants do not reflect the first site positive visit. In both cases, the first site positive occurred prior to
the first HIV positive visit. The first site positive visit for 1 participant occurred at the Week 10 visit (9 days prior to first HIV
positive visit). The first site positive visit for 1 participant occurred at the Week 41 visit (7 days prior to the first HIV positive visit).




CAB Longitudinal PK Population

Plasma samples of interest were pre-selected for inclusion in the CAB LA Longitudinal PK
analysis to provide additional data points in groups underrepresented across the CAB program;
these data are not representative of the entire participant population randomized to the CAB study
group. Participants were identified for inclusion in the Longitudinal PK population based on
receiving timely injections (within + 1-week of scheduled visits) through Week 57, with no missed
injections. Additional pre-selected samples collected beyond Week 57 were also analyzed. A total
of 170 participants were included the CAB LA Longitudinal PK population [MSM, n=117; TGW,
n=>53 (30 +hormone use, 23 -hormone use)]; <25 years of age, n=81 (48%); regions of interest,
n=72, 58, 20 from Asia, Latin America, and sub-Saharan Africa, respectively]. Drug
concentrations from select visits are shown below. Concentrations appeared to be nominally higher
in TGW as compared to MSM, in TGW (+ hormone use) as compared to TGW (- hormone use),
and in participants <25 years old as compared to >25 years old, which may be confounded by the
impact of other covariates such as body size on CAB PK. These nominal differences are not
considered meaningful as indicated by overlapping confidence intervals as well as safety and
efficacy in these populations (link to safety/efficacy sections).

Summary of CAB at select visits following CAB LA Q8W by Gender and Overall (CAB
Longitudinal PK Population)

MSM TGW Qverall
Visit (N=117) (N=53) (N=170)
0 Plasma CAB 0 Plasma CAB n Piasma CAB
{ngfmL) (ng/mL) (ng/mL}
Week 9 1.79 2.02 1.86
(predose Injection 2) 77 [1.54, 2.08] 37 [1.55, 2.64] 114 [1.63, 2.12]
(After initiation injection) (74) {95) (81)
1.71 1.96 1.78
Week 25
. 82 [1.54,1.91] 32 [1.58, 2.45] 114 [1.61, 1.96]
(predose Injection 4) (53) (67) (57)
1.84 2.09 1.91
Week 57
L 82 [1.65, 2.06] 32 [1.72,2.53] 114 [1.73,2.10]
(predose Injection 8) (54) (57) (55)

Geometric mean [95% CI] (Cvb%)




Summary of Plasma CAB Concentrations at Select Visits Following CAB LA in TGW with
and without Hormone use (CAB Longitudinal PK Population)

TGW (Hormone Use Positive)

TGW (Hormone Use Negative)

Visit {N=30) (N=23)
n Plasma CAB 0 Plasma CAB
{ngfimt) {pgimL)
Week 9 1.80 2.29
{predose Injection 2) 19 [1.15,2.83] 18 [1.66, 3.14]
{After initiation injection) (119) (71)
211 1.84
Week 25
_— 15 [1.36, 3.28] 17 [1.50, 2.26]
{predose Injection 4) (94) (42)
242 1.83
Week 57
I 15 [1.85, 3.17] 17 [1.38, 2.43]
(predose Injection 8) (51) (60)

Geometric mean [95% Cl] (Cvb%)

Summary of Plasma CAB Concentrations at Select Visits following CAB LA in Participants
<25 years and >25 years old {CAB Longitudinal PK Population, n=170)

Age <25 years? Age = 25 years®
Visit (N=81) (N=89)
n Plasma CAB 0 Plasma CAB
{ugfml) (ugiml)
Week 9 2.04 1.69
(predose Injection 2) 58 [1.66, 2.50] 56 [1.43, 2.00]
(After initiation injection) (92) (68)
1.86 1.71
Week 25
. 53 [1.61, 2.15] 61 [1.49,1.97]
(predose Injection 4) (56) (58)
213 1.73
Week 57
. 53 [1.92, 2.37] 61 [1.49, 2.02]
(predose Injection 8) (40) (65)




Geometric mean [95% CI] (CVb%)
a. Median (range) 21 (18 to 24) years
b. Median (range) 29 (25 to 60) years

TDF/FTC Pharmacokinetics

As of the May 2020 DSMB, there were 39 incident infections in participants randomized to
TDE/FTC. Plasma TFV concentrations were 24.2 ng/mL, reflective of short term adherence of ~ 4
doses/week, in 7 participants at the time of the first HIV positive visit (based on pre-planned
testing) and in 8 participants at one visit prior. However, DBS TFV-DP concentrations

>700 fmol/punch, reflective of consistent average adherence of 4 doses/week over the prior 1-2
months, were observed in 1 participant at the time of the first HIV positive visit and in 3
patticipants one visit prior, indicative of suboptimal adherence in the TDF/FTC seroconversion
population. In contrast, 73% (1453/2012) of evaluated DBS samples collected in the TDE/FTC
Adherence Population yielded TFV-DP concentrations consistent with >4 doses per week on
average, ranging from 79% (307/386) at Week 4 to 67% (115/171) at Week 81.

Summary of Plasma TFV and TFV-DP Concentrations by Adherence Level Relative to First
HIV Positive Visit (EAC) (TDF/FTC SC Population)

Adherence First HIV Positive Visit (EAC) One Visit Prior
b
%:g:;, nl TEV nf TFV-DP nl TEV o TFV.DP
Week) imputeds | (ng/imL} | imputede { (fmol/punch) | imputede | (ng/mL) | imputeds | {fmol/punch)
048 0.55
[0.22, 35.5 [0.26, 84,9
Overall 38130 1.06] 3017 [23.2, 54.3] 39/28 1.15] 38/10 [54.2, 133]
(NQ- (NQ - 1663) (NQ- (NG 1661)
375) 252)
(66.7 - (41.0-
7 5/0 375) 110 (1663) 400 252) 200 (1315- 1661)
(5.0- (5.4 -
>4 10 <7 2/0 511) NA —_ 40 29.4) 110 715
>2 fo <4 NA NA 1/0 2.9 200 (385- 425)
<2 31/30 (3%' 2017 | (NQ-263) | 3028 ('1\'%' 330 | (NQ-321)




Geometric mean [95% CI} (min — max)

NQ values imputed to % LLOQ (TFV: 0.2ng/mL, TFV-DP: 15.63 fmol/punch) for statistical summaries are shown as NQin in-

text table.

a. TFV adherence categories: =35.5 ng/mL: 7 doses/week; 4.2 to <35.5 ng/mL: >4 to <7 doses/week; >2.5 o <4.2
ng/mL:>2 to <4 doses/week; = NQ to <2.5 ng/mL: <2 doses/week; Not Quantifiable (NQ): <0.31 ng/mL.

b. TFV-DP adherence categories: =1250 fmol/punch: 7 dosesfweek; =700 to <1250 fmol/punch; =4 o <7 doses/week; =350
to <700 fmol/punch: 22 to <4 dosesfweek; = NQ to <350 fmolipunch: <2 dosesiweek; Not Quantifiable (NQ):
<31.25 imol/punch for TFV-DP (except 2 cases where NQ <62.5 fmol/punch), NQ FTC-DP: 0.125 fmol/punch.

. nfimputed: indicates the total number of sarhples {n) and the number of samples with NQ results (imputed). NQ values
were imputed to % LLOQ (TFV: 0.2ngfmL, TFV-DP: 15.63 fmolfpunch) for stalistical summaries and are shown as NQuin in-
text table

HIV Drug Resistance:

At the time of the interim analysis (14-May-2020), 52 HIV incident infections had been identified:
13/3211 person years [PY] (0.40 per 100 PY) in the CAB group and 39/3193 PY (1.22 per 100 PY)
in the TDF/FTC group. An additional 5 participants had Baseline infections (2 in the CAB group, 3
in the TDF/FTC group). Neither of the participants in the CAB group with Baseline infection had
INSTI resistance mutations at enrollment. Five incident HIV infections occurred in participants
with no recent CAB exposure. 2 had only oral CAB, 3 of those participants had at least 1 CAB
injection (cases B1, B3 and B4) and none of the 5 participants had INSTI resistance mutations .
The time between the last CAB injection and HIV diagnosis in these 3 cases was 849 days,

217 days, and 281 days, respectively. In the last 2 cases, HIV infection occurred during the “tail
phase” after CAB injection. HIV genotyping results were obtained for 4 of the 5 participants; none
of the 4 participants had INSTI resistance.

Three incident infections occurred during the oral lead-in phase. Two of these 3 participants had
INSTI resistance mutations {cases C1 and C3; both tested at Week 9). The mutations detected have
been previously observed with CAB therapy.

Five incident infections occurred despite on-time CAB injections. HIV genotyping results were
obtained for 3 of these participants (2 had no viremic visit). The participant with the highest HIV
viral load at the first viremic visit (case D4; 152,730 copies/mL) had INSTI resistance mutations;
the other 2 participants did not have INSTI resistance at the first viremic visit (D3, viral load 860
copies/mL; DS, viral load 1,440 copies/mL).




Three of the 42 HIV infections in the TDF/FTC group occurred prior to study enrollment (prior to
administration of study product, E40-E42). Four of the 39 participants with incident infection had
prolonged periods of time between the last visit where TDF/FTC was dispensed and their first HIV
positive visit (E1, E12, E20 and E31). None of these participants had NRTT resistance mutations.
INRTT mutations were detected at the first viremic visit in 4 of the remaining 35 participants with
incident infection (3 with M1841/V; 1 with K65R).

Patient-Reported Outcomes:

Secondary endpoints from this study help with the interpretation of safety data and provide a robust
participant-centered perspective. While direct comparisons between the different modes of
administration were not possible due to the study design, participant satisfaction and acceptability
with injectable study product were assessed throughout the study period. Although injection site
pain was more common in the CAB group, participants experienced a high level of overall
satisfaction for a long-acting injectable, with dimensions such as convenience, flexibility, ease of
use, and discretion being important factors.

Satisfaction with study medication was self-assessed with the SMSQs and SMSQc. In both
treatment groups, overall satisfaction with injectable and oral study medication was high and
consistent for the duration of the study with similar overall scores.

21, Safety results Similar proportions of participants in both treatment groups reported at least one AE while on
blinded study product (Steps 1 and 2 OBSP). Similar frequencies of non-ISR drug-related AEs
were reported for both treatment groups. A greater proportion of participants in the CAB group
experienced ISR events compared with participants in the TDF/FTC group. Excluding ISRs, similar
proportions of participants in both treatment groups experienced at least one Grade 2 or higher AE.

Overall Summary of All OBSP Adverse Events — Steps 1 and 2 (Safety Population}

CAB TDFIFTC
{N=2281) (N=2285)

n (%) n {%)
Any AE 2174 (95) 2157 (94)
Drug-related AEs 1874 (82) 1355 (59)
Any AE, excluding ISRs 2143 (94) 2151 (94)




Drug-related AEs, excluding ISRs 1075 (47) 1134 (50)
ISR AE 1740 {76) 726 (32)
Drug-related ISR AE2 1724 (81)2 652(31)2
Any Grade 2to 5 AEs 2115 (93) 2107 (92)
Drug-related Grade 2 fo 5 AEs 1391 (61) 951 (42)
Grade 2 to 5 AEs, excluding ISRs 2092 (92 2103 (92
Drug-related Grade 2 to 5 AEs, excluding ISRs 871 (38) 900 (39)
Grade 2 fo 5 ISR AEs? 1022 (48)2 139 (7)a
Drug-related ISR Grade 2 to 5 AEs@ 1008 (48)2 121 {6)2
Any Grade 3 to 5 AEs 745 (33) 754 (33)
Drug-related Grade 3 o 5 AEs 131 (6) 93 (4)
Grade 3 to 5 AEs, excluding ISRs 716 (31) 754 (33)
Drug related Grade 3 to 5 AEs, excluding ISR 84 (4) 93 (4)
Grade 3t0 5 ISR AEs? 54 (3)a 0
Drug-related ISR Grade 3 o 5 AEs? 54 (3)2 0
AEs leading to discontinuation of study drug 135 (6) 91 (4)
Drug-related AEs leading to discontinuation of study 67 (3) 24 (1}
drug
Any SAE 109 (5) 104 (5)
Drug-related SAEs 4 (<1) 3 (<1)
Fatal SAEs 4 (<1) 6 (<1)
Drug-related fatal SAEs 0 1(<1)b
NOTE: One additional death occurred during Step 3 (stab wound in the TDF/FTC group).
a.  Nin this category is the number of participants who received at Jeast one injection of study drug (Injection Safety Population)
in Step 2 only (CAB: N=2117, TDF/FTC: N=2081).
b. PT: cardiac disorder
The primary safety endpoint analyses included Grade 2 or higher clinical AEs and laboratory AEs
during Steps 1 and 2. During Steps 1 and 2 OBSP, most participants experienced events that were
Grade 2 or higher (93% of participants in the CAB group and 92% of participants in the TDF/FTC
group). The most common AEs (in >10% participants) were creatinine renal clearance decreased
(less frequent in the CAB group), injection site pain (more frequent in the CAB group), blood
creatine phosphokinase increased, blood creatinine increased, nasopharyngitis, lipase increased, and
anal chlamydia infection.




1 and 2 OBSP (Safety Population)

Primary Analysis of Grade 2 or Higher Adverse Events (Clinical and Laboratory
Abnormalities) that Occurred in at Least §% Participants in Either Treatment Group - Steps

CAB TDFIFTC
(N=2281) {N=2285)
Preferred Term n (%) n (%)
Number of participants with any event Grade 2 or higher 2115 (93) 2107 (92)
Creatinine renal clearance decreased 1576 (69) 1661 (73)
Injection site pain 1007 (44) 135 (6)
Blood creatine phosphokinase increased 481 (21) 467 (20)
Blood creatinine increased 376 (16) 424 (19)
Nasopharyngitis 294 (13) 2711 {12)
Lipase increased 248 (11) 259 {11)
Anal chlamydia infection 239 (10) 256 {11)
Headache 202 (9) 193 (8)
Blood glucese increased 198 (9) 121 (5)
Proctitis gonococcal 192 (8) 213(9)
Aspartate aminofransferase increased 183 (8) 196 (9)
Syphilis 182 (8) 191 (8)
Upper respiratory tract infection 176 (8) 169 (7)
Alanine aminotransferase increased 155 (7) 191 (8)
Amylase increased 147 (6) 167 (7)
Pyrexia 122 (5) 61 (3)
Diarrhoea 108 (5) 116 (5)
Pharyngitis 105 (5) 88 (4)
Blood glucose decreased 95(4) 102 (4)
Blood phosphorus decreased 88 (4) 108 (5)
Blood hilirubin increased 86 (4) 107 (5)

Note: Decreasing frequency from the CAB group

Most of the participants in the CAB group who experienced AEs that were considered by the
investigator to be drug-related had ISRs. The individual drug-related event reported by the highest




proportion of participants was creatinine renal clearance decreased in the TDF/FTC group (32%
participants and 29% participants in the CAB group) and injection site pain in the CAB group (74%
participants in the CAB group and 27% in the TDF/FTC group).

A total of 10 participants (4 [<1%] in the CAB group and 6 [<1%] in the TDF/FTC group) died
during Steps 1 and 2 OBSP, of which [ in the TDF/FTC group (preferred term of cardiac disorder)
was considered to be drug-related by the investigator. The majority of the deaths were traumatic
events (CAB: PTs of gun shot wound, asphyxia, traumatic haemorrhage; TDF/FTC: PTs of stab
wound in 2 participants, multiple injuries, injury, cerebral haemorrhage) and one participant in each
group experienced cardiovascular events (CAB: PT of cardiopulmonary failure (in the setting of
presumed methamphetamine overdose); TDF/FTC: PT of cardiac disorder). One additional death
occurred during Step 3 (PT of stab wound) in the TDF/FTC group.

The rate of AEs leading to discontinuation of study drug, SAEs and deaths were low across both
treatment groups. The proportion of participants with SAEs leading to discontinuation of study
drug was low in both treatment groups. Overall, with the exception of ISRs in the CAB treatment
group, no trends were noted across the treatment groups.

As expected with parenteral dosage forms, ISRs were frequently reported during the Injection
Phase. The incidence and severity decreased over time. ISRs were reported more frequently in the
CAB group as compared to the TDF/FTC group. Most were Grade 1 and 2 and considered related
to study drug by the investigator, but none were reported as serious. A total of 47 (2%) participants
in the CAB group had ISRs that led to discontinuation of study drug.

The number of participants experiencing Hepatotoxicity AESI were balanced across both treatment
groups (8 in CAB and 8 in TDF/FTC). None were considered drug-related or serious.

There were no adverse liver findings that raised additional safety concern. Of the 78 participants
with liver-related study product discontinuations, 14 participants receiving CAB were assessed by
the HHAC as “probable’ DILI (n=5) or ‘possible’ DILI (n=9). Fifteen participants receiving
TDF/FTC were assessed by the HHAC as ‘probable’ DILI (n=2) or ‘possible’ DILI (n=13).

The proportion of participants with neuropsychiatric events were similar across the treatment
groups. Neuropsychiatric AESTs occurring in >1% participants were Sleep Disorder AESIs (CAB
group: 10% and TDEF/FTC group: 11%), Depression AESIs (5% in both groups), and Anxiety AESI




(4% in both groups). All other Neuropsychiatric AESIs occurred in <1% participants.

Review of AESI of seizures and seizure-like events and PTs of rhabdomyolysis and pancreatitis
and assessment of kidney function did not identify imbalances in the number or proportion of
participants with these AESIs. There was no clinically relevant impact of CAB on creatinine or
creatinine clearance laboratory values.

22. Conclusion (summary)

Efficacy

The efficacy data from HPTN 083 demonstrate a clinically meaningful and statistically significant
effect on the prevention of incident HIV infections in MSM and TGW:

The PrEP regimen containing CAB LA dosed every 2 months is superior (p=0.0005) to
daily oral TDF/FTC in preventing acquisition of HIV-1 infection in at-risk MSM and TGW.

Of 52 incident HIV infections occurring in Steps 1 and 2, 13 occurred in the CAB group
(incidence rate of 0.40 per 100 PY) and 39 occurred in the TDF/FTC group (incidence rate
of 1.22 per 100 PY).

After adjusting for potential bias due to early termination of the study, the primary analysis
demonstrated a 66.0% reduction in the risk of acquiring HIV-1 for the CAB group relative
to the TDE/FTC group. The strong treatment effect observed in the primary analysis is
consistent with strong protection against HIV-1 acquisition with the use of CAB LA.

The relative rates of HIV-1 acquisition in Step 2 were consistent with the overall observed
treatment effect in Steps 1 and 2, demonstrating fewer incident HIV-1 infections in the CAB
group compared with the TDF/FTC group.

For the Injection Step 2 Efficacy population with OBSP censoring, there was an 83.6%
reduction in the incidence of HIV-1 infections for the CAB group relative to the TDF/FTC

group.

The overall rate of HIV acquisition in all subgroups analyzed, including key subgroups
(TGW, age <30 years, and US African-American MSM and TGW), was consistent with the
overall observed treatment effect, demonstrating, for all subgroups, a lower rate of incident

HIV-1 infections in participants randomized to the CAB group compared with those
randomized to the TDF/FTC group.




Safety

The CAB PrEP regimen was generally well tolerated with similar frequencies of AEs
compared with the TDE/FTC group with the exception of a higher frequency of ISRs in the
CAB group.

SAEs were reported with a similar frequency in both groups, including drug-related SAEs.

When ISRs were excluded, AEs, Grade 2-5 AEs, drug-related AEs, and AEs leading to
discontinuation of study drug were reported with similar reporting frequencies across both
CAB and TDF/FTC groups.

Overall, CAB injections were well tolerated. ISRs were generally mild (Grade 1-2) and of
short duration and resulted in few study drug discontinuations.

There was a higher frequency of pyrexia in the CAB group compared to the TDF/FTC
group in this study.

Overall, <1% in both treatment groups (CAB: 21 participants; TDE/FTC: 5 participants)
experienced drug-related AE of myalgia. The majority of the drug related events in the
CAB group occurred on the same day or shortly after AEs of injection site pain.

No SAEs of DILI were reported in either group. Of the liver related study product
discontinuations assessed by the HHAC, comparable numbers of these events were assessed
as probable or possible DILI across treatment groups.

Of the HSR AESIs none were serious in either group. No HSR AESI were assessed as
related by the investigator in the CAB group and one was assessed as related in the
TDF/FTC group.

Overall, the proportion of participants who experienced Rash AESI including drug related
events and events leading to study medication discontinuation was low, and were mostly
Grade 1 or 2 in intensity.

Increase in median weight from Baseline was noted to occur in both treatment groups at
week 153, CAB:2.9 (0.2, 7.5) kg and TDF/FTC: 0.7(-2.0,6.4) kg. The median weight gain
was consistent throughout the CAB administration period and occurred after the second
year of TDF/FTC administration.




A comparable proportion of participants across treatment groups reported neuropsychiatric
events including Depression AESI (5%), Anxiety AESI (4%) insomnia PT (6%), abnormal
dreams PT (3%) and suicidal ideation (<1%) and suicidal attempt (<1%) in HPTN 083. This
observation is consistent with reporting of neuropsychiatric AEs of depression, suicidal
ideation and attempt, insomnia and anxiety in the placebo groups of the TDF/FTC pivotal
PrEP studies. '

Although the AE of blood glucose increased was reported in a higher proportion of
participants in the CAB group, corresponding lab values do not suggest a trend for
hyperglycemia. Furthermore, AE reporting of other relevant terms do not suggest a trend for
hyperglycemia or diabetes.

Review of AESI of seizures and seizure-like events and PTs of rhabdomyolysis and
pancreatitis and assessment of kidney function did not identify imbalances in the number or
proportion of participants with these AESIs. There was no clinically relevant impact of
CAB on creatinine or creatinine clearance laboratory values.

Overall, CAB PrEP was generally well tolerated by participants in this study.

Pharmacokinetics

CAB LA Q8W delivers target plasma CAB concentrations predicted to provide protection
against HIV infection with a seroconversion rate of 0.27%/100PY occurring during the
injection phase of the study.

No clinically relevant differences in plasma CAB concentrations were observed between
MSM, TGW + hormone use, participants <25 years of age, or by region in a subset of
samples from pre-selected participants.

37 of 39 incident cases of seroconversion in the TDF/FTC group can be explained by low
adherence based on plasma TFV and intraerythrocytic TFV-DP concentrations

Overall adherence in the TDF/FTC group was higher than anticipated (84% >4 doses/week
based on plasma TFV and 73% >4 doses/week based on intraerythrocytic TFV-DP
concentrations

HIV Drug Resistance




Neither of 2 participants on CAB who were infected prior to enrollment had INSTI
resistance mutations at the first viremic visit.

None of the 5 participants who were infected after a long hiatus from CAB had INSTI
resistance mutations,

Two of the 3 participants who were infected during the oral lead-in had INSTT resistance
mutations at the first viremic visit.

One of the 5 participants who were infected despite regular CAB injections had INSTI
resistance mutations at the first viremic visit. Two of these 5 participants did not have a
viremic visit and were not assessed for resistance.

Four of the 39 participants with incident infection in the TDF/FTC group had NRTI
resistance mutations., Three of the 4 also had NNRTI resistance mutations, which likely
reflects transmitted drug resistance.

Patient-Reported Qutcomes

While injection site pain was more common in the CAB group, participants experienced a
high level of overall satisfaction for a long-acting injectable, with dimensions such as
convenience, flexibility, ease of use, and discretion being important factors.

Satisfaction with the study medication was self-assessed with the SMSQs and SMSQc. In
both treatment groups, overall satisfaction with the study medication was high and remained
consistent for the duration of the study.

Applicant (registration certificate holder)

(signature) T~

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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1. Hassa nikapcpkoro 3aco0y (3a HasBHOCTI - HOMep
peecTpalifHoro NOCBiA4YEHH:)

ATIPETIO/I, TabneTkH, BKPUTi [U1IBKOBOIO OBOJIOHKOIO, N0 30 Mr

2. 3a9BHHK

BiiB Xenckep FOK JlimiTen

3. BupoGHHK

BupoGHALTEO HePO3(aCOBAHOIO KPOAYKTY, KOHTPOJIEL SKOCTI FOTOBOIO NPOAYKTY

["nakco Onepeiiminc KOK Jlimiten, wo ege aisusHicTs sk I'nakco Beankom Onepeiimnc / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

[Ipaiiopi CtpiT, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuxa bpuranis

Mepennue Ta BTOPHHHE NAKYBAHHS, KOHTPOJL SIKOCTi rOTOBOrO NPOAYKTY, BHIYCK cepil
Asenina ne Excrpemanypa 3, IMon. [na. Annenpeayepo, 09400 Apanga ae yepo, Byproc / Avda. de
Extremadura, 3, Pol. [nd. Allendeduero, 09400 Aranda de Duero, Burgos

[cnauis

4. [TposelicHi MOCTIAKEHHS:

v Tak Hi, AKILO Hi, OBTpyHTY#TE

1) Tun nikapcbkoro 3acofy, 3a AxMM npoBoawiacs abo
MIaHYETLCH PeecTpaLlis

TTikapcekrii 3acif 3a TOBHUM J0CHE (ABTOHOMHE JIOChE), iHIIHH Tikapcbkui 3aci6, HOBa nilo4a peyoBHHA.

S. [ToBHa HasBa KIIHIYHOro BUNpoOyBaHHsl, KOLOBAHUIT HOMep
KITIHIMHOro BUNpoOyBaHHA

[Tongiiine cnine mocnimxeHns GesnexH Ta edekTUBHOCTI 1H'ekuiiiHOrO KaboTerpasipy NOPiBHAHO 3
II0AEHHHM NepopalibHUM LpHitomMoM TeHo(oBIpy qusonpokeuty ¢ymapary/emTpuimTabiny (TDF/FTC)
Ny MOKOHTaKTHOT npotinaxTHkH y BIJl-iH(ikoBaHHX LMC-reHAEPHHX HOMOBIKIB Ta TPAHCIEHAEPHUX
bKIHOK, AK1 MatOTb cekc 3 wonosikamu, Gaza [Ib/I11, nocnimxenns 201738

6. Daza KWIHIYHOrO BUIPOOYBaHHS

Dasza 2b/3

7. [lepion kniHiMHOro BUNpoOyBaHHs

3 (19 rpynna 2016] — [14 tpass 2020]

8. Kpaiuu, B IKMX NPOBOAMNOCS KIiHiuHe BUNpoGyBaHHA

CHIA, ITepy, bpasunig, Apreutuna, Tainaup, B'etnam i [Tisfenna Adpuxa

9. KinbKicTb MOCHIMKYBaHHX

zannadorano: 5000

Daxruuno: 4570

10. MeTa Ta BTOPMHHI LiNli KJIIHIYHOrO BHNPOOYBaHHA

OcHnoBHa

e [lopisuaTu piBenb 3axsoproBaHocTi Ha BLJI cepen yyacHHKIB, panaoMi30BaHHX Ha MepopaabHU

nepopaibhHii TeHodoBipy auzonpokcwny dymapar/emrpuuuTabin (TDF/FTC) (Etanu | Ta 2).




* Tlopieuatn Geanexy nepopansurx CAB/CAB LA Ta nepopanshuux TDF/FTC {kpoxu 1 ra 2). |

Bropnumni:

¢ Ilopieuatu pisens 3axpopropanocti Ha BIJI-indexuito cepen yuacHuKiB, AKi oTpuMyBay iH'exuii |
CAB LA Ta nepopanshuii npuitoMm TDF/FTC Ha etani 2 (KO/KEH €Tarn 0KpeMo Ta BCi €TAIlH B
CYKYITHOCTI ).

» TlopisuaTy piBeHb 3axsopioBanocTi Ha BLJI cepen yuacHuKiB, axi oTpuMyBaH iH'ekuii CAB LA
Ta nepopankruid npuioM TDF/FTC (xpoku 1, 2 Ta 3 pasom).

* [lopieuaru pisens 3axsoproBanocti Ha BIJI cepex yuacHukis, aki oTpumysamu iH'exnii CAB LA
Ta nepopantHui npuitom TDF/FTC (tineku Kpok 3, onucormii),

*  OuiHuTy 3MiHy pusuKy iH(ikysanus BLJT mix crpaterismu CAB Ta nepopanshoi tepanii (Ipyna
mocnimkenns A ta I'pyna nocnimxenns B) y Mipy nepexony ywachukis sin Etany 2 o Erany 3.

* TlopiBiru piseHs 3axBoproaHocTi Ha BlJI-indexuito cepen miarpyn yuacuuxis, ski oTpumyeanu
nepopansHuif CAB/CAB LA Ta nepopanbtuii TDF/FTC, 3a perionom, ikoM, pacoro, eTHIHHO0
NIPHHASIEKHICTIO, OA30BHM PU3HKOM T4 FeHICPHOIO {IEHTHYHICTED.

* [lopiBuaTu 3MiHK GyHKILT HUPOK, IEHIHKY T4 MIHEPATBLHOT WINLHOCT! KICTKOBOT TKAHUHH ( BMD)
cepe]l YYaCHHKIB, ki npuiiMany nepopansHo CAB/CAB LA nopisHAHO 3 nepopanbHuMH
TDF/FTC.

¢ OuiHUTH Ta NOPIBHATH piBeHs MEAHKAMEHTO3HOT peancTerTHoCTi BIJT cepen yuacHukis, sxi
Habynu BUI-indekuiio nii vac [oC/TiMOKeHHs, Cepell yUacHHKIB, AKi OTPHMYBAIH nepopaneHi
CAB/CAB LA, Ta yuacHukiB, aki otpuMyBanu nepopansii TDF/FTC.

e Ilo6 nopisusTy npuiinaTHICTS i nepesaru ans CAB LA npotu nepopansioro TDE/FTC.

¢ [lopiBHATH 3MIHH Baru, apTepiabBHOTO TUCKY, IyJIbCY, PiBHA MMFOKO3M HATLUE Ta JIIi/IiB HATIIE
Ccepell Y4acHHKIB, ki npuitvany nepopansHuii CAB/CAB LA Ta nepopanbhuit TDF/FTC.

11. Ouzaita kniniuHoro sunpobysaHus Lle Oyno HararoueHTpoBe, MoaBiiHe crine, paH,uowsosaHe (1: 1), KOHTPOJILOBaHE JociimkeHHs 2b/3 dazu
33 yHacTIo BlJI-indikoBaHHX LIHCTEHACPHUX YONOBIKIB i TPaHCreHAEPHUX HKIHOK, AKI IIPAKTHKYIOTh CEKC i3
uonosikaMu (MSM i TGW), 3 KOHTPOJIEM HENOBHOLIIHHOCTI.

LIepes HCCHOJIIBHHO posnomnem TCleHH NeYyaTky ,E[OCJ'IIIDKBHHH Ha caurax—yqacunuax, 3aranpHUA TeleH
ILOCHI,IDKCHHH, 34 MpOrHO3aMHU, CTAHOBHTHME 7, 5 pOKIB 3a BlﬂCYTHOCTl JOCTPOKOBOTO IIPHITHHEHHS.

15 KOXKHOTO yuacHHKa Oy OTpHUMAHO md)opmoaaﬂy 3rojy NEpPe MOYaTKOM OY/b-IKHX NpOUeayp
roC/Ti pKeHHS, BKIO4aroun 6yap-axi ckprHikrosi onisks. Ipolenypu CKpUHIHIY MOTIIH [POBOAMTHCS




npotaroM 1 aGo 6utbine BisuTis. 3apaXysauns NOBHHHO BinfyTHCs npotsaroM 45 AHIB 3 MOMeHTY 3aGopy
3pasKiB (3a BUHATKOM BH3HAYEHHS RipyCHOro HaeaHTaxkeHHs BLJL, ake mosHrHO 6yTH 3i6pano Ta
OTPHMAHO NPOTAroM 14 IHIB 3 MOMEHTy 3apaxyBaHHs) JUIA POBEAEHHS KITHIYHOT Ta naGopaTopHoT
OLTIHKH Ta LPOLEAYP.

Binmosinui yuackuku 6ynu paunomisosasi 1: 1 8 1 3 2 rpyn i npoxominy HacTynHi eTanH (aKTupHi
IPCHAPATH BUIINEHI JKUPHUM IPHBTOM):

[ETam 1:

I"pyna focnimkenns A - monesnni nepopanbuuit mpuiiom CAB (Tabrnetku no 30 Mr) Ta nepopansHOro
nnane6o TDF/FTC npotsarom 5 THXHIB*

*IIpumitka: Bpaxysatu Oynp-sKki 3aTPUMKH 3 [OBEPHEHHAM PE3YNILTATIE TECTYBAHHSA 4-I0 THHKHS.

['pyna nocnimxenns B - wonenHnit nepopaneHuit npuiiom TDF/FTC (300 mMr/200 Mr koMGinoBaHuX
TabneTok 3 BixcosaHOW KOHUEHTPALIEIO) T4 epopaibhuit nputiom nnaueto CAB npotaroM 5 TWKHIB

[Yaachux, sxuii inikysasea B g uac Etany | gociifmkens, Hasapkau NPUIMHAB PHHOM
IOCTIDKYBAHOTO Ipenapaty, 6yB BUKIIOUCHUH 3 JOCTIDKEHHS Ta HAMPABJISHHH A1 OTPUMAHHS
lornomory y 3e'a3ky 3 BlI-indexuicto.

[ETan 2:

['pyna pociimkenns A - CAB LA (600 mr y Burmnaai oxHopasosoi BuyTpitssomM'asoroi [IM] in'exuii y 2
TOUKAX 3 IHTEPBANOM Y 4 THXKHI Ta KOXHI 8 THKHIB MIC/A LBOro) Ta WOAEHHHIT EpopanbHUI MPHHOM
nnanedo TDE/FTC po 153-ro Txkus.

I'pyna pocnimienns B — woaeHHH#H nepopanshuii npuifom TDF/FTC (kombinoeani TaGnerku 3
¢hixcosaroro nozoro 300/200 mr) Ta (IM) rutaue6o y ABa MOMEHTH Yacy 3 iHTEpBANOM Y 4 THKHI TA KOXKHI
8 TIDKHIB micns uboro (ineHTHuHMit 06'eM, Mo i akTHBHHI iH'ekuiliHKi npomykT y rpymi A) a0 153-ro
TLOKHST

[YuacHuky, ski indikysamuca BII nig yac 2-ro eTamy J0CIiHKEHHS, HA3aRKIH IPRIHHHUIIH NPUHOM
OCITi I2Ky BaHOrO Mpenapary, Oy/HK nanpas/ieHi Ha HeraHHe NPU3HAYEHHA CYTIPECHBHOT aHTHPETPORIPYCHOL
repanti ( ART) i cnocTepiranucs 3 WOKBapTANLHHMH (HTEPBATAMHE IPOTAroM 52 THIKHIB MICAS OCTAHHBOT
tH'eKIT 10 BeTanoBNeHH: AiarHosy BLI-indexuil 3 MeToro nepesipky napamerpis Geaneky, a Takosk
kinbkocti CD4-kniThH i BipycHoro napauTaxetts BUT-indexuii. Yepes 52 Tibkni Boun GyNiu BUBERCH] 3




blocHiKeHHA | nepepeneHi Ha HesnepepBHe NikyBanua BLIl-indekwii.

Eran 3: OQO6unpi rpynu nocnimxenss: Bigkpure monense nepopanehe 3actocysanus TDF/FTC 6yno
3alPOIIOHOBAHO Ha | 53-My THxHI (ocTaHHIH JeHb Erany 2)/nens 0 (nepuuuii nens Etamy 3) i tpusano
npoTaroM 48 THXKHiB.

[IpumiTka: KoxxHOMY y4acHUKY, SKHIf OTPHMAaB IPHHANMHI OfHY iH'€KLIIO | NPUITHHHB iH'eknii 1o 153-ro
TIKHS, OYJ10 3anponososaHo sinkputy eTHkeTKy TDF/FTC npotsrom 48 TikHiB 32 yMOBH BifcyTHOCTI
KIIHIYHEX NpoTHNOKazauk. J[na iinelt nporo 3siry ueii eran Bu3HavacThes gk PaHuiil eran 3.

Bei yuacHukr Gynu nepesefeHi o micuesux mocayr 3 npodinaxtaxu BIJL, ottovatouu nocnyru 3 PrEP,
RKIIO TaKi Oy OCTYIIH], HAPHKIHLI TXHBOT yuacTi B JochiwrenHi, 260 AKIIO BOHH NepeHIILTH Ha
wopiuHi Bi3uTH B pamiax Etany 1 a6o Etamy 2, aGo ko Ha po3cys nikaps nepBHHHOT MEAHYHOT
IOMOMOTH BOHHM nepeHuny no Kpoky 3, nepebysatoun 8 pocnimxenti, ane e 8 TDF/FTC, wo HaparoTees
B paMkax mochimxenHs. Lle nocnimxenss TpuBae Ha ¢ast BIIKPHTOro po3wiMpeHHs.

12. OcHoBHi xpUTepil BKIIIOYEHHA

OcHoBHUMHE KpuTepiaMH BrunoveHns Gynu MSM ta TGW, axi Maiots Bucokuit pusuk indikysanms BLT
CTATEBUM LIIAXOM, BIKOM Bift 18 pokiB. Y4acHHKH NOBMHHI MaTu n0OGPHIi CTaH 300pOE', PO MO
CBiI4aTh: HEPEAaKTHBHI/HeraTHBHI pesynesraTu Tecty Ha BLJI, remorno6in >11 r/an, abcomoTHa KibKiCTs
HedTpoditis >750 knitMr/mMM3, kiibkicTs TpoMboumTie 2100 000/MM3, po3paxyHKOBHI KiipeHe
KpeaTHHIHy 260 mi/xB, piBeHb anaHiHamiHoTpaHcdepasH <2 pasu BHILE BepXHLOT Mexxi Hopmu ( ULN),
piseHb 3aranbroro Ginipy6biny <2.y 5 pasie sumie ULN, ananis va anturina po renatuty C, HeraruBHHit
pesyNLTAT Ha NOBEPXHEBHUIl aHTuren Bipycy renatuty B (HBsAg), sincyrnicrs naGopatopuux sinxuness
3-ro cTyneus abo Buue 3a OyIb-aKHMH 1a0OPATOPHUMH TECTAMH, OTPHMAHUMH (11}l YaC CKPHHIHTY.

13. Jocnmimxyeauui nikapcekui 3acid, cocib 3acrocyBanHs,
cHta il

Bocrimkysannit npenapar MopmMa BUNYCKY Ta cocib 2acTocyBaKkg Homep¥ cepiit aocnipxyearero npenapary

CAB nng nepopantHoro NpuioMy Tabnerkm no 30 mr 152394828
Jlna nepopanbhero NpuAamy 162396551
162401102
172401847
172401848
182407622
182410366
192416112

CAB LA 200 wmrfvn 162399211
IH'exuyiina cycneHaia

172405016
172406339
182408708




182409426
182409428
182411866
182412072
192412972
192413638
192413788
192414030
192414382
192414385
172405016
192413267
192413788
202418025

i4. IpenapaT NopiBHAHHA, 4033, CNOCI0 3aCTOCYBAHKS, CHIA
it

Hocnigxysanuii npenapar

TopMa BHAYCKY Ta cnocit 3acTocyRaHHA

HoMepu cepiid pocnimkyBaHoro npenapary

lMnayefo, wo signosinae
TabneTosakomy CAB ans
epOpansHoro NpuAoMy

Mnayebo, 1o signosifae TabnetosaHoMy
CAB AnA nepopanbHoro npuicmy

172402358
182412417

Nnauebo CAB, cycnensia ang
fH'exuiiiA

InTpaninigra 20% #mMposa emynbeig

He 3acTocosyersia

TOF/FTC MNepopankto

Tabnetka TDF 300 miFTC 200 mr
MNepopankHo

H396963
H415879
H44263%
V160181
V160381
V160581
V170281
V1704B1
V1712B1
V1713B1
Vi718B1
V1803B1
v1804B1
5521603
6133703
6333304
VCCS

VSSC

lnauebo, wo eignoeigae
Tabnierosaromy TDF/FTC gna
NepopanbHoro Npuiamy

IMnauebo, wjo signosinas Tabnetosanomy
TDF/FTC ana nepopantHong npuiomy

V160281
V160481
V1606B1
V1609B1
V170781




V171081
V1716B1
V71781
V1801B1
V180281

15. CynyTHs Tepanis

losoneHi npenapard: [udopmanis npo 3aboponeni Ta 3acTepexHi cymyTHi npenapati 6yna
npescTasiena B [focibHuky 3 SSP. :

Yei cynyrai niku/npenapaty (penierrrypHi Ta 6e3pelienTypHi), BKAIOYAONH aTFTePHATABHI/HONATKOBI
miku/Mpenapaty (HaNpHKNa, TPasH, BITaMiHU TOMO), AKi MpritManuca npotaroM 30 AHiB [o peecTpauii Ta
B Oyab-sKkuit 4ac nicns mporo Mil Yac yuacTi B LOCIIDKEHHI, PEECTPYBATHCS B KapTi Y4aCHHKa
ociikeHHn Ta y Gopmax 3siTy npo Bunagok gocnimkerts (CRF). Jani npo BKHBAHHA aIKOroio T2
pekpeallifHux ab0 ByNTHYHUX HAPKOTHKIB, [P0 Ki YYaCHHKK MOBLUOMIIIH [Ti MAC JOCIIHKEHHS,
30upanucs 3a JOMOMOroK KOMITIOTepHOTo camoonutyeanus (CASI) Ta Bxmouanucs no 6a3u [aHUX

1O CITIIDKEHHS.

16. KpuTepil ouiHkH edexTusHOCTI

{MMepBHuHi:

* Kinuesa Touxa epexruprocTi: KinbkicTs 3anokymentoBanmux sunankis BUI-indekuii Ha etanax |
Ta?2

Bropnnni:

*  KinbkicTs 3anoxymenToBadnX Bunaakis BlJI-ingexuii Ha erani 2

* KinekicTs 3anokymenToBaHix Bunankie BIJI-ingekuii Ha etanax [, 2, Ta 3

¢  KinbKicTb 3a10KyMeHTOBaHMX BUNaAKIB BLIl-indexuii na etani 3

» KinekicTs 3anoKkymenroBanux Bunaakis BUI-indekuii Ha eranax 2 ta 3

*  OyHKUiA HIPOK 32 NIOKA3HUKAMU: 3MiHM B/l I0YATKOBOrO PIiBHS KPEaTHHIHY Ta KIipeHCy




KpeaTHHiHY

e  DyHKUiA NEYiHKM 32 OKA3HUKAMM: 3MIBH TIOPiBHAHO 3 BUXigHUM pieHem Ta TP nevinku 3 abo 4
crynens (raboparopHa ouidka anaHinaminorpancdepasu [ALT], acnapraraminotpancdepasn
[AST], saransnoro 6inipy6iny [Tbili], kpeatundocdokinasn [CPK] abo kniniuna oninka |
JKOBTAHHLI/LUPO3Y MEYIHKH)

e MidepaneHa WTbHICTE XKicTKOBOT TKaHKHHH (miarpyna aekcackany [DXA]), Bumipana 3a |
JIONOMOroi0: 3MiHH Z-paxyHKy MOpiBHAHO 3 6a30BUM piBHEM Ta kpuTepiamu DXA mis ocTeoneHil
Ta OCTEOTIOPO3Y |

*  Myrtauii pe3ucTeHTHOCTI 10 AOCITIIAYBAHUX [penapaTie (BKIIOYA0UH, all¢ He OOMENKyIOHHCH
K65R, M184V/L, Q148R) cepen cepokoHBepTOpis |

¢ OUiHKH 33 WKANOK TPHIHATHOCTI |

¢ Bara, apTepianbHHit THCK, TyNbC, PiBEHDb [TIIOKO3M Ta JIIMI/IB HATIIECEpLIE

17. Kputepii ouinku Gesnexu MepBunHi: |
 Kinuesa Touka 6esnexn: Kniniuni ta naGopatopui HeGasxaHi semma 2 cTynens abo BHIe ‘

18. CraTHcTHUHI MeTOIH [Inanysanocs, wo posmip BuGipku craHoBHTHMe 5000 yuacHHKiB, 106 NPOAEMOHCTPYBATH BIACYTHICTD
HEMOBHOLIHHOCTI 18 TEPBHHHOI KIHUEBOT TOUKH.

[lomynawii qna ananisy nepepaxosati HwkuUe.

Iomynanis '| Busnauenns / Kpurepii

ITT e Bci yyacHuky Bynu paHfoMi3oBaHi, 32 BUHSTKOM THX, XTO BYB BKIHYEHMIA
Y AOCNIAKEHHA HEHANEXKHWM YMHOM.

miTT » [lonynaws ITT, 3a BuHRTKOM THX, ¥ Koo Gyno eusiBneHo BIMl-iHdexuio
nif Yac paHgomisauir.

[lepion ananisy: [laHi nepeUMHHOrO aHanisy BRNIOYANU 4ac AOCTiKEHHs 40
3apeplueHHs (dasu cninoro iH'eKuiiHOro cnoctepexeHHs (TobTo 153-i
TwKaeHs abo nepexia fo Etany 3 pocnigxenns, abo kiHeys crinoi dasm
AOCNIKEHHS, 3anexHo Big Toro, Wo BinBynocs paHiwe).

3rigHo 3 npuHumnom ITT, nogii, nos'a3axi 3 NIACEKUM YacoM i KIHLEBOIO
TOUKOIO, BKIMIOYANUCA B NEPBUHHUIA aHaNI3 HE3ANEXHO Bif TOro, Y
NPOAOBXYBANK YHaCHKKM NDUAMATY CNinWiA ACCTIAKYBAHUA Npenapar, 8 ToMy




YUCITi, KONKU YMECHUKM AOCTPOKOBO NEPEXOAMIM Ha BiAKPUTHIA Npenapar
TDF/FTC ( Etan 3).

PP

o [lonynauis mITT He BkmioYae BCIX yHACHUKIB 3 NOPYLUEHHAMK NPOTOKONY,
SIKi 6yN1 BU3HAH] TaKUMM, LLIO BUKITIONAIOTECA 3 NONYAAUIT 38 NPOTOKONOM.

In'ekuist ( ETan 2) EdextueHa
fnonynAilis

e [onynsauia mITT, fka oTpumana nprHaitMHi ogHy H'exyiio | Byna
HeiHthikoBaHa Ha MOMEHT nepLUoT iH'eKLT.

Mepiop aHaniay: Yac cnocTepexeHHs BKNIOYAR YaC JOCIIMKEHHA NEPBUHHOO
aHanisy 3 MOMEHTY NepLUoi iH'exyyii 40 3aBepluUeHHs (asu crinux iH'exuit
CNOCTEPEXEHHS AOCHIDKEHHS,

ETan 3 Nonynsujs

Yci ywachuu miTT, aki ve Hynu iHcikoeani Ha novaTky Etany 3 (To67o, Ha
Twxri 153/nepexin o ETany 3 B pamkax BCbOro LOCNIEKEHHA).

Besneyna nonynsuis (MepsuHHIUA
aHania)

Bei yuachukm I TT, sk oTpumyeanm 6yas-aki nepopanihi abo iH'ekuiiHi
npenapary. MoeigoMnanocs npo eci nofji 3 6e3nexu, WO BUHMKANM Nif Yac
DOCTimpReHHs.

Etan 1 sxmoyas yci NP, 1wo BUHWKIM 40 AaTv Neplioi iH'ekuii abo yepes 120
AHIB AICAA PaHOMi3aUi, 3aNexHo Big Toro, Lo CTanocs paxiwe.

IH'ekuii ( ETan 2) Beanexa
nonynsuii

Bel ydacHuk rpynun beaneku, Rki otpumany npuHaiMKi ofHy iH'ekuiio.

Besnexa 2-ro erany sxnioyana eci NP, wWo euHukny Big gaty nepwioi iH'ekuil
A0 48 TWKHiB Nicns ocTaHHBOI iH'eKLiT.

Mo3a0BXHA KOHLEHTpPaLlA
nonynsii PK CAB

Mo3poexHa ouiHka PK CAB B rpyni CAB Gyna nposeaeHa npubnuano y 200
YYECHUKIB, AKI OTPUMYBANKM BCi iH'eKUiT B0 57-r0 TWXHS, BifiDpaHux 3a Takum
PErioHaMNbHIM PO3TOAITIOM

o 5% amepuraHcekuX ydacHukis 3 Axkux Heaghpoamepukanyi (10
Y4aCHIKIB)

e 5% amepurKkaHCLKMX YHacHUKiB 3 kX adppoamepmkaHcbki (10
YJyacHWKis)

e 40% Asia (80 yuacumyp; 50% TGW, siki BUKOPUCTOBYIOTS reHAEPHO-
NiATBEpAXYI0HY FOPMOHANLHY Tepanito/nepexpecHy ropMoHansHy




Tepanito)

e 40% Jiatuncbka Amepuka (80 yuacHuUp, 50% TGW, sii
BMKOPUCTOBYIOTh EHAEPHO-NIFTBEPKYIOY FOPMOHAMNLHY
Tepaniio/nepexpecHy cTatesy ropMeHankHy Tepaniio)

e 10% Adpuxa (20 yyacHukis)

Lis nonynauis Byna BUKOpUCTaHa ANs CKNafakHs Nepenixy KoHUeHTpaLjit
CAB i ans po3wupeHHs nonynauii, npeacTasneHor B rofanskHomy
moaentosanHi CAB-LA PK.

lMonynsuia npuxuneHoCTi 10 Koropra 3 npubnuaro 400 ywacHukie, BUNaakoso sigiGpaHux na 6asosomy
nikyantHs TDF/FTC piBHi 3 rpynk AOCTAXEHHS nepopankHux npenaparis TDF/FTC.
CeponepetsopioBavi * [lepsurHa nonynsuia CBDOKOHEEPMeEpIe - BCi yuacHuku ITT, sxi He Bynu

BIfl-iHchikosani Ha MOMeHT pargomisayii Ta HaBynu BIN-iHdhekuiio nig vac
MEPBUHHOMO aHARITUYHOTO CIIOCTEPEXEHHS,

»  [lonynsauis cepokoHeepmepig - Bei yaacHux ITT, sxi Bynu Bu3HaYeHi AK
BIN-iHchikoraHi nig yac paHgaomizaui.

19. JlemorpathitHi NOKA3HUKH AOCIIAKYBAHOT TIOMYAALUT
(cTarb, BiK, paca TOLO)

Hlemorpadiyni xapakTepHCTHKH B UMY GYIH CXOMUMM MK IpyNaMH NiKyBaHHA. 3asganerins
BH3HA4EHI LTI PEXPYTHUHTY IbOTO JOCTIIKEHHS [IONSraIH B TOMY, 106 3aly4uTH SiNbLIiCTh YIaCHHKIB ¥
Biti 30 pokis abo Mononwe, a Takosx 3aGesneduTy, wob [WoHalimenwe 50% pecronnentiz y CLUA 6ynu
HopHOKipuMH MCM-y4ackHukamy. J{oC/imKeHHs TaKOXK MasIo Ha MeTi 3aTy4HTH moHaliMeHwe 10%
TGW. Binbimicts yuacuuxis (67%) y sarambaiil nomynauii gocmimkerns 6ynu sixom ao<30 poxis.
BinbwicTs yuacHUKIB OyiMGinHMY, aMEPUKAHCLKMMH THIiaHLIMH 260 KOPIHHUMM JKUTENAMH ANACKH
(ameprxaHCBKi iHHIaHIT 60 KOpIHHI JxuTeni ANACKK BH3HAYANMCA AK 0COOH, MO MAIOTE MOXOKEHHS Bilt
Oynb-akoro 3 neprichux Hapozie ITisuignoi ta [Tisnennol AMeprky [BrIOdaOun IenTpanbuy
AMEpHKY])ab0 HOPHOLIKIpHMH, IPHUOMY KONHA PACcOBA KATETOPis CTAHOBMNA MPUOIHIHO OMIHY TPETHHY
BiZ 3aranbHOT KiNbKOCT y4acHHKIB focmimketis. 3 1697 (49,4%) aMepukaHchKkux ydacHukis mITT 6yno
839 yopHomKkipux abo 3mitwanol pacy. [BaHaUsATh BLICOTKIB 3apeecTpOBAHKX YHaCHHKIB Gyiu
npeacrasHukamu TGW. Sk cpinuats pesynstath SexPro, e Gya rpyna BUCOKOTO pu3HKy: 68%
HaceaeHHs Mann<16 Gaiz.

[lemorpadivHi daHi yyacHuKIB (paHgomizoBaHa nonynsuis)

[lemorpadiiyHa xapaKkrepHcTHKa CAB TDFIFTG

(N=2283) (N=2287)




Bik {pokis}, n

Cepepte 3Hauenks (SD) 28,0 (8,17) 28,2 (8,14)

MenfaHa 26,0 26,0

MiHimym 18 18

Makcnmym 69 69
Bixosa rpyna (pokis), n(%)

18-24 931 (41) 915 (40)

25-34 940 (41} 931 (41)

3544 285(12) 313 (14)

45-54 103 (5) 109 (5)

55-60 18 (<1) 17 {<1)

>60 5 (<1) 2(<1)

< 30 pokie 1572 (69) 1510 (66)

>30 pokis 711 (31} 777 (34)
Koropta, n (%)

MSM 2014 (88) 1982 (87)

TGWe 266 (12) 304 (13)

Bigmosunuca Bignosigary 3 (<1) 1(<1)
Paca, n (%)

€BponeciaHa paca : 618 (27) 649 (28)

AmepuraHchKi inaiaHui abo abopurexu Anscxu 616 (27) 600 (26)

YopHotuxkipi abo agpo- amepukanLy 565 (25) 569 (25)

Asiarcbka paca 417 (18) 406 (18)

3Milsana paca 49 (2) 54 (2)

KopiHHi xorveni MaBaicbkux afo iHWKX ocTposiB Tuxoro 5(<1) 2 (<1)

OKeany

Hesigomo 13 (<1) 7(<1)
ETHiYHa npuHanexHicTb, n (%)

NaruxoamepukanLy abo naTuHoamMepuKkaHLy 1043 (46) 1067 (47)

He NatuHoamepukaHLj abo naTuHoaMepuKaHL 1240 (54) 1219 (53)

He MoBIROMIANOCH 0 1(<1)
Ouinka SexPro®, n (%)

n 1830 1836

<16 1555 (68) 1571 (69)
BMI (kr/m?)

n ] 2277 | 2283




CepepiHe sHaderHn (SD) 25,48 (5,594) 25,38 (5,400
Megiana 24,40 2450
Minimym 14,7 14,3
Makcumym 91,0 67.4
BMI <30 mrfkr 1904 (83) 1939 (85)
BMI >30 mr/xr 373 (16) 344 (15)

a.  [lo koroptu TGW yeiiwwnu yuacHuku, siki Ha noMaTKOBOMY eTani caMoigeHTudikysanu cefe sk KiHky, TpaHcreHaepHi XiHkw,
reHAepH KBip, reHAEpHUIA BapiaHT, reHepro HekoHopMHI abo reHgepHo drmoigHi.

b.  AmepukaHCKui iHaiaHels abo KOPIHHWA KuUTens ANRCKU BUIHAUABCA AK 0C06a, LU ROXOAUTS Bin Oyab-AKOro 3 NEpBICHKX
Hapogie Nisniunoi Ta MisgeHHoT Amepukw (Bkniouaioun LeHTpansHy Amepuky).

C.  Tokastmku SexPro Score abupanica Tinbku B TlisHidkin T NisaekHii Amepui. SexPro - Le BeB-HCTPYMEHT 45t OLyHKK
iHAMBIRYaNsHOrO piBHs pu3uky iHdikysanka BINl. Banu MoxyTs BapioBaTues gig 1 (HaiBuwi puauk) 40 20 (HaRHMKMA
pU3uK), npu Usomy~£ 16 Banis akasye Ha BUCOKMI PUaKK iHdikyaHks BIJ1,

20. Pesynbrati edeKTHBHOCTI

[leprunui aHani3 ehexTHBHOCTI noKazsas, wo cxema PrEP, aka mictina CAB LA y nosi kosxxHi 2 Mics,
Byna kparmoto (p=0,0005), Hix moneHHH nepopanshuit npuiiom TDF/FTC, y 3ano6iransi IHQIKYBaHHIO
BIJI-1, Buxoasuw 3 pisua indikysanns BIJI-1 Ha eranax 1 ta 2. Bepxua Mexa 95% nosipuoro iHTepeaiy
(CI) He Biunouana sk Mexcy HemepesHiLeHHs 1,23, Tak i MeXy nepesary |, o cBiYHTE PO nepeeary
cxemu CAB Haz cxemoro TDF/FTC nns npodinaxtuxn indixyeauns BIJL Binnowenns pusukis 0,340
(95% CI: 0,18, 0,62) B aHai3i, CKOPHIOBAaHOMY HA YTIEPEMKEHICTD, CBIMHTE MPO 3HIDKEHHS Ha 66,0%
pieHs 3axBoproBanocTi Ha BLJT-indexuito cepen yuacHHkis, paHoMizobanux ana orpumasHs CAB,
MOPIBHAHO 3 YYACHUKAMH, PAHAOMI30BaHUMH I oTpuManHs TDF/FTC.

BiAmosifHo N0 pe3ynsTaTiB MEPBHHHOrO aHaNi3y edieKTHBHOCTI, HONMOMIKHUH aHani3 3 ueHsypoio OBSP
(Ha crminoMy 10CiwKyYBAaHOMY TIPOAYKTI) POAEMOHCTPYBAB, O NiKyBaHHs: 3a cxemoio CAB Gyimo
kpatuum (p=0,0008), Hix nikysanus 3a cxemoio TDF/FTC ans 3ano6irauns indikysaumo BUI va etani 2.
Binnowenus pusukir 0,164 (95% CI: 0,06, 0,47) y ubomy aHanisi Bkasye Ha 3HWKEHHS piBHA
saxpoptosatocti Ha BlJI-indekuiro Ha 83,6% y rpyni CAB nopisusno 3 rpynoto TDF/FTC, B Toit yac six
[YJaCHHKH 3aNIMIIATHCS Ha CHINOMY 1H'eKUiIHHOMY ROCTILKYBAHOMY [IPEnapari.

KopoTkuii onuc mogeni perpecii nponopuinHux pusukie Kokca ans yacy go iHdiKyBaHHA

CAB TDFIFTC BigHoweHHA lepeBara p- | 3navenuapne

. MeHWoT
PUIUKIB JHa4eHHA edieKTUBHOCTI
(85% CI)?

fonynayis mITT (Evanu 1i2)

n 2280 2281 , | |

KinbKicTk iHQikoBaHUX 13 39 Perpecis Kokca




YHaCHMKIB 0,3282
(018, 0.61) 0,0005 <0,0001
3 MonpaBKoIo Ha 3CYB, 3 NONPABKOI) Ha paHHIO
3ynuHKyb:
0,340(0,18, 0,62) 0,0005 <0,0001
fauieHT-pokis 3211 3193 <
PiBeHb 3axBOpIOBaHOCTI (Ha
100 nioguHo-pokis [PY]) 0,40 1,22
95% Cl ana nokasuvka
3axsoptoBaHocTi (Ha 100 PY) 022,069 | 087,167
Homynsuis edekraeocti erarmy 2 in’ekiii (na npoaykTi cirinoro AOCTIKEHHS)
n 2109 2069
KinbkicTb iHdhixoBaHux 0,1642
yYaCHMKIB 4 2 (0,08, 0,47) 0,0008
(TauieHT-poKis 2459 2445
PiseHb 3axBopioBaHOCTi (Ha
100 PY) 0,16 0,98
95% Cl ansa nokasHuka
saxsoptosaHocTi (Ha 100 PY) 004,042 | 063,146

MpyumiTu:

BigHowerHs pusmkie <1,0 Brasye Ha Huxuui pusuk Ha CAB nopisHaHo 3 TDF/FTC.
3HaUEHHS P-BENUYMH € ABOCTOPOHHIMM.
HAocnimpkers 6yno aynuHeHo Ha niscTasi NopywieHHA NepLUCT NPOMDKHOT Mexi aymunky (z = -4,00, p-3HaueHHs =
0,000063), sika 6yna otpumaria Ha ockosi ausaiiHy O'BpalieHa-Preminra 3 TPbOMA 3aNAEHOBAHUMK MPOMIKHMY
aHariaami mnec oAnH (iHankHui aHarnis,

KoedbiujenT Hebesnekv GasyeTaes Ha Mopeni nponopuiiHoi HeBeanexy Kokea, cTpaTudikosaHoi 3a perioHamu.
BifHowWeHHR pu3ukie, ckopurosane Ha aMitierHs, Cl Ta p-3HaueHHs BPaxoByioTb AM3altH rPYNOBOTO MOCKIOBHOMO
AOCTIIKEHHS T3 4aC PaHHLOT 3ynuHkW. CKOPUroBaHa TOUK0BA OLifHKa € MefiaHHOI HeaMiteHoKo ouikkoro (MUE), a
AOBIpSWY iHTEpBAN Ta P-3Ha4EHHs BadyioTbeCa Ha OUiHL MakcumansHol npasaonogitHocti (MLE), sika BropsaKkoBye
nipocTip eubipku.

95% Cl ans nokasHuka 3axBopIOBaHCCTI PO3PAXOBYETLCA 33 AONOMOTOI TOHORO MeToay MyaccoHa.

PeayibraTy aHanisy BCix mirpyn, Brmoyaious kmoyosi niarpynu (TGW, ik <30 poxie,




appoamepukarceki MSM Ta TGW), y3romiyBanuca i3 3aralbHHM [IOPIBHAUIBHMM aHanizoM. SIK nmokasaHo
Ha JicoBil miarpami, Ay KoxKHOT 3 MpoaRaNi30BAHMX HIATPYI CIOCTEpiraBes HkuKit piBens iHpiKyBaHHS
BIJI-1 cepen yuacHuHKiB, paHaOMi30BaHuX O rpynu CAD, [OpIBHAHO 3 yUacHHKAMH, PAHAOMI30BaHHMU
no rpynu TDF/FTC.

Forest Plot 3 Hazard Ratio npu Randomization Group Ta Subgroups ans Etany 1 1a 2
{(mITT NMonynsyin)




cAB IDF/FIC Bsaemonis p-

M arpyma MoRiL/PY (IRE) Ooniy/bY (IRG) ER (95% €I) 3HAYEHHA
Barancu 13/3211 (0,40 %) 3973193 (1,22 %) 0,33 (0,18; ©,61) ——
Bik .

0.7629
< 30 1142110 (0,52 4 3371987 (1,66 %) 0,32 (0,16; 0,63) =
>= 30 271101 (0,18 R} 6/1308 {0,50 %} 0,29 (0,08; 1,84} f
cram 0.9927
TGH 27371 (0,54 ®) 7/389 (1,80 1) 0,34 (0,08; 1,56} l_"""""i
MM 11/2637 (0,39 9} 32/2803 (1,14 3} 0,35 (0,18; 0,69) t
Paca {CIA)

0.5756
Yoprouripi/ adpo= 4/691 (0,58 8) 167703 (2,28 %) 0,26 {0,09; 9,78) ; . i
aueprxanii .
He wophosxipi 0/336 10,00 &} 4/801 {0,50 *) 0,11 (0,00; 2,80) L |
ErHiyna npueanemsicTs ! !

0.4304
Tenanui 6/1195 (0,50 %} 24/1183 (1,18 %) 0,45 {0,217 1,15) p—a—tq
Hejenanouobui /2016 (6,35 b} 25/2009 (1,24 ») 0,28 (0,12 0,65)
Parlon l_‘_{

¢.581%
cmA 471528 10,25 3) 2071504 {1,33 4 0,21 (0,07; 0,60)
JIATMHCEXA Amepixa 6/1021 (0,59 %) 11/1011 (1,09 =) 4,56 (0,21; 1,51)
Aajamy 2/570 (0,35 1) /581 (1.03 +i Q9,39 {0,08: 1,82) l_'__f
Atpuka 1/93 (1,08 %} 2/97 (2,07 4} 0.63 10,06; 6,50) ]
¥ Cexcyanuunmiz napraep } }
<= Meniawa 6/1173 10,34 %) 12/1766 10,68 =) 0,52 {0,19; 1,36) 0.3837
> Mealama 571097 (0,46 4} 18/1048 (1,72 +) 0,28 (0,11 ©,75) —a
¥ Auanshn® cexc ges
DpesepraTusa i'—._{
<= Megiana 6/1018 (0,59 ¥) 9/968 10,51 &) 0,66 (0,24 1,86} 0.2412
> Mepiana 5/861 (0,58 @) 15/799 (1,88 *; 0.33 {0,12: 0,50) I -

——
T T T
¢.01 0.1 1 10

Koepiulent pusuxy ta 95% CI

MpymiTk: BiAHOWEHHS PUIUKIB FEHEPYIOTLCR 3 OKPEMUX MOeNed NPONopLiiHUX pu3ukis Kokca Ana KoxHoT marpym 3
EAMHOI0 KOBAPIAHTHOK 0IHAKOIO FPYNM ACCRIMKEHHS, CTPATM(IKOBAHMX 32 PErioHaMM (38 BUHATKOM NiAfpyn 3a pacoBoio
nprHanexHicTio Ta perionamy CLIA). 3HaueHHs p ans niarpyn € kputepiem Tuny [l ana ymosu B3aeMonii 8 Mogen
[PONOPLiKKX puavkis Koxca 3 rpynok JoCnimKeHHs, MArpynow Ta IXHL0I0 B3asMofieto.

# Crareswit naptHep = Bimiouae 4119 (90%) yuacHwikis, siki BIANOBINA Ha NoYaTKY AOCAIMKEHHA NPO KINLKICTL CTATEBUX
napTHepia-4onoBikis Ta/abo TpaHcreHAePHUX XIHOK 3a OCTaHHIA MicaLk; Megiank ana TGW ta MSM cTaHoauny,
BiAnosigHo, 2,5 1a 3,0 ana rpyon CAB Ta 2,0 Ta 3,0 ans rpymu TDF/FTC.,

# Ananshni cekc bea npesepeatvea = Brnioyae 2708 (59%) yuacHuKis, AKi Ha NOYATKOBOMY eTani NOBIAOMMIIM, LLjO
3aliManuca aHanbHUM CEeKCOM MPuHaAMHT 1 pa3 3a ocTanHiit MicsLb; cepenHs KINbKICTb pasis aHanbHoro cekcy 6ea
npesepsatnea craHosuna 1,0 Ak y rpyni CAB, taki 8 rpyni TDF/FTC.




Ilomyasinis ceporonBepcii CAB

Ha MoMeHT npoBezieHHs npoMixHoro ananisy (14 tpaens 2020 poky) y 15 (0,67%) 3 2283 yuacHuKis,
pangoMizoannx ans yuacti 8 CAB, 6ymo nigreepmxero BUI-indexuito. Li 15 pumnanxie Gynu
posrofineni Ha 4 rpynu (Bix A 1o D) satexcHo Bi yacy cepokoHBepcii, mo6 nonerumTi o6rosopenHs B
ubomy ornsni. JIBi indexuii 6yan Bu3naveni sk nompeni (6asosi) iHdekuil, 10 BUHAKIM 1O BBEEHHA
HOCIi DKy BaRoro npenapary (rpyna A). Byno sadikcosano 13 sunaakis indixysaHHs, B pesy/bTaTi uoro
piBenb indixypanna ckias 0,40/100 PY. Cepen 13 indexuili y rpyni CAB - 5 indexiii 8 yaacHuKiB, Ak
He oTpuMyBany HewonasHo CAB (rpyna B), 3 indexuil, o cranuca mig uac OLI (rpyna C), i 5 indercuii,
WO CTAHCA Mif Hac cBoedacHux in'exuiit CAB (rpyna D). Ml yuacHukis, panmomizosanux va CAB 3
ninreepmpreroro BlJl-indexuieio, 6ynu npoaHanizopaHi HAABHI 3pa3Ky [UTA3MH 3 MOMERTY PEECTpPALT 10
rpastist 2020 poky [ OLIHKH NOBHHX KPHBHX "KOHIEHTpalis-uac” CAB; npoananizosaHi 3pasky TAKOXK
BRJIIOYAUIM AOCITIAHMILKI BISHTH HiC/1A IPHIHHEHHA npuHOMyY Hocnimysanoro npoaykty CAB.

[Hdopmatia npo 5 yuacHHKiB, aki indikysanucs BIJI nin yac akruBHOT iH'ekUifHOT hasu nocnimKeHHs
(rpyna D), nasesiena B Tabnuui Hwxue.  KpiM Toro, nosHi npodini koHueHTparii-uacy 18 IUX YYaCHUKIB
13 3a3HAYEHHAM Hacy MepluMX BI3HTIB Ha caifT i nabopatopro niareepiukeHoro BUI-no3uTeHOro
NaLieHTa HaBeJEH] HA HACTYNHOMY PHCYHKY. ITicis nouaTKoBol iH'eKIiT HA 5-My THIKHI Y 2 yuacHHKIB
KOHUEHTpAWIT Ha 6-My THXKHI NicsIs H'€KUIT Ta Ha 9-My THXHI nicns iH'exuil 6ynM HIKIUMK 3a 8x PA-
1C90 (1 - Mbic 4-8x Ta 1 - midk 1-4x PA-IC90). Xoua koruentpauis CAB Gyna >8x PAIC90 nix uac
nepruoro BIJI-nosuTHBHOTO Bi3uTy y BCix 5 yuacHHKIB, Hwkui koHuenTpauii CAB (<8x PAIC90) nin vac
Nonepearix BisUTIB MOXYTh CBIAYHTH PO MiABUILEHY BPAHBICTL A0 iHDiKyBaHHA BipycoM.

Y4acHukM 2 cepoKOHBepCiElo Nig Yac aKTMBHKX iH'EKUiA (monynaAuia cepokoHBepcii CAB,
rpyna D)

3acninnexa 3aranbHa KinskicTs iH'exuiit go . Plasma CAB (primn)
e . BIN+ Biaur
ID KinbKicTb iH'eKUiA LiarHocTukm BIN Tuxgeus 9 | BIN+ BiauT
D1 10 8 Tvxnexs 57 1,61 1,61
D2 6 6 TvineHb 41 1,35 2,67
D3 5 3 TuxaeHs 17 0,953 1,50
D4 4 3 Twxpens 19 0,305 2,02
D5 2 2 TwxaeHs 10 1,38 3,37




[hauBigyansHi npodini «koHUeHTpauis-yacy gnsa cepokoHsepcii CAB nig 4ac akTMBHUX
iH'ekUin (nonynsauia cepokousepcii CAB, rpyna D) |

10+

0.465u

9,146 Jq/ml

CAB nnasuM {eenfian)

0.461

L T k] ¥ T
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Tuxxi nicna pawaomizauii
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Mpusitka: CyuinbHa kpanka e Bkasye Ha CNOCTEPexyBany koHuenTpayiio CAB, BifKpTe kono o BKasye Ha yac [0 NepLoro
BisuTy BIN-nosutuBHOro NawienTa, BUABNEHOTO 3a Pe3yNbTaTamu NONEPEAHLO 3aTNAHOBAHOTO TeCTYBaHHA Ha BIN. 3uak «nmocy
BKa3ye Ha 4aC A0 NepLoro BiauTy BIIT-NOUTMBHOrO NawieHTa 33 pe3ynbTaTami TeCTYBaHHs, NPOBEREHOI0 Ha AOCimXYBaHiR
AinsHLi. Beptukansha NyHKTMpHa Nikia Brasye Ha Yac OCTaHHLOT IH'ekyji. TopusoHTantHi onopHi niii: KepoTka pucka 0,166
MKI/Mn = in vitro PA-IC90. 0,65 mir/mn = nepenBavysasuit 5-% npoyenTuns AnA esegenHs Q8W (~4x PA-ICS0). CywinsHa nivia
1,35 MKT/MA = CepeHA TROMETPUHHA KOHLEHTPALA B NNa3Mi KPOBI, WO CNOCTEpiragTLCs MNPy WOAEHHOMY NepapanbHomy
npuiomi 10 mr (~8x PA-IC90), yinsosa cepeann koHuenTpauja ana CAB PrEP.

MpumiTka: HakM «nMOC» ANA 2 Y4aCHUKIB He BIN0BPaXaKTb NOIMTUBHE BifBiAyBaHHA neplioro caiTy. B obox sunanxkax
NEpLIMA CART-NOIMTIBHVA peaynsTar OyB OTRMMaHKA A0 nepworg BIf-NO3uTUBHOTC BisuTy. EpLIMt BISUT 3 MOJUTMBHUM
pesynsTatom ans 1 yuactivka einbyaca Ha 10-my i (33 9 Hie Lo nepworo BIR-noautueHoro siaury). Y 1 yyackyka nepiumis
BI3UT 3 NO3UTMBHUM peaynbTatom BiAGYscs Ha 41-My Tvxki {3a 7 anis A0 nepworo BIJT-nosuTusHoro BlanTy).




CAB Ilozporxkun nonynamia PK

3pasku MnasMu, Wo NPefCcTaBlIsoTh iHTepec, 6YITH MoNepensso BinibpaHi AT BRITIOUEHHES B TOHI TTIOAHMI
ananis PK CAB LA gna otpuMaHHA JOAATKOBHMX HAHHX Y IPYNax, HEJOCTATHEO NPEACTABACHHX Y
nporpami CAB; i faui e € penpeseHTATHRHUMH [UTA BCIET HOMyNauil y4acHHKIB, pAHIOMI30BaHHX Y
nochiaHKUeKy rpymy CAB. YuacHukw 6ynu Binibpani 1is BKAIOUEHHS B IOMYJIIAL{IO JIOHTTIONHOIO
TOCHIDKEHHS HA OCHOBI CBOEYAaCHOrC OTPHMAHHS IH'€KLIR (MpoTAroM+1 THKHS Mic/A 3aITAHOBAHMX
BI3UTIB) 10 57-r0 THIKHA, 6e3 NponyueHNX iH'ekuiid. Takox GYIH npoananizoBadi NONATKOBI MOMEPEAHEO
Binibpani spasku, 3ibpaui nicna 57-ro Tixus. 3aranom 170 yyacHukis Gynu BKIHOYEH] B JIOHMITIONHE
nocimxerns CAB LA [MCM, n=117; TGW, n=53 (30 + B:x4BaHHs rOpMOHIB, 23 - BKHBAHHSA
ropMoHiB)]; <25 pokis, n=81 (48%); perionu intepecy, n=72, 58, 20 3 Asii, JlaTuHCEKOT AMEpHKH Ta
Adpuxu, Birnosinao]. KoHLeHTpallil HapKOTHKIB, OTpUMAaHI Ml Yac OKpeMuX Bi3HTIB, HABEJEH] HIDKYE.
KoHueHTpauii BusBuanCA HoMiHanbHO BHIHMK y TGW nopiBuano 3 MSM, y TGW (+ BxuBaHHs
rOpMOHiB) nopieHAHO 3 TGW (- BXKHBaHHA rOPMOHIB) Ta B YUaCHHKIB BikoM <225 pOKiB NOpiRHAHO 3 25~
PIHHMMH, L0 MOYKe OYTH NOB'A3aHC 3 BILTMBOM IHIIMX KOBapiaTiB, Takux sx po3Mip Tina, sa CAB PK. L
HOMIHA/IBHI BIAMIHHOCTI He BRAXKAIOTHCS 3HAYYILMMH, 11PO LIIO CBiAYMTL IEPEKPUTTA NOBIPUHX IHTEpBais,
@ TaKok Gesnexa Ta eQeKTHBHICTE y IMX TONY/IALIAX (NOCHIAHHS Ha po3ainu "Besneka/edekTuBHicTs").

Miacymkoei gaHi 3a okpeMUMM BisuTamu nicna nposegeHHs CAB LA Q8W 3a ctatmio Ta B
uinomy (noHriTiogHe gocnigkenus nonynsauli PK 3a gonomoroio CAB)

MSM TGW 3aranom
BisuT (N=117) (N =53) (N=170)
Plasma CAB Plasma CAB Plasma CAB
n n n
(urimn) {erfmm) {urimr)
Tuxgens 9 1,79 2,02 1,86
(iH'exyin nepes 03010 2) 77 (1,54 2,08] 37 [1,55 2,64] 114 [1,63 2,12
(Nicna novatkoBoi iH'exwi) (74) {95) (81)
TuxgeHs 25 1,71 1,96 1,78
(iWexuia nepen 40som 4) 82 [1,54 1,91] 32 [1,58 2,45] 114 [1,61 1,96]
(83) (67) (97)
1,84 2,09 1,91
Eﬂi‘?ﬁ:"fge caon8) 82 | [1,65208] | 32 | (72253 | 114 | [1,73240]
Pea s (54) (57) (55)

CepeaHe reometpuuke [95% Cl (CVh%)




Pesrome koHuenTpauiin CAB y nna3ami kpoei nig yac okpemux gisutie nicnsa CAB LA y TGW
i3 3acTrocyBaHHAM Ta 6e3 3acTOCYBaHHA ropMoHiB (JfloHriTiogHe gocnigkenHst CAB y PK-
nonynsawii)

TGW (noauTuBHe BUKOPUCTAHHA TGW (HeraTnBHe BUKOPMCTaHHA
FOPMOHiB) FOPMOHIB)
Bisur (N = 30) (N =23)
Plasma CAB Plasma CAB
n n
{primn) (primm)
TuxnaeHs 9 1,80 2,29
(iH'ekuia neped 40300 2) 19 [1,15 2,83] 18 [1,66, 3,14]
(Micns novatkoBoi iH'ekLT) (119) (71)
2,11 1,84
(Ti:.’g’:lfi:bniieﬂ Ros0i0 ) 15 [1,36 3,28] 17 [1,50 2,26]
(94) (42)
242 1,83
(Ti:,’;fl;:"nse;en Jos008) 15 [1,853.17] 17 1,38 243]
(51) (60)

Cepeare reometpryHe [95% Cl (CVb%)

Pestome konnenTpaniit CAB y nntasmi kposi nia 1ac oxpemux Bizutie nicna CAB LA B yuacHukip
BiKkoM 0 25 pokis Ta 25 pokis (sronriTiogna nonyaawis CAB, n=170)

Bik< 25 pokiB a Bik > 25 pokig®
Biaur (N =81) (N = 89)
Plasma CAB Plasma CAB
n n

{urimn) (primn)
TuwneHs 9 2,04 1,69

(in'exuis nepes fosoio 2) 58 [1,66 2,50] 56 [1,43 2,00]
(Micns noyaTkoROT iH'exLi) (92) (68)
1,86 1,71

(Ti:."éﬂ:i:bniﬁeﬂ Jos0004) 53 [,61 2,15] 61 [1.49 1.97]
(56) (58)
2,13 1,73

(Ti:,’f:e;bnfe 008 53 [1.92237] 61 [1,49 2,02




Cepepire reometpriute [95% Cl (CVb%)
a. Menfana (gianazon) 21 (rin 18 go 24) poxia
b. MeniaHa (nianazoH) 29 (ein 25 ao 60) pokia

Papmaxokinernka TDF/FTC

Crasom Ha DSMB y tpasni 2020 poxy Gy 3apeecTposato 39 BHITAAKOBHX 3apaXkeHb cepe]] YYacHHKiB,
pangomizosanux a0 TDE/FTC. Konuenrtpauis TFV y rnasmi kposi cranosuna>4,2 Hr/MI, IO CBIT4HTE
Npo KOPOTKOCTPOKOBY IMPHXHIIBHICTL O JIIKyBaHHS (~ 4 KO3 Ha THKIEHB) Y 7 yYacHUKIB mif vac
MepLIOro Bi3uTy 3 BIJI-IO3HTHBHMM pe3y/ibTaToM (Ha OCHOBI HOMNEPEHEO 3aMNaHOBAHOrO TeCTYBaHHs) Ta
y 8 y4acHHKIB 32 OWH Bi3UT A0 uporo. OpHak, koHueuTpauii DBS TFV-DP>700 dmons/MyHKT, 1o
BiA0OPaKAOTE CTabIABHY CEPEHIO NPUXUIIBHICTE A0 4 103/THXAEHE IPOTAroM nonepeanix 1-2 MicAwis,
crocTepiranucs B | yqacHuka mif yac nepioro BIJI-o3uTHBHOrO Bi3UTY Ta y 3 yHacHUKIB 3a OfHH Bi3uT
10 UBOTO, IO CBIXMUTH PO CYOONTHMANBHY TIPHXMALHICTL 10 NikyBaHHA B NOMyIALIT cepoKkoHBepCii
TDF/FTC. Ha npotusary upomy, 73% (1453/2012) npoananizosanux 3paskis DBS, piniGpauux y
nonynauii npuxunsHukis Ao Nikysauus TDF/FTC, nokasanu koHuentpauiro TFV-DP, mo B cepenHboMy
BINOBifa€>4 103aM Ha THXKMIEHb, Y lianasoui Big 79% (307/386) Ha 4-My Thiui 10 67% (115/171) ua 81-
MY THXKHI,

3BefeHHA KoHUueHTpauint TFV ta TFV-DP y nnasmi kposi 3a piBHem npuxunsHocTi Ao
MiKyBaHHA BIAHOCHO nepworo BisuTy Bll-no3uruBHoro nauickra (EAC) (TDF/FTC SC
nonynayia)

PieeHk (epwni BlJl-nozutneHui sizut (EAC) | NonepegHin oguu BisuT
MPUXANLHOCT
A0 NiKyBaHuA nf TRV n TFV-DP nf TFV nf TFV-DP
b NPURUCAHHIA (hrimn) npunucanmid | (mone! | npunucadui | (wrfmn | npunucauin (dbmone/
(mo3u/ ¢ ¢ MyHu) ¢ ) ¢ TyHwW)
THHOEHL)
0,48 0,55
022 2 %5'554 . 0,26 849
3aranom 38130 1,06) 3on7 ('N'Q - 39/28 1,15] 310 [54,2, 133}
{NQ - 1663) (NQ- (NQ - 1681)
375) 252
{56,7 - {41,0- )
7 50 375) 10 {1663) 4/0 259) 20 (1315- 1661)
(5,0- ; (54 -
>4 o <7 20 2.1) HA 410 29.4) 1/0 715
>2 no <4 HO - HO - 10 29 210 (385-425)
< 31130 ({‘;‘%' 2017 | (NQ-263) 30128 (f%‘ 33110 (NQ-321)




Cepenne reometpudte [95% CIJ (i, — Make.)

Snauennn NQ npunucyiots 42 LLOQ (TFV: 0,2 wrfmn, TFV-DP: 15,63 MonB/nyHL) Ans cTaTUCTHYHAX NIACYMKEB NoKkasaHo Ak NQ y

TexcToBii Tabnuuj.

a.  Kareropii npuwxunsHoCT! 10 Nixysaria TFV: =35,5 Hrimn: 7 posfmogens: 4.2 oo <36,5 nrimn: 2Big 4 A0 <7 goafmwxaens; 22,5 oo
<4,2 urfan: 28i0 2 po <4 posirwkaens; = NQ A0 <2,5 wrivin: <2 noawmmkaens; He niggaetscn KinexicHomy Bumiprasanio (NQ): <0,31
Hrfam

b Kateropii npuxunsHocti 4o nikysann TFV-DP: 21250 monu/nyk: 7 goafrokgens; 2700 oo <1250 dmone/nyHw: =eig 4 go <7
Ro3fmiwkaens; 2Bia 350 go <700 dmonb/nynw: 28ig 2 o <4 noaftwigers; = NQ ao <350 dmoneinysw: <2 poauirikaens; He
NiARAeTCA KinbkicHoMy eumipiosantia (NQ): <31,25 mons/nyHw gna TFV-DP {3a BunsTkOM 2 BUnagKa, kom NQ
<62,5 pmadns/nyrw), NQ FTC-DP: 0,125 dmons/nyHi.

C.  NNPUNKCEHUA: BKA3YE 3aranbHy KINbKICTh 3pasis (n) | KiNBKICTL 3paskis i3 pesynstaramu NQ (npunucannit). 3nauesqa NQ Gynu

npunucatii fo ¥z LLOQ (TFV: 0,2 te/mn, TFY-DP: 15,63 comonb/nyHuw) Ana cramicTianux nifcyMmiis i sigoBpaxalorsca sk NQ ¥
TEKCTOBIf Tab |

hPesncTenmicm BLJI no nikapebXnx 3aco6is:

Ha MomenT nposeserHa npoMixHoro ananisy (14 tpasus 2020 poKy) 6yno BuABNeHO 52 BHUnagxu
indixysaunsa BUJT: 13/3211 moguso-pokis [PY] (0,40 va 100 PY) y rpyni CAB i 39/3193 PY (1,22 1a 100
PY) y rpyni TDF/FTC. llle 5 yuacrukie manu 6a30si inderuii (2 y rpyni CAB, 3 y rpyni TDF/FTC).
PKozen 3 yuacnukis rpynu CAB 2 6a30B0i0 iH(eKUicIO He MaB pe3ucTeHTHHX myTanii INSTI Ha MmomenT
papaxysaHHs. IT'are Bunankie BIJI-indexuii cranues B yuacHukis, 2K He MATH HELLOZABHEOrO JocBiny
exuBaHHs CAB. 2 oTpuMysanu Tinsku nepopanbiuii CAB, 3 3 uMX y4acHHKIB Many moHaiiMerwe 1
in'ekuito CAB (eunanxw Bl, B3 i B4), i xozeH 3 5 yuacHHKIB He MaB myTaniii pesucrenrsocti go INSTL
Hac Mix octaHHEO iH'¢cxuicio CAB Ta BCTaHOBREHHAM niarnosy BII-indexnii y nux 3 punagkax
craHoBUB 849 nnis, 217 aHis Ta 281 aexs BinnosinHo. B octanuix 2 BHnagxax BlJI-in¢ixyBanua
BinGynocs mif 4ac «xBocToBOT aswy micns in'exuit CAB. PesynvtaTu rexoTHTyBanHa BIJI 6ynu
OTPHMAaHI s 4 3 5 y4YaCHUKIB; X0NICH 3 4 yuacHHKIB He MaB pesucTeHTHocTi 1o INSTL.

Tpu Brnagky indikysanns cranues nix wac gpasu nepopansHoro 3actocyeadHa. Jpoe.3 ux 3 yuacHuKiB
Manu myTauii pesucrentrocti 1o INSTI (Bunaaxu C1 i C3; obunsa NPOTECTOBAHI Ha 9-My THXHI).
Busisrieni myrauii panile cnoctepiranucs npu Tepanii CAB.

[T'ars BUManKis iHbiKyBaHHa cTanucs, He3BAKAIOYH HA CBOCYacHi iH'exuil CAB. PesynbraTy
renoTurrysanHs BLJ1 6ynu otpumani ayst 3 3 uux yuacHukis (2 ne manu ipychoro Bi3uTy). VyacHuk 3
HaHBHIIMM BipycHUM HasanTaxkenHaM BIJI mig yac nepuoro Bipemiusoro Bi3HTY (Bunanok D4; 152 730
iconif/Mi) MaB MyTauif pesucrentrocTi 0o INSTI; iumi 2 yuacHHKM He Manu peaucterTHOCTI 10 INSTI
Mia uac nepuroro sipeMiunoro Bisury (D3, BipycHe napaHTaKeHHs 860 Komii/mit, DS, Bipyche
HapaHTaxeHHs 1440 Koniit/mn).




Tpu 3 42 BUT-ingexniit y rpyni TDF/FTC cramucs o BKTIOYEHHS B OCTIKEHHS (10 npuiioMy
ociikysaHoro npenapary, E40-E42). Yorupu 3 39 yuacuukib 3 indikysansam Manu TpuBanuii
NPOMLKOK 4acy MiX OCTaHHIM BI3HTOM, MiJ yac akoro M sumasamn TDF/FTC, ta ixuim nepurim BLJI-
no3uTUBHKM BisuToM (E1, E12, E20 Ta E31). ¥ %0AHOTO 3 LMX Y4acHHKIB He 6yno MyTawii
pesncrentrocti 10 NRTIL. Myrauii NRTI 6ynu Busenesi nig uac nepmoro isuty ao nikaps y 4 3 peuty
35 yuacHukis 3 indexuiero (3 - 3 M1841/V; 1 - 3 K65R).

PeaynnTaTn, npo aki nosinomane nanient:

BTopHHHI KiHLEB] TOUKH LBOIO JOCTIHKEHHS JONOMAraoTh B iHTepIpeTaLii JaHuX 3 Oe3nexH Ta
Lab'eaneqylon HafiHy NepenekTHBY, OPICHTOBAHY Ha yyacHHKA, Xoua NpAMe NOPIBHAHHA Mix Pi3HHMH
criocobamu BEEAEHHS He GYN0 MOXIHBUM Yepes JU3aiiH L0CiKEHHS, 33/0BOMEHICTS YYacHHKIB Ta
MepeHOCHMICTh iH'EKLIHHOTO HOCAIIKyYBAHOrO NPENAapaTy OLIHIOBAMH IPOTATOM YCHOro NMepiomy
rocimkeHHs. Xoua 6ink y micui in'exuii Gy 6inbm mowupenum y rpyni CAB, yuacHHku Binuysanm
BHCOKHH PiBEHD 3ara/IbHOrO 3aJ0BONIEHHS B/l BAKOPUCTaHHS iH'€KLIHHMX Mpenaparis nposoHroBaHoi Aii,
(pH LLOMY BaJUIMBHMY (akropamu Gyiu 3pyUHicTs, THYHKICTh, IPOCTOTA BHKOPHCTAHHA Ta
PO3CYUTHBICTD.

3apoBoneHicTs NpUHOMOM DOCIfKYBAHMX NpenapaTis OUIHIOBATH CAMOCTIHHO 33 JOMOMOr0I0
onuTysanbHukis SMSQs Ta SMSQc. B 060x rpynax nikyBaHHs 3araibHa 3800B0JIEHICTD IH'EKIGHHUMH Ta
MEPOPANBHUMH JOCTIDKYBAHUMH Tipenaparamu Gyna BUCOKOIO Ta cTabiNbHOK NPOTAroM YChOro
MOCNIDKEHHSA 3 OJTHAKOBUMM 3aranbHUMH Gaiamu.

21. PesyneTaru 6esnexs

OmHaKkoBi 4acTKH y4acHHKIB B 050X Ipynax JliKyBauHs NoBimOMHIK rpo npuHaiimii oauy TP nig uac
NpuifoMy cainoro aocnimxysanoro npenapary (Kpoxu 1 i 2 OBSP). B ofiox rpynax NiKyBaHH:
HIOBIOMITANOCA IPO OHAKOBY YacTOTY He NOB'A3anMX 3 npenaparamu ISR ITP B o6ox rpynax. binbwa
4acTKa pecrioHaeHTiB 3 rpynu CAB nepexany noaii ISR nopisuaso 3 pecnionneHTamy 3 rpynu TDF/FTC.
3a BUHsITKOM ISR, oniHakoBi YacTku yuacHHKIB B 060X rpynax JTiKyBanHs 3a3Hanmu npHHaitmui oaHoro TP
2-ro cryneus abo BuIE.

3arankHUA NiacyMox ycix HeGaxaHux sieuw, OBSP - etanu 1 Ta 2 (6e3neuHa nonynsuin)

CAB TDFIFTC
(N=2281) (N=2285)

n (%) n (%)
Byab-ska [P 2174 (95) 2157 (94)
MNP wo nos'A3aHi 3 nikapckkum 3acobom 1874 (82) 1355 (59)
byab-aki P, 3a BUHATKOM ISR 2143 (94) 2151 (94)




MNP, nos's3aHi 3 NpUAOMOM JlikiB, 3a BUHATKOM ISR 1075 (47) 1134 (50)
ISRMP 1740 (76) 726 (32)
ISR [P, noB'A3aHuii 3 HapkoTUKamMu2 1724( 81) A 652{31)=
Byae-axki NP 8ig 2 ao 5 cTynews 2115 (93) 2107 (92)
[P BiA 2 A0 5 CTynEHsl, NOB'A3aHI 3 HAPKOTMKaMK 1391 (61) 951 (42)
MNP Big 2 g0 5 cTyneHs, 3a BuHATKOM ISR 2092 (92) 2103 (92)
MNP sig 2 no 5 cTyneHs, noB'A3aKi 3 HapKoTUKaMK 3a 871 (38) 900 (39)
BUHATKOM ISR
ISR TP eig 2 10 5 cTynexs? 1022( 48) ~ 139(7) A
[P ISR Big 2 go 5 cryneHs, nos's3aui 3 HapKOTUKaMHK? 1009( 48) 4 121( 6} A
Byae-aki 1P Big 3 Ao 5 cTynews 745 (33) 754 (33)
[P sig 3 po 5 cTynexn, nos's3aHi 3 HapKOTUKAMMU 131 (6) 83 (4)
MNP Big 3 Ao 5 cryneks, 3a suHsTkoM ISR 716 (31) 754 (33)
MNPy i 3 Ao 5 cTyneHn, nos'aA3aHi 3 HapKoTUKamH, 3a 84 (4) 93 (4)
BUKsTKOM ISR
ISRIP gig 3 go 5 crynexs? 54(3) A 0
MP ISR 8ig 3 Ao 5 cTyneHs, Nos'Az3aHi 3 HapKOTUKaMK 54( 3) A 0
MP, wWo npu3BoANTL A0 MPUNUHEHHS NPUACMY 135 (6) 91 (4)
LOCTiAKyBaHoro npenapary
MNP wo noe's3aHi 3 nikapcbkum 3acOGOM, WO MPUIBOAUTL 67 (3) 24(1)
A0 NPUTKHEHHS NPUAOMY JOCTIiFKYBaHOro npenapary
bygb-axe CMNA 108 {5) 104 (5)
CINA wo nor'saai 3 sikapchkvm 3acobom 4 (<1) 3 (<1)
Cmeptensti CNA 4 (<1) 6 (<1)
Cmeprenbhi C5, noB's3aHi 3 HapKoOTUKaMu 0 1(<1)p

b. PT: nopyLueHHa cepyesoro putMy

piBHA JTiNa3H Ta aHaibHa XNamigiiiHa indexuis.

NPUMITKA: LLle opxa cmepTs cTanacs Ha etani 3 (Hoxose nopaHerks B rpyni TDF/FTC).
a. Ny Uit kaTeropii - ue KinbKICTb Y4aCHUKiB, sIki OTPUMANK NpUHaliMHL ofHy iH'eKLto AOCNiAXyBaHOrO Npenapary
(nonynauin Geanekw in'exuif) nvwe Ha Evani 2 (CAB: N=2117, TDF/FTC: N= 2081).

[lepunni ananizu kinuesux Touok Gesnexu Bmouand kitiniuni ITP 2-ro cTyneis a6o Bume Ta
raGoparopi I[P nia 4ac 1-ro Ta 2-ro eranis. ITia 4ac 1-ro Ta 2-ro etanis OBSP 6inbuicTs yyacHukin
MepexHIH nonii, Aki Oynu Biaxeceni ao 2-ro pisus aGo euwe (93% yuacuukis y rpyni CAB ta 92%
yuacuukis y rpyni TDF/FTC). Haitnommpenimeamu ITP (y >10% ywacHukis) 6yau 3HIOKeHHS HHPKOBOTO
kiripency kpeatuuiny (pimwe s rpyni CAB), 6inb y micui in'ekuif (yactime B rpyni CAB), migsumenss
piga kpearurdochoKiHasH B KPOBI, MABUIIEHHS DIBHA KPEATHHIHY B KPOBI, Ha30(apUHTIT, MiABMILEHHS




MepeUHKHKI ananis HeGaxaHuxX ABULY 2-ro cTYneHA aGo Bue (KNiHIYHI Ta naSopaTopHi
BIAXWIEHHS), L0 BUHUKIM WOHAMeH1Ie ¥ 5% yYaCHUKIB B KOXHIM 3 rpymn nikyBaHHa -
kpokxn 1 Ta 2 OBSP (6e3neyHa nonynsuis)

CAB TDFIFTC
(N=2281) (N=2285)
NepeBaxHUit TEPMIH n (%) n (%)
KinskicTe yqacHukis ia Byab-svoi nogieio 2-ro piena abo euwue 2115 (93} 2107 (92)
HM1pKOBWIA KITiPEHC KPEATUHIHY 3HVKEHMIA 1576 (69) 1661 (73)
Binb y micLj BBEAEHHA 1007 (44) 135 (6)
KpeatuHdhocdokiHasa kposi niasuiLeHa 481 (21) 467 (20)
KpeatuHid y KpoBi nigBuLLieHui 376 (16) 424 (19)
HasothapuHrit 294 (13) 271(12)
[igBULIEHHA KinbKoCTi Minas 248 (11) 259 (11)
AHarbHa xnamigiiHa iHdekuin 239 (10) 256 (11)
l'onosHwit 6inb 202 (9) 193 (8)
NigBULLEHHS PIBHA MMIOKO3W KDOBI 198 (9) 121 (5)
[pOKTUT FOHOKOKOBMJA 192 (8) 213 (9)
[igevuienHs piBHA acnapraramiHoTpakctepasit 183 (8) 196 (9)
Cwudinic 182 (8) 191 (8)
IHchekLIis BEPXHIX AMXANEHUX ILINAXIB 176 (8) 169 (7)
MipsuLenHs piBHs anaxiHaMiHoTpanchepasm 155 (7) 191 (8)
Awminasa nigauieqa 147 (6) 167 (7)
Mipekcia 122 (5) 61 (3)
Hiapes 108 (5) 116 (5)
PapuHriT 105 (5) 88 (4)
SHVOKEHHS! PIBHSI TMEOKO3M KPOBI 95 (4) 102 (4)
Pocdop Y KPOBi 3HM3NBCA 88 (4) 108 {5)
MigeuLUeHRs piBHa GinipyGiHy B kpoBi 86 (4) 107 (5)

TpuMiTKa: 3MeHLLEHHS YacToTH 3 rpynu CAB

binbticTs yyachukis rpynu CAB, sxi 3a3uanu [1P, mo, Ha JyMKy Jociinunka, 6y nos's3ai 3
npuiioMom Jikapeskix 3aco6is, manu ISR. Tnaueigyansaumu noSivHuMH edekTaMu, MOB'I3aHUMH 3
[penapataMu, npo AKi NOB{IOMIIALIA HAMGITLIIA YaCTKA YUACKHKIB, GyJIH 3HHKEHHS HHPKOBOTO KIIipeHCy
kpearTutiny B rpymi TDE/FTC (32% yyacHuxkis i 29% yuachukis rpynu CAB) Ta 6inb y Micti in'exwii




rpyni CAB (74% yvacHukie y rpyni CAB i 27% vy rpyni TDF/FTC).

Baranom 10 yuackukip (4 [<1%] y rpyni CAB i 6 [<1%] y rpyni TDF/FTC) noMepau 11ix yac etanis 1 i 2
OBSP, 3 uux 1 y rpyni TDF/FTC (nepepaskuuii TepMiH cepLieBOro po3nany), Ha {yMKy ZOC/iAHHKA, Oy
noB'A3aHKiH 3 NpHifoMOM HaPKOTHUHUX 3aco0iB. BLibIIicTs cMepTeli Oy/H CpHYMHEH] TPABMATHYHUMH
nomiaMu (CAB: PT Bornenansnoro nopaHeHHs, acikcis, Tpasmatiuna kposoteua; TDF/FTC: V 2
[YUACHHKIB - HO’KOBE TIOPAHEHHS, Y 2 - MHOXHHHI TPaBMH, 3a6iii, KPOBOBHIIMB Y MO30K) T4 110 OIHOMY
yUaCHHKY B KOXHiH rpymni - cepiero-cyaunni nogii (CAB: PT cepuieso-nereneBoi HegoctarHocTi (TipK
Mizo3pi Ha NepenosysanHa Metamberaminom); TDF/FTC: I[IT nopywenns cepuesoro putmy). Llle omun
BUIALOK cMepTi ¢cTaeea Ha etani 3 (PT Hoxosoro mopaueHus) y rpyni TDF/FTC.

Yacrota I1P, 1o NpH3BOAWIN 10 BIAMIHM AOCHIIKYBAHOTO [IpENapary,

CIL Ta neransamx BHUNagkie Oysia nuzpKoi0 B 060X rpynax nikysands. Yactka ydacuukis i3 CIT5, mo
MPH3BENH O NPHIMHEHHSA IPHHOMY HOC/IKYBAHOTO MMpenaparty, Oyna HU3LKO B 060X rpynax
nikyBaHHs. 3araioM, 3a BuHsTKoM ISR y rpyni nixysanna CAB, mbx rpynaMu JikyBaHHs He 6yJ10
BUSBIEHO JKOOHHX TSHIEHLITH.

Ak 1 ouiKyBanocs NpH 3acToCyBaHHI NMapeHTepaNbHHX NiKapchkuX GopM, mia 9ac dasu in'ekuiil yacTo
noeigomssocs npo [SR. 3aXBopIoBaHicTs i TAKKICTb 3 wacoM 3MeHnminnca. ISR nmoizomnsanocs
qactiwe B rpyni CAB nopieasno 3 rpynoto TDF/FTC. Bineiicts 3 Hux Gynu 1-ro Ta 2-ro cTyneHis i
BBaXKANHCS JOCIIIHHKOM MOB'A3aHUMH 3 JOCTIUKYBaHHM NIPENapaToM, aje JKOAHA 3 HHX He Oyna
3apeecTpoBaHa Ak cepiosHa. 3aranom y 47 (2%) yuacHukis rpymu CAB eunuinn ISR, ki npussens no
MPUNMHEHHA NPHIOMY AOCHAMXYBAHOTO fIpenapary.

KinpkicTe yuacHHKiB, Y AKHX crioctepiranaca renatotokcuynicts AES], 6yna 36anancosanolo B 060x
rpynax nikysanns (8 8 CAB i 8 B TDF/FTC). XozeH 3 HHX He BBaXKaBCA MOB'A3aHHM 3 HAPKOTHKAMHM 260
CEPHO3HIM.

He 0yno BUABNIEHO #0HIX NOGIYHMX edekTiB 3 GOKY MeuiHKH, AKi 6 BUKIIMKANM 10JaTKOBE
3aHEMOKOCHHA 10K0 Oeanexu. 3 78 yuacHHKIB, Y AKHX CTIOCTEPITANHCA BHIIAAKH BIMIHU AOCTIUKYBaHOTO
npenapary, NoB's13aHi 3 nediHkoto, 14 yyacuukis, aki orpumysanu CAB, Gynu ouineni HHAC ax
"Biporigui" DILI (n=5) abo "moxomuei" DILI (n=9). [T'sTHaguaTs yyacHHKis, ski orpumysanu TDF/FTC,
Oyan onineni HHAC ax "fimoripui" DILI (0=2) a60 "moxumsi" DILI (n=13).

Hacrka yqacHHKIB 3 HEPBOBO-ICHXIMHMMH po3iafgamy Gyna noaiGHow B 060X rpynax JiKyBaHHS.
Hepropo-nicuxiarpruni AESI, mo BunHKanu y >1% ydacuukis, 6ynu AESI 3 posnagamu cay (rpyna
CAB): 10% i rpyna TDF/FTC: 11%), AESI metipecii (5% B o6ox rpymnax) i AESI tpusory (4% B 060x

rpynax). Yci inwi vefiponcuxiatpuuni AESI BHHEKNM B <1% yuacHHKIB.




Ormsin AESI cynom i cynomuux Hanagis ta PT paGmomionisy i NAaHKPEATHTY, a TAKOXK OLiHKA QyHKL{T
HUPOK He BUABMIM AHcOanaHCy B KilbkocTi 260 nponopuii yuacHukis 3 muMu AESI. He Gyno Buseneno
KIIHIYHO 3Hadyworo emikBy CAB Ha na6opaTopHi nokasHHKN KpeaTUHIHY abo WIIPEHCY KPeaTHHIHY.

22. BHCHOBOK (3aKNTIOUEHHS)

EdexTHBHICTE

Hani edexruprocti HPTN 083 reMoHCTPYOTS XITIHIYHO 3HAUYLIMI TA CTATHCTHUHO JIOCTOBIDHHIA BILUTHE
Ha npodinaxtuky ingikysanus BIJT cepen MSM ta TGW:

Cxema PrEP, mo mictute CAB LA y mosi koxui 2 micau, nepesepirye (p=0,0005) woxenumii
nepopanshuii npuitom TDF/FTC y 3anobirani indikyeannio BIJI-1 cepen MSM ta TGW y
TPYNax pU3UKY.

3 52 sunazkie BIJI-indexuil, wo cranmics ua etanax 1 i 2, 13 ctanucs 8 rpyni CAB (pieens
3axsoproaHocTi 0,40 Ha 100 PY) i 39 - B rpyni TDF/FTC (pisens 3axsopiosasocti 1,22 na 100
PY).

Iicns kopurysauHa Ha MOTEHLIHHY NOXHOKY Yepes AOCTPOKOBE NPHIHHEHHA JOCHiDKeHHA
TIEPBHHHUIA aHAN3 IPOJEMOHCTPYBAB 3HIKEHHS PH3UKY iHdikysauus BIJI-1 ua 66,0% y rpymi
CAB nopisnauo 3 rpynoto TDF/FTC. Cunbhuit edexr nikysatus, wo cnocrepirascsa B
MepBHMHHOMY aHANiSi, BIIMOBiNae BHCOKOMY PIBHIO 3axHcTy Bif iHdikypanda BLI-] Ipy
sacrocyranti CAB LA.

BinxocHi nokasuuxu inikysanna BIJI-1 wa Erani 2 ignosinanu 3arajibHOMY edeKTy JiKyBaHHs
Ha ETanax 1 i 2, AeMOHCTpYIOUH MEHILy KinbKicTh BHMaaKis indixysanus BLJI-1 y rpyni CAB
nopisHaAHO 3 rpynoto TDF/FTC.

Y nonynsauii EgextuBHocTi iH'exuiiiunx nporpam 2-ro etarmy 3 uensyporo OBSP criocrepiranocs
SHHXKEHHA DiBHA 3axBopiosaHocTi ua BIJI-1 y rpyni CAB Ha 83,6% nopisHsuo 3 IPYIIoIo
TDEF/FTC.

3aranbHuii pisens indikysanus BUI B ycix npoananizosanux Mixrpynax, BKIIOYAIONH KITIOUOR]
niarpynu (TGW, sik <30 pokis, appoamepuranceki MSM ta TGW), binosinas 3araJbHOMY
CIIOCTEPEXYBAHOMY e(EKTy JiKYBaHHS, TEMOHCTPYFOUH [T BCIX MIATPYN HIDKWHIL piBeHb
inixysanna BUI-1 B yuacHukis, pangomizosanux o rpymu CAB, MOpiBHAHO 3 y4ACHHKAMH,
paunoMizoBaHMMH 4o rpyne TDEF/FTC.




besnexa

* Cxema CAB PrEP zaranom no6pe nepeHocunacs 3 auanoriguoro yacrorowo [P y TIOPIBHAHHI 3
rpynoto TDF/FTC, 3a punaTkom 6insLioi yactotd [P y rpyni CAB.

¢ B ofox rpynax nosizomnsuiocs npo CITS 3 oanakoBow0 4acTOTON0, B TOMY uHcni fpo CITA,
MOB'A3aHi 3 NPHAOMOM HAPKOTHKIB.

* [licna suxmodenus ISR, npo ITP, ITP 2-5 crynenis, [1P, nos'asani 3 npuitomom JIIKapChKHX
3acobis, Ta [P, mo npu3Beny Jo NPUNHHEHHS MPHHOMY JOC/iIKYBAHOrO npenapary,
NOBIAOMIISUTOCA 3 OAHAKOBOK HACTOTOIO B 060X Irpynax NaiieHTiB, Aki npuiiMamn CAB ta
TDF/FTC.

* 3aranom, in'exuii CAB nobpe nepenocunucs. [Mo6iuni peakuii, Ak npasuio, Gyau gerkumu (i-2
CTYNeHi) Ta KOPOTKOYACHHMH | NPH3BOMMIM 10 HE3HAYHOT KITBKOCTI BUNAAKIE BIAMIHK
JOCNIKYBaHHMX NTPeraparis.

* Y upOMY JIOCHIIDKEHH] crocTepiranacs BUINA HacToTa nipekcii B rpymi CAB nopiBHsHO 3 Ipynow
TDF/FTC.

* 3aranom, <1% B o6ox rpynax nikysanus (CAB: 21 yuachux; TDF/FTC: 5 YHACHUKIB) MEPEIKUH
MeukamenTosHui [IP Mianrii. binewicts noe'ssanux 3 npenaparom noxiit v rpyni CAB cranues
B TOH camuii JeHe a60 HeB1oB3i micna [P Gomo B Micii BBeIeHHS iH €Ki

» B ofox rpynax He 6y1o 3apeectpopano xoanux sunanxis CILS DILI. 3 ycix Bunagxis siaMinu
IOCNIDKYBAHOTO TIPENAapaTy, MOB'I3aHHX 3 NIeyiHKoo, onineHHx HHAC, MOPIBHAHHA KUTBKICTh
X noaidt 6yna ouinena ax iiMosipsa aGo moxumea DILI y Beix rpynax gikysaHms,

* Cepen HSR AESI sxonua ue 6yna cepiiosnoio B xonuii 3 rpyn. Y rpyni CAB xocninsux He
BUSBHB JKOAHOro nop'asauoro 3 HSR AESI, a B rpyni TDF/FTC - 02HOro nos's3aHoro 3 HuM.

® 3aranom, yacTKa yYaCHHKIB, y IKHX BHHHH BucunHi AES], sknrouatoun nogii, nos'ssaui 3
MPHAOMOM JIIKIB, Ta MOAIL, 110 NPH3BENH A0 IPHITMHEHHS NPHIOMY JOCTIMKYBaHHX [peraparis,
Oyna HU3bKOIO i 30€6ibIoro Mana ctymids | aGo 2 32 IHTEHCHBHICTIO.

* 3GinbLieHHs MeliaHH MacH Tina Bij BUXinHOro piBHA BiIOy0CA B 060X rpymax MiKysamss Ha 153-
My Tiokui, CAB: 2,9 (-0,2; 7,5) kr Ta TDF/FTC: 0,7(-2,0, 6,4) xr. Cepenniii npupicT Baru Gys
cTabLILHAM [POTArOM ycboro nepiony npuiiomy CAB i cnoctepirascs nics JPYrora poky
nputiomy TDF/FTC.

* [lopiBHsHHA 9acTKa Y4aCHHKIB y BeiX Ipyriax JiKyBaHHS IOBinOMMIA [IPO HEPROBO-TICHXIYHI
ABWING, BiiIouatodn aenpecito AESI (5%), tpurory AESI (4%), Gesconns PT (6%), aHoMaNbHi
cuoBunineg PT (3%), a Takox cyiunpansni gymxu (<1%) i cyluugaisHi crnpobu (<1%) y




nocnimxenni HPTN 083. Le ciocrepesxeHHs y3romKyeTses 3 MOBIAOMISHHAMY PO HEePBOBO-
ncuxivni [TP, Taki sk nenpecis, cyfimaanbui 1yMKkd Ta cipobu camory6eTea, Ge3conHs i TPHBOra
B rpynax rnauebo B ocHOBHHX Jocnimkennax PrEP TDF/FTC.

¢ Xova Npo MiABHIIEHHS PiBHA MNIOKO3Y B KPOBI MOBIROMIANOCH y GLNBWIOT YacTKH Y4acHHKIB
rpynu CAB, Binnosizxi aGoparopHi MoKasHKKK He BKA3YiOTh Ha TEHICHI(IO A0 Tilepriikemii.
Kpim Toro, nosinomnenns npo ITP iHIIKX BIAMOBITHUX TEPMIHIB HE BKA3YIOTH Ha TEHAEHILIO 10
rinepriikemii abo aiaGery.

* Ornan AESI cynom i cynomuux Hananis Ta PT pabnomionisy i naukpeatuTy, a Takosx owitka
(YHKUIT HUPOK He BUABMIM AucbanaHcy B xinbkocti aBo nponopLii yuacHukis 3 uumn AESL. He
Oyno BusBeHo KNiHiYHO 3Hauymoro BtHBy CAB Ha nabopaTopHi MOKa3HUKH KpeaTuHiny abo
KJIpEHCY KPeaTHHIHY.

¢ 3araom, y4aCHHKH JOCIiKeHHA Ao6pe nepenocunu CAB PrEP.

PapMakoxkiHeTHKA

* CAB LA Q8W 3alesneuye uinsosi konuentpauii CAB y mnazmi KPOBI, fKi, 32 IpOrHo3amu,
3abesnedytors saxuct Bin BUI-indexuii 3 pisuem cepoxonsepcii 0,27%/100PY, mo BindysaeThes
nia vac iH'exuiiinol Qasn nocaimxenHs.

* ¥ marpyni 3pa3skis, OTPUMAHMX Bil NOMEPeAHEO BiAiGpaHHX yuacHHKIB, He Byno BuABNEHO
KNHIYHO 3HAYYTIMX BinMisHOCTeH y koHUenTpauii CAB y nnasmi xpoBi Miz MSM,
BXKHBAHHAMEropMoHiB TGW, yuacuukamu sikom <25 pokie abo 3a perioHoM.

* 37339 punankie cepokousepcii B rpyni TDF/FTC moxkHa HOACHHTH HU3bKOK NPUXWILHICTIO 20
NiKyBaHHA HA OCHOBI T1a3MoBKX KoHueHTpauiii TFV ta BHYTPiLIHbOCPHTPOLMTAPHHX
koHUeHTpauiit TFV-DP

¢ 3aranbHa NpUXHABLHICTE 10 AikyeaHHs y rpyni TDF/FTC 6yna BHILOI, Hid ouikyBanocs (84%>4
NO3H/TIKIEHD Ha OCHOBI TUTasmoBoro TFV i 73%>4 nosw/TexeHs Ha OCHOBI
BHYTPilIHBOEPHTPOUHTAPHIX KoHUeHTpauii TFV-DP)

{Pesucrenrnicts BLI 10 gikapenknx 3acobis

* JKogen 3 2 yuacnukin nporpamu CAB, sxi 6y iHpikosani 10 3apaxyBsanHs, He Mas MyTaLii
pesucTentrHoCTi 10 INSTI min wac nepuroro Bipemiuxoro BizuTy.

* V¥ koaHoro 3 5 yyacHHkis, axi Gynu iudikopani micns Tpusanoi nepepru B npuiiomi CAB, He Oyno
MyTauiif peauctentHocTi go INSTI.

» JBoe 3 3 yuacHHKIB, ki Oyau iHdikoBayi Mix vac nepopaabHOro BBENEHHS, MATH MyTanii




Pe3y1bTaTH Npo siKi OBLIOMJISE NAMICHT

pesuctenTHocTi 1o INSTI nin yac nepuioro Bipemiusoro BisuTy.

Onun 3 5 yuacHukis, aki Oyu iHdikopani, He3paxatoun Ha perynspi in'ekuii CAB, maB MyTauii
pesucrentHocTi 10 INSTI nin yac nepioro Bipemiuxoro Bisuty. JIBoe 3 ux S yyacHuKiB He
MaJTH BIPEMIYHOrO Bi3UTY i He OVIM OLlIHEH] HA PE3UCTEHTHICTD.

YHorupu 3 39 yyacuukis 3 indexuicio B rpyni TDF/FTC manu MyTauii pesucrentHocti 5o NRTI.
Tpoe 3 4-x Takox Manu MyTauii pesuctenTHocti 10 NNRTI, wo, iiMoBipHo, BinoGpaskae nepesiany
PE3HCTEHTHICTB JI0 Mpenaparis.

Xoua 6inb y micui in'ekuii 6yB 6inbw nownpennm y rpyni CAB, yuacHHK#H BiJ4YBaIH BUCOKHH
PiBEHb 3ara/ibHOrO 3a/I0BOJIGHHS Bi/l BAKOPHCTAHHS iH'eKILHUX Npenaparis MPOJIOHrOBAHOI Ail,
NPH LLOMY BaXTHMBUMH (aktopamu OyIiH 3pyHHICT, FHYUYKICTE, POCTOTA BUKOPHCTAHHS TA

PO3CYIHBICTb.

3a10BONEHICTh 1OC/TIUKYBAHHM MPENapaToM OLIHIOBATH CAMOCTIHHO 32 0MOMOroH0
onurysanbHukie SMSQs ta SMSQc. B 060x rpynax nikyBaHHs 3araibHa 3a10BONEHICTb
AOCITIDKY BAHUM MpenapaToM Gy1a BUCOKOIO | 3alIHIIANACH HE3MIHHOIO MPOTATOM YCbOro
JIOCITIDKEHHS.

3asgBHUK (BIACHUK PEECTPaLiHHOrO MOCBIA4EHH:)

(nianmuc)

Kapen I'peiirkep (Karen Grainger)
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Study ID-201739

1. Name of medicinal product (registration certificate No, if available )JAPRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Priory Street, Ware, SG12 0DJ

United Kingdom

Primary and secondary packaging, Quality control and Batch release
Glaxo Wellcome S.A.

Avda. de Extremadura, 3, Pol. Ind.
Allendeduero, 09400 Aranda de Duero
Burgos, Spain

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 3 Double Blind Safety and Efficacy Study of Long-Acting Injectable
Cabotegravir Compared to Daily Oral TDF/FTC for Pre-Exposure Prophylaxis in
HIV-Uninfected Women (HPTN 084)

Study 201739 (HPTN 084)

6. Phase of clinical trial

Phase 3

7. Period of clinical trial

from [27November2017] - [05November2020]

8. Countries, where clinical trial has been conducted

Botswana, Kenya, Malawi, South Africa, eSwatini [formerly Swaziland], Uganda, and
Zimbabwe

9. Number of trial subjects planned: 3128
actual: 3224
10. Main purpose and secondary objectives of CT Primary

* Efficacy: To evaluate the relative efficacy of oral Cabotegravir/Cabotegravir
long-acting injectable, extended release suspension for injection (CAB/CAB

LA) (oral run-in and injections, Steps 1 and 2) vs. daily oral Tenofovir




Disoproxil Fumarate/Emtricitabine (TDF/FTC) for human immunodeficiency
virus (HIV) prevention (Steps 1 and 2).

Safety: To evaluate the relative safety of oral CAB/CAB LA (oral run-in and
injections, Steps 1 and 2) vs. daily oral TDF/FTC for HIV prevention (Steps 1
and 2).

Secondary

To compare HIV incidence among participants receiving oral CAB/CAB LA
vs. daily oral TDE/FTC (Steps 1, 2 and 3).

To evaluate relative efficacy of oral CAB/CAB LA vs. oral TDF/FTC in
subgroups defined by the baseline factors of: age, herpes simplex virus-2
(HSV-2) serostatus®, contraceptive method*, and body mass index (BMI).

To describe and model the relationship between HIV incidence and drug
concentration, within each arm.

To describe the distribution and correlates of drug concentration, within each
arm.

To compare the acceptability of and preferences for CAB LA vs. oral
TDF/FTC.

*NOTE: HSV-2 serostatus and contraceptive method subgroup efficacy analyses are
outside the scope of this clinical study report (CSR) and will be the subject of a
separate reporting effort,

Tertiary

To estimate sexual risk behaviors, as measured by self-report and rates of
incident sexually transmitted infections (STIs).

To compare Grade 22 adverse event (AE) rates in women with baseline BMI
<> 25 kg/m?, within each study arm*.

To compare differences in weight gain and BMI, by arm.




* To compare pregnancy incidence and outcomes between arms.

* To evaluate rates of HIV drug resistance among participants who acquire HIV
infection during the study among participants receiving oral CAB/CAB LA vs.
oral TDF/FTC.

» To determine plasma concentrations of depot medroxyprogesterone acetate
(DMPA), norethisterone enanthate (NET-EN) or etonogestrel when co-
administered for contraception with study products (TDF/FTC or CAB LA)*.

*NOTE: These analyses are outside the scope of the CSR and will be the subject of a
separate reporting effort.

11. Clinical trial design

This is an ongoing Phase 3 randomized, multi-site, 2-arm, double-blind study of the
safety and efficacy of CAB LA vs. TDF/FTC for prevention of HIV-acquisition in
HIV-uninfected women in Sub-Saharan Africa (SSA).

For each participant, informed consent was obtained before any study procedures were
initiated, including any Screening assessments. Screening procedures may have
occurred over 1 or more visits. Enrollment must have occurred within 45 days of
specimen collection (except for HIV viral load, which must have been collected and
results obtained within 14 days of enrollment) for the clinical and laboratory
evaluation and procedures.

Eligible participants were randomized 1:1 to 1 of 2 arms and moved through the
following steps (active drugs are shown in bold text):

Step 1 — Oral Run-in Phase

o Arm A — Daily oral CAB and oral TDF/FTC placebo for up to 5 weeks* plus
an HIV prevention package including behavioral risk reduction and adherence
counseling and offer of condoms.

*NOTE: Five weeks of oral CAB was supplied to monitor tolerability and safety over
4 weeks prior to injection administration and to allow for any delays in testing results.

e Arm B — Daily TDF/ETC and oral CAB placebo for up to 5 weeks plus an




HIV prevention package including behavioral risk reduction and adherence
counseling and offer of condoms.

Any participant who became HIV-infected during Step 1 permanently discontinued
study product, was terminated from the study, and referred for HIV-related care.

Participants who had a first positive pregnancy test during Step 1 (Week 2 or Week 4)
may have transitioned to Step 2 if subsequent pregnancy testing done 4 weeks after the
initial positive pregnancy test determined that the participant was not pregnant and all
other safety requirements for transition to Step 2 were met.

Step 2 - Injection Phase

e Arm A — Injections of CAB LA at 2 time points 4 weeks apart and every
8 weeks thereafter and daily oral TDF/FTC placebo beginning at Week 5 plus
an HIV prevention package including behavioral risk reduction and adherence
counseling and offer of condoms. Injections consisted of 600 mg of CAB LA
administered as one 3 mL IM injection.

e Arm B — Daily oral TDF/FTC and IM placebo (matching vehicle, identical
volume as active injectable product in Arm A) beginning at Week 5 plus an
HIV prevention package including behavioral risk reduction and adherence
counseling and offer of condoms.

Step 2 was intended to continue until the required number of endpoints (114) was
reached, estimated to be 81 weeks after enrolling the last participant, or until a
stopping boundary was crossed.

Participants who prematurely discontinued study product during Step 2 for any reason
other than HIV infection were transitioned to open label TDF/FTC for 48 weeks
during Step 2 follow-up and then retained in annual testing for the duration of Steps 2
and 3 (see below for a description of Step 3).

Any participant who became HIV-infected during Step 2 permanently discontinued
study product, was referred for care, and was followed at quarterly intervals for
approximately 48 weeks.




Confirmed Pregnancies

Participants with a positive pregnancy test required confirmation of pregnancy at a
subsequent visit at least four weeks later. All pregnant participants with a confirmed
positive pregnancy test (four weeks after the initial pregnancy test) were unblinded
and followed by the study every 12 weeks. Regardless of the randomization
assignment or point in the study, all pregnant participants were to be placed on open-
label TDF/FTC at the first positive pregnancy test visit and if confirmed for the
duration of the pregnancy and breastfeeding. No participant with a positive pregnancy
test was to be administered CAB, CAB LA, or CAB LA placebo.

Once pregnancy outcome was reached, if the participant was not breastfeeding, she
could resume unblinded study product and visits according to the SOE. Should a
participant who delivered a child during the study elect to breastfeed, she continued
open-label TDF/FTC and was followed per the SOE. Once the participant finished
breastfeeding, she could resume study product and visits according to the SOE.
[Unblinded participants had the option to return to open-label study product in their
original randomization arm (either CAB LA or oral TDF/FTC).

Lapses or Discontinuations of Long-Acting Contraception (LARC)

[n the event of a lapse in contraception or where evidence of contraception could not
be provided, participants were provided with open-label TDF/FTC for up to 4 weeks
while pregnancy testing was performed and pregnancy excluded. Participants could
resume blinded study product once pregnancy was excluded on one or more pregnancy
tests.

Participants who discontinued long-acting contraception and with the potential to
conceive were placed on open-label TDF/FTC for the period that they were not on
LARC for up to 48 weeks or through conception and breastfeeding. Participants who
resumed long-acting contraception after a study product interruption and who did not
experience a confirmed pregnancy during that period could resume blinded study
product (per original randomization) following documentation of a negative pregnancy
test, and where all other standard visit criteria were met.




Step 3 - Follow-up Phase*

e Arms A and B — Open-label daily TDF/ETC (in order to cover the PK tail for
Arm A participants) was provided no later than 8 weeks after the last injection
visit, for up to 48 weeks plus an HIV prevention package including behavioral
risk reduction and adherence counseling, and offer of condoms.

*NOTE: The study was designed to include a Step 3 after the required number of
incident HIV infections had been reached. After completion of Step 3, all participants
were to be transitioned to local HIV prevention services. However, due to meeting
pre-specified stopping criteria for superiority of CAB LA to TDF/FTC, the blinded,
randomized portion of the study was stopped early, at which time no participant had
been transitioned to protocol-planned Step 3. This study is ongoing in the open-label
extension phase.

12. Main inclusion criteria

Key inclusion criteria included female at birth, 18 years to 45 years of age at the time
of screening, willing and able to provide informed consent, willing and able to
undergo all required study procedures, nonreactive/negative HIV test results at
Screening and Enrollment, sexually active (i.e., vaginal intercourse on a minimum of
two separate days in the 30 days prior to screening), score of 25 using a modified
[VOICE risk score, and no plans to re-locate or travel away from the site for >8
consecutive weeks during study participation. Participants must have been in good
health, as evidenced by: calculated creatinine clearance >60 ml./minute, hepatitis B
virus (HBV) surface antigen (HBsAg) negative and accepts vaccination, alanine
aminotransferase <2 times the upper limit of normal (ULN), total bilirubin <2.5 times
[ULN, hepatitis C virus (HCV) antibody negative, not pregnant, no medical condition
that could interfere with the conduct of the study, and no alcohol or substance use that
would interfere with the conduct of the study.

[f the participant was of reproductive potential (defined as pre-menopausal women
who have not had a sterilization procedure per self-report, such as a hysterectomy,
bilateral oophorectomy, tubal ligation, or salpingectomy), they must have a negative
beta human chorionic gonadotropin (B-HCG) pregnancy test (sensitivity of

<25 mIU/mL) performed (and results known) on the same day as and before initiating
the protocol-specified study product(s) at Enrollment. The participant must have




documented evidence of surgical sterilization, OR documented evidence of no uterus
(e.g., hysterectomy), OR must agree to use a reliable form of long acting
contraception, during the trial and for 52 weeks after stopping the long-acting
injectable, or 30 days after stopping oral study product, from the list: intrauterine
device (IUD) or intrauterine system (IUS) that meets <1% failure rate as stated in the
product label, hormone-based contraceptive that meets <1% failure rate when used
consistently and correctly as stated in the product label (implants or injectables only;
this excluded combined oral contraception).

13. Investigational medicinal product, mode of administration and Study Drug Formulation and Route of Batch Numbers of Allocated
strength Administration Study Drug
CAB Oral 30 mg tablet 162401102
Oral 182407622
182409765
182416110
CAB LA 200 mg/mL 162400223
Injectable suspension 172406227
182409720
182408222
182412298
192413900
192413897
202418025
14. Reference product, dose, mode of administration and strength Study Drug Formulation and Route of Batch Numbers of Allocated
Administration Study Drug
Placebo to match Oral Placebo to match Oral CAB | 172402358
CAB tablet tablet 182412417
Placebo CAB injectable Intralipid 20% fat emulsion NA

suspension




TDF/FTC Oral TDF 300 mg/FTC 200 mg V1611B1
tablet V1702B1
Oral "V712B1
V171481
V180581
V1807B1
V181081
VSPZ
B304020D
B311070D
B403462
B409371
B415875
B417967
B427427
B427428 1
6133702
Placebo to match Oral Placebo to match Oral V160981 ‘
TDF/FTC tablet TDF/FTC tablet V1701B1 i
|
|
|
!
|

V170381
V170981
V180681
V180881
V130981

15. Concomitant therapy Permitted medications: 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
CRFs.




16. Criteria for evaluation efficacy/PK

Primary:
o Efficacy endpoint: Number of documented incident HIV infections in Steps 1
and 2
Secondary:

e Number of documented incident HIV infections in Steps 1, 2, and 3

e Number of documented incident HIV infections in participants in subgroups
broken down by Baseline age, HSV-2 status*, contraceptive use method*, and
BMI <25 kg/m2**

e Plasma concentrations of CAB in participants randomized to CAB/CAB LA

o Plasma and Dried blood spot (DBS) concentrations of TFV/TFV-DP ina
subset of participants randomized to TDF/FTC

e Survey of attitudes and willingness to use CAB LA and TDE/FTC
*NOTE: HSV-2 serostatus and contraceptive method subgroup efficacy analyses are
outside the scope of this CSR and will be the subject of a separate reporting effort.

**NOTE: BMI cut-off was modified from </>25 kg/m2 in the Protocol to
</230 kg/m? in the SAP. This change was made to be consistent with the analysis and
reporting of the HPTN 083 Study.

17. Criteria for evaluation safety

Primary

¢ Grade 2 or higher clinical and laboratory AEs

18. Statistical methods

A sample size of at least 3128 participants was planned to show superiority for the
primary endpoint.

Primary Efficacy Analysis:

A modified ITT was used as the primary assessment for the efficacy comparison.

Thus, any participant determined to be HIV infected prior to randomization was




omitted from the analysis. The HIV incidence rate was calculated as the total number
of participants with confirmed incident HIV infection during study follow-up of Step 1
and Step 2 (through the termination of the blinded portion of the trial) divided by the
person-years accumulated in each arm. 95% confidence intervals (Cls) were
calculated.

Cumulative incidence over follow-up for each arm was computed using product limit
estimates and plotted with 95% Cls.

Treatment efficacy was estimated as treatment effect (TE)=1 - HR. The hazard ratio
(HR) comparing CAB LA vs. TDF/FTC and 95% CIs was estimated using a Cox
proportional hazards model with treatment arm as the only covariate, stratified by site
using data from Steps 1 and 2, cutting the data at the time the blinded portion of the
trial was stopped. The hypothesis Ho: HR = 1.0 versus Ha: HR # 1.0 using o = 0.05
was tested. If the number of events was small (<40) then the p-value was confirmed
using a permutation test based on 100,000 random permutations of the treatment
assignments; if there was a meaningful difference between the permutation and
asymptotic procedures, the permutation p-value was used.

Primary Safety Analysis:

The primary pre-specified safety comparison between arms was based on all AEs with
maximum grade >2. The reporting of safety data was descriptive and included all
participants who received at least one dose of investigational product.

For Safety On-Blinded-Study-Product (OBSP) analysis, adverse event follow-up was
censored after the last injection before a termination or a permanent product
discontinuation regardless of any delays in injections. If termination or a permanent
product discontinuation occurred prior to their first injection, the participant’s follow-
up time was censored at the termination or permanent product discontinuation date +1
day. If termination or a permanent product discontinuation occurred after the first
injection, the participants follow-up time was censored 6 weeks after the Week 5
injection, if that was the last injection, or 10 weeks after the last injection for
subsequent injections.




Analysis populations are listed below.

Population Definition / Criteria

Randomized Population | e  All participants who were randomized.

Intent-to-treat (ITT) « All participants who were randomized, excluding those who
were inappropriately enrolled.

miTT » The ITT population, excluding those who were found to be

HIV infected at randomization.

Per Protocol (PP}

¢ The mlTT population excluding all participants with protocol
violations that were judged to be exclusionary from the per-
profocol population.

pharmacokinetics (PK)
CAB Concentration
Population

Injection (Step 2) e The m[TT population who received at least 1 injection and
Efficacy Population were uninfected at the time of the first injection.
Analysis period: Follow-up time will include primary analysis
study time from the time of the first injection through the
completion of the blinded injection phase of study follow-up.
Safety o AllITT participants who received at least 1 dose of oral or
injectable product.
Injection (Step 2) Safety | e All Safety Population participants who received at least 1
Population injection during Step 2.
Longitudinal A longitudinal evaluation of CAB PK in the CAB group was

conducted in 150 participants who received alf injections up

through Week 57, selected with the following regional distribution

o 40% cisgender women <25 years of age at enroliment

» 40% cisgender women between 25 and 30 years of age at
enrolment

o 20% cisgender women = (greater than or equal to) 30 years
of age at enrollment

This population was used for the CAB concentration listing and to

enhance the population represented in the global modelling of

CAB-LA PK.

TDF/FTC Adherence
Population

o Cohort of approximately 400 participants randomly selected
at Baseline from the oral TDF/FTC group.




Pregnancy Population .

All participants who had a positive pregnancy test result

while on treatment

Population

Confirmed Pregnancy .

All participants who had a positive pregnancy test result
while on treatment that was followed by a positive
confirmatory test result at least 4 weeks later or confirmation
by another method (e.g., ultrasound, full- or pre-term live
birth or investigator assessment consistent with active

pregnancy).

Seroconverters .

Primary Seroconverter Population - All ITT participants who
were HiV-uninfected at randomization and acquired HIV

infection during the primary analysis follow-up.

Infected at Enrollment Seroconverter Population - All ITT
participants who were determined to be HIV-infected at

randomization.

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

Participant Demographics (Randomized Population)

Demographic characteristics were generally similar between treatment groups. The

majority of participants were Black, <35 years of age, and had a screening modified
VOICE risk score of 25. Just over half of participants had a main or primary partner
and the majority had some secondary schooling.

Demographic Characteristic (NS%B‘] 4 .(rh?ﬂg:[rg;
Age (years), n
Mean (SD) 26.0 (5.7) 26.0 (5.8)
Median 25.0 250
Minimum, maximum 18, 44 18, 45
18 to 25 age group 929 (58) 921 (57)
26 to 35 age group 547 (34) 554 (34)
36 to 45 age group 138 (9) 135 (8)
<25 age group 800 (50) 794 (49)
Modified VOICE Risk Score at Screening, n (%)
<6 327 (20) 345 (21)
=5 1287 (80) 1265 (79)




_Race, n (%)

Asian 2 (1) 3 (<1)
Black or African American? 1612 (>99) 1606 {>99)
White 0 {0) 1 (<1}
Ethnicity, n (%)
Not Hispanic or Latino 1614 (100) 1610 (100)
Sex Assigned at Birth
Male 0 0
Female 1614 (100) 1610 {100)
Self-ldentified Gender
Male 0 3 (<1)
Female 1612 (>99) 1607 (>99)
Transgender Male {female fo male) ~2(<1) 0
Marital Stafus
Married/Civil Union/Legal Partnership 169 (10) 174 (1)
Living with Primary or Main Partner 106 (7) 118 (7)
Have Primary or Main Partner, Not Living Together 869 (54) 860 (53)
Single/Divorced/Widowed 465 (29) 454 (28)
Other 5 (<1) 4 (<1)
Employment status
Full-time Employment 236 (15) 220 (14)
Part-time Employment 215(13) 207 (13)
Not Employed 1163 (72) 1183 (73)
Highest Education
No Schooling 20 (1) 12 (1)
Primary School 251 (16) 255 (16)
Secondary School 1154 (71) 1182 (73)
Technical Training 48 (3 41 (3)
College/University or Higher 141 {9) 120 (7)
BMI (kg/m?)
Mean {SD) 27 (6.2) 27 (5.9)
Median 25.7 25.6
Minimum, maximum 16.4, 54.3 15.0,51.3
<30 1149 (71) 1180 (73)
>30 465 (29) 430 (27)




a. Black or African American is an FDA race category. There were no African American participants in this
study.

20. Efficacy/PK/ HIV drug resistance/patient-reported outcomes
results

Efficacy:

The primary efficacy analysis demonstrated that the PrEP regimen of CAB LA dosed
every 2 months is superior (p<0.0001) to the daily oral regimen of TDF/FTC in
preventing acquisition of HIV-1 infection based on the rate of incident HIV-1
infections in Steps 1 and 2. The hazard ratio of 0.11 (95% CI: 0.04, 0.31) in the
analysis indicates an 89% reduction in the incidence of HIV infections for participants
randomized to receive CAB compared with participants randomized to receive
TDF/FTC.

Consistent with the outcome of the primary efficacy analysis, the supportive analysis
with OBSP (on blinded study product) censoring of the Injection Step 2 Efficacy
[Population demonstrated that the CAB regimen was superior (p=0.0034) to the
TDF/FTC regimen for the prevention of HIV acquisition in Step 2; this analysis only
includes participants who initiated injections. The hazard ratio of 0.05 (95% CI: 0.01,
0.37) in this analysis indicates an 95% reduction in the incidence of HIV infections for
the CAB group compared with the TDF/FTC group while participants remained on
blinded injection study product.

Summary of Cox Proportional Hazards Regression Model for Time-to-Infection

CAB TDF/FTC Hazard Ratio Supetiority
{95% Cl)2 p-value
miITT Population®
n 1614 1610 |
Cox regression
0.11
<0.0001
Number of participants 4 36 é[.)m’ 0.‘31)
infected ias-adjusted, cogrected for early
stopping®
0.12
(0.05,031) <0.0001
Person-years 1961 1946




Incidence rate (per

100 person-years [PY]) 020 1.85

85% ClI for incidence rated (per

100 PY) 0.06, 0.52 | 1.30, 2.56

Injection Step 2 Efficacy Population (On Blinded Study Product)

n 1495 1494

Number of participants 1e 20 0.05 0.0034

infected {0.01,0.37)

Person-years 1413 1431 |
Incidence rate {per 100 PY) 0.07 1.40 |
95% Cl for incidence rate? (per | 0.00, 0.32 | 0.85, 2.16 ‘
100 PY) |

Note: The p-values are two-sided.

a. Hazard ratio <1.0 indicates a lower risk on CAB as compared to TDF/FTC. The hazard ratio is based on a
Cox proportional hazards model stratified by site.

b. Efficacy analyses using the miTT Population include data from Steps 1 and 2 as well as from participants
who discontinued study product altogether and moved to annual follow-up in Step 1 or 2.

¢. The bias-adjusted hazard ralio, Cl, and p-value account for the group sequential trial design and the
decision to stop the trial at the second Interim analysis. This was calculated outside of this report using
additional data from the first interim analysis that is not part of the submission data package used for this
report.

d. The 95% Cl for incidence rate was calculated using the exact Poisson method.

e. The analysis with OBSP censaring did not count 1 of 2 total participants who seroconverted during Step 2;
1 of these parficipants had severa! delayed injections outside of the protocol allowance windows, and the
OBSP analysis follow-up time was censored at the last non-delayed injection, resulting in the
seroconversion event for this participant not being counted in the OBSP analysis.

Findings from the per-protocol analysis, conducted using the Per Protocol (PP)
Population, also supported the outcome of the primary analysis and demonstrated that
the CAB LA regimen was superior (p<0.0001) to the oral TDF/FTC regimen for the
prevention of HIV1 acquisition during Steps 1 and 2 (HR: 0.11; 95% CI: 0.04, 0.31).

Findings from subgroup analyses of key subgroups (age < vs. 225 years and body
mass index [BMI] < vs. >30 kg/m?) were consistent with the overall comparison. As
shown in the forest plot, for each subgroup category, there was a lower rate of incident
HIV1 infections observed for participants in the CAB group relative to participants in




the TDF/FTC group.

Forest Plot with Hazard Ratio by Randomization Group and Subgroups for
Steps 1 and 2 (mITT Population)

CAB Group TOEFTC Growp Interaction
Subgroup Eventa/PY (IR%) Events/PY (IR%) HR (55% CI) pvalue
Overall 4f1987 (0.20%  36/1848 (1.85% 0.11 (0.04, 0.31) —_
Age (years) 0. 5345
<25 3868 (0. 35% 20/853 (2 34%) 0.17 {0.05, 0.54) | E———
J
»= 25 . 171083 (0,09%  18/1093 (1.46% D 09 (0.02, 0.49) — }
|
BMI {kg/m) 0. 4638 |
< 30 471385 (0.29%  27/1435 (1.86% 0.1 {0.08, 0.44) S —
>z 30 01575 (0. 00% 8511 (1.76% 004 (0.00, 0.93) }
0.01 o
Hazard Ratio & 95% €|

Note: The hazard ratios and plots are generated from separate Cox proportional hazards models for each
subgroup, with treatment arm as the main effect and strafified by site. The p-values for each subgroup are
from a type Il test of the interaction term in a Cox propoertional hazards model on the entire population with
treatment arm and subgroup as main effect and a treatment arm by subgroup inferaction.

Note: Firth's method was used fo estimate the hazard ratio and confidence interval when a subgroup had 0
infections.

Note: Efficacy analyses using the mITT Population include data from Steps 1 and 2 as well as from parficipants
who discontinued study product altogether and moved to annual follow-up in Step 1 or 2.

Pharmacokinetics:

CAB Seroconversion Population

At the time of the interim analysis (05 November 2020), 4 of the 1614 participants
randomized to CAB were confirmed to have HIV infection, resulting in an incident
infection rate of 0.20/100 PY. All available plasma samples from enrollment through
the interim analysis, including visits after discontinuation of the CAB study product,




were analyzed for each participant in the Seroconversion Population.

Two participants acquired HIV infection during the active Injection Phase of the study
(Step 2). One participant experienced 3 delayed injections outside of the protocol
allowance windows with a 5.7-week interval between Injections 1 and 2, a 15.1-week
interval between Injections 5 and 6, and a 16.1-week interval between Injections 8 and
9; during the Injection Phase of the study, plasma CAB concentrations were >8x PA-
IC90 at all visits prior to the first HIV positive visit at Week 73 when plasma CAB
was 0.416 pg/mL (1-4x PA-IC90).

One participant had plasma CAB concentrations of 0.557 pg/mL (1-4x PA-IC90) and
0.841 pg/mL (4-8x PA-IC90) at Weeks 6 and 9, respectively, 1- and 4-weeks
following the initiation injection. Subsequent concentrations were >8x PA-IC90
through the first HIV positive visit at Week 33, when a plasma CAB concentration of
2.58 pug/mL was observed.

Two participants acquired HIV infection in the absence of recent exposure to CAB;
neither received CAB LA injections. One participant had nonquantifiable plasma
CAB concentrations at all evaluable visits; the first HIV positive visit occurred
10.9 weeks after enrollment (7.4 weeks after the end of Step 1).

One participant was nonadherent to oral CAB and had 2 quantifiable concentrations
<1x PA-IC90 (0.166 ug/mL) and 1 between 1-4x PA-IC90 (0.664 ng/mL) during the
oral lead-in (OLI). This participant became pregnant ~ 4 weeks post enrollment and
was offered open-label TDE/FTC. The first HIV positive visit for this participant
occurred 57.1 weeks after enrollment and 52 weeks after the last quantifiable plasma
CAB concentration.

Participants with Seroconversions During Active Injections (Step 2) (CAB
Seroconversion Population)

No. of Injections HIV+ A Time from Plasma CAB (pg/mL)

Total No. of . .
prior to HIV+ Visit HIV+ Visit and

Injections

diagnosis Prior Injection Week 9 HIV+ Visit




9 8 Week 73 16 weeks 404 04186
5 4 Week 33 8 weeks 0.841 258

CAB Longitudinal PK Population

Plasma samples of interest were pre-selected for inclusion in the CAB LA
Longitudinal PK analysis to provide additional data in groups underrepresented across
the CAB program. The selected participants and time points for analysis are not
intended to represent data from the entire participant population randomized to the
CAB study group. Participants were identified for inclusion in the Longitudinal PK
population based on receiving timely injections (within + 1-week of scheduled visits)
through Week 57, with no missed injections. High variability at Week 5 prior to the
initiation injection may reflect low compliance to oral CAB during OLI.

Summary of Plasma CAB Concentrations at Select Visits following CAB LA in

Participants <25 years and >25 years old and Overall (CAB Longitudinal PK
Population, n=150)

Age <25 years? Age = 25 yearsb Overall
{N=60) {N=90) {N=150)
Visit ol Plasma o/ Plasma o Plasma
imputeds CAB imputede CAB imputeds CAB
(ngimL) (ngimL) (ng/mL)
Week 5
{predose Injection 2.35 3.70 3.08
1) 60/4 [1.35, 4.07] 89/2 [2.70,5.08] | 149/6 | [2.30,4.11]
{24h post Jast oral (964) (293) (486)
dose)
Week 6 (Hg 1.38 151
(1-week post 3700 5 1 5)’ 60/0 (1.17,1.62) 97/0 [1.33,1.72]
Injection 1) ' (69) (70)
(68)




Week 9 153

(predose Injection [1' 30 1.44 1.48

2) 60/0 1 51]] 8910 [1.25,1.61] | 149/0 | [1.35,1.62]
(After initiation (‘71) (56) (62)
injection)

Week 17 2.05 2.07 2.06
(predose Injection 60/1 [1.67,2.52] | 88/0 [191,223] | 148A1 | [1.88, 2.26]
3) {93) (37) (62)
Week 25 272 2.26 242
(predose Injection 38/0 [2.42, 3.05] 61/0 [2.08, 2.45] 99/0 [2.26, 2.59]
4) (37) (33) (35)
Week 41 2.84 240 2.57
(predose Injection 60/0 [2.60,3.11] | 90/0 [2.25,2.56] | 15010 | [2.44, 2.71]
6) (35) (31) (34)
Week 42 3.40 3.21 3.28
(1-week post 60/1 [2.75,4.19] | 88/ [278,3.71] | 1482 | [2.91,3.70]
Injection 6} (97) (77) (85)
Week 49 2.78 2.01 2.32
(predose Injection 2210 [2.31,3.35) | 281 [1.35, 3.00] 501 [1.83, 2.93]
7) (44) (138) {100)
Week 57 3.25 245 2,68
(predose Injection 16/0 [2.77,3.81] | 3400 (2.14, 2.80] 50/0 [2.41, 2.98]
8) (31) (40) 39)

Geomefric mean [95% Cl] (CVb%)

a. Median (range) 21 (18 fo 24) years
b. Median (range) 27.5 (25 to 43) years
c.  NQvalues were imputed to %2 LLOQ (0.0125 pgfml) for statislical summaries.

TDF/FTC Seroconversion Population

positive visit.

TDF/FTC Adherence Population

Plasma TFV and intraerythrocytic TFV-DP in DBS were evaluated in participants
with incident infection randomized to the TDF/FTC group. DBS was sparsely
sampled. Based on both plasma and DBS results, 1/36 participants yielded drug
concentrations consistent with >4 doses/week at the time proximal to the first HIV




Overall, 44% (843/1912) of evaluated samples yielded plasma TFV concentrations
consistent with 7 doses per week and 52% (1001/1912) of evaluated samples yielded
plasma TFV concentrations consistent with >4 doses per week; short-term adherence
of 7 doses per week decreased from 62% (249/404) at Week 4 to 35% (40/114) at
Week 81 and adherence of >4 doses per week decreased from 72% (291/404) at Week
4 to 39% (45/114) at Week 81. When averaged across visits, 46% (196/404) of
participants in the TDF/FTC Adherence Population had plasma TFV concentrations
consistent with 7 doses per week.

Due to sparse DBS sampling at 24-week intervals, there were fewer TEFV-DP
concentrations than plasma TFV concentrations available for the TDF/FTC Adherence
Population. Overall, 5% (59/1090) of evaluated DBS samples yielded TFV-DP
concentrations consistent with 7 doses per week and 26% (280/1090) of evaluated
samples yielded TFV-DP concentrations consistent with >4 doses per week.
Adherence of 7 doses per week decreased from 9% (32/365) at Week 4 to 5% (6/115)
at Week 81, and adherence of > 4 doses per week decreased from 41% (151/365) at
Week 4 to 18% (21/115) at Week 81. When averaged across visits, 3% (11/395) of
participants in the TDF/FTC Adherence Population had DBS TFV-DP concentrations
consistent with 7 doses per week.

HIV Drug Resistance:

At the time of the interim analysis (05 November 2020), 4 HIV incident infections had
been identified in the CAB group. Two infections occurred in women with no recent
oral CAB exposure and no injections, and 2 occurred during the injection phase of the
study; 36 infections occurred in the TDF/FTC group.

HIV genotyping results were available for 3 of the 4 CAB group participants. One of
the 3 participants had an integrase mutation at the first viremic visit (L74I). This
mutation is considered to be a polymorphism and was also detected in several
pparticipants in the TDF/FTC group.

HIV genotyping results were obtained for 33 of the 36 incident infections in the
TDE/FTC group. One participant had both NRTT and NNRTI resistance. Eight other




participants had NNRTI resistance alone. INSTI mutations/polymorphisms were
detected in 10 samples.

Patient-Reported QOutcomes:

Secondary endpoints from this study help with the interpretation of safety data and
provide a robust participant-centered perspective. While direct comparisons between
the different modes of administration were not possible due to the study design,
participant acceptability with injectable study product was assessed throughout the
study period. Although injection site pain was more common in the CAB group,
participants reported a high level of overall satisfaction for a long-acting injectable,
with dimensions such as convenience, flexibility, ease of use, and discretion being
important factors

21. Safety results

Similar proportions of participants in both treatment groups reported at least one AE
while on blinded study product (Steps 1 and 2 OBSP). Similar frequencies of non-ISR
drug-related AEs were reported for both treatment groups. A greater proportion of
participants in the CAB group experienced ISR events compared with participants in
the TDF/FTC group. Excluding ISRs, similar proportions of participants in both
treatment groups experienced at least one Grade 2 or higher AE.

Overall Summary of OBSP AEs — (OBSP AEs in Steps 1 and 2 - Safety
Population; OBSP ISRs in Step 2 - Injection Safety Population)

CAB TDFIFTC
(N=1614) (N=1610)

n (%) n (%)
Any AE 1556 (96) 1540 (96)
Drug-related AEs 1098 (68) 1014 (63)
Any AE, excluding ISRs 1554 (96) 1540 (96)
Drug-related AEs, excluding ISRs 980 (61) 998 (62)
ISR AE? 578 (38)2 166 (11)°
Drug-related ISR AE® 575 (38)° 163 {11)2
Any Grade 2to 5 AEs 1489 (92) 1480 (92)
Drug-related Grade 2 to 5 AEs 803 (56) 848 (53)
Grade 2 to 5 AEs, excluding I[SRs 1482 {92) 1478 (92)




Drug-related Grade 2 fo 5§ AEs, excluding ISRs 833 (52) 841 (52)
Grade 2 to 5 ISR AEs2b 196 (13)2 27 (2)
Drug-related ISR Grade 2 to 5 AEs2 192 (13)2 25 (2)2
Any Grade 3 to 5 AEs 265(16) 274 (17)
Drug-related Grade 3 fo 5 AEs 86 (5) 99 (6)
Grade 3 to 5 AEs, excluding ISRs 264 (16) 274 (17)
Drug-related Grade 3 fo 5 AEs, excluding ISR 85 (5) 98 (6)?
Grade 3to 5 ISR AEs2.b 1(<1) 1(<1)
Drug-related ISR Grade 3 to 5 AEs? 1{<1)a 1(<1)2
AEs leading to discontinuation of study drug 17 (1) 22 (1)
Drug-related AEs leading to discontinuation of 0 0
study drug
ISRs leading fo discontinuation of study drug 0 0
Any SAE 25 (2) 33 (2)
Drug-related SAEs 1(<1) 3 (<)
Fatal SAEs 2¢ 0
Drug-related fatal SAEs 0 0

a. Nin this category is the number of participants who received at least one injection of study drug {Injection
Step 2 Safety Population) in Step 2 only (CAB: N=1519, TDF/FTC; N=1518),

b. No participant experienced a Grade 4 or 5 ISR and 1 participant in each treatment group experienced 1
or more Grade 3 ISRs.

¢. An additional AE {hypertensive heart disease) was reported during Step 2 Non-OBSP.

The primary safety endpoint analyses included Grade 2 or higher clinical AEs and
laboratory AEs during Steps 1 and 2. During Steps 1 and 2 OBSP, most participants
experienced events that were Grade 2 or higher (92% of participants in both the CAB
and TDF/FTC groups). The most frequently reported Grade 2 or higher AE in both
groups was creatinine renal clearance decreased, which was reported with comparable
frequencies in both groups.

Primary Analysis of Grade 2 or Higher OBSP Adverse Events that Occurred in
at Least 5% Participants in Either Treatment Group — Steps 1 and 2 (Safety
Population)




Preferred Term CAB TDFIFTC
(N=1614) (N=1610)
n (%) n (%)
Number of participants with any AE Grade 2 or 1489 (92) 1480 (92)
higher
Creatinine renal clearance decreased 1160 (72) 1192 (74)
Blood creatinine increased 338 (21) 324 (20)
Upper respiratory tract infection 235 (15) 265 (16)
Headache 221 (14) 221 (14)
Urinary tract infection 210 (13) 196 (12)
Injection site pain 172 (11) 19 (1)
Amylase increased 166 (10) 142 (9)
Genitourinary chlamydia infection 146 (9) 147 (9)
Dysfunctional uterine bleeding 146 (9) 142 (9)
Blood glucose decreased 145 (9) 146 (9)
Vulvovaginal candidiasis 125 (8) 145 (9)
Yulvovaginitis frichomanal 123 (8)- 108 (7)
Chlamydial infection 107 (7) 138 (9)
Back pain 103 (6) 105 (7}
Metrorrhagia 91 (6) 82 (5)
Menorrhagia 89 (6) 90 {(6)
Blood creatine phosphokinase increased 86 (5) 68 (4)
Vaginal discharge 80 (5) 56 (3)
Abnormal loss of weight 79 (5) 103 (6)
Gastroenteritis 76 (5) 74 (5)
Nasopharyngitis 75 (5) 84 (5)
Blood glucose increased 75 (5) 47 (3)
Blood phosphorus decreased 58 (4) 81(5)

Note: PTs are listed in the corder of decreasing frequency in the CAB group.
Note: AEs were coded o preferred term using MedDRA Coding Dictionary Version 23.1

The most commonly reported drug-related event, as determined by the investigator,
was creatinine renal clearance decreased both treatment groups (43% participants in
both the CAB and TDF/FTC groups).

A total of 3 participants (all in the CAB group and none were reported in the




TDF/FTC group) died, 2 during Step 2 OBSP (PTs hypertensive heart disease and
headache) and 1 during Step 2 Non-OBSP (PT cerebrovascular accident). None of the
deaths were considered by the investigator to be related to study drug.

The rate of AEs leading to discontinuation of study drug, SAEs and deaths was low
across both treatment groups. The proportion of participants with SAEs leading to
discontinuation of study drug was low in both treatment groups.

As expected with IM route of administration, ISRs were reported during the Injection
Phase. The incidence and severity decreased over time. ISRs were reported more
frequently in the CAB group as compared to the TDF/FTC group. Most ISRs were
Grade ! and 2 and considered related to study drug by the investigator, but none were
reported as serious. No participants in the CAB group had ISRs that led to
discontinuation of study drug.

The number of participants experiencing Hepatotoxicity AESI reported as an AE were
balanced across both treatment groups (1 in CAB and 2 in TDF/FTC). The single
Hepatotoxicity AESI event occurring in the CAB group was serious, considered
unrelated to study drug by the investigator and Grade 4 in severity. 1 of 2 participants
in the TDF/FTC group experienced a Grade 3 event of hepatotoxicity which was
rreported as serious and considered related to study drug by the investigator.

Of the 33 participants with liver-related study product discontinuations, 8 participants
receiving CAB were assessed by the HHAC as ‘probable® DILI (n=1) or ‘possible’
DILI (n=7). 7 participants receiving TDF/FTC were assessed by the HHAC as
‘probable’ DILI (n=2) or ‘possible’ DILI (n=5).

The proportion of participants reporting Hypersensitivity (HISR) AESIs and Rash
AESIs was balanced between the treatment groups (HSR: <1% participants in both the
CAB and TDF/FTC groups and Rash: 4% participants in both the CAB and TDF/FTC
groups) and no events reported led to study drug discontinuation.

s Qverall, <2% in both treatment groups (CAB: 25 participants; TDF/FTC: 21
participants) experienced drug-related AEs of myalgia. The majority of the
drug related events in the CAB group occurred >5 days after AEs of injection




site pain.

The proportion of participants with neuropsychiatric events was similar across the
treatment groups. Neuropsychiatric AESIs occurring in >1% participants were Sleep
Disorder AESIs (5% participants in both the CAB and TDF/FTC groups. All other
Neuropsychiatric AESIs occurred in <1% participants.

Overall, there was an increase in median weight in both treatment groups, with a
slightly higher magnitude of weight gain in the CAB group. Participants in both

groups who reached Week 105 showed a similar increase in median weight gain
relative to baseline.

TDF/FTC group in the proportion of participants that experienced these AESI. No
participant reported PTs of thabdomyolysis or Pancreatitis AESIs. In addition, there |
was no clinically relevant impact of CAB on creatinine or creatinine clearance
laboratory values.

Review of Seizure AESIs did not identify imbalances between the CAB group and 4
\

Assessment of kidney function did not identify imbalances between the CAB group
and TDE/FTC group when assessing Impact on Creatinine AEST or PTs of blood
creatinine increased and creatinine renal clearance decreased.

A total of 72 participants had 77 pregnancies (49 were confirmed pregnancies, 20
ended before the confirmatory test, and 8 were pending confirmation as of the data
cut-off for this report). The frequency and types (e.g., ectopic pregnancies, stillbirths,
and elective or spontaneous abortions) were similar between the CAB and TDF/FTC
groups.

22. Conclusion (summary) Efficacy

The efficacy data from HPTN 084 demonstrate a clinically meaningful and
statistically significant effect on the prevention of incident HIV infections in cisgender
women:

o The primary analysis using the mITT Population showed that the. PrEP regimen
containing CAB LA dosed every 2 months is superior (p<0.0001) to daily oral




TDF/FTC in preventing acquisition of HIV-1 infection in at-risk cisgender
women.

o Of 40 incident HIV infections reported for Steps 1 and 2, 4 occurred in the
CAB group (incidence rate of 0.20 per 100 PY) and 36 occurred in the
TDF/FTC group (incidence rate of 1.85 per 100 PY).

¢ The primary analysis demonstrated an 89% reduction in the risk of acquiring
HIV-1 for the CAB group relative to the TDF/FTC group. The strong
treatment effect observed in the primary analysis is consistent with strong
protection against HIV-1 acquisition with the use of CAB LA.

o For the Injection Step 2 Efficacy Population with OBSP censoring, there was a |
95% reduction in the incidence of HIV-1 infections for the CAB group relative
to the TDF/FTC group.

e For the Per Protocol Population, there was an 89% reduction in the incidence
of HIV-1 infections for the CAB group relative to the TDF/FTC group.

o The relative rates of HIV-1 acquisition in Step 2 were consistent with the
overall observed treatment effect in Steps 1 and 2, demonstrating fewer
incident HIV-1 infections in the CAB group compared with the TDF/FTC

group.

o The overall rate of HIV acquisition in subgroups analyzed by age and BMI,
including participants age <25 years, was consistent with the overall observed
treatment effect, demonstrating, for all subgroups, a lower rate of incident
HIV-1 infections in participants randomized to the CAB group compared with
those randomized to the TDF/FTC group.

Safety

o The CAB PrEP regimen was generally well tolerated with similar frequencies
of AEs compared with the TDF/FTC group with the exception of a higher
frequency of ISRs in the CAB group.

o The proportion of participants who experienced an SAE was low and similar in
both groups.




When ISRs were excluded, AEs, Grade 2-5 AEs, drug-related AEs, and AEs
leading to discontinuation of study drug were reported with similar reporting
frequencies across both CAB and TDF/FTC groups.

Overall, CAB injections were well tolerated. ISRs were generally mild (Grade
1-2) and of short duration and resulted in no study drug discontinuations.

The frequency of nausea (5%) and vomiting (3%) in the CAB group was less
than that observed in the TDF/FTC group, (10% and 6% respectively).

The frequency of pyrexia was low and similar in both the CAB and TDF/FTC
group in this study. In HPTN 084, a temporal association has not been
established between Pyrexia Plus events with ISRs or Pyrexia Plus events with
injection visits.

There was one participant who experienced a serious Hepatotoxicity AESI in
the CAB group which was considered unrelated to study drug by the
investigator and one participant with a serious Hepatotoxicity AESI in the
TDF/FTC group which was considered related by the investigator. Of the liver
related study drug discontinuations assessed by the HHAC, comparable
numbers of these events were assessed as probable or possible DILI across
treatment groups.

No evidence for a risk for HSR in CAB was observed. No HSR AESIs were
reported as SAEs in either group. <1% of participants experienced 2 HSR
AESI which were assessed as related by the investigator in the CAB group and
9 were assessed as related in the TDF/FTC group. These events were not
typical HSR events.

Overall, the proportion of participants who experienced Rash AESI including
drug related events was low and were mostly Grade 1 or 2 in intensity, with no
events leading to study drug discontinuation, for both groups. '

Weight gain was similar across both treatment groups, with an increase from
Baseline at Week 105, CAB: 3 kg (0, 7.5) and TDF/FTC: 3 kg (0, 7). The
median weight gain was consistent thronghout the CAB administration period.

Although the AE of blood glucose increased was reported in a higher




proportion of participants in the CAB group, corresponding lab values do not
suggest a trend for hyperglycemia. Furthermore, AE reporting of other relevant
terms do not suggest a trend for hyperglycemia or diabetes.

Based on the available data, there was no temporal relationship between
myalgia and injection site reactions.

No evidence for an increased risk for neuropsychiatric events in the CAB vs.
TDF/FTC was observed. Sleep Disorder AESIs were the most commonly
reported Neuropsychiatric AESI and occurred in 5% participants in both
treatment groups. All other Neuropsychiatric AESIs were balanced between
groups and occurred in <1% participants.

Review of AESI of seizures and seizure-like events, and PTs of
rhabdomyolysis, and pancreatitis did not identify imbalances between the CAB
group and TDF/FTC groups in the proportion of participants that experienced
these AESI. In addition, there was no clinically relevant impact of CAB on
creatinine or creatinine clearance laboratory values.

Assessment of kidney function did not identify imbalances between the CAB
group and TDF/FTC group when assessing Impact on Creatinine AESI or PTs
of blood creatinine increased and creatinine renal clearance decreased.

Data in pregnancy are limited. The types and frequencies of pregnancy
outcomes were similar between the treatment groups.

No gender-based differences for the safety profile of CAB PrEP were
identified.

Overall, CAB PrEP had a favorable safety profile and was generally well
tolerated based on the results of this study.

Pharmacokinetics

CAB LA Q8W delivers sufficient plasma CAB concentrations to provide
protection against HIV infection with a seroconversion rate of 0.20/100PY
occurring during the injection phase of the study.




Of the 4 incident infections observed in the CAB group, three participants
either had no recent exposure to CAB or had low drug concentrations of CAB.

No clinically relevant differences in plasma CAB concentrations were
observed between participants <25 years of age or weight <50 kg (n=9%) in a
subset of samples from pre-selected participants.

Majority of incident cases of seroconversion in the TDF/FTC group can be
explained by poor adherence based on plasma TFV and intraerythrocytic TFV-
DP concentrations.

Overall adherence in the TDF/FTC group was low with 5% (59/1090) of TFV-
DP concentrations consistent with 7 doses per week and 26% (280/1090)
consistent with >4 doses per week and 44% (843/1912) of plasma TFV

concentrations consistent with 7 doses per week and 52% (1001/1912) with 24
doses per week.

HIV Drug Resistance

None of 3 participants in the CAB group for whom genotyping results are
available developed INSTI resistance mutations. One participant had an
integrase polymorphism.

Participants in the TDF/FTC treatment group who experienced HIV
seroconversion had evidence for NRTI, NNRTI and INI resistance on
genotyping results, suggesting likely transmitted and possibly treatment-
emergent resistance.

Patient-Reported Qutcomes

While injection site pain was more common in the CAB group, participants
experienced a high level of overall satisfaction for a long-acting injectable,
with dimensions such as convenience, flexibility, ease of use, and discretion
being important factors.




Applicant (registration certificate holder) l ; CJ\/\_:\

(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 }
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Bunpooysanus ID-201739

1. Haspa nixapcbkoro 3acofy (3a HaSBHOCTI - HOMEp peecTpallifiHoro
MOCBigYEeHHS)

AITPETIO [T, Tabneriky, BKpUTI 1TIBKOBOIO 080110HKOI0, 1o 30 Mr

2. 3asaBHUK

BiiB Xenckep FOK Jlimiten

3. BupobHuk

BupoOGHHITBO Hepo3dacoBAHOTO NPONYKTY, KOHTPOAb SIKOCTI rOTOBOr0 MPOAYKTY
[naxco Onepefitute FOK Jlimitresn, wo sene nisnbrictb sk ['naxco Bemnkom Onepeiiwnc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

[paiiopi Crpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka bpurtanis

[TepBHitHe Ta BTOPHHHE NAKYBAHHA, KOHTPOJIbL IKOCTi rOTOBOI'0 NPOAYKTY, BHIYCK cepii
ApeHiza ge Exctpemanypa 3, Ilon. Inn. Annennenyepo, 09400 Apauaa ne Hyepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

Icnanis

4. ITpoBefeHi AOCIIUKEHHA:

v’ Tax Hi, AKIO Hi, 00rpyHTYiiTE

1) TN nixapcekoro 3acoly, 3a SKMM OpoBoARNacs abo nnaHyeTLCa
peccTpauis

ITikapeokuit 3acib 3a NOBHHM NOChE (ABTOHOMHE N0ChE), IHIIMH nikapcsKuii 3acib, HOBa Hitoua
[pEYOBHHA.

5. [ToBHa Ha3pa KIiHIYHOrQ BUNpODYBaHHA, KOACBAHKI HOMep KIIHIYHOrO
BUNPOOYBaHHA

Dasa 3 noagiltvoro cninoro nocnimkenns besnexky Ta edexTUBHOCT! iH'eKIIiliHOTO
kaboterpasipy TpHBanoi Aii y NOpiBHAHHI 3 WoAeHHUM nepopanbuum TDF/FTC s
jroxoHTakTHOT npodinaxruky y BUI-indixosannx xinok (HPTN 084)

Hocnimxenns 201739 (HPTN 084)

6. Maza kuiHiYHOro BUNPOOYBaHHA

haza 3

7. [Nepioa kniHitHOro BUIpoOyBaHHA

3 [27 nucronaga 2017] - {05 nmucTonana 2020]

8. Kpaiun, B sikMX POBOAMNOCS KITIHIYHE BUNIPOOYRaHHS

botceana, Kenin, Managi, [TiBnenna Adpuka, e-Cearini [kxonumniii Ceasinenn), Yranna ta
3iM0abpe

0. KinbKicTh JOCTImKYBAHHX

arnnaHoBaHo: 3128
thaKTH4HA KiTBKICTE cy0'exTiB gocnimxenns: 3224

10. MeTa Ta BTOpHHHI LAl KIIHIYHOro BUIPOGYBaHHS

Ocnoena

e Edextusticts: OUiHUTH NOpiBHANBHY edeXTUBHICTE MEpOpanbHOro 3aCTOCYBaHHA
kabGoterparipy/kaboTerpasipy nponoHrosaHol iH'eKUiHHOT cycneusii ang in'exuii

(CAB/CAB LA) (nepopanbuuii npuiiom Ta in'ekiil, eranu 1 1a 2) nopiBHAHO 3




IOASHHMM [1ePOPAIbHEM NIPHHOMOM TeHO(oBipy RU3OTPOKCH.TY |
dymapary/emrpuumtabiny (TDF/FTC) wia npodinaxTaku Bipycy iMyHOOE(hiLHTY
suoaunu (BUI-indexuil) (eranu 1 ta 2).

e Bezneka: OuiHHTH Bl,u;HOCHy besnexy nepopansroro CAB/CAB LA (nepopansna
miAroToOBKA Ta iH’eKilii, Kpoku 1 i 2) nopiBHAHO 3i WOMEHHUM NepopaBHUM
TDF/FTC nnsa npodinaxtuxu BLI (etanu 1 i 2).

Bropunni
* Jlna nopiBHsiHHS 3axBoproBanocTi Ka B cepen ydacuuxis, ki oTpuMysanu
nepopanehuit CAB/CAB LA 3 wogeunnm nepopansiuy TDF/FTC (Eramu 1,2 1 3).

o JIng owiHKH BigHOCHOT etbeKmBHocri nepopansuoro CAB/CAB LA nOpiBHHHO 3
nepopanbHuM TDF/FTC y minrpynax, BussaueHuX 6a3soBumMy (hakTopamu: BikoM, |
BlpyCOM MpocTOro reprecy- -2 (HSV-2), cepocrarom*, MeToziom koHTpanenwii* Ta
inexcom Macu Tina (BMI). ). |

e OnucaTH Ta 3MOETIOBATH 3B° 930K MDK 3axBoprosaHicTio Ha BIJT Ta konueHTpauicro
TIKIB Y KOXHIN rpyni.

» Jlna onucy posnoniny Ta KOPeNsTIB KOHUEHTpALT Iperapary B KoxHiit rpymi. |

* o6 mopisusTH npuiiHaTHICTS i nepesaru ana CAB LA npotu nepopanbHOro
TDF/FTC.

*ITPUMITKA: CepocTaTyc BIII'-2 Ta ananis edexrusrocTi niarpynu Metonis koutpanenwii
BUXOAATE 33 MeX1 LbOro 3BiTY Npo KiHiuHe gocnimkenns (CSR) i GyayTs MpeAMETOM
OKpEMOro 3BITY.

Tperunamii
®  OuiHUTH PU3MKOBAHY CEKCYATBHY NOBENIHKY, BUMIpSHY 32 CAMOOLHKO T2 piBHEM
BHITJIKiB iHeKuiH, o nepenaroThes cTatesnM uaxom (STI).

® Jina nopienanHa Grade 22 yacToTa HECMPUATIMBHX MOMIH (ITP) y xiHOK i3 BUXiTHHM
BMI </> 25 kr/M?, y kooxwilt rpyni nocnimkenus*.

¢ o6 nopiBusry piskuo y 3Ginbwenni sarv Ta BMI, no pykax.

¢ JlopiBHATH 4aCTOTY BariTHOCTI TA PE3YNILTATH MK IPYIIAMH.

® OniHuTH nokaznukd pesuctentocti BUI o nikie cepen yuacuuxis, siki 3apa3unHCA

L—______—_



BUI mix yac mocnimxenns cepesn y4acHUKIB, AKi OTPHMYBaNH nepopanbHuii
CAB/CAB LA npotu nepopansuoro TDF/FTC.

*  /Inx Bu3sHaueHH KOHLSHTPALT B Ma3Mi 1eN0 MeAPOKCHNIPOreCTEPOHY ALETATY
(DMPA), noperucrepoHy eHantaty (NET-EN) afo €TOHOreCTPEJIy IIPH OTHOYACHOMY
3aCTOCYBaHHI A1 KOHTpauenuii 3 gociimkysanumu npoxyxramu (TDF/FTC ao
CAB LA)*.

*TIPUMITKA: 11i ananizu Buxonath 3a mexi CSR i 6yayTs nmpeameroM okpeMoro 3BiTY.

11. Mu3aiiH kiiHiuHOro BUNpOOYBanHs

Lle notouHe pannomizorane, GaraToueHTpose, 2-pisHeBe, MOARIHHEE ciline NOCTIMKCHHET 3
dasu 3 BUBYerHs GesneurocTi 1a edexrusrocTi CAB LA nopieusuo 3 TDF/FTC ans
npoginaxtaky indixysanns BUT y BII-indgikosanux xkiHok B kpaiHax Adpuxu Ha MiBIEHD
Bin CaxapH (SSA).

JIns kosxHOrO yuacHuka Oyi0 0TpUMaHo iHdopMoBaHy 3roay nepeq oyaTkoM 6ynb-akux
[pPOLENYP NOCHIKEHHS, BIIOUaIouK Gy ab-AKi CKpHHiHroBi ontinkd. Ipouenypu CKPHHIHTY
MOLJIM NPOBOAMTHCA MPOTATOM 1 aGo Gitbiue Bi3uTiB. 3apaxyBaHHA IOBHHHO BifGyTHCA
IpoTAroM 45 IHIB 3 MOMeHTY 3a60py 3pasKis (32 BUHATKOM BU3HAYEHHS RiPYCHOTO
HaBanTaxkeHHs BlJ1, sxe moeuhno 6yTH 3i6pato Ta oTpumano nporsrom 14 muis 3 MOMEHTY
BapaxyBaHHA) 111 MPOBEACHHS KTiHIYHOT Ta 1abopaTopHOT OLIHKH Ta npoLexyp.

Binnoeiani yuacuuku 6ynmu paraomizosani 1: 18 13 2 rpyn i NpOXORHIIM HACTYIIHI €TalH
(axTuBHI npenaparu BHAEH] JXUPHEM IPHGBTOM):

ETan 1 — dasa nepopaibioro EBeieH s

* Pyuxa A — loaus porornit CAB i opanbke miaue6o TDF/FTC npotarom no 5
TIXKHIB* MTo¢ nakeT npodinakruxu BLJL BKTI0YAIOUH 3HIKEHHS TIOBEAIHKOBOrO
PHU3HKY T2 KOHCYJIBTYB2HHSA OO0 JOTPHMAHHS PEKHMY T4 MPOITO3HILIIO
TIpe3epBaTHBIR.

*TIPUMITKA: Jlna MOHITOPMHTY NepeHOoCHMOCTI Ta Ge3reku opoTAroM 4 THXHIB 10
BBEIEHHA [H’€KUIT Ta AN BpaxyBaHHA GYAb-TKHX 3aTPHMOK Y Pe3yLTATaX TeCTyBaHHA Oyi0
HATaHO 1’ ATH THXKHIB MepopanbHoro CAB.

* I'pyna B —wonna TDF/FTC i opanshe CAB nnauefo npoTaroM g0 5 THXKHIB UTI0C

naket npoginaxruky BUL, srilioyatoun 3HIKEHHS NOBEAIHKOBOTO PH3HKY Ta




KOHCYJIbTYBaHHA IOAO JOTPHMAHHA PEKHUMY Ta NPOMO3HLIIIO IPE3ePBaTHBIB.

byns-sxoro yuacHumka, axuit ctap BIJI-ingikoBanum mif uac etamy 1 0cTaTOuHOrO
[PUITMHEHHS BUKOPHCTAHHA JOCHIYBAHOTO IPOAYKTY, GYJI0 BUKITIOUEHO 3 IOCLHKEHHS T2
HAlPasICHO Ha JTIKYBaHHA, M0oB a3aue 3 BLJL

Yyacuuil, y skux OyB meplumit nosuTHBHMI TeCT Ha BariTHicTs mix uac Etamy 1 (Tiwkns 2
ab0 Tiwiws 4), MoryH nepeiity o ETany 2, AKio HACTYNHHIE TECT Ha BATIiTHICTD, IPOBEAEHHUI
4epes 4 TIOKHI MiCI IOYaTKOBOro MO3UTHBHOIO TECTY HA BATITHICTh, BU3HAYHB, L0 Y4aCHHIS
HE OYJ1a BariTHOO Ta IOTPHMYBANKCE YCiX THIIMX BUMOr Geanexu s Tiepexia 1o eramy 2
Oy BHKOHAHI.

ETan 2 -~ ®aza eBenennn

¢ I'pyna A —in’exuii CAB LA y 2 MOMEHTH 4acy 3 iHTEpBANIOM Y 4 THXKHI Ta KOXKHi §
THKHIB MICJIA LBOTO Ta LWoAeHHE epopanbHe mnauebo TDF/FTC, nounnaouw 3 5-ro
TH3KHS, TUTIOC [TaKeT npodinaktuky BT, Briouaouy SHIGKEHHS NOBEIIHKOBOTO
PH3HKY Ta KOHCYJIbTYBAHHS LIOAC NOTPUMAHHS PEKHMY Ta MPOMNO3HLII0
npezepBaTHBiB. In’ekuii crnaganuca 3 600 mr CAB LA, BBeicHHX Y BUTAAA] ORHIET
3 MJI BHYTPIIIHBEOM 430801 1H €Kit

¢ ['pyna B — monns opansnniit TDF/FTC Ta BRyTpimHb0M’ 130B0 mnane6o
(BinnoOBLIHKHA HOCIH, ineHTHYHUIT 06’eM aKTHBHOrO iH’ekuilinoro npenapaty B rpymi
A), NOUMHAIOHH 3 5-I'0 TIDKHS, IUIIOC MaKeT npoginaktuxu BIJI, Brmouarouu
3HIWKEHHs [I0BE/IIHKOBOTO PHU3MKY T KOHCY/BTYBAHHS LIOAO0 NPHXHALHOCTI T4
TMPOIO3HULI0 IPE3ePBATHEIB.

Ean 2 MaB TpHBaty, 10KH He Gyne JoCArHyTO HeoBXinHOT KinbkoeTi Kinuerux Touok (114),
npubmisko Yepes 81 Tiwxnennb nicna peecTpawii 0CTAHHBLOrO y4acHHKa, aGo ToKK He Sye
NEPETHYTO MEXY 3YIIHHKH.

[Yuachukw, ski nepeaacHo OpHIMHIIH NPHITOM JOCHIDKYBaHOrO MPOYKTY mif Yac Etamy 2
3 Oyab-akoi npuunny, kpim BUT-iHdexuii, 6yan neperesneni na sigxputuii TDF/FTC
nporsaroM 48 Tiwknie nin yac Etamy 2, a noTiM nponoe:xyeanu npoXo[IuTH WopiuHe
TecTyBaHHA MpoTArom Etanip 2 i 3 (aus. Hivk4e). ana onucy Etam 3).

by np-akoro yuackuka, sxuif indixysasca BT min yac eramry 2 0cTaTOMHOTO MPHIHHEHHA
[PHIOMY NOCIKYBaHOrO NPOMYKTY, HAMPABIANK HA JIIKYBaHHS Ta CIIOCTEpIraly 3
{HTEPBAJIOM Y KBAapTall NPOTATOM NPHOIH3HO 48 TIDKHIB.




[IiTTRepIKEHI BACITHOCTI

Y4aCHUKH 3 IO3MTHBHHM TECTOM Ha BAriTHICTh TOTPe6yBany MiMTBEpIKEHHS BAriTHOCT] MiA
4ac HACTYITHOrO Bi3UTY NPHHAHMHI Yepe3 YOTHPH TIDKHI. YCiX BariTHHX yuacHULp i3
MiATBEPIKEHHM TIO3HTHBHHM PE3Y/TBTATOM TECTY Ha BATITHICTb (4epe3 UOTHPH THKHI 1micas
MOYATKOBOrO TECTY HA BariTHICTH) PO3KPHBATH, i KOXHI 12 TIDKHIE NPOBOIWIH AOCTIIMEHHA.
Hesanexno Bin panaomizauii abo MoMenTy nocnimkenns, yei Barithi yuacHuli nosuuHi Oymm
noTpanuTH Ha Bigkputhii TDF/FTC nig yac nepiuoro Bi3HTy 3 MO3HTHBHHUM PE3yNILTATOM
TECTY HA BArTHICTS i, AKWO LE MiATBEPIHEHO, NPOTATOM BAriTHOCTI Ta FOAYBaHHS IPYIRIO.
DKoaHii yHaCHHLI 3 MO3HTHBHHM TECTOM Ha BariTHiCTL He npu3Havank CAB, CAB LA a6o
CAB LA niaue6o.

[Ticns gocsrHeHHs pe3yAbTaTy BATiTHOCTI, SKILO YHaCHHLS He FOMYBANa rpyAbMH, BOHa MOrTal
BIAHOBHTH BIAKPHTHIA A0CAIZKYBaHHHA NPOAYKT i BinBisysanHa signosinHo 1o SOE. Sxwo
y4aCHHLA, KA HAPOAUAA MMTHHY Tif, Yac AOCTIMKEHHS, BUPILIHIA FOAYBATH IPYAbMH, BOHA
nponosxysana Binkputy TDF/FTC i cnoctepiranacs signosinno ao SOE. Ilicns Toro, sk
[Y42CHH S 3aKiHYMIIA FPY/HE BUIOAOBYBaHHA, BOHA MOIYIA BITHOBHTH JOCHLLKYBaHHI
MPOAYKT i BiABINYBaHHA BinnosiaHo a0 SOE. Hesacminieni yuacHHKH MaTH MOXUIHBICT
MOBEPHYTHCA 10 NPOAYKTY BIIKPHTOrO JOC/IUKEHHS Y CBOIM IOUaTKOBIH rpyni panmomizauit
(abo CAB LA, abo nepopansuuii TDF/FTC).

[Iepeboi abo npumuHeHHs TprBaNoi kontpauenuii (LARC)

Y pasi nopylIeHHs KOHTpaUeNUiT a6o AKILO HEMOXKIHBO 6YJI0 HARATH AOKA3K KOHTparenuit,
yqacHukam Haaasany Biakputii TDF/FTC npotaroM 4 TUKHIB, IOKK IPOBOJMBCS TECT HA
BaTiTHICTH 1 BaTiTHICTb BUKIIOYANACS. YYaCHHKH MOIIIH BIIHOBHTH CJIiNe JOCHpKEeHHS
TPOMTYKTY, KOJIK BAriTHICTE 6yna BUKIIOYEHA OfHUM a00 KiNbKOMA TECTAMH Ha BariTHICTh.

Y4acHUKH, AKi IPHIHHUITH JOBIOCTPOKOBY KOHTPALIENIIO T2 MAIM MOMJTHBICTS 3aBATiTHITH,
oTpuMyBanu Biaxputy Tepaniio TDF/FTC nporsarom nepiozny, NpoTAroM Sxoro BOHH He
oTpuMyBani LARC npotarom 48 Tixuis, abo nin sac 3auarts Ta rofysauis rpyamio.

Y uacHHKH, AKi BLIHOBUIH JOBrOTPHBATY KOHTPALENL{IO MiC/s MEPEPBU B NOCILKYBAHOMY
MPOIYKTi T2 y AKMX He OyNO MiATBEPIKEHOT BAMITHOCTI TPOTATOM LBOTO NEPIOAY, MOTIH
BLAHOBMTH CNINKH OCNIKyBaHHHA NIPOAYKT (34 IOYATKOROIO PAHAOMI3aLliclo) micns
NOKYMEHTYBaHHA HErATUBHOIC TECTY Ha BaTITHICTE i AKiuo Oynx AoTpuMani BCi iHi
CTaHAAPTHI KPHTEpIl BisUTY.




Etan 3 - ETan nogajismoro cnocrepekeHas ™

¢ I'pymu A i B ~ iakpuri monns TDF/FTC (woe6 nokputu xsict ®K mms yuacHHkis
rpynx A) 6yno HagaHo He mizHile Kix yepes 8 TIoKHIB IS 0CTaHHLOrO BizUTY 2
in’exni€ero Ha TepMiH 10 48 TIDKHIB Unoc naket npodinakraxu BIJI, Brmouaiouu
3HIDKEHHS NOBEAIHKOBOrO PU3KKY Ta KOHCYNBTYBaHHS 1100 IPHXHIBHOCTI, 2 TAKOK
IPOMOHIIK MPE3CPBATHEIB.

*IIPUMITKA: HocunimrenHs 6yo po3pobieHo TakuM YHHOM, 1106 BKmouaTH Etan 3 nicns
roro, sk 6yzie NOCATHYTO HeobXinHO! KinbKoCTi Bunaakie indikysanns BII. ITicna
paBepleHHs Etamy 3 yci yqacHuky manu OyTu nepesezeni 1o MicueBmx ciyxG
npoginaxruku BIJL. Onnak depes BiAMOBIAHICTh NONEPENHBO BHIHAUEHIM KPHTEPIAM
npunuuenHs ps nepesaru CAB LA nan TDF/FTC cnimy, panzoMisosany qacTuHy )
OCITIDKEHHA 610 3yTHHCHO IOCTPOKORO, Ha TOH H4C JKOJEH YUacHHK He OyB nepeseneHuil
Ha KpoK 3, 3aruaHosanuii npotokosiom. lle nocnimxeHHs Tpusae na ¢asi BikpuToro
PO3LIHPEHHSL.

12. OcHoBHI KpUTEPIT BISIIOYEHHS

(OcHOBHI KpHTEPIi BKIIOYEHHS BKITIOYATIH XKiIHOUY CTATH TIPH HAPOLKEHHI, BiK Bif 18 0 45
POKIiB Ha MOMEHT CKPHHIHTY, GaKAHHA Ta 34aTHICTL HAAATH iHQOPMOBAHY 3roy, BaxaHHa Ta
3NATHICTh NpoifTH Bei HeoOXIiAHI poLEeypU HOCNIEH S, HEpeaKTHRHI/HeraTHBHi
pesyneTaTH TecTy Ha BIJI nmix yac ckpuHiHry Ta peecTpauii, cekcyanbHo aKTHBHHH (TO6TO
BariHanbHUI cTaTeBnit akT npuHaliMHi ABa okpemi aui 32 30 AHIB 10 CKPUHIHTY), OliHKa 25 3
BHKOPHCTAHHAM MoKMdikoraHoro roxasnuka pusuky VOICE i BizcyThicTs niauis womgo
nepemimeHHs abo BHI3MY 3 MicILT Ha >8 TYOKHIB NIOCTINE Mif Yac yuacTi B NOCTIDKEHHI.
YuacHHKH NOBHHHI 6YTH 3/10POBi, O MiATBEPIKYETECA: PO3PAXOBAHHI KITIPEHC KpeaTHHIHY
260 mi1/xB, noBepxHeBUit antureH Bipycy renarury B (HBV) (HBsAg) HeraTHBHmMi i
NPUAATHHH A1 BAKLMHAUIT, anaHiHaMiHOTpaHcdiepasa <2 pasu BULIE BEPXHLOT MeXi HOPMH
(ULN), saraneuuii 6inipybin <V 2,5 pask nepeBUILye BEpXHIO Mexy HOPMH, AHTHTI/IA 1O
Bipycy renarury C (HCV) neraTuBhi, HeBariTH, BiiCyTHICTB 3aXBOPIOBAHE, AKi MOrH 6
MEePEeLIKOUTH NPOBEACHHIO NOCTILKEHHS, | BIACYTHICTD BYKUBAHHSA ANKOIOMTIO YH PEUOBHH,
siKi MOTITH O 3aBANHUTH NPOBEEHHIO JOCHiKEHHS.

SIKI10 yJacHHLIA Mana penpoAyKTHBHHH NOTeHUian (BH3HAYAETHCA AK KIHKU B IpeMeHonaysi
AKi HE IPOXOANH NPOUeAYPY CTepHTi3allii 3a BIIACHHM 3BiTOM, Taky AK TiCTEpeKTOMis,
NIBOCTOPOHHS OB2PHEKTOMIA, MepeB’ A3Ka MaTKOBHX TpyG aGo canbninrekToMis), BOHa
MOBHHHA MaTH HeraTHBHUM Geta-xopioniunumii roragorponin moauuu (B-XTJI) Tecr ua
BariTHicTs (uyTuBicTh <25 MMO/Mn), npoBezeni (i pesynbTaTH Bizomi) y Toit camuii neH,

3

LU # Iepe] MOYaTKOM 328CTOCYBAHHSA JOCTIMHKY BAHOTO NPOAYKTY(iB), BU3HAYEHOTO




MPOTOKONOM, IiJl 4ac PeECTPaLlil. YUaCHHIIA TOBHHHA MaTH JOKYMEHTAILHE ITiITBEPKEHHS
Xipypriunoi creputisauii, ABO TOKyMeHTansHe NiATBEp/HKeH S BIICYTHOCT MaTKy
(Hanpurnag, ricrepekromin), ABO MOBHHHA MOTONMTHCA Ha BUKOPUCTAHHS HAliHHOT QopMmu
NOBTOTPHBAIIOI KOHTpaLenuii mij yac BUIIPOOYBaHHsA T2 IPOTATOM 52 THKHIB micns

MPUNIHEHHS IPHAOMY NEPOPAJILHOTO JOCIIIICYBAHOTO NPOAYKTY 31 CIIHCKY:
BHYTpilunsomaTtkoBa cripans (IUD) abo BuyTpimnsoMatkopa cucrema (IUD), ska BifmoBizac
<1% 4acToTi BiAMOB, K 333HAYCHO HA ETHKETLI IPOAYKTY, FOPMOHALHHUI KOHTPAIENTHB,
ka Bignosinae <1% Bignaui, KOMM BUKOPUCTOBYBATH [OCITITOBHO TA NIPABHIBHO, SK
3a3HAYCHO Ha ETHKETUI NPOXYKTY (THIIe iMrantatu ao in’exuiiHi npenapary; ue
BUKITIOYaEe KOMOIHOBaHY OpANTBHY KOHTPALEMILITIO).

13. Mocnimxypanuit nikapeskui 3acif, crnoci6 3acrocysanus, cuna aii HocrigxyBaHui dopmMa BUNYyCKY Ta cnocit Homepw napriii BugineHoro
npenapar 33CTOCYBaHHA JocnifxXyBaHoro npenapary
CAB ans nepopanbHoro Tabnetky no 30 mr 162401102
npuiomy [ns nepopansHoro npuiiomy 182407622
182409765
192416110
CAB LA 200 mr/mn 162400223
IH'ekujiiiHa cycneHsis 172406227
182409720
182408222
182412298
192413900
192413897
202418026
14. Ilpenapar mopiBHsHNY, 1038, c1I0Ci0 3aCTOCYBAHHS, CHAA Ail HocnigxyBaHui ®opma BunycKy Ta cnoci Homepw napriit BUginexoro
npenapar 3aCTOCYBaHHA jocnigxysaHoro npenapary
MnayeBo, wo eignosigae | Mnauebo, wo signosigac 172402358
TabnetosaHomy CAB gns | TabnetosaHomy CAB ans 182412417
MepopansHoro NPUOMy | RepopanbHoro Npuitomy
Nnaueto CAB, cycnensin | [HTpaniniga 20% xwposa HLO

Anst iH'eKLiR

eMynkCist




TDF/FTC ana Tabnetka TDF 300 mr/FTC V161181
nepoparnsHoro npuitomy | 200 Mr V1702B1
[ns nepopaneHoro npuitomy | V1712B1
V171481
V180581
V1807B1
V1810B1
VSPZ
B304020D
B311070D
B403462
B409371
B415875
B417967
B427427
B427428
6133702
lNnauebo, wo signosigae | MNnauebo, wio signosigae V1609B1
TabnetosaHomy TDF/FTC | TaBneroeanomy TDF/FTC gt | V1701B1
ANA NepopansHoro NepopansHoro npuiomy V1703B1
npuAoMy V1709B1
V180681
V180881
V1809B1

15. CynytHs Tepamnis

losoneri npenapaty: Yci cymyTHi Jlikn/lpenapaty (BUIMyCKalOTLCS 34 peLienToM i 6e3
pellenTa), BKIOYAI0UH ANbTEPHATHBHI/IOJATKOB] AiKK/IIpenapaTH (HANpUITal, TPaBH,
BITaMiHH TOWIO), Aki NpuiiManucs npotaroM 30 AHIB A0 peecTpalil Ta 6yap-KOIH micns LbOro
MiJl Yac y4acTi B JOCII/DKeHHI, Oy 3i6paHi B kapTi y4acHUKA JOCTIfKEHHS TA HA
nocnimxenns CRF,




16. Kputepil ouinky edexTusHOCTI

Il'[epnnm-(i:

Ha eranax 1 a2

Bropunni:

* KinskicTs 3apokxymeHTOBaHHX Bunaakie BUI-ingekiii Ha eranax 1, 2, Ta 3

* Kinekicts 3an0kymMenTosanix punankis BlJI-indekuii B ywachukis y niarpynax iz
po3rioniziom 3a 6asoeuM BikoM, cratycom HSV-2*, MeTonom kontpauenuii* ta BMI
<f25 kr/mM2*

o Konuenrpauis CAB B niasmi B yuacHukis, paHnoMizobanux Ha CAB/CAB LA

» Konuenrpauii TFV/TFV-DP y nnasmi ta cyxomy nnsmi kposi (DBS) y nirpyni
YYacHHKIB, paniomizoBadux 10 TDF/FTC

» OnuryBaHHA craBieHHs Ta GaxauHs BukopucToByBaTH CAB LA Ta TDF/FTC
*ITIPUMITKA: Cepocraryc HSV-2 ta ananis edeKTUBHOCTI NiArpynH MeToais xompauenuu
BUXOAATE 3a MeXi uboro CSR i 6yIyTs npeaMeToM OKpeMoro 3siry.

* IIPUMITKA: Tloporose 3uayenns BMI 6yno smineno 3 </>25 kr/M2 y npotokoi a0

</230 kr/m? B SAP. Lo 3MiHy Gyno BHECEHO NS Y3TOXKEHHS 3 aHANI30M i 3BITHICTIO
nocnimxeHns HPTN 083.

* Kixuea Touxa edexrupnocti: Kinekicts sanoxymentosanux sumankis BII-indekuii

17. Kpurepii ouinkn GesnekH

OcHobua

¢ Kuminiko-nmabopartophi nobiuni ediexktr 2 crynens abo sue

18. CrarHcTuuHi MeToan

Posmip BUGipku wonakiMerure 3128 yuacuuxis nnaHyBascs IpONEMOHCTPYBATH NEpEBary uis
[EPBUHHOT KiHIIEBOT TOYKH.

[MeppuHHMi AHania edekTHBHOCTI:

oaudikosanuii ITT BUKOPHCTOBYBABCS K EPBUHHA OLIHKA ANS [OPIBHAHHS
edexrupHocTi. Taxum YuHOM, GyAB-IKMil y4acHHK, BU3HAdenHi Ak BIJI-indikopanuii to
pannoMizauii, 6ys BukrOueHHi 3 ananisy. Piens 3axeopiosanocti va BIJI poapaxosysagcs
AIK 3arabHa KibKICTh YHacHHUKIB i3 nigTBepMxeHol0 BUnankosoo BlI-indexuieio nix yac
CMIOCTEpeKEHHA 32 KPOKOM 1 i etanom 2 (Mepes MpHIHHEHHS CAINOT YaCTHHHU AOCITIKEHHS ),




MOALNEHa Ha JIOMHO-POKH, HAKOMHMYEHI B KOxKHil rpyni. Bynu pospaxosani 95% noeipui
inTepeany (CI).

KyMyJIATHBHY 3aXBOPIOBAHICTb MPOTATOM NORANBIIOTO CIIOCTEPEXKEHHA IS KOKHOT IPYIIH
Oyno po3paxoBaHo 3 BAKOPUCTAHHAM OLHOK JIIMITY NMPOIYKTY Ta HaHeceHo Ha rpadik is 95%
CL.

EdexruBHicTh nikypaHHs oliHIoBaNH Ak edexr jikysauus (TE)= 1 - HR. KoediuieHt pHauky
(HR), wo nopisxiosas CAB LA npota TDF/FTC i 95% CI, 6yn0 ouiHeHo 3a JOMOMOToK0
Moxeni nponopuiiHix pusukip Kokca 3 rpymoro nikyBaHHs K €AHHOIO KOBAPIaHTOIO,
cTpartH(ikoBaHOIO 32 MiCLieM 3 BAKOPHCTAHHAM JaHMX 3 KpokiB 1 i 2, pospizawoum naHi Ha 4ac,
KOJIH ¢llina YacTHHa BHNpoOyBanms Oyna symunena. [inoreza Ho: HR = 1,0 npotu Ha: HR »#
1.0 3 BukopucTanusam o = 0,05 6yno nepesipeno. SIKuio KinbKicTs noaii 6ya HEBEIHKOK
(<40), Toni p-3HavenHs Oyno NiIATBEPIKEHO 32 AOTIOMOrOK) TECTY NEPECTaHOBKU HAa OCHOBI
100 000 sHnagxoBHX NepecTaHOBOK NMPH3HAYCHS JIIKYBAHHA; AKLIO OY/1a CYTTEBA PI3HHL M
[1€PECTAHOBKOKY T4 aCHMITTOTHYHOIO NPOLIEAYDOK0, BHKOPHUCTOBYBAMOCSH P-3HAYEHHA
[1epeCTaHOBKH.

[TepsuEEMil AHaniz besneka:

[lepBynne nonepeHLO BU3HAYEHE NOPIBHAHHS Ge3MexU Mix 030POEHHAMM IPYHTYBAN0CH Ha
seix ITP 3

MakcHManbHuM cTyneHeM 22. [loeiaoMneHHs JaHHX npo Oesnexy 6yJIo OMHCOBHM i
BKITIOYANIO BCIX YHACHMKIB, AKi OTPHMANH NpUHANHMHI OfHY J03Y NOC/IIKYBAHOTO Mpernapary.

/i1 ananisy 6e3ne4HOCTI NPOMYKTY Yy cfinomy poctimrenti (OBSP) crioctepexenns 3a
MOBIYHHMM SBULIAME LEH3YPYBANKCH IMiC/IA OCTAHHBOI iH €KLl Nepea MPUNHHEHHM abo
OCTaTOYHHM NPHNHHECHHAM BUKOPHCTaHHA NPOIYKTY, HE3aNEKHO BLY OYyab-KHX 3aTPHMOK
in’exuiif. Sxuio npHnmMHenus abo nocTiliHe NPUNHHEHHS NPOAYKTY BiaGynocs no iXHpol
nepurol i’ €KL, 9ac crocTepekeHHs YHaCHHKA LICH3YPYBAu Ha JaTy NPHIHHEHHS abo
OCTATOYHOTO NPHITHHEHHSA MPOAYKTY 1 JeHb. Skuro nicna nepmof in’exuil sinbynocsa
MpHUOHHEHHS ab0 NocTiiHE NPUMMHEHHS BUKOPHCTAHHSA [IPOYKTY, Yac CIIOCTEPEKEHH
YaCHHKIB LIEH3YPYBAIH 4epe3 6 TinKHIB Michs iH €Ki Ha 5-My THKHI, sKino ue Gyna
OCTaHHA in’ekuis, aGo yepes 10 TkHIB MiCAa OCTAHHBOT IH €KUIT A HACTYHUX 1K’ eKLIifE.




[lonynauii 2 aHamizy nepepaxoBaHi HUKYE.

_Monynsuin BusHauenHs [ Kpurepil
PanpioMisopaHa nonynauin | e Yci yacHukm, Aki 6ynu paHAoMi3oBaHi,
Monynsyil ITT »  Bel yuacHuku Bynu paHaomisosaHi, 3a BUHATKOM TUX, XTO 6yB
BKTHOYEHUIA ¥ BOCTIMKEHHS HEHANSKHUM YUHOM.
miTT o [lonynauia [TT, 38 BUHATKOM TUX, ¥ KOro Byno evsBneHo BIfi-

iHcbekuiro nig Yac paHaoMizaLi.

lpoToKOMEHA NONYALiS
(I

» [lonynauyis miTT He BKNKYAE BCIX YYACHUKIE 3 NOPYLIEHHAMM
NPOTOKONY, 5iKi BYNK BU3HAHI TAKMMM, LLIO BUKMIOYEIOTLCA 3
nonynAuii 3a npoTOKONom.

It'ekuia ( ETan 2)
EchekTvBHa nonynsuis

» [onynauia mITT, Aka otpumana npuxaimHi 1 iH'exuio | Gyna
HelHikoBaHa HA MOMEHT NepLUIoT iH'eXL.

Mepiog aHanisy: Yac cnocTepexeHHs BKNioYaB Yac A0CHIKeHHs

NEPBUHHOTO aHanisy 3 MOMeHTY NepLuoi iH'exii 40 3aBeplieHHs asu

CIINUX iH'eKLit CNOCTEREXEHHA AOCTIMKEHHA.

Beanexka

e Yci yuacuvku ITT, sKi oTpUmMany npuxaiiMHi 1 503y nepopanbHoro
abo in'ekuiiiHoro npenapary.

In'exuii ( ETan 2) Beanexa
nonynauii

e Yci yuacuuku rpynu 6esneku, sii oTpumani npuHaimHi 1 iv'exugiio
nig 4ac etany 2.

MNo3goexHn
(hapmakokineTura (PK)
CAB KoHueHTpauia
Monynsayis

MponoexHio ouitky CAB PK'y rpyni CAB nposoaunus y 150 yuacHukis,

ki OTPUMYyBANM BGi iH'eKLi 40 57-ro TwkHS, BigiBpaHux 3a HaCTYMHIM

perioHarnbHUM po3noginom

o 40% umcreHaepHuX XiHOK BikoM A0 25 POKiB Ha MOMEHT
peecTpauji

e 40% uMcreRAepHUX XIHOK BiKoM Bia 25 8o 30 pokis Ha MOMEHT
3apaxyBaHHA

e 20% umcrenaepHux xikok = (Binblwe abo aopisHioe) 30 pokie Ha
MOMEHT 3apaxyBaKHa

Ls nonynsauja 6yna BukopucTaHa Ans cknanaHHs nepenixy

KoHueHTpaLii CAB i Ana po3wmpeHHs nonynsyi, npeacTasneHol B

rnobaneHomy MogenioBanHi CAB-LA PK.

Monynayis npuxunEHOCTi
po nikyeanusa TDFFTC

¢ Koropra 3 npubnusno 400 yuacHukis, BURagkoso oBpaHmx Ha
noyartkosomy eTani 3 rpynu nepopansyoro TDF/FTC.

BarituicTe HACENEHHA

o YCi y4acHuKku, AK Manv No3uTUBHMA Pe3ynbTaT TECTY Ha
BariTHICTL Mig Yac nikyRaHHA




HacenexHs 3 »  Bcl yuacHuuyj, AKi oTpUMani nosuTUBHUI pe3ynbTar TecTy Ha
MiATREPIKEHO0 BarTHICTIO BATHICTb Nifl Yac NikyBaHHS, 32 KM MOCTIAYBER MO3UTUBHUM
MiATBEPAKYIOUMIA PE3yNbTAaT TECTY WOHAHMEHLLE Yepes 4 THKHI
abo nigTBEPIKEHHS iHWMM MeTOZOM (Hanpuknag, Y3[, AoHowweH
abo HegoHoweHi xuei nonorv abo ouiHka gocnigHwKa, LWo
BIf\NOBIAAE AKTUBHIM BariTHOCTI).

CeponepeTeoptogaui e [lepBuHHa nonynsLis cepokoHeepTepiB- BCi yuacHuky ITT, sk He
By BIIT-iHdbikosari Ha MOMeHT pangomisalyi Ta Habynm BIN-
iHGDEKL{I Mig Yac NepPBUHHOIO aHaNITUYHOTO CNOCTEPEXEHHS.

» [lonynauia cepokoHeepTepie- Bei yuacnkw [TT, ki Bynu
BuHaueHi ax BIN-idikosaHi nif yac paHgomizaui.

19. Jlemorpadiyui mokasHukK nocnipKyBaHol nomysanii (cTaTs, ik, paca  [emorpadiuti XapaKTepHCTHKH B 1iNOMY GYJIH CXOMKMMHE MDK rpynamd JiKyBaHHa. BinsmicTs

TOLIO) Y4aCHHKIB 6y/in YOPHOLIKIPHMH, <35 POKIR, | MaB CKPHHIHroBKA MOAHQIKOBAHHI TOKA3HUK

pusuky VOICE >5. Tpoxu Gibille NOJOBHHH YHaCHHKIB MaiH OCHOBHOTO MapTHepa, a

OINLLIICTE MATH CEPSOHIO OCBITY.

lemorpacpiuHi gaHi yyacHukia (paHgoMizoBaHa nonynsuis)

HemorpadiyHa xapaKktepucTika (NS‘:\GB1 4) {Sﬂgg)
Bik (pokis), n
CepefiHe 3HaueHHn {SD) 26,0 (5,7) 26,0 (5,8)
Meniana 25,0 25,0
MiHiMym, MaKkcUmMym 18,44 18, 45
Big 18 no 25 pokis 929 (58) 921 (57)
Big 26 Ao 35 pokis 547 (34) 554 (34)
8in 36 Ao 45 pokis 138 (9) 135 (8)
< 25 pokiB 800 (50) 794 (49)
MoaudikosaHuin noxasHuk puavky VOICE nig Yac ckpuHinry, n (%)
<5 327 (20 345 (21)
>5 1287 (80) 1265 (79)




Paca, n (%)
Asiarcbka paca 2(<1) 3{<1) |
YopHoLukipi abo acppo-amepuiary a 1612 > 99) 1606 (> 99) J
€BponeoinHa paca 0 (0) 1 (<1) |
ETHiyHa npunanexdicTb, n (%) J
He JiaTuHoaMepukaHLi abo naTuHoamepyKaHLj | 1614(100) | 1610(100) j
Crarb NpU3Ha4YaETLCA NIPU HAPOKEHH |
Yonosiva 0 0 |
XiHku 1614 (100) 1610 (100) |
CamoBwuaHaveHa crath J
Yonosiva 0 3(<1) |
KiHKM 1612 (> 99) 1607 (> 99) |
TpaHcresaepHui Yonosik (Bia XiHkW A0 YONOBika) 2 (<1) 0 |
CimelHui cTau
Onpywerua/insinbHui coto3/HOpuaniHe NapTHEPCTBO 169 (10) 174 (11)
[TpoxuBaHHA 3 OCHOBHUM abo OCHOBHUM MapTHEPOM 106 {7) 118 (7)
€ ocHOBHWIA 260 OCHOBHUA NAPTHED, HE KMBYTH PA3OM 869 (54) 860 (53)
Heoapyxenuit/poanyyernii/aielis 465 (29) 454 (28)
[HEe 5(<1) 4 {<1)
3aiHaTiCTb
[ToBHa 3aitHATICTL 236 (15) 220 {14)
HenoeHa 3aitHaTicTb 215 (13) 207 (13)
He npatjoe 1163 (72) 1183 (73)
Buwta ocsita
5e3 HaBuaHHA 20(1) 12 (1)
Mo4aTkoBa LWKona 251 (16) 255 (16)
Cepeann wkona 1154 (71) 1182 (73)
TexHivHa NigroToBKa 48 (3) 41 (3)
Konepx/yHiepcuteT abo BuLLE 141 (9) 120 (7)
BMI (kr/m?)
CepenHe 3Ha4eHHs (SD) 27 (6,2) 27 (5,9)
Mepjaxa 257 25,6
MiHiMyM, MakcumMym 16,4, 54,3 15,0, 51,3
<30 1149 (71) 1180 (73)
>30 465 (29) 430 (27)




a.  Yoprowxipuit a6o atpoamepukaHellb € pacoroio kateropied FDA. Y usoMy gocnimxenti He Gyno
ahpoamMepHKaHELKUX YUaCHUKIB,

20. PesyneraTy edexTHBHOCTI

EdexruBHICT:

Ananiz nepsiEHOT e()eXTHBHOCTI NPOREMOHCTPYBaB, WO peskim PrEP CAB LA, axwuit
BBOMHTECA KOXHI 2 MicaAll, € kparum (p<0,0001) nopiBHAHO 3 WOAEHHHM MEPOPATLHUM
pexxumoM TDF/FTC y sanobiranni 3apasertio BIJI-1, Buxonsum 3 uactoTH iHpikysanns
BIJI-1 y xpokax 1 i 2. Binuomenns pusuxis 0,11 (95% CI: 0,04, 0,31) B anasiisi Brasye Ha
89% sumxenna vactoTH BIII-indexuiii ang yuacsukis, painomizoBaHux JAs OTpUMAKHS
CAB, nopiBHAHO 3 Y4aCHMKaMH, PaHIOMi30BaHHM Jis otpumanHs TDF/FTC.

BianosiHO N0 pe3y/bTaTiB NEPBUHHOTO aHanizy eeKTHBHOCTI, JONOMIKHHIH aHai3 i3
ueHzypysanHam OBSP (Ha cninoMy nocnimxysaHoMy IPOIyKTi) nomynsuii egexTHBHOCTI
fu’exUiHOro eTamy 2 npoaeMOHCTpYBas, wo cxema CAB 6Gyna kpawmoio (p=0,0034)
nopieHaHo 3i cxemoro TDF/FTC s npodinaxruky sapaskenns BIJI ua erani 2; uei aHanis
BKJIIOUAE JIMDIE YYacHHKIB, AKi movany in’exuil. Koediuicnt puzuxy 0,05 (95% CI: 0,01,
0,37) y upoMy aHanisi Bxasye Ha 3HIDKeHHs PiBHA 3axBoprosadocTi Ha BIJT-indekuito na 95%
y rpyni CAB nopisusso 3 rpynoto TDE/FTC, B Toli yac 5K y4aCHHKH 3aTHIIANKCA HA
crinoMy in'€KIiif{HOMY HOCNIIPKYBaHOMY nperapari.

KopoTkuit onuc mogeni perpecii nponopuiiHux puaukie Kokca ana vacy ao
iHhikyBaHHA

CAB TDF/FTC BigHoweHHs MNepeeara p-
pu3MKie 3Ha4YEHHA
{95% Cl)2
HaceneHna mITT®
n 1614 1610 ]
Perpecia Kokca
0,11
o (0,04, 0,31) <0,0001
Kinkkicrs iHdpikosanmx -
: 4 36 3 [ONPaBKO Ha 3MILLEHHS, 3 NONPABKOK
Y4ACHUKIB
Ha PaHHI0 3yNUHKY®
0,12
(0,05, 0,31) <0,0001
MatjieHT-pokis 1961 1946




PiseHb 3axsoptoBaHoCTi (Ha
100 nmogwHo-pokis [PY])
85% Cl ans piska
3axeopioBaHocTi? (3a 100 PY) 006,052 | 1,30, 2,56 _
Monynsuis edexruBHocTi eTany 2 iW'ekuil (Ha NpogyKTi chinoro gocnimxeHHs) 7

0,20 1,85

n 1495 1494

KinkKicTb iHdbikoBaHmx 1p.e 20 0,05 0,0034
y4acHukie (0,01, 0,37)

[NauieHT-poxis 1413 1431

PiseHb 3axsopioBanocTi (Ha 0,07 1,40

100 PY)

95% Cl ans pisHa 0,00,0,39 | 0,85, 2,16

3axsopioBaHocTid (32 100 PY)

[lpymitica: 31aveHHA P-BENMUMH € ABOCTCPOHHIMM, |

a.  Binnotexra puankie <1,0 BKasye Ha HokdMA puank Ha CAB ﬂOpiBHHHO 3 TDFFTC. Koedpiyjent puauky Ba3yeTees Ha |
mofeni npanepuiiitvx puakia Kokca, mpamcpmoaax-:ol 38 MicUeM.

b.  Ananis eexTvenaci 3 BukopucTaHHaM MITT nonynauii Bkmiovae AaHi 3 xpm(ls 112, avakox ein yuacHukis, aki
MOBHICTIO PUMAH AN BUKGPUCTAHHA [OCTIMKYEHOQ NPOAYKTY Ta NEPELLINy [0 LIOPIYHOND CNOCTEPEXEHHS Ha eTani
1 abo 2,

¢.  Kopurosativit ua smitenma koecbiLient puanky, Cl Ta p-3HaMEHHs BPaxoByKITh CXeMy rPYNOBATO NOCNIAOBHOMD
BUNPOBYB2HHSA Ta piteHHs NPUNMHIKTIA BUNPOBYBEHHSA Nif} 4aC APYrOro MPOMiXHOr aHamisy. Lle Gyno pospaxoBao 3a
MEXaMH LIbOTO 3BITY 3 BUKORHCTAHHAM LONATKOBUX [3HUX 3 NEPWIOTO RPOMIKHORO aHANI3Y, AKKH HE & YACTHHOK .
N2KET2 AaHUX ANA NOJAHKA, BUKOPHCTAHONO ANA LLOTO 3BITY. |

d.  95% Cl aAns piara 3ax80pIIBAHOCT] PO3pax0BYBANU 33 [ONOMOTOK TOYHOrO MeToay Myaccoa.

e. AHanizls LieH3YpYBEHHAM OBSP e Bpaxoaysas 13 2 y4acHUKiB, ¥ SKUX Bl,qﬁynacsa cepokoHBepcis nig yac Etany 2; 1
i3 LMX y4acHykie Mas fexinbka BifKknaneHX H eKLi% 3a MEXaMu ROIBONEHUX BIKOH NPOTOKONY, | YAC COCTEPEMEHHA
3a aHanizom OBSP Gys ueHaypoBaHuit nin Yac OCTaHHLO HEBIAKIAEHOH iH'eKLLT, (L0 NPU3BERD A0 TOD, LLO NS
CEPOKOHBEPCIT ANA LIbOro yuacHUKka He BpaxcBysanacs B aHariai OBSP,

PesynbraTu aHamisy 3a NpoTOKONOM, NPOBCAEHOr0 3 BAKOPHCTAHHAM 1TOIyALT 3a
npotokonoM (PP), Takosk MiATBEpAWIM pe3ynbTaTH NEPBHHHOTO aHANTI3Y TA
pOJEMOHCTPYBan, 1o cxema CAB LA 6yna xpautoro (p<0,0001) 33 nepopansuuii pesxim
| TDF/FTC nna npodinakruxu sapaxenns BUI1 nig ac kpoxis 112 (HR: 0,11; 95% CI: 0,04,
| 0,31).
|

BHCHOBKH MiIrpynoBoro aHanisy KIOYOBHX MArpyn (Bik < NpoT >25 pokiB Ta iHmeKe Macu |
Tina [BMI] < mpotH 230 Kr/M?) Y3romKyBaHC i3 3araibHEM OPIiBHAHHAM, SIK MOKa3aHO Ha
micoBii NIMAHLI, I KOXHOT KaTeropii miarpymu, 6yno CHOCTBpIFaeTbCH HIDKYHH piBeHs
(idixysanna BIJI-1 ans yuacHuxis rpyns CAB BiaxocHo yuacuukis rpynu TDF/FTC.

O




[Forest Plot 3 Hazard Ratio npun Randomization Group ta Subgroups ans Etany
1 T1a 2 (mITT Nonynsauin)

Bsacmofis p-
Mpyna CAB Tpyna TOFFTC 3HAMEHHA
Nigrpyna fopitPY fR%) AopfilPY (R%) HR@S%CH s
Jarancm 4} 1961 {0.20%) WGBSR 0.11{0.04,0.31) .
Bix (poxis) | e |
<25 3068 (C. 35%) 20/853(2 34 %) 0.17(0.05.0.54)
>335 V1093009 %) 161 1053 ( 1. 45 %) 0,09(0,02,0.49) 0. 5345
BMI (wrfu?) ! 1
<30 13850, 29%) W45 1. B3N 0. 160,06, 0. 44)
»>=30 0/STE{0.00 %) IEN{LTIE%) 0.04(0.00,0.9%
| e |
0. 4836
| |
0.01 o H

CniesigHowenkA puankis& 55% Cl

Mpwmitka: CriBBigHOWEHHS pyU3nKiB i rpadiku CTEOPEH 3 OKPEMMX MOAENERA NPONOPLiiHUX pu3iKie Kokca ana
KOXHOT NIArpynu, 3 rpynoto NiKyBaHHA AK OCHOBHUM edieKToM i cTpatudpikoBaumK 3a MicueM. P-3HadveHHA
AN KOXHOT nigrpyny oTpumanio 3 Tecty uny |l TepmiHy B3aemogji B Moaent nponopuiitHix pusukia Kokca
OniA BCIET NORyNALT 3 rpynoko NikyBaHHs T4 RiArpYnoi0 Sk OCHOBHMM eheKTOM Ta BIaEMOIE0 MPYnK
niKyBaHHs 3a Nigrpynami.

MNpumitka: Meton $epTa BUKOPUCTOBYBABCA ANA OUHKY KoedilieHTa pranky Ta A0BIPHOro iHTepsany, konu B
migrpyni 6yno 0 iHgeKLiiA.

Mpusitka: AHania edexTHOCTI 3 BukoprcTaHHamM mITT Population exnrouae aawi 3 kpoxis 11 2, a Taxkox sig
YYaCHWKIB, SIKi NOBHICTIO NPUIMHWIK BUKOPUCTAHHA ACCNIAXYBAHOTO NPOAYKTY Ta Nepewiunma A0 WOPMHOro
crocTepexeHHs Ha eTani 1 abo 2.

(PapmaKokiHeTHKA:

[Honynsanis cepokonsepcii CAB

[Tin 4ac npombxHoro avanisy (05 nucronaga 2020 p.) y 4 i3 1614 y4acHHKIB, paHAOMI30BaHHX
y CAB, 6yno ninreepmxero BlJI-indexuito, mo npuieeno no pieksg indixyeaunns 0,20/100
PY. Vci focTynHi 3pa3ky nAa3MH Bifl peecTpauii A0 TPOMDKHOTO aHAIi3Y, BIIIOYAIOYH

Bi3MTH INCJIA NPHIIHHEHHA BUKOPHUCTaHHA NpoaykTy gocnimkenns CAB, 6ynu npoananizopaHi




JUIS KOJKHOTO y4acHHMKA B MOMYJIAUii CepOKOHBEpCil.

[Ba yuacHHKky sapaswmics BIJI nig vac gask axTueHOT ir’exiii pocnimxenns (Eran 2). B
OLHOrO yHacHuKa Oyi10 3pobneHo 3 Binknaneni iH’exuil 3a MeXKaMy JO3BONEHUX BIKOH
NPOTOKOILY 3 5,7-TEDKHEBHM IHTEPBANOM M IH exuiamu 1 12, 15,1-TioKHEBUM IHTEpBANIOM
MDK iHektiaME 5 i 6 1 16,]1-TwkHeBuM iHTepBanom Mix il exutiamu 8 i 9; mix gac in’exuitiHol
dazu mocnimxenna kontentpauis CAB y mnasmi 6yna >8x PA-IC90 nip yac ycix BizuTir 10
nepuwioro BlJI-mosutHBHOTO BisuTy Ha 73-My TiokHI, koid CAB v rurasmi craHoBrIa

0,416 pr/mn (1-4x PA-IC90).

Onun yuacHHk Mas koHnenTpanito CAB y mnasmi 0,557 pr/mn (1-4x PA-IC90) i 0,841 pur/mn
(4-8x PA-IC90) Ha Tiokui 6 1 9, BinnoeiaHo, wepes 1 i 4 TibkHi Micat mo4aTKOROT iH €Kil
Tonanbini koHEeHTpauii cranoBunu >8x PA-ICY0 uepes nepuwre BLJI-nosutueHe '
BifBiMyBaHHA Ha 33-MY TIDKHI, konu koHueHTpauis CAB y nnasmi cranoswna 2,58 pr/mn.

[IBoe yuacHukiB oTpumany BlJI-indexuiro 3a BiICyTHOCTI HELIOAAaBHBOTO KONTaKTY 3 CAB;
HixTO He oTpuMyBas in’exuii CAB LA. Opun yuacHuk mas konuentpauii CAB y nnasmi
KpOBi, AKi HE NiZJaBanMcs KiLKICHOMY BHMIpIOBAHHIO, TIiA 4ac yCiX BiOBiAyBaHb, AKi
mignaranu ouinni; nepue BlNI-nosuruehe sigsinysauus sinBymnocs yepes 10,9 THXKHS micns
peecTpauil (7,4 THXKHS MIC/A 3aBepINeHHA eTammy |).

Onun yuacHHK He ROTpuMyBaBea opanbHoro CAB i mas 2 kinbKicHO BH3HaueHi KOHLGHTpaLLT
<1x PA-IC90 (0,166 pr/mn) i 1 mbx 1-4x PA-IC90 (0,664 j1r/mMn) mia yac nepopansHOro
seacHHia (OLI). Lla yuacHuusg 3aparitHina npubnusto yepes 4 TxkHI Micna 3apaxyBaHHA, |
it 3anponoHysany sinkpurnit TDF/FTC. Tlepme BlJI-nosutusHe BigginyBaHHsS A1 UBOro
y4acHHKa Binbynocs uepes 57,1 TiokHa nicns pecctpauii Ta yepes 52 THWKHI DicAS OCTaHHBOL
KoHUeHTpauii CAB y nmnasmi kposi.

YyacHuKkK 3 cepoKkoHBepcicto NiA Yac akTMBHUX iH eKUn (Kpok 2) (nonynAuin
cepokoHBepcii CAB)

Kinekictb A Yac Big
::51r$2:2 it eKLil g0 BUN+ sizuTy BIl+ Ta Plasma CAB (urimn)
I exulii BCTRHOBREHHHA Bi3uT nonepeaHLOi

Bin+ I exyiv Tuxgens 9 | BIM+ giaut




9 8 T“’%e”b 16 Tvokis 4,04 0.416
5 4 T“’*%e”b 8 ke 0,841 258

CAB ITosnopxknusa nonynsuia PK

[lixasi 3pa3ku miasmu OyJTH nonepenHbo BiniGpaHi A1 BIUTIOYEHHS B NO3OMKHIMH
(papmaxoxineTHuHHif aHanis CAB LA, mo6 otpumari A0SaTKOBI AaHi B rpynax, HEAOCTATHLO
npeacrasneHux y nporpami CAB. BubpaHi yyacHHKH Ta 4aCOBI TOMKH ANTS AHAJI3Y HE
MpH3HAYEH] JUIA NPEACTaBICHHA JAHHX YCiel nOmysauil y4acHUKIB, pAHAOMIZ0BAHKX J0
nocniaumuekol rpynu CAB. YuacHHkH GymH BifibpaHi Ljig BKIIHOMEHHS B TIOMYNALIIO
ROHTITIONHOTO JOC/IHKEHHS HA OCHOBI CBOEYACHOr0 OTPHMAaHHSR iH'EKLIN (npoTarom 1 THxHS
MiC/ist 3aM1aHOBaHKX BI3HTIB) 10 57-r0 THXKHA, 63 NponyleH X in'ekuiil. Bucoka
BapiabenbHICTE HA 5-My THKHI JO [0YaTKOBOT iH’€KLT MOXKE BKa3yBaTH HA HU3bKY
KOMITTAEHTHICTE 10 nepopansHoro CAB min uac OLL

Miacymok koHueHTpauin CAB y nnaami nig uac okpemux siauTie nicns CAB LA
B YYacHUKIB <25 pokis i 225 pokis i B uinomy (CAB Longitudinal PK Population,
n=150)

Bix< 25 pokis a Bik > 25 poxigb 3aranom
(N=60) (N=90) (N=150)
Bisur / Plasma / Plasma f Plasma
n wm.:::al-u.mB CAB n ununcauuﬁﬂ CAB n nnnncaHHﬁB CAB
P (urivn) | P (uean) | ™ (uurivn)
TuKneHs 5
gg;;‘g": )”epe“ 235 370 3,08
(24 romusm icn 60/4 f 037? 8012 !:.2678(; 149/6 52'131[;
OCTaHHLOl (964) (293) (486)
nepopasnkHof
Lo3n)
Trogens 6 1,75 1,38 1,51
(vepes 1 wkaeHs | 3700 ( 1‘;5; 60/0 . rg) 9710 i 7323]
nicns iH'ekyii 1) (68) (69) (70)




TwkgeHs 9
(iH'exuin nepen 1,53 1,44 1,48
003010 2) [1,30 [1,29 [1,35
(ics 50/0 1,81] 83/0 161 149/0 1,62]
NoYaTKOBOI {71) (58) (62)
iH'ekuii)
Toaess 17 2,05 207 2,06
(iH'exuin nepen 6011 [21 5627] 880 512931] 1481 [21 2%?
Aosoi0 3) (93) (37) (62)
g 25 2,72 2.26 242
(iWexis nepea 3800 [326452] 6110 524%? 99/0 225";‘?
Aosoi0 4) (37) (33) (3)
TuxgeHs 41 2,84 2,40 2,57
{iH'exuin nepen 6010 52161? 9010 225265] 15010 [22;1?
Ao3oio ) (35) (31) (34)
" 340 321 328
(depes 1 wkaens | 60/1 22,17953 881 [32771? 14812 527%1]
nicns iH'exii 6) (©7) 7 (85)
S 9,78 2,01 2,32
(iHexuin nepen 2200 g23351] 2811 QO%? 501 [219%3]‘
Aosoio 7) (44) (138) (100)
e 57 325 245 268
{in'exuin nepen 16/0 gz’;l? 3440 (214, 5010 [241
roon 81] 280] 298]
(31) (40) {39)

Cepepne reomerpuane [95% Cl (CVb%)

a.  Meniana (gianaaon) 21 (gin 18 fo 24) poxie

b.  Megiana {gianasoH) 27,5 (gin 25 £o 43) poxia

¢ 3navenna NQ Oy npunucani fo ¥z LLOQ (0,0125 pr/mi) Ang cTaTMCTIMHUX MIGCYMKIB,

TDF/FTC cepokonBepcia HaceeHus
[TFV nna3mu Ta BHyTpiltHbOepuTpouuTapudii TEFV-DP y DBS ouinosanu B yuacHuxiB 3

iHIMIeHTOM iHQekLT, pannomizoBanux y rpyny TDE/FTC. DBS 6ys Binibpanuti pizxo. Ha
OCHOBI PE3YJIBTATIB AK IUIa3MH, Taxk i DBS, 1/36 yuacHukiB nanu koHLeHTpalll npenapary, mo
BiAMOBINAIOTE >4 NO3W/TIICHD Y Yac, Haiibmwkuuil 1o nepworo BIJI-no3uTHeHOTO BizuTy.




[Tortynsanis npuxuabHocTi go nikyeanua TDE/FTC

Saranom 44% (843/1912) nocnimkeHHx 3paskis nmokaszany kouuentpanito TFV y mnasmi, mo
Binnosizae 7 n03aM Ha THXKIEHB, a 52% (1001/1912) oninennx 3pa3kis nokasanu
koHuexrpauito TFV y fnasmi, mo Bianorinae >4 1031 Ha THKAEHB, KOPOTKOYACHE
NOTPUMAaHHA 7 103 Ha THXKACHD 3HU3HIIOCH 3 62% (249/404) Ha 4-My TixHI K0 35% (40/114)
Ha 8 |-My THXHI Ta JOTPUMAHHSA >4 JI034 HA TIDKAEHE 3MEHIUWIUCA 3 72% (291/404) na 4-my
TicHi 10 39% (45/114) va 81-my TixHi. Y cepennbomy 3a Bizutamu 46% (196/404)
yuacHuKiB y nomynauii npuxunbadkis TDF/FTC manu kouuentpauii TFV y mwiasmi, mo
BIAMORINAIOTh 7 003aM HA THXICHb.

3aBAsKH pigkicHOMY Bindopy 3paskiB DBS 3 24-tmwkuesumu inTepsanamu 0yiio MeHie
kouuentpauif TFV-DP, nix xonuentpauiit TFV y nnasmi, noeTynHux ans nomynsuii
npuxuisuukis TDF/FTC. 3aranom, 5% (59/1090) ouinenux 3paskis DBS panu kouuentpanuii
[TFV-DP, mo signosigaoTs 7 103aM Ha TIKAEHS, a 26% (280/1090) oninenux 3pazkis nand
kouuedtpatlii TFV-DP, mo Biamnosinaors >4 no3u Ha TiwkaeHs. Jorpumanug 7 103 Ha
THIKAEHD 3HH3KNoCR 3 9% (32/365) Ha 4-My TioKHI 10 5% (6/115) na 81-my TrkHi, a
NPUXMIALHICTS = 4 N03K HA TWKAEHD 3MeHIIWIHCA 3 41% (151/365) Ha 4-my ThakcHi o 18%
(21/115) na 81-my TiokHi. Y cepeaHBOMY 3a Bisutamu 3% (11/395) yuacHukiB y nomymsulit
npuxunehukis TDF/FTC manu kxoHuenTpauii DBS TFV-DP, mo pianosinawores 7 gozam Ha
THKICHb.

Pesucrentsicrs BIJI go nikapenkux 3acobGis:

[Ha momeHT npomiiHoroe ananizy (05 nucromana 2020 p.) y rpyni CAB 6yao sussneno 4
Bunanky indixysanns BIJL Jei indexuil cTanucs y :iHOK, AKi He MPHIMANH nepopansHi
CAB i ne pobund in'ekuii, i 2 - mig yac in'exuiiiHot dasu nocnimxenus; 36 iHdekuii cranucs
B rpyni TDF/FTC.

PesynbraTi renotumysanss BIJI Oynu gocTyrHi ans Tpeox i3 YJOTHPBLOX YYaCHUKIB Fpynu
CAB. V onHOro 3 TpboX y4acHHKIB fTpH MEPIIOMY Bi3HTI 3 HASBHOIO Bipemicio Gyto
BHsIBJICHO MyTauilo iHTerpasu (L741). Ll myTtauia seaxxaethes noniMopdismom i Gyna
BHSBJIEHA B JieKiNnbkoX yyacHukis rpynu TDF/FTC.

[PesynsTaTu renotumysanns BIJI Oynu orpumani mna 33 i3 36 Bunagxosux indexwiit y rpyni
[TDF/FTC. Onun yuacHHk MaB CTilikicTs ak HONRTI, tak i no NNRTIL. JIume siciM iHImux
yyacHHKIB Manu ctifikicts 1o NNRTI. V 10 3pazkax BuaBaeHO Myrauii/monimopdizm INSTI.




PezynbTaTh, Npo AKi NOBiZOMIsE NANIENT:

Bropuuii KIHIEBT TOUKH IIHOTO AOCILLKEHHS JONOMAraloTh B inTepnperanii naHux 3 6esnexu
Ta 3a6e3MeuyIoTh HafliliiHy NepclieKTHBY, OPIEHTOBaHY Ha yuacHdka. Xo4a npsMi NOPIBHAHHS
MbK pizHHMH crioco6amH BBeAeHHS Oy HEMOMUIMBUMHE Yepes AH3aiH NOC/iDKEeHH S,
NPUAHATHICTh YYACHUKAMHE [H’€KLIHHOrO JOCIJUKYBAHOTO NMPOTYKTY OLIHIOBAIACA POTATOM
ychoro nepiomy nociipkenns. Hessaxatoun na e, 1o 6ip y Micui in’exuii 6ys 6inpiu
nowupesuM y rpyni CAB, y4acHHKH IOBIZOMHIIH PO BUCOKMiE piBEHB 3araibHOTO
3a[0BOJICHHS 1H €KIIAHMM MpenapaTtoM TPUBAMOT il, IPH 1{bOMY BaXTHBHMHU (akTOpaMK
OYJTH TaKi mapaMeTpH, K 3py4HICTh, THYUKICTh, JIErKiCTh BHKOPHCTAaHHA Ta 00€pekKHICTh

21. PeaynpTaTu Ge3nexu

OnHAKOBI YaCTKH Y4aCHHKIB B 060X IpyIax JiKyBaHHS DOBIZOMMWIH (1po NMpHHAHMHI oany T1P
nin yac npuioMy crinoro aociimiysasoro npenapary (Kpoxu 112 OBSP). B o6ox rpynax
nikyBaHHA MOBIAOMIIANOCS MPO OQHAKOBY YacTOTY He IOB'A3aHMX 3 npenaparamu ISR TP B
06ox rpynax. Bibiua yactka pecnionaeHTis 3 rpyna CAB nepexuiu nonii [SR nopiensHo 3
pecrionentamy 3 rpymd TOF/FTC. 3a Bunarkom ISR, oiHakoBi yacTky yuacHUKIB B 060X
rpynax nikyBaHHs 3a3Hany npHHaivMHi ofiHoro TP 2-ro ctynens abo BulLe.

3aranbHe pestome nobiuHux edextis OBSP — {(nowupekHs nodiuHMX edekTin
OBSP Ha etanax 11 2 — nokazHukn 6eznexky; OBSP ISR Ha eTani 2 — nonynayin
NOKa3HUKIB Be3nekn iH’eKLiR)

CAB TDF/FTC
(N=1614) (N=1610)
n (%) n (%)
Byab-aka NP 1556 (36) 1540 (96)
MNP wo nos's3aHi 3 nikapcbkvm 3acobom 1098 (68) 1014 (63)
byab-ski MNP, 3a eudaTkom ISR 1554 (96) 1540 (96)
MP, nos'saaki 3 npuitoMom Jikie, 38 BUHATKOM ISR 980 (61) 998 (62)
ISR [P h78( 38) A 166{ 11) A
ISR 1P, noB'sA3aHui 3 HapkoTHkamm? 575(38) * 163(11)4
Byaw-aki P 8ig 2 ao 5 cryneus 1489 (92) 1480 (92)
[P sig 2 00 5 ¢Tynexs, Noe's3aHi 3 HapKOTUKaMM 903 (56) 848 (53)
MNP gig 2 4o 5 crynens, 3a suHaTkom ISR 1482 (92) 1478 (92)
MP Big 2 no 5 cTynexs, NoB'AzaHi 3 HApKOTUKAMU 833 (52) 841 (52)
33 BUHATKOM ISR
ISR NP 8ix 2 Ao 5 CTynexs? 196( 13) A 27( 2)A
MP ISR Big 2 Ao 5 cTyneHs, no'saaHi 3 192( 13} » 25(2)»




HapKoTHKaMu?

Bynb-siki MNP sig 3 #10 5 cTynexs 265 (16) 274 (17)
TP Bia 3 A0 5 CTYNEHS, NOB'A3aHI 3 HAPKOTUKAMU 86 (5) 93 (6)
[P Big 3 o 5 cTynenn, 3a BuHATKOM ISR 264 (16) 274 (17)
MPu Big 3 Bo 5 cTyneHs, - NoB'A3aHi 3 85( 5} A 98( 6) A
HapXOTWKaMM, 33 BUHATKOM ISR
ISR [P Big 3 po 5 cTynewsa.® 1 (<1} 1 (<1)
{1P ISR Bia 3 #0 5 crynexs, nog's3aHi 3 1(<1)e 1{<1)
HaPKOTUKaMK®

MNP, L0 np13BoAUTE A0 NPUNUHEHHA MPUIAOMY 17 (1) 22 (1)

AoCnigKyBaHoro npenapary
MNP wo nos'a3ai 3 nikapcbkvm 3acoboM, Wo 0 0
NPU3BOAUTL 8O NPUNUHEHHS MPUIAOMY

NOCTIAXKYBaHOro Npenapary
ISR, 40 Np13BOAUTL A0 NPUNUHEHHA NPUItOMY 0 0
LOCNiAKYBAHOro Npenapary

byae-ske CI4 25(2) 33(2)
CNA wo nos's3aHi 3 Nikapcbkum 3acobom 1 {<1) 3(<1)
CwmeprentHi CMNA 2 0
Cwmeptenshi CITHA, nos's3ani 3 HAapKOTUKaMM 0 0

a. Ny Uit kaTeropii - ue KinbKicTb y4acHuKiB, AKi OTPUMANM NPUHAMMHI ONHY IH'EKLID AOCTTIKYBaHOr0
npenapary (nonynauia Evan 2 Geanexy in'exyfif) nuwe Ha Etani 2 (CAB: N=1519, TDF/FTC: N=1516).

b.  opeH yuachuk He 3a3Hag ISR 4 abo 5 ctynens, a 1 yuachmk y kowwii rpyni nikyeanHs aasHae 1 abo
binbwe ISR 3 crynexn. :

¢.  Hopatkoewi 1P {rineptoHiuHa xsapoba cepun) Oys aapeecTpoBaHMii nig yac etany 2 6ea OBSP.,

[lepsuHHI aHaTI3H KiHLEBUX Todok Oeanexy Brmovand kiiniuHi [TP 2-ro crynens abo Buue
Ta naboparopHi TP mip yac 1-ro ta 2-ro etanie. ITig yac eranis 112 OBSP y Ginsiocri
Y4aCHHUKIB COCTEpiranucs noAii 2-ro ctyneus abo suute (92% yuacuukis y rpynax CAB i
[TDF/FTC). HaiiuacTilunm nobiunum edpextom 2 abo BHILe crynens B 060x rpynax 6yno
HIDKCHHA HMPKOBOIO KITIPEHCY KpeaTHHIHY, PO AKe NOBIOMIAN0CS 3 HOPIBHAHHOO
FacTOTOO B 000X rpynax.

MepBuHHUIA aHani3 NoOiYHUX ABKIW 2 abo BUWoro ctyneHss OBSP, aki BMHUKNK
WoHanMeHwe y 5% y4yacHUkiB ByAbL-fKkol rpynu slikyBaHHs — Kpoku 1 i 2
{nonynsuia 6e3nekn)




MepeBaxHuii TepMiH CAB TDF/FTC
(N=1614) (N=1610)
n (%) n (%)
KinbkicTb yyacHukia 3 byas-saxoo NP 2 knac abo 1489 (92) 1480 (92)
BULLE
HpKOBUI KRIPEHC KPRATUHIHY 3HWKEHMH 1160 (72) 1192 (74)
KpeatuHiH y KpoBi nigBuLLEHUA 339 (21) 324 (20)
IHdhexLis BEPXHIX AvXanbHUX LWNAXIB 235 (15) 265 (16)
FonoBHUi Ginb 221 (14) 221 (14)
[HcheKLiT Ce4OBMBIRHMX LWINAXIB 210 (13) 196 (12)
binb y micui BBeAEHHS 172 {11) 19 (1)
AMinasa nipsuwiera 166 (10) 142 (9)
Ceyocratera xnamiginHa indexuis 146 {9) 147 (9)
[ncchyHKUioHankHI MATKOBI KpOBOTEYI 146 (9) 142 (9)
3HUXEHHA PIBHS ITIOKO3M KPOBI 145 (9) 146 (9)
BynbeoBariHanbHvi KaHAMAO3 125 (8) 145 (9)
TpuXOMOHagHKiA BYNbROBAIHIT 123 (8) 108 (7}
Xniamigiiina incexuin 107 (7) 138 (9)
bink y couHi 103 (6) 105 (7)
Metpoparia 91 (6) 82 (5)
MeHoparis 89 (6) 90 (6)
Kpeatnchocdokivasa kposi ninsuuieHa 86 (5) 68 (4)
BuginexHs 3 nixsu 80 (5) 56 (3)
AHOMankHa BTpaTta Barmm ' 79 (5) 103 (6)
lacTpoeHTepur 76 (5) 74 (5)
HasodapuHrir 75 (5) 84 (5)
[igBuiLeHHA piBHA TMOKO3M KPOBI 75 (5) 47 (3)
®ochop Y KPORI 3HU3MBCS 58 (4) 81(5)
Mpumitka: PT nepepaxoBaki B NOPARKY 3MEHLIEHHA YacToTv B rpyni CAB.
Mpumitka: Nobiuni edextn Bynu saxoaosari oo GaxarHoro TepMiHy 3a AONOMOFOK CrIOBHUKA KOAYBaHHS
MedDRA sepcii 23.1
HaiinomHperimoo noaieio, o’ 13aHOK 3 NPHIEOMOM NIPENAapaTy, 38 BU3HAYECHHAM
nocniaHKka, 0yno 3HHKEHHT HHPKOBOTO KIIPEHCY KpeaTHHIHY B 000X rpymax JikysaHHs
(43% yuacuukie sax y rpynax CAB, Tak i B rpynax TDF/FTC).
Baranom 3 yuacHukH (ycei B rpyni CAB i npo xoaHoro He nosigomisnocs s rpyni TDF/FTC)




nomepnH, 2 mig yac erany 2 OBSP (PT's rimeptoriuHa xgopo6a cepus Ta ronosuui 6ins) i 1
min yac erany 2 Non-OBSP (PT uepebposackynapHuit incynsr). JKomHa 3i cmepreii ne 6yna
BM3HAHA JIOCIIAHHKOM MOB'A3aHOIO 3 IIPHXOMOM AOCIIKYBAaHOTO Mpenapary.

YacroTra nobiunux edeKTis, 1O NPU3BENH 0O IPHIMHEHHS NPHIAOMY HOCIH/IKYBaHOTO
npenapary, CITS ta cMeprensHuX BHIaAKiB Oyia HH3HKOI0 B 000X rpynax JMiKyBaHHA.
Hactka ywacHukis i3 CI1, mo npusBeny 00 NPHNMHEHHS NPHAOMY JOCTIIMKYBaHOTO
npenapary, 6y/1a HH3bKO0 B 000X rpymnax MiKyBaHHs.

Sk i ouixyBanocs TpH BHTpilIHBOM I30BOMY BBEIEHHI, oBigomnsurocs npo ISR nig yac
(asu in’exuii. 3axBOPIOBAHICTE i TAXKKICTE 3 4ACOM 3MeHIIMNUey. ISR nosigomnanocs
qactiwe B rpyni CAB nopisrsaHo 3 rpynoto TDF/FTC. Binvmwicts [SR 6ynu 112 crymens, i
NOCITIAHHK BBAXAB iX 0B’ A3aHUMH 3 IOCHIIKYBAHMM MPENAPATOM, ajle XKogeH He 6ys
nosinomnenuii ax cepHosuuid. JKoupen yuacuuk rpyrmu CAB ne mas ISR, axi npussenu 1o
IPUITMHEHHS MPHHOMY JOCHILKYBAHOTO MIPENApATY.

KinsKicTb y4acHHMKIB, AKi 3a3HaNM renatotokcHuHocti AESI, 3apecctpoBanol Ak no6iunmuit
edexT, 6yna 36anancosaHow B 000X rpynax Jikysatus (1 y CAB ta 2 y TDF/FTC). Onun
BHNaZok renarotokcuyHocti AESI, o crases B rpyni CAB, 6ys cepH03HHM, JOCHIAHHK
BBa)KaB HOro HE NOB’93aHUM 3 JOCIIIKYBAHUM NPEnapaToM i MaB 4 CTYMiHb TsoxkocTi. Y 1 i3
2 yuacHukis rpynu TDF/FTC cnocTepiranacs remnaTOTOKCHUHICTG 3 ¢TyneHs, axa Gyna
MOBiOMIICHA AK CEpPHO3HA Ta BBAXKANACS AOCAITHHKOM IOB’ I32HOIO 3 OCTIKYBAHUM
npenapaTroM.

3 33 y4acHHKIB, ¥ AKHX CrocTepiranics BHMaAKH BiIMiHH IOCIIXKYBaHOTO Mpenapaty,
MOR'S3aHi 3 Nevinkoto, § yyacHuKkis, siki orpumysanu CAB, 6ynu ouineni HHAC sk
"siporigui" DILI (n=1) abo "moxunsi" DILI (n=7). 7 yuacuukis, ski otpumysanu TDF/FTC,
6ynu ouineni HHAC sk «itMoBipHe» MYTI (n=2) abo «moxutupey MVYTI (n=5).

YacTka yyacHukis, ki nosizoMud npo rinepuytnueicts (HSR) ALESI Ta npo Bucunanus
AESI, 6yna 36anatdcosanor Mix rpynamu nikysanus (HSR: <1% yuacuukis y rpynax CAB i
[TDF/FTC i Rash: 4% yuacHukiB sk y rpynax CAB, Tak i B rpynax TDF/FTC) i sincyTHicTs
MOBiZOMNEHHMX MOAIH MPU3BEITH 10 HPHIHHEHHS IPUHOMY A0CTIHKYBAHOrO [Ipenapary.

e 3aranom, <2% B 000x rpynax JikyeanHsa (CAB: 25 yuacuuk; TDF/FTC: 21 yuacHuk)
3a3HaB NobiYHHX edekTis Mianril, TOR’I3aHHX i3 MPHHOMOM JikiB. Binewicts romiii,
MNOB’A3aHHX i3 3aCTOCYBAHHAM IIpenaparty, y rpyni CAB BuHHKaNU yepe3 >5 OHiB
nicid nobiuHux edexTis G0N0 B Micui 11’ exuii.




acTka y4acHHKIB 3 HEpBOBO-IICHXIYHUMH po3Nagamu Oyna noaibHoro B 060X rpynax
nikyeaHHa. Hefiponicuxiatpuani AESI, ki cioctepiranucs y >1% yuacHukis, Oymn AESIT
posnagis cHy (5% yuacHHKIB y rpyrnax CAB 1a TDF/FTC). Veci iHlui Heliponcuxiarpudi
AFESI punnioii B <1% y4acHHKIB.

3arasioM cnocrepiranocs 3GiABIICHHS CepeAHBOI Bar B 000X Ipynax JiKyBaHHA 3 JEIIO
BHIIUM 30 isIIeHHAM Bard B rpyni CAB. VdacHuKH 000X rpymn, aki gocarnn 105-ro THkKHA,
[MPOAEMOHCTPYBaTH MoAiGHe 30iNkIneHHs cepeHEOTo 30iMbLICHHS Bard MOPIBHAHO 3
MOYAaTKOBHM PiBHEM.

Ornsan AESI npu cyaomax He BusiBHB aucBanancy mix rpynoro CAB i rpynoto TDF/FTC y
YaCTLi YYacHHKIB, K1 3a3Hanu tux AES]. XoneH yuacHuk He noeigomus npo PT
pabaomionisy abo AESI maukpeatuty. Kpim Toro, kniHiuHo 3Hauynioro snnusy CAB Ha
mabopaTopHi MOKA3HHKH KpeaTHHIHY 200 KnipeHcy KpeaTHHIHY He OyIio.

Ouinka ¢pyHKLUIT HUPOK He BUABMIa AucbamaHcy Mbk rpynoio CAB i rpymoro TDF/FTC npu
ouiHLi BIUTHBY Ha KpeaTHHIH AESI abo PTs migsuIneHHs KpeaTHHIHY B KPOBI Ta 3HHMEHHS
HHUPKOBOTO KAIPEHCY KpeaTHHIHY.

3aranom y 72 yuacuuup Oyno 77 saritHocTeit (49 6ynu niaTeepKeHUMH BariTHOCTIMYK, 20
BAKIHYWIMCA 10 NIATBEPIXKYBABHOTO TECTY, 4 § OWiKYBaNH MiATBEP/PKEHHA CTAHOM Ha
MOMEHT 0ODpi3aHHA JaHUX AN BOTo 3BiTY). HacTora Ta THNH (HaNpUKIa, NO3aMaTKOBA
BATITHICTH, MEPTBOHAPOKCHHS Ta BAadoBi b0 cnonTanui abopru) Oyiu nonibHUMU B
rpynax CAB ta TDF/FTC.

22. BHCHOROK (3aKJIHOUEHHS )

EdekTHEHRICTL

{ani npo edextuBHicTE HPTN 084 neMoHCTpy1OTE KIHIMHO 3HAYYLIHIA | CTATHCTHYHO
3HadyLUMii BIKB Ha npodinakTuky sunaakopux BIJI-tHdekuii y LucresaepHux xidok:

micTHTe CAB LA, Axuil BBOAUTBECH KOXKHI 2 Micaul, € kpawuMm (p<0,0001) nopisusaHo
3 IOAEeHHUM nepopankHuM npuitomom TDF/FTC y zanobiransi sapakenHio BIJI-1 y
UMCreHaepHHX KiHOK TPYNH PH3HKY.

e [lepeunuuii ananis i3 sacrocysauuamM mITT Population moxaszas, uro pexum PrEP, mo




3 40 sunankis BLI-indexuii, 3apeecTpoBanux Ha etanax 1 i 2, 4 cranuca B rpymi
CAB (pisens 3axsoprosanocti 0,20 Ha 100 ITTB) i 36 - 8 rpyni TDF/FTC (pieens
saxeopioBarocTi 1,85 Ha 100 PY).

[TepsunHuii aHanis NPOXEMOHRCTPYBAB 3HIGKEHHS PH3UKY iHikyBanns BIJI-1 Ha 89%
y rpyni CAB nopisusso 3 rpynoto TDF/FTC. Cunsmit edexr nikyBanHs, 1o
CIIOCTEpIiraBes B IEPBUHHOMY aHANI3|, BIANOBIZAE BHCOKOMY PiBHIO 3aXHCTY Bifl
indixyesanns BIJI-1 npu 3actocyeauni CAB LA.

Y nonynsuii EdextusHOCTi iH'ekuilitux nporpam 2-ro erany 3 nensypoio OBSP
crocTepiranocs 3HMWKEHHA piBHA 3axBoprosaHocti Ha BUI-1 y rpyni CAB Ha 95%
nopisHaHo 3 rpynoto TDF/FTC.

Hns nomyanii 3a rpoTokonom 6yno 3agikcoBaHO 3HIKEHHS 3aXBOPIOBAHOCTI Ha
BUI-1 y rpyni CAB Ha 89% nopisusso 3 rpynoto TDF/FTC.

BinHocHi nokashukw indikysarna BUJI-1 na Etani 2 Bignosinanu zaranssoMy edexry
nikysaHus Ha Etanax 1 i 2, IeMOBCTpYIOUM MEHIIY KiNBKICTh BMNaKis iHdikyranns
BUJI-1 y rpyni CAB nopiensHo 3 rpynoro TDF/FTC.

3aranpuuit pieens indikyeanng BIJI y niarpynax, npoaHanisosaHux 3a BIKOM Ta
IHIIEKCOM MAacH Tijia, BIJLIOYAIOYH YYaCHHKIE BikOM <25 pokis, Binosinas
34rafbHOMY CIIOCTEPEKYBAHOMY eeKTY JIKyBaHH:, AEMOHCTPYIOUH N4 BCiX MiArpyn
HIKYHHA piBeHb indikysanns BIJI-1 B yuacHukiB, pasnoMizosanux no rpymu CAB,
MOPiBHAHO 3 YYaCHHKAMH, paHaoMizosauumu 1o rpynu TDF/FTC.

besmexa

Cxema CAB PrEP 3aranom no6pe nepeHockiacs 3 aHaToriMHOK YacToTor [P y
nopisaaHHi 3 rpynoto TDF/FTC, 3a Bunsitkom Ginewot yacroru IP y rpyni CAB.

Yacrka yuacuuxis, aki 3azsanu CITA, Gyna HU3LKOIO Ta OAHAKOBOIO B 060X rpynax.

ITicna puxmouenns ISR, npo [P, [P 2-5 ctynenis, [P, nos'ssaui 3 npuifomom
AixkapepKHX 3aco6is, Ta TP, o npuseeny o NpUIMHEHHS OPHHOMY IOCI Y BaHOrO
npenapary, NOBIAOMIIANOCA 3 OJHAKOBOIO YaCTOTOKO B 060X rpynax nauieHTis, Aki
nputimanu CAB ta TDF/FTC.

3aranom, iH'ekuii CAB nobpe neperocumucs. IToGiuni peaxuii, 4k npasuno, 6ynu
nerkuMH (1-2 cTyneHs) Ta KOPOTKOYaCHUMH i HE PH3BOAMIIH A0 BIAMIHM
JOCHIDKYBaHOTO Mpenapary.




Yacrora HynoTH (5%) i GinoBanns (3%) y rpyni CAB 6yna MeHInoo, Hi y rpyni
TDEF/FTC (10% i 6% Bigmnorigwo).

YHacrora rimeprepmii 6ya nuspkolo Ta nogibHoto sk y rpyni CAB, Tak i B rpymi
TDF/FTC y npomy mocnimxenni. ¥ HPTN 084 He 6yi0 BCTAHOBIEHO THMYAacOBOTO
3B’ A3Ky MIK nofisiMi Pyrexia Plus iz ISR abo noaismu Pyrexia Plus i3 Bisutamu mns
i1 ekl

By opuH y4dacHuK, axuit nepexus cepitosHy renaroroxenunicts AESI y rpyni CAB,
IKY JOCHIHAK BB2XKAR HE MOB’A3aHOI0 3 JOCTIKYBAHHM NPENapaToM, 1 OHH
Y44CHHUK i3 cepiozHoio renarotokcHuHicTio AESI y rpyni TDF/FTC, axy nocaigHuk
BBaXKaB 1M0B’A3aH0r0. Cepesl NPHIMHEHHS MPHHOMY AOCHIIKYBAHOIO Npenapary,
noB’43aHoro 3 neuinkoio, ouinesoro HHAC, nopiBHSHHY KiNBKICTB LHX nouii yno
OLliHeHO K HMOBIpHI abo moxduei DILI y rpynax nikysaHHA.

Xoanux nokasis puzuky HSR npun CAB He cnocrepiranocs. Hi B onuiii rpyni He
noeigomnanocs npo AESI HSR sax CITA. <1% yuachuxie 3aznamm 2 HSR AES], ski
OynH ouiHeHi ZOCHIAHUKOM sk [oB’s3aui B rpyni CAB, 1 9 6ynu ouineni sk nos’ 13axi
s rpymni TDF/FTC. Ui nognifl e Gynu Tunosumu HSR.

3arafloM 4acTKa YYacHHKIB, Y AKHX crocTepiranucs sucunanis AESI, sxmouaroun
ABHLUIA, [TOB’3aHi 3 TPHHOMOM Nnpenapary, Oy/a HH3bKOIO Ta NepeBaskHo Manu 1 a6o
2 cTyniHb IHTEHCHBHOCTI, 0€3 OAHAX NOAIH, WO MPU3BEIH 10 TPUIMHEHHS NpHiioMy
JOCIIXyYBAHOTO Ipenapary, Ans obox rpym.

36inbwenns sary 6yno nofibHUM B 000X rpynax MiKyBaHHA 3i 3GinblIeHHAM
NOPIBHAHO 3 BHXIIHHM piBHeM Ha 105-my Tixni, CAB: 3 kr (0, 7,5) i TDF/FTC: 3 kr
(0, 7). Cepenniii npupict paru 6yB cTabiNbHUM IPOTACOM YCbOT0 MEPIONY BBEACHHS
CAB.

Xoya npo MiTBHIIEHHA PiBHA MNIIOKO3H B KPOBI MOBIAOMIAIOCS Y BiNbLIOT yacTky
y4acHuKiB rpynu CAB, BianoigHi 1aboparopHi NOKA3HUKH HE BKA3YIOTh Ha
TexzeHito fo rinepriikemii. Kpim Toro, norigomnexHs mpo [P inwux BianosigHux
TepMiHIBE He BKa3ylOTh Ha TEHJEHUIO JIO rinepriikeMii aGo niabery.

Buxonsuu 3 HassBHUX QaHMX, He OYN0 THMYaCOBOTO 3B’ A3KY MK Mianrieo ta
PeakilisAMH Y MicHi BBEJEHHS.

Koaumx noxasie NiABHILEHOro PUZKKY HeHponcuxiaTpUyHux nofiii y CAB
nopisrsaHo 3 TDF/FTC we cnoctepiranocs. Posnamu cy AESI 6ynu Haitbinsm
NOILUHPEHHMH HelpoiicuXiatpraruMu AESI i manu Micue y 5% yuacuukis B 060x




rpynax jgikyeaHHa. Yci iHi HeHponcuxiarpuuni AESI 6ynu 36anancosasi Mix
rpyriaMu Ta BUHHAKNY B <1% y4acHHMKIE.

Amnaniz AESI cynom 1a cynomuux Hamnazis, a Takosk PT paGaomionizy Ta
NAHKPEaTHTY He BHABHB nucOanancy mixk rpynoo CAB ta rpynoio TDF/FTC 3a
YaCTKOIO YYACHHKIB, AKi 3a3HanH uux AESI. KpiM Toro, KIHIYHO 3HAYYILOTO BILTUBY
CAB Ha na6opaTopHi NOKa3HHKH KpeaTHHIHY a00 KIipeHCY KpeaTHHIiHy He 6yno.

Ouinka dyHKkuI] HUPOK He BHABWIA nucbanancy Mbk rpynoio CAB i rpynoio
TDF/FTC npu ouinni smiusy Ha kpeatuHin AESI a6o PTs ninguimenHs kpearuHiny B
KPOBI Ta 3HIDKEHHA HUPKOBOTO KILipEHCY KpeaTHHIHy.

Haut nig "ac BaritHocti odMexxeni. THITH Ta 4ACTOTA HACINIKIR BAariTHOCTI 6yIH
NoAiOHHMH MK [PYNaMH JIKYBaHHS.

He BusiBneHo XOMHHX reHlepHuX BiaMinHocTel mopo npodino Gesnexu CAB PrEP,

3aranom CAB PrEP Mae cnpustiavsiii npodinb Gesnexn Ta 3aranom gobpe
[EPEHOCHBCS 3riJHO 3 Pe3yNLTATAMM UBLOTO JIOCHIHKEHHA.

PapmakoKiHeTHKA

CAB LA Q8W 3abesneuye qocTaTHIO KOoHUeHTpaniio CAB y naasmi kposi ana
3axHeTy Bin BlJI-indexuii 3i wenakicTio cepoxongepceii 0,20/100PY mix wac dazu
K’ ekl mocmimKeHH.,




¢ 34 sunaaxis iHdikyBaHHs, AKi criocTepiranmucs B rpyni CAB, Tpoe yuacHuKiB abo He
Mall HelloJaBHBOrO KOHTakTy 3 CAB, 260 Manu Hu3bki koHueHTpauii CAB.

e Kognux KmiHiuHO 3HaUYIMX BiAMIHHOCTEH Y KoHueHTpailisx CAB y rutasmi ne
CIIOCTEpiranoea MbK y4acHHKaMH BikoM <25 pokie abo rarow <50 kr (n=9) y
NiArpyni 3paskis Bif NONepenHso BiAibpaHHX yHacHHKIB.

¢ binsuicts sunankis cepoxonsepceii B rpyni TDF/FTC mMoxHa MOACHUTH NOTaHOK)
NPUXHALHICTIO HA OCHOBI n1a3MoBHX koHuenTpauiil TFV ta
BHYTPILUHBOSPUTPOLIMTAPHHX KOHUeHTpauiii TFV-DP.

¢ 3aranbHa npuxuaeHicTs y rpyni TDF/FTC 6yna Husekowo: 5% (59/1090)
rouuenTpauiit TFV-DP sipnosigne a0 7 103 Ha TxaeHs i 26% (280/1090)
BIAMOBIAHO 10 24 J03M Ha THXAEHL 1 44% (843/1912) koruentpauii TFV B nnasmi
BianoeinawoTs 7 1o3aM Ha THXKOEHD 1 52% (1001/1912) 3 >4 1031 HA THXIEHD.

Pesncrentricts BLJI no aikapebkux 3acobis

e OKopen i3 3 yuacHukis rpyrmu CAB, nis SKUX JOCTYNHI pe3yNbTaTH [€HOTHITYBAHHA,
He po3BHHYB MyTauil cTifikocti 7o INSTL. Omun yyacHuK MaB nonimMopgizm
iHTerpasH.

e  VuacHukd rpynd Jgikysauus TDF/FTC, aki zazuanu cepokonsepcii BUJI, manu gokasu
pesuctenTrocTi 1o HI3T, HHI3T ta INI 3a pe3ynsTaTaMH F¢HOTHITY BAHHS, IO
CBIIMUTE NP0 HMOBIPHY NEpeHeceHy Ta, MOXUIMBO, PE3HCTEHTHICTh, IO BUHHKAE TiJ|
4ac JIKYBaHHS.

IPeayabpTaTH OpPO SKi DOBIIOMAAE DaLicHT

e Xoua 6ins y Micui iH'ekuil Oys 6insm momupeHnM y rpyni CAB, yuacHHKH
Bi4yBa/l BUCOKHH PiBEHb 3arajIbHOrO 3a{0BOJIEHHS BiJl BUKOPHCTAHHS iH'€KIiHHHX
Ipenaparis [pOJIOHTOBaHol Ail, NPH HBOMY BOXKNHBHMH (hakTopaMu OyIM 3pyuHicTs,
FHYUKICTB, IPOCTOTA BUKOPHCTAHHS T4 PO3CYLIHBICTD.




3asBHHK (BJIACHHK PEECTPALIIMHOIO MOCBITYEHHS )

(mianuc)

Kapen ['peiitokep (Karen Grainger)

BiiB Xenckep (ViiV Healthcare)

Bine-npesuaent, KepieHuk BTy HOPMaTHBHO-MIPABOBOTO PeryJIFOBaHHS

{Ilopsiook donoeneno nosum oodamkom 30 seiono 3 Haxasom MO3 VYxpainu Ne 1528 gio 27.06.2019 }

Ilepexian BHKOHAB:

MeHekep 3 peryIsaTOPHHX MUTaHb Ta peecTparii
TOB I'nakcoCmiTKnsiin ®apmacetotikanc Ykpaina
Mapunsko Jlroamuna



Clinical Trial Report - 30
Study ID-205162

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

IAPRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Priory Street, Ware, SG12 0DJ

United Kingdom

Primary and secondary packaging, Quality control and Batch release
Glaxo Wellcome S.A.

lAvda. de Extremadura, 3, Pol. Ind.

IAllendeduero, 09400 Aranda de Duero

Burgos, Spain

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

Meta-Analysis Results Report for 205162: PGx7646: Evaluation of relationships between UGT1A1 and UGTIA9 genotypes and
cabotegravir pharmacokinetics and tolerability, Study 205162

6. Phase of clinical
trial

[Four Phase 1 studies and two Phase 2 studies

7. Period of clinical
trial

IN/A




8. Countries, where
clinical trial has been
conducted

Multiple studies:

USA, Canada, Spain, France, Germany

9. Number of trial
subjects

Multiple studies

planned: 1364
actual: 1364




10. Main purpose and
secondary objectives
of CT

Objectives Endpoints
Primary
= FEvaluate effects of UGT7AT genotypes on oral 30mg oral steady-state G, all sfudies (four phase 1 and two
CAB PK phase Il studies)
Secondary
= FEvaluafe effects of UGT71A9 genotypes on oral 30mg oral steady-state Cr, all studies
CAB PK
= Evaluate effects of UGTTAT genotypes on Maximum on-treatment change from baseline for ALT and
changes in liver function chemistries TBL measures from LAI116482 (LATTE)"
Exploratory
= FEvaluate combined effects of UGTTAT and 30mg oral steady-state C~, all studies
UGT1A9 genotypes on oral CAB PK
» FEvaluate effects of UGT1A7 genotypes on oral 30mg oral steady-state AUCt and Cmax from four phase |
CAB PK studies
= FEvaluate efiects of UGT1A9 genotypes on oral 30mg oral steady-state AUCt and Cmax from four phase |
CAB PK studies

= Evaluate effects of U/GT7A9 genotypes an changes  Maximum on-trealment change from baseline for ALT and
in [iver chemistries TBL measures from LAI116482 (LATTE)"

Four phase [ studies: [TZ111839, LAI116181, LAI115428, and LAI116815.
Two phase |l studies: LA[116482, and 200056
*The tolerability analyses were limited to LAI116482 where clinical data were available at the time of analysis

11. Clinical trial

design

This was a retrospective, noninterventional PGx analysis. For the PK PGx analysis, the data were derived from 4 phase 2 and 2 phase

2 studies and included subjects who received oral CAB 30 mg once daily (QD) administration for at least 8 days. For the tolerability




PGx analysis, the data were derived from subjects in LAT116482, who received oral CAB as the study designed. A brief description
of each study is provided in Table 1.

Table 1 Description of Clinical Studies of Cabotegravir
Subjects Subjecta with
Study enrofled* PGx consent Study Description
Phasge |
ITZ111839 12 1 Evaluate the effect of efravirine on GSK1265744

pharmacokinetics in healthy adult subjects

Evaluate the pharmacokinetics and safety of GSK1265744
LAI116181 28 19 and rilpivirine and dolutegravir and rilpivirine in healthy adult
subjects

Investigate the safety, tolerability and pharmacokinetics of
repeat dose administrafion of long acting GSK1265744 and
long-acting TMC278 intframuscular and subcutaneous
injections in healthy adult subjects

Assess the relative bicavailability of new formulations of
GSK1265744 long-acting parenteral in healthy adult subjects
Phase Il

A phase llb, dose ranging study of oral GSK1265744 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
GSK1265744 is combined with oral rilpivirine in HIV-1
infected, antiretroviral therapy naive adult subjects

A phase lib study evaluating a long-acling (LA) inframuscular
regimen of GSK1265744 plus TMC278 for the maintenance of
200056 309 578 virologic suppression following an induction of virologic
{LATTE-2) suppression on an oral regimen of GSK1265744 plus
ahacavirlamivudine in HIV-1 Infected, anfiretroviral therapy-
naive adult subjects

LAI115428 47 32

LAI116815 13 27

LAI11e482

(LATTE) 243 224

*Based on the safety population




Clinical endpoints that were selected for this analysis are summarized in Table 2.

Table 2 Clinical endpoints analyzed and their definitions
Clinical endpoints Definitions
Steady-state oral PK parameters e Gt (pg/ml): Plasma concentration at the end of the dosing interval
from subjects treated with oral CAB — Note: Depending on the study, the lowest plasma drug
30mg QD for at least of 8 days conceniration was captured as Ct, Cirough, or Co. These were

pooled across studies for analysis of Ct. If mulliple measurements
of Co per subject were available, the average was calculated and

used as the derived endpoint measure for Gt

¢  AUCt (hr'ug/ml): Area under the concentration versus time curve ‘
during one dosing interval ‘

¢  Cmax (ug/mi). Maximum observed concentration

Liver function chemistry « Maximum on-treatment change from baseline in total bilirubin (TBL)
measurements expressed nunits of | «  Maximum on-treafment change from baseline in alanine
XULN {upper limit of normal) from aminotransferase (ALT)

subjects treated with oral CAB QD

The known functional genetic variants in UGTIA! and UGT1A49 analyzed included the UGT1A41 rs4148323 polymorphism (¥6
allele), the UGT1A41 rs8175347 TAS5/6/7/8 repeat polymorphism (*1, *28, *36 and *37 alleles), and the UGT{A49 rs3832043
polymorphism (*1B). Genetically predicted activity for UGT1A1 and UGT1A9 was used in this analysis, and defined from
genotypes as described in Table 3.

Table 3 Genetic Markers Evaluated




Geng Predicted acfivifyt | Genotypes

UGTIATH Low (L) Two copies of "28 (TAT), 37 (TAB)and/or *6 alleles
Reduced (R} One copy of *28 (TA7), "37 {TA8), or "6 allele
Normal (N} Wild-type; Do not carry *28, *6 or 37

UGTIAS Normal (N} Wild-type (T9/9)
Intermediate (1) One copy of *1B (T9/10)
Fast (F} Two copies of *1B (T10/10)

Note: UST1A1*36 (TAD) causes slightly increased UGT1A1 function in vivo and in vitro, but due to the small number of subjects who carried this allele (only 13 subjects carried
one *36 allele and no subject carried *36/*36 in this datasef), the *36 allele was categorized as “Normal” for the purpose of the analysis

12. Main inclusion
criteria

Multiple studies

Healthy and HIV infected subjects

13. Investigational
medicinal product,
mode of administration
and strength

Oral CAB 30 mg once daily

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

IN/A

15. Concomitant
therapy

N/A

16. Criteria for
evaluation efficacy/PK

Efficacy not evaluated in this study.

Refer to item #10

17. Criteria for
evaluation safety

Refer to item #10

18. Statistical methods

Linear regression models were utilized to determine whether a specific genetic marker was associated with an endpoint:

PK parameters ~ Independent variables + Genetically predicted UGT activity




Maximum change from baseline ALT or TBL = Independent variables + genetically predicted UGT activity

[ndependent variables that were evaluated for inclusion in the model are detailed below. The below variables, which were known or
potential covariates of one or more of the endpoint variables, were evaluated for potential inclusion as independent variables and/or
individually assessed for association with endpoints and genetically predicted enzyme activity.

e Study
e Gender
o Age

o Self-reported race and ethnicity
¢ Body mass index

e  Weight

e Baseline TBL and/or ALT

[ndependent variables that were significantly (p <0.05) associated with each endpoint were included in the analysis model. Endpoints
that were not approximately normally distributed were log transformed. Multiple analyses were run, using the above model,
evaluating each endpoint and one genetically predicted enzyme activity at a time.

The main effect of genotype was modeled with UGT functional classifications coded as an additive variable. The genetically
predicted UGT1A1 activity was coded as: Normal=0, Reduced=1, Low=2. The genetically predicted UGT1A9 activity was coded as:
Normal=0, Intermediate=1, Fast=2.

INo correction for multiple testing was applied and p-values were reported for each analysis.

The CAB clinical studies were not designed with power considerations for genetic analyses. Calculations are described here to
understand a range of effect sizes for which this pharmacogenetic study was powered to detect. For LAT116482 (a 4-arm study with
1:1:1:1 randomization), it was assumed that approximately one quarter of the subjects with PGx consent received 30 mg oral CAB
and had data available for analysis. An additive model was assumed with an available pharmacogenetic sample size of 420 subjects
and desired false positive rate (alpha) of 0.05. The frequency of reduced function allele carriage and effect sizes was varied. There
was high power to detect moderate to large effect sizes within the expected sample size and range of frequencies of reduced function
alleles (see Figure 1).




Figure 1 Power considerations

Power vs. Standard deviations per reduced function allele
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—01
- - - - - —0.2
10 —03
—04
081
. 067
o
2
[+
o
04+
02+
09 T T T T | T
0.2 00 02 04 0.6 08 1.0 12
Standard deviations per reduced function allele
19. Demographic Multiple studies

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




20. PK Results

UGT1Al and UGT1A9 Genotypes

For genetic variants in UGT1A1 and UGT1AD9, allele and genotype frequencies for the PK PGx analysis population (N=347) are
summarized in the first two tables below, respectively. One subject failed genotyping for the UGT1A1 TAS5/6/7/8 polymorphism
(rs8175347) and is not included in the first table below. The counts for the combined UGT1A1 and UGT1A9 genotypes are
summarized in the third table below.

Summary of carriages for UGT1A1 alleles and genetically predicted activity status

rsml;‘aazs rs8175347 Genstically predicted UGT1A1 activity, N (%)
(UGT1A1'6) (UGT1AT TAB/6/7I8) Normal Reduced Low
TAGE g
TAST 4
TAG 119
GIG TABIT 150
TAGR 6
TATIT 49
TATRS 5
NG TAB 7
AA TAGIG 1
Totalf 128 (37%) 162 (46 8%) 56 (16.2%)

t One subject missed the genotype for the rs817534 7 vanant

Summary of carriages for UGT1A9 genetically predicted activity status




rs3832043 Genetically predicted UGT1A9 activity, N (%)
[UGT1A9*1B) Normal Intermediate Fast
1913 120
T9/10 162
11010 65
Total 120 (34.6%) 163 (47%) 64 (18 4%}

Summary of carriage for the combined UGT1A1 and UGT1A9 enzyme activities

UGT1A1 genetically predicted activityt
Normal Reduced Low |
Normal 25 57 38 ‘
= Intermediate 63 85 14
23&>
EE RS Fast 40 20 4
=2 oo

TOne subject missed the genotype for UGT1AT

Genetically predicted activities of UGT1A1 and UGT1A9 are correlated with a Pearson product-moment correlation coefficient of
0.35.

[Evaluation of Genetic Association with PK Parameters and Selected Tolerability Endpoints

This study assessed association of genetically predicted UGT1A1 or UGT1A9 activity with PK parameters and selected tolerability
endpoints in subjects treated with oral CAB. The table below summarizes the results for each endpoint.




Summary of analysis results

naivsis Parameter estimate for
[Gene|Endpoint Analy . [Pvalue genetically predicted  [Final Model
Population, N
' ! activity (standard eiror)
] . log(Ct) ~ UGT1A1 predicted activity
& 1
Gz 346 4.89x10 0.19 (0.03) , ctudy + age + weight
AUCT 59 0.0013 20.03 (5.89) UCt - U@T‘l Al predicted activity +
- . tudy +weight
< [ - —— - ——
5 ICmax‘ 59 0.0213 (.78 (0.33) t?:;+ ﬁe?;m predicted activity
3 .
LT change | og{max ALT) — log{baseline ALT) ~
ombaseline] 19 0.6674 003008 8357141 predicted activity
TBL Change y . ax TBL — baseline TBL ~ UGT1A1
from baseline 183 197x10* 0.13 (0.03) redicted acfivity
Cr 247 0.6374 0.01 (0.03) 0g{Ce) ~ UGT1A2: predicted activity
+ study + age + weight
AUCT &0 0.9108 0.7 (6.80) \U Cq:.-" U QT‘I A9 predicted activity +
. tudy + weight
= : Cmax ~ UGT1A9 predicted activity +
% Qmax 60 0.8060 -0.09 (0.36) Istu dy + weight |
ALT change ' . og{max ALT} —log(baseline ALT)~
lrom baseline | 09 03823 005(008) 4,571 A9 predicted actvity
TBL change _ . : max TBL — baseline TBL ~-UGT1AS8
from baseline 163 0.0412 0.06 (0.03) nredicted activity

“After accounting for UGT{AT genetic variation within the model, UGT1A® was no longer significantly associated with
change from baseline TBL (p=0.4481)




Genetically predicted UGT1A1 activity, coded as an additive 0/1/2 variable for Normal/Reduced/Low activity, was significantly
associated with 30 mg oral steady-state CAB Ct, AUCr, and Cmax after adjusting for the covariates described in the table above
(p<0.05). There were about 1.5, 1.4, and 1.3-fold differences in mean Ct, AUCt, and Cmax, respectively, comparing subjects with
normal vs. low genetically predicted UGT1A1 activity (see the two figures below). Genetically predicted UGT1A1 activity was also
significantly associated with the maximum change from baseline in TBL (p=7.97x10-6), but not with maximum on-treatment change
from baseline in ALT (p=0.6674).

Genetic effects of UGT1A1 genotypes on 30 mg oral CAB Cr in subjects with predicted normal (N), reduced (R),
and low (L) activity




20 p
15
H‘:E
g
' L
UGT1A1 Predicted Activity
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Mean 403 412 6.0¢
Median 3T 4166 5.86
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Effects of UGT1A1 genotypes on 30 mg oral CAB AUCT and Cmax in subjects with predicted normal (N), reduced
(R), and low (L) activity
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Genetically predicted UGT1A9 activity was not associated with any PK endpoints or ALT, but was moderately associated with TBL
(p=0.0412). After accounting for genetically predicted UGT1A1 activity within the model, genetically predicted UGT1A9 activity is
no longer significantly associated with change from baseline TBL (p=0.4481), which indicates that the association between UGTI1A9

and TBIL. may be due to the correlation between genetic variation in UGTIA1 and UGTIA9 (p=0.35 for Pearson product-moment
correlation coefficient).

Genetic Effects of UGT1A1 Predicted Enzyme Activity on PK Parameters

Of the 346 subjects analyzed, genetically predicted UGT1AL1 activity was significantly associated with log Ct (p=4.89x10'"). There
was about a 1.5-fold difference in mean Ct between subjects with normal vs. low predicted activity (see first figure above). An
additive model was assumed and appears to fit the data well (see first figure above).

Three subjects carried UGT1A1%6 in this dataset, which is the reduced function UGT141 allele commonly observed in Asian, but not
Caucasian or African American populations. Ct was 9.51 ug/mL in a South East Asian subject who carried 2 copies of UGTIA1 *6




(low predicted UGT1A1 activity); for the two subjects with one copy of UGTIA1 *6 (reduced predicted UGT1A]1 activity), Ct was
7.64 ug/mL in a Native Hawatian or Pacific Islander subject, and 4.36 pg/mL in a White Hispanic subject, respectively. While
sample sizes are limited, Ct values observed for these 3 subjects with predicted low and reduced UGT1A1 activity due to *6 allele
carriage is within the range of those in the same predicted activity class due to other functional alleles (e.g., *28 and *37). In this
dataset, 12 subjects carried UGT/A41*37 in combination with UGTI141*1 or UGTIA1%28 alleles (no subject carried two copies of
UGTI1A41%37). The UGTI1AI*37 allele reduces enzyme activity and is more commonly observed in African populations. Ct values
observed for these subjects carried with the *37 allele are within the range of those in the same predicted activity class due to other
functional alleles (e.g., *28 and *6).

Subjects (N=59) from 4 phase 1 studies were used for assessing genetic effects of UGT1A41 on steady-state 30 mg oral AUCt and
Cmax. Genetically predicted UGT1ALl activity was significantly associated with AUCz (p=0.0013) and Cmax (p=0.0213),
respectively. The mean values of AUCt and Cmax were 1.4 and 1.3-fold, respectively, higher in subjects with low versus normal
predicted UGT1ALl activity (see second figure above). An additive model was assumed and appears to fit the data well (see second
figure above).

Effects of Genetically Predicted UGT1A1 Activity on Change from Baseline TBL

Evaluation of effects of genetically predicted UGT1A1 activity on maximum on-treatment changes from baseline in TBL was
conducted using data from HIV-infected subjects (N=163) treated with 10 mg, 30 mg and 60 mg oral CAB from the phase 2 study
(LAI116482), where clinical data were available at the time of analysis. Genetically predicted UGT1A1 activity was significantly
associated with the change in TBL (p=7.97x10%). The maximum individual on-treatment TBL observed in this dataset was
2.27xULN (0.91xULN increase from baseline level of 1.36xULN) in a subject with low genetically predicted UGT1A1 activity. Out
of the 163 subjects analyzed, only 5 subjects had maximum on-treatment TBL >1.5xULN, and none of them had genetically
predicted normal UGT1A1 activity (4 had low and 1 had reduced UGT1A1 activity) (see figure below).

Associations between genetically predicted UGT1A1 activity and change from baseline TBL in subjects with
predicted normal (N), reduced (R), and low (L) activity
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21. Safety results See item #20
22. Conclusion .

Genetically predicted UGT1A1 activity was significantly associated with steady-state oral CAB 30 mg PK parameters Cr,
(summary) AUCr, and Cmax, with mean values of Ct, AUCt, and Cmax ~1.5, 1.4 and 1.3-fold, respectively, higher in subjects with low
relative to normal predicted activity. Based on the cumulative CAB PK and safety data collected to date, this magnitude of
increase in CAB exposure is not anticipated to have a clinically relevant impact and does not change the understood benefit-
risk profile of 30 mg oral CAB.

» Genetically predicted UGT1A1 activity was significantly associated with change from baseline TBL, but not ALT. None of
the five subjects, who had maximum on-treatment TBL>1.5%xULN in this dataset, had genetically predicted normal UGT1A1
activity; all carried one or more reduced function UGTIA1 alleles.

o The UGT149 genetic variant (*1B) was not associated with any PK endpoints analyzed or with maximum on-treatment ALT,

but was moderately associated with maximum ontreatment TBL. After accounting for genetically predicted UGT1A1 activity

within the same model, UGT149 *1B is no longer significantly associated with change from baseline TBL, which suggests




that the association between UGT1A49 and TBL may be due to the correlation between UGTI1A41 and UGTI1A9.

Applicant (registration
certificate holder)

Co~r G

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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




3sir npo kninivHe BUNpoGyBanus - 30
Bunpobyeanus ID-205162

1. Ha3sea nikapcbkoro AITPETIO]I, Tabnetku, BKpuTi NiBkosow o6onoHko0, no 30 Mr
aco0y (3a HasBHOCTI -
HOMep peecTpauiitHoro
MOCBIMYEHHS)

2. 3a9BHUK BiiB Xenckep IOK JTiMiten

3. Bupobuuk Bupobuuurso Hepo3hacoBaHOro NPONYKTY, KOHTPOSb IKOCTI FOTOBOrO NPOIYKTY

[ naxco Onepeiitne FOK Jlimiten, wo sene misuneHicTs ax Inaxkco Bemikom Onepeiiwnc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome
Operations)

[paitopi CtpiT, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka bpuranis

[TepBunHe TA BYOPHHHE MAKYBAHH, KOHTPOJE AKOCTi FOTOBOrO NIPOAYKTY, BHIYCK cepii

Ageina ne Excrpemanypa 3, Ion. Inn. Annexgenyepo, 09400 Apaunna ne Jyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero,
09400 Aranda de Duero, Burgos

[cnanisa
4. [posenei v Tak Hi, AKWoO Hi, oBrpyHTYiiTe
OCH IPKEHHS:
1) THN AiKapCHKOTO Jlikapepkuif 3aci6 3a NOBHHM 1OCLE (ABTOHOMHE JIOCHE), IHWIMH Nikapeekuii 3aci6, HOBa Aii04a peHoBHHa.
3aco0y, 3a SKUM
npopoaunacs adbo |
MIaHYETLCS PeEcTpallis }
5. [Toena Haszsa 3BiT MPO pe3ysibTaTH MeTa-anaisy 3a 205162 poku: PGx7646: Ouinka 3aemoss'asxy mixk rerorunamu UGTIAL Ta UGTIAY i |
ITiHIYHOTO (papmakokineTukolo Ta nepeHocHMicTio kaGoTerpasipy, Aocnimkenns 205162 |

BUITPOOYBaHH,
KOIOBaHMH HOMEpP
KJ1i{HIYHOTO BUNpoOyBaHHs
6. Pasa wiiniyHoro Hotupu pocninxenns Dazu | ta gpa nocnipikenns dazu 2
rUNpOOYBaHHA
7. [lepion kniuiuHOro H/IT
BUIIPOOYBaHHA




8. Kpaiuu, B axux
[TPOBOJUNIOCH KIIHIYHE

Kinsxa pocmimiceHs:

BHIIPODYBaHHS .
CIIA, Kanapa, Icnanis, ®pannis, HiMequuna

9, Kitpkicts Kinbka nocnimxedn

noCTimKyBaHMX

sannanosado; 1364

dakTHYHa KinbKIiCTE Cy0'eKTIB mocnikenns: 1364




10. OcHoBHA MeTa Ta
BTOpHHH] uini CT

[Meta _ . ' ' KiHueBi Touku

[MepsutHi
* Ouinury Bnnus reqotunis UGT1AT Ha nepopankiuil CAB PK 30Mr nepopankHo crauiodapHuit Ct, BGi qocnigkeHn (YoTupu gocnipxenHs daam |
Ta [iBa gocnimxeHHs diasu Il

BTOpuHHi
=Ouitvry Bnnue resoturie UGTTA9 Ha nepopanehuit CAB PK - 30Mr nepopanbHo craviioHapHuii G1, BCi gocnifXeHHs
*OuiuTy BnAve redoTvnis UGT1A1 Ha aMiHy XiMiukux nokastmkis MakcuManbHa aMiHa Ha hoHi NiKyBaHHA ROPIBHAHO 3 NOYATKOBUM PIBHEM AnA

hyHKUIT NeYiHKW nokastukie ALT 1a TBL y gocnimkenni LAI116482 (LATTE)*
INowykosui
« Ouinuty kombiHoBaHi ethekTn reHoTunie UGT1AT Ta 30mr nepopansHo cTauionapHuii Cr, BCi focnimpKeHHn

UGT1AS reHotunis Ha nepopanshy CAB PK
« OuinuTyv BnmB resotunis UGT1A1 Ha nepopanbhuit CAB PK Craujonapi AUCt ta Cmax nepopankHoro sacTocyeaqHs 30mr 3a faHumu
4OTUPLOX AocNimKeHb thasu |
* OujtmTyr Bnnms reqotwnis UGT1A9 Ha nepopanbhuil CAB PK - AUCT Ta Ctmax nepopaneHoro 2actocyBarta 30Mr y cTaujoHapHOMY CTaHi 3a
AaHVMK YOTUPLOX Jocnifpkers | dasu
+Ouinuty Brnus rexoTunia UGT1AS Ha 3MiHu XiMiurmx nokasHukie MakcumantHa amiHa Ha dhoHi NikyBaHHsA ROPIBHAHO 3 NOYATKOBUM piBHEM ANs
MNEviHKK nokashukis ALT Ta TBL y gocnigxenHi LAI116482 (LATTE)*
YoTtupy pocnigpxenns nepioi grasu: 1ITZ111838, LAI116181, LAI115428, Ta LAI116815.
lea pocnimxenun apyrof haam: LA1116482, Ta 200056
"AHania nepeHocumocti bys obmexenuit LAI116482, kniHiuni gaHi skoro 6ynu ACCTYNHI Ka MOMEHT NPOBEAEHHA aHaniay

11, usaiiy wiinivnoro
lnocnEKeHHs

Le GyB peTpocnexkTuBHuit, HeinTepBeHuiHnuil ananis PGx. [ins ananizy PK PGx paui Oynu oTpumMani 3 4 pocnigskens dasu 2 Ta 2 10ChiIKEHDb
(aszu 2 i Bmoyanu cy6'exTis, sxi npuiivany nepopanasio CAB 30 mr oauH pas Ha nody (QD) nporarom wonaiimenwe 8 anis. Jns ananisy PGx
NepeHOCHMOCT fani Oynu oTpHMaHi Bif yuacHukis aocnimxenHs LAI1 16482, ski otpumysanu nepopanthuil CAB sinnosiano no nnany
ImocnimreHHd. KopoTKui OMUC KOKHOrO NoCilkeHHs HageaeHo B TaGauui 1.




Tabnuus 1 Onuc kniHiYHKMX gocnimkeHb kaboTerpasipy

3apaxoBani Cy0'ekTi 32 3rofioto
HocnigxenHn YYaCHHKU* PGx Onuc gocniapxeHHs
®azal
117111839 12 11 OuiHWTH BNNKE eTpaBipngi Ha thapmarokineTuky GSK1265744 y
30POBMX A0POCTINX NOAei
Ouinuty hapMarokiHeTury Ta 6esneky GSK1265744 1a punnisipuny, a
LAI116181 28 19 TaKOX AONyTerpagipy Ta punnigipuHy y 340p0BMX AOPOCIUX
nobpoBonsLiB
Nocnigutit Geaneky, NepeHOCHMICTb Ta (hapMaKOKIHETUKY NOBTOPHUX
LA1115428 47 32 03 BHYTPILUIHBOM'A30BMX Ta NIALUKIPHMX iH'EKLiI nponoHrosaHoi Ail
GSK1265744 Ta nponcHrosanoi gjf TMC278 y 300poBix AOpOCnX
cy6'ekTiB
OujiruTy BigHOCHY BiogocTynHiCTs HOBKX thopM npenapaty GSK
LAI116815 43 27 1265744 nponoHrosaHol Aii ANA NapeHTepantHoro 3acToCYBaHHA Y

310POBUX [OPOCTNX CYD'EKTiB

dazall

aaa b, AocnimkenHs Aiana3oHy [03 NepopanbHOro 3acTOCYBaHHS
GSK1265744 y komBiHalil 3 HykneoaugHUMK ikribiTopamu 3BopoTHOT
TPAHCKPUNTA3W ARA iHGYKLi BipycororiyHol cynpecii BITN-1 3

LAI116482 243 294 ! ; : A o
(LATTE) MoAanBLLI0k OUTHKOIO MiATPUMAHHS Bipycorioriuroi cynpecii npu
NepopansbHoMy 3actocyBaHHi GSK1265744 y kombiHattii 3 nepopanbium
punnigipusom y BIN-1-indikosarux gopocnux cyb'ekTis, SKi OTPUMYIOTL
GHTUPETROBIPYCHY Tepanito
Hocnigxenns daav |1b 3 oLiHKW BHYTPILLHEOM'A30BOT cXemi Tpusanol gji
(LA} GSK1265744 nnioc TMC278 ans ninTpuMarHs Bipyconoriuxol
200056 300 278 cynpeci nicns iHAyKyi eipyconorivyHoi cynpecii nepopankHoK CXeMolo
(LATTE-2) (GSK1265744 nnioc abarasip/namisyauH y BIN-1-iHdikopanux fopocnux

NaLieHTIB, AIKi OTPUMYIOTL GHTUPETPOBIPYCHY Tepanito Ta € HaIBHMMK
nauieHramu

*Ha ocHosi Be3neyHol YUCEenbHOCTI HacenerHs

[Utiniugi KiHUeB] Touku, ki 6y ofpaHi Aag UbOro analisy, miacyMosadi B Tabnuui 2.




Tadbnuusa 2 NMpoaHanizoBawi KNiHiYHi KiHLEBi TOYKKN Ta X BU3HAYEHHS

KninivHi KiHUeBi ToYKkK BuaHayeHHA

CratjioHapHi nepopansHi napametpu PKyle  Cr(mkr/mn): KoHueHTpaList 8 inaami Kposi B KiHL iHTepeany J03yBaHHsA

CYO'eKTiB, Ak OTPUMYBANM MepopanbHui - MpumiTka: 3anexHo BiA AOCHIMKEHHS, HaIHWKYA KORLEHTPALA Npenapary & nnasmMi dhixcysanacs
CAB 30mr QD npotaroM LoHaiimeHLLe 8 sk Cr, Ctrough a6o CO. Ui gavi 6ynu ob'eHani B gocnimkeHHsx ans aHanisy Cr. Axwo byno

nHiB ROCTYTHO fexinbka BuMiptoBaHb Co Ha ofiHora cyb'ekTa, pospaxoByBant CepeHe 3HaYEeHHs |

BMKODUCTOBYBAMNM OO AK NOXiAHWI MOKa3HUK KiHLeBo! Toukn ans Ct
AUCT (roa*mkr/mn): Mnotwa nig KPUBOH 3AMeXHOCTI KOHUEHTPALT Bia Yacy NPOTATOM OAHORO
iHTEpBany AO3yBaHHA
»  Cmax (mkr/mn). MakcumansHa cnocTepexyBana KOHUEHTpaLs
MaxkcumaribHa smiHa pisHA sarartbHoro GinipyGity ( TBL) Ha choi nikysaHHA NOPIBHAHO 3 NOYATKOBIAM

XIMiYHi nokasHuky yHKYIT nedinkm,

BupaxeHi B ognnuuax XULN (BepxHs piBHEM
MEXa HOPMH) Y NnaLieHTis, ki * Makcumanbha aMina piens ananiaminoTparcdepaav ( ALT) Ha GhoHi NiKYBaHHS NOPIBHAHO 3
0TpumyBany nepopanshuit CAB QD NQYATKOBUM PiBHEM

Binomi dyHkUioHanbHi reseTnyHi eapianTH UGT1A1 ta UGTI1A, ski 6ynu npoaHanizorasi, Brouaiy noniMopdisM UGTIA]1 rs4148323
(anens *6), nonimopdism UGT1AI rs8175347 TA5/6/7/8 nosropis (aneni *1, *28, ¥36 ta ¥37) ta nonimopdism UGTIAY rs3832043 (*1B). ¥
LIbOMY aHa/i31 BUKOPHCTOBYBAH MEHETHYHO MPOTHO30BaHY akTHBHICTh U UGTIAT Ta UGT1A9, AKY BH3HAYANH 34 IeHOTHIIAMH, K OIMHCAHO B
TaGnuui 3.

Tabnuua 3 OuiHeHi reHeTMYHI MapKepu

eHn MporHo3oBaHa akTUBHICTL (T eHoTHIM
UGT1A1 Huabkuit (L) [1si konii anenie *28 (TA7), *37 (TA8) Ta/abo *6
CropoueHui (R) OaHa konia anens *28 (TA7), *37 (TA8) abo *6
Hopmanbhuii (N) VKU TVN; He MOXHA BUKOPUCTOBYBATY *28, *6 abo *37
UGT1A9 HopmanbHui (N) uknid TN {T9/9)
[MpomiHuiA {1) OgHa konis *1B (T910)
LLBuakuii (F) Bi komii *1B (T10/10)

MpumiTka: UGT1A1*36 (TAS) suknukae aewo nigsvieny dynxuio UGTTA1 in vivo Ta in vitro, ane yepes HeenuKy KinbkicTs cyb'ekis, AKi Manu uedi anens
(nuwe 13 cyB'exis Manu opuH anenb *36 i xoeH cyB'ekT He mas *36/*36 y LsoMy HaBopi ganHux), anenb *36 Bys BinHecerwit 10 KaTeropii "HopMansHuit” Ans
Linei aHanisy




12. Tonoeui kputepil
BITIOUEHHSA

IBKA JOCHIMKEHD

3noposi Ta BlJ-indikorani ocobu

13. HocaimxysaHuii
irikapceeskHi 3acib, croci6
3aCTOCYBaHHSA Ta
no3yBaHHA

[Tepopansro CAB 30 Mr onuH pas Ha aeHb

14. PehepeHTHuii E/]]
NPOAYKT, NO3YBaHHS,

criocif 3acTocyBaHHA Ta

cuna ail

15. CymyTHe mikysanHs  [H/ [

16. Kpurepii
edekTUBHOCTI OUIHKH/PK

EdexTHBHICTb He OLIHIOBAACH B HLOMY JOC/IIKEHHI.

JTuB. nyHKT No 10

17. Kputepii ouinkn
Oe3neKy

ITue. myHKT Ne 10

18. CtatrcTHyni MeToau

Ulinifidi perpecitini Mogeni Gynn BUKOPHCTaH] 1M1 BH3HAUEHHA 3B'A3KY NEBHOMO MEHETHUHOTO MAPKepa 3 KIHLIEBOIO TOUKOKO:
INapameTpu PK ~ Hezaneskni 3sMminni + eHeTHdHo nepeabauysana aktuehicts UGT
MaxcumanbHa 3mina eift Buxinnoro pisis ALT a6o TBL = Hesanexui sminmui + reHeTvuno nependauypana akrusticts UGT

HesanesxHi aMiHni, aKi Gyau oUiHeHi ANS BIUTIOUEHHS B MOJENB, ASTAIBHO ONUCaHI Hibkue. Haseneni Huxxue sMiHRi, gKi 6ynH Binomumu abo
NOTeHUIHHYMM KoBapiaTaMu ofHieT abo Ginblie 3MIHHEX KiHUEBHX TOYOK, OLIHIOBANCA [T NOTEHLIHOrO BKIOUEHHS B SKOCTI HE3AeHCHHX

o JlocnimxeyHs

e Cratb

* Bix

e Paca Ta eTHiuHAa NMPHHAJIEHKHICTL 33 CAMO3BITOM
e Inpexc Macu Tiia

e Bara

3MIHHHUX Ta/a00 IHAHBINYATbHO OLIHIOBANHMCA HA NIPEAMET 38'93KY 3 KIHIEBHMY TOUKAMH | FEHETHUHO NepenfauyBaHOI0 aKTUBHICTIO (JepMEHTIE.




e Dbazobuii pisens TBI, Ta/abo ALT

HezanexHi 3minni, axi 6ymu goctosipuo (p <0,05) nMop's3ani 3 KOKHOIO KIHLEBOIO TOUKO0, BYNH BIMIOUEH] B Monens anamisy. KiHuesi Touk,
sKi He 6ynu posnoaineni npubu3HO HopMankHo, Gynu nepeteopesi B xypHal. Byio nposeieHo Kinbka aHATI3i8, BAKOPUCTOBYOUH
BHLIE3TajlaHy MOJENb, OUIHIOIOUH KOXKHY KIHIEBY TOUKY i OJIHY reHETHYHO nepeabadyBaHy akTUBHICTh epMeHTY 3a OftMH pas.

OcHoBHMit BILTHB reHOTHITY MOJE/IOBARCS 3a JONOMOrolo dynkuionansHux kiacudixanit UGT, 3aKoS0BaHUX AK anuTHBHA 3MiHHa, [eHeTHYHO
nepenbaveHa akrusricte UGT1AT Gyna 3akonosana sik: Hopmansuuit=0, samwxennii=1, Hu3bkuii=2. [eHeTHURO nepenfavena akTHBHICTD
UGT1A9 6yna sakonoeana sx: Hopmanenuit=0, Cepenuiit=1, l1euakui=2.

[Nonpaeka Ha OaraTopasoBe TeCTyBaHHS HE 3aCTOCOBYBANACS, | p-3HaueHHs Dy/H BKasaHi 71 KOMKHOrO anatizy.

Kaniniuui gocnimxenns CAB we 6ynu pospoGneni 3 ypaxyBaHHAM MOTYKHOCTI FeHETHUHKX aHanizis. Po3paxyHku onucaHi TYT, (o6 3po3yMith
[nianason poamipis edekTis, Ans BHABNEHHA sxuX Oyno nmpoeneo ue dapmarkoreHeTHuRe nocnimkennss. Tna LAI 16482 (nocnimkenns 3 4-ma
yHacHHKamMH 3 paHmomizalticio 1: 1: 1: 1) nepenbauanocs, mo npubnusuo usepts cyd'extis 3a srogow PGx oTpumysanu 30 Mr nepopansHoro
CAB i naui Gynn noctynHi ana ananisy. Byno npuiiHaTo aauTHBHY MOLEND 3 HAABHOIO hapMaKOreHETHUHOK BUGIPKOIO poamipom 420 cyS'ekTis
Ta 6aXKaHOI0 YaCTOTOI XHOHONO3UTHRHHUX pe3ynbraTis (anbdha) 0,05. Yactora HocliicTsa anenis 3HmkenoT hyHkuii Ta posmipH edekTis
BapitoBaNk. ¥ MexaX oviKyBaHOro posmipy BHGIpKH Ta AianazoHy 4acToT anenis 31 3HWKEHO (YHKLIEI MOXKHA Y10 BUABHTH eeKTH B
MOMIPHOTQ 10 BEIHKOTO po3mipy (aMs. Puc. 1).




IMastioHoK 1 MipKyBaHHS WoA0 NOTYXHOCTI

[loTyIKHICTE NPOTH CTAHAADTHYX BiAXMNEHL HA AMENb 3HKEHOT YHKUTT

YactoTa anenis 3i 3HUKEHOK

CrangapTHi BEXuNeHHs Ha anenb sHIKEHOT yHKuyi
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19. lemorpadiuui
MOKa3HHKH JOCHIKYBaHOI|
MOyl (cTaTh, Bik,

Kinbka gocnimpkeHn

paca TOLLG)




20, Pezyneratu PK Cenorina UGTIAL ta UGT1A9
JIng renetanux sapiantie UGT1A] Ta UGT1A9 uactotH anenis Ta reHOTHNIB Ana nomyasuii asanisy PK PGx (N=347) nincymosani B IepLIKX
JIBOX TAOMMIAX HIKYE, BUoBinHo. OUH NallieHT He NPONIIOB reHOTHIYBAaHHA 32 DojtiMophismom UGTIA1 TAS/6/7/8 (rs8175347) i ne

BKIIIOUEHHH 10 nepiuoi Tabauii Hikye. ITinpaxynku ang kombGinoranux renotunis UGT1A1 ta UGT1AO naseneni B TpeTiii TabnuLi Hukue.

YaaranoneHHs HocidcTea anenie UGT1A1 Ta reHeTUUHO nepegbauyBaHoro cTaTycy akTUBHOCTI

rs4148323 rs8175347 l'eHeTUYHO NporHo3oBaHa akTMBHICTL UGT1A1, N %)
{(UGT1A1*6) (UGT1A1 TAS5/6/718) HopmanbHuit 3MeHWweHu! Hu3bKuiA piBeHb
TAS/6 9
TASI7 4
TAG/6 119
GIG TAG/7 150
TAG/8 6
TA7/7 49
TA7/8 6
AT TAG6/6 2
AJA TAG/6 ' 1
3aranom 128(37%) 162(46,8%) 56(16,2%)

B oanoro cyb'exta bys sifcyTHi# reHoTun ans BapiaHTy rs8175347




YaaransHeHHs gaHuX IoAo reHeTUYHO nepeabayyBaHoro ctatycy akTuBHocTi UGT1A9

rs3832043 eHeTM4HO NporHosoBaHa akTuBHiCTL UGT1A9, N (%)
(UGT1A9*1B) Hopmanbhum MpoMixHUI Weugruin
T9/9 120
T910 162
T10/10 65
3aranom 120(34,6%) 163(47%) 64(18,4%)

Y3aransbHeHi gaHi wo/to nepeHeceHHs KOMBiHOBaHOT akTuBHoCTi dhepmeHTiB UGT1A1 Ta UGT1A9

eHeTHuHO nepegdavyBaHa akTUeHicTL UGT1A1
HopmansHui 3MeHLIeHui Hu3bkuii piseHb

HopmansHui 25 57 38
2

2o NpomixHui 63 85 14
i e
£35

E ‘% E [LlBuakui 40 20 4
I o
D D
L. & ©

B onHoro cyB'exra Oys BigcyTHii reHotun ais UGT1AT

['eneTHo npornosorana aktueHicTh UGTLAI Ta UGT1A9 kopemoe 3 koeditientoM xopensuii [Tipcoxa "npoaykr-moment” 0,35,
Ouinka reseTunoi aconianii 3 mapamerpamn PK Ta okpemumn KinnesnMn ToMKAMH NepeHOCHMOCTI

Y uboMy mocmizpxeHHi OLHFOBATY 3B'A30K MeHETHYHO NporHo3oBaHol akTHeaocTi UGT1A1 a6o UGT1A9 3 napamerpamu PK T2 OkpeMUMu
Y p pameT: p

KIHLEBMMH TOYKAMHU NEPEHOCHMOCTI y cyG'eKTiB, aKi oTpumysanu nepopansiuil CAB. V Tabiiuui Hibkue HaBeneHo Pe3yNbTATH A KOXKHOT
KiHLIEBOT TOYKH.




Migcymok pe3ynbTarie aHasnisy

Ouiuka napametpa gns
Anania reHeTU4HO
letn |KiHueBa Touxa . 3HaveHHA P nependavyBaHol diHanbHa Mogens
ronynsuiu, N .
aKTMBHOCTI (CTaHAapTHa
rnoxuoka)
[0g(CT) ~ NpOrHo3oBaHa aKkTMBHICTb
11
Cr 346 4.89x10 019(0,03) UGT1A1 + HaByaHKs + BiK + Bara
AUCT ~ NporHo3oBaHa akTUBHICTb
AUCT 59 0,0013 20,03 (5,89) UGT1AT + focnimxeHis + sara
. Cmax ~ NPOrHo3oBaHa akTUBHICTL
E Cmax 59 0,0213 0,78 (0,33) UGT1A1 + gocnimxeHHs + Bara
© 3mina ALT log(makc ALT) - log(nouarkoBuit piseHb
MOPIBHAHO 3 163 0,6674 -0,03 (0,06) ALT) ~ nportosoBaHa aKkTMBHICTb
NO4ATKOBUM piBHEM UGT1A1
3mina TBL makc TBL - novarkosa TBL ~
MOPIBHSAHO 3 163 7.97x10% 0,13(0,03) npor+oacsaHa akTueHicTe UGT1A1
NOYATKOBUM PiEHEM
log(Cr) ~ nporHozoBaHa akTMBHICTL
Cr Sl 06374 0.01(0,03) UGT1A9 + HawaHHs + Bik + Bara
AUCT ~ Npord03osaHa aKTUBHICTL
AUCT 60 0,9108 0.7 (6:80) UGT1A9 + pocnifkenHs + para
o i Cmax ~ nporHo3oBsaHa akTUBHICT
= Cmax 60 08060 0,09 (0,36) UGT1A9 + nocnimxenHs + sara
Q 3miHa ALT log(makc ALT) - log{nouarkosuii piaetb
MOPIBHAHO 3 163 0,3823 -0,05 (0,06) ALT) ~ nporHoaoBaHa akTUBHICTh
NOYaTKOBUM piBHEM UGT1A9
3mina TBL makc TBL - novatkosa TBL ~
MOPIBHAHO 3 163 0,0412* 0,06(0,03) NporHo3osaHa aktueHicTe UGT1A9
No4aTKOBUM piBHEM

*Ticnst Bpaxysaxs reneTiHol Bapiauii UGT1AT & moaeni, UGT1A9 6inblue He 6ys J0CTORIPHO NOB'A3aHMil 3i 3MiHOI0
noyatkosoro pieHsa TBL (p=0,4481)




['eseTnuHo npornozosana aktusuicts UGTIAL, o konyeThes Ak anuTnera 3minna 0/1/2 41 HOpManbHOT/3HIDKEHOY/ HI3bKOT aKTHRHOCTI, GyJ1a
nocToBipHO noB'asana 3 Ct, AUCT ta Cmax 30 mr nepopansroro CAB y cTauioHapHOMy ¢TaHi micns KOpHIryBaHHS KOBApIATiB, OMTHCAHUX Y
rabnuui suwe (p<0,05). Cepenni 3navenns Ct, AUCT ta Cmax siapisusincs npudanstio B 1,5, 1,4 Ta 1,3 pasu eigmosinHo OpH NOPIiBHAHHI
MALIEHTIB 3 HOPMATBHOIO Ta HH3BKOIO FEHETHHHO nepeatavyBaHol aktusHicTio UGTIAL (AMB. apa pucyHKH Hukue). [eHETHYHO NporHo30BaHa
axruBHicTE UGTIA] Takosk 10CTOBIPHO acoLioBanacst 3 MAKCHMANILHOIO 3MiHOO Bia BUXiaHoro pisHs TBL (p=7,97x10-6), ane ue 3
MaKCHMANbHOIO 3MIHOIO BiJl BuXiaHoro pieHa ALT Ha doni nikysauns (p=0,6674).




MeHeTnyHi edbexTy reHoTunis UGT1A1 na Ct nepopanesHoro npuitoMy 30 mr KAB y cyG'eKTiB 3 NPOrHo30BaHo0
HopwMansHoto (N), aHmxkeHoro (R) Ta HU3bKoto (L) akTMBHICTIO
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(porHo3osaHa akTvBHicT UGT1A1
N 128 - 162 56
Cep. 3Hav, 4,03 4,72 6,06
Mepiana 3,71 4,66 5,86
XBUIHH 1,02 1,06 1,49

Makcumym 8,51 19,3 12,6




Bnnue reHotunie UGT1A1 Ha AUCT Ta Cmax nepopansHoro npuiomy 30 mr CAB y cy6'eKTiB 3 IpOrH030BaHo0
HopMansHoto (N), 3HmxeHoo (R) Ta HM3LKOIO (L) aKTUBHICTIO
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CeneruuHo nporxHozopana akTueHicTs UGT1A9 He Gyna nos's3aHa 3 :koAHOIO KiHueBoko Toukoto PK ato ALT, ane 6y.a noMipHo nos's3aHa 3
TBL (p=0,0412). [licna spaxysanus renetHuHo nporrozosaHoi akrusnocti UGTIA]L B Moaeni, reHeTH4HO NIPOrHO30BaHA axtheHicTe UGTTA9
Giblle He Ma€e 3HAYYLLOTO 3B'3KY 31 3MiHOMW Gasosoro pisxsa TBL (p=0,4481), wo sxazye Ha Te, wo 38'a30k Mixk UGT1A9 i TBL moxe OyTH
0BYMOBNEHHii Kopensuicto Mix reHeTnanumu Bapiauismu UGT1A] i UGTIA9 (p=0,35 32 koediuieHToM KOpensLi ITipcona "mpoayKT-
MOMEHT").

Cenernauni epexrn nporuosoBanoi aktuanocti pepmenty UGTIAL na napamerpu PK

[V 346 npoaHalizopaHHX 0cib reneTHUHo nporsozosana akTHEHiCTE UGTIAT Gyna poctosipHo nos'szaHa 3 log Ct (p=4,89x10-11). byna
npubanzno 1,5-kpatHa pisHuus B cepenHboMy CtT Mik Cy0'exTamMu 3 HOPMAIIBHOIO Ta HH3bKOIO NPOIHO30BAHOI0 aKTHEHICTIO (AUB. epluui
PHCYHOK BHILE). BYIIO MPHIHHSTO aIUTHBHY MOJEIIb, K4, AK BUAAEThes, 106pe BIANOBInaE IaHWM (IHB. NepLIMH PHCYHOK BHLLE).




Y ubomy Habopi naHux Tpoe cy6'ekrin Gynu Hocismu UGTIA1*6 - anens UGT1A1 3i 3:mkeHoro (yHKuiero, 1Kkuii 3a38Huail CIOCTEPIracThCA B
a3ifichbKiid, ane He B eBponecinuili abo adpoamepukancekii nonynauisx. Ct cranoswia 9,51 Mkr/mn y nauienta 3 ITisaenno-CxinHot A3il, akuit
map 2 konii UGTIAT *6 (um3bka nporyozosana aktuenicts UGTIAL); s aBOX nauieHTis 3 oguicio koniero UGT1AL *6 (3HWwKeHa
nporsozoBana aktueHicTs UGTIAT) Cr craHoBmia 7,64 Mkr/mn y KOpiHHUX raBaifLie 260 MelIKaHIIB THXOOKeaHCBKHX ocTpoBiB Ta 4,36 MKr/mMn
y 6inux icnaHOMOBHHX MalieuTie, BiAnoBixHo. HesBaxaioun va obMexenuit posMip BuGipku, 3uavenns Cr, wo CMoCTepiraloThes y HHX 3 ocif 3
MPOrHO30BaHOI0 HU3LKOIO Ta 3HibKeHOo akTuBHIcTIO UGT1A] Bracninok nociiicTsa aneni 6, 3HaxoasaTses B Meskax Alanasouy aHavens CTy
UBOMY 2K KAACi aKTHBHOCTI, 3YMOBNIEHOMY IHIIMMHU (DYHKUIOHANLHUMH anensMu (HanpuKnag, *28 ta *37). V usomy Habopi nanux 12 cy6'exTis
Oy nociamu UGT1A1*37 y noeananni 3 anensmu UGTIAT*1 aGo UGT1A1#28 (skomen cyG'ekT He Mae asox komiit UGT1A1#37). Anens
UGTIAT*37 3H15Ky€ aKTHBHICTL (JepMeHTY i HacTille CocTepiracThes B apUKaHCHKHX NONMYMsLisx. SHauenns Ct, wo CIIOCTEPIrarTheH Y LHMX
-

Cy0'eKTiB 3 anenem *37, 3HaX0nAThCA B MEKAX JianazoHy 3HaueHb CTy LbOMY K Knaci MporHO30BaHOT @KTHBHOCTI, 3YMOBJIEHOMY IHLUMMU
hyHKUlOHATBHUMY anensmn (Hanpuriag, *28 i *6).

[Ins ouidick reHetuaHux edexrie UGT1A] na craujonapuy AUCT i Cmax npu nepopansHoMy IpuitoMi 30 Mr BHKOPHCTOBYBAIH YHACHHKIB
(N=59) 4-x nocnimiens ¢asu . lenernuno nporososaua akthenicts UGT1A1 6yna noctosipto nos'ssana 3 AUCT (p=0,0013) Ta Cmax
(p=0,0213) sianosigno. Cepenni 3navenHs AUCT i Cmax 6ynu B 1,4 1 1,3 pasa BiANOBiAHO BHIUMU B OCI6 3 HH3LKOKO NOPiBHSHO 3 HOPMANLHOIO
mporxo3oBaHoio akTHBHICTIO UGTIAT (aue. apyruit pucynok suiue). Byno npHiiHATO aduTHUBHY Mozens, AKa I06pPe Y3romKyeTbCa 3 JaHHMH
(IMB. IpYrUii pHCYHOK BUILE).

Bostns renerntno nependauysanof aktienocti UGTIAL na sminy TBL nopiBuano 3 Baxixumy pisHem

OuiHka BNaKBY rexeTHuHO npornososanoi axtusHoeti UGTIAL Ha MakcumanbRi 3Miny Ba Goui NiKyBaHHA NOPIBHAHO 3 BUXIAHUM pisHem TBL
Oyna npoeencHa 3 BuKopHcTanHam aarux BIJI-indikosanux nauientis (N=163), ski oTpumysanu nepopansii 1o3u 10 mr, 30 mr ta 60 mr CAB Y
dasi 2 nocnimxenns (LAI116482), ne xniniuni pani Gynu nocTynHi Ha MosenT ananizy. eneTHuHO nporyo3oBana aktusHicts UGT1AL 6yna
TOCTOBIpHO NOB'A3aHa 3i 3MiHoio TBL (p=7,97x10-6). Makcumansuuii inqueinyanssuii nokazuux TBL Ha doHi NiKyBaHHA, IO CNOCTEpPiraBcs B
UBOMY Habopi Janux, cranosys 2,27XULN (3Ginbmenns Ha 0,91xULN nopisnauo 3 Buxizuum pisnem 1,36XULN) y nauieHTa 3 HU3bK0IO
reneTHuHO Nepenbayysanoio axtueHicTio UGTIAL 3i 163 npoananizoBannx nawieHTis Jiwe 5 oci6 Manu makcumansiy TBL Ha nodarky
nikyBanns 2 1,55ULN, i 5K0eH 3 HHX He MaB F€HETHYHO NPOrHO30BaHoT HopMansHot aktieHoeti UGTIAL (4 manu HH3BKY | | - 3HKXKEHY
axtueHicTb UGTIAL) (nuB. pucyHok Hukue).




Acouiauii Mix reHeTM4HO nepeabadyBaHolo akTUBHIcTIO UGT1A1 Ta 3MiHoto Big BuxigHoro pisus TBL 8 oci6 3
nepepdavysaHoto HopmaribHOW (N), 3HMkeHo (R) Ta HM3bKoko (L) akTUBHicTIO
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UGTIAT predizted ar.-lis‘J.‘y SGTIAL predizted doshity
N
= N
Cep. auau. b1 g2 pil bt g1 5
Megiawa 02028 0373 0.4508 Cep-3Mas pogy 07635 13000
ceunn 0.1818 82727 05453 . Meaiara LEYU 0.7273 11818
Maxcrmym  “0.0909 05435 03727 XEHAHH 0.2727 0.2727 0.3435
..... 05455 0505 12727 Marcumym L0000 15358 .52
21. Pesyneratr Geanekn  |[luB. myHkT Ne 20
22. BUCHOBOK (pe3iomMe) » TenetruHo npornoszosada aktuBHicTs UGT1A1 Syna HocTOBIpHO MOB'A3aHA 31 CTANIOHAPHMMH NapaMeTPaMH NEpopanbHOrQ
3acrocysanHa CAB 30 mr PK Cr, AUCt i Cmax, npudomy cepenni 3navenns Ct, AUCt i Cmax y 1,5, 1,4 1 1,3 pasa pianosigno 6ynu
BHUIHMH B 0Ci0 3 HU3LKOIO BiTHOCHO HOPMAJLHOT NIPOrHO30BAKO0 AKTHBHICTIO. Buxoasuu 3 xymynatreHoro PK CAB Ta ganux 3
beaneky, 3i0paHHX Ha CLOTOAHILIHIN JeHb, OUIKYEThCA, IO Taka BeSTHYMHA 30inbweHHs excno3uuii CAB He MaTume kitiniuno
2HA4YYIIOrO BIIMBY i HE 3MIHHTL 3pO3yMiaHi Npodinb KOPUCTI-PH3MKY TepopanbHoro npuiiomy 30 mr CAB.
¢ ['eHeruuno nporyozopana akmsHicTs UGTIA noctoBipHo aconitopanacs 3i 3minowo suxiasoro piexs TBL, ane ve ALT. XKogen 3
'STH NAUIEHTIB, AKi MATH MakcuManbhui piseHs TBL>1,5XULN Ha nouaTky fikyBaHHs B LbOMY HabOpi AaHUX, He MaB FEHETHUHO
nporyozesanoi HopmanbHoi akTHEHOCTI UGT1AL; Bei BOHM Oyid Hociamu ogHoro abo nexinekox anenis UGT1AL1 i 3amxeHor0
dyHKLier.
» ['eneruunuii sapiaut UGT1A9 (*1B) ne 6yB nos'a3anuii 3 sK0AHOKW 3 NpoaHanizosaHKx KiHUeBHX Towok PK abo 3 MakcHManbHHM




pinem ALT na nouatky sikysaxHs, ajne OyB NOMipHO MOB's3aHUiH 3 MAKCUMaIbHKM pisHem TBL Ha nouatky nikysanns. ITicns
BpaxyBaHHs reHeTHuHo nependavysanoi aktusnocTi UGTIAL B pamkax Tiei s moaeni, UGT1A9 * 1B Ginbliie He Mae 3Ha4YLLIOrO 3B'83Ky
31 3miH0I0 Gasosoro pisus TBL, wo nosossie npunyctuty, wo 38's30k Misk UGTIA9 i TBL moske 6yTH 06yMOBIeH I KOPETALLEIO Mixk
UGTIAT i1 UGTI1A9.

3asBHUK (BNACHUK
peecTpauiiioro
NOCBIIYEHHS )

(rmiarnuc)

Kapen [ pefitokep (Karen Grainger)
Biue-npesuaent, KepiBHHK BTy HOPMaTHBHO-MPABOBOTO PeryJIlOBaHHs

BiiB Xenckep (ViiV Healthcare)

{Ilopsook donosneno nosum dodamrom 30 32iono 3 Haxazom MO3 Yipainu No 1528 6i0 27.06.2019 ,; 7

Ilepexnan BHKOHAB:
Menemkep 3 peryJIaTOpHUX MUTaHb Ta peecTpalii

TOB I'nakcoCwmitKnaiin ®apmacebiotikaic Ykpaina
Mapunsko Jlroamuna




Clinical Trial Report - 31
Study ID-208580

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Priory Street, Ware, SG12 0DJ

United Kingdom

Primary and secondary packaging, Quality control and Batch release
Glaxo Wellcome S.A.

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

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

Phase I/II Study of the Safety, Acceptability, Tolerability, and Pharmacokinetics of
Oral and Long-Acting Injectable Cabotegravir and Long-Acting Injectable
Rilpivirine in Virologically Suppressed HIV-Infected Children and Adolescents -
Cohort 1, Week 16 Interim Report, Study 208580 (Cohort 1, Week 16)

0. Phase of clinical irial

Phase 1/2

7. Period of clinical trial

from [03April2019] — [10September2020]

8. Countries, where clinical trial has been conducted USA and Puerto Rico
9. Number of trial subjects Cohort 1

Planned: 35

Actual: 23
10. Main purpose and secondary objectives of CT Primary

®  To confirm the doses for oral CAB followed by long-acting (LA) injectable

CAB (CAB LA) in human immunodeficiency virus (HIV)-infected,




virologically suppressed adolescents by evaluating:

o Safety and multiple-dose pharmacokinetics (PK) of oral CAB through
Week 4,

o Safety and multiple-dose PK of CAB LA through Week 16.

e To confirm doses for injectable RPV LA in HIV-infected, virologically
suppressed adolescents by evaluating safety and multiple-dose PK of RPV LA
through Week 16.

Secondary
o  To evaluate the tolerability and acceptability of CAB LA through Week 16 in
HIV-infected, virologically suppressed adolescents.

e To evaluate the tolerability and acceptability of RPV LA through Week 16 in
HIV-infected, virologically suppressed adolescents.

11. Clinical trial design

Study 208580 is an ongoing Phase 1/2 multicenter, open-label, noncomparative
study of the safety, acceptability, tolerability, and PK of oral and LA injectable
CAB and LA injectable RPV in virologically suppressed HIV-infected adolescents
12 to <18 years of age and weighing at least 35 kg who are receiving stable
combination antiretroviral (ARV) therapy (cART) consisting of 2 or more drugs
from 2 or more classes of ARV drugs.

Adolescent, HIV-1 infected participants have been enrolled in Cohort 1 and
assigned to Cohort 1C or Cohort IR based on their background cART regimen.
Following enrollment, participants received at least 4 weeks of oral lead-in (OLI) of
CAB or RPV while continuing their background cART (Cohort 1 Step 1) for
assessing tolerability before starting the LA injections of the assigned drug. LA
injections were administered very 4 weeks (Q4W) for a total of 3 injections while
continuing the background cART (Cohort 1 Step 2). Cohort 2 (CAB + RPV) had
not opened to accrual as of the data cut-off for the Cohort 1 Week 16 interim
analysis; therefore, there are no data available yet for the oral CAB -+ RPV or CAB
LA + RPV LA combination regimens in adolescents.




Details of the CAB or RPV dosing for Cohort 1 are as follows:

e CAB (Cohort 1C) — CAB 30 mg once daily orally for at least 4 weecks (up to a
maximum of 6 weeks) in addition to cART (Step 1), followed by 3
intramuscular (IM) injections of CAB LA, each separated by 4 weeks (600 mg
for the first injection and 400 mg for the second and third injections), in
addition to cART (Step 2).

e RPV (Cohort 1R) — RPV 25 mg once daily orally for at least 4 weeks (up to a
maximum of 6 weeks) in addition to cART (Step 1), followed by 3 IM
injections of RPV LA, each separated by 4 weeks (900 mg for the first injection
and 600 mg for the second and third injections), in addition to cART (Step 2).

Participants in Cohort 1 were to be followed for up to 64 weeks. Participants were
to be followed for at least 4 weeks in Step 1 (OLI) and at least 12 weeks in Step 2
(injection phase). Participants were to be followed (on cART, off study drug) for up
to an additional 48 weeks after completing Week 16 as part of long-term safety and
washout PK follow-up (LSFU).

12. Main inclusion criteria

This study recruited HIV-1 infected virologically suppressed (HIV-1 ribonucleic
acid [RINA] <50 copies per milliliter [c/mL]) adolescents 12 to <18 years of age and
weighing at least 35 kg on stable cART consisting of 2 or more drugs from 2 or
more classes of ARV drugs.

13. Investigational medicinal product, mode of administration and

strength

Invesfigational Dose and Route of Administration Batch Numbers
Product
CAB 30mg tablet 172401848, 172401848,
Oral 162410366
CABLA 600 mg, 400 mg 172406227, 192413800
M
RPV 25 myg tablet HGL7400, JGL2C00
Oral
RPVLA 900 mg, 600 mg 172406708, 192414530,
IM 202417589

Participants on a protease inhibitor (PI)-based and/or nonnucleoside reverse
transcriptase inhibitor (NNRTI)-based cART regimen were to be assigned to




Cohort 1C, and participants on an integrase strand transfer inhibitor (INSTI)-based
cART regimen were to be assigned to Cohort 1R. Participants in Cohort 1C were to
receive CAB 30 mg once daily orally for 4 to 6 weeks in addition to cART,
followed by 3 IM injections of CAB LA, each separated by 4 weeks (600 mg for the
first injection and 400 mg for the second and third injections), in addition to cART.
Participants in Cohort 1R were to receive RPV 25 mg once daily orally for 4 to 6
weeks in addition to cART, followed by 3 IM injections of RPV LA, each separated
by 4 weeks (900 mg for the first injection and 600 mg for the second and third
injections), in addition to cART.

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

IN/A

[5. Concomitant therapy

Permitted medications: All concomitant medications received by enrolled
participants were to be noted in the applicable source documents as part of the
medical and medication histories obtained at each study visit. This was to include
prescription and non-prescription (over-the-counter) medications; vaccines and
other preventive medications; therapeutic foods and nutritional supplements; and
alternative, complementary, and traditional medications and preparations. All
concomitant medications (except herbal or traditional) were to be entered into the
eCREF.

Any study participant who required a medication considered prohibited per protocol
while on study drug was required to have the study drug held or permanently
discontinued. Upon identification of the need for a prohibited medication, the site
investigator was to consult the CMC for further guidance on study drug
management.

16. Criteria for evaluation efficacy/PK

The primary analysis population for the Cohort 1 Week 16 interim analysis included
all participants who took at least 1 dose of any study drug; this population was
analyzed with respect to the objectives listed above (Item #10).

17. Criteria for evaluation safety

The primary analysis population for the Cohort 1 Week 16 interim analysis included
all participants who took at least 1 dose of any study drug; this population was
analyzed with respect to the objectives listed above (Item #10).

18. Statistical methods

Percentages and descriptive statistics were calculated with a primary focus on safety




and PK data. No statistical testing was performed. Confidence intervals (Cls) were

generated for key safety and PK outcomes. Listings were generated for all available
data.

19. Demographic indices of studied population (sex, age, race, etc.) Cohort 1C Cohort 1R Total
(n=8) {n=15) (N=23)
Age (years) n 8 15 23
IMean (standard deviation [SD]) | 14.9 (1.96) 159 (1.53) 15.6 {1.73)
Median (25th percentile, 75th 14,5 (13.5, 17.0)[17.0 {15.0, 17.0) [16.0 {140, 17.0)
percentile [Q1,Q3])
Min, Max 12,17 12,17 12, 17
Sex atBith (n[%])  |Female 2(25.0) B(53.3) 10 (435)
Male 6(75.0) 7(46.7) 13 {56.5)
Race (n [%]) Asian 1{12.5) 0 1(4.3)
Black or African American 7{87.5) 11 (73.3) 18 (78.3)
\White 0 4(26.7) 4174
Ethnicity (n [%]} Not Hispanic or Lalino 8 (100.0) 12 (80.0) 20 (B7.0)
Hispanic or Latino 0 3(20.0} 3(13.0)
Body MassIndex  |n 8 15 23
(BM; kg/m?) Mean (SD) 07037 | 24547 23.2 (A7)
Median (Q1,Q3} 19.6 (18.2,23.4)|24.5 (20.5, 27.9)123.5 (194, 27.9)
Iin, Max 164, 27.2 170,313 164, 31.3
Completed Week 4b {oral) 8 (100.0) 14 (93.3) 22/(95.7)
Completed Week 16 (oral + IM) 8(100.0) 13 {86.7) 21 (91.3)
Prematurely Disconlinued Study Treatment (Adverse
Event [AE]) 0 2(13.3) 2{8.7)

20. Efficacy/PK results

Efficacy: All participants were virologically suppressed to <50 ¢/mL at Week 16,
and there were no incidents of confirmed virologic failure through the Cohort 1
Week 16 interim analysis. Thus, no resistance data are available for summary.

Pharmacokinetics: The median Week 2 area under the plasma concentration-time
curve (AUC) for CAB following oral dosing (160 pgeh/mL) was within the target
range of 46 to 277 pgeh/mL, and the median concentration 28 days after the third
injection (i.e., Week 16 trough concentration [C0]) for CAB following IM

administration (3.11 pg/mL) was within the target range of 0.8 to 6.7 ug/mL. The




median concentration 28 days after the third injection for RPV following IM
administration (52.9 ng/ml) was within the target range of 39 to 154 ng/mL. The
target ranges defined for each comparison were based on adult data.

21. Safety results CohortIC Cohort IR
{n=8) (n=15)
1 (%) n (%) _
OLE  |Week 16| All Datac | OLB  |Wesk 167 | All Dater
Any AEd 3(37.5) | 6(75.0) | 6(75.0) [12(80.0)| 15 (100) | 15 (100)
Any AEd excluding injection sile Not Not
reaclions ({SRs) applicable| 6(75.0) |reported | nfa |14(93.3)| NR
(va) (NR)

Any ISR na [ 5{625) | NR nla | 8615 [ NR
Any >Grade 3¢ AEd 0 3(37.5) | 4(50.0) | 1(6.7) | 3(20.0} | 4 (26.7)
Drug-related' AE¢ 1(12.5) | 5(62.5) | 5(62.5) (2(13.3) | 9(60.0) | 9160.0

Drugr-related AE, excluding [SRs na | 2{250)| NR na | 4(26.7) | NR

Drugrrelated >Grade 3¢ AE 0 1(12.5) | 1(125) | 1{6.7) | 1{6.7} | 1(6.7)
Permanenly discontinued study .

treatment due fo drug-related' AE 0 0 0 167) | 167) | 167)
Any serious AE (SAE)49 0 0 0 0 0 1(6.7)

Drug-refated’ SAE 0 0 0 0 0 0

Fatal SAE 0 0 0 0 0 0

Drug-related! falal SAE 0 0 0 0 0 0

a. AEsafleroral treatment end date +1 day for participants who dscantinuzd treatment in OLI and AEs after
Week 4b injactiondate -1 day for participants who received injections have been excluded from the GLI analysis,

b. AEs afteroral reatment end date +1 day for participanis who disconfinued treatmert in OLI and AEs after final
injection date +42 days for participants who received injections have been excluded fiom the anafysis through
Week 16.

¢ Inchides data from LSFU; no resulls have been excluded fromthe analysis forall avalable data.

d. Includes clinical and laberatory-related AEs.

e, Grade 1=Mid, 2= Moderate, 3 = Severe, 4= Potenfally Life-Threatening, 5 = Death; no Grade 5 AEs were
reported.

f.  Drugrelatedness of AEs was determined by the investigator,

0. SAEsincluded International Conference on Harmonisation of Technical Requirements for Registafion of
Pharmaceuficals for Human Use {ICH)-defined SAEs and malignancias.

The most common AEs reported through Week 16 (occurring in >3 participants in




either Cohort 1C or Cohort 1R) are presented below:

Cohort1C Cohort 1R

(n=8) (n=15)
PreferredTerm | n{%) n{%} n{%) n(% n(%) | n(%) n(%) n(%) n{%) n(%)
Grade | 1 2 3 4 Total 1 2 3 4 Total
1 2 [ 3 5 | 6 | 3 9
injecionste pain | wooy lazsy] O | 0 [ieesy oy loy] O 1 © | (e
4 | 1 5 | 3 3
Cough oo lt2s)| 0 | 0 |wsleom) © ] Y ) P |
— 1 3 3 | 2 | 1 3
Nasalcongestion | a7 | 0 | 0 | O ligelmy|en| ° | ° |mg
1 T 11| 3 3
Headache w5 0100 sl en|mol © ] Y | @n
Oropharyngeal 2 2 3 3
pain sl O 10 Y |esoylegl O] Y| 0 | g
Nasa! mucosal 3 3
disorder 0 0 0 0 0 {20.0) 0 0 0 {20.0)

Two participants in Cohort 1R discontinued treatment with study drug prematurely:
1 due to Grade 3, non-serious, drug hypersensitivity following the first oral dose of
RPV and 1 due to Grade 1 procedural pain when the first injection was attempted.
For the latter participant, no RPV LA was injected at the time of the administration
attempt due to the participant requesting cessation of the procedure.

Drug-related AEs were reported by 5 (62.5%) and 9 (60.0%) participants in
Cohort 1C and Cohort 1R, respectively; the most commonly reported drug-related
AE was injection site pain (n=5 [62.5%] and n=8 [53.3%] in in Cohort 1C and
Cohort 1R, respectively). Two drug-related AEs >Grade 3 were reported: the
aforementioned drug hypersensitivity leading to study drug discontinuation in a

participant in Cohort 1R and a non-serious Grade 3 AE of insomnia in a participant
in Cohort 1C.

One participant in Cohort 1R had a Grade 4 SAE of blood creatine phosphokinase
increased beginning on Day 184 (LSFU) that was considered not related to study
drug.




There were no clear patterns in median hematology or chemistry parameters over
time for participants in either Cohort 1C or Cohort 1R; the majority of alt
participants had no changes in grade for all graded laboratory parameters through
Week 16. No clinically important findings were noted in either Cohort 1C or
Cohort 1R with respect to electrocardiograms (ECGs) or vital signs. No new safety
signals were identified relative to the established safety profile with CAB + RPV in
HIV treatment for adults.

22. Conclusion (summary) o The observed PK and safety data from this study support the acceptability of
the use of the adult CAB + RPV monthly dosing regimen in adolescents.

¢ The observed PK profiles met the desired exposure targets for CAB (oral
and IM administration) and RPV (IM administration).

s The Cohort 1 Week 16 interim analysis safety data observed in adolescents
receiving either CAB or RPV did not identify any new safety concerns or
new safety signals in comparison with the safety profile established with
CAB + RPV in the treatment of HIV-positive adults or relative to the known
safety profile of oral RPV in adults and adolescents.

Applicant (registration certificate holder) L : G\/\/\

(signature)

——
Karen Grainger
VP, Head of Regulatory Affairs

_ ViiV Healthcare
{Procedure amended by new annex 30 according to MoH Ulraine Order N 1528 of 27.06.2019 }




3siT npo Kainiune BunpoGysauns - 31
BunpoGyeanns ID-208580

1. Hazpa stikapcbkoro 3acofy (3a HasiBHOCTI - HOMEp peecTpalifHoro
MOCBIAYEHHA)

ATIPETIOJT, Tabnetky, BKpHTI MWTiBKOBOIO 060M0HKOIO, IO 30 MT

2. 3a1BHUK

BiiB Xenckep IOK Jlimiren

3. BupoOuuk

Bipo6uMuTBO0 HEpo3(hacoBAHOrO NPOAYKTY, KOHTPOJIb SIKOCTI FOTOBOTO NPOXYKTY
["nakco Onepeiiumc FOK JliMiten, mo Beae nisnbHicTs sk [naxco BennkoM Onepettuse /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Qperations)

[paiiopi Ctpir, Bea, SG12 0DJ/ Priory Street, Ware, SG12 0DJ

Benuka bpuranis

[lepsuinmne Ta BTOPHHHE NAKYBANHS, KOHTPOJIb IKOCTi FOTOBOr0 NPOAYKTY, BHIYCK
cepii

AseHina ne Exctpemanypa 3, ITon. Iun. Anneugenyepo, 09400 Apanna ze dyepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

[cranis

4. ITposeneHi gocninxeHHs:

¥ TaK Hi, KO Hi, 06rpyHTYiiTE

1) THn nixapcekoro 3acoby, 3a AKWM Nposowiacs abo manyeTses peecTpauis

Jlikapeekmit 3acib 3a MOBHUM JOCHE (2BTOHOMHE AOCHE), iHLIMI JiKapebkuit 3aci6, HoBa
7ilo4a peuoBHHa.

5. ITosna Ha3ea kniniuHOro BUNPOOYBaHHA, KONOBAHHMI HOMED KAiHIYHOTO
BHIIPOOYBaHHS

(Dasza I/II nocnimxenns Se3nekn, NPHIHATHOCTI, IEPEHOCHMOCT T4 (hapMAKOKIHETHKH
MepopabHOre Ta iH'ekuiinoro kaboTerpasipy TpuBanol Al Ta iH'ekiiHOrO punnisipuny
tpusanoi aii y BlJI-indikosaHux nireil Ta nigniTkie 3 BipyconoriuHo cynpeciero -
Koropra 1, TisKkaeHs 16, npomixuuit 38iT, AochimxerHs 208580 (koropra 1, TokaeHs 16)

6. Pa3a KNIHIYHOro BUIPOOYBaHHA

MDaza 1/2

7. [lepion WIHIYHOrO BHNPOOYBAHHA

3 [03 keiTus 2019] — [10 Bepecus 2020]

8. Kpailn, B sKHX NPOBOAWIOCS KIIIHIUHE BUIIPOOYBAHHS

CILLA i [Tyepto-Piko

9. KinbxicTb focnimKyBaHux

Koropra 1
3annadoeano; 35

DakTHyHO: 23

10. MeTa Ta BTOpHHHI LiNi KIiHIYHOTO BHIIPOOYBaHHA

Ocnoena

e IlinTRepauTu go3u Ans nepopanbHOro sactocysanHs CAB 3 noganbium




sacTocyBaHHAM iH'exulifitoro CAB nposonrosauoi nii (CAB LA) y mianitkie,
indikoBaHux BipycoM iMyHoxedinuty moauun (BLIT), 3 Bipycomoriunow cynpecielo,
LLTAXOM OL[HKH:

o besneka Ta dapmakokinernka Gararopasosux o3 ( PK) nepopansuux CAB no
4-ro THXKHA;

o besneka Ta 6araTopasosi go3u CAB LA 1o 16-ro TikuA.

e [linrepauTu 103w mng in'exuitinux RPV LA y BUl-indikosanux oimrirkis 3
BipycONoriv¥HoW0 cynpecieto, ouiHueluk 6e3neky Ta PK 6araTopasorux n03 RPV LA
1o 16-ro TiokHE.

BropnrHi
e  QuiHuTH nepeHocuMicTs Ta npuiiEaTHIcTs CAB LA 10 16-r0 TIDKHA y
BUI-in¢ixoBaHUX NIOAITKIB 3 BIpYCONOTi4HOIO CYTIPECIEIO.

e  OuUiHHTH DepeHocHMIcTh Ta npuiiaThicts RPV LA mo 16-ro TiskHs y
BDI-iHGikoBaHMX HiZMITKIB 3 BIpYCOIOriYHOI0 CYNpeciclo.

11, Ju3aiin kriHiMHOro BUNpoOyBaHHs

TTocnimxenna 208580 - ne moToune HaraToLeHTpPOBE, BIAKPHTE, HEMOPiBHAIbLHE
mocaiukenHa 1/2 dbasu 6esnexn, npuitasatHocti, nepenocumocti ta PK nepopansHoro ta
in'ekuiiiHoro CAB Ta in'exuiiinoro RPV y Bipyconoriuno npuraigenux BlJI-indikosaHrx
niniTkie Bikom Big 12 no <18 pokis Ta Baroo He MeHuIe 35 Kr, AKi OTPUMYIOTE CTaOINLHY
koMOiHOBaHY aHTHpeTpoBipycHy Teparito (cART), wo criamaerses 3 2 a6o Ginbuie
npenaparis 3 2 abo Oinkile KIacie AHTHPETPOBIPYCHHX MiKAPCLKUX 3ac0biB.

BIJN-1 indixoBaHi y4acHHKM MiAMITKOBOTO BiKy 6ynu 3apaxorani no Koropru 1 Ta
BigHeceni 1o Koropru 1C abo Koroprr IR 3anexso Bi ixHbo! nonepeaHeoi cxemu cART.
[Ticns BKIIOYEHHS B AOCTI/PKEHHS YYaCHHKM OTPHMYBANH [MOoHaiMeHIne 4 TIKHI
nepopansHoro BeeAeHH { OLI) CAB afo RPV, nponosicyioud npu usomy donoy cART
(Koropra 1, Kpok 1) juis oLliHKH MepeHOCHMOCTI Tiepe]] ToYaTKoM iH'ektiif mpu3Ha4eHOro
npenapaty B LA. In'exuii LA sromunu npotsrom 4 TixkHie (Q4W), 3aranom 3 iH'ekil,
onHouacHo nponosxayioud Qouosy cART (Koropra 1, Kpok 2). Koropta 2 (CAB + RPV)
He Oyna BIIKPHTA JUIS HAKOMMYEHHS aHWX Ha MOMEHT BiZICIKaHHA AaHHX JULA POMDKHOTO
ananizy Koroptu 1 Tioknens 16; omke, NOXH W0 HeMae JaHUX T NEPOPATBEHHX CXEM
(CAB + RPV a6o xombinoeanux cxem CAB LA + RPV LA y nignitkis.




JletanbHa iHpopMauis npo nosyanHs CAB abo RPV maa koropty 1 HaBeneHa HIDKYC:

» CAB (xoropra 1C) - CAB 30 Mr oftuH pa3 Ha 00y nepopaibHO NpoTAroM
ioHaiiMesIe 4 TIKHIB (MakcuMyM 10 6 THxHIB) Ha momaTok 1o cART (xpok 1),
micas woro 3 sHyTpimnsom'asori { IM) in‘exiii CAB LA, koxua 3 kX posfiinena 4
TroxHAMH (600 Mr s nepruoi in'exuii Ta 400 Mr ana Apyrof Ta TPeThOT iH'ekUii), Ha
noparok g0 cART (kpok 2).

e RPV (koropra 1R) - RPV 25 mr o1 pa3s Ha 100y nepopaibHO NpoTArom
roHaiiMeHe 4 TIkHIB (MakcuMyM A0 6 TiokHiB) Ha ogatok Jo cART (kpox 1),
micna woro 3 8/M in'exuii RPV LA, koxHa 3 Skux posaineHa 4 tixaaMu (900 mr s
nepwoi ix'ex1ii Ta 600 Mr ans apyroi i TpeThoi iH'exuii), Ha nomarok Ao cART (kpok
2).

Y4aCHUKH KOTOPTH | MaJlk CrOCTEpIiraTHCA MPOTAroM 64 TIKHIB. Y4aCHHKM NIOBHHHI
BYJIH CIIOCTEPIraTucs NpoTAroM woHalimMenme 4 TkHis Ha Etani 1 ( OLI) 1 woHajimenie
12 ToxuiB Ha Erani 2 (ig'exuiiina dasa). 3a yyacHuxamu cirifi 6yno cnocTepiraty (Ha
CART, Ges JoCHiKyBaHOro Npenapary) NpoTaroM 10AaTKoBUX 48 THXHIB nics
saBepIneHHs 16-ro TIKHs B paMKaX JOBFOCTPOKOBOTO CHIOCTEPEKeHH 3a Ge3Mekoio Ta
sumuBanusam PK (LSFU).

12. OcHOBHI KpHTEPIT BKITIOYEHHS

V upoMy JocTimkerHi 6panu yuacts BIJI-1-iudikopani nifniTk 3 Bipyconori4How0
cynpecieto (pisens puouyxncinosoi kucnot [PHK] BIJI-1 <50 xoniit na mininirp [k/mn])
sikoM Bin 12 mo <18 pokiB i Baroto He Menwe 35 Kr, AKki OTPUMYIOTb CTabiNbHY
aHTHpeTpoBipycHy Tepanito (cART), wo ckiagaerses 3 2 abo Ginbiue npenaparis 3 2 abo
Ginbiue Kiacis aHTHPETPOBIPYCHHX IIpeNapaTis.

13. Jocnimkysanuii Nikapeskuii 3acif, cnocié 3acTocysaHus, cina ail

LOocnimpxysanuit | Jlo3a Ta cnocib 3aCTOCYBaHHA Homepy cepii
MpoayKT
CAB TabneTkv no 30 Mr nepopanbHo 172401846,172401848,
182410366
CAB LA 600 mr, 400 war IM 172406227 192413900
RPV Tabnetk no 25 Mr fiepopaneHo HGL7400, JGL2C00
RPVLA 900 wr, 600 mr IM 172406706,192414530,
202417589

VyacHHEKM, ki oTpuMyBad cxeMy cART Ha ocHoBi inriGitopis npoteasu (PI) Ta/abo

HEeHYKIICO3HIHUX HribiTopis 380poTHOT TpaHckpHnTasd (NNRTI), nosuuni 6yaun Gyt




BinHeceHi 10 koroptu 1C, a yuacHuxw, aki orpumyeamu cxemy cART na ocHoBi iHribitopis
nepeHecents MaHmora interpazu (INSTI), nosunni Oynu OyTH BinHeceHi 1o koropTH 1R.
[Vuachuky xoropte 1C noeunni 6ymu orpumysat CAB 30 Mr onui pas Ha lieHB
1epOpabHO NPOTAroM 4-6 THXHIB Ha gopaTok Ao cART, micns yoro iM Oyfo npHsHa4eHo
3 in'exuii CAB LA BHyTpimuHBOBEHHO 3 inTepBanoM y 4 TivkKi (600 Mr s nepuioi ik'ekuii
Ta 400 Mr m1a apyroi i Tperwol in'ekuii), Ha nonatok 10 cART. Yuacrukm koroptd IR
noBuHHI 6ynH orpuMysatd RPV 25 Mr oZIHH pa3 Ha JieHb MepopansHo npoTaroM 4-6
TIokHiB Ha Aogatok 0 cART, a notim 3 in'exuil RPV LA BHYTPIIIHEOBEHHO 3 INTEPBAIOM
y 4 TrokEi (900 Mr ana nepiuoi in'exuil Ta 600 Mr e ipyroi Ta TpeThoi iH'eKIiif) Ha
nonatok go cART.

14. Ilpenapar nopiBHAHHS, 103a, crocid 3acToCyBaHHA, cHAR A

H/T

15. CymyTHs Teparis

Tossoneri npenapaty: Yci cymyTHi nikapcbki 3aco0u, sKi OTPHMyBany y4aCHHKH, OBHHHI
Gynu 6yTH 3a3HaYeH] y BIANOBIJHUX EPBUHHHX JOKYMEHTAaX fK 4acTHHa icTopil xBopobn
Ta MEIMKAMEHTO3HOIO JIiKyBaHHA, OTPHMAHOT Nifl YaC KOIKHOTO Bi3HTY B NOC/IILKEHHS.
CroNy MaJti BXOZMTH pelenTypHi Ta GespelenTypHi (Be3peLienTypHi) Jtiky; BaKIMHM T2
iHwi npodinakrHuni npenapaty; NiKyBanbHi MPOLYKTH XapuyBaHHA Ta Xap4oBi nobasky; a
TaK03K aTbTEPHATHBHI, KOMIUIEMEHTAPHI TA TPAAMILIHHI MiKkM i npenapatu. Bei cymyTHI JTiku
(kpimM pocnHHHEX 260 TpaguUiAHUX) NOBHHKI Oynu 6yTu BHeceri B eCRF.

[ByIb-AKHH YUaCHHMK AOCIIUKEHHS, SIKKH 10TpedyBaB MNiKiB, 110 BBAXKAIOTHCH
3a60pOHEHHMM 3riZHO 3 NPOTOKONOM, Mijl Yac MpHHOMy AOCILLKYBAHOrO Mpernapary,
nosHHeH GYB NPU3YNHHUTH NPUHOM AOCTILKYBAHOTO fIpenapaTy abo HasaBxau
NPHIMHHTH Horo npuitom. [1pu BusBnenHi noTpeGu B 3a60poHEHOMY NiKapChkoMy 3acobi
0CniAHHEK NOBMHEH OYB NpoKOHCYNbTYRaTHES 3 CMC Ana oTpHMaHHs MOAANBIIHX
BKA3iBOK LI0O0 MOBODKEHHS 3 JOCIIKYBAHHM JTIKAPCEKHM 3aC000M.

16. Kpurepii oUiHKH e(heKTHBHOCTI

[lepBuiina MOMyNALis Ans npomikuoro axanizy Koroptu | Twxaens 16 Brmiouaia seix
YURCHHKIB, AKi NPHAHSUIIH npuHaliMAL | 103y OyAB-KOro JOCAKYBaHOrO [Iperapary; 1
nomyssuia 6yna mpoaHanizosana BIAIOBIHO 0 LijeH, Mepenivenux suule (myHxr Nel0).

17. Kpurepil ouidky Ge3neku

[lepeunHa nomysisiia Ans npoMixsoro avanisy Koropru 1 TuigeHs 16 Briodana BCix
y4aCHHKIB, K NpUAHSUIM OpHHaiMHL | 03y OyAb-1KOro JOCNimKyBaHOIO Npenapary; us
nonyAALis 6ysa npoaHanizoBaHa BiANOBLAHO [0 uineit, nepeniuenux sune (myHkr NelQ).

18. CraTHcTHUHI METORH

BiNCOTKH Ta ONKCOBI CTATHCTHYHI AaHi 6yTH po3paxoBaHi 3 [epLIoYeproBHM aKUEHTOM Ha
naHi 2 6esnexu Ta PK. CraTucTHune TecTyBaHHA He npoBopuioca. Jlosipui intepsann ( CI

) 6ynu chopMoBani A1 KO4OBHX peaysbTartis 3 6esnexu Ta PK. Cricku Oynu




copMOBaHi Ayt BCiX HAABHMX JaHHX.

19. JleMorpadidni MOKa3HUKH AOC/DKyBaHOI MOy ALY (cTaTh, BiK, paca Koropra 1C Koropra 1R aranom
TOIIO) (n=8) (n=13) {N=23)
Bik (poxig) n 8 15 23
(CepepHe 3HaueHHA
(CTaHpapTHe BiNXUNEHHS)
[SD]) 14,9(1,96) 15,9(1,53) 15,6 (1.73)
Meziana (25-i npoyeHTUnb, 75-
i POYEHTHIL
[Q1, Q3)) 14,5(135,17,0) | 17.0(150,17.0) | 16.0(14.0,17.0)
MiH. Maxe. 1217 1217 1217
CTatk Ta HapomxeHHs (nPikoqa 2(25,0) 8(53,3) 10 (43,5)
[%]) Honogida 6(75,0) 7(46,7) 13 (56,5)
Pacafn IAsiaTchka paca 1(12,5) 0 1{4,3)
[%]) HopHowkipi abo adipo-
aMepUKaHL] 7(87,5) 11(73.3) 18 (78.3)
Binouwxipi 0 4(26,7) 4(17.4)
ETHiuHa npuHanexHicTb( He icnanomoBHi yi
n InarMHoamepUKEHLi 8{100,0) 12 (80,0) 20 (87.0)
[%]) MarwHoamepukanLi abo ’
InaTuHoaMepuxanLy 0 3{20,0) 3{13,0)
IHgexc-Macy Tina (BMI; in 8 15 23
Krim?)) Cepepne sHauenta (SD) 20,7(3.7) 245 (4.7) 23247
Megiana (Q1, Q3) 19.6(182.23.4) | 24.5(205.27.9) | 235(194.272)
MiH, Makc 16.4.27.2 17.0.31.3 164, 31,3
3asepweno TrpaeHs 4b {npeopanbHo) 8(100.0) 14 {93,3) 22(857)
3apepleno Twiaets 16 (npeopansHo+ IM) 8{100,0) 13(86,7) 21(91,3)
Tepenyacke NPUMMHEHHA NikyBaHKA Y AOCTIAKEHH (
noGiuHa peaxuin)
[P]) 0 213.3) 2(8,7)

20. Pe3ynbTratit edeKTHBHOCTI

Edexrusnicts: Y BCiX ysacHHKiB BipyconoriuHe npuriiyeHns 6yno SocsaryTo 1o <50
kn/mst Ha 16-My THOKHI, i He GYJI0 JKOAHOTO BUNIAAKY NIATBEPIKEHOT BipyCONOrivHOT
HeBIayi B npoMbxuoMy ananizi Koropru 1 na 16-My TwpkHi. Takum 4HHOM, [
y3arajibHeHHs HEMa€ JaHHX MPO CTIiHKIiCT.

apmakokinerura: Cepelns MTOINA i KPHBOIO «KoHTeHTpalis-qac» (AUC) y masmi
KpOBi Ha 2-MY THIKHI T/ epOPAIBHOTO 3acTocyBarHA (160 pre/mn) i CAB Gyna 8
MeKax NTbOBOrO mianasoHy Bif 46 1o 277 pre/mu, a cepeiiHs KOHUEeHTpalis Jepes 28 Anis
nicis TPeTkOT iH'eKLiT (To6To KoHuenTpania Ha 16-My Twiui [CO]) ans CAB nicas
BHYTPINHBEOBEHHOTO BBEAeHH (3,11 pr/mn) Gyiia B Mexax LiMbOBOIO JianasoHy Bix 0,8 1o




6,7 pr/vn. Meniana konneHTpauii Yepes 28 Axis nicys Tpetwol iH'exnil as RPV micitA
BHYTDILIHEOBEHHOTO BBEACHHS (52,9 /M) Oyna B MEMxax UibOBOrO Aiama3oHy Big 39 oo
154 gr/mn. LliBoBI KianasoHu, BU3HAYEH AN KOKHOTO MOPiBHAHHS, HasyBanucs Ha
MaHuX JOPOCIMX.

2 1. PesynpTaTH Oe3nexku

Koropra IC Koroprta IR
{n=8} {n=15)
n (%) n {%)
ole |THKIED) poipaie | owe || Baifaic

Bynp-ska MNP 3(37,5) | 6(75.0) 6(75,0} 12(80,0) [ 15(100) [ 15(100)

Byns-nKi 1P, d 32 BURATHOM peaKLi ¥ Hemac He

micui BeenerHs (ISR) i (i) 6(75,0) nosmcmgs;emcn | 14(93,3) NR
Byae-ska ISR Hin 5(62,5) NR Hif 8(61.5) NR
Bynb-axa MNP = knacy 3 0 3(37.5) 4{50,0) 1(6,7) | 3(200) | 4(26,7)
MNP nog'Aaana 3 HAapKOoTUKaMu 1(125) | 5(62,5) 5{62,5) 2(13.3) | 9(60,0) 9(60,0}

IP, noB'A3aki 3 NpwiAOMOM iKiB, 3a

BHaTROM ISR Hin 2(25,0) NR HA 4(26,7) NR

MP, NOB'A3aHMiA i3 3aCTOCYBAHHAM

HADKOTHKIS, 2 CTynens 3 0 1(12,5) 1(12,5) 1(6,7) 1(6,7) 1(6-7)
MMocTiHD NprnHKNK JOCTIfKYBaHe

nixyBaHHA yepes [P, nos'asaHy 3 0 0 0 1(6,7) 1(6,7) 1(6,7)

MEAMKAMEHTOIHKM NiKyBaHHAM
Bynb-aka nobiyHa peakuis {CMP) 0 0 0 0 0 1(6,7)

CIP nos'azaHi 3 NiKapchkiM 3acobom 0 0 0 0 0 0

Cmeprenera CTIP 0 0 0 0 0 0

Cmeprensti CMNP, nos'dsati 3

HEPKOTUKaMM 0 0 0 0 0 0

3. TP flicnA Aty 3aKiHIEHHA NEpOPANEHOro MikyBakHA +1 ek ANA ydacHwkie, sii npanuHunK nikysawka 8 OLI, a NP
MiCns QATH EBEREHHS it'eKLT Ha Tk 4D -1 fleHb Ang y4acHuKis, sk oTpumysany iH'exyii, Gynu Buksoqei 3 OLl-
aHarisy.

b. TP nicns fari 3aKiHYEeHHs NepopansHaro nikysaxa +1 Aetb Ans y4ackykia, sk npunuHunk nikyeania 8 OLI, Ta P
nicns [atv ocTaHHE0! iH'ekLfi +42 [Hi ANA YYaCHUKIB, AKE OTpUMYBANK i ek, Gynu BUKIIONEH 3 aHaniay 10 16-ro
TUBKHA,

¢. Brnwyae gani LSFU; xoneH pesynbTar He GyB BUKMIOMSHM 3 @HaNISY 38 BCIMA HAABHAMK [iaHviMk.

d. Brrwouae knivivHi Ta naGoparopti NP,

e. CTynine 1 = cepeaii, 2 - NOMIPHIA, 3 = BaXwA. 4 = NOTEHLWHO 3arpoxye XUTTIO, 5 - CMEPTH, HE NOBiROMAANOCA Npo
MNP 5-ro crynens.

f. MepurameHTo3Hy NpuHanexHicTs NP ausnHaqas [OCHAHMK.

g. Jo CMP nanexars ausHaderi MikHapoHOw koHtepeHLien 3 rapmorizaLlii TexHIMHUX BuMOr 40 peecTpauii nikapesx
3acobie anA noguHr (ICH) CNP Ta 3nosKicH HOBOYTEOPEHHA,

Haiinowrpeniwi TP, npo sxi moBizomisnocs 4o 16-ro TkHA (L0 BHHEKATH y >3




yaacHHKiB y koropti 1C abo koropti 1R), HaBegeHO HipK4e:

Koropra 1C Koropta 1R
(n=8) (n=13)

Baauuii Tepmii [ n (%) n(%) n(%) n(%) n(%) {n(%) n(%) n(%) n(%) n (%)
CTyniHb 1 2 3 4 |3aranom 1 2 3 4 [3aranom
Bins y micui 2 3 6 3 9
—— ool ars] @ | 0 159 g @g| © | | 00

4 1 3 3
[Kawenb 50.0)| (125) 0 0 |[5(62)5) (20,0) 0 0 0 (200)

. 3 2 3
JaKknaieHicTo HOCa | 47 5y | 0 0 | 0 (3673)| (134" 7] 0 | 0 1 950
Fonosumit 6inb  [1(125) 0 | 0 | 0 [1(129) (517) (23 0) 0 0 (Zg 7)

OpodapuHreanshui| 2 _ 3 3
BNk e I R R G ) R R B )

3axBOpHBaHHA 3 3
cnusosoi o6onokku | 0 0 {0 ] 0 0 (20,0) 0 0 10 (20,0)
Hoca

Meoe yuacuukis Koroptu 1R nepenyacHo NPHIHHHITY JiKYBaHH: JOCTPKYBaHHM
npenapaToM: 1 depes HecepHO3HY MEAMKaMEHTO3HY rinepuyTIHBICTS 3-rO CTYMeHs micias
nepuiot nepopansuoi 103k RPV Ta | uepes npoueayphuii 6inb 1-ro crynets mij yac
cnpo6u mepiof in'exuil. OcTaHHBOMY YUaCHHKY Nijl Yac cnpobn BBEICHHS He Byio
BBeZeHO xoaHoro npenapaty RPV LA uepes Te, 110 YHaCHHK NONPOCHB MPHMHHUTH

IpOLEAYPY.

Tpo IIP, nor'a3aHi 3 npuioMom npenapary, MosixoMunu 5 (62,5%) ta 9 (60,0%)
yaacHHKis y koroptax 1C Ta IR BianoBinno; HainoWHpPEHILLO0 1P, nos'a3aHoOIO 3
puifoMoM mpenapaty, 6ys 6ine y Micui in'exuii (n=5 [62,5%] Ta n=8 [53,3%] y xoropTax
1C 1a 1R, Bignosigno). IoBizomastocs npo ABa nos'asani 3 npenapatom ITP 23-ro
CTymews: BUUIE3rafana rinepyyTAMBICTS 10 NPEnapary, 1o NpH3Rena A0 NpHIHHERH:
npuioMY JIOCNiDKYBaHOT0 Mpernapaty B yuacHuka koropty 1R, Ta necepiiozne TP 3-ro
cryneHs y BROIAAL Ge3cOHHA B yuacHHKa koroptu 1C.

B 0fHOTO y4acHuKa koropTi 1R croctepiranocs MiABHIUCHHS PiBHA kpeaTHH(pOCcHOKIHAZH
KpoBi 4-ro cTyneHs, nounHaouy 3 184-ro gua (LSFU), mo BBaxkanocs He MOB'I3aHHM 3




npuiioMoM n0cipKkyBaHoro npenapary. Cmeprei abo BariTHocTe# He 6yJ10 Hi B KOropri
1C, i B koropti 1R. He 6y10 BHAB/IEHO YiTKHX 3aKOHOMIPHOCTEH y Cepe/THIX 3HAYEeHHAX
reMaTONOrUHHX 260 XiMiYHUX NOKA3HHMKIB 3 IUIMHOM Yacy 1is yuacuukis Koropru 1C abo
Koroprtu 1R; y 6ibiwocTi BCiX yHaCHHKIB He Gys0 3MiH B OLLIHLI BCiX 1ab0OpaTOpHHX
oka3HHKiB 10 16-ro Twokna. Hi B koropri 1C, Hi B koropti 1R He 6y10 BHABIECHO JKOAHHX
(TIHIYHO BaXTMBMX AaHKX o0 enektpokapaiorpamu (EKIY) abo nokasHukis
cuTTeiabHoeTi. He Gyn0 BUABIEHO JKOAHMX HOBHX CHIHasliB 0€3MeKH BIIIHOCHO
BeTaHOBNEHOro npodino Gesneku npu sactocysanti CAB + RPV y nikysanni BUI-
iHdeKuii y 10poCuX.

22. BUCHOBOK (3aKJIHOUYEHHS )

e Cnocrepexysani aaui woso PK ta Gesneku, OTpUMaHi B LIbOMY JOCIIKEHHI,
MiATBEP/KYIOTH NPUHHATHICTE 3aCTOCYBAHHS LIOMICAYHOTO PEKHMY 03y BAHHS
nopocnoro npenapaty CAB + RPV y nianitkis.

e Crocrepexyeati npodini PK sianopizanu 6akanum LUIbOBHM 3HAYCHHAM
excrniosuuii s CAB (nepopanbHe Ta BHYTpilIHEOBeHHE BBeieHHd) Ta RPV
(BHYTPILIHBOBEHHE BBE/ICHHS).

e Jlani npomixkHoro ananizy Gesnexu Koroptu 1 Twiaess 16, o criocTepiranues y
niztiTkie, axi orpumysanu abo CAB, aGo RPV, He BUABHIM JKOJHHX HOBHX
npobem Gesneku aGo HOBHX CHrHANiB Ge3MeKH NOPiBHAHO 3 npodisiem Gesneku,
scranoaenum i CAB + RPV nipu nikysanni BUI-nosutueHux jopocinx, abo
MOPIBHAHO 3 BiJOMUM Tpodinem Ge3neKkn NepopaibHOro 3aCTocyBaHHs RPV y
JOPOC/IMX Ta MiATITKIB.

3asBHUK (BIACHUK PEECTPALLIHHOTO MOCBII4EHH)

(mianuc)

Kapen I'peiirkep (Karen Grainger)
Biue-npeszuaent, KepiBHUK BiL1ly HOPMATHBHO-NPABOBOTO pery/Il0BaHHA

BiiB Xenckep (ViiV Healthcare)

{Ilopsadox 0onoeHeHo noeum dooamrxom 30 32iono 3 Haxazom MO3 Vipainu Ne 1528 sio 27.06.2019 }

Ilepexiag BHKOHAB:

MeHepKep 3 peryJISTOPHUX MMTaHb Ta peecTpauii
TOB I'nakcoCmiTKsitn ®@apmachioTikainc Ykpaita
Mapunsko Jiogmuna




Clinical Trial Report - 32
Study ID-201584

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Priory Street, Ware, SG12 0DJ
United Kingdom

Primary and secondary packaging, Quality control and Batch release
Glaxo Wellcome S.A.

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

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 111, Randomized, Multicenter, Parailel-group, Open-Label Study
Evaluating the Efficacy, Safety, and Tolerability of Long-Acting Intramuscular
Cabotegravir and Rilpivirine for Maintenance of Virologic Suppression
Following Switch from an Integrase Inhibitor Single Tablet Regimen in HIV-1
[nfected Antiretroviral Therapy Naive Adult Participants: Week 124 Results —
Amendment 01, Study 201584 Week 124

6. Phase of clinical trial

Phase 3

7. Period of clinical trial

from [270ctober2016] — [21February2020]

8. Countries, where clinical trial has been conducted

Canada, France, Germany, ltaly, Japan, the Netherlands, Russia, South Africa,
Spain, United Kingdom and the USA




0. Number of trial subjects planned: 629

actual: 566

10. Main purpose and secondary objectives of CT Primary

» To demonstrate the non-inferior antiviral activity of switching to
intramuscular (IM) Cabotegravir (CAB) + Rilpivirine (RPV) every 4 weeks
(monthly) compared to continuation of continued/current antiretroviral
regimen (CAR) over 48 weeks in human immunodeficiency virus-1 (HIV-1)
antiretroviral naive subjects.

Main Secondary:

e To evaluate the antiviral and immunologic effects, safety and tolerability,
and viral resistance of cabotegravir (CAB) LA + rilpivirine (RPV) LA at
Week 124 and over time for subjects in the randomized CAB + RPV
group and for subjects switching from ABC/DTG/3TC to CAB + RPV in
the Extension Phase, with and without oral lead-in (OLI).

o To evaluate the pharmacokinetics of CAB and RPV in the setting of no
OLI for subjects switching from ABC/DTG/3TC to CAB + RPV in the
Extension Phase.

11. Clinical trial design This was a 120-week Phase 3, multi-phase, randomized, open label, active-
controlled, multicenter, parallel-group, non-inferiority study in human
immunodeficiency virus (HIV)-1, antiretroviral therapy (ART)-naive adult
subjects.

All subjects completed the Screening Phase up to 35 days prior to Induction
Baseline (Week -20). Eligible subjects were enrolled into the Induction Phase of
the study and received ABC/DTG/3TC for 20 weeks (Week -20 to Day 1). For
subjects who were HLA-b*5701 positive, dolutegravir (DTG) was taken with a
non-abacavir (ABC) nucleoside reverse transcriptase inhibitor (NRTI) backbone,
chosen per investigator.




Subjects who had an HIV-1 RNA <50 ¢/mL at the Week -4 Visit were eligible to
enter the Maintenance Phase. Eligible subjects were randomized (1:1) to receive
either oral current antiretroviral regimen (CAR; ABC/DTG/3TC or the
alternative non-abacavir backbone) or oral CAB 30 mg + RPV 25 mg once daily
for a minimum of 4 weeks (oral lead-in [OLI]) followed by intramuscular (IM)
CAB + RPV every 4 weeks thereafter. Randomization was stratified by the
subject’s Induction Baseline (Week -20) HIV-1 RNA

(<100 000, 2100 000 ¢/mL) and sex at birth.

Subjects randomized to CAR during the Maintenance Phase continued CAR for
at least an additional 100 weeks. Subjects who successfully completed Week
100 (without meeting study defined withdrawal criteria and who remained
virologically suppressed at Week 96: HIV-1 RNA <50 ¢/mL) were given the
option to switch to IM CAB + RPV in the Extension Phase or be withdrawn from
the study. The transition from CAR to CAB + RPV within the Extension Phase
could be completed with an OLI (OLI group) or without an OLI (Direct to Inject
[DTTI] group) prior to commencement of injectable treatment. The OLI decision
was made by the subject in consultation with the investigator and had to be
appropriately documented.

For subjects who chose to transition directly to injection in the Extension Phase
(DTI group), the last dose of CAR and first injections of CAB + RPV (initial
loading doses) were administered at Week 100. CAB -+ RPV injections were
administered every 4 weeks (7 days) thereafter for at least 24 weeks.

For subjects who chose to transition to CAB + RPV using the OLI (OLI group),
subjects initiated the oral CAB + oral RPV once daily at Week 100 and
continued for at least 4 weeks. At the Week 104a visit, subjects received the last
dose of oral CAB + oral RPV and the initial loading doses of CAB + RPV
injections. CAB + RPV injections were administered every 4 weeks (7 days)




thereafter for at least 20 weeks.

All subjects randomized to CAB + RPV during the Maintenance Phase continued
IM CAB + RPV for at least an additional 96 weeks. All subjects who
successfully completed Week 100 of CAB LA + RPV LA treatment in the
Maintenance Phase continued to have access to CAB LA + RPV LA in the
Extension Phase.

Any subject who received at least a single dose of IM CAB and/or RPV and
discontinued the CAB + RPV regimen for any reason entered a 52-week Long-
Term Follow-Up (LTFU) Phase and were followed as part of the study during
this time. Subjects were to remain on suppressive highly active antiretroviral
therapy (HAART) for at least 52 weeks after the last dose of IM CAB and/or
RPV.

12. Main inclusion criteria

This study recruited HIV-I infected (Screening plasma HIV-1 RNA
>1000 ¢/mL), ART natve (<10 days of prior therapy with any ART following a
diagnosis of HIV-1 infection), male and female (nonpregnant, nonlactating and

practicing adequate contraception) subjects ages >18 years.




13. Investigational medicinal product, mode of
administration and strength

Investigat
fonal
Product

Formulation and Roufe of
Adminisfration

Batch Numbers

ABCIDTG!
31C

600 mg of akacavir, 50 mg
dolutegravir, and 300 mg of
lamivudine tablet

Oral

162397898
162398408
162400125
172404268
172406019
182409233

DTG

50 my tablet
Oral

162387898
162400124
172403446
182410126

CAB

30 my tablat
Cral

162307444
162397446
172401848
182410366

CAB LA

200 mgfmL
M

162397422
162400224
182407569
182408720
172408227
182408221
182412298
192413859
182413800
152413888

RPV

25 mg tablet
Oral

162398886
182408803

HFV LA

300 mg/mL
M

162393043
162399581
172405963
172406708
182411817
172406075
192412787
152414530




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

ABC/DTG/3TC or DTG + the alternative non-abacavir backbone, see table
above in Item #13.

5. Concomitant therapy

Permitted medications: Concomitant medications (prescription and non-
prescription) were permitted during the course of the study at the investigator’s
discretion (except for prohibited medications) and were administered only as
medically necessary during the study. Permitted medications/non-drug therapies

and prohibited medications/ non-~drug therapies are described in Protoco! Section
6.13.

16. Criteria for evaluation efficacy and PK

Primary:

e Proportion of subjects with a ‘virologic failure’ endpoint as per FDA
Snapshot algorithm at Week 48 (Missing, Switch, or Discontinuation =
Failure, Intent-to-Treat Exposed [ITT-E] Population).

Main secondary:

e Proportion of subjects with human immunodeficiency virus (HIV)-1

RNA =50 ¢/mL (Snapshot algorithm) at Week 124 (with and without OLI
for the Extension Switch population).

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

e Proportion of subjects with confirmed virologic failure (CVF) over time.

» Incidence of treatment emergent genotypic and phenotypic resistance to
CAB and RPV over time.

e Absolute values and change from Baseline in CD4+ cell counts over
time.

¢ To evaluate plasma CAB and RPV concentrations over time (Week 100
[direct to inject, DTI] and Week 104 [DTI and OLIJ)




17. Criteria for evaluation safety

¢ Incidence and severity of AEs and laboratory abnormalities over time.
e Proportion of subjects who discontinue treatment due to AEs over time.

e Absolute values and change in laboratory parameters over time.

18. Statistical methods

Sample Size Estimation:

Due to a lack of statistical testing in the Extension Phase of the study, adequate
power was not necessary for the interpretation of the Week 124 results and, thus,
a firm sample size was not required. The 566 subjects recorded in the ITT-E
population were expected to provide a large enough sample to demonstrate a
clinically meaningful proportion.

Additionally, since there was no hypothesis testing for the Week 124 analysis, an
agreed-upon non-inferiority margin was also not required for the Week 124
analysis. A 6% margin was chosen to assess the primary endpoint of non-
inferiority in the proportion of subjects with Snapshot HIV-1 RNA >50 ¢/mL at
Week 48 for CAB + RPV due to its potential to power a treatment effect with a
3% difference.

Key Analysis Populations:




_Population

Definition [Criteria e

"All Subjects Enrolled

All enrclled subjects who raceived at least one dose of sudy
drug during the [nduction Phase.

Intent-to-Treat-Exposed

{ITT-E)

All mndomized subjects who recelved at {east one dose of
study drug during the Maintenance Phase of the study (on or
after Day 1 visit).

‘Subjects were analyzed according to the randomized treatment

regardless of what reatment was actually received.

‘Safaty

All mndomized: subjects whoreceived at feast one dose of
study drug.during the Maintenance Phase of the study (on or

after Day 1 visit),

Subjects were assessed according to actual treatment
recefved.

Pharmacokinetic. (PK)

Al subjects who received CAB and / or RPV and had PK

sampling dirring the study and provided.evaluable CAB and Jor
RPY plasma concentration data (i.e., atleast 1 non-missing PK
assessment (non-quantifiable values were considered as pon-
missing values).

Confined Viologic Failire

(CVF)

Comprised of all subjectsinlhe ITT-E Population who met CVF

*CVF during the Meintenance and Extension Phases was defined
as rebound asindicated by two consacutive.plasma HIV-1 RNA
levels 2200 ¢/mt after prior suppressionto <200 e/mL

Extension Svitch

All randomized subjects from ABC/DTC/3TC am who recelved
at least one dose of CAB and'or RPV duririg the Extension
Phase of theshudy.

Subjects were assessed according to actual treatment recaived

during the Extension Phase.

Long-Term Fellow-Up [LTFU)

All subjects receiving ateast one dose of CAR LA andlor RPY
LAwhohave discontinued the CAB LA+ RPY LA regimen and
have a least one Long-Term Follow-up Phase dinic vistt.




Efficacy, Safety, PK. and Virology Analyses

For the Week 124 endpoints, efficacy and safety parameters were analyzed for
the Extension Switch Population for the Extension Phase (Week 100 to Week
124) only. In the randomized CAB + RPV group, efficacy and safety parameters
were analyzed for the Maintenance -+ Extension (Day 1 to Week 124) Phase.

\Primary Efficacy Analvses.

The primary efficacy analysis was based on the ITT-E Population using the
Snapshot algorithm at Week 48 and was presented in the Study 201584 Week 48
CSR.

Secondary Efficacy Analyses:

Secondary efficacy analyses were conducted at the Week 96 endpoint and were
presented in the Study 201584 Week 96 CSR.

During the Extension Phase, plasma for quantitative HIV-1 RNA was collected
and the proportion of subjects in each treatment group with plasma HIV-1 RNA
<200 ¢/mL and <50 ¢/mL, and HIV-1 RNA 2200 ¢/mL and =50 ¢/mL,
respectively, over time was summarized using the Snapshot algorithm, The
proportion of subjects with CVF was also summarized over time.

Absolute values and change from Baseline for CD4+ lymphocyte count, and
absolute values for plasma HIV-1 RNA, were summarized over time using
descriptive statistics (mean, median, interquartile range, min and max). The
incidence of HIV-1 disease progression (AIDS and death) during the
Maintenance Phase was presented.

Safety Analyses:




Safety data (Adverse events [AEs], serious adverse events [SAEs], injection site
reactions [ISRs], withdrawals) were listed and summarized by treatment group.

The extent of exposure was summarized for each treatment group. Adherence to
the CAB + RPV dosing schedule in relation to the projected date was assessed.

Changes from Maintenance Baseline (Day 1) and Extension Baseline (Week
100) in laboratory parameters (including fasting lipids), vital signs, and
electrocardiogram (ECG) data were summarized. In addition, the number and
percentage of subjects with maximum graded laboratory toxicities (of increased
severity relative to last value collected up to and including the start of
maintenance phase study drug, baséd on Division of Acquired
Immunodeficiency Syndrome [DAIDS] categories) were summarized by
treatment group.

Pharmacokinetic Analyses:

Plasma CAB and RPV concentrations over time were summarized by visit for all
subjects in the Extension Switch Population. In the DTI group, PK samples were
collected at Week 100 (2 hours post injection), Week 101 (1 week post
injection), and at Week 104a (predose). PK samples in the DTI group were
collected 24 to 32 days after the prior injection. In the OLI group, PK samples
were collected at Week 104b predose and 2 hours post dose. PK samples in the
OLI group were collected within a window of 20 to 28 hours after the previous
oral dose of CAB + RPV was taken, the day prior to the clinic visit.

Viral Genotyping Analyses:

The incidence of treatment emergent genotypic and phenotypic resistance was
summarized by treatment arm for subjects meeting CVF criteria.




19. Demographic indices of studied population (sex, Demographic characteristics were generally similar between the randomized

age, race, etc.) treatment groups at Maintenance Baseline. Although the majority were male, the
study exceeded the goal to enroll at [east 20% female subjects. Most subjects
were ages 18 to <50 years (89%) with a median (range) of 34 (18 to 68) years.
The predominant race was White-White/Caucasian/European heritage. The
demographics of subjects who switched from CAR to CAB + RPV at Week 100
were similar between the DTT and OLI groups.

Table: Summary of Demographic Characteristics (ITT-E Population)

Maintenance +
Extension Extension Phase
Phase (Waek 100 to Wesk 124)
Day 1to Randomized at Maintenance
Week 124)a Baseline to CAR®

Extension Extension
Randomized | Switch to CAB | Swiich to CAB
CAB + RPY + RPV: DTI +RPV: OLI

(N=283) (N=111) (N=121)
Demographic Charactetistic n (%) n (%) n (%)
Age (y)°
Mean 350 381 38.0

SD 1017 1007 9.78




Median A0 360 38.0
Min. 19 21 A
Max. 68 70 69
Age group {y)
<35 143 (51) 49 [44) 43 (36)
3510 <50 107 (38) 46 [41) 61 {50)
=50 33(12) 16 (14) 17 (14)
Seyx at birth
Female 63 (22) 24 (22 27 (22)
Male 220(78) 87 (78) 94 (78)
Race, n {%)
White 216 (76) _T71(69) 94 (78)
Non-White 67 (24) 34 (31) 27 (22)
Amnerican Indian or Alaska Native 3N 3{3) 1 (<1)
Asian-Central/South Asian Heritage 2{<1) 0 0
Asian-East Asian Heritage 1{<1) 0 212
Asian-Japanese Heritage 813 817 1[<1)
Asian-Sputh East Asian Heritage 1(<1) 0 0
Black or African American a7 (17) 23{21) 21{17)
Native Hawaiian or Other Padific 1(=1) 0 0
|slander
White-Ambic/North Afican Heritage 5(2) 2{2) 1(<1]
White-White/Caucasian/European 211 (78) 75(68) Q3 (77)
Heritage
Multiple 4{1) 0 22
Ethnicity, n (36).
Hispanic or Latino 28 (10) 17 (15) 15(12)
Not Hispanic or Latino 255 (90) 94 (85) 106 (88)
BM! (kg/m?)d
Mean 25126 26.66 25.39
8D 445 5.75 4.12
Median . 2410 255 24.8
Min. 17.30 17.8 16.8
Max 44.90 51.5 40.7

B body mass index; Max: maxinrum; Min: minimum; SD: standard deviation.
a. Dab coeded at Maintanance Bazefine {Day 1).
b, Datsctfected at Extension Baseing (Wesk 100) except whem cherwisenoied,
c. Relativeto date of frst dose of CAB + RPY, where birth dak i impulsdas.June 30 in the reported year of -
Hirth.
d.  Based on lastavalable weight cobecipd up b and induding the date of first dose of GAB +RPV {ypically at
Week 96) and height colected at Week -20.




20. Efficacy, PK, and virology results

Efficacy Results:

The complete results of the primary efficacy analysis are reported in the Week 48
CSR and demonstrated that once-monthly CAB + RPV was non-inferior to CAR
in maintaining virologic suppression in HIV-1 infected subjects at Week 48, with
few subjects having plasma HIV-1 RNA >50 ¢/mL at Week 48 per the Snapshot

Algorithm in either group for the ITT-E and PP Populations. The upper bound of
95% CI for the adjusted treatment difference between CAB + RPV and CAR was
less than the pre-defined noninferiority margin of 6%.

Extension Switch Population

The secondary analysis at Week 124 demonstrated that a similar proportion of
subjects in both groups of the Extension Switch Population had HIV-1 RNA
>50 ¢/ml. One subject in the DTI group was discontinued from study drugs for
lack of efficacy at Week 112, This subject had CVF and then was resuppressed
on another therapy during LTFU. One subject in the OLI group was
virologically suppressed throughout the study and then had a transient blip at
Week 124 (HIV-1 RNA =57 c¢/mL).

Table: Summary of Analysis for Proportion of Subjects with Plasma HIV-1 RNA
=50 o/mL at Week 124, Snapshot Analysis (Extension Switch Population)

Extenslon Switch to CAB + | Extension Switch to CAB
RPV: DTI + RPV: OLI
(N=111) (N=121)
Number {%) and [85% CI] of
subjects with HIV-1 RNA =50 ¢mlL 1(09)[0.2.7] 1(08)[0,24)

Note: Exact (CQlopper- Pearson) 95% confidence intervals {35% Cls) i used 1 the proportion i 0% or 100%.
Othenvise, 85% Cls are derved using the nomal approximation (Waid C).
Note: Lower or Upper Wad Cl values under 05k or over 100%% are setto 0% or 1005 respedtively.

Study outcomes based on HIV-1 RNA threshold of 50 ¢/mL at Week 124




Snapshot analysis were similar for both groups in the Extension Switch

Population,

Table: Summary of Study Qutcomes {Plasma HIV-1 RNA of 50 c/mL cut off) at
Wesak 124, Snapshot Analysis (Extension Switch Population)

Extension Phase

{Week 100 to Week 124)
Randomized to CAR
BExtension Switch fo Extension Switch to
CAB + RPY: DTI CAE +RPV: OLI
{N=111) {N=121)

Qutcome n (%) n [%5)
HIV-1 RNA <50 cimL 110{99.1) 113 (93.4)
HIV-1 RNA 250 ofmb 1{0.9) 1(0.8)

Data in window not below threshold 0 1(0.8)2

Disconfinuad for lack of efficacy 1 [0.9) 0

Discontirued for other reason while not below 0 0
threshold

Change in background therapy 0 0
No virclogic data Q 10.8)
Diseontinued study due to AE ] 2[1.7¢
Discontinued study for other reasons 0 541
On study but missing data in window 0 0

a. T Subjact had HIV-1 BNA = 57 o/ml at Week 124,
1 Subject CVF atWeek 112.

b

¢ 2subjects discontinued due to AEs of injection site pain and weight gain.

d. 5 subjects diseontinued due to other reasons, which included burden of travel, prohibited medication use, subject
reloeated, burden of procedures! intolerability of injections, and pregnancy.

Subjects who switched to monthly CAB + RPV from CAR in the Extension
Phase (both DTI and OLI groups) had similar outcomes with respect to the
proportion of subjects with plasma HIV-1 RNA <50 ¢/mL (as per the Snapshot




algorithm) at Week 124.

Table: Summary of Analysis for Proportion of Subjects with Plasma HIV-1 RNA
<50 e/mL at Week 124 - Snapshot Analysis (Extension Switch Population)

Treatment N Number of HIV-1 RNA 95% Cl for Proportion
<80 ¢/mbLs
(%)
b1l 111 110 (>99) 97,100
ou 12 113 (93) 89, 98

Nate: Exazt {Coppar- Pearson) 95% confidence inteqvals {95% Cls) s esed if the pro porfion is 0% or 100%.
Otierwise, 95% Clsare derfred using the roma! approximation (Wad GI).
Mote: Lower or Upper Wald Cl vabues under 0% or over 100% are set to 0% or 1005 respectvely,

The proportion of subjects with CVF during Extension Phase was low. At Week
124, 1 subject (0.4%) in the Extension Switch Population had confirmed plasma
HIV-1 RNA 2200 ¢/mL. This subject was in the DTI group and was the only
CVF reported in the Extension Switch Population since the Week 96 analysis.
This subject was discontinued from the study due to lack of efficacy. 110
(>99%; 95% CI: 97, 100) subjects in the DTI group and 114 (94%; 95% CI: 90,
98) subjects in the OLI group had plasma HIV-1 RNA <200 ¢/mL. Additionally,
7 subjects in the OLI group (and none of the subjects in the DTI group) had no
virologic data due to discontinuing from the study for AEs (injection site pain;
weight gain) or other reasons (burden of travel, prohibited medication use,
subject relocated, burden of procedures/ intolerability of injections, and

pregnancy).

Mean and median CD4-+ cell count increased from Extension Baseline (Week
100) over time in both the DTI and OLI groups. At Week 124, median
[interquartile range (IQR)] increases from Week 100 to Week 124 in CD4-+ cell
counts of 11 (-109, 126) cells/mm3 in the DTI group and 10 (-75, 122)

cells/mm3 in the OLI group were observed. CD8+ cell counts were collected




only for the OLI group in the Extension Switch Population; the median (IQR)
change from Extension Baseline in CD8+ counts at Week 104 was -15.5 (-118,
66) cells/mm?>.

There were no deaths associated with HIV-1 progression in this study. In the
Extension Switch Population, rates of disease progression to Centers for Disease
Control (CDC) Stage 3 were low in both DTI (n=3) and OLI (n=1) groups.
During the Extension Phase, 2 (2%) subjects in the DTI group progressed from
Stage 1 to Stage 3, and | subject in the DTI group and [ subject in the OLI group
had disease progression from Stage 2 to Stage 3. During the Extension Phase,
new HIV-1 associated conditions were only observed in the DTI group (herpes ‘
simplex, n=1).

Efficacy Results: Randomized CAB + RPV Group ‘

The Week 124 analysis demonstrated that monthly CAB + RPV continued to
maintain virologic suppression, with 14 (4.9%; 95% CI: 2.4, 7.5) subjects (5
additional since the Week 96 analysis) having plasma HIV-1 RNA 250 c/mL at
Week 124 per the Snapshot Algorithm in the randomized CAB + RPV group.
The proportion of subjects with plasma HIV-1 RNA =50 ¢/mL in the randomized
CAB + RPYV group remained stable throughout the Maintenance + Extension
Phases.




Figure: Praportion {35% Cl) of Subjects {Randomized CAB + RPV) with HIV-1 RNA
=580 e/mL by Visit Snapshot Analysis (Malntenance and Extension Phase)
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Nota: MBL = Maintenance BL (Day 1)
Note: Exact {Clopper-Pearson) 85% confdence intevals {95% Cls)was used if the propartion was 0% or 180%.
Otherwize, 95% Cls viere demwd using fhe mormal approdmstion (Weld Cl).

The majority of subjects (n=227 [80.2%]) remained suppressed with HIV-1 RNA
<50 ¢/mL at Week 124 Snapshot analysis. 42 (14.8%) subjects in the ITT-E
analysis population had no virologic data at Week 124; 41/42 subjects
discontinued from the study and 1 subject on the study had missing data from the
visit window,

At Week 124, 1 new CVF had been reported since the Week 96 analysis. At
Week 124, 232 (82% [95% CI: 78, 86]) subjects had HIV-1 RNA <200 ¢/mL.

Plasma HIV-1 RNA >200 ¢/mL was an exploratory endpoint. The proportion of
subjects with plasma HIV-1 RNA 2200 ¢/mL by visit during the Maintenance --
Extension Phase was low in the randomized CAB + RPV group at Week 124
(n=6 [2.1%]). These 6 subjects were discontinued from the study due to lack of




efficacy. For this analysis, 45/232 subjects in the randomized CAB + RPV
group had no virologic data due to discontinuing from the study for AEs or other
reasons (n=44) and having missing data for the study visit window (n=1).

Mean and median CD4+ cell count increased from Maintenance Baseline (Day
1) over time. At Week 124, median (IQR) increase in CD4+ cell counts from
Day 1 was 103 (-49, 235) cells/mm3.

During the Maintenance + Extension Phase, a total of 5 subjects in the
randomized CAB + RPV group progressed from Stage 1 to Stage 3 and 7
subjects progressed from Stage 2 to Stage 3; 2 new subjects since Week 96
progressed to Stage 3. During the Extension Phase, 1 new HIV-1 associated
condition was reported in the randomized CAB + RPV group (herpes simplex,
n=1).

Pharmacokinetic Analyses

Primary Analysis: The primary PK objective at Week 124 was to evaluate the
CAB and RPV pharmacokinetics when switching from ABC/DTG/3TC to CAB
+ RPV LA Q4W IM in the Extension Phase in the setting of the DTI and OLI

group.

In the DTI group, 1 week following the initiation injection (Week 101),
geometric mean (5™, 95" percentile) CAB concentrations were 1.89 pug/mL
(0.438, 5.69), slightly lower but overlapping the 1-week post initiation injection
(Week 5) concentrations observed in subjects receiving OLI in the randomized
Q4W IM group [2.52 pg/mL (0.71, 7.52)] during Maintenance Phase, which is
consistent with a residual, not clinically meaningful, contribution from OLI
dosing observed in the randomized Q4W group. Geometric mean (5%, 95t
percentile) CAB concentrations [1.43 pg/mL (0.403, 3.90)] 4 weeks following
the initiation injection (Week 104a) were similar to 4-week concentrations




(Week 8) observed in the randomized Q4W group [1.56 pg/mL (0.55, 3.61)]
during Maintenance Phase, reflecting complete washout of OLI dosing by that
time point. CAB concentrations in the Extension Switch OLI group, pre- and
post- the initial injection (Week 104b) were similar to those observed in the
randomized CAB + RPV group during Maintenance Phase, pre- and post- initial
injection (Week 4b) following OLL

Geometric mean (5%, 95% percentile) RPV concentrations 1 week following the
initiation injection in the DTI group (Week 101) were 68 ng/mL (27.5, 220),
similar as compared with those receiving OLI in the randomized Q4W IM group
{76.5 ng/mL (30, 175)] 1 week post injection (Week 5) during Maintenance
Phase. Geometric mean (5™, 95% percentile) RPV concentrations [48.9 ng/mL
(17.7, 138)] 4 weeks following the initiation injection (Week 104a) were similar
to the 4-week concentrations (Week 8) observed in the randomized Q4W group
[41.2 ng/mL (17.9, 92.7) during Maintenance Phase. RPV concentrations in the
Extension Switch OLI group, pre- and post- the initial injection (Week 104b)
were similar to those observed in the randomized CAB + RPV group, pre- and
post- initial injection (Week 4b) following OLI during Maintenance Phase.

One of 111 (0.9%) subjects in the Extension Switch DTI group met the criteria
for confirmed virologic failure (CVF) at Week 112. Concentrations in the CVF
subject were below the 5" percentile for both CAB and RPV when compared to
the overall plasma concentrations for the DTI group. 1 of 121 (0.8%) subjects in
the Extension Switch OLI group had plasma HIV-1 RNA >50 ¢/mL at Week 124
but this was not a CVF.

Virology

CVT through Week 124 was low in the study with 5 (1.8%) subjects meeting
CVF in the randomized CAB + RPV group and 5 (1.8%) subjects in the
randomized CAR group. During the Extension Phase, there was a CVF in the




CAB + RPV group at Week 108. The subject’s baseline RT had no non-
nucleoside reverse transcriptase inhibitor (NNRTI) mutations with full
susceptibility to all NNRTIs. Baseline IN had L741 with susceptibility to CAB,
DTG, RAL, and elvitegravir (EVG). At Week 108, the subject had NNRTI
resistance mutations V106V/A, V108V/I, E138G, and M230L and integrase
strand transfer inhibitor (INSTI) resistance mutations N155H and R263K. The
subject was from Russia and had Subtype A1l.

There was 1 additional subject in the CAR arm that switched to CAB + RPV at
Week 100 (DTI group), receiving injections at Weeks 100, 100a, 108, and 112.
The Week 112 visit met SVF which was subsequently confirmed. There were no
INSTI resistance mutations detected at Week 112 (PGST could not be
generated).

21. Safety results

Safety Results: Extension Switch Population

| Adverse Events

Table: Overall Summary of Adverse Events — Extension Phase
through 124 Weeks (Extension Switch Population)

Extension Extension
Switch to Switch to
CAB + RPV: DTl | CAB + RPV: OLI
(N=111) (N=121)
n (%) n (%)
Any AE 102 (92) 100 (83)
Any AE, excluding ISRs 88 (79) 85 (70)
ISR AE 87 (78) 76 (64)
Any Grade 3 to 4 AEs 5 (5) 9({7)
Grade 3 to 4 AEs, excluding ISRs 4 (4) 54




AEs leading fo withdrawal 1 (<1) 2(2)

Drug-related AEs 86 (77) 79 (65)
Drug-related AE, excluding ISRs 22 (20) 23 (19}
Drug-related Grade 3 to 4 AE 2(2) 4 (3)
Drug related Grade 3 to 4 AE, excluding 1(<1) 0

ISR

Any SAE 4 4) 5(4)
Drug-related SAEs® 1 (<1) 0
Fatal SAEs 0 0
Drug-related fatal SAEs 0 0

a. Drug-related SAE in the DT! group was Hodgkin's disease mixed cellularity stage unspecified.
Note: Only on-treatment events are considered.

The percentage of subjects reporting any AE was higher in the DTI group (92%)
compared with the OLI group (83%). This was at least in part attributable to the
frequency of ISRs being higher in the DTI group. The frequency of individual
common AEs (>5%) was higher in the DTI group for injection site pain (76% vs
60%), injection site induration (13% vs 7%), nasopharyngitis (18% vs 11%), and
pyrexia (8% vs 3%). Diarrhoea was more frequently reported in the OLI group
(8% vs 2%). All other common AEs were reported with similar frequency across
the Extension Switch Population.

Most of the drug-related AEs reported were ISRs. The most frequently reported
non-ISR drug-related AE in the DTI group was pyrexia (n=6 [5%] vs n=2 [2%)]
in the OLI group), followed by dizziness (n=3 [2%] vs n=2 [2%] in the OLI
eroup). The most frequently reported non-ISR drug-related AEs in the OLI
group were asthenia (n=3 [2%] vs n=2 [2%)] in the DTI group) and insomnia
(n=3 [2%] vs n=0 in the DTI group). All other non-ISR drug-related AEs were
reported by <2 subjects in either group. All non-ISR drug-related AEs were
Grade 1 or 2, with the exception of 1 Grade 4 AE of Hodgkin’s disease mixed
cellularity reported inthe DTI group. This Grade 4 AE was the only drug-related




SAE reported in the Extension Switch Population.

‘The majority of AEs during the Extension Phase were Grade 1 or 2. No Grade 5
AEs were reported during the Extension Phase. In the DTI group, 2 subjects had
non-ISR Grade 3 AEs and 2 subjects had non-ISR Grade 4 AEs. In the OLI
group, 5 subjects had non-ISR Grade 3 AEs and no Grade 4 AEs were reported.

The only discontinuation due to AE in the DTI group was for an SAE of
Hodgkin’s disease mixed cellularity. In the OLI group, 1 subject had an AE of
injection site pain and 1 subject had an AE of weight increase, both of which led
to discontinuation of study drug. All 3 AEs leading to withdrawal were assessed
to be related to study drug.

No deaths were reported in the Extension Switch Population through Week 124.
[Non-fatal SAEs were reported for 4 subjects in the DTI group and for 5 subjects
in the OLI group. No single SAE occurred in more than 1 subject. The only
drug-related SAE was Hodgkin’s disease.

Overall, injections with CAB + RPV were well tolerated. Injection site pain was
the most frequently reported ISR. ISRs were reported frequently and most
commonly comprised of mild (Grade 1 or 2), short-lived, and self-resolving pain
events. There were no Grade 4 or 5 ISRs, and no ISRs were SAEs. One (<1%)
subject in the OLI group had ISR AEs that resulted in withdrawal from study
drug. 3 subjects withdrew consent for the study with intolerability of injections
given as the reason, although these were not identified as AEs. Few ISRs lasted
more than 14 days (median duration 3 days). ISRs related to individual
injections of either CAB or RPV followed the same trends as observed for CAB
H+ RPV overall.

Hepatotoxicity was categorized as an AE of special interest for the current study.
There were no liver findings that raised a concern for the CAB + RPV regimen




and there were no cases considered to represent drug induced liver injury (DILI).
In the Extension Switch Population, no subjects met protocol-define liver
stopping criteria. One subject in the DTI group had an AE of hepatic steatosis.
This was a Grade 1 nonserious AE, not related to study drug, and did not lead to
any change in study drug.

Clinical Laboratory Evaluations

[No clinically relevant differences were observed in clinical laboratory
abnormalities, for either chemistry or hematology between the DTI and OLI
groups. No clinically significant differences were observed for graded
abnormalities for any of the following parameters: alanine aminotransferase
(ALT), aspartate aminotransferase (AST), bilirubin, or lipase.

[There were no reported events of rhabdomyolysis associated with any of the
transient Grade 1 to 4 elevations of creatine phosphokinase (CPK).

Fasting lipid National Cholesterol Education Program (NCEP) categories were
recorded for the OLI group only (Week 104b). No clinically relevant patterns of
change in NCEP fasting lipids from Extension Baseline to maximum post
Baseline category were observed.

Suicidal Ideation or Behavior

There were no additional eC-SSRS assessments after Week 96. No AEs of
suicidal ideation or behavior were reported for the Extension Switch Population.

Pregnancy

One subject in the Extension Switch Population (OLI group) became pregnant
during the OLI period of the Extension Phase of the study. The subject was
discontinued from the study due to positive pregnancy test and started a new
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non-DTG-containing regimen. Reports from the site indicated that the subject
delivered a healthy baby at an estimated gestation of at least 8 months.

Safety Results: Extension Phase OLI

A total of 30 (25%) subjects in the Extension Switch OLI group were reported as
having AEs during the OLI period. The most frequently reported AEs

(>1% subjects) were diarrhea (3 subjects [2%]) and insomnia (3 subjects [2%]).
Most AEs were Grade | or 2. Two (2%) subjects had AEs assessed as Grade 3
(wound infection staphylococcal, urinary retention). There were no Grade 4 or
Grade 5 AEs. No SAEs were reported in the OLI group during the OLI period.
No subjects withdrew from the study or discontinued study drugs during the OLI
period of the Extension Phase.

Safety Results: Randomized CAB + RPV Group

Treatment Compliance

During Maintenance + Extension Phase, 15 subjects in the randomized CAB +
RPV group used oral therapy to cover missed or delayed injection visits (4 to 61
days duration).

Adverse Evenis

Table: Overall Summary of Adverse Events — Maintenance +
Extension Phase through 124 Weeks (Randomized CAB +
RPV Group))

Maintenance + Extension Phase
(Day 1 to Week 124)
Randomized
CAB + RPV




(N=283)
n {%)
Any AE 276 (98)
Any AE, excluding ISRs 271 (96)
ISR AE 247 (89)
Any Grade 3 to 4 AEs 49 (17)
Grade 3 to 4 AEs, excluding ISRs 38 (13)
AEs leading to withdrawal 15 (5)
Drug-related AEs 248 (88)
Drug-related AE, excluding ISRs 102 (36)
Drug-related Grade 3 fo 4 AE 17 (6)
Drug related Grade 3 to 4 AE, excluding 5 (2}
ISR
Any SAE 33 (12)
Drug-related SAEs? 1 (<1)
Fatal SAEs 0
Drug-related fatal SAEs 0

Mote: Only on-treatment events were considered.

ISR AE was nasopharyngitis (35%).

a. Drug-related SAE was right knee monoarthritis.

The most common AE was injection site pain (84%). The most common non-

Most of the drug-related AEs reported were ISRs. The most frequently reported
non-ISR drug-related AEs were pyrexia (18 [6%)] subjects), headache (15 [5%)]
subjects), and fatigue (10 [4%] subjects). All other non-ISR drug-related AEs
had a frequency of <3%. The majority of non-ISR drug-related AEs were Grade
1 or 2. No Grade 5 AEs were reported during Maintenance + Extension Phase.

INo deaths were reported in the Extension Phase through Week 124. Nonfatal




SAEs were reported for 9 subjects since the Week 96 analysis. These SAEs were
not related to study drug.

Overall, injections with CAB + RPV were well tolerated. Injection site pain was
the most frequently reported ISR. ISRs were reported frequently and most
commonly comprised of mild (Grade 1 or 2), short-lived and self-resolving pain
events. There were no Grade 4 or 5 ISRs, and no ISRs were SAEs. No new
Grade 3 ISRs were reported during the Extension Phase. 4 subjects withdrew
consent for the study with intolerability of injections given as the reason
although these were not identified as AEs. Few (5%) ISRs lasted more than 14
days (median duration 3 days). [SRs related to individual injections of either
CAB or RPV followed the same trends as observed for CAB + RPV overall.

Hepatotoxicity was categorized as an AE of special interest for the current study.
There were no liver findings that raised a concern for the CAB + RPV regimen
and there were no cases considered to represent DILI. Since the Week 96
analysis, | new AE of hepatotoxicity (hepatic steatosis) was reported; this AE
was nonserious and did not lead to withdrawal from study drug. Additionally, 1
subject met liver stopping criteria with ALT increased (subject also had AE of
syphilis); transaminases improved and the subject was allowed to restart CAB +
RPV LA dosing.

Clinical Laboratory Evaluations

No clinically relevant differences were observed in clinical laboratory
abnormalities, for either chemistry or hematology between the DTI and OLI
groups. No clinically significant differences were observed for graded
abnormalities for any of the following parameters: alanine aminotransferase
(ALT), AST, bilirubin, or lipase.

Most of the clinical chemistry abnormalities were Grade 1 or Grade 2. Grade 3




abnormalities occurred in 10 (4%) (DTI, n=7; OLI, n=3) subjects and Grade 4
abnormalities occurred in 8 (3%) (DTI, n=6; OLI, n=2) subjects in the Extension
Switch Population.

There were no reported events of rhabdomyolysis associated with any of the
transient Grade 1 to 4 elevations of CPK.

Fasting lipid NCEP categories were recorded for the OLI group only (Week
104b). No clinically relevant patterns of change in NCEP fasting lipids from
Extension Baseline to maximum post Baseline category were observed.

Suicidal Ideation or Behavior

There were no eC-SSRS assessments afier Week 96. No new AEs of suicidal
ideation or behavior were reported for the randomized CAB + RPV group since
the Week 96 CSR.

Pregnancy

INo new pregnancies were reported in the randomized CAB + RPV group since
the Week 96 analysis.

Safety Results: Long-Term Follow Up

Fxtension Switch Population

At the Week 124 analysis, 4 subjects in the DTI group and 5 subjects in the OLI
group were ongoing in the Long-Term Follow-Up Phase; no subjects in the
Extension Switch Population had yet completed the LTFU Phase. During the
LTFU Phase, 2/ 4 subjects in the DTI group and 3/ 5 subjects in the OLI group
had AEs reported. AEs reported in the DTI group included Grade 2 food
poisoning and Grade 4 Hodgkin’s disease mixed cellularity (SAE). AEs reported




in the OLI group included Grade 3 celiulitis (cellulitis left lower leg; SAE),
Grade 3 herpes simplex (SAE), Grade 2 injection site abscess, Grade 2 syphilis,
Grade 1 wound infection, Grade 2 foot fracture, and Grade 3 creatinine renal
clearance decreased. The only AE that was assessed as related to study drugs
was Hodgkin's disease mixed cellularity; the Sponsor considered the SAE to not
be related to study drugs. None of the other AEs were considered related to prior
exposure to CAB + RPV. No subjects had withdrawn from the study during
LTFU at the time of data cut-off for this report.

Randomized CAB + RPV Group

At the Week 124 analysis, 16 subjects in the randomized CAB + RPV group
were ongoing in the LTFU Phase and 22 subjects had completed the LTFU
[Phase. During the LTFU Phase, 24 subjects in the randomized CAB + RPV
group had AEs (Grades 1 through 4, no Grade 5 events). The Grade 3 AEs were
overdose (paracetamol), subdural hematoma, injection site pain, and epilepsy.
The only Grade 4 AE was Hepatitis A. Four subjects had SAEs: hepatitis A
(n=2); subdural hematoma (n=1); epilepsy (n=1); and abortion missed (n=1),
which were detailed in case narratives in the Week 96 CSR. The AE of overdose
occurred during Extension Phase and was assessed as related to study drug.
[None of the other AEs were considered related to prior exposure to CAB + RPV.
[No subjects withdrew from the study during LTFU.

22. Conclusion (summary)

Efficacy Coneclusions

The complete results of the primary efficacy analysis are reported in the Week 48
CSR and demonstrated that once-monthly CAB + RPV was non-inferior to CAR
in maintaining virologic suppression in HIV-1 infected subjects at Week 48, with
few subjects having plasma HIV-1 RNA 250 c¢/mL at Week 48 per the Snapshot

Algorithm in either group for the ITT-E and PP Populations. The upper bound of
95% CI for the adjusted treatment difference between CAB + RPV and CAR was




less than the pre-defined noninferiority margin of 6%.

Extension Switch Population Conclusions

Initiating CAB LA + RPV LA with DTI or OLI was similarly highly
effective in the maintenance of virologic suppression.

At Week 124 in the Extension Switch Population, rates of virologic
suppression (HIV-1 RNA <50 ¢/mL) were high in both DTI (110/111
[99.1%] subjects) and OLI groups (113/121 [93.4%] subjects).

At Week 124, the proportion of individuals with HIV-1 RNA =50 ¢/mL
was similar, and low, in each group (1/111 [0.9%] subject in the DTI
group and 1/121 [0.8%] subject in the OLI group).

The proportion of subjects with CVF (confirmed plasma HIV-1 RNA
2200 ¢/mL) in the Extension Switch Population was low, with only 1

(0.4%) subject in the DTI group (and none in the OLI group) who had
confirmed plasma HIV-1 RNA >200 ¢/mL.

Randomized CAB + RPV Group Conclusions

For the randomized CAB + RPV group, the Week 124 analysis
demonstrated that monthly CAB + RPV continued to maintain virologic
suppression, with 14 (4.9%; 95% CI: 2.4, 7.5) subjects (6 additional since
the Week 96 analysis) having plasma HIV-1 RNA =50 ¢/mL at the Week
124 per the Snapshot Algorithm.

The majority of subjects (n=227 [80.2%]) in the randomized CAB + RPV
group remained suppressed with HIV-1 RNA <50 ¢/mL at the Week 124
Snapshot analysis.

The proportion of subjects with CVF in the randomized CAB + RPV




group during Maintenance + Extension Phase was low (n=5 [1.8%]).

Safety Conclusions

Extension Switch Population Conclusions _

Initiating the CAB LA + RPV LA regimen with DTI in Study 201584
(Week 124 analysis) does not indicate any specific safety concerns
related to omitting the OLI period. One subject in each group had AEs
leading to withdrawal from the study.

Overall, safety and tolerability were favorable in both the DTT and OLI
groups and consistent with what has been seen in previous studies. No
new AEs of clinical concern were observed.

For the AEs of special interest, there were no clinically significant
differences between DTI and OLI groups related to effect of study
treatment on QT prolongation, hypersensitivity reactions,
neuropsychiatric events, seizures, rhabdomyolysis, pancreatitis and
impact on creatinine.

A greater incidence of sleep disorder AEs, including drug-related sleep
disorder AEs, was observed in the OLI group vs. the DTI group.

No clinically relevant differences were observed in clinical laboratory
abnormalities, for either chemistry or hematology, between the Extension
Switch groups. No clinically significant differences were observed for
graded abnormalities for any of the following parameters: ALT, AST,
bilirubin, or lipase.

No AEs, drug-related AEs, or SAEs led to discontinuation during the OLI
period prior to LA administration.

No patterns of clinical concern for SAEs were noted as individual SAEs




occurred across diverse SOCs and PTs for both analysis groups. No
SAEs occurred in more than one subject.

Overall, injections with CAB + RPV were well tolerated in the Extension
Switch Population. ISRs were common, generally mild to moderate
intensity, and of short duration. Injection site pain was the most
frequently reported ISR, however ISRs resulted in few withdrawals
(<1%).

In the Extension Switch Population, no subject in either OLI or DTI
group met protocol-define liver stopping criteria and no cases of DILI
were identified. One subject in each Extension Switch group had ALT
>3xULN.

There were no confirmed drug hypersensitivity reactions to CAB + RPV
in the Extension Switch Population. One subject in the DTI group had
Grade 2 AEs including eye and lip swelling. These were not related to
study drug and did not lead to any change in study drug administration.

Rash was rarely reported (4 [4%] subjects in the DTI group and 2 [2%]
subjects in the OLI group). All rash AEs were Grade 1 or Grade 2,
nonserious, and did not lead to any change in study drug. One AE of rash
pruritic (Grade 1), reported during the OLI period in the OLI group, was
considered related to study drugs.

One (<1%) subject in the OLI group had a Grade 1 AE of progressive
weight gain (8 kg), which was reported at Week 112, that was assessed as
related to study drugs and led to withdrawal from the study.

Randomized Q4W CAB + RPV

Overall, the long-term safety and tolerability of CAB LA + RPV LA
remained favorable throughout the Extension Phase following at least 124
weeks of exposure.




* No new safety trends or signals for AEs or SAEs were identified in the
Extension Phase.

o No clinically significant trends in mean/median changes from
Maintenance Baseline (Day 1) to Week 124 across clinical chemistry
laboratory parameters were observed in the randomized CAB + RPV

group.
PK Conclusions

s CAB and RPV plasma concentrations in the Extension Switch OLI and
DTI groups were comparable to the randomized CAB + RPV group at
similar pre- and post-~initiation injection time points.

* Geometric mean (5th, 95th percentile) CAB trough concentrations 4
weeks following initiation injections of CAB + RPV were similar with or
without OLI (1.56 pg/mL [0.551, 3.61] with OLI, 1.43 ng/mL [0.403,
3.901 without OLI).

e Geometric mean (5th, 95th percentile) RPV trough concentrations 4
weeks following initiation injections of CAB + RPV were similar with or
without OLI (41.2 ng/mL [17.9, 92.7] with OLI, 48.9 ng/mL [17.7, 138]
without OLI).

o CAB and RPV concentrations in Japanese subjects who opted for DTI
treatment (n=8) were similar to those in the overall DTI group in the
Extension Switch Population.

o CAB and RPV concentrations for subjects who were Hepatitis C antibody
positive at Baseline were similar to those for subjects who were not
Hepatitis C antibody positive, and none of these subjects met CVF
criteria at Week 124.

o At the 12-month LTFU visit, following discontinuation of CAB LA -+




RPV LA injections, CAB was detectable in 8/15 (53%) subjects and RPV
was detectable in 15/15 (100%) subjects (not receiving oral RPV).

High 2-hour CAB and RPV concentrations due to suspected dosing errors
(occurred in randomized CAB + RPV group only) were infrequent,
random, and did not result in virologic failure or AEs.

Virology Conclusions

CVF through Week 124 was rare in this study (<2%), occurring in 5
subjects in the randomized CAB + RPV group and 5 subjects in the
randomized CAR group.

Four CVFs in the randomized CAB + RPV group occurred during the
Maintenance Phase; 3 of the 4 subjects had treatment emergent RPV and
INSTI resistance mutations. The fourth subject never received an
injection and did not have resistance mutations. A fifth CVF, which
occurred during Extension Phase, had treatment emergent resistance
mutations.

The 4 CVFs on CAR during Maintenance Phase had no resistance
mutations. There was an additional subject with CVF during the
Extension Phase who was in the CAR arm and switched to CAB + RPV
at Week 100 (DTI), receiving injections at Weeks 100, 100a, 108, and
112. The Week 112 visit met SVF, which was confirmed. There were no
INSTI or NNRTI resistance mutations detected at Week 112.
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3BiT npo KniHiuHe BUNpoGyBanns - 32
Bunpobyeanus ID-201584

1. Hasea nixapcekoro 3acofy (3a HasBHOCTI - HOMep
peecTpalifHOro MOCBI TUEHHS)

ATTPETHO /I, TabneTku, BKPUTI IUTIBKOBOIO 000NOHKO), 110 30 MI

2. 3asBHUK

BiiB Xenckep HOK Jlimiten

3. BupobHuk

BHpOGHHITBO Hepo3racOBaHOre MPOAYKTY, KOHTPOJIb SIKOCTi FOTOBOTO
OPORYKTY :

[maxco Onepeitne KOK JliMiTen, uio Beae gisnsHicts sik Inakco Bennkom
Onepeitinc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
[Tpaiiopt CpiT, Bea, SG12 0DJ / Priory Street, Ware, SG12 0D]

Benuka bpuranis

[lepsdHHE Ta BTOPHHHKE NAKYBAHHS, KOHTPOJIb SKOCTi FOTOBOTO NPOAYKTY,
BHOYCK cepii

Abenina ne Excrpemanypa 3, Ion. Ing. Annengenyepo, 09400 Apauga ne yepo,
Gyproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero,
Burgos

[cnauia

4. IlpoeeaeHi nochimKeHH:

v Tak Hi, AKLWO Hi, 0BIpyHTYiTE

1) Tvn nikapcbKoro 3acofy, 3a AKMM nposoauiaca abo
MNIAHYETRCS PEECTpalli

Jlikapcobkuit 3aci6 32 NOBHUM R0ChE (ABTOHOMHE JOCHE), IHLUMH Jikapehkuii 3aci6,
HOBA JiF0Ya peHOBHHA.

5. [ToBHa HazBa KNiHIYHOTO BUMPOOYBaHHS, KOJOBAHHI
HOMep KNiHIHHOro BUNpoOyBaHHs

PanjomizoBane, GaraToueHTpoBe, B NapanenbHuX Ipynax, Biikpute aochimxenns 111
dazu aas oLiHKYH eexTUBHOCTI, Ge3nexy Ta NepeHOCHMOCTI BHY TPILUHLOM 930800
kaOoTerpasipy TpuBanol Aii Ta pUANIBipHHY ANA NiATPHMAEHHA BipyconoriuHot
cynpecii micas nepexoy 3 pexcumMy npuitomy onuiel Tabnerxku inriGiTopy iHTerpasu y
BIJI-1-iHdikoBanuX NOPOCIMX YHACHHKIB, SIKI OTPUMYIOTh AHTHPETPOBIPYCHY
Tepartiro, Wo € HaiBHUMHU: Pesynstati 124 Tikng - [Tonpaska 01, nocnimkeHHs
201584 Tuxacnens 124

6. Daza KNiHI{YHOTO BUIIPOGYBAHHSA

Daza 3

7. [lepioa xniHIYHOTO BUMIPOOYBaHHS

814 [27 xxoBTHA 2016 p.] — [21 moToro 2020 p.]

8. KpaiHu, B IKMX NPOBOAKAOCH KAiHIYHE BUIIPOOYBaHHS

Kanana, ®@panuis, Himeyuutra, Itanisa, Anouia, Higepnauau, Pocia, ITisaenna




3BiT npo KAiHiYHe NocAiKeHRAs - 32
Jocaipwenns ID-201584

1. Haspa nikapcekoro 3acoy (3a HasBHOCTI - HOMep
peecTpalifHOro MOCBIAYEHHA)

ATTPETIO]], TabaeTky, BKPHTI NIiBKOBOIO 060J0HKO0, 110 30 Mr

2. 3a1BHHK

BiiB Xenckep FOK Jlimiren

3. Bupofbuuk

BupoGHHIITBO Hepo3(acoBAHOro NPOIYKTY, KOHTPOIL TKOCTI TOTOBOTO
NpORYKTY

[nakco Onepeitnc JOK Jlimiten, wo sefe ismsHicTs Ak [iaxco Benmnkom
Onepeiturnc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Mpaitopi Ctpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka bpuranis

IepBHHHE TA BTOPHHHE NRKYBARHS, KOHTPOJIL IKOCTI FOTOBOTO NPORAYKTY,
BHIIYCK cepil

Aperina ne Excrpemanypa 3, Ilon. Ina. Annenaenyepo, 09400 Apaunpa ne Jlyepo,
Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero,
Burgos

[crianis

4. [TposeaeHi JOCTiHKEHHA:

v’ TaK Hi, 9K1O Hi, 0GrpyHTYliTE

1) Tun mikapcbKoro 3aco6y, 3a AKUM npoBojuiaca abo
JIAHYETHCS PeECTpaLlis

Tixapebkuif 3aci6 32 MOBHUM JOCHE (ABTOHOMHE IOCKE), iHUIUH JHKAPCLKHH 3acio,
HOBA Nil0Ya PEUOBHHA.

5. [ToBHa Ha3Ba KJIIHIMHOTO BUNpoOYBaHH, KOJOBaHHHA
HOMEp KJiHIYHOTO BUIIPODYBaHHS

PanoMizoBaHe, GaraTOLEHTPOBE, B NapanensHux rpynax, Bigkpate gocnimkeHs 11
thazu A oliHKK eQIeKTHBHOCTI, Gesrexy Ta NepeHOCHMOCTI BHY TPILIHBEOM S30B0T0
KaGoTerpaBipy TPUBANOT Aii TA PUIIMIBIPHHY JUIst I ATPUMAHHS BipyCOJNOTT4HOT
cymnpecii mic/a nepexony 3 pexuMy IpuioMy ofHiel Tabnetkn inribitopy inTerpasy y
BIJI-1-indixoBaHux JOPOCIHX YYACHHKIB, SIKi OTPHUMYIOTb aHTHPETPOBIPYCHY
repartilo, 1o € HaiBuuMH: Pesynbratin 124 Tinkns - [Tonpaska 01, RoCIiDKEHHS
201584 Tuxnens 124

6. ®aza kiiHiyHoro BUNpoOYBaHHSA

Daza 3

7. [lepion KniHiYHOTO BUNPOOYBaHHA

Biz [27 soBTHa 2016 p.] — [21 moToro 2020 p.]

8. Kpainy, B AKMX OPOBOAMIOCA KIIHIUHE BUTPOOYBaHHA

Kanana, ®pauuis, Himequnna, Itanis, Anouis, Higepraumn, Pocis, [Tisgexsa




Adbpuka, [cnanis, Beauka bputanisa ta CILA

9. KinbkicTh AocaiJUKyBaHUX

hannanoBaHo: 629
(haxTuuHa KiNbKiCTh CyB'eKTiB JOCTiKEHHS: 566

10. MeTa Ta BTOpHHHI Uil KniHiuHOro BUNpoGyBaHHs

OcHoeHa

s [IpoNEMOHCTDYBATH HellepeBepILEHY IPOTHBIPYCHY aKTHBHICTb IIpH nepexoni
Ha BHYTpilIHROM'A30B¢ BBENeHHA kaGoTerpasipy ( CAB) + punnisipuny ( RPV)
KOKHI 4 TikHI (IOMICAIIT) NOPIBHAHO 3 MPOJOBKEHHM GesrnepepBHOI/MOTOYHOT
autnpeTposipycHol Tepanii ( CAR) npotsaroM 48 TixHIB y HAIBHHX HanieyTis 3
BipycoM imynonedinuty moputu-1 (BUI-1), saxi npuAMatoTs aHTHPETPOBIPYCHY
Tepario.

OcnoBHi BTOpHHHI:

e QuiHuTH IpOTHBIpYCHi Ta iMyHonoOriuHi edekTH, Ge3NeKy Ta IepPeHOCHMICTS,
a TaKOX Pe3HCTEHTHICTB Bipycy a0 kaboterpaipy ( CAB) LA + punnieipuny
( RPV) LA na 124-my THxHi Ta BNPOAOBXK TPHBANOr0 4acy i nauieHTIB Y
pangomizopaniii rpyni CAB + RPV Ta Juist nauienTiB, sAKi NEPEXONATH 3
ABC/DTG/3TC Ha CAB -+ RPV y dasi po3iIMpeHHs, 3 1epopaNbHEM
BBeAeHuAM Ta 6e3 Hporo (OLI).

o Ouinutu papmaxokinetuxy CAB ta RPV 3a sincytnocti OLI ana NALi€HTIB,
axi nepexonats 3 ABC/DTG/3TC va CAB + RPV y (asi NnpoJIoBKEHHA.

11. Tu3aiin kniHiaHOro BUNpo6yBsanns

e Gyno 120-TwxkHese 6aratodaste, paHIoMizoBaHe, BIIKPUTE, 3 BiIKPUTOIO
ETHKETKOIO, aKTHBHHM KOHTpOJIeM, 6araTolleHTPOBE, B NapaleNbHUX Ipyrax,
HenepexpecHe Jochipkenna 3 ¢asy 3a y4acTio JIOPOC/THX MALIEHTIB 3 BIpyCOM
imynonedinuty mogunu (BIJ)-1, axi He OTPHMYBaIH aHTHPETpPOBIpYCHY Tepaniko
(ART).

Bci yuacHukyi npoliuny CkpHHIHroBy a3y 3a 35 AHIB f0 MOYaTKy innyxuiiinoi
5azoBoi Niniil (20-if Tiskaens). Bianosiaui yuacuuxu Gy BKAOYEH] B IOy RUiHHY
thasy nocnimkenss Ta oTpumyeans ABC/DTG/3TC npotarom 20 Tikuis (3 20-ro
ks o 1-3f fenp). CyG'extam 3 nosutHBHuM pesyisraTom HLA-b*5701
npusnauascs yoyterpasip (DTG) 3 HyK/IEO3UIHKEM iHriGiTOpOM 3BOPOTHOI

anckpurrtasu ( NRTI) Ha ocHosi Heabakasipy (ABC), sikuii 06MpaBcs KOXHHM




[nocHITHHKOM.

VyacHuxy, siki Maas PHK BUI-1 <50 kn/Mn nif, yac BisuTy Ha 4-My THKHL, MATH
npaBo Ha yyactsh y asi niaTpuMyBansHol Tepanit. Bignosiaxi yuacHukH Oynn
pannomizosani (1: 1) A1 OTPHMARHS MEPOPAIBHOT MOTOYHOT aHTHPeTpPOBipYCHOT
cxemu (CAR; ABC/DTG/3TC abo anbTepHaTHBHOT HeabakaBipHOT Ga3HCHOT CXEeMH)
a6o nepopaibHoi cxem# CAB 30 mMr+ RPV 25 Mr oiuH pas Ha A€Hb [IPOTAroM
oHaiiMenne 4 TkHiB (nepopansie BeaenHs [OLI]) 3 noxanbmmm
BHYTpimHbOM'a3084M BReAeHRaM CAB + RPV koxHi 4 THOKHI micis I[BOro.
Pannomizaniio crpaTrdikyBanm 3a MOYaTKOBUM piBHEM iHAYKIHT (THxnens -20) PHK
BIJI-1 (<100 000, =100 000 c/mu) i CTaTh OPY HAPOMKEHHI.

Cy6’extn, pannomizosani Ha CAR mifl 4ac ¢asu niATPHMKH, TPOACBKYBAIH CAR
npunaiivui we 100 TiokHiB. Cy6'eKTH, AKi yCmiWHO 3aBEPIIAIM 100-ii TisraeHs (6e3
NOTpHMaHHA BU3HAYEHHX Y OCHIIKEHHI KPUTEPIiB BIAMIHH Ta sIKi 3a/MIIanyca
pipyconoriuso npuryiveHuMu Ha 96-my tikni): PHK BIJI-1 <50 ¢/M7) oTpPHMAIH
moXIMBicTs nepeiiti Ba IM CAB + RPV Ha ¢asi posiuupenns abo 6yTu
BUIIyMeHHMH 3 AochimketHs. Tlepexin Bix CAR no CAB +RPV y pamkax dazu
poswMpeHHs Moxe GyTH 3aBepiuero 3 OLI (rpyna OLI) abo fe3 OLI (rpyna Direct to
Inject [DTI]) nepex moyaTkoM iH’ekuiiinoro JixysauHs. PilleHHs mono OLI byno
NPHIHATO JOCHIZMYBaHMM NG KOKCYJBTAUil 3 Z0CHIZHHKOM i moBHHHO BYTH
HaNEXHUM YUHOM 33[00KYMEHTOBAHO,

Cy6’exram, AKi BUPILIAIK TIepeiiTi Ge3nocepeHbo Ao 1’ €KLl y thazi po3lIHpPEHHs
(rpyna DT1), octanmio nozy CAR Ta neputy in’exuito CAB+RPV (nouarkosi
HABAHTZXYBalbHI 103H) BBOIWY Ha 100-My Tkni. In exuii CAB+RPV pobunu
koxui 4 Tiokui (7 AHIB) NI/ LBOrO MPOTATOM NpUHAHMHI 24 THXHIB.

Ins cy6'exriB, AKki BUpiwIH nepeiits Ha npuiioM CAB + RPV 3 BUKOPHCTaHHAM
OLI (rpyna OLI), cy6'extn nodnHanu nepopaneiuit npuitom CAB + epopanbHui
RPV ouH pas Ha AeHb Ha 100-My THXKHI | NPOAOBKYBaNK HOro MpOTAroM
moHaiiMene 4 THxHiB. TTiA yac Bizury Ha THxAeHb 104a cy6’eKTH OTpHMANH
ocTannio aosy nepopansoro CAB nepopanbioro RPV Ta nouatkosi
HaBaHTaXKyBanbHi 103 in’ekuiit CAB + RPV. In’eknii CAB + RPV pobumu KOXH{ 4




miokai (£7 IHIB) MiCAs UBOTO MPOTAroM NpHHAHME] 20 TixHIB.

Vi cy6’extH, pannoMisosani ia CAB + RPV iz 4ac pasu niATpHMKH,
nponomxysanu IM CAB + RPV npunaliMui we 96 TkHIB. Vei cy6’exrH, gKi
yeminmao mpoituumy 100-# Tiknens mikysaHua CAB LARPV LAy hazi MATPHMKH,
nponosxkysanu maTH foctyn 1o CAB LA RPV LAy tasi po3LIHpEHHH.

By mb-axuii cy6’ekT, KM OTpUMaB MpHHaiimui oxuy aosy IM CAB ra/abo RPV i
npununup cxemy CAB + RPV 3 Gyip-aKoi NPHYHAY, YBIHLIOB A0 52-Tixuesoi QazH
nosrocrpoxosoro cnocrepexetna (LTFU) i cnocTepirases Ak 4acTHHa JOCAIIKEeHHS
npoTaroM poro yac. Cy0’ekTr My 3aNHLIATHCA HA CYTpecHBHiH BHCOKOAKTHBHIH
anTHpeTpoBipycHii Tepanii (BAAPT) npunaiimMui 52 TIOXHI 11C/I9 OCTAaHHBO! IO3H
BHYTpitHbOM a30Boi CAB Ta/abo RPV.

12. OcHoBHi KpuTepil BKIIOUEHHs 'V oMy gociipkeHHi 6pany yuacts iHdikopani BUI-1 (Cxpuninr PHK BUI-1 y |

ntasmi kpoi 21000 ¢/mu), naiBHa APT (<10 anis nonepenusoi Tepanii Oy Ap-sikoro ?
ART micns Beranosiends Aiarnosy BIJI-ingexuii), Bik cy6’exTiB 4onoBi4ol Ta |
bKIHOYOT CTaTi (HeRariTHi, e roayiodi rpyAbMH Ta SKi 32CTOCOBYIOTE aAEKBATHY |
KOHTpaleniLi) =18 pokis.




13. ocnimkyBannii Tikapchkui 3aci6, cnocif sacTocyBaHHs Ta
no3yBaHHA

Hocnimkysanuit
nponykt

dopma BHNYCKY Ta cnocib
3aCTOCYBaHHA

Homepu cepii

ABCIOTG/
3TC

600 mr abaxasipy. 50 mr
ponyTerpaaipy 12 300 Mr
PaMiay,qMHy B TabneTkax ana
nepopansHoro 3acTeCyBaHHA

162397899
162399408
162400125
172404268
172406019
182409293

DTG

Tabnetiv no 50 mr
NepoparkHo

162397898
162400124
172403446
182410126

CAB

Tabnetku no 30 mr
MNepopansHo

162397444
162397446
172401848
182410366

CABLA

200 Mrimn
IM

162397422
162400224
182407569
182409720
172406227
182408221
182412298
192413899
192413900
192413898

RPY

Tabrierkv no 25 mr
FlepopanbHo

162398886
182408803

RPV LA

300 mrfMn
IM

162398043
162399581
172405963
172406706
182411817
172406075
192412787
192414530




14. PedepenTHuil npoAyKT, A03YBaHHs, CMOCIO 3aCTOCYBAHHA
Ta cHIIa Ail

ABC/DTG/3TC a6o DTG ansTepHaTHBHA OcHOBa Oe3 abakasipy, IUB. TAORHINO BHIIE
B yHKTI Nel3.

15. CynyTHE NiKyBaHHS

ITossoueni npenapaty: CymyTi AikH (BiAMyCKalOTECA 32 PELIENITOM i 6e3 pelenra)
Gyl AO3BOMEHI NiM 4ac AOCIIPKEHHS HA PO3CY/L IOCTIAHUKA (32 BUHATKOM
3aGOpOHEHHX JIKIB) | MPU3HAYAHCA AUIIE 32 MEIHYHOT HeoBXIAHOCT] NiA Yac
nocnimxenns. Jossonewi niku/HeMenuKaMeHTO3HI Tepartii Ta 3a60poHeHi
nikH/HeMeMKaMeRTO3H1 Tepanii onxcani B poafii 6.13 npoTokorry.

16. Kpurepii edexrusHoCTI olinkH Ta PK

[MepBUHHI:

e Uactka cy6’exTiB i3 KIHLEBOIO TOUKOI «BIpYCONOriuHOT HEBLAYI» 3TIAHO 3
ANCOPHTMOM MOMEHTAIBHOrO 3HiMka FDA Ha 48-My TuskHI (BILCYTHICTB,
nmepexin abo NPUIHHEHHS = HeBJlaua, TIOMy NALIs, ska NiMIaeThCA NiKYBaHHIO
[ITT-E]).

OcHOBHI BTOPHHHI:

e Yacrka cyGexris i3 PHK Bipycy iMyHoaedbituty momuau (BLT)-1 250 ofmn
(anropuTM MOMEHTANBHOTO 3HiMKa) Ha 124-my TkHi (3 1 6e3 OLI ana
nomynauii Extension Switch).

e Yacrka cy6’ekris is PHK BUI-1 <50 wmn i PHK BIJI-1 <200 wmn npotiroM
NEeBHOrD 4acy.

e YacTka nauieuTis i3 NiATBEpAKEHOK0 Bipyconoriuuowo Hepaayeto (CVF)
[POTArOM TPHBAJIOTO YACy.

e YacroTa reHOTHROBOT Ta deHoTHnoBo! pesucTeHTHOCT] Ao CAB Ta RPV y
3B°43KY 3 JIIKYBAHHAM 3 YaCOM.

»  AGcomoTHI 3HaYeHHA Ta 3MiHa KiibkocTi kniTHH CD4 i3 rukHOM Hacy
nopiBHAHO 3 6a30BUM piBHEM.

e Jlns ouinku xoHueHTpauiit CAB i RPV y nnaswmi 3 nnxHom uacy (100
TikIeHs [npsaMa in’exuig, DTT] i ioxaens 104 [DTL i OLI])




17. Kpurepii oniHkH 6e3neku

e UYacrora i TxkicTe ITP Ta 7aGopaTopHHUX BiIXHIEHE 3 IUIMHOM Yacy.
e Yacrka cy6’ekTiB, AKi IPANMAKAY NiKyBaHHA depes nobiuHi edekTH 3 HacoM.

o  AGCOMOTHI 3HAYeHHA Ta 3MiHH NaBOpaTOPHHUX MOKA3HMKIB Y yacl.

18. CTaTHCTHYHI METOAH

O1uinka posMipy BUOIpKH:

Uepes BiICYTHICTS CTATHCTHYHOrO TECTyBaHHs Ha ¢hasi PO3UIMPEHHS JOCHIIAKEHHA He
6yno HeobXinHoi anexBaTHOT MOTYXHOCTI Anst iHTeprpeTanii pesyneTatis 124-ro
THSKHS, 1, TAKKM YHHOM, He 6yB noTpi6eH Teepanit posmip pubipku. Ouikyramocs,
wo 566 cy6’exrig, 3apecctposanux y nonynauii [TT-E, 3abesneyats K0CTATHLO
BeHKY BUEipKY, 06 NpOAEMOHCTPYBATH KITiHIYHO 3HAYYILY 4aCTKY.

KpiM TOro, ocKiNbkH He 6Yn0 NepeBipKH rilmoTes [ aHANI3Y THKHA 124, yaromxeta
Mexca He MeHLWOT eheKTHBHOCT] Takoxk He Gyna noTpiGHOIO AN aHANI3y THXKHA 124.
6% 3anac Gyno 06pano AN OLIHKA NEPBHHHOT KiHLEBOT TOYKH He MEHIIOT
edexTBHOCTI y vacTui cy6’exTiB i3 MOMeHTanbHuM 3HiMkoM PHK BLJI-1 250 c/mn
Ha 48-My THxHi j1st CAB + RPV uepe3 #oro noTeuilia nocuneHHs egexty
nixyBaHHA 3 pisHuLUeo B 3%.

OcHOBHI TONYJIANIT aHANI3Y:




Honynauia

|Busnayeins | Kpurepil

3apaxoBaxo BCIX YYACHUKIB

Bci yqacHwkm, gk oTpuMany npuHéﬁMHi dnHy nosy
AOCiaKyBaHOro Npenapary Nig 4ac iHaykuiiHoi gaau.

Bnnue 3 MeTOK nixyeatua {(TT-
E)

Yci papomizopani yuacHukw, ki OTpUMaTA NPUHAAMHI oHY
F103y OCHifp¥yBaHOro Npenapary nia 4ac MATpiMyo|ol hask
ZocnimxeHHs (B feHb 1-10 BiauTy a6o nicnsi Heoro).

Cy6B'exTv Bynu npoaxanizosai BignosiaHo A0 paHaoMizoBaHaro
TiKyBaHHS, HE3ANEXKHO Bif TOTO, SKE NiKyBaHHA BOHU (DaKTHIHO
OTPUMYBAIIH.

Besneka

Yci paHaoMizoBaH y4aCcHUKY, ki OTPUMANK NPUHAMHI OHY
[103y [OCTKYBaHOTO Npenapary nia yac NiATpUMYIoHol thasu
JocnimxenHs (B aeHb 1-ro sisuty abo nicna HLoro).

Cy6'exTiB OUiHKBaNY BIANOBIAHO A0 (aKTUIHO OTPUMAHOTO
nikypaHHs.

bapmarokiHeTuka (PK)

Bci cy6'exTu, ki oTpunysanu CAB Talabo RPV i manu sinbip
3paakie PK ni 4ac BOCRIGKEHHSA Ta HaAANK OLiHIOBaHI AaHI NPo
koHuexTpaujio CAB Tafao RPV y nnasmi kposi (T06To,
npvradivHi, 1 ouiky PK Ge3 nponyckia (HekinbKicHi 3Ha4eHHs
BB2XAMMCH TAKMMY, O He BYNK NPOnyLEHi)}.

MiaTBepmxeHa Bipyconoriuxa
Heeaaya (CVF)

CHNanacTbeA 3 yeix y4acHukia nonynsyii | TT-E, Ak
sycTpivanuen 3 CVF

*CVF nig vac a3 niETpuMylo4oi Ta poalmpeHoi Tepanil B¥3Ha4aBes
5K BIHOBNEHHS, NP0 WO CainuWMy aBa nocninoeHyx piexi PHK BiNl-1
y rnaami kposi =200 kn/mn nicna cnabikoi cynpecii 2o <200 kn/mn

BUMUKaY NOGOBXEHHA

Yci paHoMia0BaHi y4acH1KW 3 rpynv AOCNIMKEHHS
ABC/DTC/3TC, siki oTpumany npuHanini opHy 1oy CAB
Talabo RPY nig yac dasy poswWMpeHHs AOCNimKeHHs.
YyacHuKiB oLjHioaan BignoBIAHO [0 (aKTHUHOTO fliKYBaAHHS,
OTPHUMAHOIO Nig YaC (Pa3v NPOAUBKEHHA.

NOBIOCTPOKOBE COCTEPEHEHHS
LTFU)

Bl y4acHuky, siki OTPUMYIOT NpuHaiiMHi oty fosy CAB LA
Ta/abo RPY LA, sk npunvmuny pexum CAB LA+ RPV LA Ta
MaIOTb PUHAAMHI OMH BI3UT 0 Kniikvi y chasi
LOBOCTPOKOBOIO CNOCTEPEKEHHS.




EdexTiBHICTD, Gesnexa, PK Ta BipyconorivHi aHamisy

i1 KiHNEBHX TOYOK THXHS 124 mapamerpu edexTHBHOCTI Ta He3neKH Oynu
NpoaHani3oBaHi NRIIE /Ui TOMYJALIT NPOAOBKEHHX IEPEMUKAUIB LIS (az3u
nponosxetna (Bia 100 a0 124 TikHa). Y panioMizopaniii rpymi CAB + RPV
rapameTpH eektnsHoCTi Ta Geanexu Oy npoananizosaki 1 a3y NpOIOBKEHHS
TeXHIYHOTO O6CTyroByBanHs (3 1-ro nHA no 124-# THXIEHs).

[Tepeunnuli ananis echexmughocmi:

TlepBuHHHUi aHaN3 ehexTUBHOCTI GasysaBcs Ha nomysii [TT-E 3 iKxopHCTaHHAM
anroputMy Snapshot Ha 48-My TibxHi Ta OyB npeacTaBneHnH y npocnimrendi 201584,
mxnens 48 CSR.

Bmopunnutt anaiis echexmugnocmi.

BropuunHii aHanis cheKTHBHOCTI IPOBOHBCA Ha Kixuesii Touui 96 TixHs Ta Oym
npenctapnenuit y aocaimxenni 201584, Tuxnens 96 CSR.

[Tin uac dasy posuupeHHs 610 3i6paHO NIasMy AfA KiNbKICHOr0 BU3HAUEHHS PHK
BLJI-1 Ta BU3HAYEHO HacTKy cy6’€KTiB y KOXKHiM rpymi nikysanns 3 PHK BLJI-1 y
mnasmMi <200 ¢/mn i <50 c/mn, a takox PHK BLJI-1. 2200 o/mn i 250 ¢/mu,
BiNMOBI/IHO, 3 4acoM GYII0 MiICYMOBAHO 3a A0MOMOToO anropuTMy Snapshot. YacTka
cy6'extis 13 CVF Takox Oyna [ ACYMOBaHa 3 HACOM.

AGCOTIOTHI 3HaueHHs Ta 3MiHa BiA BHXiAHOrO piBHS A KinbkocTi mimgouutie CD4
ra abcomoThi suavenus mst PHK BIJI-1 y mnasmi 6ynu mincyMOBaHi 3 MacoM 3a
[1OIIOMOrOK OIKCOBO! CTATHCTHXH (Cepe/IHE, Meiana, THTEPKBapTHILHKI AianazoH,
min i max). Byno npeicTaBneHo 4acToTy MporpecyBanHs 3axsoptosanus BIJI-1
(CHIZ i cmepth) mia Hac $hasd miTPUMKH.

Ananiz besnexu:

Tani npo Gesnexy (no6ivwi aeuwa [ITP], cepitosni nobiuui seuma [CILAI], peaxuii y

Micui seenenys [ISR], BimMinK) 6ynu nepepaXoBaHi Ta y3arajbHeHi 3a rpynamu



iy BaHH.

CTyninp BNMBY GyJa MACYMOBaHA AJIA KOXHOT rPYNH JIKYBaHHA. Byno ouigeso
noTpumanHs rpadiky nosysanus CAB + RPV no BiHOLICHHIO JI0 3aMaloBanet
naTH.

3Minu 1aGopaTOpHHX MapaMerpib (BKIIOHalouy piBeHb Nimilis HaTecepye),
OKARHHAKIR KATTEMIAIBHOCT] Ta JaHux enexrpokapaiorpamu (EKITY) mopisHsHO 3
6a30B1M piBHEM MiATPUMYIOUOTO JTiKyBaHHA (1eHb 1) | BUXINHHM DiBHEM
nponosxenns (100-# TuyxxeHs) 6yiu ysaransHeni. KpiM Toro, KiibkicTs i BiZcOTOK
cy6’eKTiB i3 MaxcuManbHO KiiacH(ikoBaHOK NaGOPaTOPHOI TOKCHURICTIO

(i ABUILEHOT THKKOCTI BiTHOCHO OCTAHHBOrO 3HAYECHHH, 3i6paHoro 1o Ta BK/MOYHO 3
[104aTKOM MATPUMYEOUOT a3y AOCHI[LKYBAaHOrO Ipenapary, Ha ocHoBI KaTeropii
Bimniny cunapomy HabyToro imyroaedinuty [DAIDS]) Gynu y3aransHesi 3a
nikyeasibHa rpyna.

Dapmaxoxinemuni auanisu:

Kouuentpauii CAB i RPV y nnasmi npoTsrom nestoro vacy Gymu nigcyMoBaHi 3a
Bi/IBiAyBaHHIM [ Beix cy6’extis y monynauii Extension Switch. ¥ rpyui DTI
hpazku PK pinfupanu na 100-my trxni (uepes 2 roavuu nicns ig'exnit), 101-My
THKHI (depes | TesxIens nicis in'exuii) Ta Ha 104-My TwxkHI (Tepen a03010). DK
npasicn B rpyii DTI 36upanu uepes 24-32 Axi nicis nonepeAHsol in’exuii. ¥ rpymi
OLI 3pasku PK Gy 3i6pani na 104-My TiKHI nepesl BBEACHHAM i yepes 2 roauHK
nic/is BRefeHHs. 3pasku (apmakokineTuxy B rpyni OLI 30upanu nporarom 20—
8 rouH nicnd npHitoMy nonepenHsoi nepopansaoi fosu CAB + RPV 3a netb 10
Bi3uTY B KITIHIKY.

[ duanizu 8ipYCHO20 2eHOMURY:
UacTOTa FeHOTHIIMHOT Ta (PeHOTHITIYHOT PE3MCTEHTHOCTI, 110 BMHHKAE BHACHIAOK

nixyBaHHs, 6yJa MiACyMOBaHa 3a rpynaMy JiKyBaHHs AJLA cyb’exTiB, SKi
Bignosi a0t kputepisM CVFE.




19. Hemorpacdivni noxkazHuKU AOCTiKYBaHOT oMYA Memorpatiuni xapakrepucTuky 6yH 3aranoM NOiOHHMH MK rpynaMH

(cTaTs, BiK, paca TOLIO) DAHIOMI30BAHOTO JTiKyBaHHs Ha 6a30BoMy piBHi MiATpUMKH. Xoua BinpwicTs Oynu
ONOBIKAMH, JOC/IIKEHHS [IEPEBHUIMI0 METY 3a1yIHTH npuHaitMui 20% KiHOK.
Ginsiicts cy6’ekTis 6y Bixo Bix 18 o <50 pokis (89%) i3 cepenHiM
(niamasomoM) 34 (18-68) pokis. Ilepepakarouoio pacoio Gynu Gisno-
bini/xasraspki/esponeini. Jemorpadiuni noka3HHKH cy6’exriB, ki mepeiiluy 3
CAR na CAB + RPV Ha 100-My TikHi, 6yiu nogi6uumu Mix rpymamu DTI a OLL

TaGnuus: KopoTkuit ornaa aemorpadiyHux XapakrepucTuk ( nonynsuis

ITT-E)
da3a TexHiYHOro
obicriyropysanns +| ®aza nonoexerHA (2 100-r0 no 124-i
NPOROEXKEHHA THXEHS), PAHAOMI308aHI Ha
(aza 3 1-rono 124  novaTkoBoMmy piBHI gnA npuAomy
¥ THXAEHL) BYINesomiB
Bumuray Bumukay
PaHEoMiz0BaHMi | NOJOBKEHHA HA | NOQOBNEHHA Ha
CAB + RPV CAB + RPV: DTl | CAB+RPV: QLI
Ll {N=283) (N=111) (N=121)
eMOTpathiuHa XapaKTepucTHka n (%) n (%) n {%)
Bik {pokis)®
Cep. 3Hau. 359 38,1 39,0
CB 10,17 10,07 9,78
MenfaHa 0 36,0 38,0
(IMi. 19 21 21
[Makc. 68 70 65
Bikasa rpyna (pokis)
k35 ) 143{61) 49 (44) 43 (36)
lein 35 o <50 107(38) 46 (41) 61 (50)
>50 33(12) 16(14) 17(14)
CTaTh NpY HApOOKEHH
PKikoua 63(22) 124 (22 27(22)
Monogiua . 220(78) 7 (78) 94 (78)
Paca, n (%)
£8poneoiaHa paca 216(76) 77 (69) 94 (78)
He 6inowkipi 67(24) 34 (31) 27 (22)
AMepHKaHCHK iHgiaHLY 260 NpeacTaBHMKA
KOPIHHOIO HAceneHHA ANsScku 3(1) 3(3) 1(<1)
IAsiaTChKom noxopKkeHnA LienTpaneya f MisnexHa
Ain 2<1) (] 0




IAaiaTChre- CXiAHOa3IaTChKOro NOXOWKEHHA 1({<1) 0 2(2)
IAgificbKe - RNOHCLKE DOXOMKEHHA 8(3) 8(7) 1(<1)
IAsiatcbke- TispeHHo-CxinHe ASINCERe NOXOMKEHHA 1(<1) 0 0
HopHowkipi 360 adbpo-2MepuKany 47017 23 (21) 21 (17)
Kopikte HaceneHHn [apaiicokux ocTposis abo 1(<1} 0 0
%HWHX 0cTpoBi8 TUXOrD OKeaHy
"&nomxipilapaﬁmo—niBHquoampuuaHCbxoro

NOXOIMEHHA 5(2) 2{2) 1{<1)
’ﬁomxipi!eaponeﬁcaxoro 211(75) 75 (68) 93 (77)
NOXOAKEHHA

(Piaui 41 0 2(2)
[ETHiuHa npiHanexsicTs, n (%)

NarusoamepurarLy abo naTuHoamepuKaHL 28(10) 17 {15) 15 (12)

(He icnaromozki 4n naTMHoaMEpUKaHL] 255 (90) 94 (85) 106(88)
l'lBMl (kriv?) d

[Cep. anau. 25,126 126,66 25,39

lso 445 575 4,12
(Mepiana 24,10 255 248
(M. 17,30 178 16,8
Makc. 44,90 51,5 40,7

HAPOMKEHHS.

THRHI), Ta 3pocTy, 3ibpatoro Ha 20-My TKHI

BMI; iHgexc MacH Tina; Makc: mMakcumarnsHui; MiH: minimanetii; SD: cTaHaapTiHe BIAXWUNEHHSR,
a. [laHi 3i6paHi Ha novaTHOBOMY piBHI TEXHIYHOTO 06CAYrOBYBaHHA (AeHs 1).
b. [lani3iGpani #a nouatkosomy pisHi {100-f TIKAEHS), AKILO HE 3A3HBHEHO HILE.

. BigocHo damy neplot aoan CAB + RPV. ge AaTa HapoKeHHs NPUpIBHIOETECA A0 30 yepeHA IBITHOMO POKY

4. Ha acHOR! OCTaHHLO! HARBHOT MACH Tina, 3iGparoi 4o AaTv NepwoT go3n CAB + RPV (sk npasuno, Ha 96-my

20. Edexrurnicts, PK Ta pesynstaty sipyconorii

PeaynbTari eeKTHBHOCTI:

edexTuBHOCT] B 6%,

‘HaCBJICHHSI KOMYTATOPA PO3IHPEHHA

TloBHi pe3yNETaTH NEPBHHHOTO aHANI3Y edeKTHBHOCTI HaBe/eH] B 48-My ki CSR i
npoaeMoRCTpyBany, wo CAB + RPV oauu pas Ha MicAllb He II0CTYNaBcs CARy
aiaTpumii Bipyconoriuroi cynpecii y BIJI-1 inpikoBaHHX cy6’ekrtiB Ha 48-My THxHi,
npudomMy Hebarato ¢y’ €KTiB MalH MI1a3MOBHH Bll-indexuito. 1 PHK 250 ¢/Mn na
48-My THXCHI 32 AITOPHTMOM MOMEHTAIBHOrO 3KiMka B Oy Ab-sKik rpyni Ans
nonyauii ITT-E Ta PP. Bepxus mexka 95% CI ans cxopurosasol pi3HHII B
nixyBanui Misk CAB+RPV i CAR 6yna MEHUIOW0, HK NMONEpeAHEO BH3Ha4YeHuUH 3anac




BTOpHHHMH aHANI3 Ha 124-My THXHI IPOAEMOHCTPYBAB, 1It0 OIHAKOBA HacTKa
cy6’ckTiB B 060X rpynax momysuii Extension Switch Mana PHK BIJI-1 250 c/ma.
Ozun cy6’ext y rpyni DTI 6yB nprnuHeruii i3 JocTimkyBaHHX NpenapaTis uepes
BincyTHicTb epekrnBHOCTI Ha 112-My TiokHi. Ileit cy6’ext mas CVEF, a noTiM OyB
MOBTOPHO MpHAYUIeH i iHII0W Tepanieto nix yac LTFU. Opnun cy6’exr y rpyni OLI
6yB BipycOMOriMHO NPUTHIYEeHH]t NPOTAroM YChOro NOCHIIKEHHS, a [IOTiM MaB
ruMyacoByil cnanax Ha 124-my tusxai (PHK BIJI-1 = 57 u/mn).

Tabnuusi:  TliacymoK aHanisy YacTky nauienTis 3 PHK BIN-1 y nnasmi kpoei 250 xnfmn
Ha 124-My TH)XHi, aHaTi3 MOMEHTABHYX 3HIMKIB (nonynsuis 3
nepeMmKkayem Ha poawwmpeHy Tepaniio)

BuMMKay NOJOBKEHHA HA | BMMMKa4 MOAOBKEHHSA
CAB + RPV: DTI Ha
CAB + RPV: OLI
(N=111) (N=121)
KinbkicTk (%) Ta (95% CI] oci6 3
PHK BIT-1 250 kn/mn 109)0.2.7] 10.8)(0.2.4)

Mpumaitka: Touri 95% poeipui inTepsany (Knonnepa-Nipcatia) (95% Cl) BUKOPHCTOBYIOTECA, SKWO HACTKS AOPIBHIOE
0% abo 100%.

B itwuomy ewnagky. 95% Cl oTPUMAHO 3 BUKOPACTaHHAM HOPMANLHOTO Habmukerna (Wald Ch.

Mpumitka: Hiwe alo sepxHe atavenna Wald Cl menwe 0% abo Sinswe 100% stTaHosnoeTeCA Ha 0% abo 100%
BIANOBIAHO.

Pe3yneTaTd A0CHIUKEHHS, 3aCHOBaH] Ha MOPOTrOBOMY snauenni PHK BIJI-1 y 50 w/Mn
pa 124-My THKHI aHanti3y 3HiMkiB, OynH nofiGHUME 112 060X rpyn 'y nonynauii
Extension Switch.




Ta6mmusa:  3Bepeni pesynstaty gocnimkeHns (PHK BIN-1 y nnaami kposi 2
gifciveHHsM 50 ¢/mn) Ha 124-My TKHI, aHani3 MOMEHTaNbHUX 3HIMKIB
{nonynsAuia, Wo nepeAwna Ha 4OIATKOBY Tepaniio)

®aza po3WKUpeHHs
(TwxgeHs 100 no TuxneHs 124)
Panpomizosani B CAR
BumMKUKay MOQOBKEHHA BumMukay
Ha NOAOBXEHHR Ha
CAB + RPV: DTI CAB + RPV: OLI
(N=111) {N=121)
Peaynbrar n (%) n (%)
PHK BUT-1< 50c/mn 110(95,1) 113 (93,4)
PHK BIN-1250 kn/mn 1(0,9) 1(0,8)
aHi y BikHi He HIDK4E NMOPOrgBOro 3HaHEHHKA 0 1(0.8)°
MpyUNUHEHO YEpe3 HeAOCTATHIO eIEKTUBHICTD 1(0,9) 0
TPUAMHEHO 3 IHWOT NPUYYKK, ane He Hux4e 0 0
NOPOrOBOr0 3HAYEHHS
3Mika (oHoBOi TEpanii 0 0
Bipyconorivi AaHi BIACYTHI 0 7(5,8)
(punuHeHo yepes MNP 0 2(1,7F
NPUNHKUB HABYAHHS 3 THIUUX NPUIKH 0 5 (4,1)¢
[Y qocrimKenH, ane He BUCTaYaE JaHWX Y BikHI 0 0

a. 1 cy6'ext mas PHKBIM-1 = 57 kn/mn Ha 124-My TWxHI.

b. 1 cyBexr CVF Ha 112-My Tvokki.

¢. 2 cyB'ekTv NpuRMHUNM pwitom epea MNP y surnagi 6onio B Micui iH'exyii Ta 30iNbLWEHHA BaM.

d. 5 pecnoHAEHTIB NPUMMHUNY Y4aCTb 3 IHLLWX NPYHUH, CEPes sIkvX TArap NoA0POKeH, 3abopoHeHui
NPUIAOM Npenapatie, nepeiag, TArap NpaLeAyp/HENEPEHOCUMICTL iH'EKL{i, BarTHICTL.

Cy6’exTH, axi nepeiimny Ha womicsany CAB + RPV 3 CAR y ¢asi posiupents (7K
rpyru DT, tak i rpyna OLI), Manu nogibHi pesyneTaTd MO0 HacTKH cy0’exTiB i3
PHK BIJI-1 y murasmi <50 /M (3riiHO 3 aIropHTMOM MOMEHTANIBHOIO 3HIMK) Ha
THHIEHD 124,




Tabnuus:  Mincymku aHanisy wactku nauienTis 3 PHK BIl-1 y nnasmi kposi <50 c/mn
Ha 124-My THXHI - aHani3 MOMEeHTaNbLHUX 3HIMKIB (NoNyAALA 3
nepeknioYeHHAM Ha JOgaTKoBY Tepanilo)

JliKyBaHHA N Kinekicte PHK BI-1 95% Cl ans
< 50c/mn/ nponopuiiHocTi
()
DTI 111 110 (> 99) 97 100
oLl 121 113(93) 89,98

Mpumirka: Touwi 95% Aosipyi intepsany (Knonnepa-Mipcowia) (95% Cl) BukopucToeylotees, RF vacTka
nopientoe 0% abo 100%.

B ixwwomy Bunanky 95% C! 0TpUMEHO 3 BUKOPKCTaHHAM HopMankHoro Habmikerns (Wald Ci).
Mpunitka: Hixre abo sepxwe sHavetts Wald Cl menwe 0% abo Ginswe 100% ectarosmioeTecs Ha 0%
abo 100% BignoBigHO.

UacTka nauienTie i3 CVF nia uac dasu posinpenns Gyna vusbkoto. Ha 124-my
TikHi | cy6ext (0,4%) y nonyasuii Extension Switch nigrsepaus PHK BUI-1 y
mnasmi kposi 2200 ¢/mn. Leii cy6’exr 6yB y rpyni DTI i 6ys enunum CVF, npo saxuii
noeigoMaanocs B nonysuii Extension Switch micna ananisy tuxis 96. Lleit cy6’exr
Gy® BHKNIOHEHHH 3 JOCHIDKEHHS Yepes HefocTaTHIo edektusHicTs. 110 (>99%; 95%
CI: 97, 100) cy6’extis y rpyni DTI ta 114 (94%; 95% CI: 90, 98) cy6’extu B rpymi
OLI man# PHK BIJI-1 y nnasmi kposi <200 w/mn. Kpim Toro, 7 cyf’ekriB y rpymi
OLI (i sonen i3 cy6’extiB y rpyni DTI) #e Manu BipyconoriuHux AaHUX Hepes
NpUNHHEHHS y4acTi B OCHiWkeHHi depes noGiuni edextu (6inb y Micui in’exuii;
6inbeHHs Barn) ab0 3 IHIMHX NPHYHH (TArap 10J0poxei, BHKOPHCTAHHS
2afopOHEHHX NiKiB)., cy6'ekT NepemMileHHs, TArap npoueyp/HenepeRoCHMICTh
iH'eKiliif, BariTHICTB).

Cepenns Ta MeAiana kinskocti aiTiH CD4 36inburypanacs NOpiBHAHO 3 6a30BHM
piBHEM mpojioBkeHHs (Tixkaers 100) 3 yacom y rpynax DTI ta OLI. Ha 124-my
THKHI Meniana [MbkxsapTHIbHHI fianazo (IQR)] 36insuyersca 3 Tk 100 1o
TikHA 124 y xinskocti knitus CD4 o 11 (-109, 126) knitun/mMm3 y rpyni DTI ta 10
(-75, 122) knitun/mm3 y rpyni DTI. cocrepiranu rpyny OLL Kinexicts kniTus
CD8 36upanu nume ans rpyny OLI y monymauii Extension Switch; cepents (IQR)
imiHa kinbkocTi CD8 Ha 104-My THXHI OPIBHAHO 3 TOYAaTKOBUM PiBHEM
DO3MIHpEHHS cTaHoBuAa -15,5 (-118, 66) kniTHH/MM?.




Y upoMy AOCHIIKEHHI He Gyno xoauol cMepTi, TR’ 3aHoi 3 nporpecysaniaM BLI-1.
'V rpynt Extension Switch Population nokasHuky nporpecyBaHHs 3aXBOPIOBAHHSA A0
3-1 cragii LlenTpy xonTpomo 3a 3axeopioBantaMu (CDC) 6ynu HU3bKHME K ¥
rpynax DTI (n=3), 7ak i 8 OLI (n=1). ITix 4ac ¢asu posumpenns y 2 (2%) cy6’extin
y rpyni DTI nporpecyBanns Big ctagii 1 no cranii 3, a8 1 cy6’exra B rpyni DTI ta |
cy6’ekTta B rpyni OLI 3axBopioBaHHs nporpecysano 3i ctagii 2 10 craaii 3. [Tig yac
(hasu pO3IMPEHNs HOBI 32XBOPIOBANHS, 0B’ A3aHi 3 BUI-1, cnocrepiranucs uie B
rpyni DTI (npoctuii repnec, n=1).

PeaynbTaTH e)eKTUBHOCTI: Panpgomizosana rpyna CAB + RPV

AHaniz Ha 124-My THKHI OPOJIEMOHCTDYBaB, WO uiomicaine CAB + RPV
POJOBYYBAJIO MiATPHUMYBATH Bipyconoriuny cynpecito 3 14 (4,9%; 95% Cl:2.4,7.5)
cy6’exTiB (5 MOIATKOBHX MiCisl aHATi3y Ha 96-My THiKHI), ski MatoTs PHK BIJI-1 y
rnasmi kposi =50 /M Ha 124-My THXH{ 32 ANTOPHTMOM MOMEHTAJIBHOTO 3HIMKa B
panoMizoBaniit rpyni CAB + RPV. Yactka cy6'extis 3 PHK BIJI-1 y mnasmi 250
c/Mn y pangoMizoBaniil rpyni CAB + RPV sanuwascs cTaGinbHuM nporaroM ¢as
NpONOBKEHHS TEXHIYHOrO 00CIYrOBYBaHHS.




Pucyhok: Bigcotok (95% Cl) cy6'ekrie (pagomizorai CAB + RPV) 3 PHK BIfl-1 250
KN/MN 33 JaHUMK aHani3y MOMeHTanLHIX 3HIMKIB BiaBinyBaHs (thasa
NiATPYMKM Ta NPOJOBKEHHR)
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Mpumitka: MBL = O6cnyrosysaHnsa BL (fets 1)

Mpumitka: Touni 95% posipui inTepsany (Knonnep-MipcoHa) BUKOPUCTOBYBANUCS, AKILO 4acTKa
nopietiosana 0% afo 100%. B iHwomy Bunapxy. 95% CI Gynu oTpumaHi 3 BUKOpUCTaHHAM
HopManbHoro poanoginy {(Wald Cl).

BinbuiicTs cy6’excrin (n=227 [80,2%)]) sanuwanucs npuraiverumu 3 PHK BIJI-1

<50 w/mI Ha 124-My TwkHi ananisy 3uimkis. 42 (14,8%) cy6’extu B nomysuii
ananizy ITT-E He Many BipyconorivHux ZaHkx Ha 124-my Tixwi; 41/42 yqacHHkH
NPUITHHUIIM YY&CTb Y AOCIHiIKeHH], a B 1 y4acHHKa 1OCHiKeHHS Oy nu BUICYTHI JaHi
Y BiKHI BI3UTY.

Ha 124-My Thxui micns ananisy Ha 96-My Tikui 6yno sapeectposaso 1 nopuit CVF.
tHa 124-my Tixni 232 (82% [95% CI: 78, 86]) yuacuuku 3 PHK BLJI-1 <200 x/mn.

PHK BLJI-1 y nnasmi =200 ¢/M1 Gyna [ocHifHALBKOIO KiHIIEBOW Toukow. HacTka
cy6'extin 3 PHK BIJI-1 y nnasmi 2200 c/mn nig yac i3uty nix uac dpasu
pOAOBKEHHS TiATPHMKH 6YJ10 HU3BKEM Y paniomisopaHiii rpyni CAB + RPV Ha




124-my misxui (n=6 [2,1 %]). i 6 cy6’exrip OyaH BHKIIOYCH] 3 AOCILHKEHHS Yepe3
HepocTaTHIO edexTuBHiCTb. J{na nporo ananizy 45/232 cy6’exTiB y panaoMi3opaniii
rpyni CAB + RPV He Mayn BipycoNoriyHUX AaHHX Yepe3 NPHNHHEHHS yuacTi B
nocnipxenni uepes moGiuni edexty abo 3 iHWEX npuuuH (n=44) i BiECYTHICTL JaHHX
1A BikHA BifIRIAYBaHHA AochimxeHHs (n=1).

Cepenns Ta Mediana kinskocti xiitus CD4 3 yacoM 3pocia nopisHAHO 3 GazoBuM
piBuem nigrpumky (neus 1). Ha 124-my Tioksi Meniana (IQR) 36inpesns kinbkocTi
CD4+ kniTen 3 1-ro ous crasoBuna 103 (49, 235) xnitTun/MmM3,

[1ix uac dasn nponosxeHHs 06CNYroByBaHHS 3aranoM 5 cy6’ekTie y panaomizosaHii
rpyni CAB + RPV nepeiiimnu 8ia craaii | go cranii 3, a 7 cy6’exris nporpecysany
Bix cTagii 2 mo craaii 3; 2 HoBux cyb’ekTa 3 96 THKHA nepeiiuym Ao craaii 3. Tlig
uac asu poswMpeHHs 6yJo 3apeecTpoBalo 1 HoBHit cral, nos’s3aHHii 3 BUI-1, y
pangomizosadiii rpyni CAB + RPV (npoctait repnec, n=1).

PapMaKoKiHeTHYHI aHANI3H

{Tepgunnuii angaiz: OCHOBHOIO MeTOMK (apMaKOKIHETHKH Ha 124-My TixHI Oya0
ouiauTH apmakokineTuky CAB i RPV npu nepexoni 3 ABC/DTG/3TC na CAB +
RPV LA Q4W IM y ¢asi poswmpenns 8 rpyni DTI Ta OLIL

[V rpyni DTI uepes 1 TusaeHs nicna nouarkosoil in’exuil (101 TvxaeHs) cepenue
reoMeTpHyHe (5™, 95" npoueHTHb) KodueHTpauil CAB craHoBumu 1,89 Mxr/mn
(0,438, 5,69), TpOXH RIK4i, aJle NEPEKPHBAIOTE KOHIEHTPaLil Yepes ] THXAEHb nicis
nouarky iH’exuil (TrxaeHs 5), AKi cnocTepiranucs y cy6’exTis, Axi oTpuMysany OLI
B paHAoOMizoBaHiii rpyni BHyTpilHbOM 130B0r0 8BefleHHs Q4W [2,52 mxr/mn (0,71,
7.52)] mig yac pasy niATPEMKH, IO Y3rOAKYETHCS i3 3AMUIIKOBHM, KIIHIYHO He
3HAuylUM, BHecKoM 1o3yBanHs OLI, 1o croctepirapes B panaoMizoBaHii rpymi
Q4W. Cepenne reomerpuyne (5™, 95™ npouentuns) koHuenTpanii CAB [1,43
mir/mn (0,403, 3,90)] uepes 4 TrxxHi micns mouaTtxoBol iH’exuii (TxAcHs 104a) Gynn
MofibHi 10 4-THsKHEBHX KOHUEHTpalil (THAeHs 8), o cnocTepiranucs B
paugoMizoBaHid rpyni Q4W [1,56 mxr/mn (0,55, 3.61)] min gac ¢azu
06CnyroByBaHHs, WO BipoOpaxae NOBHE BHMHBaHKA Jo3yBakusa OLI no usoro
moMeHTy yacy. Konuenrpauii CAB y rpyni Extension Switch QLI no Ta micns
nouartkopoi i’ ekuil (TwixaeHs 104b) Gynu nogiGuuMu 10 THX, LIO COOCTEPIraNucs B




pangoMisoraniii rpyni CAB + RPV nin yac gasu obcmyrosyBasHs, 0 Ta nicia
nouatkoBol in’ekuil (TuxneHs 4b) nicna OLL

Cepenue reomeTpHuge (5™, 95™ npoueHTHNL) KOHUEHTpanii RPV yepes 1 TiXACHD
nicis noyatkopoi in’exuii 8 rpyni DTI (101-# Tixnens) cranoBi 68 Hrmn (27,5,
220), noai6Ho 10 THX, XT0 oTpuMyBas OLI B pannomizoBaHiii rpymi

BHYTpilIEBOM 51308010 BBeneHns Q4W [76,5 ur/mn (30, 175)] uepes | THxIeHs micns
it exnii (TIOKIEHBs 5) nin yac a3y niatpuMkH. CepefHE reoMeTpuyHe (5™°, 95™¢
nepUeHTHIs) KonuenTpauii RPV [48,9 ur/mn (17,7, 138)] uepes 4 TixHi micns
no4aTkosol iK' exuil (THxcaeHb 104a) Gymu nonibHi 10 4-THXHEBHX KOHUEHTpaLlil
(TrxneHs 8), Axi cioctepiranycs B paraomizosauii rpyni Q4W [41,2 ur/mn (17,9),
92.7) nin yac $asu Texniuynoro obemyrosysauna. Konuentparii RPV y rpymni
Extension Switch OLI go Ta nicina mogatkosol ik’ eknii (tixneHs 104b) Oyan
noAiGHMMH IO THX, [110 CMOCTEPIranKucs B pauaoMizoBauiid rpyni CAB + RPV no ta
micis nouyaTtkoBol iH’ekuil (TiwxaeHs 4b) micna OLI nin wac dasu miaTpumku.

Onuy i3 111 (0,9%) cy6’exrin y rpyni Extension Switch DTI Bignoeigas xputepiam
nigTeepmxenol sBipycanoriunol uespadi (CVF) na 112-my TiokHi. KoHuenTtpauii y
cy6’exta CVF Oynu Hinkue 5™ npouentins ak ais CAB, tak i ans RPV nopisasso
i3 3arafApbHOIO KOHIEHTpauicto B maasmi ans rpynu DTI. 1 i3 121 (0,8%) cy6’ekTa B
rpyni Extension Switch OLI mas PHK BIJI-1 y nna3mi kposi 250 ¢/mMn Ha 124-my
rHakHi, ane ne He Oyna CVF,

Bipyconoris

CVF po Tikus 124 6yB vusskumM y pochimketti 3 5 (1,8%) cy6’exramy, ki
pinnosinann CVF y paunomisosaniii rpyni CAB + RPV ta 5 (1,8%) cy6’ekraMu B
panpomisosaniii rpyni CAR. I1ix yac dasu poswnperHs cnocrepiraeea CVF y rpyni
CAB + RPV na 108-my Tixcui. Bazosuit RT nauienta He maB MyTauiii
HEHYKNIeO3UAHUX iHribiTopie 3BopoTHOT TparckpunTass ( NNRTI) 3 nosxoto
uyrnuBicTio 1o Beix NNRTI. [Touarxora IN mana L74I i3 wytnusictio ao CAB,
DTG, RAL Ta elvitegravir (EVG). Ha 108-my TixHi cyD’exT MaB MyTauii
pesncTeHTHOCTI Ao HHI3T VI106V/A, V108V/, E138G i M230L i myTauii
[Pe3UCTEHTHOCTI A0 iHridiTopa nepexocy inrerpasu (INSTI) N155H i R263K.
Cy6'ckr 6yB 3 Pocii i MaB miaTun Al.




Y rpyni CAR 6ys 1 nomarkosuii cy6’ekT, akuii nepeiimios Ha CAB + RPV ua 100-my
TuxHi (rpyna DTI), orpuMasiuy K exuil Ha 100, 100a, 108 1 112 Tiwskui. Bisut Ha
112-my Tkt 3ycrpis SVF, mo srogom 6yno nigreepmxero. He 6yno BusBreHo
MyTauiit peaucTenTHOCT A0 INSTI Ha 112-My THxkHI (PGST He Bnanocs CTBOPHTH).

21. PesynuTaTy Gesnexu

Pesynnrath Oesnexn Hacenedus xOMyTaTOpa PO3LIMDEHHS

ITobiuni pearyil

TabGnuun: 3aranbHuit NigcymMok HeCnpUATRIUBUX Nogii — dasa
NPOAOBKEHHA Hepe3 124 TvxHi (nonynauis NpoaoBXeHHs 3MiHK)

PoawmpeHHs Po3wmnpeHHs
Mepeiti Ha MepeiTn Ha
CAB +RPV:DTI | CAB+RPV:OLI
(N=111) (N=121)
n (%) n (%)
bygb-aka NP 102 (92) 100 (83)
Byab-ski 1P, 3a BuHATHOM ISR 88 (79) 85 (70)
ISR NP 87 (78) 76 (64)
byab-si MNP gig 3 go 4 knacy 5(5) 97
MP 34 cTynekn, 3a BUHATKOM [SR 4(4) 5(4)
[P, Wwo npu3BoAATL A0 BUNYHEHHA 3 1(<1) 2(2)
JOCTIDKEHHR
(P wwo nos's3aHi 3 NikapcbkuM 3acobom 86 (77) 79 (65)
MNP, nos'A3aHi 3 NPUAOMOM NiKiB, 38 BUHATKOM 22 (20) 23 (19)
ISR
[P, noe'a3anwii i3 3acTOCYBaHHAM 2(2) 4(3)
HapKoTHKiB, Bif 3 A0 4 cTyneHs
[P 34 c1yness, 3a BuHATEOM ISR 1{<1) 0
Byav-ake CliA 4 (4) , 54
CN4, nos'Azani 3 HApKoTMKaMK? 1(<1) 0
Cmeprenssi CMNA 0 0
CmeprentHi CM#, nos'a3axi 3 HAPKOTHKAMM 0 0




a. MoB'A3anui i3 3acTocysaHHAM Nikapebkux 3acoGis CMA y rpyni DTI 6ys HeyTouHeHow CTagien
aMilLAHOT KNiTMHHOT XBOpOSY XooxKiHA.
Mpumitka: BpaxoByrTbCa MUWE NOAT Nif 4ac NikyBaHHA.

BiacoTok natieHTiB, AKi MOBITOMUIH IIpo Byab-aki nobiuHi edexry, OyB BHILKM Y
rpyni DTI (92%) nopisusuo 3 rpynoio OLI (83%). Lle npruaiimMHi wacTkoBo
OACHIOETHCS BULIOK yacToToto ISR y rpyni DTIL. YacroTta okpemux notupenux [P
(>5%) 6yB BuiuM y rpymi DTI s Somo B Micui in’exuii (76% npotu 60%),
YWinbHeHHa B Micui i1’ ekuii (13% nporu 7%), Hazoapuurity (18% npotu 11%) Ta
rapsuk (8% mpotu 3%). [Ipo aiapeto yactiwe moBigomnsny B rpyni OLI (8% npotu
2%). Yci inwi nowmupeti [TP cnocTepiranyucs 3 0AHaKOBOIO HACTOTOIO B ONynALii
Extension Switch.

BinblicTs MoBigoMaIeHnx nobiunux edekTis, nos’13aHux i3 npuifomom nixis, Bynu
peakni€ro BHYTPIKBOT peakuil. HafuacriiuM nobiunuM SBUILEM, HE TOB’A3AHHM i3
sacTocyeaHHam npenapaty ISR, y rpyni DTI 6yna rapsuka (n=6 [5%)] npoti n=2
[2%)] y rpyni OLI), a notim 3anamopouenss (n=3 [2%)] nopisxsauo 3 n=2 [2%] y rpymni
OLI). HaiBiNbL YacTo 3apeccTpoBaHUMK NMO6IYHHMH ehEKTaMH, HE TTOB’ A3aHHMH 3
SR, y rpyni OLI, 6ynu actenis (n=3 [2%] npotu n=2 [2%] y rpyni DTI) Ta
Beaconns (n=3 [2%)] nporu n =0 y rpyni DTI). VYci inwi nobiudi edexr, He
noB’s3aHi 3 [SR, 6yau nosinomneni <[To 2 npeaMeTy B koxHii rpyni. Yci nob6iuxi
cdexTH, He nos’s3ani 3 ISR, 6ynu 1 a6o 2 crynend, 3a BUHATKOM | nobiyHoro edekTy
4 crynens xBopoOH XomxKiHa 3MilIaHOT KIITHHHOT KJIITHHH, NPO SKHM
noigoMnanocs 8 rpymi DTI. [e#t TIP 4 ctynens 6yB ennnum CITS, mop’3anum i3
mpuiioMOM JikiB, PO AKul noBiLOMILINOCA B focHimreHHi Extension Switch
Population.

Binbwicts TP nijx uac gasu poswupenns 6y [ abo 2 crynens. Ilin wac dasu
MPONOBKEHHs He MOBIIOMIIANIOCH Mpo #oxHi nobidni edexTH 5 cTynens. Y rpymni
DTI 2 cy6’exty manu nobiuni epektd 3 crynens 6e3 ISR i 2 cy6’extd Mann nobiuui
athexry 4 crynens 6e3 ISR. Y rpyni OLI 5 cy6’extin Manu noGiuni edextu 3
ctynens 6es ISR, a npo nobiuni edekTn 4 CTyneHs He TOBIAOMIANOCS.

€auuuM npHNHHEeHHAM yepes TP 8 rpyni DTI 6yno CILS xBopobu Xomxkina
hMmimanol kniTHHEOT cucreMu. Y rpymi OLI 1 cy6’ext mag TP 6ine y Micui ik ekuil,
a 1 cy6’exr mag [P 36iableHHs Bary, 0OH/Ba 3 AKHX NPU3BENH 10 MPHIHHEHHA

npuitomMy nocnifkyBaHoro npenapary. Yci 3 nobiuHi edexTH, o NpH3BENH A0




BiAMiHH, OYIH ONiHEeH] K OB’ A3aHI 3 HOCHLKYBAHHM IIPEapaToM.

To 124-ro THxEs B monynsuii Extension Switch noeigomieHs npo cMeprensai
sunanky He 6yno. Hedaransui CIIS Oynu 3apeectpoaxi ans 4 cy6’exris y rpymi
DTI ta ana 5 cy6’exris y rpyni OLL JKopen CILA He cioctepiraBcs 6inbiue Hixk y |
cy6’exta. Caunum CITS, nos’a3anuM i3 npuritomoM nikis, 6yia xpopoba Xomkkina.

Baranom in’ekuii CAB + RPV nobpe nepesocunucs. Bine y Micui if’’ekuii 6ys
Haii6insm mournpennm [SR. Yacro nosigomnsnocsa npo ISR, ki HaifuacTime
BKIIOYaH noMipHi (1 abo 2 ctynens), KOpoTKo4acHi Ta camo3HHKatoui 601boBI
ssuina. He 6yno ISR 4 ao 5 crynens, i xonHi ISR He 6ynu CITA. Onpuu (<1%)
cyG’ext y rpyni OLI mag ISR I1P, mo npu3seno 0o BiIMOBH Bij HOCHIIKYBaHOTO
npenapary. 3 cy6’ekTd BiAKIIMKANH 3rofly Ha JOCHIJUKCHHS, BKA3aBIIK TPHYHHY
HerlepeHOoCHMOCTI i’ €Ki, Xoua BOHH He Oynu ineHTH(ikoBaHi fk nobiuHi edexrn.
Kinbka ISR Tpupanu 6inswe 14 axis (cepeans tpuanicts 3 ani). ISR, nos’sa3ani 3
oxpemumu in’exuismu CAB a6o RPV, manu Ti cami TeHaesnii, wo i ans CAB +
RPV B HioMy.

[enaToTokcHYHiCTL HyAa BifHeceHa o KaTeropil noGiuHMX ABHLL, WO
NpeACTABIIAIOTE 0COONKBHI IHTEpeC A NOTOYHOrO focaimkennd. He Byio
BUSAB/CHO HONHHX 03HAK MeYiHKH, AKi 6 BUKIHKAIY 3aHSNIOKOEHHSA OO PEXHUMY
CAB -+ RPV, i He Oyni0 ®OIHOro BUNAAKY, AKHH PO3MNsAAaBCs Ak MEIHKaMEHTO3HE
ypasxenns nedinky (DILL). V rpyni Extension Switch Population sxoen cy®’ext ne
BLAMOBIAR KPUTEPiAM 3yMUHKY MEYIHKH, BU3HAYCHUM NPOTOKONOM. OfuH Cy0’exT y
rpyni DTI Mas moGiunuii epekT crearosy nevinku. Lle 6yB Hecepiiosuud noGiunHH
edekt 1 cTynens, He 108’ s3aHHI 3 ZOCTIIKYBAHHM IIPENapaToM i HE IIPH3BOHB A0
DKOIHUX 3MIH Y JOCIUPKYBaHOMY Tpenapari.

Pesyabmamu aabopamopniex i kainiunux docaioscenb

He criocTepiranocs xOoZHUX KJIIHIYHO 3HAYYIIHX BiAMiHHOCTE] ¥ KniHIYHHX

naGopaTOpHHX aHOMANiAX Hi s Ximil, Hi ans rematonorii Mix rpynamu DTI ta OLL

He cnocTepiranocs skoQHHX KJiHIMHO 3HAYYIUX BiAMIHHOCTEH o0 rpaxy HOBaHUX
HoMauii 6YAB-AKOr0 3 HACTYTHHX napaMeTpis: ananinaMminotpaHcdepasd (ALT),
crnaprataMiHoTpaHcgepasu (AST), 6inipy6iHy abo minazu.




He nosigomnanocs npo punaxku pabaomionisy, nos’A3aHi 3 Oy Ab-AKHM THMUACOBHM
migBHIIeH M piBHA kpeatuHochokinazu (CPK) Bix 1 no 4 ctynens.

Kateropii HauionansKof ocBiTHBOT NporpaMy XonecTepHRy Hariuecepue (NCEP)
Oynu 3anicaHi e ang rpynd OLI (tisxaens 104b). He cmocrepiranocs soaHux
KJIHIYHO 3Havy X MoaeRel 3Minu niniaie NCEP natinecepie Bin 6a30807 il
PO3LUHPEHHS A0 MAKCUMANbHOI Kateropil nicns 6a30Bof JMiHiT.

Cyiyudanvri Oymru abo nogedinxa

He 6yno xoanux goparxosux ouiHok eC-SSRS nicns TikHa 96. Xoauux nobiunux
ABUII] LIOAO CYILMAANTEHUX AYMOK 200 MOBEAIHKH HE OBIAOMIANOCS PO NOMYJsALLi0
Extension Switch.

\Bazimuicme

OnHa cy6'exTka B nonynsuil Extension Switch (rpyna OLI) 3aparirnina nia yac
nepiony OLI ¢a3u posmupenHs pocnimkerid. CyG'ekra GyN0 BUKIIOHYEHO 3
noCTiHKEHHS Yepes NO3UTHBHUIE TECT Ha BariTHICTS i pO3MOYATO HOBY CXeMy
TiKyBaHHS, WO He MicTHTe DTG. 3BiTH 3 caliTy nokasany, 1o cy6’eKT HAPOIHE
300pOBY AHTHHY OPH OPIEHTOBHOMY TEPMiHi BariTHocTi 1oHaiMene 8 Micauis.

Pezynpraru 6esnexu Paza posmmpenus OLL

Barasiom 30 (25%) cyb’exTiB y rpyni Extension Switch OLI manyn no6iuni edekts
npotsroM nepiony OLI. HaifuacTimumu nobiunumu seutiaMu (>1% cyb’exTis) 6ynu
niapes (3 cy6’ ekt [2%]) Ta 6esconus (3 cy6’ekt [2%]). Binbwicts [TP 6yau 1 aGo
2 crynens. Y gBox (2%) cy6’exTiB nobiuHi edexT 6yim ouineni Ak 3 cTymiHb
(cTadinokoxopa panoBa iHpekis, 3arpumka ceui). He 6yno [TP 4 abo 5 ctynens. ¥
rpyni OLI nporarom nepiony OLI ve nosizomnanocs npo xonui CITA. Xonen
cy©’exT He BUHAILOB i3 AocHimKeHHA 200 He PUIHHUB NMPHIIOM AOCTiIKYBaHUX
npenapartis npotaroM nepiony OLI dasu posmmpenns.

PezynpTaTy Geanexu Pannomizorana rpyna CAB + RPV

Tompumanns pesicumy RiKkysanns




[Tix vac ¢asn NpoACBKEHHS NiIATPHMYIOUOT Tepallii 15 nauienTis y paHaomizopauiii
rpyni CAB + RPV BHKOpHCTOBYBAJIH NepOpaNnpHy TEPAnilo, o6 KOMIEHCY BaTH
npomnyueni abo BinkaaneHi BizuTH AN iH’ekuiil (TpuBanicTio Big 4 10 61 AHA).

Iobiuni peaxyit

Tadnuus: 3aranbHUII NiACYMOK HECTIPUATIIMBUX NOAIN — cha3a
npoaoBXeHHA 0BCNYroBYBaHHA NPOTArom 124 TuxHIB
(pangomizoBana rpyna CAB + RPV))

®a3a NPofOBKEHHA 06CYroBYBaHHA

{(Qexb 1 o TuxpeHs 124)
PanpomizosaHe
CAB + RPY
(N=283)
n (%)
byay-axa P 276 (98)
Bynt-sxi [P, 33 BuHsTkoM ISR 271 (96)
ISRNP 247 (89)
byab-sKi NP 8ig 3 go 4 knacy 48 {17
NP 34 cTyneHs, 3a BuHATKOM [SR 38(13)
MNP, Wwoe npu3BoAATL A0 BUITYHEHHS 3 15 (5)
LOCNiKEHHA
MNP wo nos'a3aHi 3 nikapcbkuM 3acobom 248 (88)
[P, nos’a2axi 3 npuitomom nikie, 3@ BUHATKOM 102 (36)
ISR
[P, noB'A3aHui i3 38CTOCYBaHHAM 17 (6)
HaPKOTMKiB, Bif 3 A0 4 CTyneHs
[P 34 cTyneHs, 3a BuHATKOM ISR 5(2)
byab-ske CMA 33(12)
CNA, noe'naaHi 3 HAPKOTUKAMK® 1(<1)
CwmeprentHi CIMNA Q
Cwmepteneii CMf, nos'asaHi 3 HAPKOTUKAMM 0

a. CMNA, nos'asakuii 3 HAPKOTVKaMW MOHOAPTPUT NPaBOro KoniHHoro cyrnofa,
MpuwmiTka: Bpaxosyeanucs niwe noAaii nig 4ac NikyBaHHs.




Haiinomupenimmm [TP 6ys 6ine y micui in’exuii (84%). Haiimoumpenimmmm
o6iunuM edekrom, He NoB’ 23aHuM i3 ISR, 6ys HasodaprHriT (35%).

BinbIIicTs NOBIAOMIEHHX MOGiYHKX edeKTiB, OB’ A3aHuX i3 npuifoMOM JikiB, Gynu
peakuiero BHYTpiliHs01 peakilii. Haiibinpim qacto 3apeecTpoBanuMu noGiyHEMH
BHINIAMH, HE MOB’sI3aHUMH 3 NPUIOMOM niKiB, Gynu rapauka {18 [6%] cy6’ekriB),
ronoBHHM 6inb (15 [5%)] cy6’exriB) i Broma (10 [4%)] cy6’cktiB). Yci inmi nobiuni
edexTH, He nos’a3aHi 3 [SR, Manu yactory <3%. Binsuicrs nobiunux edekris, He
MoB’A3aHMUX 13 MpuioMoM npenapary, 6ynu 1 abo 2 crynens. [Tia yac dasu
MPOAOBXEHHA TeXHIMHOro 0OCIYTOBYBaHHS He NoBigoMasanoca npo nobiuxi edekrn 5
CTYNEHS.

Y dasi npoaosxenHs 10 124-ro THXKHS He [MOBILOMIIANOCS (PO CMEPTENBHI BHITALKH.
Hedaraneni CITA Gynu sapeectposaHi ana 9 cy6’ekris nicna ananizy 96 tixusa. LI
CITS] ne Oynu nos’s3aHi 3 JOCHIKYBAHHM NPEIapaToM.

3aranom in’exuii CAB + RPV nobpe nepeHocunucs. bine y Micui in’exuii 6ys
HaHbinew nomnpenum ISR. Yacro noeigomnanocs npo ISR, aki HaliyacTime
Bruno4any jerki (1 abo 2 cTyneHs), KOPOTKOYACH] Ta CaMO3HHKAI04] 6ONLOBI ABHILA.
He Oyno ISR 4 abo 5 crynens, i »ongi ISR He 6ynu CITS. Ilia yac gazn
PO3IIKPEHHS He nosigomnsnocs mpo Hoei ISR 3-ro crynens. 4 cy6’ekTu BiaKIHKaM
Brofly Ra JOCHifKEeRHS, BKA3aBLIH NPUHHHY HeMepeHOCHMOCTI i1 eKuiii, X0ua BOHH
He 6ynu inenTudikosani Ak nobiuni edexru. Kinbka (5%) ISR Tpusanu 6inpiue 14
InHiB (cepenns Tpupanictb 3 aHi). ISR, noB’s3aui 3 oxpeMuMu iH’exuiamu CAB a6o
RPV, Manu Ti cami TeraeHnii, wo it ms CAB + RPV B uinomy.

["enaroTokcHuHicTh Oyna BilHeceHa A0 KaTeropii moGiuHUX SBHLI, 110
NpeAcTaBIAoTsE 0coONHBHH iHTEpEC AN noTtouHoro gocnimxeHHs. He 6yno
BHABJIEHO MOMHUX 03HAK NEHiHKH, AKI 6 BUKIHKAIH 32HEMOKOEHHS MIOAO PEKHMY
CAB + RPV, i ue 6yno sunaakis, sixi saxanuca 6 DILL Ilicna ananisy ua 96-my
riokHI 6yn0 nosigomaeHo mpo 1 Hosuit no6iunuii edext renarorokcuyHocTi (crearos
neuidkn); Ueil nobivnui eder Oys HecepHo3HHM i He NPH3BIB AO BigMIHK
inocnimxysadoro npenapaty. KpiM Toro, 1 cy6’ekT BIANOBiZaB KPHTEPIAM 3YMHHKH
neyinky 3 nigsuweHHaM ALT (cy6’ext Takox mas [P cudinicy); Tpatcaminazu
MIOKpalInIIKCey, i cyD’exTy Oyfo 203B0JIeH0 nepesanycTuTH Ao3yeaHus CAB + RPV
LA,




\Pespremamu rabopamopux | kaiHiuHux 0ocrioxcens

He cniocTepiranocs )OAHHX KAIHIYHO 3HAYYLIHX BiAMiHHOCTEH Y KILIHIYHHX
TabopaTOpHHUX AaHOMATIIAX Hi ANA XiMil, Hi Ang remaronorii Mk rpynamu DTI ta OLL
He crioctepiranocs ;KOIHUX KIIHIMHO 3HAYYILIHX BiMiHHOCTEH [I0A0 rpafy HOBaHHX
aroManiit GyIb-AKOro 3 HACTYNHUX napaMeTpie: anaHiHaMinoTpancdepasza (ALT),
AST, 6inipy6in abo ninaza.

BinbimicTs KiiHiYHO-XiMiYHEX anoMaitii 6ymu 1 abo 2 cTynens. AHomanii 3 ctynens
BUHUKIH Y 10 (4%) (DTIL, n=7; OLIL, n=3) cy6’ekTiB, a aHoManii 4 CTYNEHSA BHHHIUH Y|
8 (3%) (DTI, n=6; OLI, n=2) cy6’eKTiB ¥ KiNBKICTh KOMYTaTOPiB PO3LIMPEHHS.

He noeigomnsanocs npo BUnaaky pabnomMionisy, nos’s3aui 3 6y Ab-AKHM
TpaHsuTOpHuM nigeuuieHHaM CPK Bix 1 ao 4 crynens.

[Kareropii NCEP nininis natiecepue peecrpyeanst auiue ang rpynu OLI (TxaeHs
104b). He cnocTepiranocs xoaHHX KIIHIYHO 3HAYYIINX MO/ienedf 3MiHH Rinigis
NCEP nariecepue 8ia 6a30Boi JiHiT po3lIHpeHHs 10 MaKCHMaNbHOT KaTeropii nicis
0a30B0i NiHiT.

Cyiyudansri dymxu ao nosedinxa

[Tics 96 Tusxcus ouinku eC-SSRS e npoeoauimcs. JKoqHHX HOBHX NODIMHUX
edekTiB cyllMaanbHUX AyMoK ab0 mOBeAIHKY He 0YJ10 3apeecTPOBAHO AN
pangomizoeatol rpynu CAB + RPV nicis Tk 96 CSR.

\Bazimuicmb

[Ticnsa axanisy Ha 96-My TixHi B pangomizoBaHiit rpyni CAB + RPV ne
NOBIAOMIANOCSH PO HOBi BariTHOCTI.

Pesynutati Gesnexy JToBroctpokose CnocTepexeHus
[Hacenrenns koMymamopa po3itupenns

[Tin yac ananisy Ha 124-My THxHi 4 cy6’extr B rpyni DTI ta 5 cy6’exTiB y rpyni OLI
nepeCyBany Ha (azi AOBrOCTPOKOBOro CNOCTEPEKEHHS; XKOAEH CY6 EKT Y MOmyJtstulii




Extension Switch e He 3apepums dazy LTFU. Ilia wac ¢asu LTEFU 2/4 cy6’exTiB y
rpyni DTI Ta 3/5 cy6’extiB y rpyni OLI Manu nopiaoMaeHHs npo nobiuni efekTH.
[To6GiuHi edexTy, Mpo sxi noBiaoMnanocs B rpyni DT, Bkowanu Xapyose OTpy€EHHA
2 cTyneHs Ta 3Millany KITHHHY xBopoOy Xomxkkina 4 crynens. I1obiuni edexry,
sapeectpoBani B rpyni OLI, Bxmoyaiy nemonit 3 cryneHs (LUesmomiT JiBol roMinxy;
CTL), npoctaii repnec 3 crynens (CIT), abcuec micus in’exitii 2 crynens, cudinic
2 cTynens, paHoRy ingekiito 1 cryneHs, NepenoM cTONH 2 CTyNEHs Ta 3 CTYNEHS.
HHUPKOBHI KNipeHC KpeaTHHIHY 3HIKeHHH. CauHUM nobivunM edexTom, axuit 6yno
OILIHEHO K MOB’A3aHe 3 NOCIIHKYBaHHMY lipenapaTami, 6yna 3Miulana KIliTHHHA
xpopoba Xomkkina; Cnoncop BeaiaB CILS He MoB’A3aHUM 3 ROCIHIDKYBAHUMH
npenapaTami. JKomeH 3 iHIUHX TOOIYHUX ABUIL HEe BBAXKABCH OB’ A32HHUM i3
nonepeaHiM snnusoM CAB + RPV. JXones cyG’ekr He BRILIOB 3 AOCAIIKEHHA i
yac LTFU Ha MOMeHT 3aKiHUEHHS NaHUX AN 1IbOIO 3BITY.

Pandomizosana zpyna CAB + RPV

[Tin uac aHanisy Ha 124-my TuxHi 16 cy©’ekrtiB panaomizoBanci rpynu CAB + RPV
npoxomunu dazy LTFU, a 22 cy6’exrk 3asepuiunn ¢pasy LTFU. [Tig 1ac dasu LTFU
24 cy6’exTH B panmomizoBauiii rpymi CAB + RPV manu no6iuni edexry (14 xnacu,
bKOAHHX MOAil 5 ctynens). Iobiunnms edextamu 3 cTynens OyaH nepefo3yBaHHs
(apaueramoun), cybaypanibHa remarToMa, 6ine y Micui iH’ekii Ta eninencis. €auHAM
noGiunum edextom 4 cTynens 6ys renatut A. Horupn cy6’extu manu CITA: renatur
A (n=2); cybaypansHa remMatoMa (n=1); eninencia (n=1); Ta npomnyinexsni abopt
(n=1), axi OyJu geTansHO onucani B onHcax Bunankis y Tuxui 96 CSR. [lobiuHui
et nepel03yBaHHs BUHUK NiA yac da3u po3UIHPEHHS Ta OLiHIOBABCH AK
TIOB’A3aHuil i3 JocnizxyBaHM npenapartoM. JoaeH 3 iHIIMX MOGIUHMX ABHIL HE
BBKABCA [10OB’A3aHHM i3 monepeanim sumyBoM CAB + RPV. Jonen cyb'ext ne
BHiiLIOB 3 gocnimkeHHs mig yac LTFU.

22. BucHOBOK (pestome)

Bucropry urono edekTHBHOCTI

[ToBHi pe3yALTATH OEPBHHHOMO aHanisy edexTHBHOCTi HapefeHi B 48-my THxHi CSR i
NpOAEMOHCTPYBaH, 10 CAB + RPV omuH pa3 Ha Micaub He noctynaeca CAR y

miaTpuMui Bipyconoriunot cynpecii y BIJI-1 ingikosannx cy6’exri Ha 48-My THxHI,
npuuoMy Hebararo cy®’exris Many nnasmopuif BIJI-1 PHK =50 c/Mn Ha 48-Mmy TxHI

33 AITOPUTMOM MOMEHTANBHOTO 3HiIMKa B Oyap-akiit rpyni nna nomynanid ITT-E Ta




PP. Bepxus Mexxa 95% CI nns ckopHroBaHol pisHuli B nikysanui mix CAB + RPV i
CAR Oyna MEHIIOIO, HDK MONepeAHs0 BU3HAYECHHUH 3amac eexTuBHOCTI B 6%.

BHCHOBKH OO0 HACSNEHHA KOMYTATODa PO3IIHDEHHSA

BHCHOBKH 110210 pangoMisosadol rpynr CAB + RPV

[Touatox CAB LA RPV LA 3 DTI abo OLI Gy Tak camo
BHCOKOE(EKTHBHUM Y NIATPHMII BipyCOIOTiYHOI Cynpecii.

Ha 124-my Tuxni B nonynsuii Extension Switch mokasuuku sipyconorigdoi
cynpecii (BIJI-1 PHK <50 w/mun) 6ynu Bucokumu ax y DTI (110/111 [99,1%]
cy6’exriB), Tak 1 B rpynax OLI (113/12] [93,4%]) npeaMeTh).

Ha 124-my Tuxri yactia oci6 i3 pisuem PHK BUI-1 =50 w/mn 6yna
noaibHOIO Ta HU3bKOK B KOxHIH rpyni (1/111 [0,9 %] cy®’exT y rpyni DTI T4
1/121 [0,8 %] cy6’ext y rpyni DTI rpyna OLI).

Hactka cy6’exri i3 CVF (nigreepaxeroro PHK BUI-1 y nnasmi kposi 2200
¢/mn) y nomynsutii Extension Switch 6yB Husbkum, nuie 1 (0,4%) cy6’exty
rpyni DTI (i »oaeu y rpyni OLI), y sikoro 6yna ninreepmxena PHK BUI-1 y
nnasmi kposi 2200 ¢/mn.

Ina pannomizosanoi rpymu CAB + RPV ananisz 124-ro THXHS
IpONEMOHCTPYBaB, 1o WoMicauHe CAB + RPV nponosxysano
HiATpHMYBaTH Bipycooriuny cynpecito 3 14 (4,9%; 95% Cl: 2.4, 7.5)
cyb’exTiB (6 NOAATKOBHX Michs aHanizy Ha 96-my THxHi), aki maroTe PHK
BIJI-1 y nnasmi kpoBi =50 c/Mn Ha 124-My TIXHI BiANOBIXHO JO ANropyT™MY
MOMEHTANBHOTO 3HIMKA.

Binewicts cy6’extiB (n=227 [80,2 %)) y panaoMizosauiii rpyni CAB + RPV
sanmanics npurdivedumu 3 PHK BIJI-1 <50 c/mn nig uac amanisy sHimkis
Ha 124-my TioKHI.

Yacrka nauienTis i3 CVF y pangomizosatiif rpyni CAB + RPV nia wac gasu
NPOAOBKEHHS NMiNTpUMYIO40T Tepanii 6yna Hu3skoo (n=5 [1,8 %)).




BucHOBKH 3 0e3neKH

BrcHOBKH IOA0 HACENEHHS KOMYTATOPA PO3LIHpEHHS

[Touyatok cxemu CAB LA RPV LA 3 DTl y nocnimxesti 201584 (ananis Ha
124-my THXKHI) He BKa3ye Ha Oynb-fki KOHKpeTHI npobnemu Geanexy,
noB’a3aHi 3 mponyckom nepiony OLIL. Onpun cy6’ext y xoxHil rpyni mas
nobiuni edexTH, 1O NPH3BENH A0 BUXOLY 3 HOCHiHKEHH.

3aranom Ge3nexa Ta NepeHOCHMICTB OYJIH CTIPHATIHBHMY Ak y Tpynax DTI,
Tak i B OLI Ta BignoBizanyu pesynpTaTaM nonepenix gocnimxerdsb. Hosux
nobiyuux edekTis, 10 BHKIHKAIOTh KIiHiUHe 3aHENOKOEHHS, He
CHoCTEPIiranocs.

[llono nobiuHux edekTis, 1o NpescTaBlnAOTL ocobnnBuii inTepec, e Gyno
KNiHi4YHO 3HAYYIIKX BinMinHocTedl Mixk rpynaMu DTI ta OLI, nos*asanux is
BILJIMBOM AOCHIIKYBAHOTO JIKyBaHH: HA NOAOBXKeHHs iHTepBany QT, peakuil
rinep4yTIHBOCT], HeHpOCHXiaTpU4HI NOA|T, cyZoMH, pabgomionis,
MaHKpPeaTHT Ta BIIJIHB HA KPEaTHHIH.

bineua yactota nodivHux edeKTiB po3nakis cHy, BKAOYaOYH NobiuHi
edexkTH po3naiiB cHY, NOR’A3aHi 3 NpHitoMOM Jikie, cnocTepiranaca B rpymi
OLI nopieusHO 3 rpynowo DTI.

JKoahux KIIHIYHO 3HAMYINMX BIAMIHHOCTEH y KIiHIYHHX 1abOPaTOPHHX
aHOMAJIIAX, K A1 XiMil, Tax i 419 reMaTosoril, Mix rpymamu Extension
Switch He cnoctepiranocs. He croctepiranocs KoQHHX KIiHIYHO 3HaYYLLHX
BIIMiHHOCTe#H Ai1s rpaJyiiOBaHKX aHOMANIH AN 6YAb-AKOro 3 HACTYNHUX
napametpis: ALT, AST, 6inipy6iu abo ninaza.

Honen nobiunuit edext, nobiuHmit edekT, NOB’ a3aHuil 3 NpHifOMOM JiKiB, 9H
CI14 He npH3BenH D0 NpHIMHEHHS MKy BaHHS npoTAroM nepiogy OLI ao
BBEACHHA LA.

He 6y1n0 nomiveHo xoaHux mogeneif kiinid#oro sanenoxkoenns mopo CITA,
ockinbki okpemi CILS sunnkanu B pisaux SOC ta PT ana ofox rpyn
aHanisy. Jopuux CIU He cioctepiranocs Ginbul HiX y ofHOro cy6’ekTa.

3aranom in’exnii CAB + RPV gobpe nepenocunuca B nonyyalii Extension




Switch. ISR Oynu momupeHuMH, SK IpaBHIIO, BL erkoi 4o GoMipHOT
IHTEHCHBHOCTI Ta KOpOTKOT TpHBanocTi. Bine y Micni in’exuil 6ye HaiibinbL .
nowupeHuM ISR, onnak [SR npu3sonnmm go Hebarathox BiaMin (<1%).

Y rpyni Extension Switch Population xoznex cy6’exr Hi B rpyni OLI, Hi B
DTI se BiANOBifaB KPHTEPIAM 3YNHHKH NMEYIHKH, BURBHAYEHHM IIPOTOKOINOM, i
He 6yno BussneHo xoaHoro sunaaxy DILL. Omun cy6’exr y xoxHiii rpyni
Extension Switch maB ALT >3xBMH.

He Gyno migreepmrenux peakiii rinepuytaupocti go CAB +RPVy
nonynauii Extension Switch. Onuu cy®’exr y rpyni DTI mae [P 2 crynens,
BK/IIOYarO4H HaOpsk oueit i ryD. BoHu He OyJIH moB’d3aHi 3 AOCNILKYBaHHM
IpenapaToM i He APH3BEAM 10 XKOAHHX 3MiH Y 3aCTOCYBaHHI AOC/iAXYBAHOTO

npenapary.

[Mpo BucHnanus nosigomasnocsa pinko (4 [4%] cy6’exru B pyni DTI T2

2 [2%] cy©’exty B rpyni OLI). Yci nobiuni edexry 3 Bucunom 6ynu 1 abo 2
CTYNEHs, Hecepiio3Hi Ta He NPU3BOIHAH A0 #OXHHUX 3MiH ¥ OCiIKYBAHOMY
npenapari. Oauna [TP 3i cBepOnsMOI0 BHCHIKOK (CTYMiHb 1),
3apeecTpoBaHui npoTsaroM nepicay OLI y rpyni OLI, BBaxkaBcs NoB’93aHuM
i3 JocnizyBaHUMH NpenapaTaMu.

Onub (<1%) cy0’excr y rpyni OLI mae AE 1 ctynens nporpecyiodoro
30inblueHHs par (8 kr), npo fxuii nopinoMnsmocd Ha 112-my THHI, 1110
Oyno OLIHEHO Ak NOB’A3aHE 3 JOCTIAXKYBaHUMH NpenapaTaMy Ta npH3Beao 10
BHIULFOYEHHS 3 JOCIIKEHHSL.

PaupomMizoBauuii Q4W CAB + RPV

3aranom noBrocTpokoBa be3nexa Ta nepeHocumicts CAB LA RPV LA
3ANMHIMANKCS CTIPHATIHBHMH NPOTATOM (a3H PO3LIUPEHHS MicAd NpHHaHMHI
124 THKHIB BIUIYBY.

Ha ¢pasi npojiosxeHHs He Gyno BUSBAEHO XOTHUX HOBHX TEHIEHUIH y cdepi
Oesnexu uu curuanie wopo [P aGo CITA.

Y paunomizosatiii rpyni CAB + RPV He cnocrepiranocs »oLHHX KIHIYHO
SHAUYLUHX TEHACHUIR y cepeAHiX/MeaiaHHUX 3MIHAX Bl MOYATKOBOTO DiBHA
migTpuMyrouol Tepanii (ness 1) 1o 124-ro THXHA 33 NapaMeTpaMH KIIHiuRoY




xiMiuHoi tabGoparopif.

Biucuoekn PK

Konuenrpauii CAB i RPV B nnasmi B rpynax Extension Switch OLI i DTI
Oynu NopiBHAHHMMH 3 panfoMizoBaHoo rpynoo CAB + RPV 3a
aHaNOTiYHHX MOMEHTIB 4acy JO i micns mowaTky iH’ekuii.

[eomerpuvei cepenni (5-i, 95-i npoueHTHNB) MiHiMAlBHI KOHLIEHTPAiT
CAB uepes 4 Twkni micna noyatkopux iH exuiil CAB + RPV 6ynu
noaiGuumu 3 abo 6e3 OLI (1,56 mxr/mn [0,551, 3,61] 3 OLI, 1,43 Mxr/mn
[0,403, 3,90] 6es OLD).

CepennboreoMmeTpuuHi (5-if, 95-# npoueHTHIbL) MiHiMaNbHi KOHUEHTpALIT
RPV uepes 4 THxHI Nichda noyaTtkoBuX i ekuiit CAB + RPV 6ynu
noaiGHumu 3 a6o Ges OLI (41,2 ur/Mn [17,9, 92,7] 3 OLIL, 48,9 ur/ma [17,7,
138] 6e3 OLI).

Konuenrtpauii CAB 1 RPV y anoHCbKHX cy0’€XTiB, siKi 06pany fmiKyBaHHS
DTI (n=8), Gynu noniGHAME 10 KOHUEHTpaUili y 3aranbhiii rpyni DTI y
nonynsauii Extension Switch.

Konuentpauii CAB i RPV ang cy6’ekTiB, y AKUX Ha NOYATKY AOCIIIKEHHA
GyJiH no3uTHBHI aHTHTINA fo renatuty C, Oynu noibHi 00 KOHUEHTpaLi y
cy6’ekriB, ki He GYJIH NO3WTHBHUMH [0 renatuty C, i skoieH i3 UMx
cyb’ekTiB He Bigmosinae kputepiam CVF Ha 124-My THXKHI.

IIin wac 12-micaunoro sisuty LTFU, nicng npununenus in’exuii CAB LA
RPV LA, CAB 6yno uasnero y 8/15 (53%) cy6’ekriB, a RPV 6yno
sussnedo y 15/15 (100%) cy6’exri (fki He OTPHMYBANH NEPOPAALHHH
RPV).

Bucoki 2-roauuni koruentpauii CAB i RPV uepes nifo3pioBaHi mOMHIKH
J03yBaHHA (BUHHKAIH nuile B paHAoMisoBariit rpyni CAB + RPV) 6ynu
HeuaCTHMH, BHIAAKOBUMH | He NPU3BOLMY A0 BipyCONOriYHOl HeBAaYl YH
nobiunux edexTis.

BicnoBKi moao BipycoJorii

CVF po 124-ro TixHA cnoctepirases piako B UBOMY Aocnimxensi (<2%),




BHHMKAIOYH Yy 5 mauieHTiB y pangomisosaniii rpyni CAB + RPV ta 5
cy6’exTiB y panpomizosaHiii rpyni CAR.

Yotupu CVF y panzomizosasiii rpyni CAB + RPV BunukIH nia yac gasu

obcanyrosysanHs; 3 3 4 cy6’exTiB Main MyTailii pesucrenTHocTi 10 RPV ta
INSTI, BuknuKaHi nikyBaHHAM. YerBepTuil cy0'eKT HIKOJH HE OTPUMYBaB

in'exiii i He maB MyTauiii pesuctentrocti. [T'sTuit CVF, sxuii crascsa nia
yac a3y po3LIMPEHHS, MaB MY Tallii CTIHKOCTI, BUKJIHKAHI JIKYBaHHSM.

4 CVF na CAR niz yac da3u niATPUMKH He Mai MyTalliil pe3sHCTEHTHOCTI.
bys nonarkosuii cy6’ext i3 CVF nia yac dasu poswmpenns, skuii 6ys y
rpyni CAR i nepeiitioB Ha CAB + RPV na 100-my trsxni (DTI), orpumasiuu
in’exuii Ha 100, 100a, 108 ta 112 tuxkui. Bisut Ha 112-My THXKHI 3yCTpiB
SVF, uto 6yno niarsepkeHo. Ha 112-my THxkHi He Oy10 BUSBACHO MyTallii
pesuctenTHocTi n0 INSTI abo NNRTIL.
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