Clinical Trial Report - 28
Study ID-201738

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

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

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

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

A Phase IIb/III Double Blind Safety and Efficacy Study of Injectable Cabotegravir Compared to
Daily Oral Tenofovir Disoproxil Fumarate/Emtricitabine (TDE/FTC), For Pre-Exposure
Prophylaxis in HIV-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 (ILA) (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
TDF/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 received 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 TDF/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.

e 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?, 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
182416112

CAB LA 200 mgfmL 162399211




Injectable suspension

172405016
172406339
182408708
182409426
182409428
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
V160181
V160381
V160581
V170281
V170481
V171281
V1713B1
V1718B1




V180381
V1804B1
5521603
6133703
6333304
VCCS |
VSSC |
Placebo to match Oral Placebe to match Oral TDF/FTC V160281
TDF/FTC tablet tablet V1604B1
V160681
V160981
V1707B1
V1710B1
V1716B1
V1717B1
V1801B1
V180281

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:

» Efficacy endpoint: Number of documented incident HIV infections in Steps 1 and 2
Secondary:

¢ Number of documented incident HIV infections in Step 2

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




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

» 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)

¢ 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:

e 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, including when participants moved tc open-label

TDF/FTC (Step 3) early.

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

Injection (Step 2) Efficacy » The mITT 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 All 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. Ali

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

o 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 hormonal therapy)

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

o 10% Africa (20 participants)

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

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

» Enroliment 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 cach
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




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

Participant Demographics (Randomized Population)

Demographic Characteristic (Ngé\ZBBS) {l\?gzgf)
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)
25-34 940 (41) 931 (41)
35—44 285 (12) 313 (14)
45-54 103 {5) 109 (5)
55 - 60 19 (<1) 17 (<1)
>0 5 (<1) 2(<1)
<30 years 1572 (69) 1510 (66)
>30 years 711 (31) 777 (34)
Cohort, n (%)
M3SM 2014 (88) 1982 (87)
TGWa 266 (12) 304 (13)
Prefer not to answer 3 (1) 1{<1)
Race, n (%)
White 618 (27) 649 (28)
American Indian or Alaska Native? 616 (27) 600 {26)
Black or African-American 565 (25) 569 (25)
Asian _ 417 (18) 406 (18)
Mixed race 49 (2) 54 (2)
Native Hawaiian or Other Pacific 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 (69)
BMI (ka/m?)
n 2277 2283
Mean (SD) 25.48 (5.594} 25.38 (5.400)
Median 24.40 24.50
Minimum 14.7 14.3
Maximum 91.0 67.4
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, fransgender 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 indicating 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% Cly p-value inferiority
p-value
miITT Population (Steps 1 and 2
n 2280 2281 | | | |
Cox regression ‘
o ?gzt?:in 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- |
vears [PY]) 0.40 1.22
95% CI for incidence rate® (per
100 PY) 0.22,0.69 | 0.87, 1.67
Infection Step 2 Efficacy Population (On Blinded Study Product)
n 2109 2069
Number of participants infected 4 24 0.164¢ 0.0008
(0.06, 0.47) '
Person-years 2459 2445
Incidence rate (per 100 PY) 0.16 0.98
95% Cl for incidence rate© (per
100 PY) 0.04,042 | 063,146
Notes;

Hazard rafio <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 model stratified by region.

b.  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.

¢. The 85% 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)
' ChB TDE/FIC
Subgzoup Events/PY (IRY}  Evente/FY (IRY)  ER {558 CT)
Overall 13/3211 (0.40%) 39/319% (1.22%) 0.33 (0.18, 0.61)
hga
<30 1172110 (0.52%) 33/1967 (1.66%) 0.32 (0.1, 0.63)
»= A0 271101 {0.18%) 671286 (0.50%) 0,39 ¢0.08, 1.84)
Gender
™oH 27371 (0.54%) 4389 (1.80%) 0.34 (0.08, 1.56)
MM 11/2637 {0.39%) 3272803 {1.14%) 0.35 (0.18, 0.68)
Race (U5)
Black/African Azerican 4/691 (0.58X) 16/703 (2.28%) 0.28 (9.09, 0.76)
Kon-biack 07836 (0.00%) 47801 (0.50%) 0.1t {0.00, 2,80}
Ethnicity
Higpanic 671195 (0.50%) 14/1183 (1.18%) 0,45 ¢0.17, 1.15}
Non-Bispanie /2016 (0,35%) 2572009 (L.24X) 0,28 (0.12, D.65}
Region
us 471528 (0.26%) 2001504 (1.33%)  0.2% {0.07, 0.560)
Latin hmerica 6/1021 (0.59%) 1171011 (1.09%) 0,56 (0.21, 1.51}
Asia 27570 14.35%) 67581 (1.03X) 0.39 (0.08, 1,82)
Africa 1/93 {1.08Y) 2197 {2.07%) €.563 (0.06, 6.50)
¥ Sex Partner
<& gedian /1773 (0.34%) 12/1766 {0.693) 0,52 (0.19, 1.36)
> zedian 571097 (0.46X) 1871048 {1.72X) 0.28 (0,11, 0,75)
¥ Condozless anal sex
<z zedian 671018 ([0.58%) 97988 (0.91%) 0.66 (0.24, 1.88)
> median £/7861 (0.58%) 15,799 (1.38X) 0.33.¢0,12, 0.90)
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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
Ul test of the interaction term in a Cox proportional hazards model with treatment arm, subgroup and their interaction.
# Sex Partner = Includes 4119 (90%) participants with a response at baseline ta number of male and/for transgender female
sex pariners in the past month; 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 fimes of receptive 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 (D 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 5 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 - Plasma CAB (ug/mL)
Blinded D Injections to HlV-jf diagnogis HIV+ Visit Week 9 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 Injections
(CAB Seroconversion Population, D Group)
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Note: Solid dot e indicates observed CAB concentration, Open circle o indicates time to the first HIV positive visit identified
based on pre-planned HIV testing. Plus sign + indicates time to the first site HIV positive visit based on testing performed at the
study site. Vertical dotted line indicates time of last injection. Horizontal reference lines: Short dash 0.166pg/mL= in vitro PA-
IC80. Long dash 0.65 pg/mL=predicted 5th percentile for Q8W administration (~4x PA-IC90). Solid line 1.35ug/mi=observed

geometric mean plasma concentration for 10mg daily oral dosing (~8x PA-IC90), 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 o
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, 38, 20 from Asia, Latin America, and 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 225 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 Overail
Visit {N=117) {N=53) {N=170)
'Sl o | PlasmaCAB | T PlasmaCAB . Plasma CAB
(ngimL) (ugimL) (p1g/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
I 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
‘(N;Z"ng rietion 82 | 165208 | 32 | (722853 | 114 | 173 210
P : (54) (57) (55)

Geometric mean [95% Cl] {CVh%)

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)
0 Plasma CAB n Plasma CAB
(ug/mL) (ng/mL)
Week 9 1.80 2.29
(predose Injection 2) 19 [1.15, 2.83] 18 [1.66, 3.14]
(After initiation injection) {119) (71)
2.11 1.84
Week 25
. 15 [1.36, 3.28] 17 [1.50, 2.26]
(predose Injection 4) (94) (42)
242 1.83
Week 57
(p?eedose Injection 8) 15 [1.85,3.17] 17 [1.38, 2.43]
{51) (60)

Geometric mean [25% Cl} (Cvb%)

Summary of Plasma CAB Concentrations at Select Visits following CAB LA in Participants
<25 years and 225 years old (CAB Longitudinal PK Population, n=170)

Age <25 years? Age > 25 years®
Visit {N=81) (N=89)
0 Plasma CAB n Plasma CAB
(ngimL) (ng/mL)
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
: pf;ose rjection ) 53 [1.92, 2.37] 61 [1.49, 2.02]
(40) (65)

Geometric mean [95% Cl] (CVb%)

a. Median (range) 21 (18 to 24) years
b. Median (range) 29 (25 to 60) years




TDF/ETC Pharmacokinetics

As of the May 2020 DSMB, there were 39 incident infections in participants randomized to
TDF/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
participants 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 TDF/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

%:::Ls ; nf TFV nf TFV-DP nf TFV n/ TFV-DP

Week) imputeds | (ng/mL) | imputeds | (fmolfpunch) | imputeds | (ng/mL) | imputedc | (fmol/punch)
048 0.55
0.22, 355 [0.26, 84.9

Overall 38030 | 1.06] | 30M7 | [23.2,543] | 3928 | 145 | 3810 | [54.2,133]
(NQ - (NQ - 1663) (NQ- (NQ- 1661)
375) 259)

7 5/0 (g‘.f.g)“ 110 (1663) 410 (‘;15% 20 | (1315 1661)
sdto<7 | 20 (25101) NA - 410 52591) 10 715
>210 <4 NA NA 110 2.9 200 (385~ 425)

@ 31130 (E%' 217 | (NQ-263) | 30/28 (T%' 310 | (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 NQ in in-

text table.

a. TFV adherence categories: =35.5 ng/mL: 7 dosesiwesk; 24.2 to <35.5 ng/mL: 24 to <7 dosesfweek; 22.5 to <4.2
ng/mL:>2 to <4 dosesiweek; > 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 fmal/ipunch: >4 to <7 dosesiweek; =350
to <700 fmol/punch: =2 to <4 doses/week; = NQ to <350 fmol/punch: <2 doses/week; Not Quantifiable (NQ}:
<31.25 fmolfpunch for TFV-DP (except 2 cases where NQ <62.5 fmol/punch), NQ FTC-DP: 0.125 fmolfpunch.

¢. nfimputed: indicates the total number of samples (n) and the number of samples with NQ results {imputed). NQ values
were impuled to %2 LLOQ (TFV: 0.2ngfmL, TFV-DP; 15.63 fmol/punch} for stafistical summaries and are shown as NQ in 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; D5, 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 NRTI resistance mutations.
INRTI 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 TDF/FTC
(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)a
Any Grade 2 to 5 AEs 2115 (93) 2107 (92)
Drug-related Grade 2 to 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)2
Drug-related ISR Grade 2 to 5 AEs? 1009 (48)2 121 (6)
Any Grade 3 to 5 AEs 745 (33) 754 (33)
Drug-related Grade 3 to 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 3 to 5 ISR AEs? 54 (3)2 0
Drug-related ISR Grade 3 to 5 AEs? 54 (3) 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) B (<1)
Drug-related fatal SAEs 0 1(<1)?

NOTE: One additicnal death occurred during Step 3 (stab wound in the TDF/FTC group).

a. Nin this category is the number of participants who received at least 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.




Primary Analysis of Grade 2 or Higher Adverse Events (Clinical and Laboratory

1 and 2 OBSP (Safety Population)

Abnormalities) that Occurred in at Least 5% Participants in Either Treatment Group - Steps

CAB TDFFTC
(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)

Blocd creatinine increased 376 (16) 424 (19)

Nasopharyngitis 294 (13) 271 (12)

Lipase increased 248 (11) 259 (11)

Anal chlamydia infection 239 (10) 256 (11)
Headache 202 (9) 193 (8)
Blood glucose increased 198 (9) 121 (5)
Proctitis gonococeal 192 (8) 213 (9)
Aspartate aminotransferase 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 85 (4) 102 (4)
Blood phosphorus decreased 88 (4) 108 (5)
Blood bilirubin increased 86 (4) 107 (5)

Nole: 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 [SRs. 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 1 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 § 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
TDE/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 AESIs occurring in >1% participants were Sleep Disorder AESIs (CAB
group: 10% and TDE/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 AEST 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)

Effteacy

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 TDF/ETC 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
(T'GW, age <30 years, and US African-American MSM and TGW), was consistent with the
overal] 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 TDEF/FTC group.




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.

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; TDF/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 | 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 INSTI 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)

Lo G

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
Vi1V Healthcare

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




3siT npo kninivHe BunpodyBanus - 28
Bunpo6ysanus ID-201738

1. Hazra nikapcekoro 2acoby (3a HasBHOCTI - Homep
PEECTpaNiiiHOTQ MOCRINeH )

ATIPETIO]I, cycniensis ans in'exuiit npononrosaHor aii, 200 mr/m

2. 3agBHHK

BiiB Xenckep FOK Jlimiten

3. BEpoOHHK

Brpo6HnnTEo Heposdacoanoro npoayKTy, nepEUNHE T2 RTOPUHHE IAKYBAHHS, KOHTPOJIb SIKOCTI
rOTOBOI'0 HPOAYKTY, BAIYCK cepii

[maxco Onepeiimnac FOK Jlimites, mo Bexe misnsuicts sx Inakco BemikoM Onepetiunc / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyx, Baprapn Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT, Bemuka bpuranis

Crepruizanin (ramma-onpominenas A®I Ta roroporo NpPOLYKTY)

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

Souinr Innactpiens, Arerto e i’Ecnepanc, Disopyc, 6220 / Zoning Industriel, Avenue de I’Espérance
Fleurus, 6220

Beneris

4. [Ipoeeneni nocmimikenms:

v Tak Hi, KO Hi, o6IpyHTYiiTE

1) Tun nikaperkoro 3aco6y, 3a KM npoeoaMnacs aGo
[aHyETECA PEECTPAIti

Ulixapeskuit 3aci6 3a MOBHAM ZOCHE (aBTOHOMHE JOCHE), THIIHI niKapcekHi 3acif, HOBa Kiroua peyoBHHA.

5. [loBHa Ha3Ba KIIHIYHOrO BUNPOOYBAHHA, KOROBAHMIL HOMEp
IJTiIHIYHOrO BHIpOOyBaHHs

lonsifiee cnine nocimkerHs Gesnexy Ta edekTHBHOCTI iH'€KNIHHOrO kaboTerpasipy mOpiBHAHO 3
LLO/ICHHUM NIEpOpaTbHAM npHitoMoM TeHodoripy ausonpoxcuy gymapaty/emtprrmraGiny (TDEF/F TC)
JULT IOKOHTAKTHOI npodinakruxu y BUT-iHikoBaHMX HC-reHAepHIX Y0NOBIKiB Ta TPaHCTeHIEPHHX
PKIHOK, SIKi MaIOTE CeKC 3 omoBikaMu, dasa [Ib/IIL, nocmimxerns 201738

6. Daza KIiHIYHOrO BHIIPOOYBaHHA

Daza 2b/3

7. Ilepion xmiHiYHOrO BHIPOOYBAHHA

3 [19 rpyana 2016] — [14 tpagus 2020]

8. Kpailu, B AKIX TIPOBONMNOCA KIIHIYHE BUNIPOOYBaHHS

CLLA, ITepy, bpaznnis, Aprenruna, Tainanpy, B'ernam i [Tisnenna Agpuxa

9. Kinekicth BocmipKyBammx

aragoeado: 5000

Maxtirano: 4570

10. Mera Ta BTOpHHHI Lini KTiHIYHOTO BUNPOGYRAHHS

OcHoBHA

* ITlopisusru pisens 3axsoproparocti Ha BUI cepent yuacHuKiB, paszoMisosasmx Ha [epopanLHMit

kaborerpasip ( CAB)/ka6oterpasip Tpusaioi nii (CAB) (1iepopaneHo Ta iH'ekLiitHO) Ta
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, .. --TepopansHuii TeHoGORIpY HusonpokeHy:diymapar/emrpururabin (TDF/FTC) (Eranu 1-1a 2).

TopipaaTu 6esnexy nepopansuux CAB/CAB LA ta nepopansiux TDF/FTC (kpoku 1 Ta 2).

Bropumumni:

Ilopisuaru pisens 3axBopioaHocTi Ha BUI-indekuito cepen yuacHHKiB, ki oTpHMyBany iH'ekuil
CAB LA Ta nepopansuuit npuiiom TDF/FTC Ha erani 2 (KoxeH eTan okpeMo T4 BCi €TaIlH B
CYKYITHOCTI).

ITopieuaTu pirers 3axpoptosanocti Ha BUI cepen yuacHukie, aki otpumysany in'eknii CAB LA
Ta nepopanbiui npuitoM TDE/FTC (kpoku 1, 2 Ta 3 pazom).

opisusru pisens 3axsoprosadocTi Ha BLJI cepen yuachukis, axi otpumyeanu in'exuii CAB LA
Ta nepopaibiui npaitom TDF/FTC (rineku Kpox 3, onicoswit).

Ouinutyt 3MiHy pusHKy iadikysarns BIJI Mix ctpareriasmu CAB Ta nepopanstoi tepamnii (Upyna
nocmimkenHsa A ta I'pyna nocnimxenns B) y Mipy nepexony ydacuuxis Big Etany 2 no Erany 3.

[TopirHATH piBeHD 3axBopiosadocTi Ha BIJI-indexriiro cepen miarpyn y4acHuKiB, SKi OTPHMYBaIH
nepopansauit CAB/CAB LA Ta nepopanshuii TDF/FTC, 3a perioHoM, BIKOM, pacoio, eTHIYHOIO
NpHHAIENHICTIO, 6a30BHM PH3HKOM Ta TCHAEPHOIO 1IEHTHYHICTIO.

UopisHary 3minm GyHKIIT HIPOK, NEYiHKH Ta MiHEpaJIbHOI IUIBHOCTI KicTKoBOI Tkauuuy ( BMD)
cepell y4acHHKIB, ki npuitMany nepopansio CAB/CAB LA nopiBHAHO 3 epopanbHUME
TDF/FTC.

OuinnTy Ta MOPIBHATH PiBeHs MEMMKAMERTO3HOI pesucTenTHOCTI BIJT cepepl yuacHHKiIB, sKi
ualynu BUI-iHdeknito nix yac AOCHimken s, cepel YUacHUKIB, AKi OTpUMYBAIH NEPOPATEH]
CAB/CAB LA, Ta yJacHukiB, siki oTpumMyBanu nepopansii TDF/FTC.

o6 mopisHsTH npuiinaThicTs i nepesard g CAB LA npotd nepopanssoro TDF/FTC.

ITopiBHATH 3MiHM Bard, apTepialBHOTO THCKY, ITyJbCY, PIBHA MIFOKO3M HATIIE Ta JiMiAiB HATIIE
cepell yYacHuKiB, AKi npuitvanu nepopansauiit CAB/CAB LA Tta nepopansunii TDF/FTC.

11. Muzaiid kniHivHOTO BUIpoOyBaHHA

Lle Gys0 GaraToneHTpoBe, noABiiiHe chine, pargoMisoane (1: 1), konrponsosane gocnimxenns 2b/3 dasu
a ygacTio BII-indikosasux HHCTeHACPHHUX YOIOBIKIB 1 TpaHCTeHAEPHHUX JKIHOK, fAKi IPAKTHKYIOTE CEKC i3
vonoBikaMa (MSM 1 TGW), 3 KOHTpONIeM HENMOBHOIIHHOCTI.

Qepes HecroAiBaHO PO3MOALTEH] TEPMIHH NIOYATKY TOCHiIKEHH Ha calTaX-yYaCHULIAX, 3AranbHuit TepMiH
[1OCITKEHHS, 32 IPOTHO3aMH, CTAHORMTHUME 7,5 POKIB, 3@ BiCYTHOCTI JOCTPOKOBOTO IPAITHHEHH.

/Ina koxkHOro yyacHuka 6yno oTpHMAaHO iHOpMOBaHY 3rofy Hepest OYATKOM BYb-AKUX IPOUEyp
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MOCIT HKEHHS, BRIIOHAIOTH Gy Ab-AKI- CKPUHIHFOBL OLiHKM.~ FIpouey pi CKPUHIHFY MOTIH IIPOBOJUTHCS

npotarom 1 abo Ginbie Bi3HTiB. 3apaXyBaHHS HOBHHHO BigOyTHCSA NPOTATOM 45 JHIB 3 MOMEHTY 3a60py
BpasKik (32 BUHATKOM BU3HA4eHHH BipycHOro HasauTaxeHHs BLJI, sxe nmoeunno 6yt 3iGpano Ta
OTPUMAHO NPOTArOM 14 IHIB 3 MOMEHTY 3apaxXyBaHHs) AT IPOBEASHHS KIiHIYHOT Ta mabopaTopuol
OLLiHKH Ta NpOLIEIYp.

Binnosimni ysacHuku 6ynu pannioMizosani 1: 1 B | 3 2 rpyn i npoxomuis HacTynHi eTarmy (akTHBHI
TperapaTH BHIIEH] KUPHUM MPHAGTOM):

ETano 1:

['pyna rocmimkeHHa A - mofieH i nepopanshuit npuitom CAB (Tabnetku mo 30 Mr) Ta nepopansHoro
nnane6o TDF/FTC npotarom 5 Tixuis*

*IpumiTtka: Bpaxyparu Oynb-fKi 32aTPUMKH 3 IOBEPHEHHAM PE3YIBTATIB TECTYBAHHS 4-T'0 THOKHA.

['pyna nocmijpxenns B - moaeHENIE nepopansuuii npuitom TDF/FTC (300 mMr/200 Mr koM6inoBanux
TabneTok 3 GikcOBaHOIO KOHLEHTPALIEI0) TA NepopansHyi puitoM miaue6o CAB nporarom S TwxHiB

Vuachuk, axuit indixysasca BIJI min gac Eramy | gocni/DKeHHA, HAa3aB:H IPHUIIMHMB TPHHOM
OCTTIIXYBaHOTO IIperiapary, OyB BUKITIOYEHHMH 3 JOCIIKEHHS Ta HAIIPABJICHMI [l OTPUMAaHHS
monoMord y 38's3ky 3 BIJI-indexiieto.

ETanm 2:

[pyna pocnimxenns A - CAB LA (600 mr y Burisai oqHOpa30Bo1 BHTpimHEOM 1308071 [IM] in'eknii y 2
TOYKaX 3 IHTEPBANIOM Yy 4 THKHI Ta KOXHi 8 TH3xHIB Micis LBOro) Ta IMOoAeHHHI epOpansHUil npuiioM
mnane6o TDF/FTC no 153-ro Tikas.

["pyna pocnimienns B — monensuit nepopansuuii npuiiom TDF/FTC (kom6inopai TabneTky 3
(ixcopanoro nosoi0 300/200 mr) Ta (IM) mnane6o y ABa MOMEHTH Yacy 3 IHTEPBANIOM Y 4 TIDKHI T KOXKHI
8 TI>KHIB HicnA nporo (ineHrudHMit 06'eM, 110 # aKTHBHHI iH'eknitiHI nponykr y rpymi A) go 153-ro
THKHS

[VuacHukwy, axi ingikysamucs BIJI nix qac 2-ro etany ZocnimKeHHs, HA3aBXIH IPUITMHIIH IPHEOM
TOCITiKYBAHOTO Npenapaty, Oyu HanpaeieHi Ha HeraiiHe [pH3HAYEHHs CYNPECHBHOT aHTHPETPOBIpYCHOL
repatiii ( ART) i cnocTepiranucs 3 MOKBapTaIBHEMU iHTEPBATIAME NPOTANOM 52 THSKHIB ITiCN OCTAHHBOT
in'eK1il 10 BeTaHOBMEHHA NiarHo3y BUI-indexuii 3 MeToro nepesipky mapamerpis GesmexH, a Takox

kinbkocti CD4-wiiThe i BipycHoro raBantaxests BUI-indexuil. Uepes 52 Tiskni BoHH Gynu BuBeneHi 3
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Etan 3: OGunsi rpynu nocnimxenns: Binkpute monenue nepopaishe 3acrocysanHs TDF/FTC 6yno
BanPOIIONOBaHo Ha 153-My TiwkHi (ocTaHHii feHp Eramy 2)/nens 0 (neprumii geus Eramy 3) i Tpusano
[pOTACOM 48 THKHIB.

[IpumiTka: KoxuoMy yMacHUKY, kit OTPHMAB HpHHAMMHI OHHY IH'€KLI{I0 | NPUMHMHUB ix'ekii Ko 153-ro
TIDKHS, OYJI0 3aIPONOHOBaHO BixkpuTy eTHKerky TDF/FTC IpOTATOM 48 TIXKHIB 33 YMOBHM BiICYTHOCTI
KI{HIYHKX TIPOTHITOKa3aHp. [ ineit poro 3BiTY 1€l eTar BU3HAYaeTECH 1k Panmil etan 3.

Bci ygachuku 6ynu nepesesieni 4o MicueBuX IOCIYT 3 npodinakruxn BIJI, Brmouatoun nocayru 3 PrEP,
AKIIO TaKi 6yi1d NOCTYHI, HanpuKiHIi iXHBOT yuacTi B mocimKerHi, 260 TKIO BOHH nepeilum Ha
wopivHi Bi3uTH B paMkax Erany 1 a6o Etamy 2, 260 sixuio Ha PO3CYI( iKaps NePBHHHOT MEIHIHOT
lONIOMOrH BOHH nepekiunmi jo Kpoky 3, nepeGysarowu B nociimuxenHi, ane se B TDF/FTC, mo HaxaoTses
B paMKax jociimpxenHs. Ie nocnimxenHs tpusae Ha dasi BiJIKPUTOTO PO3LIMPEHHS.

12. OcrorHi kpUTepil BITIOYEHHS

OcHoBHUMM. KpHTEPiIMH BKIIOUeHHs 6yan MSM ta TGW, axi matoTs BucOXu pusnk indikysanns BIJI
CTATeBUM IILLIXOM, BiKOM Bif{ 18 pokiB. Vuacuuxu noBwHEI MaTh 106pHit cTan 3[I0POB's, PO IO
CBifuAaTh: HepeaKTHRHI/HEraTHBHI pe3ybTaTH TecTy Ha BUL, remMornioGin >11 r/70, aGCONIOTHA KiTBKICTE
HeifTpopinis >750 wnitua/MM3, kinmskicTs TpoMGormTia =100 000/Mm3, pospaxyHKOBHIi KITipeHc
KpeaTuHiHy 260 MI/xB, piBeHb anadiHaMiHoTpanchepasy <2 pasu BULIE BepxHboi Mexxi Hopmu ( ULN),
piBeHb 3araLHOTO Binipy6iy <2.y 5 pasis pume ULN, ananis Ha anTuTia J0 renatuty C, HEraTHBHHAMN
PE3Y/ILTAT HA TOBEPXHEBHMI aHTHIeH Bipycy renatuty B (HBsAg), sincyThicTs n1abopaTOPHHX BiTXHICHE
3-ro crynens abo Buie 3a GyIb-s1kuMH Ta6OPATOPHHMHM TECTAMH, OTPHMAHHMH ITiJ] YaC CKPHHIHTY.

13. Nocnimicysanuit nikapcekuit 3aci6, crnoci6 3acTocysanns,
cHa mii

focnifpkysannit npenapar PopMa BHRYCKY Ta CNocib 3acTocyBatHA Homepu cepiit aocninkysasore npenapary

CAB pns nepepansHoro Npuitomy Tabnetin no 30 mr 152394828
Bing nepopanetoro npuomy 162396551
162401102
172401847
172401848
182407622
182410366
192416112

CAB LA 200 mrfmn 162399211
In'exuiiina cycnenaia

172405016
172406339
182408708
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182409428 -
182411866
182412072
102412972
192413638
192413788
192414030
192414382
192414385
172405015
192413267
192413788
202418025

14. Tlpenapat nopiBHAHHA, 034, CHOCi0 3acToCYBaHHd, CHIA

HAocnimxysanni npenapar

Qopma BunycKy 1a cnocib 3acToCyBaHHA

Homeput cepiit gocnimiysatoro npenapary

il

Nnayebo, wo signosigae
tgbnetopaHoMy CAB ana
NepopantHoro Npuiomy

Mnauebo, Wwo signosiface TabnetosaHomy
CAB ana nepopansHoro npuiiomy

172402358
182412417

Mnauebo CAB, cycnensin gna
iH'eKuii

IHTpaninigHa 20% x1posa emynbeia

He 3actocosyeTees

TOF/FTC NepopankHo

Tabnerka TDF 300 mifFTC 200 mr
Mepopantio

H395963
H415879
H442639
V1601B1
V160381
V160581
V170281
V{704B1
V171281
V171381
V171881
V1803B1
V180481
5521603
6133703
6333304
VCCS

VSSC

Mnayebo, we signosinae
Tafnerosanomy TDF/FTC ana
MepopansHora NpuiomMy

Mnayebo, wo sinnosinae TabnetosaHomy
TDFFTC ana nepopanbHoero npuiomy

V160281
V1604B1
V160681
V160981
V1707B1
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15. CynyTrsa Teparis

Ilossoneni npenaparyu: Indopmauis npo 3aGopoueHi Ta 3acTepexHi cymyTHi npenaparx Syna
npeznctasieHa B [locibHuky 3 SSP.

[Yei cynyTai nika/npenapaty (penentypri Ta Ge3penienTypHi), BKIIIOYaI0UH ANbTePHATHBHI/ IOJATKOBI
ptitat/npenapat (HanpuKIal, TpaBH, BiTaMiKH TOLO), ki npuiiManucs npotarom 30 guis fo peecTpanii ta
B OyIb-AKHi 4ac MiCNA MBOrO ITiJ] ¥ac Y4acTi B JOCHIMKEHHI, PEECTPYBAIHCS B KAPTi yYacHHKa
nocnipienHs Tay opmax 38iTy npo Buranok gocnimkenns (CRF). Jlani npo BxuBaHHA ankoromo ta
pexpealiifupX abo BYTHYHMX HAPKOTHKIB, PO AKi YYaCHUKM MOBIAOMIAIH il 4aC MOCIIIKEHH,
3OHpaNHCA 3a A0NIOMOroi0 KOMIT'IoTepHOro camoonutysanus (CASI) Ta sxmouanucs go 6a3H JaHUX
NOCIiKEHHS.

16. Kpurepii onisku edexrusHOCTI

[lepBumei:

* Kinuesa Touka edextupnocti: Kinskicts 3agokymentobanux sunankis BUI-indexuii Ha eranax 1
Ta2

BropuHhi:

o KinbKkicTb 3an0KyMeHTOBaHHX Bunaakis BUI-indexuii na erami 2

» Kimkicrs 3sanokymenToranux punagkis BUI-indexuil Ha eramax [, 2, ta 3

KinbkicTs 3aokymenrosauux sunaakis BIJI-iudekuii Ha erani 3

e KinskicTs 3an0kymenTobanux Bunankis BUT-ingekuii Ha etanax 2 ta 3

¢ DyHKUiT HUPOK 33 MOKa3HHKAMI: 3MiHM Bifl MOYaTKOBOrO PiBHA KpeaTHHiHy Ta KIlipeHCy
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DyHKULA TETIHKM 32 MOKASHHKAMM: 3MIHH [TOPIBHAHO 3 BHXINHEM pieHeM Ta TIP neuinku 3 abo 4
cTynens (1aboparopHa oIliHka ananinamiHoTpaHcdepasu [ALT], acnapraraminoTpancdepazu
[AST], 3aranpHoro 6inipy6iny [Tbili], kxpeatundocdokinasu [CPK] abo xniniuna oninka
JKOBTAHHLI/TTHPO3Y MEYilKH)

MinepaneHa IIiMBHICTE KiICTKOBOT TkaHHHM (miarpyna aexcackady [DXA]), sumipsna 3a
IOOMOT0I0: 3MIHH Z-paxyHKy NOPIBHAHO 3 6azoBuM piBHeM Ta kputepiamMu DXA 1 ocreonenii
Ta OCTEOIIOpPO3Y

MyTauif pe3ucTEeHTHOCTI 1O IOCII/DKYBAaHHEX IIPenapaTis (BKIHOYaioun, ane He 0OMEKyIOUHCE
K65R, M184V/L, Q148R) cepej cepokoHBepTOpIB

OIHKH 32 KAl NPHHHATHOCTI

Bara, aptepianbHuif THCK, IIy/IsC, PiBeHb TMIOKO3M TA JILTINIB HATIIECEpIE

17. Kputepii oiiHKH Oe3rneku

[lepeanHi:

Kinnesa toyxa 6esnexu: Kiminigni ta naboparopni HeGaxaHi apuina 2 crynens abo Bume

18. CTaTucTHYHI MeTOOH

[Tnagyeanocs, mwo poaMip BHGIpkH craHoBuTHME 5000 yUacHHKIB, 06 MPOIEMOHCTPYBATH BiICYTHICTS
HETIOBHOIIHHOCTI 151 IIEPBHHHOT KiHLEBOT TOUKH.

[Tomymnanii nfs aHanisy nepepaxoBaHi HIBKYE,

Tlonyasuis ' Brznatenna / Kpurepit

e  Bci yyachuku Gy pannoMiaosani, 32 BUHATKOM THX, XTO BYB BKTIOYEHMIA
¥ BOCTIIKEHHS] HEHANIEKHUM UMHOM.

miTT

» [onynsuis [TT, 3a BuHATKOM THX, Y Koro 6yno susisneHo BIM-indekuin
Mg Yac paHgomisawlii.

Mepion aHaniay: [laHi nepBUHHOMO aHarliay BKMOYaNM Yac JOCTKEHHS A0
3aBepLUeHHs ¢hasu crlinoro iH'eKLiiHOro cRocTepekerHs (ToGTo 153-i
TKIeHb abo nepexin Ao Etany 3 aocnimkenHs, abo kikeup crinoi tasu
FOCNiIKeHHs, 3aNeXHO Big Toro, Lo Bifbynocs patiwe).

3rinHo 3 npuHuunom ITT, nogii, nos'A3aHi 3 MIGACKKMM YacoM i KIHLEBOIO
TOYKOIO, BKITIOYANKMCS B MEPBUHHIANA aHANT3 HE3ANSKHO Big TOTC, YN
NPOJIOBXKYBANM YYaCHUKU NPUAMATK CinKiA AOCIMKYRaHWA penapar, B TOMY
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e [lonynauia miTT He BKNOYaE BCIX YYACHUKIB 3 NOPYLUIEHHAMN NPOTOKONY,
AKi 6y By3HaH] TakvMK, LLO BUKIIOYAIOTHCS 3 NONYNALi 33 NPOTOKONOM.

IH'ekuis ( ETan 2) Ediextusna
nonynALis

e [lonynauia mITT, aka oTpuMana npuHaitMHi ogHy iv'ekujilo | Gyna
HeiHdhikoBaHa Ha MOMEHT nepuuof iK'ekujl.

Mepiop aHanisy: Yac cnocTepexxeHHs BKYAB Yac JOCTMHKEHHS NEPBIHHOTO
aHanisy 3 MOMEHTY nepuuoi iH'exuil fo 3arepweHHs dazu cninux iH'exuii
CNOCTEPEXEHHS BOCNILKEHHA.

Eran 3 Monynaujs

Yei ydachuku miTT, sk He Gynu iHdikoeaHi Ha nodatky Etany 3 (10610, Ha
Tuxni 153/nepexig Ao ETany 3 B pamkax BCbOro JOCHIKEHHS).

besneyxa nonynayia (nepeuHHui
aHania)

Bei ywacHuxy ITT, sk otpumysanm 6yas-aki nepopansti a6o iH'eKLiiHi
npenapary. MosinomMnAnRocs npo Bei nogfll 3 Geaneky, WO BUHUKENM Nig Yac
JIOCNIAKEHHRA.

Etan 1 skniouas yei P, wo BuHukm Ao faty nepiuo iH'ekuii abo yepes 120
[AHiB Nicna paHAOMi3aLli, 3aNeXHO Bif TOFO, WO CTaNOCA paHiLue.

IH'ekuii { ETan 2) Beaneka
nonynauji

Bei yuacHuyu rpyni Geanexy, ki oTpyMany NpUHaRMHI OfRY iH'exuit.

beanexa 2-ro eTany skmouana sci MNP, wo BuHWKIK B AaTH NEpLOT iH'ekLTT
A0 48 TwxnHiB nicns ocTarHBOT iH'eKYJT.

[To3A0BXHA KOHLEHTPALLiS
nonynsfi PK CAB

Mosposxnsa ouinka PK CAB B rpyni CAB 6yna nposeaeHa npubnnato y 200
yuacHu«is, Aki oTpumysanu el iH'ekyii 20 57-ro THXHS, BiaibpaHuX 3a TakuM
perioHansHuM po3noginom

e 5% aMepuKarCbkKX Y4aCcHHUKIB 3 Akux Headpoamepukani (10
yyacHukis)

* 5% amMepuKaHCHKMX Y4aCHUKIB 3 AKUX adhpoamepukaHchki (10
YHaCHHUKIB)

»  40% Asis (80 yuachuub; 50% TGW, AKi BUKOPUCTOBYIOTb FeHAepHO-
NiATBEPMKYMY TOPMOHANLHY Tepanio/NepexpecHy ropMoHanbHY
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" 40% ITatincera Amepuka (80 yuacauub, 50% TGW, s
BUKOPUCTOBYIOTH [€HAEPHO-NIATBEPAKYIONY [OPMOHANBHY
Tepanilo/MepexpecHy CTaTeBy ropMoHanLHy Tepaniio)

o 10% Adhpuika (20 yyacHukis)

Ls nonynauia 6yna BuKkopycTaHa Ansl CKNAAaHHA Nepeniky KoHLEeHTpaLliii
CAB i ana posLumpeHns nonynsui, npeacTaeneHol B rnoSansHomy
mopenioeanHi CAB-LA PK.

MonynsAvis NpUXUNEHOCTI 40
nikysakhs TDF/FTC

Koropra 3 npubausto 400 yyacHukis, Bunaakoso BigiopaHux Ha 6a3oromy
piBHi 3 rpynu AoCnigpKeHHs nepopanbhiux npenaparie TDF/FTC.

CeponepeTeopioeayi e [lepsurra nonynayis cepoxoreepmepie - Bei yuachuku ITT, Aki He Gynu
Bill-inchikopaHi Ha MoMeHT paHaoMiaauii Ta Habynm BIN-iHdexuito nig yac

NepBHUHHOrO aHaNITU4HOTo CNoCTEPeXenHs.

o [lonynauin cepokoHeepmepia - Bel yuacHuku ITT, aki 6yny su3HaveHi aK
Bil-iHdhikosaHi nia yac paHgomisay,

19. JMemorpaciai MOKa3HKKM JOCHIIPKYBAHOT IOMYJHALTT
(cTats, BIK, paca TOIIO)

JlemorpacdiuHi XapaKTEPHCTHKH B UUIOMY OYIJIH CXOMHMH Mi>k rpynaMu JiKyBaHHA. 3aspanerins
[pr3saueni nini pexpyTHHIY [BOTO ROCIIKEHIA MONATATH B TOMY, 1106 3aTydHTH GiNbIIiCTh y4acHHKIB ¥
Bini 30 poxis abo Momoxue, a Takox 3abe3meunTH, wob uoHaliMenwe 50% pecrionaenTis y CILIA Gynn
HopHoukipumMd MCM-y4acauKaMd. JoCnimDKeHHS TAKOK MAJIO HA MeTi 3aIyuuTH ImoHaliMerme 10%
TGW. Binpmicts yuacHukis (67%) y 3araibHii nomymauii gocnimxenHs 6y pikoM 50<30 pokis.
GUTBIICTE yyacHKKiB GynHOIAME, aMepHKaHCEKMMY IHIIaHIAME 260 KOPIHHHMH KHTeNIMY AJIsCKH
(amMepuKxanCEKI iAiaAI 200 KOPIHHI XUTeN ANIACKH BU3HAYANKCS AK OCOOH, L0 MaroTh IIOXODKEHHS Bifl
6yne-sxoro 3 nepicHEX Hapoais Ilieniunol Ta ITisnennof AMepukH [Brmoyaiouu [enrpansny
AMepuky])a6o qopHOMKipHMH, IPHYOMY KOXKHA PacoBa KaTEropis CTaHOBMIIA TIPHONIH3HO OHY TPETHHY
BiZl 3aranbHOY KiNbKOCTI yuacHHKiB focimkeHHA. 3 1697 (49,4%) amepukaHchkux ydacHukis mITT 6yso
839 wopHomkipux abo smimanof pacu. J{BaHanuATh BillCOTKIB 3apeeCTPOBAHUX YYaCHUKIB GyIK
npepcrasHukaM TGW. Sk ceimuars peaymsrati SexPro, e 6yna rpyna BHCOKOro pusuKy: 68%
HaceIeHHA Manu<16 baiis.

Ilemorpadpiuti pani yyacumkis (paHgomisoBana nonynsauis)

Nemorpachiuna xapakTepucTika CAB TDFIFTC

(N=2283) (N=2287)
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28,0 (8,17)

CepeaHe aHaveHHa (SD) T 282({8,14)
Megiana 26,0 26,0
Minimym 18 18
Makcumym 69 69
Bikosa rpyna (pokig), n(%)
18-24 931 (41) 915 (40)
25-34 940 (41) 931 (41)
35-44. 285 (12) 313 (14)
45-54 103 (5) 109 (5)
55-60 19 (<1) 17 {<1)
>60 5(<1) 2 (<1)
< 30 pokis 1572 (69) 1510 (66)
>30 pokie 711 (31) 777 (34)
Koropta, n (%)
MSM 2014 (88) 1982 (87)
TGWe 266 (12) 304 {13)
Bifmosunucs BigNoBigaTH 3(<1) 1(<1)
Paca, n (%)
€BponeoigHa paca 618 (27) 649 (28)
AMepuKaHCeKi ingianLi abo abopurenry Anscku 616 (27) 600 (26)
YopHoukipi abo apo- avepuxkaHui 565 (25) 569 {25}
Asiatceka paca 417 (18) 406 (18)
3nmituana paca 49 (2) 54 (2)
KopikHi xuteni MaBaicbkux abo iHwux octposie TUXoro 5 (<1) 2 (<1}
OKeaHy
Hesinomo 13 (<1) 7 (<1)
ETHi4Ha npuHanexHicTs, n (%)
JlaTuHoamepukaHLi abo natuHoaMepuKaHL 1043 (46) 1067 {47)
He JlatuHoamepukaHLy abo natuHoaMeprKkaHL 1240 (54) 1219 (53)
He NoBiAoMMANOChH 0 1({<1)
Oujxka SexPro®, n (%)
n 1830 1836
<16 1555 (68) 1571 (69)
BMI {kr/m?)
n [ 2217 [ 2283
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. Mepgiana = 0 @ T 24,40 24,50
MiHimym 14,7 14,3
Makcumym 91,0 67,4
BMI <30 mrfkr 1904 (83) 1939 (85)
BMI >30 mr/kr 373 (16) 344 (15)

@ flo koropr TGW ysiiiunu yuachuky, sid Ha nouaTkoBoMy eTani camoigeHTudikysank cebe sik xiHi, TPaHCTEHOEPH XiHKW,
FeHAEpHi KBip, reHaepHuit BapiaHT, reHaepHo HekoHdopMHi abo reHgepHo dniiaHi.

b.  AmepuKkaHChkuil iHgiakeL abo kopiHHML xuTenb ANfcky BUIHAUABCA sk 0c0Ba, LD NOXOAMTS Big 6Yb-sKOrD 3 NepaiCHMX
Hapoaia MMiexiuxoi Ta NisaeHnol Amepuiv (Brioyatoum LieHTpansHy Amepiky).

C.  MMoxasHurn SexPro Score s6upanues Tinbkm B NiskiukiA | Mieaennin Amepuui. SexPro - ye BeB-iHCTPYMEHT ANs oLHKN
iHAVBIAYaNLHOTO PIBHA pUaKKy idikysanng BN, Banu moxyTs Bapitosanics sig 1 (Haismwmii puauk) 20 20 (HaiiHukuuit
puauk), Npu UboMyE16 Ganie Bkaaye Ha BUCOKWit puank iHdikysarHs BIfI.

20. PesynpTat edekTHRHOCTI

[lepsunnnit aHanis epexTupHOCTI Moka3ag, wo cxeMa PrEP, axa micruna CAB LA v xo3i koxui 2 micaud,
6yna kpawoto (p=0,0005), nix mopensuit nepopansuuii npuitom TDF/FTC, y sano6iranni indixysanmio
BUI-1, Bixonsuu 3 pisns indikysanna BUJI-1 na etanax 1 Ta 2. Bepxsx Mexa 95% noBipuoro inteppany
( CD) He Brmouana ak MeXy henepepuieHHs 1,23, Tak i mexxy nepesary 1, o cBiguuTh IIpO IepeBary
cxeMu CAB nan cxemoro TDEF/FTC aia npodinaxruku indikysanus BUL Binsomenns pusukis 0,340
(95% CI: 0,18, 0,62) B ananisi, CKOPHIrOBAHOMY Ha ylEepeDKEHICTE, CBIIUHTE PO 3HIDKEHHA Ha 66,0%
piBHs 3axBoprosaHocTi Ha BlII-indekuito cepen yuacHHKIB, paHaoMisoBaHuX Ang oTpuManns CAB,
MOPIBHAHO 3 YYaCHHKaMH, PaHAOMIzoBatkMu i1 oTpuManns TDE/FTC.

BiAnosilso A0 pe3yabTaTis MEPBHHHONO aHaNi3y eeKTHBHOCTI, NONoMiKHMIL aHai3 3 nensypoto OBSP
(ua cinoMy ToCHiKyBaHOMY TIPOJYKTI) IPONEeMOHCTPYBaB, Lo JIKYBaHH 3a cxemoro CAB 6ymo
kpawtum (p=0,0008), bk nikyeaHHs 3a cxemoto TDF/FTC nna sanobiranns indikysanso BIT sa erani 2.
Binnowenns pusmxis 0,164 (95% CI: 0,06, 0,47) y 1poMy aHani3i BKasye Ha 3HFOKEHH: piBHA
3aXBOpIOBaHOCTI Ha BlJI-indekuito Ha 83,6% y rpyni CAB nopisusto 3 rpynoto TDF/FTC, B Toit uac sx
yUACHHKH 3ANUIIATHCS Ha CITIMOMY iH'ekuifiHOMY HOCTi/KYBaHOMY Nperapari.

KopoTkuit onuc mogesni perpecii nponopuiitiux pusukis Kokca Ana Yacy Ao iHdikyBaHHs

CAB TDF/FTC BigHoweHHs Mepepara p- | 3uaienns pue
pH3MKIB HAUEHHA | epormanoci
(95% Cl)

Monynauia mITT (Eranu 1 2)

n 2280 2281 | |

KinekicTk iHikoBaHuX 13 39 Perpecia Kokca
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3 MONPaBKOK Ha 3CYB, 3 NONPABKOK HA PAHHIO

3YNUHKYD:

0,340(0,18, 0,62) 0,0005 <0,0001
NaujeHT-pokis 3211 3193 i ) )
PiseHb 3axsopioBakocti (Ha
100 nioauHo-pokis [PY]) 040 1,22
95% CI ans nokasHuka
saxsoptoaHocti (Ha 100 PY) 022,069 | 087,167 -
Homynsania edekTuBHOCTI eramy 2 in’ekuil (Ha IPOTYKTI CINOro AOCIIDKEHHS)
n 2109 2069 '
KinbKicTh iHGikoBaHMX 00,1642
- 4 24 (0,06, 0,47) 0,0008
[aujeHT-pokia 2459 2445
PieeHb 3aXBOpIOBAHOCTI (Ha
100 PY) 0,16 0,98
95% C| AnA NoKasHUKA 004 042 | 063 146 :

3axBopioBaHocTi (Ha 100 PY)

[pumiTy;

BigHowenHs pusmkia <1,0 Brkasye Ha HXMMiA pyauik Ha CAB nopisHsHo 3 TDF/FTC.
3HayeHHs p-BenuukH € ABOCTOPOHHIMA.
HocnigkeHns BYNo 3ynuHEHO Ha NIZCTaBi NOPYLLIEHHA NepLLoT NPoMixHOT Mexki 3ynuHKn (2 = -4,00, p-3HaveHHa =
0,000063), sika 6yna oTpuMaHa Ha ocHoBi auaaiiHy O'BpaiteHa-Pneminra 3 TpbOMa 3annaHoBaRKMI NPOMBKHUMK
aHanisamu rnic ofUH iHankHWA aHarnis.

a. KoedilfeHt Hebeanexv Gasyetuea Ha Mogeni nponopuyitHot Hebeanekw Kokca, ctpatvdikosaHol 3a perioHamu.

b. BigHoweHHs puakKis, ckopyroaHe Ha amileHus, Cl Ta p-3HaueHHs BPAXOBYIOTL AU3aFH IPYNoBOore NOCNifOBHOMD
ACCIIMKEHHA Ta YaC PaHHBOT 3ymHKY. CKOPWIOBaHA TOUKOBA OUHKA € MeaiaHHOH HeauiltieHolo otyiHko (MUE), a
AOBIpYKiA iHTEpBAN Ta p-3HaueHHs 0a3yi0ThCA Ha OUiHL MakcuMansHoi npasgonoaibHocti (MLE), ska anopsiakoeye

npocTip aiGipku,

C. 95% Cl ans nokasHvka 2axe0PIOBaHOCT PO3PAXOBYETHCA 38 AONOMCrOI0 TOUHOro Meteny lMyaccoua.

PesyneTaTi aHanisy Beix miarpyn, Bkmovaod kmo4ori nigrpynu (TGW, Bix <30 poxis,




227, 2 5 Lt

= gQT‘oaMepmcaHer)K NMSM

no rpymu TDF/FTC.,

(mITT Monynauis)
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Ha JTICOBIH Miarpami, U1 KOJKIOT 3 3 POaHANIZ0BAHMX ATy criocTepirascd HIDKYUH PIBEHE mqmcyaamm
BIJI-1 cepen yuacHukie, pannoMizopanux ao rpynu CAB, MOpiBHAHO 3 yUaCHHKaMH, PaHAOMI3OBAHHMH

Forest Plot 3 Hazard Ratio npu Randomization Group 1a Subgroups ans Etany 1 1a 2
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§ Cexcyanuiii naprhep
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# Anannmdi cexe Gea
Opes3epBaTHDA

«= MegiaHa
> Meziana

13/3211 (0,40 %)

11/2110 (0,52 %)
2/1101 (0,18 &)

2/3T1 (0,54 &}
11/283% (0,39 ¥)

47651 (0,58 %)

0/836 (0,00 %)

6/1155 190,50 %)
7/2016 {0,35 %)

471528 {0,26 %)
671021 {0,59 %)
2/570 (0,35 8)
1793 {1.03 &)

/1773 (0,34 %)
5/1097 (0,46 &)

671018 (0,59 &)
5/8€1 (0,58 B}

39/3193 (1,22 %)

33/1587 (1,66 %)
6/1206 (0,50 %}

7/38% (1,80 %)
32/2003 (1,14 ¥)

16/703 {2,258 %)

4/801 {0,506 &)

14/1183 (1,18 8)
252009 (1,24 %)

20/1504 (1,33 %)
11/1011 {1,09 &)
6/581 (1,03 3]
2/97 (2,07 %)

12/1766 (0,68 %}
1871048 (1,72 %}

3/989 (0,51 %)
15/7%9 11,88 %)

¢,33 (0,18; 9,61)

¢,32 (0,16; 0,63
0,39 (0,087 1,84)

9,34 {0,08; 1,56}
90,35 (9,18; 0,68)

0,26 {0,09; ¢,76}

0,11 {9,00; 2,80}

0,45 (0,17 1,15
0,28 (0,12: 0,€5)

0,21 (0,07; 0,60)
0,56 {0,21; 1,51)
0,39 (0,08; 1,82)
0.63 {0,06; 6,50)

0,52 (0,197 1,36)
2,28 {0,11; Q,75)

0,66 (0,24; 1,86)
9,33 (0,12; ©Q,90)
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_ 0.9927
——
——
0,5756
H . ) I
! l 0.4904.
——
— _
, 0.8810
b——q
1 S
: .
0.2837
F——
]
7 0.2412
it
o.ltu o;‘ 1 1 xld

Koedinicnr puamxy Ta 358 CL

[TpuMiTkn: BigHOLWLEHHR prankie reHepyIoTLCH 3 OKpeMyX Mogened NponopuiiiHux puswkia Kokca ana koxHol nigrpynm 3
E0MHOI0 KOBAPIAHTHO O3HAKOIO rPYNM ACCNIMKERHS, CTPATU(IKOBAHWX 33 perioHamK (33 BUHATKOM NiLrpyn 3a pacoBoio
NpUHANeKHIcTIo 12 perioHamu CLULA), 3HaqeHHA p Ans niarpyn € kputepiem uny [l] Ans yMOBK B33cMORIT B Mogeni
NponopuiiH1X puaniie Kokea 3 rpynok AocnimieH s, NiArpYnoto Ta ixXHbLO0K B3aeMOomicH.
# Cratesuit napTHep = Biniodae 4119 (90%) yuacukis, sk Bignosinu Ha NoyaTky SOCIAKEHHS NPO KiNbKICTL CTATEBMX
napTHepis-yonosikia Tafabo TpaHcreHaspHUX XIHAK 3a 0CTaHHI MicAUb; Meniaru ana TGW ta MSM craHosunu,
signosigHo, 2,5 Ta 3,0 Ana rpynn CAB Ta 2,0 12 3,0 AinA rpynu TDF/FTC.

# AnanbHui cexc Oes npesepsatvea = Bimavae 2708 (59%) yuachniis, Ak Ha nodYaTKOBOMY eTani NOBIZOMURM, WO
3aIMANVCS aHanbHYM CEXCOM NpuHaiMHI 1 pa3 3a CTaHHiR MicsLb; CepeaHA KINbKICTb PasiB aHaNsLHOTO cexcy bes
npeaepeatuea cravobira 1,0 sk y rpyni CAB, Tak 1B mpyni TDF/FTC.




IHa MOMEHT IpOBEIEHHA HpOMl)KHOl"O ananisy (14 tpasua 2020 poky) y 15 (0,67%) 3 2283 yyacHHKiB,
parmoMizoBanux g yuacti B CAB, Gymo niareepmkeno BllI-indexuio. Li 15 Bunanxis Gymu
posnofinexi ra 4 rpym (Bia A zo D) sanexo BiR yacy cepokonsepcii, 106 HoermuTi 06roBopeHHs B
momy orasni. JIei indexuii Gynu pusHaqeni sk nommpeni (6a3opi) iHdexnil, o BHHKKIA J0 BREJEHHA
nocimKyeaHoro npenapaty (rpyna A). Byno sadikcoBano 13 Bunazkis indikysanns, B pe3y/IbTari 4oro
piBenp indixypanns cknae 0,40/100 PY. Cepen 13 indexniit y rpyni CAB - 5 indexuiil B y9acHHKIB, K
He OTpuMyBanH Hemonaeso CAB (rpyna B), 3 indexuii, mo cramucs nix wac OLI (rpyna C), 1 5 indexui,
IO CTARMCA TiA Yac cBoedacHHX iH'exnift CAB (rpyma D). st ygacHHKIB, paHiomizoBaHux Ha CAB 3
ninTeepmienoo Bl)l-indexuicto, Gynu npoananizoeani HagBHi 3pa3KH IIa3MH 3 MOMENTY PEECTparil 10
rpaBra 2020 poky AN OLHKH MTOBHHX KPHBHX "KoHIenTpalis-yac” CAB; npoanasnisosaHi 3paskH TaKoX
BKITFOYAITH TOCTITHALEK] BI3HTH ITIC/Is MPHMITHHEHHS IPHHOMY AocTimkysaHoro npoaykry CAB.

Tudopmanis po 5 y4acHuKis, #xi iHbixysamca BIJI nix ac akTHBHOT 1H'eKUiiHOT thasu JocTiHKeHHA
(rpyna D), HaBe/iena B Tabmuni mwkde. Kpim Toro, noBHI npodini KoHUeHTpauii-qacy A UHX yIaCHHKIB
i3 3a3HAYEHHSM Yacy NepllMX Bi3UTIB Ha caiit i JaGopaTopHo minTeepmxkeroro BLI-nosutieHOrO

nauieHTa HaBeeHI Ha HACTyNHoMY pucynky. Ilicas mouarkorol i'ekuil Ha S5-My THxHI y 2 y4aCHUKIB
KOHLICHTPAILT Ha 6-My TIOKHI MicHs H'ekuii Ta Ha 9-My Trokui Micna iw'ekuil 6ynu nroxuME 3a 8x PA-
1C90 (1 - Mixk 4-8x Ta 1 - Mixx 1-4x PA-IC90). Xoua kornientpanis CAB Gyna >8x PAIC90 nix sac
nepioro BIJI-MosuTHBHOrO Bi3HTY y BCix S yuacHHKIB, Hivk4i konnentpanii CAB (<8x PAIC90) nin uac
TIOTepe IHIX Bi3UTIB MOKYTh CBUIUHMTH PO MiABHLIEHY BPAIHBICTE 0 iHDIKYBaHHS BIPYCOM.

YYACHMKY 3 CEPOKOHBEPCIEIO Mif Yac akTUBHUX iH'eKuUii (nonynsuis cepokonsepcii CAB,
rpyna D)

3acninnena 3aranbHa KinbkicTb iH'eKuiit go . Plasma CAB (yr/mn)
D L L - B+ Bisur -
KiNbKICTh IH'EKUIN RiardocTuku Bl TuxgeHb 9 BIMN+ BiauT
D1 10 8 TusaeHs 57 1,61 1,61
D2 6 6 TuxpeHs 41 1,35 2,67
D3 5 3 TuxaeHb 17 0,953 1,50
D4 4 3 TvxaeHs 19 0,305 2,02
D5 2 2 Tuxgenb 10 1,38 3,37
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[Mpumitka: CyuinbHa kpanka e Brasye Ha cnocTepaxyeaky xoHueHTpayio CAB, Bigkpute Koo © BKasye Ha 4ac A0 Nepuioro
BiauTy BI-NoauTuEROrO NatfeHTa, BUABNEHOMO 32 peaynbTaramMi nonepenHbo 3anNaHoBaHoro TECTYBaHHA Ha BIIN. 3wak «nnoce
BKa3ye Ha vac Jo nepwicro BiauTy BIN-noauTMeHOrO NaujeHTa 3a peaynsTaTamis TECTYBAHHA, NPOBEABHOMO Ha AOCHIAKYBaHIA
Jinsuy, BepTukansHa nyHKTMPHA NiHIA BKA3ye HA YEC 0cTaHHLO] iH'ekii. MopuaoHTansHi onopi nikii: Koporka pucka 0,166
MEE/MN = in vitro PA-IC30. 0,65 mxr/mn = nepenbaqysanunii 5-i npoueHTin ana esengiia Q8W (~4x PA-ICI0). CyuinbHa nitis
1,35 MiT/MN = CePERHA reOMETPUYHA KOHLEHTPALIA B NNA3MI KpOBi, WO CIOCTEPIracTees Py WOASHHOMY NEpopansHOMY
npuiomi 10 Mr {(~Bx PA-ICY0), Linbora cepepHa koHLeHTpauia ana CAB PrEP.

MpumiTea: 3akyu «niocy ana 2 yuacHuke Ke pinobpaxai0TL NOIUTYBHE BiEBINyBaHHA NepLworo caitTy. B obox eunagkax
NEpINi CaiT-NO3UTMBHMI pesynbTar Gys oTpuManuii g0 neplioro BIfl-nosuTueHOro BisuTy. MepLuMi BiakT 3 NO3UTUEHUM
pesynetatom Ans 1 yyackuka einbyeca Ha 10-my Tixsl (32 9 gHie jo nepuioro BIN-noautkeraro BianTy). Y 1 yuacHuka nepLmii
BI3T 3 MO3UTHEHMM PE3yNbTATOM Bigfyscs Ha 41-My Tvkui (32 7 uie no nepworo BIfl-noaumreHore BisuTy).




== ] e - - r—— D - = = e a e _ > - A - Ay = i et
e e R I Pk L R S A S, TeE e e [ Syt e e T S e P e = R
= B G e F i T “ICAB Hozmesaan nonysasamin PK ' ' — g ; T

3pa3ky Mia3My, IO MPeACTaRIAIOTE IHTEpec, OyJIH onepeNHBO BimiOpaHi IId BIIIIOYEHHS B JIOHTITIOAHHH
apanis PK CAB LA ans oTpHMaHHA JOJATKOBAX JaHWX Y IpYIax, HENOCTATHRO NPEICTABICHUX Y
nporpamMi CAB; 1i faHi He € penpe3eHTaTHBHUMH ANs Beiel momynanil y4acHHKIB, paHAOMIZ0BaHHX Y
ImocmigauusKy rpymy CAB. Yuacuuxu 6ynu BinibpaHi Jya BRIOYEHHA B NOMYIALIIO JIOHTITIONHOIO
IOCHIIXeHHA Ha OCHORI CBOEUACHOT0 OTPHMaHH! iH'ekuiif (mpoTarom:] THHS HiC/A 3aTUIAHOBAHUX
BI3UTIB) A0 57-T0 THHKHA, 6e3 npormywenux ib'exniit. Takox 6yny npoaHanizopaHi JOJaTKOBI nonepeaHLo
Binibpaui 3pasku, 3ibpaui nicns 57-ro TwkHA. 3aranom 170 yyacHHKiB GYNH BKIIOYEHI B JIOHTITIONHE
nocmimkenas CAB LA [MCM, n=117; TGW, n=53 (30 + p:xuBaHHA rOpMOHIB, 23 - BXXMBaHHA
ropMoHiB)]; <25 pokis, n=81 (48%); perionn inTepecy, n=72, 58, 20 3 Asii, JlaTuHcEKO] AMepHKH Ta
Adpuky, Binnosigno]. KoHueHTpauil HADKOTHKIB, OTPHMaHI MiA 4aC OKPEMHX BI3MTiB, HABEHEH] HIKYE.
[KoxueHTparii BuABMNKCA HOMiHaIEHO BULTMMH Y TGW nopisHano 3 MSM, y TGW (+ s)xupanHs
ropmoHiB) nopisHsaHo 3 TGW (- BXKHMBaHHA TOPMOHIB) TA B YYRCHHKIB BiKOM <225 POKIB ITOPIBHAHO 3 25-
piMHMMHE, 10 MOXe OYTH IOB'A3aHO 3 BIUIHBOM iHLIMX KOBAapiaTis, TAKMX AK po3Mip Tina, Ha CAB PK. Ili
HOMIHANLHI BIAMIHHOCTI HE BBXKAIOTBCA 3HAYYLIUMH, PO UIO CBIMHTE NEPEKPHTTA JOBIPYHX IHTEpRAIS,
a Tako)K 6e3ricka Ta epeKTHRHICT Y 1MX monynAuiax (mocunaxyas Ha posnind "besnexa/edexrupricTs").

MipcyMmkoBi AaHi 32 oKkpeMuMu RizuTamu nicnsa npoeegeHHna CAB LA Q8W za crarrioTa B

Linomy (noHriTiogHe gocnigkeHHA nonynauii PK 3a gonomoror CAB)
MSM TGW 3aranom
BiauT (N=117} {N =53) (N=170)
n Plasma CAB n Plasma CAB n Plasma CAB
{ur/Mn) {pur/mn) (urimn)
TuxpeHs 9 1,79 2,02 1,86
(iH'exuin nepeg A03010 2) 77 (1,54 2,08] 37 [1,55 2,64 114 [1,632,12]
(Micna novarkosol iH'exLil) (74) {95) (81)
Tikgern 25 1,71 1,96 1,78
(iH'exui nepes 403010 4) 82 (1,54 1,91] 32 [1,58 2,45] 114 (1,61 1,96]
(53) (67) (57)
1,84 2,09 1,01
(Ti:?ﬁ;zbngzen 10200 82 | 652080 | 32 | (72253 | 114 | 73210
(54) (57) (35)
CepegHe reometpusne [95% Cl (CVb%) ‘
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" i3 3acTOCYBaHHAM Ta 6€3 3acTOCYBaHNiA rOPMOHIR (TIOHTITIOAHE QOCHIAKEHHA CAB Y| PK-
nonynsuir)

TGW (no3uTHBHE BUKOPHUCTAHHA TGW (HeraTuBHe BUKOPUCTaHHA
TOPMOHIB) ropMoHiB)
Bisur {N =30) (N=23)
Plasma CAB Plasma CAB
n n
(prfmn) (urimn)
TrxaeHs 9 1,80 2,29
(iH'exuia nepeq [o3010 2) 19 (1,15 2,83] 18 [1,66, 3,14]
(Micns noyaTKoeof it'exuil) ' (119) (71)
TikaeHs 25 211 1,84
(iHexin nepen aca0i0 4) 15 [1,36 3,28 17 [1,50 2,26]
{84) {42)
2,42 1,83
(Ti:.’;‘f(‘j;”ni;en R 15 [1,85 3.17] 17 (1,38 2.43]
(51) (60)

CepeaHe reomeTpuyre [95% Cl (CVb%)

iPesiome koruenrpaniit CAB y nuiiasmi kpoBi nia 1ac oxpemux eiznrie micns CAB LA B yuacnukin
BiKOM X0 25 pokis Ta 25 poxis (jouririoana nonyaania CAB, n=170)

Bik< 25 pokie a Bik > 25 pokis®
Biaur (N =81) {N = 89)
Plasma CAB Plasma CAB
n n
{urivn) (pr/mn)

TwxneHs 9 2,04 1,69

(iH'exuis nepen AO3010 2) 58 [1,66 2,50] 56 [1,43 2,00]
(Micnst nOYaTKOBOI iH'EKLLT) (92) {68}

g:.’gﬁ:fe 3004 53 [1,E:f8§15] 61 [ ,r:é711,97]
U pea A (56) (58)
2,13 1,73

(Ti:?éﬂ:;bnige,q om0 8 53 [1,922.37] 61 (1,49 2,02]
(40) (65)
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®Papmaxokinernka TDF/FTC

Crasom na DSMB y Tpassi 2020 poxy 6yno 3apeecTpopaHo 39 BUIIAKOBHX 3apaxeHE cepefl YUacHHKIB,
parnomizosarmx no TDF/FTC. Konnentpauis TFV y mmasMi kpoBi cTasoBmma>4,2 HI/MJT, O CBiTIHTE
Npo KOPOTKOCTPOKOBY NPHXKIIBHICTE IO JIKYBaHHA (~ 4 J03HM Ha THXAEHB) y 7 YHaCHHKIB Mif Hac
nepmoro BizuTy 3 BIJI-no2HTHRHIM pezymsTaToM (Ha OCHOBI NOTIEpEeAHBO 2aIlIaHOBAHOrO TECTYBAHHA) Ta
v 8 yuacHMKiB 32 OMHH Bi3uT JO ukoro. Onuak, koHuenrpauii DBS TFV-DP2700 dmons/myHKr, mo
BinoOpaXkaioTh cTabiTEHy CepeHIO NPHXIIBHICTD 40 4 H03/TIKAEHb IPOTAIOM monepenHix 1-2 Micais,
criocTepiranuca B 1 ygacHuka mig 4ac nepmoro BUI-nosuruenoro Bisury Ta y 3 yHacHHKIB 3a OJIMH Bi3HT
N0 LHOro, IO CBIYHTS Npo cybonTHMaNsEHY IPHXHIBHICTS A0 JIKYBaHHA B MOMYJIAIT cCepOKOHBEpCil
TDF/FTC. Ha npotupary usomy, 73% (1453/2012) npoananizosanmx 3pazkie DBS, Binibpanux y

Oy TAL NpUXUIBHUKIB o nikyBanusa TDF/FTC, nokazanu konuentpauiro TFV-DP, mo B cepenHpomy
BinoBinac>4 no3aM Ha TIDKIOEHSb, ¥ Aianasoni Bix 79% (307/386) na 4-My TwokHi 10 67% (115/171) Ha 81-
MY THIHI.

3BegeHHA KoHUeHTpauin TFV ta TFV-DP y nna3aMi Kkpogi 3a piBHeM NPUXUNLHOCTE A0
nikyBaHHs BigHOCHO nepworo ei3uTty Blll-nosutusHoro nauwienta (EAC) (TDF/FTC SC
nonynsuis)

PiseHb Nepwyit BUl-nozutveHud sisur (EAC) | TlonepegHiit 0guH BisuT
NPUXUNBHOCTI
A0 NiKyBaHKR nf TRV nf TEV-DP nl TFV nl TFV-DP
ab HpAnMCaHUIA (Helwn) npunucarmit | (dvons! | npunucanmi | (HrimMn | ApURKCaHHRA {chmonn!
(noaw ¢ riMA c nyHuw) < ) o IyHL)
THXEHB)
0,48 0,55
Y 355 '
) [0,22 [232,54.3] [0,26 84,9
Baranom 38/30 1,06] onz (]N'Q ! 39/28 1,15 38/10 [54,2,133]
(NQ- 1863) {NQ- (NQ - 1661)
375) 252)
(56,7 - {41,0- .
7 50 375) 110 (1663) 4/0 252) 200 (1315- 1661)
(5,0- ) (5.4 -
=4 fo <7 20 211) HA 410 20.4) 110 715
>2 no <4 Hi - HA - 110 29 210 {385- 425)
<2 s | O | wr joe-my | owm | 00| s | pa-w
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TeKkGToBiA TabnuLj.
a.  Kareropii npwantHocTi Ao nikysausn TFV: 2355 HrfswT; 7 poaimokaens; 24,2 1o <35,5 Hrivi: 281 4 1o <7 00aMOKOEH; 22,5 no

<4,2 welmn: 28ig 2 0o <4 posimmkaeHs; = NQ A0 <2,5 Hrimn: <2 foawtixgenb; He nignaeTsca kinbkicHoMy BuMiproBaHtio (NQ): <0,31

HriMn

b.  Kareropii npuxunsroctt go nikysars TFV-DP: 21260 dmons/nyHw: 7 noafruxaes; 2700 go <1250 divons/nytur: 28ig 4 oo <7
poaimmkaens; 2Bin 350 go <700 dmons/nyHw: 28ia 2 A0 <4 goalmwxpenb; 2 NQ Ao <350 dmonbnyHW: <2 AO3WTHRAEHD; He
MigaeTsea KinbiicHOMY BuMipioBankio (NQ): <31,25 gmons/nynw gna TFV-DP (3a BUHATKOM 2 sunagyie, konu NQ

<62,5 dmonbinynw), NQ FTC-DP: 0,125 dmonb/nyHi.
€. ninpunvcanuit: Brasye 3aranbHy KinbKicTb 3paskie (n) i WNbKicTb apaakie is peaynsraramu NQ (npunucanmit). 3nauera NQ Bynu
npunucani go ¥2 LLOQ (TFV: 0,2 r/mn, TFV-DP: 15,63 chMONL/NyHW) ANA CTaTMCTUYHIX NACYMKB | BIROBPXAIOTECR AK NQy

TexcTORI Tabmiy

Pezucrentricts B 1o nikapcebKux 32co0is:

Ha MOMEHT IpOBeIcHHA MPOMDKHOro ananisy (14 TpasHs 2020 poky) 6yno BHaABJIEHO 52 BUIAIKH
indixysanms BIJL: 13/3211 monuno-pokis [PY] (0,40 ua 100 PY) y rpyni CAB i39/3193 PY (1,22 Ha 100
PY) y rpyni TDE/FTC. Lle 5 yuacHukis Manu 6a30si indexnii (2 y rpyni CAB, 3 y rpyni TDF/FTC).
DKopeH 3 yaachukis rpynu CAB 3 62308010 indekiero He MaB PE3HCTEHTHIX myTauiit INSTI ra MoMeHT
Rapaxysanpst. I1'ats sunaukis BUI-indexuii cranucs B YYaCHHKIB, K] HE Mal¥ HEL(OJIABHBOTO JOCBIXY
mxupans CAB. 2 oTpUMYBaNK TiIbky nepopansiull CAB, 3 2 mux yYacHHKiB MaJTH IoHakiMerne 1
i'exuiio CAB (Bunazxu B1, B3 i B4), i sozen 3 5 yuacHUKiB He MaB MyTallil pesucTenTHOCTI 110 INSTL
Uac Midk OCTAHHBOO in'exiicio CAB Ta BeTaHoBnenHaM giardosy BUT-indexuii y mux 3 sunajkax
ctanoBuB 849 muis, 217 muis Ta 281 meHs BinnosimHo. B ocTaHHix 2 sunagxax BIJI-ingyixypaHHA
BinGynocs ix yac «xpocTosoi daswy» micns in'exuii CAB. PesynbraTa rerorinysanss BLUI Gynu
OTpHMaHi J11 4 3 5 YHaCHUKIB; 5KOJIEH 3 4 YUaCHUKIB HC MaB pesuctentHocti o INSTL

Tpu BunagKH iHdiKyBaHHA CTANMCS OiA 4ac ¢dasu mepopambHOro 3acTocysaHHs. J[Boe 3 mux 3 y4acHHKIB
anu MyTatgi pesucrenrHocti fo INSTI (sumazxu C1 1 C3; oGHIBA IPOTECTOBaHI Ha 9-My THXKHL).
Bussneni MyTawii paniie crioctepiranucs npu tepanii CAB.

[TsTe Bunafkis iHdikyBaHHA cTaqHCA, HE3BAKAIOWH HA croeyacHi in'exuii CAB. Pesynsratu
renorumysanis BLJT Gyym orpuMani s 3 3 MX y4acHMKiB (2 HE MaJIK BipycHOro Bi3HTy). Y4acHHK 3
HalBHIIMM BipyCHUM HaaHTaxeHHAM BLJI 1z 1ac neplIoro BipemiyHoro Bisuty (BHnazok D4; 152 730
komiii/m) MaB MyTantii peauctentHoOCTI o INSTI; iHiui 2 yqacHuKM He Man pesucrenTHocTi go INSTI
nix yac nepuoro BipeMiuoro sisuty (D3, BipycHe HaBaTaxeHHA 860 xomii/mi; D5, BipycHe
uaBaHTKeHHA 1440 konii/mm).
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MPOMDKOK 9acy MiX OCTaHHIM BIZHTOM, TiA vac akoro imM sugarany TDF/FTC, ta ixuim nepiam BIJI-
nmosuTHeHuM Bisutom (E1, E12, E20 ta E31). V sxozHOr0 3 LIMX yuacHHKIB He Oyio MyTanii
pezucrenTHOCTi 1o NRTI. MyTanii NRTI O6ymu BuaBneHi i vac nepiioro BisuTy IO JIiKaps y 4 3 pelITH
35 ygacHHKiB 3 indeknicio (3 - 3 M1841/V; 1 -3 K65R).

iPesy.rm'ra‘m, npo AKi NOBiXOMIISIE NANIEHT:

BropuHHi KiHIIEBI TOYKH NEOTO JOCTIMKEHHS TOMOMAraloTh B iHTepnpeTallii JaHuX 3 Oe3neku Ta
3abe3MedyoTh HaliliHy [epCICKTHBY, OPIEHTOBAHY HA YUYacHHKA. X049a NpAME NOPiBHAHHA MK PiSHAMH
criocobamMy BBEIEHHS He OYJIO MOMUTHBHM depe3 Au3aiiH NOCTiKeHH s, 3a00BOJIEHICTh YYACHHKIB Ta
ePEHOCHMICTh 1H'€KUIHHOrO HOCIIMCyBaHOTO NpEeNapary OLHIOBANH IPOTArOM YCEOTO Nepiomy
nocnimxerHA. Xo4a 6inp y micwi iH'exuii 6ye Oinsin nownpennM y rpyni CAB, ydacHMKH BigdyBalH
BUCOKHI PIBEHE 3arajlbHOrO 33I0BOJIEHHA Bill BUKOPHCTAHHA TH'EKIIHHKX NperapaTis [IPOJIOHIOBAHOT Hil,
NMpPH UBOMY BaXUIHBHMH (laKTopaMu OYJIH 3py4YHICTE, THYUYKICTE, IPOCTOTA BHKOPUCTAHHA Ta
PO3CYITHBICTE,

3aMOBONEHICTE TIPUIfOMOM JOCTIIKYBAaHHX NPENApPATIB OILIHIOBAIH CAaMOCTIHHO 32 JOTIOMOTOIO
onHTyBanbHUKIB SMSQs ta SMSQc. B ofox rpynax nikysaHH 3arajibHa 3aI0BOJIEHICTS iH'€KUiHHIME Ta
MepopaT-HUMH JOCHIDKYBaHHMH IpenapaTaM# 0yJjia BHCOKOIO Ta CTalilbHOKO NPOTATOM YChOTO
fxocnimxeﬂﬂa 3 OAHaKOBUMH 3aralbHUMHM OalaMH.

21. PeaynpraTh Oe3nexu

OnrakoBi 9acTKM yJacHHKIB B 060X rpymnax JiKyBaHHS IOBIIOMIIHE Npo NpRHaiiMHi onHy [P mix yac
npuifoMy ciinoro pociimkysatoro npenapaty (Kpoxu [ i 2 OBSP). B o6ox rpynax nikysanus
TIOBINOMILANOCS PO OJHAKOBY YACTOTY He IOB'I3aHuX 3 npenapatamM ISR ITP B ofox rpynax. bimsma
acTka pecrioHAeHTiR 3 rpymu CAB nepesxunn noxnii ISR mopisHaHo 3 pecniongenTamu 3 rpyma TDF/FTC,
3a BuasTKOM ISR, ofHaKoBi 4acTKH y4acHHKIB B 060X rpymnax niKyBaHHs 3a3HAIH NpHUHaliMHL opgoro [P
2-ro cTynens abo BHIIE.

3aranbHui nigcyMok ycix Hebaxanux apuil OBSP - etanu 1 ta 2 (beanevuHa nonynayin)

CAB TDF/FTC
(N=2281) (N=2285)

n (%) n (%)
Byab-aka MNP 2174 (95) 2157 (94)
[P wwo nos'A3aHi 3 Nikapcbkim 3acobom 1874 (82) 1355 (59)
byar-rxi [P, 3a uHaATKOM ISR 2143 (94) 2151 (94)
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1SR P, noB'a3aHuii 3 HADKOTUKaMK2 1724( 81) A 652(31)2
Byab-siki MNP Big 2 no 5 cTynexa 2115 (93) 2107 {92)
MNP sig 2 go 5 cTynexs, NoB's1aaHi 3 HAPKOTUKAMU 1391 (61) 951 {42)
[1P Big 2 no 5 cryneHs, 3a suHsTKOM ISR 2082 (92) 2103 (92)
MNP Big 2 po 5 cTyneks, NoB'A3aHi 3 HAPKOTUAKAMM 3a 871 (38) 900 (39)
BUHATKOM ISR
ISR TP Bia 2 g0 5 cTyneHs? 1022( 48) A 139(7) A
[P ISR gig 2 fo 5 cTyneHs, Nog'A3aki 3 HAPKOTUKaMM? 1009( 48) A 121(6) A
byne-axi [P Big 3 1o 5 cTynexs 745 (33) 754 (33)
[P Big 3 Ao 5 cTyneHs, NoB’saaHi 3 HapROTUKAMY 131 (6) 93 (4)
MP Bia 3 ao 5 cTynews, 3a BuHaTKOM ISR 716 (31) 754 (33)
MPu Big 3 ao 5 cTyneHs, NoB'A3aHi 3 HApKOTUKaMK, 33 84 (4) 93 (4)
BUHATKOM [SR
ISR NP Big 3 a0 5 cTyneus? 54(3)A 0
MP ISR Big 3 A0 5 cTyneHs, nos'A3aHi 3 HAPKOTUKaMK? 54(3) 4 0
MNP, o Npr3BoAMTL A0 NPUNMHEHHS MPUAOMY 135 (6) 91 (4)
JocnimxysaHoro npenapary
MNP wo os'aA3aHi 3 nikapchkium 3aco6OM, L0 NPU3BOAKTL 67 (3) 24 (1)
[0 NPUNUHEHHs NpUAOMY AOCNIAXYBAHOrO Npenapary
byae-ake CMNA 109 (5) 104 (5)
CIMNA wo nos'ssaxi 3 nikapckkum 3acoboM 4(<1) 3{<1)
Cmeptensxi CN4A 4 (<1) 8 (<1)
Cwmeprensti CMNA, nos'n3aHi 3 HapkoTUkamu 0 1(< 1)

NMPUMITKA: LLle onnHa cmepTh cTanacs Ha eTani 3 (Hoxose nopaHekks B rpyni TDF/FTC).

a. Ny ujit kaTeropii - e KifbKICTE Y4aCHUKIB, Aki OTPUMANK NPUHaIMHI OfHY IH'EXLito AOCTIPKYBaHOTO NpenapaTy
(nonynauia 6esnexy in'ekuii) nuwwe Ha Etani 2 (CAB: N=2117, TDF/FTC: N= 2081).

b. PT: nopyleRHs cepyeroro putmy

[TepBHHHI aHANI3H KIHICBHX TOYOK Oesnexu Bmovany kiidiyui [1P 2-ro crynens abo pyue Ta

naGoparopsi I1P mix wac 1-ro Ta 2-ro eramis. Ilix yac 1-ro ta 2-ro eranis OBSP GineiuicTs y4acHukiB

nepexxuin noaii, axi Synu BinHeceHi fo 2-ro pisHg abo suwe (93% ygyacHuKiB y rpyni CAB ta 92%

ydacHukiB y rpyni TDF/FTC). Haiimommperinmmu ITP (y >10% yuyacHukis) 6yiu 3HIDKEHHA HUPKOBOTO

KILipCHCY Kpeatduiny (pinme B rpyni CAB), 6inb y micui in'ekuif (vacrime B rpyni CAB), mimsuuenss

piBHA KpeaTHH(OCHOKIHA3K B KPOBi, NIABULIEHHA PiBHA KPEeaTHHIHY B KPOBi, Hazohapuurit, miaBHIEHHS

piBHA JinasH Ta aHanbHA XjiaMinilina IHeKLis.
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TR S = 1 Bu:()mneunﬂ), wo Buﬁmmu monaumeﬂme y 5% yqacuuma B I{O)KHIH 3 rpyn anyBaHHﬂ =
Kpokn 1 Ta 2 OBSP (6e3neyHa nonynayis)
CAB TDFFTC
(N=2281) (N=2285)
lNepeBaXHUiA TEPMIH n (%) n (%)
KinbicTb yyacukie i3 byas-axoio nogieto 210 piBHA abo uwe 2115 (93) 2107 (92)
HMpKOBKI KNipEHC KPeaTUHIHY 3HKEHUI 1576 (69) 1661 (73)
binb y MicLi BREREHHS 1007 (44) 135 (6)
KpeatuHdocdokiHasa Kposi nigBulLeHa 481 (21) 467 (20)
KpeatvHiH y KpoBi nigsuLLEeHWH 376 (16) 424 (19)
HasodapuHnt 294 (13) 271 (12)
[liaBKLLIEHHS KiNbKOCTI Ninas 248 {11) 259 (11)
AHarnbHa xnamigiiHa indekuin 239 (10) 256 (11)
l'onosHuit Bink 202 (9) 193 (8)
[TigBMLUEHHS PIBHS [TIOKO3K KPOBI 198 (9) 121 (5)
[TpOKTMT FOHOKOKOBHIA 192 (8} 213 (9)
MigBrILEHHs piBHA acnapTaTtamiHoTpaHchepasu 183 (8) 196 (9)
Cudbinic 182 (8) 191 (8)
[HekLUis BEpXHIX AuXanbHUX WNAXiB 176 (8) 169 (7)
TTiABULLEHHA piBHA anaHikamiroTpaKcdepasu ' 165 (7) 191 (8)
Awinasa nigeuuieHa 147 (6) 167 {7)
Mipexcia 122 (5) 61 (3)
Hiapes 108 () 116 (5)
PapuHiT 105 () 88 (4) |
3HUKEHHS PiBHA [MICKO3K KPOBI 95 (4) 102 (4) |
®octhop y KpoBi 3HU3MBCS 88 (4) 108 (5)
MineuLleHHA piBHA BinipybiHy B KpoBi 86 (4) 107 (5)
[pumiTka: 3MeHwWweHHs YacToTh 3 rpynu CAB
Binbimicte yuacHukis rpynu CAB, ki saznanu 1P, mo, Ha LyMKy HOCiigHEKa, GynH Mos'a3aHi 3
MpHAOMOM JIiKapchkHX 3acobis, Manu ISR. HauBixyansmiMu noGivuumu edexramu, NOB'I3aHMMH 3
MpenaparaMu, Mpo Aki NOBIAOMIANA Halibinplua 4acTKa y4acHHKIB, GY/IH SHUKEHHA HUPKOBOTO KIliDEHCY
kpearuniny B rpyni TDF/FTC (32% yyacHuxis i 29% yuacuukis rpynn CAB) Ta 6ins y Micwi in'exuii B
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Baranom 10 ygacHukis (4 [<1%] y rpyni CAB i 6 [<1%] y rpyni TDF/FTC) nomepnu nix yac eramip 1 1 2
OBSP, 3 aux 1 y rpyni TDF/FTC (nepesauuit TEPMiH CEpLIEBOrO poO3nany), Ha MyMKy JocninHuKa, 6yB
MOB'13aHH{ 3 NPHIIOMOM HapKOTHYHHX 2ac06is. BinsmicTs cMepTeii Oynu cipHYHHeH! TpaBMATHIHAMHK
noaismu (CAB: PT BOrHenansHoro nopaxeHHs, acikcia, TpaBMaTuiHa kposoreya; TDF/FTC: V 2
[y4ACHHKIB - HOXOBE IIOPAHEHHS, Y 2 - MHOHHHI TpaBMH, 3a6i, KPOBOBHITHB ¥ MO30K) Ta 110 OHOMY
YIaCHUKY B KOXKHIH pyni - cepueso-cyamusi nopii (CAB: PT CEpUEBO-IEreHeBoi HENOCTATHOCTI (TIpH
Migo3pi Ha nepenosyBanHa MetamdetaMitonm); TDF/FTC: TIT NIOpYHIEHHH cepueBoro putMy). 1lle onun
BUIaNOK CMepTi craBes Ha etani 3 (PT HOKOBOro MopaHeHH:) y rpyni TDF/FTC.

acrota I1P, wo npussosmwin Ko BigMinK KociwKyBatoro npenapary,

(CIL Ta neranpHux Bunazkis Gyi1a HH3EKOIO B 060X rpynax Jnikysanss. YJactka yyachuxis i3 CITS, mo
[PH3BEITH N0 NPUIMHEHHS NPHIOMY JOCTIDKYBaHOro nipenapaty, 6yna HU3LKOIO B 060X rpymnax
JlikyBaHHs. 3aranoM, 3a BUHATKOM ISR y rpymni nikysanna CAB, Mik rpynaMu niKyBauus He 6yno
BHABJICHO JKOAHHX TEHICHIIiMH.

U1K i 09iKyBanocs NpH 3aCTOCYBaHH TapeHTEPaNbHIX nikapehKHx HopM, nix gac pasu in'exuiit yacTo
noBifomasocs npo ISR. 3axsoproBaHicTs i TAKKICTE 3 yacoM 3mMenmmmes. ISR NOBIAOMILITOCS
qactime B rpymi CAB nopiexaso 3 rpynoio TDF/FTC. Binbuticts 3 Hux 6ymu 1-ro ta 2-ro CTyneHis i
BBAKATHCH IOCIIIHIKOM IOB'A3aHUMH 3 JOCHI[PKYBAHHM MPENApATOM, )€ FKOAHA 3 HEX He Oyna
3apeecTpoBana AK cepiiosHa. 3aranoM y 47 (2%) yyacHukis rpyns CAB surMIoIM ISR, sxi npusBeny o
NPHITMHEHHSA NPHHOMY AOCTIIKYBAHOTO MpEMapary. .

KIMBKICTE y9aCHHKIB, Y SIKHX CIIOCTEpIrasacs FeNaToTOKCHUHICTE AES], 6yna 36anaHcoBaHoIo B 060X
rpynax nikysauns (8 8 CAB i 8 8 TDF/FTC). XozaeH 3 HHX He BRAXABCS [IOE'SI3RHUM 3 HapKOTHKaMK abo
CepHOHUM.

He 6yi10 BusBneno sxonuux Mo6idnux edextis 3 oKy MedinKy, aKi 6 BHKIMKATH JOAaTKOBe
BaHENOKOEHHS WoAO GeanexH. 3 78 yuacHHKIB, y AKHX CIIOCTEDIraIucs BUNALKH BiqMiHY JOCIIDKYBaHOIO
penapary, NoB's3aHi 3 neyiuKolo, 14 yuacHukiB, ki orpuMyBann CAB, Oynu ouireni HHAC sk
"Biporigmi" DILI (n=5) aGo "moxumsi" DILI (n=9). IT'sTeamuaTs Y4aCHHKIB, ki orpumysamu TDF/FTC,
Oy onineni HHAC sk "iimosipui® DILI (n=2) a6o "Mosxotusi” DILI (n=13).

HacTka y4acHUKiB 3 HEPBOBO-NICHXIYHEME po3nagaMH Gyna noniGHO B 060X Ipynax JiKyBaHHA.
Hepeopo-ncuxiatpuuni AESI, mo sunukamy y >1% ydacnuxis, 6ynu AESI 3 poznanamu cHy (rpyna
CAB): 10% i rpyma TDF/FTC: 11%), AESI menpecif (5% B 06ox rpynax) i AESI tpusoru (4% B obox
rpynax). Yei inmni vefiponcaxiatpuuni AESI sunmom 5 <1% Y4aCHHKIB.

B TRy CAB Re T *py‘g&ﬁnmcfi;m%mﬁm
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= anomie BHABHJIH nnc6anaucy B KUILKOCTI 460 {pONOPLIT YUACHAKIE 3 UMU ALS[: He GYII0 BHABIIGHO =
KTiHIYHO 3Hauyoro BrutHBy CAB Ha maGopaTopHi MOKa3HHKY KpeaTHHIHY ab0 KlipeHCy KpeaTHHIHY.

22. BUCHOBOK (3a1UTFOMEHHS)

E

EKTHBHICTE

Jlani epextnsrocTi HPTN 083 neMOHCTPYIOTH KIHIUHO 3HAUYLINIH Ta CTATHCTHYHO JOCTOBIPHUIA BILTHE
Ha npodinakTuky iHdikysauus BIJI cepen MSM T2 TGW:

Cxema PrEP, mo mictute CAB LA y no3i koxsi 2 Micaui, mepesepiuye (p=0,0005) woaenamit
nepopanburi npuiioM TDF/FTC y 3anobiranHi indikysaunio BLJI-1 cepen MSM ta TGW v

rpymnax pH3HKy.

3 52 punagkis BIJI-indexuii, mo cramucsa Ha eranax 112, 13 cramues B rpyni CAB (pisens
saxsopiopadocTi 0,40 va 100 PY) i 39 - B rpyni TDF/FTC (pisens 3axsoptopadocti 1,22 Ha 100

PY).

Ilicna xopuryBaHHA Ha HOTeHUIHHY MOXHOKY uepe3 AOCTPOKOBE NPUIHHEHHT JOCTIKEHHS
nepBBHHHUH aHajli3 NpOXEMOHCTPYBAE 3HIKeHHs pu3uKy iHdikyBanusa BIJI-1 Ha 66,0% y rpymi
CAB nopierano 3 rpynowo TDF/FTC. Cunenuii edext nikyBaHHA, LIO CHIOCTepirascs B
NePBMHHOMY aHANI31, BiANIOBINAaE BUCOKOMY PiBHIO 3aXUcTY Bix indixyBanua BUI-1 npu
3actocyranHi CAB LA.

BigHocHi nokasrukH iHGikysanusa BUI-1 Ha Erani 2 sinnoeizanu 3aransHoMy eeKTy JiKyBaHHSs
Ha Etanax 1 i 2, neMoHCTpyIOMH MEHIIY KiTbkicTh BHIIaAKiB iH¢ikysaHus BIJI-1 y rpyni CAB
nopisasHo 3 rpynoto TDEF/FTC.

¥ nomyJuuii Edexruenocti in'exuiiinyux nporpam 2-ro eramny 3 uensyporo OBSP cnoctepiranocs
3HIDKEHHA piBHA 3axpoproBaHocTi Ha BIJI-1 y rpyni CAB na 83,6% nopiBHAHO 3 rpymnowo
TDF/FTC.

3araneHui pisens indixysanns BUI B ycix npoananizopanux niarpynax, BKITIOYAQUH KITHOUYOE]
niarpymu (TGW, Bik <30 pokis, appoamepurancski MSM ta TGW), Bianosigas 3araisHomy
CIIOCTEPEXKYBAHOMY epeKTy JTKyBaHHS, IEMOHCTPYIOUH JUTA BCIX NiArpYIT HHMKYHIA piBeHb
inixysannsa BIJI-1 B yyacHukiB, pannomizoBanux no rpyns CAB, nopiBHAHO 3 Y4aCHHKAMH,
panpoMizosaaumy fo rpynu TDF/FTC.




rpynoio TDF/FTC, 3a BuusaTkoM Oinbmof wactots IP y rpyni CAB.

B obox rpynax nosigomnsnocs npo CITI 3 ogHakoBoIo 4acToTo10, B TOMY uHcai mpo CITS,
NoB'A3aHi 3 MPHIIOMOM HADKOTHKIB.

[Ticna suxmouenns ISR, npo TP, ITP 2-5 crynenis, 1P, noe's3aHi 3 npHitoMOM JIKapChKHX
3acobis, Ta 1P, 1o npu3eeny [0 NpUIMHEHHS OpUfoMy AOCIIDKYBAHOIO NIpenapary,
MOBIZOMJIANOCA 3 OZHAKOBOK HACcTOTOIO B 060X rpynax nauieHTis, sxi npuiimanu CAB Ta
TDF/FTC.

3aranowm, in'exuii CAB noGpe neperocunucs. [ToGiuni peakuii, ax npasuno, 6ynu nerkuMe (1-2
CTYIIeHI) Ta KOPOTKOYaCHHMH 1 [IPH3BOTHIH A0 HE3HaYHO! KiNBKOCTI BUNAKIB BiAMIHH
JOCIHIKyBaHMX Ipenaparis.

V upoMy AOCHIMKEHH] crocTepiranacs BHila YacToTa mipexcii B rpymi CAB nopisHAHO 3 rpynoro
TDE/FTC.

3aranom, <1% B obox rpynax nixysanus (CAB: 21 yuachuk; TODF/FTC: 5 yyacHUKIB) nepe:kunu
menukamenTo3Huit ITP mianrii. Bineuricts nos'szannx 3 npenapatoM moxiii y rpymi CAB cranucs
B TO} caMuit nenp abo vepAce3i nicna [IP Gomio B Micli BEezieHHS 1H'€KLI.

B o6ox rpynax He 6yno 3apeectpoBano sxoauux sunagxie CILUI DILI. 3 ycix sunapkie BigMiHK
HOCTiIKyBaHOro npernapary, NoB'3aHUX 3 MeyiHkowo, oninenux HHAC, nopisrsaHa kiiexicTs
upx noAiii 6yna oniHena ax jimosipHa abo Moxutnea DIL] y Beix rpynax NikyBaHHS.

Cepen HSR AESI :xonna He 6yna cepiiozHo0 B 3xOmHIH 3 rpyn. Y rpyni CAB mocnigHHK He
BuABHB Jx0aHOro noe'azaHoro 3 HSR AESI, a B rpyni TDF/FTC - onHoro nog's3asoro 3 HYM.

3aranom, YacTka YYACHHKIB, Y SKHX BHHHKNU BHcHNHI AESI, BloTrouartogs noail, nos'szani 3
NpHAOMOM JHKIB, T4 NOAIT, MO NPH3BENH N0 NPHITHHEHHA NIPHIIOMY AOCTiKYBaHHX NMperaparis,
Oyna Hu3bKOIO 1 31ebinsmoro Mana ctynis | abo 2 3a inTeHCHBHICTIO.

36inbLIeHH MediaHH MACH TiNa Bill BHXIOHOrO piBHA Bin0ynoca B 000X rpynax JIKyBaHHS Ha 153-
My TioxHi, CAB: 2,9 (-0,2; 7,5) xr ta TDF/FTC: 0,7(-2,0, 6,4) kr. Cepensiii npupict paru 6ye
cTabinsHUM NPOTAroM ycsoro mepiony nputiomy CAB i cioctepirascs micnsa Apyroro poxy
npuiiomy TDF/FTC.

[TopiBHAHHA YacTKa y4aCHHKIB y BCIX rpynax JIKYBaHHS [OBiXOMHNA NPO HEPBOBO-TICHXIUHI
ABHIIA, BIUIIoUatodyn genpecito AESI (5%), tpusory AESI (4%), 6eacouns PT (6%), aHoMansyi
cHoBuzinHs PT (3%), a Takox cyitpaansHi AyMKH (<1%) i cyiuppanssi cnpobu (<1%) y
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B Ipymax nnaueﬁo B ocHOBHHX gocnimxennsx PrEP TDF/FTC.

Xoua Npo MiJIBHINEHHs PiBHA TIIFOKO3H B KPOBI MOBIAOMIIIIOCS Y GiNBINOT HacTKy y4aCHHKIB
rpymu CAB, Bignopinni #aGopaToOpHi MOKAZHAKH HE BKA3yIOTh HA TEH/CHIIIIO IO rimepritikemil.
Kpim Toro, nopinomMnenss npo 1P iHmmx BiAIoBiHHX TepMiHiB HE BKa3y:0Th Ha TEHIEHILIO [0
rinepriikeMii abo piabety.

Ornan AESI cynom i cynomumx vananie ta PT pabnomionisy i MaHKpeaTHTy, a TAKOX OIiHKA
dyHKuii HUPOK He BUABKIM AucOanaHcy B Kinexocti abo nponopuii yuacrukis 3 numu AESL. He
6yJ10 BUABNCHO KIiHiuHO 3Hayymoro Bruausy CAB Ha afopaTopHi MoKa3HHKHM KpeaTHHiHy abo
KIIIpeHCY KpeaTHHIHY.

3aranoM, yyacHuku JocaimkeHHs gobpe nepenocuny CAB PrEP.

PezncrenTricts BLIL no JikapchKHX 3ac00iB

CAB LA Q8W 3a6esneuye uinposi konuentpauii CAB y mia3mi kpoei, siki, 3a IpOrao3am,
sabesneuyioTs 3axuct Big BUI-indexuii 3 pisnem cepokousepcii 0,27%/100PY, mo sinbysaeTscs
nig yac in'exuiinol Gaz| JoCHiKeHHS.

Y nigrpyui 3paskis, OTpMMAHHX BiX nonepeqHbo BiniOpaHHX y4acHHKIB, He 6y/10 BUABIEHO
KMiHIYHO 3Hagymux Bigminnocreil y koRuenTpauii CAB y nnasmi kpoBi Mbk MSM,
pxuBaHHAMEropmonis TGW, yracHBkaMu BikoM <25 pokiB abo 3a perioHOM.

37 3 39 Bunazkis cepokousepcii B rpyni TDF/FTC MoXHa NOACHUTH HH3BKOIO NPHXHIEHICTIO 10
NiKyBaHHA HA OCHOBI 1ia3mMoBkX koHueHTpauiit TFV ra BHyTpilIHEOEPHTPOLMTAPHHX
xoHuenrpauiii TFV-DP

3aransHa NPHXIIBHICTS /10 nikyeauus y rpyni TDF/FTC 6yna BHILoO, Hix odiKyBsanocs (84%24
IO3W/TIDKICHE Ha ocHoRi mazmosoro TFV i 73%>4 no3u/TwxieHb Ha OCHOBI
BHYTPILIHBOCPUTPONMTapHIX KoHIeATpanii TFV-DF)

YKoneH 3 2 yuacHHKIR ntporpami CAB, sxi Gyim indikoBaHi fo 3apaxysaHHS, HE MaB MyTallii
pesucrenTHocti go INSTI mip yac mepimoro BipeMidHOrO Bi3HTY.

V 3OIHOTO 3 5 YHaCHMKIB, Axi 6ynH iHdikosani nicns Tpusanol nepepsH B npuiiomi CAB, He Byio
MyTaniii pesucTeHTHOCTI g0 INSTL

Jlpoe 3 3 yyacHuKiB, siki 6y indikopaHi mij yac nepopaTbHOTO BBEJICHHS, MAIK MyTaulii




e  Opuu 3 5 yuacHuKiB, ki Oy iH(iKoBani, He3BaKarOUH Ha perysspHi in'ekuii CAB, mas myTauii
pesuctenTHocTi 0 INSTI mix yac mepioro BipeMidHOro Bisuty. J[BOE 3 MX 5 y4aCHHKIB He
MaJTH BipeMidHOTO Bi3UTY i He OyJiH OliHEeH] Ha PE3HCTEHTHICT.

e Yorupu 3 39 yuacuukis 3 indekuieio B rpyni TDF/FTC manu myTauii pesucrentocti 10 NRTI.
Tpoe 3 4-x Takox Manu myTauii pesrictentHocTi 10 NNRTI, mo, fimosipHo, BinoOpaskae nepenaty
PE3HCTEHTHICTD 10 Tpenaparis.

|Pe3vibTaTH NPO SIKi MOBIIOMJISIE MAIIEHT

e Xoua Gise y Micui in'ekuii 6ys 6inbw nommpennum y rpyni CAB, yuacHHKH Bi4yBaii BUCOKHH
piBeHb 3arabHOrO 3a/I0BOJICHHS Bil BAKOPHCTAHH 1H'€KUIHHHX NpenapaTis MPOJOHrOBaHoI Aii,
MpH LLOMY BaXTHBUMH (akTopaMu Oynu 3pyUHICTh, FHYYKICTh, POCTOTA BAKOPUCTAHHS Ta
PO3CYAHUBICTD.

e 3aj0BONIEHICTb JOC/IKYBAHUM MPENapaToM OLIHIOBAIH CAMOCTIHHO 3a I0MOMOI0I0
onuryBanbHukis SMSQs ta SMSQc. B 060x rpynax JikyBaHHs 3araibHa 3a/0BOJICHICTB
JOCTTIKYBAHHUM TPerapaToM Oysia BUCOKOIO i 3aMIaNacs HE3MIHHOKO TPOTATOM yCBOTO
JIOCITIDKEHH.

3agBHMK (BIACHHUK PEECTPALIIHHOTO MOCBIYEHH )

\(rri armEc)

Kapen I'peiirokep (Karen Grainger)
Biue-npesuaent, KepiBHUK BiU1iTy HOpMaTHBHO-TIPABOBOTO PETYJIKOBaHHS
BiiB Xesckep (ViiV Healthcare)
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Study ID-201739

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

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

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

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4, Studies conducted:

v'yes no  ifno, please justify

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

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

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

A Phase 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

0. Number of trial subjects planned: 3128
actual: 3224
10. Main purpose and secondary objectives of CT Primary

o 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 TDF/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.

e 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,

o 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

e 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.

» Arm B — Daily TDF/FTC 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/FTC (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 =5 using a modified
[VOICE risk score, and no plans to re-locate or travel away from the site for 28
consecutive weeks during study participation. Participants must have been in good
health, as evidenced by: calculated creatinine clearance 260 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 (HICV) 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 wecks 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
192416110
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
tablet
Oral

V1611B1
V1702B1
V1712B1
V1714B1
V1805B1
V1807B1
V181081
VSPZ
B304020D
B311070D
B403462
B409371
B415875
B417967
B427427
B427428
6133702

Placebo to match Oral
TDF/FTC tablet

Placebo to match QOral
TDF/FTC tablet

V160981
V170181
V170381
V170981
V1806B1
V1808B1
V1809B1

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:

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

o 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%*

¢ Plasma concentrations of CAB in participants randomized to CAB/CAB LA

* Plasma and Dried blood spot (DBS) concentrations of TFV/TFV-DP in a
subset of participants randomized to TDF/FTC

e Survey of attitudes and willingness to use CAB LA and TDF/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/m?2 in the Protocol to

</>30 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

e QGrade 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% Cls 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 c. = 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
imaximum grade >2. The reporting of safety data was descriptive and included all
marticipants 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)

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

Injection (Step 2) o The mITT 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 e 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
pharmacokinetics (PK) conducted in 150 participants who received all injections up
CAB Concentration through Week 57, selected with the following regional distribution
Population o 40% cisgender women <25 years of age at enrollment
» 40% cisgender women between 25 and 30 years of age at
enrolment
 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 ¢  Cohort of approximately 400 participants randomly selected
Population at Baseline from the oral TDF/FTC group.




Pregnancy Population ¢ All participants who had a positive pregnancy test result
while on freatment

Population

pregnancy).

Confirmed Pregnancy o 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

Seroconverters » Primary Seroconverter Population - All ITT participants who
were HIV-uninfected at randomization and acquired HIV
infection during the primary analysis follow-up.

o Infected at Enroliment 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 >5. Just over half of participants had a main or primary partner
and the majority had some secondary schooling.

Demographic Characteristic (Ngf\(?l 4) 2-1\?:1!5‘.:-(?)
Age {years), n
Mean (SD) 26.0 {5.7) 26.0 (5.8)
Median 25.0 25.0
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 (%)
<5 327 (20) 345 (21)
>5 1287 (80) 1265 (79)




Race, n (%)

Asian 2 (<1) 3 {<1)
Black or African Americana 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-Identified Gender
Male 0 3 (<1}
Female 1612 (>99) 1607 (>99)
Transgender Male (female to male) 2{<1) 0
Marital Status
Married/Civil Union/Legal Partnership 169 (10} 174 (11)
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 164, 54.3 15.0,51.3
<30 1149 (71) 1180 (73)
>30 485 (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 Nodel for Time-to-Infection

CAB TDFIFTC Hazard Ratio Superiority
(95% Cl)2 p-value
miTT Population®
n 1614 1610 |
Cox regression
(0 4.0 31) <0.0001
Number of participants 4 %6 B'. Ty
infected ias-adjusted, co[rected for early
stopping®
0.12
(0.05, 0.31) <0.0001
Person-years 1961 1946




Incidence rate (per

100 person-years [PY]) 020 1.85

85% Cl 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, 0.39 | 0.85, 2.16

100 PY)

Nole: The p-values are two-sided.

a. Hazard ratio <1.0 indicates a lower risk on CAB as compared to TDF/FTC. The hazard ralio is based on a
Cox propartional 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 ratio, 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
teport.

d. The 95% Cl for incidence rate was calculated using the exact Poisson method.

e. The analysis with OBSP censoring did not count 1 of 2 total participants who seroconverted during Step 2;

1 of these participants had several delayed injections outside of the protoco! 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. 230 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
HIV] 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 TCFFIC Group Interaction

Subgroup Eventa/PY (IR%) Events/PY (R%) HR (35% CI} pvelue
Overal 471961 (0.20% 2671846 (1.85% O 11 (0,04, 0.37) —_
Age [years} 0, 5345

<25 3/€68 (D.35% 201833 (2. 34% 0.17 {0.05, 0,54) —_

>z 25 171033 (0.09%  16/1083 (1.46% 009 {0.02, 0.48) |
BMI (kg/m?) ©. 4838

< 30 4/ 1385 (0. 23% 27/1435 (1.86% 0 16 (0.08, 0.44) | —

>= 30 0/575 (D, 00% 511 (1.76% 004 {0.00, 0.83) }

0.01 o 1
Hazerd Retio & 95% Cl

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 stratified by site. The p-values for each subgroup are
from a type 11l test of the interaction term in a Cox proportional hazards mode! on the entire population with
treatment arm and subgroup as main effect and a treatment arm by subgroup interaction.

Note: Firth's method was used to estimate the hazard ratic 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 participants
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-weck interval between Injections 8 and
9; during the Injection Phase of the study, plasma CAB concentrations were >8x PA-
[C90 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 ug/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 pg/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 pg/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 TDF/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 (ug/mL})
prior to HIV+ Visit HIV+ Visit and
diagnosis Prior Injection Week 9 HIV+ Visit

Total No. of
Injections




9

8 Week 73

16 weeks

4.04

0.416

5

4 Week 33

8 weeks

0.841

2,58

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 2 25 yearsb Overall
(N=60) (N=90) (N=150)
Visit o Plasma o/ Plasma nf Plasma
imputede CAB imputede CAB imputede CAB
{pgfmL) (ng/mL) (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 last oral (964) (293) (486)
dose)
Week 6 (H‘;’ 1.38 151
(1-week post 3710 5 1 5)’ 60/0 (1.17,1.62) 97/0 [1.33,1.72]
Injection 1) (68) (69) (70)




Week 9 153

(predose Injection [1' 30 144 1.48

2) 60/0 1 8 1 ]’ 89/0 [1.29,161] | 149/0 | [1.35,1.62)
(After initiation ('T 1) (56) (62)
injection)

Week 17 2.05 207 2.06
(predose Injection 60/1 [1.67,252] | 88/0 [1.91,2.23] | 1481 | [1.88,2.26]
3) (93) (37) (62)
Week 25 2.72 2.26 242
(predose Injection 38/0 [242,3.05] | 610 [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 42 340 3.21 3.28
{1-week post 60/1 [2.75,4.19) | 88/1 [2.78,3.71] | 14812 | [2.91,3.70]
Injection 6) (97) (77) (85)
Week 49 278 2.01 2.32
(predose Injection 22/0 [2.31,335) | 281 [1.35, 3.00] 50/ [1.83, 2.93]
7) (44) (138) (100)
Week 57 3.25 245 2.68
(predose Injection 16/0 [2.77,3.81] | 34/0 (2.14, 2.80] 50/0 | [2.41, 2.98]
8) (31) (40) (39)

Geometric mean [95% Cl] (CVb%)

a. Median (range) 21 (18 to 24) years

b. Median (range) 27.5 (25 to 43) years

¢.  NQvalues were imputed to ¥ LLOQ (0.0125 ng/mL) for statistical summaries.

TDE/ETC Seroconversion 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
positive visit.

TDE/FTC Adherence Population




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 TFV-DP
concentrations than plasma TFV concentrations available for the TDF/FTC Adherence
Population. Overall, 5% (59/1090) of evaluated DBS sampies 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 10 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 (L741). This
mutation is considered to be a polymorphism and was also detected in several
participants in the TDF/FTC group.

HIV genotyping results were obtained for 33 of the 36 incident infections in the
TDF/FTC group. One participant had both NRTI and NNRTI resistance. Eight other




participants had NNRTI resistance alone. INSTI mutations/polymorphisms were
detected in 10 samples.

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 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 (86)
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)? 166 (11)2
Drug-related ISR AE2 575 (38)2 163 (11}
Any Grade 2t0 5 AEs 1489 (92) 1480 (92)
Drug-related Grade 2to 5 AEs 903 {56) 848 (53)
Grade 2 to § AEs, excluding ISRs 1482 (92) 1478 (92)




Drug-related Grade 2 to 5 AEs, excluding ISRs 833 (52) 841 (52)
Grade 2 to 5 ISR AEsab 196 (13) 27 (2
Drug-related ISR Grade 2 to 5 AEs® 192 (13)2 25 (22
Any Grade 3to 5 AEs 265(16) 274 (17)
Drug-related Grade 3 to 5 AEs 86 (5) 99 (6)
Grade 3 to 5 AEs, excluding ISRs 264 (16) 274 (17)
Drug-related Grade 3 to 5 AEs, excluding ISR 85 (5)2 98 (6)=
Grade 3 to 5 ISR AEsa? 1(<1) 1(<1)
Drug-related ISR Grade 3 to 5 AEs? 1(<1)2 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
[SRs leading to discontinuation of study drug 0 0
Any SAE 25 (2) 33(2)
Drug-related SAEs 1(<1) 3 {<1)
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=1518, TDF/FTC: N=1516). J

b.  No participant experienced a Grade 4 or 5 ISR and 1 participant in each treatment group experienced 1
or more Grade 3 I1SRs.

c. 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 33921 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)
Vulvovaginitis trichomanal 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 [oss 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 order of decreasing frequency in the CAB group.
Note: AEs were coded to 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 1 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
reported 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 HFAC as “probable’ DILI (n=1) or ‘possible’
DILI (n=7). 7 participants receiving TDE/FTC were assessed by the HHAC as
‘probable’ DILI (n=2) or ‘possible’ DILI (n=5).

The proportion of participants reporting Hypersensitivity (HSR) AESIs and Rash
IAESIs 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.

¢ Overall, <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.

Review of Seizure AESIs did not identify imbalances between the CAB group and
TDF/FTC group in the proportion of participants that experienced these AESI. No
participant reported PTs of rhabdomyolysis or Pancreatitis AESIs. 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.

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:

e 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.

e 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
TDEF/FTC group (incidence rate of 1.85 per 100 PY).

J

|

¢ 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. 1

e 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 1
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.

e 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.

e 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.

¢ 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 throughout 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 TDE/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) ina
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.

o 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 >4
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 Outcomes

e 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)

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 0f 27.06.2019 }




3BiT npo kaimiune BHNpPOGYBaHHS - 29

Bunpo6yeanaa ID-201739

1. Hazga nixapchkoro sacoby (3a HasgBHOCTI - HOMED peecTpauifiHoro
[IOCBIA4ERH)

AITPETIO, cycnensia gns in'exiit nponoHroeasol gii, 200 mr/mn

2. 3aaBHUK

BiiB Xenckep FOK Jlimiten

3. Bupobnuk

BupoGunureo nepozhacopanoro NPOAYKTY, NEPBHHHE TA ETOPHHHE NAKYBAHHS,
KOHTPOIL SIKOCTi FOTOBOIO MPOJAYKTY, BHIYCK cepii

[nakco Onepeifurne FOK JliMiten, o sene AisnbHICTS gic ['naxco Bennkom Onepetiwrtc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poya, Baprapa Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL 12 8DT,
Benuxa Bpuranis

Crepunizanin (ramma-onpominenus A®I Ta roToBoro NpOgYKTY)

Crepirenike Benbris (@nvopyc) CA (Corepa Xenc Kamnasi) / Sterigenics Belgium (Fleurus)
SA (A Sotera Health Company)

3oHiHr [HpacTpiens, ABeHio e n’Ecnepatc, ®nwopyc, 6220 / Zoning Industriel, Avenue de
I’Espérance Fleurus, 6220

bensria

4. IpoBeaeHi nocnimxeHs:

v Tak Hi, SKLIO Hi, 0BrpyHTYiiTE

1) Tun nikapebkoro 3acoby, 2a 1KuM MpoBoAMnacs abo nnaHyeTbes
peecTpauis

Jlikapebkuit 3aci6 3a NOBHMM foche (aBTOHOMHE Iocbe), iHWmMi nikapebkuii 3acif, Hosa Ailoua
peqoBUHa.

5. [loBHa Hasea kniHiuHoro BUNPOGYBaHHs, KOAOBAHKH HOMEp KNiHiYHOTO
BUNPOOYBaHH

(aza 3 nopgiliHoro cninoro nocnimkerng 6e3nexy Ta eeKTHBHOCTI iH'ekUiiiHoro
kaGoTerpasipy TpHBanol il y NopiBHAHHI 3 WOAEHHAM nepopaneHnM TDF/FTC nnx
POKOHTAKTHOT Npo@inakthiy y BUT-indikosanux siHok {HPTN 084)

Hocaimkenns 201739 (HPTN 084)

6. ®aza wiinitHOro BUIPoOYBaHHs

(haza 3

7. lepion kainiuxoro BunpoSyeadus

3 [27 nuctonana 2017] - [0S nucronana 2020]

8. Kpaiuu, B akux nposoamnnocs kniniune BUTIpOOYBaHHS

borcsana, Kenia, Manasi, IMisaenna Adpuka, e-Crarini [koamnifi Ceasisenn], Yranna ta
3imbabee

9. KinbkicTs nocsimxysaHux

3anaHoBano: 3128
(hakTuuHa KinbKicTb cy6'ekTiB pocnimxenns: 3224

10. Mera Ta BTOpHHHI Uini KNiHiYHOrO BUTPOBYBaHHS

OcHoBHA




s Edexrusticts: OuiHUTH NOPiBHUIbHY eEKTHBHICTH MEPOPAJILHOTO 32CTOCY BAHHA
kaBorerpasipy/kaboTerpapipy MpONOHrOBaHOT iH'eKUTHHOT cycrensii ans iH'exitii
(CAB/CAB LA) (nepopansHuii npuiiom Ta i'ekuii, eramu 1 Ta 2) nopisHAHO 3
MOAEHHUM MepOopaIbHUM TIPHHOMOM TeHODOBIpY AU30MPOKCHILY
thymapary/emrpuimrabiny (TDF/FTC) ans npodinakTuku sipycy iMyHozedimmTy
noauan (BlI-indekuii) (etanm 1 Ta 2).

¢ Besneka: Ouinvtu BinHocHy 6esnexy nepopansHoro CAB/CAB LA (nepopaibHa |
NMiArOTOBKA Ta iH €KL, Kpoku 1 i 2) nOPIBHAHO 31 LOASHHHM NEPOPATIbHUM .
TDF/FTC ana npodinaxruxu BUI (etamu 1 i 2). |

Bropunni . |

s [Ina nopiBHaHHa 3axsopioBadocti a BIJI cepen y4acHukiB, AKi OTpHMYBaH |
nepopanbuuii CAB/CAB LA 3 wonennum nepopansnam TDF/FTC (Eranu 1,21 3).

e JIns ouinku sigHocHoi eekrrsHocTi nepopamsHoro CAB/CAB LA nopieHiHO 3 |
nepopansium TDF/FTC y nigrpynax, BusHauenux 6a30BUMH (GakTopaMH: BIKOM, |
Bipycom nipocToro repnecy-2 (HSV-2), cepoctatoM*, METONOM KOHTpauenuii® ta
ifexcom macu tina (BMI). ).

e OmnucaTH Ta 3MOLENIOBATH 3B’ 30K Mix 3axBopioBanicTio Ha BIJI Ta xoHUenTpauicio |
NKIB Y KOXCHIH rpyrii.

o JIng omucy po3MOAiNy Ta KOPE/IATIB KOHLUEHTpALT npenapary B KOxHiH rpyiil. |

e 106 nopiBHATH npHIHATHICTL | nepesary Ui CAB LA npoTH nepopankHOro |
TDF/FTC.

*[IPUMITKA: Cepocraryc BIT-2 Ta aHanis edekTHBHOCT] MArpyNMH METOAIB KOHTpALENLi |

BHXOATH 33 MXKI LLOTO 3BiTY npo kiidiuHe nochimkenns (CSR) i GynyTs npenMeTom

OKPEMOro 3BiTY.

Tperuannii

e OUiHUTH PUINKOBAHY CEKCYanbHy NOBCNIHKY, BUMIpRHY 3a CAMOOUIHKOIO Ta PIBHEM
BUMAZKiB iHeKuii, o nepenaroThes cTaTeBum wnaxom (STI). |
¢ Jlns nopisugHus Grade >2 yactora HecrnpusTiusHx nonii (I1P) y xixox i3 BHXITHUM ‘
BMI </ 25 xr/M?, y KoxcHilt rpyni NOCHIIKEHHA™. |
s o6 nopieHaTY pi3HHWO y 30inblenHi Bark Ta BMI, no pyxax.
o T[lopiBHATH YACTOTY BAriTHOCTI TA PE3yNbTATH MDK rpynamH.
e  OuinnTu noxasHuku pesucrentHocti BUI no nikis cepen yuacHukiB, aki 3apasuaunca
BIJI nix yac AocAKEHHS Cepenl YYacHHKIR, AKi OTPHMYBAIH NEepopanbHUi
CAB/CAB LA nporu nepopanstoro TDF/FTC.




s JIns BUM3HAueHHs! KOHLUEHTpAWIi B InasMi Aeno MeJpoOKCHIPOreCTEPOHY auerary
(DMPA), noperdcrepony enantaty (NET-EN) abo eToHorecTpeny Npa 0aHOYaCHOMY
3aCTOCYBaHHi Ans KOHTpauenwii 3 oCTiKy BAHUMH MPOAYKTAMH (TDF/FTC abo
CAB LA)*.

*TIPUMITKA: 1j ananizv suxonsts 3a mexki CSR i OyoyTs npeAMeTOM OKPEMOro 3BiTY.

11. Jluzaiid xniniusoro BunpoOyBaHHS

[le noTouHe paHaoMizoBaHe, GaraToUEeHTPOBE, 2-PiBHEBE, noxeitixe cnine gocaimKxeHHs 3
hasu 3 puBueHHs Gesneunoci Ta epexTusHOCTi CAB LA nopisusHo 3 TDF/FTC ans
npodinaxtuxu ingixysanns BTy BUI-indixosarux XKiHOK B KpaiHax AQpUKH Ha MiBAeHb
Bin Caxapu (SSA).

J1ns KOXHOrO yuacHuka Gyio oTpUMaHo indopMOBaHy 3rofly NMepej NnovaTkoM Oy ab-AKHX
[pOLEYP AOCHILKEHH, BIIOUarouH 6y ib-ski CKpYHIHrOB] OLiHKK. [TpoleRypy CKPUHIHTY
MOIIH MpoBOAMTHCH NpoTaroM | abo Ginblue Bi3uTiB. 32paxyBaHHs MOBHHHO BimOyTHCA '
nporsaroM 45 aHiB 3 MOMEHTY 3ab0py 3paskis (32 BUHATKOM BU3HAYEHHS BipyCHOIO
nasanTaskeHHs BIJL, ske noBuHHO DyTH 3i6patO Ta OTPHMAHO TPOTATOM 14 RHIB 3 MOMEHTY
sapaxyBaHHs) And TpoBefeHHs KniHiunol Ta nabopartopHoi OLIHKH Ta TIPOUERYD.

Binnosigi yuacHuxu 6yau pangomizosani 1: 1 8 132 rpyn i mpoxonwiy HaCTYMNHI eTaru
(aKTHBHI NpENapaT BHAUIEH] XXUPHUM IIPUGTOM):

IETan 1 — ®a3a nepopaJbHOro EBeJeHHSA

e Pyuxa A ~ llloaus porosuii CAB i opansHe mnauebo TDF/FTC nporsroM fo 5
TIKHIB* MTtoc naket npodinakTury BIJL, BKIIOHAIOUU 3HIKEHHS OBELAIHKOBOTO
PH3MKY T2 KOHCYNbTYBAaHHS LIOL0 AOTPUMAHHS PEXUMY Ta NPONO3HLIKD
npe3epBaTHBIB.

*TIPUMITKA: Jlna sMoHIiTOpUMHTY NeperocumocTi Ta Gesnexu npotarom 4 THXKHIB 10
BBEACHHS (H €KLl Ta ANs BPaxyBaHHA Oyab-AKyX 3aTPUMOK y PE3YNbTATAaX TECTYBAaHHA oyno
HanaHo ’sTh THXHIB Nepopanbhoro CAB.

e [pyna B - wonns TDF/FTC i opanshe CAB nnauebo MpoTAroM A0 5 THIKHIB MITIOC
naxer npodinaxTukyu BIJI, BrNi09aI0UN 3HWKEHHS NOBEIIHKOBOTO PU3HKY Ta
KOHCY/IbTYBAHHS WO AOTPHMAHHA PEXMMY Ta MPONO3KLII0 npe3epBaTHBIB.




Byab-aKkoro yuacHuxa, skuil ctas BlJI-indikoBanum miJ wac etamy 1 ocTaToqHOro

NPUITHHEHHS BHKOPHCTAHHSA AOCIIHKYBAHOr0 NPOLYKTY, GyJI0 BUKIIOUEHO 3 AOCTILKEHHA Ta
HanpagIeHO Ha JIIKyBaHHs, Nos’a3ane 3 BIJL

Vuacuuui, y axkHx 6yB neplivii n03MTUBHUIT TecT Ha Baritaictb nig 4ac Eramy 1 (TixuHa 2
a6o TwikHa 4), Mornu nepeiitu 10 ETarty 2, AKu10 HACTYNHHI TECT Ha BariTHICTb, IIPOBEACHHIA
yepe3 4 THKHI MiC/ MTOYaTKOBOTO MO3HTHBHOTO TECTY HA BAariTHICTL, BUSHAYMB, (10 yYaCHHLS
te Oyna BariTHO T4 JOTPHMYBAIHCh YCIX IHLIWX BHMOT Ge3Meky Ang nepexia mo etamy 2
OyIH BHKOHAHI.

ETan 2 - @aza sBegeHnsa

e [pyna A — in’exuii CAB LA y 2 MOMEHTH 4acy 2 IHTEPBIOM ¥ 4 TIDKHI Ta KOXHI 8
THIKHIB MiCNHs 1b0TO0 Ta [oaeHHe nepopansHe maueto TDF/FTC, nouunarouu 3 5-ro
TWXKHS, Nmoc nakeT npoginakruky BIJI, BKIMOYAOUH 3HHKEHHS TTIOBEAIHKOBOIO
PH3HKY T2 KOHCY/IbTYBAHHSR 100 A0TPUMAHHS PEXHMY T2 [POIMO3HLLiO
npesepeatbie. [ exuii cknananues 3 600 mr CAB LA, BBeneHHX Y BHIIIAAL ONHIET
3 M BHYTpIIUIHBOM 430BOT iH €Kil

e TpynaB - moans opansunii TDE/FTC Ta BHyTpiliHbOM’ 13080 nauebo
(BiznoBinuuit Hocil, inenTUUHKI 06’ €M AaKTHBHOTO iH’€KLIHHOrO Npenapary B rpymi
A), No4UHAKOYH 3 5-T0 THKHA, MuTioc nakeT npodinaktiuky BIJI, srmouarouu
IHMKEHHS MOBEAIHKOBOTO PH3YKY Ta KOHCYTBTYBAHHA L1040 MPHXWIBHOCTI Ta
[POMNO3HLII0 NPe3ePBATHBIB.

ETan 2 MaB TpUBATH, LOKH HE Oyl AOCATHYTO HeoDXiAHOT KinbKOCTI KiHUEBHX Touok (114),
npubausHo vepes 81 TixaeHb nicns peecTpaulii OCTAHHLOTO yyacHHKa, a60 J10KH He Oyne
[ICPETHYTO MEXY 3YMHHKH.

Y4acHHKH, SKI NEPeAYACHO MPHIHHKUIH NPUHOM JOCTIKYBAHOIO NMPOAYKTY MiA uac Etany 2
3 Gyab-aKkoi nprumnnm, kpim BUI-indekuil, Gynu nepeseaeni na pinkputui TDF/FTC
npoTtaroM 48 TwkHie nig yac Etany 2, a noTiM NPoAoBAKYyBanH NPOXOAHTH LLOPiHHE
TecTyBaHHs npoTarom Etanis 2 i 3 (aus. Huxue). juis onucy ETan 3).

Bynb-skoro yuacHuia, akuil ingikysascs BUI nig yac erany 2 ocTaTOUHOTO NPHITHHEHHA
NMpUHOMY JOCNiIKYBAHOrO MPOAYKTY, HANPABAIY Ha JIIKyBaHHS Ta CNOCTEPIrany 3
IHTEPBANIOM Y KBAPTAN NPOTArOM MPUGTH3HO 48 THOKHIB.




[Tinrsepmxeni parfrHoceti

Y 4ACHUKH 3 IIO3MTHBHUM TECTOM Ha BATITHICTh MOTPeOYBANK MiATBEP/UKEHHS BariTHOCTI Mt
Hac HACTYNHOIO BI3UTY MPHHAHMHI 4epes HOTHPH TIDKHI. YCiX BAriTHHX y9acHHUE i3
MiATBEPHKEHHM MO3UTHBHUM PE3YNLTATOM TECTY Ha BATITHICTH (4epes YOTHPH TIWKHI micad
MOYATKOBOrO TECTY HA BariTHICTb) PO3KPMBANH, 1 KOXHI 12 THXKHIB POBOAMIIM AOCTIKEHHS.
Hezanexno Bid pannomizauil aGo MOMEHTY GoCITiKERH s, yci BariTHi yuacHMuUi NOBMHHI Oynu
rmoTpanuth Ha Binkputuit TDF/FTC mix yac nepuioro BisHTy 3 OSHTHBHUM Pe3sy/IbTATOM
TECTY Ha BATITHICTD i, AKIO 1€ MiATBEPLKEHO, IPOTATOM BAriTHOCTI Ta rOAYBaHH TpyAnio.
PKonHIA yuacHHIi 3 RO3HTHBHMM TecTOM Ha BariTHiCTh He npusKauanu CAB, CAB LA a6o
CAB LA nnaue6o.

TTicns nOCATHEHHA Pe3yNbTATY BAriTHOCTI, AKLIO YHYACHHULS He TOAYBANA I'PYALMH, BOHA
MOrJ1a BIAHOBHTH BIAKPHUTHI JOCIIMKYBaHHH NPOAYKT i BiAgiMyBaHHs Bignosiguo no SOE.
Ko yyacHHUA, SKa HAPOIMAA TUTHHY M YaC AOCHILKEHHS, BUPIIHIA rodyBaTy rpyabM,
BoHa npogosxysana sinkputy TDF/FTC i cnoctepiranaca sigmosinno go SOE. [Ticns Toro,
FIK YHACHHLIA 3aKIHYHAA MPYAHE BUTOJOBYBAHHS, BOHA MOTJla BLIHOBUTH JOCMI 1Ky BaHHil
MPOAYKT i BiABIMYBaKHA BiamosiaHo 10 SOE. HesacninneHi yuacHuKH Manu MOAUIUBICTD
MOBEPHYTHCA 110 NPOMYKTY BIAKPHTOro AOCNIMKEHHs y CBOTH mouaTkosii rpyni panaoMisanii
(a6o CAB LA, a6o nepopansuuii TDF/FTC).

[lepeboi abo npunuHeHHs TpuBajoi xkouTpauemii (LARC)

Y pasi nopyuwienns KoHTpauenuii aGo Ko Hemoxnuso 6yo HAAATH JOKasH KOHTpalenuit,
yuyacHHxkam Hafasany sinkpurthit TDF/FTC nporsarom 4 TuskuiB, Noku NposogrEcs TECT HA
BATITHICTL i BAriTHICTh BUKIIOUANACS. YYACHHKH MONH BiIAHOBHTH CAiNe AOCTIKCHH
NPOAYKTY, KOH BariTHICTE Gyna BUKIKOUEHA OAHHM ab0 KiNbKOMA TECTAMH H2 BAriTHICTD.

[Y4acHUKH, SKI NPUNUHKIN NOBMOCTPOKOBY KOHTPALIEMLLIIO Ta MATTH MOMTHEICTb 3aBariTHITH,
OTpUMyBany BiaxkpuTy Tepanito TDF/FTC npotsrom nepiofy, poTaroM aKoro BOHH He
orpumysanu LARC npotarom 48 Thxnis, aGo nia vac 3a4atTs Ta roayBaHHs rpyamo.
YuacHUKH, SKi BIAHOBHIM NOBrOTPHBAMY KOHTPALIENLIO MIC/A NEpEpRH B JOCHiDKYBaHOMY
NpOYKTi Ta y akuX He Gyno niaTeepIkenol BAMITHOCTI NPOTArOM LLOTO Nepioay, MOTTH
BLAHOBUTH CRiMUHA LOC/HIMKYBAHWH NPOIYyKT (32 NOUATKOBOIO paHOoMizallicto) micas
JIOKYMEHTYBAHHs HETATHBHOIO TECTY Ha BATITHICTB | AKLLO BYNH f0TpUMaHi Bei i
CTaHJapTHI KPUTEPIT BIZUTY.




Etan 3 - ETan nogajsmoro cnocrepe:kennn®

e [pynu A 1B — sigkpuri wogus TDF/FTC (o6 nokputu xsict OK nia yyacHukis
rpynu A) Oyno HagaHo He MizHilIe HiK yepe3 8 THKHIB [iC/Ig OCTAHHLOTO Bi3HTY 3
iH’eKUielo Ha Tepmin 0 48 TikHiB moc naker npoginaktuky B, Brmouaoun
3HHKEHHSA MOBEIHKOBOTrO PH3HKY Ta KOHCYJIGTYBAHHS WIOAO NPUXHITBHOCTI, @ TAKOXK
NPONO3UL{IO Mpe3epBaTHBIB.

*TIPUMITKA: HocnipxenHs Gyno po3pobneHo TaxuM uuHOM, w06 sxmovatu Etan 3 nicns
Tore, Ak 6yae AocArHyTo HeoOXiaHoT KinbkocTi BUNaAKiB iHdikysanus BIJL. ITicna
3asepwenHs Erany 3 yci yuacHukd manu OyTH nepeBefeHi 10 MicleBux cnyxd
npodinaxruxy BIJI. Onuax uepes BianoBiaHICTE NONEpeaHBO BH3HAUYCHHM KPHTEPIAM
npunuHenns ans nepesard CAB LA nan TDF/FTC cniny, pannoMizoBaHy 4acTHHY
nociKeHHS 6y/0 3yNMHEHO NOCTPOKORO, HA TOH 4ac xofeH yuacHux He OyB nepesencHHi
Ha Kpox 3, 3annaHosaHuil npotoxonoM. Le nocnimxerns Tpusace Ha dasi BigkpHTOro
pO3LUHPEHHS.

12. OcHoBHI kpuTEpii BKIHOUEHHA

OcHoBHI KPHTEPIT BKIIFOUEHHS BKJIFOUANH XKIHOUY CTAaTh MPH HAPOMXEHHI, Bik Big 18 g0 45
POKIB HA MOMEHT CKPHHIHIY, 6aXKaHHA Ta 3AaTHICTb HagaTH iHGOpMOBaHyY 3roay, GakaHHs Ta
RnaTHICTE MPOMTH Bei HeOBXiaHI NpouesypH AOCTIKEHHS, HEpeaKTUBHI/HeraTHBHI
pe3ynbTaTy TecTy Ha BIJT nia wac ckpHHIHTY Ta peecTpauil, CeKCYanbHO aKTHBHHH (To6TO
BariMaNbHHi CTATEeBMIT akT NpuHaHAMHI ABa okpeMi aui 3a 30 OHIB A0 CKPHHIHTY), OLlinka =5 3
BHKOPHCTaHHAM MOIM(KOBaHOro NokasHuka pusuky VOICE i sigcyTHicTs nranis moao
nepeMilieHHs abo BUT3Y 3 MicUs Ha 28 THKHIB NOCIiNG Mij Yac y4acTi B AOCHIIKEHH].
YyacHukM n0BUHHI OYTH 30pOBI, O MIATBEPUKYETHCA: PO3PAXOBaAHMH KNIPEHC KPEATHHIHY
>60 MA/XB, NOBEPXHEBHIA aHTHIeH Bipycy renatuty B (HBV) (MBsAg) HeraTurHui i
NpUOAaTHUH 1015 BaKUMHaLT, anaHiHaMiHoTpaHcdepasa <2 pazH BHILE BEpXHBOT Medi HOpMH
(ULN), saranehuit 6inipy6in <V 2,5 pasu nepesuluye BEPXHIO MEXKY HOPMM, aHTUTINA [0
Bipycy renatuty C (HCV) HeraTHBHI, HeBariTHi, BiAICYTHICTb 3aXBOPIOBaHD, SKi MOTIH ©
MEPELUKOAHTH POBEAEHHIO AOCNIMKEHHR, | BIACYTHICTh BAMBAHHA ANIKOrOMIO YU PEHOBHH,
AKi MOTH © 3aBaIHTH NPOBEACHHIO HOCIiAMKEHHS.

Ao ywacKHLA Mana penpoayKTHBHHIA NoTeHUIan (BU3HAYAETLCS AK KIHKH B MPeMEHONay3i,
AKI HE NPOXOAM/IM MPOLEAYPY CTEPHNI3ALIT 22 BNACHUM 3BITOM, TAKy AKX FiCTepeKTOMis,
NBOCTOPOHHKA OBAPKHEKTOMiA, NIepeB’si3ka MaTKOBKX Tpy6 abo canbninrekToMin), BoHa
MOBHHHA MaTH HeraTuBHUi OeTa-xopioniuHui ronanorponin moguuy (B-XIJT) TecT Ha
BariTHicTh (UyTaHBICTL 25 MMO/Mn), nposeaeHi (i peaynstati Bigomi) y Toi camuit nenb,
IO # Nepes MoYaTKOM 3acTOCYBAHHS A0C/IDKYBAHOrO npoayKTy(iB), BU3HAUEHOTO




MPOTOKOJIOM, NI 4ac peecTpaulil. Y4acHHL MOBHHHA MaTH AOKYMEHTa/IbHE [1IATBEPIKEHHS
xipypriunof crepuiizanii, ABO nokyMeHTanbHe NiATBEPKEHHA BiACYTHOCTI MaTKH
(Hanpuknan, ricrepextomis), ABO NOBMHHA NOroAWTHCA HA BHKOPHCTAHHA HaniiHOT GopMu
NOBrOTPHBANIOT KOHTPALENLUIT MM 4ac BUOPoOyBaHHs Ta POTATOM S2 TIIKHIB MCIA
MpUOMHeHHs npyitoMy iH’ekuiiiHKX npenaparis TpHBanoi aii, abo uepes 30 AHIB Dicusa
PHITHHEHHS IPHIHOMY TIEPOPATBHOTO JOCIIKYBAHOTO TIPOLYKTY 31 CITHCKY:
BHYTpituHboMaTkora cnipans (IUD) abo eHyTpimHboMaTkoBa cucteMa (IUD), aka siamosinae
<1% 4acToTi BiAMOB, SIK 33a3Ha4YE€HO Ha €THKETLl NMPOAYKTY, FOPMOHAIBHHUR KOHTPALEIITHB,
axa Bignoeigae <1% Bingauvi, KON BHKOPHUCTOBYBATH MTOCTiZOBHO Ta MPABHIBHO, K
3a3HAYEHO Ha eTHKETUI MPOAYKTY (JIMUIE iMNsmaHTaTH abo iH’eXIiifHi mpenapaty; Le
BHETIOYAE KOMGIHOBaHY OpansHy KOHTpALerLiio).

13. HocaimkyBsaHuii Tikapcbkuid 3aci6, cnocib 3acTocyraHus, cuaa ail

HocnipkyBaHni
npenapart

dopma BUNYCKY Ta cnocib
3aCTOCYBaHAHs

Homepu napriid BaineHoro
AOCHiAXYBaHOro npenapary

CAB ans nepopankHoro
npyMAOMY

TabneTiu no 30 mr
[nA nepopankHoOro npuiomy

162401102
182407622
182409765
192416110

CAB LA

200 mr/mn
[H'eKLiHa CycneHais

162400223
172406227
182409720
182408222
182412298
192413900
192413897
202418025

14. TIpenapaT nopiBHAHHS, 1033, croci® 3acTocyBaHHs, cuna Al

DocnigxyeaHui

®opma BUNYCKY Ta cnocid

Homepu naptivt BuaineHoro

npenapat 3aCTOCYBAHKA JocrigyBaHoro npenapary
Mnauebo, wo sianosinae | MnaueBo, wo signosigac 172402358
TabnetosaHoMy CAB ana | tabnerosanomy CAB ans 182412417
NepopansHoro Npuiomy NEepopPansHoro NpUAoMyY
Mnauebo CAB, cycnensia | [HTpaninigHa 20% xuposa HA
LA IH'eKLiA eMynsCis




TDF/FTC ans Tabnetka TDF 300 mr/FTC V161181
NEePOPanLHOro NpuiaMy 200 mr V1702B1

Qs nepopankHoro npuifomy | Y1712B1
V1714B1

V180581
V180781
V181081
VSPZ
B304020D
B311070D
B403462
B409371
B415875
B417967
B427427
B427428
6133702
Mnauebo, wo signosigae | Mnauebo, Lo signosigae V160981
Tabnetosaromy TOF/FTC | Tabnetosatonmy TOF/FTC ana | V1701B1
LNs NepopansHoro nepopansHoro NpuiomMy V1703B1
npuAOMY V170981
V180681
V1808B1
V180981

15. CynyTns Tepanis

TloseoneHi npenapaty: Yc¢i cynyTHi Niku/npenapary (BiANYCKAIOTLCSA 33 PELETITOM | 6¢3
peuenTa), BKIIOYaoHH aNbTepHATHBHI/N0faTKOBI Nikn/npenapaTH (Hanpuknan, Tpasu,
BiTaMiHM TOWO), AKI npuiiManucs npotarom 30 axis fo peecTpauii Ta 6y b-KOMH MIiC/A LUBOTO
Miz yac yuacTi B gocnifukeHui, Gynu 3i6pani B kapTi yuacHuxa JOCIII/DKEHHS Ta Ha
nocanimxenns CRF,




16. Kpurepii ouinky edeKTHBHOCTI

[lepBHHHI:
e Kinuesa Touxa edeTiBHOCTI: KinbkicTs 3amoxyMeHToBaHMX BRMankis BUI-indexwii
Ha eTamax 1 Ta?2

Bropunni:

e KinsxicTs 3a110kyMeHTOBaHUX BUnaakis BIJI-indexuil Ha eranax 1, 2, 1a 3

¢ Kinbkicts 3an0xymentosannx sunaakis BUJI-iHGexuii 8 ydacHuKiB y miarpynax iz
posnioainom 3a 6a30BUM BikoM, cTaTycoM HSV-2* metomom xowtpauenuii* ta BMI
<25 kr/m2*

s Konuentpauis CAB e nnasmi B yyacHukis, paHaomizoBannx va CAB/CAB LA

e Konuentpauii TFV/TFV-DP y nnazmi ta cyxomy rusmi kposi (DBS) y miarpymi
y4acHHKiB, pangoMizoeanux ao TDF/FTC

o Onurysauid cTaBfeHHs Ta Saxanus Bukopuctosysatd CAB LA ta TDF/FTC
*TTPUMITKA: Cepoctaryc HSV-2 Ta ananis edexTHBHOCTI NIATPYNH METOAIB KOHTpaUENLil

BHXOJATH 3a Mexki uboro CSR | 6yayTh npeaMeTOM OKPEMOro 3BITY.

* [IPUMITKA: Tloporoee 3Hauedns BMI 6ysio 3mineno 3 </225 kr/M2 y npotoxoni ao
</=30 kr/m? B SAP. Lo 3MiHy 6y10 BHECEHO LTS Y3TOMNKEHHS 3 aHAII30M | 3BITHICTIO
inocnimxends HPTN 083.

17. Kputepii ouinku Ge3nexu

OcHoBHA

¢ Kninixo-naGopaTtopHi noGiuxi edexty 2 crynens abo suiie

18. CraTHCcTUYH] METOOH

Posmip BuOipku woHaliMerile 3 128 yuacHuKie nnaHyBaBca NPOJEMOHCTPYBATH MepeBary ass
MEepPBUHHOT KiHLIEBOT TOUKH.

MepBunHui AHaniz eexTUBHOCTI:

Moaudikopauuii [TT BUKOPHCTORYBABCA K NEPBMHHA OLLIHKA ANH MTOPIBHAHHS
edexruBHocTi. TakuM YHHOM, Oyab-Kkuil yHacHuk, BU3HaueHHH ax BlJl-ikdikosanuii no
panaomisauii, Bys BukoueHnii 3 ananisy. PiseHb 3axsopioBaHocTi Ha Bl pospaxoByBsascs
K 3aranbHa KiTbKICTh YYacHUKIB i3 nigreepakeroro sunaaxosoto BLI-indexuicio nin uac

criocTepexeHns 3a Kpokom | i eTanos 2 (uepes NPUITHHEHHS CIINoi YACTHHU JOCTIKEeHHs),




11o/lineHa Ha JIAWHO-POKH, HAKONWYEH] B KockHi# rpyni. Bynu poapaxosani 95% aosipui
intepsanu (CI).

KKyMyAATHEHY 332XBOPIOBAHICTDL NIPOTAIOM [I0/IaNIBIIOIO CIIOCTENEKEHHA U1 KOXKHOT IPYIIH
Gyi10 po3paxoBaHO 3 BUKOPHCTAHHAM OLIHOK JIMITY NPOAYKTY Ta HaHeceHo Ha rpadik i3 95%
CL

EdekTHBHICTL NiKyBaHHS ouiHioBanH ik edekt nikyranns (TE)= | - HR. KoediuieHt pusuky
(HR), wo nopieuiosae CAB LA npot TDF/FTC i 95% CI, 6yno ouiHeHo 3a 0MOMOrom0
MoJieni mponopuiiinux pusukie Kokca 3 rpynoro jikyBaHHS K €JHHOK KOBapiaHTOI),
cTpaTH()IKOBAHOIO 3a MiCLIEM 3 BUKOPHCTAHHAM QaHVX 3 Kpokis | i 2, pospizatoun aaui Ha yac,
KOJIM cllina yacTvHa Bunpofysauus Oyna 3ynuHeda. Uinoreza Ho: HR = 1,0 npotn Ha: HR =
1.0 3 suxopucTanuam a = 0,05 6yno nepesipeno. SIKWO KiNbKiCTh MoAil Oyna HEBENUKOIO
(<40), Toai p-3Hauents Gyso niITBEPIPKEHO 3a JOMOMOrOI0 TECTY NIEPECTAHOBKH HA OCHOBI
100 000 BuNafKOBUX MEPECTAHOBOK NPU3HAYEHD JTIKYBAHHS; AKILO OyNa CyTTeBa PisHUIA MK
MePeCcTAHOBKOIO TA ACHMNTOTHYHOIO POLIEAYPOIO, BHKOPHCTOBYBAJIOCA P-3HAUEHHA
nepecTaHOBKH.

[eppunnui Ananis besneka:

MepBuHHe NoMepeHBO BU3HAUCHE MOPIBHAHHA 6e3neku Mix 030pOCHHAMH IPYHTYBAIOCS Ha
Beix [1P 3

MakcumansHiM cTynedem =2, TTosigoMaeHHA NaHUX npo 6e3nexky 6yo onKucoBuM i
BKJIOUANIO BCIX YYACHHKIB, AKi OTPUMANTM NpHHAHMHI OAHY A03Y AOCIIIKYBAHOIO penaparTy.

Tlns aHaitisy GeaneuHocTi npoaykry y cninomy gocnimkedi (OBSP) cnoctepexenna 3a
noBiuHUMH ABHIIAMH UEH3YPYBATMCA ITiCNA OCTAHHBOT iH €KUIT Neped NPHIHHEHHAM abo
OCTATOUHUM MPHITHHEHHAM BHKOPHCTAHHSA MPOAYKTY, HE3ANCKHO Bifl OYb-AKHX 3aTPHMOK
in’ekuiid. Slkiwo nprnuuenns abo nocTiiiHe NpUITMHEHHS NPOAYKTY Biabynocs Ao TXHLOT
nepLiot iH €KLT, 4aC COCTEPEKSHHA YUACHUKA EH3YPYBANH Ha JaTy NpHiMHeHHs abo
DCTATOMHOrO NPUITHHEHHS NPOAYKTY | Aexs. SIKiUo Micas nepluol in’exuii sindynocs
npunuHeHHa abo nocTiifHe NPUNHHEHHA BUKOPHCTaHHA IPOAYKTY, Yac CNOCTEPeKeHHS
[YYACHHKIB LIEH3YPYBaNM uepe3 6 THIKHIB MICNA iH’€KLIT HA 5-My THXKHI, Akino ue Gyna
ocTaHHs iH’ekuis, 260 vepes 10 TIXHIB Nicng 0cTaHHBOT IH EKIT TS HACTYNHMX iR’ €KL,




Momynauii 1 aHanizy nepepaxoBaHi HUKYE.

Monynauis BuanaveHns / Kpurepii

PaHgomizoBaHa nonynsyjs | e Yei ysacHuky, ski Bynu paHAoMi2oBaHi.

Monynayii ITT o Bci yuacnvkv Bynu paHaomMi3oBaHi, 3a BUHATKOM TuX, XTo ByB
BRITIOMEHWH ¥ AOCTIKEHHA HEHANEKHAM YMHOM.

miTT + TMonynauis ITT, 3a BUHSTKOM TUX, ¥ koro Byno suaeneHo BIJl-

irchexLito nig Yac paHaomisauji.

MpoTokonbHa nonynAwia
(nr

o flonynsuist mITT He BKNIOYSE BCiX Y4ACHUKIB 3 NOPYLIEHHAMM
NPOTOKONY, siki Bynv BU3HAHI TaKUMM, LLO BUKMIOYAIOTECA 3
nonynALi 33 NPOTOKOMOM.

IH'ekuis ( ETan 2)
EdhexTeHa nonynsauis

o onynsauia miTT, Aka oTpumana npuxaimHi 1 iH'ekwio | Byna
HelHdikoBaHa Ha MOMEHT nepLuof iH'exLyi.

Mepioa axaniay: Yac cnocTepexeRHs BIIIOYEB Yac AOCHIKEHHS

NEPBUHHOTO aHaniay 3 MOMEHTY nepioi iH'ekuii A0 3aBepLueHHs (asu

cRinux iH'eKLili CROCTEPEREHHS ROCTIDKEHHA.

Besneka

o Yciysacuvry TT, ski oTpmank npuxaliMui 1 nosy nepopansHoro
abo iH'ekiiHoro Npenapary.

[H'ekuii { ETan 2) beaneka
nonynsayit

o Yci yuacHuky rpyni Geaneki, siki oTpumany npvnaimki 1 H'ekyiio
nig yac etany 2.

[lo3n0BXHSA
thapmarokiHeTuka (PK)
CAB KoHueHTpauis
MonynAuin

MpogosxHio ouiHky CAB PK y rpyni CAB nposogunu y 150 yuacHuxig,

AKi OTpUMyBaNY BCI iH'eRLli 4O 57-ro TUXHA, BAiDpaHUX 32 HACTYNHUM

PErioHanbHUM PO3NCAINOM

o 40% unCreHaepHUX XIHOK BikOM 80 25 POKIB HA MOMEHT
peectpaljii

o 40% uucreHaepHux XIiHoK Bikom Big 25 Ao 30 poKis Ha MOMEHT
3apaxyBaHHs

o 20% uncrenaepHux xixox > (Ginbwe abo gopirioe) 30 poxie Ha
MOMEHT 3apaxyBaHHA

Ll nonynsuia 6yna BukopucTaHa Ans cKnanaHHs nepeniky

KOHLEHTpaLyi CAB i ANA po3luupenHs nonynaui, npeacTasnenol B

rnobansHomy moentosanri CAB-LA PK.

MonynAuis NPUXMNEHOCTI
A0 nikyeauusa TDF/FTC

« Koropra 3 npu6nuaqo 400 yyacHWKiB, BUNaaKkoBo 0bpaHux Ha
novaTkosomy etani 3 rpynu riepopanstoro TDF/FTC.




BariTHicTb HacenerHs o Yci yuacHuKK, SIKi Manu NO3UTUBHWIA pesynkTaT TeCcTY Ha ‘

BariTHICTb Nif Yac NikyBaHHA |
HaceneHHs 3 e Bci yyacHuuli, AKi OTpUManu NO3UTUBHUIA PesynbTaT TECTY Ha
NiATBEPMKEHOK BariTHICTIO BariTHICTb Nif Yac NikyBaKHA, 3a AKMM NOCMifyBas NO3UTUBHWI

niATREPAKYIOMMA PE3YNLTAT TECTY WOHANMEHLLE Yepes 4 Tikui

abo nigTBEPKERHA THILMM METOACM (Hanpuknag, Y3[], AoHOLWeHi

abo HegoHOWeHi xusi nonomv abo oUiHkKa AOCNIAHMKA, WO

BiANOBINAE AKTWBHIM BAFITHOCTI).

CeponepeTBoplosavi o [lepB¥HHa NonynsLis CepoKOHBEpTEpIB- BCi yuacHuku ITT, sk He

Bynu BIlN-iHchixoBaHi Ha MOMEHT paHpoMiaauii Ta Habynw BI-

iHheKuio nig Yac NepPBUHHOrO aHANITUYHOIO CNOCTEPEKEHHS.

» [lonynauin cepokoxBepTepiB- BCi ydacHuru ITT, skl Bynu
Bu3HadeHi sk Bl-iHdikoeaui nig Yac paHgomisayji.

19. IemorpadiuHi nOKasHUKH AOCAIIKYEAHOT nonynauil (cTars, Bik, paca |[[lemorpadiuni xapakTepHcTHKH B UiTOMY OYyJIH CXOKHMH MK IpPyNaMu J1ikyBaHHA. Binsiuicts ‘

TOLLIO) [yuacHKKIB OyNiH YopHOLIKIpUMHK, <35 pokiB, | MAB CKPMHIHTOBHA MOAUGIKOBAHHH MOKAa3HUK |

pusuxy VOICE =5. Tpoxu 6inblue nosoBHHK Y4aCHHKIB MATH OCHOBHOTO NapTHepa, a

OiBLIICTE May CepeHIo OCBITY.

JemorpadciuHi AaHi yyacHuKiB (paHagomizoBaHa nonynauin) ‘

OemorpadhiyHa xapakTepucTuka CAB TDFIFTC J
(N=1614) (N=1610) i
Bik (poxis), n |
CepeaHe sHaveHHs (SD) 26,0(5,7) 26,0 (5,8)
MepiaHa 25,0 25,0
MiHiMyM, MaKCUMYM 18, 44 18, 45
Bin 18 go 25 pois 929 (58) 921 (57)
Big 26 10 35 pokiB 547 (34) 554 (34)
. Big 36 10 45 pokis 138 (9) 135 (8) '
< 25 pokie 800 {50} 794 {49)
MoandikosaHuid nokashuk pranky VOICE nig vac ckpurikry, n (%)
<5 327 (20) 345 (21)
25 1287 {80) 1265 (79)




Paca, n (%)

Aziarcbka paca 2{<1) 3(<1)

YopHoukipi abo acdpo-amepukaHLl a 1612 (> 99) 1606 (> 99)

€eponeoipHa paca 0 (0} 1(<1)
ETHiYHa npuanexHicTe, n (%)

He NaTtuHoamepukaHLli abo naTuHoamepukaHL| 1614 {100) | 1610 (100)
CTaTh NpU3Ha4EETLCA NPU HAPOMKEHHI

Yonosiva 0 0

KiHku 1614 (100) 1610 (100)
CamoBKH3Ha4eHa cTars

Yonoeiva 0 3{<1)

XKiHKy 1612 (> 99) 1607 (> 99)

TpaHCcreHaepHui Yonosik (Big XiHku [0 Yonoeika) 2(<1) 0
CimeitHui cTan

Oapysxenuinf/Linginerui cooalOpyanyHe NapTHepcTBO 169 (10) 174 (11)

[MPOXMBAHHS 3 OCHOBHUM abo OCHOBHUM NapTHEPOM 106 (7) 118 (7)

€ OCHOBHWA a60 OCHOBHWI MAPTHED, HE XWBYTh PA3cM 869 (54) 860 (53}

Heonpyxesuit/poany4eHuit/Biselb 485 (29) 454 (28)

IHWe 5(<1) 4 (<1)
3aitnaTicTs

[oBHa 3aRHATICTL 236 (15) 220 (14)

HenoBHa 3aiHATiCcTb 215 (13) 207 (13)

He npauce 1163 {72) 1183 (73)
Bwwa ocsita

Bea HaB4aHHA 20 (1) 12 (1)

MNouaTkoBa Wkona 251 {16) 255 {16)

Cepepans Wkona 1154 (71) 1182 (73)

TexHiyHa nigroToska 48 (3) 41 (3)

Konegx/yHisepcuteT abo euwie 141 (9) 120 (7)
BMI (kr/m?)

CepegHe 3HauenHs (SD) 27 (6,2) | 27(59)




MiHiMyM, Maxcumym 16,4, 54,3 15,0, 51,3
<30 1149 (71) 1180 (73)
=30 465 (29) 430 (27)

a.  Yopxotuxipyi abo adipoameprrkarelb & pacosoio kareropieio FDA. Y ubomy gocnifpkenHi ke Byno
adpoamepUKaHCERNX yHaCHUKIB.

20. Pesynbrati edekTHBHOCTI EdexTHBHiCTD:

Axaitis nepBuHHO! epeKTUBHOCTI MPOJEMOHCTPYBaB, o pexuM PrEP CAB LA, axuii
BBOAMTHCH KOKHI 2 MicaUi, € kpatum (p<0,0001) nopiBHIHO 3 LIOAEHHUM NEPOpanbHUM
peskumom TDF/FTC y 3anobiranni 3apaxenyio BlJI-1, Buxonsuu 3 vactotH iHGiKyBaHHA
B1JI-1 y xpoxax 1 i 2. BigHowenns pusukis 0,11 (95% CI: 0,04, 0,31) B ananisi Bkazye Ha
89% 3HwxeHHa yacToTu BlJI-indekwuiii ans yyacHuKiB, paHIOMi30BaHHX IS OTPUMAHHS |
CAB, nopiBHAHO 3 Y4aCHHKaMH, paHaoMizoBaHuM ang otpumanns TDF/FTC.

iMeniaHa 25,7 25,6
1
|
|
|
|

BignoeinHo 10 pe3ynbTarTiB NEPBUHHOIO aHaNizy edeKTUBHOCTI, IOMOMIDKHUIT aKanis i3
ueHsypyeatnusm OBSP (Ha cninoMy AocnikyBaHOMY TIPOAYKTI) monynauii edeKTHBHOCTI
in’exuifinoro erany 2 npogeMoHCTpyBas, 1o cxema CAB Oyna kpawoto (p=0,0034)
nopisHaHo 31 cxemoro TDF/FTC ans npodinakruky sapaxkeuds BLJI Ha erani 2; neft aHaniz
BKJIIQUAE NULIE YYACHUKIB, Axi nouany in’exuii. Koediuient puzuky 0,05 (95% CI: 0,01,
0,37) y uboMy aHani3i BKazye Ha 3HIDKEHHs PiBHA 3axBopioBaHocTi Ha BIJl-indexuito Ha 95%
y rpyni CAB nopisasHo 3 rpynotc TDF/FTC, B Toif yac sk yyacHHKH 3a7HIIANHCS Ha
cninoMy iH'ekuifiHoMY HoCnimiyBaHOMY Npenapari.

KopoTkuid onuc Mogeni perpecii nponopuidHux pusukie Kokca gna vacy go
iHthiKyBaHHS

CAB TDFIFTC BigHoweHHs Mepesara p-
PU3NKIB 3HAYEHHA
(95% Cl)

Hacenenua mITT®
n 1614 1610 |
Perpecia Kokca

L 0,11
KinbKicTb iHikoBaHMX 4 36 (0,04, 0.31) <0,0001

y4acHkis

3 NONPABKOKD Ha 3MILLEHHS, 3 NONPABKOIO
Ha PaHHI0 3YTAHKY®




0,12

(0,05, 0,31) <0,0001
[lauieHT-pokie 1961 1946
PiBeHb 3aXBOPIOBaHOCTI (Ha
100 mogwHo-pokis [PY]) 0.20 1,85
95% Cl anR piexs
3axeopiosarocTi (3a 100 PY) 0,06,0,52 { 1,30, 2,56
Monynsauis edekTMBHOCTI eTany 2 iH'exuil (Ha npoaykri cninoro aocnigkKeHHs)
n 1435 1494
KinbkicTb iHdikoBaHKUX 1p.e 20 0,05 (,0034
Y4aCHUKIB (0,01, 0,37)
MatjienT-pokis 1413 1431
PiseHb 3axsoptoBaHocTi (Ha 0,07 1,40
100 PY)
95% Cl ans pigHA 0,00,0,39 | 0,85, 2,16
aaxsoptopanocTid (3a 100 PY)

b.

MpuMiTKa: 3HaueHHR P-BENUYWH & NBOCTOPOHHIMM,
a.

BinHowewKn puamxie <1,0 Bkasye Ha HuxumMi puank Ha CAB nopienano 3 TDF/FTC. KoediuieHt puanky BasyeTbca Ha
mogeni nporapuiAHix prankie Koxca, crpamidbikosarai 3a MicueM.

Arani ethekTUBHOCTI 3 BUKOPUCTEHHSM MITT nonynauyi skni4ae AaHi 3 KPOKB 112, 3 TAKOK BiA y4aCHKKIB, AKi
NOSHICTHO NOUNHUNW BUKOPUCTAHHA DOCNIPKYBaHOro NPOAYKTY Ta NEpeLUNy A0 EOPINHORO CNOCTepexeHHA Ha eTani
1a6o2.

KopuroazHui Ha amiieHHs koedbilieHT puauky, Cl 1a p-3HaUEHHA BPaxOBYHTE CXEMY IPYRTEOM0 NOCNIBGEHONG
BvnpoByBaHHs Ta pilUeHHA NPUNMHUTI BUNpOBYBAHHA Nig Yac Apyroro NpomixHoro aHanisy. Lle Byno pospaxosaHo 3a
MEXAMI LHCIO 3BITY 3 BUKOPMCTaHHAM 4OAGTHOBMX AaHWX 3 NEPILIOrO NPOMIKHOIG aHanisy, AKUE HE € YACTUHOK
MAKETa [aHvX AN NOA3HHR, BUKOPUCTAHOTO ANA ULOTO 3BiTY.

95% Cl ans pieHs 3axBODIOBEHOCTI pO3PEX0BYBANY 38 AONOMOTOK TOUHOTO METOAY NyaccoHa.

Anaria ia uetaypysaqkiam OBSP He spaxosysas 113 2 yuacnwkis, y siwux Biabynacs cepoxoHeepcis nip wac ETany 2; 1
13 UM ydacHMKie MaB AexinbKa BigknageHux iH'ekLiid 33 MEXaMM JOIBONEHUX BIKOH NPOTCXONY, i HaC CROCTEPEXEHHS
3a ananizom OBSP 6ys LeH3ypOBaHWA Nif Y&t OCTaHHBOT HEBIAKNAAEHOT iH'exl, WO NPUIBENO A0 TOrQ, WO NOMIA
CEpOROHBEPCIHT ANA LiLOTO Y4aCHUKa He BpaxoByBsanacs B aHaniai OBSP.

PesynbTaTy aHaniy 3a MPOTOKOJOM, TPOREAEHOrO 3 BAKOPUCTAHHAM NOMYAAUIl 3a
npotokoom (PP), Takox MiATBEpAHIH pe3ynbTaTH MEPBUHHOTO aHanily Ta
npoaeMoHcTpyBany, wo cxema CAB LA 6yna kpautoto {p<0,0001) 3a nepopanbHuii pexnm
TDF/FTC ana npodinaktuxy 3apaxkends B nin vac kpokie 1 1 2 (HR: 0,11; 95% CI; 0,04,
0,31).




BHCHOBKH NiArpynoBoro aHaizy KIOUOBKX marpyn (Bik < npoTH 225 pokis Ta iHAEKE MacH
rina [BMI] < nmporu 230 kr/m?) y3romKyBanuca i3 3aransHiM NOpiBHAHEAM. SIK MOKasaHo Ha
nicosilt AinsaHui, Ana koxkHOT Kateropii miarpynu, GyJI0 crnocTepiracTbes HKUHH PIBEHD
incixypanns BIJI-1 aas yuacuukis rpynu CAB sigHocHo yuacuuxis rpyns TDF/FTC.

Forest Plot 3 Hazard Ratio npu Randomization Group Ta Subgroups ansa Etany
1 1a 2 (mITT NonynsaAuis)

Biacmopnin p-
FpynaCAB Fpyna TOFIFTC JHAYEHHA
fogliPY (IR%) MopiPY {R%) HREES®CH
3aranou 41963 (0. 20 %) 36/ 1948( 1.85 %) 0. 11(0.04,0.31)
Bix (poxia) ———]
<25 I63{0.35%) VB53(2.34 %) . 17(0.05,0.54)
3235 11093[0 09 %) 157 1093 1. 45 %} 0.09(0 02.0.45) 0. 5345
BMI (kriu?) | ——
<30 410 2145 1.58%) 0.16(0.06,0.44)
>=30 575 0, 00%) 511 (L. 75%) 0.04(0 00,0.93)
—
0. 4838
P
0.01 01 1
Cnissianomenus puankia& 95% Cl

Npyimitka: CnisBigHOLIEHHN PUINKIB | rpadikv CTBOPEHI 3 OKPEMUX MOAENER NPONOPUIAHIX puankie Kokca Ans
KOXHOT Mgrpynw, 3 FPYNoI0 NikyBaHHA AK OCHOBHIM eheKTom i CTPATUGIKOBEHUMM 38 MiCUeM. P-3HaueHHs
NS KOXHOI NATPYAN 0TpuMaHo 3 TecTy TNy Il Tepminy B3aemoal B Moaeni nponopuidkux puaukie Kokca
[ANA Beiei nonynALi 3 rpynolo NiKyBaHHA Ta NIATPYNOH Sk GCHOBHYM S(EKTOM T2 BIZEMOAIEI0 Ipynu
nikysaHHA 3a nigrpynamu.

MpuMiTka: MeTog ®epra BUKOPUCTOBYBABCA N5 OLHKM KoedbilieHTa puanky Ta [oBIpuOro iHTepsany, konu B
nigrpyni Gyno 0 iHdexujin.

MpumiTka: AHanis edekTveHocTi 3 eukopuctankam miTT Population Brioyae Aaxi 3 kpokis 11 2, a TakoX Bif
y4aCHUKIB, 51K MOBHICTHO NMPMMUHUIW BUKOPKCTHHA AOCHI/IKYBAHOIG NPORYKTY Ta NEPEALLNM A0 WOPIYHOTO
CrocTepexeHHA Ha etani 1 abo 2.




dapmakoxinernka:

TMonyasnis cepokoHeepcii CAB

[1in uac npoMixHoro ananisy (05 mucronana 2020 p.) y 4 i3 1614 yuacHukis,
paraomizosanux y CAB, 6yno niarsepmrero BIJI-indekiito, 110 mpu3seno A0 pibHA
indikysanna 0,20/100 PY. Vei gocTynHi 3pasku niasmu Bin peeCTpaiii 10 MPOMDKHOTO
aHas1i3y, BKIIIOYAIOYM BI3UTH MiCiK NPUTHHEHHS BUKOPUCTAHHA NpoaykTy Aocnimkenns CAB,
GynM npoaHali3osaHi 11 KOKHOTO y4acHHKA B NOMyJIALIT cepokoHBepcil.

Ipa yuacHukH 3apasunucs BUI nig qac dasu aktHeHOT in’ekuil poeaimkents (Etan 2). B
ofHOTO yuacHuka 6yi10 3pobneuo 3 Bigknaaexi iH eKuii 33 MexKaMM I03BOJIEHMX BIKOH
NpOTOKOAY 3 5,7-THXKHEBMM IHTEPBAIOM MDK iH’exuiamu 1 12, 15,]1-TwxHeBHM iHTEpBATIOM
MDK iH’exuigMu 516 1 16,]-THxHeBUM IHTepBanoM MbK i’ exuigmu 8 1 9; mig yac iH’exuidHOT
hasu nocnimkenns konuehrpauis CAB y nnasmi 6yna >8x PA-ICS0 mig uac ycix BizuTiE f0
nepuworo BLT-nosuteeHoro Bisuty Ha 73-my ki, konu CAB y nnasmi craHosuna

0,416 pr/mn (1-4x PA-1IC90).

OnuH yHacHHK MaB koxuenTpauito CAB y mnazmi 0,557 pur/mn (1-4x PA-IC90) 1 0,841 ur/mn
(4-8x PA-IC90) Ha Twxchi 6 19, BianosinHo, uepez 1 i 4 THokHi nic/a nouaTkoBol iH’eKUil.
[Mogansiui koHueHTpauii craHosunn >8x PA-IC90 uepes nepine BlJI-nosuTreHe
BimBidyBaHHs Ha 33-My THDKHI, KoMU koHUeHTpalis CAB y nnasmi ctanosuna 2,58 pr/mi.

IlBoe yuacHukis orpuMany BIJI-indexuito 3a BiacyTHOCTI HEUIOAABHLOr0 KOHTaKTY 3 CAB;
HIXTO He oTpumyBaB in’exuii CAB LA. Opun yuacHuk mae xoHuenTpauii CAB y nnasmi
KpOBI, AKi He NiaaaBanucsa KiINbLKICHOMY BUMIPIOBAHHIO, NiJl Hac YCIX BiABIMYyBaHb, AKi
niansranu ouitui; nepue BIJT-nozurnede singinyeanus siagbynoca yepes 10,9 Twxna nicns
peectpauil (7,4 THXHA Micas 3aBepLUeHHs eTanmy 1),

ONMH YHaCHHK He ROTpUMyBascs opansHoro CAB i maB 2 kinbkicho BH3HaueHi koHueHTpauil
<1x PA-1C90 (0,166 pr/mn) i 1 misk 1-4x PA-1C90 (0,664 pr/mn) nin wac nepopansHoro
geenenns (OLI). Lla yuacuuus 3asariTHina npuban3sio yepes 4 TidXHI MiCNA 3apaxyBaHHs, i
it 3anpononysanu sigxkputuii TDF/FTC. [lepwe BUI-no3suTHBHE BiaBiayBaHHs I/ LBOTO
yuacnuka siibynocs vepes 57,1 TIKHA Ric/s peecTpauii Ta uepes 52 THKHI NCAS OCTaHHBOT
xonueHTpauii CAB y nnasmi xposi.




4yaCHMKN 3 CEPOKOHBEPCIEI0 Nig Yac aKTUBHMX iH’ekuii (kpok 2) (nonynsuis
cepokoHBepcii CAB)

KineKicTh A Mac Big :
iﬁ:—:}?iz:: iH'EKUIA no Bll+ Biauty BIfi+ 1a Plasma CAB (jurfwn)
s BCTaHOBMNEHHSA Bi3uT nonepeaHLOoY
iH'eKLi# oy i
BN+ IH Kyl Trxpene 9 | BIJT+ Bisur
9 8 TOHRASHS | 16 i 4,04 0416
5 4 Tty | g mnis 0,841 258

CAB Toznoexua monyaduisg PK

[lixaBi 3pa3xu niasmu Gynd nomepeaHso siniGpaHi AT BICTIOUEHHS B TTO3LOBXKHIH
(papmarokineTHaHuil ananis CAB LA, 1106 oTpyMaTi 10JaTKOBI JaH1 B rPyIIax, HEJIOCTATHEO
npencrasnenux y nporpami CAB. BuGpani yuacHuky Ta 4aCOBI TOUKH i aHanisy He
Npu3HAYeHi [UIA NPEACTABNEHHS JaHHX ycici nonynauii yHacHHKIB, PAHAOMIZ0BAHHX JIO
nocniaxuubKol rpyns CAB. Yuachdaku 6ynu BigiGpaui As BKITIOUEHHS B NOMYTALIO
JIOHTITIOAHOTO AOCHLIKCHHS HA OCHOBI CBOCHACHOTO OTPUMAHHS iH'eKIil (MpoTarom | THIKHA
nicns 3an1aHOBAHKX BI3UTIB) 10 57-ro THxHS, 6e3 nponyuieHnx in'ekuii. Bucoka
Bapiabe/bHICTL HA 5-My TYWKHI [0 TOYATKOBOT iH’€KLIT MOXKE BKa3yBaTH HA HU3bKY
KoMnnaeHTHicTs 10 nepopamsHoro CAB nig wac OLL

Miacymox koHueHTpauin CAB y nnasmi nia yac okpemux Bi3uTIiB nicns CAB LA
B yyacHukiB <25 pokis i 225 pokis i B uinomy (CAB Longitudinal PK Population,
n=150)




Bik< i -
- (:{igg)ma : Bik > 25 pokis® 3aranom
Biaur Plasma (N=90) {N=150)
npunnnc’auuﬁﬂ CAB o Plgzgla nf Plasma
{wrivn) ApUAUCaHUA® npumucanuge | CAB
TwKaeHs 5 (ueim) | ™ CaHMI® | (urivn)
(iH'ekuia nepeq
,(qoaoro 1) 2,35 370
24 ropuHm nicns 80 [1,35 ; 3,08
0CTaHHLOT " 4,07] 8972 [526,;; 149/6 (2,30
NepopanLHoi (964) (293) 4.11]
noa) (486)
Z'Mxmenb 6 1,75 138 5
Yepes 1 TvkIeHD 37/0 (1,43, ' 9
nicnA iW'exti 1) / 2,15) 60/0 (11 o 9710 (1,33
(68) £2) 1,72)
TuxzeHs 9 (69) {(70)
fi'ekuin nepen, 153
0300 2) 1,30 hat 1.48
(Tlicns 60/0 [, 8 [1,29 '

] 1,81] 9/0 14900 [1.35
!'quaTKOBOI (,71) 1'61] 1,62)
i exu) (56) (62
;lfld)meHb 17 2,05 207
iHerwiA nepen 60 (1,67 ' 2,06
0300 3) " 2,52 88/0 ok 14811 1,88

(93) 2(-327'“;] 2,26]

(T_wmenb 25 2,72 2,26 éﬁz)
iH'eKuin Nepen 38 [2.42 ' 42
nosoio 4) 0 3,05) 6140 2,08 9940 [2.26
(37) 2(55'35)] 2,59]

-(FW)KAEHb 41 2,84 240 535)
iH'euis nepea 60/0 (2,60 2 S
103010 6) 3,11) 90/0 [2 5—26? 15010 2,44
TixgeHs 42 3,40 3,21 :(534)
(yepes 1 TxaeHL 60/1 (2,75 ! ,28
nicns iH'exuji 6) 4,19] il gzl?s 14812 [2.91
97) (-77711 370]

) (85)




E— 2.78 2.01 2.32
(iHekis nepen 2210 o 2811 (1 5011 {15
ﬂoaom 7) L ] i ] ’ ]
(44) (138) (100)

— 3.25 245 268
iH'ekliA nepeq, 16/0 [2.77 34/0 (214, 5010 [2.41

( P 3.81) 2.80] 2.98]
A03010 8) (31) (40) {39)

CepepgHe reometpuure [95% Cl (CVb%)

a.  Mepjana (nianason) 21 (eig 18 go 24) poxis

b.  Megiaua (niana3on) 27,5 (sig 25 no 43) poxie

¢ 3nauenHs NQ Bynau npunucani no ¥ LLOQ (0,0125 pur/mn) Ans cTaTMCTUSHIX MACYMKB.
TDE/FTC cepokoHBepcis HaceneHHs
TFV nnazmu Ta BHyTpituHboeputpouuTaphuiit TFV-DP y DBS ouinoBany B yuacHukiB 3
IHUMAEHTOM iHQeKuii, panpomizosanux y rpyny TDF/FTC. DBS 6ye sinibpaunii piaxo. Ha
OCHOBI pe3yNbTaTIB AK I1a3MH, Tak i DBS, 1/36 yyacHUKIB Aanu KOHIIEHTpaUil Ipenapary,
1O BiANOBIAAKTS 24 NO3H/THXAEHD Y uac, Hallmuskuuit go nepuroro BUJI-nosutHeHOro
BI3HTY.

HNMonvaguid npuxunsyocti no gikysagus TDF/FTC

Saranom 44% (843/1912) nocnimxeHux 3paskik nokasand koHueurpauito TFV y mazuMi, no
BignoBigae 7 Jo3am Ha THXIAEHE, a 52% (1001/1912) ouiHeHuX 3pa3KiB noKa3and
roHueHTpauito TFV y nnasMi, wo signorinae >4 no3W Ha THXIEHB; KOPOTKOYACHE
MOTpUMaHHA 7 103 Ha THXACHb 3HH3MMOCH 3 62% (249/404) Ha 4-my TvkHi A0 35% (40/114)
Ha 8 1-My THXKHI Ta TOTpUMaHHS 24 N03M HA THXKIASHb 3MEHIIHUNHKCA 3 72% (291/404) Ha 4-my
THiKHI 10 39% (45/114) Ha 81-my TuxkHi. Y cepeaHbpoMy 3a BizutaMu 46% (196/404)
lyuacHuKIB Y nonyasuii npuxuneHukis TDF/FTC manu konuentpauii TFV y nnasmi, 1wo
BIAMOBIAAKOTL 7 103aM HA TIDKICHS.

3aBnsAKM piakicHoMy Bimbopy 3pazkis DBS 3 24-TikHeBHMU iHTepBanaMu 6y10 MeHILe
xouueHtpauiii TFV-DP, Hix xoHuerrpauif TFV y nnasmi, RocTyTHUX ans nonynsuif
npuxunabHuKiB TDF/FTC. 3aranom, 5% (59/1090) ouidenux 3paskis DBS panu xoHueHTpauil
TFV-DP, 110 eianoeifaioTs 7 1o3aM Ha TIKAeHb, & 26% (280/1090) ouineHux 3paskiB Aaiu
rkoHuenTpallil TFV-DP, wo einnoeingaoTe 24 1034 Ha THxAeHs, loTpumanya 7 103 Ha
TWIKAEHb 3HU3UIIOCH 3 9% (32/365) Ha 4-my THHI 10 5% (6/115) na 81-My THkHi, 2
NPUXUIBHICTD 2 4 1031 HA THKAEHB 3MeHwHaues 3 41% (151/365) na 4-my Tvxui no 18%
(21/115) na 81-my Tskui. Y cepenHbomy 2a Bizutamu 3% (11/395) yuacHukie y nomynsawii




npuxunbHukis TDF/FTC manu koHuenTpanii DBS TFV-DP, mo pianosinarors 7 go3am Ha
THIKTIEHb.

Pesncrentaicrs BIJI 20 mikapeskux 3acobis:

Ha MoMeHT npomMbknoro aHanizy (05 nucronaga 2020 p.) y rpyni CAB Gyno Bussneno 4
BUNaAKH iHbikysanus BIJL [IBi indexuii cTanucs y xKiHOK, SIKi He MPHAMAIH IepOpasIbHI
CAB i ne pofunu in'ekuii, i 2 - min yac in'exuifiHoi Gasu nocniKeHHS; 36 iHhexIi# cranucs
B rpyni TDF/FTC.

PesynbTaTy resorunysasHs BT 6yny 0OCTyIHI [Ulst TPbOX i3 YOTHPLOX YYACHHKIB rPYIIH
CAB. V 01H0r0 3 TpbOX YYACHHKIB [IPH MEPLIOMY Bi3HTI 3 HASBHOI Bipemicio Oyfo
BHABJIEHO MyTaujto ivTerpasu (L741). Ll MyTauis BaxaeTses nonimopgizmom i 6yna
BusBNena B Jekinbkox ydacHukiB rpynu TDF/ETC.

PeaynbraTy reHoTHmysans BIJI Gynu otpumani ana 33 i3 36 BunaaxoBux indexuid y rpymi
TDF/FTC. OnuH yuachux mae ctifikicts sk JoONRTI, Tax i o NNRTL Jluwme sicim iHmmx
yuacHHKiB Manu cTiiikicts 1o NNRTI. ¥ 10 spaskax suseneHo mytauii/noniMopgism INSTIL.

PesyabTaTi, Ipo AKi MOBITOMIINE NALIEHT:

BTOpHHHI KiHUEBI TOUKH LLOTO AOCHIDKEHHS A0NOMAratoTh B iHTepnpeTauii qanux 3 6e3neku
ra 3a6e3MeuyIoTs HafifiHy MepcnexTHsY, OpiEHTOBaHY Ha ydacHHKa. Xoua NpaMi MOPIBHSHHS .
MisK Pi3HMME crocoBamMH BBeIeHHs OyNH HEMONCTHBUMH YCPE3 AM3aHH JOCITIIKEHHS,
NPUHHATHICTD YYACHHKaMK (H€KUIHHOro JOCIIKYBAHOrO NPOAYKTY OLIHIOBANACS POTATOM
yChOro nepioay aociimkenHs. Hespaxaiouu Ha Te, 1o 6imb y micul in’eknii Oy dinblu
nowypedum y rpyni CAB, yuacHHKH MOBiZOMMIIH PO BUCOKHH PiBEHb 3arafibHOro
banoBoAEHHS iH’EKLIMHUM TpenapaToM TpUBAIOT AT, NPH LbLOMY BaXIHBUMH QaKTOpaMH
By.H TaKi NApaMeTpPH, SK 3PYHHICTD, THYUKICTh, JIETKICTh BHKOPHCTaHHA Ta 06EPEKHICTD

21. PesyawraTn Gesanexu

OnHAKOB] YACTKH YUaCHHKIB B 060X rpynax JiKyBaHHs NOBIAOMMWIM Npo npuHakiMui onuy [P
nin uac npuiiomy cainoro aocnimkysatoro npenapaty (Kpoku 112 OBSP). B o6ox rpynax
nikyBaHHS 10BIAOMIANOCS PO OJHAKOBY YACTOTY He NoB's3aHHx 3 npenapatamy ISR 1P 8
obox rpynax. Binslua yactka pecrioHaeHTis 3 rpynu CAB nepescunu noaii ISR nopishsHo 3
pecrionaenTamu 3 rpynu TDF/FTC. 3a Bunatkom ISR, onHakosi uacTkn yuachukis B 060X
rpynax nikyBaHHs 3a3Hanu npuHaitmui oanoro [P 2-ro crynena abo suiue.




BaranbHe pestome nobiuHnx edextie OBSP — (nownpeHHs noGiyHux edekTia
OBSP Ha eTanax 1 i 2 — nokasHuku 6esneku; OBSP ISR Ha eTani 2 — nonynsuis
NoKa3HUKIB 6e3neku iH’exuii)

CAB TDFIFTC
(N=1614) (N=1610)
n (%) n (%)
Byab-sika P _ 1556 (96) 1540 {96)
1P wo nos's3aHi 3 NikapcbkMM 3acobom 1098 (68) 1014 (63)
Byae-aki [P, 3a BunsTkom ISR 1554 (96) 1540 (96)
NP, noB'a3aHi 3 NPUIAOMOM TikiB, 38 BUHATKOM SR 980 (61) 998 {62)
ISR NP2 578{ 38) A 166( 11) A
ISR [P, noB'n3aHu1in 3 HapKoTMkam1® 575( 38) A 163( 11) A
Byab-aki [P Big 2 go 5 cTyneHs 1489 (92) 1480 (92)
NP Big, 2 10 5 CTYreHsn, NOB'A3aHi 3 HAPKOTUKaMK 903 (56) 848 (53)
MNP gig 2 A0 5 cTynens, 3a BUHATKOM ISR 1482 (92) 1478 (92)
MNP Big 2 0o 5 CTYNEHA, NOB'A3aH! 3 HAPKOTUKAMM 833 (52) 841 (52)
3a BUHATKOM ISR
ISR NP sig 2 Ao 5 cTynexs? 196( 13) A 27{ 2} A
NP ISR 8ig 2 1o 5 cTynexn, nos'A3aHi a 192( 13) A 25(2) A
HAPKOTMKaMMU®
Bype-axi MNP sin 3 5o 5 cTynexs 265 (16) 274 (17)
NP eig 3 A0 5 cTyneHs, NoB'A3aHi 3 HAPKOTUKaMK 86 (5) a9 (6)
MNP sia 3 0 5 CTyneHs, 3a BUHATKOM ISR 264 (16) 274 (17)
MPu Big 3 o 5 cTyneHs, - NoB'A3aHi 3 85( 5) A : 98(6) A
HaPKOTUKAMM, 38 BUHATKOM |SR
ISR NP Bia 3 no 5 crynexss® 1(<1) 1(<1)
MNP ISR Big 3 Ao 5 cTyneHs, NoB'A3aHi 3 1(<1)2 1(<1)
HapKOTHKaMu®
MNP, Wo NpU3BOAUTL A0 NPUAMHEHHA NPUOMY 17 (1) 22 (1)
AOCNiKYBaHOro npenapary .
MP wo nos'A3aHi 3 nikapcbkum 3acobom, Lo 0 0
NPU3BOANTE SO NPUNUHEHKSA NPUAOMY
AoCcnigXyBaHOro npenapary ,
ISR, W10 Npu3BOAMTL AC RPUNUHEHHA NPUAOMY 0 0
LOCRHIAXKYBAHOIO npenapary




Byab-axe Cl1A 25(2) 33(2)
CNA wo nos'A3aHi 3 Nikapcukvm 3ac060M 1(<1) <)
CwmeprensHi CMH 2¢ 0
CwmepTenthi CNA, nos'a3aHi 3 HapkoTUKamu 0 0

a

b,

C.

N y Uit kaTeropii - Le KiNbKiCTe y4acHVKis, Aki OTPUMANK NpUHaAMH! OHY iH'exuilo pochigxyeaHoro
npenapary {nonynaujs Etan 2 Geanexu iW'exuii) muwwe Ha Etani 2 (CAB: N=1519, TOFIFTC: N= 1516).
WopeH yJacHuk He 3aaras ISR 4 abo 5 cTynexn, a 1 ydacHuk y KOXHIl rpyni nikyBaHHs 3a3HaB 1 abo

Ginbwe ISR 3 crynexa.

flopartkoeud [P {rinepToriuxa xsopoba cepus) Oys 3apeecTpoBaHWii Nip vac eTany 2 6e3 OBSP.

TTepBHHHi aHANI3N KiHUEBHX TOHOK De3rexu BKAOHANH kniniuHi [P 2-ro crynens ao Bue
ra naGoparopi [P nig uac 1-ro Ta 2-ro eranis. [in wac etanis 112 OBSP y 6insuocTi
yuacHukie cnocTepiranucs noaii 2-ro cTynexs abo suiie (92% yuacuukis y rpynax CAB i
TDF/FTC). Haifuactimwum noBiunum edexrom 2 aGo Buie cTynens B 060X rpynax 6yno
aHIKeHHS HUPKOBOTO KITIPEHCY KPEAaTHHIHY, PO AKE MOBIIOMISNOCH 3 IIOPIBHAHHOIO
UACTOTOIO B 0DOX TPYIaXx.

NepeuHuKUi aHanis noGivHMX ABKLY 2 a6o BUILOTO CTYMNEHA OBSP, siki BUHUKNN
woHameHwwe y 5% y4yacHUKIR Byab-aKkol rpyny NikyBaHHA — KPOKU 1i2
(nonynauin 6e3nekn)

lepeBaXHWIA TEPMIH CAB TDFFTC
(N=1614) (N=1610)
n (%) n (%)
KinbkicTb yuacHuKis 3 Byas-aroto FP 2 knac abo 1489 (92) 1480 (92)
BULLE
HuproBuit KNIpEHC KpeaTUHiHY SHWKEHW?A 1160 (72) 1192 (74)
KpeaTuHiH Y KpoBi NiABULLEHWIA 339 (21) 324 (20)
[HcheKLis BEPXHIX AuXanbHuX Wnaxis 235 (15) 265 (16)
['onosHui binb 221 (14) 221 (14)
IHdbeKuii Ce4OBUBIAHNX WAXIB 210 (13) 196 {12)
Binb y micyj BBEAEHHS 172 (11) 19 (1)
Aminaza nigeuweHa 166 {10) 142 (9)
CevocTaresa xnamigiina iHgexuia 146 (9) 147 (9)
[IncchyHKLUiOHAMNEHI MaTKOBI KDOBOTEN 146 (9) 142 (9)
SHWKEHHA PIBHA TTIIOKO3W KPOBI 145 (9) 146 (9)
BynbBoBariHanbHWi kaHAML03 125 (8) 145 (9)




TpuxomMoHaaAHWY BYNbBOBATIHIT 123 (8} 108 (7)
XnamigjiiHa inchekLin 107 (7) 138 (9)
bink y ¢cnuHi 103 {6) 105 (7)
Mertpoparis 91 {6) 82 {5}
MeHoparis 89 (6) 80 (6)
KpeatundhocdhokiHasaa KpoBi nigsuiLeHa 86 (9) 68 (4)
BuaineHHs 3 nixsu 80 (5} 56 (3)
AHoMarnbHa BTpaTa Bary 79 (5) 103 (6)
'acTpoeHTeput 76 {5) 74 (5)
Hasodapusrit 75 (5) 84 (5)
NiaBuLLEHHA DIBHS IMIOKO3W KPOB 75 (5) 47 (3)
®ocdop y kpoBi 3HU3MBCA 58 (4) 81 (5)

Npumitka: PT nepepaxoBaki B NOPAOKY MEHWEHHRA YacToTy B rpyni CAB. .
Mpumitka; Nobiuni ediektu 6ynn 3akoposani Ao GaxaHoro TepMiHy 3a AONOMOreH0 CROBHUKA KOQYBAHHS
MedDRA sepcii 23.1

HaiinoiuypeHituowo noaieto, o’ 43aHOIO 3 IIPHAOMOM TIpENapary, 3a BU3Ha4eHHAM
nocnigHHKa, 6yNo 3HHKEHHA HUPKOBOrO KAipeHey KpeaTHHiHy B 060X Ipynax JIiKyBaHHs
(43% yuacuukis sk y rpynax CAB, Tax i 8 rpynax TDF/FTC).

3aranom 3 yuacuuku (yci B rpyni CAB i npo sxoauxoro He noeigomnsnocs B rpymni TDF/FTC)
nomepny, 2 nin uac etany 2 OBSP (PTs rineproniuna xsopoba cepuis Ta rojopaHi 6inb) 1 |
iz uac erany 2 Non-OBSP (PT uepebposackynspuuii incynst). Xoznna 3i cmepreii ne Oyna
BM3HAHA JOCIIAHAKOM M0B'I33HOIO 3 NPHHOMOM JOCHIKYBAHOrO Npenapary.

YactoTa nobiuaux edekTis, WO NPHU3BEIH 10 MPUITHHEHHA NPUITOMY NOCIIDKYBAHOTO
npenaparty, CI15l Ta cMeprenbHUX BHNaakie Gyna HuU3bKoIO B 060X rpynax fikKyBaHHs.
YacTka yuacuukis i3 CTI51, wo npusseny 4o NpHNHHEHHs NPHHOMY AOCHiKYBAHOTO
npenapary, 6y/a HH3bKOIO B 060X rpymax JiKyBaHHS.

S1k i ouikyBanocsa npu BHYTPILIHBOM’ 930BOMY BBEAEHHI, nosinomnsnocs npo ISR nia wac
thasu in’exuii. 3aXBOPIOBAHICTD | TANKICTS 3 HacoM 3meHLHKNHeA. ISR nosifomnanocs
yacriwe 8 rpyni CAB nopisusaHo 3 rpynow TDF/FTC. Binburicts ISR 6ynu 1 i 2 crynens, |
NoCTiAHMK BBAYKAB TX MOB’A3aHHMH 3 OCAIKYBaHHM MPEnapaToM, aje kofeH He Oys
nosifgoMneHui ak cepiiosnuii. Xogen yuacHuk rpyny CAB ne mas ISR, sxi npussenn no
MPUIKHEHHA MPHHOMY LOCNIKYBAHOTO Npenapary.




KineKicTb y4acHHMKIR, Aki 3a3Hanu renatotokcuuHocTi AESI, sapeecTpoBanol sk mobidHHii
edexT, Oyna 30anaHcoBaHoo B 060x rpynax naikyeaHus {1 y CAB ta 2 y TDF/FTC). QOnun
BHIManok renatotokecuyaocTi AESI, o craecd B rpyni CAB, 6ye cepliozsum, 10CTiTHHK
BBAaB HOro He [OB’A3aHHM 3 NOCNiHKYBaHHM NpenapaTtoM i MaB 4 cTymiHb ToxkocTi. Y 1 i3
2 yaachukie rpyn TDF/FTC cnocrepiranacsa renaroTokcuuHicTs 3 crymnens, ska 6yna
noBifomMneHa Ak cepHo3Ha Ta BBAKANACA ZOCAIAHAKOM MOB’ A3aHOIO 3 AOC/INYBAHHM
npenapaTom.

3 33 yuacHHKIB, Y AK{X CIIOCTEPIranycs BUNAAKH BiAMIHH AOCIiHKYBaHOTO [Ipenapary,
MOB'A3aHI 3 Ne4iHKoIo, 8 yuacHukis, aki otpumysanu CAB, 6ynu ouineni HHAC sk
"siporigui" DILI {n=1) abo "mosxxnusi"” DILI (n=7). 7 yuacnukis, saxi orpumyeanu TDF/FTC,
Oysn ouineni HHAC sk «iimosipien MVYTI (n=2) abo «mosxnusen MVTI (n=5).

YacTka yuacHUKIB, axi nosigomuny npo rinepuyTnueicte (HSR) AESI Ta npo sucunanus
AESI, 6yna 30anancoraHor0 Mix rpynamu nikyeaHHs {HSR: <1% yuacuuxis y rpynax CAB i
TDF/FTC i Rash: 4% yuacuuxis sk y rpynax CAB, Tak i B rpynax TDF/FTC) i BircyTnicTs
MOBiAOMJIEHHX MORIH NPHU3BENK 4O NPHIHHEHHR NPHAOMY AOCIIIKYBAHOTO MPenapary.

e 3aranom, <2% B o6ox rpynax nikyBanus (CAB: 25 yuacuuk; TDF/FTC: 21 yqacHuk)
3a3HaB Nobiuuux edekrir Miairii, noB’13aHUX i3 NMpuHOMOM JlikiB. BinbwicTs nomii,
MOB’A3aHHX 3 3aCTOCYBAHHAM npenaparty, y rpyni CAB BuHukanu uepes >5 nHiB
nicna nobiunux edekTis 6omo B MicLi iH’ ekl

HacTia y4acHUKIB 3 HEPBOBO-TICUXiMHMMH po3nagamu Oyna nonibHowo B ofox rpynax
imikyBanHs. Heliponcuxiarpuuni AESI, ski cnoctepiranucs y >1% yuacHukis, 6ynu AES]
po3nagie cHy (5% yuacHukiB y rpynax CAB Ta TDF/FTC). VYci iHwi HeliponcuxiaTpiuHi
AESI Bunuinu B <1% yyacHUKiB.

3aranom cnocrepiranocs 30iNblUIEHHS CepeHROT Bark B 000X rpymnax AiKyBaHHSA 3 AELIO
BHLUMM 36inb11eHHAM Bary B rpyni CAB. YuacHuky obox rpyn, ski gocsrnu 105-ro THxHA,
NnpoieMOHCTPYBany nosibHe 30iNbueHHs cepeAHbOro 30IbLIEHHS Bard NOPIBHAHO 3
NOYaTKOBMM PIBHEM.

Ornan AESI npu cynomax He BuserB aucbanancy mix rpynow CAB i rpynoto TDF/FTC y
4ACTLI Y4YacHHUKIB, Ak 3a3nanu uux AESI. Xonen yuyacuuk ve nosigomus npo PT )




pabnomionizy abo AESI nankpearuty. Kpim Toro, kniHiuHo 3rauymoro snausy CAB Ha
naGopaTopHi MOKa3HHKH KpeaTHHiHY abo wiipeHcy KpeaTuHiHy He 6yno.

Ouinxa dyHkuii HMpoK He BuABMIA Axcbanaxcy Mix rpynoto CAB i rpynoo TDF/FTC nipu
ouiHLi BruMBY Ha kpeaTHHIH AESI abo PTs nigBHIIEHHS KpeaTUHIHY B KPOBI Ta 3HMIKEHHS
HUPKOBOTO KTipEHCY KpeaTHHIHY.

Saranom y 72 y4acHHuUb Oyno 77 sariTHocTelt (49 6ynu niaTBepMKEHHMH BariTHOCTMH, 20
3aKIHUHIIHCA 00 MIATBEPKYBANLHOIO TECTY, a 8 OUiKyBany MiATBEPIKEHHS CTAHOM Ha
MOMEHT 00pizaHHs JaHWUX JUTA ULOro 3BiTY). YacToTa Ta TUMKM (Hanpuknan, mo3aMaTKoBa
BariTHICTb, MEPTBOHAPOIUKEHHS Ta T1aHoBi abo cnoHTaHHi abopTH) 6ynH nofiGHUMY B
rpynax CAB ta TDF/FTC.

22. BucHOBOK (3aK/TIOUEHHA)

EdekrHBHICTL

JlaHi npo edextusricTs HPTN 084 neMOHCTpYIOTH KIIHIYHO 3HAYYILHH | CTATHCTHYHO
3Hauywuii BIinue Ha npodinakTuky eunaaxkosux BLI-indexuiil y uucrenmepHHx siHOK:

o [lepeuHHuit arani3 i3 3acTocyBanHaM mITT Population nokasas, woe pexum PrEP, wo
micture CAB LA, akuit BBoguTECa KoxHI 2 micaui, € kpawwm (p<0,0001) nopisusaHo
3 IOJIEHHUM NiepopaibHUM npuitomom TDE/FTC y sanobiranHi 3apaxkenuto BIJI-1 y
UHMCTEHAEPHUX JXIHOK TPYIH PH3HUKY.

¢ 340 sunaakis BlJI-incexuii, 3apeecTporanux Ha etanax | i 2, 4 cranucs B rpymi
CAB (pisenn 3axsoptosadocti 0,20 va 100 TITB) i 36 - e rpyni TDF/FTC (pisens
saxpopiosanocti 1,85 Ha 100 PY).

* [lepBuHHHUIT aHani2 NPOAEMOHCTPYBAB 3HIKEHHA PU3MKY iHdikysanus BIJI-1 Ha 89%
y rpyni CAB nopisnsno 3 rpynoto TDF/FTC. CunbHuii edekr nikypaHHd, WO
CrocTepirascs B NEPBUHHOMY aHani3i, BIATIOBIAAaE BUCOKOMY PIBHIO 3aXHCTY Bifl
inikyeanus BUI-1 npu 3actocysanni CAB LA.

* ¥V nonynauit EdextuBHOCTI iH'ekUilinuX nporpam 2-ro etany 3 uexnzypoio OBSP
cnocTepiranocs 3HWKEeHHA piBHA 3axsoptoBaHocTi Ha BIJI-1 y rpyni CAB Ha 95%
nopisHaHO 3 rpynoio TDF/FTC.




Ina nonynauii 3a npotoxkonom 6yio 3adikcoBaHO 3HIDKEHHS 3aXBOPIOBAHOCTI HA
BIJI-1y rpyni CAB na 89% nopisaato 3 rpynoto TDF/FTC.

BinHocHi noxasHHkH iHpikysauna BIJI-1 ua Erani 2 signoBinany saransHoMy
edekTy nikysaHus Ha Eranax | 1 2, ZeMOHCTPYIOUH MEHIIY KiNbKICTh BHIANKIB
ingpikysanua BLJI-1 y rpyni CAB nopisHsHo 3 rpynoto TDF/FTC.

BaranpHuii pisens indikysaHua BIJT y nigrpynax, npoaHanizoBaHHX 3a BIKOM Ta
iHIEKCOM MacH Tina, BKITIOYaIouH y4aCHHKIB BikoM <25 pokiB, BIAMOBiAaR
3aranbHOMY CMOCTEpeXXyBaHOMY eeKTy JIiKyBaHHS, AEMOHCTPYIOUH MUl BCIX
nigrpyn Huxumii piseHs ingikysauts BIJI-1 B yyacHuKis, paHaoMi3oBaHHX 0 IpynH
CAB, nopieHAHO 3 yyaCHHUKaMH, paHROMi30BaHHMH Jo rpynu TDF/FTC.

bBe3nexa

Cxema CAB PrEP 3aranomM no6pe nepeHocunacs 3 aHanoriqHoo dacrorolo I[P y
nopisHanHi 3 rpynowo TDF/FTC, za uuaTkom Ginbiuoi vactotu IP y rpyni CAB.

YacTka y4acHHKiB, aki 3aznanu CITA, 6yna HK3bKOK0 Ta 0HAKOBO!O B 060X rpynax.

[Ticna suxmouenns ISR, npo ITP, [P 2-5 cryneHis, [TP, nos'a3ani 3 npuifomom
nikapcbkHX 3aco6iB, Ta TP, 10 Npu3Beny A0 NPUMHHEHHS NpHHOMY A0CHIIKYBaHOro
npenapary, TOBIAOMASIOCS 3 OAHAKOBOIO HACTOTONO B 060X rpynax MallieHTis, Aki
npuiivanu CAB ta TDF/FTC.

3aranom, in'exuii CAB no6pe neperocunucs. [oGiuHi peakuii, ax npasuno, Oyiu
nerkuMH (1-2 cTymneHs) Ta KOPOTKOUYaCHHMH | HE MPH3BOAMIIM 4O BIAMIHH
JOCiiCYBaHOTO NIPEnapary.

Yactota HynotH (5%) i Gmosanna (3%) y rpyni CAB 6yna MeHWO0, HK y rpyni
TDF/FTC (10% i 6% BinnosigHo).

YacToTa rineprepmii Oyna HU36KOK Ta nofibHoto K y rpyni CAB, Tak i B rpymi
TDF/FTC y ubomy aocnimkenti. ¥ HPTN.084 xe 6ysio BCTaHOBNEHO THMYACOBOTO
3B’a3Ky mix noaiamu Pyrexia Plus i3 ISR abo nonismu Pyrexia Plus i3 Bizuramuy ang
in’exuil.

ByB 0AIHH yuacHHxK, kUil nepexkHe cepitosHy renatoTokcuudicts AESI y rpyni CAB,
AKY AOCMIAHMK BBAXKAB HE TOB’A3AHOIO 3 IOCIUKYBAHHM MPERaparToM, | OXKH
YUYacHHK i3 cepitosroro renatorokcuunicTio AESI y rpyni TDF/FTC, axy nocninuuk
BBAXKAB NOB’A3aH010. Cepell PUMTHHEHHA PHITOMY LOCNIUKYBaHOrO npenapary,

o



OB’ 43aHOr0 3 nedinkoio, ouiHexoro HHAC, nopiBHAHHY KilbKICTb LIMX noaii 6yno
olineHo sk #MoBipHi 60 Moxutusi DILI y rpynax jiikyBaHHS.

Wonuux noxasis pusuxy HSR npu CAB He criocTepiranocs. Hi B ofuiit rpyni He
nosinomasnocs npo AESI HSR ax CITA. <1% yudacHukie 3asHanu 2 HSR AESI, aki
6y OLiHEH] JOCAIAHUKOM AK nos’a3aui B rpyni CAB, i 9 Gynu ouiHeHi sk 1108’ A3aHi
s rpyni TDF/FTC. Ui noxii He 6y THIIOBHMH HSR.

3arasioM YacTK4 YUacHHKIB, y IKHMX CIIOCTepirankcs BHCHNaHHs AES], Brmoyarouu

SBHILA, OB’ A3aHi 3 NpUifOMOM npenapary, Oyna HU3BKOIO Ta MEPeBAKHO MalH 1 abo
2 ¢TyMiHb IHTEHCHBHOCTI, Ge3 JKOHKX Mo, o MPH3BETH J0 MPUTHHEHHS IpHHoMY]
JOCITIKYBAHOTO Npenapary, Ans 00ox rpym.

36inblienHa Bard 6yno nomi6Hum B 060X rpynax ikyBaHHs 31 301NpUIEHHAM _
NopiBHAHO 3 BUXIAHKM pieHeM Ha 105-My trxui, CAB: 3 kr (0, 7,5) i TDF/FTC: 3 kr
(0, 7). Cepeawiit npupict aru 6ys cTabinbHHM OPOTATOM yChOTO nepiofy BBEACHHS |
CAB.

Xoua npo NiABHILEHHS PiBHS TNIOKO3H B KPOBI noRioMAnocA y 6inblIOT BaCTKH
yyacuukis rpynu CAB, Biinosigsi nabopaTopHi MOKA3HKKM HE BKasyloTh Ha
TeHpeHLiio ao rinepriikemit. KpiM Toro, nosigoMaeHHa npo [TP iHIIMX BiANOBiAHHX
TepMiHiB He BKA3YIOTh HA TEHACHLIIO 10 rinepriixemii abo miabery.

BUXOIUH 3 HRABHUX AAHUX, HE BYJO THMUACOBOTO 38743KY Mix Mianrieto Ta
peaKiuisMH y MiCLli BBEICHHS.

WK omHUX MOKa3is MIIBUIEHOrO PU3HKY HEHpONCHXIATPHYHHX noniit y CAB
nopisuano 3 TDF/FTC ne cnioctepiranocs. Posnaiu cry AESI 6ynu uaiibinbiu
[OLUMPEHUMY HEAPONCHXIATPUIHHMH AESI i mau Micue y 5% yuacHHKiB B 060X
rpynax JlikyBaxus. Yci inuti neifporcuxiatpusni AESI Gynu 36anancosani MK
rpynaMu Ta BUHAKIM B <1% YHACHHKIB.

Auanis AESI cy0M Ta Cy/lOMHHX Hananis, a Takox PT paGnomionisy ta
NaHKpeaTHTy He BUABWB ANCOanancy M rpynoio CAB Ta rpynoto TDF/FTC 3a
YACTKOI Y4aCcHHKiB, sKi 3a3Hanu uux AESI Kpim Toro, xIiHiuHO 3Ha4ylOro BO/IHBY
CAB Ha naBopaTopHi NOKa3HUKH KpeaTHHiHy abo KlipeHcy xpeaTHHiHy He Oyno.

Ouinka GyHKIIT HUPOK He BHABMAA LucbanaHcy mix rpynoto CAB 1 rpynoto
TDF/FTC np ouiHuj BONKBY HA KPeaTHHIH AESI a6o PTs nifByLIeHHSA KPEaTHHIHY B

KPOBI Ta 3HWKEHHST HUPKOBOTO KIIPEHCY KpeaTHHIHY.




Jlani nig yac saritHocTi obmesxeHi. Tunu Ta yacTora HaclifkiB BariTHoCTI OyH
NoAISHAMY Mi3K rpyIaMH JIKyBasHA.

He BusBNEHO JKOAHMX reHaepHHX BiAMiHHOCTEH woao npodimo 6esnexn CAB PrEP.

3aranom CAB PrEP Mas cripustnusuii npodine Ge3nexu Ta 3aranom nobpe
NePEeHOCHBCA 3TifHO 3 Pe3yNbTaTaMH LIbOro JOCHIIKEHHS.

(I)aumalcoxinenma

CAB LA Q8W 3a6esneuye pocrarHio KoHUueHTpauito CAB y niasmi kposi ans
3axucty sin BlJI-indexuii 3i wsuaxictio cepokousepcii 0,20/100PY nin vac gasu
iH €KUIT AOCTiKEHHSA.

3 4 unaakie indikysaHhs, ki cnocrepiramuics 8 rpyni CAB, Tpoe y4acHukis abo He
Many HewoaaBHboro koHTakty 3 CAB, abo Many Husbki XoHUeHTpanii CAB.

MonHHX KniHiuHO 3HauylHX BigMinnocTed y koHueHTpauisx CAB y mnasmi te
CROCTEPIranocs Mk yuacHHKaMH Bikom <25 pokis abo saroio <50 kr (n=9) y
MiACpyni 3paskis Bif NONEpesHLO BiLibpaHHX YHACHHKIB.

Binswicts sunazakis cepoxonsepceii 8 rpyni TDF/FTC moxkHa nosgcHuTH noraHoro
NPUXUNBHICTIO HA OCHOBI TNa3MOBHX KOHLEHTpauiit TFV Ta
BHYTPIWIHEOEPHTPOUMTAPHUX KoHUeHTpauid TFV-DP.




* 3aranbHa npuxuwibHicTs y rpyni TDF/FTC 6yna nusbkowo: 5% (59/1090)
koHueHTpauid TFV-DP BianosigHo a0 7 103 Ha Tixkaens i 26% (280/1090)
BIIMOBIAHO 10 >4 1031 Ha THAIeHb | 44% (843/1912) konuentpauii TFV B nnasmi
BIIMOBIAAI0TH 7 103aM Ha THXKIAEHB i 52% (1001/1912) 3 >4 1034 HA THKIEHD.

Pesncrentricts BLI 10 sikapcbKHX 3ac06iB

* Kozen i3 3 yuachukis rpynu CAB, 115 SKHX JOCTYMNHI pe3ynbTaTH FreHOTUITYBaHHS,
He po3suHYB MyTaulii ctifikocTi 10 INSTIL. Onaun yyacHuk maB nonimopdizm
IHTErpasHu.

e  VYuacuuku rpynu nikysanus TDF/FTC, ski 3asnanu cepokonsepcii BIJI, manu nokasu
pesuctenTHocTi 10 HI3T, HHI3T Ta INI 3a pesyabtatamu reHoTHNYBaHHS, IO
CBILAYMTB MPO HMOBIPHY MEPeHeCeHy Ta, MOAJIIMBO, PE3UCTEHTHICTb, L0 BUHUKAE M1
Yac JIKYBaHHsI.

PesyabTaTi npo siki NoBiIOMJISIE NANIEHT

e Xoua 6inb y micui iH'exuii 0y 6itbi nowmpernm y rpyni CAB, yyacHukH
BiZMYBATH BUCOKMH PiBEeHb 3arajibHOIO 3a/10BOJIEHHS Bil BUKOPHCTAHHS 1H' EKLIIHHMX
npenaparis NPONOHIOBAHOT /1iT, NPH LLOMY BOXKIHBUMH (DakTOpamMu OyIIH 3pYUHICTb,
FHYYKICTB, IPOCTOTA BHKOPUCTAHHS Ta PO3CY/UTUBICTS.

3agBHUK (BJACHHK PEECTPaLlitHOrO MOCBIIYEHH)

(mianuc)

Kapen [ 'peiitokep (Karen Grainger)
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Clinical Trial Report - 30
Study 1D-205162

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

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Injectable, Primary and secondary packaging, Quality control, Batch release
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Harmire Road, Barnard Castle, DL12 8DT

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

Zoning Industriel, Avenue de 1’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

Meta-Analysis Results Report for 205162: PGx7646: Evaluation of relationships between UGT1A1 and UGT1A9 genotypes and
cabotegravir pharmacokinetics and tolerability, Study 205162

6. Phase of clinical
trial

Four Phase | studies and two Phase 2 studies

clinical trial has been

7. Period of clinical ~ [N/A
trial
8. Countries, where  [Multiple studies:




conducted

USA, Canada, Spain, France, Germany

Q. Number of trial
subjects

Multiple studies

planned: 1364

actual: 1364




10. Main purpose and
secondary objectives
of CT

Objectives Endpoints
Primary
» Evaluate effects of UGT7AT genotypes on oral 30mg oral steady-state Cr, all studies (four phase I and two
CAB PK phase Il studies)
Secondary
= FEvaluate effects of UGT1A9 genotypes on oral 30mg cral steady-state Cr, all studies
CAB PK
e 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 UGTTA7 and 30mg oral steady-state Cr, all studies
UGT1A8 genotypes on oral CAB PK
e FEvaluate effects of UGTT1A7 genotypes on oral 30mg oral steady-state AUCt and Cmax from four phase |
CAB PK studies
= FEvaluate effects of UGTTA9 genotypes on oral 30mg oral steady-state AUCt and Cmax from four phase |
CAB PK studies

» [Evaluate effects of UGTTA9 genotypes on changes  Maximum on-treatment change from baseline for ALT and
in liver chemistries TBL measures from LAI116482 (LATTE)*

Four phase | studies: ITZ111839, LAI116181, LA1115428, and LAI116815.
Two phase 1l studies: LAI116482, 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 § days. For the tolerability




PGx analysis, the data were derived from subjects in I.AI116482, 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 Subjects with
Study enrolled* PGx consent Study Description
Phase |
[TZ111838 19 11 Evaluate the effect of efravirine on GSK1265744

pharmacokinetics in healthy adult subjects
Evaluate the pharmacokinetics and safety of GSK 1265744

LAI116181 28 19 and rilpivirine and dolutegravir and rilpivirine in healthy adult
subjects
Investigate the safety, tolerabilify and pharmacokinefics of
LAI15428 47 39 repeat dose administratton of long acting GSK1265744 and

long-acting TMC278 intramuscular and subcutaneous
injections in healthy adult subjects
Assess the relative bioavailability of new formulations of
LAIT16815 43 27 GSK1265744 long-acting parenteral in healthy adult subjects
Phase I
A phase Ib, dose ranging study of oral GSK1265744 in
combination with nucleoside reverse transcriptase inhibitors
LAl116482 243 594 for induction of HIV-1 virologic suppression followed by an
(LATTE) 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 sfudy evaluating a long-acting (LA) inframuscular
regimen of GSK1265744 plus TMC278 for the maintenance of
200056 309 578 virologic suppression following an induction of virclogic
(LATTE-2) suppression on an oral regimen of GSK1265744 plus
abacavirflamivudine in HIV-1 Infected, anfiretroviral therapy-
naive adult subjects

*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 ¢  Ct{ug/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 Cz, Ctrough, or Co. These were

pooled across studies for analysis of Ct. If mulfiple measurements |
of Go 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 fime curve
during one dosing interval

o Cmax {ugfml): Maximum observed concentration

Liver function chemistry » Maximum on-treatment change from baseline in total bilirubin (TBL)
measurements expressed inunitsof | «  Maximum on-trealment 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 UGT1A4/ and UGT1A49 analyzed included the UGT1A41 rs4148323 polymorphism (*6
allele), the UGTIA1 1s8175347 TAS5/6/7/8 repeat polymorphism (*1, #28, #36 and *37 alleles), and the UGT149 153832043
polymorphism (*1B). Genetically predicted activity for UGTTA1 and UGT1A9 was used in this analysis, and defined from
genotypes as described in Table 3.

Table 3 Genetic Markers Evaluated




Gene Predicted activityt | Genotypes

UGT1ATT Low (L) Two copies of 28 (TAT), *37 (TA8) andfor *8 alleles
Reduced (R) One copy of *28 (TAT), *37 (TAB), or *6 allele
Normal (N} Wild-type; Do nof carry *28, *6 or *37

UGT1A9 Normal (N) Wild-type (T9/8)
Intermediate (1) One copy of *1B (T9/10)
Fast (F) Two copies of *1B (T10/10)

Note: UGT1A1*36 (TAS) 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 dataset), 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

IN/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




IMaximum change from baseline ALT or TBL = Independent variables + genetically predicted UGT activity

Independent 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
e Age

o Self-reported race and ethnicity
e Body mass index

e Weight

e Baseline TBL and/or ALT

Independent 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.

No 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 LAI116482 (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
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20. PK Results

UGTIA1 and UGT1A9 Genotypes

Summary of carriages for UGT1A1 alleles and genetically predicted activity status

For genetic variants in UGT1A] and UGT1AY, 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 TA5/6/7/8 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.

r341];8323 ra8175347 Genetically predicted UGT1A1 activity, N (%)
(UGT1A1*6) (UGT1A1 TAb{B/T/8) Normal Reduced Low
TA5f6 9
TAS/7 4
TAB/6 118
GIG TA8/f 150
TAG/8 4
TA/T 49
TA7(8 6
AIG TABB Z
AA TAB/6 1
Totalt 128 (379%) 162 (46.8%) 56 (16.2%)

tOne subject missed the genotype for the rs8175347 variant

Summary of carriages for UGT1A9 genetically predicted activity status




rs3832043 Genetically predicted UGT1AS activity, N (%)
(UGT149™B) Normal Infermediate Fast
T9/9 120
T9/10 162
T10M0 85
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
“31;’ Eg - Intermediate 63 85 14
& %_’1 ] .E Fast 40 20 4
tOne subject missed the genotype for UGTTAT

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

Analysis Parameter estimate for
{Gene [Endpoint - P value genetically predicted FFinal Model
opulation, N, .
activity (standard error}
Ct 346 4 89x10-1 0.19 (0.03) log{G} ~ UGT1A1 predicted activity
+ study + age + weight
ALCT 59 0.0013 20.03 (5.89) UGt~ UQT‘I A1 predicled activity +
- tudy + weight
bt ~ 1A I ivity +
5 (Omax 59 0.0213 07803y | omax~ UGTIAY predicted activty
S fudy +weight
LT change g og{max ALT) — log{baseline ALT) ~
om baseline 163 0.6674 -0.03(0.06) FUGT*IM predicted acfivity
TBL Change . | ax TBL — baseline TBL ~ UGT1A1
lrom baseline | 169 7.97x10° 0.13{0.03) Bredicted activity
. a7 0.6374 001 (0.03) ng(cr} ~ UGT1AQ predicted activity
study + age + weight
luce " 0.9108 077 (5.80) thucz UGT1AS predicted activity +
. udy + weight
< - —
= . max ~ UGT1 AS predicted acfivity +
k%-. [Cmax 80 D-Bf]b‘ﬂ -0.09.(0.36} Eu fudy + vieight. .
LT change - og{max ALT) —log(baseline ALT) ~
ombaseline| ' 03823 0.05{0.06) Fsme predicted acivily
TBL change > 4 i ax TBL — baseline TBL ~ UGT1 AQ
jirom baseline. 163 0.0412 0.06 (0.03) redicted activity

*After aceounting for UGTTAT genetic vaniation within the model, UGT1A9 was ro longer significantly associated with
change front baseline TBL (p=0.4481)




Genetically predicted UGT1ALI 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 Cr, AUCr, and Cmax, respectively, comparing subjects with
normal vs. low genetically predicted UGT1ALl 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
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UGT1AI Predicted Activity
N 128 162 56
Mean 403 472 6.0¢
Median 371 466 586
Min 1.02 1.06 1.4¢
Max 8.51 19.3 12.6
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 UGT1A9

and TBL may be due to the correlation between genetic variation in UGTIA4/ and UGT1A49 (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 UGT1A1 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 UGT/A47*6 in this dataset, which is the reduced function UGT1A41 allele commonly observed in Asian, but not
Caucasian or African American populations. Ct was 9.51 pg/mL in a South East Asian subject who carried 2 copies of UGTIA! *6




(low predicted UGT1AL activity); for the two subjects with one copy of UGT1A! *6 (reduced predicted UGT1A1 activity), Ct was
7.64 pg/mL in a Native Hawaiian or Pacific Islander subject, and 4.36 ug/mL in a White Hispanic subject, respectively., While
sample sizes are limited, Ct values observed for these 3 subjects with predicted low and reduced UGT1AL1 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/A1*37 in combination with UGTIAI*1 or UGTIA1*28 alleles (no subject carried two copies of
UGTI1A41%*37). The UGT1A1*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 UGT141 on steady-state 30 mg oral AUCt and
Cmax. Genetically predicted UGT1A1 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 UGT1ALI 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 UGT1A1l 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 UGT1A] activity. Qut
of the 163 subjects analyzed, only 5 subjects had maximum on-treatment TBL >1.5xULN, and none of them bad 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




b3 i 25
24 o Ik 29 .
: E ] » @ ?, . |
Hos, o - L A T T PPRPPPN: A :
£ | " _ "y a = ’ e
a s a Y] E ™ X
& s
c ! e 4 Ll 2t e
2] ﬂ-. .F [ [N = 1..---- ------ BloERELEE IR ImERES -ll.l }lbl‘lllllll!lllll{’l*“:—ll
5 } Lo 2 o —'£ & ":— L] ] ;
{ —— . S -y
} o -
05+ . 6354 hi "
| — —
i R T 1 N T R T L
UGTIAT geadicted actidty UGTIAL predicted sctity
N 55 a2 25 N 56 2 25
Mtan QL2029 0.2733 02909 Mcean 03401 0. 7053 L0
Median 0.1618 0.2727 0.3455 Idedian &S 87273 1518
Min 00309 N LA Buleyir Mio G277 02327 BA535
hlax 0.5455 0.5031 1inzy hax 10000 15158 07
|
{ 21. Safety results See item #20
22. Conclusion * Genetically predicted UGTIA1 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>1.5xULN in this dataset, had genetically predicted normal UGT1A1
activity; all carried one or more reduced function UGT/A/ 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 UGT 149 and TBL may be due to the correlation between UGTIA1 and UGTIA9.
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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 kiainiune BANpoOyBanHns - 30
Bunpo6ysannga ID-205162

1. Hazga nixapcbkoro
3acoby (32 HASBHOCTI -
HOMEp PeeCTPALliHHOro
MnocEi AUCHH)

ATTPETHO /I, cycniensia ang iH'ekuiii nposaodrosanoi mit, 200 mr/mn

2. 3agBHUK

BiiB Xenckep HOK JliMiten

3. BupobHux

Bupo6HinTBo Hepo3dacoBaHOTO NPOAYKTY, NEPBHHHE T2 BTOPHHNE N2KYBAHHA, KONTPO./Ib AKOCTI FOTOBOTO HPOXYKTY, BHIYCK cepil
"aakco Onepeifwunc FOK Jlimiren, wo seae aignasticts Ak [nakco Besuikom Onepeiitixe / Glaxo Operations UK Ltd (trading as Glaxo
Wellcome Operations)

Xapwmip Poyn, bapuapa Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT, Benuka Epurauis

Crepunizamgin (ramma—onpommennﬂ AQ] Ta roTOBOr0 NPOXYKTY)

Crepirenikc benbris (bnvopyc) CA (Cotepa Xenc Kamnani) / Sterigenics Belgium (Fleurus) SA (A Sotera I-[eaIth Company)
3oHinr Ingactpiens, ApeHio ae n’Ecnepanc, danopyc, 6220 / Zoning [ndustriel, Avenue de I’Espérance Fleurus, 6220
bennris

4. [poseneni
NOCITiKEHHA:

v Tak Hi, AKIIO Hi, OOTPyHTYHTE

1) TN nikapcskoro
aco0y, 3a KM
nposoaunacs abo
IIAHYETHCS PeecTpaLis

JTikapcbkrit 3aci0 3a MOBHUM JOChE (ABTOHOMHE A0CLE), iHILIWI JTikapehkui 3aci0, HOBA Ji0Ua PEUOBHHA.

5. IlosHa Ha3Ba
KJIIHIYHOTO
BUNpoOyBaHHs,
KOJOBaHWi HOMEp
KNIHIMHOTO BUNpOOYBaHHA

3BIT NpoO pe3ynbraTy Meta-aHanizy 3a 205162 poku: PGx7646: Ouinka B3aemo3s'a3ky Mk reHotunaMy UGTIAL Ta UGTIA9 i
(hapMaKOKIHETHKOIO Ta NEPEHOCHMICTIO kKaboTerpasipy, nocaimkents 205162

6. Qaza wWiiHiyHoro
BHTIPOOYEAHHA

HYotupy aocnimxenHs ©azu | Ta 1a pochikenns dazu 2

7. Ilepion wiiHi4uHOrO
BUNIPOOYBAHHS

H/IT

8. KpaiHu, B axux
MPOBOAMIIOCH KIiHI4HE

Kinbka nocinikeHs:




BHMPOOYBaHHT

0. KinpkicTb Kinska 10cniaKeHb
noCi Ky BAHUX
3ariaHoBaHo: 1364

(hakTHuHA KiNbKICTL CyS'ekTiB JocninxenHs: 1364

CILA, Kanana, Icnanxia, ®paduis, HiMeuunHa



10. OcHoBHa MeTa Ta
BTOpUHHI uimi CT

Meta KiHyeBi Touku

lMepBrHHI

*QOuinvtut Bnme reHotunie UGT1A1 #a nepopanshvia CAB PK 30mr nepopansHe cTauiodapHuii Ct, BCi AocnigxeHHs (4OTUpKM FOCHiMieHHA dasu |
Ta ABa AocnimkenHs daau Il

BTOPHHHI

« OuinuTy 8nnus redoTrnie UGT1A2 Ha nepopanshuit CAB PK - 30mr nepoparnkHo cTauiosapHuil C1, Bl aocrigxeHHs
* OuiuTy Bua reHoTunie UGT1AT Ha amitM xiMiyRvX nokasHukie MakcumanbHa 3MiHa Ha (oHi NiKyBaHHR NOPIBHAHO 3 ROYATKOBUM DIBHEM ANA

yHKLT neviHKu nokaanmkie ALT 1a TBL y pocnimkenHi LAI116482 (LATTE)”
MolykosKM
+OuiHuTi kombiHoBaHi edbexT reHotunie UGT1AT Ta 30mMr nepopankbHo cTauioHapHui CT, BCI [OCIMKEHHS

UGT1A9 reHotunie Ha nepopaneHy CAB PK
+Quinvty Bnnue redotvnie UGT1A1 Ha nepopantHuil CAB PK - CrauionapHi AUCE ta Cmax nepopanbHoro sactocyeants 30Mr 3a aaxHumn
YOTMPLOX AoCnimKeHs daam |
+Ouinvty Bnue reqotunie UGT1AS Ha nepopanstuit CAB PK AUCT Ta Cmax nepopanbHorg 3acTacyBaqHs 30Mr y cTauicHapHOMY CTaHi 3a
JaHviMi YOTUPbOX AOCTif¥eEHDb | haau
*OujnuTy Bnnue reHotunis UGT1AS Ha aminv xiMiuHux nokasHukis MakcumarsHa 3miHa Ha (oHi fikyBaHHA NOPIBHAHO 3 NOYATKOBUM PIBHEM AN
MEMiHKM nokasHukie ALT 1a TBL y gocnigxenHi LAI116482 (LATTE)*

YoTtupu aocnimkenns nepwoi chasu: ITZ111839, LAI116181, LAI115428, Ta LAI116815.
[ea gocnimxeHHs apyroi aan: LA1116482, Ta 200056
"Anania neperocumocTi bys obmexenud LAI116482, knidiuni fani akoro Oymv AOCTYNH HAa MOMEHT NPOBEAEHHS aHanisy

11, JTuzaiiu kniniudoro
nocnipKkeHns

Lle OyB perpocnekTueHMii, HeinTepeenuidHmnii ananiz PGx. [Ina ananizy PK PGx aani Oyau otpumani 3 4 nochimskens a3y 2 ta 2 gocninxeHs
thazu 2 i sknrouanu cy®'ekris, sxi npuiiMany nepopankio CAB 30 mMronun pas na nody (QD) nporarom woHaiimerwe 8 anie. Jns ananizy PGx
nepeHocUMOcTi fani Oy oTpuMaHi Bif yuacHukie aocaimkedns LAI 16482, axi otpuMypanu nepopanbHuid CAB BiAMOBiAHO A0 nnaxy
inocnipkeHHs. KopoTkui onuc Ko:KHOTO AOCTiMKeHHs HageneHo B Tabmuu; 1.




Tabnuua 1 Onuc kNiHiYHUX gocniaXeHb KaboTterpaeipy

3apaxoBaHi

HocnigxeHHs Y4ACHUKU* PGx

Cy6'eKT 3a 3rofjote

Onyc gocnigxedns

Pa3za |

ITZ111839 12 1

OuinuTv BB eTpasipuHy Ha dapmakokiHeTuky GSK1265744 y
3A0POBUX [OPOCNUY Noaen

LAI116181 28 19

OuituTy dhapmaxoxinetuky Ta 6eaneky GSK1265744 ta punnisipuny, a
TaKOX AONYTErpasipy Ta pUnnisipuHy ¥ 340POBUX JOPOCIMX
noGPOBONbLLB

LA1115428 47 32

RocniguTy Beaneky, NEPEHOCUMICTL Ta (hapMaKoKIHETUKY NOBTOPHMX
103 BHYTPILLHLOM A308MX Ta NiAWKIPHYX IH'EKLIA NPONOHrOBaHoT Aji
(GSK1265744 ta nponourosaroi gii TMC278 y 300poBMX A0pOCIUX
cyb'exTin

LAI116815 43 27

OuinuTy BigHOCHY BiogocTynHicTL HOBUX dopm npenapaty GSK

300pOBMX AOPOCTVX CYD'eKTIB

®aza ll

LAI116482

(LATTE) 243 224

®a3a lIb, JocnigKerHA gianazoHy A03 MepopansHoro 3acToCyBaHHs
GSK1265744 y xombiHaLii 3 HYKNEO3WAHUMM iHMGITOpamMy 3BOPOTHOI
TPaHCKpUNTa3sK ANA iHAyKyii Bipyconoriynol cynpecii BIM-1 3
MOAANBLLOK OLHKOK NiATPUMEHHA BIpYCONOriYHoi cynpecii npu
nepopansHoMy 3acTocyBaHHi GSK1265744 y kombiHauji 3 nepopantHum
punnisipuHoM y BIJT-1-iHdbikoBaHux gopacnux cyb'ekTis, ki OTPUMYIOTE
BHTUPETPOBIPYCHY Tepanito

200056

(LATTE) 309 278

Nocnigxertn dasu |1b 3 ouiHKWM BHYTPILUHEOM 5130801 CXeMy Tpusanoi Afi
(LA) GSK1265744 nmoc TMC278 ans nigTpumanHs BipyconoriyHoi
cynpecil Nicna iHayKuii 8ipyconorivHoi cynpecii NepopanbHOK CXeMOH
1GSK1265744 nnioc abaxagip/namisyaut y BiN-1-indixosanmx aopocnyx
MaLeHTIB, SIKi OTPUMYIOTL aHTUPETPOBIPYCHY TEpanNiio T3 € HAIBHUMM
naLjeHTaMU

*Ha ocHoBi be3neyHo! YMCENBHOCTI HACENEHHS




K1inivHI KiHUEBI ToukH, ki Oynu odpaHi Juld LbOro aHamisy, niacymosani B Tabauui 2.

Ta6nuuna 2 lNpoaHanizoBaHi kNiHIYHI KiIHUeBi TOYKK Ta IX BU3HAYEHHS

KniHivHi KiHLeBi TOMRM Bu3HaveHHA

CrauioHapHi nepopaneHi napameTpn PKyl  Cr{mkr/mn): KoHuexTpauis B nnasmi KPOBI B KiHLj iHTepaany A03yBaHHs

CyO'exTiB, AKi OTPUMYBANM NEPOPanbHMA - [Npumitka: 3anexHo Big JOCNILKEHHR, HAaRHWKYA KOHUEHTPaLliS NpenaparTy B nnasmi qikcysanacs
CAB 30mr QD npotsrom woHaimeHwe 8 sk Cr, Ctrough abo CO. Lii aahi 6ynu of'eaHani B gocnigxeHnsx ans axanisy Cr. Akwo Byno

INHIB AOCTYMHO Aekinbka BuMipioBaHb Co Ha 0fHOro cyb'ekTa, po3paxoByBany CEPeHE 3HAYEHHA |

BUKOPWCTOBYBANY HOrO AIK NOXIAHWA NOKa3HWK KiHLeBOT ToukM ansa C1
AUCT (roa*mxr/mn): lMnowsa nia kpueo 3aneXHECTI KOHUEHTpALT Bif Yacy NpoTAromM OiHOrO

iHTEpBaNY JO3YBaHHS |

¢ Cmax (mkr/mn); MakcumaneHa cnocTepexysaHa KoHUeHTpaLis ‘

XIMIYHI NOKa3HUKM DYHKUIT ReviHKy, - MakcumanbHa amiHa pisHa 3aranbHoro BinipybiHy ( TBL) Ha dioHi nikyBaHHA NOPIBHAHO 3 NOYATKOBUM |
BupaxeHi B oguHuusax XULN (BepxHa piBHEM
MEXa HOPMM) Y naLieHTis, sKi - MakcumansHa aMiHa pisHs anaHiHamiHoTpancgepaan { ALT) Ha hoHi NiKyBaHHS MOPIBHAHO 3 |
oTpumyBanv nepopantHui CAB QD NO4ATKOBUM DIBHEM |

Binomi (pynxuionansti renernuni Bapiant UGTIAL Ta UGTIA9, aki Gynu npoaHanizosaui, skaoyany noniMopdrizm UGT1AL rs4148323
(anene *6), nonimopdizm UGTIA rs8175347 TAS/6/7/8 noeTopis (aneni *1, *28, *36 ta *37) Ta nonimopdizsm UGTIA9 rs3832043 (*1B). ¥
LUbOMY aHATI31 BUKOPHCTOBYBANIM F€HETHUHO NMPOrHo30Bany akTHBHICTE A UGTIAT ta UGT1A9, gy RH3HAYATH 3a FeHOTHIAMH, K ONHCAHO B
Tabnuui 3.

Tabnuua 3 OuiHeHi reHeTUYHI Mapkepw

leHu MporHo3oBaHa akTUBHICTL |CeHoTUNK
UGT1A1 Hu3abkuid (L) /18i konii anenis *28 (TA7), *37 (TAB) Ta/abo *6
Ckopouerud (R) OpaHa xonia anens “28 (TA7), *37 (TAB) abo *6
HopmansHui (N) WKWH TUM; HE MOKHA BUKOPWCTOBYBaTH *28, *6 abo *37
UGT1A9 HopmarnbHui (N) ukria Tun (T9/9)
[pomixxHwi (1) OnHa konist *1B (T9/10)
[Uemakui (F) [si konii *1B (T10/10)




Npumitka: UGT1A1*36 (TAS) uknukae aewo nigeuieHy dyrkuiro UGT1AT in vivo 1a in vitro, ane yepes Hesenwky KinskicTs cyb'ekTis, siki Manu uelt anens

(nuwe 13 cyb'extie manu oAuH anens *36 i xofeH cyb'ext He Mae *36/*36 y usomy Habopi aanvx), anens *36 Oys BigHeceHuit 4o kateropii "HopManbHUA" Anis
Linei aHaniay

12. I'onorHi kpuTepii
BKJIFOUEHHS

Iinexa pocnimkeHn

3noposi Ta BlJI-indikoBani ocobu

13. JocnimkyBaBHii
nikapchkuii 3acid, cnocid
34CTOCYBAHHS Ta
no3yBaHHS

[Mepopansho CAB 30 Mr ofHH pas Ha AeHb

14. PedepeHTHHit H/]]
IPOAYKT, AO3YBaHHA,

crocid 3acTocyBaHHA Ta

cuia aif

15. CynyTHe nikysanus  |H/]I

16. Kpurepii
epexTHBHOCTI OLiHKH/PK

EgeKTHBHICTb HE OLIHIOBATACA B LILOMY AOCTILKEHHI.

JnB. myHkT Ne 10

17. KpuTepii oniHkH
Deznexu

JIne. mydxT Ne 10

18. CraTHCTHYHI MeTOaH

TiniitHi perpecifui momeni Oynu BUKOPHCTaHI NS BUIHAYEHHS 3B'3KY MEBHOTQ FEHETHYHOIO MAPKEpPa 3 KIHLEBOIO TOUKOIO!
[TapameTpu PK ~ Hesanexni 3minni + enetuuro nepenbauysana aktusHicts UGT
MakcumanbHa 3MiHa Bia BuxiaHoro pists ALT abo TBL = Hezanexui 3mMinsi + reHeTHuHO nepeadayysana aktueuicts UGT

Hezanesni 3MinHi. AKi Oynyu ouiHeR] Ans BKMIOUEHHSA B MOAENb, AECTALHO ONucani Hkue, HaBeaeni Hiskue 3MiHHI, ki Synu Biaomumu abo
NOTEHUIHHHMH KOBAplaTaMy OAHIET a00 Oinblue 3MIHHHX KiHLIEBHX TOYOK, OLHIOBAAHCA AN MOTEHUIHHOrO BKAKYEHHS B AKOCT] HEIWIEHHHX
3MIHHMX Ta/ab0 [HAHBIAYANLHO OLIHIOBANIMCSH Ha MPEAMET 38'A3KY 3 KiIHUEBHMH TOUKAMH | TeHETHYHO NnepeabayyBaHOIO aKTHBHICTIO (hepMEHTIB.

o JlocninkeHHs

e C(CraTy

e Bik

¢ Paca Ta eTHIYHA NPHHANEKHICTL 32 CAMO3BITOM




» Inmexc mMacy Tina
= Bara
e bazoswii pieds TBL 1a/abo ALT

Hezanexxui aminni, axki Synu poctoripro (p <0,05) nos'a3aHi 3 KOKHOW KIHLEBOK TOUKOIO, 6yau BiIIFOUEH] B Moaenb aHanizy. Kinuesi Touku,
AKI HE OYITH pO3NOAINeHi NPUOAH3HO HOPMAaLHO, OYAIH NepeTBopeHi B XKypHal. Byno NpoBeaeHo KinbKa aHanisis, BHKOPHCTOBYHOUH
BHILE3TAJAHY MOAED, OLIHIOKYH KOXKHY KIHLEBY TOUKY 1 OJIHY M€HETH4HO nepeabayuyBaHy akKTHBHICTb QEpMEHTY 3a OAMH pas.

OCHOBHWIH BIIMB reHOTHITY MOJE/IIOBABCA 3a JoMoMOro dhyHKUioHansHUX knacudikanit UGT, sakofoBaHuX sk alATHBHA 3MIHHA. [eHeTHYHO
nepeadauena axtueHicTs UGTIAL 6yna 3akonosaHa sk: Hopmanbuui=0, sumxennit=1, nn3pkuii=2. [enerryno nependayeHa aKkTvBHICTb
UGTIAS 6yna 3akonosana ax: Hopmansnuii=0, Cepenniit=1, lllsuaxkuii=2.

[lonpaska Ha GaraTopazoBe TeCTYBaHHS He 3ACTOCOBYBAanacs, | p-3Ha4YeHHA OyITH BKa3aHi [/ KOXHOro aHanizy.

Kniniuni gocnigxenns CAB ne 6vnu po3pobneHi 3 ypaxyRaHHAM NOTYKHOCT] FeHETHRHMX aHaniziR, Po3paxyHkH onucaHi TyT, Mo 3po3yMiTH
ﬁiana30H po3MipiB eexTie, Ans BUABTEHHA AKKX Oyno npoeeneHo ue dhapmakoreHeTHyHe pocaimxenna. [ina LAI116482 (nocnimxenHs 3 4-ma
lyqacHukamH 3 panaosmizauieto 1: 1: 1: 1) nepeabauanocs, wo npubansHo usepTh cyd'eTis 32 3rojowe PGx orpumysany 30 Mr nepopansHOro
CAB i naui 6ynu aocTynHi Ans ananisy. Byno npuitHaTo aAHTHBHY MOAENE 3 HASBHOK (DapPMAKOreHETHYHOIO BHOIPKOIO po3Mipom 420 cyb'ekTie
ra DaXKaHOK HaCTOTOK XHMOHOMNO3UTHBHMX pe3yasTaTis (anbha) 0,05. YacTora HocliieTsa anenis 3HWwikeHOT GYHKLIT Ta pO3MipH eeKTis
BAPIOBATH. Y Meax O4iKyBaHOro po3mMipy BUOIPKH Ta JianNa30oHyY YACTOT AJIEMIB 31 3HWKEHOI PYHKUIEH MOYKHA OVIIO BUABHTH edeKTH Bil
MOMipHOrQ 10 BENWKOTO po3Mipy (ams. Puc. 1).




ManroHok 1 MipKyBaHHA WOBJO NOTYHHOCTE

MoTVXHICTL IPOTU CTaHAARTHUX BiAXUMEHb HA anenb 3HUIKeHOT yHKLLT

YacToTa anenis 3i SHKEHO
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19. Hemorpadiuni
[IOKA3HHKH JOCALIKY BaHOI]

Kinbka A0ChimKeHs




nonynauii (crTathk, Bix,
paca ToLlQ)




20. PesynsraTtu PK Cenorumu UGTIAL ta UGT1A9
[l reneruynnx sapianTie UGT1AL ta UGTIAS yacToTy aenis Ta reHOTUIiB An1s nomy suil ananisy PK PGx (N=347) nincymosani B nepiunx '
BOX TAONMUAX HIbKYe, BIANMOBiAHO. OMH NalieHT He npoHoB reHOTHNYBaHHs 3a noniMopgismom UGT1A1 TAS/6/7/8 (rs8175347) i ue

BIUTIOHEHHH 10 nepiol tadnuui Hmkve. [TiapaxyHku s komOiHoBannx redorunis UGTIAL ta UGT1AY vaseieHi B TpeTiit TaGiuni ke,

YaaranbHeHHAa HocintcTBa aneniB UGT1A1 Ta reHeTM4HO nNepeabayyBaHOro cTatycy akTUBHOCTI

rs4148323 rs8175347 _ 'eHeTHYHO NporHo3oBaHa akTuBHicTe UGT1A1, N %)

(UGT1A1*6) (UGT1AT TAS/6/718) HopmankHwui 3mMeHWweHuM Hu3bkKi piBeHs
TAS/6 9
TA5/7 | 4
TAG/G 19

GIG TAG/7 150
TAG/8 6
TATIT 49
TAT7/8 8

A/l TAG/6 2

AJA TAG/6 1

| 3aranom 128(37%) 162(46,8%) 56(16,2%)

‘ B oaxoro cy6'ekra Oye BigCyTHIN reHoTMN ANA BapiaHTy rs8175347




Y3aransHeHHA AaHUX WoA0 reHeTUYHO nepegbavyBaHoro cratycy aktveHocTi UGT1A9

1$3832043 FereTU4HO NporHo3oBaHa akTMBHicTE UGT1AS, N (%)
(UGT1A9"B) HopmanbHui MpomixHKA LBuaKkua
T9/9 120
T9/10 162
T10/10 65
3aranom 120(34,6%) 163(47%) 64(18,4%)

Y3aaranbHeHi AaHi WoA0 nepeHeceHHs KoMBiHoBaHol akTuBRHocTi chepmenTie UGT1A1 Ta UGT1AS

FeHeTU4YHO nepefbavysaHa akTuBHicTb UGT1A1
HopmansHui 3MeHIWEeHNH Huabkuit piBeHb

HopmankHui 25 57 38
[=1]
.t

2o MpoMiXHMi 63 85 14
2>
225

ERz LLIBraKui 40 20 4
$RE
L DO =
L. ©

B oaHoro cyb'ekra Gys sigcyTHilt reHoun gns UGT1A1

eHeTHuno nporHososada akrueHicts UGT1AL Ta UGTIA9 kopenioe 3 koedinientom kopenauil ITipcoxa "npoaykr-moment” 0,35.
OQuinka rewernuHoi acomiamii 3 napamerpan PK ta okpemMnMu RKiHueBEMH TOMKAMH NepeHOCHMOCTI
Y LBOMY AOCAIKEHHI OUIHIOBANH 3B'A30K reHeTHUHO nporHo3osaHol akTHBHOCTI UGTIA] abo UGT1A9 3 napamerpamu PK ta oxpemumu

KIHUEBHMH TOUKAMH NIEPEHOCHMOCTI Y cy0'ekTiB, ki oTpuMyBany nepopanbHiid CAB. Y Tabituili HKUe HABEAEHO Pe3ybTaTH AN KOKHOT
KiHLIEBOT TOUKH.




MNigcyMok pe3yneTarie aHanisy

Ouinka napameTpa gns
Anaria reHeTM4HO
lexn [KiHueBa TouYKa - 3HaueHHA P nepenbavysauol ®ianbHa Mogenb
nonynsyi, N A
aKTMBHOCTI (CTaHgapTHa
noxmbKa)
log(C1) ~ NPOrHo30BaHa aKTUBHICTb
11
CT 346 48910 0,1%(0,03) UGT1A1 + HapyaHHA + BiK + Bara
AUCT ~ nporHo30BaHa aKTUBHICTb
AUCT 59 0,0013 20,03 (5,89) UGT1A1 + pocnigxeHHn + Bara
— Cmax ~ nporHo20BaHa aKTUBHICTL
§ Cmax 59 0,0213 0,78(0.33) UGT1A1 + pocnifxeHHs + Bara
o 3mina ALT log(makc ALT) - log{novaTkoBuit piseHb
NOPIBHAHO 3 163 0,6674 -0,03 (0,06) ALT) ~ NpOrHo3oBaHa aKTMBHICTb
NOYaTKOBMM piBHEM UGT1A1
3mina TBL makc TBL - novatkoea TBL ~
NOPIBHSHO 3 163 7.97x10% 0,13(0,03) MpOrHo30BaHa aktwekicTe UGT1A1
" |novaTtkosum pisHem
log(Cr) ~ nporHo3oBaHa akTMBHICT
Cr 347 06374 0,01(0,03) UGT1AS + Hap4aHHA + BiK + Bara
IAUCT ~ NporHo3oBaHa akTMBHICTb
pUCT 60 09108 0.77(6.80) UGT1AQ + focnigxeHHs + Bara
. Cmax ~ NporHo3oBaxa akTUBHICTL
E Cmax 60 0.8060 0.09(0,36) UGT1A9 + focnimkeHus + Bara
Q 3miHa ALT log{marc ALT) - log{no4aTkoBuiA piseHb
NOPIBHAHO 3 163 0,3823 -0,05 (0,06) ALT) ~ NpOTHO30BaHa aKTUBHICTb
NO4aTKOBYM DIBHEM UGT1AS
3mina TBL ' ) makc TBL - noyatkosa TBL ~
MOPIBHAHO 3 163 0,0412* 0,06(0,03) NpOrHo30BaHa akteHicTs UGT1A9
HOYATKOBUM DiBHEM
*[Ticns BpaxyeaHHA reHeTuHol Bapiauii UGT1A1 8 mogeni, UGT1A9 Ginblue He 6yB AOCTOBIPHO NOB'A3AHWA 3i 3MIHO0

noyatkosoro pisHa TBL (p=

0,4481)




['eHeTn4HO nporyososana axTieHicTs UGT 1A, 1o kogyeTses AK aauTusHa 3miaHa 0/1/2 nas HOPMATLHOT/3HHUKCHOI/ HM3bKOT aKTHBHOCTI, Oyna
nocToBipHo noe'ssana 3 Ct, AUCT ta Cmax 30 mr nepopasnsioro CAB y crauioHapHOMY CTaHi 0ics KOPUIyBaHHR KOBAPIaYiB, ONUCAHHX Y
raGnuui Bime (p<0,05). Cepeni snauenns Ct, AUCT ta Cimax BigpisHanuca npubausuo s 1,5, 1.4 ta 1,3 pasu BidnoBiaHO npu MopiBHAHHI
MALICHTIB 3 HOPMAsILHOIO TA HM3bKOIO FEHETHYHO nepeadatypaHoto akTieHicTio UGTIAL (nuB. ABa pUCYHKH HKYe). [eHeTHYHO NpOrHO30BaHA
axTapHicTs UGTIA 1 Takox DOCTOBIPHO acolliloBanaca 3 MaKCHMAJbHOIO 3MiHot0 Bia BuXinHoro pisua TBL (p=7.97x10-6), ane He 3
MaKCHUMATbHOK 3MIHOKO BiA BUXIAHOrO pisHg ALT Ha doui nikysanus (p=0,6674).




MeneTnuHi edpektn reHotunie UGT1A1 Ha CT nepopansHoro npuitomy 30 mr KAB y cy0'eXTiB 2 NTPOrHO30BAHOK |
HopmanbLHoto (N), 3HMmkeHoo (R) Ta HU3LKOO (L) aKTUBHICTIO |
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MporHozosaHa akTuericTe UGT1A1
N 128 162 56
Cep. 3Hau. 4,03 4,72 6,06
MepiaHa 3,71 466 5,86
XBUJTMH 1,02 1,06 1,49
MaxcyMyM 8,51 19,3 12,6




Bnnue resorunie UGT1A1 Ha AUCT Ta Cmax nepopanbHoro npuitomy 30 mr CAB y cy6'eKTig 3 MporHo30BaHoo
HopManbHoo (N), aHrkeHowo (R} Ta HU3BLKOIO (L) akTMBHICTIO
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CeneTHUHO Nporao3osata axTHeHicTs UGT1AD He 6yna nos's3aHa 3 504010 KiHuesoio Toukoio PK abo ALT, ane 6yna nomipHo nos's3aua 3
TBL (p=0,0412). [Ticna BpaxyBaHHa reHeTuHo nporHososanoi axrneHocti UGTIAT 8 Mozeni, reHeTHYHO NPOTHO30BAHA AKTHBHICTY UGTIA9
Py i .o ) - . ) . -
GiAbLIC HE MAE 3HAUYLLOIO 3B'A3KY 3i 3MiHOI0 Hasoporo piena TBL (p=0,4481), wo Bkasyc na Te, wo 38’130k Mk UGTIAY i TBL moxe OyTH
0GyMoBNenHit kopensuieto Mix renetrunnmi sapiauiamu UGTIAL i UGTIA9 (p=0,35 3a koediuientom xopensuii [lipcona "npoaykr-

MOMeHT").
Fenernuni edexru nporuozosauci axrusuocti pepventy UGTIAL na napamerpn PK
Y 346 npoananizosanux 0ci reHeTHUHO Nporuo3osaHa akrksHicTh UGTIA1 6yna goctoeipHo nos'ssana 3 log Ct (p=4,89x10-11). byna

npuGauzHo 1,5-KpaTHa pisHULR B cepetbomy CT Mizk cy6'eKTamMi 3 HOPMANLHOKD Ta HU3BKOIO NPOTHO30BAHOIO aKTHBHICTIO (ANB. NepuIni
pUCYHOK BHLIE). BYNO NPHIHATO anuTHBHY MOACT, fiKa, AK BUAACThCA, 100pe BianoBifae aaHum (ans. NepLiuii PUCYHOK BULUE).




Y oMy HaGopi aauux Tpoe cy6'ektis Synu Hociimn UGTIAL %6 - anens UGTIATL 31 3HmKeHOK0O (GYHKIIED, AKHH 3a3Buual cnocTepiraeTses B
a3iiickKiil, ane He B €BponeoiaHil a6o adhpoaMepHKaHChKiH nomynaniax. Ct crayosuta 9,51 MKr/mn y nauieHTa 3 [Mirzenno-Cxianol Asii, akui
wmas 2 xonii UGT1AI *6 (nn3bka nporHososada akrusnicte UGTIAL); ans nsox nanieHTie 3 oaniero koniero UGTIATL *6 (3nikena
npornozosana aktusHicTe UGT1AT) Ct cTanosHna 7,64 MKI/MN Y KOPiHHMX raBaifLis abo MEIKAHLIB THXOOKEaHChKHX ocTpoBis Ta 4,36 MKr/Mi
v Bimix icnaHOMOBHKX NallieHTiB, BianosiaHo. Hespaxaroun na oBMeskeHmii poamip Bubipky, 3HauenHs CT, O COCTEPIraloThes y HHX 3 0cib 3
NPOrHO30BAHOIO0 HU3LKOK Ta 3HHIKEHOIO axtusnictio UGTTA1 BHacinok Hociiicrsa aneni *6, 3Hax0aTbCA B MEXKAX A1anasoHy 3HaueHb Cty
UBOMY K KiIaCi aKTMBHOCTI, 3yMOBICHOMY THIUMMY QYHKUIOHAILHHMH aeNAMH (Hanpuknaz, *28 ta *37). Y usomy Habopi ganux 12 cy0'exTiB
Gynu Hociamu UGTIA1%*37 y nocananHi 3 anenamu UGTIA1*1 a6o UGT1A1%28 (skomen cy6'exT He mae asox xoniii UGTIA1*37). Anenb
UGT1A1%37 3HipKye akTHBHICTb GEPMEHTY 1 acTillle CnocTepiracThea B appyKaHCHKHX noNMyAALiAX. 3navuerns Ct, wo CNOCTEPIraloTLCA Y LMX
cyG'exTiB 3 ancem *37, 3HAXOAATHCA B MEXAX AianasoHy 3Ha4CHb Ct y upOMY % Knaci nporHO30BaHOT AKTHBHOCTI, 3YMOBEHOMY IHLIMMK
dyHKUiOHATLHAMK anenayy (Hanprknag, *28 i *6).

115 oujinku renetuunnx eextis UGTIAT Ha cTalioHapHy AUCT i Cmax npu nepopaibHoMy npuiomi 30 Mr BUKOPHCTOBYBA/IH YU4acHHKIB
=59) 4-x nocnimxenb pazu 1. [eHeTHUHO IPOrHO30BaHA axtushicts UGTIA1 6yna goctosipHo nos's3asa 3 AUCT (p=0,0013) ta Cmax
(p=0,0213) innosiano. Cepeani 3navenns AUCT i Cmax Synw 8 1,41 1,3 pasa BIANOBIAHO BMLLMMH B OCI6 3 HH3BKOIO MOPIBHAHO 3 HOPMAALHOKO
rporto3zosanoio axriericTio UGTIAL (aus. apyruil pucyHoK guie). Byino npuiiHATO aAUTHBHY MOJEIb, fKa 00pe Y3roMKyeThea 3 JaHHMH
(IMB. APYTHit PUCYHOK BHILE).

Brnms renernyno nepexdauypanol akrusnocti UGTIAL ua sminy TBL NOPIBHAHO 3 BUXITHHM piBHEM

OttiHKa BILUIMBY TeHeTHyHO nporHozosaHol axruerocti UGTTAT Ha MaKCHManbHI 3MinK Ha (OHI NiKkyBaHHA nopiBHsHO 3 BUXinHuM piBHem TBL
Gyna NpoBeaeHa 3 BHKOpUCTaHHAM aaunx BUI-ingikosanux nauienTin (N=163), ski oTpumysanu nepopanehi 2034 10 mr, 30 mr1a 60 mr CABy
dhasi 2 nocnizzkenns (LAT116482), ne kniniuHi AaHi 6yAM N0CTYNHI HA MOMEHT aHanisy. [ eHeTHUHO NPOrHo30BaHa aktusHicTe UGT1A] Oyna
NoCTOBIpHO NoB'A3ana 3i amiHoto TBL (p=7.97x10-6). MakcuManbuui inaneinyanbHuii noxasHuk TBL Ha doHi nikyBaHHS, WO crnocTepiraBcs B
uboMy HabGopi aaumx, craHoBuB 2,27xULN (36inblucHHs Ha 0,91xULN nopisHsaHo 3 BuxiaHnm pistem 1,36XULN) y nauienra 3 Hy3b&010
reneTHUHO nepeabadypatoto aktusnicTio UGTIAL. 3i 163 npoananizopaHux NALIEHTIB NKwe 5 ocit manu makcumansny TBL Ha nouaTky
nikyeanHs >1,5XULN, [ xoagn 3 HUX He MaB MreHeTH1HO nporno3osanoi HopManbHoi aktusiocti UGTIAT (4 mamy Hu3bKY i 1 - 3HIKEHY
axTHedicTs UGTIAL) (QHB. PUCYHOK HUKYE).




Acouiauii Mix reHeTUuHo nepeabavysaHoro aktueHicTio UGT1A1 Ta amiHolo Big BUXigHoro pieHa TBL B oci6 3
nepeadauyBaHolo HopManbHow (N), 3HuKeHolo (R} Ta HU3bKOKD (L) aKkTUBHICTIO .
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UGTeAY pethered apiiny LGTIAL predisted adthity
N
N
Cep. 3Hau. 56 g2 25 58 82 25
Megiawa  0.2029 22783 03509 Cep.3uaw. pegn 6. 705 13860
—— 0.1818 02727 0.5455 Meaiana GEA1LY 6.7272 11518
Marcnmynn 00389 05458 68,2727 XBUAMH 0.2727 8.2727 D.3535
..... 0.5455 0.5051 12727 Makcumym 50000 RIS 200
21. Pesyabratn Gesnekn  |[[lue. myunkr Ne 20
22. BucHoBok (pestome) e T[eHernuHo mporuozosana aktueHicTs UGTIA] Gyna A0cTOBIpHO N0B'A3aHa 31 CTALLIOHAPHMMH NAPaMETPaMH NEpOPajIbHOro
sactocysanus CAB 30 mr PK Ct, AUCt i Cmax, npudomy cepeiti 3Ha4eHHs Ct, AUCti Cmaxy 1,5, 1,4 i 1,3 paza sinnopiano 6yau
BULIHMH B OCIG 3 HU3BKOIO BiTHOCHO HOPMANbHOT MPOrHO30BAHOK) AKTHBHICTIO. BUXOIAYH 3 KYMYNATHBHOTO PK CAB Ta nanux 3
Gesneky, 3i6paHnX Ha CLOTOAHILLHIN AeHb, OuikyETLCS, 110 TAKA BeTHYHHA 36INbLIEHHS excriozuuii CAB He MaTuMe KAIHIYHO
3HAUYILOrO BIUIHBY i HE 3MIHHTE 3pO3yMinuii NPOdine KOPUCTI-pU3MKY NepopanbHOro npuiomy 30 mr CAB.

e TeneTuuno nporHososana akTueHicTh UGTIA] nocToBipHo acollitoBanacs 3i 3MiHOIO BHXIIHOIO pisust TBL, ane ne ALT. XoaeH 3
II'ATH MALicHTIB, AKi MASTH MaKCHMaNbHHH pisens TBL>1,5XULN Ha mouatky fikyBaHHA B UbOMY HabOpi JaHHX, HE MaB FEHETHUHO
nporno3osanoi Hopmanbhol aktusHoeti UGT1AT; Bei Bonu Gyni HociaMu 0aHOTo abo pexinokox anenis UGT1A] 31 sHHKEHOWO
(yHKLULEID.

e Tenernunnii papiant UGTIA9 (*1B) He 6yB N0B'13aHUI 3 JKOAHOKO 3 NPOAHATIZOBAHNX KIHUEBHX TOUOK PK a6o 3 MakcHManbHHM




pisiem ALT na nouaTky AikysaHHa, aie OyB NOMIpHO NOB'S3aHWH 3 Makcumasbium pisHem TBL Ha nouatky aikysanns. Ilicss
BpaxyBaHHs reHeTHuHO nepeabauysanoi aktustocti UGTIAL B pavkax Tiei s mogeni, UGTIA9 * 1B Ginbiie He Mae 3Ha4yLLOTO 3B'SI3KY
31 aminoto Gazooro pisus TBL, 110 10380a5€ npunycTHTH, Wwo 38'330k Mik UGTIA9 i TBL Moxke 5yTn 00yMOBICHUH KOPENSUIEO MiK
UGTITAT 1 UGTIAS.

3agBHHK (BJIACHHUK
peccTpaliiiHoro
MOCBIIUEHHS)

{TTopsadok donoeneno nosuv dooamrom 30 32iono 3 Hakasom MO3 Yfgpai'yu No 1528 6id 27.06.2019 }
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Clinical Trial Report - 31
Study ID-208580

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

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

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

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

Zoning Industriel, Avenue de ’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  if no, please justify

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

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

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

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)

6. Phase of clinical trial

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

e  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.

® 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
» To evaluate the tolerability and acceptability of CAB LA through Week 16 in
HIV-infected, virologically suppressed adolescents.

® 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 1R 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 weeks (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 [RNA] <50 copies per milliliter [¢/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 Investigational Dose and Route of Administration Baich Numbers
strength Product
CAB 30 mg tablet 172401846, 172401848,
Oral 182410366
CABLA 600 mg, 400 mg 172406227, 192413900
IM
RPY 25myg tablet HGL7400, JGL2C00
Oral
RPVLA 900 mg, 600 mg 172406706, 192414530,
M 202417585

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

N/A

15. 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
eCRF.

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 (CIs) 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 A]
Mean (slandard devialion [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 {14.0, 17.0)
parcentile [Q1,Q3])
Min, Max 12,17 12,17 12, 17
SexalBith (h[%)) |Female 2(25.0) 8(563.3) 10 (43.5)
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)
While ] 4(26.7) 4 (174)
Ethnicity (n [%]) Not Hispanic or Latino 8 (100.0) 12 (80.0) 20 (87.0)
Hispanic of Lalino 0 3120.0) 3 (130
Body Mass Index | 8 15 3
(BMI; kgim?) Mean (SD) 20.7 (3.) 24.5:4.7) 232 14.7)
Median (Q1,Q3) 19.6 (18.2,23.4)|24.5 (20.5,27.9)|23.5 (194, 27.2)
Min, Max 16.4,27.2 17.0,31.3 164,313
Completed Week 4b (oral) B (100.0) 14 (93.3} 22 (95.7)
Complated Week 16 {oral + IM) 8 (100.0) 13 (86.7) 21 (91.3)
Prematurely Discontinued 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 ug/mL) was within the target range of 0.8 t0 6.7 pg/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)
n (%) n (%)
OLE _|Week 16°| All Dalac | OLP  |Week 16| All Dalae
Any AEd 3(37.5) | 6(75.0) | 6(75.0) |12(80.0) | 15 (100) | 15 (100)
Any AE 2 excluding injection site Not Not
reactions (ISRs) applicable| 6 (75.0) |reported [ nfa  [14(93.3)[ NR
{n'a) (NR)

AnyISR nfa | 5(625) | NR nfa | 8{61.5) NR
Any >Grade 3¢ AEd 0 3(37.5) | 4(50.0) | 1(6.7) | 3(20.0) | 4 (26.7)
Drug-related’ AE4 1(12.5) | 5(62.5) | b{62.5) | 2(13.3} | 9(60.0) | 9(60.0)

Drug-related AF, excluding ISRs na 2(25.0) MNR nfa 4(26.7) NR

Drug-related >Grade 3° AE 0 [1(25 10125 [ 167) [ 167) | 1(67)
Permanently discontinued study

treatment due to drug-elated AE 0 0 0 16.7) | 167) | 1(67)
Any serious AE (SAE)d9 0 0 0 0 0 1(6.7)

Drug-related SAE 0 0 0 0 0 0

Fatal SAE 0 0 0 0 0 0

Drug-related fatal SAE 0 0 0 0 0 0

a. AEsafteroral treatment end date +1 day for participants who discontinued treatment in OLI and AEs after
Week 4b injection date -1 day for participants who recsived injections have been excluded from the OLI analysis.

b.  AEs afteroral treatment end date +1 day for parficipants who discontinuad treatment in OLI and AEs after final
injection date +42 days for participants who received injsctions have been excluded from the analysis through
Week 16.

¢ Includes data from LSFU; no resulls have been excluded from the analysis for all available data,

d. Inciudes dlinical and laboratory-related AES.

e. Grade1=Mid, 2= Moderate, 3 = Savere, 4= Polenfially Life-Threatening, 5 = Death; no Grade 5 AES e
reported.

f.  Drugrelatedness of AEs was determingd by the investigator,

6. SAEsincluded International Conference on Harmonisation of Technical Requirements for Registration of
Pharmaceuticals for Human Use (ICH)-defined SAES and malignandias.

The most common AEs reported through Week 16 (occurring in >3 participants in




either Cohort 1C or Cohort 1R) are presented below:

Cohort 1 Conort 1R
(n=8) (n=15)
PreferedTerm [ n(%) n(%) n{%) nh) n{%) | n(% n{%) n(% n(%) n{%
Grade| 1 | 2 | 3 | 4 [Tol| 1 | 2 [ 3 | 4 [ Total
13 [ 3 5 | & | 3 g
injedon siepain | e | azs)| 0 | O |ieos) | wog fmm| O | O | e
4| 1 5 | 3 3
Cough o0 2z | 0 | 0 |esleom| P 0 | 9 | g
T3 30 2 | 1 3
Nasalcongeslion | 1759 | 0 | 0 | O Ty lpan|en) © | O | g
1 T 1 1 3 3
Headache sl O L O ° sl en{mnl Y 0 |wa
Crophanyngeal 2 2 3 3
pain o] 21 Y% |esyleen] O 0|0 | @
Nasal mucosal 3 3
disorder O (918 1% 1% loom| 2% [ ° |

Two participants in Cohort 1R discontinued treatment with study drug prematurely:
I 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 deaths or pregnancies in either Cohort 1C or Cohort 1R.
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 all
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)

e 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.

o The observed PK profiles met the desired exposure targets for CAB (oral
and IM administration) and RPV (IM administration).

e 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)

(signature) ~

Karen Grainger
VP, Head of Regulatory Affairs

ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order No 1528 of 27.06.2019 }




3BiT npo wiai

HiuHe BunpoOysanns - 31

Bunpotysaunsa ID-208580
1. Hazea JikapcbKoro 3acofy (3a HasBHOCTI ~ HOMEP peecTpallifHoro AITPETIO/I, cycnessia ans in'exuiit nponoHropasol aii, 200 Mr/ma
NOCBIIYEeHHS )
2. 3agBHHK BiiB Xenckep HOK JlimiTen
3. BupoOHuUK BiupoGHHITBO HePO3(ACOBAHOTO MPOTYKTY, NepPBHIHE TA BTOPHHHE NAKYBAHH,

KOHTPOJIb AAIKOCTi FOTOBOTO MPOAYKTY, BHIYCK cepii

Tnakco Onepeiimuc FOK Jlimiten, 1wo Beae isbHICTh sk Inakco Benmkom OnepeiiiuHc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Xapmip Poyn, Bapuapn Kacrs, DL12 8DT / Harmire Road, Barnard Castle, DL12 8DT,
Benmuka bpuranis

Crepunizauis (ramma-onpominenns API Ta roroBoro npoxyKry)

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

Joninr Ingactpiens, Apenio e n°Ecnepanc, Qusopyc, 6220 / Zoning Industriel, Avenue de
|’Espérance Fleurus, 6220

benbrisa

4, [TpoBeAeH] HOCTiIKEHHS!

v Tax Hi, 9KLLO Hi, OOIPYHTYHTE

1) THn nikapceKoro 3acofy, 3a sKMM NpOBOAMNACA 400 NNaHyETLCH peecTpauis

Tikapchkuii 3aci6 3a NOBHHM 0ChE (ABTOHOMHE AOCBE), IHILHH nikapcbKui 3acif, HoBa
Initoua peuoBMHa.

5. [loBHa Ha3Ba KJiHIYHOrO BUIPOGYBaHHS, KONOBAHHH HOMED KAIHIYHOTO
BUNPOOYBaHHs

baza 11 mochimxeHHs Ge3neky, NPUAHATHOCTI, IEPEHOCHMOCTI Ta (PapMaKOKIHETHKH
MepopasisHoro Ta iw'ekuiiiHoro kaboTerpasipy Tpusanoi Aif Ta H'eKUIAHOro PUNMiBipKUHY
rpusanoi uii y BUI-indikoanux AiTed Ta migniTkis 3 BipyconoriqHoro cynpeciero -
koropra |, TwxAeHb 16, NpoMixHHUiA 3BIT, nocnipxenss 208580 (koropra 1, TIKAeHL 16)

6. Maza kaiHiqHOrO BUNPobyBaHHs

Daza 1/2

7. [lepion knixiyHoro BunpofyBaHHs

3 [03 ksiTHa 2019] — {10 Bepechs 2020]

8. Kpainu, B KX NPOBOAMIOCA KiiHi4He BUIIPOOYBaHHA

CLUIA i ITyepto-Piko

9. KinbKiCTh J0CTIAXKYBaHHX

Koropra 1
3arutaHoBaHo: 35

DaxTHyHo: 23




10. MeTa Ta RTOPMHHI LI KNIiHiYHOro BUNpodyBaHHs

OcHOBHA

o TligTBepoMTH H03M AJ11 MEepopanbHOro 3acrtocysanis CAB 3 nogamsuiuM
sacrocyBanHaM iH'exuiiinoro CAB npononropauoi aii (CAB LA) y HipJiTKIB,
indikopanux sipycom imyHomediuuty moauuu (BLID), 3 sipycomoriuHoio cympecieto,
[LTAXOM OLUHKHU:
o Besnexa Ta dapmaxokineruka Saratopasosux 103 ( PK) nepopansuux CAB no
4-TO THXHS,

o Beaneka Ta 6araropasosi no3u CAB LA 10 16-ro Thxus.

e TlinTBepmuTy 103v Ans iM'ekuiinux RPV LA y BlI-indikosaHux HiOAITKIE 3
BipycO/IOriuHO0 cynpecieto, ouinnbLk Gesneky Ta PK 6aratopasoBux 103 RPV LA
0 16-10 THXHS.

Bropisxni
e OuinuTty neperocumicTs Ta npuiinsithicts CAB LA mo 16-ro TikHa y
BUJI-indhikopaHux nipniTkis 3 BipycONOTiuHOIO CyMNpecielo.

e Quinuty nepeHocumicTh Ta npuitHataicts RPV LA o 16-r0 THXH: Y
BIJT-indikosanux nigniTkie 3 BipyconorivHo0 Cynpecieto.

11. JIu3aiin KNiHI4HOro BUIpoOyBaHHA

Mocnimxenna 208580 - ue notouHe GaratoLEHTPOBE, BiAKPUTE, HENOPIBHANBHE
nocnimkerns 1/2 gasu Geanek, OpuiiHaTHOCTI, nepeHockmocTi Ta PK nepopanbHoro a
i'ektiiinoro CAB Ta in'ekuiiinoro RPV y sipyconoriuHo npuraitenux BlJI-ingikosanux
nipiTKiB BikoM Bia 12 no <18 pokis Ta Baroio He MeHLue 35 KT, fKi OTPHMYIOTh cTabiAbHY
KoMBiHOBAHY aHTHDETPOBipycHy Tepanito (CART), o cknanaeTses 3 2 abo Oinslue
npenapartie 3 2 abo Giablie xnacis aHTHPETPOBIPYCHHX AiKapChKuX 3acobiB.

BIJI-1 indikopani yuacHHKH MifNITKOBOrO Biky Oyiu sapaxosati 1o Koroptu 1 Ta
BinHeceni no Koroptu 1C abo Koropty 1R 3anexuo Bift ixXHbOI NONEPEAHBOT CXEMA cART.
[Ticns BKAIOUEHHS B AOC/HILKEHHA YHACHHKH OTPHMYBAITH LOHAKMEHIIE 4 THWKHI
nepopansuoro seeaetns ( OLI) CAB abo RPV, npopoeicyroun npH usomy tonoey cART
(Koropra 1, Kpok 1) ans OLIiHKH NEPEHOCHMOCT NEPE MOUATKOM iH'eKLA MPH3HAYEHOTO
npenapaty B LA, In'exuil LA BBoauny mporarom 4 TiwxHis (Q4W), saranom 3 in'exui,
oIHOUACHO NponoBKyroun doHosy CART (Koropra 1, Kpok 2). Koropra 2 (CAB + RPV)
He Gyna BiIKpHTA A1 HAKOMHYEHHS JAHHX HA MOMEHT BIACIKAHHS JaHHX 1A NPOMIKHOTO

ananizy Koroptu 1 Trxnens 16; oTke, MOKH LIC HEMAE JAHKX A1 NIEPOPANLHUX CXEM




CAB + RPV a6o kombinosanux cxem CAB LA + RPV LA y nianiTkis.
Meranbha indgopmauis npo nosyeania CAB abo RPV s koropty | HasenieHa Hikwe:

» CAB (xoropta 1C) - CAB 30 mr ofus pa3 Ha 00y MepopanbsHO NPOTAroM
moHaiiMenue 4 Troxuis (MaxcuMyM 1o 6 TIKHIB) Ha fopatok 10 CART (kpok 1),
miciis 4oro 3 BayTpiwHboM a308i ( IM) in'ekuii CAB LA, kosxua 3 KuX posaincHa 4
TikHamu (600 Mr 1is nepiof in'exii Ta 400 Mr Ana apyroi Ta TPETBOL in'eKil), Ha
nonarok 1o cART (xpok 2).

e RPV (koropta IR) - RPV 25 mr onuH pas Ha 100y nepopansHo MpoTAToM
woHaiimMeHe 4 TyKHiB (MAKCHMYM 10 6 TIKHIB) Ha AoaaTok a0 CART {xpox 1),
micis uoro 3 B/M in'exuil RPV LA, koxHa 3 saxux pozainera 4 tixHamu (300 Mr ans
nepiof in'ekuii Ta 600 Mr ana apyrof 1 TpeTbol iH'exwiii), a moaarok 10 CART (kpok
2).

V4acHMKH KOTOPTH | Manu criocTepiraTies npotarom 64 TWKHIB. YHaCHHKH TIOBHMHHI
6yIIH CIIOCTEPIraTHea NPOTArOM LOHaHMeHIE 4 THXKHIB Ha Erani 1 { OLI) 1 monajliMeniue
12 tvknis na Erani 2 (in'ekuiina dasa). 3a yuacHukamu ciin Gyno cnocrepirat (Ha
CART, 6e3 40CHIIKYBAHOrO Mpenapary) NpoTAroM A0AaTKOBHX 48 THXKHIB MicAs
3apeplieHHs 16-ro THAKHA B PAMKaX [IOBFOCTPOKOBOTO CMIOCTEPEKEHHA 38 Ge3nexoro Ta
puMHBaHHsM PK {LSFU).

12. OcHOBHI KpHTEDPIT BKAOYEHHS YV usoMy nocnimkenni 6pany yuacts BLJI-1-indikosasi NiANITKH 3 BipyCONOTIYHOIO
cynpecieto (pisens puGonykieitosoi kucnot [PHK] BLI-1 <50 koniit Ha Mininirp [K/Mn])
sikoM Bia 12 10 <18 pokiB i Baroio He MeHIue 35 KT, sKi OTPHMYIOTb cTabinbHy
anTupeTposipycHy Tepamito (¢ART), wo cxnagaeTses 3 2 abo Ginbiue npenaparie 3 2 abo
Ginblie KAciB AHTHPETPOBIPYCHHX NpPeNapaTis.

13. Hocnimkysanuil nikapcbkuli 3aci6, ¢noci6 3acTocysaHHs, cuia il DocnigxysaHui [lo3a Ta cnocib 3acTOCyBaHHA Homepu cepin
NPOAYKT
CAB Tabnetku no 30 Mr nepopansHo 172401846,172401848,
182410366
CAB LA 600 mr, 400 Mr 1M 172406227 192413900
RPV TabneTiv no 25 Mr NepoparnsHo HGL7400, JGL2C00
RPVLA 900 wr, 600 mr IM 172406706,192414530,
202417589




Vuacnux, fKi oTpumysany cxeMy cART na ocHosi inriGitopie nporeasu (PI) Ta/abo
HEHYKJIEOZUIHUX IHriGITOPIB 3BOPOTHOI TPAHCKPHIITA3H (NNRTTI), mosuuHi Oymi 6ytu
BimHeceni 10 koroptu 1C, a yuacHHKH, AKi oTpuMyBanH cxeMy CART Ha ocHOBI iHri6iTOpiB
nepeHeceHHs nanwtora interpasu (INSTI), mosHHHI 6ynu 6yTH BinHeceni no koroptyu 1R.
Vuackuky koroptu 1C nosusHi 6ynu orpumysath CAB 30 Mr okt pas Ha neHb
nepopannHo npoTaArom 4-6 TwxHis Ha nonatok 10 CART, micng yoro iM 6yno IpH3HAYEHO
3 in'exuii CAB LA BryTpiluHsoBeHHo 3 iHTepanoM y 4 Trxsi (600 mMr ang mepuoi iH'exuil
ra 400 Mr s Apyrof i TpeTsoi in'exuiit), Ha gomatok 1o cART. YuacHHKM KOTropTH IR
noBHHHI Oyau oTpiMyBaTi RPV 25 MI 0lviH pas Ha ICHE [IEPOPATBHO NPOTATOM 4-6
wKHIB Ha gonaTtok o cART, a motim 3 in'exuii RPV LA BHYTPIlUHOBEHHO 3 IHTEpPBAIOM
y 4 Tioini (900 mr ans nepuoi in'exuii Ta 600 Mr ang Apyrofi Ta TpeThol IH'EKUIH) Ha
lnopatox no cART.

14. TpenapaT nopiBHsHHS, 034, CIOCI0 3aCTOCYBaHH, cuna ait

H/Z

15. Cymyrhs Tepanisa

IlozBoneHi npenaparu: Yci cynyThi fikapebki 3acodm, AKi OTPHMYBANH Y4ACHHKU, TOBMHHI
Gysi 6yTH 3a3HAYCHI Y BiANOBIAHMX NEPBHHHMX JOKYMEHTAX JK HaCTHHA icropii xBopobu
(12 MeJMKAMEHTO3HOrO JIIKYBAHHS, OTPUMAHOL Ml HAC KOXHOTO BI3UTY B JIOCHIKEHH.
Clony MATH BXOAMTH PELIenTypHi Ta GespeuenTypri (GespeuentypHi) JIIKH; BAKLIMHH T4
iHwi npodinakTULHI NpenapaTH; NiKyBaabHi MpPOAYKTH XapdyBaHHs Ta XapuoBi N00aBKY; a
raKoIK ANbTEPHATHBHI, KOMIAEMEHTAPH] Ta TpaKUiHI Tiky | IpenapaTH. Bci cymyTHi nixu
(kpiM pocANHHMX 26O TPaLHUIHHUX) NOBUHHI BYNH OyTn Breceni B eCRF.

Byzib-aKHif yuacH#k AocaifKkeHHs, Skuit noTpefyBaB MIKIB, WO BBRKAIOTHCA
3a60POHEHHMH 3riAHO 3 MPOTOKOIOM, M Yac NMPUHOMY JIOCTIHKYBAaHOrO Mpendapary,
noBuHeH BYB MPU3YNMHUTH TIPUHOM AOCTIKYBAHOTO Npenapary a00 HazaBHH
OPUITHHKUTH foro npuifom. [Tpu BUsBIEHHI noTpebu B 3a60pOHEHOMY Nikapchkomy 3acodi
nocnigHKk moBuneH 6ys npokoucynbTyBatucs 3 CMC it OTpHMaHHA TONIATIBLUMX
BKA3{BOK LIOAO NOBO/DKEHHS 3 AOCN iKY BAHHM JIiKapChKHM 3aC060M.

16. Kpurepii ouiHky eGeKTHBHOCTI

[NepsuHHa nonynsuis ans npomikHoro ananisy Koropru I Twknens 16 BrOUana Beix
yuacHHMKIB, sKi npuitHany npunakiMui 1 go3y 6yAb-2KOro OOCNiKYBAHOTO NpenapaTty; us
nomynsuis Gyna npoaHanizoBaHa BiANOBIAHO 0 WiNeEH, nepenigendx e (myHxt Nel0).

17. KpuTepii ouinku de3neku

[MepBuHHa NoMy:ALis 1S NpomixHoro aHanisy Koropty | TiwkaeHs 16 BrrOHMaIa BCIX
yuacHHKIB, #Ki IPHAKANH npuHaiMHi 1 103y By ab-1KOTO JOCIUKYBAHOrO Npenapary; L
nomynALia Gyna npoaHanizopaHa BiATOBIZHO 1O uineii, nepenivenux euuie (mynkr Nel0).

18. CTaTHCTHUHI METOOH

BincOTKH Ta OMMCOBI CTATHCTHUHI AaHi Gy/TH PO3paxoBaHi 3 MepLioyeprosuM aKUCHTOM Ha




nadi 3 6esnexu Ta PK. CraTHCTHYHE TECTYBAHHS HE POBOAMJIOC. Jogipui iuTepranu ( Cl
) Gysu chopMOBaHI I8 KITIOYOBHX pesynbraris 3 Gesnexu Ta PK. Crucku 6ynu
copmoBaHi [T BCIX HaABHHX IAHUX.

19. NemorpadiuHi noKasHUKH AOCHIIKYBaHOT MOMyJALIT (CTaTh, BiK, paca
TOIIO)

Koropra 1C Koropra 1R 3aranom
(n=8) {n=15) {N=23)
Bik {pokis) n 8 15 23
CepepHe 3HaYEHHA
(cTaHRApTHE BiXVINEHHR)
[SD]) 14,9(1,96) 15,3 (1,53) 15,6 (1,73)

Mepjana {25-i npoueHTMb, 75-
i NpoLeHTUNb

[Q1, Q3]) 14,5(135,17.0) | 17.0(150,17,0) | 16.0{140,17.0) -
Min, Maixe. 1217 12,17 12,17
(CTaTs Ta HapogxeHka (n AiHoya 2(25,0 8(53,3) 10 (43,5)
[%]) Horoeiua 6(75.0) 7 (46,7) 13 {565}
Paca(n IA3iaTcuKa paca 1(12,5) 0 1(4,3)
1%]) UopHoLukipi abo adpo- _
aMepuKaHLi 7{87,5) 11(73,3) 18 (78,3}
Einowxipi 0 A26,7) 4174
ETHiuHE NpUHANEKHICTH( \He icnaHoMosHi 41
n naTuHoamepvkaHL 8(100,0) 12 (80,0} 20 (87,0)
[%]) MaTuHoamepuxaHi abo )
aTHHOAMEPMKaHLY 0 3(20,0) 313,04
Inaexc mack Tina (BMI; n 8 15 23
kr/m2)) CepenHe sHaqenHs {SD) 20,7(3,7) 245(4,7) 23,2 {4,7)
Meniana {G1, Q3) 19.6(182,23.4) 245(205.27.9) | 23.5(19.4.272)
MiH, MaKC 16.4.27.2 170313 16,4, 31,3
Rasepweno Tuxaetb 4b (NpeopantHo) 8(100,0) 14 (93,3 22(95.7)
3asepitieno TwigeHs 16 (npeopansho+ IM) 8{100,0) 13 (86,7) 21 (91,3}
MependacHe NPUNUHEHHS FIKYBEHHS ¥ FOCRIMKeHH (
noGiyHa peakwys)
[NPY 0 2(133) 2(8.7)

20. PesysibTari eeKTUBHOCTI

EdexruphicTs: ¥V BeiX yyacHUKiB Bipyconoriuxe npuraiueHHs 6yno fo¢aruyTo fo <50
w1/ma Ha | 6-My THIKHI, | He BYJIO JKOAHOrO BRNAAKY MiXTBEPIKEHOT Bipyconoriuiot
HesaaYi B mpoMiiHoMy aHanisi Koropth 1 Ha 16-my TiokHi. Takum HMHOM, ATA
y3aranbHeHHs HeMa€E NaHHX Ipo CTiHKICTD.

(DapMakokineTuka: Cepeus MoLWa Nif KPUBOK KKOHLEHTPALLisL-4ac (AUC) y mnasmi
kpoBi Ha 2-MY THKHI TTic/s MEpOPANLHOTO 3aCTOCYBAHHA (160 pre/mn) s CAB byna s
Mexkax LibOBOro AianasoHy Bim 46 0o 277 pre/mi, a cepelia KOHUEHTpaLlis wepes 28 nniB




nicits TpeThoi iH'extii (ToOTo KoHUeHTpallis Ha 16-my TxHi [CO]) s CAB micng
BHYTpiluHLOBEHHOrO BBeAeius (3,11 pr/mun) Gyna B Mexax UijIbOROTO Jianasody Bix 0,8 go.
6,7 ur/min. Meniaua koHnesTpauii depes 28 AHiB nicns TPeTsOl in'exuii gma RPV nicitd
BHYTDIIIHLOBEHHOTO BBeAcHH: (52,9 Hrimim) Oyna B Mexax LiILOBOTO JianazoHy Bia 39 no
154 ur/mn. 1]inB0BI MianasoHH, BU3Ha4EH] [T KOXKHOTO TIopiBHAHHI, GasyBanvcs Ha

MAHKX JOPOCIHX.
21. PesynbraTu 6e3nexu Koropra IC Koropra IR
{n=8) {n=15)
n (%) n (%)
oue  [TAGEHD ggigaie | oL THRAEHD | o i
Byns-sika [P 3375 | 6(75,0) 6(75,0) 12(80,00 | 15(100) | 15(100)
Eym?-md MNP, d 32 BUHATKOM peaKLIiA ¥ Hewmae He
micL eaegesHa ([SR) nasux (HID) B(75,0) nosmcmgs)ierbcn Hin 14{93,3) NR
Byab-aka ISR ‘ HA 5(62,5) NR. Hig 8(61.,5) NR
Byab-aka NP = knacy 3 0 3(375) 4(50,0) 1(67) | 3{20,0) | 4(26.7)
MNP nos'a3aHa 3 HAPKOTUKAMK 1{12,5) 5(62,5) 5(62,5) 2(13,3) 9{60,0) 9(60,0)
MP, noe'a3axi 3 NpUAOMOM NIKIB, 32 W 225,0) NR W 4(26.7) NR

guHaTkem 1SR

MP, nos'saaHwit i3 3acTocYBaHHAM ) -
HADKOTUAKS, 2 CTYNEHA 3 0 1(12,5) 1{12,5) 1(6,7) 1(6,7) 1(6-7)

MOCTIMHO NPUOMHKIK BOCTIKYBaHE

nikysanHs uepes [1P, nos'azaHy 3 0 0 0 1(6,7) 1(6,7) 1(6.,7)
MEMKAMEHTOIHNM TiiKYBEHHAM

Eynb-aka nobiuxa peatkyis (CMP) 0 0 0 0 0 16,7
CNP nos'saaHi 3 NikapCukum 3acobom 0 0 0 0 0 0
Cwmeprensha CINP 0 0 0 0 0 0
CneprensHi CIP, nos'asaxi 3
HapLOTHKaMM 0 0 0 0 0 0

f.

0.

TP nicna AaTv 3aKiHYEHHA NEPOPANLHOTO fiikyBaHHA +1 [eHb ANA YACHWKIB, Akl NDUTMAVIY nikysarns 8 OLIL, Ta NP
nIGNA AATH BBEAEHHR iH'ekiyil Ha TXHI 4b -1 AeHb ANA Y4ACHUKIB, Ski OTPUMYBANK iHekyji, bynu avknioqet 3 OLI-
aHaniay.

1P niicnst AT 3aKiHYEHHS NEPOPANLHOrD NIKYBAHHA +1 f1EHD [ANA YHACHUKIB, K NDKNKKWMA NiKyBaHHA B OLl, TalP
NGNS [aT OCTaHHLOT H'EKLT +42 i AnA yuacHwKis, Akl oTPUMyBaNK i'exui, Byni BuknioeHi 3 akanisy A0 16-r0
THXHA,

¢. Bunoviae aani LSEU; KofeH pesynsTar He OyB BUKIiouermit 3 aHanisy 32 BCIMa HARBHIMY AarUMY.
d.
e.

Biunbuae kninivki Ta nabopatopi MNP.

CTyniHe 1 = cepenHin, 2 - noMipHisi, 3 = BaXKMA, 4 = NOTEHLIAHO 33MPOXYE HUTTHD, 5 -.CMepTb; He NOBIAOMIANCGCA PO
MP 5-ro cTynexs.

MERMKIMEHTO3HY NPYHANEKHICTL [P BuaHa4aB ACCMIAHMK.

Jlo CTMP Hanewats suanaueHi MixHaponHon keH(epeHLen 3 rapMoHiaLyi TeXHNHUX BMMOr 10 peecTpauii nikapCoiux
aacobis Ana nioguumr (ICH) CMP 1a anoakicki HOBOYTBOPEHHS.




Haiinowmpenimi IIP, npo axi nmosigomuanocs 1o 16-ro Tioiis (0 BUHUKANH Y >3
yuacuukis y koropti 1C abo koropri 1R), HaBeNeHO HIKe:

Koropra 1C Koropra 1R
(n=8) (n=15)
Baxanwii TepMin | n (%) n(%) n(%) n{%) n{%) [n(%) n(%) n(%) n(%) n(%)
CTyniHb 1 2 3 4 {3aranom| 1 2 3 4 [3aranom|
Binb y Micui 2 3 6 3 9
BBEAGHHA e DI I T S R I )
4 1 3 3
Kawenb (50,0)| (12.5) 0 0 15(62,5) (20,0) 0 0 0 (20.0)
; 3 2 3
JaknapeHicTe Hoca (37.5) 0 0 0 |3(37,5) (133) 16,7)| 0 0 (20,0)
S 1 3 4
["onosHuiA binb 10125y O 0 0 11(12,5) 6.7) | (200] 0 0 (26.7)
OpodapuHreanshnii 2 3 3
6inb s 9| O 0 |2@0 g O | 01 O o)
38XBODEOBaHHF|V 3 3
E{gg:oam obonoHku | 0 0] 0 0 0 (20,0) 0 0 0 (20,0)

o€ yuacnukis KoropTu 1R nepenuacHo MPUITHHKIH TiIKYBAHHS JOCIIAKYBaHUM
npemaparom: | depes HecepHo3HY MENHKAMEHTOIHY TiNEPYYTAMBICT, 3-ro CTYIEHS MiCNs
nepioi nepopanbHoi 1034 RPV Ta | wepes npotenypHuii Gintb 1-ro cryneHs nig yac
crpoBu nepiuof in'ekuii. OCTaHHLOMY YUAaCHHKY Nif uac Cipobu BBEACHHA HE Oyno
BBEEHO 3xoaHoro npenapary RPV LA vepes Te, wo y4acHHK MOMPOCHB NPHITHHHUTH

npoLeaypy.

Ipo TP, noe'ssaui 3 npuioMomM npenapary, nosinomuau 5 (62,5%) Ta 9 {60,0%)
yuacukie y koroprax 1C Ta IR Bianosiano; atinounpeniwoto TP, nos'asauoro 3
npuitomom nipenapaty, 6ys Ginb y micui in'exuii (n=5 [62,5%)] ta n=8 [53,3%] y xoroprax
1C 1a IR, Bignosinuo). [Tosinomnsanocs npo fiBa nos'asaui 3 npenapatom [P 23-ro
CTYIIEHS: BULIE3rafaHa rinepuyTiHBICTs 10 NPENapary, Wo NpH3Besia A0 NPUIMMHEHHS
NpHioMy A0CAi AKyBAHOrO TIpenapaTy B yuacHHka xoroptH 1R, Ta HecepiosHe TP 3-ro
CTyneHs y BUriai 6e3coHHs B ydacHuKa koropth 1C.




B oxnoro yuacHuka koropti 1R crioctepiranocs niiBHILIEHHS piBHs kpeatuHpochoKiHazH
KpoBi 4-ro cTyneHs, nounHaioyu 3 184-ro aus (LSFU), uio BBaXkasiocs He NOB'A32aHHM 3
npuitoMom 10c1i Ky BaHoro npenapary. Cmeprei abo pariTHocTeli He By/0 Hi B KOTOpTi
1C, ni B koropri IR. He 6y/10 BUABIICHO YiTKHX 3aKOHOMIPHOCTEH y cepeHiX 3HAYEHHAX
FeMaTONOMYHHX G0 XIMIUHMX MOKA3HHUKIB 3 MMHOM yacy st yuacHukis Koropri 1C abo
Koropru 1R; y GibiwocTi BeiX yuacHukis He Oy/1o 3MiH B OLHLII BCIX 1a00OpaTOpHHUX
nokasHukie 10 16-ro Twkns. Hi B koroprti 1C, Hi B koropTi 1R He 6y/10 BHABICHO HOAHHX
liHIUHO BAIUTHBHX AaHUX oo enekrpokapaiorpamu (EKI) aGo nokasHukis
LiuTTenianbHocTi. He Gyn0 BUABAEHO JKOAHUX HOBHX CHrHANIB De3reku BIJJTHOCHO
pcTanoieHoro npodino Gesnexu npu 3actocysanti CAB + RPV y nikysanni BLJI-
iHheKLiT y 10pOCTHX.

22. BUCHOBOK (3aK/THOUEHHs )

e Cnocrepexysati aaHi mono PK ta besnekw, OTPUMaHI B LILOMY JOCITiKEHHI,
MiTBEPIKYIOTH PUIHATHICTH 3CTOCYBAHHS LIOMICAYHOTO PEKHMY 103y BaHHSA
nopocsoro npenapaty CAB + RPV y nianitkis.

e Crocrepexyrani npodini PK sianopiganu 6akaHum iiTbOBHUM 3HAUCHHAM
excnosuuii s CAB (nepopanbhe Ta BHYTpillHBOBEHHE BBeNeHH:) Ta RPV
(BHYTPIIIHBOBEHHE BBEIAEHHS).

e Jlani npomikroro ananizy 6e3nexu Koropru I Twkaens 16, wo cnocTepirajiues y
niatiTKie, ski orpumysani abo CAB, abo RPV, He BHABHIM HKOAHMX HOBHX
npoGnem Gesnekn aGo HOBUX CHIHANIB Ge3NeKu NOPIBHAHO 3 npodinem Gesneku,
geranosnerum ans CAB + RPV npu nikysanti BIJI-no3uTHBHUX 10POCIHX, abo
MOPIBHSHO 3 BigOMUM Mpodisem Oe3neku nepopasbHOro 3acTOCY BaHHA RPVy
JIOPOCITHX Ta MiUNITKIB.

3asBHUK (BNIACHHK PeecTpaLliiHoro MOCBIAYEHHA)

ﬁpﬁ})ox donoeneno nosum dodamiom 30 32i0Ho 3 Haxasom MO3 l/_rcpa}}{u No 1528 6i0 27.06.2019 }

Iepexkaaa BHKOHAB:

MeHe/uKep 3 peryIaTOpHUX MUTaHb Ta PeecTpaLLii TOB [N'makcoCmitTKnsiin MapmaceioTikane Ykpaida

Mapunsiko Jiroamuna

(nmijgnuc)

Kapen ['peiitokep (Karen Grainger)
Biue-npesuaent, KepiBHUK BiaLTy HOPMAaTHBHO-MPABOBOTO pery/IlOBaHHA

BiiB Xesnckep (ViiV Healthcare)
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Clinical Trial Report - 32
Study ID-201584

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

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

2. Applicant

V1iiV Healthcare UK Limited

3. Manufacturer

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

Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

Harmire Road, Barnard Castle, DL12 8DT

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

Zoning Industriel, Avenue de I’Espérance

Fleurus, 6220

Belgium

4. Studies conducted:

v'yes no  if no, please justify

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

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

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

A Phase IlI, Randomized, Multicenter, Parallel-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
Infected 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, Italy, Japan, the Netherlands, Russia, South Africa,
Spain, United Kingdom and the USA




9. 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:

* 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).

s 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
[DTI] group) prior to commencement of injectable treatment. The QLI 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
(DTT 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) thereafier 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
[M 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 HI'V-1 infected (Screening plasma HIV-1 RNA
>1000 ¢/mL), ART naive (<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
lonal
Preduct

Formulation and Routz of
Administration

Batch Numbers

ABCIOTGS
31C

600 myg of abacavir, 50 mg
dolutegravir, and 300 mg of
lamivudine tablet

Oral

162307899
162399408
162400125
172404268
172406019
182409293

DTG

50 my tablet
Oral

162397888
162400124
172403446
182410126

CAB

30 myg tablet
Oral

162397444
162397446
172401848
182410366

CAB LA

200 mgfmL
M

162397422
162400224
182407568
182408720
172406227
182408221
182412298
182413800
182413300
192413888

RPV

25 myg tablet
Oral

162398885
182408803

RPV LA

300 mgimL
M

162389043
162399581
172405963
172406706
182411817
1724068075
182412787
152414530




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

ABC/DTG/3TC or DTG + the alternative non-abacavir backbone, see table

‘labove in Item #13.

15. 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 Protocol Section
6.13.

16. Criteria for evaluation efficacy and PK

Primary:

¢ 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:

* 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).

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

* Proportion of subjects with confirmed virologic failure (CVF) over time.

* Incidence of treatment emergent genotypic and phenotypic resistance to
CAB and RPV over time.

o Absolute values and change from Baseline in CD4+ cell counts over
time,

e To evaluate plasma CAB and RPV concentrations over time (Week 100
[direct to inject, DTI] and Week 104 [DTT and OLI])




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 250 ¢/mL at
Week 48 for CAB + RPV due to its potential to power a treatment effect with a
3% difference.

Key Analysis Populations:




Papulation Definition / Criteia__

All Subjects Enrolled » Mlenrolied subjects who received at least one dose of study
- drug-during the Induction Phase:
Intent-fo-Treat-Exposed = Al andomized subjects who received at least one dose of
(ITT-E) study drug during the Maintenance Phase:ofthe study (onor
after Day 1 visit).

» Subjects were analyzed according to the randomized treatment
regardiessof what treatment'was actually received.

Safety = Al andomized subjects wiha received atieast one dose of
study drug-during the. Maintenance Phase of the study (on or
_after Day 1 ¥isit).

= Subjects were assessedaccording to actual treatment
received.

Pharmacokinetic {PK) o Allsubjects who received CAB-and / or RPY and had PK
sampling during the study and provided evaluable CAB and /for
RPV plasma concentration data (i.e., atleast t non-missing PK
‘assessment {nonquantifiable va1uas were considered. as non-
missing vaiues)

Confirmed Virologic Failwe | »  Comprised of al subjects in the IT1-E Population wiho met CVF

(CVE) *CVF during the Maintenance and Extension Phases was defined
as rebound as indicated by two consecutive plasma HIV-1 RNA
Ia\fals >200 cimL after prior suppression to <200 ¢imL

Extension Switch. . A]l randomized subjects from ABC/DTC/ITC amn who received
atleast one dose of CABand/or RPV during the Extension
Phase of the study.

» Subjecls were assessed according to actual treatmant received
during the Extension Phase,

Long-Term Folow-Up (LTFU) | » Al subjects receiving-at least one dose of CAB LA -andlor RPV
) LAwhohave discontinued the CAB LA+ RPY LA regimen and
have aleastone Long-Term Follow-up Phase dinic visit.




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 Analyses:

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 c¢/mL and <50 ¢/mL, and HIV-1 RNA >200 ¢/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 [) 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, based on Division of Acquired
[mmunodeficiency Syndrome [DAIDS] categories) were summarized by
treatment group.

1Eharmacokinetic 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 popuiation (sex,
age, race, etc.)

Demographic characteristics were generally similar between the randomized
treatment groups at Maintenance Baseline. Although the majority were male, the
study exceeded the goal to enroll at least 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 DTI and OLI groups.

Table: Summary of Demographic Characteristics (ITT-E Population)

Maintenance +

Extension BExtension Phase
Phase (Week 100 to Week 124)
Day1to Randomized at Maintenance
Week 124)e Baseline to CARY
Extension Extension
Randomized | Switch to CAB | Switch io CAB
CAB + RPY + RPV: DTl + RPV: OLI
[N=283) (N=111) {N=121)
Demographic Characteristic n (%) n (%) n (%)
Age (y)°
Mean 358 38.1 38.0
Sh 10.17 1007 0,78




Median 3.0 360 38.0
Min. 19 21 21
Max. 68 70 B85
Age group (y)
<35 143 (51} 49 (44) 43 138)
510 <50 107 (38) 46 [41) §1{80)
=50 33(12) 16{14) 17 (14)
Sex at birth
Female 83 (22) 24 {22 27 (22
Male 220078 87{78) 94 (78)
Rate, n (%)
White 216 (76) 77169 94 (78)
Non-White 67 (24) 34131) 2722
American Indian or Alaska Native 3{1) 33 1 (1)
Asian-CentraliScith Asian Herifage 2 {<1} ¢ 0
Astan-East Aslan Heritage 1 (=1} 0 217
Asian-Japanese Hesitage 8{3 87 1{=0)
Asian-Scarth East Asian Heritage 1i{=1} 0 0
Black or African American 47 {17) 23(21) 21 (17
Native Hawailan or Other Pacific i(<t) 0 0
lslander
White-Amabic/North Afiican Herntage 5{A 2 (2 1{<1N
White-White/Caucasianf Eurcpean 211 (78) 75 (68) 93{77)
Heritage
Multiple 41 0 212
Ethnicity, n [%)
Hispanic or Lafing 28 (10) 17 {15} 16 [12)
Not Hispanic or Latino 255 (90 94 (85) 106 (88)
Bl (kg/m2)d
Mean 25126 26.66 25.39
SD 445 5.75 4.12
Median 2410 255 28
Min. 17.30 17.8 16.8
Max. 4490 515 40.7

BM: body mass indax; Max: maximam; hin: minimam; 50: standand deviation.
a. Dab colsded ot Mainenance Bazefine {Day ).

3. Dat cofeded st Extendion Baseline (Week-100) except where chieradise notad.
6. ~Relstive 1o date of first dose of GAB + RFV, wihere birth date s impued as June 30 . the mported yearof -

birth.

d Sa;edmﬂasiamfahﬂawe&ghtocﬁbzbdupham induding the date of fitst dosa of CAB + RPV {typicalty at.

Week 96} and height catécted =t Wesk -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
250 ¢/mL. One subject in the DTT 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 ¢/mL).

Table: Summary of Analysis for Proportion of Subjects with Plasma HIV-1 RNA
250 e/mL at Week 124, Snapshot Analysis (Extension Switch Population)

Extension Switch to CAB+ | Extenslon Switch o CAR
RPV: DTI +RPY: OLI
{N=111) (N=121)
Number {5} and [§5% €1 of
subects with HIV-1 RNA 250 oL 1{09)[0.2.7) 1(0.8)[0.2.4]

Note: Exact {Clopper- Pearson) 95% confidence infervals {35% Cls) is used ¥ the proportion is 0% or 100%.
Otheruise, 95% Cls are desived uging the noms! approsimation (Wad C1),
Mote: Lower or Upper Watd Cl vales under 0% or over 100% ate set to0% or 100% respecively.

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 Outcomes (Plasma HIV-1 RNA of 50 ¢/mL cut off) at
Week 124, Snapshot Analysis (Extension Switch Population)

Extension Phase
(Week 100 to Week 124)
Randomized to CAR
Extension Switchfo | Extension Switch to
CAB + RPV: DTI CAB +RPY: OLI
{N=111) N=121)

Qutcome n (%) n (%)
HIV-1 BNA <50 ofml 110{99.1) 113(93.4)
HIV-1 BNA =50 cfml. 1(0.9) 1(0.8)

Data in window not below threshold 0 1{0.8)"

Disconfineed for lack of efficacy 1 {0.5)" 0

Discontinued for other reason while not below 0 0
threshold

Change in background therapy 0 0
No virolegic data 0 7(5.8)
Discontinued study due to AE 0 2178
Discontinued study for other reasons 0 5(4.1)¢
On study but missing data in window 0 0

a. 1Subject had HIV-1 RNA = 57 ciml at Week T24.

b. 1 Subject CVF at Week 112,

¢ 2 subjects discontinued due to:AEs of injection site pain and weight gain.

d. 3 subjects discontinued dus to other reasons, which included burden of travel, prokibited medication uzg, subjact
relecated, burden of procedures! infolerahility 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 Preportion of Subjects with Plasma HIV-1 RNA.
<50 c/mL at Week 124 - Snapshot Analysis (Extension Switch Population)

Treatment N Number of HIV-1 RNA 95% Cl for Proportion
<80 ¢/mlY
(%)
DT 111 110{>99) 97,100
0Ll 121 13 (93) 89, 98

Note: Exact {Qopper-Pearson) 95% confidence intervals [85% Cly) is used if the proportion is 0% or 100%.
Otherwise, 95% Clsare derived using the nonral approxmation {(Wald Cl).
Note: Lower or Upper Wald € vatues under 0% or over 100% are setto 0% or 1005k respedively.

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 DT 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 1 subject in the DTI group and 1 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 ¢/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 + RPV group remained stable throughout the Maintenance + Extension
Phases.




Figure: Proportion {95% CI) of Subjects {(Randomized CAB + RPY) with HIV-1 RNA
=58 c/ml. by Visit Snapshot Analysis (Maintenance and Extension Phase)
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The majority of subjects (n=227 [80.2%]) remained suppressed with HIV-1 RNA
<50 c/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 DTT and OLI

group.

[n the DTI group, 1 week following the initiation injection (Week 101),
geometric mean (5™, 95 percentile) CAB concentrations were 1.89 ng/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 QLI
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 Q4 W 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 OLI.

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. [ 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

CVF 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




sencrated).

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 Al.

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
[NSTI resistance mutations detected at Week 112 (PGST could not be

21. Safety results

Safety Results: Extension Switch Population

lAdverse Events

Table: Overall Summary of Adverse Events — Extension Phase
through 124 Weeks (Extension Switch Population)

Extension Extension
Switch to Switch to
CAE +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 fo 4 AEs 5() 0 (7)
Grade 3 fo 4 AEs, excluding ISRs 4{4) 5(4)




AEs leading to 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 SAEs2 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 celiularity 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 (25%) 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
group). 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 in the 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
+ 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).
[n 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 DTT 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




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 QLI

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 1 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 Events

Table: Overall Summary of Adverse Events — Maintenance +
Extension Phase through 124 Weeks {Randomized CAB +
RPV Group))

Maintenance + Extensijon Phase
(Day 1 to Week 124)

Randomized
CAB + RPY




(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 2438 (88)
Drug-related AE, excluding ISRs 102 (36)
Drug-related Grade 3 to 4 AE 17 (6)
Drug related Grade 3 to 4 AE, excluding 5(2)
ISR
Any SAE 33 (12)
Drug-related SAEs?2 1({<1)
Fatal SAEs 0
Drug-related fatal SAEs 0

a. Drug-related SAE was right knee monoarthritis.
Mote: Only on-treatment events were considered.

The most common AE was injection site pain (84%). The most common non-
ISR AE was nasopharyngitis (35%).

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,

No 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). ISRs 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 concemn for the CAB + RPV regimen
and there were no cases considered to represent DILI. Since the Week 96
analysis, 1 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%) (DTL n=6; OLL, 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 after Week 96. No new AEs of suicidal
ideation or behavior were reported for the randomized CAB + RPV group since
the Week 96 CSR.

|Pregnancy

No new pregnancies were reported in the randomized CAB + RPV group since
the Week 96 analysis.

Safety Results: Long-Term Follow Up

Extension 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 DT group and 3/ S 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 cellulitis (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 Conclusions

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 ¢/mL at Week 48 per the Snapshot

Algorithm in either group for the ITT-E and PP Populations. The upper bound of

05% 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 c/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 2200 ¢/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 DTI 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




Randomized Q4W CAB + RPV

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 DTT
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.

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.

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.

PXK Conclusions

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 pug/mL [0.403,
3.90] without OLI). :

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). )

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.

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.

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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VP, Head of Regulatory Affairs
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3BiT npo kniditTHe BRUpOOYBaHH - 32

Bunpo6ysauns ID-201584

1. Hasga sikapcekoro 3acody (3a HaIBHOCTI - HOMep
bGGCTpauiﬁHOFO [OCBIIYEHH)

ATIPETIO/I, cycnensis and iH'exuiii nponorrosanoi Aif, 200 Mr/min

2. 3asBHUK

BiiB Xenckep IOK Jlimiten

3. BupobHuk

BupoOuuuTso Hepo3dhacoBaHOro NPOAYKTY, NEPBHHHE TA BTOPHHHE NRKYBAHHS,
KOHTPOJIL SKOCTI FOTOBOTO MPOAYKTY, BAIYCK cepii

["nakco Onepeiurnc FOK JlimiTen, wo Bene misnbHicTk K [Makco Beankom
Onepefiwc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
Xapmip Poya, Bapuapn Kactn, DL12 8DT / Harmire Road, Barnard Castle, DL 12
8DT, Benuxa Bpuranisa

Crepunizauis (ramma-onpominenns A®I Ta rOTOBOro MPOAYKTY)

Crepirenike Beabris (Onbopyc) CA (Corepa Xenc Kamnani) / Sterigenics Belgium
(Fleurus) SA (A Sotera Health Company)

Bouinr Iugactpiens, Asenio e a°Ecnepanc, @nbopyc, 6220 / Zoning Industriel,
Avenue de |'Espérance Fleurus, 6220

benwris

4. TlpoBeneni pocnigKeHHs:

v TaK Hi, AKIIO Hi, 06TPYHTYiiTE

[) Tun nikapcbkoro 3acofy, 3a IKMM NpoBoAMIaca abo
MNaHy€eThCS peecTpallis

Jlikapcekuii 3aci6 3a MOBHYM 10CbE (aBTOHOMHE JI0ChE), IHILMI JikapcbKuii 3aci6,
HOBA Jiloua pevyOBHHA.

5. [loBHa HasBa KNiHIYHOro BUNPoOYBaHHSA, KOAOBAHMI
HOMEp KNiHIYHOTrO BUNpOOYBaHHA

Pannomisobane, 6araToLEHTPOBE, B NapaneNbHUX Ipynax, BIAKpUTe AocnimxenHs 1]
hasu anst ouinkK epexTHBHOCTI, GE3NeKy TA IEPEHOCHMOCTI BHYTPIILIHBOM'230BOTO
xaboTerpasipy Tpupanol Al Ta pUANiBIpHHY ANA NATPHMAHHS BiPYCOJIOTIUHOT
cynpecii nicsaa nepexony 3 pexumMy npuifoMy ofniel TabneTkn iHriGiTopy iHTerpasm y.
BIJI-1-indikoBanux AOPOCAHX YHACHHKIB, Si OTPHMYIOTb AHTHPETPOBIPYCHY
Tepaniko, Wo € HaiBHUMHK: PesynbraTn 124 Tiokusg - [lonpaska 01, aocnimxesHs
201584 Tuxkpeus 124

6. ®aza KniHiyHoro BUNpodyBaHHs

Daza 3

7. [lepion npoBeneHs KIIHIYHOro BUNPoOYyBaHHSA

Big [27 sxoBTHA 2016 p.] — [21 moToro 2020 p.]

8. Kpaiuu, e npoBoauaocs Kiainiuue BunpolyBanHs

Kanana, @panuia, Himeuunna, [Tanis, Sinouis, Hinepnanau, Pocis, TTirgenna




Adpuka, Icnanis, Benuka Bpuranis ta CILA

9. KinbKiCTE AOCTIIKYBaHHX

3arulaHoBaHo: 629
bakTHuHA KINBKiCTE cyB'exTiB AoCHiDKEHHA: 566

10. MeTa Ta BTOPHHHI UM KNiHIYHOTO BUNPODYBAHHS

(cHOBHA

s [IpOIEMOHCTPYBATH HETepeBepLIeHy IPOTHBIPYCHY aKTHBHICTh IPH fIePeXOAl

Ha BHYTpilIHbOM'A30B¢ BBeIeHHs kaboterpasipy ( CAB) + prumisipuny ( RPV)
KOXHI 4 THKHI (LOMICA1S) MOPIBHAHO 3 NPOJNOBKEHHAM Ge3nepepBHOI/IOTOYHO]
anTHpeTposipycHof Tepanii ( CAR) npoTsrom 48 TWXHIB y HAIBHUX (ALEHTIB 3
sipycoM imyHoaedinuty momunn-1 (BIJI-1), sKi npuiiMaioTh aHTHPETPOBIPYCHY
TEePAIiio.

OcHOBHI BTOPHHHI: )

o  OujinuTy nporusipycHi Ta iMyHonoriuHi edexry, 6e3nexy Ta NEpeHOCHMICTD,
3 TAKOXK PE3UCTEHTHICTD Bipycy a0 kaGoterpasipy ( CAB) LA + punmisipuny
( RPV) LA na 124-my THXKHI Ta BOPOAOBXK TPHBAIOT0 4acy sl MAIIEHTIB ¥
panjomizoBaniii rpyni CAB + RPV Ta aig Daui€enTis, SKi NEPEXOAITh 3
ABC/DTG/3TC ua CAB + RPV y (hasi posiMpeHHs, 3 1epopaibHuM
BBEJAEHHAM Ta 6e3 Hporo (OLI).

e Quinuty dpapmaxokinetnxy CAB ta RPV 3a sigcytrocti OLI as nauieHTis,
siki nepexoasTs 3 ABC/DTG/3TC na CAB + RPV y (asi nponosxensis.

11. HusaiiH kniHi4HOTO BUNIPOOYBaHH

e 6yno 120-TwxneBe Haratodasue, paHI0MizoBaHe, BIAKPATE, 3 BIAKPUTOLO
STHKETKOO, aKTHBHHMM KOHTpPOMeM, DAraTOLEHTPOBE, B NapaleNbHUX rpyTax,
HemepexpecHe NOCHipKeHHs 3 (hasu 3a yHacTIO JIOPOCIMX MalieHTiB 3 BipycoM
iMynogedinmTy moauny (BUI)-1, sKi He 0TpUMYBaH aHTHPETPOBIPYCHY Tepanito
(ART).

Bci yuacHHKH MoK ckpHHINroBy (asy 3a 35 AHie 10 nouaTky iHaykuiiHol
BazoBol ninii (20-i Tixens). Binnosiaii yuacHiky Gy BKIOUEH B (HOYKUiHHY
thasy nocnimxenns Ta otpumysany ABC/DTG/3TC npotarom 20 tixHie (3 20-ro
Tk 00 |-if geHb). Cy6'ektam 3 nozuTHBHUM pesyasTaTom HLA-b*5701
npusHadascs gonyterpaeip (DTG) 3 HyKn€03uAHUM (HTIGITOPOM 3BOPOTHOT

rparckpuntasu ( NRTT) va ocHoBi Heabaxasipy (ABC), AxuH 061paBcs KOKHHM




[TOCTIIHHKOM.

VuacHHKH, ki maau PHK BIJI-1 <50 ka/Min mmin vac BisuTy Ha 4-My THXHi, MaJTH
[paBo Ha yuacTs y dasi nigTpuMyBanbHOl Teparil. Bianosiaxi yyacHHKH Oy
panomizosani (1: 1) 175 OTpHMaHHA MEpPOPaNbHOL OTOYHOT AHTHPETPOBIPYCHOT
cxemu (CAR; ABC/DTG/3TC a6o ansTepHaTHBHOT HeabakaBipHOT GasucHOT cXeMH)
260 mepopanbHoi cxeMu CAB 30 mr + RPV 25 MI ofivH pa3 Ha JIEHE TIPOTArOM
moHalimen e 4 TkKiB (nepopanbie seefeHAs [OLL]) 3 nopanemum

BHYTpiLIHbOM 9308UM BBedeHHaM CAB + RPV KOXKHI 4 TIDKHI Dic/s nsoro.
Pauomizauiio crpatudikysany 3a novaTKOBMM piBHeM iHLyxuil (THKIEHD -20) PHK
BLJI-1 (<100 000, 2100 000 c/mu1) i CTaTk IPK HAPOKEHHI.

Cy6’exH, panfomizoeari Ha CAR nia yac dasu miATPHMKH, TPOLOBXYBANH CAR
npuHaiiMui we 100 Tiwxais. CyG'exry, Axi yeniwo sasepunny 100-# TiwxaeHs (6e3
OTPUMAHHS BU3HAYEHUX Y 1OCHI/KEHH] KDHTEPIiB BLAMIHH Ta AKI 3aMUILASTHCS
BipyCO0riuHO NpurHiveHumMy Ha 96-My TxkHI): PHK BIJI-1 <50 c/Mn) oTpuMany
MOMIHBICTb nepeiitd Ha IM CAB + RPV Ha dasi poswmpenns abo 6yTH
suTyueriMy 3 gocimkenns. [lepexin sin CAR no CAB + RPV y pamkax dasu
poslMperRHs Moxe GyTH 3asepieno 3 OLI (rpynia OLI) a6o Ges OLI (rpyna Direct to
inject [DTI]) nepen rno4areom in’exuiitnoro nixypanus. Piwenus wono OLI 6yno
[PHITHATO AOCAIKY BAHHM TICNS KOHCYIbTaLl 3 JOCHIAHUKOM i HOBHHHO OYTH
HaleXHAM YHHOM 370Ky MEHTOBAHO.

Cyb’extam, sxi BUpiLIHIYM NepeHTH 6€3M0CepEaHLO 10 i1 exuii y (pasi po3lWHpPeHHs
(rpyna DTI), octaumio nozy CAR Ta neputy in’exuiio CAB+RPY {novarxoBi
HaBaHTaKYBalbHI 103K) BBOAMNH Ha 100-my Tixui. In’exuii CAB+RPV pobunu
KovkHI 4 THKHI (£7 JHIB) NicAs LULOTO IPOTAroM NprHaHMHI 24 THKHIB.

{5t cyG'ekTiB, siki Bupiwuny nepeiiti Ha npuiiom CAB + RPV 3 BUKOPHCTaHHAM
OLI (rpyna OLI), cy6'exTH No4HHaNM NepPOPaibHHI NpuioM CAB + nepopansHuit
RPV oakH pa3 Ha aeHb Ha |00-My THXHI | TPOLOBKYBAIM HOTO NPOTAroM
\ronaiimeniue 4 Twknis. [Tig vac sisuty Ha TiiAeHb [04a cy6’extn oTpUMAany
ocTanHio 103y nepopansoro CAB nepopankHoro RPV Ta riouatkosi
HaBaHTAXYBabHi 1o3M in’ekuiil CAB + RPV. In’ekuii CAB -+ RPV pobunu KOKHI 4




rviskHi (27 DHIB) nicns UbOro IPOTAroM MpHHAHMHI 20 THXHIB.

Vci cy6’exTy, pannomizosaui Ha CAB + RPV nin uac hasu i ITpPHMECH,
npoaosxysanu IM CAB + RPV npunaitMai we 96 TIKHIB. Vci cy6’ekTH, AKi
yenitHo npokimy 100-i Tikaens nikysaras CAB LA RPV LAy tasi NiATPHMKH,
nponoxypany mate foctyn ao CABLARPV LAY (ha3i po3IMPEHHA.

Byab-sikuit cy6’exT, kuid oTpumaB npuHaiiMui onHy acsy IM CAB ta/afio RPV i
npunuuus cxemy CAB + RPV 3 Oyns-skof NpUunHY, yBiliLos o 52-11kHeBOT (hasu
[iosrocrpokoBoro cnoctepexenns (LTFU) i criocTepirases sk YacTHHa JocalIKeHHa
npotarom Uporo 4ac. Cy0’exTH mManu 3anvuaTicd Ha cynpecuBHilf BUCOKOAKTUBHIH
aHTHpeTpOBipycHiil Tepanii (BAAPT) npunaiimui 52 TiXHi nicisA OCTAaHHbLOT 03K
BHyTpiHboM 30801 CAB Ta/abo RPV.

12. OcHoBHI KpUTepii BKIOYEHHA

YV uboMy Aocitimkenni Spanu yuacts ikdikopani BIJI-1 (Ckpuinr PHK BIJI-1y
nnasmi kposi 21000 ¢/mi), naisda APT (<10 anis nonepeaHsol Teparii 6y Ab=AKOH
ART nicns cramosnenHs giarnosy BINl-indexuii), sik cy6’exTin qonosiyoi Ta
bKIHOUOT CTaTi (HeBariTHi, He FOLYIOU IPyIbMH Ta AKi 3aCTOCOBYIOTh 3ICKBATHY
konTpalenuio) =18 pokis.




13. Hoenimkysanuii mixapehbkuii 3aci6, cnoci6 3aCTOCYBAHHSA,
cuna aif

Docnigwysanun
npoaykr

®opma Bunycky Ta cnoci
33CTOCYBaKHA

Homepu cepiit

ABC/DTG/
3TC

600 Mr abaxasipy. 50 mr
fonyTerpasipy Ta 300 mr
namisynuHy 8 Tabnerkax Ans
NEpOpansHoro 3acTocyBaHHs

162397899
162399408
162400125
172404268
172406019
182409293

DTG

TabneTku no 50 mr
fiepopansHo

162397898
162400124
172403446
182410126

CAB

Tabnetry o 30 mr
MepapansHo

162397444
162397446
172401848
182410366

CAB LA

17

200 Mrfmn

162397422
162400224
182407569
182409720
172406227
182408221
182412298
192413899
192413900
192413898

RPV

TabneTkn no 25 mr
lepopansHo

162398886
182408803

RPV LA

1Y

300 mrimn

162399043
162399581
172405963
172406706
182411817
1724068075
192412787
192414530




14. penapar nopisusanns, a03a, cnocis 3aCTOCYBAHHS,
cuia ait

ABC/DTG/3TC a6o DTG AIBTCPHATHBHA OCHOBA Ge3 abakaBipy, NHB. TabIHITIO BHIe
B TYHKTI Nel3,

15. CynyrtHa Tepanisa

lo3Bonten] npenapary: Cynytsi niku (Bignyckarotses 3a penenTtom i 6e3 peuenra)
Oyiu 103BONEHI NI vac KoCTimKeHHs Ha PO3CY AOCTIIHHKA (32 BHHATKOM
paboponenux JikiB) i npusHavanmcs mime 3a MCAHYHOL HeOOXINHOCTI Mif gac
nociimxents. JI03BoNeH] Jikn/HeMenIKaMesTosH Teparnii Ta 3abopoHeHi
TiKH/HEMeTMKAMEHTO3HI Tepallif omycan; B po3ziai 6.13 nporokony.

16. Kputepii ouinku edekrnpnocti

[lepBRHHI:

* UacTka cyG’ekTiB i3 KiHUEROW TOUKOMO «BIpYCONOTI4HO HeBaY» 3rinHO 3
d/ITOPUTMOM MOMEHTANBHOIO 3HiMKa FDA Ha 48-My Twxwi (BiICYTHiCTS,
nepexin aGo NpHIMHEHHS = Hepxavya, MOy NALA, Sk NiIaeThes JiKyBaH IO

[ITT-E]).
OcHOBHI BTOpHHHI:

* Hacrka cy6’exri is PHK sipycy iMyHOeDIUTY MHOAHHH (BIUD-1 250 c/mu
(27IrOpHTM MOMEHTABHOrO 3HIMKa) Ha 124-My TikHi (3 i 6e3 OLI s
nonynsaii Extension Switch).

* UYactka cy6’extis is PHK BUI-1 <50 u/ma i PHK BLJI-T <200 1/mn nporsrom
IEBHOTO Yacy.

*  YacTka nauicurie i3 [IATBEPKEHOIO BipyCONOriuHOom0 Hepgavero (CVF)
NpOTArOM TPUBANOIO Yacy.

* Uacrota renoTunosof Ta henotunosoi pesncTenTHocTi go CAB ta RPV y
3B’SI3KY 3 NIKYBaHHSM 3 YaCOM.

*  AGCcomroTHI 3HAYEHHS TA 3MINA KiTbKOCTI KITITHH CD4 i3 nmuHOM vacy
NOPIBHAHO 3 Ga30BHM piBHEM.

* Ml ouiuky kouuentpauiii CAB | RPY Y TLI1asMi 3 IHHOM dacy (100
THX/IEHb [Opama in’exnis, DTI) | Twkaens 104 [DTI i OLI])




17. KpuTepil ouinkn 6e3neku

e Yacrtora i TmkkicTe TP Ta naGopaTOpHUX RiIXKIEHE 3 IUIMHOM 4acy.
o YacTka cy6’exTiB, AKi MPHOMHUIK TiKyBaHHS Yepe3 nobivni edexTH 3 yacom.

»  AGCONIOTHI 3HAYEHHS TA 3MIHK NTaGOPATOPHUX [IOKA3HHMKIB Y Haci.

18. CtaTAcTHYHI METOIH

Ouinka poaMipy BHOIPKH:

Uepes BLACYTHICTb CTATUCTUYMHOrO TECTYBAHHA Ha dasi pO3LUIMPEHAA ACCHIDKEHHA He
Gyno HeobXifHOT aeKBATHOT NOTYXHOCT! ANs inTepnpeTauil pesynsraris 124-ro
TH3KHS, 1, TAKHM UMHOM, He 6yB notpibeH TeepAuii poaMip Bubipxn. Quikysanocs,
o 566 cy6’ckris, 3apeectposanux y nonynsuii [TT-E, 3abe3neyarh AOCTATHBO
Benuky BHOIpKyY, 106 NPOAEMOHCTPYBATH KAIHIHHO 3HAUYILY YacTKY.

Kpim Toro, OcKinbkH He Oyi10 NepeBipky rinotes ans ananisy TwxHs 124, ysromxeHa
Meska He MeHLIOT e)eKTHBHOCTI TaKox He OyJa noTpiGHO AN aHanisy TwkHs 124.
6% 3anac 6yno o6pano AN OLiHKH NePBHHHOT KIHLEBOT TOUKK HE MEHLION
edexTHBHOCTE y uacTui cy6’ ekTiB iz MomeHTanbHUM 3HiMKoM PHK BIJI-1 =50 c/mn
Ha 48-my TixHi ana CAB + RPV uepes iforo noteHuian nocuaenus edexry
nikyBaHHA 3 pisHuLEto B 3%.

OcHoBHI nonynauii aHamizy:




Monynsauin BusHaueHHA | Kpurepii

3apaX0BaHo BCiX YHACHUKIB .

Bci y4ackvky, AKi OTPUManK NpUHaRMHI OfHY A03y
LOCRI@KYBaHOro Npenapary nig 4ac iHayKuiAHoT dasy.

Bonve 3 MeToto mikysaxHst (I TT-
£)

Yci paHaoMiz0BaHi yHacHkM, fiki OTpUManK npuHaAMH 0aHY
[,03Y AOCAISXYBAHOr0 NIPEnapary nig 4ac nigTpymMyouoi drasu
pocrigkeHs (8 aeHb 1-ro BiauTy abo nicna Hb0ra).

CyB'exTy Gynu npoaHaniaosaHi BIANOBIAHO A0 PAHAOMII0BAHOIO
MikyBaHHsl, He3anekHo Bif TOro, Ake NikyBaHHsA BOHY (paKTsHO
OTPUMYBAMM.

Gesneka

Yci paHioMi30BaKi y4acHuky, aki 0TpHManK NpUHaRAMHI 0oHY
[03Y AOCTIAKYBAHOTO Npenapary nia yac nigTpuMyiHol Hazu
AOCTiAKeHHs (B AgHb 1-r0 BiauTy abo nicns HBOTO).

Cy6'eKTiB GUjRIOBANM BINOBIZHO A0 (haKTUIHO OTPUMaHOro
NiKyBaHHS.

dapmakokiHeTka (PK)

Bci cyb'exTu, ki oTpunysanu CAB Ta/abo RPV i Manu ginbip
3pakie PK nig yac A0CIMKEHHA Ta Hapanu OLiHioBaHI faHi npo
KoHuEHTpaLio CAB Ta/abo RPY y nnasmi Kpoei (Tobo,
npvHaimHi, 1 oujiky PK 623 nponycxis (HekinbKicH! 3HaerHs
BBAXANMCH Takvmu, o He Bynu nponyweni)).

MigTeepmxeHa BipyconoriuHa
Hesaaua (CVF)

CKNapaeThes 3 YCix yMacHmKie nonynaui 1TT-E, ski
aycrpivanmes 3 CVF

*CVF nip yac chas nifTpuMyloHoi Ta po3Lmperol Tepanii Bu3tauascs
SK BiHOBNEHHS, NPO WO CBIAHUIN ABE NOCNIAOBHMX pisti PHK BIN-1
y nnasmi kposi =200 kn/mn nicna cnabikot cynpecii ao <200 kn/Mn

Bumnkay NogoBKeHHA .

Yci paHpoMi3osaHi y4acHKy 3 [Py ACCTIKEHH
ABC/DTCI3TC, sivi oTpumany npuHaimii ogHy fody CAB
Ta/abo RPY nig yac dhasy poatmMpeHHs QOCTIANKEHHS.
YyacHuis oLjHioBaNY 8iANOBIAHO [0 (aKTUHHOTO NiKyBaHHS,
OTpUMaHOro nig 4ac am NPoAoBKEHHS.

l0BracTPOKOBE CrIOCTEPEXEHHS
(LTFU)

Bei yuacHykM, AKI OTPUMYIOTL MpUHaimMHi OHY po3y CAB LA
Taabo RPV LA, siKi npunvHuny pexmm CAB LA+ RPV LA Ta
Ma$OTb NPUHEAMHI OAWH BI3UT A0 KAiHikK Y (asi
AOBFOGTROKOBOTO CTIOCTEPEREHHS.




EdbexrusHicTs, Gesneka, PK ta BipycoJIOriuHi aHAJIi3H

519 KikueBUX TOUOK THXHS 124 napaMerpu edbexTHBHOCTI Ta OesnexH Oynu
npoaHani3oBasi uie A71A oMy AAuUil IPOLOBKEHHX nepemukayis And dasu
npogoskenns (8ia 100 no 124 Twxus). Y parsomizosanilt rpyni CAB + RPV
mapametpu epextrerOCTi Ta Oe3nexu Gynu npoaHanizoeani s $asu npofOBKEHHA
rexHiuHOTo 0BCIyroByBanHs (3 1-ro fus 0o 124-i THKIEHS). .

Tepgunrnuil aHaris egexmusiocmi;

MepsyHuMil ananiz edieKTHBHOCTI BasyBaBca Ha nonynsuii [TT-E 3 BHKOpHCTaHAM
anroput™y Snapshot na 48-my TukHi Ta OyB pesicTaBnenyil y nocnimkenni 201584,
rHxaeHs 48 CSR.

Bmopunnuil auaniz echexmugrnocmi:

BropunHuil aHanis eheKTUBHOCTI MPOBOAUBCA HA KiHueBil Touui 96 THXHS Ta OyB
npeacTasieHuit y aocnimkenni 201584, THxacHb 96 CSR.

[1in uac dasu poswuperns Oyno 3i0pano nnasmy A KinbKicHOTO BU3HaueHHs PHK
BIJI-1 Ta BU3HAYEHO HacTKY CyO’€KTIiB Y KOxHiH rpyni fiKYBauHs 3 PHK BIJI-1 ¥
rrasmi <200 c/mi i <50 c/ma, a Takox PHK BIJI-1. 2200 c/mn i =50 ¢/mn,
BiANOBiAHO, 3 Yacom GyJI0 MiACYMOBAHO 32 AOTIOMOrQIO AJITOPHTMY Snapshot. HacTtka
cy6'exrin i3 CVF taxox Gyna niacyMoBaHa 3 HacoMm.

AGCOMOTH] 3HAUEHHS T2 3MiHa Bi/l BUXiAHOTO piBHA Aas kinbkocti nimpouutis CD4
i aBconioTHE 3nadenns ans PHK BIJT-1 y nnasmi 6yiu niicyMoBani 3 4acoum 3a
1OMOMOTOI0 ONMCOBOT CTATHCTHKH (Cepe/ine, MeAiana, IHTepKBapPTUIbHHH Jianaso,
min i max). ByJo nPeACTABAEHO YaCTOTY MPOrpeCy BaHHA 3aXBOPIOBAHHA BIJI-1
(CHIJL i cMepthb) nif wac hasu miATpUMKH.

\Arnaniz beanexu.

Nlani npo Geznexy (no6iuni seuwa [ITP], cepiiosHi no6iuni asuwma [CITA], peaxuii y
Micii seenenns [ISR], Binminn) 6ynu nepepaxosati Ta y3aranbHeHi 3a rpynamu




MiKyBaHHA.

Cryning BunuBy GyJia niicyMoBaHa s KOXKHOT rpy M NikyBaHHs. ByJo ouiHeHo
noTpumanns rpadixy fosyeanus CAB + RPV 1o BiJHOIUEHKIO O 3aIIaHOBAHOT
U(ATH.

3MiHK TaBOpaTOpHUEX MapaMeTpiB (BITIOUAKYH piBeHb NimiAis HaTHIECEPUE),
OKATHUKIB IKHTTEMIUILHOCT T2 JAHUX CJIEKTPOKAPiOTPaMH (EKTI) nopiBHAHO 3
6230BKM PiBHEM MiATPHMYIOUOrO JiKyBaHH: (nenn 1) i BUXiAHHM piBHEM
nponosxents (100-# TwxneHs) bynn y3aranbneHi. Kpim Toro, KIJIBKICTh 1 BIACOTOK
ey6’exTiB i3 MAKCHMANBHO KNACHDIKOBAHOIO nabopaTOPHOI TOKCHUYHICTIO
(nigBHILEHOT TSDKKOCTI BIAHOCHO OCTAHHBOIO 3HAUCHHSA, 3ipaHoro A0 Ta BKJIOYHO 3
NOYATKOM {LATPUMYIOUOT (asy AOCHIIKYBaHOIC Mperapary, Ha OCHOBI Karteropii
Biaginy cHHApomy HabyToro imyHonedinury [DAIDS]) Oynu y3arajibHEHi 32
niKyBanmsHa rpyTa.

DapMaroKinemuyHi aHanisu:

Konuerrpauii CAB i RPV y naa3sMi NpoTAroM MesHOro vacy 6yiH nigcyMoBaHi 3a
BijBiAyBaHHAM Aas BCIX cYO’EXTIB Y nonynauii Extension Switch. ¥ rpyni DTI
3pasku PK sinGupanu Ha 100-my THxRi (vepes 2 romuHy nicas in'ekuil), 101-my
TkHi (uepe3 | TwxaeHs micns iH'exuil) Ta Ha 104-my Tkni (epen posor0). DK
3pasky B rpyni DTI 30upanu uepes 24-32 Hi micas monepennsol in exuil. Y rpyni
QLI 3pasku PK Gynu 3i6pani na 104-my TUKHI nepejl BBEAEHHM 1 uepes 2 rofHHu
Hicns BBefenHa. 3pazku dapMakokinetuky 8 rpyni OLI 36upany npoTsrom 20-
28 rof|H micns npuioMy MONEPEHbOT mepopanpHoi Ao3k CAB + RPV 3a aenb 10
BI3UTY B KIIHIKY.

A nanizu gipycHo20 2eHOmuny:

UacToTa reHoTHNiuHOT T2 PeHOTHIIYHOT PE3HCTERTHOCTI, IO BUHHKAE BHACILAOK
nixypauHs, Gyaa niACyMOBaHa 3a rpynamu nikyBaHHs ans cy0’exTiB, AKi
signosinatoTh kputepiaM CVFE.




19. Ilemorpadiuni MokasHuKy LOCTITKYBaHOl nOmy Uil
(cTaTh, BiK, paca TOWIO)

ITT-E)

Memorpadiuni xapakreprcTky GyIu 3aranoM HoAiGHAMHU MiX TpyTaMH

paH OMi30BaHOrO JiKyBaHHS Ha 0230BOMY DiBHI NiATPHMKH. Xoua bBinewicTs OyH
ONOBIKAMH, AOCIIUKEHHS IEPEBULLHIIO METY 3aMyUHTH NPHHAAMHI 20% KiHOK.
Binbwicts cy6’exris Gy sikoM ein 18 o <50 pokis (89%) i3 cepenHiM
(nianazonom) 34 (18—68) pokis. IlepeBaxalovor0 pacoi0 Gynu 6ino-
Ginifkapkasbki/esponeiiti. Jlemorpadiuni nokasukH cy6’eTiB, siki nepeHiIM 3
CAR na CAB + RPV na 100-My Tvoxsi, 6y nogibsiumu Mix rpynamu DTI ta OLL

Tabnua: Kopotkuii ornsg gemorpadiuHux XxapakTepucTuk ( nonynsanina

®asa TexHiYHoro

obcnyrosysannR +| ®asa nofosxeHks (3 100-ro no 1241
NpogoBXeHHA THX/EHE), DaHoMIZ0BaHI Ha
®asa 3 1-ro no 124  novatkoBOMY PiBHE AN NpuitOMy
A THXAEHb)a Byrnesonis
Bumukay Bumuray
\ PanpoMizoBaHWA | nopoBxeHHA HA | NOJOBHEHHA Ha
CAB+ RPV CAB + RPV: DT| | CAB+RPV: OLI
{N=283) (N=111) (N=121)
[NemorpacitHa XapakTepHCcTika n (%) n (%) n (%)
Bix (poxis)®
Cep. aHau. 359 381 390
CB 10,17 10,07 978
MepiaHa 34,0 36,0 38,0
(IMin. 19 21 21
[Maxc. 68 70 85
Bikopa rpyna (powis)
<35 143(51) 19 (44) 43 (36)
nig 35 1o <80 107(38) 46 (41) 61 (50)
=50 3312) 16(14) 17(14)
(CTaTh Npu HAPOMKEHH
Kitoua 63(22) 24 (22 27(22)
Yorosiva 220(78) 7 (78) 94 (78)
Paca, n (%}
Csponeoigna paca 216(76) 77 (6%) 94 (78)
He Ginowkipl 57(24) 34 (31) 27 (22)
rﬂumepuxaﬁce.xi iHgiaHyi 360 npeACTaBHMKY
KODIHHOrO HACENEHHA ANACKA 3(1) 3(3) 1(<1)
IAsiaTcexcro noxomxeHns LientpantHa / MisesHa )
WAzin 2(<1) 0 0




AfaTChke- CXIH0A3IaTCHKOTO NOXOLXEHHS 1{<1) 0 2(2)
AJIACKKE - ANOHCEKE NOXOMYEHHS B(3) 8(7) 1(<1)
AsiaTcbre- MiBReHHo-Cxigre Asifickke NOXOMKERHA 1(<1) 0 ]
Hoprawipi 260 adpo-amepnkany 47(17) 123 (21) 21 (17)
P(opiHHe HaceneHHa [asaiicbkvx 0cTpOBIE 260 1{<1) 0 0
IHItWX GCTRORIE Tuxoro oxeany
NSinomxipilapaﬁCbxo-niaHquoacprKaHCbxoro
NOXOMKEHHS 5(2) 2({2) 1{<1)
‘ binowipifesponeiicororo 211(75) 75 (68) 93 (77)
NOXOQKEHHS
{Piski A1) 0 2(2)
|[EvHiutia npunanexwicrs, n (%)
Naruroamepukarty a6o natwroamepmian 28(10) 17 (15) 15(12)
He icriaHomoeni ya NATUHOAMEPYKSHU 255 (90) 94 (85) 106(88)
[BMI (krim3) d
|Cep. anay. 25,126 126,66 25,39
(SO 445 5,75 4,12
[Msaiana 24,10 255 24,8
(IMita. 17,30 17.8 16,8
(Maxc. 44,90 515 40,7

BML: iHfgexc Macw Tina; Makc: MakcuMansHui; Wik: miHiManeHui; SD: craHgaptHe BigxuneHts.
a. [lavi si6pani Ha NO4aTKOBOMY PIBHI TexHiuHOro oficayrosyeaHHa (geHs 1).
b. fani 3ibpani Ha novatkosomy piski {100-2 TvxgeHb), AKLO He 3a3HaYeHO iwe,
c. BinHoco aaTy nepwoi gosn CAB + RPY. e £3Ta HAPOIKEHHA NpUPIBHINETLCA A0 30 YEpBHS 3BITHOrO poxy
HaPOOMKEHHSA,
d.  Ha acHosi ocTanHboT HanBraT Macy Tina, aifipamol Ao faTk nepisol goan CAB + RPY (sl npaBungo, Ha 96-my
TUKHi), T2 3pocTy, 3i6paHoro Ha 20-My TuKHi

20. Pe3ynsTaTy eeKTHBHOCTI Pe3ynsTaTH edieKTHRHOCTI:

[TosHi pesynbTaTi neppuHHOrO aHanisy egextHBHOCTi HaBeaeHi B 48-My Tuxui CSR i
POASMOHCTPYBasH, o CAB + RPV oann pas Ha Micsaup He noctynascs CAR y
nipTpumii Bipyconoriynol cynpecii y BUI-1 indixopanux cy6’ektis Ha 48-my THHI,
npuvoMy Hebarato cy(’ekTiB Malu 11a3MOBHi] BlJl-ingexuiro. 1 PHK 250 c/mn Ha
48-My TIKHI 32 aIFOPUTMOM MOMENTANBHOIO 3HIMKA B Oynb-saxiii rpyni ans
nonynsauidt [TT-E ta PP. Bepxus mexa 95% Cl s CKOPHTOBaHOI IsHULI B ‘
nikyBanni Mi>xk CAB+RPV | CAR yJ1a MEHILIOIO, HiX MONepeHkO BU3HAYCHHI 3amac
edexTuBHOCT] B 6%.

Hacenenna KOMYTATOPA PO3UIHPEH A




Bropuuauii ananis Ha 124-My THXHI [IPO/IEMOHCTDYBAB, L0 OZIHAKOBA 1aCTKa
cy6’extin B 060X rpynax nomyaanii Extension Switch mana PHK BUI-1 250 c/mi.
Ok ¢y6°ext y rpyni DT Oys nprnuueHui i3 JOCII pKyBaHHX TIPENAapaTis yepes
BimcyTHicTL edexTuBHOCTI Ha 112-My tixni. Lleit cy6’ext mag CVF, a notim Oys
[OBTOPHO IPUAYIIEHH] IHIIOW Tepaltiero nig wac LTFU. Onwu cy6’exty rpyni OLI
GyB BipyCONOTIHHO NIPHIHIYEHH MPOTAIOM YCHOIr0 IOCTiIxEeHHs, a NOTiM MaB

- aMuacoBHi cranax Ha 124-my Twxai (PHK BUI-1 = 57 w/mi).

Tabnvus:  Miacymok aHaniay yacTku nauientie 3 PHK BIN-1 y nnazmi kposi 250 kn/mn
Ha 124-My TVWKHI, aHani3 MOMeHTarNbHMX 3HIMKIB (nonynsuis 3
NepemMuKkayem Ha po3lnpeHy Tepanito)

BuUMUKaY NOACBXEHHA Ha | BUMMKa4 NOAOBKEHHA
CAB + RPV: DT1 7 Ha
CAB + RPV: OLI
(N=111) ‘ (N=121)
Kinbkict (%) Ta (95% Cl] oci6 3
PHK BI-1 250 knfun 109)[0.2.7] 10.8)02.4

Mpumitka: Touni 95% aosipyi HTEpBaM {Knonnepa-Mipcena) (35% Cl) BUKOPUGTOBYIOTLCA, AKLLO HaCTKA JOPIBHIOE
0% abo 100%.

B iwowmy Bunagky. 95% Cl orpumao 3 BUKODHCTaHHAM HODMANBHOMD Habnuxexns (Wald Cl).

Mpumitka: HuxHe 260 sepxee sHaqenHs Wald Ci menwe 0% a6o Binbwe 100% setanoameTbes Ha 0% ado 100%
BiRNOBI/HO.

Peay/1bTaTH AOCHIIKEHHS, 33CHOBAHI HA MOPOroBOMY snaderti PHK BUI-1 y 50 w/mn
Ha 124-My TixHI aHamisy sHiMKIB, OyNi HOKIOHAMM 11 060X Tpyn y noLymsuii
Extension Switch.




Tabnuus:  3eedeHi pesynbTaty gocnimkenta (PHK BIT-1y mnasmi KpoBi 3
gigcivenHsM 50 c/mn) Ha 124-my THXKHI, aHamN3 MOMEHTAILHUX 3HIMKIB
(nonynawis, Wo nepeilna Ha oAaTkoBY Tepaniio)
(aza PO3LMPEHHA
(TuxaeHb 100 go TixaeHs 124)
Panpomizosati B CAR
BuMUKay NOA0BKEHHA Bumukay
Ha NOIOBKEHHS Ha
CAB + RPV: DTI CAB + RPV: OLI
{N=111) {N=121)
Pesynbrar n (%) n (%)
PHK BIJ1-1< 50c/mn 110(99,1) 113 (93,4)
PHK BIN-1=50 kn/mn 10,9 , 1{0,8)
ani y BikHi He HUXHE NOPOroBoro 3Ha4eHHA 0 1(0.8)°
MipUnuHEHo Yepes HEAOCTATHIO eEKTUBHICTD 10,8 0
MPUNMHEHO 3 FHLLOI NPUNMHK, ane He Huxie 0 0
NOPOTQBOIC 3HAYEHHA
3nina thoHosol Tepanil 0 0
Bipyconoriyui Aani BiACYTHI 0 7(5.8)
MpunuHero yepes NP 0 201,7F
FpUAKHUB HABYAHHA 3 IHLLWX NPUYMH 0 54,1
Y NOCHIKEHHI, ANE HE BUCTAYEE AaHUX ¥ Bikki 0 0

a. 1 cyfexr mag PHK BINT-1 = 57 knfmn va 124-My TwkHi.

b. 1 cyB'ekt CVF Ha 112-my TxHL.

c. 2 cyBexmv npunvHanu npuitom yepes NPy surnspi 6omo e micyi iH'exyy Ta 3binblweHHA Barw.

d. 5 pecnoHAeHTIB MPUITMHUN YHaCTh 3 THIIVIX NPUKMH, CENEA AKNX TArap nonopoxel, 3abopoHeHi
NpwioM npenaparis, nepeiag, Tarap MpOLENYpP/HENEPEHOCUMICTD iH'eKLi, BArTHICTb.

Cy6’exTn, ki nepeliuny Ha womicaany CAB + RPV 2 CAR y ¢asi postunpenns (sK
rpyny DTI, Tax i rpyma OLI), many NoAi6H1 pe3yIbTaTH LUOAO YaCTKU Cy6 eKTiB i3
PHK BIJI-1 y nnasmi <50 u/mn (3rifiHo 3 anropuTMOM MOMEHTANLHOTO 3HIMK2) Ha
TKAeHb 124,




TaBmuus:  MinCyMKy aHanisy YacTku nayientie 3 PHK BIN-1 y nnazmi kposi <50 c¢/Mn
Ha 124-My TUXHI - aHani3 MOMEHTasIbHIX 3HiMKIB (nonynAaLia 3
nepeKnioYeHHAM HA AOAATKOBY Tepartito)

NikyBaHHA N Kinwkicts PHK BIN-1 95% Cl ans
< 50cimn/ nponopuiiHocTi
(%)
DTI 111 110 (> 99) 97 100
OLI 121 113(93) 89,28

Mpumitka: TouHi 95% gosipyi iHrepsani (Knonnepa-Tipcoa) (95% Cl) BUKOPUCTOBYIOTHCA, RF vactka
popienios 0% abo 100%.

B iHwomy sunagxky 95% Cl oTpuMaHo 3 BUKOPHCTaHHAM HOPMANbHOMO Habnuxenna (Wald Cl).
MpvmiTka: Hyikxe abio sepxre anavenna Wald Cl merwe 0% abo Ginbwe 100% ectaHosnioeTses Ha 0%

abo 100% eignosiaHo.

Uacrka nauiesTip i3 CVF mig uac gasu poswmpenns Gyna nusbkoto. Ha 124-my
okt 1 cy6’exr (0,4%) y nonynanif Extension Switch nixreepaus PHK BIJI-1 y
nmasmi kpori =200 ¢/mn. Leii cy6’ext 6yB Y rpyni DT1 i 6yB equnum CVF, 1ipo akui
noBinomasnocs B nomymsuil Extension Switch micis ananisy THHS 96. Ll cy®’exr
6yB BHKAIOUEHHIT 3 LOCTIDKEHHS Yepe3 HEOCTATHIO edextupricts. 110 (>99%; 95%
Cl: 97, 100) cy6’extip y rpyni DTT ta 114 (94%; 95% CI: 90, 98) cy6’exru B rpymi
OLI manu PHK BUI-1 y nnasumi kpori <200 w/Mn. Kpim toro, 7 cy6’extiB y rpyni
OLI (i xonen i3 cy6’extis y rpyni DTI) He manu BipyCOJIOTIUHHX JIAHHX Yepe3
NpUITHHENHS Y9acTi B JOCTiIxeHH] 4epe3 no6iuni edexrn (6ink y Micui v’ exuit;
36inbiueHHs Bary) abo 3 iHWwKX npudnH (TArap nOLOPOKeH, BUKOPHCTANHS
3a60pOHEHHK NiKiB)., CyD'eKT NepeMillgHHS, TATap npoueLyp/HENePEHOCUMICTb
iH'exL(iii, BAriTHICTD).

Cepeans Ta mefjana kimpkocti wiitnn CD4 36inbuIyBanacs nopiBHAHO 3 6a30BHM
piBHeM npogosxenHs (TixaeHs 100) 3 yacom y rpynax DTI ta OLl. Ha [24-my
THIKHT Me/iana [MixBapTHabLHWE mianasod (IQR)] 36inbluyeThest 3 THAHA 100 B0
mokks 124 y kinbkocti kitin CD4 o 11 (-109, 126) gniTun/mm3 y rpyni DTI 1a 10
(-75, 122) knitui/mm3 y rpyni DTL. cnoctepiranu rpyny OLI. KinbkicTb KIITHH
CD8 36upanu suue aas rpyni OLI y nonynsuit Extension Switch; cepeans (IQR)
Mina inbkocti CD8 Ha 104-My THXHi TOPIBHAHO 3 IOYATKOBHM PIBHEM
pPO3IMpEHHS cTaHoBua -15,5 (-118, 66) KAITHA/MM?,




Y uLoMy AOCTipxeHH] He 6YJI0 JKOAHOT CMEpPTi, MOB’43aHoT 3 nporpecysanHaM BIJI-1.
[V rpyni Extension Switch Population Noka3sHHKY MporpecyBaHHs 3aXBOPIOBAHHA 110
3-7 crami LeHTpy KOHTpOmO 2a 3axeoptosatHAMH (CDC) Oynu HU3BKHMM SK y '
rpynax DTI (n=3), Tak i 8 OLI (n=1). [Tix vac dasu poswmperns y 2 (2%) cy6’exrin
v rpyni DTI nporpecyBanns Bia cragii 1 fo cranif 3,as 1 cy6’exra B rpymi DTl Ta 1
cy6’exra B rpyni QLI saxsoprosans nporpecysarno 3i ctaaii 2 go cragii 3. Ilix yac
a3y poslIMpeHHs HOBI 3aXBOpIOBaHHA, noB’a3aui 3 BIJI-1, cnocTepiranucs nuiie B
rpyni DTI (npoctuii repmec, n=1).

PeayabraT edpexTrBHoCTi: Pannomizopana rpyna CAB + RPV

AHani3 Ha 124-My THXKHI NIPOJEMOHCTPYBaB, Wo womicsune CAB + RPV
NPOACEXKYBANO MATPHMMYBATH BipycosioriuHy cynpecito 3 14 (4,9%; 95% CI. 2.4, 7.5)
cy6’exTiB (5 NOAATKOBUX MIC/s aHanizy Ha 96-My Tixhi), siki Mators PHK BIJT-1y
mnasmi kposi 250 ¢/Mn Ha 124-My THXKHI 32 ANTOPHTMOM MOMEHTANEHOTO 3HIMKA B
panpomizoBauiii rpyni CAB + RPV. Yactka cyG'exris 3 PHK BIJI-1 y nnasmi =50
c/mn y parnomizoBasiii rpyni CAB + RPV sanuiaecs ctabinbHHM TpoTarom das
MPOAOBKEHHS TEXHIYHOro 00CIyroBYBaHHS.




Pucyrok: Bincotox (95% Cl) cy6'ekris (paHaomizosani CAB + RPV) 3 PHK BIJI-1 250
Kn/Mn 3a AaHKMMK aHanisy MoMeHTanbHYX 3HiMKIB BigBinyBaHb (thasa
MiATPUMKY Ta PO/OBIKEHHR)
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Ipumitka: MBL = ObcnyroeysanHs BL (leHs 1)

Mpumitka: Touni 95% posipyi iHTepeanv {Knonnep-MipcoHa) BUKOPHCTOBYBANKMCA, AKWIO HaCTKa
AopisHiosana 0% abo 100%. B iHwomy Bunaaxy. 95% C Bynu oTpumani 3 BUKOPUGTAHHAM
HopmansHore posnoginy (Wald Cl).

binbuicth cy6’exris (=227 [80,2%]) sanuwanucs npuruidedumn 3 PHK BIJI-1

<50 WM Ha 124-My TKHI aHanisy 3niMkiB. 42 (14,8%) cy6’extd B monynauii
ananisy ITT-E He Manu BipycoNoriyHux AaHux Ka 124-my thxni; 41/42 yyacHuku
MPHTIIHHAAN YUacTb y AOCAIDKERH], a B | y4acHHKa AocnifxeHHs OyIH BIACYTHI aHi
v BIKHI Bi3HTY.

Ha 124-my TuxHi nicns aHanizy va 96-my THxkni Oyno sapeecrpoeado 1 Hosuit CVF.
Ha 124-my Tiokni 232 (82% [95% Cl: 78, 86]) yuacuuxu 3 PHK BIJI-1 <200 w/ma.

PHK BIJI-1 y nnasmi 2200 ¢/mn 6yna AocnigHUIBKOKO KiHLEBOIO Toukok. YacTka |
cy6'extis 3 PHK BIJI-1 y naasmi 2200 ¢/Mn mig gac BizuTy nig uac dasm

[IPOAOBHEHHS MiATPUMKH OYIIO HH3bKHM y paHaoMizoBaHiit rpyni CAB + RPV na




124-my TuxHi (n=6 [2,1 %]). Lli 6 cy0’exTiB OyNA BUKIIOUEH] 2 AOCIIIKEHHS Yepes
HeMOCTATHIO e(DeKTUBHICTh. (N4 1pOT0 aHanizy 45/232 cy6’ekTis y paHqoMizoBaHii
rpyni CAB + RPV ne Manu BipycONOriYHMX NaHHX Yepe3 MPHANHHEHHS YUACTi B
ImocTikeHH] uepes nobiuHi edekTy abo 3 iHIMX npuund (1=44) i BIICYTHICTE HaHHX
ISt BiKHA BiABiyBaHHs JOCTiDKeHHs (n=1).

Cepends Ta MefiaHa KinbkocTi KIITHUH CD4 3 yacoM 3pociia NOPIBHAHO 3 Ha30BUM
piBHeM miaTpuMkH (Aewb 1). Ha 124-my TikHi Meniana (IQR) 36inbinenns kimbkocTi
CD4+ gmitun 3 1-ro oHg craHosuna 103 (-49, 235) knitua/mMm3.

[Tin uac dazn nponoRxeHHs 0OCITyroByBaHH: 3arafnoM 5 cyb’ekTiB Y paHaOMizoBaHiit
rpyni CAB + RPV nepeiiiunu Big ctaaii 1 no ctamii 3, a 7 ¢y ekTiB nporpecysaiu
Bin cragii 2 Ao craaii 3; 2 noBux cy®’ekra 3 96 TxHs nepeiumy qo cranil 3. Hix
uac (azu poslirpeHHs Oyno zapeecTpoBado | HoBHif cTaH, nos’s3anui 3 BIJI-1, ¥
pauoMizoraniil rpyni CAB -+ RPV (mpocruii reprec, n=1).

DapmakokiHeTHYH] aHATi3H

{{epaunnuit anariz: QCHOBHOK METOI0 (papMakOKiHeTHKY Ha 124-my THKHI GyJI0
ouinuTi (apmakokineTky CAB 1 RPV npn nepexoni 3 ABC/DTG/3TC va CAB +
RPV LA Q4W IM y dazi posmmmpenns 8 rpyni DTI ta OLL

Y rpyni DTI gepes 1 TixneHs nicaa novatkosol iH exuil (101 TIKOEHb) cepeHE
reoMeTpuune (5™, 95™ npouenTuns) koHuenTpauil CAB cranosunm 1,89 Mxr/mn
(0,438, 5,69), TpOXH HUXKYI, aNle NEPEKPHBAIOTEL KOHIEHTpalil Yepes 1 TIKIeH: Ticns
nouaTky iH'exuil (Tixaens 5), ki cnioctepiraaucs y ¢y6’cxris, sxi orpumysamu OLI
B paHA0MI30BaHiH rpyni BHYTPilUHBOM s130B0TO BBeReHHd Q4 W [2,52 mur/ma (0,71,
7.52)] nin 4ac dasy niNTPUMKH, WO Y3rOMKYETHCS i3 3a/IMIUKOBUM, KIIHIYHO He
RHAYYLIMM, BHecKoM no3yBanas OLI, uio crocrepiraecs B paHgoMizoBaHif rpymi
(Q4W. Cepenne reomerpuune (5™, 95™° npouentuas) konuentpauii CAB [1,43
mir/Mn (0,403, 3,90)] uepes 4 TuxHI micas nouaTtkoBol in’exnii (TxaeHs 1 04a) Oyau
NonioHI 10 4-TIKHEBUX KOHUSHTpALIH (THxAeH: 8), WO ¢r1oCTepiraiucs B
panaomMizoBadiit rpyni Q4W [1,56 mxr/mn (0,55, 3.61)] nig wac dasu
06cAyrosyeanus, Wo BiaoOpaykae NoBHE BUMUBaHHA Ao3yBaHHsa OLI no uwsoro
moMeHTY dacy. Kounnentpauii CAB y rpyni Extension Switch OLI go ta micas
nouatkoBol iH ekl (TwxaeHs 104b) 6ynn nogiGHUMYU IO THX, WO CIOCTEPIramucs B




pangomizosaniil rpymni CAB + RPV mix uac dazu obcnyroByBanHs, X0 Ta MiCHs
mouaTkopoi iHexuil (Twraens 4b) micna OLL

Cepenue reomeTpryne (5™, 35™ nponenTiss) koHueHTpauii RPV yepes 1 Tiknens -
nicis mouatkosol in’exuil B rpymi DTI (101-# TixneHs) crasouau 68 ur/mi (27,5,
220), monibHo 10 Tux, XT0 oTpHMyBaB OLI B paHgoMizoBaHiil rpymi

BHYTPIiIIHEOM 930B0T0 BBeacHHS Q4W [76,5 nr/mn (30, 175)] yepes 1 THxICHD Micns
in’exuii (T aens 5) min yac dasu maTpuMku. CepellHe reoMeTpHYHe (5™, 95™°
nepnedTuns) konuerTpauii RPV [48,9 ur/mn (17,7, 138)] yepes 4 taxHI micns
o4aTKOBOT iH ekUiT (ThkaeHs 104a) 6ynu moaiGHi 40 4-THXHEBUX KOHIEHTpaLil
(TexxacHb 8), AKi cnocTepiraaucs B panaoMizosaHiit rpyni Q4W [41,2 ur/mn (17,9),
92.7) mix yac dasu Texuiunoro o6eayroeysanns. KoHuentpanii RPV y rpyni
Extension Switch OLI go Ta nicng mouaTkosol ik’ ekilil (Tixnens 104b) Gynu
noAiGHMMU A0 THX, L0 CHOCTepirainucs B pannomizosadilt rpyni CAB + RPV po Ta
nicns mo4aTkoBOT iH ekl (Tuknens 4b) nicag OLI nig vac dasu DigTpUMKH.

Onun i3 111 (0,9%) cy6’exriB y rpyni Extension Switch DTI Bianoigas kputepisam
nigTBepaKeHOl Bipyconoriynoi nesaaui (CVF) Ha 112-my Tukni. Konuextpauii y
cy@’exta CVT Gynu Hrkue 5™ npouenTuis Ak gas CAB, tak i 1nga RPV nopiBHago
i3 3aranLHO KOHUeHTpalie B miasmi s rpynd DTL 13 121 (0,8%) cyb’exTa B
rpyni Extension Switch OLI mas PHK BLJI-1 y nuasmi xpoBi 250 ¢/mn Ha 124-my
THCHI, aie e He OGyna CVF.

Bipycoaoris

CVF o Tuoxns 124 6yB HU3bKBM Y pocnimkenHi 3 5 (1,8%) cy®’ekramuy, fAki
sianosiganu CVF y pannomisosauiit rpyri CAB + RPV Ta 5 (1,8%) cy6’exramu B
panaomizosaniit rpyni CAR. [ig vac dasu posmupenns cnoctepirases CVE y rpymi
CAB + RPV na 108-my TiokHi. bazosuit RT nauieHra He Mae MyTauii
HeHYKiieo3HAHUX iHribiTopis 3sopoTHOT TpanckpunTtasy ( NNRTI) 3 nosnolo
uyTnusicTo g0 Beix NNRTI. Touatkosa IN mana 1741 i3 gyTiusictio go CAB,
DTG, RAL Ta elvitegravir (EVG). Ha 108-my THxHI cy6’ekT MaB MyTauil
peauctentnocti ao HHI3T V106V/A, VI08V/L, E138G i M230L i myTanii
pesucTedTHOCTI No iHTiGiTopa nepenocy interpasu (INSTI) NI55H i R263K.
Cy6'ext 6yB 3 Pocil i MaB miaTum Al.




Y rpyni CAR 0ys | nonarkosuii cy6’ekT, gxuit nepeitmos Ha CAB + RPV na 100-my
mxHi (rpyna DTI), orpumMasiun in’exuii Ha 100, 100a, 108 i 112 Tuxkui. Bisur Ha
112-my Troxni 3yctpiB SVF, wo 3rogom 6y:o niareepinkero. He Gyno BHABIEHO
MyTaliit peanctentHocTi 10 INSTT Ha 112-my Twkui (PGST He BIanocst CTROPUTH).

21. PeaynwTatn Oe3nexn

{obiuni peaxkyil

Pesynbtaty 6e3nekn HaceneHus xoMyTaTopa pO3IMHPEHHS

Tabruuna: 3aranbHuil NiQCYMOK HECNPUATNUBUX NoAii — chaza
NPOAOBXeHHA Yepes 124 TvxHI (nonynaLis NPoAOBKEeHHS 3MiHM)

Po3wmnpeHHsa Po3luupeHHs
MNepeiTit Ha MNepedTy Ha
CAB+RPV: DTI | CAB+RPV: QU
(N=111) {N=121)
n (%) n (%)
bynb-ska NP 102 (92) 100 (83)
Byae-axi [1P, 3a BuHATEOM [SR 88 (79) 85 (70)
ISR NP 87 (78) 76 (64)
Byap-axi [P sig 3 no 4 knacy 5(5) a(7)
[1P 34 cTyneus, 3a BuHATKOM ISR 4(4) 5(4)
MP, Wo npu3B0oaATE A0 BUNYYEHHS 3 1 (<1} 2(2)
JOCNiAKEHHS
MNP uip nos'si3aki 3 Nikapcbkim 3acobom 86 (77) 79 (65)
[P, noB’'A3aHi 3 NpyAOMOM NikiB, 38 BUHSTKOM 22 (20 23(19)
ISR
MNP, NoB'A3aHNIA i3 3aCTOCYBAHHAM 2(2) 4 (3)
HaprkoTwkiB, Big 3 A0 4 CTYNeHR
MP 3-4 cTynexs, 3a BuHATKOM ISR 1{<1) 0
Byab-ake CMA 4 (4) 5 (4)
CI1A, noe's3ani 3 HapkoOTHKaMK? 1(=1) 0
CmepTtenehi COA 0 0
Cwmepreneri CMNA, nog'azaHi 2 HapkoTUkamMu 0 0




a. lNoe'AsaHkif i3 3acTocyBaHHAM nikapcokux 3acobis CMNA y rpyni DTI Bye HEYTOUHEHOID Crapicto
amiluaHol KNiTUHHOI XBOPGEK X0AMkKKiHA.
Mpumitka: BpaxoeywoTeca nuwe nogil [ig vac nikysaHHs,

BincoTok nauieHTiB, ski moBiZoMuiu npo Oyab-aki mo6iuHi edhekTH, 6yB BHIIHM ¥
rpymi DTI (92%) nopigasHo 3 Tpymoro OLI (83%). e npruHalMHI 4acTKOBO
noscHoeThes BUINO0 4acToToro [SR y rpyni DTI. Yacrora oxpemux nomupenux ITP
(=5%) Oys BumuM y rpyni DTI ans Goinro B Michi in’exitii (76% npotu 60%),
yininenedus B micyi in’exuii (13% npotu 7%), Hazodapuurity (18% npotu 11%) Ta
rapsuky (8% npotu 3%). Ilpo niapeto vacrime nosigomasny B rpyai OLI (8% nportu
2%). Yci ivmni nommpeHi [IP cnocrepiranics 3 0HAKOBOI YacTOTOKO B MOMysLil
IExtension Switch.

BinbmicTs MOBIAOMIEHUX MOGIYHKX edeKTiB, HOB’ A3aHUX i3 NpHIAOMOM fiKiB, Gy
peakIlierd BHYTPilIHBOT peakuii. HalfyacTinmm noGidHUM SBHIIEM, He TTOB’ S3aHHM i3
sacTocyBaHuAM npenapary ISR, y rpyni DTI 6yaa rapadxa {(n=6 [5%] npotu n=2
[2%] y rpyni OLI), a notim 3anamopouerHs (n=3 [2%] nopiBusHO 3 n=2 [2%] y rpymni
OLI). Hait6inblu gacTo 3apeecTpoBaHiMy HODIMHUMH epeKTaMH, HE OB’ I3AHHMHY 3
[SR, y rpyni OLI, 6y actenis (n=3 [2%] opotu n=2 [2%)] y rpymi DTI) Ta
Oesconns (n=3 [2%] npotu n =0y rpyni DTI). Vci inui nobiuni edekTH, He
noB’azaHi 3 ISR, 6ynu noigomineni <IMo 2 mpenmeTy B koxHil rpyni. Yei noGiuni
eexr, He moe’sa3ani 3 ISR, Oynu 1 ao 2 crynens, 3a BuHaATKOM 1 mobiunoro edexty
4 cTynens xBopobu XoaxkkiHa 3Miluaol KIITHHHOT KAITHHH, MPo AKAH
nosifomssrocs 8 rpyni DTL Leid TP 4 ctynens 6ys exuuum CILS, noB’a3aHuM i3
npuifomMom nikiB, Ipo AKKH NoBigoMIsLIOCS B lockiukeHH] Extension Switch
Population.

Bineuicts [TP nig yac dasu pozwmpenns 6ymu [ a6o 2 crynens. ITin yac dasu
NPOJOBXEHHS HE MOBINOMJIAN0C 1po xoaHl nobiuui edexrd 5 crynens. ¥ rpymi
DTI 2 cy6’exri Mmanu nodidui edextr 3 cTyneHs 6e3 ISR i 2 cy6’extn Manu nodiuui
edexry 4 crynens 6es ISR. ¥V rpyni OLI 5 cy6’extiB Mann nobiusi edektd 3
crynens 6e3 ISR, a mpo nobiuni edexrn 4 cryneHs He [10BiAOMILLIIOC.

ChnHuM npunnHennaM uepes 1P B rpyni DTI 6yno CITA xsopodu Xomkkina
smimanol kniTHHHEOT cuctemn. Y rpyni OLI 1 ¢y&ext Mas [TP 6inb y micui i exnit,
a 1 cyb’ext maB [1P 30inbLIenHs Bary, 0OHNBA 3 SKUX IPH3BEAH 1O TIPUTTHHEHHS
nprioMy AOCHifXYBAHOrC npenapary. Yol 3 nobiuni ediexry, 10 MpH3BEIH 10




BiAMiHM, Oy TH OUiHEH! K MOB’s3aHi 3 JOCIiAXKYBaHHM IIpenapaToM.

o 124-ro ThxHs B monysisiuii Extension Switch noBizomiIeHs npo cMepTenbHi
punaaxk He Oyno. Hedaransui CTIA 6ynu 3apeectpoBai o 4 cy®’exTis y rpymi
DT ta ans 5 cy6’exris y rpyni OLL JKoamen CI14 ne criocTepirages 6inbiie Hhx y 1]
cy6’exra. €nuinm CITSA, nos’a3aHuM i3 npuitomom nikis, Oyna xsopoba Xomxkxina. ]

3aranom in’ekuii CAB + RPV no6pe nepeHocunucs. bine y Micui iH’exuii 6ys
HaitGinem nowpenuM ISR, Yacro noeigomnanocs npo [SR, ski HaltuacTilue
BrTO4any noMipui (I abo 2 cTynens), KOPOTKOYACH| Ta CAMO3HHEKAIOUI DONLOBI
apuwa. He Gyno ISR 4 aGo 5 cTyneus, i xonHi [SR He Oynu CI1A. Ogun (<1%)
cyb’exty rpyni OLI mag ISR [P, uio npusseno 40 BiIMOBH BiJ JOCIiIyBaHOTO
npenapary. 3 cy0’eKTH BIAKJIHKANH 3rooy Ha JOCITIMKEHHS, BRAZABILY NPHYUHY
HenepeHOCUMOCTI iH’exii, xoua BoHH He Oyny ifeHTH]ikoBaRI gk M0OIUHKI edexTH.
Kinbka [SR Tpusamu 6insine 14 gHie (cepeans TpuBanicTs 3 aui). ISR, mos’a3aHi 3
okpeMHMH iH'ekuiamu CAB a6o RPV, manu Ti cami TenaeHu;i, mo i ans CAB +
RPV B uimomy.

["enaToToKCHuHICTL Oyna BigHecena Ao kateropii NoGiuHUX SBHIN, 1O
NpeAcTaBsIOThH 0cobIUBMY iHTepec ANd NOTOYHOrO AochilkeHHd. He Byno
BUABJIEHO XOOHUX 03HAK Ne4iHKH, AKi § BUKIUKANH 3aHEMOKOEHHS WUOAO PEKUMY
CAB + RPV, 1 He HyJ0 %X0AHOMQ BUIAAKY, AKHH po3rnsgaBcs K METHKaMEHTO3HE
ypaxeHHs nedinku (DILI). ¥ rpyni Extension Switch Population xoaeH cy®’ekT He
BIANOBIAAB KPHTEPIAM 3YNHHKK NMEYiHKH, BH3HAUEHHM NPOTOKONOM. OfHH cyb’ekT y
rpyni DTT maB nobiunuii edext crearosy neuinki. Lie Oye HecepiosHHit nobiunuil
ediext | cTyneHs, He NOB’A3aHU{ 3 AOCHLKYBaHUM NPENAPATOM i HE IPHIBOAUB [0
CKOOHAX 3MiH Y AOCHIIDKYBaHOMY TIpenapari.

eVIbIMAamu 2aO0pamopHux, | KiikiuHux 0ocuiooiceHb

He criocTepiranocs XOAHNUX KAIHIYHO 3HAUYIIMX BiAMIHHOCTEH ¥ KITIHIYHEX
TaGopaTOPHUX aHOMATTIX Hi ns XiMmiT, Hi A5 remaronorii mix rpynamu DTI ta OLL
He cnoctepiranocs sxoaHUX KAIHIUHO 3HAYYIIMX BiAMIHHOCTEl OA0 rpany HOBaHHX
aHOMaNiii 6y Ib-1KOro 3 HACTYMHMX MapaMeTpiB: anaHiHaMminoTpaHcdepasu (ALT),
acnaprataminorpancdepasu (AST), 6inipybiny ado ninasu.




[t1e moBiaoMAsIOCH Ipo BHOALKH pabnoMionisy, NOB’A3aH] 3 Oy b-IKUM THMUYACOBHM
MiZABMIIEHHAM piBHs KpeaTHH(ocdokinasu (CPK) Bix 1 10 4 crymens.

Kateropii HauionansHof ocBiTHROT MporpaMu xonecreputy uarmecepue (NCEP)
Oynw zanucani nmue s rpynu OLI (twoxaens 104b). He cniocrepiranocs scomayx
KAIHIYHO 3Hauy X Mozened sMiny niniais NCEP uatwecepiie Bin 6azopoi inii
PO3LIHPEHHS JI0 MaKCHMAJIBbHOT KaTeropil rriciis 6a30Bof MiHil.

Cyiyudanori Oymru abo nogedinxa

He Gyno wonHux ponarkoeux ouiHok eC-SSRS micng Tuxkns 96. XKoauux nobiynux
ABML [OAC CYTLHAANBHUX AYMOK 200 NOBEAIHKH He MOBLAOMIIAROCS NPQ NONYJIAIi0
Extension Switch.

\Bazimnicme

Onna cy6'exrxa B momynsuii Extension Switch (rpyna OLI) sasariThina nia uac
nepiony OLI da3u pozmmpesss noclimkeHns. Cy6'exkta 6ya0 BHKIIOUEHO 3
NoCTiKEHHS Yepes MO3HTHBHHI TeCT HA BAriTHICTD 1 PO3MOYATO HOBY CXEMY
TiKyBaHH4, 1o He MicTHTL DTG. 3siTu 3 caliTy nokasany, wo cy6’ekT Hapoaus
3A0POBY NHTHHY NPH OPIEHTOBHOMY TEpMiHi BariTHOCTI woHaliMeHine 8 MicaliB.

Pesyastatu 6eznexy @asza posmpenns OLI

Baranom 30 (25%) cy6’exris y rpyni Extension Switch OLI manu no6iuni edexTu
npotarom nepioxy OLI. Hailfuactimnmu noGivaumu Seuiamu (>1% cy6’exris) 6yau
niapes (3 cy6’extu [2%]) Ta 6e3couHs (3 cy6’ektH [2%]). Binswicts ITP 6ynu 1 abo
2 crynens. Y nBox (2%) cy6’exrie nobiyni edexty Gynu owiHeni Ak 3 cTynidk
(cradrinoxokoBa panosa indekuis, 3atpuMka ceui). He 6yuno TP 4 abo 5 cTynens. V
rpyni OLI nporsrom nepiogy OLI He nosigomnsnoca npo xomaui CILSL. JKonen
cy0’eKT He BUILLOB i3 focnilKeHHs 260 He TPHITHHAB MPHIOM AOCTIAXKYBAHUX
npenaparis npotarom nepioay OLI dazu po3wmupeHHs.

IPesynbTatit 6esnexkd Panmomizosana rpyma CAB + RPYV

VIompuranns pexcumy aiyeauns




Min yac dasn mpoJoBKeHHs MIATPHMYIOUOT Tepanii 15 mauieHTiB y pangomizoaHii
rpyui CAB + RPV BHKOPHCTOBYBAIH [IEPOPAIBHY TEPANi, 06 KOMIIEHCYBaTH
npomnyLieni abo BIKIaAeH BI3UTH A7 iH exuiif (Tpusanicrio Bia 4 o 61 mus).

Hobiuni pearayii’

Tabnuuna: 3araneHuil nincyMok HeCNpUATNMBUX Nogdin — chasa
NPOAOEXEeHHA 0BCNyroByBaHHA NPOTArom 124 TUXHIB
(pasaomMizoBaHna rpyna CAB + RPV))

®a3a npofoBxKeHHs 06CNyrOBYBaHHS
(OeHb 1 Ao TuxaeHb 124)
PangoMmizosaHe
CAB + RPV
(N=283)
n (%)

Byab-sxa NP 276 (98)
Byab-aki [P, 33 BuHsTKOM ISR 271 (96)
[SRTIP 247 (89)

Byne-axi TP Bin 3 Ao 4 knacy 49(17)

NP 3-4 cTynens, 3a BUHATKOM [SR 38 (13)

MNP, wo npu3soaATL A0 BUNYYEHHS 3. 15(5)

JOCNIMKEHHS

[P wo noB'a3aHi 3 nikapcskum 3acobom 248 (88)

MNP, noe'asaHi 3 NPUAOMOM KK, 38 BUHATKOM 102 (36)
ISR

[P, noe'si3aHii i3 3acToCYBaHHAM 17 (6)
HapKOTVKiB, BiA 3 RO 4 cTyneHs

TP 3-4 cTyneHs, 3a BUHATKOM ISR 5(2)

byap-ske CMNA 33 (12)

CINA, noe'szaHi 3 HapKOTYKAMU? 1{<1)
CumeprensHi CMNA 0
CmeptenbHi Cl15, nos'saaHi 3 HapkoTvkamm 0
&. Cl17, noB'a3aumit 3 HapKOTUKaMM MOHOEDTPUT MPABAro KONiHHOr cyrmoba,
Mpuwitka: Bpaxosysanwes nuwe nogif nig, 4ac nikysaqHs.




Hakinomuperimnm TTP 6ys 6inb y Micii in’exuii (84%). Haitnomupeninmam
nobiuHuM eexToM, He OB’ 13aHuM i3 ISR, 6ys HasopapruriT (35%).

binbiicTs noBizoMnenux noGiunux edekTis, NOB’ A3aHHUX i3 NPHfOMOM TiKiE, Oynu
PeaKIli€ro BHY TPilUHBOT peakilii. Hait6insiu yacTo 3apeecTpopanuMu nobiuHuMHE
ABHLLAMH, HE TOB’I33HUMH 3 IPUHOMOM JIiKiB, 6ymy rapsuka (18 [6%)] cy6’ekris),
ronoeauH 6inb (15 [5%] cy6’exris) i Broma (10 [4%)] cy6’exrie). Yei inurni no6iuni
ebexty, He now’asani 3 ISR, manu vactoty <3%. BiabwicTs mobiuaux edekTir, He
MoB’i3aHAX 13 npuliomMom npenapaty, 6ynu 1 abo 2 crynens. Tlix yac thazu
POROBKEHHS TEXHIMHOrO 0GCAYTrOBYBaHHS He MOBIIOMAANOCA PO NOGIYHI edekTn 5
CTYMEHS.

Y asi npofosxerHs 10 124-0 THXHS HE NOBiIOMIIANTOCS NPo CMepTENEBHI BHMAIKH.
Hedaranbni CI'51 6yau 3apeectposani ana 9 cy6’exris nicna aHanizy 96 Txns. L
CI151 He Gynu noB’s3aHi 3 NOCHILKYBAHHM [PENapaToM.

3aranom in’exuii CAB + RPV p06pe nepenocunuca. Bins y Micui in’ekuii Oyr
Hal6Lnb1L nownpenum ISR, YacTo mosigomasnocs npo ISR, sxi naitsacrime
BKOHANH ferki (1 abo 2 cTyneus), KOPOTKOUACHI Ta CaMO3HHKAIOY] 6OMbOBI TBHILA.
He 6yao ISR 4 abo 5 ctynens, i xomui ISR ne 6yau CTIA. Ilix yac dasu
PO3IIHPEHHS He NOBIAOMNANOCs npo HoBi ISR 3-ro crynens. 4 cy6’exty Biaknukanyu
3rofly Ha LOC/IKEHHS, BKA3aBUIH IPHYUHY HEMEPEHOCHMOCTI iH EKL(il, X04a BOKK
He Oynu inentudbikosani ax nobivni edextu. Kimbka (5%) ISR TpuBaaH Ginbiue 14
nuiB (cepenns TpuBamicTs 3 aui). ISR, nos’s3ani 3 oxpemumy i’ exuismu CAB a6o
RPV, manu Ti cami TedneHuii, wo i ana CAB + RPV & HinoMy.

[enarorokcuunicTs 6yna sifHecena 1o Kateropii nOGIMHHUX BULL, 1O
NPEACTABNAOTE OCOGANBUH IHTEPEC ANTA NOTOUHOTO Jocimkenns. He Gysio
BHABIIEHO KOAHHX O3HAK MEHIHKH, AKi 6 BUKRUKATH 3AHENOKOEHHS LIOAO PEKUMY
CAB + RPV, i He Gyno Bunajkis, siki BBaxcanncs 6 DILL Tlicas aHanizy Ha 96-my
TiKHI 6YJI10 NOBiAOMNEHO Rpo 1 HOBHUE NOGiYHMIT €dEKT [EHATOTOKCHUHOCTI (creatos
neviniu); uekt nobiunuii edekT 6YB HeCepHO3HUM i He MPH3BIB 10 BiIMIHU
nocaioKyBaHoro npenapaty. Kpim toro, 1 cy6’ext signoeinas KPUTEPifAM 3YIMHKH
neuinkH 3 niaguiientsam ALT (cy6’exT Takoxk mas [TP cudgrinicy); TpaHcamizasy
MOKPALLKAKCS, | Cy6’exTy OyJI0 NO3BOJIEHO NEepe3anycTHTH A03yBanus CAB + RPV
LA.




\Pesyromamu 2a6opamopHux i kainisnux docrioxcens

He criocrepiranocs sxonumx KNiHIMHO 3HAYYIMX BIAMIHHOCTEH ¥ KIiHIYHEX
1abOPaTOPHUX AHOMANIAX Hi JA XiMi, Hi Kna remaTonoril mix rpynams DTI ta OLL.
He criocTepiranocs sKOXHAX KIIHIYHO 3HAYYINX BIAMIHHOCTEH 11010 rpaayHoBaHHX
AHOMANTIH Oy Ab-IKOTO 3 HACTYIHUX NapaMeTpiB: anaHiHamiHorpaucdepasa (ALT),
AST, 6iaipy6in abo ainasa.

BiIbLIicTb KNIHiUHO-XIMIYHHX aHOMani# 6ynu 1 abo 2 cTynens. AHoManii 3 CTYNeHq

BuHHKH y 10 (4%) (DTI, n=7; OLI, n=3) cy6’cxtiB, a anoManii 4 cTyreHs BHHAKIH ¥
8 (3%) (DTI, n=6; OLI, n=2) cy6’exTiB y KiNbKicTh KOMyTaTOpIE PO3UIMPEHHSL.

e nosinomnanoca npo eunaaku pabaomionisy, Noe’s3axi 3 Gy Ib-AKHM
TpaH3uTOpHUM miaBHIerHaM CPK Bin 1 mo 4 cTynens.

Kareropif NCEP ninixie Harmecepue peectpysany auwe ans rpyns OLI (THxIEHD
104b). He cnoctepiranocs sxoHHX KIIHIYHO 3HAUYWLKX MOENeH 3MiHH JimiaiB
INCEP nariecepue i 6230807 Nlinii po3siuMpeHns 10 MaKCUMATEHOT kareropii mics
0a30BOT MIHIT.

Cyiyudansri dymrn abo nosedinka

[licas 96 Tusxna ouinky eC-SSRS He nposoaumucs. JKoIHUX HOBHX NOGIYHUX
edexTis cyiumranbuux ymok a6o osedinky He GYNC 3apeecTPOBAHO I
patnomizoatoi rpynu CAB + RPV nicnst Tikea 96 CSR.

\Bazimuicmo

[Ticas ananisy Ha 96-My TiskHi B pangomizopariit rpyni CAB + RPV we
[10Bi JOMJLSUIOCS PO HOBI BAriTHOCTI.

PeaysibTaTi Oesnexn J{OBrOCTPOKOBE CIOCTEPEKEHHS

[Hacenenna koMymamopa po3uiupenns

[Tin qac ananizy na 124-my THxui 4 cy6 ekt B rpyni DTI ta 5 cy6’ekrin y rpyni OLI
nepebysanu Ha (asi AOBTOCTPOKOBOIG CIOCTEPEKEHHS; KONEH CYG eKT y MOMY AL




Extenston Switch we re 3apepius dasy LTFU. Ilia uac dazu LTFU 2/4 cyb’exTiB ¥
rpyni DTI ta 3/5 cy6’exris y rpyni OLI Manu nosigomnesus npo nobiyHi edexTH.
[1o6iun] edextn, npo axi noeigommanocs s rpyni DTI, Bkmoyann XaproBe OTPYEHHS
2 CTYTEHs Ta 3MIIaHy KITHHHY XBopoby Xomkkina 4 crynens. [lobiyni edexry,
3apeccTpoeai B rpyni OLI, Brmoyany nemonit 3 cTyners (LemoiT iisof TOMIJIKH;
CILA), mpocruit repnec 3 crynens (CITST), aGenec Micus in’ekitii 2 CTYNEeHs, CHiTic
2 cTyneus, panopy indexuito [ crynens, nepeioM cromu 2 CTYIEHS Ta 3 CTyDNEHs.
HHPKOBHii KNIPEHC KPEaTHHIHY 3HMKeHHI. CIMHUM mobiunmM edexToM, K Oyro
OUIHCHO SIK TIOB’ SI3aHe 3 A0CIi LKy BAHHMMU TIpernapaTamu, Oyna 3Minrana kmTHHAA
xBopoba Xomxkina; Crolcop seaxas CITS He OB’ A3aHuM 3 JOCTIKY BAHHMH
npenapatamu. JKoaeH 3 KX MOBIYHMX SBHIL HE BRAYKABCS TTOB’ S3aHUM i3
nonepesnim BrtusoMm CAB + RPV. Xogen ¢y6’ekt He BHILIOB 3 NOCTiMieHHS mif
yac LTFU Ha MOMEHT 3aKiH4eHHS JaHHX MIs [[BOTO 3BiTy.

Pandomizosana zpyna CAB + RPV

[Tin wyac.ananisy Ha 124-my Tikui 16 cy6’ekTie panaoMizoBauoi rpynun CAB + RPV
npoxonunu (asy LTFU, a 22 cy6’extu 3apepium gasy LTFU. [Tig vac ¢azu LTFU
24 cy6’exTy B panpomizoeaniii rpyni CAB + RPV mamu no6iuni edexth {14 Kacy,
PRONHUX MoAi# 5 crynens). ToGiunnmu edexramu 3 cTyneus Oynu nepeao3yBanHa
(napaleramon), cy6aypaisha rematoma, 6Lib y Miciti iH’ KUl Ta ermiiencis. CaMHIM
10614HUM edexToM 4 cTynets 6y renatut A. YoTupy cy6 et Masu CIIS: renatur
A (n=2); cybaypanbHa rematoma (n=1); eminercis (n=1); Ta nponyiwesuii abopr
(n=1), siki Oy U AeTasibHO OnMcani B onvcax BUnaakie y Tokui 96 CSR. TTo6ivnuii
eeKT NepeAo3yBaHHA BUHHK Nlijl YaC a3y pOSLIHPEHHS Ta OLHIOBARCS 5K
noB’s3auuit i3 nocmimxysanum npemaparom. JKoseH 3 iHIIEX TOGIYHEX SBHIIL HE
BBAXABCA [10B’A3aHUM i3 nonepenim BrmieoM CAB + RPV. JKozen cy6'ext ne
BHHILIOB 3 OCAimKeH s mig yac LTFU,

22. BucHoBok (pesioMe)

BucHosrH 1moxo edexrupHocTi

[ToBHI pe3ynbTaTH MEPBUHHOIO aHaMi3y edeKTUBHOCTI HaBeAeH] B 48-My TikHi CSR i
MpoleMoHCTpy By, o CAB + RPV omun pas Ha micss ne mocTynascs CAR y
maTpuMLi Bipyconoriunoi cympecii y BUI-1 iH(ikopanuX cy6’exTiB Ha 48-My THXHI,
npudoMy Hebarato cyd’exrie Manu nnasmoerii BIJI-1 PHK >50 ¢/ ua 48-My TiKHi
3d aNropuTMOM MOMEHTAILHOIO 3HIMKA B OyAb-siKiH rpyui ans nomynauiii ITT-E ta




PP. BepxHs mexa 95% Cl ans ckoprrosa#ot pisHuwi B nixysauui Mixx CAB + RPV i
CAR 6yna mMeH1I010, Hix nonepeHbp0 BH3HAYEHMI 3anac eekTHBHOCTI B 6%.

BucHOBKH 1000 HACEIEHHS KOMYTAaTOPa POIINHPEHES

* [loyarox CAB LA RPV LA 3 DTI a6o OLI 6yg Tax camo
BHCOKOS(EKTHBHUM Y MiITPHML BipyCONOTiuHOT cynpecii.

* Ha 124-my TiixHi B nomymii Extension Switch mokasuuku BIpyconoriunol
cynpecii (BUI-1 PHK <50 u/mu1) 6ynu BHCOKMMHE 2K y DTI(110/111 [99,1%]
cy6’ekTiB), Tak i B rpynax OLI (113/121 [93,4%]) NpeAMETH).

* Ha 124-my TmxHi yactka oci6 i3 pisvem PHK BIJI-1 >50 w/mn Gyna
MOAIGHOK Ta HU3LKOIO B KOMCHIH rpyni (1/111 [0,9 %] cy6’exr y rpyni DTI T4l
1/121 [0,8 %] cy6’¢xt y rpyni DTI rpyna OLI).

* Hacrka cy6’exris i3 CVF (niarBepaxesoio PHK BIJI-1 y mnasmi kposi 2200
c/mn) y nomynsauii Extension Switch 6yB Huzskum, mume 1 (0,4%) cy6’exr y
rpyni DTI (i sxonen y rpymi OLI), y sxoro 6yma nigreepoxena PHK BUJI-1 y
mrasmi kpori 2200 c/mn.

BUCcHOBKM 110,10 paHgoMizoBanoi rpvny CAB + RPV

* Jlns pangomizoraroi rpymu CAB + RPV axanis 124-ro Tixns
MPONEMOHCTPYBAB, Wo womicayne CAB + RPV npoiosxypano
MiATpMMyBaTH Bipycomoriuny cynpeciio 3 14 (4,9%: 95% CI: 24,7.5)
cy6’exTiB (6 moAATKOBUX nic/a aHanisy Ha 96-my TuxHi), sxi MaroTs PHK
BiJI-1 y nnasmi kposi 250 ¢/mMn ua 124-my THXHI BiANOBiAHO A0 AJIFOPUTMY
MOMEHTAJILHOrO 3HIMK4,

*  binbluicts cy&’exris (n=227 [80,2 %]) y panomizosaniit rpyni CAB + RPV
3anuulanucs npurHiveHumn 3 PHK BLJI-1 <50 ¢/mn nix wac aHanizy 2HiMkis
Ha 124-my TiKHI.

* Hacrka naujentis i3 CVF y panpomizosaniii rpyni CAB + RPV nix uac thazu
MPOMOBXKEHHA MiATPHUMYOHOT Tepanii Gyia HU3BKOIO {n=5 1,8 %)]).




BHCHOBKH 3 GesnexHn

BHCHORKH 111010 HACEIEHHS KOMYTATOPA DOIMIBPEHHS

Ilouarox cxemu CAB LA RPV LA 3 DTl y aocnimxenni 201584 (ananis Ha
124-my THXKHI) He BKasye Ha 6yab-AKi KOHKPETHI rpobnemu GesnexH,
1os’s3aHi 3 nponyckoM nepiony OLL. OnuH cy6’ekT y koxHii rpyni MaB
nobi4Hi epeKTH, 11O MPU3BENH A0 BHXOLY 3 JOCTIAMKEHHS.

3aranom Geanexa Ta nepeHocHMicTb OYNH COPHATAKBUME 5K ¥ rpymax DTI,
Tak i 8 OLI Ta Bignosiaany pesynsraram nonepenyix gocuipxess. Hosux
noBiuHux edeKTiB, WO BUKTHKAIOTH KIiHIUHE 3aHENOKOEHHS!, HE
crocTepiranocs,

oo nobiunux edexTis, W0 NPEACTABNMOTEL OCOONUBHI inTepec, He 6yno
KJIHIMHO 3HAYYIUMX BigMiHHOCTeH Mix rpynamu DTI ta OLI, nop’s3aHux i3
BMJIMBOM AOCALIKYBAHOrO NiKYBaHHS Ha ONOBKeHHs inTepBany QT, peaxuii
rinepuyTIuBoCTi, HeHponcuxiaTpuuHi MOMIL, CyaoMH, pabnomionis,
NaHKPEaTHT Ta BIUTHB HA KPCATHHIH.

Binbira yacTora nobiuHux edekrie posnafis cHy, BKIOYAOUY N0GiYHi
edexTd posnaais cHy, nos’s3aHi 3 npuitoMoM nikise, crocTepiranacs B rpymi
OLI nopirHsHO 3 rpynow DTI.

JKoHHX KIiHIYHO 3HAYYLIMX BiIMIHHOCTEH y KIiHIYHMX naBopaTopHuX
aHomanisx, sk Ans ximii, Tak i 1ag remaronorii, mix rpynamu Extension
Switch He cniocTepiranocs. He cnocrepiranocs xoaHHX KIiHIYHO 3HAYYLIHX
BiIMINHOCTEH /s rpanyHoBaHux aHoManiit st GyAb-9KOTO 3 HACTYIHHX
napametpiB: ALT, AST, Ginipy6Gin a6o ninasa.

Konen nobiunuit edexr, nobiunnii edexr, nor’szanuii 3 npuioMom nikis, 4u
CITA ne npusBeny A0 NPHIKHEHHS NiKyBaHHS npoTarom nepioay OLI no
BReAeHHT LA,

He 6yno nomiuedo xonHux Moaeneit kKNinivHoro sanenokoeHHs woao CI1A,
ockinbky okpemi CI14 Bunuxany B pisaux SOC Ta PT ana o6ox rpyn
ananizy. Xomnux CIIS ne cniocrepiranocs 6ibLU HiX Y OAHOrO Cy6’eKTAa.

3aranom in’exuii CAB + RPV noGpe nepedocunncs B nonynauii Extension




xtension Switch mie ne saBepmus dasy LTFU. Ilia gac dasu LTFU 2/4 cyb’exTiB ¥
rpyni DTI ta 3/5 cy6’exris y rpyni OLI manu MOBIZOMACHHS PO n06iuHi edexry.
[To6Giuni edrexrn, mpo sxi NoBinoMIAIOCH B rpyni DT, Bemovalnu Xapyoe oTpyenns
2 CTyNeHs Ta 3Millany KIiTHHHEY xBopoOy Xomxxina 4 cryners. ToBiuni efexTy,
3apeecTpoBaHi B rpymi OLL BKirovay nemosmit 3 CTYNeHs (UeMOiT AiBOT roMinku;
CILA), npoctuit repnec 3 cTynens (CITA), abeuec micus in’exmii 2 cTyneus, cudinic
2 cTynens, paHoBy indekuiro 1 CTYNEH#, MEPEIOM CTONH 2 CTYIIEHS Ta 3 CTYIeHs.
HUPKOBUH KIIPEHC KPEATHHIHY 3HIKEHIH. €IuHUM 1106 qmmM edexToM, KA Gy o
OLIHEHO SIK NOR’s3aHe 3 AOCNI/DKYBAHUMH TIpeIIapaTaml, Oyna 3sMilana KIiTHHHA
xBopoba Xomkkina; Crioncop seawas CITY we TOB’ A3aHAM 3 JOCI[KYBAHHMU
npenaparamu. JKoznen 3 iHmux noGiYHMX ABUI He BBAKABCS OB’ A3aHUM 13
nomnepeaniM smausoM CAB + RPV. XKonen cy6’exT He BHItLIOB 3 IOOCTi/DKeHH s i
“ac LTFU Ha MOMEHT 3aKiHYeHHS NaHuX 11 Hboro 3BITY.

Pandomizosana zpyna CAB + RPV

(i1 1ac ananisy Ha 124-My Tikwi 16 cy6’ekris panaoMisosanol rpynu CAB + RPV
NpoXoaunk dasy LTFU, a 22 cy6’extu 3aBepliiH asy LTFU. Tlig wac daszu LTFU
24 cy®’exTH B pannomizosanuiit rpyni CAB + RPV manu no6ivni epexru (14 xnacy,
PKOIHUX 1oaiit 5 crynens). [To6iunumn edextamu 3 cTynens 6y nepeao3yBaHys
(napaueramon), cy6aypansha reMaroma, 6ink y Mici in’exuii Ta enitencis. €nunmm
nOBIYHUM edekToM 4 CTynens 6yB reqatut A. Hotupu cy6’exta manu CTL: renatur
A (n=2); cybaypanbHa rematoma (n=1); eninencis (n=1); Ta nponyeHuit abopr
(n=1), axi 6y KeTaNnbHO OnMcaHi B omucax Bunmaaxis y Tuxui 96 CSR. To6ivuuii
edeKT nepeno3yBanHa BUHHK Mg yac thasu poswupenns Ta ouinoBascs sk

OB’ g3aHMH i3 HOCTIKYBAHHM npenapatoM. JKoaeu 3 iHIIHX noGigiux SIBMIII He
BBAXKABCA MTOB’SI3HUM i3 nonepeHiv simsom CAB + RPV., Konen cy6'exr e i
BUHLIIOB 3 JOCiKeHHs nix wac LTFU.

22. BUCHOBOK (32KITIOUEHHA)

BucnoBkH 100 ederTHBHOCTI

[loBHi pe3ynbTaTu nepeunHOrO aHanisy eekTUBHOCTI HaBe/IeH] B 48-my Tuxkni CSR i
MPONCMOHCTPYBaRK, wo CAB + RPV ogun pas Ha micans we nocrynasca CAR y

NIATPUMUI Bipyconorivyuoi cynpecii'y BIJI-1 inbikoBauux cy6’exris na 48-My THRHI,
[puyoMy HeGarato ¢y6’exTis Mamu nnasmosuii BIJI-1 PHK =50 c/mi Ha 48-My TxKHi

28 aNrOpYTMOM MOMEHTAJIBHOIO 3HIMKA B 6y mb-sKiit rpynmi gis nomyasmii ITT-E Ta




Pangomizosannii Q4W CAB + RPV

Switch. ISR Gynn momupenuMu, Sx MpasuIo, B Jerkoi 10 noMipHof
IHTEHCUBHOCTI Ta KOpOTKOT TpuBagocTi. Bifb y Micui in’exui Gys HaMGi b
mowHperum ISR, onnak ISR npuspogumu oo HeGaraThox BiaMin (<1%).

¥ rpyni Extension Switch Population sxoaen cy6’ekr ui B rpyni OLI, Hi B
DTI ne Binnosigae kputepiaM 3yNUHKH ne4idky, BU3HAYCHHM IIPOTOKOJIOM, i
He Gy N0 BusBNEHO x0AHOro Bunanky DILL Omun cy6’ekr ¥ KOXKHil rpyni
Extension Switch mas ALT >3xBMH.

He 6yno ninreepinkenux peaxuiii rinepayrnnsocti 1o CAB + RPV y

nonynauii Extension Switch. Oauu cy6’ext y rpyni DTI mas 1P 2 CTYTeHs,
BKMFOUAlO4H HabpAK oueil i ry6. Bouu He 6ynu nos’szawi 3 JOCAIDKYBAHEM
MTPENapaToM 1 He MPU3BENH 0 KOAHUX 3MIH Y 34CTOCYBAHH] JOCHIKYBAHOrO
npemnapary.

Tipo Brcunanns norinommsocs pinko (4 [4%] cy6'exTn B rpyni DTI a

2 [2%] cy6’exru B rpyni OLI). Yei no6iuni edexru 3 sucunom Oymnu 1 abo 2
CTyNeHs, HeCepHOo3Hi Ta He NPA3BOAMIHN 1O KOAHHX 3MiH Y AOCIIIKYBAHOMY
npenapati. Opuna I1P si ceepGns4oio BuCHNIKOIO (CTYNIHE 1},
3apeecTpoBanii nporarom nepiogy OLI y rpyni OLI, BRakaBcs nos’sS3aHuM
13 AOCAiIKYBAHHMH [IpeNapaTaMH.

Oaun (<1%) cy6’exr y rpyni OLI mas AE | cryneus IIPOTPeCcyYYOro

36inblienns Bary (8 xr), npo skuit moBinoMisanocs Ha 1 12-My THKHI, 1O
0y .10 01iHEHO AK OB’ A3aHE 3 NOCNiKYBAHUMH lipenapaTaMy Ta IpH3BEIIO J0
BHKJTIOYEHHS 3 JOCIIJDKEHHS.

3aranom noBrocrpokosa Gesnexa Ta nepenocumicts CAB LA RPV LA

SATULIANNCS CIPUATAHBUMY NPOTArOM (hasy PO3MUPEHHS Micis npuHAKMHI
124 TusxHiB BRAKRY.

Ha ¢hasi nponomxkeHHs He 6y10 BUIBIEHO KOOHNX HOBHX TeHAEeHLi# y cepi
Gesnexu yu curuanis wono [P a6o CILSL.

Y panpomizoBauiii rpyni CAB + RPV e CIOCTEPIranocs XOAHUX KiliHiuHO
3HA4YIIUX TEHNEHLIH y cepeaHix/MeniaHKHX 3MiaxX Bid MOYATKOBOrO PiBHS
NIATpUMYIOYOT Tepanii (nens 1) a0 124-ro TuskHs 3a napaMerpaMmy KniHivyHoi




xiMiunof naboparopii.

Bucuoexn PK

Konuenrpauii CAB i RPV B niazmi B rpynax Extension Switch OLI i DTI
OYNH TIOPIBHAHHHMH 3 PaHJIOMI30BaH00 rpynor CAB + RPV 3a
aHAJIOriYHHX MOMEHTIB Yacy [0 | Iicis MOYaTKy iH’eKuil.

leomeTpuuni cepeani (5-#, 95-# npoueHTHIL) MiHiMaTERI KORIEHTPALT
CAB uepes 4 Tixai nicns noyatkorux iH’exuiii CAB + RPV 6ynu
nogi6uumu 3 a6o Ges OLI (1,56 mxr/mn [0,551, 3,617 3 OLI, 1,43 mir/ma
(0,403, 3,90] 6e3 OLI).

Cepennvoreomerpuuni (5-if, 95-i NpoUeHTHAL) MiHiMabHI KOHLEeHTpauii
RPV uepes 4 troki niciis novatkosux in’exuiii CAB + RPV 6yiun
noni6uume 3 a6o Ges OLI (41,2 ur/mn {17,9, 92,7] 3 OLI, 48,9 ur/ma 17,7,
138] 6e3 OLI).

Kouuenrpauii CAB i RPV y anoHcBkux cy6’exTiB, ki 00pany jikyBaHHs
DTI (n=8), 6y noniGHumMu fo koHUeHTpawili y saranbyilt rpyni DTI y
nomynauii Extension Switch.

Konuentparnii CAB i RPV ans cy6’exriB, y axux Ha NOYaTKY NOCITIKEHHA
Oymn no3HTUBHI anTuTiNa Ao renatury C, 6ynu noaibui o koHUeHTpaii y
cy0’eKTiB, sKi He OyIH MO3UTHBHUMH 10 renatuty C, i JOFEH i3 IHX
cy6’exTiB He Bianosigae kpurepiam CVF na 124-My THKHI.

Ilix wac 12-micsunoro Bisuty LTFU, nicna npunuuenus in’exuiii CAB LA
RPV LA, CAB 6yno pusBneno y 8/15 (53%) cy6’exris, a RPV Gyno
BUABNEHO y 15/15 (100%) cy6’ekTiB (siKi He OTpUMYBanH nepopanbHuH
RPV).

Bucoxi 2-roaunii konuentpanii CAB i RPV uepes nino3proBani nomMuxy
A03YBaHHsl (BHHMKATH MMIUE B paHioMisoBaHiit rpyni CAB + RPV) 6ymu
HeYacTUMH, BUMAAKOBHUMH i HE IPU3BONUNY A0 BipyconoriyHol Hepaayi yu
nmobigHuX ediekTiB.

Brichnoski moxo Bipycodorii

CVF 10 124-ro Trykua cnoctepirascs pifiko B LboMy ROCTiAXeHH (<2%),




BHHMKAIOUH Y 5 NAUIEHTIB Y paHnoMizoBauii rpyni CAB + RPV 12 5
cy0’exTiB y pannomizopanii rpymi CAR.

* Horupu CVF y paunomizoBaniii rpyni CAB + RPV BHHHKIH i yac thazu
obcayrosysanns; 3 3 4 cy6’ekrie Matu MyTaLii pesuctenTHoCcTI 10 RPV Ta
INSTI, puxnurani nixypautam. Yersepruit cy6'ekT Hikomu He OTpPUMYBAB
iH'eKUiH [ He MaB MyTauiii pesuctentrocTi. 1T sruii CVF, akuif cTagcs nix
yac $azk POIMIMPEHHS, MaB MyTallil CTIHKOCT], BUKIMKAH] TiKYBaHHSIM.

* 4 CVF Ha CAR nin vac (a3 miaTpuMKs He Maad MyTawii PE3UCTEHTHOCTI.
bye nonatkosuii cy6’ext i3 CVF nif yac gasu PO3UIHpeHHd, kUil OyB y
rpyni CAR i nepeiitos na CAB + RPV na 100-My THxHi (DTI), orpumastiu
in’exwit va 100, 100a, 108 ta 112 Tuxui. Bisut Ha 1 12-My THxHI 3yCTpIB
SVF, wo 6yno nigrsepmxeno. Ha 1 12-My TixnHi He Oyn0 BUABNEHO MYTALii
pesucrenTHocTi o INSTI a6o NNRTI.

3asBHHK (BACHHK PEECTPALiHHOrO NOCBiTUEHHS)
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