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Study ID- LAT115428

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

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

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v'ves no  ifno, please justify

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

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

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

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

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

e To investigate the safety, tolerability, and pharmacokinetics (PK) of GSK 1265744 LA
(744 LA) following each intramuscular or subcutaneous dose in healthy subjects.




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

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

o To examine dose proportionality of 744 LA PK parameters following each intramuscular
dose administration.

o To examine relative exposure of 744 LA PK parameters following intramuscular dose
administration vs subcutaneous at 200 mg 744 LA alone

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

e Comparison of TMC278 LA PK parameters across 744 LA Cohorts.

11. Clinical trial design This was a Phase 1, randomized, open-label study to investigate the safety, tolerability and PKs
of repeat dose administration of long-acting 744 LA intramuscular (IM) and subcutaneous (SC)
injections in healthy adult subjects. Subjects were randomized to three once-monthly IM or SC
dosing cohorts or to a single once-quarterly IM dosing cohort. Subjects in the once-monthly
dosing cohorts received either 744 T.A alone for 3 months {cohort 1) or 744 LA alone for 2
months and then in combination with TMC278 LA for an additional 2 months (cohort 2 and 3).
Subjects in the once-quarterly dosing cohort received 2 doses of 744 LA alone (cohort 4). This
study consisted of a screening visit, an oral 744 run-in period, a treatment period and follow-up
evaluations for 52 weeks following the final injection.

12. Main inclusion criteria Male or female between 18 and 64 years of age inclusive, at the time of signing the informed

consent and with a body weight 250 kg for men and >45 kg for women and body mass index
(BMI) within the range 18.5-31.0 kg/m? (inclusive) were included in the study.




13. Investigational medicinal product, mode of
administration and strength

Prug DesefForm/Route Frequency/Duration Batch Number
fa4 3 maTableyOral Onoe Daily 121355400
T44 LA 200mg/mlfInjectable MonthlyfQuarterly 111279643
suspension/IMSC 111301938
121354338
TMC278 I00mp/mLS Injectzble Manthly 122366803
suspensioni (Supplier’s Lot#
1108/G001)
A description of each regimen was provided in the table below:
AMonthly Dosing:
Lead-in
Cohort Day-21 to -5 Month 1 Month 2 Month 3 Month £
1 T44 LA 7441 A 200mg §C 7441 A 200mg 5C
20mg SC
744 LA 800mg 744 LA 200mg IM
Cral 744 744 1A A4 LA 200mg IM
2 | qumgqzan | MEXNMG ) opgpg gy | *IMCZPBLAT200MGIM | Tcorg (4 500mg IM
X 14 days eplitLD) spht LD
) A | e g | 744 LA 00T B
400mg IM ;pit Lo MEE | + TMC278 LA 600mag IM

1. TMC278 LA 1200ma loading dose was split into 2 X e00mg doses. One 600my dose given with the 744 LA dose
and the second one hour after the first dose.

Quarterly Dosing:

Lead-in Period
Gohort Day 21103 Quarter 1and 2
4 Oral 744 30my q24h X 14 days 744 LA B00mmgy IM (2X400mg spiit)

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

TMC278, see Table above in Item #13

15. Concomitant therapy

[Permitted medications: Concomitant medications (prescription and non-prescription) were
administered only as medically necessary during the study (except for prohibited medications




described in Protocol Section 9.2). All concomitant medications, blood products, and vaccines
taken during the study were recorded in the eCRF with dates of administration.

Oral formulations of 744 were administered 4 hours before or 6 hours after taking antacid
products containing divalent cations (e.g., aluminium and magnesium), and 4 hours before or
12 hours after H2-antagonists. Concurrent administration of multivitamins with oral 744 was
acceptable.

Oral or topical hormonal contraceptives were acceptable if the subject agreed to use a double
barrier method along with the hormonal contraceptive, condom and occlusive cap (diaphragm or
cervical/vault caps) plus spermicidal agent (foam/gel/film/cream/suppository). Injectable
contraceptives were not permitted.

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PK study.
Primary:

e 744 LA PK parameters following single and repeat dose intramuscular or subcutaneous
administration: area under the plasma concentration time curve over the dosing interval
{AUC(0-71)), maximum observed concentration (Cmax), time to maximum observed
concentration (tmax), concentration at the end of the dosing interval (Ct).

e 744 PK parameters following repeat dose oral administration: area under the plasma
concentration time curve over the dosing interval (AUC(0-1)), maximum observed
concentration (Cmax), ttme to maximum observed concentration (tmax), concentration at
the end of the dosing interval (Cr).

o TMC278 LA PK parameters following single and repeat dose intramuscular
administration: area under the plasma concentration time curve over the dosing interval
(AUC(0-1)), maximum observed concentration (Cmax), time to maximum observed
concentration (tmax), concentration at the end of the dosing interval (Cz).

Secondary

e 744 LA and TMC278 LA PK parameters: apparent clearance (CL/FLa) following single
and repeat dose administration.

o 744 LA AUC(0-1), Cmax, and Ct following each dose administration at different doses




for the assessment of dose proportionality and relative exposure

e Apparent terminal phase half-life for LA administration (t2), lambda z as a measure of
absorption rate constant (Az) if data allow.

e TMC278 LA AUC(0-t), Cmax, and Ct in cohort 2 and 3.

17. Criteria for evaluation safety

Primary

e 744 LA safety and tolerability parameters including adverse events (AEs), clinical
laboratory, ECGs, and vital sign assessments.

e TMC278 LA safety and tolerability parameters including AEs, clinical laboratory, ECGs,
and vital sign assessments.

Safety

e 744 oral safety and tolerability parameters including AEs, clinical laboratory, ECGs, and
vital sign assessments.

18. Statistical methods

The primary objectives of this study were to investigate the safety, tolerability, and PKs of repeat
doses of 744 LA or in combination for TMC278 LA. No formal statistical hypotheses was to be
tested. Where appropriate, an estimation approach was taken, and point estimates and
confidence intervals (CI) were constructed.

Plasma GSK 1265744 and TMC278 concentration-time data were analyzed by
non-compartmental methods with WinNonlin 5.2 or higher. From the plasma concentration-time
data, the following PK parameters following repeat dose intramuscular or subcutaneous
administration were estimated for each dose in the monthly or quarterly regimen: area under the
plasma concentration time curve from time zero to the end of the dosing interval (AUC(0-1)),
maximum observed concentration (Cmax), time to maximum observed concentration (tmax),
concentration at the end of the dosing interval (Ct), and apparent clearance after extravascular
administration (CL/F). Other parameters including the apparent terminal phase elimination rate
constant (Az) and apparent terminal phase half-life (t1/2) were determined. PK data were
presented in graphical and/or tabular form and summarized descriptively.




19. Demographic indices of studied population (sex, age, . ]
race, etc.) Demographics Oral lead-in Cohort1 Cohort? | Cohort3 Cohortd
? period (N=47) | (n=10) (n=10) (n=10) {n=10)
AgeinYears, Mean (SD) 30.5 (13.85} 39.6 365 430 424
{12.£6) (13.74) {14.02} (15.79)
Sex, n (%)
Female: 17 (36) 4 {40} 4 {40} 4 {4y 4 (40}
Male: 30 (64} 6 (60) B {B0Y & (60} 6 {60}
BMI (kgfm2}, Mean (SD) 25.13 2811 241 26.84 2526
{2.86) (2.65) (3.03) (247) (2.23)
Height (cm), Mean (SD) 1738 1758 1743 1718 1723
{8.58) (6.41) (9.74) (9.26) (8.44)
Weight (k), Mean (S0} 70.18 8719 7449 79.02 75.07
{11.84) (11.89} (13.66) (8.46) (9.74}
Efhnicity, n {36)
Hispanic or Latino: 4(9) Q0 i (10} 2{20) 0
Mot Hispanic or Lating. 43 {91} 10{100) 8{om 8 ({30 10{100)
Race, n (%)
African AmeticanfAlrican 10 (21} 3430) 1{10) 1{10} 3 (30}
Heritage
Asian — East Asian Hevitaga 1(2) 0 ] a 1(10)
White — 35 (74 T{70) 9{90) 9{ch) 5 (50}
WhitefCaucasian/European
Herifage
Mixed Race 1(2) 4] 0 Q 1{10}

20. PK results

Individual plasma 744 PK parameters following oral, IM, and SC dose administration are listed
and are summarized by treatment. Selected PK parameters summarized by treatment are also
presented in the table below. Given the relatively short 28-day dosing interval for monthly
dosing cohorts (Cohorts 1 to 3) relative to apparent half-life estimates, data were insufficient to
report 744 LA Az and apparent t1/2 for any subjects following the 800 mg IM loading dose and
all but one subject following Dose 2 or 3. These parameters were reportable more frequently
following Dose 4 of the monthly regimens, where PK sampling was continued beyond the 28-
day dosing interval, and following both doses of the 800 mg IM quarterly regimen (Cohort 4).

Summary of Plasma 744 LA PK Parameters Following Repeat Oral, IM and SC Dose Administration?




Treatment n AUC{D-7) CLIF Cmax Ct Az 12 tmax?
reatmen (hghtml) | (g | (sgiml) | pimL) (iday) | @) (day)

744 30mgoral | 43 | 147 (27) 0.20(27) | 8.30(26) 4.87 (30) ND ND 2.00 (1.0-8.0)

QD Lead-in

744 LAB00mg | 30 | 1178 (83) 0.423 (46) | 2.50 (80) 1.76 {(47) ND ND 13.00 (6.0-

IM LD Overall 28.0)

Cohorts 1-3

Cohort 1

800mg IMLD 10 | 1051 (57) 0.354(63) | 2.11 (76) 1.72 (51) ND ND 20.00 (8.0-
28.0)

200mg SCD2 | 10 | 1304 (27) 0.135(16) | 2.22 (30) 1.90 (25) ND ND 16.50 (6.0-
28.0)

200mgSCD3 | 10 | 1315(19) 0.155(18) | 2.21 (20) 1.77 {16) ND ND 6.00 (0.0-
20.0)

200mgSCD4 | 10 | 1244 (23) 0.16 (24) | 211 (21) 1.66 (31) 0.017{42) | 46.67 (11) | 6.00 (2.0-
13.0)

200mgSC 30 | 1287 (23) 0158 (21) | 218 (23) 1.77 (24) 0.017 (42) | 46.67(11) | 6.00 (0.0-

Cverall 28.0)

Cohort 2

800mg IM LD 10 | 1244 (77) 0.387(25) | 2.70 (99) 1.78 (54) ND ND 13.00 {6.0-
28.0)

200mg IM D2 9 1348 (39) 0.13%(29) | 2.68 (45) 1.71 (25) 0.031 21.8M 6.00 (2.0-
28.0)

200mg IM + 9 1365 (17) 0.1512 253 (20) 1.64 (36} ND ND 6.00 {2.0-

TMC1200mg {16) 28.0

IMLD

200mg IM + 8 1242 (39) 016 (39) | 2.15(31) 1.61 (64) 0.0212 46.612 6.00 (2.0-

TMC300mg I {30) (26) 27.0)

Cohort 3

800mg IM LD 10 | 1252 (61) 0.48%(57) | 2.74 (72) 1.78 (41) ND ND .00 (6.0~
28.0)

400mg IM D2 10 | 2010(31) 0.16%(12) | 3.79 (40) 2.60 (24) ND ND 6.01 (2.0

28.0)




400mg IM + 10 | 2182 (28) 0.198 (32) | 4.03 (40) 2.69 (28) ND ND 6.00 (2.0-

TMC1200mg 28.0)

M LD

400mg IM + 10 | 2473(26) 0.16 (26) | 4.41(31) 3.27 (27) 0.02°(30) | 30.59(37) | 6.00 (2.0-

TMCE00mg IM 13.1)

Cchort 4

800mg IM Q1 10 | 2917 {(53) 0.275(61) | 2.70 (99) 0.74 (97) 0.0312 234912 16.50 (2.0-
{39) (40) 83.0)

800mg IM Q2 9 4468 (52) 0.18 (53) | 3.31(59) 1.10(140) | 0.027 (77) | 26.87 (62) | 15.00(6.0-

42.0)
800mg IMQ1, | 19 | 3570 (57) 0.2113 2.97(79) 0.89(116) | 0.03¥ 24.914 15.00 (2.0-
Q2 Qverall {59) {55) (47) 83.0)

ND = none defermined

1 geometric mean (CV%)

2 median (range)

Sn:12; 4n:2; 5n=3; ﬁn:T; n=4; Bn:z[]; 9n:6; 1Un=‘[0; 11n=‘[; 12n:5; 3n=1 6’ 14n=9

Individual plasma TMC278 PK parameters following IM administration are listed and are
summarized by treatment. Selected PK parameters summarized by treatment are also presented
in the table below. Similar to 744, data were insufficient to report TMC278 Az and t1/2 for most
subjects following the 1200 mg IM loading dose (TMC278 Dose 1). These parameters were
reportable more frequently following TMC278 Dose 2 of the monthly regimens where PK
sampling continued beyond the 28-day dosing interval.

Summary of Plasma TMC278 PK Parameters Following Repeat IM Dose Administration 1

Treatment n | AUC(0-t) | CLFF Cmax Ct Az t1/2 tmax?
(ng.himL) {L/hr) (ng/mL) (ng/mL) {(1/day) (day) {day)

Cohort 2

GSK744 LA 9 52762 (51) | 25.93(50) | 109 (53) 61.6 (64) 0.054 13.94(11) | 6.00{1.8-

200mg IM + 20.0)

TMC1200mg

IM LD

GSK744 LA 9 | 74420(35) [121(35) | 168(37) | 79.1(44) | 0.025 36.05(21) | 6.00 (2.0-

200mg IM + 13.0)




TMCO00mgIM | ] | | | [ l |

Cohort 3

GSK744 LA 10 | 52703 (29) | 22.35(31) | 108 (30) 64.0 (34) ND ND 6.00 (2.0-
400mg IM + 28.0)
TMC1200mg

IMLD

GSK744 LA 10 | 63656 (34) | 9.43(34) | 126(32) 78.9(39) 0.026 (29) | 41.96(20) | 9.50 (2.0-
400mg IM + 27.0)
TMCG00mg IM

ND = none determined

! geometric mean (CV%)
2 median (range)

I=7: “n=2: 5n=5; tn=6

21. Safety results

All subjects in the 4 cohorts (Cohort 1, 2, 3 and 4) with LA injections had at least one AE and
the most frequent AEs were injection site reactions (ISR) in all cohorts. All AEs by treatment
with 744 alone and all AEs by treatment with 744 LA and with TMC278 LA were summarised.




Summary of All AEs by Cohort [SOC Class)

Humber of Subjects with AE n{%)} Cohort 1 Cohort 2 Cohort 3 Cohort4
{S80C Class) {n=10) n=10) {n=10) {n=10)
Number of Subjects with any AE {SOC Class) 10 {100} 10 (100} 10 {100} 10 {100}
General disordars and admiristration site conditions 10 {160} 10{100) 10 (100} B(BO)
Infections and infestations 4 140 5 {50 B {60) 4 (40}
Nervous system disorders 4 {40 5{50) 5 (60) 2{20)
Musculoskeletal and connective tissue disordars 2 {20 51{50) 2 (20 6 [60)
Injury, poisoning and procedural complications 4 {40 1{10) 3 (30 3{30)
Gastrointestingl disorders 110} 2{20) 3{30) 5 (50}
Respiratory, thoracic and mediastinal disorders 220 1 {10} 2{20 4 {40)
Skin and subcufanaous tissue disorders 1019} 0 b (50 2{20)
Reproductive system and breast disorders 0 220 0 2 {20
Investigations 0 0 3{30} 0

Renal and urinary disorders 0 ¢ 220} 0
Netabolism and nuirition disorders 0 1] 2{20 0
Psychigfric disordars 2200 L ¥ 0

Ear and labyrinth disorders 11} 0 0 0
Vascular disorders 0 1{10) 0 0

Cohort 1= Oral 744 30mg q24h X 14 days, 744 LA 800mg IM {2X400mg split LD) (Month 1}, 744LA 200mg SC {one
dose each month 2, 3and 4).

Cohort 2= Oral 744 30mg q24h X 14 days, 744 LA 800mg IM (2X400mg split LD) (Month 1), 744 LA 200mg IM {Month
2) 744 LA 200mg IM + TMC278 LA 1200mg IM spiit LD (Mortth 3), 744 LA 200mg IM + TMC278 LA 900mg IM
{Month 3).

Cahort 3= Oral 744 30mg g24h X 14 days, 744 LA 800mg IM (2X4C0mg split LD) (Month: 1), 744 LA 400mg IM {Month
2), 7441 A 4 400mg IM + TMC278 LA 1200mg 1M split LD {Month 3}, 744 LA 400mg IN + TMC278 LA 600mg 1M
{Menth 3).

Cohott 4= Oral 744 30mg q24h X 14 days, 744 LA 800mg IM (2%400mg split LD} (Quarter 1 and 2).

Injection Site Reactions: The most commonly reported injection site reaction after receipt of
744 LA and IM TMC278 LA was pain, at 71% and 82% incidence, followed by less frequently
observed erythema, warmth and nodules. The top 3 injection site reactions for SC 744 LA were
injection site erythema, pain, and nodule, which occurred at similar rates.

The duration of the top 3 ISR events for 744 IM, 744 SC and TMC278 IM are presented in the
below table. The median duration values for pain and erythema were generally of shorter
duration lasting <8 days while nodules had longer durations and were present for multiple




months in subjects.

Summary of Duration {Days) for the Top 3 744 LA and TMC278 LA ISR Events by Treatment
and Injection Location

ISR Event 744 LA IM (n=122) 744 LA SC (n=76) TMC278 1M (n=42)
Injection site pain 5 (1-32) 6.5 (3-14) 4(1-10}

Injectior site erythema 4 (131 8 (1-33} 5 (55)

Injection site hodule 23 (5-71) 64.5 (5-198) 56 (24-65)

Data reported in days as median {range)

When described by cohort, ISRs were the most commonly observed AEs. The most frequently
described ISR related AE was injection site pain followed by erythema, warmth, nodule,
induration, pruritus, swelling and discoloration. Cohort 1, where a single 744 LA IM 800 mg
injection was followed by three monthly SC injections of 744 1A, had a higher rate of erythema,
warmth, nodule, induration, and pruritis, relative to Cohort 2, 3, and 4, where only IM doses
were administered. The relative rates of ISR did not differ significantly between Cohorts
receiving IM injections throughout the study (Cohorts 2, 3, and 4).




llost common injection sife reactions (= 3 subjects) by cohort

Injection Site Reaction Cohort 1 Cohort 2 Cohort 3 Cohort 4
{n=10) (n=10) (n=10) (n=10)
Any Subject with injection site | 10 (100) 10 (100) 10 (100} 8(380)
event n{%)}
Pain 10 (100) 9 (90} 8 (20) 6 (60)
Erythema 10 (100) 2 (20) 3(30) 2(20)
Warmth 8 (80) 1 (10) 3(30) 1{10)
Nodule 7 (70) 2 (20) 2 (20) 1{10)
Induration 7(70) 2 (20) 1(10) 1 {10)
Pruritis 4 (40) 0 0 0 .
Swelling 3(30) 0 1(10) 0
Discoloration 3{30) 0 0 0

Cahort 1= Qral 744 30mg q24h X 14 days, 744 LA 800mg IM (2X400mg split LD) (Month 1), 744 LA 200mg SC (one

dose each month 2, 3 and 4).

Cohort 2= Qral 744 30mg q24h X 14 days, 744 LA 800mg IM (2X400mg split LD) (Month 1), 744 LA 200mg [M (Month
2) 744 | A 200mg 1M + TMC278 LA 1200mg [M split LD {Month 3), 744 LA 200mg IM + TMC278 LA 900mg IM

(Month 3).

Cohort 3= Oral 744 30mg q24h X 14 days, 744 LA 800mg 1M (2X400mg split LD (Month 1), 744 LA 400mg IM (Month
2), 744 LA 400mg IM + TMC278 LA 1200mg IM split ED (Month 3}, 744 LA 400mg IM + TMC278 LA 600mg IM

(Month 3).

Cohort 4= Qral 744 30mg q24h X 14 days, 744 LA 800mg IM (2X400mg split LD) (Quarter 1 and 2}.

The summary of ISR AE maximum intensity/grade for 744 LA IM, 744 SC and TMC278 IM at
individual subject level are presented in the table below and all ISR events were of Grade 1 or

Grade 2.

The overall ISR profile did not appear to change or worsen following repeated injections based

on the incidence of ISRs over time.




Summary of incidence, severity of injection site reactions across treatments by event
Overall Injections TA4LA M T44 LA SC TMC278 IM
Subjects with injections (n) A0 10 19
Total injections {n} 156 30 57
Total ISR events n(%) 146 {100} 130(100) 45(100)
Anyarade 1 n (%) | 118 (81) 128 {98} 39 {67
Any grade 2 n (%} | 28 (19) 2(2) 6 (13}
Pain 104 (71) 26 (20) 37 (82)
Grade 1] 76 {52} 25(19) 31 {68)
Grade 2 | 28 {19) 1{<1) 6 (13}
Erythema 11 {8) 28 (22) 2(4)
Grade 1| 11 {8} 28 {22} 2 {4}
Grade2 | 0 0 0
Nodule 71(5) 22 {17) 30
Grade 1| 7 (5) 22 (17) 3
Grade2 | ¢ 0 0
Warmih at site 9 (6) 15 {12) 1(2)
Grade 1| 9{6) 15 {12) 1{2)
Grade?) 0 0 0
Induration 5 (3) 17 (13) 1{2}
Grade 1| 5(3) 17 (13) 1(2)
Grade2 | 0 0 0
_ Data reported in days as median (rangs)
Non-ISR AEs
The summary of drug related non-ISR AEs by maximum intensity/grade are presented in the
table below. Headache (9%) was the non-ISR reaction AE recorded most commonly in the oral
30 mg 744 treatment group which was of mild in intensity. Headache was seen uncommonly
during the injectable phase of the trial. Other non-ISR AEs are reported infrequently, without a
clear trend relative to IM or SC dosing.




Summary of Drug Related non-I8R AE by Maximum Intensity/Grade

QOral (n=47) % (n=40) SC (n=10)
Number of Subjects with AE | Mild | Moderate | Mild Moderate | Mild | Moderate
n (%) Preferred Term
Number of Subjects withany AE | 7(15) | 1(2) 6 {15) 3 (8) 1(10) |0
Headache 4(9) [ 1(2) 1(3) 1(3) 1(10) |0
Abdominal pain 1) |0 1(3) 0 1(10) |0
Alanine aminotransferase 0 0 1(3) 0 0 0
increased
Arthralgia 0 0 1(3) 0 Q 0
Dizziness 12) |0 4] 0 0 0
Erechile dysfunction 0 0 0 1(3) 0 0
Flatulence 1(2) [0 0 0 0 0
Increased appefile 102) |0 0 0 0 0
Micturition urgency 0 0 1{3) 0 0 0
(Oedema perigheral 0 0 1(3) 0 0 0
Pain 0 0 1(3) 0 0 0
Pain in extremity 0 0 1(3) 0 0 0
Pharyngitis 0 0 0 1(3) 0 0
Pruritus 0 0 1(3) 0 0 0
Rash 0 0 1(3) 0 0 ]
Rhinorhoea 0 0 1(3) 0 0 0

22. Conclusion (summary)

744 LA was generally well tolerated when administered alone or with TMC278 LA.
ISRs were common but generally mild in severity with no Grade 3 or 4 ISRs and no
subject withdrew from the study due to an ISR. Pain at the injection site was most
commonly reported along with erythema but both were of short duration (median

<8 days). The incidence of nodules was higher in those receiving subcutaneous 744 LA
than in subjects with intramuscular injections.

There were few drug-related AEs that were not associated with ISRs.
A 744 LA loading dose of 800 mg IM followed by monthly injections of 200 mg IM or




400 mg IM provided plasma 744 concentrations at the end of the dosing interval that
exceed the protein binding-adjusted IC90 by at least 4-fold.

The concentrations at the end of the dosing interval for the 744 LA 400 mg dose were
approximately 1.5 times higher than the 744 LA 200 mg IM dose.

The PKs of 744 LA were similar between subcutaneous and intramuscular doses of
200 mg.

Variability in this study was low to moderate with the LA form of 744 and similar to that
with the oral dose.

Both doses of TMC278 LA provided similar mean plasma concentrations at the end of
the second dosing interval and comparable exposures to those achiéved with 25 mg qd
oral dosing of TMC278 (Phase 3).

Applicant (registration certificate holder)

(signature)

Karen Grainger

'ViiV Healthcare

VP, Head of Regulatory Affairs

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



3BiT npo kniniune BENpoOSyBanus - 16
Kox nocnigxenns - LAI115428

1. Ha3Ba nikapcekoro 3acofy (3a HaaBHOCTI - HOMep
peecTpalifHOro NOCBIAYEHH)

ATIPETIO/I, TabneTku, BKpUTI NNiBKOBOK 0DOMOHKOID, 110 30 Mr

2. 3agBHUK

BiiB Xenckep FOK Jlimiten

3. Bupobnuk

Brpo6HHUTEO HepPo3(acOBAHOTO NPOIYKTY, KORTPOb AKOCTi FOTOBOrQ NPOAYKTY

['naxco Onepeiitnc IOK Jlimiren, wo sene aisneHicTs sx [nakco Bennkom Onepeiiutne / Glaxo
Operations UK Ltd (trading as Glaxo Wellcome Operations)

[Ipaitopi Crpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka bpurauis

[lepBHHANHE Ta BTOPHHHEE NAKYBAHNISA, KOHTPOJIL AKOCTE rOTOBOr0 NPOAYKTY, BHIYCK cepil
Apenina ne Excrpemanypa 3, [lon. Ina. Annennenyepo, 09400 Apauna ne lyepo, Byproc / Avda. de
Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

lcnanis

4. IlpoBeneHi nocninxenHs:

v Tak Hi, AKILO Hi, 06rpyHTYiiTE

1) Tun nikapcbkoro 3aco0y, 3a SKUM MPoBOAHAAcS abo
MUIaHYETLCS peecTpauis

UlikapcbkuH 3aci® 3a MOBHHM Joche (ABTOHOMHE A0CHE), iHLIMI JIIKApChKHi 3acif, HOBA AII0YA PEHOBHHA.

5. loeHa Ha3Ba KniHIYHOTO BHIIPOOYBaHHS, KOJOBAHHI HOMEP
KTiHIYHOrO BUNpodyBaHHs

Panpomisosane, BigkpuTe JOC/TIKEHHS 3 BUBUYCHHSA OE3NeKH, NePeHOCHMOCTI Ta hapMaKOKiHETHKH
MOBTOPHMX 03 BHYTPIIMHEOM'I30BHX Ta [IAWKIpHUX iH'ekUiil npenapartis TpuBanol aii GSK 1265744 Ta
rpuBanot Aii TMC278 y 3a0poBHX fopocaux cyb'ekris

Jocmimuenta LAI115428

6. Paza KNiHIYHOTO BHIPOOYBaHHS

|Daza 1

7. llepion kiniHiuHOrc BUNpOOYBaHHS

3 [10 rpaBus 2012] — [27 nuctonana 2013]

8. Kpainu, B skux mpoBoJKiQcs KiHivHe BUIPoOyBaHHS

CLIA

9. KinbkicTs mocnimkyBaHux

zannaHosano: 40
(dakTHUHA KifibKiCTL cy0'ekTiB nocnimxenus: 32

10. MeTa Ta BTOPHHHI U KIIHTYHOTO BUNpodyBaHHS

TTepenHAI:

e [Jlocniauru Ge3nexy, nepenocumicTs Ta hapmakokiHeTHky { PK) GSK1265744 LA (744 LA)
HICNsA KOKHOT BHYTPILIHEOM'130B0OT a60 MIALIKIPHOT 103K ¥ 3M0POBHX CyO'€KTIB.




o Jlocaigutu Gesneky, nepeHocumicts ta PK BHyTpiuHboM si30Bux 103 TMC278 LA y xombinauij
3 BHYTpIIIHLOM 'A20BMMH f03amu 744 LA y 3p0oposux 106poBOBILB.

Bropunni:

o Jlocnigutu Gesneky, neperockmicts Ta PK nepopanstoro npenapaty GSK 1265744 (744) y
300pOBHX JOOPOBONBLIE.

o Jlocniguti no30By nponopuiiHicrs napaMerpi PK 744 LA micas koxHoro
BHYTPIITHLOM'SI30BOTC BBEACHHS [O3H.

o Jocninutu BigHOCHY ekcnosuuiro napamerpie PK 744 LA nicas BHYTPIlIHEOM'30B0r0 BBEJCHHSA
JIO3M MIOPIBHAHO 3 MiAWKIPHUM BBegeHHAM 200 mr 744 LA

o JloCHiMTH 3aNexHIiCTh « KOHLICHTpallig-edekT» IUd pi3HHX [TapameTpis Oe3neKH, AKLO Le
ZOPEYHO.

* 3icrarnenHs nmapamerpis TMC278 LA PK y 744 xoroprax [LA.

11. uzaiiH kiiHivHOrO BHTIPOOYBaHHA

e 6yno panooMizoBaHe, BINKPHTE, BIAKpUTe AocHimkeHHs | da3u ans BuBueHHA Oeanexy,
nepeHocumocti Ta PK noBTopHEx 103 BHY TpilHboM a30BHX (IM) Ta miamkipaux (SC) in'exuiii 744 LA
NpOSOHrOBaKol AT y 320poBKX Aopocnux nobpoeonelie. Cyb'ekTH Gynu paHIOMI30BaHI B TpY IPYIIA,
ki orpaMyBany [M a6o SC oauH pas Ha MicsLp, abo B oAy rpyny, sKa oTpuMyBana IM ofiun pas Ha
kpapray. Cy6'exT B rpynax 3 JO3yBaHHAM pa3s Ha MicsIb oTpuMyRany abo Tinsxu 744 LA npotarom 3
micauis (koropra 1), abo Tinbku 744 LA npotarom 2 micqiis, a notiM y kom6inauii 3 TMC278 LA
NPOTArOM JOJATKOBHX 2 MicAUiB (koropTu 2 i 3). Cyb'ekTr B KOrOpPTI 3 103yBatHAM OJMH Pa3 Ha
KBapTan OTPHMYBaNK 2 1034 TUteku 744 LA (koropta 4). Ue mocnimxenns ciaganocs 3i
CKPHHIHTOBOTO Bi3UTY, nepopaisHoro 744 nepiony anpoGauii, nepiofy JIIKYBaHHR Ta NOJATBIIHX OLIHOK
MPOTAroM 52 TIKHIB MICNA OCTaHHBOT iH'eKLL.

12. OcHoBHI KpHTEDIT BKITIOYEHHS

Y pocaimkeHHa BKAKOYAIH YOMOBIKIB Ta XKiHOK BikoM Bif 18 o 64 pokiB BKIIOYHO HA MOMEHT
nianHcaHHs iH(OPMOBAHOI 3ro/IH, 3 Macoro TiNa*50 Kr ans 4onosikis Ta*45 Kr AN KiHOK Ta iHAeKcoM

macu Tima ( BMI) g mexax 18,5-31,0 kr/mM2 (Biotro4yHO).




13. JocnimkyBaHHii likapcsKuit 3acib, crnocid 3acTocyBaHHs,
cHia oil

TNikapcbiui 3aci6 o3alkpopmalcnocio Yactota/Tpusanicts Homep cepii
33CTOCYBaHHA
744 30 MritabneTku/nepopantHo [OAMH pas Ha feHs 121356400
744 LA 200Mmrmn/cycnetsia gns |LlomicausafuokeapTasny 111279643
iH'ekuin/IM/ISC 111301938
121354338
TMC278 300 mr/mn/ CycneHain ansa  (Ulomicaus 122366909
iH'ekLiAfiM ( Homep naprii
nocTavanbHuKa:
11106/G001)
Onuc KOKHOIO PEXUMY HaBeeHO B TabMHLI HKYe:
Iomicauna goza:
KoropTa HEE:E_’S: 1:05-8 Micsitb 1 Micaye 2 Micaus 3 Micaus 4
k TR o [A4LAZOOMISC (744 LA200Mr SC
mr SC
744 LA 800ur 744 LA 200mr IM
b lepopanbHo  BHYTpPiWHLO  [744 LA + TMC278 LA 1200mr IM 744 LA 200mr M
744 30mr g24h |(2X400mr 200mr M oaLennents LD + TMC278 LA 900mr IM
X 14 pHiB PO3LWENIeHui posiLy
744 LA 400mr IM
B LD} 744 LA + TMC278 LA 1200ur IM 744 LA 400mr IM
400 mr (M + TMC278 LA 600mr IM
poawennexHs LD

Il oxkpapTanbHe NO3YBAHHA:

1. HaBaHTaxyBansHy nosy TMC278 LA 1200 mr poaginumv Ha 2 foav no 600 mr. OgHa posa 600 mr
BEOAMTLCA 3 0030k 744 LA, a apyra - yepes roauHy nicna nepLuoi aosu

Koropra

Denb BBigHOTO Nepiogy Big -21 go -8

Keaptan 1ra2

4 Mepopanesuo 744 30mr q24h X 14 pHie

744 LA 800mr IM (2X400mr posiuennexui)

14. Ilpenapar nopiBHAHHSA, 1034, CIIOCI0 3aCTOCYBaHHA, cHia Ail

TMC278, aue. Tabmuuro BHile B myHKTi # 13

15. CymyTHa Tepamis

flozsoneni npenapatu: CyImyTHi npenapaTd (peuerntypHi Ta 6e3peuenTypHi) ipU3Hayaliucs TiTbKH 3a
MeIHTHUMM [MOKa3aHHAMH IiJ 4ac JoCaDKeHH (3a BUHATKOM 3a00pOHEHHX Mpenaparis, OMUCAHHX Y

po3aaini 9.2 Ilpotokomy). Bei cymyTHI fikH, OpenapaT KpoBi Ta BAKIMHY, TIPHIHATI i dac




inocnimKenns, Gynu 3apeecTpoBaHi B GNEKTPOHHIA KapTui naniesTa i3 3a3HaveHHAM AaT IpHHoMYy.

[lepopaneHi npenapary 744 npuiiMany 3a 4 ronusy 1o a6o yepes 6 FOIUH ITICKA MPUItOMY aHTALMIHHX
3ac00iB, 11O MICTSTH JBOBANEHTHI KaTioHH (HATIPUKIA, AOMIHIIO Ta Martilo), a Takox 3a 4 FORHHH 0
a00 4epes 12 roaus nicns npuiomy H2-antaronicrie. OmuoyacHuii NpyiioM moniBiTaminis 3
nepopanasHUM MpHifomMoM 744 OyB NpHAHATHHM.

[TepopanbHi a0c MicLeBi ropMOHaNbHI KOHTPALETTHEH OYNH NPUAHATHHMH, SKINO CyO'ekT
[Oro/KYBABCA BUKOPHCTOBYBATH METON, N10BIHHOrO 6apiepy pazoM 3 rOpMOHAIEHEM KOHTPALCITHBOM,
Npe3epBaTHBOM i OKJTIO3IHHEM KoBIaykoM (niadparma abo nepsikansHi/BariHagsHi KOBIAYKH) [LIIOC
crepMilMaHuii 3acid (mina/rens/nniska/xpem/cynosuropiit). In'exuiini kontpauentieu Synu
3ab0pOHEHI.

16. Kpurepii ouinku edexTHBHOCTI

Y upoMy PK pocninsxeHH! edeKTHBHICTE HE OLIIHIOBaNAcy.
[lepeunni:

s 744 Tlapamerpu LA PK nicna onHopasoBoro Ta 6aratopasoBoro BHYTPIIHEOM'A30B0r0 460
MIKiIPHOro BBEAEHHS: NIIOMIA MiA KPUBOIO KKOHUEHTPALs B N1a3Mi - 4acy NpOTAroM IHTEpBATY
nosysadus (AUC(0-t)), MakcHManbsHa KOHUEHTpaUis, [wo cnoctepiraethed (Cmax), uac 1o
MaKCHManbHOI KOHIEHTpaUi, o crnocTepiracTsed (tmax), KOHUEHTpALla B KiHUi iHTepBaTy
no3ysaunus (Ct).

e 744 Ilapametpu PK nicns nepopaneHOro 3acTOCYRaHHS NOBTOPHOT IO3M: TUIOLIA Mif] KPUBOIO
"KOHLEHTpPALlIS B [11a3Mi KPOBi - uac" mpoTaroM intepeany fao3ysanHs (AUC(0-1)), makeumannua
KOHLEHTpALlid, WO crnocTepiractbes (Cmax), 4ac 40 MakCHUMANLHOT KOHUEHTPALLT, 110
criocTepiracThes (tmax), KOHUeHTpaLis 8 KiHui inTepeany nosysadus (Ct).

¢ Ilapamerpu TMC278 LA PK micns onHopazororo Ta 6aratopasoBoro BHyTPilIHEOM'A30BOI0
BBEACHHA: MIIOLLQ I1il KPUBOIO 3aNeXHOCTI KOHLEHTPALIT Bifl Yacy B [LTasMi Kposi Bif 1034
(AUC(0-1)), makcumanbHa KOHLEHTpaLis, WO crocTepiraerbes (Cmax), yac 20 MaKCHMANLHOT
KOHUEHTpaLil, 1o crocTepiracThes (tmax), KOHLEHTpallif B KiHui inTepsany nosysanus (Ct).

Bropanmi

e 744 LA ta TMC278 LA nmapametpy PK: yaeuuii knipenc (CL/FLA) nicna ogHopasosoro Ta
6araTopa3oBOro BBEIEHHS JO3H.

e 744 LA AUC(0-t), Cmax Ta Ct 1ic/is1 KOXXHOrO BBE/IEHHA Pi3HHX /103 IS OIHKH IIPOMOpLiitHOCTI
JIO3H Ta BiZHOCHOT eKco3HIiT




¢ Quesnanui nepios HarriBBRBEASHHR 3 TEPMIHAMLHOL (asy IpH 3acTocysauni LA (t42), nambaa z
K Mipa KOHCTAHTH LIBMIKOCTI BCMOKTYBaHHs (1Z), SKIIO AO3BONAIOTL JaHi.

e TMC278 LA AUC(0-1), Cmax Ta Ct y koroprax 2 Ta 3.

17. Kpurepii oninke 6e3neku

OcHoBHA

¢ 744 [lapamerpu Ge3neky Ta nepesocumMocTi LA, Bkmogaodn nobidui peaxuii (I[TP), kminiko-
naboparopui nokasuuku, EKI™ Ta oniHky HTTEBO BaXUTHBHX (yHKLUIA.

e Tlapametpu Gesneku Ta neperocumMocti TMC278 LA, exnouatoun [P, kniniko-naGoparopsi
nokasHukH, EKI™ Ta OLiHKy HTTERBO BKIMBUX (yHKIIIL.

Bezmexa

e 744 nepopansHUX napameTpis Oesnexy Ta nepeHocHMocti, Bkmouarouu [P, kniniko-
naboparophi, EKI” Ta OLiHKH JKHTTEBO BOXIHBHX NOKA3HHKIB.

18. CraTucTHYHI METOTH

(OCHOBHHMM LLUIAMH LLOrO NOCHIIKeHHT OYJTH BUBueHHS Ge3nekH, nepeHockMocTi Ta PK nosrophux no3
744 LA abo B xombinauii 3 TMC278 LA. JKoanux dhopManbHHX CTATHCTHYHKX [INIOTE3 HE
nependaqanocs nepesipati. Tam, ge ue 6yno AOUIABHO, BAKOPHCTOBYBABCA OLIHOUSHEA miaxin, i 6yau
o0y AoBaHi TOUKOBI ouinky Ta nosipyi iHTepeans ( CI).

lant koHueHTpauii-yac mnasmu GSK1265744 Ta TMC278 aHanizysalli HEKOMITAPTMEHTHHMH METOaMH
3a nonomoroio nporpaMu WinNonlin 5.2 abo Hosiwof Bepcii. Ha ocHOBI JaHMX 3a/1€KHOCTI
«KOHLIEHTDALIIA B MLIA3MI - Hac» 14 KOKHOT JO3H NpPH WOMiCI4HOMY ab0 1OKBAPTANBLHOMY BEENEHHI
OUiHIOBA/M Taki napameTpH PK miciis NOBTOPROrO BHYTPILIHLOM'S30B0r0 ab0 iAUIKIPHOTO BBEASHHS:
IUT01LA Ni/Jl KPHBOIO "KOHLIEHTPALliA B I1a3Mi - yac” Bif HyJBOBOTO YACY A0 KiHUS IHTEpBay 103yBaHHA
(AUC(0-t)), MaxcHMasbHa KOHLIEHTPALA, 110 criocTepiraeTbea (Cmax), 4ac 10 MaKCHMAJILHOT
KOHLIEHTPAllil, L0 CIIOCTepIraeThes (tmax), KOHLEHTpaLtis HApyuKiHi iHTepBaty fosysanHs (Ct) a
yABHUH KINPEHC Nics nosacyauHHoro 3acrocysanus (CL/F). Bynu BusHaueni il napaMeTpH,
BIJIIOYAIOUHM KOHCTaHTY WIBMAKOCTI eNiMiHallil TepMiHanbtol dasm (1z) Ta mepion HamiBBUBENEHHS
repMinansHoT asu (t1/2). Jlani PK 6ynu npencraeneni y rpadiuniii ta/aGo tTabnuuniit popmi ta
[y3aranbHeHi B OMHCOBIHN dopmi.




19. Jlemorpadpivni MOKasHUKH AOCTIHKYBAHOI NOIMy AT (cTaTh, | [lemorpadbiuni gani TepopanbHui nepion :{or;:én)ra 1 :(or;nata 2 KoropTa 3 {n=10}KorepTa 4 (n=10)
- nepopansKoro n= n=
BIK, paca TOIIO) npwiiomy (N=47)
Bik (pokig), CepenHe sHadeHHs (SD) 39,5(13,89) 396 36,5 430 42,4
{12,96) {13,74) {14,02) (15,79)
Cratb, n (%)
Kinoua: 17(36) 4(40) 440 4(40) 440)
Yonosiva; 30 (64) 6(60) 6(60) 6(60) 6(60)
BMI (kr/ m2), Cepente sHauenms (SD) 26,13 28,11 2441 26,84 25,26
(2,86) (2,96) (3,03) (247 {2,23)
3pict (o), CepenHe 3HaueHHs (SD) 173.8 1758 174,3 1716 1723
' (8,58) {6.41) {9,74) {9,26) (9.44)
Maca Tina {kr}, CepepHe aHaueuHs (SD) 79,18 87,19 74,49 79,02 75,07
{11,94) {11,89) (13,66) (9,46} : (9,74)
ETHiuta npuHanexHicTs, n (%)
lenaxcbkoro Ymt 4(9) 0 1(10) 2(20) 0
NATUHOEMEDUKAHCEKOIO NOXOKEHHS:
He fcnaHcboo Y 43(91) 10 (100} 9(90) 8(80) 10 (100)
JIATMHOBMEPUKAHCEROO NOXOMKEHHS:
Paca, n (%)
Adipo- 10(21) 3(30) 1(i0) 1(10) 3(30)
aMEPVKaHCLKOTO/athpMKaHCHKOM
NOXOMKEHHA
AsiaTceke- CXifHOa3iaTchROMD 1(2) 0 0 0 1(10)
NOXOMEBHEHHS!
Binowwixipi - 35(74) 7(70) 9(a0) 890} 5(50)
BinowkipifeBponeicskoro
NOXOMKEHHS
3milana paca 1(2) 0 0 0 1(10)

20. Pe3ynsTaTh eeKTHBHOCTI

[HouBinyansHi napameTpu 744 PK masmu micia NepopaibHOTO, BHYTPIILHLOBEHHOTO T2 B/B BREACHIL
103 HABSACHI Ta MiICYMOBaHI 33 BUaMH JiKyBaHHa. Bubpani napamerpu PK, yaaranseni 3a MeToaamu

[rikyBaHHi, Takox npencTaBneH B Tabauui Hibkve, BpaXoByIOuH BiIHOCHO KOPOTKHiL 28-1eHHuUi

IHTEpBAi 103YBAHHA A1 KOTOPT MOMICAYHOrO ZO3YBaHHS (KOTOPTH 3 1 10 3) TIOPIBHAHO 3 OL{iHKAMH
[yIBHOTO NIEpioy HAMBBUBEEHHS, JaHUX OYII0 HENOCTATHEO, WOO NOBiTOMHTH npo 744 LA Iz ta
ysBHUA t1/2 nna Gy ap-aKHX cy6'exTiB, K OTPHMYBANM HABAHTDKYBANHHY 103y 800 Mr
BHYTPILUIHBOBEHHO, Ta JIA BCIX Cy6'ekTiB, OKpiM OfHOrO, AKi OTpHMYyBany 103y 2 a6o 3. i napameTpu
HACTILEe PEECTPYBAIHCA MiC/A J03K 4 WOMICSUHOT CXeMH TiKyBaHHSA, KoJu Binbip spazkis PK

TPOJIOBIKY BATH [ICHS 28-7EHHOTO iUTepBaNTy TO3YBaHHS, 4 TAKOXK MIC/A 060X J(03 IOKBAPTAIEHOT CXEMH
rikyBanHa 800 Mr IM (koropra 4).

Peatome napametpis nnasmu 744 LA PK nicns noBTOpHOTO REPOPansHoro, BHYTPILUHLOBERHOIO Ta B/E BESHEHHA

nosni




n AUC(0-1) CLIF Cmax Ct Az 12 tmakc?
TMikyBaHHs (ur.wimn) | (nfrog) | (urivn) urimn) (11 {neHb} (aetn)
AeHb)

744 30mr 43 | 147 (27) 0,20(27y | 8,30 (26) 4,87 (30) HA HA 2,00(1,0-8,0)

nepopancHo

QD Lead-in

744 LA B0OMr | 30 | 1178(83) 0,423 (46) | 2,50 (80) 1,76 (47) HA HO 13,00 (6,0

1M LD 3aranbHi 28,0)

koropty 1-3

Koropra 1

800 mr IM LD 10 | 1051(567) 0,35 (83) | 2,11 (76) 1,72 (51) HO HO 20,00 (6,0-
28,0)

200mrSCD2 | 10 | 1304 (27) 0,135(16) | 2,22 (30) 1,90 (25) HO HA 16,50 (6,0-
28,0)

200mrSCD3 | 10 | 1315(19) 0,155 (16) | 2,21(20) 1,77 (16) HA HO 6,00 (0,0-
20,0)

200mrSCD4 | 10 | 1244 (23) 0,16 (24) | 2,11 (21) 1,66 (31) 0,017 (42) { 46,67 (11) | 6,00 (2,0-
13,0

Baranom 200 30 | 1287 (23) 0,158 (21) | 2,18(23) 1,77 (24) 0,017 (42) | 46,67 (11) | 6,00 (0,0-

Mr SC 28,0)

Koropra 2

800 mr IMLD 10 | 1244 (77) 0,387 (25) | 2,70(99) 1,78 (54) HO HA 13,00 (6,0-
28,0)

200 mr IM D2 9 1348 (39) 0,13°(29) | 2,68 (45) 1,71 (25) 0,03M 21,81 6,00 (2,0-
28,0)

200 Mr Bfm 9 1365 (17) 0,151 2,53(20) 1,64 (36) HA HO 6,00 (2,0-

TMC1200 mr (18) 28,0)

IMLD

200 mr IM 9 1242 (39) 016 (39) | 215(31) 1,61 (64) 0,0212 46,612 6,00 (2,0-

TMC900 mr IM {30) (26) 27,0)

Koropra 3

800 mr IMLD 10 | 1252 (61) 0.48%(57) | 2,74 (72) 1,78 (41) HI HO 6,00 (6,0-
28,0)

400 mr IM D2 10 | 2010¢31) 0,16%(12) | 3,79 (40) 2,60 (24) HI HA 6,01 (2,0-
28,0)

400 mr 1M 10 | 2182 (28) 0,198 (32} | 4,03 (40) 2,69 (28) HA HAO 6,00 (2,0-

TMC1200 mr 28,0




IMLD

400 mr 1M 10 | 2473(26) 0,16 (26) | 4,41(31) 3,27(27) 0,02° (30) | 30,59(37) | 6,00(2,0-
TMCB00 mr [M 13,1)
Koropra 4
800 mr IM 1 10 | 2817 (53) 0,276 (61) | 2,70 (99) 0,74 (97) 0,031 23,912 16,50 (2,0-
{(39) (40) 83,0)
800mriMQ2 (9 4468 (52) 0,18(53) | 3,31(59) 1,10(140) | 0,027(77) | 26,87 (62) | 15,00(6,0-
42,0)
800MrIMQ1, |19 | 3570(57) 0,211 2,97 (79) 0,89(116) | 0,03% 24,914 15,00 (2,0-
Q2 3aranom {59) {55) (47) 83,0)

HA = Hemae agHux

1 cepete reometpuute (CV%)
2 mepiaHa (giana3oH)
3n=12; 4n=2; n=3; %n=7; "n=4; 8n=20; %=6; 1n=10; 1'n=1; ?n=5; 1¥3n=16; 1*n=9

[laauBinyaneni napamerpu TMC278 PK nnasmu nicns BHyTPilIHLOBEHHOrO BBEAEHHS HaBEICH! Ta
miacyMOBaHi 3a TikyBaHHAM. BuGpaui napamerpu PK, yzaraneHeHi 3a MeTonaMH AiKyBaHH, TAKOX
npeacTapneHi B Tabnuni Hwke. SK i B pocnimkenni 744, nanux 6yno HeIOCTaTHRO, WOH N0BILOMHTH
npo TMC278 Az i t1/2 pna 6inpmocTi cy6'eKTiB MIC/A BBE)ICHHS HaBAHTOKYBANbHOT 1034 1200 Mr
BHYTpilHBOBeHHO (TMC278 Jlo3a 1). Lii napamerpu yacriute peecTpyBanucs nicia npuiioMy no3u 2
npenapaty TMC278 y micsuHux cxeMmax, ne sialip 3pazkis PK nponorxysasces nicns 28-neHHoro
iHTepBaNy MK IpHAOMaMH.

Pestome napametpis nnaamu TMC278 PK nicns noBTOpHOro BBeieHHA BHYTPIlUHLOBEHHOT 03K 1

IM

n | AUC(0-t) | CLFF Cmax Ct Az t1/2 tmarc?

JlikyBaHHA (Hrimm) (nfrog) | (Hrfmn) {Hr/imn) (11 {(oeHb) | (geHn)
AeHb)

Koropra 2
GSK744 LA |9 | 52762 (51) | 25,93 109 (53) | 61,6(64) | 0,054 13,9 6,00 (1,8-
200 mr M (50) (11) 20,0)
TMC1200 mr
IMLD
GSK744 LA |9 | 74420 (35) | 12,1 (35) | 168 (37) | 79,1 (44) | 0,025 36,0 6,00 (2,0-
200 mr M {21) 13,0)
TMC900 mr




Koroprta 3

GSK744 LA 10 | 52703 (29) | 22,38 108 (30) 64,0 (34) | HO HA 6,00 (2,0-
400 mr IM (31 28,0)
TMC1200 mr

IMLD

GSK744 LA 10 | 63656 (34) | 9,43 (34) | 126 (32) 78,9(39) | 0,026 41,96 9,50 (2,0-
400 mr 1M (29) (20) 27,0)
TMC600 mr

IM

HI = Hemae aaHux

! cepeaHe reomeTpuyHe (CV%)
2 mefliaHa {nianasoH)

=7, “n=2; 5n=5; n=6

21. PeaynsTaTy Hesneku

Y Beix cy6'exti y 4-x koroprax (xoroptax 1, 2, 3 14), ski orpuMyBany in'exuii LA, crocTepiranacs
wonakiMeHle oaHa AE, i naitwactitmmu [P 6ymu peaknii y micui BBenenns (ISR) y ecix koroprax. Bei
[P npu nikyeaHHi TUTbkH Npenaparom 744 ta Bei [1P npu mikyeauni npenaparom 744 LA Ta npenapatom
TMC278 LA Oynu migcyMmoBaHi.




3BeaeHHs Beix P 3a koroptaMy (knac SOC)

Kinkkicts cy6'ekTib 3 AE n(%) (knac SOC) :?:r‘? [';)Ta 1 :(nozr: {F]))Ta 2 :(no=r1o [?)Ta 3 :(noif g;a 4
KinbkicTh cy6'ckTia 3 6yob-akum AE (knac SOC) 10(100) 10 (100) 10 (100) 10 {100)
Jarankhi poanagy Ta peakLii B MicLli BBEGEHHS 10(100) 10 (100) 10 (100) 8 (80)
IHeruyii 7a iHBaaii 4(40) 5 {50) 6 (60) 4 (40)
TopyiueHHn 3 Goky HEPBOBOT CHCTEMM 4(40) 5(50) 5(50) 2(20)
[opyLueHAs 3 BoKy ONOPHO-PYXOBOTO aNAPATY T2 CONYHHOT TKAHUHM 2(20) 5 (50) 2 (20) 6 {60)
Tpas_Mn, OTPYEHHA T3 YCKNB/KEHHA, CIPUYMHEHE NpOBEABHHAM 4(4(]) 1{10) 3 (30) 3 (30)
OCHIAHKIBKYX NpOUeayYD

[opytiueHHa 3 Goky LINYHKOBO-KULLIKOBOIO TPaKTY 1{10) 2 (20) 3 (30) 5 (50)

3 GOKy AMXEnLHOT CHCTEMM Opraris rpyANCT KNTKK Ta CepenoCTiHH 2(20) 1(10) 2 (20) 4 (40)
MopywenHs 3 Boky wkipy Ta NigLWKPHOI KIITKOBUHK 1(10) 0 5(50) 2 (20)
Mopyurens 3 BaKy PENPOAYKTMBHOT CHCTEMM Ta MONCHHUX 33M103 0] 2(20) 0 2(20)
ocnimyeHHn 0 0 3(30) 0
opyWweHHs 3 BOKY HUPOK | CE40BMBIAHMX WHIRXiE 0 0 2(20) 0
TlopyleHHa 3 Boxy oBMiHY peqoBKH i XapuyBaHHa 0 0 2(20) 0
[cuxivkHi NopyLieHHs 2(20) 0 0 ]
[MopywenHs 3 Boky oprais cnyxy Ta pieHosam 1(10) 0 0 0
CynwhHi posnagu 0 1(10) 0 0

Koropra 1= lepopansHo 744 30Mr koxwi 24 ropuv X 14-are. 744 LA 800mMr iM (2X400mr posiyennenuii LD) {1-i
Micaub), 744LA 200mr SC (no ofwil goai koxHoro Micsius 2,3 i 4).

Koropra 2= MNepopansHo 744 30Mr koxwi 24 rogunm npotsrom 14 anis, 744 LA 800mr IM (2X400mr poswyenneHuii LD)
{MicALp 1), 744 LA 200mr IM (Micaub 2), 744 LA 200Mr IM + TMC278 LA 1200mr IM poswwennentit LD (Micaub 3),
744 LA 200mr IM + TMC278 LA 900mr IM (Micsup 3).

Koropta 3= MNepopantto 744 30mr q24h X 14 gHis, 744 LA 800Mr BHyTpilLHb0BEHHO (2X400Mr poalwenneHuit LD)
(Micsiyb 1), 744 LA 400Mr BHYTDILUHB0BEHHO (MicAL 2), 744 LA 4 400mr BHYTpilUHbOBEHHO + TMC278 LA 1200mMr
BHYTPILLHEOBEHHO poswennenmit LD (micsiup 3), 744 LA 400Mr BHYTPiLUIKL0BEHHO + TMC278 LA 600Mr
BHYTRILWHEOBEHHO (Micslb 3).

Koropta 4= INepopans+o 744 30Mr koxHi 24 rogustu npoTsroM 14 axis, 744 LA 800mr IM (2X400mr poawjennenui LD)
{1- Ta 2-ii keapTanw).

‘Pealcui'i B micui BBegenns: Haiinommupeniworo peakili€ro B micui iH'ekuil michs seegenus 744 LA ta IM
TMC278 LA 6ys 6inb (71% Ta 82% BianosiaHo), 3a SxuM piaure CMOCTEPIranmucs epuTema, BiluyTTs
reria Ta By3nukv. Tpeoma naiinowperiumu peaxnismu y micui Beesicnns SC 744 LA Gynu epUTEMa
[y Micli in'exuii, 6ib Ta BY3MMKH, AKi BHHMKAIM 3 OQHAKOROI) YaCTOTOIO.

Tpusanicts 3 uaiikpauwx noxiii ISR ans 744 IM, 744 SC i TMC278 IM uase/cHo B TabauIli HuKYe.




Cepezml SHAYEHHA TPUBANOCTi OO0 TA CPHTEMH, Ak NPABUIO, GYIIH KOPOTIUHMH i CTAHOBWIK <8 JIHIB,
[TON] AK BY3THKH May Ginlbiuly TpHBAICTS | 6y/u npHCYTH y marienTis MPOTATOM JEKUTBKOX MiCAIB.

micuem BEEAEHHA iH'eKuil

3BefeHa IHdJopmaum Npo TpUBanicTL (Y AHAX) ToN-3 nogin 744 LA Ta TMC278 LA ISR 3a TiKYBaHHAM Ta

Mogis ISR

744 LA IM (n=122)

744 LA SC (n=76)

TMC278 IM (n=42)

Binb y micLj BBeeHHS 5 (1-32) 6 5(3-14) 4 (1-10)
Epurema y MicLi BBesieHHs 14 (1-31) 8 (1-33) 5 (5-5)
BY30r Ha MicLi BBeieHHs |23 (5-71) 64 5(5-198) 56 (24-65)

HaHi nogaro e aHax sk mediany (gianasoH)

I'Ipl—i omHuci xoroptH, [CP 6ynu Haiibinbw MONTHpeHHMH [IP. Haii6inbw yacto onucysanoo I[P,
nos's3aHoro 3 ISR, 6ys Ginb y micwi in'exuii, 3a axum ciigysanu CPUTEM, TETIOTa, BY3THKH,
yIinbHenns, ceepbix, HaGpak i smina KOnBOpy wkipu. ¥ koropti 1, e onHa in'exuis 744 LA M 800 mr
CYNpOBO/UKYBaacs Tphoma ImOMicTYHAMH iH'ekuiamu SC no 744 LA CocTepiranacs BHILA 4acToTa
EPHTEMH, Blﬂqy'rm Aapy, By3JIHKIB, YILITEHEHE | cBepGexy TOPIBHIHO 3 roropramu 2, 3 i 4, fe
BBOAMAKCS TLIBKH BHyTplLquOBeHm no3u. BiaxocHi noxasHuku ISR cyTTeBo He Bmpxsﬂxnnca MK
rpynamu, sxi OTpUMyBanu in'ekuii IM NpoTAroM yeboro nocnimxenHs (rpymu 2,3 i 4).




Hattnowwpeniwi peakuil y micui BBegenus (> 3 ocid) 3a koropramu

Peakuis y micyi BBegeHHs :fgf&m 1 (Krﬁ__rf l?)Ta 2 Koropra 3 (n=10) :;0__!-,? (']))Ta 4
Byab-sxuit cy6'ekr 3 nogicto B

iciyi BBeeHHA (%) 10{100) 10 (100) 10 (100) 8 (80)
Binb 10{100) 9 (30) 9 (90) 6 (60)
Eputema 10(100) 2 (20 3 (30) 2 (20)
Tennora 8(80) 1(10) 3(30) 1(10)
Nodule 7(70) 2 (20) 2 (20) 1(10)
YiLinbHeHHs 7(70) 2 (20) 1(10) 1(10)
Ceepbix 4(40) 0 0 0
Habpsxk 3(30) 0 1(10) 0
3nebapereHHn 3(30) 0 0 0

KKoropra 1= MepopanbHo 744 30Mr koxHi 24 roaunm X 14 AHiB. 744 LA 800mr IM (2X400mr posiwennenuit
LD) (1-# micauy), 744 LA 200mr SC (no ogilt goai koxHoro micaua 2,31 4).

Koropra 2= Mepopansto 744 30mr koxHi 24 rogvHy npotarom 14 phis, 744 LA 800mr IM (2X400mr
posenneniit LD) (micsiup 1), 744 LA 200mr IM (micsup 2), 744 LA 200Mr (M + TMC278 LA 1200mr
IM poawiennenmit LD (micsab 3), 744 LA 200mr IM + TMC278 LA 900mr IM {micsup 3).

Koropra 3= Mepopansto 744 30Mr koxHi 24 roavu npotarom 14 pHis, 744 LA 800mr IM (2X400mr
posiennenuii LD) (micawb 1), 744 LA 400mr IM (micAub 2), 744 LA 400mr IM + TMC278 LA 1200mr
IM poawennenmii LD (micsyb 3), 744 LA 400mr IM + TMC278 LA 600mr IM {micaup 3).

Koropra 4= MepopansHo 744 30mr koxHi 24 rogusu npotarom 14 aHis, 744 LA 800mr IM (2X400mr
posttienstenuii LD) (1-it Ta 2-it keaptanm)

3Be/leHi NaHi Ipo MaKCHManbHY inTencusticTs/kmac IIP ISR mas 744 LA IM, 744 SC i TMC278 IM Ha
PiBHI Okpemux o6'eKTiB HaBeneHi B TabmuLi HH3KYE, 1 Bei nogit [SR Gynu 1-ro abo 2-ro KJIacy.

Saranbaui npodins ISR He aminupes | ne MOTiPIUKMEBCS MIC/A MOBTOPHUX IH'EKIH, BHXOIIMH 3 4aCTOTH
BHHHKHeHHs ISR 3 rumMHOM uacy. :




3BeneHa iHdopmais npo YacToTy Ta TRMKICTE peakLiu y Micui iH'exuil y piaimx rpynax NiKyBaHH#
33 nogiaMu
Saranbhi iW'exyyii T44 LA IM 744 LA SC MC278 IM
Cy6'exty 3 in'ekuisima (N) |40 10 19
3aranbHa KinexicTo in'ekuiit (n) [156 30 57
SaranbHa Kinbkicts nogii ISR (145(100) 130(100) 45(100)
n(%)
Byab-sika Crymitb 1 n (%)118(81) 128 (98) 39 (87)
byab-sika Ctynikb 2 n (%)128(19) 2(2) 6(13)
Binb 104(71) 25 (20) 37 (82)
1 CTYMiHL76(52) 25 (19) 31 (69)
2 cTynikb(28(19) 1(<1) 6(13)
Epurema 11(8) 28 (22) 2(4)
1 cTyninbl11(8) 28 (22) 2(4)
2 CTyniHE0 0 0
Nodule 7(5) 22 (17) 3(7)
1 cTyniHb7(5) 22 (17) 3(7)
2 cTyniHL0 0 0
Tenno B micLy BBeaeHHs 9(6) 15(12) 1(2)
1 cTyniHp9(6) 15{12) 1(2)
2 cTynine0 0 0
YiLlinbHeHHs 5(3) 17 (13) 1(2)
1 cTyniHb5(3) 17 (13) 1(2)
2 CTyniHLl0 0 0
JaHi nogaso B AHAX K Megiany (ianasoH)
iHe nos'asani 3 ISR [TP
Ysaranbhena inbopmalis npo nos'szaui 3 NiKapCHKUMH 3acoBamu eizonsiiini [TP 32 MAKCHMAIILHOIO
IHTEHCHBHICTIO/CTYIEHEM HaBeeHA B Tabnuui vwkye. Tonosuuii Gims (9%) GyB He nos'azanoo 3 ISR




peakieto TP, 3apeecTporanolo naifyacrilie y rpyni nepopanbHoro 3acrocysanus 30 Mmr 744, axuii 6ye
NErKoro CTyIess iHTeHcHBHOCTI. ['onorHuit 6Tk cnocTepirages HeyacTo MR Yac iH'eKIiHHOT a3y
nocnimxeHHs. Ilpo inmi He moe'a3adi 3 ISR TP noeigoMnserscs Hedacro, 6e3 wiTkol TeHASHUIT WOAO
Inoszyeanns IM abo SC.

3BeeHa iHGopmalLlia Npo He NoB'A3aHi 3 HapkoTUkamu AE 3a MakcUManLHOK
iHTEHCMBHICTIO/CTYNEHeM TAXKOCTI

MNepopaneHi (n=47) [[M (n=40) SC {n=10)
Kinbkicte nocnigxkyeannx 3 AE [erki  [MomipHi MNerki [ToMipHi Merki  |MomipHi
n (%) TepMiH, AKOMY HafjlaeTLCA
nepesara
KinbkicTe 06'exTiB 3 byab-sikoio AE 7(15) |1 (2) 6 (15) 3 (8) 1(10) |0
onosHKiA binb 49)  [1(2 1(3) 1(3) 1(10) |0
binb B XMBOTI 12) [0 1(3) 0 1100 0
MigeuLLEHHR piBHA 0 0 1(3) 0 0 0
anaxiHamiHoTpaHchepasu
ApTparris 0 0 1(3) 0 0 0
3anamMopo4eRKs i2) 0 0 0 0 0
EpextunbHa AUCHYHKLISA 0 0 0 1(3) 0 0
MeTeopvam 120 0 0 0 0 0
[igButleHui aneTut 1) 0 0 0 0 0
HeBigknagHicTh MiKCTYPH 0 0 1(3) 0 0 0
[lepnchepuyni Habpsku 0 0 1(3) 0 0 0
Binb 0 0 1(3) 0 0 0
Bink y KiHuiBui 0 0 1(3) 0 0 0
Papurit 0 0 0 1(3) 0 0
Caepbixk 0 0 1(3) 0 0 0
Bucun 0 0 1(3) 0 0 0
PrHopen 0 0 1(3) 0 0 0

22. BucHoBox (3aiunioueHHs)

e 744 1A 3aranom nodpe NepeHOCUBCs NpH 3acTocyBaHHi okpemo abo 3 TMC278 LA. ISR 6ynu
NOIIHPEHUMH, aje, K IPaBHiD, IETKOTO CTYIHeHd TKKocTi, 6e3 ISR 3 abo 4 crymeus, i skogex
YHacHHK He BURNIOB 3 nocnimxenns depes ISR. Tlpo 6ins y Micui in'exuii naiivacrine
MOBIAOMIIANOCA PA30M 2 epMTEMOl0, ale OOUBa ABHIIA YU KOPOTKOYACHHMH (Me,uiaHa <8
JI[HIB) YacToTa BUHMKHEHHS BY3JIHKIB 6y.rla BHILOKO ¥ THX, XTO OTPHMYBaB MiAlIKipHO 744 LA
HDDK y cy6'eKTIB, AKI OTPUMYBATH BHYTPIIIHEOM'A30B] {H €Kil




byino nebararo nos's3anux 3 nikapcekumu 3acobamu [P, siki He Oynu nos's3awui 3 ISR.

Hapanraxysanbha 103a 744 LA 800 Mr BHYTDILIHBOBEHHO 3 MOAATBIIHME LOMICTYHUMH
in'exuismu 200 Mr BHYTPiLIHBEOBEHHO a60 400 M BHYTPILIHBOBEHHO 3abe3nevysana
KOHUEHTPALLK0 744 y nna3mi HaNpHKiHUi iHTEpBATY 103yBaHHS, L0 NEPEBHUIILYBa/la CKOPHIOBaHY
Ha 3B's3yBaHHs 3 Ginkom 1C90 wonaiimenie y 4 pasu.

KonuenTpauii B kiHwi intepany no3ysanus wis 1034 744 LA 400 mr Oynu npubausso B 1,5
Pa3H BULUMMH, HiK 114 1034 744 LA 200 Mr BHYTPillIHBOBEHHO.

PK 744 LA 6ynn noniGHumu Mixk mikipHolo Ta BHYTPiluHBOM 8308010 103amu 200 wr.

BapiabenbHicTs y upoMy aocnimkenni Gyaa Bia HU3bKOT 10 nomipHoi s gopmu LA 744 i
MOAIGHOIO /10 TaKOT MPH MEPOPaTBLHOMY 3aCTOCY BAHHI.

O6uasi nosu TMC278 LA 3abe3neuysanu noaiGHi Cepe/iHi KOHUEHTPALIT B M1a3Mi KPOBI
HANPHKIHLI APYroro iHTepBaty 103yBaHHA Ta MOPIBHAHHY €KCMIO3HLLIIO 3 EKCMO3HLIEI0, 1O
AOCATACTLCS TIPH NEPOPATILHOMY NpHiioMi 25 mr Ha 106y TMC278 (daza 3).

3asBHUK (BIACHHK PEECTPALiHOTO MOCBiIYeHHS )

(mianwmc)

Kapen I'peiirskep (Karen Grainger)
Biue-npesunent, Kepisuuk sianiny HOPMAaTHBHO-NPABOBOI'O PEryJIFOBAHHS
BiiB Xesckep (ViiV Healthcare)
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Study ID-LAI117008

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

An Open Label, Non-Randomized, Mass Balance Study to Investigate the Recovery,
Excretion, and Pharmacokinetics of 14C-GSK 1265744 Administered as a Single Oral
Dose and a Placebo-Controlled, Randomized Study to Describe the Pharmacokinetics
of a Supratherapeutic Dose of GSK1265744 in Healthy Adult Subjects.

Study LAIT117008

6. Phase of clinical trial

Phase 1

7. Period of clinical trial

from [08May2013] — [10July2013]

8. Countries, where clinical trial has been conducted

USA

9. Number of trial subjects

Part A:
planned: 6
actual: 6
Part B:
planned: 10

actual: 9




10. Main purpose and secondary objectives of CT

Primary
Part A

¢ To determine the total recovery and relative excretion of total radioactivity in
urine and feces after a single, oral solution dose of [14C]-GSK1265744.

e To describe the pharmacokinetics of plasma GSK 1265744 and total radioactivity
in blood and plasma after a single, oral solution dose of [14C]- GSK1265744.

Part B

o To assess the safety and tolerability of single, supratherapeutic dose
_ administration of GSK 1265744 150 mg when compared to placebo.

e To evaluate the plasma GSK 1265744 PK following administration of a single
supratherapeutic dose of GSK 1265744 150 mg

Secondary
Part A

» To evaluate the safety and tolerability of GSK1265744 following single-dose,
oral administration in healthy subjects.

¢ To determine the blood:plasma ratio of [14C]-GSK1265744-related material
and the amount of total radioactivity associated with blood cellular
components.

e To define the metabolic profile of GSK 1265744 in plasma, urine, bile, and
feces and to identify and quantify (where possible) major metabolites in these
matrices following administration of a single oral solution dose of [14C]-
GSK1265744.

11. Clinical trial design

This was a 2-part study in healthy adults. Part A was a phase 1, nonrandomized,
open-label, single-dose, single-centre mass balance study utilizing a radiolabeled dose

to investigate the recovery, excretion, and pharmacokinetics of oral GSK1265744 in a




cohort of 6 healthy adult male subjects.

Study Design: Part A

Part Sample Size {active) Day 1

A 6 Treatment A: 30 mg

Treatment A: 30 mg 14C-GSK1265744 of approximately 70 pCi (0.96 MBq) of radioactivity x 1 dose (fasted)

Part A consisted of a screening period, a treatment phase, and follow-up evaluations.
Subjects underwent a pre-study screening visit within 30 days of the first dose and
those who successfully passed pre-study assessments and met eligibility criteria were
enrolled into the study. Subjects in Part A received the equivalent of a 30 mg

(26.7 mg mean) dose of GSK 1265744 as an oral solution, containing approximately
70 puCi (0.96 MBq) of radioactivity under fasted conditions. Blood, urine and fecal
samples were collected for a minimum of 336 hours (14 days) to a maximum of 504
hours (21 days) following study drug administration. Measurement of total
radioactivity present in individual samples (plasma, urine, and feces) was performed.
Subjects could have been discharged from the unit as early as the morning of Day 16
if total radioactivity in 2 consecutive 24-hour collections (288-312 hours post dose
[Day 13-14] and 312-336 hours [Day 14-15] post dose) in both urine and feces
combined were < 1% of the administered dose. In the event that total radioactivity in
feces and/or urine was >1% of the administered dose at 336 hours, subjects were to
remain in the research unit and continue to collect 24-hour urine and feces until the
amount of radioactivity had dropped below 1% of the administered dose in 2
consecutive 24-hour collections. Subjects could have remained in the unit for up

21 days. Additionally, a sampling of bile was collected utilizing the Entero-Test to
qualitatively assess metabolites of GSK1265744. Safety was assessed by vital signs
(heart rate and blood pressure), 12-lead ECG, clinical laboratory tests, AE
monitoring, and physical examinations.

Study Design: Part B

Part Sample Size N Day 1

B 8 Treatment B:150 mg

2 Treatment P: Placebo




In Part B, 10 subjects were enrolled to evaluate the single-dose safety, tolerability and
PK of supratherapeutic dose of GSK1265744 150 mg compared with placebo.
Subjects had a screening period, a treatment phase, and follow-up evaluations. The
pre-study screening visit occured within 30 days of the first dose and those who
successfully passed pre-study assessments and met eligibility criteria were enrolled
into the study. Subjects enrolled in Part B were not the same subjects enrolled in Part
A of this study.

After an overnight fast of at least 8 hours, each subject received a single dose of
GSK1265744 150 mg or placebo on Day 1. Each dose was administered under
fasting conditions in the morning. Serial PK samples were collected for 336 hours

14 days following dosing. Subjects were housed in the unit until completion of 72-
hour assessments and returned for PK collection and safety assessments on Days 6, 8,
11 and on Day 14 for follow-up evaluation.

Parts A and B were independent of each other in terms of timing. Part B was dosed
prior to or at the same time as Part A.

12. Main inclusion criteria

For Part A, male subjects between 30 and 55 years of age and for part B, male or
female between 18 and 60 years of age inclusive, at the time of signing the informed
consent with BMI within the range 18.5-31.0 kg/m? (inclusive).

13. Investigational medicinal product, mode of administration and
strength

Part A

Treatment A= GSK1265744 30 mg single dose; administer orally as a single dose;
unit dose strength(s)/dosage level: 30 mg GSK1265744 (mean dose 26.7 mg as
(GSK1265744 free acid); batch number: R18120/44/1

Part B
Treatment B = GSK.1265744 150 mg single dose; unit dose strength(s)/dosage level:

tablet strength: 30 mg / 5 tablets for 150 mg dose; 132371157, batch number:
132371157




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

Part B

Treatment P = Placebo tablets to match GSK1265744; administer orally once; batch
number: 121349098

15. Concomitant therapy

Permitted Medications: Acetaminophen, at doses of <2 grams/day was permitted for
use. Other concomitant medications were to be considered on a case by case basis by
the investigator in consultation with the GSK Medical Monitor [if required].

16. Criteria for evaluation efficacy/PK.

Efficacy not evaluated in this study.

Part A

Primary

e Percent recovery of total radioactivity in urine and feces.

» Area under the concentration-time curve from time zero (pre-dose) to last time of
quantifiable concentration within a profile [AUC (0-1)], Area under the
concentration-time curve from time zero (pre-dose) extrapolated to infinite time
[AUC (0-c0)], Maximum observed concentration (Cmax), Time of occurrence of
Cmax (tmax), Terminal phase elimination rate constant (Az), apparent terminal
phase half-life (t1/2), and oral clearance (CL/F) of plasma GSK1265744 and total
radioactivity in plasma and blood following oral solution [14C]-GSK 1265744
dosing.

Secondary

» Blood:Plasma ratio of total drug-related material (radioactivity), Percent of
total radioactivity associated with red blood cells.

¢ Collection of samples for use in a separate study for characterization and
quantification of GSK1265744-related metabolites in plasma, bile, urine and
fecal homogenates.

Part B
Primary
¢ Plasma GSK1265744 PK parameters following a single-dose administration of

150 mg under fasted conditions: Area under the concentration-time curve from




time zero (pre-dose) to last time of quantifiable concentration within a profile
[AUC (0-t)], Area under the concentration-time curve from time zero (pre-dose)
extrapolated to infinite time [AUC (0-o0)], Maximum observed concentration
(Cmax), Time of occurrence of Cmax (tmax), Terminal phase elimination rate
constant (Az), apparent terminal phase half-life (t1/2), and oral clearance (CL/F).

17. Criteria for evaluation safety

Part A
Secondary

e Safety and tolerability parameters, including adverse events (AEs), vital signs,
ECGs, and clinical laboratory assessments.

Part B
Primary

o Safety and tolerability parameters, including adverse event, concurrent
medication, clinical laboratory, ECG, and vital signs assessments.

18. Statistical methods

This was an investigative study and no hypotheses or treatment comparison was
tested, and descriptive summary was provided.

PK analysis of the plasma GSK 1265744, plasma radioactivity, and whole blood
radioactivity concentration-time data was conducted using non-compartmental
methods with WinNonlin (Version 5.2 or higher). Actual elapsed times from dosing
were used in the PK analysis and the AUC was determined using the linear up-log
down trapezoidal rule. The following PK parameters were calculated for total
tadioactivity in whole blood and plasma and GSK 1265744 in plasma: AUC (0-1),
AUC (0-00), Cmax, tmax, Az, t1/2 and CL/F were calculated for plasma

GSK 1265744,

Plasma concentration-time profiles for GSK 1265744 were compared with those for
total radioactivity to estimate how much of the total measured radioactivity was due-
to metabolites. For plasma containing sufficient radioactivity, profiling and
identification of these metabolites were considered in a separate study.

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

Demographic characteristics were mostly similar across treatment groups. Of note,




the placebo arm was entirely female White Caucasian in Part B of the study whereas
the GSK 1265744 arm was more demographically diverse.

Heritage

Demographics

Age in Years, Mean (SD) 442(722) | 41.0(11.31) | 294(8.43) | 31.7(10.36)
Sex, n (%)

Female: 0 2 {(100) 5 (63) 7(70)
Male: 6 {(100) 0 3 (38) 3 (30)
Height (cm), Mean (SD) 176.7 (5.37) | 1643 (3.18) | 172.2(13.00) | 170.6 (11.99)
Weight (kq), Mean {SD) 88.8(9.99) | 70.1(14.78) | 81.4(14.85) | 79.1 (14.79)
Ethnicity, n (%)

Hispanic or Latino; 117 0 0 0

Nol Hispanic or Latino: 2 (83) 2(100) 8 (100) 10 (100}
Race, n (%)

African AmeticanfAfrican Herilage 4 {6T) 0 4 (50) 4 {40)
White — White/CaucasianfEuropean 2(33) 2 (100) 4 (50) 6 (60)

20. PK results

summarization.

Selected PK parameters summarized by treatment are also presented in (GSK744) and
2 (radicactivity), below. Individual GSK1265744 CL/F and Vz/F were adjusted to
reflect an actual dose of 28.0 to 28.4 mg of 14C-GSK 1265744 sodium salt prior to




Summary of Plasma GSK1265744 Pharmacokinetic Parameters Following [14C}-
GSK1265744 Single Dose Administration !
N | Cmax | AUC0w) | CUF VaiF R tmax?
Treatment
(ng/ml) | (pghfml} | [Uhr) L (hr} {r)
[=C} B 248 86.5 0.29 164 38.8 200
GSK1265744 (21) (25) {25) (22) {10} (0.98-3.00)

T geometric mean (CV30) with GSK744 Dose: 28.0-284 mg
2 median {range)

Summary of Radioactivity Pharmacokinetic Parameters in Blood and Flasma Following
[*C]-G8K1265744 Single Dose Adminiatrationt
n Cmax AUC(0-0) t12 tmax?
Troatment (ugd | (ughig () 09
Blood
6 143 56.1 304 1.52
[“CJ- (21) {26) (14) {0.98-4.00)
GBK1265744 Plasma
6 2465 107 412 1.52
{(21) (24) (16) (0.98-2.00)
1 geomelricmean (CV%) with GSK744 Dose: 28.1-28.4 mg
2 madian (range)

Selected individual pharmacokinetic parameters of plasma GSK 1265744 following
150 mg single dose by treatment are also presented in below.




Summary of Plasma GSK1265744 Pharmacokinetic Parameters Following GSK1265744
180 mg Single Dose Administration?

92.2%.

Treatment n Cmax AUG[0-0) GUF ValF t112 tmaxz
{ugfmL) (ng-h/ml) {Lhry | (D) {(hr) (hr)
8| 104 418 036 | 197 | 381 250
GSK1265744 150 mg (26) (32) 3 | @9 | 18 | (1.00409)
I geometric mean {CVH)
2 median {range)

The overall mean recovery of radioactivity in urine and feces samples was 85.3%
over the 384-hour study, with recovery in individual subjects ranging from 74.5 to

21. Safety results

All events except a Grade 2 AE of abdominal cramping were rated as mild in
severity, and there was no event in either part of study which led to withdrawal from

study treatment.
Summary of All Adverse Events
Number of Subjects with PartA PartB
Adverse Event n(%) GSK1265744 Placeho GSK1265744 150 mg
30 mg (n=2) (n=8)
(n=6)
Any AE, n (%) 2 (33) 1(50) 4{50)
Somnolence 117) Q0 0
Masal congestion 1{17) 0 [
Haemoglobin decreased 0 0 2 (25)
Blood creatining increased ) 0 1{13)
Ecchymosis ) 1 {50) 1013
| eukopenta 0 g 1[13)
Ahdominal pain a g 1{13]
Constipation 0 0 1{13)
Nausea 0 0 1{13)
Proteinuria a 1 (50 0




22. Conclusion (summary)

e A single oral dose of [14C]-GSK 1265744 (mean 26.7 mg as the free acid
(70.2 pCi)) was well tolerated during this study in healthy adult males. No
deaths, nonfatal SAEs, or withdrawals due to AEs were reported. AEs were
reported with a low incidence, all of which were considered mild in intensity.

e The total mean recovery was 85.3% of the administered dose with a mean
recovery of 58.5% in feces and 26.8% in urine.

e (GSK1265744 was the predominant circulating compound in plasma.

e (GSK1265744 and radioactivity tmax and t1/2 were similar, and exposures to
radioactivity were approximately 2-fold higher in plasma than in blood.

o (SK1265744 was observed to be present in all duodenal bile samples. The
M1 glucuronic acid metabolite was also present in some but not all of the
duodenal bile samples.

Part B

e A single 150 mg oral dose of GSK 1265744 was generally well tolerated. No
deaths, non-fatal SAEs, or withdrawals due to AEs were reported. Few AEs
were reported, of which only 1 (cramping) was considered moderate in
intensity.

e GSK1265744 150 mg did not achieve exposures significantly higher than steady
state exposures observed following the likely clinical dose of 30 mg once daily,
suggesting that a repeat dose strategy would be required to achieve
supratherapeutic for evaluation of effect of GS1265744 on QTec.

Applicant (registration certificate holder) \ : CSL/\_,_;

(signature) it

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare
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3BiT npo kainiune BAPodYBaHHA - 17

Hocaimxennsn ID-L.AI117008

1. HasBa nikapcbkoro 3acofy (3a HaIBHOCT] - HOMep peecTpauifHOro
OCBiI4EHH:)

AIIPETIO/I, Tabnerxn, BkpHTi MIiBKOBOIO 060/10HKOMI0, IO 30 MT

2. 3a9BHHK

BiiB Xenckep FOK Jlimiten

3. BHpobHuk

Bupo0HHOTEO Hepo3(acoBaHOro MPOAYKTY, KOHTPOL AKOCTi FOTOBOTO IPOAYKTY
[nakco Onepettmne FOK Jlimiten, mo sene gisnsHicts sk [nakco Bennkom Onepeitursc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

ITpatiopi Crpit, Bea, SG12 0DJ / Priory Streef_, Ware, SG12 0DJ

Benuka bpuranis

[lepsrnHE Ta BTOPHHHE NAKYBaHHs, KOHTPOJIb AKOCTI TOTOBOr0 NPOAYKTY, BHIYCK
cepii

Aegetina ne Exctpemanypa 3, Ton. Ina. Annexaenyepo, 09400 Apanaa ne dyepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

Icnianisa

4. [TpoBeneHi nocnimxeHus:

v Tak Hi, AKLIO Hi, 0OIpyHTYHTE

1) un nikapcbkoro 3acofy, 3a sikum Nposoauaacs abo NiaHyeTbes
peecTpauis

Jlikapchiyit 3aci6 3a MOBHMM 10CHE (ABTOHOMHE 0CLE), iHIIMI Nikapebkuil 3acif, HoBa
nitoua peuoBHHA.

5. lloBHa Ha3Ba KIIHIMHOrO BHNPOOYBaHHR, KOACBAHHI HOMEP KIITHIYHOTO
BUNpODYBaHHS

Binkpute, HepaHIOMizoBaHe, Mac-HalaHCcOBe AOCTiIKEHHS 3 BHBYCHHS BiAHOBIEHHS,
BHBeeHHA Ta papmakokineTuku 14C-GSK 1265744 npu onHopazosoMy nepopanbHOMY
NpuAoMi Ta M1aLet0-KOHTPOIbOBAHE, PAHAOMIZOBAHE LOCIIKEHHS s OIIHCY
(hapmaxokineTukH cynparepanesTHYHOI 03U GSK 1265744 y 3n0poBux opocnnx cy6'exrax.

Hocrimrenna LAI117008

6. Da3za KIHIYHOTO BUNIpOOYBaHHS Daza |
7. llepion kniKiyHOro BUIIPOOYBaHHA 3 [08 Tpasus 2013] — {10 nunug 2013]
8. Kpainu, B sKHX NpOBOAMSIOCH KAIHIUHE BnnpOGyBaHHﬂ CIJA

9. KinekicTs nocnigxyBaHux

YacTaHa A:
3ariaHoBaHo: 6
thakTHUHA KinbKicTs CYG'eKTIB BOCTIMKEHHS: 6

JacTaua B:

3annaHosaHo; 10

(dakTHYHA KINbKICTh Cy0'ekTiB gocaimKeHns: 9




10. Mera Ta BTOpuHHI 111 KiIiHIiYHOTO BHIIpOOYBAHUS

OcHoBHa

HacTHna A

®  BusHauury 3aTaibHe BiHOBNEHHA Ta BinHOCHE BHBCLIEHHS 3arajlbHOT pamioakTHBHOCT] 3
CEUCHO TA KATOM MICIIS O/JHOPA30BOrO NEPOPAIBHOIO npuiioMy no3u [14C]-GSK 1265744.

*  Onucaru papmaxokinernxy GSK 1265744 ¥ TIa3Mi KPOBI T4 3aralibHy pafiOaKTHBHICTD
Y XpoBi Ta niasmi micas oamopazoBoro nepopankHoro npuiiomy fo3u [14C]-
GSK 1265744,

Yactuua B
*  Ouinutu Gesreky Ta mepeHOCHMICTH ONHOPA30BOr0 3aCTOCYBAHHS CYNpATEPaneBTHYHOT
nosu GSK1265744 150 mr nopiruauo 3 nnane6o.

®  Ouinury mnasmosuit PK GSK1265744 nicna BBEIEHHSI OHOPa30BO]
cynpatcpanesTHuHol Jo3u GSK 1265744 150 mr

Bropuuni
YacTuma A

*  OuinuT Ge3neky Ta MepeHOCHMICTb npenapatry GSK 1265744 micns onnopazosoro
TepOpabHOro 3aCTOCYBAHHA Y 310POBUX A0BPOBONBLILE.

* BusHawiTH cnissigHOmeHHS [14C]-GSK 1265744, nos'ssanoro 3 KPOB'IO Ta
IJIa3MOI0, Ta KUIBKICTH CYMAPHOT PaioaKTHBHOCTI, MOB'A3aHOT 3 KIITHHHHMH
KOMIIOHEHTaMH KPOBi.

¢  Buznayuru mMetaGoniunuii npodin, GSK 1265744 Y [LasmMi, cedi, >KOBYi Ta Kalli, a
TaKOX iReHTHGIKYBATH Ta KiTbKICHO OIIHUTH (38 MOXITHBOCTI) OCHOBHI MeTaBoAITH
B IHX MATPHUAX MiC/Is BEEAEHHS OLHOPA30BOT MepopanbHot 103y [14C}-
GSK1265744,

11. Auzaiin knisivnoro sunpoGyparus

Lle nocnimkends cknananocs 3 2 HaCTHIL, B AKHX OPaNH y9acTh 3A0poBi nopocni. YacTuna A
- HEPAHJIOMI30Bake, BiIKpHTE, ONHONEHTPORE, ONHOMO30BE AOCHIIKEHHS 3 BUKOPUCTAHHAM
PaniOAKTHEHO MiY€HOT 1034 11 BHBYEHHS BHBCJICHHS, CKCKpellii Ta hapMakoKiHeTHKY
nepopaiibHore npenapary GSK 1265744 y koropri 3 6 3I0POBHX JOPOCITHX YOJIOBIKIR.




Hazaiin gocrimxenns: Yactuna A

Hactuha | Poamip BuBipku (aKTMBHMA) Jetb 1

A 6 Nikysanna A: 30 mr

Tlikyeanna A: 30 mr 14C-GSK1265744 npubnusHo 70 MK (0,96 MEx) pagioakueHocTi x 1 gosa
(HaTwecepue)

YacTuna A crlananaca 3i ckpaHiHrosoro nepioy, eTany niKyBaHHs Ta MONATLUIHX OLIHOK.
Mpotarom 30 auiB micns npuitomy MEPINOT 203K Y4ACHUKH POHULTH MepemocTiTHULE KMl
CKPHHIHIOBHIf BI3WT, I Ti, XTO yCinHo NPOHLIOR NEPEANOCHI AHHIBKY OHIHKY | BiMOBizas
KPHTEPiAM BiNGOpy, 6y/IM BIITIOUEHT B 0CTi IKeHHS. Cy6'ektu B wacTiHi A oTpuMYyBaH
exsisaneHT 30 Mr (B cepebomy 26,7 mr) nosu GSK 1265744 y eurnsni MEPOPAILHOTO
PO34HILY, 110 MiCTHTE npubnusto 70 MxKi (0,96 MBk) paxioakTHBHOCT! HaTmIeCepLE.
3paskH KpoBi, ceui Ta kany BLAGUpany npoTarom woHaiMenwe 336 roauHx (14 guis) i
woHaibinbiwe 504 rogvn (21 aens) micas NpHAOMY IOCIILKyBaHOrO Mpenapary. Byno
NPOBEAEHO BUMIDIOBAHHA 3aranbHOT PaIl0AKTHRHOCTI, IPHCYTHBOT B OKpeMMX 3pa3kax
(nnasmi, ceui ta kani). Cy6'exTd Mormu OyTH BUNMCaHI 3 BiZfineHHs Bike BpaHUi Ha 16-i
1EHE, AKINO 3aranbHa PafiOaKTUBHICTD Y 2 NOCNIJOBHHX 24-roTHHHKX 3b0pax (ucpes 288-
312 roaun nicna nosu [13-14-i Ienb] i uepes 312-336 ronuu [14-15-i ZeHb) micas J03un) SK
y cedl, Tak i B kari, pa3soM y3aTHX, CTaHOBMIA < 1% Bix BRenEHOT no3K. V. BHIIAJKY, AKLLO
3araibHa pagioaKTUBHICTL Y Kani Ta/abo ceui cranosmna >1% BI/L BBEIEHOT Ji03H uepes 336
roouH, cy6'exru nosunHi Gyax 3anMmaTHcy B RoCIiAHULbKOMY GO | TPOIoBAKyBaTH
30HpaTu 24-roguHHy ceuy i Kan 1o THX nip, MOKH KiNBKICTb pafioaKTHBHOCT] He 3HHIHTHCS
HWk4e 1% Bin BBeReHOT 103K B 2 NOCHinOBHHX 24-ropunnux 36opax. [Tingocuimni mornu
nepebysatH y Bigainenni 10 21 nua. Kpim Toro, mis sxicHoi OLIIHKH MeTaboiTiB

GSK 1265744 6yio BinibpaHo 3pasox sxopui 2a JOIIOMOrol0 EHTEPOTECTY AT SKICHOT OLIIHKH
meTabonitin. Beaneky oliHiOBanH 3a xuTTeBO BAAUTHBHMH TNIOKa3HHKAMH (YacTOTa CepLERHX
CKOpOHeHb 1 apTepialibHuit THek), EKTy 12 BIIBENEHHAX, KNIHIYHHMH JrabopatopHuMU
TecTaMu, MoHITOpuHroM 1P Ta disHKanbHUM 06CTeKEH M,

uzaita pocripxenus: YacTuna B

Hactuia | Posmip Bubipkv N Jetb 1

B 8 JTikyBaHHs B: 150 mr

2 TNixysanns P: Mnayebo




Hactuni B 6yno zanyueno 10 cy6'exris ans ouinky 6esnexwy, nepeHocumaocTi Ta PK
cynparepariesTiHoi nosu GSK 1265744 150 mr mopisHsano 3 miane6o mpu OTHOKPATHOMY
npuiiomi. Cy6'eiTH MPOXOAHITY CKPHHIHTOBHIA nepiof, dbasy niKyBaHHA Ta NOAANBIN] OLIHKH.
[lepennocninsuIbKui CkpuHiHrosuit BisuT BigBysascs mporarom 30 nais micas NpHifoMy
nepmoi N03H, 1T, XTO YCiluHO NPOHIIOR NepeaRoCiTHHIBKY OUIHKY i Binmosigas
KPHTEpiAM BigSopy, OY/IH BKIIIOMEH] B JOCIIIKEHHS. Pecrionnenty, axi Gpanu yyacts y
Hactuni B, ne Synu THMH caMuMy yqacHHKaMH, ki Opanu yyacte y Yactuni A nporo
INOCITiHKEHHA.

[licna HivHOro rosoAyBaHHs NPOTAroM MOHAHMEHIIE § FOTHH KOXEH YUYACHHK OTPHMYBAB
oxHOpasoBy no3y GSK 1265744 150 mr abo niaue6o B nenb 1. Koy 103y ssomunu BpaHUi
Hatuiecepue. Cepiiini spasku PK sinGupanu nporarom 336 rogun yepes 14 nuie micna
nosyeanns. Cy6'extu nepeGysany y sinuineHui 10 3aBepiIeHHs 72-FOMUHHEX OLIHOK |
nosepranuca juis 36opy PK ta ouiniu 6esneku Ha 6-i, 8-, 11-# aui, a Takox Ha 14-if nes
114 MOAANBLIOT OLIHKH.

Yactunu A i B 6ynn Hesanexni ofHa Big 0aHOT 32 qacoM. YHactury B BBosunm oo abo
0fHOuacHO 3 Yacruioo A.

12. OchoBHI kpuTepii BKMOYEHHS

st uacTiuy A - uonosixu Bikom Bin 30 10 55 pokis, st acTHHM B - YONOBIKH 60 SKIHKH
BikoM BT 18 110 60 pokiB BKIIOUHO, HA MOMEHT M AMHCAHHA indopmosasioi saroad 3 BMI s
nianasoHi 18,5-31,0 kr/mM2 (BKsiouHo).

13. Jocninxysaumii mikapeskuii 3aci6, cnoci6 3aCTOCYBAHHS, CHNA Ji1

Hacruua A

Jlikysarna A= GSK1265744 30 mr pasosa n03a; 3aCTOCOBYBaTH NepPOpANBHO Y BHIJIAA]
PasoBol 103H; cuna(u)/piBeds ao3yeanua: 30 mr GSK 1265744 (cepenns noza 26,7 mry
BUITISAL BUbHOT kicoTH GSK1265744); Homep cepii: R18120/44/1

YacTtuna B

UlikysarHs B = GSK 1265744 150 Mr pazoea fosa; cuna(u)/pieeHpb NO3yBaHHA: CHJIa
rabnetkn: 30 Mr/5 Tabnerok ans xozu 150 mr: 132371 157; nomep cepii: 132371157

14. Tlpenapar nopiBHAHHA, 1034, CIIOCI6 3aCTOCYBAHHA, -CHIA AT

Uactuna B

UlicyBating P = tabnetkn nuiaue6o, wo sianosizalots GSK1265744; NPHHMATH [IEPOPaNbHO
OIHOPA30BO; HOMep cepii: 121349098




15. CynyTHa Tepania Jlossoneni npemapary: AueraminogeH y nozax <2 r/neHs OYB n03BOMEHUIT O 3aCTOCYBAaHHA.
[HIi cynyTHi npenapati nopuHNH Gyny posrngaaTHes B KO3KHOMY KOHKPETHOMY BHIIAJIKY
TOCIITHHKOM 34 NOTOMKEHHIM 3 Meanaaum monitopoM GSK [3a nHeobxinnocTi].

16. Kpurepii ouiku edekTuBHocTi EdexrasnicTs He OLiHIOBATACA B LILOMY O/ MKEHHI.

T‘Iacmna A

Ocnosna

® Bincorok BigHoREHH 3aranbHOT panioakTHBHOCTI B ceui Ta Kai.

e [Inoma nin XpHBOK «KOHLEHTpauis-4ac» Bin HYJIBOBOTO Yacy (oMnepeaHs /103a) 10
OCTaHHBOT'O YaCy KUTbKICHO BUMiPIOBAHOT KOHUEHTpALT B Mexkax npodino [AUC (0-1)],
TUIOIWIA MiJl KPUBOIO KKOHUCHTPALIA-4ac» Bif HYTBOBOro uacy (nionepesHs nosa),
BKCTPAIONIbOBaHa 0 HeckinyeHHOTo Yacy [AUC (0-0)], Makcumannha KOHLEHTpauis,
wo crioctepiraetbes (Cmax), yac gocarienns Cmax (tmax), KOHCTAHTA MBUAKOCT]
efimMiHaii kiduesol dbasd (Az), yseauii nepion HaniBBHBEIEHHS KiHueBoi dasu (t1/2), a
Takox nepopansHui kipene (CL/F) nnasmu GSK 1265744 Ta 3araibua PaldioaKTHBHICTb
Yy nnasMmi Ta KpoBi Mic/is NepopanbHOro npuiiomy po3ununy [14C}-GSK1265744.

BropuuHi

¢ CHiBBiAHOWEHHS 3arabHOl KiIbKOCTI Marepially, NoB'S3aHOT0 3 MIKAPChKKM
32c000M (PanioaKTHBHICTE), y KPOBI T4 Ma3Mi, BiICOTOK 3araibHOT PanioaKTHBHOCTI,)
NOB'A3aHOT 3 EPUTPOLIMTAMA.

*  30ip 3paskiB Ul BUKOPUCTAHHS B OKPEMOMY HOCTIIAKEHH] Jia XapaKTepHUCTHKH Ta
KiJIbKICHOTO BH3HAYEHHA MeTaboMiTiB, NOB'S3aHHUX 3 GSK1265744, y nnasmi, >koBui,
cedi Ta (heKaibHUX FOMOTeHaTax.

YacTuna B
OcnoBra

® llapamerpu PK nnasmu GSK1265744 nicng OHOPa30BOIo NpHitoMy 150 Mr
HaTLecepre: Inoma nin KPHBOIO KKOHIEHTPaLis-4ac Bif HylbOBOTO vacy {nonepeams
1103a) I0 OCTAHHBOrO 4acy KUIBKICHO BUMIpIOBaHOT KOHLUEHTpauil B Mexax npodito
[AUC (0-1)], nioma mi KpusoIo «KOHLEHTparis-yacy BifI HYJILOBOTO Uacy (MonepeHs
103a), eKCTPaIoNbLOBaHA 10 HecKiHueHHoro Yacy [AUC (0-00)], MakcHMansHa
KOHLIEHTpAuis, 1110 cnocrepiraetses (Cmax), vac HacTanng Cmax (tmax), KoHcTaHTa
WBHJIKOCTI eNiMiHAuiT KiHUeRoT tasu (Az), ysaBHHuii nepiod HANiBBUBEAEHHS 3




TepMiHanbHoi hazm (t1/2), Ta nepopansHHii kiiperc (CL/F).

1'7. Kpurepii ouinku Gesneku

Hacrara A
Bropunni

¢ [lapamerpu Ge3neky Ta NepeHOCHMOCTI, BKIIFOYAIOUH MOGiyH] peakuii (ITP),
nokasHukH sxurregisnbHocti, EKT Ta kniniko-na6oparophi ouinks,

Yacruna B
Ocnogna

. I'Iapame'rpn Geariexu Ta MePEHOCHMOCTI, BKHOYAK0YH NI0614H] peaKil, CYNyTHiki
npuHoM JiKiB, WIiHiko-naGoparopHi nokasuuk, EKT Ta OUIHKY 3XMTTEBO BHXKIUBHX

byHKLiIRA,

18. CtaTucTHyni MeToau

LI,e 6)(1!0 ,[lOCJ'll,[(HHI.lee IlOCJll.Il}KeHHH i }KOJIHI rifnoTesH uy HOPIBHHHHH J'IIK}’BaHHﬂ HE
HCpCBlpHJ’lHCH a 6y.i'l0 HaJaHO ONHCOBHI IIUICYMOK

PK-ananis nnasmu GSK 1265744, panioakTHBHOCTI NitasMu Ta JaHHX KOHIEHTpaLii-uac
PafioaKTHBHOCT Li/IHOT KPOBi IPOBOXHMAM 3 BMKOPHCTAHHSAM HEKOMITAPTMEHTHHX METOAIB
3a fonomororo nporpami WinNonlin (Bepcis 5.2 a6o sume). s aHanizy PK
BHKOPHCTOBYBaH ti)amwmuu 4ac, IO MHHYB Micis go3ysanHs, a AUC BuzHauanu 3a
TpaBMIOM NiHifHOT Tpaneuil "BrcXinHA-HU3XigHA". HaCTynm napameTpu PK 6ymn
pO3paxoBaHi WA 3arafibHOT PafioaKTHBHOCTI B UiNbHIH KpoBi Ta tuazmi | GSK 1265744
masmi: AUC (0-t), AUC (0-0), Cmax, tmax, Az, t1/2 i CL/F OyJM po3paxoBaHi ANa nnasmu
GSK1265744.

[1pogini KOHL[eHTpaLlIl uac y masmi yis GSK 1265744 nopisuroBanu 3 npodinsamu ais
3araibHO! panioakTHBHOCTI, W06 OMIHUTH, AKA YACTHHA 3aTaABHOT Bl/IMlpHHOI
pa}lloalCl‘HBHOCTl Gyna symosnena MetaGonitamu. JIns miasMu, wo MicTUTS ZOCTATHIN
piBeHb panioakTHBHOCTI, NPO(iNOBAHHS Ta inenTuikanis ux metabonitis Gymu
PO3FIAHYTI B OKPEMOMY OCI1IKEHHI.

19. Jlemorpadiuni noxasHuKH 10CiMpKyBaHOT IOy Lt (crars, BiK, paca
TOLLIO)

IleMorpaciuni XapaKTePUCTHKH 6ym1 30eOLIBIIOrO CXOXKHMMH MDK rpynamu nikyBauus. Ciin
3a3HAYKTH, IO IPyna MauieHTiB, fKi OTPHMYIOTE IaneGo B wacThHi B nocnimkents
CKJIafanacs BHKJIFOUHO 3 XiHok 6inoi pacw, Toai sk rpyna GSK 1265744 Oyna 6UIbLL
neMorpadivyHo pisHOMaHITHOIO.




3:' SR

,‘{“) i

Demorpadivei pani. .o Bap [0 :

Bm {pokiB). Cepep,He 3Hal-IeHHFI SDLﬂ 41@(7.22) 41 0 11 31) 294(9 43) 31 7(10 36)
Tars, (%) SO R L , Gl

}KIHOHE 0 2 (100) 5(63) 7(70)

Yonosiya: 6 (100) 0 3(38) 3 (30)

3picT (cM) [CepesHe aHaueHHs (SD) 176,7(5,37) | 164,3 (3,18) | 172,2(13,00) | 170,6 (11,99)

Maca Tina (kr), CepegHe aHaueHHs 88,8(9,99) | 70,1(14,78) | 81,4(14,85) | 79,1 (14,79)

SD)

Ettiuia npunarieiiicts, n(%) - - o . o

|craHCbKOFO YK NaTMHOAMEePUKAHCLKOTO 1(17) 0 0 0

MOXOMKEHHR:

He-icnaHcbkoro uu 2 (100) 8(100) (100)

NETHHOAMEDUKEHCEKOTO TOXOKEHHS.

Paca,n(%} - e e e e

Achpo- amepukaHCbxorola¢pMKaHCbkoro 4 (67) 0 4(50) 4 (40)

NOXOMKEHHS _

Binowkipi/eBponencLKOTo NOXOMKEHHSA 2(33) 2 (100) 4 (50) 6 (60)

20. PeaynbraTi egexTHEHOCTI

GSK 1265744 nepen y3aralbHEHHAM.

BubpaHi napamerpu PK, y3aranbHeHi 3a nikyBaHHAM, Takox npeactasnedi B (GSK744) 12
(panioaxTyBHiCTB), Hyye. IHauBixyanbHi nokasHuku GSK 1265744 CL/F ta VZ/F Gynu
CKOpMroBaHi s BifoGpaxeHHs (axTuunol K03k Big 28,0 xo 28,4 Mr Harpiesoi comi 14C-

Huxwe HaBeneHO KOPOTKUI ornsa thapmakokiHeTHYHUX NapaMeTpis GSK1265744 y nnasmi
Kposi [14C]- GSK1265744 OpnHopasose BeegerHs 1

likyBaHH n Cmax AUC({0-c0) CLF VzfF t1/2 tmax2

(mkr/mn) | (mxr. rog/mn) | (Nirog) | (n) {rom) (rog)

[“Cl}- 6 248 9%,5 [0,29 16,4 38,8 2,00
(GSK1265744 (21) (25) (25) (22) (10) (0,98-3,00)

2 MegiaHa {giana3oH)

! cepefHe reomeTpuuHe 3HaveHHs (CV%) 3 posoto GSK744: 28.0-28 4 wmr




Pestome dhapmaKokiHETHYHUX NapaMeTpiB papioakTUsHocTi B Kposi Ta nnasmi nicns
14C]-GSK1265744 OpHopasoBe 3acTocyBaHHs1
. n Cmax AUC(0-00 t1/2 tmax?
TlikysakHs (mkr/ g) (Mkr. gop,l 3) (rom) (ron)
KPOBb
6 1,43 96,1 394 1,52
[CJ- (21) {26) (14) (0,98-4,00)
GSK1265744 [Inasma
6 2,65 107 41,2 1,52
{21) (24) (16} (0,98-2,00)

! cepefiHe reomeTpudHe 3HadeHHs (CV%) 3 aosoto GSK744: 28.1-28.4 mr
2 meniaHa {njanaaoH)

Bubpani innueigyansui bapmakokineTnuni napaverpn nnasmu GSK 1265744 mics
NpUAOMY pa3oBol 1031 |50 Mr Ha Tui JIIKYBaHHA TAKOM npeactaBaeHi HUKYE,

Pestome chapmakoKiHeTHuHUX NapameTpis nnasmu GSK1265744 nicns npHUAOMY OIHOPa30BOl
ino3u 150 mr GSK12657441

n| Cmax | AUC(0c) | CLF | VZF | ti2 | tmax

TlikyBanis {mkr/mn) | (mxr. rog/imn) | (Vrop) (n) {ron) (ron)
8 10,4 418 0,36 197 | 38,1 2,50
GSK1265744 150 mr (26) {32 (32) (29) {(16) | (1,00-4,03)

' cepefiHe reoMeTpuyHe aHayeHHA(CV%)
? MepiaHa (gianasoH)

3aranbHe CepesHe BiIHOBIEHHA PalioaKTUBHOCT] B 3pa3skax cedi i Kay CTAHOBHIIO 85,3%
MpoTAroM 384-ronMHHOr0 NOCHILKEHHS, MPHUOMY BiHOB/ICHHS B OKpeMHX cyQ'ekTin
BapitoBanocs eif 74,5 no 92,2%.

21. Pesynsrare Hesnexn

[Yci nonii, okpim [P 2 cTynens, mos's3aHoro 3i cna3zmaMu B JKHBOTI, OYJIH OUideH] AK nerki
33 CTyneHeM TKKOCTI, i B 5KOAHIH YacTUHI KocHimKeHHs He GYII0 KOMHOT nogil, sxa 6
IpH3BeNa JI0 BiAMIHH JiKYBaHHS.




[KopoTkuit ornsg ycix HebakaHux seu

KinekicTe cy6'exrib 3 Yactuha A

noBiuHuMy BuMwWwamm n(%) GSK1265744 Mnayebo GSK1265744 150 mr
30 mr (n=2) (N=8)
(n=6)

byae-aka P, n (%) 2(33) 1(50) 4 (50)

ConnmeicTb 1(17) 4] 0

3aknageHicTs Hoca 1{17) 0 0

SHUKESHHS PiBHSA reMornobiny, 0 0 2(25)

KpeatuHin y kposi 0 0 113y

NiABULLEHMIA

EkximMo3 0 1(50) 1(13)

[eitkoneHia 0 0 1{13)

Binb B xu1BoTI { 0 1(13)

3akpen 0 0 1{13)

Hynora 0 0 1(13)

[poTeiHypia 0 1(50) 0

22. BHCHOBOK (3aKIIH04EHHA) YacTuna A

* Ogropasosa nepopansHa fo3a [14C]-GSK 1265744 (e cepennsomy 26,7 Mr y BUrnazi
BLTSHOT kucnoTr (70,2 MKKi)) nobpe NEpeHOCHNacs Mifl 4ac UBOIO SOCHIIKEHHS
3HOpOBHMH NOPOCHHME HoNoBikamu. He nosinomnsnocs npo neranbui Bunanky,
HenetansHi CILI abo pigminu yepes [TP. [Tosinommsitocs npo HU3LKY Yactoty [1P,
BC1 BOHM BB@ATHCS JIETKHMH 32 [HTEHCHBHICTIO.

* 3aranbHe CepefiHe BUBEASHHS CTAHOBHIIO 85,3% Bin BBEnREHOT HO3H i3 cepeaHiM
BuBeneHHAM 58,5% 3 xasom Ta 26,8% i3 ceuero.

* GSKI1265744 6yB nepeBaxaloHo HHPKyIIO0U0I0 CMOMYKOIO B MNa3Mi.

o GSK1265744 i panioaxTiBHicTs tmax i t1/2 Gym1 nomiGHHMM, a ekcho3uLis ao
PajioakTHBHOCTI Gy1a pUGITH3HO B 2 pasH BHINOK B IUIA3Mi, HDK Y KpOBI.

¢ GSKI265744 Gys Busenenuit y Beix 3paskax AyoNeHaNLHOT 0BYi. MeTtabosiT
ITIOKYPOHOBOT KMCNOTH M1 Takox 6yB npucyTHil y reskux, ane He ¥ Bcix 3paskax
JYOneHANbHOT XOBY].

hacrnna B

. Onnopaszosa nepopaibha no3a 150 Mr GSK 1265744 3a3uyaii no0pe nepeHocHnacs.




He noeinomnsanocs npo neranshi unanxu, Heneransui CITS 260 Biaminu yepes [TP.
[Toeinomnanocs npo Hesnauny kinbkicts [1P, 3 skux mume | (cynomu) Gyna ouinena
AK MOMIpPHa 33 IHTEHCHBHICTIO.

° GSK1265744 150 mr He nocarae eKCMO3MLIH, 3HAYHO BHIIMX 32 €KCMO3MILIT
CTaLliOHAPHOTO CTaHy, O CHOCTEPIiranues micis HMOBIPHOT K1iHiYHOT 1031 30 Mr
O/IHH pa3 Ha 106y, WO CBIAYMTH MPO Te, IO VIS OLIHKHU BBy GS1265744 na QTc
noTpibHa cTpareris MOBTOPHUX 103 [T AOCATHEHHS CYIIpaTepaneBTHYHOrO PiBHSL.

3asBHUK (BJIACHUK PEECTPALiHOIO MOCBiNYeHHS)

(nignuc)

Kapen ['peiirorep (Karen Grainger)

Biue-npesunent, Kepisnuk sigainy HOPMAaTHBHO-IIPABOBOrO PeryaloBaHHs
B _ B BiiB Xenckep (ViiV Healthcare)

{Hopsaodok donoeneno noeum dodamrxom 30 32idono 3 Haxazom MO3 Yrpainu No 1528 6io 27.06.2019 }

Ilepexnan Bukonas:

Meme/pkep 3 peryisTopHHX nUTaHb Ta peecTpauii
TOB I'nakcoCmitKnsiin ®apmachioTikanc Ykpaina
Mapunsko Jlroamuna




Clinical Trial Report - 18
Study ID-201767

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

A Phase 1, Multicompartmental Pharmacokinetic Study of Cabotegravir Long-acting
in Healthy Adult Volunteers, Study 201767

6. Phase of clinical trial Phase 1
7. Period of clinical trial from [27February2017] — [25July2019]
8. Countries, where clinical trial has been conducted USA
9. Number of trial subjects planned: 19
actual: 16
10. Main purpose and secondary objectives of CT Primary

¢ To determine the pharmacokinetic (PK) concentrations of cabotegravir
(CAB) following long acting (LA) administration in blood plasma and in
vaginal tissue (VT), cervical tissue (CT), and cervicovaginal fluid (CVF) in
healthy women and in rectal tissue (RT) and rectal fluid (RF) in healthy men
and women (as data permitted) following a single 600 mg intramuscular (IM)
dose

Secondary




¢ To compare the PK concentrations following a single IM dose of CAB LA
600 mg in VT, CT, and CVF relative to blood plasma and CVF in healthy
women, and in RT and RF relative to blood plasma and RF in healthy men
and women (as data permitted).

e To describe the PK profile of CAB LA in blood plasma and CT, CVF, in
healthy women and in RT and RF in healthy men and women (as data
permitted) following a single 600 mg IM dose.

o To determine the trough concentration achieved following repeat
administration of oral CAB 30 mg once daily (QD) to steady state in blood
plasma and VT, CT, and CVF in healthy women and in RT and RF in healthy
men and women (as data permitted).

¢ To assess the safety and tolerability of CAB following repeat oral doses and
single dose IM administration in healthy subjects.

11. Clinical trial design

This was a Phase 1, open-label study in healthy subjects to assess the PK of CAB
following repeat dose oral and single dose I.A administration in blood plasma,

anatomical tissues, and secretions associated with sexual HIV-1 transmission:
VT, CT, CVF, RT, and RF.

The study consisted a screening period, a 28-day oral lead-in phase at a CAB
dose of 30 mg once-per-day followed by a 14-42-day washout period, and a
single IM dose of CAB LA 600 mg with compartmental PK sampling for up to
12 weeks. Subjects returned for safety assessments and PK sampling of blood
plasma at Week 24 and Week 36 post-injection and all subjects were required to
have a follow-up visit at Week 52 post-injection or a withdrawal visit if a subject
was terminated earlier.

Approximately 20 healthy subjects from 2 clinic sites were to be enrolled, such
that approximately 16 evaluable subjects (8 males and § females) received a
CAB LA IM dose under ultrasound guidance and completed compartmental PK
sampling. Non-contrast-enhanced magnetic resonance imaging (MRI) were
performed in a subset of up to 4 males and 4 females at the Johns Hopkins
Hospital in Baltimore, Maryland. Evaluable subjects were defined as those who
provided at least one primary PK endpoint without major protocol deviations.




s If subjects prematurely discontinued the study, additional replacement subjects
could be enrolled at the discretion of the Sponsor in consultation with the
investigator. The replacement subject would have same treatment and
procedures per protocol as the discontinued subject.

e Each subject participated in the study for approximately 66 weeks. The study
design is defined in the below table and figure.

e

B

Co | A ookl e g ~ Safetyl Follow-up/

oo Oral o CAB:Injection dnd ‘ N g
Within Oral CAB No drug Single 600 mg Safety assessments| Follow-up

30daysof] 30mg administered CAB LA IM dose and blood plasma | assessments

1storal | tablet QD 14 ~42 PK sampling were

CAB dose| x4 weeks days Tissue/luminal fluid/ blood | occurred at 24- and | performed
plasma sampling up to 12 weeks|36-Weeks post-dose| 52 Weeks.

post-injection post-injection

*Given the cervicovaginal sampling in the protocol, timing and duration of menses was taken into account
when scheduling screening, oral lead-in phase and injection.

Day Week52
CAR Fellow-up/
DayiOl Dy OB Week 12 Weel 24 Week 35 Wilkdrawal
Screening  Leaddn  Oralleacdn’  Injection Visit Vist Visit
- 1 JAN AN _ A
Within30 days 144208y CompartmentalPK Safetyand PK assessments (blood plasmaonly)
Calcag Wash-out Sampling
3mg QD
x 28 days

1. _In addition to compartmental PK sampling following CAB LA injection, subjects underwent PK sampling of




blood plasma and CT/VT/CVF (females) andfor RT/RF after Day 28 of the oral lead-in, on Day 29,

12. Main inclusion criteria Healthy males and females aged between 18 to 55 years inclusive, with body weight
>40 kg and body mass index (BMI) within the range 18.5-35 kg/m?2 (inclusive) were
enrolled in this study.

13. Investigational medicinal product, mode of administration and Product name: Study Treatment

strength : Qral CAB ‘CAB LA Injectable Suspension

GEKAZ05744R, baclose
Eorml manchydrate, mirocrysiafing
rmulation eetiose, hyprometose, sodium . 3
deseription: siareh glyociate, magnesium Sterge Suspension for Injedion
starake, Aquanus fim-ccatng,
white BF 18237
Bosage form: Tablst Yzl
Unitdose - Each vialcontained 400 mgl2 mL
strength(s)Dosage ?E'i%%éﬁ?ﬁtm a suspensionof CAB
levels): j i = Doselevel 600mg {3 mL)
Route of . -
Adminlstration: Administerorafy, QD ntramscrdar Injection
Suspension vial was gently inveried
for 20 seconds fore-suspend
. S secment. Afterthe bubbles
Dosing instructions: | 1 izkéel aken omaly every 24h subsiled, a syfings was usedio
withdraw the remred wiume of
guzpenaionfor fe (M inzcfon.
‘Sterde whits D sbghily pink
T s ee o, | Tablels werewhile o stmostwidte | suspension containing 400 mai2 mi
Physical deseription: | 1 ovad blets of GAB.for edmirisirabon by IM
Method for 1x3mL IM injecfons (3mL
individualizing gﬁigémuﬁ takenance a day 1600 my] total) ghven once on Day 1
dosage: " of infection phasze.
N Lot # 142384489, Lot # 142385644,
Batch Number{s}:. Lat# 152394828, Lot # 162387422,
Lat #162396550 Lol # 162400223
14. Reference product, dose, mode of administration and strength IN/A
15. Concomitant therapy Permitted medications: Acetaminophen/paracetamol, at doses of <2 g/day was




permitted for use any time during the study. Concomitant medications (prescription
and nonprescription) could be taken only if medically necessary during the study
except for prohibited medications described in Section 4.5.4.2 of the Clinical Study
Report (CSR).

16. Criteria for evaluation efficacy/PK

Efficacy was not evaluated in this PK study.

Primary:

Concentrations observed at Day 3 (C48h), Day 8 (Cd8), Week 4 (CWk4),
Week 8 (CWkS8), and Week 12 (CWk12) in blood plasma and in CT, and
CVF in women, and in RT and RF in men and women (as data permitted)
following a single CAB 600 mg IM dose.

VT concentrations observed at Day 3 (C48h), and Week 8 (CWk8), in
women following a single CAB 600 mg IM dose.

Secondary:

Concentration ratios including VT: blood plasma, CT: blood plasma, CVF:
blood plasma, CT:CVF, VT:CVF in women, and RT: blood plasma, RF:
blood plasma and RT:RF in men and women (as data permitted) at matched
time points was evaluated.

Maximum observed concentration (Cmax) and time of maximum observed
concentration (tmax) in blood plasma and in CT, CVF, RT, RF matrices.

Area under the concentration time curve from time zero to last quantifiable
time point (AUC(0-last)), area under the concentration time curve from time
zero to infinity (AUC(0-w)), area under the concentration time curve from
time zero to Week 4 (AUC(0-Wk4)), area under the concentration time curve
from time zero to Week 8 (AUC(0-WkQ)), area under the concentration time
curve from time zero to Week 12 (AUC(0-Wk12)) and apparent terminal
phase half-life (t/2) in blood plasma, CT, CVF, RT, RF, as data permitted.

Tissue: blood plasma and fluid: blood plasma ratio of AUCs of intervals
specified above.




o CAB concentration (C24) following oral administration in VT, CT, CVF, RT,
RF and blood plasma.

17. Criteria for evaluation safety

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

18. Statistical methods

Hypotheses

The primary objectives of this study were to assess the PK of CAB LA in blood
plasma, and vaginal, cervical, and rectal tissues and secretions following a single
600 mg IM dose. No formal statistical hypotheses were tested. Where appropriate,
an estimation approach was taken, and point estimates and confidence intervals (ClIs)
were constructed. There was no formal comparison.

Sample Size Justification

There was no formal calculation of power or sample size for this study.
Approximately 20 healthy subjects from up to 2 clinic sites were to be enrolled in
oral lead-in phase such that approximately 16 evaluable subjects (8 males and 8
females) would receive a CAB IM injection and complete 12 weeks of PK sampling.

Based upon the PK data generated in previous PK tissue studies and the complexity
and intensity of sampling of plasma and tissue in this study, the proposed sample size
of 16 evaluable subjects (8 women and 8 men) would allow for an informative
assessment and description of PK parameters.

Analysis population

Screened Population: All subjects who signed the consent form and enrolled in the
study were included in the Screened Population.

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




Pharmacokinetic Plasma Populations:

- The PK Plasma. Concentration Populatian included all subjeets wha
;t;agrg:c okmetic underwent plasma and camparimental PK samplirg fallawing aral
Concentration andfor IM injaction and had evaluabls PK assay resuits, This
Population population was used for the concentrafion listing and individual pletting

of the concentration-fime data.

w The PK Plasma Parameatr Population includad all subjects who
:hha;;]ampz}:;ﬁgf a undenwert plasma and camparimental PK sampling afler receiving the
Fopulation M injacﬁm and had P parameters estimaled. This poptlebon was

usad far PK parameter isling.
Evaluable The PKPlasma Paramgater Population included all subjects who
Fharmacokinetic undenvernt plasma PK sampling after receiving the IM injsction and
Plasma Parameter had evaluable PK parameaters estimated {measurable} and no major
Summary profcal daviation {ne important praloco! deviation). This population
Population was usad for evaluable PK parameters and concentrations’
maanmadian plots and simmary tablas,

Pharmacokinetic Tissue and fluid Population:

Tissus fluid PK
Concentration
Population

The fissuz_fluid PK Consentration Population includad afl subjeels who
undenwent VI/CT/CVFIRT/RF sampling fotlowing oral andfor IM
injection and have atleastone evaluable PK assay result in
VT/CTIEVFIRTRF. This population was used for the indihidual
concentration fisting and plot.

Tesus fluld PK

The evatiable tissue_fluld Parameter Population includad all sublects
wha undenvent sampling following (M injaetion and have at least one

iﬁ;ﬂﬁ; (w) | evaluabie parameter estinated in VI/CTEVFIRTRE. This popuiation
: was.used for lheindividual parameter Isting.

Evaluable i The‘ evaluabie PK and,l%ssue_ﬂ-uid Parameter Popuiafﬁm nelded &

Tissue fiuid and Py | Subject who undenvent sampling falawing (M Injection and have both

Parameter 'ervaluahia PK and evaluatia ﬂssu?s_ﬂmd parameters estimated in

Papulation {IM) VTICTICVRRY.RF. This papulatian was used for the paramater

| summary and mean‘median plots, and ratios calculalions.

Interim Analysis

There was no formal interim analysis.




[Final Analysis

Primary PK Analyses: Primary endpoints included CAB concentrations in blood
plasma, VT, CT, CVF, RT and RF (as data permitted) in women and blood plasma,
RT and RF in men up to Week 12. These concentrations were determined directly
from concentration-time data from each matrix. Descriptive statistics and graphics
were created to describe the primary PK endpoints of interest.

Secondary PK Analyses: Plasma and tissue/fluid concentration-time data were
analyzed by noncompartmental methods with WinNonlin 5.2 or higher (Pharsight,
[nc., Cary, NC). Pharmacokinetic parameters were estimated via noncompartmental
analysis using the linear up/log down application of the trapezoidal rule for model
200 (extravascular administration) of the WinNonlin program. Calculations were
based on the actual sampling times recorded during the study. The following PK
parameters were calculated if available:

CVF: bload plasta, CT: hoad plasma, VT: bload plasma, CT.CVF, VT:CVF ratia in woinen and,
RT: hiood plasma, and RT:RF ratiosin males and females at mateting ime points where data
pernit during the injeclion phase.

Coes, tnox, AUCE ), AUCpray, AUCHumay, AUCpwsyand ACrpvic and te in blood plasma and
in CT, and CVF in femalesand RT and' RF in males and females.

Ratios of fime-matched AUCS fissue matrvesiuminal Tluld: blood plasma whare data parmiltad,
CAB eaneentration in VT, CT, CVF, RT, RF and bood plasma'on Day 29 of he orallead-n
phasa prior to IM injaction

Ratios were calculated for each subject. Evaluable PK parameters and calculated
ratios were summarized by gender and/or overall for each matrix. A sex-based
comparison was made for all the evaluable blood plasma PK parameters and
estimated ratio between females vs. males and its associated 90% CI was provided.
Covariates of BMI and other factors could also be considered in the model for the
blood plasma PK parameter comparison. Cabotegravir concentration in each matrix
from the oral lead-in phase could be compared with Weeks 4, 8, and 12
concentrations, if data permitted. The relationship between the plasma CAB PK
concentration with time matched CVF, CT, VT, RT and/or RF was assessed with
plots and by the SAS Proc Corr procedure.




Safety Analvses

No formal statistical analysis of the safety data was conducted. Safety data was
summarized descriptively and listed according to GSK’s Integrated Data Standards
Library (IDSL) standards, or under the direct auspices of, Clinical Statistics, GSK.

19. Demographic indices of studied population (sex, age, race, etc.) ~ 73, .. Demographics and Baseline Characterisfics (Safety Population) 1o
Demographics {E{_}_j‘ﬂg{}
Age in Years [Mean (3D)] 33.3(9.12)
Sex [n (%)

Female 10 (53)

Male 9 (47)
BM! {kg/m?} [Mean (SD)] 27.15 (3.303)
Height (cm) [Mean (SD)] 171.1 {10.18)
Weight (kg) [Mean (SD)] 7943 (11.503)
Ethnicity [n (3)]

Not Hispanic or Lating 19 [100)
Race [n (%]

Asian - East Asian Heritage 1 (B)

Black or African American 6 [32)

hite —\White/Caucasian/Furopean Heritage 12i63)

20. PK results

Median CAB plasma concentrations following a single IM dose of 600 mg were
above 4* protein adjusted (PA) - 90% maximal inhibitory concentration (I1C90)
(0.664 pg/ml) at Week 8 and above 1*PA-IC90 (0.166 ug/mL) at Week 12. In
general, median CAB concentrations in CT, CVF, RT, and VT were below 4*PA-
1C90 (0.664 pg/mL) through Day 3 to Week 4 and below 1*PA-IC90 (0.166 pg/mL)
at Week 12,

Median CAB plasma trough concentrations following a 30 mg QD dose were
comparable to the observed trough concentrations after 30 mg oral dose (geometric
mean [95% CI] of 4.20 [3.8, 4.7] in the LATTE Study and 4.22 pg/mL [4.0, 4.4] in
LATTE-2 Study). In general, median CAB trough concentrations at the end of oral
lead-in phase were above 1*PA-IC90 (0.166 pg/mL) in all tissues/fluids and were
above 4*PA-IC90 (0.664 ng/ml) in CT and RF.




Summary of CAB Plasma Concentrations at Select Visit by Gender and Treatment

Following Oral CAB 30 mg QD and a Single CAB LA 600 mg IM Injection

Median (Min, Max)

. . . (ug/mL)
Regimen Period Visit Male Female Overall
(N=8) (N=T7) (N=15)
CAB 30 mg | Oral Lead-in Dav 28 535 697 598
QD Phase v (2.19,8.11) (3.38, 8.78) {2.19,8.78)
Day 3 332 35 3.39
CAB LA {0.72,3.83) {0.95, 6.90) (0.72,6.9)
600 mg IM Injection Dav 8 50 36 4.74
Single Phase Y {1.01,11.2) {1.24,963) {1.01,11.2)
injection Wesk 4 202 283 238
(1.13,5.12) (0.80, 3.36) (0.60,5.12)




-Summary of. CAB Plasma Coticentrations at Sefect Vtsrt by Gender and Trealment
Folluwing Oral CAB:30¢ mg:GD anda S;&gte CAB LAG00.mg IMIA] ;echon

Median (Min, Max)
. , - fpg/ml)
Regimen Period Visit Male Female Overall
(N=8) (N=7) (N=15)
CAB LA VWeek & 0.74 082 082
BO0mg M Injection ' {045.3.1) (033, 1.84) 10.33,2.1)
Single Phase Week 12 021 028 027
Injection {0.07, 0.98) {0.04, 1.31) {0.04, 1.31)

CAB 30 rag QD'and a Single:CAB-LA 600 mg IMInjection

Sutmmiary of CAB Tissue aid Fluid Concentrations.at Se!ect Visit by Matrix Fpiluwmg Oral

Median {Min, Max)

- {pg/mL}
Regimen |Period | Visit cT CVF RT RE T
, {N=T) (M=D) {N=13) {N=13p (N=T)
CAB | Oml | Day [ 110 045 0.59 3.3 0.54
30mg QD |Leadin| 28 | [0.56,2.12) | (0:16,275) | (0.20,117) | (091,227) | (0.22, 156)
Day 049 029 0.32 0.69 0.7
3 | (819,177) | (004, 263) | (0.05,067) | (000,663) | {0.06,146)
Day 048 .40 0.46. 2.12 i
8 _| 012,254) | (047,186) | (0.1,095) | (€77,96)
CABLA »
MSingle |Phase| 4 | ©41,077) | (602,110) | (0.10,045) | (004, 214)
[njection Week 0.12 0.04 0.06 0.8 0.15
8 | {0.00,0.41) | (002,043) | (0.00,031) | (003,077) | (0.0, 040)
Week | 004 .[ggé 0.00 0.09 )
12| 000,048) | “pow' | (000,047) | (001,642)

a. N=12 frRF CABLAGD) mg

Across all visits, median CAB tissue to plasma concentration ratios following a
single IM dose of 600 mg were 32% in RF, 16% in VT, 14% in CT, 9% in RT, and
8% in CVF. Median CAB tissue to plasma concentration ratios at the end of oral
lead-in following a 30 mg QD dose were 45% in RF, 17% in CT, 14% in VT,13% in
CVF, and 10% in RT.




Median CAB tissue to fluid concentration ratio following a single IM dose of

600 mg was less than 1 in RT across all visits indicating higher distribution in RF

than RT. However, median fluid concentrations were initially higher in CVF than
CT and VT (Day 3 ratio <1) and by Week 8 fluid concentrations were lower than
CT and VT (Week 8 ratio >2).

Median CAB tissue to fluid conceniration ratio following a 30 mg QD dose was less
than 1 in RT indicating higher distribution in RF than RT. However, median fluid
concentrations in CVF were lower than CT and VT (Day 28 ratio >1).




Summary of CAB Tisstie to Plasma Concentration Ratios by Visit and Acrosa All Visits

Nedian {Min, Max)
Regimen (Peried [ Visit | cyFmp CTBP RF/BP RTBP VI/EP
i) {N=T) {H=12) {K=13) {N=T)
cAl Oral Day £.133 817 0447 0.100 0.143
Vg QD |Lendin | 28 | {0023,0357) | (0.105,0.236) | (0.154, 10.4 | £073 0.165) | {0.024,0.178)
Day 0.203 425 023 0090 G133
3 | (0018,0403) | (0113, 050} | (0.00,14958) | 0022,0.108) | {0.064,0213
Gay 0.142 oig2 0545 0.103
8 | (0048,03281) | (00%, 0297} | (0.153, 4.871) | @082, 0.161) B
CABLA Viesk | 0047 0213 0298 0.109
0my |ineckon| ¢ | (0007,0436) | (003, 0300) | (0621, 1138) | PO72,0.13) )
IMSinge | Phase |yug | a5 0104 023 004 0.180
injacSan 8 | {0028,0231) | 00,0304 | {0455, L855) | {0.00,0.143) | (0.00,0340}
Viaek aes G055 052 000
12 | (002,0335 | 000,039 | (2678,6.22) | {0.00,0.158) -
All 403 0,133 03% 1133} Q.158
Veils | (0007,0436) | £00,0309 | ©u0,1138 | (000,0.161) | (0.00,0.320)
8P=Haod ptasma
Summary of CAB Tissua to Fluld Concenfration Ratiog by Visk
Median {Min, Max)
Regimen | Period Visit CTICVF VTICVF RTRF
{N=7) {N=T) (N=12)
CAB 30 mg . 1.444 1.068 0.186
ap  |Ordleadin| D28 | .o 524y | (04872615 | (0009, 0.675)
Bav 3 0.937 0.572 0.208
y {0.67,6.179 | (0309,9.438) | (0.042, 1.230)
Dav & 1.022 ] 0254
CAB LA ¥ (0599, 3.09) (0022, 0.913)
600mg M | Injection [ o 1.306 ] 0.404
Sinle Phase {0456, 7.489) {0.008, 5.25)
Injeefion Week & 2.242 4687 0.443
(000,11.04) | (000,1235 | (0.00, 1654
0.353 0.00
Week12 | 000, 2549 - (0.00, 0578)




Time to maximum concentration (tmax) in tissues was similar across all tissues and
fluids and was consistent with plasma indicating instantaneous distribution into
anatomical sites without any lag time. Exposures (Cmax and AUC(0-Wk12)) were
higher in RF than other matrices.

Summary*of CAB Plasma and Tissie PK Parametars of Overall Population
Matrix
Parameter Plasma oF o — -
(N=15) (N=15) {N=15) (N=15) (N=15)
(,gm, 5.04(62%) | 0.55{118%) | 0.81(105%) | 327 (172%) | 050 {47%)
sk 687 7.00 8.97 7.01 702
(days) (389,522) | (1.92.839) | (192, 20.9) | (6.87.79.9) | (6.88,522)
ACipncy , '
(i) 2142 (59.2%) | 203(126%) | 277 (104%) | 1170 (1925) | 206 {57.2%%)
ACps '
(ughimly | 3214140.1%) | 282(125%) | 365(852%) | 1576 (20%%) | 267 (387%)
AUCps '
{pﬁmﬂ? 2630 (35.6%) | 81(100%) | 350(70%) | 1345(138%) | 324 (54.8%)
AUCqq o I
(amly | FO2(4E) | 2412145 | S23(TT%) | 1841(194%) | 348 (355%)
AU Gy
(aghimly | AT2239%) | 3/O(100%) | 696 (W) | 8S0(43%) | 292 346%
tya 14.83 ,
(dayg | OTELER) | go e 1514 (NA) | 1277 (3.5%) |22.65{233%)
KA 000151
() (814%) NA NA NA NA

Khve Absaptm rate constard
NA: NolAngicalie
8. Gacinadis man {CWB5%)
b. L ispresentad as Madin (rame}

c. #=14




Summary of CAB Tissue and Fluid to Plasma PK Parameter Ratios by Matrix.-
Geometric Mean (85% Ci)

Parameter CVF/BP CT/BP RF/BP RT/BP

{N=18) {N=15) {N=18) {N=15)

c 0.13% 0.195 0622 0095
= {0.07, 0.260) {0.157,0.248) {0.311, 1245) {0.081, 0.111)

AUCD s 0.103 0.155 0545 0.10

{0,043, 0.247) (0,084, 0. 256) [0.233, 1.276) {0088, 0.113)

AUCpums 0093 0.149 0485 0.106
(0.038,0.227) {0.068, 0.326) {0.211, 1.111) (0.091, 0.125)

AUCpm13 0087 0123 0388 0.100
{0.023, 0.325) (0.040, 0.383) {0.140, 1.073) (0.088, 0.135)

8P=Bbod Hasma

Following a single IM injection of 600 mg CAB LA, the correlations (r >0.9)
between time-matched CAB plasma and tissue (RT, CT, and VT) concentrations
were stronger than correlations (r <0.7) between plasma and fluid concentrations
(CVF and RF) likely due to high variability in fluid concentrations. Following QD
oral dose of CAB 30 mg, the correlations were stronger between plasma and tissue
than between plasma and fluids. However, negative correlation was observed
between plasma and RF concentrations likely due to high variability in RF
concentrations.

In general, differences in plasma exposures varied between males and females;
however, a trend towards lower Cmax in females than males was observed.
Similarly, a longer ti2 in females than males was observed which was similar to that
observed in historical studies.




Summarys of CAB Plasma FK Parameter mepa‘isﬂn between Gender W

PK Parameter {};:i; F{.;n;,al_;')e FRE:'ETQV;%HS:;‘-
{Lg;:u 6.26 384 0.63(0.34, 1.15)
R’ﬁ?‘m 2285 1980 087 {047, 1.62)
mcﬁm 3342 3073 0.92 (0.60, 142)
?:l’g&;'m a710 3570 0.6 (064, 144)
fﬁgtimx) 3829 4547 1.19(0.91, 1.54)
{d‘aiﬁs ) 146 25 4 1.72{0.78, 3.79)

a GaaraticlS man

21. Safety results

No deaths were reported during the study. All subjects reported at least 1 AE during
the study. The number of subjects with AEs reported in the IM CAB LA 600 mg
treatment period was higher than the AEs reported in the oral CAB 30 mg treatment
period. A total of 86 AEs (during both periods) were reported during the study. A
summary of AEs reported in >2 subjects is presented in the table below:

Summary of Adverse Events reported in 22 Subjects {Safety Population)
Oral CAB 20m
Profornd tem ap | McABLASOmg | Tom
{N=19)
Any Event, n {3%) 10 (53} 17 (100) 18 {100)
Injestion sile pain MA 15 (88) 15 (79)
Gaslroeniantis viral 316 [ 3 {16)
Fatique 1{5) 1 {6} 211




Imjection site etvtheama NA 2 (12 ' 21
Pyrexia a 2 12) 2{11)
Dapression 0 2 {18 2 {11
Insamnia 0 2{12) 2111}
Haadachs 0 212 2{11)
Palpitations Q. 2{12) 2 {11

.Bhod gusose incraased 2111 0 [ 201D
NA: Nolmplnaita

Al suligcls modhing M CAB alee raodived oml CAS
HNerta: Quad CAH 30 g QD = Cabhdogravie 33 g QD 28 days addn;
D4 CAB LA ST my = Cabolgmiiy I 810 my (sSmle dosal.

No drug-related AEs were reported during the oral CAB 30 mg treatment period.
Fifteen subjects had drug-related AEs during the IM CAB LA 600 mg treatment
period. All 15 subjects had at least 1 injection-related AE.

Surmmary of Drug:Relited Adverse Events (Safety Population)
Oral CAB 30 mg s
Preferred tem QD N Cg:f%ﬂ mg {L:?;)
(N=19)
Any Event, n (%) a 15 (E8) 15 {79)
Injectian site pain NA 14 {82) 1474
Injegtion sile erythema NA 2 {12 2011
(3ait disturbance 0 1.{6) 1 {5}
Injection site indusation NA 1 (6) 1 (5)
[njection.site prudtus NA 1{6) 1 {5}
Injectian sile reactian NA 1 (6) 1 {5}
Irjection site swelling WA 1 {6) 1 {5}
Wyakia 9 1{6) — 115)
Insomnia 0 1(6) 1 (5}

Note: Orad CAH' 30 iy QD = Cabolegrails 30 mg QD 28 thys badn,;
{4 CAB LA 608 my = Cabdtagaviy [4'900 my {sngte desa).

Two subjects experienced 11 serious adverse events (SAEs) during the study. 1
subject reported 1 SAE and 1 subject reported 10 SAEs.

A 27-year-old female reported spontaneous abortion on Day 405. The event resolved




50 days after onset. The reporting investigator did not consider the spontaneous
abortion reasonably attributable to CAB.

A 44-year-old female experienced a total of 10 SAEs during the study (table below).
The reporting investigator did not consider these SAEs reasonably attributable to
CAB.

SAEs for 1 Subject

Day onwhich the
SAE(s) reported event occurred after
the 15t dose of: Qutcome
‘ Cral IM
Grade Event CAB CAB LA
Grade 2 | Anisocoria
Grade 1| Migraine with aura o 21 | Rasalved the nextday
Grada 4 | Serotonin syndrome 104 64 Resolved 14 days afler onset
— . _ Resolved at the ime of the last
Gradz 2 | Deep vein thrombaosis 1M 71 availzble report
Cerebral Was still recovering atthe fime of
Gradz 4 haemorrhage 17 n the lastavailable report
Grade 3 | Aphasia 119 79 Resolved 70 days after onsat
Grade 3 | Dysphagia 122 a2 Resalved 26 days alter onset
Grade 2 | Usinary fract infection 124 g4 Rasalved 10 days after onset
Gradz 3 | Dyspnoea 217 237 Resalved 2 days afiar anset
Grade 3 g;:;”;”ma““ stress | a0 288 | Resolved 10 days after onset

Clinical laboratory evaluations

There were no obvious trends in clinical laboratory abnormalities between doses of
the study treatment or the routes of administration.

Vital Signs and Electrocardiogram (ECG)

[None of the subjects had any clinically significant abnormal Vital Sign and ECG
findings.




22. Conclusion (summary) e Plasma CAB PK was consistent with prior studies and CAB concentrations in

tissue and fluid were proportional to plasma over time.

e Correlations with plasma concentrations were stronger for mucosal tissues
(RT, CT, VT) than for luminal fluids (CF and RF).

e Tissue concentrations were 1/6™ (CT, VT) to 1/10™ (RT) of plasma
concentrations.

e With sufficient distribution into mucosal tissues associated with sexual HIV
transmission, CAB tissue: plasma ratios may serve as important
measurements in evaluating CAB LA as an effective PrEP agent.

Applicant (registration certificate holder) ' z : .

(signature) o

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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Hocnimxenns ID-201767

1. Ha3Ba mixapcekoro 3acofy (3a HasgsBHOCTI - HOMEp PEeecTpaliitHoro

AITPETIO, tabneTks, BKPUTI TITiIBKOBOIO 060NOHKO0, MO 30 Mr

MNOCBIUEHHS)
2. 3asBHHK BiiB Xenckep FOK Jlimiten
3. BupoOHuk BrpoOHHUTEO Hepo3(acoBanOro NPoAYKTY, KOHTPOJb AKOCTi TOTOBOTO NMPOAYKTY

[nakco Onepeitine FOK Jlimiten, o sene Alssnicts sk ['nakco Bemnxom Onepeidinmc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

[Ipaiiopi Crpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Besnuka bpuranis

(llepennite T2 BTOPHHHE NAKYBAHIS, KOKTPOJIL SIKOCTi TOTOBOTO IPOAYKTY, BUIYCK cepii
Apexina ne Excrpemanypa 3, Ion. Ing. Annennenyepo, 09400 Apaxna ne Hdyepo, Byproc/
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

Icnanis

4. [TpoBegeHi nocnimkeHHs:

v Tak Hi, SKWLO Hi, 0OIpyHTYiTE

1) Tum sikaperkoro 3acoby, 3a IKHM NpoBoAKAAcS a0 NAAHYETLCH

Ulikapebiuii 3aci6 32 TOBHHM DOCHE (ABTOHOMHE JI0CKE), iHWIMI Nikapeskuil 3aci6, HoBa Ritoua

peecTpauis DEYOBHHA.

5. [loHa HasBa kniHivHOro BUNPOBYBaHHA, KOAOBAHHI HOMep KNiHiuHoro [(Dasa 1, 6araTOKOMMIOHEHTHE papmakokiHeTHYRE AOCHiUKeHHs KaBoTerpasipy NPONOHIOBaHOT
BHMPOOYBAHHS i1 y 300pPOBHX AOPOCITHX N00poBONbUIB, AocHimKkerHs 201767

6. Daza KNiHIMHOTO BUNPOByRaHHS Daza 1

7. [lepiof KIIHIYHOrO BUNPoOyBaHHA 3 [27 motoro 2017] —[25 aunmsa 2019]

8. Kpailiu, B AKX MPOBOAMIIOCS KAiHIYHE BUNpoByBaHHs CLUA

9. KinexicTs mocnivkysanux

3amIaHoBaHo: 19
thakTHYHA KiNbKicT Cy6'ekTiB focnimxenns: 16

10. Mera Ta BTOPHHHI Wini KNiHIYHOI'o BUNpoOyBaHHA

OcnoBHa

¢ Bushauuty dapmaroxinetnuni ( PK) koruentpauii kaborerpasipy ( CAB) nicast
TpuBainoi Aii ( LA) y mnasmi kposi ra y Tkanuuax nixsu (VT), umaiiku matku (CT) ta
LepBikoBariHanbiol pigunu (CVF) y 310poBHX XKIHOK, @ TAKOXK Y TKAHHHAX NPAMOT
kHiukH (RT) Ta pextanbhiit piguni (RF) y 300posux 4onoBikis Ta sxiHOK (3a HAABHHUMK
JaHUMH) NIC/A 0fHOopasoBoro BeeaeHHs 600 Mr BHyTpitmHboM's3080 (IM)

Bropunni




o [lopipHaTn konuenTpauii PK nicns onuopasosoro /s BreneHHs nozu CAB LA 600 Mr
y VT, CT ta CVF BinsocHo nnasmu xposi Ta CVF y 310poBux xiHok, a Takosx y RT ta
RF BigHocHo mnasmu xposi Ta RF y 310poBMX 40M0BiKiB T2 xiHOK (HACKINEKM Le
JO3BONAIOTH JaHi).

* Onucaru npodiae PK CAB LA y nnasmi kposi ta CT, CVF y 300poBuX JiHOK, a
TakoK y RT Ta RF y 3poposix 4onoBikiB Ta iHOK (38 HABHHMH JaHHMH) Micis
OJHOpa30Boro seeaeHHs 600 Mr BHYTPIITHBOBEHHO.

* Bu3sHauyuTH KOHLEHTpaNilo "KOpHTa", O AOCATAETHCS MiCAs GaraTopasoBoro
nepopankHoro npuiiomy CAB 30 mr oguH pas na 106y (QD) o crauioHapsoro craHy
y rnasmi kposi Ta VT, CT ta CVF y 3p0poBiX kiHOK, a Takosk y RT ta RF y 3poposux
4OJIOBIKIB Ta KIHOK (32 HAABHUMM JaHUMM).

* OuinntH Besnexy Ta nepenocumicrs CAB nicns GaratopasoBoro nepopanbHoro
3aCTOCYBaHHA T4 OJHOPA30BOro BHYTPIIIHEOBEHHOIO BBEIEHHS Y 30POBHX Cy6'eKTiB.

1. JIn3aiis xiIiHiuHOro BHIIpobyBaHHs:A

Lle Oyno siakpure aocnimicerrs | dazu 2a yuacTio 300poBUX A0GPOBOABLIB 3 METOK
ouinku PK CAB mnicig 6aratopa3oBoro nepopatsHOro 3acTOCYBaHHH Ta 0JHOPA30BOro
3aCTOCYBaHHA LA y MTa3Mi KPOBi, aHATOMIYHUX TKRHMHAX Ta CEKPETax, 1O aCOLIOIOTHCA 3
nepenaqeto BIJI-1 craterum mnaxom: VT, CT, CVF, RT i RF.

Hocmipkenns crrananocs 3i CKpHHiHrororo nepiofy, 28-geHHOT (hasu nepopansHOro
npuiiomy CAB y 1031 30 mr omuH paz va 106y 3 HacTynHuM 14-42-gennumM nepiogoM
BHB&IEHHA, 4 TAKOM OJAHOPA30BOI BHYTpilHEOBeHHOT 030 CAB LA 600 Mr 3
koMnapTMeHTHUM Binbopom 3paskis PK nporarom ao 12 TixHiB. YvacHuku nosepramucs
Ans ouinku Oe3neKkH Ta BigGopy 3paskiB [L1a3MH KpoBi Ha 24-My Ta 36-MY THIKHIX Micms
iH'eKuii, 1 Bci yJacHHKM n0BMHHI Gy NPOHTH KOHTPONBHUH Bi3UT Ha 52-My THXH] micms
IH'eKuii 200 Bi3HT I BIAMIHH, SKLO Y4ACHHK MPUITHHMB Y4acTh paHilue.

[Ipubnuzno 20 3nopoBux oci6 3 2 KIIHIYHUX LEHTPIB MOBHHHI 6y OYTH BKTIOYEH] B
ROCTIDKESHHS, Tak 110 MpHOiM3no 16 mocnimxysanux (8 4010BiKiB i § XiHOK) OTpHManH
no3y CAB LA IM nin xonrponem V3]I i BHKOHaNU KOMIapTMEHTHUIT BiaGip 3paskis PK.
MarHiTHO-pesonascHa ToMorpadia (MPT) 6ez konTpacTHOro nincuneHus 6yna npopeeHa
¥y migrpyni fo 4 wonosikie i 4 sxiHok y snikapHi [oxona lonkinca B Banrimopi, wrat
Mepinena. Ouinropaui cy6'exrn Gynu BU3HAUeH] K Taki, IO AOCATTA NPUHAKMEI OxHiel
NepBHHHOT KiHLEeBOT ToukH PK 6e3 CyTTEBHX BiIXuneHs Bill MpoTOKOITY.




® SO YHACHHKH NEPeAyacHO NPUNMESIOTH Y4acTh ¥ HBOCHIIKeHHI, Ha PO3CYA cTioHCOpa
MiCIs KOHCYNETANIT 3 AOCTIHHKOM MOCYTB OYTH 3anyueni JOAATKOBI cy6'ekTy Ha 3aMiny.
3amiwerHii cy6'ekT oTpuMaE Take sk MiKyBaHHs Ta NPOLIEYPH 3I'IAHO 3 TPOTOKONOM, AK |
CY0'EKT, IO NPHIHHKUE YUacTh Y NOCITiOKEHHI,

Kosxen cyb'exr 6pas yuacts y nocmimxensi [poTAroM npubausHo 66 TwkHis. Juzaiin
AOCTI/DKEHHS IPeACTARNEHMH v TaGuI Ta Ha PHCYHKY HHDKYE.

7 L In'exuisi CAB Ta L - Bisut ans nogansiitoro
?_—f‘:‘ oaiac{lr:l'{: BuMuBanna KOMNADTMEHTHIA Besnexal CnocTepexeHHsA/BnBEAeHHA
P o . BinGip 3paskis PK 3 nporpamn

CpuHinr 3abip nnaamu kol

Mpotarom 30 [ Flepopansta He BeOZMM Pa3oBa 600 mr Ouinin Geanexu 73 [Yepes 52 i micns iH'eRUiT
fivia nicns 1-1| Tabnetka CAB | npenapar 14- | [oza CAB LAans | sinbip paskie nnasmi | Gynu nposeneti nogansuwi
nepapansbHai 30mr QD 42 pui KPOBi ANA BU3HAYEHHA AOCTIHEHHS
Ao3u CAB X 4 T . 3abip 3paskis Tkanmk| PK nposoaunnca yepes
{ nikopy / nnaamMu | 24 Ta 35 TvokHie nicns
KpOBi A0 12 TvowHia NpUACMY A03u
nicnA iH'exkuil

*3 omagy Ha Te, Lo B NPpoToKoN nepenBaueHo tepsikanbHo-sariHaneHui 2aip 3paakis, vac i TpuBanicrs MeHCTpyaufi
Bpax0ByBanvea NpX NNaHYBaHHi CKPUHIHTY, NepopanbHOT daau BBEReHNA Ta iH'exyi.

Twxaers 52

fenn 1 Dene 28 Kulurpon‘buuﬁ '
Mepopanske Mepopanehe  [os 1 Bi3uT/ BiguT

Cepuuitr  seegenna  Beegennal IwexyinCAB  Tugens 12 Tixaeno 24 Biawr  Twsmgens 36 Biagr ANA BHXOZY 3

. | L
1 1 | ]

— — AN AN -
. 11442 lobose  Binbip spasiis gns Ouirkn Geanerd Ta PK (Tinexu nnaama kposi)
npotArom 30 ais - BUMHBaHHS BU3HAYEHHA PK
Mepopanthui
CAB 30mr QD
X 28 puis

1. Ha aonarok Ao komnapTmeHTHOMO Aocripxenna PK nicns iv'exuif CAB LA, NALEHTH NPOXOAMIY

Aocnifxenns PK nnasmu kposi Ta CTAVT/CVF (xinku) Tafabo RT/RF nicns 28-ro gxs




NepopanscHoTo BBEEHHN, Ha 29-i1 JeHb.

12. OcHoBHI KpuTepil BKTIOYEHHST

13. Hocnimicysanuii stikapebkmif 3aci6, crnoci6 3aCTOCYBaHHA, CHAA AT

Y nocnimkeHni Gpamy yuacTs 310poBi 90OBIKY Ta HKIHKH BikoM Bia 18 1o 55 pokie BKIIIOYHO 3
Macolo TiNa 240 xr Ta iHAeKcoM Mach Tina ( BMI) B mexax 18,5-35 kr/m2 (BKITIOYHO).

HaitmeHyBamHn
nixapcbkoro 3acoby:

NikyBaHus B

BOCHIKeHHi

MNepopanesi CAB

CAB LA, cycneHsis ans iH'ekyii

Onwc nikapcskol opmu:

(GSK12657443, naktoau moworigpar,
L{enKnosa MikpokprcTaniyya,
rinTomenosa, HaTpito
KPOXMANLITIKONAT, MarHilo cTeapar,
ruiekose nokpuTTS Aquarius, Ginuit BP
18237

CTepunsHa cycnieHaia Anst iH'exyii

Ilikapckka dropma:

Tabnetkn

dnakoH

Cuna(u) oguHUyHOT
inosnipisenn(u)
noayBanks:

PiseHb nosu: 1 Tabrnetka
flo3ysanHs Tabnetku: 30 Mr

KomeH chnakon Micturs 400 Mrf2 mn
cycneHsii CAB
Pigeds go3u: 600 mr (3 mn)

cnoci6 3acTocyBaHHA:

3acTOCOBYBATH NepoparnkHo, QD

BHyTRilHBEOM'A30B iH'eKLiR

Brasisku woa0
3aCTOCYBaHHA
nixapcsKero 3acoby:

Mo 1 TabreTyi nepopansHo koxwi 24
roouHY

PraKoH 3 cycnenziern obepenao
nepesepTany Ha 20 cexyHg, wob
MOBTOPHO cycnenaysaty acaa, Micns
Toro, Ak Bynbbatuki aHMKkM, 23
ONOMOrCH0 LWNpULa BinGnpanu
HeoBxigHMiA 0B'eM cycnenail gns
BHYTPIIIHLOBEHHOT iH'eL,

Onuc 3oBHIWHLOIO
BUrMAAY:

TabrneTku Big 6inoro 4o Maiixe Ginoro
KOMbOPY, BKPUTI D0MNOHKOI0, 0BANBHOT
thopmu

CrepunkHa cycnenais sig Binoro go
3Nerka POKEBOro KOMLOPY, HIO MICTUTL
400 mrf2 Mmn CAB ans seegexts
LUNAXOM BHYTDILLMBOBEHHOT iH'eKLLiT

Mo ogwiit TabneTui 30 Mr oanH pas Ha

1 X 3 Mn i'exyii BHYTPiLLHBOBEHHO (3

Cnocib iHansinyanizauil  [aeHb ApoTaroM 4 Tivkeis, MN
No3yBaHHA: (600 mr]) oaHopaaoBo B 1-i femHb dam
IH'EKLA.
Maptin Ne142384489, Mapria Ne142385644,
Homep ceplifi); Maprist Ne152394828, Naprist Ne162397422,
lapris Ne162396550 lapria Ne162400223

14. Tpenapar nopisHAHHS, 1033, cOOCI6 3acTOCYBAHHS, CHIa It

HIT

15. Cynytns Tepanis

lo3BoneHi npenapar: Aleraminoden/mapaneramon y noszax <2 r/noby 6yno no3soneHo
3aCTOCOBYBATH B OyIB-9K1il YAC POTArOM JOCTIIKEHI L. Cynytni npenapatu (pententypui ta
GespeuenTypsi) Moxxna 6yN10 NpHIMATH JIMIIE 33 METUYHOIO neobxinHicTio mig yac




NOCIIHKEHHA, 32 BHHATKOM 3a00pOHEHUX npenapartis, OMMCaHKuX y po3aini 4.5.4.2 3pity 3
ktiHigHoro mociimkenns ( CSR).

16. Kpurepii ouinku edexTHBHOCTI Y usomy PK mocrimxenni edextHBricTs He oniHiosanacs.

TlepBHuHI:

*  Kouuentpauii, o ciocrepiramies sa 3-i nenn (C48h), 8-if aeun (Cd8), 4-it TknEHD
(CWk4), 8-if Tiwraeds (CWk8) Ta 12-i1 THoxens (CWk12) y nnasmi kposi Tay CT, a
Takoxk y CVF y xinok, a Taxox y RT ta RF y uonosikis Ta xiHok (3a HasABHHUMH
AaHUMH) TCNA BBEACHHS 0AHOPa30B0i 03u CAB 600 Mr BHYTpilHEOBEHHO.

* KonueHrpauii VT cnoctepiranucs #a 3-if nenb (C48h) a 8-if Tixmenn (CWk8) y
KIHOK, fIKi OTpHMyBan oaHOpa3oBy nosy CAB 600 mr BHYTPILUHEOBEHHO,

[Bropimni: N

* OuiHloBanu cniBsiAHOLIEHHS KOHUEHTpPaLIH, BrIOYatoun VT: miazma kposi, CT:
naasma kpoBi, CVF: nnasma kpoei, CT: CVF, VT: CVF y scinok ta RT: nmnasma KpOEi, |
RF: nnasma kposi Ta RT: RF y 4on0Bixis Ta »xiHOK (IKIIO K03BOMARK JaHi) y J‘
BIANOBIAHI 4acoBi TOYKH. |

|

¢ Makcumanbha koHueHTpania (Cmax) i yac MaKCHMALHOT KOHUEHTpauii (tmax) y |
naasmi kposi Ta y Marpuusx CT, CVF, RT, RF.

e Ilioma nin KpUBOKO 3aNeKHOCTI KOHLEHTpALT Bix 4acy BiJl HyNs JI0 OCTaHHBOT
KiNbKICHO BUMIDIOBAHOT TOMKH dacy (AUC(0-last)), miotua nist KpHBOIO 3AJIENKHOCTI
KOHUCHTPALT B/ Yacy Bij Hysa 10 HeckiHuentocTi (AUC(0-0)), mioma nia KPHBOK)
3aTIeKHOCTI KOHLIEHTpALT BiZ Yacy Bia HYNA 10 4-TO THKHA (AUC(0-Wk4)), mowa nig
KPHBOW "KOHLEHTpauif-4ac" Bix Hyna 0o 8-ro THKHs (AUC(0-Wk8)), nioma nig
KpHBOI "KOHLEHTpaLis-yac" Big Hyna 1o 12-ro THxHS (AUC(0-Wk12)) Ta ysiBHHii
fepiof HAMIBBUBENEHHS 3 TepMIHAILHOT hasu (1Y) y maswmi kposi, CT, CVF, RT, RF,
AKILLO Lie JO3BOJNIEHO JaHHMH.

¢ TkanuHa: nnasma KpoBi Ta pinuua: mnasma Kposi criesianowenns AUC iHTEepBanis,
3a3HaYeHHX BHILE.




e Konuenrpauis CAB (C24) nicna nepopanbHoro sactocysanns y VT, CT, CVF, RT, RF
Ta [U1a3Mi KPOBi.

17. Kpurepii ollinku beznexH

[lapameTpu Ge3nexy Ta mepeHOCHMOCTI, BXITIOHaro4H n06iuni peakuii ([TP), kniniwwi
J1afopaTopHi aHANI3H Ta OLLHKY XKHTTEBO BAXIMBHX NOKAa3HUKIB

18. CraTtucTHuni MeTonu

[linore3n

OCHOBHUMH 3aBIaHHAMH UBOTO JOC/LKeHH Oy ouinka PK CAB LA y mmasmi kposi, a
TAKOXK Y TKAHMHAX | CEKpeTax MiXBH, IIMHKH MaTKH Ta IMPAMOT KHIUKH MiC/s OJHOPA3OBOTO
npuifomy 600 Mr BHYTpiLIHEOBEeHHOTO BBeAeHH:. JKomHHX QOPMATEHUX CTATHCTHYHHX IiMoTes
He nepepipinocs. Tam, ne ue 6yno KouinbHo, OyB BUKOpHCTANMIA MiAXIA OUWinKH, | 6y
noGynoraHi TOYKOBI OLiHKK Ta goBipHi inTepsany (CI). dopmansroro nopiBHAHAA He 6Y0.

OO0rpyarTyBanua po3sMipy Bubipkn

DOpMANBHOTO PO3PAXYHKY MOTYXKHOCTI abo po3mipy BHOIPKH 414 LbOrO JOCTIPKEHHS He
nposoaunocs. [Npubauzno 20 3noposux noOpoBONBLUIB 3 2 KNIHIYHUX UEHTPIB Manu 6yTH
3apaxoBaHi 10 nepopansHoi Basu NOCTiKEHHS TAKUM YHHOM, o6 npubnusao 16
nocaimkysanux (8 wonosikis i 8 sxinok) oTpumany in'exuito CAB IM i npoiiuny 12-ThxHesui
Biabip 3paskis PK.

[pyHTy10uHCch Ha manux npo PK, orpumanux y nonepeanix nocrimkeHHsx Tkanuauoi PK, a
TAKOK HA CKJIAMHOCTI Ta IHTEHCHUBHOCTI BiAOOPY 3pasKis MIasMHU I TKAHHH Y UbOMY
ocniKeHHI, 3anponoHoBaHKi po3Mip BuGipku 3 16 minnocninuux (8 xinok i 8 wonosikir)
TO3BOJIMTh NPOBECTH iH(OPMATUBHY OLIHKY Ta onuc napamerpis PK.

AHAJIIZ HACEICHHS

Crpuninzoeane nacenennun: Bci cyb'eicrn, axi nignucanu ¢opmy 3roau ta Sy 3apaxoBaHi 0
NIOCTTUDKEHHS, OyNH BKIIOUEH] 1O CKPHHIHIOBOT ITOMYJIALIL

Bubipra 0na oyinku Gesnexa: Bei cyd'exy, ki Oymi BRIIOYEH] B ROCTIKEHHS i OTPHMANH
MpUHaHMHI OAHY J03Y NOCHIIKYBAHOTO TiKYBaHHs, 6yiH skmodeni B [Tomynauiro Gesnexy. Ls
MOty iALia §yfa BUKOPHCTaHA AUNTA aHaITi3y Oe3neKH, a TakoXK IJI1 MpeCTaR/IeHH Ta
[y3aranbHEHHs BHXINHUX/AeMOorpadiHIX XapaKTepUCTH.




Dapmaroxinemuyni nonyanyii nnazsu:

lonynauia BUsHaueHHA KoHuexTpauit PK e nnaami erovana Beix
DapmakoKiHeTHKa cybexmie, Ak npoiitwnu sin6ip spaskie nazmm Ta xoMnapTmeHTHoro PK
KoHueHTpauis 8 flicns nepopanbHoi Ta/abo BHYTPILHLOBEHHO iH'exwjii Ta Manu pesynbTath
fTa3mi KpoBi B aHanizy PK, ik moxwa 6yno ouftmmi, Lia nonynsuis Gyna BUKOPUCTaHA
nonynaui JANA CKNAJAHHA CIUCKY KOHLEHTpaLi Ta nobyaoBu iHAMBIyanbHmX

rpachikia sanexHoCTi KoHLEeHTpaWiT Bin Yacy.
(DapMaKoKiHeTHHM _ﬂ?nyxlﬂuiﬂ napaMeTpis nna3MM_Kposi BKMIOYANa BCiX ot_:iﬁ, AKAM ricns
MapameTp nnasmm iH ekl IM Byno nposepeHo _3a61p 3paskis nnasmu Kpoei Ta '
Monynstys KOMNapTMEHTHOMO PK T8 OLjjHeHo napameTpu PK. Lo nonynsujto Byno

BMKOPKCTAHO ANA neperiky napameTpis PK.

Monynauia napameTpis PK nnasmu icioyana scix cyb'extiB, y sikux Gyno
OufttoBanui (IpoBeAeHo 3abip 3pasie Nniaamu nicrs NosTopHoI in'extii IM, y Akux Byrm
DapMarokiHeTUuHME  jouikent napametpu PK, wo nigaaiTees OUiHL {ByMipioBaHi), | Ak He manu
[lapametp nnazmu 3Ha4HUX BIAXMINEHD Bif MPOTOKONY (HE Mank 3HAYHUX BiAXUNIEHD Big
Peatome npatokony). Lis nanynauis 6yna eukopucTana ans nobyroeu rpadikis
Mornynauia CepeAHix/MeaiaHHUX 3Ha4eHb NapameTpis i KoHueHTpaLi PK, wo

OLHIOKITECA, & TaKOXK 3BEAEHNX Tabnuub.

Papmaroxinemuxa Tkanunu ma pidunu Honyasyia:

TkaHWHHa piguHa PK
KoHueHTpaljin

Monynauia koHuenTpauit PK B Trkakukwil piguHi Brnovana scix cy6'ekris, AKi
npodfuny BT/KT/CVF/RT/RF sig6ip npo6 nicns nepopankHoi Tala6o
BHYTPIUIHbOBEHHOI eBaKyaLlii Ta Manu NpuHaiMHi OfMH OLHIOBAHMI
pesyreTat aHaniay Ha PK n BT/KT/CVF/RT/RF. Lis nonynsuia 6yna

piguhy PK Nonynauia
napametpa (IM)

nynayis . . oo
fonysay BUKOPUCTaHE ANA CKNARaHHA CNMCKY IHOMBIAYANbHNX KOHUEHTPaL Ta
nobygnosu rpadikie.
. [[lonynauia oLiHoBaHWX NapaMETPIB TKAHMHLOT DIAVHM BKOYANa BCX
MNapaMeTp THaHUHHOI YRR Ol P p P

CyG'ekTis, s mpoiwnk 3a6ip apaakia nicns iH'exuii (M i manw NpuHaAMHL oguH
OLiHIOBaHIA N2pameTp, ouinernd y VT/CT/ICVF/RT/RF. fing BUaHayeHHs
[HAVBIAYansHMX NapameTpie Gyno BUKOPUCTAHD TUCAYHY nonynauiio,

OuiHoBaHMi
Monynsayisa napameTpis
TKAHWHHOT PigWHK Ta
PK (iM)

[onynAuis oyiHroBaxwx napameTpis PK Ta TkaHWHHOT piguHM BKMIOYEna BCiX
naLieHTia, y axux Gyno nposezieqo 3a6ip spaakia nicna iH'ekwyi IM i skt Manw
oLjHIoBaHi napameTpi PK Ta TKAHUHHOT PIiHu, LD OLHIOKOTECA B
VI/CT/CVFIRTIRF. Lis cykynwicTs 6yna BukopucTana ans 3BEMIEHHY
napameTpiB 38'A3Ky, nobynosu rpacikis cepeaHLOrO/MEIiaHHOTD 3HaYEHHs

72 0B4MCEHHs KoedillienTis.




DopMaNBHOTO MPOMDKHOTO 8HAMI3Y He POBOMIOCH.

Ocratounuii anamis

[lepsunnnit ananis PK: IMepsunni KiHUEB Touky BRMOYATH koHueHTpauito CAB B rutazmi
kpoei, VT, CT, CVF, RT i RF (nackinsku gossomnsanu JaH1) y xinok i naazmi kposi, RT i RF y
HONOBIKIB 210 12-r0 TiskrA. Li koHUeHTpauil 6ynu BuzsaveHi Besnocepennsbo 3 naHMX
(KOHLEHTPALIS-1AC» 3 KOKHOT MaTpuiy. it ONMcy MEpBHHHMX KiHIIEBUX TOUOK PK, mo
MpPEICTABISIOTE THTepec, GYIIH CTBOPEHi OIIHCOBA CTATHCTHKA Ta rpagixu.

Bropuniuit apanis PK: Jani npo xouueHTpauiio-yac y nnasmi ta TKaHHHAX/piOnHi
AHATI3YBANH HEKOMIAPTMEHTHUMH METOAAMH 34 AOTIOMOTORO nporpamu WinNonlin 5.2 abo
BHLLe (Pharsight, Inc., Cary, NC). ®apmakokireTnuni [1apaMeTpy OLIHIOBANH 3a NOTIOMOTOIO
HEKOMIIADTMEHTHOIO aHaNi3y i3 3aCTOCYBAHHAM NiHIHHOTO Bropy/BHU3 TNpaBuna Tpaneuii ms
moneni 200 (nozacynunHe BeerenHa) nporpamu WinNonlin, Po3spaxyuxu Gasysanucs Ha
paxTrunOMy Yaci BUGIpKH, 3adiiKCOBAHOMY IiZ Yac AOCHIIMKEHHS. Hacrynui napamerpu PK
Bynu pospaxosaui, sKwWoO BOHY GyITH JOCTYMHI:

CVF: nnasma kposi, CT: nnasma kposi, VT: nnasma Kposi, crissigxoLuexHs CT: CVF, VT: CVF y
iHOK i, RT: nnaama kposi Ta cniesigHowenHs RT: RF ¥ YONOBIKIB i XiHOK y BiINOBIAHI MOMEHTY

Hacy, AKUI0 fO3BONAKTL AaHi, Nig Yac dasm iH'exuii.

Cmax, tmax, AUC(0-), AUC(0-Hepoabipnueo), AUC(0-Heposbipnmso), AUC(D-HeposBipnmeo) i

AUC(0-Wk 12) Ta t!% y nrrasmi kposi i B KT, a Takox CVF y xitok Ta RT i RF Y YONOBIKIB i XiHOK.

CnisBifHOLIEHHN y3romKenmx y yaci AUC TKaHUHHMX MaTPULIbMIOMIHECLIEHTHOT piguHK: nnasma

KPOBI, Aie Le A03BONATL AaHi.

Koruertpauis CAB y VT, CT, CVF, RT, RF Ta nna3mi kposi Ha 29-i figHb tha3u nepoparnkHoro

BBEAEHHA Nepes, iH'exuieo IM

Koegiuienru 6ymu pospaxosani ams kokHoro cyG'exra. Oniniopani napamerpu PK ta
PO3paxoBaHi CHiBBIAHOMEHHS By 11 LiICYMOBAHI 3a CTATTIO Ta/a60 3aranoM s KOKHOT
MaTpHLUL. Byno NpoReneHo NOpiBHAHHA 33 CTATTIO AUTA BCIiX OLIHIOBAHMX napametpis PK
Ma3MH KPOBi Ta HAJJaHO OLHOYHE CITIBBi THOLIEHHS M JKIHKAMH T4 Y0JIOBIKaMH, a TAKOX
BianosinHuit 90% CI. Kosapiantu BMI ta innij daxropu TakomK MOXKyTE 6yTH Bpaxopai B
MoAeni A nopisusHEA napametpis PK mnasmu kposi. Kornenrpanito kaborerpasipy B
KOXCHIH MaTpHLI 2 (basH [epopanbHOro BBEJEHHS MOMKHA OYJNO TIOPIBHATH 3 KOHLEHTPAIIIEIO Ha
-My, 8-My Ta 12-My TIOKHIX, SKILO L€ JA03BOMIM AaHi. B3aeMO3B'S30K Mix KOHIUEHTpaUieio
CAB PK y nnasmi xpogi ta yacosumu CVF, CT, VT, RT 1a/abo RF ouiHioBanu 3a 1ONoMoromwo




rpadikiB Ta 3a xonmomorow npouenypd SAS Proc Corr.

A Haniz Oesriexu

DopManeHHI CTATHCTUYHUI aHA3 faHMX 3 Oe3neky He npoBonuBed. aui 3 Gesnexu Oynu
y3aranbHEHi OTMCOBO Ta NepepaxoBaHi BiAMORIAHO A0 cTanAapTis IHTerpoBaHol 6ibnioTexku
cranaaptis ganux GSK (IDSL) abo nig 6eznocepenuboro erifor BiAmiTy KiHIYHOT
crarucTuxa GSK.

19. JieMorpaciuni noxazHUKH ROCTILKYBaHOT MOMy.IAuii (crats, Bik, paca [emorpatpitini Ta Nouatkosl xapakrepucTvky (Gesneysa nonynsauia)
TOLIO) [lemorpadiuHi aai Bekoro {N=19)
Bik (pokiB) [CepenHe 3Ha4eHHn (SDY] 33,3(9,12)
Cratb [n (%))
KiHoua 10(53)
Yonosivya 9(47)
BMI (kr/m?) [Cepeane aHayenHs (SD)] 27,15(3,303)
3picT {cm) [CepeaHe 3HayeHHa (SD)] 171,1(10,18)
Bara (kr) [Cepegte 3Haqerhs (SD)] 79,43(11,503)
ETHi4Ha npyHanexHicTs [n (%)]
He icnaHOMOBHI 4K NaTMHOAMEPHKaHU 19(100)
Paca [n (%)]
Asiarcbke- CXiiHOa3IaTCLKOrO NOXOMKEHHS 1(5)
YopHowiipi abo adpo-amepukanL 6(32)
BinowkipifeBponeficbkoro NoXomKeHHs 12(63)

20. PesynbTaTtu edexTHRHOCTI

Cepeani koHuenTpauii CAB y nnasmi xposi micns oqHOpa3oBoro B/ BegeHHA 600 mr 6ynu
BHILMMM 3a 4* nonparky Ha 6inok (PA) - 90% makcumanbhoT iHriGyrouoi koHneHTpanii (IC90)
(0,664 ur/mn) Ha 8-My THXKHI Ta BHILKMHE 3a 1*PA-IC90 (0,166ur/mMn) na 12-My TroKHi.
3aranom, cepeani xouueurpadii CAB e CT, CVF, RT i VT Oynu Husxue 4*PA-IC90
(0,664ur/Mm) 3 3-ro o 4-i Tiknens i Hkde 1*¥PA-IC90 (0,166ur/Mn) Ha 12-My THXKHI.

Cepenni xoHuentpauii CAB y mnasmi kpoei nicna npuitomy noszu 30 mr QD Oynu
[IOPIBHAHHHMH 31 CIIOCTepEsyBaHHMH KOHITCHTPAUIAMH MMicna npuiomy mo3u 30 mr
nepopanbHO (cepeJHe reomerpuyne sHavenns [95% CI] 4,20 [3,8, 4,7] y nocnimxenuti LATTE
Ta 4,22ur/mn [4,0, 4,4] y nocnimxenni LATTE-2). 3aranom, cepenHi koHnesurpauii CAB B
KiHLi dask nepopansHoro BeeneHus Gynu suwe | *PA-IC90 (0,166pr/mn) y Beix

TKaHWHAaX/piaHHax Ta sde 4*PA-IC90 (0,664ur/mn) y CT T1a RF.




i A
Ao T

~ Pesiome KOHueHTpaqm .CAB y nnasmi KpOBI niy uac BupaHoro BI3HTy 33 CTATTiO T4
anyBaHHHM I'IICHH nepopaanoro npuitomy GAB 30 mr QD'1a onuopasoacl i exuu CAB LA
B : __600:Mr BHYTPIlUHEOM'30B0O *

Me,qlaHa (MIH MaHC)
CXEMA . . {MKrimn)
SACTOCYBAHHSA Mepion Biaur Yornogiku XiHoua 3aranom
(N=8) (N=7} (N=15)
MepopankHe
5,35 6,97 5,98
CAB 1 p/amr SD BB;,I;(::HH Jlexb 28 (2,19,8, 11) (3,388, 78) (2,198, 78)
fietb 3 3,32 35 3,39
CAB LA 600 ur IM {0,72,3, 83) (0,95,6, 90) (0,726, 9)
N 50 36 4,74
Oﬁ:%‘:{a?:aa Gasaienii few8 | 01112 | (124963 | (101112
4 Tokere 4| 202 2,33 2,36
A (1,735, 12) (0,80,3, 36) (0,80,5, 12)




-PesoMe KOHUgHTPaL CAB Y nAEmi KpOBi nig 4ac Buﬁpaﬂoro Bi3WTy 33 CTaTHO T2 mkyBaHHﬂM iricnn
_nepoparnkHoro npuiomy CAB 30-Mr-QD Ta.ofHopa3osol in'ekiii CAB LA 600 Mr BHyTpiluHbOM 33080

Meniana (MiH. Makc)
CXEMA Nepio BiauT (mKrimn)

3ACTOCYBAHHSA proa Yonosiky Kikoua 3aranom

(N=8) (N=7) (N=15)

0,74 0,82 0,82
CAB LA 600 mr IM daza e Twigeto 8 | 15,3, 4) (0,33,1, 84) (0.333.1)

. . a3a IHexLll

OnHopazosa iH'ekUin Tiokaerb 12 0,21 0,28 0,27

s (0,07,0, 98) (004,1,31) | (0.04.1,31)

~ Pe3ioMe koHleHTpaLii CAB y TkaHnHaxX-Ta ‘piARHI nif vac BUGparoro BisuTy 3a Marpwuem niéna="
.. NepopankHoro seefexna CAB 30 mr.QD Ta ofHopasoeoi in'ekuil CAB LA 600 MEBHYTPIIHLOBEHHO

Mepiata (MiH, makc)
CXEMA Mevio BizuT {mxr/mn)
3ACTOCYBAHHs1 | Tlepion o CVF RT RF VT
N=) | oEny | ety | etae | en
CAB Mepopancrie| Hems | 110 0,45 059 3.36 054
0miph | senewn | 28 | (056212) |(0.16;275)| (0201, 17) | 091.227) | (0221, 56)
e |40 0% 0,32 0,69 037
7 1(004.2,63)] (0,050,67) | (0,006, 63) | (0,06.1, 46)
toms | 048 040 |046(0110, [212(0779
(012254 (0,17.1,86)  95) 6)
TuxgeHs 0,55 0,16 0,28 0,66
Oiﬁgpﬁfagoiﬂgmﬂ asaiwenfi| 4 | (011.0,77) (0,021, 10)| (0,100, 45) | (0,04.21. -
Txgers| 012 0,04 0.06 0,28 0.5
8 | (000,0,41) (0,02 0,43)| (0.00.031) | (0,030, 77) | (0.00.0.40)
w004 | D o 0,09 _
2| oo00,18 | G2N | 000017 | ot 12

a,N=12 ona RF CAB LA 600 mr

Y Beix BisuTax cepesne cnisBiaHOmenHs konuenTpanii CAB y TkaHuui Ta miasmi micns
OXHOPa30BOro B/B BBeAEHHA 600 Mr cranoBuno 32% npu RF, 16% npu VT, 14% apu CT, 9%
npu RT i 8% npu CVF. Cepeane cnissinnowenus kounentpanii CAB y Tkanusi Ta nnasmi
KpOBI HalpUKiHUi epopansHoro BeeAcHus 103H 30 mr QD cranoswio 45% y RF, 17% y CT,




14% y VT, 13%y CVF Ta 10% y RT.

Cepeate cuispinromenns kouuentpanit CAB y Tkanuni Ta pimuni micns OZIHOPAa30BOT
BHYTPILIHBOBEHHOI 1034 600 MT 6y110 menwe 1 npu RT y Beix BisHTax, Wo cBigauTs npo
Oinpumit posnonin y RF, mik y RT. Onnak, Meniana KOHUEHTpaMUii piIHHKH cnoyatky Oyna
Buwolo iput CVF, sisk mpu CT i VT (cniiBsiggomenHs Ha 3-if xens <1), a Ha 8-my Teokni
KOHLEHTpaLlA PinHK Gyna Hiwxkuoro, Hixk npu CT i VT (cnisBigHomrenns Ha 8-my THskHi >2).

Cepenne crisBinromenHs koxuentpauii CAB y Tkanusi Ta pinusi micns npuioMy nozd 30 mr
QD 6Gyno menmwe 1y RT, 1o Brasye Ha Buitmii poznonin y RF, nisk y RT. Onnak cepeaHs
KOHUeHTpauis pinuuyu B CVF Gyia Hikuoro, Hbk y CT i VT (cmiBBinHomenHs Ha 28-i nenb
>1).




3eeqeHi fiaHi npo cnisiHowenHs KoHuexTpauii CAB y TKaHii T4 nria2Mi KpoBi 3a BiauTaMM 1a 3a
e O e W : ] Lo ‘B’ciMaEi:}HTaMH; : . ) o .
MegiaHa {MiH, MaKc)

CXEMA

Mepion | Bisur |CVE/BP| CT/BP | RFBP | RTBP | Vi/Bp
3ACTOCYBAHHS i | e |t | e | o
0133 | 0,175 0100 | 0,143
s [nobanY o8 | (0,023, | (01050, (247 (2)151'10‘ (0073,0. [0026,0.
A A 0357) | 246) 166) | 178)
0,208 | 0,255 0,138
Hewn3 00180/ (0113,0, 02%%)00' 00%01(0%?22(0 064,0.
403) | 270) ' 219)
0142 | 0,192
fens8  |(0046,0. (00960, 05468(701';53-4 0'18%?;’82 i
291) | 297) !
0.047 | 0213 0109
CABLA 600 ur M TixaeHs 4 (ogg;io. ( ggg)o 0298(0021,1138), (0 1037(:32)0 i
OpHopasoea  |dasa iH'exui] 0.035 0,180
WK e | 0008, | 0104 |023000851.| o091 | M0
o) [0000304) 855 000043
0,08 | 0,055
: : 0520 0,00
Twxgens ((0022,0. (0,00,0, ' .
| g | 00786282) (0.000.158)
008 | 0139 0158

Bei 0,324 0091
- (0 007,0.] (0,00,0, : (0,00,0,
BiABIAYBaHHS| 436) 309) (0,00,11,38) {(0.00.0.161) 340)

BP = nna3ma kposi
3B€/1eHi AaHi Npo:CNiBBiAHOWEHHA KOHUEHTPaLlil TKaHuH i pigHu CAB 3a Bizutamu

CXEMA . . MegiaHa (MiH, Makc)
3ACTOCYBAHHS lepion | BIMT | crieve =7y | VIIGVF (N=) s
MNepoparnkHe 1,444 1,068 0,186
CAB 1 pl ur SD seepertn |00 28] (0400,534) | (0487.2.615) | 57059)0
CABLAGOOM M | Oasaienii | fems3| 0937 0572 0,208




OaHopasoea iH'exyin (0,67,6, 179) (0309. 9,436) (0,042,
1.230)
1,022 (0,599; 0.254 (0322
flews 8 3,09) ’ 0,913)
Tuxaens] 1,306 (0,456; b
4 7489) - (5'25)’
Takgersl 2242 0,443 (0,00,
8 | (0,0011,04) [+667(0.001235)" ony
TWKAEHD 0,353 . 0,00 (0,00;
12 | (0,00,2.542) 0578)




Hac mocsarneHHs MaKCHMATBHOT KOHUEHTpauil (fmax) y TkaHuHax 6yB OMHAKOBHM y Beix

TKaHHUHAX i pinMHaX i BinmoBinap ruiasmi, 1o ceiguuTs [P0 MUTTEBHE PO3IONIN B aHATOMIYHUX
ninAukax Ge3 Gy/b-aKoro yacy 3aTpumkH. EKenozuuii (Cmax ta AUC(0-Wk12)) 6ynu Buuumu
Ha RF, Hix Ha (HLUMX MaTpHUAX.

Y3aranbHeHi 4aHi Wofl0 napameTpie CAB nnasmu kpogi Ta Tkanwtitioro PK y saransHis
. nomypsgli o E no
Matpuun
Mapametp [Tnazma CVF CT RF RT
(N=15) (N=15) (n=15) (N=15) (N=15)
C
() | S0462%) | 055(118%) | 0,81(105%) | 327(172%) | 050(47%)
: 6,87 7,00 6,97 7,01 7,02
e () | (389502) | (1.92.839) | (192299) | (667, 799) (6,88. 522)
AUC ]
(MKr,,&";‘n‘:b 2142(59,2%) | 203(126%) | 277 (104%) | 1170(192%) | 206 (57.2%)
AUCowis)
(wiromg) | S21HA01%) | 282(125%) | 365(852%) | 1576(203%) | 287(38,7%)
AUC
(mxr*rmﬂ) 3639(35,6%) | 381(108%) | 350(79%) | 1345(138%) | 324(54,8%)
AUC
(MKF*FOJ%”) 3992(24,5%) | 324(1214%) | 523(77%) | 1841(194%) | 348(35,5%)
AUCpuf 0
(aicropian) | 4172(23,9%) | 309(100%) | 696(H) | 850(43%) | 292(34,6%)
bt (nvie) | 19,1(81,4%) (713:?2) 15,14 (HI) | 1277(3,5%) | 23,65(23.3%)
0,00151
KALe 61.4%) HA HA HE HA

KALx: KOHGTaHTa LBMAKOCTI BCMOKTYBaHHS
HI: He 2actocosyetsca
a. CepeaHe reomeTpuyHe (CVh%)
b. tmax npencTaeneHo Ak megjany (nianazoH)

¢c. N=14




YaarantHehHs cniBBifHOWEHE NapaMeTpis.PK TKahuH Ta pinvHn CAB go nnasmu KpoBi
. e eiEE ' saMatpyusmu v b
Cepenhe reometpuyHe(95% Cl)
NapameTp CVFIBP CT/BP RF/BP RT/BP
(N=15) (N=5) (N=15) (N=15)
c 0,134 0,196 0,622 0,095
rax (0.070.260) | (0157,0.246) | (0311,1245) | (0081,0.111)
ALC 0,103 0,155 0,545 0,10
O | (00430.247) | (00940.256) | (02331, 276} | (0089,0.113)
ALG 0,093 0,149 0,485 0,106
oW | (00380.227) | (0068,0.326) | (02111, 111) | (0091,0. 125)
AUG 0,087 0,123 0,386 0,109
OWa2 | (0023,0.325) | (0040,0.383) | (01401, 073) | (0088,0.135)

BP = nnaama kposi

[Ticns onHOpa3oBoi BHYTpiluHBORERHOT in'exuii 600 mr CAB LA Kopenauii (r >0,9) mix
[Y3ro/pKeHMMH B Yaci koHneHTpauiamu CAB B mwiasmi | TkaHHHAX (RT,CT i VT) 6ynu
CHNBHILIUMH, HDK KOpemauii (r <0,7) Mix KOHLEHTpauisMHu B masmMi i pinnni (CVF i RF),
MOBIpHO, Uepe3 BUCOKY BapiabenbHicTs KOHUEHTpauii 8 piauui. ITicna QD nepopasnsrol aosu
CAB 30 Mr xopensuii 6yau cunbHIlIHMH MbK MTA3MOIO § TKaHHHAMH, HDK MDX MJ1a3MOI0 i
pinunamu. OLHaK, HeraTHBHA KOPENANIS CIOCTEPIranacs Mixk mIa3Moio KpoBi Ta
KoHuenTpaufeto RF, iiMosipHo, uepes BucoKy BapiabenbHicTs koHlteHTpauiit RF.

3aranom, BinMiBHOCTI B excnosuuil B miasmi KpoBi OyNH pisHUMY [T JONIOBIKIR § JKIHOK;

O/IHaK CroCTepiranacs TeHASHLIS 0 Hik4ol Cmax y sKiHOK, Hix Y HONOBiKIB. AHanOIY4HO,
criocTepirases AOBIUMI t1/2 y sKiHOK, HDK Y HONOBIKiB, 10 NORIGHO A0 TOro, 1o
CNIOCTEpiranocs B iCTOPUYHUX, JOCH MKEHHSX.




__Niacymks nopiedanHs napametpis CAB nna3my KpoBi.3a reHRepROIO o3Hakolo
PK napamerp Honogiki HiHKH CriBBiAHOWIeHHs XiHOK |
(N=8) (n=7) Yyonosikis (90% Cl)

(Mf,’.';ﬁn) 6,26 3,94 0.63(0.34,1. 15)
(hf]‘{'ﬁ*?&“,’:jh) 2285 1990 0,87(0,47, 1,62)
(ﬁgmﬁ; ) 3342 3073 0,92(0,60, 1,42)
(ﬁffr‘gm;) 3710 3570 0,96(0,64, 1,44)
(Mﬁrlfgmm 3829 4547 1,19(0,91, 1,54)
(;:?B) 14,6 25,1 1,72(0,78,3.79)

a. CepeaHborBaapaTIHi cepenHi reoMeTpuuHi

21. PesynpTaTu Geznexu

[lin wac nocnimxeHus He 6yNo 3aQikCOBAHO KOTHOTO CMEPTENLHOIO BHIAAKY. Yci cyb'ekTit
NOBIAOMUIIKM Npo woHakMene 1 I1P nix vac aocnimkenHs. Kinpkicts sunagxis [IP, npe Aki
[OBIAOMIIANOCA Y Nepiof TiKyBaHHs inTpaHasansHHuM npuitomom CAB LA 600 mr, 6yna
BHIIOIO, HDK KLNbKicTh Bunagkis [P, npo axi nosizomnanocs y nepioa MiKyBaHHS
nepopanbHuM npuiiomom CAB 30 mr. 3aranom nin wac gocsnimkeHts Gyno sapeectposano 86
[P (npotarom o6ox nepioxis). Y3aransuena inpopmauis npo [P, po sxi noBigoMasnocs y >2
cyD'exTiB, HaBeaeHa y TaBMHII HIKYE:

KopoTkuit onuc HebakaHyX ABulY, Npo siki NOBIROMNANOCA y 22 CYG'ekTiB (Geanedra
» - nonynAauis). e
MepopansHo CAB
Baxanui TepMiH P 30mrQD M CAB I_‘A 600 wr Bchro
(N=19) (N=AT) (N=19)
BYIOb-AKE n (%) 10(53) 17 (100) 19 (100)
Bink y micui BBEAECHHA HA 15(88) 15 (79)
Bipychuii ractpoeHTepur 3(16) 0 3(16)
Broma 1(5) 1(6) 2(11)
Epurema y micui BreneHHS HA 2(12) 2(11)
Mipexcia 0 2(12) 2(11)
fenpecis 0 2(12) 2(11)




besconHn 0 2(12) 2 (11)
['onoBHMIA Ginb 0 2(12) 2 (11)
Biguyttsa cepueburra 0 2(12) 2 (11)
MinBULIEHHS PIBHA THII0KO3M KDOBI 2(11) 0 2(11)

HI: He 3acTocoeyeTthes

IM CAB LA 600 mr = kaboterpaip IM 600 mr {ogHopasosa fo3a).

0cib Gyno wokatimene 1 IMP, nos's3ana 3 iH'ekuismu.

Bci cyb'exTu, siki otpumysani IM CAB, Takox 0TpuUMyBaniu nepopanbHuii CAB
IMpumitka: Nepopanshuit CAB 30 mr QD = kaborerpasip 30 Mr QD 28 ais:

[Iporarom nepiony nikysanHa nepopansiuM CAB 30 mMr xe norizoMisiocs PO HKOHI
menukamenTosHi [IP, nos'a3ani 3 npuitomom npenapary. Y m'sTHagusTy oci6 criocTepiraiucs
MenukameHTosHi [P npotarom nepiony nikysanns npenapatom IM CAB LA 600 mr. ¥V seix 15

KopoTkuii ofnsisy HeGaxaHuX ABuLl, Nos'A3aHiX 3 NPUAOMOM NIKapCLKVX 3ac06iE (Geaneyna
| T _____ nonymsiuin) N B
Mepoparibho CAB 30
Bawanuit TepMiH PoP mr QD M CA? 600 mr BCI_:OI'O
(N=19) (N=17) (N=19)
bYAb-AKA NOAIA, n (%) 0 15 (88) 15(79)
Bins y micyi BeefeHHA HO 14(82) 14 {74)
Epurema y MicLj BBeAEHHS HO 2(12) 2{11)
MopyLueHHa pofioT 0 1(6) 1(5)
YLLiNbHERHS ¥ MICLIi BBEAEHHS HO 1(6) 1(5)
Caepbix y micui iH'exuii HA 1(6) 1(5)
Peakuina y micui BBefieHHs HI 1(6) 1 (5)
Habpsk y micLi BRegeHHs HA 1(6) 1(5)
Mianria 0 1(6) 1(5)
Be3coHHA 0 1(6} 1(5)

xaborerpasip IM 600 Mr {oaHopasosa gosa).

Mpumitka: MepopansHuit CAB 30 Mr QD = kaBoverpasip 30 mMr QD 28 xis; IM CAB LA 600 mr =

Y nBox cy®'eris nin wac gocsmimkenHs BUHUIOTO 11 cepiio3HMX MOGIUMMX ABHII (CILA). 1
cyb'ext nosigomus npo 1 CIIA i 1 cy6'ext nosinomus npo 10 CILS.

27-piuHa >xiHKa MOBjIOMMNA PO MEMOBiNLHHI aGopT Ha 405-it nexs. [Tonia BHDIIIKITACH Yepes




50 nuiB micng nouatky. Jocninsuk He BBaKAB, IO CIOHTAHHMI abopT MoxHa 0BIpyHTOBAHO
oB'a3aTH 3 npuidoMoM CAB.

Y 44-piuHoi xiHkn nia vac gocaimkeHus cranocs saranom 10 CITS (Tabmuua HusKye).
[HenexTop, sk cKiIaB 3BiT, He BBaXaR, wo i CITS MoxHa obrpyHToBaHo nos'szati 3 CAB.

CIIA ann 1 npeamera

Jent, konu nogis
3BiT SAE cTanacs nicna npuitomy
1-1 goau: Pesynbrar
Crynine Monia MepopanbHi IM
CAB CABLA

2 cTyniHb _ |AHicoKopis ,
Tcryninb Mirpess 61 21 BupilueHo HacTynHoro gHA

. Lo BupilveHo yepez 14 guis nicns
4 CTynivb  [CepOTOHIHOBYI CUHIpOM 104 64 hovarky

. BUpiLLIEHO Ha MOMEHT OCTaHHLOrO
2 cTyniHe  [TpoMB03 rubokux BeH 111 71 OCTYTHOTO 3BiTY

. Ha MOMEHT OCTaHHLOrO ZOCTYNHOTO
4 cTynive  [KpoBOBUNMB y Mo3oK 117 77 3BTy BCe 1e BiTHOBRIOBARCS

, . BupilueHo yepea 70 aHie nicns
3cTyniHe  [Adaaia 118 79 houamey

. . BupilueHo yepes 26 guis micns
3 ctynive  [Ouedaris 122 82 houarky

; Indhexuil cevoBmBinHx BupiweHo yepe3 10 guis micns
2 CTyniHL KB 124 84 -
3 cTyniHb  [YCKNaaHeHHs [uxaHHs 277 237 [Bupilero yepes 2 gHis nicna novaTky

. (ocTTpaBMaTMUHMRA BupitieHo yepes 10 gHis nicns
3 cTyie CTPECOBUA po3nag 328 288 rovarky

Pesynomamu nrabopamopnux i kiniunux docaidxncens

OueBHAHUX TeHeHUH Y KniHIUHHX 1a6OPATOPHUX BIXMAEHHAX Misk I03aMH JOCTiDKYBAHOIO
niKyBaHHS 200 MIAXaMH BBEJIEHHS HE CIIOCTEPIiranocs.

P ummesi noxaznury ma erexmpoxapdiozpama (EKT)

[Y xxozxHoro 3 nipnocninnux ne 6yno kuiniuHo 3HavywHEX BiTXHIEHSD ¥ MOKa3HHKAx
DRUTTEAisUTbHOCT] Ta EKT.




22. BUCHOBOK (3aK/IFO4YEHHS)

e Ilnasmora koHuenrpauis CAB PK Bigmosinana namum ronepeaHiX 10CiKeHb, a

KoHueHTpauii CAB y Tkanunax i pimmsi Gyu MPONOPUIHHUMH /10 T71a3MOBOT 3 ITHHOM
qacy.

Kopensuii 3 nnasmoBumu konuenTpauismu Oy/1M CUTBHIIUMMH 1715 CJIM30BHX TKAHHH
(RT, CT, VT), nixk ans moMiHaIBHUX pinuH (CF i RF).

* Konuenrpauii 8 Tkanunax cranosumm Bix 1/6 (CT, VT) no 1/10 (RT) Bix nnazmosux
KOHLIEHTpaLUiH.

¢ [lpu 1o0cTaTHLOMY PO3NOALNT B TKAHHHAX CIH3OBHX 000JIOHOK, MOB'A3aHOMY 3
nepenayeto BIT cratepum wuisixom, cnissinsomenns CAB TKaHHHA: 11a3Ma Moye
CAYryBaTH Ba}UIMBUM MOKa3HHKOM Juist ouinkd CAB LA sk edektusHoro 3aco0y PrEP.

3asBHUK (BNaCHKMK peecTpauiiiHoro nocsigueHHs)

-

(mizmuc)

Kapen ["peiirokep (Karen Grainger)
Biue-npesunent, Kepisuuk Binainy HOPMaTHBHO-TIPABOBOTO PEryJIOBAHHS

{Ilopadox donoeneno nosum dodamxom 30 s2iono 3 Haxasom MO3 Vipainu Ne 1528 6i0 27.06.2019 }

Ilepexnan Bukonas:

Menemxep 3 peryisTopHux muTaHb Ta peectpauii
TOB I'makcoCwmitKnsiin ®apmachiorikanc Ykpaina
Mapunsko Jioamuna

BiiB Xenckep (ViiV Healthcare) _ ]
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Study ID-ITZ112929

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

[United Kingdom

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

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v'yes no if no, please justify

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

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

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

A Phase 2a Study to Compare Antiviral Effect, Safety, Tolerability and
Pharmacokinetics of GSK 1265744 Monotherapy Versus Placebo in HIV-1 Infected
Adults, Study ITZ112929

6. Phase of clinical trial Phase 2a
7. Period of clinical trial from [09June2009] — [13 August2009]
8. Countries, where clinical trial has been conducted USA
0. Number of trial subjects planned: 8
actual: 9
10. Main purpose and secondary objectives of CT Primary

¢ To evaluate antiviral activity of GSK1265744 vs. placebo in HIV-1 infected
patients during 10 days of monotherapy.

e To characterize pharmacokinetics of GSK1265744 in HIV-1 infected
patients.

o To assess safety and tolerability of GSK 1265744 vs. placebo when




administered as monotherapy over 10 days.

o To explore the relationship between GSK 1265744 exposure and change in
plasma HIV-1 RNA.

Secondary
e To assess the immunologic effect of GSK1265744 vs. placebo when
administered over 10 days in HIV-1 infected subjects.

e To explore the relationship between GSK 1265744 exposure and safety or
immunologic parameters, if appropriate.

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

e To estimate GSK1265744 accumulation and time invariance and assess
attainment of steady state following repeat dose administration in HIV-
infected subjects.

» To examine dose proportionality of GSK1265744 pharmacokinetic
parameters following repeat dose administration in HIV-infected subjects.

Exploratory

¢ To evaluate the antiviral effect of GSK1265744 in HIV-1 infected subjects
in subjects with <50 copies/mL with a more sensitive viral load assay

11. Clinical trial design

Utlizing a blinded adaptive design, antiretroviral (ART)-naive and experienced

(integrase inhibitor naive) HIV-1 infected subjects were randomized to receive

10 days of GSK1265744 monotherapy or placebo at the planned doses of either
1 mg, 5 mg and/or 15 mg. This was followed by at least 14 days of investigator
chosen optimized therapy. Treatment was unblinded on Day 11 so that subjects
receiving placebo had the option to decline optimized therapy (OT).

Below is a graphic of the study design:




Cohort 1 B Cohort 2
Decasion to
proceed to

Cohort 2

The dose of GSK1265744 to be chosen for Cohort 2, if any, was contingent on the
safety, tolerability and antiviral activity of the preceding Cohort. The criteria for
deciding to proceed to Cohort 2 are outlined in Section 1.2 of study protocol
ITZ112929, Dose Rationale.

The Day 11 mean change from baseline of plasma HIV-1 RNA was predicted to be
-2.2 log10 copies/mL for the GSK1265744 5 mg QD dose studied in Cohort 1 of
[TZ112929. This prediction was based on data from study ITZ111451 Cohort C
where GSK 1265744 30 mg QD monotherapy was administered to HIV infected
subjects as well as data following administration of the integrase inhibitor
GSK1349572 in ING111521. Assuming dose proportionality with GSK1265744

30 mg QD, the IQ following GSK 1265744 5 mg QD was predicted to be 3.3 (range
1.7~ to 4.8-fold) above the PA-IC90. This is consistent with the results, where the
mean IQ achieved following Smg QD in this study was 3.4 (range 2.3-fold to 5.5-
fold). In addition, actual Day 11 mean change from baseline of plasma HIV-1 RNA
was -2.2 log10. Given the results observed with Cohort 1, both pharmacokinetic and
ipharmacodynamic predictions were met.

The dose-ranging studies completed with GSK 1265744 5 mg and 30 mg doses
provided sufficient data to progress into longer-term clinical studies. Therefore, no




additional doses need be studied and the study was stopped after Cohort 1.

This report represents data from Cohort 1 only.

12. Main inclusion eriteria

HIV-1 infected male and female subjects between 18 and 55 years of age with
CD4+ cell count >200 cells/mm? and plasma HIV-1 RNA >5000 copies/mL at
screening. Subjects were not on antiretroviral therapy and had not received any
antiretroviral therapy in the 12 weeks prior to first dose. Subjects had adequate
{reatment options to construct highly active antiretroviral therapy (HAART) with at
least 3 active antiretrovirals (selected by the Investigator). '

13. Investigational medicinal pI'OdLICt, mode of administration and Drug Dose/Form/Route Frequency[Duration Batch Number
strength (GSK1265744 | 1x Smg/tablet/ oral Repeat Doses, QD, for 10 081161578
days
14. Reference product, dose, mode of administration and strength Drug Dose/Form/Route Frequency/Duration Batch Number
Placebo 1 tablet / oral Repeat Doses, QD, for 10 081169258
days

15. Concomitant therapy

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

16. Criteria for evaluation efficacy/PK

Primary

¢ Change from baseline in plasma HIV-1 ribonucleic acid (RNA) to Day 11.

e GSK1265744 PK parameters following dose administration on Day 1 and
10:

area under the plasma concentration time curve (AUC(0-24))
maximum observed concentration (Cmax)

time to maximum observed concentration (tmax)

© o o ©

concentration at 24 hours post dose (C24)

Q

terminal half-life (t1/2)




o absorption lag time (tlag), and apparent clearance (CL/F) _
(GSK1265744 PK parameters following last repeat administration on Day 10:
o AUC(0-1)
o predose concentration (CQ)
o concentration at end of dosing interval (Cr)
o minimum observed concentration during one dosing interval (Cmin)

o Cmax, tmax, t1/2, and CL/F, if data permit.

Secondary

Change from baseline in plasma HIV-1 RNA

Change from baseline in plasma HIV-1 RNA to nadir (maximum change)
over 11 days.

Plasma HIV-1 RNA rate of decline (slope) over 11 days.
Proportion of subjects with HIV-1 RNA <400 copies/mL
Proportion of subject with HIV-1 RNA<50 copies/mL
Change from baseline in CD4- cell count to Day 11
Emergence of drug resistance mutations, if appropriate

GSK1265744 Day 10 AUC(0-1), Cmax, and Ct compared to Day 1 AUC(0-
24), Cmax, and C24, respectively, to estimate accumulation ratios (R) for
AUC, Cmax, and Cr; pre-morning dose concentrations (C0) from Day 7
through Day 10 (actual measurements collected on Days 2 through 4 and
Days 7 through 10) to assess the achievement of steady state of

(GSK 1265744 following repeat administration.

Day 1 AUC(0-24), Cmax, and C24, and Day 10 AUC(0-1), Cmax, CO0, Cz,
and Cmin at different doses for the assessment of dose proportionality.

Exploratory




o Quantify plasma HIV-1 RNA concentration in those subjects receiving
GSK 1265744 with HIV-1 RNA <50 copies/mL, if warranted.

17. Criteria for evaluation safety

Primary

Safety and tolerability parameters, including adverse events (AEs), clinical
laboratory results, vital signs, and electrocardiogram (ECG) assessments.

18. Statistical methods

Sample Size Assumptions

The sample size for this study was based primarily on feasibility to provide
adequate precision for the estimations.

Interim Analyses

An informal analysis of preliminary safety, tolerability and antiviral activity was
completed after all subjects of Cohort 1 had completed their Day 11 visit. The study|
team was unblinded in order to provide OT for subjects on active drug and to
determine whether there is a need to conduct Cohort 2.

Efficacy Analyses
The ITT Population was used for all efficacy analyses.

Change from baseline of plasma HIV-1 RNA to Day 11 was statistically compared
between each active treatment and placebo, using the t-test based on analysis of
covariance (ANCOVA). No adjustment for multiple comparisons was made.

Plasma HIV-1 RNA change from baseline and from baseline to the on-treatment
madir (maximum change) was calculated for each subject on each assessment day.
Plasma HIV-1 RNA was listed by treatment, subject, and assessment day and
summarized by treatment and assessment day along with change from baseline.
Plots of mean and median plasma HIV-1 RNA actual and change from baseline data
was generated by treatment and assessment day.




Statistical Analyses of PK Data

Data from GSK1265744 30 mg in HIV patients (Study ITZ111451 part C HIV
cohort) was combined with data from this study for dose proportionality assessment
and PK/PD relationships.

The power model was fitted by restricted maximum likelihood (REML) using SAS
Proc Mixed. A fixed effects power model was used. The mean slope was estimated
from the power model with the corresponding 90% confidence interval.

The accumulation ratio (R), time invariance, and steady-state assessments at Smg
dose were performed. Comparisons of Day 10 with Day 1 PK for each dose was
used for the accumulation ratio (R) evaluation. Pre-dose concentration between
Days 7-10 was used for steady-state assessment, Plasma GSK 1265744 PK
parameters was log-transformed.

\Pharmacokinetic/Pharmacodynamic Analyses

The accumulation ratio (R) and steady-state assessments following GSK1265744

5 mg were performed. Time invariance was not determined since Day | AUC(0-0)
could not be estimated with the data collected. Comparisons of Day 10 with Day 1
PK for each dose was used for the accumulation ratio (R) evaluation. Pre-dose
concentration between Days 7-10 was used for steady-state assessment. Plasma
GSK1265744 PK parameters were log-transformed.

Pharmacokinetic/Pharmacodynamic Analyses

Relationships between various PK parameters (AUC, Cmax, Cmin, Ct, etc.) and PD
measures (e.g., Logl0 reduction in plasma HIV-1 RNA on Day 11 from baseline or
safety parameters) was explored using various models including Emax model on
combined data from this study and Part C of the ITZ111451 study. Details of the
PK/PD exploratory analyses are provided in the RAP.

Viral Genotyping and Phenotyping Analyses




The viral genotypic/phenotypic data were listed and descriptive summaries

provided.
19. Demographic indices of studied population (sex, age, race, etc.) Demographics GSKZ657a45mg | Placebo Totl

Age in Years, Mean (3D) ®7 3.5 382
{587} {9.19) {6.08}

Sex, n (%)

Femala: 2 0 2
{29%) {22%)

Male: 5 2 7
{719 {100%) {78%]

BM, {kg/m2), Mean (5D) 27.38 2082 2792
{6.00) {1.26) {5.32)

Height, (cm), Mean (5D} 175.3 1735 1749
{11.65) {495 {10.22)

Weight, (kg), Mean (3DY 82.16 8580 34.66
{14.31} {841} {13.13)

Ethmicity, n %)

Hispanic or Latino: 1 0 1
{14%) {11%)

Not Hispanic or Lating: 6 2 a
(66%;) {100%) {B3%)

Race, n (%)

African AmericarfAfrican Heritage 2 ] 2
{29%) [22%)

White — WhitetCaucasian/Europaan Herifage 5 2 7
{T1%) {100%) | {78%]

20. Efficacy/PK results

The results of the statistical comparison of GSK 1265744 plasma PK parameters are

presented in the tables below.




Summary of Dose Proportionality of Single Dose GSK1265744 PK Parameters
Using Power Model

Plasma GSK1256744 PK Slope [30% CI]
Parameter
Day 1 Day 10
AUC({0-24) or AUC(O-c)t 0.952 0.988
[0.802, 1.10] [0.841, 1.14]
Cmax 0.950 1.03
[0.812, 1.08] [3.803, 1.15]
C24 or Cr2 0.949 0980
[0.777,1.12] [0.808, 1.15]
Co NA 0.936
10.761, 1.11]

GSK1265744 exposure (AUC and Cmax) showed dose proportional increase
following both Days 1 and 10 dose administration.

Summary of GSK1265744 Accumulation Assessment

Plasma
GSK1265744 PK GLS Mean Ratio [90% CI]
Parameter
236
AUC [2.09, 2.66]
196
Cmax [1.68. 2.98]
o 248
g [2.14, 2.88)

Following 10-day repeat dose administration of GSK 1265744, the steady state
plasma concentration of GSK.1265744 was reached by 7 days of dosing; the
accumulation ratio for AUC(0-t), Cmax, and Ct were estimated to be 2.36, 1.96,
and 2.48, respectively.

| Viral Genotyping and Phenotyping:

Seven of the 9 subjects had genotype and phenotype available for both Day 1 and




Day 11. An eighth subject, receiving placebo, had genotype and phenotype available
for the Screen sample, taken 26 days prior to Day 1. These data were substituted for
the unavailable data at Day 1. While differences were observed between Day 1 and
Day 11 genotypes in 7 of the 8 subjects, the variation in phenotype was remarkably
small. The lack of a substantial increase in GSK 1265744 or raltegravir IC50
between Day 1 and Day 11 is reflective of the mutations observed. In no case was a
mutation associated with clinical resistance to Raltegravir or Elvitegravir selected in
subjects receiving GSK 1265744, In addition, none of the treatment emergent
mutations were associated with in vitro resistance to GSK.1265744. Raltegravir
[C50s were approximately 7-fold higher than GSK 1265744 1C50s.

Efficacy: Virology and Immunology:

There was a statistically significant change (p<0.001) from baseline plasma HIV-1
RNA of GSK 1265744 subjects compared to Placebo subjects.

Summary of HIV-1 RNA Change from Baseline to Day 11

GSK1265744 5 mg Placebo
(n=1) n=2)

Mean change from Baseline (SD) -2.169 (D.2405) -0.052 {0.1499)
(Log10 copiesiml)
Adiusfed mean &flerence: active ¥s. 2080 Mot applicable
placebo
85% C| for adjusted mean difference -2.547, -1.632 Not applicable
pvalue for adjusted mean difference <0.0M Not applicable

Subjects receiving GSK 1265744 generally reached plasma HIV-1 RNA <400 ¢/mL
copies by Day 11 (5/7, 71%).

Two subjects receiving GSK1265744 5 mg were able to reach plasma HIV-1 RNA
<50 ¢/mL by Day 11 (2/7, 29%).

All GSK 1265744 subjects (7/7, 100%) reached a >1.7 log drop by Day 11.

Increases in CD4+ cell counts were observed for subjects receiving GSK 1265744
from Baseline to Day 11 (Table 13.7). In contrast CD4+ cell counts decreased from




Baseline to Day 11 for subjects receiving placebo.

21. Safety results

GSK1265744 5 mg QD x 10 days was generally well-tolerated. There were no
serious adverse events (SAEs) reported and only mild to moderate AEs were
reported. No subject withdrew from the study due to an AE. No AEs were reported
on the GSK 1265744 5 mg arm.

In general, there were few clinical laboratory abnormalities reported during the
study and period. Intrasubject vital signs measurements varied modestly during the
study period; there were no consistent intra-or inter-subject trends in vital signs
changes noted in Cohort 1. No clinically significant vital signs were noted during
GSK.1265744 dosing. No consistent trends or clinically significant changes were
noted on ECG.

Summary of All Adverse Events

GSK126574 | Placebe QT Overall

Adverse Event 4 5mg {N=2) {N=8) {N=9}

(N=T7)

Any AE, n (%) 0 {0%) 2 {100%) 3(38%) 5 (56%)
Nausea 0 (0%) 1 {50%) 1 {13%) 2 (22%)
Abdominal Pain 0 (0%} 0 {0%) 1{13%) 1{11%)
Constipation 0 {0%) 0 {0%) 1 (13%) 1(11%)
Blood Bilirubin Increase 0 (0%} 1 {50%) 1(13%) 2 (22%)
Qcular leterus 0 (0%} 0 {0%) 1{13% 1 {11%)
Pain in Extremity 0 (0%) 1{50%) 0 {D%) 1(11%)
Headache 0 (0%} @ (0%) 1{13%) 1{11%)




Summary of Grade 2 or Higher Laboratory Evaluations

Lahoratory Treatment Time point Grade
Analyie 2 3 4
Increased Tots! | GSK1266744 Fallow Up 2 (29%) 0(0%) 0 (0%}
Bilirubin S5mg
Hyparglycamia GSK1265744 Day 1, Day 3, Day 10 1 (14%) 0 {0%) Q (0%)
5my Follow Up 0(0%) 1 (14%) 0 (0%)
Decreased GSK1265744 Screening, Day 3 1 (14%) 0 {0%4) 0 (0%)
Neutrophils 5mg Day 10 01{0%) 1(14%) 0 {0%6)
Eavated GSK1266744 Day7 0{0%) 0 (0%) 1(17%)
Triglyoerides 5mg

22. Conclusion (summary)

GSK1265744 5 mg was well tolerated in HIV-1 infected adults.

Following 5 mg QD GSK 1265744 administration for 10 days, there was a
statistically significant decrease (mean change -2.169 for GSK 1265744 5 mg
vs. -0.092 for placebo) in plasma HIV-1 RNA from baseline to Day 11.

Following 5 mg QD GSK 1265744 administration for 10 days, 2 of 7 subjects
were able to reach a plasma HIV-1 RNA <50 ¢/mL after 10 days of
monotherapy.

Following 5 mg QD GSK 1265744 administration for 10 days, 5 of 7 subjects
were able to reach HIV-1 RNA <400 c¢/mL after 10 days of monotherapy.

GSK 1265744 exhibited proportionality in plasma exposures following both
single and repeat dose administration in HIV infected patients when
comparing GSK1265744 5 mg QD to GSK 1265744 30 mg QD
(ITZ111451).

GSK 1265744 5 mg steady state was reached by Day 7 following repeat dose
administration in HIV infected patients.

The accumulation ratios for AUC, Cmax and Cr following repeat dose
administration of GSK 1265744 at 5 mg were estimated to be 2.36, 1.96, and
2.48, respectively.

No mutations associated with in vitro resistance to GSK1265744 were
selected in this 10-day monotherapy trial.




s No phenotypic resistance to GSK1265744 5 mg occurred at Day 1 or at Day
11 in any of the subjects.

¢ There was no association between genotypic changes in integrase and
changes in GSK 1265744 1C50.

Applicant (registration certificate holder) .
@\— CS.L/L-\
(signature) T

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ulkraine Order No 1528 0f 27.06.2019 }




3giT npo kriniune BHNpoGyBannn - 19
Kon gocrimkenns - ITZ112929

1. Haspa nikapcekoro 3aco0y (3a HasiBHOCTI - HOMEp peecTpalifiHoro
MOCBi TYCHHA)

ATIPETIO/, Tabnerky, BKPUTi M1iBXOBOK 060M0HKOL0, N0 30 Mr

2. 3aaBHHK

BiiB Xenckep FOK Jlimiren

3. BupobHuk

BupoGunuTEe Repo3pacoBaHOro NPOAYKTY, KOHTPOJL AKOCTi FOTOBOro OPOAYKTY
["nmaxco Onepeitinc 10K Jlimiten, wo sene nisnbnicts sk Mnakco Bemkom Onepeiiuac /
Glaxo Operations UK Litd (trading as Glaxo Wellcome Operations)

[Ipaitopi Ctpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Bemuka Bpuranis

[lepBuHHe TA BTOPHHHE NAKYBAHHSA, KOHTPOJbL AKOCTi FOTOBOIO HpPOAYKTY, BHIYCK
cepil

AseHiga ne Excrpemanypa 3, Ion. Iua. Annenneayepo, 09400 Apanna ae yepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

[cniaHis

4. Ilposepeni qocnimmenns:

v TaK Hi, AKLWO Hi, 0GIpyHTYiTE

1) Tun nikapeskoro 3acoby, 3a AKMM MPOBOJMIIACA 260 [IAHYETHCS PEECTPaLis

Ulikapchkyid 3aci6 32 NOBHEM 20CHE (ABTOHOMHE IOCKe), iHLUMH JTiKapcbKuii 3aci6, HoBa
iFoua peqoBHHa.

5. IloeHa Hasea KiiHiuHOrO BUNMPOGYBaHHI, KOAOBAHHMI HOMED KIIHIUHOIO
BUIIPOOYBaHHS

JlocnimekenHs dasu 2a ans nopisKAKHS IPOTHBIpYCHOTO edexTy, Besneku, NepeHOCHMOCTI
Ta dapmakokineTnkd mosorepanii GSK 1265744 nopieusto 3 naue6o y BLJI-1
1HDIKOBAHUX A0OpoCnHX, Aocnimkerna ITZ112929

6. Dasa knigiuHOro BUNPOGYBaHHa Daza 2a
7. Iepioa kniniynoro sunpoOyesaHns 3 [09 gepeHa 2009] — [13 cepnna 2009]
8. Kpainy, B axux npoBomiocs KiiHiuHe BUNpoOyBaHHs CILIA

9. KinbkicTs focnimxyBaHmx

3a[UIaHOB2HO: 8
dakTHuHa KinbKicTh CYO'ekriB mocaimxeHHs: 9

10. MeTa Ta BTOpHHHI 11ini KI1IHIYHOTO BHMPOOYBaHHS

Ocnoena
Ouinntu npotueipycHy akTueHicTs GSK 1265744 nopieaano 3 nraue6o y BIJI-1
iH(ixoBaHMX rmauieHTiB npoTaroM 10 gHiB MOHOTepanii.

Oxapaxrepusysatu papmaxokinetuky GSK 1265744 y BUJI-1 indixopanux
HAalli€eHTIB.

Ouinrre Gesnexy Ta nepesocHMicTs npenapaty GSK 1265744 nopisHsaHo 3




nnaue6o npu 3acTOCYBaHHI y BUIMIAAI MOHOTepalii npotsrom 10 auie.

¢ Jlocniguru B3aeMO3R'130K Mk BrtHBOM GSK 1265744 Ta 3minoto PHK BUI-1 y
IIasMi Kpogi.

Bropunmi

*  Ouinury imynonoriummit edexr GSK 1265744 nopiensno 3 mane6o npu
3acTocyrauHi npotaroM 10 nuiB y BUI-1 indikosanux oci6.

* [locninuru B3aemo3B'130K Mix excnosnricro GSK 1265744 Ta Gesnexoro abo
IMYHOJIOTIYHMMH TApaMeTpaMH, AKIIO e HOPEUHO.

¢  OUIHMTH PO3BHTOK BipYCHOT PE3HCTEHTHOCTI (FEHOTHIMIYHOT Ta (eHoTHIIUHOT).
nporarom 10 HIB Ta kopemoBaTH 3 BIpYCHOIO BiAMOBINAIO, SKIIO e JOLLTBHO.

*  OuiHHTH KyMynaUito Ta yacoBy inBapianTHicTs GSK 1265744, a takox OUIHHTH
AOCATHEHHS CTALiOHAPHOIrO CTaHy Micils MOBTOPHOIO BBEAEHHS N03H y BlJI-
iH(pikoBaHKX Cy6'exTiB.

* Jocninutu 0o30nponopuifticTs hapMakoKiHETHYHIX napametpis GSK 1265744
MiCNlst BBEAEHHA NOBTOPHOI A03H Y BUI-ingikosauux ocib.

.ﬂomynonnﬁ
*  Ouinutn nporusipychy aito GSK1265744 y BUI-1-in¢ikopanux oci6 3 piBHem

BIPYCHOTO H2BAHTAXKEHHA <50 KOIiii/MI1 32 JONOMOrOK0 GiMlbLu YYTIIHBOTO TECTY Ha
BipyCHe HaBaHTKEHHA

11. JIuzaiin knidiuHOro BHpOGYBaHHS

BrkopuCcTOBYIOUH Citinuit afanTuBHKi Au3aiin, BII-1-indikosani nauUieHTH, 1Ki He
MpHHMANK aHTHPETPOBipycHy Tepanito ( ART), Ta naujenty, axi npuiiMany ixriditop
inTerpasy («HaiBHi»), 6y.H paHnomizoBaHi o oTpuManHs 10-aennol MoHoTepanii
npenaparom GSK 1265744 a6o nmnaueGo y saruianosauux mosax | mr, 5 mr ta/aGo 15 mr.
[Ticst LBOTO NALiEHTH OTPUMYBANH IOHaiMeH e 14 AHIB ONTHMIZOBaHOT Teparii, '
nixibpanot pocninuyxom. Ha 11-# nens mikyeasus Oyno nesacninaeHuM, wob yyacHHKH

FIKi OTPHMYBANHM MNaue6o, MANTH MOMOUTUBICTE BIMMOBHTHCS Bil ONTHMIZ0BAHOL Teparii
(OT).

>

Hiekye napeneno rpadiunmii nusaiin [ocimimKeHns:




Koropra 1 Koropra 2
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Koropru 2
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 BamEmmR/A e

Hlo3a npemapaty GSK 1265744 mns Koroptu 2, axuwo Taka 6yae 00paHa, 3anexana Bin
Deanexn, nepenocumocti Ta NPOTHBIPYCHOT AKTHBHOCTI HOMEpPEaHBOT Koropru. Kpurepit
ULt IPHAHSTTA pillIeHHs npo nepexin 1o KOropTH 2 BUKIIaJeHi B posaimi [.2 NpPOTOKOITY
nocnimpxenss 1TZ112929 «O6rpyHTyBaHHs 1031».

[IporuosoBana cepenns smina PHK BIJI-1 Y Twiasmi kposi va 11-# aeus Big BuxinHoro
piBHs craHoBuna -2,2 log 10 komiit/mn ana nosu GSK1265744 5 wr QD, 1o BuByanacs B
koropti 1 nociimkenus 1TZ112929, [leii NIPOrHO3 FPYHTYETLCH Ha JaHHX JOCTIIDKEHHS
[TZ111451, xoropra C, ne BUT-indixosanum ocobam npusnavanm MOHOTepanio
GSK1265744 30 mr QD, a Tako Ha AaHHX richns 3acTocyBaHs iHriGiTopa inrerpasu
GSK 1349572 y nocnimxenni INGI111521. punyckaioun nponopuiitiicts nosu 3

GSK 1265744 30 mr QD, 1Q nicnst npuiiomy GSK 1265744 5 mr QD NpOrHo3yBaecd Ha 3,3
(B nianazoni Bix 1,7 fo 4,8 pasis) MMM 33 MOKA3HMK PA-IC90. Lle yaromxyeThes 3
PE3yJIETaTaMu, n€-cepeaHii nokaznuk 1Q, nocaruyTuii nicas npuiiomy 5 mr QD y npomy
noCtDkenHi, cranorus 3,4 (y mianasoui Bix 2,3 Ko 5,5 pasie). Kpim Toro, dakxruuma
cepeaus sMiva pisrs PHK BUI-1 y nnasmi kpoei ua 11-if gens HOPIBHAHO 3 [TOYaTKOBUM
piBHeM cTaHoBIIA -2,2 logl (. 3 OrNANY Ha PE3YJIBTATH, OTPUMAHI B KOropTi 1, sk
(papmakokineTHuHI, Tax i papmakomuHaMiuHi OPOrHo3u OyJIH BUKOHAH].

Jlocnimxenns nianasony nos, 3asepiueni 3 gosamu GSK 1265744 5 mri 30 MT, HagaIy
HOCTATHBO JAHMX IS MEPEXOoay O Ginbul TPHBANHX KATHIYHHX aocnimiens. ToMy Hemae
HeoOXiqHoCTI BUBYATH OAaTKOBI A03H, 1 ROCTiMKeHH 6Y/I0 NPUNIMHEHO MicIA Koroptu 1.




Y upoMy 3BiTi npencTasneni naui mume Koroptu 1.

12. OcHOBHI KpHUTepil BKIIOYeHHS

BLI-1 ingixopani wonosixu Ta siHku Rikom Bix 18 20 35 pokiB 3 kinbkictio CDA+ kimiTHH
2200 ruitnr/mMm3 Ta PHK BUT-1 y nnasmi KpoBi 25000 korniii/Mn Ha MOMeHT CKPHHIHTY,
CyG'exTn He npuiimManu aHTHpeTpOBipycHY TEPAIiko | HE OTPHUMYBAITH JKOIHOT
AHTHPETPOBIPYCHOT Teparii npoTarom 12 TipkHis, mo nepeaysanu nepuriit nosi. Cy6'extu
E*IBJIH ]IEKBATHI BapiaHTV NIKYBAaHHS /ULt 10GYI0BH BUCOKOAKTHBHOT AHTHUPETPOBIPYCHOT

epanii ( HAART) 3 BukopucTaHHaM moHaimerne 3 AKTHBHHX aHTHPETPOBIpyCHUX
npenapari (Ha BuGip ocnimuuka).

13. HoenimiyBatuii nikapchkHii 3aci6, crioci6 3aCTOCYBAHHA, CHNA Aif Nikapcbkmi Hosa/thopmalcnocio Yacrota/Tpupanicts Howmep cepii
3acib 3aCTOCYBaHHA
GSK1265744 11 x 5 mur/ tabnetka/ MosTopHi aosu. QD. Ha 10 081161578
NepopansHo AHiB
14. ITpenapar nopisHanms, 1034, crioci6 3aCTOCYBAaHHA, CHiIa i1 INikapcbuii Losafthopmalcnoci6 Yacrora/Tpusanicts Homep cepit
3acib 3acTocyBaHHs
Mnayebo (1 Tabretka / nepopanbho loeTopHi goau. QD. Ha 10 081169258
HiB

15. CynyTHs Tepanis

JTo3BoneHi npenapar: Auetaminoden y nosax <2 rpawmie, Ha no6y 6ye no3sonenuii. [umwi
CYNyTHI NpenapaTH MOXYTh PO3LISAJATHCH B inauBixyaneHoMy nopaaxy Meanunum
MoHiTopom GSK.

16. Kpurepii ouiHku edexTHBHOCTI

OcHoBna

® 3Mina piBHi pUOOHYKIETHOBOT KHCIOTH (PHK) BLUJI-1 y mnasmi kpoei Big
NOYaTKOBOIO PiBHA Ha | 1-ii gens.

* GSK1265744 IMapametpu PK micns BBenenns 2031 Ha 1-i Ta 10-5i JeHb:

O [(UT0ILA Hi KPHBOK 3a7IEKHOCT] KOHUEHTpaLii B uacy g riasmi (AUC(0-
24Y)

MaxCHMAITbHA CIIOCTEPEKYBaHa koHleRTpauis (Cmax)

Hac 10 MAKCHMATLHOI CTIOCTEPEKyBaHOT KOHIEHTpaLIi] (tmax)

o o 0

KOHUEHTpauis “epe3 24 roqusy nicns npuiiomy K03 (C24)

KiHLEBHH Nepio/| HarliBEHBENEH s (t1/2)

o}




© dac BCMOKTyBaHHd (tlag) Ta Bumumuii npocsit (CL/F)

GSK 1265744 INapamerpu PK nicns ocranuboro nosTopHOro BBeneHHS na 10-if
JEHb:

o AUC(0-1)
O nonepeHs KOHueHTpanis xo3H (CO)
O KOHHEHTpauis B KiHlli iHTepBany nosysanus (Ct)

O  MiHIMaNbHa KOHLEHTPALif, 10 CIIOCTEPIracThes MPOTAroM OQHOTO iHTepRay
nosyeaHHs (Cmin)

¢ Cmax, tmax, t1/2 Ta CL/F, 1Ko A03BOAIIOTD AAHI.

Bropuanui

3mina Bix nouatkosoro piska PHK BLJI-1 y nnasmi kposi

3mina Big nouarkosoro pisust PHK BUI-1 y nnasmi kposi 1o Hagupy
(maxcumannHa 3MiHa) 3a 11 gHiB.

HeunkicTs sHwxenns (naxun) PHK BUI-1 y nnasmi kpoei nporsrom 11 asis.
YHacrka oci6 3 PHK BUI-1 <400 komiii/mn

Hactka oci6 3 PHK BIUI-1 <50 koniii/mn

3mina kitskocTi CD4+ kiliTHH Big nouaTkosoro pieHa 1o 11-ro nus

[losBa MyTauiit pesucTeHTHOCTI /10 NiKApCHKHX 3ac0BiB, AKILO LE AOPEUHO

AUC(0-1), Cmax i Ct GSK 1265744 na 10-it nenn nopiBHsHO 3 AUC(0-24), Cmax i
C24 Ha 1-ii ieHb, BIANOBIOHO, N/ OLIHKH koegilienTi HakoruueHHs (R) ans
AUC, Cmax i Ct; koHuexTpauii paHkosoi 1o3u (C0) 3 7-ro no 10-ii aeHb
(daxtuuni BumiprosanHs, 3iGpani Ha 2-4-i { 7-10-i 1ui) 419 OLiHKH HOCATHEHHs
cranionapHoro cravy GSK 1265744 niciis noBTOPHOrO BECAEHHS.

AUC(0-24), Cmax i C24 Ha 1-ii nenn Ta AUC(0-1), Cmax, C0, Ct i Cmin na 10-ii
AEHB [IpH PI3HKX 103aX UL OLIHKH NPOTIOPUIHHOCTI AO3H.

IlomykoBuit




* Kinbkicue usnadeHna konuentpauii PHK BIJI-1 Y Iutazmi Kposi y nauieHTie, fxi
orpuMy10Th GSK 1265744, 3 PHK BIJI-1 <50 KONik/MJ1, K110 Lie BHOpaBRaHo.

17. KpuTepii oninkH Gesneky

OcHoBua

[NapameTpu Gesnexu Ta nepeHOCHMOCTI, BITHOUAIOUH NOG U] peaxuii (ITP), kniniumi
nabopaTopHi pe3yNbTaTH, MOKASHHKH KHTTENIANbHOCT] Ta OLUHKH efleKTpoKkapiorpaMu

(EKT).

18. Cratueruuni Meroau

[pauymenns woxo posmipy BuGipkn

Po3mip BUOIpKH I UBOTO HOCTIKEHHS IPYHTYBaBCA Hacamnepel Ha MOXJTHBOCTI
3a0€3MeUHTH NOCTATHIO TOUHICTD OLIHOK.

ITpomiskni anauizn

Hedopmanehuii ananis nonepenusoi Besnexu, nepeHocumocTi Ta MPOTHRIPYCHOT
AKTHBHOCTI OyB 3aBeplIeHUil MicR TOro, K Bei y4achuku Koroprtu | zaBepumuny Bizur na
-t fents. Mocninnuupska rpyna 6yaa HE3aCiUIeHO0, oG 3aGe3neunTy nposeaedns OT
s CyD'eTiB, siKi IPUIAMAIOTE aKTHBHML Npenapar, i BUSHAYMTH, 41 € NoTpeda y
nposeaenHi Koroptu 2.

lAnaiza epexTuBHOCTI
[lonynsuis ITT Gysia BuxopucTana Wi BCix aHai3iB edexTUBHOCTI.

3Mina pisaa PHK BIJI-1 y naasmi xposi Bia nouatkoeoro piBHs 10 11-ro mHs cTaTHCTHYHO
MOPIBHIOBANIACH MK KOXKHHM 2KTHBHHM JiXyBaHHAM Ta manedo 3a NONOMOrow t-TecTy Ha
OCHOBI aHani3y korapiauii (ANCOVA). KopuryBaHHs ju1st MHOSKHHHIX [IOpiBHAHL He
POBOAINOCH.

3Mina PHK BIJI-1 y ninasmi kposi Bin nouwatkororo PIBHA Ta Bill IOYATKOBOrO piBHS A0
Hajupy Ha GoHI MiKyBaHHA (MAKCHMATBHA 3MiHa) pO3paxoByBanaca s KOKHOro cy6'ekTa
B KOXHUH fieHs goctimxenHs. PHK BUI-1 y mnasmi BKa3YBaIH 3a JIIKyBaHHsM, Cy6'ekTom
Ta IHEM OOCTEXCHHH, a TAKOK TACYMOBYBAIH 32 JIKYBaHHAM Ta AHeM 0GeTexKeHHS pasom
31 3MIHOIO Bif{ BUXiNHOTO piBHS. I'pagixu cepennboro ta meaiann daxrrunoro piBas PHK
BLJI-1 y nnasmi xposi Ta iioro sminm MOPiBHAHO 3 BUXiOHMMH HaHuMH Gyin no0ynosaHi 3a
UTHAMH JTIKYBaHHSA Ta OOCTEXeHHA.




Cmamucmuunuii anaiiz danux PK

[aui nocnimienns GSK1265744 30 mr y nauienris 3 BIJI (nocaimkenns [TZ11145 1,
uacTiHa C BLT-koropru) 6ynu o6'eiHani 3 JaHHMH LHOTO JOCTiKEHHS I OLIHKH
MPOMOpPUIAHOCT] Jo3H Ta chiBBigHomenHs PK/PD.

Monens notysHocTi Gyna migirnana 3a METOIOM 0BMEXEHOT MAKCHMAaNBHOT
rnpaefonoiiGrocti (REML) 3a nonomororo SAS Proc Mixed. Byj1o BHKOpHCTaHO Monens
MOTYXKHOCTI 3 dikcoBannm epexramu. Cepentiil Haxu fyno ouiHeHo 3a gomoMorow
CTENeHeBOT MoAieni 3 Binnosituum 90% AoBipunM iHrepBamom.

byiu npoeeneHi ouiHky KoeditieHTa HAKOMHYEHHA (R), yacosoi insapianTHOCTI T2
CTALiOHAPHOrO CTaHy NpH A03i 5 Mr. Jiis ouiHky woediuienTa Hakomnuerns (R)
BHKOPUCTOBYBanH nopisaaus PK Ha 10-i nens 3 PK Ha 1-if ieHp 213 kool Ao3n. s
OLiHKH CTaIliOHAPHOTO CTaHy BUKOPHCTORYBAJIH KOHLEHTPALIIO NEpes 103010 Mix 7-10
pisamu. [apamerpu PK miasmu GSK 1265744 Gynu Jior-rpachopmoBasi.

Dapmaroxinemuunui/apmarxodunamivnuii ananiz

Byio nposenero oLiHKy koedilienTa HaKONHUEHHS (R) Ta cranionapHoro ctaHy micis
npuiomy 5 mr GSK1265744. Heaminnicts y uaci He BH3Ha4anacs, ockinbkd AUC(0-c0) na
1-ii neHp He MoxxHa Oyn0 OUIHUTH 32 JONOMOr0K 3ibpanux nanux. Jn4 ouiHKH
KoedinienTa Hakonuyenus (R) BHKOpHCTOBYBanu nopisHaHug PK na 10-ii siens 3 PK na 1-
it neHb s KOKHOT A03H. [ ouinky CTaLiOHAPHOrO CTaHy BUKOPUCTOBYBAJIH
KOHLEHTPALIO Mepe) 03050 MDK 7-10 quamMu. Iapametpu PK mnasmu GSK 1265744 6ynu
J1or-TpaHchopMoBati.

Dapraroxinemuunuiv/apmaxodunarmivnuii ananiz

B3aemo3B's30k Mk pisHMMH napametpamu PK (AUC, Cmax, Cmin, Cz Toro) Ta
nokashukamu PD (Hanpuxnan, suikenus Logl0 PHK BIJI-1 ¥ tia3Mi kpoei Ha 11-if neHs
BiZ BHXigHOrO piBHA a6o mapameTpamu Gesnexy) JOCHILKYBAITH 33 JOTIOMOTOIO PI3HEX
MOReNeH, BRIOUAroud MOAeNns Emax Ha ocHoBi ob'eHAHMX JAHHX LLOTO JOCITImMKEHHS Ta
Hactunu C nocmimuenns ITZ111451. HeransHa indopmattis momo JOCITIAHBIBKOTO
aHanizy PK/PD Hagenena B RAP.

Ananizu sipycrozo zenomunysannn ma Pernomunyeanns




Bipycni rerotuniuni/$enoruniuni nani 6ynu nepepaxoBaHi T HafaHl OMUCOBI pestoMe.

19. Hemorpadiani nokasauky nocmimxypauof norynauii (ctars, Bik, paca
TOUIO)

llemorpacdiui naHi GSK1265744 5 mr  [MTnaueo aranom
Bik (pokis), CepeaHe aHayeHHs (SD) 39,7 37,5 39,2
(5,82) (9,19) (6,08)
Crate, n (%)
inoua: 2 0 2
(29%) (22%)
Yonosiva: 5 2 7
(71%) (100%) (78%)
BM,(kr/ m2), Cepeae a1auenns (SD) 27,38 29,82 27,92
(6,00) (1,26) (5,32)
3picr,(cm) [CepeaHe 3Hayenks (SD) 175,3 173,5 174,9
(11,59) (4,95 (10,22)
Maca Tina,(kr), Cepeame stiayens (SD) 83,16 89,90 84,66
(14,31) (8 91) (13,13)
ETHiuHa npunanexHicTs, n (%)
ICMIGHCLKOTO YK NATUHOAMEPUKAHCHKOTO 1 0 1
NOXOZKEHHS: (14%) (11%)
He icnaHcbkoro um natuHoamepukaHcskoro |6 2 8
OXOIKEHHS: (86%) {(100%) {89%)
Paca, n (%)
ADPO-amepurkaHCbKoro/adpUKaHCHKOTrO 2 0 2
MOXOMHEHHA (29%) {22%)
Binowikipi/eBponeicbkoro noxomkeHHs 5 2 7
(71%) (100%) (78%)

20. Pe3yabTaTH eeKTHBHOCTI

npeacTaeneti B TabnuLi Hibkye.

Pe3y/bTaTi cTATHCTHYHOrO NOPiBHSHHA napametpis PK mwrasmu GSK 1265744




Pesrome nponopuiiinocti fo3n ognoxpatroi ao3n GSK1265744 mapamerpam PK
3 BHKOPHCTAHHAM eHepreTHaHol moxeni

MNnasma GSK1265744 PK Haxun
MapameTp [90% CI
fetb 1 Jletb 10
AUC{0-24) abo AUC(0-T)1 0,952 0,988
[0.802,1. 10 [0.841,1. 14]
Cmax 0,950 1,03
[0.812,1. 09] [0.903,1. 15]
(24 abo Cr2 0,949 0,980
[0.777,1.12] [0.808,1. 15]
Co HA 0,936
[0.761,1. 11]

Exenozuuin GSK 1265744 (AUC ta Cmax) spocTaia MponopuifiHe 4031 MiCNs BBEIEHHS S
Ha |-ii, Tak i Ha 10-i geus.

lincymok ouninku Hakonuyenns GSK1265744

22&531225744 PK CepegHe cniBeiHOWeHHA GLS
M [90% CI}
apamerp

236

AUC [2,09, 2,66]
Cmax 196

[1,68 2,28]
Cr 248

[2,14, 2 88]

[licas 10-nennoro BeeeHHs nopTopHoi 034 GSK 1265744 cranionapha KOHLIEHTpaLlis
GSK 1265744 y mnasmi nocaranacs Ha 7 neus npuiiomy; koedinienT HakonHuenns ang
AUC(0-1), Cmax i Ct cranosus 2,36, 1,96 i 2,48 signoeino.

Bipycne reHoTHIYBaHHA T2 eHOTANYBAHASA:




Cim 3 9 cy6'exrin manu reHoTan | deroTum, nocTynui Ak Ha 1-if, Tak i Ha 11-i news.
BockMUH y4acHHK, KKt OTpHMYBaB 1aue60, MaB reHOTHIL | eHOTHII, NOCTYIIHI 7S
CKPHHIHIOBOI MpoGu, B3aTOT 3a 26 1iB 1o Hua 1. LIi saui 6y 3amieni na HENOCTYIIHI
naHi B nens 1. Xova BigmiHHOCTI Mk renotunamy 1-ro i 11-ro ans criocrepiraaucs y 7 3 8
cy6'eris, Bapianis geHoTuny Gyna ranpodya manorw. Bincyraicrs CYTTEBOTO 30UIbIIEHHS
GSK 1265744 ato panterpasipy IC50 y nepion 3 1-ro mo 11-i neHs caiqunts npo
HASBHICTb MyTalliif. V 0ZHOMY BHITa[Ky He GYII0 BUABIEHO MYTAL(i, IOB'S3aHOT 3
ITIHIYHOIO PE3HCTEHTHICTIO IO panrTerpasipy a6o ensiTerpasipy, y nauieHTis, axi
orpumyBani GSK1265744. Kpim Toro, sxo/Ha 3 MyTauii, 1o BHHUKITH B pe3yIbTaT]
JiiKyBaHHS, He OyJia MoB'A3aHa 3 PE3UCTEHTHICTIO in vitro mo GSK 1265744. IC50
panterpasipy Oyna npubausHo B 7 pasie Buioio, Hix IC50 GSK 1265744,

[EdexTuBnicts: Bipycoaoria Ta imymonoris:

Crioctepiranaca CTaTHCTHHHO 3Hagyma 3mida (p<0,001) nOpiBHAHO 3 BUXiAHUM piBHEM
PHK BIJI-1 y rutasmi kposi yuacukie GSK 1265744 nopiBHARO 3 y4acHHKaMH, sKi
OTPHMYBAJIH naneGo.

3BeaeHa indopmanis npo sminn PHK BUI-1 Bin nouaTkoporo piBug go 11-ro qusa

GSK12657445 mr MNnayebo
(n=7) (n=2)
Cepenns amiHa gig noyatkosoro piexs {(SD) -2,169(02405) 0,092 (0,1499)
Log10 konii/mn)
CroprroBaHa cepefiHs PisHALS MK aKTUBHUM 2090 He
npenaparoM Ta nnauebo 33CTOCOBYETHCH
He
95% Cl AnA ckopuroBaHoi cepegHboT pistMLi -2 547, -1.632 38CTOCOBYETHCA
P-3HEYEHHA A CKOPUTOBAHOT CepegHLOl pisHuy  [<0001 He
33CTOCOBYETHCH

Y manienTis, ki otpumysanu GSK1265744, pisens PHK BLJI-1 y msasmi kpoi 3a3sHuai
nocarae <400 komiit/mn Ha 11-if geus (5/7, 71%).

JIBoe nauieHTis, siki orpuMysann GSK 1265744 5 mr, smornu focsarty pisus PHK BUI-1 y
twiasMi kposi <50 k/mn Ha 11-i nens (2/7, 29%).

Bel yuacuuxu GSK 1265744 (7/7, 100%) nocsarnu sHkeHHs >1,7 log Ha 11-i neHs.




36inbmenns kinekocti CD4+ KmiTur crnocrepiranoca y cy6'ekris, axi OTpHMyBalH
GSK1265744, pin nosarkosoro pisnst go 11-ro aus (Tabnuna 13.7). Ha npotusary npomy,
KiNbKicTs CD4+ kniTHH 3sMemminacs BLJ[ TOYATKOBOrO PiBHA N0 1 1-ro mus ¥y oci0, ki
OTPHMYBAIH ID1aUe60.

21. Peaynvratu Gesnexu

GSK1265744 5 mr QD x 10 guis sarantom no6pe nepexocusca. He nmoeinomnanocs npo
cepiiozHi nobiuni seuwa (CITS), nosinomMnanocs nuwe npo [P nerxoro Ta noMipxoro
CTynens TLKKoeTi. JKoAeH yYacHHK He BHIIIOB 3 AocnimKeHHs yepes TP, He
rmoBinoMnsnoca npo xonui ITP y rpyni GSK 1265744 5 wr.

3aranom, npoTAroM JOCIiKEHHS Ta nepiogy 6yno 3adikcosano HebaraTo KIiHiuHHX
tabopatoprux Binxunens. [TOKA3HUKH HKHUTTERO BAKITUBUX dyHxuiii y nocnimxysannx
3MIHIOBAIHCA NIOMIpHO NpoTAroM nepiogy nocnimxenns; y Koropri | se 6yno BHBNIEHO
MOCITINOBHHX BHYTpillIHLO- a60 MbxCy6'ekTHIX TEHAEHLLiH Y 3MIHAX JKHTTEBO BAKMBHX
dynkuiii. ITix yac aosysanus GSK 1265744 kniniuHo 3HAYYUIHX MOKA3HHKIB
DRKUTTEAIABHOCTI He Bitmivanoca. Ha EKT ne Oyno BusBNeHo CTilikMX TeHaeHUiil ab0
KNIHIMHO 3HAYYIIHX 3MiH.

KopoTkuit ornsag ycix Hebaxanux sBuL
GSK126574 [Nnauebo oT aranom
MobiyKa peakyin 4 Smr (N=2) (N=8) (N=9)
(N=7)

Byab-aka [1P, n (%) 0{0%) 2(100%) 3(38%) 5(56%)
Hynota 0 (0%) 1(50%) 1{13%) 2(22%)
Bink B X1BOTI 0 (0%) 0{0%) 1(13%) 1{11%)
3akpen 0 (0%) 0(0%) 1(13%) 1(11%)
Minsuiextn pisHg GinipyBiny B KpOBi 0{0%) 1(50%) 1{13%) 2(22%)
KoH'IOHKTUBIT 0Yed 0{0%) 0(0%) 1(13%) 1(11%)
Binb y KiHuisyi 0{0%) 1(50%) 0(0%) 1(11%)
lonoBskuit Ginb 0 (0%) 0(0%) 1(13%) 1(11%)




ITiacymok naGoparopunx oninox 2-ro a6o BEMOrO piBHa

NabopaTopuui | NikyBanus MomeHT yacy Cryniub
aHania 2 3 4
3araneiuit | GSK1265744 5 MNoganeLe 2(29%) 0(0%) 0(0%)
binipyGiH Mr CNOCTEPEXEHHA
fenb 1, llens 3, ferb | 1(14%) 0(0%) 0{0%)
, o | GSK1265744 10
Fineprmikesis 5 r Moaanswe 00%) | 104%) | 00%)
CnocTEpPEXEHHS
3HxeHa GSK1265744 |  CkpwHiHr, geHb 3 1(14%) 0(0%) 0{0%)
Heitrpodhin 5wmr Jlexb 10 0(0%) 1(14%) 0{0%)
ﬂina_uu;el-mﬁ GSK1265744 lens 7 0(0%) 0(0%) 1(17%)
piBeHb
. . Smr
Tpurnitepupis

22. BUCHOBOK (3aK/II0%EHHA)

* GSKI265744 5 mr nobGpe neperocusea BIJI-1 indikopanumu JOpPOCTHMH.

* Ilicna npritomy 5 mr QD GSK 1265744 npotarom 10 auis cnocTepiranocs
CTATHCTHUYHO 3HAYYLIE 3HHKEHHA (cepenHa smina -2,169 nns GSK 1265744 5 mr
npoty -0,092 s nunane6o) PHK BUI-1 y mnasmi KpOBI Bil BUXiIHOT0 piBHa 10 11
AH4.

e Ilicaa npuiiomy 5 mr QD GSK 1265744 npotsrom 10 anis 2 3 7 cyb'exris aMornu
Aocarty pisus PHK BUI-1 y mwiasmi kposi <50 /mur micns 10 puis MOHOTepailil.

o [licna npuifomy 5 mr QD GSK 1265744 npotsrom 10 aHie 5 3 7 cy6'exTis 3Mornu
Rocarty pisua PHK BIUJI-1 <400 xn/mn nicns 10 guis MOHOTeparii.

* GSK1265744 nponemoHcTpyBas npomopuiiHicTs eKCno3HL|T B miasmi mics
OIHOPa30BOro Ta Hararopasororo BeeenHs y BUI-ingikosanux natienrin npH
nopisuarni GSK 1265744 5 mr QD ta GSK 1265744 30 Mr QD (ITZ111451).

* GSKI1265744 5 Mr cTauioHapHuii cTan focArascs Ha 7-i neHs (icis NOBTOPHOTO
npuiiomy pozu y BlJI-iudikopanux nauieuris.

¢ Koediuientn nakonuyenns qna AUC, Cmax i Ct micna NIOBTOPHOrO BBEHEHHSA
no3n GSK1265744 y 5 mr cranonnu 2,36, 1,96 i 2,48 sianosino.

* Y uvomy 10-neHHOMy mocnimkenni Monotepanii GSK 1265744 e 6yno BiniGpano




KOIHHUX MYTaLliH, MOB'A3aHKX 3 PE3UCTEHTHICTIO in Vitro 10 npenaparty
GSK1265744.

Ha 11-H JieHb y %O0HOTO 3 I0C/i /Ky BAHHX.

* He GyJ10 BUABIEHO 3B'I3KY MiXK F€HOTHIIOBMMH 3MiHAMH IHTerpasu Ta 3MiH
GSK 1265744 1C50.

* DeHoTHNiYHA pe3ucTeHTHiCTh 10 GSK 1265744 5 Mr He BHHUKIA Hi Ha 1-# nedb, Hi

dMH B

3agBHHK (BIaCHUK peecTpaltiiHOro MOCBIAYEHHS)

(mianuc)

Kapen I'peitrokep (Karen Grainger)
Biue-npesunent, Kepisuuk inainy HOPMaTHBHO-NIPABOBOTO PEryIOBaHHS

L

BiiB Xenckep (ViiV Healthcare)

{ITopsdok donosneno nosum dooamwom 30 32idn0 3 Haxazom MO3 Vipainu No 1528 6i0 27.06.2019 }

Iepexnan Bukonas:

Menemkep 3 peryiSTOpHUX MUTaHbL Ta peecTpauii
TOB I'makcoCmitKnsitn ®apmaceiotikane Vipaina
Mapunsko Jlronmuna




Clinical Trial Report - 20
Study ID-206898

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

An Open Label, Phase 1 Study to Evaluate the PK, Safety, Tolerability and
Acceptability of Long Acting Injections of the HIV Integrase Inhibitor,
Cabotegravir (CAB; GSK1265744) in HIV Uninfected Chinese Men, Study
206898

6. Phase of clinical trial IPhase 1
7. Period of clinical trial from [10April2018] — [20April2020]
8. Countries, where clinical trial has been conducted China
9. Number of trial subjects planned: 60
: actual: 47
10. Main purpose and secondary objectives of CT Primary

o Evaluate the safety and tolerability of the injectable agent, CAB LA
injectable (600 mg dose administered every 4 weeks for 2 doses
followed by every 8 weeks for 3 doses) throughout the Injection Phase
(Weeks 5 to 41) in HIV-1 uninfected Chinese men.

o Evaluate the plasma PK of CAB following repeat oral administration




(Day 1 to Week 4) and CAB LA IM injections throughout the Injection
Phase (Weeks 5 to 41).

Secondary
e Evaluate the plasma PK of CAB LA throughout the Injection and Long-
term Follow-up Phases (Week 5 to 89).

o Evaluate the safety and tolerability of oral CAB in HIV uninfected
Chinese men during the Oral Phase (Day 1 to Week 4).

» Lvaluate the acceptability of CAB LA injections through 41 weeks.

¢ Explore concentration-effect relationships for various safety and
tolerability parameters if relevant.

11. Clinical trial design

This study is an open-label, Phase 1, multi-site study to evaluate the
pharmacokinetic (PK), safety, tolerability, and acceptability of cabotegravir
long-acting (CAB LA) in adult HIV uninfected Chinese male subjects at low
risk for HIV acquisition. Eligible subjects received oral CAB (30 mg tablets)
daily for 4 weeks during the Oral Phase of the study, to assess for safety and
tolerability prior to receiving CAB LA injections. Serial PK blood samples were
collected during the Oral Phase to characterize plasma PK parameters of
distribution and elimination. Following safety assessments after 4 weeks of oral
dosing, subjects entered the Injection Phase at Week 5 and received
intramuscular (IM) injections of CAB LA. CAB LA 600 mg was administered
as a single 3-mL IM injection. Subjects who volunteered to participate in the
intensive PK assessment had serial blood sampling for measurement of plasma
CAB concentrations following oral administration over a 24-hour window that
started on Day 27 and ended on Day 28. Pharmacokinetic sampling following
CAB LA IM injections started just prior to the first injection at Week 5
(Injection Phase) and prior to each subsequent injection with limited PK
sampling between injection visits. Starting at 8 weeks after last injection,
subjects were followed once every 12 weeks for 48 weeks during the Follow-up
Phase.

12. Main inclusion criteria

This study recruited healthy subjects of 18 to 65 years of age (inclusive) who
were male at birth, had a non-reactive point-of-care (POC) HIV test and




acquiring HIV. The subjects had to agree to appropriate use of contraceptive
measures during heterosexual intercourse.
13. Investigational medicinal product, mode of administration and strength | [Study Treatment

undetectable HIV-1 ribonucleic acid (RNA) at screening, and were at risk of
|
|
|
|

Product Name: Orul CAB CAB LA
Sterile suspension for
Dasage Formulation Tablct mjection vial
200 mg/mL sledle
Unit dese suspension
strength{s)/Dosayge 30 my tablet Dosc level = 600 my (3
level(s): Dosc level = 1 tablet mL)
Route of Administration Ol Intramuscular injection
Administer orally, onee
daily. Dose at samce Bme
duily without repurd to
Dosing instroctions foed with water Intramuscular injection
CAB=botegravir (GSK1265744); LA=long acting.
14. Reference product, dose, mode of administration and strength N/A
15. Concomitant therapy Permitted medications: Medications initiated prior to the Day 1 of the study

were counted as prior medications. Concomitant medications were defined as
medications that were taken on or after the Day 1. Medications initiated prior to
the Day 1 and continued after Day 1 were counted as both prior and concomitant|
medications.

Any medication or vaccine (including over-the-counter or prescription
medicines, vitamins, and/or herbal supplements including traditional Chinese
medicines) that the subject was receiving at the time of enrolment or received
during the study was recorded along with the following details:

¢ Reason for use;

* Dates of administration including start and end dates;

e Dosage information including dose and frequency.

The medical monitor was contacted if there were any questions regarding
concomitant or prior therapy.




16. Criteria for evaluation efficacy /PK

Efficacy not evaluated in this study.
Primary:

¢ Plasma CAB PK parameters following repeated once daily oral
administration (Day1 to Week 4) included (as permitted by the data): Cr,
AUC(0-1), Cmax, tmax, CL/F, VZ/F, t', and Az.

o Plasma CAB PK parameters following CAB LA IM administration
{Weeks 5 to 41) included (as permitted by the data): Ct, AUC(0-7),
Cmax, and tmax.

Secondary:

e Plasma CAB PK parameters following CAB LA IM administration
(Week 5 to Week 89) as permitted by the data including Ct, AUC(0-1),
Cmax, tmax, CL/F, VZ/F, t'%%, and Az.

17. Criteria for evaluation safety

Primary:

e Safety and tolerability parameters, including AEs, clinical laboratory
tests, study withdrawals due to AEs, vital signs assessments, and
evaluation of ISRs.

Secondary:
o Safety and tolerability parameters, including AEs, study withdrawals due
to AEs, vital signs assessments, and clinical laboratory assessments.

¢ Injection discontinuation rate, the number and severity of ISRs, and
additional acceptability measures.

¢ Evaluation of relationships between significant safety and tolerability
parameters and CAB PK may be explored.

18. Statistical methods

Sample Size Consideration

The sample size of 40 subjects to be given the CAB LA treatment was chosen to




ensure an adequate evaluation of safety, tolerability and pharmacokinetics data
in this population prior to moving into a large Phase 3 study.

Primary PK Analyses

The primary PK analyses were based on the Oral PK and Injection (Week 41)
PK Populations, unless otherwise specified.

The PK parameters were calculated by standard noncompartmental analysis
according to current working practices and using Phoenix WinNonlin
Version 8.0.

All calculations of noncompartmental parameters were based on actual sampling
times, and all concentrations were included in the estimation of PK parameters
regardless of whether samples were collected within the specified time window
or not.

Safety Analyses of CAB LA

The primary safety analysis was conducted after all ongoing subjects completed
the Week 41 visit and datasets had been authorized. All data from injected
subjects collected from Week 5 to Week 41 (i.e., in the Injection Phase) were
analyzed. Analysis endpoints included Grade 2 or higher clinical and laboratory
events that occurred from the initial injection to 8 weeks after the last injection
among subjects who received at least 1 injection.

The extended safety analysis was conducted after all ongoing subjects
completed the Week 89 visit and datasets had been authorized. All data from
injected subjects collected from Week 5 to Week 89 (i.e., in the Injection Phase
and the Follow-up Phase) were analyzed. Analysis endpoints were the same as
for the primary safety analysis.

To assess safety, the number and the percent of subjects who experienced each
safety endpoint were tabulated. Each subject contributed once in each category




(i.e., only for the highest severity AE) for the evaluation of safety.
Tolerability Analyses of CAB LA

The tolerability analyses were based on the Safety Injection Population, unless
otherwise specified. All summary data and statistics were calculated from
available data, unless otherwise specified.

To assess tolerability of CAB LA, the proportion (with 95% confidence interval
[CI]) of subjects who terminated from receiving injections prior to the full
course due to an AE, intolerability of injection, frequency of injections, or
burden of procedures related to injections was calculated out of those subjects
who received at least | injection.

A questionnaire was also used to assess subject tolerability and satisfaction to
the treatment. For each question, the responses were summarized by the
proportion of subjects who reported the response out of all those who answered
the question. An overall treatment satisfaction score was calculated for each
subject.

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

All subjects were Chinese and male with median age of 28.5 years. One subject
reported a clinically significant abnormal ECG finding at Screening (See Table
below).

Table: Summary of Demographic Characteristics (Safety Population)




20. PK results

Total
(N=d8)
n 48
Mean (SD) 31.1(8.11)
Age (years) Median 28.5
Min 20
HMax 53
1824 3(17)
Age group® 2529 18 (38
(years), n (%) 30-39 13 {27
240 9(19)
Seltidentfied gendery [ n 48
n (%) Male 48 (100)
Ethnicity?, n (%) . 45
! Mot Hispanic/Latino 48 (100Q)
Gecgraphic ancestn®, [n 48
n (%9 Asian - Chinese 48 (100)
n 48
Mean [SD) 171.48{(7.163)
Height {cm) Median 172
Min 154
Max 186.5
n 48
Mean {SD) 68.54 [9.643)
Weight (kg) Median 68.4
Min 475
Max 915
n 48
. Mean (SD) 23.269 (2.5589)
&ﬁg@?ﬁ‘gﬁil Median 2615
Min 17.61
Max 2762
n 48
ECG finding at Nomal 23 (48)
Screening?, n (3) Abnemal, not clinically significant 24 (50)
Abnomal dinically significant 1(2)
ECG=olocrecardixgam; Max=maximm; Mn=ntairem: SD=standard dovialion
a. Poreonhgeswore cakoulated veing tie number of subjocts with avatabls nformaton (e, 0} 2 denaminator.
In the Oral Phase, following daily oral administration of 30 mg of CAB repeated
for 28 days in adult Chinese male subjects, a geometric mean peak exposure to
CAB over the dosing interval (t = 24 hours) on Day 27 of 10.5 pg/mL was
attained (tmax) at approximately 2 hours post-dose (median estimate) with a
total systemic exposure to CAB of 191 h*pg/mL for AUC(0-t). Thereafter,
plasma concentrations of CAB declined in a monophasic manner with a




geometric mean t'% of approximately 1.89 days.

[n the Injection Phase, following IM administration of 600 mg CAB LA
repeated every 4 to 8 weeks over a 28-week period in adult Chinese male
subjects, arithmetic mean CAB plasma concentrations were maintained above
0.166 pg/mL (protein adjusted [PA]-90% of the maximal inhibitory
concentration [IC90]) from Week 5 to Week 41, and above 0.664 pg/mL (4x
PA-IC90) from Week 6 to Week 41. After the final dose was administered on
Week 33 (injection 5), mean CAB plasma concentrations were maintained
above 0.166 pg/mL (PA-IC90) until between Week 65 and Week 77, above
0.664 pg/mL (4x PA-IC90) until Week 53, and above 1.35 pg/mL (8x PA-IC90)
until between Week 41 and 53. A geometric mean peak exposure to CAB over
the dosing interval (z = 1344 hours) of 3.73 ug/ml. at Week 33 was attained
(tmax) at approximately 6.98 days post-dose (median estimate) with a total
systemic exposure to CAB of 3443 h*pg/mL for AUC(0-1). Thereafter, plasma
concentrations of CAB declined in 2 monophasic manner with a geometric mean
tY2 of approximately 47 days.

Steady state was attained by Week 9 (trough concentration following the
initiation injection, i.e., loading dose), and there was no accumulation in CAB
plasma concentrations following repeated IM administration of 600 mg CAB
LA every 4 to 8 weeks in adult Chinese male subjects.

CAB plasma PK parameters and exposure in this study were consistent with
historical studies.

21. Safety/Health Outcomes results

Safety

o  All subjects (48 [100%]) reported at least 1 AE during the study. Most AEs
were reported during Injection Phase. Most AEs reported during the study
were Grade 1 or Grade 2. A majority of subjects reported Grade 2 or higher
AEs and common Grade 2-4 AEs during the Injection Phase, the most
commonly reported Grade 2 or higher AE was injection site pain. One
subject in Oral Phase experienced 2 AEs leading to permanent
discontinuation of study drug or withdrawal from study. One subject

reported 1 serious adverse event (SAE) during the Injection Phase. No death




was reported during the study.

A total of 29 (60%) subjects reported at least 1 Grade 2 or higher laboratory
abnormality. The most commonly reported Grade 2 or higher laboratory
abnormalities included estimated creatinine clearance and creatine kinase.
None of these laboratory abnormalities met the withdrawal criteria.

Mean change from baseline in vital signs did not show clinically relevant
changes. Mean vital signs were within normal limits throughout the study.
Maximum blood pressure values show mild (systolic blood pressure ranging
from 140 to 159 mmHg or diastolic blood pressure ranging from 90 to

99 mmHg) abnormalities occurred in several subjects. There were no Grade
2 or higher blood pressure abnormalities during the study.

Most subjects had normal ECG findings at screening. One subject reported
clinically significant abnormal ECG results at screening,

\Health Qutcomes

Most subjects were more satisfied with CAB LA injections compared to tablets
administered during the Oral Phase of the study. Most subjects were satisfied
with their HIV-prevention treatment with a median total score of 23.0. Most
subjects considered using CAB LA for HIV prevention in the future.

22. Conclusion (summary)

Safety

Oral CAB 30 mg administered once daily was well tolerated in the Oral
Phase with a few nonserious AEs reported and 1 subject was withdrawn due
to AEs leading to discontinuation.

During the Injection Phase, more AEs were reported compared with Oral
Phase and ISR occurred in all subjects. Most of the ISRs were Grade 1 or
Grade 2 and the most commonly reported Grade 2 drug-related AE was
injection site pain. None of the AEs led to withdrawal from study or study
drug discontinuation.

One subject reported 1 SAE (post-procedural hemorrhage) during the




Injection Phase, which was considered not related to the study drug.
No death was reported during the study.

A majority of subjects (60%) reported Grade 2 or higher laboratory
abnormalities, but none of the laboratory abnormalities met the withdrawal
criteria.

\Pharmacokinetics

Following daily oral administration of 30 mg of CAB repeated for 28 days in
adult Chinese male subjects, plasma concentrations of CAB on Day 27
indicated:

Geometric mean peak systemic exposure over the dosing interval was
attained at a median tmax of 2 hours post-dose. Thereafter, plasma
concentrations of CAB declined with geometric mean t'% of approximately
1.89 days.

Oral clearance (CL/F) ranged from 0.124 to 0.242 L/h, and the Vz/F ranged
from 7.00t0 14.0 L.

The between-subject variability (%CVb) in the extent of systemic exposure
to CAB was 19.5% and 20.5% for Cmax and AUC(0-t), respectively.

Following IM administration of 600 mg CAB LA repeated every 4 to 8 Weeks
over 28 weeks in adult Chinese male subjects, plasma concentrations of CAB at
Week 33 indicated:

Geometric mean peak systemic exposure over the dosing interval was
attained at a median tmax of approximately 6.98 days post-dose. Thereafter,
plasma concentrations of CAB declined with geometric mean t' of
approximately 47 days, which was approximately 25-fold longer than that
observed following oral administration and supports the absorption-limited
kinetics previously presented for CAB LA when administered
intramuscularly.

The CL/F ranged from 0.0884 to 0.472 L/h.
The between-subject variability (%CVb) in the extent of systemic exposure




to CAB was 66.1% and 41.1% for Cmax and AUC(0-1), respectively.

e  Statistical analysis of CAB plasma concentrations indicated that there was
no appreciable accumulation of CAB plasma between Weeks 6 and 34, with
a geometric mean ratio (90% CI) of 1.13 (0.894, 1.43).

e Trough CAB plasma concentrations indicated that steady state was attained
by Week 9; the geometric mean ratio [Week 9/ Week 17-33 average] (90%
CI) was 0.990 (0.876, 1.12).

@  Systemic exposure of CAB (Cmax, Ct, and AUC[0-1]) and terminal phase
parameters (Az and t'z) were comparable with that observed in Japanese
(201584 [FLAIR]) and Korean (201585 [ATLAS]) HIV-infected subjects
from previous studies.

e The CAB plasma PK parameters and exposure in this study were consistent
with historical studies.

Health Qufcomes
The CAB LA injections were well tolerated. Most subjects were satisfied with

their CAB LA injection treatment and considered using CAB LA for HIV
revention in the future.

Applicant (registration certificate holder) | ; C(}/\,\‘

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

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




3siT npo kainivne BunpoSysanns - 20
HJocnipxeann ID-206898

1. Hassa sikapcbroro 3acoby (3a HasBHOCTI - HOMEp peecTpaLliiHoro
MOCBIANEeHH)

IAIIPETIONT, Tabnetks, BKpUTI I1iBKOBOIO 0BONOHKOIO, 110 30 Mr

2. 3asBHKK

BiiB Xenckep HOK Jlimiten

3. Bupobnuxk

Bupobunnreo Heposdacopanoro npoaykTy, KOHTPOIL AIKOCTi TOTOBOrO IPOLYKTY
I'nakco Onepetitne FOK Jlimiren, wo Bene Aisnbuicts gk [nakco Besnkom
Onepeiiutc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
[Ipaiiopi Crpirt, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Bennka bpuTanis

IlepBiiHe Ta BTOPUHHE NAKYBAHKSA, KOHTPOJIb IKOCTI FOTOBOTO MPOAYKTY,
BHIYCK cepii

ABeHifa xe Exctpemanypa 3, Non. Iua. Annengenyepo, 09400 Apanua ne Hyepo,
Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero,
Burgos

[cnania

4. Ilpoeepeni AoCTiKEHHS:

v Tak Hi, AKLIO Hi, 0BrpyHTYiiTE

1) T nikapcokoro 3acoby, 3a AKMM npoBoAKaacs 260 MAHYETbCS peecTpauis

Ulikapchbkuif 3aCi6 32 MOBHMM 0OCHE (ABTOHOMHE I0CE), THILIH NikapchKui 3acib, HoBa
U1i104a pevyoBHHA.

5. lNosHa HasBa KWIiHIYHOTO BUMPOOYBAHHS, KOAOBAHKIH HOMED KIiHIUHOTO
BHNpobyBaHHA

Binkpure nocnimxenns dasu 1 ang ouinku PK, 6e3nexn, neperocumocTi ta
HpHiHATHOCTI iH'ekwil inribitopy BLJI-inTerpasu tpusanoi nii kaborerpasipy (CAB;
(GSK1265744) y neindixopanux BIJI-iHdekuicto kuTaiichkux 40n0oBikiB, AOCHIMKEHHS
206898

6. {aza wriniyHoro BHNPoGyBaHHA Dasa |
7. Ilepion kniHivHOro Bunpodysanus 3 [10 keiTHs 2018] — [20 keiTHa 2020]
8. Kpainu, B AKHX MpoBoAUNOCS KiHiuHe BUNpOOYBAKHS Kuraii

9. KinbkicTs mociimkyBaHux

3annaHoBaHo: 60
(pakTH4Ha KiNbKICTE Cy6'exTiB nocnipxenus: 47

10. MeTa Ta BTOpHHHI Lini KIIHIYHOrG BUNIPOGYBaHHS

(OcHorHA

*  OuinnTu Gesnexy Ta nepeHocHMicTb in'ekuiiinoro npenapary CAB LA (moza
600 mr, o BBOAHTBCA KOXKHI 4 THXHI 32 2 NPUHOMM, a NOTIM KoXxHI 8 THIKHIB
3a 3 npuifomu) npotsrom Gask in'ekuii (3 5 no 41 Twxaens) y Heindikopanux
BIJI-1 kuTaiicekux 4onosikis.




e OuiHiTs Mna3MoBy koHUerTpanio CAB nicns [IOBTOPHOTO MEPOPANBHOrO
OpHAOMY (3 1-ro aHa no 4-i Twxnens) Ta in'ekwiii CAB LA IM NpOTATOM
dazu seenenns (3 5-ro no 41-i TIwKIeHS).

Bropunni

* Onioitte muasmosy koHuenTpaniio CAB LA npoTaroM (asH BBENEHHA Ta
AOBTOTPHBANIOTO CrIOCTEPExKeHHS (3 5-ro 1o §9-if Tisxzens).

*  OQuinnTK Ge3meKy Ta MepeHOCKMICTD MEPOPATIBHOTO sacrocysaHns CAB y BIJI-
iHGiKOBAHMX KHTAHCLKHX HOJIOBIKIB Mg 9ac nepopansHoi ¢azu (3 1-ro no 4-it
THX/ICHb).

*  OuiHiTh npuitnsTHicTb iH'ekuii CAB LA uepes 41 THKIEHD.
1Y p

* JlocninuTy 3anexHicTs «KOHUEHTpallis-ebexT» mia Pi3HHX napaMeTpiB
Gesneu Ta NepeHoCHMOCT], SKIO ITe NOPEYHO.

1. Qusaity wiinivHOro BUNpoSyBaHHs

Lle BigkpuTe 6aratoLeHTpoBe A0CAigKEHHA $asun 1 419 OuiHKKM DapMaKOKIHETHKY (
PK), 6e3neku, neperocumocri Ta npuiiHaTHOCTI kaboterpasipy nponoMrosanoi gii (CAB
LA) y Bopocaux Heindikosanux BUT KuTaliLie 4oM08i40T CTATI 3 HU3LKUM pusuKom
iHQikyBanHa BI/L. Binnoeiani cy6'extu OTPHMYBaNu nepopanehuit npuiiom CAB
(Tabnetku no 30 Mr) woAHA npoTaroM 4 THKHIB Nix yac nepopansHoi dasu
FIOCHLIKEHNS, o6 OuiHKTH Ge3neKy Ta MepeHOCHMICTb 10 oTpumMaHH# iH'ekuiii CAB
LA. Ilix vac nepopanbroi hasu sinbupanm cepiiiHi 3pa3ku KPOBi AN BU3HAYCHHS
TapaMeTpiB po3nofisy Ta eniminanii PK y miasmi Kposi. ITicns ouinku Gesnexu micsa
4 THXKHIB NEPOPANBHOTO npHitoMy cy6'ekTH MepexXonuiy o ¢asy in'ekuid Ha 5 THXKHI
T2 OTpHMYBaTH BHYTPiltHbOM 13081 iH'ekuii CAB LA. CAB LA 600 mr soguiu y
BHIA/ ONHOPA30ROT BHYTPIUIHBOBEHHOT IH'EKLIT 06'eMOM 3 ML Cyb'exram, axi
NOOPOBLIBHO 3rONOCHITHCS B3ATH YHACTh B IHTCHCHBHIH OUIHL PK, npoBouunu
cepikuii 3a6ip kpoBi 111 BumiproBanHa koHueHTpauii CAB ¥ MTasMi mics
NEPOPANLHOrO NPHHOMY NPOTAroM 24-FONMHHOrO BiKHA, IKe MOUMHANOCH Ha 27-i JeHb
| 3aKindyBanocs Ha 28-it neHb. GapMakoKiHeTHYHMI BiJ10ip npob micns in'exuiii CAB
LA IM nouunascs Ge3nocepeaHso nepes MEepLIOO iH'EKIIIEI0 Ha 5-My THxHI ((aza
IH'eKLiH) i mepet KOXKHOI HACTYIHOIO IH'CKIIEI0 3 OBMEKEHHM Bin6opom npo6 PK mix
BISHTaMH Ha iH'ekuiro. [Toynnaoyn 3 8 TikES Mics ocTaHHBOT in'exuil, nigxocainHmx
CIIOCTEpirany koxHi 12 THKHIB npoTsroM 48 TiKHIB mix gac thasu nogansuoro
CIIOCTEPEKEHH,

12. OcHoBHI KpHTEpIl BKIIOYEHHA

Y nocnimkenni 6pani yuacts 3m0posi ocobu sikom six 18 10 65 POKIB (BKJTIOUHO), AKi
Oyn1 4onoRiyoT cTaTi Npy HApOmKeHH], Mau Hepe3yJbTaTHBHHH TecT Ha BIJT y micwi




HafgaHHsg MemraHoi qonomork ( POC) ta HEBH3HAYYBaHY pUOOHYKIETHOBY KHCIIOTY
(PHK) BUI-1 mig uac CKPHHIHTY, a TAKOX HATEKANH O IPYIH PH3UKY iH(iKyBaHHA
BLL ITinnocninki NoBHHHI 6Yiu MOrONMTHCA Ha HANEKHE BHKOPHCTaHHA 3acobip
KOHTpALIENLIi [Ti] Yac FeTepOCEeKCYANLHOIO CTATEROrO axTy.

13. Nocnimicypanuii nikapehkuii 2aci6, crnoci6 3aCTOCYBaHHY, CHAA Jif

IKyBaHHA B AOCJiTKen i

Haiimenysanns
TiKapCEKOTo 3acofy: Hepopansui CAB CAB LA
Dopmymopanun CrepunbHa cycnensis mis
o3yBagnn Tabaerxu iH'ekLiit y drnakoHax
Onanngna roza 200 Mr/mn crepunbHoT
cuaa(n) / pisens(n) 30 mr Tabnerka Pieenr | cycnensii Pireus Bo3u =
TO3YBAHHA: [o3d = 1 Tabnerka 600 Mr (3 mn)
cnoci6 3acrocyeanns BruyTpimHsom'azoea
Iepopanero iH'exuis
3acTocoByBaTH

MepopanbHO. OMHH pas Ha
noby. [puiiMaTy wo/Hs: B

Ka3iBKH 100 O[IUH 1 TOit caMHit yac,
ACTOCYBAHHS HE3ANIENKHO BiJ NPHHOMY BuyTpiwnboM'asosa
ikapchKoro 3acody Ki, 3anHBaouM BonoI0O iH'exuis
CAB=kaborerpaip (GSK1265744); LA=Tqur, wo Aie.
14. Ipenapat nopisusuns, 103a, cnoci6 3aCTOCYBAHHS, CHAA AjT HI
15. CynyTRs Tepanis

Jlossoneri npenapatu: [Mpuitom nikis, posno4aTHi xo 1-ro gHa gocnimxeHHs,
BEAXABCH MOMNEPEnHiM npruitomom nikis. ITin cymyTtHimMu nikamu PO3yMinu JikH, AKi
npHitManu B [-i gens abo rmicis asoro. Iipuiiom nixie, posmouaruii no I-ro aus i
Fpo,aoameﬂuﬁ micas 1-ro gus, BPaxOBYBABCA K MONEPEeNHiH, Tak i cymyTHii npuiiom

iKiB.

byAb-sKi Jtikut a60 BaAKUMHM (BKIIOYAIOYH OespeuentypHi a6o peuenrypHi iku,
BiTaMiHK Ta/a6o pocnumHi [oGaBky, BKIIOUAIOUH TPAIMUIHHY KuTalichky MeauLMHY),
1K Cy6'eKT npuiiMaB Ha MOMeHT peectpauii aGo oTpuMysaB iz wac qocimKeHHs,
PEECTPYBAIIMCA PA3OM 3 HACTYNHHMM JETANAMU:

¢ [IpuurHa BHKOpHCTAHHA,

* Jlatu agMiHicTpyBanns, BKIIOYaI09M naTH [IOYATKY TA 3aKIHYEHHS,

* Iudopmauis npo no3ysanns, BrIOYAIOYH A03Y Ta YACTOTY NpHiioMy.

AIKINO BUHHKA/IM TIMTAHHS LWOJO CYMYTHLOT 260 nonepenHLOl Teparii, 3B'13yBaincs 3




JTiKapeM-MOHITOpOM.

16. Kpurepii ouinxm edexturHOCTI

E¢exrupHicTs He onfHiopanacs B poMy JoCTimKeHH.

IleperHMi:

* [Napamerpu mna3mosoi kounentpanii CAB PK micis bararopa3zororo

(ax nosposneHo nanunmr): Cr, AUC(0-1), Cmax, tmax, CL/F, VZ/F, t¥ 1a Az
* [lapamerpu miasmu CAB PK micns rezenns CAB LA IM (3 5-rono 41-i

THI/IEHb) BIUIFOMEH] (AK JO3BONEHO nauumu): Ct, AUC(0-t), Cmax i tmax.
Bropuuui:

* TNapametpu nmnasmoroi koHuentpauii CAB PK nicna seenenus CAB LA
BHYTPILIHBOBEHHO (3 5-ro no 89-it THXICHb) BIANOBIHO 10 OTPHMAHUX
Aauux, Brmoyaroul Ct, AUC(0-1), Cmax, tmax, CL/F, VZ/F, tY Ta Az

NepOPAIbHOrO NPHAOMY OAKH pa3s Ha AeHb (3 1-ro no 4-i TIOKAEHB) BKIKOYEH]

17. Kpurepil ouidgkp 6eznexu

[lepBunHi:

» Tapamerpu Gesnekn Ta nepesocuMocti, BKMoyao4y [P, xiiHiuHi
nabopaTopHi aHamizu, BiIMIHM JOCTi MKEHHs uepes [P, oliHky xuTTERO
BRMIHBHX NOKA3HUKIB Ta OUIHKY ISR.

Bropunni:

¢ [lapamerpu 6eaneku Ta e CHOCHMOCTI, BKmoyatouu ITP, BinMoBy Bix
p

AochimkeHts yepes I1P, OLiHKY KHTTEBO BAXIMBHX NOKAZHUKIB T2 KITiHIKO-
nabopartopHy owiHky.

Yacrora npunuHenHs in'exuilt, KinbKicTb | THKKICTL ISR, a rakox nopatkosi
TOKA3HHKH NPHIHATHOCTI.

* Moxe 6yTH BHBUEHA OuiHKa B33€MO3B'A3KY MK 3HAUYLIIIMM NapaMeTpamMH

6eanexw Ta neperocumocti i CAB PK.

18. CraTHcTuYHI MeTomy

Poz2nad pozmipy eubipru

Posmip Bubipku y 40 ocib, axi oTpumyBanu jikysaHua CAB LA, 6y o6pauuii ans

oo, mo6 3ae3neunTH afieKBaTHy OLHKY JAHKX 3 Oesnexy, nepeHocUMocTi Ta




(hapmakoKiHETHKH B Lii mommyIauii 10 nepexony y semuky Masy 3 mocHimKeHHS.
[ Tepaunni ananizu PK

L leppunni ananizu PK Gasysasanca Ha nonynauisx nepopanshoro PK Tta in'exuiiizoro
(41-# Txnens) PK, skio He Bkasano iHIme.

[Iapametpn PK 6ynu pospaxosaHi 3a HOLIOMOrOk CTAHAAPTHOrO HEKOMIAPTMEHTHOLO
aHaNli3y BIAMOBIAHO 10 NOTO4HOT poGOYOl MPAKTUKH Ta 3 BUKOPHCTaHHAM Phoenix
WinNonlin sepeii 8.0.

Bci pozpaxyHKH HEKOMNAPTMEHTHHUX NMapameTpis Gasysanucs Ha GakTHUHOMY uaci
Bigbopy npof, i Bei KoHIeHTpauii Gynu BrmOUEH] B oUiHKY napamerpis PK Hesanexwo
BL1 TOrO, uM GyJTH NpobH BiniGpani B 3a3HaveHUH YacoBHii NPOMIBKOK, 4M Hi.

Arnaniz 6esnexu CAB LA

[lepBunnunii ananis Gesnexu GyB npoBefeHHit ichs Toro, K BCi AOCTIDKYBaKi
32BEpLUMIIH BI3UT Ha 41-My ThyHi | Habopn panux 6ynu asTopusosani. Byno
pOaHANi30BAHO Bei AaHi iH'ekuiiHUX manicnTis, 3i6pani 3 5-ro no 41-i TIKIEHD
(To6To, y dasi in'exuii). Kinuesi Touky aHanisy sximiouany kninivei ta naGoparopsi
ozl 2-ro crynens abo Bule, 110 BAHHKIIM BiJl nepiuoi iH'ekuil Ao 8 TrokHiB mics
OCTaHHBOT iH'eKLT ¥ cy6'eTiB, AKi OTpUMain moHaiimenme | iH'exuiio.

Posiwnpennii ananiz Gesnexu Oys npoBeeHHH micns TOro, AK BCi AOCHIIKYBaHi
3aBEePLLUANH BiSHT Ha 89-My ThxxHi | Habopy sanux Gynu arTopHsoBani. Byno
MpoananizoBaHo Bei HaHI Big iH'exuiiiHpX nauieHTis, 3i6pai 3 5-ro no 89-# TwKaeHs
(To6T0, y hasi in'exuiit Ta pasi cniocrepexenus). Kikuesi Touku ananizy 6y Takumu
DK, SIK | JUTA [IEPBHHHOTO aHanisy Gesneku.

[l oLiHky Ge3neKH KUTBKICTb Ta BiACOTOK CYS'EKTIR, IKi JOCATTH KOKHOT KIHLEBOT
ToukH Gesnexu, 6yny 3aHeceHi B Tabnuiio. Koxen cy6'exT 3pobue criit BHECOK oftM
pa3 y KOXHiH kareropii (o610 TigkkH Wit [TP HalBUIOrO CTyEHs THKKOCTI) A1s
OLIIHKH Ge3rneKu.




Ananiz nepenocumocmi CAB LA

AHajli3 NepeHOCHMOCTI MPOBOIHECH Ha OCHOB] nomyysnii 6ezneyHor in'exuji, skwo He
BK43aHO iHIIe. Y¢i 3BeNeHi NaHi Ta CTaTHCTHKa OyJIH po3paxoBaHi HA OCHOBI HASBHMX
TAaHHX, AKIIO HE BKA3ZAHO iHIIIE.

Jlnis ouinkw nepeHocumocti CAB LA 6yna po3paxoBaHa yacTka (3 95% nopipumm
irrepanom [CI]) ocif, ki npumuHmIM MPUHOM iH'eKLiH 10 3aBepLICHHS TOBHOIO
Kypcy uepes [P, HenepenocuMicTs in'exuil, yactoTy in'ekuiii a60 TArap npouenyp,
MOB'S3aHUX 3 IH'EKLIAMH, CepeR THX 0Ci6, Aki oTpUMank npuHaitmMHI 1 iH'ektio.

115 ONIHKH epeHOCHMOCTI Ta 3a00BONEHOCT] MKYBAHHAM TAKOX BHKOPUCTOBYBATH
OMATYBANBHHK. st KOXKHOrO MUTAHKA BiANOBiAi Gy MiACYMOBAHI 3a YaCTKOIO
PECTIOHJIEHTIB, AKi BKA3WIH BiAMNOBIAb, B/l 3aransHOT KiTbKOCTI THX, XTO BiIIOBIB Ha

NuTaHHS. [1s KOXKHOrO pecroHneHTa GyIo NinpaxoBaHo saranbHui Ga 3aI0BOJIEHOCTI
NniKyBaHHAM.

19. lemorpadiusi nokasHHkM Kocnimxysauol momynawil (cTars, BIK, paca Tomo)

Bci yuacHuku 6ynu KHTaHLIMH, YONOBi4OT CTaTi, cepe/Hiii Bik - 28,5 pokis. Onun
[y1aCHHK MOBIIOMMB MPO KIHI4HO 3Hauyni aHoManii EKT nin wac CKPHHIHTY {IHB.
TabITHILO HibkYe),

Tabnuua: Kopotki nemorpacpiyni XapaKkTepucTuku (6eaneyHe HaceneHHA)




Bcuoro (N=48)
n 48
Cepenne sHaverns (SD) 31,1(8,11)
Bik (poude) Meniana 285
BARKH 20
Marcumym 53
18-24 8(17)
. e |25-29 18(38)
Bikoea rpyna 3(poxis), n(%) 30-39 13(27)
=40 9(19)
(CamosuaHayena crars - 48
Yonosiua 48 (100)
ETHUHa npumanexHicTs 5, |n 48
n (% He icnasoMOosHi/ naTuHoamepukaHy 48(100)
eorpacivHe n 48
noxoppkedHnd, n(%) AJIACEKE - KuTlCHKe 48{100)
n 48
CepenHe sHavenHs (SD) 171,48(7,163)
3picr (cm) Meniana 172
BHIMUH 154
Makcumym 186,5
- n 48
Cepenne 3HaverHa (SD) 68,54({9,643)
Bara (1) Megiana 68,4
XBUAUH 47,5
Makcumym 91,5
n 48
(——— ﬁzz?él:: 3HadenHs (SD) 23.22‘?5 g.;.gﬁ&g)
aappatni)) XEUTIVH 17,61
Makcumys 2762
il 48
Peaynstati EKT npu HopmanbHuA 23(48)
CKPUHIHTY, N (%) HeHopmaneHuii, He € KNikivHO auavyLmm 24(80)
HexoepmanbHui, KNHIYHO 3Hauywwmi 1{2)
EKM=enextpokapniorpama; Max=markcumya; Min=mixinya; SD=cTaHpapTHe BigxunexHs.
a. Bipcotku Bynu pospaxoBani 3 BUKOPUCTHHAM Kinbxocti cyb'exTie 3 AOCTYNHOR iHdopMallieio
{10670, n) sIK IHAMEHHMKA,
20. PesynbTrarit eeKTHBHOCTI Y mepopaneHiit (asi micna moaeHAOro nepopabioro npuiioMy 30 Mr CAB,
MOBTOPHOBAHOIO MPOTAroM 28 JHIB JOPOCIHMH KHTaHCEKHMH HONOBIKAMM,
CePeAHBOreOMETPHYHA Mikosa ekcnosuuis CAB npotsarom intepsany nosysauns (t =




24 ropuny) Ha 27-# ners cranosuna 10,5 MKr/su (tmax) npHOIIU3HO Yepe3 2 rourK
nicrs npuioMy no3u (MeniaHa), a 3araeHa cHcTeMHa excrosuuis CAB cranopmna 191
ron*mxr/mn uis AUC(0-r). TTicna usoro mnasmosi koHueHTpatii CAB 3HKyBanHCs
MoHO(Da3sHO i3 cepenniM reoMeTprunHM YacoM tYs npubnuzHo 1,89 qHs.

Y dasi in'exuiit nicys BryTpimuaboBenHoro seeaeHus 600 mr CAB LA koxHi 4-8
TUKHIB MPOTAroM 28 THKHIB JOPOCTHM KMTaNCHKHM YOAOBIKAM cepenti apupMeTHyHi
xoHueHTpauii CAB y nnasmi xposi nigrpumysanucs eutite 0,166 Mrr/mi (cxopuroBana
Ha 6inok [PA] - 90% Bix MakcumansHoi iHriGyrouot keHueHTpauii [IC90]) 3 5-ro no
41-if TIoknews, i Buie 0,664 Mir/ma (4x PA-IC90) 2 6-ro no 41-it TuxaeHs. [licns
BBCACHHA OCTaHHLOI A03H Ha 33-My TenkHi (iH'exuis 5) cepeani xonuenTpauii CAB y
MiasMi Kposi migTpumyeanucs suie 0,166 Mxr/mn (PA-IC90) no 65-ro Ta 77-ro
TIOKHA, BHILE 0,664 Mxr/mi (4x PA-IC90) a0 53-ro TiKHA Ta BUIE 1,35 mxr/mn (8x
PA-IC90) no 41-ro ta 53-ro TikHs. Cepeatia reoMeTpuyHa nikosa excnosunis CAB
ApOTAToM iHTepBaty fo3ysaHns (T = 1344 rogunu) 3,73 Mkr/mn Ha 33-My THXKH
mocsranacs (tmax) npuGNH3HO uepes 6,98 Aua nicns npuiomy Ao3u (MeniasHa oLiHKH)
i3 3aranbHOIO CHCTEMHOIO excriozuuicio CAB 3443 rog*mxr/ma mis AUC(0-7). ITicna
LBOro niasmoei koHNeHTpanii CAB sHibKyBaucs MOHO(A3HO i3 cepeHim
FEOMETPHYHHM YacoM tV2 npubnusuo 47 gHs.

Craiionapuuii cran gocsraecs Ha 9-My THKH] (KOHLEHTpaUIA Mic/Is oYaTKoBoT
(w'exuii, TobTo HaBaKTaxKyBABHA 0033), | HE CIIOCTEPIrANOCH HAKOMHYCHHS
koHuenTpauii CAB y nnasmi kpoBi nicis OBTOPHOTO BHYTPIllHLOBEHHONO BBEAEHHS
600 mr CAB LA xosxHi 4-8 TeokHIB JOPOCTHM KHTANHCHLKMM NaLi€HTAM 9010BI40] CTAT].

[Tapametpu PK nnasmu kposi CAB Ta ekcniosuuis B LbOMY KOC/imKeHHI
[Y3ro/DKYBANKCS 3 AHHUMH ICTOPUUHHX HOCTIIMKEHb.

21. PesynetaT Ge3nexu

\besnexa

*  Bei yuacnuku (48 [100%]) nosinoMumy npo wowaiimenwe 1 [TP min uac
nocnimkesns, Haii6inpme nosinoMiens npo ITP Gysno 3adyixcoBaHo min uac ¢dasu
i'ekuii. Binpwicts ITP, npo aki mosinommsnocs nin vac AochimkeHns, 6ymu 1-ro
abo 2-ro crynena. Binputicrs cy6'ektin nosinomasmu npo nobiuni peakuii 2 abo
BHLUE CTYIIeHA Ta MONIMPEH] NMobivHi peaxuil 2-4 cTyneHs nix vac das in'ekuir,
HAHMOIHpPeHIWO Mo6iuHOI peakuieto 2 abo BHLIE cTynens 6yB 6itb Y AUIAHII
in'exuii. B onsoro yuacHvka nepopansHoi hasu BHHHKIIO 2 IIP, mo mpusseno xo
OCTaTOHOTO NIPUMHHEHHA MIPHAOMY AGCIIKYBAHOTO NPeNnaparty abo BUBEACHHS 3

pocnijukenHs. Oaun cy6'ekT noBinoMue npo | cepifozte nobiutie SpUIE (CILA)

D



rin yac ¢asu in'exniit. ITig yac pocnimkeHns He 6yno zadixcoBaHO KOIHOIO
CMEpTENEHOrO BHITAIKY.

®  3aranom 29 (60%) pecrionaeHTiB MOBiNOMMWIH PO HiOHaHMeHILe | n1aGopaTopHe
BifxuiieHHA 2 knacy abo puue. Haltuacrimne nosigommsiocs npo na6opatopHi
BiIXnieHHa 2 cTyneHs abo Bulne, BIMIIOHAIOUH PO3PAXYHKOB] IOKA3HHKH KITIPEHCY
KpeaTHHiHy Ta KpeaTHHKinasy. JKoaHe 3 uux naboparopHux BigxuneHs He
BIAIIOBIAI0 KPHUTEPIAM BioMiHw.

®  CepenHi sMIHH KHUTTEBO BIKTMBHX HOKA3HUKIB I0PIBHAHO 3 BUXiTHAM piBHEM He
NOKAAMA KIHIYHO 3HauyHX 3MiH. CepenHi NOKa3HUKM KUTTEIANBHOCTI OYNH B
MeXax HOPMH NPOTATOM YChOIro AOCikeHHA. MaKCcHMalbHI 3HaYeHHs
apTepiabHOTO THCKY CBIIYATE NPO JIErKi (CHCTONIYHMH apTepianbHuil THCK Bil
140 no 159 mm pr. ct. abo AiacToniunuii aprepianbuuii THCK Big 90 10 99 MM pr.
CT.) BIAXHMIIEHHA Bifl HOPMH, LLO CIIOCTEpPIrajucs y kinekox cy6'exti. ITig yac
ROCHIJUKEHHS He GyNo BUABNEHO BIIXHIEHb apTepianbHOrO THCKY 2 CTYNeHs abo
BHIILIE.

®  Biasuicts cy6'extis Mann HopManbHi nokasiuku EKT nin yac ckpuuinry. Onunn
Cy6'eKT NOBIIOMUB NPO KITIHIYHO 3HAYYINi aHOManbhi pesynprata EKT i yac
CKDHHIHTY.

Pesyavmamu Ons 300po6's

BinbwicTs yuacHuKis Oy 6inbm 3an0BoseHi in'ekuismu CAB LA nopisHsHO 3
rabneTkamu, ki npHiiMalix nin Yac nepopansHoi Gasu nocnimkenHs. binbricTs
pecniouaenTis Oynu 3an0BONeH] CBOIM JIKyBaHHAM 3 MeTOO npodinaxtuku BLJI-
ingexuil 3 cepenHim 3aranpHuM Gasom 23,0. BibwicTs pecnoHaeHTis posrsiany
MOXUTUBICTE BHKOpHCTalHs nocayr CAB LA anst npodinaxruxy BUI-indekuii B
MalOyTHEOMY.

22. BUCHOBOK (3aKITIOUEHHS)

\Feanera

*  Ilepopansruit CAB 30 Mr, uto npuitMascs ouu pas Ha 106y, 100pe MepeHOCHBCS
B NlepopasbHil a3, NoBiIoMILAIOCs npo fekinska Hecepitosnux 1P, i 1 nauient
ys BuBenenui 3 focnimxenns yepes [P, wo npusseno Ao MpHITHEEHHS NpHHOMY
npenapary.

®  ITin wac in'ekuiitnoi dasu noeinoMmganocs npo 6ineuty kinskicts ITP HOpiBHAHO 3
nepopansHow $asoo, a ISR BuHHKany y eeix cy6'ekris. Bitbmicts ISR 6y 1-ro

a0o 2-ro cTynens, a HalnomupeHiwoo MeuKkamerTo3HOoto TP 2-ro cTynens 6ys




6ine y micni iH'ekuil, mpo Axy nosigomnsnoca Haifuacrime. Xonen 3 TP He
TNPH3BIB JTO BUXOIY 3 NOCIiIKEHHS ab0 MPHITMHEHHS OPHAOMY JOCITiKYBaHOIO
Iperapary.

Onua cy6'exr nosinomus npo 1 CITS (mocTnpoLeaypHa KpoBoTeya) mia yac pazu
in'exuii, sKa 6yna pos3iiHeHa K Taka, IO HE MOB'S3aHA 3 MOCHILIDKYBaHHM
MperapaToM.

I1in wac pocnimxenHs He OyII0 3ad)iKCOBaHO KOTHOr0 CMEPTENIBLHOTO BHIAKY.

Binsuicte ygacuukis (60%) noBigoMuIH npo JabopaTopHi BiMXHIeHHs 2 CTyneHs
abo BuIme, are xoaHe 3 TaGOPAaTOPHUX BIAXHIEHE He BIINOBiAAN0 KpUTepiaM
BIAMIHH.

Qapmaxorinemuxa

[Ticna mopennoro nepopanbroro npuiiomy 30 Mr CAB, L0 NOBTOPIOBABCS NIPOTATOM
28 [HIB Y 10POCIMX KMTaHCRKHX HO/0BIKiB, KoHUeHTpauii CAB y niasmi xpoei Ha 27-
it neds Oynu BrazaHi:

CepeliHa reoMeTpHYHA TI{KOBA CHCTEMHA EKCIIO3ULII IPOTATOM iHTepBay
AO3YBaHHA HOCATANACA 3 MEMIAHOK tMaX Yepe3 2 roAMHH Nicis NPUHOMY JI03M4.
Ilicna uporo nnasmosi konuentpauii CAB 3HukyBanucs 3 cepeHiM
FeOMETPHYHMM HacoM tv2 pubimzHo 1,89 aua.

[Toxasurku opaneHoro krnipency (CL/F) konueaecs sin 0,124 o 0,242 n/ron, a
Vz/F - Bin 7,00 go 14,0 1.

Mixcy6'exTHa BapiabensHicts (%CVb) crynens cucremuoro snnusy CAB
cranosmia 19,5% ta 20,5% ana Cmax ta AUC(0-1) sinnosigno.

[Ticns eHyTpinmsosentoro Beegenns 600 mr CAB LA, ke nosToprosany koxHi 4-8
TWKHIB MPOTATOM 28 TEDKHIB Y JOPOCIMX KMTaHCHEKUX YONOBikiB, KoHueHTpanii CAB y
u1asMi KpoBi Ha 33-My Tkui OymH Brazaui:

Cepenns reoMeTpHHa NiKOBa CUCTEMHA EKCIIOSHIIIL POTATOM iHTEpRATY
HO3YBaHHA qocaranacd 3 MelliaHomo tmax npuoIH3Ho Yepes 6,98 nug nicns
npuitoMy 103H. Ilicns uporo mnazmosi koHnerTpanii CAB 3HibkyBanves 3
CepeHIM reOMETPUYHHM t/2 NprOnn3Ho 47 mHiB, wo npubausHo B 25 pasis
JOBIIE, HX MICTA MEPOPAILHONO 32CTOCYBAHHS, | IIATBEPIKYE KIHETHKY,
ofOMexeHe BCMOKTYBAHHS, paHille npeacrasnedy ans CAB LA npu
BHYTPIIIHEOM'I30BOMY BBEJIEHHI.




® CL/F xonuBagcs Binx 0,0884 no 0,472 n/ron.

®  Mixkcy6'ekTna Bapiabenbricts (%CVb) crynens cuctemuoro BBy CAB
craHoBuiia 66,1% ta 41,1% nns Cmax ta AUC(0-1) BignosianHo.

*  Craructnunuii ananiz konuentpauiii CAB y miaswmi KPOBI 1OKa3aB, IO Mixk 6-M i
34-M TWXKHAMHA He 6YJI0 NoMiTHOro Hakonyenns CAB y TU1a3Mi KpoBi, cepeate
reometpuyHe BiaHomenHs (90% CI) cranosuno 1,13 (0,894, 1,43).

*  Konuentpauii CAB y nnasmi kposi BkazyBaim Ha Te, 1o CTallloHapHHUii cTaH OyB
NOCATHYTHI Ha 9-My THXKHI; Cepe/IHE reOMETPUYHE BiHOIICHHS [cepenne
3HaYeHHs Ha 9-My TIXKHI / cepenHe 3Havenns Ha 17-33-my THkHI] (90% CI)
craHoswio 0,990 (0,876, 1,12).

®  Cucremna ekcnosuuia CAB (Cmax, Ct i AUC[O-T]) i napameTpu TepMmiHanbHoi pasu
(Az i t%) Bynu NOPIBHAHHUMMU 3 TUMM, LLO cnocTepiranuca y ANoHCbKUx (201584
[FLAIR]) i kopeiicbkux (201585 [ATLAS]) BI/l-iHdikoBaHMX cy6'eKTiB 3a AaHMMu
nonepeaHix 4OCNIAMKEHb.

® [lapamerpu PK riasmu kposi CAB Ta ekcrnosuuis B UbOMY JOCHIKEHHI
Y3rOAXKYBAIUCA 3 JAHUMH ICTOPHUHHX JIOCITIKEHb.

Pezynomamu ons 300poe'a
In'exuii CAB LA nepenocunncs n06pe. Binbiicts pecrnionenTis Oynu 3an0BoseHI

iH'ekuiknum nikysaHam CAB LA i posrasaanu MoxIusicTs BukopucTanHs CAB LA
juis npoginaktrku BUI-indekuii B Maiibytasomy.

3asABHMK (BJACHUK PEECTPaLiHHOIO MOCBITYEHHS )

(mianuc)

Kapen ['peiriep (Karen Grainger)
Biue-npesunent, KepiBHuk Biainy HOpMaTHBHO-PaBOBOro peryroBaHHs

BiiB Xenckep (ViiV Healthcare)

{lopsidox oonosneno nosum dodamxom 30 32iono 3 Haxazom MO3 Vipainu Ne 1528 i 27.06.2019 }

Ilepexnan Bukonas:

MeHeuKep 3 peryIATOPHHX UTaHb Ta peecTpaLii

TOB I'nakcoCmiTKsiin ®apmaceiotikanc Ykpaina
Mapunsko Jlroamuna /




Clinical Trial Report - 21

Study ID- ADME / Document ID: 2015N258625 00

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

IAPRETUDE, film-coated tablets, 30 mg

2. Applicant

[ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted;

v'yes no  ifno, please justify

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

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

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

A mechanistic static model-based evaluation of cabotegravir (GSK1265744) as a
perpetrator of drug-drug interactions
Study: ADME / Document ID: 2015N258625 00

6. Phase of clinical trial IN/A

7. Period of clinical trial N/A

8. Countries, where clinical trial has been conducted UK

9. Number of tnial subjects planned: N/A
actual: N/A

10. Main purpose and secondary objective of CT

The objective of this investigation is to predict the potential effect of cabotegravir on
the exposure (AUC) of substrates (co-medications) cleared via UGT1A3, UGTI1A9,
OATI1, OAT3, MATE] or MATE2-K.

11. Clinical trial design

[n vitro data were incorporated into mechanistic models to further investigate the
drug-drug interaction potential of cabotegravir and determine the need to conduct a

clinical drug-drug interaction study upon co-administration in clinical development.




The test system for this analysis was limited to calculations using a static (static with
respect to each probe substrate (where possible) mathematical model for the
prediction of increases in AUC of UGT1A3, UGT1A9, OAT1, OAT3, MATE] or
MATE2-K substrates in the presence of CAB.

|12. Main inclusion criteria

This analysis used appropriate exposure values such as Cmax obtained from the
literature, including LAI115428 (healthy subjects).

13. Investigational medicinal product, mode of administration and
strength

CAB Cmax (20.48 uM) was obtained from the literature to assess the impact of CAB
as an inhibitor on various enzymes and transporters.

14. Reference product, dose, mode of administration and strength IN/A
15. Concomitant therapy IN/A
16. Criteria for evaluation efficacy IN/A
17. Criteria for evaluation safety IN/A
18. Statistical methods Test System

The test system for this analysis was limited to calculations using a static (static with
respect to each probe substrate (where possible)) mathematical model for the
prediction of increases in AUC of UGT1A3, UGT1A9, OAT1, OAT3, MATEI or
MATE2-K in the presence of cabotegavir.

Methods and Procedures

Approaches using mechanistic static models for quantitative predictions of drug
interactions have been covered comprehensively in the literature, Mechanistic static
models that consider reversible inhibition of the mechanism in question (e.g., UGT,
OAT or MATE) and the contribution of clearance, fraction metabolised (fm) for drug
metabolizing enzymes UGT or fraction excreted (fe) for drug transporter proteins
OAT or MATE were applied to estimate the magnitude of the interaction.

DD risk assessment for UGTIA3 and UGTIAY9

The mechanistic static mathematical models utilized for the UGT analysis have been
described in the literature and are shown below:




AvCL 1

AU T An
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Where:

fm is the fraction of UGT probe substrate metabolised by enzyme (in this case fm= 1
was used for worst case prediction)

Ki is the dissociation constant of the inhibitor from the enzyme (assumed to be half
the IC50).

7 is the estimation of the unbound in vivo systemic inhibitor concentration. Two
different concentrations of cabotegravir were assumed: systemic Cmax or estimated
hepatic inlet as derived by the following reason:

To determine the inhibitor concentration (Ehapsﬂtﬁ-mlat.) at the enzyme active site
the following equations described below were employed:

ko XFa XD
Thepettainiet = UINAR +T

Where:

Cmax (also known as ) is the estimation of the unbound in vivo systemic inhibitor
concentration in plasma

ka is the cabotegravir absorption rate constant which is unknown. For the purposes of]
this analysis a value of 0.1 min™! was utilized which suggests relatively rapid
absorption




| Fa is the fraction of cabotegravir absorbed, assumed to be 1 for this analysis.
D is the highest anticipated clinical dose of cabotegravir
(Oh is the hepatic blood flow

DDI risk assessment for renal transporters QATI, OAT3, MATE! and MATE2-K

The mechanistic static mathematical models utilized for the renal transporters
analysis have been described in the literature and are shown below:

AvEL i
Ape _ fe 1 [1— e}

(1 + %}1

Where:

fe is the fraction of drug (i.e., probe substrate) excreted via a particular mechanism
(e.g., OATI, OAT3 etc).

X7 is the dissociation constant of the inhibitor from the transporter (assumed to be
half the IC50).

[ is the estimation of the unbound in vivo systemic inhibitor concentration in plasma

Mode] parameters for cabotegravir are shown in Table 1.




Table 1 Model parameters used for cabotegravir
Parameter Value Definition
Molecular weight 405.35 Inhibitor molecular weight
Systemic Cmax (blood}
Cmax (1M) 20.48 uM of inhibitor
Dose (mg) 30 mg Clinical dose of Cabotegravir
Fraction of inhibitor unbound
Fu 0.004 (PPB =99.6%)
Inhibiticn constant against
UGT1A3 IC50 (aM) 12 UGT1A3
Inhibition constant against
UGT1AS IC50 (j2M) 46 UGT1AS
[nhibition constant against
CATH {CH0 (uM) o812 OATA
Inhibition constant against
OAT3 ICH0 (i) G411 OAT3
, Inhibition constant against
WATET 1CS50 (i) 182 MATET
: Inhibition constant against
MATE2-K IC50 {lah) 142 MATE2-K
Ka 0.1 Absorptio_n rz_att_—) constant of
mhibitor
Fa 1 Fraction of inhibitor absorbed
Qi 1488 Liver blood flow

N/A = Not Apphicable

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

IN/A

20. Efficacy /PK results

Efficacy not evaluated in this study.

The effect of cabotegravir {30 mg oral), on the pharmacokinetics of drug
metabolizing enzymes UGT1A3 and UGT1A9 substrates was predicted using a static
mathematical model based approach. The results of the extrapolated increases in




systemic exposure (AUC) are shown in Table 2.

Table 2 Predicted increases in exposure for substrates of UGT1A3 and
UGT1A9

Extrapolated fold increase in AUC of probe substrate with a fm =1
(worst case)

Fu=0.004 {measured) 10 x Fu=0.04* Fu=0.004 (measured)
Cmax=20.48 il (obs} | Cmax=20.48 ulM (cbs) 5x Cmax=102.4 uM"
UGT1A3 1.0 14127 11
(IC50 =12 uM)
UGT1A9 1.0 1.0 1.0
(IC50= 46 uM)

*  sensitivily analysis
** range based on [[[=Free systemic and free hepatic inlet

The effect of cabotegravir (30 mg oral), on the pharmacokinetics of drug transporters
OATI, OAT3, MATE] and MATE?Z2-K substrates was predicted using a static
mathematical model based approach. The results of the extrapolated changes in
systemic exposure (AUC) are shown in Table 3 and Table 4.

Table 3 Predicted increases in exposure for substrates of OAT1 and
OAT3




Extrapolated fold increase in AUC of probe substrate

Fu=0.004 (meastured)
Cmax=20.48 uli (obs]

5 x Fu=0.02*
Cmax=20.48 uM{cbs)

Fu=0.004 {measured)
5x Cmax=102.4 ull*

OATH

(IC50 = 0.812 uM}

1.20

20

20

0AT3

(IC50=0.411 uM)

126

192

1.92

* sensifivity analysis

Table 4 Predicted increases in exposure for substrates of MATE1 or
MATE2-K
Extrapolated fold increase in AUC of probe substrate
Fu=0.004 (measured) 10 x Fu=0.04" Fu=0.004 (measured)
Cmax=20.48 ul (obs) Cmax=20.48 uli {obs) 5x Cmax=1024 uM*
MATE1 1.01 1.09 1.05
(IG50 =18.2uM)
MATE2-K 1.0 1.12 1.06
{IC50=14.2 uM)

* sensitivity analysis

The results of the modelling show cabotegravir has low risk (<1.26-fold) of DDI
with substrates of UGT1A3, UGT1A9, OATI, OAT3, MATE] and MATE2-K. A

sensitivity analysis was performed to assess the impact of plasma protein binding and

systemic concentrations on the magnitude of DDI. The predictions show that,
increasing the free fraction or systemic concentrations by >2-fold, the risk of a DDI

still remains weak (i.e., <2-fold).




21. Results Safety not evaluated in this study.

22. Conclusion (sumrmary) A mechanistic static mathematical model was used to predict the effect of
cabotegravir on exposure of substrates of UGT1A3, UGT1A9, OAT1, OAT3,
MATEI or MATEZ2-K. The results of the model showed cabotegravir has a low risk
of being a perpetrator of DDIs with substrates of UGT1A3, UGT1A9, OATI, OAT3,
MATE!] or MATE2-K (predicted AUC change <2-fold).

Applicant (registration certificate holder) ({/ .
4&-\—.- Q\J\—\

(signature) e

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 }




3eir npo hiniune BANpoSyBannug - 21
ID sanpobyeanng - ADME / ID noxymenrta: 2015N258625 00

1. Haspa nikapcbkoro 3acofy (3a HasBHOCTI - HOMep peecTpallifitoro
NOCBiZYEHHs)

ATIPETIOM, TabneTky, BKpuUTi M1iBKOBOKO 060M0HKGO, 1o 30 Mr

2. 3anBHUK

BiiB Xenckep YOK Jlimiten

3. BupobHuK

[BupoOnunTBo Hepo3dhacoBanore NpoAyKTy, KOHTPOJIL SKOCTi FOTOBOTO NPOXYKTY
["nakco Onepe#iunc FOK Jlimiren, mo Bege niansHicts ax nakco Bennkom Onepeitunc /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations) -

[paiiopi CrpiT, Bea, SG12 ODJ / Priory Street, Ware, SG12 0DJ

Bennka Bprrtanis

IIepBlKe Ta BTOPHHHE NAKYBAHHS, KOHTPOJb AKOCTi FOTOBOTO NPOAYKTY, BHIYCK
cepil

Asenina ae Exctpemanypa 3, [Ton. [un. Annenzenyepo, 09400 Apanaa ae dyepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

[crianis

4. Tpoeeneni nocnimKrenna:

v Tak Hi, AKIIO Hi, 0BrpyHTYiiTE

1) Tin nixapcekoro 3acoby, 3a AKMM npoBoAHNacA abo mIaHyeTbes
peecTpauis

Ulikapenkubi 3acif 3a MOBHHUM Jocbe (aBTOHOMHE focke), IHUIUM MikapehKHii 3acil, HoBa
nitoua peyoBHHa.

5. [ToBha Haspa kaiHIiYHOro BHIPo6yBaHHA, KONOBAHKI HOMED KIIHIYHOro
BEHNpOOYBaHHS

MexauicTuuHa cTaTHuRa MOJENb Ha OCHOBI ouiHku kaboterpasipy (GSK1265744) ax
BMHYBATL JIKAPCHKUX B3aEMOii

Jlocnipkenns: ADME / inenTtudikaTop gokymenra: 2015N258625 00

6. Daza KniHigHOro BUNpoOYBaHHA

H/1

7. Ilepion KIHIYHOrO BUNPOOYBAHHS

H/ T

8. Kpaiuu, B skuX NpoBOAWIOCH KNiHiYHE BUNPoOyBaHHs

Benuxa bpHTtaHis

9. KineKicTs JOCHi Ky BaHUX

sannadorano; H/J

taxTiuHo: H/JT

10. Meta Ta BTOPUHHI LiNi KIiHiMHOro BUNpobyBaHHs

MeTot0 Uboro AoChimyeH s € MPOrHO3YBaHHs NOTEHUIHHOTO BIUTMBY KaBoTerpasipy Ha
excnosznuio (AUC) cyderparis (CynyTHIX npenaparis), o K1ipeHCYIOThCR 32 JONOMOroo
UGTIA3, UGTIA9, OAT!, OAT3, MATE1 a6o MATE2-K.

11. Jnzaiin xniniwnoro sunpobysaHHs

ani in vitro Oynu BKIIOUEH B MEXaHICTHYHI MOAENI AN NOAANBLIOrO BUBYEHHS
noTeHLiany B3acMOAIT kaboTerpasipy 3 NikapcbkuMH 3ac06aMH Ta BU3HAYEHHS
HeOoGXiHOCTI NPOBeAEHHS KITIHIYHOTO NOCHIIKEHHS B3a€MOAIT NiKAPChKHX 3ac06iB pH
CYMICHOMY 3aCTOCYBaHHI B XOAI KIIiHIMHMX po3pobok. TecT-cucTeMa ANg UBOTo aHanisy




Oyna ofMeskeHa PO3paxyHKaMy 3 BUKOPUCTAHHSIM CTATHYHOT (uepyxomol no BigHOMmEHHIO
10 KOJKHOrO cyBCTpaTy 30HAA (e Lie MOMJIHBO) MATEMATHYHOT MOAETi ZNa NPOrHO3YBaHHIA
6inbenns AUC cy6erparis UGT1A3, UGT1A9, OATI, OAT3, MATEI a6o MATE2-K y
npucytHocti CAB,

12. OcHOBHI KpHTEpil BKIIOYEHHS

Y ubOMy aHalli3i BAKOPHCTOBYBANMCA BIANOBIAHI 3HAYEHHS eKcno3uLii, Taki 1k Cmax,
OTpUMaHi 3 NiTepatypH, Blunouaioun LAI115428 (310posi cy6'ektn).

13. ocrimiysanmuii mikapcbkmit 3aci6, cnoci6 3actocysanus, cuna mii

Cmax CAB (20,48 MxM) 6yno oTpumano 3 NiTepaTypu Ans ouiHKu BBy CAB sx
iHriGiTopa Ha pi3Hi )epmeHTH Ta TpaHcHOpTEpH.

14. Hpenapar mopiBHAHHA, 033, cnocif 3acTocyBaHHs, cuna aii H/IT
15. CynyTHA Tepanis H/I
16. Kputepii ouinku edexiusHocTi H/1T
17. Kpurepif ouinky 6e3nexu H/I

18. CraTHcTHuHi MeToon

TecToBa ciicTema

Tecr-cucTema ana usoro ananizy Gyna obMexena po3paxyHKamy 3 BHKOPHCTaHHAM
CTATH4HOT (CTATHYHOT WO KOXKHOrO cyBeTpaTy 30HAa (1e ne MOMUIMBO)) MAaTEMATHYHOT
MOJieNi A3 IPOrHo3yBaKHs 36inbwenns AUC UGTI1A3, UGTI1A9, OATI, OAT3, MATE]
abo MATE2-K y npucyThocTi kaboTeragipy.

MeToau Ta npoueaypu

ITiaxX0nH 3 BUKOPHCTAHHAM MEXAHICTMMHMX CTATHYHHX MOZENCH A KiNbKICHOrO
POTHO3YBAHHS B3aEMOJIT 11KapChKKMX 3acobiB BceOiYHO BUCBITIEH] B niteparypi. JInsa
OLLIHKH BENHYHHY B3aEMOAIT GyJIH 3a8CTOCOBAH] MeXaHiCTHYHI cTaTHYHi Mojeni, aKi
BPaXOBYIOTh 0GOPOTHe iHrifyBaHHs BimmosiaHoro mMexanismy (Hanpuiian, UGT, OAT a6o
MATE) i BHecok knipency, dpaknii Merabonismy (fm) ans ¢epMenTis, Wwo MeraboaizyioTs
rikapenki 3acobu UGT, abo dpakuil exckpeuir (fe) ana BinKiB-IepeHOCHUKIB JIiKapCHKUX
pacobiz OAT aGo MATE.

Ouinxa pusuxy DDI dps UGTIA3 ma UGT1A9

MexaniyHi cTaTH4Hi MaTeMaTHURI MOei, o BHKOPHCTOBYIOTECA Ana aHanizy UGT,
OnucaHi B JlirepaTypi i HaBeAeH| HHXKUeE:




AU 1

AUe fn £ (1— fim)
(1{-1?1;“} B

e:

fin - vactka cy6erpary sonma UGT, wo meTabonisyerscs bepmenToM (y ubomy BHmajKy
fm=1 6yno BuKopHCTaHO A1A Haliripmoro nporHosy)

Ki - xoncranTa aucouiauii inribitopa sin depmenty (MpuitMaeTLCs piBHOO Montosuri [C50).

I - ouiHKa HE3B'A3aHOT CHCTEMHOT KOHLIEHTpALIT inriGiTopy in vivo. Ipunyckanyu agi pizni
KOHLEeHTpaLii kaboTerpapipy: cuctemry Cmax abo po3paxoBasny neviHKOBY KOHLEHTpALLilo,
SIKY BMBOJMITH 3 HACTYHHUX MipKYyBaHb!

105 BM3HAUEHHS KOHLIEHTpALLT iuriGiTopa ( hepetia.inl
BHKOPHUCTOBYBANM PIBHAHHSA, OMMCAHI HIKYE:

-) B @KTHBHOMY LieHTpi depmenTy

ko XFa XD

‘ = CIax -
Thzpectatnler Gh

Ile:

Cmax (Takox Bigoma six ) - 1 oliHka He3B'93aHOT cHeTeMHOT KOHLIEHTpauii iHribiTopy B
rnasmi Kpoei in vivo

ka - KOHCTAHTA WBHAKOCTI BCMOKTYBAHHS kaboTerpaeipy, sika € HeBigoMoto. [ ninei
LOro aHajisy Gyno BHKOPHCTaHO 3HaveHHsd 0,1 xB-1, wo ceinuuTe NpO BiTHOCHO LUBHIKE

BCMOKTYBaHHA

Fa - yacTra abcopGoeaHOro kaboTerpasipy, U1 1bOro aHani3y npuiiHara za 1.




D - HaliBvina OvikyBaHa Kiiniuna gosa KaboTerpasipy

OF - meuiHKOBHIt KpoBOTIK

Quinxa pusuxy DD] dns luprosux mparcnopmepie OATI, OAT3. MATE] ma MATE2-K

MexaHiuni cratvyni matemaTuyi MoZeni, Wo BUKOPUCTORYIOTLEH f1g aHanizy HUpPKOBHX
TPaHCNIOPTEPIB, ONMCAHI B AiTepatypi i Haregeni Hikue:

4uci i
A0¢ fo sa-ro
(1 -+ :'ﬁ%)

e:

fe - uacTka npenapary (ToBTo cybeTpary 3omna), mo BHBOIAHTLCA 3a JONOMOTOIO NMEBHATD
MeXaHi3My (Hanpuxnan, OATI, OAT3 Towp).

K7 - KoMcTaHTa AMcouiauit iHriGiTopa Bin TPAHCTIOpTepa (MPHITMAETLCA PIBHOO ITONOBHH]
1C50).

/ - OUiHKa He3B'A3aHOT in Vivo cHcTeMHOT KOHLeHTpauii iHribitopy B mnasmi Kpoei

[lapamerpn Moaeni ang KadoTerpasipy HaseaeHi B Tabnuuj 1.




Tabnuus 1 Mapamerpu Mogeni, BHKOpUCTaHI Ains KaboTerpasipy

Mapametp 3HaveHHs Bu2HaveHHs
Monekyrapua maca 405,35 MonekynsipHa maca inribiropy
Cmax (mxM) 20,48 mkM _[Cuctemqa Cmax (y kpoBi} iHriiTopy
HosyeakHs (mr) 30 mr KniniyHa nosa kaboterpasipy
HacTka HesB'asaHoro iHribiTopy
Fu 0,004 (PPB =99.6%)
KoHcTakTa ikribysanHs mpotu
UGT1A3 IC50 (M) 12 UGTIA3
KowcTawTa iHriysanns npotu
UGT1AS IC50 (mkM) 46 UGTIAS
OAT1 1C50 (mxM) 0,812 KoxcTauTa iHribysatiig npotu QAT1
OAT3 1C50 (mMxM) 0,411 KoHcranTa inribysanns npotu OAT3
KowctanTa iribyeanHs npotu
MATE1 IC50 (mkM) 18,2 MATE1
KoHcTanTa iHribysants npoTu
MATE2-K IC50 (mxM) 14,2 MATE2-K
Ka 01 KoHcranTta waengrocri
' BCMOKTYBaHHA iHribiTopy
Fa 1 YacTka nornuHyToro iHriGitopy
Qh 1498 [Te4iHKOBMI KDOBOTIK

H/[ = Hemae namnx

19. Jlemorpadiuni noxastuky nocimiyBsasor morrynsuii (crars, BiK, paca  [H/J]
TOLLO)

20. Pe3ynbTaT edextHBHOCTI

E¢exTurHicTb He owiHioBanacs B LUbOMY JOCNIKEHHI.

Briiue kaboterpagipy (30 mr nepopanbHo) Ha hapMakokineTHRy cybeTparis (depmMenTin
metaonizmy UGTIA3 ta UGTIAS Gyno CMpOrHO30BaHO 3a A0MOMOrOK NiIXOAY HA OCHOBI

CTATHYHOT MaTeMaTHYHOT MOoAeNi. Peaynsrath CKCTPANOIBOBAHOTO 30ILIIIEHHS CHCTEMHOT
excnozduii (AUC) naseneni B Tabnuui 2.




Tabnuus 2 MporHosoBaHe 36inLIWeHHs ekcno3uyii Ans cybcTpatis UGT1A3
Ta UGT1A9

ExcTpanontoBaHe KpatHe 26inswenHa AUC cyBerpaty soHga 3 fm = 1

{Hauripimi BUNagok)

Fu=0.004 (sumipsHo) 10 x Fu=0,04* _ :
Cmax=20.48 MM Cmax=20,48 MxM FU"CDI'T?;J::(_I%"ZM;'J::G! S
{cnocTepexettsn) {criocTepexeHHs) "
UGT1A3 1,0 11-12* 1,1
(IC50= 12 mxM)
UGT1A9 1,0 1,0 1,0
(IC50= 46 mxM)

* aHania vyyTnueocTi

** Diana3oH Ha OCHOBI [[}= BiNLHUA CUCTEMHMIA Ta BiNbHMI NEYIHKOBMI BXia

Brnus kaGoTerpasipy {30 Mr nepopanbHo) Ha apMaKOKIHETHKY cyfcTparie TpaHcniopTepis
nikapebkux 3acobis OATI, OAT3, MATE] ta MATE2-K 6yB cniporiososatmuii 3a
I0MOMOr010 CTATHYHOT MaTeMaTH4HOT Mofieni. PesynbTaTh eKcTpanonboBaHuX 3MiH
cHcTeMHOT excnosuuii (AUC) wasegeni B Tabanui 3 Ta Tabnuui 4.

Tabnuua 3 MMporHozoBaHe 3GiNbWweHHA ekcno3uyit ANs cyocrparie OAT1 1a
OAT3




EKcTpanontoBate KpatHe 36inbwenus AUC cybcTpary souga

Fu=0.004 (BumipaHo)
Cmax=20.48 Mkm

3 X Fu=0,02* Cmax=20,48

Fu=0.004 (BumipsaHo) 5x

IC50= 0,411 mkM)

(cnocTepenenns) | MM (cnoctepexenns) | Cmax=102.4 mkM*
O0AT1 1,20 2,0 20
(IC50= 0,812 mxM)

* aHani3 YyTnusocTi

Tabnuusa 4  TporHozoBaHe 36inbeHHs on
MATE1 a6o MATE2-K

poMiHeHHs anis cy6cTparie

EkcTpanonsoBake kpatHe 36inbwenns AUC cybeTpaty aoHga

Fu=0.004 {sumipsmo) 10xFu= 0,04* - .
Cmax=20.48 mkwm Cmax=20.48 Mk gx”C‘r’faii (1'3;2”’;"::;{
(cnocTepexetns) (cnocTepexenHs) ’
MATE1 1,01 1,09 1,05
(IC50= 18.2uM)
MATE2-K 1,01 1,12 1,06
{IC50= 14,2 mxM)

* aHania yytnusocri

- bY10 npoBeseHo aHani3 YyTNHBOCTI WIg OLiHKY BIUTHBY 3B'I3yBaHHA 3 GLIKAMU IUIa3Mu
KPOBI Ta CHCTEMHHX KoHUenTpauili Ha Benuuuny DDI. ITporuosu NIOKA3Yy10Th, LU0 MPH

Pesynbratu Monenosanus NoKazanH, wo kaborerpasi
F(HHHKH&HHH DDI i3 cy6erpatamu UGTI1A3, UGTI1A

P Ma€ HU3bKUH pusHk (<1,26 paza)
9, OATI, OATS,

MATEI ta MATE2-




Oiabluenni BibHOT dpakiii abo cucTeMuux KOHLUCHTpaUiH y >2 pa3u pu3HK BUHUKHEHHS
DDI Bee wie 3anMmaeTses HU3LKUM (Tob10 <2 pasis).

21. Pesynbratu 6esneku

besneka He ouinopanacs B LLOMY JAOCTIIZKEHHI.

22. BucHOBOK (3aK/moueHHs )

/114 nporHosypauus srusy kaboterpaeipy Ha cyGerpatn UGT1A3, UGTI1A9, OATI,
OAT3, MATEI a6o MATE2-K Oyna BUKOpHCTAHA MEXaHICTHYHA CTaTHYHA MaTeMaTHuHa
Mozenb. Pesyabtati Mozeni nokasanu, mo KaboTerpasip Mae HU3bKHiT PU3HK OyTH
Butysatuem DDI i3 cy6etparamu UGT1A3, UGTI1A9, OATI, OAT3. MATEI a6o
MATE2-K (nporxosoeana 3mina AUC <2 pasis).

3asBHHK (BJIACHHK peecTpauiiiHoro MOCBITYEHHS)

{Iopsidox donosweno nosum dodamiom 30 32i0m0 3 Haxazom MO3 Vipainu

Iepexnan Bukonas:

Menewkep 3 peryaaTopuux nuTads Ta peecTparii
TOB I'nakcoCmitKasiin ®apmacsiorikanc Ykpaina
Mapunsko Jlroamuna

(mianuc)

Kapen I'peiitokep (Karen Grainger)
Biue-npesunent, Kepisuuk simniny HOPMaTHBHO-NPAaBOBOTO PeryIlOBaHHS
[BiiB Xenckep (ViiV Healthcare)
No 1528 gi0 27.06.2019 }




Clinical Trial Report - 22

Study ID- ADME / Document ID: 2018N389974 01

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

)

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

Primary and secondary packaging, Quality control and Batch
release

Glaxo Wellcome S.A.

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v'ves 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

Evaluation of Cabotegravir (GSK 1265744) Drug-Drug Interactions
using Physiologically Based Pharmacokinetic Modelling.
Study: ADME / Document [D: 2018N389974 01

6. Phase of clinical trial N/A
7. Period of clinical trial IN/A
8. Countries, where clinical trial has been conducted UK

9. Number of trial subjects

Data from multiple studies incorporated into model

10. Main purpose and secondary objectives of CT

To assess CAB drug-drug interaction potential using Simcyp v17.1

PBPK software. The PBPK model was used to evaluate the clinical




relevance of the OAT1 and/or OAT3 inhibition potential of CAB to
predict any change in exposure of OAT1/3 substrates, The PBPK
model was further evaluated to assess the DDI potential of CAB as a
victim drug when dosed with UGT1A1/ UGT1A9 inhibitors or
inducers.

11. Clinical trial design

The developed model for CAB was verified by comparing the
simulated PK profiles of the PBPK model against single and
multiple oral dosing clinical PK studies in healthy volunteers,
healthy adults with UGT1A1 poor metabolizer phenotype, and
severe renally impaired patients.

12. Main inclusion criteria

Healthy subjects

13. Investigational medicinal product, mode of administration and
strength

Oral CAB 30 mg single dose or repeat dose once daily

14. Reference product, dose, mode of administration and strength ~ [N/A
15. Concomitant therapy /A
16. Criteria for evaluation efficacy IN/A
17. Criteria for evaluation safety IN/A
18, Statistical methods N/A
19. Demographic indices of studied population (sex, age, race, etc.) [N/A

20. Efficacy/PK results

Efficacy was not evaluated in this study.

In vitro studies indicated that Cabotegravir inhibits renal transporters
organic anion transporter (OAT)1 and OAT3 with IC50 values of
0.81 pM and 0.41 pM, respectively. PBPK model-based analysis to
further assess the clinical risk of OAT1 and/or OAT3 inhibition-
mediated drug-drug interactions (DDI) by Cabotegravir was
conducted using Simcyp v17.1 software. CAB is primarily
metabolized by UGT1A1 and to a lesser extent by UGT1A9. Hence

the PBPK model was also used to further assess the DDIs with




relevant clinical UGT1A1 and UGT1A9 inhibitors. A Cabotegravir
PBPK model was developed based on its physicochemical
properties, in vitro measurements of enzyme clearance (UGT1A1
and UGT1A9) and in vitro measured values of OAT1/OAT3
inhibition, and clinical PK observations.

PBPK models of several OAT1/OATS3 substrates and inhibitors were
verified in the Simeyp simulator by comparison with actual clinical
DDI published reports. Simulated DD1s of OAT1/OATS3 substrates
(methotrexate, tenofovir, ciprofloxacin, cidofovir, cefuroxime,
oseltamivir carboxylate, baricitinib, and S44121) and inhibitors
(probenecid, diclofenac) predicted the AUC ratios accurately within
5%-30% of observed mean clinical DDIs (Table 1). Detailed
statistical analysis is reported in StatTrack 10549 V1, which
provides a more detailed assessment of the comparison of the
simulations to the reported observed values. On this basis, Simcyp
simulator and related files were qualified as appropriately sensitive
for predicting OAT1/OAT3 inhibition-mediated clinical DDIs.

Table 1 Simulated vs. Observed Pharmacokinetic Parameters
for OAT1/0ATS3 substrates after co-administration with
OAT1/0OATS3 Inhibitors for Simcyp Software
Qualification




Cmax Ratio

DDI Drugs AUC Ratio
(Substrote —
Perpetrator)
Observed Simulated Observed Simulated
£44121 — Probenecid' 22(19-27 2.1(124.8) NR 1.2 (1.1-1.5)
Ciprofloxacin— 1.7 1.6 (1.2-23) 1.2 12 (1.1 -1.3)
Pmbenm‘d'

Tenofovie ~§34121" 0.89(0.56-1.1) 1.0 (19-11) NR Le(0-11)
Baricitinib — 2.0(19,2.2)* 18(13,2.88% 1.0 (0.94, 1.1)* 1.1 (10,128
Probenecid
Osellamivir 2.5(23,23) 22(15,3.08 1.9 (17, 2.00 1.5 (14,239
carboxylate—

Provesecid’
Cidofovir - L0 130,17 1.1 11018, 10
Pm'henctid’




DDI Drops AUC Ratis Cmax Ratio
{Substrate
Perpeimtor)
Observed Sfmalated Obscrved Stmulated
Methatrexate— 13 1.0{l.0-1.0) L0 LO{1.0-1.0)
Diclofenac’
Cefarosime — 14 13(13-24) 11 LI(LE =12
Probenecid
Abefovir— 1.8 1.7 (L.3-2.0) NR 15(12-17)
Probenecid® K
HailLilke Plasma Clearance ‘Cu
Mean Ratfo Mean Ratio Mean Rato®
Observed | Predicted Observed Predleted Observed Predicted
Methotrevate 15 L3 0.64 0.64 44 3.8
Probencoid J

L Mean {min-max); 2. Geo Mean (5595 pemcentile); 3. Mezn (55-05% porcentile); 4. Geo Mean (305 CI): 5. Serum cancentration rafie for
observed and Plasma ion ratio for Predicred; NR - Nol Rep 1

The CAB PBPK model was verified through comparison with
available clinical studies following single and multiple
administration of 30 mg PO Cabotegravir to healthy volunteers.
Cabotegravir PBPK model accurately predicted Cabotegravir PK.
parameters (within acceptable bioequivalence criteria (0.80-1.25) for
single as well as multiple dose studies) (Table 2 and Table 3). CAB
PK parameters in severe renally impaired patient population (in-built
in Simcyp was also simulate and compared to the observed clinical
data (Table 2, Study 201480). The extent of drug-drug interaction
with a UGTI1A]1 inducer Rifampin was also simulated (Table 4). The
PBPK model was further verified by simulating CAB PK parameters
in severe renally impaired patents and UGT1A1 poor metabolizers

(Table 5). All simulated values were within the 80%-125%




acceptance criteria. Further detailed assessment is reported in
StatTrack 10549 V1.

Table 2 Simulated vs. Observed Pharmacokinetic Parameters
of Oral Cabotegravir After a Single Dose
AUC {04
booel, | Someml) | cLa) Thalf &)
Study Ref Cenmetiic Mesn gm}l:mcllnn GeometricAlean gimmuri:llean Gennj:hicliun
) y y o :
(595 pe ) (505" percentile) | (595" percentlle) | (§°-93°percentls) | (5§95 percentds)
Oburmed | Sirmbied | Obwrndt | Srmbisd | Observed | Somlrted | Clemed | Somolited | Obeerved | Prodicted
ranymle
NmgPD | M5 021 048 o
m 6 | 32¢s » T
D (28, .13, (15, o NR o1,
Hesliky 167 | €GB | 0340 | 4D 02y a5y | PeAD | C60 03
Volexteers
014B
30mgPD 024 03¢ o
2 1Y | 1p2gs | 36 | 12¢4, a7 3
s @l | o 015 @1
Fagy | 0570 VO |esay | an | Qo | o | 038 | e4m 010
Yolunteers
01450
MmgP0 | 10 : 0l 26 (3}
s | a4 | a2, 41 3
D (s, o | o - 015 | oo,
Healiky 1% uy [ QRIH|( 43 26) 050) 0724y | QLW 014
Volonteers
201480
HNmzPO
1] (11} 038 0.14 213
Wqs, | mses, | a3, | s e, | s,
Severe . ' 017, | QL @, | o,
Renafly 1) 9 b 0 026) 059) 9 ) u.ls)’ L14)
Tempaired
Patisnn




Table 3

Simulated vs. Observed Pharmacokinetic Parameters
of Oral Cabotegravir After Multiple Doses
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Table 4

Simulated vs. Observed DDI Following Co-

administration of Oral CAB with Rifampin




EneymeDDI§ AUG...RatioY CrmaxRatio] CLRatioa
(Subatrate o o
Perpetralnrd
Treatment: Observed'e| Simulateds | Observed™ | Simolateda | Observed® | Simulatede
Comparien: AR
UCT lndnzervy
CABa
VCMlAUnducif | 01w | 082021 | O8da [ 08308 | 24 | 2305468
Cabotegrarir 066" 097"
Rifarrpin
1.~ Geometrie mean rafio for-observed]
2+ Average Geometricmesn vefio-{rinimom end s predicted vetio} after inverporating 4 diffesent i vitre UGTIAL
Inductionvalues fr Rifirpin fromMiterstwre studies-]
Table 5 Simulated vs. Observed Effect of UGT 1A1 Activity on
Bzaseline PK parameters of CAB
StudylD MeanAUCTatio-T Mean-Cmar-ratiod
30mzPOSDA ObseredD | Simmobate?0 | Observed™ | Simulsted’D
GSKreport 20T 0 for-
oheerveddatain UGTLAL-
;mmgﬁ*;;;mr 1410 Ldlo 127 1030
normal UGTLAL-metabolizersfor-
simulateddata 3

1,.+Ratioof: AUC-or Cmaxin populationswith UGTIAL geotype-of-low-activity 40 UGT 1A1 -genotype of normal-activity |

2.~Ratioof: AUC-or- Cmaxin Simeyp-healthyvolunteer population modified to UGT LA 1 poor-metabolizers-only to-Simeyp-
populelion-without poer UGT1A | metabolizers §

OATI1/OATS3 inhibition-mediated effects of CAB on exposure of co-
dosed substrates {methotrexate, tenofovir, ciprofloxacin, cidofovir,

cefuroxime, oseltamivir carboxylate, baricitinib, and S44121) were
simulated at maximal plasma concentrations of Cabotegravir after




multiple oral doses of 30 mg QD. This enabled assessment of the
OAT1/0OATS3 inhibition potential by Cabotegravir at maximal
clinical exposure. PBPK DDI simulations predicted a mean increase
of less than 25% (mean range of 1.04 to 1.18 for AUC and mean
range of 1.0] to 1.05 for Cmax) in systemic exposure.(AUC and
Cmax) for tested OAT1/OATS3 substrates after co-administration
with oral Cabotegravir (Figure 1, Table 6). Similar Cabotegravir
concentrations following oral and LA administration suggest that
these results would also apply to Cabotegravir LA (LAT116482). As
such, repeat oral dose Cabotegravir steady-state concentrations were
considered clinically relevant to assess DDIs at expected CAB
systemic concentrations during LA dosing, as well as during the PK
tail following LA discontinuation. Appropriate sensitivity analysis
was also conducted with the narrow therapeutic index (OAT3)
substrate methotrexate. A mean increase of <25% in Methotrexate
exposure is predicted up to a 4-fold more potent CAB OAT3 Ki
value than the actual measured value (Figure 2). Similarly, a mean
increase of <25% in Methotrexate exposure is predicted up to 3-fold
higher CAB dose/exposure than the current targeted clinical
dose/exposure (Figure 3). As shown from experimental
determination, CAB has very high plasma protein binding and the fu
is ~0.006 or less. Further sensitivity analysis predicted <15%
increase in methotrexate exposure with up to 10-fold higher fu
values in the simulation (Figure 4).

Figure 1 Predictions for AUC and Cmax ratios of OAT1/0AT3
substrates when co-dosed with oral CAB 30 mg repeat
dose




co-dosed with'CAB

Increase in OATU/OATS substrate
AUC or Cmax ratios when

Table 6

m AUC ratio
I Cmax ratio

Simcyp predictions — OAT1 and/or OAT3 inhibition
predictions at steady state after 30 mg oral once a day
repeat dose of CAB for 14 days and co-dosed with
single doses of specific OAT1/OAT3 substrates on day
10




Substrate-Drogl AUCRatio—Geametric- Cmax-Ratio—Geometric:Mean-
-&l L
(Transporter)a Mean{35% Percentiléla (95> Percentile)s
Predicteds Predictedx
S44121% LI§-(1L07-L34) L03{1.02— 110}
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Ciprofloxacin-{0AT3} 1U{L06—11T= L04(3.02—L05)
Tenoforir{QATI)a LM{L0I—1.07n L0141.00—1.02}>
Baricitinib{(OAT1)x 1084104118} L021.00—1.04)=
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(OAT3= LI4LI7 123z L121.071.20}
Cidofovir{0AT3)n L5102 110k L011.00L03)=
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Adefovir-{0AT])z s ({1031 14) L053L.03 110}
Figure 2 Sensitivity Analysis for DDI Prediction for

NMethotrexate AUCR and CAB QAT3 Ki




Methotrexate AUC Ratio with CAB PO 30 mg repeatdose
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Figure 3 Sensitivity Analysis for DDI Prediction for

Methotrexate AUCR and CAB Dose
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Figure 4

Sensitivity Analysis for DDI Prediction for
Methotrexate AUCR and CAB Plasma Fu
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Mechanistic clearance mechanism of CAB via UGT1A1 and
UGT1A9 metabolism was incorporated in the CAB PBPK model.
The fin for hepatic UGT1A1 and UGTI1A9 were predicted to be 59%
and 35%, respectively, which aligned with the in vitro extrapolations

(Figure 5).

Figure 5 CAB fm Simulations for UGT1A1 and UGT1A9




Medlan % fm and fe in relation to systemlc clearance after 30 mg
Oral CAB dose In healthy adults

mUGTIA1 Liver
W UGT1A1 Kidney

BUGTI1AS Liver

OUGT1A9 Kidney

The CAB PBPK model was further used to predict the DDI between
UGT1A1 and UGTIAY inhibitors such as Atazanavir and
Mefenamic acid. Simulated AUC and Cmax ratio in DDI studies
between UGT1ATI substrate Raltegravir and UGT1A1 inhibitor
Atazanavir; UGT1A1 substrate Raltegravir and UGT1A1 inducer
Rifampin; and UGT1A9 substrate Dapagliflozin and UGT1A9
inhibitor Mefenamic acid were within 30% of the observed clinical
data. The verified CAB PBPK model was applied to predict the
extent of DDI with UGT1A1 or UGT1A9 inhibitors. The predicted
mean systemic increase in CAB exposure was up to 11% when co-
administered with UGT1A1 or UGT1A9 inhibitors such as
Atazanavir or Mefenamic acid respectively. The NOAEL exposure
in the 39-week monkey toxicity study for AUC0-24 and Cmax was




reported to be a mean value of 547 pg.h/mL and 34.6 ug/mL,
respectively. Based on a representative AUC value of 140 pg.h/mL
and a Cmax value of 7.8 pg/mL from the clinic following a 30 mg
oral dose for CAB, there is a margin of 3.9-fold and 4.4-fold for the
AUC and Cmax, respectively, compared to the NOAEL exposure.
An increase of 2% - 41% in the AUC or Cmax (Table 5, Table 7) in
the UGT1A] poor metabolizer population or DDI simulations is
therefore considered well within the safe exposure range based on
the reported safety margins for CAB. Simulations with
Phenobarbital suggests that any decrease in CAB exposure will be
less than 30% (Table 7). Clinical DDI study data with UGT1A1
weak inducer Rifabutin has shown an average ~21% reduction in
CAB exposure.

Table 7 Simulated DD following Co-administration of Single
dose Oral 30 mg CAB with Atazanavir (UGT1A1
Inhibitor) or Mefenamic Acid (UGT1AS9 Inhibitor)




Substrate — Inhibitor CAB AUC Rafio CAB Cmax Ratio

DDI Enzyme Geometric Mean (5th- Geometric Mean (5th-95"
95™ percentile) percentile)
Predicted Predicted

Cabotegravir — Atazanavir
UGTI1AL Inhibition 111 (1.04, 1.20} 1.02 (1.01, 1.04)

Czbotegravir — Mefenami¢
Acid 1.10(1.04,1.18) 1.02 {1.01, 1.03)
UGT1A9 Inhibition

Cabotegravir — Phenobarbital

UGT1A1 Induction 0.71 (0.46, 0.93) 0.97 (0.92. 0.99)

21. Safety Results

Safety not evaluated in this study

22. Conclusion (summary)

A CAB PBPK model for predicting the clinical exposure as well as
either victim or perpetrator DDIs for CAB was successfully
developed using the Simecyp platform. The predicted lack of
interactions by verified CAB PBPK model simulations supports co-
administration with OAT1/0AT3 substrates without dose
adjustments. Similarly, predicted lack of interactions between CAB
and UGT1A1 or UGT1AS9 inhibitors supports co-administration with
UGTI1A1 or UGT1A9 inhibitors such as Atazanavir or Mefenamic
acid without any dose adjustments. Clinical DDI data (rifampin,
rifabutin) and PBPK simulations (phenobarbital) indicated that the

impact of UGT inducers on CAB exposure was proportional to their




in vitro induction potency. These data suggested that co-medication
exclusions may not be required for weak and moderate inducers.

Applicant (registration certificate holder) : - G]/L_,\‘

(signature) T

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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1D pocnimxenua- ADME / ID goxymenra: 2018N389974 01

1. Ha3pa sikapceroro 3acoby (32 HasgBHOCTI - HOMED
peecTpauiffHoro NoceiueHHs)

ATIPETIO/I, TabneTku, BKPUTI TUTIBKOBOIO 000NOHKOI0, o 30 Mr

2. 3aABHHK

BiiB Xenckep KOK JliMiTen

3. Bupobuuk

[BpoOHHUTBO Hepo3hacoBaHOIro NPOLYKTY, KOHTPOIL AKOCTI
rOTOBOTO MPOAYKTY

Cnaxco Onepeiiwne FOK JiMiten, wo seae aisnpHicTs sk [nakco
Benmkom Onepeiiwnc / Glaxo Operations UK Ltd (trading as Glaxo
'Wellcome Operations)

[Mpaiiopi CrpiT, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ
Benuka Bputanis

IlepRHHHE Ta BTOpHHHE NaKyBaHH#A, KOHTPOJIb SIKOCTi FOTOBOrO
NpoAYKTY, BHITYCK cepil

|ABerina e Exctpemanypa 3, Tlon. lua. Annenpeayepo, 09400 Apanna ne
Iyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduerc, 09400
Aranda de Duero, Burgos

lcnaHig

4. [poseneni gocniHKEHHA:

v Tak Hi, AKLLO Hi, OBIpyHTYiiTe

1) Tun nixapebxoro 3acoby, 3a AKKM nposojunaca abo mIaHyeThLCa
peecTpaLlisa ]

Ulikapcukyif 3aci0 3a MOBHUM J0CHE (ABTOHOMHE AOCHE), IHIUUA
nikapcbKuil 3acif, HOBa ALOYA PEUOBHHA.

5. [TosHa Ha3Ba KNiHiYHOro BUMIPOOYBaHHA, KOJAOBAHHH HOMEp
KNIHIYHOTO BUIPOOYBaHHS

Ouinka Bzaemonil kaborerpasipy (GSK1265744) 3 mikapeskumu 3acobamu
33 J10MOMOrol0 (izionoridHoro GapMakoKiHETHHHOrO MOAENIOBAHHS.

\Hocnimxeunda: ADME / inentudikatop aokymenta: 2018N389974 01

6. dasza kiitHIMHOro BUIIpoOYBaHH
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7. llepioa kaiHiuHOro BUNpoOyBaHHA

H/IT

8. Kpainu, B skUX NpOBOIMIIOCA KIliHIYHE BUNIpOOYBAaHHS

Benuxa bpuranis

0. KinekicTs n0CHLIKY BAHHUX

TTani 3 YUCNEHHMX AOCIiIKEHb, BIUIOYEH] B MOIEID




10. Meta Ta BTOpHHHI Uini kIiHiYHOrO BHIIPOOYBaHHA

OuinuTy noternian mikapcebxoi pzaemozii CAB 3a nonomoromo
nporpamuoro 3abesnedenns Simeyp v17.1 PBPK. Moaens PBPK 6yna
BHKODHCTaHA JUIS OUiHKY KJiHIYHOT 3Ha4yIOCT] noTeHniany iuribypanus
OATI Ta/abo OAT3 KAB nax NPOTHO3YBaHHA Oy Ab-IKHX 3MiH B
eKcmosHLil cyberpatie OAT1/3. Monens PBPK Oyna nooaTkoBo oliHeHa
15 ouinxy noTeHuiany DDI CAB sk Ipenapary-»epTBH [IPH KO3yBaHH] 3
iHriGiTopamu abo inmykropamu UGT1A1/UGT1AS.

I'1. Inzaith kniHiYHOrO BUNPOGYBaHHs

Pospofnena Mogens g CAB 6Gyaa nepeBipeHa IIISXOM IOPiBHAHHSA
3MoAenboBaHuX npodinie PK mogeni PBPK 3 kniHiMHUME
nocaimxennamu PK npu onnopasosomy Ta bararopazoBomy
NEepOpanbHOMY NPHHOMI Y 310POBHX JOGPOBONBLIB, 3OPOBHX JOPOCIHX 3
theroTHnOM Morantoro metabonisatopa UGTIAI Ta Y NaUieHTIB 3 TAHKKOI
HHPKOBOIO HELOCTATHICTIO.

12. OcHoBHI xpuTepil BrIOUEHHS

3noposi cyd'ekTi

13. Hocnixysanuit nikapesxuii 3aci6, croci 3aCTOCYBAHHSA, CHNa
nii

[lepopaneso CAB 30 mr pa3zosa goza a6o MOBTOPHA [103a OJIHH pa3 Ha
o0y

paca Towe)

14. [NpenapaT nopisuaHHs, 1034, CHOCi6 3aCTOCYBAHHS, CHIA AiT H/IT
15. CynyTHs Teparnis H/IT
16. Kpurepii ouinxu edextusnocti M/
17. Kpurepii onitku 6esneku H/IT
18. CratucTHuni MeTonu H/]T
19. llemorpadiuni nokasuuku nocimxysanot nonynauii (crarts, Bik,|H/T

20. PesynbTaTi edexTuBHOCTI

Y upomy nocnimkenHi edekTUBHICT He oLiHIOBaNACS,

JlocnimierHs in vitro noxasam, uo kaborerpasip iHribye HupkoBi
TPAHCTIOPTEPH OprauiuHuX aHioHis (OAT)] Ta OAT3 3i 3uauernsmu [C50
0,81 MxM Ta 0,41 MxM BinmosinHo. AHANI3 Ha OCHOB mogeni PBPK gas
MOAATLIIOT OUIHKH KAiHIYHOrO pH3HKY inribysanus OAT] Ta/abo OAT3,
Oriocepe/IxoBaHoro kaborerpasipom, 6yB nposeneHu 3a JONIOMOTOI0

MporpaMHOro zabesneuenns Simeyp v17.1. CAB B OCHOBHOMY




merabonisyernes UGTIAL i meHmoo Mipow UGT1A9. Takum YHHOM,
Moaens PBPK Ttakosx 6yna Bukopuctana ans moaanbiuof ominku DDI 3
BIATOBIAHHMH KRiHIYHUMH inribitopamu UGT1A1 ta UGT1AS. Mogens
PBPK kaGoterpasipy 6yna pospo6nera a ocuosi jtoro dizHKO-XiMiuHMX
BNacTHBOCTEH, BUMIPIOBaHS in vitro kiipency tdepmenris (UGT1Al ta
UGT1A9) ta BumiproBanux in vitro snayens inriGysauns OAT1/OAT3, a
TaKOX KIIHIYHHX cliocTepexeHs 3a nepeGirom PK.

Mogeni PBPK mekinokox cy6erparie ta inribiTopis OAT1/OAT3 6yau
nepesipeHi na cuMynsTopi Simeyp wasxom MOPiBHAHHA 3 peabHUMH
KkniivnumME DD, ony6sikoBanuME ¥ 3BiTax. 3Mone1508ani DDI
cy6erparie OAT1/OAT3 (Merotpekcar, TeHotoBip, uHIpodaoKCaLuH,
L1aodoBip, uedypokcHM, o3ensTaMiBip kapGoxcunar, GapunuTHHIG Ta
544121) Ta inriGitopis (npobenewun, AuknodeHak) nependayuanu
crissinHomenss AUC 3 TounicTro 10 5%-30% sin CIOCTEPEXYBAHHX
cepentix kninivaux DDI (Tabnuus 1). Netanbuuii craTueTnanmii ananis
NpeAcTaBNenui y 3giti StatTrack_10549 V1, akuit nagae Ginsm IeTanbHy
OUIHKY NODiBHSHHIO PE3YJIBTATIB MOAENIOBAHHS 3] CIIOCTEPEKYBAHUMH
BHAUCHHAMH, NPO AKI OB AOMAAETLEA ¥ 3BiT. Ha 11iif ocHOE] CHMYJIATOP
Simeyp T2 nop'szani 3 uumM dattnu Gy KBani(GikopaHi Sk HAMEKHHUM
[{MHOM Yy TIHBI NS MPOTHO3YBAHHA KATiHiuHKX DD, onocepeKoBaHUX
iHribyBaHHam OATI/QATS3.

Tabnuua 1 3mopenwosadi Ta cnocrepexyBaHi
thapmakokiHeTUYHi napameTpu ans cyocrpartie
OAT1/OAT3 nicns cymicHoro 3aCTOCyBaHHSA 3
iHriGitopamy OAT1/0AT3 anAa keanidikayli
fporpamuoro 3abeaneyueHHs Simcyp




Haproruke DDI Koedinienr AUC Koediuiear Cmax
(cyGerpar - nopymHuE)
Coocrepira-cThen| 3monenso- Cnocrepi- 3moae-
BaRHil MAEThCA JTHLOBARHH
$44121 - Mpofieneunal 2,2(1,9-2,7) 2,1(1,2-48) NR 1,2 (1,1-13)
Hunpodaokeannn - 1,7 1,6 (1,2-23) 1.2 1,2 (1,1 -13)
IIpoberennal
Teuodosip - S441211 0,89 (0,56-1,1) 1,0 (1,0-1,1) NR 1,0 (1,0-1,1)
BapHIBTHEIG - 2.0(1.9,2.2)* 1.8(1.3,2.80 | L.0(0.94, I.1)* | .1 (1.0, 1.2)?
M pobereunn2
Ozenpramisip 2.5(2.3,2.8y 22(1.5,3.00 | 1.9(1.7,2.00" [1.8(14,23)°
kapbokenar -
Mpobeneunn?
Manodiosip - 1,0 13 (1,1,1,7) 1,1

IMpobenrennn2

1,1 (1,0, 1,1)




Haproraxu DDI Koedinient AUC Koedinienr Cmax
(cyGerpar -
NOpYMHAR)
Cnecrepiracrien.| 3Inosensosannii Cuecrepiractnca 3mogennop
auuii
MetoTpexear - 13 1,0 (1,0-1,0) 1,0 1,0 (1,0-1,0)
Huarnodenax3
Degyporenm - 14 1,8 (13-24) 1,1 1,1 {1,0 -
[TpoGenenna3 1,2)
Anedopip - L8 1,7 (1,3-2,0) NR 1,5 (1,2-1,7)
IlpoGenenun3
[Mepion manisposnany | Inasmosmnii Kaipenc Cz
Cepenue Cepense Cepenniii koedinicurs
crissinnomenan cniBBiAHOWen KA
Cnocrepira [Ipornosye |Cnocrepira] pornosye Cnocrepira([lporunoayer
€ThCA TheA ETBLCA ThCA €TeCA bCH
MeroTpexcar - 1.5 13 0,64 0,64 4.4 3.8
[pobenenng

1, Cepenne suadenna ( MiH-maxc), 2. Cepente reorpadivye sHaueHHs (5-#-95-H npoueutuns); 3.
Cepeniie anauenus (5-95-A npouenTinb), 4. Cepente reoMeTpHYHe 3Ha4erH (0% CI); 5.
BinHomenna koxueHTpanii B cHpoBaTui KpoBI ANs CROCTEpE)y BAHOrO Ta BIIHOUIEHH KOHUEeHTpaLL| B
nnasmi mas nporuososanoro; NR He nosigoMaseTscs

Monens CAB PBPK Gyna nepesipena WisxoM MOPiBHSHHS 3 HAIBHEMH
ICHHIMHUMH JOCI KEHHAMH TiC/1S 0J{HOpa30BOro Ta HaratopasoBoro
BBeneHH: 30 Mr kaboTerpapipy 210poBuM Ko6poBombLsM. Moxens PBPK
kaborerpasipy Touno nepenbauuia napametpn PK kaborerpasipy (B
MeXAX IPUHHATHHX KPUTEPIiB GioeksisanentrocTi (0,80-1,25) stk qnst
JIOCTTIIDKEHD ORHOPA30BHX, Tak i BaraTopasosux n03) (Tabmuug 2 i
TaGmuus 3). IMapamerpu CAB PK y nauieHTis 3 THKKOR0 HHPKOBOIO
HenocTarHicTio (BOynoBani B Simeyp) Takoxk Gysn 3MoeNL0BaHi i
MOPIBHAHI 31 CMOCTEPeXYBAHHMH KIiHIYHUME JaHUMH (rabnuusg 2,
nocnimrenns 201480). Takoxk 6yn0 3MOAeNBOBAHO CTYHNiHb B3aEMOAIT




npernapary 3 inngykropom UGT1A1 pudamnigom (Tabi. 4). Moaess PBPK
by1a ROAATKOBO NepeBipeHa MIAXoM MOzemoBaHHs napameTpis CAB PK
Y TALIEHTIB 3 TAKKOK HHPKOBOIO HEIOCTATHICTIO T4 HEAOCTATHIM
metaGonismom UGTIAL (tabu. 5). Bei amonensopani snavenns Gynm B
Mexax Kputepiis npuiHsTHOCTI 80%-125%. Binew aeTanbHa ouikka
npeacTasicHa y 3eiTi StatTrack 10549 V1.

Tabnuua 2 3moaenLoBanl Ta cnocTepexyBaHi (hapMaKoKiHETHYHI
napameTpu nepopankHoro kaborerpasipy nicns npuiiomy
0/IHOPAa30BOT 403U

AUC (0-ingd) v, | Cmax (mrxivur) CL (nfroa) T-nonoeunaih) Yd/F(n/xr)
[Nocinanna MKT/Man Cepenne Cepeanc TeoneTprHe Cepennc
Ha Feamerpuune reoMeT prane reaMeTpiyHe cepenHe reoMeTpHHHE
pocniwsennn | cepeanc (5-95-ii | smaveHun(5-95-5t [suanenns (5950 3nauenHa(S5-95-i | suavenns (5-95-i
NpPOLEHTHAR) NPOLeHTINL) MPOUSHTHAB) MPOUEHTILL ) NPOIEHTHL)
Cnocre- | 3mope- |Coocre-| 3moae- |Crocre-| 3moae- |Cnocve-| 3mone- [Crocre- Mporo-
PiracTs- | Aeosa- |piracrs-| Meosa- |piracts-| Avona- [piracru-| meova- |piracre- >
. o o - 3yeTHCH
<A HHH (=1} Hi Ll HHH ca HE ca
LAILIT7010
30;‘ T:PO'S ? (I';;‘ s«ggs ég zg,i 3) (g:f;‘ (f',ﬁ 3:32 (2316) NR (g:i'
AOPOBI |y eyy [(GS2I8Y[ 40y [ASAI| payy | o5g) | G64D | Q0 0,13)
aoSposonbui
201479
0mrPOSD| 127|132 (68: 3.6 @9, |32 2ts (g'f; (gf’; LN ECY T B (g'ﬁ
3moposi | (95170) | 276) 4,3 4,2) oy e | (33,42) k3 e N
" 0,32) 0,45) 0,14)
Zobposeneni
20148030 =
140 0,21 0,26 0,12
PO SD_ (116; 122 (60, 3,4 3,2(2,4; (.18, (0,14, 41 36 0,15 (.11,
3aoposi 1 170 247) [(3,0,3.8)] 43) 0.26) 0,50) (37,45) { (21,70) 0,14)
nebposonsui
201480
H mrPOSD 0,21 0,28 0,14 | 0,13
Taicwru s [143 (115, US 55133 7, 3022 | 37 | o3, | 3904 | 360 [ 00 | o)
TRRROK0 177) | 255 | 42) | a0 | Gy | 55 | 19 m | 36 | o
IIHPKOBOH
THICTIO




Tabnuua 3 3MogensoBaHi Ta cnocTepexysaHi hapMaKkoKiHeTHYHI
flapameTpi mepopankHoOro 3acTocyBaHHs kaboterpasipy nicns

Bararopasosux o3
Jocninxenun AUC(0- T) (ron*stkrima | Cmax (mer/vn) CL (Ji/ron)
Cepenne 3none-
reoMeTpAIe Crnocrepira-| 3monenso- | Cuscre- Cnocre- | 3monenso-
s3navennan (5-95-i €Thes sannit  |piracTees ILOBA- piraerecn |  Bawnuii
npoRelTHIIL) fmn
205712 Cab 30
mr Qnﬂz‘:{“"p“' 104 10954, | 6.4 6.2 029 028
PK 2 1d-ro nun y (87,124) 230) (5,5, 7.4) |(3,7, 11,0)| (0,24; 0,34) | (0,13, 0,55)
| 3A0POBHX A0POCTHX
LAITI7011 Ka6 30
mr QD lMosropnra 133 (121; 120459, | 7.8 (7,1, | 7.0 (4,2, NR 0,25 (0,11;
no3a [MK 3 11-ro pug 148) 261) 8,6) 12,8) 0,50)
¥ I0POBHX RilI0K

NR— He noeizomnsanocs,

|. cepenne reomeTpirke 3Ra4eHHA(95%CT)

Tabnuus 4  3mopensoBaHuii Ta crocTepexyBanmit DDI nicns CyMicHoro
3acTocysaHHs nepopansHoro KAB 3 putamniHom




@epment DDI |Koediuient AUCD- | Koegiuient Cmax

Koedinienr CL

(cybcTpar - inf

BHHYBATEUB)

Jlikypanusn Crocre- (3Moncitbo- Cnocrepi-| 3mone- |Crnocre-[3monenno-

Nopieusuusn: CAB +|piracre-| manuii | racrnea! | nnosa- piraerb-| mamuit
sikankane UGT cal Hitdi eal

npotu CAB

Innyxuiitumii 041 |(0.52(0.21 0,94 0.93 2.4 2.3(1.5~
kaborerpasip - 0.66)* (0.83 - 4.6)*

UGTIAIL - 0.97)
Prdamnin

I CepenHe reoMeTpHYNE BiXHOMICHNS 15 CIIOCTEPEKYBAHHX
2 Cepeane reomerpyate coiBBiAHOWEHHS (MIHIMAIBHE Ta AAKCHMATLHE
MPOrHO30BaANE CMIBBINHOIEHHA) MICHA BXITIOUEHHs 4 DIIHHX JHAUEHD iH Ly Kuil
UGTIAL in vitro ana pucbamniny 3 2 nireparypumx nocnizscens

Tabnuus 5 3MoflenboBaHUA Ta CIOCTEpeKYBaHMI BINTUB aKTURHOCTI
UGT 1A1 Ha Gazosi napameTpu PK CAB
HNocnixxenun Cepensne mavennn Cepeane
AUC cnieBiAKOWIeAna
Cmax
30 mMr PO SD Cnocre- | 3mone- | Cnocre- | 3mone-
piraers- | AboBa- | piracTi- (NLopa-nuii?
cal umii’ cn'
Boir GSK 2016N297524_00 ans
CNOCTCPEKYPANHX JAHAX Y
noaiMopdniii noryasuil UGTIAL a
AK0K NPOrHOIH 3 BHKOPHCTARNAM 1,41 I,41 1,27 1,03
Stmcyp® y noranux a6o sopmanbanx
meTaboaizaTopis UGT1AL ana
MORENLOBAIEX JAHEX,

Hopamanskol akrxenoct UGTIAL

UGTIAL

1. Bianoweuns AUC abo Crmax ¥ MOMYASWAX 3 resoTMROM Hu3ekol axtuenocr UGTIAL oo TeHOTHITY

2. Cnissinnomenns AUC afo Cmax y nomyaauif 3p0posinx nobposoneuis Simeyp, MoarpikOBANKXK TLBKH KO
nenoctanizoro meraboniamy UGTIAL, no nonyssuii Simeyp Ge3 nenoctatanoro meTabosniamy




(Onocepenxosani inridysanuam OAT1/OAT3 edextu KA Ha BrnuB
CyMiCHHX cyGcTpaTiB (METOTpeKcar, TeHOOBip, HUIPO(IOKCAIHH,
uunodosip, nedypoxcumM, ozensTamisip kapGokcuaaT, GapHLIMTHHEIG Ta
544121) MozemoBany Npu MaKCHMATBHUX [JIA3MOBHX KOHLEHTpALLSIX
raboTerpasipy nicis GaratopazoBux nepopanbkux 103 30 Mr QD. [e
103BOJIHIIO OLIHHTH NoTeHLian inribysans OAT1/OAT3 kaboterpasipom
NpH MakCUMaNbHii KIiHiYHIH excnozunii. Monemosauus PBPK DDI
nepenba1uno cepente 3GinpiIeHns cucTeMHoi excnosuwii (AUC Ta Cmax)
nas gocimkyBaHux cyGerpatis OAT1/OAT3 Menue ik Ha 25%
(cepenniit miamason Bin 1,04 no 1,18 ans AUC 1a cepenuiii mianazoH six
1,01 a0 1,05 ans Cmax) micis cyMiCHOTO 3aCTOCYBaHHS 3 NIEpPOPabHUM
xaborerpasipom (Pucynok 1, Tabnuusa 6). [Toni6ki konuenTparii
kaboTerpapipy nmicas MepopaibHOro 3aCTOCYBaHHA Ta 3aCTOCYBaHHS LA
[IPHIYCKAIOTD, LIO Ui PE3YJILTATH TAKOX CTOCYIOThCS KaboTerpasipy LA
(LAI116482). Taxum unHOM, cTallionapHi KOHUEHTpaUiT TOBTOPHUX
nepopanbHuX 403 KaOOTerpasipy BBAMANHCH KIIHIYHO 3HAYYILIHMH A5
outinkn DDI npH ouikyBaHHX CHCTEMHHX KOHUeHTpauisx CAB min vac
npuiiomy LA, a Tacox mig vac «xsoctay PK nicns sigminu LA.
Binnosiaunii aHania 4y TMHBOCTI TakoxX GYB 1poBeeH il 3 cyBcTpaTom
BY3bKOro TepanesTrunoro inaexcy (OAT3) MeToTpekcaToMm.
[1poruosyetses cepenHe 301nblIEHES EKCITO3KLIT METOTPEKCATY Ha <25%
10 4-kpaTHOTo 30iemetHs 3naueHHs CAB OATS3 Ki nopipHsaHo 3
(pakTHYHO BUMIpARMM 3HaUeHHAM (pHC. 2). AHANOrigHO, MPOrHO3YEThCS
cepeate 361NbLIEHHS CKCMO3ULLIT MeToTpekcaTy Ha <25% 10 3-KpaTHOro
36inbirenns gosu/ekcno3nuii CAB nopiBHAHO 3 IOTOHHOIO LiNBOBOO
KNIHIYHOI 03010/excno3uuieto (puc. 3). Sk nokazaHo B
EKCIIepUMEHTNbHOMY BH3HadeHHi, CAB Mae nyxe BucOKe 38'13yBaHAS 3
Oinkamu rrasmu, a fu cranosuts ~0,006 a6o Menwe. [loganeumii ananiz
4y TIHBOCTI Nepeabadup <15% 36iNbLUSHHS eKCNIO3HLIT METOTPEKCATY 3
10-kpaTtuuM 36inpmenHsM 3Hadens fu B cumyisuil (Puc. 4).

PucyHok 1 Mpornozu aAns cniesigHowenHa AUC Ta Cmax cy6etparis
OAT1/0AT3 npu ofiHONacHOMY 3aCTOCYBaHHI 3




nepopanbHOK NOBTOPHOIO Ao3oto CAB 30 Mr
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Tabnuus 6 MporHosu Simcyp - nporHo3u npurHivesuna OAT1 Tafabo
QOAT3 y cTabinbHoMy cTaHi nicns nosTopHoro npiomy 30
MT MepopanbHo OguH pa3 Ha goby nporaArom 14 oHiB Ta
CYMICHOTO NpUiAOMy 3 Pa3OBIMM [03aMK ClTeUU]IYHNX
cy6etparie OAT1/OAT3 Ha 10-# geHb




CybcTpaThuii
mpenapaTt
(TpaHcnoprep)

Cepegue
reoMeTpHYHe
BigHomenua AUC
(95-# nepueATHAL)

CepenHe reoMerpuune
Bixnomenna Cmax (95-i
NepUeHTHIE)

Ilporunosyernes

Iporuozyernes

S44121
(OATI 1a OAT3)

1,18(1,07-1,34)

1,05 (1,02-1,10)

MeTtoTpexcat (QAT3)

1,11 (1,04-1,23)

1,01 (1,00-1,03)

Iunpodurokcanun
(OAT3)

1,11 (1,06-1,17)

1,04 (1,02-1,05)

Tenadorip (OATI)

1,04 (1,01-1,07)

1,01 (1,00-1,02)

bapuuuTHIO (OAT1)

1.08-(1.04-1.16)

1,02 (1,00-1,04)

OsensTamisip
kapOokcnaar (OAT3)

1,14 (1,07-1,23)

1,12 (1,07-1,20)

I ugodosip (OAT3)

1,05 (1,02-1,10)

1,01 (1,00-1,03)

Ledyporcum (QOATI)

1,09 (1,04; 1,17)

1,02 (1,01, 1,04)

Anedosip (OAT1)

1,07 (1,03-1,14)

1,05 (1,03-1,10)

PucyHok 2

Awania wyTmmBocTi gns npordosysanna DDI gna
MeToTpekcaty AUCR T1a CAB OAT3 Ki




CnissiaHOWeHHA AUC METOTpeKCaTyY 3 NOBTOPHGIO R03010 CAB PO 30 mr
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PucyHok 3 AHaniz yyTrmBocTi ANs nporroayeanus DDI gns AUCR

meToTpeKcary Ta nosu CAB




CnissigHoweHHn AUC meToTpeKCcaTy 3 NoBTopHOIO 103010 CAB PO
1.450 -

1.400 A
1.350 -
1.300 A
1.250 -
1.200 -
1.150 +
1.100 A

Koediuienr AUC (Sub)

1.050 A

1.000 T T T T ¥ 1
0.00 5000 100.00 150.00 200.00 250.00 300.00 35D.00

—— fAosza{Inh1){Inh 1)

PuUcyHoK 4 Anani3 yyTtnvsocri Ans npordosysanis DDI ans AUCR
MeTotpekcary Ta CAB nna3mu kposi




1.140

J

1.120

1.100

1.080

1.060
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Koediuient AUC (Sub)

1.020

1.000 =

Hoedinienr AUC (Sub)

0.000

0.008
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0016 0.024 0.032
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T T

0.040 0.048

MexanisM kiipency CAB yepes meraGomizm UGTIAL Ta UGT1A9 6yB
sratovetul B moaens CAB PBPK. Fm ang neuinxosux UGTIAL Ta
UGT1A9 cranoBuna 59% ta 35% Bianosiamo, 10 y3roaxyranocs 3
ercTpanonsuicto in vitro (Puc. 5).

Pucytok 5 MogeniosanHa CAB fm ana UGT1A1 Ta UGT1A9




MepfaHa % fm i fe no BigHoweRHI0 0 cucTemHoOro kaipeHcy nicna 30 mr
[epopancHa aoza CAB y 34,0pOBMX ZOPOCAHMX

UGTIAL Nevinka
| 8 UGT1A1 Hupka
& UGTIA9 Meuinka
1 UGT1A9 Hupxa

Monens CAB PBPK Takosx Oyna sukoprcTana nns nportozysavus DDI
Mix iHribiTopamun UGT1A1 ta UGT1A9, Takumu Ak aTazaHasip Ta
MedenaminoBa kucnota. Mogenbosani crisgigHomenus AUC ta Cmax y
ocnifkenusax DDI mixx cyberparom UGTI1A!T panterpasipoM Ta
inriditopoM UGT1A1 atasaHasipom; cy6erpatom UGTIAL
panterpasipom Ta inayktopoM UGT1A1 pudamninom; cyGerpaTtoM
UGTI1A9 panarnipnosurom Ta inribitopom UGT1A9 medenaMinooo
kucoToro Oynn B Mexax 30 % Bifl cOCTepexyBaHHX KNiHIYHHX JaHHX.
Bepudikosana moaens CAB PBPK 6yna 3acTocoBata 118 NpOrHO3yBaHHs
cTynetst DDI npu 3actocysanni inriGiropie UGT1AL aGo UGTIAS.
[Iporao3oBare cepeqHe cHCTeMHe 30inbluenHs excrnosunii CAB
CTaHOBHIIO 10 11% npu oxHOYacHOMY 3acTOCYBaHHI 3 iHTriBiTOpaMu
UGT1Al abo UGT1A9, Takumu sik atazaHaBip abo medeHamiHoBa
kHcnoTa BianosigHo. Excnozunis NOAEL y 39-tixxHeBoMy gocnimkessi




OKCHYHOCTI Ha MaBnax ;s AUCO0-24 ta Cmax cTaHOBHAa cepenHe
HaveHH 547 Mr/ron/mit Ta 34,6 Mxr/Mn Bianosigao. Ha ocHoBi
[PENpeseHTaTHBHOre 3Ha41eHHs AUC 140 Mkr, ron/mir Ta 3HavenHs Cmax
7,8 MKr/M11, OTpHMaHOTO B KiTiHIL Mic/s nepopaikyoro npuiiomy 30 mr
CAB, cnocrepiraersca nepesuenus ¥ 3,9 paza Ta 4,4 pasa ana AUC Ta
Cmax BinoBiHO nopiBHAHO 3 excrosuicto NOAEL. Takum YHHOM,
pOinbmenHs Ha 2% - 41% AUC a6o Cmax (Tabnuus 5, Tabnuus 7) y
norymsuii UGT1Al 3 noranum merabonismom a6o npu monemoBayai DDJ
BBXKAETHCA TAKUM, L0 3HAXOAUTHCH B MEXAxX 6e3MeYHOro HianasoHy
CKCMO3ULIIT, BUXOAAYH 3 IIOBIJOMIEHUX Mesi Ge3MeUHOCT ana CAB.
Monemonanns 3 denobapBitanom caiguuTs 11po Te, IO Oy Ab-gKe
PHIKEHHS exenosunii 1o CAB 6yne Meniunm 3a 30% (Tabanus 7). Hani
KninidHoro pocninxenns DDI 3i ciabxum inykropom UGTIA1
prhabyTHHOM NMOKa3aNH cepeHe 3HMKeHHS excnosuuii CAB Ha ~21%.

[TaGrnivus 7 Mopermosants DDI nicns ogHouackoro 3acToCyBaHHA
OfHOPa30Bol f03M nepopankHoro 30 mr CAB 2
arasanasipom (inribitopom UGT1A1) abo MedreHamiHoBO
Kucnoroto (iHriGiropom UGT1A9)




Tugyxuias UGTIAL

CyGerpaT-inriGitop Crissignowenns | Cnissiznomenns CAB
@epnment DDI CAB AUC Cmax
Cepenue Cepeane reomerpuune
reomMerpuyne 3nauennd (5-if - 95-ii
3uavenns (5-ii - 95-ii OPOHEHTHIL)
TpPONEHTHIb)
[Ipornosycreen Iporuosyerbes
KaGoTerpasip -
IATazaHasip L11 (1,045 1,20) 1,02 (1,01, 1,04)
[uriysannna UGTIAL
Kadorerpasip -
Medreamin .
A— 1,10(1,04, 1,18) 1,02 (1,01; 1,03)
[uriGysauna UGTI1A9
KaGorerpasip -
thenobapbiTan 0,71 (0,46,0, 93) 0,97 (0,92; 0,99)

21. PeaynsraTi 6e3nexu

beaneka He ouiHIOBaNACA B HEOMY HOCTi IKEHH]

22. BUCHOBOK (3aKITIO4EHHS)

3a ponomoroto mrardopmu Simeyp 6yno YCMinHo po3pobneHo Moaesb
PBPK nns nporxosyeanns kniniuHol excnosuwii, a Takox DDI KEPTBH
aGo Burysatus ans CAB. [Iporuososana BifcyTHiCTb B3aEMORIT 32
OMOMOT QIO [epeBipeHHX cumynauiii mogeni CAB PBPK ninTpumye
CyMicHe 3acTocyBaHHs 3 Cy6erpatamu OATI/OATS Ges KOpHTYBaHHA
JIO3H. AHAJIOri4HO, IPOrHO30BaHa BiCYTHICTEL B3aeMoil Mix CAB Ta
inridiropamu UGT1Al a6o UGTIA9 NiZTPHMYE CYMICHE 3aCTOCYBaHHA 3
isribitopamu UGT1A1 abo UGT] A9, Taknmu sk ara3adasip abo
Me(heHaMiHOBA KUCIIOTR, €3 HOAHHX KOPHIYBaHb O3H. Hani xniniunux

ocnisxens DDI (pudamnin, pudabyTus) Ta monenorannsg PBPK
therobapGitan) nokasans, wo snaus ingykropis UGT ua eKcno3uLiio 1o
CAB 6y nponopuiiisum 10 1xHboi iHpyKLiiiHOT cHH in vitro. Li mani
BiJuaTh Npo Te, WMo ANd cinabkux Ta NIOMiPHUX IHAYKTOPIB BHKIIOYEHHS
YMICHOrO NKYBaHHSA MOXKeE HE 3HAZOBHTHCS.




3asBHUK (BIACHUK PEECTPALLIHHOrO NMOCBiAYEHHs)

(mignuc)

Kapen I'peiinxep (Karen Grainger)
Bite-npesuaent, KepiBHHK BiAiny HOPMaTHBHO-NPaBOBOrO peryaOBaHHs

BiiB Xenckep (ViiV Healthcare)

{Ilopadox donosneno nosum dodamwxom 30 32idno 3 Haxazom MO3 Yrpainu Ne 1528 gio 27.06.2019 }

Ilepeknan Bukonas:

Menemkep 3 peryISTOPHHX MHTaHb Ta peecTpauii
TOB I'makcoCmitKnsiin ®apmacstoTikane Ykpaina
Mapunsko Jlroamuna




Clinical Trial Report - 23

Study ID-LAI117009

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

)

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet; quality control

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

LUnited Kingdom

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

Avda. de Extremadura, 3, Pol. Ind.

[Allendeduero, 09400 Aranda de Duero

[Burgos, Spain

4. Studies conducted:

v'yes no  ifno, please justify

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

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

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

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

Study LAI117009

6. Phase of clinical trial Phase |

7. Period of clinical trial from [21January2014] - [10June2014]

8. Countries, where clinical trial has been conducted USA

9. Number of trial subjects planned: 42 X
actual: 36

10. Main purpose and secondary objectives of CT Primary

o To demonstrate a lack of effect of repeat oral doses of GSK 1265744 (150 mg)

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




time-matched QTcF effect as compared to placebo

Secondary

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

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

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

e To evaluate the safety and tolerability of GSK1265744 following repeat150 mg
doses.

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

11. Clinical trial design

This was a randomized partial-blind, repeat dose, three-period, balanced crossover
study to assess the cardiac conduction effect of a supratherapeutic dose of

GSK 1265744 compared to placebo in eligible healthy male and female subjects.
Moxifloxacin served as a positive control.

Screening | N Periods 1-3 Follow-up

Atleast30 | 42 | Period | Wash-out | Period 2 | Wash-out | Period 10—14
Days 1 At least At least 3 days post
21days 21 days final dose

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

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




(GSK1265744 or placebo every (q) 12 hours. On Day 2, all subjects began continuous
holter monitoring approximately 2 hours prior to the 3* dose of GSK 1265744,
(GSK1265744 placebo or the 400 mg dose of Moxifloxacin. Twelve-lead
electrocardiograms (ECGs), continuous Holter monitoring, clinical laboratory safety
tests, vital sign measurements, physical examinations, adverse event reports, and
phanmacokinetic samples were collected throughout the study.

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

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

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

12. Main inclusion criteria

Healthy males and females of nonchildbearing potential aged between 18 to 55 years
with body weight 250 kg for men and >45 kg for women and body mass index (BMI)
within the range 18.5-31.0 kg/m? (inclusive) were included.

13. Investigational medicinal product, mode of administration and
strength

GSK1265744B Tablet:

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

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

(:SK1265744 Placebo:

Tablet strength: NA; administered orally placebo to match GSK1265744 q 12 h for 3
doses; batch no. 122367171/132378695

Moxifloxacin:

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

on Day 2; Lot Number AH0029V




15. Concomitant therapy

Permitted medications: Acetaminophen, at doses of <2 grams/day was permitted.
Other concomitant medications were considered on a case by case basis by the
(investigator in consultation with the) GSK Medical Monitor (if required).

16. Criteria for evaluation efficacy/PK

Efficacy not evaluated in this study.
Primary:

e Change from baseline in QTcF for GSK1265744.

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

o AUC(0-t), AUC(0-0), Cmax, tmax, CL/F, Vdz/F, and t1/2 from plasma
concentrations of GSK 1265744 and moxifloxacin (if needed).

between GSK 1265744 and placebo in QTcF, QTeB, and QTci change from
baseline. AUC(0-24), AUC(0-t), AUC(0-0), and Cmax, from plasma
concentrations of GSK1265744.

17. Criteria for evaluation safety

Safety and tolerability of GSK1265744 as assessed by 12-lead ECGs, vital signs,
adverse events, and clinical laboratory tests.

18. Statistical methods

administration on the QTc interval as compared to placebo.

e (Change from baseline in QTcF, QTcB, and QTeci for GSK 1265744, difference

All the statistical analyses were done as per protocol and reporting and analysis plan.

The primary statistical framework was to demonstrate a lack of effect of GSK1265744




Final analyses performed were as following:

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

Pharmacodynamic Analyses: The primary endpoint, change from baseline in QTcF -
was analyzed for the comparisons between placebo and GSK 1265744 by a repeated
measures analysis of covariance (ANCOVA) model, fitting subject as a random effect,
and period, time, treatment, and time-by-treatment interaction as fixed effect terms.

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

The relationship between QTc interval and plasma GSK 1265744 concentration were
investigated using a linear mixed-effects modeling approach.




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

Demography GSK1265744° | GSK1265744% | WMoxifloxacin® | Overall
150myg Placeho 40mg N=42
- N=40 N=30 N=36
Age in Years [Mean [SD}] 34.6(11.23} | 336(11.53) | 34.0(11.37) | 33.9(11.37)
Sex [n (%)]
Female &({23 8 (21) 822 g (214)
Male 31 (78} 3 (79) 28 {78) {79
BRIl (kg/m2} Mean {SD}] 2658 (3.237) | 2640(3.181) | 26.50 (3.272) 26.54
{3.174)
Height (cm] [Mean (SD}] 172.51 17263 17264 17249
{7.938) {7.839) (8.154) {7.754)
Weight (kg) [Mean (SD}] 79.10 78.65 79.00 78.96
{11.119} {10.909) (11221} {10.932)
Ethnicity [n (%}]
Hispanic or Latino 35 3 (B) 3(8) 3{)
Not Hispanic or Lafino 37 (33) 36 (92) 33{82) 39 (93)
Race [n (%)]
Black/African Heritage 16 {40) 16 (41 15 {42) 17 (40
American Indian or Alaskan 2(9) 2{5) 2{6) 2(5)
Native
Mative Hawarian or Other 0 13 0 1{2)
Pacilic Islander
White 22 (59) 20(51) 19 {53) 22 (52)

8. Thres doces of GSK1265744 150mg (5X30my Bkets) g 12 hows;
b. Three Doses of GEK128574% placebo (b fablets) g 12 hows;
C. Asingle doze of mosdfioxacin 400mg (one 400mg BEblel)

20. PK/PD results

Pharmacokinetics (PK):

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




Summary of Plasma GSK1265744 Phamacokinedc Parameters {PK Summary
Population}®

Treatment | Sex | n | Cmax | AUC(-12} | AUG(0-24) tmaxs
(pgml) | (ughml) | (ughimi) (h)
GSKI265724° | F | 9 25.1 234 408 20
150 mg [22} (22) (22) (1 0_-_4 0
212,296] | [198.277] | [345.484] 0-4.0)
M |31 219 213 380 20
(19 (19 I
[204,234) | [202,205] | [359,402] 0-4.
Overall | 40 | 225 217 386 20
(20) (17) (17) (1 0-A0
214,24.0] | 06, 209] | [366,408] 0-40)

a. geomelric meen (Cyb%h) [40%:CI]
b. median (range)
¢ Three doses of GEK1Z265744 150 mg (5 x 30 myg tablats) q 12 hours

Pharmacodynamic Resulfs:

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




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

Time Point G5K1265744 150 mg q12hr Moxifloxacin 400 mp
(hours) Change from 50% CI Change from 90% CI
Baseline Baseline
(GSK1265744 - (Moxifloxacin -

Placebo)* Placebo)~®

Mean (SE) Mean [SE)
05 0.70 (1.999) - 262,4.02 540 (2.051) 2.00, 8.81
1 -0.37 (1.742) -3.26,2.53 8.75 (1.7870 578,111
2 0.44 (1.831) -261,3.48 11.67 {(1.878} 8.55,14.79
3 -0.62 (1.680) 343,219 1049 {1.734) 760, 13.37
4 -0.37 (1.526) -2, 2147 11.81 {1.569} 9.20,14.42
6.9 0.50 (1.633) 2.21,3.22 10.08 {1.673) 7.28,12.86
8 2,62 (1.589) 0.02, 5.26 13.03 (1.630) 10.32, 15.74
12 -0.34 (1.659) -3.10, 242 7.79 (1.680) 498, 10.60
24 1.13 [2.047) 227,453 6.53 (2.100) 3.04,10.02
Note: Lack of effect s demonstrated if the upper limit of 90% C1 (55th percentde] for active (GSK 12657

fime point is completely contained wathin 10 meec.
Note: 3 subjscts are excluded from analysis due to missing baseline values.
Treatments:
a. T44=Three doses of GSK1265744 150mg (5X30mg tablets) q 12 hours;
b. PBC=Three Doses of GSK1255744 placsho (5 tablets) q 12 hours;

© Moo= A single dose of moxifloxacin 400mg (one 400mg tabsf)

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

figure below.

Plot of Least Squares Mean of Treatment Difference from Placebo for QTcF

Change from Baseline (90% ClIs)

44) - placebo at each
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Treatments

a. 744= Three doses of GSK1265744 150 mg (5x30 mg tablets) q 12 hours;
b. PBO=Three Doses of GSK1265744 placebo (5 tablets) q 12 hours;
¢.  Moxi= A single dose of moxifloxacin 400 mg {one 490 mg tablet)

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

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




on heart rate.

QTcF was considered the valid primary endpoint as Fridericia’s correction adequately
accounted for the effect of RR.

Plot of Individual Subject Predose QTcF vs. Predose RR

500

e F {mses)

R-Seqquare = (.0001
Pvalue = 05438

PK/PD

Regression Equation: QTcF=386.712-0.001643"RR

3201
300+
T T T T 1 T T
€00 702 800 200 10C0 1100 1200 1300 1400
RR [msec)

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

NModel Parameter Estimate {msec) 05% CI {msac]
JdQTCF=INT+Slope*CONC Mean Intercent 1.382Z -3.328 6.092
M.ean Slope 000005 0.000, 0.000

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




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

21, Safety results

Summary of Frequent Adverse Events

GSK1265744* | GSK1265744° | Moxifloxacin®
Most Frequent Adverse Events 132%9 Pﬁ:ggbu 432;:59
n {%} n (%) n (%)

Any AE 13(33) 16 (41) 12 (33)
Any AE related io investigational product 1(3) 3 (8) 6 (17)
Most Gommon AEs:
{= 5% in any treatment group):
Dermatifis contact 6 {15) 9(23) 2 (6)
Headache 1(3) 2 (5) 2(6)
Nausea 0 0 2(6)

observed,

a. Three doses of GSK1265744 150mg (5X30mag tablets) g 12 hours;
b. Three Doses of G8K1265744 placebo (5 tablets) q 12 howrs;
¢.  Asingle dose of moxifioxacin 400mg (one 400mg tzblef)

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

22. Conclusion (summary)

150 mg q 12 hours x 3 doses.

daily at steady-state.

o (GSK1265744 was generally well tolerated. No deaths or SAEs were reported and
all AEs were mild or moderate in severity.

o (GSK1265744 had no effect on cardiac repolarization at a supratherapeutic dose of

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




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

Applicant (registration certificate holder) l G'L/\__,‘\_

(signature)

Karen Grainger
VP, Head of Regulatory Affairs
ViiV Healthcare

{Procedure amended by new annex 30 according to MoH Ulraine Order Ne 1528 of 27.06.2019 }
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sunpobysaunus ID-L.AT117009

1. Hasea nikapcbkoro 3acofy (3a HagBHOCTI - HOMEp PeecTPaLiiHOro
IOCBIMYEHHS)

AITPETIO I, TabneTkH, BKpHTI IITIBKOBOI 000NOHKOM0, 1o 30 Mr

2. 3asBHUK

iiB Xenckep FOK Jlimiten

3. BupoOuHk

BupoSHRITBO Hepo3(acOBAHOIO NPORYKTY, KOHTPOJIL AKOCTI TOTOBOr0 MPOAYKTY
I'naxco Onepeiitnc IOK Jimiten, wo Beae AiANBRICTS sx [nakco Bemmkom OnepeiitHe /
Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)

[Ipaitopi CrpiT, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka bpuraHis

MlepeunHE Ta BTOPHHHE NAKYBAHHS, KOHTPOJIb AKOCTi FOTOBOrO NPOXYKTY, BHIIYCR cepii
Asexina ge Excrpemanypa 3, [Ton. [na. Annenneayepo, 09400 Apanna ae Hyepo, Byproc /
Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Aranda de Duero, Burgos

Icnania

4. TlposeneHi TOCHigKeHHs:

v Tak Hi, AKILO Hi, 0OrpyHTYHTE

1) TMR nikapchKOro 3acoby, 3a akuM nposoaunacs abo niaHyeTsesa
peecTpais

TTixapcekuii 3aci6 32 OBHMM A0Cke (ABTOHOMHE AOCHE), IHIIMHA nikapebkuif 3aci6, Hoa io4a
PEeUYOBHHA.

5. [ToBHa Ha3Ba KIHIMHOro BUNPOBYBaHHs, KOZOBAHHH HOMEp KITHIMHOrO
BunpoByBaHHA

TocnimxeHns Ans ouinky snnusy npenapaty GSK1265744 150 Mr, 110 3aCTOCOBYETHCS
MepopanbHO KOXHi 12 rofuH o 3 1034, Ha CepleBy NPOBIAHICTb 32 AaHHMH 12-inBeaeHs
e TeKTPOKapAIorpaMu y MOPiBHAHHI 3 11aa1ebo Ta OHOPa30BUM NEPOPaNbHHM NIpHUIHOMOM
MOKCHNOKCAUNHY

[Tocnimxenns LA1117009

6. haza kiiniuHoro BUNPoOYBaHHA Pasza |
7. IMepion knikiyHoro BUNpofyBaHHs 3 [21 ciuns 2014] - [10 ueppus 2014]
8. Kpaium, B SKMX NpOBOAMIOCS KIliHiuKe BHIPOOyBaHHs CLUA

9. KinbxicTsh NOCTIIKYBAHHX

3annaHoBaHo: 42
axTruna KinbkicTs cy0'eKTis focaigkeHHs: 36

10. Mera Ta BTOpMHHI Uini KIiHi4HOTO BUNPOOYBaHHs

OcHoBHA

» I[IpoaeMOHCTPYRATH BiACYTHICTb €(PEKTY [IOBTOPHHX IIEPOPANTBHHX 103 GSK 1265744
{150 mr) (cynparepaneBTHYHA [03a), 10 BU3HAYAETHCSA 32 CKOPHUI'OBAHMM Ha GazoBuit
piBeHb, MAKCHMANLHEM 3a uacoM edexrom QTcF, nopisxsano 3 mnauebo




TOPHHHI
¢ OUiHHTH BIUIMB NOBTOPHHX K03 GSK 1265744 (150 mr) na QTeB, QTCI, intepran QT
Ta 4acToTy cepueBux ckopoyeHs ( HR) nopisHsano 3 nuraue6o.

*  OUiHHTH BIUIHB OJHOPA30BOT 1031 Mokcuguokcauuny (400 mr) va QTcF, QTcB,
QTei, inTepsan QT Ta yacToTy cepuerHX ckopouers ( HR) mopisusuo 2 nnaue6o.

® Onmcary ¢papmakokineTnky npenapaty GSK1265744.
* Onucaru apMaKokiHeTHKY OTHOpa30BOT A03u MOKCH(10KCaHHy (3a HeoBXinHocTi).

® Ouinuty Ge3neky Ta NEPeHOCHMICTE npenapaty GSK 1265744 nicis nosTopHux 103
150 mr.

* Oxapakrepusysarn 6yas-nkuit PK/PD 38'130k Mik Bruneom GSK 1265744 Ta
3minamu QTcF, QTeB i QTci.

11. JIuzaiin kniniuHoro sunpobyBsaHHs

Lle Syno parnoMizoBane 4acTKORO chirte, TPHNEPIOAMYHE, 36aNaHCOBAHE MepexpecHe
MOCITIZHKEHHA 3 IOBTOPHUMH A03aMHM TS OLIHKH BIUIHBY Ha CEPLEBY OPOBIHICTh
HaTEPAaNeBTHYHOT 103K npenapaty GSK1265744 nopisHsano 3 miane6o ¥ BIAMOBIAHUX
3I0POBUX I0OPOBOBLIB YONOBIYOT Ta JKIHOUOT CTaTi. MokcudrokeatuH ciryrysas
MO3UTHBHUM KOHTPOJIEM.

Ckpuninr | N Ilepiox 1- 3 Honasaniie
cnocTepexenys
Ulonaiimenine | 42 | [Tepion | Bumusanns Iepion 2| Bumnsauua |Ilepioa| 10-14 quis
30 ouie 1 [lonaiiMenue [Tlonafimene] 3 MicAst OCTAHHBOT
21 pHig 21 mHis 103K

Cy6'eKTH NPOXORKMAN CKPHHIHIOBHIT Bi3HT npotarom 30 auiB micns npuifomy nepuuol 1oy
J10CITIIDKYBAHOTO Npenapaty, TphoX Hepiofis TNKYBAHHA Ta NEPIOLY CIIOCTEPEKEHH,
Cy6'exTiB npHiiMany no KIiHiYHOro Binminenus Ha 2-ii JIeHb KOKHOTO NEpioLy N03yBaHiA |
BAITHILANH Y BIIINEHH] 0 3aBepmenHs 24-FOMHHHEX OLIHOK Ha 3-ii JieHb. Y nepuiii neHp
1] AHOCITIHAM TIPOBOAKM GearepepsHuil XONTepiBCLKUA MOHITOPUHT IPOTATOM NPHO/IH3HO
24 roguu. Bpanui 1-ro ins yyacHukH, pangoMizosani Ha npuitom GSK 1265744 abo

GSK 1265744 mnaue6o, mouanu npuiimMary neputy 3 3 g03 150 mr GSK 1265744 abo miane6o

kooxHi (q) 12 romun. Ha 2-31 nes ycim cy6'extam nounuamu fe3nepepeHuUii X0NTEpiBCHKHI]




MOHITOPHHT NPHOJIM3HO 3a 2 FOMMHH [0 MPHitoMy 3-T 103u GSK1265744, nnaue6o

GSK 1265744 a6o no3u 400 Mr mokcudnokcauuHy. Bripozoex mocnimxenHs 36upanu
ABAHANIATHRINBEACH! eneKkTpokapaiorpamu (EKD), Geanepeppruit XOnTepiBChKUiA
MORITOPHHT, KJIiHI4HI J1aG0paTOpHi TecTu Ha Ge3nexy, RUMIPIOBAHHS HTTERO BAKITHBHX
MOKa3HHKIB, Qi3HKANEHI 06CTexEHHS, 3BiTH IpO MO6iUHI peakuii Ta papmMakoKiHeTHYHI
Bpasky.

Cy6'exTu OTpUMYBanH KoXHy 3 3 nponenyp PaHZOMI30BaHO, 3 IIEPEPBOIO M NPHHOMaMK
moHakiMerwe 21 geus. Cy6'exrn Ta gocrinnuk 6ynu chinumu nin vac JIKyBaHHA NpenapaToM
GSK1265744/mnaueGo. Mokcudaokcaliy npusHayapcs BiJIKPHTHM CIIOCOGOM.

CepleBy npoBinHicTh BUMIpIOBATH y Beix cyB'eKTiB 3a JONOMOTOIO 24-roguHHOrO
6eanepepsHoro 12-BinBinHoro XonTepiscekoro MoHiTopa Mortara H12 plus 3 vacrororo 1000
1" B ens 1, a MOTIM 3HOBY, IOYMHAIOMHM 34 2 FOAMHH 10 HO3YBaHHA BpaHLi gHA 2, no 30
XBHJTHH I1IC/A OCTRHHEOT TOYKH 300Dy NaHHX BPaHLi JHA 3 KOAKHOTO nepiofy 103yBaHHA.

KonTponsHuii BisuT nposoauscs uepes 10-14 AHIB Micns BREAEHHS OCTAHHBOT RO3M
OCIIUKYBAHOrO NPETapaty B 3 nepioai ikyBamus.

12, OcHosHi kpHTepiT BrItOUEHHS

Y nociimkenus 6ynu BKIIOUEH 300POBI HONOBIKY Ta XKiHKU 63 IITOPOIHOI'O MOTEHUiaNy
BikoM Bift 18 110 55 pokiB 3 Macoto Tina 250 Kr s YoNoBIKiB | 245 Kr 1% KIHOK Ta (HIEKCOM
macH Tima ( BMI) B meskax 18,5-31,0 kr/m2 (BKTIOUHO).

13. Nocainxysanui nikapeskuii 3aci6, crioci6 sacrocysanms, cuna nil

GSK1265744B Tab.erka:

JlosyBanns Tabnetkn: 30 mMr/5 tabnetok ana go3u 150 mr; 3aCTOCOBYIOTh NIEPOPANBHO
GSK 1265744 150 Mr xoxHi 12 ronu na 3 npuitomu, Homep cepii 122369164/132378694

14. [Tpenapar nopiBHAHHS, 1033, CIOCIH 3aCTOCYBAHHS, CHIA MiT

GSK1265744 Ilnanebo:

Jlozysauns Tabneriu: HI; nepopansho BBOaWIHM mianebo ans nopisHsaHES 3 GSK 1265744
koxHI 12 roaun Ha 3 mo3u; Homep cepif 122367171/132378695

Mokcrdaokcanuu;

Tabnetxu no 400 mr 1 Tabrerka ana aosysanus 400 MT; 32CTOCOBYIOTh [IEPOPANIBHO Y BHTII]
ONIHOPAa30BOT A03YBAaHHA Ha 2-if ieHb; HoMep naprit AH0029V

15. Cynytus Tepania

Jlossoneni npenapaty: Aueraminoden y fozax <2 rpamiB, Ha 106y 6ye nosponennii. [Hwi

cymyTHI tikapebki 3acobH posrnsanues s KOXXHOMY KOHKPETHOMY BHIIZAIKY (NOCIiIIHHKOM




micis koHcynbTatlil 2 ) GSK Medical Monitor (3a HeoGxianocTi).

16. Kpurepii onis#ky ef)eKTHBHOCTI

EdexTuBHICTE He OLiHIOBANACS B BOMY JOCIIIIDKEHHI.
TTepBHEHi:

¢ 3wmina 8in suxigroro piBaa QTcF ana GSK1265744.
Bropnamui:

e 3MiHa BiA suxiguoro pieHg QTcB, QTci, QT, QRS, PR Ta HR ana GSK1265744.
» 3mina Big BuxigHoro pisag QTcF, QTeB, QTei, QT, QRS, PR 1a HR ans nnaue6o.

¢ 3wmina Bin BuxigHoro piBus QTcF, QTceB, QTci, QT, QRS, PR ta HR ans
MOKCH(IOKCALHHY

e AUC(0-t), AUC(0-00), Cmax, tmax, CL/F, Vdz/F Ta t1/2 Bing nna3sMoBux
korueHTpauii GSK 1265744 ta Mokcudnoxcanuuy (3a neobxigHocri).

o 3mina QTcF, QTcB ta QTci Bix BuxinHoro pisust Ans GSK 1265744, piznuus mix
GSK1265744 Ta nnauebo y 3mini QTcF, QTceB Ta QTci sin suxinHoro pisHs. AUC(0-
24), AUC(0-t), AUC(0-0) Ta Cmax iz xoHuentpauii GSK1265744 y nna3mi kpoei.

17. Kputepii ouinku 6e3rnexu

besneka Ta iepeHocumicTs npenapaty GSK1265744 ouiHiosanucs 3a nauumu 12-sinseness
EKI', >KMTTEBO BaXUIMBUX MOKA3HHKIB, HeOaKaHMX ABHIL Ta KIiHIYHHX 1a60paTOPHUX TECTIB.

18. CTaTHCTHYHI METOAHK

Bei craTueTuusti ananizu 6ynu npoeesieHi BIAMOBIAHO 10 NPOTOKOY T4 IU1aHy 3BITHOCTI Ta
aHanisy.

(OCHOBHOI CTATHCTHYHOKO METO0 GYNI0 MPOREMOHCTPYBATH BiJICYTHICTb BIUIUBY
BactocysaHHd GSK 1265744 wna intepran QTc nopieHado 3 miaueto.

Ocrarounuii aHani3 6ys npoReneHHH HACTYTHUM YHHOM:
@DapmaroxineTHuHi ananisun: Jani koHueHTpauii-yac mnasmu GSK 1265744 ananisysanu

HEKOMIAPTMCHTHHUMH METOIaMH 3a aonomorolo rporpamMi WinNonlin 5.2 abo nosilnoi Bepcii.
Ha ocrosi fanmx npo KOHUEHTpaLilo-4ac y w1asMi kposi 6yITH BU3HAYEH] HACTYIHI

(hapMaKOKIHETHYHI NapaMeTpH, HACKLIBKY Lie A03BOJIANH Aadi: Tltola nif kpusoio




«KOHLIEHTpaLt-4ac» Bif Hyma (Hoza) xo 24 rogus micng npuitomy (AUC[0-24]) micna mosu 3,
AUC(12-36 ron), MakcuMallbHa KOHLEHTpaLid, o cnocrepiracrecs (Cmax), Yac ZOCATHEHHS
Cmax (tmax), ysBHuiT KnipeHc micns nepopankyoro npuiiomy (CL/F) Ta yasuuif o6'em
pO3MoAiny y piBHOBKHOMY CTaHi Iicis nepopanbHoro npeiiomy (VAz/F).

apmakoaMHaMivHi aHanizH: IlepBrHAa KiHuepa Touka, sMiHa QTcF Bin BUXinHoro pisus,
Oyna npoananizoeaHa ana nopieHAHHA miauebo ta GSK 1265744 3a fomoMoroo Moneni
KoBapiallifHOro aHaflisy noBropHux BuMipie (ANCOVA), B akiii cy6'ekT OyB BHIANKOBOW
3MIHHOIO, @ TIepiof, Yac, JIKYBAHHA TA B3aEMOJIA BiR NIKYBaHHS O NMIKyBaHHA OyIH
drikcoBaHHMH 3MIHHHMH edeKTy.

DapmaxokineTHuHHit/ GapMakogHHaMiuHui aHanizu; [lo6 gocnignuTH B3a€MO3E'130K
kouuenTpauis/QTc, inausinyansauit QTcF, inausinyansiy smitny QTcF Bia Buxiasoro pieus
(AQTcF) ta inpuBinyansHi rpynu nikysadHs GSK 1265744 - anauebo y surnani pisauui QTcF
Bin BuxigHoro pisHa (AAQTcF) 6ynu HaHeceHi Ha rpadik 3al€XHO Bill KOHUEHTpALIT B
KOsKHIHM To4Ll yacy. JliHiiKi kopensauil mnazmoeol konuentpauil GSK 126744 ta 3miHuux
QTcF 6ynu noOyaoBaHi 3 HakNagaHHAM MigirHaHoT Aixil perpecil.

B3aemo3s’s30Kk Mixk inTepBanom QTe i konuenTpauieto GSK 1265744 y nnasmi gocnimkysanu
3a gonoMoroB3aeMoss'azok Mk iHTepBanoM QTc Ta konuenrpauiero GSK 1265744 y nnasmi
KPOBI ROCHIIAKYBAIH 3a LOMNOMOrOIO JIIHIHHOro MOIEMOBaHH 3MitaHUX edeKTiB. 10 miaxony
TiRIHHOrO MOAEMIOBAHHA 3MIlIAHKX eeKTIB.




19. lemorpadiyti MOKa3HHKH JOCIIIKYBaHOI NOMYIAN] (craTh, Bik, paca
TOLIO)

NemorpadiyHi NoKasHUEKK GSK1265744* | GSK1265744" Mokcudinokcaumy)  3aranom
150 mr Mnauebo 400 mr N=42
N=40 N=39 N=36
Bik (pokiB) [CepeaHe 3HaueHHs 34,6(11,23) | 33,6 (11,53) 34,0(11,37) 33,9 (11,37)
(SD)]
Crath [n (%)]
Kinova 9(23) 8 (21) 8(22) 9 (21)
Yonosiva 31 (78) 31 (79 28 (78) 33(79)
BMI (kr/m2) [CepenHe aHavenHa | 26,58(3,237) | 26,40(3,181) | 26,50 (3,272) 26,54
(SD)] (3,177)
BpicT (cm) [CepeaHe aHa4eHHs 172,51 172,63 172,64 172,49
{(SD)] (7,938) {7,839) (8,154) (7,754)
Bara (kr) {CepenHe aHaueHHs 7910 78,69 79,00 78,96
(SD)] {11,119) {10,909) (11,221) (10,932)
ETHiuHa npuHanexHicTk [n (%]
NatvsoamepukaHui abo 3(8) 3(8) 3(8) 3(7)
NaTvHoaMepuKaHL
He icnaHoMoBHi uu 37 (93) 36(92) 33(92) 39(93)
narvHoamepukaHLi
Paca [n (%)]
HerpoigHa noxomx«eHHs 16(40) 16 (41) 15 (42) 17 (40)
AmepuKaHcbki iHaiaHLi abo 2(5) 2(5) 2(6) 2(5)
NpeaCTaBHUKM KOPIHHOIO
HaceneHHa ANACKK
KopitHe HaceneHHs [aBaicbkux 0 1(3) 0 1(2)
0CTPOBiB abo iHLKMX OCTROBIB
TUXoro okeany
£BponeoiaLa paca 22 (55) 20(51) 19(53) 22(52)

a Tpu poan GSK1265744 150mr (5x30mr TabneTok) koxni 12 roauH;
b. Tpu goan nnauebo GSK1265744 (5 1abnetok) koxHi 12 roauH;
¢ OpHopasosa fo3a mokcucbnorcauvry 400 mr (ogHa Tabnetka 400 mr)

20. Pe3ynpTaT eheKTHBHOCTI

Mapmarorineruxa (PK):

Pesynsratd napamerpis mnasmu GSK 1265744 PK npencraBneHi B TabmuLi HIKYe




Ysaraabneni dapmakokinernuni napamerpn mnasmu GSK1265744 (y3aranbHena
nonyaguis PK)a

NikysawHst | Crate | n Cmax3 |AUC(0-12) a| AUC(0- 24) a tmax b
(Mkr/mn) | (mkr. rog/mn)|(Mkr. rog/mn) (ron)
(GSK1265744¢ K 9 25,1 234 409 2,0 (1,0-4,0)
150 mr (22) (22) (22)
[21.2,296] | [198 277] [345 484]
Y 3 21,9 213 380 2,0 (1,0-4,0)
(19) (15) (15)
[20.4,234] | [202225] [359 402)
3aranom | 40 225 217 386 2,0(1,0-4,0)
{20) (17) (17)
(21,1,24,0] | [206 229] [366, 408]

2 Y

CEpefiHe reoMETpUYHE IHaueHHs (CV%)

[80%Cl]

Mepgiava (ofanaion)
Tpu foan GSK1265744 150 mr (5 Tabretok no 30 Mr) kOxHI 12 rogun

PapmaxonnHamiubi pesyasTaTh:

[lepernua kinuesa Touka Bnausy GSK 1265744 Ta MOKCH(OKCALMHY Ha PenonspH3aLiio
Cepid ouiHioBanacs 3a 3minoo QTcF nopisHano 3 nnaue6o (AAQTCF) y uaci i BuxinHoro
PIBHS MOPIBHAHO 3 rnanue6o (AAQTCF). 3mina AAQTCF 3a yacoBuMM TOUKaMM 3 MOTEN
pMitmaHoro edexTy ta 90% nosipunii inrepean ( CI) nigcymopai B TaGnuui Hubkue




PeayabTaTn HOBTOPHEX BEMipIoBanL CTaTHCTHYHNI aHATI3 QTcF (mcex)

Yac (roguHn)

GSK1265744 150 mr koxHi 12 ropun

Mokcudpnokcaumx 400 mr

Biaxuneuns Big 90% Cl BigxuneHnn i 90% ClI
MOYaTKOBOIO PiBHA NoYaTKOBOTO piBHA
(GSK1265744- (moxcudpnokcaymH
nnaue6o)a, ¢ - nnauyebo)c, b
CepegHe 3HaveHHs CepepHe 3HayeHHn
(SE) ( SE)
0,5 0,70 (1,999) -2.62, 4.02 5,40(2,051) 2.00, 8.81
1 -0,37 (1,742) -3,26 2,563 8,75(1,787) 5,78,11,71
2 0,44 (1,831) -2,61 3,48 11,67(1,878) 8,55,14,79
3 -0,62 (1,690) -3,432,19 10,49(1,734) 7,60,13,37
4 -0,37(1,526) -2,91217 11,81(1,565) 9,20,14 .42
6,5 0,50 (1,633) -2,21,3, 22 10,08(1,675) 7,29,12,86
8 2,62 (1,589) -0,02 5,26 13,03(1,630) 10,32,15,74
12 -0,34(1,659) -3,10,2, 42 7,79(1,680) 4,98,10,60
24 1,13(2,047) -2,27 4,53 6,53(2,100) 3,04,10,02

Nixysants;

a 744 =Tpu posu GSK1265744 150 mr (5 Tabnerok no 30 Mry koxki 12 roguH;
b PBO = Tpu foau nnaue6o GSK1265744 (5 Tabinetok) kosui 12 rouk;
c.  Moxo= Opropasosa fo3a mokcudnokcauyHy 400 mr {oHa Tabnetxa 400 Mr)

maanedo nas 3minn QTcF Bin Buxizsoro pisus (90% CI)

Mpumitka. BincyTHicTs eexTy AEMOHCTPYETHOR, AKWG BEPXHS Meska S0% Cl (95-% NepueHTUNL) ANS aKTUBHOO
(GSK1265744) - nnawe6o B koxHit yacosil Touuj noBHICTIO YIpUMYETLGA RPOTArOM 10 Meex,
Flpumitka: 3 cy6'erTu Buknioveni 8 aHanisy Yepes BCYTHICTD NGHATKOBHX ZHAYEHD.

BinminnicTs nikysanma Big niiaue6o mono sminu QTcF OPiBHAHO 3 BHXIIHUM piBHEM
NPEICTABIEHA HA PUCYHKY HIDKYE.

['padix cepeanroro smauenns naiiMenunx KBajApaTis BiaMiHHOCTI iKyBanua Big
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3annaHobaHui BigHoCHHH Yac 40 npuicMy 031 NEPLIOro AHA
o 744 -PBO meereememem  MOXi - PBO

FikysanHa

a.  744=Tpu poau GSK1265744 150 mr (1abnemiu 5%30 Mr) KowHi 12 rogu;

b. PBO = vpu gosu nnaueto GSK1265744 (5 1abnevox) koxi 12 rov;

C. Moxi= OnHopasosa no3a MokcudpnoxkcauuHy 400 mr {oaHa Tabnetka 400 Mr)

15t nepBuHHOT Kinuepoi Touxn, QTcF, Bei 3HaueHus, 3icTaBnewi 3a 4acoMm, Ta 1X BiJNoBiaHi
BepxHi Mexi 90% Cl 6ynu Hipxaumu 3a 10 mcek g GSK 1265744, MakcHMabHa 3MiHa y
Haci NOPIBHAHO 3 BUXiAHMM piBHeM ana GSK1265744 150 mr crnocTepiranaca Ha 8 roauni
(2,62 meex, 90% CI): -0,02, 5,26 mcex). Makcumanbha 2Mina Y yaci NopiBHAHO 3 BHXiJHHUM
pisHeM 11 MOKCHIOKCALMHY cOCTepiranacs Ha 8 roquui (13,03 mcex, 90% CI): 10,32,
15,74 mcex). Ockinbku nOCHiKEHH MANO JOCTATHIO YYTIHBICTE A1 BUABICHHA
MOSHTHUBHOTO BILIHBY MOKcH(AOKcaumuHy Ha QT, 3pofneno BUCHOBOK, IO Lie JOCTiMKEHHS
6yno saniguuM. Ha npotusary usomy, ans GSK 1265744 e 0y710 BHABJIEHO 3HAYHOTO BIUHBY
Ha penonapH3aLiio cepus,

CepeaHi 3naueHns a3minu nokasuukis QTcF, wo ouimosannes sk BTOPHHHI KiHLIEBI TOYKH,
TMOPIBHAHO 3 BUXIAHAM piBHEM, 6YNIH CTaBiIBHO HARBHIUMMY B rpyni nikyBaHHs
MOKCH(IOKCAUMHOM. Peay/IbTaTh /i BTOPHRHMX KiHICBHX TOYOK QTcB Ta inTepsany QTc 3
ypaxyBaHHAM IHAuBIAyaneHoT kopekuii (QTci) Binnosinam pesynbTaTaM IS [epBHHHOT
KIHUEBOT TOYKH JUIS LHX BTOPHHHMX KiHLUEBHX TOUOK, OCKUIbKH BCi 3icTaB/eH] 3a uacoM
|3Haqem-m Ta ix BiAnosinHi BepxHi Mexi 90% CI ymu minkye BepxHboi Mexi 10 Mcek.




GSK 1265744 Ta MokcHbIOKCAUMH He BOTHBANH Ha HaCTOTY CepPLEBHX CKOPOUEHb.

QTcF BBaXanyu HOCTOBIPHOIO MEPBHEHOK KiHUEBOO TOUKOIO, OCKI/IbKY Kopekis DpHaepuuii

ANECKBAaTHO BpaxosyBana edext RR.
I'padix npenosn QTcF inanBigyansnoro cy6'ekra nporn opexosu RR

500

QTeF{Meak)

300
T T T T T T T
1200 1300 1200

RR (Mcex)

Piznanna perpecii; QTcF-396, 712-0.001643*RR

R-xpagpart = 0,0001
D-3HaueHHs= 0,5436

PK/PD
Hapamerprni ouinku 36'a3Ky Mixk noxriiinmm AennTa-QTcF Ta uacoporo
roRueHTpanico GSK1265744 nporsirom 24 rogun

Mogenb Mapametp Mpubnu3uui (Mcek) 95% Cl (mcek)
ddQTcF=INT+Haxun*CONC CepegHe 1.3822 -3 328,68, 092
NepexonneHHs
CepepHilt Haxun -0,00005 0 000,0, 000

Ockinexu 95% CI ouinok IIAPAMETPIB MICTATE HYJIb, 3 ULOTO JOCTHLIKEHHA MOXHA spobury
BUCHOBOK, L0 3B'A3KY Mix KOHUeHTpauieto GSK 1265744 ¥ mnasmi kposi Ta AAQTCF ne




puseneno. Ockinbiku GSK 1265744 He pruusas Ha AAQTCF npu excnosuuisx, mwo B ~3 pasu
MepeBUILYBAIH RMOBIpHY KIIHIUHY 03y, Pe3yNBTATH JOCIIMKEHHS CBIYATh MPO Te, 1O

GSK 1265744 re srutuBatiMe Ha AAQTCF npu konuentpauinx 7,49 mxr/mn, ovikysada Cmax
y kriniuamMx ymosax s GSK 1264744 30 Mr oguH pas Ha 106y.

21. Pesynprary Oe3neky

KopoTkmii onnc HaiiwacTimix no0ivHX peaknil

GSK12657442 | GSK12657440 | Moxi1loxacin

Haivacriwi nobivHi peakuii 150 mr n=40 |Mnaueto N=39! 400 mr N=36
n (%) N (%) n (%)
Byab-ska P 13(33) 16 (41) 12 (33)
Byaw-sxa MNP, nor's3aHa 3 gocnifKyBaHum 1(3) 3(8) 6(17)
NPOAYKTOM

[HLWi 2aransHi MP:
(= 5% y Byab-gxifi rpyni nikyeaxHsa):

KOHTaKTHUI JepMaTuT 6(15) 9(23) 2 (6)
onoBHui binb 1(3) 2(5) 2 (6)
Hygorta 0 0 2(6)

a. Tpu aoan GSK1265744 no 150 mr (5 vabnetok no 30 mr) koxHi 12 roau;
b. Tpu aosu nnayebo GSK1265744 (5 rabnetok) koxui 12 rogus;
¢ Onvopasosa goza mokcudtokcaumHy 400 mr (oaHa Tabnetka 400 mr)

[Tig yac nocnimxenna He 6yno 3adikCOBAHO NeTANbHHX BHIIAAKIB, cepiosHux TP Ta 3HauHuX
[TP. Yci nebaxani apuila GYJIH JIErKOro CTyNeHs, 33 BUHATKOM ABOX aABHLL 2-ro cTyneHs. B
OIHOTO YYaCHKKA OYB PO3PHUB aXiNIOBOrC CyXOXHIUIA, @ B IHILOrO - TiABHILEHHS PiBHA
kpeaTHHPocPOKIHa3H, 1o He BYIo MOB'A3aHO 3 NPUIHOMOM JOCIIIUKYBaHUX Npenaparis.
KniHivHO 3HAYYIIHX TEHASHUIH Y KIHiYHYX Na00paTOPHEX MMOKA3HHKAX, TOKA3HHKAX
bKHTTENIANBHOCTI 260 enexrpoxapaiorpami (EKI) He cnoctepiranocs.

22. BHCHOBOK (3aKNiOUEHHS)

e (GSK1265744 3aranom no6pe nepeHocuscs. He moBizoMnanocs npo cMepTenbHi BUNAIKH
afo CITS, a sci [TP 6ynu nerkoro aGo noMipHOro CTyneHs TAXKKOCTI.

e GSKI1265744 He BINMBAE Ha PENONAPU3AL|I0 cepus Y HagTepanesTHYHIH 1031 150 Mrq 12
rOAMH X 3 MpH#OMH.

e  Makcumannha konueHTpauis GSK 1265744, gocarHyTa B oMy NOCHLKEHH, Oyna
npubIK3HO B 3 pa3sH BUIIOIO, HK IIPK 3aCTOCYBAHHI CTaHAAPTHOI KiiHiuHOT no3u 30 mr
OJ14H pa3 Ha 106y B CTALliOHaDPHOMY CTaHi.




®  Jlocnimkenns 6yno aocratHbo YYTJIMBHM, 11100 BUABHTH BIUIUB MOKCH(IOKCALIHHY,

MO3UTHBHOTO KOHTpomo, Ha QTcF, wo niarsepmiye AOCTOBIPHICTE Pe3yNbTaTiB.
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Clinical Trial Report - 24
Study ID- LAI116482: Week 144

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

APRETUDE, film-coated tablets, 30 mg

2. Applicant

ViiV Healthcare UK Limited

3. Manufacturer

Manufacturing of Tablet, quality control

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

United Kingdom

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

Avda. de Extremadura, 3, Pol. Ind.

Allendeduero, 09400 Aranda de Duero

Burgos, Spain

4. Studies conducted:

v yes no ifno, please justify

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

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

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

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

Other interim reports associated with this study are listed below,

AI116482 Week 24 report: (GSK Document Number 2013N168724_00)
LAI116482 Week 48 report: (GSK Document Number 2013N180642_00)
LAT116482 Week 96 report: (GSK Document Number 2014N216014 00)

6. Phase of clinical tria]

Phase 2b

7. Period of clinical trial

from [06August2012] — [18December2015]

8. Countries, where clinical trial has been conducted

[USA, Canada




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

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

Secondary:

Overall secondary objectives:

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

o To evaluate the effect of 10, 30, and 60 mg of CAB on selected

virologic and immunologic markers of HIV infection over 96
weeks.

Induction Phase — Specific Secondary Objectives:

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

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

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

between CAB plasma exposure at Weeks 2 and 12 and virologic




Maintenance Phase — Specific Secondary Objectives:

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

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

To evaluate the effect of various demographic factors and

adherence on exposure-response parameters of CAB through
Week 24.

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

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

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

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

To characterize the PK parameters of CAB and RPV and to
explore exposure-response relationships (e.g., the relationship
between CAB and RPV plasma exposure at Weeks 26 and 36 and

virologic response or occurrence of AEs from Week 24 through
Week 96);

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




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

11. Clinical trial design

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

12. Main inclusion criteria

The main inclusion criteria included:

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




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

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

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

13. Investigational medicinal product, mode of administration and
strength

Investigational Preduct Strength and Packaging Batch Numbers
CAB 10 my tablets; 34 {abiets per battle 121363627,
122365380,
122369296,
132376804

CAB 30 ing tablets; 34 tablets per bottle 121363628,
122365367,
122366288,
122369392,
132372641,
132376537,
132378667,
142385023,
142386126

RPV 25 mg tablets; 30 tablels per bottle BLLOEQO,
DLCS401,
DHLS603,
EFLOJDY

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

Investigational Product Strength and Packaging Batch Numbers

CAB Flacebo to Maich (PTM) | PTM CAB; 34 fablets par boille 121363629,
122367705,
132377466,
132371244

EFV 600 mg tablets; 30 tablet per botle 2B72677,
2370625,
3CE1876,

377954

15. Concomitant therapy

Permitted medications: Concomitant medications (prescription and non-




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

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

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

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

16. Criteria for evaluation efficacy/PK

Primary:

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

Secondary:




Overall secondary endpoints;

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

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

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

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

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

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

Induction Phase — Specific Secondary Endpoint:

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

Maintenance Phase — Specific Secondarv Endpoints:

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

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

17. Criteria for evaluation safety

Secondary:




Maintenance Phase — Specific Secondarv Endpoints:

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

18. Statistical methods

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

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

With 50 subjects per arm, and assuming true response rates of 8§5% and
75%, respectively in 2 dosage arms, there was at least 55% chance that the
superior dose would be selected (i.e., the observed difference in the 2
dosage arms would be greater than 8%), while the chance of incorrectly
selecting the inferior dose was <1% (i.e., the observed difference in the 2
dosage arms would be less than -8%). The chance of not being able to
make a selection between the 2 doses was 44% (i.e., the observed
difference in the 2 dosage arms would be between -8% and 8%).

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

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




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

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

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

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

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

Efficacy analyses performed included summaries of the proportion of




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

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

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

group.

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

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

Pharmacokinetic Analytical Methods:

The following CAB PK parameters were estimated for subjects in the
intensive PK sampling group at Week 2: area under the plasma drug
concentration-time curve from pre-dose to the end of the dosing interval at
steady state (AUC (0-t)), maximum plasma drug concentration (Cmax),
pre-dose plasma drug concentration (C0), concentration at the end of a

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




IApparent clearance following oral dosing (CL/F). CAB C0 was estimated
from pre-dose concentrations for all subjects in the Sparse PK
Concentration Population and also Weeks 12 and 26 and 36 of the PK
Summary Population. RPV C0 was estimated from pre-dose
concentrations for all subjects in the Sparse PK Concentration Population
during the Maintenance Phase of the study. An individual average CO
(which includes Cr for intensive PK group) was created for each phase of
the study.

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

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

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

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

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

Pearson’s correlations and p-values between dose-normalized CAB PK
parameters (AUC (0-1), Cmax, C0, individual subject average C0) and

age, weight, height, body mass index, body surface area (BSA), gender,




Pearson’s correlations.

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

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

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

Summary of Demographic Characteristics:

CAB CAB CAB EFV Total
Demographic Characteristic 0mg | 30mg | 60mg | 600mg | N=243
N=G0 N=6 | N=61 N=62
Age (yrs), n (%) .
Mean 34.0 4 362 35.6 35.1
5D 9.91 1024 10.15 1230 10.68
Median 32.0 325 J6.0 325 33.0
Min. 19 20 18 18 18
Max. 54 of o6 70 70
Sex, n {%) _
Female 35) 283 4 12 10 (4)
Male 67 (92 | 88@7N) | &r(93) | 61{98) | 233(96)
Fthnicity, n (%) ]
Hispanic/Lafino 8{1%6) 16027 | 1423} | 12(19) | 5121
Not Hispanic/Lafino 51(85) | 4473) | 47(7ny | 50(81) | 192(79)
Race, n {%3) )
African American/Adrican Hertage 21(35) | 17¢28) | 1830y | 20(33) [ V6 (31)
American Indian or Alaskan Native 0 ) 2(3) 2(3) 4(2)
Asian - Central/Soufh Asian Heritage 1(2) 1(2) 1(2) 0 3
Asian - Japanese/East Asian 0 12 2(3) 0 31
Heritage/South East Asian Heritage
White 37(62) | 3965 | 36(59) | 39(63) | 151{62)
African American/Adrican Heritage & 0 0 1) 0 1(<1)
Asfan & White
African American/African Heritage & 0 D 1(2) 0 11}
Native Hawarian or Other Facific Islander
African American/African Herllage & 0 2@ 0 0 2(<1)
White
American Indian or Alaskan Native & 12 0 0 0 1(<t)
White
Asian & White 0 0 0 1(2) 1{<1)

SD = Standard Deviation

20. Efficacy/PK results

Efficacy Results




Plasma HIV-1 RNA <50 ¢/mL at Week 144

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

Table 2 Proportion (95% Cl) of Subjects with Plasma HIV-1 RNA <50 ¢/mL at
Key Visits- Snapshot {MSDF) Analysis (ITT-E Population)

CAB CAB CAB CAB EFY
10 mg 30 myg 60 mg Subfotal 600 mg

Visit N=60 H=60 N=61 N=184 N=62

Week 16 n{%) 54 [80) 50 (83) 53 (87) 157 {87) 26 (74)
3655C] {82, 98} (4,93} {78, 95) {82, 92) (63, 85}
Proportion

Week 24 n (%) 52 (87 51 (85} 53 (87) 156 {85) 46 (74)
S5%C1 (78, 95) {76, 94} {78, 95) {81, 91) (63, 85)
Praportion

Week 48 n (%) 43 (30) 48 (80) 53 (87) 140 {82} A7y
95%CI {70, 0) {70, 90} (78, 95) {77, 88) (60, 82)
Proportion

Wesk 72 n (%) 3072 44 (73) 52 (85) 130 (77} 42 {68)
955C1 {60, 83) {62, 85) (76, 84} {71, 83) (5, 79)
Propartion

Week 85 n (%} 41 (68) 45 [75) 51(84) 137 (76} 39 (83
95%CI1 {57, 80) {64, 86) (74,93} (69, 82) (51, 75)
Propertion

Week 144 n (%) 35 (58) 40 (67) 47(7N 122 (67} -
95%C1 {46, 71) (55, 79) {66, 88) (61, 74) -
Proportion

Week 144 n (%) 32 (BB) 38 (69) 43 (78) 113 (68) -

without site | 25% ClI {45,71) (57, 81) (67, 89) {61, 76) -

101861 Propartion

95% Cls ara normal approximation confidence intervals.

A sensitivity analysis was conducted on the proportion of subjects with
plasma HIV 1 RNA <50 ¢/mL which excluded 11 subjects from the

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




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

Figure 1 Proportion (85% CI} of Subjects with Plasma HIV-1 RNA <50 c/mL by
Visit — Snapshot (MSDF) Analysis (ITT-E Population)
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Table Z Summary of Study Outcomes {<50 copies/mL) at Week 144 -
Snapshot {MSDF} Analysis (ITT-E Population)

Outcome CAB CAB CAB CAB
10mg 3dmy 60 mg Subtotal
N=60 N=6D N=61 H=181
n (%) n (%) n (%) n (%)
Virologic Success 35 {58} 40 (67 47 (IT) 122 (67)
Virologic Non-response? 8(13) 8{13) 213} 18 (10}
Data in window not below threshold (<50 ¢/mL) 2(3) 3{5) 0 5 (3)
Biscontinued for lack of eficacy {3 1(2) 1(2) 43
Discontinued for ofher reason while not below 4 1{2) 1{2) 6(3)
threshald
Prior change in ART ¢ 3 {5} 0 32
No Virologic Data 17 {28) 12 {20} 12 [20) 41 23)
Discontinued due to AEE 2(3) 2(3) 4{7) 84
Disconfinued for Other Reasans 14{23) 8{13) 5(8) 27 (15)
Missing data during window but on study 1{& 2 {3} 3({5) 6(3)

& Virologic failure
b. No deaths occumed during this study.

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

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

Of subjects who had >100,000 ¢/mL. at Baseline (high viral load), 16/27
(59%) of subjects receiving CAB remained suppressed at Week 144.
Subjects on CAB with a high viral load were discontinued due to both
virologic and non-virologic reasons. For subjects who had a high viral
load (HIV-1 RNA of at least 100,000 ¢/mL) at Baseline, 7 (58%) of 12 in
the 60 mg group, 4 (57%) of 7 in the 30 mg group, and 5 (63%) of 8 in the
10 mg group had sustained viral suppression at Week 144.




Table 4

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

Population)

Baseline Plasma HIV-1 RNA: 2100,000 ¢fmL
Visit CAB GAB CAB CAB EFV

10 mg 30 mg 60 mg Subtotal 600 mg

R=60 N=60 N=61 R=181 H=62

. nN (%) /N (%4} nil (36} /N %) N (%6)

Baseline 0/52 0/53 /4% 07154 0754
Week 2 28752 {54) 30753 (59) 31745 (63) 89/ 154 {58) 8754 {19)
Week 4 46 152 (88) 44153 (83) 43749 (88) 133 1154 (86} 151 54 {28)
Week 8 4971 52 (84) 48763 (81 45743 (92) 1421 154 (92 20784 (54)
Week 12 47152 (80) 43753 (81) 4114884 1317 154 (85) 36 7 54 {67)
Week 16 49752 (94) 45153 (8T) 44 749 [80) 139 f 154 (90) 42154 {78)
Week 24 46 1 52 (88) 46153 (80 44749 (90} 136 1 154 {88) 40754 (74)
Week 26 A 152 [79) A0 753 (75) 43149 (88) 1247154 {81) 35/ &4 (B5)
Week 28 45152 (8N 43753 (81) 44 1 45 (80) 1321 154 (88) 35154 (67)
Week 32 44152 (B5) 43153 (81) 44 7 49 [80) 131/ 154 (85} 36 /54 (67}
Week 36 A5 152 [87) 43153 {81) 44 1 49 (80) 1327 154 (86) 37 7 £4 {68)
Week 40 44 1 52 {85} 44 153 (8d) 45148 (82} 1337 154 (86) 36754 (67)
Week 48 42152 (81} 42153 (79) 44 ¢ 49 {90) 1281 154 (83) 38784 (70}
Wesk 60 41152 (19) 40/ 53 (75) 44 1 43 (50} 1251154 (81} 36464 {E5)
Week 72 38152 (73 38153 (74) 43149 (88) 120/ 154 (78) 354 84 {65)
Week 84 IEEPATH)) 40183 {75) 431485 {88) 1201 154 (78) 35 f 54 (65}
Week 86 37152 (71 40753 [7h) 43148 (88) 120/ 154 (78) 32784 (89}
Week 108 367152 (69 38153 (72 42 1 48 (86) 1167154 (75)
Week 120 35152 {80 3878 (74) 42149 [B6) 116/ 154 (75}
Week 132 32752 (62) 37153 {79) 421 £9 [86) 1117154 (72
Week 144 307 52 (58) 36753 (68) 401 49 {82} 106 1 154 {63)




Baseline Plasma HIV-1 RNA: 100,080 o/fmL
CAB CAB CAB CAB EFV

10 mg 30 myg 60 mg Subtotal 660 mg

K=60 N=60 N=61 H=181 N=62

i (%) /N (34) N (%) /N (%) N (%)
Baseline 0/8 07 0/12 ;27 0/8
Week 2 178{13) 047 Q12 1127 (4} 0/8
Week 4 278 {25) 317 (43) 0712 5127 (19) 018
Week 8 618 (63) 217 [29) §712(60) 151 27 {65) 1/8{13)
Week 12 678 {75} 217 (29) 9/12 {75} 17 127 (63) 218 (25)
Week 16 578 (63) 417 (67) 8712 {78 184127 {67) 418 (50}
Week 24 618{7%) §I7 D 9112{7%) 201 27 {74} 618 (78)
Week 26 618 (75) 51771 9112 (75) 20127 (74) 678 (75)
Week 28 51875 417 {87y 8712 (67} 18127 {67) 778 (88)
Week 32 618{75) 51T 9f12 {75 20727 (74} 718(89)
Week 26 518 {75) 677(86) 8112 (67) _ 20427 (74) 778(88)
Woek 40 618 (78) §17(71) 7112 [68) 18127 {67) 6/8(75)
Week 48 6875 617 (85) 9112 (758) 21127 {78) G/8(75)
Week 60 618 (75) 417 (60 B2 (6T 181 27 {67) 7/5(88)
Week 72 518 (63 SI7T01 9112 (75 19727 {70) 7/8(88)
Week 84 6/8(75) SITTYN 9712 [75) 20727 {74} T18(88)
Week 96 4 18 {50) 8I7T{TNY 8112 (87) 17 1 27 {63) 718(88)
Weelk 108 57853} S5I7T{TN) 7112 (68) 17 1 27 {63)
Week 120 418 {50} 517{T1) 7112{58) 16/ 27 {59)
Week 132 518 (63) SIT(IN 7112 (58) 17 127 {63)
Week 144 578 (63} 417 {6T) 7112 (58) 16727 {69)

Plasma HIV-1 RNA Response over Time

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

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




Table 5

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

Visit CAB CAB cag CAB EFV
10 mg I0mg 60 mg Subtotal 600 my
N=60 N=60 H=561 =181 N=62
n (%) n (%) n (%) n (%) n (%)
Baseline Q 0 0 0 Q
Week 2 2 (48) 30 {§0) 3 (51 90 (50) 8(13)
Week 4 48 (80) 47 (78) 43 (70) 138 [76) 15 (24)
Week 8 54 (90) 50 (83) 53 (87) 157 (87) 30 (48)
Week 12 53 (88) 45 (75) &01{82) 148 (§2) 38(61)
Week 16 84 (90) 50 (83) 83 {87) 157 (87) 46 (74)
Week 24 52 (8T 51 (85) 53 (87) 156 (86) 46 (74)
Week 26 47 (78) 45 (75) 52 (85) 144 (20) 41 {66)
Week 28 51 {85) 47 (78) 52 {85) 180 (83) 43 {69}
Week 32 50 (83) 48 {80) 53 (87) 151 (83) 43 {69)
Week 36 51 (85) 49 (8% 92 (85) 162 (84) 44 (71)
Week 40 50 (83) 49 (82 52 (85) 151 (83) 42 (68)
\Week 48 48 {80) 48 (80) 53 {80 149 (82) 44 (71}
Week 60 47 (18) 44 (73) 52 (85) 143 [79) 42 (68)
Week72 43 ({72) 4 [73) 52 (85) 13977 42 (68)
\Wesk 84 43 {72) 45 (75) 52 (85) 140(77) 42 {68)
Week 96 41 (68) 45 [75) 91 (84) 137 (76) 39(63)
Week 108 41 (68) 43(72) 439 {80) 133 (79
Week 120 39 (65) 44 (73) 49 (80) 132 (73)
Week 132 37 (62) 42 (70) 49 (80} 128 {71}
Week 144 35 (58) 40 (67) 47 (77) 122 (6N

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




Table §

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

Act Rel, CAB CAB CAB CAB EFV
Time 10 myg 30my 60 mg Subtotal 600 mg
=60 N=60 N=61 =181 N=62
/N (%) N () N (%) /N (%) /N %)
Basefing 0760 0760 0i61 07181 0762
Week 2 29157 {51) 30/ 56 {54) 3175953} 807172 (52) 8/59(14)
Week 4 48158 (83) 47 157 (82) 43759 (73) 1387174 {79} 161 57 {26)
Week 8 54 159 (32) 50756 {83) 53757 (93) 157 1172 (91) 30755 (55)
Week 12 55 158 {35) 46 {52 (88) 62757 (91) 1531167 {92) 38/ 51 (76)
Week 16 54 157 {35) 51754 (94) §3 /57 (93) 1587168 (34) 45152 {87)
Week 20 51756 (91) 53754 (98) 55156 (98) 1597 166 (96) 43147 (91)
Week 24 52156 (93) 521753 (98) 53156 (95) 1571165 (85) 46148 (96)
Week 25 47148 (38) 47150 (04) 62153 (98) 1461 151 {97) 41144 {83)
Week 28 61/61{100) 49152 (94) 52152 {100) 1521155 (98) 43145 (95)
Week 32 50152 (96) 50/53 (94) £37165 {96) 163 I 160 {S6) 43145 (26)
Week 36 51752 (98) 51153 {96) 57 155 {95) 1547160 (88) 44 145 {98)
Week 40 5071 52 {36) 51153 {96) 52 1 65 (85) 163 [ 160 (85) 42145 (93)
Week 48 47151{92) 48753 (92) 53154 {98) 1497158 {84) 43144 (88)
Week 60 451 48{94) 46748 (96) 52753 (98) 14371 149 (86) 42 144 {95)
Week 72 43147 (81) 44148 {82) 52152 (100) 1391147 (85) 42742 (100)
Weak 84 42146 (97) 45148 {94) 52752 {100) 1397 146 (35) 42742 (100)
Week 96 40745 (89) 47148 (99) 51152 {98) 1387145 (95) 39740{98)
Week 108 41743 (95) 44 1 46 {36) 49749 (100) 1347138 (30
Week 120 39741 (95) 46146 {100y 48749 (99) 133 7136 (98)
Week 132 38140(35) 44 146 {36) 43749 (100) 1314135 (9N
Week 144 34137 (92) 42145 (93) 46747 (98) 1221129 (85




Figure 2 Proportion of Subjects with HIV-1 RNA <50 clmL {OC Analysis; ITT-E
Population)
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Note: Number of subjects at week 2 were §7, 56, 59, and 59, respectively. Number of subjects af week 26 were 48,
50, 63, and 44, respectively.

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

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




Table 7]

Summary of Baseline Absolute Value and Change from Baseline in

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

Visit CAB CAB CAB CAB EFV

10 mg 30 mg 60 mg Subgroup 608 mg

N=6D N=60 N=61 H=131 N=62
Baseline N=60 N=60 N=G4 N=181 N=62
Mean (S0) 445.5 {165.60) 444 .9 (190.88) 458.0 {170.64) 4498 (172.16) | 4566.5(196.11)
Median~ 4160 4040 4200 412.0 4165
{IGR) ~(342.0,5M.0) | ~(319.0,5505) | ~(343.0,548.0} | ~(333.0,548.0) | ~(304.0,651.0)
Week 2 N=57 N=5b N=59 N=172 N=59
Mean (5D) 926 {112.44) 79.5{118.15) 1.7 (127.92) 86.0(118.23) 248 (138.4T)
Median~ 90.0 1015 &80 88.0 26.8
{198 ~(31.0, 146.0) ~{-17.5, 160.5} ~{10.0,145.0) ~(10.5, 149.5) ~{-35.0. 83.0}
Week 4 N=58 =57 N=59 N=174 N=57
Mean {SD) 136.4 (157.36) 76.9 (107.01) 88.2(110.01) | 100.6(128.81) | 46.0[106.35)
Median~ 113.0 70 3.0 ©925 480
{1GR) ~({69.0, 173.0} ~{14.0, 145.0) ~{25.0, 151.0] ~{24.0, 151.0) ~{-3.0 98.0)
Week 8 N=58 N=56 N=57 N=111 N=H5
Mesn (8D) 120.9 (123.470) 117.8(132.19) 20.5 {148.25) 112.8{135.20) 65.6 [120.25)
Madian~ 136.5 1205 2e.0 123.0 59.0
HaR ~{58.0. 177.0}) ~(38.5, 188.0) ~{4.0, 177.0) ~(35.0. 176.0) ~{22.0, 144.0)
Week 12 N=58 N=53 HN=57 N=168 N=51
Mean (SD) 140.5 (142.86) 1408 [1656.02) 145.2 {142.24) 142.2 (149.11) 103.4 {125.35)
Median~ 1155 153.0 1800 146.5 9.3
{IGR) ~(40.0, 221.0) ~{72.0,207.0) ~{64.0, 231.0) ~{67.5, 223.5) ~(21.0, 182.0)
Week 16 57 54 57 168 52
Mean {SD) 159.3 {115.36) 1422 {145.64) 1483 {131.81) 150.1 (130.65] $35.5 (163.48)
Median~ 137.0 1567.0 14110 140.5 1200
QR) ~([78.0, 235.0) ~(89.0, 228.0) ~73.0,2520) | ~(79.5,236.5) | ~48.0,2535)
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"Week G0 48 47 53 148 44
Mean (8D) 274015282 2684 (185.34) 2651715603 | . 2515016656 | 2R3 181151
Mzdian~ 235 2740 SR 425 2685
{1QR) ~{11%.5. 303.0) ~130.0:3880) | ~{156.0,371.0) | 1335 3535 | ~(144.0, 36300
Week 72~ a7 L ) 52. 147 . 42
Msan.(SD) 2320419105 2014 2654 20400189.26) | 2208019550 | Z5L.121641)
Mzdian~ 1810 2034 C2HY 2050 285 .
{108} ~90L.0, 335 6} ~040 3505, | ~{1605.3255) | ~i17.0,339.00 | ~[940,3550)
Week 54 46 48 52 © 146 42
Hean (80) 1507165 287.0207.10) 2866 | 2e8 018120 | 219.40191.30)
Medsan~ 2435, 2768 2554 2510 54

| {1QR) ~{142.0, 389.0; ~[1685.4105) | ~{178.0.353.0} | -~(966.0. 389.00 1 ~{1h7.0. 395.0)
Week 86 4B 46 Y 144 41 )
Mean (SD) 204 (204 34 TrH (19620 | 286.2(181.0) | 2748019250 | 2817 (23290
Median~ 2355 24495 215 2095 2894
{IGR] ~{135.0, 359.0 ~{118.0.343.0 ~{150.5.3550) | ~{137.0,305.0) | ~(158.0, 415.0§
Week 108 - 46 __ 49 138 i]

. Mean {8D) 2962 (1521 3043 (19530 268418460 | 296.1.(196.75) -
Madian~ 2480 2694 B0 2630 -
_{I0R) ~{143.0. 3880 ~{185.0_442.4 ~{1460. 41203 | ~(158.0 415.0)

Week 120 K3 46 49 ) 136 ]
Mean (SD) 2661 (173.0% 2793 (181.10) PF22253% 1 ARHA(19930 | -
Nedan~ 2630 2505 2160 20 -
1R ~{177.0,378.0) ~{184.0, 385.6} ~{1550 43003 | ~(1755401.00

Week132 40 46 49 135 ' ]
Mean (8D 26109 2052 (18498 332016830 | 0571270 -
“Median~ 2840 2920 130 ) 40 ) -
{1AR) ~153.0. 440.0) ~{185.0: 462.0) ~(204.0,3820) | ~{196.0. 402.0)
Week 144 . 7 ) 45 ] 128 B
Mean (SD) A0FEFEAR [ WAPMED 324022450 | 320 (Z23.24) -
Median~ 30240 2134 325 ‘ 209.0: -
{1QRy ~{163.0 410.0 ~{146.0. 504.0) ~(144.0. 49200 | ~{151.0 465.5)

Note: Bassling vidues ase actial CD4+ Celf Count {eellé/ mm?) values:

Virology

Three subjects met PDVF criteria during the Open Label Phase between
Week 96 and Week 144: 2 subjects who were originally randomized to
CAB 10 mg (Weeks 108 and 132) and 1subject to 30 mg (Week 132). The
3 subjects are described below:

The 10 mg CAB + RPV subject that met the definition of PDVF (virologic
rebound) at Week 108 had a V151V/I mutation (not a primary INI
resistance mutation) with a 1.05-fold change to CAB. The subject had




385 ¢/mL HIV-1 RNA at Week 108. The confirmatory HIV-1 RNA was
772 c/mL HIV1 RNA.

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

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

21. Safety results

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

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

Adverse Events

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

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




bronchitis (8%).

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

Dictionary-Derived Term CAB CAB CAB CAB
10 mg 30 mg 60 mg Suhbtotal
N=52 N=53 HN=55 N=160
n (%) n %) n (%) n %)
Any event 87 4992 50 (91) 137 {86)
Upper respiratory tract infection 917} 13 (25) 12 (22) 34 (21)
Diarrhcea 5 (10} 7(13) 5{% 17 (11)
Bronchifis 4(8) 3 (6) 6(11) 13 (8)
Fatigue 4 (8) 6(8) 3(5) 12 (8)
Depression 5 (10} 24 3(5) 10 (6)
Back pain 36 2 (4 4 9 {6)
Insomnia 3 (6) 2[4 5(%) 10 (6)
Nasopharyngitis 24 41(8) 2{4) B ({5)
Nausea 0 3 () &(19) 11N
Syphilis 5 (10) 4{8) 12 10 (6)
Gonorhoea 4(8) 4(8) {5 1
Pharyngilis 4(8) 28 3(8) 9(6)
Rash 1(2) 6(11) 24 9(6)
Seasonal aliengy 12 3(6) 4 B {5)
Cough (6 2{4) 12 6 (4)
Lymphadenopathy 24 1{2) 40 7(4)
Anogenital warts 2(4) 13 4 7(H
Folliculitis. 12 2{4) 3 ({5) 6 (4)
Headache 204 3(5) 2{4) 71{4)

Drug-Related AEs

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

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




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

Maintenance Population)

Preferred Term CAB CAB CAB CAB
10mg 30mg 60 mg Subtotal
N=h2 N=53 N=55 N=160
n (%} n (%) o {%} n (%)
Any event 8015 12 (23) 10{18) 30(19)
Headache 2(8) 2{4) 1(3) 5(3)
Nausea 0 Q 4 (N 4(3)
Abngrmal dreams 1(2) 0 1) 413
Fatigue 0 2(4) 0 2(1)
Depression 1(2) Q 24 3(2)
Diarthoea 0 2(4) 0 2(1)
Memory impairment 0 2 (8 0 2{N

AEs Leading to Withdrawal of Investigational Product

The proportion of AEs leading to withdrawal through Week 144 was low

across all CAB arms (3% of all patients). All individually reported AE
preferred terms resulting in withdrawal had an incidence of 1 subject in

any arm.




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

System Organ Class CAB CAB CAB CAB
Prefemed Term 10mg 3 mg 60mg Subtotal
N=52 N=53 N=55 N=160
n (%) n (%) n (%) h (%)
Any event 1(2) 2(4) 1(3) 4(3)
Psychiatric disorders
Any event 0 0 1) 1{<1}
Anxiety disorder 0 0 1(2) if<1)
Investigations - .
Any event 102 0 0 1{<1)
Electrocardiogram abnormal 1(2) 0 0 11}
Transaminases Increased 0 0 0 0
Infections and infestations
Any event 0 1(2) 0 1{<1)
Acule hepatitis C 0 1(2) 0 1{<1)
MNeoplasms benign, malignant and unspecified {incl cysts and polyps)
Any event 0 1(2) 0 1«1}
Burkitt's lymphema 0 1(2) 0 1 (<1}

Serious Adverse Events

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

v



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

System Organ Class CAB CAB CAR CAB
Preferred Term 10 mg 30mg 60 mg Subtotal
N=52 N=53 N=55 N=160
n (%) n (%) n (%) n (%)
ANY EVENT 5 (10) 5(9) 5 (9) 15 (9)
Infections and infestations
Any event 2(8) 2 (4) 3(5) 7(4)
Cellulitis 12 0 0 1{<1)
Preumonla 142) 1(2) 0 2(1)
Shigella infection 1(2) 0 0 1 (<1)
Abscess 0 0 19 1{<1)
Abscess intestinal 0 '] 1{%) 1 {<1)
Appendiceal abscess 0 0 1(2) 11}
Appendicits 0 0 112 1(<1)
QOsteomyelitis 0 Q 1(2) 1{<1)
Sepsis 1{2) 0 0 1<)
Staphylecoccal infection 1(2) 0 0 1(<1)
Viral infection 0 1(2) [ 1(<1)
Gastrointestinal disorders
Any event 1) 12) 10Q) 3@
Colilis 1{2) 1(2) 0 2{1)
Enteritis 0 0 112} 1{<1)
Gastrointestinal hemorthage 0 0 0 0
Psychiatric disgrders
Any event 1(2) 0 2{3) 3()
Mania 0 0 119 1¢<1)
Substance-nduced psychaotic disorder 0 0 1({2) 1(<1)
Suicidal ideation 1(2) 0 0 1(<1)
Cardiac disorders
Any event 12) 0 0 1(<1)
Atrial flutter 1(2) ] ] 1(<1)
General disorders and administeation site conditions
Any event 0 i2) 0 1{<1)
Chest pain 0 1{2) 4] 1{<1)
Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Any event 0 1) 0 1(<1)
Burkitt's lymphoma 0 1{2) 0 1 (<1}
Nervous system disorders
Any event 0 1{2) 0 1(<1)
Headache 0 1{2) 0 1({<1}
Respiratory, thoracic and mediastinal disorders
Any event 0 1{2) 0 1{<1)
Pulmonary embaolism 0 112) 0 1(<1)




Deaths

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

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

Clinical Laboratory Evaluations

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




Table §2

Summary of Maximum Maintenance Treatment Emergent Laboratory

Toxicities Parameters of Special Interests (Safety Maintenance

Population)
CAB CAB CAB CAB
10 mg 30mg 60 mg Subtotal
H=52 N=33 N=535 N=160
n (%) n (%) n %) 0 (%)
ALL PARAMETERS B )
Grades 1104 77 (52) 24 {45) 33 (60} 84 (53}
Grades 2 to 4 10{19) 13 [25) 14 (25) 3723
Grades3to 4 7{13) 6 {11) 4(7T) 17 (1)
Grade 1 17 (33) 121 19 (35) 47 (29)
Grade 2 3{6) 7(13) 10(18) 20 (13}
Grade 3 3 {6) 2 (4) 1(9) 64)
Grade 4 4(8) 418) 3(5) 1)
~ Alaning Amino Transferase (IU/LY ) i -
Grades 1104 7(13) 12 (23) B(15) 27 (17)
Grades 2 to 4 2% 4(8) 1(2) 7
Grades Ato 4 0 12 0 1(<1)
Grade 1 5 (10) 8(15) 7(13) 20(13)
Grade 2 204) 3 (6) 1(2) 6 {4)
Grade 3 0 0 0 0
Grade 4 0 1(2) 0 1<1)
_Aspartate Aming Transferase (IUfL) } . .
Grades 1104 7 (13) 12(23) 8(15) 7 (17)
Grades 2 o 4 4(8) 6 (11) 3(5) 13 (8)
Grades 3104 1(2) 1(2) i 2(1
Grade 1 3{6) 6(11) 5(9) 14 (9)
Grade 2 3(6) 5(9) 3(5) 1)
Grade 3 13 0 0 11
Grade 4 0 1(2) 0 1(<1)




Creatine Kinase (UL}
Grades 1104 11 (20 6{11) 14 {25) 31 (19)
Grades 2104 5(10) 5(9) 7(13) 17 (1)
Grades 3 to 4 5{10) 4(8) 35 12 (8)
Grade 1 6{12) 1{2) 7{13) 14{9)
Grate 2 0 1(2) 4{ 5(3)
Grade 3 2 (4 2 (4) 2(4) 6 (4]
Grade 4 38 2(4) 1(2) 6 (4)
Creatinine (UMOLIL)
Grades 1104 0 ] 1(2) 1(<1)
Grades 2 io4 0 0 0 0
Gradesd o4 0 0 0 0
Grade 1 0 0 1(3 1(1)
Grade 2 0 0 0 4]
Grade 3 0 0 0 0
Grade 4 0 0 0 0
TofalBilimbin(utonsty P .
Grades 1104 7{13) 3(6) 8{15) 18 (11)
Grades 2104 10 2(4) 2(4) 5(3)
Grades 3104 0 0 0 0
Grade 1 6{12) 10 6{11) 13 (8)
Grade 2 1(% 204 2(4) 5(3)
Grade 3 0 ] 0 0
Grade 4 0 Q 0 0
Total Heutrophils (Tetal ANG - Total Absolute Neutrophil Count) {GUL) ) ‘
Grades 1104 6(12) 5 (9) 8(15) 19(12)
Grades Z to 4 2{4) 2(4) 4(7) 8(5)
Grades 3 to 4 2(4) 13 1(3) 4 (3}
Grade 1 4 (8) 3 (6) A7) 1@
Grade 2 0 1(2) 3(5) 4{3)
Grade 3 12) 0 0 1(<1)
Grade 4 19 13 1(2) 3(9)

Note: Lipid parameters only summarised on fasting data.
Nota: This table summarizes the maximum grade seen during the maintenance phase of the study that was higher
than the grade the subject had when they entered the maintenance phase at Week 24.

Urinalysis

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

Electrocardiograms (ECG)

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




36, 48, 60, 72, 84, 96, 108, 120, 132 and 144. Most subjects had a change
from Baseline in QTcB or QTcF <30 msec. Four CAB subjects had an
isolated ECG on study with a QTcB or QTcF change from Baseline >60
msec. None of the observed QTc changes were subsequently confirmed by

triplicate ECG and no subject discontinued therapy as a result of a change
in QTc intervals.

Table 13 Summary of Change from Baseline in QTc Values [Safety

Population)
CAB CAB CAB CA8
10 mg 30 mg 60 mg Subtotal
N=60 N=60 R=61 N=181
n (%) n (%) n {%) I (%)

Maximim On-treatment change QTcB {msec)

n 42 &0 44 136
=30 3001 34 {69} 31(70) 9 {70)
>30 1o =60 10 {24) 15 (30} 12{27) 372N

>80 215) 1) 1(2) 41{3)

Maxinum On-treatment change QTcF {msec}

N 42 5¢ 44 138

230 37 (88) 41 (82) 32(73) 110 (81)

>30 to <60 30 8 (16} 11(25) 22 {16)

60 2(5) 1(2) 1(2) 4{3)
Vital Signs

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

Pregnancies

[No pregnancies have occurred prior to this analysis.

22. Conclusion (summary)

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

30 mg oral continued to remain virologically suppressed, with few




\

non-virologic discontinuations or virologic failures.

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

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

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

Applicant (registration certificate holder) 1 : Q\A/‘\

(signature) -

Karen Grainger
VP, Head of Regulatory Affairs

ViiV Healthcare

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




3eiT npo kniridHe BANpoOyBanHs - 24
Koa sunpobysanns - LAT116482: Tmraeus 144

1. Hazea nikapcbkoro zacofy (3a HasIBHOCTI - HOMEp peecTpaLiiiHoro
MOCBIAYSHHS)

ATTPETEO], TabneTku, BKPHUTI MTIBKOROW 0DOIOHKO0, 110 30 MT

2. 3asBHUK BiiB Xenckep YOK Jlimiten
3. Bupobuuk BipodHALTBO HEPO3(ACOBAHOIO NPOIYKTY, KOHTPOJIb AKOCTI FOTOBOTO
MNPOAYKTY

akco Onepeiimure YOK Jlimiten, mo sene JianbHicTh SK [akco Bemtkom
Onepeitinc / Glaxo Operations UK Ltd (trading as Glaxo Wellcome Operations)
paiiopi Ctpit, Bea, SG12 0DJ / Priory Street, Ware, SG12 0DJ

Benuka bputauis

[IepBHHKEE Ta BTOPHAHE NAKYBAHNS, KOHTPO.Ib IKOCTi FOTOBOIO IPOAYKTY,
BUNYCK cepil

Apenina ne Excrpemanypa 3, [lon. Inn. Annenaenyepo, 09400 Apanga ge
Hyepo, Byproc / Avda. de Extremadura, 3, Pol. Ind. Allendeduero, 09400 Arandaj
de Duero, Burgos

[cnanis

4. Tlposeaedi A0CHiKeRH:

¥' Tak Hi, AKIO Hi, OBTPYHTYITE

1) Tn nikapcskoro zacody, 3a AKHM [IPOBOAKMIACH a0 IUIAHYETECH
peecTpauis

Jlikapchkuii 3a¢i0 3a NOBHKM JOCHE (ABTOHOMHE JIOCKE), IHIKIN Jikapehkiid
3acib, HOBa [il0Ya pevyOBHHA.

5. [ToHa Ha3Ba KITiHIYHOTO BUNPOOYBaHHA, KOAOBAHHA HOMEp KIIHIYHOrO
BUNpoOyBaHHA

ocnimxeHHS Aianasody 103 Nepopansyoro npenapary GSK 1265744 y
KoMOIHALIT 3 HYKASO3MAHHMH (HTiBITOpaMK 3BOPOTHO! TPAHCKPHIITA3U T
iLmyKUil Bipyconoriynoi cynpecii BIJI-1 3 noaanbLown OLiHKOK MiATPHMaHHS
BipYCOJIOIIYHOT cyrnpecii Mpy 3acTOCYBaHHI [IEPOPANBHOTO penapary

GSK 1265744 y wombinauii 3 nepopansuum punnisipuuosm (RPV) y BII-1-
iHdikoRaHHX fopoctux cy('eKTiB, AKi OTPHMYIOTE AHTHPETPOBIPYCHY Teparnio, -
pesyneTaTi 144 Tvxas, Jocnimkenua LAIL 16432,

[HLIi TpOMIGKHI 3BITH, OB'A3aHI 3 LIMM JOCIIIDKEHHAM, [IepepaxoBaHi HIDKYE,

LAI116482 3pir 32 24 Twinens: (Homep noxymenra GSK 2013N 168724 00)
LAI116482 3BiT 32 48 TwkaeHR: (Homep nokymeHTta GSK 2013N180642 00)
[LAIT16482 3eiT 32 96 TiokpeHs: (Homep noxymenrta GSK 2014N216014 00)

6. daza wiiHiusoro BUNpoGYBaHHs

Daza 2b

7. Ilepioa kNiH{YHOTO BHIpODYRaHHA

3 [06 cepnins 2012] —[18 rpymua 2015)

8. Kpaiuu, B skux npopoaunocs KiiHiuHe BUMPOOYBaHHS

CIIIA, Kanaga




9. Kinbkicts mocnimicyBamux

aruiadoBano: 200
baxTirgna KinskicTs cy6'ekTiE gocTimKenns: 244

10. Mera Ta eropruHi uini kiiniuHoro BHITPoGYBaHHA

IHeppunani:

* IliniGparu nosy kadoterpasipy ( CAB, GSK1265744) nna nopansmof
OLIHKM B paMKax KoMGiHosaHof aHTHPETPORipycHOT Teparii ( ART)
ABOMA NpertapaTaMu 3 RPV npoTsrom 24 Tinkrie, micns 24-THyxuesoro
inmyxuifiHoro nepioxy npuiiomy CAB 3 2-Hykneosumtnm iHribiTopom
3BOpPOTHO! TpaHckpunTasu { NRTI), y nauieHris, indikosanux ripycom
iMyHOZEDIUMTY MIODMHK Tuny | (BUI-1), sxi ne npuiimanu
4HTHPETPOBIPYCHUX NIpenaparis.

Bropunai:

3araneHi BTOpUHHI Wini:

* Ouinntu Gesnexy, edexrusricTs Ta nepeHocumicts 10, 30 Ta 60 mr

CAB omun pa3 Ha 106y y koMGinanii 3 2 NRTI ta y cinami
koMGinoBanoi cxemu ART 3 gRox npenaparis 3 RPV, nopisusto 3
edaripenuom (EFV), no 96-ro THHKHST,

¢ Ouinnry Biaue 10, 30 Ta 60 mr KAB Ha OKpeMi Bipycosoriuni Ta
IMYHONOr UK MapKepu BUlI-indeuii nporarom 96 tuxnis.

[HayKuitina dasa - kouxpeTni BTOPHHHI HiJIi:

Hinibpary Ta nigreepamru nozy CAB y xom6itanii 3 2 NRTI ao 24-ro
THKHA JUTS IHAYKLUIT Bipyconoriynoi CyIpecii;

*  OUiHHTH NPOTHBIPYCHY aKTUBHICTS, Besnexy Ta nepeocumicTs 10, 30

Ta 60 Mmr CAB oauH pas sa g06y nopieHaHo 3 EFV y xoM6Ginauii 3 2
NRTI 1o 24-ro Twxns;

OxapaxTepusysatu hapmakokineTuuni ( PK) napamerpu CAB Ta
JOCHIIHTH B32EMO3E'I30K "eKCIIO3HUIA-Bi ANOBi Ib" (nanpuknag,
B32EMO3R'H30K MDK ekcliosuniero CAB ¥y miasMi Kpoei Ha 2-my Ta 12-My
THXHAX Ta BIDYCOIOTiMHOIO BiINOBILMO 260 BUHHUKHEH M noBiIHMX
peakuiit (ITP) 1o 24-ro Truws);




OUIHHTH PO3BHTOK pesyCTEHTHOCT Bipycy no CAB Ta iHmmux
nocmimiysanux ART y cy6'ekris 3 BipYCOJOT{4HOIO HeBAayero 10 24-r0
THGKHA,

OninnTH BIIUB pi3HHX nemorpadiaHiX $aKkTOpiB Ta NPUXWIBHOCTI 1o
JKYBaHHA Ha [1APAMETPH «eKCno3HUif-BiAnoBiAR» CAB 0 24-ro
THKHS.

ETal TexHiYHOro oGesyroByRaHHs - KOHKDETH] BTOPHHHI Lii:

Ouinuty 30aTHICTS cXemu ART 3 2 Npenaparis, 1o ckuaaaereca 3 CAB
mmoc RPV, nigrpumysatu BIpYCONOTiYHY cynpeciio 10 96-ro TwxHs ¥
TaUiENTIB, SKi OCATIH piBHSA pubonyxiteinoBof kucnoru (PHK) BUI-1 y
I1a3Mi Kpoei <50 k/Mn Ha 24-My TrokHi inayKUifiHOT dhasu Ha TIi ART
3 noABiHHHM NRTI;

Ouinutu srnus 10, 30 Ta 60 mr CAB Ta RPV ua OKpeMi BIpycostoriusi
Ta IMyHonori4ui mapkepu BIJI-1 iHQEKLUIT 3 24-ro no 96-i TKIeHD;

OuinmTy Gesneky Ta nepeHOCHMICTD 10, 30 Ta 60 mr CAB ta RPV 3 24-
ro 1o 96-i THxaeHs;

Oxapaktepusyearu napametpu PK CAB Ta RPV Ta gocniguth
B32EMO3B'A30K MDK SKCITO3HLIEIO Ta BUIMOBIIIIO (Hanpuinan,
B3aEMO3B'130K MK excrnosuuicio CAB 1a RPV Y nnasmi kposi Ha 26-my
Ta 36-My THXKHAX T2 BipyCONOIriqHON0 BiIMORi IO 260 BHHHKHeHHaM [P
3 24-ro no 96-i TioKEHS);

OuinnTH PO3BHTOK pe3ucTEHTHOCTI eipycy no CAB ta RPV y cy6'extis
3 BIDYCOJIOri4HOIO HEBJIAYEIO 3 24-10 110 96-it THXKIEHE;




*  OUiHHTH BIUIME Pi3HHX AeMorpadivHuX GaKTopis Ta NPHXHALHOCTI 10
JIIKYBaHHA HA I1apaMeTpH “ekcrosunis-gianosiae" CAB ta RPV 3 24-ro
1o 96-i Tuxens.

1. Juzaiin kmidgidaoro BUIIPOOYBaHHA

Jlocnimxenns dazm 2b 3a yuactio BUI-1-indixorasmx nopocnux naujenris, sxi
HEe oTpuMyBanu ART, crnaganocs 2 2 gacTuu: HAYKOIHHOT dhazu Ta dasu
miaTprMytotol Tepanii. [unyxuiiina asa cxrananacs 3 24-riwKHeRoT OMiHKK
tianasoHy 103 CAB y crinmx gosax 10 mr, 30 Mr Ta 60 Mr oguH pas na 100y Ta
CY4acHOI KOHTPOJIBHOT IPYIM BiIKpHTOrO npenapaty EFV 600 mr oaun paz Ha
no6y. @oxosum noxeiftanm NRTI a1s seix pyopuk Oynu Tabnerku
abakapip/mamiBy quu (ABC/3TC) a6o TeHo(oBip/eMTpHIIMTAGIH (TDF/FTC) y
(ikcomaniit nosi (FDC), Ha BHOIp gocninHuka. Pangomizanis Hyna
CTpaTH(IKOBaHA LLITXOM CKPHHIHTY BIDYCHOIO HABAHTAKEHHS Ta subopy
tbonosoi NRTI. CAB Y CHINMX X03aX OHHH pa3 Ha 10Oy B koMOiHaii 3
(bonorumu NRTI ouinioBanu na ocHoBI MPOTHUBIPYCHOT AKTHBHOCT, Ge3neku Ta
PK erponorx 24 ixknie. Cy6'exr, PaHAOMI30BAH] IO PYITH, IO MICTHIA
CAB, sxi ycnimno 3asepuinm 24 Tikui HOCIIIKEHHS T2 IPOAEMOKCTPYBAIH
BIPYCOIIOT{YHY CyTIpecito (Busnaueny sx PHK BUI-1 y miasmi Kpoei <50 xa/Mn
o 24 TepkuA, Ge3 o3Hak BipyconoriaHoro BIIHOBNCHHS), BYJIM BKIIOUEH] 10
thasu minTpEMYIOUOT Tepamii LBOrO AOCHiTKe M. ITin vac dasu nigrpumyrouoi
repanii ¢onopi NRTI sigminsioTscs, a cxema ART CTIPOINYETLCA A0
pannoMisosanof nozu CAB y kom6inauii 3 RPV 25 mr OITMH pa3 Ha Jo0y
MPOTAroM JonaTkoBux 72 TusxHiB. ITin uac dazu IiATpUMYROUOT Tepanii
OLUHIOBAJIH 3/ATHICTH L€l cxemu ART 3 2 npenaparie mATpUMYBaTH
BIpyconoriuHy cynpecito npoTsrom 48-ro, 72-ro Ta 96-ro TwKHIB. YyacHukny,
paHfomizoBani B rpymy EFV, MPOLNOBACY BAITH TPUHMATH PaH/IOMI20BaHY cXeMy
ITIKYBaHHS 10 96-r0 THIKHS, MICHA Yoro x Oyze BuiOYEHO 3 MOCHimKeHNs. Ha
96-My TuskHi BCi yuacHuKku, parmoMizosani ia cxemy, mo micturk GSK 1265744,
i AKi yCIIIIHO 3aBepiiiH 96 THIKHIB JKYB2HHSA, MPOAOBXKYIOTH OTPUMYBATH
noctyn 10 CAB (y BuGpaniit crorcopom 103i 30 mr) i RPV 25 mr s paMKax
BidxpuTOl dazu,

12. OcHoBui kpuTepil BRIOYeHHS

(OCHOBHHMH KPUTEPisAMH BKITIOUEHHS Oyon:

* Bll-1-indikopani ocofu pikom >18 POKIB;




13. Hocnimicyeauuii nikapcbiuii 3acib, cnocib sactocypanus, cuna nii

* BUI-I indekuis 3anokymenTopana 3a nonoMoroko ckpuuinry PHK BIJI-
I mnaszmu 21000 c/vr;

¢  Kinekicts CD4+ xniTha >200 kmiTui/Mm3 (abo Bue BigmoBigHO KO
MICLEBHX pekoMeHariii);

* He orpumysamu ART, To670 manu <10 guin nonepenbol Tepamnii Oynp-
AKUM aHTHPETPOBIPYCHHM NPENAPATOM IC/A BCTRHOBIEHHS JuarLosy
BLJI-1 (6ynb-aka nonepenna Tepanis inri6itopom BlJI-interpasu a6o
HeHYKIICO3HIHUM IHTiGITOpOM 3BOpOTHOT TpaHCKpunTasu Gyna
BHIIIOYeHa).

ocnimxyBauuii npogyktr  [Miusicts Ta ynakoBxa Homepu cepiii
CAB [TaGnetiat no 10 mr; o 34 TabneTan y dnaroni 121363627,
122365380,
122359296,
132376804

CAB TaGneTku no 30 Mr; no 34 Tabnetku y gnaxos 121363628,
122365367,
122366285,
122369992,
132372541,
132375537,
132378667,
142385023,
142386126

RPV TabrieTin no 25 wr; no 30 7abneri ¥ Ginakowi BLLGEDOD,
DLCS401,

DHL5803,
EFL0JO1

14. Ilpenapar nopisuauns, nosa, croci6 3aCTOCYBAHHS, CHAA AiT

ecnigxyBaHnii npoaykt  [Miunicts 1a ynakoBka Homepy cepii
CAB Mnayebo ana PTM CAB; 34 abnetwi y dnaroni 1213563629,
nOpiBHAHHA (PTM)

122367705,
132377466,
132371244

EFV aBnetiu no 600 mr; no 30 TaBineTin y drakok 2B72627,
2070625,
3C81876,
3477954

15. Cymytss Tepanis

Jlossonteni npenapatu: CymyTHi npenapary (peuentypHi Ta 6e3penenTyphi)




NOBUHHI GYJIM IPH3HAYATHCS TIMBKY 32 MEAWHRHMH [IOKA3AHHAMA mix yac
JIOCTLKERHA. 3a0X0uyBanacs ximionpodinaxruka BlJI-acomifiopanux CTaHiB,
PKINO 11e OYII0 MOUINBHO, Ha po3cyn cy6'ekTa Ta Horo Aikaps. Bei cynyTui mikw,
[pEenapatH KpPOBl Ta BAKUMHH, OPHEHATI Nig yac JOCTiKEHHs, OyTH
38pEECTPOBAHI B CIIEKTPOHHIH KapTLi MAL[ENTa i3 3a3HAYCHHSM JaT npHitomy.

Ockinekn Bakummy He npoty BUT MOXKYTb BUKITHKATH THMYacOBE MiNBHUIEHHS
piBas PHK BIJI-1 y inasmi kposi, 3a neo6xinnocri BaKUWHH BBOJWIKCA ITiJ] yac
a60 onpa3y micns mraHoeoro BIZHTY, micas Toro, Ak 6ynH B34Ti BC Jaboparopui
aHanizu. le minimizysano pusux HecrieuudivHOro nigsumenns pieng PHK BUI-
| y rrasmi npu HactymHomy NIaHOBOMY OOCTEKEHH ],

AHTaUMAH] IPErapaTH, U0 MiCTATb ABOBANEHTH] KATIOHM (Hanpuknan,
AMFOMIHIH, KanbLii i MarHii), cnig rpuitmaTi wonatiMenie 3a 4 roaMHH 10 abo
OHaMEHILIe 3a 4 FONHHM Micna npHitomy 744 | RPV, a H2-auraronictu cnig
[IPHAMATH LWoHaiiMerIe 3a 12 rogun o abo MOHaHMeHIIe 3a 4 roqHHM nicns
npuiomMy 744 i RPV. Onuouackii npuiiom monisitaminis OYB NPUHHATHHM.

DoHOBI anTHpETPOBIpYCHI NpenapaTH He BRAKANHCS IHTENeKTYANbHOIO
BacHiCTIO. DOHOBA aHTHpETPORIpyCcHa Teparia, BKIIOYAYH TabNeTku
IABC/3TC ta TDF/FTC, a Takox 1o3sosieni MPOTOKOJIOM penapaTH LU1a 3aMiHu
INRTI y Bunanxy nixypanus TOKCHYHOCTI, 6y.a 3apeecTpoBaHa Ha CTOpiHLI
«CymyTHs aHTHpeTpoBipycHa Tepanis €CRF» B InForm.

16. Kpurepii oninku edextusnocri

[IepBHAHi:

* IlepeunHoio KiHueBor TouKOIO € YacTka mamiesTis 3 PHK BIJI-1 <50
K1/Ma1 Ha 48-My TskHi Ha OCHOBI monysauii Intent-to-Treat-Exposed
(ITT-E) 3 sukopucranuam anroputMy Missing, Switch, or
Discontinuation equals Failure (MSDF). Bu6ip nosu rpyutysascs
Hacamnepen Ha IpOTHBIPYCHii aKTHBHOCTI Ta mepeHoCUMOCTi B
NOEJHAHHI 3 IMYHONOMYHMMHM MoKa3sHUKaMH, Hesnexoro,
BIpYCONOri4HOKO PE3HCTEHTHICTIO Ta MoKasHuKkamu PK.

Bropunni:




3aranpHi BTOpHHH] KiHEeB] TOUKH:

Daza iumyKUii - koHkpeTHA BTOPHHHA KiHLIERA TOYKA:

Etan ofciyropypannsg - konkperHi BTOPHHHI KIHIEBI TOYMKU:

Yacrka cy6'extis 3 PHK BIJI-1 ¥ mnasmi kpoei <400 ta <50 /M 3
IUTHHOM 9acy NpH BiABiZyBaHHi 3a anropurmom MSDF Ta
Crnoctepexenns;

AOCONIOTHI 3HAYeHHS Ta 3MiHa Bijl HOYATKOBOTO piens PHK BIJI-1 y
MIa3Mi KPOBI 3a BisuTaMH,

Yacrota nporpecysanns 3axsoprosanHd (BlT-acouiifoBani cranm,
CHHApPOM HabyToro iMyHoneditmTy [CHL] Ta CMepTh);

ABCOMIOTHI 3HAYeHH Ta 3MiHK BiN MOYATKOBOrO piBHA kinbkocTi CD4+
KJIITHH 3a BI3HTaMH,

HacToTa BUHUKHEHHS reHOTHIINHOT Ta henoTHRIUNOT pesHcTenTHOCTI O
CAB, RPV Ta inmmx nocnimxysanux ART ¥ 3B'3KY 3 BipyCONMOTiYHHMHU
HEBAAUaMH, BH3HAYEHHMH NPOTOKOJIOM;

HoTprMaHHs npuxumbHicTs go JIIKYBaHHS B pamkax [P Ha ocHOBI
KifbKOCTI TabneTox min yac Bi3MTY.

Hactka nauierris 3 PHK BIJI-1 <50 ¢/M1 na 16-my Ta 24-my TioKuHi Ha
ocHoBi nomysauii ITT-E 3 eukopuctanmam anroputMy MSDF. Bu6ip
JI03M Ao IHAYKITT rpyHTYBaBCs Hacammnepes Ha NPOTHRIpYCHikt
aKTHBHOCTI T MEPEHOCHMOCT] Y NOEHAHHI 3 IMYHOJIOTIMHHME
TOkasHUKaMH, NOKA3HUKAMU Be3MIEKH, BIpYCONOrYHOT Pe3HCTEHTHOCT]
Ta PK Ha 16-my tioxui Ta niaTeepmxysascs na 24-my THoKHi.

Yactka manjientie 3 PHK BUI-1 <50 ki/mi1 2 24-ro no 96-i TikaeHs 3a
BI3UTAMH U1 HOMYNALIT NALIENHTIB, AKI OTPHMYIOTH HATPHMYBATLHY
Teparmito ( ME) (MSDF);

Hacrora BuHKKHEeHHs [TP Ta 71abopaTopHUX Bizxunens y nepion 3 24-ro
0 96-H THHIEHB, NOMYJIALIs 3 MATPHMYIOUOO Ge3nexolo.

17. Kpurepif ouinku 6ezneku

Bropunmi:




ETan o6cnyropyBaHus - KOHKpeTH] BTODHHHI KiHIEBi TOYKH:

* Hacrora Bunuksenns [1P ta nabopaTOpHHX BiNXHiEHD ¥ IIepiof 3 24-ro
1o 96-# Tx/CHD, MOMyALis 3 MATPHMYIOHOR Ge3MmeKoro.

18. CratnetHuni metoau

Po3mip Bubipku B 50 0ci6 y koxHiit rpyni 6ys oGpaHuit TakiM YHHOM, m06
BaGeareyuTy BUCOKY iMOBIpHICTE Toro, 110 rpyfma 3 gificHo noraHoo
BIANOBINAIO He Byxe BifiGpana Ans noanbLIoro IOCTIKEeHHs, BOAHOUAC
NO3BOJIAIOYH (POPMANBHO BpaXyBaTH iHII Qaxropu npu BuGopi m03M, sxIIO
edexTUBHICTL 6y1e onibHO0 B PI3HHX rpynax JliKyBaHHS.

[[epBHHHO KIHLIEBOIO TOUKOIO edexTHBHOCTI Gyra yacToTa BignosiAi Ha 48-
THOKHI (YacTka nauieHTis 3 PHK BIJI-1 Yy nnasmi kpori <50 k/ma). Kpurepii
MPHAHATTA PilIEHHS PO eeKTHBHICTL IPYHTYBATHCA Ha CNOCTEPEXYBaHii
pistuui >8% Mixk rpynamu aosysanHs CAB (TobT0 pisHHLa Ginbiue HDK y 4
pecrionaeHTis y 50 oci6).

IIpu 50 cy6'extax y koxuiii TPYIli Ta NPUIYCKAOYH, MO CIIpaBXKHA HACTOTA
BLAMOBIAI cTanoBuna 85% ta 75% BIANOBiAHO y 2 rpynax nikyBaHHs,
HMOBIpHICTB Toro, mo Gyze 00paHo BHILY 103y, CTAHOBMMA WOHAHMEHIIE 55%
(TofTo cnocrepexysaua pisuuis Y 2 rpynax nikyBaHHs nepesuutysana 8%),
TOAI SIK MOBIPHICTE HeNpaBHABHOro BHOOpY HIKHOT 103K cTaHOBwWIA <]%
(To6To cnocrepesxysana pisHuLs y 2 rpynax JiKyBaHHSA CTAHOBMIIA MEHIIIE Hi%i -
3%). ﬁmonipnicrb TOro, IO He BAACTLCA 3pOGHTH BUGIp Mik 2-Ma ozamu,
cTanoBuia 44% (TobTo croctepexcysana pisHHuA Mk 2-Ma AO3YBaHHAMH
CraHoBHNA 6 BifL -8% 1m0 8%).

[lomynauis ITT-E 6yna ocsoBHOIO MOMYJISUIEIO, KA BHKOPHCTOBYBAIACS JUTA
aHaNi3y eexTuBHOCTI. [Tomynauis ITT-E CKJTAJAETHCA 3 YCIX PaHAOMI30BAHHX
Cy6'exTiB, fKi OTpuManu nprHaiiMui 1 a03y II1. Cy6'extn ananisypanucs
BIANOBIAHO 10 PAHROMI30BAHOr0 JiKYBAHHS HESATENHO Bifl TOTO, fIKE JIiKYBaHHS
BOHH aKTHYHO OTPHMYBATH.

Totynsuis ITT, wo orpumysana MiATpHMYBanbHy Tepaniio (ITT-Maintenance
Exposed, ITT-ME), cknapactscs 3 YCIX paHAOMI30BaAHHX nalieHTiB, fki
OTPHMAIH 1motakmenine 1 gosy IP mig ac dasu minrpumypanesoi Tepamnit
rocikenns. CyG'ekTH ananizysamucs BLAMOBIIHO 10 paHIOMI30BAHOTO
JTiKYBAHHA HE3AEMKHO Bif TOrO, fKe JiKYBaHHA BOHM (aKTHYHO OTPHMYBAJIH.
[onynauia ITT-ME 6yna sropusnoro TONYJIALIEID JUTA JIEAKHX aHani3in




e EKTHBHOCTI.

[Torynsuia «3a mporoxonom» (PP) ckinagacrses 3 cyb'exris momynanii ITT-E, 3a
BHHATKOM OCHOBHHX NOPYINHHKIB ntpoTokoy. [lomysuswis [T Gyna BTopaHHOI0O
MOMyNsuieto /s uinel edexrurdocTi. ITomymsuis PP morna OyTH BUKOpHCTaHa
PIMING [T ROMOMDKHOIO aHaNi3y MOPIBHAHE MEPBHUHHMX KIHUEBHX Touok. Takuii
IMONIOMDKHHIT aHalliz He NPOROAUTHMETECA, AKILO Nomy/sAlis PP cranorHTs
noHan 95% eia nomynauii ITT-E.

[Tomynsis o6cmyroByBaHs 3a TPOTOKONOM (PP-M) cxnazaetses 3 cy6'exTip
nonyaauii ITT-ME, 3a BHHATKOM OCHOBHHX MOPYIUHHKIR TIPOTOKOIY.
[lonynauia PP-M 6yna BropuxHO0 1ns uinei e(peKTHBHOCTI.

ITorrynsuis 6e3nexu Gyna OCHOBHO0 MOMYNALIE, AKa BHKOPHCTOBYBAACH TS
ananisy Gesneku. besneuna nomyssuis cknanaerses 3 YCiX paHIOMi30BaHMX
Cy0'exTiB, Axi 3a3nany BIMBY IP, 32 BUHATKOM CY6'eKTiB, AKi MaIOTh
33I0KYMEHTOBAHI IOKA3M TOTO, IO EOHH HE CIIOKKBAJIH SKOAHOT KiJibkocTi [P,
Cy6'extu Gynu mpoananizosani Bianosigxo Ao thaxTHYHO OTpHMaHOrO
nikypaHHA. Cy6'exTH He 6YaH BHKIOYCH] 3 HieT nomynsAuii B pe3ynsTaTi 3MiHM
(oHOBOrO peskHMYy.

[Tonynauis migrpuMyrouol 6es3neku ckiagacTses 3 yCix paHAOMI3OBaHHX
Ccy6'eKTiB, AKki 3a3Hany BonuBy IP nia sac MiATPEMYIOUOT dasu JOCTifKEeHH, 3a
BHHATKOM Oy [ib-AKHX CY6'€KTIB, AKi MAIOTb 3310KYMEHTOBAH] 1OKa3H TOro, 1O
BOHH HE BXHUBAJIH OIHOT KinbkocTi [P nix 4ac ninrpumytouoi pasu
noctimkenns. Cy6'ekru 6ynu mpoananizosai Bignosiano 1o dakTHiHO
OTPHMAHOrO JliKyraHHA. Cy6'exTH He 6ynu BUKTIOYEH 3 Liei NOMyJIALIT B
pe3ynbTaTi 3MiHd GOHOBOIO pexkumy. [Tomynsuis Gesnekn TexHiTHOro
obciyrosyBatis Gyna 00ATKOBOK NOMYAALIE AN aHanizy OesmnexH.

Y3aransuena nomynsuis PK iniouae Beix cy6'exris, axi orpuMybsanu CAB abo
RPV, Manu inTencusruii Ta/abo o6mexeruii/pinkuit Bia6ip 3pazkis PK nig wac
JIOCTIKEHHS Ta HAAANH JaHi Mpo koHneHTpaiio CAB abo RPV ¥ Nasmi Kpoei,
ki MoskHa Gyio ouinuTH. Cy6'ekTH 3 Lici nomyIALiT Oy BKIIOUEH! 10 CRHCKIE.

TIpoBeaenuit ananis edexTHBHOCTI BIUTIONAR y3aranbHeHHs YacTKH cy6'exTiB 3
PHK BUI-1 y mnasmi xpoei <50 kn/Ma na 48-my Ta 96-My TIDKHSX 3
BHKOPHCTaHHAM ANTOPHTMY «3HIMOK i criocTepexeHHs». Takox Gynu npoBeacHi




ONaTKOBI y3araTbHCHHA 33 CTPaTHOIKAUIHHHMH iarpynam.

[Hui poeeieni aHai3n epeKTHBHOCTI BKITIOYAITH y3araNbHeHHA YaCTKH
nauientis 3 PHK BIJI-1 y nnasmi kposi <400 kn/mn ua 48-My Ta 96-My TIDKIAX,
abCOMIOTHHX 3HA4EHD T4 3MiH BiA 104aTKOBOrO piRHs KinbkocTi CD4+ Ta PHK
BIJI-1 3 uacom, a Taxox 4acTOTH NporpecysaHHs saxsoploBaHHs (BLJI-
acouiriopanux cranis, CHIly Ta cmepri).

Bunanku Bipyconoriuaux Hesay, BU3HAUCHUX mpoTokosiom (PDVE), Oynu
MifCYMOBaHi 33 BISHTAMM T KOAKHOT MpyIH nikysaHHs. Byno nposenedo ananis
eHOTHITYBaHHA Ta GEHOTHUIYBAHHS Bipycy, H100 NOCTIAMTH B32EMO3B'I20K Mk
lTikyBaHHsM npenapatamua CAB ta EFV Ta esomouiero pesucrentHocTti BIJI-1,
Hactora renoTunivnoi Ta dreHoTHMIYHOT pezucTeHTHOCTI 10 | HribiTopis
inrerpasu ( INI), wo eauuKIa 1ig yac mikysanHs, Oyna niacyMoBaHa 3a rpynamy;
J1iKcy BaHHS.

Byno y3aransHeHo taki [IP zaranom Ta 3a rpyiiaMmH jikysaHHs: sci [TP, TIP,
MoB'A3aHi 3 NikapchkuM 3acofbom, [1P 3a cTyneHeM THKKOCTI, NeTanbHi Ta
HEMeTaNbHi cepiiosHi nobiuni ssuwa (CI15), a Takox 1P, wo TIPU3BOIATE A0
CUHAPOMY BiIMiHM TIpenapary.

[Tincymku CITST Gynu mimeeneni Ha Tepanii. Cepenti sHauenHs Ta 3MiHu Bin
BUXIAHOTO PiBHA 1/ nabOpaTOPHUX MOKA3HUKIB T4 TOKAZHHUKIE
PRUTTEQIUBHOCTI By HiCyMOBani Mo rpymax JiikyBaHHs. Cryneni
abopaTOpHOT TOKCHYHOCTI, 10 BUHMKANH N/l Yac JIKyBaHHs, TAKOK 6ymnu
MiZCYMOBaHi 32 FPYMaMH JIIKYBaHHSI.

dapmakokiHeruuni ananiTHunHi MeToaN:

Jins cyb'ekris y rpymi inrrencHBHOT Tepanii Ha 2-My TIOKHI OLIHIOBAIH TaKi
napaMerpu CAB PK: nnoma nin xpusoro sanexuocti KOHLIEHTpAIi] [Iperapaty
Bil\ 4acy Bif I03M 10 KiHIA iHTEpBaNy Mo3yBaHHs ¥ piBHOBaKHOMY cTaHi (AUC
(0-1)), MakcuManbHa KOHLEHTpALiA TpenapaTy B iasmi (Cmax), koHueHTpallis
npenapary B ruasmi 1o npuiiomy (C0), koHIeHTpauis B KiHLi iHTepeany
nosysaHus (Ct), 4ac, npoTarom skoro crocrepiranaca Cmax (tmax), Ta ysaBHH
KJlipenc nicns nepopaneHoro npuitomy (CL/F). CAB C0 ouiHIoBany Ha ocHOBI
KOHIIEHTPAUIN nepen 10300 /s BCiX cy6'ekTiB y momymsuit 3 PO3pimKECHOIO
KonueHrTpauieio PK, a Takox Ha 12-My, 26-My Ta 36-My THKHAX TOITY AT 3i




3BEACHOIO KOHLeHTpanieo PK. RPV C0 ouiHoBany Ha ocHOBI KOHIIGHTpanii
EPell H030K0 ANIA BCIX Cy6'eKTiB Y nomymauil 3 PO3PIIKEHOI0 KOHIEHTpALIEI0
PK min gac minrpumyrouot dazu gocnimrens. Jhia kosxHOT Gasu mocmimkets
0YJI0 CTBOpEHO iHAUBiNyaBHe cepenHe sHaueHnsa CO (gxe Bmouae Ctyia
rpYNH IHTEeHCHBHOT PK).

DapmakokiveTHYHI JaRi Gynu npexcTaEnei ¥ rpadiuniii ta/abo Tabimunii
(popMi Ta y3aransHeH] onmHCoBO.

bynu nepepaxosani noxingi niapametpu PK. Jina seix napamerpie, oxpim tmax,
IS KOXHOT IPYIIH JTikyRatHs GyJi po3paxoBaHi Taki 3Be/leHi CTATHCTHKH:
MejliaHa, MakcuMyM, MiHiMyM, CcepenHe apH(pMeTHIHe, CTAHAADTHE BiNXHICHHS,
KoediuieHT Bapianii cepemuboro apudmeTHyHoro, cepenHe reoMeTpHune,
KoedilieHT Bapiauii cepeaHBOro reoMeTpUYHOr0, 95% nosipumii inTepean s
CCPEAHBOTO FEOMETPUHHOTO | CTRHAAPTHE BiAXWEHHA NOrapUMivHO
MEPETBOPEHNX fiauX. s tmax 6ynu pospaxosani MeniaHa, MaKCHMYyM,
MiHiMYM, cepenHe apubmeTHuHe Ta CTRHAAPTHE BiXHAEHHSL.

I lapamerpu PK nincymobysanucs 3a NIKYBAHHAM, BUXiaHHM pierem PHK BIJI-1
y nnasmi kposi (<100 000, >100 000 KI/MIT) Ta oHOBOIO noxBiitHow HIZT
(ABC/3TC, TDF/FTC a6o iHua), a Takox 3arafibHiM MOKa3HHMKOM.

[IponopuiiiicTs no3u napamerpam CAB PK (Twxpens 2: AUC (0-t), Cmax, CO
i Ct) OUiHIOBANIN 33 OTIOMOTOKO CTeNeHeBoT MOeN]: y =a x ao3af.

Ulorapidmiuno Tpanchopmosanuii napametp PK ingusinyansHoro cy6'exra CO
3 (asu inayKuii nopieoBany 3 dpasoro MIATPHMYIOHOT Tepanii 1 KOKHOro
UTiKyBaHHS 33 JOMOMOroro Mojieni SAS PROC MIXED.

Po3paxosyBanu kopenauii Ta p-3nauenns [MipcoHa Mbk HopManizoBaHuMU
rosoto napaMerpamu CAB PK (AUC (0-1), Cmax, CO0, [HAHBITyaILHE CepenHe
sHayeHs CO) Ta BiKOM, Baroro, 3pocToM, iHAEKCOM MacH TiNa, IAoIer
1toBepxHi Tina (BSA), ctartio Ta pacoio (appoamepukanui vs. ixmi).




Haiti3 PK/PD, Bmoyarouy amanis «excrozumis - HPOTHBIPYCHA AKTHRHICTEY,
«CKCTTO3HLIIS - IMYHOJIOLIS» Ta «EKCIo3MILis - TOKCHYHICTDY, HPOBOIMIIH 3
BHKOPHCTAHHAM Kopesniii ITipcoHa.

TOIIO)

19. Hemorpadivni noxasHuxu JocmimKy

BaHO1 nomy:auii (cTars, Bik, paca

Koporxi nemorpagiumi XAPAKTePHCTHICH?

CAB CAB CAB EFV 3aranom
emorpaciyna xapaktepucTvka 10 mr 30 mr 60mr 600 mr N=243
N=60 N=60 N=61 N=62

Biki{pokis), n{%). . - it T F T % i
Cep. anay. 34,0 44
CB 9,91 10,24
Meniana 320 325
Min. 19 20
Make. 54 57

Crats, M%) - - R L L E T e
Kinoua 3{5} 20
Yonoeiua 57 (95) 58(97)

E?ﬁiqhé‘iiiiﬁ'ﬁénexhlﬁfh R T S T T LR i
TlarnHoamepukanyi/ nAT¥HoaMEpUKaHL 9(15) 16 (27) 14 (23) 12 (19) 51 (21}
He ICI'.IaHOMDBHIf namﬂoauepnuaﬂql 51(85) 44 (73) 47 {77) 50(81) [192(79

PaCa, (4] A LA R TR
Acppo-auepn Kancmoro/aq:puuaﬁcwuro
NOXOMXKEHHR 21(35) 17 (28) 18(30) 20(32) 76 (31)
Amepukanchi iHianLi 360 NPeNCTaBHNKK
KODIHHOMQ H2CENEHHS Anscku 0 0 23 2(3) 4 (%)
A3iaveEROr0 NOXOMXEHHS Llevpanena /

Misaekna Asia H2) 1{2) 1(2) 0 31
Asifcbia - SROHCHYOrO/CXIRROATIATORKOMD 0 1(2) 2(3) 0 3(1)
NOXOMKEHHA

€rponeviaxa paca 37 (62) 39(65) 36(59) 39(63) M5 (62)
Ahpo-aMEpUKAHCHOTO/atiPUKEHCHKROTO 0 0 1(2) 0 1{<1)
TOXO/PRENHA Ta AJIATCHXOMO NOXOMXEHHS Ta

Binourxipi

Adpukanchi amepukanyi / adpuxaHcLre 0 0 1(2) 0 (<1)
NOXOLXEHHA Ta KOPIHHI X¥uTENi Mapafichymx

OGTPOBIE 860 [HAWKX TUXOOKEAHCKIMX

CCTpoaiB

AdDo-amepuKaHCEKoro/athpUKaHCHkoro 0 2(3) 0 0 2{<1)
noxomxetua Ta binowkipi

AMEPUKHCHHE ik aBo npeacTasHmMiM 1(2) 0 0 0 1{<1)
KOPIHHOFO Haceneuts Anscku, Binowkipi '
Aziateske noxomeenns Ta Binownipi 0 0 Q 1(2) 1 (<1}

SD= ¢rangapTHe imunesss

20. Pesynbraru edexrurrocTi

PesynsTarn mogo edexrnpnocri




HK BLI-1 y nnasmi kpoBi <50 ka/mu aa 144-my TizRHI

Ha 144-my Tixni 58% (rpyma CAB 10 mr), 67% (rpyna CAB 30 Mr) ta 77%
(rpyna CAB 60 mr) nauientis, PaHJOMIZ0BaHHX ISt IEPOPAIILHOTO npuHoMy
CAB, ninrpumyBanu sipyconoridmy cynpecito (BLJI-1 <50 wn/mu). Ha 96-my
Tkl Bei yuacuuku EFV 6y suiomoueni 3 gocmimxenns. VYuacHHKiB,
pasgoMisosanux jio 1 3 3 rpyn liepopanesHoro npuitomy CAB, nepepommnn na
0bpaty crioncopom cxemy CAB 30 mr + RPV 25 mr micis TOTO, AK OCTAHHIH
yHACHHK 3aBEPUIYBAB Bi3HT HA 96-My THYXHI, | JOCTimMKeH s oyno
nesaciimneHuM. IMepexin pindyeca mik 108-m i 120-pm TKHAMH (Tabnuus 2,
Pucynok 1).

Tabnuya 2 Yacrxa (95% Cl) nayjentis 3 PHK BIN-1 Y nnasmi kpoBi <50 kn/mn nig vac
KNIGYOBHX Bi3HUTIB - aHaNi3 MOMEHTANLHUX 3HIMKIB (MSDF) {ronynayia [TT-

E)
CAB CAB CAB CAB EFV
Npomixuui
10 mr 30wmr 60 mr nigcymok 600 war

Blsur N =80 N=60 N =61 N=181 N=62

Tiogens 16 o (%) 54(80) 50(83) 53 (87) 157 (87) 46 (74)
K95%CI {82, 98) (74,93) {78,95) {82, 92} {63, 85)
MporopyiicTs

Tixaenn 24 [n (%) 52(87) 51{85) 53 (87) 156 (85) 46 (74)
55%CI (78, 95) (76, 94) (78, 95) (81,91) (63, 85)
ponopuifiHicTe

Tiknesn 48 n (% 48(80) 48 (80) 53 (87) 149 (82) 44(71)
135%CI (70, 90) {70, 90) (78, 95) {77, 88) (60, 82)
IMponopuifnicTs

Tuxaese 72 |n (%) 43(72) 4(73) 52 (85) 138(77) 42 (68)
95%CI (60, 83) (62, 85) (76,94) (71.83) (56, 79)
MponopuifHicTs

Tuxaers 95  [n(% 41(68) 45(75) §1(84) 137 (76) 39(63)
[95%C1 {57, 80) {64, 85) {74,93) (69, 82) (51,75
liponopuinicTs

Tuxaens 144 |n (%) 35(58) 40(67) 47(77) 122(57) -
35%C1 (46, 71) (55, 79) {66, 88) {61.74) -
IponopuiiuicTh

Tusinens 144 [n (%) 32(58) 38 (69) 43(78) 113(58) -

Ge3 Micys 95% CI 45, 71) (57, 81) (67, 89) (61.76) -

101861 [ 1ponopuiiHicTs

95% Cls - ye asvqaii posipyi iHTepBaMy anpokcumagi.

AHai3 uyTHBocTi 6yB npoBeneHuii Ha qacTui cy6'exrie 3 PHK BUI 1 y nnasmi
<50 kA/Mn, B pesynbrarTi uoro 11 cy6'exriB Gymmo BHKMOYEHO 3 aHaJTi3y yepes

Nifo3py Ha mopyieHns GCP, i 11 eyb'exris 6ynu patnomisopani | IPOXONHUITH




MiKyBaHHA B OOHOMY 3 UeHTpiB. Ha 144-my TrokHI asanis gy TIHBOCT 33
MeTogom GCP mokazae, wo 58%, 69% i 78% YYacCHHKIB MaJsH BipyCOJIOr 9HUH
yerix y rpynax CAB 10 mr, CAB 30 mr i CAB 60 mr BianoeigHo (Hxepeno:
post-hoc TaGiuug 7.102), mwo, 32 BUHATKOM [EIO BUMOr0 IOKAZHHUKA ychixy B
rpynax CAB 30 mr i CAB 60 mr, 610 iTeHTHUHUM MOKa3HMKaM MOBHOIO
ananizy nomynanii ITT-E. Ha 96-my Tiwkni uactora BiOMOBiNeil Ha MOMeHTANbRI
BHIMKH J(15 aHanisy gyTnusocti GCP NPaKTH4YHO He 3MiHMNACS OPIBHAHO 3
nepeuHHKM aHanizom (Twxuens 96): 68%, 75% i 84% s nomyssauii ITT-E i
67%, 76% i 85% pna ananizy gyTusocTi GCP. Bignosigno, ueit aHanis
UYTJIMBOCT] IEMOHCTPYE, IO NpoGiemy 3 NAHUMM, BUABJIEHI HA Ui AinaHmi,
Mallu MiHIMaNLHUH BIDTME a60 B3arami He BIUTHHYJIH Ha aHaJli3 KJIIOYOBUX
KIHIIEBHX TOYOK e)eKTHBHOCTI.

Figure 1 Proportion (95% CI} of Subjects with Plasma HIV-1 RNA <50 cfmL by Visit - Snapshot (MSDF)
Analysis (ITT-E Population) '

Yacira (%)
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Mpuminea: 95% Cls - ye sovmvais osipyi irepeany anpoxcumayT, Ha 96-my iosi rpyna pocninrenna EFV 3ABEPUIKNG YHACTL ¥
AocnlzwerH, a yackim 744 rpyn (CAB), ski BBl BETYIMTA Y BiLIXpUTY hasy NpoRoBMeHHs, Gyni NEpEeessHi Ha RepopankHWi
nguiom CAB 30 mr + nspopanshuii npniiom RPV 25 mr (aawTpuxosana obnacts).,




Tabnuua 3 3segeni pesynbTath gocnimxeHHs {<50 koniit/mn) Ha 144-My TWKHI -
MOMeHTanbHuid ananis (MSDF) (nonynsuis [TT-E)

Pesynbrar CAB | CAB | CAB CAB
10mr | 30 mr | 60 mr | Mpomixuuit
nificyMoK
N=60 N=60 |N=61| N=181
n (%) | n(%) | n(%) n (%)
HasgHicTb BipyconoriuHoi Bignosigi 35(58) | 40 (67) 47 (77)| 122 (67)
Bipyconoriuna BigcyTHicTs peakuii 3(13) | 8{13) { 2(3) 18 (10)
Alaki y BikHi He HW4e NOPOrOBOrO 3HaYEHHS 23) | 3(5) 0 5(3)
{<50 c/mn)
MpUnuHeHo Yepes HeNOCTaTHIO 20 | 12 | 102 4(2)
edekTHBHICTS
MpunutHeno 3 iHWOT Npu4uHu, ane He Hukde a7 | 12 1 12 6 (3)
TNOPOrOBOTO 3HAYEHHS!
(lonepegHa amiHa APT 0 3(5) 0 3(2)
Bipyconoriuni gaui BigcyTHi 17(28) (12 (20) |12 (20)| 41 (23)
MpunuHeHo vepes AE 28) [ 2(3) | 4(7) 8 {4)
[PHNMHEHO 3 iHLLIMX NpUYKH 14(23) | 8(13) | 5(8) 27(15)
MponyLueni gawi nia Yac sikka, ane nig yac 102) | 2(3) | 3(5) 6 (3)
JOCHimKeHHs

a. BipyconoriyHa Hesaaya
b.  Min vac ysoro nocnimxerHs He byno aathikcosaHo »oaKoro feTansHoro BUNAAKY.
Bianosias minasmu ua PHK BLI-1 3a Gasosum pisaem PHK BLJI-1

Y nauienTis 3 pisnem PHK <100 000 1. 0./M71 Ha NOYaTKOBOMY piBHi y 106/154
(69%) nauicuris, ki otpuMysanu CAB, npuruiveHus sanumanocs Ha 144-my
risicri. Copok (82%) 3 49 nauientis y rpyni 60 Mr, 36 (68%) 3 53 nauienris y
rpymi 30 mMrta 30 (58%) 3 52 nawuienTin y rpymt 10 Mr Manu criiiy sipycHy
Cynpecito micng 144 Twkuis nikypaHus.

Y 16/27 (59%) oci6, axi manu >100 000 ki/mn na MOYaTKOBOMY piBHI (BHCOKe
BipyCHe HaBaHTaXeHH), AKi OTPHMyBanH CAB, npuruiuenns sipycy
BOepiranocs xa 144-my TioKui. Cy0'ekTH 3 BHCOKHM BIpYCHHM HABAHTAKEHHIM
MPHIMHATH yuacTs y nporpami CAB wepes Bipyconoriuni Ta Hepipycomoriumi
NPUYUHH. Y NallieHTiB, Iki ManH BHcoOke BipycHe HaBaHTaxenns (PHK BUI-1 ue
MeHwe 100 000 koniii/Mr) Ha nouaTkosomy pisri, 7 (58%) 3 12 y rpyni 60 mr, 4
(57%)3 7y rpyni 30 Mr1a 5 (63%) 3 8 y rpymi 10 Mr Masu criiiky BipycHy

cynpeciro Ha 144-My TioKHI,




Tabniys 4 Yactka nadienrie 3 PHK BIN-1 y nnasmi KpoBi <50 ¥nfmn 3a
pesynkTatamu Bi3uTy Ta aHanizy novarkogoro piexa PHK BIN-1 y
Mnasmi KpoBi - "MOMEHTanbHUI 3HIMOK" (MSDF) (nonynsiuis ITT-E)

MovaTkosuit pisens PHK BIN-1 y nnasmi kposi; <100 000 kn/mm

Biaur CAB CAB CAB CAB EFV
10mr | 30mr 60 Mr | MpoMixuuii | 600 mr
nigcymok
N=60 | N=60 | N=51 N=181 N=62
nIN (%) | niN (%) | niN (%) niN (%) n/N (%)
lMoyvaTKoBuM piseHk 0/52 0/53 0/49 0/154 0/54
Twiaens 2 28/52 (54)(30/53 (57) 31/49(63) | 89/154 (58) | 8/54 (15)
TuxaeHs 4 46/52 (88) 44/53 (83)) 43149 (88) | 133/154 (86) | 15/54 (28)
TwxaeHs 8 49/52 (94) 48/53 (91)) 45/49 (92) | 1421154 (92) | 29/54 (54)
TvoraeHs 12 47152 (90) 43/53 (81)| 41/ 49(84) | 131/ 154(85) | 36/54 (67)
TuxaeHs 15 49/52 (94) 46/53 (87)] 44149 (90) | 139/154 (90) | 42/54 (78)
TuxaeHb 24 46/52 (88) A6/53 (87) 44/49 (90) | 136/154 (88) | 40/54 (74)
TikaeHs 26 41/ 52(79) A0/53 (75)) 43/49 (88) | 124/154 (81) | 35/54 (65)
TuxaeHb 28 45/52 (87) 43/53 (81)] 44/49 (30) | 132154 (86) | 36/54 (67)
TwxaeHs 32 44152 (85) 43/53 (81) 44/49 (90) | 131/ 154(85) | 36/54 (67)
TuwxaeHs 35 45/52 (87) 43153 (81) 44/49 (90) | 1321154 (86) | 37/54 (69)
Tuxgets 40 44/52 (85) 44/ 53(83)) 45/49 (92) | 133/154 (86) | 36/54 (67)
TuxaeHs 48 42/52 (81) |42/ 53(79)| 44/49 (90) | 128/154 (83) | 38/54 (70)
TwxaeHs 60 41/ 52(79) 40/ 53(75)) 44149 (90) | 1251154 (81) | 35/54 (65)
TvoigeHs 72 38/52 (73) |39/ 53(74)| 43/49 (88) | 120/154 (78) | 35/54 (65)
TuxaeHs 84 37/52 (71) 40/ 53(75)| 43/49 (88) | 120/154 (78) | 35/54 (65)
TvxaeHb 95 37152 (71) 40/ 53(75)| 43/49 (88) | 120/154 (78) | 32/54 (59)
Twxnexb 108 36/52 (69)(38/ 53(72)| 42/49 (86) | 116/154 (75)
TuxzaeHs 120 35/52 (67)[39/ 53(74)| 42149 (86) | 116154 (75)
TuokaeHs 132 32/52 (62)|37/53 (70)| 42/49 (86) | 1111154 (72)
TkaeHs 144 30/52 (58) 367 53(68)| 40/49 (82) | 106/154 (69)




[Mouarkoauii pieetin PHK BIi-1 y nszasmi kpoEi: = 100 000 kiwn

CAB CAB CAB CAB EFV
10mr 30mr 60 mr Mpomixmus 600 mr
nigcyMoK
N=60 N =60 N=61 N=181 N=#62
niN (%) niN (%} niN (%) niN (%) nN (%)
MovaTKoBU{ piBeHb 0/8 07 012 0127 0/8
TinkaeHs 2 1/8(13) o7 012 1127 (4) [fi]
Tvkaets 4 218(25) 37(43) oMz 5127(19) 08
TikneHs 8 5/8{63) 217(29) 8/12(67) 15/27 (55) 1/8(13)
[Tvxgens 12 6/8(75) 2/H29) 912(75) 17127 (63) 2/8(25)
TuxgeHs 15 5/8(63) A7(57) 9N2(75) 18/27 (67) 4/8(50)
TixasHs 24 6/8(75) BI7(71) 8M2(75) 20027 (74) 6/8(75)
TuxneHs 26 6/8(75) 517(71) 9M2(75) 20027 (74) 6/8{75)
Twxgets 28 B8(75) 477(57) 8/12(67) 18127 (67) 7/8(88)
[TviaeHs 32 6/8(75) 5f7(71) 9M12(75) 20127 (74) 7/6(88)
Tvogenb 36 6/8(75) 6/7(86) 8H2(67) 20027 (74) 7/8(88)
TwkaeHs 40 8/8(75) 517(71) 712(58) 18127 (67) 6/8{75)
[TuxaeHs 48 6/8(75) 6/7(86) 912(75) 211 27(78) 6/8(75)
TuxaeHs 60 6/8(75) A17{57) 8112{67) 18/27 (67) 7/8(88)
[TixgeHs 72 5/8(63) 57071 9/12(75) 1927 {70) 7/8(88}
TvsneHs 84 6/8(75) 57(71) 912(75) 20127 (74) 7/8{88)
TuxpeHs 96 4/8(50) 57(71) 812(67) 17127 (63) 7/8(88)
TvxgeHs 108 5/8(63) 517(71) 712{58) 17/27 (63)
[Tuxpens 120 4/8(50) 57(71) 7/12(58) 16/27 (59)
TioxneHb 132 5/8(63) 57(71) 7112(58) 17127 (63)
Tikpens 144 5/8(63) 417(57) 712(58) 16/27 (59)

Peariia naazvmu Ha PHK BLI-1 3 yacom

Hactka oci6 3 PHK BUI-1 y mwiasmi kposi <50 kin/mi 3a nanuMy aHamzy MSDF
s nomysanii ITT-E pizko spocrana B yclx rpynax jikysauus CAB Bin
MOYATKOBOIO PiBHA 10 4-TO THXHS, 4 MIOTIM MaTa TEHEHLTIO 10 nnaro,
MOYHHAtOHH 3 8-ro TIXHA | Hamani. CriocTepiranocs He3HAUHE SHUKEHHS MDKC
24-M 1 36-M THXKHAMH, alle 3aranoM y cy&'exTis 30epiranacs cynpecm min yac
MEPBUHHOrO aﬂa.msy, nposeaeHoro Ha 48-my TinkHi. [lepesara y sipyconoriuniii
BIANOBIi y nanjeHTis, sxi otpumysamu CAB, 3bepiranacs we npoTiarom 72
THKHIB [Tic/s MPUIHHEHHA Npuiiomy ¢oHosux NRTI Ta repexomy Ha cXeMy
mm'pnmyroqm Teparm 3 asox npenaparis (CAB mmoc RPV). V seix rpynax
mikysanHs CAB micns nepexony Ha 06paHy criorcopom Tabnetky CAB 30 mr
NpOTArOM BI,E[KpHTOl‘O nepioy AOCHIKEHHA NPONOBKYBAH JEeMOHCTPYBATH
nobpy BiAMOBiAL Ha 144-My TiDKHI.




Tabnuus 5 Yacria oci6 3 PHK BIN-1 y nna3smi kpoBi <50 kn/mn 3a HaHuMK
aHaniay "BiauT-3HiMok" (MSDF) (nonynswis ITT-E)

Bizur CAB CAB CAB CAB EFV

10 mr 30 mr 60 mr TipomixHMi 600 mr

nigcymox

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

n (%) h (%) n (%) n (%) n (%)
MoYaTKoBMH piBeHb 0 0 0 0 0
TvxaeHs 2 29(48) 30 (50) 31 (51) 90 (50) 8{13)
TvoxgeHs 4 48(80) 47(78) 43 (70) 138 (76) 15{24)
TowaeHb 8 54(80) 50 (83) 53 (87) 157 (87) 30 (48)
TuigeHb 12 53(88) 45(75) 50{82) 148 (82) 38 (61)
TwxaeHs 16 54(20) 50(83) 53 (87) 157 (87) 46 (74)
TvixaeHb 24 52(87) 51(85) 53 (87) 156 {86) 46 (74)
THxGeHb 26 47(78) 45 (75) 52 (85) 144 (80) 41 {66)
TuxgeHs 28 51(85) 47(78) 52 (85) 150(83) 43 (69)
TvxaeHs 32 50(83) 48 {80) 53(87) 151 (83) 43 (69)
TuxaeHs 35 51(85) 49 (82) 52 (85) 152 (84) 44 (71)
TuaeHs 40 50(83) 49 (82) 52 (85) 151 (83) 42 (68)
Tvnens 48 48(80) 48 (80) 53 (87) 149 (82) 44{71)
TuxaeHs 60 47(78) 44 (73) 52 (85) 143 (79) 42 (68)
[ TviaeHb 72 43(72) 44(73) 52 (85) 138 (77) 42 (68)
Tuxaers 84 43(72) 45 (75) 52 (85) 140 (77) 42 (68)
TxaeHs 96 41{68) 45 (75) 51(84) 137 {76) 39 (63)
TvpkoeHs 108 41(68) 43(72) 49 (80) 133 (73)
Tuoxnens 120 3965 | 4473 | 49(80) | 132(79)
TvxpeHs 132 37(62) 42 (70) 49 (80) 128 (71)
TwxaeHs 144 35(58) 40 (67) 47(77) 122 (67)

Hacrra nanjenTis 3 PHK BUI-1 y nyasmi kposi <50 ki/mMn 3a JanHMH aHatizy
criocTepexxyBanux punankis (OC) ana nonynauii ITT-E takoxk
MpOEMOHCTPYBaNa Oinblll WBHAKY BiANOBIAL y MALIEHTIB, SKi OTPHMYBAIH
nikyBanHs 3a cxemoto CAB, 1o 12-ro Tiokns. o 16-ro Twkis GinbuicTs
(>85%) nauieHTiB y BCIX rpynax fikyBaHHA, WO 3AMMITMIHCS B JOCIIiPKEHHI,
rocAriy npurkitedns (PHK BIJI-1 <50 kn/mn) 3 BucoKk#M piBHeM BinmoBimi, wo
hOepirascs Ao 144-ro THxKHA.




Tabnuya 6 Yacrra nauienTie 3 PHK BIf1-1 y nnasmi kposi <50 c/mst 3a
pesynbTaTtamy BisuTy - aHani3 O3T (nonynauis ITT-E)
AKT Penirii. CAB CAB CAB CAB EFV
10 mr 30 mr 60 Mr | MpomixHui 600 mr
[Hac nigcymox
N=60 N=60 N=61 N =181 N=62
n/N (%) | niIN (%) n/N (%) niN (%) nIN (%)
[Toyatkorui 0/60 0/60 061 0Me1 0/62
DiBEHD
TUKIEHD 2 29/57 (51) | 30/56 (54) | 31/59(53) | 90/172(52) |  8/59(14)
Tvxpers 4 48/58 (83) | 47/57 (82) | 43159 (73) |138/174 (79)| 15/57 (26)
TuxaeHb 8 94/53 (92) | 50/56 (89) | 53/57 (93) 1571172 (91)| 30/55 (55)
TwxaeHb 12 55/58 (95) | 46/52 (88) | 52/57 {91} |153/167 (92)| 39/51 (76)
TuxaeHs 16 o4/57 (95) | 51/54(94) | 53/57 (93) |158/168 (34)( 45/52 (87)
Twxaers 20 51/56 (91) | 53/54 (98) | 55/56 (98) [159/166 (96)] 43/47 (91)
TwkaeHb 24 52/56 (93) | 52/53 (98) | 53/56 (95) |157/165(95)| 46/48 (96)
TvxaeHs 26 47/48 (98) | 47/50 (94) | 52/53 (98) |146/151(97)[ 41/ 44(93)
TwxaeHb 28 91/51 (100) | 49/52 (94) | 52/52(100) | 1521155 (98)| 43745 (96)
TrxaeHb 32 20752 (96) | 50/53 (4) | 53/55 (96) |153/160 (96)| 43/45 (96)
TuxaeHs 36 01/ 52(98) | 51/53(96) | 52/55 (95) |154/160 (96)| 44/45 (98)
TwigeHs 40 50/52 (96) | 51/53(96) | 52/55 (95) [153160 (36)] 42/45 (93)
TvxieHb 48 47/51(92) | 49/53 (92) | 53/54 (98) [149/158 (94)| 43/44 (98)
TuxaeHs 60 45/48 (94) | 46/48 (96) | 52/53 (98) [143/149 (96)| 42/44 (95)
TvKAeHs 72 43/47 (91) | 44/48 (92) | 52/52 (100) | 139147 (95)| 42/42 (100)
TuxaeHb 84 42146 (91) | 45148 (94) | 52/52 {100) 1139/146 (35)| 42/42 (100)
TwkgeHs 96 40/45 (89) | 47/48 (98) | 51/52(98) |138/145(95)| 39/40 (98)
Tixaeks 108 41/ 43(95) | 44/46 (96) | 49/49 (100) |134/138 (97)
TurgeHb 120 39/41 (95) |46/46 (100)| 48/49 (98) [133/136 (98)
TwkaeHb 132 38/40 (95) | 44/46 (96) | 49/49 (100) | 131/ 135(97)
TvxaeHs 144 34/37 (92) | 42/45 (93) | 46/47 (98) [122/129 (95)




Pucynok 2 “acrra oci6 3 PHK BIN-1 <50 c/mn (aHania BIAMOBIRAE; nonynsayis [TT-E)
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Mpuwitia; Kinbkicts nDCnlﬂJKyBaHMX Ha 2-My TuwHi cTaHoBuna 57, 56, 59 i 59 sinnosio. KinbiGTs YuackWKis Ha 26-my Thami cTaHoBUNA
48, 50, 53 44 signosigHo.

3mina kiabkocri CD4+ wiitun nopisusito 3 6azosam pisnem - (ITT-E)

Meniana s6irbmenna kinexocTi CD4+ KIiTHH BiZl BUXIHOIO PIBHS CTAHOBHIIA
185,0 rritun/min (IQR 95,0-270,0) y rpynmax CAB na 24-my Troxui. Yepes 24
THIKHI TIATPAMYIOYOT Tepantii (48-# Tivkaens) Meliana 36 UIbLIEHHS KinbKOCTI
CD4+ kitiTuH Bia nouaTkoBoro pieHs craHosuna 219,0 knitHa/min (141,0-
343,0) y nauienris, fKi oTpUMyRanH JikyBanHs 3a cxemoro CAB. Ha 96-my
THKHI cepeaHe 36ibmenHa kinbkocti CD4+ wiiTul NopiBHAHO 3 MOYATKOBHM
piBHEM cTanoBMO 259,5 writur/mi (137,0-355,0) y nauienTie, aki orpumysanu
CAB. Ha 144-my TixHi cepenne 36insmenns kinskocti CD4+ 1otitus Big
BHXIAHOrO piBHA cTaHoRHIO 299 wiitun/mi (151,0-465,5) y pewri rpyn CAB.




Tabnuya 7

llincymkoBe aBeonioTHe 3HaYeHHs no
GazoBoro pieks KinbkocTi CD4+ KniTH

(nonynsuyis ITT-E)

4aTKOBOro PiBHA Ta 3MilM Big
H (KniTun/ym3) 3a Bisutamu

Bizut CAB CAB CAB CAB EFV
10 mr 30 mr 60 mr Nigrpyna 600 mr
N=60 N =60 N=61 N=181 N=62
MoyatkoBwmit N=60 N=60 N=61 N=181 N=62
iBeHb
Cepeaue 445,5(155,60) | 444,9 (180,98) | 459,0(170,64) | 449.8 {172,16) | 456,5 (196,11)
sHa4enHa (SD)
Meniaxa~ 4150 4040 4200 412,0 4165
(IQR) ~(342.0, 541.0) | ~(319.0, 550.5) -(343.0, 548.0) [~(333.0, 548.0) ~(304.0, 651.0)
[TeHs 2 N=57 N = 56 N=59 N=172 N=59
CepeaHe 92,6(112 44) 795(118,15) | 91,7 (127.92) | 88,0(11923) | 24,8 (138,47
3HayeHHs (SD)
Meniana~ 90,0 101,56 88,0 89,0 26,0
IQR) ~(31.0, 146.0) | ~(-17.5,150.5) ~{10.0, 149.0) | ~(10.5, 149.5) +(-35.0, 83.0)
[Tixnens 4 N=58 N =57 N=59 N=174 N=57
CepegHe 1364 (157,36) | 769(107.01) | 882 (110,01) | 100,6(128,81) | 46,0 (106,35)
3Ha4eHHsa (SD)
Mepiara~ 13,0 77,0 83,0 92,5 48,0
(IQR) ~(59.0,173.0) | ~{14.0, 145.0) ~(25.0, 151.0) | ~(24.0, 151.0) +-3.0.98(0)
THxaeHb 8 N=58 N =56 N=57 N=171 N=155
Cepegte 1299 (12347) [ 117,8(13219) | 905 (148,25) | 112,8(135,20) | 65,6 (120,25)
3HaveHHs {SD)
Mepiara~ 136,5 120,5 88,0 123,0 59,0
(IQR) ~(56.0,177.0) | ~(39.5, 198.0) ~{4.0,177.0) | ~(35.0,178.0) ~{22.0, 144.0)
TvaeHs 12 N=58 N=53 N =57 N=168 N=51
CepegHe 140,5(142,86) [ 140,8{ 165,02) | 145,2(142,24) 142,2(146,11) | 1034 (125,39)
3Havertn {SD)
Megiana~ 1155 53,0 180,0 146,5 93,0
IQR) ~{40.0,221.0) | ~(72.0,207.0) ~(64.0, 231.0) | ~(57.5,223.5) | ~(21.0, 182.0)
Tixgens 16 57 54 57 168 52
Cepeane 158,3(115,36) | 1422 (145,64) | 148,3 (131,81) [150,1 (130.66) | 1355 (153,48)
aHauenHs (SD)
Megiana~ 1370 157,0 141,0 140,5 125,0
(IQR) ~{78.0,2350) | ~(89.0,228.0) {730, 252.0) | ~(79.5, 236.5) -(48.0, 253.9)




Tuxaens 20 56 54 56 166 49
CepegHe 165.2(146,90) | 153,8(150,40) | 182,6(142,18) | 167.4 (146,08) | 149,0(117,44)
3HaveHHs (SD)

MegiaHa~ 172,5 163,5 185,0 169,0 160,0
{IQR} ~(49.0,262.0) | ~(84.0.267.0) | ~(71.0,281.0} | ~(73.0,271.0) | ~(70.0, 252.0)
THxaeRs 24 56 53 56 165 47
Cepegne 1725(112,04) | 1809(161,43) | 204,0(166,78) | 1859 (148,26) | 143,4 (145,18)
3HavenHs (SDY

Mepiaua~ 158,0 196,0 182,5 185,0 1590
(IQR} ~(835,2365) | ~(88.0,281.0)_ |~(104.0, 284.0) | ~(85.0,270.0} | ~{43.0, 212.0)
ThxaeHb 26 48 50 53 151 45
CepenHe 186,4(153,99) | 177,7(14684) | 194,7(149,66) | 185,4 (149,29) | 166,4(145,11)
3HaYeHHs (SD)

MegiaHa~ 172,0 152,0 167,0 165,0 174,0
(1QR) ~(74.5,2415) | ~(104.0,298.0) | ~(97.0,292.0) | ~(97.0, 279.0) | ~{45.0, 246.0)
TuxaeHs 28 49 52 52 153 45
CepepHe 2050(164,91) { 188,1(132,08) | 193,3(154 43) | 1953(149,97} | 178,2(150,25)
3HaqeHHs (SD)

Mepiana~ 203,0 192,0 154,5 183,0 175,0
(IQR} ~(116.0, 266.0) | ~{95.5,273.5) | ~(96.0,265.0) |~(103.0, 266.0) | ~(115.0, 245.0)
TixneHs 32 52 53 55 160 45
CepefiHe 191,4(151,79) | 2052(14553) | 209,9(157,56) | 202,3(151,03) | 197,4 (170,48)
3HavenHn (SD)

Megiana~ 177,0 2150 190,0 201,0 186,0
(IQR) ~(110.5, 274.0) | ~(139.0,294.0) | ~(89.0, 203.0) |~{113.0, 286.5) | ~{82.0, 269.0)
[Tuxaets 36 52 53 55 160 45
CepepHe 192,0(185,97) | 213,0(144,89) | 2650 (169,42) | 224,1(162,50) | 185,2(152,91)
sHauens (SD)

1Meniaua~ 189,0 219,0 269,0 2235 181,0
(IQR) ~(82.0,297.0) | ~{121.0,300.0) |~(136.0, 349.0) | ~{118.5, 334.0} | ~(77.0, 285.0)
[TuxpeHb 40 52 53 55 160 45
CepenHe 203,6(171,74) | 212,8(180,38) | 212,3(114,67) | 209,6 (156,79) | 221,5( 188,99)
3Ha4eHuHs (SD)

MeniaHa~ 189,0 206,0 197,0 145,0 204,0
(1QR) ~(89.0,251.5) | ~{92.0,303.0) |~(118.0,309.0) | ~(109.0, 290.0) | ~(63.0, 331.0)
TuxneHb 48 51 53 54 158 44
CepenHre 2351(179.89) | 241,6(182,90) | 259,0(154,21) | 2455(171,81) 262,5{201,33)
aHaueHHA (SD)

Meniana~ 2030 2350 240,0 2190 2160
([1QR) ~(126.0, 294.0) | ~(131.0,369.0) | ~(164.0, 370.0) | -(141.0, 343.0) | ~{133.5, 363.0)




[Tuxaens 60 48 41 53 143 44
Cepanns maennnisy | 217,7(152,92) | 269.4(188,34) | 2661 (156,03) | 251,5(166,56) | 263,8(181,15)
|Megiana~ 2155 275,0 251,0 2425 268,5
(IQR} ~(111.5, 303.0) { ~{130.0,398.0) |~(156.0, 371.0) {~(133.5, 363.5) | ~(144.0, 363.0)
TixpeHs 72 47 48 32 147 42
Cepenn nenn 50y 232,0(191,05) | 201,4 (206,54) | 254,0(189,26) | 229,8(195,50) | 257 1 (216,41)
|Meniaxa~ 181,0 2085 215 205,0 2085
(IQR) ~{90.0, 339.0) ~(94.0, 352.5) |~(160.5, 325.5) [ ~{117.0, 338.0) | ~{94.0, 355.0)
Tixnens 84 46 48 52 146 42
Ceperpe mmaveniia (50) | 261,5(171,65) 287,0(207,10) § 278,1(166,11) | 275,8(181,27) | 279,4{191,30)
MeniaHa~ 2435 276,5 255,0 2570 2585
(IQR) ~(142.0,389.0) | ~{169.5, 410.5) [~{178.0, 353.0) | ~(166.0, 389.0) [ ~(157.0, 335.0)
[Trxgennb 86 46 46 52 144 4
Cepente maennn iSD) | 269,4(204,32) | 267,5(196.27) | 286,2(181,50) | 274,8 (192,57) | 281,7 (232,90)
|Meniana~ 236,5 2495 215 259,5 289,0
(1QR) ~(135.0. 359,0) | ~{118.0, 348.0) | ~(150.5, 355.0} | ~(137.0, 355.0} { ~(158.0, 415.0)
Tuxnens 108 43 46 49 138 0
Cepemve maerna (50) | 296,2(215,21) 304,3 (195,30} | 288,4 (184,61) | 206,1 (196.75) -
|Menfara~ 2480 269,0 258,0 263.0 -
{IQR) ~{143.0,398.0) | ~(185.0,442.0) |~(146.0,412.0) (~(158.0, 415.0)

THaeHs 120 41 46 49 136 0

Cepenne zeavernn 50y | 266,1 (173,09) | 279,3(181,10) | 397,2(225,39) | 285,4(195,37) -
MepiaHa~ 2630 250,5 276,0 264,0 -
(IQR) ~(177.0,3780) | ~(184.0,385.0) | ~{155.0,439.0) | ~(175.5, 401.0)

TxgeHb 132 40 46 49 135 Q
Cepensc snaiensa (SD) | 297 1 (167,50) | 305,2(184.98) | 313.2(168,30) | 305,7(172,78) -
[Mepiana~ 296,0 292.0 13,0 304,0 -
{IQR) ~(193.0, 440.0) | ~{195.0,402.0) |~(209.0, 382.0) | ~(196.0, 402.0)

Tuxaers 144 37 45 46 128 0
Cepenne snaenna 50) | 330,7(225,42) | 3989(224,63) | 3224 (224,57) | 320,0(223,24) -
Mepiana~ 302,0 2730 3275 299,0 -
(IQR) ~{169.0, 410.0) | ~{146.0,504.0) |~{144.0,492.0) [ ~(151.0, 465.5)

[Bipycomorin

[Mpuitxa: Mouatxosi dHAUEHHA - ye dakTvyni 3HaueHHs KnbkocTi CD4+ kit (kriTuH/mm3),

Tpu yyacHHKH Bignosinanu kputepiasm PDVF nin uac BimkpuToi gazu Mk 96-m
i 144-m TwkHAMU: 2 cyG'eKTH, AKi criouarTky Oy paHIOMiz0BaHi Ha IpUitoM
CAB 10 mr (Twxui 108 i 132) i 1 cy6'ekr Ha mpriiom 30 mr (Tiwkaens 132). 1i
3 TeMH OnIUCaHI HIDKYE:

Y nauienra, axuii orpumyeas 10 mr CAB + RPV Ta BiAMOBIiNAB BU3RAYEHHIO
PDVF (BipyconoriuHe BiHoBNeHHs) Ha TiokHi 108, Gyna RUABICHA MyTaLlig
V151V/I (se nepeunna myTauis pesuctenrHocti go [HI) 3 1,05-kparHoro




sMibo o CAB. Ha 108-my TixHi y manienra 6yno 385 kn/mn PHK BLI-1.
[Tixreepipkeda PHK BLJI-1 ctadosuna 772 o/mn PHK BIJI-1.

'V nauieHTie, axi orpumyeans 10 mrr CAB + RPV ra BiloBigany BH3HAYEHHIO
PDVF (ripyconoriuHe BinHOBIeHHR) Ha 132-My TIDKHI, OyNH BUABAEH] MyTanii
NNRTI KI01E ta M230M/L, 110 BHHHKIH B pe3yNbTaTi JiKyRaHHd, 3 12-
KpaTHOO 3MiHO RPV. Ha 132-my TiokHi y manienra 6yno 836 wi/mn PHK BLI-
1. igreepmxena PHK BIJI-1 cranoeuna 1727 c/mn PHK BIJI-1.

Y marienTis, aki orpumysand 30 mr CAB + RPV Ta Biniosiganyu BU3HAUEHHIO
PDVF (ripyconoriune BigHOBNeHHS) HA 132-My THXHI, He OYIIC BUABIIEHO
bKOJHHX MYTalii, MOB'I3aHHX 3 NikyraHHaM. Ha 132-my TroxHi y nauienTa 6yno
908 xi/mn PHK BUI-1. ITixreepmxena PHK BIJI-1 cranosuna 211 ¢/mn PHK
BIJI-1.

21. PesyneTraru Heznexu

JlaHi B UBOMY PO3AiNTi CTOCYIOTHCA BTOPHHHOT METH -~ OLIHHUTH Oe3neKy Ta
nepenocumicts 10, 30 Ta 60 mr CAB oaue pa3 Ha 106y B kombiHanii 3 2 NRTI
no 24-ro THKHA T4 B paMKax ninTpumytoqol cxemu ART 3 wombiHauii npox
npenapartis 3 RPV 10 144-ro Tixua. e pesynsTaTi nepmoro gocnimkeHHs {Ib
tha3u, B sKOoMy nepopanbHo 3actocopysand CAB naipnum BLJI-1-nosutiBhim
nauicHTaM, AKi OTPHMYBaJIH aHTHPETPORIpYCcHY Tepanito. Le AocminxeHHs
Hapasi TpUBAaE; pelyNnbTaTH, IPEACTaBIeH] TYT, CTOCYIOTbeA nepiogy no 20
Oepe3us 2016 poky - natH mybnikauii 6a3m JaHuX.

tE)mo NpoBeeHO aHani3 Yy THROCTI And BUKmoueHHs 11 cyb'exTi 3 1 caiity
yepes migo3py Ha nopyenHs GCP. Bianosinno, ananis yyriHBocTi [okasas,
o npofaemMu 3 JaHUMH, BUSBICHI Ha il AIMAHLI, MaIOTh MiHIMAJTBHUI BIUTHB
a60 B3arafi He BITHRANOTH HA aHaJI3 KIFOYOBHX KiHIIEBHX TOMOK Oe3nekH.

TTo6iuni peaknii

[IpoTarom 144-ro TioxHA He OYJI0 BHABIICHO JOIHHX HOBHX TCHACHUIH/cHrHanis
y cy0'eKTiB, AKi IPOOBKYBAIM YHACTh Y $asi HOCNIIKEHHA 3 BIIKPHTOIO
etuxeTkoto. Halinommpenimmmu [P cepen nauienris, axi orpuMysand CAB Ha
144-my THvxHI, 6ynH iBdeKUis BepXHIX ARXanbHUX Wsxis (21%), xiapes (11%)
rra Opouxit (8%).




Tabnuus 8 3seneHa iHdopmauis npo nowwmpei (>=3% saranom) nobivHi peakyi
npu NigTPUMYOHOMY NiKYEaHHI 33 3arankHo 4acToTo (nonynauis
NigTPUMYHOYOro NiKyBaHHs)

MoxigHui TepMiH 3i cNoBHUKa CAB CAB CAB CAB
10 mr 30 mr 60 mr MpomixHuit
nigcyMoK
N=52 N=53 N=355 N =160
n (%) n (%) n (%) n (%)
Byab-sika [P 38(73) 48(92) 50(91) 137 (86)
IHheKLIR BEPXHIX AMXanbHUX WRAXIB 9(17) 13 (25) 12 (22) 34 (21)
iapes 5110) 7(13) 5(9) 17 (1)
BpoHXiT 4(8) 3(6) 6 (11) 13(8)
Broma 4(8) 5(9) 3({5) 12{8)
enpecia 5(10) 2(4) 3(5) 10{6)
Bink y cnuki 3(6) 2(4) 4(7) 9(6)
Ge3comHHs 3{6) 2(4) 509 10 (6)
HazodapuHrit 2(4) 4(8) 2 (4) 8 (5)
Hynota 0 3(6) 8 (15) 11(7)
Cucinic 5(10) 4(8) 1(2) 10 (6)
[oHopes 4(8) 4 (8) 3(5) 11(7)
dapunrit 4(8) 2(4 3(5) 9 (6)
Bucun 1(2) 6 (11) 2{4) 9(g)
CesoHHa anepris 1(2) 3(6) 4(7) 8 (5)
Kawenk 3(6 2(4) 1(2) 6 (4)
MimdaneHonaria 2(4) 1(2) 4(7) 7(4)
AHOreHiTankHi 6opoaaexu 24) 1{2) 4(7) 7(4)
donikynit 1(2) 2(4) 3(5) 6 (4)
T'onosHWIA Ginb 2(4) 3(6) 24 7(4)

Mpumitea: MNowwMpenrmn HEGaXanMK ABULLAMA BBEXRIOTLCA Ti, WO MaI0Tb ><3% 3aransHoi YacToTH.

I[P mo moB'sizaui 3 JikapchbKHM 3ac000M

Ha 144-My TeDKH] HalfyacTilIMMHU NMOB'I3aHHMH 3 NPUHOMOM TpenapaTy
NoGiYHHMH peaKiisMH, 32 OLIHKOK AOCTIHAKA, Y rpyni JikyBaHus CAB 6ynu
roJI0BHUIA 61k, HyNOTa Ta HEHOPMANBHI CHOBHIIHHA - YCi BOHH CTAHOBHIM 3%.




Tabnuus 9 3sefiena iHopMalyis npo noBiuki peakyfi, nossaani 3
nmiATPUMYtouOKo Tepanicto (>=3% y Byab-skii rpyni
AOCIIKEHHAI), 32 3aranbHOK YaCcTOTOIO {onynsLis
nigTpUMyLoyol Tepanii)

BaxaHuit TepMiH CAB CAB CAB CAB
10 mr 30 mr 60 mr MpomixHuin
nigcyMoK
N=52 N=53 N=55 N =160
n (%) n (%) n (%) n (%)
Byab-aka NP 8(15) 12 (23) 10 (18) 30 (19)
lonosHui Ginb 2(4) 2(4) 1(2) 5(3)
Hygota 0 0 4(7) 4(3)
MOPYLWIEHHST CHY 1(2) 0 3(5) 4(3)
Broma 0 2(4) 0 2(1)
Nlenpecia 1(2) 0 2(4) 3(2)
fliapes 0 2(4) 0 2(1)
MoripileHHs nam'aTi 0 2{4) 0 2(1)

[P, 110 npu3BOaATE 10 BHIYHEHNS AOCHITKYBIHOI0 NpPOXYKTY

Hactrka I1P, wo npussomviny 1o siaminu npenapaty fo 144-ro THxHS, Oyna
HH3bKOIO B yeix rpynax CAB (3% six ycix manientis). V Beix iHgusigyansHux

MOBIZOMJICHHAX Mpo mepesary AE, uio npuseena o Bigminu npenaparty, 4acToTa
BUHMKHCHHS CTAHOBWNA | BHNAMOK B KOXHIH rpyni Aoc/HipKeHHS.




Tabnuua 10  YaaranbHeHa iHgropmayis npo HenepenGavyBaHi nobiyHi peaxuir,
10 NPU3BOAATL [0 BiAMIHW/ OCTATOMHOrO NPUNMHEHHA
3acToCyBaHHA QOCNIMKYBaHOIo NMiKapcEKOre 3acoby (fonynsauis
nigTpUMKK Heanexn)

Knac cuctemu opraxis CAB CAB CAB CAB
10mr | 30mr 60 mr | Mpomixuui

Baxanuit Tepmi niACcYMOK
N=52 | N=53 | N=55 N=160
n(%) | n{%) n (%) n (%)

Byak-aka [P 1{2) 2(4) 1(2) 4(3)

[Ncuxiuxi nopyleHHs

Bynb-aka NP 0 0 1(2) 1{<1)

TPUBOXKHWA po3nag 0 0 1(2) 1(<1)

OCIi[PKEHHA

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

Enexrpokapgiorpama HeHopManeHa 1(2) 0 0 1(<1)

[TigBULIEHHS piBHA TpaHCaMiHa3 0 0 0 0

IHdbexuiT Ta IHBa3I

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

CocTpuid renatut C 0 1(2) 0 1{<1)

HoBoyTBopentn foOposKicHi, 3nosiKicHi Ta HeyTouHeHi (BKIOYaIoNHM KicTH Ta

noninu)

bynb-axa MNP 0 1(2) 0 1(<1)

IMimchoma Bepkitra 0 1(2) 0 1{<1)

Cepiiozne nobiune aepmme

[Ticna 6asosoro pisua no 144-ro Tiskua 15 (9%) ocif, axi npuiimany CAB,
nosigomuax npo CITA. XKoxata 3 uux noaiit He 6yna nos's3ana 3 HAPKOTHKAMH,




Tabnuus 11 3BegeHa iHthopmalia npo cepioani NoBiuHi peakuii mpw
nigTpuMytouomMy MikyBaHHi 3a Knacamu CUGTEMHUX OpraHiB
(nonynayis nigTpuMyrodoro siiKyBaHHA)

Knac cuctemy opraie CAB CAB CAB CAB
10 mr 30mr 60 mg MpomikHuit
BaxaHHi Tepmid nipcyMoK
N=52 N=53 N=55 N =160
n (%) n (%) n (%) n (%)
BY/1b-AKA NP 5(10) 5(9) 5(9) 15(%)
lInchexuii Ta inpazii
byab-ska liP 2(4) 2(4) 35 7(4)
rinofepMiT 1(2) 0 0 1(<1)
MHesmoria 1(2} 1(2) 0 2(1)
IWurennearas iHgeruin 1{2) 0 0 1{<1)
AGcLec 0 0 1(2) 1{<1)
ABCUEC KALLKOBKA 0 0 1(2) 1(<1)
Anengukynapuuii abcuec 0 0 1(2) 1(<1)
ANSHRMUMT 0 0 1(2) 1(<1)
Ceteomicniv 0 0 1(2) 1(<1)
Cencuc 1(2) 0 0 1{<1)
Crachinokcxosa iHtheryin 1(2) 0 0 1(<1)
BipycHa iHhexuin 0 1(2) 0 1(<1)
MopyueHKA 3 GOKY WITYHKOBO-KMIUKOBOLO TPAKTY
Bynk-aka NP 1(2) 1(2) 1(2) 3(2)
Konit 1(2) 1(2) 0 21)
EHTEpUT 0 0 1(2) 1{<1)
LUnyHKOBO-KMILKOBA KDOBOTEHA 0 0 0 0
Meuxiyni mopyweHns
Byab-Aka NP 1(2) 0 2{4) 32
Makia 0 0 12) 1{=<1)
FlCuXOTUMHYIA PO3NaA, CNPHHMHEHWA NCXOAKTHEHUMH
pEMOBHHAMA 0 0 1(2) 1(<1)
CylupaansHi gyma 1(2) 0 0 1{<1)
TopylweHHs 3 Boky cepus
Byab-axa [P 1(2) 0 0 1(<1)
pinoTiHHA nepeacepab 1(2) 0 0 1(<1)
13aranuHi poanany Ta peakui B Micyi BBefigHHA
byns-aka MNP 0 1(2) 0 1{<1)
Binb ¥ rpygsx 0 1(2) 0 1(<1)
HosoyTaoperHA AoOposikicki, 2noRkicHi Ta HeyTodHeH (BKAIOYAKOYM KICTH Ta ofinu)
Byas-Aka NP 0 12) 0 <1}
Mimdboma Gepritra 0 1(2) 0 1<)
MNopyweHyn 3 00Ky HEPBOBOT CHCTEMH
Byak-gKa [P 0 1(2) 0 1{<1)
l'onoBrud 6inb 0 1{2) 0 1(<1}
NopyLuerin 3 DoKy AHXaNLHOT cHCTEMM, opradiB rpyaHoT KNiTkM Ta cepenocTiHbg
Byab-Axa [P 0 1{2) 0 1<)
[TpomboemBonia nereqeaoi aprepif 0 1(2) 0 1(<1)




Cmeprs

Ha MoMesT nposeneHHd aHanizy Ha [44-My Tisknl B UbOMY JOCHIIKEHHT He
0y110 3ahiKCOBAHO HKOIHOTO JIETANBHOTO BUNAAKY.

Ilito3pa Ha migBALeHY YYTIAABICTH A0 abakagipy

Ha MOMEHT [IpOBEASHHS LLOTO aHali3y B IHOMY AOCIIIKEHHI HE TIOBIiIOMIIATOCS
Npo MiZO3proBaHti peakuii rinepyyTNHBOCTI A0 abakaBipy.

IPe3vJLTaTH JabopaTopHuX i KIiHITHHX JocTilkeHD

ITabopaTopHi MOKa3HUKK KNIHIYHOT XiMil, 1[0 CTAHOBNATH 0COONMBHIT iHTEpEC,
GynH BU3HAYEH] A0 NMOYATKY MOCTiIHeHHs 9K TaKi, [0 MAoTh KOHKpeTHe
IUTIHIYHE 2HaYeHHs ong pociimkeHHs (ALT, acnapraraminorpascgepasa [AST],
KpeaTHHKIHA3A, KpeaTHHIH, 3aranbHuii 6inipy0iH 1 3aranbHHi BMICT
HelTpodini). PireHr nabopaToOpHUX BiAXHUNEHE OYIb-IKOrO PIBHS 32
CrelliaTEHUMM iHTepecaMH cTaHoBuB 53% y cyb'extis CAB. Lle Oyno
3YMOBJICHO BHIIIOIO YaCTOTOI0 aHoMani# 1-ro Ta 2-ro ctynenis. [TinpuiineHAs
pieus ALT, AST i xpeaTtunkiHasu 8in 1 go 4 cTynens BinfyBajiocs 3 4aCTOTOO
17%, 17% i 19% BignosigHo.




Tabruua 12 3eepen! AaHi WoAO MaKCUMANLHOTO MIATPUMYIONOTO NiKYBaHHA
HaA3BM4aiHHKX nabopaTopHUX TOKCHYHOCTEH MapameTpy, Wo
CTaHOBNATL 0COBNMUBUA iHTepec (HaceneHHs, WO MIATPUMYETLCA B

Be3nevyHoMy cTaHi)
CAB CAB CAB CAB
10mr 30 wr 60 mr Mpomixuui
nigcymox

N=§2 N=53 N=55 N=160
n (%) n (%} n {%) n (%)

BCLIOARAMETPM ..~ - C e . e EL e L e T TR T

1 -4 cyneHi 27(52) 24 (45) 33 (60} 84(53)

2 - 4 cryneni 10(19) 13 (25) 14 (25) 37 (23)

3 -4 cryneni 713) 5(11) 4(7) 17 (1)

1 cynib 17(33) 11(21) 19(35) 47 (29)

2 cTymitie 3(8) 7(13) 10 (18) 20(13)

3 crymie 3(6) 2(4) 1(2) 5 (4)

4 crynins 48) 4(8) 3{5) 1{7)

AnariiHaminoTpatcdiepasa (MOIny, . - o o e T

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

2 - 4 cryneHi 2(4) 4(8) 1(2) 7(4)

3-4 ctyneni 0 1(2) 0 <1

1 cTynikb 5(10) 8 (15} 7{13) 20(13)

2 cryniin 2(4) 3(8) 1(2) 6{4)

3 cTynit 0 0 0 0

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

AcnapratamingTpanciepaza (MOm) ... 7. . e N

1-4 cryneni 7(13) 12 (23) 3(15) 77 (17)

2 - 4 crynesi 4(8) 6(11) 3(5) 13 (8}

3 - 4 cryneni 1(2) 1(2) 0 21}

1 CTynikL Kl{3) 6(11) 5(9) 14(9)

2 cTyribb 36) 5(9) 3(5) 1(7)

3 cTynikb 12} 0 0 <1)

4 cTynikb 0 1(2) 0 f(<1)
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1 -4 cryneii 121 6(11) 14 (25)

7 -2 oryneni 5(10) 5(9) 7{i3

3 - 4 cTynexni 5(10) 4(8) 35

1 CTYNiHE 6(12) 1(2) 7(13)

7 CIyiiHe [ 12) 4(7)

13 cTyniHb 2(4) 2(4) 2(4)

4 CTyNiHb 3(6) 1(2)

|Kpeatinin {(mmoneln)z R G VR -

1-4 crynesi 0 0 1(2)

2 - 4 cTynexi 0 0 0

3 - 4 crynexi 0 0 0

1 cTynikb 0 1 1(2}

12 cTynine 0 0 0

3 cTynine 0 0 0

4 CTYDiNG . 0 0 0

3aranGanA Ginipy6is (memodiein) # . & & T B TR 2T

1 -4 crynesi 7(13) 36 8(15) 18 (11)

2-4 crynest 1) 2(4) 2(4) 5(3)

3 - 4 cryneni 0 0 0 0

1 crynise 6(12) 12) 6 (1) 138

2 cTynikb 1(2) 2{4) 2{4) 5(3)

3 cTynitie 0 0 0 0

4 cTynitb 0 0 0 0
aransiia kinekicts vemTpodinie (3aranshui ANC - 3aranbHui abtonioTHii aMict Helirpotbinia) (Cifl)

1 -4 cTynexi 6(12) 5 (8} 8(15) 19 (12)

2-4 cTynei 2(4) 2(4) 40 8(5)

3 - 4 cTynei 2(4) 1(2) 1(2) 4(3)

1 cTynikb 4(8) 3(6) 4 117)

2 CTyniHb 0 1(2) 165 4(3)

3 CTyniib 1(2) 0 0 1(<1)

4 CTyniHL 1(2} 1(2) 1(2) 3(2)

MpumiTia: STiniaHi NOKAIHKIM YIAraNsHEH! MHILE HA NaHUX HaTWe.

TpumiTia: ¥ il Tabnuyi HaBeaeHo MaKcumansHy OfiHky, OTPMMAHY Nig Yac dhass NiGTPUMYICHOrD NikyBaHHA, sika Gyna
BHLLOI0 33 OYiHKY, OTPMMAHY YY2CHUKAMM Ha NoNaTKy au RTPUMYKMGFD NiYBaHHA Ha 24-MY TIOKHI,

lAnanis ceui

He 6yno BusBIEHO KIiHIYHO 3HAYYIIHX TEHAEHLIH Y pe3yNsTaTax aHali3is ceui
mick rpyniamd CAB Ta EFV a6o mixx rpynamn gosysanus CAB.

Enexrpoxapgiorpamn (EKI')

EKT" 36Mpany Ha OYaTKOBOMY eTani, B 1-i nexs ta na 2-i, 4-if, 12-#, 24-i1, 26-

i1, 28-i1, 36-ii, 48-i1, 60-i1, 72-i1, 84-it, 96-i1, 108-i, 120-i1, 132-i i 144-i Troxui.




BimbInicTs Y4acHHKIB MaltH 3MiHHM Bin 6a3oBoro pieeg B QTcB abo QTcF <30
mcek. YoTupu mauienti 3 CAB manu izonsoeany EKI mig wac mocnimxenns 3i
sMiHoo QTceB abo QTcF Bix 6asosoro pisHa >60 mcek. JKonuna 3i
criocTepesyBanux 3Min QTc He 6yna srogom ninTBepmKkeHa notpifinoto EKT i
bPKOMEH MALEHT He TIPHITHHUB JIIKYBaHHA BHACHIIOK 3MiHH iHTepRany QTc.

Tabnuua 13 3Befena iHdopmalis Npo 2MiHK NOPIBHAHO 3 NOYATKOBUM piBHEM
y 3HaveHHsix QTc (besneyna nonynsuis)

CAB CAB CAB CAB
10 mr I0mr 60mr | MpomixHuR
niacymoK

N=60 | N=60 | N=61 | N=181
n@% | new n (%) n (%)

MakcumansHa 3miHa QTeB 1a noyaTky
iKyBaHHA (MCeK)

n 47 50 4 136
<30 30(71) | 34(68) | 31(70) | 95(70)
>30 o <60 10(24) | 15(30) | 12(20) | a7 (2)
>60 25) 1) 1(2) 1(3)

MakcumaneHa amina QTcF Ha novatky
iKyBaHHA (Mcek)

2 50 4 136
<30 37(88) | 41(82) | 32(73) | 19081)
>30 po < 50 37 8(16) | 11(z5) | 22(16)
560 25) 1(2) 1(2) 403

KR TTEBO-BAKTUBI MOKAZHHKH

DEKMTTEBO BOKIIHBI IOKAZHUMKH OUIHIOBAIM Ha 1-i aeds, 2-#, 4-i, 12-ii, 24-ii, 26-
#, 28-i1, 36-H, 48-i1, 60-i, 72-§i, 84-it, 96-i1, 108-#1, 120-H#, 132-11 i 144-#i Thxni.
V JOMHIH 3 TPy TiKyBaHHS He OYyJIO BHABNEHO 3HAYYINHX 3aKOHOMIPHOCTEH Y
3MiHAX KHTTEBO BRKIMBHX NIOKAZHUKIB.

BariTHicTh

/o LIbOrO aHali3y BariTHiCThL HE HacTynaja.

22. BHCHOBOK (2aKIIIOYEHHA)

e V¥V momynanii ITT-ME npenapat CAB nmoc RPV nponeMoHcTpyBas
CTiHKY BIpyCONOTIUHY CYNpeciio NpoTaroM 144 TinkHIB JIIKyBaHHA. Y
naiienTis, axi yBifitn y dasy BIAKPHTOro IOCHiHKeHHA Ta nepeHnIy




Ha nepopanbHui npuiiom CAB 30 Mr, BipycosioriuHe NpUrHiueHHs
MPOIOBKYBaI0 30epiraTHCs, 3 HEBEIHKOIO KUTBKICTIO HEBIPYCOIOTTYHHX
BIJIMOB Bi/l JTIKyBaHHS a00 BipyCONOTriuHHX HEBIAY.

e 3aranom CAB + RPV n06pe nepenocuscs, nuuie aeski [P npussoauiu
JI0 CHHIPOMY BiIMiHM, HE MOB'A3aHOTO 3 MPUHOMOM Npenapary.

o [Ili nani niarBepmkyiots BHOIp CAB 30 mr + RPV 25 mr s
MO/IabILIOrO BUKOPHCTAHHA 1S MIATPUMKH Tepanii Tpusanof aif ( LA) B
AKOCTI NepopaibHOI CTapToBOT Ta/abo npoMiXxHOT Teparii.

e  PesynbTaTH NpoAOBKYIOTE NIATPUMYBATH OLIHKY MOBHICTIO 1H'€KLIIHHMX
cxem CAB LA + RPV LA B skocTi miATpHMYIOUOT Teparnii.

3aABHHUK (BIACHHK PEECTPALIIHHOIO MOCBIAYEHHS)

(mianwuc)

Kapen I'peiitoxep (Karen Grainger)
Biue-npesuent, KepiBHHK BiLTy HOPMaTHBHO-IIPABOBOTO PEryJIIOBAHHS

BiiB Xenckep (ViiV Healthcare)

{_IjbpﬂdOA' donosneno nosum dodamxom 30 2iono 3 Hakasom MO3 .V;pc;i';u Ne 1528 gio 27.06.2019 }

Ilepexan BHKOHAB:

Menekep 3 perynsaTOpHUX MUTaHb Ta peecTpauii
TOB I'nakcoCmitKnsitn ®apmaceiotikanc Ykpaina
Mapunsko Jlroamuna




